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(54) Title: SUBSTITUTED 4-PHENYLTETRAHYDROISOQUINOLINES, METHOD FOR THE PRODUCTION THEREOQF,
THE USE THEREOF AS MEDICAMENTS, IN ADDITION TO A MEDICAMENT CONTAINING SAME

(54) Bezeichnung: SUBSTITUIERTE 4-PHENYLTETRAHYDROISOCHINOLINE, VERFAHREN ZU IHRER HERSTEL-
LUNG, THRE VERWENDUNG ALS MEDIKAMENT, SOWIE SIE ENTHALTENDES MEDIKAMENT

{57) Abstract: The invention relates to componnds of formula (), wherein
R1 - R9 which have the meaning as cited in the claims, are extremely suit-
able as antihypertensives for reducing or preventing ischemically induced
injuries, as medicaments for operative intervention for the treatment of is-
chemics of the nervous system, strokes and swelling of the brain, shocks,
disturbed respiratory functions, for the treatment of snorers, as a laxative,
as agents against ectopic parasites, for the prevention of gallstones, as an-
tiatherosclerotic agents, agents against diabetic late complications, cancer,
fibrotic diseases, endothelial dysfunctions, organ hypertrophia and hyper-
plasia. Said compounds are also inhibitors of the cellular sodium-proton-an-
tiporters, they influence serum lipoproteins and can be used in the prophy-
laxis of and for the regression of atherosclerotic alterations.

(57) Zusammenfassung: Verbindungen der Formel (I), worin R1 bis R9 die in den Anspriichen gegebenen Bedentungen haben, sind
hervorragend geeignetals Antihypertensiva, zur Verringerung oder Verhinderung ischamisch induzierter Schiiden, als Arzneimittel

=~ fiir operative Eingriffe zur Behandleng van Ischimien des Nervensystems, des Schlaganfalls und des HirnSdems, des Schocks, des

: gestirten Atemantriebs, zur Behandlung des Schnarchens, als Abfithrmittel, als Mitte! gegen Extoparasiten, zur Vorbengung ge-
gen Gallenstein-Bildung, als Antiatherosklerotika, Mittel gegen diabetische Sptkomplikationen, Krebserkrankungen, fibrotische
Erkrankungen, endotheliale Dysfunktion, Organhypertrophien und -hyperplasien. Sie sind Inhibitoren des zelliilaren Natriuvm-Pro-

=

tischen Verdnderungen herangezogen werden.

tonen-Antiporters. Sie beeinflussen die Sernmlipoproteine und kénnen daher zur Prophylaxe und zur Regression van atherosklero-




~_ Ektopa

‘abl e as anti hypertensives for reducing or preventing ischemcally_induced
injuries, as nmedi canents for operative intervention for the g of
is- chenies of the nervous system strokes and swelling of the brain,
shocks, disturbed respiratory functions, for the treatnent of snorers, as
~a laxative, as agents against ectopic parasites, for the prevention of
- gal | st awer03/0488p9 tiatherosclerotic agents, agents agai ngpcpiEmpRyidt e
conplications, cancer, fibrotic diseages, endothelial dysfunctions, organ
" hypertropnophia and hyper- plasia. Said conpounds are also inhibitors of

t he cetk%bﬁetﬁpdlun}proton an- tiporters, they influence serumlipoproteins
and can sed in the prophy- laxis of and for the regression of
at herosclerotic alterations. 00 (57) Zusamrenfassung: Verbi ndungen
der For worin die i.n den Anspriichen gegebenen Bedeumngen
haben, gﬁbﬁ&l’)‘%f‘W&M@é@ﬁ%@ﬂﬁ!@%ﬂ?%@f@\@#‘W&Pa@ﬁ'ﬁmv@ﬂ? YRgAing
oder S Schaden, als Arzneimttel 1, fiir
operatﬁ&gm%?ﬁgﬁvgpg$§ur |§ﬁ an uﬁgmsgﬁﬁ%%chanien des Nervensystens, des
_ScHiaganfaIIs und des Hi nbdens, des Schocks, des gestdrten Atemantriebs,
zur ndl ung. des, Sch archens fuhrnlttel als Mttel gegen
| ?Egﬂ? w?JPI§ ‘ﬁ??ﬂ? @@ eHWladst ei n-Bi I dung, als
"Antlatherosklerotlka hAtteI gegen di abatd sche Spat konpl i kati onen,
Kr.ebser krankungen, fibrotische C) grk 30 ungen; endot hel i al e Dysfunkti on,
Or ganhypertrophi en and -hyperplasﬁ g-™M/nd | nhi bitoren des zellul aren
Natrium Pro- tonen-Antiporters. SI‘ 'flussen di e Serunl i poprotei ne and
kdnnen daher zur Prophyl axe and zuf?! S|on’van at her oskl em tischen
~ Ver ander ungen her angezogen weR: we 2006 WO 03/048129 1 Description

PCT/ EP02/ 12990 Substi t-uted 4-phe ¢t r aljydr oi soqui nol i nes, process for
their preparation, their use as pt, and nedi cament containing t hem
5 The invention relates to cofounyls of th&fornulal| R8 R7T RR5S R4 in
~whi ch the nmeani ngs are: _ R4

in which the m'eénings'a_re:
-R1,R2,R3and R4 _ _ : ‘ .
10 7_ mdependently of one another H, F, C! Br, I, CN, NO9, OH, NHp, CaHoa+1,

CqqH2qq-1- och2b+1 coomo OCOR10, COR10 or Ox-(CHg)y-phenyl;

aandb

in the groups CgHog+1 and OCpHop+1 independently of one another

1, 2,3, 4, 56,7 or 8, it being possible for one -or more H atoms to be

15 i replaced by F atoms; e
e aq = 3,4,5,6,70r8,it belng possible for one or more H-atoms to be
. "ireplaced by F atoms; -
R10 H orCcch+1
he R | | c 1 2 3 4 5 6, 70r8 ltbemg posmbieforoneormoreH
S0 atomstobe repiaced by F atoms,
PP X .-zer00r1 ) ' -
y “zero 1,2, 30r4

o where the phenyl ring in the group Ox-(CHz)y-phenyl is
7 . _ - unsubstituted or substltuted by 1-3 substituents selected from
- 25 | - thegroup conSIStmg of ¥, Cl, Br, CN, N02, OH, NH2 or

CdH2d+1 ;




Rl R2 R3andR4 10 |ndependently of ‘one another H F, d, Br, |, CN VNKQ,.CH,
NH2, . CaH2a+l, CggH2qq_ 1, OCbH2b+1l, COORLO, OCORLO, CORLO orZJune 2006 S
CM—(CHZ)y-phenyI aandb in the groups CaH2a+1l and OCbH2b+1 i ndependently

of one anot her 1, 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore
" Hatons to be 15 zero or 1; atons to be replaced by F atons, 25 repl aced by
F atons; qq 3, 4, 5, 6, 7 or 8, it beifg possible for one or nore H atons

to be replaced by F atons; R10 H or CcH2c+j , 1, 2, 3, 4, 5, 6, 7 or 8, it
bei ng possible for one or nore H zero, 1,2, 3 or 4; where the phenyl ring

~in the group OX-(CH2)y-plenyl qsz S thg;[%
substituents selected from the’ glrj%égac%hél ﬂblé?@ﬁéﬁ&?@%f@é\#mﬁi& OR
~ NH2 or CdH2d+1; 2 d 1, 2, 3 ortmbereplhmmgyﬁcmsn’ml e for one or nore H atons
to be re,pl aced by F atons, or R1,R2, RBandR4 i ndependently of one .anot her

"'-heteroa(? It being p055|ble for zero, 1, 2, 3 or 4 N atons, zero or |

.. oxygen: mqazqrmagaqu)r 1 S atomto be present as ring atons; or

5 - independently of one another heteroaryl it bemg possible for zero, 1,2, 3 or 4
N atoms? zero or 1 oxygen atom or zero or 1 S atom to be present as ring

atoms;
or |
 _ R1,R2,R3and R4
10 ‘independently of one another CONR11R12 or NRT11R12:
R11 and R12 |
independently of one another H, CoHog41 , CriH2rr-1:
e  1,2,3,4,56 70r8,
o _ . 3,4,5,6,7,0r8,
15 | - it bemg possible for one or more H atoms in the groups CeH23+1 and
| - CrrHopr-1 to be replaced by F atoms and for one or more CHo
groups to be repleced by O or NR13;
R13  Hor CHoseq:
o ‘ : f 1, 2, 3 or 4, it being possible for one or more H
20 e ~ atomstobe replagaggy F atoms;

S or |
e ‘_R13 and a CH2 group of R11 or R12 together W|th the N atom _ R

to which they are bonded a 5— or 6—membered rlng,

S5 o URitandR12 e L
PR R together wuth theNatom to which they are bondedaS— 6« or -

o - membered ring; -

_ "‘or B o

R .'"R11andR12 | |
30 independently of one another COR14, CSR14 orSOgR‘M

| . R4 ch29+1,. | |




Rl, R2, R3 and R4 10 |ndependently of one another CONR11 R12_qor NRI 1 R12;

R11 and R12° i ndependent |y of one another H, CeHe+1, CrrH2rr2dune 006

2,3,4,5,6,10or8, rr 3,4,5,6,7,0r8, 15 it being possible -for one or nore H

. atoms in the groups CeH2e+l and CrH2rr-1 to be replaced by F atons and

- .for one or nore CH2 groups to be replaced by 0 or NR13; R13 H or CfH2f+1;

f 1, 2, 3 or 4, it being possible for ope or nore H zu atons to be replace

- by F.atoms; R13 and a CH2 group of R11 or RI12 together with the N atom R11
.and R12 to which they are bonded a 5- or 6-nenbered ring; together with the

N atomto which they are honde endentl f one _anot her

COR14, CSR14. or SO2R14: Q ?rb?néréd r?nﬁorgieﬁé‘?{ﬂgﬂ?ﬁ AOEGRB QL1 2

.- June 2006 3'1, 2, 3, 4, 5, 6 mere B.atbinsleibatrepRicedibyer bdmeHhdit befiyy € H

. atons to be repl aced by F atons, and it being possible for one or nore CH2:
groups to be repl aced by 0 or nm@leﬁar&nmrmngeck@gr@upﬂm padeplésgdnt | y

___of oner anot her -Sg -R15, wit rbyo or NR13,
5 or S
. R1,R2,R3and R4
independently of one another ~05—SOj-R1 5, with

" h Zero or 1;
: j zero, 1 or 2;
10 . R15  CHoks1, OH, OCjHoy1 or NR17R18;
' ‘ k 1,2,3,4,5,6,7 or 8, it being possible for one or more H

atoms to be replaced by F atoms;
I 1,2,3,4,5,6,7 or 8, it being possible for ene or more H
L " atoms to be replaced by F atoms;
5 ~ R17 and R18
' | independently of one another H or CipHom+1:
m 1,2,3,4,5, 6, 7 or 8, it being possible for one or more
H atoms in the group CryHom+1 to be replaced by F

atoms and for one or more CHp groups to be repléced

20 . o by O, CO, CS or NR19; "
| | R19 HorCnHQnH;
n 1, 23or4 -

‘t bemg pOSSIble for one or more H atoms m FORTET
c:nH2n+1 to be replaced by F atoms | )

f*':zor'j S

R17andR18 ke : - to
':together WIth the N atom to WhICh they are bonded a 5— 6- or -
' 7-membered ring; '
30 - R19andaCHy group of R17 or R18 together with the N atom_

'tio which they are ‘boride_d a 5- or 6-membered ring;.




+.3,4,5,6, 70r8

h zero orl; j zero, 1 or 2; 10 R15 CkH2k+1, OH, OClH21+1 or NRL7R18; k 1,
2, 3, 4, 5 6, 7or 8 it being possible for one or nore H Aféms2 9% be
~replaced by F atons; | 1, 2, 3, 4, 5, 6, 7 or 8, it being possible for one
~or-nbre H atons to be repl aced by F atons; 15 R17 and R18 i ndependently of
- one another Hor CmH2m+1; m1, 2, 3, 4, 5 6, 7 or 8, it being possible for
. one or nore Hatons in the group C2mizl to be replaced by F atons and for
one or nore CH2 groups to be replaced by 0, CO CS or NR19; R19 H.or
CnH2n+1; 1,2,30r4;. .or R17 and R18 it bei ng possible for one or nore H

- at ons I + ms; together with the N atomto
' t&ﬂﬁ@ﬂé %%ﬁr}@;&é%gﬁ%% r?cgteb el/"5'1” ' . or R19 and a CH2

whi ch t are ered ring;

group OR5R17 HrCBﬂ@RgQgeggqé Mt@dﬂ@b}g%;qzoto whi ch they are bonded a

5- or 6-nenbered ri ut wher e al ways not be equal to H, R5
~'H, CPH2p+1,. q.ssH25512 WOBOWOBB,ZRZO p1, 2, 3, 4, 5, 6,70r8, ss

3.4,5,6,7or8,
.5 - ~ R20 | _Cquq.;‘.-[.;
. g  1,2,3,4,56,70r8,
it being possible for one or more H atoms in the groups CpH2p+1.
CssH2ss-1 and CqHog+1 to be replaced by F atoms and for one or
| more CHp groups to be replaced by O or NR21;
0. R2 HorGHameq:
| r . 1,2,3o0r4;
It being possible for one or more H atoms in CrH2r+1 to be
o replaced by F atoms;
R6° H,F,ClBr, I, CsHos+1, CddHodd-1, OH, OCiHo+1 or OCOR22;
: 15 : = sandt
| ' independently of one another 1,2, 3,4,5,6,7 or 8;
| dd 3,4,5,6,70r8,it being possible for one or fnore H atoms in
- CsHas+1, CddH2dd-1 and OCiHot41 to be replaced by F atoms;
. R22 CyMoyss; |
200w 1,2 3or4; |
| o it belng posssble for one or more H atoms in CUH2u+1 to be

,.;:'?@M
. - -}?

_ replaced by F atems
RT R8 and RQ
e 'jg;mdependent!y of one another -OV-SOW-R23

v . zeroor1;

e w " zero, 1or2 . SRR

-_"_: R23 _‘,CmHznnﬂ,cmmHme OH, ocpszpp+1 or NR25R26
. nn and pp

o ) , mdependently of one another1 2, 3 4,5, 6 7 or8,

S8 mm  3,4,56,70r8,




R20 CgH2g+1; q 1, 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore
_ Hatoms in the groups CPH2p+1, CssH2ss-1 and CqH2gq+l to be 7 deaR08 by F
atoms and for one or nore CH2 groups to be replaced by 0 or NR21; R21 H or
- COH2r+1; r 1,2,30r4; it being possible for one or nore H atons in CrH2r+1
- to be replaced by F atons; R6 H F, d, Br, 1, CSH2s+1, CddH2dd-1, OH,

- OOt H2t +1 or OCOR22; 15 sandt independepntly of one another 1, 2, 3, 4, 5, 6,
.7 or 8;.dd 3, 4, 5 6, 7 or 8, it beiny possible for one or nore Hatonms in
~ CsH2s+1, CddH2dd-1 and OCtH2t+1 to be replaced by F atons; independently of

~ one another -Ov- SOn R23; R23 zero or 1; zero, 1l-or 2; CnnH2nn+1 CmH2mm 1,
' .OH, OCPpH2Pp+1 or NR25R28:being pegsible for ane pemnsat gtaphs menatanhhet. 1, 2, 3,

4, 5, 6, 7 or 8, R22 QJHi:m'-‘Fl 1, 2, Sor(i |t be| ng p055|b|e for gne or nore H
‘atons in CuH2u+l to be r m!:'@mmyﬂ £nd QfrmpHopprc 1 RPamPIagEd Y & afomss 7or8,

2 June 2006 5 it beﬁ})g rﬁ?ﬁibbl e for one or nmore H atons in ChnnH2nn+1,

. mdependently of one another H, CN or CZH22+1 CZZHQZZ_»] ;
5z 1,2,34,5867Tor8;
o | 2z .7 3,4, 5,6, 7-0r 8, it being possible for one or more H
atoms to be replaced by F atdms and,
7 in C;Hoz+1, it being possible for one or more H atoms
N to be replaced by F atoms and it being possible for
10 ' E one or more CHo greups to be replaced by O, CO, CS
- orNR27; | -
“R27  Hor CaaH2-aa-;-1i
aa 1,2, 3 or4; _
_ \ 7‘ - it being possible for one or more H atorhs in
15 . | - CgaaH2ag+1 to be replaced by F atoms;
~ or |
'R25 and R26 o
together with the N atom to which they are bonded a 5-, 6- or
| - - 7-membered ring, | |
i 20 SR or | '- o o
o SR R27 and a CH2 group of R25 or R26 together wuth the N atom S -

LI Io Wthh they are bonded a 5- or 6-membered nng, oo "
R? RBandRQ e e N S
i lndependentiy ofone another NR32COR30 NR32CSR30 or NR3280bbR30 e

: R3 H Cccchc+1 nyszy_1 pyrrolldmyl or plpendmyl in whlch rmgsa
CH2 group may be replaced by Oor NR33;' o SR
: R32 and R33 mdependenﬂy of one another H or C_hHth.-f';l
o oo 20r3; B
30 oo 1,2,3,4,56,7o0r8;
Yy 3456708




- CmtH2nm 1 and OCppHZ2pp+1 to be replaced by F atons; R25 an :
i ndependent |y of one another H CN or CZH2Z+1, CzzH272- 1; 1021‘57912006

2,3/4,5,6,70r8; 3, 4, 5 6, 7 or 8 it being possible for one or nore H
~atonms to be replaced by F atons and, in CZH2z+1; it being possible for one
or nore H atons to be-replaced by F atons and it being possible for one
or nore CH2 groups to be repl aced by 0g CO Cs or NR27; R27 H or
‘CaaH2aa+1; ‘as 1,2,30r4; it being possible for one or nore H atons in
CaaH2aa+1 to be repl aced by F at ons; or - R25 and R26 together with the N
-atom to whicl hey1 Qﬂfoﬁ - or 7-menbered ring, 20 or R27 and a
CH2 group of 5, or e't th the NN atom to which they are bonded
a 5- or- 6- meibissiag p bsﬁbiemonBBrr%reﬂﬂ@t@ﬂs%C ?»%rh NdeEN@PHdead 1 Fone
~anot her NR32COR30, NR32CSR30 or NR32SCbbR30; IQS OccH2cc+1 yH2yy-1,
pyrrolidinyl atompj aechilibeirig possiteifohone bgmare Hoakbras uthergrgupe repl aced by

0 or NR33  CecHoce+1 and CyyHayy-1 to be replaced by F atoms and for one or more
5 R ‘CH2 groups o be replaced by NR31 and for a CHz group to be replaced by O;
R31  H, CykHokic+1, CORE5 or SO2R65; | |
kk 1,2,3,0r4;
it being possible for one or more H atoms to be replace.d by F
- , atoms, |
10 R65 H,CyeHoxert;
' | CXX 1, 2, 3 or 4, it being possible for one or more H atoms
" tobe replaced by F atoms; |
"_.or_ ) L ' | o
-'RS1 forms together with a CHo group bf R30 a 5-, 6- o:" 7-mémbered ring;
15 or | . | |
' R30 a 5- or 6-membered heteroaryl with 1, 2, 3 or 4 N atoms, zero or 1 S
atoms and zero or 1 O atoms, |
which is unsubstituted or substituted by up to three
oI _ - substituents selected from the grm.wnsusting of F, Ci, Br, l, :
20 N 3 TR ,CooH200+1’ NR70R71 ' AR
SN R70andR71 S
Al -'mdependently of one anotherH CuuH2uu+1 and
: 5__3!00R72 I
SN EI h = ,-',":-‘_-»R'?__,_:z_ H, CWH2W+1
25 ' : 00, uu andW |

' :ndependently of one another1 2, 3 4 5 6 7
or8; N . _ S
1t belng possible for one or more H atoms in the o
-"QfOUPS CooH200+1, CuuH2uu+1 or CWH2W+1 to be

30 w . ‘.replacedbyFatoms




R32 and R33 independently of one another H. or ChH2h+1;

2,3, 4,5 6, 7or 8 YyY 3,456, 70r8; 2June2006610152\»&'1[1'%%j
‘unsubstituted or substituted by up to three substituents. selected fromthe.
‘group consisting of F, d, Br, 1, CooH200+1, NR70R71; . R70 and R71 '
i ndependent|y of one another H, C_COR72 R72 H, Om2wt4; o0, uu and w

i ndependently of one another 1, 2, 3, 4, 516, 7 or 8 h 1, 2, 3, 4, 5, :
- 6,70r8, it being possible for one or nore H atons in ChH2h+1 to be repl aced
by F atons, and it being possible for one or nore H atons in the groups
CccH2cc+1 and CyyH2yy-1 to be replaced by F atons and for one or nore CH2
groups‘to be repl aced by NR31 and for a CH2 group to be replaced by 0;  R31

- H CkkHRKKRE an§PH5 or SO02R65; kk 1, 2, 3, or 4; it be| ng possible for one

-"f-lor nor e. H atoms to be reEI aced by F atons, R65 H, H2xx+1; 1, 2, 3 or 4,
it being poséﬂdﬁ@m@ﬂﬂbﬁ oae apgitier H, & GtsBr.doNB. Cé‘bl@ldeNthy Cechtoers1,

CorwH2ww-1 OCiiHof+1, NR4OR41, CONR4OR41, COOR42, COR42 or
5 - OCOR42,
g ee and ff ,
independently of one another 1, 2 3,4,5,6,70r8;

ww  3,4,5,6,70r8; |

it being possible for one or more H atoms in the groups CggHoee+1.
100 . CwwhH2oww-1 and OCfHogre1 to be replaced by F atoms;

R40 and R41

| H,CitHptt+1 or C(NH)NHo;
tt 1,2,3,4,5,6,70r8;
it being‘pessible for one or more H atoms in the group CttHott+1 to be
i 156 } " replaced by F atoms and for one or more CHy groups to be replaced |
by O or NR44;
R44 Hor ngHZQg-!-‘!
ag 1,2,3,4,5,6, 7or§;
S o it being possible for one or moreﬁzga:toms in the group _
2 20 S ‘-ngHgggH to be rep!aced by F atonis, and it belng pOSSIble
T o Ra4 together with a (CHQ) group of R40 or R41 and the
o '5':N atom to which they are Jomtly bonded to form ab5- or. 6-
| - : zi'-""membered nng, Y
.ﬁa;,- f;it;or?fL?l -“v*?;i;15"
e ”R40 and R41 | RERE ) Lo
R with the N atom to which they are bonded a 5- or 6-membered nng, o o

. "R'4_2_7 ."”:H or ChhH2hh+1-
~ bh o 1,2,3,4,5,6,70r8; |
- it being possub!e for one or more H atoms in the group ChhHZhh+1 fo S

- 30 o be replaced byF atoms;




or R31 forms together with a CH2 group of R30 a 5-, 6- or - menber ed ring;
or R30 a 5- or 6-nenbered heteroaryl with 1, 2, 3 or 4 N ato?na!unez%fPQ§ or 15
atons and zero or 10 atons, it being possible for one or more H atoms in :
the . groups COOH200+1, CuuH2uu+l or CWH2W+1l to be 2 June 2006 or R7, R8
and RO independently of one another H F, Cd, Br, |, N02, CN, OH NH2,
CeeH2ee+l  OmvH2ww 1, OCFf H2ff+1, NRARA1L, CONRAOR41l, O000R42, COR42 or .5
OCOR42, ee and ff independently of one another 1, 2, 3, 4, 5 6, 7 or 8;
MV3, 4, 5 6, 7 or 8, it being possible for one or nore H atons in the

Aa0 hnd a1 LNy MY SRRt d P 4 REaRERTRRV AR, [ 7T

possi bl e f or simaltaneoustyehdiO8t on®CHY t he group Gt H2tt+1 to be 15 repl aced
© by F atons and for one or nore CHZ groups to be replaced or: C99H2gg+l to
..be repl aced lajidmlaerermje&smoﬂetofﬂm ragligals 17H)IR8 6oiR9 Raubst tbegsdibeted diranh thee ( CH2) -

Frou o1 10 gRbuidndlind HoNrAoRE, 0y8bikad RSk NsRE8HE 1©
5 and NR32SOpyR30;

. ;ah"d_ the pharmaceutically acc,eptabte salts and trifluoroacetates thereof.

- Preference is given to compounds of the formula  in which the heanings are;
- R1,R2,R3 and R4
10 - independently of one another H, F, Cl, Br, |, CN, NO3, OH, NHo, CaH23+1,

cycloalkyl with 3, 4, 5 or 6 C atoms, OCpHop+1, COOR10;
“aandb '
' independently of one another 1, 2, 3 or 4, it being pessible for one or

S i , more H atoms to be replaced by F atoms;
_ 15 7- - R10 Hor CcH2c+1;

c 1,2, 3 or4, it being possible for one or mdre H atoms to be replaced
7 by F atoms;
or |
R1 R2, R3 and R4
: 20 mdependently of one another5 or 6- membered ﬁétei‘oaryl selected from the

group cons:stlng of pyridyl, :mldazoiyl pyrazolyl pyrrolyl tnazoiyl tetrazolyl - | -
el thlazoiyl and oxazo!yl ' ' . o -
CLor L

it i'..R1 R2 R3andRe et
- 25 : - mdependentiy of one another CONR‘! 1R1 2 or. NR1 1 R1 2
RifandR12 = e
| mdependentlyof oné anotherH Ceng+1 CrrH2rr*
“e',123m4
| | o .3, 4,5o0r _6, _ . - .,
: 30_‘ o . itbeing possible for one or more H atoms in the'groeps -

CeHoe+1 and CrHorrq to be replaced by F atoms




R4A0 and R4A1 by O or NR44; R44 H or CggH2gg+1; 99 1, 2,3,4, 5, 6, 70r8;

bei ng possible for one or nore H atons in the group with th@JFP%@QQﬁt() _
whi ch. .they are bonded a 5- or 6-nenbered ring; R42 H or Chfi H2hh+1; it

. being possible for one or. nore Hatonms in the group ChhH2hh+1 to hh .1, 2,
3, 4, 5,6, 7 or 8; be replaced by F atons; 2 June 2006 8 but where two
substituents fromthe group of R7, R8 gnd RO nmay not sinultaneously be OH

- or OCH3 and where at | éast one of the radicals R7, R8 or RO nust be

selected fromthe group consisting of CONRACRAL, - OvSOMR23, NR32COR30,
NR32CSR30 - ‘a NR32SCbbR30; and the pharmaceutically acceptable salts and

~ trifluoroacetates thereof. Preference is given to conpounds of the formula
1 in which tiReimasdRIgs are: Rl, R2, R3 and R4 10 i ndependently of one

- another, H F, O, Br, I, CN, N2, OH NH2, CaH2a+l, cycloal kyl with 3, 4,
5 or 6 C atons, OCidEpendedorfione anaiher bydiexyelbitidhNrgimathylaainostiler 1,

T e

mor§ H atons to bepipepazinesthybyndrphoblivasthylior Riperfdinodiidyland R4

or. _
" R11and R12
together with the N atom to which fhey are bonded a pyrrolidine, |
L piperidine, N-methylpiperazine, piperazine or morpholine ring; .
10 or o
|  RitandR12
independently of one another COR14, CSR14, CONHR14, CSNHR14
or SOoR14;
R14 CgHogss;
45 - g 1,2, 3 or 4, it being possible for one or more H atoms

to be replaced by F atoms;
or , |
R1, R2, R3 and R4 .
independently of one another 0OS03H, SO3H, SO2R 15, with |

20 - R15 CkH2k+1 OCiH2i+1 or NR17R18; -
| SR k- 1,2,3 or4 it being possible for one dr more H atoms to be
o replaced byF atoms; . _ _ BRI
: . o1, 2 3 or 4, lt being pdsmble for one or more H atoms to be
. )A reptaced byFatoms - B
3 R1 7andR18

E |ndependently of one another H CmH2m+1 in whlch the ﬁrst

CH2 group bonded to the mtrogen is replaced by CO and the
~ second CHy group is replaced by NR19; '
| ' _ ) m . 1,2,3,40rb5, it bemg possible for one or more H '
© .30 : :., - EE | o atoms in the group. CmH2m+1 to be replaced by F '

atoms;




, 20 i ndependently of one another 5- or 6-menbered |i t&oaryl selected from
the group consisting of pyridyl, imdazolyl, pyrazolyl, pyr#duRg2006
triazolyl, tetrazolyl, ahiazolyl and oxazolyl; . or Rl; R2, R3 and R4 25 -
i ndependent|ly of one another CONR11 RI 2 or:NR11 R 2; .:30 R11 and R12
i-ndependently of one another H, CeH2e+l, CrrH2rr-1; e 1,2,30r4, rr 4,50r6,
it being.possible for one or nore H atfprs.in the groups CeH2e+l and -
CrH2rr 1 to be replaced by F atons 2 June 2006 9 or R11 and R12 -

i ndependent|y of one another hydroxyet hyl, N, N-di net hyl am noet hyl ,

N, N-di et hyl am noet hyl , t N- et hyl pi per azi noet hyl
pi perazi noet hyl , m)rphol i noet hﬂ&oé nﬁﬁt?l di noet hyl; or ~ Rll and R12
‘together with the N atomto vvhhch t heyo ag gr ponded a pyrrolidine, :
. piperidine, N-nethylpiperazine, piperazine or norpholine ring; 10 15 20 or
- Ri1 and R12 |ndependentI}tbﬂing)neS$1 etfapenormmbre Esptoms DADKRY4+1 EBbER14

rep!aced by F atoms
5 e
| R17 and R18
t.ogether with the N atom to which they are bonded a 5- or
~ 6-membered ring; |
. | 'bet where R2 mest always not be equal to H,
10 'R6  H,CpHppets |
| p 1,2,30r 4;
| :t being possible for orie or more H atoms in CpH2p+1 to be replaced
o by F atoms;
. 'R6 - “H, CgHas1, OCiHate1 or OCOR22;
15 .sandt |
'independently of one another 1, 2, 3 or 4;
it being possible for one or more H atoms in CgHog+1-and OCtH2t+1'
to be replaced by F atoms; | |
S R22 CuH2u+1:
L2000 w2304 - e
C it bemg poss:ble for one or more H atoms in CuH2u+1 to be replaced
RS f"--i_'byFatoms B ' T ‘ |
e L_-_-f":‘-f-_'___R7 RB and RO s - ‘ y
= .mdependently of one another OSO3H 803H or 802R23

:nHZnn+1 CmmHzmm-1 OCpszpp+1 or. NR25R26
nnand pp _ o PR

' mdependently of one another1 2 3 4or5

mm | 3,4, 50r6 ‘ '_

: ~‘it. being -poselble for one or more H atoms in Cnn_HZnnﬂy s

.30 T Cm_mH2mm'1jand OCpr'zp;_,H ___to be repl_aced__by'F_atqfhe;




- or SO2R14; R14 CgH2g+1; g 1, 2, 3 or 4, it being possible for one or nore H
atons to be replaced by F atoms or Rl, R2, R3 and R4 i ndepdfifetiQs) of
one anot her OSGBH, SO8H, S02R15, with R15 repI aced by F atons; 1, 2, 3 or

4, it being possible for_one or nore Hatons to be.- replaced by F atons;

i ndependent|y of one another H CnH2mt+l, in which the first CH2 group
bonded to the nitrogen is 1 second Ck2 group is replaced by. NRLY;
CkH2k+1. OCl H21+1 or NR17RI8; k 1, 2, 3 or 4, it being possible for one or.
‘nore H atons to be 1, 2, 3, 4 or 5, it being possible for one or nore H
atons in the group D be replaced by F 2 June 2006 10 R19 H or
CnH2n+1; n 1, 2, 3or4; g possi ble for one or nore Hatons in CnH2n+1

- to be replaced by F at onpgegendehtly Bt BndRfhotHet H, CN, CzHg41, in which the
first CH2 group bonded to the nitrogen is replaced by CO or
B B CS and the second CHz is replaced by NR27
5 .z 1,234,506
' | it being possrble for one or more H atoms in CzHo41
.to be replaced by F atoms;
R27 HorCgaaH2aa+1;
 aa 1,2,30r4;
10 o _ it being possible for one or more H atoms in
B _CaaH2-ae+1 to be replaced by F atoms;
. or . |
~ R25 and R26
' _ 'together with the N atom to which they are bonded a 5-or
15 : o 6-membered ring;
| or .
R27 and a CHg group of R25 or R26 together with the N atom
-fo which they are bonded a 5— or 6-membered ring;
- or '
20 R, R8andRO =~ - - gl S
a .mdependently of one another NR32COR30 NRSZCSRBO or NR32802R30 A
H OH CccH20c+1 CWH2YY-1 pyrrolldlnyl or plperldlnyl in whlch - f _ o
E nngs a CHQ group may be repiaced by Oor NR33 R o
S "i,‘_'R32 and R33 mdependently of 6he anotherH or ChH2h+1, RER -.
o : yé“,c‘q S, 2, 3 4 5, 6 T or 8 L ' R
B R YY 3, 4 50r6
U Th o 1,2,3004 oo | |
it belng possible for one or more H atoms in ChH2h+1 to be replaced by F .

3 atoms, and rt being possrb!e for one or more H atoms in the groups




together with the N atom to which they are bonded a 5- or 6-nenbered ring;
but where R2 nust always not be equal to H, 10 R5 H, CPH2p+12 Jynei208630r 4;
It - being possible for one or nore H atonms in CpH2p+1 to be replaced by F

~-atons; R6 H, CsH2s+1, OCtH2t+1 or OCOR22; 15 sandt independently of one
- another 1, 2, 3 or 4; it beirng possible for oneor nore H atons in CSH2s+1

and OOt H2t+1 to be replaced by F ator? R22 CuH2u+1; 20 it bei ng possible
for one or nore H atons in CuH2u+l to be replaced 'U. 1, 2, 3 or 4; by F
atons; R7, R8 and RO independently of one another OSO3H, SOBH or S02R23; 25

of “one anot ndfoat Zazs AL Ay e fap IQE%ZEz?tate&%ré%ﬁei’@p's{éien?%%dﬁﬂé' or
arors: 2 ounS B SR e Plass BTN FidoraRAE By o b i O o
._gi'%é%r |n- \ﬁs.lchV.q_]]e;kkyzrkﬁh’%@rmégﬁggg to the nltrogen s repl aced
o kk  1,2,3,0r4;
| 5 I :t being possible for one or more H atoms to be replaced byF atoms,
o R65 H, CyyHoxxsd: -

XX 1, 2, 3 or 4, it being possible for one or more H atoms
1o be replaced by F atoms;

. . or .
10 , R31 together with a CHzr'group'of R30 and the N atom to which they are
' -+ jointly bonded form a 5- or 6-membered ring;
or |

- R30  ab5-or6-membered heteroaromatlc system selected from the group
v | consustmg of pyndyl imidazolyl, pyrazolyl pytrolyl, tnazolyl tetrazoiyl,
15 . “thienyl, thiazolyl and oxazolyl, ' _
- which are unsubstituted or substituted by up to three
substituents selected from the group eonsisting of F, Cl, Br, |,
" CooH200+1, NR7ORT1, |
| - S R70 and R71
: 20 o B mdependently of one anofﬁ??ﬁ’ CuuH2uu+1 or
T COR7Z; e
o RZ H, CwH2w+1, R R
o .‘:_iro'e' 'ti'ij'a'n'dgw mdependently of one another‘l 2 3 or4
: it bemg poss:ble for one or more H atoms m the groups , el
L ‘::'-9:‘_"";‘C00H200+1, CuuH2uu+1 or CWH2W+1 to be replaced by oo

s o "'-‘;-'*i;"f.-atoms
"R7, R8and R9 S | |
e _' ,. mdependentlyof one anotherH F, Cl Br, 1, N02, CN, OH, NH2, CeeH2ee+1,
" .'30 - S " CywwHoww-1 OCﬁH2ﬁ+1 NR40R41 CONR40R41 COOR42, COR42 or

OCOR42




“wor more H atoms in ChHZh+1 0 be. rep ace

CS and the second CH2 is replaced by NR27; z 1, 2, 3, 4, 5 or 6; it being
possible for one or nore H atons in CZH2z+1 to be repl aced Byute %nms: R27
- H orCaaH2aa+1; as 1,2,30r4; it being possible for one or nore H atons in-

"CaaH2aa+1 to be replaced by F atons; or R25 and R26 together with the N
atomto which they are bonded a 5- or 6-nmenbered ring; or R27 and a CH2
‘group of R25 or R26 together with the atom to which they are bonded a 5-
~or 6-nenbered ring; 20 or R7, R8 and .independently of one another
NR32COR30; NR32CSR30 or NR32SO2R30; R30 H, OH, CccHzcr+1, CyyH2yy-1,
pyrrolldln 1 o ﬁiggrldinyl, in which rings a; CH2 group maybe repl aced by 0O
or NR33; 3 independently ofone another'H or ChH2h+1; <cc 1, 2,

3, 4, 5, 6, 7 or 8indepeddefitly 8f Se n the? '@44 t[t bei ngdpossi)bl e for one
‘possi bl e for vose 0B, #pSerf@, atons in the. gr oups 2%8::2 2886 I1t2 C(e:l:ugccﬂ and
) ny Heyy 1 toy Seing -Boss:glga tgyon'e 3 %}%sre"i-rl] atoms inthe g%ups CeeHzeeH , '
“ 5 -CWWHZWW_1 and OCgHogf+q to be replaced by F atoms;
'~ R40andRM
| H, CttHattaq or C(NH)NHp;
tt 1, 2 3,4,5,6,7 or 8;
o it belng possible for one or more H atoms in the group CgHogt+1 to be
10 ' o replaced by F atoms;
-or
' R40 and R41
- to be selected independently of one another hydroxyethyl, ,
N N-dlmethylammoethyl N.N-diethylaminoethyi, pyrrolidinoethyl,

.: 15 ) ' N-methylpiperazinoethyl, piperazinoethyl, morphohnoethyt or
| -plpendmoethyl '
or
‘R40and R41 =

L 7 together with the N atom to which they are bonded form a ring selected
' 20 '_ . e from the group consisting of pyrrolidine, pﬂﬁﬂ@ne N-methyl-
T Ce f. ) .'_-;piperaZ|ne piperazine and morpholsne
R#2 - Hor ChhH2hh+1 ; |
R _'_..,-:_jhh 1,2,30r4; R T
e it belng possmle for one or more: H atoms in the group ChhHZhh+1 to : ) :,_5
"'bé réﬁ;tacedf;by'l?.étdmsi I j o 5
L "--but where two substltuents from the group of RT R8 and R9 may not
o 'i:'SImuItaneously be OHor OCH3 _ s
L and where at least one of the radlcals R7, R8 or R9 must be. setected from the -
S 'group consisting of CONR40R41 -OvSOWR23, NR32COR30 NRSZCSR30 |
i 30 and NR32SOppR30; | |

and the pharmaceutlcalty acceptabte salts and tnﬂuoroacetates thereof




CH2 groups to be replaced by NR31 and for a CH2 group to be repl aced by 0O;
R31 H, CkkH2kk+1, COR65 or SORR65; kk 1, 2, 3, or 4: it beiadunso¥¥obl e for
one or nore H atons to be replaced by F atons, R65 H OxxH2xx+1; xx 1, 2,
3 or 4, it being possible for one or nore Hatons to be replaced by F o
atons; or 10 15. R31 together with a CH2 group of R30 and the N atomto
which they are jointly bonded forma43 or 6-nenbered ring; or R30 a 5-

or 6-nmenbered heteroaronmatic system selected fromthe group consisting of
pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thienyl,

t hi azol yl and oxazolyl, which are unsubstituted or substituted by up to
three substituents selected fromthe group consisting of F, d, Br, 1,

. Coo HZO(F’bltch ﬁ%?éenc@?@gﬁéﬂ t@Eéntp@ﬂﬁB@ BAfY t’o)’mﬂfa CiRGvHIEN the Héﬁhﬁ?l@ﬂ”’l or
- COR72; R72 H, 1, .uu and w independently of one another™1, 2, 3 &

4 |tl%e¢ng possi bI e for one or nore H atons in the groups CooH200+1
'.CuuHZUlmlﬁ F% 3\‘3&1 to be replaced by F R7, RS and RO atons;

5 independently of one another H, F, Cl, Br, OH, NHy, CgHo44+1, cycloalkyl with
3,4, 50r 6 C atoms, OCpHb+1; | | '
aandb |

| in the groups CaH2a+1 and OCpH2p+1 independently of one another.

. 1,2,3 or4, it being possible for one or more H atoms to be replaced

10 | by F atoms; |

or

'R1 R2, R3.and R4

lndependently of one another NR1 1 R12;

.. . - RitandR12"
5 independently of one another H, CeHpe+1, CrrH2rm-1:

| e 1,2,3 0r4, o

o 3,4,50r6,
it being possible for one or more H atoms in the

R - _ groups CeHog+1 and CeHopr-q to be replaced by F

20 S atoms; . L R

I o o | |

'---'R11andR12 . | S D

together wnth the N atom to whsch they are bonded fonn a rtng se!ected ‘A i

from the group con3|st|ng of pyrrohdlne paperadlne N-

25 . o _‘: methylplperazme plperazme and morpho[lne
o | ,.H‘-or, - L S
B -“R11 and R12 | o | . o
" mdependentiy of one another COR14 CSR14 CONHR14 CSNHR14
or 802R14 '

30 ' R14 CgH29+1,_




mdependently of one another H F, d, Br, 1, N, CN OH, NH2, CeeHee+l.

OwH2ww 1, OCF f H2f f +1, NRAOR41, CONR40R41 COOR42 COR42 or meQOOGQ June

2006 10 15 ee and if independently of one another 1, 2, 3 or 4, w3, 4, 5 ' 

~or 6, it being possible for one or nore H atons in the groups CeeHee+l,
OmwH2ww 1 and OCff H2ff+1 to be replaced by F atons; R40 and R41 H, '

CtH2tt+1 or C(NH)NH2; ft 1, 2,3,4,5, %orS; It being possible for one or
nore H atons in the group CGttH2tt+1 to repl aced by F atons; or R40 and
R4l to be sel ected i ndependently of one anot her hydr oxyethyl, '
N, N-di met hyl anmi noet hyl, N N-diethylam noethyl, pyrralidinoet h I

N-met hyl pi per azi noet hyI gpl per dz2mo&f Ayit) bel'ﬂﬁ Bﬂ%ﬁ'bfﬁcf@'fq?m 06\’"0*’9 H atoms

le peridinoethyl; or R40 and N atomto which they are
e el pyirt 2

bonded forma ring sel ected oup COﬁSI sting of pyrrolidine,

- pil.igiere, N-nmethyl ,piperazine, piperazine and norpholine; Hor ChhH2hh+1 :
.. hh 1, t being possible for one or nore H atons in the group .
ChhHZhH%!L I%%O%%apgﬁélced by F atons; |

sndependently of one another OSO3H, SO3H, SOoR15;
R15  CkHok+q or NR17R18,
k ‘1 , 2, 3 or 4, it being possible for one or more H atoms to be
repléced by F atbms;
| | R17 and R18 | .
1 independently of one ancther Hor CryHom+1;
m 1,2, 3, 4 or 5, it being possible for one ormore H
atoms in the group CyHpm+1 to be replaced by F
atomé; ' '
15 " Ri7andR18 |
' together with the N atom to which they afe bonded a 5- or
6-membered ring;
but where R2 must always not be equal to H;
R5 methyl or trifluoromethyi;

RT R8 and RQ o ,

e mdependently of one another 0803H SO3H or SOgR23
S R23 - :CnnHZnn.H or NR25R26 |
St 4,2,3,4005 EE o
lt betng pOSSIble for one or more H atoms in CnnH2nn+1 to be
B rep!aced by F atoms | R o
| "‘*-;'st and R26 " |
| , mdependent!y of one another H CN or CZH22+1 in which the
rrst CH2 group bonded_to the nitrogen is replaced by CO or |

30 .- .- CSandthe second CHy is replaced by NR27;

“z . 1,2,3,4,50r6;




but where two substituents fromthe group of R7, R8 and RO may not

si mul taneously be OH or OCH3 and where at ‘| east one of the raddéng 20087, R3
~or R9 nust -be selected fromthe and NR32SCbbR30; group consisting of
CONRAOR41, -OvSOMR23, NR32COR30, NR32CSR30 and the pharmaceutically

- acceptable salts and trifluoroacetates thereof. 2 June 2006 14 Particul ar
preference is given to conpounds of t formula I in which the neanings
are: Rl, R2, R3 and R4 independently of one another H F, C, Br, OH NH2,

+ CaH2a+1, cycloalkyl with 3, 4, 5 or 6. C atons, OCbH2b+1; a and b 10 in

t he groups CaH2a+l1 and OCbH2b+]l.inde endentl of one anot her 3 or 4,
it being possible for one or H%Ib £iNg BegsiRleds B‘éepemoé%Eﬁatoﬂ‘)ﬁ'sz - or _

. Rl, R2, R3 and R4 independentl 1 R12; RllandR12 15
~independently of one another &%@%@&'@?ﬁ@h‘ﬁl el, 2, 3or4, rr
- 3,4,50r6, it being possi B27 f oH aie. gﬂ gg;p H atoms in the groups CeHze+1

:'-_and CrH2rr-1 to be repl aced by F 2 atons; R11 and R12
o . ' ‘aa 1, 2 Joré4;
5 SR it being possibie for one or more H atoms in

.CagHoaa+1i to berepl'a'ced by F atoms; -

or

- R25 and R26 , _
o _ . together with the N atom to which they are bonded a 5— or
- 10 o ‘6-membered ring,

or :
R27 and a CHp group of R25 or R26 together with the N atom
to which theyare bonded a5-or G;membered_ring;
Loor .
15 R, R8 and R9 B
| mdependently of one another NR32COR30, NRSZCSRSO or NR32S02R30;
R30  H, OH, CeeHaco+1, CyyHoyy-1, pyrrolidinyl or piperidiny, in which
rings a CHy group may be replaced by O or NRSS; |
. R32andR33 H,methylor CFg;
C 200 lcc. 1,2,3,4,56,Tor8;
yy 34 50r6; , ,
' __ it bemg possﬂble for one er more H atoms ln the groups CccH200+1 and

I | '_nyszyq tobe replaced by F atoms and for oné or more CH2 groups to be"-‘
U e .replaced by NR31 and for a CHp_ group fo. be replaced by O . PR
L 25 PR 7',';4'331 H, methyl ethyl CF3, CHzCF3, acetyl proplonyl methanesulfonyl or"'- g

T ;lethaneslﬂfonyl

L R31 together wnth a CH2 group of R30 and the N atom fo wh:ch they are Jomtly
RS R - bonded formi a 5- or 6-membered ring; |
ag or - C , _




~ together with the.N atom to which they are bonded forma rlng sel ected’
- fromthe group consisting of pyrrolidine, piperidine, N 25 2June2006 |
- met hyl pi perazi ne, piperazine and-norpholine; or Rl1l and R12 |ndependently

- of one another. COR14, CSR14, CONHRI 4, CSNHR14 or SOZ2R14; 30 R14 CgH2g+1; 2
June 2006 15 9 .10 1, 2, 3 or 4, it being possible for one or nore H atons
to be replaced by F atons; or Rl, R2, and R4 i ndependently of one
anot her OSBH, SOSH, SO2R15; R15 CkHZk+1 or NRI7R18; k 1, 2, 3 or 4, it
bei ng possible for one or nore Hatons to be replaced by F atons; Rl7 and

R18 i ndependent of e, anot H or m .t bein
possi bl o f or Myopy@ﬁéma YnBYiaR0he E%Gﬁr'@ﬁﬂimqtr@@?ﬂetm%zﬂlﬂ%d bygF
atoms: or 15 RI7 8RkdRSWhRACABUnglibblruldiPolbaiiba Dy Rlandifii ditee. onded

‘a 5- or 6-nenbered ring;, ways not “be equal to H, R5
rret_hyl or trifl uoreummwntsﬁelemed-lfrom the group consisting of F, Cf, methyl, ethyl ‘

trifluoromethyi, NH2, NHacetyl;

‘5_ or
RY, R8 and R9
independentiy of one another H, F, Cl, OH, NH9, CeeHoee+1, CowHoww-1-
a QCﬁHsz+1, NR40RA41, CONR40R41, COOR42 or OCOR42,
_ _ ee and ff , _ )
. 10 independently of one another 1, 2, 3 or 4;
T WW 3,4,50r6,
it being possible for one or more H atoms inthe groups CgeHoee+1,
o . ZCWWHZWW.-] and 0CffH2ff+1 to be replaced by F atoms;
R T'R4o and R41
15 ‘ H, CttHott+1 or C(NH)NH»
it 1,2,30r4;
it being possible for one or more H atoms in the group CgtHatt+1 to be
replaced by F atoms; .‘ ' |
N or , ) ,
20 R40andR41 T
- independently of one another hydroxyethyl N N-dimethyiammoethyl '
N N- dlethylammoethy! pyrrolldmoethyi N—methy!mperazmoethyl
_ plperazmeethyl morpholmoethyl or pzpendlnoethyl B
_ or B '
25 - i'-'.‘-'_"_f_-fl"‘_'j.-:=.;}R40 and R41 i SR B
| PR | f--r*together wnth the N atom to wh:ch they are bonded a pyrrolldme
o : 3 ‘.,-"riplpendine N-methylplperazme plperaz;ne or morpholme nng, o
" R42 Hor ChhHohn+1s | | '
v vh 1,2,30r4; | | N
30 . . o e it bemg possible for one or more H atoms in the group Chh”2hh+1 to

- be replaced by F atoms;




R7, R8 and RO. mdependently of one anot her OSCBH SC8H or 802R23 R23

- CnnH2nn+1 or NR25R26; :25 ° 30 ..nn 1,2, 3, 4 or.6, it being %é@@ﬁ%ﬂc@ for

.one or nore. H atons in CnnH2nn+l to be r-epl' aced by F atons; R25 and R26-

i ndependent |y of one another H, CN or CZH2i +1, in which the first CH2
group bonded to the nitrogen is replaced by COor CS and the second CH2 is

- replaced by NR27; z 1,2,3,4,50r6; 2 Jupg 2006 16 it being possible for one
~or nore Hatonms in CZH2z+1 to be replaced by F atons; R27 H or CaaH2aa+1l,

~as 1, 2, 3 or 4 |t bel ng possible for one or nore H atoms in CaaH2aa+l to

be repl aced 1 2 and : me | .or I ndepe dently
of one @to\?lﬁ%% %\ﬁ%%géﬁ%ﬁ’o 2%@2@@%&9 TR3YH N S'fﬁll"ta ¥c+1,.

' Q/V\/I-IZyybé();-ﬂ)w(mH nyl or pi peridinyl, in-which ringsa CH2 group may be
“replacéd by 0 or 3; or R25 and R26together with the N atomto which

- they armdbwhéﬁaiaa!eﬁst ovie of the radicals R7, R8 or R9 must be selected from the group

' con5|st|ng of CONR4COR41, -OVSOWR23 NR32COR30, NR32CSR30 and
-5 NR32SObbR30,

and the pharmaceutically acceptable saits and trifluoroacetates thereof.

Very' particular preference is given to compounds of the formula | in Which the
 10° meanings are: '
~ R1,R2,R3and R4
' !ndependent!y of one ancther H, F, Cl, Br, OH, NHp, CaH23+1 cycloalkyl with
3 4,50r 6C atoms OCpHop+1:

P a and b '

15 . ~ inthe groups CzHog+1 and OCpHop+4 independently of one ancther
| ' 1, 2, 3 or 4, it being possible for one or more H atoms to be replaced
by F atoms;

o -

N ‘R1 R2, R3 and R4

20 - . independently of one anothef NR11R12; -

L R11andR12 | L |

mdependently of one anotherH CeH2e+1 Cﬂ-Hg,-M .
7 '_ : 'e.;_..j S N 2 3or4

L ST m 34,508, | g

25 | o tt bemg possﬂ:ﬂe for one. or more H atoms in the

B .-'-'---groups CeHze-[-" and CrrH2rr-1 to be replaced by F
| a ::_.‘atoms . : _ :
Ri1andR12




6-menbered ring, or R27 and a CH2 group of R25 or R26 together with the N
- atom to which they are bonded a 5- or 6-nenbered ring; 1, 22J®e20065 6, 7
or 8 yy 3, 4, 5. o0r 6; it being possible for one or nore H atons in the
grbups CccH2cc+1 and yH2yy-1 to be replaced by F atons and for one or nore
'CH2 groups - to be replaced by NR31 and for a CH2 group to be.replaced by O :
- R31 H, nethyl, ethyl, CF3, CH2CF3, acefyl,. propionyl, methanesul fonyl or
et hanesul fonyl ; or R31 together with a CH2 group of R30 and the N atomto
“which they are jointly or R7, R8 and R9 bonded forma 5- or 6-nenbered

el Pazoryl by acorgaetr YRR B B ohich B R bbided o Eit spieciacc cc

. by a maxi num of -3 onsi sting of F, ,
'd, nethyl, ethyl, fRiH ¥ bR rr%tn%?t :ﬁﬁfo?gyﬁklﬁgh @Pgﬁ&me 7, R8 and R9 10 15

S ndependently -of ormefzhmlmpﬁazmle plpeﬂz;ne(:&hd Nidtphalet:Ree+1, OmvH2wWww 1
_'OCffH2ff+1 NR40?41 CONRAOR41, COOR42 or OCORAZ,

. 5 | ‘R11and R12
| mdependently of one another COR14, CSR14, CONHR14, CSNHR14
or SOoR14;
R14 CgHgg+1 : | ‘
_ _ g = 1,2,30r4,itbeing pOSSible for one or more H atoms
10 : | to be replaced by F atoms;

 or
- Rf,R2,R3and R4
' independently of one anotherOSO3H SOgH, SO2R15;
. RI15 CicHake1 or NR17R18;

15 - Kk 1, 2, 3 or 4, it being possible for one or more H atoms to be
replaced by F atoms;
R17 and R18

independently of one another H or CmHom+1: -

o | m 1,2, 3, 4 or 5, it being possible for one or more H
20 o - _ atoms in the group CmHz‘%o be replaced by F
S | | atoms .-
or .- T
'::R17 andR18 e T
el together W|th the N atom to whlch they are bonded a 5- or R
25 f : '. 6-membered nng, Lo . R . UL

e .-"-'but where R2 must a!ways not be equal to H
R5 methyl or tnﬂuoromethyl
R6 . H; o

R7, RBandRQ . L _
30 - independently of one another 0803H 803H or 802R23

 Re3 CnnHan-{-‘] or NR25R26;




ee and if |ndependently of one another 1, 2, 3 or 4, ww3, 4, 5o0r 6, it
bei ng possible for one or nmore H atoms in t he gr oups CeeHZeeQrQUHQZ@QﬁMﬂvwv-l :
and OCffH2ff+1 to be replaced by F atonms; R40 and R41 H, CttH2tt+1

S or.C(NH)NH2" ft 1,2,30r4; it being possible for one or nore Hatons in the
group GtHtt+1l to be replaced by F atons; or 20 R40 and R41
i ndependent |y of one another hydroxyetyl, N, N-di nmethyl am noethyl,
N, N-di et hyl am noet hyl, pyrrolidinoethyl, N nethylpiperazinoethyl,
pi per azi noet hyl, norphol i noet hyI or pi peridinoethyl; or 25 R40 and R41
together with the atom,t they, are bonded a pyrroli di ne,
pi peridine, N-net hy]rbl pera | OBPperam ne or norpholine ring; R42 H or

- Chhi2hh+1; hh 1,2, 3or4; &(be.ﬁg Bes<IBIeoR BhBIc? it IBAS lﬁTQhﬁH?n\fj\}%g'i@bbn the
group ChhH2hh+1 to be replaced by F atons; 2 June 2006 18 re two

. substituents fromthe grwnsiaoéd BY F &6ne)d RO may not sinmultaneously be OH
“or OCH3 and where - Sgggne of the radicals R7, R8 or R9 nust be _
selected fromthe. sisting of CONRACR41, -OvSOWR23, NR32COR30,

-NR3ZCSR30 and NR32SObbR§{aependenﬂy of one another H, CN or CzHpz+1, in which the
' ~ first CHo'group bonded to the mtrogen is replaced by CO or
CS and the second .CH2 is replaced by NR27;
z 1,234,506
_ | it being possible for one or more H atoms in CéH22+1
10 o ' to be replaced by F atoms; |
o R R27  HorCagHoaa+1;
aa  1,2,3o0r4; .
it being possible for one or more H atoms |n
I | " CagMoaa+q tobe replaced by F atoms;
5 o "
' ' R25 and R26
together with the N atom to which they are bonded a 5- or
6-membered ring,
L _ or .
- 20 . _' | .’ o -'_R27 and a CH2 group of R25 or R26'" 7Eﬂ?fgether with the N atom
o BRI -Z'Aj -_’.to WhICh they ¢ are bonded a5-or 6—membered fing; - |
RT RBandRQ _ R . : - . _
& : .':wlnde" endently of one another NR3ZCOR30 NR3208R30 or NR32802R30

.,ioH CccH2cc+1 nyH2yy-1 Pyrrohdmyl or plpendmyl in Wthh
iy rmgs a CH2 group may be replaced by O or NR33 o
IJ".'..-ZFR32 and R33 'H, methy! or CFg; . |
e 1, 2,3,4,5,6,70r8;

YW 34,586




_and the pharnaceutically acceptable salts and trifl uor oacet at es t her eof .
~Very particular preference is given to conpounds of the for /#2408 which
" the 10 neanings are: Rl, R2,.R3 and R4 i ndependently of one another H F,
- d, Br, OH NH2, CaH2a+1, -cycloal_ky'l with 3A5 5 or 6 C.atons, OCbH2b+1;"

aand b .15 in the groups CaH2a+1l and OCbH2b+1 i ndependently of one another
1, 2, 3 or 4, it being possible for Oong or nore H atons to be replaced by

- F atons; or Rl, R2, R3 and R4 20 R11l"and R12 i ndependently of one anot her

‘NR11 R12; ,independently of one another H., CeH2e+l, CrrH2rr-1; 1, 2,3or4,

" 3 4, 50r6 25 It being possible for gne or nore H atons in the  groups .

- CetRe+1 and diheipg possibls fgeone oF mare hbytqms i begroeps RegHaoc+-R@2d2 June
et ed O Sy ol b g a?‘cﬁr'n%“ o1 6 or PTB&rziOrRPRND bE
- : rret hyI p' per a%‘eE'ISCe&) b? W@' Qﬁd % EWZp gr%upqg be replaced by O;
| R31 H, methyi ethyl, CFs3, CH20F3, acetyl propionyl, methanesulfonyl or
5 ethanesulfonyl;
or |
R31 together with a CHa group of R30 and the N atom to which they are jointly
bonded form a 5- or 8-membered ring;
. or | | .
- 10 " R30 pyridyl, imidazolyl, pyrazolyl, pyrrolyl, tn'azolyl, tetrazolyl, thiazolyl or
‘ ‘oxazoiyl, which are unsubstituted or substituted by a maximum of 3
:sUbstituenfs selected from the group consisting- of F, CI, methyl, ethyl,
S friﬂuoromethyl, NHo, NHacetyl;
S o -
.15 R7,R8andR9
|ndependently of one another H, F, Ci, OH, NHy, CaeHoee+1, CWWHQWW._‘[
OCfszff-[-'] NR40R41 CONR40R41, COOR42 or OCOR42,

ee and ff

o lndependently of one another‘i 2,3o0r4,
20 . o ww 3 4,50r6, S
EPE I | ':r_zt being poss:ble for one or more Hatoms in the groups CeeHZee+1- |

: °"‘3i

o . . ‘f V'V-CWWHZWW_1 and 00ffH2ff+1 to be replaced by F atoms
L _1'f.-f- R40 and R4t Sl B
S “H, CﬁHZ{t-l-‘[ or C(NH)NH2
tt 1,2,30r4; LT T,
|t bemg possmle for oheor more H atoms in the group CttHZtt+1 to be

replaced by F atoms;
or o .
i_ RAO and R41 :




10 15 20 or R11 and RI2 independently of one another COR14, CSR14, .
CONHRI 4, CSNHRI4 or SO02Rl4; Rl4 CgHg+l: g 1, 2, 3 or 4, it2#&eRPossible
for one or nore Hatons to be replaced by F atons; or R1l, R2, RBandR4 - -
I ndependent|y of ‘one anot her OSG3H, SO3H, SO02R15; R15‘CkH2k+l or NRI 7R18;
k- 1, 2, 3 or 4, it being possible for one or nore H atons to be replaced
by F atons; R17 and R18 independently o3 one another Hor CnH2m+.1; m1, 2,
3, 4 or 5 it being possible for one or nore H atons in the group CrH7m
~1:tto be replaced by F atoms; 25 or R17 and R18 together with the N atom

o he o PSSRy e SRR R N S B 15
- independently of o NadietriamiAoeti, @%ﬂdWoeﬁﬁ@,mif’nethylplperazmoethyl, |
: o piperazinoethyl, morpholinoethyl or piperidinoethyl;
5 R4DandR41
' together with the N atom to which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;
R42  Hor ChhHohh+1;
- hh '. 1,2,30r4;
10 ' . ] it being possible for one or more H atoms in the group ChhH2hh+1 to |
- be replaced by F atoms; |
. but where iwo substituents from the group of R7, R8 and R9 may not smultaneously
. be OH or OCH3
T : and where at fgast one of the radicals R7, R8 or R9 must be‘seiected from the group
" 15 consisting of -0,80,,R23, NR32COR30, NR32CSR30 and NR32S0ppR30;

and the pharmaCeutically acceptable salts and trifluoroacetates thereof.

Very particular specific preference is given to compoundé o
| 1) N-[4-(6,8-dichloro-2-methyi-1 ,2,3,4-tetrahydro—isoquinolin—4-yl)-phehyl]—
: 20 _acetamide; - o T .

. _ 2) 4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumo!m-4-yl) benzenesulfonamlde I
. 3) | '3-(6 8-dlchloro-2-methyl 1,2.3 4~tetrahydro-usoqumolm-4-yl)—benzenesuifonamlde, . . o 7.

- 4) 446,8dichloro-2-methyl-1,2 34~tetrahydro-|soqu1nolln-4-yl)-N Ndlmethyl- S

SR \_“.benzenesu!fonamlde L o : o U
| _f 25 5) ';.:4~(4—bromo-phenyl)—6 B-dlchloro~2-methy!-1 2 3 4-tetrahydro:soqumolme
SR 6) 4- (6 8—d|chloro-2-methyl 12 34- tetrahydro-lsoqumolm-4-yl)—ben20lc acid;”

: 7) . _:j4 (6 8—d|chloro-2-methy[ 1 2 3 4-tetrahydrmsoqumolm-4—yl) N-ethyl-benzamlde T
C8) 4, 8—d|chloro-2-methyl 1,2,34- tetrahydro;soqu:nolln-4~yl)-N-propyI benzamlde B
i .9')' 4-(8,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqu1nolm-4-yl)-N (2*d|methylamlno- _ L
30 - ethyl)-benzamide; .

- .10) 6 B-d|chloro-2-methyl—4—(4-morpho!m-4—yl—phenyl)—1 2,34~ tetrahydrousoquunolme |  - o

p - 11) [4+6,8-dichloro-2-methyl-1,2,3 4- tetrahydrou_soqu:noh_n—-'-l-yl)-phenyl]—daethyl—arn_me R




R23 CnnH2nn+1 ‘or NR25R26; 2 June 2006 20 nn 1,2,3,4o0r5, it being possible
for one or nore H atons in ChnH2nn+1 to be replaced by F at drgne and
R26 10 i-ndependently of one another H, CN or CzH2z+1, in which the  first
CH2 group bonded to the nitrogen is replaced by COor CS and the '
second.CH2 is replaced by NR27; z 1, 2, 3, 4, 5 or 6; it being possible for
one or nore H atons in CZH2z+1 to be :@placed by F atonms; R27 H or
CaaH2aa+1l; as 1, 2, 3 or 4; it being possible for one or nore H atons in
CaaH2aa+1 to be replaced by F atons; 20 to which they are bonded a 5- or

C, TerbefSd & biindn Smefo b %mﬁ%g.& A AL N
 Reshe) At aRaR p R By aspeataingiagediits) |
pyrrol |tﬂ)nﬁ 8-wlichionoez-miuthylt4- [4-f4-mthyl plperazm ~1-yi}- phenyl] -1,2,3,4-tetrahydro-
SR -:'lsquInollne R : :
5 1_5) 6 8-dlchloro-2-cyciopropyi—4-phenyl-1 2,3,4-tetrahydroisoquinoline;
|  16) 4- (6 8-dichloro-2-methyi-1,2,3 A4-tetrahydro-isoquinolin-4-yi}-phenylamine;
._ 17) -[4-(6 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-|soqumohn~4~y|) phenyl]-3-
" .propylurea; .
, - 18) 1-[4-(6, 8-d|chloro~2-methyl 1,2,3 4~tetrahydro-tsoqusnoim-4-yl) phenyl]-3-methyl-
. 10 thiourea;
19) 1 1-{4-(6,8-dichloro-2- methyl -1,2,3 4-tetrahydro-130qumohn-4—yl) phenyl]-3-ethyl-
- urea; '
,2'0)." N-[4-(6-methanesulfonyl—2 -methyl-1,2,3 4 tetrahydro-lsoqumohn-4-y!) phenyl]-
IR acetamide; - , :
L '_:1'5 21) N4 (2 6,8- tnmethyl—1 2,3 4~tetrahydro-lsoqumolm—4—yi)~phenyi]~acetamlde
| 22) - N-[4-(6-bromo-8-chloro-2-methyl-1,2,3 4-tetrahydro—1soqumolm-4-yl)—pheny|]—
acetamide;
23) N-_[4-(8-chloro—2-methyl-6~pyrroIidin-‘l -yl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
| phenyl]-aeetamlde
j20 24) 'N- [4 (8-chIoro-2-methyl-6—morphol|n-4-yl 1,2,3 4-tetrahydro-|soqu|nolxn-4-yl)-
. : '-,phenyI]-acetamide ' Bl N -
L . 25) N- {4-[8-chl0ro~2~methyl-6—(4-methyl plperazzn 1-yl)-1 2,3 4-tetrahydro-lsoqumohn- '
SR -yl] phenyl}-acetamlde - P S : e
. . 26) N-{4—[8—chioro-6 (cycIopropylmethyl—am1no)—2-methyl 1 2 3 4-tetrahydro-
o 25 -:L:soqu:nolm—4—yl]—phenyl}~acetam[de o T I S
L ""'._;7.27"-)'f.‘fi_::5—(6,8-d|chloro-2-methyl 1 23 4-tetrahydro~:soqum0nn-4-yl)-2-hydroxy—benzo:c UL

e __:_,:'f'_'_j,;.:._JA-_."_'.j'j‘-ac:d e S : _ L o

s 28) }';5-(6 8-d|chloro-2-methyl 1 2 3 4 tetrahydro |soqumohn-4-yl}-2 hydroxy— -methyl- R
i " -"'benzamlde , . o ,

30 29) 56, 8—d|chioro-2~methyl 1 2 3 4—tetrahydro-lsoqumolm-dwyl) N—ethyl-z-hydroxy- _

_ benzamlde




rings a CH2 group may be replaced by 0 or NR33; R32 and R33 H, nethyl or
CF3; cc 1, 2, 3, 4, 5 6, 7 o0r 8 yy 3,4,5 6; 2 June 2006 24Jyne HKbng

" possi bl e for one or nore H atoms in the groups CccH2cc+l and CyyH2yy-1. to
be replaced by F atonms and for one or nore CH2 groups to be replaced by
NR31 and for a CH2 group to be repl aced by 0; R31 H, nethyl, ethyl, CF3,

CH_ZCFS; acetyl, propionyl, nethanesul f%] or ethanesulfonyl; or R31
together with a CH2 group of R30 and the N atomto which they are jointly

~ bonded forma 5- or 6-nmenbered ring; or 10 R30 pyr| dyI i m dazol yl ,
pyr azol o). t ol.yl,. .tetrazoly t hi azo or oxazol yI whi ch
Care unsélﬁa [qo %{1# é’m‘? %ngtz‘hlfh}p%-é tgipt JZ‘P‘l‘ﬁﬂ%UBTOI'B"?/ Wb 2-dimethyaminect ed

. fromthe greqﬂp.g F ﬁi-nﬁ Cl, methyl, ethyl, trifluoronethyl, NH2,
" ‘NHacet yl ; ) Qigﬁé% ’ el ndependently of one another H, F, CI H, .
NH2, o@émz&[&(mmmzwthm 2814-tamm;smmmamgd) ZQWHRéZy-or OCOR42,

'.ee and ff %ﬂ?ﬁf‘ dentld of one another 1, 2, 3 or 4; . 20 w 3, 4, 5 or 6,
it being pg 'I"%'?' e or nore H atonms in the groups CeeH2ee+1

: O/\M542W&2} AnfB- midﬁdrk?o&tztmétﬁylbﬁz,@%nk&&ﬂﬂ/dw-ufoq%imﬁ4-yl) pRéfyipnd R4l
acetamide;
33) 3-(6.8-d|chloro-2-methyl-1,2,3,4~tetrahydro—isoquinolin-#yl)—-pheny!amine;
34) 2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinoiin-4»yl)~phenylamine'
~ 35) N-[4-(6,8-dichloro-2-methyl-1,2,3,4~ tetrahydro-:soqumohn—4—yl) phenyl]-
10 . propionamide; :
36) N-{4-(6, 8-dlchloro-2-methyl-1,2,3,4'-tetrahydro-isoqui’nolin—4~yl)-phenyl]—
| butyramlde
37) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolln-4-yl)-
B "phenyl]pentanam:de
15 38) N-[4-(6, 8-dichloro-2-methyi-1,2,3 4-tetrahydro-|soqulnolln—4nyl) -phenyl}-
' ‘ isobutyramide;
39) N-[4-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-lsoqumol:n-4-yl)-phenyl]—2 2-
- -dimethyl-propionamide;
| 40) N-[4-(6, 8-dichloro-2-methyi-1,2,3 4-tetrahydro—:soqu|nol|n-4-yl)-phenyI]—~
: 20 o cyclopropanecarboxamzde
| 41) “N-[4-(6, 8-dlchloro-2-methyl 1,2,3 4-tetrahydro-|soqu:nz€‘3!~yl) phenyl]
o -‘_"cyclobutanecarboxamlde : : I : R
7.42__)'__'_'5‘N -J4-6, 8—dlchloro-2-methyl 1,2, 3 4~tetrahydro—lsoqumolln-4-yl)—phenyl]~ B
RIS, --f‘CYClopentanecarboxamlde o e : Do SEEREI A
- 25 __: 43) -[4 (6, B-dlchIoro-z-methyl 1 2 3 4~tetrahydro-:soqu:nolm-4-yl)—phenyl]—2 2 2— g
PR ‘i_';"."-- ;-g_,‘.:;tnﬂuoro-acetamlde T L e e e
L 44) :;'.N-[4-(6 8-d|chior0-2-methyl 1 23 4—tetrahydro-lsoquinolm-4-y|)-pheny|]~1~
.j-acetylpupendme—4—carboxamnde . s
, ) :4'.5)_:: ;N-[4-(6 8-dichloro-2- methyl 12,3 4-tetrahydro—lsoqumolln-4-yl)—pheny[]-
30 . nicotinamide; o | | ]
. 46) :N-[4-(6 B-dlchloro-z-methyl 1,2,3,4- tetrahydro-lsoqu|nolm-4-y!) pheny!]—methane— G
E suh‘onarmde




H CUH2U+.1 or C(NH)NH2 1,2 3or4; it being possible for one or nore H
~atoms in the group CttH2tt.F1 to be replaced by F atons; 2 e 206 R41 2
~June 2006 22 ‘i ndependently of one another hydroxyet hyl,

"N, N-di net hyl ani noethyl, N, N-di et hyl ani noet hyl, pyrrolidi noethyl,

. N-net hyl pi perazinoet hyl, " pi perazi noet hyl , nDrphollnoethyI or
“pi peridinoethyl; or 5 R40 and R41 to her with the N atomto which they
are bonded a pyrrolidine, piperidine, net hyl pi perazi ne, piperazine or

~norpholine ring; R42 Hor ChhH2hh+1; hh 1,2,30r4; 10 it being possible for
one or nore n-the group ChhH2hh+1 to be replaced by F atons; but
oner o 4B adb EBrhara Bandlnt o Do ool s phatx
- Sl rmltaneoq%[ ﬁt’m o:OCH3 and where at |east one of ‘the radicals R7, R8
- or R9 nust be selecte romthe group 15 consisting of -OvSOMR23,
" NR32CORES), Mmmimmomaﬁﬁlﬂaﬂ&ﬁtormehwmWﬂateauhyﬁm-lbqunohpuabl e

~.salts and trjf uoroa % ates thereof. 20 benzenesul f onam de;
42 (4 br onp-BheReAYEIRMIAE, | or 0=2- net hyl - 1, 2, 3, 4- t et-r ahydr oi soqui nol i ne:

- 4-( 8- 4§)C W46 %—dT@ﬁIBbH—Z %ﬂ@th?l-—‘ff?@ﬁrtéﬁéiﬁyd}o— SEYLHAN-45 I)ApHQrM]be”ZO' ¢ acid,
proplonamlde :
50) N-[3-(6,8adichloro-2-methyi—1,2,3,4—tetrahydro-isoquinolin-4~y|)—phenyl]—
| butyramide; - ' | .
51) - N-[3-(6 8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquino[in-4-yl)-phenyl]—
10 . pentanamide; | | :
52). N-[3-(6,8- -dichloro-2-methyl- 1 2,3,4- tetrahydro—lsoqu|nohn-4-y|) -phenyl}-
... isobutyramide; :
o .‘53)" N-{3-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumol|n-4-yl)-phenyl] -2,2-
© .+ -dimethyl-propionamide;
15 54) : N-[S-(G 8- dtchloro~2—methy| 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
I cyclopropanecarboxamlde
'65) N-[3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro—lsoqumoiln-él-yl) -phenyl]-
- cyclobutanecarboxamlde
_ 56) N-[3-(6, 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumol|n-4-yl) -phenyl]-
20 | . cyclopentanecarboxamlde
.. B7) "N -[3-(8,8- d:chloro-2~methyl-1 2,3 4-tetrahydro-tsoqumohﬁ-4-yl) phenyl]-2 2, 2-
R _"tnﬂuoro-acetamide : _
._':,58);'-"‘N -[3+(6, 8-d|chloro-2-methyl 1 2 3 4 tetrahydro |soqu1no!|n-4-yl) phenyl]*1- -
o 'A'_"__:gacetylpapendme-4 carboxamlde : O L o
"“:'25"';;‘.-‘_559) N3+, 8—dichloro-2-methyl 1,2 3 4-tetrahydro-lsoqumolm-4-yl)-phenyl]- :
_.'_' ..f"‘:‘"':'f'-*':"-mcotmamlde ', T | ST T T
o 60) ffi}*N -[3<(6, 8-d|chloro-2-methyl-1 2 3, 4 tetrahydro-lsoqumolm-4-yl) phenyl] methane-
S o f-{i_sulfonamlde '-f; e S B
| 7'6'1.)j' -[3 (6, 8—d|chloro-2-methyl 1 2 3 4-tetrahydro-asoqumolln-4-yl)- phenyl]—
30 ~ gthanesulfonamide; S - S
5 62) N N'-dlmethylammo-N-{s (6 B«dlchioro-z-methyl 1,2,34- tetrahydro—zsoqumolm—4- :
L yi) phenyl]—sulfamlde ' '




4- (6, 8-dichloro-2- nethyl 1, 2,3, 4- tetrahydr0|squ|noI|n 4-yl)-N-et hyl - benzam
i de et hyl)-benzam de;. 10) 2 June 2006
6, 8- di chl or o- 2- et hyl - 4- (4- nDrphoI|n 4-yl - phenyl)51,2,3,4-tetrahydr0|soquin.
oline Very particular specific preference is given to conpounds 1) -
'Na[4-(6,8-dichloro-2-nethy|-1,2,3,4-tetrahydro-isoquinoIin-4-y|)-pheny|] 3)

3-(6,8 d| chloro-2-nethyl -1, 2, 3, 4-tetrajydro-i soqui nolin-4-yl)-benzenesul fon

am de; 2)
4- (6, 8- di chl or o- 2- nethyl 1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yl) benzenesulfon
am de; et,@

4-(6, 8- iR é%'ﬁ"fz frothyl-3.2,34 reigavriseRinol-FRRAWIN, N- di et hy|

8) propionamide; ‘
4-(6, 8-dj.c th -t et rahydroi soqui nol i n-4-yl)-N-propyl -benza
i ((je %ji) N ?é (()6% ichl %-Z-methyf 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-
4- (6, 8- dlctHWrgrrgdérethyl 1,2,3,4-tetrahydro-isoqui nolin-4-yl)-N(2-dinethyl.
-amno 11)

[ 4- 66, B)i Mh{D(E82ichivioyR-miethyl31 2:3, 4 tetetnbiroiisoUinapLdyhdhskyiiphenyl ] - dieth
yl -am ne 2 Ju%e 20 6 23 12) '
© 6, 8-di chI oP5h 1-4 (4-pi peadi n-1-yi - phenyl )-1, 2, 3, 4-t et rahydr oi soqw no

7 line;. 663) N-J2-(6.8-dichloro-2- thy-
6, 8-di ch or o[ 2( met IE/ qro_- IT!epy ?'dell ﬁetiargydro-lso%tlamohﬁ-%yg F’!ﬂePE'J r 6hydr oi soqui -
.nol i ne; ispbutyramide;

i T T S 2

1@trahyddan§mgkpmpidmldé6) 4- (6, 8-di chl or o- 2- met hyl -
r0-1sogui nol i phenyl am ne; 17)

3, 4-tet d
1-[ 4- ?égg g’r@rﬂﬁeﬁ-étctﬂqv@t%methyi‘zg %34¢-tﬁttafyﬂytquusmdm+4aylb-phenylyl) phenyl ] - 3-

" propyl urea

. 1-[4- (6, 8- a&ﬁl%mpangcarb%amldle ‘2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3- .

et hyl 6910Nt{ﬁ+(6;&~dm:hlot@)2-methyl 1,2,3,4- tetrahydro-lsoqumohn~4-yl? pheny] .
co1- [4 (6, 8-di ro-2-peth , 2, 3 4- tet.rahydro-i soqui nol i n-4-yl)-phenyl]-3-
c(f a b6 r¥1 d
et hyI ure danecarboxami e

N (@eyengeqe%mm 2RI 2,3, 24ehatiy RS- SR YA AR LSRBhaRY-"- 4- Y1) - pheny

|]- acetam
N-[4-(2, 6, quafﬁmqamqmrarde-tet rahydro-isoquinol i n-4-yi)-phenyl]-acetanid

e
N- [ 4- (%“or H6-@-Bdichloro-2-methyl 2,3 4- t§,tf§hV‘éﬁoriéﬁg'dweil"-&o\dhph@lww-2 371 } phenyl ]

- acetam dﬁﬂu@@)acetamtde

N-[4- (8- rhoro | - 6- p%ll’l’0|ldln 1-yl-1, 2,3, 4- tetrahydro I soqui nol i n-4-

) 72) N-[2-(8, 8-dtchloro-2-me hyl-1,2,3 4~tetrahydro-isoqumol:n-4-—yl) -phenyl]-1- ‘

20 acetylplpendme-4-carboxam:de :
i ._73),, : N -[2-(6, 8~dschloro—2—methyl 1,2,3 4-tetrahydro-lsoqurnol:n“-"‘ﬂ-yl)-phenyl] methane- ; o

L ,sulfonamlde o : :

R 7'4') N-[2-(6, 8-dlchloro~2-methyl 1,23 4-tetrahydro-|soqumolm-4-yl)- phenyl]

R ,-,-'--_‘__‘."»ethanesuifonam:de - : . T e

:‘-—".: .' i12‘5_‘f 75) N N'—dlmethylamlno-N-[2 (6 8-d|chloro-2-methyl i 2 3 4~tetrahydro-isoqumol|n-4- B

ST Y') phenyl]-su!famlde | S | e

76) -[3-(6 8-d|chloro-2-methyl-1 2 3 4wtetrahydro-:soqwnohn-4-yl)-Phenyl]-3-ethyl- : .‘:
| LTy -[3 (6 8-dlchloro-2-methyl 123 4-tetrahydro-:soqumol|n—4-yl)-phenyl]-3 methyl-—
30 - thiourea; _ |
- 78) " 1-[2-(6, 8-d|chloro-2-methyl~1 2,3,4- tetrahydro—zsoqumoian-4—yl)~pheny|]—3-ethyl— .
~ urea; .




-. roxy benzam

'~ 20 24) phenyl]-acet am de; ' : ‘ o _
"~ N-[ 4- (8-chl or o- 2- met hyl - 6- nor phol i n-4-y1-1, 2, 3, 4-t et r ahydr o-% d§AMS i n-4-y

| )- .. phenyl ] -acet am de; ' : , .
N-{ 4-[ 8-chl or o- 2- net hyl - 6- (4- net hyl - pi perazin-1-yl)-1, 2, 3, 4-tetrahydro-isoq
uinolin 4-yl]=phenyl }-acetam de; 26) N-{4[8-chloro-6-(c '
ycI opropyl met hyi - am no) - 2- net hyl - 1, 2, 3, 4-tetrahydro

i soqui nolin-4-yl]-phenyl)-acetam de; 27). 5-{6;8 itichtoro-2-nethyl 1,2,3;
4 tetrahydro |sogU|noI|n4 yl') 2 hydroxy benzoic <acid; 28) :
5-(6, 8-di chl oro-2-methyl -1, 2, 3, 4-t et r ahydr o- |squ|noI|n4yI)-2 hydr oxy- N-m
et hyl bEHzdmi%®, B-Qig;hlono-Z -methyl*1,2,3 4-tetrahydro-isoquinolin-4-yl}-phenyl}-3-methyl-
5-(6, 8-di cqll@hpé%- met hyl -1, 2, 3, 4-t etrahydro-i soqui nol i n=4-yl ) - N-et hyl -2-hyd

June 2006 24 30) 5-(6, 8-dichloro-2-nethyl-1, 2, 3; -

4 tet r egn)d M&f@(ﬁ;&nﬁﬁnlom@yhéth?}{ 22; 3l et Ay drotisequisslireltyt)anecar boxam de

" 42) '"N-[4-(6; 8-dichl or o-2-

- 2 3, 4t et raW’@PB M %ﬁ'@yﬂﬂr“ﬁﬂm%'ﬁﬁﬁeld%@ewmdﬁpent anecar boxam de;
'\FB“N(&?QBE:@{%E%EH BBl mdndi-Po’s A ARV SRR R0 4-v! T phenyl] -2

Ic

2.3, 4-tet rqjh;edybulfamqyl]—ﬂeﬂnemw—ttyazelmapl}v;ab]etatmder| fl uoro-acet am de;

- iacetyl e rbo
T BB R byt 2, 344~s%tfarafw§pqwmwmhemyu~f>2 phenyl |
ethyl)-2- h%éﬁm—@ﬂﬁiﬁﬂﬂéﬂﬂe4—s@f&
. N-[5-(6, 8-di chl oro-2-net hy| - 3, 4 tetrahydro I soqui nol i n- 4- yl ) -2- hydr oxy-
benzoy|q399mh[a-(ﬁ &ghctﬁor@zzmethyl-'l 2, 3 4-tetrahydro-:soqu;nohn-4~yl)-pheny|] -1,2-

&6 (6, 8- %ﬁ@h‘}f ?H%rﬂﬁéﬂé—4 SU%{,om,m_"éetrahydro i soqui nol i n-4-yl)-phenyl ] -

am de;

.' §4§ 6, 8-84i)CIN- plr(&aadmmLz—he%hﬁ,ﬁzmuamf%@oJ@ﬁﬂmamu-w)wyﬂmwoam ne;
- 2(6, 8- di cHibritethied Iyayrazoed-splfosemidgidr o- i soqui nol i n-4-yl ) - phenyl ani ne;

. 85) N-[3- (6 8-dichloro-2-methyt-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl}-5-chloro-
_ 4 3-d|rnethyl 1H—pyrazole-4-sulfonam|de |
5 86) N-[4-(6 8-d|chloro-2-methyl -1,2,3 4—tetrahydro-:soqumohn-4 yl)-phenyl]-5-bromo—
thnophene—2-sulfonam|de _
87) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yi}-phenyl]-5-bromo-
'thlophene-2-sulfonamlde _
88) N-[4-(6,8- dlchloro-z-methyl 1,2,3 4—tetrahydro—|soqumolm-4-yl) phenyi}-C,C,C-
- j_2'0 tnﬂuoro—methanesuifonam|de
- . 89) “N-[3-(6, B-dlchlor0-2-methyl-1 2,3 4-tetrahydro-lsoquﬁﬁﬂ-yl)-phenyl]-c C Cc-
‘_ C '-;tnﬂuoro-methanesulfonam|de o
|+ .90) 4-(6,8-dichloro:2-methy-1,2,3,4- tetrahydro-lsoqumol|n-4-yl) phenyl]—Z 22-
L A _:ftnﬂuoroethanesuifonamlde o . . o
2 91) 3+, 8-d|chloro-2-methyl-1 2, 3 4-tetrahydro-|soqu|nolan~4-yl)-phenyl] 2 2 2-
S ".f-tﬂﬂuoro-ethanesulfonamlde - -

_'\“_"'ﬁf.t‘.":‘-‘-:‘:92)"._'?‘:{N—-ethyl- '-4-(6 8-dlchloro—2-methy| 1, 2 3 4-tetrahydro-isoqu1noiln-4~yl)-

o ‘_':n-benzenesulfonylurea . |
93) .‘2—chlor0-5-(6 8—d|ch!oro—2-methyl 1 2.3 4-tetrahydro-1soqu|nohn-4-yl)-

30 : benzenesulfonamlde , |

T '_94) 2-methyl-4-phenyl-6,8-bis-trifluoromethyl-1 ,2,3,4-tetrahydro-isoquinoline;-




35)
" N-[4- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42 y#ne F¥¥ny| | -
10 . propionani de; 36) ' : - ' , _
N-[ 4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyl ] -
butyram de; 37)
N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- teégrahydro I soqui nolin-4-yl)-
phenyl ] pent anani de; 15 38)
‘N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl]
| sobut

N[ 4- (@@mcﬁd b1 -(@et-Aiphloro2-methyl-d4,2 anytetshydeiseagnolin4: Y -pogmdhy | -2,

2- di net hylgdatfhiganam de; 40)
N-[4- (6, 8-di chl oro:2-methyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)- phenyl]

'. 20 cycIQﬁ)r %&Bm@ﬂmﬂmethwﬂ 2.3 A-tetrahydro-isoquinolin-4-yl)-phenyl}-
N-[4-(6, chl,ono-2- rret , 3, 4-tetrahydro-isoqui nol yl') - phenyl ]
N-[4-(6, S%Wy(ﬁrgn?m%'?fdlel 2, 3,4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-m

et hgne gr)coi{42 Qﬂchléﬂé'—i—ﬂ'itﬁ
N[ 4- (6, CIHp B dRcIoD ng%%'f%tfa?‘a‘ﬁ@dro é’ﬁ%')dﬁn phepytl ) pheny! ] -
et hanes ul f Sridimediy! anmg:,—acetamlde

i n- 4 y?ETQF% ﬁﬁ—?% BJP 1['84 8‘8%'%‘@@{@[ 123 qetepl«yal‘ly&t’o-ISOano!u;[i%W;% T '|]S°qu' no

N—[3 (6, 8- prapibnamide; met hyl - 1, 2, 3, 4- t-et r ahydr o-i soqui nol i n- 4- -yi)- phenyl]
pr opi o
N[ 3-( gsg“ gr%nmr'ﬂI&Fiﬁérqiiyhloio-g-mewl-éat?r Stetrahydrodsequinolin-d-ypharylny | ] -
bujgyram de

?% (6, 8- glug}%oro '2-met hyl -1, 2, 3, 4-t et rahydr o- |squ| noI|n 4-yl)-phenyl] -
10 : péﬂOhﬁﬁaﬂ@mm@-ﬂ-M—(G 8-d|chloro-2~methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-
N-[3-(6, 8ngh§'t‘]5|ﬂf)é0 anamidhyl 1,2,3,4- tetrahydro I soqui noI i n-4-vyi)-phenyl |-

~ i sobutyra
- N-[.3-(408 NL[qtueosJaroawmiznmetﬁyxa 2334t{e%‘elh?8b61f38qh§18ﬁh'-4rﬂ pRedyijf - phenyl] -2, 2

- di met hy¥ - propi.onam de;
SR pyrrolldme-z-carboxamlde '
15 102) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqulnolzn4-yl)-phenyl]-
i -{isonicotinamide;
103) N-[4~(6,8-dlchloro—2~methyl-1 2.3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrroie-3-carboxamide; N |
104) N-[4-(6, 8-d!chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumohn-4-y!) phenyl] -1H-
- 20 - pyrro!e-z-carboxamlde :
' 1{)5) N-[4-(6, 8-d|chloro-2-methyl~1 2,3 4-tetrahydro-|soqmn:g‘-ﬂ-yl) phenyl] 1-methyl-
plpendsne-4-carboxamlde ) S : - |
| 106) N-[4-(6 8—d|chloro~2-methyl-1,2 3 4 tetrahydro—usoqumo!m—4~yl) phenyl]-- :
N '_ 14—d|methy| 1H-pyrrole-2-carboxamlde _ L . . - L
25 .7 107) N- 4 (6 8~d:chloro—2-—methyl 1 2.3 4- tetrahydro—tsoqumolan—4—yl)—phenyl]—4—n|tr0-'- o
1H-pyrrole-2-carboxam|de e T LT
108) AN: [4 (6 8~dlch!0ro-2 methy|-1 2 3 4 tetrahydro-lsoqumolm-4—yl)—phenyl]-2 5- |
| dlmethy|*1 H-pyrrole-Ii-carboxamlde o ' L R -
_ ' ;'109) N-[4-(6 8-d|chlor0-2-methyi~1 2,34~ tetrahydro-lsoqumotm-4—yl)-phenyl] 1H—
30 - imidazole-4-carboxamide; = -
S 110) N-[4-(6, 8—d|chioro-2-methyl 1,2,3 4—tetrahydro-|soqu1nolm-4-y|)—phenyl] i-.
methanesulfonyl—pipendlne-4 carboxamtde Lo '




.. 15 54)

- - N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 42yumeamxhy|]
cycl opropanecar boxam de; - 55)

N-[3-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cycl obut anecar boxam de; 56)

N:[3-(6,8-dichloro-2-nethyl-1, 2,3, 4- teﬁéahydro I soqui nol i n-4-yi)-phenyl] 20
..cycl opent anecar boxam de; . 57)

N-[ 3-(6, 8-di chl oro- 2- nethyl 1,2, 3,4-tetrahydro-i soqui nol

I di chl hyd
i goéw) n ‘Pﬁwp"ﬁ? (B%MSSF{? tﬁ'&fﬁ@-(f 8ﬁ§£€‘h¥‘§£’8§‘§‘lﬂ%'&“‘l‘¥ﬂéﬂh€ﬂ t% ga yero

2.3, Lol QfRgiIPR nyl]-1 trifluoro-acetan de;
acet yl pi per i di E@l %Oxamﬁéfﬁdxhnﬂaé

- iN-ta- t1.2) Ne[ 46, Bmememreihmthyl -0,23 4—te&amadrp(1§mqlumrslwq4Hynqihenyq-1y-i) phenyl ]
ni cot'i nam de; ?ul fon m de 61.)
i N-[3-(6,8 Pyraaq VF 1, 2, 3, 4-tetrahydrod4s6qui nol i n-4-yl) phenyl]

62) 5et hamgNL4- em:&ﬂarobémethnzu-tt h
N S et agn?; N fHforopz-nethyt 1.2,3,4-{etrahydrp-isoquinolin-4-y)

- yI') - pheRytriflugranethyldt-- mrajml@«tlzmrboxamlde
. 73). thyls 4-t et rahydro; i so
: I -yi)- phﬁ&]%{ fe"@@?%iécﬁﬂ&@ﬂ?' P@gﬁ Eg %t %@% ?ﬂ%ﬁcﬂ '4'3'6 q‘leny
. yl)-phenyl ]2=matﬁ3,4ﬂmﬁhe,.adetamﬁjeﬁ6 8-di chl or o- 2 rret hyl - 1 2,3, 4=t et rahyd
‘T 0- IS(] U|not|n 4-y1)-phenylj - 3- eth | urea;
- 63) N-[ A108Ns %(ngﬂ‘%?r"tk‘ ro: %ﬁl‘ﬁbﬂ atrafmdrwmqh@ohﬂl)fnhanuuﬂ yl) - phenyl j
" 10 dimethylamino-acetamide; | | |
' 116) 2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
‘ ~ propionamide; ‘
T 117) 2-amino-N-{3-(6, 8—d|chloro-2-methyl 1.2,3 4-tetrahydro-|soqumol1n-4-yi)-phenyl]~

F%mygpo- i soqui nolin

- - butyramide;
15 .118) 2,6-_dlammo- *[3-(6,8-dichlofo~2'~rriethyi—1 ,2,3;4-tétrahydro-isoqdinolin-tlwy!)-
phenj(i]-hexanamide; | | |
- 119) N-[3-(6,8-dichioro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
| pyrrolidine-2-carboxamide; _ -
_ } 120)'N-—[3—(6 B-dichloro'-z-methyl-1 ,2,3,4-tétrahydro-isoquinolin4-y|)-phenyl]-
20 isonlcotmamlde
" 121) ‘N-[3-(6, B-dlchloro-Z—methyl 1,2,3 4-tetrahydro-lsoqwnoTTFf‘i’4-yl)~phenyl]—1 H-
e pyrrole-3-carboxamlde ' , - ‘
e 122) N-[3-(6, B-dachloro-zvmethyl 123 4—tetrahydro-|soqumolm-4-yl)-phenyl]-1 H-T G
Lo pyrrole-2-carboxam|de o , L T i':
25 -_123) N-[3 (6, 8-d|chlore-2-methyl-1 2 3 4 tetrahydro-lsoqu1nolln-4-yl) phenyl]— -methyl-
:' p:perldlne-tl—carboxam:de ‘ : L e e
R ,',;'?—_-.'124) N-[3-(6 8-d:chloro—2—methy| 1 234 tetrahydro-isoqumolm-4 yl)-phenyl]- - -‘

T 14-dlmethyl-1 H-pyrrcle—2—carboxamade , ST ‘
Lo : 125) N—[3-(6 B-dichloro-2-methyl 1.2,3 4—tetrahydro—:soqumo!m—4—yl) phenyl]—4 mtro-
B0 1H—pyrrole—2—carboxamzde
P 126) N-[3-(6, 8—dlch|oro—2-methyl 1,2,3 4-tetrahydro-|soqumolm4-yl)-pheny|]-

2 5-d|methyl 1H-pyrrole-3-carboxam|de




pr opi onam de; : — '

. 64)N-[ 2- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i 4J4ng2008pheny!l |
- butyranm-de; , ' : _ '
565)N-[2- (6, 8- dlchloro 2- et hyl - 1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl
]1- pentanam de; o '

'66) N-[ 2- (6, 8-di chl oro-2-nethyl -1,2, 3, 44 et r ahydr o-i soqui nol i n-4-yl) - phenyl ]
- i sobutyram de; 67) '
*N-T2-(6, 8-di chl or o- 2- nethyl 1,2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2
, 2- 10dj n

58) v [ 2120 i G RfREr par a1, 234 tptrebydrrisRRdnP Ll RS ) - phenyl ]

.- cycl Oproﬁm@ﬁ}@ﬂ%dﬁamﬁ@N[Z (6; :
8-'di chl oro-2-nethyl -1, 2,3, 4-t etrahydr o-i soqui nol i n-4-yl) - phenyl]
- cycl obu‘!%&)elﬂ;{a-tﬁ@mugro-z -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-

1570) N-[ 2- (.'6!,'_§3e g%i%@‘@ﬁxf@gg}lg%e-&mm%kgmﬁ trahydro i soqui nol i n-4-yl)-pheny

-i71- cyclopenta

.'-'7%) ;n 221'4:9) :;Ll{@(smmcm?a;-mw -1,223,4-18traRYdraliy s einoI A AsHery}4- 1 ) - phenyl ]
S - triflugro-acetam d
© T2)N-[2- (6,8 dlimgtwi-d Hopyrazeler4- catboxamidest rahydr o- i soqui nol i n- 4-yl ) - phenyl ]

LTE 2 EPRRAT B B 2T 25 o ddroayingli MR pheny

- 75) pyrazole-4-carboxamide;

NN -dj I 2-methyl -1, 2 tetrahyd
olin-4 %‘ﬁ r[]ﬁ/(é:pl E‘.d] chio 0[3 rl(IethyI-‘ij I:2(,::{}4—(’%{=.t?ahydro-lsc;qmnolln-4—y|) ph%nﬁ* Y ro | soquin
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- chl-or 0-138) 3+ -Hldhio“rolf!-ﬁwt qlz;*a%ﬁ;# BriTsefuinbiin-43(1)-phenyl}-3-eth
- N-[4-(8, 8)d|§; - 2- et hyl - W tetd;hghydrs‘ga:ﬂsoqﬁl ng? Ipnenyl/ g )ﬁenyl] 5'
brorno 1,3 'E!PH@ahyl 1 H-pyrazol e- 4 sulfonam de;

15 134) 1-[3-(6, 8-d|ch[oro-2-methyl 1,2 34-tetrahydro-lsoqu1nolm—4-yl)-pheny!]-S-ethyl—
| - thiourea;
| 135)' 3-3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}--
1 ,1-dimethyl-urea;
7 136) N-[3-(6, 8-d|chloro-2-methyl 1,2,3 4-—tetrahydro-lsoquinolzn~4-yi) phenyl]-4-methyl-
20 , ptperazme-1-carboxamlde
2 137) N -[3-(6, 8-d|chloro-2-methy! 1,2,3 4-tetrahydro-|soqumo m-4-yl) phenyl]-pipendlne-
©. -+ “d-carboxamide; - . - . . |
R 138) N{3- (6 8-d|ch|or0~2-methyl 1 2 3 4-tetrahydro-asoqumolm.4-y1)-pheny|]-— -
S morphohne—4-carboxamade B A SIS
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‘141) 1-[3-(6 8—d|chloro—2-methyl-1 2.3 4-tetrahydro-|soqumohn~4~y|) phenyl]-S-methyl-
30 | - urea; .
3_ 142) 1-[3«(6 8—dlchloro-2-methyl 1,2,3,4- tetrahydro-|soqumolm-4-yl)-phenyl]-
. 3-(2-d|methytammo-ethyl)-urea o




79) .
1-[2- (6, 8-di chl oro- 2-met hyl - 1, 2,3, 4-tetrahydro- |squ|noI|n 429PUQ%9@%yI] 3-
- methyl - -thiourea; 80)
'N-{5-[4-(6, 8-di chl oro-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -
phenyl sul f anoyl | - 4- met hyl -t hi azol - 2-yl } - acet am de; 5 81)
, N-{5-[3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4 tetrahydro-isoquinolin-4-yl)
phenyl sul f anoyl ] - 4- met hyl -t hi azol - 2-yl }-acetam de; 82)
N-[ 4- (6, 8-di chl oro- 2- nethyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
2- dine

2 Sk e BRSSP mt%f{wdreﬂﬁpqtgwmal) Rheg ) - phenyl 1 - 1,

2 10 di mretfiyletrah ,lomuﬁléﬂ_gl dregul f onam de; 84)
N-[4- (6, 8- dﬂi;'l hl orghz met.h ﬁri 2,3, 4-tetrahydro-isoquinolin-4-yl)- phenyl] 5-

- K{\I[ gr ((36‘248)4)t H&(ﬁ]&fthclﬂos?ﬁﬁmmylh-ﬂg 344 ttﬁ:ahyr?rg-lsoqulnolm-4-y:)-phe2yl]-| o | s
a ne et rahydr o-i soqui nol i n- en -
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" - 4-yi) - pheni{1-metiayl- Rm@md“ﬂ'l“uﬂ)-ureﬁét hanesul f onani de;
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g .90) : 1- (3-dlmethylammo-propylH-methyl-urea
- 4-(6, 87d|ch|oro net hyl 4-t et rahydro-isoqui n6lin-4-yl)-phenyl]-2;2,2
.25 91)14Mid- &k %@%@F@s@rﬂ%ﬁﬂrﬂ 48,4-tetrahydro-isoquinolin-4-yi)-phenyl}-

- t”ﬁ 8- di Cw -Hln?et Ihhﬁh %ﬂ%ﬂ)@»&#étﬁﬂ_ drO i soqui nolin-4-yl)-phenyl]-2,2,2

uor o- et anesu onam -N -4-(6

. 8:di chlB¥®)- ‘B[&q@,&-ﬂcmm—zmbthyﬂﬂr Wteiramdqnwsmﬂumom-@-yl)) phenyl]-3-
"~ benzenesul f

. 2-chloro- 5(3'6%( e{h)@#{ﬂﬁ\%ﬂ?ﬂ)@wﬁ?ﬁ 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4- yI) 2

:' o J une’ 209@) 1-{3-(6,8-dichloro-2-methyl-1,2,3 ,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
T .. 3-(2-methoxy-ethyl)-urea; .
15 150) 1-[3-(6, 8—dichloro-2-methyl 1,2,3 4-tetrahydro-lsoqulnolm-4-yl)-phenyl] 3-pyridin-
3-yl-urea;
151) 1-{3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yt}-phenyl]-3-pyridin-
4-yl-urea; '
152) N-[2-(6, 8~d|chloro-2-methyl 1,2,3,4- tetrahydro~|soqu|nohn—4—y|)—pheny|]-4-methyl—
| 20 piperazine-1-carboxamide; )
B , 153) 1-[2-(6 8- dlchloro-z-methyl-‘! 2 3 4~tetrahydro-|soqumg?rn-tl-yl)-phenyl] 3—methy!~
~ urea; o '
_.154) 3~[2-(6 8~dzchloro-2-methyl-1 2,3 4-tetrahydro-lsoqumolm-4~yl)—phenyl]
L 11-dlmethyl-urea o . , T TS
25 15 55) 3426, B-dlchloro-2—methyl 1 2 3 4—tetrahydro-tsoqumoiln-4-yl) phenyl]- A
: .' 1, 1-dlethyl-urea A_fj-.‘- FEEA N L I SR S R
--156) NS 126, B-dlchloro-2-methyl 123 4—tetrahydro-lsoqumol|n—4-yl)—phenyl] plperldme- L
B ‘l-carboxamlde 3 = R

o 1 57) N [2-(6 8—d|chloro—2-methyl 1 2, 3 4-tetrahydro-«rsoqumolm-4-yl)—pheny|]- '
30 - morpholine-4-carboxamide; o |
e 58) N-[2-(6, 8-dtchioro—2—methyl—1 2,3 4—tetrahydro-lsoqumolm-4-y|) phenyl]—
pyrrolldme-1-carboxamade ‘ ' e T
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- acetam de; 96)
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no- N-[ 4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-tetr_ahydro-i soqui nol i n-4-yl)-ph

o T B olR & el -ty Y2080 ol 1 - -1 -
10 tﬂjt&dm&ttlwlanﬁlﬁtﬂ)athyl)-urea ] v I I

2{3(&)?}11 E}(g@,gfﬂﬁqgorol yi_- _Z%EEH trahyd2ro§sc?qutlr%urn%—){d)Ipohéniﬁ%qﬁré?h;rl-n Y

e

(6, 8- "gé}lagirng K& g,tmcjez 3, 4- tetrahydro I soqui nolin-4-yl)- phenyl]

| i-di ne-2-car boxam de; 15 '102)

(6%9&%(&8@@1«»&2\%@@@1 33444tmrawwdnmqmmmmql)+phe4aym) phenyl] 20 -
cotin

(6, 8- %%ﬂf%'%‘%@ﬁ?@%z 3, 4-tetrahydro-isoquinolin-4-yl)- pheny'l] 1H
raeg) 3= RMlafe-2-Hedyl-1,2,3,4-tetrahydro- - -
(608 oy o etV 12,3 tetrahydrorisoquinolined-yi-phenyll Smetink 14
rroI ele€gar boxan de; 105) N-[4 (6,8-dichloro

h

|

bajs ﬁ%ﬁ%@m%%ywwwar“% b AW henyl
tetrdhydmethylam'eanol in- yI) phenyl] 25 107),
! 169) Fiflb A ehisregrbeiain 223 %@%?Ja%%‘[yoiégghéﬁﬂé%ﬁi'@%nﬁ T
rahydﬁoru@%p P4 n 4-y1)-phenyl]-25 1, 4-di net hyl -

rol e- 2-car boxan de; dinethyl-1 H pyrrole-3-car boxam de; 109)
(868) dlr[éﬂﬁlﬁ-dlclalomﬂhylbﬂM 2,233 A-tetahgpticodisogiimolinidng)-pheryil: ) - phenyl ] - 1H

-dlmeEhy?Xn%mo-&hyI) -urea;
166) N-[4-(8, 8-d|chloro-2-methyl-1 2,3 4—tetrahydro-:soqu:nolm-4 -yl)-phenyl]-piperidine-
1-carboxamide; |
-167) N-{4-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumolm-4-yl)-phenyl]—

morphohne—4-carboxam|de

+"168) N-{4-(6,8-dichloro-2-methyi-1 ,2,3,4-tetrahydro-isoquinolin-4-y!)—phenyl]-

formamide;

169) [4 (6, 8-d|ch|oro-2-methyl 1,2,3 4-tetrahydro-asoquunnggbyl)-phenyl]-methyl-
-amine;

‘ _.-_:;170) 1- [4-(6 8-d|chloro-2-methyl 1,2 3 4-tetrahydro-|soqumolm-4—yl) phenyl]-

1 3—dlmethy! -urea;

E 7;‘171) N¢[4-(6 8-d|chloro~2-methyl 1,2,3,4+ tetrahydro-lsoqu|nolln-4-yl)-phenyl]—methyl~

S 4-methyl-p|perazme- -carboxamide

L '1‘_.', 3:‘"‘172) 1= [4—(6 8-d1chloro—2«methy[-1 2, 3 44 tetrahydro-lsoqumolm-4-yl)-phenyl]- o |

1,3 3—tr1methyl—urea -

173) N [4-(6 8- dlch!0f0-2—methyi-1 2,34~ tetrahydro-;soqumol:n—4-yl)—phenyl] methyl- o .

pspendme-1 -carboxamlde

. 174) N-{4-(8, 8-d1chloro-2-methyl 1.2,3 4—tetrahydro-|soqumolm-4-yl) phenyl]-methyl-

rnorpholme—4—carboxamlde




- 110)

- N-[ 4- (6, 8-di chl oro- 2- rrethyl 1, 2, 3, 4-t et rahydro-i soqui nol i n- 42yune gXeny| |- 1
. met hanesul f onyl - pi peri di ne-4-car boxam de; 2 June 2006 29 111)

N-[ 4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl) - phenyl | - 3,
- 5- dinmethyl-1 H pyrazol e-4-car boxam de; 112)
, N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tg4rahydro-isoqui nolin-4-yl)-phenyl]-1
H pyrazol e-4-carboxam de; 5 11
3) N-[4-(6,8-dichloro-2-nethyl - 1 2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl ]

- 3-tri z 4 ca m.de,
ON[3- (aamﬁﬁﬁﬂﬁﬁ%‘z‘” ﬁﬁefﬁy 12,3418 r@ﬁ 8r'%°<il§'6‘gllﬂ‘%ﬁ’l')i'l?|h@m@r'}‘eﬂ%ny|]
- . 2-nmet hyl am r@@ﬁ{eamcgﬂ)oxéme N-[3 (6, 8-di chl oro- 2- net hyl -
3,4-tetrah Igy?o I soqui nol i n- I? phenyl]-2- 10 di net hyl am no acet am de;
_'."'116) ' 176) 1-{4-(6, 8~d|chloro-2-methyl 2 34-tetrahydro—|soqulnohn-4-yl) phenyi]- o
- gnslm] ?Opi\z[fséjgm‘ﬁlgy@%%’%mzw_ é’thyllurzea?’ 4-t etrahydro-i soqui nolin-4- yI) ph
2- alg not M) B{4-f6, Sﬂhm&b@-ﬁre?hﬂﬁ b, 4-1et?a®dms@quammr4lynwwo -4-yl)-ph
enyl] - butyramde 15 di am no- N3 8-di chl oro-2 -1, 2; 3;
4-t et rahydr%M%Wrmthﬂ9a) - phenyl]- hexanam de; 119)

N[ 61 7\ fugh) é@@qiiahnaradtheltgga 3,42 4Eh LR S AAALES ;ﬂne‘hy}j') pheny! ] -

pyrroli ar boxam
- N-[3-(6, 8- domhamide; 2- met hyl - , 3,4-tetrahydro-i soquinolin-4-yl)- phenyl]
- .20 ison

121) ml[fs‘?ci lé r@ ’%&Ewpfﬂ. -@emkma f-tétréhsadfpéw%wﬂbf-’qy&)dafmwﬂ-methyn-

- 4~ml ) - phemyhihedl H pyrrol e- 3-carboxam de; 122) .
N-[3-(6,8- dichl oro-2-methyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl ) - phenyl]-1
H ¢ pyr rt0)-N{3£6,8alichive?-nietbyl- 1\2J334-(lﬁrﬂwdim-hmmumtﬂmnrbynsphqu-methyl- '
3 4- tetrahy%%haﬁgqpcgrbgga#" I) phenyl ] - 1- met hyl -: pl penane- 4+- car boxani ae;
181) N-[3-(6, 8—d|chloro-2-methy1 -1,2,3 4—tetrahydro-lsoqumolm-4-y|)-phenyl] methyl— |
R plpendme-‘i-carboxamtde
" 15 182) 1-[3~(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumolm-4—yl)-phenyl]~
1,3,3-trimethyl-urea;
183) 1-[3-(6,8-d ichlofo-2-methyl—1 ,2,3.4-tetrahydro-isoquinolin-4-yt)-phenyi}-
o 3-d|methyl -urea;
184) N -[3-(6, 8-d|chioro-2-methyl 1.2, 3 4—tetrahydro-:soqumol:n-4—y|) phenyl]—methyi—
20 morpholine-4-carboxamide;
-185) N ~[3-(6,8-dichloro-2-methyl- -1,2,3 4-tetrahydro-nsoqumﬁ‘ﬁﬂ—yl)—phenyl] methyl-4—
L ~ methyl-piperazine-1 -carboxamlde , ' : :

o -_:.f"186) 1-[3-(6 8-d|chlor0-2-methyl 1,2 3, 4. tetrahydro-lsoqumolm~4-y!)-pheny!]— X,
B (2—dimethylammo-ethyl)-1-methy!-urea B I P SR
L 2-5"*:187) 1-[3 (6 8-d|chloro—2-methyl-1 2 3 4-tetrahydro-:soqumolm-4—yl) phenyl]— o

‘ 33—dlethy] 1-methy|—urea T : ST e e
PR "5_.'-.—1 88) 2~d|methylammo-ethyl 366, 8-d|ch!oro-2-methy| 1 2 3 4—tetrahydro-isoqumohn- |

J 4-yl)—phenyl]-carbamate , _ o : e

L 11 89) 2 d:methylammo—ethyl [4-(6, 8—dlchloro-2-methyl 1 2 3 4—tetrahydro-lsoqumolm-

i 30 - . —yl)—phenyl]-carbamate . - B
| 190) 2-dimethylamino-ethyl [2-(6, 8-d|ch|oro-2-methyl 1,2 34-tetrahydro-:soqu:nolm- :

e 4~«yl) phenyl]-carbamate | '
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24.)"' ,N-13-(6,8-d ichloro-2-nmethyl -1, 2, 3, 4-tetrahyd ro-isoqu

i noli -4-y|)-pheny|] 125) 2 June 2006 .

N-[3-(6, 8-dichloro-2-nethyl-1, 2,3, 4- tetrahydro |squ|noI|n 4-y1)-. phenyl] 4
itro 1,4-dinmethyl-1 H pyrrol e-2-carboxam de; 126) ‘

N-[3-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yi)-phenyl] 1

H pyrrol e- 2- car boxam de; 2,5-dinethyl-§4F+pyrrole-3-carboxanide; 2 June
2006

: N—[3 6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl]-1
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N-

1
dp%p) 2
[3 cfﬁ cﬁn ﬁ)@%@rﬁ% 2}"2&53"211 ?(—?’t"i"é%ygr?é%ﬂﬂﬂ"ﬂﬂﬂnr‘ﬁyﬁﬂheﬂy[&henyl]
1- net anesLda‘rbatyiht@ perl di ne- 4- car boxani de; 5 129)
N-[3-(6 Eﬁ dichl oro-2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]
3, 5-di ntd W b!i] [31:( MEBIIOEO- - i@ty 218 detetrapgdiro- tsoqu:nolsn-4—yi)—phenylj-
. N[3-(6,8-@ -2-methyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] - 1 ~
H- pyrazol e 4 car bxam de; 131)
N-[ 8- ( 61,%)dsmmbpvlc!?:%mrbhlord@méﬂﬁlﬂtz aW@t@hyaﬁﬂ%bﬁﬁidoﬂnﬁt “yi-brerapy! 1 -
10. 3-t(fluoronet -1 H pyrazol e- 4-carboxam dé; 13
(6, 8: FREMIBRIS: 2 met hyi -1, 2, 3, 4- tetrahydro |squ| nol in-4-yl)-phenyl]-3-
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e
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4
t hyl - t hi pheayj-cadansat
[%(q I h -HEEEXO A]ié t h?l I soqui nglin henyl ] - 3-
t hyl - ?ﬁ) gﬁéﬂgct cl@é ic -2-methyl §4r taétl)é y8ro—|soqumoim—4—yi)—p¥\enylf
ﬂla (6, 8- daidnqate: 2- met hyl - 1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl ) - phenyl |
[

,1-di nst hyl -urea; 136)
N- [ 3- ( 898) soprory (-6, MIWDEQQZNWL’(I@.& Aitgtiabydredgoquinblim44/yphemiieny| | - 4-

met hyl - 20 fb%ﬁr‘i i ne-1-carboxam de;
C137) N[ 3- ?g Gé‘%’nl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui

. 0in-- 4491) 2;ﬂadmémy|ﬂarp ifdi 6?8-&:09&#6@‘:&!& 1,4,3%)-tet -
rH 2 rprgt[hy(l , 3, 4=t et r'g&ﬁqydro |seo[:|ali]|yﬁ(r)0 fsr?q”m'*?“* %'l;
“p eny -car amate

nyl ]
L 15 1 98) ethyl [4-(6, 8-d|chloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin—4—yl)—pheny|]—
carbamate;
199) (R)-N-[3-(6, 8*d:chloro~2-methyi-1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyi]-
methanesulfonamide;
5 200) (S)-N-[3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqumolm-4-yl)-pheny!]—
20 . methanesulfonamide;
e 201) (R)—1-[2~(6 8-d1chloro-2—methyl 1,2,3 4-tetrahydro-:sﬁrﬁlm-4-yl)—phenyl]—
o - 3-éthyl-urea; S : \ -
L 202) (S)-1 -{2-(6, 8—d|ch!oro~2—methyl 1,2, 3 4-tetrahydro-lsoqumolm-4-yl)—phenyl]- : :
: 3-ethyl-urea ' : a

25 . 203) N-[3-(6, 8—drﬂuoro—2-methyl 1 2 3 4~tetrahydro-|soqumolm~4-yl}-phenyl]-acetamlde;"_:','-."'u-"?
E 204) 4—(3«~bromo—phenyl)-6 8-d|chloro-2-methyl 12,3 4—tetrahydro-|soqumohne |
B 205) 1-[3 (6 8-d|chloro-2-methy| 1,2,3 4~tetrahydro—|soqu1no[|n~4—yl)-phenyl]-
3 (2«-hydroxy—ethyl)—urea ' - L :
o ' '7".206) ethyl 3-(6, 8«d|chloro-2-methyl 1 2 3, 4—tetrahydro-lsoqumolm-4—yl)—benzoate
30 207) 3-(6, 8—dlchloro-2-methyl 1 12,3,4- tetrahydro-lsoqu|nohn~4-yl)-benzc>|c ac1d
" and the pharmaceutlcally acceptabie salts thereof




25 139) N-[3-(6, 8-dichloro-2-nethyl-1,2; : | -

3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] pyrrol Wne- 1-carddwza?@® 140)
-3-[3-(6, 8-di chl ono- 2=net hyl - 1, 2; 3; 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ]

~ mor phol i ne-4-car boxam de; 1, 1 di et hyl -urea; 141)

[3 (6, 8-di chl oro-2-net hyl -

-t etrahydro-i soqui-nolin- 4 yl)-phepyl | -3-methyl urea; 142)

(6 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
|nethylan1no ethyl)-urea; 2 June 2006 31 143)

r &ypﬁﬂgl& Bfr‘l'% gtr}@r P@fg@nc@iﬁéwtes ttcg %g}/ndpro%nds ?r%m t %l érgug of ') -phenyl ] -

6, 8-di chl oro-2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yl)-phenyl ] -
't r ahydr ran-4-yl)-urea; 5 145)
61)8- chl%{%ﬁdildnlm ethyk1,2,34-tetrathyido-isdqeinplinabyil-phenyl]) - phenyl] 1-m-
1-(1; | -piperidin 4-yl)-urea; 146) 3-[3- (6
or o-2- F-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

| .

et W(&mdmmyﬁéthﬂ ﬂE,Bertl*#h‘?éro-lsbﬁﬁhohn—&yl)—benzenesu!fonamlde '

6 8- dICh| or-0-2-nmeth t efrahydro-isoquit nol i n- -yllf) p enyl] 10
on

,3}9 ﬁ:y d,lﬁ;ﬂtyprgrmeﬂjylﬁez ﬁﬂ-tqura@adrorwggumohn -yl}-benzenesulfonamide;
G048 chuoTBl ety 2 - efiahhesioBaliMBNLOR) e kbl 13-

@lﬁpBFe:h chioro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-pheny

t th 'I - ure
oK S %ﬂ]122.%Aiezr@hycampgumgmwophenmwhsﬂnenw -3
3uyéa;ur ea; 151)
-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yi)-phenyl]-3-
i 16 41\9[4—(5«9@mq-52c)hlor0-2 methyl -1,2,3 4-tetrahydro-|soqulnolln-4-yl) phenyl]- -
‘6,

glp‘jg%g?é% 2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui-nol i n-4-yl)-phenyl]-4-

—"H’.“'I—‘I—‘OJ'}.—‘O‘O'CD wm—\wpwpmp

OO OO'OOIOO

ne-1 -car. boxani de;
e -.'7‘-'7) N-[3-(6, 8-d|chloro-2-methyl 12,3 4-tetrahydro-nsoqumol;n—4-yl) -phenyl]-

oo acetam:de

16 8) - N-[4 (6 8~d|chloro-2-methyl-1 2 3 4-tetrahydro-|soqumolm-4-yl) phenyl]-
o S propionamide;

9)  N-[4-(6, 8-dtchioro-2—methyl 1,2,3 4-tetrahydro-zsoqumoltn-4~yl) -phenyl]- 1-acetyl—
piperidine-4-carboxamide;

| 10} N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro—isoquinolin~4-yl)—phenyl]—methane—
'.. - 20 _sulfonamide; - |

- _ '1_1) -[4—(6 8-d|ch[0ro-2-methyi-1 2,3 Ltetrahydro-lsoqulnﬁ‘ﬁl-yl) phenyl]-
= f_ethanesulfonamlde _ SR '
SR 12) ‘.--N' N'- dlmethylammo~N-[4-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsoqumolin- -
_-‘. " —yl)—phenyl]—sulfamlde S P UL R . L
©L 257 18) - NB(6 8-d|chloro-2-methyi 1,2 34 tetrahydro«:soqumol:n-4—y!) phenyl]- B
’ ‘ fpropronamude ol . |
7 | .;'N-[3 -(6, B-dlchloro-2-methyl 1 2 34mtetrahydroqsoqumolm-4—yl)-phenyi]
R -ﬂbutyram:de RTINS N s T
ST 1 5) ."N [3-(6 8—dlchloro-2-methyl 1 2 3 4 tetrahydro«rsoqumol:n-4-y|)-phenyl]-
L300 lsobutyramtde | | o |
.~ 16)  N-[3-(6,8-dichloro-2-methyl- 1 2 34-tetrahydro-asoqumohn-4—y|)—phenyl]—~ ERTIRE

- cyclopropanecarboxamude ' '




153) 1-[2- (6, 8-di chi oro- 2- nethyl 1,2;3,4-tetrahydro-isoquinolili
--4-yl)-phenyl]-3-nmethyl urea; 154) 3=[ 2- (6, 8- di chl or o- 2- me2 Hyne 3006 3, 4;
t-etrahydro-i soqui nolin-4-yl) phenyl] 1, 1-di met hyl - ur ea; 155)

3-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4=t et rahydr o-i soqui nol i n-4-y1) - phenyl]
156) N[2-(6,8-dichioro-2-nethy|- ;

2, 3,4-tetrahydro-isoquinolin-4-yl)-phegwgyl] . -piperidine 1,1-diethy|-urea,
1- car boxam de; ,
157) . N7[ 2- (6, 8- dichloro 2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-pheny

N (B P ORI Fensl o 4 teramrsoqunirRRRY ) - phenyt

pyrrol i di ne:yﬂ:lobatén@carbdi@mlaeJune 2006 32 159)

1[2(6 ~di chl oro-2 -1,2. 3, 4-tetrahydro-isoquinolin-4- IQ %henyl]

S 3-(2-di ,ggt INARAS, ﬁ@@}lﬂgﬂ gmﬁtag -1 gé’(ﬁ-tetrahy ro-isoquinolin-4-yt)- phenyﬁ 2

- N-[4-(6, 8- ik RetarfficbY! - 1, 2, 3, 4-tetrahydro-i soqui nol i-n-4-yl) - phenyl] 4-‘
met hyl - pi perazi ne-1-car boxam de 5 161) :

. N-54- (18) 8 NH3: 8, Smc!ﬁem-in)éthw-QZ.'ﬂ Memmmwlmqulmm-vmphen&l]w@emeny|]

'~pyrroI|d|ne ar 162)
T 1-[4-(6, 8- @'Qﬁﬂc@'?%'g aﬁﬂ%mldg 2,3, 4-tetrahydro-i soqui nol i n-4-y1) - phenyl] 3-

"rrethylz r QRf3- §~)d|chloro-2 thy-1,2.3 4t . ,
3[4 PR e or i o eyt 2 2 et ol e

10 1,1-di rrmqa}tnaund;@ 164 _
R d|( gpﬁ ﬁ“ Gﬂﬁ) 8- %i%ﬁ%i?%if’t%)ézi 5:3% ;a-:?ttra{h%wg-rls%q'u?noo%'-ﬂyll)-'.prﬁéﬁyﬂ-lrpletﬂgﬁg-y_l -

3-[4
-1,1
- 8-¢ih chl orosaﬁ@mmue-l 2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl ] -
3-
p

yi ) - phenyl ] -

- 3-(2-di_net hyl am no- ethyl urea; 15 16
N L4 (855. BLEn(Bb Gichorerdpieting, 3 3¢k tellanyyaissauinstraphenyif) - phenyl ] - pi
ri

di ne- étrfa?fegﬂiféﬁﬁiﬂ%e
23) N N'-dlmethylamlno-N-[S-(B 8-dichioro-2-methyl-1,2,3 4-tetrahydro-lsoqumohn-4-
B - yl)-phenyl]-sulfamtde
15 24) -N-{2-(6,8-dichloro-2-methyl-1,2, 3 4~tetrahydro-lsoqumolm-4—yl)—phenyl]-
_ cyclopropanecarboxamide;
25) N-[2-{6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-lsoqumoltn-4~yl) -phenyl]-1-acetyl-
piperidine-4-carboxamide;
26) 1-[3-(6,8-dichloro-2-methyi-1 ,2,3,4-tetrahydro-isoquino!ih—4-yl )-phenyl}-3-ethyl-
20 urea;
| 27) 1-{3-(6, 8-dlch!0ro-2-methy!-1 2,3 4-tetrahydro-tsoqu|noﬂﬁ?4-yl)-phenyl]-3-methyl-

e

. thiourea; .
o 28) - 1-[2-(6, 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsaqumohn-4—y|)—phenyl] 3—ethyl-
S .. ures; | ST o o e
- 25 29) : -—[2-(6 8-{3:chloro-2-methyl 1 2 3 4-tetrahydro-lsoqumo!ln-4-yl) phenyl] 3-methyl- .
"thlourea 7' | ; - B TR T RN S

- 30) 'N-{5—[3 -(6, 8-d|ch|oro-2-methyl 1 2 34-tetrahydro-:soqumolm-4~yl)-
- '_phenylsulfamoyl]-4~methyl—th1azol-2-yl}-acetamlde C
. 3-1) N-[3-(6, 8-d|chloro-2-methyl-1 2,3 4-tetrahydro-lsoqu|nol|n-4—y1)-phenyl]- :
30 1,2-dimethyl-1H-imidazole4-sulfonamide; -~ R
: 32) N-[4-(6,8-dichloro-2-methyl-1,2 34-tetrahydro—1soqumolln—4~yl) phenyl] -C,C, C- i

: tnﬂuoro-methanesulfonam|de




167)

 N-[4-(6, 8-dichl oro- 2-met hyl - 1, 2, 3, 4- t et r ahydr o- |squ| nol i n- 429tllf)e-?&9§nyl]

_'.m)rphol i ne- 4-car boxam de; 168)

4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4- yI) phenyl] 20

25 171) N-[4-(68-dichl oro-2- nethyl

-3, 4- t et rahydro-i soqui nolin-4-yl)- henyyj nmet hyl '170) '
1-[4-(6, 8-dichloro-2-nethyl-1; 2, 3, 4-tetrahydro-isoquirolin-4- yI) =phenyl ]
“am ne;- formam de; 169) [4-(6;

1.5 G b R iget i 2 e R S P e T O
1-[4-(6, 8- c{hﬂm,gt,geﬂ-,alﬁggmdna}maes 4-t et rahydro=i soqui nolin-4-yl)-phenyl ]
-1,3,3-trimethyl -urea; 173

CUONC[4- (634 dﬂmmﬁa&'ﬂmlorg—&n@twltwﬁaﬂﬂajrabuydawoqnuﬂozm«%yl;)—l) phenyl ] - ne

 thyl 174
N-%/4 (6, 23 Ol?em‘egggulg)q%{rﬁ% -1,2,3,4- tetrahydro |squ| nol i n-4-yi)-phenyl]-ne

: M v pigey I[445,B-dlenIbRXBmhtay - TRIRAQb Ry dho SSqAGIILALGI)-phehyl}@-2006 33
N[ 4- (6, 8- cﬂ'@ﬁﬂﬂﬁ’@i’n@‘i’mqiﬁmldﬁ 2,3, 4-t et r ahydr o- i soqui nol ' n-4-yi)-phenyl ] - me
“[y'4 (D oSS ERAG a1 2 3 erahyo ALY ey -

- (2- di et iphenyishexanhdayide; 1- net hyl -urea; 5 177)
Eo, (%ﬁh&l ﬂ}(tﬁéfq@ﬂ Qﬁnetéylggf,sﬂ-ttgttré@h O a4 eyl Pheny! ] -

d .
. N4p3- (6, 8%,@@_9{@1-30%,331 , 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenylj -
f or mani de:
I3
| -

t
SR}
'1
3,

(
10 amin
[3

(6, 8- 3"%‘%&@'3%4?%‘?’?%}?"’? 2,3, 4-tetrahydr o-i soqui nol i n-4-yl ) - phenyl ] - me

. 't hy pag)r N—[ﬂ(@&ﬂcm@b@-\ﬁ&hﬂﬂ 2,3,4-tetrahydro-isoquinotin-4-yl)- phenyl]-‘l-
| S ‘ methanesulfonyl plperidme-4-carboxamlde
f ' 15 g 4.0) ‘N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolln~4—yl) phenyl]-1H-
' " pyrazole-carboxamide;
-41) N-3- (6 8-dichloro-2-methyl-1,2,3,4- tetrahydro-tsoqu1nohn-4—y!)—pheny|]—2~
: methylamino-acetamide; ,
42) - N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
' 20 dimethylamino-acetamide
o 3‘43‘)'_'2-am|no-N <[3-(6, 8-d|chloro-2-methyl 1,2,3 4-tetrahydf<)9$“ii§oqutnolln-4-yl)-pheny|]-
. B ‘propionamide; _ : ' : -
:‘A.-'__.-44)‘-":2-am|no-N-[3 (6 8-d=ch!oro-2—methyl 1 2, 3 4-tetrahydro-|soqumolm-4-yl)—pheny|]— -
_,_,'_—.{._;.‘;.,‘;__'.I,butyramlde o : ‘ . Y : s
45 2 6-d|am|no-N [3 (6 8-d|chloro-2-methyl -1, 2 3 4—tetrahydro |soqu:nolin-4-yl)—
. 'LP-_:A'.E-phenyl] hexanamlde S - SR o - o

".':plperadlneA—carboxamlde , S - - o
o '4'_7)‘ -"_.'N»[3—(6 8- dlch!oro-Z—methyI 1,2, 3 4~tetrahydro—:soqumolm-4-yl) phenyl]-1 H~
30. .. imidazole-4-carboxamide; - - :
o 48) 'N-[3-(6,8-dichloro-2-methyi- 1 2.3 4-tetrahydro-lsoquznol:n-4-yl) phenyl] -1-
- methanesulfonyl plpendme-4-carboxamade ' '

6, B d‘h[%(ﬁ)B-zmi‘d@mﬂ—mgtﬁylsl 2.3, 4-tetmatydiroisaspinalinet-yh-phepyl] damethyl- net hy

' ’.‘i--N-[3-(6 B-dlchloro-2 methyl 1 2 3 4-tetrahydro—lsoqurno!m~4~yl)~pheny|] 1-methyl- v




181) ,
N-[ 3- (6 8-di chl oro-2-net hyl -1, 2, 3, 4- tetrahydro |squ|noI|n 42 Jyne 2#K8ny | | - ne
~ thyl - piperidine-1-carboxam de; 15 182) :
1-[3- (6, 8-di chl oro- 2-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4-yi ) - phenyl j 20
- 1,3,3-trinethyl -urea; 183)
1-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t eg ahydr o-i soqui nol i n-4-yl ) -phenyl ] -
1, 3-di met hyl -urea; 184)
N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro- i soqui nol i n-4-yl)- phenyl] me
t hyl - r
N Lo (P R GE At AoR? ?3?‘5?'951é’gih-tsv?waa%oq%%{mw) B pnenyl | - me
thyl -4 met Mihwaﬂn;uawpymoﬂa%amvs@mua@ 186)
- 1-[3-(6,.8-di chl oro-2- -tetrahydr o- |squ|noI|n 4- Y‘? phenyl ]
" 3-(2- di Ak h@'tl%ﬁ#odlﬁhlﬁm-?-rmetwl-hﬁii drtetsahyziso-dsquinoljred-yh-phenyl]-1H-
. di chl.oro- etrahydro-isoqui nolin-4-yl)-phenyl] 3
-3 dleth |- 1= ?ﬁéﬁﬂﬁﬁég%ﬁ%gé'l88) 2- di met hyl ami no- et hyl

i

[ 3- @ 85‘&1) cHIB (@8 HichddoyR-nietByl3l Z&H&tﬁl‘wdmltsoﬁﬁmﬂhﬂal-ylﬂl-phenyl] 1,1-

- 4-yi)-phenyl. |-§larbamate 189) 2-di net hyl am no=et hyl

-[4(68d| ?%thyl 1, 2, 3, 4-tetrahydro-i soqui nolin ,
4-y1) - n _] g | - N
) oo s RN v+
4-yl)- phenwlper@amama@oxanﬂdme 2006 34 191) et hyI

13 (5 S8 EIERantid eyt 34 ARt ok Bl

carb

[.3406, 8- d| Cihbénb@xammﬁ hyI 1 2 3, 4-tetrahydro-isoqui nol.in-4-yl)-phenylj -
car barmat 19323 I.sopro -
[3-(8, 85 |d‘1|r[?er(fé> lichiorgy methylsl,Z,&Hethr@saogumnhne# W!ﬂ» phenyq- |

, morphohne-4—carboxamlde
' _'55—)':‘ -[3 (6, 8~dichloro-2-methyl-1 2,3 4-tetrahydro-|soqu|nolln-4-y!)-phenyl]
| pynnlldine-1-carboxam|de '
15 56) 3-[3-(6.8-dichloro-2-methyl-1,2,3 4-tetrahydro-asoqumolln-4-yl) -phenyl}-1,1-
o diethyl-urea;
- 57) 1-[3-(6, 8-d|chloro~2-methyl 1,2,3,4- tetrahydro-lsoqumoim~4-yl)—phenyl]—3-methyl-
 urea; :
. 568) 1-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolih~4-y|)-phenyi]—S-(2-
| 20 dimethylaminoethyl}urea' : |
R _“59) 1-[3-(6, B-dlchloro-2-methyl-1 2,34 tetrahydro-isoqumgﬁ' 1‘-‘fl-yl)-phenyll-&
o _(tetrahydro-furan~3-yl)-urea , . ' : : _
o 60) 1-3-(6, 8-d|chloro~2-methyl-1 23 4~tetrahydro-|soqu1nolm-4«y|) phenyl]—3- »
e | ."(tetrahydro-pyran-4~yl)-urea - S , T
- 61) "--:3 [3-(6 8- dlchloro-z—methyl-1 2, 3 4-tetrahydro-isoqumolm—4—yl)-phenyl]— -methyl— .
' 1 (1-methyl-plpendm-4-yl)-urea B PR
62 3 -3-(6, 8~dichloro-2-methyl-1 2.3 4-tetrahydro-lsoqumolm-4-y[) phenyl]- «(3* L
S dlmethylam:no-propyl)- -methyl-urea R T
: L 83) 3 '_ 343- ®, 8-dichloro-2-methyl-1,2,3,4- tetrahydro—tsoqumohn—4—yl)—phenyl] 1-(2- e
| 30 L dlmethylammo-ethyl)-1-methyl-urea . : s
- - 64) - 1-[3-(6,8-dichloro-2-methyl-1,2, 3 4—tetrahydro-:soqumohn-4-yl) phenyl]-3 (3- S
_' _-diethyiamzno-propyl)-urea




carbamate; 194) 2, 2-di net hyl - propyl

[ 3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-isoquino|in-4-y2¥un92006
phenyl j - car bamat e; 195) nethyl

[ 4- (6, 8-di chl oro-2-net hyl - , 3, 4-t et rahydr o-i soqui nol i n- 4 ylyphenyl]- 10"
carbamat e; 196) i sopropyl
[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrghydro-isoquinolin-4-yl)-phenyl]-
carbamate; 197) 2,2-dinethy|-propy|

[4- (6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-

 phemyl Lsgarbon €uidiobEindghit 2 2.4 g Eaingingey) Hhaﬂy)ﬁ @reny! ] -
_carbanmat e; rﬂ@t&bxy-ethyl) -urea;

‘.( R) - N-[ 3- (6 -di chl oro- 2-neth yl - 3, 4 t et rahydro-i soqui nolin-4-yl)-phenyl
i - et mesui&@;\&mca@e rogdojethyl-1 234«tetrahydro—zsoqumolm-4— }phenyl]-3-pyridin- - -~

‘(S) N[ 3- (%@ ﬂ é]l oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yi)-phenyl
]- 20 net han l dnami de; 201) :
(R) 51- [671)( Grﬁ-@ 8dichicro2-rstiiit, 2,324—%&‘&!1)@1‘(5-wqui‘n@)imsﬁgﬁ?phénﬂ}-a pyrlhtrphenw ]
3-ethyl -urea; 202) (S)-1-[2-(6; 8-dichloro-2-methyl -

- 2,3,4- tetrénﬁd-f"@aq soqui nol i n-'4-y1) - phenylj 3-ethyl - urea 25 : '

. -203)- Y : . - .
0PN rgsﬁzﬂ Ggsfdsl%fgg:fbn%-n@hﬂ 1)/,?13:4 tetralrydro isaquinolin-4-y)- 5heny|]—4 methy!

4-(3- bt6nﬁpm&ra&|ne61 -eanioxamide)- 2- met hyl - 1, 23, 4-t et r ahydr o- i soqui n6l i ne;,

- 205)

1-1 3- (8%- drigrlPdtgicklaraidtethyd. 23 Atetrahydirrisoaninglitnndl- Phewllﬁ)mﬁnxhyu
3-4@- hydr oxgyet hyl ) -'ur ea; 206) .ethyl 3-(6, 8-dichl oro-2-nethyl -

3,4-tet rahydro | soqui nol i n- I}benzoate 30 207

3- (6, 878) cAtl8r(6, 82d|¢biq19+2-mems$-142 Bdtteawadm-lsgqquphMﬂ)-phww} -BdAz0i c aci d

and the ph l’ﬂ@ﬂ:l I table salts thereof. 2 June 2006 35
- Exceptiona [ Hl]'cglétb/ylgﬁ? rence is given to conpounds fromthe group of

1) . T71) N-[4-(6 8—d:chlor0~2-methyl 1 2 3, 4-tetrahydro-:soqumohn-4—y|? phenyl]-4-methyl-

-~ N-[4-(6, 8-djchl gr o- 2: et hyl - t et rahydro-i'soqui nol i n-4-yl henyl
-:acE:t aEn de; P&’ Zine-1 -cg%oxgmide y q yl')-phenyl] -

6 87@) chl [ar(eazdfaﬁtdaa shethybr:2,5 2H46RAKTAR-sB66HbRRLLYTY ey 85RERDES U fon
| urea;
73) 3-[4-(6, 8-d:chloro-2—methyl 1,2,3,4- tetrahydro-lsoqumolm-4-yi) phenyl] -1,1-
dlmethyi~urea

B 74) 3-[4-(6, 8-d|chloro-2-methyl 1,2 34-tetrahydro-|soqumohn-4-yl)—pheny|] -1,1-
20 diethyl-urea;

. 75) 1 148, 8-dichloro-2-methyl-1,2,3 4—tetrahydro—1soqum5%?&‘a4-yi) pheny!]~3~(2— '
: o dlmethylammo-ethy!)-urea : - o
76) :N-[4-(6 B-dlchloro-z-methyl 1 2.3 4-tetrahydro—|soqulnol:n-4—yl) phenyl]—- o

e ';;__morpholme-4-carboxamzde | S T RPN S N SR
: l 77)N-4 (6, 8-d|chloro-2-methyl 123 4—-tetrahydro-|soqumohn-4-yl) phenyl]-formamtde;
o, 78). N{3-(6, 8—dlchloro-2~methyl 12,34 tetrahydr0-130qumolm—4-yl) phenyl]— S AR

e ;-formam:de , . . e - 5
el 79) 1-[3-(6, 8—duch|oroﬁ2-methyl 1 2,3 4- tetrahydro-lsoqu|nolm-4—yl)-phenyl] 1 3 3-
L "-tnmethyl-urea 7 | - SRR . :

30 80) 1- -[3-(6, 8~d|chioro-2-methyl 1 2, 3 A4- tetrahydro-lsoqu|nolzn-4-yl) phenyl]-‘l 3-
TiroL -dnmethy!-urea T o




) ' |

(6, 8- di chl oro-2-net hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 4- yl ¥ JWen2@esul f on
m de; 4). _
4- (6 8- di chl or o- 2 met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl j - 3-
hyl - thiourea; 5) : : '
4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-t ejgahydr o-i soqui nol i n-4-yl ) -phenyl ] - 3-
thyl =~ 10 urea; 6) '
4- ( 6- br ono- 8- chl or o- 2- nethyl 1, 2,3, 4-tetrahydro-i soquinolin-4-yl)-phenyl

4-t et rahydr o4soqui nol i n- y% g‘renyl - acet am de;
4-( 688} dNclBr-E:&dizhipse-Rymethy> 18,4 Attetra wrerisoquiaalin-fot-phenyi-metitbhy | |
pi onam d .
4-(6, 8- dﬁtqthgarpooeiazmeh ?ar?oﬁa@'dé? 't et r ahydr o-i soqui nol i n-4-yl)-phenyl]-1-
eyl 88)f M@(ﬁ@dlchlbﬂd-zmethyl 1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
4- (6, 8-dichl oro-2 Y ~1,2.3 4- t etrahydro- I soqu no- yl ) - phenyl ]
et anesul foqmﬁtagammo-ethy }-1-methyl-urea;

RO yW AR Rt [SEBSLAGRS BB 215 24 g b aIn5oquI no

eny j-SU
N[ 3- (6 dylic—phenyi]—@anlnama}e'—l 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyi ]
14)

il (5 do b SHBERYIaGng S 1486 Pafiapen PBefivibah4eyansmisgayinolind-

- butyyyr ani de; dyl)-ﬁhenyl]-carbamate
N-[3-(6, 8- | oro-2 hyl -1, 2, tetrahydro|squ|noI|n4yI)- henyl]

i sobut y8&hi 2dimethyanisosthyi W@Bsﬂghtm-aynethym,g 3 4-tetrahydr0-:scqulnohn-4-
. 4-tet rahydrﬁj bﬁgﬂm-gé)ljbhﬂtaf‘ey' ) - phenyl ] cycl opr opanecar boxam de;
| 87) methyl [3-(6, 8—dtchloro-2-methyl -1,2,3 4—tetrahydroatsoqu;nolln—4-yl)-phenyt]
L _ carbamate N .
45 gg) (R or S}N-3-6, B-dlchloro-2-methyl 123 4-tetrahydro-|soqumohn-4-yl)—phenyt]
. methanesutfonamlde
89) (R or S)-1-{2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
| ethyl-tjrea; ' ,
7 .QO) 1A-[3«-'(6,8~dichlor072-methyl-1 ,2,3,4-tetrahydrc-isoquinoltn-4-yt)-phenyl]—3—(2-
20 - hydroxy-ethyl)-urea; '
. ‘and the pharmaceutica'l_ly acceptable salts thereof. "D@:e

N

3
3-
]
I
N-
o2 (628 SNERH S O8Hfab Rmes 1%4té?r)amra»r'aowaatnﬁatmhevgrwetwtny|] -
S
pr
N-

[
t
[
th
[
1
th<[51ne acet amdilsholtd&—ti—aal(b@xgnﬁﬂélh' or o- 2- et hyl -
3,
[
0
[
e
[
h

;_"_'::.The mventlon further encompasses the use cf the compounds of the formuta { for
S -producmg a med:cament for the treatment of dlsorders whlch can be lnﬂuenced by o
'-""-15;25_'.1?,-._tnhtblticn of the sodtum-proton exchanger of subtype it (NHES) in. wh:ch the meamngs L

e mdependently of one anotherH F, Cl Br I CN N02, _OH NH2, CaH23+1v P
AN ququq_1,OCbH2b+1 COOR10 ocomo COR10 or OX-(CHg)y-phenyl
. '_;3_0'_-- - aandb - | o |




36 17)

N- [ 3- (6, 8-di chl or o- 2- rrethyl 1, 2,3, 4- tetrahydro i soqui nol i n- 429$0&%ﬂﬂ5nyl]
.cycl obut anecar boxam de; 18) -

- N-[3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4- t et r ahydr o-i soqui nol i n-4-yi ) - phenyl] 2
2,2- trifluoro-acetamde; 5 19)

N-[ 3- (6, 8-di chl oro-2- et hyl -1, 2, 3, 4- t e¢1r ahydr o- i soqui nol i n-4-yl)-phenyl ]-1-
acetyl - pi peridi ne=4-car boxam de 20)

N[ 3- (6 8-di chl oro-2-methyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yi ) - phenyl ] -
ni coti nam de; 21)

N-[ 3- (6, 8-di chl oro"kt rou Sfaf%atﬂ ? %Ho%tb""i ig (agonoefntlﬁ_olf_ %e)an ﬂ?a ryI ]-nme

.. thane- 10 sul f onaniqde; 32@ 5,6, 70r8, tb
N-[ 3-(6,-8- i chl or o- 2=t h) P12, 3.4 e'"?&ﬁ?%f‘é"&ﬂ"éSGﬁ."rﬁS’?’ﬁ AR Bhehy 1 1 -

‘et hanesul f onam de; re@aced by F atoms

N, N - dlrreth am n ( hl or o- 1, t rahydro-i soqui no
i n 4- yl)- p hyl ] S S%L!%,gﬁn?ggr 8, lgﬁggg possmim}orone ar mof H atoms tgg :

. N-[§- (6, 8-dichl oror, @p]g@émy%;:]atgmgﬂ t et rahydro-isoqui nolin-4-yl)-phenyl]-
- cycl opropanecar boxam de;

. N[2-(6, 8-di &ﬁ%rofbofr@c*ﬂadwﬂ, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl ) - phenyl ] - 1-
acetyl -- pi pe(di ne-4- car box

-+ 1-[3-(6, 8-di'chl or 0®2- net ﬁ-yfnf}l 53% }toétf‘r EMQ)PQ’%“(UE{Glfﬁb@n%D&“}ﬂf?J‘bhenyl] 3.

ethyl- 20 urea; 27) 1-[34 g% , 3, 4-tetrahydro-isoqu né
-yl)-phenyl | - 3-net hyl thllg)ﬁ'r%?%é BB F aldins.

- 1-[2-(6, 8-di hl orozerormthyl 9, 2, 3, 4- tetrahydro |squ| noli n-4-yl) - phenyl ] - 3-

ethyl urea; 20)
1-{@ (6, 8-di ghi or oz?ongt?ly?oi% 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-"

- methyl 30) 32) thiourea, Wherethe henvi th O (CH Hor
N-{5-[3- (6 8-di chloro-2-neth f ¥ nnggleq[rghg;8?% | %qu?) Oplenny4|s V1)
N- [ 3‘ (6,8 d' Ch| or o- 2-net MUbktlﬂltéd éf sebgtindbed by 1-Saubsiiticnts éelbébﬂ?dﬁhﬁﬁw ]

" the group consisting ofF Cl, Br, CN, N02, OH, NH2 or

| CdH2d+1s .
- 15 : ,' - d 1, 2, 3 or 4, it being possible for one or more H atoms
| | to be replaced by F atoms,
or
R1, R2, R3 and R4

independently of one another heteroaryl, it being possible for zero, 1,2, 3or 4
.20 - . Natoms, zero or 1 oxygen atom or zero or 1 S atoﬁ’ﬁtcgbe present as rang

' atoms;

" :‘_ﬂR1 R2, RSandR4 | I e
e _’ f } mdependently of one another CONR11R12 or NR11R12
S R11and R12 . R R e
L e mdependently ofone anotherH CeH29+1 Crr“2rr-1 _‘.‘
fﬁge 4,2,3,4,5,6,70r8, '
o i34567or8 |

it being possible for one or more H atoms in the. groups CeHz e + 1 and C

o 30 . R BT C"HQI-M to be replaced by F atoms and for one or more CH2
SR o groups to be replaced byO or NR13; -




phenyl sul fanmoyl ] - 4-nmet hyl - thi azol - 2-yl) -acetami de; 1, 2-di net hyl - ‘

H-i mi dazol e- 4- sul f onami de; 2June 2006
"N-[4-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t-et rahydr o-i soqui nol i n- 4-yl)- phenyl] C
C,Ctrifluoro-neth anesul fonam de 2 June 2006 37 33)

N-[3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]- C
~C, G trifluoro-nethanesul f onani de 34) 42

N-ethyl -N -4-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-y| ) -

- benzenesul f onyl ur ea;

535) N-[ 4- (6, 8-di chl oro- 2- hyl 4- tetrahydro |squ| nol i n-4-yl) - phenyl
]-2- dinet hyl ani i no- acet alg‘?%e H%r%fﬁz

36) 2, 6- di ami no- N-[4- (6, 8-di chl gro- 2- qebhylydy, .pdidg bSéé:ﬁB*SFBnéSPﬂHré‘ﬂ' n-4
-yi)- phenyl]-hexanam de;

'37) N-[ 4-(6,.8-di chl oro-2-net hyl-1, 2, Saﬂemsmbbydplaced@qlﬁ awhig)- 4-yl ) - phenyl ]
-1 H. 10pyrro|e 3- car boxam de; .

"38)N-[4 (6, 8-di chl or o- 2- rﬂ!thyl 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl ]
-1-mpthyl- piperid-in e-4g méﬁemg%u&&w%rwzmﬁ gherwdh l]hfa atom

8- di chl or o- 2- et hyl -1, 2, 3, 4-tetrahy I'soqui nol'in-4
-~ nethanesul f onyl - pi- pe( di ne- 4- Caft@wmdﬁﬂ\@ alfé‘ﬂaoﬁhedaS—orB—membered ring;
- N-[4-(6, 8-dichl oro- 2- rrethyl 34tetrahydr0|squ|noI|n -yi)- pﬁenyl]-l
H -pyrazol e- ¢¥r boxani de;
N-[ 3- (6, 8-di Clj?ll’f’%ﬂdgi"l?t hyI 1, 2, 3, 4-t et rahydro- |squ| nol i n-4-yi)-phenyl ] -2-
met hyl am no- acet am .
: N-[3 (6,8-di chl oro-tagehehymthlhéwatérrttﬁ\whhhdheyaﬁe)ﬂﬁhdmi &1%-46-Y0r) - phenyl] 2-
' 20 rrethyl am no- ac ngt? g :

@ ho- N=[ 3- (6, 8- g MhGi hyl -1, 2, 3, 4-t et r ahydr o-

.qU| nol i n- 4- ylar phenyl ] 44)" _
2--am no- N-[ 3- 8- d| chI oro-2-net hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-ph
“enyl] 45) .2, m o

. N-[3-(6, 8-di chl or oy @qﬁé{a\éhﬂ&n?oée‘éh%&te??faf!’i2,‘&@,&‘4%1‘0?‘&63@?&?_‘ )

- pr op| onani de but y |
S R14 - GgHagaqs
15 3 . g 1,2,3,4,5,6,7 or 8, it being possible for one or .
' more H atoms fo be replaced by F atoms, and it being |
possible for one or more CHo groups to be replaced

by O or NR13,
._ Sor | |
20 RLR2R3adR B
) o mdependently of one another-Oh-SOJ R15 with
h . zero or‘l |
L0 e o
RIS -f-?’f_ckﬂzkﬂ OH; OC[H2;+1 or FNRI7R18; R L
! k --‘Sf;;_.__“":; 1,2,3.4,5,8, 70r8,it belng possrbie for one or more H -;. ) g
PR B 'a‘tomstobereplacedbyFatoms A o
v 'f'l' | 9, 2 3,4,5, 6, 7or8 it being possnble for one or more H
o atoms to be replaced by F atoms - ‘
o :i_R17andR13 | ol

300 .- e mdependenﬂyofone anotherH orCmH2m+1, :




phenyl ] - hexanani de: 46): ' o - _
N-[3-(6,8-dichloro-2-methyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42yue 3yl ] - 1-

-nmethyl piperidine-4-carboxam de; 47)

“'N-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl ] -1
. H 48)

N-[3-(6,8-dichloro-2-methyl-1,2,3,4-teg ?ahydro i soqui nol i n-4-yl)-phenyl]-1
- i m dazol e- 4- car boxam de; met hanesul f onyl - pi peri di ne- 4- car boxam de; 2 June
2006 38

 29)N-[3- (6, 8-di chl or o- 2- net hyl -1,2, 3, 4 t ety ahydr o-i SO heny! |
-3,5- dinethyl-1 I—|-pyrazg'r:i éa?ng%rﬁ ofgtfo g {gelngp SS%PG %0"0“9 f)mg

©50) N-[ 3- (6, 8-di chl or o- 2- et hyl Haidnds ifr theldratly €, QHb 399 4b B! deptateil by Pheny! |

- -1 H pyrazol e- car boxani de;

. 551)'3-[ 3- (6, 8- di chl or o- 2- net hylatdm@ aBd 4ot 6he ahyite-Gleogriupe! thbedreplaceaheny |

. 1-1,1-. di net hyl -urea;

Cyi] - 3- (tetrahyd ro-fura

‘. 52)N—[3 (6, 8-di chl or o- 2- met hybyQZ?G €3 et NR1®(r o- i soqui nol i n-4- yI) phenyl

t hyl - ~pi perazi ne- 1-carbo de;, 53
;_ §FE 8- di chl or o- 2- net hyl - ﬁgﬁ% %ﬁ&@HQGT@LISOQUInO|In 4-yl)-phenyl]-p
'.rlpe(dlne- 101- car bokani de; ' 1
.554)N-[3 (6, 8-di chl oro- 2- net hyl - 1,2 3, 421ePthydro i soqui nolin-4-yl)-phenyl] .

- mor phol i ne- 4- car boxani-de; it being possible for one or more H atoms in :
-55)N—[3(68d|chlor02 met hyl - 1234tetrahydro|squ|noI|n4yI) phenyl]
-pyrrolidine-1-car boxam de; CnH2n+1 10 be replaced by F atoms;

-'"1556)3 3-(6, 8-di cg’l oro-2-methyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4- yI) pheny
©17-1,1- diethyl-uré%; 57) 1- [3 (6, 8- di chl or o

© ol et hyl -1, 2, 3, 4- ta‘ﬂaa;ydqusl soqui nol i n-4-yl)-phenyl]-3-nmet hyl - urea;
 58)1-[3-(6,8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]
-3-(2- 20di met hyl ani no- e{ogqtl}/em@gh the N atom to which they are bondeda5- 6-or -

'59)1 [ 3-(6,8-dichloro-2- A-tetrahydro-isoquinol)''njal-yl)- phen'-
Zﬁ@-pﬂb)epe"eﬂ'g‘-? 1-[ 3- (6, 8-di chl or o- 2- net hyl - 112: |

”,-:'_3 4- tetrahydro |soqu| nol on-4-yl)-phenyl]-3
SO “R19 andaCH2 group of R17 or R18togetherWith theNatom _

15 - | .. towhich they are bonded a 5- or 6—membered ring;
RS H,CpHgpsq, CSSH233_1 COR20 or SO9R20;
p 1,2,3,4,5,6,7 or 8,
88 3,4,5,6,7 or8, it being possible for one or more-H atoms in CpH2p+1
L 7 N and CSSH233-1 to be replaced by F atoms
20 o | R20 ,CqH2q+1 ' e
S d . 1,2,3,45670r8,

ot belng Possable for orie or more H atoms in CqH2q+1 to be replaced i

B .f.by F atoms and for one or more CH2 QFOUPS to be replaced byOor-

| R21H or CrH2r+1 ; T
ST 23004 S B

N lt bemg poss:ble for one or more H atoms in C;H2r+1 to be
L : ':replaced by F atoms _ : ‘
L R6 "H, F C' B" ’ CsH2s+1 Cddedd_1,OH OCtH2t+1 or 0COR22
30 ) sandt '




(tetrahydro-pyran-4-yl)-urea; 61) 3-[3-(6, 8-dichl oro-2- nethyl _
3, 4-tetrahydro-isoqui nolin-4=yl)-phenyl]-1-methyl 2June2006
1- (1- et hyl - pi pendi n-4-yl)-urea; 62) 3-[3-(6,8-dichloro 2 nmet hyl -
* 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1-(3
met hyl am no- propyl ) - 1- net hyl -urea; 63)
[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t eypahydr o- isoquinoIin-4-yI)-phenyI]-1-
i met hyl ami no- et hyl)-1- nethyl urea; 1-[3-(6, 8-d
oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqu inolin-4-yi)-phenyl]-3-(3
h

{garsn' glocﬁlrglrogl'b né?'ﬂc{ﬁn%li' cﬁ%%eﬁr?o&pgg],r%@o ?oau_( HBIBr n-4-yl)-phenyl] - 3-

met hoxy- etithyl ) -3yr&€ &, 6, 3@)’8 it being possible for one or more H atoms in
6, 8- di chl or o-. 2 nmet hyI 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3- .
yl ) - ur ea; CeHasy1, C dH2dd 1 and OCtHot+1 to be replaced by F atoms;

n- 3-

8-dic ro-2-fethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl] 3-
n- 4-yl - E&g é@'ge _
, 8- dlchloro-'-rret y?é}Z , 4-t et r ahydr o- i soqui nolln-4-yl)-phenyl]-4-
| - piperazine-1-carboxa Qe 69)

| -

1

h

3,
di
3-[3-
(2 d
i chl
di et
[3
[3
py(di
-[ 3-
- py(di
N-[
et

1-[

t

[

%
y

h

6,
6

(

(

(

2-(6,8-di chl °r§’0)2 et Me;agaogseeamamrrﬁoﬂeaq%mglm & bRyl 1 -3-
y urea; '

: 2- (6, 8-di chl oro- 2- met In@b!atkedb?ﬂatmhs*ahydro |squ| nol i n-4-yl)-phenyl]- 3-
(2- di hyl,am ethyl)-urea; 71)

' (BEZ %b@r‘ﬁdg? 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 4-

yl - pi perigdépéndentiz'op6ia's 1

(68d|chloﬂr§§12 B o one "%er@ VIS0u-R23; | |

ydr o- i soqui n(ﬁems\oﬁqyl ) - phenyl j-3-methyl 20 di net hyl am no- et hyI ) -urea;

(6, 8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yi)-phenyl]

- ur 73) w . Zero, 1or2 :

- di et hlyI urea

me
1-
(
NT4
met h
1-[ 4
t etlDa
N-[ 4-
ea
[4
di
nn and pp.
BT I : ‘--mdependentlyofone ancther 1,2, 3,4, 5, 6, 70r8
"-15__ _ mm 3,4,5,6,7or8,
' it being possible for one or more H atoms in CpnH2nn+1:
CmmHme 1 and OCpszpp+1 to be replaced by F atoms;
R25 and R26
L - independently of one another H, CN or CZH22+1 . szH2zz-1 ;
i 0z 4,2,3,4,5,6,70r8; "
R Sz 3,4, 5,6, 7 or 8, it being pOSSIbIeforoneormoreH
* atoms to be. replaced by F atoms and, S
_ Coin CZH22+1 it belng possmle for one or more H atoms;:_? o
ol ;.to be replaced by F. atoms and rt belng poss:ble for e |
o one or more CH2 groups to be replaced by O CO CS'- S
© o orNRer: o i )
o R27 H or CaaHZaa-}‘]‘:r‘i‘
aa 12,3 or4 ,
|t being poss:ble for one or more H atoms in.

30 o . g N - CaaH2aa+1 to be replaced by F atoms;

S or




74) , .
. 3-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 42 yne-2W6ny| ] - 1,
1- diethyl-urea; 75) 1-[4-(6, 8- di chl oro-2-neth |-1 2;3,4-tetrahYdro- |soquno :
Y ffrP4-yl)-Phenyl]-3-(2 77) 78) norpholine-4- carboxanlde
. N-4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4= tetrahydro i soqui nolin-4-yl)- phenyl] fom
i am de; N-[3-(6, 8-dichl oro-2- nethyl 4% 3,4-tetrahyd ro-isoqui Wlin-4-yl
) - phenyl ] f or mam de; '
. 1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,
3,3 trinmethyl- urea 1 [3 é6 8 dlchloro 2-methyl -1, 2, 3,4-tetrahydro-i soqu
nolin-4-yl)- pheny @ethyl urea; 2 June 2006 40 81)
N-[ 3-(6, 8-dichl oro- 2 net t | h yI] me
thyl ~*mbrphol i ne. 4. ear b t'&életréer%w@&@ IR BEGIYS WhidP 1Y d18'ddhdad 8- BDGR
-N-[3- (6, 8-di chl oro-2- netﬁwmemmémﬂlﬂﬂLetrahydro i soqui nol i n-4-vyi)- phenyl] me
_thyI 4.5 met hyl - pi perazi ne-1-car boxamn de; 83)
1-[3- (6, 8-di chl oro-2-ret®yl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl ] - 3-
(258401 et hyl ant no- et ey azaurecmgqeau 3 RESHIROTANBMES A N atom

- dichloro-2-methyl-1,2,3,4 rahydr o-1 soqui nof |
- 85)yl)-phenyl]-carbanat ep v?hidh fﬁﬁeﬂﬁ@ﬂlﬂsﬂe& BY br 6-membered ring;
- [4-(6, 8-di chl or o-2- net hyl - t et rahydro-i soqui nol i n4-
10A) - pREnyl ] - car bamat e; 86) 2. d| rret hyl am no- et hyl
- [2-(6, g R‘8h+ 2methy| 1, 2, 3, 4-tetrahydro-isoqui nolin-4-
~87)yl) - pheny IIchar bamat e; met hyl : '
[ 3- (6, 8- di chindepefdenlyrofior ncthdr NRBCGORBE- mmnosmoaerRsnsolBBmt]
1588) carbamate; . (R or
| S)1(N-[3 (6, S%Dchlldr6ca-|z@c§mI%k@,ﬁ,ﬁw&nmnybmroplpeudmyhm which-rings- aphenyl]

CHo group may be rep!aced by O or NR33;

. B R32 and R33 independently of one another H or ChHop+1;
. bb 20r3 -- |

e 1,2,3,456,7ar8;
15  yy  3,4,56,Tor8;

h 1,2,3,4,5,6,7 or8, _
it being possible for one or more H atoms in CH2h41 to be replaced by F

'at'orhs ‘ahd it being posé’ib!e for one or more H atoms in the groups
CccHoeg+1 and nyszy.1 to be replaced by F atoms and for one or more

- 20 | :_(CHQ) groups to be replaced by NR31 and for a (Cl?l%?group to be rep!aced by

L7 RS H Ckkszk+1 COR65 or 802R65
S 1,28, oy T |
't;be'ng DOSS|ble for one or more H atoms to be replaced by F A

e atoms ‘

S :_.___‘_._1_,._:-‘-365 H CxxH2xx+1 H il |

-;-XX 1 2 3or4 it belng possuble for one or moreHatoms S
o to be replaced by F atoms; o '

. ‘-"Ziro_re S EE R R R s _ |

30 ,I‘- o R31 : forfn_s tegeti'lerwi'ih a CHp grdﬁpof{RSQ a_S-, 6-or 7-iﬁeh1bered rihQﬁ -

or o




89) net hanesul f onani de;" (R or
S)-1-[2-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- i soqui nol i 4June2006pheny| ]

~-3- .90)ethyl -urea;

1-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-i eoqui nol i n-4-y| ) - phenyl ] - 3-
(2- 20hydroxy-ethyl)-urea; and the pharmaceutically acceptable salts

- thereof. . The invention further enconpasses the use of the conpounds of

~atons, X zero orl; y zero

the formula | for producing a nedicanent for the treatnent of disorders
whi ch can be influenced by inhibition-of the sodi um proton exchanger of

subtype 111 E3 whi ch the neani ngs, .are, R3 and R4 CggH2ql,
OCbH2b+1, - CC% %Eﬁfﬁl m%@%gh%tﬁrmb&@ﬂ Bhﬁr‘i&m“laﬁdﬁﬁv&ﬁ!@ﬁ[lﬁof one

anotherH, F, O, Bgiorhs aﬁﬁLzeN‘;BM%‘ btdhi; CaH2a+l, . :a-and b 2 June 2006
41 in the groups CaH2a+l and OCbH2b+1 independently of one anot her 1, 2;
3, 4, 5, 6, 7 or 8, it bwhich ipmsummulfedrommﬂ)shtuted)bgu:ltattbm to be 10 15 -

‘replaced by F at t bei f
oo Hatons (o be ropl Skt el iaindha PR FobStngofF. & B3 5

6, § or 8, it being pOSSCBbﬁzf:)gh aMR70R7ADre H atons to be repl aced by F
or 4; where the phenyl ring in the group

- Ox<(CH2) y-phenyl is R70 and R71
B R ' independently of one another H, CuuH2uy+1 and
'CORT2; |
‘ R72  H, CyHoyyat;
0 oo, uuand w

25 o

independently of one another 1,2, 3,4,5,6, 7
_ or §; |
it being possible for one or more H atoms in the
SRR -groups CooH200+1. CuuH2uu+1 or CyyHoyy+1 to lje_
15 ' o replaced by F atoms; | |
o or | |
R7, R8 and RS
-independently of one another H, F, Cl, Br, |, NO2, CN OH ' NH2, CeeH2ee+1,

- CawH2ww-1, OCsiHofr+1, NR4OR41, CONRAORA1, COOR42, COR42 or

20 . . OCOR42, - S
SRS 'j""_"'eeandff . . , S
BRI lndependently of one another1 2.3, 4 5, 6 7or8
‘34567m8 -

e ’.jlt bemg poss:ble for one or more H atoms m the groups CeeHQee+1 o ST

r."';ij;.waszwd aﬂd OCﬁHsz+1 to’ be replaced by F atoms
-TR40 and R4‘[ oo R -
- 'H, CﬂH2ﬁ+1 or C(NH)NHZ, SRR
tt 1,2,3,4,5,6,70r8; |
lt bemg poss:ble for one or more H atoms lﬂ the group CﬁH2{t+1t0 be_ Lo

30 o o replaced by F atoms and for one or more CH2 groups to be replaced
" " ) by Oor NR44 | |




unsubstituted or substituted by 1-3 substituents sel ected from the group

- consisting of F, O, Br, CN, N02, OH NH2 or CdHd+1; d 1, 2Ju® 23084 it
bei ng possible for one or nore H atonms to be replaced by F atoms, or - Ri,
R2, R3 and R4 independently of one another heteroaryl, it being possi ble
for zero, 1, 2 3 or 4 20 N atons, zero or 1 oxygen atomor zero or 1 S atem
to be present as ring atonms; or. Ri1, , R3and R4 independently of one
another CONRI "1 R12 or NR1'1 R12, 25 Rl11 and R12 30 independently of one

- another H CeH2e+1, CrrH2rr-1 e 1, 2, 3, 4, 5, 6,70r8; if 3, 4, 5; 6, 7,

or 8, it bei ng pos nore H atoms in the -groups OeH2e+I and
CrrH2rr-1 to"be reﬁ‘@ced%(ﬁg&mhnd for one or nore CH2 groups to be

‘replaced by 0 or NR13; 2 _June R13 r CEHf+1;-f 1, 2, 3 or 4, it
- being: possible for one ogg’rmr e?lc—yr)%a % 8053 replaced by F atons; or R13

. and a-CH2 group of RL1 Of by pd&&ﬂilé%r clMé brmaee N #toRi9 ihQhakir6dip t hey are
,,.bonded a :5-.or 6-nenbered ring; 10 or
- A C gHzgg+1 fo be replaced by F atoms

s e
‘R40 and R41
: with the N atom to which they are bonded a 5- or 6—membered ring;
R42 Hor ChhHZhh-l-‘ls
hh . 1,2,3,4,5,6,70r8;
10 : it being possible for one or more H atoms in the group ChphHohh+1 to

-be replaced by F atoms;
: ahd the pha:rmaceuticallylacceptable salts thereof.

15 Preference is given to the use of oempounds of the formula I, in which the meanings
- are: | ‘ | |
- R1,R2, R3 and R4
| independently of one another, H, F, CI, Br, I, CN, NO, OH, NHp, CaHoa+1.
. _ cycloalkyl with 3, 4, 5 or 6 C atoms, OCpH2p+1, COOR10;
20 L a and b | 7 . ™
o ' : mdependently of one another 1,2,3 or 4, lt bemg possrble for one or
e - more H atoms to be replaced by F atoms R ' '
. ‘*l"—‘:'. R10H or CCH23+1 '

o -- _"’1 2 3 or 4 1t bemg possable for one or. more H atoms fo be replaced -

- byFatoms;

R‘l R2 R3andR4 o S , . :

B mdependently of one another 5- or 6-membered heteroaryl selected from the -
S e group con3|stsng of pyndyl |mxdazolyl pyrazolyl pyrrolyl tnazolyl tetrazolyl B
" .j_ 30 L S thlazolyl and oxazolyl B

or. . .




't oget her with the N atomto V\:hl ch they are bonded.a 5-, 6- or | -menbered -
ring; or Rll and R12 independently of one another COR14, CS?QS!W"Q)?OOQOZRM
‘R14 CgHZg+1 15 g or zero, lor 2; CkH2k+1l, OH, OCI H21+1.or NRL7RI8; 1,

'_2 3, 4,5, 6, 7 or 8, it being possiblefor one or nmore H atoms to be

replaced by .F atons; 1, 2, 3, 4, 5, 6, 7 or 8, it being possible for one
or nore H atons to be replaced by F aﬂpns I ndependently of one another H
~or. CH2m+l; .20 R1., R2, RBand R4 1, 2, 3, 4, 5, 6, 7 or 8, it being

~ possible for one or nore H atoms to be replaced by F atonms, and it being

- . possi bl re CH2 groups to be replaced by O or NR13,
i ndepen Fgénﬁ? %%n@ ‘{ﬂ;not her -Ch-SCS-R15, with zero or 1; R17 and R18 2

June 2006 mdependently of one another CONR11R12 or NR11R12;
R11 and R12 '
o _ ' independently of one another H, CeHze+1 CrrHopr-1:
5 e 1,2,30r4,
. ‘m. 3,4,50r6,
it bemg possible for one or more H atoms in the groups

CeHoe+1 and CHopr.q to be replaced by F atoms

or

10  RflandR12 | |
' independently of one another hydroxyethyl, N,N-dimethylaminoethyl,
'N-;N-diethylaminoethyl, pyrrotidinoethyl, N-methylpiperazinoethyl,
.,piperazinoethyl, morpholinoethyl or piperidinoethyl;
15 Ri1andR12
: ‘togetherAwith the N atom to which they are bonded a pyrrolidine,
piperidine, N-methyipiperazine, piperazine or morpholine ring;
or _ | |
S R11 and R12
. 20 o -  " independently of one another COR14 C%\ECONHRM CSNHR14 _

or 802R14
R chzgﬂ.f L BERR T

g - 1,2,3 or4 it be!ng possrble for one o:' more H atoms
to be rep!aoed by F atoms o L

R1 R2 R3 and R4 'l L SRR

1ndependently of one another OSO3H SO3H 802R1 5, or

“R15 CkH2k+1 ocngm or NR17R18 | R 7
Lo ' _k _' -1, 2 30r4 it belng poss:b!e for one or moreHatoms to be |
: .30 Lo R replaced byFatoms - B




43 ml1l, 2, 3, 4, 5, 6, 7 or 8, it being possible for one or nore H atons
in the group orH2ml to be replaced by F atons and for one o# Junsr 2006+

groups to be replaced by 0, CO CS or NR19; R19 HorCnH2n+l1l; n 1,2, 3o0r4;.

it being possible for one or nore H atons in CnH2n+l to be r epl aced by F' -
atoms; 10 15 R5 20 ".25, R6 30 or R17 and R18 together with the Natomto
which they are bonded a 5-, 6- or 7- ered ring; or R19 and a CH2 group.
of R17 or R18 together with the N atom ™ to which they are bonded a 5- or
6-menbered ring; H CpH2p+l, CssH2ss-1, COR20 or SO2R20; p 1, 2, 3, 4, 5,
6,7 0r 8 ss 3, 4 5 6, 7.0r 8, it belnggg)jossib'le for one or nore H atons

in CpHZp+1 R20 and lCssHesh 2 3¥ bt WWE bigyforoge orinasg Hrataresie bdd f or
more. Hoat Ené“.zngc;‘ﬁéﬁif TRy B | 2 s, 6.6, "7 or 8. Coreart:
N 'R17 and R18 T

_ independently of orie'another H, CmH2m+1, in which the first

| 5 - L i o ) | CHo group bonded to the nitrogen is replaced by CO and the

: | | second CHa group is replaced by NR19;

m 1,2,3,40r5,it bemg possible for one or more H
atoms in the group. CnHom+1 to be replaced by F
R o atoms;
10 "R19  HorCpHopst:
- | n 1,2,30r4;
it belng possrble for one or more H atcms in CnH2n+1 to be
_ : replaced by F atoms
L . or
15 - Ri7andR18
| together with the N atom o which they are bonded as-or
~ 6-membered ring; '
R6  H,CpHop+1, CssHass-1;

p 1,2,3 0r4;
7 20 B . ss 3, 4 5or6, it being. possrble for one or mo?ail? atoms in CpH2p+1 and
o o | | CSSHZSS 1 to be replaced by F atcms o |
. Re M, cngs+1 OCtH2t+1 or OCOR22;

K s and t

independently of drie';aﬁ"o.thér' 1.2,30r4;

Tt being p033|ble for one or more H atoms in CSH23+1 and OCtH2t+1
e to be replaced by F atoms | - o
Yo UR22 Gypyets
0 u 1,2,30r4; L
it being poss:ble for one or more H atoms in CuH2u+1 to be replaced

30 ‘ 'byFatoms




,NR21; R21 -Hor CrH2r+1; .1, 2, 30r4 it being possible for one or nore H
. atoms in CrH2r+1 to be repl aced by F atoms; H, F, O, Br, 12Juns006
-CddH2dd-1, OH, OCtH2t+1 or OCOR22; sand t 2 June 2006 |ndependently of one
another 1, 2, 3, 4,5 6, 7 or 8 dd 3, 4, 5 6, 7 or 8, it being possible
. for one or nore H atoms in CsH2s+1 CddH2dd 1 and OCtH2t+1 to be repl aced
by F atons; R22 CuH2u+1; u 1, 2,3or4; iggbeing possible for one or nore H
atons in CuH2u+l to be replaced by F atons; R7, R8andR9 i ndependently of
' one anot her -Ov-SOn+R23; 10 v zero or 1; w zero, 1 or 2; R23 CnnH2nn+1

: % R?—é pH2pp+1 or NR25R26; nn and. pp. independently of one
anot he 5 6, 7 or 8 15 M 3,4,5,6,70r8, it being possible

for one or noindebbédmofmr@uﬁﬂmerﬂsogﬂnw ok SOSREEPPH2pp+1 to be
repl aced by F atons; R25 and R26 20 3, 4, §H‘% 7 g? 8, it bei ng possible

~for one or noR23H aﬁﬁﬁlﬂzﬁ@q«hd}‘rﬁﬁ{b‘l@:ﬁﬁmJ@%phlz?,ﬁ&1md\lR25RQ@ZH22+l it
“bei ng pOSSIb|e for one or nore.

-nn and PP 7
5 L 7 |ndependenﬂy of one another 1, 2, 3, 4 or 5,
R rnm 3,4,50r6,
- it being possibie for one or more H atoms in ChpHonn+1.
CmmH2mm-1 and OCppHopp+1 to be replaced by F atoms;
| . Ro5andR26
10 B , independently of one another H, CN, CzHoz+1, in which the
' first CHp group bonded to the nitrogen is replaced by CO or
| CS and the second CHs is replaced by NR27

'z 1,2,3,4,50r6; |
it being possible for one or more H atoms in CZH22+1

.15 - _ " to be replaced by F atoms;
R27 Hor CagHoza+1;

aa 1,2,3 or4; _

it being bossible for one or more H atoms in
e '_CéaHzaa+1. tobe replacggﬁgi F atoms;
.20 0 vors
S R25andR26 S o T
: ;-3together wrth the N atom to whrch they are bonded a 5— or "f‘. : e
| ,,;-_";,6~membered rmg N e
| or L e e

Re7 and a Gy group of R25 or R26 together with e N atom -

LRl s o which they are bonded a 5- of 6-memibered fing; .
R‘? RB and RQ
' mdependently of one another NR3200R30 NR32CSR30 or NR32802R30




25 30 mdependently of one another H OCN or CzH2z+1, CzzH2zz-1; z
.1,2,3,4,5,6,70r8, R27 one or more CH2 groups to be repl acecQIéWE{)ZOC@O CS
to be repl aced by Fatons. and it being possible for or. NR27; H or
~CaaH2aa+1; -as .1, 2, 3 or 4; it being possible for one or nore H atons i'n
CaaH2aa+l to be replaced by F atons; or 2 June 2006 45 atons, and it being
possible for one or nore H atons in th§1 groups CccH2cc+l and CyyH2yy-1 to
be replaced by F atons and for one or hore or R7,R8andR9 independently of
one anot her. NR32COR30, NR32CSR30 or NR32SGbR30; .10 R30 H, CccH2cc+1,

CyyH2yy- 1, pyrrolldln r piperidinyl, in which rings a, CH2 group may be
repl aced by P 3(¥ Rézc'éﬁcbmﬁ ehMFFP"@‘"ﬂfOrd}Wf%'&lh'@rWW'gr

"ChH2h+1; bb 2 3 7 4, 5, 6, 7 8; h
1, 2, +3 4, 5, gr 'fi"(g éHQtQFB'éIPHbQSbgég?FH Orc?BY Eﬁ%;s nor e Hatomsolrn

o ChH2h+1 to.b ‘?-'iéf Bh&"ﬁ%% b Yr%e%%ndéﬁtlfgf one anotherH or ChH2h+1,
I e 1,2,3,4,5,6,7or8:
8y 34,5008
| h o 1.230r4; |
it belng possmle for ‘one or more H atoms in ChHop+1.to be replaced by F
atoms, and |t-be|ng possible for one or more H atoms in the groups
o CecH2ec+1 and Cszyy.1 to be replaced by F atoms and for one or more
- ‘id o (CHz) groups to be replaced by NR31 and for a (CH2) group to be repla'ced by
0O; S
 R31  H, CygHoiks1, CORE5 or SO2R6S;
Kk 1,2,3,004 |
S _ it being possible for one or more H atoms to be replaced by F atoms,
15  R65 H, CyxHoxsti
XX 1, 2, 3 or 4, it being possible for cne or more H atoms
to be replaced by F atoms;

or

_ - R31 _together with a CH2 group or R30 and the N atom to which they are
B | D jomtly._bor_lded form as-or 6-membered nn‘g,ﬁ‘ o
_dr o L S : :

"R30 a 5- or 6 membered heteroaromatlc system Se[eded from the group B
L z-’conSIStlng of pyrldyl :mldazolyl pyrazolyl pyrrolyl tnazolyl tetrazolyl,; :
L ,"thlenyl thlazolyl and oxazoiyi ' |

e 25 ) s e “;wh:ch are unsubstltuted or substztuted by up to three | e _
Sl -"."—'“‘._'J"‘_substltuents selected from the group consustmg of F, a Br 1, R
o -COOH200+1,NR70R71 o
‘R70and R71 - . .
S : o | _ mdependently of one anotherH CuuH2uu+1 or
s COR72; |
| SR 0 RI2 H,CpHowsti




(CH2) groups to: be repl aced by NR31 and fora (CH2Y roup to be repl.aced by
0; R31 R25 and R26 together with the N atomto which they ar2Jus6r98 a 5-,
6- or 7-menmbered ring, or R27 and a CH2 group of R25 or R26 toget her. wi th
the N atom to which they are bonded a 5- or 6-nenbered ring; H, CkkH2kk+1,
COR65 or S02R65; , 1, 2, 3, or 4; it being possible for one or nore H atons
to be replaced by F atonms,. R65 H Ogg2xx+1; xx 1, 2, 3 or. 4, it being
possi ble for one or nore H atons to be replaced by F atonms; or R31 forns
together with a CH2 group of R30 a 5-, 6- or 7- nenbered ring; or 2 June

2006 46 R30 a 5- or 6-nephe er , Zero
or 1 S atons and zero 0%1‘68%{‘@%’ @\}21 §% Wt{;f% qq}ﬁ%rd oé\l ?er tituted
by up to three substi tuiriieingpbssibledof omerot herd HaRnePMthelgragpsf F 4,

“Br, |, 10 15 CooH200+1, NR70R71; R70 and R71 independent|y of one anot her :
~H, CuuHuu+l and COR72; “@p 2|6$)+(1:V\ﬂﬂmﬁ|2uu+1 or CyyH2yy+1 to be Treplaced by F
| “ | | _atomns;
5 or )
R? R8 and R9

tndependently of one another H, F, CI, Br, |, NO2, CN, OH, NHp, CegHoee+1.
CwwHaww-1. OCfHoff+1, NR4OR41, CONR40R41, COOR42, COR42 or
o OCOR42; | |
- 10 _ eeand ff _
‘ - independently of one ancther 1, 2, 3 or 4;
- ww o 3,4, 501'6, 7
ot ‘bejng possible for one or more H atoms in the groups CeeHoee+1,
e ‘ : wa"’2v§w-1 apd OCtHogf+1 to be replaced by F atoms;
15 R40and R4
.  H, CitHpte1 or C(NH)NHy;
tt. 1,2,3,4,56,70r8;
it béih_g possible for one or more H atoms in the group CiiHott+1 to be
EI o replaced by F atoms; B '
et e . —
: -‘-‘._'1R4OandR41 S SR |
B “to be selected mdependenﬂy of one another hydroxyethyl 3
N N~d1methylammoethy1 N, N dlethylammoethyl pyrrolldmoethyi
N-methylplperazmoethyl plperazmoethyl morphohnoethyl or -

e ] lpendmoethyl
R40 and Ra1 e o
R together wnth the N atom to wh:ch they are bonded fonn afing selected
_ R S g from the group consisting of pyrrolldme plpendme N-methyl-- o
30 p|peraz|ne p|peraz|ne and morpholme L . o

- R42 Hor ChhHZhh+1




00, uu and wmdependently of one another 1, 2, 3, 4, 5 6, 7 or 8 it

" being possible for one or nore H atons in the . groups CooH20d4une 2908-2uu+1
or CWH2W1 to be replaced by F atons; or R7, R8 and RO independently of
one another H, F, d, Br, I, N, CN, OH NH2, CeeH2ee+l, Omv2ww1,

- OCFfH2ff+1, NRAORAL, CONRACR41l, COOR42, COR42 or 20 OCOR42, eeandff
“independently of one another 1, 2, 3, g3 5 6, 7 or 8 ww3, 4, 5 6, 7
or 8; it being possible for one or nore H atons in the groups CeeH2ee+l,
25 OmvH2 , -1 and OCffH2f{+1 to be replaced by F atons; R40 and R41 H,
CGtHtt+1 or C(NH)mI} , 4, 5, 6, 7 or 8; it being possible for
~one or nore H ato rfn th1elzgf3(ﬁ5p C1H2tt+1to be 30 replaced by F atons and

for one or nore CHjt e s%ibl@ﬁarbﬁ@'oﬁ*%@r Bat&mein tiAdr 647 10
R44 H or Cg9H2gg+1; 99. ?% 4, 5, 6, ?or 8; |’rt] bei r’oué 0SSi Iﬁ'%qfor one

. or nmore H atons mbé\mm@@by%lag,gﬂ to be repl aced by F atons, or R40 -

o and R41- ‘Wi th the N atomto which they are bonded a 5- or 6- menbered ring;

5 | ,_and t_he pharmaceutlcally acceptable salts thereof.

Particular preference is given to the use of compoonds of the formula | in which the
meanings are: |
, : R1,R2,R3and R3 - _
L 10 ~ independently of one another H, F, Cl, Br, OH, NHg, CaHog41, cycloalkyl with
3,4,50r 6 C atoms, OCphHop+1; | |
aandb.
in the groups C3H24+1 and OCyH2p+1 lndependently of one another
L '1,2,30r 4 it being possible for one or more H atoms to be rep!aced
5 byF atoms;
- or - ‘
R1,R2, R3and R4
independently of one another NR11R12;
RitandR12
20 independently of one another H, CeHzesz@;LHgm.
| " e 1,2,30r4,
~m. . 3.4,50r6, e
: rt belng possrb!e for one ot more H atoms ln the T
L d_f,fgroups CeH2e+1 and Crr”2rr-1 to be replaced by F - G o

7 e -"atoms
R11andR12 : B TN . )
togeiher WIth the N atom to Wthh they are bonded form a nng seiected
_ o from the group consrstmg of pyrrolldme plpendzne N- '
N '. 30 . methylp:perazme ptperazme and morpholme L

- Ol"_ |




2006 48 Rl, R, R3"and

R42 H or ChhH2hh+1; hh 1,2,3,4,5,6,70r8; it being possible fgr ong gr mor e
- Hatons in the group ChhH2hh+1 to be replaced by F atons; 0
-.pharmaceuti-cal ly acceptable salts thereof. 15 Preference is given to the
use of conpounds of the formula 1, in which the neanings are:
R1l, R2, R3andR4 i ndependently of one another, H F, C, Br, I, CN NO2, O—l :
NH2 CaH2a+1 ~cycloalkyl with 3, 4, 558r 6 C at ons, OCbH2b+1 COOR10;" 20
a and b independently of one another 1, 2, 3 or 4, it being possible for
one-or nore h atons to be replaced by. R10 .25 H or CcH2c+1l: 1, 2, 3 or 4,
It being possRifenkicRi®ne or nore H atons to be replaced by .F atons or
R1, R2, R3 andR4 i ndependently of one another 5- or 6-nenbered heteroaryl .
- selected fromthe igdependailyiofonearethenCORM4, GSR U LONHR 1dy CSNIHRN 4
. pyrrolyl., triazol y&rsbghquolyl 30 thiazolyl and oxazolyl; or 2 June

4 ‘i'hdependent |y of one anot her CO\IR11R12 or
"NR11R12;. R11 and - Fﬁ&;l nc@é}qfde,{itly of one another H, CeH2e+1, CrrH2rr-1;
1,2, 3or 4

5 , , g 1,2,3 or4 it being possible for one- or more H atoms
_ o . tobe replaced by F atoms; '
or

R1, R2, R3 and R4 | .
| independently of one another 0SO3H, SO3H, SOoR15;
10 . R15  CkHok+1 or NRI7R18;
o K- 1, 2, 3 or 4, it being possible for one or more H atoms to be
replaced by F atoms |
' R17 and R18
' -|odepen'denﬂy of one another H or CyHom+1:
15 o m 1,2, 3, 4 or 5, it being possible for one or more H
| atoms irr the group CmyHom+1 to be replaced by F
atoms;
or’
_‘ ‘_ S - R17and R18
| " 20 BRR . “ . together with the N atom to whrch*‘t@y;are bonded a 5- or

S 2 " 6-membered nng,
':R5;"-,_?"':";H Cp"’2p+1 Cf.ssH2ss-1 L
o p 1, 2 3or4 | , R ,
p : s e 3 4 5 or6 lt belng poss:b!e for one or more H atoms tn CpH2p+1 and
B s CSSH239-1 to be replaced by F atoms : B
o '_;-_'rész..,,,, H‘,’"CH3,‘ | | |
R7 R8 and RO

mdependently of one another OSO3H 803H or 802R23
e R23_. Cnn“2nn+1 orNR25R26
: 30 | o nn 1,2,3,_4_0!‘5,




3,4,5 or 6, it being p055|ble for one or nore H atons . in the gr oups

CeH2e+1 and CrrH2rr-1 to be replaced by F atons 10or R11 and 2 fgne 2 0 _

i ndependently of one another hydroxyethyl, N, N-dimethylam noethyi, N

N- di et hyl-am noet hyl , "pyrrolidi noet hyl,. N—nethylpiperazinoethyl,

5pi per azi noet hyl , nDrphoIinoethyI or piperidinoethyl; or Rl11 and R12
together with the N atomto which theysgre bonded a pyrrolidine, '

pi peridi ne, N-net hyl pi perazi ne, piperazine or norpholine ring; Oor Rl1l and
R12 i ndependently of one another CO R14, CS or JV2K14; R14 CQH2a+1l; 9 1, 2,

o R oSk g BB SRR PRI R SR
or R15 CkHzk+1, OOl H21+1 rgp a&@ﬁﬁgﬁat 1, 2, 3 or 4, it being p055|ble
e

~for one or nore H atons to be replaced By F atons; 2 June 2006 49 1 1, 2, 3
‘or 4, it being possRZﬂand&Qﬁone or rmre H atonms to be replaced by F atons;

RIZang RIS | ndependent | ¥ oloe SIS A00F HSE Ly IO R gF Gt i+ o which the'
5 - . | _ “first CH> group bonded to the nitrogen is replaced by CO or
' 'CS and the second CH> is replaced by NR27;
z  1,2,3,4,5006;
it befng possible for one or more H atoms in C;Hoz4+1
‘ | o be'replaced by F atoms;
10 R27 HorCagHagaii:
SR ~ aa  1,2,30r4
it being possible for one or more H atoms in
| CaaH2aa+1 to be replaced by F atoms;
. . or . ' |
15 -R25andR26 |
together with the N atorn to which they are bonded a 5- or
“6-membered ring,
or
L | | R27 and a CH2 group of R25 or R26 together with the N atom
R 20 SR : o to which they are bonded as- orﬁé“mbered r|ng, |
Or U o ‘ :
R?RBandRQ R N DLV S o S
: s L mdependently of one another NR3ZCOR30 NR3208R30 or NR32302R30
‘AQ&R

H OH CccH2cc+1 nyHZyy-1 pyrrolldmyl or plpend[nyl in whlch ) i

i '-rlngs a CH2 group may be replaced by 0 or NR33
S .";_‘i,A"-:R32 and R33 H CH3 or CF3, _f-__, S
GC 1 2 3 4 5 6 70r8 o

W 3 4 5or6; |




second CH2 group is replaced by NR19; m1l, 2, 3, 4 or 5, it being possible
for one or norerH atons in the group. C2m+l to be repl ace@IJB@/e 06,5t ons;
R19 H or. CnH2n+1; n 1,2,30r4; it being possible for one or nore H atons in
CnH2n+1 to be replaced by F atons; 15 or R17 and R18 together with the N

- atomto which they are bonded a 5- or 6-nenbered ring; R5 H CpHz2p+l
CssH2ss-1; p 1,2,30r4; 20 . ss 3, 4, Bgor 6, it being possible for one or
nore --ft atons in CpH2p+1 and. CSSH2ss-1 to be replaced by F atons; R6 H,
CSH2s+1, OCt H2t +1 or OCOR22; s and t independently of one another 1; 2, 3 or

4, 25 it bei | : ' A d 2t +1 .
be repl aced by CERERGbio R GREOMARRFFathR Al PR ERREIS A o one
or more H at oty Hp kBt Teblack ByPafifis andor dite br ARETCHS) diitpsABR S0

10 . 15 .
' ‘ replaced by NR31 and for a (CH2) group fo be replaced by O; -

'R31 _ H, methyl, ethyl, CF3, CHZCF3, acetyl, propionyl, methanesulfonyl or
5 -ethanesulfonyl; |
or | -
R31 together with a CHo group of R30 and the N atom to which they are jointly
~ bonded form a 5- or 6-mémbered 'ring;' ‘
_ or :
10 | R30  pyridyl, imidazolyl, pyrazoiyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or
| oxazolyl, which are unsubstituted or substituted by a maximum of 3
subétituenfs selected from the group cOhsisting of F, Ci, méthyl, ethyl,
trifluoromethyl, NHg, NHacetyl; | |
Cor I
15 R7,R8andR9
' | independently of one another H, F, Cl, OH, NHo, CeeH2ee+1: CurwHo2ww-1,
OCfngffH-, NR40R41, CONR40R41, COOR42 or OCOR42,

ee and ff

R ihdependently of one another 1, 2, 3 or 4;

200 ww o 3,4506, T
O - it being pbssible'for one or mofe H atoms in the groups CecHoeot1,

. Cuw foyw-1 and OCifHagf+1 to be replaced by F atoms; = . . ST
RA0andR41 - IR

SaT28 Tt A2, Bordy o

it "bginézpos_siblgz for one or more H atoms in the group CttHZﬁ.{-‘] tobe L
'-'rep[_ac;éd.byFatdms; B T P '
.or | :
' ~R‘40andR41_ o




R7, R8 and RO i ndependent |y of one another OSO3H, SOB8H or 802R23 R23

| CnnH2nn+1 CmmH2mm 1, OCppH2pp+1 or NR25R26; nn and pp |ndep% WQ% of one
~another 1, 2, '3, 4 or 5, mMm3, 4, 5 o0or 6, it being possible for one or

~nore Hatonms in ChnH2nn+1. CmH2mnm 1 and OCppH2pp+1 to be replaced by F
atons; R25 and R26 independently of one another H, CN, CzH2z+1l, in which
the first CH2 group bonded to the nitgpgen is replaced by CO or CS and
the second CH2 is replaced by NR27; z 1, 2, 3, 4, 5 or 6; it being possible
for one or nmore Hatons in CZH2z+1 to be replaced by F atoms; R27 H

o Canroaarl: 25 T ifepdnBbny of b ShaBP RSN Bl o RS ﬁ%‘ﬂ%@l‘#&@‘&mi "
the N atomto whicN N#tb@'thaiafnlboetﬂlgﬂ pyrrolidinbeth§d, Whﬁﬁlp@mﬂm&hy! R27 and a
I ch.they are bonded

:'S_Ig' g{)(r)ug %m%?eggm%'gg&ﬁyg g%h&%r%m byly of one anot her
- NR3ZCOR30, NB§2C8R30 .or NR32802R30 2 June 2006
_ 5 : R40 and R41 -
together W|th the N atom to which they are bonded a pyrrolidine,
- piperidine, N-methylpiperazine, piperazine or morpholfine ring;
R42  Hor ChnHorhet: |
| ~ hh 1,2,30r4
o 10 it being possible for one-or more H atoms in the group ChrHopp+1 to

be replaced by F atoms;
~and the phariiaceutically acceptable salts thereof.

o 15 " Very péﬁiculér preferénce is given to the use of compounds selected from the group-
- consisting of |
1)  N- [4-(6 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm~4—yl) phenyl]-
acetam:de ‘

L 2) | 4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl}-benzenesulfonamide;
207 3) 36, 8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin.4
X 4 4-(6, 8-dichloro-2-methyl- 1 2,3 4-tetrahydro-:soqu:nol:f;;?l-yl)-N N-dtmethy!-- o

L '».'.“_f-.benzenesulfonamde | . B
. ’\4—(4-bromo-phenyl)—6 8—d1chloro-2-methyl 1 2 3, 4 tetrahydrmsoqumollne
8] 4 {6, 8-dlchloro-2-methyl 1 2, 3 4-tetrahydro-lsoqumolm-4-yl) benzcnc acud U
":-(6 8-d|chloro-2-methyl 1 2 34—tetrahydro|soqu|nolln-4-yl)-N—ethyl-benzam:de ' e
| ‘;.4-(6'8-d|chioro—2-methyl 12,3 4-tetrahydr0|soqulnol|n-4-yl)-N-propyl-benzamlde : -
L 9) A6, 8-d:chloro-2—methyi 1 2 3,4- tetrahydro-lsoqumolm-4-yl)-N (2-d|methylammo-
L l"-ethyl)—benzamlde , R SRR
S | B '11.0) -6, 8-d|chloro-2-methyl-4-(4-morph0Im~4—yl-phenyl)—1 2, 3 4—tetrahydro:soqumo!me
e _': 30 _;_1'1.) [4-(6 8-d|chloro-2-rnethyl 1,23 4—tetrahydr0|soqu|nolm-4-yl)-phenyt]—d:ethyl-amsne
. 12) 6 8-dichloro-2-methyl-4-(4-piperidin-1-yl-phenyl)-1,2,3 A-tetrahydroisoquinofine;
_.:-13) '6B_d|_chloro-zjmethyl-4-(4-pynql_ldln‘1_-yl-phenyl)—1,2_,3,4 t_et_rahyd_rols'oqumohne, _

-yl)- benzenesulfohamide;




51 10 15 R30 H, OH, CccH2cc+1, CyyHyy-1, pyrrolidinyl or plgerld?@g%
which rings a CH2 group may be replaced by 0 or NR33; "
- -independently of one another H or ChH2h+1; <cc 1, 2,3,4,5,6,70r8; yy
.3,4,50r6; h 1, 2, 3 or 4; it being possible for one or nore H atons in
ChH2h+l . to be replaced by F atons, and it being possible for one or nore H
atons in the groups CccH2cc+l and Cywsyy_1 to be replaced by F atons and
for one or nore (CH2) groups to be replaced by NR31 and for a (CH2).group
to be replaced by 0; R31 H,.CkkH2kk+1, COR65 or S02R65; kk 1, 2, 3, or 4

{5, DAp Dol ORyeL (L Sydh LB S BRARET e oty 1

" be repl ace_cisogﬂllﬁolmems or R31 together with a CH2 group -or R30 and the N
o o B s Sy PrIVES A S st RIRE C et et oo
from t heg)ornYe 8chietabrd-2Methl- .2, 3 h-telPahydro-isSAMBINALY)-pHRAYRRiIneR70 and R71
5 17) 1-[4-(6,8- dlchloro-z-methyl -1,2,3 4~tetrahydro-1$oqumolm-4-y|) -phenyl]-3- '
propylurea;
- 18) 1-{4-(6,8-dichloro-2-methyl-1,2,3; 4-tetrahydro-|soqumol|n-4~yl) -phenyl]-3-methyl-
-thiourea;
- 19) —[4 (6, 8-d|chioro-2-methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-3-ethyl-
l10 - urea;
. 20) N-[4-(6-methanesulfonyl-2-methyi-1 ,2,3,4'-tetrahydro-isoquinolin-4-y|)-phenyi]-
- . acetamide; |
21) N- [4-(2 6 8-tnmethy| 12,3 4-tetrahydro-lsoqumolm-4-yl)—phenyl]—acetamtde
22) " N-[4- (6-bromo—8-chloro—2—methyl—1 2.3 4 tetrahydro-lsoqmnolm-4-yl)—phenyl]-
15 - acetamide: -
) 23) N-[4-(8-chIoro—2—methyl-6—pyrrolidin-1-yl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-
| phenyl]-acetamide;
~ 24) N-[4-(8-chloro-2-methyl-6-morpholin-4-yl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-
| phenyl]-acetamide; ' |
20 25) N-{4- [8-chloro-2-methyl—6 (4—methyi—plperazm- -yl)-1,2,3,4- tetrahydro-lsoqumohn—
o 4-yll-phenyl}-acetamide; o o
__'26) -'N-{4-[8-chloro-6 (cyclopropylmethyl-ammo)-z-methyl 1.2 34—tetrahydro— .. c
, | . lsoqu1nolzn+yl] phenyl}-acetamlde ' TP | . _
oo2n. 5-(6,8- dlchloro-z-methyl 1 2 3 4—tetrahydro-lsoquznolm—4—yl)-2-hydroxy-benzonc
. 25 ,jamd T e e L T e s
B 28)5 (6 8-d|chloro-2-methyl 1 2, 34—tetrahydro-|soqumol|n-4~yl)-2—hydroxy—N—methyl— _j --

R -,_.f"lf'_'benzamlde iR e e T Lo BT
ok :'.1?29)::}-'5-(6 S-dlchloro-Z-memyl 1.2, 34 tetrahydro-lsoqumo!m-4-y|) N~ethyl-2—hydr0xy~ -
--_--':-\‘benzamude § B : : ' S

-~ .30 30) 5-(6, 8-dlchloro«2-methyl 1 234—tetrahydro-lsoqu:nolun—4~yl)-N-(2-d|methyiammo-‘ : '
L i .ethyl)-2-hydroxy-benzam|de C ' IR




I ndependent|ly of one another H CuuH2uu+l or COR72; R72 H, C\/\H2er ‘a 5- or’
_6-nmenbered heteroaromatic system selected fromthe group cofdvRg % of
pyridyl, imdazolyl, pyrazolyl, pyrrolyl, trazolyl, tetrazolyl, thienyl,
t hi azol yl and oxazolyl, 2 June 2006 52 oo, uu and w i ndependently of one.
another 1, 2, 3 or 4; it being possible for one or nore H atons in the
- groups CooH2o00+1, CuuH2uu+l or CWH2w+lsd o be repl aced by F atons; Oor R7,
-~ R8 and R9 independently of one another H F, O, Br, 1, NO2, CN, OH NH2,
. CeeH2ee+l1. Q/wvHZv -1, OCffH2f{+1. NRAOR4A1l, CONRACR41l, COOR42, COR42 or

or 642|%1])be| fsés'Ftﬂ)i?rd'?gﬁaﬁﬁdﬁgﬁé’%géaﬁpipﬁg@&q'ﬁoqr}%’yé:r%gﬁgro&eH22e+£11 °
CWAH2ww- 1 mz@gﬂq.iguahmﬁb to be repI aced by F atom; RAO- and R41 H,
S CtHtt + 8; it being possible for

one . or 3 ‘I@Ci@ ér@cmiﬁr%%@fg}hﬂu&é ﬂtetrahndrpdswm@m%b)ophﬁn -atonms; -or

. 1R40 and RAaJcetam,de

R 33) 3-(6, 8-d|chloro—2-methy| 1.2 34—tetrahydro-lsoqumolm-4~yl)—phenylamme
_. '-34) 2-(6, 8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoguinolin-4-yl)-phenylamine;
K ~ 35)° N-[4-(6, 8-d:chlor0—2-methyl—1 2,3 4—tetrahydro~|soqu|no||n-4-yl) phenyl]-
| - propionamide;
.~ 36) N-{4-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro—|soqu:nolm-4-yl) phenyl]~
0 butyramide;
' 37) N-J4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
- . phenyl]pentanamide; '
38) N-[4-(6,8-dichloro-2—méthyl—1 .2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
_. - 'isobutyramide; | | : :
15 - 395 'N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2- -
. dimethyl-propionamide; |
 40) N-{4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin—4-y|)-phenyl]—
' cyclopropanecarboxamide; '
41)  N-[4-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro-:soqumolm-4-yl)—phenyl]—
20 . --cyclobutanecarboxamide;
o '4_2) "N -[4-(6,8-dichloro-2-methyl-1,2,3,4 tetrahydro-lsoqum%-yl) phenyi]-
S " o _cyclopentanecarboxamide e
S 43y N-[4-(85, 8~dichloro-2-methyl 1 2 3 4-tetrahydro-!soqumol|n-4-yl)-phenyl]~2 2 2o
o ;:;tnﬂuoro-acetamnde A O e e
25 . 44) N, 8-d|chloro-2-methyl-1 2 34—tetrahydro-lsoqumolm-4-y|)—phenyl]~1— EETT
S ﬂ"acetylp:pend:ne—4-carboxam|de B
45y :E.TN~[4-(6 8-d:chloro-2—methyl-1 2, 3 A4- tetrahydro-isoqumolln~4~yl)—phenyl]—
S .,'.'V__fi‘:f'_-}.".?mcotmamlde Sien SR o : :
46) N4-(6, 8-dlchior0-2-methyi-1 2, 3 4~tetrahydro-|soqumol1n~4—y|)-phenyl]-methane-
30 sulfonamide; . S LT .
- . 47) N-[4- (6, 8-d|chloro-2-methy| 1 2 3 4-tetrahydro—|soqumol|n-4-yl)- phenyl]-
: ethanesulfonamlde o : : - '




~to be selected independently of one anot her hydroxyethyl,, ‘

N, N- di met hyl am noet hyl , N, N-di et hyl am noet hyl , pyrrolldlnoet%s}i‘“e2006
h+nethy|p|pera2|noethyl pi per azi noet hyl , nDrphoI|noethyI or together with
the N atomto which they are bonded forma ring selected fromthe group
consi sting of pyrrolidine, piperidine, N nethyl piperidinoethyl; R40 and
R41 pi perazi ne, piperazi ne and norphol gge; R42 H or ChhH2hh+1; 2 June 2006 -
53 hh 1, 2, 3 or 4; it being possible for one or nore H atons in the group
ChhH2hh+1 to be replaced by F atons; and the pharmaceutically acceptable

, lts t N f .
the. for il ol N-BRfh e R-ELEL6 %@’%@’eﬂhﬁ%%‘f*%ﬁ%ﬁa%@“‘eﬁdim y
of. one anot y&{thnylFsulfamldB:, OH, NH2, CaH2a+1, cycloalkyl with 3, 4, 5 or

| ?nc?egteggght @g%b%‘a@hg’ﬁ%%ﬂ@ﬁthﬂ"n%& e@ﬁrag.yﬁfq_gggﬁﬁé % nél) S%r"_l)f'zlﬁr lone or

- more H at ongrdrfiorimifép! aced 15 by F atonms; or Rl, R2, R3 and R4
|ndependent y of one another NR11R12; R11 and R12 20 i ndependent!y of one ,
- anotbher 58) BBH6:S¢dRhlore-2-mettyy]-342,3 4~tetrahydro-lsoqumolln-4—yl)-phenyl]

_ butyramlde :
51) N-3-(6, 8*d|chloro-2-methyl-1 2, 3 4-tetrahydro-lsoqumolm-4-yl) -phenyl]-
_ pentanamlde :
. 52) N-[3-(6, 8-d:chloro-2-methyl 1,2,3 4-tetrahydro—1soqumolm-4-yl)—phenyl]-
10 - isobutyramide;
| 53) N-[3-(6, 8-d|chloro-2-methyl-1 2,3 4-tetrahydro-lsoqumolm-4-yl) -phenyl]-2,2-
o _dlmethyl proplonamlde ‘

54) N-{3- (6 8~dlchloro-2-methyl -1,2,3 4~tetrahydro-1soqumol:n—4-y|)—phenyi]-
o o _cyc!opropanecarboxamlde
15 55) N3, 8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumolm-4~yi)—phenyl]—

- -cyclobutanecarboxamide; - ‘
56) N-[3-{6,8-dichloro-2-methyi-1 ,2,3,4—-tetrahydro—isoquinoiin-4—yl)—phenyi]-
cyclopentanecarboxamide; ‘
_ 57) N-{3-(6,8-dichloro-2-methyl-1 ,2,3.4-tetrahydro-isoquinolin-4-y!)¥phenyl]-2,2.2-
20  ftrifluoro-acetamide; , | _
T 58) N- [3-(6 8-d|chloro-2-methyl 1,2,3 4—tetrahydro-|soqum9§"t4-yi) phenyl] -1- ‘_ _
acetylplperldane-4-carboxamtde o : : e
;:59)' N 3-(6, 8—d:chloro-2—methyl—1 2 3 4-tetrahydro-|soqumol|n-4-yl)-phenyl]

7w nicotinamide; | e R D LN S
25 _:\-;‘_'Bb)-’-‘;N-[S (6 8-d|chloro-2~methyl-1 2 3 4~tetrahydro-|soqumol1n~4-y[) phenyl]»methanew

S ,"'l._‘f"-'jﬁ;fsu!fonam|de IR N I S

N 61)N [3-(6 8-dlchloro—2-methyl-1 2 34-tetrahydro-|soqumolm~4-yl)- phenyl]- L '. R

',ethanesulfonam:de T ST S

SRR ‘:_".,62) N N'-dimethylammo-N [3-(6 8~dlchloro-2-methyl—1 234-tetrahydro-tsoqumohn-4- |

o 30 :_ :yl)-phenyl]-sulfamlde i . _ S
R 63) N—[2 {6, B-dlchloro~2-methyl-1 2 34~tetrahydro-lsoqu1nolm-4-y|)—pheny!]
- propsonamude R : - :




3,4,5 or 6, it being possible for one or nore H atons in tfg lgﬁ]go(%l
CeH2e+1 and. CrrH2rr-1 to be replaced by F 25 30 atons; fu 2

... together with the N atomto which they are bonded forma ring sel ected
fromthe group consisting of -pyrrolidine, piperidine, N nethylpiperazine,
pi perazi ne and norpholine; or 2 June 2006 54 R11 and R12 i ndependently of
one anot her COR14, CSR14, CONHR14, CSMHR14 or SO2R14; R14 CgHzg+l; g 1; 2,
3 or 4, it being possible for one or nore H atons to be replaced by F
atons; or Rl, R2, R3 and R4 independently of one another OSOBH SO3H,

 Soeraiofittrs BafES oltyly 24 oo e A-PIRTHRREIL o0 O
- one anot herbutyramidayH2m+1;, m 1, 2, 3, 4 or 5, it being possi bI e for one or
o more 3 65) N-{2-(6,8-dichloro-2-methyl-1 2 3 4- tetrahydro-isoqumol|n-4-yl) phenyi}- '
| pentanamlde : '
5 66) N-[2-(6,8-dlchlqro-2-methyl-1,2,3,4~tetrahydro-isoquinoiin-4-yl)-phenyl]-
- isobutyramide; : . | |
 B7) N2-(6, B-dlchloro-2-methyl 1,2,3 4-tetrahydro-:soqumolm-4-y|) phenyi]-2 2-
dlmethyl~proplonam|de
- 68) N-[2-{6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]—
10 cyclopropanecarboxamlde
69) N-[2—(6,8-dlchloro-2-methyl-1 .2,34-tetrahydro-isoquinolin-4-yl})- phenyl]-
, cyclobutanecarboxamide; ,
- 70) N-{2-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydroqsoqumolm-4—yl) phenyl]-
B : cyclopentanecarboxamide;
‘ ‘15 71) N~.[2~(6,8—d|chloro-2-methyi-‘! ,2,3,4-tetrahydro-isoquinolin-4—yl)-'phenyl]-2,2,2-
trifluoro-acetamide;
72) N-[2-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide; ,
73) N-[2-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)}-phenyl]-methane- ‘

20 suffonamide;
- 74) N-[2-(6, 8-d|chloro-2—meth3d 1,2,3 4-tetrahydroqsoqumng‘li'mw-yl)- phenyI]
. uethanesulfonamlde : oo
- 75) N' '-drmethylammo—N-[Z (6 8-d|chloro-2-methyl-1 2 34-tetrahydro-usoqumolm-4--~
oo ;."-yl)-phenyl]-sulfamlde LU e
25 76) 13, 8—dichloro-2-methyi-1 2,3.4- tetrahydro-:soqmnohn-4—yi)—phenyl]—3-ethyl— Can
_______ ,’_f_;':_“':‘.!urea R D e .~-_:';jj :
| "”-'_‘.7_73 REES (6 8-dichloro~2-methyl 1 2 3 4-tetrahydro-|soqumol|n-4-yl)-phenyl]-3-methyl- :
,_‘H’_-thlourea I : L Ll e i
78) 1-[2+(6, 8-d|chloro-2-methyl 1 2 3, 4 tetrahydro-lsoqumolln-4-yl)~phenyl]-3—ethyl—
.. 30 - urea; _

- 79) 128, 8~dlchloro-2 -methyl- 1 1243 4 tetrahydro—:soqumohn-4—yl)—phenyl]—3—methyl- o 'kf_: 3
S thiourea : ' e




atonms in the group Cr2m+l to be replaced by F 1l5atoms; or R17 and R18
20.together with the N atomto which they bonded a 5- or 6- n%HB@?%Qpﬁlng;

- RBH, CpH2p+1l, CssH2ss-1; p 1, 2, 3 or 4; ss3, 4, 5 or 6, it being possible
‘for one or nore H atons in CpH20+1 and 25C8sH2ss-1 to be replaced by F
atons; R6H, CH3; R7,.R8 and R9 independently of one another OS03H, SO3H or
S02R23, R23 CnnH2nn+1 or NR25R26; 30 6@ 1, 2,3,4o0r5, 2 June 2006 55 10 it
~be|ng possible for one or nore H atoms in CnnH2nn+1l to be replaced by F
atoms; R25 and R26 independently of one another H, CN or CZH2z+1, in which

ol v AT L I L SR
one or nor@hﬂenylﬁtﬂfamayﬂ-@!dﬁx%ih:atd -byirarpitaarid; by F atons; R27 Hor
gggggaa;@ W15 s ichigiop OBy b T2 Bl SheatoqheaR e H atoms in
phenylsulfamoyl]-4-methyl-th|azol-2—yl} acetamide;
5 82) -[4-(6,B-dlchioro-Z-methyl 1,2,3,4—tetrahydro-lsoquznoiih—4-yl)-phenyl]-‘i 2
- -dimethyl-1H-imidazole-4-sulfonamide;
- 83) N-[3-(6,8-dichioro-2-methyi-1,2,3 4«tetrahydro-lsoqumohn-4-yl)-phenyl]~1 2-
~ dimethyl-1H-imidazole-4-sulfonamide; _ _
- 84) N~[4-(6,8-d|chloro-2-methy!-1 ,2,3,4-tetrahydro-is_oquinolin-4-yl)—phenyl]_-5-ch!0ro—
10 1,3-dimethyl-1H-pyrazole-4-sulfonamide;
85) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro- |soqumoiin-4-y|)—pheny|]—5-chIoro-
 1,3-dimethyl-1H-pyrazole-4-sulfonamide;
- ..86) "N-{4-(6 B-dlchloro-2-methy!-1 2,3 4-tetrahydro-lsoqumolm-4—y!) phenyl]-5-bromo—.
.. thiophene-2-sulfonamide; | -
1 5_ 87) | "N-'[3-('6,8-di¢hloro-2-methy|—1 ,2,3,4-'tetrahydro-isoquino!in-4-y|)-phenyl]-5-bromo—
-th iophene-z-sblfonam ide;
88) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-C,C,C-
trifluoro-methanesulfonamide: | |
89) N-[3-(6,8-dichloro-2-methyi-1,2 3,4-tetrahydro—isoquindlin—4-yl)—phenyl]-C,C.C-
20 ‘tnﬂuoro methanesulfonamade
o 80) 4-(6, 8-dichloro-2-methyl-1,2, 3 4-tetrahydro lsqu|noI"9%;yl)—phenyI]-2 2,2
i ‘5tr|ﬂuoroethanesulfonamide | S '
o 91) "-3 (6 8-dichloro-2-methyl 1,2, 3 4-tetrahydro-|soqumolm-4—y|)-phenyl]—2 2 2—
ol trlﬂuoro-ethanesulfonamtde SR R
“g2). "%’N-ethyl- '-4-(6 8-d1chloro-2-methyl 1 2 3 4-tetfahydro-lsoqumolm-4 yl)—
:henzenesulfonylurea el e laealie . LR
93) .;2-chloro-5-(6 8-d|chloro-2-methyl 1 2, 3 4-tetrahydro-130qumol|n-4-y|)- .
R }_‘;:benzenesulfonamlde ST ' | :

SO 94) ‘"2-methyl-4-phenyl-1 2,3, 4 tetrahydro-lsoqumohn-B—ylamtne ‘

= ;307 - 95) -6 8—dlchloro-z-methyl-4~pheny!—1 2, 3 4-tetrahydro-|soqumoline o
7 96) 4-(8-amino-2-methyl-1,2 34-tetrahydro-|soqu|nolin-4-yl) phenol |
. 97) 8-methoxy—2—methyl-4—phenyl~1 2 3 4—tetrahydro-|soqwnohne '




15 or R25 and R26 together with the N atomto which they are_bonded a 5- or
6- menbered ring, or R27 and a CH2 group of R25 or R26 toget hngquq)pq he N

atom to which they are bonded a 5- orb tiered ring; or R7, RB and RO
independently of one another NR32COR30, NR32CSR30 or NR32SO2R30; R30 H, OH
- CccH2cc+l, . CyyH2yy 1, pyrrolidinyl or piperidinyl, in which 25 rings a CH2
- group maybe replaced by.0 or NR33; R3%3and "R33 H CH3 orCF3; cc 1, 2,3,4,
5, 6, 7or 8 yy 3, 4, 5 o0r 6; 2 June 2006 56 it being possible for one
~or nore Hatons in the groups CccH2cc+l and CyyH2yy 1 to be replaced by F

at ons f X - %@’HP by NR31 and for a
(CH2) mup@?%%ggnggpéfggﬁhél?ﬁ'ht (%léo%‘auhﬁ)hp-f@b ﬁF‘?HOlCF& CH2CF3, acetyl,
propi or8§9), 2r3-Amiec-@tmhethyl-13 4d:etrahﬂuh£m1yhohre4—yl)&31bnbbget her with a CH2

- & menool o Egmild o RethETe St Rdrindiunglnct yrmetyey phes v - O

Lr i azol 464) 2-AictAAc-Hhro-d Bhargl b, 301 1 Ircylso piﬁbﬁneare unsubstituted or . .

. ‘substituted by a maxi mum of su stlt nts selected fromthe group
. con§| stmaj bf amu@-z-metrwwl,z Sdtgtrahydrotisoquinalimed-yijbenixbe- 1\Mdidt yi ;

- 103) 2 .8-dimethyl-4-phenyl-1,2,3 4-tetrahydro-|soqumolme
- -104) 4- (3 4-dlchloro-phenyl)-Z-methyl 1,2,3.4- tetrahydro-:soqumollne
.'105) 4- (3.4-d|chloro-phenyl)-2-methyl 1.2,3,4-tetrahydro-isoquinolin-8-ylamine; -
| . 106) 4-(2.4-dichloro-phenyl)-2-methyi-1 2,3 4-tetrahydro-isoquinolin-8-ylamine;
- 10 | 107) 4-(3-chloro-phenyl)-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-8-ylamine;
| 108) 2,4-dimethyl-4-phenyi-1,2,3 d-tetrahydro-isoguinoline;
109). 2-butyl-4-phenyl-1,2,3 4-tetrahydro-|soqulnohn-8-ylam|ne
1 10) N-(2-methyl-4-phenyl 1,2,3 4-tetrahydro-lsoqumol|n-8—yl)-acetam|de
_ L 11 1) 7-chIoro-2-methyl-4—phenyl-1 2,3,4-tetrahydro-isoquinoline;
15 :'112) 8-chloro-2-methyl—4-phenyl—1 2, 3 4- tetrahydro~:soqum0l|ne
- 113) 2,6-dimethyl-4-phenyl- 1,2,3,4-tetrahydro-|soqumohne,
114) 6-chloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
~ 115) 6-methoxy-2-methyl-4-phenyi-1,2,3 4-tetrahydro-isoquinoline;
. 116) 2-ethyi-4-phenyi-1,2,3 4-tetrahydro-isoquinoline; |
.20 117) 2-methyl-4-phenyl-1,2,3 4-tetrahydro-isoquinoline;
: - 118)6 8-d1chloro-2—ethyl—4—phenyl—1 234—tetrahydro-rsoquﬂ%tme R o
o -_-‘1‘,119) 4-(4- bromo-phenyl)—ﬁ B-dlchloro-z-methyl 12,3 4-tetrahydro-|soqumol|ne; B o L
- 120) 2-methyl—4-phenyl-6 B-bls-tnﬂuoromethyl 12,3 4—tetrahydro-tsoqumolme ._-'5".‘ e
. _'!121) 6 8~d|chIoro-2-lsopropyl-4»-phenyl 1,23 4-tetrahydro-|soqumol:ne DR
: - 25 -;‘3'122) 5, 8~dtchioro—2—methyl—4—phenyl—1 2, 34 tetrahydro—;soqumohne P
: ,';"';123) 6 8—dnchloro—4a(4-ﬂuoro-phenyl)-2-methyi~1 2 3, 4-tetrahydro-1soqumolme 5 L
: ‘.'. _.'f"124) 6 8—dlchlor0-2~methyl—4-p—tolyl-1 2.3 4~tetrahydro-|soqumolme AT
' f_f;125) 5 6-dlch!oro-2~methy¥-4-phenyl 1,23 4-tetrahydro-lsoqumolme
R 126) 6 7-d|chloro-2-methyl—4»-phenyl 1 2 3,4~ tetrahydro-lsoqumollne
E 30 . 127) 8-bromo-2-methyl-4-phenyl-1,2,3,4- tetrahydro-lsoqumolme R P
1 128)6 8-dlchloro-4~(4-chloro-pheny|)-2-methyl 1,23 4-tetrahydro-|soqumohne S
. 129) 6 8- d|chloro@-cyclopropyl-4-phenyl 1 2 3 4-tetrahydro-:soqumolme B




or 15 Rv, R8 and R9 i ndependent |y of one another H F, O, 9—! QE%I
CeeH2ee+l OmvH2ww |, OCFfH2ff+1, NRAOR41, CONRAORAL, COOR4 22 din A2,
and ff independently of one another 1, 2, 3 or 4, 20 w 3, 4, 5o0or 6, |t .
bei ng possible for one or nore H atons in the groups CeeH2ee+l, CwH2-1 and
OCffH2ff+1 to be replaced by F atons; R40 and RA1 H, CttH2tt+l or
C(NH)NH2; . ft . 1,'2, 3 or 4;, it bei6&4 possible for one or nore H
atons.in the group CGtH2tt+1 to. be. replaced by F atons; 2 June 2006 57

" independently of one another hydroxyethyl, N, Ndinethylam noethyl,

N, N- di ety Qrgrﬁﬂglr@le (8, Qléﬁéfﬁbl‘od? rﬁ?&hgyi 2 HEEAN) d??%c@ﬁﬁ&ﬁ%&%—l’hem%l 1

pi perazi noet hyl ol i noeth i pet1’di noet’hy
" toget her wi atetahdddy at om to Whl ch they are bonded a pyrrolidine,

AR N C PR A A AR s
o oup’ Chthméﬂ;y;é,girﬁead@Qhﬁpeed by F atoms; - '
R 5 132) N-{4-(6, 8-d1chloro-2—methyl 1,2,3 4-tetrahydro-lsoqumolm-4-yl)—phenyl]-2—

o d:methylammo»-acetamde
_‘133) 2-amino-N-[4-(6 8-d|chloro-2-methyl—1 2,3 4-tetrahydro-tsoqu:nol:n-4-yl)-phenyl]—
proptonamlde
1 34) 2-amino-N- -[4-(6, 8-d|chloro-2-methyl 1,2,3 4-tetrahydro-|soqumol|n—4-y|) phenyl]-
1 0 °  butyramide;
' 135) 2,6-diamino-N-[4-(6; 8—dtchloro-2-methyl 1,2,3 4—tetrahydro—tsoqulnolln—4-yl)-

ee

. phenyl]—hexanam:de
JEaR 136) N-[4-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqu|n0||n-4-yl)—phenyl]-
LR . ¢ .pyrrolidine-2-carboxamide;
o "-'-:_15'- 137) N-{4-(B, 8-dzchloro-2—methyl 1,2,3 4-tetrahydro—lsoqurnolin-4-yl) -phenyl]-
isonicotinamide;
- 138) N-[4-(6, 8—dichlor0-2-mefhyl-1 ,2,3,4-tetrahydro-isoquinolin-4-y1)-phenyl}-1H-
pyrrole-3-carboxamide;
--139) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-fsoqu|nolm-4~yl) phenyl] -1H-

e 20 - -pyrrole-2-carboxamide; |
R 140) N-f4-(6,8-dichloro-2-methyl-1,2 34-tetrahydro-usoquﬁ:m-yl)-phenyu 1- methyl- o
| Plperldme-4-carboxam|de : o

-'-;:_-:;.‘.---'-:7_141) N-[4-(6.8- dlchloro-z-methyl -1,2, 3 4-tetrahydro-:soc{ulnolin~*4-yl)~Phemﬂl‘1 4'
R dlmethyl-‘lH-pyrro!e-2-carboxamlde T A R S
E j j142) N-[4 -(6, 8-d|chloro~2-methy| 1,2 34—tetrahydro-lsoqumohn-4~v1)-phen¥'1“4'"'"°" :

1H-pyrrole-2—carboxam:de ‘ S e D SINOCIEON
’143) N-[4-(6 8-d|chlor0-2-methyl-1 2 3 4 tetrahydro—:soqumohn-4-yl)~phenyl]—2 5- :
Ly dlmethyl -1 H-pyrrole—S-carboxamnde e
_ 7_:‘: 1 44) N- [4-(6 8—dtch|0ro-2—methyl~1 2, 3 A4- tetrahydro-lsoqu|n0I|n-4-yI) phenyl]-1 H-
s 30 S imidazole-4-carboxamide; - . : D
R '145) N-[4-(6, 8—d|chloro-2—methyl 1 2 34~ tetrahydro-lsoqu:nolin-4-yl)-phenyl] 1- o
s methanesulfonylﬁplpeﬂd|ne-4-carboxam|de ' -




and the pharnaceutical ly acceptable salts thereof. 15 Very partlcular
preference is given to the use of conpounds sel ected from t héJgp 6

‘consi sting of 1) _

N-[4- (.6, 8-di chl oro- 2- nethyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenylj-
.acetam de; 2)

- 4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetragg/dro-i soqui nolin-4-yl)-benzenesul fon
am de; 20" 3) 3-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nol
'-yi)-behzenesulfonanlde 4) 4-(6;

8- di chl ¢ ﬁrﬁf?ﬂlcﬂlo?o 3. rﬁefh?f ’i,@l:ﬁ',grtgfréﬁﬁﬂﬂ'|§'8(jxdzﬁol41~¥-ly) &Jlelﬂ'yﬁ'j@t hyl

benzenesu fo

- 4- (4- br ono-gimetiyiyHHBpPradolehd-aarbokamididty | - 1, 2, 3, 4- t et r ahydr oi soqui nol i ne;

4- (6, 8-djahl =2=net hyl

. e§ iy NGB hiator 25 st | 2. 3 eaipcariseauinglin-strhenylid - et h
.‘ y! (613 E23 3dﬁc¢ﬁoif%8§dénée¥)§9€‘wd@| | nj yl ) -N-propyl - benzam de; o
. tet Bahyt4&)i N0, Bsi|cmiom—9+meWyle1 2)3 4 Heinalaydradsoquinolin-4-yl)- phenyl]-3—

4-(6, 8-di cgﬂﬁro rr%?eylhl)“-pyrazbfé-tl-ca torx%mgro i soqui nol i n-4-y1)-benzoic aci d;

.- ethyl } benz

-6, 8- di cflg) }?-Swsidhﬁloﬁﬁ‘inélﬁylpmz341&%y&8%hd&n&luﬂ4§l)$ﬁeﬁ§rﬂ@bydr0| soquin

' .ol ine; 301

di chl oro-2 kalm!@@cgtatmdet rahydroi soqui nol i n-4-yl) - phenyl ] -di et hyl - am ne

S 12)

. '-6,'-8-'di B N36 -?_lﬁ{/l‘o_r%?-%g B]ybéﬂ :a‘i‘tntpygwqrﬁ)ﬁlgﬂ%"?gli"'ﬂ W) be?r@fl]r%\'hydr oi soqui h

~ ol #oe; 13) dimethylamino-acetamide;

- 6,8-dic ro- 2- met 4- rrd 1- pheny -1234tetrah dr oi soqui
~ nol i ne‘;'{%? Mmmﬂ&ggg Bfag:h%ro—2-methyl-1 2 g4-tetrahydro-tsoquxno{m-4-yl)-pheyny ]- aut.
6, 8-dichl orp(p& BN - 4- [4 (4- et hyl - pi pera2|n 1-yl) - phenyl ] -1, 2 3,4-tetrah
5

;*fydro- |squ|noI|ne
6, 85 di dlﬂ%ﬁeamumyﬁﬂaﬂﬁgﬂagichmq»ﬁangthymza 3 ddtetrahydriayidoqiinolintay)-pirenylL 6)

T 46, 8- dichl %ro jdret hyl -1, 2, 3, 4-tetrahydro-isoqui nol i n~-4-yl) - phenyl ani ne;
- 5.17) '

5 1 A s pprony |-
> g gyl( Ersgaw E?‘L-glah'}lﬁoﬂ\i-{@t@;ﬂ q@m&ﬁ @étﬁ%l{iﬁbﬁ&-@eﬂrmbf@qd%d}mﬂ ynphenyl}-3
-4-tet rahydpbeﬂﬂbﬁﬁxaﬂﬂmﬁen yl)- phenyl ]-3-methyl - thiourea; 19)

| é X L;‘;I (GI‘I:%) @3 @é@@lﬁ%—fﬂetﬂw% pacn B S KN AV DL )% pﬂenyﬁ/I )-phenyl]-3-
N- [ 4- ( 6- mephaokiding-RocyrboRamiichy! - 1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-pheny
B 155) N-[3- (6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyi]~
20 isonicotinamide;
' o 156) N-[3-(6, 8-d:chloro—2-methyl-1 2,3 4-tetrahydro-lsoqumﬁﬁrp-4-yl)-phenyl] 1H-
7 pyrrole~3-carboxamlde ' . AR ; S
157) N-{3- (6 8~d|chloro-2-methyi 1,2,3, 4—tetrahydro-isoqumolm-4-yl) phenyl] 1H- S |
pyrrole—2-carb0xamlde T PR T R PR R e
.25 "-5'158) N-3-(6, de!chior0~2-methyl-1 2 3 4 tetrahydro—:soqumolln»4~yl)-phenyl] 1-methyl— . f S
p:pendlne-4—carboxamtde S e e T T |
g _"'1 59) N [3-(6 8—dichloro-2-methw ‘l 2 3 4 tetrahydro-lsoqumol:n-4-yl)-pheny|] 1 4—
| = dlmethyl 1H-pyrrole-2—carboxam|de R T
R '1 60) N-[3-(6 8-d|chloro-2-methyl~1 2 34-tetrahydro-lsoqumolm-4~yl) phenyl]-4«-mtro—
o300 A H-pyrroie—2~carboxamade A - -
s .-';:161) N-[3-(6,8-dichloro-2-methyl-1,2, 3 4- tetrahydro-:soqumohn-4—yt) phenyl]—2 5- -
- dlmethyl 1H—pyrrole-3—carboxam|de




acetam de; 21)

N-[4-(2,6,8-trinethyl-1,2,3, 44etrahydro i soqui nol i n- 4- yl}ph&]%r]e%ﬂp@tam de;
22)

N-[ 4-'( 6- br onp- 8- chl or 0- 2- et hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl
]- 15 acetam de; 23) :

N-[ 4- (8-chl oro-2-net hyl -6-pyrrolidin-&gyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-
yl)- phenyl]-acet am de; 24)

N- [ 4- ( 8- chl or 0- 2- met hyl - 6- nor phol i n-4-y1-1, 2, 3 4-tetrahydro-isoqui noI|n 4-y

) - h
-N?(4p[8®%)|}% 0° Q'H@ﬂ r&%n@ﬁ %3?145?%%?})@{? r’1S c;lzn-4—¥t)£h$nylllt rahydro I soq
uinolin 4- ym]dazbwmhfmmdede 26)

N-[4-[8-chl oro- Ior met hyl - am no) - 2- et hyl 4tetrah dro-
i sng[ ﬂ&&),ﬁ\l[ﬁ(ﬁ?—d&rﬁ Pen yl=dh?2 tetrahy)dro-usoqumolm-ci-yl‘)—phenyl Y

.. 5-(6,8=di c%&hgngs@bp&lgéﬂél %F%'%Iborgﬁﬁgéo i soqui nol.i n-4-yl)-2-hydroxy-ben

zoic acid ‘methyl-1 2 3
4-tBtr aw |N)[3 @)&mitahidmopzmethylﬁfems 4-lf)trahydr(ni-usmqufnolm~4-yl) phenyl]~3,5-

Zm( gOBbgln;gLOr@lé(?1ﬁepyrzzole-42-éarbéxé§1¥c{ ahydro-i soqui nol i n- yI ) - N-(2-di met hyl-

9%6- (6, 9p8) fhf tﬁs&mrﬁyi-nietﬁyﬂ 4344 iétfaﬁydrdiyoauin%ﬂﬁw P9phBnfl-wH: 2 June

- 2006 59 cycl opent anecar boxamd
,N-[4 ( 6, 8- @yaTola-g-carbaxamyide; 2 3, 4- tetrahydro i soqui nol i n-4-yl)- phenyl] 2,

2,2 tr '1%%55’9[& @@-‘ﬂ?&ﬂl&%—&methyld 2,3 ,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3-
1_0 - trifluoromethyl-1H-pyrazole-4-carboxamide:
167) 1-[2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
o thiourea; _
. ; :168) 1-J4-(6, 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsoquano!m-4-yl) phenyl}-3-ethyl-
o : thzourea : :
15 169) 1-[3-6 8—d|chloro-2-methy1 1,2,3 4-tetrahydro-|soqu|nol|n-4-yl) phenyl]- 3—ethyl-
thiourea;
170) 3-[3-(6,8-dichloro-2-methyl-1,2,3 4~tetrahydro-tsoqumolm-4-yl)-phenyl] -1,1-
dimethyl-ures; ’
~ 171) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4»tetrahydro-isoquinolin-4—y|)—phenyi]—4fmethyi-
- 20 ' piperézine- 1-carboxamide; |
| .172) N-[3-(6 B-dlchloro-2-methyl-1 2,3 4-tetrahydro-|soquina%rﬁtl-yl)-phenyl]-plperldme— _ |
| 1-carboxamide; - - : R
- '_ -173) N-[3 (6, 8-d|chloro-2-methyl -1,2,3, 4 tetrahydro-nsoqutnolln-4-y1) phenyl]--
Tl ; morpholme«4-carboxamde : . , C e
: 25 7 -, ":'-174) N~[3-(6 8-d|chioro-2-methyl 1 2, 3 4—tetrahydro-lsoqumolm-4—yl)—phenyl]- . -l |
'_ pyrrolldme-1-carboxamlde BRI o P T
 '.'175) 3-[3-(6 8—d|chloro-2-methyl 1 2 3 4-tetrahydro tsoqumolm—4-yl) phenyl]-1 1- SR
- dlethyl-urea A . , .y S L
."'176) 1-[3 (6 B-dlchloro-z-methy[ 1,2,3 4-tetrahydro-lsoqumolfn-4-yl) phenyl] 3—methyl- o
30 urea; . | |
- 177) 1-[3+(6, 8-d|chloro-2-methyl 1,2,3 4-tetrahydro—lsoqu|nolm-4—yl)~phenyl]-3-(2- g
dlmethylammo-ethyl)-urea




lll\l-[4(68d|chlor02rrethyl 1,,2 '

3, 4-t etrahydro-i soqui noli n-4-yl)-phenyl]-1 31) 2 June 2006
N-[5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yi)-2-hydroxy-
benzoyl ] - guani di ne; 32) o T
N-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] -

~acetam de;

67 ~
533)3 (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl am

34) 2 (G s Ut ety 3 33 AR AL bRy sl - Pheny! am n

35) N-[4- (6, (&tmr@hk@fmaa.aqw hyda; 1, 2, 3, 4-tetrahydro-i soquinol i n-4-yl)-phenyl ]

36 &p'[ff?g(aié?-mﬁ Bxichioro2-mathyt1.2,324-tetehyro-isopuinelindonflohensih34- y1 ) - pheny)

}\i[io?gtér %dﬁyéy t-%w LTEa’S 4-t et rahydro i soqui nolin-4-yl)- '

N %“3”?‘??60?‘?"%”;2"““""'“‘ A et T anydr o Sequr il T A1) pemyl 1 -
~isobutyr am'ldé1 methyl-plpe cm/-tt-yb '

- 1539) '\Hﬁsj? @5 ﬁ@hﬁmhwreﬁnrégﬁeﬁw 2, é Petrettiyif-IQuoRn 45 ha}-7=(8- Y1 ) - pheny

- 11-2,2 propi onam

e 40)N—[4 (6c$natrwlarmno-mopﬁﬂ-ﬁyhemy2uﬂaa4 t et r ahydr o-i soqui nol i n-4-yl) - phenyl]

45)) ad&gﬂ}ndﬁﬂﬁp&gqch@m&meﬁma;ﬁ aélhtetrahydro |soqumolm-4—yl)¢phenyl

- .'Al)c o T3 AR AR Linetiwi-1 2.3 Atetratudrosisogrinolin o ABE YIS ) - pheny!
2@cycl obuﬁraaﬂ*rytﬁrﬁﬁwthﬁﬁ rﬂam -urea .

| N—[4 (6, 8-dichl oro- tetrahydro i soqu n liht4- f/é)(sphenyl]

N-[4-(6, 8- ghﬁ@t!hWan%o-rB?Eﬁ% upeaz 3, 4-tetrahydro-isoqui nolin-4-yl)=phenyl]

. ni-coti nam

N-[ 4 (GS&)dl—[Glf(Bcﬁ-dicﬂlole-tﬁqmleﬂM-Z 143 4-teblahinrisoquinein-4ng)- piﬁ'erﬁrly?,-)(Z-phenW] me
,thane 47) ?rlajé ggﬁghyﬁ-urea
115 1 85) 1-[3-(6 8-dichloro-2-methyl-1, 2.3 4—tetrahydro-|soqulnolm-4-yl) phenyi]- 3-pynd|n-
3-yl-ures;
186) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-3-pyridin-
4-yl-urea;
: 187) N-[2-(6, 8-d|chloro-2-methyl~1 2.3 4-tetrahydro-tsoqu|nolm-4uyl)-phenyl]-4-methyl-
. _'-20 . .piperazine-1-carboxamide;
- : ,188) 1-{2-(6 B-dlchioro-z-methyl 1,2 3 A- tetrahydro-:soqumm -yl)-phenyl]-3-methyli '
SR urea; ' ‘ o -
L '-"‘:189) 3- [2«(6 B—dlchloro-Z—methyI 1 2 3 4-tetrahydro-lsoqumchn-4-yl)-phenyl]-1 1- FETRE
dimethyl—urea e L = el T L
E 90) 3426, 8-d|chlor0-2-methyl-1 2 3 4-tetrahydro-|soqumolm-4—yl)—phenyi] 1, 1- | j .
| :'dlethy!-urea T e TSP
| ;-"191 ) N2+, 8-dtchloro-2-methyl-1 234~tetrahydro-lsoqulnolm-4-yl)-phenyl] plperldme- f
~1-carboxam|de SRR . S SR
A "_192) N- [2-(6 B»dlchtoro-z-methyi-‘l 2, 3 4-tetrahydro-:soqumohn-4—yl) phenyl]—
'.' 30 B morphollne-4-carboxam|de s |
R ..-'193) N-[2-(6, 8—dlchlor0~2-methyl-1 2 3 4—tetrahydro-lsoqumohn-tl-yl)-phenyl]—
pyrrolldlne-1-carboxamide '




N-[4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoquinolin-4 yI) henyl ] |
et hanesul fonani-de; 2 June 2006 60 yl ) -phenyl ] -sul f am de; 493June2 06
N-[3-(6,8-dichloro-2-methyl-1,2,3, 4-tetrahydro- |squ|noI|n -yl) -phenyl] -
_ propi.onam de; 5 -50)

N-[3-(6, 8- dlchloro-2-nethy|-1,2,3,4-tetrahydro-|squ|noI|n-4-yI)-phenyI]-
butyram de; 51) 68 '

N-[ 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n 4-yi)-phenyl]-
pent anam de; 52)

N-[ 3- (6152{?5&? é@@@%ﬁd@é Byljnethyhi,é 4tfairaﬁy:¥r%[|goc'ﬁir? u'-ﬂ i) ;51he Mlé_(ﬁhenyl I-

10 i sobu

N-[ 3- (6, 8- didipheth lgnﬁn(ﬁr@tﬁw)l.urba2 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2,
2- dlrrethl-pr0|ona _

N 34 ( 618 HNcIt §&d@h|%@1?ymeihyb132~3 A-tetraliygea-isongisglin-dart}-phenyfl-4-mgtavy | | -

~cycl opr opan
- N-[3-(6, 8- dﬁ@% or 0- &??%Qﬁni?@ 3, 4-t et r ahydr o-i soqui nol i n-4-yl ) - phenyl |
48) 5 196) N-[4-(6, B-dlchloro-2-methyl 1 2,3 4—tetrahydro-asoqumolln—4 Ze(l)-phenyl]-

. -:\II nN4 gbrrg;e%ga@ N—! 4- §6 8- d| chI oro - et hyl - tet rahydro i soqui ho
N [3- (6197}11-@4“ QB%é’hlBPd-ﬁ%?ﬂay@sl%énttsfréﬁyh&fﬂﬁé’odtﬁr?&fﬁﬁ% i Shichiyfia-midRgay! 1 -

cycl opent @necarboxam d
N-[ 3- (6, 8- dureal or o- 2- rrethyl 1, 2, 3, 4-t et rahydro-i soqui nolin-4-yl)-phenyl] -2,
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thane sul f onam’de;
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S dlmethylamlno—ethyl)-urea ‘
= 15 201) N-{4-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-|soqumolm-4-yl)-phenyl]-pupendme-
1-carb0xamlde .
202) N-[4-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro—asoqu|noI|n-4-yI) phenyl]-
morpholine-4-carboxamide;
| ~ 203) N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-.isoquinolin—4-yl)-phenyl]-
| 20 formamide; :
o '204) [4-(6, 8—d|chloro-2-methyl 1 2.3 4-tetrahydro-usoqum61%%yl) phenyl]-methyl- -
; -amine; S PPN
L .-_205) 1-[4-(6 8—dtch!om-2-methyl 1,2 34—tetrahydro-|soqu|nohn-4-yl) phenyl] -1 3- SR
[N | dlmethyl—urea ‘ : R o L
R 25 '206) N-[4 (6, 8-d1chioro~2-methyl-1 2, 3 4~tetrahydro—1soqumolm-4~yl)-phenyl]—methyl—4—
B methyl Plperazme—1-carboxamlde el . N ST

T 207) 1-[4-(6 8-d[chloro-2~methyl-1 2.3 4-tetrahydro-|soqumolln—4-yl)—phenyl]-1 3, 3
T tnmethyl—urea B S T T T T
f 208) N-[4-(6 8—d|chloro-2-methyl 1 2 3 4~tetrahydro-lsoqumo!!n-4-yi) phenyl]-methyl— :
30 ‘piperidine-1-carboxamide; . :
' g 209) N-[4-(6, 8-dichloro-2-methyl-1 2 3 4-tetrahydro-:soqumolm-4~yl)-phenyl]—methyl
' morphollne-4—carboxam|de




et hanesul f onam. de 62) N :
, N =di met hyl ani no- N-[ 3- (6, 8- di chl oro- 2-met hyl - 1, 2, 3, 4- tetrah%é!-l"'@g%qw nol i

n 4 yl)-phenyl]-sul fam de; 63)
N-[ 2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- |squ|noI|n4yI) phenyl']

. propi onam de; 2 June 2006 61 64)

N-[2-(6, 8-dichl oro-2-nethyl -1, 2, 34tq§gahydro |squ|noI|n4yI) phenyl ] -

- butyram de; 65)

"N-[2-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] -

N2 (ARG Rymethyy! 23 e ey ses gl Heny ) -

l sobut yr ami gigiolififke- 1 carboxamxde
N-[2- (6, 8-dichl oro-2-nethyl - 4-tetrahydro-isoqui nolin-4-yl)- phenyl] 2,

2o di met I T [ﬂ-@,gm pd%—mqjgyl 1’ 234tetrahydro-lsoqumohn-4- {)-phenyi]-3-(2-
N-[2-(6,. 8- tgf%n% rr&hgf“ %l)e&y?ufleé et rahydr o-i soqui nol i n-4-yl)-phenyl] -
0

. 10-cycl oprpane xam
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. cycl obut angféhboxa E
N-[2-(6, 8 Vo i-greth Wé'frﬁﬁ'}-l 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl) - phenyl] -
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N2 (2GR 2“%%*““'“ 3y eaydrosoquinatin eyl ) enyi -2
2,2 20 tri floomarnoideset am de 72)

NIz %‘?ﬂ?ﬁ?ﬁédlﬁh'egq”‘é éﬁwﬁﬁ %@*fﬁﬁv& A Qi SRA Nyt eny 1 - -

" N-}§8- (6, 8- dingiRkor o- 2 rret hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-ne-

"~ thane sul fonam de; N-[ 2- (6, 8- di chl or 0- 2- met hyl - 1, 2;
.3, 4tet r?é@a{-b%(@,%@cmw -sthyl-1 Bwtfafwmmq}lnmuﬂmenymethyl-

N ,N - d! newyljoﬁarhgor_%r[b%xgﬁ“@e di chl oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui ho

"-'I|n4

216) N-[3-(6, 8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqu:nolm-4-y!)-phenyi]—methyl-
SRR plpendme-1-carboxam|de -
:1‘5 " 217) 1-[3-(6, 8-d|chloro-2-methyl 1,2,3,4-tetrahydro- tsoqumolln-4-y!) phenyi]-1,3,3-

‘ - trimethyl-urea; ‘

218) 1-{3-(6,8-dichloro-2-methyl-1 ,2,3,4;tetrahydro-isoquinolin-tl-yl )-phenyl}-1,3-

dimethyl-urea; |

219) N-{3-(6,8-dichloro-2-methyi-1 2,3,4-tetrahydro-isoquinolin-4-y|)—phenyl]~methyl-
20 _ morpholme—4-carboxam|de

- 220) N-[3-(6, B-dlchloro-fz-methyl-1 2.3 4~tetrahydro-:soqumﬂ%ﬁﬂ-yl) phenyl] methyl~4-
MR methyl-p:perazme- -carboxamlde — .

i -:"-;{‘;221) 1-[3«(6 8-dlchl0ro-2-methyl-1 2 3, 4-tetrahydroalsoqumolm—4—yl)—phenyl] 3 (2- ;

T drmethylam:na—ethyl)—1 methyl—urea ’ R : o : ,:l
T 1.25'_"',";‘5222) 14366, 8-d|ch10fo-2-methy[-1 23 4—tetrahydro-lsoqu1nolln-4-yl) phenyl] 3, 3- S
dlethy! 1-methyl—urea e e T
.",;'_‘223) 2-drmethylam1no—ethyl [3-(6 8—dtch!oro-2-methyl-1 2 3 4-tetrahydro-130qumohn4—'-':1'
= N yl) phenyl]—carbamate RN L - :
R : _.'.,'_224) 2—d|methylam|no-ethyl [4-(6; 8-d|chloro-2-methyl -1 234-tetrahydro-|soqumo!|n-4~
o 30 yl) phenyi]~carbamate S S o
e 225) 2-d|methylam|no-ethyl [2-(6, 8-d|ch!oro-2-methyl -1,2,3 4—tetrahydro-sscqumolm-4-.i SR
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76) yl)-phenyl]-sul fam'de; 1-[3-(6,8-dichloro 2-nethyl-1,2,3;

4-t etrahydro-isoqui nolin-4-yi)-phenyl]-3-ethyl urea; °1- [3 %éynezoos

8=di chl dro-2=net hyl - 1, 2; 3; 4t et rahydr o-i soqui nol i n-4-yl ) - phenyl ] - 3- met hyl
t hi our ea;
.1-[2-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-3
~ -ethyl 79) ureas; 70 '
+1-[2-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-3-
met hyl thiourea; 2 June 2006 62
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81) N-{5-] 3- (:érb&nﬁtntehl oro 2- rrethyl 1,2,3,4- tetrahydro i soqui nolin-4-yl)-

- phenyl sul fanga/l } | -t hiazol - I‘i'r aceta

582) N- [ 42( beBLYA {6, éwddﬁ ieed-matoyl- 122é Iqtahvéwﬂwatﬁ-w&rphﬁnm—yl) phenyl
1-1, 2- d'“%@rﬁnﬁ Bt i m dazol e- 4- sul f onam de; ,
83) N-[3- (6, I chl of o- 2-net hyl -1, 2, 3, 4-t-et rahydr o-i soqui nol i n- 4- y1) - phenyl ]
- 1,25 dRes) ispprdpyh{3-(6, ﬂahcdﬂmo@-méthyinhﬁjmietrahydro-lsoqmnolm-4-y!)-phenyl]
84)N—[4(68 chloro 2--met hyl -1, 2, 3, 4-tetrahydro-i soqui nol i'n-4-yl)-phenyl ]
- -5-chi oro- ﬁ{g& nmet hyl -1 H-pyrazol e- 4-sul f onam de;

85)N—[3 odHiekdt - enyl ]
59) 1 [ 3286) SxmmpnEoTSI . diofofo S hSHANZ B-eRaRiEabduitordd)
86) N- [ 4- (6, ahmdhq:wbamtetet hyl -1, 2, 3, 4- t et r ahydr o- i soqui nol i n-4-yl)- phenyl ]

| 1oe) n 730) eyRRIER, 83!5&55%5?%%9?' 523 AP XBREYE ) - pheny

| ] -46 br ono- cdrbaardiene- 2- sul f onani de; 88)

"I\I—[4(68d|chlor02rret 3, 4-tetrahydro-isoqui nol i %phenyl] C,
CC tr?}%uﬁgpgtqpy{ [ﬁ@g@pmgra a'gethyl-1 2,3,4- etrahydro-lsoqumohn-4-yl¥-p enyl]-
carbamate

i: 232) 2 2—d|methyl-propyl [4-(6 8-dlchloro-2—methyl-1 2,34~ tetrahydro-isoqu|nolm-4-yl)—
.‘ phenyl]~carbamate : ‘
15 .233) ethyl [4-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydr0-|soqumol|n~4~y|)-pheny!]-
carbamate; .
234) (R)-N-[B-(G,8-dichloro—2-methyl-1 ;2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide;
235) (S)-N-[3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumol:n-4-yl) phenyi]—
.20 methanéesulionamide;
236) (R)-1 [2-(6 B-dlchioro-z-methyl-1 2,3 4—tetrahydro—lsoqnﬁhehn-#yl)-phenyl]-?:-
- ethyl- urea; i . : o ‘ R
:237) (S)1-2-(6, 8-dichloro~2-methyl 1. 2 34 tetrahydr0-|soqumolm-4-yl)—phenyll-3-' el
B ethyl—urea SR B T
SRt 25 : 238) N3, B-dlchloro-z-methyl~1 2 3 4 tetrahydro-isoqu1nolm-4—yl)-phenyl]—— B
LR acetamlde ‘ ' SR

'__ "":_‘239) 4—(3-bromo-phenyl)—6 8—d|chloro-methyl 't 2 3 4-tetrahydro-lsoqumolme SR
| i240) 1-[3-(6 8~d|chloro-2-methyl 1 2, 3 4-tetrahydro-isoqumoiln-4-yl) phenyl]—3 (2-—',;. S
- hydroxy-ethyl)—urea L T : o
30 .'241) ethyl 3-(6, 8-dlchloro-2-methyl 1.2, 3 4—tetrahydro-|soqumolm-4-yl)—benzoate _
ey 242) 3-(6,8-dichloro-2-methyl-1,2,3,4- -tetrahydro-isoquinolin-4-yl)-benzoic a_t:ld. .




89)N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i p- -y 8 phenyl ]
-C,C, C 20trifluoro-mnmethanesul fonam de; 2 Jun

~90) 4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolTh
yJ) phenyl]-2,2,2- 91)

.~ 3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t-etrahydro-i soqui nol i n-4-yl)-phenyl]-2, 2,
2 92) N-ethyl-N -4-(6, 8-dichl oro-2-nethyl - 1;
2,3,4-tetrahydro-isoquinolin-4-yl) t(fluoroethanesul fonam de;
trifluoro-ethanesul fonam de; benzenesul fonyl urea; 2-chl oro-5-(6;

8-di chl or o- 2- net hyl - 1, 2,3,4-tetrahydro-i soqui nol i n-4-yl)
- benzenesul fonam de; '94) 2-nethyl-4-phenyl -

3,4 tetéﬁ‘ﬁ@%drﬁ%bﬂ@élfﬂh&e}ﬁa@l@ B8its tr%'ééof
6, 8- di chl or 0- 2- net hyl - 4- pheny 2,3, 4-tetrahydro-isoqui noline; 96)

4-(8-amno-2-nmethyl-1,2,3,4 tetrahydro I soqui nol i n-4-yl)-phenol; . 97)

? gEtlg ce%titr:rﬁgm ;l)afi‘ CBlh Yefere'ncé 15 glvte%ttroatng%rs% G'fsc:% up'orL]l(rjlldlc; ré%lec%ed] o 1%006 63
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1063 46@' CD}' &r 8- chQl‘fg%lﬁ me‘ctrmt h%,|3,iteztrgfiydro:%&l%nxpnﬂ I)§IQ urbe/)ll Iennz%l |I am ne;_ ,
1‘1 (R R e Lo L S S e i e nﬁf'f‘%*é“’&‘“h@m A
_ ethyl)—benzar%{lde pheny! y q
15 8) 6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1 ,2,3,4—tetrahydr0§soquino!ine;
- 9) 4+(68-dichioro-2-methyl-1, 2,3 4—tetrahydro—isoquinolin-4—yl)~phenylamine'
10) 1-4-(6,8- dichioro-Z-methyl 1,2, 3 4—tetrahydro-|soqu1nolln-4-y|)—pheny[]-3-methyi—
thiourea;
11) 1-[4-(6,8-dichloro-2-methyl-1 ,2,3,4—tetrahydr&isoquinolih~4—y§)aphenyl]-3-ethyl-
20 o ~ ureg; :
- '_'12) " N-[4- (6-br0mo—8~chloro—2—methyl 1,2,3 4-tetrahydro |:6%qﬁnohn-4-yl)—phenyl]-
C. .. acetamide; ' : '
L 3) 56, 8-d:chloro-2—methyl—'l 2,3 4-tetrahydro-lsoqu|nohn—4-yl)—2 hydroxy—benzmc
.“_.'..',,‘,'_»acrd _ S SR ' o B P
14) "-"15-(6 8~d|chloro-2-methyl -1 2 3, 4 tetrahydro-lsoqumolzn-4-yl) N-(2-d|methylamlno-. | R
-?i_‘?fff';_.ff:ethyl)-Z hydroxy-benzam[de '_ SRR S PR i
. ) N -[3(6, 8—d|chloro-2-methyl-1 2 3 4-tetrahydro-asoqu:nolm-4-yl) pheny!]- -
"'-:f:‘i_acetamlde ' : - | |
R ":_-_ 16) 3-(6, 8-d|chloro-2-methyl -1,2, 3 4 tetrahydro-lsoqumol|n-4-yl)-phenylam|ne
: 30 - 17) ‘_2-(6 8-dichloro-2-methyl-1 2 3 4-tetrahydro-|soqumolm—4—yl) phenylamme
1 18) N-4-(6, 8—d:chloro-2—methyl -1,2, 3 4—tetrahydro-:soquanohn—4-y1) phenyl]- :
s proplonam:de '




- .renyl]

15 112) 8-chl or o- 2- net hyl - 4- phenyl -1, 2, 3, 4-t et r ahydr o- |squ|n9I|ne 113)
2,6sdinethyl-44phenyl-1,2,3,4-tetrahydro i soqui nol i ne;  114)29u ne 2006

.- 6-chl or.o- 2- net hyl - 4- phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 115)
6-nethoxy-2-nethy|-4-pheny|-1,2,3,4-tetrahydro-isoquinoIine; 116)

- 2-et hyl - 4- phenyl - 3 4-t etrahydro-isoquinoline; 20 117)

2-met hyl - 4- phenyl - , 3, 4-tetrahydro-i ggqui nol i ne; 119) .
- 4-(4- brono- phenyl ) - 6 8- di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne;
118) 6, 8-di chl oro-2-ethyl -4-phenyl -1, 2, 3, 4- tetrahydro i sodi &fm e; 120)

2=met hy ui nol i ne;

121) 6, gggl Q‘E‘? o- Q'Cﬁ?g%%'tﬂ)‘;‘? Mqo%ehyfé?%hﬁ%’z'z?%f’@'t"bg‘w%m‘gwﬁ?%&FPV
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.-di-chl oro 2-§iﬂ ﬁep tolyl-1,2,3,4-tetrahydro- i soqui-nol i ne; 125) -

+ 5, 6-di chl or o- 2- et hyl - 4- phenyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 126) -

6, 7-di cBllpr N-[ﬂ-(ﬁf&-dychlone-ﬁhm;hyl-l ZSQ-wtmayqu&dqmﬂomemphemw-. 128)

~ - 6,8-dichl oroth4 %él hl or phenyl) 2-nmet hyl -1, 2, 3, 4- tetrahydro I soqui nol i ne;

SA127) 8- br onB2" enyI 1,2,3,4- tetrahydro I soqui noline; 129)
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' rret1|®y| am noprapiinamide; 5h1|32) . | - i o :
2- - -
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- 2-am - no2dy- [M—[%-tﬁﬁﬁ-cﬂcldbfaaﬁe'né‘thym m 4Qte&a6ydkot|9®qtﬂ|wuf4ay!)qﬂmnylﬂgl in-4- yI) ph.-:,

:'_-{.‘ enyl ] . isobutyramide; ‘ ,
15 26) N-[3-(6, 8-dichloro-2-methyl 1,2,3,4- tetrahydro—:soquano!m-4—yl) -phenyl]-
, ~ cyclopropanecarboxamide; :
- 27) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclobutanecarboxamide;

- '28') N-[3+(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumolm-4—yl)-phenyl]-2 2,2~
. 20 ~ trifluoro-acetamide;
R . "2-9) N- -{3-(6,8-dichloro-2-methyl-1,2,3,4 tetrahydro-lsoqu:n%mul-yl) -phenyi]-1 —acetyl- '
___ Lo plperldme-4-carboxam:de o o L
o 30) N- [3«(6 8—d|chloro-2-methyl-1 2, 3 4~tetrahydro-lsoqumolln-4-yl)-phenyl]-
R mcotlnamlde R

'-}-‘-N [3—(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsoqumoltn-4~yl)-phenyl]-methane-‘-_{i_;

;,sulfenamlde R E O I DR SO

32 "f";‘N [3-(6 8—dtchloro-2-methyl 1 23 4-tetrahydro-lsoqu|n0hn—4~y|)—phenyl]-

_.,'ethanesulfonamlde o ,.: E o o

S 33) N' '-dlmethylammo-N [3-(6, 8-d:chlor0-2-methy| 1 2 3 4wtetrahydro-;soqumohn-zl-_

) 30 _yl)~phenyl]-sulfam|de o o o ,

o 34) N{2- (6 8-d:chloro—2—methy|—1 2 3 4-tetrahydro-lsoqumo!m-4-y|)—phenyl]- :
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- H pyr raﬂ)e Pt Hdichiorae?- nmmyl -1,2,3 4-tetrahydro—lsoqumol|n-4-yl)-pheny

-5 di net

10 but yram de; 135)

2, 6-di am no-N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4 tetrahydr.o- |%€Hﬂ%%99§|n 4-yl

' )- phenyl ] - hexanam de; 136) :
N-[ 4- (6,-8-di chl or o- 2- net hyl - 1,2,3,4-tetrahydro-|squ|nolln-4-yl)-phenyl]-
~pyrrolidine-2-carboxam de; 15 137)

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-t etg ahydr o-i soqui nol i n-4-yl) - phenyl ] -

i soni coti nam de; 138) :

- N-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1H
20 141)

N[ 4- (8- NG PIdIgEr Aynethybi g, 344%%‘(?%&#%?%%91{%89 Rhenyltyacafday i - 1,

4 pi pend| n w[b@naé‘grg@(arﬁwerol e- 3-carboxam de;  139)
- N-[4-(6,8-dichloro-2-nethyl-1,2, 3, 4-tetrahydro-isoquinolin- 4{}/3 rirr:elnyl] 1
-ethyl-

‘N-[ 4- (6, 8- dighl oro-2-nmet hyl - 1, 2, 3, 4- tetrahydro-i sogwn' * i'n
-yl - phenyllﬂ s hyl ,di nethyl -1 H pyrrol e-2-carboxan de; 142)

N- [ - (875- dj- W(%—Gr&lom@hﬁtﬁym 2334-t’etrahydro-lsoqmnohn YI)—phenyI]-S-methyl-
4et r ahydro-i soqui nolin-4-yl)- phenyl'] -nitro 1 Hpyrrole car boxam de;
'143) thiourea;

N4 (¢ o e AR e §aﬂ&@ﬁ@Vodfsaqhﬁ,%ﬂwaybneﬁylya)exmeny'1 2

prro car poxan d ‘
[4- (6, 8- direds] or o- 2- et hyl -1, 2; 3, 4-t et rahydr o-i soqui nol i n-4-yi)-phenyl ]-1

d 'e-@h@% ﬂ}?@%ﬁme%hﬁﬂ 243 A-tetrahydiprisgaviaglitidng) -Pheayilr%m%iﬁxhyu 1

i mi
[4
banesul fﬂqBM\Leam peridi ne-4- car boxam de; 2 June2006 65 146)
?4 6, 8-di-chl oro-2-nethyl -1

3, 4 48 r dh{iHd(8, 8ﬁhphlmr@|-2-methy!r1) 2 e tstrahy@raisoduinmlingd-yi)-
pyrazol e

[

”

[

(6, 8- (E’ﬁ ﬁ?‘éﬁ@')ﬂ(@g‘#ﬁﬁwﬁ‘fi E"%@%ﬂi"?&%&?&?‘%eﬂ soqui nol i n-4-yl ) - phenyl ] 1H

yr
gZOHEI i6HIGY0-2mietfyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)- phenyl]—1 2-
4- (6 dICh or 0- 2- met hyl - 1, 2 3 4- t et rahydr o-1 soqui nolin-4 y|) phenyl ] - 3-
dimethyl-1H- |m|daz e-4-sulfonamide;
.15 42) - N-[4-(6,8- dlchioro-2-methyl -1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]—C C C-
tnﬂuoro-methanesu_lfonamtde,
43) N-[3-(6,,8—dic’hloro-2-—methyl-1,2,3,4-tetrahydro—isoquinolin-4-y[)—phenyl]-C,C,C-
 trifiuoro-methanesulfonamide; |
44) N-ethyl-N'-4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinofin-4-yl)-
.20 benzenesulfonylurea; '
- 45) N-[4-(6, 8-d|chloro-2-methyl -1 2 3 4—tetrahydr0-|soqumﬁ'rﬁ”-ét-yl)-phenyl]-z-
o | _dlmethylamino-acetamlde B : :
46)  2 6-d|amino N- [4~(6 8-d|chloro-2-methyl 1 2 '3, 4- tetrahydro-lsoqumolsn-4-yl)— .

N-
H
N\
N-
H--
N-

2,
L py

o __phenyl]—hexanamlde _ o S R N L
. 47) N4 8—d|chioro-2-methyl -1 234tetrahydro-isoqumol|n-4-yl) phenyl]-‘[H- L L
B ,"_"_"__‘:»"j__"""_,'pyrrole-3-earboxam:de S T I TR s
| 48) N-[4- (6 B-dlchlor0-2-methyl-1 2 3 4—tetrahydro-:soqumolm-4—y!) phenyl]-1 methyl—
";gplpeﬂdme-ti-carboxamade R T
" ‘49)" N- [4-(6 8-dichloro*2~methyl 1,2, 3 4 tetrahydro-lsquInolln-4-yl)-phenyl]-1-.
o 30 a »methanesulfony[-plpendlne-4-carboxam|de o L '
o - 50) N-{4- (6 8-d|chlor0-2-methyl-1 2, 3 4~tetrahydro-|soqumolm—4-yl)-pheny|]—1 H—
pyazole-4-carboxamlde ' ' ' :




tr|fI uor oret hyl -1 H-pyrazol e-4- carboxan de; 149)

N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ| nol i n- @%’FQﬁ}Q@nyl] 2-
met hyl am no- acet am de; 150)

N[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4 t et rahydro-i soqui noI|n 4-yl)- phenyl] - 2-
10 di net hyl am no- acet am de; 151)

. 2-am no-N-[ 3- (6, 8-dichl oro-2-nethyl -1,24 3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyl ] - propi onam de; 152) -
2-am no-N—[3 (6, 8-dichl oro 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-ph

enyl ] - Y540 g 0-

2, 6-di am no %’% %&@ é&; ethgl }2{,%{%htﬁrallycgo\g,sglqtfln?hn-‘thyc}rphe é’ngui nolin-4-yl
) 20 phenyldqeth\QMamabeiamW)
ot ol iR Rmat1 3.3 SR sSod a5k Shemyiia. P!

_N-[3(68 SR 234tetrahydro|squ|noI|n4yI) phenyl]
~.isonicoti n;Hm %h%@ﬂ@é{%f@ﬂ?% 8-di chl oro. 2- net hyl -
. 2,354- tfﬁ)r éhgdmm—l\ls[ﬁe(ﬁ 8-didhintes2-inetind ty2 B%tdﬂat&ﬂ)o—mohair(oﬁn& ylb—phémy!]}

2rvet hyl - t et rahydro-isoqui nolin-4-yl)-phenyl]-1H
“pyrrole- 3 dH?B'BQﬂ ‘iﬁ'a pyrrol e- 2- car boxani de; 158) N-[3-(6

&di chl o5~ &aﬁﬁﬁwN-[é,(%;@di%hlcﬁarzam&mm2QWtéwhyarcﬂrsbau%ﬁmwiyﬂmémmyI
. pi peri di ne=4-car boxam de;
-"N—[3 (6 8- diugyreande;2- net hyl - 1 2 3, 4-t et r ahydr o-i soqui nol i n- 4-yl ) - phenyl ]

N3 TP SR A#%?éetfamrmawtnﬂ%%vﬂpheny|] .

ni go 1 Hrphlenyl!]-aeian@mmam de; 161) N-[3-(6;
~ 8-dichl oro-2 4tetra2¥dr0150qumo||n 4‘2/(% yl]-
 di et hyﬁﬁJl qu% 8151'@1l<3£0c%~rnb%ﬁaaln1 g3 4-detrainerodgamiuinolin-4-yl)- phenyl] 1-methyl-

... piperidine-4-carboxamide;
-':.-57) AN-[3 (6, 8-d:chloro-2-methyl—1 2 34—tetrahydro-lsoqu1nohn—4-yl) phenyl] ~-1H-
. imidazole-4-carboxamide;
15 58) -N{3-(6,8-dichloro-2-methyl-1 ,2,3 A-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
~ methanesulfonyl-piperidine-4-carboxamide;
- 99) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin¢4-yl)~phenyl]-3,5-
'dlmethyl 1H-pyrazole-4~carboxam|de
oo -60) N-[3-(6, 8~d|chloro-2-methyl 1,2 34—tetrahydro-|soqu:no!ln-4-y§) phenyl]-1H-
.20 - pyrazole-4-carboxamide;
L 6"1)‘ 3-[3-(6, 8-dlchloro-2—methyl -1,2,3,4 tetrahydro~|soqulngﬁmtl—yi)-phenyl] 1,1-
L -_:dlmethyl~urea , S T
: 62) - N{346, 8~d|chloro-2-methyi 1.2, 34 tetrahydro-:soqumohn-4—y|)-phenyl]-4~methyl—- -
S _,._-,r.f::-plperaZ|ne-1-carboxamtde ‘ o o : L
':":::f.?‘63).;if_'_".;N-[3 (6 8-dnchloro-2-methyl 1 2 3 4-tetrahydro-|soqumohn—4-yl)-pheny[] plpeﬂdme- .

-'1:-carboxam|de _ AT e
N [3-(6 8-d|chloro-2-methyl 1 2 3 4—tetrahydro-lsoqu1nolln-4—yl) phenyl]—- =
SRR ___.:morpholme-zt-carboxamlde St 2 S
_ 65)N [3-(6, B-dlchloro~2-methyl 1,2,3 4 tetrahydro-lsoqu:nol:n-4—y|)-phenyl]-
g 30 pyrrolidine-1-carboxamide; o . | | o
"+ .66)  33-(6,8-dichioro-2-methyl-1 234-tetrahydro-lsoqumolm-4-yl)-phenyl]-’l 1- e
. .diethyl-urea ' -




66 162) _
N-[ 3- (6, 8-di chl oro- 2- net hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 2 . 20ny| -1 .
~ H ‘imdazol e- 4- car boxam de; 163)

- N[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- t et rahydr o-i soqui nol i n-4-vyi) - phenyl] 1-
met hanesul f onyl - pi peri di ne-4-carboxam de; 5 164)

QH;@BZ'ZmZ

mer—\

nvapzhwhazﬁéaz

[3-(6,8-dichloro-2-methyl-1, 2,3, 4-t gkr ahydr o-i soqui nol i n- 4- yI) phenyl ] - 3,

di rret hyI -1 H pyrazol e- 4-car boxam de; 165)

[3-(6, 8-dichloro-2-nethyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H

4- d

P2 Z%e&. G LI DRI ——— Pyl ncihuhy | | -
trifl uor pagt hyi -1 H pyrazol e- 4-car boxam de; 167) 1-[2-(6;

di chl oro-2-nmet hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl ) -phenyl ] - 3-et hyl -
iour &68) 1u[§ (ﬁ%)ilchloro-Z-methyl -1,2,3,4-tetrahydro-isoquinolin-4-yl)-pheny(}-3- -(2-

le EGt r81| 6{”‘8 yaﬁlnggbﬂyur .2, 3, 4-t et rahydr oai soqui nol i n- 4- y|) phenyl] - 3-
tLél (%t%ljl git r x%ﬁmﬁgdmliﬂﬂetﬂwﬂ 1 B3 4-fefrahpdvodisBquin8aung)-pRerdyps) - phenyl ] - 3-
[g (6, 8- dﬁe&fﬁhwl@mmﬂ-uf_ﬁ@ 3,4-tetrahydro-i soqui nol in-4-yl)-phenyl ] -1,
5 (€O drH B3 DRty 23 4 PP PSPPIV TSI PO - phenyl 1 - 4-
thy| - 205 trahy@-upl,&aﬁ-tlcm-hm@m de 172) ‘

[3 i chl or ﬁ t et rahydro-i_soq
1y A BB Rion e el e ahyarpaFoQUInOI-4-y1-phenyl}-1-mefhyt-
6, 8- 4-tetrahyd I 4-yl h I
ol G e e BB yided, 41 ot Loty dlot Sogu oL YA P
-tet ré’ﬂydBe{3+(6;ﬁqdlchtdro-|2-m<a§t1yl-pIﬁamyll-t]atraﬁﬁc)ro-lsoqumol:n-4—yl) phenyl]-1-(3- ‘
3-(6, 8-
Eetgahyd %H%W'HB'IH“?P%{ }‘I"S‘E’?[Bﬁéﬁ??i 1,1 pyrrolidine-1-carboxam de;
6).- 3-[3-(6 8- dlchlor0-2-met fl -1 2 3,4-tetrahydro- lsoqumolln-tl—yl)-phe II] -1~ (2-
- [ 3- (6 -dichl or o- 2- net 3,'4-t et rahydro- |squ|no I n- - phenyl ] - 3--
thyl di edmthulﬁeaﬂwl@éH methyi -urea;
8- (92@ q[g %%&9’ cﬁro?g'zﬁ%‘. t'h%f!-?,"z,%,ﬁ«t&ﬁ'&ﬁﬁmﬂsgqmﬁ&%u' y?)l'-ﬂ)rpénﬁlyé-{ﬂ-p henyl] - 3"-

~dimethylamino-propyl)-urea; ‘
- 78) 1-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin#—yl)—phenyl]—S-(z-
methoxy-ethyt)-urea;
\ 76) - 1-{3-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro-:soqu;notln-4-yl)-phenyl] 3-pynd|n-
) 20 . 3-yl-urea; | - . _
s A77)' 1-[3-(6, 8-d|chloro-2-methyl -1,2 34-tetrahydr0-|soqum§§|ﬁ-yl) phenyl]-3 pyrldln- o .'
| -‘“-4*y|*urea ' : . L T B : .
-.-':? 78) "-g"-N~[2-(6 Bﬁdlchloro-2-methyl 1 2 3 4—tetrahydro-isoqmnol:n-4-yl)-phenyl]-4—methyl- o
. ."'.._‘:-"paperazme-‘l-carboxamlde SR

) 25 y i -[2-(6 8-dlch!oro-2-methyl 1, 2 34-tetrahydro-lsoqumol1n-4~yl)—phenyl]—3—methyi-- S

, N .urea iR e e T T e e T e
e 80) 1= [2-(6 8—dlchlovo-2-methyl 1 2 34 tetrahydro-lsoqu:nolm-4—yl)—phenyl]-3-(2—- SR
o . i:‘_"_:‘"damethylammo-ethyl) area; - T LT AR o
: 81 ) "N [4-(6 8-d|chloro~2-methyl 1,2, 34~tetrahydro-lsoqumohn-4-yl) phenyl]-4-methyia L
.30 _plperazme-1—carboxam|de | : . SORRR ' S
U 82) 1-[4-(6, 8-dichloro-2-methyl~1 2 34-tetrahydro-lsoquanolln—4~y|)—phenyl]-3-methyl-
' urea '




dlnethylan1no ethyl)-urea; 2 June 2006 67 178)

1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ|noI|n 429WW3%“5hyl] 3-
(tetrahydro-furan-3-yl)-urea; 179) 1-[3-(6, 8-di chl oro-2-net hyl -

2,3,4- tetrahydro I soqui nol i n-4-yl)-phenyl]-3- (tetrahydro-pyran-4-y|)-urea;
5 180)

3-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t ¢fg ahydr o-i soqui nol i n-4-yl ) -phenyl ] - 1-
met hyl - 1-(1-net hyl -pi peridin-4-yl)-urea; 181)

3-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1-

RNt X SRR REY i A i Bt MR- phenyl ] -1

[
2- 10 di mhbHybora- et hyl ) - 1-net hyl -urea; 183)
[3-(6,8-dichl oro-2-methyl-1,2, 3, 4-tetrahydro-isoqui nol i n- 4- i ) - phenyl ] - 3-

- (
1-
(3- di rﬁé‘t)hﬁl- niGserd Wf@-nﬁl@é—‘i a,@,ﬁ,—tetrahydro—:soqulnolm-4-yl)-pheny -1,1-
1-[3-(6, 8- H’]q{ 2-met hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl ] -3--
- (2- rrethoxy e y@brea 15 185)
: éyrl d{( ?Sgodh[gt(lﬁqﬁ-glrc?;dm@maﬁyl-a 33 4-tetiahgtitslisoquiotinidd)-bRedyl)-B3)(2pheny| | - 3-
. . 1-[3- (5, 8 HP%%YWDQ' }Tb'%eai 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]-3
o -p

yri di ~

LYot {88 R e aRindBh methyit 23 Htetrahydrarisoquinoin L phoml ) penr) .

met hyl 188)0rphplﬂ1€(—6—c@dmbxanmdep 2-nmet hyl -1, 2, 3, 4- tetrahydro i soqur -

o-yl)- r am, de; . urea [2(6

o) Kiz4@(7@f"%f?‘%P’@“%ﬁ%ﬁﬁif%ﬁ%ﬁ&?ﬁﬁ%ﬂf'}?"M/!'}Pglﬁew}

di gget hyl - @irfrimidé90) 6

8-di chl oro- 2- nethyt 1,2, 3,4-tetrahydro-isoquinolin-4- Y phenyl

di-et hy 88)r Hx(6, §§11<;hloro-2-methyl -1,2,3,4-tetrahydro-isoquinolin-4-y )~phenyl]-me yl-

N-[-2-(68- dhﬁmé)ro 2 net hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] p|p

eridine .

89) N-[3-(6,8- dtchlor0~2—methyl 1,2,3 4—tetrahydro—lsoqu1noltn—4—yl)—phenyl]- '
- .+ formamide;
"5 . 90) '[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
‘ amine; '

91) 1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,3,3-
) trimethyl-urea; .
92) 1[3-(6, 8-dichloro-2-methyl-1,2,3,4-tetrahydro- |soqumolln-4—yl)—phenyl] -1,3-
20 .dlmethyl-urea ‘

L '93) N -[3-(6, B-dlchloro-Z-methyl 1,2,3 4-tetrahydr0-|soqumﬂﬁ?ia4-yl) phenyi]—

: ;:morphollne-4-carboxamlde T S _
L 94) N3, 8-dichloro-2-methyl-1,2, 3 4-tetrahydro—lsoqu1nolln4~yl) phenyl]~methyl—4-
o . methyl plperazme-1-carboxam|de | o R R

.25 9By 57'31[3 (6,8-dichlorg-2-methyl-1,2,3 4-tetrahydro-|soqumohn-4-yl) phenyl]-3—(2— o

V‘___i..jfi:".:d:methylamlno-ethyl)—‘!-methyl-urea . : A S
3 6 ";‘-;2-d|methylamino-ethyl [3-(6. B-dlchloro-2-methyl 1,2 3 4-’cetrahydro~|soqumohn-4—j -' v
S f_-y!)—phenyl]-carbamate o B e S L 7
97} ‘2—dsmethylammo-ethyl [4-(6, B-dichloro-z-methyl 1 2 3 4«tetrahydro-|soqumohnA— _' B
- 30 ) - phenyl}-carbamate; | SR L T
. 98) 2-dimethylamino-ethyl [2-66. B-dlch!oro-2-methyl 1,23, 4- tetrahydro-lsoqu:noisn-4-
o yl) pheny[]-carbamate | | SR




- 1- car boxam

. 192) . N-[2-(6, 8-dichloro-2-methyl -1, 2,3, 4-t et r6hydro-i soqui nof Hwe42GA6) - pheny
|1 niorpholine-4-carboxam de; 193) :

N-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]

pyrrolid ine-1-carboxam de; 2 June 200? 68 194)

1-[2-(6,8-dichloro-2-nethyl-1,2,3,4-te ?ahydro-i soqui nol i n-4-yl)-phenyl ] - 3-

(2- di met hyl am no-ethyl) - urea 195)

N-[4-(6,8-dichloro-2-nmethyl-1,2, 3, 4-tetrahydro-isoquinolin-4-yQ phenyl]-4-m

et hyl - 88 em&zhsﬂ@{ @atﬂtﬁhlsamr?deethsl-w@ 4~te¥fahydr0-lsoqumohn-4-yl)-phenyll—

N-[4-(6, 8- fla2-methyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl]

pyrrolidine- car%oxam de; 197)

" 1- Eﬁ |(6189)tﬁl%bf 8)-0-3-(6;8-ljdhidro2-thethylet, Zﬂy-detﬁahyﬁﬁﬂ-wwﬂinbﬁnﬂt-w-bhahwy| ]-3-

met hyl - urea :

-' 98
© 3-[4-(6, 8- dP@HTQﬂ%UEOWW--l 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl ] -1,
1-- 10 o
Xy (‘é*%ﬂdﬁgg ST AT GctoR 3 e 1% 3 ety dmasoinolin 0oL sy | )
1~ di et hyl -athgare200)
L ot R B R Sty gt oduislin A phonyil o ¢ o 1
N-[4-(6, 8- tiyahrhgrethit grmégyl-l 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-pi
- peridine car boxam

N 4h( |61 0@3 @itted |3oéﬁa8@1¢mm-mﬂylﬂ,a3t%tetm»&msmqml|nd|~ylhhen;q¢atephenyl ]-
N0 085 3 BB URAIGBLAMeI 2 3 g-tetahydrersaqyinalis iy NBenzeiE 4619 pheny! ] -

20 formam de; 204)

oo [4-(6, 8- |chI -net h 3, 4-tetrahydro-isoqui n*ol ~n 1) -phenyl ] -net hyl
B .'s["vlmgle 898 armaoeutu )(IY acceptable salts thereof. g ) -phenyl] y

1-1:4- (6, 8- d| chI or n- 2- net hyl - 1 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1;
: _3 206) . ,
U N-[4- (Etﬁemmnomdsz:fnmmdnma Pechtdifesieby fliote icentens 0Pasymrheltl) theseny | | - met
hyI 4 di met \}/ Lﬂleiﬁ
3 may have both the S and the R confi iguration. The compounds may be in the form of

. optlcel isomers, of diastereomers, of racemates or of mixtures thereof.

The invention also relates to the use of the compounds of formula | for producing a
medicament for the treatment or prophylaxis of disorders of respiratory drive;
respiratory disorders, in particular sleep-related respiratory disorders such as sleep
apneas; snoring; acute and chronic renal disorders, particularly of acute renal failure
and of chronic renal failure; disorders of intestinal function; disorders of biliary
function; ischemic states of the peripheral and central nervous system and of stroke;
ischemic states of peripheral organs and limbs; or states of shock.

The invention further relates to the use of the compound of formula | for producing a
medicament for use in surgical operations and organ transplants.

The invention also relates to the use of the compound of formula | for producing a
medicament for the treatment of disorders in which cell proliferation represents a
pnmary or secondary cause.




met hyl - pi per azi ne- 1- car boxam de; 207)

1-[4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4- tetrahydro i soqui nol i n- 42 y@epd{¥fy| ] - 1;
3,3 208) N-[4-(6, 8-dichl oro-2- nethylﬁ%

3, 4-tetrahydro-isoquinolin-4-yl)-phe P] met hyl trlnethyl urea; 209)
N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro I soqui nol i n-4-yl)-phenyl]-ne
t hyl piperidine-1-carboxam de; norpholine-4-carboxam de; 210)

N-[ 4- ( 6TRe tHvehtion feldted®d e ude &f ﬂmécdmﬁé@{wm@rmélgqtfbﬁp&ddncmg% ) - phenyl ] - e

t hyl-- pyrrolid ine-1-carboxamn de;

1- [ 4- (onedigparans fa-the ﬁréatmntfogpmmymagfr@:@nréer%@fdwdmmataboilsm) phenyl ] - 3-
(2- dinmethylam no-ethyl)-1-nmethyl-urea; 5 .212)

1-[4- enyl]-3
13[ dl(g{ fH@Hb&% f}dﬁh%&?%éﬁgﬂéyguée%ﬂﬁ Eémk{gurﬂi bERMAURPI foR pfsdticligPeny! 1 -
N-[ 3- (Gnédntatmlrltbfw-tﬁe ireatmyéntiorrdprylhes od intestatiors by eictoparasitesy 1) - phenyl ] -
formam de; 214)

)1”3 ( ?0 S Chl %rsplawgs Wh méc%bzned'cc}r%rrlsal algrrl% SR ML ofg! ) - phenyl ] -meth

N[ 3- (Q)ogmggm(gfrfgnﬁu@gt hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-ne
thyl - pyrrolidine-1-carboxam de 216)

N-[ 3-(6,.8-dichloro-2-nethyl-1, 2,3, 4- tetrahy'dro i soqui nol i n-4-yl)-phenyl ]-ne

thyl - AReddfenPatkylGad d Pdohiple
C1-[3-(6, 8 faftieiraitn s rﬁeeélﬁ%{ﬁd Bﬁﬂgﬁo pigfely fluorinated alky] radicals ﬂayphenyu 1,
' 3, 3 triboth biraight-ehain @ﬂayanched Groups CaHZa-1 and thelr analogs as faras

- 1-[3- (6 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4 ¥|) phenyl] 1,
3 di m&t M;@ﬁleagﬂjwer the correspondmg alkenyls, cycloalkyls, cycloalkylalkyls or

' N-[3 ro-2-nmethyl -1, 2, 3, 4-tetrahydro- |squ| nol i n- 4- yI) phenyl] m
e s

L

o ‘4- car boxam de 220)

'}f:'VN-[3 (6,8-di chl or o- 2- ‘met hyl -1, 2,3, 4- tetrahydro isoqu no

.-:'i.--;.frrat4 yi-) < phenyl ].--met hyl ~4 net hyI pi perazi.ne- 1- car boxami de 221)
L[ 3= (mermtédmeterﬁamﬁmL inlp&rtisyilar; 2-'or 3-th:enyl 2- or 3-fury| 1 2- or 3- -

flné? L;%gﬁpfyg ’llets ﬁy:%- qggpl)%l, ‘E—h%nytl ls %—éyrazolyl 1,2,3 tnazol—1 -4-.or 5—yl o
o1 24-tnazol—1- -3- or -5-y| 1- -or 5-tetrazo!yl 2-,4: or, 5-oxazolyl 3- 4— or: 5—190xazolyl,
'-;;.v1 2 3-oxadtazol-4- or 5—y] 1 2 4-oxadlazol-3-or 5-y1 1,3; 4-oxad|azol-2-yl or -5-y| 2-, 4-' '_ 'r',.j,l-‘
or 5—th1azolyl 3 4% 5-|sothiazo!yl 134 -thiadiazol-2- or 5y, 1 .2,4-thiadiazol-3- or S
T '_-'}.‘*="-5-y| 123~th|adtazol-4- or’5-yl, 2-, 3- or 4~pyndy| 2, 4 5-'or 6—pynm:d:ny| 3-0r o T
' . 4-pyndazmy{ pyrazmyi 1-, 2— 3-, 4~ 5-, 6- or7-|ndolyl 1-,2-,4-or 5—benznmadazolyl
1-, 3-, 4-, 5, E_S— or 7-indazolyl, 2-, 3-, 4-, 5-, 6-, 7-or 8—qu_|nqul, 1-, 3 . 4 . -, 6~,_7— or
8-isoquinolyl, 2-, 4-, 5-, 6-, 7~ or 8-quinazolinyl; 3-, 4-, 5-, 6-, 7- or 8-cinnolinyl, 2-, 3-,
. “6-, 6-, 7- or 8-quinoxalinyl, 1-, 4-, 5-, 6-, 7- or 8-phthalazinyl. The corresponding =~

]4"




©[4-(6, &

25 222)

1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n- 42§H93%99§nyl] 3,
-3 20 diethyl-1 nethyl-urea; 223) 2-di net hyl am no- et hyl

[ 3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 4

~ yl)-phenyl]-carbamate; 224) 2-dinethy|anino.-ethy|

"~ [4-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4

- yl)-phenyl ]-carbamate; 225) 2-di et hyl am no- et hyl
[2-(6,8-dichloro-2-nmethyl-1,2,3,4-tetrahydro-isoquinolin-4

%”3} Fgegm éJ I"chl or oﬂgééc?l%\?ﬁu@&i%%Ogdqg?r%&)fd}%m%&ﬁfjnm l‘f' tﬂ s&ﬂy) fod'henyl ]-

car banmegxamAig/ J-oxy4Ry 3- or 4-pyridyl.
[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoqui nolin-4-y[}phenyl]-
“carbamate; 5 228) isopropyl

I8 (C 6m8?f’th“egkz Ogh%'zsz'éﬁ? @é‘t hti'qréd ﬁefbrﬁé}élé@éﬁ% PrefSPad IR paricashy phigREY!

~-car ba
[ 3- 66, thatemisydes afe lmida\;cblyl], pZ)’(r&oﬂyll pyrraiyly thaxohy, Ctetramlyi thlézqiyl)and
phenyl ] - carﬁfnate 230) nethyl
-oro-2-nethyl -1, 2, 3, 4, t et rahydr o- |squ|noI|n 4-yl) - phenyl]

© . car bamate; 231) isopropyl

" [4-(6,8-dichloro-2-nethyl-1,2, 3, 4- t etrahydro- |squ| nol i n-4-yi)- phenyl]
car bangkhe tepminal CHs gioupstiy Ian;ﬁllqbybhaln are also regarded as CHo units and are in
[4-(6, 8-dichloro-2-nmethyl-1 3, 4- tetrahydro |squ|noI|n 4-yl) -

pheny| JthisHapRggHQN v'fwedzaﬁst?Hetgf Wps.

[4-(6, 8-di chloro-2-nethyl-1,2,3,4-tetrahydro-isoqui noli n-4-y| ) - phenyl |-
. carbamate; 234)

(R)-N- Meth@d§f6ﬁrfr€b9ﬁﬁg &é‘&irﬁﬁbuﬁd@ué’e&a%i&é'&égéﬁbécﬁOqu' nolin-4-y1l)-phenyl

. ]1- et hanesul f onam de;
‘-(S) N-[ 3- (6, 8-di chl or.o- 2 rrethyl 1,2, 3, 4-tetrahydro-isoqui nol'i n-4-yl)- phenyl.

) 20 %&Eaﬁ%séllbs?ms%escnbed herein can be prepared starting from the benzylamlne
precursqrs N‘, These in turn can, if not obtainable commercially, be synthesized -by
- 15  standard processes from the corresponding benzyl chlorides or bromides Il

R1 R1
R2 | R5—NH, R2
- 1
R3 X . R3 “Rs5
- .‘ R4 | - *;E‘E'*ﬁ;a R4 .
" X=Cl, Br o |

S :;. _-20 The benzylamlnes IV obtained in th:s way are aikylated ina manner known to the'._?f. | "
skalled worker Wlth the appropnately substltuted alpha-bromoacetophenone e
compounds V ' SR e - A




~-selected:fr

" am de;

V‘nethyl- thi ourea; 11)

236) '

(R)-1-[2-(6, 8-dichloro-2-nethyl -9, 2,3, 4-tetrahydro-isoglin- 429W06%9Qﬁwd] 3
~ethyl-urea; 237) .
(S)-1-[2-(6, 8-di chl oro- 2- nethyl 1,2, 3,4-tetrahydro- |squ|noI|n 4-yl) - phenyl
]-3 ethyl-urea; ZSt$)

N-14-to, uoicnloro-z-netnyl -1, 27, s, 4-tetggghydr o-i soqui nol i n-4-y1) -phenyl J
239) 43-bronD:phenyI}6,8-di6htoto-nethy|-1,2;3,4-tetrahydro-isoquinoIine;
240) 1-[3-(6;
-8-dichIoro-2-nethy|-1,2,3,4-tetrahydrq2isoquinoIin-4-yI)-pheny@]—3<(2

- acet am de. hydroxy-ethyl)-urea; .241). thy 3-(6;
8-dichloro-2-nethyl -1, 2,3, 4-tetr &h Rsoqui nol i n- 4- y1)befzo3tR? 242)
3-(6,8-dichl oro-2- nethyl 1,2,3,4-te ydr o- |squ|noIFn 4- yiyb#nzoi c acid.

.72 June 2006 71 @ H t he pharnaceut|0' yesaccept abl e sa fs therjeof . 1) -
N-[4- (6, 8- dRehj okQ- 2- nmethyl -1, 2, 3, 49tetrahydro i SEGUL i n- phenyl ]

‘.r preferennﬁ_Ls_gLMgn to the ofl$ohpounds
O F sconsi sting of acetam de;gs
y

1,2,3,4- tetrahydro |squ|noIhQ 4- yI) benzenesulfon.

"Exceptlonally .cu

" 4-(6, 8- dych oro-zineth
3-(6, 8- dlchloro ﬂ,nethyl 1,2, 3, 4- tetrahydro |squ|noI|n 4-y\j- benzenesulfon
~anide; 10 4) -

4 (6, 8-di chl oro- 2- met hyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-benzoic acid;

| ,4 (6' 8-1d1e ﬂPB?é”%mﬁE?WPei‘o'ée SomPPURds ¥y Anee ShtaInR fram e opriRseeRding benzam

i deg a@:)etophenone precy cursors by bromlnatlon in processes known from the literature. The
. 4-(6, 8-dj chi oro- 3, 4-tetrahydroi soqui nol i n-4-yl)-N-propyl - benz
ami de: des)red tetrahydronsoqumolmes I can be obtained by known processes by reduction of

-8 Sl P TRl e ead S R Shay AN ookl drakl) - N (2- i et by

- .8-di C'hiobn‘esﬁemhhg)dleohoﬂslVqufpffetrahedkoyllL—eﬂhemﬁQ 30, 88370tk PrepyRirogedoqui nol

ine;

.--f4 (6 81@419%5@?3 §3ﬁbthyl 1, 2 3 4 t et rahydro- |squ|noI|n 4-yl) - phenylanlne ‘
?2 (6, 8- dlchloro 2-net h I-l 2,3, 4-t et rahydr o-i soqui nol i n- 4- yI) - phenyl | - 3-

1-[4-(6, 8-dichl oro-I

IRi,2,3,4 t et r ahydr o- i soqui nolH
et hyl '

R1 NoBH, R1
R2 R2.

_ N

R3™ ° “RS _ - R3




~“thane- sulfo

20 urea; 12)

N- [ 4- ( 6- br ono- 8- chl or o- 2- nethyl 1,2, 3, 4- t et r ahydro- |squ|noI?H”Q?§996|ohenyl
'] acetam de; 13) _ .

'5-(6, 8-dichl oro-2-nethyl -1, 2'3 4-t etrahydro- i soqui nol i n-4-yi)-2-hydroxy-ben
zoic acid 25 1,4) 5-(6, 8- d|ch|oro 2-methyl-1,2,3,4

tetrahydro- |squ|noI|n 4-yl) - N-(2 d|n930ylan1no- et hyl r 2- hydr oxy- benzani de;
15) N-[3-(6, 8-di chl oro-2-net hyl -

2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI] acet am de; 16)

A 2’7?' it RBGs folBhi 't 11, thadsit & ERR¥EI ML SARY IR 2adbls HARANA™ Ne:
2 (6, 8- thraxanple frometheyibditied M3l byteliogdytietal iexeliatdeoindisybsdquepbieny| anm ne;

N- % 4-( 6%6'893%!*6?869& aEtheyintemmeadiate organolitjum spesies enbpicarbogyl prcmam ]

- "propion 2 7 .
- N[ 4- (6€§bﬂ‘?ch oro " qgﬁs 23 ]@4@4 t et rahydr o-'i soqui noI in-4-yl)- phenyl] 1-

. acethyl - .pi peridi ne-4-car boxam de; 20).
N-[4-(6, 8-di ﬁloromz met hyl-- 1, 2, 3, 4-t et rahydr o- |squ| nol i n-4-yl)-phenyl ] -me
() . R

idg: 5 21) :
" N-[4-(6, 8-di ch-I 2-methyl -1, 2, 3, 4-t et r ahydr o- i soqui noA| n- f -mghenyl ] -
e~ 22PN | N - dlrrethylamno N-[ 4- (6;

, 2, 3 4- tetrahydro i soquinolin-4 yl)zpke

23) N-[.3- (6 8 dlchlo arPonet hyl - 1, 2; guLi OH
34tetrahydrﬁ oIin-4-yI)_:_ph.e11)LJ__]-_lQ pr opi onarjd 4
.N—[3-(‘6,8-dic f et hyl -1, 2, 3, 4- tetrahydro i soquin I)-phenyl]-

“butyram de; 25) '

N-[ 3-(6,8-di cR&or o 2- Rat hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nold4n 4- yI) phenyl]-_
i sobutyram de; 15Rr3 26)

-N-[3-(6, 8-di chl oro- 2- net hyI 1, 2, 3, 4-t et r ahydro- i soqui nol i n-4-yl ) - phenyl ] -
-' cycl opr opanecar boxaftlide; ) o iX

. The tertiary alcohols synthesized in this way can be converted by known methods into
10 other derivatives. |

jAIkyl-branched analogs () are prepared by alkylating the oor_reéponding diphénylacetic
" esters X in the alpha position by known methods. The desired product Xl can be |
_ K '—converted by standard processes into the corresponding amides Xll, which are
o 15 “converted into the desired tetrahydrmsoquanolines lina PR ?%E?Spengier-analogous
o :reactlon (cf Tetrahedron 1987, 43 439 Chem Pharm Buli 1988, 33 340)




27)
N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n- 42§/Ll”)e%99§nyl]
cycl obut anecar boxam de;. 28) .
N-[3-(6, 8-dichloro-2-nethyl-1,2,3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl ]- 2,
2,2- 20 trifluoro-acetanide; 29) '
.N-[3-.(6, 8-dichloro-2-nethyl -1, 2, 3, 4-gst rahydro-i soqu
ni nt 4-yi)-phenyl]-1-acetyl piperidine-4-carboxam de;
N[ 3- (6, 8-di chl oro-2-net hyl -1, 2; 3, 4=t et r ahydr o- |squ| noI in-4-y1)-phenyl ]
nicotinamde 25 31):-N FE33(68d|chIor02rrethyI 4
t et rahydr o-i soqui nol IR -4 =z phenyl ] - net hane s ul fona
N-[ 3- (6, 8-di dhl 6ro- 2- i’ -1, 2, 3; 4-t et rahydr o-i soffer
. 33) N - : _ - R1 1. LDA . ,
- N -di net hyl am no- k. 6l 8- di chl oro2Zsmet hyl - 1, 2, 3, #-t ¢tRSahydr o-i soqui noI in’
. -4 ethanesul f onami ¢ yI%P9Bheny| f=sutfam de; 34 rm COOR |

' >>yret hyl -1, 2, 3, 4-tetrahydro- # dquinol i n- 4- yI)-phenyI]
-cycl opr opanecar boxam de; 2 June 2006 73 ' - '
- 35)N-[ 2- (6, 8-dichl oro- 2-net hyl -1, 2, 3, 4- tetrahydro-i'%“o%ui nol i n-4-yl) - phenyl ]
- ..-1-acetyl - piperidine-4- Xar boxam de
o 36)1 [3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i spqui nolin-4- yI) phenyl]

32)"

b R74 yl') - phenyl ]

" -3-ethyl- urea; 1. NaOH

537) 1-[ 3- (6, 8-di chI or o- 2- et hyl - 1,2, 3, 4-tetrahydro-i og%(f‘\zol i n-4-yl )-phen.yl
]-3-nmethyl - thiourea; 38) . _ -
1-[2- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqu| rfoR¥Hk4-yi) - phenyl ] - 3-
et hyl - urea; 39) : . : -
1-[2- (6, 8-di chl oro- 2- net hyI 1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
met hyI : '

HCHO/LIAIM,

! i

Compounds of the type 1 are described in the published specifications WO 01 32 624
and WO 01 32 625 as norepinephrine, dopamine and serotonin reuptake inhibitors.

-5 However, these. patent applications protect exclusively compounds in which Rt and R2

o o may be exclusrvely H. It has emerged however, wrth the comﬁ'peunds accordmg to the:
& :nventlon that at least for R2 it is necessary that R2is not equal to H. In addltlon |t was . :
© “-not possrble o detect by means. of an exemplary compound of the compounds B | _' |
: ) _;;iaccordrng to the mventron any lnhlbitory propertles on the descnbed receptors so that
10 -“the described compounds differ drsttnctly both in structure and in therr pharmacologrcal R

jpropertles from the compounds descnbed in the patent appllcatlons mentroned

L In addrt:on compbunds of type t are descnbed in the patent specrt" catron EP 11 13 007-
7 » as estrogen agomsts and antagonlsts it was poss:ble to show that the compounds o
215 acoordlng to the mventron show no activity on said receptors, so that the structural
—.dlfferences of the compounds according to the mventlon result in drst:nctly different
o pharmacoiogrcal propertres in thls regard too '




10t hi our ea; ’
40) N-{5-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui n%i"r"]‘?%l%l)
~ phenyl sul f anoyi | - 4- net hyl - t hi azol - 2- yI } - acet am de;

41) N[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nol i n-4-yl) - phenyl ]
-1,2- dinethyl-1. Himdazol e- 4- sul f onani de;
1542)N—[4 (6, 8-dichloro-2-nethyl -1, 2, A- tetrahydro I soqui nol i n-4-yi)-pheny
11-C, C, C trifluoro-nethanesul fonam de
43) N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]
-C,.C,CG trifluoro-nethanesul f onani de;
44)N-et hyl -N -4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yi)
- . 20bent evaspdskibley tousteny ttﬁ)compounds of the formula | are excellént inhibitors of the
- N-[ 4- (6, 8-di chl or o- 2- net hyl - 4-tetrahydro-isoggwn -4-yl)-phenyl]-2

di et hﬁoawmdw&w%ﬁ%reanee; (PiHE) diesReriglivof the sndivg-ariregen exchangpr of, 2, 3;

4tetra§]§ﬂ!@% figsgol i n-4-y1)

N-[4-(6 |c%f0ro-2-nethyl 1, 2, 3, 4=t-etr ahydro-i soqui nol i .n- 4-yl)-phenyl]-1

H. 5pheny|] hexanam de; N-[4 (6,8

g;/‘rsrlolo %1%5 gﬁezsg prope resapl'?edcro?nposuon ‘é' anrglslurtableyfcl); the trealtn’]ent OPE thyl-
N[ 4- (%r&ebeﬁéarsedwy@eh defiéichcf) 1158 E6h Sﬂﬁaégl I | ugdftﬁerpheny'] 1

pi peri di ne-4-car boxar dé;  met hane onyl - pI peril oxam d

N[ 4- (mltmrmachloglcai EFQP@fﬁf;H outstadjingly suitabledrsoantizothytimoic medicginentshwitly | | - 1
H
NP3t @ GicHRpERIELABpadent IO prophyiaxis o ipfaretionaRtfar ieatmany 9% - phenyl | - -

negoy| aﬁl’aﬂﬁtmc aharfordhe tl@%}ment of ansgma pectons in which connection they also

NT3-(6., 8- di chl or o- 2- l-1,2 et rahydro-i soqui noli n-4-yl)-phenyl]-2
di net hymlym ﬁﬁg&aéb!gﬁdg@e lrggpreventlve manner the pathophysiological processes

2- ani noeLided it gtecéi'%\%l&pr%eHF«Bﬂ&hém%-rﬁdf}céaehéﬁr%gr:‘?. patiSihlR th- 4-y1) - ph

.-‘_enyl] pr opl onam

L. 2-am nmdtuc{tlﬁn(cﬁ;ﬁhennatmdtmeﬂ oty larrhytinfiad: Betawdwol their ppotatial éffects y | )- ph

_' g e”Y I5 agalnst pathological hypoxic and ischemic situations, the compounds of the formula I

o _1 5 which are used according to the invention can, as a result of inhibition of the cellular

Na */H" exchange mechanism, be used as medicaments for the treatment of all acute

or chronrc damage induced by ischemia or disorders induced primarily or secondarily

thereby. This relates to the use thereof as medicaments for surgical interventions, e.g.

in organ transplantations, in which cases the compounds can be used both to protect

' 20 the Organs in the donor before and during removal, to protect removed organs for

R exarnple on treatment with or. storage thereof in physiolog"g%ﬁath fluids, as well as

during. the transfer into the rec:plent organlsm The compounds are likewrse valuable L

' rlfi'.'f':':medlcaments with: a protective actlon dunng the performance of angroplastlc surglcal' e

't;" 'j'__,interventions for example on the heart as'well as penpheral vessels In accordance o Lo

-"_,:'wrth their protectrve actlon agalnst |schemra-|nduced damage the compounds are also " . -

o '.'-f_.{;”;:j-swtable as medlcaments for the treatment of lschemlas of the nervous system o

e : -especsaﬂy ef the CNS ln which. connectlon they are su:table for example for the .
e ‘.:_-:‘-treatment of stroke or of cerebra! edema in addltlon the compounds of the formiulal -
‘. .‘-"whlch are used acoord:ng to the rnventlon are’ hkew:se surtable for the treatment of
30 types of shock, such as, for example, of al!erglc cardrogemc hypovolemac and
L bactenal shock.




. butyram de; 55)

2, 6-di am no-N-[3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et r ahydr o- |%6‘&ﬂﬁ3995|n 4-yl .
. )- 10phenyl ] - hexanam de; 56)

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]- 1-

. met hyl - pi peridine-4-car boxani de _

1 57)N-[3- (6, 8-di chl oro-2-methyl -1, 2, 3,gg t et rahydro-i soqui nol i n-4-yl) - phenyl
] 1 H im dazol e-4-carboxam de;
1558) N-[ 3- (6, 8- di chI oro 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-y1)-pheny

"_ ]-1- t 4-

L TRRER e BoBLAEE b8 S HBRREED e e SR AP phony |
-3, 5- dherfde! usbd‘foﬁVéa'tZ‘@érﬁra‘lol?%d@mwﬁs@;socrated with the following clinical

60) N-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl]

1" 1 Zopgitiens anddigeasrsk sistgbanea pf gentsal respirafpartiiiede.entral sleep;

3, 4- : d ,

:N-.[3E ??P@Qar%@f%%%% oSyttt W‘B‘f?@rgﬁ@@?ﬁﬁ?'ﬁg DIegtiNg _ phenyl ] - -
et Byl diddrdersy brwatﬂmgairb@uem dreer |6ﬁg-terh<h Menfilation direhihinigpdidordirsly| - 1, 2, 3;

“4-tetrahydro-i so&ur nol i-n-4-yl % pi peridjne 66) . 1-carboxam de ,

N[5 ( @shoviias Wit aiuge AgadtalioR bsiriva BRABIEI A sbees YRR
. h
B el ek disorders with hypoxia gnd hypercepnia, yi)-phenyl -

pyr r oI |Tdherm)nlpaua1dmadxhtlolmlly increase the tone of the muscles of the upper airways, so
| Qro- 2-net h I-1 2,3, 4- tetrahydro I soqui nol i n-4- yI) phenyl]-1, -

1 d| et ﬁ";‘ﬁ‘e{ %"F’é‘&g 15 SYERE 58

A combinatio_n of an NHE inhibitor with a carbonic anhydrase inhibitor (e.g.
. acetazolamide), the latter inducing 'r‘netabolic acidosis and thus itself increasing
respiratory activity, proves to be advant'ageous due to an enhanced-effect'and reduced
. use of active ingredient. h
15

it has emerged-that the compounds used according to the invention have a mild
laxative effect and accordingly can be used advantageously as laxatives or if there is a
risk of constipation, in which-case the prevention of the ischemic damage associated
with constipation in the intestinal region is particulariy advantagec')us.
20 '

1tis additionally possible to preVent the for'mat‘ion of g'a[l gfé‘?res, _

. __The compounds of the formula 1 used accordrng to the mventlon are furthermore
P d:stmgurshed by a strong |nh|b|tory effect on the prollferatlon of ceils for exampie of ‘
' 25 ”f'.f broblast cell prollferatlon and the prollferatlon of smooth muscular muscle ce!ls The .' S

: ._,compounds of the formu!a I are therefore surtable as valuable therapeutlc agents for :
| “‘j"'drseases in whlch ceil prohferatron represents a pr:mary or secondary cause and can” '
therefore be used as antlatherosclerotlc agents, agents to prevent late complrcatrons of
‘ dlabetes cancers, fibrotic drsorders such as pulmonary fibrosis, hepatlc fibrosis or.
' 30'_ ‘renal fibrosis, organ hypertrophies and hyperplasias, in partlcular for.prostate -
~ hyperplasia or prostate hypertrophy, o R -




3- (6, 8-di chl oro-2-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 42 yNe2M¥ény| | - 3-
hyl 68)urea; .
3-(6, 8-di chloro-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ] - 3-

. 569) di et hyl am no-et hyl )-urea; 1-[3-(6;8-dichloro-2-nethyl-1, 2;
tetrahydro I soqui nol i n-4- yI) phenylg43 70) (tetrahydro-furan- 3- yI) urea;
3- (6, 8-di chl oro-2- net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
(tetrahydro pyran-4-yl) - urea
h

- (Orifs BofiBofils 5508 LhtdrrheAoTnd ihEARAIE SR hARROR: 4 Hodllgpy' 1 - 1-

a“:rwonane

)
-
et
[
4
[
)
-[3
t
)

3- [ Ssddub-=grotin @rlittpo?teﬂmﬂﬂ‘l exchangef)y Whichad gévatddsiA Glinsrolis disoriiarspheny | ]

-(3- 73)di net hyl am no- propyl ) - 1-net hyl -urea;
- [ 3- ( degsential hypecionsien, rﬁlhemsglemﬂsrt@abeﬂ@?de@ )i sleqin thasercelilsywhichaeny| |- 1- -

7

“(2- 157

1715 ( depU B eBE Rngaeriebtd iRl o5 I ramete dn srvhracyten: plaelstt 1 - 5.
(3=5di- rleukr;dyms ﬂ'mqomampol)ndsrlﬁied écﬁjordmg to the invention are therefore suitable as

(1 2[ 3m(e? I lgtth ﬁ*ﬂd m’ml% gc:exglf ic tools for éx%mag lr? thoeu1 L?soque g?alglng:stro %Ig()antgt}enyl I-3-

- 790 L Duchbmnifc dh URtRQAIBNIY ifornftyBob 8 hhudsidrt SRR/ 4 4-Y1) - pheny! ]

L 77).1- [aatbermlar@ﬂns,mfdtﬂam tproliferative, disordersaetedirbe iconypounds of the famauid | - 3- p
o di 78).4-

% i onit are Paorkoul Fltabl F plelantive fuprary 4o aievest e deYRI9RRBHGTAISh. et hy! -

- 2578) piyNssR pravBule, J6F éb@fﬁrﬁledﬁ essential hypertension.

- 1-[2- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t &t r ahydr o-i soqui nol i n-4-yl) - phenyl | - 3-

met hyl 80)urea - . . .

3121 % g halaRan b Bha dnd B ARARABK Nt 8 BAHEROL] Sk sl ] -3
o N-[4- (rﬁpapchtetﬂbottm Qemmh"whel&;oﬂvléddé@tﬁalm]dﬁlrpl@Ctﬁﬂelsrwhich aﬂ’e)tbr)htdlﬁ@ﬁl] 4- m.
- ethyl - 3ﬁ era 1 ne-1-.car boxam de;

: ;82) 1 [ $2lled Bypetinpprdleibermias, jenresenta gopsiderablairisk fastarfonthe ‘Fﬁ‘@l%’)‘e%enyl]

= 3qget B‘f 'arteH6§élerotrc vascular lesions, especially coronary heart disease. The reduction of

t—‘l\)

= elevated serum lipoproteins therefore has exceptional importance for the prophylaxis
and regression of atherosclerotic lesions. The compounds used according to the
invention.can therefore be used for the prophylaxis and regression of atherosclerotic
- .+ lesions by eliminating a causal risk factor, With this protection of the vessels against
20" the syndrome of endothelial dysfunctron compounds of the formula | are valuable
- 'medrcaments for the preventron and treatment of coronary v a%%spasms of
_}atherogenesrs and. of atherosclerosrs of Ieft-ventncular hypertrophy and of dllated |
cardromyopathy, and thrombotrc disorders '

L _'.:--f.'_:2'5-,'.;._._"_'Sard compounds are therefore advantageously used for producmg a medlcament for . , ‘7

""‘"the preventron and treatment of sleep apneas and muscle-related resplratory o

drsorders for producrng a medrcament for the preventron and treatment of snonng for 7_

ptoducmg a medrcament for lowenng blood pressure; for producing a medicament for I

i - < the prevention and treatment of disorders induced by ischemia and reperfusion of p

L : 30 central and perrpheral organs such as acute renal failure, stroke endogenous states o -
s of shock, intestinal disorders etc.; for producing a medicament for the treatment of late RO

B -damage from diabetes and chronic renal disorders, in particular of all inflammations of




B mor phol
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3-[4- (6, 8-di chl oro-2-net hyl - 1, 2,3, 4- tetrahydro-isoqui nol i n- 42 Jyne {Mbny| | - 1
1- dinethyl-urea; 84) _
- 3-[4-(6, 8-di chl oro- 2- rrethyl-1,2,3,4-tetrahydro-|soqw nolln-4-yl)-phenyl]-1,
- 1- diethyl-urea; 5 85)° '
1-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-t gfg ahydr o-i soqui nol i n-4-yl ) - phenyl ] - 3-
(2- di methyl am no-ethyl)-urea; 86)

N-[4- (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
~-4- carboxa

R REISEE] Pl are associstec e RUFTVARTI - phenyl |-

10 for namréfon: $& producin amedlcament for th atment of infection by ectoparasites in-
«[4(68d|chlorop2 rreth?/l 3,4-tetra ﬁgrowoqumomx )p-p henyl ] -neth

yl - - anmimemagapd veterinary medrcme for producing a medicament for the treatment of said

- ][\t)E [ 6 8 %' Chlg%o?nbzrnzrft%nsywrth hfpotensie subaneas! SRmiahR' with Andioterdiieny! 1 -

[ 3- 66, %drvehlr@re@nrerptortr.iahﬁxtaréweutdraletesenumweﬂeé stict a¥ flrosemide,
_phenyl ] - net hyl™- am ne;

[ 3- (8, tstda@dﬂer@aﬂeaademsqudoaldpserane ent@mﬁteandetﬂpaterqne aptggqnists; with
henyl
PLeCY! adkrbsite b SRt MAGUMEE: iP farsibyiar with adenosine recpplor actifglors (A2 13

. 20 di nmgwirstﬂ)' and wrth%')glotensrn recepter antagonists.

o [ 3- (6, 8-di chl oro-2-net hyl-- , 3, 4-tetrahydro-isoqu o fiP4-yl)-phenyl]
© N-[3-(6, 8-dichl oro-2-nmet hyl -1, 2 3 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-ne '

"N
[
th 41%@%9' ?E'?'I'TP ' Eihk 1[3(6
- 8- épchl or o- _lrﬁé’tﬁa‘t@n% Bg g(??ghy[d %@gﬁl‘%% 4- 1?/’%‘ f‘)ﬁ);eny el

oo dinmet hpedlnamnaﬂoquﬂermgale\yated ibdagd Iiprd |lemts;3armlrthea;oapbtnatlon of sodrum—

L [ 3 (6, 8p_roto(r:'lhelx% gnge l"%m.l&rs Witk hypotensr\Feanre%lc%nltesn g%‘nﬂ%‘r‘rﬂééicaments with

T hypolrpldemac activity is claimed.

45 'Medicaments which comprise a compound | can in this connection be administered '
' orally, parenterally, intravenously, rectally, transdermally or by inhalation, the preferred
administration being dependent on the particular characteristics of the disorder. The
_ compounds | may moreover be used alone or together with pharmaceutical excnplents .
.~ bothin veterinary medicine and in human medicine.-
20
e - The excipients suitable for the desrred pharmaceutlcal formMon are familiar to the
. '_j‘skrlled worker on the bas:s of his expert knowledge Besrdes so!vents gel formers o
- supposrtory bases, tablet excrprents and other actwe mgredrent carners rt is. possrbie i —'
to use for example antroxrdants drspersants emulsrt‘ iers, antlfcams ﬂavonngs
28 preservatlves solublltzers or colors L PR ST S T

g ‘.'--_,_-'For a form for oral admrnrstratlon the actrve compounds are mrxed wrth addrtsves

'-‘f:_f-_f.‘:"smtable for thrs purpose such as carners stabrllzers or rnert dlluents and converted
- | _ - -by conventronat methods into surtable dosage forms such as tablets coated tablets
B 30 .'hard gelatin capsuies, aqueous alcoholzc or oily solutions. Examples of inert carners o :
""" “which can be used are gum arabic, magnes:a magnesium carbonate, potassrum
- Aphosphate lactose glucose or starch especrally corn starch Iti |s moreover possu)!e




2-di net hyl am no- et hyl
[ 4- (6, 8-di chl or 0- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4 2 June 2006
yl)-phenyl]-carbanmate; 2- drnethylantno et hyl :
'[2—(6;8-dichIoro-2-nethy|-1,2,3,4-tetrahydro-isoquinoIin-4
yl)-phenyl ]-carbamate; 77 99) nmethyl [3-(6,8-dichloro-2-nmethyl-1,2,3,4
~ tetrahydro-isoquinolin-4-yl)-phenyl]- garbamate 100) (R or
S)-N-[3-(6, 8-di dhl oro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyi ]
- met hanesul f onam de; 101) (R or
Sé 1e£ f & r%p%%or 02[3{2”3 pl%e bldtI% as’dlgtg%nru esl alssvrcr) ug'rggtljlleg éxa/mbie%henyl ]
1- [ 3- ( GofSuitabled dlryQ:a??n@i’%td%o!\ﬂerﬁs arélvégeétéeaeydtréhrmpeug HH 8s dnlowethinod | - 3-
“(2- hydroxy-ethyl’)-urea; 103) ethy
- 3- (6, 8-fishdivespd- 2- met hyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-benzoat e;
-..104) 3-(6,8-dichloro-2- nethyl 1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl)-benzoic
- .acid. and the pharnaceutically. acceptable salts thereof. If the conpounds

- of . she F@rdicatdnesns oRintravefons aﬂﬁresﬁsmrertﬁeefctueéwmpbwds ubegare my have
both the S and the R configuration. The compounds nmay be in the form of

- opti calcanygiedif desired wihdhesubstances cusiemasy &y this BITPASSSUCBASt her eof . The
invent i diRgs déi'h {é @r Bﬁ’}‘fer \é§ %Tnts oL EBRYEH Ss Lfsfgehgf r?rhulsig'n
I camen or I'S | ers of

_ producr ng a -ne eat rent of pro ’n sor
" respi r @&xamgplds iof suitable spiveatsoarne: diater dbyaologrcabsaﬁnesut alooad:leeogr etteined]

..,-'respl rat or | SOI’de S SucC as sl e nea .snorin aCUte Chronl C

e " robtndl SRl B has Suder SO Stk ot Glucape or BiRPNeT SalkBRRS Granal

o f aHEur Sisdlh TRIKERE Df He tréﬁcﬁﬁstéh ts HWithiibRBy. di sorders of biliary function;
er a

-i'schemic states of the perip and central nervous system and of- stroke
~ . ischemc states of peripheral organs and |inbs; or states of shock. The

*produci SR s Bhelfadi it} BrnlReng L e EAROH 8 ok F B 5
- tr ansplsphéys arBhforigXafiplé, csh!@ttcﬁe s@sRirRioristor rauléfshs0df theecﬁ@en@#edieﬁf of

““formula | for produci ng a nedi cament for the treatnment of disorders in

‘_ “whi.ch dee forpiuda ] inea ahatma@etirceﬂtéac@,emablprsqw sbehasc tsmeﬁ@uleaﬁl@and Qune

: -'"'1",'20% water, or a mixture of such solvents.

The formulation may, if required, also contain other pharmaceutical excipients such as
surfactants, emulsifiers and stabilizers, and a propellant gas. Such a preparation
.- normally contains the active ingredient in a concentration of about 0.1 to 10, in
.20 particular of about 0.3 to 3, % by weight.
B The dosage of the actlve mgredlent of the formula | to be admmrstered and the R
L .'frequency of. admrnrstratlon depend on the potency and duratlon of action of the L

e compounds used addlt:onaliy also on the nature and seventy of the dlsorder to be

2 j }treated and on the sex age werght and mdlwdual responsrveness of the mammal to
betreated RN L . . ,

,gOn average the dally dose of a compound of the forrnula i for a patrent werghang about ‘
T 75 kg isat least 0. 001 mglkg, preferably 0.01 mglkg, fo a maximum of 10 mglkg, '
' 30  preferably 1 mg/kg, of body welght For acute episodes of the disorder, for example -
L "'1mmed1ately after. suffermg a myocardial infarction, hagher and, in particular, more
'_ 'f_requent dosages may also b_e_r_zecessary, e.g.upto 4 single doses_ aday.Upto




C4-0or5i'm

77a The invention relates to the use of the conmpound of for rrul al for
producing a nedicament for the treatment for prophylaxis of2 i€t ®8rs of
1ipid metabolism. The invention further relates to the use of the conpound
of formula | for producing a nedicanent for the treatnent or. prophyl axi s
of intestation by ectoparasites. The invention-relates to a nedicine
conprising an effective anount of the corrpound of fornmula I. The defined
al kyl radicals and partly or conpl ete|8y fluorinated al kyl radicals may be
~both strai ght-chain and branched. G oups CaH2a-1 and thei r anal ogs as far

1 th th di I
Sycl on AN oy A5 By HedytesreRaa M SO A B aé&@# e fois
pa”'CLHa‘i‘i%nt?w ﬁ.r?faFdﬁbﬁgrY{he.%téNsw% éa%xlqﬁ 1-; 2- or 3 pyrrol yl :

azo y , or s=pyrazo 1 2, 3- trlazol 1-, -4 or5 yI,
1.,24 trlazol , 3-0r-57:91 1- or 5= tetralolyl 2-, 4- or.5 oxazalyl,

5;3 4-or ozaz xadi azo - or 5 yI , 2,4 oxadiaztil-3 or 5
, 4- (Q(‘%ﬁﬁ"& As[a3 gip?%/pqwnérés Ta , iﬂs or 5-thiazol yI 3-,..4- | |
- or 55| st apbidviatbnd ikelhi adi azol 2-. or -5-yl1, 1,2,4-thi adi azol - 3= or 5
Loyl,-1,2,3-thi adi azol -4- or 5-0, 2-, 3- or 4-pyridy|, 2-,4-, 5- or
C - 6-pyrimdinyl, 3- or 4-0yridazi nyI ., pyrazinyl, 1-, 2-, 4-, 5-, 6- or

3-,
~ 7-indolyl, 1-, 2-, 4- or5.benzim dazolyl, 1-, 3-, 4-, 5-. 6- or :
,7-ind_a£%lyl' 2-, re%eﬂt%ntggs 7- or 8-quinolyl, 1-, 3-, 4-, 5-, 6-,.7-
3-,

Sooor 8- ui nol yI , 6 j or 8-quinazolinyl; 4-, 5-, 6-, 7-
L or 8-ciTr?r;1th|nyl trﬁl'ugrcfhcegéamg - or 8-qui noxallnyl 1-, 4-, 5-, 6-, 7-.
©or 8- pPT azi nyI h'@lﬂ)&:ﬁmnaap@hqmdg:tﬁommgram 78 N oxi des of these .-
-;co ounds are addi ti Qn i/ enconpassed, that is to say, for exanple,

' - or 4- B %? O these, the 5- or 6-menbered heterocycles are
prefe”LQSMSThe parﬁq&alcﬂfdrﬁatBPﬁMrrﬁst Spé@raepples are im dazol yl,
pyrazolyl, pyrrolyl, triazoly tétrazolyl, thiazolyl and oxazonI The
t er ni nMS CH3 gr oupENask SQQCWSOPPYChal n are al so regarded as CH2 units and

rare |nCIth| S connegﬁéﬂ&aybﬁ%ﬂoﬁs CH2 groups.

. .RT. S room temperature
15 THF " tetrahydrofuran
- TOTU -~ "G[(ethoﬁkycarbonyl)~cyanomethyleneamino]-N;N,N',N'— ._
| tetramethyluronium tefrafluoroborate
'DMSO dimethyl sulfoxide
abs. absolute
.- 20 decomp.  decomposition
R DMF™ . .l-'diihéthyifonnamide L - “” "
e General:

- The retentlon tlmes (Rt) :ndtcated below relate to LCMS measurements wsth the

'. "-f:'.followmg parameters

..'-'_{-':Merck Purospher 3y2 X 55 mm

Y 'fﬁstatlonary PhaseA:‘ L

“‘."“Ob"e Phase e 5% HoO: ©. 05% TFA)% 95% acetonttrlle 4 mln 95%
S ; 7, o . | b acetomtnle 15 mm—>5% aceton:tnle 1 min 0 5m!lmln," ..f j'
30 230°c - PR o

. Method B:

... -stationary phase: 'M'e‘rck-Purospher 32 xr5.‘5 mm




10 Met hods for preparing the conpounds used are al so described. Thus, the
subst ances described herein can be prepared starting fromthéJ %ﬁﬁﬁﬁﬂ@anine

- precursors 1V. These in turn can, if not obtainable comercially, be

synt hesi zed by 15 standard processes fromthe correspondi ng benzyl
_chlorides or bromdes Ill. RL RL R5-NH2 R3 R4 X = C1, Br R3 R4 IV R5 20,

The benzylamines |1V obtained in this wgg are alkylated in a manner known to
~the skilled worker with the appropriately

substi t ut edal pha- br onbacet ophenone conpounds V. 2 June 2006 79 10 R8 R7

- The al pha;. et ophenone ,comn t gi
.corres p@ﬁgﬁégﬁ%%‘et ophenong 'ﬁ}?ﬁwqil‘? @W ﬁ-rﬁ}ﬂazsg'ﬁgq'ﬁé%rn%(tﬁegg@ge’known
fromthe literature. The SS/! 5 &P}‘ﬁ{ eatByfé%lﬁo%u/oné)éétS'r‘ﬁﬁlh%/SC@ﬁﬁ e obt ai ned
by known processes by reduction o e carbonyl "group in VI and 'subsequent
-.aci d-catal yzed cycl i zat i on1ahl/tire correspondi ng al cohols VI (cf. :
Tetrahedron Left.; 1989, 30, 5837; Og. Prep. Proced. Int.; 1995, 27, :
513).:R8 2 June 2006 80 Wien R6 is not equal to H, the desired conpounds of

"~ thegf ormg{tﬁ,dlgpan be pr epar ed

- ‘stationary phase: -YMC, J'sphere ODS H80 4p 2 X 20 mm
" mobile phase 0 min 90% HoO (0.05% TFA) 1.9 min-95% acetonitrile;
' 95% acetonitrile to 2.4 min; 10% acetonitrile 2.45 min;
, 1 mi/min. |
10 | |
Method C: | |
. .'—étatiohafy phase: Merck LiChroCart 55-2 Pu_rospher'STAR RP 18e
| ' solvent: .. solvent A: acetonitrile/water 90:10 + 0.5% HCOOH
R  solvent B: acetonitiilefwater 10:90 + 0.5% HCOOH
15 flow rate:  0.75 mYmin |
- time[min]  solvent B[%]
3 0.00. 95.0
0.50 95.0
\ 1.75 5.0
o200 425 50
. R 45 - 950 =
. L 500 950 o
Cstoptmer . 620min |
S _y,;;{;.tehjperét'ure; B T SRR
o Hethod D LRRIETE RSPt B I
P iétailonary p’hase Merck RP18 Purospher STAR 55x2 mm 3;1 partscle sme;
‘_,f..':-:‘-";solvent 772 solvent A: acetonitrle + 0.08% HCOOH 3
. solventB: water+01% HCOOH -

30 ;fiqw_"ra_te: 0.45 mi/min
' IR OE H:I_'."tlme[mm] | solvent B[%]




for exanple fromthe iodides Vill by hal ogen/ netal exchange and subsequent.
nucl eophilic attack of the intermediate organolithi um speci e3Jgie 4008 .

carbonyl group (cf. Chem Pharm Bull.; 1995,43, 1543). BuUR R3 Vill R3
‘N, RS R4 IX.The tertiary al cohols synthesized in this way can be converted
by known nethods into 10 other derivatives. Al kyl-branched analogs (lI) are
prepared by al kylating the correspondigiyg di phenylacetic esters Xin the -
al pha position by known nethods. The desired product Xl can be converted

by standard processes into the corresponding anides XlII, which are 15
:\converted into the desirg tetrahy roisoquinolines I in a Pictet
- &Spengl er - anal ogous reacti on (cf. rahedron; 1987, 43,439; Chem Pharm
Bul I .; 1985, 33,340). 81 R§ 1. LDA 3 R6-X R3 R4 XI R8'1. NaOH 2. SO

- 3. R5-NH, Conpounds of the type | are _described in the published
speC|f|cat|ons WD 01 32 628 and WO 83 32 625 as norepi nephrine, dopani ne -
- .and serotonin reuptake inhi b| tors. gbvvever t hese patent applications -
- protect exclusively corrpounds n which Rl and R2 nmay be exclusively H It
e has5enetegqmraﬂuoavever _wthrodmeempatm@ds according to the- : -

Example 1: N- -[4-(6,8- D:chloro-2-methyl 1,2,3 4-tetrahydro-lsoqmnolm-4-yl) phenyl]-
-acetamide

) ‘Intermed:ate1 2 4- Dnch!orobenzyl (methyl)-amme
is prepared by methods known from the literature (J. Med. Chem 1984 27, 1111)

' Intermediate 2: N-{4-(2-Bromo-acetyl)-phenyi}-acetamide

15 s synthesiz'ed in a manner known to the skilled worker by bromination of N-(4-acetyl-

o F phenyl)-acetamlde - o . -y

. The starttng compound (0. 256 mol) is tntroduced mto 300 mi of acetic acxd and,at .. .

'_;:fff".60°C a solution of 39 99 of bromlne (1 Deq)in 60 ml of acetlc acid is added dropw:se. | -
o i__'f_‘f."-fAfter 1. 5 h the reactaon mlxture is aﬂowed to cool to room temperature and is added to_ o '
0 1 | of :ce-water The precnp:tate |s fi Itered off with suctton washed with water and dned -' e H
with _60 g of the tltle compound bemg |solated (me!tmg pomt 192°C) L |

_ .‘Intermed:ate 3 N-{4-[2—(2 4—Dich!oro-benzylammo)-acetyl] phenyi} acetamzde R
SR _‘37 1 g (0 195 mol) of mtermedtate 1 are mtroduced into-400 mi of dioxane, and a . -
. "-._-25 . _solutlon of 60 g (0 234 mol) of mtermed:ate 21in 600 ml of dloxane is added 134 ml of _ " _' “

L triethylamine are added, and the miixture s stirred at room temperature for 4 h. After.
o h standmg overmght the prempttate isfi Itered off. and the fi Itrate is concentrated in




1 invention that at least for R2 it is necessary that R2 is not egual to H.
In addition, it was not possible to detect by neans of an ex %PS
conmpound of the conpounds according to the invention any inhibitory .
properties on the described receptors, so that the described conpounds
differ distinctly both in structure and in their pharmacol ogical 'Pro
properties.fromthe conpounds describegpin the patent applications
mentioned. |In addition, conpounds of type | are described in the patent.
specification EP 11 13: 007 as estrogen -agoni sts and antagonists It was

Bttty 2aeo TR Rle (RSP RS R debtatel SERHGo IR R HEa RGPS Ryl ™ "
- CONPOURH RGSOIY C@zﬁtﬂcél‘?cérﬂt%tédwmétd@rtesﬁ lé'r&sulﬂa&ﬁﬁérbﬂggo%ltlgéf%ﬁmtan

phar macol ogi cal ‘properties in this regard too une

~ possi-bl ety agbeie/ethar neivtpe redsItiag ut Bs o SFiftdnmelialé 8 ifNFEIdr@Ndf 4 nhi bitors
of the sodi umh ydr ogen exchanger é E) - especially of the sodi um hydrogen

exchangEfysal '%Qtﬁ@'%@n@t*ONHEW i11fh€)asi s of these properties, the

‘co unds are suitable for the treatnent of disorders caused by oxygen
defici ency. The conpounds are, as a result of their pharmacol ogi cal
proper t irtermediatet4&ndi ngl y sui 't abl e as antiarrhythmc nedicanents with a
cardiop phyl axis of infarction and for treatnent

of 10 |h'?‘é‘1‘re@r fﬁD? e bR R alea e AmaS: | n v ch
_ connect sgry (00 MoH®H bt BRBbY G468 i bAnBENE M Sy BReneT the

'pat hophyS| 0 ogl cal ‘processes assoclated with th opnen
| schem 4.8 @ (R eghofosodigm, barohydridei araladdednThbemxtund us:thenrstmfed at 0°C for

| d.card hvt ft t ect ffects
g et 30 A SPE S8 Birsrietie BT <o BOUS Foawash. 1R ESaRpaNITeds 1 he
f or nmul acdndentiatec-Ana@tire mmeaiscrfyrﬁhdmd&ttveén'm%tm %@mu%c’ega@ fRaul t of

|nh|b|t|on of the cellular exchange nechani sm
.medi can@%%omhetseésseoatatedpﬁoadmsteda@ unl-gg apd. Q)tlumtad:t\rdwjh gtmduced by

T S O R O o 1,
(N Or gaguHB ISR HRkihe8 T LHlé‘\g‘éﬂ'c%H b‘éat%‘aﬁteyrﬁﬁggmttﬂgﬁuﬁﬁgt BSrkgdnot h to‘ u

‘protect 20 the organs In t or before removal; to p Bt ect
. rerfdved organs for exarrpl e on treatnent with or storage thereof to '

phys| ol ﬁgh?& 8- B%H%ré'i’ ?hylal % %etraﬁydro-isoqumolm-tl -yl)- pheny!]-acetamlde
' 20 g (0.054 mof) of lntermedlate 4 are dissolved in 250 ml of dichloromethane and, at
0°C, 250 mi of conc. HpSO4 are added dropw;se. The mixture is stirred at 0°C for 2 h

o ~ and at room temperature for 1 h. For workup, the reaction mixture is added to ice-
20 water, and the precipitate is filtered off with suction. The-p.rfegg{tate is taken upin R o
... 300 mi 0f1 N NaOH and ‘extracted three tlmes with ethyl acetate. Drying of the. orgamc e

_ ' ' phases and concentratlon affords a crude product whlch is tnturated W|th dusopropyl - :

= ﬁ,ether whereupon 11 7 g of the compound of the example are isolated asa crystalhne

S f,_'sohd (meltlng pomt 205-206°C) SRS SR

-j-_;ﬁ1a N- [4 (6 8 chhloro-2~methy!-1 2 3 4-tetrahydro-tsoqu:nohn-4-y|)—phenyl]—acetam|de- :

R 'hydrochlorlde T S - e




during the transfer into the recipient organism The conmpounds are |ikew se
val uabl e nmedi canents with a protective action during the per o of ‘
“angi opl astic surgical interventions, for exanple on the heart as well as

peri pheral vessels. In accordance wth their protective action against

i schem a-i nduced damage, the conpounds are al so s_Ui tabl e as nedi canents
for the treatnent of ischem as of the @ﬁrvous system especially of the
CNS, in which connection they are suitable for exanple for the treatnent of

-~ stroke or of cerebral edema. In addition; the conpounds of the formula |

_5,? rTespiratory drive (e.g. central
- -postoperative hypoxia), nuscle-re

whi ch are used according to the invention are |ikew se suitable for the
treatnent of 30 types of st bacterial shgck. 2 June 2006 83 10 15 20 In
addi tion, the conpounds induce an inprgvenent in the respiratory drive and
- are. therefore used to treat respirat conditions associated with the
fol lowing clinical. conditions and di es: disturbance of central

sl eep Japne§! sudden infant death, _
‘breathing disorders, breathing

. di-sorders after | ong-termventil at ~B¥eat hi ng di sorders -associrated with -

~“altitude adaptati on, obstructive ang, m xed type of sleep apnea, acute and
- chroni ¢ pul nonary d| sorders with hypoxia and hypercapni a. The conpounds

: -"-[ aﬁdl t i dMhanglytical sagiple (HO me) of the i:t potied from emnniﬁplels mspaagiﬁd iso , - o
NHE
enhon DG 2N HORRARPPAE i Suf B bRA: ShuAPnlt BradiBb R R, heuci ng

net aboldoncexiratediia vaogo ténaiSthetrsﬁﬂﬁe i BiteRsed Jith'aBdr At filfefedOR Wit Y, proves

to ge advant a‘ﬂl_eous due 9 an enhanced effect and reduced use of active
| ngPediS¥ftion, whereupon he title compound is obtained as a crystalline solid {R¢ =

3.807 min (method A); meltin'g point.: 125°C with decompasition).

Exa'rhple2 | |
: . 2a: (+)-4-(6,8- chhloro-z-methyl 1,2,3 4-tetrahydro-:soqu|nolm-4-yl)-benzene-
10 sulfonamide hydrochloride;
- -2b: (+)—3 (6 8-Dichloro-2-methyl-1,2,3 4-tetrahydro-|soqu|no|m—4-yl)-benzene-
sulfonamide hydrochlorlde

2¢: (-)-4-(6,8-Dichloro-2-methyl-1,2,3 4—tetrahydro-|soqumol|n-4-yl) benzene-
_sutfonamide acetate;

15 2d: (-)-3-(6, 8~D|chloro-2-methyi-1 2,3, 4-tetrahydro-:soqu|nolm-4-yi) benzene-
o sulfonamlde acetate: '

" HCUACOH -

_ SRR .. 7"7"(+‘arnd 9
R 2a/2c EORERE ”2b[2d \
| lntermedlate 1:2 4-DlchIorobenzyi-(methyl)-amme is prepared by methods known from
-the Ilterature (J Med Chem 1984 27, 1111) .




I't has energed that t he conpounds used according to the invention have a
mld |axative effect and accordingly can be used advantaged%@ﬂ?

‘laxatives or if there is a risk of constipation, in which case the
prevention of the ischem c damage associated w th constipation in the
.intestinal region is particularly advantageous. It is additionally possible
to prevent the formation of gall stonegp distinguished by a strong
"inhibitory effect on the proliferation of cells, for exanple of The
conpounds of the fornmula | used according to the invention= are furthernore.

25 fibr .celld. | i L on t prol.i tion of snpooth nuscul ar
nmuscl e @@%@éd%@é ﬁ@%ﬁé@ﬁé@%‘&%%@?f’ﬁqﬁmﬁmpéjg Q?@?Bpee’sur t abl e ‘as
“val uabl mitéfsediarut isreadiedivitlf 2ibréfndbRpREnYICINERINS infthd nedriner deserist] m such

-as pul.nonary fibrosis, hepatic fibrosis or therefore be used as =

) gnt iat hexmeleet.dﬂ%nagetﬂ . Wagun in anapalegens maaner aodpurifeationen egca -
: cgiié‘seée'é*;can i G&3a Ry Rl @tdatfr'}gfg?ﬁto%;@?'%ﬂreﬁ% RASHISH :ﬂrﬁi?‘;f’zs?rai in
: 2 2

The Sonbaandtin BeaRed al MERE T 5 ME2B10B0T on ar o BFf et ve i nhibitors of

" the cellular sodiumproton anti porter (Na/ H exchanger) which is el evated

i n nunerous disorders essenti al %perten5|on at heroscl erosi s, diabetes,

etc.), Intermediaterd; 24(24iDishiar-banaylkmetdamipohhphenyiethanakasur enent s,

- onpourmedpEPsfaauch i LOAEH BRIk R Rhong STV 1o°
excel I eeptarapié ‘lsllmtpi'memateeent(])tha:@nmﬁlbﬁng bbthereattidreindicatés compliste as

nosti c for, determnin nd, di stinguishing different ty es of -
y BB ahtvsEIon, fhe srire e aneny st fhs resit i GkaRGp met yrasatite,

d d e -
o1 da Sl TS PO ey IIREL ik rboBLF ERERP 5 O %tﬁé@ssﬁie
for exaphich .sabbmmhlcgjanmaﬁeétyrew@hbéteéwéd ﬁdfhetrwmehtrurhe?n found that

NHElnhrbrtors show a beneficial effect on serum lipoproteins. It is

. gener al purifization (Res detiotmit (néthod A)j MSiCI"E)\#eBwWBﬁZ‘Q)are too high, so- .
cal | ed hyperli poprot ei nem as, represent a considerable ri sk factor for the )

~devel opnent
- 15 Intermediate 4: 6 S—chh!oro-Z—methyM-phenyl 1,2,3.4- tetrahydro-:soqumolrne,,
- 20g (64.5 mmol) of intermediate 3 are dissolved in 55 ml of dichloromethane and
cooled to 0°C. This solution is added dropwise to 55 ml of precooled conc. HoS0O4 and

then stirred at room temperature for two hours. For workup, the mixture is.poured onto

| ice and made strongly alkaline with 6 N NaOH. Three extractions with dichloromethane |
.20 are carried out. The combmed organic phases are dried mﬁfMgSOz; and |

concentrated The o:ly crude product is punt" ed on srhca gel resultrng in mtermedlate 4

R "ixn a yleld of 53% (Rt 4444 min (method d A MS(C) = 202.21204. 42 f]-'-'

et 4a (—)-6 8 chhloro—2~meﬂ1yl-4-phenyM 2, 3 A- tetrahydro-lsoqumohne tnﬂuoroacetate -
s jf.4b (+) -6,8- Drchloro-2-methyl—4-phenyl 12,3 4-tetrahydro-|soqumoime tnﬂuoroacetate
o : _."_;lntemtedlate 4is separated mto the two enantromers by HPLC on a chrral phase

- --"":'-chlral oolumn Chrralpak OD 250 x 4. 6 cm;. . ‘ E
' E so!vent n-heptanellsopropanol 7: 3 +0.1% TFA
AT - ‘flow rate: A mbmin; | ‘
.30 - Ry((-)-enantiomerida) = 9. 340 min;
s .Rt((+)—enantlomerl4b) - 20. 327 min.




15 of arteriosclerotic vascular |esions, especially coronary heart disease.
The reduction of elevated serum|ipoproteins therefore has 2xXepiGi8nal
‘inmportance for the prophylaxis and regression of atherosclerotic |esions.

. The conpounds used according to the invention can therefore be used for

t he prophylaxis and regression of atherosclerotic lesions by elimnating a
causal risk factor. Wth this protectigg of the vessels against 20 the
syndrome of endothelial dysfunction, conpounds of the forrmula |I. -are

val uabl e at herogenesi s and of atherosclerosis, of left-ventricular
hypertrophy and of dilated medi caments for the prevention and treatnent of
~corona vasospasns, of cardionyopathy, and thronbotic. disorders. 75 : Said
conpoungs: @)a-(6eDi - I é}ﬁ%ﬁo_f' N j cament for
t he preven ion_(Band t%@tmﬁﬁwgggg’%gtrapneaé%%@%gﬁpgﬁﬁzgtﬁgd _

. respi r sHlfnanyde dydioshlagidesdi canent for | owering bl ood pressure; for

:'- duci | € Ak f ' Lk duci. ng. ' t f th
b event P8R S D el 2 et R R R WD e 2 Bt et of
- dis@ degmfdnadu_a@dy@mchmﬁ@m a and reperfusion of central and peripheral "

organs, 'such as acute renal_failure, stroke, enplog@enous states danage from
- di‘abet o8 sygpersienaf 800 Bm(1.dinyped of inteimediater 42 in 10 mifof dichlorametitangtisons. of

Of ShOC' i i . @i . 9 i Iy« o‘ the
 fr ear nenobBbRERLOS: ik 17 SFBPibosrble A5G M Ml RSy 0-¢3pr
- pr Oguﬁi one houresatictcatmentm fesnpdrature ]rcf@aa E(Fﬂiermbﬁs.a& furtistrBomil6f Shlbrostlioiicnat i ons
~ with hypotensiye substances, preferably with angi otensin_ converting enzyme
e TR BT SO S e Ry SGTa LS00 EmPOSAIULR for £0SAUo B WaIkUp,
- hyqpocht prpdurb@shitfic L&Si:ﬁ@é - St i
‘ant agoni st—‘?; W th gg%?ilgsi etrgggég’fg?wrlr@%ﬁteg%%f%%’é%&@%g@%apw :
- adenosiauetatecepicatricalouty The conibifed SapMcHiIsesEe dﬂédwmmaa\%@)%hmreceptor
ant agoni sts. the kidneys (nephritides) which are associated™w th increased
.pr ot ei rfreddoiralventxthe ciule prbductpobtdinetrig this wegi is drsaitéd R0 titef tomat ment  of

‘infectign by, ecto i.tes in 10 The agdm nistration of sodi um proton
exé'h&nd@% ﬁﬁ“"'ﬁpf‘@g gbg(f% f?%@qub%h%qsa%eégwq]merslgg@ samplate. *Sﬁgﬁ%i ng

o By SRR LAY R R A i BOAR) SRt S G i S0t

'hYﬁ'Ql | piesiganRHa%k Y shpafiéd BR%nd the aqueous phase is extracted once more
- . with ethyl acetate. The combined organic phases are dried with NagSO4 and the

solvent is removed in vacuo. Subsequent chromatography on silica gel affords 335 mg
of a mixture of example 2a and 2b in the form of a yellow amorphous solid. Further -
~ purification on a preparative HPLC affords 212 mg of the para-substituted title
- .20 compound 23, plus 58 mg of the meta isomer2b. = % o
T  Conditions for the preparative HPLC. . L
- chiral column: Chiralpak AS 250 x 4.6 mm; T e
.+ . solvents: n-heptane/ethanol/imethanoliacetonitrile 20:1.5:05:05 .
ﬂow e fnl/mih; : . U ST

25+ ‘Ry(mair fraction) = 14145 min {>2a), 0 o i

" Ry(subsidiary fraction) = 11,623 min (»2b). .-

. :_ Bdth"fraciibns were dissolved in methanol/2 'N,’HCI.mi)j(furé and freeze d’ried,f'ahd:it' was
B . POSSib_'e to obtain the 'tit'_l_e compounds 2a and 2b in the form of crystalline solids. o L




15 Medi canents which conprise a conpound | can in this connection be .
~adm nistered orally, parenterally, intravenously, rectally, 2 V%ﬁ%ﬂ%@n&lly
or by inhalation, the preferred -adm nistration being dependent on the
~particul ar characterlstlcs of the disorder. The conpounds | nay noreover
~ be used al one or together with pharmaceutical excipients, both in
veterinary medi cine and in human nmedi cgge. 20 The exci pients suitable for
the desired pharmaceutical fornulation are famliar to the skilled worker
on the basis of his expert know edge. Besides solvents, gel forners,
supp05| ba t ab) et \d ot her actlve i ngredi ent carriers,
| Bidans 3800 i lrenod APMELeR e OB T ChT6 I 672 iite S For o
' forn1for ral adm ni stration, the active conpounds are m-xed with additives
sui t abl MTHEHEGN: Bof#0ee 3 866 raathod AY; MEHab), (550874 r3/8 b BMIHJent s,
~and converted by conventional methods into suitable dosage forns such as
. tabl et s41284844.3 (MT+EH3CBIY. hard gel atin capsul es, aqueous, al coholic or
~oily solutions. Exanples of inert carriers -which can be used are gum
. arabi ¢, nmagnesia, nmagnesi-um car bonate, potassium phosphate, | actose,

So08 e P8 B pichRRER Aty 3 B e s BB ST e o v

. granul emlfdﬁaanﬂeasetabé suitable oily carriers or solvents are vegetable or-

“ani nal

administration in the formof aerosols or~ sprays are,

£l fish | I b
"t 1 v S SRrD G PomeTohd 43 e lrebyhorsnauInaiR - berisdRver L od, 1 {

. ‘desi r edgitionBrlide agefgd:ances customary -for this purpose, such as
"solublllzers emul sifiers or other excipients, into a solution, suspensi on

or enul Ehatitle Eampwad la)$ynihe$|aed by $he mevthad describeat wnider2ay2b, mjsa@ cal saline:

- Sl caeenBud ap 4 RARing oBRARE The hHiRERon 8 sABaratn B a e Rt ar | ous
- sol ventisomenivhigteig to Hei é)@bb{%dal%k@@ de&qmdférffﬁé fdIRWRY r;.d?fbrfé” -

or exanpl e,

sol ut i giwral §@§M§W@@%¢A§@§O§(Mﬁ%mm,he active ingredient of

. solvent: acetonitrile -

B _."l"ﬂow rate: 1 mi/min;
15 . Ry(main fraction)= 4.394 min (->2c);
Re(subsidiary fraction) = 4.130.min (=>2d).

The purified products are each taken up in a 10%.acetic acid solution and freeze dried,
resu!tmg in the desired acetates as sllghtly yellowish solids (Rt(2c) = 3.656 min

[ _‘\.(method A); MS(ES*) =371.1/373.1 (M"'+H)l4121I4141,(h§§+CH3CN)) (Re2d) = - .
',i;f.-'_;-zb' 15 562 min (method B) MS(ES*) —371 1/3731(M"‘+H)/412 1/414.1 (M++CH3CN)) - -

S :‘_:,:,Example 3 4- (6 8: chhlere-2-methyl 1 2 3 4—tetrahydro-tsoqulnolln-4-yl) N N—dlmethyl- .-;
' ‘-{benzenesulfonamlde hydroch[onde ' : - RN e '

25




- epi sodes 0

. Desecriptions of experinents an

the formula | in a pharmaceutically acceptable solvent such as, in:
particul ar, ethanol or. 15 water, or a m xture of such sol V%Ht‘%e 2006
formul ation may, if required, also contain other pharnaceutical excipients
such as surfactants, enulsifiers and stabilizers, and a propellant gas. o
Such a preparation nornmally contains the active ingredient in a :
concentration of about 0.1 to 10, in 2f§5particular of about 0.3 to 3, % by
wei ght. 25 The dosage of the active ingredient of the fornula Ito be

adm ni stered, and the frequency of adm nistration, depend on the potency

U R T ) T S R

- wei ght amln;blecn)wammtrodeoewmomm e bhidresumipacid ¢6.86nl)) Hed Rthtufen

average, the daily dose of npound of the forpmula_ | for a patient
wei ghi ngaesumequmﬂug‘»t!rredat 4De%§@r nebautgirgeagtiasn apduiewas emepaled
--maxi wrtb%odﬁeﬂ%ﬁﬂtur%%nﬁ raﬁfﬁéﬁmté/r +|:H@/emas 8&9&? %rlta (%: Phichcut e

or exa nmedi er su erirng a
" ny o6ar diegaratetiasutidusing thik gtasrﬂmndi offrwitrasddtion srd taken ap ifi etind acetalesages

57 200 o, Ay wag ks wib SeiBied bing waRdied ot arednesiu B SP.eoﬁoo?or .
| - exanpl esﬁﬁdec@ent)éém%?ﬁra‘ﬁbh ford 56 em.baotagsmamgnrgbvaggegtahmt sed: R
TFA  Hisajuinolin-d¢yl Hangzenesulfadlyl aTlonde as a solid crude product, a portion of which
o (150 mg)iwas directly introduced in portions into dimethylamine solution (5 m, approx.
10  40% in water) cooled to 10°C. The resultmg suspension was subsequently stirred at
this temperature for 1.5 h. Then ice-water was added and, after extraction three times
. with ethyl acetate, the combined ethyt acetate phases were washed with saturated
,'brine" and dried over magnesium sulfate. The residue was taken up with water and,
~ after addition of 2 N HCI, freeze dried. The crude product obtalned in this way was

_'15'_' then purified by preparatlve HPLC

Conditions:
stationary phase: Merck Purospher RP18 (10uM) 250 x 25 mm
mobile phase: - 90% H20 (0.05% TFA)— 90% acetonitrile; 40 min; flow rate:
20 . 25mimin I
The fractions containing the product were combtned the agﬁo’hnnle was stripped off in -

; a rotary evaporator and the aqueous phase was washed wrth saturated potassrum
'-carbonate solutlon and then extracted three trmes wsth ethyl acetate The comblned

L y ’ethyl acetate phases were washed with saturated brlne dned over magnesrum sulfate
B 25 "?‘-'and concentrated The resndue was taken up |n water and after addrt:on of 2N HCI

R freeze dned 80 mg of a pale SOIid ‘weére, obtalned ThtS con3|sted of ~80% ofthe "
R '_desu'ed compound in addltlon to ~20% of a reg|0|somer (Rt =4 000 m:n (method A)




15 THE TOTU DVMSO abs. 20 deconp. DWF General: The retention tines (Rt)
i ndi cated below relate to LCVS measurenents with the 25 fol | &Wling2006

- paraneters' Method stationary . phase: nobile phase: 30 Method B:
stationary phase: retention time trifluoroacetic acid high performance
l'i.qui d chromat ography equivalent |iquid chromatography nmass spectroscopy
mass spectroscopy chem cal ionization ggoomtenperature tetrahydrofuran
O [ (et hoxycar bonyl ) - cyanonet hyl eneam no]-N, N, N , N -. tetramet hyl uroni um
.tetrafl uoroborate di methyl sulfoxide absolute deconposition

di et hyég‘(grr_lgpenl_d_e Mer ck Purospher 3p2 x 55 mm
| 4a: 4-(6,8-Dichlero-2-methy!—1 ,2,3,4-tetrahydro-i_SOquinoIin-4-yl)-be‘nzenesultonamide,
hydrochtoride;

Intermediate 1: 4«(6,8—0ichloro-2-methyl-1 2,3 A-tetrahydroisoquinolin-4-yl)-
: : ‘benzenesulfonyl chloride ‘
o AtO—"C, 1 mmol of 6,8-dichloro-2-methyl-4-phenyl-1,2,3 4-tetrahydro-isoquinoline
) _. _ __(int_ermediate 4, example 2) is introduced into 1 ml of chlorosulfo‘nic acid and stirred at
10 "-reom temperature for 3 hours. For workup, the reaction mixture is poured onto ice,
i adjusted to pH-Y to 8 with 1 N NaOH and extracted twice with ethyl acetate. The
- combined ethyl acetate phases are dried with Na2804 and concentrated in a rotary
evaporator. The crude product obtained in this way is reacted further without further
. purification. |
.15
: : | lntermedlate 2: 4-{6,8-Dichloro-2-methyl-1,2, 3 4-tetrahydre%egumohn-4-yl) benzene-
o .sulfonarmde o . , :
e _j,_'f‘; ':__;319 mg of |ntenned|ate 1 are suspended in 6 m! of 25% strength ammoma and heated o
'_"'._4_"to 90°C After 3h, the maxture is diluted wuth H20 and extracted w:th ethyl acetate The

a5 20 "-_'..{-.-:_organlc phase_ is separated off and dned wnth Na2804, resultmg |n 165 mg of the tltte -

. ::;compeund FRE

-‘;'14-(6 8 chhtoro—2-methyl 1 2 3 4-tetrahydro—1soqumohn—4~y|) benzenesulfonamlde .
o i 'hydrochlorlde ' _ : SRR : , ‘
25 - 145mg of intermedtate 2 are suspended in 15 ml of daethyl ether, and 1 miofethereal -~

- HCI is added After stirring at room temperature for 30 mmutes the preczp:tate is




95% H20 (0. 05% TFA)--* 95% acetonitrile; 4 mn; 95% acetonitrile; 1.5 mn
-* 5% acetonitrile; 1 mn; 0.5 mM/mn, 30C Merck Purospherzélﬂ?gp%' mm -
mobi I e Phase: 10 Method Bl: stationary phase: nobile phase Method C
stationary phase: solvent: 15 flow rate: 20 .25 stop tinme: tenperature:
Method D.  stationary phase: solvent: 30 flowrate: 2 June 2006 88 O mn
90% H20 (0. 05% TFA) 2.5 min-95% acetonjtrile; 95%acetonitrile to 3.3 mn;
10% acetonitrile 3.4 mn; 1 mM/mn. YMC, J sphere ODS H80 4p 2 x 20 nm O
mn 90% H20 (0.05% TFA) 1.9 m n- 95%acetonitri|e 95% acetonitrile to 2.4

mn; 10% acetonitrile 2.45 mn; mn. Merck LiChroCart 55-2 %lrospher
- STAR Rilteged off yiithesvictinn aggdriss, rasul@m@fi g afdhe hyd miqtﬁgomt e form

‘of a yellowish solid.

T 4b 4- (6 8- chhloro-2—methyl -1,2,3,4-tetrahydro-isoquinolin-4-yl}-benzenesulfonamide,
5 acetate :

- . 255 mg of intermediate 2, example 8, are mixed with 5 ml of glacial acetic acid, and
- _?_--?50 mi of H20 is added. Filtration of sparingly soluble: constltuents is followed by freeze
o ldrymg, resultmg in 250 mg of the trtle compound
| ] Example 5: 4—(4-Bromo-phe_nyl)-6,8-dich!oro~2—methyl~1,2,3,4-tetrahydroisoquino!ine,
‘hydrochloride; ' '

CiH.

I ;'-l;_ lntermedrate 1

.' re:'reacted in anaiogy to the method descnbed in examp!e 1,

:bromo-phenyl)-othano e
T _:_mtermedlate 3. After analogous workup and chromatography on smca ge! the
Sl alkylatson product can be |solated |n a yleld of 69% e el




sol vent B: acetonitrile/water 10:90 + 0.5% HCOOH 0.75 m/mn tinme[mn]

sol vent B[ % 0.0095.0 0.5095.0 1.755.0 4.255.0 4.5095.0 5: 0098u €0 nin

40C Merck RP18 PurospherSTAR, 55 x 2 mm 3 N particle size. solvent A

acetonitrile + 0.08% HCOOH sol vent B: water + 0.1 % HCOCH 0.45 m/mn

. time[mn] solvent B[% O 95 55 75 .895 95 tenperature: . roomtenperature -
. Exanpl e 1: 98 '

N-[4-(6,8-Dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

acetam de Internediate 1. 2,4-Dichl orobenzyl-(nethyl)-amne is prepared by

T R R VS LTV o W P
1.5 e e e Ao e A

~After 1.5 h, the reaction mxture Is

-;and i Saadﬁ:ggi to m@ﬁfénn@r gekeribedoP intdfinddiated, &xfmpiae!, chddhe alcdhdl 69n Be of .
.'acetlc acid is added E)vmse
-isolated in a yield of 86 -
5
lntermedlate 3:4- -(4- Bromo-phenyl)—G 8-dichioro- 2~methy!-1 2,3 4—tetrahydro~ '
isoqumoime
' 5.45 g (14 0 mmol) of 1-(4- bromo—phenyl) 2-{(2,4- dlchloro-benzyl)—methyl-amlno]-
ethanol are introduced into 15 ml-of dichloromethane and, at 0°C, 15 ml of conc.

10  HSOy4 are added. After stirring at room temperature for 2 hours, the reaction mixture

is poured onto ice and made alkaline with 6 N NaOH. Three extractions with
-dichloromethane are-carried out. The combined organic phases are dried with- MgSO4 '

-and concentrated. For further purification, the residue is chromatographed on sul:ca gel,
o resultmg in.2.6 g of the ttﬂe compound as a yellowish oil.
T |
' 4—(4-Bromo-phény!)-6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydroisoquinoline,
h'ydrochioride; e

o '_':; '1300 mg of 4-(4-bromo-phenyl)-6 8-d|chloro-2-methyl 1 2 3 4-tetrahydronsoqumolme are . 5
20 ;.,‘.st:rred in2 N'Hcl at room temperature The resultmg precupltate i f ltered off W[th EER
I ,fsuctlon and dned L ' T L

U -|::;E'_gar*_,;p;g‘a; zi:j(e;sf-'b;;‘;z{:ora._z'-tnfe‘thim 2,3 Aetrahydro-isoquinolin-4-yl)-benzoic acid; .. °

CH .




- The starting conmpound (0.256 nol) is introduced into 300 m of acetic acid -
~and, at ,=phenyl)-acetanmide. 1 | of ice-water. The precipitadend 2006 | tered
off with suction, washed with water and dried, with r60 g of the title
conpound being isolated (nelting point: 192C). .Intermnediate 3: ‘
N-{4-[27(2, 4-Di chl or o- benzyi am no) - acetyl ] - phenyl } -acetam de; 37.1 g (01195
rnol)of internediate.1 are introducedgghto 400 nml of dioxane, and a 25
solution of 60 g (0.234 nol) of internediate 2 in 600 m of dioxane .is
added. 134 m of tnethylam ne are added, and the m xture is stirred at

roomt% : for . q ndi ng_aqver ni reci |tate|s
filtered ?%!};ﬂgrq—%éné‘hpﬂ gt }té‘t M@ﬁ?‘?‘&{’% yérbﬁﬂ'%gt ' 90 vacuo. The
- resi dues. 5B gt(akenmon dfﬂ(ﬂtﬁrbho_irpﬁ?érﬂﬂ)%‘ﬁ ,Qudichiefo-RirsthiRiiB4and H2O, dried
with MgSO4 and, concentrat ed he oily residue resulting ther ebé %
of

trit ur dekahydreisoguinoline,(axagmnle & intetrdiate Xk aredlissobad inj 189
.inter Wﬁ?q%r@ehﬁéi "lgtAfEHfIh&EoﬁmShmsadéén”&e&% Lg, MHL‘értdraQn Hoiéﬂb

115-11

. N-{ 8- [ 24{52ménd]) oftriphenyhshsphiis aed 1170y @@ eriol bhEE]HO DSy bre addedniftsr; 36
g (0.099 nol) of intermediate 3 are dissolved in 500 mM of nethanol and, at

| :_'_',."."OC 7 rengwéd flughing withcatgam 865 oigy(@. 75l ewacly obBd(RPh3lheraiaddedandscarbem.
-'--.stlrred at QC for 10 30 min and at_roomtenperature for a further hour. For

, _.mxture Is-stirred

| - wor kup menxideisdiassad it e soluion cbhe arxiuge isostiived alh20°6s Adtge sixdhours at

Db a2G A dEdind oleridneiiel biidn AL 80T N (G RHIBNSE o et o e
" The corﬁd(ﬁ@dgwgere addﬂfuhami;sﬁmag(ttl'i&)"wadd sy @erﬂon@nmﬁf)dd@mmheThe

- crude product obtained in this way can be reacted further without further
- pul@f i selution wers continued for eight hours. After again standing overmght 135 mg of

N-[4-( Di 1.2 3. d4-tetra |so _ 1) ~.nhenyl ] - ac
et am abFoBye Bed wpIbinh s afioudn 16 I dats e foctime EBaBORy” o

7 dichl ofg ?Wcﬁ‘ﬁﬂ? w se. The

. tﬁ@ggltv@%tds? &no%éﬁ u%a@ﬁ agmr?gl’eem errper a !ﬁé;’rgﬂ? F . For

- _-:rvvor kupacem r‘ﬁa'ee |e(xtraoh0rtsmth PN bi@d atecanied out. The combined aqueous o

" o phases are adjusted to pH 6 wuth 6 N HC! and extracted three times with ethyl acetate.

15 The organic phases are dned with MgSO4 and freed of solvent. The residue is purified
. on smca gel using a dlchioromethanelmethanol mixture, resulting in 420 mg of the title

~* compound (Rt =4.025 min (method A); MS(CI*) = 336.1/338.1).

v Example 7: 4-(6, B-chh10r0-2~methyl 1,2,3 4-tetrahydro:soqulnolm-4-y!)-N-ethyl-
©20 - benzamlde tnﬂuoroacetate I -

;.7,f146 mg (0 43 mmol) of 4 (6 8-d|chloro~2-methyl 1 2 3 4-tetrahydro-lsoqu1nolm-4 yl)- .
. benzmc acid (see example 6) are dlssolved in 5 mi of DMF, and 1.0 equwalent of o /'_"‘ )
" triethylamine is-added. At 0°C, a solution of 141 mg (043 mmof) TOTU in 3 ml of DMF -

I 25 :IS added. The m:xture is stirred at 0°C for 30 min and at room temperature for 30 mln
| o -Thls solution is then added at 0°C toa solution of 0.28 mI of 2 M ethylamme so!utlon
o and 0. 06 mi (0 043 mmol) of trlethylamme in 5 ml of DMF and the reaction mlxture is




20 water, and the precipitate is filtered off with suction. The precipitate
is taken up in 300 M of 1 N NaCOH and extracted three tinmes ddune Z006y|
acetate. Drying | of the organic phases and concentration affords a crude
product which is triturated with diisopropyl .ether, whereupon 11:7 g of -
- the conmpound of the exanple are isolated as a crystalline solid (nelting
‘poi nt: 205-206C). 25 1la: 100
N[ 4- (68 Di chl oro-2-net hyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl):-phenyl ]
acetam-de hydrochloride: 2 June 2006 91 CI CIH An anal ytical sanple (100
ng) of I N
), andpeal ook RARALRC BFUfTER R KdrworkaP IS ENch ig St & i
" concent vacua] dnd the residua isitakea ureini ethyl acetatei anad whshkeditwibe atither Nd€OH

| '](;:Iirlytste L bnesiith 1530 The BugehaBRl: HiSH bt e B aharbon P el o5 2
Sy oaP e Ar /B Sufa 0B cichigrometapeiyelnanel 95 ISRt Brehen; ene.

10" sl f posfidadionhFditea purification b a preparative HPLC (aceton|tr|IeIH2Oftnﬂuoroacetlc
(+)-3-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl ) -benzene-

... sul f onaatidpafigutisdbé desired paﬂmxamlde as trifluoroacetate (Rt = 4.169 min (method A);

(-)-4-(6,8-Dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)- benzeneA'

“sul f onamiS{€l HceB68.8/365E3Rd:
S (-)-3- (6 8 Di chl oro-2-net hyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yi)-benzene

sul f onam de acetate; o, I\ Cl H2
Example 8: 4-(6,8-Dichloro-2-methyl- 1,2,3 4-tetrahydrmsoqumolm-4-yl) -N-propyi-

10  benzamide, triflucroacetate:

TFA

The title CQmpound can be‘prepared by the method described in example 7 starting
from n-propylamine and 4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yt)-
benzoic acid (see example 6).

" 15 (R¢ = 1.881 min (method B); MS(0|+)=377.3/_379.3).

Example a: 4-(6 8- Dichloro-2-methyl 1 2 3 4~tetrahydro-lsoqumolm-4—yl)-N-(2- B
dlmethylammo—ethyl)-benzamlde tnﬂuoroacetate '

D A l_, SRR R

| - 20 - was prepared in analogy to exampie 7 startmg from example 6 and N1 N‘l— ,
. dimethylethane-1, 2-d|am|ne by a TOTU-medlated couplmg reactlon (Rt = 1 449 min

"'._(method B); MS(CI"’) 406. 3/408 3)




'HCVACOH C 2a/20 20 1Y I~cl (+ and -) 2b/2d o; ,0 S NN2 HCVACOH
| htermedi ate 1: 2, 4-Di chl or 6benzyl - (methyl)-amine its prepar2dun®208% hods

" known from the literature (J. Med. Chem; 1984, 27, 1111). 2 June 2006 92

| ntermedi ate 2: 2-[(2, 4-Dichl oro-benzyl) - met hyl - am no] - 1- phenyl - et hanone; -
Internediate 1 is reacted with 2-brono-1-phenyl -ethanone in the manner
described in exanple 1, internediateqgq Workup in an anal ogous manner and
purification on silica gel affords the desired al kyl ati on product in good
yield as a yellowish oil (Rt =5 4.188 mn (nethod A); M(Cl+) = :
:308.2/310.2). Internediate 3:

2-[(2,4-D chl oro-benzyl)-net hyl -am no] - 1- phenyl -ethanol; Internediate 2 is

r educedpyhmpleSarigariisiofyeinhétayil 4L (4-ReorpROKEE- yﬂ%ﬁéhylbquz g@- exanple 1,
intermedi ate 4. Once nonitoring of the reaction indicates conplete 10

"-'_'conversieél'ﬁhydeﬁUmQ!lne, tridluemacetaie;at ed and the residue is taken up in

- MB(Cl+) = 310.2/312.2). 15 Internedi

“smixture is-poured onto

ethyl acetate. It is washed twice with H2O dried with MgSH4 and freed of'
~'solvent. The crude product, Which id of}tained in quantitative yield, can
be reacted further without further purgfication (Rt = 4.149 mn (rrethod'A);

j et r ahydr o-i soqui nol i ne; (64 5
n 55m of dlchloronethane and

opwi se to 55 ml of precooled conc. .
atyre for two hours. For workup, the -

6, 8-Di chI oro- 2-'met hyl - 4- phenyl -1, 2, 3,
“mmol ) of i nternediate 3 are dissol ved )
cooled to OC. This solution is afd '
H2SO4 ‘and then stirred at roomte

5 456 mg (1.4 mmol) of Cs2CO03, 6.75 mg (O 03 mmo!) of paliad:um acetate and 28 mg

~ {0.045 mmol) of 2,2-bis-(diphenylphosphino)-1,1- blnaphthyl are introduced into 5 ml of
e abs. toluene Under argon, a solution of 0.104 ml (1.2 mmol) of morphoiine in 2.5 ml of
.:_:abs DMF and a soiutron of 371 mg (1.0 mmol) of 4-(4-bromo-phenyl)-6,8- dichloro-2-
e o _\methyl 1,2 ,3,4- tetrahydro:soqumolme in 2.5 ml of abs. toluene are added, and the
. 10 ‘mixture is stirred at 100°C for a total of 9 hours. For workup, the solvent is removed,
the residue is taken upin dlchloromethane and insoluble constituents are filtered off.
After concentration of the filtrate, the residue is chromatographed on sifica gel (CH20|2

| -/methanot 95:5), resulting in 350 mg of the desired morpholme derivative. After a
‘further pur:f cation on a preparative HPLC it is possible to isolate 160 mg of the
L __":.';31'5 _ﬂcorrespondmg tnﬂuoroacetate in the form of a colorless solid. '

% . : «%\; _
ERRMRE ;‘Example 11; [4-(6 8- chhloro~2~methyl 1,2,3,4- tetrahydroasoqumolm-4-yl)—phenyl]~ |
B _-_-j.;-diethyl-amme tnﬂuoroacetate |

IR

20 The procedure is ana!ogous to the method descnbed in example 10 startmg from | .
dlethylamlne and 4- (4-brom0~phenyl) 6 8-d|chloro-2-methyl-1 2,3 4—tetrahydr0- 2 ' _
lsoqumoline (example 5 mtermedlate 3) Reaction time: 2 days at 100°C three tlmes N




ice and made strongly alkaline with 6 N NaOH. Three extractions with
~dichl oronet hane 20 are carried out. The conbined organic phasdinea?@edri ed
wiith MgpgSO4 and concentrated. The oily crude product is purlfl ed on silica
. gel, resulting in internediate 4 in a yield of 53% (Rt = 4.444 min (method
A ;. MB(C+) = 292, 2/294. 2) 4a:

(- ) 6, 8- Di chl or o- 2- et hyl - 4- phenyl - 1, 23, 4-t et rahydr o-i soqui nol i ne
trifluoroacetate; 25 4b: '

(+)-6,8-Dichl or w2- met hyl - 4- phenyl - 1, 2, 3, 4-t et r ahydr o- i soqui noline

trifl h%aé?ﬁ t b
HIrD:_C gg{a chira pfhﬁai]%%%ﬁ?@aﬁhé%}?ﬁné%th?rgﬁ%gggl&éQ@Uby&ﬁﬁgﬁ ;Beqr \S;e%t
- n- hept alselate@asamiorﬂesé sdlid ditet prcfakative BWWLIGIte: 1 m /nin; 30

Rt ((-)-enantioner/4a) 9.340 mn; Rt((+)-enantiomer/4b) = 20.327 mn. 2

| : June 2006- 93 ° Rt(subsrdl ary fractlon) 11.623 min (-42b). Both fractions

-~ sul fonani de hydrochl ori de; 2b:

- For" workup, 10 it is poured onto i

wer e d'Eﬁéﬁh}SP@ﬂ% %é;ﬂgﬂg &@gyé;ro%]ﬂgﬁé{)hreﬁg B9 5181 Lfbtrf pardt was

' possible to obtaln et|t e a an héformo crystalllne
¢ sol i&ds. isequinoline, tnﬂuoroacetate
" (+)-4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4- t;t rahydro i soqui nolin-4-yl)- benzene- :

“(+)-3-(6, 8-Di chloro-2-nethyl -1, 2, 3, 4- rahydro |'squ| nol i n-4-yl) - benzene-
5 sul f onam de- hydrochl oride; A suspension of 500 ng (1.7 -mmol) of
‘internmediate 4a in 10 ml of dichlorongthane is introduced at OC into 1.2
m - -of chlorosul fonic aci.d. The m xture_#s stirred at OC for one hour and
at roomtenperature for a furth&r hour{ A fuffher 5 ml of chlorosul fonic
‘aci-d is added and the m xture iS™% ' at roomtenperature for one hour. .
adjusted to pH 8 with NaHCGS.

~*Three extractions with ethyl acetate are carried out. The conbi ned organic

~--three hours. After the conversion is conplete

“"7-‘phases are dried with Na2SO4 and - ffeed of solvent. The crude pr oduct :
* obt.ai-nerhd desiridpipebiding desisathe ddh BE o'nstarﬁéd @@ﬁiﬁn%frhlh‘fﬂppehaﬁrb%cm-(@-oc for

e reaction -solutionis

- _concenthramodPhen)-¢ fedichiaraiernetbylhi3, 41totrahydfetsoquwom®(wnrda@l acetate.
o ggcghmremuat@ ﬁ?ﬁFaﬁa?oﬁfﬁ%@trﬁgth%fde%'&ﬂbb&‘f’n aiRplSighase 1s extracted.

| Example 13:6 8—D|chloro-2-methy!—4 -(4-pyrrolidin- 1-y|-phenyl) 1,2,3,4-
tetrahydroisoquinoline, hydrochloride;

o 'fzjii»-:_':: punf catlon by chromatography |s taken up in the DMSOlaceton:trrle mlxture
| ‘*-whereupon a precrpltate separates out This i is: ﬁltered off drssolved m 2 N HCl and
Lo " freeze dried, resultmg |n the trtie compound ofa colorless solrd ‘
Examp!e 14 6 B-Drchloro-2-methyl-4-[4-(4-methyl-plperazm 1-yl)-phenyl]-1 2 3 4-- R
tetrahydro-lsoqumolme tnﬂuoroacetate o




. takes. pl ace 'under the follow ng cong

wi th ethyl acetate. The conbi ned organic phases are dried w %t} Naé@éd%l and
the solvent is renpbved in vacuo. Subsequent chromatography o 4y gel
affords 335 ng . of a mixture of exanple 2a and 2b in the formof a yellow
anmor phous solid. Further purification on a preparative HPLC affords 212 ny
of the para-substituted title 20 conpound 2a, plus 58 ng of the neta -
i somer-2b. = Conditions for the prepardd ve HPLC. chiral col um: Chiral pak
AS 250 x 4.6 mm solvents: n-heptane/ethanol/nethanol/acetonitrile
20:1:5:0.5:0.5 “flowrate: 1 mM/mr 25 Ri(main fraction) =14:145 mn
(->2a), 2 June 2006 94 (Rt(2a) = 3.630ym n (nethod A); M5(2a), (ES*)
=371.3/373:3 (M++H)/ 412.3/ 414.3 (MeNCH3CN); Rt (2b) = 3.668 nmin (nethod
A); M5(2b), (ES+) =371.3/373.3 (Mr+H)/ Aig.S/ 414.3 (Mt+CH3CN).. 2c: :
(-)-4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-t® rahydro-i soqui noI-i n-4-yl)-benzene-

sul fonani de acetate; 2d: : :
@ ahydr o-. |squ| nol.i n- 4- yl)-benzene-

- (-)-3-(6, 8-Dichl oro-2- et hyl - 1, 2, 3, 44
sul fonam de acetate; The title conmpoungi s s%gt hesi zed by the net hod
1 pdi at b as starting conpound. The

- ‘described under 2a/2b, using 10cintg
purification and separation from:¢f netia i somer which is to be expect ed
chiral colum: Chiral pak AS.

250 x 4.6/12 mm solvent: acetonitrle flowrate: 1 m/mn; 15 R (nmain
- fraction)=4.394 min (-*2c); Ri(subsidiary fraction) = 4.130-min (-+2d).
The purRéaddionnid¥inatbylpiperazine a&éﬂ%hromo-waweaamrdomezmebym| on and

 Loiras Teet st i S B AR Ay b hehba e
412, 1] 4kamiple 16 4fEE8 Jhe fitk ¢difipound in the form of a colorless solid.
5 , .
' ._-Examp!e 16: 6,-B-Dichloro-2-cyclopropyl-4-phenyt-1,2,3,4-tetrahydroisoquinoline, '
: :trifiuo—roacetate;

TFA

, In‘termediate 1:

- 10 Cyclopropyl-(2 4-dlchloro-benzyl)—amlne : : :

| '_  5259g(30 mmol) of 2 4—d|chlorobenza[dehyde are lntrodmmto 140 ml of methanol :

e '.._;:and -at room temperature a solution of 1.71g (30 mmol) of cyclopropylamme |s

. -i.;added The mlxture is stlrred at room temperature for 40 min and then 142 g e
) | (37 5 mmol) of NaBH4 are added ln portlons After standzng overn:ght the solvent is S
e j;tel:f""f,jremeved and the resndue is taken up 2N HCI Two extract:ons wnth ethyl acetate aré-"'“"'-fj S
x cartied out The aqueous phase is: made alkahne W|th NaOH and agaln extracted twace"-"'i_ .;::_if':if:
w:th ethyl acetate The organac phases are dned w:th MgSO4 and concentrated The o

S ‘;'crude product obtaaned m thls way, in- the form of a shghtly yellomsh oll can be
S ; reacted further wrthoutfurther punf' catlon R
BRI Interr_nedtate 2:'2-[Cyctopr0pyln(2,4-'dichloro-benZyl}arnino]-t-phehytfeth_anohe;'




20 A562 min (nmethod B); MS(ES+) =371.1/373.1. (NH—i)/ 412. 1/ 4}%une2006
(Mr+CH3CN) ). Exanple 3:.440,81 -Dichloro2-nethyl -
2,3, 4-tetrahydro-msoqui nol i n4- yl)-N, N-di net hyl - benzenesul f onam de
: hydrochl oride; CI CIH 25 2 June 2006 95

6, 8- Di chl oro- 2- et hyl - 4- phenyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i ne -
(internmediate 4, exanple 2) was i nt rdd4ced in portions into chlorosul fonic
acid (6.6 m). The m xture was subsequently stirred at 40C for one hour.
The reaction m xture was then cooled to roomtenperature and an ice/ water
m xture | ' i | t hi s was
filter e%]\f%ﬂéﬁwm? ﬁ Ig;f%??tgﬂ%\gfn IPQ&?&%BQPﬁtﬁgﬁﬁ@?ﬁégfggﬂ gﬁig&%éc% after .
was hi ngtrigthyfarsiedn gicanbhiyithewasthddides crived lrrmmmpleumnstohﬁauete 3Sedsequent

7 Soqur Pt soNtR e bl ofty i feciesids Ykesionh i elaceinigalice ,
porti onyaéhedivide Mtﬂ.g»%mhdme%ﬁﬁ?w UL g&fﬁﬁ %é?ﬂ(ynh'éﬂgﬁggﬁ%%g The

di net hyl am ne sol uti , approx. 10 40 cool

resdl tiTige susiegmadadt dMnédlhﬁﬂﬁBJW@?ﬂchnﬂié FeaRtbcPfurthBl YithefPrfkrr € for 1.5
h. Then .ige-water was added and, after extraction three-tinmes wth ethyl
acet at eP'Jrfr!ﬁ‘@ I®®mbi ned ethyl acetate phases were washed with saturated
~brine and dried -over magnesium sulfate. The residue was taken up with water
and,- after addition of.2 N HCl, freeze dried. The crude product obtained "’

i tn thl dntemsnediate 352—[Cmop;gpyl-(2 4@1@omﬁmyﬁtammo]dl?%2e5r@u@mdngors )
- -Statl.o nmm nopi | e ase.
- 90% HZM%"@E&?%% r %@&@aﬁ?&rlm@aw tm“?%e methad d@ﬁ@ﬂbe(m 25 i /nin
Thenf t mbi ned, toni t ril
o1 50 e RS 4. B oS nd i B cnfebireliin 208 A LSSHA IR wi « n

- sat uratmtuﬁmteammemambmta@:dsahwadymtén%é Bﬁﬂe@ﬁé bﬁéé@ﬁs ééﬁa‘?&teﬂ'df?s with

et hyl - acet ate T e conbi ned freeze dried. mg of "a pale solid were
-j'obt ai n@@d mere with etiwd aacetate ; The combmed orgamc phases are dried

w:th MgSO4 and the solvent is removed in vacuo. -

' 15 ~6.8_-DichIor0-2-fcyclopropyl-4-phen§l-1 ;2,3,-4-tetrahydroiso.quinoline, trifluoroacetate;
- Intermediate 3 (1.9 g) is dissolved without further purification in 10 mi of
dichloromethane and cyclized with conc. HoSO4 by the method described in

'-e)tample 1. For workup, the reaction mixture is poured onto ice. “The organic phase is
.- .separated off, and the aqueous phase is extracted once more with d|chloromethane
20 -.The combined organic phases are dried with MgSO4 anqu of solvent.

__ : Chromatography on s:hca gel (n-heptanelethyl acetate 5:1 - 3:1) affords 200 mgofa o
| S ;;_yeliomsh oil, wh|ch is subjected to further punf cation on a preparatlve HPLC This - e
L ?‘.{'_‘_.-iresults in 1 84 mg of the tltle compound as tnﬂuoroacetate LT

. 25 ;:"'_:‘Example 160 1Ga (-) N«~[4 (6 8-chhloro-2-methyi-1 2 3 4 tetrahydro-isoqumolm—4~yl)
S -‘_A;z"rphenyl]-acetamede B e B
e __:-_:,.7-':-::7-16b A+)N- [4 (6 8- chhloro-2-methyl 1 2 3 4-tetrahydro-lsoqumo!m~4—yl)-phenyl]—-

. acetamide; : -




- and concentrat ed. The residue was taken up I n water and, aft géiqoél on of
2 N HC, ethyl acetate phases were washed with saturat ed br| d over
magnesi um sul fate desired conpound, in addition to -20% of a regl oi soner -
- (Rt = 4:000 min (nethod A); I\/S(CI +) = 399.1). 2 June 2006 96 Exanple 4:
4a: ' '
4-(6,8-Di chloro-2-nethyl -1, 2, 3, 4- tetraﬂﬁdro i soqui nolin-4-yl)- benzenesul f on
am de, hydrochloride; cl CIH Internediate 1:

| 4- (6, 8-Dichl oro-2-nethyl -1, 2, 3, 4-tetrahydroi soqui noI|n 4-yl) -

~.and stirred at 10 roomtenperature for 3 ho

"_‘.,product obtained in- this way iIs react ed
purification. 15 I'nt er medi at e 2:

“‘benzenesul fonyl chl ori de At OC 1 nmol of o
.6, 8-di chl oro- 2-net hyl - 4-phenyl -1, 2, 3, 4 tetrahydro- |squ|noI|ne :
(internmediate 4, exanple 2) is int roduced i nths m of chlorosul fonic acid
: ‘ . For workup, the reaction.
-mxture is poured onto ice, adjusted. to pH T 8 with 1 N NaCH and
extracted twice with ethyl  geein@tg§. The conbfhed ethyl acetate phases are
dried with Na2SO4 and concentrated in a_rgtary evaporator. The crude
fherl without further
~ . .

. 4-(6,8-Dichloro-2-methyl-1,2, 3, 4- tetrahydrdp ui nol i n-4-y1) - benzene

- sul fonam de .319. ng of internediate 1 are suspended in 6 m of 25%
"~ strength amoni a and heated to 90C. After 3 h, the mxture is diluted with

H20 and. _ext ra th et h acetate. The 20 or phas S separated

ofT andOBMEaT s e aampRuie S8 RGP SemsSoRATaIa e atqhereﬁpheamound -_

‘resulting in about 250 mg of the two enantiomeric acetamrdes 16a and 16b. :
chiral column: Chlralpak oD 250 X 4.6 mm;

5 solvent: acetonitrile;

. ".ﬂow rate: 1 ml/min; ‘
R Rt(( )-enantiomer/1 6a) 5.856 min;
g "-Rt((+)-enant|omerl1 6b) = 8_.613 min.

10 Example 17: 4-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenylamine,
hydrochloride;

.'.iintermedlate 1

L : _;4—(6 8-D|chloro-2-methyl~1 2 3 4-tetrahydro-:soqumolrn-4—yl)-phenytamme : G

S 153 0'g {8.6:mniol) of N4 (6 8-d|chloro-2-methyl 1, 234 tetrahydro-usoqumolm.yr)j‘-?.}'-'?'

' -_ffjphenyl]—acetamtde (example 1) are drssolved in 100 m! of 20% strength sodlum e
"-;ethanolate solutlon and heated under reﬂux for four hours A further 2 0 g (29 4 mmol) f_'
Rt :.-"of sohd sodrum ethanolate are added and the mrxture is heated under reﬂux for three T
BT ,:more hours For workup, the solvent is removed in vacuo and the resrdue is taken up

L 7"720 *in200m! of H20 and extracted twrce with dlchloromethane The combmed orgamc '

| i-phases are dned wrth MgSO4 and concentrated Further punt" catron by




4-(6,8-Di chloro-2-nethyl -1, 2, 3, 4- tetrahydro I soqui nol i n- 4 yl esul fon
am de, . hydrochl oride; 25 145 ng of internediate 2 are suspe dgﬁ 15
of diethyl ether, and 1 nl of ethereal HC is added. Aft er stirring at
room tenperature for 30 minutes, the precipitate is 2 June 2006 97 filtered
off with suction and dried, resulting in 136 ng of the hydrochloride in the
-form of a yellow sh solid. 4b: 106
4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-benzenesul fon
am de, acetate; ¢ AcOH cl 255 ng of internmediate 2, exanple 8, are m xed
with 5 chronatohesphylorpsiféa gelaetifli aaeeteﬁﬁeﬁﬂaneh HABslifts AHBGnillle dg &t 1 on of
sparlngly sol uble constituents i's followed by freeze drying, resulting in
250 ngy M@‘?WéhpﬂﬂpQUQBW%UﬁhwekExanple 5: 4-(4- Brono- phenyl
-6, 8-dichloro-2-nmethyl-1, 2, 3, 4-tetrahydroi soqui noli ne, hydrochloride; cl .
¢l CGH Internediate 1: 15 1=( 4- Br ono- phenyl ) - 2-f
) (2 4- d| MB@-Dtdh&)waﬂ netidiHy2, ahterahydidRbgiRolindyl)-phenylamine, '
) ﬁ¢? benzyl ) - met hyl =am ne (see exanple 1, internediate 1) and-
Z'Pﬁmoﬂ ﬁno phenyl ) - et hanone are, reactedin anal ogy to the -nethod

| ';:Sﬁfgir;?%g? iy (e Rifiot of 4 (Bieea BRI pimAty 1,2 43R R PR 4805 i &
- y| el d oph@ﬂdamime aemmlmm IBmit of ettmadluaHé)th' he clear solution is concentrated
i _ ( 4- Bri?'rr(f%c 0. ?Xe teSIdlLe 123 tAr'ltdira eh in eP IZ e/red O?erth/ sugtzgnngnd gglgg nol:
, whereupon it was possible to isolate 208 mg of the desired hydrochloride.
' Example 18: N-Ethy!-N'-4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro*isoquino!in-4-yl_)-
| . benzenesulfonylurea, hydrochloride

~CH

1.0 mmol of 4-'(6,8-dichioro-2-methy|_-1 2,3 4-tetrahydro-isoquinolin-4-yl)-benzene- |
' 15 sulfonamide (example 4, intermediate 2) is mixed with 350 mg (2.5 eq) of KoCOg3 in
' | 15 ml of dry acetone and stirred at room temperature for 1.5 hours. A solution-of 2.5 eq
g . r:__:of ethyl lsocyanate in acetone is added dropw:se at room temﬁerature and the solutron S
'~IS heated to reflux. For workup, the mixture i is concentrated in vacuo and the resrdue |s‘ o
:j-taken up in HQO and extracted twice wrth ethyl acetate The aqueous phase IS acndrt‘ ed"__ L

20 "-':".QWIth 6 N HCI and the resultlng precrprtate is i !tered off with suctlon Washrng wrth ethyl"_f ;

acetate and drymg in _vacuo affords the trtle compound m good yleld il

v Examp e"‘l 9: 1-[4—(6 8-D|chloro-2-methyl 1 2 3 4—tetrahydro-rSOQUinolrn-4-yl) Phenyl]-3- .




Intermediate 1 is reduced to the corresponding al cohol with qué¥ ents
of NaBH4 in analogy to the manner described for internediaté le 1,
“and the al cohol' can’ be ‘isolated in a yield of 86% Intermediate 3:

‘4- (4-Brono- phenyl ) -6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro- isoqui noli ne;
5.45 g (14.0 mmol ) of" _

1- (4- brono- phenyl ) -2-[ (2, 4-di chl or o- b#®Zyl ) - met hyl - am no} - et hanol are
introduced into 15 m of dichl oronethane and, at 0C, 15 mi of conc. 10
H2SO4 are added. After stirring at roomtenperature for 2 hours, the
reaction mxture 1is poured onto ice a made al kaline with 6 N NaCH Three
- extractions with dichloronethane arexnearried out. The conbined organic
phases are dried with MgSO4 and concegtrated. For further purification,
the residue is chromatographed on silligia gel, resulting in 2.6 g of the

- title conpound as a yell ow sh 0|é.
-+ 4- (4- Br ono- phenyl.) - 6, 8- dichloro- '
hydrochloride; ‘1~ C CH. cl

| -1, 2, 3, 4- tetrahydr0|squ|noI|ne ,
4- (4=br oro-phenyl) - 6, 8- dichloro 2- wthyl 1,2,3,4- tetrahydr0|squ|noI|ne are

DL A B 2 PR R g B BTG5l
4 (6, 8aamiadosmuﬁbmmo mb @.68 ﬁm’icﬂ} 646! BOdibﬁIBFtilQIiﬁéi!hSir #¢3 ahepaRidoaci d;

ooHa Ccl= 1\ CH2 June 2006

4 ( 6, siggauindint-y)pbepylamine (%eaiewnplahm i 159okefitalbiena. Aftgﬂ 9adbounat aci d;
S 94648, STMierd 17yt T RriBEE A ats R gdc?éuc 2hd'tRe Mk stireca S

_ 80°C for one hour. For workup, the solvent is removed and the residue is triturated with
Ha0O and ether. Drying affords 503 mg of the desired n-propyiurea.

19a 1 -[4- (6 8- chh!oro-Z—methyl 1,2,3 4-tetrahydro-1soqu:nolm-4-yl) phenyi]-S-propyl—
1 0 urea, hydrochloride

. a
HN"U\N/\/

CH

‘ 450 mg of 1-[4-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-iso umolin-4-yl)—phenyi]-3-
. 'propyl-urea are dissoived ina mixture of 2N HCI and THF. The clear solution i IS
-fconcentrated m vacuo and the reSIdue is trrturated wnth ether and fi itered off W|th
S 1 5 .' suction Drymg affords 4?3 mg of the deswed hydroch!oride

'- -Examp[e 20 1'[4 -6, B'D'Chmfo'z-methyi 1 2 3 4~tetrahydro-lsoqumoim—4—yi)—phenyl]—3-:" A
methyi— thlourea UL T , ; DRI e




~tetrahydroi soqui noline (exanple 5, internediate 3) are di ssoé ved 5%50 m
. of abs. DWVF/ benzene (1:1). After the solution has been. dega

argon 1.18 g 5 (4.5 nmol ) of .triphenyi phosphine and 1.17 g (9 rrm)l) of-

- - Ca(HCX) 2 are added..After renewed flushing with argon, 867 ng (0.75

- . mrnol) of Pd(PPh3)4 are added and carbon nonoxide is passed into the
solution. The mxture is stirred at 120 After six hours at 120C and

st andi ng overni ght under argon, a further 867 ng (0.75 mmwol) of Pd(PPh3)4
were added and stirring at 120C and passing carbon nonoxi de into the 10
sol uti opy i t d?iltﬂj!r i ni ght,

- 135 ng gfdwggé@ﬁvavere adﬁgheﬁlﬁhég% Fﬁ%eﬁiégﬁrﬁg@ ?%@@?@k %ﬁa@; under

t he san80@mai(1.63mymol) b6 Bddiphlortr@-mettwd;2, le-twlahyéiub-nsoqwaomami the

o oo AR (SBeleii i 5 22 fna [0SRl AR R iabetalt Al

and ext 248 hiflof thearssirbt MKiduEal 0 1R RYlateget ate. 15 The.organic phases are
~dried with MJSO4 and freed of solvent. The residue is purified on silica

. gel- lﬁjSl ng a di chi oromet hane/ met hanol m xture, resulting in /420 mg of the- o
i = 336.1/3

7 oS SRR e o il L2 Lhsabahalfipanolin S et Do
benzam ethylured;| uor oacetate; , ¢ TFA cl 146 ng (0.43 mmol) of

(see exanple 6) are dissol ved in5m -of , and 1.0 equival ent of .
triethylam ne'is added. At 0C,.a sol utlon of 141 nmg (0.43 mml) TOTU in 3
m of DMF 25 is added. The m xture is
~tenperature for 30 mn. This solutio
'0.28 m. of 2 Methylam ne solution _ape.0.06 m (0.043 mmol) of
“triethylamne in 5 m of DWF, and t reactlon mxture is 2 June 2006 100
“stirred at roomtenperature for threg hours. For wor kup, the solvent is
‘dl stllled off in -
- Preparatlon takes place in analogy to a method described in example 19, starting from

E ‘1(')" 4-(6 8-dsch|oro-2—methyl 1,23 4-tetrahydro-|soqu|nolm-4-yl)-phenylamme (500 mg;
‘ 1.63 mmol) and ethyl isocyanate (284 mg/4 mimol).

" 4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahyfro-isoqui nol i n-4-yl)- benzoic acid )

rred at ' OC for 30 mn and at room
s then added at OC to a sol ution: of

| 21a: 1-[4-(6,8- chhloro-2-methyl 1,2,3 4-tetrahydro-lsoqumoim-4-yl)—pheny|] -3-ethyl-
urea, hydrochloride;

L Conversmn mto the correspondmg hydrochlonde takes place m analogy to the method '_'_zi;
'ﬁ::_'_-_"=descnbed in example 19a IR : AU RSI:

o ,'-_;":A.VExample 22 N-[4 (6 Methanesulfonyi—Z-methyl 1 2 3 4-tetrahydro-lsoqu|nolln-4—yi)-
L0 phenyl]-acetamtde - -




. met hod descri bed |

vacuo, and the residue is taken up in ethyl acetate and washgg V\% with 1

'N KOH and once w th H20. The organic phase is dried with Na :

concentrated. Chromatography on silica gel. (dichloronethane/ met hanol 95:5)

is used for further purification. Further purification on a preparative

HPLC (acetonitrile/H2O trifluoroacetic acid) affords the desired

carboxam de as trifluoroacetate (Rt.=199169 m n (nmethod A); M5(Cl+) =

363. 3/ 365. 3). Exanple 8: _ 7

4-(6,8-Dichloro-2-nethyl-1', 2, 3, 4-tetrahydroi soqui nol i n-4-yl)-N-propyl- 10

benzari meenﬁéd.étbupr@maﬁssme ylBéndy}-hipuspaRingd can be prepared by the
exanpl e artl m n- propyl am ne and

4- (6, 8-idisyhthesized-stattinglfrom 4; m'pmqwemmmahaeequfamlbenzén@Ia)1dben20| c acid

: ‘Sgﬁpfﬁgﬁly?arﬁ?nei%%&%nér kriog\sagrsnlton}hre ékrﬂa wgrk%} MB(C +) = 377.31379.3) o

~ 4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-N-(2-

© o di et hyI am no- et hyl ) - benzami de trifluoroacetate; C TFA 20 was prepared in

anabogyl e titeaagppeund i prepared hml@gyatq)ihe synéiraticnoyttindicated in

T AR b W Bl G RO
'6,8-Di cdﬂmnq%{zxmbmaehtﬁ)l renyipatétantdy |(e>Eﬁrﬁ|mé|1) 1riteﬁn§d|éte 2)

t et rahydr oi soqui nol i ne, trlfluoroacetate TFA 5 456 ng (1.4 mmol) of ,
'CSZCQ3 6. 75 ng (0.03 mmol) of palladiumacetate and 28 ng (0.045 nmol ) of

2, sl di VSN bR SR, O

i n10. Sadetalﬁldeabs DIVF, and a sol uti on -of 371 my (1.0 nmol) of

. '4-(4-brono- phenyl ) -6, 8-di chl oro-2- nethyl; , 3, 4-t et r ahydr oi soqui noline in
- .2.5 mM -of abs. toluene are added, andth 10 mxturels stirred at 900C for
- atotal of 9 hours. For workup, the solffent is renoved,

The synthetic route detailed in example 1 is followed, starting from (2,4-dimethyl-
_ ’benzyl)—methyl—amine, which can be prepared from 1-bromomethyl-2,4-dimethyl-
~ _benzene and methylamine‘in a-manner known to the skifled worker, and N-[4-(2-
15 bromo-acety!)—phenyi]-aeetamide (example 1, intermediate 2).

- fExample 24: N- [4-(6-Bromo-8-chloro-2—methy[ 1,2, 34 -tefra Eﬁﬁﬁro-tsoqumo!m-myl)
phenyl]-acetamlde ' :

20 .The Synthetlc'route detailed |n example 1 is followed startmg from (4—bromo-2-0h[oro- - o
" ;benZyl)-methyl-amme Whlch can be. prepared from 4-bromo-1 —bromomethyl—Z*Chloro' V' o
o 5 ~ ‘benzene and methylamlne in a manner known to the skllled worker, and N- [4~(2~ ,
S :bromo-acetyl)-9henY’]'acetam‘de (example 1. intermediats 2). |




the residue-is taken up in dichloronethane, and insol uble cog%ﬁt%ts are
filtered off. After concentration of the filtrate, the residue i's

chromat ographed on silica gel (CH2Cl2 /nethanol 95:5), resulting in 350 ny
- of the desired norpholine derivative. After a further purification on a

- preparative HPLC it is possible to isolate 160 ng of the " 15 correspondi ng

- trifluoroacetate in the formof a col oti@®ss solid. Exanple. 11
[4-(6, 8-Di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr oi soqui nol i n-4-yl)-phenyl ]

sdi ethyl-amne, trifluoroacetate; |.~ TFA 20 The procedure is anal ogous to

the net Exdntits 26i N9d-(BrCIHsANRLRetyl-6Ipflian- f P2, sliabiihdronSoduisblin-4-
~4-(4-brono- phen I)E{ A -di chl or o- ﬂZ#methy l1 2-3 4-tetrahydro- isoqui Ir?ol I ne

(exanpl ¥D)ph ei"HH@Cﬁﬁ?dﬂldﬁe 3). Reaction time: 2 days at 100C, three tines 2
June 2006 102 the anount of Pd catal yst ang phosphine |igand. The desired
-trifluoroacetate can be isolated as a cq,lN | ess solid after preparative
‘HPLC. Exanple 12:
. 6, 8-Dichl oro-2-net hyl - 4- (4- pi peri di n- 1- yhenyl) 1, 2, 3 4-t et rahydro-

] soqw noline, trifluoroacetate; TFA™CI Th§ desired pi per| di ne derivative
can be obtai ned startlngfromplpe pUhprTe d 4-(4- .
“ br ono- phenyl) 6, 8- di chl' or o- 2- net hyl - #-t et r ahydr oi soqui nol i ne (exanple :
-5, internmediate 3) in anal ogy to the ngt hod described in exanmple 10. 10

 tetranyt8ia B4 82 minh et Gepata e mgj&?‘ 0&immab of paliadivm hesiotedndidediman
e e B D G R ET B OpisShSfruad ks 8 i of
| a]E tete ; ahyﬂé qbfefsiumder aﬁgdrﬁmﬁ%:ﬁ tefmperatufs, Bshiaticn 81 517 by Pronbl bt ai ned
-[4-(6-bromo-8-chior0-2—methyl-1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyi]-acetamide
(example 24) in 4 ml of abs. DMF, and a solution of 111 mg (1 56 mmol) of pyrrohdme
| _ i in4 ml of DMF are added, and the mixture is heated at 100°C for? hours. For workup,
- 10 - the _so{vent is _removed in.vacuo, and the residue is taken up in dichloromethane.
" Insoluble constituents are filtered off, and the filtrate is concentrated. The residue is
chromatographed on silica gel with a dichloromethane/methanol mixture, and itis
possible to isolate 360 mg of the compound of the example.

) 15 25a: N-[4-(8-Chloro-2-methyl-6-pyrrolidin-1-yi-1,2,3 4-tetrahydro-|soqu|noltn-4-yl)
phenyl]-acetamide, hydrochlonde

P

- B

320 mg of N- [4 (8—chloro—2—methyl 6-pyrrolld|n— —yI 1 2 3 4-tetrahydro-lsoqumolan-4—yl)—
S phenyl]-acetamlde are dlssolved in 20 mi of ethanohc HC[ stirred at room temperature
L2007 _"for 30 min and concentrated The résidue is taken up in; H20 and freeze dned

'...Example 26: N [4~(B-Chloro-2-methyl-6-morphohn-4-yl—1 2, 3 4~tetrahydro-|soquznoi|n-4— 3 - fi
' _'.yl)-phenyl]-acetamlde tnﬂuoroacetate e




. N-met hyl - pi perazine and 4- (4-br

f-descrl bed in exanple 10 affords the

purification by chronat ography is t aken up in the DVBO aceto Oi&)fef

m xture, whereupon a precipitate separates out. This is f||

dissolved in 2 NHCI and freeze dried, resulting in the t|tIe corrpound of -

‘a colorless solid. :20 Exanple 14: :

- 6,8-Di chl oro-2-net hyl - 4-[ 4- (4- et hyl - pi perazin-1-yl)-phenyl]-1, 2, 3; 4-

t etrahydro-i soqui noline, trifluoroacetldte; 2 June 2006 103 carried out. The

- aqueous phase is made al kaline with NaOH and again extractedltwice wth

ethyl acetate. The organic phases are dried with MgSO4 and concentrat ed.

The crude product obtained in this way, §n the formof a slightly yellow sh

- oil, can be reacted further w thout funther purification. Internediate 2:
2-[cycl opropyl - (2, 4-di chl oro- benzyl ) -ad . no] - 1- phenyl - et hanone; ClI 5 TFA

~Internediate 1: 10 Cycl opropyl - (2, 4-diichl or o- benzyl ) -am ne; TFA Reaction of .

- phenyl ) - 6,+8- di chl or 0- 2- et hyl -

- 1,2, 3, 4-tetrahydroi soqui nol i ne xe 5, internediate 3) by the rrethod

itNhe corrpound in the formof a

.col ortess .solid. Exanple 15:

i ud bbb Bt h R g "f*bpcbﬁéﬁérih%%dr HalithgReciaiio

int rodefﬂfh'nlN[@(&Bﬂ)m-BOéhIWMhyI&ﬂﬂﬁ fletf eﬂ?@r«b@éﬁtﬁf ifdlinc4~yl)phealRt i on of -
1.71.9 (30 m‘rnl()8 of cycl opropyl am ne 1 s adde he m xture'i's stirred at

~ room t 3s&amider(exampleAland aiegphalins. Tha zhipmategsaphitey sticagebmasar e added
in gort P&W ;%, ent is 15 renoved. and the
reS|Bduefb|mssW éi%qﬁﬂﬁ I'n &%ﬁ%’i\%\g {értg%tlﬁglﬁtsé with ethyl acetate are 2
~June 2006 104 : .
Example 27: N-{4-[8-Chloro-2-methyl-6-(4-methyl-piperazin-1-yl)-1,2,3 4-tetrahydro-
_isoquinolin-4-yl]-phenyl}-acetamide;

10 Preparation takes pIacé in analogy to the method described in example 25, Stérting
7 from N- [4-(6-Bromo-8-chIoro-2—methyl 1,2,3 4—tetrahydr0—|soqmno[m-4~y|)—phenyl]-

. acetamide (example 24) and N-methyl—plperazme

v ’

274 N~{4—[8~Chior0—2-methyl-6—(4-methyl-ptperaznn 1-y[)-1 234-tetrahydro-usoqumoizn-": b
- 4—yl]-phenyl}-acetam:de hydrochlonde

220 mg of N-{4—[8-ChIoro-2—methyl-6-(4-methyl-p|perazm 1-yl) 123 4-tetrahydro— -
s lsoqumolm-4~yl]-phenyl}-acetam|de are dissolved in a little methanol dlluted with 2 N
- HCI and freeze dned resultlng in 226 mg of the deswed hydrochlonde :




- are separated on a chiral phase, resultr ng in about 250 ng of the two

Internediate 1 is reacted w th al pha-bronoacet ophenone in th ce of .
triethylamne in dioxane by the nethod described in exanple Urfen%gc diate
- 3. For workup, the solvent is distilled off, and the resi due is taken up
in ethyl acetate. It is washed twice wwth H20 and twice with 2 N HCl,
~dried with MgSO4 and concentrated. The crude product obtained in this way
can be reacted further without furthertipurification. Internediate.3:

2-[ Cyci opr ppyl - (2, 4-di chl oro-benz) (1) -am no] - 1- phenyl - et hanol;

Internediate 2 is reduced with NaBH4 in anal ogy to the nmethod described in

10 exanpkample 284 RUAFLIICGHISAs-(FRi KiRﬂEg( W € and
the resi durgbr S pajr{?rqtr oned bé ﬂ%ﬂ@&% a and Z? ?tHXEewaqgffé@%ueous
phase i ogeipaliatleyl]l-phenyhadetamidadtyeldodiosdeyor e with ethyl acetate. The
conbi ned -organi ¢ phases are dried wthﬁsm and the solvent is renoved in -
vacuo. 15 , : -
6, 8- Di chl.oro-2-cycl opropyl - 4- phenyl - 1, 213, 4- tetrahydror soqui nol i ne,
“trifluoroacetate; Internediate (1. ‘@ is dissolved without further.
“purification in 10 M of dichlor t haffe and cyclized with conc. H2SO4 by .
the method descrirbed in exanple 1%

g yor kS, the reaction mixture is
- poured onto ice. The organic phase. |par ated off, and the aqueous phase
is extracted once more- with dichl orogge

t hane. 20 The conbrned or gani ¢ phases
are dried with MySO4 and of solvent. Chronatography on silica gel :
( n- hept Bepacation takes place ig:.analogy3o the aietbod slesoibedinaixamply &5| stairtirig

L R N TSR Brd Vb A L e SEn RS e o I

16: 16aacetamrde (example 24) and C—cycloprogyl—methylamme The chromatoPraphI on
(-)- g}loro?b %ur%l_lz 4-t etrahydro-isoqui noli n-4- J
pliert y‘:'tl]c dowed by a er purification on a preparative HPLC. The purifie

D) g e UGN, 2

~ enantioneri.c acetan des 16a and 16b. chiral colum: Chiral pak OD 250 x 4. 6
5 i 0 Example 29: 5-(6, 8 Drchloro-2-methy!—1 2 34—tetrahydro-rsoqumolm-4—yl)-2-hydroxy—

benzorc acid;

| Intermedrate 1: Ethyl 5—acetyl—2~hydroxy-benzoate R .
:;a_
1s prepared from 5—acetyl-2-hydroxy—ben20|c acrd by acrd-catalyzed estem‘" catron ina

15 . manner known to the skrlled worker

| ' Intermedratez Ethyl 5—(2-bromo-acetyi)—2 hydroxy—benzoate PERETR

.- - i‘:_‘[s prepared from ethyl 5-acetyl-2—hydroxy-benzoate by a known method |n analogy t0'_,
e ‘tthe process descnbed in example1 mtennedrateZ TR SRV
R tntermedrate 3 Ethyl 5 (6 8~drchloro—2~methyl 1 2, 3 4-tetrahydro-rsoqurnohn—4-y[)_2_ o
: __hydroxy—benzoate | . o e

o B _"The trtle oompound is synthesrzed by the synthetrc route descrrbed in example 1
o | _:startrng from ethyl 5- (2-bromo-acetyl)—2-hydroxy—benzoate and 2 4—drchlorobenzy!-
R 25 . (methyl)—am:ne (see example 1, mtermedrate 1) o




. solvent: acetonitrile; flowrate: 1 m/nmn;, R((-)-enanti 625”1%86
5.856 min; Rt((+)-enantionmer/16b) = 8.613 mn. 10 Exanple 1
4-(6,8-Dichloro-2-nmethyl -1, 2, 3, 4- tet rahydro-isoqui nolin-4-yl)- phenyl am ne,
hydrochl oride;” NH2 xHG Internedi ate 1: :
'4- (6, 8-Dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nol i n-4-yi)-phenyl ani ne;
15 3:0 g (8.6 mmol ) of 113

~ N [4-(6,8-dichloro-2-nmeth)-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)

- phenyl]-acetam de (exanple.l) are dissolved in 100 M of 20% strength
.sodi um. et hanol ate solution and heated under reflux for four hours. A
further 2.0 g (29.4 mpi) of solid sodiumethanol ate are added, and the

~mixtur e5-(($,8¥|hahlecb-andethyr-QBQLSM-té@ahjldlbagoqmﬁﬁlﬂx—h%@-hyﬁﬂfx vwdz@m adige
- . sol vent gm)ve in vacug, and t resjdue i s taken up 20 in 200 ni_of

20 and b (B ones & Gip-Sicbiarer meinuc? Srhicta oSSR ) has s
e _zi(r)g ' c[i:rrgﬂlat O‘fqr a'j[})%%q%n sﬁ@@'&igg?ﬁ? ﬁh?#a{geﬁ%%ﬁﬂéﬁd@% %qﬁ?m{es uqlwtoz the "

- ani bi ndhaskilled yeirkexrasulting |n|514quafrthetf&is acidyiel d. 4-(6.;
8- Di.cht of 0-2-nmet hyl - 1, 2, 3, 4-t et r ahydr o- |squ| nol i n-4-y1) - phenyl am ne,
-hydr ochl ori de; 200 (0 65 Mol ) of _
~4-(6;8 rbichidb - | am ne
 are di gglc\k/ﬂe(g i-n 30 mmméteﬁ-ggzrlol‘f-gét%%%% ar s 3t'ﬁl%dffb?"é gﬂ%@éntrat ed
i n_ vac@sid, sediunesalfue is triturated in ether, flltered off with suction and
dried, whereupon it was possible to irgplqate 208 ng of. the desired
hydr ochl ori de. 10 Exanpl e 18: one
N-Et hyl - N - 4- (6, 8-di chl or o- 2- net hyl - 3, 2%t et rahydr o-i soquinol'in-4-y
benzenesul f onyl urea, hydrochloride 1.0]muol of
4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4Tyt rghydr o- i soqui nol i n-4-yl)-benzene-

1 352 mg {1 mmol) of the free acid 5- (6 8-dichloro-2-methyl-1,2,3,4-tetrahydro-
o :soqumolm—4—yl)-2-hydroxy—benzmc acid are dissolved in 10 ml.of 0.1 M NaOH diluted
L wuth H»>0O and freeze dried, resultmg in 375 mg of the title compound

| Example 30: 5-(6, 8-D|ch!oro-2-methyl 1,.2,3 4-tetrahydro-lsoqu1nolm—4-yl)~2-—hydr0xy—N-
16 methyl-benzamide, trrﬂuoroacetate

TFA

i ; ‘ The tttie compound can be prepared startlng from 5-(6 8~d|chloro-2-methyl 1 2 3 4
i ftetrahydro-lsoqumohn~4-yl)-2 hydroxy-benzmc acid in'a TOTU- med:ated reactzon W|th
methylamme tn analogy to the method descrlbed in example 7.

:':-"';'_Example 31: 5-(6 8- D:chloro-z-methyi 1 2,3 4'tetfahydro“soq”'"o""'4'yl) N-ethyl-2-
R ‘_-_j:._‘-;_;:hydroxy-benzamlde tnﬂuoroacetate - “




15 sul fonam de (exanplé 4, internediate 2) is mxed with 350 U?(%%%i%eq) of
K2CB in 15 mM of dry acetone and stirred at roonttenperatur% s . ' '
hours. A solution of 2.5 eq of ethyl isocyanate in acetone is added
dropwi se at roomtenperature, and the solution is heated to reflux. For
wor kup, the m xture is concentrated in vacuo, and the residue is taken up
in H2O and extracted twce wth ethyl fBbtate. The aqueous phase is-
acidified 20 with 6 N HC; and the resulting; precipitate is filtered off
wi th suction. Washing with ethyl acetate and drying in vacuo affords the
title conpound in good yield. Exanple 49 :
1-[4-(6, 8-Di chl oro-2-net hyl -1, 2, 3, 4- t-& -Eydro i soqui nol i-n-4-yl)-phenyl ] - 3-
propyl urea; 2 June 2006 107 A soluti & 17 ¢9.(2.0 nmmol ) of n-propyl

i socyanate in toluene is added dgopw ge to a stirred solution of 500 ng

- (1.63- il ) of 4-(6,8-dichloro-2-tethyl- 1, 2, F4-tetrahydro-

jlsqu|noI|n 4-yl).-phenyl am ne (see gxafnipl e 17) in 15 nl of tol uene. After
- ~one hour -at- 40C, a further 0.17 g %f n-propyl isocyanate is added, and the

o theThe e coifibunl oo hbeRer Bt o BB IS MR 48, IOU

" . the desiettl‘@diyﬁrqaisogmnohmé-yl)mmydroxy—benzolc acid in a TOTU-mediated reaction with

‘ ;rggyf @y@r@ﬂgﬁﬁgﬁlggﬁ ﬁeo‘@e Ilaeahé%rxgmlp ogw nolin-4-yl)-phenyl] -3- |

- 1-[ 4 (6, 8-dichl oro- 2- net hyl -1, 2, 3, 4-t et rahydro-i soui nol i n-4-yi) - phenyl ] -3
propyl -urea are dissolved in a mxture of 2 N HC and THE The cl ear

sol ut | drxaraplects: &ni6:&Dichlene-2-meatbyl-hads, #ietralydradsoquinalini-4-y)at€2- wi t h et her

e S0 A B 1 O

- 3,4-tetrahydro- |squ|noI|n - phe{il §-3 nethyl-thlourea N
. _ u/\\/\

xTFA

__ . The title'compo'und can be prer)a.red starting from 5-(6,8-dichloro-2-methyl-1,2,3,4-
10 - tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic acid in a TOTU-mediated reaction with
N1,N1-dimethyl-ethane-1,2-diamine in analogy to the method described in example 7.

Example 33: N-[5-(8,8-Dichloro-2-methyl-1,2,3 4-tetrahydro-tsoqulnolzn-4-yl)-2-

: Z'.'hydroxy»benzoy!]—guamdme k . TR

A _‘2-52 9 °f potassmm tert-but :de are"added to a sotutlon of 2 39 g (25 mmot) of .
R _;}-_;guamdme hydmchlonde tn 15 mi of abs DMF and st!rred at room temperature for R
Lt 45 min. A solution of 950 mg (2 5 mmol) of ethyl 5-(6, 8 dtchloro-2—methy] 1,234
_ : :_-_tetrahydro-lsoqumolm-4—-yl)-2 hydroxy-benzoate (example 29 mtermedaate 3) in 10 m| Lo
: . | 20 _' of abs DMF is added and the mtxture |s starred at room temperature for four hours RS
S After no further lncrease in conversron IS detectable the premprtate IS removed by
- :' .'f ttratlon W|th suctlon and the solvent is removed in vacuo The resrdue is taken up. 1nl




2 June 2006 108 Proceeding in analogy to the method descri be le 19
and starting from 500 ng (1.63 mmol) of th&aﬁﬁﬁﬁp

4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soquinolin-4-yl)- phenylan1ne
(See exanpl e -17) and 220 ng (3 0 mol) of nethyl isothiocyanate allows 245
ng of the desired thiourea to be isolated. Exanple 21:
"1-[4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4teunghydro I soqui nolin-4-yl)- phenyl] 3-
ethylurea; Preparation takes place in anal ogy to a nethod described in
exanpl e 19, starting from 10

(500" et N1 e SR bt byth Gich ko ABY G TR M B0LE pded | adflisiedom ne

1- L4| (63 ﬁHIfeir?bgt wmmﬁ{@w, umeielﬂgmﬁletdQWd ra@yigsaqlaimw‘separﬁtasloutm@yl ]d 3-
~ethyl- ure .0 H Conversion jinto the rrespondi ng
v ocfAUTss HrakBtaigy EUEStan wha FuBion 8nd e fors tskLmeiaidae FE exanpl e

- 19a.

. N-[.4-(6- I\/Et(ﬁ"anesul fonyl -2-net hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- 20

" phebyl ] -acetam de; 2 June 2006 109 Internedi ate 1:

e R K R R 5 4 B S R R B o

to the asjgtérhig@ wor ker. The title conpound is prepared in analogy to the

synthetic route indicated in exanple.1l, starting from
(47met hanesul fonyl - benzyl ) -nmethyl -am ne (internediate 1) and -
‘N-[4-(2-Dbrono-acetyl)-phenyl]-acetam de (nexgrrpl e l, internmediate 2).

\r

N-{3-(6,8-Dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyil-acetamide;
The desired_metafacetéhilide is prepared in analogy to the synthetic route indicated for
"exémple 1, s’térting from Na(3¥ac'etyl-phenyl)—acétamide and 2,4-dichlorobenzyl-
(methyl)-amine (example 1, intermediate 1) in four analogous stages.

BT Example 35: 346, 8*D|chloro-2-methyl 1,2,3 4-tetrahydro-lsoqumolm-4-y[)—phenylamme;

L '.",-‘-'Acetyi is ehmlnated from N-[3-(6 8-dlchloro-2-methyl 1, 2 3 4—tetrahydro—asoqumelm—it- .

N -,_w)—phenyl]—acetamlde (example 34) by the method descnbed in example 17 TR i
s L.:mtermedlate 1,in the presence of sodzum ethanolate ' S R '

. . Example 36 2—(6,B-chhioro-2-methyl-1,2 ,34-tetrahydro-lsoqumolm-tl-yl)-phenylamme, - . ‘_._.’ ._.

o ; él_r!ltermediaf_e_ 1 N-[2-(2—Bror_ri’o—a¢_etyl)—phe_riyi}acétarhide;ﬁ .




‘Exanpl e 23: ' L

N-[4- (2,6, 8-Trimethyl -1, 2,3, 4-t et rahydr o-i soqui nol i n- 4- yI ) - phe¥A 4306 ¢
acetam de; The synthetic route-detailed in exanple 1 is followed, starting
from (2, 4-di methyl - benzyl)-nethyl-am ne, which can be prepared from

. 1-brononet hyl - 2, 4-di net hyl - benzene and net hyl am ne in a nmanner known to

'gpyrroll

+ mn and concentrated. The residue is taken

the skilled worker, and N-[4-(2- 15 brot®-acetyl -phenyl]-acetam de
(exanple 1, internediate 2). Exanple 24:
N-[4-(6-Bronp-8-chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n- 4- y|)

1 QFFé'W]ed:?’C@K‘?Tt’?E“g°' ?%%3%4@@%@&@%? (BHAE (ERaIadY abysiaB = L 2 o
e I ety rabhar

‘(rig?hylearﬁ apéncedeiaphendn Eo jélr Léldet(at?ltlje%%xm}dnomzfrs]gmzfm audtbam

b o ey N e TeRrmaE #3580 L0 Loe3S) arismaall @ 290 mbofaiaeiaboos

110 Exargelefic 38id, 127 mt of 33% strength 1B
" N-[4-(8-Chloro-2-nethyl - -oyrro [ nf-m- aCIal %ce§|c4amdeta1'je ﬁd%doa?%ghqelﬂ r?(t)l i n-4-

-yl ) - Pheifgom tagperatics 8.75 on (¢ 179 moj) ofrhﬂomtoé aceamﬂy g B. The(ix@tensol ) of

B2 Bl iR i R fauder Sraptighf R Bl 1R Stimaleted5 Apica-water, a9 aps.

| _ E) ?I uene then prcipitatied prodluct RATREFGIMB W ELR oA, BRYAdHN wakhEd ditticé Watermo! )

N[ 4- ( 629Askisdd0 ¥arwR.oThe srudeyaroduct contpingtacenyding o KRG and NMR, somepheny |

] - acet apj ' a tion of (111 ng
(1.56 nﬁ\é%%é%éﬁrﬁ%&éd@ﬁ)dgk tm%t%%b@ﬂﬁ%é@ﬁg%@a”t% s#rﬁggﬁ‘); fure is
- heat@d airthed0eadtion. 7 hours. For workup, 10 the solvent is renoved in vacuo,
“and t hey{g&iﬂre I's taken up in dichloronethane. Insoluble constituents are
filtered ¥4’ 8nd the filtrate is concentrated. The residue is

fchromat ographed on silica gel with a dichloronethane/ nmethanol mxture, and
) POSSI ble to isolate 360 nmg of the conpound of the exanple. 15 25a:

N- [ 4 ( 8intemagdiate 2rN-G34{2-f2p-Dichiond-berizyl}imethyi-amindjeacetyl)-phenyloqui nol i n- 4-
oyl phegxéth l?at am de, hydrochloride; 320 ng of N-[4-(8-chloro-2-nethyl-

n-Tﬁ@ 1,2, 3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-acetam de are

di SE® ver 4 EX4rmnbl) of RanaichRorsIN-meHiybRs ré}hnn@qg%&@r@ﬁ ﬁtétﬁ%daa%@ 1 aor 30
are dissolved in 200 ml of dioxane. To this are adclijed 19.96 g of the cru[:lgi)zrgducrtl ©
from the preceding bromination, likewise dissolved in 200 mi of dioxane, and 45 ml of
triethylamine. The mixture is stirred at room temperature overnight and then fittered.
The filtrate is e\raporated, and the residue is taken up in ethyl acetate and washed with
20' aaturated sodium bicarbonate' solution and brine, dried over sodium sulfate and
" a :concentrated m a rotary evaporator The crude product (207’@ is pure enough
i accord:ng to NMR for further reaction. | |
: [ntermedrate 3 N-(2 {2—[(2 4-D|chloro-benzyl) methyl—amuno]- -hydroxy—ethyl}—phenyl)— :
.'.'5‘,'3iv_racetamlde L TR ST I SR B ',
""r-’_':20 g of the crude product from the precedmg stage (about 50° mmol) are dlssolved |n
;’2_00 l of methanol and cooled to < 5"C m an ioebath To th:s are added while strrrrng
S =:‘-:jvrgorously, 43g (109 mmot) of sodlum borohydrrde in portlons so that the mtemal ‘
S o f "-'_"temperature does not exceed 10°C The mixture is then strrred in the lcebath for o
o 30 30 min and atRT for 1 h. After. standlng ovemlght the mlxture is evaporated and the
e _' res:due |s taken up in ethyl acetate, washed 3>< wrth water and 1x wrth brme dned




Exampl e 26: - ' :
N-[ 4- (8- Chl or o- 2- net hyl - 6- nor phol i n-4-yl -1, 2, 3, 4-tet rahydro-?g‘o'betﬁqﬂﬁ i n-4-
-yl )-phenyl]-acetam de, trifluoroacetate; 2 June 2006 111 x TFA Preparation

t akes place in analogy to the nethod described in exanple 25, starting '
from ' -
‘N-[4- (6- brono- 8-chl oro- 2- et hyl -1, 2, 3447t et rahydr o-i soqui nol i n-4-yl ) - phenyl
]-. acetam de (exanple 24) and norpholine. The chronmat ography on silica

gel was 5 followed by a further purification on a preparative HPLC. Exanple -

h erazi 1,2. 3, 4- etrah dr o-
|squ| n(gY%r?fo ]sﬁgﬁtg'@fc{'x%(an&m z}l/{ot%yg%vgpé El‘r}BHﬁt{"&) d%PEﬂf’é‘ @n anal>/ogy
to the hetchg)ilscleaeredmnhenwmanmlﬁlfaéuorstartI ng from
- N-[4-(6-Bronp-8-chl oro-2-nethyl -1, 2, 3, 4= tetrahydro I soqui nol i n-4- y|) phenyl -

] acetam de (exanple 24) -and N—rret hyI pi perazi ne. 27a: :

N-{4-, = -

ol b TSR AL QUi TR e R et e et -%ll?alllﬁl“ oS
- N-{4 [ 8t0ghbiothe- dmoepl-odufﬁfrbm netm*gbecnngetage areldissdiVedlin308) rht bEfetinbI.0-
_i'soqui nol:l n- 4- z‘Nl' ﬁmd acetam de are dissolved in a little nethanol,

 di | ut ec2Y Whobtepe. %ﬂ%P"\‘Cr%‘é‘iérQlW@iﬂ grekihermidre ds stirgechat 99°G s 10esi red
N 0% i Rurcis MeGaB Sobt AnBleea o water, ap g it iy agiusted 9, .

i soqui n@-ﬂBMﬂym%m’dmmgtl} NabG#. él'rheotm‘odhqtdsmh'hoteddﬂth ethibadetateaaatitoe t akes

-~ pl t h .d , Starti 5 f

RS (o Bhumps S iradiytbine died dvelRote! sdbie AR avaRRY- phony!

- 1- 1oace1traerr¢rclae(;msaaal(9 yglcaﬂalngsewe am*aaydmaﬂé%hﬁfﬁ@&oesT interfere

chr omat oavaphy on silica gel was lowed by a further purification on a

pr epar ¥t wirther adties. purified corrpound was dissolved in 1 N HC, di I ut ed
with H20 and freeze dried. 10 Exanple 29:

5 (6,8-Dichioro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nol i n- 4- yl)-2- hydroxy-- '

- benzoi Q-m-d)lchloro-z-methyl 1 2 3 4-tetrahydro-|soqwnolm-4-yl) phenylamlne
N - 9.9gofthe crude product from the precedlng stage are dissolved in 350 ml of
15 chloroform Wh:le cooilng in an lcebath 123 ml of conc. sulfuric acid are added
| dropwise. The mixture is stirred in the icebath for 2 h and is then allowed slowly to
reach RT and is finally heated at 50°C overnight. The cooled mixturé is poured onto ice
and rnade alkaline {pH > 10) with sodium hydroxide solution. The organic phase is
separated off, the agueous phase is back-extracted 2x with methylene chloride, and
"'20 -the combmed orgamc phases are washed with water and NaCl, dried over sodium
o sulfate and evaporated . o &7’ I

- 7 iGeneral method for prepanng the oompounds of examples 37 to 77 o
SR 154 mg (0 5 mmol) of the tltle compounds from example 35 example 36 or ' e
25 .“:f;example 17, |ntermed|ate 1, are mtroduced into' 5 mil of dlch!oromethane and 0 076 ml - O

(0 55 mmol) of tnethylamlne |s added ‘At 0°C a solutlon of 1 1 equuvalents (O 55 mmol)'f--‘i -
" ofan acid chlonde i’ ml of dlchloromethane is added and the mixture is stu'red S

| ; :ovemlght whlle warmlng UP For workull. iti is’ f itered and freed of solvent The ressdue SRR
o s dsssolved in 20 ml of ethyl acetate and washed once each with 5% strength _ .
30 ) _NaHCOg solutton and 5% strength NaCl solut:on and dned Evaporatlon of the solvent -

s followed by final punf‘ catlon on a preparatlve HPLC.




- hydroxy-benzoatk are

”.-hzoic-.acid, sofi um salY; 10352 ng (1 0l ) of |

~~conpou

OH Internediate 1: Ethyl 5-acetyl-2-hydroxy-benzoate is prep ged %%ﬂﬁ]
.5-acetyl -2- hydroxy-benzoic acid by acid-catal yzed esterifica HWF 1b
manner Known to the skilled worker. Intermediate 2: Ethyl-
©5-(2-brono-acetyl)-2-hydroxy-benzoate is prepared from ethyl _

- 5-acetyl - 2-hydroxy-benzoate by a known nethod in analogy to the . process
described in exanple 1, internediate 24820 Internedi ate 3: Ethyl
5-(6,8-dichloro-2-nethyl-1 2,3, 4-tetrahydro-isoquinelin-4-yl)-2-

- hydr oxy-benzoate The title compound is synthesized by the synthetic route
descri begyb . exanple 1, starting fromethy
5-(2-brono-acetyl)-2-hydroxy-benzoate and 2, 4-di chl or obenzyl - 25
(methyl)-amne (see exanple 1, internediate 1). 2 June 2006 113

5- (6, 81B-chi-orer2-methyl 1 23-4-tetrahydro-isoquinalin-4-yl)-2-hydroxy-ben

zoic agid 6 regu 4t Peeqypor 2/
gcn(g 'g %W@Po gl?n-%rﬁ . 15 2c CFHF Fhd Ay gr o- i 38dbetor i n-p-y1)-2-

véﬁolvzeg |n an ethanol /2 N KOH mikture in a manner
the free acid. 29a:

ol i nf 4-yl)--2- hydroxy be
e freel acid

_ knomn o the skilled
- 5-, (6, 8-Di chl or p- 2- net’

ker,j resulting i§n-5.4 g @
-1,2,3,4-tetrah3dro-is- i

. 5-(6, 8fdi csF or of 2-
*isoqui holin-4-yf)-2-
NaOH, Hiluted wth H*O and frleeze d?ied, {resu

1, 2,|3, 4+t rahydro- '
bxy- benzoi clf aci d|are~dikssol wad ijn 10 m . of 0.1 M
g in 375 ng of the title .

: . Int. 1 . . . ‘ L
- 5-(6, 8k _ I-1,2.3,4-tetrahyjro-|squ|noI|n-4-y|)-2-hydroxy-N _
15 met hyl -. ide, trifluofjoacetate; off 7FA 2% The tiltl e compound can be

pr epar gd startlng fro (6, 8-dichl or o-2{ net hyl ™ 4- o
“tetrahydro-iso yl ) {2-hydroxy-bgenzoic idin g TOTU nedi at ed
e i od descrlbed |n exanple 7.

TFA

0]

'-reactlon\08r1 f im. ctolt he
L*';;E"i | LN angb&%y , S

.Ex 17lnt1
i

A

N SRR A 5 CEx 7, Int 1




_ Exarrple
~31:.5-(6,8-Dichloro-2-nethyl-1,2, 3, 4- tetrahydro |squ| nol i n- g1‘Jky1‘§'72cﬁ9-ethyl
hydroxy benzam de, trifluoroacetate; 2 June 2006 114 TFA The title corrpound,
can be prepared starting from 5-(6, 8-dichi or o- 2- nmet hyl -1, 2, 3,4
t et rahydro-i soqui nol i n-4-yl)-2-hydroxy-benzoic acid in a TOTU— medi at ed
~reaction with ethylamne in anal ogy tqgthe nethod described in exanple 7.
5 Exanpl.e 32:
5- (6, 8- Di chl or o- 2- rrethyl 1, 2 3, 4- tetrahydro i soqui nol i n-4-yl)-N-(2-

~di-met hy y=benzam-de—t++fuvoroacetqte; | ~J X TFA The
title corrpound [ starting flrom i
5- (6, 8-{di chl oro4{2-neth ,2,B,4- 10 “"% 7
tetrahydro soqyi nekjn-A P--hydr oxy- bgnzoi c @ in a|TOTU nedi at ed
Teactign wieh NI . Pt héggf,pa-di anj ne fjn anal ogy to the nethod

. descri ted in ex e 33: ™ ‘

-~ N-{5- (4, 8=Di chl ¢r o- 2- math | -1 2, 3, 4°£etrahydro- Otui nol fn-4-yi)-2

 hydr oxy- benzoyl |- QEParWdifﬁe'* d15 0 NH 1 W 252 g of pofassi um

. tent - bytozideare—addedwto—a-potution—44—39—e; (.'“: mvel] of . guanidi ne’
~-hydrocRhl oride ip 15 m .abs} DVF and stlirred af m-tenperature for 45

.min. Alsolution}of 950 (2.5 mol) of dthyl

5-1(6, 84di cgbor o{ 2- -1, 2,3, 4~
4Ry 1) -2- ox¥1 be
DVF i sl added,]] and]

. .tetrahydro*Psoqbi nof

~3) in 10 mM 20 ¢f abs

--t_enper,iture for|four hours. |After ®b fur
det ect abl e, the prEéizl 5& f‘é{b ils renoved by
.sol venf—Ts TENMDYEd: EIC

29, internedi ate
5tirred at room

i h conversion is

i th suction and the.

bl PP |
rnreTresrauu

A4

mom
Q

'

| Bt




2 June

2006 115 2 N HC"
aqueous phase is adjusted to

desi red acyl guani di ne separates out as a

Wi th suction and drying affords 793 ng of the title
N-[ 3-(6, 8- Di chl oro- 2- et hyl -

col orl ess - preci
conp

-and extracted twice with dichloronet?g 04ﬁ1
a pH of about 10 with KOH, whe HFH%

pitate. Filtration
ound. Exanple 34

. 1,2,3,4-tetrahydro-isoqui nolin-4-yl)- phenyl]

51

52 |

~Y

| . W

acetam de; 10 120

N-[3-(6,8-Di chloro-2-nethyl-1,2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ac
etam de; The desired neta-acetanilide is prepared in analogy to the

synt het{c route j ndicat Tor | exanple I, jstartingefgonm ]

N- ( 3-acptyl - phenyl ) - ac i de jand 2, 4-di chl or obenayt~ (neft hyl)-am ne
(exanplp 1, intérnedi at in four anal ogous st ag 15 |Exanpl e 35:
3-(6,8-Dic ro-|2- , 2, 3, 4- Qgtrahyd 0- i soqLi olin-4ryl)-phenylanine;
NHi Acefyl 1Is ellimn 0n1 ** a A

- N-[3-(6} 8- di chl gro- 2- t hyl - K%tra1ydro inolijn-4.

yl)-phehyi] - acetfa & nple 34) by the| net hog tescribed in exanple 17,
Fnternedi ate 1, é épgsen(e of sodi un] et han8l at e. Exanple
‘36?2-(6,8-Elchlcro.z ety - 1} 2,3, 4-Terranydro-Tsegel nofijn- 4-y1) - phenylanln
e, Internediate |1: N ] -Bronn-acetyL) bhenyl | +acetanm de; 2 June 2006 116 -
-31-g (0.175 mol )] of N ("&<Acetyl phenyl)-acgt am de 4£Qrepargd by acyl ati on of"
- 2- am ndacetgpherjone®y acet Yl chboride As descky Bed by [Fuerstner, Alois;
Junbam] Denis N.; Tétrabedron; 8 2 5P91,60Q (1992)) are dissolved in-
200 ml jof gl aci gl ac—tlc aci d¢. nﬁ 0of] 33% efgth HBr in glacial
aceticacid are|ad edeﬂd t.hen, at S room tenpéfa ure, 8.]75 m (0.175 nol)
~of broffine are gl o The mixturelis stirred at [roomtenperature
“overni dht,. The A xture s stl red into I.p I of Tgeswarer,, and the
-precipijtated praduct i iltefed off with| suctiopgsihorodghly washed with

i ce-watjer and dried i acuo| The crude product oht ai nd, according to
HPLC arld NKR, so¢nme “~p yrsor{and dj by ominat ed duct, Qut is pure enough
~{(about 8596streTgth)- N \?’&Yn o W




10 further reaction. Yield: 43 g Internediate 2: 5]
N-(2-{2-[(2, 4-Di chl oro-benzyl ) - net hyl - am no] - acetyl }-phenyl } 'éﬂ: %%% de

©12.4 g (65.24 Mol ) of 2,4-dichloro-Nrnethyl benzyl am ne (exanple. 1,
‘internediate 1) are dissolved in 200 ml of dioxane. To this are added

- 19.96 g of the crude product fromthe preceding brom nation, |ikew se
di-ssolved in 200 M of dioxane, and 4%2m of triethylanine. The mixture is
~stirred at roomtenperature overnight and then filtered. The filtrate is ,

~evaporated, and the residue is taken up in ethyl acetate and washed w th.20
sat ur atfed sodi uf bi car PQ € polution and brine, dried oyer sodiumsulfate

and cqncentrated in ary evaporator.} The crudg odlict (20.g) is pure
enough accordin tg

for further reaction. gﬁjt riedjate 3:
N (2-{2- Di chl o@ nzyl -wg‘hﬁ}ﬂam no%-l hydr oxy-ef hyl } - phenyl) 25
. acet amjd g of tThé ¢rude pr oducti from t yegedimg $t age (about -
- 50. moli) - are dlssolved in ..pRO0O. nP of nethan &nd coofed to ¢c.5Cin an
. icebath. To thi$ areEadssd, while stirring vigorously, 4.3.g (109 nmol) of
~sodium|bor ohydride in portions so that tHe internal tenperature does not,
exceed|10C. Thejm xtur@yy5*then 'stirred|in the icebath for 30 30 nin and
at' RT--for | h. After sbtgnding| overnight, |the m s evaporated, and the

“residu¢ i-s_takep uf hyl facetiate, waghed 3xwa th water and 1 x with

* brine, |drie® 2 Pune 266 17 ovezgaﬁgdun1su< Aand confentrated in a
~rotarylevaporat pr. The crude product] (19.4 isnreactefl further w thout
purifi¢ation. |hter )?2.% 70 : :
1-(2-Arino-phen/IY2W? 4- d|chIorofbenzyl)-nethyl-anino]lethanor; 51 Qg of
‘the. cr {ide produtt fro prlecedi ng stage are dissolved|in 300 m of

. nmethanel. 200 pl of .- hyldrochloric acid ar and the m xture is

. stirref@l at 50C fore L. The Im xtuyre is all owed ool &and is poured into

- wat er, |anddf he pH i just ed t 0-42 W th 20% strength NaOH The product
i's extfacted wifh et acetate, any the| colbindd extrafts are washed with-

=. 0.0

“brine,{dri-ed ovpr sgglun1sulfate ano evapor at ¢d.” 10 The Erude pr oduct (9 9
g) -:conf ains song so

XNQQﬁHorlde, but thils does not inteffere




" a preparative H

with further reaction. reach RT and is fi nal |y heated at 50C qver The
cool'ed mxture is poured onto ice and nade al kaline (pH > 19 u%£ od| um.
hydroxi de solution. The organic phase is separated off, the aqueous phase
i s back-extracted 2x with methyl ene chloride, and .20 the combi ned organl o
phases are washed with water and NaCl, dried over SOdI um
' 2 (6 8-Di chl oro-2-nethyl -1; 2, 3, 4- tetral‘Ba:lro i soqui nol i n-4-yi)-phenyl am ne

9 g of the crude product from the precedi ng stage are dissolved in 350 m
of 15 chloroform Wile cooling in an icebath, 123 m of conc. sulfuric

aci d arfe added Jdropw dMRe[m xture s gtirred—tmthe 1jcebath for 2 h and
is then all owed {sl oWy sul fate and. eva:)orate 'Nesxarrpl e 17; intem ediate
1, are{introducqd i n of dichl oromef hane, \@AF @ 07 i 154 ny (0.5

ol ) gf tie titjl e chppowunds romoexarrple \opl .36 jor, General nethod.
for prgparing the conpounds o exa,rﬁ;.l n_of an acid'chl oride ins -
~m- of dichlorongthane is addefl, and t e rr xturg |s stirrgd '(0.55 mmol) of
triet hyl arnl ne ils ad&6d35At OC, a solutioh of 1.1 equivallents .(0.55 ninol)
_over ni ght—whit+etwarmngtup—Fpr—wor-kup——+s—Ftered—and’ freed of
- sol vent. The regi due |i ssofved in 20 m of ethyk acetdte and washed once
- each wjth 5% stgength 3D . NaHCO3 sol uti o’p and {9 stvengfh Nad sol uti on,
~and dri ed..egv_ap()rati solvgnt,is owell by final purification on
e 1. Bsanpl ¢ 37 B339 AF*Prg¢cursor 1/ aniline.-
1 BT 1%, it o '

CEx. 17 Int. 1

65
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1 67 " B |

68




Ex. 17,1nt. 1 Precursor 2/ acid chl orlde ci Oa O Product 2 June. 2006
42 0 43 Ex. 17, Int. 1 Ex. 17, Int. | c/cl 45 46 * Ex.17, 1nt2 J4neg00617 .
Int. | Ex. 17, "Int. | OOOONHHNI G48N\JSOTFAGG\\ Ex. 17, Int. |/
‘N a 00 ' : DR

123




49G Ga. TFAi / N\ Ex. 17, Int. la NH, o 0 O- O 50G I\ NSaTFé\J N, :
Int. 1/ N BINH"/G N/ \ TF G Ex. 35~ A NH 52cl, clVA N\“E€ @53 G a

N\ Ex 35/ NF~
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Ex. 36

~ *) Product precipitates from the reaction solution and requires no further purification

Example 78: 1-[3-(6,8- Dichioro-Z-methyl 1,.2,3 4-tetrahydro—|soqwnolln-4-yl) phenyl]-3-
L ,ethyl—urea trifluoroacetate;

'0.355 mmol of the compound of example 35 is dissolved in 5 ml of dry acetonitrile, and
'0.39 mmol of ethyl isocyanate is added After standing ovemfght with exclusion of
- -moisture, the solvent is removed and the crude product is purified on a preparatwe
v HPLG, resultmg in the t|tle oompound asa coloriess solzd*"a“%n |
L Example 79: 1-[3-(6 8- Dichloro-z-methyl-1 2 3 4-tetrahydro-:soqulnoiln-4-yl)-phenyl]—3- S
' *"'r‘:metl'ayi-thaourea tnﬂuoroacetate ' T L

SRR -ﬁ__"'_The title compound is synthemzed star‘ang from the compound of example 35 and RO
15 methyl lsothsocyanate by the method descnbed in example 78




S --‘-_:307 1 mg (1 mmol) of the oompound of example 35 are dlssolved i 10 ml of pyndme

N54\ I /I G. |\ 1IFA/ M/ Ex. 351 0 121 55°.56 57 59 . 35

] cl
- Ex. 35 Ex. 35 Ex. 35, Ex. 35 &yci- 2 June 2006 62 63 Ex. 35 ¥ S ,o0
" N-cl 65 66 Ex. 35 Ex. 36 . -
125
Example 80: 1-{2-(6, 8-D|chloro-2-methyl 1,2,3 4—tetrahydro—lsoqmnohn-4-yl)—phenyl] -3-
ethyl-urea;
. The proces_s is an_alegous. to examble 78, starting from the compound of example 36
5  and ethyl isocyanate. For workup, the resulting precipitate is fittered off with suction
: and weshed with_ acetonitrile, resulting in the desired ethylurea as a colorless solid.
,Example 81: 1-[2-(6,8- chhlor0-2-methy! 1,2,3,4- tetrahydro-isoqumohn-4-yl)—phenyl]—3—
- methyl-thlourea tnﬂuoroacetate ‘
0
- The compound of example 36 and‘methyl isothiocyanate are reacted in analogy to the
~ method described in example 78.
R '}-'Example 82: N-[3 (6,8- chhloro-.?-methy!-'[ 2,3 4-tetrahydron§>gumoiln-4-y!) phenyl]—
s o

ethanesulfonam:de hydrochlonde

U CH -

i -’“f,.'_'and at O°C 0.19g A5 mmol) of ethanesulfonyl chlonde and a cata!ytlc amount of "'. i ‘

S f ‘ | ._DMAP are added The mlxture is stirred at room temperature

- For workup, the solvent is _reﬁieved 'ir"i"'vacuo, 'the _residue is taken up ir{'eﬁthyl?écétét'é et

-and washed with H20. The organic phase is dried with M_9304-and._GFincen__trated.'The_ o




Ex. 36. cl 123 69 70 71 72 73 Ex. 36 Ex. 36 Ex.. 36 o /ci EA une 2006
dun 0Q‘%rther :

*) Product precipitates fromthe reaction sol ution and reqw
purification 124 NN2 | O O 76C10 Opsi a WA Ex. 36 ~ 77NN, 0',0l o"p li

- Ex. 36 Exanple 78:
1-[3-(6,8-D chl oro-2-nethyl -1, 2, 3, 4- tetrahydro I soqui nolin-4-yl)- phenyl]

ethyl-urea, trifluoroacetate,; 126
crude prodtjct is chromatographed on silica gel. The sutfonamide obtained in this way
- is dissolved in a THF/2 N HCI mixture and again concentrated in vacuo, resulting in
'208 mg of the desired hydrochloride.
5 Example 83: N{3-(6.8-Dichloro-2-methy}-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyil-

" methanesulfonamide, hydrochloride;

CiH

: _The proCess is analogous fo the method described in example 82, starting from the
o -' _' 5 compound 'of example 35 and methanesulfony! chioride.

A [ R o

-7 Example 845‘N-[4¥(6;8-dichloro-2srﬁethyl-1 2,3 A-tetrahydro-isoquinolin-4-yl)- phenyll- -

' " ethanesulfonamide, hydrochloride; | |

B

CH

R aThe process IS anaiogous to the method descnbed in exampie 82 star’ung from the - B

N 15 ‘f’f}.compound of examp!e 17 antermed|ate 1 and ethanesu!fonyl chlonde

Example 85 N-[4-(6 8-D|chlero-2-methyl-1 2 3 4-tetrahydro-|soqu1noim—4-yl) phenyl]- ;
memanesulfonamrde hydrochionde SN k

O T e

CLCH

3-




Cl'5 10 0.39 nmml of ethyl. isocyanate is added. After stand|£3 overnlght
wi.t h exclusion of noisture, the solvent is renoved and the oduct
is purified on a preparative HPLC, resulting in the title conpound as a
colorless solid.' Cl 0.355 nmol of the conpound of exanple 35 is dissolved
in 5mM of dry acetonitrile, and "Exanple 79: 1-[3-(6;

8- Di chl oro- 2- net hyhl , 2, 3; 4-t et rahydr o{pgoqui noi i n-4-yl)--phenyl]-3

nmet hyl -t hiourea; trifluoroacetate; The title conpound is synthesized _
starting fromthe conpound of exanple 35 and 15 nethyl isothiocyanate by

1 21 o BERRS I b R BT Sndita BepUlieiR St leide PR BPT Wheny1 ) - 5.

- et hyl - wosapouFtkof@ogds 17 sinteraleatistes], andaneimahesulfbnybelsbtidag from the
_ corrpound of exanple 36 5 and ethyl .isocyanate. For workup, the resulting
prec_l pitate is filtered off with suction and washed with acetonitrile, ‘

B s S T L A T

Get Iphenyliagetamidet ri f | uoroacetate; 10 The conpound of exanple 36 and

T el R A DSk 0 B SR ol SR 2o

Di chl ozgetari@ehy! - 1, 2, 3, 4-t et rahyda. t oqui nol-i n-4=yl ) -phenyl] . 15
- et hanesul f onam de, hydr ochloride; I~ ClH 307:1 mg (1 nmol) of the- conpound

- .of exanple 35 are dissolved in 10 : ni. of pyr dine and at 0C 0.19 g (1.5
- mmol-) of ethanesul fonyl chloride, anount of DMAP are '

- added. The mixture is stirred at roomtenq . 20

' (+and-)

ST L2 0g of the tltle compound from example 34 are separated on a chiral phase resultmg

. 1‘0"' in about 1.0 g of the two enantiomeric acetamides. 86a and 86b. '

~ chiral column: Chiralpak ADH/31 250 x 4.6 mm;
salvent: acetonitrile;
flow rate: 1 mi/min;
| R{(-)-enantiomer/86a) = 5.541 min;

7'15 : Rt((+)-ena'ntion1er186b)‘= 7.033 min, _ A %
o -:General method for prepanng the compounds of examples 87 to 98 e LA
| 1.0 mmol of 4-(6 B-dlchloro-2 methyl 1,2, 3 4—tetrahydro-|soqumol:n#YI)—phenylamme

: -':_‘(example 17, mtermediate 1) or 3*(6 8-dlchloro-2~methyl 1 2, 3 4—tetrahydro-lsoqumolin—

4-yl)- phenylamme (example 35) is: mtroduced into 10-mi of pyndrne and at 0°C a.
e 'solutlon of 1. 2 equwalents of the appropnate su{fonyl chlorlde (see table 2) in 5 ml of

. L;_' :‘ ':dlchloromethane is added dropwrse The: mlxture is stlrred at room temperature A

| - cataiytlc amount of DMAP is added dependmg on the progress of the reactlon and

| L where appropnate the reactlon temperature is| lncreased to 50°C untll no further '
25 increase in conversion can be detected For workup, the mixture IS concentrated and
the resudue is partltaoned between ethyf acetate and saturated NaHCO3 solutaon The




For wor kup, the solvent is renoved in vacuo, the residue is faken up.in
ethyl acetate and washed with H20O. The organi c phase is dri de\‘/ﬁ%Qﬁ’%lvgsm
--and concentrated. The 2 June 2006 126 crude product is chromatographed on
silica gel. The sul fonanide obtained in this way is dissolved ina THE/2 N
- HCl m xture and again concentrated in vacuo, resulting in 208 ng of the
desired hydrochl oride. Exanple 83: : o

N-[ 3-(6, 8-Di dhl oro-2-net hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-

- met hanesul f onam de, hydrochl oride; The process is anal ogous to the nethod

ot oo S AT SRS A BERON e niERAM Sl S RARICOZ 2
"N-[4-(6 ' 3- | 4 - i nalin- ) 1] -
et hanesSTHoA AGLEG ARRNIh N ahdgoAPHAt oty P IAGE Burtncenbn, BRETY 11
to the. it l; : ' . d of
a7, TG rodASULLANO] A 1S W 17 cHomabOfnt Y of SMLA 81 The fradRARNT o
N-[ 4- ( GPQ&Lmﬂwdh@-vzammnvg,@ﬂs'nmthetcpmegpondihgctgrdmuis_ﬁcbﬁdes!w Jispolwimgl 1 -

t hanegul f anam de,. Qwdrochl ord de:. \ . I L 2 2006 127 The ‘
{5 o BB RS N EhS Rl o itee o soied, e Bife e °°
- conpoundesifeceMEhBalts. 17, (i nternedi ate 1, and net hanesul fonyl chloride. . o
. Exanpl e_86; 86-P: e ' . .
(=) =N Bu('%?%lo_ml@ RIRsepaativeHFLC systen wesuls inheeeTespagdingoprioduatsyas -
~ Pheny! | fRBhaRkHfes. | -

10 - Table 2:

_ . Precursor 1/ | Precursor 2/
| Example . . . Product
1. aniline acid chloride -

L0

o,
kY
Hiy™

g

F
F
F

o, 0
F._ .82

: cl
F>F(
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~86b: . (+rN-[3, (6, 8-Di chl or o- 2- nethyl 1,2, 3, 4-t et rahydro- |50gU|noI|n yI) ph
.enyII acetamde; (+ and-)-2.0 g of the titIe conmpound from eXdHpg 0061 ar e
separated on a chiral phase, resulting 10 in about 1.0 g of the two.
enantioneric acetanides. 86a and 86b. chiral colum: Chiral pak ADH/31 250 x
4.6 mm solvent: acetonitrile; flowrate: 1 m/mn;

RE((-)-enantionmer/86a) = 5.541 mn; 1398 ((+)- enantioner/86b) = 7.033 m n.
General nmethod for preparing the conpounds of exanples 87 to 98 1.0 nmol -
of 4- ((i, 8- dichloro 2- nethyl , 4- tetrahydro i soqui nol i n-4- yI) phenyl am n
e' (e anpte—t7Fr—intert iaL.., Hot-3 =deht-oro-—2—+Het

\U, \“ B} \.I||| T l— TThoT
yl -1, 2,13, 4= tetrahydro-' qui polin 20 4-yl)- phe&% el (exanpl e 35) i's
“introddced into|10 m
(s

wa

af’ pyr dine and, gt 0C, al. s/solition of 1.2
~equi val| né? of fhecappripri afe oqyl chIorr«Q’ table 2) in 5mM of -
“di chl orjo elis dddedldro eofi xture Ifs stirred at room -

t enpergture. A catallytic anount of QNAP i s gdyeyd depenfling on the progress
- of thejreaction|and, where gppropriate,| the ¥t ion tenperature is . -
increaged to 50C &at ¥, b ¥u ther 25 ingrease®in conversion can be . .

- detect&d"_Fﬁf_mWénup, the—ptur-e—+-s—eoneentrated—and—{ he residue is =
partitifjoned betyeen ethyl acktate and sciturated‘3 HCO3 polution. The 2 June
- 2006 .128 organic separated of f [and wa %h Joncefnore Wth saturated
NaHCO3. éﬁth] and HAQ drfi e 2 d] tfated. For further =
purifi¢ati ne -d dekpr s ;ﬁé?ged int i B chromat ographed on

silicajgel. The} prody obt ai ned i nat i s y&A erted into the

' cOrresnonding h/drochlorides by di ssol vifng ces in 2 N HC or
- et hanolli ¢ HC a1dEKrEéﬂﬁg1off sol vent , ] e desired HCOl salts.

Puri fi gatTonmn e—HPEE—Syst¢ correspondi ng
producis as tr es. Exanple -
. 0
|04
%
N,
t S
o O
; O, N
T
o \Y
\<—N\ @ N
A eta |

| Ex.17,1nt. 1




88 Precursor 1/ aniline -Ex. 17, Int. 1 Precursor 2/ acid ZCQ' or}ég)% Br s=o
'S cl 10 Table 2: Ex. 17; Int. 1 Product F WFA 89a 90 90a 9. 1¢ ¥ £°
17,1nt. 1 Ex. 17, Int. 1 Ex. 17, Int. 1 Ex. 17, Int. 1 ~~0-B S=0 a 0 s
ci s ci 0SS ~~C : :
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.'2aNH, s clHNN_ \ INGdH aNO C Ex. 17, Int. ' -
ali WAFF | S\CEx. 35F 94CIFFF 0 ON' S" IYF O O Ex. 35 ?Jlﬂ’%zqoﬁ\lHu |
"OSA" F\ 94adFFo 00\ "SCHa I/ "' Ex. 35F :
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-'_General method for synthes:zlng the compounds of examples 99 to 110
Preparation of the amine component
: 4.0 mmol of the aromatic aldehyde (see table 3) are stlrred with 8.0 mmol of the
b aliphatlc amine (see table 3) in methanol at room temperature for 2 hours and then,
-dependlng on th-e progress of the reaction, 0.67 to 2.0 eq of NaBHy4 are added in

] :-_port:ons After standing at room temperature overmght the&:ent is removed and the .
Lo residue is taken upin 1 N HCl Itis extracted with dtchloromethane The aqueous T e
| '_",__,}:;phase is adjusted toa pH of 11 to 12 wrth NaOH and agaln extracted W|th o |
10 ‘-':-‘.-.drchloromethane The organlc phases are ‘dried. wuth MgSO4 and concentrated ln a

o ‘__'.'.-:_:rotary evaporator Further punt' catton takes place by chromatography on srhca gel or

: 15 ; -;_:-The bromo ketone burldmg blocks are synthes:zed by methods known from the o
lrterature starttng from commerc:al acetophenones by treatment with bromtne m glac:alf' S

s '__acettc acrd in analogy to example 1 mtennedlate 2




VOl / N JS~/\ "95d1'BS=0$cal. Ex. 35M i NH2 Q.a ~\ po\ |
00 961 N, ~N~STg_p' a C Ex.:35 NF~ p N/ 96ad \ ~l os'o | /%J”"%ZQQGD

132

The compounds of examples 100 to 111 can be prepared starting from the amine and
bromo ketone components shown in table 3 in analogy to the synthetic route shown in
.example 1 (alkylation of the amine component by the bromo ketone component,
. -subsequent reduction with NaBH4 and final HySO4-mediated cyclization). |
5 -'Thé resulting \tetrahydroi'soc.;uinolines can be converted into the corresponding salts in

a manner known to the skilled worker.

 Table3:

' . L Bromo )
|'Example | Aromatic Aliphatic Amine ketone: Compound of
. ‘ : etone
No. aldehyde amine component ‘ example
_ component

RV

' Cin
99 CH(‘J - —NH,
| o -
100 I;Lcuo —NH,

‘10-1 —NH,
102 \_NH2 .
108




| 'aH S| Ex. 35 2 June 2006 131 97 NN O N 9G\ NI 0 50c6|| ~ 1
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104

105

106

107

108

109
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Gene:‘al method for i -eparmg the "compcunds of examples 111 to 124 ,
S ~0_.358 mmol of the acnds md|cated in table 4 are dtssolved in1 ml of DMF and
" 50 221 ml (1 30, mmel) of dusopmpylethylamlne is added At 0°C, a solutaon of 128 mg
" _'l-({) 390 mmoi) of TOTU in'1 inl of DMF is added dropmse After addition ofa solution. of
’~ ._100 mg (0 325 mmol) of the amlne component indlcated in table 4 1n 2 ml of DMF the
- 'mixture is stirred at room temperature ovemlght For workup, lnsolubte constltuents are :
O iitered off and washed with 20 mi of ethyl acetate. The filtrate is washed twice with




X N CN Ex. 35 CGeneral method for synthesizing the conpounds gf eé@&?tes.gg
"to 110 Preparation of the am ne conponent 4.0 mmol of the a?

al dehyde (see table 3) are stirred with 8.0 nmol of the aliphatic am ne
(see table 3) in nethanol at roomtenperature for 2 hours and then,

"~ "dependi ng on the progress of the reaction, 0.67 to 2.0 eq.of NaBH4 are

added in .portions. After standing at t3bom tenperature overnight, theent is -
renoved and the residue is taken up in |l NHC. It is extracted with
di chl oronet hane. The aqueous .phase is adjusted to a pH of 11 to 12

wi-t h. NaShuRIASHCONSIAEEhdbhSe gﬁﬂ s%%hieﬂ ﬁ'ﬁé@?ﬁtﬁumﬂ‘%r@ﬁg@&rc phases

are dried with MySO4~“and concentr at tary evaporator t her

- purificebheanttaakds pl ace by chromat ography on silica gel or on
~alpreparative-HPLC:. Preparation of the bronp ketone conponent 15 The brono

ketone buil ding bl ocks are synthesized by nethods knovvn fromthe .
- literat I, engnes t,reatnent, w.th

br o ne ' 16 O BI R A SHTERA AT boB DRRAT S0 RS e WeSRIEERINA: » o
Juné 2oeetheseuirﬁmtmmsee mmmfgemmnhemoa(f@r élimihkiing &t BSc prétBaivd starting
fromthe am gew aw(g ﬁ)t e conmponents shown in table 3 in analogy to
t he syn8iPdPse W8 rhs@ﬁms 3%%911@ Baapneiaddion dnfalpwed byprtificaionbynent
by t he 'frcpapatie! RPECCRIR 3%@ final
H2SO4- rr@éll ated cycli zatléﬂs‘fa&%‘r@ﬁg&rﬁgsulﬁ nfgﬁltgleétqahﬂﬂ%g\bégg %Fﬁ%gs can be
conver t&@uprpasetates.cor r espondi ng sal ts in a manner known to the skilled
wor ker Table 3. Exanple No. 99 :

10  General method for preparing the cbmpounds of examples 124 to 147
0.358 mmol of the acids indicated in table 4 are dissolved in 1 ml of DMF, and
- 0.221 ml (1.30 mmol) of diisopropylethylamine is added. At 0°C, 151 mg (0. 975 mmol)

o of dlethyicarbodnmlde a solution of 132 mg (0 975 mmol) of HOBt in 1 mi of DMF,
S and 20 mg (0.162 mmol) of DMAP are added After addltson ofa solutlon of the amine
15 component indicated in table 4, in2 mi of DMF the mixture is stirred at room

- temperature overnight. For workup, msoluble constituents are filtered off and washed
with 20 ml of ethyl acetate. The filtrate is washed twice with saturated NaHCO3

solution and once with 5% strength NaCl solution, dried and concentrated.

20 The crude products which still contaln Boc protectlve gro%are deprotected W|thout
- jfurther purification (see below: genera! method for el:mmattng the Boc protectlve _ .
o 3:groups) WorkuP of bu:ldmg blocks wnthout Boc protection is followed by pum‘" catlon by PR
i _ifpreparative HF’LC WIth the des:red compounds of the examples bemg obtalned as - j_'-l':_i:fj-:f..‘;'f_f
BRI -,-,-"_,tnﬂuoroacetates RN C L S e i
e };‘:_»_‘-'General method for ehmmatmg Boc protectlve greups OV

= ",'u.":__r‘fThe resultmg crude products are stirred in 5mi of a 10% strength sotutron of
{ . '_tnﬂuoroacettc acid i in dlchloromethane at room temperature for one hour The re5|due BRI
. from evaporation in vacuo is punt‘ edon'a preparatave HPLC with the desured
g 30 .compounds of the examples bemg obta:ned as tnftuoroacetates

-T_able 4: |




C 100 101 102 103 Aromatic al dehyde CHO Aliphatic amine -NH2 - NH2 - NH2
OH 2

. “.-"1' -

113

“NH2 ‘Ani ne conponent Bromp ketone component r Conpound of — &X4MpH#¥eH
June 2006 133 GcHO\ 4 \ | o 104qj--NHZI i u/ 2,rG (o i
135
Example No. | Acid component Amine component Compound of example |
111 I T M J
Ho’l\/" PN
112 L; _
' 1 Ho "Y
| j\/r |
Ho™ SN

-t




g 1" O105CHONHZ\. li. Bir o 106ctloNHp~OH C \ -NH2 g 218711 2i
Illla OHC Br ¢ NHG\ \ | 108 \ ZI g~raH CHO O 109l - NHZIZ 1§28 ci
crloo q .
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110CHO-NH.I Itsi. / ZBa.BrG_ r * ) S nthesis described in: L_et a A24
- 36 263 y ang ., Genetal nethod for preparing the conpounds %ﬁ”%@( ot es 111
to 124 '0 .358 mmol of the acids indicated in table 4 are dissolved in 1 m
of DMF, and 0:221 ml (1.30 nmmol ) of diisopropylethylamne is added. At 0C
a solution of 128 ng (0.390 mol) of TOTU in.1 mM of DW is added :
dropwi se. After addition of a solution3@ 100 ng (0.325 mml) of the am ne
conponent indicated in table 4, in 2 ml of DW, the mixture is stirred at
room tenperature overnight. For workup, insoluble constituents are
filtered off and washed with 20 ml of ethyl acetate. The filtrate is washed
-twice wth_2 June 2006 134 saturated NaHCO3 sol uti on and once with 5% '
. strength Na@0 solut{on} dried arld congentrated. [The crgdg produgts which
~still .contpin Boc p'aﬂ%{l"%ve gr qups apesdeprot ectfed .vvirmgw further ;
~purificatipn (see bkl ow~general} nmet hadJf or elinjati the Boc protective
. groups). Wrkup of pui-lding blogks without Boc priotec nis foljowed by -
~purificatipn by preparative HPYC, ht he desir oungs of}the - '
exanpl'es bking obtaj ned as ' N

o TE L
ey

122 ' I
A

| /
N,

123 =
| Ho o

W,

No,
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_obtained asjtrifluorjoac

trifluoroacetates. 10 General nethod for preparing t he conpounds of
exanpl es 124 to 147 0.358 mmol of the acids indicated in ta dunge 2(Q6
di.ssolved in 1 mM of DW, and 0.221 nm (1.30 nmol) of diisopropylethylam ne
is-added. At 0C, 151 ng (0.975 nmmol) of diethylcarbodinde, a solution of
132 ng (0.975 mmol) of HOBt in 1 mM of DV, and 20 ng (0.162 mol ) of DVAP
are added. After addition of a solutiog&f the am ne 15 conponent indicated
intable 4, in 2 mM of DMF, the mxture is stirred at room tenperature
“overni ght. For workup, insoluble constituents are filtered off and washed
with 200m of ethyl acetate. The filtrate is washed twi ce with saturated
NaHCO3 sol ut.ion and once with 5% strength NaCl solution, dried and

concentrated. 20 The crude: products which still contain Boc protective
group ar e demmeot ect ed thout further furificatign (see bel ow. deneral
‘method for plimnatiftg tyiey Bpc p v W bfe buijl di ng

.bl ocks wi-t hput Boc prote n isi ficaj on pr gparati.ve.

"HPLC, with fhe desiried conﬁounds &
triftuoroacntates, 5 . General
- ‘groups- The fesultin crude pr odu

solution. of 'trifldoroacetic acj.

- for -one houf127The re¢si que; from
‘preparative] HPLC, wijtda” ™, desir

belno obt ai ned jas-

Boc prAatective :
Syn+*of a 10%® strength -
hang at room tgnperature

cuo isjpurified on a
f tha'e | es fbei ng
06 1% anpl e {No. Aci d

NH, JofHO y~ 1@ / .\ . N\ |

tes. T,
7c0nponentAn ne conpgnent Conpound] &
A\ TFA qp :

_3_
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T Example 148 1-[2-(6 8-D|chloro-2-methyl 1 2 3, 4-tetrahydro-1soqumohn-4—yl)-phenyl] :
L --:»-"",3-ethyl-th|ourea hydrochlondes R I P SO s

; _2-(6 8 d:chloro-z-methyl 1 2 3 4—tetrahydro~isoqu1nohn-4-yl) phenylamme (95 mg,
B : compound of examp!e 36) is mtroduced into 4 ml of acetonttnle and, whlle stlmng, BE
- a 21 mg of ethyl lsothlocyanate are added After standmg at room temperature for 15

- hours, the solvent is rer_no_ved_ in \(acue, and th_e residue is purified on a_prepa_ratl_ve . L




CNg/. FHF CQgTFA\ \ Exanple '
148:1-[2-(6, 8-Di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqu 2 June 2006

- nolin-4-yl)-phenyl]- 3-ethy|-th|ourea hydrochl ori des; cr |s~

. 2-(68-di chl oro-2-nethyl -1, 2, 3, 4-t etrahydr (5-i soqui nol i n-4-yl ) -phenyl am ne
(95 ng, conpound of exanple 36) is introduced into 4 m of acetonitrile
and, while stirring, 27 ng of ethyl i14@t hiocyanate are added. After
standing at roomtenperature for 15 hours, the solvent is renoved in
vacuo, and the residue is purified on apreparative 2 June 2006 142 HPLC.

~The ‘triHPLOY a'aeettm(goa@étatmamdt.hltms\we{y istaked ap if p«atér AR] Bladeriikaies
-al kal i ne KZrCDS The aqueous phase is extracted with ethyl acetate.

~ The org‘ﬂﬁh hesaquaqis ip extragiedanitnethy! sgdiate. dhe ogroisrhasedd. The
- residue. t HCl and freeze_dried, resultin n. 36 of
‘ ch' t:Jt 5 %Eﬁg&ﬁie%%ﬁgg and concentrated. The residue |sstgke|!: u% u|1 dilute i

T B ) e

4- (& 8- dICh| oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl . phenyl am ne
(50 ng, ound of exarrple 17, internmediate 1) are introduced into 4 ni '
of- THF, E%ﬁmp e 1-[145@@196@!!3{%}@19(1'3)61 -17g)3.4-tetsahyslio-issrquinolinebyl}mhenyl]+ ef | ux
for 2 f@ﬁ -tﬁ:@@rerée rbeﬁlo 8J5ut|on is concentrated and heated at 85C-to. 2
hour s. crude pfoduct o a| ned in this way is purified on a preparative-
"~ HPLC. Further treatnent of theéﬁ!rlfl uoroacetate 15 obtained in this way.as

. described in exanple 148 affor 33 ng of tth dﬁSl red hydrochloride after

- freeze drying. , nﬂw

"1'0_‘ 4»(6 8~d|chloro-2-methyl 1 2,3 4-tetrahydro-lsoqumolm-t-l-yl)-phenylamlne (50 mg,
‘compound of example 17, :ntermedlate 1) are introduced into 4 ml of THF, and ethy!
- isothiocyanate {14 mg) is added. After heating to reflux for 2 hours, the reaction
~ solution is concentrated and heated at 85°C to 2 hours. The crude product obtained in
~ this way is purified on a preparative HPLC. Further treatmeht of the triﬂuoroacetate
.15 -obtamed in this way as described in' example 148 affords 3;}@3 of the desired
, _-'hydroch!onde after freeze drylng '

; ‘.r"{'ﬁ--,—..;:u?Examp!e 1 50 1 [3-(6 8-D|chlor0—2-methyl-1 2, 3 4 tetrahydro-lsoqumolm—4«yl)—pheny|]- _ S
o ".-;33-ethy!-th|ourea tnflueroacetate L _




Exanpl e 150:

1-[3- (6, 8- Di chl oro- 2- met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 42 Jine.2906ny /| |
3-et hyl -t hi our ea, trifl uoroacetrate Cl -N TFA 20 2 June 2006 143 Exanpl e
151: .. ' _ , :
3-[3-(6, 8- D|chI oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui-nol i n-4-y1)-phenyl ] -
1,1-di met hyl -urea, hydrochloride; conmpgynd of exanple 35) are dissolved in
17.5 rl of dichl oronethane and, while

3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n- 4- yI}phenyI am ne

{350 BRI At 2LASRISH- -inpinglindsyPhenyiamine (50 mg,

yl)- phwﬁﬂdiﬁfdbﬁ%mplé'mg aFdiesoIdes in 31151 of THFS&M W st%?:ﬁ)g Wm ﬁ.tg of
4-ntirophenyl chioroformate are. added. .5 hours, .a further O,

. .equi.valethyl iggtBiosyanale are nddedphﬁerymeaihgdmeﬂum @ haurs, the meaphoaramlutim

25 -di chl or onet hane and,-

30 ¥ plfitentated and hoatefl 5t 85°C for.2 hawrs:, The wyde Pretyst oRaInsd IR ki ne
* (5051yis pagabona mepastive HPLIS) betiotnifl $6ahy efttigtit édmpbunkdlE and, while

stirring, 14 mg of ethyl isothiocyanate are added. After heating to reflux
for 2 hours, the reaction solution is concentrat ed and heated at 85C for 2

hour . SRt SLSMEDBHER RN S MBKaR S SUBIAYERTD Do,

overni gh1-d|rﬁdﬂ1ylﬂmelaubydmbblondeul ting precipi tat eis filtered .off and:
~washed with dichl.oronethane. The title conpound obtained in th| S way can be
- reacted further wthout further purificati

3-[3-.(6,8-Dichloro-2-nethyl -1, 2, 3, 4- t traﬁydro i soqui nolin-4-yl)-phenyl]-1
-, 1 dimethyl- urea, hydrochlori d 2=ni t r ophenyl '
-[3 (6, 8-dichl oro-2-nethyl -1, 2, 3; it r ahydr o-i soqui nolin-4-yl)-

‘phenyl ] car bamat e hydr ochl ori des termedi ate 1) are suspended in 3.5 m of

whi l e stidring,- a solution of 3.7 ng of

Ci

7 ‘dimethylamine in 1 m of

Ko

10 .

" Intermediate 1:4-nit_r‘ophenyl [3—(6,8-dichloro—2-n1'ethyl-1 ,2,3,4-tetrahydro-isoquinolin-4-

' _yl)lbhenyl]carbamate, hydrochlorides;

'3~(6 8- dichloro—2-methy[-1 2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenylamine (350 mg,

SRR compound of examp[e 35) are dissolved in 17. o mlof dlch!oromethane and, while

- : 15 .stlrrmg, 230 mg of 4—nt|ropheny| ch!oroformate are added After 4.5 hours, a further 0 1
: " _ equwalent (23 mg) of 4-mtrophenyl chloroformate were added and the solutlon was

e f‘-l'_;'StllTEd ovemlght For workup, 1he resultmg precnpltate :s fi ltered off and washed wnth

: dlchloremethane The tltle compound ebta:ned in thls way can be reacted further
"'E?Without further punﬁcatlen o o o

.:__',_.3-[3 (6‘8 chhloro-z-methyl 1 2 3 4 tetrahydro-lsoqumohn—4~yl) phenyl] 1 1 -d:methyl«
o ',.“urea hydroch!onde . ,' L e e .' o

. 351 mg of- 4—nrtrophenyl [3-(6 8-dlchloro-2-methy! -1 2 3, 4 tetrahydro—:soqu:no!m—cl-yl)-
o _ '-phenyl]carbamate hydrochlondes (:ntermedlate 1) are suspended in 3.5 mi of

25 dlchloromethane and, while stirring, a solution of 3.7 mg of dimethylamine in 1m! of -
- dich!oromethane is added dropw:se After 1 hours the mlxture is diluted W|th




di chl oronet hane is added dropwi se. After 1 hours, the m xturs S I ut ed
wth 2 June 2006 144 dichl oronet-hane and washed w th aqueous

solution. The organic phase is separated and washed twi ce with saturated
K2C03. sol ution, dried with MgSO4 and concentrated. The residue is taken up
in dilute HCl and freeze dried, resulting in 29 ng of the title conpound.
The follow ng exanpl es are prepared i n4hal ogy to the nethod described in
exanple 151, starting frominternedi ate 1 and the appropriate am ne
conponents: Exanple No.: 152 153 154 Structure 0 0 a 155 0 .a 146 158

~ The fol Hmulm@neﬂ@énéeﬁdwe@,ﬁeemaécﬁfédue I?'@?g%‘éidtﬁnt ﬁ*ﬁe%\fg ﬁ‘&éé?fé bed in

exanpl e 151. THE was used as sol vent, reacti ons arrl ed out in

a cl osedepamted and washed twicBagigi Se@tnrétéﬂwm%"s@ﬁm@ﬁ mwﬁm%ag gewary for
exanpl es 159 to 5 166. Conpound of exanple 7 was. purified preparative

_fHPLC 1 ¢Bndertitaied.: Tiiexeesidue idakest upin dilte HOINndhéeszd died, resuitmg in 29 mg '
of the title compound

The followmg examples are prepared in analogy to the method described in examp!e
151 starting from mtermed:ate 1 and the appropriate amine components




ar-OC-. 160cl N -C,  T6éyo 1 d d 162 C, M 0'~C "N, cl 2 June
2006 164 165 166 c¢ cl 2 June 2006 149 net hyl pi pera2| ne- 1- car BAWIRTZERSE

hydr ochl ori de; phenyl]car bamat e hydr.ochl ori des are suspendedin 2 m of
% d| chl oronet hane, and a

145

' Table 5

Examhle No.: | Structure
; 152




15 ng of 4-nitrophenyl [2-(6,8=dichl oro-2-nethyl-1; :
2,3, 4-tetrahydro-isoquinolin-4 yl) solution of 3.2 rng of 2June2006
- 1-met hyl pi perazine in | m of dichloronethane is added. After 1 hours; the
~mxture. Is diluted with dichloronethane and washed wi th aqueous K2C03'
sol uti on. The, organic::phase is separated and washed twi ce w th saturated
K2C03 20 sol ution, drled wth MgSO™4 and4§oncentrated The residue is taken
~up in dilute HO and freeze dried, resulting in 13 ng of the title
conpound. The follow ng exanples are prepared in analogy to the nethod
~described for Exanple 168:
N-[2-(6,8-Di chloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yi)-phenyl]-
_.4-met hyl pi per azi ne- 1- car boxam de, hydrochloride; Cl Internediate 1:
4- Ni t r ophenfy. Z2- (6, 8-di chrorjo- Z-metrhyt =12, 3 4= tetrahydro=tsgoqui nol i n- 5
‘4-yr)4pheny11 grbanate hydr chl ori degg N'TN““)\N/' .
- [2- (6, 8-di ¢hl or 0o-2- net hyl - , 3, 4- ~'ydn@-isoquﬁnolin-4-yl - phenyl am ne
- (200 ng,. - donparative exanpl 36)._are dissolvegyin 10 mM of difchloromet hane
-and, while.jstirring, 131 ng of dphenyl chl orof ormate #4re added.
After 3.5 Hours, the resultirg prégipirtate 5 filtered off -Wth suction
-.and washed {wi t h di chl oronet hgne. Th& crude 10 product obtained in this way
1is recrysté 4 y i, : thar‘ln1 rpclllfing in 159 ny f the title
~ conpound. ' '
N-[2-(6, 8-Di chl oro- 2- nethyl 1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-4
exanple 168. . Exanpl e No. Structure 169.0 XN~ .cl g ci 170 a N N
: The foilowrng examples were prepared in analogy to the method described in

example 151. THF was used as solvent, and the reactions were carried out in a closed
. reaction vessel. Reaction temperatures of 85°C were necessary-for examples 159 to -
5 166. Compound of example 167 was. purified by preparative HPLC.




/ N\ qq 171 172 173 151 Exanple 176: 9y

N7[ 4- (6, 8-Dichloro-2-nmethyl -1, 2, 3, 4- tetrahydro i soqui nol i n- 4< y?TB%%g%yl]

4- et hyl - pi perazi ne- I-carboxanlde hydrochl orides; Cl Internediate 1:

4-Ni trophenyl [4-(6, 8-dichloro-2-netfiyl-1, 2,3, 4-tetrahydro- |squ|noI|n 5:

. 4-yi)-phenyl ] carbamat e, hydrochl ori des;

. 4-(86., 8-dichl oro-2-nethyl -1, 2, 3, 4- t ettd@hydr o- i soqui nol i n- 4-yi ) - phenylanlne
(200 ng, conpound of exanple 17, internediate 1) are dissolved in 10 m of
di chl oronet hane and, while stirring, 131 ng of 4-,nitrophenyl

chl oroformate are -added. After 4.5 hours, the resultlng precipitate is
filtered off with suctamgeand washed mnth di chl oronet hane. 10 The crude

_product obtained in pht+S—way—i-s—ecrystallized twce fron1d|chloronethane

11 resulting in 254 E@mnﬂeﬁhe tﬁhhemumnpound '
e N'[ 4”‘(6, 87Di chl oro-2 nyl 13, 4-tet d.IIN t#ol i n- 4‘y| )- phEhyl ] -'4-‘
- methyl 15 ng of 4-ni t?ggébhenyl O \fg &Ha[

[ 4~(6i 8Ai chl oro-2-n6t hyl -1, 2, 3, 4-tetra‘ 0

rojkfzgylnollh 4-yl) plpera2|ne 11
of 3 of 1 {nethylpiperazine 1 n
_ 1, phenyl ] car bagrat e hydrochloride - "
- are suspended in 2 nfi. of dichlgd Rard~ and a . The fesidue is taken: up
in dilute HCl and -flreeze-dried} Itlng in 13 mg of {the title Washed
- twice with saturated—4=€83 °"Luf'cn, ] jand concentrated."
- hand washed with aquégﬁg K2CO3 nase is separated and
_washed twice with sdturated KZOB soI : dwi ed with} MgpSO4 and ;
~concentrated. The rgsidue is taker lﬂ%aound. Thes fol | owi ng exanples
~are, prepared in apgl-ogy to the estri bed for

'E?CérboxaniQe, hydrOchIorLdeS' sqla

161

162




25 exanple 176. 2 June 2006 152 Table 8: Exanple No.:Structure 1770 NxNU cl
GN C 9780 NXNCL | Cl - 153 179 180 ci 181 a 182 Exarrpl e 4dune 2006
N-T4-(6, 8-Di chl oro-2-nethyl -1, 2, 3, 4-teti ahydro-isoqui nolin-4-yl)-

phenyl ] f or mam de, -hydrochl oride; 2 June 2006 154 Cd d- C

4- (6, 8-dichloro=2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne
(200 nmg, conmpound of exanple 17, intefggdiate 1) is dissolved in 1 m of
formc acid and .5 heated to reflux for 15 mn. After standing overnight,
the mxture is added to an ' '




~ice/water m xture and extract ed twice with ethyl acetate. conbi ned '
organic phases are dried with MJSO4 and concentrated. The rgs'P'Eﬁ‘J%OQ% taken
up in dichloronethane and washed with saturated NaHCO3 sol ution. The
phases are separated and the aqueous are extracted three tines nore with

~dichloronethane. Drying of the organic 10 phases (MgySO) and renoval of the

*. -di chl or onet hane and 5--aqueous

solvent by distillation afford 167 ng14d crude product. 10 ng are
© dissolved in dilute HCl and freeze dried, resulting in 11 ng of the title
conpound. Exanple 185: [4-(6,8-Dichloro-2-nethyl - 1 2,3;4-tetrahydr2-

qui nol i oauinoli '
- N-[4(s, %R%M%[ﬁl%@ow;@nﬁ %-’[‘Iﬁ&lti]%rzo %rﬁ&ﬂe’ %gﬁg{rlgé Yalith oqq"h@w:%fﬂ}:pd}?éwyl']f(jrm
am de 4-Mhy|gtpemmmm)dmrb¢bxmmlephpdrb%ﬁ)orﬁee di ssolved in 2.5 m of
- THF.and, at 50C 20 under argon, added dropwi se to a solution of 0.45 m of
~al Msolution of lithium2 June 2006 155 al umi num hydride/THF in 2.5 nml of
"THF. The nixture is heated to refl ux hiﬁ‘ After standi ng overnight,.
Y;

a further 0.22 mM of a1 Mlithiuma um hylri de solution are added at
.50C, and the mixture is heated to reflgyx fopa yFrRer hour. For workup,
“the solvent is renoved and e resjiduelis partitjoned between

ases ar gﬁ;lsxar ated ‘and t he aqueous -
are extracted three times wth Bl or on@t hane, e conbi ned organi c

" phases are dried with with MpSO4 3 nc\ntratCe'd Further purification
‘takes place on a preparative HPLCojThe producg] obtained in-this way is

. taken up in an NaHCO3 sol ution and extracted wth dichl oronet hane. Drying

. of ‘the organic phase with M\ySO4 affords 80 ng of the free 10 base. 10 ng
“are taken up in diluted HC and freeze dried, resulting in 10 ng of the

‘title '
e © MSARGUR 1 DAL Shony (0 B-fichlaro;2- ety bHRIYISIRAYFY - pheny
| ] 5 1, e-gd)—pbemw]camasaatehwdmhloddedes ON'"k NI
‘ [2-(6, 8—drch!0ro-2-methyl 1,2,3 4-tetrahydro~|soqurnolm-4-yl)-phenylam1ne (200 mg,
comparatlve example 36) are dissolved i in 10 ml of dichloromethane and, while strrrlng,

131 mg of 4-pitrophenyi chloroformate are added. After 3.5 hours, the resuttlng
precipitate is fittered off with suction and washed with dichloromethane. The crude

10 product obtained in this way is recrystallized'from 'dichloromethane, resulting in 159 mg
of the title compound.

- N-[2-(6,8- D:chloro-2-methyl 1,2,3.4- tetrahydro—rsoqumotln-4-y|)-phenyl]-4- :
R 'methyipnperazzned-carboxamrde hydrochloride; R, .
S ‘1_5, " 16mg of 4—mtrophenyl [2-(6, 8-dzchloro—2-methy| 1 2,3 4-tetrahydro-nsoqumoiin-tt-yl)-

i phenyl]carbamate hydrochiondes are suspended in 2 ml of drchloromethane and a

R selutren of 3.2 mg of- 1-methylp|perazme in1 ml of. drchloromethane is added After B
1 hours the mrxture 1s dlluted W|th drchteromethane and washed w1th aqueous K2003

. ﬁsolutton The ergamc p se is separated and washed twrce w:th saturated K2003

) solutron drled wrth MgSO4 and concentrated The residue |s taken up in dllute HCI

U fand freeze dned resu!tmg in 13 mg of the tite compound

.. The fol[owrng examples are prepared in analogy to the meth o d descnbed for o
S e example 168 . _ o _ |
.25




G C C 15. The title-conmpound is prepared 'by the method descrl bed for
exanpl e 151, starting from [4=(6; 2 June 2006
8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4yl)- phenyl ] met hyl - am. ne
" . (exanple 185), 4- nltrophenyl chlorof ormat e and met hyl am ne (20 pl, 2 M
in THF) 20 resulting in 9 nmy of the desired hydrochloride. 2 June 2006 156
~ The follow ng conpounds are prepared ifs@gnal ogy to exanple 186 starting

- from|[4- _
(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]nethyl -a
mne (egy@le 185), 4-nitrophenyl chloroformate and the appropriate am ne
conponents: Table 9: Exanple No.: Structure 187 188 cl cl cl 189 cl cl u 2
June 2006 ‘LEQ 10’)h I\I I\I (‘I I_I f f ~|\h ClLH

“Example No.: Structure

1169

" T170

171

[172

[

R 7




d N d 0193..NX N~... i CH d N, G Exanple 194:

N-[ 3- (6, 8-Di chl or o- 2- methyl 1,2, 3, 4- tetrahydro i soqui nol i n- 429'1")‘92006
nyl}formam de C -
6, 8-dichioro-2-nmethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl am' ne

': ph[e

- (600 ng, conpound of exanple 35) is dissolved in 2.4 mM of formc acid and
heated to reflux for 15 mn. After sygmding overnight, the mxture is
added to a m xture of ice/water and 2 June 2006 159 saturated NaHCO3
- solution and extracted three tinmes with dichl oronet hane. The conbi ned
r gani n |
g ¢ g?he?%ﬁé@?ﬁp&ﬂ d(%%ﬁl?rd%—?%&h?ﬁfi 2?2& 4&t ah)?drg-lsoquu%hnt-lt-yg-phen?rﬁ8 Al
[ 3- (6, 84-B|eth)l!l€pnmerazmeth¢arbbxanﬁdék HyelroeHiyitia:; | soqui nol i n-4-yl) - phenyl | -
- .methyl -am ne, hydrochloride; .Cl
- N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t eyr ahydr o-i soqui nol i n-4-yl ) - phenyl]for
“mam de 10 (588 np, conpound of exarrpk 194) is dissolved in 10 mM of THE °
- and, at 50C under argon, added to a ol i om of 1.8 ml of a | Msolution of
. lit aluninum hydride in THF. The le\};sz\heated to reflux for 1 hour.
- After standing overnight, a furthe :

 Intermediate 1: 4-Nitrophenyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-

S 5 4-yl)- phenyljcarbamate, hydrochlorides; , |

L 4- (6.8-dichloro-2-methyl-1,2,3 4-tetrahydro~:soqumolln-4-yl)-phenytamlne (200 mg,

. compound of example 17, intermediate 1) are dissolved in 10 ml of dichloromethane

- - and, while stirring, 131 mg of 4-_nrtrophenyl chioroformate are added. After 4.5 hours,'
" the resulting precipitate is filtered off with suction and washed with dichloromethane. |

10  The crude product obtained in this way is recrystal!rzed twice from dichloromethane,

resuttlng in 254 mg of the fitle compound

-N-[4+(6,8-Dichloro-2-methyl-1,2,3 4—tetrahydro—|soqumolln-4-yl) phenyl]-4-methyl-
D plperazme- 1-carboxamide, hydrochlorides; B ' o
. 715 - 15'mg of 4-nitrophenyl [4-(6, 8-dichloro-2-methyl-1,2 3 4-tetrahydro-rsoqulnolln-4-yl) BRI,
R _ ;ﬁphenyl]carbamate hydrochlonde are suspended in 2 mI of dachloromethane and a

' solution of 3.2mg of 1—methylprperaz:ne |n 1 mi of drchtoromethane rs added After ‘ -
| 'strrrtng for 5 hours and standrng overnrght the mlxture |s dlluted wrth dlchloromethane
and 'washed wrth aqueous K2CO3 solut:on The orgamc phase |s separated and
s ?::20_”_- washed twrce wrth saturated K2003 solutlon dned wrth MgSO4 and concentrated

B ;*{?The resrdue rs taken up ln dllute HCI and freeze drled resultmg in 13 mg of the tltle

-"compound e . S _ - .

s ' . The followrng examp!es are prepared in analogy to the method descnbed for |
25 _'exampte 176. ' '




of a |l MIithiumalum num hydride solution are added at 50C, __and heated to
‘reflux for a further 30 mn. For workup, ice is added and t é”‘ S
phase is extracted four. .tines with ethyl acetate. The. conbined. organic
phases are dried with I\/gSO4 ands concentrated. Further purification takes
pl ace on a preparative HPLC. Theproduct obtained in this way is taken up
in NaHCO3 sol ution and extracted with gyl acetate. Drying of the organic
phase with MySO4 affords 270 ng of the free base. 45 ng are taken up in
diluted HCl and freeze dried, resulting in 45 ng of the title conpound..
-The compgypads of the follow ng exanples can be prepared starting from
[3-(6,8
di chl oro- 2- q]—t 23 4-tetrahygro—-soequi-rolin-4-yl ) - phenyl | net hyl am' ne 2
June 2006 1(5 qf'@&l&lﬂﬂe 195), 4-ni rStmd:tuneof ormate and t he ap bropri ate ani ne
”corrponents py7yhe et hod descriogd for—egmpte~t5t—Fabte—1+): Exanple -
No Structu e 196N O cl 197 198;199 _Zogjbl cl 2 June 2006 {162 202N NYNJ

O

“i).

1178

T




" ‘separated ¢ff, dried with MySO4 land

o [4- (6, 8- dit 380or 0- 2- met hyl - 1, 2, 3

cl ,~C Ca C 203 NN,,~-.1Tc Cl Cl .Exanple 204: 2-Di nethylanlnoethyl

[3- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4- t et r ahydr o 2 June 2006

isoquinolin-4-yl)- phenyl] carbanate hydrochloride; ,NyO- v N7 O 15 ng of

4-ni trophenyl : -

- [3-(6, 8-di chl or o- 2- nethyl 1,2,3,4-tetrahydro-isoquinoIin-4-yI)-

phenyl ] car bamat e hydrochl ori de (see exggpl e 151, internediate 1) are

suspended in 1.5 m of dichloronethane while stirring under an argon

at nosphere, and a solution of 2 June 2006 163 3 ngy of

2-di met hyl ani noet hanol in 0.5 nl of dichloronethane. is added, and the

mxture is stirred for -6 hours. After standing overnight, water,

di'chl or onetifRgige and  sat urat ed NaHCO3 solaifTon are added, jand t he- organlc

" phase is sgparated. The dichloronethaneNdh e is washed three tines with

Saturated NaHCO3 and dried with j MgSO4, tand the solvent ig renoved. in

. ‘vacuo.. Thejcr.ude product -obt ai ngd iGh t way is purified on a

';-preparatlv . HPLC." The product flracti ofng are concentrated jand partitioned
‘bet ween ethyl. acetate and sat ur dt%8o-NaHOS8 sol uti on. The drganic phase s

rated. The resijdue is-taken up -

in dilute HCI and freeze dried, resnitlng in5 nmg of theijtitle conpound.

10 I n an amalogous.manner. . the nnrrncnnngl ng isoners 2-di.get hyl am noet hyl

4 tetrahydro i soqui nol i n-4- y|) phenyl]dhrq:ﬁate hydr ochl orji de

Example 134 N [4 (6 8-D|chloro-2-methy!-1 2, 3 4 tetrahydro-130qumohn—4—yl)—
phenyl]formamlde hydroch!orlde R ;




and 2 di met h. ylan1noethyl

[ 2- (6, 8-di chl oro-2-net hyl - 1, 2, 3, 4- tetrahydro i soqui nol i n- 4- yE)une 2006
phenyl ] -carbamat e hydrochlorlde are prepared starting from 4-nitrophenyl
[4-(6,8 15

di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl ] - car bamat e
hydr ochl ori de and 4 n|trophenyl 154

[ 2-(6,8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

car bamat e hydrochl oride. 2 June 2006 164 Table 11: Exanple No.: Structure
2050 - g\ q I ci 206\ YNAOL C ci f / N ci O Exanple 207: thhyl

[3-(6, 8-dichloro-2-nethyl -1, 2,3, 4- tetraq¥d&p |squ|noI|n 4 yl)-

phenyl ] - car bamat e, hydrochlorlde ad oy 1® ng of
3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahysdgo- |squ|noI|n 4- yI) phenyl am ne
(exanpl e 35) are introduced under an a

. .diehl oronmet hane while stirring, and a s®©
- chloroformate in 0.5 m of dichlpsonethape is added. After stirring for 6
- hours and standing overnight, a 2 Jj 006 165 ' o

Ci

| 4-(6,8-dichloro-2—n":ethyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine (200 mg,
- compound of example 17, intermediate 1) is dissolved in 1 ml of formic acid and
5 heated to reflux for 15 min. After standing overnight, the mixture is added to an
. Ice/water mixture and extracted twice with-ethyl acetate. The combined organic phases
o _are dned W|th MgSO4 and ooncentrated The residue is taken up in dlchloromethane

B and washed with saturated NaHCO3 solutaon. The phases are separated and the
“aqueous are extracted three times mdre_ with dichloromethane. Drying of the organic
10  phases (MgSO4) and removal of the solvent by distillation afford 167 mg of crude

fproduct. 10 mg are dissolved in dilute HCI and freeze dried, resulting in 11 mg of the
titte compound.

e Example 185 [4-(6,8- chhloro-2-methyl 1.2 34-tetrahydr9;4%)qumolm-4-yl)-
15 _-'_phenyl]methyl-amme hydroch!orlde -

N [4—(6 8 chhloro-Z-methyI-1 2 3 4-tetrahydro-lsoqumol:n-4~yl)—phenyl]formamlde '
3 (1 50 mg, compound of example 184) are dissolved in 2.5 ml of THF and at 50°C
o | f20 . under argon added dropwuse toa solutlon of 0.45 ml of a 1 M solutlon of Ilthlum




further 2.3 ng of methyl chloroformate are added, and the m xture:is
stirred for 5 hours. For workup, the solvent is rempved, andJume200si due
is taken up in dilute HO and freeze dried, resulting in 20 ng of the
title compound. The foll owi ng carbamates can be prepared in an analogous
~ manner starting fromthe appropriate anilines

3-(6, 8-dichl oro-2-nethyl =1, 2, 3, 4-t et r ggydr o-i soqui nol i n-4-yl ) - phenylan1ne
. and 4- (6, 8-dichloro-2-nethyl-1, 2, 3 4- tetrahydro i soqui nolin-4-yl)-
phenyl am ne. Tabl e 12 Exanpl e No.: 208 209 Structure 166 211 212 ci ct 213

£ N mindn YRS z'"féﬁﬁﬁow@ e Rityrerls Beatacogameeiar N - pheny!

- [Tel haARelsthRdiRglove BIGRhGH Q.9 im)
(TN [ SPLAGAAg lemifeta a1 22 my T EDLM K alinum e spidfan oy

]- met har@wlﬂeﬂcatweeantﬂaﬁm uwﬁuwrlsd@at@ntmﬂm( for. @furthgr bibur. doewarkup,

| B‘h[eﬁyf TE PR B BofloRlahd tlutatyiis BAAINE) Bebigd ueBlorneipbor and
o enarst I caqUsbLUBHCIATABIphabes bAP SEEArated A Be aqueous are extracted three times
' with dichloromethane, The comb:ned organic phases are dried with with MgSQO4 and

_ concentrated. Further-punf ication takes place on a preparatlve HPLC. The product
 obtained in this way is taken up in an NaH003 solution and extracted with

* dichioromethane. Drying of the organic phase with MgSQO4 affords 80 mg of the free

10 ' base. 10 mg are taken up in diluted HCl and freeze dried, resulting in 10 mg of the title
- compound.

o '_ ;_-Example 186: 1-[4-(6, 8-D|ch!oro~2-methy| 1,23 4-tetrahydro—|soqumolln—~4~yl) phenyl}-
T 1,3 dlmethyl-urea hydroch!ondes

The taﬂe compound IS prepared by the method descnbed for example 151 startmg B
:.--j'_:'from [4-(6 8-d|chloro-2-methyl-1 23 4—tetrahydro-lsoqumohn—4~yl)-phenyl]methyl-amlne-5"5_7'-' .
A ili::%(example 185), 4-n|trophenyl chloroformate and methylamme (20 ,ul 2Mi |n THF) B
EEN 20 resultmg in 9 mg of the des:red hydrochlorade ‘




10 chiral colum: Chiral-pak AD 250-x 50 mm 20 /p; solvent:

hept ane: et hanol : met hanol : 10:1:1; flow rate: 50 m/nin; the #d418 {?@Qﬁg

enantiomers are dissolved in dilute HCI and freeze dried, resulting in . 37

~ng of each of the title conpounds 215a and 215b. The panti omeric purity is
-15 determ ned on a chiral HPLC. <chiral colum: Chiral pak AD-H 31 250 x

4.6 mm -solvent: heptane:ethanol:methggel : 10:1:1; 20 .flowrate: 1

om/mn; R (enanti omer eluting first) = 6.84 mn; 100%ee; Rt {enanti oner
~eluting second) 8.02 mn, 100% ee. Exarrpl e 2166:

(+) 1- [ %%ﬁoﬂn g‘?ﬁoﬁ’ "ﬁ'on J@bl 3@2%?3%%& Sy LRS84 sBRling rdnY f4. phenyl

et hyl'urea,

1 &diBhlbr Bl R4 1263 Wstbtrdhytirg, | henyl
) [266 iBhIBrasRHethyR 4 /263, Bitbtrahydir ig%%Ghélwgl)%heﬁ%méﬂWUdﬁmﬁeY) pheny

. ?%xa rea, 1({fﬁsdr ochl oride; 2 June 168 enanti omeric

_ purl ty i eelda) ndditiphenyl %@@mrmmgndﬁbe@ﬂpr@pnaé%ame comppaeptsk oD

- 250 %.4.6 mm sol vent: heptane:ethanol :isopropanol:50:2:1;(0.3% ‘

- ‘diethylamine); flowrate: 10 mM/min; R (enantioner eluting first) = 9.22
m n; 5100ubkeel: ' : '

| . [Example No.: "~ Structure




Rt (enantioner eluting second) = 9.96 mn, 98%ee.’ 20 a chiral pre aratlve'
HPLC. chiral colum: Chiralpak OD 250 x 50 nm 20,u; .  sol védune 2006

hept ane: et hanol :'i sopropanol : 50: 2: 1; 0.3@6diethy|anin flowrate: 50
m/mn; C 316 ng of racemc

1-[2-(6,8-dichloro-2-nethyl-1, 2, 3 4-tetrahydro-isoquinolin-4-yl)-
phenyl ] - 3-ethyl urea (conpound of exa @ 80) are separated into the
~enantioners on enantionmer eluting first and 58 ng of that eluting second.

T, The enantiomers are subjected. separately to further purification on a
preparative HPLC. The resulting products are partitioned between saturated
NaHCO3 solution and ethyl acetate; and the organic phase is separated off,
dried with NUSCA and freed of "~ solvent. Di ssoIV|ng the residue in dilute
HCl and freeze = . 217:

etrahydro |squ|noI|n 4- yI) phenyl]

 ;acetan1de, ‘ydrochlorlde 2 June 2R06N I nternedi ate 1:

'-f2;4-D'fIUOr0benzyInethylamine 2,4:uijQ9meenzylnEthyIarnlne can be -

. prepared i'nfa manner, knowyj to th§'5§ | 1'ed worker Istarting from
~. 2, 4-di f1 uorpbenzal dehyde (icf. ple 1, i@ternedijate 1).

: Nr[3-(6,8-D'fIuoro-2-nethyICV 377t et r ahydro-i sqqui nol i n-4-vyi ) - phenyl]ace

e tam de, - hyfirochl oride; The ti& 8. conpound can be |prepared by the -synthetic

route described in exanpld | :A40 starting from N(3- acetylphenyl)acetanlde
~and 2,4-difluorobenzyl net yl am he Exanple 218:

- 4-(3-Bronophgpgl ) -6, 8-di cHl of o- Z- meighyT - 1,2, 374-T trahydro (i nt er medi ate
. -1). i'soqui npline, hydrochlioride; .g JMnQ 2006 170 o

- 1789

[0




The title conmpound can be prepared by the synthetic route- described in

exanple | starting from 2, 4-di chl or obenzyl net hyl am ne (see XY W%?@xﬁ) and
2=br ono- |- (3- bronophenyl)et hanone as al kyl ati ng agent. Exanple 219:
1-[3-(6,8-D chloro-2-nethy|f1,2,3,4-tetrahydro-isoquinolfn-4-yl)-phenyl-3-

(2-hydroxyethyl)urea OH C 509 ng (1 nmmol) of 4-nitrophenyl
[3-(6,8-dichloro-2-nethyl-1,2,3,4-tetr droiso 10

gui nol i n-4-yl)-phenyl ] carbanmat e hydrochl ori des (conpound of exanple 151,
internmediate 1) are dissolved in 15 ml of absolute DVF and, at 0C, a
solution of 67.2 ng (1.1 mmol) of 2-am noethanol in 10 m of DVF i s added.
"The mixture is stirred at roomtenperature for three hours and then the
solvent is renoved in vacuo. The Ilresidue is_partitioned between ethyl
acetate and saf ¢ ed NaHCO3 sdl ution. The{l5 organic phas% is separated

- off and the agueodus. is extractied tw ce.mHe with ethyl acet ate. The
-+ conbi ned -organj c phases are \Washed mnth $h ated NaCl solhtlon, dried -
“with MgSO4 andi concentr at ed. r omat ogr aph si | iKdd gel

(di chloronet ha
Exanpl e 220 Et
-3-(6, 8-di chl or.

“June 2006 171
" manner

. known t
-of the nitrile

. frominternedi

ne/ met hanol ) aff
nyl

h- 2- fret hyl -1,
£ 10 Internedlat
b the skilled
group. 5 Interng
hte 1 in a nanner

di at e Qt
known to.

,N

-1 soqui nol i n- 4 )
benzoic acid i{
3-dretyl benzonitri
Et hyl 3-acetyl benzd

t he skilled worlk

f he tdiHl e compound 20

rI) benzoate 2
prepared in a
| e by hydrol ysis
bate is prepared -
er.

| nternedi ate

3: Ethyl 3- (2-
descrlbed in e:

y to the nethod

)qgnfacetyl)benzoate is syntﬁbsizes i n anal og
i nterme benzoat e

di ate 2, ‘£q1eknyl 3-acetyl
CH

iﬁzﬁfa__ .

Example 194:' N-[3-.(6,-8-Dic_hloro-2-methy|—1 .2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyljformamide -

-
s

%6 B'd’cmoro'z'methy' 1234 t‘at’ahyd“‘"“50(11U'“0hn~4~—yl)-ﬂhenylanmme (eoo mg,
L !compound of example 35)is dlssolved in2 4 ml of formic acid and heated to reﬂux for _':? - ;
.. 15 min. After standlng overnight, the m:xture is added to a mlxture of tcelwater and R




" (internediate z). Ethy

I
- 3- (6, 8=di chl oro- 2-net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-y| $JHeH2008 e, -
Starting fromethyl 3=(2- bronDacetyI)benzoate (internmediate 3) and
2, 4-di chl orobenzyl - 15 nmethyl am ne (exanple 1, internediate 1) it is
possi ble to proceed further in analogy to the synthetic route descrlbed I n
exanple 1, resulting in ethyl 3-(6,8-g¢kghl oro-2-methyl -
1, 2, 3, 4-t etraahydroi soqui nol i n-4-yl)benzoate after al kylation reaction,
reduction and ring- closure reaction. 20 Exanple 221: ' '

3-(6, 8- Chk;eéf I%(—I%hgﬁy ét'f) Hﬁxtract’e th(rjereo 1%% lfo\lnt Odli:l?lororf\{e gﬁg IC acid; 2.

June 2

| ,?céﬁpﬁu%h%? 8t§ae5r@b€%%3§%%ed%e”ﬂsttﬁ DR 205 RN Ol Gl ol O8N or

- 2 N of 4 @éﬁo ﬁ After one hour at 50C, the mxture I s concentrated
in vacuo and the Pesidue is partitioned between water and ether. The
aqueous phase is adjusted to a pH of about 6 with 2 N HCl, and the

AT e R N PR P T A R

corrpoura,da gltarﬁmy&%chtdrfde?ﬂ Table 13: 1 la 2a 2b Structure 1,60 1,60
3,63 3,67 3,66 17 - . -

N-[3-(6,8-dichtoro-2—methyIQ1,2,3,4-tetrahydro—isoquinoiin—4—yi)—phenyl]fonnamide ‘
: 10 (588 mg, compound of example 194) is dissolved in 10 mi of THF and, at 50°C under

argon, added to a solution of 1.8 ml of a 1 M solution of lithj alum:num hydnde in.

. : ,\THF The mixture is heated to reflux for 1 hour After standlng overmght a further 2 mi
- of a1 Miithium aluminum hydrade solution are added at 50°C, and heated 1o reﬂux for 1_ R

R S 1_'__. a further 30 mm For workup, ice rs added and the aqueous phase is. extracted four
A5 _;itrmes wrth ethyl acetate The combmed orgamc phases are dned wrth MgSO4 and

: ._:':j_;iponcentrated Further punf catlon takes piace on a preparattve HPLC The product

e .' | _-_-'?'-obtarned in thrs way {S taken up in NaHCO3 solutron and extracted w:th ethyi acetate
o Drymg of the orgamc phase W|th MgSO4 affords 270 mg of the free base 45 mg are :‘—-3";,_'

| .-taken up in- dlluted HCI and freeze dried, resultlng in 45 mg of the tltle compound “
20 o T, |

o The compounds of the fo!lowmg examples can be prepared startlng trom [3-(6, 8-

. ) dlchloro—2-methyl -1 2 3 4~tetrahydro-1soqumotrn-4-yl)-pheny|]methylam|ne




M5- Method MS, +H Met hod B 349, 1/ 350,11 ESI 351, 0 349, 21351, 3 31373, 3
ESI ESI 412,3/414,3 371,3/373,3 412,31414,3 ESI 371, 11373, 12Junpy %414 1
ESI. 2 June 2006. Remarks mp.: 205-206 C MP.: 125 C (deconp.) (+) B
enantiomer (+) enantiomer. 2d 3 4b 5 1,56 4,00 ' o

160

- (example 195), 4-nitrochloroformate and the appropnate amine components by the
method described for example 151:

Table 10;
- | ExampleNo.: | Structure
1196 :

0




3.59 1,58 4,57 4,03 174 B 371,1/373,1 412, 1/414.1 A 399, 1/ 40%, 1 'SZ 21373, 2
A 412, 2/414 2 B 371,0/372,0/ 373,01373,9 369, 9/371,9/ 373, 994482406333 1
ESI' Cl -ESI- ESI C 2 June 2006 F) enantiomer 175 7 10 11 WA o

161

G '

- 798

“1 199




TFA 4,17 1,88 1,45 4,37 4,05 3,79 A A 363,3/365,3 377, 3/ 379, 3 . 406 3/ 408, 3
377.11379, 1 363 2'365 2 375 2/2 377,2 .1 C Cd C C ESI ES? 9"?]%999 2006
176 13 14 15 16a 16b TFA TFA 4,92 4 08 :

162

1202

{203

‘Example 204 2-Dimethytaminoethyl [3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-
~ isoquinolin-4-yl}-phenyi]-carbamate, hydrochloride;

St L

15 mg of 4—mtrophenyl [3—(6 8-d|chloro-2-methyl 1 2 3 4—tetrahydro-lsoqumol|n-4-y|)
x phenyl]carbamate hydrochlonde (see example 151 tntermedlate 1) are suspended in
1 5 ml of dtchloromethane whlle sttmng under an argon atmosphere and a solutlon of




4,80 1,61 1,61 0,91 A A B B. 361, 2/363,2 390, 2/ 392, 2 318, 2/ 350, 2 6 .
. 349.1/350,1/ 351,1 349,1/350,1/. 351,1 307,1/309,0 2 June 2dde 2 ESI C
ESI. ESL ESI (-) enantionmer enantonmer 18 19 1 19a 20 1,63 4.00

163

3 mg of 2-dimethylaminoethanol in 0.5 ml of dichloromethane is added, and the
mixture is stirred for 6 hours. After standing overnight water, dichloromethane and
: saturated ‘NaHCO3 solutton are added, and the organic phase is separated. The

" .dlchloromethane phase is washed three times with saturated NaHCO3 and dned with
5 :MgSO4, and the solvent is removed in vacuo. The crude product obtained in thlS way

s punf ed ona preparat:ve HPLC The pmduct fractions are concentrated and
partitioned between ethyl acetate and saturated NaHCOg3 solution. The organic phase

is separated off, dried with MgSO4 and concentrated. The residue istaken up in dilute
o HCl and freeze 'dried, resulting in 5 mg of the title compound. |
10

. Inan analogous manner, the corresponding isomers 2—d|methyiammoethyl [4- (6,8-
o "dlchloro-z-methyl 1,2, 3, 4—tetrahydro-lsoqulno!m-4 yI)—phenyl]carbamate hydrochionde
s and 2—d|methylamlnoethyl [2- (6 8—dlchloro~2—methyl 1,2,3 4—tetrahydro—tsoqumol|n-4-yl)- _
, " phenyl]—carbamate hydrochlonde are prepared starting from 4-n|trophenyl [4-(6,8-
15 " ‘dlchloro-2-methyl 1,2,3 4-tetrahydr0-1soqu|nolln-4-yl)—phenyl]-carbamate hydrochloride
. and 4-nitrophenyl [2-(6, 8-d:chloro-2-methyi-1 2,3.4- tetrahydro—lsoqumol|n-4—yl) -phenyl]-
~ carbamate hydrochioride.




1,80 1,67 177 B A B B 442, 0/ 444, 0 392, 2/ 394, 2 392, 1/394, 1 38 1/382,2 ESI
’ Ot ESI

ESI ESI ESI ,r 21 2l1a 1,68 1;68 378,31380,2. 378, 1/379, 1/ Jg%
2 June 2006 . MP.- 21B-220 *C 22 23 24 :

164

Table 11;

| Example No- | Structure
{205~ 1

- [2086

4

T,
by
S

_. | Example 207: Methy! [3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
- phenyl]-carbamate, hydrochioride; .

‘f 15 mg of 3—(6 8-d|chloro-2-methyl 1 2 3 4 tetrahydro—lsoqumohn-4-yl) phenylamme AT
' '=(example 35) are. mtroduced under an argon atmosphere into 1 5 ml of '

i _.' d:chloromethane whtle st:mng, and a solutlon of 4.6 mg of methyl chloroformate in ,A A

| 0. 5 mi of dlchloromethane is added After stlmng for 6 hours. and standmg overmght a '3' .' i




.25 25a 26 °. 0,32 1,60 1,67 1,85 1,78 1,46 178 B 359:1 717;3 ¥/ . .
2 infe 20g

719, 3 309,2/310,1 393,0/394,013 96,0/397,0 384, 11386,1 384,
- .400; 1/401 j2/ 401,2 ESI ESI ESI ES! ESI 2 June 2006.179 27 27a

165

further 2.3 mg of methyl chloroformate are added, and the mixture is stirred for 5
hours. For workup, the solvent is removed, and the residue is taken up in dilute HCI
and freeze dried, resulting in 20 mg of the title compound.

5 Thé following carbamates can be prepared in an analogous ina_nner starting from the
'. appropriate én'ilines'3f(6,8-dichlorov2-me_thyl'41 .2,3,4-tetrahydro-isoquinolin-4-yl}-
. phenylamine and 4-(6,8—dichl0ro-2—methyl-1 ,2,3,4—tetréhyd'ro—isoquinolin-4¥yl)- -
p‘henylamine. |

Ta_ble_12:
o o Example No.:
o J208 |

1209

e‘:?‘. -

386, 2




28 29 29a HQ 0.27 0,25 1,65 1,67 1, 68 11,68: B B B B 413,2/4
413, 21414,21 415,2 384, 2/385 2 386 2 352 0/353,01 354,0 a

354,0 36511366,1/ 367,0/368,0 ESI ESI ESI ESI ESI

166

1211

272

213

o "}1'

%@592%90;?2

15, 2
3, 0/




ESL 2 June 2006 31 32. 33 .34 35 TEA. 1,79 1,47 1-,46 1,63 1, gg % R
. 379,1/380,1/ 381,1 ESI B B 422, 1/423,1/ .424,1/425,1 393, 1/ 95 1 o

349, 0/ 350, 1/ 351,0 ESI ESI ESI i 307,0/308, 1/

167

Example
215a: (+)-N-[3-(6,8-Dichloro-2-methyl-1,2,3 4—tetrahydro-usoqumohn-4-yl) phenyi]-

o methanesulfonamide, hydrochlonde .
- 215b:+ (-)-N- [3 (6.8-Dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqumolm-4-yl) phenyl]-

5 methanesulfonamzde hydrochlonde

N - N\. -~
:’S\\ ffs\\ '
Cl | Ci
N\ ™~

96 mg of racemic N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
o - '."phenyl]methanesulfonamlde (see example 83) are separated mto the enantlomers on
. achiral preparative HPLC.
10 chiral column: Chiralpak AD 250 x 50 mm; 20 ;
solvent heptane ethanol: methanol 10:1:1;
flow rate: 50 mi/min; B |
| the resultmg enantlomers are dissolved in dilute HCl and freeze dn‘ed resulting in
O 37 mg of each of the itle compounds 215a and 215b. The %:ttomenc punty is
15 determnned on a chlral HPLC.. N ST
l : :-;chlral column Chlralpak AD HIB‘I 250 x 4.6 mm
o }""._f.'solvent heptane ethanoi methanol 1 0 1: 1

o ;:‘"-'_fﬂow rate: 4 mllman . R ..
: Rt (enant:omer elutmg f rst) 6;84 m|n 100% ee

0 :Rt (enant;omer e!utmg second) 8 02 mln 100% ee

'!E‘fExample .' S PR g . I
- 2163 (+)—1-[2 (6 8 Dachloro-z-methyi-‘i 2 3 4-tetrahydro-|soqumo!m—4—yl) phenyl] 3--
PO ethylurea hydrochlonde , S T SRR RSN
25 :216b (-}-1-[2-(6,8-Dichioro-2-methyl-1 234—tetrahydro-|soqumohn-4~yl)-phenyl]—3- AT
Lo ethy!urea hydrochlonde ' ' - SR




309, 1 Tzr~ 307;0/30810/ 309;1 ESI 2 June 2006 181 37 38 39 49 12 42 1FA
2,35°2,43 2,49 2,43 2,48 2,40 C C C 363, 3/365,3 377,3/379, 3 zl §§E{§¥§93 3.

377, 3/379 3 r 391, 3/393 3 375 3/377,3 ESI

168

316 mg of racemic 1-[2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-
- phenyl]-B—ethylurea (Co'mpound of example 80) are separated into the enantiomers on
| " a chiral pfepafative HPLC. |
"5 chiral column: Chiralpak OD 250 x 50 mm, 20 4;
o "solvent heptane ethanol lsopropano! 50:2:1; 0. 3% dlethylamm
flow rate: 50 mi/min;

, The enantiomers are subjected separately to further purification on a preparative
10 HPLC. The resulting products are p'artitioned,betwéen saturated NaHCQg3 solution and
ethyl acetaté', and the organic phése is separated off, dried with MgSO4 and ffeed of
solvent. Dissolving the residue in dilute HCI and freeze drying affords 37 mg of the
L enantlomer €luting fi rst and 58 mg of that elutlng second. T%}nanttomenc punty is
R deterrmned by analytacal HPLC. L -
‘_:_7,‘ 15 jchlral column Chira|pak OD 250 >< 4. 6 mm N _
8 ";_ 7 : -:so!vent heptane ethanol |sopropanol 50 21 (0 3% dlethylamme);ﬁ--ff.;.'f: G
L ‘-_;__:'_':ﬂow rate: 10 m]/mm SRS ST o
| -"-Rt (enantlomer elutmg f' rst) 929 ‘mln 1 00% ee -

R ‘-Rt"(enantlomer elut:ng second) :”9 96 min, 98% ee
RREEART '-'Example 217 N- [3-(6 B-Dzﬂuoro—2-methyl 1 2 3 4-tetrahydro-tsoqumohn—4—y|)-phenyi]--r

"7-:acetam|de hydroch|or1de




ESI ESI ESI ES! ESI 2 June 2006 43 45 46 2,45 2,52 2,49 2, 362é SEéK?Q 182
1Yf2 C 389, 3/391,3 403, 4/ 405, 4 403, 2/ 404, 2 . 460 4/462 4 ESI e ES

" ES1 ESI 2 June-2006 2 June 2006 183 100 : o
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L ___.-__'Intermedlate 1 2,4- Dlﬂuorobenzylmethylamme
o o 2 4-Drﬂuorobenzylmethylamme can be prepared in a manner known to the skilled
- 5 worker startrng from 2 4-d|ﬂuorobenzaldehyde (ct. example 1, intermediate 1).

N-[3-(6,8-Diﬂuoro-2-methyl~1,,2,3,4-tetrahydro-—.isoquinolin-4-yi)-phenyl]acetamide,
hydrochloride;
" The title compound can be prepared by the synthetic route described in example 1
10 starting from N-(3-acetylphenyl)acetamide and 2,4-difluorobenzylmethylamine
(intermediate 1) |
' ' aEE
- ";.Exampie 218 4- (3-Bromophenyl)-6 8-d|chloro-2-methyl-1 2, 3 4—tetrahydro SRR T

L rsoqumo!me hyd rochlonde




49y 2,37C399, 3/401, 3ESI TFA a HHN- 50a TFA2. 42C414, 4/ 416 ﬁE§ 8
51TFA2, 37C363, 3/ 365, 3ESI a  52TFA 2,44C377, 3/ 379, 3ESI une 260Gy, - TVA,
2,51C391, 3/ 393, 3ESI 1 54a 2,44C377, 31379, 3ESI Y~ky TFA a- - 2 June 2006

10

E -fl(drchloromethanelmethano!) affords 265 mg of the tltle compound

20

Vwrth MgSO4 and concentrated Chromatography on sﬂrca ge[

170

The title compound can be prepared by the synthetic route described in example 1
starting from 2,4-dichlorcbenzylmethylamine {see example 1) and 2-bromo-1-(3-

bromophenyl)ethanone as alkylating agent.

Exampte 219 1-[3-(6, 8-D|chloro-2-methyl -1,2, 3 4-tetrahydro—tsoquzno!m-4 yI)-phenyt-S-

{2- hydroxyethyl)urea

H
N

o

' 509 mg (1 mmol) of 4-nrtropheny| [3—(6 B-dlchloro-z-methyl -1,2,3,4- tetrahydro:so~

quinolin-4-yl)- pheny!]carbamate hydrochlondes (compound of example 151,
intermediate 1) are dissoived in 15 mi of absolute DMF and, at 0°C, a solution of

67.2 mg (1.1 mmol) of 2-aminoethanol in 10 ntl of DMF is added. The mixture is .stirred'
at room temperature for three hours and then the solvent is removed invacuo. The

| -:re3|due is partitioned between ethyl acetate and saturated NaHCOg solution. The

-organlc phase i is separated off and the aqueous IS extracted tW|ce more wrth ethyl -
. .'.acetate The combmed orgamc phases are washed W|th saturated NaCI solutlon dned

‘}'-'.':Example 220 Ethyl 3 (6 8-d|chloro-2-methyl~1 2 3 4-tetrahydro—:soqumohn-4-yl)- i : L

iRe 'f"-;:'-benzoate T T




184 184 0 557FA2, 49C391, 3/ 393, 3ESI N~ 56p O2.41' C375, 3/ 373 3E%00§
| 18( 57 TFA2,47C389, 3/391,3ESI - N 58a | \ TFA2, 52C403, 4/ 4057 AL J'F N
-1/ | F 59TFA2, 48C403, 2/ 404, 2< 60TFA2, 34C460, 4/_ 462, 4ESI a 2 June 2006 185

171

Intermediate 1: 3-Acetylbenzoic acid is prepared in a manner known to the skilled
‘worker from 3-acetylbenzonitrile by hydrolysis of the nitrile group.

Intermediate 2: Ethyl 3-acetylbenzoate Is prepared from intermediate 1 in a manner

known to the skr[led worker

lntermedrate 3: Ethyl 3- (2-bromoacetyl)benzoate is synth*é‘“i%d in analogy to the
10 "';method descnbed in example 1, mtennedrate 2, from ethyl 3—acetylbenzoate

o _:-‘(lntermedlate 2)

a . -'::';.Ethyl 3-(6 8-d|chloro-2-methy!-1 2 3 4—tetrahydr0-rsoqumohn~4—yi)—benzoate,‘
o -j"?_,‘."';'.;;?}::-.;Star'trng from ethyl 3—(2-bromoacetyl)benzoate (mtermedrate 3) and 2 4dlchlorobenzy
: .1-,"3_1.5' : t;_f-methylamme (example 1, mtermedlate 1) |t is poss:ble to proceed further m analogy to
o ':'; the synthehc route descnbed m example 1, resultmg m e:thyl 3«(6 8@10hlor&2-methyl- - ‘
: 1 2,3, 4-tetrahydro:soqumolm~4~yl)benzoate aﬁer alkylatton reactaon reductron and nng— : o

' ‘closure reactlon

20 ‘Exam_ple 221:_3f(6,_8_-D_ichloro-2-'rnethyl~1 ',2_,3,'4—_tetra_hyd'roisoqui'r:ol'io_-z_l-yl)bénzoic a'cid;r_' R




610 ~- TFA2, 36C412, 2/ 414. 3ESI 62a TEA2, 32C385, 31387, 3ESI 66%}9% 63a |
‘TFA2, 38C399, 3/401,3ESI a ~I 0"o 64a 2, 410414 4/ 416, 4ESI Aun TPA
2: 30C363, 31365, 3ESI | Al 66a. tFA2,41C377,3/379,3ESI Li u :
67TA2, 52C391, 3/ 393, 3ES1 a 2 June 2006 186 -

172

N -']‘_.500 mg of ethyl 3, 8-dichtoro-2-methyl- 1,2,3 4-tetrahydro-|soqu1nolm-4-yl)-benzoate
= - '(compound of example 220) are dissolved in 15 ml of methanol and 10 milof 2 N of
7’5" KOM are added. After-one hour at 50°C, the mixture is concentrated in vacuo and the
~ residue is partitioned between water and ether. The aqueous phase is adjustéd toapH
- of about 6 with 2 N HCI, and the resulting precipitate is filtered off with suction. Drymg
~ affords 304 mg of the title compound as a colorless solid.

: 10 - Analytical data for the compounds of examples 1 to 221:

e .




~ 10681 ~A2,41C377,3/379,3ESI 69a i 10 TFA2,45€391,3/ 39',3ESé 70a a 1
June 2006

2,36C375,3/377 ESI A3 TF, 71 ". TFAZ2, 44C389, 3/391, 3ESI 72a ~
TFA2, 51CA03, 4/ 405, 4ESI - 73F 2, 70CA03, 2/ 404, 2ESI | hA a 74~ o
-~ 2,30C460, 4/ 462, 4ESI 7FA 2 June 2006 187 - S

173

‘Table 13:

Ry

lee | stutwe . |in |Method] MSIMHT lygneg Remarks

- 350,1/ : .
39,0350,/ | | mp:

1601 B 351,0 . 205-206 °C

1a mp.:
126 °C

{decomp.)

160] B | 34023512 | ESI

- 37133733 . -.( )
2a : ‘ ) +
363 A | ESt enantiomer -

M 2314143

. 371,31373.3
o {387 A = ESI
- | 41230814,3 % |

2b -

enantiomer

L]

R I B I (e R RIS [ RN AT
lsee| ATl i THESUL - énantiomer s




0 752,41C385, 31387, 3ESI TFA a i | -Q o0 762,49C399, 3/ 401, 3ES}, TF

i 2, 55C414, 41416, 4ESI WA 78al, 72B378,3/380,3.ESI a 79I une 200
WAL, 74B(380, 3/ 382, 3ESI  80a |1, 75B378,3/380,3ES! a 8la .

TEAL, 68B380, 3/ 382, 3-ESI a 2 June 2006 188 01, 82a399, 0/ 400, 0/ .

174

371,1/373,1 O
' 18| B | ES| enantiomer

412,1/414,1

4,001 A | 399,1/4011 | Cl

1. 371,2/373,2
1359 A | ESI
k 412214142 |
: 371.01372,0/ ,
1,581 B : ESI
373,00373,9
A J
St 369,9/371.9/
4,57 | A Cl

3738 -

{403 A sswsamied o |

g7




\ 0' 1,71B401,0/402,0/ESI 1 /.N\ a403,0

oo 83ca+l, 66B385, 0/ 0 .
nmv' ~ 84399, 0/ 400, 0/ ai 1, 69BESI 1401,0/402,0 a tl K 85385, 0/ 3%39%%5@

| 387, 0/388,0 e (~) 86a il, 64B349, 3/ 351, 3ESI Enanti oner / N -86b+~
. \1,63B349, 3/ 351, 3. ESI Enanti-oner a ‘ ' ‘

175

447| A | 3633/3653 | ¢

1,88}y B | 377.3/3793 | Ci

145| B | 406314083 | 1

4371 A 3774737191 | ClI

' ja0s| A | 3e32mmes2 |EST

387.0
64BESI




. 2 June 2006 189 0"o NS F 871 ~ a TFAL, 97B439, 0/ 441, 1ESI - 2 2
881, 83B453, 0/ 455, 0ESI N~ a i\ 88aa \ m 1.83B453, 01455 OESI é{qu‘ %36\ 891

531, 01533,01 Sr 2,01BESI 534,9 a N S 89a531,0/533,0! a

176

13 : ' '
492{ A 361,2/363,2 | ESI

4087 A | 390213922 | ESI

15 ’
4801 A | 318,2/320,2 | CI |

| sagams0/ | | O
1,617 B ESi enantiomer

3511

16a

o .

u%‘%g;'
] el s4ems0r| o |
1161 B S ESt | enanhomer k

- I A

ot | | aorwm000 | Esi] -




2,02B534, 9ESI aN é 0"0 0 HNS S Y~ N 90 al, 78B525, 1/ 527, 1ESI

HEN - | 90a~ al, 79B525, 1/527,1ESI \ aH |l N a OO

177

91 1, 63B4

LE

’!ﬁ%g)ﬁ \1gSI

1.63

442,0/444 0

ES|

44,00

392,2/394,2

ESI

1,80

1392,1/394,1

"ESI

1,67

380,1/382,2

ESI

168

PR oF

g8

378.3/380,2.

mp: . ]
| 218-220°C |

Jarsamrear)| |

esi]




a ~~0 uu. 9laae. 1, 64Br ESI 465, 1/ 467, 1

al, 81BESC 503,1 a -

‘ 0o m'/ N 921499, 1
_ 2 June 2006 191 191 o", o N 92a-499, 1/501]
1503,1/ N ci F g F O 937Fp. 1,99B439, 0/ 441, 1ESI N

178

/i‘?"oeg%(?dﬁ 82BES|

22

0,0

S

0,32

359,1

717,31718,3/
7193

ESI

1,60

| 300213101

ESI|

24

E

1.67

393,0/394,0/3
96,0/397,0

ESl

25

1,85

" 384,1/386,1

ESi

RGN

384,17385,1/ |

3862 |

K
ES!

A TTEA

- aooamory | |
4012 e




"\ 94l 1,87B453,01455,0ESI ' y N\ p F \ S, F 94ac of e 20
. 1,87B453,0/455,0ESI | ~ M\ p 95531, 01533, OE | 55- 2,01B 535J8"§20% g |
~ 961 \1;75B525, 01527, 0ES| a . 2 June 2006 192 'o ' 5

179

1y

L o7 413,2/414,2/

415.2

027{ B ESI

10251 1 413214142
27a o.zfs 8 2] Esi

4152

' \ 384213852 '
B i ESt
109 , 386,2 '

28

352,0/353,01
B ES
1'.67 354,0 .

29

| 352,0/353,0/

99 - . o
B. I . ;

ESt |

G S ! B 3654/366,1/ ES] TR
T W B asromes0 | |




"o |~ a a 96a cwl, 758525, 01527, OESI

97s | | p’

p 1, 668--46

97a 1, 66B465, 01467, 0ESI CH - p' 0 a 98499, 1/501,1/ 1, 81BES 58
99a405, 1/ 407, 1ESI M P* 122C 100a 4; 44A292, 2/ 294, 2Cl see Ex 2;

180

180

3,
gu

01467, 0

Re 2008 o

1179

379,1/380,1/

381.1

ES

| 1,47

492 11423 1/
424,1/425,1

ESI

148 |

393,1/394,1/

. 385.1

ESl

1,63

349,0/350.1/
351.0

ESI

1471

.
| 307,0/308,1/ |,
3091

| soromosor | | o

ESt

ESI
0




aHinternediate 4 a - 2 June 2006 193 see Ex 2: 100aTA ntermi%gi atfodgélar see
"Ex 2: 100bi nternedi ate TPA4b VI 101a4, 43A326, 0/ 328, OESI a 'ﬂlﬁ 1 H

- 4, 23A306, 1/ 308, OESI 103a F 2,84Cf 360,0ESI i~ 104ovo4 2,79C320, 0/ 322, OESI
105 1 i2,64C291, 9/ 293, 9ESI ' ' ' :

181

87 235| ¢ | 363313653 | ESI
1 38" | SR R D
_ 2431 ¢ | 377313793 | ESI

_39 {249 © | 391,3/3933 | ESI

2431 C 377313793 | ESI

o
. ’ T

| 301,313933 | ESI

o

w248

e |odo| e | wrsamma fEm |




a 2 June 2006 194 106a || an4, 26A310,0/312,0ESI i/ N 107a
4,43A306, 1/ 308, 1ESI 108a / a 4, 11A292, 0/ 294, OESI
ax4, 28A292, 0/ 294, OESI 110 aN4, 05A302, 0/ 304ESI

1, 37D364, 4/ 366, 4ESI | \  7PA 2 June 2006 195

182

182

CH 109

111Ni

NN .

2 June 2006

43 -

2,45

1 389,3/391,3

ESl

TFA

2,52

403,4/4054

£3l

o

2,49

403.2/404,2 | ESI

2,36

| 46041624 | ESI

235

| 11220143 |Est”

e 2.20]

| 385373673




112 1, 440378, 41380, 4ESI
HN 1, 51D378, 3/ 380, 3ESI

TFA a 113 HN ~

116HN 1, 04D435, 51437, SESI

L e

d -1, 51D392, 4/ 394, gﬁl T
\ TWA a 1150 xN 1, 58D392, 4/ 394, 4ESf '§"€

a 117 HN 1, 67D404, 41406, 4ESI TWA -

183
100
(N
~
49
T 237] C | 3993/4013 | ESI
50 : -
™A 2421 C | 414414164 | ESI
51 :
‘ 237| C | 3633/3653 | ESI
52 '
2441 C | 377.3/3793 | ES!
;
53 -
2511 C | 391,3/3933 | ESI
B4 B : B
244| C 377.3/379,3. | ESt

a 114
ad-




a 2 June 2006 196 118 xN |
2, 27D400, 4/ 402, 4ESI
121 xN -

[ TFA a 120H H N |

\ 2,08D412, 3/ 414, 3ESI

TFA'N a1l

1 2, 37D400, 4/ 402, 4

e2yle 2006 7

184
184
55
249| ¢ | 39133033 | ESI
56 : '
- 2.41| ‘¢ | 37533773 | €8l
57 ) '
247| C | 3s93m913 | Es1
58 ,
252 c | 403414054 | EsI
-
1 s9 | ke
' 248| € | 4032140427 Est
60
12341 ¢ | 4604M624 | ESI

I

FA a




\N 1 54D432, 5/ 434,5ESI a 122 ) 1,70D428,51430,5ESI .a TF% a %(?O HN ']
I/ xo,2,55D445, 4/ 447, 4ESI. a TFA a 2 June 2006 197 124 HML~ ppne _
. 2,43D428,5/430,5ESI / TEA a 125 H 1,88D401,4/403,4ESI d- TEA a 126% ,0

185

o1 236| ¢ | 41224143 | ESI
62 232| ¢ | 38533873 | Est
63 -
238| ¢ | 399314013 | ESI
B4
l241] ¢ | 41441164 | ESI
.
*| 65 . -
: 230| ¢ | 363231653 | ESI
| l241| ¢ | srrares | ESl
- . 7 ] - . N - .
| © |282| ¢ | sotamess |Es




s 02, 31D496, 51498, 5ESI “TEA \ N a 127 H I HN 2, 14D429, 4/ 431, 4E9) 'SOTEA\ N~
alJ 128  42,07D401, 4/ 403, 4E?3t a TEA\ N a 1290 FE is une 2006
/2, 44D469, 4/ 471, 4ES| a - TEA N~ a 2 June 2006 198 130 ‘1, 55D378, 4/ 380, 4ESI \

\ TFA
| 186

68
. 241| ¢ | 377373793 1 ESI
69 -
245 C | 391,3/3033 | ESI
70
236! C | 3753/3773 | ESI
71 ' R
2441 C | 38931391,3 | ESI
12 ’ - el
251 C |4034/054 | ESI
| ST
73 B : -
| 270] ¢ | 403214042 | ESI
1 74 :
230! ¢ | 4604/4624 | ESI




‘a - 131\_ x' o 1.52D392,4/394,4ESI \ \
TFA 133x Y-Nt~ [/ . 01, 64D392, 4/ 394, 4ESI

.1 Ima 135f 1,62D404, 4/ 406, 4ESI WA .a 2 June 2006

134

TFA 132x 0 1, 63%%30% 80, 3ESI

i 01, 14D 4

187

75 ‘

241 ¢ | 3853/387,3 | ESI
76 ; :

249 C | 30934013 | ESI
L 2551 C | 414,4/4164 | ESt
78 '

172| B | 3783/3803 | ES!
79 o .

, 174} B |/380,3/382,3 | ESI
: . .“é%;:a— |
. 80 U .

1195] B | 3783/380,3 | ESI
81 . _
168} B | 3803/382,3 | ES!

. 5ESI

\
\




199 136" ~ o02,16D412,3/414,3ESI TEA ~ \ 137 / 02,31D400, 4/ 402, 4ES! a./l rFA
138 2,41D400, 4/ 402, 4ESI a /1 TEA 139p /- | TEA1, 62D432, 514342 3¢ 2000 / o
1,76D428,5/430,5ESI / TFA 141INO 0 2,54D445,4/447,4ESI . [ | TEA_ ps 2
June 2006 200 142 NNH 2, 50D428, 51430, 5SESI TFA ' T

188
82 399,0/400,0/-
1,71) -B | 401,0/402,0/ | ES!
4030
83 n 385,0 ;
166| B 3860/ ESI
3870 |-
84 399,0/400,0/
. 1,68 B ES!
. | 401,01402,0
85 385,0/386,0/
164 B : ESl
1. . 387.0/388,0
. i
—:‘2" ?
86a’ : Y
: 1,641 B | 349,3/351,3 { ESI | Enantiomer
: 1.63| B | 349,3/351,3 | ESI | Enantiomer




Q 143 |

145 N I,

TFA

)

N /2,31D429, 4/ 431, 4ESI

o 1,95D401, 4/ 403, 4ES|

TFA 144 2,34D496, 5/ 498 SESI a / WA a

p TFA a 146 ." NI

"1 02, 110%,65‘1"943%’@3 AES|

1471 | O F2,48D469, 4/ 471, 4ESI TFA 2 June 2006

R

189

87 197| B | 439,0141,1 | ESI
88 .

183] B | 453014550 | ESI
88a 183] B | 4530M550 | ESI
89 | 531,0/533,0/

201 B |7 £S

, 5349
e
89a 53105330/ |
- 202! B ES!
534,9




201 O G 1482,36B394,2ESI ( S 1492,35B394,2ESI G \ \ | SS " \"~ 150a
2,35B394, 2ESI 1FA N 0 151a \2,15B378,2ESI N~ JN O .152a 126W20083 3ES)

a N.

180

90 | '
1178 B | 525415271 | ESI
90a '
179 B | 52515271 | ESI
91
o 163| B | 465,1467,1 | ESI
L
[»]
-1 91a : g i |
+ 164| B | 465114671 | ESI
i
92 o | 499,1/501,1/ |
o 181 B ESI
@ | 5031
m |




d -N N-y 1530 2,56B-418,3ESI ct , a N q Y 154G 2, 16B420, 2ES| _a
June 2006 202 NON-/ 155/ O 2,34B4042ESI a a \ Ny | O 156a2Y u'ﬁ%%OGZEg

191
191
: {-499,1/501,1/
.‘928 182 B ‘ \ ESI
503,1 -
93 1,99] B | 439014411 | ES!
8. 1,87 B | 453,01455,0 | ESI
942 1871 B | 45301850 | ESI
s o
95 - 531,0/533,00 %
201{ B | 7 ES|
| 5350
O .
98 |
1075 B | 525005270 | ESI




G/ 0 1571

159V 2, 23B420, 3ESI

\ a2, 12B364,2ESI
\ a

d -

YN, ~
1602, 25B434, 3ESI

o |

-2 June 2006 203 162G pl, 68B449, 4ESI

158a al, 65B421, 2ESI a

a Chou

o e

192
96a
175| B | 525055270 | ESI
97 -
: 1.66| B~ | 465,0467.0 | ESI
- 97a - |
166| B | 465014670 | ESI
98 499,1/501,1/
. 181] B ESI
i 5031
99 Bis
‘ ' 405,1/407,1 | B8 mp..
' L 122°C
1 100 e Ex 2
o 444] A | 29220042 | C | '"te":ed'.ate

7

I\ 161 \ ail, ?z’%&OQﬁEa

/ a




'p 163p pl B435 ESI
165N2, 21B' 408, 3ESI

- JQ

p 1681, 59B433, 3ES!

623 p I ,,
"Ile 166pl, 88B] 427, 3ES| p

a a

cl

164p1, 71B435, 3ESI

193

p cl

I N~-O

16n  7a~1, 88E4YDY2&46s|

100a

see Ex. 2;
intermediate
4a

...} 100b

see Ex. 2;
intermediate
Wb

101 -
443 A | 3260/3280 | ESI
102
4231 A | 306,11308,0 | ESI
103 : .
. 284 ¢ | < 3800 ESi
104 o
279 ¢ | 32003220 | ESI
105
_ 264| C | 291912039 | ESI

I/

a




2 June 2006 204 0 N Ni 1690 a2, 12B364,2ESI G - 170a |2.12B378,2 ESI. a
1712, 34- B406, 3ESI -1 17202, 44B418,3ESI a ay / 173a 2, 14B43928¢s p
N\ a 1740 2, 25B--404, 3ESI a NxNj) '

194

1 106 ~
426 A | 310,0/312,0 | ESI
107 '
443| A |306,1/308,1 | ESI
108 :
411 A | 202012940 | ES)
109
428| A | 202,01040 | Est
<110 - ¢
% 0 405| A | 30201304 | ESI
- .
R IEE T e ; ‘
m,ﬁ\/nal .
137| D | 364413664 | ESI
TFA -




NN ~ 1750, 90B' 421,5ESI | q JO _
June 2006 205 x N- N 1772,34B404,3ESI a C O Nx 178cl -227%E3

T

N 17641.52B433,3ESI Cl a

a

2
%QQT‘Q ESI

195
112
11441 D | a784s3804 | ESI
113 Iy
11511 D | 392413944 | ESI
TrA l
114 Y
1511 D | 37823/380.3 | ESI
A
115 j\Cw’
158 D | 3924/3944 |.ESI
TFA V
;
116 - —ﬂ%\
"11.04| D | 43554375 | ESl
117
167{ D | 404,4/406,4 | ESI |
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N 181- d 1, 59B421, 2ES

2006

Cl 0- NAN 179a - -2,17B378,3ESI d N\ .C QJ ~ 1802, 51B406
Cl ¢ N~r._ OV 18212, 47B418, 2ESI

St -

196

Jpn$@

118"
208 412,3/414,3 | ES!
19 | - ) '
o O 2,27 400,4/4024 | ESI
« @ TEA
- ‘ ) a -
120 "
e N,
W
' 2.37 400,4/4024 1 ESI -
G O TFA
q.
121 jT:)
HN
QD "~
1,54 432.5/434,5 | ESI
- @ TFA
a l
122
wl‘%ﬁ
1,70 . 428,5/430,5 | ESI
123 TE
. (D e 2,55 445414474 | ESI
o g TFA |
a

006

3ESI d
June




206 xO 1832, 16B4202ESI O a NCO 1842. 02B335,2ESI a N cl 185l |
1,92B321,2ESI ci O N a 0 ~NAN 186¢cl1,05C378,4ESI ci i N,2dHne2Q§6 \ N
-VIN

197

124
2431 D | 42854305 | ESI
175
188] D | 401414034 | ESI
128
231 D | 496514985 | ESI
137
244| D | 420414314 | ESI
. A r
Brr) ’
207| D | 40141034 | EST
129
244| D | 46944714 | ESI




187a0, 92C447, 5ESI a ci L
207 0 N N 189al.24C432. 5ESI ali N a O 11410, Th O 190al

N~

X

LN N

- Ci

0O NA N

1881, 10C392, SESI

N~ cl

Sheas

198
130
155! D | 3784/3804 | ESI
131
152| D | 392413044 | ESI
135
163 D | 3783m803 | Esi
133
164] D | 392413944 | ESI
134
114| D |“3s5m375 | EsI
i
135 s
1162 D | 404414084 | Es1

ne 2006
QO&GES 4




N 19141, 150418,'4ES! ¢l a N O NAN GH 192GH0, 93C435,4ES! a N. ci' 0 '~
-< x N NY aH 1931, 22C420,5ESI a a \ NO 194a \ 2, 04C335, 4E8June 2006

199

138
246| D | 41234143 | ESI

137
231| D 400,4/402,4 ES!

138
241| D | 40044024 | ESI

139
162] D | 4325M345 | ESI

140 |
, J-‘ . ]
. 176( D | 42854305 | Esl
147 .
{254 D | 44541474 | Est




I/ NN GN C

C a\ N NOy / O1972.62B432,3ESI a

195a0, 90C321, 3ESI

N~
aa

200

1982, 3

\ | 196/ O 2,48B418, 3ES|
r

i1\ N BUR 20065

142
Y
, ¢ 250] D .| 428,5/430,5 | ESI
o @ TFA - :
a
o
143
195| D | 401,4/4034 | ESI
144
1234 D | 49651985 | ESI
145
Saat
231 D | 42044314 | ESI
| 146 _ 7
.3: >
211 D | 401414034 | ESI
147 248| D | 469,4/4714 | ESI

a N\
I

\
/

a




\' N 1992, 19B378, 2ESI
N al / 0 201al, 61B447. 4ESI
-+ 203r .02,57B1 420, 3ESI- a

F l“?‘. a

.-a 2 June 2006 209 \ N~
as a Y 0 202a t1, 59B435, 3ESI

2002, 16B434, 3ES| a /

a 2\Ju%?{906

201
148 236 B 394,2 ESI.
- Cl . .

N\",N..\/ . .

149 s 2351 B 3942 ES!
’ e 3

150 {“ 235| B 3942 ESl
tii TFA

151 215{ B 3782 ES!

152 164| B 4333 ESt

153 1256 B 4183 ESI |
154 - 216 B 4202 ESl

N
I

a




204a 1, 71B4222ESI a - - a 2 June 2006 210 0 2051, 7OB422,3ESI aal / N a
ci 206al, 68B422,3ESI a a NyO 'O 207C Cl2.34B365, 1ESI C 4J¢e
al iy

1,18C379,4ESI , | c | 0
202
2
T |
155 o |234| B 4042 | ESI
156 243| ' g 4062 | ES|
157 242| B | 3642 |ESI|
158 e 165 B 412 | Esl
Y .
L J‘
*] 189 223| B 4203 | ESI
""FL%?
160 225| B | 4343 |ESI
e 172 B 4614 |ESI|




209a | al, 24C393, 4ESI : 0 210a al, 38C421,5ESI a 2 June 2006_211
2111, 13C365, 4ESI CI  C U 21241,26C393,4ESI. GN, a 0 NA SPJ912 qthC

-421,5E  x N

203
162 168| B 4494 ESi
183 162 B 4353 ES
ks
¥
164 1171 B 4353 ES
1165 {221] B 4083 Est |
.|166 18| B |+ 4273 ESI
- |1e7 180 B 4273 | €si
168 1,59] B 4333 | ESI




G
i
I

214-1, 20C379, 4ESI a N-. aJ a0 215a385, 2ESI

215b 216a378, 1E I be \ N‘

une? qq\

217F1, 86B317, 2ES| a 2 June 2006 212 218a / 1,27C370, 2ESI?
/ O 219a \0, 9981394, 1/ 396, 2ESI a |
204
(R
Lo |o NNy
. Jat2] B 3642 | ESI
O A o ;
(&)
{170 242 B 3782 |Esl
e |234] ® 4063 | Esi
1172 244| B 4183 | sl
173 211 B | 4203 |Esi
174 225! B- | ‘4043 |Esi
175 Jogo| 87| 4215 |Esi
{178 152 B | 4333 ESi




220/ 1, 24BI 364, 1/ 366, 1ESI 2211 \. OH1, 02B1336, 1/ 338, 1ESI " N,

Phar macol ogi cal data: Description of test: bicarbonate- freezéB’FFd?QQQ)ns
For this purpose, the pH was deternmined using-the pH5 In this test, the
recovery in the intracellular pH (pHl) after an acidificationis

-~ ascertained, which is initiated if the NNE is capable of functioning, even
under enpl oyed) The cells were initiagdy | oaded with BCECF. The BCECF
fluorescence was 10 determined in a "Ratio Fluorescence Spectroneter”
‘(Phot on Technol ogy International, sensitive fluorescent dye BCECF

( Cal bi ochem —t-heprectrsgr—BCECF—AM-s—Squt-R—Brursip-ekp—N-—3—54) at
excitation vel gngt hs oﬁ 05 and 440 nmjand an en} ssi pn wavel engt h of 535
nm and convert ed ji i ugingicalibration cufves{ --The cells were

|ncubated| ¢ ' (pH 7 (INH4Clt bu r- ™ NaCl, RO nmM
NG 5 vt T cm, SR, |20 e pbS

- , b mMglucose, |
g/ . BSA pH d , adj ustjed with I M NaOH) pven|during the BCECF
| oadi ng.. 2 June 2

213 The intfracdl lul dr acidifikatipn was indyced by
addi ng 975 plL_of {an NHA(‘I-frpp quffdr._(dee below)!to P5 pl aligliots of the

cells incubat ed in NH4CI§ buf fer .| Thed subgequent rhte pf. pH recoyery was

1%

~recorded for| two With NHEL, lfive{minutes wth NHE2 and {hree
. mnutes vvith#ﬁ{(EE. CJl cul ate ?ﬁ in@itlto% pot DEE% of the tegted 5
 subst ances, ere initifarly i vestlgatzed nbuffers with which a
~conpl ete or N : : :
7o 247| B 3783 | ES
180 2,51 B 406,3 ESI
. + -!'
181 1,59 B 4212 ES|
g
182 Jar| 8 | - 482 |Est




.absolutely no pH recovery took place. For conplete pH recov x (100%, t he
cells were incubated in Na+-containing buffer (133.8 € 2008y KC ,
-1.25 MM Cad 2, 1.25 nM MgCl 2, 0.97 mM Na2HPO4, 0. 23 m\/INaH2P04 5 nmv
Hepes, 5 nM glucose a pHof 7.0 is adjusted with 1 M NaCH). To determ ne
~the 0% value, the cells 10 were incubated in an Na+-free buffer (133.8 nM
choline chloride, 4.7 mMMKCl, 1.25 mM£gggCl2, 1.25 nmM Myd 2, 0.97 mM K2HP04,
0.23 MV KH2PO4, .5 nmM Hepes, 5 nM glucose, a pHof 7.0 is adjusted with |
M NaCH). The substances to be tested were nade up in the Na+-containing
buffer. The recovery of the intracellular pH at each test concentration of

~a substance vras expressed—as-apercent-ageof—the—5—rex-rum-+ecoyery. The
| C50 value fdr th partdjtw'l\pr subst ance fpr the indivi jual NHE gubtypes
was calculatgd frgmt leArecovery ber cept ages -usiing {he Si gma- PPl ot
program - 2 Junés 2006 Resul t sj2,18ablge [14: asxanpl @Isaoo (NM, Btanplel C50
. Dinm, (rNHE3){(rNH . 0751190 0682 2a0} 0821440. bbh0. 0261460. 024
60.6701530.6(42 70])2 . 597 10}1.0001990} 252 170. ()492 D70. 186 210. 814
231..507 240. 340 290. 318 360. 274 480. 849 '
I N0
{184 202| B 3352 ESI
1185 192 B 3212 ESl
_ o 7
186 105y C 3784 ESI
. CI '
N
Cl .
.. - v
3 ’
~{187 092] ¢ 4475 - | ES
' . . N
188 o |110] ¢ | “se25 |Es




510 215 600. 202 640. 507 810. 730 870.418 970.308 1130.279 2 June 2006 MD
03/ 048129 215 R4 10 Patent clainms 1. A 4- phenyltetrahydr0|soﬁd?ﬁ%@‘%%

the formula I -R8 R7 R5 PCT/EP02/12990 in which the neanings are:

R1, R2, R3andR4 i ndependently of one another H, F, C, Br, |, CN, N2, OH,
_NH2 CaH2a+1, CggH2gq_1, OCbH2b+1, COORI O OCCRlO CCRlO or

- (CH2)y phenyl ; aand b gqq in the g@gyps CaH2a+1 and OCbH2b+1
~independently of one another 1, 2, 3, 4, 5, 6, 7 or 8, it being possible
for one or nore H atons to be replaced by F atons; 3, 4, 5, 6, 7 or 8, it
‘bei ng possible for one or nDre H atons to be replaced by F atons; H or

CcH2c+1; ¢ (2 —t—perng—possibtefor—onme-oy nore H
atons to bg repl - '
{189 c 4325 ES
190 c 4345 ESl
191 C 4184 ES!
192 c 4354 ESI
_ ¥
e
 14e3 c 4205 | ESI




zero or .1; zero, 1, 2, 3 or 4; where the phenyl ring in the_grou
OX- (CH2) y-phenyl is unsubstituted or substituted by 1-3 subggP'ﬁ%gq)ﬁ%
'selected from the group consisting of F, O, Br, CN, NO2, OH NH2 or
CdH2d+1; d 1, 2, 3 or 4, it being possible for one or nore H atons to be
repl aced by F atonms, 2 June 2006 216 5 10 15 20 R1, R2, R3 and R4 -
I ndependent |y of one anot her heteroaryto it being possible for zero, 1, 2,
3 or 4 Natons, zero or | oxygen atomor zero or 1 S atomto be present as
ring atons; :or Rl, R, R3andR4 i ndependently of one another CONR11 R12 or
- NRI 1R12; R11 and R12 independently of one another H, CeH2e+l, CrrH2n--1;

el, 2, 3,4f576, 6, 17, Orf 8, Tt beimyg ppssiblefor one or
~nore H ato in e+l |land rH2rr-1 tp bejreplaced by F atons
.and for onpe or to He repl aced by 0j or NR13; R13 H or
CCFH2f +1; 1194 2, ¢.QddssCblile f G854ne pESMHPre H :
195 09| ¢ | 3213 | ESI
1196 248] B 418,3 ESI
197 | 262] B 4323 | ESI
a |
4 a J
.3: g ¥ "
A . P a1 vy
198 232| B 392,3 %L?Sl
|19 l219) B | 82 “|ESI




atons to be replaced by F atons; or R13 and a CH2 group of 10 2
FreB0087  Rig

together with the N atomto which they are bondedr 6-nenbere

and R12 together with the N atomto which they are bonded a 5-, 6- or
7-menbered ring; 25 or Rl11 and R12 independently of one another COR14,
CSR14 or SO2R14; R14 CgH2g+1; 1, 2, 3, 4, 5, 6, 7 or 8, it being possible

~for one or nore H atons to be replacegghy F atons, and it being 2 June 2006
217 possible for one or nore CH2 groups to be replaced by O or NR13, ~10

15 by 0, CO CS or NR19; R19 Hor CnH2n+l; or Rl, R2, R3 and R4
i ndependently of one another -Ch-SG -R15, with h zero orl; j zero, 1 or 2;

- R15_ CkH2k+1, OH, OCIH2l +1 or NR17RI8; k 1, 2, 3, 4, 5 6, 7 or 8, it being

~ possible flor oge or mor €, H bns [ o be) replaced [by H atons; | 1, 2, 3, 4,
.5, 6, 7 orf 8, ijt bei sajpl p fo[f onel or nore H
A t ,
. . [a)
- 200 o 216 B 4343 ESI o ‘
| : 13 cl '
e
Cl
" {201 1181 B 4474 | ESt]
\N/'
.
| T
1202 Ch_y 159 B 435,3 ESI
| oG B .
A
o]
+|203 257| B |¢ 4203 |EsI
o,
204 171] B 4222 | ESt}




atons to be prIaced by .F atons; R17 and R18 independéntly of one

or CH2m+l;, m1, 2, 3, 4, 5 6, 7 or 8, it being possible fofJ
H atonms in the group CntH2mtl to be replaced by F atons and for one or
1, 2, 3 or 4, atomto which they are bonded a 5-
R17 and R18
CnH2n+1 to be replaced by F

CH2 groups to be repl aced
or 6-nmenbered but where R2 nust al ways not be equal
it- being possible for one or
together with the N atomto which they are bonded a 5-,
R18 together with the
nore H atonms in

at ons;

7- menber ed
N 2 June 2
CuH2u+1 to
5 6, 7 or
atons in

“CuH2u+1, u

|20

more H at

in

to

H, or

6-

ring; or R 9 and a CH2 group with R17 or
06.218.10 15 it belnq possible-for one or
be replacedjyy Flato ndepbndently of onge anot her 1
8; dg 3, 4% 8| it pbeing posdlible] for one or
CsH2s+ ( .OCtH2t+1 to be regplaced by F atg
202, 3or 4 1,70 B 4223 ESI
206 {168] B 4223 | ESI
207 2347 B 3651 ESt
1208 18] ¢ 3794 | ESI
20 ooy 124 ¢ | 2934 |Esi
a ,
: ' SR
-1 o v{\ - -x-:-;,.*
' o : . .
m£ a 138 C ) 421,5. ESI
a .

Bﬁ%2@

not her H
nor e
nor e

or

, 2, 3, 4,
more H
ms; R22




I ndependent|ly of one another -Ov-SOm R23; zero or 1; w zero, ]J‘Hor - R23
CnnH2nn+l, CmH2mMm 1, OH, OCppHZpp+1l or NR25R26; nn and pp 2 ently
of one another 1, 2, 3, 4, 5, 6, 7 or 8, R5 H, CpH2p+l, CssH2ss-1, COR20 or
SO2R20;, p 1, 2, 3, 4, 5 6, 7 or 8 ss 3, 4, 5, 6, 7. or 8 R20 CgH2qg+1;
gl 2, 3, 4, 5, 6,70r8, it being possible for one or nore H atons in the
groups CpH2p+1l, CssH2ss-1 and CgH2g+3 40 be repl aced by F atoms and for
one or nore CH2 groups to be replaced by 0 or NR21; R21 H or CrH2r+1 r
1,2,30r4; it being possible for one or nore Hatons in CH2r+1 to be
- replaced by F atons; R6 H F, d, Br, 1, CsH2s+1l, CddH2dd-1, OH OCt H2t+1
or OCOR22 Sanpdt R7, oR8 and [R9 §, 4, [5, 6, 7 qr 8, 2 June 2Q06 219 it being
possi bl e{ for pne orN#@Fe H datomg in €hnH2nn+1 | CmH2mMm 1 and OCppH2pp+1 to
be repl aged bycF ataps; 10 gr NR27; R27 H or. daaHdaa+l; as|l, 2, 3 or 4,
15 1. :

211 143] C 3654 ESt
212 1,26 c . 3934 |Est
1213 1401 C- 4215 ESI'
1214 | 1,20{ C 3794 | ESI

|215a ¥ o s

el - 385,2 ESI’

. [215b . .
R e "‘g:gj) “(;%5 3781 | ESI

- |e16b o a |- A )

{186] B 3172 | ESt

e




20 R25 and R26 independently of one another H, CN or CZH2z+1, CznH2zz-1;
1, 2, 3, 4, 5 6, 7 or 8 zz 3, 4, 5 6, 7 or 8, it being pog g &P%r one
~or nore H atons to be replaced by F atons and, in CZH2Z+1 it. being _
possi ble for one or nore H atons to be replaced by F atons and it being
possible for one or nore CH2 groups to be replaced by 0, CO CS it being
possible for one or nore H atons in 2aa+1l to be replaced by F atons;.
~or R25 and R26-together with the N at'orfito which they are bonded a 5-, 6-
~or 7-menbered ring, or. R27 and a CH2 group of R25 or R26 together with
‘the N atom to which they are bonded a 5- or 6-nenbered ring;" or R7, R8

and R9 25[inde —angtherINR3I2COR3 07 NRIJ2ESR3IO—or—ANR32SChbR30;
R30 H, CcgH2cc ‘gyrrglidinyl or piperidijnyl, in whijch rings a
- CH2 groupljmy be rep aced by Q ,or, [NR33;} R32_and F233 iindependent ljy of one
- anot her - Hzg? :{73 R% 1, §7 B 4EH 16 7 or 8; yy 3, 4,
5 6, 7 of 10 15 20 _ .
1219 093 B1 394,1/396,2 { ESi
220 1,241 B1 364,1/366,1 | ESI
221 1,02} B1 336,1/338,1 | ESI

Pharmacological data:
Description of test:

- R |
s 'j5'. In thls test, the recovery in the mtraceliuiar pH (pHj) after an acidifi cation is
-ascertamed which is mltlated if the NHE is capable of functiomng, even under :
| blcarbonate-free condltlons For this purpose, the pH, was determined using the pH—- .
sens:tlve fluorescent dye BCECF (Calbiochem, the precursor BCECF-AM is _
B employed). The cells were m:tnaliy loaded with BCECF. The BCECF fluorescence was
2 ; 10  determined in a "Ratio Fluorescence Spectrometef" (Photon Technology Intefnationa!, | _
 South Brunswick, N.J., USA) at excitation wavelengths of 505 and 440 nm and an B
~emission wavelength of 535 nm and converted into the pH, using ca!ubratlon curves
3 The cells were incubated in NH4Cl buffer (pH 7. 4) (NH4CI buffer: 115 mM NaCI R
‘-20 mM NH4CI 5 mM KCI, 1 mM CaClz, 1 mM MgSO4 20 mM Hepes 5 mM g!ucose |

o151 mglml BSA; a pH of 7.4 s adjusted with 1 M NaOH) even dunng the BCECF ioadlng;_ B




R72 H OM2W1; o0, uu and w independently of one another 1, 2, 3, 4, 5,
6, 7or 8 h1l 2, 3, 4, 5 6, 7 or 8, it being possible for?é?ﬂ?%ﬂoenore H
atons in ChH2h+1 to be replaced by F atons, and it being possible for one
or nore Hatons in the groups CccH2cc+l and CywH2yy-1 to be replaced by F
atons and for one or nore CH2 groups to be replaced by NR31 and for a CH2
group to be replaced by 0 R31 H, CkkH3kk+1l, COR65 or SO02R65 kk 1, 2, 3, or
4; it being possible for one or nore atons to be replaced by F atons,

R65 H, CXXH2xx+1; roc 1, 2, 3 or 4, it being possible for one or nore H

atoms 4,0 be replaced - atons; ,or R31 forns_together with a gr oup of'
R30 a 5.1€ gl?ragpﬁu)gr- %@é@q WA ;'ﬁdl&edpbaba%ﬁfﬁg”%ﬁkgphém&@-fﬁ%ﬁ BRI with
1, 2, 3 , \ o) 0 d L OO ~at g which is
unsubst PG EEPYo 2R FElBPrufe 5o R TReE nSiaCutter 16 SMBsadlrf T om ¢ ne

. group AShShi TR + . 74, . YA

Phdeperdinotit Sfoctery watipabtacd for i RIARE hynWIART fve RBRMiRNED, o (o
- one or angtiéree ainutes witht MHE3gTo waicutadte e inhibitoBy pbRiney bf tie @akRIv+1 to be
5 QUbstances, thg cells were initially investigated in buffers with which a complete or

.absolutely no pH recovery took place. For complete pH recovery (100%), the cells

were incubated in Na*-contéining buffer (133.8 mM NacCl, 4.7 mM KCl, 125 mM
CaClg, 1.25 mM’MgCIz,_O.QT mM NagHPOg4, 0.23 mM NaHoPQ4, 5 mM Hepes, 5 mM
glﬁcose, a pH of 7.0 is adjusted with 1 M'NaOH). To determine the 0% value, the célié
10 were incubated in an Na*-free buffer (133.8 mM choline chloride, 4.7 mM KCl,
1.25 mM CaClip, 1.25 mM MgCla, 0.97 mM KoHPOQ4, 0.23 mM KHpPO4, 5 mM Hepes,
- 5 mM glucose, apH of 7.0 is adjusted with 1 M NaOH). The substances to be tested
- wér'e made up in the Na*-cbntaining _buffér. The recovery of the intracelluhr pH af ‘

. each test concentration of a substance was expressed as a percentage of the
156 maximum recovery. The IC5q value for the particular substance for the individual NHE

subtypes was calculated from the pH recovery percentages using the Sigma-Plot
program.




R8 and R9 i ndependently of one another H, F, C 1,
OmvH2w- 1, OCF f H2F f +1, NR4GQ412J'&9\%9£@Q41
COOR42, COR42 or OCOR42, 5 ee and If independently of one another 1, 2, 3,
4, 5, 6, 7 or 8 w3, 4, 5 6, 7 or 8; it being possible for -one or nore
H atons in the groups Ce6H2ee+l OwtH2uw 1 and OCffH2ff+1 to be repl aced
by F atoms; 10 R40 and R4l H CitHtt+,or C(NH)NH2; ft 1, 2,314,5,6,70r8,;
it being p055|ble for one or nore H atom; in the group CGttH2tt+1 to be
~replaced by F atons and for one or nore CH2 groups to be replaced 15 by O
or NR44; : 20 or R40 and R41 atomto which they are jointly bonded to form
a 5- or 6 nenbered ring; R44 H or CggH2gg+1; gg 1, 2, 3, 4, 5, 6,70r8; it

2 June 2006 221 R7,
N2, CN, OH NH2, CeeHlee+1.

bei ng- pmi;loée for one or nore Hatons in the group CggH2gg+l to be
repl aced by F atons, and it being possible for R44 together with a (CH2)
gr'oup‘;-?"a 4r R41 and the N. W|th the N atomto which they are bonded a
5- or @G=menbered-ring; nmgoﬂlﬁ] chfrH2hh+3- ICao M,
Example Example :
(INHE3) (rNHE3)

1a T 0.075 119 0.0682

Za 0.082 144 0,695

1 - 0.026 146 0.024

6 © 0.670 163 0.602

7 0.250 183 0.597

10 1.000 199 0.252

17 ' 0.049 207 0.186

21 0.814

23 | 1.507

24 0.340

29 - 0.318

36 10274

48 0.349

51 0.215

60 . 0.202 - i

64 - 0.507

81 | 0.730

87 | 0418

97 0.308

113 0279




"hh 1, 2, 3, 4, 5, 6,70r8; it being possible for one or rmrebg I n the
group ChhH2hh+1 to be replaced by F atons; but where two su tj s from

the group of R7, R8 and RO may not simultaneously be OH or CCH3 2 June

- 2006 222 and where at |east one of the radicals R7, R8 or RO nust be -

‘sel ected fromthe group consisting of CONRAOR4ALl, -OvSOMR23, NR32COR30,

NR32CSRaRpafp48¥392SChbR30; and the pharmaceutical l'y accem@@mfgmggggnd

trifluoroacetates thereof. 2. A corrp%gd of the formula I al med

. claim1, in vvh| ch the nmeani ngs are: R2, R3 and R4 independently of one
anot her'_,,t t Bﬁlﬁ I, CN, NO2, OH NH2, CaH2a+1l, 10 cycloalkyl with 3, -
4, 5 or %98 8‘? OCbH2b+1 COORI O, aandb i ndependently of one another 1,

2, 3 or 4, it being possible for one or nore H atons to be replaced by F

, atoms; R10 H or CcHec+l; 15 ¢ 1, 2, or 4, it being possible for one or

nore H btlbﬁsoftas‘yﬁetra@mra@@aum@bmroéﬂwgrmgta bor Rl, R2, R3 and R4

- |ndependently of one another 5- or 6-nenpgred heteroaryl sel.ected fromthe

group consisting of pyridyl, imdazoly pyrazolyl, pgrMlyl, triazolyl,
tetrazolyl, R, R2, R3 and R4 i ndep @ /ROf one another CONRI | R12 or

- NRll R12 25 Rll and R12

5 in which the meanings are:
R1, R2, R3 and R4
-independently of one another H, F, Cl, Br, [, CN, NOg, OH, NH2, CaHog+1,
CqqH2qq-1. OChH25+1, COOR10, OCORT10, COR10 or Ox-(CHg)y-pheny;
e “aandb
10 , in the groups CaH24+1 and OCpH2p+4 independently of one another
| 1,2,3,4,5, 6,7 or 8, it being possible for one or more H atoms to be

replaced by F atoms;

qq 3,4,5,6, 7 or 8, it being possible for one or more H atoms to be
. | replaced by F atoms;
15 R0 HorCeHpest: - : e
| o ¢ 1,2,3,456,7o0r8, |tbemgpossmleforoneormoreH

_ ~atoms to be replaced by F atoms,
X zeroorf; ‘
: | y “zero, 1,2,30r4;
‘90 S “where the phenyl ring in the group Ox-(CHp)y-phenyl is
| N | unsubstituted or substituted by 1-3 substituents eeiected from’
the group consisting ofF Cl, Br CN NOQ, OH NH2 or

._ 'CdH2d+1, | |
T e e coode 1, 2,3o0r4, 1tbemg possrbleforoneormoreHatoms
2 T o ) N to be replaced byFatoms =




I ndependently of one anether H, CeHze+l., CrrH2rr-1; 1, 2,

3,4,50r6, it being possible for one or nore H atons in the g@ghW%?qg§H2e+l
and, CrrH2rr 1 to be replaced by F atonms 2 June 2006 223 R11 and R12
|ndependently of one anot her hydroxyethyl, N, N-di met hyl am noet hyl,

N, N- di et hyl am noet hyl , pyrrolidinoethyl, N—nethylpiperazinoethyl,

pi per azi noet hyl , nDrphollnoethyI or plgeﬁldinoethyl; or R11 and R12
together with the N atomto which they are bonded a pyrrolidine,

pi peri di ne, N-nethyl pi perazi ne, piperazine or norpholine ring; or 10 Rl1
and RIZ2gh5 ggepshgient |y of one another COR14, CSR14, CONHR14, CSNHR14 or
S02R14; Ri4 CgH2g+1l; g 1, 2, 3 or 4, it being possible for one or nore H

atoms to be h’e#elpanelelnﬂlwoﬁ-'orm antntheohetelﬂ)aryRthéﬁg possibé fondemendens by 4of
one anot her R15 CkH2k+1, OCI H21+1 or NR17R18; 20

O@OSIH SBH, SOPR15, t
k 1, 2, 3 or PP‘%E?%” Qmﬁfb OpZet0 Oft § APt terhe PSBBt a3 B aced by
F atoms; 1 1,ahms Or 4, it being possible for one or nore H atoms to be 25

repl aced by F atoms;
: & or

- R1,R2,R3 and R4
lndependently of one another CONR11R12 or NR11R12;
R11and R12.
mdependently of one another H, CeH_o_e+1 C;ern-_
10 e '1,2,3,4,5,6,7 or 8,
™ 3,4,56,7,0r8 |
it being'possible for one or more H atoms in the groups
CeH2e+1 and CyHopr-1 fo be replaced by F atoms and for
one or more CHo groups to be replaced by O or NR13;
15 | R13  Hor CiHoseq:
| f 1, 2, 3 or 4, it being possible for one or more H
atoms to be replaced by F atoms;

or .
| - R13 and a CHg group of R11 or R12 together with the N atom
20 to which they are bonded-d%%gr 6-membered ring;
er _ _ | . _
~ RifandR12’
| together with the N atom to which they are bonded a 5- 6-or
. 7-membered ring;
25 - or
~ R11and R12

E mdependently of one another COR14 CSR14 or 802R14

- R14 ch29+1,

AR | -8 1,234,556, 70r8 1tbe|ngp0331bleforoneor
S8 R A moreHatomsto be replaced byFatoms and it being




R17 and R18 independently of one another H, CH2m+l in which_the first

CH2. group bonded to the nitrogen is replaced by CO and the sedWiie 8 group
is replaced by NR19; atons in the group CntH2mt+l to be replaced by F 30
atonms; R19 Hor CnH2n+1; 1, 2, 3, 4 or 5, it being possible for one or
~-nmore H 2 June 2006 224 n 1,2,30r4; it being possible for one or nore H
~atons in CnH2n+l to be replaced by Foatfons; or 5 R17 and R18 together
with the N atomto which they are bonded a 5- or 6-nmenbered ring; but
where R2 nust always not be equal to H R5 H CPH2p+1; 10 p 1,2,30r4; it

bei ng possible for one or nore ] i + F
atons; R6 H, CSH2s+1, OCt Ht +1p?rsg'%??‘e%g%gﬁl?%@%ﬁ%Pdls‘g?%%?g‘?{dit
bei ng possible for one or noreph@ppMR1d2u+l to be replaced by F atons;

‘independent |y of one another 1,72, 3 or 4; it being possible for one or
nore H@tonms in CSH2s+1 and OCt H2t +1

R1,R2, R3and R4 .
5 independently of one another -Op-SOj-R15, with
' h zero or 1;
i zero, 1 or2;
R15 = CkHok+1, OH, OCiHoj+1 or NR17R18;
-k | 1,2,3,4,5,6,70r8, it being. possible for one or more H
10 atoms to be replaced by F atoms;

| 1,.2,3,4,5, 6, 7 or 8, it being possible for one or more H
atoms to be replaced by F atoms;
' R17 and R18 |
independently of one another H or CeyHom+1;
15 | ‘ m 1,2,3,4,5,6,7 or 8, it being possible for one or more
H atoms in the group CHam+1 to be replaced by F

atoms and for one or more CH2 groups to be replaced

by O, CO, CS or NR19;
, 7 | R19  Hor ChHopn+1; .
20 . n 1,2,30r4; "

it being possible for one or more H atoms in-
CpHap+1 to be replaced by F atoms;

o or

'R17 and R18 |
26 . ~ together with the N atom to which they are bonded a 5-, 6-or
. " 7-membered ring;
o --R19 and a CH2 group with R17 or_R1-8 togethér with the N
o .. atom towhich they are b_ohded a5-or 6-membered

but where R2 _m_ust always' not be equal to H,




to be replaced by F atons; R22 CuH2u+l, R7, R8 and RO I ndepepdent of one
anot her OSGB8H, SO3H or SO02R23; R23 CnnH2nn+1, CnmH2mm 1, ﬂlﬂf:‘pér

NR25R26; nn and pp i ndependently of one another 1, 2, 3, 4 or 5, mn3 4, 5
~or 6, it being possible for one or nore H atons in ChnH2nn+1. CmH2mMm 1 and
-OCppH2pp+1 to be replaced by F atons; 2 June 2006 225 10 15 R25 and R26

I ndependently of one another H, CN or Zyd2z+1, in which the first CH2 -
group bonded to the nitrogen is replaced by CO or CS and the second CH2 is
repl aced by NR27; z 1 2 3 4,50r6; it bel ng possible for one or nore H

atonms i ReCZH2 d dro RI®/ H or CaaH2aa+l as 1, 2"3
or 4, |'?zbe| nsl+p g) 28?!3 nor e %@ ons in CaaH2aa+l to be

repl aced by Fpatonsy, @rg B%samq,rBZG together with the N-atomto which they
are bonded a 5- or 6-menbered ri ng; or R27 and a CH2 group of R25 or R26

 t oget her wi t hs¢he NB.ahdm6,confhi ch they are bonded a 5- or 6-nembered ring; -
, | R20 CqH2q+1 ' : :
5 q  1,2,3,4,5,6,70r8, |
it being possible for ong ror more H atoms.in the grbups CpH2p+1, _
CgsHoss-1 and.CqH2q+1 to be repiaced by F atoms and for one or :
more CHy groups to be replaced by O or NR21; |
i R21° HorCHorseq;
10 r 1,2,30r4;
L it being possibie for one or more H atoms in CHap41 to be
I -replaced by F atoms;
R6 H,F, Cl B, I, CsHas+1, Cadtzda-1. OH, OC{Hate1 or OCORZ2;

| sandt ,
15 independently of one another 1, 2, 3, 4, 5,6, 7 or 8;
dd 3,4, 5, 6,7 or 8, it being possible for one or more H atoms in
. CgHog+1, CddH2add-1 and OC¢Ha¢+1 to be replaced by F atoms;

R2?2 CuH2u+"[;
. _ u 1,2,30r4; - _
.20 o o o - it being possu)!e for one or more H atoms in CyH2u+1 to be

rep!aced by F atoms;
| R7 R8 and R9 ‘
_ mdependentiy of one another -OTSOW-R23
v zero or 1;
25 _.w zero, 1or2
Re3 CnnHann+1, Cmml-izmm_»],OH ocpszpp+1 or NR25R26;
B nn and pp . '
I mdependently of one another1 2 3, 4 5, 6 7 or 8,
| .':r_nm 3456 7or8, '




I ndependent |y of one another NR32COR30, NR32CSR30 or NR32S02 2(5 20 R7
R8 and R9 R30 H, OH, CccH2cc+l, CyyH2yy-1, pyrrolidinyl or pﬁ'éﬁ‘ Qﬁ/
which rings a CH2 group may be replaced by 0 or NR33; R32 and R33
“i ndependently of one another H or ChH2h+1; -ccl, 2, 3, 4,5, 6,70r8; yy3, 4,
-5, 6; hl, 2, 3 or 4; it being possible for one or nore H atons in ChH2h+1
to be replaced by F atoms, and it bei mggpossible for one or nore H atoms in
‘the groups 2 June 2006 226 CccH2cc+1 ang CyyH2yy-1 to be replaced by F
atons and for one or nore CH2 groups to be replaced by NR31 and for a CH2

to b | db H2kk +
%,rg?g,o?m el {ege?ﬁg pogmfbt?eéngBPS%Hg(fléFoHﬁlﬁgm&gﬁgﬁm{'ﬁ é égnat‘réd by F

atons, R65 H, CyxH2xx+1; be|n or nore
H atoms to. be replaced b)}'"ff' a% qu PPQB‘!LQQ ngﬁ?‘%géeed B?F%E'—SQ group
~of R30 and the N at@?%@dﬁz‘gch they are joi ntIy bonded forma 5- or

6- menbered ring; or or 6-nenbered heteroaromatic system sel ected

from-the group consisti nindgpemdently bf oneiadathwint, C¥or £0i0¢k.1, ByrHobyl1:
trazol yl, tetrazolyl, thienyl, thiazolyl and oxazolyl, which are
uns@bstituted or substit @ ed bfl 2p314 9.1, deor &ubst i tuents sel ected fromthe

| ; group consi sting of F, Clzz Br, 3 4,5, 6, 7 or 8, it being possible for one or more H
| ' atoms to be replaced by F atoms and,
in C-H22,41, it being possible for one or more H atoms |
to be replaced by F atoms and it being possible for
: 10 ‘. : ‘ one or more CHy groups to be replaced by O, CO, CS
| or NR27;
R27 H or.CaaHoga+1:
aa 1,2,30r4;
it being possible for one or more H atoms in
15 . o CaaH2aa+1 to be rep!éced by F atoms;
or
R25 and R26 _
together with the N atom to which they are bonded a 5-, 6- or
_ _ 7-membered ring,
20 o - or. ' S
| | '- | R27 and a CH2 group of R25 or R26 together with the N atom
_ to which they are bonded a 5- or 6-membered ring; |
or |
_ o R? R8 and R9
25 _mdependently of one another. NR32COR30 NR32CSR30 or NRSZSObbRSO

R30 H, CCCH200+1 CyyHayy-1. pyrrolidinyl or piperidinyl, in wh:ch rlngsa
| CH2 group may be replaced by O or NR33; '
R32 and R33 independently of one anothe_r Hor _ChH2h+13
| . _..bb"20f3 | " | SN
30 e 1,2,3,4567o08
L yy 34567or8




CooH200+1, NR70R71, R70 and R71 20 .independently of one an:gf;)tfregéo. ,
CuuH2uu+1 or COR72; R72 H CWH2W1; oo, uu and w i ndependen Bhe

another 1, 2, 3 or 4; it being possible for one or nore H atons in the
gr oups CooH2o0+1 CuuH2uu+1 or CWH2W1 to be replaced by F R7, RB and RO
atons; independently of one another H F, C, Br, |, NO2, CN, OH NH2,

' CeeH2ee+1 owvHH2ww- 1. OCf f H2f f +1. NR4Q%1 CO\IR4CR41 COOR42, COR4A2 or
. OCOR42; 2 June 2006 227 10 ee and if independently of one another 1, 2, 3
or 4;  ww 3,4,50r6, it belng possi ble for one or nore H atons in the groups

' OeeH2ee+I, 2-][\,“4 9% é—%ff+§ to be replaced by F atons; R40andR41 H,
CtHtt+1 or ft: 4, 5, 6,70r8; it being possible for one

or more H at oitBeing pdasitss RitRnGdrtRbEeHS 4t6rmRan O Ge B rdpladedby For  R40
and R4l to be sel gc‘{ ed i ndependently of one ano 'ﬁ?erﬁ' hydr oxéj)et hyl ,

N, N-di met hy| aatonres it béihdipdssibleyfoa ohe @e nfire, H plomor uhergreubsl 15

N- net hyl pi per azi noet hyi i razi noet hyl hol i noet hy
L Y p P 8 ﬂgccﬂyand 8 plflgyy_1 to be ¥eplaced ![))yFatoms and for one or more

5 ' CH2 groups 1o be replaced by NR31 and for a CHo group to be repiaced by 0
- R31  H, CgkHokk+1. CORB5 or SOoR65
kk 1,2,3,0r4;
it being possible for one orr more H atoms to be replaced by F
. | -atoms, |
10 " R65  H, CyeHoyxet:
| XX 1, 2, 3 or 4, it being possible for one or more H atoms
| to be replaced by F atoms;
or
| | R31 forms together with a CHo group of R30 a 5-, 6- or 7-membered ring;
15 : or
 R30 a 5- or 6-membered heteroaryl with‘1, 2,3 0r4 Natoms, zeroor 1S
atoms and zero or 1 O atoms, ‘ .
which is unsubstituted or substituted by up to three
substituents selected from the group consisﬁng of F, Cl, Br, |,

20 . CooHooowds NRTORTY; -
ST l,-R?OandR'M | | |
_,lndependentiy of one another H, Cuu“2uu+1 and
- CORT72;

, R72- H, CywHoyy+1;
- 25 . o 00, uu and w
' | mdependently of one another1 2, 3 4 5,6,7
or §;
. it be'ing possible for one or more H atoms in the .

e T groups CooH200+1,CuuH2uu+1 or c:wH2w+1 t° obe -
30 S R .replaced byFatoms | | |

or ' '




pi peridinoethyl; 20 or R40 and R41 together with the N ato \AQl ch. they
are bonded forma ring selected fromthe group consisti ng WG qi ne,
pi}r_idine, Nnethyl piperazine, piperazine and norpholine; R42 H or

+ ChhH2hh+1; hh 1,2,30r4; it being possible for one or nore H atonms in the
group ChhH2hh+1 to 25 be replaced by F atons; consisting of CONRACR4L,

- OvSOMR23, NR32COR30, NR32CSR30 and amcpqwhere at | east one of the radicals
R7, R8 or R9 nust be selected fromthe group be OH or OCH3 but where two
substituents fromthe group of R7, R8 and RO may not sinultaneously and the

phar mac g&a% l{ cceptable salts and trifluoroacetates thereof.
iNRSZSCbE% %/ﬁ%e 2006 228 3. A conpound of the formula | as clained |n

ctainms 1 or 2independently dflohcrmotherds, BrEl, BrA1NGR, RIrdR4N Q%%H‘-%%étg.'
one another H F, d, Br, OH NH2, CaH2a+1, cyg)zoal kyI vvltHEd 1r 6 C

 atons, OCbHZbGﬂvwl-h;_a,woqu OCHzrr.of, NRAORAHTONRAORAICDERDREZ] CORADeent | y of

S NRl

“"ane another 1, 2, or 4, it being possible for one or nore H atons to be
" repl aced by @CQ%‘}% 10 or Rl, R2, R3 and R4 independently of one another
_ 51 R12, Rélelaﬁ&?f R12 | ndependent |y of one another H, CeH2e+1l, CrrH2rr-1;
' ' independently of one another 1,2, 3,4, 5, 6, 7 or 8;
‘ww  3,4,5,6,7or8;
it being possible for one or more H atoms in the groups CggHoge+1,
CwwH2ww-1 and OCgHa¢+1 to be replaced by F atoms;
10 . R40and R4 |
H, CitHoit+1 or C(NH)NHo,
t 1,2,3,4,5,6,70r8;
it being possible for one or more H atoms in the group CﬁH2ﬂ+1 to be
_ replaced by F atoms and for one or more CHo groups to be replaced
15 by O or NR44;
' R44 Hor ngHZQgH;
a9 1,2,3,4,5,6,70r8;
it being possible for one or more H atoms in the group
RS | 7_ | "ngHzggﬂ to be replaced by F atoms and it being possible
2000 o . for R44 together with a (CH) group o R40 or R41 and the N
L " atom to which they are jointly bonded to form a 5- or 6-
~-membered ring; :
or . |
'_ ‘R40 and R41 _ _
C 25 . with the N atomn to which they are bonded a 5- or 6—membered rlng,
| R42 H or ChhH2hh+1: '
- hh  1,2,3,4,5,6,70r8; o . _
- it being possuble for one or more H atoms ln 1 the group ChhHZhh+1 to o |
RS L berep‘!acedbyFatoms ' I e |
_"3'O' : L .'but where two substituents from the group of R?, RB and R9 may not o
Sl srmultaneously be OH or OCH; | | o '




15 e 1,2,30r4, rr 3, 4. 5 or 6, it being possible for one or_nore_H atons
in the groups CeH2e+l and CrrH2n-1 to be replaced by F at ofgUnogP  R11
-and-R12 together with the N atomto which they are bonded forma ring
"selected fromthe group consisting of pyrrolidine, piperidine, N

met hyl pi perazi ne, piperazine and norpholine; 25 1, 2, 3 or 4, it being
possible for one or nore H atons to beyygepl aced by F atons; or R11 and R12
i ndependent|y of one anot her COR14, CSR14, CONHR14, CSNHR14 or SO2R14; R14
CgH2g+1; 2 June 2006 229 10 or Rl1l, R2, R3 and R4 independently of one
anot her OSGBH, SO3H,. SO2R15; R15 CkH2k+1 or NR17R18; k 1, 2, 3 or 4, it
bei ng possible for one or nore H atoms to be replaced by F atoms; R17 and

R18 i ndepdmwant Iaj{!ea‘st one oﬁt‘rfé fficdtt R7, QB8R muBt be sblected 4rofi tHe grbhpbel ng

‘ pOSSI bl e faor  one CQ,
: con5|st|ng of ONR40R41 -OySOwR23, NR32COR30, NR32CSR30 and

‘ 'NR32S0ppR30; and the pharmaceutically acceptable salts and trifluoroacetates
5 thereof. '

" 2. A compound of the formula | as claimed in claim 1, in which the meanings are:
'R1,R2, R3 and R4
mdependently of one another, H, F, Cl, Br 1, CN, N02, OH, NH2, CaH_o_a+1,

10 cycloalkyl with 3, 4, 5 or 6 C atoms, OCpHap+1, COOR10;

aandb
independently of one another 1,2, 3 or 4- it being possible for one or
more H atoms to be replaced by F atoms | |
" R10  Hor CeHzes1;
15 o c 1, 2, 3 or 4, it being possible for one or more H atoms to be feplaced
by F atoms;
or
R1, R2, R3 and R4
- independently of one another 5- or 6-membered heteroaryl selected from the
20 group consisting of pyridyl, imidazolyl, pyrazolyl, pyolyl, triazolyl, tetrazolyl,
o Jthiazﬂolyl and oxazolyl; "
Cor | |
'R1,R2,R3andR4
AT ~ independently of one another CONR1 1 R12 or NR‘I 1R12
.2 RtlandRi2 | |
| mdependently of one another H Ceng+1 CrrHer-‘l
e 1, 2 3or4,
T - 3,4,50r6, _ B .
T - _ lt being possmle for one or more H atoms in the groups
B0 -_cengﬂ and CrrHoyr1 to be replaced by F atoms

or




atons in the group CmH2mtl to be replaced by F atonms; or R17 and R18 15
together with the N atomto which they are bonded a 5- or 6- AR %Qfsring;

- but where R2 nust always not be equal to H R5 nethyl or trifluoronethyl;

R6 H R7, R8 and RO 20 independently of one another OSO3H, SO03H or S8R23;
R23 CnnH2nn+1 or NR25R26; ~nn 1,2, 3;4o0r5, 25 independently of one another
H CN or CZH2z+1, in which the first group bonded to the nitrogen is
replaced by CO or CS and the second is replaced by NR27; 1, 2,3, 4, 50r6;
it being possible for one or nore H atons in CzH2z+1 to be replaced by F
~atons; it bein p055|ble for one or nore H atons in ChnH2nn+1 to be

repl aced by Rut 8ad R125 and R26 2 June 2006 230 R27 H or CaaH2aa+l; as

1,2,30r4; it being be
X op 2ced by F ato lrﬁﬂ%i%'nmsﬁtly BF 0?8 GnSthe PRy Groky 89T, NirmeRIRARGEtR,

' N,N-diethylaminoethyl, pyrrohdlnoethyl N- methyiplperazmoethyl
 piperazinoethyl, morpholinoethyl or piperidinoethyt;

5 ' or _
~ "Rt1andR12
‘together with the N atom fo which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;
. Cor
40  R11andR12 :
| | independéntly of one another COR14, CSR14, CONHR 14, CSNHR1.4
or SOgR14; |
R14  CgHag+1; - A
o _ g 1, 2, 3 or 4, it being possible for one or more H atoms
. .15 to be replaced by F atoms;
or

R1, R2, R3 and R4
independently of one another 0SO3H, SO3H, SOoR1s5, with
| | - R15 CgHok+1, OC|Hgi+1 or NR17R18;
. 20 . k 1,2,30r4,it bemg poss:ble for o&fﬁag}more H atoms to be
' T o . replaced by F atoms;
o 1,2,30r4,it belng possible for one or more H atoms to be
replaced by F: atoms; '
_ R17 and R18
28 - indepéndently of one another H, CrHams+1, in which the first
| - CHaz group bonded tothe nltrogen is replaced by CO and the
'-second CH2 group is replaced by NR19; |
| i m 1,.2,3, 4 or 5, it being possible for one or more H
- ~ atoms m__the group CrHpm+1 to be rep!ac_:ed by F
teo o otoms: . IR
- | | _R19 - H or CnHon+1:




or R25 and R26 together with the N atomto which they are bogg d‘%,f ' :
6-membered ring, or R27 and a CH2 group of R25 or R26 together" c?cf@the N
-atom to which they are bonded a 5- or 6-nenbered ring; or R7, R8 and R9

i ndependent |y of one another NR32COR30, NR32CSR30 or NR32SO2R30; 15 R30 H,
OH,  CccH2cc+1, CYYH2yy-1, pyrrolidinyl or piperidinyl, in which rings a
CH2 group may be replaced by 0 or NR33p4R32 and R33 H, nethyl or CF3; cc 1,
.2, 3, 4, 5, 6,70r8; yy 3, 4, 5 6; replaced byNR31 and for a CH2 group to
be replaced by 0;- R31 H, nethyl, ethyl, CF3, CH2CF3, acetyl, propionyl,

nmet hanesul fonyl or et hanesulfonyl i og@%%jt bei ng possible for one or
nore H atons in the grops CccH2! cc+1 H2yy-1 to be replaced by F

- atoms and for one or nor 6t KiRg PoesiBR: fof oRE dR¥ordeqY atdiRS iINCLA oup of
R30 and the N atomto which t%gy are jointly bonded forman 2n+?[%b%rerrbered

ring; pyridyl, imdazol ylreplagedbglF/atomyrrol yl, triazolyl, tetrazolyl,
~thiazolyl or oxazol I whi ch are unsubstituted or substituted by a maxi num
of 3 2 June 2006 2 [ substituents selected from the group consisting of F,

- Q, grethyl, ethyl, pi7bhyyorgonet hyl, NH2, NHacetyl; or R7,R8andR9. 5
‘ mdependently of one another H, F, CI O—l NH2, OeeH2ee+1 Q/wvHwal
R together with the N atom to which they dre bonded a 5- or

6-membered ring;
but where R2 must always not be equal to H,
RS H, CpHgps1:
10 p 1,2,3 0r4;
it being possible for one or more H atoms in CpHap+1 to be replaced
: by F atoms;
R6  H, CgHos+1, OCtHot+4 or OCOR22;
_ | s and t
- 15-_ - - independently of one another 1, 2, 3 or 4;
it being possible for one or more H atoms in CgHog+1 and OCiHo¢+1

to be replaced by F atoms;

‘R22 CyHau+1;
_ u 1,2,30r4;
“20 ' | ‘ - lt being possible for one or more H- atome‘i?z%@ngM to be replaced
| | by F atoms;

R7 R8 and R9
' mdependently of one another OSO3H SO3H or 802R23
-R23 CnnH2nn+1 CmmHme 1+ OCpszpp+1 or NR25R26;
2 - nnandpp .
| - independently of one another 1 2,3,40r5,
mm 3450r6 _
it being possible for one or more H atoms in CnnHann+1,

L CnmH2mm-1 and:OCpeHpr+1_ tobe f_épl?"?ed _bY:F atoms;




OCf f H2f f +1, NRAORAL1, CONRAOR41, COOR42 or OCOR42, eeandff independently of
one another 1, 2, 3 or 4, ww3, 4, 5o0r 6, 10 it being poss?H 2016 one or

- nore H atons in the groups CeeH2ee+l CWMHH2ww 1 and OCff H2ff+1 to be

replaced by F atons; R40 and R41 H, CtHtt+1 or C(NH)NH2; ft 1, 2, 3 or

~4; 15 it being possible for one or nore H atons in the group GtH2tt+1 to
be replaced by F atons; 20 25 or R4@ognd R4l independently of one anot her

hydr oxyet hyl , N, N-di net hyl am noet hyl, N, N-di et hyl am noet hyl

pyrrolidi noet hyI W et hyl pi per azi noet hyl, pi perazi noet hyl ,

nmor phol i noet hyl i oethyl; or R40 and R41 together with the N

~atomto which they F§$§§%%%3§d a pyrrolidine, piperidine,

N-net hyl pi per azi ne, pi peirigpeAdentlyBf 8 kihbther HITN BAE,H gh Ghivigeithe hh
1,2,30r4; it being possible for one or nore H atons I n t% group ChhH2hh+1

- to be replaced by F at oméirst (@Hy ghaipebondedidibkiritisddrsis replace y@Oop of R7,
R8 and ‘RO may not sinultaneously be OH or OCH3, 2 June 2006 232
_ . CS and the second CHjo is replaced by NR27;

5 1z 1,2,3,4,50r6;
' . itbeing possible for one or more H atoms in CZH22+1 '
to be replaced by F atoms; |
R27  HorCgygHoga+1;

aa 1,2,3 0r4;
10 o ' it being possible for one or more H atoms in
Caal2aa+1 1o be replaced by F atoms;

or |
'R25and R26
together with the N atom to which they are bonded a 5- or
15 - ' 6-membered ring;
or |
'R27 and a CH2 group of R25 or R26 together with the N atom
to which they are bonded a 5- or 6-membered ring;
o or | |
20 R7R8andR9 . | R N
R \ mdependently of one another NR32COR30 NR32CSR30 or NR32802R30
R30 H, OH, CccH20c+1 nyszy_1 pyrrolldlnyl or plpendmyl in which
| rings a CH2 group may be replaced by Oor NR33
_ o R32 and R33 independently of one another H or ChH2h+1 ;o
25 e 1,2,3,4,567Tor8

. yy o 3! 4! 5! 6;
S h o 1,2,30r4 _ .
~ it being possible for one or more H atoms in ChHonh+1 to be }eplaced by F

a a_tom_s, and it being pos_sib!e f_qr_ohe or more H atoms in the groups




and where at | east one of the radicals R7, R8 or RO nust be selected from
the group consisting of CONRAORAL, - OvSOMR23, NR32COR30, NR3J¢§REMEG,ng
NR32SCbbR30; and the pharmaceutically acceptable salts and
trifluoroacetates thereof. 4. A conpound of the fornula | as clained in
claims 1-3 in which the neanings are: Rl, R2, R3 and R4 independently of -
~one another H F, d, Br, OH NH2, Cal-jggskl, cycloalkyl with 3A5 5 or 6 C
atoms, OCbH2b+1; 10 aandb in the groups CaH2a+l and OCbH2b+i i ndependently
of one another 1, 2, 3 or 4 it bei ng possible for one or nore H atons to

e relaced  BioFoRbgiBa 0,5 Blo e B, PAMISRTROI. Krflo™
CrrH2rr-1; - eCHglgrodps % Bé émaagd b NR3f'and i6)'a B+ drolib (B8eEpBR3I I/ &, T or

"one or nore Hatonms In the groups H2e+ 0 be'replra by F

~atons; .or 25RB11 alﬁdcmlﬂz&%gﬁtd@[{swoﬁ-lsomg\l atomto which they are bonded .
; formarlng selected fro group consisting of pyrrolidine, piperidine, .

N et hyl pi perazi nekk pi pet,&i8perdnd norpholine; 2 June 2006 233

i ndeaoendent I y of ong: anot her 14, CSR14, CONHR14, CSNHR14 or_SO2R14;
being possible for one or more H atoms to be replaced by F atoms,

R65. . H, CxxH2xx+1 ’

XX 1, 2, 3 or 4, it being possible for one or more H atoms
| to be replaced by F atoms;
or

1.0 . R31 together with a CH» group of R30 and the N atom to which they are
' jointly bonded form a 5- or 6-membered ring;
or

"R30 ab5-or 6-membered heteroaromatic system selectéd from the group
T consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
15 - thienyl, thiazolyl and oxazolyl,
which are unsubstituted or substituted by up to three
substituents selected from the group consisting of F, 'CI, Br, |,
~ CooH2o0+1, NRTORT1, |
, -R70 and R71
}.2’0 T | independently of one anoﬂ"reﬁgl CuuH2uu+1 or
- corrz |
R72 H, CWH2W+1 ;
00, Uy and v independently of one another 1, 2, 3 or 4;
it being possible for one or more H atoms in the groups

25 - . CooH200+1, CuyHauu+1 of CyyHoyy+1 to be replaced by F
| ' atoms; |
b‘r |
R, R8 and R9 | | e
e ) | : independently of one anotherH F, Cl, Br, |, N02, CN, OH NH2, CeeHzee+1a _ _
30 '_ . CWWHZWW.1 OCHHaff+1, NR4OR41, CONR40R41 COOR42, COR42 or

0COR42




R14 CgH2g+1; 9 10 15 or nn 1, 2, 3, 4 or 5, it being possi bI for one or
more H atoms in C20 1, 2, 3 or 4, it being possible for one d‘l‘“‘h@ﬂoéi H
~atons to be replaced by F atons; or RIl, R2, R3andR4 i ndependently of one-
anot her OSG3H, SOBH, SO02R15; R15 CkH2k+1 or NR17R18; k 1, 2, 3 or 4, it
bei ng possi-ble for one or nore H atons to be replaced by F atons; Rl7 and
- R18 independently of one another H oro@t2mtl; m1l, 2, 3, 4 or 5, it being

possi ble for one or nore H atons in the group CrH2m+1 to be replaced by F
' atoms R17 and R18 toget her with the N atomto which they are bonded a 5-

or R7%g?§n ﬁ RO 6-nenbered ring; but where R2 nust always not be
equal to H; nethyl or trifluoronethyl; 25 |ndependently of one anot her

- 0OSG3H, SO03H- or SOZIR%peanWI ofBna ahothier NR255Q)64
ww 3,4,50r86, _
it being possible for one or more H atoms in the groups CgeHoge+1.
5 _ CWWHQWW.1 and OCsHofr+1 to be replaced by F atoms;
-R40 and R41
| H, CitHatt+1 or C(NH)NHp;
tt - 1,2,3,4,56,70r8; ,
: it being possible for one or more H atoms in the group CiiHoy+1 to bé
T I rep[ace'd by F atoms; . ' |
| or
'R40 and R41 |
to be selected independently of one another hydroxyethyl, ,
'N,N-dimethylaminoethyl, N;N-diemylaminéethyl, pyrrolidinoethyi,

15 - N-methylpiperazinoethyl, piperazinoethyl, morpholinoethyl or
| | piperidinoethyi;
or
R40 and R41
_ together with the N atom to which they are bonded form a ring selected
“'20‘ - ~~ f{rom the group consisting of pyrrolidine, pip: __ifline, N-methyl-

‘ _ ‘piperazine, piperazine and morpholine;
R42 HorChpHahhet:
© hh 1,2, 3o0r4: , |
it béing possible for one or more H atoms ih the grdup ChhH2ﬁh+1 to
.25 ~ be replaced by F atoms;
‘ _ '_.-but where two substituents from the group of R7, R8 and R9 may not simultaneously
n j.__.beOHorOCH3 , '
- -and where at least one of the rad:cals R7, R8 or R9 must be selected from the group
o conSIStlng of CONR40R41 -OVSOWR23 NR32COR30 NRSZCSRSO and |
30 NR32SOpoR30; -

e .and the phannaceutlcally acceptable salts and tnﬂuoroacetates thereof




replaced by F atons; R25 and R26 2 June 2006 234 independent|ly of_one

anot her H, CN or CZH22+1 in which the first CH2 group bond%d 1200
nitrogen is replaced by CO or CS and the second CH2 is replaced by NR27; z
1, 2, 3, 4, 5 or 6; it being possible for one or nore H atons in CZH2z+1

- to be replaced by F atonms; R27 H or CaaH2aa+l; as 10 1, 2, 3 or 4; it being
possi ble for one or nore H atons in 2aa+l to be replaced by F atons;
“or R25 and R26 together with the N atomto which they are bonded a 5- or
.6-nmenbered ring, 15 or R27 and a CH2 group of R25 or R26 together with the
N atom to which they are bonded a 5- or 6-nenbered ring; or R7, R8 and R9
20 independently of one another NR32COR30, NR32C 0 or NR32SC2R30; R30 H,

OH, CCCBIZA%hdefMHﬁMMe%mﬂMM%'dBIMéH :chlaﬁhﬁef bth ﬁ)&'wmﬁﬁt %1{99993%3 CH2

gr oup ma be repl aced by 0 or NR33 a cc 1,
2, 3 15R26R3agt Rd; 25 _
| independently of one another H, F, Cl, Br, OH, NHg, CaH24+1, cycloalkyl with
5 3,4, 5 or 6 C atoms, OCpHop+1:
- "aand b

in the groups C3Hpa+1 and OCpHop+1 independently of one another

1,2, 3 or 4, it being possible for one or more H atoms to be replaced
by F atoms;
10 or -
' R1, R2, R3 and R4
independently of one another NR11R12;
R11 and R12 _
. independently of one another H, CgHog+1 , CreHopr-1:
15 e 1,2,30r4, |
' I 3,4,50r86,
it being possible for one or more H atoms in the
groups CeHoe+1 and CrHorr.1 to be replaced by F
S . atoms;
20 or | o -
. _RifandR12 | -
o together with the N atom to which they are bonded form a rmg selected
- from the group consisting of pyrrolidine, piperidine, N-
methylpiperazine, piperazine and mo_rpho[me,

25 or
. Ri1andR12
mdependently of one another COR14 CSR14 CONHR14 CSNHR14 '
or 802R14 _ : '
e R4 CgHage1; | T
30 SR p S g ~ 1,2,30r4,itbeing possnble for ¢ one or moreHatoms

to be replaced by F atoms;




it being possible for one or nore H atons in the groups CccH$80+1€®o_l|_yy 3,
.4, 5 or 6; CyyH2yy-1 to be replaced by F atons and for one o HRst € 2
groups to be R31 H, nmethyl, ethyl, CF3, CH2CF3, acetyl, propionyl,

- met hanesul fonyl or replaced by NR31 and for a CH2 group to be replaced by
'0; ethanesulfonyl; 2 June 2006 235 or R31 together with a CH2 group of R30
and the N atomto which they are jointdyy bonded forma 5- or 6-nmenbered
ring; or R30 pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl,

~ tetrazolyl, thiazolyl or oxazolyl, which are unsubstituted or substituted
by a maximum of 3 -substituents selected fromthe group consisting of F,

- d, metﬂg/l , ethyl, trifluoronethyl, NH2, NHacetyl; or 10 . R7, R8 and RO
i ndepenpgg@nRRyRefarRR4another H F, O, OH NH2, CeeHee+l, COwwH2ww 1

"OCf fH2f f +1, NRAOR41l; CONRACR41, COOR42 or OCOR42, ee and if independently
of - one anot hdpdgpenderdlysf ape another 803k, SOz, 8O2R15ei ng possibl e for one
- or nore H __atlggi i Rsér];ﬂ?rougﬁ CeeH2ee+l OmvH2ww 1 and OCFfH2ff+1 to be '
replaced by - FR&? onerkP2koEONNRIARdBhy | ari noet hyl , pyrrol i di noet hyl, -

- N ngt hyl pi perazi nogt hyl , piperazj nqet hyl ' phol i.noet hyl  or ‘

i pdidi hostnyt - Boget hdh 2Bt 4 AHG PostBls TRR paR Of e AT etoms e

~ _pyrrolidine, piperidi ne,-_rgbgggéaly,ym Ah#Zi ne, piperazine or norpholine ring;
' - R17 and R18
independently of one another H or CyHom+1;

_ ‘ _ m 1,2, 3, 4 or 5, it being possible for one or more H
':‘10' T o atoms in the group CryHom+1 to be replaced by F
o atoms;
or |
" R17 and R18
together with the N atom fo which they are bonded a 5- or
15 ' ‘ 6-membered ring; '

but where R2 must always not be equal to H;
RS methyl or trifluoromethyl;

R6 H;
.~ R7,R8and R9
20 - independently of one another OSO3H, SOgH or S@R23;

" R23 CpnHann+1 or NR25R26;
o '1‘.2,3-,'4or5,7' |
- it beihg poséible for one or more H atoms in CpnH2nn+1 fo be

o , _ E replaced by F atdms; |
.26 .. R25andR26 - |
B | ' independently of one another H, CN'or C,Ho41, in which the

first CHy group bonded to the hitrogen is replaced by CO or

CS and the_.se_cond CHois l_‘ép!ace_d by NR27 E o
.z 4,2,3,4506, |
30 ‘_ _‘ o - it ﬁé_ing ﬁosé_ib[e for__dne or nﬁore H atoms in-_CéH22_+1

~ tobe replacédby_ F .a_fc_)ms;-




it being possible for one or nore . H atoms in the group CUH2tt+1 to.. be R40
and R41 H CtH2tt+1, or C(NH)NH2; tt 1,2,30r4; replaced by #i%ﬁ%ﬁﬁﬁ or
'R40 and R41 independently of one anot her hydroxyethyl

N, N- di et hyl ami noet hyl, or R40 and R41 2 June 2006 236,R42 H or ChhHZhh+1;
- hh 1,2,30r4; it being possible for one or nore H atons in the group

- ChhH2hh+1 to be replaced by F atons; bup where two substituents fromthe
‘group of R7, R8 and R9 may not S|nultaneously -be OH or OCH3, and where at
| east one of the radicals R7 R8 or RO must be selected fromthe gr oup
consi sting of -OvSOMR23, I?%ZCSRBO and NR32SObbR30; and the
phar maceutical | y acceptab 2@$Thoroacetates thereof. 10 5. A
conpound of the fornula | charagéerlznghyo;ﬂat it is selected fromthe
group consisting of: 1) _
N-[ 4- (6, 8-di chl oro-2-nethyl - 1, 2, 3, 4-tnebeaigyptrssmi@mmﬂmoféMlétom@anyl]-

~acetam de; 15 2)
4 (6 8- d| chI oro-2-nethyl -1, 2, 3, 4- t et rangldraas s ibe replacediby F atemsi enesul f on

%8 di chI or o- 2- mg{hyl 1, 2, 3, 4-tetrahydro-isoqui nolin-4-yi)- benzenesul fon

'  ‘ .am de; 4) "R25and R26
- 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl)-N, N-di net hyl
benzenesul fonani de; . 5) together with the N ‘atom to which they are bonded a 5- or
20 ‘3‘) " (6, B ehi 0?082% GBI i ahy o soquinot i - 1)-benzorc
aci d; :
10 .R2? and a CH2 group of R25 or R26 togetherrwith the N atom
to which they are bonded a 5- or 6-membered ring;
or \
'R7,R8 and R9 - |
) ~ independently of one another NR32COR30, NR32CSR30 or NR32502R30;
15 R30  H, OH, CecHocew 1, CyyH2yy-1. pyrrolidinyl or piperidinyl, in which
rings a CHy group may.be replaced by O or NR33;
R32 and R33 H, methyl or CF3;
. CC 1,2,3,4,5,6,70r8;
YW 3,456 |
20 | it being possible for one or more H atoms in the Groups CocH2coH1 and -
:nyszy_1 to be replaced by F atoms and for one or more CHp groups. to be
. ‘replaced by NR31 and for a CH2 group to be replaced by O;
- R31 H, methyl ethyl, CF3, CH20F3, acetyl, propionyi, methanesulfonyl or
- ethanesulfonyl |
l _ 25 o ._-or '

o R31 together wnth a CHa group of R30 and the N atom to which they are jomt!y

bonded forma 5-or 6-membered nng,
L A R30 yndyl lmldazolyl yrazolyl pyirolyl, triazolyl, tetrazolyl, thiazolyl or
o 30  o :  ERREN oxazolyl whlch are unsubstztuted or substltuted by a maximum of 3




7

4-(6 8- dlchloro 2-methyl -1, 2,3, 4- tetrahydr0|squ|noI|n 4- yI)ZNP%§%9@3benzan1
e; .8)

.4 (6, 8-di chl or o- 2- net hyl - 1,2,3,4-tetrahydr0|squ|noI|n-4-y|)-N—propyI-benza

~mde; 9).

4-(6,8-dichIoro-2-nethy|-1,2,3;4-tetr@@ydro-isoquinoIin-4-y|)-N—(2-dinEthyI

am no- ethyl)-benzam de; 25 10)

6, 8- di chl or o- 2-net hyl - 4- (4- nor phol i n- 4-yi - phenyl ) -1, 2, 3, 4-t et r ahydr oi soqui n

oi i ne;

2 (&, 8-l oni or o- 2 SHEBHYPN Sslestad ferp e P SSHISHBR af Fa G B i et

yl -amine 12) trifluoromethyl, NHa NHace 1;
6, 8- di chl or o- 2- net hyl - 4- (4- plpe( In phenyl) 1,2, 3,4-tetrahydroi soqui no-
“lLine; “dm)

6, 8-di ?{gjfoég drﬁéhyl 4-(4- pyrrrnol i d| n- 1-yl - phenyl ) -1, 2, 3 4- tetrahydr0| soq

~uinoli

6. 8gdi chioro- |3dé'6érmé'r1ﬂ§‘bf6néén8ﬁ{é?¥-'| TIGSOM N CrBSDY) Gkt 4ot ah

" “ydro isoquinoline;
-+ 6, 8-di chl OFO-@E)ﬁeHQ#fQ?FNIR OR41 POONRAGRA1, ?cédmizamwmmqw nol i ne;

' 4(68d|chlor02 me 234tetrahydr0|squ|noI|n -yl)- phenylamne
2 June 2006 2Z&7andif
A-[ 4- hl h I 4-yl h I -
7 'érE)pyl(ﬁrgadl (1:8) Oromdepenggnﬂyofzone anot‘iguarr%l ﬁdiri%rl goquinolin-4-yl)-phenyl]-3
. 1-T4-(6, 8-di q,m,or0324n§b|:|gl 1,2, 3,4-tetrahydro-i soqui noI i n-4-y| ) - phenyl ] - 3-
"nethyl - thiourea; 19)°
- 1-M19-(6; 8-di chl or thZ)ammseuhleiosoneDEMEﬂBMSmm@bupsﬁégHmnyl] 3-
et hyl - 5urea; 20)

N[ 4- (6- et hanesul f-‘tnwy‘ﬂa?\awnbﬂﬂ?lociff'ﬂzm-ﬂiq berapiaged bydoatamsl i n- 4-yl1 ) - pheny

- -1]- acetamd

21)N-[4- (2, 6?%Q?“qr§flﬂyl 1,2, 3, 4-tetrahydro-isoqui nol i n-4-yl)-phenyl ] -aceta
m de; H, CyH C(NH
-1022) N- [ 4- (6- br onp- 8- éh%tr"'gor NH?L 2,3, 4- tetrahydro i soquinolin-4-yl)-p

henyl]- acet ani de; #23) 1,2, 30r4

4- (8-chl oro-2-neth I-6-pyrro| idin-1-y1-1, 2, 3, 4- tetrahydro i soqui nol i n-4-
yl 55 phenyl ] - acet amt@glg possible for one or more H atoms in the group CytHott+1 to be
+.24) N-[ 4- (8- chl or o- 2- dgtléylg g_holln4y1 1, 2, 3, 4-tetrahydro-i soqui nolin-
4-yl)- 15phenyl]-a :

25) N-{4-[ 8-clgforo- 2- net hyl - 6- (4- net hyl - pi perazin-1-yl)-1,2,3,4-tetrahydro-i
- soqui nolin- 4-yi]-phenyl}-acetam de; -

26) N- { 4- [ 8- cR4&randbRAtycl opr opyl net hyl - ami no} 2-met hyl -1, 2, 3, 4-t et r ahydr o-

independently of one another hydroxyethyl, N,N-dimethylaminoethyl,

| : 20 | o N,N-diethylaminoethyl, pyrrolidinoethyl, N‘methylptperazlnoethyi
' o pzperazmoethyl morpholmoethyl or p:pendmoethyl
or o
R40 and R41 - .
together with the N atom to which they are bonded a pyrrolldlne
o 25 ~ piperidine, N-methylplperazme,.plperazme or morpholine ring;

R42  Hor ChhHonh+1:
hh 1,2, 3 Or4
it bemg poss:ble for one or more H atoms in the group ChhHZhh+1 to
_ bereplacedbyFatoms P '. R o
30 but where two substituents from the group of R? RB and RQ may not o
N N SImultaneously be OH or OCH3, R |




i soqui nol i n-4-yi]-phenyl }-acetam de; ‘
2027)5-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tet rahydr o-i soqui nol i nzﬁ}-"}ﬂ 2005. hydr ox
- y-benzoi c-aci d; : . _
28)5- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)-2-hydroxy-
N- et hyl - benzam de; '

29) 5- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4- t ebgahydro-i soqui nol i n-4-yl') - N-et hyl - 2-
" hydroxy- 25benzam de; : '

30)5- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-N(2-dinet

hyl am ng- ethyl)-2- hydr oxy-benzam de; -

57 N 16 e et fed) SoB RS PAISBIS R, R oF RAyaws b seler RO 495 8108 hydr o
Xy- benzeykistigy anCONRI0R41, -O,S :

3032) N [ 36 g Gl or o et O3, N2 OR B0, NRI2CSRI0 a1 | 4- 1) - pheny
1]~ acetNR32BOLERI0; and the pharmaceutically acceptable salts and trifluoroacetates
3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl am ne;
2 June Ho®eoR38 34) . ' : '

2- (,‘65 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yi)-phenyl am ne,
35) - ;

N- [ 4- (6 48 AdicrbSLirRt BF thiBtbithuik | AsSoidintedf ihadhifisO1-338 WHidPHe Wndadinks RNy ! 1 -
-‘5pr.opi onam de;  36)

N-[ 4- (6 RS, 8% IR3ard Rénet hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -
"~ butyranide; 3; " ' .

T N[ 2-(6, 8- di chIgPgndently, pfgne agother t, £, Gl Bry Ob, Nida, Cablpan1exigalkyt with
.phenyl ] pent angn de. , dmL 4~

38) N-[ 4- (6, 8-%’[%_%_ 8$g%a%n?%y9CEHgb§1ﬂ t etrahydro-isoqui nolin-.4-yl)-phenyl
1- 4®39)i sobusynarp de; :

N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] -2,
2- 40) di net hyl - pr ophdhagradps CaHoa+1 and OCpHop4+1 independently of one another
N-[4-(6,8-dichloro-2-pmethyl-1 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
41) cycl opr opanecar b e, it being'possible for'one or more H atoms to be rep aced 7
N-[4- (6, 8-di chl oro- ngtt&?ﬁ%’ 1,2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
15cycl obut anecar boxam de; -’ '

42) N-[ 40( 6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

15 R1,R2, R3and R4 |
independently of one another NR11R12;

R11 and R12
independently of one another H, CgHpg+1, 'Cr;Hérr_1;
e . 1,2,30r4,
20 | . 3,4,50r6, i
T | it being possible for one or more H atomsinthe
groupé CeHoe+1 and Cn-Hérr_1 to be ‘replaced -_byF o
atoms; o | -
-or , '

25 . RifandRi2

together with the N atom to which thej} are bonded fonﬁ aring sél_ecte'd
- . from the group consisting of pyrrolidine, piperidine, N-
- methylpiperazine, piperazine and morpholine; -
.30 RilandR12




" N-[3- (6, 8-dichloro-2-nethyl -

43) cycl opent anecar boxam de;

N-[4 (6, 8-di chl oro-2-net hyl -1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 42 Y¥N&#8ny| ] - 2,
2,2-.2044)tri Fl uor o- acet am de;

N—[4 (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n- 4- yI) phenyl ] -1-
45) acet yl pi peri di ne- 4- carboxanlde

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tgééahydro i soqui nolin-4-yl)- phenylj-
46) ni coti nam de;

N-[ 4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t etrahydro-isoqui nolin-4-yl)-phenyl]-nme
t hane- 25sul f onam de;

47)N-[ 4- (6, 8-di chl HFQ?PEWS‘@PMP%"%@OWW &Q%ﬁ%‘?ﬁméo%'\%f“ﬂ»ﬁswﬁﬂ
phenyl ] - 48)ethane%y@k2§@

N , N -di met hyl am no- N (6 8 di chl oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nho

i n-4- ~3049) yl } pherid - sqjﬁi-fﬁp g

. N-[3-(6, 8-di chl oro-2-neth 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyi] -

. propi onam de; 2 June 2006 239 5,02 3ord4,it bﬁlng pOSSIbleforonle ormorelHatﬁms I
tetr ro-i-soqui nolin-4 en

but r ani de;. 51) to be rep!acec?bg)(/gatoms g yl)-phenyl]-

N-[3- (§8-dichloro-2-methyl -1, 2,3, 4-t etrahydro-isoqui nolin-4-yl)-phenyl]-

" pentanam de; 5 52)

N-[ 3- (RB- R2,dR3 end R4 et hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yi ) -phenyl ] -

i sobutyram de;

N[ 3-(6,8-di &iff ecsﬂ%dﬁn%%?"efnﬁth?’?ﬁ%% aiPa b SR nol i n-4-yi1 ) - phenyl ] - 2,

- 2- dinethyl-

N-[3-(6,8-dicC Ioro ﬁgf"ilnql;ﬂR&?%14 t et rahydro-i soqui nol i n-4-yl)-phenyl]-

- 104gyc! opr opanecar Roxani ¢Iez @5}4 ith
N [ 3- (6, 8-di chl oro-2-met hyl - ' emg eoassilbéer (f)orlosnc?q%rl 'F?Sf‘"‘” atoms)topl)aﬁenyl ]-

| cycl obut anecar boxani de; @yaced byF atoms;

. 'N-[3-(6,8-dichloro 1,2, 3, 4-tetrahydro-isoquinolin-4-yl)- phenyl]
K7 i ¥es

- cycl opent anecar box

57)

. SL [23 (6, 8- di chl o o- 2- et inflepdnderRiy/oftcHe ARAHEPHIFTI{HBRLL M- 4- V! ) - phenyl 1- 2,

| m  1,2,3,4or5, it being possible for one or more H
15 | atoms in the group CyyHom+1 to be replaced by F
| atoms;
or
- R17 and R18
o _ together with the N atom to which they are bonded a 5- or
20 . - - 6-membered ring; “5‘%?* -

, but where R2 must always not be equal to H;
- RS methyl or tr_:_ﬂuo;omethyl,
R6 H;

-~ .R7,R8andR9 :
v 25 - independently of one another 0SO3H, SO3H or SO2R23;

R23 ‘ _CnnHZnn+1 or NR25R26;
. an . 1,2,3,40r5, | -
- itbeing p0531b!e for one or more H atoms in CnnHZnn+1 to be

o L replaced byFatoms
w0  R25 and R26




t (fl uoro-acet am de; 58) ‘ '
N-[ 3- (6, 8-di chl oro- 2-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 42yye $}%hy1 ] - 1-
acet yl pi-peri di ne-4-car boxam de; 59) .
'N—[3-(6,8-dichIoro-2-nethy|-1,2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI]-

20 ni cotinam de; 60)

N-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4- t etazghydr o- i soqui nol i n-4-yl)-phenyl]-ne
thane- sul fonami de; 61) :

N[ 3- (6 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nolin-4-yl)- phenyl]-
et hanesul f onam de; 25 62)

IN' , N - di Imet Eyl alm no- INl [ 3- (l%degoendgﬂ fiy PEone ARPHATH, ONor LaHaaraniiwhichdbgui no
4-
N[ 2- (6y8} e o2 o hyl - 1@ 9r9uR bonded to the nittogen is replaged by GO or | 1-

pr opi onami de; 64) Cs and the second CH
- N-[2-(6, 8-di chl oro-2-net hyl - tef{rahgdﬁge?lggaﬁlbx I3%74 yi ) - phenyl ] -
- 30 butyram de; 65) z 1 2 3 4,5 or6;

‘N-[24(6, 8-di chl oro-2-met hyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yi)-phenyl] -
pent: gnam de; 2 June 2006 240 66)t bemg possible for one or more H atoms in CzH2 541

- N[2- (6, 8-di chl oro- 2- methyl dro-i soqui nol i n-4-yl)-phenyl]-
‘i sobut yrami de; 67) “to'bé rep acecPKyF atoms;

"~ N-[2-(6, 8-di chl oro- 2- net hRI2-71 ZH%r@éaqqéaaahM:lro i soqui nol i n-4-yi)-phenyl]-2,
2- di met hyl - propi ohanm de; 5.:68)

N-[2-(6, 8- di chl or o- 2- net hyl - 1 Zaéi 4- tptz@w,dg;o i soqui nolin-4-yi)-

phenyl.j cycl opr opanecar box-am de; 69)

N-[ 2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tlbbelaamelhleﬁummrmozewa)tgmshanyl]

cyclobut anecar boxami de; - 70)

N-[2- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4- 1583 a?@%ﬂ)!q E%&%RIHB?? Ryf-%)fn-sphenyl ] -

10 . cycl opent anecappoxani de; 71)
N[ 2-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]- 2
2,2+ trifluoro-acet

| ;-N [2- (6, 8- d| chI or o- 2 met qﬁbeﬁle%\ﬁthﬁhe% a{a d l&o&lgynaorelbr(]}hé la)S-pd]renyl ]-1-
6-membered ring,
% . or
| R27 and a CHy group of R25 or R26 together with the N atom

to which they are bonded a 5- or 6-membered ring;
or |

| - R7,R8 and R9
o 20 | ‘ independently of one another NR32COR30, NRB“%I%O or NR32802R30
 R30 H, OH, CccHzcc+1 CWHgyy_-] pyrrolidinyl or piperidinyl, in wh[ch
o rings a CHgp group may be replaced by Oor NR33
| R32 and R33  H, methyl or CF3; |
. cc 1,2,3,4,5,6,7 or 8;
25y 34506
o it being possible for one or more H atoms in the groups CeeHacc+1 and
- nyszy_1 to be replaced by F atoms and for one or more CHZ groups to be . )
| , replaced by NR31 and for a CH2 group to. be replaced by O; | SR _
- ' : _' R31 H, methyl ethyl CF3, _CHQCF;:,, acetyl proplonyl methanesulfonyl or .
30 ethanesulfonyl - o S -




acet yl pi peri di ne- 4- car boxami de 15 73)°
N-[ 2- (6, 8-di chl oro- 2-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 42yHye 88y ] - ne
't hane- sul f onam de; 74)
"N-[2-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl]-
et hanesul f onam de; 75)
N , N -di met hyl am no- N-[ 2- (6, 8-di chl or 235 net hyl -1, 2, 3, 4-tetrahydr o-i soqui no
lin-4- 20 vyl )-phenyl]-sul famde; ,r 76) 1-[3-(6;
8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui no -yl)-phenyl]-3-ethyl- urea;
77)
~1-[3-(6, 8- dlchloro 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl )-phenyl ] - 3-
met hyl - thi ouRa4 togethgy W|th a CH2 group of R30 and the N atom to which they are jointly
~-1-[2-(6,8-dichloro-2-nmeth 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3-
ethyl- urea; -79) bonded onnas- or 6-membered ring;
- 1-[2-(6, 8-dicgloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl ] - 3-
“met'hyl thiourea; 80)
" N-{ 5[ 4- (6, 8- RBOhI opyrici, rmiidadolyl, pradzalyll pw@lgvdr&quwhﬁ@l ) [hlézdl Dor
N-{5-[ 3- (6, 8-di chl oro- 2- &yé 2,3, 4-1etrahydro-isoquinolin-4-y
. pheny| sul farTDyl] 4- ,4!“ & a’e g[l§l|l St&lg@g@ﬁwstnuted yamaX|mum0 3
phenyl sul f anoyl | - 4- gmjslg J
- N[ 4-(6, 8-di chl or o- ne%uﬁybégedfdi‘teﬁ%ﬁ%ﬁ%%% rf}g{ll?(ﬁ%g @fusﬁ yi]-1,
- 2- dinethyl -1 Hi mtdﬂuﬁlomethﬁuNanNHaﬂmtyIBS)
N-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-y1)-phenyl]-1,
- 2- - dimePhyl -1 Hinmidazol e- 4- sul f onami de; 5 84)
N[y (R ? g gm ﬁ 2-met hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-y|)-pheny|]-5-‘
chl oro- net hyl -1 H-pyrazol e-4-sul fonam de; 85)

N-[ 3- (6, 8- di ahdep@qcﬂemmdfyinelamleem tletcmammrmgsg%wﬁgéwmmbmqnyl] 5-

chloro- 1, 3-dinethyl-1 H pyrazol e-4-sul fonam d
N- [ 4- (6, 8- di CBCgHf21 nblﬂ-szm CONR4ORE 1 BODRA2 epQDORA2,N- 4- Y| ) - phenyl ]-5-
. brono- 10 thi ophene- 2-sul f onani de;
. _ ee and ff
o lndependent!y of one another 1, 2, 3 or 4;
15 O wWwW 3,4,50r86,
' it being possible for one or more H atoms in the groups CeeHoee+1.
CwwH2ww-1 and OCgHogse 1 to be replaced by F atoms;
R40 and R41 |
| o H, CtHott+1, or C(NH)NHg;
20 ; ot 1,2,30r4; A e
" o It being possibie for one or more H atoms in the group CiHott+1 to.be

' rré'p'lac_:ed by F atoms;

. or o
- -R40 and R41 - .
25 ~ independently of one another hydroxyethyl, N Ndimemylamihoéfhyl,
' ' N,N-diethylaminoethyl, pyrrolidinoethyl, N- methylptperazmoethyl
plperazmoethyl morpholmoethyl or plpendmoethyl

or
R P 'R40andR41 | | |
- -3 o o togetherw;th the N atom to which they are bonded apyrrohd:ne .

) ~ piperidine, N-methylplperaz_me, piperazine or morpholine ring;




- 87)

N-[3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n- 42§P?egﬂ%yl] 5-
‘brono- thi ophene-2-sul fonam de; 88) :

N[ 4-(6, 8-di chl'oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-C,

© C G trifluoro-nmet hanesulfonam' de; 15 89)

N-[3 (6, 8-dichloro-2-nethyl -1, 2, 3, 4- t egggahydr o-i soqui nol i n-4-yl ) - phenyl ] -C,
C,C t(fluoro-nmnethanesul fonani de; 90)
4- (6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl } phenyl ] -2, 2, 2-
trifluoroethapgsul f d 91)
- 3-(6, 8-di chl o‘f:kg§ H{}ﬂrqmﬁ_‘%'?‘lll tetrahydro I soqui nol i n- 4 yI) phenyl]-2,2,2
- - 20 trlfluoro ethaﬁﬁswf r% éirqh
- N-ethyl-N -4-(6, 8-Di chl or d- 2-net Hyl - 1 2,3,4-tetrahydr isquinolin-4-yl)-

benzenesul f onyl ur eaif beltig possible for one or more H atoms in the group Chh”2hh+1 to
.2-chloro-5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-1soqui nol 1 n-4-yl )

o benzenesul f onani de; be veplaced by F atoms;

35;"3& hy buf‘wﬂglfé%o ?ub%tn'ﬁie?ﬂé fr' } ltﬂgrg?gﬁ : %H??lR% aﬁd Rber}xgg? lq tOI srir%ulltgg 5! q0| | ne;

- 2-am r‘robHofﬁ)(ﬂ-{ j chloro-2-iethyl -1, 2,3, 4-tetrahydro-i soqw nolin-4-yl)- ph
enyl ] acet am de; 6)

gl- [ 4- g 6afd swhené at lpazt one bf/thaﬁ'aﬁlcalsflRVﬁRsamRH mus$ bg lslelmkemfrénmh)a-gfvb&piw ]
2-met hyi am. 0

N4 (60%"%? 9 & gﬁg(ﬂ@?ﬁ% N%%"@'@?q NRIZGER30iand NRAZSObbR3PE ) - pheny! ]
5 ant noou P ORRREERAbR acopleB Pl 9nd tuletorcatgtonanerestui nol 1 n- 4-y1) -pn

-“enylq - propi onani de; 99)
-2-am no-N-[4-(6, 8 dlchloro yl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-ph
—venyl J - Myrpgmog@ ttl@fgnnula l charactenzed in that it is sefected from the group

stiNalgF (6, 8-di chl oro-2-net hyl -1, 2, 3, 4- tetrahydro |squ| noI|n 4- y1
- phen I h )?anam de; 101) N-[4-(6, 8- dICh| or o- 2- net hyl - '

3, 4- tet1hhyfd+{4b—(6,ﬁedpuhlne¢-12nndﬂ1yl ] Qménairhhydmnwd]mdmlm@i)q&fdimgam de;
T acetamide;
- 15 _2) 4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin—4—_yl)—benzenesulfonamide;
- 3)  3+(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yi)-benzenesulfonamide;
4)  4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro- lsoqu1nol|n-4-yl)-N N-dimethyi-
‘ benzenesulfonamide;
| | 5)  4-(4-bromo-phenyl}-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline;
o 20 '6)  4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinoling- _ﬂ) -benzoic acid;
g 7 4-(6 8-dichloro-2-mettiyl- 1.2,3 4-tetrahydrorsoqu|nolm-4-yl) N-ethyi-benzamlde
' ‘ » 8) 4—(6 8-d|chloro-2-methyl 12,3 4-tetrahydrmsoqumolan—4—yl) -N-propyl- benzamlde
- 9') 4- (6,8-dichloro-2-methyl- .1,2,3,4-tetrahydro-asoqumolmA—yl) N-(2-d|methylam1no-
| * ethyl)}-benzamide; |
25 10)' 6,8-dichloro-2—methy!-4—(4-morpholin-4-yl-phenyl)—'i 2,3,4-tetrahydroisoquinoline;
- 11) [4-(6,8-dichloro-2-methyi-1 ,2,3.4—tetrahyd.roisoquinolin-4~yl)—phehyl]-diéthyl-amiﬁe
: ._312) 6,8-dichioro-2-methyl-4-(4-piperidin-1-yl-phenyl)-1 ,2,3,4—tétrahydrbisoquinoline;
13) 6 8—d-ichlof0~2-méthyl-4-(4-pyrrolidin -1-yl-phenyl)-1,2,3 4~tetréhydroisoquinoline'
_14) 6 8-d|chloro-2-methyl-4—-[4 (4«methyl—p1perazm- -yl)—phenyl] 1 2 3,:4- tetrahydro— -
L 30 " isoquinoline; : |
L 15) - 8,8-dichloro-2-cyclopropyl-4-phenyl-1,2,3 4-tetrahydrmsoqumolme |
16) 4-—(6,8-d|chloro-2_-methy!_-1 ,2,_3,4-_tetrahydro-lsoqwr_10|m.-4-yl)-_phenyla_mine;




- 102) . : - '
N-[ 4- (6, 8-di chl oro-2-methyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n- 42 y#ne gHeny| | -
10 i sonicotinam de; 103)
"N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1
H pyrrol e- 3-car boxam de; 104) - '
- N-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t etagghydr o-i soqui nol i n-4-yl ) -phenyl ] - 1H
- pyrrol e-2-carboxam de; 15 105) _
N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-1-
met hyl - pkper iy qil : aiaeer : . -
N4 (6 S0k i g?ﬁeﬁﬁ% ?H%itﬂg" 5’?%?25?‘1’%%?&?‘63-‘1%’5}%‘h%Y‘i)'H-h&f'W'f’: phenyl |
‘1, 4- di net hyl popsiugea;r ol e- 2- car boxam de; 107)
N-[4-(6, 85di - 2-aret hyl - , 3.4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-
o 260 by BelBtotadiin 264 defoahyro-soqundlin iyl phenyl-5-rhethyl
N-[4- (6, 8- di gl peg- 2- met hyl -1, 2, 3, 4-tetrahydro-i soqunofi t
-4-y}%-phenyl -2,5- dinmethyl-1 Hpyrrol e-3-carboxani de; 109)
- N-[ 45 6, $9Xi tif-{6,8-dichienor3imethy: 328, 44stratiydes-isogaipotindoyl-phényil-3-ethgny| | - 1
- H inidazol ]ﬁ-carboxanide; 25 110)
N-[ 4- (6, 8-di Pbro-z-nethyl-1,2,334-tetrahydro-isoquinoIin-4-y|)-pheny|]-1
1

[
11) 20) N-[4-(6-methanesulfonyl-2-methyl-1,2,3.4- -isoquinolin-4- -
N-[ 4- (6, AR oo 2-methyl 1 5% ATt seraherahvdrosisoquinolin-4yiyphenyll 11 - 3.
5 met hanesul 3@ MIidS; per i di ne- 4- car boxani de; direthyl-1

" H pyrazo}g- 4964 raclelh cenauinali :

N Fa 6 Al NIFIRE S 28 4 tetrhydro-aghinglin 4oy P heRYIha%eMd%neny | | - 1
H 118) 22) N-[4-{6-bromo-8-chloro-2-methyi- - - inolin-4- -
06,50 chl oo 2 oy 1. 5,3, A4S Ay g o Sots o Py
pyrazol e- 4- B&F iR de; 3-trifluoronethyl-1 H pyrazol e-4-carboxam de; 2

~ June 200@)24814ldgt) 0. -6- ATy } .
RIS (6 8 ar ChLE SNSrSR2 meVO PYTOIdRLl il e bo AN RN Ymeny |-
- “2-met hyl ani phenyidacstaddde;115)
N-[3-(6 di -2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-2-
di _Eret Emy )n Ill\ﬁ-mé@re-{;)tgﬂqogz-;m%lh!ll%,norphol|n-4—yl-1X’Z,3,4-tetraﬂydro—isoquinoﬁ/n-gl-yﬁ)} yi1]
2- aph no- N- [ pheRylRadétahligs;0- 2- methyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-y) - phe
nyl] - progionarnlde;
. ~ 25) N-{4-[8-chloro-2-methyl-6-(4-methyl-piperazin-1-yl)-1 .2,3,4-tetrahydro-isoquinolin-
4-yl]-phenyl}-acetamide;
26)_ N~{4-[8—chIoro-6-(cycIopropylmethyl-amino)-2-methyl-1_,2,3,4~tetrahydro-
isoquinolin-4-yl}-phenyl}-acetamide:; |
20 27) 5-(6,8-dichloro-2-methyl-1 ,2,3,4—'tetrahydro-isoquino!in4-yl}2—hydroxy-benzoic
acid; , ' |
28) 5-(6,8-dichloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-2-hyd roxy-N-methyl-
~ benzamide; | | .
| 29) 5-(6,8-dichloro-2—methyl-1_,2,3,4-tetrahydro—isbquinolin—4—yl)-N-ethyl~2-hydroxy-
25 benzamide; . o
30) 5-(6,8@ichloro-2—methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yi)-N-(2-dimethylamino-
ethyl)-2-hydroxy-benzamide; h ,
31) N-[5-(6,8-dichloro-2-methyi-1 ,2,3,4—tetrahydrq-isoquinolin—4-—yl)-2-hydr0xy— :
- benzoyl}-guanidine; . '
- 30 32) N-[3-(6,8-dichloro-2-methyl-1 2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-
' . acetamide; , ' _ o
33) 3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin—4-yl)—phenylamine;




117)
2-am no- N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqu? 4416 2008- y| ) - ph
enyl]- butyram de; 118)

2, 6-di arnino-N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soquinolin-4-y
l')- 10 phenyl]-hexanam de; 119)

[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t epgghydr o-i soqui nol i n-4-yl)-phenyl]-
pyrrolidi ne-2-car boxam de; 120)

3-(6, 8-dichl oro- 2- nethyl , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

[
NS (o dnRAre dehidied %*“Yl 122v§44%“%*}@5%{)8&*?@%&sﬂbphﬁnﬂaw)e 5 phenyl ] - 1

)
N-
N-
N-
H pyrrod®- 3%¢fh{6189chmhld®-2-mhyi-1 2,3 4-tetrahydro-isoquinolin-4- YI) phen q
N[ ) -phenyl]-1
H-
N-
me
N-

o | e- PreRiPPRRUAR: de )

yrrol e- 123

g 6, 5)di N4 S-d?cHWb'—'2’-t;ne7thﬁ1 B2k 4 fé} fﬂmﬁp& ok SiAaHE 2% Brényf.) - Pheny! -1
6,

di

(6,8-dichloro-2: rrethyl 3 4- t et rahydro-isoqui no
»
I

20 plperldlne 4- car boxa
8- dikutyramides- et hyl - 1, 2, 3 4-tetrahydro-isoqu of | 4-y1)-phenyl]-

6, %h'@‘gﬁf—%ﬁéfne?rr“gO@ﬁﬁgtﬁaﬁ@oﬂ@ﬂam"ﬁoﬂrn- 4-yl) - pheﬁyl ]-4-

3
p
3-
p
3-
h
3

[
N
ni
N-
2

3-
ro 1 H phen ]p@n&r@ﬁ@gxam de; 25 126)
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QRS I NI AL A ——-——

~ 15 201) (R)bl.[tyl"pﬁmj@; 8- di chI or o- 2- net hyI 1,2,3;

 4-tetra - 4- h I-3th|
'-(S) el [4213/83 @fldie?ofg Qﬁiézﬁéﬁﬁélp?%%‘%g hyl-{ &% &?/t?trgés?drgdqwamohlmfw)yl) phenyl
- t hyl

g N- 19-6 5 Jm ?%h%%ﬁam N yl-1,2,3,4-tetrahydro-isoqui nol'i n-4-yl)-phenyl]-

20 acet'h‘lra)dHS Qﬁ)&)dlctﬂtpm-%nmtbylmér&;#letﬁaIﬁjdlloaﬁﬂqvﬂmli’rw#pﬁenylp 3,4-tet
0- i soqui nol j idi % _ _ _
- 1-[3- (6 8- &@ﬁf%P%%%Pﬁ?W'%Z 3, 4-tetrahydro-isoquinolin-4-yl}phenyl]
- 120} N-{3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
. ~ isonicotinamide;
15 121) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
) pyrrole-3-carboxamide;
| 122) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-1H-
pyrrole-2-carboxamide;
123} N-{3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro—iéoquinoiin~44yl)-phenyl]-1'-methyl-
20 piperidlne-4-carbbxam|de : '
'124) N-[3-(6, 8-d|chloro—2-methyl 1,2,3,4-tetrahydro- lsoqumﬁ%ﬁﬂ-yl) -phenyl}-
L 1,4-dimethyl- 1H-pyrro!e—2-carboxam|de
. *425) N- -[3-(6,8- dzchloro—2—methyl 12,3 4-tetrahydro-nsoqumol:n-4-y|)—phenyl]~4—n|tro-
R T 1H-pyrrole~2-carboxamtde
R 25 "126) N-[3-(6,8-dichloro-2-methyi-1,2,3 4—tetrahydro-rsoqumolm-4—y!)—phenyl]-
~ 2,5-dimethyl-1 H-pyrrole-3-carboxam|de _
127) N-{3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoquanolm-4-yl) phenyi] -1H-
- - Imidazole-4-carboxamide; : ‘
RN 128) N-[3-(6, 8—dachioro—2—methyl 1,2,3 4—tetrahydro-lsoqumolm—4-yl) phenyl]-
30 o 1- -methanesulfonyl-piperidine-4-carboxamide; | ,
o "129) N-{3-(6,8-dichloro-2-methyl-1,2,3 A- tetrahydro-lsoqumo[m~4—y!)—phenyl]-
3 5-d|methyl 1H-pyrazole-4-carboxam[de




-and the pharmaceutically acceptable salts thereof. . and fromthe
pharmaceutically acceptable salts thereof. 6. A conpound of the fornula |
as claimed in claim1, selected fromthe group 1) 2 June 2006
N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n- 4- yl) - phenyl ]
consisting of. acetam de; 2 June 2006 249 2)

4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrapygro-i soqui nolin-4-yl)-benzenesul fon
am de; 3)
3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-benzenesul fon

] i d - o . .

a6 SN %‘3; %jé"“r’%"’ 2 "’d%f“&' 2R TN SRR R ey 1 -
met hyl t hi o@yezole-4-carboxamide;
et b {CqBAE NS Bt Y gt £2.5 A fetranyro-Ssoquinbin yi) phengy P!
- N4 (6~ br oBriflioh Ry 2Ry ol a2uaibdidiidelny O 01 500l ol i n-4-yi) -pheny

}\I- [ 35 (6 1§2b|1dﬂf(ﬁgﬁjd@hlﬁé@-tﬁylmelhy)-‘l32,34—tat!rahwm-mqammn-mej(lb-phéﬂyl]-$-qﬂ175ﬂnyI ] -
10 acetam dﬁu .
-N:[4-(6, 8-di %‘I‘gﬁb 2-met hyl -1, 2, 3 4-t et rahydro-i soqui nolin-4-yl)- phenyl]

. propi onasByles[4-(6, 8—d|chloro-2-methyl-1 2,3,4-tetrah dro-rsoqumohn—4- Rhenxﬂ-?—eé Aoyl ]-1

N-[4- (6, 8-dj chl or o- 2- net hyl - 34 tetra ydr0|squ|no
acetyl - pi p¥QWeae- 4- car boxam de 15 10)

N L4 (C13ap a8l 00n RS Bhhein 12, M&@ﬁ{)&%@& SR8 A Bhd <Ry 1 -

t hane- sul
N-[¥0 ( 6, 8- dihidureap- 2- met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yl)-phenyl]-
et hanes

"N, N - d Oﬂ'ﬁ@ éﬁgﬁﬁ%ﬁzo[%z('ﬂe@y&‘l (a#’ér@t@hﬁ‘i‘ﬁowpqqmg"Mﬂfﬁlﬂ&f&fﬂydro i soqui no

lin-4 20 ylj-]pﬂ]méw“]hﬁgéfam de; 13)
N-[3- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tettahydro-isoqui oTi W4-y1)-phenyl]-

~ propi on‘gﬁﬁ)dg [3—1&;84:!tchloro-2-methyl-1 2 3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-4-methyi-
N-3-(6, 8- dﬁﬁ@}a%n%t?-c@%&am%ez 3, 4-t et rahydro-i soqui nol 1 n-4-yl ) -phenyl ] -

but yram.de;
15 137) N-[3-(6,8-dichloro-2- ~methyl-1,2,3 4-tetrahydro-lsoqumohn-4-yl)—phenyl] -piperidine-

{-carboxamide;
138) N-[3-(6,8-dichioro-2-methyl-1 12,3, 4-tetrahydro-isoquinolin-4-yi)-phenyl]- _
morpholine-4-carboxamide;
1139} N-[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
| 20 pyrrolidine-1-carboxamide;
| 140) 3-[3-(6,8-dichloro-2-methyl-1, 2 3 4 tetrahydro«lsoquma‘;fhﬁM-yl) -phenyl]-
_ 1,1-diethyl-urea;
"141) 1-[3-(6, 8-d|chloro-2-methyi 1,2,3 4~tetrahydro-lsoqu|noI|n-4-yI) phenyl]-3-methyl-
_ urea; :
25 142) 1-{3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqu:nohn-4-yl)—phenyi]
3- -(2-dimethylamino-ethyi)- -urea;
-1143) 1-[3-(6,8-dichloro-2-methyl- 1,23 A-tetrahydre-isoquinoiin-4-yi)- phenyi]—
- 3-(tetrahydro-furan-3-yi)-urea; . :
e _144) 13-, 8-dichloro-2-methyi-1,2,3 4-tetrahydro-.soqumonn-4-y|)-phenyf]- .
30 - 3- (tetrahydro-pyran-4-y£)-urea : . =
- 145) 3-[3-(5, 8—d|chlor0~2-methyl 1.2, 3 4-tetrahydro-|soqu1nol|n~4-yl) phenyl]- -methyl-
1-(1 -meﬂmyl-pupendm#yl)—urea S




25 15) ' ' ,
N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

i sobutyramni de; 16) 2 June 2006
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]

- cycl opropanecar boxam de;

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-teyggahydro-i soqui nol i n-4-yl)-phenyl]
cycl obut anecar boxam de; 18) . '
'N—[3 (6 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yi)-phenyl] -2,

2 N- [ 3-( 6*@):—? L% é‘ﬁe&!g{%g%-wetiﬁ%?z %OAP ?etraﬁlydl o-}soqumohn«tl—yl) phenyl]-
3,4-tet rahyﬁ(sldirﬁ@mylamhm@répym idtRyMikal- acet yl - -

eridi car boxam

RL I[Os I( 6'|[437 )d3- &T(%ﬂ@(qﬂ%@r%weiéylﬂ %.344—teétafwyféﬂwmifm4mh)1nhenyl}l ) - phenyl j -

. t

. m fg I(gag1 gf%?g&%thglamln%-efhyp-'&rrg;atgfyltuer ?ahydro i soqui nolin-4-yl)- phenyl ] me
'w?ge( 6194;38)f‘b[3al(6 ﬂ-dlczfﬁd"))t-%-methyi-z'l 23 344-tetl£ahyr(]irc()j—lsoqumohn-tl—yle phezyl]—liii- henvl -

or.0 et rahydr o-i soqui nol i n- en
et hanesul f&héﬁ?‘@@y%geoﬁp%w&m%t hyl am noyN- [ 3- (6q yi)mPheny
8- di chl gy ﬁ?lﬁ'a lclﬂor%éigrfe’tﬁﬁﬁrf‘mﬁjfé‘?rdh%%'is'&ﬁhldbhﬁ-ci -Hi§-phenyi]-

oyl phenyl]

N-[2-(6, 8- @-Ghinethoxy-etbyhyred;, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl) - phenyl j -

| 'CVCEO?%%T Ghiee5BdBiapieniyig. 234 tolihAisgaH el Y Pheav eIy 1 - 1 |

‘acqt)yl - p| eylltens- 4- car boxani de; 15 26)
1-[3- (6 dlchloro 2-methyl-1,2,3, 4-tetrahydro- |squ|noI|n 4-yl)-phenyl]-3-
et hyl - -[32$)B-d|ch!oro-2-methyl -1,2,3 4-tetrahydro-isoquinolin-4-yl)- phenyl]—3—pyr|d:n-

- 1-0 3- (6 8 qﬂﬂmrgéo 2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenylj - 3-
._rmsth 1- thiolireat” 28)

L 2I (. &?% - [ﬂw(msgaﬂmmmetﬁyla,,zw -tettatayclisoquirasiini a.9f) iphehylild-mdany | | - 3-
. Et[_g 26 8- gﬂﬂ@?%ﬂ@*%%@?@ﬂdp 2,3, 4-tetrahydro-isoqun-yi)-phenyl]-3-net hyl
15 153) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3-methyi- '
urea;
154) 3-{2-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,1-dimethyl-urea;
_ 155) 3-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
20 1-diethylurea;
L _ -‘1 56) N-[2-(6, 8-d|chloro-2—methyi 1,2,3 4—tetrahydr0~isoqu1nﬁ%ﬁt4-yl)-phenyl] plpendlne-
B ' 1-carboxamide; :
L :-'-.1757) N-[2-(6,8-d|qhioro-2-methyl-1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-
o - morpholine-4-carboxamide; | | | :
.25, ~158) N-[2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqu|nol|n-4—yl) phenyl}-
- -pyrrolidine-1-carboxamide; |
159} 1-{2-(6, 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm—4—yl) phenyl]-
| . 3-(2-dimethylamino-ethyl)-urea; S : : . o
| 160) N-[4-(6,8-dichloro-2-methyl- 1 2,3, 4-tetrahydro-|soqumolm-4—yl)-phenyl]—4 methyl« -
30 piperazine-1-carboxamide; : SR
el 161) N-{4-(6,8-dichloro-2-methyi-1,2,3 4- tetrahydro-:soqumolm-4-yl)—phenyl]- B
pyrrohdane—1 -carboxamlde oL




Zlgw&za

31) _ : : -
[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yi)-phenyl]-1,
thiourea; 30) N{5-[3-(6,8-dichloro-2-nethyl-1,2; 2 June 2006
4-tetrahydro-isoqui nolin-4-yi)
enyi sul f amoyl ] - 4-met hyl - t hi azol - 2-yl ) - acet em de; di net hyl -

I m dazol e- 4-sul fonam de; 32) 246
[ 4- (6, 8-dichloro-2-methyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yi)-phenyl]-C,
CcC

C G trit o ot by RaralBoncng o s 4 TR do iRt Py hem - st 1 ©
- N-ethyl -N -44re8; 8-di chloro-2-nmethyl -1, 2, 3, 4-tet rahydro-i soqui nolin-4-yl)
be , " J 006, 251
-~3§§‘§f[”ist%%‘-ﬁ-&ﬁ%m@oéﬁﬁéhﬁﬂ,.isse-aetf@mwncgmmamnwu=.yi )- phenyl |

-2- d imethy Wﬂlrﬁ@ﬂ'@ﬁﬁF
36) 2, 6-di am no-N-[4-(6, 8- dICh| oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nolin-4

C-yi) 5 p e | 34k iare:2-methyl-1,2,3 4~ -tetrahydro-isoquinolin-4-yi)-phenyi]-

- 937)N:-[4-(6, oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
]-1H pyrr olﬁ1 ?‘%ﬁﬂﬁﬁ?ﬁm de;

38) N-T 4- - -yl h I
SN | : ﬁ@)gg 8-dliohictolERiréthyi, 2.5 fottyaRbUSioRirloiAL A bRy V1 ) - Pheny! ]

39)N-[ 4-(6, & Imeihadaqunmetﬁsvl)-mea,s 4- tetrahydro i soqui nol i n-4-yl) - phenyl |

T e el Q%hwppfﬁeih?%ﬁﬁf Fanramplssaaiifiniyrehenylpingridine - 1

ZF1) K?Egzm oo o dﬁg t hy t et r ahyd i n-4-yi) - phenyl ]
ne et r ahydr o-i soqui nol i n- 4-yi en
-2. et H&gﬁ}{-%@ééﬁ rgel- methyl 1 2 3 4-tetrahydro-¥soqumohn94 -yl)-phenyl]- yi)-pheny

11542) N- [ 3- ( gacpRblid-2lcarssd®iigy! - 1. 2, 3, 4-tet rahydr o-i soqui nol i n- 4-yl ) - pheny
1] -2- dlrretmllamno acetam de; .

~ 43) 2- anilf8) [43(6(&dmfom-meu%ga-mﬁt#tetﬂa@d&%ﬁ;trﬁiﬁh&gﬂ@@ﬁﬂﬂoI in-4-yl)-
phenyl]- prepiona ‘
44) 2- am no- @F}?T@GB di chl oro-2-net hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)

- pheEdy| 1169) [4-(6,8-dichloro-2-methyl-1 2,3 4-tetrahydro-isoquinolin-4-yi)-phenyl}-methyl-
7 amine;
~ 170) 1-{4-(6,8-dichioro-2-methyl-1 2,3 ,4-tetrahydro-isoquinolin-4-yl}-phenyl}-
1,3-dimethyl-urea;
171) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumol|n-4-y!) -phenyl}-methyl-
20 4-methy1-p|perazane-1-carboxamtde :
. A172) 144-(6, 8-dichloro-2-methyl-1,2,3,4 tetrahydro-lsoqumgﬁm-'yl)-phenyl]-
o 1,3,3-trimethyl-urea; .
- 173) N-[4—(6,8—.dlchloro-2—methyl-1-,'2,3,4-tetrahydro-isdquinolin~_4-_‘yl)-phenyi]-méthyl—" :
_ piperidine-1-carboxamide; o
25 174) N-[4-(6, 8-dichloro-2-methyl-1,2,3 4~ tetrahydro~!soqumol|n-4-yl)-phenyl]-methy!—
' | - morpholine-4-carboxamide; _ :
-175) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro~1soqu|nolm~4~yl)-phenyl]-methyl—
) pyrrolidine-1-carboxamide; .
: 176) 1-[4-{6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-:soqumohmtl»-yl) phenyl]-
- 30 3-(2-dimethylamino-ethyl)-1-methyl-urea; - |
R 177) 1-[4-(6, 8—d|chloro-2-methyl-1 2 3 4-tetrahydro-|soqumolm-4-y|) phenyl]—
-3 3-d|ethyl-1 -methyl—urea B




20but yr am de; _ _

45) 2, 6-di am no- N-[-3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin 4
yl)- phenyl]-hexanam de; _ , 2 June 2006

- 46)N-[ 3-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]
-1-nmet hyl - pi pe(di ne-4-carboxam de; 2547)

- N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t eyzahydr o-i soqui nol i n-4-y1) - phenyl ] - 1H
- 48) im dazol e-4-carboxani de;

N-[3-(6, 8-dichl oro-2-nmethyl -1, 2,3, 4- tetrahydro I soqui nol i n-4- yI) phenyl ] -1-

th di 4
,ﬁ[sa? ef'@)cﬁ r&%(%ﬁoao { 2 E?eti'g;!i% :ﬁﬁ'}‘g ?Wﬁﬂwq%féfﬂlﬁal)mhewﬂn phenyl ] - 3,
N—[3 (6, 8- cflm(-:rﬂ?rg:doe 2-met hyl -1 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1 .
H di met H8)13-(B18-ichlom-2- mettyi%&&mtetrahmmaamwnolm—éq&)ephem]-meﬂuhe 2006
- 252 51 :
: 34[.3-(%3,8 ALy 0- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ]_-1,‘
' “8i net80)IN 8-dichloro-2- - - - -
N3 (o o) e dloro 2 ety 1 &k tetratydlro ol Y e T A et hy! -
" pi-perazi ne-HY"@H‘ﬂ'BGX"&ﬁ?'@Qxas“dﬁ
N[ 3- t I I
L3 (o fepitepondiiel M@%@yﬁ 3,4 NSRRI ey mefieny! 1 -p
-~ N-[ 3- (6, 8- giperidines1-bansdxaphidé; 2, 3, 4-t-etrahydro-i soqui nol i n-4-yi)-phenyl] -

hol

N1 5 (61885 B chlormehmetivi4 2.3 4 tetramsiiseavioglidnil-Pheavl ) - phenyl | -
101gyrrol | di N8-tdmediyRoxadn de; 56)
- 3-[3-(6, 8-dichl oro-Z-met Ryl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl] 1
C1- di et1l$,3|) AdBe(8; 8—6mj1loro~2-methyl -, 2, 3 4-tetrahydro-lsoqmnolm-4-y1)-phenyl]—

: rlre'E ﬁyl(e_ 813*58”'5@5@%% gpt hyl -1, 2, 3, 4-tet rahydro i soqui nolin-4-yl)- phenyl] 3
[3- (883) N-[3¢ a;w:o?ﬁdmtzlmetﬂylza,,2,344-teqra1ﬁav&rs@qumumﬂbJpheﬂwafﬁetﬁﬁe nyl]-3-

| (12- di met?u | am no- et hyl ) - urea
o . morpholme-4-carboxam|de ,
- 15 "185) N-[3-(6,8-d|chIor0-2-methyl-1,2,3,4-tetrahydro-isoquinolin—4—yl)~phenyl]—methyl~4-'
methyl-piperazine-1-carboxamide; |
186) 1-{3-(6,8-dichloro-2-methyi-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
~ 3-(2-dimethylamino-ethyl)-1-methyl-urea:
187) 1-[3-(6,8-dichloro-2-methyi-1 .2.3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
.20 3,3-diethyl- 1-methyl—urea'
" 188) 2-dimethylamino-ethyl [3-(6, 8—d1chloro~2-methyl 1 25 4’tetrahydro—usoqumolm-
. 4-y|)-pheny[]—carbamate ' : : |
: ~'189) 2—d|methylammo-ethyl [4-(6,8-dichloro-2-methyi-1,2, 3 4- tetrahydro-lsoqumolm-
__ . -yl)-phenyl]-carbamate
25 : 190) 2-dimethylamino-ethyl [2-(6, 8-d:chloro—2-methyl—1 2,3 4-tetrahydro—1soqumolm-
B 4-yl)- phenyl]«carbamate
| 191) methyl [3-(6, 8 -dichloro-2-methyi-1,2,3 4-tetrahydro~|soqu1nolm-4-yl) phenyl}-
- carbamate; ' '
192) ethyl [3-(6, 8-d|chioro-2-methy1 1,2,3,4- tetrahydro—rsoqutnolm-4-yl}-phenyl]-
30 carbamate; '
| 193) isopropyl [3-(6, 8-d|chloro-2-methyl 1,2,3 4-tetrahydro-lsoqumolm-tl—yl)-phenyl]
i carbamate




59) ' '
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3-
(tetrahydro-furan-S-yI)-urea; 60) 2 June 2006
1-[3-(6, 8-di chl oro- 2- net hyl - , 3, 4-tetrahydr o- |squ|noI|n 4-yl) - phenyl] 3-
20 (tetrahydro-pyran-4-yl)- urea 61)

3-[3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4- tegaghydro I soqui nolin
-yl)-phenyl]-1-nmethyl 1-(1- rnethyl pi peridin-4-yl)-urea; 62) -
3-[3-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl ] =1-
(3 di et 6

(3 S 1ot B R 508 B 82 @ﬁs‘ba%}rarhyﬂm rispyinPIB N 1 -
(2- dinet hylrzilmm}-oartlramatei met hyl - urea; 64)

-1-[3-(6, -2- 1,2, 3,4-tetrahydro-isoqui nolin-4-yi henyl ] - 3-
( 3[ dl(et g{[% éﬁpﬁﬁ}r@g—mg Wi-1; 234—te¥rahydro-|sgqumoim—4—yl)—)|:;h¢)anﬁ]- Y I
1-T3-(6, 8- dbgﬁkﬁﬁgm@ nmet hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
(2 . 30 net hoxy- et hyl Yurea; 66) -1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3;

4215 egr7 ?Wﬁﬁ) dsapsopyli[4-46 Brdidhlpto-2phethyl-1 23, wétrélnwra-.yéqumm-yﬂrw?euZ006
1-[3-(6, 8- dcéma(g?%t% met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4- yl ) - phenyl ] - 3-
p

2(68d|chloro 4-tetra r'soquin
hyl - pi p@haﬁYhéal’.baﬁtﬁf@oxam de; 5 69)
2- (6. hyd I 4-yl h I 3-
hyl( ) flgngbﬁ{%gg {5, 8&%5\'\3—2—%&%@91 1 2t3e£{ Ee%r%y%?o—%s%%%lljr{orlllg-i-&)-ph% i pheny I-

20 ( 6, 8- deatbamate2- net hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4- y|) ‘phenyl] 3-
2--di th urea; 71
[4-(6 n%gm@gﬂqggégzg-ﬁ{\?%mﬂmg 14,3, 3drtetrablydroHsoquinalin-dad pplyenyiphenyl | - 4-
~methyl - 10 RicRedR%ulsH .boxam de; 72) .

1-[ 4- (6 8-di chloro-2-nmethyl-1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl)-phenyl] - 3-

thyl - 2@9)968) N—:Bi;" (6, 8-dlchloro-2-methyl 1,2,3,4-tetrah dro-lsoqusnolm-4—yl) henyl]-

4-(6, 8-dj or 9 -metl?jyl-l 2,3, 4- tetrahy r o-i soqui nol |n-4eyl) phenyl] 1,
di met hyl'l'% esulfonamide;

15 201) (R)- 1-[2-(6,8~dichloro-2-methyl-1,2,3-,4«tetrahydro—isoquinolin-4-yl)-phenyl]—
3-ethyl-urea;

202) (S)-1-[2~(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-|soqu|nolln-4-yl) ~phenyl]-
3-ethyl-urea;

N-

et
1-
met

1-

(

N

nme

t
3
[
: y{ i di n19%3 @l 2.urn@ahgﬁ&bpﬁl [4-(®, 8-dlchloro-2-mekh)y 1-4,2.5 2,34~ tetrahgﬁiFO-l_'sgg\}lT?lll’[gﬁéﬂgﬂ ]-4-
i
[

e
3-[
“1-

_ 203) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4—tetrahydro-isoquinolih-4—y|)—phenyi]¥
20 aoetamide' :
204) 4-(3-bromo-phenyl)-6 8-dichloro-2-methyl 1,2,3 4-tef‘mﬁvafo-lsoqumolme
205) 1-[3-(6, 8—d|chloro-2-methyl 1,2, 3 4- tetrahydro-lsoqumolm-4-yl)—phenyl]- :
o 3-(2-hydroxy—ethyl)—urea : : : :
' 206) ethyl 3-(6, 8-dlchloro-2-methy!-1 2.3 4-tetrahydro-|soqumolm-4-yl)-benzoate;
.. 2% 207) 3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro~rsoqulnolm-4-yl) benzoic acid.
. .andthe pharmaceutically acceptable salts thereof.
~.and from the pharmaceptlcally acceptable salts thereof.

| : 1_ | 6. A compound of the formula | as clalmed m clalm 1 selected from the group
.30 consrstlng of: : S L
) ‘N-[4-(6, 8-d|chloro—2—methyl-1 2 34 tetrahydro—;soqumohn—4~yl)-phenyl]— S R '
acetamide : s '




15 74)

3-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
1- diethyl-urea; 75) 2 June 2006
1-[4-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yi)-phenyl]- 3-
(2- dinethyl am no-ethyl)-urea;. 76)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- t?q ahydr o-i soqui nol i n-4-yi)-phenyl]-

20 . norpholine-4-carboxamde; 77) N ? -di chl oro- 2-net hyl - 1, 2, 3;
4-tetrahydro-isoqu nna4-yl)-phenyl]-formm de 78)

N[ 3- (6@8 dt{rgé"hocfl&loromza é’t'hyll1 534iettrael%3;c?rh¥g{gqomrllo in ypﬁéngeﬁeguleon%pnﬁgg 'l

for

1-[3- (68)8 8- @qu“mardmlrhéfthylh %3344etfr§w<ﬁ=83i§8®mcﬂﬂq4lw%‘nﬂeﬁéé(dlﬁon@ﬁﬁrﬁ@'] 1,
3; 3- trimet %I-urea 0)

| 25
- 1-] 3- (6h)8- di-Eh(GBulichipis:Brynethyizt, 3,344 tefratydyarisoquinafioi 4l iphenyfBymptiyhy | | - 1,

3- di net hyl 81) _
‘ 3-(6, 8- (}w&ﬁﬁ%‘}o 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl]-ne'

[
hyB- 18) phi[4-(8;84ticHiblocx-ametHd: 1,83, £detrahydro-isoquinolin-4-yl-phenyi]-3-ethyi-

[ 3-(6, 8-di chl(%ro 2- met hyl - lﬁZ 3 4- tetrayhydroql soqui n%l)lpn ygll p¥1enyl] me
y
- [

Z”Z

hyl -4 et H&fﬁapl perazi ne- 1- car boxani de; 2 June 2006 254 83)

s L

3-(6, 8-di camletﬂmldé-rrethyl 1, 2 3 4 t et rahydro-i soqui nol i n- 4-

1) ) NI Serse it s T Ao slaninct ke

yl )mphenyl lacefdrRgRnt e; 86) 2-di rret hyl am no- et hyl
[ 2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-

yl)- ph&)yl ]N-Eﬂer(&amfdortﬁz-)netbylhylz 3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
[3-(6, 8-di %3@158 cig-;t hyl - 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]- 10

‘car bamat €;
S) - N- [ $)( 6 NB[4d{6;Blditiflord- m(iétuyl 1123, 8-44ratafdra MEMmAIROAYE. BhiA=adatyipheny | ]

.- .met hanesul ¥onam de;
" 9)-1-]2- (‘GPPQﬂQE‘I'ﬂ‘GT‘@fQOm'H?I-l 2,3, 4- tetrahydro i soqui nolin-4-yl)- phenyl]

T 315 -10) - N-[4~(8,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-methane-
‘ sulfonamide;
11} N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahyd ro-isoquinolin-4-yl)-phenyl]-
ethanesulfonamide;
12) | N',N'-dimethylamino-N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-
- 20 yl)-phenyl}-sulfamide; |
13) N-[3-(6,8-dichloro-2-methyl-1,2,3; 4-tetrahydro-lsoquuﬁiﬁ*-:l-yi) -phenyl]-
propionamide; :
“14) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-t_etrahyd_ro-isoquino!in-4-yl)-‘phenyl]- _
- ' butyramide; |
25 15) N-{3-(6, 8-dichloro-2-methyi-1,2,3 4—tetrahydro-|soqumolm-4-yl)-phenyl]
. isobutyramide; :
"~ -16) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro—-1soqumohn-4-y!) phenyl]-
- . cyclopropanecarboxamide; :
17) -N -[3-(6,8-dichloro-2-methyk-1,2,3 4-tetrahydro-|soqumo[m-4-yl)-pheny|]
30 I. cyclobutanecarboxamlde :
- 18) N-[3-(6, 8-d(chloro-2-methyl-1 2,3 4-tetrahydro-:soqumolm~4«y|) phenyl]-2 2 2—
o tnﬂuoro—acetam!de




et hyl -urea; 15 90) : -
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
-(2- hydroxy-ethyl)-urea; and fromthe pharmaceutically accepfalvhe28d6t s
thereof. 7. The use of a conmpound of the formula | and of the
-pharmaceutically acceptable 20 salts thereof for producing a nedlcanent
for the treatnent of disorders which o) be influenced by inhibition of the
sodi um proton exchanger of subtype |11 ?&HES), i n which the neanings are:
R1, R2, R3 and R4 independently of one another HZ F, O, Br, 1, CN, N2,

3 o o R L o e S oty one

or m)re H atpip@ridice decarbptanmd; by F atons; in the groups CaH2a+l and
OCbH2b+ ndependent|ly of one another 1, 2, 3, 4, 5 6, 7 or 8, it being

“possi bl 2DoN T, 8rdichlere-2imatbyist 23 4detraipidroésbdaindfinad-giyghenfll-O H or

. CcH2c+1, Zqﬂﬁﬂ %@ 255 ¢ 1, 2, 3, 4, 5 6, 7o0r 8, it being possible for
- one or nore atons 'to be replaced by F atons, x zero orl; y zero, 1, 2, 3

- or 45 5 20eMNe[3-{8:8atichigro-2-mghyi 2!3?4-%tf‘élﬁrd%<~1§o -
~ “unsubstituted,_ or supstituted b{/ 1-3" subst i°t uent gﬁ?gg%gﬁjﬂpr oﬁq n}%%a%er oup
" consi sting Suifenamde;g. oN NOR, OH, NH2 or CdH2d+1; d 1, 2, 3 or 4, it

bei ng pegyi IN-g- (G)B-O‘Rﬂl%rBQ AR H fﬁoﬁetra:l’n?fd}"oqistaau{n%ﬁkglc-ﬁ?-p%ny'!:!]-at o, or
_ ethanesulfonamlde
R 23) -N',N'dimethylamino-N-[3-(6, 8~d|chloro-2-methyl-1 2,3 4-tetrahydro-|soqumohn—4—
10 yl)-phenyl]-sulfamide; .
24) N-[2-(6,8-dichIoro-2-methyl-1,2,3,4—tetrahydro-isoquinolin—4-y!)-phenyl]-
| cyclopropanecarboxamide;
.25) N-{2~(6,8-dichloro-2-methyl-1 2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-acetyl-
o piperidine-4-carboxamide;
15 26) 1-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm-ti-y!) phenyl]-3—ethyl-
~ ures;
27) 1-[3-(6, 8-dlchloro-2-methyl-1 2,3 4-tetrahydro-isoquinolin-4-yl)}-phenyl}-3-methy!-
thiourea;
28) 1 1-{2-(6,8-dichloro-2-methyl-1 2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
.20 . urea;’
29) 1-2-(6, B-dichloro-Z-methyl-1 2,3 4—tetrahydro-lsoqu:n:%“‘i‘ﬂ*yl) phenyl]-3-methyl- |
o " thiourea; - : |
, '39) N-{5-{3-(6,8-dichloro-2- -methyl-1,2,3 4—tetrahydro-lsoqumohn-4-yl)
: _ .phenylsuIfamoyl]-4-methyl-thlazol-2-yl}-acetam|de
. 25 _31_) N-[3-(6,8-dichloro-2-methyl-1,2 ,3.4-tetrahydro-isoquinolin-4-yl)- phenyl]-1 2-
. d:methyl 1H-|m|dazole-4-suffonamade :
32} N-[4-(6,8-dichloro-2-methyl-1,2,3, 4—tetrahydro-|soqu:no!an-4-yl) phenyl]-C C C-
. trfﬂuoro-methanesulfonamlde S _' :
: © 33) N-[3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqu:nolln-4-yl) phenyl] C C C—
o _'-_.30_ - tﬂﬂuoro—methanesulfonamlde : DI
' 34) N-sthyl-N'4-(6, 8-d;chloro—2—methy| 1,2,3 4 tetr:ahydro-[soqumolm-tt-yl)-
'- _benzenesu!fonylurea ' '




R1, R2, R3 and R4 independently of one another heteroaryl, it being
possible for zero, 1, 2, 3 or 4 N atons, zero or | oxygen atomor zero or
-1 S atomto be present. as ring 15 atons; or Rl, R2, R3andR4 28 JunelépRthdent |y
of one another CONRL I R12 or NR11R12; R11 and R12 independently of one

anot her H, CeH2e+J! 1, 2, 3, 4, 5, 6, 7 or 8 3, 4, 5 6, 7, or 8, it
bei ng possible for one or nore H atonsgqn the groups CeH2e+l and CrrH2rr-1
~to be replaced by F atons and for one or nore CH2 groups to be replaced by
0 or  NR13; R13 Hor CrH2f+1; f 1, 2, 3 or 4, it being possible for one or

T bR SR el 5 2 R P Bl e o o2

2 June ZOOGthﬂQmo_aBéfhnﬁag R12 together with the N atomto which they
are bonded a 5-," 6- or -menbered ring; or R11 and R12 independently of

“one anoBﬁ)ar2,@Sﬂ@min@wd%-dmfa'meﬂlﬂ'1@ﬂzbﬁ9ﬁajﬂyﬂlEO-BQqﬂmouﬂ-“W[) 6, 7 or
-8, it bei ngpﬁml l%)gana%ldgne or .
5 37) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm-4-yl) phenyl] 1H-
pyrrole-3-carboxamide;
38) N-4-(6, 8—d|chloro—2—methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]- 1-methy|-
p[peridme—4-carboxam:de
o 39) N-{4-(6,8-dichloro-2-methyl-1 ;2,3,4-tetrahydro-isoquinolin—4-yl)—phenyl]-1-
_ 10 methanesuIfonyl—piperidine-4—_carboxamide; '
~ 40) "N-[4-(6,8-dichlofo-2—methyl-1,2,3,4—tetfahydro-isoquinolin-4-yl)-phenyl]-1 H-
"~ pyrazole-carboxamide;
41) N-[3-(6,8-dichloro-2-methyl-1,2,3 4~tetrahydro-|soqumol|n-4-yl) pheny[]—2-
C methylamino-acetamide; :
15 42) N-[3-(6,8—d|chloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
~ dimethylamino-acetamide;
43) 2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
propionamide; '
44) 2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl}-
20 butyramide; :
45) 2,6-diamino-N- -[3-(6, 8—d:chlor0-2—methyl 1.2,3 4-tetrahyd’fo-lsoqu1no[|n-4-yl)
phenw]hexananude : : .
46) N-[3-(6, 8—d|chloro~2-methyl 1,2,3,4- tetrahydro-:soqulnolm-4-yl)-phenyl]- -methyl—
o piperidine-4-carboxamide; '
25 47) N-[3-(6, Bsdichloro—2~methyl-1,2,3,4-tetrahydro-iéocj_uino!in-4—yl)-phenyl]-1H—
_ lmldazole-4-carboxamtde
48) N- [3 (6,8-dichtoro-2-methyi-1,2, 3 4-tetrahydro—1soqu:nolm-4-y|)-phenyl] 1-
o methanesulfonyl-plpendme-4—carboxam1de '
| o -49) N-[3~(6,8-dichloro-2-methyl-1,2,3 4- tetrahydro-|soqumohn—4—yl)-phenyl]—3 5-.
S80 dimethyl-1H- pyrazole-4-carboxamide; -
S 50) N3-6, 8-dichloro-2-methyl-1,2,3 4-tetrahydrooisoqumohn-ti-yl)-phenyl] H-
| pyrazole-carboxamude S o




by O or NR13, nore H atqonms to be replaced by F atons, and it being

possi ble for one or nore CH2 groups to be replaced or Rl, R2, R3 and R4 15
i ndependently of one another -Ch-SOS-R15, with h zero or 1; ZJune28061 or
2; R15 CkH2k+1, OH, OCIH21+1 or . NR17RI8; k 1, 2, 3, 4, 5,6, 7 or 8, it

bei ng possible for one or nore H 20 atons to be replaced by F atons 1 1, 2,

3, 4, 5, 6, 7 or 8, it being possible %@% one or nore H 25 atons to be
replaced by F atons; R17 and R18 i ndepehdently of one another H or

Cm2mtl; m1l, 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore H
to be replaced by F atons and for one or nore

atons i h mt1
CH2 grog’ﬂé ?’ﬁb@ué)'g% #-pthyl-1853 . AdstrahyriRtisoquirtin-d-ydy-pleahyint1- n
1,2, 3or4;  2diHes 29% 257 it being possible for one or nore H atons in
O1H2n+1 to be repl aced by F atoms; 5 10R5 15 20 R6

- 52) N-[3-(6,8-dichloro-1 234-tetrahydro~lsoqumolm-4-yl) ~-phenyl]-4-methyl-

_ - plperazme-i—carboxamlde
5 +53) N-3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-|soqu|noIm-4~yl)-phenyl]—p4pend:ne—
' 1-carboxamide;
.5'4) N- [3-(6 8-dichioro-2-methyl-1,2,3 4—tetrahydro-|soqulnolan-4wyl)-phenyl]-
_ morpholine-4-carboxamide; '
N " 55) *N-3-(6, 8-dichloro-2-methyl-1,2,3 4- tetrahydro—rsoqumohn-4-yl) -phenyl}-
.10 . pyrrolidine-1-carboxamide;
56)  3-[3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqulnolln-4-yl)-phenyi] 1,1-
~ diethyl-urea;
:.57)‘ 1-[3-(6, 8-dtchloro—2-methyl—1 2,3 4-tetrahydro-1$oqumohn—4—yl) phenyl]-B—methYl—
L - urea;
15  58) -1-[3-(6, 8-dichioro-2-methyl-1,2,3 A-tetrahydro-isoquinolin-4-yl)- phenyl]-3-(2—
dimethylamino-ethyl)-urea;
59) 1-[3-(6,8-dichloro-2-methyi-1 2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
| (tetrahydro-furan-3-yi)-urea;
i 60) 1-[3-(6,8-dichioro-2-methyl-1 ,2,3,4-tetrahydro—isoquinolin-4~yl)-pheny!]-3—
20 ~ (tetrahydro-p yran;4-yl)-urea
' 6-'1) . 3-[3-(6,8-dichloro-2-methyl-1,2,3 ¢tetmhydro-lsoqu1nof?21-yl)-phenyl]-1-methyl- '
T 1-(1 —metl':yl-plpendln—4-yl)—urea , | :
L 62') 3-[3-(6,8-dichloro-2-methyl-1 2 3 4—tetrahydro-tsoqumolm-4—yl) phenyl]- ~(3-
o _dlmethylamzno-propyl)-1~methyl-urea , .
| 25 63) 3-[3-(6, 8~dtchloro—2-methyl 1,2,3 4—tetrahydro-isqu|nol|n-4—y!) -phenyl}-1- (2-
' ' ‘dlmethylammo-ethyl)-1-methyl—urea
- 64) 143-(6, 80:0hlom-2—methyl 1,2,3 4—tetrahydro-rsoqumolm-4-yi) -phenyi]-3- (3~
- diethylammo—propyi)-urea
: 65) -1-[3-(6, 8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqu:nolm-4-yl) phenyl]-S (2—
30 methoxy-ethyl)-urea; . : :
L -._6_6) 1-[3-(6,8-dichloro-2-methyl-1,2,3, 4- tetrahydro-lsoqulno!m-4-yl)—phenyl]—3—pynd:n— N
' 3-yl)-urea - '




25 or RL7 and R18 together with the N atom to whi ch t hey are bonded a 5-,
6- or 7-menbered ring; or R19 and a CH2 group of R17 or R18 together vmth
the N atom to which they are bonded a 5- or 6-menbered ring2JHne@gp®p+1,

CssH2ss-1, COR20 or SO02R20; p 1, 2, 3, 4, 5, 6,70r8, ss 3, 4, 5 6, 7 or 8,
I s being possi ble for one or nore H at oms in_' CPH2p+1 and CssH2ss- 1 to be
replaced by Fatons, R20 CgH2q+1; q 1053, 3, 4, 5, 6, 7 or 8, it being
possi ble for one or nore H atons in CqHZ2q+1 to be replaced by F atons and
for one or nore CH2 groups to be replaced by 0 or NR21; R21 H or CrH2r+1;

e ) 2G2S RR S Rl SRRl Rl SR L B T

- OOt H2t +1 or4.m2; sandt |ndependently of one anot her-1, 2 3, 4, 5, 6,
7 or 8; dd 3 8, it being OSS|bIefor one or rmreHatomsin

. CSHs+ 168)cd&+@d@.81d1§hlerce@tmﬂﬂ1y&1 233 Heetrapydroggomyinalinaf-ohsphara/fl-ontopl

1,2, 3or4; 04 ei ng possi bIe for one or nore H atons in
CUFRU+1 t O?%é&%‘in?e PRattkahlidd

5  69) 1-[2-(6,8-dichloro-2-methyi-1 2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
L urea; _ o o | |
70) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylj-3-(2-
o :_ dimethylamino-ethyl)-urea;
" 71) N-[4-(6,8-dichloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-4-methyl-
. 10 plperazme-1-carboxam1de
72) 1-[4- (6 8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm~4-yl) phenyl]-3-methyl-
: - Uurea; ,
- 73) 3-[4-(6, 8-dichloro-2-methyl-1,2,3 4~tetrahydro-lsoqu:no!m-4-yl) phenyi] -1,1-
o d:methyl-urea
15 - 74) - 3-{4-(6,8-dichloro-2-methyl-1,2,3 “A-tetrahydro-isoquinolin-4-yl)- phenyi] 1,1-
diethyl-urea;
- 75) 1-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro—|soqumol|n-4-yl) phenyl]-3-(2-
dtmethylammo-ethyi)-urea,
- 76) | N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl}-
', 20  morpholine-4-carboxamide; ' _
77) 'N-4-(6,8-dichloro-2-methyl-1,2,3 4‘-tetrahydro—isodun’ﬁgﬁ?a4-yl) phenyl]-formamide; |
. 78) " N-{3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqu1nol|n-4-yl) phenyl]
o : . 'formarmde ' : :
.+ 79) 143-(6,8-dichloro-2-methyi-1 ,2,3,4—tefrahydro-isoquinolin—4-yl)-phé_nyl]-1,3,3-
. | 25 trimethyl-urea; ' |
' .80') 1-[3-(6,8- d:chloro—2-methyl 1,2,3 4—tetrahydro-|soqu1nol|n-4-yl)-pheny1] -1,3-
o dimethyl-urea;
- 8'1) N-[3-(6, 8-dlchloro—2—methy[-1 2, 3 4—tetrahydro-lsoqu:nolm-4-y|)-phenyl]-methyl-
S o ‘morpholine-4-carboxamide; - :
" 30 82) N-[3-(6, B—dlchloro—Z-methyl-1 2,3 4-tetrahydro-:soqumol|n-4~yt) phenyl]-—methyl—4-
LR 'g_.methyl-plperazme-1-carboxamlde -




replaced by F atons; 10 15 .20 25 z 1, 2, 3, 4, 5, 6,70r8; 3, 4, 5 6, 7 or
. 8, It being possible for one or nore H atons to be replaced by F atons
and, in CZH2z+1, it being possible for one or nore H atons ?d{llb%m@ﬁ)l aced
by F atons and it being possible for one or nore CH2 groups to be'repl aced
by 0, CO CS or NR27; R27 H or CaaH2aa+l; as 1,2,3o0r4; it being possible
for one or nore H atons in CaaH2aa+l é%be repl aced by F atons; or R25
and R26 together with the N atomto whi they are bonded a 5-, 6- or R7,
R8 and R9 i ndependently of one another -Ov-SOmR23; Vv zero or i; w zero 1

ndependaht 1SapastEngbPHBR - @Eﬂgwﬂga%o@u@p i e 8, 7 or

.8, it Dbei ngdmﬁymhﬁné_@fh nepéth eaH atons in ChnH2nn+l  CmH2mm 1 and
, OOppH2p§+1 to be repl ace F a ms R25 and R26 i ndependently of one
-.anot her 14[) @rd|I@ethyhmlﬂeiethﬂz[gfﬂg&dl;:hloro—Z-methy[-‘l .2,3,4-tetrahydro-isoquinolin-4-

S yl)-phenyi]-carbamate;
-5 85) A2—dlmethylammo-ethyl {4-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumolm-4-
' yi}-phenyll-carbamate;
86) 2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-
-yl -phenyl}-carbamate;
87) ‘methyl [3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumo!ln—4-yl)-phenyl]-
10 . carbamate; ,
88) (Ror S)—N-[3-(6,S-dichloro-z-methyl-‘l ,2,3,4-‘tetrahydro—isoquinolin#—yl)—pheny!]—
- methanesulfonamide;
.. 89) (R or S)-1-]2-(6,8-dichloro-2-methyl-1 ;2,3,4-tetrahydro-isoquinolin~4-y!)—phenyl]-3-
- '_ | ethyl-urea; '
.'- A1"5 90) 1-[3-(6,8-dichl'oro-2-methyl—1 ,2,3,4—tetrahydro-isoquinolin—4—yl)-bhenyl]—3-(2—
hydroxy-ethyl)-urea;
and from the pharmaceutically acceptable salts thereof.

7. 'fhe use of a compound of the formula | and of the pharmaceutically acceptable
.. 20 salts thereof for producing a medicament for the treatment of disorders which can be
influenced by inhibition of the sodmm-proton exchanger ofg%'&‘type HE (NHE3),
| in which the meanings are:
RY, R2, R3 and R¢
lndependently of one another H, F, Cl, Br, |, CN N02, OH, NHo, C5Hog4+1, -

%5 CqqH2qq-1, OCbH2b+1, COOR10, OCOR10, COR10 or Ox-(CHg)y-pheny;

aandb A
' in the groups CgHo 441 and OCpH2p+1 independently of one another
1,2,3,4,5,6, 7 or 8, it being possuble for one or more H atoms to be
. _ _ replaced by F atoms; ' o '
.30 - . qq 3,4, 5 6,70r8,it bemg possnb!e for one or more H atoms to be
RS . * replaced by F atoms; ' R '
© R10 Hor CgHoge1:




7-menbered ring, 2 June 2006 259 R27 and a CH2 group of R25 or R26 together
with the Natom to which they are bonded a 5- or 6-nenbered ring; or R7,
R8 and R9 5 independently of one another NR32COR30; NR32CSR3@ Juine 2006
NR32SObbR30; R30 H, CccH2cc+1, CyyH2yy-1, pyrrolidinyl or piperidinyl, in
which rings a CH2 group may be replaced by 0 or NR33; R32 and R33 :
independently of one another H or ChH2xsl;, bb 2 or 3; 10 cc 1, 2,3,4, 5,
6,70r8; vyy 3,4,5,6,70r8, h1l, 2, 3, 4, 5 6, 7 or 8, it being possible
for one or nore H atons in ChHZh+1 to be replaced by F atons, and it being

possi bl e for one or_nore 0 o] %:c H2cc+l and QywH2yy-1
“to be replaced by F atorrsﬁgllg’ gg? @ 05?’ Fr@f“'g]g Rgsible ﬁuﬁg\etgragrer pl.aced by

NR31 and for a (CH2) gro@omtb@gr@pla%gcb@a%}ns% “R31H, CkkH2kk+1,
COR65 or SO02R65; 1, 2, 3, or4 .rte kkit being possible for one or nore H at

| ‘ms to be repl’éced l:%ﬁfFQﬁt@rrs H, CyxH2xx+1; rR65xx 1, 2, 3 or 4, it being
- -pOSSI bl e for fne or,dipr £ fsaﬁp‘{rs to be, repl aced by F atom; R31

5 ' where the phenyl ring in the group Ox-(CH2)y~phenyl is .

* unsubstituted or substituted by 1-3 substituents selected from
the group consisting of F, CI, Br, CN, NO9, OH, NH» or

CdHad+1:
, ‘ d - 1,2,30r4,it beihg possible for one or more H atoms
10 - to be replaced by F atoms,

or
~ R1,R2,R3and R4 |
| | _independently of one another heteroaryl, it being possibie for zero,1,2,30r4
7 N atoms, zero or 1 oxygen atom or zero-or 1 S atom to be present as ring
15 . -atoms;
. or .
R1, R2, R3 and R4 |
| independently of one another CONR11R12 or NR11R12;
R11 and R12- |
2200 - ~ independently of one another H, CeHzeﬂalggHzrr_
___e _ 12345670r8
. 3,4,5,6,7,0r8, _ -
E , it bemg posmble for one or more H atoms in the groups CeHoe+1 and
- | CrrH2rr-1 to be replaced by F atoms and for one or more CHo
28 | - - ‘groups fo be replaced by O or NR13;
' g | CR13- H or CfHofe1; |
- f 1,2, 3 or4, it being possible for one or mdre H
- atoms to be replaced by F atoms;
R o | S ,
A 30 ER R13-énd a CHg group of R11or R12 together with the N atom

to which they are bonded a 5- qu—rhe_m_bered_ ring;




forms together with a CH2 group of R30 a 5-, 6- or 7-nenbered ring;'or,RBO
a 5- or 6-nenbered heteroaryl with 1, 2, 3 or 4 N atons, zerq or | S at ons
and zero or 10 atons, 2 June 2006 260 10 which is unsubsti t ueting200

substituted by up to three substituents selected fromthe group consisting

of F, d, Br, I, CooH2o0+1, NR70R71; R70 and R71 |ndependently of one

anot herH CuuH2uu+1 and COR72; R72 H 28WH2W1; o00, uu and w i ndependently
of one another 1, 2, 3, 4, 5, 6, 7 or8; it being possible for .one or nore
H atonms in the groups CooH2oo+l, CuuH2uu+l or CWH2w+l to be replaced by F
atons; or -154R7, R8 and R9 independently of one another H F, d, Br, 1,
NC2, CN, OH NH2, CeeH2ee+l OwmH2vw 1, OCffH2ff+1, NRAOR4A1l, CONRAOR41,
COOR42, COR42RdN ardRW22, ee and if 20 independently of one anot her 1, 2,

.3, 4, 51 Sor 8; : 25 .it, bei, si. bl H atons in the group
CtHtt+l to be % i'é‘%!‘%'g‘gifpgﬁ gﬂd"c}? r}'&ﬁ'Yearﬁ %egetﬁtzegpf)ups to be .
repl aced ww 3; 4, 5 67-R6Mbetdd ffy;ng possible for one or nore H atonms in the

ar ougs CeeH2ee+1
' or -

R11 and R12
independently of one another COR14, CSR14 or SOoR14;
R14 CgHzg+1, '
_ _ - g 1,2,3,4,5,6,70r8, itbeing poss:ble for one or -
10 o - more H atoms to be replaced by F atoms, and it being
| possible for one or more CH2 groups to be replaced
by O or NR13,
Cor |
- +R1,R2,R3 and R4
15 independently of ene another -Oh-SOj—R1'5, with
' ' h zero or 1;
i zero, 1 0or 2;
R15  CyHok+1, OH, OCHo+9 or NR17R18;
k 1,2,3,4,5, 6, 7 or 8, it being possibie for one or more H
20 ) atoms to be replaced by F atomsr%_,
| 1 ".1 2,3,4,5,6,70r8,it belng possible for one or more H
- atoms to be replaced by F atoms;
. R17 and R18
| independently of onie another H or CryHome1:

S 25 | - m 1,2,3,4,5,6,7 or 8, it being possible for one or more
H atoms in the group CpHom+1 to be replaced by F
atoms and for one or more CHy groups to be replaced
by O, CO, CS or NR19; .

L o R19  HorChHop+1;
30 o R _ n 1,2,30r4;




CW\WH2w, t and OCFfH2ff+l to be replaced by F atons; R40 and R41 H, ,
COttH2tt+l or C(NH)NH2; ft 1, 2, 3, 4, 5, 6, 7 or 8 2 June 2006 261 it
bei ng possible for one or nore H atons in the group CggH2gg+®iung 2066
_replaced by F atons, and it being possible for R44 together with a (CH2)
group of R40 or R41 and the N atomto which they are jointly bonded to
forma 5- or 6- nenbered ring, 10 or 280 and R4l with the N atomto which
they are bonded a 5- or 6-nenbered ring; R42 H or ChhH2hh+1; hh 1, 2, 3A 4,
5, 6, 7 or 8; it being possible for one or nore H atons in the group

ChhH2hh+1 to be replaced by F atO”Bitt%:ﬂgiﬁﬁfélﬁl%fﬁ?oﬁé%me'mafan%

characterized in that conpounds of the used |ch t he

nmeanings are: Rl, R2, R3 and R4 indefgtignty Jo bé replacedby ffeatorntd; F, C, Br,
[, CN, NG, OH, NH2, CaH2a+l1l, cycl.oalkyl with 3, 4, 5 or 6 C atons,
- OCbH2b+1, COOR10; é’éndb 20 i ndependently of one anot her 1, 2, 3 or

4M t % ng possi bl e f@ggﬁ@m nore H atons to be repl-aced by F atons; R10 H
or CcH2c+1; ¢ 1, 2 or 4, it being possible for one or nore H atons to be

T epbaced by F atons; 25tmyetRdr will2 thd-Bl atoch Awhich they are bonded a 5-, 6- or
- ‘ 7-membered ring;

or

R19 and a CH2 group of R17 or R18 together with the N atom

L : to which they are bonded a 5- or 6-membered ring;
10 R5 - H, CpH2p+1 CSSH233_1 COR20 or SO2R20;
p 1,2,3,4,5,6,7 or 8,
ss  3,4,5,6,7or8, is being possible for one or more H atoms in
o CpH2p+1 and CssHoss-1 to be replaced by F atoms,
- | R20  CgHaq+1;
15 q  1,2,3,4,56,70r8,
L it being possible for one or more H atoms in CqH2g+1 to be replaced
by F atoms and for one or more CHo groups to be replaced by O or
NR21;

L ~ R21 HorC/Hors1;
. 20 _. o o " r 1,2,-30r4; - o ,

| R "it'being possible for one or more H atoms in C/Hor+1 to be

S replaced by F atoms; | :
= R6 H, F, CI Br l CsH2s+1, CddH2dd-1, OH OCtHgt.q.-] or OCOR22;
| o | ‘ sandt
| 25 o | independently of one another 1, 2, 3, 4,5,6,7 or 8;
S dd 3,4,5,6,7 or8, it being possible for one or more H atoms in
| CsHas+1, CddHadd-1 and OCgHat+1 to be replaced by F atoms; .
R22  CyHayst: | | |
P | -1, 2,3 or4;




I ndependent|y of one another 5- or 6-nenbered heteroaryl selected fromthe
.group consisting of pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl,
‘tetrazolyl, thiazolyl and oxazolyl; 2 June 2006 262 indepeno?\s*"r{qeﬁzogf5 one
_anot her CO\IRl | R12 or NR11 R1Z2; R11 and R12 independently of one anot her
H CeHe+l, CrHzrr-1; e 1,2, 30r4 if 3, 4, 50or 6, it being possible for
‘one or nore Hatons in the groups CeHiggl and CrrH2rr-1 to be repl aced by
F atons or R11 and R12 10 independently of one anot her hydroxyet hyl,
N, N- di et hyl am noet hyl, N, N-di et hyl am noet hyl, pyrrolidi noet hyl ,

N ety o per sz Doet BB e BERIEH AR e ey

are bonded a pyrrolidine,p net hyl pi perazi ne, piperazine or
mor pholine ring; 20 R14 Cgﬁpédé?fﬁyF%OTyB or 4, it being possible for one

or nor eR7THRSandsRIt 0 be repl aced by F atoms; or 25 RI, R2, R3andR4

‘i ndependent | v, 802R15 or R15 or Rl11 and R12
i ndependent | ylng%p%@elﬁ FFH}e &f (g% REFHR14, CSNHR14
5 zero or 1;
zero, 1 or 2;
R23 CnnH2nn+1, CmmHme_"[, OH OCppHpr-}-‘[ or NR25R26
nn and pp

E N . _ independently of one another 1, 2, 3, 4, 5, 6, 7 or 8
10 - . mm  3,4,56,7o0r8,
it bemg possible for one or more H atoms in CpnHopn+1,
CmmHme~1 and OCpszpp+1 to be replaced by F atoms;
R25 and R26 :
| | ' mdepende_ntiy of one another H, CN or CzHoz4 1, CooHoz7.1; |
15 z 1,2,3,4,5,6,7 or 8:
' zz 3,4,5,86, 7 or 8, it being possible for one or more H

atoms to be replaced by F atoms and,
in CzH2z41, it being possible for one or more H atoms

e . to be replaced by F atoms and it being possible for
o 29 . o o o : '_:"one or more CHo groups tg%"’replaced by O, CO, CS
' o o 'or NR27; '
R27 H or CaaHoaa+1;
- aa 1,2,30#4;, : _
o _ o it being possible for one or more H atoms in -
.25 o | CagH2aa+1 to be replaced by F atoms;
o : or ' .
"R25 and R26
together with the N atom to which they are bonded a 5— 6-or
SRR o . 7—membered ring,
30 R or .




or SO2R14; CkH2k+1, OCIH21+1 or NRI7R18; k 1, 2, 3 or 4, it being possible
for one or nore H atons to be replaced by F atons; 1, 2, 3 or_ 4, it being
possi ble for one or nore H atonms to be replaced by F atons; 2 WRE09606 R17
_.and R18 independently of one another H CH2mtl., in which the first CH2
group bonded to the nitrogen is replaced by CO and the second CH2 group is
replaced by NR19; 10 15 1, 2, 3, 4 orphkg it being possible for one or nore
- H atons in the group Cnt2m+l to be replaced by Fn 1, 2, 3 or 4; it being
-possible for one or nore Hatons in ChnH2n+l to be replaced by F atons; or

K7 and RS together W he M S b LTG5 o Reabim e
oot i or cooree: - sanift MR Bel s Bor e BRI AR R B,
-~ -indepergtently of one another 1, 2, 3 or 4; it being possible for one or
fnpre Fy-%ﬁggath&§st+l and Ot H2t+1 to be replaced by F gtons; |
5 - | fndependently of one another NR3ZCOR30,' NR32CSR30 or NR32S0Op,,R30;
'R30  H, CeoHace+1, CyyHayy-1. pyrrolidinyl or piperidinyl, in which rings a-
_ CHoa group may bé replaced by O or NR33; |
R32 and R33 independently of one another H or CHow+1:
_ bb 2o0r3;
10 e 1,2,3,4,56,70r8;
| "y 3,4,5,6,70r8;
h 1,2,3,4,56,7or8,
it béing possible for one or more H atoms in ChHop+1 to be replaced by F
atoms, and it being possible for one or more H atoms in the groups
15 - CeeHocc+1 and CyyHoyy-1 to be replaced by F atoms and for one or more
CHo groups to be replaced by NR31 and for a (CHp) group to be replaced by
‘O';
R31 M, CiHokke1, CORBS or SOoR6S5;
o | kk 1,2,3,0r4; g
20 - R it being possible for one or more H atoms to be replaced by F. -
o o atoms, - | o | |
" R65 - H, CyyHoyxe1; | |
' XX 1; 2, 3 or 4, it being possible for one.or more H atoms
- to be replaced by F atoms; |
- .25 or - |
R31  forms together with a CHo group of R30 a 5-, 6- or 7-membered ring; .
or | |
R30 a 5- or 6-membered heteroaryl with 1, 2, 3or4 N atomé, zero dr 18

atoms and zero or 1 O atoms,




25 R22 CuH2u+1; u 1,2,30r4; it being possible for one or nore H atons in
. CuH2u+1 to be repl aced by F atons; R7, R8 and R9 30 mdependentl& of one
anot her OSG3H, SOBH or S02R23; 2 June 2006 264 10 15 20 R23

ComtH2mm 1, OCppH2pp+1 or NR25R26; nn and pp i ndependent|y of one anot her

1, 2, 3, 40r 5, mm3, 4, 5o0r 6, it being possible for one or nore H

atom; I n ChnH2nn+1 Crm1—|2nm1 and OCppppp+l to be replaced by F atons;
R25 and R26 independently of one another H, CN or CZH2z+1, in which t he
first CH2 group bonded to the nitrogen is replaced by COor CS and the

second CH2 is repl aced by, It .b possi bl e for

one or nore Hatons in CZT—@E% SU{Z' S&%Setﬁlrlteegl%-cseuc?%g@tﬁggygﬁst %I]@% H or

CaaHaa+1; as 1, 2,3 or suybstitudmts eelenmfrbhﬂhe@roa @oﬁéxsﬂ’ﬂ@{]@fﬁ of oFF| | n
et

- CaaH2aa+1 to be repl aced at ons; R25 and 6 to er Wth t N
atom to which t hey are bgndéaoa“ﬁ N%F’OR@ menbered ring;

o R70 and R71 |
-5 | | : - independently of one another H, CuuH2UQ+1 and
| COR72; B
R72  H, CyyHouws+1:
00, uu and v
. _ . _ independently of one another 1, 2, 3, 4, 5, 6, 7
10 ‘ ' - org;
it being possible for one or more H atoms in the
groups CooH200+1, CuuHauy+1 OF CwHawi+1 tobe
replaced by F atoms; |
or
15 R7,R8and R9 |
independently of one another H, F, CI, Br, I, NOg, CN, OH, NHy, CogHpea+1.,
CwwH2ww-1. OCfH2fr+1, NR4OR41, CONR4OR41, COOR42, COR42 or
OCOR42,
L ee and ff
o 20 - mdependently of one another1 2,3, 4, Bfﬁf%som
o ww  3,4,5,6,70r8;
it being possmle for one or more H atoms in the groups CeeHoea+1,

_ CWWH2WW_1 and OCiHoff+1 to be replaced by F atoms;
L _ ‘R40 and R41
.25 | H, CygHatt+1 or C(NH)NHo:
B 1,2,3,4,5,6,7or§; _
| it being possible for one or more H atoms in the group CﬁH2ﬁ+1t0 be :
_ repiaced by F atoms and for one or more CH2 groups to be replaced
e -byOorNR44
30 R44  HorCggHaggn: |
- © 9 123456708




or R27 and a CH2 group of R25 or R26 together with the N atom to which
they are bonded a 5- or 6-nenbered ring; 25 or R7, R8 and RO i ndependently
“of one another NR32COR30, NR32CSR30 or NR32SC2R30; rings a CA? Ug?g 096 may be
_replaced by 0 or NR33; R30 H, OH, CccH2cc+l, CyyH2yy-1,.pyrrolidinyl or

pi peridinyl, in which R32 and R33 independently of one anot her H or
ChHz2h+1; 2 June 2006 265 ccl, 2, 3, 4,451 6,70r8; yy3, 4, 5 or 6; hl, 2, 3or4,
10 it being possible for one or nore Hatons in ChH2h+1 to be replaced by F
atons, and it being possible for one or nore Hatons in the groups

- CccH2cc+l and CWMH2yy-1 tg b by F ato d for,.one or nore

(CH2) groups to be repl aéto%e§9 ﬂ%g‘%?eaﬁ)&c%grora[n?r&' PP APNELBEPr epl aced by
0; R31 H, CkkHzkk+1, COR63; beképlécedzbys,at@rhsélandt bedgosaasi bl e
.for one or nore H atons t pI aced by F atons, 5 H OXXH2xx+1; 1, 2,

-3 or 4, it bei ng possi bl éorfﬁ44dmgetherwi!h@ Qﬂ:!—@gmpbfd%@orﬂﬂlﬂaamﬂthbwlz

- atons; 15-20 25.or R31 together a roup or R30 and the N atomto
which they are jointly b(ﬂi‘gpdomﬁ\% H‘%’-ar@rlo yorpdedtp farpya o- or 6-

5 o membered ring,
cor
R40 and R41
with the N atom to whlch they are bonded a 5- or 6-membered ring;
R42  Hor ChhH2nh+1: '
10 ‘ hh  1,2,3,4,5,6,7 or8: |
it being possible for one or more H atoms in the group ChrHohh+1 f0

be replaced by F atoms.

| 8. The ué_se' as claimed in claim 7, characterized in that compounds of the formula | are
.16 used, in which the meanings are:
R1,R2, R3 and R4 ,
: independently'of one another, H, F, Cl, Br, I, CN, NO2, OH, NH2, CgHoa41,
cycloatkyl with 3, 4, 5 or 6 C atoms, OCpHop+1, COOR10;
_ a and b ‘
C20 o o |ndependently of one another 1, 2, 3 or 4:it%sging possuble for one or
L . ~more H atoms to be replaced by F atoms;
R10 - Hor CeHacst;
c 1,2, 3 or4, it being posmbie for one or more H atoms to be repiaced
N by F atoms;
25 or R
R1, R2, R3 and R4
independently of one another 5- or 6-membered heter'oaryl'se!ected from the
_group consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl triazolyl, tetrazolyl
, thzazolyl and oxazolyl
© 30 or | |
~ R1,R2,R3and R4-




or R30 a 5- or 6-menbered heteroaromatic system sel ected fromthe group
consi sting of pyridyl, imdazolyl, pyrazolyl lyl, triazolyl, tet razoI%I ,
- thienyl, thiazolyl and oxazolyl, whi ch are unsubstltut ed or séd4rs 20RG%d by

- up to three substituents sel ected fromthe group consisting of F, C, Br,

|, CoOH2o00+1. NR7OR71, R70 and R71 independently of one anot her H,
CuuH2uu+1 or COR72; R72 H, C, NH2w+1; ﬂ)% uu and w i ndependently of one
another. 1, 2, 3 or 4; 2 June 2006 266 bei ng possible for one or nore H
atons in the groups CoOH200+1, CuuH2uu+l or CWH2W1 to be replaced by F
atonms; or 5 R7 | nde of one another H F, d, Br, 1,
NC2, CN, OH, Kﬁ?p% g"gg mﬁﬁex@ﬁﬁww NR{TRYRORA1, CONRACRAL, -
COOR42, CORAZ2RAN arlddORA2; eeandff 10 i ndependently of one another 1, 2, 3
or 4; 15 to be selected independently of one another hydroxyethyl, |, _
N, N- di et hyi ami noetlnﬁﬂpemdemt@ afimel anditherdt "G LHopy{ rOHBpet hyl
- N- et hyl pi per azi noet hyI {o‘rzperam noet hyl, norphol i 'noet hyl ‘or
_pi peridinoethyl ;. 4 grordl, it bei ng possible for one or nore H atons
in the groups OeeH2ﬁ,-e+1, 3915%%/%1 and OCffH2ff+1 to be repl aced by F
at ons;

‘it being possible for one or more H atoms in the groups

CeHoe+1 and CyyHopr. to be replaced by F atoms

or
, R11 and R12 ‘
10 - independently of one another hydroxyethyl, N,N-dimethylaminoethyl,
N,N-diethylaminoethyl, pyrrolidinoethyl, N-methylpiperazinoethyl,
| - piperazinoethyl, morpholinoethyl or piperidinoethyl;
“or \
o R11 and R12
15 together with the N atom to which they are bonded a pyrrolidine,
- piperidine, N-methylpiperazine, piperazine or morpholine ring;
- or -
R11and R12

- independently of one another COR14, CSR14, CONHR14, CSNHR14
20 ~ orSOaRi4;

t

g - 1,2, 3 or4,it bemg posssble for one or more H atoms
to be replaced by F atoms;

. or .

. 25 R1,R2,R3andR4

" independently of one another OSO3H, SO3H S09R 15, or

"R15 CkH2k+1, OCjHoj+1 or NR17R18;

' k - 1, 2,3 0r4,it being possible for-one or mbfe_ H atoms td be o

| replaced by F atoms; S . . ,

- A3O - | : ‘I - 1,2, 3 or4, it being possible for one or more H atomstobe - R
| | replaced by F atoms; - o




R40 and R41 H, CttH2tt+1 or C(NH)NH2 ; ft 1, 2, 3, 4, 5, 6, 7 or 8; it
bei ng possible for one or nore Hatons in the group GtH2tt+1,to b
replaced by F atons; or 20 R40 and R41 25 or R40 and R4l toaélf"-ﬂeégoqgth
~the Natomto which they are bonded forma ring selected fromthe group

- consisting of pyrrolidine, piperidine, N-methyl piperazine, piperazine and

nmor pholine; 30 R42 H or ChhH2hh+1; hhpgh 2, 3or4; 2 June 2006 267 it being
possi ble for one or nore H atonms in the group ChhH2hh+1 to be replaced by
F atons. 9. The use as clainmed in claim7, characterized in that the
meani ngs-in formul are: , R2, RBandR4 -i.ndependently of one another H,
F, d, Br, OH NHZ?RgﬁE§+%1§(1:ycloal kyl with 3, 4, 5 or 6 C atons,
- OCbH2b+1; aand b 10 in t Hadepenmil %ﬁélan@membdrg,, L pde et iesof one
-another 1, 2, 3 or 4, it bg?ng poggﬁbl e for one o %tﬂH atons to be
- replaced by F atoms; or CIR3grétth bBadedth Ré nitrdgee repldceddy OOcarmibieher
NR11 R12; 15 R | and R12.20
- second CH2 group is replaced by NR19;

 5 o _ -~ m . 1,2,3,40r5 it being possible for one or more H
atoms in the group CypHom+1 to be replaced by F

atoms; |
"R19  Hor CnhH2n4+1;
N | : n 1,2,30r4;
10 S - itbeing possible for one or more Hatoms in CpHpp+1 to be

replaced by F atoms;

or -

~ 'R17 and R18
- together with the N atom to which they are bonded & 5- or
16 6-membered ring;

- R5  H, CpHap+1; CssHogs-1;
p 1,2,30r4;
sS 3, 4, 5 or 6, it being possible for one or more H atoms in CpHap+1 and

. o CggH2gs-1 to be replaced by F atoms;
. 20 R6  H,CgHpg+q, OCHatsq or OCOR22; e
- : .s‘and-t , | |
- independently of one another 1, 2, 3 or 4;
it béing possible for one or more H atoms in CgHog41 and OCtH2t+1
o | . . 'to be replaced by F atoms; |
25 R22 CyHgysr:
u Lz3mk . : ‘
it being possible for one or more H atoms in CyH2y+1 to be replaced
- by F atoms; |
- R7,R8and R9 R

30 independently of one another OSO3H, SOgH‘or S0oR23;




.25 independently of one another H, CeH2e+l, CrH2rr-1; e 1,2,30r4, if

- 3,4,50r6, it being possible for one or nore H atons in the %ﬁl ??Q H2e+1
and Cto be replaced by F atons; or Rl11 and R12 together w atom

_to which they are bonded forma ring selected fromthe group consisting of
pyrrolidine, piperidine, N nethylpiperazine, piperazine and norpholine; or

RI.I and R12 independently of one anotgigy COR14, CSR14, CONHRI 4, CSNHR14

or SO02R14; - R14 CgH2g+1l; 2 June 2006 268 g 1, 2, 3 or 4, it being possible

for one or nore H atoms to be replaced by F atons; or Rl, R2, R3 and R4

I ndependent | y o Agt her 15, RL +1 or NR17R18; k
1, 2, 3 or 4, BB@ﬂ’b&%m Ibrcs 2ppH 14 e replaced by F
atonms; R17 and R18 hﬁlgﬁ[g%dently of one another H or CnH2mtl,

‘independently of one another 1, 2, 3, 4 or 5,
. mm  3,4,50r6,
-5 i't'.be_ing possible for one or more H atoms in CnaHonn+1.
: '.CmmH‘me-‘t and OCppHopp+1 to be replaced by F atoms;
'R25 and R26 ' |
independently of one another H, CN or CzH2,4.1, in which the
| | . first CH2 group bonded to the nitrogen is rep!aced by CO or
10 . CS and the second CHs is replaced by NR27:;
| z 1,2,3,4,50r6; |
' it being possible for one or more H atoms in CoHo74
to be replaced by F atoms;
R27 Hor CéaHzaa.;..ﬂ]; |
15 T ‘ aa 1,2, 3 0or4;
- ‘ it being possible for one or more H atoms in
Caatoga+1 to be replaced by F atoms;
o .
-R25 and R26
20 togetherwith the N atom o which thef are bonded a 5 or
R 6—membered ring; |
or ' ST -
R27 and a CH2 group of R25 or R26 together with the N atom
_‘ |  to which they are bonded a 5- or 6-membered ring;
25 o |
" R7,R8andR9 |
_independ_e‘ntly of one anbther NR32COR30, NR32CSR30 or NR32S09R30;
R30  H, OH, CecHaces1, CyyHayy-1, pyrrolidinyl or piperidinyt, in which
L : rings a CHo gfoup may be replaced by O or NRSS;
30 : R32 and R33 independently of one another H or ChHoh+1;




m1l, 2, 3, 4 or 5 it being possible for one or nore H 10atons in the group
CmH2m+1l to be replaced by F atoms; r R17 and R18 15t oget her \g} h&é@&@l\l at om
to which they are bonded a 5- or 6-nmenbered ring; R5H, CPH2p i ss-1;
p 1,2,30r4; 20ss 3, 4, 5 o0or 6, it being possible for one or mF t atoms in
CPH2p+1 and CssH2ss-1 to be replaced by F atons; R6H,. CH3; R7, R8 and RO
I ndependently of one another OSO3H, S or 802R23 25R23 CnnH2nn+1 or
NR25R26; nn 1, 2, 3,4 or 5, it being possible for one or nore H atons in
CnnH2nn+l to be replaced by F atoms R25 and R26 2 June 2006 269 10 15
I ndependent |y of one another f CZH27-+1, in which the first CH2
group bonded to thé’cnltragg 3 é $e€|507a‘é'é§l- by CO or CS and the second CH2 is
' repl aced by NR27; 1,2, 3 4, 8y it being possible for-one or nore H atons
i-n CZH2z+1 to be réepl aced by F atoms; R27 H or CaaH2aa+l; as 1,2,30r4; it
bei ng p055| bl e for tone orl, @pB8®r4;atons in ‘

it being possible for one or more H atoms in ChH2h+1 to be replaced by F

-5 ' 'Vatoms, and it being possible for one or more H atoms in the groups
" CgcHoce+1 and CyyH2yy-1 to be replaced by F atoms and for one or more |

(CHg) groups to be replaced by NR31 and for a (CHy) group to be replaced by

o

| - R31 .H, CkkHokk+1,.COR65 or SO9R6S5;

10 . kk 1,2,3,0r4;
' it being possible for one or more H atoms to be replaced by F atoms,
R65 H,CyoHoxxst: |
- xx 1,2, 3 or4, it being possible for one or more H atoms
fo be reptaced by F atoms;
15 or

R31  together with a CHp group or R30 and the N atom to which they are
' jointly bonded form a 5- or 6-membered ring;
or
, , R30 a5 or 6-membered heteroaromatié system selected from the group
' .2_0 ‘ ) B consisting of pyridyl, imidazoly, --pyrazolyt?)%mlyl, triazolyl, tetrazolyl, -
. “thienyl, thiazolyl and oxazolyl, |
which are unsubstituted or substltuted by up to three
substituents selected from the group consisting of F,_Cl; Br, 1,
| CooH2oo+1, NRTORT1,
25 R7oandR71 |
independently of one another H, CyyHoyu+1 or
COR72;
R72 - H, CyyHowya1:

00, uu and W independently of one 'a-nothér 1,2,30r4;




“-tetrazo

CaaH2aa+1l to be replaced by F atons; or R25 and R26 together with the N
atomto which they are bonded a 5- or 6-nenbered ring, or 52 2& a CH2
group of R25 or R26 together with the N atom to which they &rd8"%éWRd a 5-
~or 6-nenbered ring; or R7,R8andR9 20 independently of one another
NR32COR30, NR32Cn30 or NRBZSCJZRBO R30 H, OH, CccH2cc+1l, CyyH2yy-1,
pyrrolidinyl or piperidinyl, in which 2¢66ngs a CH2 group nmay be repl aced by
0 or NR33; R32 and R33 H, CHB or. CF3; «cc 1, 2, 3, 4, 5 or 6; 25vyy 3, 4,
5, 6, 7 or 8; it being possible for one or nore H atons in the groups

CccH2cc+1l and CyyH2yy-1 ; far .on r _nore (CH2)
groups to be replaced by&Q%‘g@%ﬁlﬁg?O@?e&@%B Q?&glpg 'Béﬁ?gfﬁﬂ%géed by 0O;
R31 H, methyl, ethyl, CF3CogHAEE?1. QGEI¥y+POOB| Ny Mt iangtadddmiyE or
30 et hanesulfonyl 2 June 2006 270 or R31 together W|th a CH2 group of R30

~and the N atomto which t@#esare jointly bonded forma 5- or 6-menbered

- ring; P R30 pyridyl, imdazolyl, pyrazolyl, pyrrolyl,- triazolyl,
yl', thiazolyl or oxazonI, whi ch are unsubstituted or substituted

- by asmaﬂmarid R9 substituents sel ected fromthe group consi sting of F,
CI rret hyI e; hyl, trifluoromethyl, NH2, NHacety

mdependenﬂy of one another H, F, Ci, Br, |, N02, CN, OH, NHo, CeeHZeeHs
.waH2ww—1 OCffHfo+1 NR40R41 CONR40R41, COOR42, COR42 or

OCORA42;
_ ee and ff _
10 ' independently of one another 1, 2, 3 or 4;
ww _3,' 4,50r6, '
. :t bei.ng possible for one or more H atoms in the groups CgeHoee+1,
" CwwhHaww-1 and OCgHofrsq to be replaced by F atoms: |
R40 and R41
15 H, CttHott+1 or C(NH)NHo ;
it 1,2,3,4,5,6,70r§;
.it being possible for one or more H atoms in the group CyHott+¢ tobe

replaced by F atoms;

. or - \
20 R40and R&T - e
o | to be selected independently of ¢ one another hydroxyethyl, ,
"N N-dlmethyiammoethyi N,N-diethylaminoethyl, pyrrohdanoethyi,r
- N-methylpiperazinoethyl, piperazanoethyl morphollnoethyl or
_ ‘ papendlnoethy!
25 o .or
| " R40 and Ra1

together with the N atom to which they are bonded form aring selected
‘from the group con3|stmg of pyrrolidine, piperidine, N-methyl- |

- . ‘ piperazme plperazme and morpholme

30 - R42 HorCpyHanhet; -

- hh =1,2_,30r_4;




or 10 R7, R8 and RO independently of one another H F, O, OH NH2,
CeeH2ee+1 OmvH2ww 1 OCf f H2f f +1, NR4AOR41, CONR4AOR41l, COOR42 or SE@%E?US
eeandff independently of one another 1, 2, 3 or 4; 15 ww 3, %l 6, it

bei ng possible for one or- nore H atons in t he groups CeeH2ee+l. CwWw2ww1

and O fH2ff+1 to be replaced by F atons; R40 and R41 H, CttH2tt+1 or
- C(NH)NH2 ;20 tt 1, 2, 3 or 4; it beigg possible for one or nore H atons
in the group CttH2tt+1 to be replaced by F atons; or R40 and R4l 25
i ndependent|ly of one anot her hydroxyethyl, N, N-di nethyl am noet hyl,

e ot Wb ableTer SPor oo R B Sk e

together with the ey are bonded a pyrrolidine,
pi peridi-ne. N net hyl gﬂgramw plrhpgram ne or norpholine ring; 2 June 2006

271 RA2 H or ChhH2hh+1 hh 1,2,30r4; it being possible for one or nore H

atoms |, roup, ChhH2hh+1 to be replaced by F atons. 10. The use as
ol ai med fl‘ a"@ﬁﬁr‘%ﬁlagf'%zé‘ﬂaﬁ’ﬂ?ﬁw infteaidthapaeaniage in orsuledraral a |

ar e5sel;qq;th ﬁggrﬁutpma group consisting of: 1)
. N-[4 (6 -dichloro-2-nethyl -1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ] -
- mdependentiy of one anotherH F, Cl, Br, OH, NHo, CaHga+1 cycloa!kyl with
3,4,5 0r6 C atoms, OCbH2b+1,
a andb , :
| in the groups CgH2a41 and OCpHon+q independently of one another
10 - | ' 1, 2, 3 or 4, it being possible for one or more H étoms to be replaced |
by F atoms;
or '
'R1,R2, R3 and R4
‘independently of one ancther NR11R12;
15  ‘RifandR12 |
independently of one another H, CeHog+1, CrHar-1:
e 1,2,30r4,
o 3,4,50r6,
it being possible for one or more H atoms in the

20 . . . groups CeHoe+1 and Cm to be replaced by F
o I .- atoms;
or :
~ R11andR12 . | N
' together with the N atom to which they are bonded fbrm a ring selected
'-'_'25 _ o . from the group consisting of pyrrolidine, plpendme N- |

methylplperazme p:perazme and morpholine;
-ooor : |
-~ R11and R12
o _ _ independently of one another COR14 CSR14 CONHR14 CSNHR14
%0 or SO2R14;
. R CgHagut;




| ~am no- .eth

~acetam de; 10 2)

4- (6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i-n-4-yl )- ben sul fon
..3-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-benzenesul fon
amde; 4) 4-(6,8-dichloro-2-nmethyl-1,2,3,4 -

t et rahydr o-i soqui nol i n-4-yl)-N, N-di net benzenesul f onam de; 5)

4- (4- brono- phenyl) -6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr oi soqui nol i ne;

15 6) 4-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-benzoic

acid; 7) N - _

~ 4-(6, 8-di chl oro- 2-met hyl -4, 2, 3,44 &4"hyiheing #aesihia fonore or mae d AAMSenzam

~ide; 8) . to be replaced by F atoms; =~
4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydrdi soqui nol i n-4-yl)-Npropyl - benza

" mde; 9 .

4-(6, 8- ﬁﬁcﬁ?;) -_%Hrﬁhhyl -1,2,3,4-tetrahydro-i soqui nolin-4-yl)-N(2-dinethyl

yI')-benzam'de; 20 10) 6,8 dichloro-2-methyl-4 (4-norpholin

- 4-y15 phenyl) -ihdépendertiycifairecsndtiel ©8eisH, S03H, SOoR15; D

[4-(6, 8-dichloro-2-nethyl-1, 2, 3,4-tetrahydroi soquinolin-4-yl)-phenyl]-dieth
~yl-amine 12)R15  CgHoy+q or NR17R18; .

'6,.8-di chl oro-2-net hyl - 4- (4- pi peridin-1-yi-phenyl)-1, 2,3, 4-tetrahydroi soquin

oline; 13) 6,8-di dhl or o-2-2xBtaryl, itheing possibie fodone or morplrkatons to be '

| 3, 44et r ahydr oi soqui nol i ne;

- 6, _8- di chl'or o- 2- net hyl - 4- ﬁgl('a%é@ytfy?tpﬂ?%er azin-1-yl)-phenyl]-1,2,3,4-tetrah
ydro- 25 isoqui nol iRET ahBR18 '

o 6, 8- di chl or o- 2-cycl opr opyl - 4- phenyl - 1, 2, 3, 4-t et r ahydr oi soqui nol i ne; 16)

“4- (4 8- di chl or o- 2- et hy| JAdependently. of ang anethes bhor GaiHlam41y1 ) - phenyl ani ne;
17) R . : |

1-[4- (6, 8-di chl or o- 2- met B9 - 1, 3: 3; 34 8f Peit Pging passikle fen one o pese Bhenyl | - 3-

- propylurea; 30 18) , at in th Iy :

1-[4 (6. 8. di chl or o- 2- met hyl - 1, 535" e greup Cblamy 1048 repjaced by € 11 - 3.

met hyl'- thiourea; 2 June 2006 &aiomg;9)

1-[4-(6,8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-i soqui nol i n-'4-yI ) - phenyl ] - 3- '
ethyl - urea; 20) ©OfF

N- [44- ( 6- met hanesul fRfwhadryBt hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - pheny

| ]- acetamide; 5 21) - _

N-[4-(2,6,8-trinethyl -1, fgusthertwikh theyNradeimstoavhiol they dreyhondeldeng! de acet ami d

e, 22) . o . '

N- [ 4- (- br on- 8- chl or o- 25 fBERPEred BN, 4-t et r ahydr o- i soqui nol i h-4-yl ) - phenyl

].- acetRgn de}, CpH2p+1, CgsHogs-1: _

A p ' 1,2,30r4; :

: 20 | sS 3, 4, 5 0r 6, it being possible for one or mef&#,.atoms in CpHop+1 and

S . CggHogs-1 to be replaced by F atoms;

" R6  H,CHz |

~'R7,R8 and R9 |
| independently of one ancther OS03H, SO3H or SO9R23;
-." 25 . R23  CppHopn+ or NR25R26;
. mn 1,2,3,4005
it being possible for one or more H atoms in CpnHopn+1 to be

| replaced by F atoms; | -
o R25 ,_and_ R26




23)

“N-[4-(8-chloro-2-nethyl-6-pyrrolidin-1-y1-1, 2, 3, 4-tetrahydro- 5sog|w nol i n-4-
yl 2006

phenyl ] -acet am de; 1.0 24)
N-[ 4- (8-chl or o- 2- met hyl - 6- nor phol i n-4-y1- 1234tetrahydro|squ|noI|n4y
1)- phenyl]-acetamn de; 25) N-{4-[8-chl oro-2- et hyl - 6- (4- et hyl - pi perazin-1-
-y 1, 2, 3, 4-tetrahydro-isoqui nolin 4r%€r§rg phenyl } - acet am de; 26)
N- [ 8- chl or o- 6- (cycl opr opyl net hyl - 0)-2-nethyl-1,2,3,4-tetrahydro 15

S

[
) -
[4
I
(
(0]
(

) -
4-
qui nol i n-4-yl ] -phenyl } -acet am de; 27)
6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - 2- hydr oxy- ben
c

oi acid; 28) independently of one another H, CN or CzHo74+1, in which the

5-
z
:gt f@l 8 g"eﬁ;‘;ﬁ{ S g‘thg; Tt s Grop bandsd % le C\%#bé‘é’r'. s repidceli ty GGGy N m
- 5-(6, 8-di chl or o- 2- net hyl 0-18S | ifs4syl)-N-ethyl-2-hyd
roiy benzani des30) Cs andthe SEERT IO rRRAELEBY NRE7Y ) - y y
5- (6, 8-di chl oro- 2- et hyl -1, 2, 3,142t§t ag%péo i soqui nolin-4-yl)-N(2-dinethyl
am no- et hyl) - 2- hydr oxy- Benzani de;

N-[ 5 (6, 8- di chl oro- 2- et hyl - 1, at&nzﬂgpessnaleyfdrone@oqwrecb{ atords id CoHohy4lr oxy
25 benzoyl ] -guani di ne; 32) . o

N-[.3- (6, 8-di chloro- 2 met hyl - 1, o Be4epiacedbydr atomsqui nol i n- 4-yi ) - phenyl ] -
acet am de; - 33)

- 3- (6, 8-di chl or o- 2- et hyl RBTZ 3, 40 %ﬁﬂ'&ﬁ?@fb i soqui nol i n-4-yl)-phenyl am ne;

- 34) .
2- (6 8- dichl oro- 2- et hyl -1, 2, S,aﬂ-tet ra%y%l%‘*r soqui nol i n-4-yl) - phenyl am ne;

. 30 35) it being possible for one or more H atoms in

68d|chlor02rrethI1234 et r ahydr o-i soquj nol i n- 4-yl henyl
h |(()nam ‘de; 2 June 2006y273 36) F'|2a>.=,/1+1 %o be raplaced byFa%g")\Sp a
N-[4 (6, 8-di chl oro- % nmet hyl - 1, 2, 3,4'-tetrahydro i soqui nol i n-4-yi)-phenyl]-
- butyram de; 37) -

N[ 4-(6, 8-dichl oro{@a@ﬁmmel 2, 3, 4-tetrahydro-isoquinolin-4-yl)-

.phenyl ] pent anam de;

N- [ 4- (6, 8- di chl or o- 2 net %ﬁgethew@ﬂﬂethltataﬁyfer\ﬂ:lpwwar@|bqndedﬂﬁ Bheny!]-

i sobut yr at ni de; 6-membered ring,
15 | or _
| R27 and a CHo group of R25 or R26 together with the N atom
_ to which they are bonded a 5- or 6-membered ring;
or
. R? R8 and R9
o 20 - independently of one another NR32COR30, NR32%30 or NR32802R30
' R30 H, OH‘ CccH200+1s CWH2W4 pyrrolidiny! or piperidinyl, in which
- | nngs a CH2 group may be replaced by O or NR33;
R32 and R33 H, CHg or CF3;
. cc 1,2, 3,4, 50r6;
25y 3,4,5,6,70r8;
- it being possible for one or more H atoms in the groups CecHacc+1 and
nyH2yy_1 to be replaced by F atoms and for one or more (CH2) groups to be
replaced by NR31 and for a (CH2) group to be replaced by O;
‘R31 H, methyl, ethyl CF3, CH20F3, acetyl, propionyl, methanesulfonyl or

30 o ethanesulfonyl




39) '

N-[ 4- (6 8-di chl or o- 2- nethyl 1,2,3,4- tetrahydro |squ|noI|n 42y|) phenyl] 2,
2- di et hyl - pr opi onani de; 40) June 2006
"N-[4-(6, 8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro- |squ|noI|n 4-yl)-phenyl] -
10 cycl opr opanecar boxani de; 41)

N-[ 4- (6, 8-di chl oro- 2- nethyl 1,2,3,4- tegyghydro i soqui nol i n-4-yl)-phenyl]-

- -cycl obut anecar boxam de; :42) N—[4 (6;

8-.di chl or o- 2- net hyl - 1, 2, 3 4-t etrahydro-isoqui nolin-4-yi)-phenyl]-
cyclopentanecq{boxan1de 15 43)

N-[4- (6, 8- dlchloro 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yi)-phenyl]-2,

2,2- trifl uor@%:flc{egamedwlthﬂdlb roup of R30 and t
N-[4 (6, 8-di chl oro- 2- net hyl - 3% 4pt etrah?/lgir Ohel '%’o""c}ﬂ'."n%’ vyiﬁlggthegsareHomﬂy] 1-

-acetyl pi peri di ne- 4- bamdlmmmm‘,s- ébB-membered ring;
,N-[4(6 dlchloro 2 met hyl -1, 2, 3, 4-t et r ahydr o- |squ|noI|n4yI) phenyl ] -
20 ni cot i nanmi 85;

- | :\l;][ 25 §/ |6) 8pﬁla(r:1$d|3]0r (r)re é%riﬂyl h?&?%zoﬁrlﬁ?ﬁakﬁlw i:w'gfy? thiz?cﬂw t&razolyl, thiazolyl or

- N-{4-(6; 8- di chl or o- oxarelfiywhichzra usisubstitateridsrasubstitiied Ol iamaxivhdm apigeny! | -
. et hanesul f onani de;

N, N -di met hyl ani no- @Sﬁs%t%sallegmdoflrgnihmw cansistingiof Bt Chumeathy, eytui nol

in-4 yl)-phenyl] - Sbﬂnﬂaﬁﬂdﬁﬁéth{l‘lﬂﬂ—l NHacetyl
“N-[3-(6, 8-di-chl oro- 2- net hyl £4tetrahydro I soqui nol i n-4-yl)-phenyl ]

propi onam de; 50)

' i,chl 2-met-hyl -1, 2, 3, 4-tet rahydro-i soqui nol i n-4-yl) -phenyl ]
-5'1)&0 a%\a GO'EQQI-[S (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro- |soqu

o 'N“fg' o'oY\ RREpdenn Rt A, VO CIRORBTE S0 Guoupuny |
i sobut yram de(DCffH2ff+1 NR40R41, CONR40R41, COOR42 or OCOR42,
o ~ee and {f 7
o . independently of one another 1, 2, 3 or 4;
15 '_ ww 3,4,50r6,
it being possible for one or more H atoms in the groups CogHoee41,
: CwwH2oww-1 and OCgHog+1 to be replaced by F atoms;
- R40 and R41
R H, CttHatt+1 or CINH)NH3 ;
I T S

it bemg poss:ble for one or more H atoms in the group CttH2tt+1 to be

o

| reéplaced by F atoms

or _
. R40and R4 |
T 25 o _ independently of one another hydroxyethyt, N,N- dlmethylammoethyl
' ' N N»dlethylammoethyi pyrrolidinoethyl, N-methylpiperazinoethyl,
| piperazinoethyl, moxpholmoethyl—or piperidinoethyl;
or o '
o - R40 and R41 |
.30 T - together with the N atom to which they are bonded a pyrrolidine,

piperidine, N-methylpipe'razine, piperazine or morpholine ring;




53)

N-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin- 42yl) phenyl ] - 2,

2- di et hyl - pr opi onani de; 5 54) June 2006

. N-[3-(6, 8-di chl oro-2-net hyl - , 3, 4-t et rahydr o- |squ|noI|n 4-yl)-phenyl] -
cycl opr opanecar boxan de; 55)

N-[3- (6, 8-dichloro-2-nmethyl-1, 2,3, 4-t ekrahydro-isoqui nolin-4-yl)-phenyl]-

cycl obut anecar boxam de; 56) _

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-

10 cycl opent ar
C N-[3-(6, 8-di ﬁfg l?_goﬁ\gglhhﬁ%h‘*i 3, 4-tetrahydro-i soqui nol i n-4-yi)-phenyl ] - 2,

2, 2- trifluoro-acet@m de;; 58
N-[3-(6, 8-di chl oro-2- tﬁly? ?oé 3 4-t et rahydro-i-soqui nolln 4- yI) phenyl ] -1-

acetyl pi pe(di ne- 4- delyding possible ﬂ:ﬁonéfb)‘ more H atoms in the group hh+1 to
N-[3- (6, 8-di chl.oro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui noI|n I% phenyl ] -
: n| coti nami de; 60) be replaced byF atoms.
- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -ne
tha e- sul fonami de; 61)

N[ 3+ (61 B-THealders® cldinied gh’blaﬂm 7, ShdralctdrizabNA tRaf the TahiplunBs Hf e foreny ! | -

20 et hanesul f onam de;
oﬁrmeﬂgﬂt%dﬁrﬁmme[gova cengisting 6f.o- 2- net hyl - 1, 2, 3

' _' }\EE rza? % goi i‘ﬁfﬁcji?o-?il neo?%ﬁetﬁpg‘i]?l,d 43@?%&?@?"%@5\‘%&)'Weﬁng ) - phenyl ]
.‘pr opi onam detathides '
tLlér g?g geqf @é-dl ?ﬂoroprz‘si g hyl 1 2 3 4-tet£aehty2!?c?-¥s%rq%lrﬁt(r)lc-hu-lylr)]-%lelnger?esyulI?onapnelgg -
N- [ 2- (6)8- & @8- Bfiﬁcﬁ’c—@hﬁl‘wﬂ‘l 2 34ttt iy Rin TR U DehZadastbnBREdY. 1 -

- pent anar%

N-[ 2-.( &4)8- dl-ﬁﬁﬂ-dlobﬂcﬂofﬁemwihyla:l,,Zﬁm-tbtmwdahmmcﬁm%yt}w Nlﬁdlme!hyl- phenyl] -
30 isobutyram de

“ N-[2-(6, 8- &e@ﬁ?'&‘?%ﬁf?%ﬁﬁ}'%l -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl ) -phenyl ] - 2'
. 2 di metg)y| 4porofitPhekiyi)-8, 8L4iAIoRE Xomeé#Ri-1,2,3,4-tetrahydroisoquinoline;

15 6) 4-(6,8-dichioro~2-methyl¥1,2,3,4~tetrahydro-isoquinoiin~4-yl)—benzoic acid;
- 7)  4+6,8-dichloro-2-methyl-1,2,3 4-tetrahydroisoquinolin-4-yl)-N-ethyl-benzamide;
8) 4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydroisoquinolin-4-y|)-N-propyl-benzamide; _
| 9)  4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
|  ethyl-benzamide: ' |
| 20 10) 6 8-d|chloro~2-methyl-4—(4-morphoim—4-y[-phenyl)-1 -tetrahydrossoqumohne .
Lo ) 11) [4-(6,8-dichloro-2-methyl- 1,2,3,4—tetrahydro|soqu1nohn-4-yl)«phenyi]—dtethyl-amme ,
o - 12) 76,8¢dich!oro-2-met§1y|74-(4-pipeﬁdin-1 —yl-phenyl)_-fl .2,3,4-tetrahydroisoquinoline;
~ +13) 6,8-dichloro-2-methyl-4-(4-pyrrolidin-1-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
‘ 14) 6,8- dlchloro-z-methyM ~{4-(4-methyl-piperazin-1-yl}-phenyl]-1,2,3 4-tetrahydro-
.25 | isoquinoline; _
- 15) - ,B-d1ch!pro-2-cyclopropyl-4-phenyl;1-,2,3,4—-tetréhydroisoquiholine;
. 1_6)‘ 4-(6,8-dichloro-2-methyl-1,2,3 4~ tetrahydro—isoquinblin-4~yl)—phenylamine'
17) 144-(6, 8-dzchloro-2-methyi 1,2,3 4-tetrahydro—|soqumolln-4-yl) phenyl] -3-
propylurea .
- 30 18) -[4-(6 8~d|chloro—2-methyl 1,2,3, 4-tetrahydro-isoqumohn~4-yl)-phenyl]-3wmethyl-
thlourea




.1-[ 3- (65 le:[ﬂ-

68)

N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-

cycl opr.opanecar boxani de; 2 June 2006

~ B9)N-[2-(6, 8-di chl oro-2-net hyl -1, 2 3, 4- tetrahydro i soqui nolin-4-yl)-

phenyl ] - cycl obut anecar boxam de;

570) N-{ 2- (6, 8-di chl or o- 2- net hyl - 1 2,3, @Wbetrahydro I soqui nol i n-4-yl) - phenyl

] - cycl opent anecar boxam de;

71)N-[2- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]

-2,2,2- i fluo ta

72) N[ 2- Jé gral R Oﬁ-g'mﬁlhylﬂ 2, 334Aeﬁr@!wddﬁy%mwn%u&nYHmhermyﬂfyewybheny| ]

-1- 10acetyh9é§er|d|ne 4- car boxam de; 73)'

N-[2-(6, 8-Di chl’oro-2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-vyi)-phenyl ] -ne

"t hane- g’,m)f @hﬁﬂrf{@meﬂza:)esulfonyla methyl 1,2,3 4-tetrahydro-isoquinolin-4-y!}-phenyl]-

N-[ 2- (6, 8- dlg | % 2-nmethyl -1, 2, 3,4-tetrahydro-i soquinolin-4-yl)- phenyl]

et hanesul f off 1575)

: §| i' EBAd'Z‘P}eE"ﬁ‘é‘nm’MSm fé;ﬁ]yl(gz%ai&ét%tﬂfcﬁozsmnﬁmlnﬁayﬁ -phefiyliSidefihifeo- F soqui n
{ﬁ-]@roznﬂ@rWoMZ-znahyH 213, 4Hgtrabydrodspquintlimd4iyhenytieny! ] - 3-

" ethyl- urea;

77y 1-[3- (6, BEGRMAS: - 2- et hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n-4-yl ) -phenyl |
- 3- net hf3) BQ[4h(83dn!em—2—methyl—6~pfrrolldln- -yi-1,2,3,4- tetrahydro-lso?umolm-él-yl)-

- 78) 1-[ 2- (6, 8-di chl oro- 2-net hyl 4- tetrahydro |soqunD

- 4-yi) - phenyP]"e'SY' fglamideca: ~ 79)

1-[ 20 ( 62&%?!&1&@' g éhlgrd@trﬁé(ﬁyllﬁ %n&pﬁoﬁr?—ﬁrﬁhyﬂ S04 GRS idodutiofihlg ey 1-3-

~ . nmethyl -t

2580)N—{5 [phelwIBadetah‘lldmo 2-met hyl -1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4- yI)

By 52Ph. @De%ﬂﬂaévﬂ’io o Ao aeb i 2.t dsaiocaisoln-

. phenyl sul f chyleadbthmidy; azol - 2-yl ) - acet am de;
82) N-[ 4- |chI oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - -phenyl ]

1 2. 3aé) nﬂfﬁy{ﬁ th@;q—ﬁq(@miqprepmln'sﬂlhﬂmmm&, -methyt-1,2,3,4-tetrahydro-
83) 5 [ 3. ﬁrgtﬁ ﬁ“'ﬁ'&ﬁ“ﬁﬂﬁg@ﬂfﬁ%@mﬁ gmt gter ahydr o-i soqui nol i n-4-y1) - phenyl ] |
. 27) 5- (6 8-d|chlor0-2-methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic :
acid;
28)_ 5-(6,8-dichloro-2-methyl-1,2 34—tetrahydro-tsoqumolm—4-yl)—2 -hydroxy-N-methyl-
benzamide;
. 20 " 29) 5—(6,8-gi|ch'loro-42-'methyl-'1 ,2,3,4-tetrahydro-isoquinolin-4-y1)—N-ethyl-2-hydr0xy—
~ benzamide; : | - _
© - .30) 546, 8—d|chloro-2-methyl 1,2,3 4—tetrahydro-|soqumolln-4-yl) N-(2-dimethylamino- |
'_ - ethyl)-2- hydroxy—benzamlde , . |
B 1 ) N-[5-(6,8- dlchloro~2-methyl 1,2,3 4-tetrahydro-|soquanol1n-4-y!)-2 -hydroxy-
25 A ‘benzoyl]-guanidine;
32) N-[3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-lsoqumolm-4-yl)—phenyl]-
acetamide;
‘33) '3-(6,8—dlchloro~2-methyl-1_,2,3,4—tetrahydro—isoquinolin—4—yl)—phenylémine;
R 34) 2-(6,8-dichloro-2-methyl-1,2,3 ,4-tetrahydro-isoquinolin-4-yi)- phenylamine'
- 30 35) N-[4-(6, 8-d:chloro—2-methyl 1,23 4-tetrahydro-:soqumolln-4-yl) phenyl]—
RO propionamide; -




2 June 2006 276 84) , _
N-[4- (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-5-
chloro- 1,3-dinmethyl-1 H pyrazol e-4-sul fonani de; 85) 2 June 2006
~ N-[3-(6,8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]-5-
chioro- 1,3-dinmethyl-1 H-pyrazole 4-sul fonami de; 5 86) N-[4-(6;
8- dlchloro 2-nmethyl -1, 2, 3, 4- tetrahydr§7ésqu|noI|n 4-yl)-phenyl]-5-brono-
-t hi ophene- 2-sul f onam de; 87)
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl j - 5-
br ono- I Q 2-sul f onam de;
N- [ 4- (63§ W 2%1?@361'9“'%{-%@3@)1121 3, 34%@??%@7@%&1@%!%9{1%% ) - phenyl ] - C,
C C 10 tr| tﬂ% get hanesul f onam de; 89)
-(6 | chl oro- 2 met hyl -1, 2, 3, 4-t et rahydr o-i soqui noI|n 4-yl)-phenyl]-C,

,C t r37f)| M@{&Bﬁdﬁﬂemﬂ-frm‘thyh-ﬂﬁ 3,8%trahydro-isoquinolin-4-yl)-

8d|chlor02 t%lﬁ 3, 4-tetrahydro-isoqui nolin-4-yl)-phenylj-2,2,2
|quor mde 15 91)

L (s,
tr

, 8- t j henyl ]-2, 2, 2
§r§| ; I%Boﬁomﬁ S\%ﬁgﬁ?l?ﬁgﬁ%ﬁe}hﬁ R :ﬂ—"t@t?éfﬂfd?o istRfHIIRL4 S}I)Apﬂén&l]P enyl ] -
N- et hyl - N -ISDt(lBy:am}ﬂQ,m or o- 2- net hyI 1,2, 3, 4-t et rahydro-i soqui nol'i n-4-yl)-

B gegﬁfgr s RS ERnGRlo-metyt 2 31“'5"*?*&"’(%!%0&1%'84'!%&15\9%!1 224.y1)- 20

benzenesul fdimatriyiipio amidemet hyl - 4- phenyl
, 2,3, 4. -tetrahi/gdo |i§saf)*?:|w nolin-8- am;

s, 8 di 49) oMb 8dighlorg-2rmaiiyl-112.3, %teiramar@bmumlugshulu)MBnm& 96)
.4-4§-am no c'gph{ﬁgnﬁéa'%o%ﬁ‘afm rahydr o-i soqui nol i n-4-yl } phenol ; 97)

8- nethoxy- : hen *2, 3, 4-tetrahydro-i soqui nol i ne; 25 98) .

2- (8- amr)omm(m@@ducﬁo&-mdtmmmm”mm-mhuImoﬁn;d ?@henyl]ﬁ 99)
2-.(8-am no-2- HE % t etrahydro-isoqui nolin-4-y phenol ; 100)
5- ( 8- ami noC¥CIRBY Pcﬁm?xgm!gq’etrahydro i soqui nol i n-4-yl ) - 2- et hoxy- phenol :

(b, 2Nl B ahgi AN RIGLIENIE 10,
.30 103) . 2, sy@lopemﬂapecarbpm;de 1,2, 3, 4-tetrahydro-isoquinolin; :
15~ 43) ‘N-[4-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-|soqumohn—4-yl)—phenyl]—2 2,2-
‘ trifluoro-acetamide;
44) N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin~4-yl)—phenyl]-1«
" acetylpiperidine-4-carboxamide: - |
_ ' 45) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyi]-
- 20 - nicotinamide;
. 46) N-[4-(8, 8-dichloro-2-methyl-1,2,3 4—tetrahydro——1soquln%%a‘*-zl-yl) phenyl] -methane-
o '_sulfonamlde
,4'7) "N-[4-(6; B—dlchloro-z-methy[ 1 2,3 4-tetrahydro-|soqumol|n—4-yl)- phenyl]—
| ~ ethanesulfonamide; |
25 48) N',N-dimethylamino-N-{4-(6, 8-d|chloro-2-methyl-1 2.3 4-tstrahydro-isoquinolin-4-
- - yl)-phenyl}-sulfamide; ,
-A9) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinclin-4-yl)-phenyi]-
. propionamide; |
| : 50) _N-[3 (6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm-4—yi) phenyl)-
- ‘:30 butyramide;
- 51) N-[3-(6, 8—dlchioro-2-methyl-1 2,3 4—tetrahydro—tsoqumolsn-4-yl)—phenyl]—
| pentanamzde




104) 4-(3, 4-dichl oro-phenyl) - 2- nethyl 1,2,3,4-tetrahydro- isoquiholine; 105)

4- (3, 4-di chl or o- phenyl ) - 2- net hyl - , 3, 4 tetrahydro i soqui nol i n- 8-yl am ne;
277 106) 2 June 2006

4- (2, 4-di chl or o- phenyl )-2-nethyl -1, 2, 3, 4- tetrahydro |squ| nol i n- 8-yl am ne;

- 107) 4-(3-chl oro-phenyl) - 2- et hyl - 1 2 3, 4-t et rahydr o-i soqui nol i n- 8-yl ami ne;

15 120) cyclopropanecarboxamide;

108) 2, 4-di net hyl - 4-phenyl -1, 2, 3, 4- teté ydr o-i soqui nol i ne; 109)
'2-buty|-4-pheny|-1,2,3,4-tetrahydro-isoquinoIin-8-yIanine; 5 110)
N—(2-nethy|-4-pheny|-1,2,3,4-tetrahydro i soqui nolin-8-yi)-acetamde; 111)
7-chl or @;2- hyl s 4- pheny] -1, 2, 3, 4-tetrahydro-isoquinoline; 112)

6 chi o 825 NEHHE4! an’éﬂ' B, 43 et GrisoasaAdH-ohenyis)
2,6-dinethygoﬁugmgﬂkk;1 , 3, 4-tetrahydro-isoqui noline;, -114)

6- chl or o- 2- net 4-pheny I-1 2, 3,4-tetrahydro-isoquinoline; 10 115)

| -
6- met hoﬁ§) eraat(er di Mﬁ&ﬁymelh)ﬂ-12.3-4-Htmjy¢nb-moqemmunmyi)4ph9nyllrﬂﬁb—

. 2-ethyl trahyd I
2 ety Bttty Ty sodn oL e BT
6, 8-8li chipr N-[3-(6! SIoema 119
- 4-(4- Ib(r:orrgrph[gn(yta):.ifﬁftimlg’rd| chl g}%'%z giﬂtét@h?,a?%?gﬂ@?ﬁﬁ%rp‘c?aﬁg%qw )nol i ne;

T et s Bl A el

. 122) ‘5. 8- dlcydablmarﬂaoatbdjbxdmrﬁephenyl 1, 2.3, 4-tetrahydro-isoqui nol i ne: 123) -

6, 8-di.chl.orq-4-(4-f| uoro-phenyl) - rreth |-1,2,3,4-tetrahydro-isoqui noline;
124) 6, gé)d @ﬂ%éé f%?rm&ﬂwl-ﬁ@ §-I4-t§t@h3dmlt5@wlaﬁllﬂh4o¥l;l -pbeuthol i ne; 20
125)p 5, 6- d| in }355{1 enyl 1,2, 3, 4-tetrahydro-isoquinoline; 126)
67d|chlor02 met 1234tetrahydr0|sogllne 127)

8- br o5 i Br6 84dlplhlerm2-rﬂlemy81 2 B,Qt-hea‘ablyhimlsﬁqsiinbmwylpphé@]ﬁ 2,2-

6, 8-dichl ort§ﬂ¢%£4 chl or phenyl) 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i ne;

129) 6, 8-di oa(ft%'? opr opyl - 4- phenyl -1, 2 3, 4-tetrahydro-i soqui nol i ne;
© 25 13(88) N-3- 68-d|chloro—2-meth 1234t g hydro- inolin-4-yl)- R
. 2-am no- l\)l- [ 4[ , 8-di chl or o- yl N ydmt'3?‘?”'!?3'&?3%‘%8*&%?"#0? in-4-yl)-ph
enyl]- acet peq@tmp-4-carboxamtde

N- ['léy( %93 cﬁ_?g_ﬁ) g gﬁ)lg)é'?eﬂ‘lyF 1 3 é14 te{raﬁy rg[:goétﬁggpl%-ﬂ-y|j-phé‘n9{]' ) phenyl ] - 2- |

N-[ 4- l(ngn&Im‘timnﬂdé?; met hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl ] - 2-
60) N-[3-(6,8-dichloro—2-methyl—1,2,3,4—tetrahydr0~isoquinolin-4-yi)—phenyi]-methane—
sulfonamide;
7 61)' N-[3-(6,8-dichioro-2-methyl-1 2,3, 4-tetrahydro-isoquinolin-4-yi)- phenyl]- .
20 ethanesulfonamide;
62) N, '-dlmethylammo-N-[3 ~(6,8-dichloro-2-methyl-1,2 ﬁ%trahydro-lsoqumohn-m
o yl)-phenyi]—su!famade
' N 63) .N-[2-(6,8-d|chIoro~2-methy1—1 ',2,3,4-tetrahydr0*is_oquinolin-4-yl)-phényl]—
. - propionamide; -
e .:.25 64) N-[2-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-iéoquinolin—4—y|)-phenyi]—
' butyramlde
- 65) N- [2-(6 B-dlchloro-z-methyl-1 2,3 4-tetrahydro—lsoqumolm-4-y!) phenyl]
pentanamlde
- ,66)' N-[2 (6 8-d|chloro-2-methyl 1,2,3,4- tetrahydro~|soqumohn-4-y|)—phenyl]—
30 isobutyramide; o
67) - N-[2-(6,8-dichloro-2-methyi-1,2,3 4~tetrahydro-lsoqwnolm-4-y1) -phenylj-2, 2-
dtmethyl-propronamlde




30 di net hyl am no- acet am de; 133)

2-am no- N-[4-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ| noI I n- 4%/I) phe

- nyl] propionam de; 134) June 200

~2-ami no-N-[6-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-ph
enyl ] - butyrami de; 135) 2, 6-di ami no- N—[4 (6;

8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydr g gsoqui nol i n4-yl) -

phenyl ] -~hexanani de; 5 136) :

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

pyrrofi

T ( 608 GGGk Rspme k12, Arelrelgir 5onuBglR A DY) - pheny1 ] -

i soni cot i na@d&aroﬂﬁﬁécarboxam:de

N—[4 (6, 8-di chloro-2-nethyl-1,2, 3, 4-tetrahydro-i soqui noI|n 4-yl)-phenyl]-1H

- -"10 py69b| - [2-(6&61@}3@50-&@19&%)1 2,3.4- -tetrahydro-isoquinolin-4-yl)- phenyj-

. '-'ﬁ[gygﬁofe?géé%@%‘?ﬁr@é’é”{fﬂé)z 3, 4-tetrahydro-isoqui nolin-4-yl) ‘phenyl] 1

4 (6768) dNqh é@@d@hmﬂneﬁ]y?-ﬁﬁ34&@&@&?&@@0!}@1&@%4@[) -phényrl) - phenyl | - 1-
yl- pi per| I ne- 4- car boxam de; :
(6, 8- dP¥ApRANtaneGasbexamidep 3 4- tetrahydro i soqui nol i n-4-yf)- phenyl] 1,

I ?‘é‘r@}’ ng[% BB @Rfo??-%-lft%)f%qe[e réﬁﬁar&lgog%:gahn—ﬁ&ﬂ) Phelre-2fienyf] - a-

N-

rreth

N-[ 4-

4- di

N-[ 4-

nitro- 1 I-l-mﬂuoml—aceﬁamdéqoxam de; 143)

N-[4-(6,8-di chl Qro-2- net 4-t et rahydr.o-i soqui nolin-4- phenyl] - 2,

5: 20 d?ﬁk?’ﬂ&g-@ Srighlope; Hmetyfa g’@@o&ﬁﬁﬁé hydreAgoquinolin-4-yl)- phenyf1-

N[y (6,8 n-,réqug .4-tetrahydro-isoquinolih--4-yl)-phenyl]-1

- H Tbm dazolela?aéélﬂll rg@!;%xam *b";‘aﬁﬁ'&’

N-[ 4- (673 dﬂdﬁi(@.ﬁ@@hmmmw12 3 4rtetrabignir-soiminglin-dey)-phdnyiftnetheaes ] - 1-

met hanesul f }_. er| di ne- 4- car boxam de; 25 146)

N-[4-(6, 8- cﬁq@(ﬁ 8&5% met hyl - 1 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3,
5
N--
H
N- [

[
t
[
<[1|I met N~[2*($’B£€ﬁéﬁlbﬂ)—2—rﬁ@!h9p1@r3 Afatr: dro-:soqumolm-4-yl) phe vl
P

a
4-
yr

(6, dlchlor02rrethy-12 J4-tetra ahydr o- i soqui nol’i n-4 ¥) phenyf]-1
azol e-ethanggidienamide; 148)
(

145 6753) ON C@-d?ﬁ"l%ﬂ?ﬂéﬁ frlOYN: [él(é 83-déﬁl16?6 %}ﬂ}éﬁ{ﬁ 12 gﬁufe@r%hwro |s¥h2nn8pﬁ-'3¥ 1]-3
yl}-phenyl}-sulfamide;
76) 1-[3+(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
uréa;
_ -77) 1-{3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
20 thiourea;
~ 78) 1-{2-(6,8-dichloro-2-methyl-1,2, 3 A- tetrahydro-lsoqum“'?l'rr’r—4-yi) phenyl]-S-ethyI-
, urea; S .
- 79) '1—[2-(6 8-dichlor’o-2-methyl-1,2,3,4-tetrahydro—isoquino!in_-4-y|)-phehy!]—S-methyl- I
, . "thlourea o
25 80) N-{5-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm-4-yl)-
T phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;
| 81) N-{5-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
: phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;
, 82) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-rsoqumolm-4-yl)-phenyl] 1,2-
.30 dimethyl-1H-imidazole-4-sulfonamide;
- ~83) N{3-(6, 8—d|chior0—2~methyl 1,2,3 4-tetrahydro-lsoqumolan—4-yl)-phenyl]—1 2-
~ dimethyl- 1H-Jmtdazole-4—su!fonamlde




30 trifluoronethyl-1H pyrazol e-4-carboxam de; 149) :
N-[3-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro- |squ|nof|n4>3I) geélyl] 2
‘met hyl am no-acetam de; 2 June 2006 279 150) une 200
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20 diethyl-urea;

= 176) 13- (6 8-d|chloro-2-methyl-1 2,3 4-ietrahydro-lsoqum;i‘fﬂ-yl) phenyl] -3-methyl-
) - ‘ ‘urea, ' _
: 177) 1-[3-(6, 8-dtchlor0—2-methyl—1 2,3 4~tetrahydro-lsoqumolan-4-yl)—pheny|]—3 (2- _
3 : -dimethylamino-ethyl)-urea; .
25 178) 1-[3-(6,8-dichloro-2-methyl-1,2 3,4~tetrahydro-isoqurinofin-4-yl)?phenylj-3~
~ (tetrahydro-furan-3-yl)-urea; -
- 179) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqumohn-4-y|) phenyl)-3-
(tetrahydro-pyran-4 -yl)-urea; :
i} o 180) 3-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqu:nolln-4-yl)-phenyl] -1-methyl-
30 1-(1-methyl-piperidin-4-yl)-urea;
S 181) 3s3- (6 8-d|chloro-2-methyl 1,2,3 4-tetrahydro~|soqumohn—4-yl) phenyl]- -(3-
damethylammo-propylH -methyi-urea




e hyl -
. car bana’l;f’eﬁ 12[3¢§6 8-dzchloro-2-methyl-1 2,3,4-tetrahydro-isoquinolin-4-yl)-pheny

223) 2-di net hyl am no- et hyl -

[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro- |squ|noI|n 4-

yl)-phenyl]-carbamate; 224) 2-di net hyl am no- et hyl

~[4-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4- 1bt r ahydr o-i soqui nol i n- 4-
yl )-phenyl]-carbamate; 225) 2-dinethyl am no-ethyl

[ 2- (6, 8-dichloro-2-nethyl-1, 2, 3, 4- tet§Qdero I soqui nol i n-4-

"yl)-phenyl]-carbamate; 25 226) met hyl

[ 3-(6, 8-di chl oro- 2- nethyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-

car bar ate 227% et
[ 3- (6, s18R)cHIY %Mﬂfm@rﬁﬂ-nletbyls? a%ﬁ$taam@f@rlsoqumilﬁo4-vumsylvm Anfgenyl | -

bamat
E:gr(gng SI C(ﬁﬁ@&[lé@mo-ﬁm}/l)‘l ‘?eg.'yiure?rahydro I soqui nolin:4-yl)-phenyl]- 30

" car banet&3) 2pB|6,8; chiﬂmm-méthyde,\ﬂ 4-tetrahydro-isoquinolin-4-yi)-phenyi]-3-(3-
[3-(6,8-dic CEI or,0- 2- et Iy &_2 3, 4-tetrahydro-isoquinolin-4-yl)-
2By

une 2006 _

NN

- phenyl ] - car mthlamingp Uredihy |
- _Egr bﬁsg ng{seh)of' E@g@aﬁ%@é@?@tﬁw% 23 ARSARYAFQidorRUiRe-)- pfi‘\eYle 3a@enyl | -

[4- (6, 8-di ahetbuoayztnm}wa 1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] -

O aTatd) RGeSt ATty S A etatydresisoguinglingt-yik Phepyy-3-pyridin-
phenyl ] - car:p?;rmbgi 233) et hyI

. [4-(6, 8-dichl oro-2-ne -1,2,3,4-tetrahydro-isoquinolin-4 ylﬁ-spheréylj-
-pyridin-

‘(R)I @&Pﬁhl oro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl
90 rret han bnam de; 235) )

( S)- N [1B7) N-R2-5, etduciﬂorozzmmym 2 w%thﬁﬁkﬁmmianmm@nynﬁmtﬁymhenyl

]- met hanesyl f onam
(R -1-[2- (@'%eréF@ﬁrgF ﬁ%’ﬂqﬁfl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl } phenyl ]

(51 e Rl 2 e A SRS BRIV RS onery
j-3- ethyl weaa; 238) N-[3 (6
8- %Chlfgg? 32 [QT&it é] %Ixchild metl%y? ! rf gytfi {e?rahygr qfsgahfngh#j y!} prengl 1 -
dimethyl-urea;
190) 3-[2-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquino!in~4—yl)—phenyl]-‘l -
' diethyl-urea; |
- 191) N-[2-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenylj-piperidine-
20 . 1-carboxamide; |
C 192) N-[2-(6,8-dichioro-2-methyl-1,2,3,4- tetrahydro—:soqumm =4-yl)- phenyl]
a morpholine-4-carboxamide;
- 193) N-[2+(8, 8-dichloro-2-methyl-1,2,3 4- tetrahydro-:soqumoim-‘-l—yl) phenyl]
- pyrrolidine-1-carboxamide; :
B 25_ ' 1_94) 1—[2-_(6,8~d|chloro-2-methyl-1,-2,3,4-tetrahydr0~isoquinolin-4-yl)-phenyl]—3-(2—
- dimethylamino-ethyl)-urea; . '
- 195) N-[4-(6,8-dichloro-2-methyi-1,2,3 4—tetrahydro«usoqumolm-4wyl)-phenyl]~4-methyl- -
~ piperazine-1-carboxamide; :
_ e 96) N-[4~(6,8-d:chloro-2—methyl-1,2,3,4-tetrahydro-isoquinolin-4~yl)-phenyi]-
30 - -pymolidine-1-carboxamide; | -
i -197) 114-(6, 8-d:ch|oro—2~methyl 1, 2 3 4-tetrahydro-isoqumoim—4-yl)-phenyl]—3-methyl-
urea; '




acet am de; 239) _
4- ( 3- br ono- phenyl) 6, 8- dlchloro nethyl 1,2,3,4-tetrahydro-isoqui noline; 20
240) 2 June 2006

1-[3-(6, 8- dlchloro 2-nmethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3- |

(2 hydroxy ethyl)-urea, 241) ethyl

3-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetriﬂﬁgro-isoquinoIin-4-yI)-benzoate;
. 242) 3-(6,8-dichloro-2-nethyl-1,2,3, t rahydro-i soqui nol i n-4-yi)-benzoic
acid. 25 and fron1the pharmaceutical |y acceptable salts thereof. 11. The
use as %Ig'nﬁg in |l aim 7, characterized in that the conpounds of the
for mul a198) arg-6 3 deblom-2rweitvhd. ?g%ufﬁtrabys@rogsowgn@hn-ﬁsol) phenyl}-1,1-
N-[ 4- (6, 8- dHﬁQ& wquganethyl 1 2,3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl]-
30 acet am de;
4- (g 8- 099h3+i4<§6,8-mehlby¢~24métlﬂl-4 Z@MFBMHNI’OHSOQMhGM-MyIthéI’M]bEmZeneSU| fon
am de;
3- (6, 8- dlchpﬁwﬁmfnﬁ%thyl 1, 2, 3, 4-t et rahydr o- i soqui nol i n- 4-yl ) - benzenesul f on
am [4- 9 g . ~
245, Bodh Gt oS- Ao ety 2,8 ey fooaunel AP oz c -
aci d; dlmethy!amlno-ethyl)-urea

5) 4- ( 6. 50?)' ﬁ%%%—&c%ﬁ‘g )ﬂ -mét hylgi 2, 3 tteErawg ro(-)llsggu nolin Ol I)R)—phgnﬁ] pl}li)gé ihe- - benz

- am de;

- 6)4-(6, 8- dlﬁJ&bﬂj’(ﬁ(aﬂ“ﬂ@-t hyl -1, 2, 3, 4-tetrahydroi soqui nol i n-4-yi)-N-propyl -ben

- zami de:

7) 4- (6,808 Nﬂﬁ@&'@'ch@fwl-mﬁﬂw!-é,,?4314ettetrahydmasoqmq0ilmé+wmhmyi]) N- (2- di net h

yl no-. 5
8) ng di chle']gp}c{é d E%%g-ﬁfﬁ"d%rphol in-4-yl - phenyl) 1, 2, 3, 4-tetrahydroi soqu

i nol i.ne203) N-[4-(6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-lsoqumohn-4-y|)-phenyl
9) 4- (6, 8- d'f§h| oro-2-nmethyl -1, 2, 3, 4tetrahydro i soqui nol i'n-4- yI) phenyl am ne;

10) 1- [ 4- (6, BBARYHG, 0- 2- et hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n-4-yl)- phenyl]
- - 3- et hyg
- 1-[4-( 22%44 gﬁ%gi%ﬁ‘grén%%‘h% fhyUzZ ,3,44tettre{1 Y%W?y‘&%”‘"%'a‘f}l%Pﬁ‘%“yi] mfafhyﬁ)henyl] 3-
et hyl - _'ur-eeammz) N-[4 (6- brom) 8-chloro .
- 2-Tet hyd <L, stetrah (o] lin-4-yl henyl ] - acetam de '
' 13;:% ?@dﬁﬁ% 63§ ?\@)f/ﬂ tblﬁ 1qg|34 'tt‘laetf‘?'rﬁ’ﬁ%‘a‘% i %&%Hﬁ'ﬂﬁyl}ﬂﬁz hydr oxy- -
benZOI C l5afimethyl-urea;
14) 5- 68d|chloro et hy I- 3, 4-tetrahydro-isoquinolin-4-yl)-N(2-dinmet”

= hyI ami @6)@!{%}{@ 3‘&“@?}‘@%2@%&&‘bﬂ\lﬂé-tett&)ydro—isoqumol1n—4—yl)—phenyi] -methyl-4-
N [ 3-(6, 8- rﬁlétﬁw gbgélﬂggwm&mm%& t et rahydro-i soqui nol i n-4-y1)-phenyl] -

207) 1-[4-(6, 8-d:chloro—2—methyl 1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyi]- -1 43,3~
20 tnmethyl-urea
- 208) N-[4-(6, 8-dichloro-2-methyl-1 2,3 4—tetrahydro-lsoqum6ﬁ?f*—4—yl)—phenyl]«methyl-
| plperldlne-1-carboxamlde : '
o 209) N-[4 (6, 8-d|chloro~2-methyl 1,2 34—tetrahydro-|soqumohn-4-yl)—phenyl]—
. - morpholine-4-carboxamide;
-..'_25 '210) N-[4-(6, 8-dlchloro-2-methyl-1 2,34- tetrahydro-lsoqumohn-4-yi) phenyl]-methyl—
' - pyrrolidine-1-carboxamide;, ,
211) 1-{4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
o dlmethylammo-ethylH-methyl—urea
| 212) 1-{4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro—nsoqumohn-ét -yl}-phenyl]-3,3-
30  diethyl- 1-methy|~urea
T 213) N-{3-(6, 8-d|chloro-2-methyl-1 2,3 4—tetrahydro-lsoqumolm-4~y|)-phenyl]
- formamide;




| - N-[3-(6; 8- ¢hgbt grgarrethyl 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4- yI) phenyl ] -

acet am de; -2016)
3-(6,8-dichloro-2-nethyl-1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl am ne;
17) 2-(6, 8-dichloro-2-nethyl-1,2, 3, 4-tetrahydro- |squ| nol i n [2)Jupb@igt am ne;

18)N—[4 (6 8- di chl or o- 2- et hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-y| ) - phenyl ]
. propi onam de;

19)N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 38§etrahydro i soqui nol i n-4-y1)-phenyl ]
-1-acetyl - 25pi peridi ne-4-car boxam de;

20) N-[4- (6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]
_ et harii4)4aH(6 dndichlhso- 2anpthyl-1,2, 3 4-tetrahydro-tsoqumolm-tl-yi) -phenylj-methyl-

N-[4-(6, 8-dichl oro=2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol.i n-4-yl)-phenyl]-
_ethanesul f S@HBde: . 3022)

- NN -di tN‘-YS-WBQﬂcﬁbEcﬂ?-(rﬁetﬁgﬁ ol aretrgnymblydquindlind4- 1) sHerdiAediyl-s oqui no
-I|n 4- vyl phew)(l] sul fam de;

N-T 3- ( 6, 8- diyEneliding- ?I‘I'N(ie.Z 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-

N 3. () AP oy ety 23,4 ety soqudagli ks mnemryetiny ) -

'bUt yram depige r&ﬁhe—1-carboxam|de
N-[3-(86 %dlchloo %' 4-tetrahydro-isoquinolin-4 -ghenyl] .
i sobut gk~ 62%71[0 loroQ-methyl 1 2 3,4-tetrahydro-isoquinolin-4-yl}-phenyi]-1,3

. cycl opropanecar boxam ‘de; 27)
N [ 3-(218) dF[Gmﬁoﬁf-dmlomtmmeﬂiyla,13,344-te$|rambmirsmqummnm-phel4yl}ch )3-phenyl ] -

éycl obu%’aneﬁyi boxam de; 28)
(6, 8- §i"Bf HefJnethyI 1,2,3,4-tetrahydro-isoquinolin-4-yi)- phenyl] 2,

| 2 2' t Ri1h W@@B-Qﬁ%l@@- -
N-[ 3- (6, 8bd| E:hf or o- 2- et h;;‘i?&hy' % 344 %%ttrarhgﬁ%ra%o uénoocilgﬁlgll) phenyl] I-S'em#enyl ]-1-

acetyl- pi mmﬁpm-aa&bmsdﬁde 15 30)

. _nicoti
| N-[3-(6, 8- methy!qsipel%znﬁ-mobrﬂox&nﬁdé*tet rahydr o-i soqui nol i n-4-yl)-phenyl]-ne

- NS (Ol @@?&&1&%@%et?ﬁyl21 3 S GRS i ni‘%ip%éﬁwir&étﬁgﬁé‘.y' I-
B hime . aul f onam de;
- NfB-(228) ar[ér{ﬁcﬁ'éwl%t%meihyu 1233 4-tetshydiatisequineliuidnd)-pheayllBy(2phenyl | -
' dimethylamino-ethyl)-1-methyl-urea;
222} 1-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-lsoqumolm-4 -yl)- phenyl]-3 3- -
diethyl-1-methyl-urea;
- 223) 2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro—:soqumolm-4—
20 yl)-phenyi]-carbamate;
" 224) 2-dimethylamino-ethyl [4-(6, 8-d|chloro-2-methyl-1 2 3??@1rahydro-lsoqusnolm-4-
o yl)-phenyl]-carbamate
- 225) 2-d|methylammo-ethyl [2-(6 B-dlchloro—z-methyl 1 2 34~tetrahydro-|soqumolm-4-
o yl)-phenyl}-carbamate; '
‘ | 25 226) methyl [3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumohn-4-yl) phenyl]*
o - carbamate; ,
227) ethyl [3-(6, 8-d|chloro-2~methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;
| 228) isopropyl [3-(6, 8-d:chloro—2—methyl-1 2,3 4—tetrahydro-|soqumolm-4-y!)-phenyl]—
30 carbamate; : ' _
| ' 229) 2,2-dimethyl-propyl {3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-|soqumolln-4-yl)- '
' phenyl]-carbamate; '




20 et hanesul f onam de; 33)

N, N -di met hyl am no- N-[3- (6, 8-di chl oro- 2- rrethyl

314et rahydr o-i soqui nol i n-4 yI ) phenyl ] - sul f ani de 34) 2 June 2006
N-[2-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] -

"cycl opropanecar boxani de; 25 35)

N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3,4-te£é£hydro-isoqui nol i n-4-yl)-phenyl]-1-

- acetyl - piperidine-4-carboxam de; 36)

1-[3-(6, 8- dichl oro 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
et hyl urea

1-[ 3- (62§0}Jm¢hﬂr{6@,&-@pw@m—2 methyhri1293Aeﬂe§rdh§ndmssqqmnolm-d-ﬂ)—yhényﬂ]henyI] 3-
met hyl thi Oﬂéﬂfam

1-[2-(6, 8-drchloro-2-methyl -1, 2, 3, 4-t et r ahydr o-i soqui noI|n 4-yl)-phenyl]- 3-

ethyl upea) isdpdogyt mﬁ-cﬁtﬂiou%%meth -1,2,3,4-tetrahydro-isoquinolin-4-yl)-ph
1-[2- (6, 8-di chl oro-2- net hyl - , 3, 4y'tetrahydro)|fsoqquo |Ir? yJ—p e“ﬁ’én yl]-3-

met hyl -t hi afagatep)

phordl a2t a%b?%’ﬁ%ﬂ&fﬁeﬁ% 8 5:dpftoro el 3 -ty S0 Guinotn Ly

_ N-([j3 (6, 8- dphethyi}o%manmtdgyl 1|f2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1, ‘
e Lo 2B LS8 Eipelarcr e e S feliahyden-isoayinoliord-w-phenyllpheny | | -
C G

tr| f1 ugs@ufpiteanesul f onam de; 43)
N-[-3-(6,8-di.chl oro-2-methyl -1, 2, 3, 4-t et r ahydr o- |squ| nol i n-4-yl)-phenyl ]-C,

C G- 10234) d‘RHﬂd&-(ﬁﬁt-@aNewﬁ#meﬁwl dl;2344)atrahydro-lsoqumolm-4-yl) -phenyl]-
~N-ethyl - chl ordo 2- met hyl - , 3, 4-tetrahydro-isoquinolin-4-yl)-

ben enesul f@ﬁﬂ%}eé:'ﬁlf
N- [ 4- (62854396, S-m@ﬁlbad-zin&h 2@&&@&5@&@@6&1}%&944 Rpphdnyiphenyl ] - 2-

-1,
di met hyl am no- acet am de; g' =di am no
N-[4-(6, 8- orn@metsne@uliomndy:-l 2 3, 4-t et rahydro-i soqui nol i n-4-yl)-

t e (PR Hap nang 2ot seurte s O heny -1
ethyl-urea; ,
15 237) (S)—-1-[2-(6,8-d|chloro—-2-methyl—1,2,3,4-tetrahydro-isoquinolin-4-yl)—ph.enyi]—3—
ethyl-urea; '
- 238) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl}-
acetamide; |
- 239) 4-(3-bromo-phenyt)-6,8-dichloro-methyl-1,2,3 .4-tetrahydro-isoquinoline;
:,20' '240) 1*[3-(6 8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
‘ hydroxy-ethyl)-urea; - e
o 241) ethyl 3-(6,8—dzchtoro—2-methyl-1‘;2,3,-4-t‘etrahydro'-iso'quinolin—4-yl)-benz_oate;
242) 3-(6,8-dichloro-2-methyl-1 ,2,3,4—tetrahydro-isoquinolin—4—yl)-benzo-ic acid. -

.25 énd from the pharmaceutically acceptable salts thereof.

11. The use as claimed in clalm 7, characterized in that the compounds of the formula |
- are selected from the group consisting of:
| -1)  N-[4-(6,8-dichloro-2-methyl-1,2,3 4- tetrahydro—lsoqumol|n-4-yi)-pheny|]-
30 - acetamide;
) | 2) . 4 -(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;

3) -3~(6,8-dichIoro-2-methyl—1 2,3,4-tetrahydro-isoquinolin-4-yt)-benzenesulfonamide;




pyrrol e- 3- car boxam de; 48) '

N-[4-(6,8-dichloro-2-nethyl-1, 2,3, 4- tetrahydro |squ| nol i n-4-yl)-phenyl]-1-

met hyl - 20 pi peri di ne-4-car boxam de; 49) 2 June 2006

N-[4-(6,8-dichloro-2-nmethyl-1,2,3, 4-tetrahydro-isoqu no fi n4-yl)-phenyl ]-1-
met hanesul f onyl - pi peri di ne- 4- car boxam de;  50)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tﬁééahydro I soqui nolin-4-yl)- phenyl] 1

H pyrazol e- 4- car boxam de; 25 51)

N-[3 (6, 8-dichloro- 2- rrethyl , 3, 4-tetrahydro-isoqui nolin-4-yi)-phenyl]-2-
met hyl am no-&ﬁgt am de;

N[ 3- (&)s- dr f‘iB‘lOZQT%mﬁ}}IWHI 233 -tetratydgerseayinalipdiyhdrenzoig-agd; - phenyl | - 2-

di

met hygyamign
2-ani ng)w[3ﬁ%ﬁ?‘§m§h meth Ty ietphydipisoquinolin )N ettt benzamide, w1y - ph
- enylj- 630 m(@;ﬁ-dmhlurdéz miehyl-1,2,3,4-tetrahydroisoquinolin-4-yl)-N-propyl-benzamide;
2- ami 3,4-tetrahyd | in-4- h
. nyfi]m "B&t)yr élrﬁﬁ( —dcg %8‘@@5—1%% %lgtrahydro-lsoq(tajlnrozliin&-gir) INs-&qldjtlnrlle%hylflgmmcxl) Phe
. 2, 6gdi ami ”%t%i@eﬁz@ﬂ%dg‘ chloro-2-methyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl
)- phenyl'] - hexanam de;

N[ 3- (@,)8 & &Hicblaso- Zrlmethnm-(ﬂ momhnlmd—ybplyetn;d)—ﬂ Sodyditetrahydraispqyinphieey | | - 1-
, t hyl
N5 (95, BEitHIRDS LRSI S 5 P ietEbyr-sapyinolad BhPRVBITAS:. pheny! ] -1

CH i dg 0|1 44 SM@ﬁWMeﬂ‘?@h 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
N[ 3- (6@3 d| c;]tl or o- 2- et hyl 2.3, 4- tetrghydroql soqui n%? pne4¥]y )-phgnyl] 1-

t hanesul fliey€api per i dne- 4- car boxani de;

A il BpRbR Aoty 3 e ‘?@gﬁ%gs&mﬂw haialagieny!1-3

N-
me
N--
-5
" N-[3-(6, 8-dredhl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- i soqui nolin-4-yi)-phenyl]-1
- H
3-
1-
N-
me

pyr - 4- car boxa
[ 3~ (358 E’r@n@?f&ﬂ?%&@@@ﬂ 2ud-tatrahyere-isaquingini4ryl-phenyitheny | ] - 1,
- di met hy hrstaadde:-15 62)
[ 3- (6, 8- dlchloro 2-methyl -1, 2, 3, 4-tetrahydro-i soquinolin-4-yl)-phenyl]-4-"
t hyl 13) -5-(6,8-dichloro-2-methyl-1,2, 3 4—tetrahydro-|soqumol|n-4-yl)-2-hydroxy—benzmc

15 ac:|d
14) 5-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro—lsoqumo!m-4-yl) N-(2-dimethylamino-
_ ethyl)-2-hydroxy-benzamide;
156) N-[3-(6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-lsoqulnolln-4-yl) -phenyl}-
- acetamide;
| o 20 16) 3-(6, 8-d|chloro-2-methyl 1,2,3.4- tetrahydro-lsoqu|no!zn-4-yl)-phenylamme
S 17) 2-(6, 8-d|ch!oro-2-methy!-1 2 34—tetrahydro-|soqumolmh)—phenylamme
N 18) N-[4-(5, B-dachioro-Z—methyl 1,2,3.4- tetrahydro-lsoqmnolan-4-yl)-phenyl]—
o 'proplonamlde | |
_ - 19) N-[4-(6, 8-dlchloro-2—methyl 1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1 -acetyl
025 | plperzdme-4—carboxam|de
o _ 20) N-4-(6, 8-d|chloro-2—methyl 1,2,3 4—tetrahydro—lsoquanolln-4-yl) phenyl}-methane-
- sulfonamide;
21) N-[4-{6,8-dichloro-2-methyl- 1 2.3,4- tetrahydro—lsoqumoim-4-yl)-phenyl]-
) -~ ethanesulfonamide; .
.30 22) N' N'-dimethylamino-N-[4-(6, 8-d|ch|oro-2-methyl 1,2,3,4- tetrahydro-lsoqumolm-ti-
S yl)—phenyl]—sulfamlde




pi per azi ne- 1- carboxam i de; 63) ,
N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-p
perldlne 1- car boxami de; 64) 2 June 2006
~ N[3-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-

20 nor phol i ne- 4- car boxam de; 65)

N-[3-(6, 8-dichl oro-2-methyl -1, 2, 3, 4- t eiggahydr o- i soqui no- Oh"--4-y1) - phenyl ] -
pyrrolidine-1 -carboxamni de; 66)
3-[3-(6, 8-di chl oro-2-net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,
1- dlet I

L 9 el e 2ReRbln amettyit 2.3 4rermligin oaoglof-Rhenyk) - pheny! ] -3-
nethyl- Uraﬁnﬂ@ﬁhnnde
1-[3-(6, 8- | oro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl ) - phenyl] 3-
(2 di n&%yl%ﬁ-(ﬁxséilﬁbibyo-afmathyl $2)3 4-tetrahydro-isoquinofin-4-yl)-phenyl]-

1-[3-(6, 8- 3%&Q%Bﬁ - 2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl] 3-

3.
3-

(
3-
(
(
. 1-
1-
(
1-
p

'30(tetrah n3y|) urea 70)
1- [ & (R5) N4 @ BatiehioRs-hythethyP1 Qﬂﬂltéiréﬁm’r@ﬁQodfﬁﬁéhh-ﬂfvl) phemijl) - phenyl ] -3
: tetrahy ro-pyran-4-yi)-urea;- 2 June 2006 28 .
[ 3- (6, 8- dsalty@mIdenet hyl - 1, 2, 3, 4- t et r ahydr o-i soqui nol i n-4-yl ) - phenyl ] - 1-
“ et hyl I
1t 2l QRS B Ae v Y e Bhsoqunliroprabeml phenyl ] 1-
3- dinet hyiyalmprctpasmapboxahaldet hyl -urea; 5 73)
' 3-(6 4-tetrahyd | 4-yl henyl 1-
SR N sy an ﬁn@ B e o d e A Shenyi) - Pheny! 1+
hé- (6, 8- @? BI)Gfa(Ple%aI‘BH Widd: 2. 3, 4- tetrahydro I soqui nol i n-4-yl)-phenyl] - 3-
3- di net hyl'am no- pr op -urea; 75)
[ 3- (@8- @l-{ﬁa(ﬁgawmm-metmym 2,34 tetratwdrdsisoquinalin-Aol - phetyi}t,2 henyl | - 3-
2- 10 net %Q rea; 76)
. 1-[3-(6, 8-di = 2= hyI 2, 3,4-tetrahydro-isoquinolin-4-yl)- phenyl] 3-
. pyri di 29) 3N{3- S-@‘ cﬂ&ﬂo-2-methyl 1 .2,3,4-tetrahydro-isoquinolin-4- gl) phenyy -ac |
1-[3-(6, 8-dich or o- 2- met hyl - 3. 4-tetrahydro-1soquin I nyI]-3-_
~pyridin- plpendlne~4-carboxamtde 3
16 30} N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
. . nicotinamide; _ .
| 31) N-[3-(6,8-dichloro-2—methyl-1 ,2,3,4-tetrahydro—i_soquinoIin—4—y|)—phenyl]-methane-- o
sulfonamide; '

32) N- [3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm—4-yl)-phenyl]-
- 20 ethanesulfonamide;
~ - 33} N'N'-dimethylamino-N-[3-(6, 8-d:chloro-2-methy1—1 2“3%':‘1‘&trahydro-tsoqumohn—4—,
o y!)—pheny!]—suifamlde '
34) N-[2-(6,8-dichloro-2-methyi-1,2,3 4—tetrahydro-lsoqu|noI|n-4-yl) phenyl]-
N ' cyclopropanecarboxam:de
‘25  35) N-[2-(6,8-d|chIoro-2—methyl-1 ,2,3,4-‘tetrahydro-isbquinolin-4-yl)-phenyl]—'l-acetyl-
, piheridine—4—carquamide; | _ |
- 36) 14[3-(6,8—dIchloro-2~methyl—1 .2,3,4-tetrahydro—isoquinolin-4-y|)—phenyl]-S;ethyl-
 urea; | . |
_ 37N 1-[3-(6,8-dibhloro—2—methy|—1 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl- -
30,  thiourea; . ‘
e 38) 126, 8-d|chloro-2-methyl -1 2 3 4-tetrahydro-|soqumohn—4—y[) phenyI]—3~ethyI~ SRS
' urea;




4-yl| -urea; 15 78) o
N-[2-(6, 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-4-
met hyl - pi perazi ne- 1- car boxani de; 79) 2 June 2006
1-[2-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl ]-3-
thyl - urea; 80)
[ 2-(6, 8-dichloro-2-nethyl-1, 2, 3, 4- t ggyahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
20 di net hyl am no-et hyl)-urea; 81)
[ 4- (6, 8-di chl oro-2- nethyl 1,2, 3,4-tetrahydro-i soqui no
-y1) - pheny 4- et h er 7 C oxam de; ,
et R 3 oin Rrecnfilind 3 feiirod By hemymetishy 1 1 - o
2t hyl - , .
[4 (6, 8- SICh ro 2 met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -1,
di mei0)y IN-{B-§3(6, 84§|chloro~2~methyl -1,2,3 4~tetrahydro-isoquinolin-4~yl}-
[alI é?hsl di chllo @gglogﬁ-hhmethy! 3113201 2t-§?l %%Q aml el soqui nol in-4- yl) phenyl]-1,

[4- (@1§- - [Slt@s%&w@i%etﬁyﬂ @;ﬂk@é%&rwqmmqwnimeﬁym 2phenyl ] - 3-

30 di met hyl am no- et hyl)-urea; 86)

4- (6 8- dirpathyl-dHsimigaaele-4ssufopamidest r ahydr o- i soqui nol i n-4-yl ) - phenyl |
p

4-

h
(B W STy o2 S Sleoquinolin £ Y Pheny G Sefeny 1 -
m de trﬁi&ioro-methanesulfonamlde
nﬂﬁédl ?\E{:ﬁ{é’ 8~d|ch!orrc])¥2|-methyl-1 2, 3tf Eét?g]h%%?g-téosc]%?nud!srr}-i—y -pheny?] é) Eeeyl J-meth
-(6, 8- ﬂ‘lfg.g%ﬂmetﬁaﬁséd%lnaﬂnﬁe:)’ 4-tetrahydro-isoqui-nolin-4-yl)- phenyl ]-
m de

- (6, 84<)I| ‘dhethybNa4r(1Brgichibra: Zanatitybl 2 Bykdtetrahydrpsisoquinolin4yyl)-~ pheny ] - et h
ami ne;

- (6, 8-di Qﬁp%(?%esylf%ylma,l 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1, 3,
210

465) MR-{A(6, 8-dshiloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-

._(2

—_— — —

a;ﬁ;;z&~*zgz
§Q‘°mm§

A dimethylamino-acetamide;
.15 ’46) 2,6-diamino N- -[4-{6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-y1)-
| phenyl]-hexanamide;

| 47) N- [4-(6 8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumoltn-4-yi) -phenyl]-1H-

pyrrole-3-carboxamide;

48) | N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinofin-4-yl)-phenyl]-1-methyl-
20 piperidine-4-carboxamide; |

. 49) N-[4-(6,8-dichloro-2-methyl-1,2,3 4~tetrahydro-isoqu“i'ﬁ%§i=in=4-yl)—phenyl]-1'-
A methanesuifonyl piperidine-4-carboxamide; |

" - 50) —[4 -(6, 8-d|chloro-2-methyl-1 2,3,4- tetrahydro-usoqumolm—4-yl) -phenyl]- 1H-
o pyrazole—tlwcarboxamlde ‘
- A_ 25 51) N-[3-(6,8-dichloro-2-methyl-1, 2 3 4-tetrahydro-lsoqu:nolm—4-y!)-pheny!]-2—
- methylamino-acetamide;
- 52) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-2- -
- dimethylamino-acetamide; :

-"53)' _2-amino-N-[3-(6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-|soqu1nolm-4-yl) phenyl}-
' .30 propiochamide;
-54) | 2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]- -

butyramide; | | | |




- . of a conpoun

di
o
me

92) 1 :

- [3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]-1, 3-
met hyl -urea; 93) 2 June 2006
[3-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yi)-phenyl]-
r phol i ne- 4- car boxanmi de; 15 94)
-N-[ 3- (6 8-di chl oro-2-methyl -1, 2, 3, 4né€££rahydro I soqui nol i n-4-yl)-phenyl]-
t hyl - 4- net hyl - pi per azi ne- 1- car boxa 95) 1

[3-(6,8 di chl oro- 2- rrethyl 1,2, 3,4-tetrahydro-i soquinolin-4-yl)-phenyl]-3-(2

- di met hyl am no- ethﬂd rrethl-urea 96) 2-di et hyl am no- et hyl

[3-(6 85é)cﬂlfbﬁ@”20 [%r(ﬁ &-d,zcmoImZmethwy 2&4«§eimhmﬂsoq4uncﬂm-4-yl)-

yl ) phenyl ] - 2- di net hyl am no- et hyl

[4-(6,8-dic F’ép@@é n[aﬁlz 1 2, 3, 4f e rahydro-i soqui nolin- 4-

yI

[2

) - phe6@) ] Ne I’-Qﬁaﬂrﬂtohlora&-n%t H1E2 B4 -8t /-1 lin-4- henyl]-1-methyl-
- (.6, 8- d?chl[gro 2- et hyl - Z%n?tﬁram?o |sgg’3|0nlrc') |¥1')£ eryll- mehyl

: yl) - phenyl ] PW‘QW‘@E"'@B@M smet hyl

[s bamas?’) Cﬁo@) %ﬁi&ﬁ P82 thethyt1%2, SH-LARAY RS- 1s3GMLIR4- Py -pr¥hyiRianY! - 30 -
S)-N-[3, (6, Bmdaz:tblbdt—oarboxamm 1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenylj

- matha

f 1
S)-1-] 2§§ﬁ %‘ @“@% B‘%&MY(M 223é—t€f@8v¢&1§eﬁwnpﬂ@duylhahewh1y| ) - phenyl ]
-3- ethyl - UM grethyl -1,2,3; 4
-+ tetrahydro-iso aur}%gl)f?riyl &1’!’}3@%&{@' Aydroxy-ethyl Yurea; 2 June 2006
'291 10359kt N;{B% 8—d|chloro-2-methyl 1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3,5-

' 8-di ch 4-tetrahyd I 4-yl)-b t
104% 3- (%C8&lﬁe§ﬂﬁoﬁbg¥q@h§ﬁa{b%a§nr at )ét ; ghlyZ?gu: ggq:unnol Yn) 4- sln)zogeﬁzoi C
- aci d go)d Ry Jel(ﬁtﬁl@lcﬁm-l:!ﬁﬁ@ﬂiyi LE:) Bn-t@ﬁﬁﬁya@hb qﬁﬂbﬁﬂ%ﬁ?ﬁ@ﬁr%]ni@a The use

as claimed inclaim?7 for producCing a t for the
treat nent oPYIBE srﬁrpamamd% sorders of respiratory drive. 13. The use of

SO TSR dyahil et b ARSI BRRRLE
‘sI eep- rel at(}hmetlwimrea;t ory
15 62) N-[3 -(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-y})- phenyl]-4-methyl-
_ piperazine-1-carboxamide;
63) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-piperidine-
1-carboxamide; |
64) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4—tetfahydro-isoquinOlin-4-y!)—phenyI]~
20 morpholine-4-carboxamide
65) N-[3-(6,8-dichloro-2-methyl-1,2,3.4 tetrahydro—lsoqu:nb'l’ﬁul-yl) phenyl]-
- . pyrolidine-1-carboxamide; \ -
. 66) 3-{3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
- diethyl-urea; : A | -
25 67) 1-[3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-1$oqumolm—4—yl) phenyl]-S-methyI—
: | urea; :
- 68) 1-{3-(6,8-dichioro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm-ti-yl) phenyi]~3-(2-
dlmethy!ammo-ethyl)-urea -
69) 1-[3-(6, 8-dlchloro-2-methyl 1 2 3.4- tetrahydro-lsoqumolm-4~y|)—phenyl]—3—
30 (tetrahydro-furan-3-yl)-urea:
- 70) 1-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumohn-4-yl)—phenyl]—3-
- (tetrahydro—pyran-4-yl)—urea




10 di sorders such as sleep apneas. 14. The use of a conpound | as clained
~in claim7 for producing a nedicanent for the treatnent or prophyl axis of
snoring. 15 15. The use of a conmpound | as clainmed in clai m72~9r€ gP&Ruci ng
_.a nedicament for the treatment or prophylaxis of acute and chronic renal
. disorders, particularly of acute renal failure and of chronic rena
~failure. 16. The use of a conpound I ﬁg claimed in claim7 for producing a
medi canment for the 20 treatnment or p %hylaxis of disorders of intestinal
function. 17. The use of a conpound | as claimed in claim7 for producing a
medi canent for the treatnment or prophylaxis of disorders of biliary

funct i ofit) B5(3t,8-tichiaree-arethylclodBatitatrahydso-idaguinstinidryphienyll- TFmethyl-
produci ng a _pedi rent . . for th treatment or prophylaxis of ischemc
states of t Qﬁeg{ggwgﬁﬁeﬁdﬁ%ﬁdhﬁ@rﬁﬁal nervous system and of stroke. 19. The
use of #2)c @@ Btdichisiod-aigiRg-1,2,3-gitfhydfRisdRURBERLAY)-phergil-9 nt for

the 30 treatnent or prophs/l axis of ischémc states of peripheral organs
and | i mbs. dmethlamingeropg)-demettwkuiess of a conpound | as claimed in claim

71 dugy ' f o k. 21. Th
P Sk s L e L e
- use in sudimethylanginoathyljr4-methybagan transpl antations. 22. The use of a
) ng. | | i ' | ai m_7 dyci di t for th
or cser VDI dnelRd e Bs2-Bethlt s ielahydro-Bonlirci- GhbBBsIVEF-10 23, The
use of a CQi'iFﬁ@M?Qrig?g?rrﬁﬁﬂ)-UFéé" n claim7 for producing a nedi cament for

- the treatnent Of ers in which cell proliferation represents a
pri mar Wr 1s@e6fadichlore@amethyl4,2, 3 detetrabydio-soquinotinddyl)-pheny]-8i(Bed i n

cl ggm 7 for é{ﬁc?)grgétih%—a nedi canment for the 15 treatnment or prophyl axis of

di sorders & | 463 i sm 25. The'use of a conpound | as clainmed in

cl ai m 76 oﬂ-[Er(ew@ibn@r@-zpm@'tms,4t1@trahwo-fsbaahwnﬂa-w-pﬁéﬁmlssl;%*dﬁl-of
~-infestation by ectoparasites. 20 26. A nedicine conpri'sing an effective
 anpount of &¥W@Hund | as clainmed in claim 1.

77) 1-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-pyridin-
. | - 4-yl-urea;
15 ?’8‘) N-[2~(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-4-methyl-
| _ piperazine-1-carboxamide; .
79) -1-[2-(6,8-dichloro-2~methyl-1,2,3,4-tetrahydro~isoquinoliﬁ-4-yl)-pheny|]-3-methyl-
_ urea; _
80) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
| 20 dimethylamino-ethyl)-urea;
- 81) 'N-[4-(6,8-dit:hloro-z-methw-1,2,3,4~tetrahydm—isoqu’ifi%%‘f4-yl)-phehyl]—4-.methy[— '
' piperaiine-1-carboxamide; ' |
- '82) '1-[4-(6,8-dichloro-2~methyl-1,2,3,’4-tetrahydro-isbquinolin-4-yi)-phehyI]-3-methyl- ,
o N ~urea§ | : ‘ |
25 83) : 3{4-(6,8-dichloro-2~methy!-1 ,2,3,4—tetrahydro~isoqu_inolin-4-yl)—phenyl]-1,1-
| dimethyl-urea; ' o
84) 3-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
. diethyl-urea; | :
- 89) 1-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yt)-phenyl]-3-(2-
30  dimethylamino-ethyl)-urea; ' -
| 86) N-{4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

morpholine-4-carboxamide; .




- 87)

88)

' 89)

 00)
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92)
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N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-:soqulnohn-4-y!)-phenyi]

formamide;

[4-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-lsoqumohn~4-yl) -phenyl}-methyl-
amine;
N-[3-(6, 8—dlchloro-2-methyl-1 2,3 4-tetrahydro-lsoqumolm-4-yl) -phenyl]-
-formamide;
[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro~isoquinolin-4—yl)-pheny!]-methyl-
amine; _
1 [3~(6,8-dichlor042-methyl-1 2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1,3,3-

trimethyl-urea; -

1[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumolm—4ﬁyl) -phenyl]-1,3-
dimethyl-urea;

N-{3-(6.8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-y)-phenyl}-

. morpholine—tl-cérboxamide;
- 94) N

-[3-(6,8-dichloro-2-methyl-1 ,2,3,4,—tetrahydro-isoquino!in—4-yl)-pheny|]-methyl-4~
methyl-piperazine-1-carboxamide; _
1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-3-(2-

dimethylamino-ethyl)-1-methyl-urea;

2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-carbamate

2—d|methyiamzno-ethyl [4- (6 8-d|chloro-2-methyl 1,2,3.4 %:@trahydroqsoqumolm-ti-
vi)- phenyl]—carbamate

2-dimethylamino-ethyl [2-(6, 8-dnchloro-2-methyl 1,2, 3 4-tetrahydro-:soqu1nol:n-4-
yl)-phenyl]-carbamate; '

methy! [3-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydr0~|soqumolm-4-yl)-phenyl]—

. carbamate;

Ce 100) (Ror S}-N-[3 (6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumolm-4-yl)-phenyl]-
" methanesutfonamide:

101) (Ror S)1 -[2-(6 8-d|chloro-2-methyl 1,2,3 4-tetrahydro-tsoqu|no[|n-4‘yl)—phenyl] 3-

ethyl-urea

102) 1-[3-(6, 8-d|chloro-2-methyl~1 2,3 4-tetrahydro-|soqumohn-4 -yl)- phenyl]—3 (2-

hydroxy-ethyl)—urea
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103) ethyi 3-(6,8-dichloro-2-methyl-1 2.3, 4-tetrahydro-isoquinolin-4-yl)-benzoate;
104) 3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro isoquinolin-4-yl)- -bénzoic acid.
and from the pharmaceutically acceptable salts thereof.

' ‘12 The use of a compound | as claimed in claim 7 for producing a medlcament for the

treatment or prophylaxis of dlsorders of respiratory drive.

13. The use of a dompound | as claimed in claim 7 for producing a medicament for the

‘treatment or prophylams of respiratory disorders, in particular sleep-related resp:ratory

disorders such as sleep apneas.

14. The use of a compound | as claimed in claim 7 for producing a medicament for the

treatment or prophylaxis of snoring.

15. The use of a compound | as claimed in daim 7 for producing a medicament for the
treatment or prophylaxis of acute and chronic renal disorders, particularly of acute
renal failure and of chronic renal failure.

16. The use of a compound | as claimed in claim 7 for producing a medicament for the

- .

s

- 17. Theuse of a oombound | as claimed in claim 7 for producing a medicameh't forthe

- treatmenit or prophylaxis of disorders of biliary function.

18. The use of a compourid | as claimed in claim 7 for producing a medicament for the
treatment or prophylaxis of ischemic states of the peripheral and central nervous

system and of stroke.

19.'The use of a compound | as cl_aiméd in claim 7 for producing a medicament for the

treatment or prophylaxis of ischemic states of peripheral organs and limbs.
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20. The use of a compound | as claimed in claim 7 for producing a medicament for the

treatment of states of shock.

21. The use of a compound | as claimed in claim 7 for producmg a medicament for use

in surgical operatlons and organ transplantations.

.22.Theuse ofa compound | as claimed in claim 7 for producing a medicament for the

preservation and storage of transplants for sufgical procedures.

'23. The use of a compound | as claimed in claim 7 for producing a mediCament for the
treatment of disorders in which cell proliferation represents a primary or secondary

" cause.

_' 24, The use of a compound | as claimed in claim 7 for producmg a medicament for the

treatment or prophylaxis of disorders of lipid metabohsm

25. The use of a compound | as claimed. in claim 7 for producing a medicament for the

- treatment or prophylaxis of infestation by ectoparasites.

‘ 26 A medicine comprising an effective amount ofa compound | as ctalmed in claim 1.

w"%




