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4- phenyl t et r ahydr oi soqui nol i nes, process for their preparati 8r"“”€f %QQGr use
as nedi canent, and nedi canent containing them5 The invention relates to
conpounds of the formulal R8 R7 RR5 R4 in which the neanings are:

Rl, R2, R3andR4 10 i ndependently of one another H, F, d, Br, I, CN, N, OH,

- NH2 CammgjmsmHqu 1, OCbH2b+1, COOR10, OCOR10, leoPQl‘T/EPOZ/lZ%é)
OX—(CHZ)y phenyl; a and b in the groups CaH2a+l and OCbHZ2b+1 i ndependently

of one anot her 1 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore

H at onpydg@ nE‘@oﬁw zero or 1; atons to be replaced by F atons, 25 replaced by
F atons; qq 4, 5, 6, 7 or 8, it being possible for one or nore H atons
to be repI aced by F atoms;- RI0O H or CcH2c+1 , 1, 2, 3,74, 5, 6, 7 or 8, it

bei n S or on nore H zero, 1,2, 3 or 4;
g g % {l),lted 4-pheny¥?etrahydrmsoquanollnes process for their preparatlon their use as

medicament, and medicament containing them

The invention relates to comhounds of the formula |
RS

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,
| CqqH2gg-1- OCbH2b+1 COOR1O OCOR10, CORiO or Oy-(CH2)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 | o c 1 2 3 4 5 6, 70r8 ltbemg posmbieforoneormoreH
20" R e atoms to be repiaced byFatoms o

o X zero 0r1 " | -

y “zero 1,2, 30r4

o where the phenyl ring in the group Ox-(CHz)y-phenyl is
- unsubstituted or substltuted by 1-3 substituents selected from

- 25 | - thegroup conSIStmg of ¥, Cl, Br, CN, N02, OH, NH2 or
CdH2d+1;




where the phenyl ring in the group OX-(CH2)y-phenyl is unsub tituted or .
substituted by 1-3 substituents selected from: the group co 1418 P00 f F,
C, Br, ON, N2, OR NH2 or CdH2d+1; 2 d 1, 2, 3 or 4, it being possible for
one or nore H atoms to be replaced by F atonms, or RIl, R2, R3andR4 _
" independently of one another heteroaryl, it being possible for zero, 1, 2,
3 or 4 N atons, zero or | oxygen-atongor zero or 1 S atomto be present as
ring atonms; or Rl, R2, R3 and R4 10 i ndependently of one anot her
CONR11R12 or NRI 1 R12; R11 and R12 independently of one another H
CeH2e+1, CrrH2rr-1; e 14 2,3, r I ng
possi ble for one or m)redH at oisélgogﬁeltgew{grp% éeéﬁ_éf&gné:’érﬁﬁg&ﬁz n%eto be
“replaced by F atons and for onto be replacedbi?2 Fogatonss to be repl aced by 0 or
- NR13; §13 Hor CiH2f+1; f 1, 2, 3 or 4, it being possible for one or nore
~H atons”to be replace by F atoms R13 and a CH2 group of R11 or RI12 ‘
- toget her1 ijgl‘Rgagdlmatom R11 and R12 to which they are bonded a 5- or
6- menber ed rin together with the N atomto which they are bonded a 5- 6-

or & in ependently of one another heteroaryl, it being 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 repléced by O or NR13;
R13  Hor CHoseq:
_ , f 1, 2, 3 or 4, it being possible for one or more H
20 e ~ atomstobe replagaggy F atoms;

- 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,

25 R11 andR12 B TR

S togetherwuth theNatom to which they are bondedaS— 6~or -'.::_ o
- membered ring; ' : :

T

R ."”R11andR12

3 independently of one another COR14, CSR14 orSOgR‘M

| . . R14. ch29+1,, |




l'ndependently of ‘one .anot her Cd?l4 CSR14. or SO02R14; or ' rrEnber d ring;
0

‘'R11 and R12 R14 CgH2g+1; 2 June 2006 3 1, 2, 3, 4, 5, 6, 7

Jyne 2006, ng

possi ble for one or nmore H atons to be repI aced by F atons, and it being
. possible for one or nore CH2 groups to be replaced by 0 or NR13, b or Ri1,
. 'R2, R3 and R4 independently of one another Ch-SG -R15, with h zero or 1; j

Zer o,

.7 or .8,
.at ons;

1 or 2; 10 R15 CkH2k+1, OH, OClHz{+1 or NR17R18; k 1, 2, 3, 4, 5, 6,

it being possible for one or nore H atons to be replaced by F

| 1, 2, 3, 4, 5, 6, 7 or 8, it being possible for one or nore H

morner W or v 19721 5 25 B 88 ok YRR RRRERI R BB o0 one

anot her

_-or nore Hatoms in the group Qﬁlﬁﬂa’rﬂ dt@m@&ofhépﬂ m@dmgylﬁatcﬁh@%@m@emy il

or nore CH2 groups to be repl aced

, CO CS or NR1 R19 H or CnH2n+1;

- 1,2,3 or 4;. .or Rl7 and R18 p033|b¥e for one or more CHo groups to be replaced

10

15

- 30

by O or NR13,

or

" R1,R2,R3and R4

independently of one another ~05—SOj-R1 5, with
" h Zero or 1; ‘
j zero, 1 or 2;
R15  CgHok+1, OH, OCjHo+ 4 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
" atoms to be replaced by F atoms;
~ 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 repleced
by O, CO, CS or NR19; e
R19  Hor CnHQnH;
n 123or4 o
It bemg p055|ble for one or more H atoms m UERIEE
CnH2n+1 to be replaced by F atoms | U o

B leor",ii:":' K
R‘!? and R18 ke : . to

':_together WIth the N atom to WhICh they are bonded a 5— 6- or -

7-membered ring; | '

--or : oo ' . o

'R19 and a CHy group of R17 or R18 together with the N atem _

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




it being possible for one or nore H atoms In CnH2n+1 to be repl aced hy F
~ -at ons; together with the N atomto which they are bonded a 52 Jum: 20416

~7-menbered ring; . or R19 and a CH2 group of R17 or R18 toget her with the N
~atom to which they are bonded a 5- or 6-nenbered ring; 4 10 but where R2
- nust always not be equal to H R5 H, CPH2p+1, CssH2ss-1; COR20 or SO02R20; p
1, 2, 3, 4, 5, 6,70r 8 ss 3,45,6,74r 8 RO CHqg+l;, g1, 2, 3, 4, 5,
6, 7-or 8, it being possible for one or nore H atons in the groups CPH2p+1,
CssH2ss-1 and CgH2g+1 to be repl aced by F atons and for one or nore CH2

. groups NR21; Hor CH2r+1; r 1,2,3 or 4; it

bei ng p%@s‘?ﬁ?%q?%?ﬁﬁgmé? tebel—fa%‘f%r@ n CrH2r+1 to be replaced by F
atons; R6 H, IFFCEH opfl, CldsHSs Y SCORIAGIGFBE —;-‘120-04, Ot H2t +1 or OCOR22; 15
s -and t i ndependén th of “oné anbt her 1, 2, 4, 5 6, 7or 8 dd 3, 4, 5,
-6, 7 or 8, itpbeindl,HSskpbes,fOor8ne or more H atoms in CsH2s+1, CddH2dd-1

. and OCtH2t+1 to be pl_a F atons; independently of one anot her
- Ov- SOw R23; §23 ze’{'é 5r6; fjOéér 1-or 2;

5  R20 CgHoge+1;
. 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:
o 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 .
Ul '.E:Jandependently of one another -OV-SOW-R23

v . zeroort;
ST w " zero, 1or2 . R
R23 _‘,CmHznnﬂ,cmmHme OH, ocpszpp+1 or NR25R26
. nn and pp

o , | mdependently of one another1 2, 3 4,5,6,7 or 8,
3 - mm  3,4,58,7o0r8, - -




CnnH2nn+1, CmH2mm 1, OH, OCppH2pp+1 or NR25R26; nn and pp independently
of one another 1, 2, 3, 4, 5 6, 7 or 8, R22 CuH2u+l; 1,2,3 $°fung2Q06 peing
possi ble for one or nore H atons in CuH2u+l to be repl aced by F atons; .R7,
R8 and RO mm 3,4,5,6,7 or 8, 2 June 2006 5 it being possible for one or
~_ nmore Hatons in CnnH2nn+1 CrmH2mm 1 and OCppH2pp+1 to be replaced by F
- atons; R25 and R26 independently of oge another H, CN or CZH2Z+1,
- . CzzH2zz-1; 10 15 1, 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 atonms and, in CzH2z+1; it
- being possible for one or nore H-atonms to be replaced by F atons and it
" being possi-ble for one #heaiRg possiblefpbane or mase H aisinag #dChyHOnNED, CS  or

T e st oo BB bl ™
I R25 and R26
| ~ independently of one another H, CN or CZH22+1 CZZHQZZ_»] :
5 .z 1,2,3,4,586,7T0r8;
o | 2z .7 3,4, 5,6, 70r 8, it being possible for one or more H

atoms to be replaced by F atoms and,
~in CzHoz+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 grdups to be replaced by O, CO, CS
- orNR27; | -
“R27  Hor CaaH2-aa-;-1i
aa 1,2, 3 or4; _
- ‘ : - 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, S
R? RBandRQ I o T T D RS SRR,
i lndependentiy of orie another NR32COR30 NR32CSR30 or NR3280bbR30

' 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
bb 2003 o :
30 o 1,2,3,4,56,7or8;
Yy 3456708




together with the N atomto which they are bonded a 5-, 6- or 7-nenbered
ring, 20 or R27 and a CH2 group of R25 or R26 together wth %HHP@@ 08 om to
.whi ¢ch they are bonded a 5- or 6-nmenbered ring; or R7, R8 and RO 25' 30
~independently of one anot her. NR32COR30, NR32CSR30 or NRBZSCbbRBO R30 H,
CccH2cc+1, CyyH2yy-1, pyrrolidinyl or pipendinyl, in which rings a CH2
group may be replaced by 0 or NR33; R33 and R33 independently of one

-anot her H. or ChH2h+1; 'bb 2 or 3; cc 1, 2, 3, 4, 5 6, 7 or 8;, vy
3,4,5,6,7 or 8, 2 June 2006 6 10 15 which is unsubstituted or substituted

by up to thrge sulskitu |l ected fromthe group consisting of F, O,
Br, 1, C00H2310+1 ﬁlR%O%?’;g’%’zeﬁe%nd R71 independently of one another H C
CORT72; 'R72 Hit bdingipeossible foponewr radé Matoms in CpHoh+1 to bé replaced by F
“atoms, and it being pbssible for one or more H atoms in the groups
. CeeHocot1 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 . RE5 H, CygHoxet:
' | CXX 1, 2, 3 or 4, it being possible for one or more H atoms
" tobe replaced by F atoms; |
"_.or_ - - ' |
-'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, zeroor 1 S
atoms and zero or 1 O atoms, |
which is unsubstituted or substituted by up to three
R _ substituents selected from the grm.wnsusting of F, Cl, Br, l, :
2 . S ,CooH200+1’ NR70R71 ' c 0
SN R70andR71 S
Al -'mdependently of one anotherH CuuH2uu+1 and
. COR7T2; B B TR
L RTZ H CWH2W n 1

25 - L '_',100 uu andW LT e
e SO ' ,ndependentlyofoneanothel'1 2 3 4 5 6 7
or 8; ' ‘ S : L
1t belng possible for one or more H atoms in the :
- groups CooHooo+1, CuuH2uu+1 or CWH2W+1 to be - -

30 w . ‘.replacedbyFatoms




I ndependent|y of one another 1, 2, 3, 4, 516, 7 or 8; h 1, 2, 3, 4 5, 6,7
~or 8, it being possible for one or nore H atons in ChHzh+1 t Y W@?Q—ﬂﬁ aced
by F atons, and it being possible for one or nore H atoms in the groups
‘CccH2cc+1 and CyyH2yy-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 SO2R65; kk 1, 27 3, or 4; it being possible for one.
~or nore Hatons to be replaced by F atons, R65 H, C H2xx+1; 1, 2, 3 or 4,
it being possible for one or nore Hatons to be replaced by F atons; or
R31 forns together with a CH2 group of R30 a 5-, 6- or 7-nmenbered ring;, or
R30 a 5 or 6-menbered heteroaryl with 1, 2, 3 or 4 N atons, zero or 1 S
- atons R REBAGRI 10 atons, it being possible for one or nore H atons in
- ~the . groups CooH2o00+1, CuuH2uu+1 or_ CvwwH2vv+1l to be 2 June 2006 or R7,
_R8 and R9 i nirgriensently obeneg aeothesthén Gi Br 1, 802, BN, GH, Nbl2, CanHoae:+ 1NH?,

s, e DhnPpamstc oy N ONRIDRE sbaiis CaRE By oy 5 °
m ps40e2Hzg£Q R%rz’ 8; it being possible for one or nore H at orr_e i'n the
o 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 “-ngHggg+1 to be rep!aced byFatoms and it belng pOSSIble
T o R44 together with a (CHQ) group of R40 or R41 and the
o _ '5':N atom to which they are Jomtly bonded to form ab- or. 6- ‘
o j'.-i'_-""'membered nng, Y

T . '__'W|th the N atom to wh[ch they are bonded a 5- or 6-membered nng, 5 R
~R42  Hor Chthhh+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;




10 Om2ww1 and OCFfH2ff+1 to be repl aced by F atons; R40 and R41 :
H CttH2tt+1 or C(NH)NH2; ft 1, 2,3,4, 5 6,7 or 8, it.being He4rg A for
one or nore H atons in the group CGttH2tt+1 to be 15 replaced by F atons
and for one or nore CH2 groups to be replaced or: CggH2gg+l to be repl aced
by F atons, and it being possible for R44 together with a (CH2) group of
R40 or R41 and the N atomto which thgy are jointly bonded to forma 5- or
6- nenbered ring, R40 and R41 by O or NR44; R44 H or CggH2gg+l; gg 1,
2,3,4, 5, 6,7 or 8; it being possible for one or nore H atons in the group.

with the N at ré"ﬂh&gubétﬁlgefntg?@ﬁgﬁ%&%uﬁ cﬁ'%’(orREg?gﬁgb?%%gmé)tng’ Ra2 H -

or -ChhH2hh+1; 1t bern 0SSl group
ChhH2hh+1 toslirhuﬂanéhus&beﬂfOi-Eor@CI—Eg or 8; be replaced by F atons; 2 June
© 2006 8 but where two substituents fromthe group of R7, R8 and RO nay not

. .si mul t aneouslanpdoehade adleastaBe af thevasdicala R7, Risor RAenwsdt biehselectéd dadns the, RS

R9 mist be SeS5 eOlnng 0 6“?&409{4%%0%63'&&& %850%64%%208%8 OWR23,

_NRSZCCRSO NIESES
5  and NR32SOLpR30;

. ;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 oo
- 25 : - mdependentiy of one another CONR‘! 1R1 2 or. NR1 1 R1 2
RifandR12 = e
| mdependentlyof oné anotherH Ceng+1 CrrH2rr*
“e',123m4
| | m .3, 4,50r _6, _ . - .
: 30_‘ . itbeing possible for one or moreHaiem's.ih the'groeps -

CeHog+1 and CrHor.1 to be replaced by F atoms




and NR32SOhbR30; and the pharmaceutically acceptabl e salts and

trifluoroacetates thereof. Preference is given to conpounds ®Putehd0G6or mul a
| in which the nmeanings are: Rl, R2; R3 and R4 10 i ndependently of one :
~another, H F, d, Br, I, CN, NO2, OH NH2, CaHa+l1l, cycloalkyl with 3, .4,
5 or 6 C atoms, OCbH2b+1l, COOR10; a and b independently of one another 1,
2, 3 or 4, it being possible for one oy nore H atons to be replaced by F

~~atoms; 15 R1I0 H. or CcH2c+1l; ¢ 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 , 20
independent'l%rof one another 5- or 6-nenbered heteroaryl selected fromthe
- group consisting of pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl,
“tetrazol yl,; tFRipaed R12and oxazol yl; . or Rl;, R, R3.-and-R4 25

: |ndependently 'of one anot her CONRL1RIL2 or NRI1R12; .:30 R11 and R12

‘i ndependent 'y of oifdlepepdaaily of omapether hydiogethyh N.Nedimethydaminaethyly 4, 5

Gribrrii o be v b claBlpnaRgef. BROldBLA%E %%&%@f"%ﬁfiﬂ%@me” one
5 A plperazmoethyl morphohnoethyl or piperidinoethyl;
7 or.
 R11 ar_id_R12
together with the N atom to which fhey are bonded a pyrrolidine, |
S piperidine, N-methylpiperazine, piperazine or morpholine ring;
10 or -

R11 and R12
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 B R15 CkH2k+1 OCjH21+1 or NR17R18; D

k- 1,2,3 or 4, it being possible for one dr more H atoms to be
o replaced by F atoms; N _ _ R
: B o1, 2 3or4, lt being pdsmble for one or more H atoms to be
. )A reptaced by F atoms - 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;




- independently of one “anot he rhydroxyet hyl, N, N-di net hyl am noet h N,

N, N- di et hyl ami noet hyl, pyrrolidinoethyl, N-nethyl pi perazi noe?Hy1e 006

pi per azi noet hyl, m)rphol i noet hyl- or piperidinoethyl; or Rll and R12
together with the N atomto which they are bonded a pyrrolidine,

pi.peridi ne, N-nethylpiperazine, piperazine or norpholine ring; 10 15 20 or
R11 and R12 i ndependently of one anothfgy COR14, CSR14, CONHR14, CSNHR14 or
SO2R14; R14 CgH2g+1; g 1, 2, 3 or 4, it being possible for one or nore H
atonms to be replaced by F atoms; or R, R2, R3 and R4 independently of
one anot her OSGBH, SOBH, [FYRLIY ,'f repl aced by F atoms; 1, 2, 3 or
4, it being possible for one or ?I"'éi ‘ons to be. replaced by. F atons;
"independently of one anot her HnCnHZrnflz 39ryghich the first CH2 group

bonded to the nltrogen is 1
' it being possible for one or more H atoms in CnH2n+1 to be

-rep!aced by F atoms;
5 N |
| R17 and R18
t.ogether with the N atom to which they are bonded a 5- or
~ 6-membered ring; |
. | 'bdt where R2 mLtst always not be equal to H,
10 'R6  H,CpHppets |
| p 1,2,30r4;
| :t being possible for orie or more H atoms in CpH2p+1 to be replaced
L by F atoms;
. 'R6 - “H, CgHas1, OCiHate1 or OCOR22;
15 .sandt |
'independently of one another 1, 2, 3 or 4;
it being possible for oné or more H atoms in CgHog+1-and OCtH2t+1'
to be replaced by F atoms; | '
S R22 CuH2u+1:
L2000 w2304 = e
S it bemg poss:ble for one or more H atoms in CuH2u+1 to be replaced_r -
RO f"--i_'byFatoms B | s ‘ |
l_-_f'f-f-_'___‘R7 RB andR9 - LR | o
o .mdependently of one another OSO3H 803H or 802R23

:nHZnn+1 CmmHzmm-1 OCpszpp+1 or. NR25R26
nnand pp _ L AR

' mdependently of one another1 2 3 4or5

mm | 3,4, 50r6 ‘ '_

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

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




- second CH2 group is replaced by NR19; CkH2k+1, OC1H21+1 or NR17R18 K 1, 2,
3 or 4, it being p055|ble for one or. nore Hatons to be 1, 24 U'?éQPSOr 5,
it being possible for one or nore H atons in the group CrH2mt1l to be

" _replaced by F 2 June 2006 10 R19 H or CnH2n+1; n 1,2,30r4; it being

" CuHu+1; 20 it being possible for one or nmore H 'at ons“i

possi ble for one or nore H atons in CnH2n+l to be r-epl aced by F atons; a
-or- R17 and R18 together with the N agjpmto which they are bonded a 5- or
6- menbered ring; but where R2 nust always not be equal to H 10 R5

"H, CoH2p+1; p 1,2,30r4; it being possible for one or nore H atons in CoH2p+1

to be replaced by to H, CsH2s+1, OCtH2t+1 or OCOR22; 15 s and t
i ndependent |y of on'gzgﬁ&gﬁg&(s 2, 3 or 4; it being possible for one or

nmore H atoms in. CSH2s+1 ande&#déawa oh8 aPRGHL TRICHH, L, AligWhicBe
replaced "U. 1, 2, 3 or 4'lrstb®H§ growbondid td¥heittoffn is replaced by CO or
- o S and the second GHy 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
nngs a CHQ group may be repiaced by Oor NR33 R o
ST "i,‘_'R32 and R33 mdependently of 6he anotherH or ChH2h+1, RER -.
RETEa 25 i cc 1 2, 3 4 5, 6 Tor 8 L ' R
o PR 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




I ndependent |y of one anot her OSO3H, S@BH or S2R23; 25 R23 CnnH2nn+1
CmH2nm 1, OCppH2pp+1 or NR25R26; nn and pp i ndependent|y of J¥1520080t her
1, 2, 3, 40or 5 mm3,4,50r 6, it bei ng possible for one or nore H atons

~in CnnH2nn+1, 30 CmH2mm 1 and OCppH2pp+l to be replaced by F ators; 2 June

200611 10 15 R25 and R26 independently of one another H, CN, CzH2z+1; in

"~ which the first CH2 group bonded to tfie 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 atoms in CZH2z+1 to be replaced by F atons; R27

H or CaaH2aa+l; ,,as 1,2,3.or, 4; i ' 0 Iefor on or nore H atons
in CaaH2aa+1éQQﬁ3§§+ﬂ@5\da%ﬂ§4MF°ag &ag‘?éﬁ AlgRS aveh OEGQStQEéPC’"\ﬁlth t he

- N.atomto whi red ring; or R27 and a CH2
~group of R25 (gﬁghgcg}'qsgtée %%ﬂ%%gg%yﬁﬂggﬁl ae('tdoims FAMEP E’ntéef/ replacad iy a s-
or - 6- rrenbere(kgf ngH APk {CB&G@%%QRGS
o Kk 1,2,3,0r4;
- 5 I :t being possible for one or more H atoms to be replaced by F atoms,
| ' R85 H, CyHoyx+1; -

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

| | 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, NR7ORTA1, |

| - S R70 and R71

-- 20 o B mdependently of one anofﬁ??ﬁ’ CuuH2uu+1 or

COR7Z;

ORI M CpHpwets L

i .‘:_iro'e' a{.—an‘d"w 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

o ‘A:'_r.-atoms

"R7, R8 anid R9 T | |
o _' : mdependentlyof one anotherH F, Cl Br, 1, N02, CN, OH, NH2, CeeH2ee+1,
’ .'30" 0 CoawH2ww-1+ OCﬁHgff+1 NR40R41 CONR40R41 COOR42, COR42 or

OCOR42




- be replaced by F atons

.independently of one another NR32COR30; NR32CSR30 or NRBZSOZRBO -R30 H,
OH, CccH2cc+l, CyyH2yy-1, pyrrolidin 1 or piperidinyl, in wh? dwng ?¥¥s a CHZ
- group naybe replaced by 0 or NR33;. R32 and R33 |ndependently of one -
“anot her H or ChH2h+1; <c¢c 1, 2, 3, 4, 5 6, 7 or 8, yy 3, 4, 5 o0or 6; h
1,2,3 or 4; it being possible for one or nore H atons in ChH2h+1 to be
‘replaced by F atons, and it being posls‘i'ble for one or nore H atons in the
~groups 2 June 2006 12 CccHzcc+1l and 2yy-1 to be replaced by F atons and
for one or nmore CH2 groups to be repl aced by NR31 and for a CH2 group to
be repl aced 1 H, CkkH2kk+1, COR65 or SO2R65; kk 1, 2, 3, or 4; it
bei ng possi bl%a ’t"éﬂ one or nore H atons to be replaced by F atom; R65 H,
OxxH2xx+1;  xx .1, 2 i Bl F.one or nore H atons  to
mc%déhdéntlyba&f_i‘e QH"mﬁgthgPF\%th a CH2 gr oup of "R30 and
the N at om tovwhi cB, t4h§pr§re jointly bonded forma.5- or 6-menbered ring; -

. - | f h ,
Const ot ng ot Ui HEFBleTRy A5 B SR T koS I e Ar3GhS Eocliengar vi - © P

-substltute

ot et5a20| yl, g Mﬁg@ ﬂ%ﬂh%@#ﬁgﬁ??dtooo@é%%ed l%t':%hor%re unsubstituted or
R40 and R41 :
H CﬁH2ﬁ+1 or C(NH)NHZ, |
tt 1, 2 3,4,5,6,7 or 8;
L it belng possible for one or more H atoms in the group CHot+1 to be
10 ' - 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 =

S 7 together with the N atom to which they are bonded form a ring selected
' 20 - -from the group consisting of pyrrolidine, pﬂﬁﬂ@ne N-methyl-
W Ce j‘ ) .:_-;piperaZ|ne piperazine and morpholsne
- Ra2° Hor ChhH2hh+1 . |
R j_.'f:_;hh 1,2,3004; T e
N lt belng Possmle for one or more H atoms an the group Chthhh+1 tO : ) :'_j
_. _‘:_"e\.replaced byFatoms AR f
R '--but whére’ two substltuents from the group of RT R8 and R9 may not
e 'l-.'.;' 'i:'SImuItaneously be OH or OCH3 _ s
L and where at least one of the radlcals R7, R8 or R9 must be. setected from the -
S 'group cons.stmg of CONR40R41 -ovsoszs NR32COR30 NR3203R30 |
o 80 -~ and NR32SOppR30; | |

and the pharmaceutlcalty acceptabte salts and tnﬂuoroacetates thereof




substituents selected fromthe group consisting of F, O, Br |, CooH2oo0+1, -
NR7OR71, R70 and R71 independently of one Nel +, CuuH2uu+1 of JOEr8OP6 R72 H,
CvvH2vv+1, 00, .uu and. w i ndependently of one anot her 1, 2, 3 &4; it .
bei ng possi bl e for one or more H atons in the groups CooH2o00+1, CuuH2uu+1
or CvwvH2vv+1l to be replaced by F R7, RS and RO atons; independently of one
another H F, d, Br, 1, NO2, CN, O—| MH2, CeeH2ee+l. CwvH2ww 1,

OCf f H2f f +1, NR4CR41 CONR4ORA41, COCR42 COR42 or OCOR42; 2 June 2006 10 15
ee and if independently of one another 1, 2, 3 or 4, ww 3, 4, 5or 6, it
bei ng possible for one or nore H atons in the groups OeeH2ee+1, OwvH2ww 1
and OCffH2ff+1 to be replaced by F atons; R40 and R41 H, CtH2tt+1 or

C( NH) N'ﬁ’arhédia@re?er%née?s §ivén ¥ c§mp'ohn9§«‘ bf'&eoﬁfiﬁlh@ Bin'veHick? B %aﬁﬂ?@ H at oms

in the a%é_oup tH2tt+1 to be r ep aced by F atons; or R40 and
- R1,R2,R3and R4

5 | independently of one another H, F, Cl, Br, OH, NHy, CgHo44+1, cycloalkyl with
3,4, 5 0r 6 C atoms, OCpHape1; | | '
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
lndependenﬂy 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
R or. o | |
----R11and R12 -. | e L
together wnth the N atom to whsch they are bonded fonn a rtng se!ected'-f?"f i

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

25 _- j“ o  j methylplperazme plperazme and morpho[me
I ,.."‘-or, T c A
: .IR11 and R12 | S | | B
" mdependentiy of one another COR14 CSR14 CONHR14 CSNHR14 S
or 802R14 _

30 ' R14 CgH29+1,_




to be sel ected i ndependent |y of one another hydroxyethyl

‘N, N-di met hyl ani noet hyl , N, N-di et hyl ani noet hyl, pyrrolidi noetfhylllne 2006 |

N- net hyl pi per azi noet hyl, pi perazi noet hyl ,- m)rphol i noet hyl or

~ piperidinoethyl; or R40 and R41 together with the N atomto which they are
bonded forma ring selected 20 fromthe group consisting of pyrrolidine,

pi peridine, N-nmethyl piperazine, pi pe{ézi ne and norphol i ne; Hor ChhH2hh+1
hh 1.2.3 or 4: . it being possible for Oone or nore H atons in the group
ChhH2hh+1 to be replaced by F atonms; but where two substituents fromthe
group of R7, R8 and; RO may not %I rrultaneously be OH or OCH3 and where at
| east one of the radical § R7, ReZo? W“QJBO%%WGJ@%@PQ pomora &l atems

" NR32SCbbR30; group consisting gf m& %6 3, NR32COR30, NR32CSR30
ts gnd ri

and t he phar maceutical ly accepta "l uor oacet-ates thereof. 2 .
June 20816 14 Particul ar preference is given to conpounds of the fornula |

| n Wm %1 t%? Iﬁ%qmd%?é are: Rl, R2, R3 and R4 independently of one anot her -

CaH2a+1, cycloalkyl with 3, 4, 5 or 6. C atons,

OCb5|2b+1 a %ﬂ%n&nﬂ?oﬁ‘ﬁﬁe%ﬁ@ﬂﬁ? 5 g’fﬁ(’é’“ﬁl g@gﬁqgﬂ i ndependent |y of

. one another 1, , It belng
T epl aced R15 CkH2k+1 or NR17R18;

ne or nore H atoms to be

k 1 2,30r4,it bemg possible for one or more H aloms to be
replaced by F atoms;

‘ _ R17 and R18 ‘
1 independently of one ancther Hor CryHom+1;
m 1,2, 3, 4 or 5, it being possible for one or more H

atoms in the group CmH2m+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;

R7 R8 and RQ . :
e mdependently of one another 0803H SO3H or SOgR23

S R23 - :CnnHZnn.H or NR25R26 |

St 4,2,3,4005 R o

lt betng pOSSIble for one of more H atoms in CnnH2nn+1 to be

B rep!aced by F atoms | I L

| "‘*-;'st and R26 " R o

| , 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;




by F atoms; or Rl, RZ, R3 and R4 independently of one another NRl 1 R12;
R11 and R12 15 independent|y of one another H,  CeH2e+l, CrrHRPWneI2006 1 2
-3 or 4, rr-3,4,5 0r 6, it being possible for one or nore H atonms in the
groups CeH2e+1l and CrrH2rr-1 to be replaced by F 20 or atons; Rl1 and R12
- together with the Natom to which they are bonded forma ring sel ected
fromthe group consisting of pyrrolidiqe, piperidine, N 25

met hyl pi perazi ne, piperazine and norpholine; or Rl1l and R12 i ndependent I y

- of one another COR14, CSR14, CO\IHR14 CSNHR14 or SO2R14; 30 R14 CgH2g+1; 2

June 2006 15 9 .10 1, ‘2, 3 or Lt belsﬂg Qosmble foré_ﬁne or, n(g!_e{ H at ons
to be replaced by F atons; or [tREINGPOssiElednr0ng of KpseEhaloms P GrHazm

. anot her OS8H, SO3H, SOZR15; _Blée %@Eg&bﬁf—' prh7Rl8
| | - ’ R27 -Hor CaaHzaa+1 s
. . aa  1,2,30r4
5 SR it being possibie for one or more H atoms in
' .CagH2aa+1 to bereplaoed 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;

Lor .

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;
Uy 3,4,50r6; | |

| _ it bemg possﬂble for one or more H atoms ln the groups CccH200+1 and

o } '_nyszyq to be replaced by F atoms and for one or more CH2 groups to be" :
- ‘:"*"':: : _replaced by NR31 and for a CHz group to. be replaced by O S

25 .';‘,‘ 7',';4'331 H methyl ethyl CF3, CHzCF3, acetyl proplonyl methanesulfonyl or"'-f--"f
R f:‘lﬁ_ethanesulfonyl ' o |

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 , _




k1, 2, 3 or 4, it being possible for one or nore H atons to be replaced

- by F atonms: RL7 and R18 independent!|y of one anot her H or C#¥he24861, 2,
-~ 3, 4 o0r. 5 it being possible for -one or nore H atons in the group CrH2m+1

. to be replaced by F atons; or 15 R17 and R18 together with the N atomto
which they are bonded a 5- or 6-nenbered ring; but where R2 nust always

not be equal to H R5 nethyl or trifl goronethyl 20 R6 H ,. . R7, R8 and
R9., independently of one anot her CSC@H SBH or S2R23; R23 CnnH2nn+1 or
NR25R26; :25 ° 30 .nn 1,2, 3, 4 or 6, it being pOSSIb|e for one or nore. H
atonms in ChnH2nn+I to ms; R25 a dently of

ced b nde
one anot her B3WN BV" Hﬂdagolﬁnpm%whtwgolsfh ﬁr@{ioldﬁiefgawlmiﬁ@ %o the
t | NR27;-
nitrogen is rep ac une %%GaﬁrﬁgﬁsﬁﬂMSP%u T o ' RRKRAGH d18 z

71,2,3,4,5 0or 6; 2 ng posSsSI e or nore H atons in
CzH2z+1 _ substituents selected from the group consisting of F, Cf, methyl, ethyl,

trifluoromethyl, NHp, NHacetyl;

5 - or
RY, R8 and R9
independentiy of one another H, F, Cl, OH, NHg, CegHoee+1: CuwHoww-1,
- QCﬁH2ﬁ+1, NR40RA41, CONR40R41, COOR42 or OCOR42,
. - eeandff , _ i
. 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 R#0andR41 T
- " iridependently of one another hydroxyethyl N N-dimethyiammoethyl '
N N- dlethylammoethy! pyrrolldmoethyi N—methy!mperazmoethyl
_ plperazmoethyl morpholmoethyl or pzpendlnoethyl B
_ or B '
25 - f'-:-'_i_:_-f:"f-‘..f=_;gR4o and R41 i S o
| PR | f--r*together wnth the N atom to wh:ch they are bonded a pyrrolldme
- : S -"rfplperldine N-methylplperazme plperaz;ne or morpholme nng, o
. R42. HorCpnHanhst; | | |
. ~ hh 1,2,30r4; |
30 . . o e it bemg possible for one or more H atoms in the group Chh”2hh+1 to

" be replaced by F atoms;




to be replaced by F atons; R27 H or CaaH2aa+l; as 1, 2, 3 or 4; |t bei ng

- possi bl.e for one or nore. H atons in CaaH2aa+l to be repl ace@IJlﬂﬂﬁ 08t ons;
10 .15 R32 and R33 H, nethyl or CF3; independently of one another -
NR32COR30, NR32CSR30 or NR32SO2R30; R30 H, 'OH, CccH2cc+1l, CyyH2yy-1,
pyrrolidinyl or piperidinyl, in which rings a CH2 group may be replaced by
0 or NR33; or R25 and R26 together WR%@ the Natomto which they are -
~bonded a 5- or 6-nmenbered ring, or and a CH2 group of R25 or R26
“together with the Natom to which they are bonded a 5- or 6-nenbered ring;
1, 2, 3.4..5 6. 7 8: 4, 5 or 1L, bel ossi-ple for one or
vor o 1 st S dtfinbhes bedpéarsudaRrlia o A R8T Bl siniiShedlsy °F

- atons aﬁéldﬁpbr@m-[é)r nore CH2 groups to be replaced by NR31 and for a CH2

- group fo be replaced by 0 : R31 H nethyl, ethyl, CF3, CH2CF3, acetyl,

-~ propi onghd whierélaﬂeaui drengf th@rradiobmﬂR$URBQmR9 st be B%ﬂedtélﬂﬁbhﬁﬂhevgrbbpa CH2 .

group ‘of R30. and the N atomto_wh are jointly or R7, R8 and R9 .
consisting of CONR40R41 -OVSOWR23 NR 2COR30, NR3ZCSR30 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 .
e 'e.;_..j S N 2 3or4
L ST m 34,508, | g
25 i tt bemg possﬂ:ﬂe for onhe or more H atoms in the

. -f-'-groups CeH2e+1 and CrrHorr-1 to be replaced by F :
| . ::_.‘atoms B - - |
o .

- RftandR12




bonded forma 5- or 6-menbered ring; 17 R30 pyridyl, imdazolyl razol yl,
- pyrrolyl, triazolyl, tetrazolyl, thiazolyl or oxazolyl, V\hl%ﬁu%@r&y
-unsubstituted or substituted by a maxi mum of 3 substituents sel ected from
the group consisting of F, d, nethyl, ethyl, trifluoronethyl, NH2, -
NHacetyl; or R7, R8 and RO 10 15 i ndependently of one another H F, d,
- OH  NH2, CeeHee+l, Omv2ww 1 OCf f H2ffgrl, NRAORAL, CONR4AORAL, COOR42 or -
OCOR42, ee and if independently of one another 1, 2, 3 or 4, ww 3, 4, 5 or
"6, it being possible for one or nore H atons in the groups CeeH2ee+1,
owtH2ww 1 and. OCF f H2f f +1 epl aced F atons; R40 and R41. H,
CttH2tt +1 or C{ NH) Nllﬁge% Eqﬁe B‘rgt ﬁotwgéhﬁbeba%?%"@?q mehang selegied 1
. atoms in the group pt or 20 R40 and R41 .
i ndependent | y of orfgrglr[l%% E'ﬂ’ h@c’i‘lr‘a’(%')t(’{; p?ﬁﬁﬂfl ﬁ?dﬁgghﬁﬁ?alr\!n noet hyl, - =
- N, Nodi et hyl ami-noet hpéethyipiperatine; plpetazy1e and ne:trptxblmq;)eram noet hyI a
.'plpera2|n0etoI nDrphollnoethyI or piperidinoethyl; or

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
- | | atoms
or . ST
'::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;




25 R40 and R41 together with the N atomto which they, are bonded a
pyrrolidine, piperidine, N methylpiperazine, piperazine or Zavihdllbne
ring; R42. H or ChhH2hh+1; hh 1,2,30r4; 30 it being possible for one or

- nmore H atons in the group ChhH2hh+1 to be replaced by F atons; 2 June 2006
18 but where two substituents fromthe group of R7, R8 and RO may not '
si mul taneously be OH or OCH3 and wherggat |east one of the radicals R7, R8
or RO nmust be selected fromthe group <consisting of CONRAOR41l, - OvSOMR23,
NR32COR30, NR32CSR30 and NR32SOhbR30; and the pharnaceutically acceptable
salts and trifl uorgacet at1e§ %h@ﬁ § Very particular preference is given to
conpounds of the f la "1t [@h the ~10 meani ngs are: RlL, R2,.R3 and R4
~independently of one anoittgiin go&lb@for Bhe oPthortH? atdrsigrch, Hgéﬁég% be!
with- 3A5 5 or 6 C atons, OCbH2b+1; a and b 15 in the groups +1 and
‘OChH2b+1 lndependently oi-epiaeecabpﬂmbmst 2, 3 or 4, it being possible for

' ‘one or nore H ato q? 2gpl aced by F atoms or Rl, R2, R3 and R4 20
R11 and R12 |ndep ﬂ‘? ﬁ f one another NRL1R12;
5 . independently of one another H, CN or C;Ho2+1, in which the

first CHo'group t_)'on.ded to the nitrogen is (éplaced by CO or
CS and the second .CHp_ 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; o
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 o _ or
- 20 . _' | .’ - o -'_R27 and a CH2 group of R25 or R26'" 7Eﬂ?fgether with the N atom
i e .’.to WhICh they : are bonded a5-or 6—membered fing; - |
RT R8andR9 _ R o : - . _
& : .':wlnde" endently of one another NR3ZCOR30 NR3208R30 or NR32802R30

OH CccH2cc+1 nyszy_»] pyrrolldmyl or plpendmyl in Wthh
R rmgs a CH2 group may be replaced by O or NR33 | o
"'i"'..-"fR32 and R33 'H, methylor CF3; i |
o 1.2,3,4,56,70r8;

YW 34,586




- anot her COR14, CSR14, CONHR14, CSNHR1

_independently of one another H, CeH2e+l, CrrH2rr-1; 1, 2,3 or 4, 3; 4,5 or
.6, 25 It being possible for one or nore H atons in the groupduneed®¥¥8+1 and
~CrrH2rr-1 to -be repl aced by F :atons; or ‘R11 and R12.2 June 2006 19 '
- 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; 10 15 20 or. 1 R11 and R12 i ndependently of one

£ or seR14; R14 CgHg+l: g 1, 2, 3
or 4, it being possible for one or nore Hatons to be replaced by F atons;

-or Rl R2, R3 .and R4 independently of one another OSO3H, SO3H, SO2R15; R15

- CkHk+1 or Npélme pogsihle for one gf moreiH atouns iy HeiPupe Ciok2oeet 80d nore H
: _.f‘} gps(;ﬂazl’ni £yy 2";‘,5?1"10% FeptaciiPby Fatoms and Tor one of more GHJ groups to bae“Qt her
= replaced by NR31 and for a CH2 aroup to be replaced by O;
 R31 H, methyl ethyl, CFs3, CH20F3, acetyl propionyl, methanesulfonyl or
5 ethanesulfonyl;
Cor | -
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 lriﬂuoromethyl, NHo, NHacetyi;
S e -
.15 R7,R8andR9
|ndependently of one another H, F, Ci, OH, NHy, CaeHoee+1, CWWHQWW._‘[
OCffHfo-[-'] NR40R41 CONR40R41, COOR42 or OCORA42,

ee and ff

o lndependently of one another‘l 2,3o0r4,
20 S ww 3 4,50r6, L
ST | ':r_zt belng poss:ble for one o 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',‘.-} R40 andRat . '
S “H, CﬁHZ{t-l-‘[ or C(NH)NH2

tt 1,2,30r4; PR T =

|t bemg possmle for oheor more H atoms in the group CttHZtt+1 to be R

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




m1l, 2, 3, 4or 5 it being possible for one or more H atons in the group
OrH2m+l to be replaced by F atoms; 25 or R17 and R18 toget hedung2896t he N
atomto which they are bonded a 5- or 6-nenbered ring; but where R2 nust

al ways not be equal to H R5 nethyl or trifluoramethyl; R6 H, R7, R8 and
RO 30 i ndependently of one another OSO3H, SCO3H or 802R23 R23 CnnH2nn+1 or =

NR25R26; 2 June 2006 20 nn 1,2,3,4 or %3 it being possible for one or nore
H atoms in ChnH2nn+1 to be replaced by F atons; R25 and R26 10
~independently of one another H, CN or CzH2z+1, in which the first CH2

et hced by N7 " gndeidRAGRY b b BoBRRT e T AR hiEnRESBN. o e 1
_atoms in CzH2z+1  tN)Nodietiabramoati, @r@iuamettmwﬁﬁhyﬁﬁﬁﬁaﬁaaém gs 1, 2, 3
~or 4; i't being possible for one or nore H atons in CaaH2aa+1 to be '
. r epl aced by F at Omp:perazmoethyl morpholinoethyl or plpendmoethyl o
- - or S
5 RAOandR41
' together with the N atom to which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;
_842 H or ChhH2hh+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-methyi-1,2,3 4-tetrahydro-lsoqumo!m-4-yl) benzenesulfonamlde I

3) ' 3-(6 8-dlchloro-2-methyl 1 234~tetrahydro-usoqumolm-4-yl)—benzenesuifonamlde, . . S 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

S ',‘_.;: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)-benzamlde : . _

R .10) 6 B-d|chloro-2-methyl—4—(4-morpho!m-4—yl—phenyl)—1 2,34~ tetrahydrousoquunolme |  - o
E 1) [4+6,8-dichloro-2-methyl-1,2,3 4 tetrahydrou_soqu:noh_n—-'-l-yl)-phenyl]—daethyl—arn_me. S -




20 to which they are bonded a 5- or 6-nenbered ring; 15 or R25 and R26
together with the N atomto which they are bonded a 5- or 62 ring,
or R27 and a CH2 group of R25 or R26 together with the Natom:or R7, R8
and R9 independently of one another NR32COR30 NR32CSR30 or NR32S(2R30; 25
R30°. H, OH, CccH2cc+1l, CyyH2ri_1, pyrrolidinyl or piperidinyl, in which
rings ‘a CH2 group may be replaced by Opr NR33; R32 and R33 H, nethyl or
CF3; cc 1, 2, 3, 4, 5, 6, 7 or 8, yy 3,4,56; 2 June 2006 21 it being
possible for one or nore H atons in the groups CccH2cc+1 and Q/yHZyy 1. to

Nt o & BB B U oG AT et SRR Ry BisobiRp RS e
- OH2CF3,13cH, Sldlcmém-ﬁ'iét WWRggﬁéﬁdihﬁoﬂyﬂhé?{yg nf?@afﬂ?e? I'fye doq d?:‘iohn@l

_ together with-a rou and the 'N a to whic ey are10|ntly
" “bonded 9r @, &"C@hi@io"g'"lﬁ e4-EH{4-medhylgiperaginRByl ) phengid1,2. Bm-mw@no

'.pyrazol yl, i élrro }"8 ‘triazolyl, tetrazol yl, thiazolyl or oxazolyl, which '
are unsubst ?J ¥ substitut ed by. a maxi num of 3 substituents sel ect ed .

fr of t hig)g Wl&ml@-byﬂ@p@fpyﬂ phenyl¥ 2B/ 4-te®hitroisoquinoline;
.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 - é‘l)' N-[4 (2 6,8- tnmethyH 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]-acetamlde
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 -
S o 25) N {4-[8-chl0ro~2~methyl-6—(4-methyl plperazzn 1-yl)-1 2,3 4-tetrahydro-lsoqumohn- '
SRR -yl] phenyl}-acetamlde - P S : e
= : f.26)':':;'_N-{4-[8—chioro-6 (cycIopropylmethyl—am1no)—2-methyl 1 2 3 4-tetrahydro-
o 25 :_-:';:soquanolm—4—-yl}-phenyl}~acetam[de s S I RO
sl ""'._;7.27"-)'f.‘fi_::'5-(6,8-d|chloro-2-methyl 1 2, 3 4-tetrahydro~:soqum0nn-4-yl)-2-hydroxy—benzo:c  :' Tk =

.:..'.'.,.Zr.v-_.'Z"‘-acad N S : : . AR

- ".-128)"}'; 56, 8-d|chloro-2-methyl 1 2 3 4 tetrahydro |soqumohn-4-yl}-2 hydroxy— -methyl- :
L o ‘:benzamlde , : o : _
30 29) 56, 8—d|chioro-2~methyl 1 2 3 4—tetrahydro-lsoqumolm-dwyl) N—ethyl-z-hydroxy- _
- _benzamlde -




trifluoronethyl, NH2, NHacetyl; or 15 R7, R8 and R9 independentlg of one
another H F, d, OH NH2, CeeH2ee+l OmvH2ww 1 OCf f H2f f +1, )06 -

- CONR4AOR41, COOR42 or OCOR42, ee and ff independently of one another 1, 2, 3
or 4, . 20 w 3, 4, 5o0r 6, it being possible for one or nore Hatons in

t he groups OeeH2ee+1 omwH2ww 1 and OCff H2ff+1 to be repl aced by F atons;

R40 and R41 H, CtH2tt+1 or C(NHNH2;,4 1,2 3 or 4; it being p055|blefor.
. one or nore H atons in the group CttHZ%t+1 to be replaced by F atons; or
R40 and R41 2 June 2006 22 independently of one another hydroxyethyl,

. k'l_ n'\l'e?'h h e&n% %O;Fg‘éqrﬁyg-me’ﬁbyl}k&e# gz‘? {ﬁ@%ﬁ)&%ﬂ}pﬁ%%oL\;-Ig\f-i,lgar—]g;degseht%ylam1no—

_‘piperidino@t .gu ,@mg R41together with the N atomto which they
" ‘are bonded a£ rroI | di'ne, pi peridine, N-nethylpiperazine, piperazine or .
. nor phoI31|)e N-[iB,8-dichloro-2-methyl-1,2,3 4—tetrahydro-isoqu|nolm-4-yl) 2—hydroxy- '

| : _benzoyl]-guanldme
5 32) N-[3-(6, 8—d|chloro-2-methyl-1 2,3 4-tetrahydro-|soqulnolm—4~yl) phenyl}-
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)-

PR fphenyl]pentanam:de
15 38) N-[4-(6,8-dichloro-2-methyl-1 234-tetrahydro-|soqu|nolln—4*yl) -phenyl}-
‘ isobutyramide;
39) | N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqumol:n-4-yl)-phenyl]—2 2-
- -dimethyl-propionamide;
| | '40) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro—:soqu|nol|n-4-yl)-phenyI]—~
200 cyclopropanecarboxamzde
| 41) “N-[4-(6, 8-dlchloro-2-methyl 1,23 4-tetrahydro-|soqu:nz€‘3!~yl) phenyl]
L -‘_"cyclobutanecarboxamlde . : L :
7.42__)'_." _"‘N f4-(6, 8—d1chloro—2—methyl 1,2, 3 4~tetrahydro—nsocmmolln-4-yl)-phenyl]~‘ :,;',A
--f‘cyclopentanecarboxamlde o . : : R
25 - 43) N-[4-(6, B-dlchIoro-Z-methyI 1 234~tetrahydro-:soqu:nolm-4-yl)-phenyl]—222—' -
ERRE R ."-7-‘_:;‘-g-_,.‘;tnﬂuoro-acetamlde Coel e e T e e
L 44) N-{4-(6, 8-d|chior0-2-methyl 123 4—tetrahydro-lsoquinolm-4-y|)-pheny|]~1~
_-acetylpupendme—4—carboxamude . - e
o ) 54'.5)_:: l;N-[4-(6 8-dichloro-2- methyl 12,3 4-tetrahydro—lsoqumolln-4-yl)—pheny[]-
.30 - nicotinamide; o _ : o
. 46) :N-[4-(6 B-dlchloro-z-methyi 1,2,34- tetrahydro-lsoqu|nolm-4-y!) pheny!]—methane— L
B _suh‘onamlde




R42 H or ChhH2hh+1; hh 1,2,3 or 4; 10 it being possible for one or nore H
~atoms in the group ChhH2hh+1 to be repl aced by F at oms; but 2vmes 20860
~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 R9 nust be - ‘

. selected fromthe group. 15 consi sting of -CNSCMRQS NR32COR30, NR32CSR30
~and NR32SObbR30; and the pharnaceutlcqé y acceptable salts and
trifluoroacetates thereof. 20 benzenestl f onam de

~ 4- (4- br ono- phenyl ) - 6, 8- dlchloro 2-methyl -1, 2, 3, 4- tetrahydr0|soquinoline

4- (6 8 I chl oro-2- et 4- tetrahydro |squ|noI|n 4-yl)-benzoic acid,

4- (6 ?)crmmﬁﬂema% 238t .2 S GO G osaa oI - phRRYE ety - benzain

- ide ethyl)

6, 8- dlchloro- ﬁ%§¥ﬁﬁﬁnwi%4 nor phol i n- 4-yl - phenyl ) -1, 2, 3, 4- tetrahydr0|squ|n

 oline By m'andm:meltlwlammemi[4«(6m~dubhmaanemyg41\&3 At etrabydo-isdguibiplin-4-
=_N—[4(6,8 di.ch -1, 2, 4tetrahydro|squ|noI|n4yI) phenyl] 3)
SR ﬁ?n
3. (6, 8- di chilPenilsutiamide; 5 3 4-tetrahydro-i soquinolin-4-yl)- benzenesul f on

anide; A) -N-3-6,8-dichl 2:mefhy-1,2,3 44 - -
- 4- (g 8- dI)Ch| rc() 2- r%%t°§/° me § e4r‘§1ra dmllss% ud??lhcr).ﬁr¥l)40heﬂy!]benzenesulfon

ani de; acetppidaamids;

4 (6 8- %)”N?é?ﬁ%di&%l%z%nezm% tf&-tgpghy ro-llsscgjq ino ln ~y|) pl'}/lnMJN \-di et hyl .

' 8)
| 4 (.6, 8-di cfﬂmy,gnﬂdéret hyl -1, 2, 3, 4-t et rahydr oi soqui nol i n-4-yl) - N-propyl benza
m de;

.

E 4 (6 8 ﬂ)o HY-53-(6.8-dighlerpr2-methy; h2t3e*&1taﬂﬁ§fwd50ﬂwnoimk4-ﬁﬂ)4ﬂbﬂnqu (2- di met hyl

| 11
2105, & 21 AR byl -1, 2, 3, 4- t et r ahydr oi soqui nol i n-4-y1 ) - pheny! ] - dieth

- ami r52)2 NH{B¥5, 8&9@1!&&-Zajethyl 1,2,3,4- tetrahydro—lsoqumohn-4 gl) fhenyl]-

, l,gl ?ngl chllg;gobut%}nq e-4 (4-pi peri din-1 yl - pheny t et rahydr oi soquin

o ﬁoﬁ g_ia@td)ormtﬁ(@ﬁld‘aﬂloﬂ =2 eyl 02 174 Rsttanyard! mliﬂohﬁug yﬁipﬁehﬁf] Ladlydr ol soqw
6, 8-dichl o&ﬂeﬂ]ybprqntomr{ude(4 nmet hyl - pi perazi n-1-yl)-phenyl ] - 1 2,3, 4- tetrah
yd'ig '5%3"““ [},pté B chloro~2—methy| 1,2,3 4—tetrahydro-|soqumolm-4-yl) phenyl]-
| 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
o 57) N -[3-(6,8- d:chloro-2~methyl-1 2,3 4-tetrahydro-tsoqumohﬁ-4-yl) phenyl]-2 2, 2-
R _'tnﬂuoro-acetamide - - o
. 58).“N-[36, 8-d|chloro-2-methyl 1.2 34 tetrahydro |soqu1n0!|n-4-yl) phenyl]*1- e
I A_ 'A'_i‘__:{acetyipapendme-4 carboxamlde - L o Y
L 25 50) N 3-8, 8—dichloro-2-methyl 1,2 3 4-tetrahydro-lsoqumolm-4-yl)-phenyl]- :
:cotmamlde L o : '

e 60) f?l?:N [3 6, 8-d|ch!oro-2-methyl-1 2 3, 4 tetrahydro-lsoqumolm-4-yl) phenyl] meth ane-
Lo ""-;-jf-=-‘_i_sulfonam|de :f; R R BRER
| © 81) N N-[3-(6, 3-ﬁl0h|0r0-2-methyl 1 2, 3 4-tetrahydro—isoqumolln-4-yl)- phenyl]-
: 30 - ethanesulfonamide; N _ I
: 62) N N'-dlmethylammo-N-[g -(6, B«dlchioro-z-methyl 1,2,34- tetrahydro«zsoqumolm—4- :
L yi) phenyl]—sulfamlde - |




5 1.5) 6,8-dichloro-2-cycl opropyl - 4-phenyl -1, 2, 3; 4- tetrahydr0|so ui nol i ne;
16) 4-(6,8-dichloro-2-nethyl -1, 2; 2 June 2006

3, 4-tetrahydro-isoquinolin-4-yl)- phenylan1ne 17)

1-[ 4- (6, 8-di chl oro-2-met hyl - 1; 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl ] - 3-
‘propyl urea; 18) '

1-[ 4- (6 8-di chl oro-2-nethyl -1, 2, 3, 4-t e3¢ ahydr o-i soqui nol i n-4-yl ) -phenyl ] -3-

met hyl - 10 thiourea; 19)
1-[4-(6 8 di chl or 0- 2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui noIin-4-yI)-phenyI]-3-

| et hyl -
R SAENIZ 8rdichloro-2-metiyt1, 23§~t§trah¥fgpf'§mmwm~%cyamﬁswﬂn 4-y1) - pheny
1] [ acet amm‘eploﬂlémuﬁ,)

N[ 4- t et r ahydro-i soqui nol i n-4-yl henyl ] - acet ani d
Sy ( 264% 8N ié (e,“E{P ghloro-z-methyl«'i 2,3 4-%etrahydroglsoqu|nolzn-4-y¥) |3)hel?1yl]- v

N-[4 (6 b”tm?gzrﬁ (lfgoro 2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl } phenyl ] .
acetamde

N8 - (BRhIN{D(EBiicHiyio-B-nmthylo! g8 Attrattydroschuindiptd-ghhHenyi|soqui nol i n-4-

yl) 20 24) acet am de;
L N-[4 (8- chlp(%f'fﬁ%-"h@?hyl 6- mor phol i n-4-yl -1, 2, 3, 4-tetrahydro-i soqui nol i n- 4 y
© 1) - phegyl N-pe@.gdicioro-2-methyi-1

N-{ 4- [?ﬂbcym NP g ot byl s A istrahydro-isopuinglingd-y-phenvll  p v dro-i soq
-uinolin 4-y89 bunﬁ@m;dq. acet-am de; 26
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1@trahyddmemngmptdnam.éeyl) 2- hydr oxy-benzoi c acid; 28)

5. (6,8-dichlaro 3, 4-tetrahydro-i soqui nol i n- 4- yl)-2- hydroxy N—m
et hyl ng] glnﬁ%d@ Ior0-2-methy!-1 2 34—tetrahydro-lsoqumohn~4-yl)-phenyl]-

- 5-(6,8-dic %’2}%3’3 4-t etrahydro-isoqui nolin-4-yl)-N-ethyl-2- hyd

. roxy benza%‘g §a une % 4 30) 5-(6,8-dichloro-2-nethyl-1, 2, 3; o
4- tet rﬁﬁdedzr(Scﬂqd:chhdmm—memwfﬂ,\E B2k tbtmhyhvd-ﬁﬁiqﬂmoﬁuﬂ!]-ﬁPLﬁrﬁﬂ@qar boxam de;
. - cyclobutanecarboxamlde
15 70) -[2-(6,8-dachIoro~2vmethyl-1',2,3,4-tetrahydro-isocjuinolih-4-yij-pheny|]—

. cyclopentanecarboxamide;

71) N-[2-(6,8-dichloro-2- -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl] -2,2,2-
 trifluoro-acetamide; .
_ 72) N-[2+(6,8-dichloro-2-methyl-1 ,2,3,47tetrahydro-isoquinolin-4~yl)—.phenyl]—1-

S 20 acetylpiperidine-4-carboxamide
' ._73),, N -[2-(6, 8~dschloro—2—methyl 12,3 4-tetrahydro-lsoqurnol:n“-"‘ﬂ-yl)-phenyl] methane- . o
L ,sulfonamlde . : :
e 74) N-[2-(6, 8-dlchloro~2-methy1 1 2 3 4-tetrahydro-|soqumolm-4-yl)- phenyl]
R _‘_f'fethanesuifonam:de 3 . SR Sl
.25 75) N N'—dlmethylamlno-N-[2 (6 8-d|chloro-2-methyl 1 2 3 4~tetrahydro-isoqumol|n-4- s
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Ty -[3-(6 8-d|chloro—2-methyl-1 23 4wtetrahydro~:soqu1nolm-4-yl)-phenyl]—3—ethyl— = L
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| 7T -[3 (6, 8—dlchloro-2-methyl 1 2 3 4-tetrahydro-:soqumol|n—4-yl)-phenyl]-3 methyl-—
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- 78) " 1-[2-(6, 8-d|chloro-2-methyl~1 2,3,4- tetrahydro—zsoqumoian-4—yl)~pheny|]—3-ethyl— :
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' 42) "N-[ 4- (6; 8-di chl oro-2- et hyl -

2,3, 4tetrahydro-isoquinolin-4-yl)- phenyl] cycl opent anecar bOX%PWQ%‘ZOOG

N-[4 (6, 8-dichloro-2-nethyl-1, 2, 3, 4 t et rahydro-isoqui nolin-4-yl)-phenyl]-2 .
,2 N-[4(68d|chlor02rrethyl

2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl] 1= trlfluoro acet ani de;

acetyl pi peri di ne- 4- car boxam de;

N—[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-te"{ rahydr o-i soqui nol i n-4-y1) - phenyl ]
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benzoyl7] JgulalR- @ Brslichipress3- methyl 1,2 34-tetrahy ro-isoquinolin-4-yl}-pheny 3-meth
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- 2-(6, 8-di cmf@msisylfﬁ@pw *I‘eﬂ"y\k‘“lla¥@t3‘¥|ﬁr@§?m'§’6qU| nol i n- 4-vyl ) phenyl am ne;
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utyram
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15 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-
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2- . di met.hyl Wonam de: 15 54)
N-[3(68 234tetrahydro|squ|noI|n4yI) phenyl ]
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N3O 9L - R MK 3. ety 712 5 Gh GRS GIB A BT 20

cycl open aneca
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2 60) . 3-.(86, neth -2,3,4 tetrahydro isoquinolin
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101) N-[4-(6, 8-dlchior0-2-methyl 1.2,3 4-tetrahydro-lsoqumo!m-4-y!) -phenyl}-
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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-dichloro-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- :
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_ ' ;'109) N-[4-(6 8-d|chlor0-2-methyi~1 2,34~ tetrahydro-lsoqumotm-4—yl)-phenyl] 1H—
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S 110) N-[4-(6, 8—d|chioro-2-methyl 1,2,3 4—tetrahydro-|soqu1nolm-4-y|)—phenyl] i-.
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.. 61.) :N-[3-(6,8-dichloro-2-nethyl-1, 2, 3, 4- tetrahydro I soqui nolin-4-yl)-
- .- phenyl] 62) ethanesul fonam de; N, 2 June 2006
- di met hyl am no- N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro |squ|noIin
-4 yl)-phenyl]-sul fam de; 2 June 2006 73)
N-[2-(6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n- 4- yI) phenyl ] - me
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-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetTahydro-i soqui nol i n-4-yl)-phenyl]-3-e

Cthyl urea; 26 |
63) N- I thyl-1,2. 3,4-tetrahydro-isoquinolin- | ) - phenyl
) |)or 0|[o| 1%13&? &g(g E c? cl%oro— -m t¥1yl 1,234 tetrahydroq%loqumolmﬁ-yl)~phenyl]-3g ) phenyl ]

- B64) N[ 2- (Géﬁh@ﬂﬁ)mpfﬁyr%z&%-fﬁﬁéfbbx%nﬁdé t etrahydro-isoquinolin-4-yl)- phenyl |
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]- pentanam de;

. 66) N°[ 2- (GQrﬁ%%ﬁo%b?x%idﬁyl -1, 2, 3,4-tetrahydro-i soqui nolin-4-yl)- phenyl ]

- i obuyt1g) anjal SWéhloro.-Z—meth i1234-tt h -~
N[ 2- (61§r)d|chF60 is1.2.3 4tetrahydra-isoquinalin-4-yp-phepyll; | phenyl]-2,
2- 10di et Rylriflg Qtﬂﬂl@ih;{lﬂ H@yrazole4-carboxamlde
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§ )[/(2:I og gh ?ﬁ?‘g %@l ﬁlyf-l 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]
- 2 2, 2116) QfammoeNdaéﬁ,ﬁmiidh[pro-z-methyl 12,3 4—tetrahydro-lsoqumolm-4~yl) phenyl]-
72) N- [ 2- (6b180 d(l)r(lzé}lnoe - et hyl - , 3, 4-tetrahydro-i soqui nol i n-4-yl ) phenyl ]
117) 2-amino-N-{3-(6, 8—d|chloro-2-methyl 1,2,3 4-tetrahydro-|soqumol1n-4-yi)-phenyl]~ -
| ~ butyramide;
15 .118) 2,6-_d_|ammo- *[3-(6,8-dichloro~2'~rriethyi—1 ,2,3;4-tétrahydro-isoquinolin-4~y!)-
phenyi]-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-tetrahydro-isoquinolin-4-yl)-phenyl]-
20 isonlcotmamlde
| 121) ‘N-[3-(6, B-dlchloro-Z—methyl 1,2,3 4-tetrahydro-lsoqwnoTTFf‘i’4-yl)~phenyl]—1 H-
| pyrrole-3-carboxamlde '

" _‘._7.1_122) N-[3-(6, B-dachloro-zvmethyl 12,3 4—tetrahydro-|soqumolm-4-yl)-phenyl]-1 H-T 7_*_ R

SO pyrrole-2-carboxam|de , : R
.25 -,:7' : _123) N-[3 (6, 8-d|chlore-2-methyl~1 2 3 4 tetrahydro-lsoqu1nolln-4-yl) phenyl]— -methyl-
s, "'Plperldlne—tl—carboxam:de | o

R ,',;'?—_-.124) N-[3-(6 8-d:chloro—2—methy| 1 2,3, tetrahydro-isoqumolm-4 yl)-phenyl]- . -‘
_ 1 4-dlmethyl-1 H-pyrrcle—2—carboxamade ' , ClT |
el | 125) N—[3-(6 B-dichloro-2-methyl 1.2,3 4—tetrahydro—:soqumo!m—4—yl) phenyl]—4 mtro-
30 1H—pyrrole—2—carboxamzde
PR 126) N-[3-(6, 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm4-yl)-pheny|]-
2 5-d|methyl 1H-pyrrole-3-carboxam|de




20acety|p|per|d|ne 4- car boxam de; 30 74)
. "N-[2-(6, 8 di chl or 0- 2- nethyl 1,2, 3, 4-tetrahydro- |squ|noI|n ZJ9ﬂ92m%henyl]
75) o
N, N - dlnethylan1no N—[2 (6, 8- dlchloro 2- met hyl - 1,2,3,4-tetrahydro-isoquino
lin-4 77)- :
1-[3-(6, 8- d|chIoro-2-nethy|-1,2,3,4-te3@ahydro-|soquinoIin-4-yI)-phenyI]-3-
nmet hyl 78) '
1-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-y1) - phenyl] - 3-

AR Fpr Bl ?h'ﬁéﬁ*%wewzgqgi%@%ﬁnﬂzr&rlﬁowaamwwu pheniritphenyl] -5-

- chloro- 1, 3nfidamiiéMlcarbbkavicezol e- 4- sul f onam de; 15 :86)-
N-[4-(6, 8-dichloro-2-nethyl-1,2, 3, 4-tetrahydro-isoquinolin-4- yI) phenyl ]-5-

brorno 128 NT[M@IMICNHIQJ%IEQ&YH &%AItetrahydroesoqmyolznA-yl) phenyi]-
1-[2- (6, 8- d1 ﬁgtﬁéﬁ%ﬁt}fgﬁ%h&be&dl%e -car og(éa%tl] edro I soqui nol i n-4-yl)-phenyl]-3-

-methyl--thio
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o o0 ?h?;;‘.‘"fﬂﬁ';dsz&'ﬁ'é’fﬁ%ﬂ rdadie 3 CarbGlystes o soqui nol - 4-¥1)-phenyl] -5

N [ 3- (6132) di-2n{6e8-dichlaret2xpiethyl 2, 3¢ tattahylyatispquinaijni4agl)-pherylj-Bethyieny | ] 5-

brono- thi SRQQI%Z sul f onam de; 88)
-*N-[4-(6,8- o-2-nmethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)- phenyl ] -G,

-+ G-C 89)133) 1-4- ﬁG 8-d|chIoro—2~methyl-1 2 3 4-tetrahydro-lsoqumohn-4-yi -phenyll/S-eth)ﬁ
: N—[3(68d|ch or o- 2- et hyl.- 4tetrahydr0|squ|n0|n enyl] C

C G trifl JPeaet hanesul fonam de;
15 134) 1-[3-(6, 8-d|ch[oro-2-methyl 1,2 34-tetrahydro-lsoqu1nolm—4-yl)-pheny!]-S-ethyI—
| - 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-methyi 1,2,3 4-tetrahydro-|soqumo m-4-yl) phenyl]-pipendlne-
©. -+ “d-carboxamide; - . - . . |
o -:'__:__‘ 138) N{3- (6 8-d|chIor0~2-methyl 1 2 3 4-tetrahydro-asoqumolm.4-y1)-pheny|]-— -
R morphohne—4-carboxamade B A S S
R ] ?_'3_..1_'139) N-[3-(6, 8-dichloro-2-methyl- 1 234-tetrahydrmsoqumonn-4~y|)-phenyl]«" e «
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. --__..;__;.140) 3{3:(68-dichloro-2methyl- 1 2 34~ tetrahydro-lsoqumolm-4—yl)-phenyl]- Y
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‘141) 1-[3-(6 8—d|chloro—2-methyl-1 2.3 4-tetrahydro-|soqumohn~4~y|) phenyl]-S-methyl-
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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
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. 90) - :
4- (6, 87d|chloro 2-nmethyl -1, 2, 3,4-tetrahydro- |squ|n6I|n 4-yl)-phenyl]-2; 2 2
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6d|amno N-&i 8-di chl oro- 2- yl-1,2,3,4-tetrahydro- |squ|noI|n4yI
- phen% 3B @-,q:qmorol%-methyl-‘! 2, 3 4—tetrahydr0-|soqu1n0hn-4-yi) phenyli-

- Nk |(6d8 di. (?1 %(hihﬁﬁlé@-\é%}-ﬁ—a%tﬁyltlﬁbéahydro i soqui nolin-4-yl)-phenyl] -
rrolidine-2-car

. . I[lil}/[ 4- ( 6148)di- Bﬁ(ﬁ)Bdidﬂmt-mmetﬂylzl .3, 3 -tedtatgidycHisoquinadini hgl)iphedyH3) - phenyl ] 20

_' Som cot ! nat§1 (P imethylamino-propyl)-urea;

149) 1-{3-(6,8- dlchloro-Z-methyI -1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-

2-

2-
e
2-
-e
2,

)

RIS 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; |
- , 153) 1-[2-(6 8- dlchloro-z-methyl-‘! 2 3 4~tetrahydro-|soqumg?rn-tl-yl)-phenyl] 3—methy!~
~ urea; S
_.154) 3~[2-(6 8~dzchloro-2-methyl-1 2,3 4-tetrahydro-lsoqumolm-4~yl)—phenyl]
L 1 A-dimethyl-urea; . : : e T
‘95 f155) 3426, 8-dlchloro-2-methyl 1 2 3 4—tetrahydro-tsoqumoiln-4-yl) phenyl]- A
A tdiethyiureas - Dt -

--156) NS 126, B-dlchloro-2-methyl 123 4—tetrahydro-lsoqumol|n—4-yl)—phenyl] plperldme- L
S f ‘l-carboxamlde - - . , , e o
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 ‘ ' : -




-103)
N-[4-(6,8-dichloro-2-nmethyl -1,2,3, 4-tetrahydro-isoquinolin- 42 June Myl - 1H
"= pyrrol e-3-carboxam de; 104)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4- yI) phenyl] 1
'H pyrrol e-2- car boxam de; 105) N—[4 (6,8-dichloro
- 2-methyl -1, 2, 3, 4-tetrahydr o-i soqui nol -32 ) - phenyl ] - 1- net hyl

pi peri di ne-4-carboxam de; 106) N-[4-(6, 8-di chl oro-2-net hyl -
- 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] 25 107),

N[ 4 e ! | henvl 1 - 4-
U b e e R R S T
i, t4efjrahydraa(z-dmp:thylamtmo-étw)}ugphgny|] 35 gl -1 D o d
- 109 1"%0)*! [41 'JéBVJ.crEioro E-mé%yi- 3 ~etetrat|1yrgaro-|gociumoiln .rylr)f)ph%ny”_cﬁ{ne%(ﬁ_m e;

.- N-[4 (6, 8- "gé}lagirng Ao g,tmcjez 3, 4- tetrahydro I soqui nolin-4-yl)- phenyl] 1H-
~ 30 i m dazol e- 4- car boxam 110)

S N[ 8- (G%JM%(ﬁlﬁfﬂidﬂmMetmylm 3,34 -tetralnfdrdiisoquimalin-hglyiphehyl}t ) - phenyl ] - 1

y met hanesul f ne- 4. car boxam de; 2 June 2006 29 111)
"‘N-[4-(6, 8- @9&ﬁb%'ﬁ8‘p§°ﬂ@’f)ﬁ W%Z 3, 4-tetrahydro-isoquinolin-4-yl)- phenyl] 3,
5- di meeyl- mmroamb%ﬁ:ewh%amé@ dfo- [ )- -3- |
- N-[4 (612)\! d[luc [ or o- 2- et h 2,3, 4- treath?yahyzjsrogupsoolaﬁ %" Phenyl]?’TetWIenyl] 1
H yr azol &f€8.,car boxan de; 5 11

-3 N- h dro-I. | npl in;4-yl)-ph I
2] tEf‘P?E A S RTo 2 e 2. 3 e SR Roli 45 BRenyt- ! ) - Phen !
N- 18- (6, 8- dl.‘b-dimetbylajmsat hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-

- 2-met hyl.am.ng- tap d 15 3-(6,8-dichl 2-met hyl -1
340t eﬁbgﬂ?ﬁgﬁf%eﬁ%mqﬁfiﬁrmeﬁ%z %ﬁet%mapygéo(f@ggéﬁnm%hnhwlhcet ari de;
116) 1,]-diethyl-ure
- 2-anmino-N-[3-(6; Hl or o- 2- met hyl - 1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl) - ph
enyl] - 1ﬁﬁb@r[éf{ﬁ;ﬁ-dlehlomZ)methyl 1,2,3 4-tetrahydro-|soqu:nol|n-4-yl)~phenyl]-

2 an no- N- 8-.di, chl or thyI , 3, 4-tetrahydro-i soqui nol i n-4-yl)-ph
“enyl 1- but %f{gfﬂﬁglgthylammo- yI) urea ,

T 15 166) N-[4-(8, 8-d|chloro-2-methyl-1 2,3 4—tetrahydro-:soqu:nolm-4 -yl)-phenyl]-piperidine-
L 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]-
. 20 formamide;
169) [4 (6, 8-d|ch|oro-2-methyl 1,2,3 4-tetrahydro-asoquunnggbyl)-phenyl]-methyl-
o, amine; : '
‘ -.'"; _.-:;170) 1 [4-(6 8-d|chloro-2-methyl 1,2 3 4-tetrahydro-|soqumolm-4—yl) phenyl]-
L 13—dlmethy! -urea; : \ : - S T
7;‘171) N¢[4-(6 8-d|chloro~2-methyl 1,2,3,4+ tetrahydro-lsoqu|nol|n-4-yl)-phenyl]-methyl~ T
c Lo 4-methyl-piperazme- -carboxamide _ : o co T AT
L '1‘_.', 3:‘"172) 4= [4—(6 8-dichloro-2~methy[-1 2, 3 A= tetrahydro-lsoqumolm-4-yl)-phenyl]- o
EITRE | 33—tr1methyl—urea o - o
‘ __ o 173) N [4-(6 8- dlch!0f0-2—methyi-1 2,3,4- tetrahydro-;soqumol:n—4-yl)—phenyl] methyl- o s
30 pspendme—1-carboxam|de |
o 174) N-{4-(8, 8-d1chloro-2-methyl 1.2,3 4—tetrahydro-|soqumolm-4-yl) phenyl]-methyl-
rnorpholme—4—carboxamlde




- 15 118) 2, 6-di ami no-N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3;

- 4- tetrahydro i soqui nol i n-4- yI)- phenyl ] - hexanani de: 119) 2 June 2006

.N-13-(6, 8-di chl oro- 2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
~ pyrrolidine-2-carboxan de; 120)

- N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n 4-yl)-phenyl] -
20 isonicotinam de; 121) 33
N-[3-(6,8-dichloro-2-nmethyl-1,2,3,4-tetrahydro-isoquino -4-yl)-phenyl]-1 H
pyrrol e- 3-carboxam de; 122)

He |[o§rgi?é—@-@%%‘@&ﬁ‘f’%ﬁ%@@ﬂ-i% %ﬁ(tgﬁgﬁgcﬁ%gg%;@s@%mh hbegheny' 11

3,4 tet r ahygiidRawicaRixamidey| ) - phenyl ] - 1-met hy! -
pi per di ne-4-"car boxam ae; )

CUN-13-( 6136)d1-£4r(fi;8d4dﬂm21@1et!1y121 2.344wrawdymmumm4wl)+phewm) phenyl]

. 125)

N[ 3- (6 8- ﬁé%ﬁg?%thylaﬁﬂ?%'§ hyi“zn?:etﬂylt'érteﬁahydro i soqui nol i n-4-y1)-. phenyl] 4

=ni g o 47 8y fﬂorﬂ'zlmé‘t er,2; Pat A/ -yl)- -
N-[3-(6, SEaﬂerwZ met hyl -?MZ S%éettrahy%?sg Pmﬁﬁngﬂ)lpﬁeg I;]/I) phenyt] 1

H pyrr ol e- 23.84ligibylairmeath yiaireagi et hyl - 1 H- pyrrol e- 3- car boxani de; 2 June

.. 2006 30 , _
ReLa- (o IR0 B sichioro: 2 ety 2. 3 tetrahydrorpquing i h DRI ) - phenyi 1 - 1
Hoimi dazolfenﬁamajdpoxam de -128)
| 'IL Ergt h@ﬂbﬁ%bﬁﬂ% P g%&ﬁ@%ﬂﬁsi(g%%gzgé&iﬁé&yﬂg—'y?)%f'lgnyll-mezh Phenyl I
2 NHp3- (6, 85};-,;5?,@1 or o- 2 rrethyl 1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl ]
3 5-di net-hyl -1 ﬂgrazol e- 4- car boxani de; 130)

N[ 3- (6189)&1{3?(6;8 dﬂmext-mgthylzl 2,344 tefratgiyoispuirmijinidgl)iphetyiimethieny | | - 1
,K[ g?}lzgzgl S)yﬁ'ﬁfgipgqlg @mlcﬁel2 3, 4-tetrahydro-isoquinolin-4-yi)- phenyl ]-
w0 181) N- -[3-(6, 8—d|chloro-2-methy1 -1,2,3,4-tetrahydro-isoquinolin-4-yl)-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 34-tetrahydro-asoqumolm-4—yl) phenyl]— o
Y 33—dlethyl 1-methy|—urea el R
PR 1 88) 2~d|methylammo-ethyl 366, 8-d|ch!oro-2-methy| 1 2 3 4—tetrahydro-isoqumohn- |
4‘Y’)‘Pheny|]-carbamate R ‘ ‘ T
L 11 89) 2 d:methylammo—ethyl [4-(6, 8—dlchloro-2-methyl 1 2 3 4—tetrahydro-lsoqumolm-
; 30 o —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 | ' ' - '




y 1-[ 4- (6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyl ] - 3-

10. 3-trifluoronethyl-1IH pyrazol e-4-carboxam de; 132)
1-[2-(6, 8-dichl oro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui noI i n- 42)lul)e@ﬂ£@1yl ]-3-
-ethyl - thiourea; 133)

ethyl- thiourea; 15 134) _
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t egjahydro-i soqui nol i n-4-y1)-phenyl | - 3-
et hyl - thiourea; 135)

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

1, 1-di

N-[3- (6, ety ﬁ’o@g%%?ff’ -grmpthyl.2 - é?@‘%!?y&f?é%ﬂﬂw'ﬂﬂhﬂrﬁmrgheﬁy%eny|] 4-

met hyl - 20 qarbaham ne- 1- car boxami de
137).: N- di chl oro-2-methyl -1, 2, 3, 4-t et rahydro-i soqui nolin--4-yl)-phen
~ yl]-pip )d?,thg [Q.(@&rgjghlgﬁ@-agne{r%ﬂ 2,3,4-tetrahydro- -tsoquinolin-4-yl)-phenyl}-
L TI-[3-(6, 8(% %hg{o 2-methyl -1, 2, 3, 4= tetrahydro i soqui nol i n-4-yl)-phenyl ]
25 139) N[ t? di chl or 0-2- et hyI '
]_,140)

3, 46t et Shy 6 hlofe
ERU g ety ﬁ"?“?"’[‘ﬁ%?éh‘%'?aﬁ,‘?ﬂ%’éﬁ. i)

phol i ne &I Bx ani de; 1,1-diethyl-urea; 141)
3-

. nor
- 1- . . .

215 S O P o i 2 gpigha gl
6, 8- ghenylpratamatehyl - 1, 2, 3, 4-t et r ahydr o- isoqui nol i n-4-yl) - phenyl ]

(
3-(
2-d 2,J
3- (Iégg’5 W%ﬁ%?gsét%t‘@?'ﬁ%fﬂy'dﬂgﬁa@%@w 9- %&uar\%nﬁnvi)rppewlbhenw ]-
0 et r ahy dabdneeitan- 3-yl furea; 144)

(6,.8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro- |squ|noI|n 4-yl)-phenyl] -
t
(
I

e ﬂQ%g, !ﬁ%’f?ﬁb{‘ HT(G;BSQteyhlgr@aamethy%)? 3 4—tetrahydro-1soqumolm-4-yl)-pheny|]~ :
6, é n‘&‘{} -2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin- y| ) - phenyl ] - 1-
yl- 1 met y1-p|per|d|n4yl) ur ea; _

197) 2 2-d|methyl -propyl [4-(6,8-dichloro-2-methyl-1,2, 3 4-tetrahydro-:soqu|nolzn-4-yl)- ‘
. ' phenyl]—carbamate
15 - 198) 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;
o200 1) (RH-1-{2+(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-:sé‘c§j‘%mnn4-y|yphenyl]-
S '_ 3-ethyl-urea; =~ o : \ .
o .‘? 202) (S)-1 -12-(6, 8—d|ch!oro~2—methyl 1,2, 3 4-tetrahydro-lsoqumolm-4-yl)—phenyl]- .
: 3-ethyl-urea ' : a

1-T
3-(
1-[
3-4
1-f
3-(
3-
nmet

3-
t

3-
h

25 . 203) N-[3-(6, 8—drﬂuoro—2-methyl 1 2 3 4~tetrahydro-|soqumolm~4-yl}-phenyl]-acetamlde;"_:','-."'u-"?
N 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




'146) 3-[3-(6; _ : ‘ -

8-di chl oro-2-met hyl -1, 2, 3, 4-t et r ahydr o- isqu|noIin-4-yI)-pheﬁque2006

- 1- ( 3-di net hyl am no- propyl) 1-net hyl -urea; 147)

' [3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl] 10

(2-di net hyl am no-et hyl)-1- nethyl urea; 148)

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

--di met hyl am no- propyl ) - ur ea;

9).1-[3-(6, 8- dichioro 2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-pheny
.noXx

-'1]{3E % ERnBRAY: Gtk b %e'?"ﬁessﬂ*\%@é?gﬂmnﬂéérammgrﬁuaqﬁ) phenyl ]-3-

3-
1-
. 1_
14

.-;_pyrldln- 3-yl - urea 151)
~1-[3-(6, 8-di chl oro-2-nmet hyl -1, 2, 3, 4-t etr ahydr o-i soqui nol i n-4-yl) - phenyl ] - 3-

. ‘methyl - 20

- pyri.di ) 4 NA4B éa:hctﬂgm-Z-methyl 1,2 34-tetrahydr0~:soqu|n0i|n-4-yl)-phenyl]-
- 'N-[2-(6, 8- c%;%lg%ﬁ@% 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 4-
fne-1 -carboxam de; 153) 1-[2-(6, 8-dichioro-2-nethyl-

-3, 45t etayahyd(es Mrb@ﬂeﬂhﬁ Mz,la mtamﬁiyhro%rs@sahﬁmhnutﬂpbenﬂé@sulfonamnde
: _3[2(68d|chloro 2-met hy tefrahydro-isoqui holin-4 f) pec?yl]
onamide;

1,1- di AN hﬁ-(q,g iG lqrgggmethyl 1 2 34-tetrahydro-lsoqumohn -yl)-benzenesul
- 3-[2- (8- di. 1 : = neyL / yl ]
T is6) N?@ q '(ﬁﬁ,@;%%;met%%,g,sﬁeﬁfaWBPMqubfﬁBﬁWﬂﬂJ bReAyI3dnehG
- 2,3,4-tet raih!pdreal soqui nol i n-4-y1) - phenyl ] - pi peridine 1, 1-diethyl- urea,
. 1l-carb
157) . N 2- (1&58@0%@19@-22"1?% 123, @eyaby@@clﬁaﬂwapwms\&hahwl}?»rﬁw) pheny
I'] 4gor phol ijpgq-4- car boxam de; 158)
“N-[2-(6, 8- di chi oro-2-nmet hyl -1, 2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl ]
x pyr r ol i63i néi-f- (fabmwa-ﬁrd‘d@roﬂ mmxeyl-zome @ﬂetmﬁ@)jro-lsoqumohn-zt-yl) phenyl]-
[ 2- (6, 8- %?%ﬁﬁ?ﬁ% 2- et hyl - , 3, 4-tetrahydro-isoqui-nolin-4-yl)-phenyl]-
2 d| met et hyl)-ur ea ,
- 7Y  N-[3-(6, 8-d|chloro-2-methyl 12,3 4-tetrahydro-nsoqumol;n—4-yl) -phenyl]-
R acetamsde '
- _' 16~ 8) - N-[4 (6 8~d|chloro-2-methyl-1 2 3 4-tetrahydro-|soqumolm-4-yl) phenyl]-
' * 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; : |
o . '1_1) -[4—(6 8-d|ch[0ro-2-methyi-1 2,3 Ltetrahydro-lsoqulnﬁ‘ﬁl-yl) phenyl]-
T f_ethanesulfonamlde _ ST '
SRR 12) ‘.--N' N'- dlmethylammo~N-[4-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsoqumolin- -
L " —yl)—phenyl]—sulfamlde S PIR . L
- 257:18)  N4B-(6 8-d|chloro-2-methyi 1 2 3 4 tetrahydro«:soqumol:n-4—y!) phenyl]- R
fpropronamude ol R e '
7 | ;'N-[3 -(6, B-dlchloro-2-methyl 1 2 34mtetrahydroqsoqumolm-4—yl)-phenyi]
R -ﬂbutyram:de RTINS N s T
ST e 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 2.3, 4-tetrahydro-asoqumol1n-4—y|)—phenyl]—~ R
- cyclopropanecarboxamude ' '




N

160) : _
N-[4-(6, 8- dlchloro 2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 42 y¥ne ¥yl ] - 4- .
met hyl - plpera2|ne 1- carboxan1de 5 161) .
N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl]
pyrrolidine-I|-carboxam de; 162) _
1-[4- (6, 8-di chl oro- 2- net hyl - , 3, 4-t edg ahydr o-i soqui nol i n-4-y1)- phenyl] 3-

thyl - urea; 163) ,
4-(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] -

e TG ioRe hmetiyist 2.3 SRR AR ) - phenyi 1 -
di et hy|cyummanb@é)bok~ahﬂdé 6;

[
1, 1-
4(
i chl or o-2-net hyl - t et rahydr o-i soqui nol i - - phenyl
) e i VD deeid 2 2-
7

2-
4-(6, 8- ?h s hyI 1,2,3,4- tetrahydro I soqui nol in-4-yl)- phenyl] p|

i di ne- car oxam *167)

8- (a%- di-[:&(&;sdidﬁum-?.ryrhetﬁlyli’i 3,34 tetratyuycHisodukastin- i) iphehyll)-apdtghy | ] -

ne
" 3-
0
N4
e
N-[8-(
nmor-phol i ne-4
e
(

3-[
1-
8-d
3-(2-di 1Rt H‘H%r(ﬁ ﬁ@@}lﬂgﬂ gmﬁtag -1,2 -@%t)'ahydro-lsoqumolm -yt}-pheny
b
- N
.
[4-(
2
3
a
8-

yan
4-(6, 8- @'Qﬁﬂ ?q‘f&?m' €, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl ) - phenyl] 20

5 1 13- - - .
RYS r%m&‘@gg’aﬂ?'ﬁ@@ﬁﬁﬁ D?Q?/h‘te ‘rtltgll/tlr‘jﬂ‘cydro ,lsoqumolsn-4 yl)-phenyl]
[ 4-

6, 8- tMasinemidez- net hyl - 1; 2, 3, 4-t et r ahydr o- i soqui rolin-4-yl)-phenyl] '

"y 42T SO il Bt 20t it b ghenyt oeeng:

dic
, B0 di et h;gmfm@mde 4- rret hyI pi per azi ne- 1- car boxam de, 172)
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| 20 dimethylaminoethyl}urea' : |
R _“59) 1-[3-(6, B-dlchloro-2-methyl-1 2,34 tetrahydro-isoqumgﬁ' 1‘-‘fl-yl)-phenyll-&
S _(tetrahydro-furan~3-yl)-urea , . ' : : _
o 60) 1-3-(6, 8-d|chloro~2-methyl-1 23 4~tetrahydro-|soqu1nolm-4«y|) phenyl]—3- »
o | ."(tetrahydro-pyran-4~yl)-urea B S S e LT
-61) 3 [3-(6 8- dlchloro-z—methyl-1 2, 3 4-tetrahydro—asoqumolm—4—yl)-phenyl]— -methyl—
' 1 (1-methyl-plpendm-4-yl)-urea RPNy
B2 3 -3-(6, 8~dichloro-2-methyl-1 2.3 4-tetrahydro-lsoqumolm-4-y[) phenyl]- «(3* L
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S “RitandR12 . T 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

i 30 : S R Crrl‘|2|-r.1 tobe replaced by F atoms and for one or more CH2 B
e o groups to be replaced byO or NR13; -




39)N-[4- (6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etr ahydr o-i soqui noI|n 4- ylg phenyl ]
-1- net hanesul f onyl - pi peri di ne- 4- car boxani de; 154.0). June 2006 :
"N-[4-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t-et rahydr o-i soqui nol i n- 4 yi)-phenyl]-1
H - pyrazol e- car boxam de; 41) ' ' o
N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yi)-phenyl]-2- -
~met hyl am no- acet am de; 42) 42 _

N-{3-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
- 20di net hyl am no- acet am de; 43)

2-am no- N-[3 (6, 8-dichlor 2 3 4- tetrahydro i soqui nolin-4-yl)-ph

2-am no-N-[3- (6, 8- di chl or 0- 2- gt hyl - &, % §’o44t Aty BogsbiRaBPbagbE Ricts ¥l ) - PP

enyl] 45) .

2, 6-di ami no- N-[3 (6, 8-di chl or o- 2- met Iaijmét@b@réplaetedmlwdal@nnﬁoqw nol i n- 4-vyi

- ). propi onani-de;  but yram de; . phenyl ] - hexanam de; 46):

' N-[3(68d|chloro Iﬂfl-12 4tetrahydro|squ|noI|n4yI) phenyl ] -1-

rrethyl pi per| di ne- 4-car bq;ﬁgrhg ro

“N-[3- (6, 8 di chl or o- 2- et hyl - %gt e‘%‘?°LR3?c?ruRs1ozqt€igr?glerW'Eth‘f)NS°e"F'1y|] 1
48)- _ to wh:ch they are bonded a 5- or 6-membered nnﬁ '

[ 6, 8- dlchloro 2-methyl -1, 2, 3, 4-tetiahydro-isoquinolin-4-yl)-phenyl]-1

ol e- 4- @ boxani de: - et hanesul f onyl - pi peri di ne- 4- car boxami de; 2 June

- H 8
CN[3-(

- im.daz

2006 38 - 1a

49) N-[ 3- (6, 8- %I chPor 22-methy| 1 2,3, 4-tetrahydro-isoqui nol i n- 4- yl) - phenyl ].

- -8)5 [gl Enét gylOI 1h:—l-tpgeiglaohn1h4?ewgh§am\dhlch tiae)éare bondedaSl- 6-or - pheny! ]
5 | ic ' 0- 2- et -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] -

' Iﬁj_ pyrazol e- car bgi "EF%‘?’GH){""Q' .

: 551) 3-[3-(6, &rdi chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl
]-1,-1-. dinethyl -urea;

B2) N[ 3- (6, RH 8REESIE 2- et hyl - 1, 2, 3, 4- t et rahydr o- i soqui nol i n-4-yl ) - phenyl

" ]-4-nethyl - pipera e - g
 N-[3-(6,8-dichlor oz'%%ﬁﬁg%gﬁ%gﬂb b%&*#&ﬁ&&lﬂﬁ%?z'ﬁ!% yl)-phenyl]-p
'-_| perl d| ne- 101 car tp@pggm @%H2g+1 _ ' R
15 ) - 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,
._ S oor | |
R 20 R1,R2.R3 andR4 L am
) o mdependently of one another-Oh-SOJ R15 with
h ? zero or‘l |
- .‘_."'j: J :‘  ,;'i-j zero, 10r2; e
RIS -f-?’f_ckﬂzkﬂ OH; OC[H2;+1 or F NR17R18; e e
] k 'jf.'f:'.__-“"'il 1,2,3,4,5,5, 7or8,it belng possrbie for one or more H -;. B .
RS : 'a‘tomstobereplacedbyFatoms R P R
¥ '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 - ‘
. RiZandRis e

300 - e mdependenﬂyofone anotherH orCmH2m+1, :




‘”3 4 -t et rahydr o- i soqui nol i n-4-yl)-phenyl ]

54) N-[ 3- (6, 8-di chl oro-2-net hyl -1, 2 3, 4- tetrahydro i soqui noli n-4-yl)-phenyl ]
= nor.phol i ne-4- car boxani de; 2 June 2006
. 55)N:[3- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]
- pyrrolidine-1-carboxam de; , _ ;
- 1556) 3-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetrahydro-isoquinoIin-4-yI)-pheny
11-1,1- diethyl-urea; 57) 1-[3-(6, 8 dl@@|0r0
- 2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yl)-phenyl]-3-nmethyl- urea,;
58) 1-[ 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 ]
- -3-(2- 20di net hyl am no- ethyl}ure
‘59)1 [3- (6, 8-di chl or o- 2- fBt hy| - 3233445't%tr%fh%FBe'P%’&&?'Hlﬂ foR oneANMAiEany | |

(t etrahydro-furan-3-yl).- ureaatohs{{ﬁtﬁézd}(te%ggﬁﬁ % L,ab??)b u’?ea

.--61) 3-[3-(6, 8-dichl oro-2- met hylatdmg and for one or more CHo groups to be rep!aced
" °3, 4-tetrahydro-isoqui noli n-4-yl)-phenyl]-1-net hyl

2 1-(1- et hyl - pi peri din-4-yl) - ur by:0,820, GEiGFNEHQ di chloro 2- nethyl
"~ .3, 44t etrahydro-isoquinolin-4-y phe vl &
- di m&t hyl ami no- propyl ) - 1- met hyl - )CnH n+ts
. 3-[3-(6, 8-di chl oro- 2- nethyl -1, 23 4 §3§r§H¥Qr0 |squ|noI|n 4-yl)-phenyl]-1-
(2 di methyl am no- et hyl ) - 1- net hyl - ur ea; ‘
+1-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- ltber@y@k:sablesr@nqmeﬂoimféwdarbn@onyl] 3-
.(3 di et hyl am no- propyl )-urea; 2 June 2006 39
~1-[3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4- ?BHQaHdeQ)bﬁ’EQﬁi@PQQ)WﬁaIOmS) phenyl | - 3-
7 (2- met hoxy-ethyl) - rea; 66)
. 1-[3-(6,8-dichloro-2-methyl -1, 2, 3, 4: t et rahydr o- i soqui nol i n-4-yl ) - phenyl ] - 3-
- pynddin- 3-yl)- ureeRﬂSa@d’Rm :
- 1-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl)-phenyl]-3-
pyridin- 4-yl-urea; 68) together with the N atom to which: they are bonded a 5-, 6-or -

-~ 'Ne[2-(6,8-dichl oro- 2- netbxhe&lénﬁiﬁhéetrahydro |squ|noI|n 4- yI) phenyl ] - 4-
Lmet hyI p| per a2| ne- 1- carboxam .
A _ Coooooor

"Ri9and a CH2 group of R17 or R18 together with the N atom

| 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
:'or120'u;-7“ RZOl-,CqH2q+1 e
S d . 1,2,3,45670r8,

Lt berng possable for onie or more. H atoms in CqH2q+1 tO be T eplaced

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

» r C1,2.30r47

' E:'___{.jt bemg poss:ble for one or more H atoms in C;H2r+1 to be

R : ':replaced by F atoms _ .
o “R6 HF, cl Br 1 CsH25+1 Cddedd_-],OH OCtH2t+1 or 0COR22
30 sandt RS




69) _ :
1-[2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 42 e HKeny| | - 3-
met hyl - 10 urea; 70) L

" 1-[ 2- (6, 8-di chl oro- 2- net hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
(2- dinethyl am no-ethyl)-urea; 71)

N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t eygahydr o-i soqui nol i n-4-yl ) - phenyl] 4-
nmet hyl - pi perazi ne- 1- car boxam de 15 72)

1-[4-(6, 8-dichloro-2-nmethyl -1, 2,3, 4

't et rahydr o-i soqui noj | am no- et hyl ) - urea;
N-[4-(6, 8-di chl oro- b ?‘Fm‘y“%")‘@p‘g%%’%'lc’i'f'?f i‘r%@o %i'n 4-yl)- phenyl ]
urea; 73) - dd 3,4,5,6, 70r8 it being possible for one or moreH atoms in '
- 3-[4-(6, 8- dlchloro 2- nethyl 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,
1- di net hyl - ur ea; -7Q$H25+1,CddH2dd 1 and OCiHot+1 to be replaced by F atoms;
. 3-[4-(6, 8-di cgé ro-2- %/I-l 2,3,4-tetrahydro- |squ| nol i n- 4- yI) phenyl] 1,
.-1- di et hyl - 12{H4 {6, 8- di chl or o- 2- net hyl - :
-3, 4§etrahydro |soc1|}u nol i - A yI) phenyl ]-3-(2- di rret hyI am no- et hyl ) - urea;
- 77)"~ 78) norphol i ne=4-car bgkg (f
- ~N-4-(6,8-di chl oro- 2- net hwbeinépasabteemahwrmeqwtaﬁkw Hﬂr,i) ﬁawll for
= mani de; N-[3(68d|chlor02rrethy 1,2,3,4-tetrahydro-iso ol'in-4 :
-)-phenyl] formam de; replaced by F atoms;
1- [3 ( ﬁeghcmdﬁfﬁé 2-nmethyl -1, 2, 3, 4-t et rahydro-i soqui-nolin-4-yl)-phenyl]-1,
3 tri a,; 1[3(68d|chlor02methyl 1234tetrahydr0|soqu.
i noI in-4-yl) ,ﬁb@lﬁgﬂd ge 2006 40 81)
“N-[3-(6, 8-di chl oro- %?ﬁ@h@%ﬁﬂer‘lﬁfe”%ﬂ{gro i soqui noli n-4-yl)-phenyl }-me
“ thyllo- nor pholv ne- 42_@aasbpxam de;

w ~zero, 1or2;
R23 CnnH2ﬁp+1 CmmH2mm-1, OH, OCppHopp+1 or NR25R26;
nnand pp.

R DS '--mdependentlyofoneanother1 2,3,4,5,6, 70r8
 '-15__ - mm. 3,4,5,6,7 or8,
' | 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 o | independently of one another H, CN or CZH22+1 . szH2zz-1 ;
L2000z 1,2,3,456708 o™ |
S o, 4, 5,6,7 or8, ltbemgp0351bleforoneormoreH
'l -atoms to be. replaced by F atoms and, _
- in CZH22+1 it belng possmle for one or more H atoms
|  : z.to be replaced by F. atoms and rt belng poss:ble for o
: . .,.i,_,;'fone or more CH2 groups to be replaced by O CO CS
© o orNRer: o i '
U R27- Hor caaHZan;’-f
aa 1,2, 3or4 ,
| |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




82)

- N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- t et r ahydr o-i soqui nol i n- 429mwagﬂﬂﬁnyl] me
thyl-4 5 nethyl -pi perazi ne-1- carboxan1de 83) -
1-[3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 3-

. (2- 84)di nmet hyl am no-ethyl)-1- nethyl urea; 2-dinethyl am no- et hyl _

[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4- tetr%hydro I soqui nol i n=4-

85)yl) - phenyl ] -carbamate; 2- dlnethylan1no et hyl

- [4-(6, 8-di chl or o- 2- net hyl - 1 2,3, 4-tetrahydro-isoquinolin-4-

- 10yl ) - phenyl ] - carbanate %2 di met hyl am no- et hyl
[ 2- (6, 8-di chl or o- 2R¢p 2,3, 4-tetrahydro-isoquinolin- 4-

87)yl)-phenyl]-car barrat

[ 3-(6, 8-di chl or 0- 2- met hsﬁog%ﬂgiéhﬂ‘ the, ¥ aiom fo which they gre bopdef a 57, 6 o

-1588) car bamate; . (R-or T-membered nng,

_S) N[ 3-(6, 8-di chI or o- 2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
'89) net hanesul f onani de®’ (R or

- S -4-[2-(6,8-dichl - 2- I I
S é_é 50) ((3 S Lfeaoré KRBT bl ecﬁz%éubereydfeze%&gehewtmﬁeMatoﬁlheny ]

+ 1-[3-(6, 8-dichloro- 2'fTEtthWh:&hi’h@yéretm:idﬁéb’élﬁoorsfrﬁémmred]n yl)-phenyl]-3-

. “whi'ch can

" (2-+ 20hydr oxy- et‘nyl) urea; and the pharmaceutically acceptable salts
t her eol" . The i nvention further enconpasses the use of the conpounds of
the fogpu I@ EP produci-ng a nedi canent for the treatnent of disorders

e i nfluenced by.inhibition of the sodi um proton exchanger of
subtype |11  ipdeEahdently offurehandthenNRI2OBRIGINRIRCSRBORS NRA280L,,R30H2q0- 1,
OCbH2b+1, COOR10, OCOR10; CORLO or X (CH2) y- phenyl ; i ndependently: of one
anther H, FR30! . IBeCotHogi1, @HzW1 wﬂphdiaylzcmﬂjpendmal imehichZingsre 2006

41
CHo group may be rep!aced by O or NR33;

. E R32 and R33 ihdependently of one another H or ChHan+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'orrls ‘ahd it being pose'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 :_:__‘_._‘_,v_:';R65 H CxxH2xx+1 H il |
XX 1 2 3or4 it belng possublefor one or moreHatoms S
o to be replaced byFatoms o '
L K ‘--'ZicrA S E o S _ |
30 ,I‘- o R31 : forfn_s tcgetrlerwi'ih a CHp grdﬁpof{RSQ e_S-, 6-or 7-rﬁeh1bered rihQﬁ -

or o




in the groups CaH2a+1 and OCbH2b+1 mdependently of one another 1, 2; 3,
4, 5, 6, 7.0or 8, it being possible for one or nore H atons t 2June 249615

' replaced by F atons; qq 3, 4, 5, 6, 7 or 8, it being possible for one or

nmore H atoms to be replaced by F atonms; RIOH or CcH2c+1; ¢ 1, 2, 3, 4, 5,
6, 7 or 8, it being possible for one or nore H atons to be replaced by F

- atoms, X zero or 1; y zero, 1, 2, 3 oryed4; 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, NO2, OH, NH2 or

CdH2d+1; d 1 4 b e : H at to b
CUBEL 3 Rfiaf 8 gimoRboRbhIBS TG 1 AraSe S oo o b

heteroaryl, it bei ggjrgggﬁﬂtgbeogpq F8fdns, 1, 2 3 or 4 20 N atons, zero or 1
oxygen atomor zero or 1 S atombe present as ring atoms; or. Rl, R2, R3

and R4 i ndependently of whichdasnsubstitmed orisiikbiituied NRlJstlﬁree 25 R11 and

.R12 30 independently of o e_.anot her 1, CrrH2r 3,4, 5, |
6,7 or 8; |Ifo 3, 4, é 6, Supstijyents Sﬂecfféfﬁ mp%‘?ﬁrBPBCPB?*Sé?% Bé(r:rﬁpé H at ons -

~in 5he - groups OeH2e+I a080H200+1 NR70R71;

S

R70 and R71
' independently of one another H, CuuH2uy+1 and
'COR72; |
| » R72  H, CyHoyyat;
10 R 0o, uuand w ’
independently of one another 1,2, 3,4,5,6, 7
_ or §; |
it being possible for one or more H atoms in the
SR -groups CooH200+1. CuuHouu+1 or CyyHayy+1 to be_
15 o replaced by F atoms; | |
. or | |
R7, R8 and R9
-independently of one another H, F, Cl, Br, |, NO2, CN OH ' NH2, CeeH2ee+1,

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

20 ocomRd2, . e

'*j""_"'eeandff o . , S
BRI lndependently of one another1 2.3, 4 5, 6 7or8

L ww o 3,4,5,6,70r8; - R o

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

| ,‘;A.-:_.r_"';::j5).waH2ww-1 and OCﬁH2ﬁ+1 to be replaced by F atoms
St .TR40 and R41 - S n
SN Cquun orC(NHINHp
St 1,2,34,56708 | |
= ;'_: it bemg poss:ble for one or more H atoms m the group CﬁHztt+1t0be .

30 i o : -“—replaced by F atoms and for one or more CH2 groups to be replaced
" i by Oor NR44 | |




CrrH2rr-1 to"be replaced by F atons and for one or more CH2 groups to be

- replaced by 0.or NRL3; 2 June 2006 42 R13 H or CFH2f+1; f 1,2ne(6 4

bei ng possible for one or nore H atons to be replaced by F atons; or R13

and a CH2 group of R11 or R12 together with the N atomto which they are
‘bonded a 5- or 6-nenbered ring; 10 or R11 and R12 together with the N atom
to which they are bonded a 5-, 6- or menbered ring; or Rll and R12

i ndependent|y of one anot her COR14, 14 or SO2R14; R14 CgH2g+1; 15 g or

- zero, 1 or 2; CkH2k+1, OH, OC1H21+1 or NR17R18; 1, 2, 3, 4, 5, 6, 7 or 8,

It being possible f one, or re Hatonms to be replaced by .F atons; 1,
2, 3, 4, 5, 6, 7 or‘-\p@ F' 'ga"mg;'s‘i;ble for one or nore H atons to be

‘ r_epl aced by F atons; 99 1,2,3,4,5.6,70r8:
it being possible for one or more H atoms in the group
CggHagg+1 to be replaced by F atoms,
s |
‘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 bha:rmaceuticallylacceptable salts thereof.

15 Preference is given to the use of ocmpounds 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 poss&ble 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 RS S _ . .

- mdependently of one another 5- or 6-membered heteroaryl selected from the ;
Sow . group con3|stsng of pyndyl |mxdazolyl pyrazolyl pyrrolyl tnazolyl tetrazolyl R
: .j_ 30 S thlazolyl and oxazolyl -

Lor . .




independently of one another H or CmH2m#1; .20 Rl., R2, R3 and RA 1, 2, 3,
4,5, 6, 7or 8 it being possible for one or nore H atons 2dunse2d08pl aced
‘by F atons, and it being possible for one or nore CH2 groups to be

- repl aced by O or NR13, independently of one another -Ch-SQ -R15, with zero

or 1; R17 and R18 2 June 2006 43 m1, 2, 3, 4, 5 6, 7 or 8, it being _
possible for one or nore H atons in t4e group CnH2m+1l to be repl aced by F
~atons and for one or nore CH2 groups to be replaced by 0, CO CS or NR19;
"R19 Hor ChnH2n+1; n 1,2,3 or 4; it being possible for one or nore H atons

- .in t r Iaced'by F atons; 10 15 R5 20 ".25, R6 30 or R17 and
R18 toﬁf’hé‘? @P%ﬁd [ﬁg N atomto which they are bonded a 5-, 6- or
mdependently of one another CONR11R12 or NR11R12; |

R11 and R12
o _ ' independently of one another H, CeHze+1 CrrHopr-1:
.5 e 123or4

o 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
. R14 CgH29+1-7 _ o S L R
- | g 1,23 or4 it be!ng possrble for one o:' more H atoms DR
to be rep!aoed by F atoms R

R1 R2 R3andRe LR ST
1ndependently of one another OSO3H SO3H 802R1 5, or
“R15 CkH2k+1 ocngm or NR17R18 | |

Lo _k _' -1, 2 30r4 it belng poss:b!e for one or moreHatoms to be
- 30 . R replaced byFatoms - -




7-menbered 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-nenbered ring; H ChHEe2006
CssH2ss-1, COR20 or SO2R20; p 1, 2, 3, 4, 5, 6,7 0r 8, ss 3, 4, 5, 6, 7-or
"~ 8, it being possible for one or nore H atons in CpH2p+1 R20 and CssH2ss-1 -
to be replaced by F atons by F atons and for one or nore CH2 groups to be -
replaced by 0 or,. it being possible foggone or nore. H atons in CgH2g+1 to
be replaced q 1, 2,3,4,.5, 6, 7 or 8, H2g+1; NR21; R21 -H or CrH2r+1;

.1, 2,3 or 4it being possible for one or nore Hatons in CH2r+1l to be
~replaced by F atons; H F, d_, Br, 1, CsH2s+1, CddH2dd-1, OH OC H2t+1 or
0oOR22; sand t 2 Jdne 2006 4 Rd¥fbidsing possiblefer ansonamorg H atoms tojpe 5 5. 7
- or 8; dd3 4, 5, 6, 7 or mossi bl e for one or nore H atoms in-
- CsH2s+1, CddH2dd-1 and O(Eteéll?(:bgb?qigg réplaced by F atons; R22 CuH2u+1; u

. 1,2,30r4; it being RbEandIRI& or one or nore H atons in CuH2u+1 to be

- re Iaced by F atons; R7, dependent | f one anoth
OF; SO RZ% 10 v zero dpdq_pendR%tlyoPong ano erl-l/ é mH2m+1, in which the first

| ‘5 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  HorCpHop+1;
B | n 1,2, 3or4;

it belng possrble for one or more H atcms in CnH2n+1 to be

_ : replaced by F atoms
L o or
T - Ri7andR18

| together with the N atom o which they are bonded as-or

- 6-membered ring; |
R6  H,CpHop+1, CssHass-1;

p 1,2,30r4;
7 20 o | _ ss 3, 4 5or6, it being. possrble for one or mo?ail? atoms in CpH2p+1 and
- C | | CSSHZSS 1 fo be replaced by F atcms L |
R6H CSH25+1 OCtH2t+1 or OCOR22 g

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




w zero, 1 or 2 " R23 CnnH2nn+1 CrmHerml OH, OCppH2pp+1 or NR25R26; nn
. and pp. |ndependently of one another 1, 2, 3, 4, 5, 6, 7 or 3Junei2D0m
-3,4,5,6,7 or 8, it being possible for one or nore H atonms in CnnH2nn+1,
CrmH2mm 1 and OCppH2pp+1 to be replaced by F atonms; R25 and R26 20 3, 4,
- 5,.6, 7 or 8, it being possible for one or nore H atons to be replaced by F
at ons and, in CzH2z+1; it being possighe for one or nore H atons 25 30
|ndependently of one another H, CN or CzH2z+1, CzzH2zz-1; z .1,2,3,4,5,6,7
~or 8; R27 one or nore CH2 groups to be replaced by 0, CO CS to be repl aced
: by F,atﬁg;s b bei ng possible for or. NR27; H or CaaH2aa+l; as .1, 2,
_ l:ﬁael ng possible for one or nore H atons in CaaH2aa+l to be
repI aced by Hndhpeﬁdermycﬂ’oherrﬁmﬂlﬁ)é)ﬁl%@gﬁ BOgHaTEOHREBI Ng possible for one
or nore Hatonms In the groups CccH2cc+l and CyyH2yy-1 to be replaced by F
- atons and f orR@8e dBnﬁiﬂQﬁn-Df, CmmHme1 OCpszpp+1 or NR25R26;

‘nn and PP 7
5 - |ndependently 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 CzHo741 |
.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

..Cé.aHzaaﬂ- to be replacggﬁl?i F atoms;

%

2 '-f'or,-;.
T R25andR26 , N | | T

, :.?together with the N atom to whrch they are bonded a 5— or "i.f' o

. ,,;?.._'.74,6~membered rmg : . ‘ o R

g or o

25 | - R27 and a CH2 group pof R25 or R26 together wrth the N atom_.::i.t_f" e

LT e w-.."‘f..".:r':':rto whlch they are bonded a5- or 6-membered nng, R
R‘? RB and RQ
' mdependently of one another NR3200R30 NR32CSR30 or NR32802R30




R7, R8 and R9 |ndependently of one anot her NR32COR30, NR32CSR30 or
NR32SCbbR30; . 10 R30 H CccH2cc+l, CyyH2yy-1, pyrrolidinyl dduns %6 di nyl
in which rings a CH2 group may be replaced by 0 or NR33; R32 and R33
“independently of one another H or. ChH2h+1; bb.2 or 3; cc 1, 2, 3, 4, 5,
6,7 or 8 15.yy 3,4, 5, 6, 7or 8 h1, 2, 3, 4, 5 6, 7 or 8, it being
possible for one or nore H atons in h+1 to be replaced byF 20 '25 30
(CH2) groups to be replaced by NR31 and fora (CH2) group to be replaced by
0; R31 R25 and R26 together with the N atonlto whi ch they are bonded a 5-,

6- or 7-menmbered rin r R27 and group of R25 or R26 toget her W|th
the N atom tRBGni dh &F’e&cdﬁkdﬂdn@ y§-1s ereﬁﬁmwfﬂ'w inpwhigh | pkk+1,

Co be replaced. by ENaschET Orows g b8 Teasiey HlodiRES: $"6 4™l ¢ Derng
- ,?SZZL EL? lfl ll?%feﬁé R uirdsieRBney §f3r?%5ﬁ§l'@§ﬁde%%§¥fﬁg Moo
'_ . | cc - 1,2,3,4,5,6,70r8;
sy 34'56:6'
| 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
- ‘l(l " (CHg) groups to be replaced by NR31 and for.a (CH2) group to be repla'ced by

O 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, CxsHosot1s

' XX 1, 2, 3 or 4, it being possible for one 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 selected from the group
3 ' -,-'conSIStlng of pyrldyl lmldazolyl pyrazolyl pyrrolyl trlazolyl tetrazolyl,-; -'
ST . __‘-,“thlenyl thlazolyl and cxazolyl L A e e .
e 25 = SRR “;wh:ch are unsubstltuted or substztuted by up to three R

e "'7'”-_.:.“.substltuents selected from the group consustmg ofF Cl Br I S
o -COOH200+1,NR70R71 o

‘R70and R71 - . .

S : o | _ mdependently of one anotherH CuuH2uu+1 or
s COR72; '
' SR 0 RI2 H,CpHowsti




2 June 2006 46 R30 a 5- or 6-nenbered heteroaryl with 1, 2, 3 or 4 N atoms,
zero or 1 S atoms and zero or 10 atoms, which is unsubstit (& ¢heci006
substituted by up to three substituents sel ected from the group consi sting
of F, d, Br, |, 10 15 CooH2o00+1, NR70R71; R70 and R71 i ndependently of:
one anot her H, CuuH2uu+l and COR72; R72 H, CvvH2vv+l; 00, uu and w

i ndependently of one another 1, 2, 3, 88 5 6, 7 or 8; it being possible
for one or nore H atons in the .groups CooH2oo+1, CuuH2uu+l or CvvH2vv+1l to
be replaced by F atons; or R7, R8 and R9 independently of one anot her H,

Conrors. Cooes, o8, e RS naq PN oL 2 30 hac

~another 1, 2, 3, 4, 5, 6ijtbeiry p8ssiblevioBondor moré H gtoﬁlisﬁthetgr@ﬂisﬂg possi bl e
-for one or nore H atons in e groups, CeeH2ee+l, 25 OwmwwH2ww 1 ‘and
OCf fH2ff+1 to be repl aceﬁ;onij‘%oaﬂoﬁuu Hpyo+ 408 Cretl2iy+Cla betreela;ceﬁ bYFNH) NH2;

-"-:Aft 1,2 3,4 5 6 7op¢

5 or
R? R8 and R9 , |
tndependently of one another H, F, Cl, Br, |, NOg, CN, OH, NHa, CeeH2ee+1:
CwwHaww-1. OCfHoff+1, NR4OR41, CONR40R41, COOR42, COR42 or
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,
R ‘ : wa"’2v§w-1 aod 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
S together wnth the N atom to wh:ch they are bonded fonn afing selected. o
_ L o 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




- being possible for mneephicetihyeF atahes to. be repl aced by. R10 .25 H or

it being possible for one or nore H atons in the group ClH2tt+1 to be. 30

replaced by F atons and for one or nore CH2 groups to be rep?de¢ne20q6y 0 or
NR44; 2 June 2006 47 10 R44 H or Cg9H2gg+l; 99 1, 2, 3, 4, 5, 6, 7 or 8; it

bei ng possible for one or nore H atoms in the group CggH2gg+l to be

- replaced by F atons, or R40 and R41 with the N atomto which they are
“bonded a 5- or 6-nenbered ring; R42 Hypr ChhHzhh+1; hh 1,2,3,4,5,6,7 or 8,

it being possible for one or nore H atons in the group ChhH2hh+1 to be

repl aced by F atons; and the pharmaceutically acceptable salts thereof. 15

Preference is gi verRtggo thﬁ&,u§e of conpounds of the fornmula 1, in which the
~ meani ngs are: 49 dependently of one another, H, F, d, Br,

1, CN, NO2, OH NH3t béinbgrsiible fo ohedrkibreitdlods i th %p%h%r?rﬁgﬁ to

OCbH2b+1, COOR10; 20 a and b independently of one another it

~ CcH2c+1: 1, 2, 3 or 4, it being possible for one or rroreHatom;to be
’replaced by .F atons . o : .

5 and the pharmaceutically 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 '-_1_0 , independently of one another H, F, C, Br, OH NH2, CaH2a+1, cycloalkyl wrth
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;

o or - ‘
R1,R2, R3and R4

independently of one another NR11R12;

~ RifandR12

20 independently of one another H, CeHzesz@;LHgm.
| " e 1,2,30r4,
S ome o B450r6,

: rt belng possrb!e for one ot more H atoms ln the -
L d_f,fgroups CeH2e+1 and Crr”2rr-1 to be replaced by F

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"_ |




" RL2 independently o

or ° Rl,R2,R3 and R4 independently of one another 5- or 6-nen2$red
- heteroaryl selected fromthe group consisting of pyridyl, JHQ%S?@@
~.pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, 30 .thiazolyl and oxazonI or
2 June 2006 48 R1, R2, R3 and R4 independently of one another CONRL1R12 or
NR11R12; R11 and R12 independently of one another H, CeH2e+l, CrrH2rr-1,

1, 2, 3 or 4, - 3,4,50r 6, it being pbdsible for one or nore H atons in-
the groups CeH2e+1l and CrrH2rr-1 to be replaced by F atoms 10or R11 and R12
i ndependent|y of one anot her hydroxyethyl, N, N-dinmethylam noethyl, N

N-di et hyl am nRetfflarid, Rpgrrol i di noet hyl, N-nethyl pi perazi noet hyl,
5pi per azi noet hyl , nor phol i noet hyI or piperidinoethyl; or Rll and R12
~ together with t he N"gﬁﬁﬂﬁ'(ﬂ@tm @ﬁetaf@ﬁh%rr@oﬂiﬂd&ﬁﬁ‘l%)@@NHRMn@SNHRM

| . piperidine, N net hy gmﬁl ne, piperazine or norpholine ring; Oor Rl1 and
anbt her CO R14, CS or SO2R14; R14 CgH2g+1; g 1, 2,

"3 or 4, it being pqqﬂbl q;f}qé Ppe or more fl atons .25orto be replaced by F
atoms; - 9 |
PR - , , g 1,2, 3or4 it being possible for one- or moreHatoms,

_ - tobe replaced by F atoms;
or ,
R1, R2, R3 and R4 | .
| independently of one another 0SO3H, SO3H, SOoR15;
10 . R15  CkHok+1 or NRI7R18;
| K- 1, 2, 3 or 4, it being possible for one or mere H atoms to be
replaced by F atoms |
' R17 and R18
- ' -u_rdepen’dently of one another H or CyHom+1:
15 . . 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
| 200 . . fogetherwith the N atom to whrch*‘t@yﬁare bonded a 5- or
B ST e-membered ring; -
. R5 H Cp"’2p+1 Cf.ssH2ss-1 L
t_:.tp 1,2, 30r4 | | R ,
i ' s . 3 4 5 or6 rt belng possrbie for one or more H atoms in CpH2p+1 andf o
25 e CSSH239_1 to be replaced by F atoms a R
e _'iréer..,,,, H‘,’"CH3, | | | |
R7 R8 and RY
mdependently of one another OSO3H 803H or 802R23

T R23__ Cnn“2nn+1 OI'NR25R26
80 . mn 1,2,3,40r5




R, R2, R3 and R4 |ndependently of one another OSG3H, SOP, S021R1_5, or RI15
CkH2k+1, OCLH21+1 or NRL7R18; 30k 1, 2, 3 or 4, it being posdrBhe2 @Qﬁ one
or-nore Hatons to be replaced by F atons; 2 June 2006 49 1 1, 2, 3 or 4,

it being possible for one or nore H atons to be replaced by F atons; R17
and R18 independently of one another H CnH2m+l, in which the first CH2
group bonded to the nitrogen is replacgg by CO and the 10 second CH2 group
is replaced by NR19; m1, 2, 3, 4 or 5, it being possible for one or nore H
atons in the group. CntH2mtl to be replaced by F atons; R19 H or CnH2n+1l; n

1,2,30r4; it being possi ' ' ' : ' 2n#l to o
'repI aced by F atons; 15 ?rﬁlﬁéogﬂgle%égﬁggéﬁ%%%§ &gEN"HQBHﬂ g‘?&ﬁi ch
they are bonded a 5- or r@plﬁ?@@ﬁ ¢aiognd: RS H CpH2p+l; CssH2ss-1; p

1,2,3 0r 4, 20 . ss 3, 4, b or 6, it bei'ng possible for one or nore --ft
'atoms in CpH2p+1 aﬂZSmisRQﬁs 1 to be replaced by F atoms; R6

| independently of one another H, CN or CZH22+1 in which the
5 - . | _ f rst CHo group bonded to the nitrogen is repiaced by CO or
' cs and the second CHsy is replaced by NR27;
z  1,2,3,4,5006;
it beéng possible for one or more H atoms in CoHoz44
‘ | to be replaced by F atoms;
10 R2T HorCagHonast:
e ~ 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 CHo group of R25 or R26 together with the N atom
S 20 SR . = to which they are bonded as- orﬁé‘mbered r|ng, |
Or CL L - ‘ .
R?RBandRQ ST e L SR
: L ,i ‘_~,‘,j'|ndependently of one another NR3ZCOR30 NR3208R30 or NR32302R30
+ "R30

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

- ""“93 a CHZ gfoup may be replaced by Oor NR33
s vf;_‘.a"_:R32 and R33°“H, CHzorCEg; »
GC 1 2 3 4 5 6 70r8 o

| W 3 4 5or6 |




H CSH2s+1, Ot H2t +1 or OCOR22; s and t independently of one another 1; 2, 3
or 4, 25 it being possible for one or nore H atons in CsH23+?LéH‘éP%9§Ei—|2t+I

to be replaced by F atonms; R22 CuH2u+l; u 1,2,3 or 4; it being possible for
one or nore H atonms in CuH2u+l to be replaced 30, by F atons; 2 June 2006

- 50 10 . 15 R7, 'R8 and RO independently of one another OSG3H, SO3H or

S2R23; R23 CnnH2nn+1 CmmH2mm 1, OCppHBgp+1l or NR25R26; nn and pp
i ndependently of one another-1, 2, 3, 4 or 5, M3, 4, 5 or 6, it being
possi ble for one or nore H atons in CnnH2nn+1. Crm1—|2m*n1 and OCppH2pp+1 to

be repl aced bﬁb@l@%{ble%ﬁ‘ r fiePe HBRARIAAAL Ifo s €ABN0LMRH H Y

CzH2z+1, i n whi chthe first group I'S repl aced
by CO or Wﬁ%ﬁt@%@ﬁﬁp@ﬁ@d'tﬁr F%Rﬁ%%ﬁd%ré\'@@rnﬁaré(%ﬁg?é sto bR 6

it being p033| r one or nore H atonms In CZH2z+1 ced by F

“atoms; R27 H ‘epldceaiHiaN RS a?t&lﬂ;raZ(C@)Cgroﬂp td beb@pl&@e@@?@bl € fOf one or
- nore H atom; I n CaaH2aa+1 to be replaced by F atons;
'R31 _ H, methyl, ethyl, CF3, CHaCF3, acetyl, propionyl, methanesulfonyi or

5 ethanesuifonyl;
or |
R31 together with a CH2 group of R30 and the N atom to which they are }omtly
~ bonded form a 5- or 6-membered ring;
_ or .
10 | R30  pyridyl, imidazolyl, pyrazolyi, pyrrolyl, triazolyl tetrazolyl thiazolyl or
| oxazolyl, which are unsubstituted or substituted by a maximum of 3
subst:tuents selected from the group conmstmg of F, Ci, methyl, ethyl,
trifluoromethyl, NHg, NHacetyl;
| or 7 _ ' -
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 1ndependently of one another 1, 2, 3 or 4;
200 ww 3,4,5016, T
O it being possuble for one or more H atoms in the groups CeeHZeeHr- . o
DR - waH2ww-1 and OCffI-lsz+1 to be replaced by F atoms "
o "-:R40 andRat

H CﬂH2ﬁ+1 or C(NH)NHZ, ,

R |t bemg pOSSlble for one or more. H atoms ln the gr0UP CttH2ﬁ+1 t° be |
rep[aced by F atoms | - ' |
ooor L |
. RA0andR41




20 25 or R25 and 'R26 together with the N atomto which they are bonded a

~ 5- or 6-nenbered ring; or R27 and a CH2 group of R25 or R2BHMyéMer with
- the Natom to which they are bonded a 5- or 6-nenbered ring; or R7, R8
and R9 independently of one another NR32COR30, NR32CSR30 or NR32SO2R30; 2

June 2006 51 10 15 R30 H, OH, CccH2cc+l, CyyH2yy-1, pyrrolidinyl or

pi peridinyl, in which rings a CH2 gr@mp may be replaced by 0 or NR33;
'R32 and R33 independently of one another H or ChH2h+1l; «cc 1, 2,3,4,5,6,7
or 8; vyy 3,4,5 or 6 h 1, 2, 3 or 4; it being possible for one or nore H

t ChH2h+| ' t f
st oms 1, THEDT, { bper okl BroRY oo Aty RIS 0"
atons and for one bkNrdiethylathiBbeibwh pysotidinbethyi IN-atettylpipeiiioathg, for a

- (CH2) group to be repl aced 1 Hl CkkH2kk+1, 00?65 or SCPR65; kk 1,
"2,.3, or 4;. it bei RiRAE ‘B‘P&' f‘%ﬂfpg%é!‘(@rt hyhor piperidineathylo be repl aced by F

3 at ons, R65 Br - CxxH2xx+1 xx 1, 2, 3 or 4, it being possible for one or
-~ nmore H at ons ' -
5 . R40. and R41 -
together W|th the N atom to which they are bonded a pyrrolidine,
- plperldme, N-methylpiperazine, piperazine or morpholine ring;
R42  Hor ChpHapn+t:
| ~ hh 1,2,30r4
- 10 o it being possible for one or more H atoms in the group ChhH2hh+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 ‘

S 2) | 4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl}-benzenesulfonamide;
o .:".20 - 3) 3?(6 8-dichloro-2-methyl 1,2,3,4-tetrahydro-isoquinoli 4 -yl) benzenesulfohamide;

| 4) _4 (6,8-dichloro-2-methyl- 1 2,3 4-tetrahydro-:soqu:nol:r;;?l-yl)-N N-dtmethy!-- o

. '»'.“_fbenzenesulfonamde .

"\4-(4-bromo-phenyl)-6 8—d1chloro-2-methyl 1 2 3, 4 tetrahydrmsoqumollne
6 4 {6, 8-dlchloro-2-methyl 1.2.3 4-tetrahydro-lsoqumolm-4-yl) benzoi¢ acud o
- ' ":-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydrorsoqu|nolm—4—yl)-N—ethyl-benzamzde L
| | ;-4-(6'8-d|chioro—2-methyl 1 2 3 4-tetrahydr0|soqulnol|n-4-y[)-N-propyl-benzamlde o
el f- 4-(6 8—d:chloro-2—methyi 1 2 3,4- tetrahydro-lsoqumolm-4-yl)-N (2-d|methylammo- .
e l"-ethyl)—benzalmlde , R SRR
S | - 'i‘fO) -6, 8-dlchIoro~2-methyl-4-(4-morpholm~4-yl-phenyl)—1 2 3 4-tetrahydroasoqumo!me
S 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~d|chIoro-2—methy|-4—(4—ptpend|n -1-yl-phenyl)-1,2,3 4-tetrahydrO|soqumo!me |
- 13) 6 8 _d|_chIoro-z_jmethyl—4-(4-pyrrql_|d_m‘1_-yl-phenyl)—1,2_,3,4 t_et_rahyd_rols'oqumohne, _




to be replaced by F atoms; or R31 together with a CH2 group gr R30 and the

N atomto which they are jointly.bonded forma 5- or 6-nenb ?@#b;f

- which are unsubstituted or substituted by up to three substituents sel ected
fromthe group consisting of F, d, Br, i, CooH2oo+1, NR70R71, R70 and R71

| ndependently of one another H, CuuH2uu+l or COR72; R72 H, CvvH2vv+l; a 5-

or 6-nenbered heteroaromatic system sebgcted fromthe group consisting of

pyridyl, imdazolyl, pyrazolyl, pyrrolyl, trazolyl, tetrazolyl, thienyl,

t hi azolyl and oxazolyl, 2 June 2006 52 oo, uu and M/independently of one

anot her he
. groups @ﬁgﬁﬁbﬁg@%ﬂ@;gﬂ ¢ %?399\)5 Eé'%{m q%’l)oé)h%e‘ g‘ﬁ ato ‘BOOI’ R7,
R8 and R9 naoletpjenlﬂmﬂy of one another H F, d, Br 1 “NO2, CN, C]—I NH2,

-&e:(e;lzlgeg) 9@”%4* 2hVYWFo-2-cyc pfrol_;l)%rﬁ—4-p]hen M%}d-te ra y rmsoqumo me42 CoRA2 or

16) 4—(6 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm-4-yl)-phenylamlne
5 17) 1-[4-(6,8- dlchloro-z-methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylj-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—
R 4-yll-phenyl}-acetamide; o . *‘ag‘;w»
__'26) -'N-{4-[8-chloro-6 (cyclopropylmethyl-ammo)-z-methyl 1.2 34—tetrahydro— .. c
, | . lsoqu1nolzn+yl] phenyl}-acetamlde ' P | S
oo2n. 5-(6,8- dlchloro-z-methyl 1 2 3 4—tetrahydro-lsoquznolm—4—yl)-2-hydroxy-benzonc |
. 25 jamd T e e Lo el T .7
28)5 (6 8-d|chloro-2-methyl 1 2, 34—tetrahydro-|soqumol|n-4~yl)-2—hydroxy—N—methyl— e

U -,_.f".f'_'benzamlde B T T S
o :'.,?29)::}-:5-(6 S-dlchloro-Z-methyl 1,2, 34 tetrahydro-lsoqumo!m-4-y|) N~ethyl-2—hydr0xy~ |
R -ﬁbenzamlde - e . . : _

-~ .30 30) 5-(6, 8-dlchloro«2-methyl 1 2 3 4—tetrahydro-lsoqu:nolun—4~yl)-N-(2-d|methyiammo-
el - .ethyl)—2-hydroxy—benzam|de - ' -




10ee and ff 15 independently of one another 1, 2, 3 or 4; 3, 4, 5 or 6, it
_ being possible for one or nore H atons in the groups @eHZeein’G/@@‘Pﬁlwv-l
and OCffH2ff+1 to be replaced by F atons; R40 and R4A1 H, CtH2tt+1 or
C(NH)NH2; tt 1, 2, 3, 4, 5 6, 7 or 8; it being possible for one or nore H
atons in the group CttH2tt+1 to be replaced by F atons; -or 1R40 and R41'
to be selected independently of one angg her hydroxyethyl,,

N, N- di met hyl am noet hyl , N, N-di et hyl am noet hyl , pyrrol i di noet hyl ,

CN- et hyi pi per azi noet hyl, piperazinoethyl, norpholinoethyl or together with

A e A et L Eh B A

R4l pi perazbmny%ﬂan@mme and norpholine; R42 H or ChhH2hh+1; 2 June 2006
53 hh 1, 2, 3 or possi ble for one or nore H atons in the group

Chhi2ht32) Ry B'ﬁ%&"ﬁfﬂ"ﬁ@é&'"ﬂﬁahﬁ -heohd-teliatydmdsemiratincévirhanyll- acceptabl e

"~ salts. ther ticular preference is given to the use of conpounds of
amide!

‘the’ forrrula I |n whi ch the neanings are:

33) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenylamine;
- '-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
e ;:;tnﬂuoro-acetamnde : e T L
o 25 44)N [4-(6, 8-d|chloro-2-methyl-1 2 34—tetrahydro-lsoqumolm-4-y|)—phenyl]~1— ;Q{-_ SRR
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; = Lo - :
- . 47) N-[4- (6, 8-d|chloro-2-methy| 1 2 3 4-tetrahydro—|soqumol|n-4-yl)- phenyl]-
: ethanesulfonamlde o : : - '




"R1,R2,R3 and R3 10 independently of one another H F, C, Br 2 ,
CaH2a+1, cycloalkyl with 3, 4, 5 or 6 C atons, QCbH2b+1: a AddNgy? Ooq n the '

groups CaH2a+1 and OCbH2b+1 i ndependently of one another 1, 2,3 or 4, it
bei ng possible for one or nore H atons to be replaced 15 by F a_tOms; or
Rl, R2, R3 and R4 independently of one another NR11R12; R11 and R12 20
|ndependently of one another;H CeH2e+§0CrrH2rr-1; e 1 2,3 o0or 4, rr 3,4,5
or 6, it being possible for one or nore H atons in the groups CeH2e+l and
CrrH2rr-1 to be replaced by F 25 30 atons; or R11 and R12 together with

. the N a b ' up .
oot s 188 hennbiniein RGBSR Madfih S ESSEHy IS ARRRIRLEVY
nmor phol i ne; ypph2nyliselfafide; 54 R11 and R12 i ndependently of one anot her

: 14, - 1 4.
CO? : ﬁ N-[S(ig\gjdtchlorgg-m Ehyl-1,2,3,4—tetrahydro—i30quinolin—4-y|)—phenyl]—
L propionamide; : '
"5 50) N-[3-(6,8-dichloro-2-methyl-1,2,3 4~tetrahydro-lsoqumolln-4—yl)-phenyl]

_ butyramide; :
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  trifluoro-acetamide; 7 | _
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)' -3N 3-(6, 8—d:chloro-2—methyl—1 2 3 4-tetrahydro-|soqumol|n-4-yl)-phenyl]

nlcotmamlde eI B RIS S RO
25 _:-;‘_'Bb)-’-‘;N-[S (6 8-d|chloro-2~methyl-1 2 3 4~tetrahydro-|soqumol1n~4-y[) phenyl]»methanew

2 ,_.;_,_;.:,""___"j':-ii;f_sulfonamlde L T TR T T Lo e

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

',ethanesulfonam:de DRI FI o o L

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

e 30 " yly-phenyil-sulfamide; = o o
S 88) N2+, B-dlchloro~2-methyl—1 2 34~tetrahydro—:soqumolm-4-y|)-Phe“Y*]
- propsonamude R |




or SO2R14; R14 CgH2g+1; g 1; 2, 3 or 4 I't being possi bl e for one or. nore H
~ atonms to be replaced by F atoms or Rl, R2, R3 and R4. mdepe%d%‘?ﬁ?cipeof one
... anot her OSG3H, SO3H, SO2R15; CkH2k+1 or NRL7R18; k 1, 2, 3 or 4, it being
possible for one or nore H atons to be 10R15repl aced by F atons; R17 and
R18 i'ndependently of one another H or CH2m+l; m1, 2, 3, 4 or 5, it being
possi ble for one or nore Hatons in thy group C2mtl to be replaced by F
15atonms; or R17 and R18 20.together with the N atomto which they are
bonded a 5- or 6-nenbered ring; R5H, CpH2p+l, CssH2ss-1; p 1, 2, 3 or 4;

550D BB RRRaR Ol 3 L 8ToaR b A TR GRP 2P+ ot
- i ndependentBugyrafidete anot her OSC3H, SC3H or SO2R23, R23 CnnH2nn+1 or '
NR25R2665)3qq-?f—(&,&%iéﬂléro%-rr?éth%l—‘i] 2%%—%&?ghy%?'o-}sooqumol|n-4-yl) -phenyl]-
pentanamide; . '
5 66) 'N-[2-(6,8-dichlqro—2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yi)-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 sulfonamide;
- 74) ~N-[2-6, 8-d|chloro-2—meth3d 1,2,3 4-tetrahydroqsoqumng‘li'mw-yl)- phenyI]
. uethanesulfonamlde : e
o 75) N' '-drmethylammo—N-[Z (6 8-d|chloro-2-methyl-1 2 34-tetrahydro-lsoqumolm-4-
Lo ;.".yl)-phenyl]-sulfamlde G e L e I
- _'25 f" | 76_) ‘ -[3-(6 8—d:chloro-2—methyi—1 2, 3 4- tetrahydro-:soqmnohn-4—yl)-phenyl]—3-ethyl— . SR
_______ . ,’_'\-_;"‘_“':‘.!urea R e O P S
| "”-'_‘.7_73 REES (6 8-dichloro~2-methyl 1 2 3 4-tetrahydro-|soqumol|n-4-yl)-phenyl]-3-methyl-  : .
. ""_-thlourea I : L e e |
78) 1-[2+(6, 8-d|chloro-2-methyl 1 2 3, 4 tetrahydro-lsoqumolln-4-yl)~phenyl]-3—ethyl—
.. 30 - urea; _

- 79) 1-2-(6, 8~dlchloro-2 -methyl- 1 243 4 tetrahydro—:soqumohn-4—yl)—phenyl]—3—methyl- g

S thiourea




.t being possible for .one or nore H atons in ChnH2nn+1 to be repl aced by F
atons; R25 and R26 independently of one another H, CN or CczH2 W€ 2096 whi ch
-the first CH2 group bonded to the nitrogen is replaced by CO or CS and the
'second CH2 is replaced by NR27; z 1,2,3,4,50r6; it being possible for one
or nore H atons in CZH2z+1 to be replaced by F atons; R27 H or CaaH2aa+T
as 1,2,30r4; it being. possible for ong2or nore H atons in CaaH2aa+l to be
-replaced by F atons; 15 or R25 and R26 together with the N atomto which
they are bonded a 5- or 6-nenbered ring, or R27 and a CH2 group of R25 or

R26 ] : _ REYTR - orb tiered
(i ngt 2988 - {W%Rg}gg&@ofé gernﬁgfr? ‘W-@“&?ﬂéﬁ o8 ARRGERA2; 0, NR32CSR30
or NR32802Rﬁmnylmm&yl]@mmmade@}MMnMe pyrrolidinyl or -

BLBC Y o M e i S5 SR RSB, Y o0 o DR
2 June- 200q)h'%ﬁmsulfamoyl]-4-methy|—thiazol-z-yl}-acetamude,
5  82) 'N-[4-(6,8-dichioro—2-methyl-1 ,2,3,4—tetrahydro-iéoquino!ih—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—
trlﬂuoro-ethanesulfonamtde SR T
“g2). "%’N-ethyl- '-4-(6 8-d1chloro-2-methyl 1 2 3 4-tetfahydro-lsoqumolm-4 yl)—
BRIt o :henzenesulfonylurea . . | SR .
93) .;2-chloro-5-(6 8-d|chloro-2-methyl 1 2, 3 4-tetrahydro-130qumol|n-4-y|)- 2
s _‘;:benzenesulfonamlde R ' | :

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 '




It being p055| ble for one or nore H atons in the groups CccHZCC+1 and -
CyyH2yy-1 to be replaced by F atons and for one or nore (CHZ? Q'P%%Q)():,ﬁto be .
replaced by NR31 and for a (CH2) group to be replaced by.0; R31 H, nethyl,
ethyl, CF3, CH2CF3, acetyl, propionyl, nethanesul fonyl or et hanesul f onyl ;
or R31 together with a CH2 group of R30 and the N'atomto which they are -
- jointly bonded forma 5- or 6-nmenbered3ring; or 10 R30 pyridyl,

i m dazol yl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or

- oxazolyl, which are unsubstitut ed or substituted by a maxi num of 3 -

bstit t . S AL thyl, ethyl
POt o E(@-%hﬁﬁé-@%tﬁ ce’t t&é@%{%ﬁ@uﬁ%ﬂ%ﬁ@-ﬁg |%epgﬁde%tly ofyone

trifluoronethyl,
anot her99, ZZ(B-GIn!ntEﬂ-mWI 1%%e&ahydro®mﬂﬂﬂmhd—4—yﬁ@ﬁeﬁ%f f+1, NR4OR41,

- " CONR4 42 de f h 1. 2,
S or 4. 100) SliFgiminG-2omeimyE 2.3 5 BRI RGBSR Rt ors i 1
Lhe  oroipn DRRHRAZEACONHENYE 2 el S Isodylagh, r Pl aced by - atoms;

. ‘R40 _and H CtH2tt+ or 4, it being
a pos§| blwz)cﬂﬂ-(%ﬁ@'ﬂmﬁﬂﬁeﬂﬂym 31;3) eirmydre-lgmqnupnlmw{henzen@J Ddioly epl aced by

N F at 0”51033 2 8imefYRa-phenyl-1,2,3 A-tetrahydro-isoquinoline;
| - -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 B B
- 120) 2-methyl—4-phenyl-6 B-bls-tnﬂuoromethyl 12,3 4—tetrahydro-tsoqumolme ._-'5".‘ ]
. _'!121) 6 8~d|chIoro-2-lsopropyl-4»-phenyl 1,23 4-tetrahydro-|soqumol:ne DR
o 25 -;‘3'122) 5; 8~dtchioro—2—methyl—4—phenyl—1 234 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 T
' f_f;125) 5 6-dlch!oro-2~methy¥-4-phenyl 1 2 3 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 el
. 129) 6 8- d|chloro@-cyclopropyl-4-phenyl 1 2 3 4-tetrahydro-:soqumolme B




57 i ndependent|y of one another hydroxyethyl, N, N-dinethyl an%qoet?a/lg
N, N-di et hyl am noet hyl , pyrrolidinoethyl, N-nethylpiperazinoe e 0
pi per azi noet hyl , norphol i noethyl or piperidinoethyl; 10 or R40 and R41
together with the N atomto which they are bonded a pyrrolidine,
pi-peri di ne, N-nethyl pi perazine, piperazine or norpholine ring; R42 H or
ChhH2hh+1; hh 1,2,3 or 4; it being posé4ble for one or nore H atons in the
group ChhH2hh+1 to be replaced by F atonms; and the pharmaceutically

- acceptable salts thereof. 15 Very particular preference is given to the use

of | ) "y _
N 4. (b oL A S R Ry R R oinoling Yyt
~acet anmi de; agetamide;

4-(6, 8- qggm\@r (628 H%H&}fo-z rhethyl 4 é § t%ﬂ'\éﬁygrol-lso u;hglon'i“[lgl)dfb%%jdafnzenesuI fon

_ani de;
‘3 (6 8 di Ch}r@tﬁylé)mﬁﬁtébétarhd% 3, 4-t et rahydro-i soqui nol i n-4-yl)- benzenesul fon

8 du&hl Eb%%) N-[4e(B18tichion-2-methyl- é&;&érfetrabmdfmlaoqwmelm-ﬂml}-phemd]-&et hy!

benzenesulf

4- ( 4- br ono- gﬁ%ﬂ?m@%a‘&?tém'%% 2-net hyl -1, 2, 3, 4-t et r ahydr oi soqui nol i ne;

~ 4-(6, 8- @B&W@hﬂnamm-dich%r&zlmethyl—1 2,3 4-tetrahydro-tsoqu:nol:n-4-yl)-phenyl]—
“tetrahydro-i soqui noI i'n-4-yl)-N(2-di rrethyl amno 4-(6,8

. di¢hl oro- 2- P@Plﬂﬂaﬂl . 3, 4-tetrahydroi soqui nol i n-4-yl) - N-propyl benzamni de;
4- (6, 8- b
(0 PR R M % A s sl o AR Bkt A e oo o

acity et hylbitgrargidede; 10)

' g| '?;]g' C%ﬁﬁ?ﬂ{%}n&y I{l-[ﬁ-(é%-dsc{ﬂ%r:]g-lz-meti\y}/ 12051 e49te|tr)ahydro-t§ogultngltuiﬁb%)qr o soqw i

_"_;dl chl oro- 2- Mﬂlﬁe&aﬁaﬁiﬁ-t et r ahydr oi soqui noI i n-4-yl)-phenyl]-diethyl -an ne

12) -
0 -6,8-di cTﬂGer-—[é—{ﬁﬁtmwlom-Zﬂn@hyM 2@34-tetrglhyqrbe$gql)mdhm4-3d)49hmyll]ahydr oi soqw n-
i 'ol i ne;: 13)
©..6,8-di chI or%’r?l'ﬁﬁeﬁ%/f"’a'?o(ﬂ%%’rol i din-1-yl-phenyl)-1,2,3,4-tet rahydr0| squ| _

o _.-n0I1|5ne 137) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinclin-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-

. 20 - -pyrrole-2-carboxamide;
R 140) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-usoquﬁ:m-yl)-phenyu 1- methyl- -
| plpendme-4-carboxam|de : : : o

141) N-{4-(6.8- -dichloro-2-methyi-1,2, 3 4-tetrahydro-lsoqumolin—4-yl)~phenyl]—1 4-
" dlmethyl-‘lH-pyrro!e-2—carboxamlde N N R
' f_:-'f142) N-4-(6, 8-d|chloro~2-methyl 12 34—tetrahydro-lsoqumohn-4-y|)-pheny!]-4-mtro—- G
= 1""P!s!l'rt3ole-2-carbcaxatm:cle R ,_ EPCIAR
’143) N-[4-(6 8-d|chlor0-2-methyl-1 2 3 4 tetrahydro—:soqumohn-4-yl)~phenyl]—2 5- :
SN " dlmethyl -1 H-pyrrole—B-carboxam:de e
o -‘-_:_-;_1 44) N- -[4-(s, 8—dtch|0ro-2—methyl~1 2, 3 4- tetrahydro-lsoqu|n0I|n-4-yI) phenyl]-1 M-
30 S imidazole-4-carboxamide; - . : D
| - '145) N-[4-(6, 8—d|chloro-2—methyl 1 2 3.4- tetrahydro-lsoqu:nolin-4-yl)-phenyl] 1- - :
s methanesulfonylﬁplpeﬂd|ne-4-carboxam|de ' o
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6, 8- di chl or o- 2- net hyl - 4- [ 4- (4- met hyl - pi perazin-1-yl ) - phenyl]zﬂu@?@pqﬁ-tetrah
"ydro- isoquinoline; 15)

6, 8-di.chl or o- 2- cyclopropyl-4—phenyr-1,2,3,4-tetrahydroisoquinoIine;-16)

. 4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl am ne;
-5 17) 65
1-14-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl] - 3-
propyl urea; 18) 1-[4-(6, 8-dichloro-2-nethyl-1, 2, 3;

L (MO aBAe 2l P L b A S ey 1 -5

. ethyl- 10 Lnltafm;thy!-z(Bi-pyrazole-4-carboxam|de

N[ 4-(8-chl or o- 2- et hyl - 6- or phol | B- 4- y1-1 -tetra

.?:\5[4&(321@9;)} @-14 ?é,ﬁ)—élci%ro- -metth P/1 232—tgfr§h;derg-rsgg uclltgghnlj-?( uplhrtla%gﬂl]qH-. yl)-pheny
.‘ N-[£21 §2 6, eﬁﬁréid'@lﬁthé’érbéxgmﬁie‘l t et rahydro-i soqui nol i n-4-yl }phenyl] acet'am de

N [ & ( 614B)dﬂ1§4-$6 8{=d|dnlonﬂ-2ﬂneﬂlyl-1 2 7 R4dettatairodsyqlinclincdgl)ipheny}-34- yl ) - phenyl
]- 15 acet

N[ 4-(8- chﬁﬁb @"WS%HQIH'BYWPP'?P&[‘?PX?WQG’& 2,3, 4-tetrahydro-i soqui nol i n- 4-

yl) - phemyiy {@-@@B%Iﬂ@ro—?—ﬁethyl 1,2,3,4- tetrahydro-lsoqumolzn-4-xl) é)hen vij-2-
ro-isoquinolin-4-y

e e 86 i by s a1 o0
y 28 |

-U|noI|n pheny acet
~ N f{ta- [ 8- chidimettyidrinotagetamidenet hyl - am no) - 2-met hyl - 1, 2, 3, 4-t et r-ahydr o-

i in-4- vyl ]-phenyl
- '55?3“'8%'& %r@ﬁ'ﬂéNﬁé?(ﬁ{ﬁiiifﬁ%%—%wmwa@aﬂdetrgbw%pqwnanww)zpwloxy ben

- 20| c acid; pYoplenam)ﬂeY Y

-"152) 2-amino-N-[3-(6, 8—d|ch!oro~2-methyl 1,2,3 4-tetrahydro~|soqumol|n-4-yl)—phenyl]-
V'ibutyramide ‘ _
15 153) 2,6-diamino-N- [3-(6 8-d|chioro-2-methyl -1,2,3 4—tetrahydro-|soqumolm-4 -yl)-
phenyl]-hexanamide;
| 154) N-[S—(G,B—d|chloro-2-methyl-1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-2-carboxamide; | |
155) N-[3- (6,8-dichloro-2-methyl-1,2,3 4-tetrahydro—:soqu;nohn—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-

) pyrrole~3-carboxamlde ' T 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 TR S N 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 T L U PP oo |

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 e T Lo
R '1 60) N-[3-(6 8-d|chloro-2-methyl~1 2 34-tetrahydro-lsoqumolm-4~yl) phenyl]-4«-mtro—
o801 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




5(68d|chlor02rrethyl 123 .
4-tetrahydro-i soqw nol i n- 4yl ) - 2- hydroxy- N-net hyl - benzam de 2 June 2006

5- (6, 8-di chl oro- 2- net hyl - 1,2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-N(2- di met hyl
am no benzam de; ' '

9%- (6, 8-dichlor6-2-nethyl-1,2,3,4-tt)trifi.ydro-isoquinolin-4-yl) 2 June
2006 59 cycl opent anecar boxam de 66

N-[4- (6, 8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]- 2
2,2 trifluoro-acetam de; 1IN-[4- (6 8-dichloro-2-nethyl-1,, 2;

3, 4-tety, I

N[5 16?%@{% % %%é’t[ﬂﬂ%%‘”‘f Hh&ﬂd% uénood‘l'}ﬁ]gp pheﬁylll‘lj-l 2- hydroxy-
be nzoyI] 0 iditadoless- c&ﬂ)oxamxde

N-[3-(6,8-dichl oro-2- t et rahydr o-i soqui nol i n-4-yl henyl
: ac[et aﬁn"@@) N-[3-(6, 8-d|chloro-2-metl‘1|yl 1,2,3 4~tetrahydy o-usoqumocllin-tt-yl)-phen ¥ )-phenyl]-

. 533)3 (6, 8n‘?étﬁgh@étﬂfo%yﬂﬁbgﬁamucé)’rbﬁxéﬁ'ﬁ&@hydr0 i soqui nol i n-4-yl)-phenyl am

o _34) 3- (668) dN-{3(8)8 alichionet iethyl2l, 2,3)-tettataklyclispquiratini4igl) phedyl}-B)5-pheny | ami n

-._j35) N-[ 4- (Gd@ﬁﬁWhﬂeryrﬁz%’tdh'?ﬁm?x@m?% t et r ahydr o- i soqui nol i n-4-yl) - phenyl]
- - propiigs 6,8-dichloro-2-methyl-1,2,3,4-tetrahydro- -yl)-phenyl]-1H- :
36).N[4- s (0.8 dichloro.2-meth AR} 2,39Ttye{?§r? &ngllp-s%mlpngpy] 4-yl) - phenyl
]- 10butyr ayfazgle-gmrboxamide

BI}] [eglyf ]qggmu @hﬁ-@l%%metﬂﬁ 132% 484 %-%o'qﬁ%%ﬁ‘nﬂp ) phen}’d 3

_N—ﬂ% 56 8- drifm@lr@hgﬂ-@«l et pyrhzdled-Sarbokainiddly dr o- i soqui nol i n-4-yl) - phenyl ] -
i sobut yr ami

1539) NP4 éd2f(ﬁcﬁ*éﬁh&r%-2zmﬁmm2;i Astelrahydierisaayinpin-tadhphemili-3rethyH ) - pheny
11-2, 2- dlﬂg L,- pr opi onam de; :
“_40)N— [4-(6, 3- |chI or o- 2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ]
L=.cyel dﬁBbpe{Ae{ﬁﬁ-ﬂnhbmdanethyI 1 2 3 4-tetrahydro-lsoquano!m-4-yl) phenylj-3-ethyl- ‘
41) N[ 4-(6,,8-di chl or o- 2-net hyl - 1234tetrahydro |squ|noI|n4yI) phenyl]'
.- 20cycl obtietiEdar boxani de; 42)

- N-{8- ( 468y 9i[8tb - iR tmbthyt-1,233 A-tbhhhiedsadinomti i) bﬁb:ﬁn]%-btﬂme”y' ]
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; - :
o '_ -173) N-[3 (6, 8-d|chloro-2-methyl -1,2,3, 4 tetrahydro-nsoqutnolln-4-y1) phenyl]--
Tl s morpholme«4-carboxamde 5 . , S 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 REEEEE T TR R N
|  '.'175) 3-[3-(6 8—d|chloro-2-methyl 1 2 3 4-tetrahydro tsoqumolm—4-yl) phenyl]-1 1- SR
- dlethyl-urea h : . , L S STl
."'176) 1-[3 (6 B-dlchloro-z-methy[ 1,2,3 4-tetrahydro-lsoqumolfn-4-yl) phenyl] 3—methyl-"-‘; |
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




~45,) acetyl pi peridi ne-4-carboxan de;’
N-[4- (6, 8-di chl oro-2- rrethyl 1,23, 4- tetrahydro I soqui nol i n- @Wﬁe%ﬂ@nyl]
ni coti nam de; _
N-[ 4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl )-phenyl ]-me
thane 47) sul fonam de; . '
N-[4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-t ¢ ahydr o-i soqui nal i n-4-yl)- phenyl ]
et hanesul f onam de; 2 June 2006 60 yI ) - phenyl ] -sul fam de; 49)
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-

b1 98! oneBCRin b Bonipragietiys 3.4 ARSI DRI PR ; - pheny! 1 -

butyram de; éteﬂﬂéhydro—furan-&yl -urea
N—[3(68 i chl oro- 2- et hy 4-tetrahydro-isoq U|noI|n4i/I) phenyl ] -
pent anal B-dlchloro-z-methyl 1 2 3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3

y %[3-(3 1:8 é&aﬂké Hﬁ'ﬁwﬁﬁ) u}eg' 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]- |
o i sobut yram
N8 (ataéntﬂ ﬁa(&amaﬂmgtmmetnyla,,z,mtatarqﬂmirsmqumm)-pheﬂylyh)metm@nyI] 2,
| i met hy ani de;
.~ N-[3-(86; 8- d‘l 32[)‘2@@ 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
~.eycl oprmqﬁg;e?a{ Or-ﬁﬁii’ﬂd}@ %]Fr%t N .23 fetrahydrorisoquinolin-d-y) P’A‘?QP-"M

| _N-[3(6 4-tetr dro-‘1 soqui no )-pheny-l]

- 48 - . dtmethylammo—propyl)—1~methyl-urea

| f-| i n- 4 %&%%%ngﬁh‘%&% 35?’&%&3%}/ ro-IS qumo?ni -pRemY{p0- ! Seaut no

- N-16- (76 8- diirpbihyl=nidothyl)h-= rﬂ,e@,yﬁuﬂgat,et rahydr o-i soqui nol i n-4-yl)-phenyl]-
183) 1-[3-(6,8-dichloro-2-methyl-1 12,3 4-tetrahydro-isoquinolin4-yl)-phenyl]-3-(3-
_ dimethylamino-propyl)-urea'
L 1 84) 1- [3 -(6, 8-d|chloro-2-methyl 1,2,3 4-tetrahydro-isoquinolin-4-yi)- phenyl]—3 (2—
L ' methoxy—ethy!)-urea _
1.'5' i 185) 1-[3-(6,8-dichloro-2-methyi-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;
o 188) 1-{2-(6 8~d|chloro-2-methy| 1,2,34- tetrahydro-!soqumm -yl)-phenyt]-s-methyli |
S urea ' ‘ o 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 S e LT
2 ”-\-"':,--'190) 3246, 8-d|chlor0-2-methyl-1 2 3 4-tetrahydro-|soqumolm-4—yl)—phenyi] 1, 1- | j?’_ff RO
:fj'dlethy!-urea e R L
{-"191) N-[2-(6 8-dichloro-2-methyl-1 2 3 4~tetrahydro-lsoqumohn-4-yl)—pheny|] plpendme- T "
: -~1-carboxam|de SR - SR
"_192) N- [2-(6 B»dlchtoro-z-methyi-‘l 2, 3 4-tetrahydro-:soqumohn-4—yl) phenyl]—
'.' 30 B morphollne-4-carboxam|de s |
o '...-'193) N-[2-(6, 8—dlchlor0~2-methyl-1 2 3 4—tetrahydro-lsoqumohn-tl-yl)-phenyl]—
pyrrolldlne-1-carboxamide '




cyclopentanecarboxan1de 57)

N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ|noI|n 429W99%99§nyl] 2,
2,2- trifluoro-acetanm de; 58)

_ N—[3<(6;8-dichloro-2-nethyl 1, 2,3, 4-tetrahydro- |squ|noI|n 4-yl)-phenyl]-1
acetylpiperidine-4-carboxan1de 59)

N-[3-(6,8-dichloro-2-methyl-1,2 4=t eggahydr o- |squ|noI|n 4-yl)-phenyl] -

ni coti nam de, 60)

N-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl ) - phenyl ] - ne

th ” . .

15 (o BT aAIEBichiom Aymethb 2 3 tetP g arisoa el TN T Fneny1 1 -

et hanesul fodmtﬂﬁlarrﬁlid-eth I) -urea; . :
, N - dIITEth | am no- N- 8- di chl or o- 2- met hyl -1, 2, 3, 4-t et r ahydr o- |soqu|noI|.

n-4- yl ) 18RENsiA(6hdic Mrg-g-mgy)yM 2 34-tetrahydro-lsoqumohn~4~yl) phenyl]-4-methy

N-[2- (6, 8-dj 234tetrahdr0|soumolln4 I henyl
[2-( Eﬁ’ Eé)éune 8%%6?'%8 y q yl')-phenyl]

- propionam d
BI-E 5 (61 gB)iNé{M(ﬁr&dﬁhm-Mmﬂhﬂ-ﬂ& 8:4-ritrabpdiicb-goq@inglin-4oflj-phdnyl-) - phenyl ] -
ut yram de

N-[2-(86, 8 dPl’Ff%llﬂ'Q?‘i “GRghexamigey 3 4- tetrahydro i soqui nol in-4-yl)- phenyl]

- pent ana . . -
L2 (6 B Th e eio Ryt 29 eyl h oo metindy

| sobut yr am drea; 67)

PR ﬁ%%—ﬁ?—g@ﬁﬂép”ﬁ%@%ﬁyﬁ 232 tS%raﬁy&?dflsoociu?r? .—?rl)i-p'?{eﬁyﬁh),i-phe”y' -2,
© N-[1& (6, 8- dﬂ.ﬁhjtﬁymraarret hyI 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
- 10 cycl &gpanecarboxam

N[ 2- (6! )oﬁﬂr(%&@@lﬂ@rmetmylﬂ3,m4tt@taiwqfdﬂsoqmmr4wl)mhemyu11)1- phenyl ] -

cycl obut ang&gﬂ.&p .de; 70) :
- N[2-(6,8 oro-2=net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl]
. cycl 0pe20bf(6)8xdiatiloie:-2 -h‘ietﬁ}'JdM 2,3,4-tetrahydro-isoquinolin-4-yt}-phenyl])-3-(2-
o N 2- (68d&ch|or02 rrethh 234tetrahydro |squ|noI|n4yI) phenyl] - 2
.__2 2 lmethylamlno—et Urea;
15 201) N-.{4-(6,8-dt_ch!oro-2.~methw- -1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-piperidine-
1-carb0xamide'
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;

: '204) [4-(6, 8—d|chloro-2-methyl 1 2,3 4-tetrahydro-usoqum61%%yl) phenyl]-methyl- -

amine; o S

L .-_205) 1-[4-(6 8—dtch!om-2-methyl 1,2 34—tetrahydro-|soqu|nohn-4-yl) phenyl] 1 3- : E

e | dlmethyl—urea ‘ : o o RO

95 '206) N-J4-(6, 8-d1chioro~2-methyl-1 2 3 4~tetrahydro—1soqumolm-4~yl)-phenyl]—methyl—4—

: | methyl plperazme-1-carb0xamlde e Do I Tl ‘_ S
R 207) 14-(6, 8-d[chloro-2~methyl-1 2.3 4-tetrahydro-|soqumolln—4-yl)—phenyl]-1 3, 3

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




20 trlfluoro acetan1de 72)

N-[ 2- (6, 8-di chl oro- 2- nethyl 1,2,3, 4-tetrahydro-i soqui nol i n- 429ww9%99§ny|] 1-
acet yl pi peri di ne-4- car boxam de; 73)

N-[2-(6,8-dichloro-2-nethyl-1,2,3,4 tetrahydro-lsquInolln-4-yl)-phenyl]-ne
~thane sul fonam de; 74) N—[2-(6,8-dichloro-2-nethyl-l,2; : _
3, 4-tetrahydro-isoquinolin--4-yl)- phegyl] ethanesul fonam de; 75)

N, N -di net hyl am no- N-[ 2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui no
1in-4 76) yl)-phenyl]-sulfamde; 1-[3-(6,8-dichloro 2-nethyl-1, 2, 3;

& ot onratt) SHSRHCRE2 Tl £ 2t Bhandiiin- gt imettvier ny

t hi our ea; %yrroltdlne -1 carboxamxde
.1-[2-(6,8 chl or o- t hy 4-tetrahydro-isoqui noI|n 4]% phenyl] 3

~.-ethyl. 27@‘5 1ri4=£6, 8-d|chloro-2-methyl -1 2 3,4-tetrahydro-isoquinolin-4-yl)-phenyl

1-[2-(6,.8- %%kﬂ%ﬂ%@%g%&g%&?ﬁufleé .etrahydr o-i soqui nolin-4-yl)-phenyl]- 3-

~ nmethyl thioure
- 80) B {212)-1-Bt- &‘r&dﬁdﬂl@b@)‘&-ﬂi@t&j{lkﬁﬂ 314—&tﬁaiﬁdt@1mhydmn-4-9k)@henyulﬂ-BrB-4 yl)-
- phenyl sul f a H ﬂgﬁﬁ | -t hiazol -2-yl }-acet am de;
81) N-{ 5- [3‘5{‘70%%3 ol €8 met hyl - 1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-
phenyl %i(mcgygé ﬁnémbmtt?ﬁ glzpb @uét}atﬁfo%ﬁérpcgmao in-4-yl)-phe

. n ,
+582) N-[ 4- i'chl-oro-2-meth 3,4-tetr |so |noI|yr14yI) phenyl
]-1,2- di ndomgamities i ni dazol e- 4- sul f onani de;

-2 S A A SO SRR oo
- amine; .
21 5) N-[3-(6,8-dichloro-2-methyi-1 ,2,~3,4-tetrahydro-isoquinolin—4—yl)~pheny3]-methyl-
pyrrolidine-1-carboxamide;
' '216) N-[3-(6, 8-dichloro-2-methyl-1,2,3,4- tetrahydro-lsoqu:nolm-4-y!)-phenyi]—methyl-
CA R 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- ;
U _,  drmethylamano—ethyl)—1 methyl—urea e : = : ’:-
2B j1222) 14366, 8-d|ch10fo-2-methy[-1 23 4—tetrahydro-lsoqu1nolln-4-yl) phenyl] 3, 3- S
dlethy! 1-methyl—urea T e S e R
.",;'_‘223) 2-drmethylam1no—ethyl [3-(6 8—dtch!oro-2-methyl-1 2 3 4-tetrahydro-130qumohn4—'-':1'
S | N yl) phenyl]—carbamate RN L - e :
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 -1 234—tetrahydro-sscqumolm-4-.i R
yl)—phenyl]-carbamate -




84)N-[4-(6, 8-dichloro-2-nethyl -1, 2,3, 4 t et rahydro-i soqui nol i n 4 yl(} 6phenyl]
-5-chloro- .101, 3-dinethyl-1 H pyrazol e- 4-sul f onam de; 200

85)N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4 -yl ) - phenyl ]
-5-chloro- 1, 3-di et hyl - 1H pyrazol e- 4- sul f onami de;

86) N-[4- (6, 8-dichloro-2-nethyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]
-5-brono-. thiophene-2-sul fonam de

| - 1587) N-[ 3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - pheny

| 1-5-brono- thiophene-2-sul fonam de; 88)

N-[4-(6 -3, A3 et & [ O3] S [ | o= A- -nhenyl]-C,
C.c tr PR IR HERRE RSl ety 23 43R o SRSURGI B ek

89) N-[ 3- (6, Barbiartdter o- 2- et hyl - 1, 2, 3, 4-tet rahydro-i soquinolin-4-yl)-phenyl] -
-C, C C _20trifluoro-nethanesul f onani. d

'90) 4- (6287 et BRS 8-dighlorpr2-mefhyd- A2 8k F%tralwﬂ@iwmqhaﬁ-w}@h?nylbhenyu 2,2
,2- 91)

" 3-(6, 8-di cﬁ?or o-ebt?het hyl -1, 2, 3, 4-tet rahydr 0-isoqui nolin-4-yl)- phenyl ]-2, 2,
-2 925 N228pisoptdpyl {3-66,8-dichidroc?-methytet, B \3,4-tetrahydro-isoquinolin-4-yi)}-phenyl]--
- 2,3, 4-tet rahﬁgro-i soqui ol i n-4-yl) trifluoroethanesul fonam de;

~trifluoro-e £f onani de; benzenesul fonyl urea; 2-chl oro-5-(6;
8-dichl g 9)22'3Gih{"éthyljpr3 W [§(G %tdléﬂbﬂf-ﬁ rhéﬂ‘ﬁd“’l@f&Hfteﬂ'abﬂ/c)ro-:soqumolm~4-yi)-
benzenesul fonam d ? eny -
3, 4-tet rahyﬂh@lylb%fbiamﬂt@n 8- yI am ne

2 (o anfrd SealTT ?*90@9%%‘-&%%@?@" 33%5%1)?@@153#031?% PEuent o)

8- ey hoxy- 2eablamdied- phenyl - 1, 2 3,4 tetrahydro i soqui noline; 2 June 2006 63

1.0 10

4-( 3- ch%%?blsﬁﬁw §4-(6, 8rdighjgro2- meﬂm -l &8 kistertydreisequinglintd-g)-phanyle
1108) 2, 4- d|5$,b§ phenyl 1,2, 3, 4- tetrahydro |squ| nol i ne;
. 109). 2- but yI - -r?hen | -1, 2,3, 4-tetrahydro-i soquinolin-8-ylamne; 110)

- N— (2- rreﬂ:BQ/)I 22mhmﬂywmmql $4-46 Bed[clab5cd20nemqt;}tlu2r@4+tetr8hwdrb—:mﬂmﬁrd@-yl)—
| ' phenyl]~carbamate ‘
o 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)-phenyi]-
methanesulfonamide;
235) (S)-N-[3-(6, 8-d|chloro-2-methyl 1,2,3,4- tetrahydro-lsoqumol:n-4-yl) phenyi]—
.20 methanéesulionamide;
| --5236) (R)-1 [2-(6 B-dlchioro-z-methyl-1 2,3 4—tetrahydro—lsoqnﬁhehn-#yl)-phenyl]-?:- |
- ethylurea i . : A ‘ o
- .237) (S)-1-[2 (®, 8-dichloro-2-methyl 1 2 3, 4 tetrahydro-|soqumolm-4-yl)—phenyl]-3—l o : . S
el | ethyl—urea I LI e S
ST 238) N3, B-dlchloro-z-methyl~1 2 3 4 tetrahydro-isoqu1nolm-4—yl)-phenyl]—— R
i , ~ acetamude R A BT
: +.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- e
- hydroxy-ethyl)—urea L T : S
30 .'241) ethyl 3-(6, 8-dlchloro-2-methyl 1.2, 3 4—tetrahydro-|soqumolm-4-yl)—benzoate _
s 2_42) 3-(6,8- -dichloro-2-methyi-1,2,3,4- tetrahydro_-lsoquqnolm-4—_yl.)—_b_enzolc a_t:ld. .




~"8-chl oro- 2- met hyl - 4- phenyl

?1.6 -8-di chl oro- cyclopropyl 4- phenyl 1,2,3,4- tetrahydro |squ|no

98) 2-(8-am no-2-ethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenol: 99)
2-(8-am no-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-ph 6ﬂqegﬂﬁﬁ

- 5-(8-am no-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -2-net hoxy- phenol ;
101) 2-net hyl--8-nitro-4-phenyl-1,2,3,4-tetrahydro-isoquinoline; 5 102)
.4-(8-am no-2-net hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-benzene-1, 2-di ol ;
103) 2, 8-di net hyl -4-phenyl -1, 2, 3, 4-t et yphydr o-i soqui nol i ne; 104)

4- (3, 4-di chl oro-phenyl)-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 105)

4- (3, 4-di chl oro-phenyl)-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 8-yl am ne;
106) S

4- (2, 4-dichl oro-phenyl)-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n- 8-yl am ne;

1) 7ﬁﬁﬂf@ph%rﬁﬁc@ﬁhcéﬂym@g{able§al¥sﬂ1ér§c§ffahydr0 i soqui nol i ne; 15 112)

t et rahydro- |squ|noI|ne 113) -
‘2, 6-di net hyl - 4- phenyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i ne; - 114)

6- chl or, t et rahydro-i ui no

G chl on R S4B oS PN BB TR Bptockd o te

2-'eghyl réuph;gﬁ}ﬂst. 2,f3 4-t et rahydro- |soqui nol i ne; 20 117)

2- met hyq phen 3, 4-tetrahydr o-i soqui nol i ne;

 "4- (4- brBno- Nﬂﬁ%‘@ﬁ) '@1 g2 unethybl, %étfﬁVﬂhﬁd@-lgome@l!ﬂ'éM)dmﬁﬂyﬂoqu| nol i ne;

.°118) - 6, 8- d|£% o2- et hyl -4-phenyl - 1, 2, 3, 4- t et r ahydr o-i soqui nol i ne; 120)
2=net hyl - eny 6 8- bi s- trlfluoronethyl 9, 2, 3, 4-tetrahydro-i soqui nol i ne;

- 121) 6,B- d|4s(ﬁ &dmcfﬂem@me!hyll-‘l-ZWyéh)iﬂréﬂ&q@mdm%m}dfevrzeﬁeaﬂfmme,
o 1%2 123) > 3-(6d£3~c|h ch?oro-— mmiﬁM Zi}i,f tetrahydl 0~lsoqu:n<§l|?1£éz-$l?-%%rn%e}\ggtﬂ%ng%lage‘ _
-6, 8ad | or, (et ). t nol i ne;

| 123? ). e tctidrion g s LR s £y Bardog adgnn 1ot 1o,
5, 6- di @I or4®(6281dmh4@4‘0-2¥mﬂﬁbylyil 2,3 Piectrahydeoisatwyidolin-HatalietbylHranzansidy;

6 O R S B el e,
-127) 8yr m:cszg Ziniieavi, 2 B, £-t6tr @dermm ﬁaﬂi‘fﬂb‘ S
June 2006 ethyl)-bénzamide;
15 8) 6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1,2,3 4—tetrahydr0|soqu1nollne
9)  4-(6,8-dichioro-2-methyl-1, 2,3 4—tetrahydro—|soqumolm-4—yl)~phenylamlne
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-

'T20'_“ urea; :

- '_'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 _ I SR ' E T S
14) "-"15-(6 8~d|chloro-2-methyl -1 2 3, 4 tetrahydro-lsoqumolzn-4-yl) N-(2-d|methylamlno- RS
-?i_‘?fff';_.ff:ethyl)-Z hydroxy-benzam[de '_ SRR S PR o
. ) N -[3(6, 8—d|chloro-2-methyl-1 2 3 4-tetrahydro-asoqu:nolm-4-yl) pheny!]- -
o "-:f:‘ilacetam:de ' : . : |
R ‘5_-_ 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 '




64 130) Sk
2- ami no- N-[4- (6, 8-dichl oro-2- nethyl 1, 2,3, 4-tetrahydro- |soqLﬁﬂkﬂqg9Q§ yI) ph
-enyl]- acetam de; 131) -
N-[ 4- (6, 8-di chl oro-2-net hyl -1, 2,3,4-tetrahydro-|squ|nolln-4-yl)-phenyl]-2-

- met hyl am no-acetam de; 5 132)

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

-~ di met hyl am no- acet am de; 133) .

2-am no-N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-ph’

enyl ] p ] o ‘
2-am noﬁﬁly I\pl?a(@fgjgic;hﬂﬂ?oro hrxla h%/?iﬁ?e}ragyﬂﬂ"gpﬂgwmliﬂflggaﬁmmi‘l’q?-eM"yI ) - ph
' enyI ]- 10 bpmrldmwd@caﬁﬁﬁ}a id

6- di agbf ('Ia(%@éfg B! th(;r% -nmeth 3,4-tet rahydro i soqui nol i n-4- yI
)- phén hl 4 ighlorg: ethyl- 1 234— etrahydro-zsoqumoiln-4-y|)-phenyl]-methane-
:N-[4-(6,8 délﬂf&rfé{nﬂd&' met hyl -1, 2, 3, 4-t et rahydro i soqui-nolin-4-yl)-phenyl]-

~pyrrol i di ne-2-car boxani de; 15 137)
- N-[6(628) defm(ﬁr&ad@thhemyM:Q 3 4vtetrahipgint- Beqsuuqlmu-ﬂqlrl) phényl]-) - phenyl ] -

' Vlsonlcotlna

- N-[4-(6, 8- d? 8§@F°f?aﬁﬂ‘flﬂyll 2,3, 4- tetrahydro |squ| nol i n-4-yl)-phenyl ] - 1H.

20 141)22) N',N'-dimeth Iamlno-N-4 6,8-dichloro-2-methyl-

N-[4-(6,8 )dl chl or o- 2yrret hyl - [ (2 ter?rawfdr% 1|%g(fu?ert1r(ﬁhyﬁ{° [soqumo n_r‘:tyl] 1,
- 4 pi pendi ne¥pbenyibsidfanaide; pyrrol e- 3 car boxani de;  139)

N-[ 4- 8" dr.o-i sogui RolJ n-4-vyl)-phenyl]-1 "
" [ , yE r62$) qgc[g érggﬂ'éﬁhg?ﬁﬁy@ﬁwéé P raﬁygro-lsoqumg'hn—ﬂ-yl) Shéhph) -Phenyll \
- N-[19- (6, 8- ddroplomamide;net hyl -1, 2, 3, 4- tetrahydro i soqui nlin-4-yl)-phenyl]-1- m

t hyl dj pet | e- 2- b d 14
. ﬁp [Z (aé@'3 dnﬁ‘t(éﬁd? r*%&-ﬁwet%%1 %XiTrteteraay@reﬂéoqwaqm-ﬁml)rmhmMr) phenyl | - 4-
nitro 1H PY tg,l Brnidacar boxam de; 143)

~ ."N-[4-(6,8-dic Ioro 2=net-hyl - 1,2, 3, 4-t et rahydr 0-i soqui nol i n-4-yl ) - phenyl] 2,
L5 di rret2§1)l M-IEB-WBFdJCIdOB)—Ea'nethymeo[e,Ai-téﬁfé&ydro-lsoqmnolm-—4-yi)—phenyl]

- hl—[zl (6 d| %dt%ra%a et hyl - ‘3 4- tetrahydro I soqui nol i n-4- yI) phenyl] 1 '
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~
: 2(} ~ trifluoro-acetamide;
L - 29) N- -{3-(6,8-dichloro-2-methyl-1,2,3,4 tetrahydro-lsoqu:n%mul-yl) -phenyi]-1 —acetyl- '
___ o piperidine-4-carboxamide; o o
s '-',';";30);‘ N- [3«(6 8—d|chloro-2-methyl-1 2, 3 4~tetrahydro-lsoqumolln-4-yl)-phenyl]-
o ;-fmcotmamrde L

.;:f-.N [3-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-lsoqumolrn-4~yl)-phenyl]-methane-":":_i:_:
',,s_ulfenamlde RN I Sl L [

~:32) N6, 8—dtchloro-2-methyl 1 23 4-tetrahydro-lsoqu|n0hn—4~y|)—phenyl]-
AN _,,'ethanesulfonamlde o P o e o
S 33) N' '-dlmethylammo-N [3-(6, 8-d:chlor0-2-methy| 1 2 3 4wtetrahydro-;soqumohn-4—.
Ss0 _yl)-phenyl]—sulfamlde o _ L ,

o 34) N{2- (6 8-d:chloro—2—methy|—1 2 3 4-tetrahydro-lsoqumo!m-4-y|)—phenyl]- :
cyclopropanecarboxamtde '




I m dazol e- 4- car boxam de; 145)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro I soqui nol i-n- 42f)~fr)‘92p99§nyl] 1
- nmet hanesul f onyl - pi peri di ne- 4 car boxam de 2 June 2006 65 146)

N-[ 4-(6,-8-di chl oro-2-net hyl -

2, 3,4-tetrahydro-isoquinolin- 4 yl)- phenyl] 3, 5-

di nmet hyl - 1H pyrazol e- 4- car boxam de; 1

- p
1

[
N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro |squ| nol i n-4-yl)-phenyl]-1H
yrazol e- 4- car boxam de; 5 148)
N[ 4- tetrah dr0|so w 10 nyl ] - 3-
T SN SRS PE e by B RN RS gt s
N-[3-(6, 8- qjugéﬁd?{ﬁ@.z;?cdfgémldb 2, 3, 4-tetrahydro-i soqui noli n-4-yl)-phenyl ] - 2-
met hyl am no-acet am de; 150)
N[ 3- ( 6,38)dicla- (ﬁ&dmhlmokarmeihm-ﬁz,43,4-&trattysicn-lsoqgmwnﬁoyl|)1mhenyl]-§5 =afhny| | - 2-
0 di net hyI am no- acet am de; 151)

" 2-am no- N-[ ?’6 8-di chl oro-2-methyl -1, 2, 3, 4-t et rahydr.o-i soqui nol i n-4-yl) - ph

enyk] opj- -dishldrd2-methyl-1,2, 34 tetrah dro-isoquinolin-4-yl)-phenyl}-3-methyl-
2-am noﬂp\l-[Sw(n?]&B di chl oro- 2- ¥ret y , 4- tetqr ahydrowl)s?oqu!lﬂ]nol I n- y 4-yl)-ph

enyl ] - buty‘zhl&m% 15 153)

- 2,6-di %ﬁayq] fﬁ;}@ dichi ngfn@i’? 120 554 @(nlah}rd?c %oﬁuh%ilﬁﬁthylﬂbﬂehﬁfgtétﬁ'ﬁl in-4- y1‘

~ ) 20 phe
N[ 3- (6, 8- diredn| or o- 2- net hyl - 1, 2; 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl ] -

: | e

N éno%%%nc@ﬁm?ame%nﬁﬂ 0RO P gy |

N sggl coti nqﬁqbg%a 1'56) N-[3-(6, 8-dichl oro-2-nethyl -
4-tetrahydro-isoquinlin-4-yl)-phenyl]-1 H 157) N [3 (6;8 dichloro

2net hyl40); N-(ﬁ-@ﬁ-(ﬁasmmnoazmqylrhaja Metrqhy)irqa-imqmir}olml-#-yl)-
- RIE(E 5 GRS Py R AR ORI Shaui nol i - 4- y1 ) - phenyl 1 - 1-
. .-,vmet hyI 41) N-[3-(6, 8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,2- -
SN dlmethyl-1H |m|dazole-4-suifonamtde '

e -1'5' 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 L : o

. -46)  2 6-d|amino N- [4~(6 8-d|chloro-2-methyl 1 2 '3, 4- tetrahydro-lsoqumolsn-4-yl)— L

o " | _phenyl]—hexanamlde | S R A S ST L
. 47) N4 8—d|chioro-2-methyl A 234 tetrahydro-isoqumol|n-4-yl) phenyl]-‘[ H- .
N .IV.‘-_"_.‘:":j._"",'..'Pyrrole-S-carboxam:de B R A SRS :
| 48) N-[4- (6 B-dlchlor0-2-methyl-1 2 3 4—tetrahydro-:soqumolm-4—y!) phenyl]-1 methyl—

";gplpeﬂdme-ti-carboxamade B

_ " ‘49)" N- [4-(6 8-dichloro*2~methyl 1.2, 3 4 tetrahydro-lsquInolln-4-yl)-phenyl]-1-.

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 ' ' - : - -




di ne- 4- car boxani de;  159)
, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- @%’FQﬁ}Q@nyl]
-1H pyrrol e-2-car boxami de; 160) :
-(6, 8- dICh| oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui noI|n 4-yl) - phenyl] 4-
1 H pyrrol e- 2- car boxam de 161) N-[3-(6;
hl or o- 2- et hyl - 1, 2, 3, 4-t et rahydr og4 soqui nol i n-4-yl ) -phenyl]-2,5
hyl -1 H pyrrol e- 3-carboxamni de; 2 June 2006 66 162)
6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl] - 1H

3-(
dazpl
11 926 S BBARARERn il 2. AP penyt1 -1
hanesul fmeﬂiylammpe#aoéltmmd@ carboxam de; 5 164)

3-(6 Ioro 2- 1,2,3, 4-tetrahydro-i soqui nolin-4- henyl]-3,"
m(e t‘hﬁ GLI -@ﬁacyglplgtqﬂﬂgem%l%%g-tetrq ro-isoquinolin-4-yi)- phenyﬁg pheny ]

[3-(6 @hﬁfﬁn&d@é&%@gﬁz 3, 4-tetrahydro-isoquinolin-4-yl)- phenyl]-1H
yrazol e- boxam de;
(

5 (6B cﬂ-atﬂlrw-bl-[z-(ﬁw-ﬂjdmdrpéz fhothyl€t2, awwtmhyduﬁmoqulnomm»yln-phphﬁ]}yl ]-3-
I f1 uoronet hﬁ dl H pyrazol e- 4- car boxani de; 167) 1-[2-(6
I-or o-PSORRIATICR, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl | - 3- et hyl -

3 MamifRN-[3-(6, 8-d|chloro-2 -methyl-1,2,3 4vtetrahydr0-lsoqumolm-4-yi?- henyl]-
dichloro-2-met hyl -1, 2, 3, 4-t ef rahydr o- i soqui nol I n-4-y S) phenyl ] - 3-

't hi dutwramides 169)
%ﬁ ?ﬁ@Lﬂq@%‘lffft(@%-du%hlgro-z"méﬁ -7 ,%£4Qe{raﬁy%1r'o£}8cl)ﬁur}no Ir}/_k)yl)phenyl ]-3-
6

, 8- ;jjhehy@-lh@xanamidezl -1,2, 3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
met
%ym—&&w@mﬁwe@yw 2,3H{elrahyerisauinalt-rylmneny ity metturhy | | - 4-

y - 20 = xam de; 172)
 'N-[3- Weﬁﬁv)r rﬂ?ﬁﬁf)f& , 2,3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl] pi
'_perl d :ﬁé’) N-{3-(6, 8-d:chloro-2-methyl—1 2,3 4-tetrahydro-isoquinolin-4-yl}-phenyl}-1H- .

= lmzdazole-4-carboxam|de

T

|
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_“00 w @
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HOO('DH
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io
4
y
3
y
8-
di
3-
h

g?

15 58) -N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-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;
o 6"1)‘ 3-[3-(6, 8-dlchloro-2—methyl -1,2,3,4 tetrahydro~|soqulngﬁmtl—yi)-phenyl] 1,1-
L -_:dlmethyl~urea , : o o T
- 62). N3, 8~d|chloro-2-methyi 12, 34 tetrahydro-:soqumohn-4-y|)-phenyl]-4~methyl—- o
_.._-,r.f::plpera2|ne-1-carboxamtde ' Lo o - S
';'f"t:63)"f_‘_':-' N:[3- (6 8-dnchloro-2-methyl 1 2 3 4-tetrahydro-|soqumohn—4-yl)-pheny[] plpeﬂdme-' .

-'1:-carboxam|de _ R LR L R I .
N [3-(6 8-d|chloro-2-methyl 1 2 3 4—tetrahydro-lsoqu1nolln-4—yl) phenyl]—- =
N ___.:morpholme-zt-carboxamlde R . S
_ 65)N [3-(6, B-dlchloro~2-methyl 1,2,3 4 tetrahydro-lsoqu:nol:n-4—y|)-phenyl]-
130 pyrrolidine-1-carboxamide; | | |
66) '_3 -<[3-(6, 8-d|chloro-2 methyl -1 2 3 4-tetrahydro-lsoqumolm-4-yl)-phenyl]-1 'l— _
” .diethyl-urea '




1- car boxam de; 173)
N-[3-(6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et r ahydr o- |squ| nol i n- @%')ewgnyl]
~ norphol i ne-4-carboxam de; 174) N—[3 (6,8-dichloro-2 nethyl 2,3; . ,
"~ '4-t etrahydro-i soqui nolin-4-yl)-phenyl]- 175)
3-[3-(6, 8-di chl oro- 2- nethyl 1,2, 3;
4-tetrahydro-isoquinolin-4 yI) phenylb51 1 pyrrolldlne 1- carboxan1de
- 176)
- 1-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- t et rahydro-isoqui nol i n-4-yi)-phenyl] - 3-
met hyl et h
e e SR et 204 telehysipieasiselani- PRy | - 5
dinethyl no-ethyl)-urea; 2 June 2006 67 178)
(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ|noI|n 4-yl)-phenyl] - 3-
r alg8jr d—[ﬁ%b(ﬁaﬂrdl;}lmm-am‘@ﬂ)yl-jm;i 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3- -(2-

[
e
6, 8- 2,3, 4-tetrahydro-isoqui nolin-4-yl henyl 3-
L e Ol Samorihy e 2 160 g | y)-phenyil-
E
[

(2
1-[3-
(tet
1-[3-
O (tet
- 3-[8- %9? QLEWGCH-Grc%ideIZQh‘JetW-ZI; -fe&hhﬁa%drsequ.ﬁamwj-pne;ﬂnw) phenyl]-1-
~methyl- 1- (1= met hyl - plper|d|n4yl') urea;
3-[3-(6; 8- dﬁe&fﬁhwl@mmﬂ-uf_ﬁ@ 3,4 tetrahydro i soqui nol i n-4-yl) - phenyl ] - 1-.
3-
T
3-
g
3-
i
[
]

3
-(2- 10 di trhhy@m-maﬁmylbhréa rrEt hyl -urea; 183)
[ 4-tetrahydro-isoguinoli phenyl ] - 3-_

3L s T e odishiogo 2 itk 2y a4y tetrahycro-Tsoquinain-4-y)-phenyil 1-mdthyt

(

(

(
o . BHPPARO R UL 2y R R gl IS ey 1-1
- 1- (
(3

1 [1 m(efhg;(yl e{]‘hg r@]_ﬁwggh%_yﬂy@g? 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3--

[

(FT28- Gr[BHB;ﬂ-dchlamﬂqyﬂeﬂWl 2,733 4-tetrahydrpdsoquinokns# iy pimenly1 {3pheny!| ] - 3-
ur.ea;

din 20 :
3- (6, 894N %V@PB %ﬂﬁ%‘?ﬁw“"ietﬁy@“ﬁat et r ahydr o-i soqui nol i n-4-yl ) - phenyl ] -3
' d'7'3) ‘3—[31(6l§ G%hloro—Z-methyl 1,2,3,4-tetrahydro- lsoqu1nolln-4—yl}-phenyl] -1-(2- ,

: dlmethylammo—ethylH-methyi urea; _

15" 74) 1-[3-(6, 8-dlchlor0-2-methy!-1 2.3 4«tetrahydro-:soqumolm-4-yl) phenyl]—3-(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; . | -
T 1-[3-(6, 8-d|chloro-2-methyl 1,2 34-tetrahydr0-|soqum§§|ﬁ-yl) phenyl]-3 pyrldln- SR
'f  Q4w$mea ' . L o . L Ll :m:f__

-.-':? 78) "-g"-'N~[2-(6 Bﬁdlchloro-2-methyl 1 2 3 4—tetrahydro-isoqmnol:n-4-yl)-phenyl]-4—methyl- L
S : ‘;':.-_"5'Plperazme-‘l-carboxamlde , S T T
) 25 .."_: i -[2-(6 8-dlch!oro-2-methyl 1, 2 3 4-tetrahydro-isoqumolin-4~yl)—phenyl]-3—methy1-- :

1
py

o1-
- py

, 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 . damethylammo—ethyl) grea; - 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 '




187) : : -
N-[ 2- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42 WNEHKEny| | - 4-
nmet hyl . 188)

1-j 2-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nol i no-4-yl)-phenyl]-3
-met hyl pi perazi ne-1-carboxam de; urea; 189) 3-[2-(6; '

8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydr gg soqui nol i n-4-yl)-phenyl]-1, 1-:

di met hyl -urea; 190)

3-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)

N2 (Dt Cﬁﬁ%ﬁkhﬁ@ﬁ%m 11234 et SRR Fheny! 1 - i p

Ceridi ne 1 Qﬁﬁ]b
- .192). 8 chloro 2-nmethyl -1, 2, 3, 4-t etrahydro- |squ|noI|n 4 yl) - pheny
1] rmr | i Ta-m@thyl-gg‘; 3 4~tetrahydro—:soqumolm-4-y|)—phenyl] -1,1 -

N-[2-(6,8 #@ 2rrethy| 1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]
: pyrrol i d| ne-1- Xam de; -2 June 2006 68 194)

) [ 8- ( ®53- di[aHi6B-dichioroidmiettiyl-4, 83 4-letiahgsstisoquiroiiniagd)-phedyl)B)2pheny | ] - 3-
"(2 dunethylamn-ethl%I urea; 195)
- N-[4 (6, 8- GiBst inorata); P[% 2,3, 4 t et r ahydr o-i soqui nol i n-4-yl)-phenyl | - 4-

- met hyl, | RE Sral
N- [ 4- (362 AR gaor ey rret%“féiqgl '%’354 @haYﬁ%r'sé’ quinolin-4-xp-phenyllyy  ohenyl -
pyrrolidi nmctpbalmna#mmxanﬂéé _

| rlmg ﬁyl( %73 gfaﬁh @%—%lc%ﬂoroél %ethylzl,é)’,B 4- e%}arhawd-gs%-qlwsn% uLg ?dl)-i rt]{e4§d¥ ) -phenyl ] -3-

3- §d- (6, 8- tirifraitie; 2- net hyI 1,2,3,4- tetrahydro i soqui nol i-n-4-y1)-phenyl ] -1,

1- 10 di et hyl -urea;
3-[4-(68k- m—&mf@h!qrqw%mgthym 2,330-tetrahtydatrjshauinalivedryhephienyd-methybheny | | - 1,

- 1- diethyl: HliG& 200) .
- 1-[4-(6, 8- gror 0-2- met hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI)-phenyI]-3-

L (2- .di'ge) hNI-[anﬂﬁrﬁi-dEﬂﬂt}rb)z-u*reﬁwl-ﬂ@32¥3ﬂétrahydro—lsoqu1noltn-4—yl?-phenyl]
‘ N-[4(6 i chl or.o- 2- net hyl 34tetrahydro I soqui nolin-4-yl)- phenyl] pl :
, per| di ne - formamide;
15 - 90) [3~6, 8«-dichloro-2-methyl 1,2 34-tetrahydro-:soqumolm-tl-yl)-phenyl] -methyl-
. amine; 7
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]—
:morpholme—4-carboxamlde : S
U 84) N[3-(6, 8—dlchloro-2-methyl 1,23 4-tetrahydro—lsoqu1nolln4~yl) phenyl]~methyl—4-
o . methyl plperazme-1-carboxam|de | . L R
25 95) 57'31[3 (6, 8-d:chloro—2—methyl-1 2.3 4-tetrahydro-|soqumohn-4-yl) phenyl]-3—(2— o
V‘___i..jfi:".:d:methylamlno-ethyl)—‘!-methyl-urea . , St P
3 6 ";‘-;2-d|methylamino-ethyl [3-(6. B-dlchloro-2-methyl 1,2 3 4-’cetrahydro~|soqumohn-4—j -' v
T f_-y!)—phenyl]-carbamate T LI PPV Py . L o
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 [2-6, B-dlch!oro-2-methyl 1,2,34- tetrahydro-lsoqu:noisn-4- TR
F yl) pheny[]-carbamate | | R |




- 1-carboxam de; 202)
. N-[4-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nol i n- 42 yune HK¥ny| | -
nmor phol i ne- 4- car boxam de; 203) :
N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
20 formam de; 204) .
[4-(6, 8-dichloro-2-nmethyl-1, 2, 3,4-tet rgﬁydro-i soqui nol i n-4-yl)-phenyl]-nmeth
yl am ne; 205)
1-[4-(6,.8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl]-1;
3 Fz,-oé) 'QS) methyl [3-(6,8-dichl%ro~2-methyl-1 ,2,3,4~te¥‘ahydro-isgquinolin-4-yl)-p¥le)nyﬁ— Y ]"
N-[4-(6, 8- d{;%%%lﬂ{é%éz- nmet hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl]-nme
thyl -4 di methyl -urea; nethyl-piperazine-1-carboxani de; 207) ,
7 1-[ 4- ( 6160)HR bi 8)-OI-[3-(6;8-djdhidro2-thethylet,? Bpdsteatiy@iestisoqinolind=w)-phpheipy| 1 - 1,
© 3,3 208) N-[4-(6, 8- &i chl cé{?c_)- 2-nmet hyl -1, 2; .
© 3, 4-t et r ahyBPHIANESYHPRRAINR: 4- y1 ) - phenyl | - methyl trimethyl -urea; 209)
N-{ 4- (64 J [9-(&R " id-gt \ | LAl nyl]-ne
i SP1GtteEal Opa2- e gk & oty 12 ke ARSI A0 sy
" N-[ 4- (6, 8- dithyitwnea; 2- net hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl)-phenyl ] -ne

Cthyl - ifding- 1- b i de; .21 . e

1Y DI R 2 S ersterse ek Phem B Coneny 1 - 3

(-2 di met hyjyaregoe®iyirea;l- met hyl -urea; 5 212)

- 1-T4-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3,
3-di etl9B) ethys-(6,8-dighlero-2methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate;

L3 (g Eh Sichicro B thyttn 2 Sl BRI R AL B oid abid. - Pheny! -

13-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-neth

;- yl- 10.ami.ne;  215) . o ,

R ,',N.—..'[‘S-(éf‘gl-tﬁ‘?PHF’HF8@9@4‘)6-?93@9@?'@;@@@?6%%r 0-i soqui nol i n-4-yl ) - phenyl ] - ne

- t hy¥l - pyrrolidine-1-carboxam de; 216)

.:' : N-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl ) -phenyl ] -me"
~...thyl - [ithe cothipoemnts ad the famuite! cdritadlone or more centers of asymmetry, these

7 1-[3=(6,8-dichl :2-qethyl -1, 2, 3, 4-t etrahydro-i soqui nolin-4-yl)-phenyl]-1,
31% ( riay have oth thé éTgnd ¥he lg{oon%guraﬁon. Thé compoungs may be in th%; f)on% of vl

. optica_l 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
primary or secondary cause. |




trimethyl -urea; 218)

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 yine-2086ny| ] - 1,
3- dinethyl-urea; 219) :

N[ 3- (6, 8-di chl oro- 2- net hyl - 1, 2, 3, 4-'¢8t r ahydr o- i soqui nol i n-4-yl ) - phenyl ] - m
et hyl - nor phol i ne- 4- car boxam de 220)

N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yl)-phenyl]-nme
?Lh%/l?, ?G'Flgé ngﬂFbrPﬂélgté's ft?;c}ﬂf,? Qﬁé gﬂﬁ% Estpouridéfbrmula [ for producing a

i chl oro-2-nme -

4-tetr dﬁ@d}c@meﬂggp{,th@ ﬁreatme@qur pm&qux:saof(dgsorders of lipid metabolism.

. di rret hyl am no-ethyl )-1-nethyl -urea; 25 222)

1- [3 - et nyl ] -3,
3 50 o HipolveRie e st g 4 S8 id CUIKBBA SRR f o rothiidt) &

[ 3- (6, 8nddmlahmnbfcit—thetrbalméntibr?gréphﬁaxialmjdﬂestalmqby mtoparasstes

yl4) - ghenél ] hf:ar bamat e; h2I24)1 2-di Zet hyl am 30 - et hyI

[ ( T I'C E;t e b3 tetrla h of uar%%unpofthe
yl)-phe % S 1G3 gheditie RAMRYSY Fﬁ
Y1} phe] ]@%ﬁé@hgyhaﬁfzéoé 70 5‘3‘2)”&& gt

[3-(6, 8- dlchloro 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-

car ba Alf1¥hd

(5 (6 i ddmen kfitadipsls and, party or complelly Morinated sl agicas maybe

" car bambmh sﬁamsphalewdmmhed Groups C4H25-1 and their analogs as far as
[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl ) - phenyl ] -
'_ car baeryg’ngo W@ag-et!mﬁ’éthmormﬁmldmg alkenyls, cycloalkyls, cycloalkylalkyls or
- [3-(6,8 dlch!oro 2-met hyl -1, 2, 3, 4-t et rahydr-o-i soqui nol i n- 4- yI)

Cphenyl: F"%'éﬁ - 230) net hyI
[4 (6, 8- dlchloro 2 nethyl 3 4, tetrahydro |squ|noI|n 4 yI) phenyl]

_car. barrat e, :
n Appropnate heteroaryls are in parhcu|ar 2— or 3-th:enyl 2- or 3-fury| 1 2- or 3- -

yn'olyl, 1+, 2-, 4—0r5—1m|dazolyl 15 3., 4-0r 5—pyrazolyl 1,2,3 tnazol—1 4-or 5—yl
'f:j"1 24-tnazol—1- -3- or -5-y| 1- -or 5-tetrazo!yl 2-,4: or, 5-oxazolyl 3- 4— or: 5-lsoxazolyl
'-;;.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
or 5—th1azolyl 3 4% 5-|sothiazo!yl 1 3 4-thiadiazol-2- or 5y, 1 2,4-thiadiazol-3- or 'j _? B
_ '_’}.“="-5—y| 1 2 3~th|adtazol-4- or 5-yl, 2-, 3- or 4~pyndy| 2 4 5- or 6—pynm:d:ny| 3-or
i . 4-pyndazmy{ pyrazmyi 1-, 2— 3-, 4~ 5-, 6-or 7-|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 =~




3, 4-tet

231) i sopropyl

[ 4- (6, 8-di chl oro-2-methyl -1, 2, 3, 4- tetrahydro i soqui nol i n- 4- y?f“ﬂﬁﬁﬂ?@]

- carbamate; 232) 2, 2-dinethyl- propyl :

[4- (6, 8-dichloro-2-nethyl-1,2,3,4-tetrahydro- |squ|noI|n 4-yl) -

~ phenyl ]-carbamate; 15 233) ethyl

- [4-(6, 8-di chl or o- 2- nethyl 1, 2, 3, 4-t et rghydro-i soqui nolin-4-yl)-phenyl]-

© carbamate; 234)

(R) N—[3 (6, 8-dichloro-2-nethyl-1, 2, 3,4-t et rahydr o-i soqui nol i n-4-yl)-phenyl

] f
(S) N-[ (2R3 AR ool ore addiopally nepImRAed: BB AL 1) - pheny)
estwmamsd@M@?ﬁd }

(R) 1 [ 2- (6, 8-di chl oro-2- et hyI 9, 2, 3, 4-t etrahydro-isoqui nolin-4-yl)-phenyl
" 1-3 ethyl-urea; 237) _
(S~ 1161 fosB: oSl celrreniBert hitorBostiés b pRAKHER TROHEABHP pftdhrbaPheny!
N[5 ( Glﬁemeyblleelane nidazolyl, plyrazabyl 4p)trm1ylatriaiblyl |tetrqmlyllo thlazdyl)ér)d phenyl ]

239) 4- § Mrm phenyl) - 6, 8-di chl or o- et hyl -

*0- i soqui noli ne; 240)

C1- [ 3- (6, 8-di chl or o- 2- et hyl - , 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 3-

" (2 acetanide hydroxy-ethyl)- urea 241) ethyl 3-(6;
8- di chihetepmingd E)H:J, QropIps, lﬂanalkﬂlcplamresaimrregarded asﬂ-)g ity and are 1 2)
3-(6,8-dichloro-2-nethyl-1,2, 3, 4- tetrahydro i soqui nol i n-4-yl)-benzoi c acid.
2 June Q@G@"ﬂfcmv'?w& rﬂﬁaq;hiﬁcgé'gﬂp%al |y acceptable salts thereof. 1)
ﬁ -(6,8-dichioro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]
: ptionally particular preference is given to the use of conpounds
sel ect tho gﬁe‘g \
. 4-(6, 8%g?chlgg]{%me?rg]§%ﬂlé:%g§m(¥%§rgﬁry rggggggﬁﬁl%%?l n- 4- yI) benzenesul f on
am de; 3)

| -.3-(6, Sﬁu%h{h%r&'b%t%egydes%hgeg hérérﬁ%%rl')\édﬂrgperse%aﬂ%g' o rom ti\( zﬂa U| fon |

amde

precursors v, ‘These in turn can, if not obtamable commercially, be synthesrzed by
15 standard processes from the corresponding benzyl chlorides or brorides Il1.

R1 R1
R2 | R5—NH, R2
- 1
R3 X . R3 “Rs5
- .‘ R4 | - *;E‘E'*ﬁ;e 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 wrth the appropnately substrtuted alpha-bromoacetophenone e
compounds V ' SR e - A




" methyl - thi-&4

7‘N-L4-(6,84dichloro-2-net

10 4) 4-(6, 8-dichloro-2-nethyl-1, 2,3, 4- tetrahydro |squ|noI|n 4- yu; ben20|c
acid; 5) 2 June 2
‘4-(6,8>dichIoro-2-nethy|-1,2,3,4-tetrahydr0|squ|noI|n¢4-yl)-N5ethyI-benzam;
ide; .6) : -

. 4-(6, 8-dichioro-2-nethyl -1, 2, 3, 4-tetrahydr oi soqui nol i n-4-yl)-N-propyl - benz
amde; 7) 79 _
4-(6, 8-dichioro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-N(2-di net hyl
am no- ethyl)-benzam de; 15 8) 6;
~8-di chl oro- 2- et hyl - 4- (4- nor phol i n-4-yl,- phenyl ) -1, 2, 3, 4-t et r alggdr oi soqui nol
~ine; 9) . _

4- (6, 8- di.chl oro- 2-met hyl - 1,2, 3, 4%
. 10)

-1-[ 4- (6, 8- dIChlo

- 1-[4-(6, 8- di ch
et hyl '20: urﬁg'

" N-[ 4-(6- brono- 8-

] acetanide; 1

5- (6, 8-dichloro- nethyl 1,2, 3, 4- tetrahydro |squ|noI|n 4-y\j- 2- hydroxy ben

zoic acid 25°1,4

'5-(6,8 di chi oro- 2-net hyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4- yI) N—(2 dlnethyl

B 0- -eth h b d
e Y R BBt e e B Sy
g (8, ?%efdﬂiﬁn@n@ﬂ?@élh\%brs]bﬁbl%ﬂnéﬁﬂ R prdeesdesaeiovitPirofr the YitdraRif€TPh& M ne;
2- (6 sxlﬁsmdéet@wqfetsﬁgummluze%l can be phtajerdby kbawn mevcessas y)reguelion efi ne;
18
| -N-%4 ( & carbonyl group in Vi and sbsequent adid-catalyzed eylization ofthe 1y ohonui g
. propi ommdpontﬁngmim)[ﬂﬁé)glllé‘f T@rahedron Lett.; 1989, 30, 5837; Org. Prep. Proced. -
N-[ 4- (? 4ﬁ¥&? 9 -2-methyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4-yl)-phenyl] - 1-
-‘acetyl "&n di'n -car boxam de; 20) :
' - ('6, 8- dlchloro 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ] -me"
thane- sul fonam de; 5 21) .

\

7 R3 RS
ﬁloro 2 nethyl 1, 2,3, 4-tetrahydro-ispguinolin-4- yI) phenyl.

-1, 2,3, 4-tetrahydro-i soqui nol i n-4-y¥®- phenyl | -
et hanesul f onani de; Re R7 RO~ -
. R NaBH, R
o :
‘ . R~ OH
_ N
R3” “RS _ N R3 N‘Rs
R4 _ ' e ~Hra




- "-[3-(6, 8-dic

22) N, N -di methyl am no- N-[ 4- ( 6;

8- di chl or o- 2- et hyl -1, 2, 3, 4- tetrahydro i soquinolin-4 yl)- phe%s}q"]e%fiﬂsfam de;
23) N-[3(68d|chlo_r02rrethyl .

"3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 10 propionani-de; 24)

N-[3-(6, 8-dichl oro-2-methyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4- yI) phenyl]
‘butyram de; 25) 80

N-[ 3- (6, 8-di chl oro-2-nmet hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4- yI) phenyl]
i sobutyram de; 15 26)

N-[3-(6 l: | i I
'cyE:I oérg\ﬁ?fﬂ"eggr'%g% gq@ttgg-g e desirétl SShhBINGY & tha?&!l’ﬁtﬂg 1B BeprepBRenY! 1 -
N[ 3- (6fc8ﬁiaample|fmn2thmbbigdlesllmb§r Walogdn/mbial eRchalampbasetuen) - phenyl ] -

| obut |
‘é!&%%ne%péﬁf Back ﬁéw%@{mzd@tQOMW@pﬁgeqmwﬁwwprcmam] 2,

- 2,2- 20 t. [
- N-‘_[-3-. Eég{dl ‘cLﬁ‘o?glﬁ?q%tgh4? 21@4?)3 4-t et rahydro-i soqui nol i n4- yI ) phenyl ] 1
. -ac@ vyl .piperidine-4- carboxam de; N-[3-(6, 8-dichl oro-2-nethyl -

3,,4-‘tetr’ahydhg-| sngm nol i n-4- yI ) - phenyl ] nicotinam de 25 31) N

rreth 1-1, 2,3, 4-tetrahydro-isoqui nol i n-4-\8) - phenyl] met
32 N-[3(68d|chlor02rrethyl 1,%9 :
n-4-yl)-phenyl] 33) N;
di chl or o- 2- net hyl - 1 2,3, 4- teth1 :
phenyl ] --gulif am de; 34)

1, 2,3, 4-tetrahydro-i soqt?
June 2006

" hane s ul fonam
4- tetrahydro s O 4-
N -'di net hyl aR?no-N-[B 8-
-4 et hanesul f onam d ¢ l‘7I ) -
yl -
2

P O- |squ|noI|n
_OH

N-[2-(6, S,d'CRH | ) - phenyl ]
.cycl epropanecar o '
' - R3

R4

v - 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)




73
35)N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ|nollgﬂuﬂ%@qp5phenyl]
-1-acetyl - pi peridine-4- carboxanrde
36) 1-[ 3- (6, 8-di chloro-2-nmet hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl) - phenyl]'
:3-ethyl- urea;
537) 1-[ 3- (6, 8-di chl oro- 2- nethyl 1, 2, 3, g% tetrahydro-isoqui nolin-4-yl)-phenyl
]-3-nethyl- thiourea; 38)
1-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
ethyl - urea; 39) RS '
1-[2- (6, 8-di chl oro- 2- =lTe
met hyl - 10t hi dur ea;
. 40)N-{5-[3- (6, 8- dlchhar'
phenyl sul f anoyl] - de.

| %%, 2, 3, 4-tetrahydro-i soqui nef rk74-yl ) - phenyl ] - 3-
R9

sotui nol i n- 4- yl) -
_R6

QAuUTGeORi n- 4-yl ) - phenyl 1

+Z- met hyl - 11308 4-t et rahydr g,
o yl-t hi azol - 22yR6X- acet am ge;
. 41)N-[3-(6, 8- dICh|O Y- meCRY | - 1, 2:-874=tetrahydro
- =1, 2- di et hyl - Ri-dazol e- 4- sul f onam de;
-1542) N-[ 4- (6, 8- dICh|O;O 2-nmethyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4- yI) pheny
~1]1-C C G trifluoro- nethanesulfonanrde
- - 43)N-[3-(6, 8-dichl oro- Zﬁhethyl 1,2,3,4- tetrahydro |SO§U|noI|n 4-yl) - phenyl]
" -CC G trifluoro- nethanesulfonanrde .
1144)N—ethy| N -4-(6,8-dichloro-2-nethyl -1, 2 3,4-tetra ydMEM|squ|noI|n-4-yI)
20benzenesul f onyl urea; 45).
N—[4 (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqu nolln 4- yl)- phenyl] 2
di met hyl ami no- acet ani de; 50) 2, 6-di amino N-[4-(6, 8 d| chRhib- 2- nethyl 3;
4- tetrahydro i soqui nol i n-4-y1)
N[ 4- (6, 8-di chl oro- 2- nethyl 1,2, 3, 4-tetrahydro- |squ|noLrn 4-yl') - phenyl ] -1H
-. phenyl ] -hexanani de; "
N-[4- (6, 8-dichl oro-2- 72 3, 4-tetrahydro-i sors
- 4-yl)-phenyl]-1- nethyl1 rrole 3- car boxam de; '
<. NT[4-(6, 8- dlchloro§g: t hyrsl, 2, 3, 4- mehnamydro | oq |no-Rn 4- yI) phenyl] 1
.- pi peri di ne- 4- car.boXawFag; g

R4 : R4
! 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 Howe‘ver these. patent applications protect exclusively compounds in which R1 and R2
o o may be exclusrvely H. It has emerged however, wrth the comﬁ'peunds accordmg to the:
o :nventlon that at least for R2 it is necessary that R2 is not equal to H. In addltron |t was
. ‘not possrble to detect by means of an exemplary compound of the compounds FRSL
: ‘- _{_iaccordrng to the mventron any rnhlbrtory propertres on the descnbed receptors so that
10 -“the described compounds differ drstrnctly both in structure and in therr pharmacologrcal R
jpropertres from the compounds descr:bed in the patent appllcatrons mentroned |

- In addrtton compbunds of type t are descnbed in the patent specrt" catron EP 11 13 007-
7 » as estrogen agomsts and antagonrsts it was poss:ble to show that the compounds o
215 acoordrng to the mventron show no activity on said receptors, so that the structural
—.drfferences of the compounds according to the mventron result in drst:nctly different
o pharmacoiogrcal propertres in thrs regard too '




N-[ 4- (6, 8-di chl oro-2-m§thy| 1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl) fhenyl] 1
H pyazol e- 4- car boxamni de; 74 51) 2 June 2006

N-[ 3- (6, 8-di chl oro- 2- net hyl - , 3, 4-tetrahydro- |squ| nol i n-4-yl)-phenyl] - 2-
met hyl am no- acet am de; 52) :

N-[3-(6.,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-2

di met hyl ami no- acet ani de; 53) 82 _
2-am no-N-[ 3- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyl ] - 5propi onam de; 54) :
2-am no-N-[ 3- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyI ]- . butyram de; 55)

6- di atrivas-peskibid & shalv mat@bmpfbumiss ldy thelfozmalaﬂt 4Rl SaRUNOnhibRGRS gTahé n- 4- Y1
- 10p(h§ecgi\|/ hexanam de; 56)

.,N- 13- ( sﬁmem@ssr tNiziEts—@SPeaauwﬁm sedivmrisirogemexehangreaf | - 1-

" net hyl car boxam de;
:57) N [%m{% gl Mro 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui_nol i n-4-yl)-phenyl
,] -18H i-m dazol e- 4-car boxam de;

.1558) N_n(ép ﬁléle? Qgs}g ;ogﬂlﬁsregqrége r&sx emm&érrggs%a[)le for: Ceutlrgeﬁln{e?lt gf y1)-pheny

CBY) N[ - orenv
,3) N [ s alieartsy chyhiudcionty ot Lepaliies ré SR ilidh i) -pheny!

| - 60) N- [ Phasmacdiogisabpeperiias, wtstanmngyeuﬁabteaawmtcarrmﬂum|crmedsnameylt$wphenyl ]
-1 H 20
6; 8- di c"‘}w%’rﬂg”i’?&%&%?‘g@gégg‘ﬁe FBF}F’;‘P{%&%" iiatarehanand fo Keatmepteh 1- 1, 1- 62)

~di met hYll'lfaV(Etm,, and for the treatment of angina pectoris, in which connection they also
N-T3- (6, 8-di chloro-2-nethyl -1, 2, 3,74-t et r ahydr o- i soqui nol i n-4-yl)-phenyl | -4-

. methyl !r,!hlpéPasre?élyfeda%tskama@ntlsemamerm pathophysiplagicab prasesses 1, 2, 3;
| Aot EaER I R Radarheht BNSCHARhBGEAS bhfaB8) in pHAANBPHANE4°

“induction of lschemla-rnduced cardiac arrhythmias. Because of their protectwe effects
I 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 chronlc 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 example 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 likeWISG valuable L
' rlfi'.'f':':medlcaments with: a protective actlon dunng the performance of angroplastlc surglcal e
'.";" . 'j'__,interventions for example on the heart as'well as penpheral vessels In acoordance - Lo
_-"_,:'wrth their protectlve actron 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 : -especsally of 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 cardlogemc hypovolemac and
L bactenal shock.




N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n 4- Xl) fhenyl]

~ nor phol i ne- 4- car boxani de; une 2006

. N-[3-(86, 8-di chl oro- 2- net hyl - 1,2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI]-
pyrrolidine-1-carboxam de; : :

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

1 diethyl-urea; 2 June 2006 75 67)

1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl] - 3-

met hyl 68) ur ea;

50 e PR, 5GBS infufe A impreindihf ahe ARt il A g - %

3, 4- t eltha¥eheQidesBurai Iréspirhtaty) capldiibisl astociated with the following cllnlca!
70) (tetrahydro-furan-3-yl)-urea;

1-[ 3- (@oaddmalamddilseam;irstqrbanee of cemtralrreliaoatpsb@rmen@g reenteal $legpeny| | - 3-

7D (tet d

15t RSB Mk e R bnerative hynga EsSls TR RIS IOANNG - phenyi 1-1-
- net gyl dlécﬁdlel(slbrﬁthﬁgdismbrsiaﬁfeﬂoug-}twm&entrlatlon breathing disorders

*72)3-[3-(6,8-djchl oro-2 4-t et rahydro-i soqui nolin-4-yl ghenyl]

L1 3- asgogate&w&th g,lﬁtg,@e gdg@%poo,lolﬁ;w% @ngdnixed type of sleep apnea, acgut
3 L3 <%% ¢hid @hgrlmnanaﬁ;hﬁm)s hﬁ,@s&saémdﬁypéréaﬁménol i n-4-yl)-phenyl }-1-

am no-"et

1 [ 3- ( Ghe-cimpdunds addreorhqlly-rncr@ase ihe tneadittieonisaepiofibkiuppér pivapsiesyy | | - 3-

3- d t.h 75
(1 [ 3- I(g!f@%pgﬁggggﬂég%s% uriaz 3,4 ) -tet r ahydr o- i soqui nol i n-4-yl)-phenyl | S3-

(219gnet hoxy- et hyl ) -urea;
76) 1-[ 3-(6,8-di chl oro-2-neth 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] .
- 3-pyr wdemnbmggop lof anddi-E inhi |tor wrth a carbonic an ydrase inhibitor (e.g.

1) 1+ Skl o) 958 180 ANig rbedbolid R56G0Y SR8 hae R RbIdYHg - Pheny! 1 -3

- pyridi
- resplratory activity, proves fo be advantageous due to an enhanced effect and reduced

' use of active ingredient.
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 Vfor'mat‘ion of g'a[l gfé‘?res, _

. __The compounds of the formula 1 used accordsng to the mventlon are furthermore
P drstmgurshed by a strong |nh|b|tory effect on the prolrferatlon of ceils for exampie of S
' 25 ”f'.f broblast cell prollferatlon and the prolrferatlon of smooth muscular muscle ce!ls The R

._,compounds of the formu!a I are therefore surtable as valuable therapeutlc agents for :
. .ﬁ':..drseases in Wthh ceil prohferatron represents a pr:mary or secondary cause and can” _ N
therefore be USEd as ant'athemS°|er otrc agents, agents to prevent late complicatrons of
‘ \dlabetes cancers, fibrotic drsorders such as pulmonary fibrosis, hepatrc fibrosis or.
30 renal fibrosis, organ hypertrophies and hyperplasias, in partlcular f°"-Pr05tate .
- hyperplasia or prostate hypertrop_hyT o ' B o




N-[2-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl) fhenyl] 4-
methyl - 2579) pi per azi ne- 1- car boxani de: 2 June 2006
1-[2-(6,8-di chloro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
met hyl 80) urea; ' ‘ ' ' :
1-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3-
1

(2- 81)di met hyl am no- et hyl) - urea; 84
N-[4-(6,8-dichloro-2-nmethyl -1, 2,3, 4t et rahydr o-i soqui nol i n-4-yl)-phenyl]-4-m
‘et hyl - 30pi per azi ne- 1- car boxani de; _
8201 LUk Bl hRL Sod i o ik A GRS RAER bk cehliab"ery' |
i [3 (Gstcﬁiulﬁtncmbwro%r%pmehmam éxchathder) WIS etevaReihMimdtods Wisorgésny! ] - 1,
‘ i me -urea;
< 3-[4- (deg%/@%ﬂt hypgriensian,atherospletosis, diabates dels.)i alsgin thasercelisyyhichrey| | - 1,

~1-. di et
1 4- (G BU BffneBlRimessyrements, sych g, or SHAMRIS I SYBIAGHSR: PSSy 1 - .
( 2-5di-rfetkydydes. ﬂ'dteerbdmﬂ)t)undsetsed&':)cordlng fo the invention are therefore suitable as

- N[4-(6, hl t.h 4-tetrahydro-isoqui nolin-4-yl enyl
: m)E phgl‘?’ﬁ?éﬂlﬂ"‘: ¥ grml,errggexg tools for examae in theu1 usque dlaglnostrc %gt)antgr} v

L Cauderirpans AR o6 SHGpaGRASH PG r Y1) - heny! -

10 d
o [4- (grgﬁnemscleresle ofatiabeteq,, moth‘erattvetdlsmryiersnetcsﬁhe|cnm;:orundsplf):hepfmnualq met h
oyl
1 300 4 B akpuprsuitabls oy praventive herapy n pisvent (s deveippment of Blgahenw I-
~fo ﬂﬁamtﬂ'@od Eﬁee%ﬂre for example of essential hypertension.
[3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)
~ phenyl]-nmethyl- am ne; 91)
- 1[3- (6, {; I
pLem(/l ]lﬁlé’%ﬁgbtﬂ{aﬂa@e@ h‘t‘é (’ﬁa@éE ifhbRABN v S YRHERGK Srrékeb serum
% 8 { 6, Spdpmiiéasolt & getdlly dcihowiddged ﬂﬁt%ﬁlipﬁ@tﬁ!ﬂeﬂvhi@h@elt&ro pRgEb) - 1, 3-

: d' met ﬁé,fc'r h%eﬁ' poprotememras represent a consrderabte risk factor for the deve[opment
71‘1«5 " of arten.osclerotrc vascular lesions, especially coronary heart disease. The reduction of
= :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 preventlon and treatment of coronary v =%%spesms of
_}‘atherogenesrs and. of atherosclerosrs of Ieft-ventncular hypertrophy and of dllated |
"":"f:_:-..'_‘f_.";"cardromyopathy, and thrombotrc drsorders '

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

dlsorders for producrng a medrcament for the preventron and treatment of snonng for 7_

ptoducrng 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 penpheral 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




93) 7 _ _
N-[ 3- (6, 8-di chl oro-2-net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-2Jy192008eny!| |
N—[3 (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ne.
hyl -4 morphol i ne- 4- car boxam de; nethyl - pi perazi ne-1-carboxani de; 1 [3-(6.;
-dichloro-2-nethyl -1, 2,3, 4 tetrahydro-isoquinolin-4-yl)-phenyl]-3- (2

. di-met hyl am no-et hyl ) - 1- nethyl urea; %fﬂlnethylanlno et hyl

[3 (6, 8-di'chl or o- 2- net hyl - , 3,4 tetrahydro-isoquinolin-4

2-di nmet hyl am no- et hyl

(6, Gl oL g 2t L2, S ey dn ] SO IR i

[2-(6, | " t
,y| )- phgénﬁ}‘lrjétlﬂcrg g @r'gtﬁgér a mealcﬁerrfemt/ ﬁir tﬁ@?’%@*‘%‘?‘?ﬂ”ﬁ%"gﬁﬁg ectoparasites |2

o tetr ahyhl.lmaln sod wetesinany me;zllqnqajrfenprqducmra)mealrceme)ﬁ)to( ttaedreatment of sard
SN é%‘%f%iﬁ';‘%{ Ramz rre‘}v%%h Jotahaive subbiAtes" SretsiaBty Vit bhgidtefisln Pheny! ]

rreth

©9) - b-[ Zeckrvelind &lﬂgﬂ@tﬁ@Eﬁhhlﬂrtoﬂs i diufetics ANIUAIEEEUAPLE Rurbsinidesheny | |
=3- ethyl-ureag;

L 1-[3- (melrmldenomiezrdem@pamogtemne eatagameis anda&tgﬁternnerarﬁawastehwﬁpl] 3-

(2- h
S o SRt it ey yih acnssine faepros AR 02, o
. 104) 3-ddonibstsl); ahdwzttréhgmehsh-r&éptaréntagbhlslte/dro i soqui nol i n-4-yl)-benzoic -

-aci'd. and the pharmaceutically acceptable salts thereof. |If the conpounds
of the formula | contain one or nore centers of asymretry, these nay have

“boyf %esa@rﬂﬁtlétl’a%?ﬁ éf%BBlu%‘ rdtb%xcllar%ecem%@af {RYroRRuia as“ﬁm{]él’r m of

- optical 1soners astere nmers cemmtes or of mxtures thereof. The
i nvent medra%tentsaﬂoatoeeering elevvated bdiadd ligid Iemlmmmddl;eaionfrbmauoraotl sdctuum-

- ProouC o ofRdhoe TSt eeeeearaeree oShals R IE S

o ;r espl r ertgebupudem aer\ﬁtywelerrﬁéd sl eep

15 - Medicaments which ccmprESe 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
Do '_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 —'
N ;_'--'__'.-‘-to use for example antroxrdants drspersants emulsrt‘ iers, antlfcams ﬂavonngs

" _t“___preservatrves solubllrzers orcolors e

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




apneas; snoring; acute and chronic renal disorders, particularly of acute
renal failure and of chronic renal failure; dlsorders of i nd &4
function; disorders of biliary function; ischemc states of the peripheral
~and central nervous system and of stroke; ischemc states of peripheral
organs and linbs; or states of shock. The invention further relates to the
~use of the conpound of fornula I for pggducing a nedicanment for use in
surgi cal operations and organ transplants. The invention also relates to
the use of the conpound of fornula |I for producing a nedicanent for the
“treat t .of disorders.i | rolif rat| n represe ry or
seconadPy tERIERaroR 7 4aBe blics hoth ps i Siandien s e Giiks. Bafbles o
conpourgf RiitabRy dTY cartiersWr SRS BRvegetBBIdi SradfiNal bl sldad s@MowsHoif &
-prophyl axi s of di'sorders of |ipid netabolism The invention further relates
‘to the fighdiver oilhe conpound of formula | for producing a nedicament for the
-. treatnment or prophylaxis of intestation by ectoparasites. The invention
“relates to a nedicine conprising an effective amount of the conpound of
- for sul aFdr-subeatahebus o ittduenotis didashistratich, 1Ré Helive Cofipanhas abyd kralor i nat ed
~alkyl radicals may be both straight-chain ‘and branched. G oups CaHa- 1 and
- their Msggddédesre%wﬂh@@Sﬂwamcssaaﬁtemméfortths PEPeSFERIasy al kenyl s,
‘~cycloal i at roaryls
Sy e O S0l bt i er Qe Blefe, WHE) £BbIKA. s RBRSRH & didiEfy OR V)
2=, 4 Exarﬁplesnoﬂamtable ,soWentsSar,e Wat@t pﬁystatbgkﬂl sahneloﬂalaoholsae gl eﬁtanol 4-or
-b-yl, 1,24 tr f é!é? -tetraioly {
. 5 oxaz agr9panc§ glxce;pl gasugejl ﬁ%él‘?‘?rs $ gcoge og,manmtol solutions, or
2 ob Lokdnaaihaspindtio soferts freeigay) azol -2-yl or, 5yl 2-,4- or
-'-5 t |azo y 3-,..4- orb-isothiazo 1, 3, 4-t hi adi azol - 2-. or -5-y1,
. 1,2,4-thiadiazol -3- or 5-yl, 1,2, 3- thladlazol 4- or 5-0, 2-, 3- or

oy ,f’y'” Yiable b5 pg%fr%%eﬁibﬁgfgir@"p%tigx torSdmifistetiy 3R oﬁ{ragEg r%%ts“%' .
o4, 5 spﬁays%reﬁdr%i&ﬁtﬁte' |so!|.&|ons3su 2;ﬁansscﬁts or6emut%10rt¥ oﬁh@@cﬂ@étﬂ edient &f .

4 ‘5-, '6-,.7- or 8-isoquinol }/ 5-, 6-7- or qui nazol i nyl; 3-,
4, 5- th@fomtula b]n @pbafmgq:eq{gcp ygccepgable 'solvent such as, in part|cular ethanol or.

S 15 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 admmtstered and the R
L .'frequency of admlntstratlon 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 welght and mdlwdual responsweness of the mammal to
betreated RN L . . , - o

) ,gOn average the dally dose of a compound of the forrnula i for a patlent welghang 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. suffenng a myocardial infarction, htgher and, in particular, more
'f_requent dosages may also b_e._r_zecessary, e.g.upto 4 single doses_ aday.Upto




5-, 6-, 7- or 8-quinoxalinyl, 1-, 4-, 5-, 6-, 7- or 8-phthal azinyl. The
corresponding 2 June 2006 78 N-oxides of these conpounds ar e #4H%i49%nal | y
enconpassed, that is to say, for exanple, 1-oxy-2-, 3- or 4-pyridyl. O
these, the 5- or 6-nenbered heterocycles are preferred. The particularly -
preferred heterocycles are imdazolyl, pyrazolyl, pyrrolyl, triazolyl,
tetrazolyl, thiazolyl and oxazolyl. Ehe term nal CH3 groups in an alkyl
chain are also regarded as CH2 units and are in this connection viewed as
-~ CH2 groups. 10 Methods for preparing the conpounds used are al so descri bed.
Thus, th ub ances descri bed herei.n can he re ared\‘ m t he
z G0 01 HARE

benzyl &% My liesngagssaiye KePAItCYIgF H"dé(n nl ora
comer qm;l[ar d processes fromthe
: corres&kﬁ‘i bﬁgltﬁenzﬂiﬁ%h%ﬂﬁg&s}%ﬁr%m des IIOI Rl1 Rl R5-NH2 R3 R4 X = C1,

Br R3 R4 'V'R5 20, The benzylanines IV obtained in this way are al kyl at ed
in_a nown.to the skilled rker with the appropriately

" subst .”Wé‘sic%ra %%‘?’EH%‘Q&%%BHQ%%‘E‘W%npounds V. 2 June 2006 79 10 R8 R7

5 ‘List of abbreviations used:

| ‘Rt - - retention time
TFA  trifluoroaceti¢ acid
_ 'H'PLC high performance liquid chromatography
B 10 eq _ equivalent B
LCMS liquid chromatography mass spectroscopy
| ‘MS ~ mass spectroscopy | '
o cheimical ionization
~_RT. - . roomtemperature
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 B
S {_"‘-'Genera!

- The retentlon tlmes (Rt) :ndtcated below relate to LCMS measurements wsth the .i g :

'. "-f:'.followmg parameters

| ..'-'_{-':Merck Purospher 3y2 X 55 mm

T 'fﬁstationary phase‘:‘\;":.,-f'_'.."r e
“‘.Z‘“Ob"e Phase e 95% Ha0 ©. 05% TFA)% 95% acetonttrlle 4 min; 95%
S § ', R | - | b acetomtnle 15mm—>5% aceton:tnle 1min 05m!lmin," j'
30 .7-__':_3000 - SR T

. MethodB:

L | -stationary phase: ' o M'e‘rck Purospher 3,ué xr5:5 mm i




The al pha- br omacet ophenone conpounds 'V can be obtained fromthe

correspondi ng acet ophenone precursors by bromination in pro%é@?e@%novm
-fromthe literature. The desired tetrahydroisoquinolines | can be obtained
by known processes by reduction of the carbonyl group in VI and subsequent
.. acid-catal yzed cyclization of the corresponding al cohols VIl (cf.
Tetrahedron Left.; 1989, 30, 5837; OrgggPrep. Proced. Int.; 1995, 27,

. 513). R8 2 June 2006 80 Wen R6 is not equal to H, the desired corrpounds of
the fornula I can be prepared for exanple fromthe iodides VIII

e PRI PUBRE o Or Lo R (AR 25 Pl st f?ée%%ﬁg% Phar m
Bul I .; 1995, 43, 1543). BuUgBb, %etghfthleag%srﬁfﬁ 16%, ég%}g@ﬁ"égq Y al cohol s

synthesi zed in this way can be ¢onverte Knbown |nto '0 ot her
- derivatives. Al kyl-branched raimimngs (1) are prepared by al kylating the
correspondi ng di phenylacetic esters X in the al pha position by known
met-hods. The desired product XI can be converted by standard processes
Cintgt eﬂﬁﬁf%@pondlng am des X1, which are 15 :\converted into the

" desired tetrahydroisoquinolines |I in a Pictet Spengl er - anal ogous reaction
(cf. Teatationaty phaseos7, 43, ¥JMUC, LophererQBSHSGY 2 x 209861 33, 340). 81 R8 1.
LDA ™ 2. 6B phise 0 min 90% H20 (0.05% TFA) 1.9 min-95% acetonitrile;
| ' 95% acetonitrile to 2.4 min; 10% acetonitrile 2.45 min;
E 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 mimin |
- time[min]  solvent B[%]
- 0.00. 95.0
0.50 95.0
: 1.75 5.0
o200 425 50
. R 45 - 950 =
e 500 . 950
" stoptmer . 620min
R .;gMethodD R R R S
L _.‘_g,‘-’:f.1.-.<§stai|onary p’hase Merck RP18 Purospher STAR 55x2 mm 3;1 partscle 31ze
e 'Fsolvent o _.j"'solvent A: acetonltrlle + 0, 08% HCOOH '
. soientB:water+0.1%HCOOH
30 .'fiovi(_'fa_te: ;I_ o 0.45 mi/min '

Sl '_ '."tlme[mm] . solvent B[%]




R4 XI R8 1. NaOH 2. SO&X 3. R5-NH, Conpounds of the type | are descri bed
in the published specifications WD 01 32 624 and WO 01 32 623ungs2006 .
nor epi.nephri ne, dopam ne and serotonin reuptake inhibitors. However, these
‘patent applications protect exclusively conpounds in which Rl and R2 may
be exclusively H It has enmerged, however, with. the conpounds according to
the 1 invention that at |east for R2 iggis necessary that R2 is not equal
to H In addition, it was not possible to detect by neans of an exenpl ary
conpound of the conpounds according to the invention any inhibitory .
properties on the descrlbeg receptorg so that the described conpounds

~differ distinctly both in &tructure 8nd in their pharmacol ogical 'Pro
properties fromthe conpourgds descriged in the patent applications

- mentioned. |n addition, conpounds of type | are described in the patent.
speci fication EP 11 -13: 0078as estrog® agonists and antagonists. It was -

- possible to show that. -the onpounds 5 "' according to the invention show no

" activity on said receptors, so.that The structural differences of .the

- - copouettperatues:di ng to- thmom\t@npefamweesul t in distinctly different

. pharmacol ogi cal properties in this regard too. 2 June 2006 82 It was
'possible to show that -compounds of the formula | are excellent inhibitors:

. of theg LEW. ) _ hydrogen
~ exchang e r OI'?'E'ZL rbﬂl @gjb('ﬂﬁwﬁggthp € §b3 ég |t§§ 0 %etl’saeﬁ dgiroo%ef 4 i gﬂl"e“@. :
_[conpounnmmun@amutable for. the treatnent of disorders caused by oxygen
-~ deficiency. The conpounds are, as a resulg of their pharmacol ogi cal
. properties, outstandingly suitable as antjarrhythm c nedicanents with a
~ ~cardioprotective conponent for prophylaxis of infarction and for treatnent
~of 10 infarction, and for the treatnmeng angi na pectoris, in which
~connection they also inhibit or great educe in a preventive nmanner the
pat-hophysi ol ogi cal processes

Cl

) 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 fo the skilled worker by bromination of N-(4-acetyl-
o 5 phenyl)-acetamlde : o . PR '
: The starttng compound (0. 256 mol) is tntroduced mto 300 mi of acetic acxd and,at .. .
60°C -a solution of 39 9 g of bromlne (1 Deq)in 60 ml of acetlc acid i is added dropw:se. ‘ B
g --.i'f_;.r-:After 1 5 h the reactaon mlxture is aﬂowed to'cool to room temperature and is added to‘_ N

0 1 | of :ce-water The precnp:tate |s fi Itered off with suctton washed wnth water and dned," e )
with _60 g of the tltle compound bemg |solated (me!tmg pomt 192°C) |

_ .‘Intermed:ateB N-{4-[2—(2 4—Dich!0ro-benzylammo)—acetyl] phenyi} acetamzde D
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 mtermedxate 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




associ ated with the devel opnent of ischem a-induced danage, in particul ar
i.n the induction of ischem a-induced cardiac arrhythm as. Yifsed their
protective effects against pathol ogi cal hypoxic and i schem c situations,

t he conpounds of the formula | 15 which are used according to the invention
can, as a result of inhibition of the cellular Na+/Ht+ exchange nechani sm
be used as nedicanents for the treatnegp of all acute or chronic damage’

i nduced by ischem a or disorders induced primarily. or secondarily thereby.
This relates to the use thereof as nedi-caments for surgical interventions,

both toaaPcMe ERRAR RIRA B8 ol ARAEE, SRBABAIE, RRRRIIE R B e o
pr ot ect WPS@) %r&ﬁ&énéé?ﬁra%‘é@mﬁge%lggesiﬁ%tr@m mé’;"'tﬁe}eB{r |sslrrilﬁfr \{gﬁﬁ%ﬁm to

physi ol ogi cal' bath fluids, as during the“trans

© reci pi epthydagenits/atheF hrixteanesiitag i 86 4 dailehReaitd 80h thaRfincgEnt s with a
protective action. during the performnce of angioplastic surgical

i nt er veltystalline sejid @'ﬂ%lh‘BQ@Otm tHe1hEL) as wel | as peripheral vessels. In
"accogdance w th their protective action against ischem a-induced damage,

t he conpounds are also suitable as nedicanents for the treatnent of

i schen bdephedibe 4ter vous system  especially of the CNS, in which

- nnect table f le f the t t t of strok f
ey N e Pl b et e - SR BV RRATRICE:  whi h o o Uoed
_accordi gg. (@GQ@me‘tﬁ%tbﬂ?eéfé?eﬁ'at’?Ws% véH'utl %Bb‘?'nlftﬁrme&} Snbf S/ Tpbcof 30

types of shock, such or exa cardiogeni ¢, ypbvol em c
and bacT &g &2 eehofcsodumhmehm @8 atiﬂleﬂiSTﬁé nmmwtddh thenrsturretieatcesmdounds

ol o MRS TG rig S BB e DB bt For oo du rpcon memr s
222?: ; : @cb;rfceegigﬁt&d SRAURS resid e HpIRIMA bSARBER Al NHSIAHPRIYatAtee ThE- 9-
- - . aqueous phase is separated off, adjusted to pH 9 and. extracted twice with ethyl
= acetate The combmed..orgamc phases are dried with MgSO4 and concentrated. The
R - --crdde product obtai_n_ed in this way can be reacted further without further puriﬁcation.
15 ' | | |
o N-[4-(6,8- Dichloro-2- methyl -1,2,3 4-tetrahydro-isoqumolm-4 -yl)- pheny!]—acetamlde
20 g (0.054 mof) of intermediate 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.reg'g{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 whrch 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) s

-j-_;ﬁ1a N- [4 (6 8 chhloro-2~methy!-1 2 3 4-tetrahydro-rsoqu:nohn-4-y|)—phenyl]—acetam|de- :

R 'hydrochlorlde T S - e




apnea, sudden infant death, postoperative hypoxia), nuscle-rel ated
breat hing disorders, breat hi ng disorders after long-term ve%t"l‘rfea%qoc‘}n
"breathing disorders associated with altitude adaptation, obstructive and

m xed type of sleep apnea, acute and-chronic pul nonary d| sorders with-

hypoxi a and hypercapni a. The conpounds additionally i ncrease the tone of
the muscles of the upper airways, so ¢fat snoring is suppressed. A
conmbi nati on of an NHE inhibitor with a carbonic anhydrase i nhibitor (e.g.

- acetazol am de), the latter inducing netabolic acidosis and thus itself

- advantageous. It is additionally pg
- stories. distinguished by a strong

increasing respiratory activity, provesyto be advantageous due to an
enhanced effect and reduced use of actfyk\ingredient. It has energed that
t he conpounds used according to the in{fention have a mld |axative effect
- and .accordi ngly can be used advant age y as laxatives or if thereis a
- risk of constipation, in which case t preventi on of the ischem c damage

- associated wth constipation ingthe i t est PHal region is particularly
ibMe to prevent the formation of gall -
) R ory effect on the proliferation
.~ of cells, for exanple of "The conpoands of the fornula | used according to
- the'invention=.are furthernore 25 fibroblast cell proliferation and the.
~ prol i f manaitical sample K108 el phihenifisctempeund fromhexaroplepoisratispendediin

- aber A9 mEeF2 N BRI BHF L hARE AR 8ol LEeRR BRAHEAE BRECI S " Repat i c

fibr oawnoenﬂréiedeﬁ waeudjearuistae rasidasiis Mthﬁt@@wltﬁretheﬁarﬂﬂﬁtﬁréd ofogii s to
pr eyent @te corp)l i cati OE@%Of di seases in which cell proliferation

* r epPes SHEUOR, Whergypon the WBPWQM@aiW%QﬁG@@ﬂm@ﬁNH {(Rrosis, organ

ot ost ace0t, il FRGHIPA e Boiok” 445" o fesomasiioBba accor di ng o the

invention are effective inhibitors of the cellular sodiumproton

- .. antiporter Na/ H exchanger) which is el evated in nunerous disorders
, -_“(essentﬁ"é‘m rtension, atherosclerosis, diabetes, etc.), also in those"

oocells vwhieh pigg. chhloro-z-methyl 12,3 4-tetrahydro-:soqu|nolm-4-yl)-benzene-
| _‘-10 * “sulfonamide hydrochloride;

- -2b: (+)—3 (6,8-Dichloro-2-methyi-1,2,3 4-tetrahydro-|soqu|no|m—4-yl)-benzene-
' sulfonamide hydrochloride;

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-)‘
Lol e 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) .




readi | y anenabl e to neasurenents, such as, for exanple, in erythrocytes, _
platelets or |eukocytes. The conmpounds used according to th&Jine&¥6i on are
‘therefore suitable as excellent and sinple scientific tools, for exanple
in their use as diagnostic agents for determ ning and distinguishing
different types of hypertension, but also of atherosclerosis, of diabetes,
proliferative disorders etc. The conpoggmds of the formula 1 are noreover
"suitable for preventive. therapy to prevent the devel opment of high 10

bl ood pressure, for exanple of essential hypertension. It has additionally .

‘been fo E iphikifors, show a eficial effect on serum

i popro“@%ﬂig&}%te%?'gg%éﬁ 'gﬁ%o"gg%m\fé%gﬂ@m'ﬂgﬁEﬂ?@gaﬁ?ﬁhﬁpar’?eveI s which
“are toolmeghediste 1 BakhedWite2brewbL PhRéMABREnoNeSANRS Siinrier ¢lRB6HlR] mbl e
risk factor for the devel opnent 15 of arteriosclerotic vascul ar | esions,

especi afxgmplsr brialeympdiale 3.dVesdyrin ahanalegoes marner and puificatipnsen sifica

“regres 2@%#*@0(3%?‘1?2%%%%?@{'?@12@@403'%@“ é@“@%@pﬁsﬁfﬂ&éﬁ%%%ﬁ ARG g to fhe.
At nd os BB O AR MBS E ARaBIB A COLal™ ok Factor  wih (his

" 'protection of the vessels against 20 the syndrone of endotheli al :

dysfunction, conpounds of the formula |. are val uabl e atherogenesis and of

?t hgrﬁsmﬁgrwigge %r2~n(%ﬁtniolélﬁfq—'b@mwméﬁmiaghyp@ﬁaywmmbt ed medi ca memz |
of at no R s RS TER M ORI I PRRRER foePheig g ° °

car di ongreapleyl, irtermédiatzhddnce diopitotdeg of thefeactiGindicned compietar e
therefore adv_anéggeo,u Ig,used for oduci ng a nedi canent for f{he prevention
and Ot r LATYERRION é?'é@;s iggrRneen fhe residueds takensip inelbyl agateleadti ng a
nmedi ca HyReB ki i : ' ' i ro-

i Sor dap oy CuRAHIENEI0), EQRIRERISD. oRY AT ELRGNE THECEATEIANE o

- 'snor i-ngvhithlis bbRinddEWaIiantiatios Yidld ednBa fedthedl el WithoubflitgRe by ischem a’
-..and reperfusion of central and peripheral organs, such as acute renal '
- fail ur epurificatibre (Ren dog@mins(nséthbd A)IMS(GE )= 310.¢1322)es and chronic renal
~disorders, in particular of all inflanmations of of shock, intestinal :
~disorders etc.; for producing a nedicanent for the treatnent of late 2 June

2098, onfBHRRR: 6B BICRAY ML Sherdy 1. 25 HELRJo BBRRBRE o7 1he
20 g (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, fhe mixture is poured onto
| ice and made strongly alkaline with 6 N NaOH. Three extractions with dichloromethane |
20 Aére' carried out. The combined 'brganic phases are dried mﬁfMgSOz; and | |
E .céﬁcént'rafed. The oily crude product is puriﬁed on silica g_el,"rééu,lting' in ihterrnediaté 4

. inayield of 53% (Ry =4.444 min (method A), MS(CI*) = 202.212042). -~ .

-, 4a:(}6,8-Dichloro-2-methyl-4-phenyl-1,2,3 4tetrahydro-isoquinoline trifluoroacetate; .-
25 4b:{(+)-6 8-Dichloro-2:methyl-4-phenyl-1,2,3 4-tetrahydro-isoquinaline tiifiusroacetate; .
© - Intermediate 4 is separated into the two enantiomers by HPLC on a chiral phase. * = .+ 11

chiral column: Chicalpak OD 250 x 4.6 cmy. © .~ - T
:- _s'S!venii.n-heptanel'isbprbpanol 7:3 +0.1% TFA; _

T .ﬁ;-:-;lﬂowrate;_“lml/'min; _ - SR |

o 30 - Ry({-)-enantiomer/4a) =9340 min;

s .Rt((+)—éhantiomer/4b) =20.327 -rﬁin._.




di sorders in conbinati ons with hypotensive substances, preferably with.

angi otensin converting enzyme (ACE) inhibitors, with diuret?ddnesfif6
'saluretics such as furosem de, hydrochlorothiazide, pseudoal dosterone

. antagoni sts and al dosterone antagonists; with adenOsi ne receptor -
nodul ators, in particular with adenosine receptor activators (A2

agoni sts); and w th angi otensin recept ﬁg ant agoni sts. the kidneys
(nephritides) which are associated with increased protein/al bumn
excretion; for producing a nedicanent for the treatnment of infection by
ectoparasites in 10 The admini strati on of sodi um proton exchange inhibitors

~of the formula | as novel nedicanents for |owering elevated blood lipid

| evel s, 2and)4e, 8-Didhi ‘-ﬁf‘m’?‘ rs with
hypot ensi T/g)rreb(gl canen?s%t%%tg?l ﬁg?ﬂ %ugérrteﬁygr@mjﬁ hypgf grﬂfn%bggact ivity is

cl ai.medsulionapide bixdeehkorigles ch conprise a conpound | can in this connect i on

e A A R 0,

R ,-,depawdemlfmmldj@hpembhmidér characteristics of the disorder. The corrp'ounds-

| may noreover be- used alone or together with pharmaceutical excipients,

bot h i nAvEsRensian of ABdimg (e’ mmol) @? infeenediate 4a ine10 U of Hishiorometieanesis

- Suitabl t the
Sk 1 ednpificcd 8t CRpintgd PRREPBBHyBhio il {1 RS B A BTG . ge
T ormer sone bumnm:l atmopribesepsratuablfert a furthapihoar.sA fatisbr® e bf ddbiosalibmigr edi ent

carriers ' ' preservatives, solubillzers or

. i bl . 25,
- col ors. %PS %clj(feﬂ%?(fﬁ{e 'o"f’ﬁﬂ"l eggsﬁiiﬁpgﬁtgwmﬁenméatg[e fqr@n@d?%an@rsW%epm xed
- W Y adgistpoRed ofitd ieaInd ddiistbBitS phls W?lﬁq\léﬂépgng‘ hﬁé’é UL tlo?lts‘mt a%lflglr S or

inert diluents, and converted by conventiona ds |n 0 Ssul dosage

- forms muatesareobkrwcsoutcflfhéeﬂrrtbaﬁé@b@anﬁppl*i@ééé %‘cﬁiéd\uﬁl@ﬁdﬁ'&ﬁ? afdlueous,
al coholic or oily solutions. Exanples of inert carriers which can be used

. -ar e . gurfreaddf solverigites caidenmgdect abtainadtio this evaynieteatédiin 20hd opbane, :
lzaghgz%g g@%ﬁ a? EJOS(E %lp {I]veéa ﬁgl?rcsl fte¥thce0cr:]onsvte6rlslglq is Icomlplsett[zm thg%g(r:tw%ossl bl e
| solutlon is concentrated and the residue is partttloned between H20 and ethyl acetate.
15 The orgamc phase is separated off and the aqueous phase is exiracted 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-substltuted title

- .20 compound 2a, plus 58 mg of the meta isomer2b. =%

T Conditions for the preparative HPLC. L

2 - i chiral column: Chiralpak AS 250 x 46 mm; _ |

L ~7: o solvents n-heptanelethano!lmethano!lacetomtnle 20.1 .5.0.5.0.5

'."ﬂow rate: 1 mllmln o v o

25 : h Rt(mam fractaon) =14. 145 min (—>2a)

:"j-'-Rt(subsad:ary fractlon) = 11 623 min (—->2b)

| :_ Both fractions were dassolved in methanollz N HCI maxture and freeze drled and It was

] - possmle to obtaln the tltle compounds 2a and 2b in the form of crystallme solxds




for the preparation totake place both as dry granules and as wet granul es.
 Exanples of suitable oily carriers or solvents are vegetabl% wie Qﬂal
oil's such as sunflower oil of fish liver oil. For subcutaneous or -
“intravenous adm nistration, the active conpounds used are converted, if
~desired with the substances customary for this purpose, such as
solubilizers, emulsifiers or other excpgients, into a solution, suspension
or emul sion. Exanples of suitable solvents are: water, physiological saline
or al cohols, e.g. ethanol propanol, glycerol, as well as sugar solutions

Suh e A5 Bl MR TS °t)twei7%|§/aaswn£tm4§3%f/4ﬁhe vartous

~admi ni strgtlon in the form of aerosols or sprays are, for exa

sol uti ofM’+ h'e&!\l%s Rofeb)or 3668 mindmetbed PeMEERPMES HFTdiHAT3.3( +t't|rB/

for mula | in phar maceutical |y acceptabl e sol vent such as, in particular,
et hanol 4@)23/415.3\/(&4HCH3;€N2}, m xture of such solvents. The formul ati on may,
-if required, also contain ot her pharnaceutical excipients such as

- surfactants, enulsifiers-and stabilizers, and a propellant gas. Such a

prepar a i entration of
PR 350 0o 1L kA i oPRGetE B . 25 The

. dosage sidlfanaeide Bicetaté;ngr edi ent of the fornula Ito be adm ni stered and the
'-frequen i pend on the potency and. duration of action -
of the (’@ﬁ%@gg‘o@cﬁ@&& @8@?5&%44&91@ ydrogisoguiaolinofdkbenzenseverity of

- the di Sﬁﬂ%én{@eage{alf@at ed and on the sex, age, weight and individual

~ responsiveness-of the mamal to be treated. On average, the daily dose of a
conpounthefitle h@npoundllsasynthetalzw buttlncenteﬂmd dbsaripeabunder 28Rtk gising at | east

07, el A b . 18 SRR e s e B B 2

i mivedi dserngr Whicﬂlsﬁtufbfefé)dp@:@te%i tﬁk@garafaeatlndéatﬁé fdlloWihg Botifidnsand, in
. particular. nore frequent dosages nmay also be necessary, e.g. upto 4

“ single W@E@'ﬁ"ﬂhﬁh'watwﬁ 250ne4 B0, 200 ny a day may be necessary, in
i__',partl ClgoWerR‘rhdetéfmtrﬂgm nistration, for exanple for a

- '_[ lﬂow rate: 1mllm|n
| 15 - Ri(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 yel!ownsh solids (Rt(2c) = 3.656 min

) _‘\.(method A); MS(ES?) -371 1/373.1 (M"‘+H)l 412.1/414. 1,(&@{+CH30N)) (Ry(2d) =
Y2015 562 min (method B) MS(ES*) —371 1373, 1 (M"‘+H)I 412.1/414.1 (M++CH3CN));;_" "
LT :l:_»:,ExampIe 3 4- (6 8: chhlor0-2-methyl 1 2 3 4—tetrahydro-tsoqulnolln-4-yl) N N—dlmethyl- |
' ‘-{benzenesulfonamlde hydroch[onde ' ' ' Sl e

25




patient wth infarction in the intensive care unit. Descrlptlons of-

experi ments and exanpl es: List of abbreviations used: Rt TEAUNGEHAE 10,
eq LCVMS M5 d RT 15 THE TOITU DVMSO abs. 20 deconp. DMF Ceneral: The
retention tinmes (Rt) indicated belowrelate to LCMS neasurenents with the
25 f.oll owi ng paraneters' Method stationary . phase: nobile phase: 30
‘Method B: stationary phase: retentiomgginme trifluoroacetic acid high
performance |iquid chromatography equivalent |iquid chromatography nass
spect roscopy

6,8-Dichloro-2-methyl-4-phenyl-1,2,3 4—tetrahydro—|soqu|noI|ne (intermediate 4,
example 2) was introduced in portions into chiorosuifonic acid (6.6 ml). The mixture
was subsequently stirred at 40°C for one hour, The reaction mixture was then cooled
_'to room temoerature and an icefwater mixture was added. The precipitate which
5 separated out during this was fi ltered off with' suction and taken up in ethyl acetate
| 'Vlwhlch after washing with saturated brine was dried over magnesium sulfate.
‘Subsequent concentration afforded 4-(6 B-dlchloro-z-methyl 1,2,3 4-tetrahydro-
isoquinolin-4-yl)-benzenesulfonyl chloride as a solid crude product, a portion of which
(150 mg)"—was 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
- y ’ethyl acetate phases were washed with saturated brlne dned over magnesrum sulfate
] 25 ".‘:-'and concentrated The resndue was taken up |n water and after addrt:on of 2N. HCI
e freeze dned '80 mg of a pale SOIid ‘weére, obtalned ThtS con3|sted of ~80% ofthe "
R -'_desu'ed compound in addltron to ~20% of a regrmsomer (Rt =4, 000 m:n (method A)




mass spectroscopy chem cal ionization roomtenperature tetrahydrofuran
- . O [ (ethoxycarbonyl)-cyanonet hyl eneami no]-N, N, N , N - tet ran%tj'i‘ﬁﬂ I um
- tetrafluoroborate dinethyl sulfoxide absolute decorrp05| tion
di met hyl f or mami de Mer ck Purospher 3p2 x 55 nm 95% H20 (0. 05% TFA) - -* 95%
acetonitrile; 4 mn; 95% acetonitrile; 1.5 mn -* 5% acetonitrile; 1 mn;
0.5 mM/mn, 30C Merck Pur ospher 3p2 gg55 nm nobi |l e Phase: 10 Met hod BLl:
stationary phase: nobile phase Method C. stationary phase: solvent: 15
flowrate: 20 .25 stop time: tenperature: Method D. stationary phase:

sol- VentEx&rﬂpf I‘,Pw rat e: |
. 4a: 4-(6,8-Dichloro-2-methy!—1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide,
hydrochtoride;

Intermediate 1: 4«(6,8—0ichloro-2-methyl-1 2,3 A-tetrahydroisoquinolin-4-yl)-
: : ‘benzenesulfonyl chloride ‘
o \A’t'O—"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 "-rqom 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%egumolm-4-yl) benzene—
o .sulfonam!de o - , :
Ly _L_If; ':__;319 mg of mtermed|ate 1 are suspended in 6 m! of 25% strength ammoma and heated
'_"'._4_"to 90°C After 3h, the maxture is diluted wuth H20 and extracted wrth ethyl acetate The

Bt 20 "-_'..{-.-:_organlc phase_ is separated off and dned wnth Na2804, resultmg |n 165 mg of the tlﬁe

. ::;compeund FRE

-‘;'14-(6 8 chhloro—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




2 June 2006 88 0 mih 90% H2O (0.05% TFA) 2.5 min-95% acetonitrile; 95%
acetonitrile to 3.3 mn; 10% acetonitrile 3.4 mn; 1 n1/m'nj24‘~m22 6s'phere
ODS H80 4p 2 x 20 mMm 0 min 90% H2O (0. 05% TFA) 1.9 mi n-95% acetonitril e;
95% acetonitrile to 2.4 mn; 10% acetonitrile 2.45 mn; 1 m/mn. Merck

Li ChroCart 55-2 Purospher STAR RP 18e solvent A acetonitrile/water 90:10
+ 0.5% HCOOH solvent B: acetonitrilelgyater 10:90 + 0.5% HCOOH 0.75 m/min
time[mn] solvent B[% 0.0095.0 0.5095.0 1.755.0 4.255.0 4.5095.0 5:0095.0
-°6.20 mn 40C Merck RP18 Purospher STAR, 55 x 2 mn 3 N particle size.

sol vent _A: acetonitrile + 0,08% HCOOH sol vent B: ter + 0,1 %H
- / ni n Tittered off withswiclign @ndidried, pesgdtingring 536 B!%Of the hydrochlonde in the fo

‘of a yellowish solid.

0. 45

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




95 terrperature . roomtenperature .Exanple 1:

N-[ 4- (6, 8-Di chl oro-2-nethyl -1, 2, 3, 4- t et rahydr o-i soqui nol i n- 429lllf)e-¥ﬂfl§1yl] .
acetam de Internediate 1. 2, 4- Di chl orobenzyl - (net hyl )-am ne is prepared by.
met hods known fromthe |iterature (J. Med. Chem; 1984, 27, 1111).

~Intermediate 2: N-[4-(2-Bronp-acetyl)-phenyl]- acet am de . 15 1s synthesized

i n a manner known to the skilled workeipgby brom nation of N- ( 4- acet yl
After 1.5 h, the reaction mxture is allowed to cool to roomtenperature
;and is added to 60C, a solution of 39.9 g of bromne (1.0 eq) in 60 m of

Pt oqultamedigti o s agsiey T Aot RN e B miRaRetharol o
i ce- vat gitermbdials $5d Fédu%ﬁ th $hd bt{)ﬁééﬁdhd?ﬁug%ai@ohel Wi &l éé@l?t?.‘?ﬂ' NAUEH Yi‘iit er

..-and dried, wth r60 g of the title conpo being i1 so matlng ol nt:

- 192C) . ahﬁfog ft@‘ﬁh@hﬁarﬁlerdescnbed for intermediate 4, example 1, and the alcohol canbe
SN-{4-[2-(2 Di chl or o- benzyi am no) - acet yl | - phenyl } - acet ani de; 1lag (01195

~ mol) of lﬁqlﬂtédﬁélmlé of 88% i ntroduced into 400 nl of di oxane, and a 25
: soluélon of 60 g (0.234 nol) .of internediate 2 in 600 nl of dioxane is .
added. 134 m of tnethylam ne are added, and the m xture is stirred at -

: room-t emtemaédiate 3:04-(4-BiomB-preingl)<s, wlmarmEQﬁéﬂlthQ Paactrghydive | s
~filtered off and the filtrate is concentrated in 2 June 2006.90 vacuo. The
1 esi duelSPgUINONAE; up in ethyl acetate, washed with NaHCO3 and H2O, dried

Wi th w§e@§ %mhe tdfalt-(ﬁ%romfgtl? ;mafzqfﬁ dtbﬁcﬁus.wbéﬁmﬁwaﬁmaggh@

triturat thyI acet at xture, resu
inter madifmnel are tntrbdecécblmm 35 ral afrdictilaidmethane land, &0@1C, Tiompof codnc.

E 115 %§ a4 er%&gﬁ% ﬁ%@ﬁ f{lfr% atspom Wm%ﬁ@"%ﬁ‘?fﬁ fhoytse tha feastion mixee - 36
: cg) C( 0. Ogi% pBRiréd Bhtd i&%%d&%%&é%:éuﬂé%wﬂ{ S IPN4EH. Tha@ Sudthcind Rifiano! and, at

,dlchloromethane are carried out. The combmed 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-Br0mo-phény!)—6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydroisoquinoline,
h'ydrochioride; e

'1300 mg of 4-(4-bromo-phenyl)-6 8-d|chloro-2-methyl 1 2, 3 4-tetrahydronsoqumolme are | e
20 _-';.,‘.st:rred in2 N'Hcl at room temperature The resultmg precupltate i f ltered off W[th EER
. ,fsuctlon and dned L : < SRR

e Exampleﬁ 2’1‘{(_6;:sf;b§¢ﬁior6f2;iniéth§i¥1 2,3 Aetrahydro-isoquinolin-4-yl)-benzoic acid; .. °

CH ..




7.8 g (2 ed) of sodium borohydride are added. The mi xture is then stirred
at OC for 10 30 min and at roomtenperature for a further ho%#uneF%QOSV\orkup

the reaction mxture is concentrated and the residue is partitioned
between 1 N HC and ethyl acetate. The aqueous phase. is separated off,
adjusted to pH 9 and extracted twice with ethyl acetate. The conbi ned
organi ¢ phases are dried with MgSO4 anmgh concentrated. The crude product
obtained in this way can be reacted further w thout further purification.
15

=4- h I
ot am aer O BPGBELEMARUY 234 ferfa RN B BB AF hsb ot
- di chl ormeRga6enmol.of at(4-BI6mo2pleriil)-6/8-giehlero-ban6thyRt @ @dded dropwi se. The -
mxture s stirred at OC for 2 h and at roomterrperature for | h. For

- wor kup, etra'evdfeaegueﬁhmﬁ {eample . interseediate Beareztissolvast in Haiml akabs-eci pi t at e
filt t m of 1 N
Ao o ER b ) A B80S Alehy. A o TR, e &

- - 'phases. (Ajﬁirnami):eﬁthplaen}dphcﬁphmmanm CWUgl@ pimoi) of Catch)g)g are tddedtAfterwi t h
~di i sopropyl et her, whereupon 11:7 g of the conpound of the exanple are

7 lidsol at arelnewedﬂuslysg auithi argon 867 g (@75 mwolpof Ru(PRI0$)4 206 @ddedBandkcarbon
-~ N:[4-(68-Di ¢chl pro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl ] - ace

t?m demom@@#eemaﬁwaéntozhe gelitionEhe mixdureis-stisredaA 20° Ce Alftes &mmcer% abo ny)
L h f 2 N HCl,
"-‘-_gndt Ta t2|btsbgdd ﬁgpbé%@%t%éqdd% @?ﬁgfggﬂ‘é%(b T? H}nm)concent r.at ed I n

Vacuo, Pai(BPhQ):; WeEE added and sliring att 4@0NCtandapausingpeatbbh Inermddefito e h
- suction, whereupon the title conpound is obtained as a crystalline solid
- (RI0= somnrwere(qeetmmd oy eightlhouns; Afteragain s2hding everdigb ri@dsingiain) .

- i<E>i§i T Pt s pgred arvgeagion vas llgwed o leuRlace VBRES e SR 5GP ene-

For workup, the solvent is removed in vacuo and the residue is taken up in ethyl
- - acetate. Three extractlons W|th 2 N'NaOH are carried oit. The combined aqueous
' 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)-
ﬂ‘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 e
| 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




10 sul f onani de hydrochl ori-de; 2b: |
(+)-3-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- aJWQZQS@nzene-

sul f onami de hydrochl ori de; 2c: _
(-)-4-(6,8-Di chloro-2-nethyl-1,2,3,4-tetrahydro-i soqui nolin-4-yl)- benzene-
- sul fonam de acetate; 15 2d:

(-)-3-(6,8-Dichloro-2-nethyl -1, 2, 3, 4- t 0@ ahydr o- i soqui nol i n-4-yl)-benzene
sul fonam de acetate; o, I\ C H2 HCVACOH C 2a/2c 20 Y I~ cl (+ and -)
2b/2d o; ,0 S NN2 HCVACCH Internediate 1: '

P - e Be R R A BF s obr O AR yPALSLARAE S ARURA 5017

- 2-[(2, 4vm:m1lamddhbeesnglu¢4mtaideydupametbyl sﬂcadﬂiteradd-wasiwmwme withtleN€@Hat e 1
is reacteqd with @%@"@ hen et han ne | he nner descr bed in
‘exanpl e384 ONGE M h§ Lﬁ’ﬁ'aﬁﬁ 1% "‘351151 onegnisateds i cati on

. | -§2| Isl)l/v: gﬁ"%’ﬁ? @%gr{y‘g%ﬁﬁ'%ggﬁﬁ{&ﬁﬁgqafﬂ%tﬁgﬁé)m%@%b ?}@%%qgﬁ%l@fd as a

Int b Weduﬁﬁdatﬁn Bun[tlﬁé’r m:rmoaﬂbnroﬁ PpropdrativetiPyC- (é&é!@ﬁfitrﬂbﬂﬂﬁ@!tﬁﬂucﬁbﬁ@étﬁi

. acid) affords the des:red carboxamide as tnﬂuoroacetate (Rt =4. 169 min (method A);

 MS(CIH) = 363.3/365. 3)

Example 8: _4-_,(6,8—Dichloro-2-methyl—‘i',2,3,4-tetréhydroisoquinolin-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(CI*') =377.3/379.3).
'Example 9: 4-(6 8- Dichloro-2-methyl 1 2 3 4~tetrahydro-lsoqumolm-4—yl)-N-(2- B
dlmethylammo—ethyl)-benzamlde tnﬂuoroacetate ' ‘

| - 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 mm'_

"'._(method B); MS(CI"’) 406. 3/408 3)




1 nt er medi ate 2 is reduced w th sodi um borohydride in the manner descri bed
ih exanple 1, internediate 4. Once nonitoring of the reacti®funniQat es

" conplete 10 conversion, the mixture is concentrated and the residue is

.+ (-)-6,8-Dichloro-2- met hyl - 4- phenyl -

n hept ane/isopropanol 7:3 + 0.1% TF;

taken up in ethyl acetate. It is washed twice with H2O dried with MySO4
and freed of solvent. The crude product, Wich is obtained in quantitative
yield, can be reacted further without ¢pyrther purification (Rt = 4.149 mn
(method A); MS(Cl+) = 310.2/312.2). 15 Internedi ate 4:

6, 8- Di chl or o- 2- et hyl - 4- phenyl - 1, 2, 3, 4-tetrahydro-i soquinoline; 20 g (64.5
mmol’) of internmediate 3 are dissolved in 55 nm of dichloronethane and
cooled to OC. This solution is added dropwise to 55 m of precool ed conc.
H2SO4 apgampleetv: miu"eﬁtoetzrn%tﬁymtmﬁt&bﬁm-w pheﬁylblqlﬂ’§4- For workup, the
- mxture is-poured onto ice and nade strongly "alkaline with 6 N NaOH. Three
- ext r act letiabydioisequingiine; bifluelnacetad® are carried out. The conbined organic.
phases are dried with MgSO4 and conceqtrated. The oily crude product is- =
purlfled on silica geI resulting infinfernediate 4 in a y| el d of 53%(Rt =
4.444 min (method A);. MS(Cl+) = 292 §294. 2). 4a:

, 4-tetrahydro-isoqui nol i ne

“trifluoroacetate; 25 4b:
"(+) -6, 8-Dichloro-2-nethyl - 4 phent\ﬁl -1 2] 3, 4-tret r ahydr o-i soqui nol i ne -
trlfluoroacetate Internediate 4 ﬁ arated into the two enantioners by .
HPLC on a chiral phase. " chiral coliur; NChiral pak OD 250 x 4.6 cm solvent: -
_ flowrate: 1 m/mn; 30 : :
: - -ena,ntlomer/4agS = 9.340 mn; %g -enantioner/4b) = 20.327 mn. 2
-_J un 20866 9E (1R rsnds0HCs2G 0t 6.75i g {0.08. eavefipaliadien) acestchand 28tmgns
- were dissolved in net han_fllz N HCl m xture and freeze dried, and

© possi bl @-445 el of 2. Rebis-{dPbeTRRRSRAIND) S ampmhmrmrwﬁmo&gt“%nne

-.solids.;
C) =4 ( t uerh ol%%defan%? ELscil?g?%OfAfogg‘td' mlh azrg‘-“.f'%' OUI noﬁ’ho*lng g 2)5 enzene-

Csulf onaﬂbaﬂBME/chha lsotutlda of 351 mg (1.0 mmol) of 4- (4 bromo—phenyl)—6 8.dichioro-2-

. .l'.( +) 3 ( 6e§1yP!l (‘2@ 2— etrahy ro:s%qulnolzhe in 2% { &h zX ?mhéﬁé"é'ré‘ gf';i('ie]d 4ar}3 t)n benzene- . |

. . '1(_) - -mlxture is stirred at 100°C for a total of 9 hours. For workup, the solvent is removed
the residue is taken upin dlchtoromethane 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 purft" cation on a preparative HPLC it is possible to isolate 160 mg of the
L __s:.';_:1,'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 ' R
lsoqumoline (example 5 mtermedlate 3) Reaction time: 2 days at 100°C three tlmes N




5 sul fonanmi de hydrochl ori de; A suspension of 500 ng (1.7 -mmol) of
‘intermediate 4a in 10 m of dichloronethane is introduced aJ@E 2G86o 1.2
m- of chlorosulfonic acid. The m xture is stirred at OC for one hour and -
- at roomtenperature for a further hour. A further 5 m of chlorosulfonic
~racid i's added and the mxture is stirred at roomtenperature for one hour.
For workup, 10 it is poured onto ice amp adjusted to pH 8 with NaHCO3. Thr ee
extractions with ethyl acetate are carried out. The conbi ned organic
phases are dri ed with Na2SO4 and freed of solvent. The crude product

‘obtain 2 _ : . bl QC for
Chr oe. iy amblbbofiy atsE Bhe Bnbtbittefyal Fh Gerced HindBlosoblsfantss, | <

- concent isatated aardcdldressesilid wdter praprarative BiMeE.bet ween H20 and et hyl acetate.

15 -The organic phase is separated off and the aqueous phase is extracted

~once nmore- with ethyl acetate. The conbined.organic phases are dried -wth

oo GRAmpRe1 TR HRH (A o SURAYGH 2 S BIRIRIIATTY 0T

Ja ydl dmﬁuinotthdﬂﬂwbacbla@rt her purification on a preparative HPLC.

. affords 212 ng of the para-substituted title 20 conpound 2a, plus 58 ng of -
“the'neta isomer-2b. = Conditions for the preparative HPLC. chiral col'um:

~ (-)-4-(6,8-Dichloro-2-nethyl-1
‘. sul fonam de acetate; 2d:

“Chiral pak AS 250 x 4.6 nm  sol vents: : _
n- heptane/ethanol/methanol/acetonltr|I b 20:1:5:0.5:0.5 “flowrate: 1 m/mn .
25 Rt(main fraction) =14:145 mn (->3 2 June 2006 94 (Rt(2a) = 3.630 mn
(et hod A); MS(2a), (ES+). =371. 3/ 373: 3\EMH+H) / 412.3/ 414.3 (Mr+CH3CN); Rt

(2b) = 3.668 min (nethod A) NB&IZb),(E+) =3T4.3/373.3 (Mr+H)/ 412.3/°
414.-3 (l\/lHCHBCN) 2cC: :

ahydro-i soqui nol i n-4-yl) - benzene- "

( }-3-(6, 8-Di chl or o- 2- et hyl -1, 2, 3, - t et r ahydr o- i soqui nol.i n- 4- yl)- benzene-‘
s ul. fonarnelaeareﬁ piberidine derivative can be obtained starting from piperidine and 4-(4-.

| bromo—phenyl)-S 8—d|chloro-2-methyl—1 2,3, 4-tetrahydroisoquinoline (exampie 5,
E . intermediate 3)in analogy to _the method: c_lescnbec_:l in example 10.
10 '

Example 13:6 8—D|chloro-2-methyl—4 -(4-pyrrolidin- 1-yl-phenyl) 1,2,3,4-
tetrahydroisoquinoline, hydrochloride;

- The reactron |s carned _ ut m analogy to the method descnbed in example 10 startmg
; 5 from pyrrolrdlne and 4¥ " -hromo-pheny[}-ﬁ 8 dlchloro-2-methyl 1 2 3 4- o '_ !
. tetrahydrorsoqu:nohne ‘_S'cample 5 mtermedrate 3) The product obtarned after
' punf catron by chromatography |s taken up |n the DMSOlaceton:trrle mrxture .
whereupon a precrpltate separates out This i is: ﬁltered oft drssolved m 2 N HCl and
S ' freeze drled resultmg in the tttle compound of a colorless solrd ‘
o , , L _ :

Example 14 6 B-Drchloro-2-methyl-4-[4—(4-methyl-p1perazm 1-yl)-phenyl]-1 2 3 4__ o
tetrahydro-:soqumolme tnﬂuoroacetate Lo




. (internediate 4, exanple 2) was intr

.~ mixture was added. The preci pit at e~y

The title conmpound is synthesized by the nethod descri bed un?gr 22@%},_
using 10 internediate 4b as starting conmpound. The purificat H"%
separation fromthe neta isomer which is to be expected takes place under
the follow ng conditions: chiral colum: Chiral pak AS 250 x 4.6/12 mm
solvent: acetonitrile flowrate: 1 m/mn; 15 Rt(main fraction)= 4.394 mn"
(->2c); Rt(subsidiary fraction) = 4. 8B nmn (-+2d). The purified products
are-each taken up in a 10% acetic acid solution and freeze dried, resul ting
in the desired acetates as slightly yellow sh solids (Rt(2c) = 3.656 mn
(method A); MS(ES+) =371.1/373.1 (M+Hy/ 412.1/414. 1(Mr+ CH3CN)); (Rt (2d)=
20 A562 min (nmethod B); MS(ES+) =371. 1LN373.1. (IVH—|)/ 412. 1/414 1 . :
(MH+CH3CN) ) . Exanpl e 3:.440,81 -Dichljorop-net hyl -

2,3,4-tetrahydro-isoqui noI i n4-yl)-N, N-di et hyl - benzenesul fonam de,

hydrochl oride; CI CIH 25 2 June 2006 9%
6, 8- Di chl or o- 2= net hyl - 4- phenyl - 1, 2, 3;

trahydro |squ|noI|ne :
ogidced | portions into chIorosquonlc*
ubseqgiliently stirred at 40C for one hour.
~tof roomtenperature and an. i ce/ wat er
AT~6 separated out during this was
- filtered off with suction and takengup in ethyl acetate - which, after ’
- washing with saturated brine was dried over magnesi um sul fate. Subsequent

| - concentireaction offN-sratayl-pipgrazBecanchid# dromoepheriyl )46, 8-dichlotoe2-magthyk o-

ot ety SRR @tineil By heitatiad DY e hiBaRleRifen i
" di met hygxample 19aiffrdothe ietompomidin thbq‘oﬂﬁ"ofiarbdmteers)soﬁapl ed to 10C. The
n_-resgl ting suspension was subsequently stirred at this tenperature for 1.5

hen ice-water was added and after extraction three tiness wth ethyl

~ brine SR é“é’“’”@fé?‘*ﬁ"?gﬁé%. AR t@@ﬁt’"?&%ﬁé“@ﬁ%&t%ﬁtﬁ%ﬁé W th vater

. "and, trifiuoroacetate;

. ;acid (6.6 mM). The nmixturée wascs
The ‘reaction mixture was then cool

TFA

."\7

Cl
, In‘termediate 1:

- 10 Cyclopropyl-(2 4-dlchloro-benzyl)—amlne : : :
| '_ o .25 g (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 portrons After standzng overn:ght the solvent is S

e jj‘ﬁl:f""f,jremoved and the resndue is taken up 2N HCI Two extract:ons wnth ethyl acetate are"';'}'rr,-i S

- cam_ed out The aqueous phase is: made alkallne 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 ln thls way, in- the form of a shghtly yellomsh orl can be
S ; reacted further wuthoutfurther punf' catlon R
BRI Interr_nediate 2:'2-[Cyclopr0pyln(2,4-'dichloro-benZyl}arnino‘]-t-phenytfeth_anone;'




after addition of 2 N HCl, freeze dried. The crude product ogt ai ngﬂgérn th| S
way was 15. then purified by preparative HPLC. Conditions: fjg

phase:. Merck Purospher RP18 (10pM 250 x 25 nm nobile phase: 90% HZO
(0.05% TFA) - > 90% acetonitrile; 40 mn; flowrate: 20 25 m/mn The
fractions containing the product were conbi ned, the acetonitrile was :
stripped off in a rotary evaporator, 1@4d the agueous phase was washed with
saturated potassium carbonate solution and then extracted three tinmes with
ethyl acetate. The conbined freeze dried.: 80 ng of a pale solid were

obt &1 neiterkidats g rahetd it 4fifArdhobbBGBENGRIRRIFbEthoeThe esi due vas

taken up in water and ter addition e phases were
washed tnuethyiwamrlaldm:kahe|hyethednetbdd@iescnh®@ n'esianmlelﬂ firteemddiate 8dFeronpound,

; A’gggacli;j ' o(n tﬁwﬁg%rgés %;ﬁlf%i aif./a r@;:ge(resldue Is ?E?k%nnapn :n(g?[?lgfihacetat)e It II\/S( da+ =
~4-(6, 8- %ﬂﬁ&cﬂﬁﬁc@mﬁfﬁq-@cb aiad%w?oe‘\niftﬁérr@ilm ﬁé@ﬂrﬂH'Mﬁéd)ﬂ “dhid/oricBRttafesul fon

am.de, ..hydrochloride;“cl CIH Internedi ate

4-(6, 8- me:bmleqoradmtdmyéméd h ﬂuéwtagtdaafbéife%bwmmei Mthéub’i’u}ther
benzenesul f OI‘] chloride At 0C, 1 nmol

6, 8- di JMHIHEICBtigN.net hy| - 4- phenyl -1, 2, 3, 4 tetrahydro i soqui nol i ne
'--(| nternmediate 4,- exanple 2) is int roduced into | m of chlorosul fonic acid
and.stirred at 10 roomtenperature for 3 hours. For workup, the reaction -

m xt ur dntesmediated: B-lﬁCyc!opm,py&(H ﬂ-s:lidﬂorb@bwm-érﬁzn%]-mﬁﬂbnyl btHswel] and
- -extract e%‘.‘%%ﬁn ﬁ ﬁ{: ggh conbi ned ethyl acetate phases are
dried Wl UcsHe 'F@%'quttaﬂ he methpd dgsefibedrine crude
BL?ﬁ?fE ﬁmﬁé ':ieﬂltérpneuhéta A" Work G ThS Tkt RELontehiota, Haa'hs' residue is
| partitioned between 1 N HCI and ethyl acetate. The aqueous phase is separated off
“and extracted once more with ethyl acetate. The combined organic phases are dried

= ) ._'Av'vith MgS04 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 mg of a o
| S :':_:yeliov-'[sh 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

?:' ‘ Examp]e 16 “16a ":(-) N"[4 (6 8-chhloro-2-methyi-1 2 3 4 tetrahydro-isoqumolm—4~yl)
T }:;:"Vphenyl]-acetamede ORI L i e e T e T T
L ,"7‘-':-';16b {+)-N- [4 (6 8: chhloro-2-methyl 1 2 3 4-tetrahydro-lsoqumo!m~4—yl)-phenyl]—-

7 acetamide; : i




~. form of a yellow sh solid. 4b:

sparingly soluble constituents is foll ow

- 15 Intermedl ate 2:

4- (6, 8-Di chl or o-2- net hyl - 1 2,3, 4- tetrahydro I soqui nol i n-4- yI?J'f)'ee%OOr?e

sul fonam de .319. ng of i nt er medi ate 1 are suspended in 6 mM of 25% _

- strength ammoni a and heated to 90C. After 3 h, the mxture is diluted with
H20 and extracted with ethyl acetate.. The 20 organi c phase is separated

off and dried with Na2SO4, resulting 105165 ng of the title conpound.

4-(6,8-Dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-benzenesul f on

am de, hydrochloride; 25 145 ng of intermediate 2 are suspended in 15 ni

~of diethyl ether, and 1 m of ethereal HCO isgdded: After stirring at
.roomtenperature for 30 mnutes, the precipitatle is 2 June 2006 97 filtered
coff with suction and dried, resultlng |n 136 yfg ~of the hydrochl orlde in the

- 4-(6,8-Dichloro-2-nmethyl-1, 2, 3, 4-tetrahydr_o_qur nolin-4-yl)- benzenesulfon :
~am de, ~ acetate; c AcOﬂ"C_I,-,L(E%nﬂg.)'of ‘internedFate 2, exanple 8, are mxed
with 5 m of glacial acetic acid, and §0 md_ ol H20 i s added. Filtration of
i reeze drying, resulting in

"','.250 nmg.of "the title. corrpound Exanpl e 5: MsA4-Brono- phenyl

. I6 8- di chl or o-2- met hyI 2 3 4- tetrahydr0|c§oqw nol i ne, hydrochl ori de -c‘I‘ '
. 500 mg of the title oompound from exaniple 1 are separated on achiral phase,
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; ‘
- Ry{(-enaritiomer/16a) = 5.856 min;
B "-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;

N I.itntermediate‘l R L e : I A ST
L : _;4—(6 8-D|ohloro-2-methyl~1 2 3 4-tetrahydro-lsoqurnolln-4-yl)-phenytamme : G
o 153 0'g {8.6:mniol) of N4 (6 8-d|chloro-2-methyl 1, 234 tetrahydro-rsoqumorm.yr)j‘-?.}'-'?'
' -_ffj_phenyl]—acetamtde (example 1) are dnssolved in 100 m! of 20% strength sodlum ‘ _
"-;ethanolate solutlon and heated under reﬂux for four hours A further 2 0 g (29 4 mmol) f_'
B :.-"of sohd sodlum ethanolate are added and the m:xture is heated under reﬂux for three T

BT ,:more hours For workup, the solvent is removed in vacuo and the resrdue is taken up
20 in200 mi of H20 and extracted t\mce with dlchloromethane The combmed orgamc '

| i-phases are dned wrth MgSO4 and concentrated Further punt" catton by




ClH -Intermediate 1: 15 1=(4-Brono-phenyl)-2-f _ :
(2, 4-di chl oro-benzyl) - net hyl - am no] - et hanone; 2 June 2006
(2, 4-Dichl oro-benzyl)-nethyl -anine (see exanple 1, i ntermedi at e 1) and
2-br ono- 1- (4 brono- phenyl ) - et hanone are reacted in analogy to the nethod
described in exanple 1, internediate 3. After anal ogous workup and
- chromat ography on silica gel, the al kyld&ion product can be isolated in a
yield of 69% 20 2 June 2006 98 Internedi ate 2: _
1- (4- Brono- phenyl ) - 2-[ (2, 4-di chl or o- benzyl ) - net hyl - am no] - et hanol ;
| nt er meghmiatbgraphyashisiReh b6l (el Q05ERTRERAREY - ) BRlRY in'thb hnfina%sy ¥al ent s
of NaBH4 in . analogy to the manner described for intermediate 4, example 1,
and t heYallowislpil i gugatitativeyiglced in a yiel d of 86% Internediate 3:
4- (4- Brono- phenyl ) -6, 8-di chl oro-2-net hyl -1, 2, 3, 4-tetrahydro- isoquinoline;.
. 5.45°g (14.0 mmol ) of
1-(4- brér(ﬁ-&ebmhidro-zlﬂieiﬂm E,Bmtetfwrybﬁﬁﬁbhﬂlmﬁﬁrﬁth}Bﬁb@Qamlrﬁi hanol are
cintr ﬁﬂgj E'Q 15 m of di chl oronefhane and, at 0C, 15 nml of conc. 10
‘H2S regbierdens t er stlrrlng at roomterrperature for 2 hours, the

reacti o . Three
| Lenct | oPog i (065 ririof BYad oo ARy AEs AlkRLh IOt SolHasgL T

" phases phenylamnine ametd:ssmmmn 3oh oﬁettmnbh@ﬂﬁll. Theclebrsdlotion Butdrfcenaten,
e LSRR ST RIS thdy FerdS o vt Subhicrandladed, ¢ O 1N

| hlyfjfocl? h‘lqor i de@ﬂ)ﬁ Wa@g&sgib[él}b%aa% 20 mél ofjth§ désited RyaRMNHEHRES Ul nol i ne,

£ br ono- phenyl) 6, 8-di chl oro- 2- nethyl 1,2,3,4- tetrahydr0|squ|noI|ne are

20 st r%fﬁpfﬁ 1?8[ Eﬂy! ‘N'—4 @D@d Hidte 4 Fnuertﬁyl 1T£§,4—?e§yalhtydp<g:s%agi%'o ||1-t4?3t/l§ s

filter
' L benzenesulfonylu,rea, 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-of2.5eq

_ . r:__:of ethyl lsocyanate in acetone is added dropw:se at room temﬁerature and the solutlon o
'~IS heated to reflux. For workup, the mixture i is concentrated in vacuo and the resrdue |s‘ o
SR :j-taken up in HQO and extracted twice wrth ethyl acetate The aqueous phase IS acndrf ed"__ L
20 l:;r"Wlth 6 N HCI and the resultlng pl’ecnpltate is filtered off with suctron Washrng with ethyl"_f R
| acetate and drymg in _vacuo affords the trtle compound m good yreld il -:_

5 Examp e"1 9: 1-[4—(6 8-D|chloro-2-methyl 1 2 3 4—tetrahydro—rsoqumolm-4-yl) phenyl]-3- 3




suction-and dri ed. Exanpl e 6: J

. 4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4 yI?-H@%Q%QQ acid;

~"OOH G C.~ 1.\ CH 2 June 2006 99

'4- (6, 8-Dichloro-2-nmethyl-1, 2,3, 4- tetrahydro i soqui nol i n-4-yl)-benzoi c acid;

5.57 g (15 mmol ) of 4-(4- bronD phenyl ) -6, 8-di chl oro-2-nethyl -1, 2, 3, 4-

t et rahydroi soqui noline (exanple 5, int@rnediate 3) are dissolved in 150 m -

of abs. DMF/ benzene (1:1). After the solution has been. degassed, under

argon 1.18 g 5 (4.5 nmol ) of triphenyl phosphine and 1.17 g (9 nmol) of

Ca(HCQ2) 2 are added..After renewed flushing with argon, 867 ng (0.75 mmuol)

- of Pd(PPh3)4 are added and carbon no ge~s passed into the solution. The

mxture is stirred at 120C. After si ours at 120C and -standi ng over ni ght

under .argon, a further 867 ng (0.75 1) of Pd(PPh3)4 were added and

. stirring at 120C and passing carpon noxide into the 10 sol ution were

- continued for eight hours. After yhst andi ng overnight, 135 ng of PdCl2
wer e added and reacti on was all owe take pl ace under. the sane C

condi tions.. ~ Forworkup, the solventais renoved in vacuo and the residue is

o "ot B 7 A g B B G5B et aEfeh ek e

ext r acaeglintetr sstutidn oES00MTIg 18 MIMmAIF 6t £(6,8-diBhi dried
S with MSH4, and f;fﬁed of saql vent. Th)é r‘g-gl ‘due |§i:tg5?fl§m d?z%&?iéﬁ?@%&ge

usi ng Soguingligrds Pheryeming saa examplery) in dSunt ofi luenemetr@@houmm title
S 54

. 3 le 7:
C TSR CTR s 2y Bt kb0 SlmelPl Rt 4l og ikt e Rl © 26
benzanBaC for dr’lejbmmaEer abekup, the solvent is removed and the residue is tnturated wath
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) phenyl]-S-propyl—
1 0 urea, hydrochlorlde

. a
HN"U\N/\/

CH

‘ 450 mg of 1-[4-(6 8-d|chloro-2-methyl 1 2 3 4-tetrahydro-|so umolln-4-yl)—phenyl]-3-
. 'propyl-urea are dlssoived ina mixture of 2N HCI and THF. The clear solution i IS
L -fconcentrated m vacuo and the reSIdue is trrturated wnth ether and fi ltered off W|th
S 1 5 .' suctuon Drymg affords 4?3 mg of the deswed hydroch!onde

'- -Examp[e 20 1'[4 -6, B'D'Chmfo'z-methyi 1 2 3 4~tetrahydro-|soqu1noim-4—yl)—phenyl]—3—
methyl—thlourea SR




_T-F.Arcl 146 ng (0.43 mol) of ' -
. 4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui noI|n 4- y|¥"”%%%‘%‘29c aci d
(see exanpl e 6) are dissol ved in 5 m- of DMF, and 1.0 equivalent of . -
triethylamne is added. At 0C, a solution of 141 ng (0.43 mml) TOTU in 3

- m of DMF 25 is added. The m xture is stirred at OC for 30 mn and at room

tenperature for 30 min. This solutiomd8& then added at OC to a sol ution of -
0.28 Ml of 2 Methylanine solution and 0.06 m (0.043 mmol) of
triethylamne in 5 mM of DW, and the reaction mxture is 2 June 2006 100
St i rredPﬂscere@mg heéﬁsﬂtsg?}tértﬁefn%thbaro%%chewﬁ] ek ded sfaEﬁrr& Ment is
~distilled off vacuo, and t ereS|due|stae up 1rn et acetate and
washed 90R o9 W 531 mmel) K6 Brdichioce-2anethykace, Sﬂhtatmhgdm—nsoqmasm#syl)ir ied

D, Nt Sh BGRB8 N B0 L0 iBcyenate b s

purifi c245 aiy 6hthe dystatiabluied toe<CGsoregoni trile/ H2O tri fI uoroacetic aci d)'
affords the desired carboxam de as trifluoroacetate (Rt.= 4.169 mn (rrethod

A ;-9vs(C +) = 363.3/365.3). Exanple 8:

benzam apl 71 L E I o 2Bl ad R L0

~ .nmet hod ethglureédied i n exanple 7 starting from n-propylam ne and :
"~ 4-(6,8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl) benzoic acid
(see exarrpl e 6) 15 (R = 1.881 mn (rretﬁ"j\B); M5(Cl +) = 377.3/ 379.3).
Exanpl e 9: | SR ' :
4(68D|chlor02nethyl 1,2,3,4-tetr
~di met hyl am no-et hyl) - benzami de, trifl
‘anal ogy to exanple 7 starting fr
~di met hyl et hane-1,2-diamne by a T
‘ m n (rret hod B); I\/B(CI +) = 406 3/ 408.

ro-isoqui nolin-4-yl)-N(2-
oacetate; C TFA 20 was prepared in’
le 6 and N1, N1-

lated coupling reaction (Rt = 1. 449

AR Preparatlon takes place in analogy to a method described in example 19, starting from
- 10 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).

| 21a: 1-[4-(6,8- chhloro-2-methyl 1,2,3 4-tetrahydro-lsoqumoim-4-yl)—pheny|] -3-ethyl-
urea, hydrochloride;

Conversmn mto the correspondmg hydrochlonde takes place m analogy to the method - |
‘*---_';descnbed m example 19a S ' R

R, ,'-.:":A.'Example 22 N-[4 (6 Methanesulfonyi—Z-methyl 1 2 3 4-tetrahydro-lsoqumolln-4—yi)--
L0 phenyl]-acetamtde - -




2 June 2006 101 Exanple 10: ' =

6, 8-Di chl oro- 2- net hyl - 4- (4- nor phol i n-4-yl -phenyl )-1, 2, 3, 4- 2 June 2006

t et rahydroi soqui ol ine, trifluoroacetate;, TFA 5 456 ng (1.4 mmol) of
Cs2C38, 6.75 ng (0.03 mmol ) of pal l'adium acetate and 28 ng (0.045 mmol ) of
2, 2- bi s- (-di phenyl phosphi no) -1, 1- bi naphthyl are introduced into 5 m of

abs. toluene. Under argon, a solution19g 0.104 m (1.2 mml) of norpholine
in 2.5 mM of abs. DV, and a sol ution of 371 ng (1.0 mol ) of

4- (4- br ono- phenyl ) -6, 8-di chl oro-2- net hyl - , 3, 4- tetrahydr0|squ|noI|ne in

2.5 nm A |- ﬁ%ﬁ ure is stirred at 900C for
- a total I?l(i)(? 9 l%ttﬁ?ls%%tﬁé\g? up,glt Rgﬁg’q@%ﬁwﬁs ﬁ%m)ved the residue is
taken up syntfwsczteld(mamaglfm1 la‘omdmeﬂnb/IAMmethanea;ultaugmenzaneahdl tered of f.
After con entratlon of th %J E% ﬁﬁdue,i s chromat ographed on

si |i ca 'GEMYlaspie i a 'Pﬁ@'ﬁ“i’f’ a@’FS'ﬁ'! in 350 nmg of the desired

';jm)rphollne derivative. After a further purlflcation on a preparative HPLC
it is possible to.isol ate 160 nmg of the " 15 correspondi ng trlfluoroacetate

i n Bhe The tilecompoundis prepares indenalggytmihe. synthetic route indicated in

ol . B Bt s B B ARESBHY D0bir GreheBBREYL L

‘the rTEtémﬁNG[&é{Qlﬁbrbmda-adetﬂ%ﬁﬁﬁhﬁ]—&@eﬁhﬁﬂé i(&earhpren, ikteRhEdan@)ne and
4-(4-brono- phenyl ) -6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-" i soqui nol i ne

“(exanpl e 5 internediate 3). Reaction tine: 2 days at 100C;, three tinmes 2

U bR 2N - e e bilie Slliliaciig i aerihe

" HPUC.  Bcetgrhide] 2:

.6, 8- Di chl or o- 2- net hyl - 4- (4- pi peri di n- 1-yl; phenyl ) -1, 2, 3, 4-t et rahydro-
.isoquinoline, trifluoroacetate; TFA - j\

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). |




Cl The desired piperidine derivative can be obtai ned Start'”ﬂduﬁé5806
-pi peridine and 4-(4- .
br ono- phenyl ) - 6, 8-di chl oro-2-net hyl -1, 2, 3, 4- tetrahydr0|squ|noI|ne (exanpl e
-5, internediate 3) in analogy to the nethod described in exanple 10. 10
~ Exanpl e 13: 6, 8-Di chl oro-2-met hyl - 4- (4-pyrrolidin-1-yl-phenyl)-1,2,3, 4-

- tetrahydroi soqui nol i ne, hydrochioride;1®H The reaction is carved out I n

‘anal ogy to the nmethod described in exanple 10, starting. 15 from
pyrrolidine and 4-(4-brono-phenyl)-6, 8-dichloro-2-nmethyl-1,2,3,4
t et r ahy @@l 26NNLE 1 8-CitsARlRethyl-BIByRONBRAL AVE1 D)3 41@%%%6 quiriLped
,after purlflcatlon by chromat ogr aphy i s taken up in the O acetonitrile
m xt ur e Y)-Rhe8yd@s6tRMaIdeT eci pi tate separates out. This is filtered off,
dissolved in 2 NHCI and freeze dried, resulting in the title conpound of
-a colorless solid. 20 Exanple 14: -HNjﬁ o :
6, 8-Di chl oro-2-met hyl - 4-[ 4- (4- et hyl - pi pejazin-1-yl)-phenyl]-1, 2,3, 4-
- tetrahydro-isoquinoline, trifluoroacetat 2 June 2006 103 carried out. The
aqueous phase is nmade al kal i ne wit} H>§nhd again extracted twice wth
ethyl” acetate. The organic phases areydrjed with MySO4 and concentrated.
fThe crude product obtained in this wa @ pithe formof a slightly yellow sh .
~oil, can be react ed further wthout- furct her purification. Internediate 2:

7 Loyl anon Bl BSOL DAY 15 |mat)mn@uaénh§§£c?ﬁ§3tr§mmc$ea£5 on of
. N m‘aé hytoﬁé R ca>ﬁ o? 5 fﬂg-dlplfleny phosp no-qxl g)lnapﬁthyl glhe :%Er?)dﬁcé? mtg 6_.5 mi of
' abs. toluene under argon: At room temperature, a solution of 512 mg (1.3 mmol) of
'-[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

CCH

' 320 mg of N [4 (8—chloro—2—methyl 6-pyrrolld|n— —yI 1 2 3 4-tetrahydro-lsoqumolan-4—yl)—
SN ’:'-'_f-_phenyl]-acetamlde are dlssolved in 20 mil 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




1,2,3,4- tetrahydr0|soqu1nollne (exanple 5, internediate 3) b Jﬁﬁe ngfhod
descrlbed in exanple 10 affords the title conpound in the forn1o% :
- colorless solid. Exanple 15:
‘6,8-chhloro-2-cyc|opropyl-4<phenyl-1,2,3,4-tetrahydroisoquinoline,
~trifluoroacetate; 5.25 g (30 mmol ) of 2, 4-dichl orobenzal dehyde are
introduced into 140 m of nethanol andjitat roomtenperature, a solution of
- 1.71.9 (30 mol ) of cycl opropylam ne is added. The m xture is stirred at
roomtenperature for 40 min and then 1.42 g (37.5 mvol) of NaBH4 are added
in portions. After standing overnight, téhe solvent is 15 renoved. and the
‘residue is taken up in 2 N NCl. Two exdy tions with ethyl acetate are 2
June 2006 104 Internediate 1 is reacted w th al pha-bronoacet ophenone in the
. presence of triethylam ne in di.gxanelby the method described in exanple. 1,
- internediate 3. For workup, th olvent is gdisstilled off, and the residue
.. is taken up in-ethyl acetate. |t fajhed twice with H2O and twi ce wi.th .2
- N HC, dried with MgSO4 and concent ed'~ The crude product obtained in- :
-this way can be reacted further w thout further purificatioh | nternedi ate .

.I3nt (23r : gd%gggét%y%kééaéggﬁ \%F?';? ﬁ%ﬁﬁl’?‘?"&@a‘%ﬁ)‘]ﬁeﬂi aﬂﬁla %‘éﬁm bed i n"

10 exarfpirm N-[4-{§bRime-8-cHIorod2- n’féthyw\ﬂ)ﬂmetié}ﬁ/d?b%ddwélm-&?n%@h and

the residue | s partltl oned between 1_N HCI and ethyl acetate. Ee aqueous
_ phase iacekupidedexampla 24)and morphalined Tha chromategrarhy on sijira gebwase. The

332@' ”ﬁf%&ﬁ&flﬂy‘éfﬂﬁﬁéﬁﬁurﬁc%uﬂﬁ'oﬂda piipat@Yf 8nd the solvent is renoved in
-6, 8-Di chl or o- 2- cycl opropyl - 4- phenyl - 1, 2, 3, 4-t et r ahydr oi soqui nol.i ne,

cotriflu tate t dlate 3,(1.9 s. di ssol ved wi thout further

-~ purifi %ﬁ"@)‘ﬁ &:Z E'O{4n[i% @% ?ﬁﬁ%ﬁéﬁlﬁ%@yhﬁ@e&%wzﬂkm %-ﬁ' “elabydiaosos by

.the mat,émij"ﬁtgw eh{n-2R%e4mige: 1. For workup, the reaction mixture is

- ““poured onto Ice Qhe o%-anl C piﬁase IS separ at ed off, and the aqueous phase
“is: éxtracted once nore with dichloronethangé. 20 The conbl ned organic phases

",'are dried with MySO4 and of solvent. ChHsmat ography on silica gel
:_-‘-"',_(‘nrhept ane/ et hyl acet ate 5:1-4 3:1) affs 200 nmg of a

™

10 Preparation takes pIace in analogy to the method described in example 25, Starting
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 ’

., 27a N~{4—[8—Chioro—2—methyl-6—(4-methyl-pzperaznn 1-y[)-1 2.3 4-tetrahydro~|soqumoi!n~"- e
- ‘157 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 :




. sol vent feﬁar@mﬁ@hesﬁap@du@namw totiee mathad deiseriharkiarexamde 25nsta@ingr  of

yel lowi sh oil, which is subjected to further purification on 3&5@ ative .
‘HPLC. This results in 184 ng of the title conpound astrlfl fc e. -25
" Exanpl e 16:. 16a: ' _ :
"(-)-N-[4-(6,8-Di chloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)
- phenyl ] - acet am de 16b: ' ' -
(+)-N-[4-(6,8-Dichloro-2-nethyl -1, 2, 3,#2 et rahydr o-i soqui nol i n-4-yl } phenyl ]
- acetam de; 2 June 2006 105 500 ng of the title conpound from exanple 1
are separated on a chiral phase, resulting in about 250 ng of the two

enanti OERéh'ﬂ‘alé?‘Q&t nr{nqs-%ﬂlé.% Q'l‘égldt%?'ogyiﬁﬁ@tﬁf\ /arﬁﬁ’l T%?ﬁl ﬁ?hgﬁhﬁgﬁgﬁ%;x 4.:6-

mm solvent: acetonitrile,;

5. 856 nisequinklin+yll-phanyll-soetanidd)hydractasderi n. 10 Exanple 17:
4-(6,8-Dichloro-2-nmethyl -1, 2,3, 4-tetrahy o-isqu|noI|n 4-yl) - phenylan1ne
hydr ochl ori de; NH2 xHC Internedlate 1wﬁ\ :
4-(6,8—D-chloro~24nethyl 1,23, 4 tetralf dro |squ|noI|n 4-yi) - phenylan1ne -
15 3:0-g (8.6 nmol ) of -
" N-[4-(6,8-dichloro-2-nethyl -1, ,4§>ﬂ-te
phenyl ] -acetam de (exanple 1) .are '8iss@
- sodi um et hanol ate sol ution and hea nder reflux for four hours. A
further.2.0 g (29..4 mvol) of solid godium ethanol ate are added, and the
nlxture i s heated under reflux for three nore hours. For morkup, t he

ahydr o-i soqui nol i n-4-yl)
ed 7 100 M of 20% strength

H2Og h npi h

ar o o 1y T GRa ettt 2 e eLE e R BB ebune 2006
106I chranmmgieeaelmrrmie 2#) and GIcidmbpylmatiRhmeN TRE Rfordatbyrdptitd s in the
ani 11 "Silica Ee! was followed by a further purification on a preparative HPLC. The punf‘ ed

~ .compound was dissolved in 1 N HCI, diluted with HoO and freeze dried. -

.' 10 Example 29: 5 6, 8 chhloro-z*methy!-1 2 34—tetrahydro-usoqumolm-4—yl)-2-hydroxy—
benzoic acid;

| Intermedtate 1: Ethyl 5—acetyl—2~hydroxy-benzoate R .
:;a_
1s prepared from 5—acetyl-2-hydroxy—ben20|c aCId by amd-catalyzed estem‘" catlon ina

15 ._manner known to the skllled worker

e ~Intennednate2 EthY' 5—(2-bromo-acetyl)_2 hydroxy-benzoate T D)

R .!;'.‘S prepared from ethyl 5'a°etY"2'hydf°XY-ben203te by a known method in analogy to

CRR “'.}the process descnbed |n example1 mtennedlateZ R SRR

o Intennedlate 3 EthY' 5 (6 3~dlCh|0f0—2-mefhyl 1 2, 3 4-tetrahydro-|soqu|nohn-4-yl)-2- -
- hydroxy—benzoate | - o

o B _"The t:tle oompound is synthesnzed by the synthetlc route descnbed in example 1
o | _:startlng from ethyl 5- (2-bromo-acetyl)—2-hydroxy—benzoate and 2 4—d|chlorobenzy!-
L 25 (methyl)—am:ne (see example 1, mtermedlate - o




. 'yellowish oil in quantitative yield. 4-(6.; A
8-Di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro- i soqui nol i n-4- yl) phe%ﬂ’%‘?ﬁ?@
hydr ochl ori-de; 200 ny (0 65 mmol ) of | o
4- (6, 8-dichloro-2-nmethyl-1,2, 3, 4- tetrahydro |squ| noI|n 4-yl)- phenyl ami ne.

‘are dissolved in 30 m of et hanol ic HC . The clear solution is concentrated

in vacuo. The residue is triturated iqgther, filtered off with suction and
- dried, whereupon it was possible to isolate 208 ng of the desired
- hydrochl oride. 10 Exanple 18:
N-Et hyl.-N -4-(6, 8-di chl oro-2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-y
. benzenesul fonyl urea, hydrochloride 1.0 mmol of

" 4- (6, 8- ﬁ-(@,BHZucbloﬁo—thbmh(klZZ% &tétraleydrohs@tqmnomwl E@hyﬂrcﬂ(wﬁénzbﬁﬂéﬁﬂe- 15

'r_:sulfon exa internmediate 2) is mxed vvlth 350°'ng (2.5 e ) of

mgio )cﬁfﬁﬂéx! &r Griedighiprerd- meéhylat 2 Sobigtiatydr-isoquingliord-yl)2-

- “,._'hours ) i %alqgﬁﬁl
" dr opvid s@d%& r%%ﬁ]iqagéngge} gﬁi’rgléﬁ&%ﬁﬁjgk‘h&%@‘ﬁ@“?ﬁﬁﬁﬁ%@ﬁ?é@aﬁgbﬁ% | "uX rr:to
- wor bup;the skillet worker, resultingriarfi.4 g efdhefreeasid, and the residue is taken up
in H20 and extracted twce with ethyl acetate. The aqueous phase is

.acidified 20 with 6 N HCl; and the resulting; precipitateisfilteredkoff.

“wi th- S\ 8, aszm@a.zamémgwe 4 BT RO 2 iR UR-BERSSES the

. title cor ound -in good yi el
1-[ 4- (@cE, modimasalt2- et hyl - 1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl) - phenyl] 3-
propyl urea; 2 June 2006 107 A soI utiongpfya 0.17 g. (2.0 mml ) of n-propyl
i socyanate in toluene is added dropw S& i- a stirred solution of 500 ny
(1..63 mml ) of 4-(6, 8-dichloro-2- rrethl ‘3’3 4-tetrahydro- .
i soqui nol'i n-4-yl)-phenyl am ne (see exafple 17) in 15 m of tol uene. After
one hour: at 40C, a further 0.17 “GYory N propyl isocyanate is added, and the
- mxture is stirred at 80C for one ow-"~For workup, the solvent is renoved
" and the residue is triturated with 20 and ether. Drying affords 503 rrg of

. t h‘FO de%"&ﬁ‘?ﬂg '(‘1 H{rRBI)ro’f'fh%afree acid 5- (6 8-dichloro-2-methyi-1,2,3,4-tetrahydro-
RN :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

R The tttie compound can be. prepared startlng from 5-(6 8~d|chloro-2-methyl 1 2 3 4
i Etetrahydro-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 chhloro-z-methyi 1 2 3 4-tetrahydro-:soqumo!m-4—yl) N-ethyl-2-
RS ‘__.'__'I_fhydroxy-benzamlde tnﬂuoroacetate B R




- 1-[4-(6,8-Dichloro-2-methyl -1, 2, 3, &

19a

.1-[ 4- (6, 8-Di chl or o- 2- nethyl 1, 2 3, 4-tetrahydro- |squ|noI|n 42§?36%9%%yl] 3-
propyl 10 urea, hydrochloride; :15 450 ng of

1-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3
propyl -urea are dissol ved in'a nixture of 2 N HC and THE The cl ear
solution is concentrated in vacuo, anditdqe residue is triturated with ether
and filtered off with suction. Drying affords 473 ng of the desired
hydrochl ori de. Exanple 20: 1-[4-(6 8-Di chl oro-2-nethyl - ;
3,4-tetrahydro-isoquinolin-4-yl)-phengk]e3 :nmethyl-thiourea; N 2 June
2006 108 Proceeding in analogy to the Eod described in exanple 19 and
starting from 500 ng (1.63 mmol) of o
4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 45t et r ahydr o-i soqui nol i n-4-yl)- phenyl am ne
- (see exanple 17) and 220 ny (3 0 mﬁg') of meffyl isothiocyanate al-l ows - 245
‘nmg of the desired thiourea to be i3sglated. Exanpl e 21:

- et rahydr o-i soqui nol i n-4-yl) - phenyl] 3-
et hyl ureas 1ffe eBripdUNE r&ah%i@ﬁrg&h?éc?sﬂaﬁn‘?d"ﬂb&%’ (8, 8-cHIBI I TERHE 2054 1 "

~.exanple 19, starting fro
-4 (6, 8- itrahydrooisoquinolin4-yl)-2-hydroxyebernsuvjciacidiis adTOTULmedited yeaution wigni ne

| 55([)91 {ee@thgi’ng“fé@gﬂﬁhheywe?oﬁ dés %&ﬁﬁ%ﬁa%amtt. nzzlt 31) phenyl ] - 3-

- ethy - urea, hydrochloride; N N C 115 CIH Conversion into the corresponding

-'hydrochl oride takes: z?l ace in analogy to the method described in exanple
10a. ‘Example 32: 5-(6, chhloro-2-methyl 1,2,3 4—tetrahydro-|soqu:nohn-4—yl)—N-(2— '

d:methytamlno-ethyl)- 2-hydroxy~benzam|de trifluoroacetate;

__ . The title'compo'und can be prepared 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!]—guantdme k . TR

A _‘2-52 9 °f potassmm tert-but :de are"added to a solutlon 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 ml Lo
: . | 20 _' of abs DMF is added and the mtxture |s starred at room temperature for four hours I
S After no further lncrease in convers:on IS detectable the prempltate IS removed by
- :' .'f ltratlon W|th suctlon and the solvent is removed in vacuo The resndue is taken up. 1nl




Exarrpl e 22 ' - '
N-[ 4- (6- Met hanesul fonyl 2-met hyl -1, 2, 3,4-tetrahydro-i soqui no?r’H’-‘%??HG) -.20
phenyl ] -acetani-de; 2 June 2006 109 Internediate 1: '

(4- Met hanesul f onyl - benzyl ) - met hyl -ani ne is synthesized starting from

1- br ononet hyl - 4- net hanesul f onyl benzene and nethyl anm ne in a nmanner known
"to the skilled worker. The title conpausd i's prepared in analogy to the
synthetic route indicated in exanple 1, starting from

(4- net hanesul fonyl - benzyl )-nmethyl -anmine (internmediate 1) and

N- [ 4- ( 22 grﬁﬁpaﬁt? gkirhoted B4Vt ERhATOABHANSATRL S qliech O bRESEH Aljfistid 1o

N [ 4 ( 25(;j ﬁHaafEbnuemwlthJKQHSMer?pcﬂml é&destredmylg:;hnmm s?;)?r}atwnut]as 40
~acetam The sy.n route detajle exanple 1 is follo starting
From ( £oRreSIArEgPIage FRHan Kith $1Slen fed Inihg RS 155 WORIAPRR®  om
- 1-br omyBehdbtlig2. 4- di met hyl - benzene and net hyl amine in a manner known to
:-the skill ed worker, -and N-[4- (2 15 bronp-acetyl -phenyl]-acetam de

" (exénple 1, |nterrred|ate 2). nmpl e 24:

T SR B S SR L,

- fol'l owegetdrhiet i ng from (4-bronmp-2-chloro-. benzyl)-nethyl -ami.ne, which

can-be prepared from 4- br ono- 1- br ononet hyl - 2-chl oro- .' benzene and

met hyl am ne in a manner known to the skilled worker, and N-[4-(2-
‘brono- acetyl) phenyl]-acetam de (exanplenl internmediate 2). 2 June 2006

110 Exanpl e 25: ‘f

N-[ 4- (8- Chl or.o- 2- nethyl 6-pyrrolidin-3¥1-1, 2, 3, 4-tetrahydro-i soqui nol i n-4-
~ yl)-phenyl]-acetam de; 1.02 g (3.642 B ) of Cs2CO3, 8.8 ngy (0.04 mmol) of
-+ 'pal | adi um acetate and 36.1 ng.75 ( 6_nrol) of

- "2, 2-bis-di phenyl phosphi no-1, 1- bi napHj hyl "are introduced into 6.5 m of abs.

oI uene under argon: At roomtenperature, a solution of 512 ng (1.3 nmol)

B .of 10 . N-3-(6,8-Dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm~4-yl) phenyl}-acetamide;

oo Nepa ( rcgeec.lreg mgta-acetampge lSy prepafed m ana c%yrt%rmg rs())(n e?.%‘#bﬁ‘t%' lhglcate%l f)or pheny

R b acet

example 1, startlng from N-(3-acetyl—phenyl)—acetamnde and 2,4-dichlorobenzyl-
(methyl)-amine (example 1, intermediate 1) in four analogous stages.

15 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- .

i -,_w)—phenyl]—acetamlde (example 34) by the method descnbed in example 17 R
s L.:mtermedlate 1,in the presence of sodzum ethanolate ' T '

. . Example 36 2—(6,B-chhioro-2-methyl-1,2 ,34-tetrahydro-lsoqumolm-tl-yl)-phenylamme, - . ‘_._.’ ._.

o ; él_r!ltermedief_e_ 1 N-[2-(2—Bror_ri’o—a¢_etyl)—phe_riyi}acétarhide;ﬁ .




(exanple 24) in 4 m of abs. DWF, and a solution of 111 ny (% | ) of
pyrrolidine in 4 m of DV are added and the mxture is h H 100C
for 7 hours. For workup, 10 the sol vent is renoved in vacuo, and the
residue is taken up in dichloronethane. |Insoluble constituents are

" filtered off, and the. filtrate is concentrated. The residue is

chromat ogr aphed on silica gel with a di¢hl oronet hane/ net hanol m xture, and
it is  possible to isolate 360 ng of the conmpound of the exanple. 15 25a:
N-[ 4- (8- Chl oro-2-nethyl -6-pyrrolidin-1-y1-1, 2,3, 4-tetrahydro-isoqui nolin-4-

yl) phemny
KI— % 4p gr%:ﬁh ?g?gﬁg?ﬁfngkﬁhﬁélldﬂﬁa&égﬁlqg%pﬁmt %%trl%n 'soqui nol i n-4-
yl) - phe?iamjmmeetcmlnedenaM&ttchcﬁylldmtlderes?(iewnb@ﬁ ba,lﬁmtner AGis; Jatibaned at
! oomthg is ,e'@-‘étga%mdcr @ng@%@%n&%% )aagr%ddzss:leq\?edr l?ls2|0dour%i of gltagrl;?n iP
[4- (8 a@éh@b@tdz‘l.ﬂ}m)dfﬂ@ fr@ 'I%ﬂlngdlaéa Face tﬁ%@%éﬁ%ﬁ%@ﬁe Ib%ltl n-4-

j,yI) 8 enyl ] - acet am de, tr| acet at aration
“takes plree® temp@r@tuwﬁ tom Iﬁ@‘!ﬁ’ém&iodblmmbade islovdy aurpire The, mistuae tis ng
from

N4 (6 HEAA! 2m B TRL S FYAmight Thegmixtyre df SHed iaig s A6l oRwET)akheny |
1-. . acehapretipitatedpriducli)filers BEWINUCESN, thePoudHiy WakAed W?t'Mc@JOva‘-iell i ca

gel was 5 fo] | qued y a further purlflcatlon on a preparative HPLC. Exanple

. 27: N (@ndgiriedipvgeyo. r{’aaehgnuds Rroduiceptains, scarding to yiFaLdaml;l BIMR; snmahlydr o-
1o the. PRAEYRrd BORRAnEIGEGEANE Byt Ml 2Bl Gh e be% oheblhy K o<l 0o

I\I-['iIO(GfLBﬂmmeﬂctEijoro 2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl

] aceta%ﬁq& 4£xarrple 24) and N-rmet hyl - pi perazine. 27a:
‘N-{4-[8- orv92- net hyl - 6- (4- met hyl - pi perazin-1-yl }1, 2, 3, 4=t et r ahydr o-i soqu

inolin 15 ~ . 4-y1]- phenyl} acetam de, hydrochloride; xHG 220 ng of

- N-{4-[8- Chloro 2- (4-nmet’hyl - piperazin-1-yl)-1, 2,3, 4-tetrahydro-

- i-soqui nHtemedigie) 2: Mréé;{?{(ﬁza@éhdm:@ebml)dneﬂm-aemm]mcmtﬂtl}—phenyl):et hanol ,

~ diluted, %ét%ﬁggeN 'HCl and freeze dried, resulting in 226 ng of the deS|red
';'hydrochF '2-June 2006

15 - 12.4 g (65.24 mmoi) of 2 4—d:chioro— -methylbenzylamme (example 1, intermediate 1)
are dissolved in 200 ml of dioxane. To this are added 19.96 g of the crude product
from the preceding bromination, likewise dissolved in 200 mi of dioxane, and 45 ml of
triethylamine. The mixture is stirred at rodm temperature overnight and then fittered.
The filtrate is e\}aporated, and the residue is taken up in ethyl acetate and washed with
20' saturated 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. | |
o : [ntermed:ate 3 N-(2 {2—[(2 4-D|chloro-benzyl) methyl—amuno]- -hydroxy—ethyl}—phenyl)— :
5 '3,,'3i._racetam|de : '

20 g of the crude product frem the precedmg stage (about 50° mmol) are dlssolved |n
200 ml Of methanol and cogled to < 5"C m an ioebath To th:s are added while strrnng
D -:ngorously, 439 (109 mmoi) of sodlum borohydrtde in portlons so that the mtemal |
- o ".'_"temperature does not exceed 10°C. The mixture is then stlrred inthe lcebath for
o 30 30 min and atRT for 1 h. After. standlng ovemlght the mlxture |s evaporated and the
C _' res:due |s taken up in ethyl acetate, washed 3>< wuth water and 1x W|th brme df |ed




112 Exanpl e 28: ' :
N-{ 4- [ 8- Chl or o- 6- (cyclopropylnethyl ami no) - 2- met hyl - 1, 2, 3, 4-f 8475:430% o-

i soqui nol i n-4-yl]-phenyl }-acet an de, hydrochloride; x Ha Preparation takes
pl ace in analogy to the nethod described in exanple 25, starting 5 from
N-[ 4- (6- brono-8-chl oro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-y1) - phenyl
]-. acetam de (exanple 24) and C-cycl qgzopyl - net hyl am ne. The

chromat ography on silica gel was followed by a further purification on a
preparative HPLC. The purified compound was dissolved in 1 N HC, diluted

5 (6, 8- B oA Sl T oty F%%r@meta?avoevawal%l e fruds PFodichy dr oxy -

benzoi c(18¢4 ) isQelabrideurmel @ltkout: purifibatiorp- acet yl - 2- hydr oxy- benzoate is
. prepared from 5-acetyl -2-hydroxy-benzoic acid by acid-catal yzed

esterification in a 1b manner Known to the skilled worker. |nternedi ate 2

SR LR e T e e T S ST
- desd& i btlh oﬂhemmiﬂe grdduot froat lmctlreb@irﬁ% sBiyd avcadisgsad i 30 rlﬁl btl/lnethanol
5" (6, 8- dICh| 4-tetrahydro-i-soqui nolin-4-y

hydr oxy2 8&?%“@&5@%9’1‘@'%@9%3[@16@@ thednixtie s stirrrd Q °lQafqr60r'but e
~d
escri bﬁﬂe hidaBrARRIBwed J?%o%l A Odc{de?'@g ﬁgﬂyﬁe r Cnrc]ll the &l;lelﬁ Zad||ust3% to

~5-(2-brono- acetyl) 2 hydr oxy- benz
(et hy| 90-4Biwith z&%estwﬂpNaOH Tihet prodech |ateettra¢ted2~|ftuethyl2ﬁl%atbland the

: 501(2 2 0 Cgll g0 O met h S}wgfwu@} ; ete Y ver 29 tﬂnﬁngultaQe nd e)vapor dr oy ben |

- 5-46, 8- Tlle:dsrhaéq:radaat(mg g)la&ltﬁnésbﬁlerﬁwdh%ﬁtaﬁw'bﬂPlﬁnélddssyhét |ﬁterfere

hydr oxy- benzoate are hydrolyzed in an ethanol /2 OH mxture In manner-

known twith fusibies keaction. wor ker, resul ti ng in 5.4 g of the free aci d 29a:

. , (6, 8-Di chl oro-2-net hyl -1, 2 3, 4-t et rahydr o-i soqui nol i n- 4- yI) 2- hydroxy be
: nzoi c aci d, sodiumsalt; , _
S 2-(6 8-chhloro-2-methyl 1,2,3,4- tetrahydro-lsoqwnolm-4-yl) phenylamlne

_ ~ 99gofthe 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

L 7 iGeneral method for prepanng the oompounds of examples 37 to 77 RRS
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 SRR

(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

| ; Zovem|ght wh|le warming up. For workull. itis f ttered and freed of solvent The ressdue Ll
o s dsssolved in 20-ml of ethyl acetate and washed once each with 5% strength _ B
30 ) _NaHCOg solutton and 5% strength NaCl solutton and dned Evaporatlon of the solvent -

s followed by final punf‘ catlon on a preparatlve HPLC.




10 352 ng (1 mmol) of the free acid .
.5-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o- - - 2.June 2006 :
i soqui nol i n-4-y1)-2-hydroxy-benzoic acid are dissolved in 10 M. of 0.1 M

~NaCH, diluted with H2O and freeze dried, resulting in 375 ng of the title
- conpound. Exanpl e 30: |
5-(6,8-Dichloro-2-nethyl-1, 2, 3,4-tetralpgdro-i soqui nolin-4-yl)-2-hydroxy-N
15 net hyl -benzami de, trifluoroacetate; off 7FA 20 The title conpound can be
- prepared starting from5-(6, 8-di chl oro-2-nethyl-1, 2, 3, 4- :
t et rahydifs hsoqui nol i n- 4-yl) - 2- hydr oxy- benzoic acid in a TOTU nedi at ed
reaction Wwth methylamine in analogy to the nmethod described in exanple 7.
Exanpl e _
31:.5- (6-8-bichlorg-2—pet-hyl-1_2 3 A-tetrahydro-isoquinglin-4-yl)-Nethyl-2
-hydr ox ﬁgag.é&? Jle,PthePP'fSPﬁ@ 0dc Eregwson2() ne” 2006 Utﬁ TFA The title conpound
~ can be df st argdigs from élﬁg:hiﬁ)lfﬁeg“ or ooyl -1} 2,3,4
“tetrahydro-isoglinolin-4-yl )-2-%v roxy-benzoic acid in al TOTU- nedi at ed .
- reactipn with pthylam ie injanalogy to fhe net hﬂ?‘igescr bed in exanple 7.
5 Exanple 32: ' _ - i .
. 5-(8, 84 Dichloro}2-nethyy-1, 2|3, 4-tetrahydro-isogainol i n-f4-yl)-N-(2- =~ .
. di met hjyl angno- ef hyl’ ydrcxy-peqf%a:m d¢, triflyedroacetlate; | ~J x TFA The -
“ title ponmpound fan befprepared starfing {rom
- 5-(6, 8t di chl orof 2- methyl -1, 2,3, 4- 19 :
. ‘tetrahydro-isoqui gl W;ﬁl,t_y]l ) 42- hydr oxy-: bénzoi clacid in TOTU nedi at ed 7
~reactibn with N1, Nl1-di et hyl {et hane-1, 2-¢di ami ne in _anal oggy to the method

lin-4-y1)-2

descriped in example 7.1 Exampl e 33:
hhydr o- h»sﬂoqm no

¢

N-[ 5- (B, 8- Di chl thyl -1, 2,3, 4-tetr
"hyd__r oxy- benzoyl || -ggani di ne; ¢€ 15

38 _ cl
CExC17, Int 1
S—
39 { | cl
/\/.\'c])/

nt1 |




0O NH_ 7 W 252 g of potassiumtent-butoxide are added to a gglﬁjet%ﬁ%%.
- 42..39, g, (25 mmol ) of .guanidine hydrochloride in 15 m of and

“stirred at roomtenperature for. 45 min. A solution of 950 ng (2.5 mmol) of

et hyl- 5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- ' ' ‘ -

t et rahydro-i soqui nol i n-4-yl)-2-hydroxy _benzoate (exanple 29, internediate

| - 3) in 10 mM 20 of abs. DMF is added, gRd the m xture is stirred at room

t enperat.ure for four hours. After no further increase in conversion is
detectabl e, the preC| pitate is rem)ved by filtration with suction and the

- sol ventyTsTrenoyed—Tnwg@cuo T The—testdue+s Lakcu tp—+r32 June 2006 115 2
N HCl gnd extragted tw wi th di chl oromgt hane. THe aquedus phase is ‘
adjustgd to a pH of abgat 10{ wi th KOH, er eupof e degired acyl guani di ne

separ atjes t a$ aa | ess| preci pitaté. Filtr| on wi fh suctlon and
- dryi ng:{af f Ords 793 f &t he titzgjgonpound Ex-rrple 34:
N[ 3- (E 8-Di chl ¢ro- 2- thyl-1 2,3,4o etrahydr s&w noIin-4-yI)-p_henyI]-

'i'.‘acetam de; 10 - -
O N-[3-(§, 8- Di chl’ br =2-Tfeimtyl 1) 2, 3, 4-t et r dhydr o soqui nol i n-4-yl) - phenyl'}-ac

et am d y : IIIC u*‘bi I Cd ﬁﬁ-téi- Aac L alll I i dC S pTrYpal C'l i 3] i".qi| Ogy tO the
-synthetjic routelindica for] exanple 1, startig@\{éom
- N-( 3- aget yI phehyl ) - ac m def and 2, 4- di ghl or obenzy (met hyl ) -am ne
- (exanplje i nt er med] 1) ijn fedr anal qgous st . 15f{ Exanpl e 35:
. .3-(6, 8{Di cﬁﬁoro 2-met byl £1, 2,3, A=tiet rahydro-i soqyi nol i n-#-yl)-phenyl.am ne; -
" 'NH2 Acgtyl is elinmnated fro TN T Y S

, 8-di chl pro-2-net hyl -1, 2, 3, 4% et'r ghydr gtui nol | n- 4

NE T 3- (6

yl ) - phényl ] - ace arﬁ’@éﬂ‘sﬂtaﬁpl e 34) by thé nethed described in exanple 17,
intert T ceof—sodi-umethanotgte-: = ¢ arrpl e

36:2- (¢, 8-Di chI ahydro-is i nol yl) phenyl am n

e, Internediat e| ani :ie

- 44

| Bt




2 June 2006 116 31 g (0.175 nol’) of N—(2-Acety|pheny|)-aceta éﬂg@pared
by acylation of 2-am noacetophenone with acetyl chloride as @%c ed by
Fuerstner, Alois; Junbam Denis N.; Tetrahedron; 48; 29; 5991-6010,
(1992)) are dissolved in 200 m of glacial acetic acid. 127 m of 33%
strength HBr in glacial acetic acid are added and then, at 5 room
tenperature, 8.75 m (0.175 nol) of brtgO ne are slowy run in. The m xture
is stirred at roomtenperature overnight. The m xture is stirred into 1.5
-1 of ice-water, and the precipitated product is filtered off with suction,
t hor oughlT'y washgd w th 1ge-watjer and drigd T vacgge The crude product
cont ai np, accora' B.C and NVR, sone| precursot~ and [di bromni nat ed
product} but is jpure eniwih (dbout 85% st § engt h) 10 flurther reaction.
Yield: §A3 Oyd Nt &r ehat.e~2:
N-(2-{2}[(2,4-Dichl origshem yI)-nefkyP an11o]mac t;l}1ﬁhenyl} acet ami de; 15
- 12.4 g (65.24 mmpl ) ofa 2, 4-di ¢hl oro-Nlmet Ny | be : ne (jexanple 1,
internedi ate 1) E g?és Ived in 200 m pf di ofane.~To this are added
19. 96 ¢l of the drub& fromthe pr=ced|n@ brom natfi on, |ikew se

dissolved in 200 ni of oxan@‘—aﬁd"KS [ of tr|almy|an1ne._The mxture is
-stirred at roomitenper re oyerni ght and]then fu&ﬁer The filtrate is

gevaporqted and |t he reshdue i § taken up ip ethyl etate Jand washed with 20.

- sat ur atled §@piur1bi te uolutlon andj brine i ed over sodiumsulfate
and cqncentraped |n ‘ aryle 8ﬁﬁ?or Thg_crudle prodyct (20.g) is pure
‘enough jaccording t MR for 1urt r ﬂeacffbhﬁ nfernedijate 3. .

N—(2<{2-[(2,4-E]ch or 3 ﬂéyl - et hyl - ami ho] - 15Aydr oxy- etlhyl } - phenyl ) 25
~acetant|{de; 20 g|o p br oduct fron t he ﬁ?ecedlng 4t age (about 50
“mol ) are,dlssolved |n ¥, 200 mof mern fto c 5Cin an
-icebatll. To thig are a d, while stirrin .3.9 (109 mmol ) of

sodi um{bor ohydrijde in tiong SO that th erature does not

- exceed [10CggThe | i NS then ' sbj roed or 30 30 mn and
~at RT flor I h. After=s i ng| overgiSght , vaporated, and the
- resicdugq i s takem up | 'ethyl pcet at e, was rrand .1 x with
“brine, [dried I

51 cl

s
52 |

~Y
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2 June 2006 117 over sodium sul fate and concentrated in a ra%?rﬁ 2006
evaporator. The crude product (19.4 g) is reacted further
purification. Intermedi ate 4: o ' :
“1-(2- Am no- phenyl )-2-[ (2, 4-di chl or o- benzyl ) - met hyl - am no] - et hanol; 5 10g of
. the crude product fromthe preceding stage are dissolved in 300 m of
- methanol. 200 m of conc. hydrochl orii@1acid are added, and the mixture is
~stirred at 50C for 10 h. The mixture is allowed to cool and is poured into
- water, and the pHis adjusted to 10-12 with 20% strength NaOH The product

is extfacted W §h ethyl . a@&etare, and the [ conmbined extragts are washed with
brine, {dried over sodi sul fate and-evadorated. 1Q e ¢rude product (9.9
g) contjai ns somg sQdi unm chl or|de, [but thijs doesiﬁﬂ inteffere wth further
- reacti¢n. ggach|RT i_finaIIQJh%aﬂedat 50C pverni ghy. The cool ed
- mxture¢ is pouréd ontoYce ahd nadd al kdl i f > 1) Wth sodium -
- hydr oxi{de sol ut {on. e organjc pha?e i s | sepaFattd of f, {t he aqueous phase -
. 1S back-extract €d 2xEwi 3% nethyl ene chl orli de, @nd .20 the conbined organic
- 'phases |are washeéd wi.th water |and Nad , drli ed over sodi um : o
2-(6,.81Di chl-or of 2- et hy™¢T: 2, B, 4-t et rahydr o- i soqui nol i n- §-yl ) - phenyl ani ne
9.9 g-¢f the crlde product fromthe precqdi égﬁ$e i ssolved in 350 ml
“of " 15 ¢hl-orof ormn i ool ijng i an ice of Jconc. sulfuric o
acid afje-addled {dro Thel m reci s in the |cebath for 2 h and
~is then allowed|{slowey to sulfate afld evg ne exanple 17; internediate-
1, arelintroducgd iq% m di chPor one 5 M 154 ng (0.5 -
mmol ) ¢f the tifle c ﬁp ndsj¥r0n1exanpl or, General nethod
for. préparing the conp exanpl es™ 3 acid chloride ins
. ml- of di chl or onet hane addgg, and the ed ' (0.55 mmol ) of
~triethylarnine |s @ At 0OC, sol uti ents - (0.55 nmmol)
~ overni ght &hil e| war fi_ag aup. Hor kug, i nd freed of
~solvent. The repiduedis dissdglved if 20 at e and washed once
.each Wth 5% stfength 30 . NgHCO3 sal uti th NaCl sol ution, '
~ and dr{ed. Evapprati $¥ thd solvent is al- purification.on
Co-a prepprartve 'LC-‘-‘éﬁlM&‘ ‘ : C
) Gy

F

o'

0
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Table 1: Exanple 37 38 39 40 Precursor 1/ aniline Ex. 17, |

Clpt. 1. Ex. 17,
Int. | Ex. 17, Int. 1 . Ex. 17,1nt. 1 Precursor 2/. acid c-hEdW?ed%OC@ 0 a
O Product 2 June 2006 42 0 43 Ex. 17, Int. 1 Ex. 17, Int. ‘| ‘c/cl 45 46 *-‘EX .
17, Int. 1 Ex. '17,.Int._l Ex. 17, "Int. | O ) '

122

62

63

65

66

68




0 OONHHN | G48M jS OTFA GG\ \ Ex. 17, Int. I/ N a O O 49G Ca. JEAT
N Ex. 17, Int. la NH, o 0 O- O 50G I\ NSaTFA / N Ex. 17, |%tlunel?
5INH "/G N/ \ TF G Ex. 35~ A NH 52cl,

123




clVAN Ex. 35 53Ga N\ Ex 35/ NF~j cl N54\ | /I leF%
Ex. 3511 0 121 55 .56 57 58 59 Ex. 35 Ex. 35 Ex. 35Ex 35 &yci

124

76 Oy
\/S\
77 O P
\T/S.\Cl
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-2-methyl-1 2 3 4-tetrahydro-isoqulnoiln-4-yl)-phenyl]—3- P
' *"'r‘:metl'ayi-thaourea tnﬂuoroacetate ' T e

B '_The tltie compound is synthemzed star‘ang from the compound of example 35 and RO

15

methyl lsothsocyanate by the method descnbed in example 78




2 June 2006 62 63 Ex. 35 Ex. 35 0, S ,0 N-cl 65 66 Ex. 35 EéJ 36 Eié 36.

. ¢l 123 69 70 71 72 73 Ex. 36 Ex. 36 Ex. 36 o /ci O TFA 2 Ju

"~ Product precipitates fromthe reaction solution and requires no further
purlflcatlon 124 NN2 | O O 76C10 Opsi :

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 washed 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

10
. The compound of example 36 and‘methyl isothiocyanate are reacted in analogy to the

~ method described in example 78.

| | '}-'Example 82: N-[3-(6,8-Dichloro-2-methyi-1,2,3 4-tetrahydron§>gumoiln-4-y!) phenyl]—
15 _'ethanesulfonamade hydrochlonde -

U CH -

.. 307 1 mQ ('I mmol) of the oompound of example 35 are dlssolved if 10 ml of pyndme
S :,._'and at O°C 0.19g (15 mmol) of ethanesulfonyl chlonde ‘and a cata!ytlc amount of R
e ._DMAP are added The mlxture is stirred atroom temperature R :

~-and washed with H20. The o'rgan_ic phase is dried with MgSO4-and__eencen__trated.The_ , .

- For workup, the solvent is _reﬁieved in vacuo, the residue is taken up ir}".'e:_thyléécetét'é L




a WA Ex. 36 ~ 77NN, O .,OI._o"p li Ex. 36 Exanple 78:

1-[3- (6, 8- Di chl oro- 2-net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42§ %@R@nyl ]-3-
.ethyl -urea, trifluoroacet ate Cl 5 10 0.39 mol of ethyl isocyanate is _
~added. After standing overnight with exclusion of noisture, the solvent is
renoved and the crude product is purified on a preparative HPLC, resulting
in the title conpound as a colorless 486id." C 0.355 mmol of the conpound
of exanple 35 is dissolved in 5 mM of dry acetonitrile, and "Exanple 79:
1-[3-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui noiin-4-yl)-phenyl]-3

Srarti O L abHaaTEkal Bn oita gl 1Fo SRR 1oAY by
 t he. nethdigsalvediin beHF2 N HGHphieture .angl dgaie c@foéntiAsd Exezﬂmlce r@guiting in
1-[2-( 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
‘et hyl - %P%gngfﬁé 33%'5%%55!{%08'5?9{"3%0[15 to exanple 78, starting fromthe .
conmpound .of exanple 36 5 and ethyl isocyanate. For workup, the resulting
~precipitate is filtered off with suction and washed with acetonitrile,

r es@l t iExgmipte 88e NdSs(G:&Bichiorpt2rmathyist .2, &@t@rawomqummsﬁmmmeam .
1-[2- 3, 4-tetrahyd | | h [1-3-
iy A[ %%h?h%%@eanﬁ@ﬁ%ﬁ%@% i o ranvdrosisoquinolin- 4-yl)-phenyl]-3-

CH .

i _The ,proc*,ess‘is'ra'nalogous fo the method described in example 82, starting from the
o . compound of example 35 and methanesulfony! chioride.

SRR [ R PR o
© ' Example 845‘N-[4¥(6,‘8-dichloro-2—-rﬁethyl-1 ,2,3,4-tétrahydro-isoquinolin-4-yl)— phenyl]- -
' " ethanesulfonamide, hydrochloride; | |

CH

L

e The process IS anaiogous to the method descnbed in exampie 82 star’ung from the ‘ - :_"; »
N 15 compound of examp!e 17 antermed|ate 1, and ethanesu!fonyl chlonde i

ple ", }[4-(6 8-_D fil _p-2-methyl-1 2 3 4-tetrahydro-|soqu1noim—4-yl) phenyl]-.-
_memanesulfonamtde hydrochionde T

O T e

CLCH




et han

10 The conmpound of exanple 36 and net hyl |soth|ocyanate are éﬁacted I n
anal ogy to the nethod described in exanple 78. Exanple 82:

Di chl.oro-2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl] - 15

et hanesul f onam de, hydrochloride; I~ CIH 307:1 ng (1 mol) of the conmpound
of exanple 35 are dissolved in 10 : m. of pyridine and at 0C 0.19 g (1.5
mmol ) of ethanesul fonyl chloride, andq{gycatal ytic anount of DMVAP are
added. The mi xture is stirred at roomtenperature. 20 For workup, the
solvent is renoved in vacuo, the residue is taken up in ethyl acetate and

washed i th rat ed. The
> June DSORUESE i ARIOGARIGnE ol Bekbiie il tlaniile 22 PRRnER6RThG

~ sul f onaywinisouiat 6fi xehpile 17 hintemadiates!, dindsnbthadesulichyTERbAIA HCI ni xture and
. again concentrated in vacuo, requting in 208 ng of the desired :

- hydrochl oride. Exanple 83: '

N3 ( BBz 3. . yl] .'

ey han 2B P bea - ARUBNE cloforfor2 SIS 3.4 S RLIBatpR ALY 1
desbri ipheniyi}-aeetamide; 82, starting fromthe conpound of exanple 35 and

B e e ——

et hanesﬁ;b{magf de, hydrochloride; o"e 0 HN:\/ CI'H The process is anal ogous

. to the method described in exanpl e 82, starting fromthe 15 conpound of

- .exanplel7,4 intermediate 1, and et hanesulfony chl oride. Exanple 85 :
- N-[4-(6,8- D|chloro 2-methyl -1, 2, 3, 4- tetra\i"s’oqw nol i n-4-yl)-phenyl ] -

(+and-) a

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'ntiomer186b)‘= 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-|soqu|nolin-4a-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 pyrldme and at 0°C a
o 'solutlon of 1.2 equwalents of the appropnate su{fonyl chlorlde (see table 2) in 5 ml of :" o

. L;_' :‘ ':dlchloromethane is added dropwrse The: mlxture is stlrred at room temperature A
o cataiytlc amount of DMAP is added dependmg on the progress of the reactlon and
R 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 ooncentrated and.

 the residue i is partltaoned between ethyl acetate and saturated NaHCO3 solutaon The o




- 4-(6; 8-di chloro-2-

o ncr ease

met hanesul f onam de, hydrochloride; \ C 1 CWL 2 June 2006 127 The process

i s anal ogous to the nethod described in exanple 82, startingsf¥

--conmpound of exanple 17, internediate 1, and met hanesul fonyl chloride.

- Exanpl e 86: 86- '
(-)-N[3-(6,8-D chloro 2- nethyl 1,2, 3,4-tetrahydro-isoqui nolin-4-yl)-

phenyl ] - acet ani de; 86b: 128 '
(+)-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
- | acetamde; (+ and-) 2.0 g of the title conpound fromexanple 34 are

cmant  ootatic Bnagt ferBRAgR orf SHBASH of o My Rl ot o S1 250

RO sﬁ’g‘hﬁ‘ﬁ%‘&%rﬁ%‘%‘?“‘&* \ﬁ’hﬁ‘fﬁd‘?w’f@%ﬁ%ﬁ?‘f*@%ﬁgﬁﬁ fyrther ngwﬂc’? 0 nin
Gener al cﬂﬁdmddﬂaroméuﬁeanm ﬂgswég i§ CARANAES rR he@mﬁ@gé 1*n|%) Brded am' of

t et rahydro-i soqui nol'i ne
( exanpl ebtained rnttbnsmay alteecqr)veﬁedsnmhe :eorrelsponmngmdrochlondes by dissoivmg

- 2 Bl ANh o SRIUGh A 130 i KR SRS SR ng>) ' °

- equi val dé&&d)}f{c’lwt@pprOpl’l ate sul fonyl chloride (see table 2) in 5 nl. of
_dichlor @xane .is added dropwi.se. The m xture is stirred at room
“t enper a&!ﬁ tign ig g:RAeparativg systemuesuits intheecormegpandinggproductseaspr ogr ess
of . the ¢ da%gg?‘g@ where appropriate, the reaction tenperature is
to ntil no further 25 increase in conversion can be.
‘detected For workup, the m xture is concentrated and the residue is
éjtl?nﬁdzbetv\een et hyI acetate and saturated NaHCCG3 sol ution. The 2 June-

. Precursor 1/ | Precursor 2/
| Example . . . Product
1 aniline acid chloride -

o, 0
F
e
E

Ex AT |




128 organi ¢ phase is separated off and washed once nore with saturated :
‘NaHCO8  sol ution and H20O - dried with Na2SO4 and concentrat ed? Jreg 20Qf t her
purification, the crude product obtained in this way is chromatographed on-
silica gel. The products obtained in this way are converted into the
correspondi ng hydrochl ori des by dissolving the substances in 2 N HCl or
ethanolic HCl and freeing off solvent g4ogesulting in the desired HCl salts.
Purification in a preparative HPLC systemresults in the correspondi ng
products as trifluoroacetates. Exanple 87 88 Precursor 1/ aniline -Ex.

17, | nt—tPrecyrsor—2fwactf—ehi-ori-de—Br—s=o % %! 10—Jable 2: Ex. 17;
Int. 1}Product F DO0a 9.1 91a Ex. 17’%Biﬁ?l Ex. 17, Int. 1
) 1

, Al g

son R P

cl e

S
Q.0
m’ﬁf{
F
0
S b Cl 0
(]
90 i
Ci
91
Ex. 17, Int. 1
T — )
e T N
‘ ‘"”;g aEx;17;hﬁ;1f;-if*"'5“=*¢
[ Ex 17,1t 1




Ex. 17, Int. 1 BEx. 17, Int. 1 ~ ~ 0 BSOaOscuscuosTC
cIHNN\INGdHaNO Cl Ex. 17, Int. INM la 93d F " Ulne/ I|V\A
F:F T S\C Ex. 35F 94CIFFF. 0 ON'S" IYF 0.0
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Ex. 351 F/ | NH/ | OSA" F\ 94adF. F o, 00\ "SCHal/ "' F
Gl / NH JS =~/ \ 95d1'BS=08%cal BEx 35M i N2.0 %JUHQZQQ§\ | o

"0 961 N, ~N~STg_p' a Cl
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O\/IO N

97 NN
. o
. N

QTa '

98

-'_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




. Ex.:35 NF~p N/ 96ad { ~ os'o | /N~ o d | aHS | Ex. 35 .2 Jupe 2006
. 181 97 NN O NO9G\ NI 0 I'S Va\l cli ~1 Ex. 35NN 2 3une'Bboe”

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'soquinolines 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 Qcm —NH,

| ‘1‘ 01 | —
oo | .
108




- Ex. 35 Ceneral nethod for synthesizing the conpounds of exa

fi~\ 1 J/ON\ s N97a~~Y a \- \I / ~ GN Ex. 35 98G\0' | S CIN
| n%) e o 110
Preparati on of the am ne conponent 4.0 mmol of the aromatic al dehyde (see
. table 3) are stirred with 8.0 nmol of the aliphatic anine (see table 3) in’
- methanol at roomtenperature for 2 hours and then, 'depending on the
progress of the reaction, 0.67 to 2.04gg of NaBH4 are added in .portions.
After standing at roomtenperature overnight, the solvent is removed and
.the residue is taken up in 1 NHC. It is extracted mnth dlchloronethane
The aguyeous—phaseTs adjpsted—to—apH-of—tt—to 12w Na
E

' ~extractled with @Lﬂ@ehl 0 t hane.
~and corjcenpyat ¢d | r of ar y\ eygpor
by chr c,rrapg)gr aphy on st ¢ @ﬂ o‘$

“the brgno ketone coﬁ"ponenl 15 The br etone Qui |
- synthedi zed by |nmet hods_known fromt h I|terature,

E - acet opienones by t eat menf with bronh n gl acijal ceticl|
' to exarrpl e 1, i iate 2. 2 June .
S 105’ , —NH :

ngO4 '
ace
Df

r&par at]i ve

('DO

rci al
. ogy

U

o

a "~

106 \@\J\
—NH,
' a
107 o “\
e © =—NH,’ ]
. Ct
i
108 ——-NHZ j?\/ S
. b
f
109 ......NHZ \@\, B

‘0' 358 mmql of the acnds md|cated in table 4 are dtssolved in 1 ml of DMF and
) O 221 m { 17;30 mmol) of dusopropylethylamlne is added At 0°C, a solutaon of 128 mg ,_
_' _‘3 _'.'_'-'_"_ _i({) 390 mmoi) of TOTU in'1 inl of DMF is added dropmse After addition ofa solutlon of |
S = 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, :nsolubte constltuents are :
- filtered off and washed with 20 mi of ethyl acetate. The filtrate is washed tw_lce with -~




132 The conpounds of exanples 100 to 111 can be prepared stagt h_r?%z%fgmthe
~am ne and- bronmp ketone conponents shown in table 3 in analo y’

synthetic route shown in exanple 1 (alkylation of the am ne conponent by
the bromo ketone conponent; subsequent reduction with NaBH4 and final '

- H2SO4- medi ated cyclization). 5 The resulting tetrahydroisoquinolines can be
converted into the correspondi ng saltsi3gn a manner known to the skill ed :
wor ker. Table 3: Exanple No. 99 C 100 101 102 103 Aromatic al dehyde CHO

Aliphatic amne -NH2 -NH2 -NH2 -NH2 Am ne conponent Bronp ketone
conponegaturatedMaMBH38olution and once with 5% strength NaCl solution, dried and

concentrated

The crude products which Stl" contain Boc protective groups are deprotected without
5 'further punt‘ cation (see below: generat method for eliminating the Boc protective
groups) Workap of burldlng blocks without Boc protection is followed by purification by’
‘ 'preparatrve HPLC, with the desired compounds of the examples being obtained as
- trifluoroacetates.

'lO General method for preparing the compounds 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 diethyicarbodiimide, a solution of 132 mg (0 975 mmol) of HOBt in 1 mi of DMF,
- - and 20 mg (0.162 mmol) of DMAP are added After addltson ofa solutlon of the amine
g 157' component indicated in table 4, in2 ml 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
- ;ffurther purification (see below: genera! method for el:mmatzng the Boc protectlve _
o 3:{groups) Workup of bu:ldmg blocks wnthout Boc protection is followed by punt" catlon by =
N _?'preparattve HF’LC wrth the des:red compounds of the examples bemg obtalned as . j_ '_f; :fi; f_f_
- .3__..:""--:'f-';.tnfluoroacetates L e T T T
SR };‘:_»_‘-'_General method for el:mmatmg Boc protectrve groups e

: Af,The resultmg crude preducts are stirred in 5 ml of a 10% strength sotutron of e
B '_tnﬂuoroacettc acid i in drchloromethane at room temperature for one hour The resrdue el
. from evaporation in vacuo is punt‘ edon'a preparatave HPLC with the desrred
g 30 compounds of the examples bemg obta:ned as tnfluoroacetates

-T_able 4: |




exanmpl e QH OH 2 June 2006 133 G cHO'\ C \ | o 104qj--NHZI |
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: u/ 2,r
I" O 105CHO-NHZ\. li. Bir o 106¢tIoNHp~CH O \ -NH2 q 1079488 |11 a
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Example No. | Acid component Amine component Compound of example |
111 R N T ow
Ho’l\/" PN
112 L; _
' 1 Ho "Y
| j\/r |
Ho™ ST

-t




\ 1:1081 \ ZI g~raH CHO O 1091 -NHzZI g~Br gqHcl -crloo q 110(%1? | tsi
ZBa BrG_. r * ) S nthesis described in: L et al DE A24 36 26 gpe;?.%)
General nethod for preparing the conmpounds of exanples 111 to 124.'0 358
mmol of the acids indicated in table 4 are dissolved in 1 m of DW, and
0:221 m (1.30 nmol) of diisopropylethylam ne is added. At 0C, a solution
of 128 ng (0.390 mmol) of TOTU in.1 rfB6of DWF is added dropwi se. After
addition of a solution of

{114 ‘5

|
- .
{115

-} 116

'_,117

L

118




100 nmg (0..325 Mol ) of the am ne 'corrponent ‘indicated in tablg 4, in 2 m of
d?ﬁ%\g&%p

- DMF, the mixture is stirred at roomtenperature overnight

" mol of the acids iheic

i nsol ubl e constituents are filtered off and washed with 20 m. of ethyl
acetate. The filtrate is washed twice with 2 June 2006 134 saturated NaHCO3 .
solution and once with 5% strength NaC solution, dried and concentrated.
The crude products which still contai 13Boc prot ecti ve groups are
deprotected without further purification (see below. general nethod for
elimnating the Boc protective groups). Wrkup of building blocks w thout
Boc protection is followed by purification by preparative HPLC, with the
-desired conpounds of the exanpl es being obtained as trifluoroacetates. 10

General mettfd for preparni ng thd conpotfads of exanples 324 to 14F 0. 358
re dissolved i®™3 of DMF, and

: d in tlable

- 0.221:m (L. 30 muol ) of i soprdpyl et amne is
- (0.975 mmoj ) of dipthyl carbodiijrg.de sol ution
"HOBt- in 1 i of DWF and 20 nyg (0
addition of a solut]on of the arfi neyts5~¢tsnponent

. m of DMF.{the mixture is stirrgd ata room terrper For
- wor kup, - i. nE@i{UDI € consql Tuents 4gre— i Hirgred—off 20 m of
~ethyl -acetjate. The fj e i s Washed ce with solution
and once th 5% styeng Cl gol uti @ dried an 20 The
criude products which still contain Bocj protectivg ot ect ed
wi thout further purjification (sée™¥ general " nating the
- Boc protecftive gromﬂps) Vor kup of  ByPhding bl ockq withowt Boc prptection is
. foll owed by pur|f1cat|on by preparati ve HPLC~ witih the desired cpnpounds of.
rifdy hod for

re.stirred-

't he exarrpl betrg-jobt |||cd &S~ “ﬁ-lgae-e%al—e—
elimnating %oc pr gt st e groups The sul ting drude phogucts
S in 5 nl- off a 10% 'stren th sol ufi on. @ trifluorjoaceticlatid in
-~ di chl or omgt hane at Jroom tignperajure fof one hour.[The @ friom
evaporatidn in vacyo is purified®p~a-preparativg HPLC[ with thef desired 30,,
. . compounds Jof "t he eXanpl es bei ngjfobt as trifl uoctat"é‘s '
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Table 4: 2 June 2006 135 Exanple No.Acid conponent Armi ne conponent Conpound
of exanple 111N NH, Jo HOy~ la /..\ N\ | \ TFA gp Ex. 17, ifKkune "N
HOv NX cl, \ A\ I M TFA cia 113xIN a N'TFA Cla 'r 115 116 117 118 O
WA | : ‘ _

138

- {126
HO

wA. |

o T
) . H

. 728 R
N
H
1129,

130




137 120 121 122 123 124 WA 2 June 2006 TFA 138 126 127 128 129. 130 0 2 -
June 2006 TFA WA 139 132 133 134 135 136 137 O 2 June 2006 14800839 140

139

1132

1133

134

CfEETT
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- 141 142 HO NH, H, 2 June 2006 2 June 2006 141 U. HO ~I°
./ TFA g a 145NOINNH \ HINN /YOTFA N Cl 146 -~

140
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H \ NC FHOFNH HNI147HOI1 N/ \ CNq /. FHFC gTFA \ \ Exanple
148: 1-[ 2- (6, 8-Di chl oro-2- et hyl - 1, 2, 3, 4-t et r ahydr o- |squ|noI?HUQ§§QQﬁ-phenyl
]1- 3-ethyl-thiourea, hydrochlorides; cr Is~ _
2- (6, 8-dichloro-2-nmethyl-1,2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl ani ne.
(95 ngy, conpound of exanple 36) is introduced into 4 m of acetonitrile
and, while stirring, 27 ng of ethyl jg¢thiocyanate 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 trifluoroacetate obtained in this way is taken up in water and nade
al kaline wth K2CO3. The aqueous phase Is extracted with ethyl acetate.
The organic phase is separated off, dried with MgSO4 and concentrated. The

residue is- tlgt_'éc_n Ui eute- T : o
. . ) . -5
HO N %
N, g
b, O o '

7T R
N - 2" N
SR EY 7 - N,
I ' . R o ,
1. . N . .

N2 .

o .

S Example 148 1-[2-(6 8-D|chloro-2-methyl 1 2 3, 4-tetrahydro-1soqumohn-4—yl)-phenyl]
S ,3-ethyl-th|ourea hydrochlondes o e

- 2-(6 8 d:chloro-z-methyl 1 2 3 4—tetrahydro~isoqu1nohn-4-yl) phenylamme (95 mg,
_7 compound of examp!e 36) is mtroduced into 4 ml of acetonttnle and, whnle stamng, -
o7 mg of ethyl lsothlocyanate are added After standmg at room temperature for 15 ,
: h_ours, the solvent is r_er_no_ved_ in \(acud, and th_e residue is purified on a_-prepa_ratl_ve . o B




- - 4-ntirophenyl chloroformate a

[Eg:and freeze dried, resulting in 36 ng of the title conpoquUnggﬁﬂple

- 1-[4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-

. 3-ethyl -thiourea, hydrochlorldes Cl 10

"~ 4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenylanlne
(50 ng, conpound of exanple 17, interl¥&diate 1) are introduced into 4 mni

of THF, and et hyl isothiocyanate (14 nmg) is added. After heating to reflux
for 2 hours, the reaction solution is concentrated and heated at 85C to 2

“hours. FAREC: Thedrifucrdacitarbststained ihthistiayisiaKeh &gwwdéﬁ%@ﬁ\aae%ﬁa%aﬂ ve
‘HPLC. Furtf@@ tment of the trifluoroacetate 15 obtained in this way as
gh &ﬁﬁ)

descri b¥ caquepusirhasgds exasted: with gthwl peetatsy dihecergeniccrhasetisr

r.freeze d

13- (6 |QTEX6’a @ME@@SS_@@&@ @P%‘%’F&ﬂ’%ﬂﬁ%ﬁfzﬁfén%l§|taheau9|'lydﬂw@ny|]

i_ﬁt hyIHbmaRd”'fr%QZetdhedll%g[lf%ﬁﬁ% mg ofthe tlt]_géor%%oandune 2006 143 Exanple

-3 [5—(6 8-Di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl ] -
dlnethyl urea, hydrochlorlde conpound of exanple 35) are dissolved in

17 5 .ni )gﬁmgﬁecm%ﬂdﬁe(ﬁyﬁaﬁg:hg}{g-zmthﬁ 1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(6, 8- X , 4-t etrahydro-i soqui nol i n-4-yl}phenyl am ne. .
(350 rrgﬁ,jle tgﬁ@é gﬁg&l‘){:bhlénae r ophenyl

-~ [3-(6, 8-di chl oro-2-nmethyl -1, 2, Bd- t et rahydr o- |squ| nol i n- 4-

- yl)-phenyl ] car banat e, hydrochl of i des; stl rring, 230 ng of

15: .
dded A ~holurs, a further 0.1
fo\%t
3,4

e were added, and t he
"3- (6, 8-di chl oro-2- et hyl - 15 - tejrahydro-isoquinolin-4-yl)- phenyl anm ne
~ (50 mg, - compound of exanple 35are dissolved in 3 M of THE and, while .
eostirri fng,[l’4 ng of ethyl isothi _yanate &le added. After heating to refl ux-
for 2 hours, the reaction solutio is concentrated and heated at 85C for 2
. hours. The crude product obt ai ned in this way ‘

- equivalent (23 rrg) of 4-nitro
sol uti on was Clz

10 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
B _-'hydroch!onde after freeze drylng '

o ‘-"-.:'E',"';’__?Examp!e 1 50 1 [3-(6 8-D|chlor0—2-methyl-1 2, 3 4- tetrahydro-lsoqumolm—4«yl)—phenyl]- : ‘- e
‘ ‘\;’;,.._'{.;,‘5;3-ethy!-th|ourea tnflueroacetate o :

7. 20?f.:_




51is purified on a preparative HPLC, becom ng 66 ng of the title conpound.
10 20: stirred overnight. For workup, the resulting precipi t2¢¢q2006i | tered
.of f. and washed with dichl oromethane. The title conpound obtained in thls

mey can be reacted further without further purification..
3-[3-(6,8-Dichloro-2-nmethyl -1, 2, 3 4 t et rahydro-i soqui-nolin-4-yl)- phenyl] 1,
1 dlnethyl- urea, hydrochlorlde ﬁf 4-ni trophenyl

[ 3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4 tetra ydr o-i soqui nol i n-4-yl) -
phenyl]carbanate hydrochlorldes (intermediate 1) are suspended in 3.5 m of

St o BT At R ?cﬂeﬁgufr%'”%éﬂi}pﬁmﬁwgeg(@fmer 1 hours,

the ni edmzrﬁauna dl"é)dehﬁﬂe eﬁ?]are?deweeaﬂpﬁ A THCBh@VRRE Siah asthed wi t h

aqueous KZCO3 sol uti on. e organi c phase is separated. an@gwashed tw ce

. .wi t h sathyldsaitiocyarde sue added, Atler keatingttn reiyedmr 3dwurenbemeadtoecsoluﬂm

e 0l LBk RS e R £ S Bl ol T, e
- net jod igpadfieded al p?epaﬁﬂiﬁeHPLﬁjbeo‘ehﬂh%gﬂgnqbﬂfﬁe fitlecéormgbdice 1 and the
appropriate am ne conponents: Exanple 52 153 154 Structure 0O 0 a

155 0 .a 146
. Example 1561: 3—[3-(6,&Dichloro-2-methyi—1 2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
- 1,1-dimethyl-urea, hydrochloride;

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,
- ... .- 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
f‘-"_;'strrred ovemlght For workup, _the resultrng precrpltate :s fi ltered off and washed wrth
= : :drchloremethane The tltle compound ebta:ned in thls way can be reacted further
l‘WﬁhOUt further punﬁ C .‘" T ' ' ' e

'__ ,_.3-[3 '(6 8 'chhloro-2-methyl 1 2 3 4 tetrahydro-rsoqumohn—4~yl) phenyl] 1 1 -d:methyl«
. ,."‘.urea hydroch!onde . ,' UL e e e .' o |

- _:.35 mg of 4~ nrtrophenyl [3-(6 8-drchloro-2-methy! -1 2 3 4 tetrahydro-rsoqu:no!rn—cl-yl)-
o _ '-phenyl]carbamate hydrochlondes (:ntermedlate 1) are suspended in 3.5 mi of

25 drchloromethane 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 wrth




158 G The follow ng eXanples were prepared in analogy to th _
described in exanple 151. THE was used as solvent, and the rgdﬂrﬁ Qgswere
carried out in a closed reaction vessel. Reaction . tenperatures of 85C were
necessary for exanples 159 to 5 166. Conpound of exanple 167 was. purified
by preparative HPLC. 147 Table 6: Exanple No.:Structure 159Ne Chiral N ar
OC-. 160cl N -C, T6yol1 d d 164, r M O '~ C "N,

'dichloromethane and washed with aquééus K2COg solution. The organib phase is
-separated and washed twice with saturated K2CO3 solution, dned with MgSO4 and

“ concentrated. The residue is taken upin dliute HCl and freeze dried, resuitmg in 29 mg '
o of the title compound '

, ']'he folloIWing examples are prepared in an_aiogy to the method described in exémp!e

151 , starting from intermediate 1 and the appropriate amine componehts:




~-and, Wwhild. stirring, 131

cl 2 June 2006 164 165 166 c cl 2 June 2006 149 _ o
net hyl pi per azi ne- 1- car boxani de, hydrochl ori de; phenyl ] car banfténe 2006 -
hydrochl ori des are suspended in 2 m. of dichloronethane,.and‘a : 15 ng of
~4-nitrophenyl [2-(6,8=dichl oro-2-nethyl - '

-2, 3, 4-tetrahydr o- |squ|noI|n 4-yl) solutlon of 3.2 ng of 1-néthy|pipera2ine

in |l m of dichloronethane is added. Aser 1 hours, the mixture. |s diluted
wi t h di chl oronet hane and washed with aqueous K2CO3 sol ution. The organic
phase is separated and washed twice with saturated K2CO3 20 solution, dried
with MgSO4 and concentrated. The residue is taken up in dilute HO and
freeze drlﬁd résultlng in 13 ng of the title conpound. The follow ng
exanples arl@b pared in analogy to the nethod described for Exanple 168:

. N'[2 (6‘8'1_).[\.,IIIUIU P IIb'LII l 4 ‘,'-I- LULIah_y\.uu ;ouq\.u||3||n 4 yl) phenyl]
,4?hethylp|p5mﬂEMQék& carbc%ﬁﬂﬁ@@e hydrochloride; d Injernmediate 1:

4 N|tropher?ﬁ o [2-16,8-dr ciT or 6-Z-Tet Ny E2773, 4 Tetranydr o- |squ|noI|n- 5'
y

. 4-yl)-pher car bamat e, hydrochlqQr.kd
[ 2- (6, 8-dijchl or o- 2- net hyl {1, 2, 3 t trahydro-lsqu|noI n- 4- yI) phenylanlne
(200 ng, {conparative exanQ}e 36) are # ssolved in 10 i of - di chl or onet hane

i ‘-nuirophenyl chl orof prmat e are added.
.FEClpltate is filterefd off -with suction-

'.Adter 3.5thours, the resullti ng
and washed with dlchloronétha
is recrysiafgg zed Trom di¢hloronet hane esurting Th Ip9 ng of the title
©-conpound: g:j '

N-[2 (6,84Di chIoro-2-neth‘I-1,2]§E4§%§trahydro-isoquinalin-4-yl)-pheny|]-4 ‘

1?5 £:> '

L T

e. The crude 10 product pbtained in this way




exanpl e 168. Exanple No.:Structure 169.0 xN~ .cl g ci 170 a NN / M q g
171 172 173 151 Exarrpl e 176: 2 June 2006

- N-[4-(6, 8-Di chl oro-2-net hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)- phenyl]

< 4- et hyl - pi perazi ne- 1- car boxam- de hydrochl ori des; Cl Internediate 1:

4- N trophenyl [4-(6,8-dichloro-2-nmethyl-1, 2,3, 4- tetrahydro i soqui noI inb5
4-yl)-phenyl ] carbamat e, hydrochl ori desj46

~ .4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)- phenyl am ne
(200 ng, conpound of exanple 17, internediate 1) are dissolved in 10 m of

- dirchl oronet hane and, while sti rri ng, 131 nmg of 4-nitrophenyl chlorofornmate

are added. After 4.5 hours, the resulting precipitate is filtered off with

_.suction and washed with dichl oronet hane. 10 The crude product obtained in
thi s way |1“"“§rystalllzea tvyce rron1u|cH|umpne Hq)c, —t—resul ting in

254 'nmg of tih itle conpound .

- N-[4-(6, 8- L chl or.o- 2- net hyl - 2,3,4 t ahyglr o- |SOHU|noIin-4>3I)-phehyI]-4-

~methyl 15 ng of 4-nitrophenyl| ¢ a : :

: [4+(6, 8-di ghl oro-2-nbt hyl - 1, 3, 3, 4- r alydr o- |squ|noI|n 4-yl
p| per azi ne-{1- car boxani de, hydr oc‘- G

: . Ci '

" The -foilpWing examples were prepared in analogy to the method described in '
example 151. THF was uéed 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.




solution of 3.2 ng of 1 -nethyl piperazine in 1 m of diChIQngE#giﬂﬁ IS
added. After phenyl]carbanate hydrochl ori de are suspended in

di chl oronet hane, and a . The residue is taken up in dilute HO and : :
-freeze-dried, resultlng in 13 ng of the title Washed twice with saturated

- K~C03 solution, dried with MySO4 and concentrated. hand Washed Wth aqueous
K2CO3~ sol ution. The organi c phase is14@&parated and -stirring for 5 hours
and standi ng overnight the mxture is diluted with dichloronethane

conpound. The follow ng exanples are, prepared in anal ogy to the nethod
described for 25 exanple 176. 2 June .2006 152 Tabl e 8: Exanple
No.:Structure 1770 Nxibhigls: G M C 9780 NxN C1 | C1 -"153 179 180 ci 181 a
182 Exanple 184:
N-{ 4- (6, 8- Di chl or o- 2} éarnple No,:2, {Btrtictues | ahydr o- i soqui ngl i n- 4- yI)

159 @ NYO Chirat

160

161

162




phenyl ] f or mam de, hydrochl oride; 2 June 2006 154 C d d _
4- (6, 8-di chl or 0=2- met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4- y1 3 J¥15e#BM8ani ne
(200 ng, conpound of exanple 17, internediate 1) is dissolved in 1 m of
formc acid and .5 heated to reflux for 15 min. After -standi ng overni ght,
the mxture is added to an ice/water m xture and extracted twice with
et hyl acetate. The conbi ned organic phages are dried wth MySO4 and
concentrated. The residue is taken up in dichloronethane and washed wth
saturated NaHCO3 sol uti on. The phases are separated and the aqueous are
extracted three tines nore with dichloronethane. Drying of the organic 10
" phases (MgSO4) and renoval of the solvent by distillation afford 167 ng of
crude product. 10 ng are dissolved in dilute HCl and freeze dried,
_resul ting isn-—-1l-ng-—of-the titte-—-compound...Exanple..185; :
~ [4- (6, 8- Di ¢hl©Bo- 2- net hyl -1, 2, 3; 4- Bt 0-isoquinol iin-4yl) 15 =
phenyl ] net hyl - am ne, hydrdchl ori de ' : _ o
~ N-[4(6,8-Dichl oro-2-net hyli- 1, 2, 3, 4% ro-i soqui noli n-4-1)-phenyl ]forna
‘mi de” (150{mg, conpound off gxany ar di ssolved in 2.5 nl of THF and, -
~at- 50C 20junder argon, - added™ ' %o a~e6lution of 0.45 ni of a 1 M
~solution off lithium2 Jungq 2006 1&5 @ un‘imumthydri de/THF in 2.5 m of THF.
' The m xturg is heated to refl ux “1 Rour. Aftér stahding overnight, a
further 0.22 m of a 1 MI|ithiugtal umi num hydride solujion are added at
- 50C, and the mxture.is.hgated to reflux for a further{hour. For workup,
. the sol venf 484r enoved ang the resi fo@irti tioned between I
di chl oronefhane and 5 aqugous HC }} The pHases are sepafated and the aqueous
~are extracted three tines} with di oro hane, The cénbi ned organic
“'phases arejdried with mtrﬁgsozt angl &bncentrated. Fufther purification
takes placg¢ on a preparati pro t

N

|'165

. 166

R




~ obt ai ned in this way is taken up in an NaHCO3 sol ution and extracted W|th '
di chl or onet hane. Drying of the organic phase with MySO4 af f of d¥ngse0

the free 10 base. 10 ng are taken up in diluted HC and freeze dried,

resulting in 10 ng of the title conpound. Exanple

. 186:.1-[4-(6,8-Dichloro-2-nmethyl-1, 2,3, 4- tetrahydro I soqui nol i n- 4- yl) - pheny
11- 1, 3-dinmethyl-urea, hydrochl orldes149 N'k NI G C C 15. The title

© conpound is prepared 'by the nethod described for exanple 151, starting
from|[4-(6;

8-di chl _ n am ne

B e e s e L L e B SR A

in THF)4-ﬁmthyiplmeralZl@e—11ma?bmmﬂet hedebehlarigie; hydr ochl or i de 2 June 2006 156

| - The follow ng corrpounds are prepared in anal ogy to exanpl e 186 starting .

- from [ 4-

(6, 8- di chl or o- 2- et hyl - 1,2,3,4-tetra’

"~ nmine (exanple 185), 4-nitrophenyl c
components: Table 9: Exanple No.: Str
o o Ci

dr8y i sogyi nol i n- 4- yI) phenyl]nethyl a
i or e and the appropriate am ne

ﬂl%\cll cl cl 189 cl
N -

NG al

S Intermediate 1: 4-Nitrophenyl {2-(6, 8-dichloro.—2-methyl-1 ,2,3,4—tetrahydro-ieoquinolin-
o 5 4-yl)-phenyl]carbamate, hydrochlorides; |
| [2-(6, 8—d|chtoro-2-methyl 1,2,3 4-tetrahydro~|soqumolm-4-yl)-phenylam1ne (200 mg,

‘comparatlve example 36) are dissolved i in 10 ml of dichloromethane and, while sttrrlng,
131 mg of 4-pitrophenyi chloroformate are added. After 3.5 hours, the resultlng
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- Dtchloro-2-methyl 1,2,3.4- tetrahydro—rsoqumotln-4-y|)—phenyl]—4-.

R o methytp1peraz:ne—1-carboxamlde hydrochlonde -, .
R ‘1_5, " 16mg of 4—mtrophenyl [2-(6, 8-dzchloro—2-methy| 1 2,3 4-tetrahydro-tsoqumottn-tt-yl)-

| ,'phenyl]carbamate hydrochiondes are suspended in 2 ml of dtchloromethane and a

- ‘..solut:on of 3 2 mg of- 1-methylp|perazme in 1 ml of dlchloromethane is. added After

_l hours the mtxture_ is dlluted W|th drch!eromethane and washed w1th aqueous K2003:;:"

) solutton drled wnth MgSO4 and concentrated The reSIdue IS taken up in dllute HCI

U fand freeze dned resuttmg in 13 mg of the tite compound

.. The fol[owmg examples are prepared in analogy to the meth o d descnbed for o
S e example 168 . _ o _ | |
.25




cl u 2 June 2006 158 192h NNCH f f ~-NN.CH O N d 0 193..NX N-. .- i
CH. d N, d Exanple 194: 2 June 2006
N-[3-(6, 8- Di chl or o- 2 2-methyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4-yl)-
phenyl ] formam de C

3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4- tetrahydro i soqui nolin-4-yl)- phenylan1ne
(600 ng, conpound of exanple 35) is disgolved in 2.4 m of formc acid and

" " heated to reflux for 15 mn. After standi ng overnight, the mxture is

added to a mixture of ice/water and 2 June 2006 159 saturated NaHCGO3
sol utiofgylyextracted three tinmes with dichloronethane. The

Example No.: Structure
1169 '

" T170

171

[172

[

B k77




conbi ned organi ¢ phases are dried with MgSO4 and concentrated, resulting in
588 nmy of the title conmpound. Exanple 195: 2 June 2006
[3-(6,8-Dichloro-2-nethyl-1,2,3,4-tetrahydro- |squ| nol i n-4-yl)-phenyl ] -
-~ net hyl - am ne, hydrochl ori de; a _
- N-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl ]for
mam de 10 (588 ngy, conpound of exanphgq4194) is dissolved in 10 mM of THE
and, at 50C under argon, added to a solution of 1.8 mM of a | Msolution of
~lit alum numhydride in THF. The m xture is heated to refl ux for 1 hour.

After s \/ i : hi um.al m hydri de
sol ut i o%@ﬂ%gg@ég@f %BI&IB@-%-ﬁ%mﬁ {dg $%Tt$5§h¥l\éd -éc&qu;mol |y R For
wor kup, 4-mathylpipetdeiieahdatboxantde hyaredraciddss extracted four. . tines Wi th
- .ethyl acetate. The. conbined.. organi c phases are dried with I\/gSO4 ands.

- concentrated. Further purification takgs place on a preparative HPLC
~Theproduct obtained in this way is tg!(en up irn ‘NaHCO3 sol ution and
- extracted with ethyl acetate. DryingNof N'héyorganic phase with MySO4
- affords 270 ng of the free base. 45_# alr\e/Naken up in diluted HCl -and

~ freeze'dried, resulting in 45 ng of p title conpound.. The conpounds of

" the fol | ow ng .exanpl es can be prepalrgs startlng from[3-(6,8

| soq@r nol i n-4-yl)-phenyl ] met hyl ani ne 2 '
or oé rmate and the appropriate am ne
ﬁ’pl e 151: Table 10: Exanple

- «dichloro-2-methyl -1, 2, 3, 4- t dbkabyd
“June 2006 160 (exanple 195),;, 4-

conponents by the method descri™ Or~ex

‘No.:Structure 196N O cl 197 "Cl o

 Intermediate 1: 4-Nitrophenyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-
- 5 4-yl)- phenyljcarbamate, hydrochlorides; , |
o 4- (6.8-dichloro-2-methyl-1,2,3 4-tetrahydro~:soqumolln-4-yl)-phenytamlne (200 mg,
S compound of example 17, intermediate 1) are dissolved in 10 ml of dichloromethane
o and, while sfirring, 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

iN -[4-(6,8-Dichloro-2-methyl-1,2,3 4—tetrahydro—|soqumolln-4-yl) phenyl]-4-methyl-
S E plperazme- 1-carboxamide, hydrochlondes ' : “‘S@w '

- 15 - 15'mg of 4-nitrophenyl [4- (6, 8-drchtoro-2-methyl 12 3 4-tetrahydro-rsoqulnolln-4-yl)
SRS ;fphenyl]carbamate hydrochlonde are suspended in 2 mi of dachloromethane and a

so]utlon of 3.2mg of 1—methylprperaz:ne |n 1 mI of drchtoromethane rs added After

| ;"strrrrng 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 ‘

B :‘;:20_"'_- washed twrce wrth saturated K2003 solutlon dned wrth MgSO4 and concentrated

o E—r:;iThe resrdue rs taken up ln dllute HCI and freeze drled resultmg in 13 mg of the tltle
"compound N R REUEEE i

s ' - The followrng examp!es are prepared in analogy to the method descnbed for '
25 _'exampte 176. ' '




198 199 200 cl cl 2 June 2006 162 202N NYNJ c1 ,~C C C 203 NN, ,~, - IT
'c Cl Cl .Exanple 204: 2-Dimethyl ani noet hyl 2J”392006
[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro o

i soqui nol i n-4-yl)-phenyl ]-carbamate, hydrochloride; ,NyO- v N7 O 15 ng of
4-ni trophenyl : _ '
[3-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrgpdro-isoquinolin-4-yl)- :
phenyl ] carbanmat e hydrochl oride (see exanple 151, internediate 1) are
suspended in 1.5 nl of dichloronmethane while stirring under an argon’

-at nosphege, @and a solution of 2 June 2006 163 3 ng of

2-di met hyll@m'noet hanol in 0.5 m of dichloronethane is added, and the

m xture is $ti : - i i s er,

di chl or onet hex@mpIeNO.sat ur at ed NaHOSBugtafeut i on are added, angl the organic
_phase is sepgrated.” The R

1178

T




. ‘'saturated NaHCGO3 sol ution.

di chl oronet hane phase is washed three tines with saturated NaHCO3 and dri ed
with MySO4, and the solvent is rempved in vacuo. The crude Pr8R€e06
obtained inthis way is purified on a preparative. HPLC. The product
fractions are concentrated and partitioned between ethyl acetate and .

The organic phase is separated off, dried with
MySO4 and concentrated. The residue igsgaken up indilute HC and freeze
dried, resulting in 5 ng of the title conpound. 10 In an anal ogous manner,

t he correspondlng i somers 2-di net hyl am noet hyl [4-(6, 8- _

di chloro-2-nethyl -1, 2, 3; 4-tetrahydro-i soqui nolin-4-yl)- phenyl]carbanate
.hydr ochl ori de - and 2 dlnethylanlnoethyl

[ 2- (6, 8-di ¢RIy o-Z- et hyl -1, 2, 3/J4-tetrahydr o-1soqui nol T n-4-yl )
"~ phenyl ] -cagbamat e hydr ochl ori de. are pr ﬁ#‘a&ed starting frdm 4-nitrophenyl
- [4-(6,8 15 : { ' -
- di.chl oro- 24net hyl -1, 2, 3, 4-t et r aHydrap- i @ i nol i n-4-yl)-phenyl]-carbamate"
- -hydrochl orilde and 4-nitrophenyl ) ‘
" -[2-(6, 8-di¢hl oro-2-nethyl -1, 2, 3,{&t+e wdr 0- 1 soqui nol i n-4-yl)-phenyl ] -
‘car barmat e hydrochloride. 2 June 2008 Nfabl e 11: Exanpl € No. Structure :

I N\ ci

2050 g \ig I CI 1206\ YNAO-L Clf ci G Exanple 207: I\/bt hyl
S [8- (68d|§ thyl <1 2’34fnfr:\h\1drn|an|||innlin- -yl ) -
g phenyl ] - caj d8Rat c e, hydr ochl ori de; ,?L

Example 134 N [4 (6 8-D|chloro-2-methy!-1 2, 3 4 tetrahydro-130qumohn—4—yl)—
phenyl]formamlde hydroch!orlde R ;




a d ci 15 ng of

3- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl ¥J¥eA6an ne
(exanpl e 35) are introduced under an argon at nosphere into 1.5 m of

di-chl oronet hane while stirring, and a solution of 4.6 ng of nethyl
chloroformate in 0.5 m . of dichloronethane is added. After stirring for 6
hours and standing overnight, a 2 June434906 165 further 2.3 ng of nethyl
chl orof ormate are added, and the m xture is stirred for 5 hours. For

wor kup, the solvent is renmoved, and the residue is taken up in dilute HC
and freeze dried, resulting in 20 ng of the title conpound: The follow ng
car bamat es can be prepared in an anal ogousranner startlng fromthe

| approprlate ani l i nes N"=0
3- (6, 8-dichl oro-2-net hyl =1, 2, 3, 4- tetra sy 0- i soqui nolin-4-yl)- phenyl am ne
- and 4-(6, 8-di chl oro-2-nethyl -1, 2, 3 4-t @ ydr o-i soqui nolin-4-yl)-

. .phenyl am ne. Table 12: Exanple No 09 Structure 166 211 212 ci ct 213
- 2 June 2006 2 June 2006 167 Exa B
- (+)-N-[3-(86, 8-Di chl or o- 2- net hyl - - t- r ahydr o- |squ|noI|n 4-yl) - phenyl

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
| lce/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 drchloromethane

B and washed with saturated NaHCO3 solutron. 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-amrne hydroch!orrde -

N [4—(6 8 Drchloro—2—methyl-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 Ilthrum




nethanesulfonan1de hydr ochl ori de; 215b:
(-)-N-[3-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro- |squ|noI?HUW&9WWiphenyl
] - net hanesul fonam de, hydrochlorlde Cl CLd :.96 ng of racemc
N-[3-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro- |squ|noI|n 4-yl) -

. phenyl ] net hanesul f onami de (see exanple 83) are separated into the
enantioners on a chiral preparative kpC. 10 chiral colum: Chlralpak AD

. 250 x 50 mm 20 /p; solvent: heptane:ethanol:methanol: 10:1:1; flow rate:
50 mM/mn; the resulting enantioners are dissolved in dilute HC and freeze

d d, | t the tit.l 15 d 215b.
TL;eena%ﬁﬁﬁ%hlrg’dB@?n H}J 5"%[1"951'%' cﬁgﬁﬂ: ﬁf%@weds E‘ﬁﬁf‘%ﬂ)ounﬂ'@( FOfcra]h&Qﬁ col um:
i Cg' ral pAfterA@ahl‘lﬁ% &éﬂugfht‘laﬁuﬂﬁ@ro 99 M a1 Nﬁlﬁhﬁiﬁ?aﬁﬁﬂﬁﬂm h)fﬂ?fd@%@)‘ﬂltldﬁo 11

20 .flow rate: (enantioner eluting-first) = 84 mn; 100%
ee; Ri- Ql@rfaid&dcﬁf&()"@l andﬂge swduredis heated® neflux fquw&mr hauarﬁﬂreworm;ﬁ,es

(+) 1 [ﬁg(%;\%gﬁ%@hfc{v%ﬁzﬁ%u?mﬁéu?i%BarhhSﬁég DU Sert SRR OEHING and - Pheny!

-+ () 5l-[ 2qicou8-HEIC The phradesBid ¥épdrafodiartt theld "s%ré%&ﬂﬁtﬁé@'thfée“mﬁéé' phenyl
~-.7]1--3- ethylurea, hydrochloride; 2 June 2006 168 - :
' - with dichloromethane, The comb:ned organic phases are dned with with MgS0O4 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
:.--j'_:'from [4-(6 8-d|chloro-2-methyl-1 2, 3 4—tetrahydro-lsoqumohn—4~yl)-phenyl]methyl-amlne
A "-.i_'.-%(example 185), 4-n|trophenyl chloroformate and methylamme (20 ,ul 2Min THF) '
ERE 20 resultmg in 9 mg of the des:red hydrochlorade ‘




10 4-. enantioneric puricty i's determ ned by analytical HPLC. 15 chiral
col urm: Chiral pak OD 250 x- 4.6 mm sol vent: heptane: et hanol : # 8 8¢¥hol :
50:21;(0.3%diethylam ne); flowrate: 10 m/mn; R (enantioner eluting
first) = 9.22 min; 100%ee, R (enantiomer eluting second) = 9.96 nin, 98%
ee.' 20 a chiral preparative HPLC. chiral colum: Chiral pak OD 250 -x 50 nm
20,u; . solvent: heptane: ethanol :isopfgganol : 50:2:1; 0.3%diethylamn
. flowrate: 50 mM/mn; A 316 ng of racemc '

- 1-[2-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4- yI)

phenyl ] re.separ
enantm@regbﬁ‘b@ﬁantmner ;ﬁﬂgtp?%paer?ﬁg@@%gﬁ)@lrg eﬁﬁ"ﬁ ljﬁé?gaé't' frﬂ @econd
T, The @@,smlcmm-s raethyb4/2, $4ttetﬂah3&ﬂ'§&§@qtﬁhcyl|ﬁ-@~yﬁ)~tﬁﬁéiﬁl]rrﬁéﬂﬁy{fdn@iﬂé' on on a
_preparative HPLC The resulting products are partitioned between saturated

NaHOCB - é@xaplgr S at-néraphenytehiamiormate anﬁléhare@@mmqsﬁagune somppaeatsed of f,

dried with MgpSM and freed of 'solvent. Dissolving the residue in dllute

- "HCl. and freeze drying affords 37 ng of the Exanpl e 217:

N- 35 ( 6;Tablai 91 uor o- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4- yI) phenyl]

~ acet-am de, hydrochloride;. 2 June 2006 169 Intermediate 1:

-2, 4- D rgor ol Engy T e it e 2, 4= D ftuorobgnzyl.met hyl.am ne can be prepared
ina m '“F? ‘t‘otﬁg8 € | ed . worker starting from

- '2,4-di fl uor obenzal dehyde (cf. exarrpl e 1, internediate 1).
_I\I—[3(68D|fluor02rrethyl 1,2,3,4 tetrahydro|squ|noI|n4y|) phenyl]ace-
tam de, _ _ :




hydr ochl ori de;
descri bed in exanple |
2, 4- dlfluorobenzylnethylanlne
4- ( 3- Bronpphenyl ) - 6, 8-di chl or o- 2- net hyl -
hydr ochl ori de;
prepared by the synthetic route descri

1)

i soqui nol i ne,

Exanpl e 218:
1,2,3,4-te

d in exanp

The title conmpound can be prepared by the synthetic route
110 starting from N-(3- acetylphenyl)%éé@%ﬁ@@% and-

trahydro (|nterned|ate

2 June 2006 170 The title conpound can be

le I starting from

-2, 4-di chl orobenzyl net hyl am ne (see exanple 1) and 2=brono-| - ( 3-

br omophenyl ) et hanone as al kyl ati ng agent.
1-[3-(6, 8-Di chl oro- 2-net hyl -

Exanpl e
1,2,3,4-tetrahydro-iso

219:

qui nol i n-4-yl) - phenyl - 3-

(2- hydroxyethyl)urea OH d 509 ng (1 nmmol ) of 4- nltrophenyl

[ 3-(6, 8-dichl oro-2-net hyl -

. quinolin-4-y

Cinternedi at é
-~ soluti-on of
- The m xture
- sol vent

1§ are dissol
67.2 mg (1.1
is stirred

ved i n 15

at| 1

1,2,3,4-tetrahydroiso 10

of absol ute
et hanol i
e for th

e

o

npound of exanple 151,
DMF and, at 0C, a

n 10 M of DW is added.
ree hours and then'the

is-jenmoved in vacyo. I's partiiti oned between et hyl
- acetate and|saturated NaHG Theyl5 organi c phase is separated
. - offrand.thejaqueous. is ext® \ ce noRe with jethyl .- .acetate. The
i conbi-ned organi c phases arje .t h saturated{NaCl solution, dried.
with MgSO™ and concentr at gd. 0 onatography on sillica gel -
. (dichloronet hane/ net hanol )] affords 265 ng of 'thejtitle conpound. 20
- Exanpl e 220[ Ry 0
. -3-(6,8-dichforo-2-nethyl -1l 2, 3, 4-t effic apydr o-i soquijnol i n-4-yl) benzoate 2
June 2006 1f1 o | S
Cl
N .
[ 189 A
SN
cl
N
- 199_, ' ,@g%m
NN
Lo
Lo A




2 Nof KOH arg added. After o

C 10 Internediate 1: 3-Acetylbenzoic acid is prepared in a panner known to
the skilled worker from 3-acetylbenzonitrile by hydrolysis 8PURH20Gi trile
group. 5 Internmediate 2: Ethyl 3-acetyl benzoate is prepared from
internediate 1 in a manner ‘known to. the skilled worker. Internediate 3:
Ethyl 3-(2-bronpacetyl)benzoate is synthesized in analogy to the nethod
described in exanple 1, internediate 2q5dromethyl 3-acetyl benzoate
(internmediate z). Ethyl
3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-benzoat e,
Starting fromethyl 3-(2-bronoacetyl)benzoate (internediate 3) . and
' 2,4-dichl orobenzyl - 15 nmethyl am ne (exanple 1, internmediate 1) it is
possible to proceed further in_analogy to. the synthetic.route described in
exanmple 1, resphigong in ethyl 3-(6, 8-dichl@ro-2-nethyl - o '
- 1, 2,3, 4-tetrahydroi soqui nol i n-4-yl ) benzqat fter alkylatién reaction,
- reduction and ying- closure re i le 221: : c _
“3-(6,8-Dichlorp-2-nethyl -1, 2, 3, i $Qqui ndMHn- 4-yl) benzoi c acid; -2
June 2006 172 PH 500 ng of et hyjl ' _
~3-(6, 8-dichl orp-2-nethyl -1, 2, 3,
“(conpound of ekanple 220) are

N ClH -
- |4'8‘(:|U| nol i n-4-yl)-benzoate
i €6ql vad _in. 15 n of nethandl, and 10 m of

8 , the mixture ijs concentrated
~in vacuo and the residue is pariitiomgd between water and éther. "The
-aqueous phase Is adjusted to a jpH ofClhbout 6 with 2 N HCl } and the ,
.resulting precipitate is filterled off with suction. Drying: affords 304 ng -
of the title C)f“[g?flnd' as a colofrless solidf 10 Anal ytical data for the

anp - :

conpbund;.of_ e es 1to 221:| Tabl e 13£N1L§4&\

L om

iﬁzﬁfa__ .

Example 194:' N-[3-.(6,-8-Dic_hloro-2-methy|—1 .2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyljformamide -

. 3-(6,8dictiloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yi)-phenylamine (600 mg, . . <=
-~ -compound of example 35) is dissolved in 2.4 ml of formic acid and heated to reflux for © "~
L 15 min. After standing overnight, the mixture is added toa mixture o_fice(\iva'vte_r_'and




- 2a 2b Structure 1,60 1,60 3,63 3,67 3,66 173 M5- Method MS, +H Method B
- 349,1/350,11 ESI 351, 0 349, 21351, 2 371, 31373, 3 ESI - ESI 412, 844192406
371,3/373,3 412,31414,3" ESI 371,11373,1 '.412,1/414,1 ESI 2 June 2006.
Remarks mp.: 205-206 C MP.: 125 C (deconp.) (+)

.10

- ,?THF The mixture is heated to reflux for 1 hour After standlng overmght a further 2 mi

. 'j. - of a1 M lithium aluminum hydrade solution are added at 50°C, and heated 1o reﬂux for l_ R
B "- ; 1_'__. a further 30 mm For workup, tce rs added and the aqueous phase is, extracted four '
R ._:::'_-,iponcentrated Further punf catron takes piace on a preparatrve HPLC The product
-_-'?'-obtarned m thrs way {s taken up in NaHCO3 solutlon and extracted w:th ethyi acetate s

Drymg of the orgamc phase W|th MgSO4 affords 270 mg of the free base 45 mg are

- of the title compound.

'Example 195 [3—(6 8- chhloro-2-methyi-1 2,3,4- tetrahydro-lsoqurnohn-4~yl)—phenyl]
‘ -methyl-amlne hydrochloride;

199

saturated NaHCO3 solution and extracted three times with dichloromethane. The

combined organic phases are dried with MgSO4 and concentrated.,resulting in 588 rng

N-[3-(6,8-dtchtoro-2—methyIQ1,2,3,4-tetrahydro—isoquinoiin—4—yi)—phenyl]formamide ‘
(588 mg, compound of example 194) is dissolved in 10 mi of THF and, at 50°C under
alumrnum hydnde in.

argon, added to a solution of 1.8 ml of a 1 M solution of lit _'

trmes wrth ethyl acetate The combmed orgamc phases are dned wrth MgSO4 and

| .-taken up in- dlluted HCI and freeze dried, resultlng in 45 mg of the tltle compound
.20 R o _ R
o The compounds of the fo!lowmg examples can be prepared startlng trom [3-(6, 8-

‘_ dlchloro—2-methyl -1 2 3 4~tetrahydro-1soqurno!rn-4-yl)-pheny|]methylam|ne




enantionmer (+) enantiomer. 2d 3 4b 5 1,56 4,00 3.59 1,58 4,2 EB%:‘» 174 B
371,1/373,1 412,1/414,1 A 399,1/401,1 371,21373,2 A 412,2/41 06
371,0/372,0/ 373,01373,9 369,9/371,9/ 373,9 336,11338,1 ESI ESI" ESI

160

- (example 195), 4-nitrochloroformate and the appropnate amine components by the
method described for example 151:

Table 10;
- | ExampleNo.: | Structure
1196 :

0




37 4,05 .

Cl ‘2 June 2006 F) ‘enantionmer 175 7 10 11 WFA TFA 4,17 1, 88 égurﬁg
,2

3,79 A A 363, 3/365,3 377,3/379,3 .406, 3/408,3 377. 11379 1 3
375,2/2 377,2 .1 A 4 C Q ES ESI 2 June 2006 176 _

161
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13 14 15 16a 16b TFA TFA 4,92 4,08 4,80 1,61 1,61 0,91 A A B
361, 2/ 363, 2 390, 2/ 392, 2 318. 2/ 320, 2 349.1/350, 1/ 351, 1 349, %F%W%B
351, 1 307,1/309,0 2 June 2006 ESI ESI CI ESI ESL ES

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




-(-) enantioner enantoner 18 19 1 19a 20 1,63 4.00 1,80 1, 67 éne
. 442,0/ 444,0 392, 2/394,2 392,1/394,1 380, 1/ 382 2 ESI ESI ESI g9 ?

1,68 1;68. 378, 31380,2. 378, 1/379, 1/

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.




380, 1 ft1 ESI 2 June 2006 . MP.- 21B-220 *C 22 23 24 25 223 0, 32
' %‘?%‘1‘3?1

.160,167185178146178835917173/7183/ . 719,33
393, 0/ 394,013 96,0/397,0 384,11386,1 384,11385,1/ 386,2 400; 1/401 j2/

401, 2 .
164

Table 11:
| Example No- | Structure
{205~ 1

- 206

4

T,
by
»

~ Example 207: Methyl [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 12.3 4 tetrahydro—lsoqumohn-4-yl) phenylamme o
: : (example 35) are. mtroduced under an argon atmosphere into 1 5 ml of '
X d:chloromethane while stirring, and a solution of 4. 6 mg of methyl chioroformatein " PR
-0. 5 mi of dlchloromethane is added After stlmng for.6 hours. and standmg overmght a j"f-':- L




ESI ESI ESI ES! ESI 2 June 2006 179 27 27a 28 29 29a 'HQ 02% OnS0ds 65
1,67 1,68 11,68: B B B B 413,2/414, 21 415, 2 413, 21414, 21 4959

,'-384 2/ 385,2 386,2 352, 0/ 353,01 354,0 a

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 carbamatés can be prepared in an analogous inanner starting from the

| appropriate anilines 3- -(6, 8-d:chloro-2-methyl 1,2,3 4-tetrahydro-lsoqumolm-4-yl)-
phenylamine and 4- -(6, 8—d|chloro-2-methyl 1.2,3 4—tetrahydro-lsoqumolln-4-yl)
phenylamine.

Tabb12:
. |Example No: "Structure

1209

e‘:?‘. -

S




352, 0/ 353, 0/ 354,0 36511366, 1/ 367, 0/ 368, 0 ESI

2006 31 32. 33 34 35 TEA. 1,79 1,47 1-,46 1,63 1,66 180 180
B B 422, 1/ 423, 1/

381, 1 ESI

424,1/425,1

166

ESI

ESI

ESI

%%"76950%/63

1211

272

213

o "}1'

2 June
80, 1/




393,1/394,1/ 395,1 349,0/.350,1/ 351,0 ESI ESI ESI i 307, 0/5;9%?].%%%0
- Tzr~ 307;0/30810/ 309;1 ESI 2 June 2006 181 37 38 39 40 41 2 35

2,43 2,49 2,43 2,48 2,40 CCC

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 - | NP
:’S\\ ffs\\ '
Cl | i
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

: :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




363, 3/ 365, 3 377,3/379,3 1 391,31393,3. 377,3/379,3 r 391, 3/%8
375,3/377,3 ESI' ESI ESI ESI ES! ESI 2 June 2006 43 45 46 2 @%%00? 49
2,36 2,35 2,29 182 1Yf2 C 389 3/ 391, 3 403, 4/ 405, 4 403, 2/ 404, 2 . 460, 4/462, 4

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;
| .“ "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 MgSQ4 and ffeed of
solvent. Dissolving the residue in dilute HCI and freeze drying affords 37 mg of the
L enantlomer eluting 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 L ET
8 7 : -:so!vent heptane ethanol |sopropanol 50 21 (0 3% dlethylamme)"--f:'?.;.'f: R
"-'.:,_:__:'_':ﬂow rate 10 m]/mm G R SR |
| -"-Rt (enantlomer elutmg f' rst) 929 ‘mln 1 00% ee -

Bt ‘-Rt"(enantlomer elut:ng second) :”9 96 min 98% ee
peR ":""'-'Example 217 N- [3—(6 B-D:ﬂuoro—2-methyl 1 2 3 4-tetrahydro-tsoqumohn—4—yl)-phenyi]--;;"f_ RS
"7-:acetam|de hydroch|or1de ' - S




ESI ESI ESI ES1 ESI 2 June 2006 2 June 2006 183 100 49y 5 2006
2,37C399, 3/401, 3ESI TFA .a HHN~ 50a TFA2.42C414, 4/ 416, 4ESI dune
- 51TFA2, 37C363, 3/ 365, 3ESI a = 52TFA 2,44C377,3/379,3ESI I ~ N\ 'a  53% TVA,

2,51C391, 3/ 393, 3ESI

169

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

| rsoqumo!me hyd rochlonde




1

54a 2, 44C377, 31379, 3ESI Y~ky TFA a- 2 June 2006 184 184 0 |
a N~2Jt'” §20 57

557FA2, 49C391, 3/ 393, 3ESI N~ 56p O2.41' C375, 3/ 377, 3ESI

TFAZ2,

10

E -fl(drchloromethanelmethano!) affords 265 mg of the tltle compound

47C389, 3/391,3ESI N 58a | \ TFA2,52C403,4/405,4ESI a j'F N
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-lsoquzno!m-4 yI)-phenyt-S-
{2- hydroxyethyt)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 saturateiﬁgHCOg solution. The

'organic phase i is separated off and the aqueous is extracted tW|ce more W|th ethyl -

5 f'.'acetate The combmed orgamc phases are washed W|th saturated NaCI solutlon dned L
7W|th MgSO4 and concentrated Chromatography on srlrca ge[ B

‘}'-'.':Example 220 Ethyl 3 (6 8-d|chloro-2-methyl~1 2 3 4-tetrahydro—:soqumohn-4-yl)- i : L

Iy 'f"-;:'-benzoate R ST




1/ F.59TFA2,48C403,2/404,2< 60TFA2, 34C460, 4/ 462, 4ESI a 2 ﬂun (ﬁ)06 185
- 610 ~-TFA2, 36C412, 2/ 414. 3ESI 62a TEA2, 32C385, 31387, 3ESI 63a |
- TFA2, 38C399, 3/401,3ESI a ~I 0"o0 64a '2,41C414, 4/ 416, 4ESI TEA a 65a | TPA

2: 30C363, 31365, 3ESI |
171

Gl

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— : S

' ‘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_' o




Al 66a. tFA2 41C377,3/379, 3ESI Liu 67TA2,'52C391,3/393,3E81%1 2006
7’%@3&@%5 70a

186 ~ 1 0 68 | ~A2,41C377,3/379,3ESI 69a i 1 0 TFA2, 45C391,
a1l 2,36C375,3/377 ESI A3 TF, 71 ". TFA2,44C389, 3/391, 3ESI 72a .

TFA2, 51C403, 4/ 405, 4ESI 73F

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 .




2,70C403, 2/ 404, 2ESI | hA a 74~ o 2,30C460, 4/ 462, 4ESI 7FA 2, :]un-ez 006 187

0 752,41C385,31387,3ESI TFA a i | -Q o 762,49C399, 3/ 401, 3EST Yo 771
| 2,55C414, 41416, 4ESI WA 78al, 72B378, 3/-380, 3. ESI a 79I :

- WAL, 74B( 380, 3/382, 3ESI  80a 11, 75B378, 3/ 380, 3ES! a-

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

| 371,3/3733
2a ‘ )

“'(+)

363 A ES! | enanfiomer

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




8la TEAIL, 68B380, 3/ 382, 3-ESI a 2 June 2006 188 01, 82a399,0
oo 83ca+l, 66B385, 0/ 386, 0

1,71B401,0/402,0/ESI 1 / N -a403,0

Fade 4

0 j

,0 m/' ~

184399, 0/ 400, 0/ ai 1, 69BESI 1401, 0/402,0 a t|K 85385, 0/386,01 al, 64BES
1387,0/388,0 e (~) |

174
371,1/373,1 0
' 1.56 s enantiomer
412,1/414,1
4,00 399,1/401,1 | Gl
_ 371,2/373,2
13,59 . ESi
i - 412,21414,.2
. 371,01372,0/ ,
1,58 : ESI
373,01373,9
A J
-1 369,9/371.9/
4,57 Cl
‘ 3738 -
~{a03] A | sssum3s | ol |




86a i1, 64B349, 3/ 351, 3ESI Enantiomer / N 86b+~ 9 June 2006
\'1, 63B349, 3/ 351, 3. ESI Enantioner a 2 June 2006 189 o0"o N S F é'ﬂ =~ a
TFAL, 97B439, 0/ 441, 1ESI 881, 83B453, 0/ 455, 0ESI N~ a -i \_ 88aa \

. m 1.83B453,01455,0ESI a o;"o \ 891
175

447| A | 3633/3653 | ¢

1,88}y B | 377.3/3793 | Ci

145| B | 406314083 | 1

4371 A 3774737191 | ClI

1405 A | 36323852 | ESI




.531,01533', 01 Sr 2,01BESI 534,9 a N S 89a531, 0/ 533, 0! a 2, 02555 d%l aN a
0"00 HNSS Y~ N 90 al, 78B525, 1/527, 1ESI 0 O HEN -

al, 79B525, 1/ 527, 1ESI

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] -




\'aHIl N a ‘0O 91' 1, 63B465, 1/ 467, 1ESI  a ~~o0 uu 9laae. 1, 64B£JESI‘

465,1/467,1. o o~ no'/ N 921499,1/501, 1/ al, 81BESC 503,1 a*<“¥ M 2006
191 191 0", o0 N 92a-499, 1/501, 11 cni 1, 82BESI 1503, 1 : _

177

163| B 442,0/4440 { ESI

34001 A 392,2/394,2 | ESI

1801 B 1392,1/394,1 | ESI

1,67 B 380,1/382,2 | ESI

- N TR mp:
1 2 | ESI e e 10
1681 B | 378313802 | 218-220°C |-

S Y arsamrear|
o lqgg] BT L ESH L




/
I

N\

y
5

5-

ci F g F O 937Fp. 1,99B439,0/441,1ESI N\ 94| 1, 87B€g
NNp F \'S F 94ac of 1,87B453,0/455, OESI ~ N p
2,01B 535, 0
178
359,1
0,32 ‘ ESI
- 717,3/718,3/
7193
1,60 | 300,21310,4 { ESI |
393.0/394,031
1,67 ESi
e 96,0/397.0 .
1,85 - 384,1/386,1 | ES!
;
] "384 1!3851! ﬁ%‘ﬁ.
41,78 ES!
T 3862 .
"400 11401 el
N P o 2/ ;»ESI

5, OESI
33, OE




"\ “s s i 96l \1:75B525, 01527, 0ESI a .
. 96a cwl, 758525, 01527, OESI
- 1, 66B465, 01467, OESI CH

97s

/[ p'

179

1y

2 June 2006 192 ' 5 "o I~ aa
p 1, 668--465,01467,0E2rj‘u"62®ﬁa ]
p'0 a 98499, 1/501,1/ 1,81BESI 503;1 .

‘o

o7

0.27

413,2/414,2/
415.2

ESI

27a

10,25

413.21414,2
4152

ESI

28

1,65

384213852
386,2

| es1

29

1,67

352,0/353,01
354,0

ESI

- 99g -

NEE:3

"] 352,0/353,0/
3540 |

ESt |

Y sgsames | ool
AT ESEY
| 367,018680 | - |-




a 0"0 99a405, 1/ 407, 1ESI M P* 122C 100a 4; 44A292, 2/ 294, 2C see Ex 2:
see Ex 2: 100aTA ntern@dP%ﬁ%ocf@la

aH nternediate 4 a - 2 June 2006 193
101a4, 43A326, 0/ 328, OESI

Ex 2; 100bi nternedi ate TPA4b VI
4, 23A306, 1/ 308, OESI 103a °

a 102~

CIH'

180
180
o 379,1/380,1/ i
11,781 B - { ESI
381,1 -
| 4221023,
11,47 B jf 23,1 ES|
424,1/425 1
303,1/394,1
: , 3051 B
| 349,0/350.1/
163| B ESi
351,0
| J307.0!308 1/
1,1,? B -‘.. ! ' 'ur% ;
Tl soea |
R R o ,'307 01303 S0P RS
- 1,66 -="Bf-- 0’.. B}
A4 3091 St SR I )




F 2,84Cf 360, 0ESI i~ 104ovo4 2, 79C320, 0/ 322, OES| 105 | = |
i2,64C291,9/293, 9ES| a 2 June 2006 194 106a || an4, 26A310, of 4 HE i/
© 107a 4, 43A306, 1/ 308, 1ESI  108a / a 4, 11A292, 0/ 294, OESI CH 109

ax4, 28A292, 0/ 294, 0ESI 110 aN4, 05A302, 0/ 304ES!

181

87 235| ¢ | 363313653 | ESI
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 |2do| o | wrsamma e |




111Ni NN . , 1,37D364, 4/ 366, 4ESI
1, 440378, 41380, 4ESI TFA a.113 HN ~

\

7PA 2 June 2006 195 1
d -1, 51D392, 4/ 394, 4ESI

1%\’/9&’%?@?4 HN

1,51D378,3/380, 3ESI . \ TWA a 1150 xN 1, 580392, 4/ 394, 4ES| 0 TFA ad

182

182

43

2,45

1 389,3/391,3

ESl

TFA

2,52

403,4/4054

£3l

o

2,49

403214042 | ESI

2,36

{ 4604/4624 | ESI

238

| 412214143

-

| 385373673




116HN 1, 04D435, 51437, 5ESI

196 118 XN |

a 117 HN 1, 67D404, 41406, 4ESI

TV\AZ J3ne2280%ne 2006

X

\ 2,08D412,3/414,3ESI TFA N a 119 H \ V'~
2,27D400, 4/ 402, 4ESI /| TFA a 120H H
183
100
o0
S
49 - 237! C | 399314013 | ESI
" 50 : -
w2421 C | 414,4/4164 | ESI
51 ,
‘ 237| C | 363,3/3653 | ESI
52 244} ¢ | 377.3/379,3 | ES!
J
% 2.'51 c | 391,3/393,3 | ESI
244| C | 377,3/3793. | ES




N | 12,37D400,4/402,4ESI a / | TFA a 121 xN \N 11,54D432,5/434,5ES| a
122 ) 1,70D428,51430,5ESI .a TFA a 123 HN || 1/ xo, 2, 55D448 W1&2P0ES) | a
TFA a 2 June 2006 197 124 HML~NH 2, 43D428, 5/ 430, 5ES| / TEA a

184

184

55
249| C 391,3/3933 | ESI

55 . .
' 241 C 376,3/13773 | ESI

57 ) '
247 C | 38931913 | ESI

58
252 C 403,4/4054 | ESI

] s ' | :
: 248| € | 4032140427 Est

60 '
12341 ¢ | 4604/4624 | ESI




125 H 1,88D401, 4/403,4ESI O - TEA a 126$ ,0 s 02, 31D496,5
a TEA\ N~ aJ 128

N a 127 H

| HN 2, 14D429, 4/ 431, 4ESI
-.42,07D401, 4/ 403,4E?3t a TEA\ "Na 1290 F E is

230% 2608 TEA

R

185
61
236| ¢ | 41224143 | ESI
62 232| ¢ | 38533873 | Est
63 :
238| C | 393,34013 | ESI
o |241) ¢ | a144mt64 | ESI
.
65 ..’- .
: 230| ¢ | 36373653 | ESI
| l241| ¢ | srrares | ESl
o |282| ¢ | sotamess |Es




/2,44D469, 4/ 471, 4ESI a“- TEA N~ a 2 June 2006 198 130 1, 55D35§ 4/2?»630 4ES|
\ TFA a - 131\_ x' o 1.52D392,4/394,4ESI \ \ TFA 132x
1,63D378, 3/ 380, 3ESI \ TFA 133x Y-Nt~ / . 01,64D392, 4/ 394, 4ESI 134

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




i 01,14D "435,5/437,5ESI \' | Ima 135f

2006

all

1401

1, 62D404, 4/ 406, 4ES| a2 June
199 136°~ 02, 16D412, 3/ 414, 3ESI TEA ~ \ 137 / w,mmooﬁﬂﬁ%@&&
rFA 138 2, 41D400, 4/ 402, 4ES| a /1 TEA 139p /-
/ 0 1,76D428,5/430,5ESI / TFA 141NO 0 2, 54D445, 4/ 447, 4ES|

| TEA1, 62D432, 51434, 5ESI

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!




./ | TEA_ ps 2 June 2006 200 142 NNH 2. 50D428. 51430, 5ESI TFA O 143 | )
0 1,95D401, 4/ 403, 4ESI TFA 144 2,34D496, 5/ 498, 5ESI a / WA a2 ¥ 3906 N '
/2,31D429, 4/ 431, 4ESI p TFA a 146 ." N 1," 1 02, 11D401, 4/ 403, 4ES| TFA

188

. 399,0/400,0/-
1,711 -B | 401004020/ | ES!
4030
83 u 385,0 ]
166| B 3860/ ESI
3870 |-
84 309,0/400,0/
o 168 B ESI
. | 401,0¢402,0
85 385,0/386,0/
164| B : ES
1. . 387,0/388,0
. i
—:‘2" ?
86a’ : )
: 1,641 B | 349,3/351,3 { ESI | Enantiomer
8ob | S U ¢
: 1.63| B | 349,3/351,3 | ESI | Enantiomer




1471 | 0 F2,48D469, 4/ 471, 4ESI TFA 2 June 2006 201 O G 1482, 36B394, 2ESI
(S 1492,35B394,2ESI A \ \ | SS " \"~ 150a 2, 35B394, 2ESE JuneddQ60 1514
\ 2,15B378, 2ESI N~ o :

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
" E 5349
e
89 53105330/ |
2 202! B | Esi
| 5349




“JN O 152a 1, 64BJ 433, 3ESI

a N.

dl

-N N~y 1530 2, 56B-418, 3ES|

ct ,

N G Y 154G 2,16B420,2ESI a 2 June 2006 202 NON-/ 155/ O 22 dWs¢fes

190
90 | , '
1178 B | 525415271 | ESI
90a
179 B | 52515271 | ESI
91
o 163| B | 465,1467,1 | ESI
L
[»]
1 91a : 4 :
2 164| B | 465114671 | ESI
92 | 490,1/501.4/ |
o 181 B ESI
@ _ 503,1
[+

a




a a \ Ny | O156a2,43406,2ESI G/ 0 1571 \ a2,12B364,2ES| yN.~ o |
158a al, 65B421, 2ESI a a Chou 7 p 159V 2, 23B420, 3ESI O - \ a2 Jufie 2006
1602, 25B434, 3ES|

191
191
92a 1| 499,1/501,1/
| 182] B T £sl
503,1 :
03 '
190 B | 43004411 | ESI
94 .
187 B 1 45301850 | ESI
942 :
1871 B | 453014850 | ESI
s o
95 531,0/533, 01755
201 B | O ES|
535,0
O .
98 ]
175| B | 5250/527.0 | ESI




I\ 161 \ al, 72B461,4ESI / a 2 June 2006 203 162G pl, 68B449, 4ES| 163p
pl B435 ES| 623 p | ,, , cl 164pl, 71B435,3ESI p cl | N-O 165R8Une2PN08, 3ES

"1le 166pl, 88BJ 427, 3ESI p 16n

192

96a
1,75 B 525,0/5270 | ESI
97 | -
. 1,661 B~ { 465,0/467.0 ESl
- 97a

166| B | 465014670 | ESI

o8 499,1/501,1/
. 181} B ESI

5031

o e

ﬂf%
99 , 1 ]
405,1/407,1 | ESI m.p..
' : 122°C - .
T see Bx. 2;
100 _ intermediate

444 A | 2o22p042 | 4




7a~1,80B427,3ES| I/ a JQ p 1681, 59B433, 3ES!

169C a2, 12B364, 2ESI - G -

- 17202, 44B418, 3ESI

a ay

170a 12.12B378, 2_ESI

193
see Ex. 2;
100a intermediate
4a
see Ex. 2;
...} 100b intermediate
101 -
443 A 326,0/328,0 | ESI
102
4231 A | 306,1/308,0 | ES
103 ) .
. 2,84 C < 3600 ESI
' 104 o -
2791 C 320,0/322,0 | ESI
106
_ 2,64 C ESl

291,9/293,9

a a 2 June 2006 204 0 N Ni
a 1712, 34- Bddee 3¢5

-1




/ 173a 2,11B420,3ES| p / N a 1740 2, 25B--404, 3ESI a NxNj)

1750,90B' 421,5ESI | g JO _ N 17641.52B433,3ESI Cl a __

2006 205 x N~ N

opt e

NN~
20%ine

a 2riipe

194
1 106 .
4261 A | 31003120 | ESI
107 '
443| A |-306,1/308.1 | ESI
108 g
411 A | 202002040 | ES)
109
428| A | 2020m9040 | ESI
110 " ‘
0 405| A | 3020304 |ESI
- ;
: Y T
R EEE T ‘
T )
137 D | 364.4/3664 | ESI
TFA -




1772, 34B404, 3ESI
-2, 17B378, 3ESI
g

d \ C

0O N
QJ

a d

178cl

~ 1802,518406 3ESI

-2, 11B364, 2ESI

195

a .

-

NAN

112
11441 D | a784s3804 | ESI
113 Iy
11511 D | 392413944 | ESI
TrA l
112 S
1,511 D | 378,3/380,3 | ESI
A
115 j\Cw’
158| D | 3924/3944 | ESI
TFA V
3 J‘
*{ 116 - —ﬂ%\ '
"11.04| D | 43554375 | ESl
117
167{ D | 404,4/406,4 | ESI |
TFA : :

179a -

a N 181- c?ﬂus@&% 2ES|




c N~-r.

Cl a NCO 1842.02B335, 2ES

OV 18212,47B418,2ESI 1 / N

St -

2 June 2006 206 x0 1832, 16B4202ESI
a N cl 1851 1,92B321,2ESlI ci O 2N#ng2@06 —NaN

196

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 io
HN
@ "~
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




186¢l 1, 05C378, 4ESI

NA, N

N, a

1881, 10C392, 5ESI

g .

ci

N, cl
N~ cl

J O \N-VIN 187a0, 92C447, 5ES|
2 June 2006 207 0 N N 189a49 Q'ZFE%@E 5ESI

a Ci

197
124
2.43 428514305 | ESI
75
1,88 | 401.4/4034 | ESI
128
2,31 496,5/498.5 | ESI
137
214 420414314 | ESI
N J'
pry ’
2,07 401,4/4034 | EST
129
2.44 469,414714 | ESI

0

a




O 11410,. Th O 190al, 10.0434; 5ES! a . N~ x N 19141, 15C418, 4ES! cl a'_N O

NAN GH 192GH0, 93C435 4ES! a N. ci' 0 '~ -< x N < June 2006
198
130
; 155! D | 3784/3804 | ESI
EFT]
152| D | 392413044 | ESI
135
163| o | 3783m803 | Est
133
164] D | 392413944 | ESI
34
. 114| D |“3s5m375 | EsI
[
o 1162 D | 404414084 | Es1




N Y aH 1931, 22C420,5ES| a a \ NvO 194a \2,04C335,4ESI | / N\ G N C
195a0, 90C321, 3ESI | N~\ | 196/ O 2,48B418,3ESI a N\ \ Cl 2a!uveR00€No y /
0 1972. 62B432, 3ESI a

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




a ar i I \ N\ 1982,32B.392,3SI I/ a \ N 1992, 19B378, 2ESI -a June
2006 209 \ N A 2002 16B434,3ESI a/ Na \ al / 0 20lal, 61%414'73&% as a

Y 0 202a t1,59B435, 3ESI

200

142 '
nw’éﬂﬂ
| o

143

2501 D | 428,5/430,5 | ESI

195| D 401,4/403.4 | ESI

144

1234 D 496,5/498,5 | ESI

w5 -
| “ﬁn
1O

146 .

231 D 429,4/431,4 | ESI

211} D | 401.4/403,4 | ESI

147 248| D | -4694/4714 | ESI




a \ Nowl - | 203r 02,57Bl 420,3ESI- a 204a 1, 71B4222ESI a_- - une
‘2006 210 0 2051,70B422,3ESI a al / N a ci 206a1 68B422, 3E§P"%2%0%o 'O
 207C1. C12.34B365,1ESI C 1 0

201

148

149 s 235 B 394,2 ES|

235! B 3942 ESI

23| B 394,2 ESI

150 |“

151 215] B 3782 | ESI

1 152 164 B |/ 4333 Esl
153 1256 B 4183 ESI |
154 -

216 B T 4202 ESI




208a 1,18C379,4ESI , | c | al i y 0 209a | al, 24C393, 4ESI
a 2 June 2006 211 O NxO G 2111, 13C365, 4ESI

al, 38C421, 5ESI
21241, 26C393,4ESI. G N, a

RN

0 210a

Hune0qs

202

155 234| B 404,2 ESl

156 243| ' g 4062 | ES|
157 242| B | 3642 |ESI|

158 e 165 B 412 | Esl
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\ OH | / O219a \0,9981394, 1/ 396, 2ESI a 220/1, 24BI 364, 1/ 366, 1ES| . 221

\. OH1,02B1336,1/338, 1ESI N, a Pharmacol ogi cal data: Descf\§ &1P6f

test: bicarbonate-free conditions. For this purpose, the pH was determ ned

using the pH5 In this test, the recovery in the intracellular pH (pH)

after- an acidification is ascertained, which is initiated if the NNE is

capabl e of functioning, even under enpimyed). The cells were initially

|l oaded with BCECF. The BCECF fl uorescence was 10 determined in a "Ratio

Fl uorescence Spectroneter” (Photon Technol ogy International, sensitive

- fluorescent dye BCECF (Cal bi ochem the -precursor BCECF-AMis South
Brunswi ck, N. J., USA) at excitation wavel engths of 505 and 440 nm and an

b P | WP 1 1 1 1
5Tmrand—ephverted—i-rte—the—pHusi-ng—cal i brati on

. em ssi on wayetengtirof g
curves. The cellls welle_Lncibated ih NHAC buffer [(pH|7.4) (NHAQ buffer:
115 M Nadl} .. 20 oM NHAOTN SN Kl | 1 M Cac12, 1 nM[MgSO4, 20 M Hepes, - 5
ATl Ucoee,  1a12] B 3642 ] Esl
B Ne
Cl -
170 242| B w82 | Esi
L m |234] s 4063 | ESI
{172 244| B 4183 | esi
173 211 B | 4203 |Esi
L J‘o
+l174 225! B- | ‘4043 |Esi
AT
175 Jogo| 87| 4215 |Esi
{178 152 B | 4333 | ESl




| nmg/ M BSA, . a pH of 7.4 is adjusted with 1 M NaCH) even durlng t he BCECF

| oadi ng. 2 June 2006 213 The intracellular acidification was
addi ng 975 pl of an NH4Cl -free buffer

cells incubated in NHC

buf f er.

recorded for two m nutes w th NHEL,

m nutes with NHE3. To cal cul ate theirﬂ@@itory potency of the tested 5

the cells were initially investigated in buffers with which a
.absolutely no pH recovery took place.

subst ances,

‘conpl ete or .

(see below) to 25 pl
The subsequent

2ARREWP b

al i quot s of t he
rate of pH recovery was

five mnutes with NHE2 and three

For conplete pH

recovery (1 ﬂmﬁ t-he—eelts—were—inegubated—+n—Na+—rgontpt-a-rg—buff er (133.8
mM NaCl , 4.7 M K Ccad 2;| 1.28 nM MgCl 2} 0.97 mM Na2HPO4, 0. 23
nmv NaH2PO4, |5 5 glucose ajpH of 7.0lis pdjusted with 1 M
NaOH). To determ % val ug,, 1,ne gelil s wer e-kncubat ed in|an
 Na+-free buflieh ( cn:hollnezgéhlo%d e, B e R T 2755 CaCl2, 1. 25
™ Md 2, 0.1997 m\ n. 0. 23 M KH2PA4,| . 5 nM Hepes, | 5 nmM gl ugose, a pH -
of 7.0 is ingSte M NaOH). The sybstances o be tested yere made
up.in the Nat-cofdtaining buffer’ Thd recqvery of the ihtracellular pH at
‘each test cdncentration_ﬁf.a-substance wgs expressed ap a percentage of the-
15 maxi mum rlecove | ue |f or tihe particpl ar}substancejfor the
i ndividual NHE, S h at Ccovery perg¢ent ages
~using the Sidﬁ%-F 43 elgOC g%% RESJFFE Tabl e 14:
“Exanpl el C50 |(NM, i (r NHE3) (r NHE3) |.1 a0} 0751190. 0682
:2a0. 0873440.1695 3 60 g701530. 602 ‘
7o 217 B | 3783 |es
180 2,51 B 406,3 ESI
- + -!'
181 1,59 B 4212 ESI
. g
182 Jar| 8 | - 482 |Est




70..2501830. 597 101. 0001990. 252 170. 0492070. 186 210. 814 231. 507 242. 340 -

290. 318 360. 274 480.349 510.215 600.202 640.507 810. 730 870. 498"®7¥080g

-1130: 279 2 June 2006 WO 03/048129 215 R4 10 Patent clainms 1. A

4- phenyl t et rahydr oi soqui noline of the fornula I R8 R7 RS PCT/EP02/12990 in

~which the neanings are: R1,R2,R3 and R4 independently of one another H, F,
d, Br, I, CN, N®, OH NH2, CaHa+1, 2¢ggaqH2gg-1, OCbH2b+1, COORI O, OCOR10,

COR10 or Ox-(CH2)y-phenyl; a and b

183 216| B 4202 | Esi
1184 202| B 3352 ESI
1185 192 B 3212 ESl
_ o |

186 1051 ¢ 3784 | ESI
. CI '

N
Cl .
. ¥ - J
* ’
1187 092] ¢ 4475 - | B8l
; B -
188 o |10 ¢ | 325 |Es




gqq in the groups CaH2a+l1 and OCbH2b+1 i ndependently of one another 1, 2,
3, 4, 5, 6, 7 or 8, it being possible for one or nore H at ong ¥y H06

repl aced by F atonms; 3, 4, 5, 6, 7 or 8, it being possible for one or nore
H atons to be replaced by F atonms; Hor CcH2c+1; ¢ 1, 2, 3, 4, 5, 6, 7 or
8, it being possible for one or nore H atons to be replaced by F atons,;
zero or 1; zero, 1, 2, 3 or 4; wherephhe phenyl ring in the group

- OX- (CH2)y-phenyl is unsubstituted or Substituted by 1-3 substituents

sel ected 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+—atorrsr—2gtne 2006215101520 Rt R RS—and—R4
i'ndependent{l y ofl one aghk r heteroaryl, it being|{posgible for zpro, 1, 2,
-3 or 4 N4gtoms,| zero or (| joxygen afomor zero or |1 Slatomto bej present as
-ring ,at__oms;laé or ~and RﬂzJ pdepende%ié/ off .ong another CONRL1R12 or .
- NRI 1R12; - c :
. N
Cl
190 1,10 ¢ 434;5 ES!
191 1,18} C 4184 ES!
192 093| C 4354 | ESI
) J
Bl =W
493 122] ¢ 4205 | ESI




R11 and R12 independently of one another H, CeHe+l, CrrH2rr-

2,3,4,5,6,7 or 8, rr 3, 4, 5 6, 7, or 8 it being possible ?dl"""b%%o%r mor e
"Hatonms in 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 H or Cf H2f +1;
f 1, 2, 3 or 4, it being possible for one or nore H atons to be repl aced
by F atom; or R13 and a CH2 group of2 1 or R12 together with the N atom
to which they are bondedr 6-nenbered rTng; or Rl1 and R12 together with
the N atomto which they are bonded a 5-, 6- or 7-nenbered ring; 25 or

- R11 and R12 independently .of one anot her COR14, CSR14 or SO2R14; R14

CgH2g+1; 1L 2,73, 4 5. B _JoOrs, I ng possi btefor—oneor-nore H
~atons to be¢ repl ) At ons,| and |t ei ng 2 Jung 2096 217 poss| ble for
.one or nor¢ CH2 0 be replaced by O or NR13{ ~10 15 by 0, O CS or
“NR19;  R19{H‘r S 2041 C 3354 ESI :
- 7 .
195 09| ¢ | 3213 | ESI
1196 248] B 418,3 ESI
197 | 262] B 4323 | ESI
a |
4 a J
.3: g ¥ "
A . PSSR
198 232| B 392,3 %L?Sl
|19 l219) B | 82 “|ESI




or Rl, ‘R2, R3 and R4 independently of one another -Ch-SQ - )  h
R%i&%e%@ﬁ 2,

zero or 1; j zero, 1 or 2; R15_ CkH2k+1, OH, OC1lH21+1 or NR1

3, 4, 5,6, 7 or 8, it being possible for one or nore H atons to be
replaced by F atons; | 1, 2, 3, 4, 5, 6, 7 or 8, it being possible for one
or nore H atonms to be replaced by F atons; R17 and R18 i ndependentl|y of

~one another Hor CnH2m+1l;, m1, 2, 3, 4pg5 6, 7 or 8, it being possible for
one or nore H atons in the group CH2m+1l to be replaced by F atons and

for one or nore CH2 groups to be replaced 1, 2, 3 or 4; atomto which they
are bonded a 5- or 6-nenbered but where R2 nust always not be equal to H,

~or R17 and R18 it being possible for one or nore Hatons in CnH2n+l to be

- replaced Ry F 4t ons, togFtQEﬁjAﬁth the N atomto [whigh they arejbonded a
. 5-, 6- or | 7-ngnbered. iNng; R -p andl a CH2 grgup with R17 or {R18
together with tthe N ung 200p 218 10
o 200 o 216 B 4343 ESI
‘ : N ©
Cl ] ) .
" {201 1181 B 4474 | ESI|
\N/'
I .
‘n’"‘)
11202 Ch_y 159! B 4353 ESI
| oG B .
AN
o]
+|203 257| B |¢ 4203 |EsI
o,
204 1,71] B 4222 | ESt}




more H atoms in CuHu+1 tg

15 it bei 'n'g possi bl e .for one or I (ngaCEd
by F atoms; independently of one another 1, 2, 3, 4, 5, 6, 7 Fn%z
5 6, 7 or 8, it being possible for one or nore Hatons in CsH2s+1,
CddH2dd-1 and Ot H2t+1 to be replaced by F atons; R22 CuHu+1l, u 1,2,3 or
4; independently of one another -Ov-SOm R23; zero or 1; w zero, 1 or 2; R23
CnnHz2nn+l , CmH2mm 1, OH, OCppH2pp+1 og1blR25R26; nn and pp i ndependently
of one another 1, 2, 3, 4, 5, 6, R5 H, CpHzp+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,
ql, 2, 3, 4.5, 6.1 ar 8, 1t being possible for one or nore H atonms in the
groups CpH2p+1, Csstis 1 And CgH2g+1 tp be repl aced py F atons jand for
one or nofe CH2 grouffs ¥ o~ be reeplaced by 0 or NRA1; RR1 Hor Crh2r+1 r
1,2,3 or 4} it being SSI ble fpr opne or| nore H atjons jn GH2r+1lito be
“repl aced b)zﬁs at , 6 H F, d1,78r, B1,| Csk2ssl, [GE@siHRdd-1, OH jOCt H2t +1
or OCOR22; i s af ~ R8 and R9 3{ 4, b, 6, 7 or} 8,
5
JLO-"\/"\
206 ° |68 B 4223 | Est
207 2347 B 3651 ESt
1208 18] ¢ 3794 | Esl
£ J.
H209 |a ol 124 ¢ | 2934 |Esi
t_:‘.i .
o " : 2} - . .
|210 u£ u 138| C ‘4215 | ESI
a .\




2 June 2006 219 it being possible for one or nore H atons in %%%1:1
CmtH2mm 1 and OCppH2pp+1 to be replaced by F atons; 10 or NR2 in or
CaaH2aa+1; as 1, 2, 3 or 4; 15.20 R25 and R26 i ndependently of one anot her
H, CN or CzH2z+1, CzzH2zz-1; =z 1, 2, 3, 4, 5, 6, 7 or 8;, zz 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 fo ne or nore 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, CO CS it being possible for one or nore Hatons in CaaH2aa+l to be
replaced by F atons; or R25 and R26 together with the N atomto which they
are bondgd—a p-, 6- or /-ngnberned ring, or. |RZ/7Jand a CHZ]group of R25 or
R26 together With tnéLoN atom tq whi¢h they arle bgnded a 5- jor 6-nenbered
ring, orj R7,|B3 a RO 25 iindegendently of one anot her NR32COR30,
NR32CSR39. or NR32SEhBR30; R3 | Ceccli2c « OVYERWY-1, pyrrdlidinyl or

pi peri di ﬁ;ﬁ J_whi ¢h rings g’%—ﬁ%r(up%;ééﬁ be ér_%pl aced by Q or NR33;

212 1,26 C . 3934 ‘ESI.
;215 ‘ 1401 C- 4215 ESI
1214 1,201 C 3794 | ESI

|215a ¥ o s

=1 - 385,2 ESI’

. [215b . .
R e "‘g:gj) “(;%5 3781 | ESI

- |e16b o a |- A )

{186] B 3172 | ESt

e




R32 and R33 independently of one another H or ChH2h+1; 'bb 2 or 3; 30 cc 1,
2,3, 4, 5 6 7or 8 yy3 4 5 6 7or 8 2 June 2006 22dung29% 50 R72
" H CvvH2vv+l; o0, uu and w independently of one another 1, 2, 3, 4, 5, 6,
7or 8 h1 2, 3, 4 5 6, 7 or 8, it being possible for one or nore H
atons in ChH2h+1 to be replaced by F atons, and it being possible for one
or nore H atons in the groups CccH2cc%~1]2 and CyyH2yy-1 to be replaced by F
~atons and for one or nore CH2 groups T0 be replaced by NR31 and for a CH2
- group to be replaced by 0 R31 H, CkkH2kk+1, COR65 or SO2R65 kk 1, 2, 3, or
“4; it being possible for one or nore H atons to be replaced by F atons,
R65 H, OCxKHZXX s or 4Tt jberng—posgirbtg-for—one—of nore H
atons tojbe r by F atdms; |lor R31 forns tqgether with a CH2 group of
" R30 a 5-, qu 0 ' R30 a_5-_or |6-ngnbered hetgroaryl wth

1,72, 3o} %?é ators antPZerq B |1 0 at ons,

1219

099 B1 394,1/396,2 | ESI
220 1,241 B1 364,1/3661 | ESI
221 1,02} Bi 336,1/338,1 | ESI

Pharmacological data:
Description of test:
5 In thls test, the recovery in the mtraceliuiar pH (pHj) after an acudn" 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 _
employed) The cells were |mt|ally loaded with BCECF. The BCECF fluorescence was
2 ; 10  determined in a "Ratio Fluorescence Spectrometer" (Photon Technology Internatlona!, | _
 South Brunswick, N.J., USA) at excitation wavelengths of 505 and 440 nm and an |
-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
o . ‘-20 mM NH4CI 5 mM KCI, 1 mM CaClz, 1 mM MgSO4 20 mM Hepes 5 mM g!ucose B
15 mglml BSA; a pH of 7.4 s adjusted with 1 M NaOH) even dunng the BCECF ioadlng;_ e




whi ch is unsubstituted or substituted by up to three substifuents selected
fromthe group consisting of F, O, Br, |, CooH2o0+1l. NR7OR7{“ne¥Cand R71
i ndependent|ly of one another H, CuuH2uu+l and COR72; it being possible for
one or nore H atonms in the groups CooH2o0+1, CuuH2uu+l or CvvH2vv+l to be

2 June 2006 221 R7, R8 and R9 independently of one another H F, d, Br, 1,
NO2, CN, OH NH2, CeeH2ee+l. Omv2winig OCFf H2ff+1, NRAORAL, CONRAORAL
COOR42, COR42 or (QOCOR42, 5 ee and If 7i ndependently of one another 1, 2, 3,
4, 5, 6, 7or 8 w3, 4, 5 6, 7 or 8§ it bei ng possible for -one or nore .

by at BifenRgeblet SidRe 3rﬁwv*a%;ew%gﬁ“w Fidieg Rpagiet apdHqCHTes Bubist, 70
el ac 5B HRARRb e Ry G he BRI 3@%%3*5h\ﬂ%@%@ﬁ%s@%%@*lié°b§ 0
o _'_\'Rgfra%e ?Tfé@ibgé%oﬁfﬂ%@qﬁ%ﬁa%%&thégwhWHé"i v rtutds RRdades0 form

and three minutes with NHE3. To calculate the inhibitory potency of the tested ' :
5 substances, the cells were initially investigated in buffers with which a complete or

.absolutely no p‘H recovery took place. For complete pH rebovery (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 CaCiz, 1.25 mM MgCly, 0.97 mM KoHPO4, 0.23 mM KHoPO4, 5 mM Hepes,
; 5 mM glucose, a-pH of 7.0 is adjusted with 1 M NaOH). The substances to be tested

- were made up in the Na*-contammg buffer The recovery of the 1ntrace|lu|ar pH at ‘

_ each test concentration of a substance was expressed as a percentage of the
1 5 maximum recovery. The ICgq value for the particular substance for the individual NHE

subtypes was calculated from the pH recovery percentages using the Sigma-Plot
program.




g9 1, 2, 3, 4, 5, 6,7 or 8; it being possible for one or H a ons in
‘the group CggH2gg+l to be replaced by F atons, and it belnggﬂ for
R44 together with a (CH2) group ;f RA0 or R41 and the N. with the N at om
to which they are bonded a 5- or 6-nenbered ring; R42 H or ChhH2hh+1; hh
1, 2, 3, 4, 5 6,7 or 8; it being possible for one or nore Hatons in the
group ChhH2hh+1 to be replaced by F agpgf; but where two substituents from
the group of R7, R8 and R9 may not [ taneously be OH or OCH3 2 June

- 2006 222 and where at |east one of the radicals R7, R8 or RO nust be
selected fromthe group consisting of CONR4AOR4AL, -OvSOMR23, NR32COR30,
NR32CSR30 and NR32SOhbR30; and the pharnaceutically acceptable salts and
triquoRQ@gngaIes thereof. 2. A compound of the forrmula-1 as clainmed in
claiml1, in which the nmeanings are: Rl, R2, R3 and R4 independently of one

anot her Table ®: a | pr Br, I, ON. N2/ OH NH2 CaH§a+1 19|cycloalky|,mﬁth 3,
13 %o “&j;,‘;be.‘t“”‘!;@g@ G or %{a BT e ot kot T i aced by
Eb?éogbétons to becf?if;ég§¥ﬁgﬁ F a_’ ! bEIHQ(Haiééfle for one or
| 1a ~0.075 T 119 0.0682 =

%a 0.082 144 0,695

2b 0026 | 146 [ 0.024

6 "~ 0.670 153 0.602

T 0.250 183 0.597

10 1.000 | 199 | 0.252

17 ' 0.049 ' 267 0.186

21 0.814 |

23 | 1507

24 0.340

29 T 0.318

36 0.274

48 0.349

51 0215

60 . 0.202 ' - i

64 0.507

81 | 0.730

87 | 0418

97 0.308

113 0.979




20 or R, R2, R3 and R4 independently of one another 5- or Génrrenbgf d
het eroaryl selected fromthe group consisting of pyridyl, int ,
pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, R, R2, R3 and R4 independently
- of one another CONRI | R12 or NR11R12; 25 R11 and R12 independently of one
-anot her H, CeH2e+1., CrH2rr-1; 1, 2, 3 or 4, 3,4,5 or 6, it being possible
for oneyah atons in the groups CeH2e+l and, Crr H2rr -gde ced
‘by F atons agm]ﬁnlggZOOG 223 R11 and Rl%{hlndependently of orgcg%?ﬁzeﬁgggb@
hydr oxyet hyl , N, N-di net hyl am noet hyl, © N, N- di et hyl am noet hyl , :

pyr r ol i‘lgi nglfh@/rln N- et hyl pi per azi noet hyl , pi perazi noet hyl,

~nor phol iﬂtg %r pi peridi noethyl; or Rl11 and R12 together with the N
atomto which they are bonded a pyrrolidine, piperidine,

N- et hyl pi per azi ne ﬁi erazine or norpholine ring; or 10 R11 and R12 15

i ndepentidhétpheswltetra Eﬁﬁ’@lsﬁﬂwnmf!f thedmmuladONHR14, CSNHR14 or SCRR14; R14
- CgH2g+1; g 1, 2, 3 or 4, it being possibkg for one or nore H atons to be

| replaced by F atons; or i!

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,
CqqH2qg-1: OCbHap+1, COOR10, OCOR10, 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 RI0 HorCeHageq; o
L o ¢ 1,2,3,4,5,6,7 or8, it being possible for one or more H.
| " atomstobe replaced by F atoms, ' ;
X zeroorf; ' |
: y zéro, 1,2, 3or4;
‘20 S “where the phenyl ring in the group Ox-(CHp)y-phenyl is
| N | unsubstituted or substituted by 1-3 substituents selected from’
~ the group consisting of F, Cl, Br, CN, NOQ, OH, -NH2 or .

- CaHage1; | O |
d . 1,2, 3or4, it being possible for one or more H atoms

o oboreplediyFaoms,




R, R2, R3 and R4 independently of one another OSO3H, SO3H, ngSJZ W th
R15 CkH2k+1, OCLH21+1 or NR17R18; 20 k 1, 2, 3 or 4, it bei ‘ﬂﬂf‘séqogle for
or r nore Hatonms to be replaced by F atons; 1 1, 2, 3 or 4, it being
possi ble for one or nore H atons to be 25 repl aced by F atons; R17 and R18
i ndependent|y of one another H, CnH2mtl in which the first CH2. group
bonded to the nitrogen is replaced by gfand the second CH2 group is

repl aced by NR19; atons in the group CrH2m+1l to be replaced by F 30 atons;
R19 Hor CnH2n+1; 1, 2, 3, 4 or 5, it being possible for one or nore H 2

June 209§ FAHB dndR3 Or 4; it being possible for one or nore H atoms in
CnH2n+1 t o be rep‘%aced by F atons; or 5 R17 and R18 together with the N

atomto whi chlnde@endeetlsboﬂ'MEIamﬁer beterﬁanyeﬁﬁlﬁe’@glpbéﬁbl,e fotkemohdr 2, Rr qust
al ways not be,equal H2p+1; 10 3 aor 4; it being

2,
possi bl e for ogis. ﬁB%er1 8?%9%“ f r@:ﬁﬂi‘ﬁfplo'igslﬁ F@QI%B@SGBWSF"HQ ons; R6
H CSH2s+1, CRldigé+1 or OCOR22;

& or
- R1,R2,R3 and R4
lndependently of one another CONR11R12 or NR11R12;
R11 and R12.
mdependently of one another H, CeH_o_e+1 C;ern-_
10 - e '1,2,3,4,5,6,70r8,
™ 3,4,56,7,0r8 |
it being'possible for one or more H atoms in the groups
CeHze+1 and CyHopr-1 to 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
B 30 D B moreHatomsto be replaced byFatoms and it being




sand t 15 20 u 1,2,3 or 4; it being possible for one or ﬁ omln
CuH2u+1 to be replaced by F atoms; independently of one anot é't’"el 008 3 or
4; it being possible for one or nore H atoms in CSH2s+1 and OCt H2t +1 to be
repl aced by F atoms; R22 CuH2u+1; R7, R8 and R9 independently of one

-~ anot her OSBH, SO3H or S2R23; R23 CnnH2nn+1, CrmH2mMm 1, OCppH2pp+1 or

- NR25R26; nn and pp independently of oret7another 1, 2, 3, 4 or 5, Mm 3, 4, 5
or ‘6, it being possible for one or nore H atons in ChnnH2nn+1. CmH2mM 1 and
OCppH2pp+1l to be replaced by F atoms 2 June 2006 225 10 15 R25 and R26

I ndependent|y of one anot her H + [ i 2
group bonded to the nitrogen i rep acggyﬁézo @He%@iﬂab?ﬁoebér déaa—Q S
replaced by NR27; z 1,2,3,4, 5b9r0%rNF€133€' ng possible for one or nore H
.atons in CzH2z+1 to be repl aced by F atoms; R27 H or CaaH2aa+l as 1, 2, 3

or 4; i@r bei ng possible for one or nore H atoms in
R1, R2 R3 and R4

5 ~ independently of one another -On-SOj-R15, with
| h zero or 1;
i zero, 1 or 2;

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;
: , | R19  Hor ChHapn+1:
20 - | | n 1,2,30r4;, |
- I o : it being possible for one or more H atoms in-
~ CpHan+1 to be replaced by F atoms;

o or

R17 and R18
o 26 l‘ R together wnth the N atom to which they are bonded a 5-, 6-or
' . . 7-mem_b_ered ring;
- R19 and a CHo group with R17 or R1-8 togethér with the N
oL FR | B atom to whlch they are bonded ab-or 6—membered

but where R2 must always not be equal to H,




CaaH2aa+1l to be replaced by F atons; or R25 and R26 toget h% the N
atomto which they are bonded a 5- or 6-nenbered ring; or ‘f’hen B oo
group of R25 or R26 together with-the N atom to which they are bonded a 5-
~or 6-nenbered ring; independently of one another NR32COR30, NR32CSR30 or
~NR32SO2R30; or 20 R7, R8 and RO R30 H, OH, CccH2cc+l, CyyH2yy-1,
pyrrolidinyl or piperidinyl, in which218ngs a CH2 group may be repl aced by
0 or NR33; R32 and R33 independently of one another H or ChH2h+1; ccl, 2,

3, 4,5, 6,70r 8; yy3, 4 5 6; hl, 2, 3 or 4; it being possible for one or

nore H gispms i e LeRIsssl oP ms, and it being possible
for one or m)beccr% F@ﬁﬁ g?oups S § r?e@f’g% 226 CccH2cc+1l and :

Q/yHZyy 1 to Rge repha@q;l 4)35 B, #lops and for one or more - CH2 groups to be

- repl aced by 1 and for a CH2 grolip to be replaced by 0; R31 H,

- CkkH2kk+1, COR®5 or3.3bdR&57.an8.1,2, 3, or 4; it being possible for. one or

nore H at ons fqg eplaced by F atom; R65 H OxxH2xx+1; xXx 1 2, 3 or 4,.
i't being poss Pe f 68 '@A&Tor nore H atons to be repl aced by F atoms; 10 15.-

of 5 q  1,2,3,4,56,70r8, ,
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, '




R31 toget her W|th a CH2 group of R30 and the N atomto which thﬁ% ﬁie
jointly bonded forma 5- or 6-nenbered ring; or R30 a 5- or2 gy ed
het ercoaromati ¢ system sel ected fromthe group consisting of pyridyl,

“imdazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thienyl, thiazolyl
- and oxazolyl, which are unsubstituted or substituted by up to three
substituents selected fromthe group eggsisting of F, C, Br, I, CooH200+1,

‘NR70R71, R70 and R71 20 .independently of one another H CuuHuu+l or
COR72; R72 H, CvvH2vv+1l; oo, uu and w independently of one another 1, 2, 3

or 4; it being possible.for. one a re H atons /in.the CooH200+1
Quutouur o Oovboewss ¢ d g BErSbIEToREnE dRmoReH RS Gaphgnns

e o ot e i Ao boni o o B ABHE ™S

2006 227 10 ee and g % éﬁ(?ig%ndently of one another 1, 2, 3 or 4; ww 3,4,5
or 6, it being possi ? or - ene or nore H atons in the gr oups CeeH2ee+I

OmvHww- 1 and -OCf f H2f f +1 indepsadestly atede anothaxtthr@N or R4binnd, BﬂH]zizz.L
CttH2tt+1 or C(NH) NH2; -
5 1,2,3,4,5,6,7 or 8;
2z 3,4,5,6, 7 or 8, it being possibie 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 o - or. ' R
| | '- | 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 CyyHoyy-1, pyrrolidinyl or piperidinyl, in wh:ch rlngs a
| CH2 group may be replaced by O or NR33; o
R32 and R33 mdepe_ndentiy of one anothe_r Hor _ChH2h+13
| T 20r3; ) T
3. . cc -12345670r8
o 34567or8




ft 1, 2, 3, 4, 5 6,7 or 8; it being possible for one or I n
the group CttH2tt+1 to be replaced by F atonms; or R40 and gﬂﬂ”?%ﬁ%i

sel ected i ndependently of one another hydroxyethyl, |,

N, N- di met hyl am noet hyl , N, N-di et hyl am noet hyl, pyrrolidinoethyl, 15

N- et hyl pi per azi noet hyl , pi perazi noethyl, norpholinoethyl or

" pi peridinoethyl; 20 or R40 and R41 tqgg;her with the N atomto which they

. are bonded form a ring selected fromthe group consisting of pyrrolidine,

- NR32ShbR30:

- piperidine, N rret hyl pi perazi ne, piperazine and norpholine;, R42 H or

- ChhH2hh+1; h I ng possible for one or nore H atons in the
group ChhH2hh+1 to31 %312)3’ J‘F."e%bie eg by F atons; consisting of CONRAOR4L,

- OvSOWR23, NRBBEIgIthssiBRiratdrangreRtivhe!if GiH Sto KenfepMcddigy Fadi cal s
R7, R8 or RO nust be selected fromthe group be &hqalr OCI—BF%Et where two

" substituents atonts, ahd iigredng possiblé, foRBne e nikSterfhitoms irsiheugrbapsousl y and the

phar maceuti cally .accepta al ts and trifl uoroacet ates fhereof.
écdﬂzwzowf éyﬁﬁ toohe Erplacest by ﬁ@t@&srﬁﬂda‘%ﬁ' 0RE GFIMYRed | n

“oneBanother rEHe brdbS T be'tey %@Eggﬁﬁﬁ&a@@ Rt o & 53% e regRBga By, ¥ 6
at orrs, OCbHZQ'\k§1 a I-‘"Ilrtgkﬁ-lzkkﬂ CORGS or 802R65 | h '
o 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 ' '




in the groups CaH2a+1 and OCbH2b+1 i ndependently of one anot;g t¢£ 2, 3 or
~ 4, it being possible for one or nore H atons to be repl aced <" ons;
or Rl, R2, R3 and R4 independently of one another NRI 1 R12; R11 and R12
i ndependently of one another 'H CeH2e+l, CrH2rr-1; 15 e 1,2,3 or 4, rr 3,
4, 5 or 6, it being possible for one or nore H atons in the groups CeHze+l
and CrH2n-1 to be replaced by F atom®q 20 or Rl11 and R12 together wth
the N atomto which they are bonded forma ring selected fromthe group
consi sting of pyrrolidine, piperidine, N nethylpiperazine, piperazine and.
nmor phol j R g 2, 3 or 4, It being possible for one or nore H atons to
"be repl acéd by atons or Rl11 and R12 independently of one another COR14,

Sm% CGC\ileilﬁdeﬁQMW afonSGRRBtHer IR1Z, CYBRa+ N0 owr@HZQ% GRHRQ,, RL
an
CwwH2ww-1, OCfHoff+1, NR4OR41, CONR4OR41, COOR42, COR42 or

o _ - OCOR42,
5  eeand ff
' ' 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 CegHoge+1,
CwwH2ww-1 and OCgHa¢+1 to be replaced by F atoms;
10 . R40and R41 |
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  HorCggHogg+1;
gg 1,2,3,4,5,6,70r8;
it being possible for one or more H atoms in the group
2 | 7 | "ngHzggﬂ to be replaced by F atoms and it being possible
2000 o . for R44 together with a (CH) groupo R40 or R41 and the N
L ' " atomto 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 idorChthhh+1,
- hh - 1,2,3,4,5,6,70r8; o . _
N it betng possuble for one or more H atoms ln the group ChhHZhh+1 to o |
s R berep‘!acedbyFatoms ' L 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; | | - |




mdependently of one another OSG3H, SO3H, SM2R15; R15 CkH2k+1 or NRL7R18; k
1, 2, 3 or 4, it being possible for one or nore H atons to b@Uief%ed by
‘F atonms; R17 and R18 i ndependently of one another H or CntH2mtl; m 1, 2, 3,
"4 or 5 it being possible for one or nore H atons in the group CmH2m+l to
be replaced by F atons; or R17 and R18 15 together with the N atomto
which they are bonded a 5- or 6-nenbergshring, but where R2 nust always
not be equal to H R5 nethyl or trifluoromethyl; R6 H, R7, R8 and RO 20

i ndependently of one anot her OSO03H, SO3H or SO2R23; R23 CnnH2nn+1 or
NR25R26; nn 1,2,3;4 or 5, 25 independently of one another H CN or
CzH2z+1, in which the first CH2 group bonded to the nitrogen is replaced by
CO or Candwhdrbat fzsbode Gfithd mdic$ Rye Rewr RBATist be Qeléatédﬁom tH& grotipbei ng

- possible for one{)& nore H atoms in CzH2z+1 to be re(gl aced F atoms it
‘bei'ng p&eBFIBING Pl ONRAUH HoPeSAveRERsNRA2EARM NR326SBE0 eIﬂé|pl aced by F

at oms '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
o 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

o independently of one another 5- or 6-membered heteroaryl selected from the
20 group cohsisting of pyridyl, imidazolyl, pyrazolyl, pyrolyl, 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 3ord,

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




R25 and R26 2 June 2006 230 R27 H or CaaHaa+l; as 1,2,3 or 4 it being
possi ble for one or nore H atons in CaaH2aa+l to be repI aced? 5'9‘3‘ %& ons;

© 10 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
N-atom to which they are bonded a 5- or 6-nenbered ring; or R7, R8 and R9
i ndependently of one anot her NR32CCR3$2 NR32CSR30 or NR32SO2R30; 15 R30 H,
OH, CccH2cc+1l, CyyH2yy-1, pyrrolidiny %r pi peridinyl, in which rings a

- CH2 group may be replaced by 0 or. NR33; R32 and R33 H, nethyl or CF3; cc 1,

2, 3, 4, 5, 7or 8 3, 4, 5, 6; repl aced by NR31 and for a CH2 group to
be replaced 5@1 a”¢§ﬁ ) nethyl ethyI CrF3, CH2CF3, acetyl, propionyl,
nmet hanesul fonyl or; ne or

- nore H atons in the g ouIagﬁ E@@ﬁﬁﬁw@%xh%h??{ﬁ@aﬂﬁ% rerﬁg@%[ by F

“atons and for one NNﬁneﬁzy@rﬁingeﬂwpspytmhdhﬂoét&id Mg‘tﬁtﬂiﬁplpwazlmcmtw group of

~'R30 and the N atomto which,t oi.ntly bonded forma 5- or 6-nenbered
ring; pyridyl, im @%WPOGWCQ{Q{PEJ?I"{WY'&rﬂperldl'rioﬁwlyl tetrazol yl, '

. t hi-gzol yI or or
' "R11 and R12

‘together with the N atom fo which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;

. or
40  R11andR12 :
| | independently 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:




oxazol yl, which are unsubstituted or substituted by a naxinug1 2 June
2006 231 substituents selected fromthe group consisting of Ju thyI
-ethyl, trifluoromethyl, NH2, NHacetyl; or R7,R8 and R9. 5 |ndependently
of one another H, F, d, OH NH2, CeeH2ee+l, Omwv2ww 1, OCffH2ff +1
NRAORA1, CONR4ORAL, COOR42 or OCOR42, ee and ff independently of one
another 1, 2, 3 or 4, ww 3, 4, 5 or G410 it being possible for one or
.nore H atoms in the groups CeeH2ee+l Omt2ww 1 and OCffH2ff+1 to be
replaced by F atons; R40 and R41 H, CttH2tt+1 or C(NH)NH2; ft 1, 2, 3 or
4; 15 it being p055|ble for one or nﬁ 5 ﬁ tons in the group CttHtt+1 to
be repl aced by F atons; 20 25 b RO 41 I ndependently of one anot her

hydr oxyet hyl, N, N-di net hyi Beihg peb&isle for Bnbradinssam: aBme s bﬁHan to be
pyrrolidinoethyl, N nmethyl pi perazi noethyl, piperazinoethy :

nor phol i neet hyl “or pi per irdplacedi bylF, atoms; R40 and R41 together with the N
~atomto which they are bonded a pyrroli di ne, piperidine, 7
N- met hyl pi perazi ne ,9%i perazine or norpholine ring; R42 H or ChhH2hh+1

5 ~ Ri17and R18
' together with the N atom to which they are bonded a 5- or
6-membered ring;
but where R2 must always not be equal to H,
R5 -H, CpHap+1;
‘ 10 p 1,2,30r4;
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  CyHay+1;
_ u 1,2, 3or4;
“20 ' | ‘ - lt being possible for one or more H- atomﬁ?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:OCpﬁHpr+1_ tobe f_épl?"?ed _bY:F atoms;




hh 1,2,3 or 4; it being possible for one or nore Hatons in the grou
ChhH2hh+1 to be repl aced by F atoms; but where two substitueftd"§ £ t he

- group of R7, R8 and RO may not si rmltaneously be OH or OCH3, 2 June 2006

232 and where at |east one of the radicals R7, R8 or R9 nust be sel ected
fromthe group consisting of CONRACR4AL, -OvSOM23, NR32COR30, NR32CSR30
~and NR32SbbR30; and the pharmaceuti eakly acceptable salts and
trifluoroacetates thereof. 4. A conpound of the fornula | as clainmed in
claims 1-3 in which the neanings are: Rl, R2, R3 and R4 independently of
one another H, F, % 5Br , NH2, CaH2a+1, cycloalkyl with 3A5 5 or 6 C
~atons, OCbH2b+1; 1 2a gﬁq} I n the groups CaH2a+1l and OCbH2b+1

i ndependent |y of one anoidtRpendently oBoRé aﬂotﬁeﬁ' H)@NI‘Br @H%Qgeinfvﬂilct"?ﬂfé or
nore H atons to be replaced by F atons; or

- i.ndependent |y of one anofMICHﬁﬂdﬁb?bond@dltoﬁhé rﬂi@emdeaﬂade@by)cmbrone

- another- H CeH2e+l, CrrH2rr-1; e . 1, 2, 3 or 4, 20 rr 3, 4, or 6, ,r it
. bei ng -possi ble for one oCSranc the secoms CHgtlhee@amd)byWeﬂ and CrrH2rr-1

to be replaced by F atons; or 25 R11 and R12
5 _ _ z 1,2, 3, 4,5o0r6;

_ it being possible for one or more H atoms in C,Hoz44
to be replaced by F atoms; |
R27  HorCggHogast;
aa 1,2,3 or4;

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;
- h 1,2,30r4 _ o
~ 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




together with the N atomto which they are bonded forma ring selected from
the group consisting of pyrrolidine, piperidine, N nethylpi dvng 2

pi perazi ne ‘and norpholine; 2 June 2006 233 independently of one anot her
COR14, CSR14, CONHR14, CSNHR14 or SC2R14; R14 CgH2g+1; 9 10 15 or nn 1, 2,
3,4 o0or 5 it being possible for one or nore Hatons in C20 1, 2, 3 or 4,
it being possible for one or nore H atzpg to be replaced by F atons; or-
Rl, R2, R3 and R4 independently of one another OSG3H, SO3H, SO2R15; RI15
CkH2k+1 or NR17R18; k 1, 2, 3 or 4,.it being possible for one or nore H

o e CRE265F Bha 09N Be Rlkacith] ERIRRIBRDILY 6 pbRRrE ar ons
in the group OHngﬂ)&pétb be réﬁl@bé&%g N!T-Y?,F an&?&”?()%roﬁﬂ% BLEhREEH oW th

'the N atomto which they are bond
R31  H, CggHok+1, CORE5 or 802R65

kk 1,2,3,0r4;
5. ~ itbeing possible for one or more H atoms to be replaced by F atoms,
R65 H,CuxHoxxt1s | ‘

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 | | S
. independently of one anotherH F, Cl, Br, |, N02, CN, OH NH, ceeHzee+1,_' B |
30 '_ 8 CWWHwa—'l OCiHaff1.. NR4OR41, CONR40R41 COOR42, COR42 o

0COR42




R6 H R7, R8 and R9 6-nenbered ring; but where R2 nust al V\%ys not be

equal to H RS nethyl or trifluoronethyl; 25 independently Punsye8not her
- 0OS@3H, SO03H or  S2R23; R23 CnnH2nn+1 or NR25R26; .replaced by F atons; R25
and R26 2 June 2006 234 independently of one another H, CN or CZH2z+1, in
which the -first CH2 group bonded to the nitrogen is replaced by CO or CS

- and the second CH2 is replaced by NR2g27 z 1, 2, 3, 4, 5 or 6; it being

possi ble for one or nore H atoms in CZH2z+1 to be replaced by F atons; R27
H or CaaH2aa+l; as 10 1, 2, 3 or 4; it being possible for one or nore H
atoms in Ca to be replaced by F atons; or R25 and R26 toget her
with the Natomto which they are bonded a 5- or 6-nenbered ring, 15 or
 R27 and a CH2 groumdﬁpeﬁﬁénﬂyo%ﬁehﬂgﬂtdﬂar2}/\Bb|ﬁ4t he N atom .to whi ch t hey

- are bonded a 5- or 6 rrgrrbered ri ng, ,

'i't being possible for one or more H atoms in the groups CeeH2ge+1.
5 _ CWWHQWW.1 and OCsHofr+1 to be replaced by F atoms;

-R40 and R41

| H, CitHatt+1 or C(NH)NHp;
tt  1,2,3,4,5,6,70r8; ,
it being possible for one or more H atoms in the group CiiHoy+1 to bé

0 ' 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 - ~~ from the group consisting of pyrrolidine, piperidine, N-methyl-
. - ~‘piperazine, piperazine and morpholine; ’ g
‘_ R42 Hor ChhH2hh+1; :
© 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 NR3280bbR30 N

e .and the phannaceutlcally acceptable salts and tnﬂuoroacetates thereof




or R7, R8 and RO 20 independently of one another NR32COR30, NR32CSR30 or
NR32SC2R30; R30 H, OH, CccH2cc+1l, CyyH2yy-1, pyrrolidinyl O?Jﬁb”ep%qqedl nyl ,
in which rings a CH2 group may be replaced by 0 or NR33; R332 and R33 H,
met hyl or Cl73; cc 1, 2, 3, 4, 5, 6, 7 or 8; 25 it being possible for one"
- or nore Hatons in the groups CccH2cc+l and yy 3, 4, 5 or 6; CyyH2yy-1 to
be replaced by F atons and for one or ggmye CH2 groups to be R31 H nethyl,
“ethyl, CF3, CH2CF3, acetyl, propionyl, mnethanesul fonyl or replaced by NR31
-and for a CH2 group to be replaced by 0; ethanesul fonyl; 2 June 2006 235 or
R31 together with a CH2 group of R30 and the N atomto which they are
jointly bonded forma 5- or 6-nenbered ring; or R30 pyridyl, imdazolyl,

pyrazol gl A devigcring of thé ferlixk as'cpiif@ch Haimsh @Zg';}&'wm&h%@&% Hin ngs, beh

are unsubstituted or substituted by a maxi num o substituents ect ed
from t hBlgR@uR3cnRéting of F, O, nethyl, ethyl, trifluoromethyl, NH2

Nﬂiceéé'emgégfﬁ%ﬁ%mﬁ bR B g bapbpn

,eean;gi4f5b e another 1, 2, 3 or 4; 15 w 3, 4, 5
" or 6, it bei ng POSSI or oneblqéb re Hatoms in the groups CeeH2ee+1 '

‘aandb

in the groups CaH2a+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 _ : '
S R4 CgHage1; | T
30 SR p S g ~ 1,2,30r4,itbeing possnble for ¢ one or moreHatoms

to be replaced by F atoms;




owtH2ww 1 and OCFfH2ff+1 to be replaced by F atons; 20 25 : _

. N, N-di et hyl am noet hyl, pyrrolidinoethyl, N nethylpiperazi noe?HWe,‘ 2006

pi per azi noet hyl , norphol i noethyl or piperidinoethyl; together with the N
~atomto which they are bonded a pyrrolidine, piperidine,

"N- et hyl pi perazi ne, piperazine or norpholine ring; it being possible for
one or nore .H atons in the group CttHig+1 to. be R40O and R41 H,
CGtH2tt+1, or C(NH)NH2; tt 1,2,3 or 4; replaced by F atons; or R40 and
R4l i ndependently of one anot her hydroxyethyl, N, N-di nethylam noethyl, or
R40 and_R41 2 June 2006 236 R42 H or ChhH2hh+1 hh 1,2,3 or 4; it being

' possi bl 8 for one or nore H atoms in the group ChhH2hh+1 to be replaced by
F at omsR1bRR, R3eirR] Rwo substituents fromthe group of R7, R8 and RO nay not
"Si rrultaneously -be OH or. OCH3, and where at | east one of the radicals R7,
R8 or RO nustingeperdentlyef anecinather QBOI3b!, SQR3Ki SORISof - Ov SOWR23,

- NR32COR30, NF%%‘%SR:;SE%M NR3§SGJbR30 and the pharnmaceutically acceptable -
salts and tri et 19" Rd/BJB: 10 5. A conpound of the formula |

' _‘ char§ct erized in tt](at 't 1,2, §e| e4C deu];é %sttlgle Fon or(r:r?or}csall-?aéon s%be
- ' - replaced by F atoms; '
- 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
| 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 tnﬂuoromethyl;

R6 H;
.~ R7,R8and R9
20 - independently of one another OSO3H, SOgH or S@R23;

- R23 CnnH2nﬁ+1 or NR25R26;
S 1,2,34005,
' it belng poss:ble for one or more H atoms in CnnHZnn+1 to be

.. _ _ , replaced by F atoms
26 .- R25andR26 ) | |
| | | independently of one another H, CN or CzHoz41, in which the
first CHy group bonded to the mtrogen is replaced by CO or
CS and the second CHg is rep!aced by NR27; | |
EEET R L .z 1,234,506,
30 ‘_ _‘ LR - it bemg possﬂ)[e for one or more H atoms in CZH22+1

to be replaced by F atoms




1) L
N[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42y¥e gy | -
‘acetam de; 15 2)
4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-benzenesul f on
~amde; 3) . | ' :
~3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-t et r abggr o-i soqui nol i n-4-yl ) -benzenesul f on
“am.de; 4) ' _ _
4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-N, N-di net hyl
benzenesul f onani de; .5) H
4- (4- bronp- phenyl )-6, 8-di c Ioro é”r%aarfﬁaq#e 3,4-tetrahydroi soqw noi i ne;
20 6) 4-(6,8-dichloro-2-nethyl-1,2,3, £- é%t&pﬁlydro i soquinotin-4-yl)-benzoic
acid; 7) ‘ e ’ . o
4- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4- t et riabgithgopcasibié ot orie- drnibde MN-atbglinbenzam
ide; .8) -
4 (6 8- d| chI oro-2-nethyl -1, 2, 3, 4- t et rangldraasoitibaserlaced by Fatomsipy| - benza

?8 dlchl or o- 2- mg{hyl 1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-N(2-di rrethyl |

':_ ‘ .am no- ethyl)- benzamzse;n&ﬁzem _
- 6, 8-dichl oro-2-net hyl - 4- (4- nor phol i n- 4-yi - phenyl ) -1, 2, 3 4-t etrahydroi soquin

oiine; 11) together with the N ‘atom fo which they are bonded a 5- or .

. [4-(6, 8-di chl or o- 2- net hyls_}nénge'%dtrﬁ{d ahydr oi soqui nol i n-4-yl)-phenyl]-dieth
yl-am ne 12) ' _ : ! : : C

6, 8- di chl or o- 2- et hyI 4- (dre pi pe(di n-1-yl -phenyl ) -1, 2, 3, 4-t et rahydr oi soqui no

ling:, 13) ' o

6, 8- i chl or o- 2- net hyl - 4- (F2HaPd AfGHeEMRUR-of RZ5GRT329 togethes with the Migfamoi soq

uinollne 14)

. 6, 8-di chl oro- 2- et hyl - 4- [tg_vglﬁglﬁg{qm[epl?m:ﬁ Ll ?TW@fBH@W fn% 2 3 4-tetrah

- ydro isoquinoline;

- .6,8-dic g%ohg Céclopropyl-4-pheny|-1,2,3,4-tetrahydroisoquinoline;
4-(6, 8- nethyl-1,2,3,4-tetrahydro-isoquinolPn-4-y|)-.pheny|anine;
2 June 2006 %

LA ts o q fiepdadently of qne anpther NR3ZCORS0, NRI2CSRA0 A NS 02BNy 1 -3

- propyl.urea; :
1-[4- (6, 8-di (l:lﬁ?%ro [g %{t f(‘I:)ﬁCchE+15’ 4Y¥F<{a%¥yaﬁ1ypdyr(r)0hld'sn (I:|8|r ng ndmxl in Whl(f1enyl] 3- -
net hyl - thiourea; Ifhgs aCHy %r up may-be replaced by O or NR33;
1-[4-(6, 8-dichl oro- 2- met hyl™=1, 2, 3, 4-t et rahydro-i soqui nol'i n- 4-yl ) - phenyl ] - 3-
ethyl - 5urea;R2pnd R33 H, methyl or CF3
N-[ 4- ( 6- met hanesul fogl -2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-pheny
| ]- acetani deC 3,4,5, 670r8

21)N-[ 4- ( 2, Gﬁtrlrgeth)‘él 6‘1 2,3,4-tetrahydro-i soquinolin-4-yl)-phenyl]- aceta -

m de;

1020) N (6ibbeing possitlefor ohetrite HRomsdn RS 5T drngui sl gid n-4-y1)-p
- henyl]-— -

o nyszy_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, propionyi, methanesulfonyl or
o : ethanesulfonyl |
l _ 25 o ._-or '

' o R31 together wnth a CHa group of R30 and the N atom to which they are jomt!y
o bonded forma 5- or 6-membered nng, |

e S R30.. yndyl lmldazolyl yrazolyl pyirolyl, triazolyl, tetrazolyl, thiazolyl or

" - 30 o :  - _ oxazolyl whlch are unsubstztuted or substltuted by a maximum of 3




acet am de; 23)

N-[ 4- (8- chl oro-2- et hyl - 6-pyrrolidin- 1- y1-1,2, 3, 4- tetrahydroz‘]g%%’%lln 4-
yl)- phenyl]-acetam de;

24) N-[ 4- (8-chl or 0- 2- net hyl - 6- mor phol i n-4-y1-1, 2, 3, 4-t et rahydr o-i soqui nol i n-
_4-yl)- 15phenyl ] -acet am de;

25) N-{4-[ 8-chl or o- 2- net hyl - 6- (4- met hylogpi perazin-1-yl)-1, 2,3, 4-tetrahydro-i
soqui nolin- 4-yl]-phenyl}-acetam de;

26) N- {4-[ 8- chl oro- 6- (cycl opropyl net hyl - am no} 2- et hyl - 1, 2, 3, 4-t et rahydr o-

i soqui nolin-4-yl]- ph

2099 5 (6. B di ohl orABRHERS “%0'1‘593"05"#5swmw%f&amfﬁoﬁ' TR By i ox
y- benzoi ¢ aci d, tnﬂuoromethyl NH NHacetyl;

28) 5-( 6, 8-di chi or o- 2- net hyl - g tet rahydr o-i soqui nol i n- 4-yl ) - 2- hydr oxy- -
" N- et hydr-- benzam de; ' ‘

29) 5- ($R§z‘ghcm 2 met hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-N-ethyl -2-

| .hydrox

. 30)5 -(6,8-dig teet abypr i n-c4- - N- ((2-di et
"~ hyl am no- et h ?ﬁ&%ﬁﬂfgﬂgﬁ%éﬂégﬁrgi R I\ﬂ-‘lﬁ S@qeqliﬂ +P dw%b-pz (I
“31)N-[5- (6, smcﬁehbgw NRABRYY) CONREORA 1 SLOBRAY or OBTRUPO! i n- 4-y1) - 2- hydro
© Xy- benzoyl ] - guanidi ne;
3032) N-[ 3- ( 6,6 aliccfil or o- 2- met hyl - 1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-y| ) - pheny
- 1]- acetam de; 33)

 3-(6, 8- di chl or o- 2- iRdaRendently af ane apether dr 8. 3 864ui nol i n- 4- y1) - phenyl am ne;

. 2 June 2006 238 34) 4 5 or 6,

'~ 2-(6,8-dichloro- 2 rrethyl 1) 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl)-phenyl am ne;
/o - it being possuble for one or more H atoms in the groups CeeHoee+1.
- N[ 4- (6, 8-dichloro-2-nethyl-1,2, 3 4- tetrah%dro i soqui nol.i n-4-yl)-phenyl]-
‘5propi onani de; 36) CwwH2ww-1 and OCtiHoff+1 to be replaced by F atoms;
' -I\I—[4-(6,8-di§% ro-&hqethyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-
butyram de;
N-[ 4- (6, 8-di chl oro#Ml ér’@(bﬁvlﬁslillft rahydr o-i soqui nolin-4-yl)-

-phenyl ] pent anani de;

38)N—[4 (6, 8- dlchl €r o- 2- 02 lyvbr4; 2, 3, 4-tetrahydro-i soquinolin-.4-yl)- phenyl

- 15 - it being possible for ene or more H atoms in the group CitHott+1 to be
replaced by F atoms; -
or
RA40 and R41
_ 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
= j. 25 0 - ~ piperidine, N-methylplperazme,.plperazme or morpholine ring;
| R42  HorCppHomhet; '
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 |




1039) i sobut yram 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& 4ny| | - 2,
- 2- 40) di et hyl - propi onam de; - . _
N-[4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
41) cycl opr opanecar boxam de; '

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

- 15cycl obut anecar boxani de;. '

42)N-[ 4- (6, 8-di chl oro-2-nmet hyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl ) -phenyl ]

- 43) cyc| opent anecar hoxam.de; . -

N[ (5 e RISt REAT B radisals RT. R8 Ay BOGTVSRR PHIEPIER T e ity 1 1 - 2,
2, 2- 2046hkisting 6PCONRSORM 49, SO, ,R23, NR32COR30, NR32CSR30 and

~ N-[4-(6, 8-di ch_ or o- 2- et hyl - 1‘@ 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
- 45) acet WR3280},gR86;- dnd thiebsbimateutically acceptable salts and trifluoroacetates _
N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenylj-
46) ni cotheraof.de; . ' : '

N-[4z (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ne
thane- 25sul f onam de; _ _ _

47) N-[ 44( B corfpeutd6fthad 1omhilel1-al daithett QAR f1BGn WA tHAhEeAntig¥ lake: -

-‘phenyl ] - 48) et hanesul f onam de; _
N, N - dRie R RenambR4- [ 4- (6, 8- di chl oro- 2-methyl - 1, 2, 3, 4-t et rahydr o-i soqui no

N 036, 0. CIBPERenRR AR Sier i, £, Ol Ot Wiz Patemt ORI |

.pr.opi onami de; : dmL 4~

N[ 3- (6, 8- di cﬁf‘aff”'o?‘iﬁ‘?é?ﬁ’ﬁﬁf?g%?hﬂm r ahydr o- i soqui nol i n-4-yl ) - phenyl | -
but4g am de; 53)and b :

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ] -
pent anani de; 5 52) inthe groups CaHoa+1 and OCLHop4+1 independently of one another
N-[3- (6, 8-di chl or o-g-ér%t hlyl -1,2,3,4-tetrahydro-i soquinolin-4-yl)-phenyl]-
isobutyranide: 53) 12,30 4, it being possible for'one or more H atoms to be replaced

N-[ 3- (6, 8-dichl oro-gyﬁ%tt&%g;- 1,2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phényl ]-2,
2. o .
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




di met hyl - propi onam de; 54)

N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42 y4ne2eny| | -
10 cycl opropanecar boxani de; 55)

N-[ 3- (6, 8-di chl oro- 2- et hyl - , 3, 4-t etrahydro-i soqui nol i n-4- yI) phenyl]
cycl obut anecar boxam de; 56)

N-[ 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tgééahydro i soqui nolin-4-yl)- phenyl]
cycl opent anecar boxam de; 15 57)

N-[ 3-(6, 8-di chl oro-2- rrethyl , 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-2,
2,2- trifl ta
N[ 3- (E' 8- di chl or A9 nﬁioﬁoae anpler RIS CSBAt GANRRI,PINGIRIY 1 | - 1

acet yl pi perl di ne- 4-0r,;@r f4vi de; 59)

N[ 3-(6; 8-dichl oro- 2- hyI 1, 2, 3, 4-tetrahydro-i soqui noli'n-4-yl)-phenyl] -

20 nicotinam de; 6@®Ri4 CqH

. N-[3-(6, 8-di chl oro-2-neth 2P 3 3, 4-t et rahydr o-i soqui nol i n- 4-yl ) - phenyl ] - ne

ot h?nei sul Lonﬁlm de;  61) ﬁ . 1 2 Jord4,it belng possm!eforonle ormoreg-latorrr]]s g
N 6, 8-dic or02rrety tetr r0|squ|n0|n4yI phenyl ] -
et h&nesul f onami de; 25 62) t° be "’"F”a(’e‘ja gatoms

N, N - gjgret hyl am no- N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr.o-i soqui no
' Iln 4- yl }phenyl]-sul fam de; 63)

N-[2- (RB-R2,dRS and R net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl)-phenyl ] -

pr opi onam-de;,

N[ 2- (6, 8-di &f#&dﬁn%%@"e gngther P3QaH R0 SR ol i n-4-y1) - phenyl | -

- 30 butyrami de;

N-[2-(6,8-dicC ISgr océﬂ%f"ﬂn qulRy%14 t et rahydro-i soqui nol i n-4-yl)-phenyl]-

 penpanami de; 2 Jung 20064 Zf,Og, gp,),{ ith
N-[2- (6, 8-di chl or o- 2- met hyl - ' emg eoasﬁi/b(!ler (f)orlosnc?q%rl wgreHatorqstogﬁeny”

i sobutyram de; 67) replaced by F atoms;

. "N-[2-(6, 8-di chl oroﬁﬁ%wgal 2,3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl] 2,

- 2--.di met hyl - propi o 68)
- N[Z (6, 8-di chl or o- 2- et indlepdnderttiy'oficte AtHEPH SIOIHRRLLA- 4- Y1) -

| 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 replacedbyFatoms
w0  R25 and R26




phenyl]cyclopropanecarbox am de; 69)

N-[ 2- (6, 8-di chl or o- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42y¥ye 2Mfeny| | -
cycl obut anecar boxam de; 70)
'N—[2-(6,8-dichIoro-2-nethy|-1,2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI]-
10 . cyclopentanecarboxanlde 71)

N-[ 2- (6, 8-dichloro-2-nethyl-1, 2,3, 4-tetagghydr o-i soqui nol i n-4-yl)-phenyl ] -2,
2,2- trifluoro-acetanide; 72)

‘N-[ 2- (6, 8-di chl oro-2- nethyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1-
acet yl pi peri di ne-4- carboxqﬂa

N-[ 2- (6, 8- di chl or o- 2- net hyl %‘%‘E‘Hﬁ%l’?%ﬁy&#@ﬁ'éo‘a'ﬁi%&adawyirlwlalqlaﬁpe] me

thane- sul fonam de; 74) fistC

N-[ 2- (6. 8- di chl or o- 2- met hy o132 §roHR Bondes l%%‘%%“oﬂ%e’lmﬁreH'aA’e§7|‘3Y09h%lny|]
et hanesul f onam de; 75) CS and the second CH

N, N - di met hyl am no- N-[ 2- (6, 8-di chl oron 2- Ils'u r?pl?c%dgyi\"?ze%rahydro i soqui no

lin-4--20 yl)- phenyl] sul fzani det, 2s3, 4,8 od6] 3- (6;
8-di %hl oro-2-net hyl -1, 2, 3,4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3-ethyl -

urea” 77) It being possible for one or more 'H atoms in CoHo 741
- 1-[3-(6, 8-di chl or o- 2- nethyl 1,2,3 4-t tra dro-i soqui nol i n-4-yl)-phenyl] - 3-
‘methyl - thiourea 25 78)" tobe rep acecj]%y F atoms;

~ 1-[2-(6, 8-dichl oro- 2- net hRI2-71 ZH%r@éaqqéaaahM:lro i soqui nol i n-4-yl)-phenyl]- 3-
ethyl - urea; -79) . '

1-[2-(6, 8-di chl oro- 2- met hyl - 1, 2ad, 4- tB12, Fyeq:0- i soqui nol i n-4-yl)-phenyl]-3-

met hyl. thi ourea; .80)

N-{5-[ 4- (6, 8-di chl oro-2-nmethyl -1, 2, 3, lhbelégmweformrmbrmHmtgmp in

N-{%e[ 3- (6, 8-di chl oro-2- et hyl - 1, 2, 3 tﬁ%@-ﬁ fgﬁe r&&ggé@%'lﬁaton'}/

phenyl sul f anmoyl ] - 4- et hyl -t hi azol

phenyl sul f anoyl ] - 4- ot hyI -t hiazol - 2 yI) acet am de 2 June 2006 241 82)
N[ 4-(6,8-di chl oro-2-net 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]- 1,
2- dimethyl -1 Hini Bgﬁérléelazﬁul f onani de;

together with the N atom to which they are bonded a 5- or
: 6-membered ring, |
5 . 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 3
- ' : _' R31 H, methyl ethyl CF3, _CHQCF;:,, acetyl proplonyl methanesulfonyl or .
30 ethanesulfonyl - o S -




N[ 3-

83) , _

N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 42yHye @&y -1,
2- di methyl - 1H i m dazol e- 4-sul fonam de; 5 84)

“N-[4-(6, 8-dichloro-2-nethyl -1, 2,3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -5-
chloro- 1, 3-di nethyl -1 H pyrazol e-4-sul fonam de; 85)
N-[3-(6,8-dichloro-2-nethyl-1, 2,3, 4-t 3%hydr o-i soqui nol i n-4-y1)-phenyl ] -5-
chl.oro- 1, 3-di net hyl - 1H pyrazol e- 4-sul f onam de; 86)

N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-5-
brono- 10 thi gphene-2-sul fonam de; 87)

N-[3-(6, 8-dichl oro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-5-
bromo- t hi ophBad-tagethier withra GHo @elp of R30 and the N atom to which they are jointly
~N-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-C,
G, C trifluoro-net hBerded eF 6-merpbgred ring;

6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-C,
“C,Ctrifluoro-nmnmethanesul f onam de 90)

(
r
(65 8- di chl oR302- npyrid, -u.’mdhz&lyl pyeazaifly gy@olyh eaiohd) fefradolyl, tabeayl dr 2, 2, 2-
u
8-

4~
trifl uoroethanesul f ona
3-(6,

di chl or o- 2- "}ﬁ,lw@cé are upsybsiiied or sybstitutad by a maximpreat3]- 2, 2, 2

- (
- .20 trifluoro- eth g st e
- N-ethyl-N -4-(6, 8-D chl oro- 2§brrlgt edf&%héh%gf"{p t'(?tgoOfl gcl],urlnﬁtl"yl etgfylyl ) -
- benzenesul f onyl ur edriflgapmethy, NH2, NHacetyl
. 2-chl oro-5-(6, 8-di chl oro-2- et hyl - , 3, 4-tetrahydro-i soqui.nolin-4-yl)-
. benzeneBUl f onani de; .25 94) -
2- iy hyh74Rghaq{ay,1296 8 bis-trifluoromnethyl - 1 2, 3;4-tetrahydro-i soqui noline;
95) -
2- ani no- N- [ 4-ifeBerdiartilywf ong-anettiier H,1IF, TI3OH, 15 A0Y M9z 4 SR BYHPb-4; ¥! ) - ph

enyl] acetam de; 96)

N-[ 4- (6, 8- di cfacﬁmffzqnﬂﬂw% SONR40RE 1 BOORAZ oDGOORE2,N- 4-yI ) - pheny! |
. 2-net hyl am no-acet am de; 30 97)

" N-[4-(6, 8- di @ an . met hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl) - phenyl]

:‘2 di met hyI ami no- aC‘?ﬁ@éBé?fHenﬁy%’f'Bﬁe%ﬂgﬁ'\eﬁzz 3or4;

15 S 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, CitHatt+1, or C(NH)NH;
 -' 2'0' - ot 1,2,36r4; - -
o o It being possibie for one or more H atoms in the group CitHott+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;




- 98)

2-ami no- N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- |soqu?r"B'Pﬁ°'%OQ§yl) ph
‘enyl ] - propi onani de; 99)

2- am no- N- [ 4- (6, 8- di chl or o- 2- net hyl - 1,2,3,4-tetrahydro-|soqw nol i n-4-yl)-ph

~enyl]- butyramde; 5 100)

2, 6-di am no- N-[ 4- (6, 8-di chl oro-2- et hydagl, 2, 3, 4-t et rahydro-i soqui nol i n-4-y1
)- phenyl]-hexanan de; 101) N-[4-(6,8-dichloro-2-nethyl-1,2;
3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]- pyrrolidine-2-carboxan de; 102)
N-[4- (6, 8-di chlygr o- hﬁf—l 1, 2 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

~ 10 isonicotinam de; 1%%“ 2hh

- N-[4-(6, 8-di chl oro- gﬁmath«yl %&43 4-t et rahydro-i soqui nolin-4-yl)-phenyl]-1
- H pyrrol e-3-carboxam de,

'N-[ 4- (6, 8-di chl oro- mbemh;dssmjéfo’ﬁoﬁetmtmal‘elblraﬂamdnmmgidup-GﬁMHihrﬁthﬁy|] IH
- -. pyrrol e-2-carboxam de; 15 105)

o N-[4 (6, 8- di chl or o-be replagad by B atomst et r ahydr o- i soqui nol i n-4-yl ) - phenyl ].- 1-

06
2 oBUBGhbRH S S Pofding 8 of K7, REAMABIMALIPSMYiEReElfy | |
4- di nbglﬂ}i-lioioemg,rrol e- 2- car boxam de; 107)
[4-(6, 8-dichl oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-4-
t
[

4-.
ro- and Whergyt fealstote o‘étﬁmandm:aﬂaeRTJRS)or R9 must be selected from the group
4-

(& el A detrtd s L ot T
[|4m( ggﬁ’%ﬂ-\ ﬂﬂgﬁ%c%yggélgyéc%géﬁéo?aﬁ eg!r]ét t|¥ uro?oécse gtlé's ér'eng' yl)-phenyl]-1

“N- [0 (6, 8-di chloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1
11)

1 4- (6584&98190%6 Oiiwéfqﬂmulaﬂ chasagteriged imihat &-is selgtasbirom-the grouphenyl | - 3,
et h fneye - pi peri di ne- 4- car boxami de;

met hyl -1 p razol e- 4- car boxani de; 112)

[4- §61B d-44(6,8edi2hlosd-Byrhethyr1,2 3§4HGWEWFIQOQGMWW)LMML) phenyl] 1
H 113

N—
1,

N-
ni,
‘N-
5-

N-
H

1
N
5
di
N-

© N[ 4- (6, 8- AEtagids: 52-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n-4-yl') - phenyl |
. pyrezol gy 4-4.¢8 BiebAR2-misthjil 1,2 S04 S¥RAHV o SRR A -G BB EROS RS fide;

- 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;
B 7 4-(6 8-dichloro-2-mettiyl- 1.2,3 4-tetrahydrorsoqu|nolm-4-yl) N-ethyi-benzamlde
N ‘ . 8) 4—(6 8-d|chloro-2-methyl 12,3 4-tetrahydrmsoqumolan—4—yl) -N-propyl- benzamlde
i 9) 4-(6, 8-dichloro-2-methyl- .1,2,3,4-tetrahydro-asoqumolm#—yl) N-(2-d|methylam1no-
S * ethyl)}-benzamide; |
25 | 10)' 6,8-dichloro-2—methy!-4—(4-morpholin-4-yl-phenyl)—'i .2,3,4-tetrahydroisoquinoline;
. 1) [4-(6,8-dichloro-2-methyl-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—dichlof0~2-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; : |
R 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;




.2 June -2006- 243 114)

N-[ 3- (6, 8-di chl oro-2-nmet hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4294")&%99ényl]

2- met hyl am no- acet am de; 115)

"N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ] - 2-
di met hyl am no- acet am de; 5 116) -

- 2-am no-N-[ 3-(6, 8-di chl oro-2-net hyl -1, 233, 4-tetrahydro-isoqui nolin-4-yl)-ph
enyl]- propionarnide; 117) _

2-am no-N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) ph

enyl]--b r

2, % lh amqZ% ﬁl—ql[‘-gigé %ﬁ% n&?tgy121’r%é§ ﬁ)}?trﬂhyéir% 'SECIPHHJ'QF]‘;/H’P BhPEﬂhél nol i n- 4-yl
')- 10 phenyl prapylgeam de; 119)

?\I—[B(g yp? - 2- ZITQ) tetrahydro|squ|noI|n4yI%- phenyl ] -
pyrrolidi ﬁﬂ i— J&-Zé Egﬁgﬁg%éﬁniéb 234-tetrahydro—lsoqumolm-4-yl) phenyl]- -methy?/
N—[3 (6t8 dlﬁ(‘jﬁméﬁ-ézlggt hyl - 1, 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-

I soni_cot i nam de;

N[ 356, BN HH-6, 8—dzch|mo|a2fmahsa > B248.4-tétratiydeo-soganeiinaoyl)-phényl]-3-eigny! ] - 1
- H pyrrol e-3I;E r boxam de; 122)

N-[ 3 (6, 8-di %?bro 2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1

H pyrr 2@ N @mﬁaﬁé\sulfba 2-methl12 - _
N-[3-(6, 8@21| cmro 2- met hyl - y t et r3a ycil;a(g'yfjgoo'c?t?ﬁlr{go‘m YlngS]?%]enyl]-

~methyl 20 p!%tﬁfﬂl 8- 4- car boxam de -124)

' ’II_E?’dI(?m dipg '?4 pyr ﬂfé‘n lcé.li%g%tmlyg%-%g Bdl{ngllhigqﬁpﬁenyl]-agéi)an? henyl]-
N-[30(6 ﬂ-)dlht-[ﬂ-(ﬁ-brcﬁmmt-dfmd)rolz-&éthﬂl 1 Et‘ifﬁ-tétﬁhh%i'&-%ﬁhm%hhﬂ fy-phenypenyl ] -4- .
nitro- ol e- 2- car boxam de; 25
N-[3-(8, 8 dla)éﬁf%wée-z rrethyl 1,2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenylj -
2,5-d IN-fg_ b
225 1Y b ot ENgf b SocinGEs Y FevarG bk neny 1
"H-i mi dazol eplnenpi]-laoaiamzde; 128)

T[ thaﬁgé NS5 Tt Pt olrd 2.5, 4-tetranydrodsoduinotn oy

phenyll-acetamide;
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-lsoqumo!m-4-yl)-2 hydroxy-benzmc
acid; :
28) 5—(6,8-d ich Ioro—24methyl-1 ,2,3,4-tetrahydfo—isoqliinolin-4-yl )-2-hydroxy-N-methyl-
- benzamide; | | o
| 29) 5-(6,8-dichloro-2—methyl-1_,2,3,4-tetrahydro—isoquinolih—4—yl)-N-ethyl-Z—hydroxy-
25 benzamide;
| 30) 5-(6, B-dtchloro-Z-methyl 1,2 3 4-tetrahydro-rsoqumo!m-4—yl)-N -(2-dimethylamino-
ethyl)-2-hydroxy-benzamide;
31) N-[5-(6,8-dichloro-2-methyl-1,2,3 .4-tetrahydro-isoquinolin-4-yl}-2- hydroxy—
- benzoyl}-guanidine; .
- 30 32) N-[3-(6,8-dichloro-2-methyl-1,2 34-tetrahydro-|soqumohn—4—yl)-phenyl]
' - acetamide; . :
33) 3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin—4-yl)—phenylaminé;




129)
N-

[ 3- (6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 42 yune208ény| ]
3, 5-
[

3-

di met hyl - 1H pyr azol e- 4car boxanmi de; 2 June 2006 244 130)
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-1
H. pyrazol e- 4- car boxam de; 131)
N-[ 3- (6, 8-di chl oro- 2- net hyl - , 3, 4-t eppghydr o-i soqui nol i n-4-yl ) -phenyl ] -
rifluoromethyl-1 H-pyrazole 4- car boxam de; 5 . 132) 1-[2-(6;

i chl or o- 2- met hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-ethyl-

AR U ki o 2.3 4 eV PgY ot P ARYEI: pheny! | - 3-

3-

8-

et hyl - t3H)ouN§h(6, 8-:tﬁ¢l)loro-2—methyi—1 2,3 4-tetrahydro-isoquinolin-4- YI) phen i}
3- (6, 8-di chl oro-2- met hyl - 3 4-tetrahydro-isoquino 4-yi1)-phenyl] - 3-

e

3-

[
t
d
|
[

th

t Lyl - 10 tH BB'PBQ"‘%
[13 (6, 5B)diNeY-g3, S-d?c bzy-hwelh{fi B2 4 RthHPIB-RobiRaHh 2%\ Bréay]) - Phenyl ] -
E
[
:
[
:
[

dlnethyl urea; 136
35( 6, 8- diketyramide- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ] - 4-

gyl( 6,:'?) ﬂﬁ@gdfhﬁqf)% e?ﬁ 132é gﬁ%wgim@%iaammyl)-n- 4-yl) - pheﬁyl ] - pi

i di ne-. 1phéﬁﬁﬂ§éﬁf@ﬁ3?mdel38)

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

N-

me

N-
e

~ Y et

nor bhol i138)- MHa &hiqg@ yI 1,2 .3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

N-

p
6, 8- d nethyl 1,2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
2

0 ol i d| ne- -car Soxan de; 140)

39) df*blm(ﬁr&d&hmmﬂneﬂhy?-ﬂ? 3 A-RAraR{IGLSoqFRSIH-A9))-PhényiL2,2Pheny ] -

yrr
6
ethyl -ure
6,
6,
[

1-
1-
1
0
(
: r
ENE Y
1, 1-di E 1)
1-[ 3- (6, 8- dAitpgt Yid)"QP'ﬁ’BﬁHWel 2, 3, 4-t etrahydro-i soqui nol i n-4-yl ) - phenyl ] - 3-
|
1-[3-(
d
1-

g?glN I or o-émor % TeTy&‘lg’ﬁA tg ’F‘Q%‘if8r'%°9‘%‘8{ﬁ]‘%<%')’ W%—yyll) phenyl ] .
met hgydmpmpamda;bc)xamlde 1143)

ot raR) NG G itaioe Rmetif1 2 3 2 SRy drolsoquinolin-Aiy-phenyi . e
15 cyclobutanecarboxamide;
42) N-[{4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumohn-4-yl) -phenyl]-
cyclopentanecarboxamide;
. 43) N-[4-(6,8-dichloro-2-methyl-1 ,2,3.4-tetrahydro-isoquinolin~4-yl)-phenyl]-2,2,2—
a trifluoro-acetamide; . |
20 44) N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro~isoquinolin-4-y|)—phenyl]-‘1-
acetylpiperidine-4-carboxamide;
45) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolln-4-yl)-phenyl]
"~ nicotinamide;
3 46) -N-[4-(6,8~d|ch!oro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methane-
‘25 sulfonamide;
_47) N-[4-(6, 8-d|chloro-2-methyl-1 2,3 4—tetrahydro-isoqu:nolm-4-yl)— phenyl}-
' ethanesulfonamlde -
- 48) N’ N-dimethylamino-N- -[4-(6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-lsoqumolln—4- _
. - yl}-phenyl]-sulfamide; :
30 49) N-3- -(6, 8—dachloro—2-methy| 1 2 34-tetrahydro-|soqu1nol|n-4-yl)-phenyl]
) propionamide;

3-
p
3-
p
[
1-
[ 3-
nmet hy
- 3-(2-
[ 3-(
3-(t




H

4 _
- (6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 42 yune ZRWény| |

et rahydr o- pyran-4-yl)-urea; 145)
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I met hyﬁ@ﬂgﬁmﬂﬂéopyl) 1-met hyl -urea; 147)
, 8-di chl oro-2-met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4- yI) phenyl ] -
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30 butyramide;
65) N-[2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-asoqumol:n-4-y|)-pheny!]—
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ethanesulfonamide;
75) N, '-dlmethylammo-N -[2-(6, 8—d|chloro-2-methyl 1,2,3 4—tetrahydro-lsoqumoiln—4-
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OOl—‘OO

Z_HHE'T‘;Z ZEES‘Z

r\n—\om—\"*‘z

-(2-di et hyl am no-et hyl ) - 1-net hyl -urea; 177)
-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-y| ) - phenyl ]
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: 92) N-ethyl-N"-4-(6,8-Dichloro-2- methyl 1,2,3,4- tetrahydro-séqu|noI|n-4-yI)-
o | | benzenesulfonylurea : .
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L 109) N-[4-(6, 8-d|chloro-2-methyl 12,3 4-tetrahydro-|soqumolm-4-yl) phenyl]—1 H—_
_ ~ imidazole-4-carboxamide; |
o 25 110) N-[4~(6,B-dlchloro-z-methyl-1,2,3,4-ietrahydro—isbquinolin«4-yl)-pheny|]—1'- |
<. methanesutfonyl-piperidine-4-carboxamide;

' ': 111) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolin~4-yl) phenyl]-3 5-
R dlmethyl-1 H-pyrazole-4-carboxamide; :
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" am de;

- 3- (6 8- di ch‘F'B}e(Sh‘ﬁa'??ﬁl%?ﬁetﬁ"‘Pea 4-t et rahydro-isoqui nolin-4- yI) benzenesul fon
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15 121) N -{3- (6,8-dichloro-2-methyl- -1,2,3 4-tetrahydro-isoquinoclin-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;
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N , N -di net hyl am no- N-[ 4- (6, 8- dlchloro 2- et hyl - 1,2,3,4-tetra@ydro-isoquino
lin-4 20 yl)-phenyl]-sul fam de; 13) . 2 June 2006
N-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
propi onam de; 14)

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t epgahydr o-i soqui nol i n-4-yl)-phenyl ] -
butyram de; 25 15)

N-[3-(6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl) -phenyl ]

. but - 3 _
IN-SE)3U( %mgm?j FLETE’ %Grlg-)déch%o 2 mdethg 1,2,3.4-totrah dé(r)-cs)sc?%u(%cd1nn-%-|y|)—rghfpy‘]-)1 Hheny! ]
I PyeaZotscdrdatieoxami
Q{C;%op?n_ -2- et I-]E: 2”3 4}35etr dr g-i soqui nol i n-4-yl)-phenyl ]
~ cycl obut gag&gﬁ@gﬁfﬂom%ne hyi~1,2 -tetrrﬂu%ro-lsoqumo!m-4—yl) phenyl]-
y N-[3 (6, 8- daqhﬂm@n%tngtmgyﬂaﬁg%%&%ﬂ%o i soqui nol i n-4-vyi)-phenyl] - 2

2, trifluoro-acetam de; June 2006 25

N[ 35 ( 6,182} dBt(EifdizhiaseRymethyr-1,2,3 4—tetrahydro-|soqumolm-4-yl)-phenyl]—3-ethyl~
3,4-tetrahy I&HJ oqui nol i n-4-yl’) - phenyl ] -1-acetyl -

. pi peridine- -calSa bxam de; 20)

- N E: > I( 61 ransgﬂc[hl(w&?l&hmilwnehyh@ B4R -RolnolinaY-Bhénil-3- eﬂkﬁﬁy' -
N[ 3- (6, 8- df "8?‘0 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl ) -phenyl ] - ne

t hane- ﬁ%h.{

N- ?ge( 6§§Hd?r£% I*oT o- IS % 'PGTV&%Z ﬁ4 t?f’?ﬁ%%* ’809'§'88l5"'ﬁ0¥q Rh‘i’f‘xﬂﬁ eHWényl ]-
‘et hesul f othiourda; 23) N, N.-di met hyl ami no- N-[ 3- (6;

| gl' f" gﬂgﬂ% $15%6 %'@éb@iyﬁéﬁw 1304 4 irahydro-Boquinolin-4-y)-phenyl}-

N-[2-(6, 8- d1q|:ﬂ,ﬁfeg1ﬁ_ufgéhyl 1,2, 3, 4-tetrahydro-isoquinolin-4-yl)- phenyl]
cycl opr o&énecar boxam de;

: N- [ 2- (61 )deﬁ+(6;80drzhm+2ynr\e)lhyz-1aa 3.4- tatmwm-moqammunmylb-phéﬂwﬂ-‘}ﬂmétﬁwI] 1-
acetyl- pi pRLAAN- - CHHERRTLY

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 12,3 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- 1,2,3 A-tetrahydre-isoquinoiin-4-yi)- phenyi]—

- 3-(tetrahydro-furan-3-yi)-urea; . : .
R _144) 1-[3-(6 8—dlchloro-2-methyl 1,2,3 4-tetrahydro-lsoqutnohn-4-yl)—phenyi]- T
30 3 ~(tetrahydro-pyran-4-yl)-urea; - T

" 145) 3[3-(8, 8—d|chlor0~2-methyl 1.2, 3 4-tetrahydro-|soqu1nol|n~4-yl) phenyl]- -methyl-

' 1-(1 -meﬂmyl-pupendm#yl)—urea S




" ‘benzenesul’'fo

15 26) ' ' o
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl] - 3-
et hy| - urea; 27) 2 June 2006
1-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl ] -3- -
- nmethyl - thiourea; 28)

1-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t eggahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
ethyl- .20 urea; 29) o .
"1-[2-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n--4yl)-phenyl ] - 3-
:neth I

3 (61?%)03‘%‘1% (@ PSichiaeranethyizi 234 Ieéf%%wsc?qugwnﬂv F’I'?eﬂykh) phenyl ] - 1,
hi our ea; 1- (%)mé%h&ﬁnilﬁo-bﬁoﬁ)ﬁ-ﬁﬁétﬁﬁ!%r&a”ﬁt hyl -

et rahydro | soqui no

|
t
yl siftf)atrby (6.8 zdlﬂ%@m-mathﬂz%ﬁ.324-§at9atwdé@ﬁﬂqumoliar4w0+whenyl]-

d I
4m(zgzg g{g?@%ﬂ I%ngﬁ e@'&n&etﬁyltuer ?ahydro i soqui nolin-4-yi)- phenyI] C
:? (6‘1488) 1+[3- I(6 B-dlczhlorot-Z-methyI 21 23 344—%etl£ahyr(]ir%-lsoqu:nohn-tI—yIR phezyl]—|3; nenvl 1
0r.0 et rahydr o-1 soqui nol i n- en
CGtrifl ugbépml%ﬁ‘ﬁ%?%ﬁﬂipﬁ%a trifl uorg met hangsul f onani dg PReny
N- t hyl A t I 4-yl
et hyl144) ﬂg&ugggﬁmtgb% A e%n;gﬁ i‘g 4-fotrahyafstRlUROALLy-pRaHRC! | n-4- Y1)

35)N-[ 4- (633(23Ime|ﬂhqueethyl|)=ur¢w| 1,2, 3, 4-tetrahydro-isoquinolin-4-yi)-phenyl]
-2- di

: ta

36) 2. 6. O A RS PGB -ty 2,3 - tetralypiorispayinglinedy YRpERY o | n- 4
-YHD- phenydy=dieganam de;
'537) N-[ 4- 3 -di chl or o- 2- met hyl -1 3, 4- tetrahydro I soqui nol i n-4- yIJ phenyl
1-1H phal d|—@(§,&-§pq5ﬂg(gra-a@thyl -1,2 34-tetrahydro-lsoqumolm-tl-CI) -phenyl]-3-pyridin-
- 38)N-[4-(6,85xqi6R! oro-2-nethyl -1, 2,3, 4- t et rahydr o-i soqui nol i n-4-yl)-phenyl ]
~-1-methyl - pl peridi ne- 4- car boxami de

" 30) N[ 4520 N&[ﬂ(ﬁ;B«ldl)mmerb-m&hﬂ-mB,@té%rér@m@-ﬁwdmmdilﬁaﬂ-yl)WethA- dethyphenyl ]
--1- .10met hanesul f on er I di ne- 4- car boxam de;
N-[4 (6, 8- (ﬁ’l’RﬁTﬁ%‘F‘S’é%’E’P dei 2, 3, 4 t et r ahydr o- |squ| nol i n-4-yl)-phenyl]-1H

Ryr 34@3?19@ @8 MBhilio-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
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|noI|n-4—yI) phenyl}-
- -pyrrolidine-1-carboxamide; |
159} 1-{2-(6, 8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm—4—yl) phenyl]-
B . 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

N-[
2t
3,4-
pe

H-i

{




41) N-[ 3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]
-2- met hyl am no- acet am de; :
-1542) N-[ 3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et r ahydro- i soqui noRiJund 290§ - pheny

|']-2- dinmethylam no-acetam de;

43) 2-am no- N-[ 3- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)
-phenyl ] - propi onam de; 246

- 44) 2-am no-N-[ 3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)

- phenyl ] - 20but yram de; '
45126 dam e th bRdtfo®AlthL£.2% byt AschundiRL S ISLREAR. ' " 4
46) N-[ 3- (6, &ureachl or o- 2- net hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]

|\L1£1 g E gygﬂﬁgﬁg@mpﬁ dﬁ%ﬁ%%ﬁ*@é&%ﬁ%@@%@nmomm phenyl ] - 1H
- i m daz m de;
N-[3-(6,8 dlghﬂrﬁgﬂg!ﬂ yl-1,2,3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1-

. met h§nes’lﬁ4f)c31[,4 @Bﬂmhlmifﬂenmthﬁ-rmﬁﬁattﬁeieahyﬂ%—moqumolm-4 ?d) ph;lan r] henyl ] - 3
i n-4-yl)-phenyl]-3,

_ EI-[S (6, 8- d'f?'d?étﬁyl-zurggt hyl - , 3, 4-tetrahydro-i soqui no
N- [ 3- (6, 165)i 1} (®, B-dithitbPLinethyl- 132 4 4-8tF ol Brgnyh) - phenyl ] -1
H di net hyl - E—wrazol e-4-car b%xam de; py a car bgggm@g;éngﬁ\]une .2006
252 51).. 3 (2-d|methy!ammo—ethyi)—urea

: f [S’I Erg E1h 'N:Pi gﬁ Qg%ﬂf&row Friethy: 132%11%&5!\3}'0‘1 rgséqstl?n B yi) phenw] p:pPehr%r%g-] 1
N-[80(6, 8 d|1ed:drboxarih|,d%d3 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-4-nethyl -

r
.RL Fg ?él@e}bl'\kﬁﬁ%@? dichien Srﬁrmelhaé -132.8.4-tetrahnglae-isaasinglineb i} phenyl]) - pheny! ] - pi
peri di ne-

N-[3- (6, 8- dlchloro 2- rreﬁ?%ﬁitds 3, 4-tetrahydro-isoquinolin-4-yi)-phenyl]-
nor phol il 6#8) N- Ha&ﬁ;&ﬂwﬁafe—Z Bﬁe)ﬁhyl -1,2,3,4-tetrahydro-isoquinolin-4-

N [ 3-(6, 8- djfom_{aora 2 met hyl - , 3, 4-tetrahydro-isoqui no -phen II]) phenyl ]-
| 15 169) [4-(6,8-dichloro-2-methyl-1 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-
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 :
- 172) 1-{4-(6, 8-dichloro-2-methyl-1,2,3,4 tetrahydro-lsoqumgﬁm-'yl)-phenyl]-
. 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; :
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 ERREA




10 'pyrrol I di ne-1- car boxam de; 56)

3-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) -phenyl ] -1,
1- diethyl-urea; 57) 2 June 2006
: 1-[3-(6,8-dichIoro-2-nethy|-1,2,3;4-tetrahydro-isoquinoIin-4-yI)-phenyI]-3
-met hyl - urea; 15 58)
- 1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t e4yzahydr o-i soqui nol i n-4-yl ) - phenyl ] - 3-
(2- di met hyl am no-ethyl)-urea; 59)
1-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl ] - 3-
(tetrah
1-[3- (6‘}/@)3\1(#1@5(93 Q‘YH@ #W&Tygg)%sfzﬁﬂ%&r@weﬁpq%wmcyl)rnhemih) phenyl ] - 3-
20 (tetrahygfmamidean-4-yl)-urea; 61)
3-[3-(6,8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1-.
net hyl 11751)3[3@18@4@@@781-”!@#@-1@3 ﬂ-tetrabydro@i&)qulnolm—4—y|)-phenyl]-methyi—
[ 3-(6, 8- ifkor o- 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1-
.di-met hylam nb- propyl ) - 1- nethyl urea; 25 63)
[ 3- (618D) N4 B 8atichiomrt-DyhethyR] 2, 344&@&érg)w§rsbquﬁﬂﬂmw?i)lﬁheﬁyqimetﬁﬁe nyl]-1-
dlnethylan1no et hyl)-1- nethy - urea,;

3.
- 3-

(2-
1-[3-(6, 8- cHYHIQ'*@'ﬂG“‘ZC%@PP@quz 3, 4- tetrahydro i soqui nol i n-4-yi)-phenyl]-3-

(30 0t oty s R gl 2 1P 2)3 4 tetrahydrerisoquinalin 4 PRVl Tt oy 1 1 - 5.

(2 : 30 rretprmaqdﬂm-ﬂ\-)da]'MM|de66) 1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3;
4- l'in-4- 3- I din, 3- 2 J 2006
' zséegg%?r -[3-(%0613 cﬂ%n‘: rﬁ-mei{hyl- E)Q,gr}flte]lrahygror-lsoqgtnolar¥-4)—yl) pﬁgny ]- Hne

1- 18- (6 8- qlggltﬁm@t&_[y‘?égyl 1, 2, 3, 4-tetrahydro-isoqui nol i n-4-yl)-phenyl]- 3-
I di n- 4-yl-urea;

) ICl\)l}/[ 2- (618@)dr[él‘(ﬁcﬁ-dtclaloﬁéﬂalyﬂetmyl-z,23m—teénahad|;oellsoqlulaohmu4nﬁ)-phenyl}¢1) phenyl ] - 4-

et hyl - pi [ boxam de; 5 69)
1-[2-(6, 8 ﬁﬁé}ﬁy@ thyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] - 3-
- met-hyl 4 8!49 Na{3- -dzchioro-2—methyl—1 2 3,4-tetrahydro-isoquinolin-4 yIP phenyl]-meth

1-[2-(6, 8-di ch -2-methyl -1, 2 4tetrahydro I soqui noli n-4=yi) - p¥1eny|]-3-
(2-- . 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




N

di met hyl am no- ethyl) urea; 71) '
N-[4- (6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yi ) - phenyl ] - 4-
met hyl - 10 pi perazi ne- 1- carboxan1de 72) 2 June 2006
1-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ|noI|n 4-yl) - phenyl] 3-
met hyl - urea; 73) :
3-[4-(6, 8-di chl oro- 2- nethyl 1,2,3,4-teggghydro-|squ|noI|n-4-yI)-phenyI]-1,
1- dinmethyl-urea; 15 74)

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

I [2' (eish’éé 42 Himéth-pranyl [3-(6.8diehjorpz2-meth: 102133‘6&?}f3rh¥pf91'5£’q§)|')0“f3ﬁeﬁl)1] 3
(2- dinet hylrmmm}-oertlremateurea 76) '

“N-[ 4- (6, oJ 9- 1,2,3,4 tetrahydro|squ|noI|n4y|) phenyl]
120 . mor i,l,ﬂcé %ﬁwgﬁr@:@m yl-m.?zll’tA@%abydm-eoqumohmﬂm}phewlp
trahyer;a Hehol i n-4-yl) -phenyl ] -formam de; 78)

-1

[g-( 8-di chl oro-2-methyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n- 4-yi) - phenyl ] -

or rrﬁm dlé)G) Tsppropyl [4-(6, 8~d|chloro-2-methyi-1 2,3 4-tetrahydro-|soqumolln-4-yl)—phe H’Q

-[3- (8, 8- d:?émﬂ’ovotﬁz met hyl -1, 2, 3, 4- tetrahydro | soqui noI|n nyl]-1,
, 3% 25 tri tea; 80)

~[3- (6 187)oehtinstg-prob=(b,RaRnfbré SLmaliis 2 53eaRghidisdathbiRisy 1 - 1

3-
3-

di met hyl -urea;  81)

3-(6, 8- dPBﬁﬂﬂP@a@aﬂtﬂtﬁyl 1,2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-ne
3

3

th

=z

[ (

| - 0
5 (688K W&éﬁéﬂéﬁﬁ@r@ $Rad %It sosuinclort W ehgyoneny 1) o
. y104 nmet hghropimedeazi ne- 1- car boxam de; 2 June 2006 254 83)

‘ - 4-t et rahydro-i soqui nolin-4-yl henyl ] - 3-

(2[ di md gﬂﬂ Fg)%ﬁé (Qéﬁpﬁbp-zema&yi ar?a%.4-tetr¥hgdroesegm;mmm)-m{¢r;yu? -
-_[3 (6, 8-dichj , 2,3, 4-tetrahydro-isoqui nolin-4-

_ ethdtics

- henéoi carbanate 5 2-di net hyl am no- et hyl

. [ |4 ( 6h82 | (8)oN-4326 ﬁedldylbrdﬂﬁn@th%ﬂ 213 4heﬁa|@ydr§q9¢qmﬁbum4@|) -phenylj-
yh)-p eny ] et R kShamide:
15 201) (R)-1-[2-(6,8-dichioro-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;
_ 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
¥ 25 207) 3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro~rsoqulnolm-4-yl) benzoic acid.
' :and the 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]— L S
acetamide : S '




86) 2-di net hyl am no- et hyl

[ 2- (6, 8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-

yl ) -phenyl ] -carbamate; 87) nethyl 2 June 2006
[3-(6,8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]- 10
carbamate; 88) (R or '

S)-N-[3-(6, 8-di chl oro- 2- nethyl 1, 2, 3, 44\get r ahydr o-i soqui nol i n-4-yl') - phenyl ]
- met hanesul fonanm de; 89) (R o

S) 1-[2-(6, 8-di chl oro-2-net hyl - 1 2,3, 4-tetrahydro-isoquinolin- 4 yl) - phenyl ]

2lat( o dHPalichiaRk2eethvi1 234 setravdinysoapinalinginyhenae aesHionamidg | - 3.
(2- hyct;)oxxa*-y?s B)ﬂ;&hl@fcﬁ.@qmé{hﬁ’l { Q%&Q@amﬁ?%ﬁmm& kzg b%?u%téﬁééﬁmo%aﬁﬂéié,s

t her eof he use of a conpound of th , ,
 phar macBut i tH-(6:84lichipioaBirretngiol ,2 2.4 4etrakydrofisdquinglinetivi)iphgnyll-Seniethyire nt
for the trg ﬁf]r&g%s of disorders which can be influenced by inhibition of the
- sodi um proto Changer of subtype Il (NHE3), in which the neani ngs are: -

R1, 5R2,5)R3 B(68-distileenassthyivl 2{3 AiétraiyRird oqindiin-4yh-pRenyl-3-&hyi- NO2
T NH2) CaHgggrl 25 CqqH2g9- M "OCHH2b+1, COCRdd ocﬁ&pﬁcoﬁ éihly
- O((CHZ)y M@ﬂyl aandbqq3 4, 5, 6, 7 or 8, it being pOSSIb|efOI’ one

SLorn )t e bolp S BRIy 3 bR FS R

" possi bl e f(acetﬂmude; nore H atons to be replaced by F atons; RO H or
|t belng possi bl e for

one. o Mor G EHRIOR BEndtyr hadke dgtrahrerioduina by hPRenyy. soro, 1, 2
3 90 4 acetamide; |
8)  N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
-9)  N-[4-(6,8-dichloro-2-methyi-1 ,2,3,4-tétrahydfo-isoquinolin-4—y|)—phenyl]—1-acetyl~
- piperidine-4-carboxamide: ' |
15 .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-isoquinbiin—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; :
B - -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|]
' E 30 I. cyclobutanecarboxamlde
" 18) N{3-(6. 8-dichloro-2-methyl-1,2,3 4-tetrahydro-:soqumolm~4«y|) phenyl]-2 2 2—

: tnﬂuoro—acetam!de




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, d, Br, CN, N, OH NH2 or CdH2d+1; d 1, 2, 3 or 4, it Belung2pd&si bl e
for one or nore Hatons 10 to be replaced by F atons, or Rl, R2, R3 and
R4 i ndependently of one another heteroaryl, it being possible for zero, 1,
2, 3 or 4 Natons, zero or | oxygen a?gm or zero or 1 S atomto be present
as ring 15 atons; or Rl, R2,R3 and R4 i ndependent|y of one anot her

CCNR11R12 or NR11R12 R11 and R12 independently of one another H, CeH2e+1,
3,.4, 5, 6, 7, or 8 it being possible

CrrH2rr- (?3:‘8 4}% ro-ﬁ-r@%tg%} %@%—t@ﬁ@m@@“lm"@ﬁnﬁﬁh -phenylljeacatpt aced.

. for one or m)

by F atom; qﬂple;idjne_qmr@@xamiﬁ@ CH2 groups to be replaced by 0 or NR13; R13
H or Cf , 3 or 4, it being possible for one or more H atons to

"be repl d W‘ﬁﬁ gtd#PFﬂ@fOF&B‘I%thri -h2G-tefralyrodsdgUinolin-RyB-phegeher with the
N atomto %(g{glntaprﬁéfeare bonded a 5- or 6-nenbered ring; 2 June 2006 256 10 .

Lor - RI1:
: 5 21) N-[3-(6 B-dlchloro-2-methyl~1 2 34-tetrahydro~|soqumo!|n-4-y|)-phenyl]—methane- _
~ sulfonamide;
22) N-[3-(6, 8—dlchloro-2-methyl«-1,2,3,4-tefrahydro~isoquinolin~4-yl)-pheny!]-
o 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)
i . .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 ST R
: © 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 ' '




together with the N atomto which they are bonded a 5-, 6- or 7-nenbered
ring; or R11 and R12 independently of one another CCR14 CSR14 or SQO2R14;

- R14 CgH2g+1 g 1, 2, 3,.4, 5, 6, 7 or 8, it being possible foﬁJun@ZWSby o)
or NR13, nore H atons to be replaced by F atons, and it being possible for
one or nore CH2 groups to be replaced or R1, R2, R3 and R4 15

I ndependently of one another -OCh-SQ - , wwth h zero or 1; j zero, | or

- 2; R15 CkH2k+1, OH, OC1H21+1 or NR17R18; 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 ./ .' bej n sihle fo ne, or nore H 25 at to be
repl ac eéSg Nd“%ﬁéﬁg“’h q@%‘ﬁ%ﬁﬁé 5%@&@5&@%@9(}%0@% ﬂ}TB'PWBﬁnf:I

CmH2mt+1; mélmélhylﬁmlﬁb-aﬁeta@mdé or 8 it being possible for one or m)re H
atons in the group CH2m+1l to be replaced by F atonms and for one or nore

CH2 gr odBk 2@ diéwfl(pl\biﬂe@ $yliablorce3- n@@sdﬂ AR¥Bietrarydra-dsoquidoliddl)- n 1,2, 3
or 4.2 Jun&&%%&éﬂmmnde
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)
phenyl]- hexanamlde : : .
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-|soqulnolln-4-yl)-phenyl]-3 5-
S30 dimethyl-1H- pyrazole-4-carboxamide; -
- 50) N3+, 8-dichloro-2-methyl-1,2 34-tetrahydrooisoqumolln-ti-yl)-phenyl] 1H-._
| pyrazole-carboxamude S '




It being possible for one or nore Hatons'in CnH2n+l to be replaced by F

atons; 5 10R5 15 20 R6 25 or R17 and R18 together with the N atomto which

they are bonded a 5-, 6- or 7-nmenbered ring; or R19 and a Mngﬂﬁﬂﬁ of

R17 or R18 together with the N atom to whi ch they are bonded a 5- or

6-menbered ring; H, CpH2p+1l, CssH2ss-1, COR20 or SO2R20; p 1, 2, 3 4, 5,

6,7 or 8 ss 3, 4, 5, 6, 7o or 8, is be%%g possi ble for one or nore Hatoms
b

in CpH2p+l and CssH2ss-1 to be replac y F atoms, R20 CgH2q+1; q 1, 2,
3, 4, 5 6, 7o0r 8 it being possible for one or nore H atons in CqH2gq+1 to

be repl d y t and for one or nore CH2 groups to be replaced by 0
or ?ﬁ? I§2@ (ﬁ%% %T&Tethyl'd 2,8.4tetrahydrosisoquinitin-deilapherodlst 4k e for one
or m)re H alpAsthiyR ufeef2r+1 to be replaced by F atons; H-F, 4, Br, I,

CSH2s+1. CddH2dd-'1, OH, OCtH2t+1 or OCOR22; sand t |ndependently of one
anot her 52) N-[33(6,8-dichiore-1,2 304-tﬁrahydro~lsoqumohn-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 - '




dd 3, 4, 5 6, 7 or 8, it being p055|ble for one or nmore H atoms in .
CSH2s+1, CddH2dd-1 and OCtH2t+1 to be repl aced by F atoms; R22 CuH2u+1;
1,2,3 or 4; 2 June 2006 258 it being possible for one or mor @ MNageds i n
CuH2u+1 to be replaced by F atonms; 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 atoms to be.
replaced by F atoms and, in CZH2z+1, idgabei ng possible for one or nore H
atonms to be repl aced by F atons and it be| ng possible for one or nore CH2
groups to be repl aced by 0 CO, CS or NR27; R27 H or CaaHaa+l; as 1,2,3

~or 4; e re Hatons in +1to be

repl ace%ng *yﬁ)gf@dﬁ RQ 8!32@?%@@(‘1%@@%%?9'?‘%3’&' It%PYiRh ¢ hey
~are bonded @.yﬁm;eaﬁ- or R7 R8 and R9 i ndependently of one another

- Ov- SON-R23 v _zero or i; wzero, 1 or 2; R23 ChnH2nn+1 CmHH2mm 1, OH;

' ‘OCppHZpﬁﬁ)l M2+{RBsighloro-2-methyl-1 2,3 4-tetrahydro-|soqumolln—4-yl)-phenyl]-4 methyl-
_ piperazine-1-carboxamide;
5 69) 1-[2-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
L urea; _ o o | |
V ' 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)-phenyl]-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;
i A 8'1) N-{3-(6, 8-dlchloro—2—methy[-1 2, 3 4—tetrahydro-lsoqu:nolm-4-y|)-phenyl]-methyl-
S '- ‘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 -




nn and pp independently of one another 1, 2, 3, 4, 5, 6, 7 or 8 mm3, 4,

.5, 6, 7 or 8 it being possible for one or nore H atons in ChnH2nn+1
Crmt2mm 1 and OCppH2pp+1 to be replaced by F atoms; R25 andZ2prRuge 2006

i ndependently of one another H, CN or CZH2z+1, szH222-1; 7- menbered ring,

2 June 2006 259 R27 and a CH2 group of R25 or R26 together with the N atom

to which they are bonded a 5- or 6-ne ed ring; or R7, R8 and RO 5

i ndependent|y of one anot her NR32COR30; NR32CSR30 or NR32S(bbR30; R30 H,
CccH2cc+1, CyyH2yy-1, pyrrolidinyl or piperidinyl, in which rings a CH2

T e R L

- 3,4,5,6,7 odinfeth Ihnﬂno—%thy@ 1-Methy I~|§ea7 or 8 it being possible for one or

~nore H atons in ChH2h+ to be replaced by F atoms, and it being possible
“for one86} axshr@ethyharatngvethylt[ﬁdﬁgﬁed@bbro-zana&wzc2:3;14 -tetrah@yrpHegquinoliredbe

replaced by one or nore "CH2 groups to be replaced by NR31
and for a (@géﬂﬁup t"{%é replaced by 20 .25 0 ; R31H, CkkH2kk+1, COR65

.or SDZF\’BS) 2.dimathytamifio-ethyl [4-(6, 8-d|chloro-2-methyl 1,2,34- 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, -

N 25 | ququq_o[., OCpH2p+1, COOR10, OCOR10, COR10 or Oy-(CHg)y-phenyl;
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 '
_3_0: - I 3,4, 5 6,70r8,it bemg possnb!e for one or more H atoms to be

_ * replaced by F atoms;
o R10 HOFCCH20+1;




kkit being possible for one or nore Hat nms to be replaced by F atons, H,
CxxH2xx+1; rRe5xx 1, 2, 3 or 4, it being possible for one or nore H atons
to be, replaced by F atons; R31 forns together with a CH2 giclpedfOR30 a
5-, 6- or 7-nmenbered ring; or R30 a 5- or 6-nenbered heteroaryl with 1, 2,
3 or 4 Natons, zero or | S atoms and zero or 10 atoms, 2 June 2006 260 10
which is unsubstituted or substitut eddps up to three substituents selected
fromthe group consisting of F, C, Br, |, CooH2oo+1l, NR70R71l; R70 and R71
independently of one anot herH, CuuH2uu+l and COR72; R72 H, CvvH2vv+1l; o0,

d d d I f 3, 8, It bei
posaibl & Tor rone o Wor gt vt bt oR X pebasossiedishe Sanfietiy g or

" CvwH2vv+l to be repl aced éi&nﬁt@‘b@ffé |5Q;@d B\OF Bom&K8 and R9 independently of

- one another H F, d, Br, 1, NH2, CeeH2ee+l Omw2vw-1,
- CX)f f H2f f +1 NR4OR4lzef@G‘§II-‘(40R41 C(I]?42 CO?42 or OCOR42,
o | y zero, 1,2,3 or4; | - .
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 7
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;
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;




ee and if 20 independently of one another 1, 2, 3, 4, 56,7 or §; . 25 it

bei ng possible for one or nore H atons in the group CttH2tt+I to be
repl aced by F atons and for one or nore CH2 groups.to be repl 2atBa 200F 3;
~4,5,6,7 or 8; it being possible for one or nore H atons in the groups

“CeeHzee+1 Omwiww-1 and OCffH2ff+ to be replaced by F atoms; R40 and R4l

H CtHtt+l or C(NHNH2;, ft 1, 2, 3, #5565, 6, 7 or 8, 2 June 2006 261 it

bei ng possible for one or nore Hatons in the group CggH2gg+l to be

replaced by F atons, and it being possible for R44 together with a (CH2)

group of RA0 g R4l and the N atomto which they are jointly bonded to

forma 5- or 6- nmenbered ring, 10 or R40 and R41 with the N atomto which
they are bondBd1eaarBl R42 6- nenbered ring; R42 H or ChhH2hh+1; hh 1, 2, 3A 4,

.5, 6, 7 or 8; it bej ssi.bl.e for one re to in_the group
‘ChhH2hh+1 to be retﬂgéé'g‘%!‘%'b‘ Q% C}'m'?e rsgxtn ed OOkl ai m 7,

characterized in t haim&ape of the formuila | are 15 used, in which the

meani ngs are: Rl, R2, R3 and R4 independently of one another, H, F, d,
1, OGN, NO2, OPf NH2, CaH2a+l, cycloalkyl with 3, 4, 5 or 6 C atons,

. :OCbH2b+1 COCﬁJ‘q ard ﬁrfg b
mdependently of one another COR14, CSR14 or SOoR14;
R14  CgHog+1; |
_ _ - g 1.2,3,4,5,6,70r8, itbeing poss:ble forone 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 Fatomsp==%,
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 o R18  HorCnHon+1:
30 o R _ n 1,2,30r4;

Br,




20 i ndependently of one another 1, 2, 3 or 4 it being possible for one or

. nmore H atons to be replaced by F atons R10 H or CcH2c+l; ¢ 1, 2, 3 or 4,

it being possible for one or nore H atons to be replaced by 2Ruae@RES 25 or
" R1, R2, R3 and R4 . independent|ly of one another 5- or 6-nenbered

heteroaryl ‘selected fromthe .group consisting of pyridyl, imdazolyl,

pyrazolyl, pyrrolyl, triazolyl, tetrazZ#izyl, thiazolyl and oxazolyl; 2 June
2006 262'independently of one another CONRLIR12 or NR11R12; R11 and R12

I ndependent|ly of one another H, CeH2e+l, CrrH2rr-1; e 1,2,3 or 4, if 3, 4,

5-or 6, it being possible for one or,ng!ﬁE? bb%@g%}g,ﬂégﬁa‘gﬁgwgtm@iﬂ%ﬂ

and CrrH2rr-1 to be replaced by F atons I ndéependent |y of
one anot her hydroxyethyl, N, N-di net hfgidpagetdbe repldced by & dtpheasyi noet hyl ,
pyrrolidinoethyl, N net hyI pi perazi noet hyl, piperazi noet hyl,
- nor phol i noet hyl or Qi peridnoethyl; or R11 and R12 15 together with the N
atom to which they gy R@ﬁﬂ d a pyrrolidine, piperidine, ,
- N-net hyl pi per azi ne, p| perazine or norpholine ring; 20 R14 CgH2g+1; g 1, 2,
. 305 4, it being possibl todetheonith thie Nodtem d whieRghey arddiSorididl a5 b-yr F
- atons;
R 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,
B 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;




or 25 R1,R2,R3 and R4 .independently of one another OSO3H, SO3H, SO2R15, or
R15 .or R11 and R12 i ndependently of one another COR14, CSR14, CONHR14,
'CSNHR14 or SQ2R14; CkH2k+1, OC1H21+1 or NR17R18; k 1, 2, 3 orz‘h’,”eizlooﬁei‘ng
_possible for one or nmore H atonms to be replaced by F atons; 1, 2, 3 or 4,
It being possible for one or nore H atons to be replaced by F atons; 2 June
2006 R17 and R18 independently of one aggther H CrH2mtl ., 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 or 5, it being possible for

4 it being posel bl e for DRSS PRIIE RS Fre B Ind wizursh Beed by
C gl oy, 2h, LG g Bl 1\ atom Lo uhich hey are bonded,
or 6, i R7bB8ancdhB8si bl e for one or nore H atons in CpH2p+l and L
o 'independent[y of one another -0,-S0,,-R23;
5 | v -‘zeroor‘l';
' zero, 1 or 2;
R23  CnnHann+1, CmmM2mm-1, OH, OCppHapp+1 or NR25R26;
 nnand pp | ' _
E N . _ independently of one another 1, 2, 3, 4, 5, 6, 7 or 8,
10~ mm 3,4,56,7o0r8, -
it being possible for one or more H atoms in CpnHopn+1,
CrmmH2mm-1 and OCppH2pp+1 to be replaced by F atoms;
R25and R26 | -
| | ' independe_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, 6,7 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 grqubs?f?%’éﬁeplaced by O, CO, CS
' o o orNR27; o o
“R27 . H or CagHoga+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
o  7-membered ring, S
30 R or .




20 R6 H, CsH2s+1; OCt H2t +1 or OCOR22; sandt CssH2ss-1 to be replaced by F
atons; independently of one another 1, 2, 3 or 4; it being pgssible for one
or nore Hatonms in CsH2s+1 and OCtH2t +1 to be repl aced by F 2alBRe0065 Ro2
. QuH2u+1; u 1,2,3 or 4; it being possible for one or nore Hatoms in CuH2u+l
to be replaced by F atons; R7, R8 and R9 30 independently of one anot her
OSMBH, SMBH or SO2R23; 2 June 2006 264540 15 20 R23 CnnH2nn+1, CmH2nm 1,
- OCppH2pp+1 or NR25R26; nn and pp independently of one another 1, 2, 3, 4
or 5, mMm3, 4, 5 o0r 6, it being possible for one or nore H atons in

* Independent [y of one anoRdrad & Gilpprunei o Rondbenteramnine ool
- BLoym oamet LS e 1RGSR o3P e S 7.
. -atons. igr CzH2z+1 to be replaced by F atoms; R27 H or CaaHZaa+1;
 R7,R8andR9 S
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;
S | kk 1,2,3,0r4; g
C200 - B it being possible for one or more H atoms to be replaced by F. -
o - atoms, - | - |
" 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,




as 1, 2,3 or 4; it being possible for one or nore H atons in CaaH2aa+l to
. be replaced by F atons; or .R25 and R26 together with the N _atomto which
't .hey are bonded a 5- or 6- menber ed ring; or R27 and a CH2 g‘r“ 3% R25
~or R26 together with the N atom to which they are bonded a 5- or
6-menbered ring; 25 or R7, R8 and RO mdependently of -one anot her
NR32COR30, NR32CSR30 or NR32802R30 ripge a CH2 group nay be replaced by O
or NR33; R30 H, OH, CccH2cc+l, CyyH2yy-1, pyrrolidinyl or piperidinyl, in
whi ch R32 and R33 independently of one another H or ChH2h+1; 2 June 2006

265 ccl, 2, 3, 4,5, 6,7or \y It being

possi bl e for one or nore gpoé@nﬁﬁb%ﬁ*l%ﬁ %%L@%Béﬁg%gya@eta%gﬂ?% atom; and
it being possible for OneSlﬁIStll'ﬂE‘rﬂs belectotsirom theeyrene eoasisime6E ceil B2

- CyyH2yy-1 to be repl aced y at ons,_and for oneegor l21)re (CH2) groups 'to be
repl aced by NR31 and for t)+br'83§ RB81be replaced by 0; R31 H,

- CkkH2kk+1, COR65 or SOZR65‘g 0 d|JR7'}2 , or 4; it being possible for one or

nore H atons to be replac 6 ons, R65 H, OxxH2xx+1l; 1, 2, 3 or 4, it

_rbel gy .possible for one or. nore lhﬂe?ééﬁﬂienﬂy of one another H, Cuu“2uu+1 and
' ’ ' COR72;
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,R8 and R9 |
independently of one another H, F, CI, Br, I, NOg, CN, OH, NHy, CogHpea+1.,
CwwHoww-1, OCfH2fr+1, NR4OR41, CONR4OR41, COOR42, COR42 or
OCOR42, -
ee and ff

| 20 - mdependently of one another1 2,3, 4, Bfﬁf%som
' CwWw 3,4,5,6,70r8;

it being possmle for one or more H atoms in the groups CeegHoee+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




to be replaced by F atons; 15 20 25 or R31 together with a CH2 group or
R30 and the N atomto Wmch they are jointly bonded forma 5- or 6-nenbered
‘ring; or R30 a 5- or 6-membered heteroaromatic system sel ecPe¥Nee8Pf t he
group consisting of pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl,

~tetrazolyl, thienyl, thi azol yl and oxazol yl, whi ch are unsubstituted or
substi t ut ed by up to three substituenigy selected fromthe group consisting
of F, C, Br, I, CooH2oo+l. NR7OR71, R70 and R71 independently of one

anot her H, CuuH2uu+1l or COR72; R72 H, CvvH2vv+l; 00, uu and w
~ independently of one anot, It being

possi bl e for one or more'ﬂ?%{?%PQS?‘H‘O’%ﬁ’é0&?&5&”9%38&2%%?&9&(8Hﬁuu+1 or

- OWH2W1 to be repl aced b>c H to 19 replad®d byrB Adfs Rond i gesdibiy of
.one another H F, d, dl:g %qs CN, O—I&aNHZ )RgOeeHZeeﬂ mw 1,

. OCHf H2f f +1, - NR4ORAL, CO\IMIOIW toeRRBY Rith GARHY,) group ARG or (el 1aare the N 10

i-|ndependently of one anot her

atom to ’-whzléh %e%(rar%; joi%utly'bonded to form a 5- 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 ancther, H, F, Cl, Br, 1, CN, NOo, OH, NHp, CgHog4+1,
cycloatkyl with 3, 4, 5 or 6 C atoms, OCpHop+1, COOR10;
_ a and b |
20 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-




to be selected independently of one another hydroxyethyl, |,
N, N- di net hyl am noet hyl , N, N-di et hyl am noet hyl, pyrrolidi noet hxl ,
N et hyl pi per azi noet hyl, pi perazinoethyl, norpholinoethyl or 2JuneZ2006 g
__piperidinoethyl; w3, 4, 5 or 6, it being possible for one or nore H atons
in the groups CeeH2ee+l, Omv2ww1 and OCffH2ff+1 to be replaced by F '
atons; R40 and R41 H, CtH2tt+1 or é\IHZ; ft 1, 2, 3, 4, 5 6, 7 or §;
it being possible for one or nore H atomns in the group CGttH2tt+1 to be
replaced by F atons; or 20 R40 and R41 25 or R40 and R41 together with
the N atomto,which,t re bonded forma ring selected fromthe group
~ consi sting of '%P%Bﬁj?‘glﬁyn%ﬁorlﬁ %@F{HEW QQ&WH%T%W NR1I&1Z:i ne, pi perazine and
- norphol i ne; 3@1R4&hd RYpr ChhH2hh+1; hh 1,2,3 or 4; 2 June 2006 267 it being
possi ble for one or, nore H atonms in the group ChhH2hh+1 to be replaced by
F atoms: 9. The usedndependentydfioneciraithert, Chldpasi eCjBed_i.n that the
~meanings in fornula | are; _Rl, R2, RBandR4 -independently of one another H,
F, O, Br, OH NH2,®caHals2.394.0al kyl with 3, 4, 5 or 6 C atons,
OCoHgb+1; .a and b 19 in t::-pg & FUPS CaH2a+1 and OCbH2b+1 i ndependent|y of
one anot her T ’ o '
‘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

B independently of one another COR14, CSR14, CONHR14, CSNHR14
20  orSO.RY4; |
- R14 CgHog+1: .
. g - 1,2,3o0r4,itbeing pgssible for one or more H atoms
to be replaced by F atoms; | |
.25 'R1,R2,R3andR4 | |
| independently of one another 0OSO3H, SO3H, 802R15, Or
'R15  CyHok+1, OCjHoj+q or NR17R18;
' k - 1,2,3 0r4, it being possible for-one or mbfe_ H atoms td be _ |
| replaced by F atoms; o o
- 30 - | 3 1 1,2, 3 or4, it being possible for one or more Hatoms tobe o
replaced by F atoms; | ' |




1, 2, 3

F atons;

or 4, it bei ng possi ble for one or nore H atons to be replaced by
or Rl, R2, R3 and R4 independently of one anot her 5%11R13006€15 R

| and R12 20 25 independently of one another H, CeH2e+l, CrrH

1,230
groups
with th
group c
pi per az

r 4, if 3,4,5 0r-6, it being possible for one or nore H atons in the

OeH2e+1 and Cto be replaced by F ‘atons; or R11 and R12 together
e N atomto which they are bonc forma ring selected fromthe

onsi sting of pyrrolidine, piperidine, N methylpiperazine,

ine and norpholine; or Rll1 and R12 independently of one another

COR14, CSR14, CO\IH@{iBagﬁm or SO2R14; R14 CgH2g+1; 2 June 2006 268 .9
| e

1, 2, 3 or 4, it bei

F atons;

10

15

for one or nore Hatons to be replaced by
or independently of one ancther H, CmHom+1, in which the first

CHg group bonded to the nitrogen is replaced by CO and the
second CHz group is reptaced by NR19; |
m - 1,2, 3,4 or5, it being possible for one or more H
atoms in the group CmH2m+1 to be replaced by F
atoms ,
"R19  Hor CnHon+1:
| | n 1,2,30r4;
it being possible for one or more H atoms in ChHpn+1 to be
replaced by F atoms; |
O'r . .
- R17 and R18
- together with the N atom to which they are bonded & 5- or
6-membered ring;

- RS H, CpHap+1; CssHogs-1s

20

. 25.

30

'R6 - H, CgHos+1, OCtHpt41 or OCOR22;

p 1,2,30r4;
sS 3, 4, 5 or 6, it being possible for one or more H atoms in CpHap+1 and

CggH2gs-1 to be replaced by F atoms;

: .rs‘and 1 , |
- independently of one another 1, 2, 3 or 4;
it béing possible for one or more H atoms in CgHog41 and OCtH2t+1
. . 'to be replaced by F atoms; |
‘R22 CyHoy+1;
u Lz3mk . : :
it being possible for one or more H atoms in CyH2y+1 to be replaced
- by F atoms; |
R7,R8 and R9 ‘
independently of one another OSO3H, SOgH‘or SO9R23;




R1, R2, R3 and R4 independently of one anot her OSCBH, SCBH, SOPR15; R15

CkH2k+1 or NR17R18; k 1, 2, 3 or 4, it being possible for on%‘&rql rﬁﬁrg H
atons to be replaced by F atons; R17 and R18 i ndependently o & D08t her H
_or Ct2m+l; m1, 2, 3, 4 or 5, it being possible for one or nore H 10atonms
in the group Cm-|2m+1 to be replaced by F atonms; r R17 and R18 15t oget her
with the N atomto which they are bondggh a 5- or 6-nenbered ring; RSH,
CPH2p+1, CssH2ss-1; p 1,2,3 or 4; 20ss 3, 4, 5 or 6, it being possible for
one or mF t atons in CPH2p+1 and CssHZSS 1 to be replaced by F atons; R6H,

CH3; R7 nde one r OSO3H or S2R23;
25R23 mnHZnn% or E B"‘ n mm ”81463:Ova!§'F 2pipt- 158 N%i ble for one or
nore H atoms in Cnnkid Q to be repI aced by F atonms; R25-and R26 2 June

ef

2006 269 10 15 indepen Iy of one another H, CN or CzH2z+1, in which the
first. CH2 group bonded t dntépernddnto@f oneanotiiet, <] 3v4 oEB, or

. 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
CagH2aa+1 to be replaced by F atoms;
o .
-R25 and R26
20 . togetherwith the N atom to which thef are bonded a 5~ or
| e 6—membered ring; |
or ' ST -
R27 and a CH2 group of R25 or R26 together with the N atom
) o - to which they are bonded a 5- or 6-membered ring;
25 or-
" R7,R8andR9 |
_independ_e‘ntly of one anbther NR32COR30, NR32CSR30 or NR32S09R30;
R30  H, OH, CecHaces1, CyyHayy-1, pyrrolidinyl or piperidinyt, in which
. rings a CHo gfoup may be replaced by O or NRSS;
30 : R32 and R33 independently of one another H or ChHoh+1;




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 atoms in CZH2z+1 to be replaced l%y F %ﬁg\; R27
H or CaaH2aa+l; as 1,2,3 or 4; it being possible for one or A t ons
in_ CaaH2aa+l to be replaced by F atoms; or R25 and R26 together with the
N atomto which they are bonded a 5- or 6-nenbered 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; or R7,R8 and R9 I ndependent|y of one anot her
NR32COR30, NR32CSR30 or NR32SO2R30; R30 H, OH, CccH2cc+1l, CyyH2yy-1,
pyrrolidinyl or piperidinyl, in which rings a CH2 group nay be replaced by
0 or NR33; R32 and %833 Hﬁ,&@,m Qz%s‘?f&cc 1, 2, 3, 4, 5 or 6; 25 vyy 3, 4,
5 6, 7 or 8 it bﬁé,ng pasgai Bl gior one or nore H atons in the groups
CccH2cc+1 and CyyHZyy-1 tobe replaced by F atoms and for one or nore (CH2)
groups .to be repldted byl, BRBbrdnd for a (CH2) group to be replaced by O;
R31 H nethyl, . ethyl, 3, CH2CE3, acgetyl r opi pnyl , t hapesul.f | or
30 et hanes u%/f‘BR?/'ngpfsﬁﬁrFefoﬁwg o!'fﬁo'@rﬁ Q‘qms ih ChHZh%1'to be replacad by ¥
-5 " atoms, 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

- Oy .
| - 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, imidazolyl,-'pyrazolyt%?‘mlyl, triazolyl, tetrazolyl, -
R “ thienyl, thiazolyl and oxazolyl, | ,
| which are unsubstituted or substituted by up tb three
substituents selected from the grbuﬁ consisting of F,_Cl; Br, 1,
| CooH200+1, NRTOR71,
25  R70andR71 |
independently of one another H, CyyHoyu+1 or |
COR72;
R72 - H, CwHayya1;

00, uu and W independently of one 'a-nothér 1,2,30r4;




R31 together with a CH2 group of R30 and the N atomto which they are.
jointly bonded forma 5- or 6-nenbered ring; or R30 pyridyl, im g%ﬁ?l yl,
pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or oxaZdH)¢ i ch

are unsubstituted or substituted by a maxi nrumof 3 substituents selected =

fromthe group consisting of F, d, methyl, ethyl, trifluoronethyl, NH2,
NHacetyl; or- 10 R7, R8 and R9 indepenggmt|y of one another  H F, O, OH,
NH2, CeeH2ee+l, Owt2ww 1  OCf f H2f f +1, NRAOR41l, CONR4AOR41l, COOR42 or OCOR42,
ee and ff independently of one another 1, 2, 3 or 4; 15 w 3, 4, 5 or 6,
It being possible for onej@k; . ' r . H2ee+]1.
OomtH2was 1 and OCF f H2f f +1 t QEE@D‘?‘@S&%&%@ P%y'é ‘%%‘pgen@aq% 'ﬁ'ﬁe Sﬁ’pﬁ,
GtHtt+1 or C(NH)NH2 ; @8oHbod+1.20 hués of C i Plostss Rivtadedrbyomre or
“nore H atons. in the group C?t%%%tll Ltl%ﬂ%léuﬁ epl \ég:% y1 F ator?& or yOIlI;40 and

~ R41 25 independently of -c#@msiot her hydroxyethyl, N, N-di nethyl ani noet hyl,
N, N—di'ebpyl am noet hyl, pyrrolidinoethyl, N-nethylpiperazinoethyl,

‘- pi perazinoet hyl, norpholinoethyl or piperidinoethyl; . or R40 and R41

-t oge heRAMRBandhRON atom t o which they are bonded a pyrrolidine,

pi peridi ne. N:-nethyl piperazine, ﬁi perazi ne or norpholine ring; 2 June 2006
R € ——— .._.|r_|dependenty of one another H, F, Cl, Br, i, NOZ, CN, OH, N_H2! CeeHZeeH,

IwaH2ww—1s OCsHot41, NR40R41 , CONR40R41, COOR42, COR42 or
OCOR42; | | | |
_ 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
16 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 R40andR41 B -
S ' . tobe selected independently of one another hydroxyethyl,,
- ;N.,N-dimethWaminde_thyi, N,N-diethylaminoethyl, pyrrolidinoethyl, -
- N-methylpiperazinoethyl, piperazinoethyl, morpholinoethyl or

- | piperidinoethyl; | ,

D25 ooor L
° R40and R41

together with the N atom to which they are bonded fonﬁ aring selected
from the group consisting of pyrrolidine, piperidine, N-methyl- o

- . | piperazine, pipe'ra_?_ine and morpholine; |

30 R42 - HorCphpHonhets - |

- hh 1,2,30r4;




R42 H or ChhH2hh+1; 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. 10. T rgﬂogs
claimed in claim7, characterized in that the conpounds’ of the

are sel ected fromthe group consisting of: 1)

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 ] -

. acetam de; 10 2)

"~ 4-(6,8-dichloro-2-nmethyl -1, 2, 3,4-tet ra2hydro-i soqui nol i n-4-yl)-benzenesul f on
am de; 3)

3- (6, 8-dichl oro-2- A-te 0 U|n enzenesul fon
am'( de; 4) 4-(6, 8- Eﬁe %%ﬁSPSSﬁ'bf?‘efPﬁ?P ?!"3?0 sin egfoupyéhhf?zhhﬂ

t et rahydro-isoquin o) thyI benzenesul f onani de; 5)

4- (4- br ono- phenyl )CH6":'l %pﬁa&éh bcw:- -rrgfhyl 1,2, 3,4-tetrahydroi soqw nol i ne;

15 6) 4-(6, 8-dichloro-2-nethyl-1, 2,3, 4,tetrahydro |squ|noI|n -yl)-benzoic

aci d;

4- (6, 8- %T&ﬂ'é?%a%‘:!ﬂémﬁw“ ¢laim ), @h@mmrlaﬁ%fdbemamngsmfpmu@tlm benzam

ides &4 R2, R3and R4

. 4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr oi soqui nol i n-4-yl)-N-propyl -benza
"mde; -9) ‘independently of one anotherH F, Cl, Br, OH, NHq, C Hga+1 c cloalkyl with

4(68d|chlor02nethyl 34tetrahydr0|squ|noI|n - N (2- dlrrethyl

ami no- et hyl ﬁ’ﬂeﬁﬁrﬁ G@toma. Hobs-1di chl or o- 2- met hy! -

" (4-nor phol i n- 'XA phenyl)-1,2,3, 4-tetrahydroisoquinoli ne 11)

~[4-(6, 8-di chi®? b nmet hyl -1, 2, 3, 4-t et rahydr oi soqui nol i n-4-yl)-phenyl]-dieth

yl-amne 12) :

6, 8-di chl or o- 2- met P'R/the4g | gplsDIC Hrgad’ 1 arad Cbp'??é%‘iﬂl Td?prin%enjlytoeftornaehané) “6. soqui n
‘ol flge; - 13) 6, 8-di dhRpBer3; memgp&ssﬁmewwbﬂmré%mm?wﬁéreha%ed

3, 44etrahydr0|squ|noI|ne

6, 8-di chl or o- 2- netPYI at¥ﬂ&(4-nethyl pi perazin-1-yl)-phenyl]-1,2,3,4-tetrah
; ydro— %7 isoquinoline; 15)

- 6,.8-dichl or o- 2- cyclopropyl 4-pheny|-1,2,3,4-tetrahydroisoquinoline; 16)

- 4- (6, 8RI,R2,RDakd Rt hyl - , 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne; .

17 .
1- %4 (6, 8-di mecﬁ’PBd?"%PW&“Q?L“chg"mgﬂ%ydro i soqui nol i n-4-yl)-phenyl ] - 3-

-pwsyl urea; -#91ldhd R12 :
1-[4-(6, 8- dlchloro 2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 3-

met hyl - thiourea; indepand@tyeofzi@ another H, CeHoe+1, CrrHopr-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
' | 7 " o .- atoms;
~ 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;
or

-~ R11and R12
o _ independently of one another COR14 CSR14 CONHR14 CSNHR14
80 or802R14
~ Ri4 CgHpgst;




- 19)

1-[4-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui noIin-4-yI - yl]-3-
et hyl - urea; 20) 2‘]}' 88&9

N- [ 4- (6- et hanesul fonyl - 2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - pheny )

1]- acetam de; 5 21)

~uinolin

N-[4-(2,6,8-tri rrethyl-1,2,3,4-tetrahyd2&|soqw nol i n-4-yl)-phenyl]-acetamd
e, 22)
N-[ 4- (6- br ono- 8-chl oro- 2-net hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyl
]- acetam de; 23)
 N-[4-(8-chl or o- 2- met hyl - & pyr r oliZdSrr 9t1bq1ngpgsgb[eefprgwa),rmqrg(matqml n- 4-
- yl)- phenyl]-acetam de; 1.0 24)obe replaced by F atom
N-[ 4- (8- chl or o- 2- net hyl - 6- nor phol i n-4-y1-1,2, 3, 4 tetrahydro i soqui nolin-4-y
" 1)- phef¥l]-acetam de 25)

l\l—{4.—[8thh?]R32m{Ha - 6- (4- et hyl - pi pera2|n 1-yl)-1,2,3,4-tetrahydro-isoq
phenyl }-acet am de; 26)
- N-(4% [ 8- chl orindépéndentiymfenid arithed O8TIM)SG3HESYR1E; 2, 3, 4-tetrahydro 15
i soqui nol'i n-4-yl | -phenyl }-acet ami de; Z%HJ
- 5-(6, 8-di chl dR$S2- r@kﬂ'lmk.yﬂoQNRWR‘letrahydrO i soqui nol i n-4-yl) -2-hydroxy-ben

" zoic acid; 28)

5- (6, 8-di chl or o- 2- et hy| -t 22 334, itheing passibiedor one o mord H alonss to/be oxy- N- m-

et hyl - benzam de; 20 29)

30

- 5-(6,8-di'chl oro- 2- net hyl rﬁp@cgdj?yt e?l}ogtlﬁ}dro i soqui nolin-4-yl)-N-ethyl-2-hyd

~ roxy benzanide; 3M®17 and R18
- 5-(6,8-dichloro-2-net hyl 234tetrahydro|squ|noI|n4yI) N (2- dlrrethyl
"am'(‘l b- et hyl ) - 2- hydr oxy- M@ﬂﬂﬁﬂdéé WQ\i?ne anotherHorCmH2m+1,

N-[5(68d|chlor02rrethl-1 dr0|so ol i n- 4- hydr oxy
25 benzoyl | - guani di ne: % 3 3, A6t emg possi e or one or oreH

~ N-[3-(6, 8-di chl oro- 2- et hyl -1, .ato%néxrtwer@%ma@mramw ®Be Rpfacddbyppeny! ] -

acet am de; 33) ,
3- (6, 8-di chl oro- 2- et hyI 1, 2 3atbrigt r ahydr o-i soqui nol i n- 4-yl ) - phenyl am ne,

2- (6, 8- dlchl or o- 2- r?éthyl 1 2,3, 4-tetrahydro-i soqui noI|n 4-yl) - phenyl am ne;
30 135) and R18

N-[ 4- (6, 8-di chl oro- 2 rret yl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]
propi onam de; 2 June ZoomgetherWIththeNatom to which they are bonded a 5- or

i 6-membered ring;
RS H, CpHop+1, CesHogs-1:
A p ' 1,2,30r4; :
: 20 | sS 3,4, 50r6, it being: possible for one or mof&H.atoms in ChHop+1 and
7 B . o | CSSH235.1 to be replaced by F atoms; | | -,
" R6 - H, CH3,
- R7 R8 and R9
independently of one another OS0g3H, SO3H or SO9R23;
25 " R23  CppHonne or NR25R26:
| | ‘nn 1,2, 340r5‘
it being possible for one or more H atoms in Cnn”2nn+1 to be

| replaced by F atoms
: R25 and R26




273 36)
"N-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
~butyranide; 37) 5‘%”3200g
" N-[4-(6, 8-di chl oro-2-net hyl - 112,3,4;tetrahydrojisoquino{in-47yl)-
phenyl ] pent anam de; 5 38)
N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- t%&ﬁﬁhydro i soqui nolin-4-yl)- phenyl]
i sobut yrat ni de; 39)
‘N-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-2,
2- di net hyl - pr opi onani de;, 40)
N- [ 4- (6, 8-di chl or o- 2- met men@r@egﬂmoa‘@ﬂeaﬂwmeﬁlﬁs@dmrwmz% whishdhe| | -
10 cycl opr opanecar boxami
N L2 (6Bl Gl ahloro- 2- mat st GFYa geoup bapviah s HiveaeR FPPIROPE) Pty | -
- cycl obut anecar boxam de; :
N-[ 4-.(6, 8-di chl oro- 2- netﬁé%gfdih%sﬁc?%gFﬁk@ﬁﬂgpngaHVﬁﬂ$?ﬁ 4-yi)-phenyl] -
cyclopentanecarboxanlde 43)
N-[ 4- (.6, 8-di chl oro- 2- nethyl g ﬁ aﬁydro-isoquinolin-4-yi) phenyl] 2,
2,25 trifluoro-acetanide; 44) itbeing possnb!e for one or mare H atoms in CZHﬁ
N-[4 (6,8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yi)-phenyl]-1-
,acetylplperldlne 4- carboxanldeh)hGYGpmcedbyF}ﬂoms
N-[ 4- (6, 8-di chl oro- 2- n'ettﬁﬂ.rlﬁ é rah¥dr0|soqumo||n4y|) phenyl ] -
- 20 nicotinan de; 48) aa' Zaa+ '
" N-[4-(6, 8-di chl oro- 2 net hyl - -1, 953 4- Heérggygro |squ|noI|n 4 yl)-phenyl]-ne
"~ thane sul fonanm:de; 47)
" N-[4- (86, 8-di chl or o- 2- met hyl -1,2,3, 4- it tlelrahpokssible Sosrieot mord Hyhfomspienyl ] -
et hgnesul fonam de; 25 48)

&6 di met'hyl ani no- N[ 4- (6, 8- di chl or Gaatipaamy o beseplaged by FaalamS.- | soqui no
|n 4 yl)-phenyl]- sw'fanlde 49)
- N-[3-(6, 8-di chl oro- 5. met hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl]

~ -propi-onam de; 50) R25 and R26

- N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n- 4dy phenyl]
' 51) butyram de together with the N atom to whlch they are bonded a 5- 0

_ 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;
A e 1,2,3,4,50r6;
25y 3,4,56,70r8;
- 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




N-[3-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]
pent anam de; 2 June 2006 274 52)

N-[3- (6, 8-di chl oro-2-methyl -1, 2, 3, 4- tet rahydro-i soqui nol i n- 42pjune gREGy| ] -
i sobutyrami de; 53)

N-[3-(6, 8-dichloro-2-nmethyl -1, 2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-2,
2- di nmet hyl - propi onam de; 5 54) 270

- N-[3-(6, 8-di chl or o- 2- net hyl - , 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-
cycl opr opanecar boxam de; 55)

N-[3-(6, 8-di chl.oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-
cycl obut anecarboxami de; 56) :
N [3- (6, 8 di I3 togather Wit a L drofip! 1R fid ROAGHTNIRCA iy aRBMM)] -
10 cycl opent anecar boxam de; 57)

‘N-[3-.(6, 8-di chl or o- bondgchfdrmla 5-6r6-méﬁ1b@mtﬂﬁ|§>g| soqui nol i n-4-yi ) - phenyl ] - 2,
2,2- trifluorg-acetam de; 58)
-N-[3 (6, 8-di cRforo- 2- nmet hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n- 4- yl)-phenyl ] - 1-

. tyl dj 4-
RCEAT (B By SR MR Roya3b, pyye, st e oty 1
nicotii nam de; 60) oxazolyl, which are unsubstltuted or substituted bP( a maXImum of 3
in

N[ 3- 6, 8-di chl or o- 4-t et r ahydr o-i sQqui no phenyl ] - e
th([amef sul f onari de: égﬁiuéﬁts sél%c?ed from tFle roup consisting of F, CI met?nyl ethy?: ] :

N-[ 3- (.6, 8-dichl or o- tﬁﬂn@;ﬁnyéth% RM-BZ ﬁmé‘éé@hydro i soqui nolin-4-yl)- phenyl]-

+20 et hanesul-f onam de;
N, N - donet hyl am no- N-[3 (6,8-dichloro-2-nethyl-1,2,3

'tet_' hy 0-j.soquipol i n- 4 yI-phényI] sul fam de:  63) |
o Qg 54‘8 %@ 2-met hyl -1; 2, 3, 4-t et rahydr o-i soqui nol i n-4-yi) - phenyl]
L prOIO' onam de; indep&ident|
" N-[2-(6, 8-di chl of o 2. ot ‘ﬁﬁne a"é’"%erAHt Sl QN2 Gaatiage e GuwH2wmdny | ] -
butyranide; 60 NR40R41 CONR40R41, CO
- N—[2 (6,8-di chl):g:_lgff?rreth 2,3, 4- tetraﬁ 3%4%85890 4|2h 4-yl)-phenyl] -
o - eeandff 7
R . independently of one another 1, 2, 3 or 4;
15 ‘_ ww  3,4,50r86,
it being possible for one or more H atoms in the groups CegHopa+1,
_ CwwH2oww-1 and OCgHog+1 to be replaced by F atoms;
R40 and R41
o o H, CetHatt+1 or C(NH)NHS ;
L2 .t 12,3004

it bemg poss:ble for one or more H atoms in the group CttH2tt+1 to be

o

| reéplaced by F atoms

or _

. R40and R4t |

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;




pent anam de; . 66)
N-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin- 42y|) phenyl ] -
30 isobutyrani de; 67) June 2006

N-[2- (6, 8-di chl oro-2-methyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n 4-yl)-phenyl ] - 2____?

2 di met hyl - propi onami de; 2 June 2006 275 68)
N-[2- (6, 8-dichloro-2-nmethyl -1, 2,3, 4-t ekrahydro-isoqui nolin-4-yl)-phenyl]-
cycl opr opanecar boxam de;
69) N-[ 2- (6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-
phenyl] - cycl taqiﬁatg m de;
~ B70)N-[ 2- (6 chl hYﬂ 1,2, 3, 4-tetrahydro-isoqui nol i n-4-y1) - phenyl

]- cycl opent anecar am de
71)N-[ 2- (6, 8- dlchlm 2- (r;iré?hslo-rf '2, 3, 4-tetrahydro-isoqui nolin-4- yI) phenyl]

£2,2,2- trifluoro- atdmmm)desmleforone or more H atoms in the group ChhH2hh+
72)N—[2 (6,8-dichl oro-2-nethyl-1, 2,3, 4- tetrahydro | soqui nolin-4-y ) phenyl]
: -1 10acet yl pi peri dherr@plaoedrb)diatmd& 73)"

- (6, 8-Di chl or o- 2- et hyl - , 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne
tha e- sul fonami de; 74)

N [2-(H® ’Itliecuf'dé)é@cl%rrﬁ&? ity braitn 7, 8hdralcfiriz8B)A Heat thE Eohipdlunds f e forPRENY ! 1 -

et hanesul f onam de;
- Rreseigatediram the[aropp cengisting of:0- 2- met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui no

- __'1' Esl“( ML) (PREB bl RSP 5 1 setrhyarasoauneli-kPrehemtiy - shenyl ] - 5
et hyl - ureaacetamzde

77 3-(6, 8- d F 0- 2- met hy t et r ahydr o-i soqui nol i n- 4-yl ) - phenyl
- 3)1 E @f - 42@( &J %@722 -methyl- 1 2 34-ietrahydro-lsoq)lljlnoltn-tl-ylc)]-benzenesulfo)r/lazmc?e v

78) 1- [ %{ ) 6, 38gfb-ﬁmr§6r8-22n{@ﬁ)ﬂy‘f 23, £tetratiybfSSHRUHAR £ 97 HeR0bh S dirohbimddieny! |

- -3-eth
1-[ 2- (61)8 di-(6:3-diohicror@triethyl 11, 2,334-tettatydedhishoginalined N, Nm.meythm- phenyl ] - 3-
met hyl-- t hi,our ea; .

2580)N—{5 [bgng%n%w(!fpeﬁ%q% 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI)
- 8) - 4-(4- brqmo—phenyl)—ﬁ 8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline;

i5 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




'.'benzenesu

phenyl sul f anoyl | - 4- met hyl -t hi azol - 2-yl ) - acet am de;
81) N-{5-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4 g
phenyl sul f anoy! | - 4- met hyl -t hi azol - 2-yl ) - acet ani de: 2 June 2006

82) N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-y1) - phenyl]

-1, 2- 30di net hyl - 1Hi ni dazol e- 4- sul f onani de;

83)N—[3 (6,8-dichloro-2-nethyl-1, 2,3, 4- trahydro I soqui nol i n-4-yl)-phenyl ]
-1,2- dinethyl-1 Himdazol e-4-sul fonam 2 June 2006 276 84)

N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro isoqui nol i n-4-yl)-phenyl ] - 5-
chl oro- 3-d Yy ol e 4- ulfonam de;

oI o0 o L ol DR £ B S 5y Syl sthshy | - 5.
chloro- 1,3 gkgethyl - 14 pyrazol e- 4-sul fonam de; 5 86) 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 ] - 5- br ono-
“t hi opheﬁ&)Z&[ﬂ-{ﬁrﬁ;&ﬁ&est\wQ -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyi]- ,
N-[ 3- (6, 8-di L?J"@ 2-nmethyl -1, 2, 3,4-tetrahydro-i soquinolin-4-yl)- phenyIJ-5-,
brono- thi 08%8 5€ul f onani de; 88)

“N-[ 45( 6.28) diN-pi-qz,6;82triméthyiL 1, Q;ﬁ%ﬂaﬂﬁrbﬁéwmﬁoﬂrﬁ-‘@%' SHRdry]-dbetdmidereny! 1 - C
10 trifl uor o- net hanesul’f onam d
3-(628)d |N:[ﬂ-(§-broznﬂ@r¢tyor012-znamm ,é’.t:i d#tgbttabydrsaqmqmnd)llmxy{)ygbl')enwe nyl ] - C,
riflu lhanesul f onani de; 90)
di ch org@ net hyl - 1, 2, 3, 4-t et rahydro-i soqui nol'i n-4-yl)-phenyl]-2,2,2

t

8-

f1as) obt-[ﬁa(&sehlbfmﬁmmqw rdfidin-1-y-1,2,3 4—tetrahydro-|soqumolm-4 eyn)

8- dlchlgro- -met hyl =1, 2, 3, tetrahydro I soqui nol i n- yl]-2,2,2
i f1 uor oPBERY @E‘éﬁaﬁ%ﬂ%’m de: 92)

oo 2 (ﬂsac%@g%@m%r-@%&%hom A Ao ORI )

rea;
2- chl or o- 5- pbelsylhaceﬂanndez met hyl - 1, 2, 3, 4- t et r ahydr o-i soqui nol i n-4-yl)- 20

Pg,r.]gfézeiﬂef @'ﬁ%“%"ﬁ’ ﬁ?%Bpﬁ?‘%?%‘m%fH&'Plpgazm ~1-y1)-1,2,3 4~tetrahydro-lsoqu:nohn-

- . 6, 8-di chl or gaf-prdrifilacktamfiey! - 1, 2, 3, 4-tetrahydro-isoqui noline; 96)
. 4-(8-am no-2-nethyl-1, 2,3, 4-tet rahydro I soqui nol i n-4-yl } phenol ;
S 28) N-{4-[8-chloro-6 (cyclopropylmethyl-amlno)-z-methyi 1,2,3,4- tetrahydro-

Z0:
0% 0,

'c.'o"#o'

- (6,
tri
- (6,
tr

| _15 o isoquinolin-4-yl}-phenyl}-acetamide;
27) 56, 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;




97) 8- net hoxy- 2-net hyl -4-phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 25 98)

2-(8-am no-2-ethyl -1, 2, 3, 4-tetrahydro-isoqui nol i n-4-yl)-phenol ; 99)

2- (8-am no-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl ) - pheAdune 2009

~ 5-(8-am no-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -2- et hoxy- phenol ;
101) 2- nethyl 8- ni tro-4-phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 102)
4-(8-am no-2-nethyl -1, 2, 3, 4- tetrahydra %squ|noI|n 4-yl)-benzene-| ,2-diol;

.30 103) 2, 8-di net hyl -4- phenyl ? t rahydr o-i soqui nol i n; 104)

4 (3, 4-di chl or o- phenyl ) - 2- nethyl 1 2 3 4-t etrahydro-isoqui noline; 105)

(3,4-di.c 2-meth -1234tetrahdr0|soumolln8 | am ne;
277 1063é) r}\1?4 ?6 %&%2 -2-methyly1 234-tetrahydro-lsoq>{1|no|m-4-y 1}-phenyl]- Y
4-(2, 4- dlcf[L ggnyl ) -2-nmethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-8-yl am ne;
c

-107) 4-(3- oro p enyl ) - 2-nmet hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 8-yl ami ne;
108) 2,37)diNnpd-(,B-dicijomrRimeth @l B2 8,44 tratiydio dsoqiinplinadlyl)ne;  109)

"~ 2-butyl-4 4-t et rahyd lin-8-yl 5 110
" N-(; )r/ret hyI mf"&h@?ﬂﬁﬁh mge\se4r?e¥r;ﬁyhfgqusggu: Rol |% gmyln;a acet am) de; 111)
7-chl )2- SR, é}ﬂm{) @ﬂ'ﬂiﬁh o
8- g?l 8;%8 2 N%WP dqcrghenyhé}hg 1’SQ%tett?a ydr o-15soqui %b{)ﬁ'ﬁ] n%@13)
2, 6-di net hysobutyasnge:- 1, 2, 3, 4-t et r ahydr o- i soqui noline; 114)
6- chl hyd pne; 1 5
& vy AR 1S4 R o R e

2- et hyl - pj‘mg;ﬂyl@;@&.aqn‘agt rahydro-isoqui noline; 117)
2- et hyj - hen t et rahé'dro i soqui nol i ne; 118)

6 8- di drﬂ)o {@céammwo@mwﬂ, 334-mtta£wdmwa¢num®nqhywhen¢ﬂ- 119)
qq romc?@lﬁﬁ}’dﬂan@cgfb%kﬁmﬁo 2- met hyl - , 3, 4-tetrahydro-i soqui nol i ne;
20
2 met h>4|1944\9[@(@48-dﬁzmam+zmetmyu1@Bgmﬁtfaﬁydﬂo-&oauﬁaduaw ?Iblépﬁéﬂyllsoqu' nol | ne;
121) 6, 8-di CH 8ro 2- Rrop - 4- phenyl - , 3, 4-tetrahydro-isoqui noline;
122) 5, 8- di%¥HP P@nﬁcﬂé’P FIL: phenyl - 1, 2, 3 4-t et r ahydro- i soqui nol i ne; 123)
6, 8-di q&bowwgd,émidm&ﬁoz-ﬁlmél '1)2%{1“&&%&;;?0 %oéuﬂ‘lom-é{ g%ﬂbﬂmsoqu' nol L0

_124) 6, 8-dic ro- 2- met hy t ol i soqur nol i ne;
3 125) 5, 6- dlcmopentaaecmbbyammaohenyl 1,2, 3, 4- tetrahydro- |squ| noline; 126)

s i? e e PR AR R e A S
_ 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-d|chloro-2-methyl 1,2,3 4—tetrahydro——1soquln%%a‘*-zl-yl) phenyl] -methane-
| 'sulfonamlde
,4'7) "N-[4-(6; B—dlchloro-z-methy[ 1 2,3 4-tetrahydro-|soqumol|n—4-yl)- phenyl]—
| ~ ethanesulfonamide; |
25  48) 'NT,N'-d_:methyiammo-N-[4-(6,8-dichlor0-2-methyl-1,2.,3,4-‘tetrahydro~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;
- B51) N-3-(6, 8—dlchioro-2-methyl-1 2,3 4—tetrahydro—tsoqumolsn-4-yl)—phenyl]—
| pentanamzde




128)

6, 8- di chl or o- 4- (4- chl or o- phenyl ) - 2-met hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i ne;
129) 6, 8-di chl oro- 2-cycl opropyl - 4- phenyl - 1, 2, 3, 4- t et r ahydr o- R3UgR1I20@ i ne;
25 130)

- . 2-am no-N-[4-(6, 8-dichloro-2-nmethyl-1,2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-ph

enyl ] - acetam de; 131) 74 _
"'N-[4-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-te%rahydro-i soqui nol i n-4-yl)-phenyl ] - 2-
met hyl am no- acet am de; 132)

N-[4-(6 r et r ahydr o-i soqui nol j n- 4-yl henyl ] - 2-
30[ di gm{)ﬁg, Qlcﬁdaf@ iﬂ@ﬁp%me}@é—ﬂ 2,%,&—tetrahy%l!ro-lsoqmn%lm-4-y!) phengl]-) phenyl]-
2- am no- N- [ dobbty@adidel! or o- 2-met hyl - 1, 2, 3, 4-t et rahydr o-i-soqui nol i n-4-yl) - ph

enyl] propionani de; 134)
2- ani no5ﬁl§)[ B-[B6B- diCblﬂr@ﬂan@thm-ﬂr@/ BJ&teﬁrahydrd-&:qahyﬁineﬂ»yl&){ptneny@lz;m 4-yl)-ph

. enyl]- buty diam no-N-[4-(6
8-di chl oro-é%ﬁﬁﬁ% a§1ci €4 et rahydr o- i squ| nolin-4-yl)-
- phergy/l ] ShpxRq3 caemcﬁlol@@meth |-1234- -
N-[4-(6,8 pdl (E:[hf(gro 2- met hyl -1y2 - tgttrraggdlao lsoqumé])lljln-rfioyl? Rhﬁnm) phenyl ] -

. pyrrolidi ne‘ﬂ@'@ﬁ'ﬂ@%&%ﬁﬁ@@a@m

N[ 4-(6g §L C[g é@%oglg?ﬁ% lelnei?hy? 12,84 %rtlraﬁygl%[%o'qﬁﬁgvnﬁo vi)-p é‘;&’d )- phenyl ] -

I sonico

N-[ 4- (6, 8- Obydﬂtmtm&ammkamrdb 2 3, 4-t etrahydro-i soqui nol i n-4-yl)-phenyl]-1H

- 10 pyrrol e-3-car amde -
N[ 4- (65]@1 (ﬁt[ﬁ‘l(é%d% H&-Rweﬁivk@ 3 Aretrabydurisonuioglindoyl)-phenyll-) - phenyl | - 1
rrole
I\I-[1émiy(6 dcl'%{: I"or o- 2- rre%xq}ﬁ@% 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1-
met hyl 51))1 {346 Bsilahlom-ﬁanathyue 2,3 3-ttrihydro-isoquinolin-4-yl)-phenyl}-2,2,2- _
_ N[4(68qhﬁh¢_§_%ro_ - hyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n4yf) phenyl] 1,
4- di net hyl p@ﬁﬁ%f' carboxam de; 142)

N-[4- (568 dLghleBatighioR-bihethyRi 3, éﬁtﬁiréﬁi?dn‘éheodnﬁﬂSHH-ﬂosh) Brdigtf-1- Phenyf]-4-

“nitro- 1 H-pyrrole 2- car boxam d

N—[4 (6, 8- cﬂ@ﬁf'@'ﬂ@f@mﬁé'ﬁ@l’hol(amldﬁA tetrahydro i soqui nol i n-4-yl)-phenyl]-2,

N- [ 59( 6?&&@??@%’@%%3@%5 %?%—3%?8&?&}‘@}8%9?%Bﬂ%ﬂﬁb\ﬂl‘ﬂb%&ﬂr) -phenyl -1

H- i m dazolniectinaaidexam de;
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 N'—dlmethylammo-N-[3 ~(6,8-dichloro-2-methyl-1,2 ﬁ%trahydro-nsoqumohn-&
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




145)

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin- 42y1) phenyl] 1-

: nethanesulfonyl pi peri di ne- 4- car boxami de; 25 146) June 2006

N-[4-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]-3,
5 dimethyl -1 Hpyrazol e-4- carboxan1de 147)

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-t etAgahydr o-i soqui nol i n-4-yl) - phenyl | - 1H

pyrazol e- 4- car boxam de; 148)

N-[4-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin- 4- yl)-phenyl]-3

ﬁ’f[Er'(felﬁgfdﬁﬁﬁr@dod'z#l?&%razoﬁhv*ﬁs?c %@fr%%%ﬁoag@ahnﬁdﬂ Febenyk) - pheny! | - 2

met hyl am nog rg H@cargo)aém@jeZOOG 279 150)
N[ 3-(6,8-dic -nmet hyl -1, 2, 3, 4-tetrahydr o-i soqui noI|n 4-yl)-phenyl]-2-

' d| rret hyﬁa)n Nc{2a(5&-a1¢h[m§o-21mg;hyl -1.2,3,4- -tetrahydro-isoquinolin-4-yl)- phenyl}-

| - 2- alm] no- l\l—[%()c&%%ﬁ%&ég%hgx% -methyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4- yI) ph
enyl]- prop
2-'arg no7d} [ R-[R46B- d?fglﬁ:;r@JZQnétHWﬂ 8 4Jteﬁ'aﬁydroti§bﬁ@ihﬁﬁﬁ-@-ylﬁ§ﬁbhylﬂ°| ' n- 4-yl)-ph

~enyl ]-. butyram de;
2, 6-di ami nocwqm%b%ﬁfﬁ‘ﬂ@fz met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4- -yl

N (5o Y N o 2dneth 2.3 ety isondngin ARSI 2y

- 10 pyrroli dtnﬂaerb—acmthmrb&n de; 155)
N [8 w?fhg%c[g-ég Bﬂgsllor& -mef]ﬁy? 13,3 4&2&&%9 Tgttg(}(l]l?lgo l:JnI-HPyll)I Shélny)(] ? phenyl]-

- i sani co

- N- [ (6, 8- dé n@hﬁﬁ—%bo&a&@éﬂ t et rahydro-isoquinolin-4-yl)- phenyl_] 1

- H pyrrole-3 car oxam de; 15 157

N- [ 3- ( 67%) did2i(6.8dDihlasodyinethyk1:2,3 4-tetrabiignir-isoninglin-Aeji)-phenyll-neftramey| | - | H

-. pyrrole-2- de; 158)
- N-[3-(6, 8- czﬁ@ﬁf.%% -nmet hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl]-I

. -methyl 74 JQBQﬁcHOE@-IZbﬁém 112 3,418trahydro-isoquinolin-4-yl)- phen
‘N[ 3-(6, d%l(oro 2- et hyl - m‘ "4 t et r ahydr o- C|Isoq:1| ng)lre yq) phenyl]-1,

4- 20 di netﬁb@nqsqliﬂﬁ?ﬁ?@ﬁe 2 car boxani de;

- 75} N',N'dimethylamino-N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro- |soqu1nolm-4-
yl}-phenyl}-sulfamide;
76) 1-[3+(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
uféa;
_ -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 34-tetrahydro-lsoqumol:n—4-yl)-phenyl]—1 2-
~ dimethyl- 1H-Jmtdazole-4—su!fonamlde




160)

N-[ 3- (6, 8-di chl oro- 2- nethyl 1,2, 3,4-tetrahydro-isoqui nolin-4- yI) henyl ] - 4-

nitro- 1 H pyrrol e-2-carboxani de: 161) 2'June 2006

~ N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl ] -2,
5- dinmethyl-1 Hpyrrole-3- carboxan1de 25 162)

3- (6, 8-dichloro-2=net hyl -1, 2, 3, 4-t epy@hydr o-i soqui nol i n-4-yl ) -phenyl] - 1H

i m dazol e- 4- car boxam de; 163)

3- (6 8- dlchloro 2-nmethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-1-

h

e | ORGSR e ol BonuBT oY ROy ) -,
d| et hyla-aunhetpy;ma@ymz@ie:arshmaam@e 165)
tetrahydro |squ|noI|n 4-yl)-phenyl]-1

raz §gbdhf @a&m@ﬂéﬁh’%&gwem %ﬁa%tezmlygm)soqwnohn4~yl) -phenyl]-5-chioro-
I- 6, 8- dq@{jﬂgé{hljl ??V%zoie—&s%lfénéﬁ\lideahydro i soqui nol i n-4-vyi)-phenyl]-3-

fjoromathy car boxam de; 167)

25 (686) dNeMP(@r&dbhimb*&tineﬂhﬁ-ﬁa 8 4-titrahhdeb-isogaipeinaoy)- phény;]-S-mbﬁwl ]-3-
(
(6

ZIZngZ'Z

3-
30
3-
y
3
i f

-

t hi oyr.e
6, 8-d W%SH@’W’G? 2,3, 4-t et r ahydr o- i soqui nol i n-4-yl)-phenyl ] - 3-

82) gflé[ﬁf(gr%@&hfom-zmethyy 2.3.4- tetrahxdlgﬂsoqumolin 4 O\{! Hhﬁn)ﬂ ?‘brﬂ%’w 1.3

t hi olinephene7ds ulfonamlde -
>3, (oafh Nl @OaRHIBH W1, 4 4 SRS oh RSN A Bhc &, ™! 1 -1

N-['m(G 8- Ohrlﬂhbm-m%élﬁshlfd)ndmaeB 4-t etrahydro-isoqui nolin-4-yl)-phenyl]-4-
met hyl i perazine-| -carboxam de; 172)

N[ 3- (68§) d“dﬁT(éqﬁod@hm-ﬁweﬂwm 2.3 4rtetrahygrorisoquinglin-doil)-phenyl-C,@Beny - pi
peri di ne-

N-[3-(86, 8- cﬂﬁsoro-gﬁmat Hﬂ‘(?na}%@ag 4-tetrahydro-isoquinolin-4-yl)- phenyl]
mor-phol 8@)e- 44{&,8Fdlolxlaru-ﬁenetﬂ17l4‘) 2 3 4-tetrahydro~|soqu1n0!|n-4-yl)—pheny -2,2 2~

%Efof?dlsngnﬁhlgﬁeﬁ-z rreh%a/ 3, 4-tetrahydro-isoquinolin- -yl) phenyl ] -
15 91) 3-(6, 8-d|chlqro-2-methyl 1,2,3,4-tetrahydro-isoquinolin4-yl)-phenyl]—2,2,2-
trifluoro-ethanesulfonamide;
92) N-ethyl-N'-4-(6,8-Dichloro-2-methyi-1 ,2,3,4-tetrahydro-isoﬁuino!in4—yl)-
benzenesulfonylurea;
_ 93) 2-chloro-5-(6,8-dichloro-2-methyi-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-
.20 benzenesu‘lfonamide;
- 94) A2-rnethyi-4-phenyl—1,2,3,4.-tetréhydro»-i_soquino!in-&-ﬂg?‘fﬁfﬁe;
- 95) '6,8-dichloro-2—methyl-4—phenyi-1,2,3'_,4'-tetrahydro-isoquinoline;
,96) 4-(8-amino-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenol;
| 97} 8-methoxy-2-methyl-4-phenyi-1 ,_2,3,4-tet|jahydro—lisoquinoline;
-25 98) 2-(8-amino-2-ethyl-1 ,2,3,4—tetrahydro-isoquinolin-4-yi)-phenol;
- 99) 2~(8-amino-2—methyl-1,'2,3,4«tet_rahydro-isoquinolin-4—yl)—phenol;
- 100} 5-(8-amino-2-methyl-1 ,2,3,4-tetrahydr§~isoquino!in-4—y|)-2;methoxy-phenol;
101) 2-methyl-8-nitro-4-phenyl-1 ,2,3,4—tetrahydro-isoquir_loliné;
102) 4-(8-amino-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)}-benzene-1,2-diol; _
30  103) 2,8-dimethyl-4-phenyi-1,2,3 4-tetrahydro-isoquinoline; | |
104) 4- -(3, 4-d|ch!oro-phenyl)—2-methyl 1,2,3,4- tetrahydro-lsoqumolme .
105) 4-(3 4~dlchloro—phenyl)-Z-methyM 2,3 4-tetrahydro-lsoqumolm-S-ylamme
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[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4- y|) henyl] 1,

0 diethyl-urea; 176) 2 June 2006 |
(6,8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro- |squ|noI|n_4 yl')-phenyl]-3-

yl - urea; 177)

(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-t ezyahydr o-i soqui nol i n-4-yl) - phenyl ] - 3-

di met hyl am no-et hyl ) -urea; 25 178? -
6, 8- di chl oro- 2- nethyl 1, 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-

(
* D -2 A Berorb o ety 2.3 4-tetralivare-Boguinglim Siamps:. phenyl ] - 3-
(

r |W)0t— ERlBretpién 2-@ﬁeth B@ 3 4-tetrahydro-isoquinolin-8-i !am:ne
6, 8- di ?ﬁl or o-g- rre!'{l)‘| % ')2 4-'t et rah%{/dro |qsqu| I’l0|yl n-4-yl)-phenyl]-1-

yl -108) 214@1mﬁ$wh91ph§nplemeﬁ 4- tatrghydrgﬂ%qmu@m
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(2- dinmeth th

. (1 I gﬁé))é' %Wp(ng?-%?qet%heqylz 3,04 ﬁ@f@'&fﬁ‘i@l‘l‘ﬁﬁql@!ﬂﬁﬂpnol i n-4-yl)-phenyl ]-3-
3 d Bt

g [ 3- I(6 gyﬁ é‘ﬂ?’oro %ﬁ?ﬁéﬁﬁ 1’2’3}1‘@?%{"““&’%%#%0 e ol i n-4-y1) - pheny! ] - 3-
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‘et h
[3
d
8-

(2- metH@)y, MWGthyM-@benﬂlSﬁ? 3,4-tetrahydro-isoquinoline;
5 Gy 8 SR RalRd bhody® 3 5 AR ot - 4-¥1)-phenyl -3
ﬁ@ (611%1@%6&%@1%%9% -pHeriyl-3, 2 3leict@iydfisb§amaling | n-4-yl) - phenyl ] - 3-

di n- 4-yl - Urea;

2 (6199&@1113!'04-@11@“%1 H;,M—ietquwdm-umquahymo i soqui nol i n-4-yl)-phenyl ] - 4

yl( 812 ?re%'%Wﬁ é‘e@g R%?@ﬁghﬁgé??‘&wg)%% I soqui nol .| n-4-yl)-phenyl] - 3-

h
ﬁyl 1189 Gée-ditfnlo"r&‘?)ethyl-it-phenyl 1 2 3,4-tetrahydro-isoquinoline;
2- I chl oro- 2- nmet 4-t etrahydro-isoquinolin-4-yl)-phenyl]-1,
di r’ré't ﬁg,a-(grlygmo-phenyl)- 8-d|chloro-2 -methyl-1,2,3,4-tetrahydro-isoquinoline;
15 120} 2-methyl-4-phenyl-6,8-bis-triflucromethyl-1,2,3,4-tetrahydro-isoquinoline;
121) 6,8-dichloro-2-isopropyi-4-phenyl-1,2,3 4-tetrahydro-isoquinoline;
122)-5,8-dichloro-2-methyi-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;
- 123} 6,8-dichloro-4-(4-fluoro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
o 124) 6,8-dichloro-2-methyl-4-p-tolyl-1,2,3,4-tetrahydro-isoquinoline;
. 20  125) 5,6-dichloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
1 26) 6,7-dichloro-2-methyl-4-phenyl-1,2,3 4-tetrahydro-|so?q%|‘r?olme
| 127) 8~bromo-2-methyl-4-phenyl—1,2,3,4-tetrahydro-.lsoqumolme.
i 128) 6 8~dichlor0-4-(4¥chloro-phenyi)—Z-fnethyI-1 2,3 4-tetrahydro-isoquinolihe; '
- 128) 6,8-dichioro-2-~cyclopropyl-4-phenyl-1,2, 3 4~tetrahydr0*:soqumolme | _
25 ~-130) 2-amino-N-[4-(6, 8-d|chloro-2-methyl-1 2, 3 4 tetrahydro-lsoqumolm-4-yl)—pheny|]- |

y

l\F[
met
-
met
3-[
1-

acetamide; :
~ 131) N-4-(6, 8—dichloro-2-methyi-1 2,3 4-tetrahydro—:soqumolln-4-yl) phenyl]-2~
- methylamino-acetamide;
) 132) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-2-
.30 ~ dimethylamino-acetamide; |
133) 2-amino-N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm-4-yl)-phenyl]-
propionamide; -




. yl- amine; plpendme-4-carboxam|de

190) : ,

3-[2-(6, 8-di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- 1]1-1,

1 dlethyl urea; 191) AJWQQ%Bg

. N-[2-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - pi
peridine- 20 . 1-carboxam de; 192)

N-[ 2- (6, 8- dlchloro-2-nethy|-1,2,3,4-t%h&?hydro-isoquinoIin-4-y|)-pheny|]-

nmor phol i ne- 4- car boxam de; 193)

N-[ 2- (6, 8-di chl oro- 2- net hyl - 1 2 3 4-t etrahydro-isoqui nolin-4-yl)-phenyl]-

pyrrolidine-1-carboxamn de; 4)

1-[ 2- (6,184 anm@pdﬂﬁﬁ%@réﬁph@mz%naﬂwbi 2ahdeahyisqrisoquinalingdyl)yphemtly| | - 3-

(2- dlnethybgﬁk fLhyl)-urea; . 195)

“N-[4-(6,8-dicC oro 2-nmethyl -1, 2, 3,4-tetrahydro- |squ|noI|n 4-yl) - phenyl] 4-

met hyl - 1[35))2rﬁadlanaﬂd—l\b[idr (ﬁ}ﬁ-almmtﬂ’o-lﬁ@thyl 1,2,3 4~tetrahydro-[soqumolm-4-y[)-

" N-[4-(6, 8- dlﬁ qL§ 2- netgél-l 2,3, 4- tetrahydro I soqui nol i n-4-yl)- phenyl]

30 . , pyrrBhe eXanNamigei anmi de; 197) 1-[4- (6, 8-di chl oro- 2- net hyl -9

23,8 t QR RYdL @3- ROt A 9,3 PRS- RBL{KbIN SR} pRedyiie 2006 282

3 [4 (6 8- dpymdlislins-2-cashoxdmitle?, 3, 4- t et r ahydr o-i-soqui nol i n-4-yl) - phenyl] 1,
1- dine

- 3-[4- (aﬁg*‘twﬁﬁre@rﬂo&@%?%?ﬁymem@ 34ctetrabvgrarisoauiaglinfiorl-rbenyt) - pheny - 1,
S L di et hyl lsbﬁi%ottﬁalﬁﬁfé}

1-14 8-di chl or o- 2- yl-1,2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
2 d| né@%Na[ﬂr(ﬁ&-@lph@rqﬁdn@w-ZQﬁ 4-tetrahydro-isoquinolin-4-yl}-phenyl]-1H-

_ ; (6, 8- d 8r30,{ﬁ%8g%'g@51 -tetrahydro-isoqui nolin-4-yl}phenyl]-pip

er| | ne- 1- oxa ,

N [4- (6139)ch[4¢(e;8gdlahmm-lzmhe&|y|21&:44&@&5%6&@0@9%4@0 phéhylarphenyl ] -
- 10 norpholine-4-carpoxan de; 203)
N[ 4- (6, 8- di’XrFﬂl% famide: 1, 2 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -

14 (5, ot RN ALEHOIS P12 PRSP RS BN - et

- 15 141 ) N-{4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,4-
dimethyl-1H-pyrrole-2-carboxamide;
142) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-nitro-
- 1H-pyrrole-2-carboxamide; | |
_ '143) N-[4-(6,8-dichloro-2-methyl-1,2,3 4~tetrahydro—isoquinolih-4-y¥)-phenyl]-2,5—
20 d:methyl ~1H-pyrrole-3-carboxamide;
' 144) N-[4-{6,8-dichloro-2-methyl-1,2,3,4 tetrahydro«lsoquma‘?n-4-yl) phenyl]~1 H- -
_imidazole-4-carboxamide; e ‘ A
o 145) N—~[4 (6.8-dichioro-2-methyl-1,2; 3 4 tetrahydro-lsoqu|no||n-4-yl)-phenyl] 1-
methanesulfonyl—plpendlne-4-carboxam|de :
25 | 146) N-[4-(6,8-dichloro-2-methy!-1,2, 3 4~tetrahydro-|soqu|noim-4-yl) phenYI]-B 5-
o -dimethyl-1H-pyrazole-4-carboxamide; '
- 147) N-[4-(6, 8-d|chloro-2—methyl 1,2,3 4—-tetrahydro-lsoqu|nolm-4—yl)-phenyl] 1H-
_ pyrazole-4-carboxam|de :
1 48) N-{4-(6,8-dichloro-2-methyl-1,2, 3 4- tetrahydro~:soqumolm-4—yl) -phenyl]-3-
30 - tnﬂuommethyl—1H—pyrazole-4—carboxam|de ' N
K 149) N-[3-(6,8-dichloro-2-methyt-1,2,3 4-tetrahydro—asoqumohn-4-yl) phenyl]—2— i
methylamuno—acetamde




15 205)
1-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
3- dinethyl -urea; 206) 2R 5008

N-

W

—+

[ _
hyI 4- met hyl - pi per azi ne- 1- car boxam de; 207)
-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tejfgahydro I soqui nol i n-4-yl)-phenyl]-1,
,3- 20 trimethyl-urea; .rte 208)
N-[ 4- (6, 8-di chl oro- 2- rrethyl 1, 2, 3 4 t et rahydro-isoqui nolin-4-yl)-phenyl]-ne
hyl e-1- rbo amde 4-(6,8-dichl oro-2-methyl-1., 2;
3, 4- tet?'gm&o& Vorgr H‘chlﬂr‘ﬂ %hydﬁwwlnweﬁy%hsawh de: 25 210)
N-[4-(6, 8- CHlﬁ'I@tl%ﬂQm%idIEE&él'm&ez 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ne
thyl - pyrrolidine-1-carboxam de;. 211)
1-[ 4- (6] ﬁbﬂ-amlm-cbbgi-(ﬁasmmamﬂ-meﬁhylet 2 Ay-detoahygivoriscpiniotind-yl)-phehghy| ] - 3-
(2- dinethyl am no-et hyl) 1-met hyl -urea; 212)
1-[4-(6, 8- d?8H|°6‘r’=‘H“‘é met hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl ] - 3,
13- 30 Mgy othmind (BB, SicRlord B nethyl-1 2.
N5 (6 T oo giog STge peihyil.2. 3.4 tetrahydro-isoguinolin it heﬂ’é‘%y ]
for mami de;  butyiamidenos 283 214)
[I?-)-(gm 199 )Ciﬁ%lé)mﬁ'lo”ﬁt[ay(b 81-di%h%7 2“%&!1%{]%95,84 t%?r%ﬂy&roqsoqumgl r)_4pylh)enyl] met h
‘N-[3-(6, 8- Chhﬁmlyl}#mxanaﬁﬁdyl-l 2 3 4- tetrahydro i soqui nol i n-4-yl)-phenyl ]-me
t hyl - y@g\{ll di ne- 1- car boxam d zf :
[3- (6l%) M%ﬁdi@hlﬁa-ﬂwetbybw,&értt@ ahydrarisoquinelin-holinhenyll ) - pheny! | - me
h pi per, ‘%m - 217) 1-[3-(6, 8-dichl oro-2-nethyl - ;
,ﬁbtetrah ro- ?g‘%q% nol 1 n y|) phenyl]-1,3,3- trinethyl-urea;
218) 1- [1HE)N-83-(6, 8¥dldnlom22+meﬂhyl-1,2 Iﬂéaeﬁafhﬁiroakoqir solirségl)iphenyi}- 4- yl ) - phenyl
-1,3- 10 di mﬂ.?(g | - rea 219)
N[ 3- (6, 8- dFUN M¥dBet hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n-4-yl ) - phenyl | - ne
-t hyI - 166) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-lsoqumolm-4-yl) -phenyl]-1H-

- - pyrrole-3-carboxamide;
15 157) N-[3~(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl}-1H-
pyrrole-2-carboxamide;
158) N-{3-(6,8-dichloro-2-methyl-1,2,3 4—tetrahydro-|soqu|nolln-4-yl) -phenyl}-1-methyl-
piperidine-4-carboxamide;
_ 159) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1,4-
20  dimethyl-1H-pyrrole-2-carboxamide; .
. 160) N-[3-(6,8-dichloro-2-methyl-1,2,3,4- tetrahydro—:soqumc‘;ﬁ?M-yl)-phenyl]-4-n|tro‘
. 1 H-pynole-z-carboxamtde _
*161) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetréhydro-isoquino!in-4—yl)-_phenyl]-2,5-
- ’ dimethyl-1H-pyrrole-3-carboxamide: \
25 - 162) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-:soqumolm-4—yi) phenyl] 1H-
' imidazole-4-carboxamide;
~163) N-[3-(6,8-dichloro-2-methyl-1 2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-
methanesulfonyl-piperidine-4-carboxamide; .
1 64) 'N-[3-(6 ,8-dichloro~2-méthyl-1 ,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl}-3,5-
30 dimethyi-1H-pyrazole-4-carboxamide: |
' 165) N-[3-(6, 8~d|chloro-2-methyl 1,2,3 4-tetrahydro-130qumoltn—4-yl)-phenyl] 1H-
pyrazole-4-carboxam|de

4- (6, 8-di chl oro-2-nethyl.-1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl)-phenyl ] -me




nor phol i ne- 4- car boxani de; 220) N-[3-(6, 8-dichloro 2-nethyl-1, 2, 3;
4-tetrahydro-isoqui nolin-4-yl)-phenyl]-nethyl-4-
rret hyl - pi per azi ne- 1- car boxam de; 15 221) 2 June 2006

1-13-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl] - 3-

(
1-
3
!
Yy
[
y
[
y
[

(2- di met hyl am no- et hyl ) - 1- nethyl urea; 222)
[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-t hydro-i soqui nol i n-4-yl)- phenyl] 3,
- diethyl-1-nethyl-urea; 223) 2-di me am no- et hyl
3-(6, 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4- 20
| ) - phen -C amate; 224) 2-di net hyl am no- et hyl
4- (8, slééiﬂ [sr@ Sdicalarg2- eﬁ\vM@,ﬁértﬁaﬁimdr@ulrs@q;quwlnbmwmenyﬂ- -
I_)-phenyI] Rﬁg&h Y et hyl g
2- (6, 8-di c or 0- 2- lkﬁﬁﬁa%%-hﬁﬂ%(x&ﬁidém I soqui nol i n-4- ‘
| ) - pheh§T}) 1-¢Z\-|(®,8chldolt22-rﬁdﬁyl-TrEtMtetrahydro—:soqumolm-4-yl)-phenrl]-3-ethyl—
3-(6, 8-di chloro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol | ) phenyl]

carbamate; SHOHER¢ hy| _ o
[3-@5, 81@B)C’|U£4DJ(@ s%uemb}aqz ethyi®t, 33 £ 16 R84 MUYV fphiehlh-3RRpK | 1-

- car bamat e; | soprop
[3-(6, 8-di cﬂ'niqurea;z met hyI 1,2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]- 30

15 baraten e sfaloRth MEBRL R totmpareisasuinalind-ikphepy 3-ethyl-

'_-phenyl] carthﬁmgég, 284 230) met hyl
4- (6, 8-di chl or o- 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-

a C ar banaWé’) 3-§3(6.8 Tcg@}i@r@pgrmethyl 1,2,3 ,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-

[ 446, 8- di thyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)- phenyl]
car bamate %ﬁh%@@?%ﬁé% di met hyI propyl

[4- (6, sml)dwwaaaimmmwﬁ-rﬂetaym 2. 3¢Iteﬁawirr@1sc&mwlmcﬂ-ynﬁweth-methyl-
phenyl ] - car banat g; %FQ?%RH
[4- (6, 8- di dHPYRgINe: XQT'@B 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] -

- car Az IRI60 8 ichioro2 meihyt 1,23 etahcle-scauinoln-ylk phenyEppargng
1-- 10 net hdrearokamidd;de; .
o 15 ','173)'N-[3-(6-,8-dichloro-,2—methyl-1 2,3,4-tetrahydro-isoquinotin-4-yl)-phenyi]-
E morpholine—t&-carboxamide; '
174) N-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro—isoquinolin-4-yl)ephenyl]-
| | pyrrolidine-1-carboxamide;
175) 3-[3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin-4~yl)-phenyl]-1 ,1-

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




235) ' .

(S)-N-[3-(6, 8-di chl oro- 2- rrethyl 1234tetrahydro |squ|noI|n4 - phenyl
X

] - nethanesul fonam de; 236) 2 June 2006

(R -1-[2-(6,8-dichloro-2-nmethyl -1, 2, 3, 4- tetrahydro I soqui nol i n-4- yl}phenyi]__

-3- ethyl-urea; 15 237) _
(S)-1-[2-(6, 8-di chl oro-2-nethyl -1, 2, 32§1tetrahydro I soqui nol i n-4-yl)-phenyl
"]-3- ethyl-urea; 238) N-[3 (6;

8- di chl or o- 2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yi)-phenyi]-
acetam de; 239
4- (3- br 5D %&i@»ﬂ)di@ksrod?-mtbylo‘t %&mtrqhyzi@wmlar&rm)rphew&dr@m ine: 20

: 240)

‘1 [3 (6,8- ddn'hat%ylam oethxl)‘l Teg-'yéuﬁe?etrahydro I soqui nol i n-4-yl)-phenyl] - 3-

( 2 hydrt83) {30, a-d:rrim;)-z-#k)thﬁthaﬁ 4-tetrahydro-isoquinolin-4-yl}-phenyi]-3-(3-

3- (6, 8-dichl, or%-E - é’ A-tetrahydro-isoquinolin-4-yl)-benzoate;

242) 3- (6, 'Bm- Hﬁ%&/‘f’a-l 2, 3, 4-t et rahydr o-i soqui nol i n-4-yi)-benzoic

- 2 hAEA A58 11. Th
'.3219 as @@nﬂnL (@md.érg?%mg C aﬂa(?:‘(t%% :tézhé ﬁﬂ%ﬁh g‘ﬁi’%ﬁ%ﬁg@ of the ©

forrrul al meﬁloxﬁwudhuremom the group consisting of. 1)

30 ac etgﬁ)%ﬁ“g}é&&u%@ ﬁetl%ylzl § 3, 4-¥eeit rag c?—gs%qh%% H-Ap yll) phenyﬂﬁ)pﬁ"%e yH-

4-(6,8-di ctd.grgred; met hyl -1, 2, 3, 4-t et r ahydr o- i soqui noI I n-4-yl)-benzenesul fon

. am de;

3- (6 8 'Hfff%)h'l -B-6.8-dighlorpt2-methyd-142 Bd—tﬁmdwlmqmqhoﬁ-w)wwnyﬂﬁmﬁmu| fon

: 1285
4;11 (6 8- d%#l%rfag 2- net hyl - 1, 2 3, 4-t et rahydro-i soqui nol i n-4-yl)-benzoic

aci d; 187) N-[2-(6, 8-dlchloro-2-methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenlyl]-4-methyl—

22”4d(66 8- -dlpcl;gérgrm%e?_!_gg h&amlde 3 4- t et r ahydr oi soqui nol I n- ) - N-et hyl - benz

6) 4- ( 6, el 1efol. @ BiferiBrb Bt 132,4,4-RAFAHUAS-RoSAMSRAL-{ R phieh)-3mBigRy | - ben

zam de; _
7)4 (6, 8- diutredior o- 2- met hyl -1, 2, 3, 4-t et rahydro-i soqui nolin-4-yi)-N(2-dinmeth

Y B8 " aced Y0 s HEREA A o s 2 0.0 Aerahygiro-Branpofi - ¥ ehanvibt anyar of soqu

' noI ine;  dimethyl-urea;
-_9)4(6 dlchlor02 net hyl - 1 34tetrahydro i soqui nol i n-4-yl)-phenyl am ne

190) 3-[2-(6,8-dichloro-2-methyl-1,2,3 ;4-tetrahydro-isoquinolin-4-yl)-phenyi]-1,1-

10)1 14- (6, ro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ]
23 et hyl - ﬁ%ﬂ@@&g 1011)

ét L4| ( "‘;??2 gu W(&B%cﬁﬂcﬁf@ﬂlﬁe’tﬂyﬂ,Qﬂlafét%v&i%qUﬁMHmﬂ)iﬂheﬁyqip)pd@ﬂw| ]-3-
20 . . 1-carboxam|de
e 192) N-[2-(6,8-dichioro-2-methyl-1,2,3,4- tetrahydro—:soqumm =4-yl)- phenyl]
._ | 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—
- d:méthylam:no~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; | -
R -197) 114-(6, 8-d:ch|oro—2~methyl 1, 2 3 4-tetrahydro-isoqumoim—4-yl)-phenyl]—3-methyl-
urea; '




- .cycl oprop

12) N-[ 4- (6 br ono- 8-chl oro

2-nmethyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4-yl)-phenyl ]- acetam de;

13) 5- (6, 8- dlchloro 2-nmet hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n- 42ymm929mydroxy-
benzoi ¢ 15aci d;

“14)5- (6, 8- di chil or o- 2-net hyl - 1, 2, 3, 4- t et r ahydr o-i soqui nol i n-4-yl) - N-(2-di met |

hyl am no- et hyl)-2-hydroxy-benzam de; _
. N-[3- (6, 8-di chl or o- 2- net hyI -1,2,3,4-t ahydro-i soqui nol i n-4-yl)-phenyl]-
acet am de; 2016)

3-(6, 8- - et hy -tetrahydro-i soqui noli n-4-yl)-phenyl am ne;
17§ qgﬁf‘sci 4-(6, 8 dlchloro-2 me{hyH 23,4 tetrghydro-lsogulnohn-4-yl) pr¥en)yl}p1 1- Y

2- (6, 8-di Chafﬁ‘i&h% Lﬂ:ghhyl 1, 2, 3 4-t et rahydro-i soqui nolin-4-yl)-phenyl am' ne;

18) N-[ 44 99)d8-[4l-|(6,i8l—ahcbloﬁa-ﬁehbﬂ1yl-1 za,aﬁtétmhydr@tisdqmnomayimnenwﬁ y4) - phenyl ]
pr opi onam
19) N-[ 4- (6, g'emyéﬂr%ﬁ'o 2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-y1) - phenyl |

~1- t 9z
2010 [a20D EHERIAchOg rre'f'ﬁfhppI% Yagtranydrorisoguinolin.4:)phenyll - ") - pheny!
- ret hane- sdlmeihﬂaﬂmeﬂ'md)-urea

- 2‘{ Lgn(egﬁﬁj )Oﬂj%(ﬁeﬁo-d’ %Q@Eé%y megﬂy% ’132 (Ai'4t~teeiraﬁya/|%r-lgoclqL?l?lgf'n-ﬂ-yl)-pheng)(] [glpgr?c? RZ'
N, N -di met fieheitxamide] 4- (6, 8- dICh| oro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui no

L n- 4- %@%Hﬁhenéﬂ]odsu' T ani de;

N[ 3- (62 dhi( Ighlm-ﬁymemym Mttetrahymmleeqwnqhn-ﬂew)-phehyw-) phenyl | -

prol ?ga? Hﬁ‘ﬁgeﬁ- ﬁx?midez 3, 4-tetrahydro- |squ| nol i n-4-yl)-phenyl] -

but yr an2s; N-E[4-16,B-d|chloro-2-methyl-1 2,3, 4-tetrah%dro-lsoqumohn-4-y|)-phen yli-
-N-[3(68dechIor - 2- rrethyl 34tetr ydr o-'i soqui nol’in-47yl)-phenyl ]

i'sobut yrani'd

N I3 ( Cadiciag b'slaran%ra@t.%ywz 3, 44ahhy /L6 uBARYL IPbh G- Heli ey 1

. necar boxam de;
N-[3-(6, 8- _daroinedr o- 2- net hyl - 1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl ] -

1015/ LA RS IS BBt 2 3t derarurssre o Phem i phonyl | 2.
2,2- tr|fI Wrnettid-akadn de;
' 206) N-{4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro—isoqumohn—_4—yl)-phenyi]—methyl—4-
- methyl-piperazine-1-carboxamide;
207} 1-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro*isoquinoiin-4-yl)—phenyl]-i 3,3~
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-methyl-urea;
T 213) N-{3-(6, 8-d|chloro-2-methyl-1 2,3 4—tetrahydro-lsoqumolm-4~y|)-phenyl]
- formamide;




| ~ph

29) ' '

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

acetyl - piperidine-4-carboxam de; 15 30) 2 June 2006

~ N-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ] -

ni coti nam de; 31)

. N-[3-(6, 8-dichl oro- 2-nethy|-1,2,3,4-t3trahydro-isoquinoIin-4-y|)-pheny|]-ne
t hane sul fonam de; 32) 83

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-
20 et hanesul f onam de; 33) '

N, N - @H9t[By6 Brddicblore23methys1 (1, 3 dHetrahgdmeisbylindlii®-4-yl)-phenyl]-methyl-

31l4etrahydro-isoqui nolin-4 vyl)-phenyl]-sul fam de; 34) .

N[ 2-(6, 8- A®Foro- 2- met hyl - 1, 2, 3, 4- t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl | -

- cycl oprm@ww{@axmmldﬁa—zzﬁet% 21 2,3 4-tetrahydro-isoquinolin-4-yl)-phenyi]-methyi-
- N-[2-(6, 8-di chl oro-2-net hyl - ? 3 4-tetra jgrl?)ocllsoqm ng)lp eny] me Kenyl] 1-

acetyl - pi ;syrroﬁdmhcamm.de 36)
ét Lél ( Szr@‘iklnf:g«w BB Q)ﬁheﬂliyﬁ PRYAL, rarlI%P rd_rlsoodusn? -yl)-pri!lenyﬁlr?uafﬂyl3 nyl]-3-

. 1-[3-(6, 8- qlmpéﬁdjme).q%am@kmh;db 2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]- 3-
met hyl thi ou

1-[2- (@1{;')&. %ﬂ%%meihylﬂ 23 d-tateahyrversequingijordi-pheayl)3.8henyl | - 3-

~ethyl urea; W 06 287 39

“1-[2-(6, 8- g'cﬁ -2-'met hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ] - 3-
et hyl -2 18hite[3rE8- dm])n)oro-2~methyl 1,2,3,4-tetrahydro-isoquinolin-4-yf)-phenyl]-1,3-

I\I—iﬁ [ 3- (698 d1 PI oro-2-methyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-

yl 'sul f SBGHVUSR: hy| -t hi azol - 2-yI}-acetamide; 5 . 41)

N-[3- (219 2 I | | nyI] 1,
2 di oyl L fﬂ“@%‘?"@ﬁ%ﬁ A S SIS aRIAGh ol et

N—[4 (6, 8- mapheline-4-oasboxamide2 3, 4-t et r ahydr o-i soqui nol i n-4-yl ) -phenyl ]-C,
C C

N e (2R WREE SR hRA A5 s £ firahvdrorisoquingline b yb-rheaylryethNety | -

| C, c 10 t r nidthyicpipsrizimresatioaaiiee;

1_5 ' 221) 1-{3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
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; '




44) : :

N-et hyl -N -4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-

benzenesul f onyl urea; 45) 2 June 2006
N-[4-(6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl) - phenyl] 2- .

~di met hyl'ami no- acet ani de; 15 46) 2, 6=di ani no

N-[ 4-(6, 8-di chl oro- 2- net hyl - , 3, 4- teééfhydro I soqui nolin-4-yl)-

- phenyl ] - hexanam de; 47)

N—[4 (6,8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1H
- pyrrol e-3-carboxam de; 48)

N- [ 4 (62§Ohﬂtﬂihﬂr{6-(ﬁr&1@§h@r0-2 methyhri1293Aeﬂe§rdh§ndmssqqmnolm-d-ﬂ)—yhényﬂ]henyI] 1-
nmet hyl - 20 Béﬂfﬁr éi[bne 4- car boxam de; 49)

N-[ 4- (6, 8-dIrchl"oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui noI|n 4-yl)-phenyl]-1-

met hane2Bi § sopropyl PEL6,Bidihidroc2rhstkgii de3 4-t8@hydro- lin-4-yl)-ph
N-[4 (6, 8-dichl o@o%(mt hyl -1, 2, 3, 4ﬁt etrahydro)fsrgésu?qr%n?g] yJ—p e“ﬁ’én yl]-1

H pyrazol eS30@MHBKani de; 25 51)

N[ ( 62§2ﬂ2<§1&ﬁ-}ié}h§ ﬁé@ﬁ (6.:8%dichford %tllhﬁmclcﬁ 3ﬁot%’tjraﬂydro-lsoqt\fmzm#—qeﬂ}il -2

met hyl am no- acet
N-[ 3- ( 6, 8- dphéhy}-carbanwmitdry!| - 1, 2, 3, 4-t et rahydr o-i soqui noli n-4-yl)-phenyl] - 2-

di met h
5 am ne2Rd) avEE Ggg‘@m?'!ﬂr&ﬁzm%mﬂ;ﬂl 2.3 btefrahydr-isaRyinlncsuiraheoyiin- 4-y1 ) - ph
enylj- 30 pé%'aﬁ{éﬂé‘ de; 54)
- 2-am no- N-[3 (6 d'|chl oro-2-nethyl -1, 2, 3, 4- tetrahydro I soqui nol i n-4-yl)-ph
~enyl ] - b234) (R])n-ltif[;%-(ﬁ 83dinblopp2eneibyl- 52,3 4-tetrahydro-lsoquanolm-4-yl) -phenyl]-
2, q6ﬂ| am no- !I! §6 8- dICh| or o- 2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl
) - enyl ]
N[ 3- ( 6285)S)t93-06, a-m@ﬁlbwz-ln&h%ﬂzt@hftéﬂaﬁ&vd%ohmhélm#prér)w]ﬁ)he”y'] 1-

nmet hyl - pi peri di ne-4-car boxam de;
N-[3-(6, 8- d’"@m%leéuliomﬁﬂ-l 2, 3, 4 tetrahydro i soqui nol i n-4-yl)-phenyl ]-1H

e L Soagber L oG Shang. 1234 1 RN reny ) - 1
et

hanesul fethyll-uzpaperl dne- 4- car boxam de;
15 237) (S)-1-]2-(8. 8-dichloro-2-methyl-1,2,3 4—-tetrahydro-zsoqumol:n-4-yl)—phenyi]—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;




- (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,
di net hyl -1 H pyrazol e-4- car boxani de: 60) ‘ 2 June 2006

- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro |squ|noI|n 4-yl)-phenyl]-1H
razol e- 4- car boxani de; 61)

- (6, 8-di chl oro-2-net hyl - 2,3,4-t§ééahydro-|squ|noI|n-4-yl)-phenyl]-1,
i met hyl -urea; 15 62) '
-(6, 8-dichloro-2-nethyl -1, 2, 3 4 tetrahydro I soqui nol i n-4-yl)-phenyl]-4-

yI - pi perazine-1-car boxani d

(61)8 d-&p SFQBJOZOT%BWW*;U %3@ tﬁtf@wdmrgs&qymc%laq%ymenﬁomaﬂqp phenyl ] - pi
N[ 3-( gﬁs C@;ﬁygr omig ‘%’34ﬁet¥ar{ydf%5%‘i"8”?"s”oﬁ TSt PeNERMIde: i g -
. 20 nor ;ﬁ)ol |4ﬂ(681-du:aidmaaamedlwl 165)34 tetrahydro:soqumolm-4-yl)-N-propyI benzamlde;
y BI;,E ?0|( i ng- @%a!‘%&fﬁ%ﬁﬁhﬂéy% 3.4 tetra tyzjzric?- S%E‘.]?Jlnlo?l?l u-;(ir)]%}-l(éldfrlngthzrlamu'?&yl I-

- 3-[§-(6,8- @It[ﬁ}]lj_%&a%“agt hyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,
I et hyl -urea; 25

(8)8- 6.8 dichlaso- Zrlmethnmr(ﬂ momhblmd-ybplyemw)—ﬂ Sodyditetrahydraisphyinphieey | | - 3-

(e?)sr?—a@rﬁ@@%’%" 2Ry 23 4-etbyAreAYinolR YN BhERYIATIAS: . pheny ] - 3-

| Moy i (BB-gichioro-2une 1162)34tetrah d lin-4-yl)-phenyl]-3-methyl-
g df[?h(l or o- 2- et hyl - ly 3, 4- tetr?a’hilodlrsgq}l?gcml n%? pnel}l)f]y )nj%hgnyl] 3-

tetrah fhigwreayr an- 3-yl ) - urea 70

e e S I

3- (6, 8-drezhl or o- 2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ] - 1-
h th di 72)
3-y(é2$ &1@2{6 %ﬂﬁf R Ifr"@t%v'ui 234 éﬁigﬁiwér%aﬂgymbnrﬁy&pyppylbﬁenyu 1-
d
3-
di

TFZFELW ZOZQ
- ——,— |—|-Ow—||_\l—|\—/
OOZTOOD.CO‘< OOOOO

1- d
1-13-
et hy
1-[3-
(2 di
13- (
30 (
1--
(t (?r
- 3-
- me
. 3-
- (3 |rrethgbmpropyl) 1-nmethyl -urea; 5 73)
- 3- (6, 8-dichloro-2-nethyl-1,2, 3, 4-tetrahydro-isoqui.nolin-4-yl)-phenyl]-1-"
(2

{
e
[
t
[
[
. nﬂBhy b fiGdicblony2ymethybtl H&B M%ahydro-lsoqumol|n—4-yl)-2-hyd roxy—benzmc
45 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;

15) . _ 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!-1 234—tetrahydro-|soqumolmh)—phenylamme

N 18) . -[4—(6 B-dachioro-Z—methyl 1,2,3,4- tetrahydro-lsoqmnolan-4-yl)-phenyl]—
"'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-

yl)-phenyl]-sulfamlde




74) 7
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
(3 di net hyl am no- propyl ) - ur ea; 75) 2 June 2006

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

(2- 10 net hoxy-ethyl)-urea; 76)
1-[3-(6, 8-di chl or o- 2- net hyl - , 3, 4- t elggahydr o- i soqui nol i n-4-yl) - phenyl ] - 3-
pyridin- 3-yl-urea; 77)
1-[3-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-

RYTLS ey NG Bieied ﬁgmeti'yw?%4ft@fra9mr@r'a°ﬂglaalﬁﬁdm -Abenyk) - pheny! ] - 4-

thyl - pi gﬁbﬁ@hgﬁ“de -car boxam de; 79)
2-(6,8 oro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl] 3-

hy| _24) d&-{S-@ﬁ-dlchioroQ-methyl 12,3 A-tetrahydro-isoquinoiin-4-yl)-phenyl}-

2- (6, 8- %!rhrl ﬁ{' -2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)- phenyl] 3-
20 di net SR et hyl)-urea; 81)

4 (R5)- N @ Baiehiors-DythethyR1; Qﬂtlﬂ;téiréﬁﬁr}’r@tlQoqtﬁﬁéhh-ﬂfyl) -phém]L) - phenyl ] - 4-

yl - piperazi ne-1-car boxam de;
(6, 8- @Qbﬂtl'ﬁa@'genet hyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ] - 3-

h
4-
2y(626§ W38 Jienlora-2-methyls1.2.3 tetrahvdrg-isoquinalin-4-yf phemy phenyl]-1.
di net hy Icydnpaop%)carboxam:de

4-(8 tetrahyd 4-y1)-phenyl ]- 1,
- | di (e 3{73 ﬂ;ﬁ;h@o 5;§gsl‘%1loro-9 meti!iyl2 1 ,%,3 4-tgtrr£|ﬁy mf.é’oc',lf,ﬁo :J,—:ﬂf)ylnl_ghen Y ) - phenyl ]~
2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3-
90 dl net@k'élbbgféﬁe%aﬁﬁﬁ thdé
p

@

1-

— —+—

2

«ﬁi:af*H%

"‘F‘F‘OOHOO

N .1

|'am no- et -urea; 86)

4- (R28- M-{ﬂﬁ(ﬁﬁdldilm-h-ymmmym 2,34 #efralaydrdsisoquinalin-dot - phefyi]i2,22heny| ]

(6
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ol i ney4:C une

- (6, 8- H“%Hﬂ?éﬂg?%rﬂﬁghy 1,2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl ] -
nmamagg; NR-(6,8-dichloro-2-methyl-1,2,3, 4-tetrahydro—|soqulnolm—4-yr? phenyl] 1-acety

- ( 8d|ch or 0- 2- rrethyl-1234tetrahydro I soqui nol - heny1] rreth
- _ piperidine-4-carboxamide;

15 30) N-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
o . nicotinamide; _ :

- 31) N-{3-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro—i_soquinoIin—4—y|)—phenyl]-methané-- -
éu!fonamide‘ '
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—,

Z3%

< — =
—h-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~ethyl~ SRS

' urea;




. [4-(6, 8-di @lwngtfw!-iHﬂmldmolq-4zsuﬂ’omaMe.ahydro |squ| nol i n- 4-

am ne; 5 89) o
N-[3-(6,8-dichloro-2-nethyl-1,2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI]-
formam de; .90) 2 June 2006
~[3-(86, 8- dlchloro 2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-neth
yl- amne; 91) 1
[ 6, 8-di chl oro-2-net hyl -1, 2, 3, 4- tetﬁgpydro I soqui nol i n-4-yl)-phenyl]-1, 3
3 O trinmethyl-urea; 92) 1
[

3-(
-1
3- (6, 8 di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-1, 3-
me

di th ure

e B e biohorachgiety 33 ety okl phenyy ymetinhy

nor phol i ne paadPoxam de; 15 94)

N-[3-(6, 8- |chﬁ:{)ro 2-net hyl -1, 2, 3, 4-t et rahydr o- i soqui noI|n 4-yl)-phenyl]-ne
“thyl - 440)9“}{5-{33(638%!&@—2mhjﬂek21ﬁ éléetrﬁﬂ)dm-lsoqumolln#yl}-

di chl |-1.2 3. | 1) - pheny!
Lt ety SRR B bRy i B RSB P o L e 2
[3-66, &1gi Nlt@f)@a&&%ﬂ@@-ﬁetgym ﬁﬁﬂéﬁéhﬂfrﬁ-w&ﬂmbliﬂﬂi—yn-p‘hen?l} 1,2- |

B yl )phenyl ] amat e; net hyl am no- et hy

1) BBy e T L AR S Mo ey o

“yl)-phenyl lﬁmﬁfrbaumheneﬁﬂfo&%}nmt hyl

- [3-(6, 8-di chl or 0- 2- met hyl 4-t etrahydro-isoquin nyl 30
[ ¢ aE bafiey e N-o(h,8 mmcproyzmethym 2,34 tetrah%(dro-:soqu?no!tn-i—y -pheny %]% ¢- |

S)1é\|- [3, (64 r%‘t@r&?ﬁ%hﬁn%%h?@nd& 2, 3, 4-tetrahydro-i soqui nol i n-4- yI) phenyl ]

- et hanes onam
S) - 1- [ 24) 6 NeethyEN'-4+(6,;82dichlong-2-rbethys- 142, B gi-teditahgid mo-iss qaindlimmdi-yl -4 - yI) phenyl ]

oy gt r gwélr oggagg%ﬂéﬁﬂ’ﬁ’f‘ﬁuke%l(? ghglnyc/lhi 0;0(3 Hgfj?gl(yletzh; ffur ea; 2 June 2006
2917 45) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-2- '
. | dimethylamino-acetamide; |
.15 "46)7 2,6-diamino N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
| 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; | | | |




- -organ transplantations. 22. The use of a Compound | as c

103) et hyl :
- 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - benzoat e;

- 104) 3-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nol i n24ug¢ 2006enzoi c
~acid. and fromthe pharmaceutically acceptable salts thereof. 12. The use
of a conpound | as claimed in claim7 for producing a medi canent for the
treatment or prophylaxis of disorders fgﬁrespiratory drive. 13. The use of

a conmpound | as claimed in claim?7 for oduci ng a nedi canent for the
treatment or prophylaxis of respiratory disorders, in particular

sl eep-rel ated respirator 10 di sorders such as sleep apneas. 14. The use
of a co%buﬁ(ﬁ iagyne N8 dichiora-2antethyr 1,830t tetratyy daoisatjuinoiot-yor t he

t r eat ment o ﬂfgg éﬁgﬁ% f snoring. 15 15. The use of a.conpound | as
clainmed in ¥ UUC|ng a nedi canent for the treatnent or

prophy! &8) qu’e (m&:nm@zthfemyiq v eﬂﬂtetﬂ!h?ﬂfdi%baum@ﬁﬁhl wgﬂpﬁéhw] -imamyle
“renal failure and of chronic renal fail ure. he use of a conmpound | as
- clainmed in 9W§Wﬁ¥¥*+ﬁ?ﬁﬁwﬁﬂﬂé$mg a nedlcanent for the 20 treatnment or

R e R e U ST Al

prophyl axi sumt:lazbled#-danbsxamldn liary function. 25 18. The use of a.conpound

' I 7 f t. f th t t t
ML TS T L DN R R A o
system and ﬁfetﬁér{éhﬁenﬁ%tpémﬁnél_a%ofarﬁwound | as claimed in claim?7 for

-+ produci ng a nedi canent he 30 treatnment or prophylaxis of ischemc _
‘st ates - )pBr[Bﬂﬁé?rdllchblrg@HﬂeﬁMi-1 |2,8dstetrahydneeisaQuifoRd-A-Apphdind]-B$e of a
' und I |m 7/ for. producing a nedi canent for the
rrent o&ﬁ#ﬁﬁeﬁgy cafl xamgguse of a conpound | as clainmed in

; cl a| m 760prnq3qeta:mea|oaomﬂemrﬂ 3H%t:ﬁﬁydrougoéamehﬁ&ytfﬁﬁé Lps and

almed 1n claim?7
for pr odumPﬁ@'aéOﬁéHP%'&%ﬁmidQ)r the preservation and storage of transplants

2 for PR SIGR o ettt 2 S oo R BRI e BB T ch cel 1
‘prol i f er at idimetleylngeants a primary or secondary '
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—
1. 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




cause.

24. The use of a conpound | as clained inclaim?7 for produci ng a

- medi canent for the 15 treatnment or prophylaxis of disorders of

met aboli sm 25. The use of a conpound | as clainmed in claim?7 fJHF‘G‘EP%um ng
a nedi canent for the treatnment or prophyl axi s of infestation by

. ectoparasites. 20 26. A nedicine conprising an effective anount of a
~conmpound | as clainmed in claim 1. 289
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71) 3-[3-(6,8-dichioro-2-methyi-1,2,3 4—tetrahydro-lsoqumolm-tl-yl) phenyl] -1- methyl-
1-(1-methyl-piperidin-4-yl)-urea;
72) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro- :soquunolxn-4—yl) phenyl]-1-(3-
dimethylamino-propyl)-1-methyl-urea;

73) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1-(2-

dimethylamino-ethyl)-1-methyl-urea;

| 74) 1-[3-(6,8-dichloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3-(3-

dimethylamino-propyl)-urea;

75) 1-[3-(6.8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-

methoxy-ethyl)-urea;

: 76) 1-[3-(6,8-dichloro-2-methyl-1 .2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-pyridin-

3-yl-urea;
77) 1-[3-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-pyridin-
o 4-yi-urea;
78) 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~lsoqu|nolin—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-dichloro-2-methyl-1,2,3,4~tetrahydro—isoquindli?‘f—*4—yl)—phenyl]—4-.methy[—
piperazine-1-carboxamide; ' |

- 82) '1-[4-_(6,8-dichloro-2~methyl-1,2,3;4-tetrahydro-isbquinolin-4-yi)-phenyI]-3-methyl- ,

-urea,

83) : 3-[4-(6 8-dichloro-2-methyi-1,2, 3 ,4-tetrahydro- |soqumohn-4-yl) phenyl]-1 1-

dimethyl-urea;

84) 3-[4-(6,8-dichloro-2-methyl-1 :2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-

. diethyl-urea; :
85) 1-[4-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-lsoqumohn-4-yl) -phenyl]-3-(2-
dimethylamino-ethyl)-urea; '

86) N-{4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-|soqumolm—4—yl)—phenyl]—

-morpholme-4—carboxamade
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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"%






