;/qrstuvwxyz{|}~e3eb5. 2. . T.x WD 03/048129 PCT/ EP02/ 12990 1
Descri ption Substituted mmmwummwwwmmahydr0|squ|nollnes process for their
preparation, their use a and nedi canent contai ning them5 The
invention relates to conpoundsisef the formula I in which the neanings are:
Rl, R2, R3 and R4 10 independently of one another H F, C, Br CN, NO2,
O—| NH2 WQa34048128qgH2qg_1, OCbH2b+1) COOR10, OCORI1O0, CO?lBCHP/EP02/12990
X - (CH2)y phenyl; a and b in the groups 1CaH2a+1 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 ons pesdHptibh replaced by F atons; qq 3, 4, 5, 6, 7 or 8, it being

possi ble for one or nore Hatons to be replaced by F atons; R10 H or
CcH2c+1; ¢ 1, 2, 3, 4, 5, 6, 7 or 8, it being possible for one or nore H 20

atons to, I : 0 ' ; : ; e
oo oo Bt B oduB s 1508 i stepdaii et usd
subst i t uinedidaynehnt 3arnd hiddidamantscortdiaipigatiefr om 25 the group consisting of F,
Cl, Br, CN, NO2, OH, NH2 or 2d1, 2, 3 or 4, it being possible for one
or m*e H atoms to be replaced by F atoms, or R, R2, R3 and R4 5

| ndependep %'irweﬂi.oﬁ?aaf*ép@*b%fm RGN folrhuili NG_possibl e for zero, 1, 2,
3 or en atomor zero or 1 S atomto be present as
ring atom; or R, R2, R3 and R4 10 i ndepétdent|ly of one another CONRL1R12
or NR11R12; R11 and R12 i ndependent Ry. Gf /8 not her H) CeH2e+l, CrrH2rr-1;
al 2, 3 45 6, 7or 8, rr 3, 4, 5 , or 8 15 it being possible
for one or nore Hl atons in the grougp SeHle+l and CrrH2rr-1 to be replaced
by F atonms and for one or nore CH2 gfoupd tRé be replaced by O or NR13; R13
Hor CEHf+1; f 1, 2, 3 or 4, iB2heir ssi bl e for one or nmore H 20 atons
to be replaced by F atons; or R13 § group of R11 or R12 toget her
with the Natomto which they arg . N5<R50r 6- menbered ring; or 25 Rll
and R12 together with the N ato |ch t hey are bonded a 5-, 6- or
7-menbered ring; or Rl11 and R12 30 i Rélependently of one anot her CCOR14,
CSR14 or %Rég R14 H2 391l 2 3 45 6, 7o0r 8 it being
possi bl einfWhich the meaniigs eatom; to be replaced by F atons, and it being
possi bl egOR0ORG g RAre CH2 groups to be replaced by O or NR13) 5 or Ri,
R2, R3 and R4’ 1ndependently of one another -Oh-SG -R15, with h zero or 1; j
zerol0 1 or 2; ibdepeadanthrefone arthacHiHE1EL Bfrlrﬁmm@&,qﬂlNHz,,CaHzans 6,
7 or 8, |t be| ng ﬁOSSl ble for one_or nore H atons to be repl aced

atons; | 1, 2, aq 20081, ACbH2b+1.8COQRMIAGORIIs GPR1Y oF Qnld2)

at ons to be re Hrertcli by F atons; 15 R17 and R18 i ndependently of one

anot her H or m1l, 2, 3, 4, 5 6, 7 or 8, it being possible for one
or nore Hatons int I t BGrigMerone
or nore CH2 groups tlgqgg @%%@%%@%Uﬁb%gqﬁd@ﬁ{lﬁﬁggoa or
CnH2n+1l. n 1, 2, 3 of,%,;3,4,5,6,7 or8, it being possible for one or more H atoms to be

15 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;
R10  HorCgHoc+1:

c 1,2, 3,4,5, 6,7 or 8, it being possible for one or more H
20 atoms to be replaced by F atoms,
X zeroor 1;

y zero, 1,2,3 or4;
where the phenyl ring in the group Ox-(CH2)y-phenyl is
unsubstituted or substituted by 1-3 substituents selected from
25 ~ the group consisting of F, Cl, Br, CN, NO2, OH, NH2 or

LT

*G00002*

CaH2d+1:



it being possible for one or nore H atons in CnH2n+1 to be replaced by F
atons; 25 or R17 and R18 together with the N atomto which they are bonded
a 5-, 6- or 7-nenbered ring; or 30 R19 and a CH2 group of R17 or R18
together with the N atomto which they are bonded a 5- or 6-nenbered ring;
4 but where R2 nust always not be equal to H R5 H, CpH2p+l1l, CssH2ss-1,
COR20 or SC?R20; p 1, 2, 3, 4) 5 6, 708 8 ss 3, 4, 5 6, 7or 8 5 R0
CqH2g+1; g 1, 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore H
atons in the groups CpH2p+l, CssH2ss-1 and CgH2q+1l to be replaced by F
atoms and for one or more @H2 gr oUBS3 bP4 biebeirpl Fsseibi®Yorry oMNindite Hl&ohsl H
or CH2r+1; r 1, 2) 3 or 4; it being possible for one or nore Hatons in
CrH2r+1 to be replaced by F at ont® beeeplpced boF atems, || csHes+1, CddH2dd-1 ~
OH, OCtH%pl or OCOR22; 15 s and t 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 nore H
atons I NRASIAZSRB &udlRAdd- 1 and OCt H2t +1 to be replaced by F atons; R22

CuH2u+1; 20 a 1, .2, 3 or 4, it being,6 possible for one or re H atons i
CuH2ud1 to be f’@@%@@@“iﬁ\yoﬁo%ﬁ éﬁﬁt,he%??t%a%dt ‘P@“Qrﬂﬁ’éﬁ@ﬂﬁj&tzﬁyo’o?v%ﬁeorf

anot her -Ov-S . I i . (s
Gz 1, O SN e of F Ryt lort of Sl of 1Y atom etle PRIESHIAS fng
another 1, 2) aioms; 5, 6, 7 or 8 30 mnm3, 4, 5 6, 7 or 8§, 5 it being
possi ble for one or nore H atonms in CnnH2nn+1l, CmH2mm 1 and OCppH2pp+1l to
be repl aféd by F atons; R25 and R26 i ndependently of one another H, CN or
CZH2z+1, KZ /PR3 dn@rR4 1. 2, 3, 4, 5, 6, 7 or 8 zz 3, 4, 5, 6, 7 or 8, it
bei ng possible for one or nore H atons to be replaced by F atons and, in
CzZH2%01, it beindgpendently of one aoﬂ’é\e@IC%RMRﬁtQﬂ%RﬂbRﬂ)é; repl aced by F
atons and it bgéggar%géq' ble for 10 one or nore CH2 groups to be replaced by
O CO CSor N ; or CaaH2aa+l; as 1, 2, 3 or 4; it being possible
for one or nore H at intependéhthcebdR@andthied @é]-qajg R.atons; or R25
and R26 together with tf?ee N at%ﬁno whi ch tl—ﬁey areﬂgﬁa%%rrg’&, 6- or
7-menbered ring, 20 er R271aRd3,a4,&;1B, Jrardy of R25 or R26 together with the
N atomto which they are bgngeg élé-?ég%&menbered ring; or R7) R8 and RO
25 i ndependently of Hne an8tfe?: 0, NR32CSR30 or NR32SObbR30; R30 H,

CccH2ec+1l CyyH2yy- 1; C . o ) . )
gr ougsmay be repl acelcs bl;wyﬁ%géc))?gbl\ll%ér e%gkmb%gﬁﬂ%g@g‘#@eﬁpﬁwﬁé%

another H or ChHzh+1 bb 2 Q:frrl-gjrr_g(io(ﬁ‘e replateddby P atdms &nd foPbné or Word.CHp 5.
6) 7 or 8; 6 h1, 2, 3) 4, 5, 6, 7 or 8, it ‘being possible for one or

more H atonms in ChHZh+1 t oglrupsaplbecrepldnedbyOwreNR48d it bei ng possible

for one or nore H atons in_the grou cH2cc+l and CyyH2yy_1 to be
repl aced by F atons and foR1gne E'rOfr@fﬂ‘&ﬁmz groups to be replaced by NR31

and for a CH2 group to be replacgd by O o + (FCIJ%QS 5;
kk 1, 2, 3, or 4; it being possiﬁle fo?%’gg’{)?’ '&Eé@"a%sf% s ee%@?%ﬁgd
by Fogtoms, 10 R65 H, OxxH2xx+1; xx 1, atdmsitcoe feplated by Foatbarsi bl e 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 7Shenbered ring; 15 or
R13 and a CH2 group of R11 or R12 together with the N atom

to which they are bonded a 5- or 6-membered ring;

or
25 R11 and R12
together with the N atom to which they are bonded a 5-, 6- or
7-membered ring;
or
R11 and R12
30 independently of one another COR14, CSR14 or SO2R14;



R30 a 5- or 6-nenbered heteroaryl with 1, 2, 3 or 4 N atons) zero or 1 S
atons and zero or 1 O atons, which is unsubstituted or substituted by up to
three substituents selected fromthe group consisting of F, Cl, Br, |, 20
CooH200+1 NR70R71; R70 and R71 i ndependently of one another H, CuuH2uu+l
and COR72; R72 H, CvvH2vv+1l 25 00, uu and w independently of one another 1,
2, 3, 4, 5, 6, 7 or 8; it being possi bl 3for one or nore H atoms in the
groups CooH2o00+1, CuuH2uu+l or Cvv, H2vv+1l to be 30 replaced by F atons; 7

or R7, R8 and R9 independently of one another H,Z F, C, Br, I, N02) CN OH,
NH2, CeeH2ee+l OmwvH2ww 1, @Cf f H2f f B, 4NB,46RAbr80\\iR4@Rgbos§]8@%2,on6@R42 or 5
OCOR42, ee and ff independently of ope another 6, 7.0r. 8, ww

3, 4, 5 6, 7 or 8, it being pos8PH aedeﬁebeorﬁpﬂﬁﬁe@wfémsiﬂnq Hé’%ﬂ%ups

CeeH2ee+l 10 Cwv2ww 1 and OC~H R4l
H CGtH2tt+1 or C(NH)NH2; tt 1, 22% %t&@ 70r§84 % Er(ﬁ?gqg RT?A_'\glraﬁ"c%lie or
more H atons in the group CttH2t5+@;5,che; 15 repI aced by F atons and for

one or nore CH2 groups to be repl aced by d or NR44; R44 H or CggH2gg+l; gg
1, 2,63,08, 5 6, 7 or 8 it being possible for one or nore H atons in the

group 20 + be replaced by F atons, and it being possible for R44
t oget heraﬁgﬁfg&(%ﬂé%“broup of R40 or R41 and the N atomto which they are

jointly bondediridepéatemtsy &onﬁaﬁomﬁt@ﬁ-@bﬂﬂwﬂ witi 25 R40 and R41 with the
N atom to which tﬁey are bonded a 5- or 6- rrerrbered ring; R42 H or ChhH2hh+1
hh 1, 2, 3, 4,h5, 6,zéromr; it being possible for one or nore H atons in

t he group ChhH2hh+1 to 38 be replaced by F atons; 8 but where two
substituents f}romthéer&f L?ée?of R7, R8 and RO may not. sinultaneously be OH

or g3 and whgre at 7, R8 or R9 nust be
sel ected from t ggrgkﬁa?’ﬂg?gt dH%f Rgngffg O/SONR3, NR32COR30,

NR32CSR30 5 and NR32BCbbR3Q; 2 ad, Bhe, pmrsrr&cr@ﬁ% Q@ééuuleaféﬁsﬂé@bhﬂ)réﬂts and
trifluoroacetates thereof. Preference IS%EI ven to conmpounds of the formula

| in which the meanings araomsito kereptacachy RAtows; ndependent |y of one

her, H F, O, B, I, 2 D 3,
5o 6 C atoms, O0nkpb+1 CORAO: SAPHRS D 1 ETIE RassIpBYSH BRE Bt ndkeif 0,

2, 3 or 4, it being possi batenisto Mmplaced)byeFl'atamUB to be repl aced by F
atons: 15 R10 H or H2c+1; 1, 2, 3 or 4, it being possible for one or
rmreFP-Iatoms to ber ﬂlﬁ@ﬁ? F atons; or Rl, R2, R3 and R4 20

i ndependently of one anot hﬁlﬁe?en@é t&méﬂhafﬂ%@rﬂ se{ .ected fromthe

group consisting of pyridyl , pyrazoly , triazolyl,

tetrazolyl, thiazolyl and azol yl 4 Bl b@rﬁb i y
of one anot her CONRL1R12 oﬁP(NRll’jlélzi 3)Igie & g%fRféRﬁl ndep Eé\saéﬁlte faﬂgﬁ@gﬁgﬁré

another H, CeHze+l OrrHerr-1; aHmtoms lBtlaﬁ gemup CmH2m+1 to be replaced by F

atoms and for one or more CH2 groups to be replaced

20 by O, CO, CS or NR19;
R19  Hor ChHon+1:
n 1,2,30r4;

it being possible for one or more H atoms in
CnhH2n+1 to be replaced by F atoms;

25 or
R17 and R18
together with the N atom to which they are bonded a 5-, 6- or
7-membered ring;
or
30 R19 and a CH2 group of R17 or R18 together with the N atom

to which they are bonded a 5- or 6-membered ring;



rr 3) 4, 5or 6, 30 it being possible for one or nore H atons in the groups
CeH2e+1 and CrrH2rr-1 to be replaced by F atons 9 or R11 and R12

i ndependently of one anot her hydroxyethyl, N, N-di nethyl am noet hyl,

N, N- di et hyl am noet hyl , pyrrolidinoethyl, N-methylpiperazinoethyl, 5

pi per azi noet hyl , norphol i noethyl or piperidinoethyl; or Rl1 and R12
together with the N atomto which they afe bonded a pyrrolidine,

pi peri di ne, N nethyl piperazine, piperazine or norpholine ring; 10 or Rl1l
and R12 independently of one another COR14, CSR14, CONHR14, CSNHR14 or
SC2R14; BU4whgre R2Imusbalgvays ndt bé emuafito Ht bei ng possible for one or nore H

atons to re by E.atons; g nd R4 i ndependently of one
anot her H %@ﬁ?&sﬂzﬁsﬁ%&&h %Eé?é’%@é%@ OCl H21+1 or NRL7R18; k 1,
2, 3 or 4, it being possib for, o or nore H atons to be replaced by F
atoms; | 1, 2, P3 or ﬁi,{i%gl} g7p%rg§i ble for one or nore H atons to be

repl aced by F agons; 323 R1g mpdgR18 i ndependently of one another H,
CmH2mt+l, in which the first CH2 group bonded to the nitrogen is replaced by
CO an8 the sec®2P CHEqIl2y#1;is repl aced by NR19; m1, 2, 3, 4 or 5, it

bei ng possible for one or re.H 30 atons_in the group CnH2m+l to be
replaced by F atons; 9 10 '?)’:ﬁ'l‘blﬁléﬁlhﬂﬁa_h; nl 2, 3 or 4; it being

possi bl e for one or i t ons; 5 or
R17 and R18 toget her ﬁ%ﬂﬁpﬁgﬁﬁﬁaf?g%ﬁ???m%gh@taﬁggégrfgm%g@%ggg d;ol-gﬁ_p%,

6-menbered ring; but HZQFRZamJ@qp@Q\Sqam BtotephicedipF dtémtlantdoRbnélor
;o g po

CpH2p+1; p 1, 2, 3 or 4 bei n Ssible for one or nore H atons in
CpH2p+1 to be repl acesbreyCHo afrounss toRfe replas#dby O oNREAt +1 or OCOR22; 15 s
and t independently of one another 1, 2, 3 or 4; it being possible for one
or mdPe H atons in CEBAs+1HorCHEL +1 to be repl aced by F atons; R22
CuH2u+1. 20 a 1, 2, 3 or 4; it being possible for one or nore H atons in
CuH2u+1 to be replaced by F atondl; 2RFOr#8 and R9 i ndependently of one

NR2SRo6; o and pp | ndepondGaT PTSIBEdBERTERE MG TTEHhe yFERSERNRET )

or 6, it being possible fo .atons in ChnH2nn+1 30 CnmH2mm 1
and OCppH2pp+1 to be repl ai%@ﬁ%@éy%tﬁ)snﬁ, 11 R25 and R26 i ndependently of
one anot R6 H, HONE, GZBRZ+CsHpg+hCahHpha-1f, IOt OCdo@graarddGORRRY to t he
nitrogen is replaced by CO or CS and the second CH2 is replaced by NR27; 5
z 1,12, 3, 4) madb; it being possible for one or more H atons in CZH2z+1

to be replaced by F : + Su1 , r 4; 10 it being
possi bl e for one or f@ﬂ@ﬁﬁ@ﬁhﬂ%ﬁ%ﬁﬁiﬁ ?b4bfé' 63’e7p$%§’ed by F atons; or
R25 and R26 toggft her 34t B, 6,2 o8 ait beirigopadsilsl fomeye er mobeRiistdnes i:- or 15

6-menbered ring;, or R27 and a CH2 group of R25 or R26 together_wth the N
atom to which they alGsHgstde&ddH2ddet aBdRathtated to pRgeplaced by F atoms;

R22 CyHou+1:
20 u 1,2,30r4,
it being possible for one or more H atoms in CyHo+1 to be
replaced by F atoms;
R7, R8 and R9
independently of one another -O,-SOy-R23;
25 v zeroor 1;
w zero, 1 or 2;
R23  CpnH2nn+1, CmmH2mm-1. OH, OCppH2pp+1 or NR25R26;
nn and pp
independently of one another 1, 2, 3, 4, 5, 6, 7 or 8,
30 mm 3,4,5,6,7or8,



or 20 R7, R8 and RO independently of one anot her NR32COR30, NR32CSR30 or
NR32SC2R30; R30 H, OH, CccH2cc+l CyyH2yy-1, pyrrolidinyl or piperidinyl, in
which rings a CH2 group nay be replaced by O or NR33; R32 and R33

i ndependently of one another H or ChH2h+1; 25 cc 1, 2, 3, 4, 5, 6, 7 or 8;
yy 3, 4, 5o0or 6; h1l, 2, 3 or 4, it bei ng possi ble for one or nore H atons
in ChH2h+1 to be replaced by F atons, it being possible for one or nore
H atonms in the groups 12 CccH2cc+1l 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 repl aced by O itBaing boddibibdiskario or AR sonfROAHAKN I, 2. 3,
or 4, 5 it being possible for one or nore H atons to be replaced by F
atoms, R65 H, OxxH2xx+1 XXCinmB2mmarard OGPHQ P 1ptoste tepdadent bphatomspor e
H atonms to be replaced by F atons; or R§ ogether with a CH2 group of
R30 and the N at om t R2ManshRR6ey are 10| ntly bonded forma 5- or 6-nenbered

ring; or R30 a 5- or 6rrenbred r ct ed t he
group consi sting of pyridy’ e*’?”?%é% "egi%%fﬁ hirefetivordliet
etragzoly i eny azoly 0 : ich are unsubstituted or
subs?%tut ed by up to thr eeksubstl’t%erit@)szér ectrgd fromthe group consisting

of F, C, Br, |, CooH2o0+lzz NR78R¥,15, R70oreB)dt hihg DOssibikefor nmerdrinoref Hone
anot her H, CuuH2uu+1 or COR72; R72 H, 2vv+1 cfo’ uy and vv independently
of one another 1, 2, 3 or 4; it ®&Myt gniaeed By FateMsantbre H atons in

th 25 CooH200+1 CuuH2uu+ I
oreRgrOlligsand R90| nggpendegt I ;uo % H&\/ ﬁgﬁyéﬁ%tp%égﬁléﬁ&%% rﬁdre?aatt&%

NH2, CeeH2ee+l 30 COwwH2ww 1, OCffd—Béf acedRdP Ridtormfs QWi Béih ,555335}3,&,,00?42
or OCOR42; 13 ee and ff |ndependent% of one anot her 1, Zg X

4, 3)
4, 51@r 6, it being possible forop@ersiorakrido Bredpsto bmfﬂm%%&co 'Cs
CeeH2ee+1 5 OwH2ww 1 and OCffH2ff+§ %o be replaced by F atons; R40 and R41
H CtHtt+1 or C(NHNH2; tt 1, ONR274 5 6 7 or 8 it being possi bl e
for one or nore H atons ingbhe gHPHC |.g 2t +1 to be 10 replaced by F
atons; or R40 and R41 to be sel ect ed ently of one anot her
hydroxyet hyl, , N N-dinmethyl am nggt hyl q, 2\I3\bgj4et hyl am noet hyl ,
pyrrolidinoethyl, 15 N nethyl pi perazi noet hyI pi per azi noet hyl ,
rmr phol i noet hyl or pi peri di noethyl ; or it ReTIGapRESIEIE forgena ABMORE Hhatoms IR at om

chthey are bonded forma ringsletedz sisting
of pyllsrol i di ne, piperidine, N-nethylpi g@?g@?ﬁé? Q%FS&%%?%Q%&%B%&%MI i ne;
R42 H or ChhH2hh+1 ?:E 1, 2, 3 or 4; it being possible for one or nore H
atons in the group HHZhh+1 to 25 be replaced by F atons; but where two

substituents fromth®2ranpR@6 R7, R8 and RO may not sinultaneously be OH

or OCH3 and where at | east, one, of di,cals R7,
sel ected fromthe group co@eg??n I“’(‘)ﬁ" 1"5‘ @W '@%&?ﬁ)’
NR32CSR30 30 and NRBZSOobRaq“eﬁmré@ﬂthar maceutl cally acceptable salts and

trifluoroacetates thereof. 14 Particul ar preference is given to conpounds
of tB8 fornmula | in which Phe neanings are: Rl, R2, R3 and R4 5

| ndependent Iy of one anot hggyHu Fy Sy oty SrhobR RAERAr vtk BN Kl

wth
to which they are bonded a 5- or 6-membered ring;

or
R7, R8 and R9
25 independently of one another NR32COR30, NR32CSR30 or NR32SOppR30;
R30  H, CgcHacc+1: CyyHayy-1, pyrrolidinyl or piperidinyl, in which rings a
CHo group may be replaced by O or NR33;
R32 and R33 independently of one another H or ChH2h+1';
bb 20r3;
30 cc 1,2,3,4,5,6,70r8;
yy 3,4,5,6,7or8;



3, 4, 5or 6 C atons, OCbH2b+1; a and b in the groups CaH2a+1 and OCbH2b+1
i ndependently of one another 1, 2, 3 or 4, it being possible for one or
nore H atons to be replaced 10 by F atons; or Rl, R2, R3 and R4

i ndependent|y of one another NR11 R12; R11 and R12 15 independently of one
anot her H, CeH2e+1, CrH2rr-1; a 1, 2, 3 or 4, rr 3, 4, 5 o0or 6, it being
possi ble for one or nore H atons in the @roups CeH2e+1 and CrrH2rr-1 to be
replaced by F 20 atons; or Rl1l and R12 together with the N atomto which
they are bonded forma ring selected fromthe group consisting of
pyrrolidine, phperidinz,3,M,2% 60#tdng,pi perazi ne, piperazine and norpholi ne;
or R11 and R12.inde endentlg of one anot her CCR%4F CSR14, CONHR14, CSNHR14
or SO2R14 30 ikbel for gge gr more H gigyps Zhen 19 bsdgeplased ydF one
or nore H atons,to be Iaced by F.atons; or and R4 5
“ndependent | v BloGend,§ PrEE easdhie &gt oubra B atiiis BABIEIRIRS “nr17RiE: K

1, 2, 3 or 4, dﬁfgﬁkg.g Egg?@&%% R r@bld&ﬁﬁb)ﬂ: AtSHE ahﬁ f@ﬁorﬁ@@l'ﬂfﬁﬁé by F

atons; R17 and of one another H or

be 1 ofl aced by CEAOGHES 6 PeferBi5dty NRYY 41dter %%“%giﬂ?& %B%P%a@%ﬁgﬂm. ch

they are bonded a 5- or_ 6-nenbered ring; but where R2 nust always not be

equal to H R5R3t hyH, SkkHokks e OREESN SO2B86Rs H: R7, R3 and RO
i ndependently of one anot her OSG3 SBH or SA2R23; R23 CnnH2nn+1 or
NR25R26; nn 1, 2, 3,k or %,22% arid;bei ng p055| ble for one or nore H atons

| cnneenL to be. bl acef R ot B rorie % BEfhse P SRS KRG Mol oy P
nltrogen is replaced by COatyms30 CS and the second CH2 is replaced by NR27;

z 1, 2, 3, 4, 5 or 6; 16 it being possible for one or nore H atons in
CZHziql to be r epl acB@ by H, Sxahi@xxRB7 H or CaaH2aa+1 as 1, 2, 3 or 4 5

it being possible for one or n. CaaH2 to be re
atoms; or R25 and R26 togefher vv? ﬁ? Hﬁtbﬁmﬁ% W?W?e?”é‘loegﬁ
5- or 10 6-menbered ring, or R27ipd repistéd BY Moﬁ-fs R25 or R26 toget her

with the N atomto which they are bonded a 5- or 6-nenbered ring; or 15 R7,
R8 and R9 i ndepéndently of one another NR32COR30, NR32CSR30 or NR32S02R30;

2 O group mayce.  EBEGer 4Rt 4 RbRile ARE) BT b St mefioffidahg:' 56°

cc 1 2, 3, 4) 5, 6) 7 or 8, yy 3, 4, 5 or 6; it being possible for one or
nor e ﬂ atons in the groups CccH2cc+l and CyyH2yy-1 to be replaced by F

atonms and for &89 ab5- opBanéiMbeggdheterdarybwith dpladat 4oy i8S, zevd dror Sa CH2
group to be repl aced b%ﬂo, 65 R31 H, t %I, ethyl, CF3, CH2CF3, acetyl,
propi onyl , net hanesuPfYRSRNEZEER REALLGEBPy | : or R31 toget her with a CH2

group of R30 and the N at oWnich i %r@bb&ﬂﬁi/ec%lesd&tlﬂ.ftbd T sgma 5- or
6- menbered ring; 30 or 17 pyridyl, 1 mdazol pyrazol yl, pyrrolyl,

triazolyl, tetrazolyl, thi aub$t;tuelmts selected ;rbmtmgmuaro@narsyng@m Gl &3r, br
substjt ut ed by a maxi mum o ubstl sel ected fromthe group
cons?@ti ng of F, Cl, net hyF:oo N%ﬁ1

R70 and R71
independently of one another H, Cy,H2yy+1 and

COR72;
R72 H, CyyHoyy+1:
25 00, uu and w
independently of one another 1, 2, 3,4, 5,6, 7
or 8; .
it being possible for one or more H atoms in the
groups CooH200+1: CyuH2uu+1 or CyyHayy+1 to be
30 replaced by F atoms;



trifluoromethyl, NH2, NHacetyl; 5 or R7, R8 and R9 independently of one
another H F, C, OH NH2, CeeH2ee+l OmvH2ww 1 OCf f H2f f +1, NRAOR41,
CONR4AOR41, COOR42 or OCOR42) ee and ff 10 independently of one another 1,
2, 3 or 4, w3, 4 5o0or 6, it being possible for one or nore H atons in

t he groups CeeHee+l OmvH2ww1 and OCfFfH2ff+1 to be replaced by F atons;
R40 and R41 15 H CitH2tt+1 or C(NH) NH2 ft 1, 2) 3 or 4; it being possible
for one or nore Hatons in the group CttH2tt+1 to be replaced by F atons;
or 20 R40 and R41l independently of one another hydroxyethyl,

N, N- di rephyl am noet hyl , N, N-di et hyl am noet hyl , pyrrolidi noethyl,

N- et hyl r%igperazi ngﬁt hyl , pi perazi noethyl, norpholinoethyl or

pi peri di fidefifyand 25 R40 and R41 together with the N atomto which they
are bonded a p W } h & thy i PyoRr &x Hae [ I
nor phol i ne ri nﬁ&e@&?ﬂ%ﬁ@;o ﬁ%h f%?ﬁh"ﬁ@’széﬂggﬁa;@méﬁt%% %@%gﬁ-ﬂr e
for one or mor B4,10C ONR4ORYHZ ICONIR4UORAS, CEXDRAZICORS2 @t ONs;
18 but where tMﬁ%@W% u(gnhgﬁﬁgmthe group of R7, R8 and RO nmy not

si mul $aneous!| yQ@gORM2or OCH3 and where at | east one of the radicals R7, R8
or RO nust be selected fromthe group consisting of CONR4AOR4AL, - OvSONR23,
NR32COR30, NR32EGRSOTand 5 NR32SCbbR30: and the pharnaceutical |y acceptabl e
salts and trifl uoroa aptyculgrg preference is given to
conpounds of the for&uﬁeggﬁa?ﬁwfieche?ﬁg{h}fﬁﬁhgé%’lﬁgﬁsérge& 1, R2, R3 and R4
i ndependent |y @fw one3adpobr7 1 8F, Cl, Br, OH NH2, CaH2a+l, cycl oal kyl
with 3, 4, 5o0r,6.Ca

t . OCbhH2b+1 d,b 15 j,n th CaH2a+1 d
OCbH2b+1 i ndep&Rfig P9g%$|e(fﬂéo%(9?ﬁé&e%]a%m§"b %@roﬁpg[g%%q%ﬁs?;l eaPor

one nore H atong to be r E , , R3 and R4 20
indeggndently %ﬁ@%&%&@ﬁ%@igégo bﬁ%ﬁ%ﬁ%%ﬁ%’ﬁo ependent |y of one
another H CeHgemla fRuy2rr-1; a1, 2, 3 or 4, rr 3, 4, 5 or 6, 25 it being
possi ble for one or nore H atonms in the groups CeH2e+l and CrrH2rr-1 to be
repl aced by F atons; HiCRp#+qod GRMMINHLG together with the N atomto which

they are bonded forma ring selected fromthe group consisting of
pyrrolidine, piperidkne, N\e2hdl4iH& d20rds, piperazine and norpholine; or 5

SooRia, Ria Coroger, e BosdB BEBYEr pidrk H piirhi et U che bl e,
one Tot her ososr . SbaPok) BkE AR A [ orFor SOl Hol RS gERILYDT

it being possible fopbyqperiR4mpre H atoms to be replaced by F atons; R17
and R18 i ndependently”of one another H or CntH2mtl; m1l, 2, 3, 4 or 5, it
bei ng possible for ofddor hoeRChylddge+pms in the group CmH2m+l to be

repl aced by F .
ag 1,2,3,4,5,6,7o0r8;
it being possible for one or more H atoms in the group
20 CggH2gg+1 to be replaced by F atoms, and it being possible
for R44 together with a (CH2) group of R40 or R41 and the

N atom to which they are jointly bonded to form a 5- or 6-
membered ring,
or
25 R40 and R41
with the N atom to which they are bonded a 5- or 6-membered ring;
R42  Hor ChhH2hh+1:
hh 1,2,3,4,5,6,7 or 8;
it being possible for one or more H atoms in the group ChhH2hh+1 t0

30 be replaced by F atoms;



atons; or R17 and R18 together with the N atomto which they are bonded a
5- or 25 6-nenbered ring; but where R2 nust always not be equal to H R5
met hyl or trifluoromethyl; R6 H, R7, R8 and RO 30 i ndependently of one

anot her OSO3H, SO03H or S02R23; R23 CnnH2nn+1 or NR25R26; 20 nn 1, 2, 3) 4
or 5 it being possible for one or nore H atons in ChnH2nn+1 to be repl aced
by F atons; R25 and R26 5 independentlyf%f 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 NR27; z 1, 2, 3, 4, 5 or 6; it being
possi bl e for ong whersttive sdbstituents froeHezgrbup @f RY, IR8 amd Recedyimpt F at ons;
R27 H or CaaH2aa+1l as 1, 2, 3 or 4; it being possible for one or nore H
atons in CaaH2§H¥@aPSOB@VP@dpﬁd§HDGV3F atons; 15 or R25 and R26 toget her

with the N atomto,which th are bonded a.5- @r 6Gshenbered rni r 20 R27
and a CH2 grouf” yvh%a&eaéén?g el ﬁiﬁ@?\ﬁ%&%ﬁ@eﬁﬁl%‘ﬁg%ﬁ%w ﬁ?ee
bonded a 5- or r%u%ﬂiﬂ?%is@iﬂ%gdﬂBDNRﬁORM,E@ S0, 3B, INREECO®30, NR3IZCIRS0

anot her NR32 0, NR32CSR30 or NRSZSOZRSIS; R30 H, OH, CccH2cc+l ~
CyyHZyy-1 ~ pyand®NRB2asSO ,gm@,i peridinyl, in which rings a CH2 group may be
repl aced by O or NR33; R% and R33 H, nmethyl or CF3; cc 1, 2, 3, 4, 5 6, 7
or 8; yyaRd tHe pbarnsaceutizally acdeptablesaitsidniddriflooroanetates thereofd at ons in t he
groups CccH2cc+1l 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 repl aced
by O R3préferdReic¥ lgiveti t8YdomSdimds(éiAhE fornffig ) i whithibleGh¥aningEdrgnesul fonyl
or 5 ethanesulfonyl”, or R31 together with a CH2 group of R30 and the N atom
to whi chRIh&2, &3eandRdt | y bonded forma 5- or 6-nmenbered ring; or 10 R30

o offzoryi wirehear B E ik sodfeh 67 chbl i GRS RGeS
T uor omet nyPYOREEA WEET Y oP B RIS OBE R GRORM aent 1 o1 one

another H, F, &land®! NH2, CeeHZee+l OwmvH2ww 1 OCff H2ff+1, NRAOR4L,
CONR4OR41, COOR42 or OCOR42, ee and ff independently of one another 1, 2, 3
or 4; 20 ww 3, 4, 5 independentheofranepancther &, 2,03 obdeit beingopassibleferrene ar t he
roups CeeH2ee+l OwmvH2ww nd fHff+1 to be replaced by F atons; R40
and RA1 H Orttptts1mgre ?@I‘T\ﬁﬁ%?&'@% E’&F%"B’P% "t bei ng possi bl e for
one ¢35 nore H gH{Ons Hrbrt(hdgq%gppp CtH2tt+1 to be replaced by F atons; or
R40 and R41 22 i ndependenfTy ’'of one anot her hydroxyethyl,

N, N- di et hyl antnoet hy| 2, NoN4dit being possilsle fdrydne pymood Hiatooes toythe replaced

N- net hyl pi per azi noet WF’ atoms:
or
R1, R2, R3 and R4
20 independently of one another 5- or 6-membered heteroaryl selected from the
group consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
thiazolyl and oxazolyl;
or
R1, R2, R3 and R4
25 independently of one another CONR11R12 or NR11R12;
R11 and R12
independently of one another H, CeH2e+1, CrrH2rr-1;
e 1,2,30r4,
rr 3,4,50r6,
30 it being possible for one or more H atoms in the groups

CeH2e+1 and CrHorr-1 to be replaced by F atoms



pi per azi noet hyl, norphol i noethyl or piperidinoethyl; or 5 R0 and R4l
together with the N atomto which they are bonded a pyrrolidine,

pi peri di ne, N nethyl piperazine, pi perazine or norpholine ring; R42 H or
ChhH2hh+1 hh 1) 2, 3 or 4; 10 it being possible for one or nore H atons in
the group ChhH2hh+1 to be replaced by F atons; but where two substituents
fromthe group of R7, R8 and RO nmay not 'Sinmultaneously be OH or OCH3 and
where at |east one of the radicals R7, R8 or RO nust be selected fromthe
group 15 consisting of -Ov/SOANR23, NR32COR30, NR32CSR30 and NR32SOhbR30; and
the pharnaceutocal |y acceptable salts and trifluoroacetates thereof. Very
particul ar spe fIC égﬁerence i's glven to conpounds 1 )

N—[4-(6,8-dich hyl -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyl ] 20

acet am de; 2) nde|pendent 3y of one another hydroxyethyl, N N-dimethylaminoethyl,
4- (6, 8-dichloro-2-meth 4-tetrahydro-isoquinolin-4-yl)~- benzenesul f on
am de; 3) N, N dlethylamlnoethyl pyrrolidinoethyl, N-methylpiperazinoethyl,

2m( ge d') chloro-2- neH%'razhoétﬁWn%oerﬁﬁgﬂ}'o%thyl'or p%’ér[&%éé}hﬂl yl) - benzenesul fon

4-(6,8-dichlorgr2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-N, N-di net hyl b
enzenesul fonam de 25 5)
4- (4- br ono- pheRiiTyargl BA@i chl or o- 2- met hyl - 1, 2, 3, 4-t et r ahydr oi soqui nol i ne; 6)

7, (& 8- diehioro- 2- Meidudiner it trt NEtOA W Wifoh 06l brboriet A plirbfidiag) © ac! &

a(6 8-di chl or o- 2- ﬁebmérldik\eZI\Bnﬂath)ﬂplpéFa/zM@lmmzm@lcbrrmérpHo)mél-rmghyl benzam

8
(61@ di chl or 8f2-net hyl -1, 2, 3, 4- tetrahydr0| soqui nol i n- 4- yl)-N-propyl - benza
mde 9) 4-(6, &4 S R4 9- 2- rrethyl
(2,3, 4- tetrahydro I soqw noI i n-4- yI) N- (2- di met hyl am no30 et hyl) - benzam de;
10) independently of one another COR14, CSR14, CONHR14, CSNHR14
6, 8- di chl or o- 2- met hyI éd ARm)r phol i n-4-yl - phenyl)-1, 2, 3, 4-tetrahydroi soqui n
oline;, 11 )
[4-(6, 8-dichl oro- 2- yl - 3 4 tetrahydr0|squ|noI|n 4-yl)-phenyl]-dieth
yl -am ne 23 12) nﬁtﬂ é ?"
gl ?ng 0*11'3?0 2-met hyl - 4- (4gp' Pefhdtnsarx'18€m§yﬁass1bléf8r6né8$ﬁ%w¢ré¥oﬁ%qu' n
6, 8-di chl or o- 2- net hyl - 4- (4- pyr r otd bé redlaged ppérgtoms], 2, 3, 4-t et rahydr oi soqui
nol i ne; 14)
6, 8- di chl%r o- 2- met hyl - 4- [ 4- (4- net hyl - pi perazi n-1-yl)-phenyl]-1, 2, 3, 4-tetrah
ydro i so@H 1) igand RP)
6, 8-di chlcﬂcﬂro 2- cygpopr opyl - 4- phenyl -1, 2, 3, 4-t et rahydr oi soqui nol i ne; 16)
4- (6, 8-di chl or indspendently of ang another QHHJHo Sl S QR §- With| ) - phenyl am ne;
17)
1-[ 4206, 8- di chiRst- 2 Gk, ©CiH2|4- eeNRAKEABo- i soqui nol i n-4-yl) - phenyl ]-3
propyl urea 18) L .
1-[ 4- (6, 8- di chl or o- 2Xnet hyil: 2: 3 08 44itbeing,Roshibie;faLaRe AEMate H g1oms ibS ) 1 - 3-
methyl 10 thiourea; 19) replaged by F atoms;
1-[4-(6,8-dichloro-2-nethyl -1, 2,3, 24- tetrahydro i soqui nol i n-4-yl)-phenyl]-3-
et hyl urea; 20) I 1, 2 3or4, it being possible for one or moreHatoms to be

N-[ 4- (6- met hanesul f onyl - 2- t.etrahydro-isoqui nolin-4-yl)-pheny
|] acetanide; 15 21 ) rllglglagéd ij%’éﬁbﬁ\s,

N-[ 4962, 6, 8-trinet hylR{lz and R4St et rahydr o-i soqui nol i n-4-yl ) -phenyl]-acetamd
e, 22)

N- [ 4- ( 6- br onp- 8- chl or o- 2- mindgpendeptigofione engined b -Grmblgum+olin mhich/he figkny |
] acetam de; 23)

N- [ 4- (8- chl or o- 2- et hyl - 6- B2 8rqup bendsd tojthe nitragensis,replaged-bysGQANbINe- 4-
yl ) phenyl]-acetam de; 20 24

N-[ 4- (8- chl or o- 2- net hyl - ?PB%HWZ er%p '_SL r§pI§Cﬁd lbe\gth’%?'@fdro i soqui nolin-4-y
| ) phenyl]-acetam de; 25)

N- { 4- [ 8- chl or o- 2- et hyl - 6- (- met Ry P2 31 8 B, it being pgssibls fargne ormare l i soq
ui no3pn 4-yl]-phenyl}- acet ani de; atgihs in the group CyHom+1 to be replaced by F
N-{4-[8-chl oro-6-(cycl opropyl net hyl -am no)-2-nmethyl -1, 2, 3, 4-tetrahydro 25

i soqui nol i n-4-yl]-phenyl }-acet amatimns27)

5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-2-hydroxy-ben
zoic acid; 28)

5-(6, 8-di chl oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-2-hydroxy-N-m
et hyl benzam de 30 29)

5 (6 8 d| chI or o- 2- met hyI 1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-hyd



32)

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]
acet am de; 33)

3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl am ne;
34)

2-(6,8-dichloro-2-nethyl-1,2,3,4-tet rahQQr 0-1isoqui nolin-4-yl)-phenyl am ne;
35)

N-[4-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 10

pr opi onani de; 36) R19  HorCphH2n+1;
N-[4- (6, 8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoquinolin-4-yl)-phenyl]
but yram de; 37) n 1,2,30r4;

%E&f\fyl( ]6;)2},?;?,2%9327 21?523/# 'b%in%;’ S’os‘é'iélg PN P F O I ARl iﬂ’éﬁﬁ}g%H to be

N-[ 4- (6, 8-di chl oro-2- et hy}épjra@eosb)ﬂFta%ﬁ@ydr 0-isoqui nol i n-4-yl)-phenyl ]

i sobutyram de; 39) ’

N-[ 4-%6, 8-di chl oro- 2enet hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl] -2,

2 di net hyl - propi onanm_de; 40

N-[ 4- (6, 8-di chl oro- ZWtW €i1,82, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] 20

cycl opropanecar boxam de; 4 ; : .

N-[ 4- (6, 8-di chl oro- 2- net hyfo-g%,trfrflm ttheetlwat?/rgrtg-whs'%rc]]:[Jr?er},o?ﬁentzoz[[dfld)a- ghg?lyl ]

cycl obut anecar boxam de; 42§-membered ring;

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

cyE:I oéen?’&ﬁ@’%&!’%g%dﬂpﬁ@mégsﬁ‘gbe equafto f,"” | yi)-phenyl]

gl- [24-t|@6f iﬁqgii chm%ﬁd}e‘ghzg 1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl] -2,

: ri fluoro-acettani'de;

N-[ 4- I( 6, 8-di ghbor 0- 24 nﬁ;@yswﬁ, 2,3, ;1 t et rahydr o-i soqui nolin-4-yl)-phenyl]-1

acet yl pi peri di ne-4-car boxam de; 45 .

N-[ 4- (6, 8- di chl or o- 21t/aeing possiblefonore of mpFatdatares il GpHzp+a 19 Pp-rplased] 30

ni cot i nam de; 46) i

N-[ 4- (6, 8-di chl or o- 2PHE#OMSi 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl ) - phenyl ] - me

thane suldgnames Ho a3, ©0Hotsq or OCOR22;

N- [ 4- ( 6, RENeMHESsHods, hyqt- 51 3] 4t et rahydr o- i soqui nol i n-4-yl)- phenyl ]

et hapgsul f onamigdgid ¥48)

N , N -di net hyl am no-N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui no

lin-4 y| )-pheny| ] -SUi g?nﬁy@g?ne another1,2,3_or4; . .

o e 50y O 2Bt bodsibteTof ohé of Abie 1P atcHEH egHbR:1 ahbofiesiv) !

N-(3-(6, 8-dichloro-2 , -ahydr o-i soqui noli n-4-yl)-pheny

N ¢ (,dd'Sflﬂ) 19TBE R¥praded by Fafopg; ahydr o- i soqui nol | ) - pheny! ]

utyram de; -

N-[ 3- (6, 8- di chiR2- 2GOytdnai1s 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl] 10

pent anam de; 52)

N- [ 3206, 8- di chl or o- 2Unet hyll. 2,3 0844-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ]

i sobutyram de; 53) s : :

N-[ 3- (6, 8- di chi or o- 2.tR&INg Possiglefor, ope or more H atoms in CuHau+ toe replaced,

2 di met hyl - propi onamipgde: 5fbme4) _ _ _

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

cycl opr oRhR&abdRE de; 55) '

N-[3-(6, 8-di chl.oro- 2- hh -1.2, % 4- tdzébapygd)-i %p%lg rl:géé_n-4-yl ) - phenyl ]
&‘another 3H, SO3H 2 ;

cycl obut anecar 6’6%'@5?’ ¥§j on _ _ _

L3565, 8-l chlggr: 2 @l AOCh 309 bPRiriZsrzel]) - pheny! ] 20

N-[3-(6, 8-di chl oro- 2%,{3/%5,1 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-2,

2,2 trifluoro-acetamde; 5

N-[ 3- (6, 8-di chl or o- 2- met hylindepzngeatly of oaépdotherdo@uidnélor®; 4-yl ) - phenyl ] -1

acet yl pi peri di ne-4-car boxarg de. 25 59)

N-[ 3- (6, 8- di chl or o- 2T hyIrES’IJ%; 595%4-tet rahydr o- i soqui nol i n- 4-yl ) - phenyl ]

hi cotinam de; 60) it being possible for one or more H atoms in CnnH2nn+1,

N-[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui n(S‘I i n-ﬂ'—yl ) - phenyl ] - e

t hango CrmmH2mm-1 and OCppHapp+1 to be replaced by F atoms;



sul fonam de; 61 )

N-[3-(6,8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)- phenyl]
30 et hanesul f onanm de; 62)

N , N -di met hyl am no-N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui no
lin-4 yl)-phenyl]-sul fam de; 26 63)

N-[2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetr1a11ydro i soqui nol i n-4-yl)-phenyl]
propi onam de; 64)

N-[2- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]
but yram de; 5 65) R25 and R26

Bl_eLfaE]gmsdgl ng;)r 0- 2- et hylmdlependently o% or?g%%t%er?-?%%n leng1 y||n)w Qr?? eI ]

N[ 2- (6, 8-di chl oro- 2- et hyl 3, 4-tetrah 051 sogui nol i n-4-yl) - nyl ]

i sobutyrami de: 67) N-[2-(6/ 'ésjféﬁé%%‘?‘t? O%C%ICﬂ{ﬂ the Titrogen is replaced ekt

&23) 3, 4-tetrahydro-isoqui ”°'d§aﬁa¥rhé s@Mb]—rgzis%e&Igcg& g?tmé&?.propl onam de;
N-[2- g6, 8-di chl oro-2-nethyl,- 1, 2, 3, 4-8e4 reagygr o- i soqui nol i n-4-yl) - phenyl |
cycl opr opanecar boxam de; 69)

N-[ 2- (6, 8-dichl oro-2-nethyl -1, 2, ﬂb@lmgaposmblerforoeeq»nmmmhhatbmﬂnCEHggyi]
cycl obut anecar boxamni de; 15 70) N-[2 (6, 8-di chl or o- 2- net hyl -

(2, 3, 4-t etrahydro-i soqui nol i n-4- mbepﬁ@lﬁyeqi b&fcﬁ@ﬂ%t anecar boxam de; 71)
N-[ 2- (6, 8-di chl oro- 2- net hyl 2172 %, gdro i soqui nol i n-4-yl)-phenyl] -2,
2,2 trifluoro-acetam de; 5

N-[2-(6, 8-dichloro-2-nmethyl-1, 2, §a4 tegrghgg;g i soqui nolin-4-yl)-phenyl]-1
20 acetyl pi peri di ne- 4- car boxam dé 73)

N-[ 2406, 8- di chl oro- 2-net hyl -1, 2, Bbfemgaposmplerforosequrmmbmhatbrys)n phenyl ] - me
t hane sul fonam de; 74} ]

N-[ 2- (6, 8- di chl or o- 2- et hyI -1, 2, SaaH2aa+4niRiPe reRiBeRs RYIN AN ) - phenyl |
et hanesul f onam de; 2%!

N , N -di met hyl am no- N-[ 2- (6, 8-di chl oro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui no

lin-4 yl) - phenyl ] - sulR28a0é R266)

1-[3-(6,8-dichloro-2-nmethyl -1, 2, 3,4-tetrahydro-isogui nolin-4- a/ 3 phenyl ] - 3-
ethyl urea; 77) together with the N atom to which they are bonded a 5- or

1-[ 3466, 8-di chl oro- 2- net hylg r ahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
met hyﬁ 30 thiourea; 78) 6’ﬂ1eﬁ1b%réldtnﬁb,

1-[2-(6, 8-di chl oro-2-net hylorl, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
t hyl 27 79

Tl (6 &2 chi or o b et nyIRET andsaCia grauR af B2 a5 RAG9gether wih the N &je. 5.
t hyl thi 80

N (5014 (6.8 d ehl of o- 2 metRIEh B18Y afebanded A% 0% &R AR ingsy

phenyl suldranoyl ] - 4- et hyl -t h| azol -2-yl)-acetam de; 81 )

N { 5- b (6 8 dlchl oro-2-nethyl -1, 2, 3, 4-tetrahydro- |squ| nol i n-4-yl)

phenyOsul R&nB§EBNdAR9ret hyl - t hi azol - 2- yI) acet ani de; 82)

\-[4- (6, 8 dlch'.ﬂa GifEt ey ohe Bribider 1SR 261H S, NrRs2E SR urdds BlRap! 1 - L

2 dinethyl-1Him az s P FSha
N-[3-(6, 8-di chl 2- r Jin WHRew ! 1-1,
2 10 di et hyl - 100 m o0 b ORRarEE ﬁ‘%ﬂ”efwyﬂ TR BPbiperidin
N-[ 4- (6, 8-dichl oro- 2rmgsrwlez odpdmé bé&bprébedl Q@ or NR33)- 4-yI ) - phenyl ] - 5-
chl oro 1, 3-di net hyl pyr azol e- 4- sul f onam de; )
N-[3- (6, 8- di chImzaﬂdmmylmde;ierﬁiemlyefoab;amwweréd)quohcbigmqtl yl ) - phenyl ] - 5-
chloro 1,3-dinethyl-1 H pyrazol e-4-sul fonam de; 15
N-[ 4266, 8- di chl or o- 2-aget hyl1, 2, 3, 4, 3.-6,et ewBydr o- |squ| noI i n-4-yl)-phenyl]-5-
brono t hi ophene- 2- sul fonarri3de&; )

yy ,4,50r6;

h 1,2,30r4;
it being possible for one or more H atoms in ChH2h+1 to be replaced by F

atoms, and it being possible for one or more H atoms in the groups



87)

N-[3-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-5-
brono t hi ophene- 2-sul fonam de; 88)

N-[4-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-C,
C,C 20 trifluoro- nethanesulfonanlde 89)

N-[ 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-C,
C, Ctrifluoro- nethanesulfonanlde 90)

4- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl ]-2, 2,2
trifluoroet han€guHbgnara ﬂ@cﬁ52§}-1)t° be replaced by F atoms and for one or more

3-(6, 8- dlchloro 2- et hyl t et rahydro-i soqui nolin-4-yl)-phenyl]-2,2,2
trifluoro-et haﬁ&tggrbuparhm tie;replared by NR31 and for a CH2 group to be replaced by 0;
N-ethyl -N -4-(6, 8-di chloro-2-neth 2, 3,4-tetrahydro-i soquinolin-4-yl)
benzenesul f onyR3f ea; Ho8kkH2kk+1. C R65 or SO2R65;

2-chl oro-5-(6, 8-di ch] oro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl) 30
benzenesul f onani de; ¥4) 1, .3, 0r4;’

2-metawyl - 4-pheny! - 6. FuBirky podsitie R5i6ME b riote 1 drofhnd @1 5 Rftaced BRG] Ne:
2-am no- N-[ 4- (6, 8- di BBbor oH2CggitHpyk+1L, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-ph
enyl] acetam de; 96)

N-[ 4- (6, 8-di chl oro- 2- met hyxx 1, 2, B, 4-3 et 4.dhbeing-nossiple fasiane ar-mpre Hratags

2-met hyl am no- acetam de; 5 97)

N- [ 4- (6, 8- di chl or o- 2- met hyl - 1, 2,9 9B [9R'aced By £ atQms: 1161 i n-4-y1 ) - pheny! ]

2-di met hyl am ngr acet am de; 98)

2-anmi no- N-[4- (6, 8-di chl or o- 2- net |_yI -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyl 10 pr opi onaWde @g)etherwnhac 2 group of R30 and thé N atom to which they aré

2-am'no-N-[4-(6,8-dic hdr0|squ|noI|n4yI) ph
enyl] 10 butyrani de; Jof &bonded ftor|¥1 % mem er el |¥

2, 6-di am no- N- hA- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4.-y
| ) phenyl]-hexanam de; 101 )
4- (6, 8- di chR&Po- 2a ke Brmembezed hetarpaioyortis $ystemiselgated from thepgreup! |
rol i di ne- 2- carbox

(6811 ohi or o- LRSSt VBN, ipidazoly). pysarlyl, BYHEI S 1SiRzSlAYy
{goti nam de; 103jhienyl, thiazo 2yl and oxazolyl,

(6, 8-dichl oro-2-net hyI 3, 4- tetrahydro i soqui nol i n-4- t¥1| ) - phenyl ] -1
ol e- 3-car boxani de: 1v_yh)ch are unsubstituted or substituted by up to three

»
o O o aet W katlssfuhtd sbRlcied R tBp RahbRar bt F: BRHH1) - 1
(6, 8-di chl or o- 2- net hbeg,HQog,..fi NR7ORMdr o- i soqui nol i n-4-yl)-phenyl]-1-
I 06

y
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4-

0

4-

hyl pi peri di ne-4-carboxam de;
4- (6, 8-di chl or o- 2- net hyR70, andsRMtet r ahydr o-i soqui nol i n-4-yl) - phenyl ]
4%

4-

4-

0

4-

h

4

6, 8- di chl or o- 2- et hyl - EpFQ@?éﬁﬁ/‘gfoﬁq @%%PBBII' C#”E'%«'I“)""pq{enyl] 4-

H pyrrol e- 2-car boxam de Bj@
, 8-di chl or o- 2- net hyl - 9 t'étrahydro-i soqui nolin-4-yl)-phenyl]-2,
hyl -1 H-pyrrol e-3-car boxalee HOG)yHoyy+1;

8-

d

g met hyl -1 H pyrrol e-2- carbo mde
0

rol
(6

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

i m dazol e- 4- car boxam de, uu.ao;iw independently of one another 1, 2, 3 or 4;

(6,8 anch or o 2-met by | phury BodabiERPONE DM@ bisthd i fiedgbupbeny! - 2

6
esul f onyl - plperldlne
6,
t

8- di chl or o- 2- et hybo%)%o%*ﬁe%krl-?pmm@flwvwhlt@bé replaceb &y | - 3,

i me hyI 1H pyrazol e- 4- carboxam
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4- (6, 8-di chl or o- 2- met hyatomg, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1
yr azol e-4-carboxam de; 5 113)
4- (6, &dichl oro-2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl) - phenyl ]
R7, R8 and R9
independently of one another H, F, Cl, Br, |, N02, CN, OH, NH9, CeeH2ee+1-
30 CwwH2ww-1, OCtHo2ff+1, NR40R41, CONR40OR41, COOR42, COR42 or

OCOR42,



i fluoronethyl -1 H pyrazol e-4-carboxam de; 114)

-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
- met hyl am no- acet am de; 115)
[3-(6,8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2
di met hyl am no- acet am de; 116)
2-am no- N-[ 3- (6, 8-di chl oro-2-net hyl -1, 213, 4-t et r ahydr o- i soqui nol i n-4-yl)-ph
enyl] propionanm de; 117)
2-am no-N-[ 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyl] butyram dgand¥f 118)
2, 6-di am no-N-[ 3- (6, 8-di chl oro- 2- et hyl - 1, 4-t etrahydro-i soqui nolin-4-yl
) phenyl] hexanam demdgmgpdently of one another1 2 '3oré4;
N-[3-(6,8-dich '([]é% 1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]
pyrrolidi ne-2- box m” ?20)
N-[ 3- (6, 8- di chiteingpossiblglfodode 3r fdretH atonl in-theagroups Ogatbeili); phenyl ] 20
i soni cotinam de; 121 )
N-[3-%6, 8-di cwawHwaef; ant-QCaH3+41 ttotbeatepirasd by b atomis| n- 4 yl)-phenyl]-1
H pyrrol e-3-carboxam de; 122) N-[3-(6, 8-dichloro-2-nethyl -
(2,3, 4-t et r ahyB46-angbB4ii nol i n- 4-yI ) - phenyl ] -1 H pyrrol e- 2- carboxam de; 25
123)
N- [ 3- (6, 8- di chl or o- 2 Sttt ?Q(NJ*)[“LH%hydro | soqui nol i n-4-y1) - pheny! ] -1
met hyl pi peridi ne-4. gcarbo ag1§l 5)1%4Zd}l-8[3 (6, 8-dichl oro 2- met hyl -
(2,3, 4-tetrahydro- |squ|noI|n 4-yl enyl'] 1, 4- dlnethyl

H pyrr ol e- 2- car boxanitdejngl@égsible for one or more H atoms in the group CitHott+1 to be
N-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-
nitr®030 1 H pyrrol ereplacathby Fratams; 126)

N-[3- (6, 8-dichl 'o+ro 2-met hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl) - phenyl ]

2, 5-di et hyl - pyrrol e- 3-car boxami de; 30 127)

N-[3-(6, 8- dlchmlooarﬂjmt]hyl 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1
H i m dazol e- 4- car boxanm de; 12 CZZ

N-[ 3- (6, 8-di chl or o- zqﬂgeﬁﬂe.cle indepepdenthnofons arethar Rydroxyethyl, ) - phenyl ]

1- net hanesul f onyl - pi i

N-[ 3- (6, 8- di chl or o- ZRer‘r'gt 'l'ﬂiéﬂ’lﬁaﬁg{"% etrﬁdfﬁh’*%@%’mtﬁ%’l pyrrolidingethyly ny
3,5-dsnmet hyl -1 H pyr Nzniemwplperdmncmthyieplpkﬂmnoethyl morpholinoethyl or

N-[ 3- (6, 8-di chl oro- 2- metrC]jYI % 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1
H pyr azol e- 4- car boxaRiR§EH

N-[3- (6, 8-dichlypro-2-methyl -1, 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 10
3-trifluoronmethyl-1 H pyrazol e- 4-car boxam de; 132)

1-[ 2- (6, 8- di chiR#CGoar®d Rétlhyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
et hyl thiourea,; 133)t t ith N ich th f . ted
1-[4- (6, 8-di chl oro- 2- qgae[mrwg éhes z?%%‘ﬁk}'&% ?%B%P?l%q?q] 05”3/?5'"8&8#%%?-3-
et hybpt hi ourea; 15 1%gn the groug consnstm of pyrrolidine, piperidine, N-methyl-

1-[3-(6, 8-di chl oro-2-net hy -tetrahydro- |squ|noI|n 4-yl)-phenyl]- 3-
ethyl thiourea; 135) plperazme plperazme and morpholine;

3-[3-(6, 8-dichl 4-t etrahydro-isoqui nolin-4-yl)-phenyl]

1, 1-di net hyl - r@{g) 1§g§'t8¥1h|‘|2hh ?

N-[3- (6, 8-dichl oro- 2npet hyk- é 2 of 4 t et rahydro-i soqui nolin-4.-yl)-phenyl]-4
-nmet hyl 20 pi perazi ne-1-car boxam é; 137)

N-[ 3- (6, 8-dichl oro- 24trtﬂuhgpes$lbl,e3fpnonetoraﬂhgferhbatcanunthagm)up GhrHHenytq - pi
peri di ne 1-carboxam de; 138)

N-[ 3266, 8- di chl or o- ZDﬁH’Bﬁ!ﬁce@ by Batpmgit r ahydr o- i soqui nol i n- 4-yl ) - phenyl ]

nor phol i ne-4-c¢

N L5 (6, 6 di ohith $BR i shBsthi8lts from the grope of R7, RS 20 RO 103X 1% ey |

pyrrolidi ne- 1- ginbrasetudty bd HGH or OCH3

3-[3-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
1- di et hyl - ur emd where at least one of the radicals R7, R8 or R9 must be selected from the

group consisting of CONR40R41, -0,SOR23, NR32COR30, NR32CSR30
30 and NR32SOppR30;

and the pharmaceutically acceptable salts and trifluoroacetates thereof.



H
o

6, 8-di chl oro-2-nmethyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl)-phenyl ] - 3-

30 urea; 142)

6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

i met hyl am no- et hyl ) - ur ea; 31 143)

6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rldhydr o- i soqui nol i n-4-yl ) - phenyl ]

rahydro-furan-3-yl )-urea; 144)

6, 8-di chloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

rahydropyra n-4-yl )-urea; 5 145)

6, 8 di chloro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-1-
Gilanpreferepee ilsdgwgnj,o ypmpgp@gs e formula | in which thé meanlngs

thyglchloro 2-nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]

'yl am no- propyl ) - 1- nethyl urea; 147)

W3 e
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e
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Q_z-\ —_——~ o~ o~ Q_z-\ —_—

( , RUIRAIRG and Rwet hyl - 1 2 3 4-tetrahydro-isoquinolin-4-yl)-phenyl] 10
glmethylamno et hyl) I-urea 148)

8- di chnrme@e@dﬁeﬂm one Q"ch@fﬁet SHyBF. QM sV FaH2e+4. gysiopkyith - 3

i met hyl am no-,pLo r
- (6, 8-di ch of‘oé?pﬁ&l#‘? Q&Q%Pm*étrahydro i soqui nol i n-4-vyl)-phenyl ]

- met hoxy- e%haﬂ& urea; 15 150)
8- di chlor 0- -rreth | -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3-

6,
g 3-yl-urea; 1lhlthe groups C H2f+1 and OCpHoh+1 mdependently of one another
in

il—‘l—‘OOng OOOOl—‘OOI—‘
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8-di chl or o- 2- net hyl - t et rahydr o-1soqui nol i n-4-yl)-phenyl] - 3-
4-yl -urea; 1822, 3or4 it belng possible for one or more H atoms to be replaced
6, 8- di chl or o- 2- % 1,2, 3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-
20 pi per azi nePYFc@PB¥ani de; 153)
-(6, &rdichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nol i n-4-yl)-phenyl]-3-
| urea; 15@%
- (6, RURKIRS 8ndRéet hyl - 1, 2, 3, 4- t et rahydr o- i soqui nol i n-4-yl ) - phenyl ]

Zjl(gEtShé: chl'icfeé) ﬁéﬁ)2§ oﬂefngthfrt'\g%wa%%ro i soqui nol i n-4-yl)-phenyl]

i et hyl - ur ¢a1 d5bR12
2- (6, 8-di chl oro- 2- rrethyl-l 2, 3, 4- tetrah)ﬁdro |squ| nol i n-4-yl)-phenyl ] - pi

eri dPne 1- carboxam (H'!QGPPS?‘)’«‘nﬂy ofone anotherH, CeHoe+1, CrrH2rr-1;

N-[2 (6, 8-dichl oro-2-nethyl - ;"{ éetrahydro i soqui nol i n- 4- yl ) -phenyl] 30
mor phol i ne- 4- car boxami de; f58 2,30r4

N-[ 2- (6, 8-di chl oro-2-net hyl- 1 2, % gggpgahydro i soqui nol i n-4-yl)-phenyl ]
pyrrolidine-1-carboxam de;

1-[ 2- (6, 8-di chl oro- 2- net hyl - 1 2 Bbmn@pmmplerfonons@qummed-hawnys in-theenyl |

3-(2-di net hyl t hyl 16
N4 (6.5} chloro. 2 met byl - 1.2, 88 &Pﬂse%'aﬂ?ﬂ? 80P St 19 LR SPRBAENT | - 4-

<!

y

CP3raFS
I\le\):Tl\)_

I—‘OO
— |_\|—| H'_| Lol o B o e T P M S s P N s B B s P N s B s B s P N N . D s P N s Bl | =

37

met hip pi per azi ne- 1-car boxam de; 1)

N-[ 4-(6, 8-di chl oro- 2- net hyl - § -t’et rahydr o-i soqui nol i n-4-yl) - phenyl ]
pyrrolidine-1- @ar boxam de; 162)

1-[4- (6, 8-di chl - 2- hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
met hyl urea; 1é§§ dﬁqltz

3-[4-(6, 8-dichl oro- 216§éthé+ with #he NlatoRi fARMIRAQhEY QP8 bBRded ot A LingeiBcted 10
1, 1-di met hyl -urea; 164

3 [ 4- (6, 8-di chl or o- 2from the group, @nsistiegradipyoolidineopipenidinenNs- y1 ) - phenyl ]

hyl
1 adbg 8 ot o o 5 MhelfWipiperazing, pioerazing,apd £29BBINS 0! i n- 4- y1 ) - pheny! ]

3-(2-di net hyl agrno-et hyl ) -urea; 15 166)
N-[4-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ] - pi
peri di ne 1-car fkband&12167)

N-[4- (6. 8-di chl o o- 2;0ethyl ¢ b2 oBofe Wb RSB MO SNARAY) IRk
or SO2R14;

30 R14  CgHag+1:



nor phol i ne- 4- car boxam de; 168)

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 20

for m'de; 169)

_-h
—~

ne 170)
4- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et 1&hydr o-i soqui nol i n-4-yl ) - phenyl ]
-di net hyl -urea; 25 171 )
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| 4-met hyl - pi per azi ne- 1g car boxaayi3ier, 4,1 Bging possible for one or more H atoms
4-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro- ISO%UI nol i n-4-yl)-phenyl ]
,3-trimethyl-urea; 173) 'to'be replaced by F atom
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m de; 179) [3- (Br{% %ﬁgcﬁ’ﬁ%ro 2- et hyl -

SF

4-
2-
4

OOF—‘OOI—‘

~rz
N O

—
>

pyrr ol i di ne-1-car boxam de 184)3, 4 or 5, it being possible for one or more H

o7

i per i di ne- 1- car boxami de 15tomm the group CmH2m+1 to be replaced by F
6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) -phenyl ]
rlnethyl urea; 183) atoms;
, 8-di chl oro- 2gpet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl ]
met hyl - ur ea; 184
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nor phol i ne- 4- car boxam, de;
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6, 8-dichloro-2-nmethyl-1,2,3,4-te rahydro i soqui nol i n-4-yl)-phenyl ]
[ n@uhwh@m R@-reust/alyvays mot hgleqmaét@ H25 187)

6, i chl or 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
et %ﬁj 1- %qtﬁylorﬁsﬁ%gro%%yb di met hyl am no- et hyl

8- ®Rehl op- 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n
- phen7ylrﬁl car bamat e; 189) 2-di met hyl am no- et hyl
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, 8- dlchloro 2- met 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

mate; 192) ethyhn 1 2,3,40r5,
8- di chl or o- 2- net hyl - 2.3, 4- tetrahydro i soqui nol i n-4- él) phenyl]
te; 5 193) isopr Opypt 'being possible fof one or more H atoms in ChnH2nn+1 to be

8- di chl or o- 2- et hyl - 3,4-tetr dro-i soqui nol i n-4-yl)-phenyl]
mate; 194) 2, 2-di rreth{ﬁpﬁ‘?ﬂ) yFat Be:
8-

di chl or o- 2- mpidydid R263, 4-t et rahydro-i soqui nolin-4-yl)

independently of one another H, CN or CzH922+1, in which the

§’T

=

OOQ) oog OOQ) w

first CHo group bonded to the nitrogen is replaced by CO or
30 CS and the second CHa is replaced by NR27;
z 1,2,3,4,50r6;

6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-neth
4- (6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne

4- (6, §-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne
4- (6, R1JRNIRY en@RAet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ] - e

t et r ahydr o-i soqui no !pmq | 180 .
1?6 8-di CK| or o- 2- ?reth n'd%pgn%éélﬂtetra %/r&c?fﬁbf})s‘loér&? H%nn#k ylg phenyl ] - e

6, 8- di chl or o- 2- met hyl - 3 4- tetrahydro I'soqui nol i n-4-yl)-phenyl]-ne

, 8-di chl oro- 2Rm¥tamd R182, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -nme



phenyl ] - car bamat e; 195) nethyl

[4-(6, 8-di chl oro-2-net hyl - , 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl] 10
carbanmat e; 196) i sopropyl

[4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
carbamate; 197) 2,2-dinethy| propyl

[ 4- (6, 8-di chl oro-2-nmethyl -1, 2, 3, 4-t et r at\dr o- i soqui nol i n-4-yl)
phenyl ] - carbamate; 15 198) ethyl

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

carbamate; 199) |t belng possible for one or more H atoms in C,H
(R -N-[3-(6, 8-di chl oro-2-net hyl - , 3, 4-t etrahydro-i soqui nol i n-4- y%) phenyl
] met hanesul f onam de; 200) to be replaced by F atoms;

(S)-N-[3-(6, 8-dich.loro- Z-ggkhyl -1, 3, -t etrahydro-i soqui nol i n-4-yl)-pheny
] 20 nethanesul f onani de; HorCq aa+1-

(R -1-[2-(6, 8-di chl oro-2-net hyl - 1 2, 3,{1 ée§ raEydro-i soqui nol i n-4-yl) - phenyl

] 3-ethyl-urea; 202)

(S)-15[2- (6, 8-di chloro-2-methyl -1, 2, 3, # bbRig eI € forssHelbN@oré Hlatohs inheny |

] 3-ethyl-urea; 25 203)

N-[3-(6, 8-di fl uoro-2-nethyl -1, 2, 3, 4- t éenatipdaet te bgueploced by-fyatomsgienyl | - ac

et am de; 204)

4- (3- br ono- phenyl ) - 69B-di chl oro- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i ne;
205)

1-[ 3- (6, 8-di chl oro- 2Rr%e5tef1nc1 R%62 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

3-(2-hydroxy-ethyl)-urea; &gethertwith the N atom to which they are bonded a 5- or
3-(6,8-dichloro-2-nmethyl-1,.2,3,4 teiérahydro i soqui nolin-4-yl)-benzoate; 30
207)’| - (6, 8-di chl oro- 2- net ﬁﬂ‘ 'Tb uo Q'etrahydro i soqui nolin-4-yl)-benzoic
acid. and the pharmaceuticgily acceptable salts thereof. 35 Exceptionally
particul ar preference is given to conpounds fromthe group of 1 21

N—[4 (6, 8-di chl or o- 2- net hyR27,and3a LHzgraupyefrR2% oo R26riopethes withithgiNatam ace
tamde; 5 2)

4- (6, 8- di chi or o- 2- net hyl - 1tpwhich-they agspanded adyarfomembergd yingenzenesul f on
am de; 3)

3-(6, 8- diChl or o- 2- met hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-benzenesul f on
am d¢5 4)R7, R8 and R9

1L (6,5 ohl o0, 2Thy Y o e NiRASUHAE, NROSAIGRAb B Aoy 1>

1-[ 4 (6, 8- di chi_gr.0- 2 2,3, 4.t ety ahyd | 11-3-
et Lyl oo ca; 650" HIBRYE cori5ecrs CysHRm poron @iyl &%pibSrdinyt, i RRRRY' 1 -

N- [ 4- (6- br omo- 8- chl ofie2-BHHrody %né’y B 1631588 By & bERRaNO! | n-4-y1) - pheny!

] acet am de; 7)

N-[ 3- (6, 8- di chlrgs0ard RBBNY H, Inethy d-¢r4;r ahydro-i soqui nol i n-4-yl) - phenyl J ace
tam de; 15 8)
N-[ 4206, 8- di chicer o- 21 By4 -8,,6},73%0r48;t et r ahydr o-i soqui nol i n-4-yl) - phenyl ] pro
pi onam de; 9)
N- [ 4- (6, 8- di chiY¥r o- 238t B\Ar 61, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ] - 1-

acetyl pi peri di

N-[ 4- (6, 8-di Ch@eﬁn@%%@ﬁ@oﬁ%&e?@in?rg#a %n |thseo rou I(??FHA?C;?F'? nhenyl] e
thane20 sul f ongi t&b replaced b Fatoms and for one or more Chip groups fo be
N-[ 4- (6, 8-di chl &fy y#‘le h? 1p2 3, 4ytetrahydro I soqui nol I n- 42yP r?henyl]eth

anesul f onam de;repldted by NR31 and for a CHo group to be replaced by O;

N , N -di net hyl am no- N-E/4 (6, 8-dichloro-2-nethyl-1, 2, 3, 4- tetrahydro i soqui no
i n425| ) - phenyIR3tul Hymeltibyl, 28hy 3¢ F3, CHoCF3, acetyl, proplonyl methanesulfony! or
N-[3-(6, 8-dichl oro-2-methyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ] pro
pi onani de; 14) ethanesulfonyl;

N-[ 3-(6, 8-dichl gro-2-nethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl ] but
yram de; 15) or

N-[3-(6, 8-di chmpto@emrfwkhéwf»gfod;ﬁbrﬁbmm-théwuwmlta Whﬂ:wﬂn)eyrahejmhﬂﬁo

i sobutyram de; 16)

N-[ 3- (6, 8-di chl or o- 2-bordey lforn a, 5., ct-8-atenatberdd aingsoqui nol i n- 4-yl ) - phenyl ] cyc
| opr gpanecar boxam de; 36 17)

N-[33 86 8-di chl®ro-2- et hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ]
cycl obut anecar boxam de; 18)

N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-2,
2,2 trifluoro-acetamde; 5 19)

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 ] - 1-
acetyl p| perl d| ne- 4- car boxam de 20)

o o ~ o, a ~ o~ M Y - = x s A 1 N\ I T I 1



cycl opr opanecar boxam de; 25)

N-[2-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1-
acetyl piperidine-4-carboxan de; 26)

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 ] - 3-
ethyl 20 urea; 27)

1-[3-(6,8-dichloro-2-nethyl-1,2, 3,4-tet r1thydr o-isoqui nolin-4-yl)-phenyl]-3-
met hyl thiourea; 28)

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; 25R3®) pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or
1-[2-(6,8-dichloro-2-nmethyl-1, 2,3, 4-te%r ah dc; 0- i soqui .nal.i n-4-¥|'r21- %he{yl ]-3-
met hyl thiourea; 30) oxazolyl, which are unsubstituted or substituted by a maximum o

N-{5-[3-(6, 8-di chl or @-Rs | e - (o TRy inRel -

phenyl sul f amoyl | - 4- ntg?lﬁs;;(ﬁﬁ%%asggﬁ&%&gﬁﬁg‘%;@gﬁﬁggnb%?% of ., O rﬁébh'y), ethyl

N-[ 3- (6, 8-di chl or o- 2trifieiorgrnethy?,, Ni4,- Nelacetyl,dr o- i soqui nol i n-4-yl) - phenyl] 30
1,2-dimethyl -1 H i m dazol e-4-sul fonam de; 32)

N-[4-%6, &di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-C,

CCtriflyprg-ne esul f onam de; 37 33)

N-[ 3- (6, gﬁi@]?%‘ﬁ g@ nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-C,
C, C trifluoro- iRidpengertly enané daothéd H, F, Cl, OH, NHp, CeeHoee+1, CwwH2ww-1,

N- et hyl - N - 4- (6, 8-di chl hy engme e Pyl -1.2'3 4-1etrahydre- seonui noli a-d)
benzenesul f onylQCwtds¢H1,IR40R41, CONR4OR41, COOR42 or OCOR42,

N-[4- (6, 8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2
di net hyl am no- @esarahffde; 36) \

2, 6-diam no-N-[4-(6, 8-dichloro-2:net hyl=1. 2, 3, 4-t&trahydro-isoquinolin-4-yl
) phihyl ] - hexanani delm ndenffy of O%é aXothe’r%, % éotr%,,

N-[4- (6, 8-di chiwayo- 23mat hyr6l, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl]-1
H 10 pyrrol e-3-car boxam de; 38_& ]

N- [ 4- (6, 8- di chl or o- 2itraging possiblefonone or Asrartd atarag in the greuprs [WeeHteatih | - 1-
met hyl pi peridi ne-4-carboxam de; 3 )

N-[ 4- (6, 8- di chl or o- 2-%mrﬁ9wm1 ?,"é,(iéff@fzrfam}arb&fﬁel?&ﬁﬂm*f AYADSH ) - phenyl ] -1
met hanesul f onyl {H ger' i1ne- 4- car boxam de; 15 40)

N-[4-(6, 8-di chifs o-'_}q thyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1
H pyngzol e- car boxanmi (plp,;ctﬂ.]?ﬁﬂ or C(NH)NH»2 _ _ _
N-[ 3-(6, 8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2
met hyl am no- acet am dét 42) 1, 2, 3 or 4;

N-[3-(6, 8-di chl oro-2-nethyl-1,2 3, 4-tetrahydro-isoqui polin-4-yl)-phe -2
20[ di ﬁret hyl ani no- acetitd}ﬁuaépoggple for one or more H atoms in the group C¥tt|2|2tl1?+1 Pcﬂaé
2-am no-N-[3-(6, 8-dichloro;2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-ph
enyl] propi onani de; 4@glaced %yrﬁeato}/ns,

2-am no- N-[ 3- (§8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-ph
enyl] butyram de; 25 ZJ%?

2, 6- @Pani no- N- [RAQ 8n@RAilchl or o- 2- net hyl - 1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 4-yl
) phenyl ] - hexanam de; _Ai ;

N-[ 3- (6, 8- di chl or o- 2. agRNdetly of ope another hydroxyethvl, NAf-dimgthyjamingetin]. . 1.
met hyl pi peri di ne- 4- ¢NyNodisthyiaminoéfyl, pyrrolidinoethyl, N-methylpiperazinoethyl,

N-[3-(6, 8-dichloro-2-nmethyl| -1, 2,3, 4-tetrahydyo-isoquinolin-4.-yl)-phenyl]-1
H 50 |(m dazol e- 4- car [RD&Y] @@,eﬂwé)morpthoilnoe Y{OT plpeﬁallnoeihyp; yl)-phenyl]
N-[3-(6, 8-dichlgro-2-nethyl-1,2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1
met hanesul f onyl - pi peri di ne- 4- car boxam de; 38 49)

N-[ 3266, 8- di chiR4®agdi®thyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl] -3,
5 dinmethyl-1 H pyraqu e-4-car
N-
H

[3- (6, 8-di chl or o- 2- %?‘HﬁrwitR%grﬂagk%é‘E F°g%°(§)iﬁho‘h?¥@ﬁ%PHBP?‘?‘.?&VTCﬁ"S’B\%ny| ]-1

piperidine, N-methylpiperazine, piperazine or morpholine ring;
R42 HorChhH2hh+1:
hh 1,2,3 or 4,
30 it being possible for one or more H atoms in the group ChyH2ph+1 to

be replaced by F atoms;



zol e-carboxam de; 5 51 )
-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,
nethyl urea; 52)
-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 4-
yl pi perazi ne-1- carboxanlde 53)
-(6, 8-dichl oro-2-nethyl -1, 2, 3, 4-t et rldhydr o-i soqui nol i n-4-yl) - phenyl ] - pi
eridine 10 1-carboxam de; 54)
3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
mor phol i et (hess B albsttue)irom the group of R7, R8 and R9 may not sumultaneously
N-[3-(6, 8-dichl org-2-methyl -1, 2, 3, 4- tetrahydro i soqui nol'i n-4-yl)-phenyl ]
pyrroli dibecO ar£pEhigan de; 15 56)
3 ([]|,3€§ ﬁy|8a '\&Igér%r Ieasqeotn% of t%é rég‘ calstF?'} rﬁg%dk% r'nag u(-') ggllezlczped4fr<¥rlr\)thg %er(r)na/ y1-1
( ﬁy( 6u§gggggg§b@cbmabuh1 L3, SodR8! NBAEORBE NRBDRIIRBG N ) - Pheny! ] - 3-
[3-§ 6£NRQ2§©§PR3@ met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-3-
20 di met hyl aft no- et hyl ) -urea; 59)
-(6, 8-di chl oro- 2- nethyl 1 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3
rahydr o- f uran- 3-yl) - 2
- (6, @ng temp(;l,a@mgc%tﬂqguyafcgp able salts and Hiflyoreacetatgsitheregl.y| ) - phenyl -3
ahyd ro-pyran-4-yl)-urea; 25 61)
-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1-
| 1- \(ay martioulanprptaredce rsgivgm jo comapubs@y of the formula | in which the
he dlchloro 2-met hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1-
t HOPAMAR 8t opyl ) - 1- nethyl-urea; 63)

6, RighIRs and Rt hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] -1-
i met’hyl'am no- et hyl ) - 1- math | -urea; 64)

d
6, 8- di chlingdependestiy pf omeansthertfbtﬁ By BF.dOHs Miflp, §aiH 2m+4t- wy§loptkyhwith - 3-
hyl am no- propyl ur ea; 39 65)

6, 8- di chldefedar @@Pmﬁ @C:h"iztt-idt’rahydro i soqui nol i n-4-yl)-phenyl ] - 3-
hoxy- et hyl% ea; 66)

6, 8- di chlao -met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-3-
g 3-yl)-urea; %ﬁ?@grou +1 and OCpHop+1 mdependentl of one another
in
6,
6,
6
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8-di chl or o- 2- net hyl - , 4=t etrahydr o-isoqui nol i n-4-yl)-phenyl]-3-
4-yl -urea; 69) 2, 3 or4, it being possible for one or more H atoms to be replaced
8-di chl or o- 2- neth% -1,2,3, 4 t et rahydro-i soqui nol i n-4-yl)-phenyl]-4-
pi per azi ne- 1- & -de 69)

3)d| chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3-
10 urea; 70)

- (6, Rt R2| RB and-Ret hyI 1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl ) -phenyl ] - 3-

t hyl am no- et 71 )
5‘63 8- di Ch|'6¢%})ﬂ¥4ﬁ%‘ﬁ| Oii'??,r‘?}hﬁrtWF 1RV8r 0-i soqui nol i n-4-yl1)-phenyl ] - 4-
| pi perazigpr and @xam de; 15 72)
6, 8- di chl oro- 2 nethyl-l 2,3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-3-
urea; 73) |ndependently 'of one another H, CeH2e+1, CrrH2rr-1:
6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-y| ) - phenyl ] -1,
thyI urea; 74) e 1,2,3 0r4,
6, 8-di chl oro-2-nethyl:1, 2, % ﬂ B%trrsahydro i soqui nolin-4-yl)-phenyl]-1,
i ethyl -urea; 75)
266, 8- di chl oro- 2-net hyl - 1, 2, & beihgpoasiplérfor bae quinmuriei Hhatorps n thieeny| ] - 3-
i met hyl am no-ethyl)-urea; 76)
N-[ 4- (6, 8- di chl or o- 2- net hyl - 1, 2, rouRSPeHRent @NdGutizre! itR-28 PPASSHN T |
nmor phol i ne- 4- car boxam de; 25 77)
N- 4- (6, 8-di chl or o- 2- net hyl - aJP’Pét rahydr o-i soqui nol i n-4-yl)-phenyl]-for
mam de; 78) or
N-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl) - phenyl ]
for mam de; 79) R11and R12
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
3,3 trimethyl-urea,;
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30 80)

1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
3 di et hyl - ur ea; 40 81 )

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ]-ne
t hyl nor phol i ne-4-car boxam de; 82)

N-[3-(6, 8-di chl oro-2-met hyl -1, 2, 3, 4-t et rl&ydr o-i soqui nol i n-4-yl ) - phenyl ] - me
t hyl -4 met hyl - pi per azi ne- 1- car boxam de; 5 83)

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 ] - 3-
(2 di met hyl am no- et higetHer@ithiHe Nrtém B4vhieh theparaybeHidifofhy ting selected

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

yl ) - phenyl ] - car banat #omthe grodp gensistiagion pyeelidine, piperidine, N-
[ 4- (6, 8-di chl oro-2- ly=: 4- 1. i halin-4 10
yl)-phenyl]-car bam?ﬁ?ﬁ%%?'%sfaﬁ%tm%ga%%géﬁ @9&%'&%’ _
[ 2- (6, 8-di chl ovp-2-net hyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4
yl)-phenyl]-carbamate; 87) nethyl _
[3-(698-di chl oRJ1ANRERAZI - 1, 2, 3, 4- t et r ahydr o-i soqui nol i n-4-yl ) - phenyl ]
carbamate; 15 88) (R
S)- N[ 3- (6, 8-di chl orR'o"ngr?S?ﬁE}ﬁ'x 9f gpe;another CORIE CORIALCONHRIS. CRNAR L V1
met hanesul f onani de; 80B0R 1k,
S)-1-[2-(6, 8-di chl org{-&- n'etCh | -1, 2,3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]
-3 ethyl -urea; 90) 2q+1:
1-[ 3- (6, 8-di chl oro- 2- net hyl -gl, g 3,4-tet ra.héd_r o-isoqui nolin-4-yl)-phenyl]-3-
'Eﬁ 20 Pyd_rl_(ﬁxy_-et hy![_)-urfea; ?ﬁnd t he2.phaf fait ﬁt'igdéﬁﬂsﬂ’l?é?ﬁ%ﬁa% @Oé%d %to;nsth
er : e invention further e W 0 e conmpounds o e
forrrﬁ a | for producing a nedi ca{rar)cen o?s‘“ﬁ%p?réég&r?ént of disorders which
can be iwkl uenced by 25 inhibition of the sodi um proton exchanger of
subtype ]| , . in which the neanings are: Rl, R2) R3 and R4
independ&%l@?&éﬂ%%ot her H, F, O, Br, I, CN, N02, OH, NH2, CaH2a+l,
CaqH2qq- L, OObilaphndehibPonSBRBl Ry SEBAA, SOy, phenyl ;30 a and b
41 in the groups §H2a+1 and OCbH2b+1 1 ndependent]y“of one another 1, 2, 3,
4, 5, 6, 7 or 15t %i-@g_,_q@ﬂpbﬁﬁ:{ﬂ&r one or nore H atonms to be repl aced
by F atons; qq 3, 4, 5, 6, 7 or 8, it being possible for one or nore H
atongsto be 5 replackd by F,2i®os4, Rbeirnd possiiéfordne or inor@ H 8tonds tobhe 6, 7
or 8, it being possible for cine re Hatons to be replaced by F atons,
x zero or 1; 10 y zero, 1, rega%ecﬁ{;y%?atgmg,,e the phenyl ring in the group
Ox- (CH2) y- phenyl is wngulyed Ryt ed or substituted by 1-3 substituents
Chedst: 15d 1 2 3 or 4indapebdontly pbané bhethebH orGuiHame1E H atorms to b
+1; , 2, or 2w e atons to be
replaced by F atons, or Rl, R2, R3 and R4 _i ndependently of one another
heteroaryl, it being possiBle foil 2e3,d on, ibbemgdrossitie for arevpsmoseo or 1

and ] [ndependent 'y of one- anot RS eI HE bR Simfipth b BB terfaedot P,
i ndependently of one anot her H, +1, CrH2rr-1; a1, 2, 3, 4, 5, 6, 7

or 8 rr 3, 4, 5 6, 7, or 8 it being possible for one or nmore H atoms in
t he groups CeH2e+l awd

R17 and R18
together with the N atom to which they are bonded a 5- or

25 6-membered ring;
but where R2 must always not be equal to H;
R5 methyl or trifluoromethyil;

R6 H;
R7, R8 and R9
30 independently of one another OSO3H, SO3H or SO2R23;

R23  CpnHonn+1 or NR25R26;



30 CrH2rr-1 to be replaced by F atons and for one or nore CH2 groups to be
repl aced by O or NR13; 42 R13 Hor CiH2f+1; f 1, 2, 3 or 4, it being
possi ble for one or nore H atons to be replaced by F atons; or 5 R13 and a
CH2 group of R11 or R12 together with the N atomto which they are bonded a
5- or 6-nenbered ring; or R11 and R12 together with the N atomto which
they are bonded a 5-, 6- or 10 7-nenberetd ring; or R11 and R12

i ndependently of one another COR14, CSR14 or SO2R14; Rl14 CgH2g+1l; 15 g 1,

2, 3, 4, 5 6, 7or 8, it being possible for one or nore H atons to be
replaced by F atoms, pgnd iy pesngopgssi ble for one or nore CH2 groups to be
replaced by O or NR13) or 20 R1, R2, R3 and R4 independen;lé of one anot her
-Ch-Sg -R15, with h zero oft being pessible for ope 2r nrrs Horterrs N CanHopRt Hio b or
NR17R18; 25 k 1, 2, 3, 4, 5, 6, 7 or_8, it being possible for one or nore H
atoms to be replaced by F ®Riggedbyfatomsy 4 5 6, 7 or 8, it being

possi bl e for one or e Mﬁbﬁm; to be replaced by F atons; R17 and R18 30
i ndependently of one ano?her or CrH2m+1; 43 m1, 2, 3, 4, 5, 6, 7 or 8,
it bebng possible for one independehtiybbome anothee HyIGNipr OFH 34, inowbieh the
replaced by F atons and for one or nore CH2 groups to be replaced by O CO
CS or NR19: 5 . R19 H or Cfirs2Hz group bondesi torthe:nifregereisngppesdity €Ofar one
or nore Hatons in CnH2n+1 to be replaced by F atonms; or 10 R17 and R18
together with the N atom t &S\An€ the sesonst eHadn derlagedby NR2Gr  7- menber ed
ring; or RI9 and a CH2 group of Rlzrb:gr ?18 ogether with the Natom15 to
which they are bonded a 5- Zor 6-fefbered Pi®g. R5 H CpH2p+l, CssH2ss-1,
COR20 or SO2R20; p 1, 2, 3, 4, Sit eing p&ésilile f&Forde of mote I-ﬁato?n@fn@zHZQH
bei ng possible for one or nore H ato in CopH2p+1 and CssH2ss-1 to™b

repl aged by F atons 20 R20 CgH2qtdbe Geplacéd bg F dtonts; 6, 7 or 8, it being
possi ble for one or nore Hatonms in CqH2g+1 to be replaced by F atons and
for one or more CH2 groups R beH @pbaglddasy1i0 or NR21; 25 R21 H or
CH2r+1; r 1, 2, 3 or 4; it being possi b&e for one or nore H atons in
CrH2r+1 to be replaced by F atonB@ Re M 2AR0tf Br, |, CSH2s+1, CddH2dd- 1,
OH OO H2t+1 or OCOR22; 30 s and t 44 v @%gmt i 2,
3) 4, 5 6, 7o0or 8, dd 3, 4, 5 6, 7 Olﬁb'g,mbfﬁ el Egb%%ﬁs)ééioﬁﬁg?gféms@r
more H atoms in CsH2s+1 CddH2dd-1 and OggH2iaut1ito begeplaseddyydF biorks;at ons;
R22 CuH2u+l1 5 a 1, 2, 3 or 4; it being possible for one or nore H atons in
CuH2d%1 to be replac® by F atons; R7, R8 and RO independently of one

anot her - Ov- SOn+ R23; F%ﬂ';%&ﬁ% or 1; wzero, 1 or 2; R23 CnnH2nn+1,
CmH2mMm 1 ~ OH, OCppHZpp e & NR25R26; nn and pp i ndependently of one
another 1, 2, 3, 4, 5, 6, Togsth&r with therNSatofh tdbwhich teparBbondedaisagr

possi ble for one or nore H atons in ChnH2nn+1l CmH2mMm 1 and OCppH2pp+1 to
be replaced by F atons; R2S-BEMbeed fiRGependently of one another H, CN or
CZH2z+1, CQuH2u_l; 20 z 1, 2, 3, 4, 5, 6, 7 or 8, zz 3, 4 5 6, 7or 8, it
bei ng possible for one or nore H atons to be replaced by F atons and, in
CZH2201, it bei ng possi bl e RATamha G goowp of R26 s R26 togethepivdthetihedy akom

atons and it being possible for
to which they are bonded a 5- or 6-membered ring;

or
R7, R8 and RS
independently of one another NR32COR30, NR32CSR30 or NR32S0O2R30;
25 R30  H, OH, CccHage+1: CyyHayy-1, pyrrolidinyl or piperidinyl, in which

rings a CH2 group may be replaced by O or NR33;
R32 and R33 H, methyl or CF3;
cc 1,2,3,4,5,6,7or8,
yy 3,4,5,6;



25 one or nmore CH2 groups to be replaced by O CO CS or NR27; R27 H or
CaaH2aa+l1l; as 1, 2, 3 or 4; it being possible for one or nore H atons in 30
CaaH2aa+1 to be replaced by F atons; or 45 R25 and R26 together with the
N atomto which they are bonded a 5-, 6- or 7-nenbered ring, or 5 R27 and a
CH2 group of R25 or R26 together with the N atomto which t hey are bonded a
5- or 6-menbered ring; or R7, R8 and R92Independent|y of one another
NR32COR30, NR32CSR30 or NRSZSCbbRSO 10 R30 H, CccH2cc+1 CyyH2yy-1,
pyrrolidinyl or piperidinyl, in which rings a CH2 group may be replaced by
O or NR33; R32|tm¢h§j$6ssmdﬁeemeath1br@ﬂ-l aftengrotheajroth9C angb 2 or
3; cc 1, 2, 3, 4, 6, 7 or 8; 15yy3456€ggtr),cghl§§8+% 3,

6, 7 or 8, it BgiHgypqseilid mdlanedohr;eF@tomeraﬂdHoabnemrmor@m-EQgtompstmebe
replaced by F atons,” and it being possible for one or nore Hatons in the
gr oups CccHeccraplacet byNHQiﬂyalldeIa)ﬁHz@DaDéd bieyreplagedhy @nd for one or
nore 20 (CH2) oups to be re&l aced NR31 and for a (CH2) group to be
repl aced by O HH., etk Ry, C'@%E@ZG%S@Q@BSP"‘P@{OW' pietiranegulfanyliar

bei ng_possi bl e Ior one or nore H atons to be replaced by F 25 atonms, R65 H,
OXXH2XX+1: XX eh@esg Y4, it being possible for one or more H atons to be
replaced by F gjons; or 30 R31 forns together with a CH2 group of R30 a 5-,
6- or 7-nmenbered ri ng; or 46 R30 a 5- or 6-nenbered heteroaryl with 1, 2,
3 or 4 N at ons R34dpgetier Wit aChipsgranigp of 30 and theDNaatomsto whicbihéysare jointly
unsubstituted or substituted by up to three substituents selected fromthe
group consisting of Pondgd fam ab- of 6apembesed HNBIR7OR71; R70 and R71

i ndependent |y one anot her H, CuH2uu+l and COR72; R72 H, CvvH2vv+1l; 10
00, uu and w independently of one another 1, 2, 3, 4, 5, 6, 7 or 8; it

bei ng0 possi bl eR3Gr opweriayl, mdazdtylapwazolylh pynly) iapelyCdetr@zmiy 1 tHiardiAwor+1 or
CvvH2vv+1l to be 15 re | aced atons; Qr R8 and i nde endent of
one another H F, CO© @oy}wl% recwsugeﬁltu[\gqgor R% @\WE&WP ﬁ/

OCf f H2f f +1, NR4OR41, th% ﬂ:@%é W f

i ndependent |y of one ano{?ﬁ%%elz, %LP : yﬁfoégls i C‘Finé@,‘}l,é{th)g, or
8; it being possi bl etrifluoreamethyt, MidpeNHaaetyh's i n t he groups CeeH2ee+l 25
C~H2~-1 and OC~H2~+1 to be replaced by F atons; R40 and R41 H, CtHtt+1 or
C(NH)NH20rtt 1, 2, 3, 4, 5, 6, 7 or 8; it being possible for one or nore H
atomf #Méﬁ){f@ CttH2tt+1 to be 30 replaced by F atons and for one or
nor e e repl aced by O or NR44; 47 RA4 H or CggH2gg+1; gg 1,
2, 3, 4 5) 6, independently obehaanptesiHhIFs GIOOHYINHEIC JEH Sodd AICYRHH AW

group CggH2gg+l to be replaced by F atons, 5 or 40 an 41 Wit the N atom
to which they é)@ﬁfbgmdﬂd\lla4BR4er®Nl%46R4‘EcC®DRﬁZ MQCIOR42,ChhH2hh+1; hh 1,
2, 3, 4, 5 6, 7 or 8 10 it being possible for one or nore H atons in the
group ChhH2hh+getandié repI aced by F atons; and the pharmaceutically

acceptabl e salts ther % 0 the use of conpounds of
the formula I, in whi eﬂégﬂ@ﬁfﬁa{gég@é b %MRS and R4
20 ww 3,4,50r6,
it being possible for one or more H atoms in the groups CggHoee+1,

CwwH2ww-1 and OCsHofi+1 to be replaced by F atoms;

R40 and R41
H, CtHatt+1 or C(NH)NH2.
25 tt 1,2,30r4;

it being possibie for one or more H atoms in the group C¢tHatt+1 to be

replaced by F atoms;
or
R40 and R41



i ndependently of one another, H F, C, Br, I, CN, NO2, OH NH2, CaH2a+l
cycloalkyl wwth 3, 4, 5 or 6 C atons, OCbH2b+1, COOR10; 20 a and b

i ndependently of one another 1, 2, 3 or 4, it being possible for one or
nore H atons to be replaced by F atonms; R10 H or CcH2c+1l; ¢ 1, 2, 3 or 4,
it being possible for one or nore H ato to be replaced 25 by F atons; or
R1, R2, R3 and R4 independently of one ther 5- or 6-nenbered heteroaryl
sel ected fromthe group consisting of pyridyl, imdazolyl, pyrazolyl,
pyrrolyl, triazolyl, tetrazolyl, 30 thiazolyl and oxazolyl; or 48 R1, R2,
R3 and R4 i ndependentridepehdenily ahandanotbenRydroryethyt, N\yRtdinReBylarRirioathy, R12
i ndependent|ly of one of.her H. CeH2e+1 rH2rr-1. 5 1,2, 3ar4,..rr 3, 4,
5 or 6, it being posé‘ﬁ'ﬂ@&f%tﬂ"@ﬂee@wﬁWFFQF@"QP{%JN'H‘%tﬁ)élP@%%EO%SQﬂEeﬂ and
CrrH2rr-1 to be repl 6&%¢aﬂﬁogth?ﬂ%pﬁéliﬂ&tﬁ?ljor%r@ﬁoétﬂ ependent |y of one
anot her hydroxyet hyl, "N, N-di net hyl am noet hyl, N, N-di et hyl am noet hyl ,
pyrrolidinoeth@r, N nethyl piperazinoethyl, piperazinoethyl, norpholinoethyl
or piperidi noegg‘y' PJIS R11 and R12 together with the N atomto which

t hey are bonde ?)nyff 3I i di ne, piperidine, N-nethylpiperazine, piperazine
or norpholine ring;, ejgdtidr witldltHELR 20m tadeiven dissy hie Bdndutba pablidine COR14,
CSR14, CONHR14, CSNHR14 or SO2R14; R14 CgH2g+1l; 9.1, 2, 3 or 4, it being
possi bl e for one or RiResdineaNsmsethyipiperazang.ieeragineroraneraholing rg; R1, R2,
R3 and R4 inde en ne anot her OSO3H, SO03H) SO02R15, or R15 CkH2k+1)
OCl H21+1 or N 8;‘_Lgr1,@ﬁbezﬁh'5{1’ 4, it being possible for one or nore H
atons to be 30 replaggd byqFoa4 gpR; 49 | 1, 2, 3 or 4, it being possible
for one or nore H atons to be' replaced by F atons; R17 and R18

i ndep@ndent |y of oneitdeingpossibledotone by maorevthiatoms irethiei group T 4oLt
bonded to the nitrogen is replaced by CO and the second CH2 group is

repl aced by NR19; m be replagedbydr alPmsit bei ng possible for one or nore H

T, 2, sor 45 WP Ao SIRRMpnt i HEBIARTR: RY, R RS i Bt fangaly** 7

repl aced geyOR ét©CG¥iz or 15 R17 and R18 together with the N atomto which
they are bonded a 5- or 6-nenbered ring; R5 H CpH2p+l, CssH2ss-1 p 1, 2, 3
or 4; 20 sl 8herg, atdeast de ofithbaadigalsd3 g, B8 er RS mostbeselestast frprttbagroup

B85 RS s RO o B
PSS 400l B B0Pg e S A R RBRE b P' 07C Y

atons in CuH2u+l to be replaced 30 by F atons; 50 R7, R8 and R9

i ndependently of one angt her OSO3H, SO8H or SO02R23; R23 CnnH2nn+l1l ~
o2 mmy Verpoasieyspesifioptstatence ihoiven o FORPOHAEPendent | y of one anot her

1, 2, 3, o 1 . B_ 4 aj Si " AC re H atons
Gt GRS B 2 LTS ARSI 2
R26 20 i ndepevetarhide; of one another H CN, CZH2z+1, in which the first CH2
g oup Donded & B B LS5 nlyo1 5P 355 o TR inGTA A5 81 e8RS e! ©
3) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi}-benzenesulfonamide;
4)  4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-N,N-dimethyl-
benzenesulfonamide;
25 5) 4-(4-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline;

6) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-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-yl)-N-propyl-benzamide;

9) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
30 ethyl)-benzamide;

10) 6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;

11) [4-~(6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-4-yl)-phenyl]-diethyl-amine



it being possible for one or nore H atons in CZH2z+1 15 to be replaced by F
atons; R27 H or CaaHaa+l as 1, 2, 3 or 4; it being possible for one or
nore H atons in CaaH2aa+l to be replaced by F atons; 20 or R25 and R26
together with the N atomto which they are bonded a 5- or 6-nenbered ring;
or 25 R27 and a CH2 group of R25 or R26 together with the N atomto which
they are bonded a 5- or 6-nenbered ri ng;23or R7, R8 and RO i ndependently of
one anot her NR32COR30 NR32CSR30 or NR32SO2R30; 51 R30 H, OH, CccH2cc+1l ~
CyyH2yy-1 pyrrolidinyl or piperidinyl, in which rings a CH2 group may be
repl aced 1By ©,8dichie3s-2-mMethyidd(4RGiperidinepglpleantyl) 133 drtetrahydroesogdinmiine;

o b sl ebn-2 Bt '
BT 0 AR e U0 Sty

CccH2cc+ yy-1 to ‘be | ace rone or re 10
(CH2) groupsisogubwlinepl aced by NR31 and for a (CH2) group to be replaced by

O R31 H, K+ 5 or S 5; 2, 3,,0r 4; it being possible
for ofie a5%5%5ﬁhbr{a-r?sw%owepv'éﬁggew-ﬁ?-#aﬂm{dr@@O@%@OﬁpeuxH2xx+1; XX
1, 2, 3 4 4.-(6t8-BRY ' r4.- Aok BglahfiRéaced by F
at ons; o?eg(af (F%E?RB?O%?\?@I%%@& g&&%r@gjr(géﬁooﬁgngﬁt ﬁ‘erylllllpgfo%at o whi ch they
are 20 j difit Ny[4dorfitdichiase12-methyl-di2,8,4rtattakyd o-isoqyinatin-43gi)-phepyl]-Sr
6- menber ed het er oar gmati c system selected fromthe group consisting of
pyridyl, im 85&%1%6, 'pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thienyl,
t hi azol y|1B?nel-[ﬂX(GZBIHbchlorBQ-MﬂfétW!-1@2,3,#@#5?@6?649’0@1@&@"n%ﬂ?ﬁhgry@g-lhﬁfhw to

, , br ,

three substituents selected fromthe group consisting of

CooH?@o+1 NHVOWERB; R70 and R71 independently of one another H, CuuHuu+l
or 30 ; 1B42 _%_t' k 04 VAT enge! o -
anot he?cjl?r,yiz,ﬁéz(gr‘l-é 2; I wt?eﬁ’r%h Ig?s’lgbﬁ g&#ﬁg&ﬂ&\é‘bg}:ﬂ@ﬁ?ﬂﬁﬁ%ﬁxﬁ’ﬁn&ﬂ ﬁ'e
groups CooH2aeed; CuuH2uu+l or CvvH2vv+l to be replaced by F atons; 5 or

R7, R8 an I hdependent |y of one 0 r 4 F, C, Br, I, , JCN, OH,
N, CoolDae NelAclinmaEnEslion Emet iyl hdot et epissnol P heR i o
OCOR42; 10 egoapfinigk: 1 ndependently of one another 1, 2, 3 or 4, w3, 4, 5
or 6, it being possible for one or nore H atons in the groups CeeHee+l

OwnH2EM- 2130 IN-[AC(Z, 6B trimethyl- 2, 3, e tratedirbysdauin ainsd-ylpHetyllavetaritier,
CGtH2tt+ H2: tt 2) 3..4 , v o 8:. it .bei i bl f
one or mjg'zgr lhEéJtEI T rqrho{Bﬁg\]Iel;oéé-ﬁn@pyhk%Q,?—tggaf%@rpéf)clp%g Er}g '@9@?5%1@;? 28ror

RA0 and R41 tpehfnigg! ected i ndependently of one another hydroxyethyl,
N, N- di met hyl am noet hlyl , N, N-di et hyl am noet hyl é pyrrolidi noet hyl)
N- net hyl @30 e MNef4-(foeblioyo-2-mpetiwl-80iesdiding 1 -yi-ia, irabydreyisoguinglin-4-yl)-

pi peridi noet hyl . or and R41 together with the N atomto which they are
bonded form %FW@%%@@U fromthe group consisting of pyrrolidine,

&Eﬁ%ﬂﬂh@q) IN-[Ee{thehlopé-2pmpyRBLMABrp HolinSY-9iz1 263, anetraimydrbas o quinol dZ-yt}- or
phenyl]-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-chloro-6-(cyclopropylmethyl-amino)-2-methyl-1,2,3,4-tetrahydro-
25 isoquinolin-4-yl}-phenyl}-acetamide;
27) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic
acid;
28) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-N-methyl-
benzamide;
30 29) 5-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-hydroxy-

benzamide;



53 hh 1, 2, 3 or 4; it being possible for one or nore H atons in the group
ChhH2hh+1 to be replaced by F atons; 5 and the pharmaceutically acceptable
salts thereof. Particular preference is given to the use of conpounds of
the formula | in which the neanings are: Rl, R2, R3 and R3 10 independently
of one another H, F, C, Br, OH NH2, CaH2a+l1l, cycloalkyl with 3, 4, 5 or 6
C atons, OCbH2b+1 a and b in the groups 283H2a+1 and OCbH2b+1 i ndependent |y
of one another 1, 2, 3 or 4, it being possible for one or nore H atons to
be replaced 15 by F atons; or Rl, R2, R3 and R4 independently of one

anot her 13B8)1B1(B,8-&thicro®-mMbthy2d ,2 Bdbietrahedid-isoglinlia-agoNT2-dihetbgldasind-
CrH2rr-1; a 1, 2%1_3 or 4, rr 3, 4) 5 or 6, it being possible for one or
more H at ons ety r#Bygraypenzamide: ) and orrHrr-1 to be replaced by F 25

atons; 0R.RLL BNGR & 6. i I D Licehy t ey onded
forma ri3r11 s&e@@t’gﬁ@ﬂ@%e% ﬁgétgwg]g'%%ﬁ%ﬁ%swgh%ﬁu%@o? &Q%Q%’g’." eridine N
30 net hyl pi pbeazoyikeguamigmeazi ne and nor phol i ne; or 54 R11 and R12

i ndepend I f ope,. anot her 14 R14, CONHR14, CSNHR14 or SO2R14; R14
cotors 1 3B) o MBS et 1 A Ao Ro iR Tors MRVt or {0 be
replaced by GcafgpmBe: of Rl, R2, R3 and R4 independently of one anot her
OSCBH, SO8H, SCOZRI5;' 10 R15 CkH2k+1 or NR17R18; k 1, 2, 3 or 4, it being
possi bl e 38yr 3eoB-dichiro2-mMeth\ydiis2 Bot-tetrahydraiseduinglif-&ayippbenRamined R18

i ndepend I f, qne, anqj her, H o _ 1:. 15 m1, .2, 3, 4 or 5. 1t being
possi bl e%%r§6®98'aP%,ﬂf?%t'ﬁem%ﬁ]sé'9%§%pwﬁomf'ylé'%8nVIQM'a‘é'ed by F
at ons; OB N-ERG, RfchistoLRarithar, pid At ,.51)-gHamynar e bonded
a 5- or 6-%%@?&% ring; ORS H) H2p+1 %SP? ZSrg-q?LHa%r%llWliZ?nSd or I; ss 3, 4,
5 or18, it berepjopavidehl e for one or nore H atons in CpH2p+l and 25

CssH2ss- 0 \PE1_feER! by 1015 ;o R i . e i pdependent | 'y
of one a#gﬁ hgfﬁ@wggﬁet@ﬂ%é%%ﬁmn%'{l&g%@&n% nn 1, 2,
3, 4 or 5, Dbbfyramidei ng possible for one or nore H atons in CnnH2nn+l to
be repl ac F atoms; R25 and R26 .independently of one another H, CN or
Corosrn. 37 MHACISieHorr 2 cietoybt g A pmieEa RauBRImibiogen | s 1 epl aced
by CO or CS S5H[eCH2 is replaced by NR27; z 1, 2, 3, 4, 5 or 6;
it being pos?P%P@n&o@ one@gt’ nore H atonms in CZH2z+1 to be replaced by F

at ontd 1Q38R2 N-M4-(8,8-dichilrasd-inethyld1,2, Bdtdirahydrodsomimaliss4yl )epHemyllone or nore
H atons in CaaH%?aﬂ, 0 be replaced by F atons; or 15 R25 and R26 together
with the N alSPUt¥alif&h they are bonded a 5- or 6-nenbered ring, or R27

d a CH - " -l I 20Nt ' th
bonded Ao Bt (N S R L RSO 2™ ™'

anot her NR32G4trsthyl-prRedasrReidebr NR32S02R30; R30 H, OH) CccH2cc+1 ~
?e/yngi;?/éégap\é{;f%éﬁ-i%@g-zmaﬁ{lli-‘ﬂb@fﬁ-’tetirgh))mj)ﬁ bftindin 831§ 9" oup My
20 cyclopropanecarboxamide;
41) N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclobutanecarboxamide;
42) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopentanecarboxamide;
25 43) N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoro-acetamide;
44) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-
acetylpiperidine-4-carboxamide;
45) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 nicotinamide; |

46) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;



R32 and R33 H, CH3 or CF3; cc 1, 2, 3, 4, 5, 6, 7 or 8; yy 3, 4, 5 or 6;
56 it being possible for one or nore Hatons in the groups CccH2cc+1l and
CyyH2yy-1 to be replaced by F atons and for one or nore (CH2) groups to be
repl aced by NR31 and for a (CH2) group to be replaced by O R31 H, nethyl,
ethyl, CF3, CH2CF3, acetyl, propionyl, nethanesul fonyl or 5 ethanesul fonyl;
or R31 together with a CH2 group of R30 2hd the N atomto which they are
jointly bonded forma 5- or 6-nenbered ring; or 10 R30 pyridyl imdazolyl,
pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or oxazolyl, which
are unsubﬁtl tNH4(B, ardlcmbai-iztméthgil by, $,4¥tetrahyqufso@.uaulh$u+w)a@vrnbayl$eI ect ed
fromthe group conS|st| ng of F, Cl, nmethyl) ethyl, trifluoronethyl, NH2,
NHacet yl ; or efbanesulirpamide;ro |ndependently of one another H, F, CI OH,

N2, ot RO S EAR PR SRR oI S T oty R

bei ng possi blye) ;ﬁlwn)djrwlfanmnd’e;re H atoms in the groups CeeH2ee+l OwwH2ww- 1

and OCtt H2ff + e | ace nd R41 H, tH2t +1 or
SN B 465 W3 U6 BCRBEPEheyi-h 2o g Bisebyoaceamn i son - BE at ors i n
the group Ctyﬁgé,'bﬁgn{,& be repl aced by F atons; or R40 and R41 57

i ndependent | one anot her hydroxyet hyl, N, N- di met hyl am noet hyl ,

N, N- di et m)amw Byd|¢h|p;a-2fmetﬂiyhd>é’t.Mﬂetrahydmhyowlpelnmﬁryhbelnwllr

pi per azi noet :B/t hoI i noethyl or piperidinoethyl; or 5 R4A0 and R4l

t oget her wit Y @ tomto which they are bonded a pyrrolidine,

pi peridi gy, |- 2igthyRi 223, azkfiahpdrodBo@NAbIira- BenyRd2 H or
ChhH2hh+r1531h)h 1“&618 d]btﬂéfc?i 1:3 |ty Ele:?]g poss?cu <|(E])l;ﬁone o)?) ?mre atons in
t he dPoup Chipentanamids; be repl aced by F atons; and t he pharmaceutically

t abl : [ j to th

of compo Z%—i?—é%?%ﬁsﬂ%#?néﬁ\&t’-a%ﬁbaﬁth‘ﬂ@wrﬁa‘é‘%&ﬂ"ﬁgﬁﬁ‘*'-ﬁ)-gﬁé‘m- e
N-[t4 (6d8 di qlgtbmjtg)razmde; hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]
acet am de;
4- (6, 8- du%’r)l cN't{v3';§6 Sediglipro-2zmethyl-i 2.3 Arigtiabydrodgoawipplinrd )y phemdhenesul f on

d 20 3
gm( 6e8 di chl) odrlr(])‘IGEhyn@tr%pan?Lméd 3, 4-t et rahydro-i soqui nol i n-4-yl rbenzenesul f ona
m de;154) 54) N-[3- (6 8- dlchloro-2-methyl -1,2,3,4- tetrahydro-lsoqumolln-4-yl) phenyl]-

4(68d|chloro |-1,2,3,4 tetrahydr0|squ|noI|n -yl)-N, N-di net hyl
benzenesul fon%Y QPéoP@f) carboxamide;

4-(4-bro L nol i ne;
4-(6,8-dic Ior é?@?'ﬁhﬂ&h rﬂgfhfﬁegta?gﬁ% gd@a’gﬁﬁﬁg I n- 8P§ bge]nzm c aci d

25 7) cyclobutanecarboxamlde
4 (6. 8 di 61 995 36 Bo8Hlrd: 2155 ANUHER) GRIbATHo e 4-y brBhyf. v - benzam

4- (62@d| chl asyetopembanedarBexanidé; t et r ahydr oi soqui nol i n-4-yl)-N-propyl - benza
m de

9

4- (6, 8- Zanw oN 4346 Sedinblora-2emsthl- &2 driptiabydoiganuiaplirr4ayly phemyl-2.2@ et hy!
t hyl

ZTB?SEChYOZ oq‘g- nmet gfeti%?% nmor phol i n-4-yl - phenyl ) -1, 2, 3, 4-t et rahydr oi soqui n

oline; 3058y N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-lsoqu1nolln-4 yl)-phenyl]-1-

4-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetrah dr oi soqui nol i n-4-yl henyl dieth
£,| <(51m ne 12) acetylplperldpn%-4 -carboxamide; Y a yl)-phenyl]-

6, 8- d250h")@s§)0 K-1886 BliicAiord-20mB Y- 213 -ttrahl 8o Lisbydingli-4dyli-pheafydr oi soqui n

ol i ne;
6, 8- di chl or o-Wicatindmides- (4- pyrrolidin-1-yl-phenyl)-1, 2, 3, 4-tetrahydroi soqui

noline: 38 N.3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyll-methane-
sulfonamide;
61) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
30 ethanesulfonamide;

62) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;



14)

6, 8-di chl oro- 2-net hyl - 4-[ 4- (4- met hyl - pi perazin-1-yl)-phenyl]-1,2,3,4-tetrah
ydro i soqui noline; 15)

6, 8- di chl oro- 2-cycl opropyl - 4- phenyl -1, 2, 3, 4-t et rahydr oi soqui nol i ne; 16)
4-(6,8-dichIoro-2-nethy|-1,2,3,4-tetrah%£{o-isoquinoIin-4-yI)-phenyIanine;
5 17)
1-[4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3
propyl urea; 18)

1-[ 4- (6, 830l d[2s(68-Bichidroy2-ndetByl31, 2,3, 4 tetadiydiro-iscopinolimedyh-pheny)}- phenyl | - 3-
nmet hyl thiourea; 19

1-[ 4- (6, 8- di PRIRIPRAMIAGat hy| - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl ] - 3-

ethyl 10gyse . -4-
N-[4-(6- rrg h?ngz{ﬁ? dlcl]lorg % m%{hyl ! 223 %tetratydrr%rl]sy ucl)n?@o%]g, rPoqelnX-]4- yl) - pheny
| ] acet am depuBtamide;

2‘; L4 §2 %’5? tt\f tanBt g%llchjférzo-f metf\ﬁt‘{ ggyg r’cé)trzlahsy(zj(i‘é)J Ils?ooqdlr?ohdr'\ 4- ly? &he%l I-acetanid

N-[4 (6- brongeﬁté;{g,lnqagrz met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl
15 acet am de;

}\l-[4 (8- @IGI)OME&GGMWIGE-%W@WWQ@idgtrahdeQIﬁanwmlmaﬁyﬂfm?ﬁns’ﬂqw nol i n- 4-

yl') phenyl]-ac %1 ﬁ'ﬁ

N-[ 4-(8-chl or'%) ¥ % 6 nor pholin-4-yl-1,2,3,4-tetrahydro-isoqui nolin-4-y

1) phenyl6]7?a¢@[2a(a 8ejichéro22nethyl-1,2,3 4-tetrahydro-i so umolm-4 ))-phenyl]-2,2-

N-f4-[8-chloro-2 rrethyl- 6- (4-me hyI pi per azi n- c1 gftetrahydro i soq

ui noflPn 4-y| dipetylpropienanifede; 26)

N-{4-]8- oh - AN - S - ahydro

|sf)qw[ no;é:é:)l L,\P 9%6 é%ﬁé\@%&%& g,ib‘ggﬁ%’l}%?%hy%rgﬁééwmc}lrn-4-§ll)4pﬁe‘?ﬂ/i]- Y

5- (6, 8-di chl eycopropaneghrbbxaniidd;- t et r ahydr o-i soqui nol i n-4-yl ) - 2- hydr oxy- ben
zoic 25

5- (6, 8- di bn &ﬁz &MWWOIZ@%M -1.&d dntgiarivdredepauieplind-2ly phepYlhy dr oxy- N m
et hyl benzamg

5- (6, 8-di chl o?a Ea@neca boi<a5n|%e4 t et rahydro-isoqui nolin-4-yl)-N-ethyl-2-hyd
roxy1benZay de[2- (ﬁ)B-:dk)hloro-Z methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

5-(6, 8-di chl oro-2- net h 2,3,4-tetrahydro-iso nol i n-4-yl)-N-(2-di net hyl
am(no et;]yl)cfglﬂ98$%w¥ﬁ@?f§m% 59 él)I qui nol yl)-N-(2-di y

&Lgogl |6] &ngltﬂee)a?méméﬂw etByi31,2;3 8teRAMHrO-is SRANGIHRY Y- ghetlyl- 22! dr oxy
N-[3-(6, 8-di (tmﬂtmro@etmnwﬁ-l 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]

S Th 0, (T2 NFER-48 Brsliypror2-mefny-1. 23 rtstiphydredseauinginsd¥ s phenylizts, | ar ne.

34) 20 acetylplper|d|ne-4-carboxam|de
2-(6,8 dlchl oro- 2- e , 3. 4-tetrahydro-isaoqui nol i n-4-yl)-phenyl am ne;
35) 73) N-[2-(6,8- dlchloro-2 -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl] methane-

N[ 4-(6, 8-di %nggg‘gm%émt hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl J
pr opi onam de;

N-[ 4- (6, F4Ji th{(@8atichdotosR-nethyl31 2,3, 4itetrblyyliro-iscqmgoolimediyh)- phehyll-phenyl ] 10

but yr am de; ?(jezi)\ .

N-[ 4- (6, 8- di EXNYISUHORRMIAR:- 1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl)

phenyg] p%gawn Herne amlno-N -[2-(6,8-dichloro-2-methyi-1,2,3,4- tetrahydro-lsoqumolln-4-
N-[ 4-(6, 8-di chl oro- 2- thyl - 1,2,3,4-tetrahydro-Ii soqui nol i n~4-yl)-phenyl ]

i sobut yr ani de/j)-prersdfysulfamide;

y' Ei|4m(3? h?GS:OﬁQ Oﬁg-rqilcgﬁ ya%-fnlét%ylgﬁ,ﬁ:3t,f-ttét?e}1}§/ydrr8-|s'osq% oA -yB p‘he¥1 ?]3Oeﬁl Yl I-2,

N-[4-(6, 8-di gfpgr 0- 2- rrethyl , 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

cycl opr opanecar boxani de; )

N [ 4- (6, i dhl%(ﬁﬁ-mqmr@yz-mqthyls'l Z&Mmaam«ir@ﬂswmmtmohyﬁ phepyil-3>meliyyly 20

cycl ut aneca %ﬁg&{n 42) N[ 4-(6, 8-di chl oro-2- nmet hyl -

(2, 3 -tetra b soqw nol i n-4-yl)-phenyl] cycl opent anecar boxam de; 43)

N-[ 4- (6 &g)i chio(er8-didhdroy2-niethyl-1,2,3 4-tetrahydro |soqumoI|n-4-y|) phenyl]-3-ethyl-

(2,3,4 tetrahydro|squ|noI|n4yI) phenyl] 2,2 trifluoro-acetam de;
urea;



25 44)

N-[4- (6, 8-dichloro-2-nethyl-1,2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1
acet yl pi peri di ne-4-car boxam de; 45)

N-[4-(6, 8-di chl oro-2-methyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl) - phenyl ]

ni coti nam de; 46)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetlzghydro i soqui nol i n-4-yl)-phenyl]-nme
t hane 30 sul fonam de; 47)

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

et hanesul7Dpna«d8e,8-dichldrd2}methyl-1,2,3,4-tetrahydro- |soqu|nolin-4-yl)-phenyl]-3—methyl-

N , N -di net h\éHam no- N-[ 4- (6, 8-di chl or o- 2- et hyl -1, 2, 3, 4-t et rahydr o-i soqui no
lin-4 yl)-ph8HQ¥PAsul f ami de; 49)

Bt%ﬁ. (o Bogi! W@@O@Za fdnliafo-ZnfetRlyidr, &L 4 bty aHyrd FUbinStin Ay Y1 ) - phenyl ]

N- [ 3- ( 6, 8- di phenylsulfameyliméthyl-Bidzdl--yliiayetamidepqui nol i n- 4-yl ) - phenyl ]

but yr am de; . . o

N 13086 8T REERyeA sy metayiil 244 HRINGIOSRANARIT4 YA y1 ) - phenyl |
pent anam de; Isulfamoyl]-4-methyl-thiazol-2-yi}-acetamid

N-[ 3- (6, 8-di E’ﬁ%ﬁ’ﬁg‘-’z‘?”ﬂr@”} Irp?, 5 Ielzc% et¥<}aﬁcgra(gm| goqw nol i n-4-yl)-phenyl] 10
i sobut yr 82j) d&-[45(6),8-dichloro-2-methyl- 1 2,3,4- tetrahydro -isoquinolin-4-yl}-phenyl]-1,2-

N-[3-(6,8-d|ch|oro et b hggd.ahydro-isoquinol i n-4-yl) - phenyl ] - 2,
2 di met hyl - gﬁﬁdglld%zz?} 4 2suftonaht

N-[ 3- (6, %39“ Nltsa(ma%dméuﬁyi rﬂetﬂyl?n 4.3 LLSPANr6-idRARDIMA-yN)=pheny)]-1hheny| ]
cycl opr opanecar boxam de; 15
N-[ 3196, 8- di dnneﬂwl-rzHrrmlcﬂgaolq-425tafomaﬂu@eahydro i soqui nol i n-4-yl ) - phenyl ]

| obut
N T5 0. %S AR SfhiomSd-methyist 2.3 4-tetrahydrarisoquinalind-yl)-phenyil-S-chiera-
cycl opent anedgB-dimethiydet-gyrazole-4-sulfonamide;
> 5720 t 90| DoKblE Ryt 23 SrefaldrS iscaumona-y-phemb oo -

N-[ 3- (6, 8-di f’éal’ Xpﬁ,q)%) #Ig 435@f6r%trﬁ|68ydr° i soqui nolin-4-yl)-phenyl]-1

acetylpiperl |ne

N-[ 3156, B6Ji N4[49(638-2H<rm0rlw2-metay|31 2.3, 4tetadlyydiro-iscauinolinad-iyh)-phery)]-pbeomoq
ni coti nam de; ng .
N-[ 3- (6, 8-di é"NPBP%" 2rfPAMIAE 3 4t et r ahydr o- i soqui nol i n-4-yl ) - phenyl | - e

thane su K sféﬂch)l -2-meth I1234-tetrah dro-isoquinolin-4-yl)-phenyl}-5-bromo-
N-[3-(6, 867& m fso oro me y tetrahy%iro |sqqu| nol |yn)p yy)] phenyl ]

et hanesul f onaimrouhenG-Z)sulfonamlde

IN| nN 4 gb%h&ﬁﬂ@?ﬁ\@{]{? %ﬂg%tﬂ&%g%% R-tgtrgmcnxlls&q&nalnﬁwt r?etWﬂr(?d ?;OCIUI no

N-[ 2266, 8- di lemr@-raeﬂmahbyuﬁoha?maedf t et rahydro-i soqui nol i n-4-yl)-phenyl ]
pr opi onam de;

N-[ 2- (6, B MQ;(Q)B@@m@m?-metby@ 2.3 drtetialyrre-isagHueltbfyh-Rhenyl-Glefy | |

but yram de;
N-[2-(6, 8-di Cﬁ”ﬁuoorrg rEetha{\ﬁsHJIfolnaémgeAf t et rahydro-i soqui nolin-4.-yl)-phenyl]

pent anamggy; jﬁ’i&-)dlchloro-z methyl -1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-

N-[2-(6, 8-dich] oro 34tetrahdr0|soumolln4 I henyl
IsE)bu'gyram qdrifl franesuonami y q yl') - phenyl ]

N-[ 2966, 1‘3' Cs“{) 8%&1@?@%@ tﬂy|21,§,3‘}4Itéﬁét%mféfi§bdtﬁﬁ&m-ml)iﬁhe‘!wnlé,zJ@benyI ]-2,

2d|rreth propi’onam
N-[2- (6, 8 di dhﬂlmro-ahammyﬂonanﬁde, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 10
cycl opro

2o, B e AT arihlors- 2 meth 1 2R s GRS RIEAM: pheny!
cycl obut anecdxagsdfsnylurea;
93) 2-chloro-5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
30 benzenesulfonamide;
94) 2-methyl-4-phenyl-6,8-bis-trifluoromethyl-1,2,3,4-tetrahydro-isoquinoline;



70)

N-[2-(6, 8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]
cycl opent anecar boxam de; 15 71 )

N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -2,
2,2 trifluoro-acetamde; 72)

N-[2 (6,8-dichloro-2-nethyl-1, 2,3, 4- tet?ﬁhydro i soqui nolin-4-yl)-phenyl]-1
acet yl pi peri di ne-4-car boxam de; 73)

N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne
t hane 2095l 2-@msind<N-[4-{8B-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
N-[ 2- (6, 8-di chl oro 2-nmet hyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yl)- phenyl]

et hanesul fonﬁ?ﬁ’ BE" e/, 5)

N, N -di h M I QscA7 1 PN - {6 Ir 0-1 soqui no
line4 yl ?B%h [o%o-?r;n%ygﬂ ;l%,@,@te@rdmﬁm lsobuihofin-{iphe Ry

1-[ 3- (6 8- di Ehhelhglaﬁame{dwtarﬂlidé; 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
et hyl 77) . . o

1 [3-56, B0k A -dichiaryA-methyl 2,3 tetatyarsiSoyinag-YOPRepYY- pheny! ] - 5-

met hyl thi oupgfime ammo-acetamlde
1-[2-(6, 8-di chl orgﬁaz met hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 4-yl ) - phenyl ] - 3-

et hyl 3098y e2:amigp-N-[4-(6,8- dlchloro-2 -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1-[2-(6, 8-di chl oro- 2-net hyl -1, 2, 3, 4-t et rahydr o- |squ|noI|n 4-yl)-phenyl]-3-
met hyl t hi ouP&RIONaBYeg) "\ £5 14 (6, 8- di chl or o- 2- et hyl -

(2,3, 4-tgby aEyéiﬁmoLNiPﬂ-'(lﬁ BOdthﬁlIoFo-Zlmethyl 1,2,3,4- tetrahydro-lsoqumolm-4-yl) phenyl]-
phenyl sul f anoyl ] - 4- et hyI--t hi azol - 2-yl }-acet am de; 81 )

N- {510 3- (6, 8butycam&ie@ 2-nethyl -1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl)

w§2¥L2:5§@r2z4-@ueﬁn AL el O e i 1o
1 - i 83
KT et i I

2

N-[3 th

> i ot hy P KA GBI Gt a4 Attty Or isoe

N-[ 4- (6, 8-di ;i 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-5-
chloro 10 1, gvg’?lndg?ﬁ%”?ﬁrﬁﬁ%@d;ezol e- 4-sul f onam de; 85)

N-[ 3156, 806) bhl46¢608—ﬂ+cmmﬂ-metﬁyl31 Z&,Heteﬁ’m@r@qscmmnhnw-yh-meywm- phenyl ] - 5-
chloro 1, 3-dineth I-l H- pyrazol e- 4- sul fonam de; 86)

N-[ 4- (6, 8- di [SPNFOYN3MIEE Y| -1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl ) - phenyl ] - 5-

brono t hi - _ -
N6 195?*12?0@0@ dhctsrers Aty 48 4-tetranydro-isoquinalin-d-yi-pheryll- A

bro rm th| ophpmerolb—&-aafbnmmlde, 88)

N[ 4- -1 ,3- 218 1ol i n-.4- -Rhenyl ] - C,
C, [C trifl Qg> yjt% q‘;’%rqécﬁ %—mﬁtﬁgJ éiE—Eétmﬂrg-léoq%%lfﬁ-i—‘yﬁ-p‘héﬁb?]- '?-P— yl]

N-[ 3206, 8- di ghtrelec2-2artixamidd; 2, 3, 4 tetrahydro i soqui nolin-4-yl)-phenyl]-C,
C, C 20 trifluoro-nethanesul fonam

4- (6, 8- dilOR) H-it-6B. Bslighjpros2-meshyl- 18t3r%‘§r*mfa¥dr§-&ﬂﬂwmhnn4dl)gnf)elwﬂénmqthhd 2,2
trifluoroeth I PRS rgqxaéﬁée

3-(6, 8-di chlg @ met hy 4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2
trifluordQeé) lh&[ﬂeéms-fdturmmnoe@méiﬁylgﬂ;? 3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

N-et hyl -N -4-(6, th 4tetrahydro|squ|noI|n4yI)
benzenesul foﬂydr Qm%t'h Gé‘ﬁ PY"0|e gfl)OXﬂmldSG

2-chbg 8r 0t ?ﬁ) ﬁ-@égf&éﬁy&ﬁz JRatRYILT 2,324 3ettatyirb AL RolinSAYMLAHE V-4 nito

benzenesu
2- net hyl - 4- pHéhpyrrdle2-garboxamidédly dr o- i soqui nol i n- 8-yl ani ne; 30 95)

4 (o am 1083 NATR PoicrioR R f2-s A EHRIRAOT Shabimedy
8- met hoxy- 2- rmhgmyt_lmpf_lgserfué-slcgrbaxgnﬁdgrahydro i soqui nol i ne; 63 98)
2-(8-am no-2-ethyl’-1, 2,73, 4- tetrahi;dro i soqui noli n-4-yl)-phenol; 99)

2- ( 8- ani @9} Nrid-6;8-dichior-2-nethybhpd 6—tet§ahuﬂrﬁd$¢qwaoly1-} yﬁrmﬁny*] -1H-
30 imidazole-4-carboxamide;
110) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;
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4- (3- chl or o- giesthyl1D-nyEazg)e-4rcarbexamjde; r ahydr o- i soqui nol i n- 8-yl ani ne; 108)

2. butyl - - Sh A eplors et AR IR g R A0 gy -1+
77 Ghl 1 0n 5 1Y BV phom 1 2 3. 4 Lol Fahvro: | Soqu cy. fi"iéamlg? o
8- chi roés&?&?ﬂyde Srsfafiarpra-ieihd: 2GR tidge e Y ohehf-

2, 6-di met hyl g h&?}ﬂ 2 ui noI ine; 114)
6- chl or o- 2- net Bﬁ'T‘ - éﬂ%%l 1ﬁﬁ5é@%4%9%%®@% i soqui nol i ne; 115)

6- et hoxyl 123) Ne[;3h(;6| 8-414qh1mny24mtlzyls1, z&@ﬁetsam@wmsmmmmwyh@hemﬂ)
2- et hyl en hydr o-i soqui nol i ne; 20 117

2- met Kyl 4 B dn *hy%rgl’ré %et&%%@nzdro |sogU| nol i ne; 118) )

6, 8- di chliabpN2[3e mdﬂmez%etﬁym aamawrm«drsqumuwl)xmnyq@)

4- ( 4- br ono- hen - 6, 8-di chl or o- 2- net hyl - , 3, 4-tetrahydro-i soqui noli ne;
120) 10 dlmethylamlno-acetamlde

2- et hyl l5 4, 14S ne;
1) b, Atar ey tpde iy ﬁ%ﬁb’” & R SR AR L e
122) 5, 8 di cbi-@monanmhyl 4- phenyl 3 4 tetrahydro i soqui noline; 123)

6, 8- dlchloro 4-(4-f| uoro-phen 3, 4-tetrahydrg-isogujnol jne;
124) 6, 8147 &ermoerEat(ﬁ -digh wrmptmylﬂ %34&ieér@hxﬂgmasequ@@a%m-phenyllrz5)
5, 6-di chl Or 0y, § III'ILB/ -4-phenyl -1, 2, 3, 4-tetrahydro-i soqui nol i ne; 126)

6, 7-di chl oro- 4-pheny|-1,2,3,4-tetrahydro-isoquinoIine; 30 127)

8- br ¢6o- 2l1@Qr&bfamlpbéﬂ%—(ﬁ,aaji&nIéFct-E{meﬂmyblﬂQ;S,édqtrahmrbheoqui8Ijn-4-yl)-

6, 8-di chl oro- é} Ehl or o-phenyl)-2-nmethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne;
129) 6, 8- di CIF?IhS TS X3P py | - 4- phenyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i ne;
64 130) 2. - -

2-am no- N B B o2y A3 e s o o LU n- 4-y1) - ph
enyl ] acet ampyeplidide-2-carboxamide;

N [ 4- (6m8||,?§5 E\EL@@? (gééﬁ? r%y%ﬁet%yl 1 ﬁ é Etteta g'l¥er8 |é65q%%]<')llrr]1% yﬂ pﬁ\éﬁy}] phenyl] -2

met hyl a

N-[ 4266, 8- di gddriétinami@éhyl - 1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl)-phenyl]-2
di met hyl am no- acet am de;

2- ami no- NZ13 N-B3- @GTWIWMQ%QFBWWQ 3 44etsahydradsegujeplh-4-yborhewili H4- y1 ) - ph

enyl] propio

2- am no- I\I—[4rb?§]°%e%|%ﬁ?%xragugeheth | -1, 2,3,4-tetrahydro-isoqui nolin-4-yl)-ph
enyl ] 10 1220 WN-{8+8]8:didildjo-2-methyl-1,2,3 4-tetrahydro-lsoqumolm-4-yl) phenyl]-1H-

2, 6-di am no- %{hﬁé}ﬁ(g@ard' chl (c)jro 2-nmethyl -1, 2, 3, 4-tetrahydr o-i soqui nol i n-4-yl
) phenyl]-he

N‘[4 6, | -4 21 =id | Iy : 1
e 2P d?rnzg,_ gii ;@g%ﬁﬁ%@t né\et%gﬁ; 4.3 RLEREMGHrB-isSQANGIUYN- shety- RARAMY
N-[ 4- ( 6, 8- di qliperidine-4raarhgxamide; 3, 4-t et r ahydr o-i soqui nol i n-4-yl) - phenyl ]

i soni coti

N DA Co T s e B ichiory 2-metbyl 2.3 ArtetrabyArg-isaauinp ins v BN phenyl 1 - 1

H pyrrol e- 3- cpgmathyieH- ﬁ;frﬂile 2 carboxamide;
N-[ 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) _fhen yl]-1

H 20 pyr rid5 - N{3-£6,8ediemprme?- mahbyl -1,2,3,4-tetra ydro-isoquinolin-4-yl)-phenyl]-4-nitro-

N-[ 4,46, 8-d | - 3, 4-tetrahyd lin-4-yl)-phenyl]-1-
rre%h bplpelrﬁ(ﬂ Pﬂlz g’%%ﬁée 141)e rahydro-tsoquinolin-4-yl)-phenyl]-
N-[ 4- (6, &%{M@(@s?dmbmiz -rhethyB12.3, ﬁitéﬁhwigr@ =iE6QEHbIR4YN-ghenyl phenyl ] - 1,

4 di met hyl - rrole car boxani de;
N[ 4- (6, 8 di @15 methyird Hhgyrrale<3-garboxamidgiy dr o- i soqui nol i n- 4-yl ) - phenyl ] - 4-
nitro 1 H pyrrol e-2-carboxam de; 143)

[
t
N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2,
di ret hyl -1 H pyrrol e-3-carboxam de; 144) N-[4-(6, 8-di chl oro-2-net hyl -
2,3,4-tetrahydro-i soquinolin-4-yl)-phenyl]-1 H 30 i m dazol e-4-car boxam de;
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carbamate; 5 Qza)trumnﬂ

[3-(6,8-dichloro 4-t et rahydro-i soquinolin-4-yl) ¥
car bamat €173) N-[4-(6,8- dlchloro-2 methyl -1,2,3,4-te rahydro-lsoqumolln-4-yl) phenyl] -methyl-

Zool—\_oor—\;z

75

w N ' I

N N—r N—r | Q_l—|

30 piperidine-1-carboxamide;
174) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-

morpholine-4-carboxamide;



229) 2, 2-di met hyl - propyl

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

phenyl ] - car bamat e; 230) nethyl

[ 4- (6, 8-di chl oro- 2- net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl] 10
carbamate; 231 ) isopropyl

[4-(6, 8-dichloro-2-nethyl-1, 2,3, 4- tetraﬁ@dro i soqui nol i n-4-yl)-phenyl]
carbamat e; 232) 2, 2-di et hyl - propyl
[4-(6,8-dichloro-2-nmethyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)

phenyl ] - dZ6p bt (6, 8-Hichka8)2-ateilyyl-1,2,3,4-tetrahydro-isoquinolin-4- yl) -phenyl]-methyl-

4- (6, 8-dichl - 2- 4-t et r ahyd I | ) - phenyl
E:arE)amatel ngﬁrgldzne1cgrt)oxamld% et rahydr o-i soqui nolin-4-yl)-phenyl]

](Rirémgﬁggg? ];3 Jnla(ren@ d&rcﬁro%oi)?eﬁmrlyﬂ 233ttty RSB AmoR R INBhieRyiE- VI ) - phenyl
(S) N-[ 3- (6, 8- (ﬂrdjmethmwammceeﬂnyl) Tretidylairear r ahydr o-i soqui nol i n-4-yl) - phenyl

(R~ 187 2108) A4t G Bichso 2ot 234 EVPHFaRU OBV BN ERYE. 1 ) - pheny
]1-3 ethyl - urem@-di#yl-1-methyl-urea;
(S)-1-[2-(6,8-dichloro-2-rethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl

] - 3 et hy[178) dhf3-(B:8-gdoro-2-methyl- -1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-

N-[3-(6, 8-di %ﬂ'l oarer% met hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]
acet am de;

4214(() f br ongop t@-(w B)di€hi8rai2 shéthiyio 123 Mstbtrahydre-idodidholig i ophanijumnatiyi-ne;

1-[ 3196, 8- di @MiB%0- 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl ] - 3-

(2, 1o oens N Mefions Sn) 1Y otahycre ool Y fery ety

242) 3-(6, 8- qbyrrbl@lne-ﬁearbbhahudleZ 3, 4-tetrahydro- |squ| noI [ n 4- yI) benzoi c

par i cul ahipéfse{h,%ﬁ@c A TR R S e T S N L

group consi S?még e-3- c)arl%oxamlde

N-[4-(6, 8-di ro-2-me I-1234tetrahydro|squ|noI|n4yI?-phenyI]
acet &4&i dd;82)1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-

:m( 368 di chl qr§)32mmett ureaz 3, 4-tetrahydro-isoqui nolin-4-yl)-benzenesul fon
2 m( 368 gl(;@b?qtp, - (&, 8181dh0ro 13- Aethyi=1, 2 3 A bt e Hydr G- atiduitidlin4-¢hyhengnzenesul f on
4- (6, 8- di chl drdimefdyhyreal, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl)-benzoi ¢ acid;

5) i - - -
4- (6, 8- di1(§él) (”'[)3-'@’%?3 |<f_||'§}?r_oi?-£| %‘hﬁ' 1 gtef gﬁ?/té?'ydggdﬁ?%o??lw ﬁ V>')| Bhehq-yfgtrnﬁh-y!)enzam
i de; 26) morphollne-4 -carboxamide;

ﬁ{ gg 7? |1%%|)CI)\E F3 6.,8- dlcr¥oro-2 2m<§th§/1I % 3t3[ g-qgtorlar\r?)llcfroc]gclac;]u%cl)lpnjw) 3he'\r|1_ L gﬁ\'yi Henza

4- (6, 8-dichl &h rﬁ?éw"}‘% 23a$ngérﬁfd@ahydro i soqui nolin-4-yl)-N-(2-di net hyl

am no et hyl )

6, 8- di chI1®60-12[3n(ﬂ,$1—3dishhr{>@-nmtbyie1 213, 4Hstrapldeoyydoquinating -y phteryly dr oi soqui n

ol i ne;

4- (6, 8- d| chl oF&-9imathyamino-sthyl),1methylaiigas_ i soqui nol i n- 4- y1 ) - pheny! ani ne:

10) 2? 187) 1- §3 -(6,8- dlchloro 2 methyl -1 2 3,4-tetrahydro- |soqumoI|n-4-yI) phe yll-
1-[4-(6, 8-dichloro-2-ne 2 3,'4"t et rahydr o- i soqui nol i n- yI) phenyl ] - 3-

met hyl t hi ourde3diethyh1- metKyI urea
b 3o i oAt A LS b4 ebAb DAL Ry LT S gk bRy drovbaaang! 1 - 3

N[ 4- (6 br ona- .@hbﬁwpcgrmé’ml-l 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
] acetam de; 2

5- (6, 8- dlm)&dmthﬂﬁﬁwo'@ﬂwﬁﬁﬁ BedichinyatdnetyhliZadhitatrabydrp-isogninpliicy - ben
ZOi Cq@ci d; 25

5- (6, 384t chi d‘?%'?)?-"ﬁé‘%"ﬂu'cﬁrhf'ﬁati 4-t et rahydro-i soqui nol i n-4-yl)-N-(2-di met hyl
ami no et hydq) 22dimy@th9l>aymb@-rumh[21-€6 8idighloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-
N-[3- (6, 8-dichl oro-2- met hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
acet am de; 16¥-yl)-phenyl}- carbamate

3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl am ne;
30 17)

2- (6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne;
18)

N—[4 (6 8 d| chI oro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]



72 19)

N-[4- (6, 8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetyl piperidine-4-carboxan de; 20)

N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne
t hane sul fonam de; 5 21 )

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetr3&hydro i soqui nol i n-4-yl)-phenyl]

et hanesul f onam de; 22)

N , N -di met hyl am no- N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui no
i n-4 yl 19phevethyl {36 Badrckilero-Za')'nethyl -1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-

N-[ 3-(6, 8- dICh| or o-,2- et hyl - , 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl] 10
pr opi onani deCamamate;

m §r g ?n 382 %E’ﬂw [R(E8HEHW o~ 2-rfetByit D3 A ab shhRirbSESHLiRGIH-B-y=phammbeny | ]
N-[ 3- (6, 8- di catbamate; net hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl ]

i sobut yr

N Lo-2 5. 384T Boptef B erijenioro2amattyd 23 ddplangdrastTRin sty ehsdi
cycl opr opaneegmg de; 27)

N-[ 3-(6, 8-dichl oro-2-nethyl -1 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
cycl obut aaé);a;%dmthmleproggb [3- (6 8-dichloro-2-methyl-1,2,3,4-tetrahydro- |soqumolln-4-yl)

N-[3-(6, 8-di 1-1,2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2,
2,2 20 tr.flﬁE?ﬁY'EE%rbgﬁ% 29)

N-[ 3- (6 8969 ﬁ’idtﬁqu4«’(6r$ﬂ|hhlordn22m§trﬂrl-t1& B alhtetiabyt reigogoinolin-dylyphepyipnyl | - 1-
acet¥ peri di ne-4-car boxam de; 30)
N-[3 QG 8 d| €ArRAMAS: net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ]

(31 _
N Fo (6208 iscpronyt [4-(6 8 dichioro;2methyl1,2.3 d-tetrahydro-isoquinolin-4-yl)-phenyll, |
t hane sul f ongarbdamate?)

13- (6, 1{9255;,# 8gnet§g})r-re {J [4-(6, 8%ic%\_lc§rce)t£ ahé{rc]i)rllo b%ogltl l Idrr]o Al'sc}&lu) ndil Q{‘X,,)]

et hanesul
N ,N-dineth 68d|chlor02rrethl 1,2,3,4-tetrahydro-isoqui no
lin-4 30 yl )%%g}qy%ﬂ?ﬁ?tgm de; L y g |
N-[ 2456, 998) elmwv[@{&&d;cmipro-z retbyk1 263 Adniranydrosseauinelin-A-y)-phgnyiheny| |
cycl opr opanecar boxat? 73 35)
N-[2-(6,8 rrethyl 1,2, 3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetyl pi i(=)- dlilfnkﬁ'ﬂsl 1,2,3,4-tetrahydro-i lin-4-yl)-phenyi
e epé"‘”?? éﬁ? iy Me‘“@% o e AR eyt 1 - 3-
ethyl urea; m@h?nesulfonamnde
rlre £ ﬁyl( 6t %O@E?@LW @é@'ﬁﬁéﬁérob fethyl:f, 513 AU S RBYUMBIN- I hkenpheny ! ] - 3-
1-[ 2206, 8- di ghéthanegulforiamitel, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl ) - phenyl ] - 3-
et hyl wurea;
1- [¥ (6, él%)&ﬁ%ﬂrla (8. &remiﬂro@ methvl-t 23y 4dRiaydreisegenaline-y)pheoglieny | ] - 3-
met hyl 10 t higu ﬁr
N-{5-[3- (6, 8-di chl oro- 2 met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-y|i
phenyl sulZ02)yd$)-1-[2- (ﬁﬁﬁ-dwhlarmbmalthyl-WZB etetrahydteisoquinplin-4-yl)-phenyl
N-[ 3- (6, 8-di c‘{e?’&rz met hyl -1, 2, 3, 4-t et rahydr o- |squ| nol i n-4-yl)-phenyl]-1,
di et hyl - § B e- 4- sul f onani de; 15 42)
[(:42‘56 W)W@(@s?dm@drbm—nﬂetgyla ﬂatﬂétaém@msmlmat W1)-phenlyl]-aeaemide; C,

trifluofo-nethanesul f onam

2
N-
C,
N-[ 3- (6, Qaﬂ)cﬂa(aabmnomenyﬂ)518-g1c$ﬂor0t%meawd1r,%,3|%tﬁfftﬁhyém-rﬁomumlmpheny|] C,
C,
N-
be

et hyl - 1405 GG Rl S DRk £ seteaty s om R B YIS - 4-y1 ) 20
N_nzengsg d?(r:Brﬂzt‘)lpo OX?r'?t?]{/l urleaz 3, 4-t et rahydro-i soqui nolin-4-yl)-phenyl]-2

di net hyI A06) ethyal-thBwlichloro-2- -methyl-1,2,3,4-tefrahydro-isoquinolin-4-yl)-berizoate;
30 207) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid.

and the pharmaceutically acceptable salts thereof.



46) 2, 6-di am no

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

phenyl ] - hexanam de; 25 47)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1

H pyrrol e- 3-car boxam de; 48)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tet?éhydro i soqui nol i n-4-yl)-phenyl]-1-
met hyl pi peri di ne-4-car boxam de; 49)

N-[4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-.phenyl]-1
30 net haBgreeptiomayly partivelardreferdncaishgivemtaleompobiinds from the group of

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

H pyazol e- 4- car boxam de; 74 51 )

N-[3-(6, §ydi A 3 date td THalel K - phenyl]-2

AT ;]O §3&3§§§, glcﬁﬁg%d mbtiyl 3, 2.3t RtdiaihyaFQidoRfaiRY-)-phery)

N-[ 3- (6, 8-di atétamide®- net hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-2

di et hyl

2 oo 8| B EEHR SR WL IE S S s———

enyl ] pr gpi Oﬁf(majéich% 2-methyl-1 2 3 4-tetrah§dro |soqumo||n-4-yl) -benzenesulfonamide;
2-am no- -(6.8-di chl oro-2-nmeth 4-tetrahydro-1soquinolin-4-yl)-ph

enyl ] bu14)/r arh[ddﬁ 85@):hloro-2 methyi-1 2 3 4-tetrahydro -isoquinolin-4-yl)-phenyl]-3-methyi-
2, 6-di am no- {\I—é % dICh| oro-2-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl
) 10 phenyl ] THe¥8Rani de; 56)

N-[3-(6, 8ydi ¢ﬂh 6(88rcﬁ%1'rd51-2|-métl'%4-3 243Mewtuahydfd:rsbqommmLympHeWI} 3meyty| | - 1-
met h%/ pi perl i ne- 4- car boxam de; 57 )
N-[3Q6 8- d| Ufﬂébro 2-met hyl -1, 2, 3, 4- t et rahydr o-i soqui nol i n-4-yl)-phenyl]-1

N3 ((]Iaz ) gi SRfefeaonR ?ﬁcﬁ'&’? gmftﬂy'ﬂé?'r A SRR RS Ay 1 - 1

anesul foayétamnperl di ne- 4- car boxam de; 59)

68d| 0- 2- et 3 dr0|so -4-vyl henyl ] - 3,
i - 1 Rl G SigiRe 2 s 2 e gy Sisoauioind-yi-shehyt PermY! -

6, 8-di %Eé@hﬂd -nethyl-1, 2,3, 4- tetrahydro i soqui nolin-4-yl)-phenyl]-1
yrazol e-4-car boxami de; 61)

6, 8)di mm&;s-mmmﬂ-mmym 2.3 4 tetetydiro-isapinolined-yh-phepyll- phenyl ] - 1,
thyI -urea; 62
6, 8- di PRRIPRADIASat hy| - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n-4-yl ) - phenyl | - 4-

p'9 er a4l Q—ﬁ‘i@ﬂ&@xﬁméiﬁ |- ‘?Q,ﬁ&etrah dro-isoquinolin-4-yl)-phenyl]-1-acetyl-
le ch’l o(f’:) -1, 2y3 -tet rahyydro [ sqoqw nol |yr2 " yly)] pheng/ll ]-pi

|ne 1- c@rnmbdmﬁ-d@armamlde _ o
994Nggg@§.§h¢ﬁgé{a¥%.g§etﬁyu§1 5.3 BHEPINHrE L RMBINA Y- skl RERRKEL

di @hlf@ma}nﬂeﬁet hyI 2 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 30
- car boxam d

qg. M%%B@qt’é@nwz-metbyl?,1 2.3, 4tetsaRyere-isequinglifotyh-rRhevll= phenyl - 1,
‘?hanesag‘_ rﬁ%@n

d iC Ioro- hdﬁ 1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl] - 3-
9 NSEN'-dlmethyIamlno-N [4 (6 8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-
di

i
g hi 1,2,3,4- hyd I 4-yl) - ph 1]1-3
chl or tetra ro-i soqui nolin- en -
thyI aﬁrﬂbpgﬁﬂvfeu'a@ge 5 69) ’ _ ! o YT
8|3§ Mslg@s%émbﬁw ‘rﬁetﬂ¥l31 4.3 BLERANHTE-ISSQANITRAY-pheryl]- phenyl ] - 3
ydr -3-yl )-urea; 70)
di q:iﬂd)[mooamdﬁét hyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-3

s TR St Aot 2.9 4etabua s RS phenyi - 1
10 1- (bllty’fﬁh{?&é, pi peri di n-4-yl)-urea;
15) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyt]-
isobutyramide;
16) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
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72)

3-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1-
(3 di net hyl am no- propyl ) -1-net hyl -urea; 73)

3-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1-
(2 di met hyl am no-et hyl ) - 1- net hyI urea; 15 74)

1-[ 3- (6, 8-di chl oro- 2- net hyl - , 3, 4- tet|3§hydro i soqui nol i n-4-yl)-phenyl]-3-
(3 di net hyl am no- propyl ) - urea 75)

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 ] - 3-
(2 met hoAyy eNFBHB; &d&ﬂlor@&-methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

1-[3- (6, 8- dlchloro 2-nme h{ 2,3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3-
pyridin 20 3Cygloby aecarrsi’? amld

éyI 3 di(g b gl Etsg@?s-ggﬁ?drByi-n?etl?ylﬁ,f,t%ﬁﬂét?é%?&-?éoﬂ&%liHQAI-W-'p‘Iwa\W-"ZP@EUY' ]-3-
N[ 2- (6, 8-di trifluorm-agetarmtidg] - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl }-phenyl ] - 4-

th rb i de; 7 . .

11223 6 888 Brieobe s thiarayd Methyi 4.3/ lstcaty e sosuinanst ¥ePhepyl-T5esivr - .
t hyl -4

rlre 2y(6ur8egl g%@gﬂ?e; r?gt'?%a"l'd% 3, 4-tetrahydro-isoqui nolin-4.-yl)-phenyl]-3

-(2 di me0Yl hhﬁ%(@&dioﬁlqmb&-mthﬂﬂ 234 tetrahydro-isoquinolin-4-yl)- phenyl]
(68d|chlﬁ 2:methyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-4-
| 30 p| Q?Wédel car boxani de; 82)

6, 844i mI@gB-ardmrbm -metRyl3, 2.3 £étedhydir 6-idcauinglinod y)-phenlyil-réeank] - 3-

urea,

y
1-

[ 4-
th
[ 4-(
t hyl
([j41Q?h8 di sulfenamigejret hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-1,

i me
[4-(6, éb?jl (i:\ﬁll%o %"Chlqrﬁy% nletgyl 3 ’3t'4éttert5?1ry(§’rr% 5% u(ﬂri'ﬁhrqo? I/II ylyy- phenyl]-1,
di eE hyl - ur eman'ésaﬁc)namlde

N-

me

me

3-

1

3-

1

(1 [3, mgt I??Da dg{lﬁ&h&%@%gg& Ié@ 8- dléI?IE)Foa ét%y| ?%%4r}olraﬂydro-ls qIEI'rISﬂY 1 -3
d hyd I I h I

rTI\I—D 4-(6, 8- |9@£q.{?g;(,§ gﬁém%e?) 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

N-

fo

[ 4-

y

[
r phol i ne- 4
[ 4156, 84()“ M[Z@(G)B-mo’rmmw-rnatﬁyla ,2;:3, 4tetodiyydiro-isaouinolimed-yh-phenyll- phenyl ] 10
r mam de;
(6, 8-di chIC ¢lIgPFONRBERFTLOXERIAL:_ { ot r ahydr o- i soqui nol i n-4-yl ) - phenyl | - met h
| am ne; -2-methyl-1,2,3 4-tetrahydro-i lin-4-yl)-phenyl]-1-acetyl-
N-[3- (6, 8507 Mf2:(6,8-gichioro-2-methyl-1.2.3.4-tetrghydro-isoguinalin 4-yl)-pheml-1 acetu
rmani de; 1Ppigdidine-4- carboxamnde

-6 & G 15062 BBt by 2 314 AbH,Brd ABRHIRAN AL f-phehy PAsEL et

a
$08- di chlyps®- 2- rret hyI 1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,3,
i net hyl - ur ea;

6, 8- éh|1oli30(628 rﬂahwp 2rmethyl4L.2 Si4-tattahvere-isequinaiindryl-phepylidamethyl1, 3

(
r
(
di et hyl - %(ﬁg 93

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

3-

I

o w (JO_OOO
1 ~ 1

hol i 128) 4-16jar(Bo8-divhitsro-Bethyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl}-3-ethyl-
(6, 8-dichl oro- 2- nethyl 1,2,3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ne
4 met hylw%? per azi ne- 1-car boxanmi de; 25 95) 1

8' Oolgf@Zq arérIiwrb- -nfet Rylét, > 84 )@é}g ﬁb%ﬁnﬂh ﬂgﬁ?ﬂ&ym@m@tﬂws-(z

yI am n ) - 1- met urea;’ 96 am no-
[ 3- (6 8- dlchltlmoureamet hyl -1, 2, 3, 4-t etrahydro-i soqui nolin-4

/1) Bnendl). SRR B et SEE L S odseatineln4-vo
yl)-phenyl - %@h@%ﬁtfﬁmo?ﬁ% %ed«\symuazdn NGrcetdhide;

Q_|—|r—l>
_(Dj
I\<|—|ﬂ|—|

[ 2- (6, 8-di chl oro- tet dro-isoq Ui nol i n-4
yl ) - phemyd@1))- d&[&yéﬁrﬁtchchlorwz-methyl -1,2,3,4 te rahydro- |soqumoI|n-4-yI) phenyl}-
30 1,2-dimethyl-1H-imidazole-4-sulfonamide;

32) N-[4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-C,C,C-

trifluoro-methanesulfonamide;



99) net hyl

[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
carbamate; 100) (R or

S)-N-[3-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
met hanesul fonam de; 5 101 ) (R or

S)-1-[2-(6, 8-dichloro-2-nethyl-1, 2, 3, 4- 3t rahydr o-i soqui nol i n-4-yl)-phenyl ]
-3 ethyl-a rea; 102)

1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4-yl ? é)henyl ]-3-
(2 hydr 08%) eN\a3-(6),8-dichdoroi®®etbylR,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-

3-(6, 8-dichl 2- met t etrahydro-isoqui nolin-4-yl)-benzoate; 10
104) 3-(6, 8- g?fﬁmr%metgg%§%§qnain§ €3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - benzoi c
acid. an t I . conpounds
T ks i g i it b ol ine dastied
have both t hbeﬁzameswfneylﬂrmjnfl guration. The conpounds may be in the form

of opti f ter racenat es.or. 0 i Xt ur t her eof .
The abr i ned MIICsdinded B gar e Srr e Ep ey i e B
radi cal s rraydhﬁemymmﬁbr@e@mrd@hal n and branched. G oups CaH2a_1 and their
anal ogs as far as 20 mean either the corresponding al kenyls,

cycl oal k363, @dlmnﬂﬁ'&‘i%gﬁsﬁ"@"rﬂom -Rynethyl-d 2, Mrtgtratzwpdp@qwﬂ@hmér oaryl s
ar e, | n part:p?‘uél'!?ljnhg%%%hlosé t hi enyl 2- or 3-furyl, 1-, 2- or 3 pyrrol yI ,
a

1-, 2-, '1-, 3-, 4- or 5- pyrazonI 1,2,3-triazol -
-4~ or 5- -3y, Nlﬁﬂf {6, 8~d4cﬁ|®noa2¢hetﬂayl,-1 23,4 d6trathedro, lsqu|mI|r54-tyE)t-pl'le]iv’|H- 2- ' 4-
or b5- oxazonI -, 4- or 5- |soxazonI 1, 2, 3-oxadi azol -4- or 5-yl,

1, 2, 40oxadi aparro!ﬁgﬁasb%amlgeg 4- oxadi azol - 2- yl or -5- yI 2-, 4or

5-t hi azol )- vR= L -
1,2, 4- thl:%g i az[ﬁ (%18 o%hlé'? é%&hazp?y% %té%'aéf rf)hé@éulﬁ&@-?/l%ﬂ @fanyg_‘b’methyl
4-pyridyl, 2-pipetidiné4- ca’rbéxamldlem di nyl, 3- or 4-pyridazinyl, pyrazinyl, 1-,
2-, 3-, 4- - - 7-indolyl,, 1-,. 2-,, 4- 5benlmd 01-,
23 oK o et ohdh 2,0 Fa o SaRBlsy ﬁn%r%wwlﬁ

4-, 5, 6-, ?netﬂénésulﬁﬁﬂﬂFWrMIne-&cartfoxanﬁde 6-) 7- or 8-qui nazol i nyI 3-,
4-, 5-, 6-, - or cl nno é - or 8-qui noxallnyl 1-,
4-, 85 @l0) N-[4{6,8-dichlneg- a-zmemyl -1, Bik4deira ﬂh@ﬂmq@nollme-mm@nyﬂs kbt hese
corrpounds are add|t| onal a%gjgcorrpassed that is to say, for exanple,

1- oxy-2-, 3- ﬂ%ﬂﬁ ' these, the 5- or 6-nenbered heterocycles are
preferr ed41)Th¢:[31€6 Bldiéﬁléfd ¥-rRsBir1 12@4Etetrshwr@qy@duﬂﬁolm-¢ lew@mm

pyrazol yl, "pyrro , triazolyl, "tetrazolyl, thiazolyl oxazolyl. The
t er m nal mmetbuémlnﬁ amtamd@; chain are al so regar ded as CH2 units and

Compounacals STTATE BiREl £ eRR 2 ARl RyorLd  aME 4 AL R AR 0Pl

can @ pr eparcﬁld\eﬂtmmlnmgacﬁe*tamldéje benzyl am ne pr ecur sors |V. These in turn

can, if not obtainable cormer by 15,stan

pr ocessestd)r ArAMiRO &bﬁ&%m %é?f‘é@ﬁ 'loé%o? Y(S’I" %?%WH%!@‘?V) phgn;gl]-u

Br R5-NHz 1V ééﬁngg“a'%e benzyl am nes IV obtained in this way are al kyl at ed
in a manner ano to the skilled worker with the appropriately substituted
al pha- br maczeaupmmhbtse(acwmumosz-methyl -1,28 4-tateaytreisoquingtin-4y!)-nhenyl]Ro
'~ R7 Br

butyramide;
25 45) 2,6-diamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
46) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-methyl-
piperidine-4-carboxamide;
47) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
30 imidazole-4-carboxamide;
48) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;



V R2 R3 VI The al pha-bromacet ophenone conpounds V can be obtained fromthe
correspondi ng acet ophenone precursors by brom nation in processes known
fromthe literature. The desired tetrahydroi soquinolines | can be obtained
by known processes by reduction of the carbonyl group in VI and subsequent
aci d-catal yzed cyclization of the correagondi-ng al cohols VIl (cf.
Tetrahedron Lett.; 1989, 30, 5837; Og. YPrep. Proced. Int.; 1995, 27, 513).
RBRORTRLR\ ORB~NR5 R4 VI RBRYO i\ RL N\aBH4 R2 \ OHR3 ~ N~R5 R4
VII R7 RS 80 When R6 is not equal to H the desired conmpounds of the
fornul a KO} ahl-[3e(6p8-dichiard-2-meteyehd/3ed-teteahydne-isasinndin-4#yl)iphepyl]-3,5-

hal ogen/ nmet ald. e hﬁﬂqe and Is%bseguent .c{mcl eophilic attack of the

i ntermedi ate lﬂ’%tﬁﬁ' AR € Pt RE* 3Nt e carbonyl group (cf. Chem Pharm
Bull.; 1%@23_) NAB- (61&-4hiord-2metiRA- B2 13 4 - ARy drs igdguindih-R51) BheRy A¥H-1 VI 1 |
| X The tertiary alcohols synthesized in thi's way can be converted by known
met hods i nt opy@zotenearbggamida;i ves. Al kyl - branched anal ogs (1) are prepared

pos 15 on ) " RriuR SRS L elbud £ S BRI sCRL Bl B B shb vl
st andard p_roaﬁﬁgmyl-uma@ t he corresponpli ng _am' d_es X1, which are 15
converted into the desired tet rah%drm soqui nol i nes |

in a
Pi ct et - SHEhgNel3-EBrdighiere-2-aathyloh2 Ged-tetralydaprispasinolingsyl)-phenyl dometindm
Pharm Bull. .. 3 4., 81 1. LDA 2. R6-X X HCHO Li AlH4 XI 1. NaCH
2. SCClz 3. Rﬁﬁé“&%rc@%@#’& of the type | are described in the
publ i she@®3% pdbsj3-(6;8dichicrovVibDnisthd21,8 344 -tetca Waro-isRRitdlin-4-y1) miveey| ] +pémeridime.,

dopani ne and serotonin reuptake inhibitors. 5 However, these patent
appl 1@at i ons 1pF35Pe¥AMIEes | usi vel y conpounds in which RL and R2 may be

excl usi ve] .t R r 1 F . fiding to the
i nventi 0§4¥h§[§a{5'$g2%t ?o%g%éh??ﬂ??ﬁg%tﬁééﬁ arréms'?)hgt R@u?ggr{ot gc}ual to H

| n addi ti on, marphalineidicapbexamide; t o det ect by neans of an exenplary
conpound nds acc i t.he ipnvention any i.nhibitory
properti 5’2’5 o:[?ng}‘ﬁéogpéﬁ ?PRe "?egbgb{]'gri?'tg%ﬁ?ﬁ?"wwwma%yb#ﬁ@a tonpounds
di ffer distipgirbNdiRelhcarboxhmitd;ure and in their pharnmacol ogi cal properties
fromthe conpounds described in the patent applications nentioned. In

addi 150on,56¢ o Ppl8c(Bes-dishlargamethyld ,28sttattabydrovisoguinsdinehy!)-hesyiilckt i on EP
11 13 007 as Eqihr 9&%& agoni sts and antagonists. It was possible to show
that the con‘ﬁj }45 8 accordi ng to the invention show no activity on said

recept or %7)s9.-[3h@! 8-tlthicrbra eyl 1,2 3i4-teyaro-Koquinvlinorpipphenyiaceethiyhg t o
the invention result in distinctly different pharmacol ogi cal properties in
this regard t6R2;

58) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-3-(2-
20 dimethylamino-ethyl)-urea;
59) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
(tetrahydro-furan-3-yl)-urea,
60) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-3-
(tetrahydro-pyran-4-yl)-urea;
25 61) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
1-(1-methyl-piperidin-4-yl)-urea;
62) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(3-
dimethylamino-propyl)-1-methyl-urea;
63) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-(2-
30 dimethylamino-ethyl)-1-methyl-urea;
64) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(3-
diethylamino-propyl)-urea;



82 It was possible to show that conpounds of the formula | are excellent

i nhibitors of the sodi um hydrogen exchanger (NHE) - especially of the

sodi um hydr ogen exchanger of subtype 3 (NHE3). 5 On the basis of these
properties, the conpounds are suitable for the treatnent of disorders
caused by oxygen deficiency. The conpounds are, as a result of their

phar macol ogi cal properties, outstandi nglr}@ suitable as antiarrhythmc

medi canments with a cardi oprotective conponent for prophylaxis of infarction
and for treatnent of 10 infarction, and for the treatnment of angi na

pect or i s £5) n1v{B+(68-dichlvec2-methyhdy?, 3|4stetiahyd m-tsoquingliedt-yIy-phedvit-8-2n a
preventive manqer th at hophysi ol ogi cal processes associated with the
devel oprent B1eNQAREYR-Y4EBuced damage, in particular in the induction of

i schem aggnd ' iRV 28.4- " llif- VV-8- ts
agai nst S’g? hgﬂggpgfﬂn%%%c am%gﬁeﬁqﬂ?? ughq}a’ﬁ‘?,"ht‘ﬁgwgg%%ﬁs S ri;c)i]‘j’rﬁ-t he
formula | 153wij-ateaar e used according to the invention can, as a result of

i nhi bjti of, th | Lul ar, Na+/ H C chani sm. b sed -
rodi ooy o BHESIh T RE I o eI SRRyl g kBB Tl aeray
i schem a or QL)aQ{rg@,rs i nduced primarily or secondarily thereby. This
relates to the use thereof as nedi canents for surgical interventions, e.

in organ 68) améta-eﬁawﬂcrmrg;ZimetWi'th,%%é%tgahmowﬁiwwrpfmyu&memlhgi 0
tect 20 th i bef d duri |, t t ect
protec Rﬁ)e?éﬁﬁgiléh%lbéggwgcfé)or efore an uring renova 0 protec

renmoved orga ffeatment with or storage thereof in

physi ol o@iogal-2a6iB-tlchicte-2-Amkthgi1,2 3%-thirdhydré-squiritinidsyl )} iphieayl]-Bemethyl-
reci pi ent organi sm The conpounds are |ikew se val uabl e nedi caments with a
prot é8ti ve adf®®n during the performance of angioplastic surgical

i nt er venti~Qn f @r : i I S@l s. In
accordanzg(?zéquvi'(t%h&? @W@r@[@@?’%’%‘%ﬁf@yﬁg‘ﬁsns '@éhﬁ&ﬁﬂhﬂgﬁ?e danmage,
t he conpounddirethylmsinosathyidarea;as nmedi canents for the treatnent of

i schem as  of e rvQus syste ecial | f .the. [ i C onnect i on
theyar o Td0i et Bl chiGiargrasthyr T 2R Pt auiao b Do e G
edema. In ad?iﬁérﬁﬂnel?e poxBRlidels of the formula | which are used according
to the invention are iﬁevvi se suitable for the treatnent of 30 types of

shockh5 sU@) ds[4-(6c8-dichdorpt2metiylel, 2 Sidrtetrahydratisagpinain-qyhehenylilemetityl-
bacterial shock. 83 In addition, the conpounds induce an inprovenent in
the respi ratéV?a'drive and are therefore used to treat respiratory

condi ti Oni%ga%ﬁﬂcce?&%%h‘l&r{)m-}ﬂ&hiloi,b%ﬂr&ﬂd%-ﬁéﬁqmmu- Dipheyil-1di seases:
di sturbancé of central respiratory drive (€.g. central sleep apnea, sudden
i nfant deat h dipethybpegaiti ve hypoxi a), nuscle-rel ated breathing 5 disorders,

associ at dui ti- B it iab A SR B oA B HAIEETS, e
apne@Q acut e gigttlyleliveani ¢ pul nonary di sorders wi th hypoxia and hypercapni a.

The conpaounds additionally increase. the tone of the scl es of e upper
i rwys” T e (O hrERIOr 2 TP b S oSy B aV I
inhibitor wt i hydr.ase i nhibitor (e.g. acetazol am de), the
latter i nduciﬁn@%’%@m %hggiuﬁgé'i s and thus itself increasing respiratory
activi ty,76)r iN-§4-(6,8-diehlarbasmethyb .2, 3lddetrahydrodsdquinelin-d#\i epherytld r educed
use of active in%ﬁdi gtr_]t. 15 It, has energed that the conpounds used
accordi ng t o MPEPNOHNEAFHROXAIE, ni | d | axative effect and accordingly can

be uged afmag(%oatatdh|&6-2-maﬁgw%nﬁ2,3su-tétfaﬁya%-%dqgirﬁalihlﬁbl)@hegvmq?ﬂr@hidw,

in i ch cdse the prevention of e ischem’c danage assocCi ated w

const i pat7&n N-346.8-dichlem-2rmethykdiZod4itetrphydriodapauinglinydwdlphedhs. 20 1t
is additiona%lﬁegos ible to prevent the formati on of gall stones. The
conpounds of PHBAMH S 1 a | used according to the invention are furthernore
di sti n9UiPQ)GOH-B‘g@Bﬂém@@-ﬁmth}lFDﬂ}@,¢ftél¢§hydm-i§(5@ill@dﬂtﬁ-#-fye)ﬁm'iér%-‘n&a;eI s,
for exanple of 25 fibroblast cell proliferation and the proliferation of
snoot h nuscultdmetiddireacel | s. The conpounds of the fornula | are therefore
suitahpl e V. . i i i [ I

proliTera onﬁké’elgé)'égjéﬁlgkgfﬁéﬁglf ﬁgﬁlaigﬁgﬁnﬁ?:jg@ﬁgg!mg% ‘?:ﬂalénrﬁ/tﬁh‘ie’?ef ore be
used as anti aditipgairéa;oti c agents) agents to prevent |ate conplications of
di abet es, cancers, fibrotic disorders such as pulnonary fibrosis, hepatic
fibrosis or 30 renal fibrosis, organ hypertrophies and hyperplasias, in
particular for prostate hyperplasia or prostate hypertrophy. 84 The
conpounds used according to the invention are effective inhibitors of the
cellul ar sodium proton antiporter (Na/H exchanger) which is elevated in
nuner ous di sorders (essential hypertension) atherosclerosis, diabetes,
etc.), also in those cells which are readily anenable to nmeasurenents, such

o o o . o, o, . N T



30 hard gel ati n capsul es, aqueous, alcoholic or oily solutions. Exanpl es of
inert carriers which can be used are gum arabi c, nagnesi a, nmagnesi um

carbonat e, potassi um phosphate, |actose, glucose or starch, especially corn
starch. It is noreover possible 86 for the preparation to take place both

as dry granules and as wet granul es. EXx |l es of suitable oily carriers or
sol vents are vegetable or animal oils s as sunflower oil or fish liver
oil. 5 For subcutaneous or intravenous adm nistration, the active conmpounds

used are converted, if desired with the substances customary for this

pur pose, 84)icIN-E5(6;84didfilbrioz2nssthylrly R, 44tetrahyairodsdaguinained vl )eptienyllimethyk

sol ution, suspension or enul sion. Exanples of suitable solvents are: water,
physi ol ogi cal %rgﬁpﬁ?eeﬁfca&ﬁ?@sﬁmﬁg; e.g. ethanol, propanol, glycerol, as well
as sugar goq N-[alg@,8&%@2%%%@2%4@@%9@4 UihdIRRE-y)PheHyl]ahethyR4-

m xture of ‘the various sol vents nenti'oned. Suitable as pharnaceéuti cal

f ormul ati on foethylepipaiazinead icanboxamide; f or m of aerosols or sprays are, for

exanplLe, | yti.ons, .S ensi ons . qr igns, of the actjve indrgdi gnt of
Cha Thr s M- sttt 2 S S s 4y e an 2"
particul ar) efmatglarRinoléthyigteheti-ufednl Xt ure of such sol vents. The
formulation may, i'f required, also contain other pharmaceutical excipients

such as &4)f 2dimatbylasing-etivi (3-66,8rtichiomb2metbyls1,2ahé-tetrahshetiseauingjis4-
Such a preparat | C ontains the active ingredient in a
concentrati O@é%ﬁc{a’?@é#{%% 10, in 20 particular of about 0.3 to 3, % by
wei ght. BE Qogiagthganiitsetol [4-(6,8alichidiccPmethylt h@,3,4+tetnalydrotisodudnolin-4-
adm ni stered, and the frequency of adm nistration, depend on the potency
and dfr ati on YOrPheWlAreAMalRs conpounds used; additionally also on the

nat ure anghSevgiri A headn snfeary: 25 2 e e S irR9e,
wei ght and); eSSl PGB oRE SRt R A AR b SRl d
aver age, t he ytlephenyllessrbarnate;conpound of the fornmula | for a patient

wei ghi ng out 75 kg is at |least 0.001 referably 0.01 ng/kg, to a
mexi mum & 16”?%Nk§f(6£d rg'ﬁme&“i'1@%4;‘?&@@96%15‘%?@PTQW'%Egg'e

epi sodes of %é}hﬁfy;der) for exanple imedi ately after suffering a
myocardi al infarction, higher and, in particular, nore frequent dosages nay
al so1be r8&)e{RaonS)-N-[3-(618xdicbloto-2-megthyl-d o2 8-tetrahydragsoguinolis#-g)-pbeny]-20
200 ng a day ma%labe ecess ry) in particular on i.v. admnistration) for
exanpl e for a[“?) PERY " MANPnfarction in the intensive care unit.

Descri ptigg)s (RforSSPE[248,8LSicRIBEL-2XABIIYES 2,8 Ustetrahydrdbiseyuinblipasyl 1 leshyl]-3-
Rtretentisc?vrz t(i rreTF,’g\ﬂiJf(r?uor oacetic acingPLChi gh p)érfor n%nce i :yurg v

chr omat ogr aptgteyleigaval ent LOVSI i qui d chr omat ogr aphy nmass spect r oscopyMSmass

spectros ydl ) o]} | r K e A A (.
t enper at Tﬁﬁ@é%ﬁ%ﬁ%@ﬁ-ﬁ#@@ﬁgﬁt&v&{? Bon H'S‘Q“Cf‘ya,l(l},%ﬁ{‘y ,]esngzam' no] - N
, N, N20ON' -t et rraiedxyrethyhrireay t et raf | uor obor at eDVSQdi et hy|

sul f oxi deabs. absol ut edeconp. deco si ti onDMFdj met hyl f or mam de General : The
retenti ordd %@WWHH‘?‘%&%&Q’%%?Q g’leée?fjo LCVMS nmeasurenents with the
25 foll owi ng paraneters: Mthod A: stationary phase: nobile phase: 30

Met hod B: stationary phase: Merck Purospher 3,u2 x 55 mm 95% H20 (|0.05%
TFA) - - ~ JH% mvention furthes ;end¢omipasses theause ofhither¢drepounds ofi the-forsnela | for
acetonitrile; 1 mn; 0.5 mlmn, .30C. rek. Purospher, 3, u2 x 55 mm, , 88
Tobi 6 PHRIGEUCTO Meglsammens fRihe4eRaRN of SshTderstcn. G2 Re iR TRrCeg:Ly,

acet gB t rihhitioh ot the @bﬂiurﬁ-%%téﬁ@x@ﬁblﬁgéﬂ &F s%bgypﬁ M (NHEBY, IR Which thetrieshiRds
stationary phase: YMC, J'sphere ODS H80 4, u x 20 mm nobil e phase 0 mn
90% H20 (&Wre05% TFA) 1.9 m n-95% acetonitrile; 95% acetonitrile to 2.4 mn;

10% acet OlQlltlﬁbl '3323nﬁ5R£n n, 1 mM/mn. 10
independently of one another H, F, Cl, Br, |, CN, NO2, OH, NHg, CaH24+1,

qungq-1, OCpH2p+1, COOR10, OCOR10, COR10 or Ox-(CH2)y-phenyI;
30 aandb




Met hod C: stationary phase: Merck Li ChroCart 55-2 Purospher STAR RP

18esol vent: sol vent A: acetonitrile/water 90:10 + 0.5% HCOOHsol vent B:
acetonitrile/water 10:90 + 0.5% HCOOH15fl ow rate: 0. 75 m /m ntinme[ m n]

sol vent B[ % 0. 00 95.00.50 95.01.75 5.0204.25 5.04.50 95.05.00 95.0stop
time:6.20 m ntenperature: 40C25Met hod D: aéati onary phase: Merck RP18

Pur ospher STAR, 55 x 2 mm 3,u particle™size.solvent:solvent A
acetonitrile + 0.08% HCOCOHsol vent B: water + 0.1 % HCOOH30f| ow rate: 0. 45
m/mntime[mn] solvent B[%4 0 95 895575895955 tenperature: room
t enper at ure Exanpl e ib:the groups CgHog+1 and OCpH2p+1 independently of one another
N-[4-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4- Iz-phen | ]ace
tamide HN C | / N1, 2®.Unbebréors & bﬁln@pqsqdpléﬁpw%@nmreﬁ@ ams §o Bei ne
is prepared by mnetho I he literature (J. Med. Chem; 1984) 27,
1111 ). Internedi ate Jé(‘%-%\[,%%f?@}‘ ho- acetyl ) - phenyl ] -acetam de 15 is

synt hesi zed i ngg man®es, KB Worts) it heing loksible fop bleroryorer 4 aitorat ito beof

N- (4- acetyl phenyl)-acetam de. _The starting conpound (0.256 nol) is

i ntrddluced into 300 f@Plasedieliatormgi d and, at 60C, a solution of 39.9 g of
bromne (1.0 egypi N cetic acid is added dropwi se. After 1.5 h,
the reaction mﬁﬁ ur elqi%srr&aq}ﬁﬁ'\gd to cool to roomtenperature and is added to

20 11 of ice-water. The p{egipig ate 7r8 {tiRiRkfpedibibhone et ke Hrashed
with water and dried, with 60 g of 'the title conpound being isol ated
(mel ting point: 192C) . I ntatomsdiocheereplaced by F atoms,

N-{4-[2-(2, 4-Di chl oro- benz1yl am no) - acetyl ] -phenyl }-acetam de; 37.1 g (0.195
mol ) of internidiat e?4He"i nt r oduced into 400 m of dioxane, and a 25

sol ufg on of 60yg (0.2, Mop)3ef4internmediate 2 in 600 nl of dioxane is
added. 134 m of triethylamne are added, and the mxture is stirred at

roomtenperature for 4 h. Wheerthephenvhgngiethe gneup @xréChpdcphenvi® is
filtered off and the filtrate is, concentrated jn 90 vacuo. The resjdue is
taken up in ethyl acet ate,“W@Hﬁ%jpﬁsﬂé&%@dﬁﬁm%b%&eﬁsﬁﬁpﬁ{ #S‘é'ﬁ‘ and
concentrated. The oily resj ] her ebgi &N INOY HENHM b an

et hyl acetate/ether m xturftgfé 82@???1%’5“?%%3‘;%3% "int'er rrg’dleat'e 'yi n the
formof a crystalline solig HQBLJH ng point: 115-117C). 5 Internedi ate 4:
N-~4-[2-(2, 4-Di chl oro- benzyfjam noj - 1- hydr oxy- et hyl ] - phenyl } - acet ami de; 36 g
(0.099 nol) of internedi at¢ 3 art, 2]iZBeodyviebeing pod8ibik fafoneedimors Haatdmsat
0C, 7.8 g (2 eq) of sodium borohydride are added. The m xture is then
stirred at OC for 10 30 min and ®xbe BRAMRERIPEFAOMS: for a further hour. For
wor kup, %pe reaction mxture is concentrated and the residue is partitioned

bet ween N HCl and ethyl acetate. The aqueous phase is separated off,

adj ust edR19 R&IRB andi Réxt racted twice with ethyl acetate. The conbi ned
organi ¢ phases.are drie ith S04 and concentrated. Jhe crude product
obvatned i n ¢ nindenepdeaty Bhone dHoter Pafera ] beBH PRSI 250 b2 43 ch.
15 20 N atoms, zero or 1 ox¥gen atom or zero or 1 S atom to be present as ring
N-[4-(6,8-Di chloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ac
etam de; 20 g @POS4 nol) of internediate 4 are dissolved in 250 m of

di chl oronet hane and, at 0C, 250 ml of conc. H2S04 are added dropw se. The
mxture 5 stirred at OC for 2 h and at roomtenperature for 1 h. For

wor kup, R RERI badRY xture is added to ice 20 water, and the precipitate
is filtered off with suction. The precipitate is taken up in 300 M of 1 N
NaCH and ext r adidapendieaty of e anpthier GONR1ARIZATARIIBIZG of the organi ¢
phasgg and con@ﬁqtéﬁlhqa affords a crude product which is triturated with
di i sopropyl ether, ereupon 11.7 g of the conpound of the exanple are

i solated as a cryst aindependehilylof om¢ ahathepdl, @gHZO5t Lpaypr.125 1 a:

N-[ 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 ] -ac
et am dehydrochl ori deg  911HR-3\4,&,18, TIor/8,N~ CI An anal ytical sanple (100

ng) of the title conpound #fr le, 1 is suspended in 10 mMl of 2 N HCI,
and THF is added unt{l a c%egg'g%%r(@n is produced. It is concentrated in

vacuo, and the resi d%éiﬁ% bsibleFbp Endior Pncrehe atas inf iHet groafs THMHharkd

suction, whereupon the title conmpound is obtained as a crystalline solid

(E!(?t 3?3- E2307Zm' n (method A) CAtiqrto teoieplaced AP atbrnb amhelcforpne iot nore.CHo
anple 2: 2a:

(+) - 4- (6, 8-Di chl or 0- 2- et hgroups2ohetreptaceahyyiOoor NB48i nol i n- 4-yl ) - benzene

10 sul fonam de hydrochl ori de; 2b:

(+)-3-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-benzenesu

| f onam de hydrochl ori de; 2c:

(-)-4-(6,8-Di chloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-benzenesu

| f onam de acetate; 15 2d:

VAV . o L, R 1 a ~ o~ VT T - = s A 1\ .



92 Internedi ate 2:

2-[(2, 4-Di chl oro-benzyl ) - net hyl - am no] - 1- phenyl - et hanone; Internediate 1 is
reacted with 2-brono-1-phenyl - et hanone in the nmanner described in exanple
1, internmediate 3. Workup in an anal ogous nmanner and purification on silica
gel affords the desired al kylation product in good yield as a yellow sh oil
(Rt =5 4.188 mn (nethod A); M5(Cl+) = 8.21310.2). Internediate 3:

2-[ (2, 4-Di chl oro-benzyl ) - net hyl -am no] - 1- phenyl -et hanol ; Internediate 2 is
reduced with sodi um borohydride in the manner described in exanple 1,
internediate 4. Once noni tBABng HfortGyeigfegction indicates conplete 10
conversion, the mxture is concentrated and the residue is taken up in
ethyl acetate. It is washed tw ck wi t hl,H2® orh,iibtbeingtpossibniorane onmete bf
solvent. The crude product, which is ohtai qﬁdt(i n uar&li tgt itve yi el d, can be
reacted further wi thout further puri f i LRESR REEPEGE % rﬂ?lmfrret hod A);
M5(Cl +) = 310.21312.2). 15qg¢ nternedi ate 4:

6, 8- Di chl or o- 2- net hyl - 4- phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne; 20 (64.5
mol )Sof internediate 3 arBldiansoa (tp groupfiRk1ber Bﬂ@ﬂ@@etbﬁbwﬁhﬁbe atom
cooled to OC. This solution is added dropw se to 55 m of precool ed conc.
H2S04 and then stirred at room t©WRicAthewarempordgd ﬂ@a%ﬁ'rgﬁmi\%? Y t he
m xture is poubﬁd onto ice and made strongly alkaline with 6 N NaOH Three
extractions with dichl oronethane 20 are carried out. The conbi ned organic
phases are dri & 1vanchRNGS04 and concentrated. The oily crude product is
purified on silica ggl, gesulting. in internediate 4 in ield,of 53% (Rt =
4.444 min (nmethod A) ?099@3%‘&'}“ Lhe%@za%’l“g@ﬂ@?h they are bonded’a 5L.%-%r
(-)-%p8-Di chl oro- 2- netiymbérédARY! - 1. 2, 3, 4-tetrahydro-isoqui noline
trifluoroacetate; 25 4b:

(+) -6, 8-Di chl oPB- 2- net hyl - 4- phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne
trifluoroacet ag{eﬁ %@ngedl ate 4 is separated into the two enantioners by
HPLC on a chir p .“chiral colum: Chiral pak OD 250 x 4.6 cm sol vent:
n- hept anel i sopr opanojndépéndeftiylofordnothe COR14; CSRAY/GHSORM4; _

Rt ((-)-enantiomer/4a) = 9.340 min; R ((+)-enantioner/4b) = 20.327 mn. 93
2a. R14 C H29+1;

(+)-4-(6, 8-Di chl oro-2- et hylg- 1,2, 3, 4-tetrahydro-i soqui nolin-4-yl)=benzene
sul f d@ani de hydrochl oride; 92b: 1,2,3,4,5,6,7or8, itbeing possible for one or
(+)-3-(6,8-Dichloro-2-nethyl-1,2, 3, 4+ rah 0- i | noki n-4-yl ) - e5
sul f onam de hydrochl ori de; A susgg)ﬁgi%ﬁttogfsé’%e H%Dﬁ%%%gﬁko#}?méf a%dﬂeﬂgﬁ
intermediate 4a in 10 m of di chbgggmgtfb.aa@ebﬁ,ﬁd}brmq?@%{,ﬁto% tepldcett 2
of chlorosulfonic acid. The m xture is stirred at OC Tor one hour and at
roomtenperature for a further hbwQ oANRIBther 5 mM of chlorosulfonic acid
is added and the mixture is stirred at roomtenperature for one hour. For
workup, P9 it is poured onto ice and adjusted to pH 8 with NaHC03. Three
extrggti e RY I1R3 gh§R4 acetate are carried out. The conbined organic phases
are dried with Na2S04 and freed of solvent. The crude product obtained in
this way is heindapendently nf oné apother -QH3S@pRI6i withat 90C for three hours.
After the conversion is conplete, the reaction solution is concentrated and
the residue ishpartiZethedlbet ween H20 and ethyl acetate. 15 The organic
phase is separ ?t ed OEE cgnldoarté'le aqueous phase is extracted once nore with

et hyl acetate. 'The con{)l’ne Organi c phases are dried with Na2S04 and the
solvent is remRAs i ICBGUY. OBLIBEHIEN| oc NRIRR1Br aphy on silica gel
affords 335 ng of a mixture of exanple 2a and 2b in the formof a yellow
anor BBous sol i d. Furtkher pdr2f38.chth,d 7cor & iphaipgpassible faPloBeafrfromsH212 ny
of the para-substituted title 2 0 und,2a,_ plus 58 ng of the nmeta isoner
2b. Conditions for the pr eﬁgqlg??‘?/éem@e%ﬁyfa&om'um: Chiral pak AS 250 x
4.6 nm solvents: n-heptana/ gt yana g1t e of lbéﬁ??é@éﬂblé fo? oA ok-rhofe 1/: 0. 5
flowrate: 1 m/mn; 25 Ri(main fraction) = 14.145 mn (~2a); Rt(subsidiary
fraction) = 11.623 nin (--atms t@betieplaged bydsat@ass di ssol ved in net hanol / 2
N HCl m xture and freﬁz?e @&ng and it was possible to obtain the title
conpounds 2a and 2b i t 3 m of crystalline solids. 94 (Rt (2a) = 3.630
mn goethod A); I\/B(Za),(ESiﬁde‘p%ﬁaeﬁllgaﬁoﬁe aNbthdr H éﬂeggﬁzjﬁlﬁf (M-+CH3CN) ;
Rt (2b) = 3.668 mn (nmethod A); M(2b), (ES+) =371.3137/3.3 (Mr+H)/ 412. 3/
414.3 (Mr+CH3CN). 5 2c:

(-)-4-(6,8-D chloro-2-nmethyl -1, 2, 3,4-tetrahydro-i soqui nolin-4-yl)-benzene
sul fonam de acetate; 2d:

(-)-3-(6,8-Dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-benzene
sul fonam de acetate; The title conmpound is synthesized by the nmethod

descri bed under 2a/2b, using 10 internmedi ate 4b as starting conpound. The

o, . . - M e



Exampl e 3:

4-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui noli n-4-yl)-N, N-di net hyl
benzenesul f onam de, hydrochloride; ~ ~NM o / CIHC N | 25 95

6, 8- Di chl or o- 2- et hyl - 4- phenyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i ne
(internediate 4, exanple 2) was i ntroducr:ﬁﬁd in portions into chlorosul fonic
acid (6.6 m). The m xture was subseque y stirred at 40C for one hour.
The reaction m xture was then cooled to roomtenperature and an ice/water
m xture was added. The precipitate which 5 separated out during this was
filtered off with suction emd taked 3, i5n6e7oyl8, #detirg possiblefor ahe e more
washing with saturated brine was, dried.oyer magngasium sulfate. Sub nt
concen?r ation afforded HGtoms in the grOLﬂ) Eml-'ljzm” to be repl%cea%c)l/q-'e

4- (6, 8-dichl oro-2-nethyl -1, 2, 3, 45155% Sﬁ‘a%rodn?%%;bﬁg“s@%@bé%@éﬁgéﬁ%ﬁ"”y

| chloride as a solid crude product,” a portion

directly introduced in portions jkp f I pe solution (5 m, approx.
10 40% in water) cooled to 10C q‘%??rcehg’u tsitarfgmg]lljg'pensi on was subsequently
stirr®d at this tenperature for R19 h. Hih€@nhHgeepat er was added and, after
extraction three tines with ethyl acetate, the conbined ethyl acetate
phases were washed with saturatell briné Zrkot4i ed over magnesium sul fate.
The residue was taken up with water an fter itio | . freeze
dried. The crude product obtained in t{ﬁpgﬁ\ws‘ﬁﬁg{(yq%ﬁ;g@gﬁgah@ﬁ
preparative HPLC. Conditions: stationaC H@Paqefo D& F dad by PhetomisP18
(10,uM 250 x 25 mm nobil e phase: 90% HZ20 (0.05% TFA) -~ 90% acetonitrile;
40 min; flowrate: 20r25 m/mn The fractions contai ning the product were
conbi ped, the aceton'BtJ‘rzi | e "‘iﬁg stripped off in a rotary evaporator, and the
aquea) s phase was wa Rl sat urated potassium carbonate sol ution and
then extracted three timesydifediitly theRetdintto \Jﬁ]@h@l%?f’éfée@orﬁié@/é 5alat e
phases were washed with satdrated brine, dried over magnesium sul fate 25
and concentrated. The resi dupemberedking, up in water and, after addition of
2 NHC, freeze dried. 80 ng of a pale solid were obtained. This consisted
of ~80% of the desired conB und, in addition to ~20% of a regioisoner (Rt =
4.000 nmin (method A); MS(CRHB andBqTHy Eroup SR ExafR18 tdgethar with the N atom
4-(6,8-Dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-benzenesul fon
am deb hydrochloride; O-. ~NHz Qo whidhGhey ake-bbhdéd bri-eriGeheatteerdd ring;
4-(6,8-Dichloro-2-nmethyl -1, 2, 3, 4-t ydr ol s i nolin-4-yl)benzenesul f onyl
chl ori de B3R OC,Hvaﬁip+bf sS 288-1,€6k%6 or é)bZﬁ%j

6, 8- di chl or o- 2- et hyl - 4- ph |1, 2,3, 4-tetrahydro-isoquinoline
(internediate £ exa éegﬁgéﬁn‘?”r duced into 1 m of chlorosulfonic acid
and stirred at g§0 rogmyt 87 aF 8/ it bbMig FoddMIé Jor dT oM@IoKe! P atbhs ihe%gmggm

m xture is poured onto I1ce, adjusted to pH7 to 8 with 1 N NaOH an
extracted tw ce w thaetlGdsHurgRl ptebe fiydlacedrby Featoaishyl acet ate phases are
dried with Na2S04 and concentrated in a rotary evaporator. The crude
prod@6t obtai ndRRA n GyHpgwayy is reacted further w thout further

purification. 15 Interned ate 2:

4- (6, 8-Di chl or o- 2- metthyl - 1,1223344.t%t6. d9/B.0- i soqui nol i n- 4-yl ) - benzenesul fon
am de 319 ng of inter i . nise |l o 1 25%, SE

ammoni a and heat ed tg@%@bﬁ#@;ﬂ@rﬁﬂéﬁe m xl!t*l%rt(gn%n gql'ﬁ%ast\g’mﬁ'%h%feé’nd
extracted with ethyl R&rfis j O‘P-T? i d
dried with Na2S04, resul thl ng Pﬁai%'g&]r%bg?wtrﬁe t'?ﬁ)edp?otérpoung@gd(ﬁ)iow

4- (6, 8-Dichloro-2-nmetNmt:1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-benzenesul fon
am de, hydrochloride; 25 145 of internediate 2 are suspended in 15 m of
di et BPl ether, and 1RR1 of Heeherkd2g+1HCI is added. After stirring at room
tenperature for 30 mnutes, the precipitate is 97 filtered off with
suction and dried, resultifg in ﬂBg' %’Qr&ﬁ t he hydrochloride in the form of
a yellow sh solid. 4b: 5 kel ; ;

4- (6, 8-Di chl oro- 2-net hyl - 1,It2t?e§r,\%fp?g?lpghf>9{jPg-eiosr(;r(‘q%rien'gIalt%mz-";ﬂcf':’%ﬁﬂztgnbe%uI fon
am de) 5 acetate; AcOH 25%pmiced bgrpiggomi ate 2, exanple 8, are mxed with
5 mM of glacial acetic acid, and 50 ml of H20 is added. Filtration of

spari ngl YR80l ubthl.&F,cGlnBri ki Gehios+it s CaHpdged @y, OFtE21-100VPRPR2%sul ting in
250 of the title conpound. 10 Exanpl e 5:

4- ( 43Br ormo- pherfy@Nd &, 8- di chl or o- 2- net hyl - 1, 2, 3, 4-t et r ahydr oi soqui nol i ne,
hydrochloride; rCIHCI/ | Internediate 1: 15

1- (4- Brono- phenyl)-2-[ (2, 4-di chl oro-benzyl ) - nmet hyl - am no] - et hanone;

(2, 4-Di chl or o-benzyl ) - et hyl -am ne (see exanple 1, internmediate 1 ) and

2- br ono- 1- (4br ono- phenyl ) - et hanone are reacted in analogy to the nethod
described in exanple 1, internediate 3. After anal ogous workup and

e o, . o T o



20 98 Internedi ate 2:
1- (4- Brono- phenyl)-2-[ (2, 4-di chl or o- benzyl ) - net hyl - am no] - et hanol ;
Internmediate 1 is reduced to the correspondi ng al cohol with 2 equival ents
of NaBH4 in analogy to the manner described for internediate 4, exanple 1,
and the al cohol can be isolated in a vyi %I4d of 86% 5 Internediate 3:
4- (4- Bronp- phenyl ) - 6, 8-di chl oro- 2- met hyl™"1, 2, 3, 4-t et r ahydr oi soqui nol i ne;
5.45 g (14.0 mmol) of
1- (4- br onmo- phenyl ) -2-[(2, 4-di chl oro- benzyl ) - net hyl - am no] et hanol are
i ntroduced i nto 15 nindepeddentiyoofoons anethennd?, t4,ECH6, Torl; of conc. 10
H2S04 are added., After, stitrjng, af, r.oomtenperature for 2 hqurs, the

B 1 Botrbf P TE0SBA PosSHES toh el oranare H BORSBOH. Thr ee

reaction mxtu is
extractions with di colpbaret 0geR-a58 &d OGHLPLY to & feslacdd BE¥ &bERAI C
phases are dried V\nthgr\/gggi aﬁg gg@l?entrat%d??ﬁ:lfor furtFﬂer pu?i fication, the
residue i s chr®2at ogCaphgdon silica gel, resulting in 2.6 g of the title
conpound as a yellowi sh oil. 15

4- (4-Br ono- phenyl ) - 6u8- di chj 2rdee4net hyl -1, 2, 3, 4-t et r ahydr oi soqui nol i ne,
hydrochl oride; rClHC I 300.,ng. of . , '

4- (4- br ono- phenyl ) - 6, 8- di CH{E’%F& pRsHRIR fer ane,onmere K atomzin uldaur hi? PRe are

20 stirred in 2 NHC at r ., The resulting precipitate is
filtered off with suction g%éﬁmf:%@%l e 6:

4- (6, 8- DREhIR® andR®et hyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-benzoi ¢ acid;
OOHCHC / N-| 99

4- (6, 8- Di chl or ndepesadrpily of onganother rQuyRPw-R3Bqui nol i n- 4-yl ) - benzoi ¢ aci d;
5.57,9 (15 mol ) of .

4-(41§r omo- phedyl ) - 6Z81%Rchl or 0- 2- met hyl - 1, 2, 3, 4t et r ahydr oi soqui nol i ne
(exanpl e 5, ingernediygig 13rAre dissolved in 150 m of abs. DM/ benzene
(1:1 ). After the solution has been degassed, under argon 1.18 5 (4.5
mol ) of triph&33 phE&spiiame+an®mimti2ngm{e Qh#D@PppH2ﬁp(+H@D2‘}Q2W25:
added. . After renewed flushing with argon, 867 ng (0./75 nmmol) of Pd(PPh3)4
are added and car bonNR@ExPRIe i s passed into the solution. The mixture is

stirred at 120C. After six; di rNghte under
argon, a further 867 ngy (0! B@r%%“%&@d%ﬁ&%@)%ﬁqm%@ ﬁﬁggﬁg&cﬁsti rring at
120C18nd passi ng car ban noBp4j Be6,ihdo8t he 10 sol ution were continued for

ei ght hours. After again stz}ndi n overgirqht, 135 ng_bo{ﬂ Pd,CIé V\ﬁl’e added and
reaction was allowed to talt@EHIHPeSSIEPT PR OF Mre LAt BrsnnHannwbr kup,

t he solvent is renopved in cup, and the,residuye is ken i hyl .
acetate. Three extractions mﬁ'%mﬂxﬁ'&ﬁh@‘?@qﬁ%nnﬂe a%%{gpqgﬁeed]ggkﬁtﬂgﬁ,
aqueous phases are aﬁ?%ﬁdetzg pH 6 with 6 N HCI and extracted three tines
with ethyl acetate. e organi c phases are dried with MgyS04 and freed of
sol vent. The residue is puindepeddentysof omaagetheusl, @GN ar C;Ho2+1, CzzH227-1;

di chl or onet hanel net hanol m xture, resulting in 420 ng of the title conpound
(Rt 204.025 min (method A)Z M5(Cli#2, 3 48%F617388,1 ). Exanple 7:

benono g T O ooty a8 SEa3 55 e T BP0 flln Polspine Yrlon & dte RO

benzam de, trifluoroacetaté&? TFA“146

4- (6, 8-dichloro-2-met hyl -1, 2, 3, 4atophs &p@ replased bl Fodtomstand,) benzoi ¢ acid
(see exanple 6) are dissolved in 5 nm of DVF, and 1,0 equival ent of
triethylamine is added. At 0C, ainsGtbpzet ibbeingipassibieforpneen monedriatpmss
m of DVF 25 is added. The m xture is stirrngat 0C for.30.mn and] a%t room
tenmperature for 30 min. This sol iR Pereplaced By Faiemp and §Eeing RosSPIEPHn of
0. 28 of 2 Methylam ne soluti @‘F@d

tri egﬁiyl amine in 5 nl of DV, angﬂfﬁgﬁﬂgﬁlﬁg‘ryﬁl&é{)ﬁ% I's Iécglgﬁoét?cr)’r(e:g at
roomtenperature for three hoursgor NR2morkup) the solvent is distilled off
in vacuo, and the residue is taken up in ethyl acetate and washed tw ce
with 1 N KOH and once withR4%0. ther GagHaaa+phase is dried with Na2S04 and
concentrat ed. Chromat ography on silica gﬁl %di chl or onet hane/ net hanol 95: 5)
is used for further 5 purificati 8. Fulthe? Opfrification on a preparative
HPLC {acetonitril e/ H201ltrifl uoroaceti Ciaf; ; i i
carboxam de as trifluoroacetate (Rt = fﬂie'ér@ %%gl?%téhgﬂéxf%%?g?%ms:m

363. 30365. 3) . Exanple 8: CaaH2aa+1 to be replaced by F atoms;
4-(6,8-Dichloro-2-nmethyl -1, 2,3, 4-tetrahydroi soqui nolin-4-yl)-Npropyl 10
benzam de) trifluoro®&etate; o b~/ TFACl / N~ 1 The title conpound can be
prepared by the nethod described in exanple 7 starting from n-propyl am ne
and 4-(6, 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl) benzoic
acid (see exanple 6). 15 (Rt = 1.881 mn (nmethod B); M5(Cl+) =
377.31379. 3).



Exampl e 9:

4-(6,8-Dichloro-2-nethyl -1, 2, 3,4-tetrahydro-i soquinolin-4-yl)-N(2

di met hyl am no- et hyl ) - benzam de, trifluoroacetate; H ~N~ TFA 20 was prepared
in analogy to exanple 7 starting fromexanple 6 and N1, N1

di et hyl et hane-1, 2-di am ne by a TOTU-nedi ated coupling reaction (Rt = 1.449
mn (nmethod B); MS(Cl+) = 406. 31408. 3). 45 101 Exanpl e 10:

6, 8- Di chl or o- 2- et hyl - 4- (4- nor phofi n-4-yl -phenyl )-1, 2, 3,4

t et rahydroi soqui noline, trifluoroacetate; CNDI, / TFA C / N~ 1 5 456 ng
(1.4 mol) of Cs2CO3R25and R26 (0. 03 nmol ) of palladi um acetate and 28 ny

(0.045 mmmol ) of 2, 2-bis-(di phenyl phosphi no) -1, 1-bi napht hyl are intrqoduced
into 5 mM of abs. tol uene.togﬁﬂ‘@”‘gﬁhgtgﬁ,m Qt‘éﬂlt%whdﬁh @'@y@_r @@”Hﬁd@lé? nRbl )
of nmorpholine in 2.5 m of _ﬁ%}n %}gﬁ d a solution of 371 ng (1.0 mmol ) of
4- (4- br ono- phenyl ) - 6, 8-di c7h or ot-) rretrhr;q)- 1,2, 3,4-tetrahydroi soquinoline in
2.5 mM of abs. toluene areoradded, and the 10 m xture is stirred at 100C for
a total of 9 hours. For

t?kerﬁ up in dichlor orr;st hﬁ ! %’Hetﬁh g%?éf\éﬁatoé%ﬁ%éﬁfggéagr ‘E’ﬁﬂ"%}@o&l‘tﬁm .
S Fea gel (Goa 5 1 et hangWIED B)6) als BpideRl 8 85 obBRiR BERAF FhETcT o

nor phol i gg derivative. After a further purification on a preparative HPLC
it is possible to_isolate 160 ng of the 15 corresponding trifluoroacetate

in the fB7nR8fand B8l orl ess solid. Exanple 11:
4- (6, 8-Dichl = 2= - i [ ' - ST
Eji e'g hyl - ampne?fnp F ﬁ?ﬁ%’ﬁ} a%féqrgﬁ %&DEGNW %Béﬂqﬁgaﬁgﬁ? %%NBng%dqu’s
I to i ¢ . . _ Lo . .
e 001 ot oo RSBy SRR ST AR e b e

i soqui nol i ne (exanpl @Hd)grolp Phapbe aésladed bire@wriR38] ne: 2 days at 100G
three tines 102 the anount of Pd catal yst and phosphine |igand. The

desired trifl uRGRarelR8® ciadependentlyadfahesanatheoHoriGgsogp{;i d after
preparative HPLC. Exanple 12:
6, 8- Di chl or o- 2bbret hy2 043¢ 4- pi peri di n-1-yl - phenyl )-1, 2, 3, 4-tetrahydro 5

i soqui noline, triflugr etate; o,/ BTFACl 1 / N\ C The desired piperidine
derivative can®®e ob?’aﬁ%d"gtgrhoﬁgf rom pi peri dine and 4-(4
br onpg phenyl ) - gy 8- di g4 &8 &, 7-oved;hy!l - 1, 2, 3, 4-t et rahydr oi soqui nol i ne (exanpl e

5 internediate 3) in analogy to the nethod described in exanple 10. 10
Exanmpl e 13: 6,B-Di chLo%cﬁ,ZL%eﬁh}IOf&M- pyrrolidin-1-yl -phenyl)-1,2, 3,4

t et rahydr oi soqyi ' . Lde: e i \ i t in
anal ogz to t thr?%ﬁéogg%sé@y{”gé@A ?E\@Egn@%{é"{%ﬁ Qh@%rﬁ3° !BE '??%'%bg%% i di ne
and 4- (4- br onogphed Bhame ) fiat | soqui nol i ne
(example 5, i n?erne’%ﬂﬂglgbgsng dﬁ?ﬁé‘%ﬁfﬁ@@ﬁ"ﬁ&h@ﬁgﬁ%ﬁ tgﬁ?’?ﬂ@aﬂ on by

chr omat ogr aphy CicgHpakenang GyyHoye. DitEOeaeptasedihyi f atamsand dor oleoemese a
preci pitate separates out. This'is filtered off, dissolved in 2 N HC and
fre dried, (CHp)giawgsita bereptaceddycid and for adCHigt) @reer to bereplaced by

Exanpl e 14: _
6, 8- Di chl or o- 20%et hyl - 4-[ 4- (4- net hyl - pi perazi n-1-yl)-phenyl]-1,2, 3,4

tetrahydro-i soggiqnol yng, . Hoj f |4 EOREBIGHSO,RE5103 N TFA
kk 1,2, 3, or 4,
it being possible for one or more H atoms to be replaced by F
25 atoms,
R65 H, CyxHoxx+1:
XX 1, 2, 3 or 4, it being possible for one or more H atoms
to be replaced by F atoms;
or
30 R31  forms together with a CH2 group of R30 a 5-, 6- or 7-membered ring;

or



Reaction of N-nethyl -piperazi ne and

4- (4- br onp- phenyl ) -6, 8-di chl oro-2-net hyl 1, 2, 3, 4-t et rahydr oi soqui nol i ne
(exanple 5, internmediate 3) by the nmethod described in exanple 10 affords
the title conmpound in the formof a colorless solid. 5 Exanple 15:

6, 8- Di chl oro- 2-cycl opropyl - 4- phenyl -1, 2, 3, 4-t et rahydr oi soqui nol i ne,
trifluoroacetate; TFA Intermediate 1: 166

Cycl opropyl - (2, 4-di chl oro-benzyl)-amne; 5.25 g (30 mmol) of

2, 4-di chl orobenzal dehyde are introduced into 140 ml of nmethanol and, at
room t enper at URBQ a2b-sY BriviePbered hetdroand ath,)3 6if 4 &y slopiy, oRyd 8IS i s
added. The m xture is stirred at rogmtenperature for 40 mn and then 1.42
g (37.5 mmol) of Nap¥eM$randgRePn hORPMsens. After standi ng overnight, the

sol vent is 15 removed and WM?hﬁ&ﬁh%ti&&eg%%ﬂbH@H{& lg)bbglfpthrﬁgm .
extractions with ethyl acetate are carried out. e aqueous phase is made
al kal ine with NaOH and agaubsttuenss seldcted foamthé graiphyonsistatgaofer, Ah8r, |,
organj ¢ phases are dried wth, MS04 centrated. The crude product
obtaithed in this way, in M@%&beﬁ'ﬁ%é?g-ht ly yellowish oil, can be
reacted further w thout fﬁ%%]%r ification. 20 Internedi ate 2:

2-[ Cycl opropyl - (2, 4-di chl oro- Qﬂ%f) -am no] - 1- phenyl - et hanone; 104
Internmediate 1 is reacted wth ghidseritedtiyatohermpite] 0 6}h§ump§ﬁace of
triethylam ne in dioxane by the nethod deScribed in exarrpFe , I nternediate
3. For workup, the solvent is diGDR7Red off, and the residue is taken up in
ethyl acetate. It is washed tvm'_(ﬁ vvitﬁ_bzgo nd twice wwth 2 N HCl, dried

wi th MgS04 and concentrated. 5 & cr »obtained in this way can
be rgacted further w thout further puarj#ication. I nternmedi ate 3:

2-[ | opropyl - (2, 4-di chl oro- beeroylu}‘- Yn‘b] - 1- phenyl - et hanol ; Internediate
2 is reduced with NaBH4 in anal ogy to ihdeparrichty oflenerdndeseri 1) 216, axanple 1,
internediate 4. For workup, the mixture is concentrated, and the residue is
partitioned between 1 N HCl and ethyl idétate. The aqueous phase is

or gani ¢ phases are orod w th VicOATgRRop RS T eheR a0l IR Acuo. 15
6, 8- Di chl or o- 2- cycl opr opyl - 4- ph@bhp%%ﬂz%btr‘ﬂ %P%&Bﬁ‘mlﬂm V€4 to be
g

trifluoroacetate; Internediate 3 (1. is dissolved without further
purifdcation in 10 m of dichl orrepkicedry faatbmy,cl i zed with conc. H2S04 by
the nmethod described in exanple 1. For workup) the reaction mxture is
poured offfo ice. The organic phase is separated off, and the aqueous phase
i's extraptzepgofergor e Wi th di chl oromet hane. 20 The comnbi ned organi c phases
are dried wth MyS04 and freed of solvent. Chronatography on silica gel

(n- hept anel et hipdeaerdently af-one angther i, ki CbrBrs LszDzngNoOhb, Nidpl GecEReott
which is subjected to further purifjication on a preparative HPLC. This
resul ts in 184CuwHawwi Q%tHateoriBaARAds CONRINRIbO0RE. CERERSMI o 16:
16a:

(-)-3@ [4-(6, 8- BAR0- 2- et hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl ) phenyl ]
-acet am de; 168e and ff

(+)-N-[4-(6,8-D chloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl
] acet ani de; 105 ( +Hndapgendersiyoofapeoanather 1i2,1% 4 &rpodd & rom exanple 1 are
separated on ir ; ulting in about 250 ng of the two

enanti oneric Mam ’e‘g’rﬁg’zaé{?’mb. chiral columm:  Chiral pak OD 250 x 4.6
mm 5 sol vent : it defigopodgibie dor dh@vr rire H dtomd in the grdligs T L9er/16a) =
5.856 mn; R((+)-enantionerl16b) = 8.613 mn. 10 gIiE?aI?rpl g%?l?:% ¥

4- (@3- Di chl or Gygytmidy| and DG4 tabg deplaced hyimatoms; 4- yl ) - phenyl ami ne,
hydrochloride; NHZ CI x HCl / | Internediate 1:

4- (6, 8-Dichl orB42-anskR¢1- 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl am ne;
15 3.0 g (8.6 mmol) gof i

N-[ 4- (6, 8-di chl or o- Z-Hngltmﬁ"'ﬂ,%%(,%w%ahydr 0-i soqui nol i n-4-yl)

phenyl ] - acet am de (eﬁanpl e 12) UG Gi §%9I ved in 100 m of 20% strength

sodi um et hanol ate sol'ution 'an’c13'héaf et undér reflux for four hours. A
further 2.0 g (29.4 ibeing péssibleifor smslonmoese rhatoines i the grawis ©Hx4d td be

m xture is heated under reflux for three nore hours. For workup, the

sol V80t is renoved i replacasbby Eratomiseandsfor ane arsnerekelio gsoms tonbe oeplated
H20 and extracted twice with dichloronethane. The conbi ned organi c phases
are dried with MySO4bRRHOENRAdnt r at ed. Further purification by 106
chromat ography on silica gel (ethyl acetate/heptane 1:1 ) results in the
aniline as a yellowish oil in quantitative vyield.

4-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl am ne,
5 hydrochloride; 200 nmg (0.65 nmol) of

v I - e - - I e



is heated to reflux. For workup, the mxture is concentrated in vacuo, 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 precipitate
is filtered off with suction. Washing with ethyl acetate and drying in
vacuo affords the title conpound in good_yield. Exanple 19:
1-[4-(6,8-Dichloro-2-nethyl-1,2,3,4-tet r"thydro-i soqui nol i n-4-yl)-phenyl]-3p
ropyl urea; 107 A solution of 0.17 g (2.0 mmol ) of n-propyl isocyanate in
toluene is added dropwi se to a stirred solution of 500 ng (1.63 nmol) of

4- (6, 8-di chl oro-2- meRBY! - IHDITLHELJARYdr o i soqui nol i n-4-yl) - phenyl am ne
(see exanple 17) in 15 m of tolUen& After one hour at 5 40C, a further
0.17 g of n-propyl isocyangge is1did:d,5a8d70h&; M xture is stirred at 80C

for one hour. For workup, .ﬁ]ge, sol vent i.s renoved anpd the .rgﬁi due is
triturated with H20 and et} ?'.”gtﬁ"%ﬁsﬂﬂeé‘?rf‘lﬂedgr@ﬁ’ée oM RENBLEPYR g

n- propyl urea. 19a:

1-[4-(6, 8-Di chl oro- 2- et hy?gg',"%?%?“h-t? gterrgﬂ'?g?%-blyslzoatuoi”r]lso'l i n-4-yl)-phenyl]-3-
propys 10 urea, ohydrochl ori de; 450 ng of

1-[4-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3p
ropyl -urea areRIOAWI RE4 in a nmixture of 22N HC and THF. The cl ear

solution is concent rﬁﬁtﬁghém %ﬁ)?ﬁ’ﬁ: @y{&ﬂgégg]a?%rﬁégggd]'é%_tc;rié_meﬂﬁe&gemrﬁ‘ . et her

and filtered off wt suction. ng of 't esired
hydr ochl ori de. RdganpHeorX0phH2hh+1;

1-[4- (6, 8-Di chl oro- 2- net hyl ?[5 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3
met hyl - thiourea; HNRh~ | ©§Q2/3,4:5,6, 7008;Proceeding in anal ogy to the

met h described in anpl e 19 and starting from 500 1.6 | ) of

T (678 i onl or 0. 2- el pinepossibia 1oe. Sy kde H 8 PR SI0U8 Tk et 'Re
(see exanple 17) and g{gﬁ], . of methyl isothiocyanate allows 245
ng of the desired thP%ﬁg%%g?é%gg: soldted. 5 Exanple 21:
1-[4-(6,8-Dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3
ethylurea; Preparation takes place in analogy to a nmethod described in
exa?/rpre fgd tggﬁgfmécwt}g%ﬁxgcgeptaglé salts tﬁere%‘. ! !
4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne
(500 ng; 1.63 nmmol ) and ethyl isocyanate (284 ng/4 mmol). 21 a:

1- [ 4156, RrBfecbher i3-Gveretdine use2ofcompaundshyfdhe formudail niol wiick tlye Ingainingsl | - 3-
ethyl urea, hydrochloride; :1H 15 Conversion into the correspondi ng

hydr ochl &%de takes place in analogy to the nethod described in exanple
19a. Examp QPR3 and R4 _ o

N-[ 4- (6- Met'hanesul fonyl -2-methyl -1, 2, 3, 4-t et rahydro-i soqui nolin-4.-yl) 20
phenyl ] - acet anintependently of ahe anpther, Kk, F, & Br, |, CNNQqat ngTNI" ateall2a+1,

(4- Met hanesul fonyl - benzyl ) - net hyl -am ne i s _synt hesi zqe]& starting from

1- br ononet hyl - Sy@ealhwidid 4n9195 61 atemaneCostapt1aGP@R1R: a manner known to
t he §§I | led worker, 5 The title conpound is prepared in analogy to the
syntR8tic rout @ 3MiPcated in exanpl e 1, starting from

(4- et hanesul f onyl - bafahehdBREiYf oRFARBtHEr Nt ©F BRAI42TtDelng paseible for one or

N-[ 4- (2- brono-acetyl)-phenyl]-acetam de (exarH)I e 1, internediate 2).

Exanpl e 23: more H atoms to be replaced by F atoms;

N-[4-(2,6,8-Tri hyl, 5 , 3. 4-tetrahydro-isoquinolin-4-yl)-phenyl] 10

acet am de; RTg "V or éCﬁ?C”i

c 1, 2, 3 or 4, it being possible for one or more H atoms to be replaced
25 by F atoms;
or
R1, R2, R3 and R4
independently of one another 5- or 6-membered heteroaryl selected from the
group consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
30 thiazolyl and oxazolyl;
or



HNI © i 1 N~ The synthetic route detailed in exanple 1 is foll owed,
starting from (2, 4-di nethyl benzyl)-nethyl-am ne, which can be prepared
from 1-brononet hyl -2, 4-di met hyl benzene and net hyl ami ne in a nanner known
to the skilled worker, and N-[4-(215 brono-acetyl)-phenyl]-acetam de
(exanple 1, internedi ate 2). Example 24:

N-[4-(6- Brom) 8-chloro-2-nethyl-1, 2, 3, 44’§etrahydro i soqui nol i n-4-yl)phenyl]
-acetamide; HN | Br ~ / N~ 20 The synthetlc route detailed in exanple 1 is
foll owed, starting from (4-brono-2-chloro benzyl)-nethyl-amne, which can
be prepaRddR2; ®B dndRdnD- 1- br ononet hyl - 2-chl oro benzene and net hyl amine in

E‘r oo acety1 ) - BRBASTGoRSLRLARR AT BRE RGN IRIAGNRIRIZ 2). 110 Exanpl e

N—[4 (8- Chl oroR 1ar{th|_6 pyrrolidin-1-yl-1, 2,3, 4-tetrahydro-isoquinolin-4.
yl) - phenyl ] - acet am dmdeﬂ)eﬁdergly(cﬁdrﬂe amathgr bltC@k-%Jq CoeHrrg; (0. 04 nmol ) of
pal | adi um acetate and 36.1 ng 5 (0.06 nmol) of

2, 2- B s- di phenyl phosehi no- 1, 2,-b0hhpht hyl are introduced into 6.5 m of abs.
t ol uene under argon. At rogmt rature, a solution of 512 ng (1.3 mmol)
of $"4'5GP6,

N- [ 4- ( 6- br ono- 8- chl or o- 2- ”Ebbwg-dos%iﬁe%ﬁ@id@h#@f@H Stoems nahé grdupd ) - phenyl
]-acetam de (exanple 24) in 4 nl of abs. DMF, and a solution of 111

(1.56 mml) of pyrrolidi neCeh2a+nangfCpigrmat etoélﬁj@@'a%ﬁiob}t hatemgture is
heated at 100C for 7 hours. For workup, 10 the solvent is renoved in vacuo,
and the residu@fis taken up in dichloronethane. Insoluble constituents are
filteged off, @A Jherkpltrate is concentrated. The residue is

chr omat ogr aphed on si I ica gel with a dichloronethane/ net hanol m xture, and

it is possible to isindapendéadtiyngf e amatheohpdioxgeityl, ﬂ\hbl -dimetpylamirketaga:

1) phonyl | “acet am dSh Ry BTN Pelpidingethyl - feliperadagei ! ' 1
N-[ 4- (8-chl oro- 2- net bwe'r-@z"ﬁ)déthpﬂ hiBrphdtindet I%r?)lpf’ertdﬂﬁdéthyldro i soqui noI i n-4-

yl ) phenyl]-acetam de are di ssolved in 20 ethanolic HCl, stirred at
roomtenperatuPe 20 for 30 mn and concentrated. The residue is taken up in

H20 d freeze dri anpl e 26:

N[ 4-( 8- Chl oroR§1n®%n§F-§6 nmor pholin-4-yl-1,2, 3, 4-tetrahydro-i soqui nolin-4
yl) - phenyl ] - acet am d@jgettierfwittp trHeaRedteineto whlchlﬂ%'é'fel‘boﬁdeld ANpyrroliding, N~
Preparation takes place in analo to the nmeth descri bed i n exanple 25,

starting from piperidine, N-me ?hylplperazme piperazine or morpholine ring;

N-[ 4- (6-bronp- 8 chl oro-2-met hyl -1, 2, 3, 4-t etrahydro-i soqui nol i n-4-yl) - phenyl
] acetam de (exanple 24) and norpholine. The chromatography on silica gel
was 5 foll onedRay and RiRher purification on a preparative HPLC. Exanple 27:

soq@Pnol i n-4-y! | - phsPpndeaiat oae BbiRer ORI R oniaEa ERKElRI4,qy
to the nethod descri gedg anple 25, starting from
N-[ 4- (6- Brono- 8-chl oro- Zﬂrﬁsﬁﬁ -1, 2, 3,4-tetrahydro-i soqui nol i n-4-yl)-phenyl

] acetam de (exanpl er34) a@§|-|§- thyl - pi perazi ne. 27a:
N-{4-[ 8- Chl oro- 2- met hyl - 6- ( ngthyl pi perazin-1-yl)-1, 2, 3,4-tetrahydro-isoq
ui nolinl5 4-yl]-phenyl}-acgtam dé, 2y dr 4cbeingdeossible il ori26r mgret atoms

N-{4-[ 8- Chl or o- 2- et hyl - 6- (4- net era 1,2,3,4-tetrahydro
i soqui nol i n-4-yl ] -phenyl }-acet anf% g‘?‘ﬁ ‘ib)ﬁlﬁl/%té"'?sm alittle nethanol,
dilupgd wrth 2 N HCl and freeze dried, resulting in 226 ng of the desired

hydr ochl ori de. 112
R1, R2, R3 and R4

independently of one another OSO3H, SO3H, SO2R15, or
R15  CkHak+1, OC|H2|+1 or NR17R18;

k 1, 2, 3 or 4, it being possible for one or more H atoms to be
30 replaced by F atoms;



Exanpl e 28:

N-{ 4- (8- Chl or o- 6- (cycl opr opyl net hyl -am no) - 2-nethyl -1, 2, 3, 4-tetrahydro

i soqui nolin-4-yl]-phenyl}-acetam de, hydrochloride; x HCl Preparation takes
pl ace in analogy to the method described in exanple 25, starting 5 from
N-[ 4- (6- brono-8-chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl ) - phenyl
] acetam de (exanple 24) and C-cycl opr oﬂ)?l - et hyl am ne. The chromat ogr aphy
on silica gel was followed by a further purification on a preparative HPLC.
The purified conpound was dissolved in 1 N HCl, diluted with H20 and freeze
dried. 10 Exanple 29l 1, 2, 3 or 4, it being possible for one or more H atoms to be
5-(6,8-Dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-2-hydroxybenz
oic acid; Internediate 1: [EBRGIEELUREAYMNS) hydr oxy- benzoate i s prepared
from 5-acetyl - 2- hydr ?w-%ﬁﬂz&qgc acid by acid-catalyzed esterification in a
15 manner known to the skilled worker. Internediate 2: Ethyl

5- (2- br ono- acet yl ) - 2- hydr oindependentiyof aneparpthee tl, Crginpgi+y in which the first
5-acetyl - 2- hydr oxy-benzoate by a known nethod in anal ogy to the_ process
descrbbed in exanpl e 1, i nCéineugthongedio theniragen isreplacedbyyGO and the
5-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soquj nol i n-4-yl)-2hydr oxy- benz
oate The title conmpound i sS8yRRchEsi2AU )}Sf?@a%%w]&ﬁ@;r oute described in
exanple 1, starting fromethyl 5.(2-brpnmo-acetyl)-2-hydroxy-benzoatg and

2, 4-di chl orobenzyl 25 (et Ayl )- afi ﬁ@ég@%@ﬁﬁ%ﬁp@%ﬁl ‘?15 r [rere )

113 _ atoms in the group CmjH2m+1 to be replaced %y F
5-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui AO1 n-4-yl)-2-hydroxy-ben
zoic acid; 6.8 g (18 nmol) of ethigms;

5-(6,8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-isoquinolin-4-yl)-2

hydr 8Qy- benzoate are hydr oR1®ed HoHanRhatol /2 N KOH nixture in a manner
known to 5 the skilled worker, resulti in 549 of the free acid. 29a:

5- (6, 8-Di chl oro-2-met hyl -1, 2, 3, 40t et raﬂ%r%gfgoqui nol i n-4-yl)-2-hydr oxy- ben
zoi ¢ acid, sodiumsalt; 10itHahdBoésibleTBt dndor htsteH 8MEIMC Hon+1 to be
5-(6, 8-dichloro-2-methyl -1, 2, 3,4-tetrahydro

i soqui nol i n-4-yl ) -2-hydr oxyepiaced by Fagtochsar e di ssolved in 10 M of 0.1 M
NaOH, diluted with H20 and freeze dried, resulting in 375 ng of the title
conpound. Exanpl e 309r

5-(6 g Di chl oro-2-ne 3 43 4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-NL5
nmet hg} -benzam de, tritluoroacetate; TFA The title conmpound can be prepared
starting from 5-(6, 8-di chl tsgetBemwitiiytie N, atoh t which they are bonded a 5- or

t et rahydro-isoqui nolin-4-yl)-2-hydroxy-benzoic acid in a TOTU nedi at ed
reaction with nethyl am ne ﬁ@ﬁﬂ‘ﬁ%@@"%@i t he met hod described in exanple 7.
20 Exanplmes 31: .

5-(6, 8- DiFg_FlI oroI-I’ZQ‘?’rl;al?‘m ,_Cls,s}'f%s,s&‘[vt et rahydr o-i soqui nol i n-4-yl)-N-ethyl -2
hydr oxy- benzamgle, tri £l Beraacet at e; 114 HI b/ Ca ~ TFA/ N~ C The

title conpound can be prepared starting from .
5- (628- di chl or §52- nethh 5rH, # being possible for one or more H atoms in CpH2p+1 and

t et rahydro-i soqui nolin-4-yl)-2-hydroxy-benzoic acid in a TOTU-nedi at ed
reaction with ethyl a@s@Z%-hﬁhB%@p?éeéjE%?n%tpﬁm described in exanple 7. 5

Exanpl e : .
5- (6, 8- Dig%%l or I Fstdesnt. QC824+4. ¥ QEQRGr 0- i soqui nol i n-4-y1)-N-(2
di et hyl am no- - 2-hydroxy-benzam de, trifluoroacetate; The title

conpound can be prepared starting from5-(6,8-dichloro-2-nmethyl-1,2,3,4 10
t et rahydr o-i soqui nol iimdeperdently lof dnexanotrearzlgi2; 3aarid] i n a TOTU- nedi at ed

o L L N L S BosSIERE ohe 5r hafd b WELRL. arid BeElS
to be replaced by F atoms;
R22  CyHoy+1:
u 1,2,30r4,
it being possible for one or more H atoms in CyHoy+1 to be replaced

30 by F atoms;



Exanmpl e 33:

N-[5-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-2hydroxy-b
enzoyl ] -guani dine; 15 2.52 g of potassiumtert-butoxide are added to a
solution of 2.39 g (25 mmol) of guanidine hydrochloride in 15 m of abs.
DMF and stirred at roomtenperature for %5 mn. A solution of 950 ng (2.5
nmol ) of ethyl 5

5- (6, 8-di chl oro-2-net hyl -1, 2, 3, 4t et rahydr o-i soqui nol i n-4-yl) - 2- hydr oxy- benz
oate (exanmple 29, internediate 3) in 10 m 20 of abs. DW is added, and the
m xture iIRY,R8 and®%t room tenperature for four hours. After no further

i ncrease in conversign j.s _getectahbl e e.p Ipitateds.renoved by
filtration wit W%?@PBSH{I%HﬂO??}@nQ&e\;Q#S%L %M%gbﬂ@cuo. The residue is
taken up in 15 N, HCl and extracted i Wi th_di ret hane. The
aqueous phase adjé nng1a W%ﬁ%ﬂUtdqana?@m*k@% gupon the
desired acyl guani di nﬁnsa‘?ﬂaé;?t es out as a colorless precipitate. Filtration
with suction and drying affords 793 ng of the title conmpound. 5 Exanple 34:
N-[ 3-§6, 8- Di chl or o- 2- et hyindep2n8eritiyt eff orshgnlother 4088 ,Mbr &; 4-yl ) - phenyl ]
acetam de; 10 6

N-[ 3- (6, 8- Di chl or o- 2Bt hy?’ti:%,o.f%, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ] -ac
etam de; The desi reditr@@ ?6§éial@fbf 8fe bf nirBRR BRSNS th @HﬁHQﬂ}{ﬂP the
synthetic route indicate or exanple 1, starting from

N-(3-acetyl - phenyl ) - @si#B 6. AaAd DBy H ab dezrepldcedtyf htams;ne
(exanple 1, internedi at e&? iﬂ fourgpa;ﬂg?‘g%ﬁjs stages. 15 Exanple 35:

3-(6, 8-Di chl oro-2- mreR20 arid R28, 4-t et r ahydr o-i soqui nol i n-4-yl)-phenyl am ne;
NHz / Cl | / N Acetyl is eljmnated from . .

N-[ 3306, 8- di chl or o- 2- net hyndgpen ?ath %’i?%?ﬂ?@ﬁ kb G\ rfoziiiaz 4, in which the

yl) - phenyl ] -acet am de (exappl 1) b e t i hed i e 17,
internediate 1, in the preg@?ﬁ%br%ﬁ’dlﬁ%?ﬂegawgﬁglrﬁtﬁg%ﬁz% r%?%ﬁé’%@ or
2-(6,8-Dichloro-2-nethyl-1 @JH(PC - I i .) - phenyl am ne;
N G e SR and ey P18 9641a88d b NR2":

N-[ 2- (2-Bronp-acetyl)-phenyl ] -acetamde;5ore:116 31 g (0.175 nol) of

N- (2- Acetyl phenyl ) -acetam de (prepared by acylation of 2-am noacetophenone
with acetyl chloride as descri bell bgjngpessiblader one or more inrdtoms DGyl pi1
Tetrahedron; 48; 29; 5991-6010, &1992)) are dissolved in 200 mM of glacial
acet1® acid. 127 m of 33% st rentf be Fgplaced By fcatdMsacetic acid are added
and then, at 5 room t enper gl e, 7 0. 175 nol) of bromine are slowy
run in. The mxture is stirfed aﬁgorroé(;ﬁ?nﬂt-lg%'é%’ature overnight. The m xture
is stirred into 1.5 1 of ice-watgp, ang $hespyecipitated product is
filtered off with suction, thoroughly washed with ice-water and dried in
vacuo. The crude product contai n# beingpessiblg fooorPoCmord HiRRMS e
precursor and di brom nated produgd, put is [ n t .85% strength)
for 10 further reaction. Yield: g“t@ a%#érﬁﬁ?g?éagg@gy%aag%s’

N- ( 2262- [(2,4-Dchl oro?- benzyl) - nmet hyl - am no] - acetyl } - phenyl) acetam de; 15
12.47g (65.24 mmol) of 2,4-dichl oro-Nnethyl benzyl am ne (exanple 1,
intermediate 1 ) areRESand R26 i n 200 m of dioxane. To this are added

19.96 g of the crude product fromith ecedi rom nati o | i kew se
di ssolved in 200 m of di oi%ﬂféf‘e%Wﬁhi'BgNatSFn {‘Brgwgpﬁ%%ﬁ?%gbﬁ‘#éj(?n}%toﬂre is
stirred at room tenperatur%_,ﬂ\éﬁ{ﬁgrg@}ingpd then filtered. The filtrate is

evaporated, and the residue is taken up in ethyl acetate and washed with 20
saturated sodi um bi carbonat®¢ sol uti on and brine, dried over sodium sulfate

and ncentrated in a rotar vaparator. The de uc 20,4 )l ure
enouéﬁ according to NWR foﬂ%ﬁ?@ r&?‘%z%?‘f%ﬂf. ﬁ?ﬁpé%{%gp&'le&:wﬁh the/N atorf
N-(2-{2-[(2, 4-Di chl oro-ben ~ | -.am 21-hydroxy. }=phenyl ) 25
acetam de; 20 g of the crué%wpt)]r'%%uc afrragﬂr%rﬁpkgJap?(g@réééﬁegrﬁé%%égl bout 50
nmol ) areprdi ssol ved in 200 mM of nethanol and cooled to < 5C in an icebath.
To this are added, while stirring vigorously, 4.3 g (109 mml) of sodium
bor ohydr iRR& RBap8RP ons so that the internal tenperature does not exceed
10C. The m xturgq. i j bEeeed i @{gb T for
1 h. After star% 9%%@2‘%?};&@%6{?}%{%@?3?2 I's déﬁa%%%"g?@g,g dgrll\gat e éte{glague

is taken up in ethyl acetate, washed 3x with water and 1 x with brine,
dried



117 over sodium sulfate and concentrated in a rotary evaporator. The crude
product (19.4 g) is reacted further without purification. Internedi ate 4:
1- (2- Am no- phenyl ) -2-[(2, 4-di chl or o- benzyl ) - net hyl - am no] - et hanol ; 5 10g of
the crude product fromthe preceding stage are dissolved in 300 nl of
met hanol . 200 m of cone. hydrochloric acid are added, and the m xture is
stirred at 50C for 10 h. The mixture is >l lowed to cool and is poured into
water, and the pHis adjusted to 10-12 with 20% strength NaOH. The product
is extracted with ethyl acetate, and the conbined extracts are washed with
brine, dried oR30 soHi (Dhlst(I;él-daQ&..,qnd:yglvlgpg_mapgdolldjﬂyl‘ﬂreplpemdjaylpmdbmh (9.9
g) contains sone sodiumchloride, but this does not interfere with further
reaction. rings a CH2 group may be replaced by O or NR33;"
2 (6 8- Di chl oro 2-methyl -1, 2, 3, 4-t et r ahydr o-i soqui noli n-4-yl)-phenyl am ne;
9 g of the cR¥de %ﬁct'mﬁéﬁﬂg%'yp?%?m@f f Hgr Gnld2u+ $isol ved in 350 nd
of 15 chl orof orm V\hlle co n. |c bath, 123 ml of cone. sulfuric
acid are added dropwFSe. ﬁeé%g%{%‘r irred in the icebath for 2 h and
is thgn allowed slowgy to gepchoRa: and is finally heated at 50C overni ght.
The cool ed m xture i poured onto ice and made al kaline (pH > 10) with
sodi um hydr oxi de sol btion. 1,TAg3 ordani ¢ phase is separated off, the aqueous

D e ohacks RAAEREAE e T RrE TSI PR e B B T 20
and_evapor at od oy GROSLAL « BEHAAh:Rl RS FHRE LPRET: SERRONTHS @bysarl oo 37

to 77: 154 ny e conpounds from ex exanpl e 36

or 25 exanpl e CgcHo ggsq mdlcmw(zéﬁy ﬁtcebemeplademeglﬁatbméamd farfone or more

di chl or onet hane, 076 55 mmol) of triethylam ne is added. At 0C,
a solldti on of 1Clﬂzéegtoumltettesre@mw byRB 1cdndhior aciCGHpdroup de berreplacid by

di chl oronet hane is added, and the m xture is stirred overnight while

war mi ng up. Fof@iworkup, it is filtered and freed of solvent. The residue is

30 aHO3 <ol ulin and%@ﬁﬁéﬁgﬁ?ﬁ&?&?' AR n. and dri ed. Evaporation o

the solvent is folloppd byq4 f p_prl fication on a preparative HPLC 118
Table 1: Precursor 11 Pr ecursor f 'Exanpl e Product aniline acid chloride NH
/1 HN_ cl \ ~ 'C \itlbedg pogsiblelfar bn& o€more HrAtdm®9td b&xeplaed byt atoind, NH=

/1 HN.38 cl ° ¢l ° t TEA\ 11 oi / N EX. 17Int1NHS\HN-
v /1189 ~ | \ cl RGIgI\I\'\q"CEHHRXX+1I0|/N Ex. Int. 1 NHZ HN

REOARE :M{C'M o & Tenly 3 o gk plie rgfs'%‘fo %40%@41%%

HN /1 42 c ~cl / N CItybé'FéblécéabyF;Nonﬁx 17, | nt. I NHx / |
HN43 cl V' \ I I / NN C a\ TFA I O/ N~ Ex. 17Int.1NHz/IHN\/\
44c|\\||/°"N\CI\TFAII/N\OEx. 17, Int. 1
R31  together with a CHo group or R30 and the N atom to which they are
20 jointly bonded form a 5- or 6-membered ring;
or

R30 a 5- or 6-membered heteroaromatic system selected from the group
consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
thienyl, thiazolyl and oxazolyl,

25 which are unsubstituted or substituted by up to three
substituents selected from the group consisting of F, Cl, Br, |,
CooH200+1, NR70R71,

R70 and R71
independently of one another H, CyyH2yu+1 or

30 COR72;
R72 H , CwH2vv+1 ’



NH R/ '"J~~~F I HNI "F\ F45¢cl \ FF\ I I /| ~~FCl ci \ TFAl O1 [/

NN Ex. 17, I nt. 11 NHE/I ~*\ HNIN-46* ~I \ | / N-cl | | / 1. Ex.

17, Int. 1 ~1 NH=E/ | HN\ 11 / N47 1\ \ 1 il / N ~dC ~ \ TFAI / N
Ex. 17, | nt. 1 | 120NHzp"p/IHN~S\\/CI48I‘10,,,,0\/N\
SC TFAI / ~O 1\ / M BEx. 17, Int. 1,0 N pp/ | HN-S~C |1 491 ° 1
0, ,o\ M ~S~Cl C | \ TFA/ N Ex. 17°%Int. 1 1 NH O~ O/ HN S~N~ \I |
5C |\ O, ~O\ | / N \NS~Cl O \ TFA~~1 / N Ex. 17, | nt. 11 /

NH=\ | / N A~ C~—jj( I 521 / N~™cl \' I \.\1\~TFACI / N Ex. 35

| / \I C \ / | NB52 | / Noosdiu @nd v\ indapendendlyof oRg.anggher Ni2, 3om4c3| \ i
a1 M o o Tra ot it Bpifgddbsloitdr ondorthiore P 4eblinthe grdleg | | &
L/ NG A TFA T Ol [ NSgEMogd?1. CluMbisy+1 or CyyHayy+1 to be replaced by F
atoms;
5 or
R7, R8 and R9
independently of one another H, F, Cl, Br, I, NO2, CN, OH, NH2, CeeH2ee+1,
CwwH2ww-1. OCgHoff+1, NR40R41, CONR40R41, COOR42, COR42 or

OCOR42;
10 ee and ff
independently of one another 1, 2, 3 or 4;
ww 3,4,50r6,

it being possible for one or more H atoms in the groups CeegHoee+1.
CwwH2ww-1 and OCsgHofi+q to be replaced by F atoms;

15 R40 and R41
H, CttHott+1 or C(NH)NH2;
tt 1,2,3,4,5,6,7or8;
it being possible for one or more H atoms in the group CgtHott+1 to be
replaced by F atoms;
20 or
R40 and R41
to be selected independently of one another hydroxyethyl, ,
N,N-dimethylaminoethyl, N,N-diethylaminoethyi, pyrrolidinoethyl,
N-methylpiperazinoethyl, piperazinoethyl, morpholinoethyl or
25 piperidinoethyl;
or
R40 and R41
together with the N atom to which they are bonded form a ring selected
from the group consisting of pyrrolidine, piperidine, N-methyl-
30 piperazine, piperazine and morpholine;
R42 Hor ChhH2hh+1:



\l/ NG V'V 1 O561 / \NC A \NTFALT I/ NN OEx. 351 NH\I NC \

Il o571 1/ \WCd G\ TFAILT / NN Ex. 35 I NHA I N1~-O "'/ C \ \ | 5
I 1/ \nNCd d \NTFALT I/ M Ex. 35/ NIr I ~F\ NN/ FC \ F\ | o 59
FI / \NC ~I \ TFAl FI / N Ol Ex. 35/ NH7 \l cl \ ~1 N60i / N
\WWdad \TFALT A | ~Ex. 350/ NH=\I /J N\ Ncl V1 611 1\ / N ~
(~1 ~1\VTFAI / NN Ex. 35 NI 1225l%H:\ Il / NN\l os'ocl \ I/
O ~O0OC-\ TFAIl / NEX. 335 NH\ | / Ng~\ 1 00 ""O0C \ 631 / NN O -O
a \VTFA T / N Ex. 35 NHV I / N~ggNN CI \ | O- O64\ ~ . I/ N~
\NS-Cf Cl I \ TFAlhh \\ E2,36ré,/1 NH/ | C 651 ~ci / MM I \ TFA | /

I
ol \ 67T /N ~roi ltpeina BassbiRtS; o of giorp  Ridrs Ve qrdgp Spntlanhel -

\

10

15

20

25

30

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

Particular preference is given to the use of compounds of the formula 1 in which the
meanings are:
R1, R2, R3 and R3
independently of one another H, F, Ci, Br, OH, NHo, CaH2441, cycloalkyl with
3,4, 50r6 C atoms, OCpHop+1:
aandb
in the groups CaH24+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;
or

R1,R2, R3 and R4
independently of one another NR11R12;

R11 and R12
independently of one another H, CgH2e+1, CrrHorr-1:
e 1,2,30r4,
rr 3,4,50r6,
it being possible for one or more H atoms in the
groups CgH2e+4 and CrHopr-4 to be replaced by F
atoms;
or
R11 and R12

together with the N atom to which they are bonded form a ring selected
from the group consisting of pyrrolidine, piperidine, N-
methylpiperazine, piperazine and morpholine;

or



Il / N~ TFA | Ex. 36 123/ NH/ I CcdA z° " 1691 / N-c~ cl I ~/ N~
TFA' | Ex. 36 NHCl ~ ° 70 ~/ 1 ~ci ~I i ~ I /| N~ TFAO Ex. 36 ° NH C °
71~/ N-ci ~ " I'l / NmTFAIl Ex. 36 'l ~ Nz C 72 ~1 / N1 C1I I [/
N~ TFA Ex. 36 0 'l ~ NH=ERcl = Fw~ N~F 731/ N\ F~I CC  HFI I F
X~/ NTFA 1A | Ex. 36 'l °~ NH i wl 741/ 1 ~Na, p N/ N
TFAl G Ex. 36 0 'l °~ / o,, o NHz C I5ﬂ| 75/ 1~ o, ,o0~ 1 ~s~C 1| /
N TFA Ex. 36 124" NH, / I O-,00C 76 ~/ N~ ~~ ~ CI I ~S\Cl ~/ N~ TFA
Cl Ex. 36 NHS/ I 0~,0C ~"S*N~1 ~.b 77/ N , 1\ ~~8\Cl ~/ N
TFA Ex. 36 *) erd)dam:ltR]bZem pitates fromthe reaction sol ution and requires

no further purificati

1135 (6.5 D ohl or o- ANAEPROFSRNLTSNe RS O SRR AR A CRNETHS -3
ethyl-urea, trifluorgagebfg; 5 \ N-N/ | 1101 ~ TFA vl | C 0.355
mol of the conpound of é&xanple 35 is di ssol ved |n 5 m of dry
acetonitrile, and 0.a$4m"r0¢g|q§ gyhyl isocyanate is added. After standing
overni ght with exclusion of gsture the solvent is renoved and the crude

produgt is purified on a pgepar at,i2;8 ¢i,Gt beiagwossibie for dnecortbdleeHatomsund
as a colorless solid. 10 Exanple 79:

1-[3-(6, 8-Di chl oro-2-met hyl -1, ZtQQP'Ee@@%WEQt%’%w nol i n-4-yl)-phenyl]-3

mathyl-tmourea trifluoroacetate;

R1, R2, R3 and R4
independently of one another OSO3H, SO3H, SO2R15;

10 R15  CyHok+1 or NR17R18;

k 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 CyHom+1:

15 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
atoms;

or
R17 and R18

20 together with the N atom to which they are bonded a 5- or

6-membered ring;

R5  H, CpH2p+1, CssHass-1;

p 1,2,30r4;
ss 3,4, 5 or 6, it being possible for one or more H atoms in CpH2p+1 and
25 CgsHoss-1 to be replaced by F atoms;
R6 H, CH3;
R7, R8 and R9

independently of one another OSO3H, SO3H or SO2R23;
R23  CpnH2nn+1 or NR25R26;
30 nn 1,2,3,40r5,



TFA The title conmpound is synthesized starting fromthe conmpound of exanple
35 and 15 nethyl isothiocyanate by the nethod described in exanple 78.

125 Exanpl e 80:

1-[2-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-3
ethyl -urea; The process is analogous to anple 78, starting fromthe
conpound of exanple 36 5 and et hyl isoc;ﬁggriate. For workup, the resulting
precipitate is filtered off with suction and washed with acetonitrile,
resulting in the desired ethylurea as a colorless solid. Exanple 81:

1-[ 2- (6, 8- Di chl or 0- 2- net hylt bejrity Boskiltletfombdiye oomcse dliatoohs im @pyHY>npPetybé- 3
met hyl -t hi ourea, trifluoroacetate; =A 10 The conpound of exanple 36 and

met hyl isothiocyanate are repacesiby i alamisogy to the met hod described in
exanpl e 78. Exanple '

N- [ 3- (6, 8- Di chl or o- 2%@@%’4 R$6, 3 4-tetrahydro-isoqui nolin-4-yl)-phenyl] 15
et hanesul f onami de, hydr ochingiepdaderthsof one ahothefH, CNCOHCLHY5. i, idGxhigh tige ( 1
mml ) of the conpound of exanple 35 are dissolved in 10 ml of pyridine and
at 03 0.19 g (1.5 mmol) ofirstQrghgsaupf mondedctol the initeogeamid raplagedIbytCO axnount
of DVAP are added. The m xture is stirred at roomtenperature. 20 For

wor kup, the solvent is renbdeand thessesand CHe is eeplaced by NR&&n up in et hyl
acetate and washed with H20. The organic phase is dried with MyS04 and
concentrated. The 126 &rude prdduct 5@ &hr omat ogr aphed on silica gel.
The sul fonam de obtained in this; ' I; ' H LXture
and again concentrated in vacuo, 't\rf%}s/ntg ?9%651}326?2’(8@55 F’S"@{gt*ﬁée‘%@sfﬂ%é%Z#
hydrochl ori de. 5 Exanpl e 83: .

NC[3- (6. 8- Di ohl oro- 2-met hyl - 1, 2, 5 B0 TR agg By At nol i n-4-y1 ) - pheny! ]

met hdfesul f onam de, hydr ocR238ri db,onCSaH29a01:Cl CI H~/ | N~ The process is
anal ogous to the nethod described in exanple 82, starting fromthe conpound
of exanpl e 35 and net hanesul f onyfachl ofli 43 006 Exanpl e 84:
N-[4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-teks i hPh=d-yl tFﬁ%e |']
et hanesul f onam de, hydrochl ori de; o, sﬁé’gﬂﬁd?&?é'%?w %bfmﬁ:rﬁ‘{ll-fa e g
process is anal ogous to the nethod desCghibled,if tebemppkacdd byst atdmsig from
the 15 conpound of exanple 17, internmediate 1, and et hanesul fonyl chloride.
Exanpl e 85: : or

N—[4-§6, 8- Di chl or o- 2 %%CLB% 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
nmet hé esul f onam de, ﬁ{% pi de; o, SoHNC ~CIH/ N~

together with the N atom to which they are bonded a 5- or
6-membered ring,
or
R27 and a CH2 group of R25 or R26 together with the N atom
20 to which they are bonded a 5- or 6-membered ring;
or
R7, R8 and R9
independently of one another NR32COR30, NR32CSR30 or NR32S02R30;

R30  H, OH, CccHace+1, CyyHayy-1, pyrrolidinyl or piperidinyl, in which
25 rings a CH2 group may be replaced by O or NR33,;
R32 and R33 H, CH3 or CF3;

cc 1,2,3,4,5,6, 7 or 8,
yy 3,4,50r6;



I 127 The process is anal ogous to the nethod described in exanple 82,
starting fromthe conpound of exanple 17, internediate 1, and

met hanesul fonyl chl ori de. Exanple 86: 86a:

(-)-N-[3-(6,8-Di chloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soquinolin-4-yl) 5
phenyl ] - acet am de; 86b:

(+)-N-[3-(6, 8-Di chIoro-2-nethy|-1,2,3,455etrahydro-isoquinoIin-4-yI)-phenyI
] acetamde; a~ 1, o (+and -) / N~ Cl 2.0 g of the title conmpound from
exanple 34 are separated on a chiral phase, resulting 10 in about 1.0 g of
t he two enanti ibbeingpessitlafoderse 86monadi 8ioms inthe groums Caplloghi 1 ahgak

ADHI 31 250 x 4.6 mm solvent: acetonitrile; flowrate: 1 m/mn;

Rt ((-)-enanti ofgyapa) te be eplacedrhy A atams @ry-fename oomareg6blp) graumste be n.
General nethod for preparing the conpounds of exanples 87 to 98 1.0 mmol of

4- (6, 8- di chl or teptagast by NRB12amd foractGHa)areypite SgueRBced -9l ) - phenyl ani ne

(exanple 17, i rmedi at 0 .

86, B di chi or B33- metingIeiy o8t R GligaF a-2yfu PFRAI9Y! Agethanesulfony or
4-y|)-pheny|ani@% %exe le 35) is introduced into 10 m of pyridine and, at
0C, 2 sol uti on®BRNESYTUNY val ents of the appropriate sul fonyl chloride (see
table 2) in 5 gt of dichloromethane is added dropw se. The m xture is
stirred at roomtenperature. A catalytic anmount of DVAP is added dependi ng
on the progresR3dftogetber withta Ghi2:greup v &30 anghthspNiaem)torwhich grgyt argrjointly
tenperature is increq&gﬂ%t S0C until no further 25 increase in conversion
can be detected. ForP g?”l%é'ﬁfﬁﬂn?@bpga BRGentrated and the residue is
partitioned beppeen ethyl acetate and saturated NaHCO3 solution. The 128
organi ¢ phase I's separated of f and washed once nore wi th saturated NaHC03

sol ut@ on and HR30 dr pwridyhi itriidaechBopyraadlyt grycrohdl rtaiazaly!, tetraZalyls théazolyl or
purification, the crude product obtained.i his i.§.chromat ogra d on
silica gel. The prodgi‘:@%q?ﬂbwgl le_eiWsyﬁfgt“gﬁéi/o%ﬁtg’vﬁ"ﬁ%arbtye%"]WIBgmh(g{t?
correspondi ng hydr ochigstitGests Rulbted b the ohb%oﬁgil@ﬁﬁgmﬁs;scll,rmgthg,Ié@hyl,or
ethanolic HCl and freeing off solvent, resulting in the desired HCl salts.
Purification in a prtjlucsmethylPily Ndaeetylesul ts in the corresponding

products as trifluoroacetates. 10 Table 2: Precursor 1/ Precursor 2/
Exanpl e Pfoduct aniline acid chloride NH= O- ~O/ HN9~F | F\ / 87 cl

I\
F0.S ~go | S G\ TFAIl FE| Ex. 17, I nt. 11 O~O~FE E / |
11% 837(5 |RE§ allINTEgI ~

HN S~ ~1N F~ ,o~ \' I F Sl I / N\ Ex. 17, Int. 1| ~. ~=
O-..0 j'F / | HidepeRdentdBef ahe anbther H,F, ClI-OR, NHD.CosHzdewll, @ wH2Rwel, \ |

/ N\ Ex. 17, Int. 11 w=0, o/ |l HNSi \ / C ~1 ~r 89 1 \ Br ~\ s=o0\
I N\ S ~ cl \ POGHfEx. NR4OR4H: CONR40R41, COOR42 or OCOR42,

ee and ff
independently of one another 1, 2, 3 or 4;
20 ww 3,4,50r6,
it being possible for one or more H atoms in the groups CggH2ee+1.

CwwH2ww-1 and OCgHa¢1+1 to be replaced by F atoms;

R40 and R41
H, CtHatt+1 or C(NH)NHo;
25 tt 1,2,3 or4,

it being possible for one or more H atoms in the group CyHatt+1 to be

replaced by F atoms;
or
R40 and R41



129 NH O- O/ I NS i /I ~-r dd \ 8%a\ /I / N\ Br SS=O¢cl \ C | clH
I / 13\ Ex. 17, | nt. 1| NHZ O~ .O/ I HNS\ / S, . N9O O I / N\ NS =
1 N-,Ocl I VI / NO Ex. 17, Int. 1 NHO~-S O/ HNi \l / al \ ~ ~R\
IN~090a‘1/N\NS~-G\CII~CIHI/N Ex. 17, | nt. 1 NH0"O/ |

HNS\ / I | oao N\ 91 cl ~ / N, C,, % NI\ 1v / NEx. 17, Int 1
| NHZz O~ ~-O1l HNS\ / I I 91 a cl é N~‘N~CI/YCI‘CIH1~I/N\
Ex. 17) Int. 11 NHz OO1 [/ | HN~S ~N\/ 92 ~1 I T 's-CI VI NI ~C
V1T NONC | 11 / N Ex. 17, | nt. 11 130 NH p, - -1/ I H-S ~ N O
/| ~ _rl a\ OS\ 92|adepénd:ebnt7y dod\one ancﬁ:hek h)(drbb(yethl‘ﬂ\ll\m dimethylaminoethyl, |

nt. 1/ NHS\ |I a F \ TFA F~ 1 /

Ex. 35/ "\l / b FN \d'qﬂl‘)’}amt"%&h\" Pyrfb'l‘&i'”‘ﬁetﬁyk krr@ﬁwxlplggrqzmoqmyls a i

F~ SC / N\ Ex. 35
or

N Ex. 35 NH H/ b~ Spﬁﬁ}ai\mc?btgyl, éo?bhc\hﬂoeﬁﬂﬁ?plpe/ndh‘ibe?hyl, 0,Sol I\ IHI

5 R40 and R41
together with the N atom to which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;
R42 Hor ChhH2hh+1:
hh 1,2,30r4;
10 it being possible for one or more H atoms in the group ChnH2nh+1 to

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

15  Very particular preference 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-isoquinolin-4-yl)-phenyl]-
acetamide;
2) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;
20 3) 3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;
4) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-N,N-dimethyl-
benzenesulfonamide;
5)  4-(4-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline;
6) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid;
25 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-yl)-N-propyl-benzamide;
9) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
ethyl)-benzamide,
10) 6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
30 11) [4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydroisoquinolin-4-yl)-phenyl}-diethyl-amine
12) 6,8-dichloro-2-methyl-4-(4-piperidin-1-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
13) 6,8-dichloro-2-methyl-4-(4-pyrrolidin-1-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;



51 \V/ ~ VI ~p/ Br SS=cl I I \'/ NEx. 351 / NHx \l o 96
~i VR/ NNNS=O\ I I A cl I '\ EX. 351 / NH=\lI \N96Ga cl | / N
\'sl ~I I \ CH Ex. 35 133 NH\V I A \ Ol ~0S CNO97 1 |
: C S~d \ I/ Eex. 351 / NH\I G\ SN\ ~~/ O ~097a | |
0o.v N ad S~~aA I \ AdQH/ M Ex. 3% 1 NHN I p Ncl \'\ ~~Scl ~1 o
Solcl 98\ / NN-NC ~I \ I 1 1 I/ R8Ex. 35 General nethod for
synt hesi zi ng the conpounds of exanples 99 to 110 Preparation of the am ne
conponent 4.0 nmol of the aromatic al dehyde (see table 3) are stirred with
8.0 mmol 14§ 6{Bdichkiro{Bmietityl-dridnd@-ihetreyl-pipgdrazia)1-yi)-penkiiic?, 3 A-tat@bydro-
tenperature for 2 hours and then, depending on the progress of the
reaction, O.SPAUROING; eq of NaBH4 are added in portions. After standing at
roomte a ; ' tq b herresidue is taken
up in 1%%@?3% ﬁ%ca}bgae@x%%%&e)gﬂv.\f ? hﬁ?c%’??ﬁ%?ré?%’gﬁg.aggﬂgmggﬁgous phase is
adj ust ed 16) 4-(6t8-dichlcrotBmkthyli 1t 2, 3Matatradnydraisaiqoinetinréayl)-phenyiamiae,

di chl oro h ..1he, anj c _phase e.dried with MyS04 and concentrat ed
in a Yot 33 5/ 3&2ﬂ§r£‘§@B[og&?r'?\?ﬁ?y?'aui@%‘?&@hgﬁr‘?’?l?@&'r%qa'c“éy@?g@ﬂy@'ﬁét ogr aphy
on silica gebreHyigaad preparative HPLC. Preparation of the bronp ketone
conponent 15 The brono ketone building bl ocks are synthesized by methods
known fr dB)t Hef4t(BiGedighlare-2-methyli1ng 3i4-tatrabyaraeiseosinclioet-winbeok-sS-methyl-
treatment with bromne in glacial acetic acid in analogy to exanple 1,

I nternmedi ate @9‘”93132 The conpounds of exanples 100 to 111 can be prepared
st arti ng 1by om e, adichfora T mationm X 8l paratgaresaguhainaml ) iphehgip3eetByl N
anal o&y to'the synthetic route shown in exanple 1 (alkylation of the am ne
conpdBent by Ureas brono ket one conponent, subsequent reduction with NaBH4
and fi nal,,H2 | | ' . Y I Al

t et rahydr2 gysﬁﬁ'{%ﬁe%%%csgﬁghg%méﬁ Iﬂé%'%'%?%ﬁ er{):'(l)rr us"b%hr?a?-l){a'pshzﬁnlyg' in a
manner known gcetaniideski | | ed worker. Table 3: Bronb Exanple Aromatic

A ohat | TP AR5 LSy S R U U e

22) N-[4-(6-bromo-8-chloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-

o
l
l
~=0
z=z

15 acetamide;
23) N-[4-(8-chloro-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-methyl-piperazin-1-yl)-1,2,3,4-tetrahydro-isoquinolin-
4-yl]-phenyl}-acetamide;
26) N-{4-[8-chloro-6-(cyclopropylmethyl-amino)-2-methyl-1,2,3,4-tetrahydro-
isoquinolin-4-yl]-phenyl}-acetamide;
27) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic
25 acid;
28) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-N-methyl-
benzamide;
29) 5-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-hydroxy-
benzamide; .
30 30) 5-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
ethyl)-2-hydroxy-benzamide;



b 99 ~cHO-NH~\ Br ci 21 o\ I N*) I cI \\ ci \ ~\ 1 ~100i ~cHOI
~b\ -NH2 ~~Br \ I N~1 i ci\cl\\ 12011 ~cHO-NHZ' ~Br \' | M C \
V1 \ 1/ 1021 ~cHO~NHI ~Db\~~of ~clHI Z1 pBr\ I N1 FFF
F\la~\F' 0l8BFI| ~CHO-NH\ / FFI1 / NBr v\ FFFFFFOFF

133 ¢cl a~\ 1, o\ | p104 ~cHO~NH i_C | OBr I | I~~Co\ \ 105 1 |
Pp~~0CHO-NZ ~oBr wl | FFdA \ &~ 1061 ~cHO-NZ I ~p~i ~ c.
~cirl C ~I1 Br 0Oof \'' ¢l ~\ i 107 ~cHO-NHZ cl | Br OI ~ \ \ 108 cl

\'l -NH2 " ¢l ~olrl CHOIl OBr 1 ~GI1 \ ( 109 I/~ ~p\ ¢l ~cHO-NH2 v

cl ~ aH B1)p Br[5a(6\8-dichiorb-2-metiylt1,2,3pA-tettdhydro-isRquindiin-4-yBr2-bydrpxsy nt hesi s
described in; Lang et al., DE-A 24 36 263 General nethod for preparing the
conpounds of PERZHIFANAN4iDe; o154 0 358 nmol of the acids indicated in table

4 are di 399! xem-(g8-idhlorat2-Mdthylangd, 354 fetfahly dfé-idobuRiblimmal)-gHenyl]-
di i sopr opy?et hg}l (am ne I's added.yAt 0C, a sol ut idoo}\1 of 128%‘”{ o.yigo mol ) of
TOTU in 1 m acétapiNdiej s added dropwi se. After addition of a solution of 100

0.32 I f.. the 1N nept. indicated. in t in.2 m of
DVF, Yhe“ M xt’inve’” “ " B g n ght. kup,
DVF, 2he 38 xBuibeichte el L e A BoBtip o ohényaMifs
i nsol ubl @42025(@ 8-dRAlgToP-metthy11162 84 -aftfahyaeb-wag0Rdlinid-Y)pherliatiingt hyl
acetate. The filtrate is washed twce with 134 saturafed NaHOQ3 sol ution
and once 3@) t N-Bo(6:8-dighlen-Xawthyol .83 4ietrahydserispayindincEybrifesyll- The crude
product s whi H) pﬁéﬁ%ﬁio%ont ain Boc protective groups are deprotected w thout
5 further pu ? Ion’(see bel ow. general nmethod for elimnating the Boc

pr ot ect i \36) gIN[4p(0), 8-ditthidror2-odethyli-1,d| 3 tétratpldsoiddduinglinBe gl )phetrglit i on s
followed by purification by preparative HPLC, with the desired conpounds of
the &Ranpl es PUBIIARIA™Kt ai ned as trifluoroacetates. 10 General nethod for

preparin he,_g0 _?}gﬁ- fr | 4 i hnof the acids

i ndi cate 7? n%{ gﬁ@é@ Iar%'%d% %Weﬁéi%giewyygmmwﬂ m (1.30 nmol)
of dii sopropphenpljpentamamide; added. At 0C, 151 ng (0.975 mmol ) of

di et hyl cgrbodi i M de, ..a,sol yuti 0, 0, 975 mmol f t n 1 m of
ovF. and 580 St Giichir s masthyitha S < Sabaisc Sad oW 50l uti on
of the am neidyp nt indicated in table 4, in 2 n of DW, the mxture
is stirred at roomtenperature overnight. For workup, insoluble

constbt u@M s Nafde(6,81dichiend-2imethyld! Rek Adetralpwdiodsoquinein-yhyphenylitZi2e. The
filtrate is \gashﬁﬁ{ twice with. saturated NaHCO3 sol ution and once with 5%
strength NaCl 0§ {'PEPrP,'OQﬁ'T'@&' and concentrated. 20 The crude products which

still confi fN-ﬁl(B,dei’érﬂélfd-ﬂi?nah?r-lp,i,mﬂeﬁélwmbﬁ%@.ﬂnqﬁrm%tpﬁeﬂyﬂ]her _
purification (see below general nmethod for elimnating the Boc protective

groups). Wor le¥plopropanecartxaptideks without Boc protection is fol | owed by
! oo 40 Y BRI 14 RS SRR Atk e
20 cyclobutanecarboxamide;
42) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopentanecarboxamide;
43) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-
trifluoro-acetamide;
25 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-yl)-phenyl]-
nicotinamide;
46) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methane-
30 sulfonamide;
47) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-

ethanesulfonamide;



25 CGeneral nmethod for elimnating Boc protective groups The resulting crude
products are stirred in 5 mM of a 10%strength solution of trifluoroacetic

acid in dichloronethane at roomtenperature for one hour. The residue from
evaporation in vacuo is purified on a preparative HPLC, with the desired 30
conpounds of the exanpl es being obtained as trifluoroacetates. Table 4:

135 Exanpl e No. Aci d conponent Am ne corrp(ﬁ@entCorrpound of exanple 1110 ~N O

N~O HN~N>i~ HO ~ 10/1 \I 1a.\ ~\\ | N~ TFACVGEx.17, int. 1 . _112 ~ |

tiOVHN 1\Cl /~ ~\\ I N\ TFACCCI1130 INH .~N\H~~..;: / iC [ la/I\ 1T N
TFACI a 6 N',N=direthifamilNo-N-[4/&,Btichiord2tmethyl-1t, 233 K-tetrdhydig-isoqlinblin-#FA
c a 115 NHHNHtHO~IJO/CI/IaI\N~~I~~TFACI116N~
— NHS HO i Yorahenyl-sulfRfidey= \ N~ ~ | N~ TFAC G 117 N'= ~ H HN HO- |
[ I T Ar N a | C I TFA
WS &) T@[%éeﬁkmor‘o@@ﬁyl 12, 4%@!7&@5‘%&%6!‘% yjbbredyl
12~ NH 0 HO propienamide:iN * ~~ / 1d
5 50) N-[3-(6,8-d|chloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolln-4-y|)-pheny|]-
butyramide;
51) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pentanamide;
52) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
10 isobutyramide;

53) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2-
dimethyl-propionamide;
54) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
15 55) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclobutanecarboxamide;
56) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-
cyclopentanecarboxamide;
57) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-
20 trifluoro-acetamide;
58) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide;
59) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
nicotinamide;
25 60) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methane-
sulfonamide;
61) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
ethanesulfonamide;
62) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
30 yl)-phenyl]-sulfamide; |
63) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
propionamide;
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N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pentanamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isobutyra-mide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2-
dimethyl-propionamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl}-
cyclobutanecarboxamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-
cyclopentanecarboxamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-2,2,2-
trifluoro-acetamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide;

| i O G127 _NH HC ~ .~

N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;

N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl}-
ethanesulfonamide;
N',N'-dimethylamino-N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yh)-phenyl]-sulfamide;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyi-
thiourea;
1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-3-ethyl-
urea;
1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
thiourea; |
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N-{5-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenylsulfamoyl}-4-methyl-thiazol-2-yl}-acetamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,2-
dimethyl-1H-imidazole-4-sulfonamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyi]-1,2-
dimethyl-1H-imidazole-4-sulfonamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-5-chloro-
1,3-dimethyl-1H-pyrazole-4-sulfonamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-5-chloro-
1,3-dimethyl-1H-pyrazole-4-sulfonamide;
N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-5-bromo-
thiophene-2-sulfonamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-5-bromo-
thiophene-2-suifonamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-C,C,C-
trifluoro-methanesulfonamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl}-phenyl}-C,C,C-
trifluoro-methanesulfonamide;
4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-
trifluoroethanesulfonamide;

3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-
trifluoro-ethanesulfonamide;
N-ethyl-N'-4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzenesulfonylurea;
2-chloro-5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzenesulfonamide;
2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinolin-8-ylamine;
6,8-dichloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
4-(8-amino-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenol;
8-methoxy-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
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1-[2-(6,8-Di chl oro-2-nethyl -1, 2, 3,4 t et rahydro-i soqui nol i n-4-yl)-phenyl ]
3-ethyl -thiourea, hydrochlorides; ci ~N~ ~S 5

2-(6,8-dichloro-2-nmethyl -1, 2, 3, 4- tetrahﬁ%’o-isoqui nol i n-4-yl) - phenyl am ne
(95 ng, conpound of exanple 36) is introduced into 4 m of acetonitrile
and, while stirring, 27 ng of ethyl isothiocyanate are added. After

st andi ng 989 Qe(@namiﬂmme#wlﬂeﬁ Bat-tetfahydro-ssoquimmlinal-yidsphensl;r enoved i n vacuo,

Y1 1 uor S80ceaeer st ety 24 TS orshaineliFkRianoland. made
al kal i ne 4 mg%qézémﬁm-ﬂaﬁetgguf?%ﬁg@@%mr ?6’(% UiRGIrR-y1)3-acthbiy-pReRoIAL €. The

organi ¢ phase 1's separ at S04 an concentrated. The
resi due 1919 2kreath;1b-8rmtrd+4l-plnmyl-l(‘ll2,3r41teftram'dm thoiqaiholinesul ting in 36 ng of

the titl d. 5,Ex I 49: . . ,

1 Ta b6, QOB BrBsABing 2 ey §.255 A-tatrahydrarigenuine st hanzens: LR dhenyl |
3-et hyl - t{lyg Qr@-élm@&ﬁ?r-@%bﬁgLﬂQSB 4&etrhhPirbiseqlindiinel O

4-(6, 8- dICh or o- 4-t etrahydro- IS(;%UI nol i n- 4-yl) - phenyl ami ne

(50 ng, d&%éuﬁw-ﬁfcr@(arﬁme@yh)-‘lz meimdrha&%rt@rab redsoquinalisguced into 4 ni

For 2 hodre) Frald-richrBfRiSPeR kit 2 bt Sk oulrEl im0 2"
hours. Th®e§4uges-gichibrotprenyiinatbthyl-1,Di354-vetyahy@irdigdquirsincBryRainingpar at i ve
HPLC. Further treatnent of the trifluoroacetate 15 obtained in this way as

desciPbed 07 4ei3aehiPo-paenAr-2unetdy B 24 detrahydradsoquiRoliy 8rbRMING: | de after

freeze dr
1-[3-(6, él}dar)]%ﬁ?oro W“ﬁ”%{‘y' 1'3 %4Je¥rat[1¥dgﬁy%cr>%mpglbnqeuI nol i n-4-yl) - phenyl ]
3- et hyl -t1|®9()lﬁ’-btﬂtyl-44phbhyb1 Q:ﬁ;éttetrahydﬁb-lsoqu|noI|n=8§'Ia(ﬂ1|nN~N~ NJ TFA 20 143

(50 g, ot utamshdrnhpansE?. et Ras P s iy GooIdsha. il o

stirring,q144 Wﬁwl@?o-?hhé%y!—&-‘b‘h‘éh?ﬁyQf@,hﬂeﬁéﬁycﬁfg!-'i@qulﬁéﬂr%r heating to reflux
for 2 hours, e

reaction solution is concentrated and heated at 85C for 2
hour 45 Tkﬂd%r&acrdom-adnembeBnyw 253 dHetabydrodsoquinadine;i ed on a

[ b ' 6 f h d. Ex | 151:
gr [ (6. 618 girme B R tpryR 1 22 Laelr Byt affEBR mol i noaryi)- phenyl ]
1- di metfay)-gUERBrO- QMﬂét‘h?M%eﬁ?H 23 4 ﬁtréﬁydrﬂfl%dmﬁblﬁ{ee 1: 4-nitrophenyl

[3 (6 8- dlchloro ahydro- |squ|noI|n 4
yl ) - phenyli1)5) &- mﬂm)@&-mathyic%pbenyie‘sz 3 ,4-tetrahydro-isoquinoline;

(350 ) Tioeang-aPreyes duprafdAieaainalte, 12 "y e A e

dlh th.O][0nﬁﬂb@mew%:dw;er\)g?w3$¢-tetrahygro-%3ﬁu?'©lmﬁ 4- (r)ltl ropheny: (23 1)
chl orof or mat e, ar e ‘adde ter rther 0.1 equival ent gy
of 4-nitr1o1[§r)(§1§1d'mr9r%‘ﬁm%@‘%¥?é g&@tragﬁar%ﬁqukﬂpﬁWon was stirred

o h af ot 5] S BIdRBohERG) BRI chISTE Briih f 2Renteayheisiuitidinglc washed
react ed f120)ZmethylHdepheriyk6,8rbis-pifluoformethybh,2,2,8-tetrahydro-isoquinoline;
121) 6,8-dichloro-2-isopropyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
25 122) 5,8-dichloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
123) 6,8-dichloro-4-(4-fluoro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinoline;

124) 6,8-dichloro-2-methyl-4-p-tolyl-1,2,3,4-tetrahydro-isoquinoline;

\ NI ~NHO ,"i ~I I / o/ TFA\ M\ ~ ~N\ Cl
a |/ TFA ~N\\IN\C1CI147FFNIHO,
\ \
1

125) 5,6-dichloro-2-methyl-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;
126) 6,7-dichloro-2-methyl-4-phenyl-1,2,3 4-tetrahydro-isoquinoline;.
30 127) 8-bromo-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
128) 6,8-dichloro-4-(4-chloro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
129) 6,8-dichloro-2-cyclopropyl-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;



3-[3-(6,8-Dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1,
1-di met hyl urea, hydrochloride; 35 ng of 4-nitrophenyl

[ 3-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)phenyl]carbam
ate hydrochlorides (internediate 1 ) are suspended in 3.5 nml of 25

di chl oronet hane and) while stirring, a sqglution of 3.7 ng of dinethylam ne
in 1 m of dichloronethane is added drogaﬁse. After 1 hours, the mxture is
diluted with 144 di chl or oret hane and washed wi th aqueous K2CQOg sol uti on.
The organi c phase is separated and washed twice with saturated K2

sol ut i on]13ay ReaminotM-[44§6B4diahidra-@rroetityl-412:3,4-tEtrahydwi-idaguinslin-dkdpbenyll
dilute HC and freeze dried) resulting in 29 ng of the title conpound. 5
The follomnn Hﬂé fes are prepared in anal ogy to the nethod described in

exanpl e 383y m@a@ta-ﬂ&hﬁd@m -hidtRyIrES! ﬂ-@tkm@%ﬁ%uﬁﬁﬂlﬁ‘myggﬁ”ﬁ"’ NeN O C

corrponent S: Structure
~NC me:ﬂnylaﬁmo-awhanmdel ~ cl, i N~Cd 154 ~o N~NJ I, 0o C ~ Cl

%, 113) M@ pAdepinanl 23 4—te’t5a?{wdro sodf¥te-hufuseriae-

cl cl The foH|,ﬁgmpgnqp1@r§¢bmm@re prepared in anal ogy to the method
described in exanple 151. THF was used as solvent, and the reactions were

carri ed 488) Rraminorh{é-d6.8edichiosrr2vivetivi-1,23 4ctetrehydepriseauinglie<d-yi-rbewylher e
necessary fobroe;ﬁ@;%jn%% 159 to 5 166. Conpound of exanple 167 was purified
by preparative’ 147 Table 6: Exanple No.: Structure 159 ~ | ~ N~ro
Chiral N134¢R-arhinoVN$-16,8sdichioto-2-metlyd-1(2, BH-wtraﬁydroGIsoqumoImA yl)-phenyl]-

10 butyramide;
135) 2,6-diamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
136) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenytl}-
pyrrolidine-2-carboxamide;
15  137) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isonicotinamide;
138) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrrole-3-carboxamide;
139) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
20 pyrrole-2-carboxamide;
140) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
141) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,4-
dimethyl-1H-pyrrole-2-carboxamide;
25 142) N-[4-(6,8-dichloro-2-methyi-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-isoquinolin-4-yl)-phenyl}-2,5-
dimethyl-1H-pyrrole-3-carboxamide;
144) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl}-1H-
30 imidazole-4-carboxamide;
145) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-
methanesulfonyl-piperidine-4-carboxamide;



r 1611 ~~or rNCl ~~C ~-N~N~-CIl d 162 I/ ~NoOT /IN. C ~C i1 . N-

d rN~-C 148 ~N-~-d ~A,) O N,~"' ~ ,~N-, d ~C 1 ~4 .. _ ~.
o~ .... ~.._ ANCNG C | ~CLN-~NLCl 165 ~~ ~.~0N. ¢l 1 N-C
1&, (~NoNcl ~cl N\Jcl @ 1671 . N~\o~NC ~C | : NN-CL, . C

149 Exanpl e 168:

N-[2-(6,8-Di chl oro-2-nethyl -1, 2, 3, 4- tetrsénydro i soqui nol in-4-yl)-phenyl]
4- et hyl pi per azi ne- 1- car boxam de hydrochloride; cl p ~NNi N-ci ci cl
nternmedi ate 1: 4-N trophenyl

2- (6, 8- didéhIN3[4o(68-ditHigrio-2- nﬂstByl41 28,4 -détyahyarossapuimain-4-yH-phenyl]-3,5-

I

[

4-yl)-phenyl]ca d

[ 2- (6, 8-di chiBgR r%%t%ﬁx‘% §ar olf(ég'rs'%ydro i soqui nol i n-4-yl) - phenyl ani ne
(200 g, 1Ay 6 se.&ﬁamz@néﬁgn A3 fitsSMtRd-isoultbl-491)-sheronaet hane

and, whil ring of 4- mtrophenyl chl orof ormat'e are "added. After
3.5 hours, tlpgrazeslﬂrﬁtcaﬂgoxﬂm@epltate is filtered off with suction and

iy U TS NSRS e L T RS R
conpound. trifluoromethyl-1H- Pyrazole-4 -carboxamide;
N-[2-(6, 8-Dichl oro-2-neth 34tetrahydro i soqui nol i n- henyl ] -4

[nzet ?yl pi gé@%lﬂ [?e(GLSWMQWa%mﬁhYMar%éﬁeﬁahmﬂ-l&@ll&@'h’g"rﬁ) mQﬂW]r£phenyl
6, 8-dic 3, 4-tetrahydro-isoquinolin-4-yl)

phenyl ] car bar?g?tg 'ﬁ'ﬂﬁﬁé‘%?@?égs are suspended in 2 m of dichloronethane,

and a SOH@O? N[396,83didhiogo-2EmatHybt (R, B ai- Waih?drmisqumonhAQﬁl)-dhehylmorret hane

is added. After 1 hours, the mxture is diluted with dichl oronethane and
washd@ with Qqueﬁw@wm%@mm on. The organic phase is separat ed and

e 8 24BN AL A 0k M LR By
resul ting in pt@piogamided;he titl e corrpound The foll ow ng exanpl es are
D B Tgﬁgfr&ﬁyfﬁr@%m it bi@ 4 fgtrer AR o P yiaReBn | |
I N~ dCl 1f'bu%yram4der| N'N "\, CI NCI 172 1 ~
15  153) 2,6-diamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
154) N-[3-(6,8-dichloro-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-isoquinolin-4-yl)-phenyl}-
20 isonicotinamide;
156) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1H-
pyrrole-3-carboxamide;
157) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrrole-2-carboxamide;
25 158) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
159) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,4-
dimethyl-1H-pyrrole-2-carboxamide;
160) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-nitro-
30 1H-pyrrole-2-carboxamide;
161) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,5-
dimethyl-1H-pyrrole-3-carboxamide;



~NNC I ~, NG G173 1 ~~NNC C ~Oi N~C 1741 \ o NNC | i N~
G 175 ~1 1 i NNN. , G C NC G 151 Exanple 176:
N-[4-(6,8-Dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

4- et hyl - pi per azi ne- 1- car boxam de, hydrochlorides; O NON ~N~ Cl C Cl

I nternediate 1: 4-N trophenyl

[4-(6, 8-dichloro-2-nethyl-1, 2, 3,4-tet ra@)@dro-i soquinolin 5

4-yl)-phenyl ] carbamate, hydrochl ori des;

4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne
(200 ng, 162phi3A,ddichicro-enetiiyl-1,213x4-tetchideo-Isdquiniadined-yhedheagtl] i 1tH-10 nml  of

di chl or onet hane and, while stirring, 131 ng of 4-nitrophenyl chloroformate
are added. AfPEAzAlesd-GANRAMIAR resul ting precipitate is filtered off with

suction g, W@P@dsmfﬂvm%gz-maﬁﬁrﬂgéw— tr dTa.%aq]ugﬂtginpf.ggﬂﬁﬁngghai ned in

this way 1s'recrystallized twce from di chl'or onet In 254 ny
of the titl emeaihaoesulfonyl-piperidine-4-carboxamide;

ot it DI eyt S e oy Dher R e oy
[ 4- (6, 8- di chigphéth r_mﬁtﬂw{gz&ea_garﬂms(gﬁﬁ@ggydro-i soqui nol i n-4-yl)

phenyl ] car bamat e drochl oride are suspended in 2 m of dichloronethane,

and a sol166) di[3(6,8-dichieros?-methwt hi2| 3 -tetrainidie-isaquinatin-gil)ephsmylridhet hane

I s added. After | LIl . 5. hours and standi ng overnight, the mxture is
di l uted V\/ithpmaa??’%#bc#gmldgnd washed wi th aqueous K2C03 sol ution. The

or gani ¢ Aip8F N-[35(6384RdtbroR2-amsth A0 Ressdestraydr6-isdduinglmtAuyBtsbnigh 03

solution, dried with I\@TSO4 and concentrated. The residue is taken up in
di lul® HCO aMifluoremethyittbRyrazelet-CaHPXeMids ny of the title conpound. The

o352 R AR BT AN, DRI SRR RSEPHOL, 25
N C 178 O fhibutea®Cl ' C ~ ' | i Nw C 153 179 0 ~J~IN | C f C 1%~ C
O ) Y86 d-alhloro -Sethyl 1, 29 teitahyaro-isoquinalin 4-yl)-phenyil-3-ethyl-
thiourea;
15  169) 1-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3-ethyl-
thiourea;
170) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
dimethyl-urea;
171) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-4-methyl-
20 piperazine-1-carboxamide;
172) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
173) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;
25  174) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
pyrrolidine-1-carboxamide;
175) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
diethyl-urea;
176) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-3-methyl-
30 urea; |
177) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
dimethylamino-ethyl)-urea;



aGyl / N~Gr" 183 -. , o~~. . NOI / ad I /| N a' Exanple 184:
N-[4-(6,8-Di chloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)

phenyl ] f or mam de, hydrochl ori de; 154 N~ 0 C

4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne
(200 ng, conmpound of exanple 17, internediate 1 ) is dissolved in 1 m of
formc acid and 5 heated to reflux for B nin. After standi ng over ni ght,
the m xture is added to an ice/water m xture and extracted twice with ethyl
acetate. The conbi ned organi c phases are dried with MyS04 and concentr at ed.
The resi d78) i1s[3t(&k&dichforo+2-thetil o, ?,3p4-tetrah yainoHisuagiiredinvd -yh)-phanyl]-@- ed NaHCO3

solution. Th hases are separated and the aqueous are extracted three
times nore W?ﬁ%agygm'&r@ﬁéfﬁg%eab_ryi ng of the organic 10 phases (MyS04)
and ferm\’ﬁ'gi) qt[at 2 dag!nvcgpfz-mét%ﬁtz.'3',@-§ét9éh fré-%daéﬁrﬁﬂintmyf)fpr@nyﬁ%-pf oduct.

10 ng are ssol ute and freeZe dried, resufting 11 ng of
the title corfietrahydrapynapteytsea;

{oﬁeﬁlgf’? nrgtﬂm :39@?&6%%%%%3£m2éﬁylg1e§ ﬁit{-?eqyaq{y%_rci)-?s% i nno?ilni-ﬂyﬁ:aﬁe)nyljjﬁl -methyl-
N-[4- (6, 8- Di gbj1ofmtRABRIdhdin-4.3)-greds; t €t rahydr o-i soqui nol i n-4-yl ) -phenyl ] for
mam de (150 ng, conpound of eXanple 184) are dissolved in 2.5 m of THF

and, at B56¢)30[3u(6:E-dichiaror-medbddl ,2:3epigteahydso-isasplinalinehrydfphenyl-1n{3-of a 1
M sol ution of,lifhium | um pum hydride/ THF in 2.5 m of THF. The
m xture is hggpgﬁ’y!a&nngqrﬁé%s"é%n%m'}'é’ﬁf:e.a’After standi ng overnight, a further
0.22 m offg23 3136, 8-dlishitroad-tisthym DB -teteatfarolisoduirfslia-Ag0smtheni] 0@~ and

the mxture is heated to reflux for a further hour. For workup, the sol vent
i s rdfoved asimetyiarsinotbyi)-d-petivl-uredied bet ween di chl or omet hane and 5

aqueous lny 4T43e, _EQ‘EO[_ r K r{,r}a?_ A eneiraplet t hree
tinmes w ﬁf}é3&i1c I@:’%(;get a@e?nﬁgﬁcﬁ%b%%gé(}%o gacr)li C ﬂlzriaslg?{ gp?%rnggge@lth wth
Hl\/gf(c):4 _?_Ed comgaethylnl)rtﬂMp-;ﬁ'gpyIMLr%@uri ficati ;)nkt akes place KQH?Dgrep?r ?fti ve

: e produc ined In is way.i.s taken up. in an sol ution
and ext r A80d-Ur 6 diVTBr2mathrio2 S et e oTaes ity EResI h oS0
af fords 80 Al o 0 base. 10 ng are taken up in diluted HCl and
freeze dri e(rjrgnér&gg&('?ltﬁr%)eﬁ?%io ng of the title conpound. Exanple 186:

1- [ 4166, 8185) dh]3e(6e8-diantarby2-ristRyl3l,2 3, 4tetedhydiro-iscxpinolined-yh)-pheylyl-3ppnidin] 1, 3
- di met hyl -ur ,Ihdrochlorides; O...N~. NI G ~1 15 The title conpound
i's prepared 7Yt &3 et hod described for exanpl e 151, starting from

[ 4- (6, 8- digg)!10130(628 RRhIdTo=2-niatRyl4t, D & 4-Adtyshyeird inslinLaLyA-phenyiasyidinret h
yl -am ne (exanpl e 185), 4-nitrophenyl chloroformate and imethyl am ne (20, ul,
2 Min THF) Zoylrwealting in 9 ng of the desired hydrochloride. 156 The

follow n r j . i mi[4
(6, & criSeEReBbioR 25RGRYE) 2. Fa36 B B BN Sy bl Theth - 2
m ne20pexanpl ?igﬁﬁ);ined‘r-ahﬂmxahﬁdy;l chl orof ormat e and the appropriate am ne
conponent s: Table 9: ', Exan*ﬁl e No.: Structure
188) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
189) 3-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
dimethyl-urea;
25 190) 3-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
diethyl-urea;
191) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
192) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 morpholine-4-carboxamide;
193) N-[2-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-1-carboxamide;



157 1$7 0 IN~NN~y, ~N~. C ,~C C C 188 OWNN-CI C I i N~ C 189 0

,~N~LN . ~ 1 a0 "~ d I aNC 190 0 ~N~N~~O1 C ~ A I N.>C "191 . ~N
NI LJ A - C | NacCS"r 158 'l 92 ~"N~1. CH,,,CAHG .., sl ,~ N-Cl
._1930 .. N-N~CIH ~,..C1 .. .N..C Exanple 194:

N-[3-(6,8-Dichloro-2-nmethyl-1, 2,3, 4-tet réalahydro-i soqui nol i n-4-yl)
phenyl]formamde C N .~ C 5

3-(6, 8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-i soqui nolin-4.-yl)-phenyl am ne
(600 ng, conpound of exanple 35) is dissolved in 2.4 nmM of formc acid and
heat ed t ol 949f1-[2¢(&,8+dictBoro-2xmeihyiet,2 3, 4belratyy dow-dsoyuimdlin-4-lyB-phenyll+32(2-s added
to a mxture of ice/water, and 159 saturated NaHCO3 sol ution and
extracted thr@eth 'r\ﬂ'?tﬁyGT‘-ﬁﬁ‘Pbronet hane. The conbi ned organi c phases are

dried wi tibsdygfg%eﬁtg%lig@wmrﬁ@wﬂq,zr,f,a%frsngdHonsé&%ﬁnam\-aiyuwﬁewuu.@nethyl-

conmpound.
[ 3- (6, 8- Di chipiperazineetdearbokamides- t et r ahydr o-i soqui nol i n-4. -yl ) -phenyl ]

met hyl_- anj ne, chloridg; c= . . .

N3 Bo. Sl 6 BRlplrimE k1 23 drtelrapu-saaynpintRbahg ML phenyi 1 f o
mam de 10 (S58RralidineorRarstkaptidexanpl e 194) is dissolved in 10 m of THF
and, at 50C under argon, added to a solution of 1.8 ml of a 1 Msolution of
l'i t hi um a1 9hi RAx(G§dlichiero-2rnaibyl- a3, Aitetrahydro dsonuinalin-4-1)rpitaryl-3-methyl-
hour. After standing overnight, a further 2 mM of a 1 MIithium alum num
hydri de sol uti'6f are added at 50C, and heated to reflex for a further 30

mn. For ygg)kilpy-(6,8idHoRAResetAPId] DB AsliQIRHFO NG ANbIR- Efﬂfé -f,our 15
times with e)t m[?l (acet ate. The cgnbi ned organi c phases af)ey‘) ri er?qwi th MyS04
and déncent r dig@thylureder purification takes place on a preparative HPLC.

The produfdgy 3.14-(,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
diethyl-urea;
200) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;
15  201) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
202) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-
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-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyi-
amine;
205) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3-
dimethyl-urea;
25 206) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-4-
methyl-piperazine-1-carboxamide;
207) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3,3-
trimethyl-urea;
208) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
30 piperidine-1-carboxamide;
209) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl

morpholine-4-carboxamide;



obtained in this way is taken up in NaHC03 solution and extracted with
ethyl acetate. Drying of the organic phase with MyS04 affords 270 ng of the
free base. 45 ng are taken up in diluted HCl and freeze dried, resulting in
45 mg of the title conpound. 20 The conpounds of the follow ng exanples can
be prepared starting from|[3-(6,8
dichIoro-2-nethy|-1,2,3,4-tetrahydro-is&ﬁhinoIin-4-y|)-pheny|]nethy|anine
160 (exanple 195), 4-nitrochlorofornate and the appropriate am ne
conponents by the nmethod described for exanple 151: Table 10: Exanple

No. : St r u2d0) dtpie(6\8-dichiloror2-meathyl-1,2B14-tetTahydro-Gaguirdilin-4-gl-ptemyl}-methyN  / N

/] 00C | / ~Cl,.i 199 ~~N.JN . 00C 1/ ~C C zood . ya i/ N

CI " 201 ~ ~Ryrrolidippdrcggpoxamidess | ¢ N .. - o0ci c~ci r ci 20~ .
N~~~ | -ZsoBuifRiRYg.-g1yd Le2-

[3 G f8 312?1'10[336(8 dichibrélz Nétl?l 1 efrﬁrlge‘%rag&gro &okuiRNiRM-givipRea L2

i soqui nol i n- d#memytaﬂmanth)dhﬁb’aaﬁwéwmdrochI oride; ~p~..Ni OC 5 15 ny
of 4-

tr .
[3- (655 BN 6 A-HishiRip-2rmethy’A.2 3 HaAMEre-SoguInpiT ik Rpepv1-3.3-
phenyl ] car ba@fgtﬁymuﬁ{gmwlgéade (see exanple 151, internediate 1 ) are
suspended in 1.5 m of dichloronethane while stirring under an argon

at mospherd3) %E@%ﬂl@h@r@n?methyl 1,83 S tafpidro-ispauindlip-4ayrf@ylinol in 0.5
m of dichl O?&ﬂ%rﬂi%@e I s added, and the m xture is stirred for 6 hours.
After standing overnight, water, dichloronethane and saturated NaHCO3

sol ut i on 24a¢ [3g6leddickiorb- zhaemygam 3.4ptbtrakydro-iseganalired-yl ) pieertyjeimethypnet hane
phase is washed three times wth saturated NaHCO3 and dried with 5 MyS04,
and 1@e sol v@m'nﬁs removed in vacuo. The crude product obtained in this way

215) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
pyrrolidine-1-carboxamide;
216) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
piperidine-1-carboxamide;
15  217) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,3,3-
trimethyl-urea;
218) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3-
dimethyl-urea;
219) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
20 morpholine-4-carboxamide;
220) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-4-
methyl-piperazine-1-carboxamide;
221) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-3-(2-
dimethylamino-ethyl)-1-methyl-urea;
25 222) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,3-
diethyl-1-methyl-urea;
223) 2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
y)-phenyl]-carbamate;
224) 2-dimethylamino-ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
30 yl)}-phenyl]-carbamate;
225) 2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)}-phenyl]-carbamate;



is purified on a preparative HPLC. The product fractions are concentrated
and partitioned between ethyl acetate and saturated NaHCO3 sol ution. The
organi ¢ phase is separated off, dried with MyS04 and concentrated. The
residue is taken up in dilute HCl and freeze dried, resulting in 5 ng of
the title conmpound. 10 In an anal ogous r’c}admer, t he correspondi ng i soners

2- di met hyl am noet hyl

[ 4- (6, 8di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] carbam
ate hydrochl ori de and 2-di net hyl am noet hyl

[ 2- (6, 8- A28 Iroetbyb[3ri6t Srdichiore;23mbtingt ¥, 2/3y4Heira hydoprisagiuinolin-4-y))ginenyl]] - car ba
mat e hydrochl or,i de fare prepared starting from 4-nitrophenyl [4-(6,8 15

di chl oro- 2- r’ré’?ﬁtgﬁ , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-carbamate
hydr ochl graretmiq3 ‘&6 @LdlbﬁIBF@QYﬁ'iethyl 1,2,3,4-tetrahydro- |soqumoI|n-4 yl? henyl]-
[ 2- (6, 8-dichloro-2-neth , 2,3, 4- tetrahydro |squ|no in-4-y ? phenyl ] car ba
mat e hydrochIQarbamate 164 Tabl e 11: Exanple No.: Structure205~N O-N~I ~JCl ~

(3. (655, diansersonttRihy-dichlora Zmelg 42 3T o EHl ?@?"914) WkBhsmYlcar ba

mat e, hydroclgappardgate; N-O., 0 CI A 5 C 15 ng of
3(68d|chlor02rrethl-123 4-tetrah dr0|so ui nolin-4-yl)- henylamne
(exanpl e 28%9) Z2aimathybaraai B dichom: gonetaybe p?nértetrawd;w:tsmnnolw-y)
di chl oronet h ‘Q@clg?ongc‘rﬁé ring, and a solution of 4.6 ng of nethyl

chl or of or mat "di chl oronmet hane is added. After stirring for 6
hour s an@m)mdﬁhwg[mﬂimmro-amethﬂl%ZI3.,l4-tétaihy21rc$-isqmu0‘iolimm-lywphenyl]-
chlor formate are added and the mxture is stirred for 5 hours. For
wor kdP, the S&RAPASs renoved, and the residue is taken up in dilute HC
and freez r t mideh\df oW ng
car banat e%@ s °pf3'ﬁ§§§r8e Plrgﬂ%%)ana )ggo%ggn%érﬁ%g? dgc?([ga te'Plr?]gm og\&? Rgﬁw
approprl ate aJarbamete

3-(6,8 - rahdr0| Vil nyl,am ne
ol ( 6 B L orrat iy fa-b SO RIS RUE DA L Bde R isdg RRSTRAS:
phenyl am ne. pheny -Efé%@mé% Exanpl e No StructureZCB N~o~ I/ Ga /, a.
c,209 0a ~ c~ , J ~.ocIN~CIlO 166 No Cl ~ N~
Cl 21152 .233)cetay! [ﬁr(6 a\dlcbiorQ-Z-msthyl -1,2,Bi4etetrahydrg-isoguikotin- 42y|1phanyd]-c~ cl E
i NC , N,

carbgmate
234) (R)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-
methanesulfonamide;
235) (S)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-
20 methanesulfonamide;
236) (R)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethyl-urea;
237) (S)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-3-
ethyl-urea;
25  238) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro- lsoqumol|n-4-yl) phenyl]-
acetamide;
239) 4-(3-bromo-phenyl)-6,8-dichloro-methyl-1,2,3,4-tetrahydro-isoquinoline;
240) 1-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
hydroxy-ethyl)-urea;
30 241) ethyl 3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate;
242) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid.



Exanpl e 215a:

(+)-N-[3-(6,8-Dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
] met hanesul f onam de, hydrochl ori de; 215b: :
(-)-N-[3-(6,8-Dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
]5 net hanesul fonam de, hydrochloride; Ns~ ~ NSr d a ~ 0~ ~0C ~I - C |
[/ N~ CI 96 ng of racemc 1

N-[3-(6,8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)phenyl]nmeth
anesul fonam de (see exanple 83) are separated into the enantionmers on a
chiral preparative HPLC. 10 chiral colum: Chiral pak AD 250 x 50 nm 20, u;
sol vent : et hanaol. : net hano : flowrate: 50 mM/mn; the

resul ti nd r@ﬁbﬁtﬂ%ﬁ%‘?@%‘@”ﬂl@é’ﬂ@@ ?ﬂ%sd&‘ﬁﬂ?%f HO and freeze dri ed,
resulting in 37 ng of each of the title conpounds 215a and 215b. The
enantionmeric purity is 15 determned on a chiral HPLC. chiral col um:

Chi r al palExseptipaallystisular prefetenselis given théhe ane of chepounde sklecied from thel ;
flow gate; 1 mlm A RF (enantloner eluting first) = 6.84 mn; 100% ee; 20
Rt (e antQFBH%POB?'ﬁ{'l 918 second) 8.02 mn, 100% ee. Exanple 216a:

(+) - 1-[2-4)6, W-E-@Blld‘mlard?zlrﬁé‘thym2:844etr§wcﬁfb¥§6@1lhélﬁﬂmlm%héhyﬂ yl) - phenyl
]- 3ethy|urea drochl oride; 25 216

(-)-1-[2-(s6, @cgiamud@ro 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - phenyl
]

3et hyl LE ea,4 (}‘)’ gﬁ?&%r%ri q?ethyl 1 5%84 %tréﬂydro |so(au'\hc;“nq yh"%eﬂzene¥u|%na§'ndg‘16

rac

1 [2 (6, &) dl @16}8@1&H¢Y©t-21-yﬁetﬁyl21 2 344-&&?&@@1‘!@“‘ soquinislin-g|)ibergeresulfonamide;
phenyl ] - eth ureans ound of exanp are separated into the
enant1porré1r)s (S eHIaD- gyl ?%W[@Y@Oﬁﬁq&wdwﬂwef@ﬁlqwﬁak o 250

x 50 mm é@'d‘f dro-2 tﬁﬂf"} Qtﬁ%@?&}a g{%‘?&%ﬁ@@l%hn-ﬁﬁh@j-%ﬂgygb Yamide;

dlethylamnf Wra he enantroners are s separately
to furtheé) pu-(§, BMhlm-bmethﬁFEBa&Metv@yﬂbobﬁqmnomh}é-ylbblbﬂ)mpygbqﬂnzamnes

the or garile. e qieBAmethi 62 HbvayiriieRipdn -4 i N e BimeM e,

Di ssol vi ng t@hy“agbﬁz@mdé dilute HCl and freeze dry| ng affords 37 ng of the
enanti onmer el utl ng irst and 58 ng of that eluting second. The enantioneric

puri 19 i B)detbeddi Ob&nwthylﬁ-i(%-morpmm-4%pbanylw1 2,8 l4stetrahgd raisoquamolioe; 250

Ni ot byl oA icHiaeS aghrT 213 2 PRGN o Fid-yistislartipe: - o 2

rzrilgg 100%me;1-3-(6, &I brotBEinegthidt 1,0 B, $261PA1Ud r&-iSb fndTin4-yBEReRF1]- Rhetar! e

N-[3-(6, 8- Di fthiggreR:2- net hyl - 1, 2, 3, 4-t et rahydr o- i soqui nol i n- 4-yl ) - phenyl ]
acetamd hy. ) ). I af e

2,4-Difl 3"01 obﬁ?@%@’[qﬁﬁmﬁ% rrlneé@a ﬁ&%?&%&%@éﬁéﬁ% fn4%lr?ep hcee{W I]b3eet;;1tyepar ed
in a20anner kurean to the skilled 5 worker startlng from

S 12006 oy N e bR hartrs o2 o4 SHoGBPYLoHEP AU In4--Phemdiny | | ace

tam de, hydroé"dglt%io@e; The title conpound can be prepared by the synthetic
route describ In exanple 1 10 starting from N-(3-acetyl phenyl)acet ani de
and 2, 4- di3) Lﬁ}(ﬁ)&ﬁﬁd}ld)meﬂmthyi-h@,&,ﬂﬂemmtmibﬁmmnc)lin-E)yb)Farhydm&benzoic

4- ( 3- Brom)phene{é) 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro isoqui noline,
hydr ochl ori deClqs) Br

25 14) 5(6,8 -dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
ethyl)-2-hydroxy-benzamide;
15) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
acetamide;
16) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
30 17) 2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
18) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;



170 The title conpound can be prepared by the synthetic route described in
exanple 1 starting from 2, 4-di chl or obenzyl net hyl am ne (see exanple 1 ) and
2- brono-1- (3 bronophenyl ) et hanone as al kyl ati ng agent. 5 Exanple 219:
1-[3-(6,8-D chIoro-2-nethy|-1,2,3,4-tetrahydro i soqui nol i n-4-yl)-phenyl -3
(2-hydroxyethyl )u rea HH N-N~.4H .- © Il r ci 509 mg (1 nmol) of

4-ni trophenyl [3-(6, 8-dichl oro-2-nethyl - f*z 3, 4- tetrahydr0|so 10

qui nol i n-4-yl)-phenyl ] car banat e hydrochlorldes (conpound of exanple 151,
intermediate 1 are dissolved in 15 m of absolute DW and, at 0C a

sol ution 18) &¥[ 61@ C(thgrmﬂﬁne)thylﬂ 2, hfitevanydindsoquinalin-Aylephamyl-1-acetybied.
The m xture i s st @ roon1tenperature for three hours and then the
solvent is réW%v e residue is partitioned between ethyl

acetate ] Nf4l @Bftﬂcmaidcﬁfmétﬁym P0R14- t&ﬁah;lcﬁoqwanhsnrphﬁw)ephéwaﬁefrﬁér@d

of f and the aqueous is extracted tw ce nore with et hyl acetate.
combi ned or gshifengmidess are washed with saturated NaCl sol ution, dr| ed with

L chPor did: el Eeidnardr2 2R bIRL 2584 Ralydrbrfod ol 4a 20 Exanp e
220: Ethyl 3<tafestifohamide;2- net hyl -1, 2, 3, 4-tetrahydro-isoquinolin-4.-yl)
benzoat e 171 Internediate 1: 3- Acetyl benzoic acid is prepared in a

manner krdin N'N'wdietiylaming- Mdﬂt&é«fi %"FBW‘S‘%’E‘@?"W"B@%@&niettrﬁhbféroagmﬁytﬂ‘lobmﬂs| s

of the nitri é}%_ rmedi ate 2: Ethyl 3-acetyl benzoate is prepared
frominter rreé}iaa‘ﬁa |Sr'i§rahﬂrrg§ner known to the skilled worker. Internediate

3: Ethyl 28)( N-{8-(Gy8adiehipto-Denethyl-¢,2, 3 4ptrahydrodsoquinolamdtybgyhenylf- he 10
met hgs described in exarrpl e 1, internediate 2) fromethyl 3-acetyl benzoate
(i nt éPnedi at Propion

Starting FPon By F"%%f%?iﬂ%@?fét'yt’%%@%?% SRRt eerRn ont &
2, 4-di chl orottmh)zrylmldé, met hyl am ne (exanpl e 1 internediate 1) it is
Pl 18, TR PO b HOAI ST 0 1

1,2, 3, 4-tetr akptlitpiape@s; nol i n-4-yl)benzoate after alkylation reaction,
reduction and ring closure reaction. 20 Exanpl e 221:

3- (6,18- Di26h)| dN-63-16 . Bediehyipror2amethyl-1 23, éﬁyﬂaby®'@qa®qwnolm-4 Wi-phemiloi ¢ aci d;
172 Ow c~ 500

3-(6, 8-di chI ygﬁf?%ﬁ%%qum@r@dﬁ t et rahydr o-i soqui noli n-4-yl)-benzoate
(conmpounf Nf3UG BadigRBio-2irRettiyb $ 2,3 adetrahydrodbo@iino®i-aamppheryid 10 nl  of

2 N of 5 K are added. After one hour at 50C, the mi xture is concentrated
in vacuo and QYRIODUERNGEIEOPATELL i ti oned between water and ether. The

caueous, DS @SIENER bnargl oo AR oot Ry RIS 225,
of tR26 titl e trfugroeamdbtamide;col orl ess solid. 10 Analytical data for the
compounds Qcif I\?)f:??g%ec? cr]ﬂogoq22r%%thyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
piperidine-4-carboxamide;
30) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
nicotinamide;
25 31) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;
32) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-
ethanesulfonamide;
33) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
30 yl)»-phenyl]-sulfamide; |
34) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;



173 Table 13: Ms- Ex. StructureR ~m ~) MethodM5, jMH-] + Method Remar ksV
NN1349, 11350, 11 m p. : al, 60gE51351, 0205-206 C. a~ 1 al a ~H ~" 1,60 B
349,21351,2 ES Ip. m ..1 | ~125CN(deconp.). v~ ~NFt= O | 371, 31373, 32a~

c~H63 3AESI\ |, enantionmer~ "~412,31414,3 "ci~, , | \ S N-.371,31373,32b CIH
G.t ( )3,67AESlenantioner412, 31414, 30v N~ 371, 11373,1, 2c !'u" 3,66 A
ESI (-) enantiomeri ~ N~412, 11414, 1a 241 -~ ~~S~N~371, 11 373, 1(-) 2da

~ ~enantioner | N1,56BESI/ "a412,11414,1~~ ~Hw O "3l G "~ /
GH4, 00A399, 11 401, 1CI'1 Na~NFts : @371, 21 373, 24aa"3,59AESI | / N 412, 21414, 2vo
i N O . 4b35)" B R-(B,8dichioroi2-m8BEWH,2/3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
N 373, 0l 373, %%e?%?n%—ﬁpc%’rt?&égr%idg! \4,57ACI " 373,9~ 61 / aHa 4
36) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
5 37) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
thiourea;-
38) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
39) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
10 thiourea;
40) N-{5-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;
41) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,2-
dimethyl-1H-imidazole-4-sulfonamide;
156  42) N-.[4-(6,8-dich|oro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
trifluoro-methanesulfonamide;
43) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
trifluoro-methanesulfonamide;
44) N-ethyl-N'-4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
20 benzenesulfonylurea;
45) N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
dimethylamino-acetamide;
46) 2,6-diamino N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
25 47) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrrole-3-carboxamide;
48) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-methyl-
piperidine-4-carboxamide;
49) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
30 methanesulfonyl-piperidine-4-carboxamide;
50) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yt)-phenyl]-1H-
pyazole-4-carboxamide;



03A336, 11338, 1C1I / N, 175 o~7 4,17 A 363,31365,3 Cll / N-O ~- -TFAcl
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59)

60)

61)

62)

63)
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N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-

methylamino-acetamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-
dimethylamino-acetamide;
2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]
propionamide;
2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
butyramide;
2,6-diamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyi-
piperidine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
imidazole-4-carboxamide;
N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-
methanesulfonyl-piperidine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,5-
dimethyl-1H-pyrazole-4-carboxamide;
N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrazole-4-carboxamide;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yt)-phenyl}-1,1-
dimethyl-urea;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-4-methyl-
piperazine-1-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
morpholine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
pyrrolidine-1-carboxamide;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1,1-
diethyl-urea;
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dlmethylamlno-ethyl )-urea,
5 69) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-3-
(tetrahydro-furan-3-yl)-urea;
70) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
(tetrahydro-pyran-4-yl)-urea;
71) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
10 1-(1-methyl-piperidin-4-yl)-urea; '
72) '3-[3-(6,8-dichloro-2-methy|-1 2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(3-
dimethylamino-propyl)-1-methyi-urea;
73) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(2-
dimethylamino-ethyl)-1-methyl-urea;
15 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-
20 3-yl-urea;
77) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-pyridin-
4-yl-urea;
78) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
piperazine-1-carboxamide;
25 79) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
80) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;
81) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
30 piperazine-1-carboxamide;
82) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
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diethyl-urea;
1-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
dimethylamino-ethyl)-urea;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;

N-[4-(6,8-dichloro-2-methy|-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide; |
[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
amine;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-
formamide;
[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-
amine;
1[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,3,3-
trimethyl-urea;
1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3-
dimethyl-urea;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}]-meth
methyl-piperazine-1-carboxamide;
1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro- lsoqumolm-4-yl) -phenyl]-3-(2-
dimethylamino-ethyl)-1-methyl-urea;

yl-4-

2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-

yl)}-phenyl}-carbamate;

2-dimethylamino-ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-

yl)}-phenyl]-carbamate;

2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-

yl)-phenyl}-carbamate;
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99) methyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate,

100) (R or S)-N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-y!)-phenyl]-
methanesulfonamide;

5 101) (R or S)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-

ethyl-urea;

102) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-3-(2-
hydroxy-ethyl)-urea;

103) ethyl 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate;

10  104) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid.

and the pharmaceutically acceptable salts thereof.

If the compounds of the formula | contain one or more centers of asymmetry, these
15 may have both the S and the R configuration. The compounds may be in the form of

optical isomers, of diastereomers, of racemates or of mixtures thereof.

The defined alkyl radicals and partly or completely fluorinated alkyl radicals may be
both straight-chain and branched. Groups CgH24-1 and their analogs as far as

20 CYYH2W-1 mean either the corresponding alkenyls, cycloalkyls, cycloalkylalkyls or
alkylcycloalkyls.

Appropriate heteroaryls are, in particular, 2- or 3-thienyl, 2- or 3-furyl, 1-, 2- or 3-
pyrrolyl, 1-, 2-, 4- or 5-imidazolyl, 1-, 3-, 4- or 5-pyrazolyl, 1,2,3-triazol-1-, -4- or 5-yl,

25 1,2,4-triazol-1-, -3- or -5-yl, 1- or 5-tetrazolyl, 2-, 4- or 5-oxazolyl, 3-, 4- or 5-isoxazolyl,
1,2,3-oxadiazol-4- or 5-yl, 1,2,4-oxadiazol-3-or 5-yl, 1,3,4-oxadiazol-2-yl or -5-yl, 2-, 4-
or 5-thiazolyl, 3-, 4- or 5-isothiazolyl, 1,3,4-thiadiazol-2- or -5-yl, 1,2 4-thiadiazol-3- or
-5-yl, 1,2,3-thiadiazol-4- or 5-yl, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or 6-pyrimidinyl, 3- or
4-pyridazinyl, pyrazinyl, 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl, 1-, 2-, 4- or 5-benzimidazolyl,

30 1-, 3-, 4-, 5-, 6- or 7-indazolyl, 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl, 1-, 3-, 4-, 5-, 6-, 7- or
8-isoquinolyi, 2-, 4-, 5-, 6-, 7- or 8-quinazolinyl, 3-, 4-, 5-, 6-, 7- or 8-cinnolinyl, 2-, 3-,
5-, 6-, 7- or 8-quinoxalinyl, 1-, 4-, 5-, 6-, 7- or 8-phthalazinyl. The corresponding
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N-oxides of these compounds are additionally encompassed, that is to say, for

example, 1-oxy-2-, 3- or 4-pyridyl.

Of these, the 5- or 6-membered heterocycles are preferred. The particularly preferred
5 heterocycles are imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl and

oxazolyl.

The terminal 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 compounds used are also described.

Thus, the substances described herein can be prepared starting from the benzylamine
precursors IV. These in turn can, if not obtainable commercially, be synthesized by

15 standard processes from the corresponding benzyl chlorides or bromides IIl.

R1 R1

R2 R6—NH, R2
\
X N

R3 R3 R5

R4 R4

X = Cl, Br
i v

20 The benzylamines 1V obtained in this way are alkylated in a manner known to the
skilled worker with the appropriately substituted alpha-bromoacetophenone

compounds V.
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The alpha-bromacetophenone compounds V can be obtained from the corresponding

5 acetophenone precursors by bromination in processes known from the literature. The
desired tetrahydroisoquinolines | can be obtained by known processes by reduction of
the carbonyl group in VI and subsequent acid-catalyzed cyclization of the
corresponding alcohols VII (cf. Tetrahedron Lett.; 1989, 30, 5837; Org. Prep. Proced.
Int.; 1995, 27, 513).

10
R8 R8

R9 R7 R9

R1 NaBH, R1

R2 R2

R3 R5 R3 R5
R4 R4

Vi V Vil
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for example from the iodides VIl by halogen/metal exchange and subsequent
nucleophilic attack of the intermediate organolithium species on the carbonyl group (cf.
Chem. Pharm. Bull.; 1995, 43, 1543).

5
RS R7
0]
R9
| N’R5 Buli
R1 >
R2 R4
R3
VIl IX

The tertiary alcohols synthesized in this way can be converted by known methods into
10  other derivatives.

Alkyl-branched analogs (l) are prepared by alkylating the corresponding diphenylacetic
esters X in the alpha position by known methods. The desired product XI can be
converted by standard processes into the corresponding amides Xli, which are

15 converted into the desired tetrahydroisoquinolines | in a Pictet-Spengler-analogous
reaction (cf. Tetrahedron; 1987, 43, 439; Chem. Pharm. Bull.; 1985, 33, 340).
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Compounds of the type | are described in the published specifications WO 01 32 624
and WO 01 32 625 as norepinephrine, dopamine and serotonin reuptake inhibitors.

5 However, these patent applications protect exclusively compounds in which R1 and R2
may be exclusively H. It has emerged, however, with the compounds according to the
invention that at least for R2 it is necessary that R2 is not equal to H. In addition, it was
not possible to detect by means of an exemplary compound of the compounds
according to the invention any inhibitory properties on the described receptors, so that

10 the described compounds differ distinctly both in structure and in their pharmacological
properties from the compounds described in the patent applications mentioned.

In addition, compounds of type | are described in the patent specification EP 11 13 007
as estrogen agonists and antagonists. It was possible to show that the compounds

15 according to the invention show no activity on said receptors, so that the structural
differences of the compounds according to the invention result in distinctly different
pharmacological properties in this regard too.
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~ On the basis of these properties, the compounds are suitable for the treatment of

disorders caused by oxygen deficiency. The compounds are, as a result of their
pharmacological properties, outstandingly suitable as antiarrhythmic medicaments with
a cardiopfotective component for prophylaxis of infarction and for treatment of

10 infarction, and for the treatment of angina pectoris, in which connection they also
inhibit or greatly reduce in a preventive manner the pathophysiological processes
associated with the development of ischemia-induced damage, in particular in the
induction of ischemia-induced cardiac arrhythmias. Because of their protective effects
against pathological hypoxic and ischemic situations, the compounds of the formula |

15  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 chronic 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
example on treatment with or storage thereof in physiological bath fluids, as well as
during the transfer into the recipient organism. The compounds are likewise valuable
medicaments with a protective action during the performance of angioplastic surgical
interventions, for example on the heart as well as peripheral vessels. In accordance

25  with their protective action against ischemia-induced damage, the compounds are also
suitable as medicaments for the treatment of ischemias of the nervous system,
especially of the CNS, in which connection they are suitable for example for the
treatment of stroke or of cerebral edema. In addition, the compounds of the formula |
which are used according to the invention are likewise suitable for the treatment of

30 types of shock, such as, for example, of allergic, cardiogenic, hypovolemic and
bacterial shock.
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212 ncrelpre e 19 ek TorayeiETy cagpljons ASapoiptey Wih e Foowing clical © -
conditions and diseases: disturbance of central respiratory drive (e.g. central sleep
apnea, sudden infant death, postoperative hypoxia), muscle-related breathing
5 disorders, breathing disorders after long-term ventilation, breathing disorders
associated with altitude adaptation, obstructive and mixed type of sleep apnea, acute
and chronic pulmonary disorders with hypoxia and hypercapnia.
The compounds additionally increase the tone of the muscles of the upper airways, so
that snoring is suppressed.
10
A combination of an NHE inhibitor with a carbonic anhydrase inhibitor (e.g.
acetazolamide), the latter inducing metabolic acidosis and thus itself increasing
respiratory activity, proves to 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 particularly advantageous.
20

It is additionally possible to prevent the formation of gall stones.

The compounds of the formula | used according to the invention are furthermore
distinguished by a strong inhibitory effect on the proliferation of cells, for example of

25 fibroblast cell proliferation and the proliferation of smooth muscular muscle cells. The
compounds of the formula | are therefore suitable as valuable therapeutic agents for
diseases in which cell proliferation represents a primary or secondary cause, and can
therefore be used as antiatherosclerotic agents, agents to prevent late complications of
diabetes, cancers, fibrotic disorders such as puimonary fibrosis, hepatic fibrosis or

30 renal fibrosis, organ hypertrophies and hyperplasias, in particular for prostate
hyperplasia or prostate hypertrophy.
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(essential hypertension, atherosclerosis, diabetes, etc.), also in those cells which are
readily amenable to measurements, such as, for example, in erythrocytes, platelets or

5 leukocytes. The compounds used according to the invention are therefore suitable as
excellent and simple scientific tools, for example in their use as diagnostic agents for
determining and distinguishing different types of hypertension, but also of
atherosclerosis, of diabetes, proliferative disorders etc. The compounds of the formula
| are moreover suitable for preventive therapy to prevent the development of high
10  blood pressure, for example of essential hypertension.

It has additionally been found that NHE inhibitors show a beneficial effect on serum
lipoproteins. It is generally acknowledged that blood lipid levels which are too high, so-
called hyperlipoproteinemias, represent a considerable risk factor for the development

15  of arteriosclerotic 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 dysfunction, compounds of the formula | are valuable
medicaments for the prevention and treatment of coronary vasospasms, of
atherogenesis and of atherosclerosis, of left-ventricular hypertrophy and of dilated
cardiomyopathy, and thrombotic disorders.

25 Said compounds are therefore advantageously used for producing a medicament for
the prevention and treatment of sleep apneas and muscle-related respiratory
disorders; for producing a medicament for the prevention and treatment of snoring; for
producing a medicament for lowering blood pressure; for producing a medicament for
the prevention and treatment of disorders induced by ischemia and reperfusion of

30 central and peripheral organs, such as acute renal failure, stroke, endogenous states
of shock, intestinal disorders etc.; for producing a medicament for the treatment of late
damage from diabetes and chronic renal disorders, in particular of all inflammations of
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excretion; for producing a medicament for the treatment of infection by ectoparasites in
human and veterinary medicine; for producing a medicament for the treatment of said
disorders in combinations with hypotensive substances, preferably with angiotensin

5 converting enzyme (ACE) inhibitors, with diuretics and saluretics such as furosemide,
hydrochlorothiézide, pseudoaldosterone antagonists and aldosterone antagonists; with
adenosine receptor modulators, in particular with adenosine receptor activators (A2

agonists); and with angiotensin receptor antagonists.

10  The administration of sodium-proton exchange inhibitors of the formula | as novel
medicaments for lowering elevated blood lipid levels, and the combination of sodium-
proton exchange inhibitors with hypotensive medicaments and/or medicaments with
hypolipidemic activity is claimed.

15  Medicaments which comprise a compound | can in this connection be administered
orally, parenterally, intravenously, rectally, transdermally or by inhalation, the preferred
administration being dependent on the particular characteristics of the disorder. The
compounds | may moreover be used alone or together with pharmaceutical excipients,
both in veterinary medicine and in human medicine.

20
The excipients suitable for the desired pharmaceutical formulation are familiar to the
skilled worker on the basis of his expert knowledge. Besides solvents, gel formers,
suppository bases, tablet excipients, and other active ingredient carriers, it is possible
to use, for example, antioxidants, dispersants, emulsifiers, antifoams, flavorings,

25 preservatives, solubilizers or colors.

For a form for oral administration, the active compounds are mixed with additives
suitable for this purpose, such as carriers, stabilizers or inert diluents, and converted
by conventional methods into suitable dosage forms such as tablets, coated tablets,
30 hard gelatin capsules, aqueous, alcoholic or oily solutions. Examples of inert carriers
which can be used are gum arabic, magnesia, magnesium carbonate, potassium

phosphate, lactose, glucose or starch, especially corn starch. It is moreover possible
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fish liver oil.

5 For subcutaneous or intravenous administration, the active compounds used are
converted, if desired with the substances customary for this purpose, such as
solubilizers, emulsifiers or other excipients, into a solution, suspension or emulsion.
Examples of suitable solvents are: water, physiological saline or alcohols, e.g. ethanol,
propanol, glycerol, as well as sugar solutions such as glucose or mannitol solutions, or

10 else a mixture of the various solvents mentioned.

Suitable as pharmaceutical formulation for administration in the form of aerosols or

sprays are, for example, solutions, suspensions or emulsions of the active ingredient of

the formula I in a pharmaceutically acceptable solvent such as, in particular, ethanol or
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.

The dosage of the active ingredient of the formula | to be administered, and the
frequency of administration, depend on the potency and duration of action of the
compounds used; additionally also on the nature and severity of the disorder to be

25 treated and on the sex, age, weight and individual responsiveness of the mammal to
be treated.

On average, the daily dose of a compound of the formula | for a patient weighing about
75 kg is at least 0.001 mg/kg, preferably 0.01 mg/kg, to a maximum of 10 mg/kg,

30 preferably 1 mg/kg, of body weight. For acute episodes of the disorder, for example
immediately after suffering a myocardial infarction, higher and, in particular, more
frequent dosages may also be necessary, e.g. up to 4 single doses a day. Up to
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Descriptions of experiments and examples:

List of abbreviations used:

Rt
TFA
HPLC
eq
LCMS
MS
o
RT
THF
TOTU

DMSO
abs.
decomp.
DMF

General:

retention time

trifluoroacetic acid

high performance liquid chromatography
equivalent

liquid chromatography mass spectroscopy
mass spectroscopy

chemical ionization

room temperature

tetrahydrofuran
O-[(ethoxycarbonyl)-cyanomethyleneamino]-N,N,N',N'-
tetramethyluronium tetrafluoroborate
dimethyl sulfoxide

absolute

decomposition

dimethylformamide

The retention times (Rt) indicated below relate to LCMS measurements with the

following parameters:

Method A:

stationary phase: Merck Purospher 342 x 55 mm

mobile phase: 95% HoO (0.05% TFA)— 95% acetonitrile; 4 min; 95%
acetonitrile; 1.5 min — 5% acetonitrile; 1 min; 0.5 mi/min,
30°C.

Method B:

stationary phase: Merck Purospher 3u2 x 66 mm

~N~N

N alC 0O~-N~-N~CIHI i93 C \ ~ 1,22 C 420,5 ESI N C1

N o/ 0198 i ~ 2,32 B
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mobile Phase:

Method B1:
stationary phase:

mobile phase

Method C:
stationary phase:

solvent:

flow rate:

stop time:
temperature:

Method D:
stationary phase:

solvent:

flow rate:

~~ N-.aN~-O J 209 a ~ ar

NCI

~ c~. |

211 o

/ I\I\8 GCl 1\
N~p\ Q207C1 -~ 8CI | 2, 34B365, 1ESINCI | ~ 0208a ~ .1
1,24 .C 393,4 ESIN~- . aN~-QO 210 c,
NCOCl ~

0 min 90% H20 (0.05% TFA) 2.5 min-95% acetonitrile;

I

aa
NN 07"/ \ 206G |

~

95% acetonitrile to 3.3 min; 10% acetonitrile 3.4 min;

1 mi/min.

YMC, J'sphere ODS H80 4 2 x 20 mm

0 min 90% H20 (0.05% TFA) 1.9 min-95% acetonitrile;

95% acetonitrile to 2.4 min; 10% acetonitrile 2.45 min;

1 ml/min.

Merck LiChroCart 55-2 Purospher STAR RP 18e

solvent A: acetonitrile/water 90:10 + 0.5% HCOOH
solvent B: acetonitrilte/water 10:90 + 0.5% HCOOH

0.75 ml/min
time[min]

0.00 95.0
0.50 95.0
1.75 5.0
4.25 5.0
4.50 95.0
5.00 95.0
6.20 min

40°C

Merck RP18 Purospher STAR, 55 x 2 mm, 3 y particle size.

solvent B[%)]

solvent A: acetonitrile + 0.08% HCOOH
solvent B: water + 0.1% HCOOH

0.45 ml/min
time[min]
0 95

solvent B[%]

203 / 0 2,57
210 . Q|

G

a
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1IN\ Cl Pharmacol ogi cal data: Description of test: 5 1In this test, the
recovery in the intracellular pH (pH) after an acidification is
ascertained, which is initiabed if theSNHE i s capabl e of functioning, even
under bi carbonate-free condi Zi ons. For_this purpose) the pH was determ ned
using the pH sensitive fluorescent dyeSBCECF (Cal bi ochem the precursor
BCECF-AM i s enployed). The cglls were ggitially | oaded with BCECF. The
BCECF fl uorescence was 10 determned in a "Ratio Fluorescence Spectroneter”
(Phot on Technol ogy Internati®nal) South Brunswick, N J., USA) at excitation
wavel sngt hs of t505 and 440 nm and_an eagi ssi on wavel engt h of 535 nm and
convePt ed®TREPWIR pH  usi ng N ¥PREIAU S ur ves. The cells were i ncubat ed
in NHAC buffer (pH 7.4) (NH4C buffer: 115 nM NaCl, 20 nmM NH4Cl) 5 nmM KCl,
1 mMMCad2) 1 mM MgS04, 20 nM Hepes, 5 nM glucose, 15 1 ng/m BSA;, a pH of
7.4 is adp@npld tWwiN-[#-0,.81DNettpyo-2vraethyl i i2nd 4ttatraBeioHs oquitoling4-yl)-ghenyike
i ntracel l?t{y ?%E?’? di fication was induced by adding 975, ul of an NH4Cl -free
buffer ( g w) to 25 NI aliquots of the cells incubated in NHAC
buf fer. The subsequent rate of pH recovery s recorded for two m nutes
with NHEL, five minutes with NHE2 and thr inutes with NHE3. To cal cul ate
the inhibitory potency of the tested 5 subgtances, the cells were initially
investigated in buffers with which a co -@ or absolutely no pH recovery
t ook place. For conplete pH recovery (100%, the cells were incubated in
Na+- cont ai ni ng buffer (133.8 nM NaClc 4 KCl, 1.25 mMCaCl 2, 1.25 mM
Myl 2, 0.97 mM Na2HP0O4, 0.23 nM NaH2P(Q 5 M Hepes, 5 nM glucose, a pH of
7.0 is adjusted with 1 M NaOH). To detefmme>~the 0% val ue, the cells 10
were incubated in an Na+-free buffer (183.8 mM choline chloride, 4.7 nM
KCl, 48.25 nM Cadl 2, 1.25 nM Myd 2) 0.97 nM K2HPO4, 0.23 nM KH2P04) 5 nM
Hepes, 5 nM glucose, a pHof 7.0 is adjusted with 1 M NaCH). The substances
to be tedhietmediate ragd@-Dizhlorobbrzyldmetion)-amineng buffer. The recovery of the
intracel lL.ular pH at each test caoncentration of subst ance s _expressed as
a percent'%lQE"’RﬂI‘[‘)'e‘{:l ﬁé‘ rﬂ%t?‘ﬁﬂﬁﬁ(ﬁﬂm“rf&fﬁ e tergiyee (Jc@@e@éffm%“f:&ﬁ@h?p h”cul ar
substance for the individual NHE subtypes was cal cul ated fromthe pH
recovery percentages using the Sigma-Plot program 214 Results:

Intermediate 2: N-[4-(2-Bromo-acetyl)-phenyl]-acetamide

15 is synthesized in a manner known to the skilled worker by bromination of N-(4-acetyl-
phenyl)-acetamide.
The starting compound (0.256 mol) is introduced into 300 ml of acetic acid and, at
60°C, a solution of 39.9 g of bromine (1.0 eq) in 60 ml of acetic acid is added dropwise.
After 1.5 h, the reaction mixture is allowed to cool to room temperature and is added to
20 1| of ice-water. The precipitate is filtered off with suction, washed with water and dried,
with 60 g of the title compound being isolated (melting point: 192°C).

Intermediate 3: N-{4-[2-(2,4-Dichloro-benzylamino)-acetyl]-phenyl}-acetamide;
37.1 g (0.195 mol) of intermediate 1 are introduced into 400 ml of dioxane, and a

25  solution of 60 g (0.234 mol) of intermediate 2 in 600 ml of dioxane is.added. 134 mi of
triethylamine are added, and the mixture is stirred at room temperature for 4 h. After
standing overnight, the precipitate is filtered off and the filtrate is concentrated in
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clainms 1. A 4-phenyltetrahydroi soqui nol igbg of the formula | R7 'R5

PCT/ EPO2/ 12990 5 in which the neanings : Rl, R2, R3 and R4 independently
of one another H F, C, Br, I, CN, N02, OH NH2, CaH2a+l1l, CqgqH2qq_1,
OCbH2b+1, COOR10, OCOR10, COR10 or Ox-(CH2)y-phenyl; aandb 10 in the groups
CaH2a+1 aradu@(i’dhemsidtimadpkanlaptihystrml acatatenwastead with NaksCO4,arl HEO, dried 8,
it being possible for one or nore H atons to be replaced by F atons; qq 3

4, 5, 6, wntrng§O4 ancbépn@erﬁtajgd bTi@e ﬂtby reﬁma)resmttm theratyhis teituraledmith aed’
by F atoms; H or CcH2c 6, 7.0or 8 it being

possi bl o Gty BoIBTe/ethe raia: tRMItig 'B@%ef ibmasjoie dinthe formaldo or 1; y

zero, Sc%{st§lllﬁé sBiid g'ﬂﬁs r&,,t‘th%ghqr?ytgrl ng in the group Ox-(CH2)y-phenyl

i s unsub tuted or tut ed by 1 ubstituents selected fromthe group
considting of F, C, Br, CN, NO2, OH, NH2 or CdH2d+1; d 1, 2, 3 or 4, it
bei ng poaél bl e f r4one or nore H atons 25 to be replaced by F atons, or
216 R1, { R4 i ndependently of one another heteroaryl, it being

possi bl e . 24 808y m or zero or 1
S atom tor\i g‘{e p ege?l%hlgg@ Plgﬁwlgﬁw(l)ﬁr\rés) 1ﬁvgrroxgigtﬁggbh%%ﬂ};ﬁ%%ﬁ?ﬁdependent ly of

one anot ﬁiﬁrg (D8BA mak) of mtermvexﬂata@armss@mea L300 mi @b enetbanohanst, abAEC,
h 2e+l,. Cr,rH2¢r-1: 1 1, 4. 6 8 4. 5,
a7 or T G2 a5 e OH O Phickive Bile Bed agieroré it s theRistiregids iC Bbipera

and Q)f HZJUmiln aid bt?rdcﬁﬁlt@ﬂﬁdrdwrel:foﬁb(mﬁh@rnﬁbdroFop%rkUp fmé ﬁea@ﬂangﬁi&tmé i 0
be replaced by O or NR13; 15 R13 H or O H2f+1; f it being

possi bl e copeciiatedrangsthe residugris pagitipaed between w Fﬁlaar@r@hyloacertats Eha a
CH2
bondggog%@%f%&é hggﬁb%;g%ﬁoé}g %d;&’o%ﬁjéé}?&ang%%ﬂp oget E{e%}d/\%}@%v‘)itﬁe&wat omto

whi ch t heycetate. Tlaer demhbined organicophasesearbeliried withn YgSi0, andRRbhceniateti2 The

i ndependently of one another COR14, CSR14 or SO2R14; R14 CgH2g+1l; g 1) 2,
3, 4, 5, csudegprodugt obtaimed imgthisoway lobe bieoneaoted furthedwitboet frtheoperificatioa.
repl ged by F atons, and it being 217 possible for one or nore CH2 groups
to beYreplaced by O or NR13, or Rl, R2, R3 and R4 5 independently of one

%glof_igiil'r@m % ﬁéﬁlorwtﬂhemym rD3- telr’ahydiﬁs@qu%oﬁﬁﬂyl) Bhen{icbe&tatid&H,
or
20 g (0. 054 mol) of intermediate 4 are dissolved in 250 ml of dichloromethane and, at

0°C, 250 ml of conc. HpSO4 are added dropwise. The mixture is stirred at 0°C for 2 h

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 precipitate is taken up in
300 ml of 1 N NaOH and extracted three times with ethyl acetate. Drying of the organic
phases and concentration affords a crude product which is triturated with diisopropyl
ether, whereupon 11.7 g of the compound of the example are isolated as a crystalline
solid (melting point: 205-206°C).

25
1a: N-[4-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-acetamide-
hydrochioride;



k 1, 2, 3, 4, 5 6, 7 or 8, it being possible for one or nore H 10 atons to
be replaced by F atons; | 1, 2, 3, 4, 5 6, 7 or 8, it being possible for
one or nore H atons to be replaced by F atons; R17 and R18 i ndependently of
one another Hor Cn2m+l; 15 m1, 2, 3, 4, 5 6, 7 or 8, it being possible
for one or nore H atons in the group Chg%pwl to be replaced by F atons and
for one or nore CH2 groups to be repla by O CO CS or NR19; R19 H or
CnH2n+1 20 n 1, 2, 3 or 4; it being possible for one or nore H atons in
CnH2n+1 to be replaced by F atons; or R17 and R18 25 together with the N
atomto which they are bonded a 5-, 6- or [7/-nmenbered ring; or R19 and a CH2
group with R17 or R18 together with the N“atomto which they are bonded a
5- or 6-nenbered 30 ring; but where R2 nmu al ways not be equal to H, 218
R5 H CpH2p+1l, CssH2ss-1, COR20 or SO2RR p1 2, 3, 4 5 6, 7 or 8, ss
3, 4, 5 6, 7 or 8 R0 CgH2g+1; 5 q 1, , 4,516, 70r8, it being possible
for one or nore H atons in the gro@ps~prrp+1l, CssH2ss-1 and CgH2g+1 to be
repl aced by F atons and for one or C r groups to be replaced by O or
NR21; R21 Hor CrHr+1; 10 r 1, 2, 3 Tt being possible for one or
more H atoms in OH2r+1 to be replace&'byFatoms R6 H, F c, Br, I,

another | £ 3efice) s (180 gh b i ide-iveouid in SRagBREPRISS é”?&‘@l. bl ¢

for one o0 mbok2 N HChrand 'ﬁHEsHEsIde un@iba iz -sbludiod |96rddﬁice3:| ttas be repl aced

more H ateREontaEd B fasue coiLresPidtis tlretat i SsPSRE Flafeckef Wi '

Indepsnd%bhdnth%@pan%@ﬁﬂec@g %%bté{né@é@a%r%éamaé éﬁha?R?— 1or 2
R23 CnnH2nn+1, CmH2mMm 1 ~ OH pH2pp+1 or nn and

i ndependen80¥ nmih (methaxhAy; meelting pdint3)12587 C withbdecbmypoditionim 3, 4 5, 6, 7 or
8, 219 it being possible for one or nore H atons in CnnH2nn+1 CrmtH2mm 1
and OCppH2pp+1 to be replaced by F atons; R25 and R26 i ndependently of one
anot her %X&?NJBZ CZH2z+1, CzzH2zz-1 5z 1, 2, 3, 4, 5, 6, 7 or 8, zz 3, 4,
5 6, 7 or I't being possible for one or nore H atons to be replaced by F
at ons anda:i(f)- 4:-16!;829ibhlorb-Zamerﬂwl-nozﬁl,@telra‘hydr@'rwqo'moiim@yllﬁbmnaene{0 be

repl gged by. F at nd bei ng possible for 10 one or nore CH2 groups to
be rzé 9"16?9 o OHF’eNR27 R27 H or CaaHaa+l as 1, 2, 3 or 4; it
bei ng po Leafigrn a &%ld _aced by F
at ons; Rg )33 (G Bép%ﬁgem#h%%%@%’éétﬁﬁagm to%\j\ﬁ}f%l)lftlil:‘h4 ?I%Z)}‘;engréigé bonded a
5-) 6- orsuvfonamﬂﬁbmdrpph@ndeo or R27 and a CH2 group of R25 or R26 together

and R 2 RN RN Grese TrOET Sl e tn TP EhSe B ka2 scobrao,

R30 H, Cwmaﬁgrmdga&mté?yy 1~ Pyrrol i di nyl or p| peridinyl, in which rings
a CH2 grocg \% be repl ace ty or NR33; R32 and R33 indegendently of one
anot A8r Hd&(-) (@&Qlchlafpzrae hyl-1363 4ctetrahydrogsoquinglin-g-yl)zbenzepie-yy 3, 4,
5 6, 7 .2, 3, 4, 5 6, 7or 8, it being possible for one

nor e gmf?g?r@"fgg‘é}ﬁ%ﬂ to be replaced by F atons, and it being possible
for one or nore H atonms irMtke groups CccH2cc+l and Q/yHZyy 1 to be

repl aced by F atons and fef] one or nore \S,,
“NH,
HCI/AcOH HCI/AcOH
(+and -)
2a/2c 2b/2d

20
Intermediate 1: 2,4-Dichlorobenzyl-(methyl)-amine is prepared by methods known from
the literature (J. Med. Chem.; 1984, 27, 1111).



5 CH2 groups to be replaced by NR31 and for a CH2 group to be replaced by O
R31 H, CkkH2kk+1 ~ COR65 or S02R65 kk 1, 2, 3, or 4; it being possible for
one or nore H atons to be replaced by F atons, 10 R65 H) C-H2~+1; xx 1, 2,
3 or 4, it being possible for one or nore H atons to be replaced by F
atons; or R31 fornms together with a CHZrQ%;oup of R30 a 5-, 6- or 7-nenbered
ring; 15 or R30 a 5- or 6-nenbered hete ryl with 1, 2, 3 or 4 N atons,
zero or 1 S atonms and zero or 1 O atoms, which is unsubstituted or
substituted by up to three substituents selected fromthe group consisting
of F) C |ntBrmetliatel: ZH@-#-thcHoro-bEHR#hetHyl-@nsnd]- Rphenpldethandeet | y of one
anot her H, CuuH2 1 and

7 hdependdieedate | Is et 2-biomo' pherlyrgtiancie ig the Mardieh geserad:ine

for one %&amﬁ@ﬂ‘fn?érﬁ@ijlétaﬁ"}‘?oﬂ(r %%n%’l@é&ﬁ‘slmaﬁdél"@h'&'b&rlﬁéat@ﬁvd‘l‘?&ﬂéé to
be 30 replaced by F atons; or R8 and R9 1 ndependent | é{: one

anot her gel affords thedesired miky|ation, pr@aucwmz;ooaaeengmyeﬂmshp)l( =H2~+1,
NRAORA1, CONR4AOR4A1l, COOR42, COR42 or OCOR42) 5 ee and ff independently of
one abot He188Lm|r2(methodA)5M$i(Cl7) 81308;2/64M0.2). 4, 5, 6, 7 or 8; it being
possi ble for one or nore H atons in the groups CeeH2ee+l C~H2~_1 and
OC~H2~+1 to be replaced by F atons; 10 RA0 and R41 H, CtH2tt+1 or

C(NH) N.Hzlnt%Pmédla?e 332t[e4ﬁ)|cl'ﬁor zyfi})-m'eihg?%gﬂﬁ?:]@?—?ﬁbhyleet 9hoene or rnore H
atons in the group Ot SRS e repl aced oms’and fof one or nore
CH2 gr oujistetroediate 2(i$ erdutedSvitty s@liom bdmhydmumm-thermaggelzmﬁenbeggnl 2, 3)
4) 5, 6, 8 bei n i bl f

Qorbgg Ealng T, iiermiadifte Bk oniridd Bt e eREiab i GEs shmiplite g

t ogeyher cohbérson €& migluraig dﬁncaﬂﬁawd aHdLthn@sidie i takeHTup th BihyFBcéthry I’tar e
jointly bonded to forma 5- or menber ed rlng or R4A0 and R41°25 with the
e

N at om t 8 wasem twiso vat’reHz@nalagd avith Mgs Q. ed®f splvgnt. A4 ¢ruge pradiwethh+1

hh 1, 2, 4 bl & H at

he "gr ouptsthisatitabied n Sluapitative dipBaiap b irActea Birar witaub s —
bsti t t f he | t ly be OH

T R R O i el

sel ected fromthe group consi sting of CONRAOR41l, - O-SONR23, NR32COR30,
NR32CSR30 and NR32SMhbR30; and the pharmaceutically acceptable salts and

trifhBor oateahatiate 4. 6,8eDiehforo2- mﬁtmmpphmwwz BhletdtmhIVdfcﬁlsbqaﬁwﬁh& med in
claim1, in which the neanings, ar i ndependent |y of one

anot her | 2,0 (64.6mme) of ntermedingsz3 amdquﬂbfedaﬁﬁ@amhof C!JQ”@;RIP@*&'I&‘I@?IGF\Q th 3,
4, S 0r @g f’i‘lt Lido} %‘?&*ﬂon W‘é’erSS‘?@%? ?é‘éHdlé(d Iénd?g? %@g%ﬁgr

1, 2, 3 or |tbe|ngp055|be or on or nore y F
at onms;  then stirred at room temperature for two hours. For workup, the mlxture is poured onto

ice and made strongly alkaline with 6 N NaOH. Three extractions with dichloromethane

20 are carried out. The combined organic phases are dried with MgSO4 and
concentrated. The oily crude product is purified on silica gel, resulting in intermediate 4

in a yield of 53% (Rt = 4.444 min (method A); MS(CI%) = 292.2/294.2).

4a; (-)-6,8-Dichloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline trifluoroacetate;
25  4b: (+)-6,8-Dichloro-2-methyl-4-phenyl-1,2,3 4-tetrahydro-isoquinoline trifluoroacetate;
Intermediate 4 is separated into the two enantiomers by HPLC on a chiral phase.
chiral column: Chiralpak OD 250 x 4.6 cm;
solvent: n-heptane/isopropanol 7:3 + 0.1% TFA,
flow rate: 1 ml/min;
30 Rg((-)-enantiomer/4a) = 9.340 min;

Rt((+)-enantiomer/4b) = 20.327 min.



R10 H or CcH2c+1; 15 c¢c 1, 2, 3 or 4, it being possible for one or nore H
atons to be replaced by F atons; or RlL, R2, R3 and R4 i ndependently of one
anot her 5- or 6-nenbered heteroaryl selected fromthe 20 group consisting
of pyridyl, imdazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,

t hi azolyl and oxazolyl; or Rl, R2, R3 and R4 independently of one anot her
CONR11 R12 or NR11 R12; 25 R11 and R12 iYrtdependently of one another H)
CeH2e+1, CrrH2rr-1; a 1, 2, 3 or 4, rr 3) 4, 5 or 6, it being possible for
one or nore H atons in the groups 30 CeH2e+l1l and CrrH2rr-1 to be repl aced
by F atons or 223 R11 and R12 independently of one another hydroxyethyl,

N et hyt 4TGRO orS e R o s

pi peri di r&%h&hldéh?droeﬁlbna@d R12 together with the N atomto which they
are bonded a pyrrolidine, piperidine, N nethylpiperazine, piperazine or

mor phol i r@b:(#h (G&Dmlcﬂ@-ﬁ medhyiaiz2,3. 4-tm@yddkmdqalrnﬂlne4}gl)maae- COR14,

CSR14 eCG\HRlélWéé:Sw!ﬁégg%hdSOZRM R14 CgH2g+1; g 1, 2, 3 or 4, it being

possi gl Stoms 15 to be replaced by F atons; or Rl, R2,

R3 and R%suﬂmwweafswo gnznaﬁ@l)mintmlatesﬂa%m1@%&@;cmrbhwéﬁ4&1e is
CkH2k+1, OClI H21+1 or NR17 3 or 4, it being possible for one

or more Hnedueed @t BE mé‘bﬂe?c@djomhlpr@uﬁhﬁlc acid., The mixtere is stiredgiiasg for

ndepenadify hoiarel af o et ol crder e, Rt 1 of Shépiitolis” =°
bonded t cadidh aﬂded)&w\thesnﬂﬂuﬂaewﬁn’eﬂ aﬁl(ib@mdehimrét@ffé)fbi A2 @LIrOBBr Warkup,
replnaﬁed bl}é NR19; m 1, |l e for one or nore H

“ ond0i n It BPae Mg Ang aqiugsdrtemawt?wnglﬁﬁoss' ihome extragionsoNtiTRHIA-+1.
224 1, 2,.3 it. b f H, at CnH2n+1 t

be- epi aciEetaly Hee Sagis O THeRBM RS RIdANSgBeres 2GR Fed HERNaaThe B0 ch
th

cqual 1 o TR dbvats, Sho BriGERide: Sbaed iR s HodBE n A P GBRE  °

more H atMidg solutiopt @62 Ctfor ﬂﬂee tples ddted thé- cahversionRs complaie thelreattibiri2t +1
or OCOR22; s and t 15 independently of one another 1, 2, 3 or 4; it being

possi bl e salutiasnie concenirated andotie residaslii paditiandd CetwRer Hihabe ethep lagetate by
F atonms; R22 CuH2u+~; a 1, 2, 3 or 4; 20 it being possible for one or nore
H at dBs i thecorganiciphasenis sepgrated @figndthe: agreousphase iseatragtedranssendesnt | y

o o o i, T8 R B B Re B 1y SR rares. 5. 4
Cnnrenns gt ot yetEe) SuBSERICT e Ritafty SESTon 8 MBylssima, g

R26 i ndepdreomintine affexantple2atdret 2bijn e form@idlyettbw amovgtiaus sdiid. Further CH2
group bonde the nitro ced CO CS and .t nd CH2 is
repl aced A3 q'ﬁﬁg%“ oy azprfpa%eilvg ﬁpf_& f@r"%?%t’“%@?ﬁ'& %gsq%sgteqtgﬁ fle or nore
H at o5 idbnsgdidtda, plus 58 mg of the meta isomer 2b.

Conditions for the preparative HPLC.

chiral column: Chiralpak AS 250 x 4.6 mm,;

solvents: n-heptane/ethanol/methanol/acetonitrile 20:1.5:0.5:0.5

flow rate: 1 ml/min;
25 Rt(main fraction) = 14.145 min (—2a);

Rt(subsidiary fraction) = 11.623 min (—2b).

Both fractions were dissolved in methanol/2 N HCI mixture and freeze dried, and it was
possible to obtain the title compounds 2a and 2b in the form of crystalline solids.



to be replaced by F atons; R27 H or CaaH2aa+l as 1, 2, 3 or 4; 10 it being
possi ble 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 they are bonded a 5- or 15

6- menbered ring; or R27 and a CH2 group of R25 or R26 together with the N
atomto which they are bonded a 5- or 6-nenbered ring; or 20 R7, R8 and R9
i ndependent|ly of one anot her NRSZCCRSO,Q&RSZCSRSO or NR32S02R30; R30 H, OH,
CccH2cc+1l ~ CyyHyy-1 ~ pYrrolidinyl or piperidinyl, in which rings a CH2
group may be replaced by O or NR33; R32 and R33 independently of one

anot her RgRafRIFBBOLMIS (Bethbd &), MS(24), (|‘§$+£< =371 81378, 3@+3H)ﬂ41§3/@14|3 1, 2,

3or 4; it be| ng possible for one or nore atons in H2h+1 to be repl aced

by F ato B 42 ¢ )b%ﬁs Eg%@trﬁngr%r%e PrM§@sztE‘s& § o8P rsfdﬁﬁ FOp

226 CccH lto ep ace ons” and or on
CHZ grou NR31 and for a CHZ group to be repl aced by O
QE%Z#ZI??%#%%%OZRGS; kk 1, 2, 3, or 4; 5 it being possible
for one or nore H atons to be replaced by F atoms, R65 H, OxxH2xx+1 xx 1,
2, 3 or 4, it being possible for one or nore H atons to be replaced by F
at onsb 0R2c1()-AA6,8-Diptidrer2-methylad 2124 -getoalpy dvd-isa{lirolit-4-yd-béreeas t 0 whi ch
they are mtl&,@boﬁi@d forma 5- or 6-nenbered ring; or R30 a 5- or
6-rrenber & c system sel ected fromthe group consi sti ng of
pyridyl, %a]@l Ub)cmdfoaz%é‘th?/l pw @ltéﬂrahydrbagéaofhanﬁ-@ g!
t hi enyl thlazo and oxazoly are unsubstituted ‘or substltuted by
up to thﬁuéorgam QQ%&ﬁes sel ected fromthe group consisting of F, C, Br,

ot 2 eSS BTt ol PUERSLERS b n R 5P 500

anot her lnteﬂne@atmaaslstamﬂg ROmMpRAHD TRe pirifieatorPandBe Sartdtiah 3fom itk hitta
groups 25 CooH200+1, CuuH2uu+l or CvvH2vv+1l to be replaced by F atons; or

R7, RS afPmer whigheinibeexpeeted dakespigea ainder the fotiowing conditidms2, o\, OH,
NH2) Cee + + NRAOR41l, CONR4AOR41, COOR42, COR42
or OCO?4?;?‘E§| ‘?ﬁ%@gcﬁﬁﬁ'bfaﬁ. gggéjg'zq r%f one another 1, 2, 3 or 4; ww 3,
4) 5 or Golvie‘nt tmiemlipldssi ble for one or nore H atons in the groups

CeeH2ee+ quN N, 1 and OCttH2~+1 to be replaced by F atons; R40 and
RA1 H, PWZ@EM /MINF) NH2; tt 1, 2, 3, 4, 5, 6, 7 or 8 it being

possxlg)l eﬁeﬁalﬂr}%ﬁbnﬂnagﬁj l‘fﬁno(rb@ élthe group GtH2tt+1 to be 10 repl aced

F ato ected independently of one another
hydroxye ﬁa@t byl N, N- di et hyl am noet hyl ,
pyrroli d?:ﬂget ﬁdléyy il t hyﬁq per gm n())et hyl , pi perazi noet hyl,

nor phol i 'T‘h@tdw‘ifleerpredtﬁ’ﬁg'a(ﬂé Bagh Miken @ nRéq O%Qca‘fclaéle%mlﬁfn Md febDedhb@t om
to which thegmgare bonded forma ri n? sel ected 20 fromthe group consisting
yllig

of pyrroresyliing ingthealasiredacetatas amslightieyeliawieh spligre(Rg2e)e= 2:656mpinphol i ne;
R42 H or ChhH2hh+1 hh 1, 2, 3 or 4; it being possible for one or nore H

atons | n(mlemcmb)JMSIEE&-fZ)mﬁm 11/(37351 M+ Pl et/any. 1F(I\A1T-B®HBCN)) (RpRde=t wo
substituents fromthe group of R7, R8 and RO may not sinultaneously be OH

or CEB3 Argb2min (a'neﬂ\obﬁ)fsMSJ(!ES"t)f-mﬁ/B&SHC(M*SH-W41381/4114 MMUSEHAHEN
selected fromthe group consisting of CONRAOR4L, O~SQ/\R2§9( NRBZCg?;%)
NR32CSR30 and 30 NR32SObbR30; and the pharnmaceutically acceptable salts and

trifluor %acet efe %:S4t(ge§ Blch1oro-2 -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N,N-dimethyl-
benzenesulfonamide, hydrochloride;

25



228 3. A conmpound of the fornmula | as clainmed in clains 1 or 2, in which
the neanings are: Rl, R2, R3 and R4 independently of one another H F, C,
Br, OH, NH2, CaH2a+l1l, cycloalkyl with 5 3, 4, 5 or 6 C atons) OCbH2b+1l a
and b in the groups CaH2a+l and OCbH2b+1 i ndependently of one another 1, 2)
3 or 4, it being possible for one or e‘ﬁ{H atons to be replaced by F
atons; 10 or RlL, R2, R3 and R4 independ |y of one another NR11 R12; R1l
and R12 independently of one another H) CeHe+l, CrrH2rr-1; 15 a 1, 2, 3 or
4, rr 3, 4) 5 or 6, it bei n% possi ble for one or nore H atons in the groups
CeH2e+1 &érDighlem-2-methyl-4ohesplhecti4tgtrahydrorisoquinoline (itermadiak 4, t oget her

oroup coferting) Spsthfoudc inBoioRl e bR oS fehld T e BTN BIRLRE, i e
and nor plalg §1§:bsegseﬁﬂy irte@atl 4692 famfaomﬂerrhbyegétldwmn@mt \béé tm&oled
CSR14, CONHR14 NHR14 or S02R14; R14 CgH2g+1; 30 it being

4,
p053| bl e to moraﬁem@eraiﬂreeaw and@@(wa&ewmgslmad%d I%'hﬁ @r@@pltatw@mr R1,

o 7 P aatb @ PEPROREG Y yals T BR W o 2 nd BRER WA Bty adsthie < 20
O mciarteratEming ?“”.S?“ﬂam"'?s’?.“mm‘*w"“:%I“:%‘?S“E@“fok'af’ém in
tEe grouguéﬁazmt ¢nogatration aé‘eaJe@i%% Srdiamlores2-mathyhh @ Rt detrahedner Wlth
R st oqucihLEN id¥nzeRbsRSHY Eflofidd ast sdii CrlBTHGHSCL, b dFliorpf whiefy ©

R8 and RQmm)mg)dnmedmtyl introflucattingortites Irmﬁﬁh’ethmﬂne rsoﬁﬂibﬁZ(S mR%Sprox
CnnH

1t 2 AeYimgr soo89 48 1085 The fedjtind suspamSiciwRS submesery stved’at ™" ©
i ndependeRist¥mperainr: RAALHAT Thbn iaé-wate%é’szér&ded Bnd ek etxh%cﬁbﬁ ﬁ%regﬂ%ég oup

bonded to the nitrogen is replaced by CS and 't he second
r epl aced With elRylracetate, the cgnbinedsethyl ax:etaate phaSBmw&Jemeldl with eattmaiedor

e 5, o T At e Bl bR RS D fesRid s ekt Wi Veler 8881 o
be repl acfier bﬂdﬁioatdﬂzsN HClpfreB2e deied. RS chrigsproguctblitairnedan thigtvay waswhi ch
t hey are bonded or 6-nenbered ring, or 10 R27 and a CH2 group of R25

or R38 t dben ﬁéﬂﬁ%ﬁ PMPW#'@VRF'\&Q biRLCe whi ch they are bonded a 5- or 6-menbered
ring; or R7, R8 and R9 independently of one another NR32COR30, NR32CSR30 or
NR32S02R30; 15 R30 H, OH, CccH2cc+l ~ CyyHyy-1 ~ PYrrolidinyl or

pi peri di i@onditionsahi ch rings a CH2 group nay be replaced by O or NR33; R32

and R33 H, nethyl or CF3; cc 1, 2, 3 6. 7 or 8, yy 3, 4, 5, 6; 20
it being 5&1’3%3&( Bh?%?3 M%C%%Uﬁ‘iﬁ@eﬂ@?tﬁrgw 2@06?@@@ CccH2cc+1 and

enl aved TOPIGIASE  9PE HROLQOOBTTRALS 026 LRI RO Al R D1

et hybg CF3, CH2CF3, aeghihin Propi onyl, nethanesul fonyl or ethanesul fonyl;
25 or
The fractions containing the product were combined, the acetonitrile was stripped off in

a rotary evaporator, and the aqueous phase was washed with saturated potassium
carbonate solution and then extracted three times with ethyl acetate. The combined
ethyl acetate phases were washed with saturated brine, dried over magnesium sulfate
25 and concentrated. The residue was taken up in water and, after addition of 2 N HCI,
freeze dried. 80 mg of a pale solid were obtained. This consisted of ~80% of the
desired compound, in addition to ~20% of a regioisomer (Rt = 4.000 min (method A);

MS(CI*) = 399.1).



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,
pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or 30 oxazolyl) which
are unsubstituted or substituted by a nmaxi mum of 3 231 substituents
selected fromthe group consisting of F...Cl, nmethyl, ethyl,

trifluoronmethyl) NH2, NHacetyl; or @@ and RO 5 i ndependently of one
another H F, C, OH NH2, CEeHZee+1 ~ OwvH2ww 1 OC~H2~+1, NR4OR41,
CONR4OR41, COOR42 or OCOR42, ee and ff independently of one another 1, 2) 3
or 4, wwExpmple8:or 6, 10 it being possible for one or nore H atons in the

Rl h COBL BT BIDBPIp@ DY b o et o Sp R Yl eg BRI d. one

or nmore HydideRporide; t he group CttH2tt+1 to be repl aced by F atonms; or R40
and R41 |ndependently of one anot her hydroxyet hyl, N, N-di met hyl am noet hyl)
20 N, N-di et hyl am noet hyl, pyrrolidi noet f ¢FYH: N- net hyI pi per azi noet hyl ,

pi per azi noet hyl ) nor phol i noet hyl or pi p%rl di noet hyl; or R40 and R41
together with the N atomto which they g bonded a pyrrolidine, 25

pi peri di ne, N nethylpiperazine, piperazige or jjor pholine ring; R42 H or
ChhH2hh+1 hh 1, 2, 3 or 4; it being pgssible for one or nore H atons in the
group ChhH2hh+1 to be replaced by 3176, 30 but where two substituents
fromthe group of R7) R8 and RO may imyl t aneously be OH or OCH3, 232
and where at | east one of the radicald , R8 or RO nust be selected from
the group consisting of CONRAOR4Ll, -0O~-SO-, R23, NR32COR30, NR32CSR30 and
NR32SDbbR30; and the phar rraceuti caI I y accept abI e salts and
trlfluoroacetatesthereo e formula | as clained in

cl ai ms 1ifermedipte h: 4%@-8@&hlqng§ la\eéhylﬂlZ 3F€2tetm)’ﬁfﬂjs¢@1»'"ﬂ¢iﬂbﬁ'é’ﬂdent ly of
one anot NH2, CaH2a+1, cycloalkyl with 3, 4, 5 or 6 C
at ons, C%ghégh‘iﬁmfgyl Cﬁwgl n the gr oups CaH)2/a+1 an)(; OCbH2b+1

i ndepend(MlOPQ d)fmmoéoﬁaﬁl,etmehloﬂq -2z2nethyb4-phenyl-1 1263, dgetrabgdblisoquinolimes  or
nore H ato e repl a F at ons r 15 . R2, .and, R4 .

P HepondURIGTeciatg b SYATTIS 2) KTt oRIad Ini8 1 AR OO RWETIA dGId Ay Simeshat
anot hgr Fhorkd ‘é?‘atu@fd"%fﬁodrs Iaorlwoﬁqupg'tHHredactl@Hnﬁl&tu?e |s4po@re8rorﬁo idd, being

possible for one or nore H atons in e groups CeHze+l and CrrH2rr-1 to be
r epl aced adjustechtoopld;7 tor8 athRI N Ma@HFanzi exigactea twigetwith ethyhacetete. fivewhi ch
they are bo ded f

%r rR glli di°f "E)?%Eﬁyg]??\eeta sﬁe%ﬁe%%gﬂ_regrz\%n%wa&sgﬁ)u r%fgﬂg t%ab%%ﬂﬂ?éy‘lor
CSNHle%gaE%%ZLﬁgﬂﬂgﬁﬁiﬁ@?bgi’af,ﬁ’édz%usﬁ%i@%@%@ﬁ:&h&f@tﬁ gaﬂﬁr%}one

or nore Idusificattorb to be replaced by F atons; or Rl, R2, R3 and R4
inde;l)endently of one anot her OSO3H, SO03H, SO02R15; R15 CkH2k+1 or NR17R18;

10 k'2, 2, 3 or 4, it being possible for one or nore H atoms to be replaced
by F at offterfRédiatd'd: K16, 8LDRBRFOLLRA IO 2 BNEIARMYRRS-iddqBindiit&ZIN-benzene-
sulfonamide

319 mg of intermediate 1 are suspended in 6 ml of 25% strength ammonia and heated
to 90°C. After 3 h, the mixture is diluted with HoO and extracted with ethyl acetate. The

20 organic phase is separated off and dried with NapSOy4, resulting in 165 mg of the title

compound.

4-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide,
hydrochloride;

25 145 mg of intermediate 2 are suspended in 15 ml of diethyi ether, and 1 ml of ethereal
HCl is added. After stirring at room temperature for 30 minutes, the precipitate is



m1l, 2, 3, 4 or 5 it being possible for one or nore H 15 atons in the
group CnH2m+l to be replaced by F atons; or R17 and R18 together with the N
atomto which they are bonded a 5- or 20 6-nenbered ring; but where R2 nust
al ways not be equal to H R5 methyl or trifluoronethyl; R6 H R7, R8 and RO
25 i ndependently of one another OSO3H, 3H or SO2R23; R23 CnnH2nn+1 or
NR25R26; nn 1, 2, 3, 4 or 5, it being poSsible for one or nore Hatons in
CnnH2nn+1 to be replaced by F atons; 30 R25 and R26 234 i ndependently of
one another H, CN or CZH2z+1, in which the first CH2 group bonded to the

ni t r ogen filteraedeqff aitbdsustio®andrdried, aesliltingeinstitomy dHBe ihydraghlleridedinithe ¥R27; z
1, 2, 3, ?, 5 or.?&ﬂi.it bei ng possible for one or nore H atons in CZH2z+1
to be reﬂ ﬁcyee(yomls 'Poms; R27 H or CaaH2aa+l as 1, 2, 3 or 4; it being
possi ble for one or nore H atons in 10 CaaH2aa+l1 to be replaced by F atons;
or R25 and R26 together with the N atomto which they are bonded a 5- or

6- menmber i A+(BB-Dichlero-Raethyld! 2, 3attetmrhyaso-isoqrirolio-4-RD e anzgoesaifondnidet he
N atog1to m@#ch they are bonded a 5- or 6-nenbered ring; or R7, R8 and R9
20 i ndep&YdEHT1 y of one another NR32COR30, NR32CSR30 or NR32S02R30; R30 H,
OH, CccH2cc+l ~ CyyH2yy-1 ~ pYrrolidiny, e, piperidinyl, in which rings a
CH2 group may be replaced by O or NR33p#R32 and R33 H, nethyl or CF3; cc 1,
2, 3, 4, 5 6, 7or 8 25vyy 3, 4, 5 or~By it being possible for one or
nore H atons in the groups CccH2cc+l a IyyH2yy 1 to be replaced by F
atoms and for one or nore CH2 groups to pe repPiced by NR31 and for a CH2
group to be replaced by O R31 H “nethyt ~Nethyl, CF3, CH2CF3, acetyl,

propi onyl, methanesul fonyl or 30 etRangsulyf onyl ; 235 or R31 together with
a CH2 group of R30 and the N atomto ich\They are jointly bonded form a
5- or 6-nenbered ring; or 5 R30 pyridyl) imidazolyl, pyrazolyl, pyrrolyl,

triazol y|253trﬁ§ R ifREMhedibtd ?.Z%@th%lgra, %‘é‘ﬁrﬁgé@ wit\eﬂft!% @ofé%&l?{l‘%gggé é{:}gt &Aa O

substitute a maxi num o ubstTrtue sel

consi sti 15 raf off12Qlis addedyFiltratiomydf, sparinglyusol e tdonktitulhis isNblimedd by freezé 0
R7, R8 and R9 independently of one another H F, C) OH NH2, CeeHee+l ~
owH2w dryiagt respitingin 28040641 thedidReoRpoundOOR42 or OCOR42, ee and ff
indeﬁ)@ndently of one another 1, 2, 3 or 4; 15 w 3, 4, 5 or 6, it being
possible for one or nore H atons in the groups CeeH2ee+l C,~H2~_ 1 and

OCt t H2~+E)<fam3;h@ 5t aUaBrRInd phEnyl-8IBdichidio 2nhetiii- 162, 3Q-tetkihydfoisSuikdINg, NH2;
20 tt 1, 2, or 4, it being possible for one or nore H atons in the group
Ct t H2t t +hydepahéoridesl aced by F atons; or R40 and R41 25 independently of one
anot her hydroxyet hyl, N, N-di met hyl am noeghyl, N, N-di et hyl am noet hyl ,
pyrrolidinoethyl) N nethyl piperazi noethyl, piperazinoethyl, norpholinoethyl
or piperidinoethyl; or RAO and R41 30 tfoggther with the N atomto which
they are bonded a pyrrolidine, piperiding N nethylpiperazine, piperazine
or norpholine ring; 236 R42 H og ChhH2hh+1: ¢#h 1, 2, 3 or 4; it being
possi ble for one or nore H atons in g grjoup ChhH2hh+1 to be replaced by F
atons; 5 but where two substituents omtNhe group of R7, R8 and RO may not
si nul taneously be OH or OCH3, and wheye at |east one of the radicals R7, R8
or RO nust be selected fromthe group consisting of -O-SONR23, NR32COR30,
NR32CSR3tnterediad2 $CbbR30; and t he pharnmaceutically acceptable salts and

trif l1§ or qg@%%rﬁé—p%@%{tl?—%[&,ﬁgdichIoro-benzyl)-methyl-amino]-ethanone;
(2,4-Dichloro-benzyl)-methyl-amine (see example 1, intermediate 1) and 2-bromo-1-(4-

bromo-phenyl)-ethanone are reacted in analogy to the method described in example 1,
intermediate 3. After analogous workup and chromatography on silica gel, the
alkylation product can be isolated in a yield of 69%.

20



5. A compound of the fornmula | characterized in that it is selected from
the group consisting of: 1)

N-[4-(6,8-dichloro-2-methyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
acetam de; 15 2)

4-(6,8-dichloro-2-nmethyl-1, 2, 3, 4-tet rahy&g 0-i soqui nol i n-4-yl)-benzenesul fon
am de; 3)

3-(6, 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4-yl)-benzenesul f on
am de; 4)

4- (6, 8- dilnotdroedidle 2etl It(ﬂl-Brbnﬂ;—Bhénylpﬂﬂ(sﬂﬁdhmhlbmtqelmzyb)-ﬂnetm,kl-;aln)lnd)],—éthdho’et hyl
benzenesaB onam

4-(4-bro Hiﬁq‘;’ 16%‘*%’%@9 @r‘Beé’Oﬁ@t‘SHWd'ﬁgz’ﬂ'@WB’Yé‘thr%ﬁglﬁ'?’akeé%af NePBuen 20
6) 4-(6, 8 n%'lé:év R tRemaRhdMdestribed toF |Efétrﬁw%%¥aqe% eig%%'len?l R e’ hkoRSEH e

acid; 7) a

4- (6, 8- dijshhdinZs yietdw 86%2, 3, 4-t et r ahydr oi soqui nol i n-4-yl ) - N-et hyl - benzam
i de; 8)

4- (6, 5 di chl oro-2-methyl -1, 2, 3, 4-t et rahydr oi soqui nol i n-4-yl)-Npropyl - benza
m de; . _

4- (6, 8- "Jilnisrmegiage 3 Se{ryTEPmR-ghg Y B SRRSO % Mt S R S IAYRS 2- di et hyi
am noet hyisgquirolirmei de 25 10)

6, 8- di chl or 0- 2- et hy 1( hol i nyl ? 2, -tetrahydr Qi soqui n
oline; 1% 515 g (14.0 mmol) of 1- (4 br mo-phenyl) 2 [( 4 dichloro- benzyl) methyl aminoj-

£/I4 (6, 8- dété?ﬁ&%?e%mt?@dd’&é'd ifhtc?15 nft of GichitSHethSRIHAE Chtl T 18! chr SIng. 1 - di et h

6, 8- dDCh|l€b2$92. -aretadgled 4Aftér stimingiadiroorh-tginpenatage jor 2 I2o8's Atheaeaatiyrd miktac ui n
| 13

g, IS?Si chliérp@uzedw@mﬂ@yice andmage plidaliae with-6/ N-Wa@hly Thrae extactianstwilthy dr oi soqui

nol i ne;

6, 8- di chftﬁ%W?rPr%tPﬁ DF 212 CaTteR ol AP SOMRiPed Praas PhaseR Al qried Wit Mg Q4 an
ydro 30 ispf T

B, 8- dli chl DS -cyc’jlagepdr @,’F‘J'ﬁ*—‘%ﬁ%“r{{‘;‘l"i“ﬂ‘?’&,t&?z[e?'gP? S AT ARNSF; A ig el

4- (6, 8- direbulting-ir2 2rfeg lof theltitke 8orpband ak\adyallovdstyoil.nol i n- 4-yl ) - phenyl am ne;
237

1- [4%%6 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-3
propyl ur . .

D[4 (6 ot Bfgmo-pheny HiSdichigros2-methy - LS detraydroIsoauinoline, 1 pheny! | - 3-
met hyl trhyninmhion@e 19)
1-[4-(6,8-dichloro-2-nmethyl-1,2,3,4-tetra
et hyl urea; 20)

N-[ 4- ( 6- met hanesul f onyl - 2- net hyl - 1, 2, 3, 4
|] acetam de; 21 )
N-[4-(2,6,8-trinethyl-1,2, 3, 4-tetrgfydro-isoqannolin-4-yl)-phenyl]-acetamd
e; 10 22)

N-[ 4- ( 6- br ono- 8- chl or o- 2- et hyl -
] acetam de; 23) |
N-[4-(8-chloro-2-methyl-6-pyrrolidin-1-yl-1, 2,3, 4-tetrahydro-isoquinolin-4-
yI ) phenyJQO mgesfad¥ 4tbroridphenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline are

|) 1@ hgliy%rd?lg?e@mﬁét r%ggj {epn?gérlapure ﬂ\e %eszult?ngdfpﬁeectlprlt%ttlg Fsrﬂtelrgg %ﬁ] ?AI n-4-y
N-{4- [8- ﬁ-% el}wl-G (4- et hyl - pi perazin-1-yl)-1,2,3,4-tetrahydro-isoq
ui nolin 4- yI ? acet am de; 26)

N-{4-[ 8-chl oro- 6- (cycl opr opyl et hyI -am no)-2-nethyl-1, 2, 3,4-tetrahydro

i soqui nol I ace 20,27 . o . -

5 6 b i CRAOPE. O FUERRRE el 1 G rbirabydior eRRoU-rykBeRaRis 88 ben
zoi c acid; 28) OOH

5(68d|chlor02 met hyl -1, 2, 3,4-tetrah 0
et hyl benzam de; 29)
5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydf o-i $#qui nol i n-4-yl)-Nethyl -2-hyd
roxy 25 benzam de; 30) c
5- (6, 8-dichloro-2-nethyl-1, 2,3, 4-tetrlg
am no et hyl)-2-hydroxy- benzam de; 31 )
N-[5-(6,8-dichloro-2-nmethyl-1,2,3,4-te rahydro i soqui nol i n-4-yl)-2-hydroxy
benzoyl ] - guani di ne; 30 32)

N-[3-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
acet am de; 33)

3-(6, 8-di chl oro- 2 met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n- 4- yI) phenyl am ne;

NN N AN o

gydr o- i soqui nol i n-4-yl)-phenyl ] - 3-
rahydr o-i soqui nol i n-4-yl)-pheny

etahydr o-i soqui nol i n-4-yl) - phenyl

i soqui nol i n-4-yl)-2-hydroxy-N-m

drezi soqui nol i n-4-yl)-N-(2-dinethyl



38)

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

i sobutyram de; 10 39)

N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl] -2,
2 di met hyl - propi onam de; 40)

N-[4-(6,8-dichloro-2-nethyl-1,2,3,4-tet |9§hydro i soqui nol i n-4-yl)-phenyl]
cycl opropanecar boxam de; 41)

N-[4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 15
cycl obut 4r6EaDinhicnor2temetiy)1,2,3 4-tetrahydro -isoquinolin-4-yl)-benzoic acid;

N L= (0 B § PR Sa ) TEL krdnrd-helieb BEURoRs LS Ra 12 82 v1) - pheny! ]

N-[4- (6, SateiryaraIs6q lﬁnﬁlﬁ’ié‘gxahﬁe& fhtépheRbes are s in 3 il bf Bbsny! ] - 2,

2,2 trifluoro-acetam de;
N- [ 4- (6, M/banmmmﬂmtﬁsﬂﬂrin@ gpmtlontrasrtmwm@a%equumrafganw 18 ghenyl -1

N T 5 B! BEBirRinh ot SSEREstRinelaNd 147 49 mmob sb GalGQale 2o Asdat Afer

e ndewa‘ﬁ%sr?ﬁéévutﬁwﬁaﬁoﬂi 89 N RETTTh of RelePbwcaass s oo
N-[ 4- (6, diwmé)ll’sq:a%saamb'tnés&u%oﬂ TRE MARKAE & SFASHILIPIGT. Anerlsix AR

et hanesuﬁ onam de
N, N -di ﬁﬁO?@laamstanmng@veml@:ttdlmr@rng arferther 867 g (A.76enmahyadr o- i soqui no
| n 4 vyl

N Lo (5 BRPBREl w8 AEMRd fing SBribd)at 120°G and assing grtben ’H°ﬂ°’§)1’? infadhe |
N (510 §olifon wrd toriihyes for ightopre. et saein standing evermioh). 133 M gh

but yram ¢eClp Were added and reaction was allowed to take place under the same conditions.

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

pent ananF@ewdSktﬁz)the solvent is removed in vacuo and the residue is taken up in ethyl

:\I:sggu'gsrg d hl'@yo ratcp grlws vlvitﬁ’23l’\lél\]a§(9lt-|raarg%%rrr?e outq"luhre]oclo'mrblnea 'a}]uBQSQ yil

gb ([f’ ( ? %hﬂbé@bﬂar de@lsf&ﬁtbgdH 6. With36 ‘N HE) aalektiacterPlivéd Biieditty bthyPhestatd. - 2,
i me pr opi onam de

N-[ 3186, )é'muqrgaoncd:rwseetaﬁgnr@dzwm Mab814 ang freedicf sglyenb The tesidue isiaiified 10

cycl opr opanecar boxarm de;

N-[ 3- (6, NHIGA & dlsﬂlgrétdm?l'g@"?t@a’!ﬁ/f'@cﬂi‘%c!I?'ESm%or(?&PWG&"E\ 420ymg o hentjvg

cycl obut anecarb m_d

3 (6, BOTIREMNGL B 2 FR2R AN {methos AL MBIRUA A& JAEAD: i n- 4- y1 ) - phenyl ]

cycl opent anecar boxam de; 15 57)

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

2,2t r| f |EJ@h¢pIe(7€H3(61&lBJCrﬁ@rb 2- methyl -1,2,3,4- tetrahydr0|soqu|nolm-4-yl) -N-ethyl-

N-[3 6, 8-di chloro th , 3, 4- tetrahydro i soqui nolin-4-yl)-phenyl]-1
acet¥¥p &@P?ﬁi”\'ﬂﬁ AUMFBBQ%FﬁiQie 59)

N[ 3- (6 8-di chl oro-2-methyl -1, 2, 3, 4-t et alydr o-i soqui nol i n-4-yl)-phenyl] 20
ni coti nani de; 60) ~
N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tet paQydro-i soqui nol i n-4-yl)-phenyl]-ne
t hane sul fonam de; 61) O
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetr3g
et hanesul f onam de; 25 62) c
N , N -di met hyl am no-N-[ 3-(6, 8-dichlo - net hyl -1, 2, 3, 4-t et rahydr o-i soqui no
lin-4 yl)-phenyl]-sul fanide; 63) ~
N-[ 2- (6, 8-di chl oro-2- rrethyl 1, 2, 3, 4-t & rahydro-isoqui nolin-4-yl)-phenyl]

D 2B ono g6l el ol A S siehare ey 2.3 lmhutrsampSIn AL | 2
but yr am Cb%nzﬁ&)amd (see example 6) are dissolved in 5 mi of DMF, and 1.0 equwalent of
12 (6, %néjt'h@lré'n%g |s2a éc? /L\t C;”C a soA[u 1-ioer'% {)F‘?X’F ( S&S‘%nqgls l'I%TAU Yn ?3 n?l E%rHM}:
25 is added. The mixture is stirred at 0°C for 30 min and at room temperature for 30 min.
This solution is then added at 0°C to a solution of 0.28 ml of 2 M ethylamine solution
and 0.06 ml (0.043 mmol) of triethylamine in 5 ml of DMF, and the reaction mixture is

ydr @al soqui nol i n-4-yl)- phenyl ]



pent anam de; 240 66)

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

i sobutyram de; 67)

N-[2-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] -2,
2 di met hyl - propi onam de; 5 68)

N-[2-(6,8-dichloro-2-nethyl-1,2,3,4-tet Fg@lydro-i soqui nol i n-4-yl)

phenyl ] cycl opr opanecar box- anm de; 69)

N-[2-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoquinolin-4-yl)- phenyl]
cycl obut stisedrah oaamitdmperature for three hours. For workup, the solvent is distilled off in

N[ 2- (6, 83%@62%&&5@&5} heélni télkezri S’p Llln;[a yl acgta eoar'1 9v%s'he8 twice wn¥h)| r\?R‘BD{' I 10

cycl opent";

N-[2- (6, @medi srideawith ﬁj@tmé orhaan&pwaéeerer@iéndmm Na980 ,ahd BoAcettiatedieny! | - 2,
2,2 trifluoro-acetamde; 72

N [ 2- (6, &Iﬂ‘bn’fﬂt@gt@pﬁym@ihdadelld&hbrbﬂetl@nemnetharm%@hs osdd forfugheny! ] - 1
acet yl pi perl di ne- 4- car boxam de; 15

N-[ 2- b6, puification. &usthee prpfication en a Rr@ParaHy@ HELG Resteritrile/HaQ/trfluoreasatic- ne
t hane sul

N[ 2 (6, sacad}@?ﬂ%&%t@ desirest carboxamide a3 irifptasstals B et 169 MY (nethabAY |

et hanesul fona $23

N, N -di rM$({=}/|I r'n?rf@- 65.3)6, 8- di chl oro- 2-net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui no
lin-4 20 yl)-phenyl]-sul fam de; 76)

1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl] - 3-
et hyl ur dsxanmple 8 4 -(6,8-Dichloro-2- methyl 1,2,3,4-tetrahydroisoquinolin-4-yl)-N-propyl-
1-[3-(6, 8-dichl. 1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ot D heoaBe Jefadfpbbdtaie:

1-[2-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tettahydro-i soqui nolin-4-yl)-phenyl]-3-
ethyl urea; 79) LN
1-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et Lakydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
met hyl thiourea; 80) O
N-{5-[4-(6,8-dichloro-2-nethyl-1, 2, 3, 4-t&rahyef o-i soqui nolin-4-yl) 30
phenyl sul f anoyl ] - 4- et hyl -t hi azol -@< acet am de; 81 )

N-{5-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3 et f ahydr o-i soqui nolin-4.-yl)

phenyl sul f anoyl | - 4- met hyl -t hi azol - 2-y xSt am de; 241 82)
N-[4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,

2 dinethyl-1.Hindazole-4-sul fona

N-[3-(6,8 y"L'Eﬁ E‘H B?WPQU%FﬁWbelP'QF’%'g%meafﬁ%ﬁ}% dessgibeddn examAls 1 SBIERg: 1 - 1,

2 di met httor ntbroply %@lﬁé% @56 EQﬂémbﬂﬁZ rRetB¢l-1,2,3,4-tetrahydro- |soqumo||n-4-yl)-

N-[4(68d|chloro 2-met h tetrahydro |squ|n¥ i n-4-yl}-phenyl]-5-

chl or o 1,eroiacigi(sae WWP&Z@) e- 4 sul f onami de; 85)

N-[3-(6, 8-di chl ogro-2-neth 3.4-.tetrah dr0|squ|noI|n4yI) phenyl ] - 5-

chi o 1, hﬁ%wmim&i‘m BioMS(le)m $6har’8e3)- 86)

N-[ 4- (6, 8 di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui noIin-4-yI)-phenyI]-5-

brono 10 t hi ophene- 2-sul f onam de 87) N-[3-(6, 8-dichl oro-2-net hyl -

(2,3, 4-t txAhydre4. GBJBIlDlélﬂbfdl.?%éﬂh&t—ﬂ’,@?@,ﬂtbtrﬁh%r@%oqulnolln-4-yl) N- (2-

t hi ophene- 2- sul f onam de;

N-[ 4- (6, silmetﬂwlammozeﬁw{)mﬁnzannda trifluenoagatadeio- i soqui nol i n- 4-yl ) - phenyl ]-C,
C

C, C trifluoro-nethanesul fonam de; 15 89)

N[ 3- (6,8-dichIoro-2-nethy|-1,2,3,4-te9\. yefoni soqui nol i n-4-yl)-phenyl]-C,
C, C trifluoro-nethanesul fonam de; 90) |
4-(6,8-dichloro-2-nethyl-1,2,3,4-tetra o-isoqui nolin-4-yl)-phenyl]-2,2,2
trifluoroethanesul fonam de; 91 ) TFA

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

20 trifl uoro-et hanesul f onani de; 92)

N-et hyl -N -4.-(6, 8-Di chl oro- 2- net hyl ¥~4-t etrahydro-isoquinolin-4-yl)

20 was prepared in analogy to example 7 starting from example 6 and N1,N1-
dimethylethane-1,2-diamine by a TOTU-mediated coupling reaction (Rt = 1.449 min

(method B); MS(C1%) = 406.3/408.3).



benzenesul f onyl urea; 93)

2-chl oro-5-(6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)
benzenesul f onam de; 25 94)

2-nmet hyl - 4- phenyl -6, 8-bis-trifluoronethyl-1, 2,3, 4-tetrahydro-i soqui noli ne;
95)
2-anino-N—[4-(6,8-dichIoro-2-nethy|-1,2?@?4-tetrahydro-isoquinoIin-4-yI)-ph
enyl] acetam de; 96)

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

2- met hyl am no- acetanide 30 97)

Lt e B dER b o2 s LEMGINSI 2a R 3Ry 2y ) - pheny!
2-am no- %ﬂréhio@o%bahﬁbhﬁéerﬁu@f%ta%fa‘té 2,3, 4-tetrahydro-isoquinolin-4-yl)-ph

enyl] propi onam
2-am no- N-[ 4- (6, 8- dlchloro 2-met hyl - 1, %:%j4 t et rahydro-i soqui nolin-4-yl)-ph
enyl] butyram de; 5 100)
2,6-dianino-N—[4-(6,8-dichloro-2-nethy|-|
) phenyl]-hexanam de; 101)
N-[4-(6,8-dichloro-2-nethyl-1,2,3,4-tet
pyrrolidi ne-2-carboxam de; 102) a
N-[ 4- (6, 8-di chl oro- 2- net hyl - , 3, 4-
i soni coti nam de; 103)
N-[ 4- (6, 8-di chl oro- 2- nethyl 1, 2, 3, 4-t & rahydro-isoqui nolin-4-yl)-phenyl]-1
H pyr gol r

?6, gr&girﬁ (li’QlXﬁ fé?ﬁ@Og g 75 mgt(o .03 mmol% of palladlLim acetat? and 28 m

[ 4- Ioro rahydro-1soqui nol 1 n-4-yl)-pheny

rrol E(OZ)%WWZdzvblé-@dléﬂéﬁylphosphmo) 1,1-binaphthyl are mtroduced into 5 ml of
-(6,8-dichloro-2-neth 3,4-tetrah dro i soqui nol i n- phenyl ] - 1-
yI

p|3(b§r taluere. Mm@rtﬁw@m ajéoiumepf &1[04 k(182 mreal) &f mczpheﬁ/ng/m% ml of
! e&ﬂfab\&ﬂf Oadosé’gﬂldﬁ?bf?“fﬂyﬂwb 1Po5mldl) dr 414 bPthE¥hehyl)-6,8-dichioro-2-

2, 3, 4-tetrahydro-isoqui nolin-4-yl

ANydr g1 soqui nol i n-4-yl) - phenyl ]

37I%7

—~
N

car boxamn

nethylhi | Qr&ffaen'ahmbisbqannhhéeummawdf abs.doenecre mddled| angtienyl ] - 4-
rrQ

anitBiesired 2t 100N ISR Faql & heus dFer Workip: the SoIvantis YOmRNRY | - 2.

h
"ot 4 GhSn P AENBEIBhaNe g nsoule consiuents are g of.
az Aftersonaebvation dfetheZBtraﬂaO)he residue is chromatographed on smca gel (CHoClo
(6,8-dichloro-2-nethyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1

4-
hanes unretihgnol S5 s rQﬁungmnc?aﬁOomgmﬁth@ desirad ymorpholine derivative. After a
4-

¢, iRhEbTRaafEHN bickifate HEECIR YA RIS OMCRE i rRgeny! 1 -3

6, &otiespbadingarifiedrogtethtd indthé-forh lofaysbierdéssasplidnol i n- 4-yl ) - phenyl ] -1
yrazol e- 4- car boxam de; 113)

446
0p
4- (6, 8-di chl oro-2-net hyl - 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
rif
3(
h

|_‘o

-h"-b-‘< (Dj-b-‘<

ro
(6,
2
6
t

3 —_

iflu

6. D oro*‘;%@“&ﬁﬁ“{@?“@% PHET4 Granydfoisdeioin-4ylmnenyt
- et yI admtinql—axrmaarmﬂimroaaa}ate
[ 3-(6, 8-di chl oro-2-net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-2
i met hyl am no- acet am de; 5 116) L /V
2-am no-N-[3-(6, 8-dichloro-2-nethyl -1, 2,8
enyl] propionam de; 117)
2-am no- N-[ 3- (6, 8-di chl or o- 2- net hyl -
enyl] butyram de; 118)
2, 6-di am no-N-[ 3- (6, 8-di chl oro-2-n
) 10 phenyl] - hexanam de;

ZNZwZIZngZIZmZEZI

o

, 4-tetrahydro-isoqui nolin-4-yl)-ph

/]

t et rahydr o-i soqui noli n-4-yl)-ph

TFA
Rt 2,3, 4-tetrahydro-i soqui nolin-4-yl

20 The procedure is analogous to the method described in example 10 starting from
diethylamine and 4-(4-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-

isoquinoline (example 5, intermediate 3). Reaction time: 2 days at 100°C; three times



119)

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-phenyl]
pyrrolidi ne-2-carboxam de; 120)

N-[3- (6, 8-dichl oro-2-net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

i soni cotinam de; 15 121 )
3-(6,8-dich|oro-2-nethy|-1,2,3,4-tet99%ydro-isoquinoIin-4-yI)-phenyI]-1
yrrol e- 3-car boxam de; 122)

3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1
rrol éhaamum@yaﬁﬁnd@talygagnd phosphlne ligand. The desured trifluoroacetate can be
- (
I

bG8 RS st AJMBLE Soaui ol 5y o1

6, 8- di chl or o- 2- nethyl 1, 2,3, 4- tetrahydro i soqui nolin-4-yl)-phenyl ]
i met hyl rrol e-2 carboxanld
6

12
-( mm%%@ P&h@p &nptbylzﬂ (%PIP&IH'S‘HI-&) yi-pbgyhirdi 2,8 44tefianygieeny| | - 4-
25 126
? gg%#%ﬁﬂ@%oag&%hﬁﬁﬁﬁﬁ% 2,3, 4- tet%ahydro i soqui nol i n-4-yl)-phenyl ]

o]
dlnethyl 1 Hpyrrole- 3 carboxanlde 7)

-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetra ydr o-i soqui noli n-4-yl)-phenyl]-1
i dazol e- 4- car boxami de; 128)

- (6, 8-di chl oro- 2- et hyl - , 3, 4-tet
ha

(

aliydr o-i soqui nol i n-4-yl)-phenyl] 30
. 129)

ydr orgh soqui nol i n- 4-yl ) - phenyl ]
244 130)

rahydro-isoquinoIin-4-yI)-phenyI]-1

nesul f onyl - pi peri di ne- 4 carboxa
3-(6,8-dichloro-2-nmethyl-1,2,3,4-tetnf
-di net hyl -1 H pyrazol e- 4- car bosiapige;
3-(6,8-dichloro-2-nethyl-1,2,3,4
yrazol e- 4- car boxam de; 131 )

3- (6 8- dlchloro 2- et hyl - , 3, 4- t@trahydro i soqui nol i n-4-yl)-phenyl]
ri f
2

g'rimr@?ﬁh ogiﬁgﬁrﬁgﬁ@f ?lligt@/esg%r 9941 é?ﬁ@%%fpﬁbpipﬁfldm anchhdhy | 1 - 3-

th| éﬁ?ﬁ) . . _

(6, -di ??ﬁhor - 2-'nedt'%'§/'?f°1,2£‘%t,h)(' :tlé?f% gﬁceté?lgyclirgbsog Ir%)lIIne (%fx rr\ |ep‘"?IenyI ]-3-
| t hiimterraediale33) in analogy to the method descrlbed in example 10.

66 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ] - 3-
ﬂ 10 thiourea; 135)
d( |6 nétt)%'nﬁﬁlg?g@ﬁ% -ORIHIBo=A ot Ryl - 142 by AONAI A O-YISSHEHYNO, o3 4- ¥ 1) - phenyl ]

- (8, 8etnaf¢ydrotsoqgmnhmwydmdllenche,t et r ahydr o-i soqui nol i n-4-yl ) - phenyl ] - 4-
yl pi perazi ne-1-carboxam de; 15 137)
-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetE_Bydro i soqui noli n-4-yl)-phenyl]-pi
peri di ne 1-carboxan de; 138)

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

nor phol i ne- 4- car boxam de; 139)

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr ogj soqui nol i n-4-yl)-phenyl] 20
pyrrolidine 1- car boxam de; 140) c

- (6, 8-di chl oro-2-net hyl - , 3, 4|!§;

-diethyl -urea; 141 )
-(6,8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
I

o T ARG Shcargeraut in analogy tathemethas dessriheddn xamale 10, saing

(6
gdi MeEdRy 'ng‘FbI"dInétthIﬂhi (4lbﬁ?mo-'3kﬂ@?'l) -6,8-dichloro-2-methyl-1,2,3,4-
(6,8-dichloro-2-nethyl-1,2 étrahydr o-i soqui nol’'i n-4-yl) - phenyl ]
t

- (

t

- (

I

dr o-i soqui nolin-4-yl)-phenyl ]

r ahydr o-i soqui nol i n-4-yl)-phenyl ]
~

ra telyainydroisoguinaline (e}xamHa 5, imteymediate 3). The product obtained after
e ?a?ﬂ"%ﬂf ggtl!é);{ ﬁ)ﬁ%ﬁpﬁf\?t\ég':aed‘i\y i$ Agljetnea[ra?nh%drBMSQ(?B o?\llt'nna ml)éﬁllr)e phenyl] 30

6, Qyitrelb&n a-prebipitatd sépa?at%s‘bdt Sthighy fikéred i) digeelved ity N)Hehawy | | - 1-
1-( 1-nethyl-piperidin-4-yl)-urea,
freeze dried, resulting in the title’compound of a colorless solid.

Example 14: 6,8-Dichloro-2-methyl-4-[4-(4-methyl-piperazin-1-yl)-phenyl]-1,2,3,4-
tetrahydro-isoquinoline, trifluoroacetate;



@ dr o-isoqui nolin-4-yl)-phenyl]-4-

6,

n

6, 8-dichloro-2-nethyl -1, 2,3, 4-tet
pi perazi ne- 1- car boxam de; 15 153)

6

- (

(6, 8-dichloro-2-nethyl -1, 2, 3c4 tet rakydro-i soqui nol i n-4-yl)-phenyl]-3-

yl a rea; 154) N

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

i di

h

245 146)
3-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]
1- (3-di net hyl am no- propyl ) - 1-nmet hyl -urea; 147)
3-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl ) -phenyl ]
1- (2-di net hyl am no-et hyl) - 1- nethyl urea, 3 148)
1-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetﬂQ ydr o-i soqui nol i n-4-yl)-phenyl]-3
(3-di net hyl am no- propyl .)-urea; 149)
1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]
3- (2- met hoxy-et hyl)-urea; 150) |
1-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-t et ¢8Rydr o-i soqui nol i n-4-yl) - phenyl | - 3-
pyridin 10 3-yl-urea; 151) :y
1-[3-(6, 8-dichl oro-2-methyl -1, 2, 3, 4-t et r ghydr o-i soqui nol i n-4-yl ) - phenyl ] - 3-
pyridin 4-yl-urea; 152)

[

t

- [

t

-

1

6,
nmet hyl -urea; 155) 3-[2-(6, 8-di ctl oro-2-net hyl -
t

1
t rahvyd | 4-vyl)-nph [T 20 1, 1-di et hy] - 156
6 fﬁérfqtymng '%&E?%Pé%zm%a&d Qe(ﬁr%lrweh%éhgbﬁ@pﬁw&&%ﬁ el)'lyl] pi
0 ° o2 B e fGisoddifibiing (examele 5, intermediate 3) by the method described in

i rmea%@aﬂl@oaﬁmdslme fitte ¢5|8\pound in the form of a colorless solid.

I

I

4-
I

(96 8- di chl or o- 2- net hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
6,
[

I

ol

I

di ne- 1- car boxam de; 159)
SEﬁhrﬁbIbOfsa%méMon-zo%c%géoﬂw:utmwﬂ;z,sngtﬂaﬁwfbigquiaolm@,enyI ]
met hyl am no- ethy )-urea; 160)
6, grifluervacetate- et hyl - 1, 2, 3, 4-t et rahydr o- i soqui nol i n-4-yl) - phenyl ] - 4-
30 pi per azi ne- 1-car boxam de; 161
6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tet
i di ne-1-car boxam de; 246 162)
6, 8-dichloro-2-nethyl-1, 2,34
a rea; 163)
(6, 8-dichloro-2-nethyl-1, 2, 3, 4-
i methyl-urea; 5 164) ,
(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
i et hinterrezliate H65)

GWEQ%SQIQ%&E(%%%%M%?F%%&Z i) 4- t et_ rahydr o-i soqui nol i n-4-yl)-phenyl ]
(5, 8512 ;dtar box;Wdfllq%rgév&eﬁzé@bh?&dQfé’rdtl%%%éd?@rlltbrﬁ4@TrY|| of MBEHAA - Pi

i di ne

4- ( 6, 8antl,ctIroom-temperatyre, g $olatian okl 74y (Blhmnyal)of eysldpropylamingiseny| |

nmor phol i ne 4- boxam de

N-[4-(6, 82 E‘éﬁ &ednﬁd%t'ﬁﬁﬂ"ﬁz‘ 2t goomdemperRiirear 40minang the 142 Hheny! |
formam deg71$ %of NaBH4 are added in portions. After standing overmght the solvent is

[ 4- (6, 8- dICh| oro-2-nmethyl-1, 2, 3, 4- tetrahydro i soqui nol i n-4=yl)-phenyl]-neth
yl antisne; relidled and the residue is taken up in 2 N HCI. Two extractions with ethyl acetate are

i g%fﬁefq;é}'pgal,o@f Iie;érgt;g L}s_p a23e3|s4m; ea aYrqé ?Mtlhsﬁgghnm ggglnyé)&r_a%pe%qmul,e
N-[4-(6, 8gh %%ﬁfaﬁet%’témm‘é’b gila ghésés%.g%})&g\gm MIBOL AnbitchcshtraRac Tkl - me

thyl 20 4-nmeth pI per azi ne- boxam

y
1-[4- (6, %ﬂuemr@a@ct?cﬂmhaulm ilh@w%y4rril%bﬁéhﬁ@f@réli@ﬁﬂy"yé%W@h‘lebén peeny! |
1,3,3-trinethyl -urea;
N-[ 4

yl

(
(6
0
- (
- di
-(6
- ( ydr o-i soqui nol i n-4-yl)-phenyl ]
- (

ahydr oIFf‘soqui nol i n-4-yl)-phenyl]-3-

o-i soqui nol i n-4-yl) -phenyl ]

PEROIFTEZIEPRTZ3 Zg Zgrnggz

_;D.'Q.

e

Z'O ZOOI—‘I—‘OO

- ( 6, Sregictad mrkbrezwntbou furthep parification: ahydr o- i soqui nol i n-4-yl) - phenyl ] - e
20
Intermediate 2: 2-[Cyclopropyl-(2,4-dichloro-benzyl)-amino}-1-phenyl-ethanone;



pi peri di ne- 1- carboxam de; 25 174)

N-[ 4- (6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-nme
t hyl norphol i ne-4-carboxam de; 175)

N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-ne
thyl pyrrolidine-1-carboxam de 176)

1-(4-(6,8-dichloro-2-nethyl-1, 2, 3, 4- tet?%ydro i soqui nol i n-4-yl)-phenyl] 30
3- (2-di met hyl am no- et hyl ) - 1- net hyI urea; 177)

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

3, 3-di et ntermediateny iis reaeted wﬂﬁé?phla?BDomoacetophenone in the presence of

][\I_ Ef’m d Ie(#pag ?né) |n2d|g§atm3/ Lyjfhe metﬁoé Eagcz:ir e 1?1 e'xs'é\O eqollr;tgrnéwle Iag § I}g{;}y ']
[ 8 Wg?@%d’rtﬁ’e SolBhI! didtilledbff-dnlthe PESiHAe i RKeh instAyadstatBeyd 1 - meth

I a
KI— [ 3- (6 Wadhedltwme -Withrelpy dnd twic8 witht 21N HISY,diried witly Mg8:0jy end-oonceptratedl | - ne
thyl pyrrolidine-1-carboxan de; 181)
N[ 3- ‘5 6, B'hauczmde)pmdpcﬁ@bta}medlmzthts way ¢an dieyreactedsfugbenwitheutsugther phenyl | - me
t hyl p| PRLE ﬁ%ﬂﬁ) 1- car boxam de; 182)
1-[3-( g g % 0- 2- et hyl -1, 2, 3, 4-t etrahydr o-i soqui nol i n-4-yl)-phenyl] 10
1,3, 3- trlrrethyl urea; 183)
1-[3-(6 dlchloro 2-neth t et rahydr g-isoqui nal i n-4-yl)-phenyl ]
1, 3- d| mgirﬁgfmgqh@@ 1%@yclopropyl (2 4- dlchloro-benzyl) amino]-1-phenyl-ethanol;
N[ 3- I henyl ] - me
th£/| ﬁﬁg rﬁ%&éuﬁ Car@%&& g&:tr?@ésﬁrégﬁta'n%m’d}fﬂ thd HthBa 'delebed i Phenyl ]
N-[3 d 6, %xghﬁbhsl 9! iRtetriSRiidty |4, Fog v@rﬁuﬁ Efﬁé %W@ré’ 1d SSHtdnRakdd) -hothe re&iaNylid - M
t hyl - perazi ne- 1- car boxam d
1-[ 3- (6 8adrlonedrhet\&emﬂINHQI azldaethyltanertaﬂeyaheaqyequs pbRse istsgparateceofi| |
3-(2-di I I
11 5 (6, B eRALSr SRk iR Sty Ate R Tk bambinad erespic PhasA arBIRLiR | 20
3, 3-di et uith-Mg8Blyhand theestiveritds r&ndVé@HWécﬁ!@ no-ethyl
[ 3-(6, 8- dlchloro 2-methyl -1, 2, 3, 4-t et rahydro-i soqui nol i n
4-yl) - phenyl ] -carbamate; 189) 2-di et hyl am no- et hyl
£14yl(§3 5 hgl CB’c &pﬁ%ﬁélgg llé’ggjed'_ tﬁgﬁg{rEW%gqﬁquollne trifluoroacetate;

2- (6, s
4yl ) phinsimedees Trom s dissoRet WMo WiRerpafieation Jomgt,,
(2,3, 4- tdiammpmedharm)qud opclizedawith ¢em¢1éﬂgﬁq>4¢a{rtbammthpdm¢rlmdw1
[3-(6,8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl] 30
car bamat &xampts 1 Eepwerkup, the reaction mixture is poured onto ice. The organlc phase’is

car banat €

[ 3- (20 8- CI' hehdonitsingd weganit pﬂlaé’eﬁaﬂe dméd WITMCMQSOa(End fincdd of dolyént.

phenyl ] -car bamate; 195) nethyl

[ 4- ( 6, 8- hrbinatagraphyeoh\silich, gal $n-heptaneabihgl acatstedhil el 3: h) dffgrids -200emyldf a
car banat e; i SPPr.o . I . .
[4-(6, 8- dPE@W'&B&'Q@E&’H?%hGﬁ%" Ip fugthes Ry aficaticaR R REeRFaLYe HPL el |
car bamat gog 43 ih 184 ng'oﬁ’ié‘t{ﬂle Bb bhnd as trifluoroacetate.

(4-(6,8-dichloro-2 tetrahydro-isoqui nolin-4-yl)

phenyl ] - carbamat e; 198) et hyl

[4-( 8'? chl of %-218‘31(*3)‘4&'[3:’ %83 DichidTo- Pﬁ/e%ﬂ I §%q)t'-t&?alﬁydro |§/oc?mrpoqﬁwn1-yl) 10

carb t

(R) I\I[Sph@n?] gbgﬁglnqag—Z met hyl - 1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl) - phenyl
met hanesul f onam d

16b: (+)-N-[4- (6 8-Dichloro-2- -methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

acetamide;

[3-(6, 8 %BE g ﬁggr)?& E}I’%a@y@o%ﬁ;és%ﬂé%‘%{rﬂ&féd SRBNBRS with ncHierdhstR%hé.



200)
(S)-N-[3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
] met hanesul f onam de; 15 201)

(R -1-(2-(6, 8-dichloro-2-nethyl-1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl
] 3-ethyl-urea; 202)
(S)-l-[2-(6,8-dich|oro-2-nethy|-1,2,3,439§trahydro-isoquinoIin-4-yI)-phenyI
] 3-ethyl-urea; 203)

N-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4.-yl)-phenyl]
20 acetam de; 204) 0
4-(3-bronD-phenyI)-6,8-dichIoro-2-nethy|-1,2,3,§Jk§trahydro-isoquinoIine;
205)
1-[3-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydrq
3-(2-hydroxy-ethyl )-urea; 206) eth
3-(6, 8-di chl oro-2-nmet hyl - 1, 2, $*@andej r ahydr o-i sofjui nol i n-4-yl ) -benzoate; 25
207) 3-(6,8-dichloro-2-nmethyl-1, 2, 3, 4-te# @ <1 soqui nol i n-4-yl)-benzoic

oqui nol i n-4-yl ) -phenyl ]

acid. and the pharmaceutically acceptable $ hereof. and fromthe
pharmaceutically acceptable salts thereof. A-conpound of the formula |
as claimed in claiml1, selected fromthe graup 30 consisting of: 1)
N-[4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]
acet am de; 249 2) _ _ _

4 & B- 1ol & et Ebmboand irbr Bk Gré S8pLYERSY bR =il phegg enesul fon
3-(6, 8- diresultimg ircalbeaitiRH0- g 2f hel twe enahtjomeric aogtamides n64-and) 16kenzenesul f on
am de; 4),. . AL .

1- 4- (6, SPEALFRNGMG: Shiralagl OR 250X 4.8 BfWany dr o- i soqui nol i n- 4-y1 ) - phenyl ] - 3-
met hyg t RpoRieh@acetorttirile; _ o
1-[4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
et hyl ur dew @fe: 1 ml/min;

N-[4-(6- Q[’Sgglfanﬁﬁln%)érﬁé)@é%%br%mz 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl

] acetam

N-[3-(6, ' = 2o L . 4-t et rahydro-isoquinolin-4-yl)-phenyl] 10
ac[et aEﬁ dzi;tﬂlérf—@hﬁﬁf?or%eﬁ%tW-B%% Mird’ y q yl') -phenyl]
N-[4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]

pr opi onam de; 9)

N- [ 4106, Exaimpie 704468 Dighlore;2nthylt b2 3ehetrahydsodaaquinalin-d-ypheplytanging; 1-

acetyl piperidine:4-carboxanm de; 15 10)
N—[4-(6,§8§F§ﬁWHFg52-nethyl-1,2,3,4-tetrahydro-isoquinoIin-4-yI)-phenyI]-ne
t hane sul fonam de; 11 ) N
N-[4-(6,8-dichloro-2-nmethyl-1,2,3,4-tet
et hanesul f onam de; 12)

N , N -di met hyl am no- N-[ 4- (6, 8-di chl oro-2¥mret hyl - 1, 2, 3, 4-t et r ahydr o-i soqui no
lin-4 20 yl)-phenyl]-sul fam de; 18I
N-[3-(6,8-dichloro-2-nethyl-1, 2, 3, 41
propi onam de; 14)
N-[3-(6,8-dichloro-2-nethyl-1, 2,3, 4-t
butyranige; 25 1%%'

N-[ 3- (6, 80@IMOBARS 12- net hyl - 1, 2, 3, 4-t et r ahydr o- i soqui nol i n- 4-yl ) - phenyl ]
i sobut yr amgie.pi 2 . i ¥ tnalined-vl T
N- [ 3- (6, ameg.Dictiero;2 ety 4oy Ay ool I RREIATING ) _ pheny! ]
cycl 6pr oZad gd8rbomant) dEN-[47P,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
N-[3-(6,8;dichl oro-2-methyl -1, 2, 3, 4-tetrahydro-i soguipolin-4:yl).phenyl] 30
vl obut SHEDIIBGR e (eRaT Pl Prarecsinsaivaniro G0 b RERRIY stendth sotilm

(2 363,135 t thaiDISteCsdistish AaR® heBtedt OlderRERIY for féurhaurs! AffliHRerc2.0 o1 Hitnol)

N- [ 3- ( 6, ®f dolithsodivinpethanioldte are addad t and thieyminduresie deated umder-reflix fordhrae - 1-
acetyl piperidine-4-carboxam de:; 20). . .

RT3 (6 SRarec R Lot RRRT T Sonéntis comaseiinvaeusm, anvidhe fesidye s fRkeAn

ni coppnarh @0 ki éfJH%O and extracted twice with dichloromethane, The combined organic
N-[3-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-ne
t hane sulpghaisesiade driéd)with MgSO4 and concentrated. Further purification by

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]

2

rahydr o-i soqui nol i n-4-yl)-phenyl ]
~

Bt r ahydr o-i soqui nol i n-4-yl ) -phenyl ]



et hanesul f onam de; 23)

N , N -di met hyl am no-N-[ 3- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui no
lin-4 10 yl)-phenyl]-sul fam de; 24)

N-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]
cycl opr opanecar boxam de; 25)

N-[2-(6,8-dichloro-2-nethyl-1,2,3,4-tet r19ﬁydro i soqui nol i n-4-yl)-phenyl]-1-
acetyl pi peri di ne- 4- car boxan de; 15 26)

1-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
et hyl ur ﬁrroma;ography on silica gel (ethyl acetate/heptane 1:1) results in the aniline as a

rlre'E ﬁyl(6tr8¥ ﬂh}%@i‘o& quan Jtynve ylgld?’ 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3
1-[2- (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-

ethyl 20 urea; 29)
1-[ 2- (6 846ﬁﬁ+@l§|’r\|©f<22rm@l’ﬁ'5‘/| -12,3 43etrahydrosigguioolindepl)-poenyiaming,) - phenyl | - 3-

TeLYh ! MR dondd) o

N-{5-[3-( chiOro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)

phenyl s ulﬁ()ﬁmgl (D-66 mmst ot 4-1(61,88ctielhlo&7-21r}1ewyﬁﬂ 23 detetrahydrd-isoquinolin-4-yl)-

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

2 di met hyR hepylamipe @&xe &i ﬁ/egupfqpn@hpﬁ@thagg ¢ HCI. The clear solution’is concentrated

N-[ 4- (6, I phenyl ] -C,

o L4 (5, T el ors Aol ! e if et ARV RAAYLBAYA nd dHely

N- [ 3- (6, &vlmbrehbomuvﬁasrpbmbleltoifscﬂatézcm maiofdhe desivad ihgatdohiatidg. ) - phenyl ] - C,
ﬁg trifluoro-nethanesul fonam de; 34)

N—et | -N -4-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)

benzenes I . _

N-[4-(6,8 LE%E{?IE%IIE(L)"%N EMNL&@S déchlqroe?,[ Fn %h)cljﬂoz Sé%aeutlran dro '32?‘!}“'3“”4 X})I ]-2

di et hy| drenzenasdfanyiurea, Bﬂrochlonde

2, 6-di am no- N-[ 4- (6, 8- dICh| or o- 2- net hyl - 1 0293, 4-tetrahydro-isoqui nolin-4-yl

) phenyl]-hexanam de; 5 37) j\

N-[4-(6,8-dichloro-2-nethyl-1,2,3,4-tet

H pyrrol e- 3- car boxam de; 38)

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

met hyl pi peri di ne-4-car boxam de; CH

N-[4-(6, 8-dichl oro-2-methyl -1, 2, 3, 4- ahydr o-i soqui nolin-4-yl)-phenyl]-1

10 net hanesul f onyl - pi peri di ne- 4- car bdxam de; 40)

N[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tetrahydro i soqui nolin-4-yl)-phenyl]-1

H pyr azol1e€) mnbbrxfamf(ﬁi,é dléﬁlobo-Z methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzene-

rrNeE ﬁ % oﬁgﬁ) %eég 443%érn‘1e3di§fet f)t.rs%h&gé (\)Mtlhsé)é:bw nOJZ § éf})' X} %286%”&4' -2
N3 (6, Sy otf GAPaR GRS Bl o e FodrREABERLRd AR RBLI WisailaR BP2Y dg 2

di met hyl am no-ac
2- ami no- Nflelhyl @scﬂ:ydhai@ mrame?onaetsmddea dropwisd &t roahy nfperafid] &vd thHe olition Ph

enyl] praopionani de
2- ani no- N§ peateg to- r&ﬂw'%ﬂrdvczrkn’ét mmmdwess goneenteaiod i vacuy @nddhefesidyeys ph

enyl] 20
25 i am AR UBT PR AT extracted swics with efhy) agetate. The agueous RYARR AT y)
) ph§0y| lwitle 8 NYROI Mhd He) resulti

N-[3-(6, 8- Id| chloro-2-neth r)c/asy mg prem_p Itaeterlgﬁlg?irreg ?fé‘é"c'qtﬂusr‘#gf'?’r‘]- _as ”gp‘”'gh?/ r]yl 1-
met hyl p|qmtatalan@drymrlbmnb@é‘or%theﬂjtlel\cc{repo@mcsmmd pield 2- rret hyl -
(2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1 H im dazol e-4-car boxam de;
48)
N-[ 3- (6, Extimaple i 12408t §rDichlord-Bnfethpit1, QfB/dit@trar%Qﬂelllé'tSdu"ﬁblﬁTlﬂy)) pHeiyld-- 1
met hanesul f onyl - pi peri di ne-4- car boxam de;
N[ 3- (6, Prapydras;o- 2- met hyl - 1, 2, 3, 4- tetrahydro i soqui nol i n-4-yl)-phenyl]-3,
5 30 dinmethyl -1 H pyrazol e-4-carboxani de;

HN

aHdeo i soqui nolin-4-yl)-phenyl]-1

ahydr o-i soqui nol i n-4-yl)-phenyl]-1-



a1
o

i et h%xdl Chl g—ﬁ-@%hglchl%roa methy?t rzag?’ te?ralh% -Is%%Lln%x.ﬁ 1 yI% pﬂgﬁ{) | ] 1

-(6, ﬁ-,éihﬂh{mém'eg nmet hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl]-1,
i ethyl -urea; 75)

-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetrarﬂdro i soqui nol i n-4-yl)-phenyl]-3-
i met hyl am no- et hyl ) -ur ea 76)

- (6, 8-di chl oro-2-net hyl - , 3,4-tet r dro-isoqui nolin-4-yl)-phenyl]

-b-Q.-h_-b-

)
N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1
H pyrazol e- car boxam de; 252 51 )
3-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1,
1 di met hyl -urea; 52)
N-[3-(6,8-dichloro-1, 2, 3,4-tetrahydro-i %Q)_ﬁui nol i n-4-yl) - phenyl ] - 4- net hyl
pi per azi ne- 1- car boxam de; 5 53)
N-[3- (6, 8-dichl oro-2- et hyl - , 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-pi
peri di ne 1-carboxam de; 54)
N-[ 3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tet'rNahy/?‘/lsoqw nol i n- 4 yl) - phenyl ]
nor phol i ne- 4- car boxam de; 55) @
N-[3-(6, 8-dichloro-2-methyl -1, 2, 3, 4-t etahydr o-i soqui nol i n-4-yl)-phenyl] 10
pyrrolidine-1-carboxam de; 56) ¢l
3-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t efr ahydr o-i soqui nol i n-4-yl) - phenyl ] - 1,
1 diethyl-urea; 57) ~
1-[3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-t®@trahydro-i soqui nolin-4.-yl)-phenyl]-3
-met hyl wr
1-[ 3-(6, 8%‘ %?gt#?rﬁcgﬁ@%?r% 4 mmol} ° n4p 8 Irlg?]c c?rngt? Isnoté)lljl'i‘enn(g-3 I|s na-d S dl%rOBW'se tP] 3-
(2 di et aﬁtlanﬂdrﬁplu;&qtymmﬁl ng (1@3 mmol) of 4-(6,8-dichloro-2- -methyl-1,2,3 4-tetrahydro-
(lt [e? ; gGh?ﬁ@%ﬁﬁglﬁrfgﬁﬁ%p@gée%%%ﬁ exér%t l )%Qlé r%?gf‘j to quHenAéllte}{o?'\e hour “ 3
1- [ 3-% 6, 8peC chkitierd. ﬂﬁbW'n—érobanséc aidtehy d6@ed, ertiiheahixturd-iy stiregaby! 1 - 3
20 (tetrahydro- yran -urea; 61
3-[ 3- (6, 80k don @me)hgurmEénwor&um tBe sotvent isrrpmayedsanglitheoiesidue-ig itjturated with- 1-
met hyl 1 p
3-[3-(6, ]5(25?gﬁ{’%}(@erzbﬁﬁﬁg%ﬁgi@y@H*t{‘gft?‘gq@&#'SdﬁsBrc?L?yPrB??n 4-yl)-phenyl ] - 1-
(3 di net hyl am no- propyl ) -1-net hyl -urea; 25 63)
3-[3-(6, 8-dichl oro-2- nethyl-l 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl]-1-
(2 di et HQBaﬁ‘I[Ms,QHBUCh)OTQ*ZMHWI-kQ 3a&-tedrdhydro-isoquinolin-4-yl)-phenyl]-3-propyl-
1-[ 3;£ 6, 8 di ¢chl.or thyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-3-
(3 d? (fwgﬁf?l& Q%E urea; 65)
1-[3-(6 8 di chl oro- 2-net hyl -1, 2, 3, 4- tetréj‘Dydro i soqui nol i n-4-yl)-phenyl]-3-
(2 30 net hoxy-ethyl)-urea; 66)
1-[3-(6,8-dichloro-2-nethyl-1,2, 3,4-tet hydro i soqui nol i n-4-yl)-phenyl]-3-
pyridin 3-yl)-urea; 253 67)
1-[3-(6, 8-dichl oro-2-nmethyl -1, 2, 3, 4-t et fahydr g; i soqui nol i n-4-yl)-phenyl ] - 3-
pyridin 4-yl-urea; 68) O
N-[2-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- dr o-isoqui nolin-4-yl)-phenyl]-4-
met hyl pi perazi ne-1-carboxam de; 5 699
rlre E ﬁyl( 6, ﬁ?@ £ﬁ89gﬁ?4%6'?&|@Hfor&22m%thillt‘lei 5%h%?rra?lyd%qgghﬂ%lo\irr1'-4A-'yI¥-|p?13R§/]ﬁ§y ']-3
1-[2- (6, ﬁro:bybm@a era?dngeeblkmh1da2n&u#etcxftzrmh+mrahd FEAUTRE cigar &olltibnAgeny! ] - 3-
(2 di net hyl am no-et hyl) -urea;
N-[ 4- (6, Soawmr%%mwt?aﬁndﬂh? rgstﬁ!U@é?z trtwiptedwith dherand filteregoff witleny| | - 4-
met h 1 h ?ﬁgh
1- 4‘}% gu{a‘ﬁ&ﬁ [ﬁ?i fﬁor& :?Q gmf ‘?%%'Feé‘n';‘/y rrgcl'lllggcaﬁl nol i n-4-yl) - phenyl ] - 3-
met hyl a rea; 73
3-[4-(
1
3-
1
1-
(2
N-

—




20 nor phol i ne- 4- car boxam de; 77)

N-4- (6, 8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-for
man de; 78)

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

or mam de; 79)

3-(6,8-dichloro-2-nethyl -1, 2, 3, 4- tetﬂ%%ydro i soqui nolin-4-yl)-phenyl]-1,
25 trimethyl -urea; 80)

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

[ rret hﬂremmhng ianalogy to the method described in example 19 and starting from

E
3
$
N [3-(6, Bl G- 2Bt b ela 2 LYY 54 29MATLTeckiohiiSiyY! 1 7
[
y
[

f
1-
3,
1-
3

N[ 3- (6 %héh?l@hﬁﬁ@(?eé@iéﬁbrelﬂ% a3,d422@hfga<rs\/@ihﬁnb|?@ﬂméwln&tﬁm\éyénﬁaea}nbws e

t hyl -4 net erazine car boxam de;

1-[ 3- (6, 245|mg|%FheQemmmnomeat@be is@lateghydr o- i soqui nol i n-4-yl)-phenyl ] - 3-
(2 dipet hyl am no-et hyl )-1-nethyl-urea; 84) 2-dinethylam ne-ethyl

[ 3-(678-dichloro-2-methyl-1 (2,3, 4-tetrahydro-isoquinolin-4

yl)- phenﬂmmé mrmi[qeq(e% lﬁ;hlo?rorﬂ At B3Ntk idro- |soqumoI|n-4-yI) phenyl]-3-
[4-(6, 8-di chloro-2-neth , 3, 4-tetrahydro-isoqui nolin-4

yl) - phengthylergebanat e: 86) 2 dlnethylanlno et hyl

[ 2-(6, 8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nol i n-4.
yl)-phenyl]-carbamate; 87) nethyl HNT SN

[ 3- (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] 10
carbamate; 88) (R or O

S)-N-[3-(6, 8-dichloro-2-nmethyl -1, 2, 3, 4-t¥trahydro-i soqui nol i n-4-yl)-phenyl ]

met hanesul f onami de; 89) (R or “ mii

S)-1-[2-(6,8-dichloro-2-nethyl -1, 2, 3,4

-3 ethyl-urea; 15 90) ¢
di chl oro- 2- neth% 4-tetrahydro-isoquinolin phenyl ] - 3-

(1 ﬁ ﬁydfo%yew@ypw@heéaplaa H‘ﬁﬁ%‘ﬁgvﬁ%aﬁﬂaﬁhﬁéd@%ﬂ%ﬂi |lryeé@ae&h%|séa'§lagtf@m
:)hg; ?rgceut 6&%—:61 y@gcée)h&hb)ﬁqngg g?tf%h Eﬁ#é’ﬁmﬁé'ﬁ ‘LP’@E’% &lamﬁ%%?%g\r%m for

t he treatin@hmmdl) dnd ethidisooyanate (284 rheg/4i mialenced by i nh| bition of the

et ahydr o-1 soqui nol i n-4-yl)-phenyl ]

sodi um prot on exchanger of subtype [11 (NHE3), in which the neanlngs are:
R1, R2, R3 and R4 independently of one another H F, C, Br, I, CN, NO2,
CH, NH2, 24gHg 682§|cﬁﬂﬂb|221ﬁae¥h 142 B2 eha J4) %‘ﬁ@ I-8Cet

X - (CH2)y pheﬂgﬁ bin tﬁé grolips CaFRa+1 HEE@@%F%% ﬁﬁ&?ﬁ%ﬂ ently

of one ammemd‘rydlocmcrldﬁ' 4, 5, 6, 7 or 8, it being possible for one or nore
H atons to be replaced by F atons; 30 gqq &, 4, 5) 6, 7 or 8, it being
possible for one or nore H atoms to be [eplaced by F atoms; R10 H or
CcH2c+~ ; 255 ¢ 1, 2, 3, 4, 5 6, 7 orl 8, it being pOSSIb|e for one or
nore H atoms to be replaced by F atoms, zero or 1; y zero, 1, 2, 3 or 4
5 where the phenyl ring in the group Ck CH2) y -phenyl IS unsubstltuted or
substituted by 1-3 substituents seF ron11he group consisting of F,
Cl, Br, CN, NO2, OH NH2 or CdH2d+1; Ng, 3 or 4, it being possible for
one nore H atons 10 to be replacediby F atons, or Rl, R2, R3 and R4

i ndependent|ly of one another heteroaryl) it belng OSSIb|e for zero,
3 or 4 NGanyession ite the cerrespepdinghydioshiofidedakes placedn gratogytie the e@ﬁh@d as

ring 15 and R4 i ndependently of one another CONR11 R12
or NR11 g?ﬁ?ﬁﬁﬁﬂﬁﬁkﬂﬂﬁ§195?

Example 22: N-[4-(6-Methanesulfonyl-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
20 phenyl]-acetamide;




20 i ndependently of one another H) CeH2e+l1, CrH2rr-1; a 1, 2, 3, 4, 5, 6,
7 or 8 rr 3, 4, 5 6, 7, or 8, it being possible for one or nore H atons
in the groups CeH2e+1l and CrrH2rr-1 to be replaced by F atons and for one
or nore CH2 25 groups to be replaced by O or NR13; R13 Hor CH2f+1; f 1)
2) 3 or 4, it being possible for one or ggre H atons to be replaced by F
atons; or 30 R13 and a CH2 group of R111 R12 together with the N atomto
whi ch they are bonded a 5- or 6-nenbered ring; 256 or R11 and R12
together with the N atomto which they are bonded a 5-) 6- or 7-nenbered
ring; 5 dnteRhediate 1R{4>Metbapesulfenyl-yertyllomethyhantiee COR14, CSR14 or SO02RL14;
R14 CgH2g-~. 1; 1, 2 S, ein i ble for one or 10
nore H aﬁ%ﬁiﬁhtpgsﬁgdFéﬂ;ggi@%wwom%ﬂ%thy%@? aB@%Hg’ §PE aGr one or
mor e CH2 EeBiyRining iR maﬁh@fqefbvhytoqh@rsm%o%rm R2, R3 and R4 15

i ndependently of one another -0On- -R15, wwth h zero or 1; j zero, 1 or 2
R15 CkH2k+~ ~ OH, OCI H21+1 or NR17R18 k 1, 2, 3, 4, 5, 6, 7 or 8, it being

29521 BLe 00y EoRpolfRd B o LR bl AR Bbg o %’epf’acia
by F at or@oangﬂé 128thriHiQ froRTiePARARIRdsYIfehylIBEr AN ThERyI-Bhiie G?iﬂé?ﬁﬁéénat@ﬁ?]

2, 3, 4 or 8, it being pOSSIb|efOI’ one or ‘nore Hatons int
group C, rehi{4+(3-hsemo-asetyltwhepyli-asetamida fexamplechdniermediate 22 gr oups to
be replaced by O CO CS or NR19; R19 H or CnH2n+1; 30 n 1, 2, 3 or 4;

257 it being possible for one or nore H atons in CnH2n+1 to be repl aced by
F atoms Exarﬂilé I3 N-RLR,6,8- Dgwetrsyl-1y2,8 [4-tetrahhdm-igoylinoiidcy)-phedrylpr € bonded
a 5-, 6- -menbered ring; or R19 and a CH2 group of R17 or R18 t oget her
W|th1phe Weé@"ﬂiﬁeto whi ch they are bonded ‘a 5- or 6-nenbered ring; 10 R5 H,
CoH2p+1, CssH2ss-1, COR20 or SO2R20; p 1, 2 3, 4, 5, 6, 7 or 8, ss 3, 4,
5 6) 7 or 8, is bei ng possible for one of-nore H atons in CpH2p+1l and
CssH2ss-1 to be replaced by F atons, R20 dgH2q+1; 15 q 1, 2, 3, 4, 5 6, 7
or 8 it being possible for one or nore ons in CqH2g+1 to be repl aced
by F atons and for one or nore CH2 groups L0 be replaced by Oor N R21; R21
Hor CH2r+l; 20 r 1, 2, 3 or 4; it beytyg ppssible for one or nore H atons
in CH2r+1 to be repl aced by F atom; HNEF, Cl, Br, |, CSH2s+1,
CddH2dd-1, OH, OCt H2t +~ or sand 25 |ndependently of one anot her 1,

Tor e H“atﬁ?%?m“%ﬁfyiﬁa‘33@%3%&%”&%X&:f%%wsf B PBAT Ao ot oo

R22 QJHZlb’éhng-rﬁech'l-aﬁm% which cé’ﬁ%el reFQtéwfrmsﬁderﬁoﬁ@w&% -aimemye H
atonms in CuH2u+l1 to be repl aced and ndeRI ndently of

one anot Hanzepe -apdmethylarging Ia@rmanneuknwztotﬁe skillgd worker zangh NHZ 2+ 1~

anot Ay Profie-acvRRRy-a0eiiHa eRample P ioRRUBRERTTICE Y, O PG

possi ble for one or nore H atonms in CnnH2nn+1l, CmH2mm 1 and OCppH2pp+1l to
be replaced by F a d ndepe ntly of one another H, CN or
CZHZZE’,l C%gpél 41II\P[25(6 B%omorb cﬁ%ro b methy P(:Ii?z,§,4¥tetrahydro-|soqu|no{|n-4-yl)

phenyl]-acetamide;

20 The synthetic route detailed in example 1 is followed, starting from (4-bromo-2-chloro-
benzyl)-methyl-amine, which can be prepared from 4-bromo-1-bromomethyl-2-chloro-
benzene and methylamine in a manner known to the skilled worker, and N-[4-(2-
bromo-acetyl)-phenyl]-acetamide (example 1, intermediate 2).



15z 1, 2) 3, 4 5, 6, 7or 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
possi ble for one or nore H atons to be replaced by F atonms and it being
possi ble for 20 one or nore CH2 groups to be replaced by O CO CS or NR27;
R27 H or CaaH2aa+l as 1, 2, 3 or 4; it ?%')ng possi ble for one or nore H
atons in 25 CaaH2aa+l to be replaced by atons; or R25 and R26 toget her
with the Natomto which they are bonded a 5-, 6- or 7-nenbered ring, 30 or
259 R27 and a CH2 group of R25 or R26 together with the N atomto which
t hey ar e Bxamijie 25: Bl-[46(8-Ghloroi2emethyi-BrpyrradidirRT;yl-RR, 3 ddteR@hydicriseneimdtindd- y
of one an tr}gﬂhl %RB NR32CSR30 or NR32SObbR30; R30 H, CccH2cc+l ~
CyyH2yy- Y-PSWHRGERARE or pi peridinyl, in which rings a CH2 group nay be
repl aced by O or NR33; R32 and R33 |ndepend tly of one another H or
ChH2h+1. bb 2 or 3; 10 cc 1, 2, 3, 4, 5, 6w *~or 8, yy 3, 4, 5, 6, 7 or 8;
h 1, 2, 3, 4, 5 6, 7 or 8, it being possilkblie for one or nore H atons in
ChH2h+1 to be replaced by F atons, and it ng possi ble for one or nore H
atons in the groups 15 CccH2cc+1 an@yHZ y 1 to be replaced by F atons
and for one or nore CH2 groups to be rephaced by NR31 and for a (CH2) group
to be replaced by O R31 H CkkH2kk+1, SEReB“~or S02R65; kk 1, 2, 3, or 4;
20 it being possible for one or nore H alom; to be replaced by F atons, R65

be ?eEfaZé%z Yo e o) 4725 Ohad & BB AR HRALH i R et a&?aﬂs"‘d‘ﬁ”ﬂﬁ)"a
3 or 3 NQUETERRYG 5 iagheniidogormoct ?ﬁ’ TR S A BB eS Bl =

unsubst i tabpetblunnes?ln?;en aé?bagAbnﬂouptémpHgﬂame aﬁgﬁgglitﬁrﬂgomgl(gﬁlgﬁhcg)m t he
roup con 0 I, 00+ an

?ndeBendéitﬁié-B?om@ BRI Yty BTSRRI RER SOl 4 PlsAMERRPlamidsy,

uu_and W ERARPRNSIATH WmPbT A5 NPT 8R4 alsoldtioror f41 Mg (:66 mHibIPbs Syrrdifdide! N

possi bl e r nore tons in the groups 0o+1
OwH2vv+1 in é mieofridFaaredaddedi-and dine mlxtura!'s rmateaz&t 400°GReor hHeprsn &enwoykud,

th H2 H2~ .1,
oot 187+ 158 shlvakis Temavis b NaGUG xS TobidNadS (keI dIcBloTagtEnes

i ndepend%‘édlb{bl@fcdh@ﬂtu%ﬁEH arffittbred off3and thé&filtiate % élfnc%ntr%cﬁfl' hé: reSiduBlis 7 Of
8; it being possib for one or nore H atons in groups CeeHZee+l

O\, H2N, mhrqmamramhadrm silicagel weth@makoe@mav\aneénetrmommtum arglit 85 H,

one or oo UREIEs, 3bhar e aroeind St heBeriiPaced by F at oms and 1 or

one or nore CH2 groups to be replaced by O or NR44; 30 R44 H or CggH2gg+1;
gg 1 2)3 4, 6, 7 or 8 261|tbe&3£ossiblefor one or nore H

at on#5i n 268 Mo@%p bigse2gmethyi-6-maraligin-4 3 Artetrabiydro-isaauinolin-yiy

possi bl e f h (CH2) group of R40 or R41 and the N atom
to which th% ﬁe;é;ég{a}qﬁll %tﬁ&d@%@r'geto forma 5- or 6 5 nenbered ring, or R40

and R41 HNj\

CIH

320 mg of N-[4-(8-chloro-2-methyl-6-pyrrolidin-1-yl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl}-acetamide are dissolved in 20 ml of ethanolic HCI, stirred at room temperature
20 for 30 min and concentrated. The residue is taken up in HoO and freeze dried.

Example 26: N-[4-(8-Chloro-2-methyl-6-morpholin-4-yl-1,2,3,4-tetrahydro-isoquinolin-4-

yl)-phenyl}-acetamide, trifluoroacetate;



with the Natomto which they are bonded a 5- or 6-nenbered ring; R42 H or
ChhH2hh+1 10 hh 1,2,3,4,5,6,70r8; it being possible for one or nore H atons
in the group ChhH2hh+1 to be replaced by F atons. 8. The use as clainmed in
claim?7, characterized in that conmpounds of the fornmula I are 15 used, in
whi ch the nmeanings are: Rl, R2, R3 and fll i ndependently of one another, H,
F, C, Br, I, CN, NO2, OH NH2, CaH2a+1 &ycloalkyl wth 3, 4, 5o0or 6 C
atons, OCbH2b+1, COOR10; a and b 20 independently of one another 1, 2) 3 or
4, it being possible for one or nore H atons to be replaced by F atons; R10
H or CcH2c+1l; ¢ 1, 2, 3 or 4, it being pogsible for one or nore H atons to
be replaced by F atons; 25 or Rl, R2) R3%and R4 i ndependently of one

anot her 5- or 6-nenbered heteroaryl sel ethed fromthe group consisting of
pyridyl, imdazolyl, pyrazolyl, pytol yt riazolyl, tetrazolyl, thiazolyl
and oxazolyl; 30 or Rl, R2, R3 and R4 262 |nde~pendently of one anot her
CONR11 R12 or NR11 R12; Rll and R12 |ndently of one anot her H,
CeH2e+1l, CrrH2rr-1; a 1, 2, 3 or 4, 57Yr>3> 4, 5 or 6, it being possible
for one or nore H atons in the groups CeH2e+l and CrrH2rr-1 to be repl aced
by F ato F el
NNl ot R T arenen L8RS ibgo P naisap o MR TG dBSHIRArh Hanih 2B eiG -

N- et hy| fitope Napd- (ﬁabitdﬁm -8-qhilorer 2:metbwt hl3, 4-r1iehr@‘mdro-n$rmmlytbllre4 yI) phenyl]-
plperldlno h or d R12 1 ether with the N ato ch they
B & bonadusianiue Bleapie2 il molPhal T AE kb mAiarSainan Slcadeliase. o
morphsllm@udwagbyerfuﬂﬁérmmoaiianidhom afive/HPLOone anot her COR14, CSR14,

CONHR14, CSNHR14 20 or SO02R14; R14 CgH2g+1; g 1, 2) 3 or 4, it being
possi ble for one or nore H atons to be repl aced by F atons; or 25 Rl, RZ,

Ch o PSR chefos. apthe iy R O L

at ons t o isuirglinad-¢i]- pmenryl}mmm&@ I 1 2 or 4, it being possible for
one or nore H atons to be replaced by F ato 263 R17 and R18

i ndependently of one another H, CrHZmt1. |n Whi ch the first CH2 group
bonded to the nitrogen is replaced by CO ayl the second CH2 group is
replaced by NR19; 5 m1l, 2, 3, 4 or 5, it ng possi ble for one or nore H
atons in the group CrH2m+1l to be re ed by F atons; R19 H or CnH2n+l1l n 1,
2, 3 or 4; 10 it being possible for pe pQre H atons in CnH2n+l to be
repI aced by F atonms; or R17 and R18 together ai th the N atomto which they
are bonded a 5- or 15 6-nenbered ring; R9 H OpH2p+1 CssH2ss-1 p 1, 2, 3
or 4, ss 3, 4, 5 or 6, it being possible for one or more H atons in CpH2p+1
an d (1:@ s H:Ereparation liakesplhae énl ahgloBy 46 thes meRifiodREestribeaHA exbmplerER statting

dent | f 1 2, 3.0r 4, it bei i bl
For one SN U ARG A oS- dnatnihf 2ekeriptrayrd-Seauiaplt o0 B Ia: one:
25 R22 Qa'datahlndé (éxarhple324¥ arfd N'-rhehgl Bg)dpg;_qﬁébl e for one or nore H atons in
CuH2u+1 to be repl aced by F atons 7, R8 and R9

27a: N-{4-[8-Chloro-2-methyl-6-(4-methyl-piperazin-1-yl)-1,2,3,4-tetrahydro-isoquinolin-
15  4-yl]-phenyl}-acetamide, hydrochloride;

x HCI

220 mg of N-{4-[8-Chloro-2-methyl-6-(4-methyl-piperazin-1-yi)-1,2,3,4-tetrahydro-
isoquinolin-4-yl]-phenyl}-acetamide are dissolved in a little methanol, diluted with 2 N
HCI and freeze dried, resulting in 226 mg of the desired hydrochloride.




30 i ndependently of one anot her OSO3H) SO03H or S02R23; 264 R23 CnnH2nn+1
~ CmH2mm 1, OCppH2pp+1 or NR25R26; nn and pp i ndependently of one anot her
1, 2, 3, 4 or 5, Mm3, 4 5o0or 6, 5it being possible for one or nore H
atons in ChnH2nn+1 CmH2mm 1 and OCppH2pp+1 to be replaced by F atonms; R25
and R26 i ndependently of one another H _CN or CZH2z+1, in which the first
CH2 group bonded to the nitrogen is repléged by CO or 10 CS and the second
CH2 is replaced by NR27; z 1, 2, 3) 4, 5 or 6; it being possible for one or
nore H atons in CZH2z+1 to be replaced by F atonms; R27 H or CaaH2aa+l 15 as
1, 2, 3 dxample28o&-{#3[8:Chkirdi6e(clyolopearsylmethyiamind B2-enethiin1 Sitletratiydro- be
replaced by F atons 5 and 6 .20 to ether with the N atomto which
they arel 'mﬁtrlﬁhena , PYREpchigride>7 and a CH2 group of R25 or
R26 together with the N atomto which theyocare bonded a 5- or 6-nenbered
ring; 25 or R7, R8 and R9 independently gf~one another NR32COR30, NR32CSR30
or NR32S02R30; R30 H, OH, CccH2cc+1l, CyyERyy-1, pYrrolidinyl or

pi peridinyl, in which rings a CH2/group y be replaced by O or NR33; 30
R32 and R33 i ndependently of one andt her or GRH2h+1. 265 cc 1, 2, 3) 4,
5 6, 7 or 8, yy 3) 4, 5o0or 6; h 1 78 4; it being possible for one or
nore H atons in ChH2h+1 to be repl acedby =5 atons, and it being possible
for one or nore H atons in the groups &ccH2cc+1l and nyHZyy 1 to be

ind for ETbeREANOBIBKE BB ABBIoGYdA T mehed dRE s TP S SRS
SO2R68§; Jberth-M-(G?-bro?no-‘StR%l'ﬂord-? n?éth?l?j Q%&h@ﬂr@h dtb- |§15tﬁnﬁ’6llrim{¥§| nge?'%/gm; to

be replaced by F atons ssi bl e

for one @cetanideriexampie %)amcewmdpwynstmamme Ibecmrmatagoqmytem Wi th

- “or o nilkadiel Fah Rllowed S R birME Rl At pssh et Mo h e G °
sel ect ed donfiiBuniewds disgoRRddRISN HEINEileted Rith Hyo andrrréezebﬁéd pyr azol yl,

pyrrolyl, triazolyl, tetrazolyl, t hi enyl, thiazolyl and oxazolyl, which are
unsubstituted or substrtut ed by up to three substituents sel ect ed fromthe

group.consi sting of F, oH2q0+1 ~ 70R71, 25 R71

i ndeggnd nplg 29 éé(Ga%gﬂ‘:FM‘PmF? -mesth ﬂzﬂéﬂ“ 6?tr@R!§79"SWW”"Z}YD?%8WPXMD uu
and ~rv iﬂyﬂﬁgmﬂy of one another 1, 2, 3 or 4, 266 it being possible
for one or nore Hatons in the groups CooH200+1 ~ CuuH2uu+l1 or CvvH2vv+1l to
be replaced by F atons; or 5 R7, R8 and RY iindependently of one another H,
F, C, Br, I, NO2, CN, OH NH2, CeeHee @®~-1, OCttH2ff+1, NRAORA4L,
CONR4OR41, COOR42, COR42 or OCOR42; ee ang ff 10 independently of one
another 1, 2, 3 or 4, w 3, 4, 5 orcg bei ng possible for one or nore H
atons in the gr oups CeeH2ee+1 CN, ~, H2 and OC~H2~+1 to be replaced by F
atons; R40 and R41 15 H, QtHtt+1 or NHNH2 ; tt 1, 2, 3, 4, 5, 6, 7 or
8; it being possible for one or nore Hatons in the group CGttH2tt+1 to be
repl aced Ibgerrmedtaterﬁ Ethyl Beadetyl-2xhydRxy-hemzbatesel ect ed i ndependent |y of one

anot her dr oxyet t hyl am noet oe hyl
pyrrol i d| B d%‘?@t%‘%&ﬁ??‘%&@{‘ﬁ?t: acﬁb%pg%%gf B'ﬁﬁh?'i\/m)@t hyl
or pHBer irganestkiown &therskited vadgvteR41 together with the N atom to which
they are bonded forma ring selected fromthe group consisting of

pyrrolidine, piperidine, N nethylpiperazine, piperazine and norpholine; 30
AL |ﬁ¥é‘?H%E!i?at& Zbgth]yl 52(’2-63ro9r§o-§éetyl)-2-hydroxy-benzoate

is prepared from ethyl 5-acetyl-2-hydroxy-benzoate by a known method in analogy to

the process described in example 1, intermediate 2.

20
Intermediate 3: Ethyl 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-
hydroxy-benzoate
The title compound is synthesized by the synthetic route described in example 1,
starting from ethyl 5-(2-bromo-acetyl)-2-hydroxy-benzoate and 2,4-dichlorobenzyl-

25  (methyl)-amine (see example 1, intermediate 1).



267 it being possible for one or nore H atons in the group ChhH2hh+1 to be
replaced by F atons. 9. The use as clained in claim?7, characterized in
that the nmeanings in formula | are: 5 Rl, R2, R3 and R4 independently of
one another H, F, Cl, Br, OH NH2, CaH2a+l, cycloalkyl with 3, 4, 5 or 6 C
atons, OCbH2b+1; a and b in the groups H2a+1 and OCbH2b+1 i ndependently
of one another 10 1, 2, 3 or 4, it bein %ossi ble for one or nore H atons
to be replaced by F atons; or Rl, R2, R3 and R4 independently of one

anot her NR11 R12; 15 R11 and R12 i ndependently of one another H CeH2e+l,
CrH2rr-1; a1, 2, 3 or 4, rr 3, 4, 5or 6, it being possible for one or
nore H ato i the H2e+1l and Crr.H2rr repl aced b

at ons; %@q %o'ﬁé nf‘%bé@tjﬂér C&tptﬁal’g ONF%QLBH?H%“"W%H‘YSW Qﬁ'@%ﬁégd
forma ri { b

N e L S e G e S L T

i ndependéwydwydiermeteaam hydrolyerddn aasthanol2ONHEQH, mmﬁmelma menoer lsmmtu
R14 H2 2,3 Or ssible for one or nore H
atomsc?t OQIB%SM%(%&/@& {}egltg}q)wé ﬁ&oftﬁlfe‘?wg % and R4 5 independently of
one anot her OSO03H, SO3H, SO02R15; R15 CkH2k+1 or NR17R18; k 1, 2, 3 or 4, it
bei ng possible for one or nore H atons to be replaced by F atons; R17 and
R18 10 i R98pBrBébichiarp-Bmetayict, Bd:4-teteahydnedsaguinatingd-yd-2-Bydroxgbesizoict

bei ng po%?‘cp gd&@q% e or nore Hatons in the group CntH2mtl to be repl aced
by F ato and R18 together with the N atomto which they are
bonded a 5- or 6-nenbered ring; RS H, CpRR2pl, CssH2ss-1; p 1, 2, 3 or 4,
20 ss 3, 4, 5 or 6, it being possible f onena0r noOre H atoms in CpH2p+l
and CssH2ss-1 to be replaced by F atons~R6 H, CH3; R7) R8 and R9

i ndependent|y of one another OSO3H, a0 S02R23; 25 R23 CnnH2nn+1 or
NR25R26; nn 1, 2, 3, 4 or 5, it bein stIe for one or nore H atons in
CnnH2nn+1 to be repI aced by F atoms; 'r and R26 269 i ndependently of one
another H, CN or CZH2z+1, in which the'first CH2 group bonded to the

ni trogen 352 mgm mdlgl@ﬂtmréé acid 5116, sLdienpas-2nfefhyR 1153 uetetrafgdroby NR27; z
1, 2, 3, 4, 5 it being possible for one or nore H atons in CZH22+1

to be repﬁ%’é@'lﬁ‘y4'5‘|)%Bwoxmn@@ra%m@d&wlv&d in 10ml f il M NaQH pdiluted

possi bl e t gq@!]—i aced by F atons;
or R25 ar&%géeaorg{e{rﬁ&r k%(ﬁ @E@It'hg "-}87 Wﬁl ce#'t[ gélz'wf)’onded a 5- or

6- menbered ring, 15 or R27 and a CH2 group of R25 or R26 together with the
N atomto which they are bonded a 5- or 6-nenbered ring; or R7, R8 and R9

20 i ndepdx@smle B0oH-(618Diahdorne?-matBd ORI -tetiRIBOBRED quinAliR32 B 28] roRgIN-H,
OH, cH2cgl ~ Ye rrolidinyl or piperidinyl, in which rings a
CH2 ﬁou?%ai'-%%"%iﬁﬁéc @UBE}%GQ ©\R33: R32 and R33 H CH3 or CF3; cc 1, 2,

3, 4, 5or 6; 25 yy 3, 4, 5, 6, 7 or 8 M § being possible for one or nore H
atons in the groups CccH2cc+l and Cyy “to be replaced by F atons and
for one or nore (CH2) groups to be re by NR31 and for a (CH2) group
to be replaced by O R31 H nethyk CF3,., CH2CF3) acetyl, propionyl,
met hanesul f onyl or

The title compound can be prepared starting from 5-(6,8-dichloro-2-methyl-1,2,3,4-
tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic acid in a TOTU-mediated reaction with
methylamine in analogy to the method described in example 7.

20
Example 31: 5-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-
hydroxy-benzamide, trifluoroacetate;



30 et hanesul fonyl ; 270 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 5
R30 pyridyl, imdazolyl) pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,

t hi azolyl or oxazolyl, which are unsubstituted or substituted by a maxi num
of 3 substituents selected fromthe gr0334consisting of F, C, nethyl,
ethyl, trifluoronmethyl, NH2, NHacetyl; 10 R7, R8 and RO i ndependently of
one another H, F, Cl) OH NH2, CeeH2ee+l ~ OmwvH2ww 1 OC~H2~+1, NR4OR41,
CONR4OR41, COOR42 or OCOR42, ee and ff independently of one another 1, 2, 3
or 4, 15 w 3, 4, 5 or 6, it being possiblle for one or nore H atoms in the
groups CeeHee+l C~H2~, 1 and OCtt H2~ ro e repl aced by F atons; R40 and
RA1 H CitHtt+1 or C(NHJNH2 ; 20 tt 1 , 3 or 4; it being possible for
one or nore H atonms in the group G {HRAFL to he replaced by F atons; or
R40 and R41 25 independently of onet er hydroxyet hyl,

N, N- di met hyl am noet hyl, N, N-di et hyl afi noet hyl) pyrrolidinoethyl,

N- net hyl pi perazi noet hyl, pi perazi noethyl, norpholinoethyl or

pi peri di det titld coropowad cam theprepa@dt sigringdromiS-(6, 8-dichibrat >metbyivh2 @34+ hey

o o e o ey O SRS s i T BYGF e Bl et v
possi bl e dijlagire P ariBRoGy F& HeAfBtHoA qér&riséewe@m?@hﬂ to be replaced by F

atonms. 5 10. The use as aimed I1n claim7, characterized in that the
conpolinds of the fornula | are selected fromthe group consisting of: 1)

Nt aut wEXEHle ¥2° 576 B b Ioro Frriethyt £ 2 FAASH Sy ModUndi-A 8l e

4- ( g, 8- gi)diﬂﬂbﬂfWrﬁmﬁeéthyﬂ)-—Zahg'dﬁ)xﬂcﬁeﬁ{zfaﬁﬂblé!t@iflh§%%bf§!é;i n-4-yl)-benzenesul fon
am de;
3-(6,8-dichloro-2-nethyl-1,2,3,4-tetra vd 0>L§bguinolin-4-y|)-benzenesu|fon

am de; 4) N
4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetralydro-i soqui nolin-4-yl)-N, N-di nmet hyl
benzenesul f onam de; 5) c X TFA

4- (4- br onp- phenyl ) -6, 8-di chl or o- 2- vD1, 2, 3, 4-t et rahydroi soqui nol i ne; 15
6) 4-(6,8-dichloro-2-nethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)-benzoic
acid; 7)

4- ( 6, 8- dildel leocampetmd can be, mepanest statipdrfeors &g, Srdidhiore-2-4methylet,Byd,4-benzam
i de; 48) . T . - . . .

a- (6] B RSOSSN 2 YOOy AR RI AU P TR TH-megplechisaet) Wiens o
m de; 9) N1,N1-dimethyl-ethane-1,2-diamine in analogy to the method described in example 7.
4-(6,8-dichloro-2-nmethyl -1, 2,3, 4-tetrahydro-i soqui nolin-4-yl)-N-(2-dinethyl
am noet hyl ) - benzam de; 20 10) . . .
o B ° Eefple 33 Nefs- (b 4-bieRbRAS &1 2 2Bk bhyodsdautnbifit-AIEY of soaut 1
[ 4-( 6: 8- diydrxyrlberzayltgudniding; 3, 4- t et r ahydr oi soqui nol i n-4-yl ) -phenyl ]-di eth
yl -am ne 12)

6, 8- di chl oro- 2- met hyl - 4- (4- pi peridin-1-
ol ine; 13)
6, 8-di chl oro- 2- et hyl - 4- (4- pyrrolidin-13yl - phenyl )-1, 2, 3, 4-tetrahydroi soqu
nol i ne; 14) ¢
6, 8- di chl or o- 2- et hyl - 4-[ 4- (4- et hyl
ydro485 i soquinoline; 15) a
6, 8-di chl or0-2-cycl opropyl -4-phenyl -1, 2 3. 4-tetrahydrol soguinoline; 16)

0. (6. B i 5ras PRTARSHD Ry I8 Bis Ao icoa SOLHBMRIE-$0 8-136 YOmRBI! ant ne:
17) -~ . .

1-1 4- (6, “GrENS Mydrochioride;in 19 mlof abs, DMF And Stired 28 rogm empsIAiure iy 1. 3
propy! ur & mB0 AL8glution of 950 mg (2.5 mmol) of ethyl 5-(6,8-dichloro-2-methyl-1,2,3,4-

rlmg ﬁyl( 6,’[ ﬁé@%l}?@f-rigdczﬁfjgo?ltﬁglyi)}2-%ygr‘o£>1<-yzbeetnrz%g ed(e?(-almsp?g 'éb?%térrr]ﬁéldigtle)é)eﬂ Wml 3
; L;‘?bﬁ’r S);%ggi))mmis%d@d)%d%hg mixthiré B StHRMFALrIoRP fth&Hatdte 4oy four RBERY | 1 - 3-
N-[ 4- ( 6- rﬁfﬁimﬁ)efsldhﬂbim,creisermmwwengim i, detectabld) yhie precipitale imfamevied/by - pheny
|] acetargde: 5 21 . . . . . .

N a2 attion Wi slstion andthe salventis apmoved i vARIG: The SSRGS (9N YR IR ani o
e; 22)

N-[ 4- (6- brono- 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 oro-2-methyl -6-pyrrolidin-1-yl-1,2,3,4-tetrahydro-isoquinolin-4-
yl) phenyl]-acetam de; 10 24)

o ~ T V' 1 a ~ o~ VT T T R T T

Qﬁﬁxl)-1,2,3,4-tetrahydroisoquin

pipeikazi n- 1-yl ) - phenyl -1, 2, 3, 4-tetrah



25)

N-{ 4-[ 8-chl or o- 2- et hyl - 6- (4- et hyl - pi perazin-1-yl)-1, 2, 3,4-tetrahydro-isoq
uinolin 4-yl]-phenyl}-acetanm de; 26)

N-{4-[8-chl oro-6-(cycl opropyl net hyl -am no)-2-nethyl -1, 2, 3, 4-tetrahydro 15

i soqui nol i n-4-yl]-phenyl}-acetam de;

5-(6, 8-dichloro-2-nethyl -1, 2, 3, 4- tetrahifbﬁo i soqui nol i n-4-yl)-2-hydroxy-ben
zoic acid; 28)

5-(6, 8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-isoqui nolin-4-yl)-2-hydroxy-N-m
et hyl beﬁzt‘diHGandZd*)d@@:}ed twice with dlchloromethane The aqueous phase is adjusted to
r50§<$ Eeﬁ%c oka b nieéw}fch Kbla v?f/hgréu%torrlzitngd esire vllgﬂgmdrllneélsepara{\éseéu asa2 hyd
5-(6,8-d I [ I di met hyl
et E?/I:EB'HQ%Q Rgedd'fﬁié}é!b@rﬂgagﬁ% de‘tﬁ gg&@w&‘id’dl’ﬁﬁ’ﬁﬂﬁgms 793 my drthb tifle

N- [ 5- ( 6, Benhpolhdr o- 2- et hyl - 1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl) - 2-hydr oxy
25 benzoyl ] - guani di ne; 32)

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 ]
acet am dexample 34: N-[3- (6 8- chhloro-2 -methyl-1,2,3,4-tetrahydro- lsoqumollln-4-y|) phenyl]-

3- (6, 8-di chl or o- 2- net hyl - 3, 4-t et rahydr 0-i soqui nol i n-4-yl ) - phenyl am ne;
34) acetamide;

2-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl am ne;
30 35)

N-[4-(6,8-dichloro-2-nethyl-1,2,3,4-tetrahW
pr opi onam de; 273 36)

N-[4-(6, 8-dichl oro-2-nmethyl -1, 2, 3, 4 tetrd

e-i soqui nol i n-4-yl)-phenyl ]

ydr o-i soqui nol i n-4-yl)-phenyl ]

butyram de; 37) @
N-[4- (6, 8-dichloro-2-nethyl-1,2, 3, 4-t
phenyl ] pent anam de; 5 38)

.Ns([)ﬁté yr &-ﬁx-&s@' %Qgglyloron%t hgthyl 12,3 4-te%rgtt13r/<ﬂh¥gégullngl?nqﬂlyrllo;lutlwgnyl] gcgta%hdeen vt
N-[4- (6, %@'Jé%ﬁr%&%éfagﬁééi% ilide fs prepatéd PANASGY toPRUEYARhEI BLYE MidRiMEsY Fdr 2

2 di met hyl - propi onam

N-[ 4- (6, &xdmple d)rstaﬁmgah'dnynlN-lS-Z,Cét)dl—phenylz)\-laxadtamidemvdi ddidichldrobenzplhenyl ] 10

cycl opro rboxam de; 41 ), . .

N [ 4- (6, STGHSHraPEIeAS¥E MR 11intermetizte; AR JoHTANARARHSBPFRS-4- y1 ) - pheny! ]

cycl obut anecar boxam de; 42)

N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl ]

cycl ¥penExaciple B5xa1f6@eDichB>ms‘§-methyl -1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;

N-[ 4- (6, 8-di chl oro-2- net hyl - ,3,4-tetr kO-isoqui nolin-4-yl)-phenyl]-2,

2,2 trifluoro-acetam de; 44)

N—[4-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et rafiydr o-i soqui nol i n-4-yl)-phenyl]-1

acet yl pi peri di ne-4-car boxam de 45) ©

N-[4-(6,8-dichloro-2-nethyl-1,2,3,4-t $dr o- i soqui nol i n-4-yl)-phenyl] 20

ni coti nam de; 46)

tNhgﬁe( Su%cgl 0 or ni n%fg ro%I N][B%B 8—d|chl%trcr) %h%g{h%l I152 8lﬂ-tr(]a(t)rlalhgdé)-%oqu%o‘ign-ttl-] e

N-[ 4- (6, I RRHE: | phenyl ]

ot hanes u|§ )?namygeagbe%!ﬂ%)%kaﬂwp?e 341y Hd PabsemednRlexanthid h¥;

N , N - di idetmediatend; inthe ptésehosi afldodilm 2theptdigte: 1, 2, 3, 4- t et r ahydr o-i soqui no

l'i n- él yl)-phenyl]-sul fam de; 49)

N-[ 3 96 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]

IOr OIOI onamExa@ipledB: 2- 16.8- chhloro Zmethyl1,2.3 4-tetrahydro-lsoqumolln-4-yl phenf)]llamme
N-[3 (68d|chloro- -nethyl -1, 2, 3, 4~ t et rahydro-1i soqui nol i n-4 enyl ]

butyram de; 51 )

N-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-t et r ardg, 0- i soqui nol i n-4-yl ) -phenyl ]

pent anani de; 274 52) a

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

Cl

advydr o- i soqui nol i n-4-yl)

Intermediate 1: N-[2-(2-Bromo-acetyl)-phenyl]-acetamide;



10 aget ylsatmetedisasdiu#r !mearlmanaté slutigiPand brine, dried over sodium sulfate and
N-[2-(6,8-Dichl oro 2-methyl -1, 2, 3, 4-t etrahydro-i soqui nolin-4-yl)-phenyl]-ne
t hane Su|qo(5rﬁgp,§rgt@ ing rotary evaporator. The crude product (20.4 g) is pure enough

[

21; hgn(egu% bH?ﬁgfme%rgmhhér foantidn! et rahydr o-i soqui nol i n-4-yl)- phenyl]
N
I

onam
, N -di met hyl am no- N-[ 2- (6, 8-dichl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui no

4y|)

i sobutyram de; 53)
N-[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-2,
2 di met hyl - propi onam de; 5 54)
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nol i n-4-yl)-phenyl ]
cycl opropanecar boxam de; 55)
N-[3-(6,8-dichloro-2-nethyl-1,2,3,4-tet r1zlﬁydro i soqui nol i n-4-yl)-phenyl]
cycl obut anecar boxam de; 56)
N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl] 10
cycl opent3§lng<¢@.r1135mh) OEN- (Q?Acetylphenyl) acetamlde (prepared by acylation of
l;l— [23t E |6f| g %?&gior ) -qp@nmt exf th acetyl’ Shibfad A0%aLonhSS g?IFrLIJ(tjarsl'.thr4 A¥<|)|)s-‘?§r$1gzrln] 2
N-[3-(6, []1-1
Acety! pi ﬁ%‘?‘?'ﬁ.”*'n‘;* ﬁ“%;ém%%ﬁ APl GRepRRn i 200l g
(2, 3, 4- t caoetinyadich 1i2§’dqlmfrﬂa3%rstre-ngtb HBMngla}:lamacem aeidiate ;addeyl and then, at
mgﬁe Su?pghg%?‘aé{g% I%lmI](O 1’735 o}) of (ljnreoarlesﬁgwbnr%nllrrr] 'ﬁhg lnzixtﬂpee |nsyI J-me
N-[3- (6, %tﬁe@r&tob@naeﬁ?éwﬂméoaeﬁmgm The mmrréré SRFH M8 M5 Foniba-watde 3Kkl
20 et hanesul f onam de;
N , N -di rtepyecipitated m@@%s filteredrafbwith uatarh thoroughly, washed wiily dceswiaterqui no
lin-4 yl) fa
N2 (6, ey S Tl ey brodct gontaingugeadingLiodaPH - nd MR 5rg#
pr opi 0namrdmrs%aﬁdhlbrommated product but is pure enough (about 85% stren th) for
N-[2 6, 8- dj chl or g- 2- met hyl - , 3, 4-tetrahydro-iSoquinolin-4 phenyl ]
butyr mi Cﬂgrthgrg)eactlon
N-[2-(6, g’ gg(ﬁ'o 2-met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl ]
pent anam cJ
N[ 2-(6, 8- di chl or o- 2- met hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-4-yl)-phenyl] 30
[ sobutyr ] de; !69}% ) . ,
N-[ 2- ( 6 medite 25 Nyegr{271(2.#-Dichlotothanzybreethyl-aminalasetyi-abeny)- pheny! ] - 2,
2 di met hy onam de; 275 68)
N[ 2-(6, 863 chI of 0- 2-met hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-4-yl) - phenyl ]
cycl dpr opl@v g6 Rdamimist) ofcB 3 - dlchloro N-methylbenzylamine (example 1, mtermedlate 1)
g/gzlzol(aﬁt ﬁd%ﬁro 2(@@/ 5 oxéné 4‘I'o t‘|:~~E gp drc?eé ?8% | nloe crude proc?u ?nyl ]
N-[ 2- (6, Grah &he Ef&e@rd{?ﬁr‘&)‘ﬁméﬂé’n Jikénisd! didSotde @ 200 I Hidkatey Ahd BBSGAYHE
cycl opent anecar boxani
N-[ 2- (6, riefhylansine- Thenminyre is stirgdiat reprmteyoperatuse qvierightang then fiitesed. | - 2,
2,2 trifl )
N (2 (6, 8 HiAET eRBatc ancthe esidue g anup L giwhaFTtRte 0] pasheryi o

[

L Rtk SN BT 47 Sletlororenzyhyns byt aminshiohydrony-ihylopany . 5

bsur %eta?rﬁbd
(6, 8-dichloro-2-methyl -1, 2, 3, 4-tetrahydro-isoqui nolin-4-yl)- phenyl ] - 3-

n-
[ 3-

t hy

3-

hyl 2(2Qg\pf)th@@rudegyroduct from the preceding stage (about 50 mmol) are dissolved in

2-

y

2-

e
| (6, ?gy r%rg%ﬁo Fnirfan®Y R codled & £54 S BRYSHERth SPSHIOSH Badad, Wil S%Il'}lné 3
(6 8igbrelsigr 4; y%gmgwimdr) &f SodtumeBdraRydHdE inSSsribRO 56 thatthb Inteffpy! ] - 3-

hyl thiourea;

N-{5-[ 4- (temecaturﬂ dees uoh@an 10°€. T he-midurety then styeeinibeiicebath for
phe”%bsu'éoaﬁﬁw 5}16 ét Ei%%YH . mﬂ”&%kar?du)@ bv&‘%?éhqn?he mixture is evaporated, and the

residue is taken up in ethyl acetate, washed 3x with water and 1x with brine, dried

1-
1-
net
1-[
eth
1-[
net



81 ) N{5-[3-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoquinolin-4-yl)
phenyl sul f anoyl ] - 4- net hyl -t hi azol - 2-yl } - acet am de; 82)
N-[4-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-1,
30 dinmethyl-1 H-inidazole-4-su|fonanide; 83)
3-(6,8-dichloro-2-nethyl -1, 2, 3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
nethyl-l H i mi dazol e- 4- sul f onani de; 117276 84)
4-(6,8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]-
oro 1, 3-di nethyl-1 H pyrazol e-4-sul fonam de; 85)

[
di
|
[ 3- (6 Bver sdadhunosmﬂfatebhdIcohcénfﬁatédtnntarmlta«vrewapemwr Mlel arude Yrodydtenyl | -
| oro 3- adge r e-4-s prnanlde 86)
[ 4- (6, §1% rﬁ{ﬁ”’i't “:§P14'f' Idtohy dr o- i soqui nol i n- 4-yl) - phenyl | -
0
[
0

no t hi ophene- 2 sulfonanlde 87)
3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-
no t hilolemaediate 4u1|-f(2mmnndephé33']) 2-[(2,4-dichloro-benzyl)- methyl amlno] -ethanol;

[C 156,[ A IO@({]‘QI!,J%E:O %%fﬁ@gﬁ{ f(gwgthﬁ@éeé%%g g%/adgreoarlesé) $50 \r/]é)c! in 300 Xﬂ of %e?“gncll
[C (6, S0l RhbREde2 hi8fdeWlorit, a’en@afe ?G@écﬁ%tﬂe'rﬁ&%bﬁ@bhﬁe&ﬂbb“@'?&% h:

Ozozgzgzgzgzwzw
00 ¢ g o a

3-
trifluoro-nethanesul f onam de;
- (6, 8- diTdtel mixture-isallayed 10 2oal and @tnwwdnraionrg;aiqmamdlmﬁ pH i8 gdjpstedyto] - 2, 2, 2
1 - onani de: 1 . .
[\ 6. 8- iR 2 MR A9BSR NAGH) Tk proryet s ragiach ity R gRStalm AR e, 2, 2
fluor %oﬂ%ﬂiﬁé@é%ﬂré&@% URish8d)with brlne drled over sodium sulfate and evaporatedI

N-eth - Di chl or o- 2- et hyl - 2,3, 4- t et rahydro-i soqui nol in-4-yl)
benzéées ] hedyfydgrpé@ducg:@ 9 g) contains some sodlum chloride, but this does not interfere

ﬁeﬁggﬁégdﬁ?’ﬁ%ﬁ$ g&ﬂ%gﬁp 2-met hyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl) 20
-net hyl - 4-phenyl - 1, 2, 3, 4-t et r ahydr o-i soqui nol i n- 8-yl am ne; 95)

?ad%ﬁ]“'@giezéﬁé’iﬁt (2 ey Bt Al DS O A RS IE BN : o7)

1 1

(B anm 55781 the bnte gLt frorh (e préGediRg iy arbficdifed 135 ‘fﬁ" 55

L e o s eo's T“ﬁf“’"b)aq”'?m'?ﬁdmoﬁenm
am np - - :

1058) 2 Ao yioes e ikt it elited M thodceb B IoLA R & e Afowes Siowly |

30 200 2245 TN Slf'"%'"ﬁe"%“@“l“z%s G Syerhiti! THE boolSa thiktRe e Bret et

4- (3, 4- diarkll ade gikaline Y pB- 0 hyith Sodiudy hydrexidensalution. §I'dmmngamofw)a3905)

4-(3, 4- d's%Bl Pat8d %PF{W gq&eéﬁtmése%s%a%k-e)&r% HAYAWAR ey ‘e'?1 éh’?orndey SHg ne;

277 106)

4- ( 220- dithé conbirdtEoiganic’p iasdeyare washbdAwitie WatéryaHdNa S dHigdodvar-sBdidnani ne;
107) 4-(3-chl oro-phenyl)-2-methyl -1, 2,3, 4-tetrahydro-isoqui nolin-8-ylam ne;
108) 2, 4-syifate and evapdratgd.- 1, 2, 3, 4- t et r ahydr o- i soqui nol i ne; 109)

2- butyI 4- phenyl -1, 2, 3,4-tetrahydro-isoquinoIin-8-yIanine; 5 110)

N ( 2- et hyl - 4- phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i n-8-yl)-acetam de; 111 )
- chl or o-GemarahiietHocofoe rpyépeinnfg tBetonepaattistfexasples BDto 77; 112)

A L AR R e S 9
- frg bﬁf 0~ 5%@%’ ﬁé}*ﬁ?éﬁiéﬁeh ?a£§ érﬁrécﬁlde@hﬁﬂi S’nﬁl%‘?ﬂiﬂﬂib}brﬂ%ﬁbéaﬂéi fel)-@.om ml

oXYy- t hyl - 4-phen t et rahydro-i soqui nol' I ne;
- et hyl - 40@5emynol)10f2tneth44amm|eah)addedl AbQIC,reosolntion of 7)1 equivalents (0.55 mmol)

- hyl - 4- h |-1,2, 3, 4- hydr o-i | 1 . ] )
i Ll A oo Tn B! GCHOHTRePEE iR 0nET: atile midwe is stigpd
- (4- br orgyephigRtWhil® warirg S FordvémRUPY it islfilferéd ZmbStderiofichverit OTiHe ReXidne::

15 120)
2- et hy| -igdjsiselved-in 20-ml of ethyk acetateranchywashed osca eaeh mwithyafbstiengtui nol i ne;

122) 5969%0‘%@3 Xl '}tﬁﬁeﬁﬁ@ﬁgfﬁ’a‘{sﬁ@‘é{w&i@%@ﬂ fort e EXPRBARACH e sohBxy

6, 8- di chl; 4-t etrahydro-isoqui noline;
124) 6, 8'%?@ Ioro %h rPEﬁﬂ%&%n%vﬁ%kgﬁhgﬁigte rahydr o-i soqui nol i ne; 20
125) 5, 6-di chl or o- 2- nethyl 4- phenyl , 2,3, 4-tetrahydro-isoqui noline; 126)
6, 7-di chl or o- 2- net hyl - 4- phenyl - , 3, 4 tetrahydro i soqui nol i ne; 127)

8- br ono- 2- net hyl - 4- phenyl -1, 2, 3, 4 tetrahydro i soqui nol i ne; 128)
6,8-dich|oro-4.-(4-ch|oro-phenyl)-2-nethy|-1,2,3,4-tetrahydro-isoquinoIine;
129) 6, 8-di chl oro-2-cycl opropyl -4-phenyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne;
25 130)

-

- (
i
e

U'II\JI\)OO-&CDN

-hCDNI\)CIDCDNCO\I

o~ N I L I ~ 12 1. a ~ o~ VT T - = s



pr opi onam de; 278 134)

2-am no- N-[ 6- (6, 8-di chl or o- 2- net hyl
135)

2, 6-di am no- N-[ 4- (6, 8-di chl oro- 2- et hyl

enyl] butyram de;

) phenyl ] -hexanam de;
N-[ 4- (6, 8-di chl oro-2-nethyl -1, 2, 3, 4- tet?ﬁ%ydro i soqui nol i n-4-yl)-phenyl]

pyrrolidi ne-2-carboxam de;
N-[ 4- (6, 8-di chl oro-2-net hyl -

i soni cot Tablei He;

N-[ 4- (6, 8-di chl oro- 2- net hyl
H 10 pyrrol e- 3-carboxani de;

138)

-1,2,3,4-tetrahydro-i soqui nolin-4-yl}-ph

-1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl

, 3, 4-tetrahydro-isoqui nolin-4-yl)-phenyl]

-1,2,3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1
139)

4-yl)-phenyl]-1
4-yl)-phenyl]-1-

- 4-yl ) - phenyl ]-1,
-4-y|)-phenyf]-4-
+4-yl ) -phenyl ] -2,
+4-yl)-phenyl]-1

r4-yl)-phenyl]-1
- 4-yl ) -phenyl ] -3,
L 4-yl)-phenyl]-1
+4-yl ) - phenyl ]-3

t 4-yl ) -phenyl ]-2
. -yl )-phenyl]-2
qui nol i n-4-yl)-ph
qui nol i n-4-yl)-ph

N-[ 4- (6, [B-diThioro- FT_ré'&IrE . 2, Précr&gfgNydr o- 1 soqui nof T ny
H pyrr ol leEZafplddxam

N-[ 4- (6, 8-di chl or|o- 2- mnﬂhpl- 2, 8cid chigridehydr o- i soqui nol i nt
met hyl pi - 4 carbax —15-141 )

N-[ 4-(6,8-di chl or|o- 2- met 3 4- tetrah dro-isoaﬂippli
4 dinmethyl-1 Hpyrrole- lam de: 142) )

N-[ 4- (6, 8-dichl orjo- 24 ,.,3,4-tetrahJ i i i
nitro 1 HpyWhold-2-c 1 c

N-[ 4- (6, 8-dichl or|o- 2- 3,4-t t r ahy

5 20 dinethyl -1 Fprrroie 3 carboxanide;_lz

N-[ 4- (6, 8-di chl orjo- Exn®f hint.-11, 2, 3, 4-t et r ahydr o- i Soqui nol

H i m dazple—4 “ﬁfh“xanida¢

N-[4-(6,8-dichlor ,3,4-tetrah)dro i SO

met hanespl f onyl - gi r boxami de; 25 146) "

N-[ 4-(6,8-dichl or , 3, 4-t et r ahy

5 di net hyl - B& py X amden 147
N-[4-(6,8-dichlor , 3, 4-tetrahy oqui nol

H pyrazo| e-4. -car 1 de;

N-[4- (6, [8-dichl orjo- Bxnd? hipit.-11, 2, 3, 4-t et r ahydr o-i%oqui nol
30 trifl pererethy 17F¥pywuLur{ 4—car-bexam

N-[ 3-(6,B-dichlor 4,3,4-tetrahydro-iso

met hyl anj no- acet gm 0) "

N 3-(6, 8 dichlorg 3, 4-tetrahyd

di met hyl am ni® acel

2-amno-N-[3-(6, 8 thyl -1, 2 3, 4

enyl] prppi onam de;

2-am no-N-[ 3- (6, 8-dEﬁhn6rbm21nEthyl-1,2,3,4-tetréhydro-iso
enyl ] bupRHam-de+—153)

2, 6-di anmf no-N-[ 3-( 6, 8-di 2- et hyl

) phenyl | - hexananj de;

N-[ 3- (6, B-dichl or
pyrrolidj ne-4Q car
N-[3-(6,B-dichlor
i soni cot | nam de;

N-[ 3- (6, B-dichl or

156)

, 3, 44t et r ahy
cl
, 3,4-t trah)

o- ERné?hvm 1,33, 4 tetrahydro i

da
X —6€;

-1,2,3,4-tetﬂh?ydro
HN

i soqui nol i n-4-yl

4-yl)-phenyl] 10

14-yl)-phenyl ]

14-yl)-phenyl]-1

H pyrr ol p—3—ea+rbopx

[ 3- (6, B-dichlor
3-(6, B-dichl or
3-(6, B-di chl or

pyrrol pg-2-carbo

'Ehyl p per‘Hji ne
[

Ex. 17, Int. 1

, 3, 4-tetrahy

, 3, 44t et r ahy

;1 Cl o

, 3, 4-tBtrahydro-
o]

7qui nBf i n;

14-yl)-phenyl]-1
{4-yl)-phenyl]-1-
4-yl)-phenyl]-1,




20 di nethyl -1 H pyrrol e-2-carboxam de; 160)
N-[3-(6,8-dichloro-2-nethyl -1, 2,3, 4-tetrahydro-isoqui nolin-
nitro 1 H pyrrol e-2-carboxam de; 161)
N-[3-(6,8-dichloro-2-nmethyl-1, 2,3, 4-tetrahydro-i soqui nol i n-
5 dinethyl -1 H pyrrol e-3-carboxam de; 2? 162)
N-[3-(6,8-dichloro-2-nethyl-1,2,3,4-tet é%ydro-isoquinolin-
H i mi dazol e- 4- car boxam de; 163)
N-[3-(6,8-dichloro-2-nmethyl-1,2,3,4-tetrahydro-isoquinolin-
met hanesul f onyl - pj peri di ng€2 4- car boxam de; 164)
N-[ 3- (6, 8-di chl orp-2- net -1,2,3,4-tetrahydro-isowjh@olin
5 30 dinethyl -1 H-pygazol - 4-car boxam de; 1 '
N-[3-(6, 8-dighl orp- 2- -1, 2, 3, A\t et pahy [ [
H pyrazol e- 4- car bpxam dg~"~ 280 166) &
N-[ 3- (6, 8-di chl or p- 2- hyl -1, 2, 3, 4-t gt r ahy
trifluoropnmethyl-1 ngzg#e 4-|car boxam de;
1-[2-(6,8-dichlorp-Z-nethyl-1, 2, 3, 4-t et rahy
et hyl thiourea; 5| 168) &
1-[4- (6, 8-di chl or p- 2- net -1, 2, 3, 4-tetrahy
et hyl thiourea; 169)
1-[ 3- (6, B- di g4l or p- 2¢ -1, 2, 3,{&-\t et rahy
et hyl thiourea; 1f0) N c
3-[3-(6, 8-di chl or p- 2- hyl -1, 2, 3, 4-t ¢} r ahyf
1 10 dinmethyl -urepn; g7
N—[3-(6,3-dich|oro-%ﬁﬁé?hgpll,2,3,4-tetrahy
met hyl pl perazi net 1- car boxam de; 172)
N-[ 3- (6, 8-di chl or p- 2- net -1, 2 3, 4-tetrahy
peri di ne| 1- car boxani de; 173)
N-[ 3- (6, 8- di g4l or p-2° -1, 2, 3/4-1etrahy
nor phol i ne- 4- car bpxani dg~174) | cl
N-[3-(6, 8-dichlorp-2-nethyl-1, 2 3, 4-tefrahy
pyrrolidijne-1-carpo 14g€int175)
3-[3-(6,8-dichIora-g-ﬁé?hvpli,2,3,4-tetrahy
1 20 dief{hyl-ureal 176) ]
1-[3-(6, 8-di chl or p- 2- net -1, 2| 3, 4-tetrahy
met hyl ufea; 177)
1-[ 3- (6, 8- di ggl or p- 2° -1,2, 3, fietrahy
(2 di et hyl am no- et hyl a; 2B ¢l
1-[3-(6, 8-dichlorp-2-nethyl -1, 2, 3, 4-t gt r ahy
(tetra h‘dro-fura"l-i&_)ylw)] iea; 179) ,
1-[3- (6, 8-dichl oro- -ﬁetﬁﬁil .2, 3, 4-tetrahyldro-isoquinolin-
(tetra h|lyd ro-pyfa n-4-yl*)-a rea; 180)
3-[3-(6, 8-di chl or p- 2- net -1,2,3,4-tetrahydro-isqé%tﬁolin-
gefgy263g é;é;;ne hgb-pip rigig-4 I)-ureﬁ;d181) . iﬁ<
-[3-(6, 8-di or p- 2- -1, 2} 3 rahydr o-i ssgqui nd i n-
(3 di net hyl am no- pr opy “ret hyl -utea] . 281¢
3-[3-(6, 8-di chl or p- 2- et hyl - 1, 2} 3, 4- €t nahyldr o- i nolin-
(2 di net hyl am no- ¢t )71 hy|] -urea; 183)
1-[3-(6,8-dich|or)-g¥%ézhb liLZ 3.4-tetrahydro-isoquinolin-
(3 di net hyl am no- ea; [184)
1-[3-(6, 8-di chl or -1, 2} 3, 4-t et rahyj
(2 net hoxy-et hyl)
1-[3-(6, 3-di gpl or -1, 2} 3, 4-telrahy
pyridin 3-yl-a reg; ~ N el

| ~

N

Ex. 17, Int. 1

4-yl)-phenyl]-4-
4-yl)-phenyl]-2,
4-yl)-phenyl]-1
4-yl)-phenyl]-1

14-yl)-phenyl]-3,
14-yl)-phenyl]-1
414-yl)-phenyl]-3
i4-yl)-phenyl ] - 3-
{4-yl)-phenyl] - 3-
14-yl)-phenyl ] - 3-
14-yl)-phenyl]-1
14-yl)-phenyl ] - 4-

4-yl)-phenyl]-p
4-yl) - phenyl ]

4-yl)-phenyl ]

4-yl)-phenyl]-1,
4-yl)-phenyl] - 3-
4-yl)-phenyl]-3-
4-yl)-phenyl]-3
4-yl)-phenyl]-3
4-yl)-phenyl]-1-
4-yl)-phenyl]-1-
4-yl)-phenyl]-1-
4-yl)-phenyl]-3-
4-yl)-phenyl]-3-
4-yl)-phenyl]-3-
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6)

-[3-(6, 8-di chl oro-2-net hyl -1, 2, 3, 4-t et r ahydr o-i soqui nol i n-
ridin 10 4-yl-urea; 187)

[ 2-(6, 8-dichloro-2-methyl -1, 2,3, 4-tetrahydro-i soqui nol i n-
t hyl pi perazine-1-carboxam de; 188)

-[2-(6, 8-di chl oro- 2- net hyl - 1,2,3,4-tetﬂgﬂydro-isoquinoIin-
thyl urea; 15 189)

[2-(6,8-dichloro-2- net4¥l-1 2, 3. 4-tetrahydro- ISOQUInolln-
di met hyl -urea; [L90) s
[2-(6,3-dich|or3-2-net§w . 3, 4-t et rahydr o-i sog i nol i

di et hyl -urea; 1911

[ 2- (6, 8- di 48l or p- 2-'m . 3, 4otQ1rahy

ridine|20 1-carpoxanmyd

[ 2- (6, 8-dichl or p- 2- ne”hyl , 3, 4- te%rahy

r phol i pe- 4- car bpx 9 )

[ 2- (6, 8-dichl orp- ggﬁgﬁhUﬂ f 3,4-tetrahvdro-i§%quinolin-
rrol i dine-1-carpoxani de) 25 194) 05 0

[ 2- (6, 8-di chl or p- 2- met fy) - 1, 2| 3, 4-t et r ahyldr o- i sod Yol |
dinet1y|anino-nth¥I) urea; 195)

[ 4- (6, 8-dighl or p- 2- y-1234(§etorahy

thyl piperazinetl-ca i de| 186)°st gl

[4-(6, 8-dichlorp-2-nmethyl-1, 2 3, 4- tetrahy
rrolidine-1-carpo 197) ,

[4-(6, 8-dichl orp- ggﬂgﬁﬁ"F ? 2, 3, 4-tetrahydro-isoquinol i n-
t hyl ufea; 28p 198) ™ 0.0
[4-(6, 8-di chl or p- 2- net -1,2,3,4-tetrahydro-isoqﬂrﬂbli

di et hyl - ur ea; 199)

[ 4- (6, 8- di 5tl or p- 2-'m -1, 2, 3, 4-‘?&3@ ahy

di et hyl -urea; 5|200) N\ SNel

[4-(6, 8-dichl orp-2-nethyl - 3,4-hetrahy

di et hyl am no- et a 201 )

[4-(6, 8-dichl or -g¥%égﬁhﬁ ] 2, 3. 4-tetrahy

ridi ne|l-carboxam de;

[4-(6, 8-dichl orp- , 3, 4-tetrahy
rpholine-4éﬁarb o

[ 4- (6, 8-diehlor 3,4<tﬁ( ahy

rmam de; 204) o

-(6,8-dichloro-2 , 4-t et rahydr

am ne; |15 205)

[ 4- (6, 8-dichlor . 3, 4-Tetrahy

di et hyl - ur ea;

[ 4- (6, 8-dichl or , 3, 4-t et r ahy
yl -4 met hyb2pi p ox ide. ~907)

[ 4- (6, 8-dichlor 3,4-teﬂrahy

3 20 ttinethyl-

[4-(6, 8-dichl orp- L 3, 4-t et r ahy|dr 0-i5oqui nol i n-
yl pi pgridinme=t 209) -

[ 4- (6, 8-dichlor . 3, 4-t et r ahyldr o-i soqui nol i n-
rphol i me-4-carb D)

[4-(6, 8-di ghl or 3.A4-tetr aty
yl pyrrolidine- 11

[ 4- (6, 8-dichl or 3,4-tetPahy

di met hyl am no- ¢ -urea; 212)

-[4- (6, 8~dichlor 234t etrahy

30 di et hyl - 1- et

[ 3-(6, 8-di chl or 3, 4-tetrahy

rmam de;

54 )ﬁ(c'
o)

4-yl)-phenyl]-3-
4-yl)-phenyl]-4-
4-yl)-phenyl] - 3-
4-yl)-phenyl]-1,
4.-yl)-phenyl]-1
4-yl)-phenyl]-p
4-yl) - phenyl ]
4-yl) - phenyl ]
4-yl)-phenyl]-3-
4-yl)-phenyl]-4-
4-yl)-phenyl] 30
4-yl)-phenyl]-3-
4-yl)-phenyl ] -1,
4-yl)-phenyl]-1,
4-yl)-phenyl] - 3-
4-yl)-phenyl]-p
4-yl)-phenyl] 10
4-yl) - phenyl ]

yl ) -phenyl]-neth
4-yl)-phenyl]-1,
4-yl)-phenyl ] -ne
4-yl)-phenyl]-1,
4-yl)-phenyl]-ne
4-yl) - phenyl ]
4-yl)-phenyl ] -ne
4-yl)-phenyl]-3-

-{4-yl ) -phenyl]-3,

4-yl)-phenyl ]



283 214)

[ 3-(6, 8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-neth
yl am ne; 215)

N-[3-(6, 8-di chl oro-2-nethyl -1, 2, 3, 4-t et rahydro-i soqui nol i n-4-yl)-phenyl ]-ne
thyl pyrrolidine-1-carboxam de; 5 216)
N-[3-(6,8-dichloro-2-nethyl-1,2,3,4-tet?%kydro-isoquinoIin-4-yI)-phenyI]-nE
t hyl piperidine-1-carboxam de; 217)

1-[3-(6,8-dichloro-2-nethyl-1,2,3, 4-tetrahydro-i soquinolin-4-yl)-phenyl]-1,
3,3 tringethyl-ure

1-[3-(6,B-dichlor , 3, 4-t etrahy int4-yl)-phenyl]-1
3 10 di nget hyl - ur €efa;

N-[3-(6, B-di%&hl or , 3, rah) |int4-yl)-phenyl]-ne
t hyl norphol i ne-4 220)

N-[ 3- (6, B-dichl orppo-2-neth I-1 2 3, 4- tetrahy i nt4-yl)-phenyl]-nme
t hyl -4 et hyl - pi perazﬁ?é - car hoxam de; 15

1- [ 3- (6, B—dtehtorp—2—rethytmt—234—tetram tH-AeH+a+ 4-yl ) - phenyl | - 3-
(2 di et hyl am no-fet hyl) met hyl -urea; 222) &m}g

1-[3- (6, B-di chl orpo- 2- yl -1, 3, 3, 4-tetrahy g;} OoI|n 4-yl)-phenyl ] -3,
3diethy|-1§ thyI-u; 223) |2-dj thq\fllar'

[ 3- (6, 8-di chl oro-2- metiyt<T, 2,“ -Te ydn Nnol im- 4| 20

yl ) -phenyl]-carbamat e; "224) 2-di met hyflam nq y

[ 4- (6, 8-dichl oro-22- netgw!351, 2, 3, 4-t et rahydno-i séqui nol i n-4

yl ) - phen - te: ??R)NH?- i et hyl am ng- et hyl

[ 2- (6, 8-dichl oro-2- nethﬂ‘g,?,3,4-tetrahydro |squ|n

yl)-phenyl ] - carbanate ' met hyl j(Lﬁ

[3-(6,8-dic ro- : , 4-+=t rahydr not i n-4i{yl)-phenyl ]

car bamat g; ) € ‘ii\m/0| TFA

[ 3-(6, 8-dichloro- 3, 4- t et flahydr [ i1yl)-phenyl]

car bamat p; 228) i 0

[ 3-(6, 8-dichl oro- , 4-t et rahydno- 1yl)-phenyl] 30
carbamat p; 229) 2 opyl

[ 3-(6, 8-fichloro- , 4-tetrahydn 1yl)

phenyl ] - tar bamat €] et

[ 4- (6, 8- {i cHB®r o- r ahydr 1yl) - phenyl ]

car bamat p; 231 ) -

[ 4- (6, 8-di chl oro-p- 3, 4-t et rahydro-i sequi nol i n-44yl)-phenyl ]
carbamatp; 5 232) propyl

[4-(6, 8-gichloro- , 4-Tetranydro-Tsoqui nol -2 yl)
phenyl]-:arbanate;

[ 4- (6, 8-dichloro- , 4-t et rahydr yl) - phenyl ]
carbamat p; 2591) E?gﬁffl

(R-N[3t(6,8-dic , -1,/Z, -tet bl i n-4-yl) - phenyl
] 10 met hanesul f ohanm de; 235) o) ,

(S)- N-[3; (6, 8-di chl or &3t hyl|- 1, 2, 3, 4- t et|r ahydr o- i soqui ndl i n- 4-yl ) - pheny!
] nmet hanegsut-foran uc, 2363

(R -1-[2t(6, 8-di chl oro- -1,2,3,4-tetrahydro-isquinoIin-4-yI)-phenyI
]-3 ethy|-urea; 1p 9 Nmﬁz

(S)-1-[2} (6,§ di chl org-3 - 142 3, 4- t et|r ahydKd- ¥soqui ngl i n-4-yl ) - phenyl
]-3 ethy|-urea; 2B8) ii;Lma' “0 -

N-[ 3- (6, 8- di chl or p- 2- mét hyl - , 3, 4-¢+€t ydr o-¥'sdqui nol i n{4-yl ) - phenyl ]
acet am de; 239) Ex. 35 o) )

4- (3-bropp-phenyl)-6,8-dichlorg-methyl -1 213 4-tetrahydro-isoqui noline; 20
240) ’ - '
1-[ 3- (6, 8-di chl orp- 2- rretl -1,2, 3,4-tetrahydro-i Lf@d n{4-yl)-phenyl] - 3-
(2 hydroky %{yl)- 7 t hyl

3-(6, 8-d chI - 4- rg-i sqQeguHnol ik- 4-yl ) - benzoat e;
242) 3-(6, 8-dichl ,ZJ%{,-tetrehydrM!':oquinolin-4-y|)-benzoic
aci d.




25 and fromthe pharnmaceutically acceptable salts thereof.

claimed in claim?7,

are selected fromthe group consisting of:

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

1)

11. The use as

characterized in that the conpounds of the formula I

-1, 2, 3,4-tetrahydro-i soqui nolin-4-yl)-phenyl] 30

acet am de; 2) 1
4-(6,8-dichloro-2-nethyl-1,2,3,4-tetrahy%?o-isoquinoIin-4-y|)-benzenesu|fon
am de; 3)

3-(6,8-d'chloro-2-npthyl-1,% 3. 4-tetrahydrQ-i soquinolin-4-yl)-benzenesul fon
am de; 285 4) ’ "

4- (6, 8-djchloro-2 4-tetrahydrc-isoquiﬂ |7#9- 4-yl ) - benzoi ¢ aci d;
5)

4-(6,8-dj chi® o-2 4- t eRyAhydr gi i ) - N- et hyl - benzam
i de; 6) <l

4-(6, 8-dj chloro-2 ,|4-t et rahydr gi yl ) - N- propyl - benz
am de; 7

4-(6,8-djchloro-2 4-t et rahydrd yl)-N-(2-di et hyl
am no ethyl)-benz

6, 8-di ch] oro- 2- ne hol i n-4-yl - et rahydr oi soqui n
oline; 9 63 0,0

4- (6, 8-d] chloro-2 4- t etrdhydr g yl ) - phenyl am ne;
10)

1-[4- (6, B-dichl or , 3, 4-t etrahydro-i soqui nol i nt4-yl)-phenyl] - 3-
nmet hyl tproores;

1-[4-(6,B-dichlor , 3, 4-tetrahydro- |so-uhn¢lln 4-yl)-phenyl]-3-
ethyl urga; 12)

N-[ 4- (6-bromgg 8-c -1,2,8.2-tet Dl i n-4-yl)-phenyl
] acetanjde; 13) SN

5- (6, 8-d| chl oro- 2 etlr ahydr ¢ yl) - 2- hydr oxy- ben
zoic 15 pcid; 14)

5- (6, 8- dj-ehlore—2 4—t-etrahydrd -yl ) - N (2-di nmet hyl
am no ethyl)-2-hy e; 15)

N-[3-(6, B-dichl or , 3, 4-t et rahy 14-yl)-phenyl ]
acet am dg; 16) cl

3-(6, 8-dj chloro-2 4mt6??ﬁﬁydrc yl) - phenyl am ne
17) 0

2-(6,8-djchloro-2 4-t et rahydr ¢- i soqui nol i n-4-yl) - phenyl ani ne;
18)

N-[4-(fi}8-dichlo 2,3,4-tetrahydro-isoquinolinp-4-yl)-phenyl]
propi onajm de; 19)

N-[ 4- (6, B-di chl orjo- 2* -1, 3, 3, 4- tetggh) t14-yl)-phenyl]-1-
acetyl 2b piperidine- 'boxan1de

N-[ 4- (6, B-dichlorpp-2-nethyl -1, 2, 3, 4- t r ahy t14-yl)-phenyl]-ne
t hane su| f onam dej 21.@

N-[ 4- (6, B-di chl orp- %h&ﬁ 1,2, 3,4-tetrahy 14-yl)-phenyl ]

et hanesu| f onam dej

N , N -di pet hyl am i chl oro- 2-ny ii«/teirahydro-isoquino
lin-4 yl)-phenyl] 286 23)

N-[ 3- (6, B- di®hl or % y squi ol i 4-yl)-phenyl ]
propi onam de; 24) 5

N-[ 3- (6, B-di chl orjo- , 3, 4-t et ahydro-i'soqui nol i n{4-yl) - phenyl ]
butyram gde; 5 25)

N-[3-(6, B-dicnror .3, 4-tetranydro-rsoquinotim 4-yl ) - phenyl ]

i sobutyrpm de; 26

N-[ 3- (6, B-dichl or , 3, 4-t et r ahy i nt4-yl)-phenyl ]
cycl opr opaneggr bo :

N- [ 3- (6, B- di chl or 3, ¥ ahy i n{4-yl)-phenyl] 10
cycl obut pnecar box o |

N-[ 3- (6, B-dichl or , 3, 4-t etrahydro-i soqui nol i n{4-yl)-phenyl]-2,
2,2 trifluere—acetamde;

N—[3 (6, 8-di chl oro- 2- nethyl
pi peri di ne- 4- carboxanlde
N-[ 3- (6, 8-di chl oro- 2- net hyl
31 )

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

acetyl
ni coti na

t hane su

m de;

Ifonanlde

P Y I T D T

32)

a ~

1 2,3, 4-tetrahydro-i soqui

15 30)

-1,2,3,4-tetrahydro-i soqui

-1, 2, 3,4-tetrahydro-i soqui

~ A a2 a2 T

nol i
nol i

nol i

n-

n-

n-

4-yl)-phenyl]-1-

4-yl) - phenyl ]
4-yl)-phenyl]-ne

I Y [T I 1 ~ N



yl)-phenyl]-sul fam de;
N-[ 2- (6, 8-di chl oro- 2- net hyl

cycl opr opanecar boxam de;

N-[ 2- (6, 8-

acetyl

di chl or o- 2- net

34)

25 35)
hyl

pi peri di ne- 4- car boxam de;
1-[ 3- (6, 8-di chl oro- 2- net hyl

-1, 2,

36)
3,4-tet

-1,2,3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]
-1, 2, 3, 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-

ﬂ%ﬁydro-isoquinolin-4-y|)-pheny|]-3-

4-yl)-phenyl] - 3-
4-yl)-phenyl]-3-
in-4-yl)
4-yl)-phenyl]-1,
4-yl)-phenyl ] -C,
4-yl)-phenyl]-C,
ui nolin-4-yl)
4-yl)-phenyl]-2
4-yl)
4-yl)-phenyl]-1H

- 4-yl ) -phenyl]-1-

4-yl)-phenyl]-1
4-yl)-phenyl]-1
4-yl)-phenyl]-2
4-yl)-phenyl]-2
ui nol i n-4-yl)-ph
ui nolin-4-yl)-ph
i soqui nol i n-4-yl
4-yl)-phenyl]-1-
4-yl)-phenyl]-1
4-yl)-phenyl]-1
4-yl ) - phenyl ] -3,

et hyl urea; 37)
1-[3-(6,8-dichloro-2-nmethyl -1, 2, 3, 4-tetrahydro-i soquinolin-4-yl)-phenyl]-3-
met hyl 30 thiourep; 38)
1-[2- (6, 8-di chl orp-2-net wml, 2, 3, 4-tetrahydro-is i N-
et hyl urea; 287| 3% ' uﬂj<
1-[ 2- (6, 8- di €%l or p- 2- < 1, 2, 3, 2l et giahyldr 8~y Spqui nol i n-
met hyl thi ourea; #0) N TR
N-{5-[3-(6, 8-di ch| oro- é qﬁ%hyl 1,2, 3,8 tetrlahydr%-i soqui nol
phenyl sul f anoyl ] - #- et § hi azjol - 2-yl }-acgt am de; 41 )
N-[3-(6, 8-dichlorp-Z2-nmet W -1, 2}, 3, 4-tetrahyldro-1 soqui nol'i n-
2 dinethyl-1 Himdazol @ulfonanide; 42)
N-[ 4- (6, 8-di chl or p- 22 byl -1, 2, 3, 4-tetrahydro-is H@q&in-
C Ctrifluorpenet pane onam de; c @
N-[3-(6, 8-di chl orp-2-ngt hyl -1, 2| 3, 4-t&tr ahydr o- Ml N®™ i n-
C,C 10 trifluoro-pethanesul fonam de;
N-et hyl - N - 4- (6, 8} di chE%r38 2- net hyl - 1, 2, 3, 4-t et r ahydr o- i sod
benzenes Ullyi tit
N-[4-(6, 8-dichlor , 3, 4-tetrahy
di met hyl am no- ace 2, 6-di am no
N-[4-(6, 8-diehl or 3, etrahy
phenyl ] - hexanam de;
N-[4-(6, 8-di chl orp-2- L 3, 4-t €} r ahy
pyrrol e- 3- car boxam de; EX336
N-[4-(6, 8-dichlor ne —3-4-t et rahyd
met hyl 20 piperid de; 49)
N—[4-(6,8-dich|or 3, 4-tetrahy
nethanesulfoZ% I'b ide; 5
N-[ 4- (6, 8-di chl or 3, t rt@hy
H pyrazolle-4-carb ) !
N-[ 3- (6, 8-di chl or p- nEgh¥§ 1, 2| 3, 4-t ePr ahy|/dr o-i soqui nol i n-
met hyl am|no- acet api de;
N-[ 3- (6, 8-di chl or p- 2- et -1, 2| 3, 4-tetrahy/dro-i soqui nol i n-
di met hyl am no- acef{ am de; W,
2-am no-IN-[ 3-(6, 81di 2-nethy¢-ﬂ 2,3, 4
enyl] 30 |propfPonam de; N Ci
2-am no- \-[ 3- (6, 81 dlChI ro-2-met hyt- 1)@, 3, 4
enyl] butiyram de; % 5%%
2, 6-di am|no- N-[ 3- fc or o- P- net hyl -
) phenyl]-hexananlde
N-[ 3- (6, 8-di chl or ¢- 2- net wl, 2| 3, 4-tetrahy
met hyl pilperi di ne{4-¢ m de 3§L57)
N[ 3-(6, 8-di @4l or ¢- 2- ho1, 2| 373N rahy
H i m dazgl e- 4- car hboxam gle; 58)
N-[3-(6,8-dichlorg-2-nethyl-1,2]|3,4-tetr hydro-isoquinolin-
nethaneSLIfonyI piperiEKn 6 4- caf boxanldé’ 59)
N[ 3- (6, §=dichtorg=2=metipd =1 273 4=tetrahypgro-Tsoguirnmot T 1=
5 10 dimgthyl -1 H-pyrazoiglﬁica boxam de;

75 - o, ,0

~S5¢
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3-(6,8-dichloro-2-nethyl -1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1
yrazole-4-carboxanide; 61)
3-(6,8-dichloro-2-nethyl-1, 2, 3,4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1,
i met hyl -urea; 15 62)

- (6, 8-di chl oro-2-net hyl - 1,2,3,4-tet?%$ydro-isoquinoIin-4-yI)-phenyI]-4-
yl pi perazi ne-1-carboxani de; 63)

-(6,8-dichloro-2-nmethyl-1,2, 3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-p
d

i ne|l 1- car boxjam de;

3-(6, B-di chl orfo- 2- net w1, 4, 3, 4-tetrahydro-i s b\\go)l i nt4-yl)-phenyl] 20
phol i pe- 4- car blox & 65) N

3-(6, B- di ©hl orjo- 2- -1, 3, 3, 4-%gf’r ahy rS0qui nol i ny4-yl)-phenyl ]
r

3

ol i d} ne- 1- carjpoxanide; 66) N~ N TR
6, B- di chl orjo- 2- r@t@él 1, 4, 3, 4-t etrahydro-i%oqui nol i nt4-yl)-phenyl]-1,
hy| -urea; 25 67)

6, B- di chl orjo- 2- et r
urea; 68)
(6, B-dichl orjo- 2npmt byl -1, 2, 3, 4-t et r ahy
met hyl afd no- thylumqa; g9) _ O°
w&mm%zmwm3Mmm
et rphydr o-fur an- 3-yl ) - ur eg; 70)

- (6, B-di chl orfo- 2- et -1,3,3,4- tetrahydro i soqui nolin{4-yl)-phenyl]-3
a

-(6

I

Zg FEleL Protipitatts trofh e Taagidit Sollfiod and requires ap farther aurification 1 - 1.

( 1 met hyl - plperldln 4- yI) urea; 72)

[ -1, 7,3, 4-Tetrahydro-1soqui nol 1 n; 4-yl ) - phenyl ] - 3-

14-yl)-phenyl '] - 3-
14-yl)-phenyl]-3

— —~+r—p —

-(6, 8- dichl gro- 2- 4-t etrahydro-i soqui noljn- 41 % Rhen I] 1-
i met pg}ﬁl@,@Bp? %;{E)B élcmgrg-)a m@itragﬂ 253;43;etrahydro isoquinolin-4-yl)-phenyl]-

- (6, K r 1, 2, 3, 4-tetrahydro-i soqui nolin-4-yl)-phenyl]-1-
i met %E’ é%pén% t@?‘lﬁoﬁg%-&ethyl urea; 74)
- (6, 8-di chl oro-2-net hyl - , 3, 4-1 et ™ ynaf"s/i soqui nol i n-4-yl)-phenyl]-3-
i met hyl am no- propyl ) - urea 75) l’ ol
- (6, 8-di chl oro- 2- et hyl - 2, 3,4-tetahydro-isoquinolin-4-yl)-phenyl]-3-
0 net hoxy-ethyl)-urea; 76)
-(6, 8-dichloro-2-nethyl -1, 2, 3,4-'
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For workup, the solvent is removed in vacuo, the residue is taken up in ethyl acetate
and washed with H20. The organic phase is dried with MgSO4 and concentrated. The
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aliphatic amine (see table 3) in methanol at room temperature for 2 hours and then,
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depending on the progress of the reaction, 0.67 to 2.0 eq of NaBHg4 are added in

portions. After standing at room temperature overnight, the solvent is removed and the
residue is taken up in 1 N HCI. It is extracted with dichloromethane. The aqueous
phase is adjusted to a pH of 11 to 12 with NaOH and again extracted with

dichloromethane. The organic phases are dried with MgSO4 and concentrated in a

rotary evaporator. Further purification takes place by chromatography on silica gel or
on a preparative HPLC.

Preparation of the bromo ketone component
The bromo ketone building blocks are synthesized by methods known from the
literature, starting from commercial acetophenones by treatment with bromine in glacial

acetic acid in analogy to example 1, intermediate 2.
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General method for preparing the compounds of examples 111 to 124
0.358 mmol of the acids indicated in table 4 are dissolved in 1 mi of DMF, and
5 0.221 ml (1.30 mmol) of diisopropylethylamine is added. At 0°C, a solution of 128 mg

(0.390 mmol) of TOTU in 1 mi of DMF is added dropwise. After addition of a solution of
100 mg (0.325 mmol) of the amine component indicated in table 4, in 2 ml of DMF, the

mixture is stirred at room temperature overnight. For workup, insoluble constituents are

filtered off and washed with 20 ml of ethyl acetate. The filtrate is washed twice with
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0.221 ml (1.30 mmol) of diisopropylethylamine is added. At 0°C, 151 mg (0.975 mmol)
of diethylcarbodiimide, a solution of 132 mg (0.975 mmol) of HOBt in 1 ml of DMF,
and 20 mg (0.162 mmol) of DMAP are added. After addition of a solution of the amine

15 component indicated in table 4, in 2 ml of DMF, the mixture is stirred at room
temperature overnight. For workup, insoluble 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 NaCi solution, dried and concentrated.

20 The crude products which still contain Boc protective groups are deprotected without
further purification (see below: general method for eliminating the Boc protective
groups). Workup of building blocks without Boc protection is followed by purification by
preparative HPLC, with the desired compounds of the examples being obtained as
trifluoroacetates.

25
General method for eliminating Boc protective groups
The resulting crude products are stirred in 5 ml of a 10% strength solution of
trifluoroacetic acid in dichloromethane at room temperature for one hour. The residue
from evaporation in vacuo is purified on a preparative HPLC, with the desired

30 compounds of the examples being obtained as trifluoroacetates.

Table 4:
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Example 148: 1-[2-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
3-ethyl-thiourea, hydrochlorides;

2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine (95 mg,
compound of example 36) is introduced into 4 ml of acetonitrile and, while stirring,
27 mg of ethyl isothiocyanate are added. After standing at room temperature for 156
hours, the solvent is removed in vacuo, and the residue is purified on a preparative
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10  4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine (50 mg,
compound of example 17, intermediate 1) are introduced into 4 mi of THF, and ethyl
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 treatment of the trifluoroacetate

15  obtained in this way as described in example 148 affords 33 mg of the desired
hydrochloride after freeze drying.

Example 150: 1-[3-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-ethyl-thiourea, trifluoroacetate;
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10
Intermediate 1: 4-nitrophenyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyi]carbamate, hydrochlorides;
3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine (350 mg,
compound of example 35) are dissolved in 17.5 ml of dichloromethane and, while

15  stirring, 230 mg of 4-ntirophenyl chloroformate are added. After 4.5 hours, a further 0.1
equivalent (23 mg) of 4-nitrophenyl chloroformate were added, and the solution was
stirred overnight. For workup, the resulting precipitate is filtered off and washed with
dichloromethane. The title compound obtained in this way can be reacted further
without further purification.

20
3-[3-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-dimethyl-
urea, hydrochloride;
35 mg of 4-nitrophenyl [3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-
phenyl]carbamate hydrochlorides (intermediate 1) are suspended in 3.5 ml of

25 dichloromethane and, while stirring, a solution of 3.7 mg of dimethylamine in 1ml of
dichloromethane is added dropwise. After 1 hours, the mixture is diluted with
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, &109& OUR; &109%&' ()-"0", & , &LO%& , &109&’ . &10%&
L= >hL0£1)°fgﬁ)% Q’“@&om ()- 1 L& . &L0%& () - 2  &10%&! () - 2 -
,&10%& ()- &>ops eG+4 &10%& () (L&, &L0%E ()", 810%& () -

, & () - }2 &109& ()-" , &10%& ( )&gt &10%&: () -
,&10%& (N f2 @&d%hlpyo HRQT&\Y'-&@)@&‘-*@}TEWC"&1'@08#'0?“" -4-yiphenyl L&

:ﬁgg;g 8methy@i%oﬁ7 E‘% i ca'ﬁ’géﬁ ‘8 hydrdy 4%] ‘?{7%3?00%1((33/& ()&100/&&()&100/&&()

, 81098 ()15° mg&IQ%ﬁ’tr()bhel(lyl [&(6&1&9{34'0('6-2 menyM,Zﬁaﬂ%irahm‘-’/v&odl)mohn-myl)
, 810%& () - 0Y&! é) é) " pT44 | &10%& () -
, &109& (phen b@m)imh rochiogzﬂes/@r )susper:ggm/a wofd@hmme}hqmmnd a

I (i b it L8 o @%eyww .

, &10%&! ( )1 hour&lmf&&h()qure is glilosagt with dlchlbromieﬂme( ard w,a&héd’&?i’(n)adueo&]sd%@};- "
| Q71010 , &109%&: g & ,&109& ()-" ,&10%& ()-" ,&L0%& ()-"', &YEON-7
d* S10vx=gmelution. §he cxaanis phape ds separatarkand washed dwize with satyiatedd(3GO3

20  solution, dried with MgSO4 and concentrated. The residue is taken up in dilute HCI

and freeze dried, resulting in 13 mg of the title compound.

The following examples are prepared in analogy to the method described for
example 168.
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o 0o Xg'ntga‘}(;( @%&%rgg%gﬂ £4 f(6 g%%‘ﬂ%c?@krﬁ‘eﬁwﬂ 2, ¥ AQ% iy Folisoquinolin
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94 0% o &and. W %IIQ@WI&Q 43¢)ma . iaaﬁe@qw&bmqfoyna qded. Aftgr 4.5 hours,

oaovas (5 irlBR MRl & fared SR Shesbmant Bl esbuatiane

“F1090 X&'I'&e(drude pttyddcﬁ%bmnéd (0 this Way0SretEystallired 1iRkHIET didhlorbeiiand; 10x$

19409 $& ég o%% g&10% X&' & ()~ $310% X&' & () -
sf 10% X&T L('S'DQ i 23% tae(t)tle Coma@%dx& & (
~109% X& & () - O0000P_P| [ : vU410 1$10%x&&() S 010% X& & () -

SY.910% X& & ()- S% 10% & ()- S% 10% X& & () -

sL$10% XN-§4-(6,8- mqmmam$ms Mgefrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-

10%E&S& 10" X& 10' X& 10'. X&' &910% X&. & f10% X& & 9$10% X& & () -
393#10%5 %&De&a%'j“ ehRROPZERIAS, hydbeghorides; (12)%&& () - $10f(%)E&& ()-X 0
10%E

e () &“‘ﬁ%ﬁ%&yﬁ e +$5%%%ggz*h}‘1%s T R A
$$1090& @eny@ca:bamxe d smende @rz_mkooﬁdmlqrpmethane and a

ég(f’oéﬁ‘&i ut@?ﬁ%?ﬁ?&@%ﬁe&é@@@m él%lorcgm/ate%lﬁ s gd(éej\q. After

LY10% k &s8irrng for SL§oLEtakd: stariding oveaightk BieSmixture is diluted with dichloromethane
Ly- #10% k& & ()-[ | [[[s\\\&\ I[:2Y810 3.3210%!& ()- = 3z109%K&& ()-
L110% k&:a@d(Wyashed vl agueris K20Q3 sol&lg%m@ grganic phase is separated and

lo;;s 1>’<§<0% k& 3 (RN#(%\)\;/}tE@a q@%dﬁ%z%g 1%91)30 iogg l 1Q(V ﬁgﬁ%ﬁ( .z-zpq cgggégr%ra)%d& 0)-
‘iﬁo%of&xi"te) fobicue i 1B e ACTHR] rexé‘fe&yﬁéqdeswﬁéﬁﬁm Rkine fije

* 80 109 XBfodund. . #10% X& & ()- -10% X& & ()- &s*10% X& & ()-s)
$@L0% X& & () - 1| _B5; 10 10gX&g@&10%gX&g& () -19S 10%gX&g& ()-m
6-1099X&Q& ()-s  6-10%# & ()-s +6-10%d% & ()-s) 4Z

10% X& & followirg exHMibIeS atd Preshrelint ridGy ¢4 the Metfod G8sérived fof 107484 () -
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Example 184: N-[4-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyllformamide, hydrochloride;
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N-[4-(6,8-Dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyljformamide
(150 mg, compound of example 184) are dissolved in 2.5 ml of THF and, at 50°C
20 under argon, added dropwise to a solution of 0.45 ml of a 1 M solution of lithium
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The title compound is prepared by the method described for example 151, starting
from [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyllmethyl-amine
(example 185), 4-nitrophenyl chloroformate and methylamine (20 ul, 2 M in THF)

20 resulting in 9 mg of the desired hydrochloride.
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Example 194: N-[3-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyllformamide

3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine (600 mg,
compound of example 35) is dissolved in 2.4 ml of formic acid and heated to reflux for
15 min. After standing overnight, the mixture is added to a mixture of ice/water and
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N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyllformamide

(588 mg, compound of example 194) is dissolved in 10 ml of THF and, at 50°C under
argon, added to a solution of 1.8 ml of a 1 M solution of lithium aluminum hydride in
THF. The mixture is heated to reflux for 1 hour. After standing overnight, a further 2 mi
of a 1 M lithium aluminum hydride solution are added at 50°C, and heated to reflux for
a further 30 min. For workup, ice is added and the aqueous phase is extracted four

times with ethyl acetate. The combined organic phases are dried with MgSO4 and

concentrated. Further purification takes place on a preparative HPLC. The product
obtained in this way is taken up in NaHCOg3 solution and extracted with ethyl acetate.

Drying of the organic phase with MgSO4 affords 270 mg of the free base. 45 mg are

taken up in diluted HCI and freeze dried, resulting in 45 mg of the title compound.

The compounds of the following examples can be prepared starting from [3-(6,8-
dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyllmethylamine
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Example 204: 2-Dimethylaminoethyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-
isoquinolin-4-yl)-phenyl]-carbamate, hydrochloride;
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a

15 mg of 4-nitrophenyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]carbamate hydrochloride (see example 151, intermediate 1) are suspended in

1.5 ml of dichloromethane while stirring under an argon atmosphere, and a solution of
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is separated off, dried with MgSO4 and concentrated. The residue is taken up in dilute
HCI and freeze dried, resulting in 5 mg of the title compound.

10
In an analogous manner, the corresponding isomers 2-dimethylaminoethyl [4-(6,8-
dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]carbamate hydrochloride
and 2-dimethylaminoethyl [2-(6,8-dichioro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolih-4-y|)-
phenyl]-carbamate hydrochloride are prepared starting from 4-nitrophenyl! {4-(6,8-

16 dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-carbamate hydrochloride
and 4-nitrophenyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate hydrochloride.
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Example 207: Methy! [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-
phenyl]-carbamate, hydrochloride;

15 mg of 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine
(example 35) are introduced under an argon atmosphere into 1.5 ml of
dichloromethane while stirring, and a solution of 4.6 mg of methyl chloroformate in

0.5 ml of dichloromethane is added. After stirring for 6 hours and standing overnight, a
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I21|5b :LGW [(3)-(6 8—|D|chloro-2 methyl 1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide, hydrochloride;

N -
s s
C O O 0

Ci cl : cl

Cl

96 mg of racemic N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyljmethanesulfonamide (see example 83) are separated into the enantiomers on
a chiral preparative HPLC.

chiral column: Chiralpak AD 250 x 50 mm; 20 u;

solvent: heptané:ethanol:methanol: 10:1:1;

flow rate: 50 ml/min;

the resulting enantiomers are dissolved in dilute HCl and freeze dried, resulting in
37 mg of each of the title compounds 215a and 215b. The enantiomeric purity is
determined on a chiral HPLC.

chiral column: Chiralpak AD-H/31 250 x 4.6 mm;

solvent: heptane:ethanol:methanol: 10:1:1;

flow rate: 1 ml/min;

Rt (enantiomer eluting first) = 6.84 min; 100% ee;

Rt (enantiomer eluting second) = 8.02 min, 100% ee.

Example

216a: (+)-1-[2-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethylurea, hydrochloride;

216b: (-)-1-[2-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethylurea, hydrochloride;
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109& ()-1"K 109& ()-!'K 109& ()-!'K 109& ()-!'(K 109 ()-!'(K

109& ()-!'2222333nN28K 109& ()-!' &K 109& ()-!'K 109 ()-!'K 109 ()-!'K
109& ()-!' 5We3 333 333qQB8K 109& ()-!'K__ 109& ()-!'K 109%& ()-!'!5WK
109 ()-!' K 109 ()-!' 33"3#3$398&3V: 8K16800& ()-!'5Ws' K 10%& ()-!'K

109& ()-1"K 109& ()-!'K 109& ()-!'&3(3)3*3+3, 3-30S8K 10%&' ()K

109& ()-!'K 109 ()-!'K 109 ()-!''K 109 ()-!''K 109 ()-!'K

109& ()-!':3.3/303132333vZ>8K 109& ()-!'KK 109 ()-!'KK 109 ()-!'KK

109& ()-1' KK 10%& () 5W633485363738393vZ>8K R ()-8 KK 1098 ()-!' KK
109& ()-!' KEWs-K 10 1K 109 () -1 93: 3<3=3 BV: 109& ()-1' 56K
1098 ()-1'K 109%& () L) -1 K 109 () - ! ERABBS F3t X8K

1098 ()-1'5K 10%& ()-]|'K ™M0%& ()-!'K 10%& ()-!' K

cl Cl ' )
N N
~ o ~ cl
Cl - Cl

316 mg of racemic 1-[2~(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-
phenyl]-3-ethylurea (compound of example 80) are separated into the enantiomers on
a chiral preparative HPLC.

5 chiral column: Chiralpak OD 250 x 50 mm, 20 y;
solvent: heptane:ethanol:isopropanol: 50:2:1; 0.3% diethylamin
flow rate: 50 mi/min;

The enantiomers are subjected separately to further purification on a preparative
10 HPLC. The resulting products are partitioned between saturated NaHCO3 solution and

ethyl acetate, and the organic phase is separated off, dried with MgSO4 and freed of

solvent. Dissolving the residue in dilute HCI and freeze drying affords 37 mg of the
enantiomer eluting first and 58 mg of that eluting second. The enantiomeric purity is
determined by analytical HPLC.

15  chiral column: Chiralpak OD 250 x 4.6 mm;
solvent: heptane:ethanol:isopropanol: 50:2:1; (0.3% diethylamine);
flow rate: 10 ml/min;
Rt (enantiomer eluting first) = 9.22 min; 100% ee;

Rt (enantiomer eluting second) = 9.96 min, 98% ee.

20
Example 217: N-[3-(6,8-Difluoro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
acetamide, hydrochloride; '



109 ()-!'K 109 ()-!'K 109 ()-!' F3G3I3MBCBP3]3j N 8K 109 ()-!'K

109& ()-1'K 109& ()-!'K 109 ()-!'K 109 ()-!' 5WB] 373 3" 3a3c3h3vV68K
109& ()-!'K 109& ()-!'K 109 ()-!'5WBK 109& ()-!'K

109& ()-!' h3j 3k3n303p3g3QB8K  109& ()-!' 5WBK 109& ()-!'K 109 ()-!'K
109& ()-!' (K 109 ()-!' g3s3t3u3{3|3}3kCBK 109 ()-K 109% ()-!'K

109 ()-1'K 109 ()-!'K 109 ()-!'K 109« ()-!' (K

109& ()-!'}3~333333rV: 8K 109& ()-!'KK 109& ()-!'KK 109 ()-!'K

109& ()-!'K 109 ()-!' K5Ws3333333vV68K 109& ()-!'K 109 ()-!'K

109& ()-!'5WB-K 109& ()-!'K 109 ()-!'33333333kCBK 109% ()-!'K

109& ()-1'K 109& ()-!'K 109 ()-!'K 109 ()-!'K 109 ()-!'K

109& ()-!'3333333nN. 3K 109& ()-!'K 109& ()-!'K 109 ()-!'K 109%& ()-!'K
109& ()-!' 5We3333333ML3K 109& ()-L.! 5B 109& ()-!' %K 109 ()-!'K

109& ()-!'K 109 ()-!' 3333333kO3¢ 72 (Opf1' 15K 109 ()-!'K 10%& ()-!'K

Intermediate 1: 2,4-Difluorobenzylmethylamine
2,4-Difluorobenzylmethylamine can be prepared in a manner known to the skilled
5  worker starting from 2,4-difluorobenzaldehyde (cf. example 1, intermediate 1).

N-[3-(6,8-Difluoro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-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).

Example 218: 4-(3-Bromophenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydro

isoquinoline, hydrochloride;




10%&' ()-!'33333333gKK 10%&' ()- 10%9?g& ()-, 10%?g& ()-1010' 10K
109 ()-!' 5W633333330SKK 10%' ()-  10%g?g& ()-, 10%g?2g& ()-,
10%g?g& ()-, 10%g?29g& ()-, 10%?g9& ()-, 10%g?g& ()-, 3333333r R6K
10%9?9& ()-, 10%?9& ()-, 10%?9& ()-, 10%97?9& ()-,
10%g?9& ()- 5W | L33333339KK 10%9?9& 1?0/879& ()-,? 10%9?9& ()-
10%9?9& () - 10%9?9& () - 10%9?79& () 10%9?79& ()-, 3333333rV: K
10%g2g& ()-.0 10%72g& ()-, 10%?g& ()-, 10%g?9& ()-
109298 () -, 5W | L3444444vV: K 10%?9& ()-,0 10%g?g& () -
10%g?9&' (The, tﬁWctdmpodr&ngéig&e(p)repareﬂiﬂﬂ{gfhg&y@het%oé@ddscriﬁed in example 1

iggggg SJarting ¥omia dchiopetaimsthyising 566 sxaple 11 aud g tiamort-(3-
%g?9& 109g°? -

100879¢ bhompohiEatafane as ARG dol. 1070708 (), 14444t arVik
1099?98 ()-,5W| L 414" 4#4%$4) 4. 4vV6K 10%79& ()- . 10%29& () -

ig?;gzg & ?E)&a A I2|_9 1][8 Bglglc‘\ oro-2-m {ﬁyﬂ&z% tetra% ?'c? f's(g!(%umBZIlln-Jr< -yl)-phenyl-3-

(2-hydroxyethyl)urea

H H
NYN\/\ OH

509 mg (1 mmol) of 4-nitrophenyl [3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydroiso-

10  quinolin-4-yl)-phenyljcarbamate hydrochlorides (compound of example 151,
intermediate 1) are dissolved in 15 ml of absolute DMF and, at 0°C, a solution of
67.2 mg (1.1 mmol) of 2-aminoethanol in 10 ml of DMF is added. The mixture is stirred
at room temperature for three hours and then the solvent is removed in vacuo. The
residue is partitioned between ethyl acetate and saturated NaHCOg solution. The

15 organic phase is separated off and the aqueous is extracted twice more with ethyl
acetate. The combined organic phases are washed with saturated NaCl solution, dried

with MgSO4 and concentrated. Chromatography on silica gel

(dichloromethane/methanol) affords 265 mg of the title compound.

20 Example 220: Ethyl 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzoate



10%979& ()-,| 10%?9& ()- 10%979& ()-, 10%97?9& ()-, B4l 4J4KALAMAOAOCK
10%9?9& ()-,5 10%g?9& ()- 10%9?9& () - 10%9?9& ()-, 10%9?g9& ()-,
10%g?9& ()-, 10%9?79& ()- O4P4@S4T4U4V4rv K 10%9?9& ()-, 10%9?9& () -
10%9?9& ()-, 10%?2g& ()-, 10%g?9& ()-,5W | LVAWIX4Y4Z4adbavV: K
10%979& ()-, 10%79& ()-, 10%?79& ()- ;YVI L-  10%79& ()-,
10%9?9& () -, b4dcdd4esf 4g4h4Z>K 10% ’?gk -,5W|L- 10%9?9& ()-,
10%9?9& ()-,- 10%?9& ()- 10%9?9& () -, hdi 4k4dmindo4p4qdl P4 10%g?g& () -
10%9?9& ()-, 10%97?9& ()- 10%9?9& () - & 10%9?9& ()-, 10%?9& () -,
10%9?9& () -, g4r4sat 4vaz4{ 4r R64 10% ’>g& ()- 10%9?9& ()-, 10%979& ()-
109%g9?9& ()-,5W|L 100/g’>g& O -, {4] 4}4 4444754 109%g9?9& ()-,5W|L
10%9?9& ()-,- 10%?9& ()- 10%;’?9& 0)- 10%9?9& ()- 4444444dH4 1
10%9?9& ()-, 10%?2g& ()-, 10%g?g& () 10'>g& ()-, 10%g?9& ()-
109%9?29& () - . 44444441V 4 10%g?9& () - 00/¢g’>gi ()-,1 10%?g& () -
Intermediate 1: 3-Acetylbenzoic acid is prepared in a manner known to the skilled
worker from 3-acetylbenzonitrile by hydrolysis of the nitrile group.
5

Intermediate 2: Ethyl 3-acetylbenzoate is prepared from intermediate 1 in a manner
known to the skilled worker.

Intermediate 3: Ethyl 3-(2-bromoacetyl)benzoate is synthesized in analogy to the
10  method described in example 1, intermediate 2, from ethyl 3-acetylbenzoate
(intermediate 2).

Ethyl 3-(6,8-dichloro-2-methyli-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate,

Starting from ethyl 3-(2-bromoacetyl)benzoate (intermediate 3) and 2,4-dichlorobenzyl-
15 methylamine (example 1, intermediate 1) it is possible to proceed further in analogy to

the synthetic route described in example 1, resulting in ethyl 3-(6,8-dichloro-2-methyl-

1,2,3,4-tetrahydroisoquinolin-4-yl)benzoate after alkylation reaction, reduction and ring-

closure reaction.

20 Example 221: 3-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-4-yl)benzoic acid;



10%?9& ()-, 10%9?9& ()-,5W |L4444444vV:4 10%9?29& ()-, 10%g?g& ()-

10%;’?g& O - 5W| L- 10%97?9& ()-, 109%9?9& ()-,44444447>4

10%9?9& ()-,5W|L- 10%?9& ()- 10%9?79& ()-,- 10%?9& ()-,

109298’ () -, 4444444054 10%97g& 10%g?g& ()-, 10%2g& ()-, 10%?9& ()-, (
10%979& () - ( 10%979& ()-,( 10%g?9& ()1 24444444vz>4 10%9?9& () -,
10%979&' () - 10%979&' ()-, 10%9?9& ()- 10%9?9& ()-,5W | L4444444r V64

10%979&' () - 10%979&' () - 10%;’79& ()-,5W]|L- 10%97?9& ()-,

10%g?9&' ()- 44444444] LO 10%9?29& ()-,g 10%?9& ()-. 10%g2g& ()-,g

10%g?29& ()-. 10%2g& ()-, 10%g?g& ()-, 10%2g&' ()-, 4444444060

10%979&' () - 10%g?9& ()-, 10%9?9& () - ;5W | L 10%;’?g& 0 -

10%9?9& ()- 4444444750 10%g?79& ()-,5W|L N%79& () -, 10%;’?9&' ()-

d8 10%g?29& () -,
9& ()-, 10%g?9& ()-, 555555
OH

10%9?9& () - 10%9?9& () -, 4444555pTO
10%9?9& ()-, 10%9?9& ()-, 10%9?9& ()-,
5rv:0 10%?9& ()-, 10%g?9& ()-, .

500 mg of ethyl 3~(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate
(compound of example 220) are dissolved in 15 ml of methanol, and 10 ml of 2 N of

5 KOH 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 adjusted to a pH
of about 6 with 2 N HCI, and the resulting precipitate is filtered off with suction. Drying
affords 304 mg of the title compound as a colorless solid.

10  Analytical data for the compounds of examples 1 to 221:



10%g?79&
10%g?9&
10%g?9&
10%?9&
10%9?79&
10%g?9&
10%979& () -

()-
()-
()-
()-
()-
()-

N N’ N N N N’

10%g?29& () -

109%g?g& () -
109%g?g& () -
10%g?g& () -
10%g?g& () -

10%g?9& ()-, 10%g?g& ()-,5W|L 555 5555vV60 10%g?g& () -,
10%g?g&’ ()- 5W|L-  10%?9& ()-, 10%?g& ()-,5555" 5#5%568&59GH

% 10%7g& ()-, 10%g?9& ()-, 10%2g& ()-, 10%g?g& ()-

10%g?9& ()-, &2535758595: 56+ 1 10%@99& ()-,5W|L

10%g?9& ()-, 10%g?g& ()-,_.10%g?g& ()- 5@A5B505D5E5os+ 1
'5 109g?9& ()-, 10%2g& ()73 1099298 ()-. 10%g?9& ()-

10%g?2g& () -, 5F565H5I 5J5K5vZ>+ 1 109%g?9& () -

10%979& ()-, 10%97?9& ()-,

10%g?9& (Tebl&¥B{ LKSLENENSOBP5QBvZ>+ 1 10%g?9& ()-, 10%g?g& ()-
,5W|L- 10%g?g& ()-, 10%g?g& ()-, BR5S5T5USVEYSZ: + 1
,5W | L-  10%9?9& ()-.  10%g2g& ()= - 109g2q8. ()=
Y51 5 5¢5d5f 5g5s5gK+ ,%O%g?g&l ) -, 10%M&[()-,| 109%?g& ()-,

' 0, ! ~ ! -
Ex 1090?98 e 100/@’[> %r%f Mehod| MEDB@ROR ()~ . sStFEXfBS}‘SZS{ 5} 5r V6+
7
N
1 9 349,1/350,1/ mp.
B ES!
° ® 1,80 351,0 205-206 °C
-
1a s . ™ l160| B | 349213512 | ESI mp.:
® 126 °C
~ (decomp.)
, 371,3/373,3 o
a +
3,63 A ESI enantiomer
#12,3/414,3
371,3/373,3 o
2b +
3,67 A ESI enantiomer
412,3/414,3 -
. 371,1/373,1
2c (')
_ 366 | A ESI |  enantiomer
412,1/414,1




10%9?9& () - 10%9?9& ()-,5W|L 10%g7?9& ()-, 10%?9& ()-,

10%979& () - }555555508+ 10%979& () 10%979& ()-, 10%9?9& ()-,

10%979& () - 10%979& ()-,, 10%?9& ()-, 10%?9& ()-,5555555rV: +
10%979& () - 10%979& ()-, 10%97?9& ()- 10%979& () -,

10%g9?9& ()- , BW | L555555555w | P/ y109% ﬁ) 10g?910g?g&10g?g

10%979& ()-,5W|L- 10%?9& () -, O%JSSZ ()-,5555555z2X6] P/ ! @0%

& ()-+\0@0%go& ()-+ @O%& ()-+'z@0%' b' & ()-+!' @0%z& ()-+

@0% & ()-+5566+6MBR6YX6] P/ | @O () -+ _@O% ()-+ i @O0%)& ()-++ @O%
?2&()-+ *00@0%& (O)-+@ouk ()- +R6g6666666zY7) 10hh!: " @0%h& () -+
Z@O%r& ()& SO a@onTE ()
dO@O%$$& ( -+66666666
108 & ()- {109 & () -
109% & () - E) M{24008 &
108 & ()-E)6666666n
108 & ()-E)M 10P8 & (
10% & () - E) M{—16

‘Bhh! - l@f [10% & ()-E)\V{ 10% & () - E()_V{ 1Q9% & () - E)
10hh66666669CE [18MM1/373@M| 109 & () ¥E) Y

V{ ‘1°0% 56)- ExyV{| 10% & () -|BBM enantiomer
V{ 109 ) W 0%&‘8 -BV{ 10% & () -E)
-E){5W S 6666666| L04123W141 W& ()-E)'V

= &)= Erv— 1098 & O E V109 &)~ |E) Y

[«
10%8 & ()-E)b6677 10%&() E) W{ 10%& ()rE)V{ 108 & ()-E)
3
4,001 A 399,1/401,1 Ci
. . 371,2/1373,2
4a '
3,59 A ESI
412,2/414,2
4b ' 371,0/372,0/
. 1,58 B ESI
373,0/373,9
J
5 . 369,9/371,9/
4571 A Cl
373,9
. "
4031 A 336,1/338,1 | Cl




10% & ()-E)V{ 10% & ()-E)5W S7 777 777vV: 0 10V{ 1V{ 10% & ()- E) W]
109% & ()-E)V{ 109% & ()-E)5W S-V{ 10% & ()-E)\V{ 10% & ()-E) 77777772>0 10V
1V{ 10% & ()-E)5W S V{ 10% & ()-E)V{ 10% & ()-E)-V{ 10% & ()-E)\f

109 & ()-E) 7777 7!7"70S0 10V 1V{ 109% &/ 10% & ()-E)V{ 10% & ()-E) |
10% & ()-E) (V{ 10% & ()-E) (V{ 10% & () - %gV{ 109% & () -E) " 7T#7$7' 7*7+7, TnR60
10W{ 109 & ()-E)&{ 10% & ()-E))V{ 10%'&%()-E)V{ 10% & ()-E)

109 & ()-E){5W S, 7-7.7/7071757vZ: 0 10\W{ 10% & ()-E)\V{ 10% & ()-E)5W SV{
109% & ()-E)-V{ 10% & ()-E)\{ 10% & ()-E)57: 7<7TH7L7M/N7c-0 15W S\{
104 & ()-E)V{ 10% & ()-E)V{ 10% & ()-E)\V{ 10% & ()-E)
10% & ()-E) g VI IO & (-BE VW 0% &TT-E Y
10% & ()-E) 1O -8BV 10% & ()-E) W

4171 A 363,3/365,3 | Cli

1,881 B 377,3/378,3 | Ci

145| B | 406,34083 | CI

4371 A 377.1/3791 | Cl

i >

TFA

405 A 363,2/365,2 | ESI

12 A
13791 A 375,2/377,2 | ESI




-E)[7\ 7] 7c7e7f 7g7nR68 15W/{ 10% & ()-E)-\V{ 10% & ()-E) -V

“E)V{ 10% & ()-E)V{ 10% & ()-E)5W Sg7h7i 7j 7k707q7vV68 15W/
“E)V{ 10% & ()-E)5W SV{ 104 & ()-E)-V{ 104 & ()-E) V|
-E) q7r 7S7t TU7V7Wrt >8 15WBW SV{ 109% & ()-E)\V{ 10% & ()-E)\f

“E)-V{ 10% & ()-E)\V{ 10% & ()-

“B)V{ 10% & ()-E)V{ 10% & ()- E)

X7~77777dD8 15W6V{ 10% & () - E)
10% & () - E) \f

“E)7777777rV: 8 15W/ 10% & ()-E)V{ 10% & ()-E)1V{ 10% & ()-E)
“E)VBW SV{ 10% & ()-E)7777777vZ: 8 15W/{ 10% & ()-E) \f

B5 () -F)V{ 109 & ()-E)V{ 108 & ()-E) 7777777t >8
-V )-E) p%&'()-E)V{ 0% & ()-B
_E) 47777 77pT8 1 & () 10% & ()1E)vi| 104 & ()-E)V{ -
B V{100 () - 10% & ()-E) 7747777r V- 8
4,92 361,2/3632 | ES|
}
N
(J
14
] C | 4,08 390,2/3922 | ESI
L ) ~
15 -
4.80 318213202 | Cl
16a 349,1/350,1/ 6)
1,61 ESI enantiomer
3511
4 J
T 2
16b 349,1/350,1/ (+)
1,61 ESI enantiomer
351 1
17 |
0,91 307,1/309,0 | ES]




15WA 10% & ()-E){ 10%& ()-E)V{ 10% & ()-E){ 10% & ()-E)

109 & ()-E)5W S7777777rR28 15V 10% & ()-E)\V{ 10% & ()-E)V{ 10% & () - E) 5W
S-V{ 10% & ()-E){ 10% & ()-E)7777777t>8 15\ 5W SV 10% & ()-E)

10% & ()-E){ 108 & ()-E) -\ 10%& ()-E)W 10% & ()-E)7777777dD6 15V 5\
10% & ()-E)V{ _10% & ()-E) 10%&'()-E)¥% 10% & ()-E)\V{ 10% & ()-E)\f
109 & ()-E)7777777rV: 8 15V 10% & ()-E)W710% & ()-E)1V{ 10% & ()-E) VY

10% & ()-E) VSW SV 10% & ()-E) 7777778v2>8 15 10% & ()-B) Y

10% & ()-E)5W S-V{ 10%& ()-E)V{ 10%& ()-E)V{ 10% & ()-E) 8888888t >8 155W
S V{ 10% & ()- E)V{ 10‘:/6&'() E)-V{ 10% & ()-B)\{ 10%& ()-E)V{ 10% & ()-E)88

8888881 P4 15V ! Y\ 1004 Q! E\A A& )&V
ST E- WY& & T096& ) - E) &V-
109% & ()-E) V{ e Ve ) &
18
1,63 B 442 0/444,0 | ES!
19
4,00 A 392,2/394,2 | ES!
19a O
o CcH 1,80 B 392,1/394 1 ESI
SO
a
20
1,67 B 380,1/382,2 | ESI
. J’
21 : m.p.:
168 B 378,3/380,2 | ESI -+
; f 218-220°C
21a 378,1/378,1/
. 168 B ' ES|
380,1




& ()-E)V{ 10% & ()-E)8888888nN. 4 15V 10% & ()-E)V{ 10% & ()-E) V|
& ()-E)V{ 10% & ()-E)5W SV{ 10% & () - E) 8#8$8&8' 8384888gK+ \f
& (V-E)V{ 10% & ()-E)\V{ 10% & ()-E)Vf{ 10% & ()-E)V{ 10% & ()-E)
& ()-E)V{ 10% & () - E) 8898: 8: 8=8>8@r V6+ W{ 10% & ()-E)V{ 10% & ()-E) V|
& ()-E)V{ 10% & ()-E)5W SV{ 10% & g} E) @BSC8MBNSOBRENQL+
& ()-E)V[ 10% & ()-E)(5W S'V{ 10% & 8)-E)V{ 10% & ()-E) Y
& () - E) RBS8T8UBVBWBX8t >+ V{ 5W SV{ 10% & ()-E)\V{ 10% & ()-E)
& ()-E)V{ 109 & ()-E)\V{ 10% & () - E) X8Y8b8c8d8e8f 8g8pT8 V{ 10% & () - E)
& (V-E)V{ 10%& ()-E)\V{ 10% & ()-E)\{ 10% & ()-E)\{ 10% & ()-E)\f
& ()-E)g8h8l 8p8r8s88{ N.8 V{ 10% & ()-E)V{ 1094 & ()-E)V{ 10% & ()-E)
& (V-E)N[ T0B & () - E)S\ﬁf\ S88B888BVVES] V{ 10% &'[()-H) V{ 10% & ()-E) |
&' () - E) 5W N 359‘1 )
22
032| B ESI
717,3/718,3
719,3
23
160| B | 309,2/310,1 | ESI
24 . |393,0/394,0/3
167| B ESI
06,0/397,0
25
185| B | 384,1/386,1 | ESI
25a 384,1/385,1/
1,78| B ESI
- ) 1386,2
26 : 400,1/401,2/
146| B ESI
401,2




SV{ 10% & ()-E)\{ 10% & () - E) 8888888918 5W S%W/{ 10% & ()-E) V-
10% & ()-E) V[ 10% & ()-E) 10% & ()-E)\{ 10% &'{ ()-E) 88(8)888)88I{ P4 5\f
10% & ()-E)V{ 10%& ()-E)V{ 10% & ()-E)V{ 10% & ()-E)V{ 10% & ()-E)
10% & ()-E)V{ 109% & () - E) 88888888gK 5V{ 109 & ( 109%%s$& ()-)(
og/$s$& ()-10!10! 10! {\{ 109 & () - E) 5W §%8888805K 5V{ 10% & (
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97 .
- 166| B | 46504670 | ESI
97a .
166| B | 46504670 | ESI
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1,81} B _ ESI
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99 .
405,1/407,1 | ESI m.p..
122 °C
see Ex. 2;
100 i ;
444 A | 2022100942 | ci '"te'Ted'ate
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109&' () -+ 109%& ()-+ 10%& ()-+5W 1z 10%& () -+l GrGnGoGpGsG{ GvV64 10%& () - +

see Ex. 2;

100a “ a O TEA intermediate
N 4a

cl .

O see Ex. 2;

100b G : intermediate
* O No_ A 4b
101 '
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N\
Cl i

102 o
® _ 423| A | 306,1/308,0 | ESI

03 : -
! 284 C v 3600 ESI

104 | © S
@ L 279| ¢ | 320003220 | ESI
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N\.
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rate of pH recovery was recorded for two minutes with NHE1, five minutes with NHE2
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 recovery (100%), the cells
were incubated in Na*-containing buffer (133.8 mM NaCl, 4.7 mM KCI, 1.25 mM
CaClp, 1.25 mM MgClg, 0.97 mM NagHPO4, 0.23 mM NaH2PO4, 5 mM Hepes, 5 mM

glucose, a pH of 7.0 is adjusted with 1 M NaOH). To determine the 0% value, the cells

10  were incubated in an Na*-free buffer (133.8 mM choline chloride, 4.7 mM KCI,
1.25 mM CacClp, 1.25 mM MgCla, 0.97 mM KoHPO4, 0.23 mM KH2PO4, 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*-containing buffer. The recovery of the intracellular pH at
each test concentration of a substance was expressed as a percentage of the

15 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.
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IC50 [WM], IC50 [wM],
Example Example
(rNHE3) (rNHE3)

1a 0.075 119 0.0682
2a 0.082 144 0.695
2b 0.026 146 0.024

0.670 153 0.602

0.250 183 0.597
10 1.000 199 0.252
17 0.049 207 0.186
21 0.814
23 1.507
24 0.340
29 0.318
36 0.274
48 0.349
51 0.215
60 0.202
64 0.507
81 0.730
87 0.418
97 0.308
113 0.279
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1. A 4-phenyltetrahydroisoquinoline of the formula |
R8

R9 R7

R1

5 in which the meanings are:
R1, R2, R3 and R4
independently of one another H, F, Cl, Br, I, CN, NO2, OH, NH9, CgH25+1,
CqqH2qg-1. OCpH2b+1, COOR10, OCOR10, COR10 or Ox-(CH2)y-phenyl;
aandb
10 in the groups CgH25+1 and OCpH2p+1 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;
aq 3,4,5, 6,7 or8, it being possible for one or more H atoms to be
replaced by F atoms;
15 R10  Hor CcHoc+1:

c 1,2,3,4,5, 6,7 or 8, it being possible for one or more H
atoms to be replaced by F atoms,

X zero or 1;
y zero, 1, 2,3 or 4;
20 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, Cl, Br, CN, NO2, OH, NH2 or
CdH2d+1:

d 1, 2, 3 or 4, it being possible for one or more H atoms

25 to be replaced by F atoms,

or
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| Too (3~ Ja ) 109EPE S e BREaek RN ki hrsdBbRees . 2od a5
}10%& () - J&W (toms, zero or 1 oxygen atom or zero or 1 S atom to be present as ring
atoms;
5 or
R1, R2, R3 and R4
independently of one another CONR11R12 or NR11R12;
R11 and R12
independently of one another H, CeH2e+1, CrrH2r-1
10 e 1,2,3,4,5,6,7 or 8,
rr 3,4,5,6,7,0r8,

it being possible for one or more H atoms in the groups

CeH2e+1 and CHorr-1 to be replaced by F atoms and for
one or more CH2 groups to be replaced by O or NR13,;
15 R13  Hor CiHos+1:

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 CH2 group of R11 or R12 together with the N atom

20 to which they are bonded a 5- or 6-membered ring;
or
R11 and R12
together with the N atom to which they are bonded a 5-, 6- or
7-membered ring; '
25 or
R11 and R12
independently of one another COR14, CSR14 or SO2R14,

g 1,2,3,4,5,6,7or8, it being possible for one or
30 more H atoms to be replaced by F atoms, and it being
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h zeroor 1;
j zero, 1 or 2;
R15  CkHok+1, OH, OCjH2j+1 or NR17R18;
k 1,2, 3,4,5, 6,7 or 8, 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 CmHom+1;

15 m 1,2,3,4,5,6, 7 or8, it being possible for one or more
H atoms in the group CjyHom+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 CnH2n+1;

20 n 1,2,30r4,
it being possible for one or more H atoms in
CnHon+1 to be replaced by F atoms;

or
R17 and R18
25 together with the N atom to which they are bonded a 5-, 6- or
7-membered ring;
or
R19 and a CH2 group with R17 or R18 together with the N

atom to which they are bonded a 5- or 6-membered
30 ring;
but where R2 must always not be equal to H,
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5

10

15

20

25

q 1,2,3,4,5,6,7o0r8,
it being possible for one or more H atoms in the grdups CpH2p+1,
CssHass-1 and CgH2q+1 to be replaced by F atoms and for one or
more CHo groups to be replaced by O or NR21;
R21  HorCHor+1;
r 1,2,30r4;
it being possible for one or more H atoms in CyHor+1 to be
replaced by F atoms;
R6 H, F, Cl, Br, |, CgH2g+1, CddH2dd-1, OH, OCtHat+1 or OCOR22;

sandt
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
CgH2s+1, CddH2dd-1 and OCtHat+1 to be replaced by F atoms;
R22 CyHay+1:
u 1,2,30r4;
it being possible for one or more H atoms in CyHoy+1 to be
replaced by F atoms;
R7, R8 and R9
independently of one another -O,~-SO,-R23;
v zeroor 1;
w zero, 1 or 2;
R23  CpnH2nn+1, CmmH2mm-1, OH, OCppH2pp+1 or NR25R26;
nn and pp
independently of one another 1, 2,3, 4, 5,6, 7 or 8,
mm 3,4,5,6,70r8,
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{10%080&" () - +YYYYYYYZ></ 5kz{ k 1,2,3,4,5,6,7 or8:
Y74 3,4,5,6,7or8, it being possible for one or more H

atoms to be replaced by F atoms and,

in CzH2241, it being possible for one or more H atoms

to be replaced by F atoms and it being possible for
10 one or more CH2 groups to be replaced by O, CO, CS

or NR27;
R27 HorCgagHoaa+1:
aa 1,2,30r4,
it being possible for one or more H atoms in

15 CagH2aa+1 to be replaced 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 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;
or
R7, R8 and R9
25 independently of one another NR32COR30, NR32CSR30 or NR32S0ppR30;

R30 H, CecH2cc+1, nyszy_1, pyrrolidinyl or piperidinyl, in which rings a
CH2 group may be replaced by O or NR33,;
R32 and R33 independently of one another H or ChH2h+1;

bb 2or3;
30 cc 1,2,3,4,5,6,7 or 8;
yy 3,4,5,6,7or8;
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{1090e0& ()-+k {T0
5 CH2 groups to be replaced by NR31 and for a CH2 group to be replaced by O

R31 H, CkkH2kk+1, COR65 or SOoR65
kk 1,2,3,0r4;

it being possible for one or more H atoms to be replaced by F

atoms,
10 " R65  H, CyxHoxx+1:
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 or 4 N atoms, zeroor 1 S
atoms and zero or 1 O atoms,
which is unsubstituted or substituted by up to three
substituents selected from the group consisting of F, Cl, Br, I,
20 CooH200+1, NR70R71;
R70 and R71
independently of one another H, CyyH2yy+1 and
COR72;
R72  H, CyyHoyv+1:
25 00, uu and wv
independently of one another 1,2, 3,4,5,6,7
or §;
it being possible for one or more H atoms in the
groups CooH200+1, CuuH2uu+1 or CyyHayy+1 to be
30 replaced by F atoms;

or
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independently of one another 1, 2, 3, 4, 5, 6, 7 or 8;
ww 3,4,5,6,7 or8;

it being possible for one or more H atoms in the groups CegH2ge+1.

CwwH2ww-1 and OC¢Hof+1 to be replaced by F atoms;

10 R40 and R41
H, CttHott+1 or C(NH)NH2:
tt 1,2,3,4,5,6,70r8;

it being possible for one or more H atoms in the group CytHatt+1 to be
replaced by F atoms and for one or more CH2 groups to be replaced

15 by O or NR44;
ag 1,2,3,4,5,6,7or8;
it being possible for one or more H atoms in the group

ngHggg+1 to be replaced by F atoms, and it being possible

20 for R44 together with a (CH3) group of R40 or R41 and the N
atom to which they are jointly bonded to form a 5- or 6-
membered ring;

or
R40 and R41
25 with the N atom to which they are bonded a 5- or 6-membered ring;
R42  Hor ChhH2hh+1:
hh 1,2,3,4,5,6,7or8;
it being possible for one or more H atoms in the group ChhH2hh+1 to
be replaced by F atoms;

30 but where two substituents from the group of R7, R8 and R9 may not

simultaneously be OH or OCHj
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109X &' ( )np 0 - 0 . S
AR S B i
109%x& (NFRE290RERED andthe 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
i'ndependently of one another, H, F, Cl, Br, I, CN, NO9, OH, NH2p, CaH25+1,
10 cycloalky! with 3, 4, 5 or 6 C atoms, OCpH2p+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  HorCcHoc+1:

15 c 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 5- or 6-membered heteroaryl selected from the
20 group consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
thiazolyl and oxazolyl;
or
R1,R2,R3 and R4
independently of one another CONR11R12 or NR11R12;
25 R11 and R12
independently of one another H, CeH2e+1, CrrH2rr-1

e 1,2,3o0r4,
r 3,4,50r6,

it being possible for one or more H atoms in the groups

30 CeH2e+1 and CrHorr.1 to be replaced by F atoms

or
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R11 and R12
together with the N atom to which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;

or

10 R11 and R12
independently of one another COR14, CSR14, CONHR14, CSNHR14
or SO2R14;
R14  CgHag+1;
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 OSO3H, SO3H, SO2R 15, with
R15  CkHak+1, OCjH2j+1 or NR17R18;
20 k 1, 2, 3 or 4, it being possible for one or more H atoms to be
replaced by F atoms;
I 1, 2, 3 or 4, it being possible for one or more H atoms to be
replaced by F atoms;
R17 and R18
25 independently of one another H, CmH2m+1, in which the first
CHo group bonded to the nitrogen is replaced by CO and the
second CHo group is replaced by NR19;

m 1, 2, 3, 4 or 5, it being possible for one or more H
atoms in the group CjyH2m+1 to be replaced by F

30 atoms;
R19  HorCphH2n+1;
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10%x& ()-$+ 109%x& ()-S+[[[[[[[0S3/ 1098%& 109%x& ()-$+ 10%x& ()- $+
109%&Xx& () - $+( 109%&x& ()-$+( 109%x& ()-$+( 109%x& ()-$+[[[[[[[nR63/
109X & () - $+& 109 x& () - $++ 109KX& () - $++ 109X & () - $+

109 x& () -$+5VW[[[[[[[VV63/ 10%R& () - $+2.1DOKLE () - $+ 109x& () - $+5W

doveo 08400 0 ST Yebld bl hafh et s il b
10%0ce ()-Sesve (11111 vz: Sy RIS oonicet () Sesve 10%xa ()-5+-
109%x& () -$+ 10%x& ©oF-S+[[[[[[[ _C3/ 10%x& ()-$+ 10%x& ()-$+
5 R17 and 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, CpH2p+1;
10 p 1,2,3o0r4;
it being possible for one or more H atoms in CpH2p+1 to be replaced
by F atoms;
R6 H, CgHog+1, OCtHot+1 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 OCiH2t+1
to be replaced by F atoms;
R22  CyHay+1:
u 1,2,3 0r4;
20 it being possible for one or more H atoms in C,;H2;+1 to be replaced

by F atoms;
R7, R8 and R9
independently of one another OSO3H, SO3H or SO2R23;
R23  CpnH2nn+1, CmmH2mm-1, OCppH2pp+1 or NR25R26;
25 nn and pp
independently of one another 1, 2, 3, 4 or 5,
mm 3,4,50r6,

it being possible for one or more H atoms in CrnH2pn+1,

CmmH2mm-1 and OCppHopp+1 to be replaced by F atoms;



109%x& () -$+ 10%x& ()-$+ 10%x& ()-$+ 109%x& ()-$+[\\\ \\\rV:3/

10 x& () -$+ 10%x& ()-$+ 109%x& ()-$+ 10W%X& ()-$+ 10%x& () - $+5W\
VWAV YV 3/ 109%x& () - $+ 109%&x& () - $+ 10%&x& () - $+5W- 10X & () - $+

10%x& () -$H\\\\\\\Z>3/ 10%x& () - $+5W- 10%X& () - $+ 10%X& () - $+-

109%x& () -$+ 109%x& ()-$+\ \I\V"\# S\ % OE é 10%x& 10%x& ()-$+ 10%x& ()-$+
10 x& () -$+( 10%%x& ()-$+( 10%x& ()-$ ? 10%x& ()-$+% & *\ .\ /\ 0\ 1\ nR63/
10%X& () -$+& 109X & ()-$++ 10%%&x& () - $++ 10%x& () - $+

10%x&' () - $+5W1\ 2\ 3\ 4\ 5\ 8\ <\ vV63/ 10%x& ()-$+ 109&x& ()-$+

109 x& ()-$+5W 10% RZ5(AndbR2B0%xx&' () - $+<\ >\ 2\ @ A\ B\ C\ 0S3/ 10%x&' ()

10%0cE (- 940\ DL E1 G 14 01\ INCBPPdoRkal = Sotnsb i BN 9 BxPatugo b o the
10%0c@ () - Svsswe 1o () gk Cttaafpub 4ot e Kt S adcct Hydolal *
10%x& () - $+5V 10%x& () - &5 and the second CHa is replaced by NR27;
5 o z 1,2,3,4,50r6;
it being possible for one or more H atoms in CzH2z+1
to be replaced by F atoms;
R27 HorCggH2a3+1:
aa 1,2,3 0r4;
10 it being possible for one or more H atoms in

CagH2aa+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 | 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;

or
20 R7,R8and R9
independently of one another NR32COR30, NR32CSR30 or NR32S02R30;

R30  H, OH, CccHoce+1, CyyHoyy-1, pyrrolidinyl or piperidinyl, in which
rings a CHo group may be replaced by O or NR33,;
R32 and R33 independently of one another H or ChH2h+1;

25 cc 1,2,3,4,5,6,7 or 8;
yy 3,4,5,6;
h 1,2,30r4;

it being possible for one or more H atoms in ChH2p4+1 to be replaced by F

atoms, and it being possible for one or more H atoms in the groups
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109%x& () -$+ 10%x& ()-$+5W\\\\\\\rR63/ 10%x& ()-$+ 10%x& () - $+
109%x& () -$+5W- 10 X& ()-$+ 10%X& () ;23\ \\\\\\Z>3/ 10%x& () - $+5W
10%x& () -$+ 10%x& ()-$+- 10%x& ()-SJS+2 Boxxa: () -$+H\\\\\\\0S3/  10%x&
109%&x& () -$+ 10%x& ()-$+ 109%x& ()-$+( 10%x& ()-$+( 10%x& () - $+(
10%x& () -$H\\\\\\\rR63/ 10%x& ()-$+& 10%x& ()-$+ 10%x& ()-$+

109 X&' () - $+ 1@%eki®ct) 1 ana\ﬁmgzyu trkBe raflacedby Fatosis Jndior tpmxaranpls $+
10%x& () -$+ 10%&x& ()-$+ 109%x& ()-$+ 10%x& ()-$+\\\\\\\rV: 3/

109%x& ()-$+0 Oidxgroups-tg-beremacedhy BR31@nddar @)Cliz group to be replaced by O;
109X & () - $+5WA\ NNV VvV 37 109X & () - $+0 109X & () - $+ 10%x& () - $+5W-
109%xx&' ()-$+ 16%xa& {‘b,-%ki'bkk\m@%éﬁ) QORLEROP: $+5\W -

kk 1,2, 3, 0r4;
5 it being possible for one or more H atoms to be replaced by F atoms,
R65 H, CyxHoxx+1: |
XX 1, 2, 3 or 4, it being possible for one or more H atoms
to be replaced by F atoms;
or
10 R31 | together with a CH2 group of R30 and the N atom to which they are

jointly bonded form a 5- or 6-membered ring;
or
R30 a 5- or 6-membered heteroaromatic system selected from the group
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, |,
CooH200+1, NR70R71,

R70 and R71
20 independently of one another H, CyyHayyu+1 of
COR72;
R72  H, CywHoww+1;

oo, uu 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, CuuH2uu+1 or CyyHayy+1 to be replaced by F
atoms;
or
R7, R8 and R9
independently of one another H, F, CI, Br, I, NO2, CN, OH, NH2, CggH2ee+1.
30 CwwH2ww-1, OCfH2ff+1, NR40R41, CONR40R41, COOR42, COR42 or

OCORA42;
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110%[>& ()-8 y 2 [}~ rV:3/ 110%[>& ()-& }10%[ >& ()-& }10%[>& ()-&
110%[ >& ()-& }10%[>& ()-&Wgz " VV: 3/ }10%[>& ()-& }10%[>& ()-&
110%[ >& ()-8&W gz- }10%[>& ()-& }10%[>& ()-& gK+ }10%[>& ()-&
}1oo/(>[>&'()-&%}10()/(>[>&'()-&}1oo/(>[>&'(%-§}1oo/(>[>&'()-&}100/(>[>&'()-&(
110%[>& ()-& FV:+ 11 }10%[ >& (280 }10%[ >& ()-& } 10%[>& ()-&
110%[ >& ()-8&W gz }10%[>& ()-& VZ + }1 }10%[>& ()- &

110%[ >& ()-&W gz- }10%[>& ()-& }10%[>& ()-& }10%[>& ()-& " t >+

oWz, IR (18 L%l 8 () & N1l o8 () 8 VIOl oE (8
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}10%[ >&Ky) R, RAMERA () -& }10%[>& ()-& }10%[>& ()-& }10%[>& () - &W
independently of one another H, F, Cl, Br, OH, NH2, CgH25+1, cycloalkyl with
5 3,4, 5 0r6 C atoms, OCphH2p+1;

aandb
in the groups CgH24+1 and OCpH2p+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, CgH2g+1, CrrH2pr-1
15 e 1,2,3 0r4,
rr 3,4,50r6,

it being possible for one or more H atoms in the

groups CgH2oe+1 and CrHopr-1 to be replaced by F

atoms;
20 or
R11 and R12
together with the N atom to which they are bonded form a ring selected
from the group consisting of pyrrolidine, piperidine, N-
methylpiperazine, piperazine and morpholine;
25 or
R11 and R12
independently of one another COR14, CSR14, CONHR14, CSNHR14
or SO2R14;
R14  CgHag+1:
30 g 1, 2, 3 or 4, it being possible for one or more H atoms

to be replaced by F atoms;
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()-& }10%[>& ()-& 0S8/ }10%[>& }10%[>& ()-& }10%[>& () - &
()-& }10%[>& ()-& }10%[>& ()-& }10%[>& ()-& r R28/
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}10%[ >&
} 10%[ >&
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—a$al - 8/ 0%[>& ()-& }10%[>& ()-& }10%[>& ()-&5Wgz-
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R15  CkHak+1 or NR17R18;

k 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 CjyHom+1:

m 1, 2, 3, 4 or 5, it being possible for one or more H
atoms in the group CmHom+1 to be replaced by F
atoms;
or
R17 and 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 methyl or trifluoromethyl;
R6 H;
R7, R8 and RS9
independently of one another OSO3H, SO3H or SO2R23,;

R23 CnnHZnn-[-‘] or NR25R26;
nn 1,2,3,40r5,
it being possible for one or more H atoms in ChnH2pn+1 to be

replaced by F atoms;
R25 and R26
independently of one another H, CN or C;H22+1, in which the

first CHo group bonded to the nitrogen is replaced by CO or
CS and the second CHo is replaced by NR27,

z 1,2,3,4,50r6;
it being possible for one or more H atoms in CzHo7+1

to be replaced by F atoms;
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}10%[ >& () - &ayaza{al a}a~az>3/ } }10%[>& ()-&Wgz }10%[>& ()-&
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| L006] o8& ()- Gahaaanar v: 3]} 10v| o& () HOPTGRTSRISTe 3@%&#’@ g
110% [ >& ()-& CaaH2aa3+1 to be replaced by F atoms;
5 or
“R25 and R26
together with the N atom to which they are bonded a 5- or
6-membered ring,
or
10 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
R7, R8 and R9
independently of one another NR32COR30, NR32CSR30 or NR32S0O2R30;
15 R30  H, OH, CecHace+1. CyyHayy-1, pyrrolidinyl or piperidinyl, in which
rings a CH2 group may be replaced by O or NR33;
R32 and R33 H, methyl or CF3;
cc 1,2,3,4,5,6,70r8;
yy 3,4,5,6;
20 it being possible for one or more H atoms in the groups CecHocc+1 and
CyyH2yy-1 to be replaced by F atoms and for one or more CH2 groups to be
replaced by NR31 and for a CHo group to be replaced by O;
R31  H, methyl, ethyl, CF3, CHoCF3, acetyl, propionyl, methanesulfonyl or
ethanesulfonyl;
25 or

R31 together with a CH2 group of R30 and the N atom to which they are jointly

bonded form a 5- or 6-membered ring;
or
R30  pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or
30 oxazolyl, which are unsubstituted or substituted by a maximum of 3
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1109 28 ()& 11092 ()& 1 100 &' () 28hancaaao0l ) 106 o& () 85
110%[>& ()-& }10%[>& ()-& }10%[>& ()-& }10%[>& ()-& }10%[>& ()- &
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}10%[ >& () - & } 10%[ s@bsﬁt}tu@mﬁmma@ﬁaavtmogro}mmpb&'ngpfE, FLowethyk. ethyl&
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R7, R8 and R9
5 independently of one another H, F, Cl, OH, NHg, CeeH2ee+1, CuwH2ww-1:
OCffHéff+1, NR40R41, CONR40R41, COOR42 or OCOR42,
ee and ff
independently of one another 1, 2, 3 or 4;
ww 3,4,50r6,
10 it being possible for one or more H atoms in the groups CegH2ee+1,
CwwH2ww-1 and OCg¢fHofi+1 to be replaced by F atoms;
R40 and R41
H, CttHatt+1 or C(NH)NH2:
tt 1,2,30r4;
15 | it being possible for one or more H atoms in the group CitH2tt+1 to be
replaced by F atoms;
or
R40 and R41
independently of one another hydroxyethyl, N,N-dimethylaminoethyl,
20 N,N-diethylaminoethyl, pyrrolidinoethyl, N-methylpiperazinoethyl,
piperazinoethyl, morpholinoethyl or piperidinoethyl;
or
R40 and R41
together with the N atom to which they are bonded a pyrrolidine,
25 piperidine, N-methylpiperazine, piperazine or morpholine ring;
R42  Hor ChhH2hh+1:
hh 1,2,30r4;
it being possible for one or more H atoms in the group ChhH2hh+1 tO
be replaced by F atoms;
30 but where two substituents from the group of R7, R8 and R9 may not

simultaneoUsly be OH or OCHgs,
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thereof.
5
4. A compound of the formula | as claimed in claims 1-3 in which the meanings are:
R1, R2, R3 and R4
independently of one another H, F, Cl, Br, OH, NH2, CgH24+1, cycloalkyl with
3,4, 50r6 C atoms, OCpHop+1;
10 a and b

in the groups CgHog+1 and OCpH2p+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;
or
15 R1,R2,R3 and R4
independently of one another NR11R12;

R11 and R12
independently of one another H, CeHog+1, CrrHopr-1:
e 1,2,30r4,
20 rr 3,4,50r6,
it being possible for one or more H atoms in the
groups CegHoe+1 and CyHorr-1 to be replaced by F
atoms;
or
25 R11 and R12

together with the N atom to which they are bonded form a ring selected
from the group consisting of pyrrolidine, piperidine, N-
methylpiperazine, piperazine and morpholine;
or
30 R11 and R12
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to be replaced by F atoms;
or
R1,R2, R3 and R4
independently of one another OSO3H, SO3H, SO2R15;
R15  CkH2k+1 or NR17R18;
10 k 1, 2, 3 or 4, it being possible for oﬁe or more H atoms to 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
15 atoms in the group CmH2om+1 to be replaced by F
atoms;
or
R17 and R18

together with the N atom to which they are bonded a 5- or
20 6-membered ring;
but where R2 must always not be equal to H;
R5 methyl or trifluoromethyl;

R6 H;
.R7,R8 and R9
25 independently of one another OSO3H, SO3H or SO2R23,;

R23  CppnHonn+1 or NR25R26;

nn 1,2,3,4 0r5,
it being possible for one or more H atoms in CynH2nn+1 to be

replaced by F atoms;
30 R25 and R26



& ()-g)!0M10% > -> & ()-9)! D "10% ()-9)
N"10%t a& ()-9) ! "10%& ()-g)ecl c| ccccecyWs| 29! 4710%
& ()-9)! "10%@o& ()-9)!S"10%& ()-9g) "10%p& ()-g) +n"10%& ()-9)!
0710%d>d& ()-g)ccccddddzXJ<9!'4 10 10! 6710%& ()-g) y*10%9]& ()-9)!!710%v w
& ()-9)!'W10%' ()-g) O *"10%~& ()-9g)d dig‘gj&d' d(d)d| "D9!'4 10y
10%WE& ()-Qy 10%WE& ()-Qy 10%W& (F*Ory 10% W& ()-Qy 10%W& ()-Q
nl0% W & ()- 10)d*d+d, d-d0d1ldvV:DO!'y 10% W & ()-Qy 10% W& ()-Qy
10% W& ()-Q*5WE&y 10%W& ()-Qy 10% W& ()-Q1d2d3d4d5d6d7dZ>D9! y
10% W& ()-QF5WE-y 10%W&jdepe®gnﬂ30%w&'a(1¢tl'\erw CIM%‘YE&&Q(Z)nQnywhich the
10%6 W & () - Q 7d9d; d<d=d>d?d@kCB89y 10% W & (t) Qy 10% W& (?

Qy 10% W & () - trsj Chip/gueup bondedfortbeinitragen i '8@69 aced by CO or

109 W & () -
109% W & () - Q* @AJEdGdIdOdSdj J* 3 O%W& -Qry 10%W&'\g&
104 W & ()-Q'y 10% W & () - 65andihapecqnd Criavs repleegdiby N %7gder13y
10% W & ()-Qy 10%W&'()-?5WE§/_ ébox{/\/%/%&#%qu 10% W& ()-Qy
10% W & () - Q- gdi dj dkdl dnmdn&oS3y 10 y 10%W& ()-Qy
1098 Ws& () -Qy 10% W& ()-Q'y 10§54 ésé%lé fépz%’ﬁé/\b&n{a e@f&t CzH
10% W& ()- O ndodpdudvdwdxdr V: 3y 10@%’ B o B0 e () 2T In CzH2z+1

to be replaced by F atoms;

R27 H or CaaH23a+1;
aa 1,2,3o0r4;
it being possible for one or more H atoms in
10 CaaH2aa+1 to be replaced by F atoms;

or
R25 and R26
together with the N atom to which they are bonded a 5- or
6-membered ring,
15 or
R27 and a CH2 group of R25 or R26 together with the N atom

to which they are bonded a 5- or 6-membered ring;
or
R7, R8 and R9
20 independently of one another NR32COR30, NR32CSR30 or NR32S0O2R30;

R30  H, OH, CecHace+1, CyyHayy-1. pyrrolidinyl or piperidinyl, in which
rings a CHa group may be replaced by O or NR33;
R32 and R33 H, methyl or CF3;
cc 1,2,3,4,5,6,7or8;
25 yy 3,4,50r6;
it being possible for one or more H atoms in the groups CgcH2cc+1 and

nyszy_1 to be replaced by F atoms and for one or more CHo groups to be
replaced by NR31 and for a CHo group to be replaced by O;
R31  H, methyl, ethyl, CF3, CH2CF3, acetyl, propionyl, methanesulfonyl or

30 ethanesulfonyl;
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5 R30 pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl, thiazolyl or
oxazolyl, which are unsubstituted or substituted by a maximum of 3
substituents selected from the group consisting of F, Cl, methyl, ethyl,
trifluoromethyl, NH2, NHacetyl;

or
10 R7,R8andR9
independently of one another H, F, Cl, OH, NH2, CgeH2ee+1, CwwH2ww-1.
OC#Hof+1, NR4OR41, CONR40R41, COOR42 or OCORA42,
ee and ff
independently of one another 1, 2, 3 or 4;
15 ww 3,4,50r6,

it being possible for one or more H atoms in the groups CeeH2ee+1.

CwwH2ww-1 and OCgHof+1 to be replaced by F atoms;

R40 and R41
H, CitHatt+14, or C(NH)NH2;
20 tt 1,2,3 0r4;

it being possible for one or more H atoms in the group CytHatt+1 to be

replaced by F atoms;
or
R40 and R41
25 independently of one another hydroxyethyl, N,N-dimethylaminoethyl,
N,N-diethylaminoethyl, pyrrolidinoethyl, N-methylpiperazinoethyl,
piperazinoethyl, morpholinoethyl or piperidinoethyl;
or
R40 and R41
30 together with the N atom to which they are bonded a pyrrolidine,
piperidine, N-methylpiperazine, piperazine or morpholine ring;
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be replaced by F atoms;
5  but where two substituents from the group of R7, R8 and R9 may not simultaneously
" be OH or OCH3, |

and where at least one of the radicals R7, R8 or R9 must be selected from the group
consisting of -0,,SO\yR23, NR32COR30, NR32CSR30 and NR32SOL1pR30;

and the pharmaceutically acceptable salts and trifluoroacetates thereof.
10
5. A compound of the formula | characterized in that it is selected from the group
consisting of:
1)  N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
15 2) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;
3) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;
4)  4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N,N-dimethyl-
benzenesulfonamide;
5) 4-(4-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinoline;
20 6) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-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-yl)-N-propyl-benzamide;
9) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-N-(2-dimethylamino-
ethyl)-benzamide;
25 10) 6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
11) [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-4-yl}-phenyl]-diethyl-amine
12) 6,8-dichloro-2-methyl-4-(4-piperidin-1-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
13) 6,8-dichloro-2-methyl-4-(4-pyrrolidin-1-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
14) 6,8-dichloro-2-methyl-4-[4-(4-methyl-piperazin-1-yl)-phenyl]-1,2,3,4-tetrahydro-
30 isoquinoline;
15) 6,8-dichloro-2-cyclopropyl-4-phenyl-1,2,3,4-tetrahydroisoquinoline;
16) 4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
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5 19) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-3-ethyl-
urea; )
20) N-[4-(6-methanesulfonyl-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
acetamide;
21) N-[4-(2,6,8-trimethyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-acetamide;
10 22) N-[4-(6-bromo-8-chlioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
acetamide;
23) N-[4-(8-chloro-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)-
15 phenyl}-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-chloro-6-(cyclopropylmethyl-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-isoquinolin-4-yl)-2-hydroxy-benzoic
acid;
28) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-N-methyl-
benzamide;
29) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-hydroxy-
25 benzamide;
30) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-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-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

acetamide;
33) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
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36) N-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
5 butyramide;
37) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyljpentanamide;
38) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isobutyramide;
10 39) N-[4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-2,2-
dimethyl-propionamide;
40) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
41) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
15 cyclobutanecarboxamide;
42) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopentanecarboxamide;
43) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoro-acetamide;
20 44) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-1-
acetylpiperidine-4-carboxamide;
45) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
nicotinamide;
46) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
25 sulfonamide;
47) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
ethanesulfonamide;
48) N',N'-dimethylamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;
30 49) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-

propionamide;
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5 52) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isobutyramide;
53) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-2,2-
dimethyl-propionamide;
54) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
10 cyclopropanecarboxamide;
55) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclobutanecarboxamide;
56) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-
cyclopentanecarboxamide;
15 57) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoro-acetamide;
58) N-[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide;
59) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
20 nicotinamide;
60) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;
61) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
ethanesulfonamide;
25 62) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
y)-phenyl]-sulfamide;
63) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
64) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
30 butyramide;
65) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pentanamide;

N N N N N
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dimethyi-propionamide;
5 68) N-[2-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]cyclopropanecarbox-amide;
69) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
cyclobutanecarboxamide;
70) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
10 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-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide;
15 73) N-[2-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;
74) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
ethanesulfonamide;
75) N',N'-dimethylamino-N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
20 yl)-phenyl]-sulfamide;
76) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
77) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyil-
thiourea; |
25 78) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
79) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
thiourea;
80) N-{5-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
30 phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide; |
81) N-{5-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenylsuifamoyl]-4-methyl-thiazol-2-yl}-acetamide;
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83) N-[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-1,2-
dimethyl-1H-imidazole-4-sulfonamide;
5 84) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-5-chloro-
1,3-dimethyl-1H-pyrazole-4-sulfonamide;
85) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-5-chloro-
1,3-dimethyl-1H-pyrazole-4-sulfonamide;
86) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-5-bromo-
10 thiophene-2-sulfonamide;
87) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-5-bromo-
thiophene-2-sulfonamide;
88) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-C,C,C-
trifluoro-methanesulfonamide;
15 89) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
trifluoro-methanesulfonamide;
90) 4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoroethanesulfonamide;
91) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,2,2-
20 trifluoro-ethanesulfonamide;
92) N-ethyl-N'-4-(6,8-Dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzenesulfonylurea,
93) 2-chloro-5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzenesulfonamide;
25 94) 2-methyl-4-phenyl-6,8-bis-trifluoromethyl-1,2,3,4-tetrahydro-isoquinoline;
95) 2-amino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-
acetamide;
96) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
2-methylamino-acetamide;
30 97) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
2-dimethylamino-acetamide;



ggg ggoSO0 10% & 10% & ()-.+ 10%W & ()-.+ 10%W & ()-.+( 10% & ()-. +(
10% & ()-.+( 109% & ()-.+gggggggnR60 10% & ()-.+& 10% & ()-.++ 10% & ()-. +
1096 & ()-.+ 10% & ()-.+5W; gggggg! gvZ: 0 109 & ()-.+ 109 & ()-. +5W;
10% & ()-.+ 10%& ()-.+ 10% & ()-.+!g"g#g$g%@9&g' gt >05W ;- 10% & ()-. +
10%8 & ()-.+ 10% & ()-.+ 10% & ()-.+ 1/2/5 ()-.+ g+g/ g4g6g<g@_?05
10% & ()-.+ 10% & ()-.+ 10% & ()-.+ 109 %( -+ 10% & ()-. +
1096 & () - +@AngCgEgKngrR60 10%& ()- + 10%& ()-.+ 10% & ()-.+
10% & ()-.+5W; 10% & ()-.+L RgZ>0 10% & ()-.+5W; 10% & ()-. +-
109 & () 98} Qeamsaoew [44(6;ﬁad4f:glo(r9 Wgtetrahysm-isoguinglingeylgphenyil
109% & () -. +10% +( 10% & ()-.+( 10% & ()-. +(
10% & () -. +Y§RR gkgnR60 109% & ()-.+& 109% & ()-.++ 10% & ()-. +

99) 2-am|no-N -[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

butyramide;
5 100) 2,6-diamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
101) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-2-carboxamide;
102) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
10 isonicotinamide;
103) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi}-1H-
pyrrole-3-carboxamide;
104) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrrole-2-carboxamide;
15  105) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
106) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,4-dimethyl-1H-pyrrole-2-carboxamide;
107) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-nitro-
20 1H-pyrrole-2-carboxamide;
108) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2,5-
dimethyl-1H-pyrrole-3-carboxamide;
109) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
imidazole-4-carboxamide;
25  110) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;
111) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,5-
dimethyl-1H-pyrazole-4-carboxamide;
112) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
30 pyrazole-4-carboxamide;
113) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-trifluoromethyl-1H-pyrazole-4-carboxamide;
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115) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-
dimethylamino-acetamide;
5 116) 2-amino-N-{3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
117) 2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylj-
butyramide;
118) 2,6-diamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
10 phenyl]-hexanamide;
119) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-2-carboxamide;
120) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isonicotinamide;
15 121) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrrole-3-carboxamide;
122) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyi]-1H-
pyrrole-2-carboxamide;
123) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-1-methyl-
20 piperidine-4-carboxamide;
124) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,4-dimethyl-1H-pyrrole-2-carboxamide;
125) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-nitro-
1H-pyrrole-2-carboxamide;
25 126) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
2,5-dimethyl-1H-pyrrole-3-carboxamide;
127) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
imidazole-4-carboxamide;
128) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 1-methanesulfonyl-piperidine-4-carboxamide;
129) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3,5-dimethyl-1H-pyrazole-4-carboxamide;
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131) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-trifluoromethyl-1H-pyrazole-4-carboxamide;
5 132) 1-[2-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
thiourea;
133) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
thiourea;
134) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl]-3-ethyl-
10 thiourea;
135) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,1-dimethyl-urea;
136) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
piperazine-1-carboxamide;
16  137) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
138) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;
139) N-[3-(6,8-dichloro-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-isoquinolin-4-yl}-phenyl]-
1,1-diethyl-urea;
141) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
25 142) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(2-dimethylamino-ethyl)-urea;
143) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
3-(tetrahydro-furan-3-yl)-urea;
144) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 3-(tetrahydro-pyran-4-yl)-urea;
145) 3-[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-methyl-
1-(1-methyl-piperidin-4-yl)-urea;
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1-(2-dimethylamino-ethyl)-1-methyl-urea;
5 148) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-
(3-dimethylamino-propyl)-urea;
149) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(2-methoxy-ethyl)-urea;
150) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-pyridin-
10 3-yl-urea;
151) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-pyridin-
4-yl-urea;
152) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-4-methyl-
piperazine-1-carboxamide;
15  153) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
154) 3-[2-(6,8-dichloro-2-methyl-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 1,1-diethyl-urea;
156) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
157) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yf)-phenyl}-
morpholine-4-carboxamide;
25 158) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-1-carboxamide;
159) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
3-(2-dimethylamino-ethyl)-urea,
160) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
30 piperazine-1-carboxamide;
161) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
pyrrolidine-1-carboxamide;
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&109%-& ( 116%¥ (1-[446B+dichiore-2-metmydul 2,8 yA-tetrahne ra-isogu moklindomkphpnyi-3-methyl-
&109%8&’ ()-x*u%%%r&' ()-x* &10%& ()-x* &LO%& ()-x*5W- v% iiiii imoL3
810%& () - x* UETD% & ()-Xx*5W v &1096-8 () - x*+ &10%& ()-x* &L10%&' ()-x*
i "0 #i $i 99168) BIPI6BLaMhEro2-metiAA%2,8,4detrehydro-isoquinolin-4-yl)-phenyl]-

1,1-dimethyl-urea;
5 164) 3-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,1-diethyl-urea;
165) 1-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(2-dimethylamino-ethyl)-urea;
166) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
10 1-carboxamide;
167) N-[4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
morpholine-4-carboxamide;
168) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide;
15  169) [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
amine;
170) 1-[4-(6,8-dichloro-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-isoquinolin-4-yl)-phenyl]-methyl-
20 4-methyl-piperazine-1-carboxamide;
172) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,3,3-trimethyl-urea;
173) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
piperidine-1-carboxamide;
25 174) N-[4-(6,8-dich|oro-2-methyl-1,2,3,4-tetrahydro-isoqui'nolin-4-y|)-pheny|]—methy|-
morpholine-4-carboxamide;
175) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
pyrrolidine-1-carboxamide;
176) 1-{4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 3-(2-dimethylamino-ethyl)-1-methyl-urea; |
177) 1-[4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3,3-diethyl-1-methyl-urea;



810%+& ()-x* &L0%& ()-x* &L0%& ()-x* &L0%& ()-x*

&109%+& ()-x*"i(i)i/ili2i3inRE3 &L0%& ()-x* &10%-& ()-x** &L0%& ()-x*
&10%+&' ()-x* &10%+& ()-x*5W voUBi 4i 5i 6i 7i 8i <ivzZ: 3 &10%& ()-x*

&10%+& () -x*5W v% &10%+& () -x*- &10%& ()-x* &10%& ()-x*<iAIEEG1iJiOcC3
810%+& ()-x* &10%+& ()-x* &L0%& ()-x* %& ()-x* &10%& ()-x*
&10%+& ()-x*O PiRISiYi Zi*i il LO &10%-&{)-x* &10%& ()-x* &0%& ()-x*
8&10%+& ()-x* &10%& ()-x* &L0%& ()-x* &L0%& ()-x*_i iaidifioipinN20
810%+& ()-x* &L0%& ()-x* &L0%& ()-x* &L0%& ()-x* &L0%& ()-Xx*5W-
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amine;
5 180) N-[3-(6,8-dichioro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
pyrrolidine-1-carboxamide;
181) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
piperidine-1-carboxamide;
182) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
10 1,3,3-trimethyl-urea;
183) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
1,3-dimethyl-urea;
184) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
morpholine-4-carboxamide;
15  185) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-4-
methyl-piperazine-1-carboxamide;
186) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(2-dimethylamino-ethyl)-1-methyl-urea;
187) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
20 3,3-diethyl-1-methyl-urea;
188) 2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-
4-yl)-phenyl]-carbamate;
189) 2-dimethylamino-ethyl [4-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-
4-yl)-phenyl}-carbamate;
25 190) 2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-
4-yl)-phenyl}-carbamate;
191) methyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;
192) ethyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 carbamate;
193) isopropy! [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

carbamate;



&10%& ()-x* &10%+& ()-x*5W v% &10%+& () - x*- &10%+& () - x*

&10%-& ()-x* &L0%& ()-x* &L0%& ()-x* 0& ()-x*iiiiiiirV:+ &l
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&10%& () 0%y mshiAq4(6 B-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate;
5 196) isopropyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate; '
197) 2,2-dimethyl-propyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-carbamate;
198) ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
10 carbamate;
199) (R)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide;
200) (S)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide;
15  201) (R)-1-[2-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-ethyl-urea;
202) (S)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-ethyl-urea;
203) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
20 acetamide;
204) 4-(3-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
205) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
3-(2-hydroxy-ethyl)-urea,
206) ethyl 3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-benzoate;
25 207) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid.
and the pharmaceutically acceptable salts thereof.

and from the pharmaceutically acceptable salts thereof.

6. A compound of the formula | as claimed in claim 1, selected from the group
30 consisting of:
1)  N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
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hiourea;
5 5) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;

6)  N-[4-(6-bromo-8-chloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

acetamide;
7)  N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
10 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-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yi)-phenyl]-1-acetyl-
piperidine-4-carboxamide;
15 10) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-y|)-phenyl]-methane—
sulfonamide;
11) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
ethanesulfonamide;
12) N',N'-dimethylamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
20 yl)-phenyl]-suifamide;
13) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
14) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
butyramide;
25 15) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
isobutyramide;
16) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
17) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yi)-phenyl]-
30 cyclobutanecarboxamide;
18) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoro-acetamide;
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nicotinamide;
5 21) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;
22) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
ethanesulfonamide;
23) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
10 yl}-phenyl]-sulfamide;

24) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclopropanecarboxamide;
25) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
piperidine-4-carboxamide;
15 26) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-ethyl-
urea;
27) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
thiourea;
28) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
20 urea;
29) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
thiourea;
30) N-{5-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;
25 31) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,2-
dimethyl-1H-imidazole-4-sulfonamide;
32) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
trifluoro-methanesulfonamide;
33) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
30 trifluoro-methanesulfonamide;
34) N-ethyl-N'-4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
benzenesulfonylurea;
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5 37) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]}-1H-
pyrrole-3-carboxamide;
38) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
39) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-1-
10 methanesulfonyl-piperidine-4-carboxamide;
40) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrazole-carboxamide;
41) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
methylamino-acetamide;
15  42) N-[3-(6,8-dichloro-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-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
46) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
25 47) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
imidazole-4-carboxamide;
48) N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;
49) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,5-
30 dimethyl-1H-pyrazole-4-carboxamide;
50) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-1H-
pyrazole-carboxamide;
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piperazine-1-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;
N-[3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-1-carboxamide;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
diethyl-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
dimethylamino-ethyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-
(tetrahydro-furan-3-yl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
(tetrahyd ro-pyran¥4-yl )-urea,;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-1-methyl-
1-(1-methyl-piperidin-4-yl)-urea;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(3-
dimethylamino-propyl)-1-methyl-urea;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahyd ro-isoquinblin-4-yl)-phenyl]-1 -(2-
dimethylamino-ethyl)-1-methyl-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(3-
diethylamino-propyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
methoxy-ethyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-pyridin-

3-yl)-urea;
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?109@2& ()-"* 2100R2& ()- * ?2109@?& ()- *? ?109%R?& ()- * ?109R?& ()-’
210922& () - * 2109%@2& ()-"*I11111 1rV:85W ?210%7?& ()- * ?2109%@?& () -
?109%0?& @) 1-[3{B)8fAI00-2-mEthghP, 283, G)tefré5Wro=t§oqulhdal'iri-#hds)l-ph\enwm-wﬂdm-
210922& ()-"* 2109@?& ()- * ?2109%?& ()- *5W ~6:- ?2109%7?& ()-

210927& () - 4-¥l-utea; ol 11 2| 311 685WBW ~6: ? 2109%R7?& ()- * 2109%R7?& ()-

zigﬁgzg %) & [Z%@%@@h@o -2- méﬁg’gg%S %tetra?\ga}ﬁsligd||n8||M4_@?EH\§WI]-4 methyl-
piperazine-1-carboxamide;
5 69) 1-[2-(6,8-dichioro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;
70) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;
71) N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
10 piperazine-1-carboxamide,
72) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
urea;
73) 3-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
dimethyl-urea;
15  74) 3-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
diethyl-urea;
75) 1-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;
76) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
20 morpholine-4-carboxamide;
77) N-4-(8,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-formamide;
78) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide;
79) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3,3-
25 trimethyl-urea;
80) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3-
dimethyl-urea;
81) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
morpholine-4-carboxamide; .
30 82) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-4-
methyl-piperazine-1-carboxamide;
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5 85) 2-dimethylamino-ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl}-carbamate;
86) 2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yi)-phenyl]-carbamate;
87) methyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
10 carbamate;
88) (R or S)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
methanesulfonamide;
89) (R or S)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethyl-urea;
15 90) 1-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
hydroxy-ethyl)-urea;
and from the pharmaceutically acceptable salts thereof.

7. The 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 sodium-proton exchanger of subtype Il (NHE3),
in which the meanings are:
R1,R2,R3 and R4
independently of one another H, F, Cl, Br, I, CN, NO2, OH, NH2, CgH2a+1.
25 CqqH2qg-1 OCpH2p+1. COOR10, OCOR10, COR10 or Ox-(CH2)y-phenyl;

aandb
in the groups C4H24+1 and OCpHop+1 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; _
30 qq 3, 4,5, 6, 7 or 8, it being possible for one or more H atoms to be
replaced by F atoms;
R10  Hor CgHoc+1;
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to be replaced by F atoms,

or
R1, R2, R3 and R4

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

-atoms;

or
R1, R2, R3 and R4

20

25

30

independently of one another CONR11R12 or NR11R12;
R11 and R12
independently of one another H, CeHoe+1, CrrH2pr-1;
1,2,3,4,5,6,7or8,
3,4,5,6,7,0r8,

e
r

it being possible for one or more H atoms in the groups CgH2e+1 and

CrrH2rr-1 to be replaced by F atoms and for one or more CHop

groups to be replaced by O or NR13;

R13  Hor CfHofe1;
f
atoms to be replaced by F atoms;

or

1, 2, 3 or 4, it being possible for one or more H

R13 and a CH2 group of R11 or R12 together with the N atom

to which they are bonded a 5- or 6-membered ring;
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I Si 198& Q5 J, - I 10/ mf
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y0Si 109%&&&' () - p, J! Si 1022284,05,6) 7'or8, 100 F\ F& ()-J, ! bSi 10% : & ()-J, ospst susw

sxsyszsx\ @av! 10n e&( o8 109&K’ 4 10% oUW 109K o4 1.0%& i
oo ) 10/mﬁ§s{s|é}%ésﬁsméusQewws(s;gfe/@&eﬁ&owow%@@s( 05 Sv
109 ()-% 10% ()- OV b 9 6 1098 () - Y&
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109%@458) - % 10%&: () - % 100/&1(2, 34, BT O 816 10%& ()%

10%& () - %ssssssnRGH[ belng poségblg for one or more H atoms in CqH2q+1 to be replaced
by F atoms and for one or more CH2 groups to be replaced by O or
NR21;
R21  Hor CiHor+1:
20 r 1,2,30r4,
it being possible for one or more H atoms in CyHor+1 to be
replaced by F atoms;
R6 H, F, Cl, Br, |, CgH2s+1, CddH2dd-1. OH, OCtHat+1 or OCOR22;
sandt
25 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, CddH2dd-1 and OCtHot+1 to be replaced by F atoms;
R22  CyHou+1; |
u 1,2,30r4;
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109&' ()-9% 109 ()-9% 10%it beingpussitie fartan@larmocsl gtpresin L gkkp 4+ e be
109&' () - %B6Ws" 109 ()-% 109 ()-%ttttttt>4" 5W" 109 ()-% 10%& ()- %

10%&' () - %8 replaced by F atoms;
R7, R8 and R9
independently of one another -O-SOy-R23;
5 v zero or 1;
w zero, 1 or 2;

R23  CppH2nn+1, CmmH2mm-1, OH, OCppH2pp+1 or NR25R26;
nn and pp
independently of one another 1, 2, 3, 4, 5,6, 7 or 8,
10 mm 3,4,5,6,70r8,
it being possible for one or more H atoms in CnnH2nn+1.

CmmH2mm-1 and OCppH2pp+1 to be replaced by F atoms;

R25 and R26
independently of one another H, CN or C;H27+1, CzzH277-1:
15 z 1,2,3,4,5,6,7or8;
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 CzHo241, it being possible for one or more H atoms

to be replaced by F atoms and it being possible for
20 one or more CH2 groups to be replaced by O, CO, CS

or NR27;
R27 HorCgagH2aa+1;
aa 1,2,30r4;
it being possible for one or more H atoms in
25 CaaH2aa+1 to be replaced by F atoms;

or
R25 and R26
together with the N atom to which they are bonded a 5-, 6- or
7-membered ring,
30 or
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109&' ()-% 109& ()- %ttt utR2vandye CHe group©f REGON R2640gedhdr With tise N atom
109 ()-% 109 ()-% 109%& ()-%tzt|t}t~tttt T8N 109%&' ()-% 109%&' ()- %
109 ()-9% 10%& ()-9% 10%&oWhi tnw/a:e(bor%eoga)%w p-membered Fing:g/

109 ()- % 109 ()-% 109% ()-% 10% ()-%

R7, R8 and RS
5 independently of one another NR32COR30, NR32CSR30 or NR32SOppR30;
R30  H, CecHoce+1, CyyHayy-1. pyrrolidinyi or piperidinyl, in which rings a
CHo group may be replaced by O or NR33;
R32 and R33 independently of one another H or ChH2h+1,

bb 2o0r3;

10 cc 1,2,3,4,5,6,70r8;
yy 3,4,5,6,7or8;
h 1,2,3,4,5,6,7o0r8,

it being possible for one or more H atoms in ChH2h+1 to be replaced by F

atoms, and it being possible for one or more H atoms in the groups
15 CccHacc+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 (CH2) group to be replaced by
O;
R31  H, CkkHokk+1, CORE5 or SO2R65;
kk 1,2,3,0r4;
20 it being possible for one or more H atoms to be replaced by F
atoms,
R65 H, CyxHoxx+1;
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, 3 or 4 N atoms, zeroor 1 S
atoms and zero or 1 O atoms,
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9BVBtttttttr R28" 18%&HOL: Y4, NR70R71;
R70 and R71

independently of one another H, CyyH2yy+1 and
COR72;
R72 H, CyyH2yv+1;
00, uu and w
independently of one another 1, 2, 3,4, 5,6, 7
or 8,
it being possible for one or more H atoms in the
groups CooH200+1: CuuH2uu+1 of CyyH2yy+1 to be
replaced by F atoms;
or
R7, R8 and R9
independently of one another H, F, Cl, Br, |, NO2, CN, OH, NHg, CeeH2ge+1.

CwwH2oww-1, OCtHoff+1, NR4OR41, CONR40R41, COOR42, COR42 or
OCOR42,
ee and ff
independently of one another 1, 2, 3, 4, 5, 6, 7 or 8;
ww 3,4,5,6,70r8;
it being possible for one or more H atoms in the groups CgeH2ee+1,
CwwHoww-1 and OC¢Hoff+1 to be replaced by F atoms;
R40 and R41
H, CttHatt+1 or C(NH)NH2;
tt 1,2,3,4,5,6,7or8;
it being possible for one or more H atoms in the group C¢Hoait+1to be
replaced by F atoms and for one or more CHg groups to be replaced
by O or NR44;
R44  HorCggHagg+1;
gg 1,2,3,4,5,6,70r8;
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second CHo group is replaced by NR19;

5 m 1, 2, 3, 4 or 5, it being possible for one or more H
atoms in the group CjyH2m+1 to be replaced by F

atoms;
R19  Hor CnHon+1;
n 1,2,30r4,
10 it being possible for one or more H atoms in ChH2p+1 to be

replaced by F atoms;
or
R17 and R18
together with the N atom to which they are bonded a 5- or
15 6-membered ring;
R5  H, CpHop+1: CssHass-1:
p 1,2,30r4;
ss 3,4, 5 or 6, it being possible for one or more H atoms in CpH2p+1 and
CgsH2ss-1 to be replaced by F atoms;
20 R6 H, CgHog+1, OCtH2t+1 or OCOR22;
sandt
independently of one another 1, 2, 3 or 4,
it being possible for one or more H atoms in CgHog+1 and OCtH2t+1
to be replaced by F atoms;
25 R22  CyHou+1s
u 1,2,30r4;
it being possible for one or more H atoms in CyH2+1 to be replaced
by F atoms;
R7, R8 and R9
30 independently of one another OSO3H, SO3H or SO2R23,;
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to be replaced by F atoms;
R27 HorCgaH2aa+1;
15 aa 1,2,30r4,
it being possible for one or more H atoms in
CaaH2aa+1 to be replaced by F atoms;
or
R25 and R26
20 together with the N atom to which they are bonded a 5- or
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;
25 or

R7, R8 and R9
independently of one another NR32COR30, NR32CSR30 or NR32S02R30;

R30  H, OH, CccHace+1, CyyHoyy-1. pyrrolidinyl or piperidinyl, in which
rings a CHo group may be replaced by O or NR33;
30 R32 and R33 independently of one another H or ChH2n+1;
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or
R30 a 5- or 6-membered heteroaromatic system selected from the group
20 consisting of pyridyl, imidazolyl, pyrazolyl, pyrrolyl, triazolyl, tetrazolyl,
thienyl, thiazolyl and oxazolyl,
which are unsubstituted or substituted by up to three
substituents selected from the group consisting of F, Cl, Br, |,
CooH200+1, NR70R71,

25 R70 and R71
independently of one another H, CyyH2yu+1 or

COR72;
R72  H, CyyHayy+1:

00, uu and v independently of one another 1, 2, 3 or 4;
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15 H, CHott+1 or C(NH)NH2 ;
tt 1,2,3,4,5,6,70r8,;
it being possible for one or more H atoms in the group CytHatt+1 to be
replaced by F atoms;
or
20 R40 and R41
to be selected independently of one another hydroxyethyl, ,
N,N-dimethylaminoethyl, N,N-diethylaminoethyl, pyrrolidinoethyl,
N-methylpiperazinoethyl, piperazinoethyl, morpholinoethy! or
piperidinoethyl;
25 or
R40 and R41
together with the N atom to which they are bonded form a ring selected
from the group consisting of pyrrolidine, piperidine, N-methyl-
piperazine, piperazine and morpholine;
30 R42  Hor ChhH2hh+1:

hh 1,2,30r4;
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together with the N atom to which they are bonded a 5- or
6-membered ring;
RS H, CpH2p+1, CssH2ss-1;
p 1,2,30r4;
20 ss 3,4, 5 or 6, it being possible for one or more H atoms in CpH2p+1 and

CgsHo2ss-1 to be replaced by F atoms;

R6 H, CHa;
R7, R8 and R9
independently of one another OSO3H, SO3H or SO2R23,;
25 R23  CpnH2nn+1 or NR25R26;

nn 1,2,3,40r5,
it being possible for one or more H atoms in ChnH2nn+1 to be
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20 independently of one another NR32COR30, NR32CSR30 or NR32S02R30;

R30  H, OH, CccHace+1, CyyH2yy-1, pyrrolidinyl or piperidinyl, in which
rings a CHo group may be replaced by O or NR33;
R32 and R33 H, CH3 or CF3;

cc 1,2,3,4,50r6;
25 yy 3,4,5,6,7o0r8;
it being possible for one or more H atoms in the groups C¢cH2cc+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, CH2CF3, acetyl, propionyl, methanesulfonyl or

30 ethanesulfonyl;
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replaced by F atoms;
or
R40 and R41
25 independently of one another hydroxyethyl, N,N-dimethylaminoethyl,
N,N-diethylaminoethyl, pyrrolidinoethyl, N-methylpiperazinoethyl,
piperazinoethyl, morpholinoethyl or piperidinoethyl,
or
R40 and R41
30 together with the N atom to which they are bonded a pyrrolidine,

piperidine, N-methylpiperazine, piperazine or morpholine ring;
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20 29) b5-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-N-ethyl-2-hydroxy-
benzamide;
30) 5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-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-
25 benzoyl]-guanidine;
32) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
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-isoquinolin-4-yl)-phenylamine;
30 35) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

propionamide;
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sulfonamide;
47) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl}-
ethanesulfonamide;

25 48) N',N'-dimethylamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;
49) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
propionamide;
50) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 butyramide;
51) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pentanamide;
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trifluoro-acetamide;
58) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
acetylpiperidine-4-carboxamide;
15 59) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
nicotinamide;
60) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;
61) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl]-
20 ethanesulfonamide;
62) N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;
63) N-[2-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
25 64) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
butyramide;
65) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pentanamide;
66) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
30 isobutyramide;
67) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2-
dimethyl-propionamide;
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78) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
79) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
thiourea;
25 80) N-{5-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yt)-
phenylsulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;
81) N-{5-[3-(6,8-dichloro-2-methyl-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-isoquinolin-4-yl)-phenyl]-1,2-
30 dimethyl-1H-imidazole-4-sulfonamide;
83) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,2-

dimethyl-1H-imidazole-4-sulfonamide;
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30 103) 2,8-dimethyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
104) 4-(3,4-dichloro-phenyl)-2-methyi-1,2,3,4-tetrahydro-isoquinoline;
105) 4-(3,4-dichloro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinolin-8-ylamine;
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106) 4-(2,4-dichloro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinolin-8-ylamine;
107) 4-(3-chloro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinolin-8-ylamine;
108) 2,4-dimethyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
109) 2-butyl-4-phenyl-1,2,3 4-tetrahydro-isoquinolin-8-ylamine;
5  110) N-(2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinolin-8-yl)-acetamide;
111) 7-chloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
112) 8-chloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
113) 2,6-dimethyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
114) 6-chloro-2-methyl-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;
10  115) 6-methoxy-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
116) 2-ethyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
117) 2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
118) 6,8-dichloro-2-ethyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
119) 4-(4-bromo-phenyl)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
15  120) 2-methyl-4-phenyl-6,8-bis-trifluoromethyl-1,2,3,4-tetrahydro-isoquinoline;
121) 6,8-dichloro-2-isopropyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
122) 5,8-dichloro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
123) 6,8-dichloro-4-(4-fluoro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
124) 6,8-dichloro-2-methyl-4-p-tolyl-1,2,3,4-tetrahydro-isoquinoline;
20 125) 5,6-dichloro-2-methyl-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;
126) 6,7-dichloro-2-methyl-4-phenyi-1,2,3,4-tetrahydro-isoquinoline;
127) 8-bromo-2-methyl-4-phenyl-1,2,3,4-tetrahydro-isoquinoline;
128) 6,8-dichloro-4-(4-chloro-phenyl)-2-methyl-1,2,3,4-tetrahydro-isoquinoline;
129) 6,8-dichloro-2-cyclopropyl-4-phenyl-1,2,3 4-tetrahydro-isoquinoline;
25  130) 2-amino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
131) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
methylamino-acetamide;
132) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-
30 dimethylamino-acetamide;
133) 2-amino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylj-
propionamide;
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134) 2-amino-N-[6-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl}-
butyramide;

135) 2,6-diamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;

136) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-2-carboxamide; '

137) N-{4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
isonicotinamide;

138) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrrole-3-carboxamide;

139) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrrole-2-carboxamide;

140) N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;

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-isoquinolin-4-yl)-phenyl]-2,5-
dimethyl-1H-pyrrole-3-carboxamide;

144) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-1H-
imidazole-4-carboxamide;

145) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;

146) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,5-
dimethyl-1H-pyrazole-4-carboxamide;

147) N-[4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrazole-4-carboxamide;

148) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
trifluoromethyi-1H-pyrazole-4-carboxamide; '

149) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
methylamino-acetamide;
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dimethyl-1H-pyrrole-3-carboxamide;
25 162) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-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;
164) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-3,5-
30 dimethyl-1H-pyrazole-4-carboxamide;
165) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-

pyrazole-4-carboxamide;
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166) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
trifluoromethyl-1H-pyrazole-4-carboxamide;

167) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl}-3-ethyl-
thiourea;

168) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
thiourea,;

169) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
thiourea;

170) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-y!)-phenyl}-1,1-
dimethyl-urea;

171) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-4-methyl-
piperazine-1-carboxamide;

172) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;

173) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;

174) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-1-carboxamide;

175) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
diethyl-urea;

176) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;

177) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
dimethylamino-ethyl)-urea;

178) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-
(tetrahydro-furan-3-yl)-urea;

179) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-
(tetrahydro-pyran-4-yl)-urea;

180) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
1-(1-methyl-piperidin-4-yl)-urea;

181) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(3-
dimethylamino-propyl)-1-methyl-urea;
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182) 3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(2-
dimethylamino-ethyl)-1-methyl-urea;

183) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)- phenyl] -3-(3-
dimethylamino-propyl)-urea;

184) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
methoxy-ethyl)-urea;

185) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-pyridin-
3-yl-urea;

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-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
piperazine-1-carboxamide;

188) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
urea;

189) 3-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
dimethyl-urea;

190) 3-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
diethyl-urea;

191) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-piperidine-
1-carboxamide;

192) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;

193) N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
pyrrolidine-1-carboxamide;

194) 1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-(2-
dimethylamino-ethyl)-urea;

195) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-4-methyl-
piperazine-1-carboxamide;

196) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
pyrrolidine-1-carboxamide;

197) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyi-
urea;
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207) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3,3-
20 trimethyl-urea; |
208) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyi-
piperidine-1-carboxamide;
209) N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-
morpholine-4-carboxamide;
25 210) N-[4-(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoqui'nolin-4-y|)-phenyl]-methyl-
pyrrolidine-1-carboxamide;
211) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-1-methyl-urea;
212) 1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,3-
30 diethyl-1-methyl-urea;
213) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide;
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214) [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
amine;

215) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
pyrrolidine-1-carboxamide;

216) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
piperidine-1-carboxamide;

217) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3,3-
trimethyl-urea;

218) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3-
dimethyl-urea;

219) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
morpholine-4-carboxamide;

220) N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-4-
methyl-piperazine-1-carboxamide;

221) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-1-methyl-urea;

222) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,3-
diethyl-1-methyl-urea;

223) 2-dimethylamino-ethyl [3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-
yl)-phenyl]-carbamate;

224) 2-dimethylamino-ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-carbamate;

225) 2-dimethylamino-ethyl [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-carbamate;

226) methyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate;

227) ethyl [3-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;

228) isopropyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;

229) 2,2-dimethyl-propyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-carbamate;
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230) methyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;

231) isopropy! [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate;

232) 2,2-dimethyl-propyl [4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-
phenyl]-carbamate,

233) ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
carbamate;

234) (R)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide;

235) (S)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
methanesulfonamide;

236) (R)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethyl-urea;

237) (S)-1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
ethyl-urea;

238) N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
acetamide;

239) 4-(3-bromo-phenyl)-6,8-dichloro-methyl-1,2,3,4-tetrahydro-isoquinoline;

240) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
hydroxy-ethyl)-urea;

241) ethyl 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoate;

242) 3-~(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-benzoic acid.

and from the pharmaceutically acceptable salts thereof.

11. The use as claimed in claim 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-isoquinolin-4-yl)-phenyl]-
acetamide; '

2)  4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;

3) 3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzenesulfonamide;

YZ[\] ~_ "~ abcdefghijkI|I mnopgqgr s
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4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-benzoic acid;
4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydroisoquinolin-4-yl)-N-ethyl-benzamide;
4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-4-yl)-N-propyl-benzamide;
4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
ethyl)-benzamide;
6,8-dichloro-2-methyl-4-(4-morpholin-4-yl-phenyl)-1,2,3,4-tetrahydroisoquinoline;
4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
1-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
thiourea,
1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
N-[4-(6-bromo-8-chloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
5-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-2-hydroxy-benzoic
acid;

5-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-N-(2-dimethylamino-
ethyl)-2-hydroxy-benzamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
acetamide;
3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenylamine;
N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;

N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
piperidine-4-carboxamide;

N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
suifonamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
ethanesulfonamide;
N',N'-dimethylamino-N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;
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N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
butyramide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-
isobutyramide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-
cyclopropanecarboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
cyclobutanecarboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-2,2,2-
trifluoro-acetamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
piperidine-4-carboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
nicotinamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methane-
sulfonamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
ethanesulfonamide;
N',N'-dimethylamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-sulfamide;

N-[2-(6,8-dichloro-2-methyi-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-
cyclopropanecarboxamide;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-acetyl-
piperidine-4-carboxamide;

1-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;

1-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
thiourea;
1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-ethyl-
urea;
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1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-methyl-
thiourea; .
N-{5-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyisulfamoyl]-4-methyl-thiazol-2-yl}-acetamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,2-
dimethyl-1H-imidazole-4-sulfonamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-C,C,C-
trifluoro-methanesulfonamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-C,C,C-
trifluoro-methanesulfonamide;

'N-ethyl-N'-4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-

benzenesulfonylurea;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-2-
dimethylamino-acetamide;

2,6-diamino N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1H-
pyrrole-3-carboxamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyl-
piperidine-4-carboxamide;
N-[4-(6,8-dichioro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl}-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;
N-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]}-1H-
pyrazole-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-
methylamino-acetamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-2-
dimethylamino-acetamide;
2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
propionamide;
2-amino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
butyramide;
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2,6-diamino-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-
phenyl]-hexanamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-methyi-
piperidine-4-carboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
imidazole-4-carboxamide;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-
methanesulfonyl-piperidine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3,5-
dimethyl-1H-pyrazole-4-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1H-
pyrazole-4-carboxamide;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,1-
dimethyl-urea;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
piperazine-1-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyl}-piperidine-
1-carboxamide;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
morpholine-4-carboxamide;
N-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yi)-phenyl]-
pyrrolidine-1-carboxamide;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)}-phenyi]-1,1-
diethyl-urea;
1-[3~(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
(tetrahydro-furan-3-yl)-urea; |
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-
(tetrahydro-pyran-4-yl)-urea;
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3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-methyl-
1-(1-methyl-piperidin-4-yl)-urea;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1-(3-
dimethylamino-propyl)-1-methyl-urea;
3-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1-(2-
dimethylamino-ethyl)-1-methyl-urea;
1-[3-(6,8-dichloro-2-methyi-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(3-
dimethylamino-propyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
methoxy-ethyl)-urea;
1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-pyridin-
3-yl-urea;

1-[3~(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-pyridin-
4-yl-urea;
N-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-4-methyl-
piperazine-1-carboxamide;
1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-3-methyl-
urea;
1-[2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;

N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)}-phenyl]-4-methyl-
piperazine-1-carboxamide;
1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyi]-3-methyl-
urea;

3-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
dimethyl-urea;

3-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,1-
diethyl-urea;
1-[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-
dimethylamino-ethyl)-urea;

N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;
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N-[4-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide;
[4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-methyl-
amine;

N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl]-
formamide; '
[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-
amine;
1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-1,3,3-
trimethyl-urea;
1[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-1,3-
dimethyi-urea;
N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-
morpholine-4-carboxamide;

‘N-[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-phenyl}-methyl-4-

methyl-piperazine-1-carboxamide;

1[3-(6,8-dichloro-2-methyl-1,2,3 4-tetrahydro-isoquinolin-4-yl)-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-dimethylamino-ethyl [4-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yl)-phenyl]-carbamate;

2-dimethylamino-ethyi [2-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-
yi)-phenyl}-carbamate;

methyl [3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl}-
carbamate;

100) (R or S)-N-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-

methanesulfonamide;

101) (R or S)-1-[2~(6,8-dichloro-2-methyl-1 ,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-

ethyl-urea;

102) 1-[3-(6,8-dichloro-2-methyl-1,2,3,4-tetrahydro-isoquinolin-4-yl)-phenyl]-3-(2-

hydroxy-ethyl)-urea;
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treatment or prophylaxis of respiratory disorders, in particular sleep-related respiratory

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 claim 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

treatment or prophylaxis of disorders of intestinal function.

17. The use of a compound | as claimed in claim 7 for producing a medicament for the

treatment or prophylaxis of disorders of biliary function.

18. The use of a compound | 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 claimed 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 producing a medicament for use
in surgical operations and organ transplantations.

22. The use of a compound | as claimed in claim 7 for producing a medicament for the
preservation and storage of transplants for surgical 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 producing a medicament for the

treatment or prophylaxis of disorders of lipid metabolism.

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 of a compound | as claimed in claim 1.



