-1- S016772J. 66 New aryl gl yci nani de derivati ves,

processes .for preparing them and pharmaceutical conpositions 5
cont ai ni ng these conpounds The invention relates to new

aryl gl.yci nam de derivatives of general fornula 10

[err] 15 and the pharnmaceutical |y laceeptabl e salts thereof,
processes for preparing them and pharnaceuti cal conposi tions
cont ai ni ng t heSROXDIPAINGE. The conpounds are val uabl e neurokinin
(tachyki ni n) ant agoni sts. 20 The abbreviations used in this

speC|f|cat|on and
Car bonyl di i nmi da®&®

clalns ar.e expLalned as folloms : CDl

FKER = 1- Hydr oxybpgasbiiiag
DVF = g)nethylfornan1de
DVAP = A- Di et hyl ani nopyr i diffe

O Benzotri azol yl -tetranet hyl uroni um tetrafl uoroborate

The forml ae a@%n§hﬂ¥9eﬁ@1§ﬁ”?él£tég t8 Mw! & Bﬁﬁglyciﬁ&ﬁf&én&é?@vé@@vea by

conpounds, for exanple StTtluents are represente
a-hyphen and (}?#sgeneralr@%¥@%%%ted by [err] thus, for exanple:

10

R4
Rl N:f 1
R5
R2 R3 Ar
15 and the pharmaceutically acceptable salts thereof,
processes for preparing them and pharmaceutical
compositions containing these compounds. The
compounds are valuable neurokinin (tachykinin)
antagonists.
20
The abbreviations used in this specification and
claims are explained as follows:
ChI = Carbonyldiimidazole
25 DCCI = Dicyclohexylcarbodiimide
HOBt = 1-Hydroxybenzotriazole
THF = Tetrahydrofuran
DMF = Dimethylformamide -
RT = Room temperature
30 DMAP = 4-Dimethylaminopyridine
TBTU = O-Benzotriazolyl-tetramethyluronium-
tetrafluoroborate
The formulae are shown in gsimplified form. 1In
35 representing the compounds, for example, all the CH,-

substituents are represented by a hyphen and CH is
represented by =, thus, for example:



-2- [err] denotes 10
[err] , 15 The invention relates to new aryl glyci nam de
derivatives 20 of general formula | [err] 25 or the
pharmgceutically acceptable salts thereof, wherein 30 Ar denotes
unsubstituted or nono- to penta-substitued - phenyl , or
unsubstituted or mono- or disubstituted napht hyl [wherein the
substituents of the phenyl and napht hyl i nd&Pendently of one
anot her denote haloggn\(F a, Br, 1), ) al kyl ,
O (Cerr])al kyl, Z N/\I o
L_x
N CF,
5 |
denotes
10 CF,
HCéay/A\T:::j 0
N
$ CF,
CH,
15
The invention relates to new arylglycinamide derivatives
20 of general formula I
o} R4
R1 N// I
A ks
25 R2 R3 Ar
or the pharmaceutically acceptable salts thereof,
- wherein '

30 Ar denotes unsubstituted or mono- to penta-substituted
phenyl, or unsubstituted or mono- or disubstituted
naphthyl [wherein the substituents of the phenyl
and naphthyl independently of one another denote
halogen (F, Cl1, Br, I), (Cy,)alkyl, O-(C,)alkyl,

35 CF,, OCF, or NRYR" (wherein R' and RY independently

of one another denote H, methyl or acetyl)] or Ar
is phenyl substituted by -0-CH,-O- or -O-{(CH},-O-;



35 . CF[err], OCF[err] or NRerr]Rerr] (wherein Rerr] and R err]
| ndependent |y of one another denote H, nethyl or acetyl)] or Ar

i s phenyl substituted by -O-CHerr]-O or -O (CHerr])[err]-0;

- 3- . Rlerr] and Rlerr] together with the Nto which they are bound
denote a ring of the formula 5 - 3 ferr] 10 [err] 15
20 [err] 25 or [err] 30 35 wher ei n r, s
and t are 2 or R' and R? together with the N to which they are bound

‘denote a ring of the formula

S A AN
R —N\(CHz)r /N-
10
= CHa)a
15 Ny,

20 R _ ) /(CH2)2 N

Rl"/N \ /N-

(CH,_,)t

25

or

11

rR* —n N—

30 ; /
o)

35 wherein

r, s and t are 2 or 3;

R® denotes
40 H,
(Ci-5)alkyl,
(Cs.5) alkenyl,
propynyl,
hydroxy(C,.,) alkyl,
45 methoxy(C,.,) alkyl,
di (C,.3) alkylamino (C,.,) alkyl,
amino{(C,.,) alkyl,
amino,



Rl err] denotes 40 H, (derr]) alkyl, (err]) alkenyl,

pr opy:nyl , hydroxy (Clerr]) al kyl, 45 met hoxy(C err]) al kyl,
di (C[err]) al kylamno (C[err]) alkyl, amno (Cerr]) alkyl,
am no,. -4- di
(derr]) alkylamno, nonof | uoro- to pesfluoro(Clerr]) alkyl,
N- et hyl pi peri di nyl , pyridyl, 5 pyri m di nyl, pyrazinyl,
pyri dazi nyl di (Cyoy) aliky g - CH err] - C(O)NR[err]R[err], wher ei n
10 Rierr] is I is H ((err])alkyl,
(Cerr])cycl oaI“Erfg %‘gd’e%xy%%éﬁyﬁﬂﬁg’ﬁ" {Cr-2) 2tk | al koxy( Q] err])al kyl
phenyl (Clerr]) & PW%'F i R[err] together with the N to
whi ch t hey areﬂymm%,jprm aring (1-pyrrolidinyl, piperidino,
nmor phol i n% hyl pi per azi n-4-yl); R[ err] has one of
the defin t|0n§y’%?)mt%ur&%§', (a) hydroxy (b)
4- pi peri di nopi pyradzdny0 (c) [err] 25 wherein R err] and
Rl err] indepen e anot her denot e H, (derr])al kyl,
(Clerr]) cyclogﬁﬂl]l dafing] (g ) alkyl, 30  (derr]) al koxy
(Cerr]) alkyl or ‘the gmyf eﬁ%{&:or .

wherein

10 R™ is H or (C,.4)alkyl and
R* is H, (C;,)alkyl, (Cs¢)cycloalkyl, hydroxy(C,.,)alkyl,
alkoxy (C,_;) alkyl, phenyl(C,,}alkyl, or R and R
together with the N to which they are bound form a ring
(L-pyrrolidinyl, piperidino, morpholino or 1-

15 methylpiperazin-4-yl});

R’ has one of the definitions (a) to (d),
{(a) hydroxy
(b) 4-piperidinopiperidyl,

20 (c)
: R
7
-N\
R
25 wherein R'® and R'" independently of one another denote
H,

(C;-4)alkyl,
(Cs.¢) cycloalkyl,
hydroxy (C,_,)alkyl,
30 (C;-3) alkoxy (C,.,) alkyl,
phenyl (C, ;) alkyl or
di{C,.;) alkylamino (C,.,) alkyl,
or if R is H or (C,,)alkyl,
R may also be -CH,C(O)NRY¥R'®, wherein R'® and R'® are

35 defined as R and R hereinbefore;

(a)



di ((err])al kylam no(C[err])al kyl, or if Rerr] is Hor ((err])

al kyl, . R err] may al so be-CH[err]C(O)NR[err]R[err] wherein R err]
and R[err] are 35 defined as R err] and Rl err] herei nbefore; _
(d)y .- - 5- [err]
5 wherein R err] denotes -5 - H, (err])
al kyl , (derr]) cycloal kyl or -CHerr]C (O
NR[err]Rerr], 10 wherein R err] and R err] are defined as R err]
and Rlerr] / SN h_e%ﬁi nbef or e; Rl err] is H 15 Rl err]
and R err] mdepeN_tyy of each other denote ((ferr])alkyl;
R err] denotes H, (derr]) alkyl, 20 (C[err]) al kenyl ,
propynyl , hydr oxy (C[err]) al kyI met hoxy (C[err]) alkyl,
di (C[err] al kyl am n % Jo) aIk 25 amino (Cerr]) alkyl,
am no, Q di (J e‘?’ﬁf % es nonof | uoro- to perfluoro
(dJerr]) alkyl, H, N-rrethylplperldi nyl, 30 pyridyl,
pyri m di nyl, f?éf{_?)zéﬂ}.@rl, . pyridazinyl

(C4-6) cycloalkyl or

-CH,C (O) NR*'R%,

10 wherein R* and R*? are defined as R and RY
hereinbefore;
R® is H

15 R® and R independently of each other denote (C;.)alkyl;

R denotes
H,
(Ci.5) alkyl,
20 (Cs.5) alkenyl,
' propynyl,
hydroxy (Cp-4) alkyl
methoxy (C,.3) alkyl,
di (Cy 3)alkylamino(C,.3;)alkyl,
25 amino (C,.3)alkyl,
amino,
di (C;3)alkylamino,
monocfluoro- to perfluoro(C,.;)alkyl,
N-methylpiperidinyl, '
30 pyridyl,

pyrimidinyl,
.~ pyrazinyl,
pyridazinyl
or the group -CH,-C{O)}NRZ®R*,
35 wherein R® and R* are defined as R and R*®

hereinbefore;



or the group -CHerr]-C(ONR[err]Rerr], 35 wherein R err] and R err]

are defined as Rerr] and Rerr] her ei nbef or e;

- 6- Rl err] denotes H, ((err])al kyl, unsubstituted or nono- to
trisuhstituted phenyl, wherein the substituents i ndependent |y
of one anot her denote hal ogen (F, O, - 6 - Br, 1), ((err])alkyl,
O(derr])alkyl, CFlerr], OCF[err] or NRlerr]Rerr] 5 (wherein

Rlerr] and R[erR] i ndepeteentl] y(ofJakkyhotirssubstituted or desme t met hyl

tyl ng_zf | .
(r)lgpﬁtcﬁy?/(%:[err])al k ﬂf&ﬁ}l)stlgﬁﬂé,’&eé\% 4 &%Eé{ﬁ)tﬁé o Q%S‘t:u?u ed by 1
to 3 10 subﬂsw%m@@ntwe@&ﬂn% rﬁn%@b%m@m% halogen (F, C1,
'“depe“de““y of onesapother (OFWHE&E@J Qﬂeml(ﬁ,al@alyl cgf OCF OBINRFR?S

o | Kyla
E\(/\:[hg;;} )na err] aﬁucj:[ E["%%%?l?% espgﬁé % ﬁn%g ﬁ‘«rg‘regﬁgyhg
H, nethyl or acetyl)deidsdte H, mabbyl or acet®k)y] denotes H,

OtEI]er denot e

(derr])al kyl, (C[err])cycloalkyl CH[err]COC]—I CH err]C (0)
NH err], OH or alg{mnyl err]) al k%ﬁe Preferred conpounds of
general formul aréenppes P eny fakkyl or naphthylihegedkyl,

unsubstituted or ”Dn@he?élﬂl1§H@§§rltﬂé§db85substltutedﬂ19ﬁ)/i tor3
unsubsti t ut ed naphth or, Ar substituted by

-ocHerrro or - %ﬂfﬁ‘r‘?ﬁ‘%%rr%gﬂn the substi{Hent® Rierr] toget her
with the N to whi ch ihdgypandeholpdof one almdither adenotge dialdgeh ofFul @l 30

[err] 35 BEM'1), (c.)alkyl, O-(C,.,)alkyl, CFs;, OCF, or NR?R?
(wherein R¥ and R* independently of one another
denote H, methyl or acetyl);

15
and

R® denotes H, (C;.,)alkyl, ({(Cs¢) cycloalkyl, CH,COCH,
CH,C(O)NH,, OH or phenyl (C, ,)alkyl.

20

Preferred compounds of general formula I are those

wherein

Ar denotes unsubstituted or mono- or disubstituted
25 phenyl, or unsubstituted naphthyl, or Ar is phenyl

substituted by -0-CH,-O- or -0-(CH,),-O-;

R' and R® together with the N to which they are bound

denote a ring of the formula
30 /(CHz)z\

6
- N _
(CH,),

35

R CHIN

c
N N-
8 (CH,), ~



-7- [err] 5 or [err] 10 wherein r

is 2 or 3.and s and t are 2; 15 Rlerr], Rerr], Rerr], Rerr],
Rlerr] and Rl err] are as herei nbefore defi ned; Rl err] is H or
(derr])al kyl, Rl err] denot es phenyl (Cerr]) alkyl or naphthyl
(err]) alkyl, 20 wher ei n phenyl may be substituted by 1 or 2
substituents, wherein the substituents | ndependently of one
anot her are hal ggen (F(C Br, 1), ((Jerr])al kyl, O
(derr])al kyl, gFf Vf Hgééh[err] 25 and Rl err] denotes H,
(derr])al kyl, h{ncyclo Nyl , OH or (derr])al kyl phenyl .
30 Partlculaﬁwnen ayﬁg | d be made of conpounds of formul a
mhereln is u stituted or nono- or disubstituted phenyl,
unsubs;%tuted napht hyl [wherein the substituents of the
phenyl pendently of one another are 35 hal ogen (F, d, Br, 1),
nmet hyl , met hoxyerCF[err] or
11 4 v
R* =N N
10 ©
wherein
r is 2 or 3 and
s and t aré 2;
15 R%, R’, R®, R®, R and RY are as hereinbefore defined;

R? is H or (C;_,)alkyl,

R? denotes phenyl (C, ) alkyl or naphthyl (C,,)alkyl,
20 wherein phenyl may be substituted by 1 or 2
substituents, wherein the substituents
independently of one another are halogen (F, CL,
Br, I), (Ci,)alkyl, O-(C,.;,)alkyl, CF; or OCFs;

25 and

R® denotes H, (C..,)alkyl, (Ci¢)cycloalkyl, OH or
(Ci-y) alkylphenyl. :

30 Particular mention should be made of compounds of
formula I wherein
Ar is unsubstituted or mono- or disubstituted phenyl,
or unsubstituted naphthyl [wherein the substituents
of the phenyl independently of one another are
35 halogen (F, Cl, Br, I), methyl, methoxy, CF; or
OCF;] or Ar is phenyl substituted by -0-CH,-O- or
" -0-{CH;),~0-;



OCF[err]] or Ar is phenyl substituted by -O-CHerr]-O or -0

(CHegrr])[err]-0; -8-
particularly those wherein Ar is phenyl, naphthyl, phenyl substituted
in pogsition 3 and/or 4 by nethoxy or hal ogen, or phenyl in which
positions 2 and 3 or 3 and 4 are linlged by -O-CHerr]-0O, preferably
t hose conpounds 5 wher ei n Ar is phenyl, phenyl substituted

by methoxy in @é&iﬂidiﬂsaxslﬁ%&seorwhereln Faenys pheardi n rpaphthyns 3 and 4

ggf ?nggdagosgep%%g’léy OII %ﬁlrto"ﬁt%‘ﬁ st ([:F’etm“dt:l%ri‘oe:‘l r?andigoo]?q ﬁ£ %gr%vngél n

the ring 15 halogen,[ evrr Jphenyl in wh:tc#l pagitdionml 2 and Rerrd awhotes

20 H ~0~CH, -0k brabignthose comp@ﬁﬁl@éﬁyl
hydroxy ([ err] yrp(%?@ O oxy ( err]) a?ﬂ (C[err])
al kyl am n&(C[é\thI)eﬂé}kyl am no (Jerr]) al kyI ' am no,
di(Cerr])al kylam no, 30 nonof |l uoro- to perfluoro (C[err]) al kyl ,

N- net hyl |er|d|nl ridyl, rimdinyl, or 35
ferr] ylprp ys phenylpy y Py y

phenyl substituted by methoxy in positions 3 and 4 or
phenyl wherein positions 3 and 4 or 2 and 3 are linked
10 by -0-CH,-O-.

Of the compounds defined above, special mention should
be made of those wherein, in the ring
]

R —N N—
15 \
(on,,

r is 2 or 3 and
R® denotes

20 H,

(Ci-5) alkyl,
{Cs-5)alkenyl,
propynyl,
hydroxy (C,4) alkyl,

25 methoxy (c2_4) alkyl,

di (C;-3)alkylamino (C,,) alkyl ’
amino (C,.,) alkyl,

amino,

di (C,_3) alkylamino,

30 monofluoro- to perfluoro(C,.,)alkyl,
N-methylpiperidinyl,
pyridyl,
pyrimidinyl,
or

33 _cH,C(0)-N]]

particularly those wherein



particularly those wherein

r

is 3-and R err] is nethyl;

and those wherein

rris 2 and 5 Rlerr] is H, (err]) alkyl,

propenyl , propynyl, 10 hydroxy(Clerr]) al kyl,

met hoxyet hyl , di (Cerr]) alkylam nog(Cferr]) alkyl,

am noet hyl , am no, 15 di nmet hyl am no,- CHerr]CFerr],
N- et hyl pi peri diengb, 3 and R®pisimythyl; pyri mdinyl, 20 or
[err] preferably those wherein ris 2 and 25 Rl err]

(Cderr])al kyl,
- CH[ err] CH er r ] BR@HEEPER) WBEeKRinN- net hyl pi peri di nyl, 2-pyri ni di nyl

or 30
Rlerr] is

CH err] CH

allyl, 2-propynyl, -CHerr]CHerr]OCH err],

[ erg] aspar bingul arly those wherein r is 2 and

Q}rfEEﬁEr , (Jerr]Herr], CHCH err])[err], CHerr]CH err] OH,

r] or CHerr]CH err]N (CH err])[err].

is H,

35

t he conpounds dHfi ned above, nention should al so be made of those
%E?ZfélﬁQf Rlerr] together with the Nto which they are

wher ei n
bound

10

15

20

25

30

35

propenyl,

propynyl, |
hydroxy (C,.3}alkyl,
methoxyethyl,

di (C;.;) alkylamino (C,.;} alkyl,
aminoethyl,

amino,
dimethylamino,
CH,CFs,
N-methylpiperidinyl,
pyridyl,
pyrimidinyl,

or

-CH,-C(0)-N{ |

preferably those wherein

r is 2 and '

R® is H, (C;3)alkyl, allyl, 2-propynyl, -CH,CH,OCH;,
-CH,CH,N (CH;) ,, N-methylpiperidinyl, 2-pyrimidinyl

or

-CH,-C(O)-N{ | . _
, particularly those wherein

r is 2 and

R® is H, CH;, CsH,, CH{CH,), CH,CH,0H, CH,CH,0OCH; or

CH,CH,N (CH;) , .

Of the compounds defined above, mention should also be

made of those wherein

R' and R? together with the N to which they are bound

o



- 10 - formthe ring ~Jerr] 5 wherein Rerr] is

H and . Rerr] is O410 [err] 15 [err]

20 wherein R err] and R err] independently of one another denote: H
(derr]) alkyl, [err] 25 (CHerr])[err]OH wherein nis 2, 3 or 4
(CHerr])[err]OCCH err] -(CHerr])[ecrhBh-wherein nis 2 or 4

(CHerr])[err]N(CH err])[err] 30 [err]
form the ring

RN\l S\
5 C N —
R“/ N/
wherein R® is H and
R’ is OH
10
N
Q‘\
15 R16
7/
—N
\R17
20 wherein R and R'’ independently of one another denote:
H

(Ci-3) alkyl,

25 —

(CH,) ,OH wherein n is 2, 3 or 4
(CH,) ,O0CH,
- (CH,) ,Ph wherein n is 2 or 4
(CH2) 2N(CH3)2

30

-CH,-C(0)-N_O
CHyN_ N—

35 or
NHZ-C(O)-CHz-N‘ N—

>



[err] 35 or [err] particularly those wherein
Rlerr] anq Rlerr] are both CHerr] or CJerr]J]Herr] or 5 Rlerr] is H

or CH err] and Rerr] is (err]) alkyl, (CHerr])[err] OH,
10 (CHerr])[err]CH or [err] and those wherein 15

Rl err] denotes [err] 20 11 - N(CHlerr])[err]

[err] 25 or [err] especially those wherein 30

Rlerr] and R[] erpartbgeilhelywthbsehehdrednwhi ch they are bound
R'® and R'" are both CH; or C,H; or

5 R is H or CH; and RY is
(C1-3) alle ’

—

(CH,) ,0H,
10 (CH,) ,OH or

-CH,-C(0)-N_©O

and those wherein

15 R’ denotes
O
O

N

20 \
N{CH;),

CHyN_ N

25 or
NH,-C(O)}-CH, N,  N—

espécially those wherein
30 R' and R?® together with the N to which they are bound
form the ring

R7\C N =
35 RB/ \__/



formthe ring [err] - 12 -
wher €i n (a) Rerr] is Hand Rerr] is [err] 5
wher ei n R’[err] and Rlerr] both represent CHerr], Clerr]Herr] or
CHerr]CH err] OH or Rlerr] is Hor CH err] and Rlerr] is
(derr])alkyl, 10 [err (CHerr])[er13 CH or (CHerr])[err]OH or
15 . (b) KRerr] is Hand R err] denotes [err] 20 o

t he conpounds dgidredch above, nention should al so be made of those
wherein R[&)r] Rand Rher toget her with the N to which they are bound
formthe ring err O the conpounds defined above,
speci al nention sho®’dis al so be made of those wherein 30 Rl and R2
together with the N to whi ch they are bound formthe ring

Lerrl- ¢ /R

N\
R"
wherein R'® and R both represent CH;, C,H; or CH,CH,OH or

R ieg H or CH, and RY is (C..;)alkyl,

10 (:l
(CH,) ,OH or
(CHz) 4OH or

15 (b} R® is H and
R’ denotes
CHy-N__ N—
20  Of the compounds defined above, mention should also be

made of those wherein
R' and R? together with the N to which they are bound
form the ring

\' \.
25 /\ N

Of the compounds defined above, special mention should
also be made of those wherein

30 R* and R? together with the N to which they are bound
form the ring

11 / >
N

35 0 ,
wherein RY is H or (C;3)alkyl, particularly those
wherein



35

wher ei n R[efr}'is Hor (Cerr]) alkyl, particularly those
-1

wheregin 3 - Rl err]
-CH(CHerr])[err]. : O the conpounds defined above, the ones of
particul ar interest are those wherein Rerr] is H 5 and/ or
Rlerr] denotes phenyl (C[err])al kyl, whergs n- phenyl may be

substituted by 1 or 2 substituents, wherein the 10 substituents
i ndependent |y &f! die -agmtdm) , denot e hal ogen (F, d, Br, 1),

(derr])al kyl,

O(Cerr]) alkyl, CF[err] or OCF[err];

and/ or 15 R err] denotes H, ((err])alkyl, ((err]) cycloal kyl,
or Sferie (cmmovndsaidefiined above,piine omesr IOf MRISEMHSRI n
Rlerr] denotes ; el lo)dey whetareir? iBegsubstituents are
positions 3 and/or 5 of the phenyl ring and/or . Rlerr] is H net
OH or pheRet hyl , 25 preferably those wherein Rlerr] is
[err] andifxerr] is nmethyl. 30
R denotes phenyl (C;_,)alkyl, wherein phenyl may be
substituted by 1 or 2 substituents, wherein the
10 substituents indeépendently of one another denote
halogen (F, Cl, Br, I), (Cy,)alkyl, O0-(C;.,) alkyl,
CF3 or OCFg,' .
and/or
15
R® denotes H, {(C;,)alkyl, (Cs;¢)cycloalkyl, -OH or
phenyl (C,_4) alkyl,
particularly those wherein
20 R* denotes phenyl (C,.,)alkyl, wherein the substituents are
in positions 3 and/or 5 of the phenyl ring and/or
R% is H, methyl, OH or phenethyl,
25 preferably those wherein
R* is CFs and R® is methyl.
«(CHy);
30 CF,
Compounds of general formula I may have acid groups,
chiefly carboxyl groups, and/or basic groups such as
amino functions, for example. Compounds of general
formula I may therefore be present either as internmal
35 salts, as salts with pharmaceutically acceptable

inorganic acids such as hydrochloric acid, sulphuric
acid, phosphoric acid, sulphonic acid or organic acids

S

-CH
20
in
hyl ,



Conpounds of general formula | may have acid groups,- chiefly carboxyl

groups, and/or basic groups such as am no functions, for exanple.
Conmpounds of general formula | nmay therefore be present either as
internal 35 salts, as salts with pharnmaceutically acceptable

i norgani ¢ acids such as hydrochloric acid, sl phuric aci d, phosphoric
aci d, sul phonic acid or organic acids

- 14 - ( ¢sabhaasmakiiedcacicdd, f Eumard caaicdd, Cietitird caeicdd,

tartaric acid ogagﬁg §53§F%;Fr S%Eti%lggl ;h as sal t%r utlcally

accept abl e base ine earth neta hydr oxi des or
carbonat es, zi npharmageutigaddyi asceptabledbases sughnias atkadd such as
di met hyl ami ne, &ikﬁ&li!}iba@h%h h&a&%&a&%&&%s 84C carbonates! N&igRIMRAUNS

according to the 1 nvention occur as racemates but may al so be
obt ai ned a3 pur@m@ﬁBhPWOH¥ﬁ§°xi§es Of, QrgﬁﬁthémPRFS SFMCESAS or m

The term napht hgimasbe¢laaiaenbeidethylamides ketikthanolaminegphkity.! and
2- napht hyl . 15 Test results for conpounds according to the invention:
The receptor affinity for the NK[err]-receptor (substance P-

receptor) is deThentragoundsumecordipholticatheminyenition may @dwu®) as t h

cloned NK[err] - £§8 RLEES b@é H@.%S%&F%bteh%b%gmedd'a%p ritfiomer
[err]l-labelled su stance err]-val ues us obt ai ned shHow
the effi cbRy ofitfe éBnpdendR®) - or (8)-form. -
15 -

The term naphthyl used hereinbefore includes both 1-
naphthyl and 2-naphthyl.

15 Test results for compounds according to the invention:

The receptor affinity for the NK;-receptor (substance P-
receptor) is determined on human lymphoblastoma cells
(IM-9) with cloned NKg—receptors, by measuring the

20 displacement of '**I-labelled substance P. The K;-values
thus obtained show the efficacy of the compounds:



Ki [nM Example 1 1.2 Exampl e 2 1.0

Exanpl e -3, 19 5 Exanpl e 4 1.4 Exanpl e 5
1.5 Exanpl e 8 1.8 Exanpl e 9 2.5
Exanple 11 3.8 10 Exanpl e 12 5.0 Exampl e 13
2.4 Exanpl e 15 0.98 - bganpl e 16 0. 90
Exanple 17 7.75 15 Exanpl e 18 0. 96 Exanpl e 19
1.17 Exanpl e 20 2. @& [nM] Exanple 22 2.2
Exampl e 23 . 2.5 20 ExagplLe 24 2.2 Exampl e 25
6.0 ExanBraT8se i s Exanpl e 28 1.3
Exanpl e 30 Examplé 8 25 Exadplle 32 1.3 Exanpl e 33
7.4 Exanplemdte 3 2.919 Exanpl e 47 1.7
Exanpl e 55 mﬁ f.25 30 Exampl e 63 1.4 Exanpl e 64
1.1 S5ExanBrampie 4 5.71-%4  Exanple 73 2.0
Exanpl e 74 Examplé 5 35 Examplse 75 0.44 Exanpl e 76
2.0 : - 16 - The conpounds
according to tA¥MR}ENS on are vartudbl e neur oki ni n (tachyki ni n)
ant agoni st s whExhmpdee Sbot h 2sbst ance P ant agoni sm and al so
neurokinin A a eur oki ni nyBgant agoni stic properties. They are
le 11 >gant agor properti ¢ ey
useful 5 f%%apﬁeetreatnent ang prevention of neurokinin-nedi ated
di seases10 ExpiPlend % r eat nent 300 prevention of inflammatory and
Example 13 2.4
Example 15 ~ 0.98
Example 16 0.90
Example 17 7.75
15 Example 18 0.96
Example 19 1.17
Example 20 2.0
Example 22 C 2.2
Example 23 2.5
20 Example 24 2.2
Example 25 : 6.0
Example 26 1.6
Example 28 1.3
Example 30 1.8
25 Example 32 i.3
Example 33 7.4
Example 34 2.9
Example 47 1.7
Example 55 1.25
30 Example 63 1.4
Example 64 1.1
Example 65 5.7
Example 73 2.0
Example 74 1.5
35 Example 75 0.44

Example 76 2.0



allergic diseases of the respiratory tract, such as asthma, chronic

bronchitis, hyperreactive respiratory 10 tract, enphysema, rhinitis and
cough, - and of the eyes, such as conjunctivitis and iritis,

of the.skin, such as dermatitis in contact eczema, 15 urticaria,
psoriasis, sunburn, insect bites and stingsig - Itching, sensitive or
hyper sensi tive skin, of the gastrointestinal tract, such as gastric
and duoderhle Woycundd eRidtirdits Ad tlfe Gt iorli=seasmldible

irritable bowel j.rsch S di . f the joints, h
heumat o o ar thPELES PR ey atie)” Bifagansate wlil TR 25

for treating di substargfe thhemtagonlsmend ad 5y stearmakiictin A andas denenti a,

Al zhei mer' s di sga IrZ G ﬁg%g% i g4 : d N, ngﬁg@che
(e.g. mgraine or%&Okgﬁhfins?%n eéﬁggﬁé% , Epl e%%?, Sg#ﬁf%g%gﬂé di Sease
and 8t rok&orsfhe treatgent and myevenidon &f deunpkizysmediated
pain, t umdikssase®:| agenoses, dysfunction of the deferent

urinary tract, hae r hqi_ds,. naysea and vom.ting,. caysed for. exanpl e
by radiation or 8§{Tg-‘é’[ea%rc?at Yo PhTHE °§’5%f g#ﬁ-aﬁrgr}a,;qﬁy &1 ki nds.
The invention t hddengic diseasssatcds the tespismatairyt keract, such as

- 17 - co S i A V%E%i . i

agents and phar%%gggcha preﬁggg%?gﬁgﬁﬁﬁﬂch (ﬁ%ﬁgﬁ?éﬁ%ﬂ*ﬂgggﬁgéﬁ? ounds.
They are pPef er &BPFtus @physensanghinitisrTigad eigpa@linds according to the

I nvention may be 5 adm ni stered by intravenous, subcutaneous,
i ntranuscul ar, intraperitoneal or intranasal, rout.e,, i .nhal ation, by

hy .
transdermal roufBd Gft EHTIYSEai FYFHRS condungGidyidme &t dridhifmcer s

known fromthe literature,
of the skin, such as dermatitis in contact eczema,
15 urticaria, psoriasis; sunburn, insect bites and stings,
itching, sensitive or hypersensitive skin,

of the gastrointestinal tract, such as gastric and
duodenal ulcers, ulcerative colitis, Crohn's disease,
20 irritable bowel and Hirschsprung's disease,

of the joints, such as rheumatoid arthritis, reactive
arthritis and Reiter syndrome;

25 for treating diseases of the central nervous system such
as dementia, Alzheimer's disease, schizophrenia,
psychoses, depression, headache {(e.g. migraine or
tension headaches), epilepsy, Parkinson's disease and
stroke; '

30
for treating herpes zoster and postherpetic pain,
tumours, collagenoses, dysfunction of the deferent
urinary tract, haemorrhoids, nausea and vomiting, caused
for example by radiation or cytostatic therapy or motion

35 and pain of all kinds.

The invention therefore also relates to the use of the



and by oral route. 10 : For parenteral adm nistration the conpounds of
formyfa I, or the physiologically acceptable salts thereof,

possibly with the conventional substances such as sol ubi'li sers,

enul sifiers or other adjuvants, are 15 di ssol ved, suspended or

enul sified. Solvents which may be- used- i ncl ude: water, physiol ogical
saline sol utions or al cohols, e.g. ethanol, propanediol or glycerol,
sugar sol uti ongompeinndls glaceasEngy tonthiet alnvmlltlibimras &wherapeutdani xt ure of

e I I s,
Byerr;gnsso Vena%ienl%%pl dt?hamq’%‘#te Itp g yé"?ﬂco < e oer stered

pol yhydr oxybut y:he(samqmmundﬂ rar‘i&m r@M-Y uszssl in Traagisal

ef ficacy of Cogﬁfé“ ur%‘sn%[éi:lozfdlﬂgék% |trfearlnventlol91€ trated by the
foll owi ng standard test nhi'bi tion vverl bl ood pressure
caused by 5NK[ eddmingstered Ly, dabr& Ve&"éﬂlsgwsh’&’f“& Gui nea pi gs

wei ghi ng 300 SQ&tgraaﬁrscmraa: ariaﬂﬂiaiiﬁms:eﬂleal or \&Itdrmnaiba:dmiuee,l K50

ng/ kg i . i nt ubat ed and | ve The)

ventil at ed Wi t III’ 3 % 'm1731<g r(ﬂ‘n%giltér Cl u%ée ue?él%tn%qgé’ br eaé/éﬁs per

m nute. 35 Tlos texptwirieds i tagr yanmlm Ilﬁ{oédl a‘-ﬁ-’@“t Feadiidigratuseood

pressure was r%ﬂﬁ;ﬁ?jof%ﬂ“¥dﬁﬂéwlene tube was inserted into the
(

jugul ar vein for i ntravenous supply of
- 18 - 10 subst ances. A tenporary reductlon in bl ood pressure was
br ought alpis paréxfﬁeﬁraaalédﬁnﬂ&nauﬂdrea:ﬁw dompgoanelousf formula I

TS Al g At ol eor,

poss:.bly with the conventional substances such as

solubilisers, emulsifiers or other adjuvants, are

15 dissolved, suspended or emulsified. Solvents which may
be used include: water, physiological saline solutions
or alcohols, e.g. ethanol, propanediol or glycerol,
sugar solutions such as glucose or mannitol solutions or
a mixture of several solvents.

20 -
In addition, the compounds may be administered by means
of implants, e.g. of polylactide, polyglycolide or
polyhydroxybutyric acid or intranasal preparations.

25 The oral efficacy of compounds of general formula I can
be demonstrated by the following standard test:

Inhibition of lowering of blood pressure caused by NK; in
anaesthetised guinea pigs.
30
Guinea pigs weighing 300-500 grams were anaesthetised
with pentobarbital (50 mg/kg i.p.)}, intubated and
artificially ventilated. They were ventilated with
10 ml/kg of air at a frequency of 60 breaths per minute.
35 The carotid artery was canulated and the arterial blood
pressure was recorded. A polyethylene tube was inserted
into the jugular vein for the intravenous supply of



10 _ 15 20 25 in a dose of 0.2 [err]nol/kg. After the bl ood

pressure t.hus produced had been neasured, the test conpound was
i ntroduced into the duodenum and the NK[err]-agoni st was again
injected every 10 m nutes. 30 The results were expressed as a %
i nhi bition of the reduction in bl ood-pitgssure caused by the
NK[ err] - agoni st speci fi ed. In a dosage of 1 ng/kg (adm nistered
into the duodensmpstanceashe conpound of Exanple 1 inhibited the | owering of
bl ood pressure caused by the NK[err]-agonist by 80% The
conmpounds according to the invention can be produced using generally
known nethods. A tempomarytrgsbitideomein Bulgad prespure was Reoualys.  The
5 wo nost  cameRit &rtoq%fﬂaﬁfalaé %few%ﬁ%mt@s by tHR fRld e
i agram
g 5 administration of the NK& agonist [BAla*, Sar®,
Met (0,) 18P (4-11) o
- o \/
::Qb
10
|~ .
; ; N/\‘\%
//m\\//l§§ "\\J//L§> "\\V//L§§ :\\v//LQE .
15 H H o ” o
H,N ° : ° : :
N @ Y
- H,
25 in a dose of 0.2 pmol/kg. After the blood pressure thus

produced had been measured, the test compound was
introduced into the duodenum and the NK,-agonist was
again injected every 10 minutes.

30 The results were expressed as a % inhibition of the
reduction in blood pressure caused by the NK;-agonist
specified.

In a dosage of 1 mg/kg (administered into the duodenum)
35 the compound of Example 1 inhibited the lowering of
blood pressure caused-by the NK;-agonist by 80%.



15 )
| i nked to .t he
met hods

chem stry. A coupling reagent such as TBTU, DCCI/HOBt,

25

30

Met hod A.

The carboxylic aci

amine HN(R[err])R err] by various nethods.

added to the coupling partners in
Sui t abl e sol vents

acetonitrile or other inert solvents or mxtures thereof. The suitable
tenperature ge
I s between -50[err 8unT§0ng?fE}n8re?e 1ngg &égﬁ S%err prOduce%D
40[err] C. uSl#ﬂeQéﬁﬁE@%}YlBnévndmﬁﬁbodﬁso initially be converted |nto
5 t he correspondi ng acid halide by known nethods using SOC [err],
SCRa[errly POLELr LonbShhaE" hay" EOHEEELed" 11 SLYE88s HELEY" 102 To

10

15

20

25

30

are DMF, THF, CHerr]C[err],

35

d may be
Conventi onal

are coupling processes such as those used in peptide
CDl ,

etc., is

subgtsanti al |y equi val ent quantities.

CHO [err],

most common procedures are represented by the following

diagram:
o 0
Hal /JL\ Fal /JL\
_ :> QBlkyl :> a
53 R3
Ar Ar
N B
N N
Y R5
RZ/’ v
0
RL 0
o N Hal N/m
- ALl R3 g5
Ar Ar
G
H
l Rl\m{
rd
RL 0 R2
r2 A
o
R3 .
Ar \t:;r\ﬁh. Rl\b o
HN\\Rs Rz/N N/JM
R3 \R
Ar
Method A. The carboxylic acid may be linked to the

. chemistry.

35

amine HN(R®)R! by various methods. Conventional methods
are coupling processes such as those used in peptide

A coupling reagent such as TBTU, DCCI/HOBt,
CDI, etc., is added to the coupling partners in
substantially equivalent quantities. Suitable solvents
are DMF, THF, CH,Cl., CHCl;, acetonitrile or other inert

solvents or mixtures therecf. The suitable temperature



the acid halide is then reacted with the amne HN(R[err])Rl err] in an
I nert. solvent such as CH err]d[err], THF or dioxane at t enper at ures
between -50[err] C and +100[err]C, typically at 0 to 10 20[err] C

Anot her alternative is to convert the carboxylic acid initially into
t he aIkerster usual Iy the nethylester, - 3¢ - by known nethods and this
ester is then reacted with the 15 amine HN(R[err])R err] in an inert

sol vent such aSr£>Mje fsokabfkeen -500C AHE. +1DE°C pasgieé DErdlSITRPEHEtWESE OPEC

bet ween 20[err]C a ? 150[err]C, typically between 50[err]C and
120[err] C. The ?8%c Poh- may al so be carried out in a pressurized
cont ai ner. 20 Met hod B. Here, the a-hal o-aryl acetam de derivative

obt ai ned by kno*ﬁﬁSﬁBQBQ%y%ifl§@§HEQQ¥‘EESBh§n§EEQ§1¥ be cBh%E%k@@[ﬁ%&L)NH

t her eby cl eavi ng rogen

Klerr]CO €2r], RaeiCCPEreprendtagopeif] %éﬂ-léfegbhn Bnﬁame@eweﬁs usingys
tlrlet hgl ?m ne, ybmg, 2@1szPCF$ 3@?@[ Bwasegeoﬂ&@ﬂx&ére? t%lﬁeﬁ@@f}lpaﬁ&e
cl eaved (or exce al, i cess o e B
Rlerr](Rerr]) ?C%g ggi&d ?ﬁﬁ reaCteddW5g§ gﬁ raEFHEngﬁgrﬁR4

sol vents are us#d. afthénert sofL&aspdar atiche asa@HeCI,or THFe oreadiox@me stf rom 0

Srmounss socor HARFTRHREN IS8, s8R oy et e

conmpounds accor nvent1 on may al so
be prepart® as 28 first of all, the correspondi ng conpound in
which Rerr] is H I s synthesi sed using met hod A or B. Then,

N-al kyl ati on 35 carried oyt as follows in order to,int Qduce. kyl ,
cycl oal kyl or @beﬁtﬁﬁte?ﬁétégﬁpﬁﬁnﬁg SEBKFHangF cFﬁgoxy C ARténtion
wherein Rl err] isithialaéydéptet chat adkyilebtar, usualéguihel eethylestietry of

NaH, NaNH err]
NaCCH  err] or 5ﬁgtﬁn°W§tP8ﬁ5°8§S dAEH§8r85§ernéstthen rea%éggtglgﬁbﬁf%ﬁ

THF, di oxbfie orauwinehiNGRAR' dme amsdaert soflyienthissichriasn DMie ¢ax@ondi ng

al kyl ating age”&r' $HF. Tﬁ@d%@a%'t%fny tleﬂtpb?rﬁth%@ get B@t%éhe%@@dhﬁa

hal i de, 5 tosyl ate or ate. e reacti I s garried out
t enper at ur e MAtﬁgﬂ ?hetYHﬁ§§X¥YoH?t§9F§r5P§?t%nalﬁﬁ?g?T]dfhe rea??iﬁ%ally

bet ween O err] Gnapda1b0| ber k&rried out in a pressurized container.

20 Method B. Here, the a-halo-arylacetamide derivative
obtained by known methods is reacted with the amine
R'(R?)NH, thereby cleaving hydrogen halide. Inorganic
bases such as K,CO;, NaHCO; or CaCO; or organic bases such
as triethylamine, Hliinig base, pyridine or DMAP are used

25 to mop up the cleaved (or excess) hydrogen halide, or an
excess of the amine R!(R?’)NH may be used. DMF, THF,
dioxane or other inert solvents are used. The
temperature range for the reaction is from ¢ to 100°C,
typically between 10 and 80°C.

30
Method C. The compounds according to the invention
wherein R® is not H may also be prepared as follows:
first of all, the corresponding compound in which R® is H
is synthesised using method A or B. Then, N-alkylation
35 is carried out as follows in order to introduce alkyl,

cycloalkyl or CH,COOH. The compounds according to the
invention wherein R® is H are deprotonated with an
equivalent quantity of NaH, NaNH,,



-.22 - Exanpl e 1: o [err] 10
Mp.: 105 -« 115[err]C FAB-M5: (MtH)[err] = 516. 3.
1st step: 0.71 g of 1-isopropyl pi perazine were 15 di ssolved in 55 m of
anhydr.ous DMF, mixed with 0.64 g of Na[err]CJerr], stirred for 20

m nutes at RT and then cool ed to 5fFeklk]€ 1.15 g of nethyl

(R, S)-a-bronmophenyl acet at e wer e added and the suspension was stirred
overni ght at KOH, RiaOQHe ogr @mopiheat &tweongf baser.ed Avblydneast Haefrit trat e 20
was evapor at ed gioWrent d "Gudie St &lUBIMASIE Skille U | i & BYl ether aPECHALS.
extracted twice. wth 10% K| err] solution and once . Wth saturated
Nadl sol ution. e WMiani & Stéh%\,agorrespo 1ng JYerlabing ragerer 5,

Ei I tS)ered and e\eazllmfditsz{tbvﬁwrt}nttfhe/iﬁd))ﬂn of thd.ESrfesdodity|halide, I

R, S) - 1-isopropyl -4+ (.2- phen e) &> i,.perazine as a yiscous, oil.

Yi el d: abg’ﬁt 8gfgsﬁéte %"ﬁdx%‘%g%@él Zéﬁbe o’fe$%tgl%r? ola%c?a$$%$$t‘ﬂ‘é€1§tf i ep
wer e di ssmpeiratud® within nehé armiganticdd m$0W tRHR 100 3&d

with 10 m of ]%,5\?&1 - ] S fdrred 30  overnight at anbi ent
tenperature. The ¢ earﬂ?ggécttl?%énﬂ)%i&eaﬁsé%ﬁuﬁgﬁ was neutralised by the
addition of 10 m of 1N HCl, evaporated to dryness, the residue was
treated with -DMF and the solid was separated by suction filtering.
The filtrate was evaporated down and the residue was 35 triturated with
ether, the solid substance renoved by suction filtering and dried in
a desiccator. In this way, 1.1 g of

(R S)-1-i-propyl-4-(2-phenylacetic acid)- pi perazi ne were obtained as
a solid white substance. Yield: 92% 40 3rd step: 0.37 g of the
product of the 2nd step and



- 23 - 0.42 g of N-nmethyl-3,5-bis-(trifluoronethyl)- _
phenyl et hyl am ne were dissolved in 14 mM of DWW and adj usted to pH
8.5 by the addition of about 0.4 m of TEA. 0.48 g of TBTU were added
and the mxture was 5 stirred overnight at roomtenperature. The clear
reaction sol ution was evaporated down i n-v&2uo, the resi due was
stirred with NaHCO err] sol ution and extracted : twce with ethyl
acetate. The cdiamplieotgani ¢ phases were filtered and the filtrate
was evaporated down. The 10 - residue was chromat ographed over silica gel
usi ng CHerr]C[err]/MeCH (9:1) as _eluant. The uniformfractions
obt ai ned were evaporated down, dissolven?ﬁn alittle MeOH, acidified
with ethereal HC agai n. The residue was

_ nd_<vapor at ed down
triturated with ethﬁz;éﬁp drQed 15 iy d desiccator. 0.58 g of

(R S)-1-i-propyl-4-[Q- N
aci d- N-net hyl - N- (3, 5-Df'st ri
di hydrochl ori de were obt ai
Yield: 75% 20 The
anal ogously, e.g. the fo
Exanpl e 2:

| ud¥ onet’hyl CF; phenyl et hyl)]-am de
ned ds a - . solid white substance.

Ing: -24-

10
Mp.: 105 - 115°C
FAB-MS: (M+H)® = 516.3.
1st step: 0.71 g of l-isopropylpiperazine were
15 dissolved in 55 ml of anhydrous DMF, mixed with 0.64 g
of Na,C0;, stirred for 20 minutes at RT and then cooled
to 5°C. 1.15 g of methyl (R,S)-ca-bromophenylacetate
were added and the suspension was stirred overnight at
RT. The precipitate was filtered off and the filtrate
20 was evaporated down. The residue was taken up in ethyl
acetate, extracted twice with 10% KHCO; solution and once
with saturated NaCl solution. The organic phase was
dried over Na,S0,, filtered and evaporated down, to yield
1.23 g of methyl'(R,S)—l-isopropy1—4—(2—phenylacetate)

25 piperazine as a viscous oil.
Yield: about 89%.
2nd step: 1.23 g of the product from the 1lst step were

digsolved in 10 ml of methanol and 10 ml of THF, mixed
with 10 ml of 1N NaOH and the mixture was stirred

30 - overnight at ambient temperature. The clear reaction
solution was neutralised by the addition of 10 ml of 1N
HCl, evaporated to dryness, the residue was treated with
DMF and the solid was separated by suction filtering.
The filtrate was evéporated down and the residue was

35 triturated with ether, the solid substance removed by
suction filtering and dried in a desiccator. 1In this
way, 1.1 g of (R,S)-1-i-propyl-4-(2-phenylacetic acid)-
piperazine were obtained as a solid white substance.
Yield: 92%.

40 3rd step: 0.37 g of the product of the 2nd step and



Mp. 141 - 146[err]C FAB- M5: (M+H) +

10

= 474.3 ., Exanpl e 3: 15 [err] 20 25

Mp.: 122 - 132[err]C . FAB-MS: (MtH)+ = 552.4

Exanpl e 4: 30 [err] 35 M.
138 - 148[err]C FAB- Ms: 28M:H) [err] = 502.3

- 25 - Exanpl e 5: [err]

10

15

20

0.42 g of N-methyl-3,5-bis- (trifluoromethyl) -
phenylethylamine were dissolved in 14 ml of DMF and
adjusted to pH 8.5 by the addition of about 0.4 ml of
TEA. 0.48 g of TBTU were added and the mixture was
stirred overnight at room Eemperature. The clear
reaction solution was evaporated down in vacuo, the
residue was stirred with NaHCO; solution and extracted
twice with ethyl acetate. The combined organic phases
were filtered and the filtrate was evaporated down. The
residue was chromatogfaphed over silica gel using
CH,Cl,/MeOH (9:1) as eluant. The uniform fractions
obtained were evaporated down, dissolved in a little
MeOH, acidified with ethereal HCl and evaporated down
again. The residue was triturated with ether and dried
in a desiccator. 0.58 g of (R,S)-1-i-propyl-4-[2-
phenylacetic acid-N-methyl-N-(3,5-bistrifluoromethyl-
phenylethyl)] -amide dihydrochloride were obtained as a
solid white substance.

Yield: 75%.

The other compounds of the invention may be prepared
analogously, e.g. the following:



10 231 - 241[err] C (Deconp.)

FAB-MS: (MrH)[err] = 516.4 Exanpl e 6: 15
[err] 20 _ 25 : : Mp.: 122 - 132[err]C
FAB-Ms: (M+H)[err] =518.1 Exanpl e 7: 30 [err]
35 Mp.: 168 - -124{err] C (Deconp.)
FAB-MS: Merr] = 502.3
Example 2:
CF,

.2HCl

10
Mp.141 - 146°C
FAB-MS: (M+H)+ = 474.3
Example 3:
15
N N/\ o .
K/N '
20 T CF,
.2 HCl
25 Mp.: 122 - 132°C
FAB-MS: (M+H)+ = 552.4
- Example 4:
30 ~ /\fB CF,
N
]
_hi CF,
.2HCl
35

Mp.: 138 - 148°C
FAB-MS: (M+H)' = 502.3



Mp.
Mo. :

26 - Exanpl e 8: [err] 5 10
>240[err]C Exanple 9: 15 [err] 20
>230[err] C Exanpl e 11: [err]

- 25 -
EXample 5:
I CF,
a.__C
5 N .
IiI - CF,
@ .2HCl
190
Mp.: 231 - 241°C (Decomp.)
FAB-MS: (M+H)® = 516.4
Example 6:
15
CFS
HN’\7 0
(w
N CF
I 3
20
I::I .2 HC1
O
OJ
25 Mp.: 122 - 132°C
FAB-MS: (M+H)® = 518.1
Example 7:
30 CF,
O i
N CF,
1-.HCl
35

Mp.: 168 - 174°C (Decomp.)

FAB-MS: M'

= 502.3

25



30 35 ' Bp.: 130 - 160[err]C

215 -.7218[.err] C (Deconp.) - _ - 27 - Exanpl e 12:
[err] 5 10 Mp.: >230[err]C Exanmpl e 13: 15
[err] _ 20
- 26 -
Example 8:
F
F. F
\\N’/\j
N
- N N F
| F
F .3 HCl
10 |
Mp.: >240°C
BExample 9:
15
F
F. F
RGOS
N/”\j o
20 L\V/N N .
F
F .3HCI
25

Mp.: >230°C

Example 11:
r F F

30

0]

Y\N/\I o

I :
N
J | .
F
.2HCl

35

Bp.: 130 - 160°C
Mp.: 215 - 218°C (Decomp.)



25

Bp. : ferrLlZO -'143[err]C

[err]

10

15

20

25

30

35

>230[err]C
10

Example 12:

=

Example 13:

@

Example 15:

g

\\v/N\I:::w ¢]
N .
N

|

Exampl e 15: 30 [err]

- 27 -

. /\ r FF
o

Mp.: >230°C

Mp.:

Bp.:

>230°C

CF,

O

CF,
.2HCI

~ 120 - 143°C

28 -

.3 HCI

.3HCl

35

Exanpl e 16:



168 - 170[err]C Exanpl e 17: | [err]

Mp. : 1
Mp.: 142 - 150[err]C 25 Exanpl e 18: [err]
Mp.: >230[err]C - 29 -
Exanpl.e 19:
- 28 -
Example 16:
. CF3
5 §\I o) .
/\/
HO | _T _ CF,
P COOH
16 HOOC

15

20

25

30

35

Mp.: 168 - 170°C

Example 17: - CF,

N
s 0
N
N CF,

COOH
.2
/Jr/
HooC

Mp.: 142 - 150°C
Example 18:

CF,

N
ROy
N
T CF,

x2HC

Mp.: >230°C



[err] .
Exanpl e 20:

Mo. :

35

178[ err]

10

A5

20

25

30

35

10 Mp.: 202[err] - 204[err]C

20
[err]

15 ferr]
- 180[err]C 25 Exanpl e 22:
Mp.: 191f[err] - 193[err]C
- 29 -
Example 19:
CF,

[::>»_HE\T:::j o.
N T CF

Mp.: 202° - 204°C
Example 20:

CF,

:>___H
N
o
\I:::l
T _ CF,

Mp.: 178° - 180°C
Example 22:

CF,

HO
0
N
N CF,

Mp.: 191° - 193°C

x 2 HCl

2 HCI

COOH
/’l/

HOOC



- 30 - Exanpl e. 23: [err] 5
Mp.: 162 -+ 164[err]C 15 Exanpl e 24:
20 25 Mp.: 220 - 224[err]C (Deconp.);
FAB-Ms5. (MtH)[err] = 514.3 Exanpl e 25: 30
[err] 35 Mxng 102 - 117[err]C
FAB-M5: (MtH)[err] = 512.4

Example 23:

.
0 N—-‘/<\——:I[:II CF,
5
0
G
' N CF,

10
15
Example 24:
Q§;/A\N/ﬁ\q.
20 L\V/N
25
Example 25:
30
z Y
N
35

COOH
.2 /Jr/

HOOC
Mp.: 162 - 164°C
CF3
0
T =
.2 HCl
Mp.: 220 - 224°C (Decomp.);
FAB-MS: (M+H)* = 514.3
CF,
o
T CF,
Mp.: 102 - 117°C;

FAB-MS: (M+H)' = 512.4

[err]



- 31 -

(MeH) [err]

[err] .

- Exampl e 26: -
Mp.: 225[err] - 232[err]C (Deconp.); 10
= 518.3 Exanpl e 27:
20 Exanpl e 28:
Example 26:

10

15

20

25

30

.HO\V/A\T:::l : o

Example 27:

Ho”\\//N\N’/\j
N

Example 28:

Mp.: 225° -

FAB-MS:

—Z

Mp.: 242 - 245°C (Decomp.)

FAB-MS:

{(M+H) *

CF,

C

(M+H)*

[err]

.2 HCl

518.3

CF,

CF,

.3HC]

545.2

[err]
FAB- VS:

30

232°C (Decomp.) ;



Mp.: 242 - 245[err] C (Deconp.) FAB- MS:

(MtH): Jerr} = 545.2 - 32 -
Exanpl e 29: [err] 10
Exanpl e 30: [err] 15 20
Mp.: 115[err] - 124[err]C - 32 - FAB-MS: (MtH)[err] =
532. 3 Exanpl e 31: 25 [err]
Example 29:
CF,

5 N
T CF,

10

Example 30:

CF,

O

s o
N CF3
.2HCl

20 Mp.: 115° - 124°C;

FAB-MS: (M+H)' = 532.3
Example 31:

25 CF,

N CF,

30



30 o . _ - 33 - Exanpl e 32: 5

[err]. . 10 Mp.: 107 - 112[err]C

FAB-MsS: (MtH)[err] = 530.2 15 Exanpl e 33: [err]

20 . 25 .. 133 - 143[err] C

FAB-MS: (MtH)[err] = 530.4 Exanple 34. 33 _ [err] 30
Example 32:

CF,

C o
Q4

| CF,
10 .HCl
Mp.: 107 - 112°C;
FAB-MS: {(M+H)' = 530.2
15
Example 33:
/L CF,
N/\| 0
S\
N CF,
H
25 Mp.: 133 - 143°C;
FAB-MS: (M+H)* = 530.4
Example 34:
CF,
30 HN/\ 0
L~
N CF,

35
Mp.: 178 - 182°C;
FAB-MS: (M+H)* = 488.3



35 L Mp.: 178 - 182[err]C
(MtH) ferr]s = 488. 3 - 34 -
[err] 5 10 Exanpl e 36: [err] 20
CF3 25 [err]
- 34 -
Example 35:
0 CF,
> HN/lH 0
A |
N : CF,
l
10
Example 36:
15 0 CF,
NP
n A
N - CF,
I
20
Example 37:
CF,
HN
25 \N/\ o
N
N _ CF,
I
30
Example 38:
l : CF,
/N\N/\l o
L~ -
35 ' N CF,

FAB- VEB:
Exanpl e 35:
Exanpl e 37:



Exampl e 38: [err] - 35 - Exanpl e

39: N [err] 10 Exanpl e 40: [erf] 15
20 Exanmpl e 41:. [err]
- 35 -~
Example 39:
CF,

HN .

10 Example 40:

( | CF,

\/N\/\N/\ 0
| N

15
Ii: CF,
20 Example 41:
//L\ L
N/f\j o :
L\va '
25 N CF,
OH
Example 42:
30

N

bg; o,

Ol

(O)=



Exanpl e 42: 30 [err]
- 36 + » Exanpl e 43: [err] 10
[err] 15
- 36 -
Example 43:
oL
N/\ 0
5 k/
N
N
| ..
10
Example 44:
CF3
HN/\ 0
v L
N
N Cl
|
20 Example 45:
Cl
.HN/\ 0
(U~
25 . N cl
I
30 Example 46:
OCF,
HN./\| 0
N
35 N

35
Exanpl e 44:



20 Exanpl e 45: [err] 25 30 Exanpl e 46:
[err] 35 - 37 - Exanpl e 47:

[err] 5

- 37 -

Example 47:

CF,

N
lil _ CF,
O/
10
- 8
Mp.: 149-159°C
FAB-MS: (M+H)® = 534.4
15
Example 48:

CF,

CF,

25 Cl
Example 49:

CF,
30

CF,

35



48:

30

149-159[err] C FAB-MS: (MtH)[err] = 534.4 15

' [err] 20 : 25 Exanpl e 49:
35 - 38- Exanpl e 50:
’ - 38 -
Example 50:
CF,

5 N
Iiz CF,
10
Example 51:
H CF,
15 N
N 0O
N
IiI CF,
20
Example 53:
| CF,
25 N
N
III CF,
30
Example 54:

CF,

H
/\/\/ N
HO \C 0
N
35 N CF,

Exanpl e
[err]
[err]



Exanpl e 51: [err] Exanpl e 53:
30 Exanpl e 54: [err] 35
Exanpl e 55:

- 39 -
Example 55:
H

CF,

N .
N
-T CF,
10 @ | fcoou
. .2 I

HOOC

‘Mp.: 115 - 119°C
15 Example 56:

N "
N .
AR eY SC

'N .
T CF,
25
Example 57:

30 L\] CF,
N
\\N’/\\’/ \1::::] 0
l N
N CF,

35

[err] 25

39 -



[err]. 5 Mp.: 115 - 119[err]C 15 Exanpl e 56:

[err]’ 20 25  Exanpl e 57: [err] 30 35

- 40 -

Example 58:

CF,
: H
5 N
O
N
- Iil CF,
10
Example 59:
l ' CF,
15 - N
@/\/ \G o
N
' T CF,
20

Example 60:

H . CF,
25 N :
ChAAe ©
Iil CF,

o)

30



- 40 - Exanpl e 58: [err] Exanpl e 59: [err]

20 Exanple 60: [err] 25 30
- 41 -
Example 61:
| CF,
- OO
N
N CF,
I
10
Example 63:
CF,
15

N
N CF,

20
.2 HCl
25 -
Mp.: 218 - 228°C (Decomp.)
FAB-MS: (M+H)* = 516.3
Example 64:
30
CF,
\\N/”\W o
A
N CF,
35

.2HC!

Mp.: 92 - 96°C
FAB-MS: (M+H)' = 488.2

15

41



Exanpl e 61: [err] . 10 Exanpl e 63:
[err] + 25 Mp.: 218 - 228[err] C (Deconp.)
FAB-MS: (MtH)[err] = 516.3 Exanpl e 64: 30
35 . .2 92 - 96[err]C . FAB- MS:
(MtH)[err] = 488.2 - 42 -
Example 65:
/«q _ CF,
5 /\ 0
N
IiI _ CF,
@ .2Hcl
o~
10
/O
Mp.: 132 - 142°C
FAB-MS: (M+H)® = 576.5
15
Example 66:
S
o U
@ .2HCl
0
25 o~/

30

Mp.: 131 - 141°C
FAB-MS: (M+H)® = 560.1.

[err]



- 42 - Exanpl e 65: [err] 10

Mp.: 132 « 142[err]C FAB- M5 (MrH)[err] = 576.5 15
Exanpl e 66: [err] 5
Mp.: 131 - 141f[err]C FAB-MS: (MtH)[err] = 560. 1. 30
- 43 -
Example 67:
CF,
N
5 N - CF,
I
2 HCl
10 Mp.: 228 - 231°C (Decomp.)

FAB-MS: (M+H)® = 502.3

Example 68:

15
N/ﬁ
.2HCl
20 0/
~° '

Example 69:
25

/\/\N

30



- 43 - Exanpl e 67
Mo.: 228 -:» 231[err] C (Deconp.)

[err]

20

FAB- M5

Exanpl e 68: 15
[err] .

10

15

20

25

30

35

30

[err]
- 44 -
- 44 -

Example 70:

Example 71:
CF,

CF,

Example 73:

CF,

- 2HCI
N
? CF,
<0
O
Mp.: 108 - 118°C
FAB-MS: (M+H)' = 560.4

10
(MtH) [err] = 502.3
Exanpl e 69: 25



Exanpl e 70: [err] Example 71: 10

[err]: ' « 15 Exanpl e 72: [err] 20 25 Exanpl e
73: [err] 30 . 35 Mp.: 108 -
118[err] C

- 45 -

Example 74:

)\ CF,
: - 2HCI
5 PN
X T CF

10 Fp.: 138 - 148°C.
[o] 20 =+ 45,5° (MeOH)
Mp.: 138 - 148°C
[0l 2° = +45.5° (MeOH)
15
Example 75:  CF,
* HT\/ \/l'ol\ | e
_ _N
7N T - CF,

N ©

Fp.: 166 - 176°C.
30 [«]% =+ 19,0° (OMSO).

Mp.: 166-176°C
fo] 2° = +19.0° (DMSO)

35



FAB-Mg: (MtH)[err] .= 560.4

Exanpl'e 74 - [err]
Fp.: 138- 148C. . [err] = +45,5[err] (MeOH)
Mp.: 138 - 148[err]C [err] = +45.5[err] (MeOH)
Exanpl e 75: 20 [er4d - 25
Fp.: 166- 176[err]C. 30 [err]=+19, O( DVSO) .
Mp.: 166-176[ erBRample 76: [err] = +19.0[err] (DVBO 35
5 ‘ CF,
HO ; 0
N
lir CF,
10
COOH
.2
iz
HOOC
15

Mp.: 132 - 134°C

Of these compounds, the compounds of Examples 1 and
20 8 are preferred.

In the foregoing representations of the formulae,
the CH; groups are not drawn in full.

25 Compound 1, for example, contains a methyl group as
the group R°.

45 -



- 46 - Exanpl e 76: 5

[err]

10 ¢ d5 Mp.: 132 - 134[err]C Of these
conpounds, the conpounds of Exanples 1 and 20 8 are preferred.

In the foregoing representations of the fornul ae,

the CH3 groups are

not drawn in full. 25 Compound 1, for 4exanple, contains a nethyl group

as the group R5.

200 mg of active substance*

5 1.2 mg of monopotassium dihydrogen
phosphate = KH,PO, )
0.2 mg of disodium hydrogen phosphate ) (buffer)
Na,HPO,.2H,0 )
94 mg sodium chloride ) (isotonic agents)
10 or )
520 mg glucose )
4 mg albumin (protease protection)
g.s. sodium hydroxide solution )
g.s. hydrochloric acid ) ad pH 6
15 ad 10 ml water for injections
Ins bl luti

200 mg active substance*
94 mg sodium chloride
20 or
520 mg glucose
4 mg albumin

g.s. sodium hydroxide solution )

q.s. hydrochloric acid ) ad pH 2
25 ad 10 ml water for injections

L ili

200 mg of active substance*

520 mg of mannitol (isotonic agent/framework

30 agent)
4 mg albumin

Solvent 1 for lyophilisate
10 ml of water for injections
35 Solvent 2 for lyophilisate



- 47 - Phar maceuti cal preparations: I nj ectabl e sol ution

200 ng of wactive substance* 5 1.2 ng of nonopotassi um di hydr ogen
phosphat e = KH2PO4 ) 0.2 nmg of disodi um hydrogen
phosphate = ) (buffer) Na[err]HP err]. 2H err] O 94 ny
sodi um chl ori de ) (isotonic agents)480- or

) 520 ng gl ucose ) 4 ng albumn

(protease proteztimg) of Pod.yssorbatsa@@iOUm Myeem®isde sol ution )

g.s. hydr ochl ori c am@ ) ad pH 6 15 ad 10 mM water for

i njections | nj ec é’bl e so u ion 200 ng active substance*

94 nmy sodium cH? dﬁld@fZﬂaterofor injegbiong gl ucose 4 ng al bunin
g.s. sodi um hydrOX| de soI ut| on ) g.s. hydrochl ori ¢ acid ) ad
pH 9 25 ad 10 yat er | nj ections yo sate 200 ngy
of active %ubstan%%tlve suk * of rranrﬂot“lﬂw(nl‘t(ﬁﬁpﬁ‘ﬁrcd rft‘? frhifirewor k 30
agent) 4 nmg al bum n Sol vemtvehtfiom | ywophi lomsatef 10 m
of water for injections 35 Solvent 2 f I|

- 48 - 20 ny of Pol ysorbate[err]8%{xare?q'%§n[erﬁ:ac] ?(F

(surfactant) -~ 10 mM of water for injections

Dosage for humans weighing 67 kg: 1 to 500 mg



5 * Active substance: conpound according to the

oosage tor rurad ST IBHIE - <o s00 r e Hie

- Cl ai ns: 1. Aryl gl yci nam de
derivatives of general formula | 549 -
[err] 10 or the pharnmaceutically acceptable salts thereof,
wher ei n Ar denot es unsubstit Gladmer nono- to penta- 15
substituted phenyl, or unsubstituted or nono- or di substituted
napht hyl [wherein t he substituents of the phenyl and naphthyl
i ndependent |y oft-one Mdidafcinamide ardyatives of generdl dormgla | )
(derr])alkyl, @(Cerr])alkyl, CFerr], OCF[err] 20 or
NR[err]R[ehr] (wherein R err] and Rferr] i ndependent |y of one
anot her ote H, nmethyl or acetyl)] or Ar I s phenyl substituted
by -OCHerr]-O or -O (CHerr])parr]-0; 25 Rl err] and
Rlerr] together with the Nto mhlch th e bound denote a ring of
the formul a R\ N g5

R3 Ar
10

or the pharmaceutically acceptable salts thereof,
wherein

Ar denotes unsubstituted or mono- to penta-

15 substituted phenyl, or unsubstituted or mono-
or disubstituted naphthyl [wherein the
substituents of the phenyl and naphthyl
independently of one another denote halogen (F,
Cl, Br, I}, (C;.,)alkyl, 0O-(C,,)alkyl, CF,;, OCF,

20 or NRR*® (wherein R* and R' independently of
one another denote H, methyl or acetyl)] or Ar
is phenyl substituted by -0-CH,-O- or
-0- (CHp} ,-0~;

25 R! and R? together with the N to which they are bound
denote a ring of the formula

Y (CH,), N\

Ré-N
N\ J/ N-
(CH,),

30

35
R-'\ / (CH2)2 \
C N-
N
R (CH,), ”



[err] 30
50 - +« i
wherein 20

10

15

20

25

30

35

err]

[err] 15

im0 s

M s

- 50 -

R CH):

R“/N \ /N-

(CH,),

or

RY! —n N—
o:

wherein

r, s and t are 2 or 3;

R® denotes

H,

(Cy-s)alkyl,

(Cis)alkenyl,

propynyl,

hydroxy {C,.,) alkyl,

methoxy (C,_,)alkyl,

di (C;.3)alkylamino (C, ;) alkyl,
amino (C, ) alkyl,

amino,

di (C,.3) alkylamino,
monofluoro- to perfluoro({C,.,)alkyl,
N-methylpiperidinyl,
pyridyl,

pyrimidinyl,

pyrazinyl,



H 25 Clerr])al kyl Clerr]) al kenyl propynyl,

hydroxy(C[rerr] thox err aI kyl, 30 di err

al kyl am no (C[) ﬂl“mﬂ“llu" "IIl IH am %o( (C[C[ er]ri) al iyl am'( SE) D
di(Cerr])alkyl am ro, * monofl uoro- to perfluoro (C[err]) al kyl, 35

N- et hyl pi peri di nyl, pyridyl, - 5pyfimdinyl, pyr azi nyI ,

- 51 - pyrlda2|nyl or the group-CH[err]-C(O)NR[err]R[err],
wherein fwikddzimyH or (Cerr]) alkyl and 5 Rlerr] is H,

er L kyl, 44C38) K el | kyl | k
Eg[[engaal )Iéyl d &y&ﬁ% y(I(ﬂ'(l‘f[erro])NRIky rO)c())r/ (R[Cgare;]r];ng R%/erria1 tg)g(;)ét her

with the N he‘i%”\‘/mlch they are bound forma ring (1-pyrrolidinyl,
pi peridi no, nomdholigne e 1.c ;M@p@ﬁ@zm 4-yl); 10 Rl err] has one

Zf p;[ Bgrldgfﬁln?);:);[ ;52??%‘%/% t?c“ alkyl, fc‘jﬁ.acy%l SaTkyl1, \(Mli)er ein R[err] and
R err] i ndependgdrtoxypfConealdit hexliky (Cydgmdtkeyl , (Cerr])
?lcF glrr]) al koxé’%ﬁ%@{rﬁ é%{ﬁﬁ}lkyl"r R %ndrﬁy‘d(%?%& g; B‘Pakh&l N
(Cerr]) alkyl &4 r?thl(@[ eﬁ:hé}}) %grekylpound form a ring pyrrolldlnyl
piperidino, morpholino or l-methylpiperazin-4-yl};
10
R’ has one of the definitions {a) to (d),
(a) hydroxy
(b} 4-piperidinopiperidyl,
(c)
15 7/

-N
N

R16
R17

wherein R!¥ and RY independently of one another
20 denote

H,

(C;.4)alkyl,

{Ci-¢) cycloalkyl,

hydroxy (C,_,) alkyl,
25 (C,-3)alkoxy(C, ) alkyl,

phenyl {C;_4) alkyl or

di (C,.3) alkylamino (C, ) alkyl,

or if R is H or (C,,)alkyl,

R may also be -CH,C(O)NR¥R!®, wherein R*® and R are
30 defined as R and R' hereinbefore;

(d)
/ ' 20

wherein R?® denotes
H,



or if Rerr] is r al kyl , Rlerr] may al so be
-CH err]'C(*O NR[ Hnlm?ﬂlbﬂﬂuwﬂml n Rerr] and Rlerr] are 30 defined as
Rlerr] and Rl er i . (d) [err] 35

H

wherei-n R err] denotes

- 52 - (derr]) al kyl,1 - 52 - (derr]) cycloal kyl or
-CHerr]CCONR err]R err], wherein R err] and R err] are
defined as Rlerr] anfCRpexIXyls her ei nbef or g; Rerr] is
H Rlerr] angaR d1d ntly of each other denote 10

(derr]) alkyl; felirg err, engk?lgs H, (derr]) alkyl, 15
(Cferr]) alkenyl, -CHC )5‘5?5/@1 hydroxy(C err]) al kyl,

nmethoxy (Clerr]) al kyherein R* dhd(RFeride) delflivledTaro REClad |Rsal kyl, 20

am no( ([ ery])al kyl, ., apino di ((err])al kyl am no,
nonof | uorog- to perf Ilﬁ%lf%lr(‘?fgz?’r”ﬁ al kyl , N- et hyl pi peri dinyl, 25
pyridyl, pyri m di nyl, pyrazinyl,

R® is H '

R® and RY independently of each other denote
10 (01_4) alkyl 3

R! denotes
H,
(Ci5)alkyl,
15 (Cs-5) alkenyl,
propynyl,
hydroxy (C,.,)alkyl,
methoxy (C,.3) alkyl, _
di (Cy-3) alkylamino {C, 5) alkyl,
20 amino (C,.;) alkyl,
amino,
di (C;_;) alkylamino,
monofluoro- to perfluoro(C,.,)alkyl,
N-methylpiperidinyl,
25 pyridyl,
pyrimidinyl,
pyrazinyl,
pyridazinyl
or the group -CH,-C(0)NR?R*,
30 wherein R*® and R* are defined as R and R'®

hereinbefore;

R® denotes H, (C,.,)alkyl, unsubstituted or mono-
to trisubstituted phenyl, wherein the
35 substituents independently of one another
denote 'halogen (F, C1, Br, I), (C_galkyl, O-
(Ci-4)alkyl, CF;, OCF; or NR®R*® (wherein R*® and
R** independently of one another denote H,



pyridazi nyl -CHerr]-C(ONRerr]R err], 30 wherein
Rl err] and R[er g!% "W Rlerr] and R err] herei nbef or e;
sal eyl ,

Rl err] denot es» erw unsubstituted or nono- to
trisubstituted phenyl wherein the 35 substituents independently
of one anot her denote hal oges3(f, d, Br, 1), ((err])alkyl,
o (derr])alkyl, CF[err], OCF[err] or NRerr]R err] (wherein
R err] and meth¥] evr |at¢edebendent |y of one anot her denote H,

- 53 - met hyl or acetyl); Rl err] denot es

phenyl (Cferr])alk or naphthyl (Cerr]) al wher.ei n phenyl
may be substi ttﬁe b@erimf%s Pheny (C1-4)a1k:}ﬁlb§tli ity s iad ke
substituents whereindsipengbnidy ¢ snssthoited n:otteOhﬁl ogen (F,

ad, B K | k
or NR e PR ert] (et %é/aimrﬁ%”wkéaﬁrﬁh%%@%% SR of
one anot her denote H,nd]@éuycﬂeml}aoﬁwgte dffother demoke halogeﬂ[ €Fr]

denotes H, (C[err])aéj_()é_?r(q %{&elr% k)ﬁ%( é}'q%rlﬁc]ycfw'éfs, O(Ejo?rpound

CHerr]C (O NH[err]

according to clai m IOGWHER 28 (WherelnAR §Hﬂmﬁ§§5ﬁqf%ﬁ}t1éd3%r nono- or
di substituted one an@ﬂ@é’w|del@ét@r§yhﬁét ﬁhyi or Ar is 20
phenyl Sﬁ.g)stltuted by -OCHerr]-O or -O (CH err])[err o ;

Rlerr] a Rlerr] together with the Nto which they are bound denot e
a ring of the faxaml a 25 [err]

R’ denotes H, (C;.,)alkyl, (Cs.) cycloalkyl, CH,COCH,
CH,C{(O)NH,, OH or phenyl({(C,4)alkyl.

15
2. Compound according to claim 1 wherein
Ar denotes unsubgtituted or mono- or disubstituted
phenyl, or unsubstituted naphthyl, or Ar is
20 phenyl substituted by -0-CH,-O- or -0-(CH;},-0-;
R' and R? together with the N to which they are bound
denote a ring of the formula
25 /(CHz)z\
R®- i
(CH,),
30 ,
R CHN
Cc N-
AN
®  (CH,),”

35 R"‘\ /(CHz)z

e \ N-

(CHz)t



30 . .l[err] _. _
o e o ORI, 5, (e g g e

are defined as in claima1l; err is Hor (CJerr])alkyl, 15
Rl err] denot es phenyI(C[err])aIkyI or—naﬁh%hyI(C[err])aIkyI,
wher ei n phenyl may be substituted by 1 or 2 substituents,
wherein the subtituents i ndependent|y of one another are
hal ogen (F, a, Br, 1), (C[err]) al kyl, O ((err])alkyl,
CF[err] or 20 / OCK[err]; and

R* —n N—

5 O
wherein

r is 2 or 3 and
s and t are 2;
10
R¢, R’, R%, R®, RY and R are defined as in claim 1;

R? is H or (C;,)alkyl,

15 R? denotes phenyl (C,,)alkyl or naphthyl(C, ,)alkyl,
wherein phenyl may be substituted by 1 or 2
substituents, wherein the substituents
independently of one another are halogen (F,
cl, Br, I), (Cy.,)alkyl, O-(C,,)alkyl, CF; or

20 OCFs;

and

R® denotes H, (C;,)alkyl, (Ci¢)cycloalkyl, OH or
25 phenyl (C;_,)alkyl.

3. Compound according to claim 1 or 2, wherein

Ar is unsubsgstituted or mono- or disubstituted
30 phenyl, or unsubstituted naphthyl [wherein the
substituents of the phenyl independently on one
another denote halogen (F, Cl, Br, I}, methyl,
methoxy, CF; or OCF;] or Ar is phenyl
substituted by -0-CH,-O- or -0-{CH,),-O-.
35
4. Compound according to claim 3, wherein Ar is
phenyl, naphthyl, phenyl substituted by methoxy or



Rlerr], denotes al k (err])cycloal kyl, OH or 25
phenyl" (C‘err]) a I ﬁ u , IL Conmpound according to claim1l or 2,
te [

wher ei n d or nono- or disubstituted 30

phenyl-, or unsubstltuted naphthyl [wherein the substituents of
t he phenyl independently on one : - 55 another denote hal ogen (F, d,
Br, 1), nethyl, nmet hoxy, CF[err] or OCF[err]] or Ar is phenyl

substituted by hadaugr iy sikion3 (aaH Ao 14 [@r rheRy Bivherein 4.

Conpound accor gidi o & ki INSF & Tadd 4 Sire 1iniRETY) . Naphthyl, phenyl
substituted by nethoxy or - 55 -
hal ogen i n posit 23¥and/ or 4 or phenyl wherein positions 2 and 3 or

3 and 4 are |inked by -OCH[err] o . 5 5. Conmpound accor di ng
to claim wher ei n Ar h nyl substituted by nethoxy in
posi ti ons%S 5. CA\ oc}’fndpﬁ’bﬁﬁff ‘f’rﬁ/%‘g elp’)éé‘?t‘li'o eyeify &K gkS 2 and

3 are |linked b)PhemﬂH[ @hdnyd substitutedl by Getimxyd :accpﬁsjiltnigaﬁ@ one of
clains 1.to 5, gng 4 i err r
is2or 3and " Sfﬂ?}fér@,eln(r}t&e%ldw%ﬁl%ns 3 &% r"]) al%iﬁnd

(Clerr]) al kenyl are lln)ﬁﬂdo y1O-CH>-O- . hydr oxy (C[err]) al kyl,

10 6. Compound according to one of claims 1 to 5,
wherein in the ring

6 ! >

RS — N
Sen, ]

15

r is 2 or 3 and
R® denotes
g, _
20 (Ci-s)alkyl,
(Cs-5) alkenyl,
propynyl,
hydroxy(C,.,)alkyl,
methoxy (C,.) alkyl,
25 di {C;3)alkylamino (C, ) alkyl,
amino (C,.,) alkyl,
amino,
di(C;;)alkylamino,
monofluoro- to perfluoro(C,,)alkyl,
30 N-methylpiperidinyl,
pyridyl,
pyrimidinyl,
or

55 CHsCOMN{]

7. Compound according to claim 6, wherein
r is 3 and R® is methyl.



oxy( al kyl , )al kyl am no(Cferr])al kyl,
am no(C[ )aI kyl | llwll“ rlwtuihlm dr(C[err])aI kyl ani no,
nDnoquoro- to perfl N- net hyl pi peri di nyl
pyridyl, pyri m di nyl, [err] 7. Compound
according to claim6, wher ei n ris §5and Rlerr] is methyl.
- 56 - 8. ' Cbnpound according to claim®6, wherein ris 2
and - R6 is (err]) alkyl, pr openyl ,
propynyl , e o 1 t hyl di
(Cerr]) alkyl am nod('(‘% % é‘?{&fﬂﬁ(g to Q%arﬁmr'\gé;‘r M&% o am no,
di met hyl ami no, B5ls 2 @¢drr] CF[ err] N- et hyI pi peri di nyl,
pyridyl, R%PMI M di nyl or 20 [err] 9. Conmpound

accordi ngéo cl}?i m 8, wherein 25 ‘r is 2 and

10

15

20

25

30

35

(Ci-4}alkyl,
propenyl,

propynyl,
hydroxy (C,.;) alkyl,
methoxyethyl,

di (C,.;)alkylamino (C,.3) alkyl,
aminoethyl,

amino,
dimethylamino,
CH,CF;,
N-methylpiperidinyl,
pyridyl,

pyrimidinyl

or

-CH,-C(O)-N{ ]

9. Compound according to claim 8, wherein

r is 2 and :

R® is H, (C;;)alkyl, allyl, 2-propynyl, -CH,CH,OCH,,
-CH,CH,N (CH;) ,, N-methylpiperidinyl, 2-pyrimidinyl

or

-CH,-C(0)-N{ ]

10. Compound according to claim 9, wherein

r is 2 and

R® is H, CH,;, C.H,, CH(CH;), CH,CH,OH, CH,CH,OCH; or
CH,CH,N (CH,) ,.

11. Compound according to one of claims 1 to 5,



ot M 51
or .8

0} [err] ound according to claim9, wherein
r is 2 and 35 Rlerr] is H CHerr], (JerrJ]Herr], CHCHerr])[err],
CHerr]CH err]OH, CHerr]CHerr]OCH err{ s -
CHerr]CH err]N(CH err])[err]. 11. Conpound according to one of
clains 1 to 5, wherein - 57 - wher ei n

Rierr] and R egrlah@9ft hgetidy txﬁecﬂ\' dife ‘Mﬂ'tfch ﬁﬂ?&h 361%1?0&@ boun?f ormt he

ring 5 [err wherein Rerr] is H and Rerr] is OH

[err] 15  form they ging

5 R7\c o
L

wherein R® is H and
10 R’ is OH

15

20

wherein R*® and R' independently of one another
denote:
H

25 (Cy.3) alkyl,

e

(CH,) ,OH wherein n is 2, 3 or 4
30 (CH,) ,OCH,

- {CH,) ,Ph wherein n is 2 or 4

(CH,) ,N (CH;),

-CH,-C(O)-N |
i CH,-C(0)-N_ O



20 wher ej rr] i ndependently of one anot her
denoté: * ¢ Hﬁ' ll : [err] (CH err])[err] OH wherein n

is 2,3 or 430 OCH[err] -(CH err])[err]Ph wherein n
is 2 or 4 (CH[err])[err]N(CH[err])[err] [err]
- 58 - [err] [err] - 58 -12. Conmpound according to claim
11, wherein CH rN—and Rlerr] are both CHerr] or Jerr]Herr] or 10
Rlerr] is Hor erT] and Rerr] is (derr])alkyl, [err] 15
(CHerr])[err] (CHerr])[err]OH or [err] 20 13.
Compound according to claim 11l wherein Rerr] denotes

NH_-C(O)-CH,-N N—

2 2
5 \_/
12. Compound according to claim 11, wherein

R'® and R are both CH, or C,H; or
10

R is H or CH; and RY is

(Cy-3) alkyl,

15 —

(CHZ) ZOH,
(CH,) ,OH or

-CH,-C(0)- N:O

20
13. Compound according to claim 11 wherein

R’ denotes

O
. N\

30
N(CH)
CHyN_ N~
35
oxr

/\
NH,-C(O)-CH,-N,  N—



r])[err] [err] 35 or

25 er
'[Cg:nr)]cmn}d accordlﬁmuun Iu“rum "l wherein 5 5%[-err] and R[e”lf'

together with the Nto whi' ch® t hey are bound formthe ring

[err] 10 wherein (a) Rsord is Hand R err]
s 15 [err] wherein R err] and Rlerr] both represent CHerr],
Cerr]Herr] or 20 CH err]CH err] OH or Rlerr] is Hor CHerr] and

Rlerr] is (CJerr])alkyl,
14. Compound according to claim 11,
wherein
5 R' and R® together with the N to which they are bound
form the ring

R?\ C N ——
10 R / \.__./

wherein
(a) R® is H and
R’ is

15

/
N\
R"7
wherein R'® and R'? both represent CH;, C,Hs; or

20 CH,CH,0H or
R is H or CH; and RY is (Ci_3)alkyl,

—

(CHQ) ,OH or
25 (CH,) ,OH
or

{(by R® is H and
R’ denotes

30 CHyN_ N-

15. Compound according to one of claims 1 to 5,
35 wherein R} and R® together with the N to which they
are bound form the ring



Eggr]RIer’r]‘. i Jmmﬂw“ﬂl[“wmﬁ* C)rR[ (23r5r] dér?:’g g;r] é([)err] CH[ err| o

15. Gonpound according to one of claims 1 to 5, 35 wherein R err] and
Rlerr} together witH;iChg N i ch they are bound formthe ring

- 60 - Jerr] :%.N@orrpoqnd accorghng to one of clains 1 to 5, 5
wherein Rlerr] and e f‘qqﬂlwér with the Nto which they are bound
formthe ring 3 [err] 10 wherein R err] is H or
(derr])al kyl . 17. Compound according to claim 16, wherein 15
Rlerr] is -CH(CHerr])[err]. " 18. Conpound according to one of

clainms 1 to 17, wherein R err] is H

16. Compound according to one of claims 1 to 5,
5 wherein R' and R’ together with the N to which they

are bound form the ring

R
>_/

10 0

11

R —

N

wherein R is H or (C,,)alkyl.

17. Compound according to claim 16, wherein

15 RM is -CH(CH,),.

18. Compound according to one of claims 1 to 17,

wherein R® is H.

20 19. Compound according to one of claims 1 to 18,

wherein

R denotes phenyl (C;.;})alkyl, wherein phenyl may be
substituted by 1 or 2 substituents, in which
the substituents independently of one another

25 are halogen (F, Cl, Br, I}, (Cy, alkyl, O-

(C;.,)alkyl, CF; or OCFs;

and

30 R®  denotes H, {(C, ) alkyl, (Cs;)cycloalkyl, -OH or

phenyl (C,_,)alkyl.

20. Compound according to claim 19, wherein

R* denotes phenyl (C,,)alkyl, wherein the

35 substituents are in positions 3 and/or 5 of the

phenyl ring and
R® is H, methyl, OH or phenethyl.



20 19, one of clains 1 to 18, wher ei n
Rlerr] * denot i Ha m g{'} tli al kyl, wherein phenyl nmay be .
LS

substttuted by nts, in which t he substituents
i ndependent |y of one anot her 25 are halogen (F, d, Br, 1),
(derr])al kyl, O (Cerr])alkyéds CF[err] or OCF[err];

and 30 R err] denotes H, ((ferr])alkyl, (Cferr])cycloal kyl, -OH or
phenyl (d err]Rlal kydompound achrdiomp dmalacimoral nevHerelminh 58 Wwherein
Rl err] denotes phenyl (CJerr])al kyl, wherein the 35 substituents are in
positions 3 and/or 5 of thegf phenyl ring and Rlerr] is H nethyl,
OH or phenet hyl . 3 - 61 - 21.
Compound according to clai . Wherein Rerr] is [err] 5

and Rlerr]L is nethyl 1 Process for preparing a conpound of
gener al f or mi(@Hy).ace o one of claims 1 to 21,
characterised in that a) ah acid 15
and R’ is methyl.
10 22. Process for preparing a compound of general

formula I according to one of claims 1 to 21,
characterised in that

a) an acid

15
RL &
re A
CH
R3
Ar
20
or a halide or alkylester thereof is reacted
with an amine
_R4
HN
25 \Rs '

b) an o~haloarylacetamide

0
Hal . R4
30 : B3 AN
Ar

is reacted with an amine

35 RS ;OTr

c) a compound I wherein R® is H is N-
' alkylated;



I de o a ky ester thereof is reacted

err
\[Mth] an’ ar‘h ne “!lll” c,“ Uil I Ht b) an a-hal oaryl acet am de
[err]% 30 an an1ne [err] 35

;or e a conmpound | wherein Rerr] is His N al kyl at ed,;
- 62 - and a conpound thus obtaiggd-is isolated as a free
conpound or as a pharmaceutically acceptabl e salt thereof. 5

23.  Phar naceutanrhlapq:@ppomndonhusnohtaingdals isolgeapoggdaaccording to

bl d
5 g o B BER YR o one o olaims

one of clains
exci pi ents.

1 to 22 for préﬁ%ﬁ@ﬁ?@@%ﬁ%ﬁ%ﬁc@@@¥%@

and prevention of neur oki ni n- nedi at ed di seases.

5

10

15

23. Pharmaceutical preparation containing a
compound according to one of claims 1 to 21 and
pharmaceutically acceptable carriers and
excipients.

24. Use of a compound according to one of
claims 1 to 22 for preparing a pharmaceutical
preparation for the treatment and prevention of
neurokinin-mediated diseases.

25. Use of a compound according to one of
claims 1 to 22 for the treatment and prevention
of neurokinin-mediated diseases.

preparation for the treatnent



Use of a conpound according to one of claims 1 to 22 for
the t“?e tr'rent and prevention of neur oki ni n-nedi at ed di seases.

=

- 63 -

Abstract:

The invention relates to new arylglycinamide

5 derivatives of general formula I
o R4
R1 N/ I
\ ™ gs
10 R2 R3 Ar

and the pharmaceutically acceptable salts thereof,
wherein R' and R? together with the N to which they
are bound form a ring of the formula

15

. /(CH2)2 N R7\ /(CHz)z N

R -N C

\ /N- 7N\ /N-

20 (CH)), X (CHy),

R (CHZ)2 N
25 >N

/ \ N-
(CHz)t
30
or

11

R*'—N N—
35 > /

o

40 in which

R’, R', R°, Ar, R% R’, R®, R° RY, RY, r, s

and t

have the meanings given in-the ' ¢

specification and the preparatiol and use '
45 thereof. The new compounds are valuable

neurckinin (tachykinin) antagonists.
PR s



