80151 Zg 63 New aryl gl yci nam de derivatives, processes for the
nmanufigct urre t hereof and pharmaceutical conpositions
contal ni ng these conpounds The invention relates to new aryl gl yci nam de

derivatives of general formula I [err]
and 't he pharmaceutically acceptable salts thereof, processes for preparing
t hem and pharnmaceuti cal conpositions containing these conpounds. The
conpoundfp € 3fl giabl e neur oki ni'n (tachykinin) antagoni sts. The

abbrevi ations used in the specification and clains are explained as

fol | ows: CDl = Carbonyld||n1dazole DCCl =
Di cycl ohg L& 0emi deri B4 6 BKK QR

THF =
RT - yeof and pharmaceutical DOS
4-Di nethylan1nopyr|d|ne containin@Tthese compounds

O Benzotri azol yl -tetranet hyl uroni um

tetrafl uoroborate In order to show the_fornulae, a sinplified

r epr eserih i YiventieR rel atesctPRP¥sarYhgivAlnamide @sﬁaaﬁayew PECH3-

subst it WHerar ecoeRiEsent ed by a single bond, and for exanple t he
follow ng formula

/R4
R1 N -
\ N s _ =

R2 R3 ar

and the pharmaceutiCally acceptable salts thereof, processes for
preparing them and pharmaceutical compositions containing these
compounds. The compounds are valuable neurokinin (tachykinin)
antagonists. '

The abbreviations used in the specification and claims are
explained as follows:

cpI = Carbonyldiimidazole

DCCI = Dicyclohexylcarbodiimide

HOBt = 1—Hydfoxybenzotriazole

THF = Tetrahydrofuran

DMF = Dimethyl formamide
" RT = Room temperature

DMAP = 4-Dimethylaminopyridine

TBTU = O-Benzotriazolyl-tetramethyluronium-

tetrafluoroborate

In order to show the formulae, a simplified representation is
used. In the representation of the compounds all CH;-
substituents are represented by a single bond, and for example
the following formula



-

-2- [err]

repr%%@ht§' ' [err] The invention relates to new
aryl gl yci nam de derivatives of general fornula I

[err] or the pharmaceutically acceptable salts thereof, wherein

Ar denotes unsubstituted or nono- to penta-

represents
CF,

A3
H,C N,

The inventién relates to new arylglycinamide derivatives
of general formula I

\RS

RrR2 R3 Axr

or the pharmaceutically acceptable salts thereof,
wherein

Axr denotes unsubstituted or mono- to penta-
substituted phenyl, or unsubstituted or mono- or
di-substituted naphthyl, [in which the
substituents of the phenyl and naphthyl



B

substituted phenyl,
naphvhyl ifin mhlch t he

or unsubstituted or nbno- or di -substi tuted

substituents of the phenyl and naphthyl

i ndependent|y of each other denote hal ogen (F, d
Br,,l), H, (Jerr])alkyl, O(Cerr])alkyl, CFerr], OCF[err] or
NR[err]Rlerr] (wherein Rlerr] and R err] independently of each
ot her denote H, nethyl or acetyl)] or Ar is phenyl substituted by
-OCHerr]O or - CHerr])[err]O; Rl err] and Rlerr] together with the
N to which they are bound forma ring of the fornula
[err] wherein pis 2 or 3, X-dgnet es oxygen,
N(CH err])[err]R err] or CRerr]R err], wherein nis 0, 1 or 2, R err]

is (CJerr])cycl oal kilhdepéedghtby ofipeathl otheerdenote halogent H&,phenyl may

be nono- to trl-su

(derr])al kyl,

NR[err] Rl err] (mher

Rl

wherein

i) e ;(Pj (€00 SIRRI°B By Shndh, e,

Fs pz[rér d(“ﬂl}%\??}n R and R1° 5 spﬁaéﬁm:}mpfeach
other denote H, netdytnhObther denotedBEtMbihyl or acetyl)] or Ar is

phenyl substituted by -OCH,0~ or -O(CH,).,0-;

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

-

CHZCHZ \
N

(Cl(z)

p is 2 or 3,

X denotes oxygen, N(CH;).R® or CR'R®, wherein

n is 0,

RG

a)

‘b)

1 or 2,

is (Cz.7)cycloalkyl, phenyl or naphthyl, wherein
the phenyl may be mono- to tri-substituted by

halogen (F, Cl, Br, I), (C;-4)alkyl, O-(Cy.p)alkyl,

CF;, OCF; or NR'SR'® (wherein R'® and R'®
independently of each other denote H, methyl or
acetyl) ; '

and R® have one of the following meanings:

R’ and R® represent H if R® is unsubstituted or
substituted phenyl,

R’ is



Rlerr] and Rlerr] have one of the foll ow ng neanings: a) Rlerr] and
Rferr]«repgresent Hif Rlerr] is unsubstituted or Substituted -
phenyl , b) Rlerr] is -4-
phenyl, phenyl substituted by 1 to 3 substituents [wherein the
substituents independently of one anot her denote hal ogen (F, O, Br
1) ; (dJerr])alkyl, O(Cerr])alkyl, CFerr] or OCFerr]],

pi peridi nyl, 1-methyl piperidinyl, [err]

- 4 -

phenyl, phenyl substituted by 1 to 3 substituents
[wherein the substituents independently of ohe
another denote halogen (F, Cl, Br, I),

(C,-4)alkyl, 0-(Cji.4)alkyl, CF; or OCF;],
piperidinyl, 1-methylpiperidinyl,

—— N’
[¢] _ \
i Ac
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if R® is H, -CONH,, -NHC(O)CH,, -N(CH;)C(O)CH;, CN

e
Y

H
—C(O)N/ or -C(O)N( (Cl_g)alkyl)z
(Cy-3)alkyl



|fR[err] is H, CO\IH[err] -NHC(O CH err], -N(CHerr])C(OCHerr], CN

-C (Or N 3 [‘err] “C(ON((Clerr])al kyl)[err] (derr])
al kyt or O Rlerr] and Rlerr] together formthe
group [err] Rl err] denotes H,

(derr])al kyl, unsubstituted or nono- to tri-substituted phenyl,
wherein the substituents I ndependent|ly of one anot her represent
hal ogen (F, d, Br, ), (derr])alkyl, O((err])alkyl, CF[err],
OCF[err] or NRlerr]Rerr] (wherein R err] and R err] independently

of one another denote H, nethyl or acetyb)= R err] denot es

phenyl (Cerr])al kyl or naphthyl ((ferr])al kyl,
or _

c) R’ and R® together form the group

o]
g
R® denotes H, (C;.4)alkyl, unsubstituted or mono- to
tri-substituted phenyl, wherein the substituents
independently of one another represent halogen
(F, Cl, Br, I), (Cy.4)alkyl, 0-(C,.,)alkyl, CF,,

OCF, or NR'R?® (wherein R'’ and R'®* independently
of one another denote H, methyl or acetyl);

R* denotes phenyl (C,.4) alkyl or naphthyl (C;.4) alkyl,
wherein phenyl may be substituted by 1 to 3 )
substituents, wherein the substituents
independently of one another are halogen (F, C1,
Br, I), (C;.4)alkyl, O-(C;_4)alkyl, CF;, OCF; or
NR**R?° (wherein R and R?° independently of one
another denote H, methyl or acetyl);

and

R® denotes H, (C;.4)alkyl, (Cs;.¢)cycloalkyl, CH,COOH,
-CH,C(O)NH,, -OH or phenyl (C;_4)alkyl.

"The compounds according to the invention are wvaluable
neurokinin (tachykinin) antagonists which have both
substance P-antagonism and also neurokinin A- or



mhereln phenyl may be substituted by 1 to 3 substituents, wherein
theigubstiit Uents . independently of one another are halogen (F, d
Br, 1), ((err])alkyl, O(Cerr])alkyl, CFerr], OCF[err] or

NR[err]R[err] (mhereln Rlerr] and R[err] i ndependent|y of one

anofher denote H, nethyl or acetyl); and R err] denotes H,
(dJerr])alkyl, ((err])cycloal kyl, CH err] COCH,
-CH[err]CXC»hw{err], -OH or phenyI(C[err])aIkyI. The conpounds accordi ng

to the invention are val uabl e neurokinin (tachykinin) antagoni sts which
have both substance P-antagoni sm and alsé reurokinin A- or

neur oki nin B-antagoni stic properties. They are useful for the treatnent and
prevent i onnearakinik B-anfagonistig prepeyrtiescomihetiang ugsfukl fornul a

| may cont gpp ghid tgeaitmantC Hnd ip\i:eﬁi%‘xmw dff Qi&?&volﬁ.riﬁrpfmé@fdﬁec?rwps

such as, for exanple, amno functions. Conpounds of general for
theref ore B&S6BESPned either as internal salts, as salts with

pharmaceutical Iy acceptabl e inorganic acids such as hydrochl oric acid,

sulphuric Cld oric aci.d _or s aC| Qr_ar i ¢ acids (such

as, for ngﬁﬁl c SN e %&%&?‘P@"’g?ﬁo&‘a th% (o] TR acid or

acetic aC| dhleflyscaa'hcecym grquips, Wamﬁd%am@lm@am, stoh as

al kali or e oXi [ ni um
eksabl e SR ERIRc MY O Il iin exanpl 5 i y:lz £5riili1 270

hydr oxi des or Organi c am nes suc am ne,
triethyl anR¥ Shereforcaks mtﬁem%% @ithemas dRIQMAL ABHF REto t he

i nventi on BRY t8C &4t HHAFRITRAS il y it diptatie diicrqiadi dsadids

enanti omers,
such as hydrochloric acid, sulphuric acid, phosphoric
acid or sulphonic acid or organic acids (such as, for
example, maleic acid, fumaric acid, citric acid, tartaric
acid or acetic acid) or as salts with pharmaceutically
acceptable bases such as alkali or alkaline earth metal
hydroxides or carbonates, zinc or ammonium hydroxides or
organic amines such as, for éxample, diethylamine,

triethylamine or triethanolamine, etc.

The compounds according to the invention may occur as
racemates but may also be obtained as pure enantiomers,
i.e. in (R)L or (S)-form. They may also occur as
diastereoisomers or mixtures thereof.

The preferred compounds of general formula I are those
wherein '

R! and R? together with the N to which they are bound form
a 6-membered ring of the formula

/‘ CHz CHz\
\ CH2CH2/

wherein



i.e. in (R- or (S-form They may al so occur as diastereoisoners or

m xtunes theéreof. The preferred conpounds of general fornula | are those
wher-ei n Rlerr] and Rlerr] together with the Nto which they are bound
forma 6-nmenbered ring of the formula [err] wherein

-7-° X denotes N(CH err])[err]Rlerr] or CRlerr]Rerr], wherein n, Rerr],
Rlerr] and R err] are defined as in claiml. Particular nmention should be
made of compounds of fornula | wherein X is N(CH err])[err]R err]

wherein nis O, 1 or 2 and R err] is ((err])cycloal kyl or phenyl,
particularly those conpounds wherein n+s70-and R err] is
(dJerr])cycloal kyl, particularly those conpounds wherein R err]

cycl obutyl Y%or depokese M(CH, ) ,Bbraxt (R®Aoul d al so be made of corrpounds of

formula | whenedinh Riergd, g7 rarnda'itd B{:RFV Gbrhaxa QBelﬂf cia‘iﬁl[ ql.1 owi ng

meani ngs: a) err] denote H when err] is
unsubsti tuted or substltuted phenyl , b)

Rlerr] is particular mentpbgn¥houldpbéi flad¥! of compounds of formula
I wherein
X is N(CH,).R® wherein n is 0, 1 or 2 and RS is
(C;.4) cycloalkyl or phenyl, particularly those compounds
wherein n is 0 and RS is (C,_;)cycloalkyl, particularly
those compounds wherein R® is cyclobutyl or cyclohexyl.

Mention should also be made of compounds of formula I
wherein
R7 and R® have one of the following meanings:
a) R7 and R® denote H when R® is unsubstituted
or substituted phenyl,

b) "R7 is
phenyl, piperidinyl
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[err]

phenyl ,

[er

-NHCEO) CHRerr], -N(CH err])Q(OCH err] or CN, or «¢)
Rl err] together formthe group

particularly those wherein Rl err]
f ol fowi ng neani ngs: a) Rlerr] and Rl err] denote H when R err]

unsubsti t ut ed

r] If Rlerr] is H -CONHerr],
Rl err] and

[err]

or substituted phenyl, b)

L o

_@0

if R® is H, -CONH,, -NHC(O)CH,, -N(CH;)C(0O)CH; or CN,
or

c) R7 and R® together form the group

]

A,
P

particularly those wherein

R’ and R® have one of the following meanings:

S O - 74

la

and R[err] have one of the

R err]

a) " R7 and R® denote H when R3® is unsubstituted

or substituted phenyl,
b) R7 is

phenyl, '
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"/ _"D Y\ “": S

'__N o I\ N
O T—@ A TG

'S

i's



[err] : -0-
[ere}» + ° when R err] is H -CONH err] or CN, or c)
Rlerr] and Rl err] together formthe group [err]

—_ >~n " | \NA\N

0
Q‘ Ok 14

@—« :

when R? is H, -CONH, or CN,

c) R’7 and R® together form the group

Y.

-

/

The preferred compounds are those wherein

R7 denotes phenyl,

. —N 0 —x



Therprgferrgd conpounds are those wherein R err] denot es phenyl,

[-er.E]'- r p

- 10 - or

[ err] and Rferr] is Hor CN, particularly those wherein R? i's pyridino

and Rlerr]

is H O the conpounds defined above, the preferred ones are

t hose wherein Ar denot es unsubstituted or nono- or di-substituted

phenyl , or

unsubsti tuted naphthyl [wherein the substituents of the

phenyl independently of one anot her are halogen (F, d, Br, I|),

OH, net hyl

, met hoxy, CF[err], OCF[err] or dinethylamne] or Ar is

phenyl substituted by -OCH err] O, this gooup connecting positions

2 and 3 or

3 and 4 of the phenyl, particularly those wherein Ar

denotes unsubstituted or nono- or gr~substituted phenyl , or
unsubstituted napht hyl [yherein—tte - substituents of the phenyl
| ndependent|ly of one anot are halogen (F, d, Br), nethoxy or

CFlerr]]

or Ar is phenyl substituted by -OCH err] O, this
and R® is H or CN, particularly those wherein R7 is

pyridino and R® is H.

Of the compounds defined above, the preferred ones are
those wherein

Ar denotes unsubstituted or mono- or di-substituted
phenyl, or unsubstituted naphthyl [wherein the
substituents of the phenyl independently of one
another are halogen (F, Cl, Br, I), OH, wethyl,
methoxy, CF,;, OCF; or dimethylamine] or Ar is
phenyl substituted by -0CH,0-, this group
connecting'positions 2 and 3 or 3 and 4 of the
phenyl, particularly those wherein

Ar denotes unsubstituted or ﬁono— or di-substituted
phenyl, or unsubstituted naphthyl [wherein the
substituents of the phenyl independently of one
another are halogen (F, Cl, Br), methoxy or CF;]
or Ar is phenyl substituted by -OCH,0-, this
group connecting positions 2 and 3 or 3 and 4 of
the phenyl. '

The preferred compounds are those wherein Ar is phenyl,
3,4-dichlorophenyl, 3,4-dimethoxyphenyl or 3,4-

methylenedioxyphenyl.

Of the compounds defined above, particular mention should
be made of those wherein R*® is phenyl or preferably H.

Of the compounds defined above, mention should also be



-

group connecting positions 2 and 3 or 3 and 4 of t he phenyl. The
preferredsconpounds are those wherein Ar is phenyl, 3,4-dichlorophenyl,
3, 4--di met hoxyphenyl or 3, 4- net hyl enedi oxyphenyl . O the conpounds
defi ned above, particular nention should be made of those wherein R3 is
phehyl or preferably H O the conpounds defined above, nmention should
al so be - 11 - nmade of those
wherein Rl err] denotes phenyl (C[err])al kyl, wherein phenyl may be
substituted by 1 or 2 substituents, the substituents independently
of one anot her being hal ogen ¢FA1G, Br, 1), nethyl, nmethoxy,
CF[err] or OCF[err]; and R err] denotes H, ((err])alkyl,
CH[ er r | COOnadeCigfertiageO)wiigrai or phenet hyl , particu arly
t hose conpounds wherein Rerr] is .
rr
Lerr] R4 denotes phenyl (C,.,)alkyl, wherein phenyl may be
substituted by 1 or 2 substituents, the
- substituents independently of one another being

halogen (F, Cl, Br, I), methyl, methoxy, CF, or

OCF3,'
and =
RS denotes H, (C;_3;)alkyl, CH,COOH, -CH,C(O)NH, or
phenethyl,

.particularly those compounds wherein

R? is
CF,
(CH

2 orz

CF,

and R® denotes H or CH,.

The following compounds are preferred:

@C?@«



and‘R[grr] denotes Hor CHerr]. The foll ow ng conmpounds are preferred:
[err} v« ° - 12 - B
[err] and [err]

- 12 -

(A )% N
N N . CH3

and

oL

CF,

N CF,

The term naphthyl used above includes both l-naphthyl and
2-naphthyl.

Test results for compounds according to the invention:

‘The receptor affinity for the NK,-receptor (substance P-
receptor) is determined on human lymphoblastoma cells



The‘tern1naphthyl

used above includes both 1-naphthyl
Test ineésukt$ for conpounds according to the invention:

affi-nity for the NK[err]-receptor (substance P-
human | ynphobl astoma cel | s

(IM9) with cloned NK[err]-receptors,
[err]l-1labelled substance P.

the efficacy of the conpounds:
of Exanple 3:
of Exanple 5:

Compound
Conmpound
Conpound
Conmpound
Compound o
Conmpound
Conmpound o
Conmpound

of Exanpl e 45:

receptor)

and 2- napht hyl .

The receptor
is determ ned on

13 -

measuring the displacenent of

The K[err]-val ues thus obtained denonstrate

1.4 nM Conpound of Example 4:
1.3 nM €obpotnd of Exanple 33:
1.6 nM Conpound of Exanple 46:°

of(IBc@r)pmtgz cloned Nlﬂ:.-remp@@n@oumaﬁu@m@m 53:

e?ne§§: of 125%1- ﬁaﬂe

of Exagg{e

of Exanpl e 71:

Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compoupd
Compound
Compound
Compound
Compound
Compound
Compound
Compound

nM_Co

nggd demonstlrag:eh Nk,
2.1 nM Conpound of Exanple 72:

of
of
of
of
of
of
of
of
of
of
of
of
of
of

of
of

of
of
of
of

"Example

Example 3:

Example 4:

5:

33:
45:
46:
52:
53:
58:
59:
65:
66:
68:
70:
71:
72:
73:
74
75:
76:

Example
Example
Example
Example
Example
Example
Example
Example
Example
Example
Example
Example
Example

Example
Example
Example
Example

ound of Exanp e

K;
1.4
1.0
1.3
1.3
1.6
1.4
1.1
2.3
6.4

4.2
9.2
1.4
1.5
2.8
2.1
6.8

1.7

11.8
180
7.0
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1.

1.

1.

2.

amphg ﬁk'values i‘
e ccompounds : 5

6.

by

The compounds according to the invention are wvaluable

neurokinin (tachykinin) antagonists which have, in

particular, NK;-antagonism, but also NK,-

NK,-antagonistic properties.

and

The compounds according to the invention are valuable
‘neurckinin (tachykinin) antagonists which have both_
substance P-antagonism and also neurokinin A- or

WORNWRWO

nMm
nMm
nM
nM
nMm
nMm
nM
nM



Conpound of Exanple 73: 1.7 nM Conpound of Exanple 74: 11.8 nM
Conpound of ' Exanpl e 75: 180 nM Conpound of Exanple 76: 7.0 nM
The -conpounds according to the invention are val uabl e neurokinin

(tachyki nin) antagoni sts which have, in particular, NK[err]-antagonism but
al so NK[err]- and NK[err]-antagonistic properties. The conpounds
according to the invention are val uabl e neurokinin (tachykinin) antagonists
whi ch have bot h substance P-antagoni smand al so neurokinin A- or

- 14 - neurokinin B-antagonistic properties. They are useful for the
treatnment and prevention of neurokini n—nddi at ed di seases: treatnent and
prevention of inflammtory and allergic diseases of the respiratory tract,
such as astpgwrokimbni B-pnbagenistliceppppesiies.hi Theys aye vsefd, eye

di seases sughyraghé OBi:HQE{néi'itt laﬁdaﬁﬂle‘véhi:h§n Sl ﬁeﬁh:%ﬁaaaﬁ st aded ~
dermatitis én contact ecze caril a, BEF_OI‘I unpur n I nsect bites

and stings, h%%?%ﬁ%rn???@thPEhPHG BREVE H@rﬁgtFBfiémWatoqy &&%ses of the
gastroi nt esalm;i:gicaaiseaebsasfgahér resplittatoegenahctl, ceuth @scerative

colitis, i Le.ho H_rschs s di sease;

di seases of£$€% Jbl%ﬁgég ShggghgﬁégﬁgfgggngFﬁ%%f §£H g&&?lﬁg'arthrltls and
Reiter syndconghs, épe diseaeng aushassSconjunstguntuslanérumu$1$ystenlsuch
as_dementi i f 2ebaBkes HheRAaE: dBFRbEIRIECHNAcREUEROBCT endSPY oSST ON,

headaches (e.g, mgraine or tension headaches) and epil epsy;
urtlcarla, psoriasis, sunburn, insect bites and stlngs,

-

neurodermitis, itching and postherpetic pain, -

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

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

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

for the treatment of tumours, collagenosis, dysfunction
of the urinary tract, haemorrhoids, nausea and vomiting,
triggered for example by radiation or cytostatic therapy
or motion and pain of all kinds.

The invention therefore also relates to the use of the
compounds according to the invention as remedies and
pharmaceutical preparations which contain these
compounds. They are preferably for use in humans. The
compounds according to the invention may be administered
by intravenous, subcutaneous, intramuscular, .
intraperitoneal or intranasal route or by inhalation, by



for the treatnment of tunours, collagenosis, dysfunction of the urinary
tract ;' haenbrrhoi ds, nausea and vomting, triggered for exanple by
radration or cytostatic therapy or notion and pain of all kinds. The

i nvention therefore also relates to the use of the conpounds according to
ther invention as renedi es and pharnmaceuti cal preparations which contain

t hese conpounds. They are preferably for use in humans. The conpounds
according to the invention nay be adm nistered by intravenous,

subcut aneous, intranmuscul ar, intraperitoneal or intranasal route or by

i nhal ation, by - 15 - - 15 - transdernal
route, if desired with the aid of_iontophoresis or enhancers known fromthe
literatur e tTAREARY B0 TQWRA e 1E IRF1TR4 SRt Fhey@idhi%ration, the

conpounds @bnt@pRdraedidror enhidnGers e | fran o abl ettt Bed hghgof ;
optionally.w th _conventional substances such as solubilisers, enulsifiers
or ot her adfu 5. x be made into solutions, suspensions or enul sions.
Sui t abl e solvents include, for exanple, water, physiological saline

S0l Ut NS 9o ALEON0N St GaarloliAOLa . ASOPANL! AlmBlulha OF Obormbfa! 1

sol utions such ucose or mannito xt'ure of various
sol vents. ©of fhed @hyiminlagicalkip AMRRP AL ® salis ikexeed, by nmeans of

inplants, @pioNallg) Wiad | dithveitt YEHAL ke Hcd®| sbedraxybutyric acid or
by neans of QH; nasal preparatjons. The oral  effectiveness of conpounds

i
of general 8Pd §eXEyn § Ao PLHRETHAIHE I o iRYG R ISR test:
| nhi bi tioniatd Eoluwioris)g saisgemsibys ens wwulsices. bysidgats1é Fn

anaeStheti%%QGgﬁﬂgﬁiﬂafﬁﬁe, for examplé, water, physiological
saline solutions or alcohols, e.g. ethanol, propanediol
or glycerol, sugar solutions such as glucose or mannitol
solutions or a mixture of various solvents.

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

The oral effectiveness of compounds of general formula I
can be demonstrated using the following standard test:

Inhibition of the lowering of blood pressure caused by NK,
in anaesthetised guinea pigs.

Guinea pigs weighing 300-500 grams were anaesthetised
with pentobarbital (50 mg/kg i.p.), intubated and
mechanically ventilated with 10 ml of ambient air per kg
of body weight at a rate of 60 breaths per minute. The
blood pressure was measured in the blood flow through the
carotid artery. In order to introduce substances
intravenously, the jugular vein was cannulated.

By the intravenous administration of the NK;-agonist



Gui nea plgs wei ghi ng 300-500 gramnms were anaesthetised with pentobarbital
(50 ng/kg. .p.), intubated and nechanically ventilated with 10 m of
anbient air per kg of body weight at a rate of 60 breaths per mnute. The
bl ood pressure was neasured in the blood flow through the carotid artery.
In-order to introduce substances intravenously, the jugular vein was
cannul at ed. By the intravenous adm nistration of the NK1-agonist .
- 16 - [[err]AlaJerr], Sar[err], Met(derr])[err]] SP(4-11) (0.2
[err]mol /kg) a brief Iomerlng of the blood pressure was triggered whi ch was
repeated at 10 minute |ntervals by repeat&dty giving the NK[ err] - agoni st .
[err] neur oki ni n- antagonlst was then adm ni stered
by [BAla%, Sar?, Met(oz)ui SP(4-11) (0.2 umol/kg) a brief

lowering of the blood pressure was triggered which was

repeated at 10 minute intervals by repeatedly giving the

NK;-agonist.

HyN ° : o\

/
:ttk

The neurokinin-antagonist was then administered by
intraduodenal route and at 10 minute intervals a lowering
of blood pressure was induced by means of the NK,-agonist.

The inhibition of the lowering of blood pressure caused
by the above-mentioned NK;-agonist was measured before and
after treatment with the neurokinin-antagonist.

The compound of Example 5 yielded an IDg, of 1.4 mg/kg.
(ID;, is the dose which inhibits the lowering of blood
pressure caused by the NK;-agonist by 50%.)

The compounds according to the invention may be prepared
‘by generally known methods.



‘i ntraduodenal route and at 10 mnute intervals a | owering of blood pressure

mas,hnhuced‘by nmeans of the NKI1-agoni st. The inhibition of the | owering
of bl ood pressure caused by the above-nentioned NK[err]-agonist was
measured before and after treatnment with the neurokinin-antagoni st. The

conmpound of Exanple 5 yielded an IDerr] of 1.4 ng/kg. (IDerr] is the dose
whi ch inhibits the |l owering of blood pressure caused by the NK[err]-agoni st
by 50% ) The conpounds according to the invention nay be prepared by

general |y known net hods. - 17 -
The conmpounds may be prepared in variouasl¥ays. The two commpnest net hods
are shown in the foll ow ng schene: [err T

. . ]
The compounds may be prepared in various ways. The two
commonest methods are shown in the following scheme::

o o
Hal Hal
OAlkyl a
R3 R3
Ar Ar
R4 =
R1 7~
- HN\\
S R5
R2
o
0
R1\
Hal R4
Ras¥ 1kyl x
oA
' Y R3 \\RS
R3 _ Ar
Ar
o
OH RIn_ -
NH
o ra”
Rl )
r2-N
OH
R3 . \
Ar . _R4 Rl 0 i
H
AN r2”Y sRe
R5 N
R3 RS
Ar

Method A, The carboxylic acid may be linked to the amine
HN(RS5)R* in various ways. The usual methods are coupling
methods such as those used in peptide chemistry. A
coupling reagent such as TBTU, DCCI/HOBt, CDI, etc., is
added to the coupling partners in an approximately
equivalent amount. Suitable solvents are DMF, THF,
CH,Cl,, CHCl,, acetonitrile or other inert solvents or
‘mixtures thereof. The appropriate temperature range is
between -50°C and +120°C, preferably between 0°C and 40°C.



Met hod,A. The carboxylic acid may be linked to the amine HN(Rlerr])Rlerr]
In yarious ways. The usual nethods are coupling nethods such as those used
in peptide chem stry. A coupling reagent such as TBTU, DCCl/HOBt, CDI,
etc., is added to the coupling partners in an approxi mately equival ent
anount. Suitable solvents are DW, THF, CHerr]C[err], CHC [err],
acetonitrile or other inert solvents or m xtures thereof. The appropriate
tenperature range is between -50[err] C and +120[err] C, preferably between
Jerr]C and 40[err]C. - 18 - The
carboxylic acid may al so |n|t|aIIy be cd‘ﬁ/erted by means of SOCl[err],

SCQCI[err] PG [e PO [ er or er, res thereo by knomn
met hods, b@%gy %‘rﬁ aé’m 49@1 Té’htties cs%see]%%%t? react ed
with the ambaﬁsHIN(fR[s@sz), RBOECI].z,I rPGln,i Pel ool PBos euahimtuteferr]|Clerr],
THF or di oxane at.t e [ 1 oAUk Jﬂr%i gtypically
bet ween O[E%P]r& gnd%gp?m?)ﬁ%%&%d?hg’rngﬁ)tﬁén (ﬁve |s to C n%/cg'r't t he

car boxyl i chadide mihtichl s isvhsagwentily Ixeaaed Eikd |She MR hyl ester, by

Known met hagg ﬂ*tmnaﬁolﬁéfﬁtséménestseéhwshcﬁ A KR err])Rlerr]
in an inert so vent such DVE, di oxane or Ee reagtion tenperatures

are betwee l?@Pé}er]aG é’rﬁ?‘mt’éﬁﬁ% Gt%%H%P"Se grr] C and
120[err]C. ¢ daaast ip¥twash J°g0ad earcied out in a pressurised container.
Process B. In this, the [err]-hal o-aryl acetani de derivative obtained
according to knovvn procedures is reacted with _

Another alternative is to convert the carboxyl:.c acid

initially into the alkylester, usually the methylester,
by known methods and then to react this ester with the
amine HN(R®)R* in an inert solvent such as DMF, dioxane or
THF. The reaction temperatures are between 20°C and
150°C, typically between 50°C and 120°C. The reaction may
also be carried 6ut in a pressurised container.

Process B. In this, the ot-halo-arylacetamide derivative
obtained according to known procedures is reacted with
the amine R!(R?)NH, thereby generating hydrogen halide.

In order to mop up the cleaved (or excess) hydrogen
halide, inorganic bases are used such as K,CO,, NaHCO, or
CaC0,;, or organic bases may be used such as triethylémine,
Hinig base, pyridine or DMAP, 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 0 to 100°C, typically from 10 to 80°C.

Procegs C, The compounds according to the invention in
which R® is not H may also be prepared as follows: first
of all, the corresponding compound in which R® is H is
synthesised according to process A or B. Then N-
alkylation is carried out as follows in order to
‘introduce alkyl, cycloalkyl or CH,COOH. The compound
according to the invention wherein R® is H is deprotonated
with an equivalent quantity of NaH, NaNH,, KOH, NaOCH, or



the amne Rierr] (Rl err])NH, thereby generating hydrogen halide. In order to
nop . up ‘the cl eaved (or excess) hydrogen halide, inorganic bases are used
such as Klerr]CJerr], NaHCO err] or CaCJerr], or organic bases may be
used such as triethyl arri ne, Huni g base, pyridine or DVAP, or an excess of
theramne Rerr](Rerr])NH may be used. DVF, THF, di oxane or other inert
solvents are used. The tenperature range for the reaction is fromO0 to
100[err]C, typically from 10 to 80[err]C. Process C. The conpounds
according to the invention in which R[err% is not Hmy also be prepared as
follows: first of all, the correspondi‘ng1 ohpound in which Rlerr] is His
synt hesi sed accordi ng to process Then N— | kK lon is carrl ed out
as fol | ows PR orot‘}gﬁertg(?tﬁ# al %ﬂh at o%lO%FTIetr 51 8RR 25

conpound aTHeY, ddli@:da’mdhﬁ:‘ |dﬁminy]thEramm 1R[eﬂ.r] Tisent tlse depr otonat ed :

wth an e t f 7 r

- 19 - sg#e oth on‘i'#ﬁ'xg] %{3& %éﬁ%‘ums |ner sol v%suchiré% THF,

di oxane or £diret inf @tﬂﬁercmmlmmlmcdrqmlm meRylakeng agent
i s added sipul Ydaddifth fid Bridte cﬁﬁ:’ rﬁ%@“ﬂ&nﬁ@a}aﬁfxetﬁéﬁé@ £r&h

mesyl ate. The reaction is carried ? ture ran from
-50[ err] C r893€0bPerAPe Cy yBYRAFRY Mepﬁféﬂﬁeﬁcoagda ng80t2Pr¢ C. met hod is
descri bed methediils idedomimE® I8 .detddan eExdample 33. [err]
Example 1: =
CF

lst Step: 2.2 g of 1l-cyclohexylpiperazine were dissolved
in 150 ml of anhydrous DMF, mixed with 2 g of K,CO,,
stirred at room temperature for 20 minutes and then
cooled to 5°C. 2.7 g of wmethyl (R,S)-u-bromophenylaéetic
acid were added and the suspension was stirred overnight
at RT. The precipitate was filtered off and the filtrate
was evaporated down. The residue'was taken up in ethyl
acetate, extracted twice with 10% XKHCO,; solution and once
with saturated NaCl solution. The organic phase was
dried over Na,S0,, filtered and evaporated down, and 3.7 g
of (R,S)-1-cyclohexyl-4- (methyl 2-phenylacetate) -
piperazine were obtained in the form of a yellow oil.
Yield: about 100%. _

2nd Step: 2.3 g of the product of the first step were
‘*dissolved in 10 ml of methanol, mixed with 14 ml of 1N
NaOH and the resulting emulsion was stirred overnight at
room temperature. The clear reaction solution was



1st Step: 2,2 g of 1-cycl ohexyl pi perazine were dissolved in 150 m of
anhydrous «DMF, mixed with 2 g of Klerr]CJerr], stirred at roomtenperature
for 20 m nutes and then cooled to 5[err]C. 2.7 g of nethyl

(R S)-[err]-bronophenyl acetic acid were added and the suspension was
stitred overnight at RT. The precipitate was filtered off and the filtrate
was evaporated down. The residue was taken up in ethyl acetate, extracted
twice with 10% KHCJ err] solution and once with saturated NaC sol ution.
The organi ¢ phase was dried over NaJerr]SOerr], filtered and evaporated
down, and 3.7 g of (R S)-1-cycl ohexyl -2-2%et hyl 2- phenyl acet at e) - :
pi perazi ne were ohtained in the f.or.m of yel |.ow oi] el d: about 100%
2nd St ep: E.egtﬁaafls?ﬁebé(r(‘}@@cta#% qu?slt4 ﬂ]eﬁ)m l'g!f:'S'sol ved in 10 m of
net hanol , aisperated té dryeless) NieH ramldue was Wtdéatpdmith on was :

stirred overnight at .r ts r i | Mt S
250 S nenePafthahiog, S I Ml Hacfy N GdPRKeSS 158 doiol?
dryness, tHélceatdon . .waShe dhtlddratie ivas spragerafiedrdPWmeand| te matter was
col l'ected byg3uehl Gad idiiicititg B It oL SGPr SYAROT Alee dgymiand the
residue was triturated agaln wth 1'sopropanol, the so]id matter_was suction
filtered amat&EeRMRS] SNt ath£iddiqred@nd romkined orith £he 80138 1.6 ¢

of (R S)- lpobenshelexuri4dd- phenWHGE Wy ,acl B -Piger () sie-1er e obt ai ned as
a white solid Ei§el : 75%; :qu iﬁeﬁ%ﬁﬂﬁ‘%ﬁ@f"the roduct of the second
step, 0.48°¥csPhexylsds (4-Rhgay 113 RARTA M B "9 R2 g of HOBT
wer e suspebbedineds@sna ofhibdF/se[istsr ] Cl[err] (1:1) and adjusted to pH 8.5
by the addi ?_;ﬁa:otw%bout 0.7 m of Hunig base. 0.77 g of TBTU were added

and the m xture 'was stirred overnight_ at roomtenperature. The clear

reaction sdkdeSseRrad b &pafattdre RIAAUGE \ofc Udie tFRCORS | BfRP mal- 48KkENn up in

CHE er r% Cld[ BT h,@nﬁiﬁct(rt&%ﬁfﬁdz\ﬁngeﬁ;wlﬂ)f;ﬂé}% K red rallndsqb w2 af, opnce W th

saturate sol uti on, ce W % ' ol yti and once nore

with satur gﬁ% MgEe §6’|§H‘%’gﬁde1’ﬁb *ﬂ’rd‘gm"? @é%ﬁéwﬁég?oég

Na[ err] SO adjlisted ter @l #nd dsamhetaitlitolon othelmupon c7 ysl abfi sation

ook pl aceyyfla i8R0l (R o o HAP W REIGE Ad dhe lRRNERY! ocel i ©
'was stirred overnight at room temperature. The clear

reaction solution was evaporated down in vacug, the
residue was taken up in CH,Cl, and extracted twice with
10% KHSO, solution, once with saturated NaCl solution,
twice with 10% KHCO,; solution and once more with saturated
NaCl solution. The organic phase was dried over Na,SO,,
filtered and evaporated down, whereupon crystallisation
took place. 0.685 g of (R,S)-1l-cyclohexyl-piperazinyl-4-
[2-phenylacetic acid-N-(3,5-bis-
trifluoromethylbenzyl)amide] were obtained as a yellowish
solid. Yield 64%.

Mp: 124 - 129°C. FAB-MS: (M+H)' = 528.2.



-

trifluoromethyl benzyl)am de] were obtained as a yellow sh solid. Yield 64%
Mo: . 224 - 129[err]C. FAB-Ms: (MtH)[err] = 528. 2.

- 21 - Exanmple 2 [err] 1st Step:
0.49 g of 3,5-bis-(trifluoronethyl)- benzylam ne were dissolved in 30 m of
anhydrous CHerr]dJ[err], 0.3 m of triethylam ne were added, the m xture
was cooled in an ice bath and over 20 m nutes a solution of 0.46 g of

(R, S)-[err]-bronmophenyl acetyl chloride in 10 M of CHerr]C[err] was added
dropwi se. After the m xture had stood at roomtenperature over a weekend,
the solvent was elimnminated and the soli ®B¥esidue was triturated wth

di ethylether, suction filtered and the filtrate was evaporated down. 0.6 ¢
of [err]-bEsaBRASaE acetic acid N-(bis-trifluoronethyl- benzyl)-am de were
obtained as a light beige solid.. Yield: 43.5% 2nd Step: 0.21 g of

4- pr opi onyl am no- pi peri di ne hydrochl ori dg were dissolved in 30 m of
anhydrous DMF, 0.33 g of Klerr]CJerr] Mefe added and the nmixture was
stirred for 30 minutes at roomtenpg Nre. Over 20 minutes a solution of
0.68 g of the pr®duct of the firgt in 10 mMm of DW were added dropw se
to this m xtured whi was t¥eny’stirted overni ght at roomtenperature. The
suspensi on was fylLtgredy he’ fil%rate was, evaporated down, the oily residue
obt ai ned was takgn in ethyl acetate, ext r act ed

lst Step: 0.49 g of 3,5-bis- (trifluoromethyl) -
benzylamine were dissolved in 30 ml of anhydrous
CH,Cl,, 0.3 ml of triethylamine were added, the
mixture was cooled in an ice bath and over 20 minutes
a solution of 0.46 g of (R, S)-oa-bromophenylacetyl
chloride in 10 ml of CH,Cl, was added dropwise. After
the mixture had stood at room temperature over a
weekend, the solvent was eliminated and the solid
residue was triturated with diethylether, suction
filtered and the filtrate was evaporated down. 0.6 g
of u—bromophenylacetic acid N- (bis-trifluoromethyl-
benzyl) -amide were obtained as a light beige solid.
Yield: 43.5%.

2nd Step: 0.21 g of 4-propionylamino-piperidine
hydrochloride were dissolved in 30 ml of anhydrous
DMF, 0.33 g of K,CO; were added and the mixture was
gstirred for 30 minutes at room temperature. Over 20
minutes a solution of 0.68 g of the product of the
first step in 10 ml of DMF were added dropwise to
this mixture, which was then stirred overnight at
room temperature. The suspension was filtered, the

. filtrate was evaporated down, the oily residue
‘obtained was taken up in ethyl acetate, extracted
twice with 10% KHCO,; solution and once with saturated
NaCl solution. The organic phase was dried over



twice with 10% KHCO err] solution and once with saturated NaC sol ution.
The, or gani'c phase was dried over - -

22 = Na2SO4, filtered, the filtrate was evaporated down and the sem -solid
resi due obtained was triturated with diethylether and suction filtered.
0.33 g of (R S)- 4-propionylam no-1-[ 2-phenyl acetic aci d-N(3, 5-bi s-
trifluoronethyl-benzyl)-am de]-piperidine were obtained as a white solid.
Yield: 64% WMp: 189 - 191[err]C FAB-Ms: (MtH)[err] = 516. 4. Exanpl e 33:
[err] Mp: >240[err]C FAB-Ms: (MtH)[err] = 556.4 0.3 g of the
conpound according to Exanple 25 were tofifefted into the correspondi ng base

by treatnment with K err] d dried. The resultin r.oduct was, di ssol ved
in5m of %ﬁ?@roﬁ?g%ﬁ?dmgﬁﬁ gf‘hﬁﬁﬁtFGU%si ﬁ"&PPf%Pe%’&’&e % ¢ he

m xture watiss igenei-dalkid . Pedtndues cibtaimed teapectaitmratdfewithl- g of

met hyl i odi ] Xt Stigr vekenighky _The reaction
m xture m@ﬁ@é@%ﬂ?ﬁgzﬁ% %PWV\%%% ?1) éhﬁ %‘tgﬁ &g'%? of water and
extracted Z-mromsiovylaninerl- hepherylaeette haeidxl (AcksbiBre dried over
Na[ err] S Wj]ﬂ%&k{é%fvhe %Irﬁ&niwﬁf -é.tﬂidé‘PUBi%éffdﬂi’é! wetai ned 170 ny of the

desired conpound 1nt féee base (oil). This was
obtained as a white soilid.
Yield: 64%. Mp: 189 - 191°C

FAB-MS: (M+H)" = 516.4.

Example 33:
¢}
< __C \ Fs 2 Hot
N N CH .
3
(:F3

Mp: >240°C; FAB-MS: (M+H)* = 556.4

0.3 g of the compound according to Example 25 were
converted into the corresponding base by treatment
with KHCO; and dried. The resulting product was
dissolved in 5 ml of anhydrous THF, 34 mg of NaH (60%
in o0il) were added and the mixture was stirred for
1.5 hours at room temperature. Then 0.1 g of
methyliodide were added and the mixture was stirred
overnight. The reaction mixture was mixed with 2 ml
of THF/water (1:1) then with 25 ml of water and
extracted 3 times with ether. The combined ether
extracts were dried over Na,SO, and evaporated down in
vacuo, thereby obtained 170 mg of the desired
compound in the form of a free base (oil). This was
converted into the dihydrochloride by the addition of
an excess of ethereal HCl, the dihydrochloride being



converfed into the di hydrochloride by the addition of an excess of ethereal
HC ., ‘t'he di hydrochl ori de bei ng , -
23 = obtained in the formof yellow crystals. Yield: 113 ng (36%. The
ot her conpounds of the invention may be prepared anal ogously, e.g. as

fol1 ows: Exanpl e 3 [err] Mo: 235 -
238[err]C. FAB-Ms: (MtH)[err] = 542.2. Exanpl e 4 :
[err]

- 23 -

obtained in the form of yellow crystals.
Yield: 113 mg (36%).

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

Example 3

o
/N "u CF,
NN .2 HCl
CF,

di

Mp: 235 - 238°C. FAB-MS: (M+H)* = 542.2.

Example 4

o
/ \ N\ CF
N N cH, 3

Mp: >240°C (Decomp.). FAB-MS: (M+H)' = 542.3.

. 2R



Mp: >240C (Deconp.). FAB-NB: (MeH)[err] = 542.3.

-« 24 -« Exanple 5 lerr] Mp: 158 - 164C;
FAB-MS: (M+H) [err]= 556. 4. Exanpl e 6 :
[err] _ Mp: 97 - 99[err]C FAB-MS: (MrH)[err] = 556. 3.
- 24 -
Example 5
o
N N CH,
_/
CF,
.2Hel

Mp: 158 - 164°C; FAB-MS: (M+H)* = 556.4.

Exawple 6

Q_\_/ \ ? e o
N N 3
\_/ |

Mp: 97 -~ 99°C; FAB-MS: (M+H)' = 556.3.

Example 7

o
N
H CF
N N 3

Mp: >240° (Decomp.); FAB-MS: (M+H)' = 528.4.



Example 7 . | [err]

>240[¢rr] «(Deconp.); FAB-Ms: (MtH)[err] = 528. 4.
- 25 - Exanple 8:
Mp: 102 - 105[err]C FAB-Ms: (MtH)[err] = 640. 3.
[erT]
- 25 -
Example 8:
CF

o
: 2 Ny
NACN wz
: o
Mp: 102 - 105°C; FAB-MS: (M+H)* = 640.3.

Example 9:

CF

o
N

O vt
O o,

Mp: 141 - 149°C; FAB-MS: (M+H)* = 579.2.

Example 10:

Mp: 218-223°C; FAB-MS: (M+H)* = 579.3.

[err]

Exanmpl e 9:



Mp: 141 i 149C, FAB-MS: (MrH)[err] = 579. 2. Exanmpl e 10:
[eery] = ' - Mp: 218-223[err]C, FAB-Ms: (MtH)[err] = 579. 3.
- 26 - Exanple 11: : - [err]

- 26 -

. CF,

Q \
N N
R o)
o] N i
~N
NH
2

Mp: >220° (Decomp.); FAB-MS (M+H)" = 571.3

Example 12:

CF,

Mp: 205-210°C; FAB-MS: (M+H)* = 591.3.

Example 13:

CF,

é@g

‘Mp: 87 - 95°C; FAB-MS: (M+H)* = 571.2



Mp: >220[ery] (Deconp.); FAB-MS (MtH)[err] = 571.3 Exampl e 12:

[ery] . Mo: 205-210[err]C, FAB-MS. (MtH)[err] = 591. 3.

Exanpl e 13: _ [err] Mp: 87 -
95C, FAB-Ms: (MrH)[err] = 571.2

- 27 -

Example 14:

CF

@ (o] ! 4

Mp: 164-166°C; FAB-MS: (M+H)* = 537.3.

Example 15:

CF

° o

Mp: 208 - 210°C; FAB-MS: (M+H)* = 578.3.

Example 16:

0 0
N
N N-: 3
o}

Mp: 110-115°C; FAB-MS: (M+H)* = 542.3.



- 27 - . Exapple 14: [err] Mo: 164- 166C;

FAB: M8. (MrH)[err] = 537.3. Exanpl e 15: [err] .
Mp: “208 - 210[err]C, FAB-Ms: (MrH)[err] = 578.3. Exanmpl e 16
[err] Mp: 110-115[err]C, FAB-Ms: (MtH)[err] = 542.3.
- 28 -
Example 17:
CF

3

u{; 3
©),

Mp: 118 - 123°C; FAB-MS: (M+H)* = 556.3

Example 18:

N N 3
E>>_4/r—-\__d/
Mp: 134 - 136°C; FAB-MS: (M+H)* = 514.3

Example 19:

CF

3
H [o]
<::>—-—N N
—~o< "
N 3
[o]

Mp: >240° (Decomp.): FAB-MS: (M+H)* = 564



- 28 -, Example 17: [err] Mo: 118 -
123[ ers ] C+ FAB-MS: (MrH)[err] = 556.3 Exanple 18: [err]
0 Mp: 134 - 136[err]C, FAB-Ms: (MtH)[err] = 514.3 Exanple 19: [err]

- 29 -

CF,

o o
<: > 2 "
N . CF,
H
Mp: 180 - 185°C; FAB-MS: (M+H)* = 564.3

Example 21

CF

3

. 0
N/—\N o <,
ug

Mp: 228 - 232°C; FAB-MS: (M+H)* = 606/608

Example 22

CF

Q‘C%\“{m ,

Mp: 70 - 73°C; FAB-MS: (M+H)* = 586



Mo : >240[err] (Deconp.): FAB-MS : (MrH)[err] = 564

-+ 29 -« Exanple 20 [err]
185€C, FAB-Ms: (MtH)[err] = 564.3 Exanpl e 21 [err]
232[err]C, FAB-Ms: (MtH)[err] = 606/ 608 Exanpl e 22
[err] :

- 30 -

Example 23

CF

o]
O-C ™
N
_/
.2HCl
Ci cl

Mp: 248 - 254°C; FAB-MS: (M+H)* = 596/598/600

Example 24

CF

N
O~
/

CF .2HCL

F,C

3

Mp: 210°C; FAB-MS: (M+H)" = 664.1

Example 25
O -
Ny cF

Mp: 192 - 199°C; FAB-MS: (M+H) " = 542.3

Mp: 180 -
Mp: 228-



Mp: “70.- 73[err]C, FAB-M5: (MrH)[err] = 586 -

-2 30 =* Exanple 23 [err]

2487 - 254[err]C, FAB-Ms: (MtH)[err] = 596/ 598/ 600 Exanpl e 24
[err]

- 31 -

Example 26

CF

o
OO
N N
—/
cl

Mp: 112 - 118°C; FAB-MS: (M+H)" = 562/564

Example 27

O_N \ " : CF,
N
\_/

Br
Mp: 124 - 127°C; FAB-MS: (M+H)" = 606/608

Example 28

CF

. o )
/ N\ N cF
N N Br 3

__/

Mp: 118 - 120°C; FAB-MS: (M+H)" = 606/608



‘Mp: 210[err]C, FAB-MS: (MtH)[err] = 664.1 Exampl e 25 _
[.err]’. + Mp: 192 -199[err]C, FAB-MS: (MtH) [err] = 542.3
- 31 - Exanple 26 - ' [err]

112 - 118[err]C, FAB-Ms: (MtH)[err] = 562/564

- 32 -
CF
oH

N

N N c
./ |

Mp: 120 - 122°C; FAB-MS: (M+H)' = 562/564

Example 30

CF

O e
_/ -

Cl

' Mp: >240°C; FAB-MS: (M+H)* = 562/564

Example 3]

-CF

o
™\ N .2HCl
N N H . C:F3
\__/
F .

‘Mp: >240°C; FAB-MS: (M+H)* = 546.3



Exanpl e 27 .

: [err] - Mp: 124 -
127C, “FAB-VM5: (MrH)[err] = 606/ 608 Exanpl e 28
[erf] Mp: 118 - 120[err]C, FAB-Ms: (MtH)[err] = 606/ 608
- 32 - Exanple 29 [err]
-~ 33 -
Example 32
CF

° H
/\ N cE.  -2HC
QN N CF, 3 .
\_/
Mp: 125-130°C (Decomp.); FAB-MS: (M+H)" = 610.4
Example 33
o]
_ d i
{ N~—<:>N "cH, CFs  2Ha
CF,

Mp: >240°C; FAB-MS: (M+H)* = 556.4

Example 34

Mp: 145 - 151°C; FAB-MS: (M+H)* = 641.3

- HCl



Np:?120 - 122G FAB—NB: (M+H)
(MtH) [
(MtH)

[err]
err]
[

err]

Mp:. >240[€rr]; FAB-MS:
Mp: " >240[ err] C, FAB- MVE:

Mp: 157 - 158°C

= 562/ 564 Exanpl e 30
= 562/ 564 Exanple 31
= 546. 3

- 34 -

[err]
[err]



- 33 -,

[erf]
[err]

Exampl e 32
125; 130[ err] C (Deconp.); FAB-Ms: (MtH)[err]

= 610.4

Mp: >240[err]C FAB-Ms: (MtH)[err]

- 35 -

O
_

Mp: 155 - 172°C
FAB-MS: (M + H)* = 592.2

Example 39
CF,
O H
N
-0
\_/
Example 40
CF

O
906
n__/
OH

.2

[err]

Exanpl e 33

= 556.4

Kl

Exanpl e 34



Mp: 145 -151[err]C FAB-Ms: (MrH)[err] = 641.3

- 34 % Exanple 35 [err] Exanple 36 [err] Mp: 175
- 176.5[err]C Exanple 37 [err] Mp: 157 - 158[err]C
- 36 -
Example 41
CF,
[¢]
/N n CF
N N 3
\/
OH
Example 42
CF,
A\ EH

/\ N
<:>— N N OCH, CF,

Mp: 142 - 150°C
FAB-MS: (M + H)"

.2HC1

558.2

Example 43

O-O-
n__/ :

N(cw,),



- 35 -, Example 38 [err] ~ Mp: 155 - 172C FAB-Ms: (M +

Hlerrd '='592.2 Exanpl e 39 [err] Exanple 40 [err]
- 37 -
Example 44
CF, -
CH °

PN y

Mp: 107 - 111°C; FAB-MS: (M+H)* = 575.6

Example 45
CF,
.2HC1
(e}
CF,
N
\
o«og
M.p: >230°C’ ]
Example 46 cF,
.2HC1

K . CF,
C \
o) N N CH,
\_/

M.p: >230°C



-36- Exanple 41 [err]
Exanpl e 42 [err]
‘150[érr]C FAB-M5: (M + H)[err] = 558.2 Exanpl e 43
[err]

z

- 38 -

Example 47

CF

o]
¥ % mCL
N CH,
5 |
NH,

M.p: 127-137°C

FAB-MS: (M+H)* = 592

Example 48

CF.

(o]
N CF,"
\
N CH,
oﬁ/ Ny : :
Exaumple 49 oF

- o
¥ CF,
N cn,
N
o \
cH,

Mp: 142 -



- 37 - Example 44 [err] Mp: 107 -

(MeH) [err]’ = 575.6 Exanpl e 45
M p: >230[err]C Exanple 46

- 39 -

CF.

O
N CF,
\ .HC1

M.p. 106-110°C
FAB-MS: (M+H)* = 549.4

Example 51
CF,
0O,
N CF,
_.\<N—<:/\N o,
o - ' :
Example 52
CF,

O
/\ X
OO0
.2HC1

"Mp: 133 -143 °C
FAB-MS: (M+H)* = 542.3

111[err] C, FAB- MS:
[err]
[err]



err]' " _ M p: 127-137[err]C FAB- VS:
Exaimpl e 48 [err]
- 40 -
Example 53
CF

CF,

n’z

O-C
N N
_/

M.p. 110-120°C
FAB-MS: (M+H)* = 570.4

.2HC1

Example 54

OO
—/

Exauple 55 CF,

M p: >230[etr]C ' - 38 -

Exampl e 47

(MeH) [err]

= 592



Exanpl e 49 . [err]

-« 39 =« "'EXanpl e 50 [err]
106-110C FAB-MS: (M+H)[err] = 549.4 Exanmpl e 51

[err]

- 41 -

Ccl

/M X
<_>‘N\ a =, -

CF,

« 2 HCI
o

N
> /N

<C N N \
__/

Cl Cl

Mp: 212 - 216°C (Decomp.)
FAB-MS: (M+H)* = 624.3/626.3/628.3

CF,

M p.



-

Exanpl e 52 . [err]
[err] G FAB-MS: (MtH)[err] = 542.3

40 - Exanple 53 [err]
110-120[err] C FAB-Ms: (MtH)[err] = 570.4

- 42 -
Example 59 CF,
' = 2 HCI
' R CF
OO 3
N N
/ /
‘ Cl Ci
Mp: 244 - 246°C (Decomp.)
FAB-MS: (M + H)* = 624:.1/626.2/628
Example €0 CF,
« 2 HCI
R CF
<O>—N/ N "\ )
/
“Mp: 113 - 1235c
FAB-MS: (M+H)* = 550.3
Example 61 CF,
= 2 HCI

0
N—NH CF,
O-O%

‘Mp: 195 - 205°C

Mp: 133 -143
M p.



Exanpl e 54 . [err] Exanpl e 55

[er’r]:.r- . : - 41 - E)(_.arrple 56
[erT] Exanpl e 57 [err] '
- 43 -
Example 62 CF,
« 2 HCI

Q _
I\ NH "CFs
/ r

Mp: 210 - 218°C
FAB-MS: (M + H)* = 620/622

Example 63 CF,
=2 HCI
0]
I\ NH CFs
\/
Mp: 215 - 224°C
FAB-MS: (M + H)' = 576/578
. CF3

/—\ NH CF3
QN\ N OCH,

Mp: 85 - 92°C
FAB-MS: (M + H)* = 572.5



*

Exanmpl e 58 .

FAB- M. ““(M+H) [ err]
- Exanple 59
= 624.1/626. 2/ 628

[err]

[err]
624. 3/ 626. 3/628. 3
Mp: 244 -

Exanpl e 60

- 44 -
Example 65
C‘F3
/\‘ o
x
N CF,
.2 HCl
Mp: 148 - 156°C
FAB-MS: (M + H)' = 578.4
Example 66
: cF,
7O B
| =
.2 HC1
Mp: 113 - 117°C (decomp.)
FAB-MS: (M + H)* = 528.5
Exanmple 67
0 CF,
Hy
L o)
N N.
1 o
c .2 HCl
'Mp: 265 - 268°C (decomp.)
FAB-MS: (M + H)* = 619.3

Mo: 212 - 216[err] C (Deconp.) .
- : - 42
246C (Deconmp.) FAB-MsS: (M + H)[err]



[err] .« . « Mp: 113 - 123C FAB-Ms:  (MtH)[err] = 550.3
[err] s " My: 195 - 205C : . .
- Exanple 62 [err]

- 45 -

CF

O 0"

N
blI CF,
.2 HC1
Mp: 236 - 238°C (decomp.)
FAB-MS: (M + H)* = 528.3
Example 69
Q.
e )
N
0
: N
_ IiI CF,
.2 HC1
Mp: 177 - 187°C
FAB-MS: (M + H)* = 605.3
Example 70
CF,
/\ o
w
) .
o~ .2 HC1
_0

Mp: 123 - 133°C (decomp.)
FAB-MS: (M + H)' = 616.3

Exanpl e 61

43



Mp: 210 - 218[err]C FAB-M5: (M + H)[err] = 620/622 Exanmpl e 63

[err]”.. Mp: 215 - 224[err]C FAB-M5: (M + H)[err] = 576/578
Exanpl e 64 [err] Mp: 85 - 92[err]C
FAB-M5: (M + H[err] = 572.5 - 44 -
Exanpl e 65 -
- 46 -
Example 71

) Ccl
o 2 H
OJ
Mp: 87 - 97°C
FAB-MS: (M + H)' = 600.2
Exanmple 72
O
N ‘:i\ CF,
.2 HC1
Mp: >230°C
Example 73
@ o
\O 0 /\/@\
(i CF,
.2 HC1

Mp: >230°C



[err] . . Mp: 148 - 156[err]C FAB-Ms: (M + H)[err] = 578.4 Exanpl e

66, ' [err] Mp: 113 - 117[err] C (deconp.)
FAB-MS: (M+ H[err] = 528.5 Exanpl e 67 [err] Mp: 265
- 268[err]C (deconp.) FAB-Ms: (M+ H[err] = 619.3

- 47 -

CFS
.2 HC1
Mp: >230°C
Example 75
CF, -
0
N CF,
JHC1
Mp: 91 - 98°C.
FAB-MS: (M + H)* = 574.4
Example 76
F_F F
_N F
~ N
F
F
.2 HC1

"Mp: 234 - 236°C



- 45 - . Ex

(M+ Hlerr] =528.3 Exanple 69 [err]
187[err]C FAB-MS: (M + H[err] = 605.3 Exanl e 70
Mp: 123 - 133[err]C (deconp.)

_48_
Example 77

CF,

Mp: 195 - 198°C

Example 78

.2 HC1

ampl e 68 [err] Mp: 236 - 238C (deconp.) FAB- MB:

Mo: 177 -
[err]



FAB-MS: (M+ H[err] = 616.3 - 46 -

Exanple 71" [err] Mp: 87 - 97[err]C
FAB-MS: (M + Hy[err] = 600.2 Exanpl e 72 [err]
Mp: >230[err]C Exampl e 73
- 49 -
Pharmaceutical Preparations:
Ind b] luti

200 mg of active substance*
1.2 mg of monopotassium dihydrogen phospate = KH,PO, )

0.2 mg of disodium hydrogen phosphate = ) (buffer)
NaH,PO, . 2H,0 )
94 mg of sodium chloride )
or ) (isotonic)
520 mg of glucose ) _
4 mg of albumin (protease protection)
g.s. sodium hydroxide solution )
g.s. hydrochloric acid ) to adjust the pH

" to pH 6
sufficient water to make a 10 ml solution for injection

Iniectab] luti
200 mg of active substance*
94 mg of sodium chloride

or .
520 mg of glucose

4 mg of albumin
g.s. sodium hydroxide solution )
g.s. hydrochloric acid ) to adjust the pH

' B to pH 9
sufficient water to make a 10 ml solution for injections

I nili

200 mg of active substance*

520 mg of mannitol (isotonic/structural component)
4 mg of albumin

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



[err] . Mp: >230[err]C
-.47 -, "Exanple 74 [err] ' Mp:
>230[err] C Exanpl e 75 ' [err]

- 50 -

20 mg of Polysorbate®80 = Tween®80

(surfactant)
10 ml of water for injections
* Active substance: compound according to the invention,

e.g. that of Examples 1 to 78.

Dosage for humans weighing 67 kg: 1 to 500 mg



oy - o S\ Saeernye e 7ﬁ||l|||||||||IIIIHIIJHHIII

- Exanple 77 [err] Mp: 195 - 198ferr] &
Exanpl e 78
- 51 =~
Claims
1. - Arylglycinamide derivatives of general formula I
(o) /R4 .
R1 N
\ ™ s
R2 R3 Ar

or the pharmaceutically acceptable salts thereof,
wherein

Ar denotes unsubstituted or mono- to penta-substituted
phenyl, or unsubstituted or mono- or di-substituted
naphthyl, [in which the substituents of the phenyl
and naphthyl independently of each other denote |
halogen (F, Ci, Br, I), OH, (C;_4)alkyl,
0-(C;.4)alkyl, CF;, OCF; or NR’R'® (wherein R® and R'®
independently of each other denote H, methyl or
acetyl)] or Ar is phenyl substituted by -OCH,0- or
-0 (CH,) ,0-;

R* and R? together with the N to which they are bound
form a ring of the formula

ClichZ
N «
v

—N

wherein



I[Dieé;)!arrz.it'i o"n.‘s: | nj ectabl e sol ution 200 my of ;icfigv;a SE[‘)?: gﬁmmmﬂwy "Ilyl i!ll

nonopot assi um di hydr ogen phospate = KH err]PQ err]) 0.2 nmg of” di‘sodi uh

hydr ogen phosphate = ) (buffer)

NaH err]PJ err].2H err]O 94 ng of sodiumchloride ) or

) (isotonic) 520 ng of glucose. ' ) 4 ng of albumn
(protease protection) g.s. sodi um hydroxi de solution ) g.s.
hydrochl oric acid ). to adjust the pH

to pH 6 sufficient water to nake a 10 sl580f+ution for injection
I njectable solution 200 ny of active substance* 94 ng of sodium chloride

or 520 ny PofiglAcese34 ny of al bum n qg.s. sodi um
hydr oxi de solution ) q.s. hydrochl oric acid ) to adjust
the pH to pH 9 sufficient water

to nmake a ¥o G¢nQbes: PE¥Iesr NALH RnoT CR/Bphivhe®ein 200 ny of active
substance* 520 ng of mannitol (isotonic/structural conponent) 4 mg of

al bum n .
is 0, 1 or 2,

RS is (Cs.q)cycloalkyl, phenyl or naphthyl, wherein the
phenyl may be mono- to tri-substituted by halogen (F,
Cl, Br, I), (Cy.4)alkyl, O-(C;.4)alkyl, CF;, OCF; or
NR'*R'® (wherein R' and R!® independently of each
other denote H, methyl or acetyl); |

R’ and R® have one of the following meanings:

a) R’ and R® represent H if R® is unsubstituted or
substituted phenyl,

b) R’ is phenyl, phenyl substituted by 1 to 3
substituents [wherein the substituents independently
of one another denote halogen (F, Cl, Br, I),
(Cy-4)alkyl, 0O-(Cy_4)alkyl, CF, or OCF.], piperidinyl,
1-methylpiperidinyl,



S;l)\pgﬁ‘infi :SLaI.gr | yophi | i éate 10 m of water for injecti ons ﬂ“u rm'g"mﬂll”““l

Pol’'ysorbate[err] 80 = Tween[err] 80" (surfactant) 10 m” wat er
for injections * Active substance: conpound according to the
I nventi on, e.g. that of Exanples 1 to 78. Dosage
for humans wei ghing 67 kg: 1 to 500 ng
- 51 - Cl ai s 1. Aryl gl yci nam de
derivatives of general formula I [err]

- 53 -

o
2

H - /
—_ N N ~ Xy

if R® is H, -CONH,, -NHC(O)CH,, -N(CH;)C(O)CH,, CN

H
/
-C(O)N. or -C(O)N((C;_3)alkyl),
(Ci-3)alkyl
or

c) R’ and R® together form the group



denot o5 UnSubsti tuted or monbe Lo’ pent & subet i tuted er]l WL IR ||||

unsubstituted or nono- or di-substituted napht hyl , [|n whi ch t he
substituents of the phenyl and napht hyl independently of each

ot her denote hal ogen (F, d, Br, 1), OH, (derr])alkyl,
O(Cerr])alkyl, CFlerr], OCF[err] or NRerr]R err] (wherein R err] and
Rl err] i ndependent|y of each other denote H, nethyl or

acetyl)] or Ar is phenyl substituted by -OCH err]O or

-Q(CH err])[err]O; R err] and R[ errp4toegether with the N to which they
are bound forma ring of the fornula ' [err]
wherein : - 52- pis 2or 3,
X denotes oxygen, N(CHerr])[err]Rerr] or CRlerr]Rlerr], wherein nis O,

1 or 2, ’/H\
NH
o

R? denotes H, (C,_4)alkyl, unsubstituted or mono- to
tri-substituted phenyl, wherein the substituents
independently of one another represent halogen (F,
Cl, Br, I), (Ci_4)alkyl, O-(C;.4)alkyl, CF,;, OCF; or
NR!'R'® (wherein R'? and R?® independently of one
another denote H, methyl or acetyl);

rR* denotes phenyl (C;.;)alkyl or naphthyl (C,_ ,)alkyl,
wherein phenyl may be substituted by 1 to 3
substituents, wherein the substituents independently
oflone another are halogen (F, Cl, Br, I),
(Ci-4)alkyl, O-(C;_4)alkyl, CF,;, OCF; or NRR?°
(wherein R'® and R?° independently of one another
denote H, methyl or acetyl);

and

RS denotes H, (C;.,)alkyl, (Cs.¢)cycloalkyl, CH,COOH,
-CH,C (O)NH,, -OH or phenyl (C,_,)alkyl. '

2. Compounds according to claim 1, wherein

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

6-membered ring of formula



el s b eyl e o et o oot shereto <UL

i

(Terr])alkyl, O((err])alkyl, CFlerr], OCF[err] or NR[err] R err]
(wherein R err] and R err] independently of each ot her denote H,
met hyl or acetyl); Rlerr] and R err] have one of the follow ng neani ngs:
a) Rlerr] and Rerr] represent Hif R err] is unsubstituted or
substituted phenyl, b) Rlerr] is phenyl, phenyl substituted by 1 to 3
substituents [wherein the substituents independently of one

anot her denote hal ogen (F, d, Br, 1),m 55 - (Clerr])al kyl,

O(derr])alkyl, CFlerr] or OCF[:err]], pi peri di nyl,
1- net hyl pi peri di nyl, /CH2 H,
—N\ /X
' CH,CH,

- B3 - [err]

wherein

X denotes N(CH,),R® or CR'R®,
wherein n, R®°, R7 and R® are defined as in claim 1.

3. Compounds according to claim 2, wherein
X is N(CH,),R®, wherein n is 0, 1 or 2 and R® is
(C3_4) cycloalkyl or phenyl.

4. Compounds according to claim 3, wherein n is O and R®
is (Ci_4)cycloalkyl.

5. Compounds according to claim 4, wherein R® is
cyclobutyl or cyclohexyl.

6. Compounds according to claim 2, wherein X is CR'RS,
wherein '
R’ and R® have one of the following meanings:

a) R’ and R® denote H when R*® is unsubstituted or

substituted phenyl,

b) R7 is
phenyl, piperidinyl



c o N per T QoG e Ay e Cﬂlfllllllllll M

(derr])al kyl or c) Rlerr] and R err] together form the group
-54- [err] Rl err] denotes H,
(CGerr])al kyl, unsubstituted or nono- to tri-substituted phenyl,
wherein the substituents I ndependently of one anot her represent
hal ogen (F, a, Br, 1), ((err])alkyl, O(Cerr])alkyl, CFerr],
OCF[err] or ¢

- 56 -

__.<:\ _:T'f,.@ /"/{r\"\“ —.':‘\I:(“)J

_n;>> e =0 <A
SERCIERCIRC

if R® is H, -CONH,, -NHC(O)CH;, -N(CH;)C(0O)CH; or CN,

O

I‘Z

or

c) R’ and R® together form the group

\.

@



anot het “denot e H methyl or acetyl);  Rerr] . denotbs. phenyl Jlllllllllﬂﬂlll HIIIIHIII

or naphthyl (Cerr])al kyl, wher ei n phenyl may be substi t'ut &

to 3 substltuents wherein the substituents independently

of *one anot her are halogen (F, d, Br, I|), (derr])al kyl,

O ((err])al kyl, CF[err], OCF[err] or NRerr]R err] (wherein

Rl err] and R[err] independently of one anot her denote H, nethyl or
acetyl); and R err] denotes H, ((err])alkyl, (Cerr])cycloal kyl,
CH[ err ] COOH, -CH[err]C(O)NH[erS'}’ --OH or phenyl (C[err])al kyl.

2. Conmpounds according to claim 1, wherein err], and Rlerr]

toget her wi’t-h the NCOWP@HNER BEEPraiaghbon&lpdmméa whexisdared ring of
formul a - 55 -

t N( CH
wher tin n, R orr] . RpArK BASrRRe:pf FBEPLARHIAg PASRIRERFL 3.

Conpounds accordi ngajo cl & maad \Rﬁedanate H when RX i8 unsubstituted or
N(CH err])[err]R err], V\hesrl%sq:ﬁ éseé) p]:iLe 2 and Rlerr] is

b) R’ is
phenyl,

_"C\/° _"\/___> \[]/\ ’f"@ @
_"O “‘:\n/‘@ \Ac‘ _'L\[@

-y N

O Lo LA



Wacr el nen v's 0 and Rier] 1s (Gerr]) cyclonikyl. 5 “c’LlIllﬂllllllfIIIH I

acCording to claim4, wherein Rlerr] is cyclobutyl or cycl ohexyl". © "
Conpounds according to claim?2, wherein Xis CRlerr]R err], wherein

Rl err] and Rl err] have one of the foll ow ng nmeani ngs: a)
Rlerr] and R err] denote H when R err] is unsubstituted or

substituted phenyl, b) Rlerr] is phenyl ,
pi peri di nyl 5g - 56 - [err]

when R® is H, -CONH, or CN,

or
c) R’ and R® together form the group
0
)IB‘“
Sy
8. Compounds according to claim 7, wherein
R’ is phenyl,
<::j>
—N 0 —N
\_/
= 8
- —N
and R® is H or CN.
9. Compounds aécording to claim 8, wherein R’ is

pyridino and R® is H.
10. Compounds according to one of claims 1 to 9, wherein

Ar denotes unsubstituted or mono- or di-
substituted phenyl, or unsubstituted naphthyl
[wherein the substituents of the phenyl
independently of one another are halogen (F,
Cl, Br, I), OH, methyl, methoxy, CF;, OCF; or



os 5" Rerr] and Rerr] together formihe grow C'I*IlilllHllIﬁIIIiﬁillsl 10

[ efr] - 57 - 7. mpouhds"
according to claim6, wherein Rlerr] and Rerr] have one of the
fot | ow ng neani ngs: a) Rlerr] and Rl err] denote H when Rerr] is
unsubstituted or substituted phenyl, b) Rerr] is
phenyl , [err] ' :

- 59 -

dimethylamine] or Ar is phenyl substituted by
-OCH,0-, this group connecting positions 2 and
3 or 3 and 4 of the phenyl.

11. Compounds according to claim 10, wherein

Ar denotes unsubstituted or mono- or di-
substituted phenyl, or unsubstituted naphthyl
[wherein the substituents of the phenyl
independently of one another are halogen (F,
Cl, Br), methoxy or CFi] or Ar is phenyl
substituted by -OCH,0-, this group connecting
positions 2 and 3 or 3 and 4 of the phenyl.

12. Compounds according to claim 11, wherein Ar is
phenyl, 3,4-dichlorophenyl, 3,4-dimethoxyphenyl or 3,4-
methylenedioxyphenyl.

13. Compounds according to one of claims 1 to 12, wherein
R® is H. '

14. Compounds according to one of claims 1 to 12, wherein

R® is phenyl.
15. Compounds according to one of claims 1 to 14, wherein

R* denotes phenyl (C;.3)alkyl, wherein phenyl may be
substituted by 1 or 2 substituents, the substituents
independently of one another being halogen (F, C1,
Br, I), wethyl, methoxy, CF; or OCF;;

and

RS denotes H, (C;.;)alkyl, CH,COOH, -CH,C(O)NH, or
phenethyl.



Ao ottt e grsoprierrd o o orer o Y RV

8.~ Conmpounds according to claim7, wherein R[errf i
phenyl , [err] = or and Rlerr] is Hor
CN. 9. Conpounds according to claim8, wherein R err] is pyridino
and Rerr] is H 10. Conmpounds according to one of clains 1 to 9,
wher ei n Ar denot es unsubstituted or nono- or di-
substituted phenyl, -or unsubstituted naphthyl [ wherein the
substituents of the phenyl - 60 4 ndependently of one another are
hal ogen (F ad, Br ,I%, OH,_ nethyl, nethoxy, CF[err],
QCF[err] o 6. Compounds according to ¢laim 15, wherein
R? is
CF,
(CH,) orz
CF,

and R® is H or CH,.

17. Compounds according to claim 1 which are

_ )
@“g@*s
N N
\_/ '
CFq _ |
CFg



- 59 -, 0o di met hyl am | substituted by
-CHerr]®©, this group connecting aﬂ“mmmﬂﬂmmw 3 or 3
amd 4 of the phenyl. 11. Conpound$ atcotdithg to cj NN er1ern
Ar denotes unsubstituted or mono- or di- l%g‘gi ¥ BERY
phenyl, or unsubstituted naphthyl [mher int stltu=nts
of the phenyl i ndependent|y of one another are halogen F, .
Cl, Br), nethoxy or CF[err]] or Ar is phenyl substituted by
-OCCH err] O, this group connecting positions 2 and 3 or 3
and 4 of the phenyl. 12. Conpound®l according to claim 11, wherein Ar
i s phenyl, 3,4-dichlorophenyl, 3,4-dimethoxyphenyl or 3,4-
met hyl enedP&xyphenyl . 13. Compounds according to one of clains 1 to
12, wherein R3 is H 14. . Compounds according to one of clains 1 to
12, wherein R3 is phegny|. 15. Conmpoundggaccording to one of clains 1
to 14, wherein R er+t denot es phenyl ([ er 3aJkyI, wher ei n phenyl may
be - substituted N/T\a; 2 gubstituept t he substituents
i ndependently of one anot ler |ng halogen Br, 1), methyl,
met hoxy, CF[err] or OCF[ er ptes H, (Cerr])al kyl,

3

18. Process for preparing a compound of general formula I
according to one of claims 1 to 17, characterised in that

a) an acid
0

RT
2 A
OH
R3

Ar

or a halide or alkylester thereof is reacted with an
amine

/2’R4

\ <

R” ;

HN

b) an a-haloarylacetamide

0

Hal /Rl.
N
- R3, N RS
Ar

is reacted with an amine

This Sheet Has Been Replaced




 penes - S

@onpounds according to claim 15, wherein

[err] and Rlerr] is Hor CHerr]. 17. Conpounds
according to claim1l which are - [err]
0s OT 9981 -61-
[err] or
- 62 -

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

and a compound thus obtained is isolated as a free
compound or as a pharmaceutically acceptable salt
thereof.

19. Pharmaceutical preparation containing a compound
according to one of claims 1 to 17.

20. Use of a compound according to one of claims 1 to 17
for preparing a pharmaceutical preparation for the treatment
and prevention of neurokinin-mediated diseases.

21. Use of a compound according to one of claims 1 to 17
for the treatment and prevention of neurckinin-mediated

diseases.



18. % , Process for preparing a conpound of general fornmula | according to

#ne Q*uEhﬁInB 1 to 17, characterised in that ' a) an acid [err]
of a halide or alkylester thereof is reacted with an am ne
[err] b) an [err]-hal oaryl acet am de Jerr]
I reacted with an am ne lerr]
- 62 - c) a conpound | wherein Rlerr] is His Nalkylated;
and a conpound thus obtained is isolated as a free conmpound or as a
pharmaceutically acceptabl e salt 63thereof
Abstract

The invention relates to new arylglycinamide derivatives of
general formula I

R5

RrR2 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

/CHZCHZ
T~ (e 5 7

wherein
p is 2 or 3 and

X denotes oxygen, N(CH,).R® or CRR®,

and R®, R* R%, R, R’, R®, Ar and n

have the meanings given in the specification, and the
preparation and use thereof. The new compounds are valuable
neurokinin (tachykinin)-antagonists.
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18. Process for preparing a compound of general formula I

according to one of claims 1 to 17, characterised in that

a) an acid

a

R1

Ar

or a halide prZalkylester'théreof is reacted with an
amine : ;

e

Ngs

R> ;

HN

b) an o-haloarylacetamide

0
Hat /Rk
L]

~N

R3 RS

Ar

is reacted with an amine



