Ref.1 1790 ' ' Het erocycl i c vinyl et hers agai nst neurol ogi cal

di sorders ' The present invention is concerned with

het erocyclic vinyl ethers of the general formula 5

whér ein WO 99708678 gni fi es hal ogen or- | ower alkyl; 10 n PCVERBGIPOP; o
0-3; R err] signifies lower alkyl; cycloal kyl; benzyl optionally
substituted by hydroxy, hal ogen, | oner -al koxy or | ower alkyl;
benzoyl optionally subgtddodi@dcbmnflsthers hGaiBkt neurological dfddtiiéasi no. or
di - | ower al kyl am no; acetyl or cycl oal kyl -carbonyl ; -and . lerr]
signifies an aromati crHepresehShRAt6IES icOnRmol wilh he@rd29Ritoenyl ethets fthRd girerand
whi ch 15° contains further 1-3 N atons in addition to the linking N
at om . as wdpmula t heir phar maceutical |y acceptable salts for the
treatnment or prevention of i 1l nesses. Some triazole

derivatives which fall under formula I have been known for a long 20 tine.
They are described eg. i n European Application_ N8 Q. 856 for use as

active subst ances for agrochem cal pest c§ eferably for the
control or prevention of an attack by~gc 5. Furt hernore,

I m dazolyl and triazolyl vinyl ethers &; @ are described in DE
3417468 and DE 2839388, havi ng fungi zi 2 bactericidel activity in

. wherein

"R . signifies halogen or loWer- alkyl;
n signifies 0-3;

10 R! signifies lower alkyl; cycloalkyl; benzyl optionally substituted by hydroxy, halogen,
lower alkoxy or lower alkyl; benzoyl optionally substituted by amino, lower
alkylamino or di-lower alkylamino; acetyl or cycloalkyl-carbonyl; and

. - significs an aromatic 5-membered residue which is bonded via a N-atom and which
_ contains further 1-3 N atoms in addition to the linking N atom,
15 .aswellas their pharmaceutically acceptable salts for the treatment or prevention of
illnesses. ' | )
Some triazole derivatives which fall under formula I have been known fora lohg
. .time. They are described e.g. in European Applicaiion No. 079 856 for use as active
20 . - substances for agrochemical pest control, preferably for the control orprevention of an

. _,#ttack by microorganisms.

... - Ithas surprisingly been found that the compounds of general formula are
. metabotropic glutamate receptor antagonists and/or agonists. .

25 : :

‘,, o iae: o - Inthe central nervous system (CNS) the tr_ansmissioq of stimuli takes place by the

. interactionof a neurotransmitter, which is sent out by a neuron, with a neuroreceptor.

-



ani mal s and/ or humans. 25 It has surprisingly been found that

t he conpounds of general formula | are . netabotropic glutamate .receptor
ant agoni sts and/ or agoni sts. In the central nervous %stem
(CNS) the trwodsossss on of stinuli takes, place by the 30 i RC of a

neurotransmtter, which is sent out by a neuron, with a neuroreceptor.
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L-Jutam c acid, the nost: commonly occurring neurotransmitter in the CNS,
pl ays - acritical role in a |arge nunber of physiol ogical processes.

The gl ut amat e- depengegy, tanucacx?ttﬁcrmoﬁéoﬁﬁﬁﬁﬁt&é&n B Reudotnsigitet lthe CNS, plays
groups. The first nain group ftorms IJ%R’ controlled ion channels. The

met abot r.opi ¢ glaritioalirele ireg lpgeammbenef bwyiological pjogesses.n Ehe ghtam&@tﬂ?ﬁﬂ‘dﬁﬁ
group and, further bel on ﬁ?{" s OTRd %deg ligand-
receptors. - “{T%red t°“ﬁ°%?"él§%r{{ww; %ér%erentﬁgsrr%e thselsge nd uR
are known ang Qbnirbifddorschannels) 'Hamwhwuopm@nuwemcemt(mémm&pbngm the
structural paraneters, the different fluences .on.th . éia
secondary met al$e¢qndaRain greup &f’f‘*ﬂ?@ﬁt%egqnﬁiqﬁﬁ{‘f% ?ﬁﬁ?%?‘@%é@&m. 6%%
chem cal compounds, these eight receptors can be sub-divided into three
sub- groups: n3d uRL and md uR5 _hel on oup uR2 and
nd uR3 bel ong to gr dApresenteigh differant mrmb =q%efmm§@im{‘%ﬂwmqgg§%m%g
to group-11l.  venhave sub-types. On the basis of structural parameters, the different influences on the
10 ynthesxs of secondary metabolites and the different affinity to low-molecular weight
chemical compounds, these eight receptors can be sub-divided into three sub-groups:

mGIuR1 and mGIuRS belong to group I, mGluR2 and mGHuR3 belong to group I
s and mGluR4, mGluR6, mGluR7 and mGluRS$ belong to group III.
15 - -
The ligands of the metabotropic glutamate receptors belonging to the second group
*¢af be used for the treatment or prevention of acute and/or chronic neurological disorders
such as restricted brain funcﬁon causeo by bypass operations or lransplants, poor blood
" supply to the brain, spinal cord injuries, head injuries, hypoxia caused by pregnancy,

20 cardiac arrest and hypoglycaemia.

_ Other treatable indicaﬁons in this connection ._arc Alzheimer’s disease,Huntington’s
. chorea, amyoﬁ'ophic lateral sci_eros_is (ALS), dementia caused by AIDS, eye injuries,
" retinopathy, cognitive disorders, idiopathic parkinsonism or parkinsonism caused by
25 medicaments as well as conditions which lead to glutamate-deficiency functions, such as
e.g. muscle spasms, convulsions, migraine, urinary incontinence, nicotine addiction,
© psychoses, opiate addiction, anxiety, vomiting, chronic pain, dyskinesia, depressions and
pains. ' o : : :

" 89"+ Objects of the present invesition are the use of compounds of formula I and of their
"+ pharmaceutically acceptable salts as therapentically active substances, as well as
medicaments based on these compounds and their production, and novel compounds of
: -
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The |igands of the met abotropic glutamate receptors belonging to the second -
group can be used for the treatnent or prevention of acute and/or chronic
neur ol ogi cal 20 di sorders such as restricted brain function caused by
bypass oper alidsmsémn transpl ants, poor bl ood supply t optiverdsroason,
spinal cord injuries, head injuries, aom a caused by pregnancy,

cardi ac arrest and hypogl ycaem a. Qther treatable indications
in-this connection are Al zheiner's di sease, Huntington's 25 chorea,

amyot r ophi ¢ | atformula3 ehdtheis pharfagu@icallyanesptable salts per de ind asipb&magentically agtives,

retinopathy, cognitive.disord t nsoni sm
caused by " bHpein L e RR oo BRL O Horenopa i

gl ut amat e-defi ci ency functions, such as e.g. nuscle spasns,

convul sions, mgraine, urinary _incontinence, ni cot| ne addi ction

psychoses, opiate addweﬂwnpouaﬁs@éwn y ¥ esmsgially. W@%?\m@%w}‘f‘e@Fa

depressions and 30 pains. hj ects of the present invention
are the use of conpounds, of formul Qand of their phar maceutical |y '
accept abl e s&l t sigeificance giysn abqve and = sighifics ahuromaticd: Wbefq‘?é‘%r"ﬂﬂ%lsl on of
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formula | and their pharmacuetically acceptable salper se and as

phar maceut i cal 'Nﬁ&ﬁby@hmmnﬁmﬁé %:ﬁﬁéanwgwemfbow ?5igRifieR af YiMiatie 3- Of
i Il nesses of the af.orenentioned

membered ring which is bonded via a N atom and which contains a further 1-3 N atoms in
addition to the linking N atom and R! signifies cycloalkyl.

10
The term “lower alkyl" used in the present description denotes straight-chain or
 branched saturated hydrocarbon residues with 1-7 carbon atoms, preferably with 1-4
carbon atoms, such as methyl, ethyl, n-propyl, i-propy! and the like.
15 The tum-'_'cycloaikyl" denotes cyclic saturated hydrocarbon residues with 3-7

"+~ carbon atoms in the ring, such as, for example, cyclopropy], cyclobutyl, cyclopentyl,
cyclohexyl and the like.

The term "lower alkoxy" denotes Jower alkyl residues in the sense of the foregoing
20 definition which are bonded via an oxygen atom.

The term "halogen" embraces fluorine, chlorine, bromine and iodine.

In the scope of the present invention those compounds of general formula I in
25 “which R signifies chlorine, nis 1 or 2, Rl signifies lower alkyl, cyclohexyl or benzyl and

o * . signifies an aromatic 5-membered ring which is bonded via a N atom and which
‘contains further 2 or 3 N atoms in addition to the linking N atom are preferred for use as
therapeunca]]y active substances
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5 Novel conpounds of fornmula | are especially those in which R and -
R1 have the significance given above and [err] signifies an aromatic
5-nmenbered ring which is bonded via a N atom and which conta

further 3 N wooe®sd’s addition to the lipking . N at omF 9%%448? R has
t he significance given above, [err] si*ﬂnifies an aromatic 5- menber ed
ringwhi ch is bonded via aN atom and whi ch cont ai ns a further 1- 3 N atons

in 10 addition to the_linking N at kyl .
The term "l ower alk °‘f°h§wgi ARP &ﬁeﬁé‘gé@r‘? | on ‘g%?)"tcf )e‘ﬁ'lm(?ii?‘i
straight-chain or branched sat urated hydrocar bon residues with 1-7

carbon atons, preferably with 1-4 carb n atl%ﬁﬁ @m as nethyl, ethyl,

n-propyl, i-propyl 1422 HQ@NOF‘P(Ehm!@‘z‘CY°1°h°"Y oxy-viny| s 1 i"(‘,‘§‘E,11"'oal kyl _

denotes cyclic sat iBL5E ANHORRRIND Shsh BRI Budole,  CATbON atoms in
exanpl e

the ring, such as, cycl opropyl’, cyclobutyl, cyclopentyl .
cycl ohexyl and the24[2-I{é-chloroaﬂaenyl)-Z-butdxmenny&?-ﬂ‘mWﬁ al koxy denot es | ower

al kyl residues in n which are
bonded via an oxygiagzﬁﬁ 'ﬁ] n;t)ls]ﬁ "t‘%r"sg’wr}rg“i‘é”“?ﬁf gen errbr aces
fluorine, chl orinei-[42edichico-ghényt)-2sbutoxy-2inyl}-1H-[1,2,4lniatdle scope of the
present invention those corrpounds of general formula I in . which R

or benzyl and - Thendvel oGtpdinad{Gehirattolia 1 £ e Wi luid in LLXERBEC
bonded via a Ntma%mdby/mkghmgoracyhﬁhgmeoxﬁpmm&efthafm-muk N at ons i n

addition to the lining N atomare preferred for use as t herapeutically
active subsi%mces 30

&~ wherein R, n and @ have.the signiﬁcanceé given earlier,
L ‘and, if desired, converting a compound of formula I obtained into 2 pharmaceutically
16 acceptable salt. '

If desired, a functional group in 5 compound of formula I can be converted into a
different functional group; in particular, amino groups can be alkylated to lower
_ alkylamino or di-lower alkylamino groups or hydroxy groups can be alkylated. These
20 prp&dures’ will be familiar to any person skilled in the art.

2. In the alkylation or acylatien an acetophenone derivative of formula II is reacted
.+ with a suitable alkylating or acylaﬁng agent, preferably with benzyl bromide, benzoyl
 chloride, acetyl chloride, cyclohexyl triflate, cyclopropyl chloride, isopropyl bromide, n-
25 bistyl bromide, 4-methoxybenzy! chloride, isopropyl triflate, 4-dimethylaminobenzoyl
.+ chloride, benzyl chloride or the like. This reaction is effected according to known
methods, preferably in the presence of sodium hydride. THF getrahydrofuran) and DMPU
(1,3-dimethyl-3,4,5,6-tetrahydro-2( lH)-pynnndmone) in the ratio 3:1 is especially smtable

as the solvent.
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foll owi ng are exanples of preferred corrpounds of general fornula I:

1-[2-(2, 4-dj g#@#ﬁg phenyl ) - 2-cycl ohexyl \(}‘xy vinyl]-1H 1, 2, 4p&tepssmasdo
1-12-(2,4 phenyl) - 2- benzyl oxy-vi nyl ].-1H-tetrazol e, 5

2-[12-(4- chI or o- phenyl ) - 2--but oxy-vi nyl ] -2Htetrazol e,

1-['2- (4- chl or o- phenyl ) - 2- but oxy- vi nyl]-1H-[1,2,4]-triazole and

1-[2- (2, 6-di chl or o- phenyl )-2-but oxy-vinyl]-1H[1, 2, 4] triazole.

The novel corrpounds of geperal fotnul an, b ct I n accordance
with the i nveRhisIREy{AcHNRg Varany, E%@E@?"éﬁ”g}g !Erfx H%J@?Td of the
formula 10 wherein R, n and [err] have the

si gni ficances given earlier, and, if desired, convertin dg ound of
formula | obtai ned Thapbarmapsusicallyasahle salisicgn be produced readily accor mgt

5 known perse having regard to the nature of the compound to be converted into a salt.
Inorganic or organic acids such as, for example, hydrechloric acid, hydrobromic acid,
sulphuric acid, nitric acid, phosphoric acid or citric acid, formic acid, fumaric acid, maleic

 acid, acetic acid, succinic acid, tartaric acid, methanesulphonic acid, p-toluenesulphonic
acid and the like are suitable for the formation of pharmaceutically usable salts of basic
10 compounds of formula I. Compounds which contain the alkali or alkaline earth metals, for
ex'émple sodium, potassium, calcium, magnesium or the like, basic amines or basic amino

acids are suitable for the formation of phannaceutically usable salts of acidic compounds.

N _ The fo]lowmg Scheme 1 mustrates thc manufacture of the compounds of formula I
15 in overv1ew, stamng from the known compounds of formulae III and IV.

~ Schemel

_ In this Scheme, R; n and @ have the significances described above, X significs
20 halogen, preferably chlorine or bromine. A compound of formula IV can preferably be a
S tnazole, tetrazole or imidazole of the general formulae -

| 25 The cornpounds of general formulae IT, I and IV are. known or can be prepared
accordmg to methods known per se.



15 acceptable salt. - If desired, a functional group in a
conpound of fornmula | can be converted into a different functional
group; in particular, am no groups can be al kylated to | ower

al kyl am no or di -l ower al kylani no group§ or hydroxy groups_can be

al kyl at ed. Woee®8€™ procedures wil | amiliar to any per BEHERRYMYy in

the art. In the alkylation or acylation an acet ophenone
derivatve of formula Il is reacted with a suitable alkylating or
acylating agent, preferably with benzyl brom de, benzoyl chl ori de,

acetyl chloride, cnﬁéﬁmawiﬂg’rablefllshbes a saledtiop opeyted edmpwundefor usear opy |

brom de, n- 25 but brom de, 4-netho | chlorid i sopropyl
triflate; 4-di¢ﬁ§!ﬂ?9¥%#¥ﬁ99’éﬁ! mlﬂa“ﬁ\?@?‘éﬁ @9‘? 39 ioride or the Iike.
Thi's reaction is effected according to known met hods, preferably in

t he presence-of sodium hydride. THF (tetrahydrofuran) and DVPU .
(1, 3-dinethyl-3,4,5,6- tetrahydro 2(1FD pyrlnldlnone) inthe ratio 3:1 1is

especially suts# as- e soiyent.
5 ¢°i%°ﬁr“dN°J Pcl EPostoagoo | - M ct'uri ng
variant is deq%&h% ¢.n detall in Exanplel|l b). The
phar maceuti cal sable salt$ can be proddced readily acg¢ording to nethods
5 known per se haV|ng,regard to thg-aturgq of tpprgponpouid to*ﬁgﬂgonverted
into a salt. - I'norganic of organic acids such as, for jexanplie
hydrochl ori c acid, hydrobromjc acid, - qul phuric acid, nltrldtﬁﬁld
phosphori c ac;d—gL—s+$4+4;4u#4L—¢e¢nms—ae+dT—iang#Le—aeLi i ds
acetic acid, succini® acid, 1arta?ﬂéja0|d nethaﬁ%%ulphorlc ac
p-toluenesUIphonlc aCId and the 1ike gre suitable fonf the h&sﬂﬁtlon of
pharmaceutical ly usable salt$ of basic ' :
. C 2,4-Cl . - n-Bu . ‘m
b | o
D - - 24,6C1 . i-Prop - _ \P’*-
nFans o . | - - wN.
E 2eq | o S
F 4-Br | " n-Bu .1 \F4§
Nt o _ N=JN
G . 2’4.F - i.Prop ‘ \m '
_ N§/N
H 4-F i-Pl'Op \m
- A
I H i-Prop S
N§/N
J 4-Cl~ n-Bu \m
K 2,6-C1 n-Bu N
M§/N




10 conpounds of formulla L Conpounds which contain the alkal

earth netal s,
i ke,

for
basi ¢ am nes or

foll owi ng Schene |

4 basi c am no
of phar maceuyino@glokess usabl e salts of aci

conpounds.

or
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al kal i ne
exanpl e sodi um potassium cal cium nmagnesium or the
acids are suitable for the formation

T

i C
il lustrates the nanu?acture of the compounds of fornula

| 15 in overview, starting fromthe known conpounds of formulae Il and
VA —_Schene 1 _
In this Scheme, R, nldhd [err h&adlt he di gni fBeaices descri baeabove, X
signifies 20 hal ogen, preferpbly chlorinejor brom ne. A ¢gonpou
formula IV can preferably be ’ triazolle, tetrazole of i mdazole of the
gener al for nul -ae—+ i . Tre—con t5—of
[1, I'll ard IV are k or can bezﬁ#gpared according to ndfﬁh@s known
per se. N/
N73 2,4-Cl Acetyl \F—N
M§/N
~0/4 2,4-C] Cyclohexyl S
_ w§/N
PS5 2,4-Cl | o ‘Fn§
4 N
Q6 . 4-CHj3 i-Prop N
N§JN
R . 2,6-Cl Benzyl ‘v—§
N
SR 240 n-Bu R
a N§/N
_ T_/9 ' 4-C1 n-Bu ‘F—Ql
.uno 2,6-C1 . i-Prop i
. N§/N
Vi1l 2,4-Cl 4-Methoxy-benzyl “r':l
. . N§/N
W/2. 2.4-Cl Benzoyl - R
: _ N§JN
Xns - 24-C1 i-Prop A
R o N§/N
. Yna 24-C1 4-Dimethylamino- N
_ _ : o
. benzyl )



WD 99/ 08678 6

PCT/ EP98/ 04890 The following Table 1 shows a sel ection .of
tested conpounds for use as t her apeuti cal | y active substances in amd uR
affinity tesio4ssensp. 9): 5 Conmpoypnd No./ PCT/EP98/04890

R1 Exanpl e Np. A : .. 2,4-C I - Prop
B _ 2,4-C i - Bu C

2,4-C n-Bu D 2-4..6--C

i - Prop ZiS 24-Clo 4.0 Benzyl CH e?ﬂu
F 4- Br a n- Bu - G N/
2,4-F i - Prop - H . 4-F

i-Prop - — AA/6 24-C1 H i-Prop I - Pr eb
. -~

BB/17 24-C1 n-Bu N
=~

1-[2-(2,4-Dichloro-phenyl)-2-isopropoxy-vinyl}-1H-[1,2,4}riazole
1-[2-(2,4-Dichloro-phenyl)-2-isobutoxy-vinyl]-1H-[1,2 4 }riazole
1-[-2-(2,4-Dichloro-phenyl)-2-butoxy-2-vinyl}-1H-[1,2,4}riazole
-[2-(2 4 6-Trichloro-phenyl)-2-isopropoxy-vinyl]— 1H-[1,2,4}triazole
-[2-(2 ,4-Dichloro-phenyl)-2-methoxy-vinyl]-1H-[1,2 4]tnazo]e
1- [2-(4-Bromo—phenyl)-2-butoxy-vmyl]-1H-[1 2 4}triazole
-[2-(2 4—Dxﬂuoro-phenyl)-2-1s0propoxy-vmyl}- H-[1,2,4¥riazole
_ -[2-(4-Fluoro-phenyl)-2-150propoxy-vmyl]-1H—[l,2,4]mazole
- -[2-(Phenyl)-2-1sopropoxy—vmyl)—lH—[l 2,4triazole
-[2-(4-Chloro—phenyl)-2-butoxy-vmy1]—lH-[l 24]triazole
-[2-(2,6-D1chloro-phenyl)-2—butoxy-vmyl]-1H-[1,2,4]tnazole
-[2-(2,4-D1chloro—phenyl)-2-benzyloxy-vmy]]-lH—[1,2,41nazole
1-(2,4-Dichloro-phenyl)-2-{1,2,4]triazol-1 -yl-vmy_l-benzo:c acid ester

.10 .

15 -(2 ,4-Dichloro-phenyl)-2-[1,2,4]triazol-1-yl-vinyl-acetic acid ester
-[2-(2,4-D1chloro-phenyl)-2-cyclohexyloxy-vmyl]-1H-[l 2.4}riazole

-(2 4—-D1chloro-phenyl)-2—[l,2.4]mazol— -yl-vinyl-cyclopropane

Y0 Z B rR ST EeTE o 0w

carboxyhc acid ester

1-[2-(4-Tolyl)-2-isopropoxy-vinyl}-1H-[1,2 4}triazole
1-[2-(2,6-Dichloro-pheny])-2-benzylpxy-§inyl]-2H—tetrazol‘e
2-[2-(2,4-Dichlioro-phenyl)-2-butoxy-vinyl}-2H-tetrazole
2-[2-(4-Chloro-phenyl)-2-butoxy-vinyl}-2H-[1,2 4 }tetrazole
o 2—[2-(2 4-Dichloro-phenyl)-2-isopropoxy-vinyl}-2H-tetrazole

2—[2-(2 4-D1chloro-phenyl)-z-(4-methoxy-benzyloxy)—vmyl]-2H-tctraz.olc
1-(2,4-Dichloro-phenyl)-2-tetrazol-1-yl-vinyl-benzoic acid ester
| 1-[2-(2,4-Dichloro—phenyl)-z-isopropoxy-vinyl]-lH‘-tetrazole

20

w ® O

"\

N
. m -\.‘" .
M g <a



[err] : J 4-d | " n-Bu

[err] K 2,6-C n- Bu
[err] - D 99/ 08678 o 7
PCT/ EP98/ 0489/ 99/08678 - : '2,4-0 . PCT/EE3H{043p0
[err] . M2 2, 4-¥ Benzoyl N 3
2,4-C Acet yl [err]
2,4-C
> a.a- v V1B 7 B ctoro-pheny1) 2 gerpioh- 1-yl-vmy1—4-duncttylg\'g£n%bmoxc
g CHI[ err] acid estefF OP R7 2,6-C

ezy

yA 1-[2-(2, 4-D1chloro-phenyl)-2-benzyloxy-vmyl] -1H-tetrazole

AA  1-[2-(2,4-Dichloro-phenyl)-2-isopropoxy-vinyl]-1H-imidazole
5 BB 1-[2-(2,4-Diohloro-phenyl)-2-butoxy-vinyl]-lH—imidazole

As mentioned above, the compounds of formula I and their pharmaceutically
acceptable salts are metabotropic glutamate receptor antagonisté and/or agonists and can be
used for the treatment or prevention of acute and/or chronic neurological disorders

10 _ :

The binding of the compounds of formula I in accordance with the invention to
group II metabotropic glutamate receptors was determined in vitro. The preparations were
tested in accordance with the test given hereinafter:

15 The GTP 7358 test was used to determme the affinity of a compound to the group 1

mGluR. Membranes whxch adhere to the rat mGluR2 receptor were used. These were
snmulated with 10 uM 18,3R-ACPD.

' The Ki values of the compounds to be tested are given. The Ki value is defined by
20 the following formula '

IC
Ki= _50_
Ll

. 147
E(:so

: mwh;ch theICso values are thosé oooconn'o_gions ,.éf the compouods to be tested in uM by .
25..,,which 50% of the effect of 15,3R-ACPD are antagonized. [L] is the concentration of
15,3R-ACPD and the ECsp value is the concentration of 15,3R-ACPD in iM which brings
'. about 50% stimulation.



S/ 8 2,4-C ' n- Bu _ T/ 9 - 4-C

n- Bu U 10 2,6-0 i - prop VI
11 2,4-C 4- Met hoxy- benzyl
2,4-0 WO 99/088%8n 7 0y | y></13,3 T 2, arfressioissn
I - Prop [err] Y/ 14 2,4-C
4- Di met hyl am no- [err]
benzyl WD 99/ 08678 . 8
PCT/ EP98/ 04890 _ Z/ 15 Table2 . 2,4-C
Benzyl AA/ 16 e - ~ i-Pro
B/ 17 2,4-0 Activity n3pGRE P
Compound No./ X; [uM]
Example No. - ' m-GluR2
A 1.17
B 0.64
C 140
D 2.70
E 11.00 -
F 0.66
G 7.60
H 10.00
1 - 1270
J 0.60
K 0.60
w 0.43
M2 1.20
N/3 4.70
O/4 0.10
. PI5 ol o240
. Q/6 - _ ~ 610
i " R/7 b — 200
S/8 1.00
T o 032
U0 - 2.00
V/11 o . 1.00
w/12 0.90
X/13 1.30
Y/N4 : 1.40
Z/15 0.27
AA/16 1 ' 10
BB/17 : 430
b

The compounds of formula I and pharmacentically acceptable salts thereof can be
used as medlcammts c.g. m the form of pharmaceutical preparations. The phannaceut:cal i
preparatxons can be admxmstered ora.l]y, e.g. inthe form of tablets, coated tablets, dragées,
hard and soft gelatme capsules, soluuons, emulsxons or suspensions. However, the -
ST “admxmstranon can also be éffected réctally, e.g. in the form in supposxtones.
parenterally, e.g. in the form of injections solutions.



[1,2,4]triazole
,2,4]triazol e
,2,4]triazol e
PCT/EP98/04890
(2,4,6 “P Ihsforo phenyl)-2-i sopropB(y vinyl]-1H[1,2,4]triazole
1-[2-(2, 4-Di chl oro- phenyl ) - 2- met hoxy-vinyl ] -H[1,2,4]triazol e
1-[ 2- (4- Brono- phenyl ) - 2- but oxy-vinyl]-1H[1, 2, 4]tr|azole
4- Di f | uor o-THeasyippundsiof foymoladsend phargiageuticelly, aggepiable; saltpihereof can beH

2,
;g,;]g'n;r; OE%;‘;”V'WM%{ it o g o b b8 e Brbancridn of
2
2,

Chl or oz ph&! htidnsy Laptbse; ddin [sthrca oé]deuimzetrereof talc, stéaric acid or
6-
4

ggﬂftg;&s%%|l§¢2 S _V' nyl s&é}; l[ts“ azbi%|c8atedtabiétsM
1", SigBBRTIAL hard el ﬁg&&lé@@%ﬁmﬂle E&%Wmh%eﬁﬁh&c@&usk aster 15

l'oro-p 2,4]triazol -1 3/-V|nyl acetic acid
O example, vegetable oxls. waxes, fats, erm-sohd and liquid polyols and the like; depending

! 214( 2 4. BB S TBIGE Jhibs S SuRREY ek B, hoviiet, perally e e
lic aci dasewf edift ge]atme chpsules. Water, polyols, sucrose, invert sugar, glucose and the like
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, 4- Dk&ms@étpasmm{l Jpolyols/ glyserol vépetdble’ditstand thiedike @an be used for aqueous
- Chl or o- phenyl ) - 2- butox-V|n ]-2H 12;{q§etraz
4- é{s
4-

4- Di chl or o- phehyl ) - 2-i sopr opoxy-vi nyl ] - 1H
4- Di chl or o- phenyl ) - 2-1 sobut oxy vinyl]-1H
2, 4- Di chl oro- phenyl ) - 2- but oxy- 2-vi nyl ] - 1H
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D chl lnRi ol IirdcAe@bits, 25
1-(2, 4"%&3?119%0 %?})éeﬁcy l-2 t et ggzl%%-eﬁ%ﬁ%ﬁﬁ]aﬁﬂ%gn?m c acid ester
1-[ 2- (2WB.Mk,Gcm-meéwhq@P@MﬁFe%wyW? nyl]-1Htetrazol e
WD 99/ 08678 .
PCT/ EP98/ 04890 e _ o 9 g
15 “** Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
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stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for. varying
the osmotic pressure, buffers, mask.mg age_nts or antioxidants. They can also contain still
'+ ¥ other therapeutically valuable substances.

20" 7 Asmentioned earlier, medicaments containing a compound of formula I or a .
' pharmaceutically ac:;eptable salt thereof and a therapeutically inertexcipient are also an
object of the present invention, furthermore also a process for the production of such
' "medicament.s, which is characterized by bringing one or more compounds of formula I or
~ pharmacentically acceptable salts thereof and, if desired, one or more other therapeutically
25 ﬁsiusble substances intb a galenical dosage form together with one or more therapeutically

“7 “inert carriers.

_ " fThe dosage can vsry within wide limits and will, of course, be fitted to the
O i divida requirements in each particular case. In general, the effective dosage for oral or
30 parenteral administration is between 0.01-20 mg/kg/day, with a dosage of 0.1- '
10 mg/kg/day being preferred for all of the indications described. The daily dosage for an
adult human being of 70 kg body weight accordingly lies between 0.7-1400mg per day,
preferably between 7 and 700 mg per &ay.




acid ester z

1-[2-(2, 4-Di chl oro- phenyl ) - 2- benzyl oxy-vinyl ] -1Htetrazol e

1-[2-(2, 4- D chl oro- phenyl ) - 2-i sopropoxy-vinyl ] -1Hi m dazol e

1-[ 2- (2, 4- Dwaddomserspheny| ) - 2- but oxy- vi gyl | - Hi.ni dazol e C15’EP9§E4890

ment i oned above, the conpounds of formila I and their phar maceut i cal I y
acceptabl e salts are netabotropic glutamate receptor antagoni sts and/ or
agoni sts and can be used for the treatnent or prevention of acute

and/ or chronic neurol ogi cal disorders 10 The bi nding of the
conpounds of f or mul 4ppd followinig ERififlecdte Hiténded todilustaterthe manufacture of grepecifie

nmet abotropl c glutamate receptors was determned in vitro. The preparations
wer e . t est evovehcompaynduinarorgfeidl t he test gi ven hereinafter: 15

The GTP [err]S test was used to determne the affinity of a conpound to the
group 1|1 "n3d uR. Menbranes which adhere to the rat md uR2 receptor were
used. These swere stimulated with 10 Examplel 1S, 3R- ACPD. The
Ki val ues of the conpounds to be tested are given. The Ki value is defined
by 20 the follow ng fornula [err] in which the I(err] values
are those concg : hlvko-bii y ks d24fazole [err] M by 25

whi ch 50% of the effect of 1S, 3R-ACPD are ant agonl zed [L] Is the
concentration of

a) 10 g (44.8 mmol) of 2,2’,4’-’n'ichloroacetophenone were addedportionwise at room

10 temperature to a solution of 9.3 'g (134 mmol) of triazole in 50 ml of dimethylformamide
. and stirred at 80°C for 16 hours. The reaction mixture was added to 100 ml of 2N sodium
- hydroxide solution and extracted three times with 100 ml of ethyl acetate each time. The
combined organic phases were dried over magnesium sulphate and concentrated in a
vacuum. The crude product was purified by column chromatography on silica gel (ethyl -
2 1B acetatelmethanol 100:5). 28¢g (25%) of 1-(2,4-dichlorophenyl)-2-[1,2,4]triazol-1-yl-
ethanone were obtained as a yellow-brown solid.
b) 670 mg (2.62 mmol) of 1-(2,4;dic1dorophenyl)-2-[1,2,4]triazol—l-yl-ethanone in
12 ml of tetrahydrofuran and 4 ml of 1,3-dimethyl-3,4,5,6-tetrahydro-2(1H)-pyrimidinone
20 were added to a suspension of 171 mg (3.92 mmol) of sodium hydride (55% in mineral oil)
. in 15 ml of tetrahydrof\xran and 5 ml of 1,3-dimethyl-3,4,5,6-tetrahydro-2(1H)-pyrimi- .
. dinone (DMPU) and stirred at room temperature for 3 hours. Thereafter, 396 mg
- - {5.24 mmol) of benzyl bromide were added and {the mixture] was stirred at room temper-
- ature for a farther 16 hours. The tetrahydrofuran was removed under a vacuum, the residue
- 25 ._wa.s added to 50 ml of water and extracted three times with 50 ml of diethy] ether each
time. The combined organic phases were dried over magnesium sulphate and the diethy}
ether was removed in a vacuum. The crude product was purifiéd by column chrome-
- tography on silica gel (diethy] ether/pentane 1:4). In addition to mixed fractions with the
woEn C;a,l,kyl',ation product there were obtained 65 mg (7%) of pure 1-{2-(2,4-dichloro-phenyl)-2-
80 Emzyloxy-vinyl]-IH-[l,2,4]uiazoie as a colourless oil. [M-+H]* =345, 347.



1S, 3R-ACPD and the ECerr] value is the concentration of 1S, 3R-ACPD i n nM

whi ch brings about 50% sti nmul ati on. WO 99/ 08678
10 . PCT/ EP98/ 04890 '
Table 2 0 99/08678 . Activit % on nd URPCT/EP98/04890
Conpound No.yv ' Klerr] 1?[err}N] Exanpl e No.
m 3 uR2 A _ : 1.17
B 0.64 C :
1.40 D xample 2.70 E
11. 00 " F o ‘ 0. 66
7.60 : H™ o . 10.00
12.70 ‘1-(2.4-Dikhloro-phenyl)-2-{1.2 4ltriazole-1-vinyl-benzoic dcid ditepO
0. 60 ' 0. 43
M 2 : 1.20 N 3
‘Fﬁ) ;0 5 K fhlogonsly to Example 1o, afer reacting l-(2,4~dich%;%ﬂenyl)—2—[l%,41-o
Q6 triazo]-1-y)-ethanone with benzoyPclgoride/there was obtained pure 142d-dichloro-
1.00 phenyl)-z-[l,2,4]triazole-l—vinyl-bénzoic acid ester. After reaction with oxalic acid there
was obtained a salt of the composition C;7H;3N30,Cl,*2 C,H,0,4 with a melting point of
130°C.
10
Example 3
1-(2 4-Dichloro-phenyl)-2-11.2 4triazol-1-yl-vinyl-acetic acid ester
16 Analogously to Example 1a,b, after reacting 1-(2,4-dichlorophenyl)-2-{1,2,4}-
triazol-1-yl-ethanone with acetyl chloride there was obtained 1-(2,4-dichloro-phenyl)-2- :
' [1,2,4}triazol-1-yl-viny}-scetic acid ester as a white solid with m.p. 127°C.
- Example4
.20 ' '
-[2-(2.4-Dichloro-phenyl)-2-cvclohexyloxy-vinyll-1H-1.2 4Yriazole

Analogously to Example 1a,b, after reacting 1-(2,4-dichlorophenyl)-2-{1,2,4]-
triazol-1-yl-ethanone with cyclohexyl triflate there was obtained 1-[2-(2,4-dichloro-
25 phenyl)-1-cyclohexyloxy-vinyl}-1H-[1,2,4}riazole as a white solid with m.p. 84°C.

xample 5 -

S a0 " o .-'_ wih . _ '
#7 7" Analogously to Example 1a,b, after reacting 1-(2,4-dichlorophenyl)-2-[1,2,4]-
triazol-1-yl-ethanone with cyclopropoyl chloride there was obtained 1-(2,4-dichloro-
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The corrpounds of fornmula I and pharnaceutically acceptable salts thereof
~can be" us e ghenyDri= b2 4ltriagolsl-Yievinyl-ayeloprepancstthplic sRidrosiar as p Whilg solid with -

preparations. The @&?! maceut i cal preparati ons ons can be adm nistered

orally, e.g. i P ormof tablets, coated tablets, dragees, hard and

soft gel atine capsul es, solutions, enulsions or suspensions. However, the
10 adm nistration can al so be effected Eectqlliy e.g. inthe formin
supposi tories, or parenterally, e.qg. formof injections

sol utions WD 99/ 08678 11

PCT/ EP98/ 048@0 The co ounds of forrrul al and

phar maceut i cal |[2d<Folyl:Btisoprop ’ k1. 2:4)iaze processed with
pharmaceutically i nert [ norgam c or orgam C car riers for the production of
phar maceuti cal prepar at I ons. Lactose, corn starch or derivative thereof,
talc, stearic acid ohnalogously toiEmmph:llasb afitet redeting ﬂKé-mmlwl:ﬂmy&-@dl,’lf%azol-l-

exanpl e, as suc riers for t coat ed dr age es an
hard gel ati ne cyg éﬁ‘f‘ YZQE QP?W% b@?epqgéf(g't?lxg'zc é‘g"&?
for uannfm 2#}:3%&19 | Acftep rdastion e HCl fnadioxanahere mbmﬁnemdsdu of el

pol yol s and the |ike; depending on the nature of the active
substance no caompesigom CeHiNRHIE) MyBl e 363y r equi red in the case
of soft gelatine capsules. Water, polyols, sucrose, invert sugar, glucose
and the |ike are, for exarrple_ suitable carriers for the production
of solutions and syrups. . Adjuvants 10 Example s al cohol s, pol yol s,
glycerol, vegetable oils and the | i ke can be 'used for aqueous

i nj ection solutions of water-sol ubl e salts of corrpounds of forrrul al, but
as a rule arlg np"z.'

Analogously 1o Example 1a,b, after reacting 1-(2,6-dichlorcphenyl)-2-[1,2,4)-
triazol-1 —yl-;ethanone with benzyl chloride there was obtained 1-[2-(2,6-dichloro-phenyl)-2-
benzyloxy-vinyl}-1H-[1,2 4}triazole. After reaction with oxalic acid there was obtained a '

20  salt with the composition C17H;aN3OClp*CoH304, which decomposed at > 71°C.

26 : .

a) A solution of 15.9 g (71 mmol) of 2;2, '-_trichloroacetophenonelin 100 ml of

methylene chloride was slowly added dropwise while cooling with ice to a solution of

4.98 g (71 mmol) of tetrazole and 14.4 g (142 mmol) of triethylamine in 100 ml of

%" méthylene chloride and heated under reflux for 16 hours. The reaction mixture was added
30 to 100 ml of water and extracted three times with 100 ml of methylene chlor_idc each time,

“* The combined organic phases were dried over magnesium sulphate and concentrated in a

“vacuum. The crude product was purified by column chromatography on silica gel (ethyl



necessary. Suitable carriers for supp05|tor|es are, for exanple, natural or

har dened oil s, waxes, fats, sem-liquid or liquid polyols and the
like. 15 Mor eover, the pharmaceutical preparat] ontain
preservat i veWOSBRSEh | i zers, stabilizers, wetting gﬁ@%?i’w"&

emul sifiers, sweeteners, colorants, flavorants, salts for varying
the osnotic.- pressure, buffers, masking agents or antioxi dants They can

al so contain Stal:éti exanell wér@%ﬁ @5’&:’7§g( tZatQ&%%l- -yl-
20 : oned e medi canment a|n n oun
formula | or aethanone and msalgr(ma)nﬁ le(ﬁl#dicldmophmabﬂaewol-Z-tyheﬂnMneand a
therapeutically inertexcipient are also an obj ect of the present

i nvention, furthernore also a process for the production of such

nedi canents, whj)ch ianaleBaisB/otb Bk dxbyaﬂamaﬁiﬂgg-amdxan éhyDr P12 -gt

formula | or phar maceut i cal | y acceptabl e sal ts ereof and, if
desired, ones orethepene WPBWM%@!%HF# qbtained:2s[2 W%W'mxmnt 0

a gal eni cal dosa gether w 2 rapeutically

inert carriers.Y '%&Hﬁgig%é 0 33593?9m&¥fﬂﬁﬁug?gﬁ'P its and will, of
course, be fitted to the i ndi vidual requirements in each
particul ar case. In general, the effectiye dqQsage for oral or 30
parenteral admnistration is between 0.0Eﬁﬂﬁé—gg/kg/day, wi th a dosage of
0. 1- 10 ng/ kg/ day being preferred for all of the indications
described. The daily dosage for an adult human bei ng of 70 kg body -
wei ght accol®i g2y(41Chleroiphenyd)z: ’ Jeddheimzole . preferably

bet ween 7 and 700 ng per day. ‘

PCT/ EP98/ 04890 WO 99/ 08678 - The
fol | owi ng Exanpl es Mogmsbtm@amplqmmsﬁﬂraﬁsﬁnm b(%ehimoahenm)e'l-mame-yl-
specific ehanone with n-butyl bromide there was obtained 2-[2-(4-chloro-phenyl)-2-butoxy-vinyl]-
. 2H-tetrazole as a colourless oil. [M+H]" = 279.
156 e
’ Example 10
2-[2-(2 4-Dichloro-pheny])-2-isopropoxy-vinyl]-2H-tetrazole
20 Analogously to Example 7ab, after reacting 1-(2,4-dichlorophenyl)-2-tetrazol-2-y)-
ethanone with isopropyl bromide there was obtained 2-[2-(2,4-dichloro-phenyl)-2-isopro-
- - poxy-vinyl}-2H-tetrazole as a colourless oil. [M]" = 299,
Example 11
26

Analogously to Example 7ab, after reactmg l-(2,4»d1chlorophenyl)-2—teu'azol—2-yl-
_ ethanone with 4-methoxybenzyl chloride there was obtained 2-{2-(2, 4—d1chloro-phenyl)—2-
80 (4-methoxy-benzy]oxy)-vmyl]-ZH—ten'azole as a colourless oil. [M+HJ = 376.



novel conpounds in more detail. - 5

Exanple 1

1-[2-2-(2, 4-Di chl oro- phenyl) - vi nyI] 2-benzyl oxy-1H[1.2. 4] triazol

a) 10 g wéds@samol ) of 2,2',4°-irichioroacet ophenone weicEEFI4E0
addedportionwi se at room 10 terrperature to a solution of 93 g (134 mmol)
of triazole in 50 m of dinethylformamde - and stirred at 80[err]C for
16 hours. The reaction mixture was addeé[zj to! 5%0 m of 2N sodium

hydr oxi de sol ution and extracted three th 100 m of ethyl acetate

each tinme. The conbi ned organi c phases were dried over magnesi um
sul phate and concentrated in a vacuum The crude product was purified
by col urm chr defi4aBichlong-phegyl : bifyl-y ENZaIg aciy 8L te/rrethanol 100:5) .

2.8 g (25% of 1- (2, 4-dichl orophenyl) 2- [1 2 4]tri azol - 1-yl -
et hanone were obtained as a yell ow brown solid. b) ng. (2.62

nmmol ) of 1-§2, 4-di odaialngowoemﬂmleﬂg,bzaﬂqmﬁcamli&mch&rmmwﬁmol- - 12

m of tetrahydrofuran RIEER
1, 3- di met hyl - £HENGN %wrtﬁﬁ&ggg}gh&gﬂwwr (Obtained 1-(2.4-dighjoro-phenyl) Z-tetepzol 111
suspensi on of \Hﬁ §a§@e§@}qgioaamgbﬂrwm35me (55%| n-mneral oil)
in 15 mM of tetrahydrofuran and 5

1, 3-di net hyl - 3, 4, 5, 6-t et r ahydr o- 2(1H) pyrlm- di none (DWPU) and
stirred at roomtenperature for 3 hours%@mfter, 396 ngy (5.24
mmol ) of benzyl brom de were added and € mxture] was stirred at room
t enper - 10 ature for a further 16. hours. The tetrahydrofuran was -
renoved under $as.1addedofeo 50 n of water and
extracted thre€ ‘ ‘ et i ‘ea'C'eh time. The
conbi ned organic phases were dr| ed over magnesi um sul phate and the di et hyl

et her was renoved. i uct rif -
chroma t ogr aﬂ‘?? é'lt éﬁﬁa’ﬁﬁﬁ%‘? ‘ﬁﬁ%’gﬁ%’“ﬁ% 1)%&&?4.0'1' Skl
addi tion to m gghdnk ¥thiisopfo pfiﬂﬂaiehﬁere was obtaﬁecal-lwtm-ldmhlqw-phhwl)-z-isepm- wer e
obtained 65 ng (7% of pure 2-(2,4-dichl oro-ph

enyl ) - 2-
benzyl oxy- \nsnypt}xyiwxll-l WI%EGIV@“&?W“W’H}HHP&%%E [I\/HrH] + = 3457347.

Example 14

1-(2,4-Dichlg:c;-phenxl l—2—teu'azo!-1-1]-vmxl-4-dnmeﬂaylamo—bcnzo:c acid ester

20

- Analogously to Example 7a,b, after reacting 1-(2,4-dichlorophenyl)-2-tetrazol-1-yl-
cthanene with 4-dimethyla1_’nirio‘—benmyl chloride there was obtained 1-(2,4-dichloro-
plienyl)-2-tetrazol-1-yl-vinyl-4-dimethylamino-benzoic acid ester as-colourless crystals
with m.p. 135°C. .

-. 80 S Anﬁlogeusl'y to Exampieﬂa.b. after reacting 1-(2,4-dichlorophenyl)-2-tetrazol-1-yl-
ethanone with benzyl chloride there was obtained 1-[2-(2,4-dichloro-phenyl)-2-benzyloxy-
vinyl])-1H-tetrazole as colourless crystals with m.p. 92°C.



WO 99/ 08678 ' 13

PCT/ EP98/ 04890 B Exarrpl e 2
1-(2.4-Dichloro-phenyl)-2-[1.2.4]triazol e-1-vinyl-benzoic acid este 5
Anal ogous| y Wo9sms6M e 1a,b, after reactjn PCI/EPS8/04850

1- (2, 4-di chl orophenyl)-2-[1, 2, 4] - ]II’I azol - 1-yl - et hanone wi th benzoyl

chloride there was obtai ned pure 1-(2,4-dichl oro-
phenyl)-2-[1,2,4]triazol e-1-vinyl -benzoic acid ester. After reaction with

oxalic acid there was obtained a salt of the conposition
C[err]H[err]N[err]qerr]CI[err] 2 Clerr Exhmpleli6f err] with a nelting point
13 10 Exanple 3

1 (2, 4- D|chI oro phenyl)-2-[1.2.4]triazol - 1- yI vi nyl - acetic acid ester 15
Anal ogously to,l | imidazole '

1- (2, 4-di chl or : yI-¢et hanone w th acetyl
chloride theére was obta| ned 1 (2, 4-di chl oro- phenyl) - 2-

[1,2,4]triazol - )1 yI Vi né/ws@qgﬂgnﬁghgaﬁg}ﬁsaﬂiﬁ %H&lﬂ&@mﬁwzo

127[err]C

1-[2-(2,4-D Chlixﬁid@qu&lthexxelv)as%mmehGKEMdﬁgroyhmyl)-]z-(lﬂ-xinmﬁomn-ylmme
Anal ogously to Exanple la,b, after reacting

1- (2, 4-di chl orophenyl )-2-[1, 2, 4] - triazol -1-yl-ethanone with

cycl Ohexyl trl b) at eAhheg@slgaaEﬁ l_Elb']BCkfibrfeaclﬁ% ﬂm-aihine henyD-2-(1H-imidazol)-
pbenyl ) - clo ex&oxy vinyl ] [1 triazole as ite solid with
m p. 84C 0 1-yl-ethanorie with 1sopropy] brormde there was o tamed l-[2- 4-dichlopgrpbenyl)-2-

isopropoxy-vinyl}-1H-imidazole, which was isolated as a salt of the composition
C14H14C1:N,0+HCl with m.p. 184-186°C.

_ Analogously to Example-lGa,b, aftﬂ' ieacting' 1-(2.4-dichlorophenyl)-2-(1H-
iﬁdml)-l -yl-ethanone with n-butyl l_:romide there was obtained 1-{2-(2,4-dichloro-
20 phenyl)-2-butoxy-vinyl]- lH—imidazole.. which was isolated as salt of the g:omposiﬁon_ '
C15H1¢ClaN,O-HCI with m.p. 205-207°C. o



1- (2. 4- Di chl or o- phenyl )-2-[1. 2. 4] tri azol - 1- yl - vi nyl - cycl opr opanecar boxyl i e

acid ester 30 80 Anal ogously to Exanple la,b, after reacting
1- (2, 4-di chl orophen I) 2-[1,2,4]- triazol -1-yl-ethano 48;54890
cycl opr opoylW ‘Bﬂf’?}ﬂ de there was obtai nqg 1-(2,4-dichl oro- Péwﬁb

99/ 08678

PCT/ EP98/ 04890

phenyl)-2-[1,2,4]triazol -1-yl -vi nyl - cycgEpagieanecar boxylic acid ester as a
white solid with mp 108[err]C.

Example 6 5 1-[2-(4-Tolyl)-2-isopropoxy-vinyl]-1H[1.2.4]triazole
Anal ogously to Exa

1~ (4 methyl phenyl ) T@Abﬁ?l%tﬁﬁoﬂg&ﬁ%&@ﬁ&ﬁﬁoﬂgmp ed'in the usual manner:

rraz hanone. W i |sopropyl
brom de there was obtained 1-[2-(4-tolyl)-2- |sopropoxy vinyl]- 10
1H[1, 2, 4]tr|azole After reaction with -HO in dioxan_t e was obtained a
salt of the® conposition Clerr]JH err]Nerr]Jerr] ; H[err] = 243.
Exanmple 7 15
1-[2- (2. 6-Di chl or oApthweriygredientbenzyl oxy- vi nyI] 1H[ 1. 2. 4] t10wzol e

Powd. lactose . 95

‘White corn starch - ' - 35
Polyvmylpynohdone _ - _ | 8

10 Na carboxymethylstarch : - 10
. 'Magnesmm stearate : | ' | 2

" Tablet weight 250

Tablets of the following composition are produced in a conventional manner:
ablet.
" Active ingrediént 200
20  Powd.lactose 100
‘White corn starch 64
Polyvinylpyrrolidone 12
Na carboxymethylstarch 20
Magnesium stearate 4
25 Tablet weight 400



Anal ogously to Exanple | ab, after reacting

1- (2, 6-di chl orophenyl)-2-[1, 2, 4] - triazol-1- yI. et hanone with benzyl
chl oride there was obtained 1-[2-(2, 6- dlchloro phenyl ) - 2-
benzyl oxy- viwegbgossts- [ 1, 2, 4] triazol e. reaction with XCHERREPR here

was obtained a 20 salt W|th t he corrp05| on Clerr]Herr]Nerr]Od[err]
Cerr]Herr]Jerr], which deconposed at > 71[err]C

Exanpl e 8
2-[2- (2, 4- Di chl or o- phenyl ] - 2- but oxy- vi nFRE8S | > 4]tetraole 25 a)
A solution of 15.9 g (71 mol ) of 2;2' 4 trichl oroacetophenone in 100 m of

met hyl ené chl oride was sl owl y added dropw se whil.e cooling with ice to a
sol ution of 4. Gapsyles of thefoflpyingco %‘%P‘Sﬂ'éf"%ﬂ 4 g (142 mol) of
triethylamne in 100 m of met hyl ene chl ori de and heated under refl ux
for 16 hours. The reaction m xture was added 30 to 100 ml of water and
extracted tisree times with 100 mi of nethyl ene chl or meikapsde, tine. - The
combi ned organi c phases were dried over nmagnesium sul phate and concentrat ed
in a vacuum roduct was purified by colu hr omat ogr aphy
on silica gel (et hyP&e%é*g&ﬂ&D 99/ 08678 e

PCT/ EP98/ 04890 Cryst. lactose ' ~ - 160

acet at e/ hexane 1:1),.. Ther.e. .wer ained 4.75 g (26% of
1- (2, 4- di chl or 0) - 22 m&‘@h&‘@‘f’% et hanone and 7. 80 93?43% of

1- (2. 4-di chl orophemak) - 2-tet razol 2-yl - et hanone." b) $\nal ogously to
Example I'b, after reacting 2, 4-di chl or ophenyl ) - 2- t et razoi-_z-yl - 5
et hanone wi}h n- buWB“%lf"é‘Pﬁ here was obt ai ned

2-[2-(2, 4-di chl oro- phenyl) - 2 but oxzy- \capsdl&fiﬁlv&e{ght asd]tetrazol e as a
col ourl ess oi_I . [I\/H—I] [err] = 313. o

e The active 1ngredxent havmg a suxtable paruc]e sxze, the crystallme lactose and the
R mlcrocrystalhne cellulose are homogeneously nuxed thh one another, sxeved and
thereafter talc and magnesxum stearate are adnuxed. The fimshed mixture is filled into
16 hard gelatine capsules of suitable size..



Exampl e 9 10 2-r2-(4-Chl oro-phenyl)-2-butoxy-vinyl]-2H][1. 2. 4]tetra20le
Anal ogously to Exanple 7ab, after reacting

1-(4-chlor @hen% -2-tetrazol - 2-yl - et hanone with n- @&)ﬂpggmm de
there was o B2 [ 2- (4-chl or o- phenyg) - 2- but oxy-vi nyl | -
2Htetrazole as a colourless oil. [MtHi[err] = 279. 15

Exanpl e 10

2-r2-(2.4-Dichl oro-phenyl)-2-isopropoxy-aimmd | - 2H t etrazol'e 20
Anal ogously to Exanple 7ab, after reacting

1- (2, 4-di chl orophenyl)-2-tetrazol - 2-yl - et hanone w t

with isopropyt
brom de there was ltemasphenyl ) - 2-i so
poxy-vinyl]-2Htet ragﬁ%gﬁgg&o{\%ﬁggﬁg&@m | . a‘[)l\/] [err] = ﬁiﬂ“\\“‘“ \‘\“\ “\
Exanple 11 25
2-[2-(2, 4-Dichl oro-phenyl ) - 2- (4- met hoxy- benzyl oxy) - vi nyI] 2H—tetrazo|e
Anal ogousl y to Exanple 7a,7b, after reacti@®
1- (2, 4-di cbl orophenyl )-2-tetrazol - 2-yl
chloride there was obtained 2-[2-(2, {

(4- met hoxy- benzyl oxy) -vi nyl ] - 2Ht &; > as a coI oyrless. oil Thit MEEIHLE8L) r

=L L L L N 71T

wherein

R signifies halogen or lower alkyl;

n signifies 0-3; N
10 R!  signifies lower alkyl; cycloalkyl; benzyl optionally substituted by hydroxy, halogen,
T Jower alkoxy or lower alkyl; benzoyl optionally substitated by amino, Jower alkyl-
- ammo or d1-lower a]kylarmno, acetyl or cycloalkyl-carbonyl and

signifies an aromiatic 5-membered residue which is bonded via a N-
{ atom and which contains further 1-3 N atoms in addition to the linking N atom,
15 as well as their pharmaceutically acceptable salts as therapeutically active substances. -

© 2. Useof compounds of general formula ] in accordance with ciaim 1 for the
control or prevention of acute and/or chronic neurological disorders and, respectively, for
the production of corresponding medig:aménts.
20 . '
3. Use of compounds of general formula I in accordance with claims 1 and 2,

wherem

R signifies chlorine,
‘25 n - signifies 1 or 2, -
R signifies lowgr alkyl, cyclohexyl or benzyl and

@ signifies an aromatic 5-membered ring which is bonded via a N atom
and which contains further 2 or 3 N atoms in addition to.the linking N atom.



Exanple 12 - 1- (2, 4- Di chl or o- phenyl ) - 2-tetrazol - 1-yl - vi nyl - benzoi ¢ acid
ester 5 Anal ogously to Exanple 7ab, after reacting _

1- (2, 4-di chl orcphenyl)-2-tetrazol -1-yl - et hanone with benzoyl chloride
there was olgmonests1- (2, 4-di chl oro-phenyl,-2-tetrazol - |-yl PCT/EP98/04890 '

vi nyl -benzoic acid ester as a colourless™oil.~fMlerr] = 360.

Exanple 13 10 .
1-[2- (2. 4-Di chl oro-phenyl ) -2-i sopropoxy-vi nyl] -{Ui'heqtﬂmbﬂeplaced

Anal ogously to Exanple 7ab, after reacting-
1- (2, 4-di chl oropheqylﬁs-e%ft etrazol -1-yl - eth - ”propyl
triflate there was obtai ned 1-[2-(2, 4-dichl oro-phenyl)-2- - 15

poxy-vinyl]-1Htetrazole as a white powder with mp. 82C.

Exanpl e 14 . : ' vinvIl-1H- :

1- (2. 4-Di chl oro- phléwyﬁz)%‘?#mpﬁ‘?ﬁnﬁquhﬁﬂgﬂ 2‘!'?5}? %&Rﬁ’%ﬁaﬁ%g'benzoi c acid
ester 20 5  Anal-poEusdivhibo-phemyp-benzploxy-ainyl- 1 H-eaazolé)g

1- (2, 4-di chl orohe% ‘ t hanone with

Fm-Z-t tazol - L-yl-
4- di met hyl ami no-b E%WW%PS@JB%%%?’@VE@%‘S% 1- (2, 4-di chloro- -
phenyl) - 2-tetrazol r.ézmwawheﬂimmﬁmpammmm ghgester as
wth mp. 135[err]C 25 -

colourless crystals

Exanple 15  1-] Z-K-E-@WWMkWWQﬁBEH%H%M%] _1Htetrazol e

in accordance with claim 3.
10 ' |
- . . 5. Compounds of general formula I, wherein R and R! have the significances given

in claim 1 and \—/ signifies an aromatic S-membered ring which is bonded via a N atom
and which contains further 1 or 3 N atoms in gddition to the linking N atom. '

6. Compounds of general foﬁpﬁla I,whemm Rand - have the significances -
15 set forth in claim 1 and R1 signifies _cycloalkyl.’ '

7. 1-[2-(2,4-Dichloro-phenyl)-2-cyclohexyloxy-vinyl]-1H-{1,2,4}riazole in

accordance with claim 6.

20 8. A process for the manufacture of compounds in accordance with claims 5-7,
which process comprises alkylating or acylating a compound of the formula

oS

RS

"

i

_ wherein R; n and @ have the signiﬁcanc_es given in claim 1,
256 and, if desired, converting a compound of formula I obtained into a pharmaceutically
. acceptable salt.

I



30 Anal ogousl'y to Exanple 7ab, after reacting - .
1- (2, 4-di chl orophenyl)-2-tetrazol -1-yl - et hanone with benzyl chloride

t here was obt ai 1-[2- (2, 4-di chl or o- phenyl ) - 2- benzyl oxy+

vinyl ] - 1H t &9% @8&8 as colourless crysgals wth mp. 92C PCTEPIRIO4329
99/ 08678 17 PCT/ EP98/ 04890 .
Exanple 1 6 '

1-[2-(2.4-Dichloro- phenyl ) - 2-isopropoxy-vinyl]-1Him dazole 5 a)

Anal ogously to Exanple la, after reacting 2,2',4 -trichloracetophenone wth
i mi dazol e there wad- §9mpoprds in accordance with claims 5-7 for use as therapentically active

1(24d|chlor )-2-(1H i m dazol)-1-yl-ethanone. b)
Anal ogously t3 anmpl'e 1b, after reacting
1- (2, 4-di chl orophenyl ) -2-(1Hi m' dazol )- 10 |-yl -ethanone w th isopropyl

b de t h 2, 4-di chl
i ;g[)nr ogoxye ?n\),/\?]s %ﬁF ﬁﬁf gfj?gf ‘&ﬂ ‘g' ?”é@ﬁ%&&lé“ﬁ © goptiol g preygution of
conposi ti on 1]mesﬁsﬁéspédrilbrfbﬂtﬁéeﬁﬂh]ol\5@rﬁ]eﬁhdﬁf acité Bndforfchronddineb@Sibge4ll C.

Exanpl e 17 1- 4- Di chl oy o- phenvl ) - 2- but oxy-vyi nyl ] - 1Hi m dazol e
Anal ogousl y t&‘%&d&ﬁ‘p#’é'é?ﬁ‘ ively, ?‘&‘WP&?@W%"HEE‘W‘W&NMW )-2-(1H

11. A medlcament contammg one or more compounds of genera.l formulaIand a
- 10 thcrapcuncally inert excipient.

12. A medicament in accordance with claim 11 for the control or prevention of
illnesses, especxally for the control or prevennon of acute and/or chronic neurologlcal
disorders. o

15 "

13 The mvennon as hemm descn‘bed. _

*#*
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i m dazol ) - 1-yl - ethandne with n-butyl brom de hele was .oftai néd "™°% .**..*".
1-[2-(2, 4-dichl oro- 20 phenyl)-2-butoxy-vinyl §-"1H i mi gezdles whi (:F'n vvas-o'n;
i solated as salt of the conposition Cert] H[err] e[ étr] N['ﬁelf],,(i).-?ldg .-
with mp. 205-207C WD 99/ 08678 - :
PCT/ EP98/ 04890 Example A  gpO-Munich

Tabl ets of the follow ng conpositions are produced in the usual manneP

; tablet 9% Juli 1998
Active ingredient Heterocyclic vinylethers a t neurological 2

I?,gct 0s€ Po | yvin yTBEIP’fe&ﬂtdBWémon is concerned mt%ﬁ:eterocychc vmw e&xgrscog'ﬁ%[g L8laf h

Na car boxymet hyfosﬁﬁlac 10 Magnesi um
Sstearate 2

Tabl et wei ght 250 : Exanpl e B 15
Tabl ets of the follow ng conposition are producedgtn a_conventi onal nmanner
ng/ t abl et . Active ingredient o~ 200

™
Rn 1

wherein
R signifies halogen or lower alkyl;
10 n signifies 0-3;
Rl  signifies lower alkyl; cycloalkyl; benzyl optionally substituted by hydroxy, halogen,
lower alkoxy or lower alkyl; benzoyl optionally substituted by amino, lower
alkylamino or di-lower alkylamino; acetyl or cycloalkyl-carbonyl; and

@ signifies an aromatic 5-membered residue which is bonded via a2 N-atom and which
15 contains further 1-3 N atoms in addition to the linking N atom,
ST as well as their pharmaceutically acceptable salts for the treatment or prevention of
 illnesses.

Some triazole derivatives which fall under formula I have been known for a long
20 time. They are described e.g. in European Application No. 079 856 for use as active
' substances for agrochemical pest control, preferably for the control or prevention of an
attack by'microorganisms Furthermore, imidazolyl and triazolyl vinyl ethers of formula I
are described in DE 3417468 and DE 2839388, having fungizide and bacterizide activity in
ammals and/or humans.

It has surprisingly been found that the compounds of general formula I are
metabotropic glutamate receptor antagonists and/or agonists.

In the central nervous system (CNS) the transmission of stimuli takes place by the
30 interaction of a neurotransmitter, which is sent out by a neuron, with a neuroreceptor.

Pop/So 30.4.98
: AMENDED SHEET
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20 Powd. | actose 3o 03 “Treee 1G0T Ty
White corn starch 2 : Gd 5, S5 8 ot
Pol yvi nyl pyrrol i done il Na "
car boxymet hyl st ar ch 20 Magnesi um
stearate : 4 25

Tabl et wei ght 400 WO 99/ 08678 19

PCT/ EP98/ 04890 L-Glutamic acid, the most commonly occumng neu.rgﬁ‘ﬁﬁ'ﬁh&ez% the CNS, plays

Capsul es of the foIIovmn conposi ti on: are r oduce
ng}o capsul e a critical pole }%@lar%@ of physiological processs The glutamate-dependent

50 @ét% divided into two main . st main ligand-
M crocryst al I [ ne celf ersare videc ntotiwo groups Theﬁ§4 groupfo?;%fc d
5 10 Mag ,m‘tmké ion¢henaels. The metabotropic glutamate receptors (mGluR) belongto the

g:lrotsrjlzfef Is: Izewegt %&Ecrystgdrl IPned1 actose aﬁ%ﬁd%@o'tﬂgﬁﬁﬁiﬁg gﬁ%&@l [ ngfe‘&'r%?e%&s

cel l ul osg. are honobgeneously m xed wi th one another, sieved and
thereafter talc and nmagnesi um stearate are adm xed. The finished m xture is

filled into 15 hard gelatine capsules of suitable size.
At present eight different members of these mGluR are known and of these some

10  even have sub-types. On the basis of structural parameters, the different influences on the
synthesis of secondary metabolites and the different affinity to low-molecular weight
‘chemical compounds, these eight receptors can be sub-divided into three sub-groups:

mGluR1 a.nd mGluRS5 belong to group I, mGluR2 and mGluR3 belong to group II
15 and mGluR4, mGluR6, mGluR7 and mGluR3 belong to group 1.

The ligands of the metabotropic glutamate receptors belonging to the second
group can be used for the treatment or prevention of acute and/or chronic neurological
20 disorders such as restricted brain function caused by bypass operations or transplants, poor
blood supply to the brain, spinal cord injuries, head injuries, hypoxia caused by pregnancy,
cardiac arrest and hypoglycaemia. : '

Other treatable indications in this connection are Alzheimer's disease, Huntington's
25  chorea, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, eye injuries,
retinopathy, cognitive disorders, idiopathic parkinsonism dr parkinsonism caused by
medicaments as well as conditions which lead to glutamate-deficiency functions, such as
e.g. muscle spasms, convulsions, migraine, urinary incontinence, nicotine addiction,
psychoses, opiate addiction, anxiety, vomiting, chronic pain, dyskinesia, depressions and
30 . pains.

Objects of the present invention are the use of compounds of formula I and of their
- pharmaceutically acceptable salts as therapeutically active substances for the production of
35 medicaments, as well as medicaments based on novel compounds, novel compounds of

AMENDED SHEET
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Cl ai s . . 1. The use of carrpQunds .of ,gener.al Jd@rmua ..

[err] 5 : V\/nerel n & AR 8 oSl-inil eE .t
hal ogen or | ower alkyl; §gu| fieg O';i' L.t o oe
Rl err] signifies |ower alkyl; cycl oaI kyl; benzyl optionally substitut ed

by hydroxy, hal ogen, ' Iomer al koxy or | ower alkyl;
benzoyl optionally substituted by am no, |ower alkyl -
am no or di-lower alkylamno; acetyl or cycloal kyl -carbonyl; and

[err] sidg \?\,;1 fi ﬁﬁorﬁ{iﬂﬁl ﬁmfh%‘.ﬁe!r ;ﬁmmzbmdyraesepﬂalﬂeydcijucsi ssambaq:r:’:ﬂnlnaéeuacﬂ&y active
at om an i ch gontains furt n addi to the
at om s‘ﬁ’f?nﬁs %élﬂF o x %t"hgf?“ qs&egqu%hedagfg °é‘°é for

t he production of nedicanents for the control or prevention of acute
and/-or chroni c neurol ogi cal disorders. 2. Thf use of

conpounds of generaNdva}mmlaoundsnfﬁnmlad'ameesmmﬂyﬂkmmwmebamiR have the

R signifies chlorine, n signifies 1 or 2,

R1 signifies lower alkyl, cycl oI or benzyl and [err]

signifies an aﬁgim&ﬁce@veﬂmveihd Rg’ \signifies ian abormalic!5-membertd singWhich is
bonded via a N atom and which contains further 3 N atoms in addition to the linking

N atom or wherein R has the sigm':ﬁcance_ given above, @ signifies an aromatic 5-
membered ring which is bonded via a N atom and which contains a further 1- 3 N atoms in

10 addition to the linking N atom and R1 signifies cycloalkyl.

The term "lower alkyl” used in the present description denotes straight-chain or
branched saturated hydrocarbon residues with 1-7 carbon atoms, preferablythh 1-4
 carbon atoms, such as methyl, ethyl, n-propyl, i-propyl and the like.
15 .
The term "cycloalkyl" denotes cyclic saturated hydrocarbon residues with 3-7
carbon atoms in the ring, such as, for example, cyclopropyl, cydobutyl, cyclopentyl,
"7 cyclohexyl and the like.

20 . The term "lower alkoxy" denotes lower alkyl residues in the sense of the foregoing
definition which are bonded via an oxygen atom.

The term "halogen" embraces fluorine, chlorine, bromine and iodine.

25 In the scope of the present invention those compounds of general formula [ in
which R signifies chlorine, n is 1 or 2, R signifies lower alkyl, cyclohexyl or benzyl and

1 o slgm.ﬁa an aromatic S-membered ring which is bonded via a N atom and which

; . contains further 2 or 3 N atoms in addition to the linking N atom are preferred for use as
therapeutically active substances.

30.
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an% v(\)n c% contains further 2 or 3'N atoms in addltlon ta the..l LIU(I ng.. ..

>y o8 >

atom 25 3. The use of" 28 oo, _; AR S
1-[2- (2, 4-di chl or o- phenyl ) - 2- cycl oheyl oxy- w:rq]. 1H-L:L,2..4] PI.AZD] €, ee® oo
1-[2- (2, 4-di chl or o- phenyl ) - 2- benzyl oxy-vinyl]-1Htetrazol e, -

2-[2-(4-chl oro-phenyl)-2-butoxy-vinyl]-2Htetrazol e, 30

1-[ 2- (4-chl or o- phenyl) - 2- but oxy-vinyl ] -1H[1, 2, 4] tri azol e and

1-[2- (2, 6-di chl oro-phenyl)-2-butoxy-vinyl] -1H[1,2 4]triazole

i n accordance with claim?2. Clim€onpounds of gener aleloégﬁ?ﬁha
I, wherein R and Rlerr] have the significances given in cl iméu]aﬁgg
[err] signifies an aromati-c-5-menbered ringwhich is bonded via a sa{-‘

andwhi ch cont ai ns flurfyaaise 3f Sbrapaitilsiof gattedl foxmulao t he I'i nkung N at om
5. Compounds of general fornula I, wherein R aqd [err] have the

oo canges sel - forthin claim 1 and % ”9”'“es“fﬂﬂfﬂillmlﬂllllllﬂlll

1-[2-(2, 4-Di chl or o- phenyl ) - 2- cycl ohexy trtazol &
accordagnce with claimb.

5

wherein
R signifies halogen or lower alkyl; -
n  signifies 0-3;
10 Rl signifies lower alkyl; cycloalkyl; benzyl optionally substituted by hydraxy, halogen,
lower alkoxy or lower alkyl; benzoyl optionally substituted by amino, lower alkyl-
amino or di-lower alkylamino; acetyl or cycloalkyl-carbonyi; and

@ signifies an aromatic 5-membered residue which is bondedviaaN- |
atom and which contains further 1-3 N atoms in addition to the linking N atom,
15 as well as their pharmaceutically acceptable salts for the production of medicaments for the
o control or prevention of acute and/or chronic neurological disorders.

2. The use of compounds of general formula I in accordance with claim 1, wherein
R signifies chlorine, |
20 n_ signifieslor2,
Rl signifies lower alkyl, cydohexyl or benzyl and

signiﬁes an aromatic 5-membered ring which is bonded via a N atom
and which contains further 2 or 3 N atoms in addition to the linking N atom.

25 3. Theuseof

1-[2-(2,4-dichloro-phenyl)-2-cyclohexyloxy-vinyl}-1H-{1,2,4]triazole,
1-[2-~(2,4-dichloro-phenyl)-2-benzyloxy-vinyl] - 1H-tetrazole,
2-[2-(4-ch10ro-phenyl)-2—butoxy—vmyl]-2H-tetrazole,

30 1- [2—(4-chloro-phenyl)-2-butoxy-vmyl]-1H~{1,2,4]tnazoleand
1-[2~(2,6-dichloro-phenyl)-2-butoxy-vinyl]-1H-[1,2,4] triazole

" AMENDED SHEET
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7. A process for-:the manufacture of corrpounds-;q accQrelgnee Wi fveef ai mg 4+

to- 6, whi ch process conprises al kyl ati ngzm.acyl a;‘l.ng. a‘cctrmbund.df .ed
formula 15 wherein R [err} < ands&s %aVe tdles ve’ o0
sigificances given in claim1l and, i f desired, converting a conpound
of formula | obtained into a pharmaceutically acceptable salt. 20

8. Compounds i njpscerdiacewithiclaim@ ains 4 to 6 for use as therapeutically
active subst ances. 9. The use of conpounds in accordance
with clains 4 to 6 in the control or 25 prevention of illnesses, especially

for the control or pre&%ﬁ&?‘ e prgg&q%[aqrwg eﬂ{‘RCandehagEHi@JiQﬂﬁ&ﬂllcesgiven

di sorders and respective 1’dn 0 correspon
medi canment s. . A medi cament cont ai n| ng one or nore

Z(I\)/rErIEI(II))ErE])dZHgICETd ?Agg,@b é 9 s1gmﬁesa.natrtr)]r%rtallé3 i le&' P BoRAE Via 2R atom
EP 00980 5 andwh1chcontamsﬁ1rther3NatqmsmaddmontothelmkmgNatom.

'.4.

s

- 5. Compounds of general formula ], wherein R and @ have the significances set
forth in claim 1 and R1 signifies cycloalkyl.

10 " 6. 1-[2-(2,4-Dichloro-phe_ny1)-2-cydohexyloxy—vinyl]'—1H[1,2,4]triazole in
accordance with claim 5. : '

7. A process for the manufacture of compounds in accordance with claims 4 to 6,
- which process comprises alkylating or acylating a compound of formula

15
S
DI | . & J
o
_ wherein R, @ and n have the significances given in claim 1 and,
if desired, converting a compound of formula I obtained into a pharmaceutically
acceptable salt. -

20

8. Compounds in accordance thh claims 4 to 6 for use as therapeutlcally active
substances.

| 9. Theuseofcompoundsmaccordancemthdaxms4to6mthecontrolor
25 prevuon of illnesses, especially for the control or prevention of acute and/or chronic -
~ neurological disorders and respectively, for the production of corresponding medicaments.

10. A medicament containing one or more compounds of claims 4 or 5and a

therapeutically inert excipient. | /

i

0 . (AR

AMENDED SHEET



28-07-1399 EP 00980
11.. A nmedi canent, in accordance with cI aim 10 Jor, the gontrol Qgr preventign

of i 1l nesses, espeC| ally for theg mﬂt rol* ot ° .pl’evEntl Qn of acut:e
and/ or chronic neurologlcal di sofs ers

.
‘eeee “ C. . .. ..

11. A medicament in accordance with claim 10 for the control or prevention of
illnesses, especially for the control or prevention of acute and/or chronic neurological
disorders. ' ’

A%

- Ry mm
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