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PCT/ EP98/ 04266 Pyri di ne derivatives The invention relates to the use
of 2-aryl al kenyl -, 2-heteroaryl al kenyl -, 2-arylal kynyl -, 2-

het er oaryl al kynyl -, 2-arylazo- and 2-heteroaryl azo-pyrdi nes for rmdul ating
t he actlvw“yo% ng URs and for treating m3d uR5 nedi ated dis

phar maceutica rrp03|t|ons for use in such therapy, as well as to novel
2-aryl al kenyl -, 2-heteroaryl al kenyl -, 2-aryl al kynyl -, 2-heteroaryl al kynyl -
2-aryl azo- and 2-heteroaryl azo-pyridines. It has been found that

2-aryl al kenyl -, 2-heteroaryl al kenyl -, 2-aryl al kynyl -, 2- :
het er oar yp@ﬁpa;@em,at&ﬁ yl azo- and 2-heteroaryl azo-pyridi nes including the

pharmaceutically acceptable salts (hereinafter agents of the invention) are
useful as rmdul ators of nmd uRs. Modul ation of md uRs can be denonstrated in
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assays and functional assays such as second messenger assays or measurement of

changes in intracellular calcium concentrations. For example, measurement of the inositol
phosphate turnover in recombinant cell lines expressing hmGluR5a showed, for selectsd
agents of the invention, ICs, values of about 1nM to about S0uM.

In particular, the agents of the invention have valuable pharmacologicat properties. For
example, they exhibit a marked and selective modulating, especially antagonistic, action at
human metabotropic glutamate receptors (mGluRs). This can be determined in vitro for
example at recombinant human metabotropic glutamate receptors, especially PLC-coupled
subtypes thereof such as mGIiuRS, using different procedures like, for example,
measurement of the inhibition of the agonist induced elevation of intracellular Ca®
concentration in accordance with L. P. Daggett et al. Neuropharm. Vol. 34, pages 871-886
(1995), P. J. Flor et al., J. Neurochem, Vol. 67, pages 58-63 (1996) or by determination to
what extent the agonist induced elevation of the inositol phosphate turnover is inhibited as
described by T. Knoepfel et al. Eur. J. Pharmacol. Vol. 288, pages 389-392 (1994), L. P.
Daggett et al., Neuropharm. Vol. 67, pages 58-63 (1996) references cited therein. Isolation
and expression of human mGIuR subtypes are described in US-Patent No. 5,521,297.
Selected agents of the invention showed 1G5, values for the inhibition of the quisqualate-
induced inositol phosphate turnover, measured in recombinant cells expressing hmGluR5a
of about 1nM to about 50uM.

Accordingly the invention relates to agents of the invention for use in the treatment of
disorders associated with irregularities of the glutamatergic signal transmission, and of
nervous system disorders mediated full or in part by mGluRS.
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The invention also relates to the use of agents of the invention, in the treatment of disorders
associated with irregularities of the glutamatergic signal transmission, and of nervous
system disorders mediated full or in part by Group | mGluRs.

Furthermore the invention relates to the use of agents of the invention for the manufacture
of a pharmaceutical composition designed for the ireatment of disorders associated with
irregularities of the glutamatergic signal transmission, and of nervous system disorders
mediated full or in part by Group | mGluRs.

in a further aspect the invention relates to a method of treating disorders mediated full or in
part by group | mGIuRs (preferentially mGIluRS) which method comprises administering to a
warm-blooded organism in need of such treatment a therapeutically effective amount of an
agent of the invention.

In still a further aspect, the invention relates to novel 2-arylalkenyl-, 2-hsteroarylatkenyl-, 2-
arylalkynyl-, 2-heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo-pyridines and their salts,
and to a process for preparing them.

Moreover the invention relates to a pharmaceutical composition comprising as
pharmaceutical active ingredient, together with customary pharmaceutical excipients, a
novel 2-arylalkenyl-, 2-heteroarylatkenyl-, 2-arylalkynyl-, 2-heteroarylalkynyl-, 2-arylazo- or
2-heteroarylazo-pyridine or a pharmaceutically acceptable salt thereof.
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WO 99/ 024 %Arboxy, esterified carboxy, amidated carboxy, unsubstituted or lower alkyl-, lower alkoxy-,

PCT/ EP98/ 4289 and/or trifluoromethyl-substituted N-lower-alkyl-N-phenylcarbamoyl, lower alkoxy,
halo-lower alkyl or halo-lower aikoxy,
R. denotes hydrogen, lower alkyl, carboxy, esterified carboxy, amidated carboxy, hydroxy-
lower alkyl, hydroxy, lower alkoxy or lower alkanoyloxy, 4-(4-fluoro-benzoyi)-piperidin-1-yi-
carboxy, 4-t.-butyloxycarbonyl-piperazin-1-yl-carboxy, 4-(4-azido-2-hydroxybenzoyl)-
piperazin-1-yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-piperazin-1-yi-carboxy,
R, represents hydrogen, lower alkyl, carboxy, lower alkoxy-carbonyl, lower alkyl-carbamoyl,
hydroxy- lower atkyl, di- lower alkyl- aminomethyl, morpholinocarbonyl or 4-(4-fluoro-
benzoyl)-piperidin-1-yl-carboxy,
R4 represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl, lower
alkylamino-lower alkyl, di-lower alkylamino-lower atkyl, unsubstituted or hydroxy-substituted
fower alkyleneamino-iower alkyl, lower alkoxy, lower alkanoyloxy, amino-fower alkoxy, lower
alkylamino-lower alkoxy, di-lower alkylamino-lower alkoxy, phthalimido-lower alkoxy,
unsubstituted or hydroxy- or 2-oxo-imidazolidin-1-yl-substituted lower alkyleneamino-lower
alkoxy, carboxy, esterified or amidated carboxy, carboxy-lower-alkoxy or esterified carboxy-
lower-alkoxy,
X represents an optionally halo-substituted lower alkenylene or alkynylene group bonded
via vicinal unsaturated carbon atoms or an azo (-N=N-) group, and
Rs denotes an aramatic or heteroaromatic group which is unsubstituted or substituted by
one or more substituents selected from lower alkyl, halo, halo-lower atkyl, halo-lower alkoxy,
lower alkenyl, lower alkynyl, unsubstituted or lower alkyl-, lower alkoxy-, halo- and/or
trifluoromethyl-substituted phenyl, unsubstituted or lower alkyl-, lower alkoxy-, halo- and/or
triflucromethyl-substituted phenyl-lower alkynyl, hydroxy, hydroxy-lower alkyl, lower
alkanoyloxy-lower alkyl, lower alkoxy, lower alkenyloxy, lower alkylenedioxy, lower
alkanoyloxy, amino-, lower alkylamino-, lower alkanoylamino- or N-lower alkyl-N-lower
alkanoylamino-lower alkoxy, unsubstituted or lower alkyl- lower alkoxy-, halo- and/or
trifluoromethyl-substituted phenoxy, unsubstituted or lower alkyl- lower alkoxy-, halo- and/or
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wherein R err] denotes hydrogen, |ower alkyl, hydroxy-Ilower alkyl |ower

al kyl -am no, piperidino, carboxy, esterified carboxy, am dated carboxy,
unsubstituted or |ower alkyl-, |ower alkoxy-, hal o- and/or

trifluor omHh§H248bst i t uted N-1ower-al kyl - N- phenyl car banoy| PCTERE#/04266 oy,
hal o- 1 ower al kyl or hal o-1 ower al koxy, R4 denot es hydr ogen, | ower al kyl,
carboxy, esterified carboxy, am dated carboxy, hydroxy- |ower alkyl,

hydr oxy, |ower al koxy or |ower al kanoyl oxy,

At but v OOHER B PsRRleondiiblyer SRORE B carba, srtaried setvr, pmidesed ) -

pi per azi n-darboxy; cyanbpearboxy-ibweralkylanino? estediierkgarlexyddeebalkylaminp; amjdatedzi n- 1

Y ocr DO reddy ol SSRREIRISHEGR ahMinc oflhod A ng T

al kyl - amﬂ#ﬁﬂ*ﬁé‘ﬁ'ﬁ?-l nitrea ARG 'PWBE:%!FXH@THV'P- G‘r“’ﬂe'(ﬁzwﬁﬂ'@%acmg@)fﬂ‘ﬁcﬂrhb&w&! in-1
R e e,

ydar oxy-

di -1 ower J1Sk8rPERY] E‘/?&'efé AMYIq&AC TRY é'ﬂs'fhs}/ Ygwe W%%d | ower
a: kyl enearalmcyl Q%Fanﬂ/sytnﬂubmh%kwwteﬂovver al kanoyl oZy am no- | owner

ot nat | i dsteathy PhReey (AEios 3 Bttton ey Rl Reuk MABR, PR BN Ui . 1
-yl - subst ioxitles dind dhwir pharinaceutically acceptalla sallskoxy, carboxy, esterified or
am dat ed carboxy, carboxy-|ower-al koxy or esterifi-ed carboxy- | ower-al koxy,
X represents an optionally hal o-substituted | ower al kenyl ene or al kynyl ene
group bonde&mRAuAdg p&fqﬁ@ulajrr@atnarbaﬁ@cure‘wwav éﬁr@rﬂs:r%admna%s,(andﬂmpwap,

and E[ ter { lof wmrﬂﬁtaalhaahg ré&fdtngreupéwmh? FoTRT SHNB With HAEes! [CoMpdURdS of formula |
unsupsti

e e B 4 0408 g Bt SRS o b el

| ower al kgaig., unsubstituted or |ower alkyl-, |ower alkoxy-, halo- and/or

Also included are both total and partial salts, that is to say salts with 1, 2 or 3, preferably 2,
equivalents of base per mole of acid of formuta |, or salts with 1, 2 or 3 equivalents,
preferably 1 equivalent, of acid per mole of base of formula I.

For the purposes of isolation or purification it is also possible to use pharmaceutically
unacceptable salts, Only the pharmaceutically acceptable, non-toxic salts are used
therapeutically and they are therefore praferred.

Halo in the present description denotes fluorine, chiorine, bromine or iodine.
When X represents an alkenylene group, configuration trans is preferred.

Preferred compounds of formula | are those wherein

X  represents an optionally halo-substituted (C,..)alkenylene or alkynylene group bonded
via vicinal unsaturated carbon atoms,

R: is hydrogen, (C,.,) alkyl, (Cis)alkoxy, hydroxy(C..;)alkyl, cyano, ethynyl, carboxy,
(C1.4)alkoxycarbonyl, di(C,4)alkylamino, (Cy.s)alkylaminocarbonyl,
triftuoromethylphenylaminocarbonyl,

R. is hydrogen, hydroxy, (Cy.) alkyl, hydroxy (Ci) alky!, (Cs.s) alkoxy, carboxy,
(C..5)alkanoyloxy, (Ci.s) alkoxycarbonyi, di(C,.)alkylamino(Cs.q)alkanoyl,
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wherein

R. and R, independently are hydrogen, hydroxy, halogen, nitro, cyano, carboxy,
(Cr.q)alkyl, (Ci.q)alkoxy, hydroxy(C,.4)alkyl, (Cy4)alkoxycarbonyl, (Cz.7)alkanoyl,
(Ca.s)alkanoyioxy, (Cz.s)alkanoyloxy(Cy.4)alkyl, trifluoromethyl, trifluoromethoxy,
trimethylsilylethynyl, (C,s)alkynyl, amino, azido, amino (C,.s)alkoxy,
(Ca.s)alkanoylamino(C,.4)alkoxy, (Ci4)alkylamino(C,.;)alkoxy, di(Cs.s)alkylamino
(Cy.4)alkoxy, {Cy4)alkylamino, di(C,.s)alkylamino, monohalobenzylamino,
thienylmethylamino, thienylcarbonylamino, trifltuoromethylphenylaminocarbonyi,
tetrazolyl, (C..s)alkanovlamino, benzylcarbonylamino, (C;-s)alkylaminocarbonylamino,
(Ci.s)alkoxycarbonyl-aminocarbonylamino or (Cy.4alkylsulfonyl,

R. is hydrogen, fluorine, chiorine, bromine, hydroxy, (Ci4)alkyl, (C..s)alkanoyloxy,
(Cy4s)alkoxy or cyano, and

Rq4 is hydrogen, halogen or (C,.s)alkyl.



equi val ents of base per nole of acid of formula 1, or salts with 1, 2 or 3
equi val ents, preferably 1 equivalent, of acid per nole of base of formula
1. For the purposes of isolation or purification it is also possible to
use pharmaceutically unacceptable salts. Only the pharmaceuti cal | '
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preferred. Hal o in the present descripﬁ?bn denotes fluorine, chlorine,
brom ne or i odine. When X represents an al kenyl ene group, configuration
trans is preferred. Preferred conpounds of fornmula | are those wherein X
represents an optionally hal o-substituted (C2-4)al kenyl ene or al kynyl ene
group bonded via vicinal unsaturated carbon atons, R err] is
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4-t. - carboxy, 4-(4-azido-2-hydroxybenzoyl)-piverazin-1-yl-carboxy or 4-(4-azido-2-hydroxy-
3-jodo-benzoyl)-piperazin-1-yl-carboxy,
Rs is as defined above,
R. is hydrogen, hydroxy, carboxy, (Czs)alkanoyloxy, (Ci.)atkoxycarbonyl, amino
(Cy.a)alkoxy, di(C,.s)alkytamino(Cs.s)alkoxy, di(C,.)alkylamino(C,.4)alkyl or
hydroxy(Cs.¢)alkyl, and
Rs isa group of formula

wherein

R. and R, independently are hydrogen, halogen, nitro, cyano,

(Cra)alkyl, (C.s)alkoxy, trifluoromethyl, trifluoromethoxy or (Czs)alkynyl, and
Rcand Ry are as defined above.

The agents of the invention inciude, for example, the compounds described in the examples
hereinafter.

The usefulness of the agents of the invention in the treatment of the above-mentioned
disorders could ba confirmed in a range of standard tests including those indicated below:

At doses of about 10 to 100 mg/kg i.p. or p.o. with pretreatment times of 15 min. to 8 hours,
the agents of the invention show anticonvulsive activity in the electroshock induced
convulsion model fcf. E.A. Swinyard, J. Pharm. Assoc. Scient. Ed. 38, 201 (1948) and J.
Pharmacol. Exptl. Therap. 106, 319 (1952)].

At doses of about 4 to about 40 mg/kg p.o., the agents of the invention show reversal of
Freund complete adjuvant (FCA) induced hyperalgesia [cf. J. Donnerer et al., Neuroscience
49, 693-698 (1992) and C.J. Woolf, Neuroscience 62, 327-331 (1994)).
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triflucromethyl-phenylethynyl)-6-methyi-pyridine (D). It has for example been determined
that in the above-mentioned electroshock induced convuision model, compounds A and B
show anticonvulsive activity with EDses of 30 and 35 mg/kg i.p. respectively (pretreatment
times: 4 hours and 15 min. respectively) and that in the above-mentioned FCA induced
hyperalgesia model, compounds C and D show reversal of the hyperalgesia with EDges of

4.2 and 19 mg/kg p.o. respectively (post-treatment time: 3 hours).

As indicated above, the agents of the invention include novel 2-arylalkenyl-, 2-
heteroarylaikenyl-, 2-arylalkynyl-, 2-heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo-
pyridines and their salts, hereinafter referred to as “compounds of the invention”.

Compounds of the invention include compounds of formula | as defined above, and their
salts, wherein X and R; to Rs are as defined above, provided that when R; is hydrogen,

a) in compounds of the formula 1 in which R4, Rz and R, are hydrogen, R;s is different from
phenyl, monohalophenyl, 2,4- and 3,4-dichlorophenyl, 3- and 4-trifluoromethylphenyl,
methyiphenyl, 3,4- and 2,5-dimethylphenyl, 4-isopropyiphenyl, 3,5-di-tert.-butylphenyi,
methoxyphenyt, 3,4-dimethoxyphenyl, 2,4,5- and 3,4,5-trimethoxyphenyl, hydroxyphenyl,
3,5-dihydroxyphenyl, 4-hydroxy-3,5-dimethyl-phenyl, 3-hydroxy-4-methoxy- and 4-hydroxy-
3-methoxy-phenyl, 4-hydroxy-(3-methyl-5-tert.-butyl-, 2- and 4-acetylaminophenyl, 3,5-
diisopropyl- and 3,5-di-tert.-butyl)phenyi, 4-carboxy- and 4-ethoxycarbonylphenyl, 4-
cyanophenyl, 3-methoxycarbonylphenyl, 3-carboxy-5-methoxy-phenyl, 2-pyridinyl, 5-chioro-
2-pyridinyl and 6-methyl-2-pyridinyl when X denotes ethenylene, or R is different from
phenyl, 4-methylphenyl, 4-methoxyphenyl, 4-bromophenyl and 2- and 4-chlorophenyl when



Rlerr] is hydrogen, fluorine, chlorine, bromne, hydroxy, ((err])alkyl,
( err])al kanoyl oxy, (dJerr])al koxy or cyano, and Rd i s hydrogen,
hal ogen or (Clerr])al kyl . PCT/ EP98/ 04266

- 6- Mor e” referred conpounds of formula |I are those wh

defi ned al:%?@g Rlerr] is hydrogen.gl.Jerr]) alkyl, &%M’%ﬁxy,
cyano, ethynyl or di(Cerr])alkylamno, Rerr] is hydrogen hydr oxy,
carboxy, ((err]) al koxycarbonyl, di(C[err])al kyl am nonet hyl ,

4- (4-fl uoro-benzoyl)-piperidin-1 -yl-carboxy,

4-t . - but yKadgnotesbnapropyigneratieiched to- B in 2-positioopodfiwdg different from phenyl, 2- and

4 (i oot G BIaREHeRV A S Hee BRRERThEn X deores™ Afbyfhe atachedto R in 1z |
as def i negositary@r Reis drﬁerenyﬁomg!emethnymhenyl W’wr)é danotes eJ[SebutjzyenyI@;mng@?cy
(Cerr]) thﬁ?éﬁgéﬁé’ 'ﬁ% in 2-posrtr6|¢[d?rﬁs]|§ ¥BRRY from 4-methoxypheny| and 4-

0 o e gt et PR L EbSuio i 1

Rlierr] anawBPedt%epﬁréi@nmmewhmrmaaoxymhﬂ@m A-mjidraxyphenybwhen X
denotes 3,4-hex-3-enylene;
b) in compounds of the formula | in which Ry is methyt and R, and R, are hydrogen, Rs is
different from phenyl, 3-methyiphenyl, 2-methoxyphenyl, 2-chlorophenyl, 4-cyanophenyl, ,
2-pyridinyl and 6-methyl-2-pyridinyl when X denotes ethenylene;
c) in compounds of the formula | in which Ry and R, are hydrogen and R, is carboxy, Rs is
different from phenyl, 3-methyiphenyl, 4-methoxyphenyl and 4-bromophenyi when X
-denotes ethenylene;
d) in compounds of the formula | in which Ry and R; are hydrogen and Ry is methyl, Rs is
different from phenyl, 3-methoxy-, 4-methoxy- and 3,4-dimethoxyphenyl, 2-chioro- and 2,4-
dichlorophenyl and 6-methyl-pyrid-2yl when X denotes ethenylene or Rs is different from
phenyl when X is 1,2-prop-1-enylene attached to Rs in 2-position;
e) in compounds of the formula | wherein Ry and R, are hydrogen and R, is 2-dimethyl-
aminoethoxycarbony! or 3-dimethylaminopropyloxycarbonyt, Rs is different from 4-methoxy-
pheny! when X denotes ethenylene;
f) in compounds of the formula 1 in which Ry and R, are hydrogen and R, is 2-dimethoxy-
ethoxy, Rs is different from phenyl, 4-methylphenyi and 4-methoxycarbonylpheny! when X
denotes ethenylene;
g) Rs is different from phenyl when Ry and R; are hydrogen and R4 is hydroxy or ethoxy-
carbonyl, or when Ry and R, are hydrogen and Ry is hydroxy, or when R, is methyl, R is
hydrogen and R, is methoxy, or Ry is but-1-enyl, Ry is hydrogen and R4 is hydrogen, or Ry
is hydrogen and Ry is 2-dimethoxyethoxy, and X is, in each case, ethenylene,
and provided that, when R, is hydrogen and X is ethynylene,
a’) Rs is different from phenyl, 2- and 4-nitrophenyl, 4-aminophenyl, 4-chlorophenyl, 4-
methyiphenyi, 4-methoxyphenyl, 4-ethoxycarbonylphenyl, 5-formyl-2-methoxy-phenyl, 5-
carpoxy-2-methyo-pheny! and pyridyl when R, R, and R, are hydrogen;
b") in compounds of the formula | in which R; and R, are hydrogen, Rs is different from
phenyl, 3-methylphenyl. 6-methylpyridin-2-yl and 2-methoxypheny! when R, is methyl,
Rs is different forrm 6-bromopyridin-2-yl when R, is bromo, and Rs is different form 6-
hexyloxypyridin-2-yl when R, denotes hexyloxy;



(derr])alkyl, (CJerr])al koxy, trifluoronethyl, trifluoromethoxy or

(dJerr])al kynyl, and Rl err]and Rd are as defined above. The agents
of the invention include, for exanple, the conpounds described in the
exanpl es hereinafter. The useful ness of the agents of the invention in

the treat net?*¥#24¥he above- nentioned di sorders coul d be confPGTEEPS04266
range of standard tests including those rAdi cat ed bel ow: At doses of
about 10 to 100 ng/kg i.p. or p.o. with pretreatnent tinmes of 15 mn. to 8
hours, the agents of the invention show anticonvul sive activity in the

Sotent - B g gipERaE BRI Sinlla TRAein &) and R tars WGP Be s ftiRREY SO
(1952)]. phanylidsamingphemband 4-prepyipheny! Witemis Bgneshyl. Rs istaiffergaliram shenyies-

A t - _ $ } - o
v oL SN gl e S Sl K s b

&5 veort éﬁﬂg@ﬁb@%&wﬁwﬁh&g&f’wﬁ&; i Butyt, Fs s differeniton tmsixy
-7- Fophetiyl ahd# batyxgphenyi whee /i, isysertyl! Rois iffdrént 7omp aaer dbatyibhdagiage
WLl of COURSE AL by RS AL, &R bulyRS-5aRTD pRenyt A SNBSS o] SR, ke
carboxy, Rs is different from phenyl when R, is methoxycarbonyt or methylcarbamoyl, R, is
different form 3-tert.-butyiphenyi, 3-tert.-butyl-4-hydroxy-phenyl and 4-(4-
methylpentyl)phenyl when R; is ethoxycarbonyl, and Rs is different from 4-pentyloxyphenyi
when R, is 2-methylbutyloxycarbonyt;
d’) in compounds of the formula | wherein Ry and R; are hydrogen, R; is different from
phenyt when R, is hydroxy, methyl, ethyl, carboxy, methoxycarbonyl or carbamoyl.

Preferred compounds of the invention are as indicated above for the agents of the
invention.

The compounds of the invention can be prepared in analogy to the synthesis of known
compounds of formula I

Thus the compounds of the invention which are of formula | can be prepared for example
by a process which comprises

a) reacting a compound of the formuia I}

F13
“ 0
SN
R NV,

with a compound of the formula Y, — Rs (ill), in which either one of Y, and Y denotes
lower alkanoyl and the other one represents lower alky! or triarylphosphoranylidenemethyl,
or one of Yy and Y, denotes a reactive esterified hydroxy group and the other one
represents a group Ys— X- in which Y; is hydrogen or a metallic group, and Ry, Rz, Rs, Ry
and Rs have the meanings indicated harsinbefore and functional groups Ry, Ry, Rz and R,
as well as functional substituents of Rs may be temporarily protected, or

b) eliminating H — Y, from a compound of the forrmula iV



adm ni stration and the nature and severity of the condition being treated.
However, in general, satisfactory results in aninmals are indicated to be
obtained at a daily dosage of fromabout 0.5 to about 1 00 ng/kg ani mal
body weight. In | arger mammal s, for exanple humans, an indicated daily
dosage is WOMME4PTnge fromabout 5 to 1500 ng, preferably RCTEPIIGN2E0D
about 1000 ng of the compound conveni ent13? -admi ni stered in divided doses up
to 4 times a day or in sustained release form Preferred conpounds for

t he above nentioned indications include (3-(2-[2-trans-(3,5-

di chl orophenyl) - vi nyl ] - 6- net hylR pyri di n- 3-yl oxy) - propyl ) - di met hyl am ne .(A),
2-met hyl -6-styryl- pyridipe (B ’
2- (3-f 1l uoro-phenyl et hynyl )-26-

R

I -‘byri dine (C and 2-(4-ethoxy-3-
trifluoronethyl-phenyl et hynyl| thy -pyridine (D). It has for exanple
been determ ned that in tRe abdy 7t Poned el ect roshoc®V) nduced convul si on
nodel , conpounds A and B show anti c?nvul sive activity with ED[err]s of 30
and 35 ng/kg i.p. respectively (pretaeatnment tinmes: 4 hours and 15 mn.

model . corp AL eadled i REGHFHEH TS B e e R e RAPE B Bos, o
4.2 and 19ndigated hereinbafetsparst funeional growps By,di ReandRias:wedl dsdundipnal  As
) et er oa betipnietf FAUSEY eufPordrib ORI erhing oy Bekerarf pdtecifly pliRe.

2- heteroaryl azo- pyridines and their salts, hereinafter referred to as

" conpoundsar, iftdeeiréd)\C@RVeriNG a compBOM® oM@ | bRinaBlediy the Abbvisdétied
conpounds of fornu

la 1. fined ab d their sal ' d
Rerr] o IpErReS e o ifent compounB oL IormuRl) msavinR A thih oH8STE S lygh B,
a) in cpnnwol]?taineﬁ intb ¢hd individual isomarsvandédr cﬁt{mfr?r]gaw:namm fonmeulahlylekrvirgeat,
ST chi dPR A A SRR Yot BRP BRI g BB s gsator anc
2, 5- di et Bonyering la, salt-obtaipatie Py hreahave-defisediprocesses infathe gareasponding free

met hoxy phehnouRd %gg?w eyl . 2,4,5- and 3, 4, 5-trinmet hoxyphenyl,
hydroxyphenylp,0 3, é—rdi hydr oxyphenyl , 4-hydroxy- 3, 5-di net hyl - phenyl ,

3- hydr oxy- 4- net hoxy- and 4- hydroxy- 3-mnet hoxy-phenyl,

4- hydr oxy-A fowepalkahoyi-Y,r! moteLiirgierably, Y, aisLiptis A8 eésdniile, ro0h Shaikanodi droup,

o oD oot ook bR BAORE orth 53058 Ao . mor

3- car boxy -Fieferatiy ¥s-if) fenexample,/C-Chalkyl graiipc suobras- méathply ethyli onypropyh especially
6- met hyl - 2- t - i i f t f
pnenyl 4 TEHH, iiblenpsip !Mﬁ%%fgﬂe OB v B fr g, 1O

4- chl or opHéphenyigheaphoranylidenemethyl.

When one of Y, and Y, denotes a reactive esterified hydroxy group and the other one
represents a group of the formula Yz—X- in which Y3 denotes hydrogen, the condensation is
preferably performed according to the Heck coupling method, for example, in the presence
of copper or of a copper catalyst or of a noble metal/phosphine catalyst, such as Palladium
or a Pdli salt in the presence of triaryl phosphine, for example, Palladium acetate, and of
triphenytphosphine, or in the presence of bis-triphenylphosphine-palladium dichloride,
preferably in the presence of a tri-lower alkyl amine, for example, trimethylamine,
advantageously in the presence of Cu'l, in a polar organic solvent such as N,N-di-lower
alkyl-alkanoic acid amide, for example, dimethylformamide, a di-lower alkyl suffoxide, for
example, dimethylsulfoxide, or dioxan, at temperatures from appropriately 15° C to
appropriately 120° C, preferably at the boil.

When one of Yy and Y, denotes a reactive esterified hydroxy group and the other one
represents a group of the formula Ys—X- in which Y, denotes a metallic group such as a



8 PCT/ EP98/ 04266 X denotes 1, 2-propyl ene attached to
Rlerr] in 2-position, or Rlerr] is different fromphenyl, 2- and
4- chl orophenyl and 3- net hoxyphenyl when X denotes 1, 2-propyl ene attached to

Rlerr] in 1 itjon, or Rlerr] is different from 4-nethoxyphenyl when X
denot es 2&'% -Z-enylene or 1,2- but-1 -gnylene attached t cﬁ["@?’?’f‘%‘ﬁ
2-position, or Rerr] is different from 4-net hoxyphenyl and 4-

i sopropyphenyl when X denotes 2, 3-pent-2-enylene attached to R5 in
3-position, or Rerr] is different from phenyl, 4-nethyl phenyl,

met hoxy phepatb-rAdhediufty Q?M_ﬂb eaRot 'omksemeﬁérmpémﬁd%cbspeir%@m?ﬂm miihot
conmpounds of the fornula.l in which Iﬂ[gerrdwsﬁgeth | and and R4 are

hydr ogen, grtefr]thpgnegg i intermediale % RIREBRRY fogn bhenyl, 2-net hoxyphenyl,
2-chl orophenyl , 4-cyanophenyl,, 2-pyridinyl and 6-nethyl-2-pyridinyl when X
denotes et I & N Dk r | | nd R2
are hydr og%nogﬂa \ﬁgné?;ﬁdé)@@g e lka%?ﬁcén@ftg?éﬁ}ek P b% %ﬁ%ﬁ’ﬁ,&{é L“(g"

3- net hyl phtssyintermolaeularsondaesation shaompeinsismb thafprmuine il anddi ispreferably

et henyl ene, ' | ' ;

hydr ogen a%ecﬁalﬂieia sa% reré\;taﬁ‘glrig %ﬁg?é\? ‘ilné Q%?.qélftagfr ﬂgﬁ%ﬁ&? \rq?) ﬁﬁg @5 f‘{a}‘i‘ %%E@ﬁse

4- met hoxy- and 3, 4-di net hoxyphenyl, 2-chloro- and 2, 4- dichl orophenyl and

6;1 met Py%wvﬁ;%ﬂ:&é?fg@%ad&?%nmeeﬁov@érwt bﬁhfﬁgQ?e Bhef bhe iréprdézéﬁt@r _e?_t from
en en X is -prop-1 -enyl ene attached to r n_2-position; . e
P Eampour tianashsaRIBname i FE Ealerarian s atererably Rerlaimed BEsorang tare <
(21_- ]g:c net hy| weliknowreWittiy piefinibuilging avetifod] prafedaplycby fomming the phospholanpideneR5 | 3
i fferent - - A ; n s
of ' the. f orgAiEbrenfRoH ariBSiihg albsRaRus hadd H U ERE expebotolyf FIEBAAE
et hoxy, R|tbedattéraithia metakhase, sueh aham alkalimetabhydyidesuchliassodium hydride, or with
4- met hoxy ca s e : kv b T QR Nt
from phemcl? V\he)_r?lr er%s%\%géhl?az(s gr e %ﬁy E%]g%pgéﬁﬁ%f d?éut%ﬁ %ityl\l@}%té;gg{(dﬁ_
car bony! , ¥t alkpmetyl alkanolatey foxexamplen potassiun tertiaryrutoxide, preigraply 'Bra"\m@%
Rlerr] is dsrghhizlsolvBr, ESch as an aromatic or arylaliphatic hydrocarbon, for example, benzene or
toluene, at appropriately -10° C to appropriately 39° C, preferably first at 0° to 10° C and

then at ambient temperature.

Electrofugal groups Y, are, for example, esterified hydroxy groups, such as hydroxy groups
esterified with an organic acid, for example, lower alkanoyloxy or hydroxy groups esterified
with an anorganic acid, for example, halo groups, or tertiary amino groups, such as tri-lower
alkylamino groups, for example, trimethylamino, or lower-alkyleneamino, lowar
azaalkyleneamino, lower-oxyalkyleneamino or lower thiaalkyleneamino groups, such as
pyrrolidino, piperidino, morpholino or thiomorpholino, or corresponding quaternary
ammonium groups. '

The protection of functional groups by such protecting groups, the protecting groups
themselves and the reactions for their removal are described, for example, in standard
works,

The elimination of H —Y, from compounds of formula IV can be performed in a customary
manner, Thus, water or lower alkanoic acids may be eliminated by means of azeotropic
distillation, for example, in toluene, advantageously under mild-acidic conditions. Hydrogen
halides may be removed under basic conditions such as reaction with an alkalimetal
alkanolate, preferably in the corresponding lower aikanol as a solvent or co-solvent, or by
heating in the presence of a tertiary amine, such as a tri-lower alkylamine.



hydrogen and R4 is nmethoxy, or Rerr] is but-1 -enyl, R2 is hydrogen and R4
I's hydrogen, or Rlerr] is hydrogen and R4 is 2-di net hoxyet hoxy, and X is,
in each case, ethenylene, and provided that, when R3 is hydrogen and X is
et hynyl ene S) %err] is different from phenyl, 2- and 4-nitrophenyl,

4- am nophe¥A 924K or ophenyl , 4- net hyli enyl , 4- net hoxypHRGR/EPIS/4266

4- et hoxycar bonyl phenyl, 5-fornyl-2-netho %I phenyl , 5-

car boxy- 2- net hyo- phenyl and pyridyl when R err], R2 and R4 are hydrogen;
b') in conpounds of the formula I in which R err] and R4 are hydrogen,
Rlerr] is different from phenyl 3- nmet hyl phenyl . 6- net hyl pyri di n-2-yl and
2- met hoxyphenyl when Rl err] is nethyl, R[e%éj Is different form

6- br onopy riihgistarling matgnals frf thergbove dgwhsd reaetiony arergenprallylkmaven. dNevek sganting -
hexyl oxy plﬁiétgl‘:éls éarY be %ﬁfhea[lﬁ Hahnéﬁé@@{bug%iﬂe%é’thods for the EarkhisiPo04266

-9 - In co oun S o t he fornmul wherein R and are hydrogen, Rs
is di ffer ReWR S terialsy_ anmi nophenyl and 4- propy! phenyl when R2 is
nmet hyl , R[err] i's d| fferent from phenyl, 4- cyanophenyl and 4-pentyl phenyl

uhen 2. iy B B R 6 et SRR b B bR ORS

81 ]E'r?te Pg ﬁ%/dﬁfdnmt;domndnds mowwaypmngqmam mnﬁgrefar]exampqaemﬂrgé carBpxyr group s
4I tert. - blﬁ é% roxy ?o’ﬁen%? Cft&?ﬁ&%?}aox % 64?% |?:’5QP§B¥:%P eﬁed

Rlerr] isime aff@eeqwbwmtma éﬁ;ﬁs*ﬁnﬂéﬁ’] cmoxggmrp ﬁé&¥€ senvarted ige an

met hyl car bﬁ%ﬁutﬁ ¢ $ubstitted Jafrlsﬁrﬁm FoupiTa $reb @hlino ?Mbg‘ 'cﬁs*\" 88 Fby\,!f]md or .
pheny en is

3-tert.-bu hen and 4-(4- nethyl pentyl
et hoxycar ﬁh& Ed Qﬁg %(%r ydre: C&PPP@%{(?{ % r om 4- pent yl oxyphenyl when R[err]
I's 2-nethyl butyI oxycarbonyl; d') in conmpounds of the formula |I wherein

RUerr] AR B Bo N AU or LT chn 18 Sl Wl AGANL oIS ek

hydr oxy, oxycar
with an organic peroxy ac:d yueldmg the correspondmg pyridine-N-oxide derivatives.

Salts of compounds of formula | can also be converted in a manner known per se into the
free compounds, for example by treatment with a base or with an acid.

Resulting salts can be converted into different salts in a manner known per se.

The compounds of formuia 1, including their salts, may also be obtained in the form of
hydrates or may include the solvent used for crystallization.

As a result of the close relationship between the novel compounds in free form and in the
form of their salts, hereinbefore and hereinafter any reference to the free compounds and
their salts is to be understood as including the free compounds, as well as the
corresponding salts.

In a compound of formula | the configuration at individual chirality centers can be selectively
reversed. For example, the configuration of asymmetric carbon atoms that carry nucleophilic
substituents, such as amino or hydroxy, can be reversed by second order nucleophilic
substitution, optionally after conversion of the bonded nucleophilic substituent into a
suitable nucleofugal leaving group and reaction with a reagent introducing the original
substituent, or the configuration at carbon atoms having hydroxy groups can be reversed by
oxidation and reduction, anaiogously to European Patent Application EP-A-0 238 734.



Preferred conpounds of the invention are as indicated above for the agents
of the invention. The conpounds of the invention can be prepared in
anal ogy to the synthesis of known conpounds of forrula 1. Thus the

conpounds o defigegsnvention which are of formula | can be prgg.%‘?gy(&g&

exanpl e by a process which conpri ses a)jg’eacting a conpoun

formula |1 with a conpound of the formula Y2- R err] (111), in which
either one of Y[err] and Y2 denotes | ower al kanoyl and the other one
represents | ower alkyl or triaryl phosphoranylidenenethyl, or one of Y[err]
and Y[ er r | Thineerdionaelatascaiso/ to prarmacditieal doyrghositipnsycarmygrisinglcanimountief one
represen@oﬂ.&ggqup Y3- X- in which Y3 is hydrogen or a netallic group, and
Rerr], , , R4 and R err] have the neanings indicated hereinbefore and
functional groups Rerr], R2, R3 and R4 as well as functional substituents

of Rlerr] {fyphimaeoBgicaty act Bfee:si&p}ﬂuneé of thBbrédehfnléitiontnay be'tlsdd, 5P 2

conpound of t P for rrugla va =Btz PCT/ EP98/ 042%’,6, . ay c.f.

-10- example, in the preparation of pharmaceutical compositions that comprise an effective
amount of the active ingredient together or in a mixture with a significant amount of

inorganic or organic, solid or liquid, pharmaceutically' acceptable carriers.

The pharmaceutical compositions according to the invention are compositions for enteral,
such as nasal, rectal or oral, or parenteral, such as intramuscular or intravenous,
administration to warm-blooded animals (human beings and animals) that comprise an
effective dose of the pharmacological active ingredient alone or together with a significant
amount of a pharmaceutically acceptable carrier. The dose of the active ingredient depends
on the species of warm-blooded animal, body weight, age and individual condition,
individual pharmacokinetic data, the disease to be treated and the mode of administration.

The pharmaceutical compositions comprise from approximately 1% to aporoximately 95%,
preferably from approximately 20% to approximately 80%, active ingredient. Pharmaceutical
compositions according to the invention may be, for example, in unit dose form, such as in
the form of ampoules, vials, suppositories, dragées, tablets or capsules.

The pharmaceutical compositions of the present invention are prepared in a manner known
per se, for example by means of conventional dissolving, lyophilizing, mixing, granufating or
confectioning processes.

The doses to be administered to warm-blooded animals, for example human beings, of, for
example, approximately 70 kg body weight, especially the doses effective in disorders
caused by or associated with irreguiarities of the glutamatergic signal transmission, are from
approximately 3 mg to approximately 3 g, preferably from approximately 10 mg to
approximately 1 g, for example approximately from 20 mg to 500 mg, per person per day,
divided preferably into 1 to 4 single dosas which may, for example, be of the same size.
Usually, children receive about half of the adult dose. The dose necessary for each
individual can be monitored, for example by measuring the serum concentration of the
active ingredient, and adjusted to an optimum level.



in which Y4 denotes an el ectrofugal group and Rerr], R2, R3, R4, X and

R err] have the neanings indicated herei nbefore and functional groups
Rlerr], R, R3 and R4 as well as functional substituents of R err] may
tenporaril¥uggw@rotected removi ng any tenporary protecting groups and,

if desired &ting a conpound of forﬂgla | obt ai nabl e bYCT/ER98/04266
above-defi ned processes into a different Conpound of fornula 1, resolving a
m xture of isomers that nay be obtained into the individual isonmers and/or
converting a conpound of forrmula | having at | east one salt- forning gr oup

obt ai nabl g, g ﬂo%ga‘bamn@% 'easﬁkp@s%s%%smumte tl?ghiﬁ@érﬁtronofengfé e gﬁeﬁa't

obt ai nabl e by the "above- I ned processes Into the corresp
conpound #1degrees gelgiuss pressres i Mbar. A | ower al kanoyl Y2 or, m)re
preferably, Y[err] group is, for exanple, a (err]-C3al kanoyl group, such

as fornyl, acetyl or propi onyI espegé)a%%%éirrryl. A | ower al kyl group
Y[err] or, nore preferably, Y[err] anple, a (Jerr]-C3al kyl group,

such as nethyl, ethyl or p34{Pp(E-Methyiperdin2ly)-vimi]Foanzonitrile
Triaryl phosphoranyl i denenmet hyl Y2 or, nore preferably, Y[err] is, for

exanpl e, triphenyl phosphoranyli denenet hyl . VWhen one of Y[err] and Y2
denot es aArssdidion\of 2¢sdigetityl pyridineltdc3nml, 36.88 pnMold Stdyanchenzaldehyde @95gs3nF4 a

group of Hmonfm%u{@amgﬁlala a<s§hﬁs é&:@aﬁhgéhbﬂmapﬁ6§obaédms tict he

condensation 1s accor ck coupl'ing t hod,
for exanpPB vdrﬁeﬂmepree@ew ddp vaeKsHid the regid l@ %ﬂs@pn@awmwrowosrapay
nobl e net gifcahyspbad) e*mélt:@hmtns f:r%ﬂélbte&&wﬂﬂ&bibéﬁb fnmoqm ) @nd’tHen vﬁmltbluLeﬁe/bh@i

a

f d 0
triphemyt OHQEE?n?% T '%wo 500R BonshRlog e TR, oMo 8 Rrmes svabaRh ini i
di chl ori deacyw: Fheselid sesiduetisizecpystalized éroof methyiene chiarde/atanle andidts g bbr
exanmpl e, {hIRhdIPNe1So1ated. (metting point: 91-92°).

EXAMPLE 2:
2-[2-(6-Methyl-pyridin-2-yl)-vinyi]-benzonitrile

A solution of 2,6-dimethy! pyridine (6.8 mi, 50 mMol), 2-cyanobenzaldehyde (6.81 g, 52
mMol) in acetic anhydride (9.5 mi) is heated under reflux for 16 hours. The acetic anhydride
is then evaporated in vacuo and the residue purified on column chromatography (silica gel
400g). The column is first eluted with toluene (400 mi) and then with toluene/ethyl acetate
95:5. The fractions containing the desired compound are combined, evaporated in vacuo.
The solid residue is recrystallized from methylene chloride/diisopropyl ether and white
crystals are isolated. (meiting point: 113-114°).

EXAMPLE 3
2-Methyl-6-[2-(pyridin-4-yl)-vinyl}-pyridine

A solution of 2,8-dimethyl pyridine (5.8 mi, 50 mMol), pyridine-4-carbaldehyde (4.9 mi, 52
mMol) in acetic anhydride (9.5 mi) is heated under reflux for 16 hours. The acetic anhydride
is then evaporated in vacuo and the residue purified on column chromatography (silica gel
900g). The column is first eluted with toluene/acetone 4:1 (5 L), then with toluens/acetone
3:1 (5 1) and finally with toluene/acetone 2:1 (15 L). The fractions containing the desired
compound are combined, evaporated in vacuo. The solid residue is recrystallized from
methylene chloride/diisopropyl ether and 0.956 g of white crystals are isolated. (malting
point: 72-73°C).



advant ageously in the presence of Cu[err]l, in a polar organic solvent such
as N, N-di-lower alkyl-al kanoic acid am de, for exanple, dinethylformam de,
a di-lower alkyl sulfoxide, for exanple, dinethylsuffoxide, or dioxan, at

t enper at ur %?@ﬁ%bﬁppr opriately 15[ err] C to appropriately 120! err C

preferably a oil. Wien one of Y[Lqgr.] and Y2 denot es P!

esterified hydroxy group and the other one represents a group of the
formula Y[err]-X- in which Y3 denotes a netallic group such as a WO
99/ 02497

PCT/ EP98/ 04266 - 11 -

hal o- magnesi um group, the reaction i S%ﬁ%ﬁ adbl y perforned according to
Grignard nethod, wherein the netallic fedi ate is preferably fornmed in
situ. When one of Y[err] 2ddethd-6dRnipyridinBeevinylitgyddiogl and t he ot her one
represents lower alkyl, the internolecular condensation of conpounds of the
formulae 11 and 1111 is preferably rformed according to the Shaw and
Wagst af f rfesolgtioroef 26-glirasthylpyridina . Brm $0 aalopyidine-3uparbalsiebyds (49 e,r§2 and

Y2 denot esmMBg’?d' aéﬂtlﬁ%ﬂﬁy&nd%f‘(ﬂ Stl’ﬂﬁ lsqjiéh@éd Qf’i&r rERKISCIY ﬁours The acetic anhydnde

triaryl phgs anyl i depenet condensation is preferab @}/m})er or.med

accordi ng '§ W@%@e%‘ﬁﬂﬁﬁ"%‘ﬂq thg '8?'9\"? RUTiRd o GRHTR EihTgmatogr aphygrids,

Ior m nlg }1 hetmm arraww»de:maﬁwmae:dne hﬂﬁtédébrﬁwidmm?d'iamgraphy (s‘tn?a gel .
riar e I N er W

ot 4 "o bR dn mo?@ fTirgufted Wi tolferiidtaRre.g: R L B i follneRishfEng,

with a netsal {(Hpand findlipwith teluetre/acetend 205 Ll Thelfractions cantaipiog thi desired as

but yl | 'th'cléﬁg hd\gl' rﬁﬂn@% EtzorgFéd% va&lﬁia&ﬂb%ﬁd refsfape%fé%wsfanﬁema?' um

tertiary bu an 1 ner anic so

aromatic dnetavlynapwpn@&/d@onwb@aew 4.28g oéﬂ;miﬂrless eibwhieh soligity upon
standing at 6-8°C.

EXAMPLE 5
2-[2-(3-Bromophenyl)ethynyl}-6-methyl-pyridine

1.2 g (2.8 mMol) of 2-[1,2-dibromo-2-(3-bromophenyl)-ethyi]-6-methyl-pyridine are dissolved

in 10 ml of ethanol. 0.9 g (16.1 mMol) of potassium hydroxide (powder) are added, and the
resulting suspension is heated under reflux for 4 hours. The suspension is then cooled to
room temperature, poured into 100 mi of brine and extracted thrice with 30 mi each of t-

butyl methyl ether, The combined organic phases are washed with 30 ml of brine, dried over
Sodium suifate, filtrated and evaporated in vacuo. 0.720 g of the title compound are

obtained as a colorless oil crystallizing on standing; meiting point 60-61°.

The starting material can be obtained as foilows:

a) 2-[2-{3-Bromophenyl)-vinyll-6-methyl-pyridine

A solution of 24 mi (200 mMol) of 2,6-dimethyl pyridine and 25.6 ml (207 mMol) of 3-
bromobenzaldehyde in 38 ml of acetic anhydride is heated under reflux for 7.5 hours. The
acetic anhydride is then evaporated in vacuo, and the residue is dissolved in 500 ml of 4N
hydrochloric acid and twice extracted with 200 ml each of hexane. The water phase is then
extracted four times with 300 mi each of tert.-butyl methyl ether. The combined organic
phases are washed twice with 300 ml each of a saturated solution of NaHCO,in water, then
once with 300 ml of brine (300 ml), dried over sodium suifate, fiitrated and evaporated in
vacuo yieiding 4.2 g of the title compound as colorless crystals of melting point 58-59°,




toluene, at appropriately -10[err] C to appropriately 39[err] C, preferably
first at O[err] to 10[err]C and then at anbi ent tenperature. El ect r of ugal
groups Y4 are for exanple, esterified hydroxy groups, such as hydroxy
groups est gy th an organic acid, for exanple, |ower alkanoyl oxy or
hydr oxy groups es?erlfled with an anorgaggc acid, for exanp? ﬁgoups,
or tertiary am no groups, such as tri-|ower alkylan1no groups, for exanple,
trimethyl am no, or |ower-al kyl eneam no, |ower azaal kyl eneam no,

| ower - oxyal kyl eneam no or | ower thiaal kyl eneam no groups, such as
pyrrolidino, piperidino, norpholino or thiomnorpholino, or corresponding
quat ernary,a I, : -f f nctlonal groups by such
protectlné» RO S H and the reactions for

t hei r renmovg(s. amMaI)asftz (saammd-mergleﬁmw&&methsltpyﬁdmedlramlskdved inBwal of

cust omar y AnpracHlde? Shy BFGIRER iPhedtpl B seo- asleRE P BizdITE S bl
means of &f bmmiopBro il pt carbomtetrrohloddesismdded dwpwcﬁaum reagtionmixiyredsis| y
under m | q‘né}ﬁfaﬂieﬁ ot 88%F0° Fét'dp mﬁﬁ@%%‘&?%&f&d%ﬁo@rﬁ&n?&%@dmm%mﬁs' C

conditions sych as reaction wt ano

ate eferab
the cor r ed5efiRitaty)is coliested by filrgtion,and dugy pygeue, ! %aoéme\ﬁﬁlﬁtcor"gp Pﬁg
in the IOr82%\0@w@fal@oﬁrﬁéﬁnh@b&nﬁmmeaw&blaw a tri-lower alkylamn ne.

PCT/ EP98/ 04266 -12 -
EXAMPLE 6
3-[2-(8-Methylpyridin-2-yl)ethynyl)-benzonitrile

Amixturaofig {8.54 mMol) 2-ethynyl-6-methy!-pyridine (prepared in analogy to D. E.
Ames et al., Synthesis, 1981, p. 364-5), 2.3 g (12.8 mMol) 3-bromo-benzonitrile, 0.47 g (0.7
mMol ) bis-(triphenylphosphine)-palladium-il-chloride, 80 mg (0.41 mMol) cuprous jodide
and 1.53 mi (15 mMol) friethylamine in 10 mi dimethylformamide is stirred for 3 hours at 90°
C. The reaction mixture is cooled to ambient temperature, poured into water and extracted
with dichloromethane. The organic layer is dried over sodium sulfate, filtered, evaporated to
dryness and the residue is purified by chromatography on silica gel with hexane/ethy!
acetate (4:1) as eluant. Crystallization from hexane of the obtained product affords 0.53 g
(28.4 %) of the title compound as brown crystals, melting point 120-3° C.

EXAMPLE 7

in analogous manner to Example 1 (when X is alkenylene) or Example 5 (when X is
alkynylene), the following compounds of formula | can be prapared:

Compound of formula | Meiting point (°C)
2-Styryl-pyridin-3-ol 249-252
2-Methvl-8-[2-(3-nitro-phenyl)-vinyil-pyridine 100-101
2-[2-(2-Chloro-pheny!)-vinyil-pyridine coloriess oil
2-Methyl-6-styryl-pyridine 40-42

Acetic acid 6-[2-{2-chiora-phenyl)-vinyl]-pyridin-3-yi ester 75-77
8-[2-(2-Chloro-phenyi)-vinyil-pyridin-3-ol 168-171

Acstic acid 2-[2-(2-chloro-phenyl)-vinyl}-pyridin-3-yi ester 98-102




—

The starting materials for the above described reactions are generally

known. Novel

net hods for the preparation of known starting materials.

formula | Rblggjpp@kl € i n accordance with the process can be

di fferent

conpounds of formula | in custegpary manner, for

Conpounds of

FeRuniiey

ree

starting materials can be obtained in manner anal ogous to the

into

carboxy group may be esterified or am dated, an esterified or am dated
carboxy group nay be converted |nto a free carboxy group, an esterified
car boxy gf HO Gt
car banoyl | gB{EChicto-bhé&R)@Myippyrigind«l can be acyl ated or al kgsap®d, and a
free hydrpx an_be acylated. Al so, conpounds of the fo 2&3 I can be
oxi di zed | I5—SHeR—as—Feacton—wh—ahR—of Aty SCoerexy—ati d,
yi el di ng | hestic @tit @4p-@3cHigicpivanyl-dinyllRe-Methwi-pyddicka.vi estdri ves. SSBht s of
conpounds [0 Ia | can sg.be caonverted in a manner k per se 1pto
the free ¢65¥#BEE WU hM@é&%ﬁi—w—ﬁh—a—b&%— —H.
Resul ting saJetMethw-Q-sbe/l-pyrmm-bled into different salts in aiammeer knownl per
se. The L d| ng thel r sal ts Y. | so be
obt ai ned o :E ggl s
crystalli Des-zeen_t he nojel
herei naft . v 5 —t-F ' <]
under st oo :IAmzmand ewwwmqngigengm Q@pdvm@-ytretdr as th=10$193es pondin
salts. Rce%g%999-@5@%?&0-&%9&&.@@2%Qﬁyn&%:ﬁ,ﬁk&f 40N at | pgd yd,dual
chlrallty rectTvery . reverseo T CAanpl,, e
conf i gur af 24h{4efhiars: in idi hat carry nucl epgTh-278glec
6-[2-(4-Chlaro-phenvyl)-vinyl]-2-methyl-pyridin-3-ol 265-270 dec
Acetic acid 8-methyi-2-[2-{2-nitro-phenyl)-vinyil-pyridin-3-yl ester 139-140
8-Methyl-2-{2-(2-nitro-phenyl)-vinyli-pyridin-3-of 180-195 dec
Acstic acid 2-methyl-6-{2-(2-nitro-phenyl)-vinyll-pyridin-3-y| ester 99-100
2-Methyi-6-{2-(2-nitro-phenyi)-vinyll-pyridin-3-of 230-233 dec
Acetic acid 2-[2-(3-chlioro-phenyl)-vinyll-6-methyi-pyridin-3-y! ester 97-89
Acetic acid 6-[2-(3-chioro-phenyl)-vinyll-2-methvi-oyridin-3-vi ester 112-114
2-{2-(3-Chloro-phenyl)-vinyl}-6-methyl-pyridin-3-ol 232-235
&-{2-(3-Chloro-phenyl)-vinyll-2-methyl-pyridin-3-ol 230-232
(Z)-(6-Styryl-pyridin-2-yl)-methanol 62-70
{E)-(6-Styryl-pyridin-2-yi}-methanol £8-60
2,2'-(1,2-Ethenediyl)bis[6-methyl]-pvridine 108-110
Dimethyl-[3-(6-methyl-2-styry)-pyridin-3-yloxy)-propyi}-amine;hydrochloride | 136-139
galt
{E)-8-2-(2-Pyridyl)vinyl]-2-picoline 56-57
2-Methyl-6-styryl-pyridine 1-oxide 102-103
2-Styryl-pyridine 1-oxide 156-159
{E)-8-Methyl-2-{2-pyridin-2-vi-vinyl)-pyridin-3-ol 240-242
{2)-6-Methyl-2-(2-pyridin-2-yl-vinvl)-pyridin-3-oi; HC! salt 225-228
6-Styryl-pyridine-2-carbonitrile 92-83
2-[2-(2,6-Dichioro-phenyl)-vinvi]-6-methyl-pyridine light yell. oil
3-Methoxy-6-methyl-2-styryl-pyridine light yell. oil
6-Styryl-pyridine-2-carboxylic acid amide 141-142
2-[2-(6-Methvyi-pvridin-2-yi)-vinyl]-benzonitrile 113-114




substituents, such as am no or hydroxy,
nucl eophilic substitution, optionally after conversion of
nucl eophilic substituent into a suitable nucleofugal |eavi

reaction with a reagent i ntroduci ng the original
conflguratlcﬂl P44 ar bon at ons havi ng hydr

oxi dati on and reducti on,

substi tuent,
gxy groups can be PEVEPSAM265
anal ogously to o ropean Patent Application EP-A-0

can be reversed by second order

t he bonded
ng group and
or the

236 734. PCT/EP98/O4266 -

13 - The invention relates also to pharnaceutical conp05|t|ons

conpri si ng or. mul The phar macol ogi cal | ccept abl e

coggounds '3‘{8;?2& j@%ﬂﬂ?ﬂmﬁhn PHERE bcpt'rscd, for gc,‘wtfr‘p.y St gz‘p* he

preparati Qtﬁ-le-f(&jdbtamm@«yg&iny&mrﬂe ons that conprise art:;&ﬁﬁ@ct ive

amount of |t ctI ent er or | n a m xture \ signi T1 ¢gant
STt -c Sl aia: HEPS ﬂ mXture Wobfafh S0

armunt Of LBLEAYAl HWI \I AV Al HMIII U, [ R w i I | UI I l \,IWU, —P'I'IDII IR ZAYAVAT LG R VE o | | r

accept abl aéawmugﬂaneacﬂmenmmamnambﬂmmeal conposi ti ons acd@rdsng to the

i nvention 29 nasal rect QLo ral, ér

par ent er alr; 2 y TOHS L

war m bl oo¢e dZﬁhMamwsw@ﬁmgg&ﬂmgkgymdand anlnals) that connrmebeah effectjve

dose of the BHalIBCRLAG,CA -(é&%ﬁﬁpjn&ﬁ LS Gih-oRir Rte?” t 04§bHg6s W th a

S| gni fica ceutTrcarry acceptraprecart et the—dose—o

the acti v¢2i2+«f-Culoreiphe ; fmmmwnﬂdggeC|es of warm bl codé&8-6ani mal , boﬁy

wei ght, a 8. f@?@ct’st&g-p\ﬁér%%'myﬁ%-%t& &[}Unbndl vidual phar macokizaegi c dat a, the

di sease tl rrcatet—ara_tIe noue aumT T strattom:
2-[2-(2-Ch!oro-phanyt)ovmyls-ethyl-pyr!dme 84-35
1-(8-Styryl-pyridin-2-yi)-ethanone 87-68
6-[2-(2-Chlero-phenyl)-vinyl]-2-methyi-nicotinic acid ethyl ester 80-82
2-[2-(2-Chioro-phenyl)-vinyl]-6-methyl-nicotinic acid ethyl ester 70-72
2-[2-(6-Methv!-pyridin-2-yl)-vinyl]-benzoic acid; HC! salt 218-219
3-{2-(6-Methyl-pyridin-2-vi}-vinyll-benzoic acid 150-151
4-[2-(6-Methyi-pyridin-2-yl)-vinyil-benzoic acid 206-207
3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoic acid methyl ester; HC! salt 237-238
4-[2-(6-Methyl-pyridin-2-vi)-vinyl]-benzoic acid methyl ester 112-118
2-Methoxy-4-[2-(6-methyl-pyridin-2-yl}-vinyl}-phenol 118-119
{3-[2-(6-Methyi-pyridin-2-vi)-vinyi]-phenyl}-methanol; HC! salt 230-231
6-Styryl-pyridine-2-carboxylic acid .tert.-butylamide 87-68
2-(2-Bromo-2-phenyl-vinyl)-8-methyi-pyridine; HCI salt 150-154
2-Methyl-6-phenylethynyl-pyridine; HCI sait 146-148
8-Styryl-pyridine-2-carboxylic acid hexylamide; HCI salt 118-125
6-[2-(2-Chloro-phenyl)-vinyl]-2-methyl-nicotinic acid 218-221 dec
2-[2-{2-Chloro-phenyl)-vinyl]-6-methyl-nicotinic acid 188-170
2-f2-(3,5-Dichloro-phenyl)-vinyll-6-methyl-pyridine 75-77
2-Methyi-6-[2-(3-trifluoromethyl-phenyl)-vinyl}-pyridine 44-45
{E)-6-[2-(4-pyridvl)vinyi]-2-Picoline 72-73
N,N-Diethvl-3-12-(6-methyl-pyridin-2-yi)-vinvl]-benzamide; HC! sait 227-228
N,N-Diethyl-4-{2-(6-methyl-pyridin-2-yl)-vinyl]-benzamide; HC| salt 183-184
(E)-6-[2-(3-pyridvl)vinyl)-2-Picoline yellowish oil
{2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-acetic acid ethyl colorless gum

ester

==



The pharnmaceutical conpositions conprise fromapproximtely 1%to
approxi mately 95% preferably from approxi mately 20% to approxi mately 90%
active ingredient Pharmaceutical conpositions according to the invention
may be, f e, inunit dose form such as in the for éi | es,
vial s, sugggg??%gkes dragees, tablets ofgcapsul es. The p ﬁgggﬁgﬁba
conpositions of the present invention are prepared in a manner known perse,
for exanple by neans of conventional dissolving, |yophilizing, m Xing,

granul ati | S~ -H=st-ar-ad—t 0

war m bl ooplgge- Wﬁﬁ}"ﬁ% P2y Ne(shuﬂmfbdwutynﬂ%nyupsanzémrdee (28pbst

appr oxi ma ody melght especially the doses efféctive in

di sor der s| ' ' 1 iC

signal tr am@qmmmpyrmnse-ﬁr mnvl]anmaauﬁummml-ﬂwenm-bmzammao iieetiel y 3 g,

pr ef er abl ) - Y f S anpl e

appr oxi mafe e X 2 '%#Lﬂég;ﬁﬂﬁﬁaﬂmbly

into 1to @mm&m:@&mﬂic@mdm&mludrometbm@ye-anﬂrte of the 18&m28 Si ze.

?bually, I X ) ,f=Pf t he adult dose T1q7g?ﬁfknecessary

or each =0T o cxa:lr}.n € U;rﬁu:aa g tne—Set

concentraf 2~Mathyf6-(2hmoalm+2«;¢~vinymgwdlnemg salhd adjusted to a hZ@B11wm I evel.

-14 - 2.{2-(3-Chioro- h-vinvi-ovnsms EP98/ 04266 Thej ol | owf gg ggon-1imtifpg

Exarrpl es Hrvent or—t enperatures—q@re grven T

degrees Ce242- N -aipylj-pyridiber 85-86

EXAMPLE 1 2-12-(3-Bromo-phenyl)-vinyil-6-methyi-pyridine 58-59
2-12-(3-Bromo-phenyi)-2-fluoro-vinyl}-6-methyl-pyridine 58-59
2-[2-(3,5-Dimethylphenyl)-2-fluoro-vinyl}-6-methyl-pyridine 70-72
2-[2-(2,3-Dimethoxy-phenyl)-vinyl}-8-methyl-pyridine colorless oil
2-[2-(2,3-Dichloro-phenyl)-vinyl]-8-methyl-pyridine 87-68
2-2-(3-Chloro-phenyl)-1-methyl-vinyl)-pyridine colorless oil
{2-[2-(2-Chloro-phenyl)-vinyl]-6-methvi-pyridin-3-yi}-methanol 87-80
2-Methyi-6-{2-(3-trimethylsilanylethynyl-phenvl)-vinyl]-pyridine yellowish oil
2-[2-(3,4-Difluoro-chenyl)-vinyil-6-methyi-pyriding 81-62
2-[2-(3-Ethynyl-pheny))-vinyll-8-methyl-pyridine _yellowish oil
2-[2-(3,5-Difluoro-phenyl)-vinyi]-6-methyl-pyriding yellowish oil
2-[2-(3-Fluoro-pheny))-vinyl]-6-methyl-pyridine yetlowish ail
2-[2-(3-Methoxy-phenyl)-vinyl]-6-methyl-pyriding yellowish oil
2-Methyl-6-[2-(3-phenoxy-phenyl)-vinyll-pyridine yellowish ail
2-[2-(3-Benzyloxy-phenyl)-vinyl]-6-methyl-pyridine 58-69
2-[2-(2,5-Difluoro-phenyl)-vinyll-6-methyl-pyridine 44-45
{2-f2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-acetic acid 230-233
(3-{2-[2-(3-Chloro-phenyl}-vinyl]-6-methyl-pyridin-3-yioxy}-propyf)-dimethy!- | 203-205
amine
{6-[2-{2-Chloro-phenyl)-vinyl]-2-methyl-pyridin-3-yi}-methanol 131-133
2-{3-Bromo-phenvyiethynyl)-6-methyi-pyridine 61-€3
2-Methyl-6-{2-]3-{3-trifluoromethyl-phenoxy)-chenyi]-vinyi}-pyridine . yeilowish oil
2-12-(3,5-Dimethoxy-phenyl)-vinyll-6-methyl-pyridine 43-45
2-[2-(3-Chloro-phenyl)-vinyi}-3-methoxy-6-methyi-pyridine 52-53
Acetic acid 4-bromo-2-[2-{6-methyl-pyridin-2-yl)-vinyll-pheny! ester yellowish oil
Acetic acid 3-[2-(6-methyl-pyridin-2-yl)-vinyl]-pheny! ester “yellowish oil




. —

3-[2-(6-Methyl pyridin-2-yl)-vinyl]-benzonitrile A sol ution of
2,6-dimethyl pyridine (4.2m, 36.28 mwl), 3-cyanobenzal dehyde (4. 95g,
37.74 m\bl) in acetic anhydride (6.85 nl) is heated under reflux for 16
hours. The &ég?l C anhydr| de is then evaporat ed in vacuo and the residue
purified on Y7 chr omat ography (sili C%Hg 400g) . The colRGRERIS/OH166St
eluted with toluene (400 m) and then w ‘tol uene/ ethyl acetate 95:5. The
fractions containing the desired conpound are conbi ned, evaporated in
vacuo. The_solid residue is recrystallized fromnethyl ene chloride/hexane

and 3.18 d of WO Riofd-pthitl- G Embi pdhdiss (el ting point: Al 92[err]). .

EXAMPLE 2:
2- [ 2- ( 6- Myt4Brbm ggr[z;@mmmmmwﬂwmshmm trile A sol ut]ia#s-248
' 74l dehydiess_ggaBl g, 53

2, 6-di net hyl
ranl) in 'q‘ S Fo—thours— The

aceti c anh

uts 8tified or

col umm Chr%q%w@xgéﬁtchbr@pem;).ﬁ%%d.lw&Péru”“ 'E,fLr%Es:s‘%%'t ed with
t ol uene (460 —anda-t nlcn Wrt Tt Ot uenes etiyt acetate 95 et a;x,ﬂm S

cont ai ni ngd 2

solid resi %-(é§p(h9§r5«\6§%hl 41&&6@&9%9?& %@Pﬁynﬁtﬂé?[' ge/dl |9§9@§opyl et hgr

and white ystars are 1sot ated. CIertimg pornt. 3= tHAfgrri7-
EXAMPLE 3 2-Methyl-6-(2-ngpmhaien-2-yl-vmyl)-pyridme 97-99

2- Met hyl - ¢ MRy ! 1 - pyr| di ne A sol ution ﬂfg,,gﬁ&dﬁl net hy

pyri di ne d .
: g i Jmﬂﬁ_sbtﬂﬁ'_f'hr_eﬁc
anhydri de{i 21(:&,]@5]0,@%)@,}@3@%9{,%9(”%5}9 t he resi due pur| fefidhighbilc ol U

acetic an
chr onat ogf@pny (sitica gel 900qg). Ihe colunm 15 T1ITSr eruted Wt
t ol uene/ ai_&[&@ﬂm‘mm"?eﬂm"“f%ﬁ!

¢

y

fding ot one 3- 1 ('?31'99 and final
wi t h t ol ug¢nRgsALaL&BShenyl-vinkike methyllBfidieact i ons contai ni ng |tsagdesi r ed

conpound epre Com)l nea evapor at ed ' vacuo, The sorid resijaue 13

recryst al [ji22giny- pyiding| : i

white cryjq taa«h& Jwez bWI-@Fanyr{dﬂ‘E' ti ng 85-86
2-Methyl-6-(2-p-tolyl-propenyl)-pyridine yellowish oll
3-2-(8-Methyi-pyridin-2-vi)-vinyi}-phenylamine 126-129

(2,3-Dimethoxy-7-nitro-quinoxalin-5-ylimethyl)-{3-{2-(6-methyl-pyridin-2-yl)- | pale crange foam
vinyl)-phenyl}-amine
N-{3-[2-(6-Methyl-pyridin-2-yl)-vinyl}-phenyl}-acetamide - 147

N-{3-[2-{6-Methyl-pyridin-2-yl}-vinyi]-phenyl}-2-phenyl-aceiamide 156

2,2-Dimethyl-N-{3-[2-(6-methyl-pyridin-2-yl}-vinyil-phenyf}-propionamide 166-168
Thiophene-2-carboxylic acid {3-{2-(6-methyl-pyridin-2-yi)-vinyl]-phenyl}- 197 dec
amide
Cyclohexanecarboxylic acid {3-[2-(6-methyl-pyridin-2-yl)-vinyl}-phenyl}- - | 215

amide

1-(4-Bromo-phenyl)-3-{3-[2-(6-methyi-pyridin-2-yi)-vinyl]-phenyi}-urea 157 dec
2-Methyl-6-[2-(4-nitro-phenyl)-vinyl]-pyridine 134-135
4-12- (6-Methyl-pyridin-2-yl}-vinyil-phenylaming - | 147-148
2-[2-(3,5-Dichloro-pheny)-vinyll-8-methyl-pyridin-3-ol ' 218-220
6-[2-(3,5-Dichioro-phenyt)-vinyi]-2-methyl-pyridin-8-ol ) .} 286 dec
2-[2-(3,5-Dichioro-pheny!)-vinyl]-pyridin-3-of 240-242
2-[2-(6-Chloro-benzo{1,3]dioxol-5-yl)-vinyll-6-methyl-pyridine _ 131-132
2-[2-(2,3-Diftuoro-phenyl)-vinyi}-6-methyl-pyridine 55-56

ellowish oil

2-12-(3,4-Dichioro-phenvl)-propsnyil-6-methyl-pyridine




10 hourpg”"l*ﬁ’
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52 m\bl

point: 72-73[err]C). - 15 -

EXAMPLE 4

2- Met hyl -6-[2- (pyridin-3-yl)-vinyl]-pyridine

pyridine (3 dg Q&(go mvol ), pyri di ne- 3-car bal dehyde (4.9 m

acetic anhydr 5 m) is heated under refI ux for

anhydride is then evaporated in vacuo anazthe residue purified on colum

chromat ography anhydride is then evaporated in vacuo and the residue

purified op_colum chrommt ogr;mhv (silica gel

900q).. _The ¢

lum is first

A sol ution of 2,6-dinet _hyI

tIC

eluted wit C t ol uene/ ag e41(5 )
and finall H@&ﬂrlhrtg ractT oS ug%tggl mg—tie
desired conjrstieg ethoxB-2(6.mativi pyrid; iny/heheon esta yellowisk pitlue i s
recrystall 'iﬁ@h-@fv@b?&ﬂyﬂy%@ﬁndﬁ@ﬂrdﬂlﬁ ﬂéﬁc?opr opyl et her angyfyp8 9 of a
col orl ess [ort T CI SOf Tarty Ot stanur g at - 6-8{erT €
EXAVMPLE 5 2—Methyl 6-12-(2,3,6-trifluoro-phenyl)-vinyil-pyridine 59-62
2- [ 2- ( 3- BriopOReRylol By hdtnd:phEy IV InyiRE metyDByriding - 2 9 (2. Bydiibiaish oif
2-[1, 2-di gromo=2-73=01 ONMopneEnyT )= LNyl |- 6- MET HyT - pyT T ar e | € _ar ssot ved | n
10 m of eﬁ:ﬂﬁﬁﬂﬂ@mﬂﬂﬂi@ﬁﬂMYﬂynﬁﬂm assium hydroxi del 8&8hder) are
added, anq Adagc s&FALAIGDS-15: k@ﬂ@tﬂﬁlpﬁ}ﬁuuh-é-yﬂ-@%ﬁﬂhéﬁﬁ%{er r ef | ux| {Hbwidn Bpur s._[The
suspensi o T s _tnem coot ed
Acetic acid 2,6-dl-.tert. -b@t-4~[2-(6-methyl -pyridin-2-yl)-vinyl]-phenyl ester | 127-128
3-(6-Methyl-pyridin-2-ylethynyl)-benzamide 187-189
Acetic acid 4-bromo-2-methoxy-6-{2-(6-methyl-pyridin-2-yi)-vinyi]-phenyl 151-153

ester

2-(6-Chloro-benzo[1,3]dioxol-5-ylethynyl)-8-methyl-pyridine

105-108 light brown

crystals
2-[2-(3,5-Dichioro-phenyi)-vinyl}-3-methoxy-6-methyl-pyridine 127-128
2-[2-(3.5-Dichloro-phenyi)-vinyl]-3-methoxy-pyridine 111-113
5-Azido-2-12-(6-methyl-pvridin-2-yl}-vinyl]-phenol 143 dec

2-[2-(Pyridin-3-yl)ethynyl]-6-methyl-pyridine

light yellow crystals
80-81

N-{3-[2-(6-Msthyl-pyridin-2-yl)-vinyl]-phenyl}-succinamic acid 212-213
1-tert.-Butyl-3-{3-[2-(6-methyl-pyridin-2-vi) -vinyl}-phenyl}-urea 191-192
5-({3-{2-(6-Methyi-pyridin-2-yl)-viny{]-phenylamino}-methyl)-7-nitro-1,4- 250 dec
dihydro-quinoxaline-2,3-dione
Tetrahydro-furan-2-carboxylic acid {3-[2-(3-methyl-pyridin-2-yl}-vinyl]- 160-181
henyl}-amide
(1-{3-[2-(6-Methyl-pyridin-2-yl}-vinyl]-phenyicarbamoyl}-2-phenyl-ethyl)- coloriess foam
carbamic acid tert.-butyl ester
({3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenylcarbamoyl}-methyl)-carbamic colorless foam
acid tert.-butyl ester
Diethyi-{3-12-(6-methyl-pyridin-2-yl)-vinyll-phenyl}-amine 217 dec
Ethyl-{3-[2-(6-methyl-pyridin-2-yl}-vinyl]-phenyl}-amine 225 dec
Ethyl-{3-[2-(6-methyl-pyridin-2-yl)-vinyl}-phenyi}-amine 183 dec
2-(2-Ethoxy-3,6-difluoro-phenylethynyl)-6-methyl-pyridine _yellowish oii
2-(3,56-Difluoro-phenylethynyi)-6-methyl-pyridine yallowish oil
2-(3-Fluoro-phenviethynyl)-6-methyi-pyridine 26-28
2-[2-(3,5-Dimethyl-phenyl)-vinvl]-6-methyl-pyridine 56-57




room t enpe
m each of
wth 30 m
vacuo.

crystalllz
material ¢
2-[2-(3-Br

of 2, 6-di net hyl

rature, poured into 100 ml of brine and extracted thrice with 30
t- butyl nmethyl ether. The conbi ned organi c phases are washed

of brine, dried over Sodiumsulfate, filtrated and evaporated in
%&(ﬁf the title conpound are obtained as a colorless oil

| %%t andi ng: nel ting point 2%0 61[err]. The ECAMPI#{PA266

an be obtained as foll ows:

onophenyl ) - vi nyl - 6- net hyl - pyri d| ne A solution of 24 m (200 m\/bl)
pyridine and 25.6 ml (207 mvbl) of 3- bronpbenzal dehyde in

38 m of ecelt2 mnh dr i dﬁ ' a heﬁiied !under! reflux for 7.5 hp The acet}i c
anhydri de §55 2@ 4ime ; i 00
m of 4N K Qaelbiblﬂasro&herwlﬁy@vlﬂs-mmmyﬁdme act ed with 200 nl| marh of hexane.
The wat er
tert.-buty ; 2 ,
300 nl eaqtle- GfFl\mmsﬂteuwamml)ﬁeahemymmchﬁe NaHCD3| n vvat er, thensaa‘mDe W t h 3q0
m of brine, &ML e @il \é&SOdI um sul fat e, fi I trat ed a leLgMgﬁ/&por?t gd
I N vacua " t+tt+e—conpotma—as—cotorte <t ystar s—on
mel ting pqi2as,4S3fiused-phanylethynyl)-6-metREPyiaRe8/ 04266 65-68 __
- 16 - “Metfivls:{2- > 515 RS- driehyt b ATRRARLY | ) - et hyl | - 6- met fygs pyridine |1 g
(3 6 mvbl ) U= pPrenyrcrnmymnyr )= 0o~ |||::L‘||yﬁ Pyt dte—jatre—drssotvedi n
5 m of cdrks idio2t eéion is heated tior®® 60[err]. {A
sol uti on ﬁfz- thvi-6" -tff AmaMeL dnefi oA er@rzlnlm of ¢
t et rachl orl € 1 €aCt T O T Xture ST
55-60[ err] Bnitrg ) fhewidieel ed t o [oom t enper at9%5-10fe
resulting|gpm. (3 5-Dichloro-phenyl)-vinyl}-3-methoxy-2-methyl-pyridine 98-100
{2-[2-(2-Chioro-phenyl)-vinyi}-6-methyl-pyridin-3-yl}-morpholin-4-yi- 123-125
methanone
(3-{2-{2-(3,5-Dichloro-phenyl)-vinyi]-6-methyl-pyridin-3-yloxy}-propyl)- 207-210
dimethyl-amine hydrochloride sait
N-{4-12-(6-Methyl-pyridin-2-yl}-vinyl}-phenyil-succinamic acid 201 dec
N-{4-[2-{6-Methyi-pyridin-2-yl)-vinyl]-phenvi}-2-phenyl-acetamide 236-237 dec
{{4-[2-(6-Methyl-pyridin-2-yl)-vinyi]-phenylcarbamoyl}-methyl)-carbamic 144-145 dec
acid .tert.-buty! ester
1-tert.-Butyl-3-{4-[2-(6-methyl-pyridin-2-yi)-vinyi]-phenyl}-urea 209 dec
{3-{2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyi}-thiophen-2-yimethyl-amine 161-162
hydrochloride salt
Cyclohexyimethyl-{3-[2-(6-methyl-pyridin-2-yi)-vinyl]-phenyl}-amine 178-179 dec
hydrochloride salt
{4-[2-(8-Methyl-pyridin-2-yi)-vinyl]-phenyi}-thiophen-2-vimethyl-amine 100
Cyclohexylmethyl-{4-[2-(6-methyl-pyridin-2-vi}-vinyl}-phenyi}-amine 106-107
2-Amino-N-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-3-phenyl- 102
_propionamide
2-Amino-N-{3-[2-(6-methvi-pyridin-2-y)-vinyil-phenyl}-acetamide 105
2-Amino-N-{4-[2-{6-methyl-pyridin-2-v))-vinyll-phenyl}-acetamide 217-219 dec
1-[1-({2-[2-(2-Chioro-phenyl)-vinyl}-6-methyl-pyridin-3-yloxy}-acetyl)- amorphous foam
_piperidin-4-yi]-imidazolidin-2-one
(1-{4-{2-(6-Methyl-pyridin-2-yl)-vinyl]-phenylamino}-ethyl)-phosphonic acid { orange amorphous
dimethyl ester solid
2-[2-(2-Methoxy-phenyl)-vinyi]-6-methyl-pyridine 129-130




precipitate is collected by filtration and dried in vacuo. 1.3 g of the
title conpound in formof yellow crystals of nelting point 1 64-166are

I sol at ed. EXAMPLE 6

3-[2-(6-Me in-2-yl)ethynyl]-benzonitrile A mxture of 1 g (8.54
mvbl ) 2- eth@%%ﬁ¥%§ﬂethyl pyridine (prepared in anal ogy to [)Pq;nﬂﬂﬁ@ﬁmﬂ
al., Synthesis, 1981, p. 364-5), 2.3 g (1%38 mvbl ) 3- brono-benzonitrile,
0.47 g (0.7 mwbl) bis-(triphenyl phosphine)-palladiumll-chloride, 80 ny
(0.41 mwl) cuprous iodide and 1.53 m (15 mwbl) triethylam ne in 10 m
di met hyl f dr de 1S stirre urs 90[ er C. Thejreaction m xtyre
|S C00|y€dc1 YIS qq}g'r*ﬂ gﬂ’ﬂ"ﬁl“%'m%mdﬂva G_J'Ignnfl onnl X .8' 1 q[l

di chl oronét@g&;;oﬂ.bﬂe@regg@me-hamrpyh&ndr| ed over sodi um suI basg, filtere ‘,

evapor at e ﬁngsa and the 1r |due I's purified by chro raphy on
Si'ica gel . IV 5& 8 4.4\ Aoy Crn 48317_»3+inn frbm

aviett Aat L, \“? '1 ao o utnrTe . A ]u1

hexane of tehemodatza(ened\emm@m-zaﬁ)tmyq@hms g (28.4 % of {bsspégle
conpound gs ._[Qo cryst

EXAVPLE 7 A-POmo-esh il v '
Exanpl e 5 |(2:udethybs-ivs-talyldthyryl-gyridine t he foI | owi nq corrpounds cbs'rsarrrul al cén

be prepar ;dw S DR % Feteoyridine, 49-50

Py

'\/Eltl ng p LAY \'l_ Uflr\/} ~ L

249- 252 2- Ma(stwmmﬁﬂﬂl-mﬁnvlethﬂwmw-byndmwI -pyridine yellowish it 100- 101
2-[2-(2- CHl pL94 I ! r co ss oil

2- Met hyl - r{_’{z&g% |H 1] %-gmx v]nyﬁ)g-rﬂe%pﬁyrldme 8&-’78 4G4

Aceti ¢ aci|®-Beth@-&{2-(minimidim5yhetyiyi]-pyfidips ] - pyri di n-3-yl est eni0-¥@ 77 6-[

peet ¢ ac d2ae PO P BRSPSt g, e Lo,

amine
Acetic acid 1-{4-[2-(6-methyl-pyridin-2-y)-vinyl}-phenyl}-ethyl ester
3-{2-(6-Methyl-pyridin-2-yl)-vinyl]-phenol 250-251
3-(6-Methyi-pyridin-2-ylethynyl)-phenylamine 129-130
N-[3-(6-Methyl-pyridin-2-ylethynyl)-pheny!]-2-phenyl-acetamide 133-135dec
Thicphene-2-carboxylic acid {3-(6-methyl-pyridin-2-ylethynyl)-phenyi]- 156-157 dec
amide

2-Methyl-6-(thiophen-2-ylethynyl)-pyridine 34-36
3-(6-Methyl-pyridin-2-ylethynyl)-benzoic acid ethyl ester 56-58
2-(3,5-Dibromo-phenyiethynyt)-6-methyl-pyridine 100:101

{2-[2-(2-Chloro-phenyi)-vinyl]-6-methyl-pyridin-3-vimethyl}-dimethyl-amine | 227-229 dec
{3-{6-[2-(3-Chloro-phenvi)-vinyll-2-methyi-pyridin-3-yloxy}-propyi)-dimethyl- | 184-186

5-Azido-4-iodo-2-[2-{6-methyi-pyridin-2-yl)-viny!]-phencl red glass
2,6-Di-tert-butv|-4-[2-(6-methyi-pyridin-2-yl)-vinyl]-ohenol 126-127
1-{4-[2-(6-Methyl-pyridin-2-yl)-vinyl}-phenyl}-ethanol 97-88
2-Methyl-6-[2-(pyrimidin-2-yl)-ethynyi]-pyridine 144-145
{3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]-phenyl-methanone 99-100
6-(6-Methvl-pyridin-2-viethynyl)-3,4-dihydro-1H-quinolin-2-one 189-191
2-(3-{2-[2-(3-Chloro-phenyi)-vinyl]-8-methyl-pyridin-3-yloxy}-propyl)- 101-103
isoindole-1,3-dione

3-Methoxy-8-methyl-2-.m.-tolylethynyi-pyridine brown oil
Acetic acid 2-[2-(6-methyl-pyridin-2-yl)-vinyl)-4-nitro-pheny! ester 129-131
8-(6-Methyl-pyridin-2-yiethynyl)-indan-1-one 160-185

2-Methyi-8-[2-(pyrazin-2-yl)-ethynyil-pyridine 95-86




PCT/ EP98/ 04266

2-[2-(2-Chl oro-phenyl)-vinyl]-pyridin-3-ol

232-234 6- Met hyl -2-styryl -pyridin-3-ol

261 dec Ac d 2-[2-(2-chloro-phenyl)-vinyl]-6-nethyl -
ester g}dﬂ%@%{’z (2-Chl or o- phenyl ) - vi

232- 234 (Z)-6- Met hyl

145- 148 2-

51-52 2-[2-(2-Fluoro-phenyl)-vinyl]

r%yl] 6- met hvl - pyri
-2-stryl -pyridin-3- 5144

[ 2- (2- Chl or o- phenyl ) -vi nyl ] - 6- net hyl -
-py_ri__di ne

pyri di ne

17 -

pyri di n- 3-yl
dPETEPE3/04266

69-70 2-[1
97-99 Acet

gk

—_
—.

ey G- byt

aﬁg'ﬁ/']f‘g 'é}r%HWfPfep%t hyl - ohBZ @ n-3-yl edter

102- 103 Ag¢eatetemidei d 6-[ 2- (4-chl oro-phenvl )-vinyl]-2-nmethylj-pyridin-3-yl

ester 1 2-1.2- (4 - - | - pylr.| ol

575 078 qieRIisERY R, Y el

265- 270 d¢Acstieacid2-phen ﬂgmmglh-agz_l Egér(; ni t ro-phenyl) - vi ndrdwrpaiir i di n- 3-

est er hidichid 6%@(5\51@411 foiyhg-dlidin- 3, PagY! ) - vi nyl T - pyrdefifgd- of

190- 195 d¢c—FAcet TCacT CFL |||.=,Tr|y1 =0~ |_L \L'"IIIT ru pllcrrle VI - PyrTorir- o

ester : : : i gh [:88-3- 0| _

23? 233 d¢ &btﬁyli%&i'nggb%an§|§4-ﬁm&9§'h8no?henyl )-vinyl]-6- rreté}gld-e‘pyrl di n- 3

ester P

6-[2-(3-c fla( [ -nooavii@mine3- v| ester | yellowishofl12- 17/

2-12-(3-C £ é‘}s-?ﬁﬁfﬁyll dm@n-%nﬂvll-wérqw}fﬁrﬁvﬁgmme | 240243

232- 235 64 rO- PenyT j=vinytt-2-Tetnyt - pyrrarmn-3- Llr

230-232 (! ) gymgﬂlhmwl}qnhﬁnmm 56-58

69-70 ( E) off A- nmet hanol 81-83

58-60 2, 2] S| - MEL Ny = pyT T arne

108-110 ns@-yhaster nyri din-3-yl oxy) - nri@@6] - ani ne;

hydr ochl of igg8: &-Metiyt By 2258 nyl)-2-nitro-phenol _ 141-143
3-Ethoxy-4-12-(6-methyl-pyridin-2-yi)-vinyl]-2-nitro-phenol 175-178 dec
4-(8-Methyl-pyridin-2-yiethynyl}-2-nitro-phenol 184-187 dec
Acetic acid 2-[2-(6-methyl-pyridin-2-yl)-vinyl]-6-nitro-pheny! ester 105-110 dec
Dimethyl-[3-(6-methyl-2-phenylethynyl-pyridin-3-yloxy)-propyl}-amine yellow gum
2-Azido-4-12-(6-methyl-pyridin-2-yl)-vinyl]-chenol 155-157 dec
Dimethyl-[3-(6-methyl-2-.m.-tolylethynyi-pyridin-3-yloxy}-propyil-amine yellowish oil
2-(3-Methanesulfonyl-phenylethynyl)-6-methyl-pyridine 108-110 dec
_3-{2-[2-(3-Chioro-phenyl)-vinyi}-6-methyl-pyridin-3-yloxy}-propylamine 186-189
4-Azido-.N.-(3-{2-[2-(3-chloro-phenyl)-vinyl]-6-methyi-pyridin-3-yloxy}- 99-102 dec
propyl)-2-hydroxy-benzarmide
3-[3-(3-Dimethylamino-propoxy)-6-methyl-pyridin-2-ylethynyll-benzonitrile yellow qurm
5-(6-Methyl-pyridin-2-yiethynyl}-indan-1-one 133-134
2-Methyl-8-(2,3,5-trichloro-phenylethynyl)-pyridine 112-114
2-[2-(6-methyl-pyridin-3-yl)ethynyll-6-methyl-pyridine 118-119
Dimethyl-{3-[6-methyl-2-(3-trifluoromethyi-phenylethynyl)-pyridin-3-yloxy]- yellow gum
propyl}-amine
2-[2-(6-methyl-pyridin-3-yl)ethynyl]-3-methoxy 6-methyi-pyridine 198-199
hydrechloride salt
2-Methyl-6-(5,6.7,8-tetrahydro-naphthalen-2-ylethyvnyl)-pyridine 50-51
3-J2-(3-Chloro-phenylsthynyl)-6-methyl-pyridin-3-yioxyl-propylamine 151-153
(3-{4-Bromo-2~methoxy~6-[2-(6-methyl-pyridin-z-yl) -vinylj-phenoxy}-propyl)- | 211-218

dimethyl-amine;




(B)-6-[2-(

56-57 2- Met hyl

102- 103 2-

156- 159 ( Ejwéoddled/

2-Pvridyl)vinyl]-2-picoline
-6-styryl -pyridine 1-oxide
Styryl -pyridine 1-oxide

| -2-(2-pyridin-2-yl-vinyl)-pyridin-3-ol

240- 242 (Z)- 6- MBthyl - 2- (2-pyri di n-2-yl - vigwl ) - pyri di n-3- ol ; FCYERPA0f266
225-228 6-Styryl -pyridine-2-carbonitrile
92-93 2-[2-(2, 6-Di chl oro-phenyl)-vinyl]-6-nethyl-pyridine
light yell _oil 3-Methoxy-6-methyl-2-styryl-pyridine
5 1) bl Sl B B 2 C, T T T
113-114 | €-(3-Fluera:pheryRthvovipd 4 5.6-tetrahydro-2.H.-[1,2)bipyridinyl brown gum
L2 5, o 2SRRI oY BRI |11
131-132 G-WQ/I —pyridine-2-carboxylic aci d HCL Salt
209- 212 6-|9 Ngiad- mm[hgs.eﬁm% pﬁ@ﬁMﬁH & ox?ft er | 161-163 dec
87-88 Acetlc aci d -pyr|d|n- V|n phenyl ester
col orl ess | YaTal .
cster . 10 "‘L‘;‘E%:%w; jz‘@{'%ﬁ‘éﬁ‘?%?% i ;"'%Tﬂ?f%“%“ﬁ??ﬁ;ﬁ”'ﬁ'yi s violaeghieny
59_ 61 2 [ nhﬂn\ll AN VT nuL'L L_ Fet Ja_\J| nuv-j._d; Re-
R e T v
67-68 6-[4 L/ yridhe B e t-hy—n-eoitnire—aerHSEE by —ester
80-82 2-[1 :{-met@llsqswwmfidhawmwmn-eHirbehiw)kami-Me ni c aci g1zg-imsl ester
70-72 1-[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]- 1H-[1,2,4]triazole-3-carboxylic 154-157
acid dimethylamide
1-[3-(6-Methyl-2-phenylethynyl-pyridin-3-yloxy)-propyll-piperidin-4-o} amorphous white
solid
8-(8-Methyl-pyridin-2-ylethynyl)-2-nitro-phenol 150-151 dec
5-[2-Bromo-2-(8-methyi-pvridin-2-yi)-vinyl]-2-nitro-phenol 158-158
5-12-(6-Mathyi-pyridin-2-yi)-E-vinyl}-2-nitro-phenol 171-173
5-[2-(6-Methyl-pyridin-2-yl)-Z-vinyl]-2-nitro-phenol 108-110
4-Azido-2-hydroxy-.N.-[3-(6-methyl-pyridin-2-vlethynyi)-phenyll-benzamide | 180-182 dec
5-(3-Dimethylamino-propoxy)-6-phenylethynyl-pyridine-2-carboxylic acid 160-162
ethyl ester
8-Methyl-2-styryl-pyrimidin-4-ol 221-225
2-Ethyl-6-(3-fluoro-phenylethynyl)-pyridine brown oil
2-(3,5-Dichioro-phenyiethynyi}-6-methyi-pyridine 74-76
2-Methyi-6-(3-trifluoromethoxy-phenylethynyl)-pyridine <30; brown crvstals
2-Methyl-6-(3-[1,2,4ltriazol-1-yl-phenylethynyl}-pyridine 128-120
4-(6-Methyl-pyridin-2-ylethynyl)-phthalonitrile 138-140
2-Methy!-6-{2-[3-(1.H.-tetrazol-5-yl)-phenyl]-vinyl}-pyridine; compound with | 234-240
formic acid
3-[2-(3,5-Dichioro-phenylethvnyl)-6-methyl-pyridin-3-yloxy]-propylamine 97-100
{3-[2-(3,5-Dichioro-phenylsthynyl)-8-methyl-pyridin-3-yloxy]-propyl}- 171-173
dimethyi-amine
2-(3,5-Dimethyl-phenylsthynyl)-3-methoxy-6-methyl-pyridine yallowish oil
2-[2-{3-Fluora-phenyl)-vinvi]-8-methyl-oyridin-3-o 251-253 Dec.




2-[2-(6 - Methvl

218-219 3-

150- 151 4-[2- (6- Met hyl -

-benzoic acid; HC
-benzoic acid
-benzoic acid

-pyridin-2-yl)-vinyl]
[ 2- (6- Met hyl - pyridi n-2-yl)-vinyl]

pyridin-2-yl)-vinyl]

sal t

206- 207 3-5§%9§&%@?hyl pyridin-2-yl)-vinyl]-benzoic acid nethyl ester, HC
salt 237- -“12- (6-Met hyl -pyridin-2-yl)-vinyl]-benzoic a® 6 est er
112- 113 2- Met hoxy-4-[ 2- (6- et hyl - pyridi n-2%1)-vi nyl ] - phenol
118- 119 {3-[2-(6-Methyl -pyridin-2-yl)-vinyl-phenyl)-methanol; HC salt
230-231 6-Styryl -pyridine-2- carboxyllc acid .tert.-butyl am de
87-88 2-(3- Qaﬂn-z-o-en I- | Lne HCl sa
150- 154 2- g here-phiar O § = 46 —§£€5
6-Styryl-p -Aﬂdmﬁ(&?memylkmﬁmh-eglemm) ﬁl;emil anmi de; HCI sal t 183155426
6-[ 2- ( 2- th otin aci d. 219-221
dec 2. [ 2- (2B BrEpmat e Gy o Bty iptingzy | 1eo152
168-170 2-| gggﬂﬁamuggy ohenyl)-vinyl|-6-nethyl -pvridine
rs- 17 2- MU dndg shindordr et POy RN Gl | | - PV T g
44- 45 (B=b-TZ=CapyrTayr jvrnyt - 2= Prcorrne
72-73 N, NMFMro@enﬂeme 2-v1)-vinv|]-benzbhbioweoll HCl saljt
227-228 N, I\5 _ﬁ hefl\ l[et% B LNy din-2-yl)-vinyl]- ben;ﬁ.pg de: HCl galt
183-184 (B~ ot e
yel | owi sh {3S-Dxchloro-phenylethynyl)-s (3-d|methylammo-propoxy) pyridine-2- 195-198
{2-[2-(2- Hl:'aﬁfoﬁ?yl@'a&@)élh&réété?w ] - 6- et hyl - pyr| di n-3-yloxy}-agetic acid etHhyl
col orl ess jgumr ester —PCT/ EPI8/ 0420
3-[2-(6- Mslt%@tn"ﬁ?'hwémwb?mﬁp’m\ﬁr(ﬁ-ﬁd}me‘W"Pb%IWPWW’)tRXF‘@ﬂ%?hyI HE®1 ) - benzgni d
e 249- 251 {Hethokic lacid ethyl ester
6-(3-Fluoro-phenylethynyi)-2-methyi-nicotinic acid 173-175
{6-(3-Fluorc-phenylethynyl}-2-methyi-pyridin-3-yi}-methanol 116-118
[4-(4-Fluoro-benzoyl)-piperidin-1-yi]-[6-(3-fluoro-phenylethynyi)-2-methyl- 138-140
pyridin-3-yll-methanone
2-(3-Fluoro-phenylethynyl)-6-methyi-nicotinic acid ethyl ester brown oil
2-(3-Fluoro-phenylethynyl)-4.8-dimethyl-pyridine brown oll.
6-(3-Fluorc-phenylethynyl)-.N.-(5-methoxy-indan-2-yimethyl)-2-methyl- 157-159
nicotinamide
{[6-(3-Fluoro-phenylethynyl)-2-methyl-pyridine-3-carbonyl]-aminc}-phenyl- | 133-135
acetic acid methyl ester
2-Methyi-6-(5-methyl-thiophen-2-ylethynyl)-pyridine 53-50
2-Methyl-6-(2,3,5-trimethyl-phenylethynyl)-pyridine brown oil
3-{2-[2-{3-Fluoro-phenyl)-vinyl]-6-methyi-pyridin-2-yloxy}-propan-1-ol 86-88
{8-(3-Fluoro-phenviethynyl)-2-methyl-pyridin-3-vimethyl]-dimethyl-amine 220-222
2,2-Dimethyl-propionic acid 3-[2-(3-fluoro-phenytethynyl)-6-methyi-pyridin- | yellowish oil
3-vioxy}-propy! ester
2-Azido-4-iodo-5-(6-methyi-pyridin-2-ylethynyl)-phenol 140 dec
8-Azido-2,4-diiodo-3-{8-methyl-pyridin-2-ylethynyl)-phenol 162 dec
4-Azido-2-hydroxy-5-iodo-.N.-[3-(6-methyl-pyridin-2-ylethynyf)-phenyl]- 185 dec
benzamide
Acetic acid 3-acetoxymethyl-5-(6-methyl-pyridin-2-ylethynyl)-benzyil ester brown oil
(Benzyl{{2-(3-fluoro-phenylethynyl)-8-methyl-pyridin-3-yloxy]-acetyl}- brown oil
amino)-acetic acid ethyl ester
2-[2-(3-Fluoro-phenyl)-vinyl]-6-methyl-isonicotinic acid ethyl ester 76-77




4-12-(6-Methyl -pyridin-2-yl)-vinyl]-.N-(3-trifluoronethyl-phenyl)-benzamd
e 160-161 2-[2-(3-Nitro-phenyl)-vinyl]-pyridine

127-128 6-Styryl -pyridi ne-2-carboxylic acid (3

trifluoro nyl ) - am de 128-129

2- (6- Styrgﬁbpyr g i n-2-yl) - propan- 2- ol sal t PCT/EP98/04266
171-174 2-Met hyl - 6-(2-t hi ophen-2-yl - V|ny€b pyridine, HCl salt

208- 211 2-(2-(3-Chl oro-phenyl)-vinyll-pyridine

51-53 2-[2-(3-Cyano-phenyl)-vinyl]-pyridine

85-86 2-[2-( onn- phenyl ) -vi.nylL] - 6-nethyl -
58-59 2- [ 34 - RGN yiex
58-59 2-[ 2{4-BydroXynatyhsieimethyigyridia-iviethyoyphenyilméthanet hy| - pl1isdiide

ol orl oss | B P s ERme G RRD R S PO YO seIRE ”epaﬂawmsum
67- 68 2-[ 2diSetitamine- phenyl ) -1 -nethyl -vinyl]-pyridine

?8! g;: Ie-SZJ kaﬁélﬁorgge%ylﬁjggﬁﬁp gﬁbﬁ[ﬁ%& luoro-phenylé?n%z-methyl-

2- Met hyl - @B} 3-yiHmetnanons an nhen - )

Il owi sh 112 6- met hvl -
B1-62 2| m@%ﬁ%g’ﬁ‘%ﬁ?@“q@“‘ﬁ?ﬂﬁ F?“‘é$‘??:§¥%?§.y-£)yr. [I? e p
ny
|

rr|d| r_le'

é45954ge

yel | owsh (MH%@[%"{@PW ?MYWF’U‘M’H%‘}' wrovearagul)- pyr 10811

yel | owi sh|@ideridinlt 4nmnrantid 0- phenyl ) - vi nyl ] - 6- met hyl - pyri dj ne
yel | owi sh or T 2- [zmgd VETNOX 3T1yr) VI nyTT-6- et nyT-pyTT Iﬂrr]fﬁ

yel | ow sh | 3r{B-Ethypy Q’ijwj ) thnnvl Y=vinyl]-noyri
xégl I68vvizs h } @ 2‘% =2, ad&to&ewexﬁbwm?p@e@wapgmneslﬂoxﬁ,cﬁ@&y yl " pyf setizne

- - oro en vin ridi ne
44_ 45 {2[ { ‘Q&EU‘Q lﬂe%‘yqﬂgﬁ y n-\’ll 1 yR onnt h_‘yl—lr p-\ylP}IHJ'_rnF % ui X)I} aceL} o ﬁﬁi d
230- 233 (3-{2—[2-(2 3—D:chloro-phenyl)-wnyl] 6-methyl-pyridin-3-yloxy)-propyl)- 161-169 _
(3-(2-1 2 (35, il o o phenwl deata iyl | -6~ et hyl - pyr i din-3-yl oxy} - propy! ) - di mgt hy
6- [ 2- ( 2- Chlkd6-<(e-plenyphdnyidtinynii]-2-2rethyl-pyyiding Brcabonyl)ipsrdzineett hajran-gs

131-133 2
61-63 2- M
yel | owi sh

43-45 2-[} g,cw 'gﬁ;' vl b

52- 33 Acef F{:‘éém ﬁﬁgmﬁv%&@oylzbf% mqﬁéﬁ yri (5‘6‘5 é}?()%"y'\sl)l nyﬁ&-q%ﬁé’%iu estjer
yel | owi sh (armeMvriduawm-memaﬁm( G-methyl -pyridin-2-yl)-vinyll-phenyl estler
yel I ow sh %-{2—[2—(2,4-Dichloro-phenyl)-vinyl]-s-methy!-pyridin~3-yioxy}-propyl)— 170-178
dimethyl-amine hydrochloride sait

(CaroRRERad RE LRI gg\{é}yl) 6-met hyl - pyri di ne

yl'UTL [ 27 \O LIITIUUIUIH: yT pl‘lcl‘lUKy;-plleTl_ylJ-ViTIyIL}-pyliﬁne
e i m 2 drmethnang 3

2-{3-Fluoro-phenylethynyl)-6-methyl-isonicotinic acid ethyl ester 89-91
2-(3-Fluoro-phenylethynyl)-6-methyl-isonicotinic acid .tert.-butyl ester 94-96
2-(3-Fluoro-phenylethynyl)-8-methyl-isonicotinic acid 231 dec
[2-(3-Fluoro-phenylethynyl)-6-methyl-pytidin-4-ylj-methanol 143-146

[4-(4-Fluoro-benzoyl)-piperidin-1-yi]-[2-(3-fluoro-phenylethynyl)-6-methyl- 156-158
pyridin-4-yl}-methanone

3-Allyloxy-2-{2-(3,5-dichloro-phenyl)-vinyl]-8-methyl-pyridine 105-1C6
{2-(3-Fluoro-phenylethynyi)-6-methyl-pyridin-4-yl}-morpholin-4-yl- 114-116
methanone .

Acetic acid 3-(6-methyl-pyridin-2-ylethynyl)-benzyl ester brown cil

[2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-4-yimethylj-dimethyl-amine 2098-212
(3+2-[2-(3,5-Dichloro-phenyl)-propenyi]-6-methyl-pyridin-3-yloxy}-propyil)- 182-184
dimethyl-amine hydrochioride salt

2-{3-Flucro-phenyiethynyl)-3-methoxy-8-methyl-pyridine yellowish oil




PCT/ EP98/ 04266

2-[2-(3, 4-Di chl oro- phenyl ) - vi nyl
73-75 4-Brono- 2- [2 (6- net hyl
246- 248 AcefyiciooR
156- 158 Acetlc acid

ester

154- 156 2- I\/Et hyl -

yel | owsh o
2-12-(2, 3-

97-99 2-Me

yel | owi sh nf

2-{2-[3-(3
yel | owi sh
yel | owi sh
88-90 2-[ 2]
50-51 2-Me
yel | owi sh
85-86 2-Me
yel | owi sh
126- 129

(2,3-Di net|

pale o
yl)-vinyl]

- 6- et hyl - pyri di ne
-pyridin-2-yl)-vinyl]-phenol

2-[2- (3, 5-di chl oro-phenyl ) -vinyl]-6-net

-20 -

"YerRbssnas

yl

6- [ 2- (3, 5-di chl or o- phenyl ) -vi nyl ] - 2- met hyB8 pyri di n-3-yl ester 159-161
Acetic acid 2-] 2-(3, 5-di chl oro- phenyl ) -vinyl]-pyridin-3-yl ester
6- (2-naphthalen-1 -yl -vinyl)-pyridine
iz RO PP YRy Py oAy BV TG | 7 e
99-101 2- Mpirdchride’sarapht hal en- 2-yl -vi nyl) - pyri di ne
%ztc%-z{gydroxy-%-aﬁo-p oD R E A Shenyiethynyl)-2-metnyl- | 195-200 dec
@ﬂmﬂl-«aﬂmnyﬂﬁmaz@-bplhmﬁhhenm nyl } - 6-net hyl - pyrl di ne
oy o B S B B S IR ) B e IR o ok
_@E&M@ﬂemmﬂmjﬂ -6- n’ethvl pvridine
BYs. A nz\élc’%\éid)eﬁﬂ}’éété?' ne 100-102
2= p-totyt-vinyr )y =pyriarme
ﬁy@-[%@(%lwo-tpbﬁfyl) MWHJWV}'PXS‘FW%YIW}-WOPVD dimethyl- | 159-171
Dbﬂnmﬁh{ld?oéhﬁnﬁ@&é'&y' -pyridin-2-yl)-vinyl]-phenyl am ne
-pyridin -phengll-nethanely | ). (3. 12. (A net hg8A4Byridin-2-YI)
*@Q@ﬁu&rﬁ?ﬁﬁbﬁh}l}rﬂ&ﬁiﬂ%%ﬁ@h fﬁ‘:dNaé& [ 2-(6- Methylggpyri din-2-
ez &b9lphlarprphgﬂvpr\')ny0-ﬁrmﬂ]wﬁmm you-poRAY | - ac b # e 156

N-{3-[2- (6}
2,2-Dineth
166- 168 Th
{3-[2-(6-
Cycl ohexan
215 am de

1- (4- Br ono}

197 dec

va.anyBam.Reﬁ)@rdmcbmesanyrldln -yl)-vinyl]- phenyl]

- pr opi onam de

ophene- 2- carqox

Brop

bm mwiph@wy&mydyi){rﬁcc[nam (aad et hy I

i ;_gellow oil

pyri d| n- 2 yI) vi 833 decphenyl } -
BridsFipose-benzoy piperiin g P-spre-ReRYSIMY PYTdIN ] - pARS I AUr ea
yil-methanone
2-(2-.tert.-Butoxy-3,8-difluoro-phenylethynyl)-6-methyl-pyridine 72.0-74.0
2-Methyl-8-[2-(2,4, 5-triflucro-phenyl)-vinyi]-pyridine 74-76
2-Methyl-6-[2-(2,3,4-triflucro-phenyl)-vinyl]-pyridine 79-82
3-(6-Methyl-pyridin-2-viethynyl)-phenol 142-144
2-Methyl-6-[2-(3,4,5-trifluorc-phenyl)-vinyl]-pyridine 74-76
2-(3-Methoxy-phenylethynyl)-8-methyl-pyridine 55-57
2-Methyl-6-(2,3,4-trifluoro-phenylethynyl)-pyridine 104-1G6

(dec = decomposition)



2- Met hyl - 6-[ 2- (4-ni tro-phenyl)-vinyl]-pyridine

134-135 4-[2-(6-Met hyl -pyridin-2-vl)-vinyl]-phenyl am ne

147-148 2-[2-(3, 5-Di chl oro-phenyl ) -vinyl]-6-net hyl - pyri di n- 3- ol

218- 220 6- [Wo(98n0ps0® chl or o- phenyl ) - vi nyl ] - 2- net hyl - pyri di n- 35

286 dec 2-[2-(3,5-Dichloro-phenyl)-vinyl]gyridin-3-ol p@rponnass
240- 242 2-[ 2-(6-Chl oro-benzo[ 1, 3] di oxol -5-yi)-vinyl]-6-nethyl-pyridine
131- 132 2-[2-(2, 3-Di fl uoro-phenyl)-vinyl]-6-nethyl-pyridine

55-56 2-[2-(3,4-Dichl oro-phenyl)-propenyl | -6-nethyl-pyridine

yel | owi sh gidims: PCT/ EP98/ 04266 :
-21 - 2-12-(3,5-Bis-trifluoronethyl-phenyl)-vinyl]-6-nethyl-pyridine

85-86 Acetic acid 2-methoxy-6-[2-(6-nethyl-pyridin-2-yl)-vinyl]- phenyl

I I ol
L6 120" 2- Vot npie-GVEserd s Bl Doy BtV IO, i EoEnANIY. 2 aR i
59- 62 2-[ 2- ( 4- &hdiRihete3oanylazbupyrigine dry pmyemmnmcppmbmammrppf Ifmhuse in
|1 h I
sol g on oL elfRpitbntr Choiuds abldclad R IRUGHOY Bk Uil sgral
yel | owi sh oi | ieramissiemiand of nervous systen dlsorders medlated full orin part by mGiu 5
2,6-di-,tert.-butyl-4-[2-(6-nethyl-pyridin-2- yI) vi nyl ] - phenyl ester

%523; izggs gt :\/g Za%yla%{:‘lbl-dl Ehete}f'oary@f(gxw) 2b éﬁ(ynﬂ 2-hsteroarylalkynyl-, 2-arylazo-
4- br ono- 2- met hand/ 2-hefetedrflazet pyridineyoriadpharfayéyticalyngdcbpiablensdit théradt, Idrisedn er

2-(6-Chloro- be{{i}?g{ﬁ%ﬁﬁéﬂ' Pipliepsy) t&bbMEbAeRialBEALhic Bigebid 't the eye, muscle

105-106 |i ght
crystal s 2-[ 2-§msmsbremiulaions, heiny agute, traumatig-andichmnjc degarerative pyadessesof

127-129 2-][ 2- I t ho ne
191113 o hoi g@ege&@? syste {'EW%*Q*I‘%W‘*'“ o nyff}ﬁ%\

T e [l

o,

wherein

R, denotes hydrogen, lower alkyl,hydroxy-lower alkyl, lower alkyl-amino, piperidino,

carboxy, esterified carboxy, amidated carboxy, unsubstituted or lower alky!-, lower

alkoxy-, halo- and/or trifluoromethyl-substituted N-lower-alkyl-N-phenyicarbamoyl,

lower alkcxy, halo-lower alkyl or halo-lower aikoxy,

Ry denotes hydrogen, lower alkyl, carboxy, esterified carboxy, amidated carboxy,

hydroxy-lower alkyl, hydroxy, lower alkoxy or lower alkanoyloxy, 4-(4-flucro-benzoyl)-

piperidin-1-yl-carboxy, 4-t.-butyloxycarbonyl-piperazin-1-yl-carboxy, 4-(4-azido-2-

hydroxybenzoyl)-piperazin-1-yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-

piperazin-1-yl-carboxy,

Rs represents hydrogen, lower alkyl, carboxy, lower alkoxy-carbonyl, lower alky!-

carbamoyl, hydroxy- lower alkyl, di- lower alkyi- aminomethyl, morpholinocarbony! or

4-(4-flucro-benzoyl)-piperidin-1-yl-carboxy,

R, represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl,

lower alkylamino-lower alkyl, di-lower alkylamino-lower alkyl, unsubstituted or hydroxy-

substituted lower alkyleneamino-lower alkyl, lower alkoxy, lower alkanoyloxy, amino-
——————— lower alkoxy, lower alkylamino-lower alkoxy, di-lower alkylamino-lower aikoxy,
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2-[2-(Pyridin-3-yl)ethynyl]-6-nethyl-pyridine l'i ght
yel l ow crystal s
60-61 N-{3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-succinamc acid

212-213 1-t o | -343-[2-(6-net hyl -pyridi n-2-yl)-vinyl]-phenyl}-urea -
191-192 ﬁbtggmﬁ%y [ ( yiopy y ) y ] P%T/Elgl98}04266

5-({3-[2-(6-Met hyl -pyridin-2-yl)-vinyl] -‘|§Iqenyl am no)-nethyl)-7-nitro-1, 4-
250 dec di hydro- qui noxal i ne-2, 3-di one Tet rahydro-furan-2-carboxylic acid
{3-[2-(6-methyl -pyri di n- 2- yI )-vinyl]- 160-161 phenyl]-amde (1

coi ot | ess f oar TERHoEE ok, SUsRIRS B biEpbe? 8P oko Friddabltn £ )
({3-[ 2- ( 6- Met heubstityteddoweralipigneamid-lowsh atkpky: aatbany,dsterifiet ioy ajnidaecdbani c
ety a5 A b B G et ey e sy
dec Ethyl-{3-] rt{meswﬁm oeima&u halesybt;mutﬁﬁ \qerpaﬂ@nylp}‘e ahamnyiene group
igg ggg gt ?xzfl t{oﬁmhavfa%ﬁ&%%’t}dgdtéﬁ éhrB?rhe(tlabﬁmQ Mwﬂaz% |- ?empnsnd

yel | owi sh oi | Eésfg%‘%?sm R1eB1RYC ph|Y % ng‘eig which{# %%Hb%l??&' of Substituted
yel I owi sh oil drﬁa»d?lmecsubkt&mﬂtesélmpa Yrofn lﬁ%halkylmalo chaie@lower alkyl, halo-
_26 282 [2-(3, A%ﬁi?%o@@ﬁg%ew !oyer ?Iﬁ(yrgl #g%lgﬁtlt%?ﬂ ?talowgr alkyi-, lower alkoxy-
55-56 2-( 3, 4- Mhaidrlandior rifiuerdresthylsubstit@edwhioyl- ynsubstituted or iower alkyl-, lower
73-74 2-(4-Et 'H?My?’htafd- hH/aF ﬂﬁﬁéﬂawe}ﬁlﬁﬂ?(étﬁt& Eﬁé@%@vf@%&%yuowdrwe

61- 62 2-(4-Fl uoro- hen
98- 100 2- Met hy'pydg:xydowqr(ﬁlw égw@r@kanﬁylpmiqxp@r alkyl, lower alkoxy, lower alkenyloxy,

yel |l owi sh oi | |gwéraldyiéddiorg! IBwBh@RaNcYIoRY Narhino S 1dWr aylamyind 4 iower

05- 68 alkanoylamino- or N-lower alkyl-N-lower alkanoylamino-lower alkoxy, unsubstituted or
lower alkyl- lower alkoxy-, halo- and/or triflucromethyi-substituted phenoxy,
unsubstituted or lower alkyl- lower alkoxy-, halo- and/or trifluoromethyl-substituted
phenyl-lower alkoxy, acyl, carboxy, estetified carboxy, amidated carboxy, cyano,
carboxy-lower alkylamino, esterified carboxy-lower alkylamino, amidated carboxy-
lower alkylamino, phosphono-lower alkylamino, esterified phosphono-lower
alkylamino, nitro, amino, lower alkylamino, di-lower alkylamino, acylamino, N-acyl-N-
lower alkylamino, phenylamino, phenyl-lower alkylamino, cycloalkyl-lower alkylamino
or heteroaryl-lower alkylamino each of which may be unsubstituted or lower alkyl-
lower alkoxy-, halo- and/or trifiuoromethy!-substituted,
in free form or in form of a photoaffinity ligand, a radioactive marker, an N-oxide or a
pharmaceuticzlly acceptable salt,

for use in the treatment of disorders associated with irregularities of the glutaminergic
signal transmission, and of nervous system disorders mediated full or in part by
mGluRS5.

4. The uss of a compound according to claim 3, in the treatment of disorders associated
with irregularities of the glutamatergic signal transmission, and of nervous-system
disorders mediated full or in part by mGIuRS.

The use of a compound according to claim 3, for the manufacture of a pharmaceutical
composition designed for the treatment of disorders associated with irregularities of

o
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2- Methyl -6-[2-(2,3,5-trichloro-phenyl)-vinyl]-pyridine 80- 82
1 -[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]-ethanone 76-78
2- Met hyl -6- (3<trifluoronethyl - phenyl et hynyl ) -pyri di ne 35- 37
2- Met hy 1- 6-W8-98102496- phenyl et hynyl ) - pyri di ne PCT/EP98/04266

99.5-102.5 6-[2-(3,5-D chl oro-phenyl ) -vi ng{l-3-net hoxy-2-net hyl - pyri di ne
98- 100 '

{2-[2-(2-Chl oro-phenyl)-vinyl]-6-nmethyl -pyridin-3-yl)-norpholin-4-yl -
123-125 met hanone _

(3-{2-[ 2- (3, 5- theadiitamatarbiesignal iranspisién, randiof heppus dysterd-didoodery mediated full
207- 210 di net hy] -am hl ori de salt

N-{4-]2-(6- Mt ﬁ{/’f&%‘{/‘?’&dﬂﬁ%| )-vinyl]-phenyl }-succi nam ¢ acid 201
dec N-4-f2-(6-Methyl-pyridin-2-yl)-vinyll-phenyl}-2-phenyl-acetam de

236-237 deg A  of formula |
({4-]2-(6- Met hyI‘;-mp.)n)g)roi"“(':i(i‘1 r?— 20- yl 2 Vi ny;q] - phenyl car banoyl ) - net hyl ) - car bam ¢

144- 145 dec acid .tert.-butyl aster
1-tert.-Butyl-3-{4-[2-(6-nethyl
dec {3-[2-(6-Methyl-pyridi R
161- 162 hydrochloride salt "2
Cycl ohexyl met hyl - {3-[ 2- ( 6- et hy,
178- 179 dec hydrochl oride sal B
{4-[2-(6-Methyl -pyridin-2-yl)-vinyl]-phenyl}-thi ophen-2-vinethyl-amne 100
Cycl ohexyl nmet highedeth- [ 2- (6- et hyl - pyri di n-2-vl)-vinyl]-phenyl }-am ne
106- 107 2- Am ng- -[2-( 6- et - idin-2-vl-vinyl]- | }=3- AR
102 propi onani géyééoiﬁ% ﬁgﬁeren, IJ;WJar a[?Wl, h@'dﬂ»&-l&ler al@f IJw&QWa%m%, BiBSHA‘.L_o.
3- [ 2- (6- met hyl egrhoxydiesteBiigd Parboxy lamigated parbaxy: uasubitituted or lowetalkyl-, lower
2 om no- M 4- 1 2z Byl ardfdritfbromithyr sttt deche Rl kg RR!ghEhHBarbamoy,
1- [ 1- ({ 2- [ 2- ( 2lowsr akexys haleyipyeralkylior halodewaralkexyy i di n- 3- yl oxy}acetyl ) -
?rerE gths( ‘;Oﬁ/e”lta B?f%téﬁhgdréggﬁ,}lcw& et ,ﬁakﬁbﬁp; &stéfiRd carboxy, allmidated carboxy, |
-pyridi p-2- -vinyl ] -phény] am no}-e - phosphoni c .aci
orange anor pho%@;%fn’é‘{"ﬁyﬁ’aﬂs p@gxy, Ilov'«yer all%xy owower al%noy‘ioa& )t-(ﬁnuorg-%enzoyl)-
solid 2- 2- 2-pipedidierst-yearboky, 4. putyox§earbbinglpipeyazire i sybcarboxy, 4-(4-azido-2-
129-130 hydroxybenzoyl)-piperazin-1-yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-
piperazin-1-yi-carboxy,
R, represents hydrogen, lower alkyl, carboxy, lower alkoxy-carbonyl, lower alkyl-
carbamoyl, hydroxy- lower alkyl, di- lower alkyl- aminomethyl, morpholinocarbonyt or
4-(4-fluoro-benzoyi)-piperidin-1-yl-carboxy,
R, represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl,
lower alkylamino-lower alkyl, di-lower alkylamino-lower alkyl, unsubstituted or hydroxy-
substituted lower alkyleneamino-lower alkyl, lower alkoxy, lower alkanoyloxy, amiro-
lower alkoxy, lower alkylamino-lower alkoxy, di-lower alkylamino-lower alkoxy,
phthalimido-lower alkoxy, unsubstituted or hydroxy- or 2-oxo-imidazolidin-1-yi-
substituted lower alkyleneamino-lower alkoxy, carboxy, esterified or amidated
carboxy, carboxy-lower-alkoxy or esterified carboxy-lower-alkoxy,
X represents an optionally halo-substituted lower alkenylene or alkynylene group
bonded via vicinal unsaturated carbon atoms or an azo (-N=N-) group, and
Rs denotes an aromatic or heteroaromatic group which is unsubstituted or substituted
by one or more substituents selected from lower alkyl, halo, halo-lower alkyl, halo-
lower alkoxy, iower alkenyl, lower alkynyl, unsubstituted or lower alkyl-, lower alkoxy-,
halo- and/or triflucromethyl-substituted phenyl, unsubstituted or lower aikyl-, lower

alkoxy-, halo- and/or trifluoromethyl-substituted phenyi-lower alkynyl, hydroxy,

4
i di n-2-yl)-vinyl]-phenyl}-urea 209
' .]_-;ﬁshenyl }-thi ophed‘)- 2-yi net hyl - am ne

[Nridi n-2-yl)-vinyl]-phenyl }-am ne

———

e
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PCT/ EP98/ 04266 -23 -

2- (3- Et hoxy-4-fl uoro-thenyl et hynyl ) -6-net hyl - pyri di ne 82- 83
2- ( 3- Chl or o- ohenyl et hynyl ) - 6- net hyl - pyri di ne 57-59
1- (3- Pyri diwodspbethynyl - phenyl ) - et hanone PCT/EP98/0425548'51

4-Chl oro-2-[2-(6-nethyl -pyridin-2-yl)-vi ] - phenol

26- 260 4- Br onp- 2- met hoxy- 6-[ 2- (6- et hyl = Pyri di n- 2-yl ) - vi nyl | - phenol
121-123 2-Methyl-6-.m-tolyl ethynyl-pyridine

57-58 2-(2.5-Di fluoro-phenyl et hynyl)-6-nethyl -pyridi ne

49-50 2-(3,5- Qg&PB%QT%WePQRQ%loWeFXWMyI&%y Mmywcswéﬁa%xy, lower alkenyloxy,

yel | owi sh oi l E r ono- | - pyridine

68-70 2- Met hylowsr pikviepegipxy, iawer gl P?y'%?ﬁ‘gﬂ%r» lower ’"0' lower

110-112 alkanoytamino- or N-lower alky!- N-Iower alkanoylammo -lower alkoxy, unsubstituted or

§2 {56[52153\;) Chlﬂ%ga&xle B%(A{% aétgr%l I]ialo- and/i hPo¥ é{h{f}‘suﬁ 8& h%it'tg%l) di met hyl
- { 4- [ 2- ( 6- net hyhsybgtitutidorlewen)alio- rqut}r—qﬂkmmy haloeamy/br tfluaromethyl-substituted

‘Z’ 5E)2 2(5? I\/gt ?%' Rg%hh ry“%yr | é;qh_a%!/l” Ez“‘é%% lfl%d c:arﬁ:oxI){1 amidated carboxy, cyano,
129-130 N-[3- mt—hy&t p&xvlamirw, gsty xy @m%' a@n&mﬁted@éthﬁ’mde
[123( é3§e ?ﬁ;l gfblrvxl%glﬁn phogr b-%v%i' Iammo estersﬁed phosphon%—leower

2- Met hyl - 6- ( t h ﬁ@wozn 'F?i]l'ﬁyi";” E@Iﬁ% dr]]ower aikylammo, acytammo, N-acyl-N34_ 36

3- (6- Met hyl - pyjowdr atk amm bhem}tam.hemwngs-lawephmmhopqtcwalkyl.lower alkylaming6- 58

5083 13 1D| br OMsA heeie%arytl Mry a?kygmnﬁot g'é’ch onhic(l!x' may be unsubstituted or lower alkyi-

{2- 2- ( 2- Chl or wehelkgky- halowarid/a-tifkioryrhethylrsubistitutady | net hyl } - di met hyl - ani ne
227-229 dec !

(3-{6- 2- ( 3- cnl"dres. e o0 [y form ﬁf?Ph3t°aﬁ'{1%'ga€§radad'9 Ve ke A TR S et hy
|- 184-186 SPmrmaseuticabitieccepiaple Slitvet hyl - pyri di n- 2-y1) - vi nyl ] - phenol

red glass 2,6 ,la\, idb8 that ke Réislhid {oﬁaﬁet hyl - yr| di n-2-yl)-vinyl]-phenol

5193693272 l%/ét hsg)[ ig.c %)@pewqqy tggfpr@u l)m é/qu\r%, i‘ %?/‘f Rg %jyd%ghe%?as is different
144-145 [ 3- ( 6- fibmiphlenylymorolraléhhengl; 2nghd 3akdichidropindret) 8- anghanone
23912816 (6- Nettr%/oro%&hy?ph%n% e W@Xyl)sﬁ dnd's gy&?m&h%lph‘éﬁw f%bx@p&pl‘?&ﬁrl
2- (3-{ 2- [ 2- ( 3- Thtditert.Mutyiphenyly mestiokyghenyt, BiA-dimpthiodyphedyl Rob§r)angrdoh§t ) -
101- 103 i soi ndgirfaoxypréHyR Mydroxyphenyl, 3,5-dihydroxyphenyl, 4-hydroxy-3,5-dimethyl-
phenyl, 3-hydroxy-4-methoxy- and 4-hydroxy-3-msthoxy-phenyl, 4-hydroxy-(3-methyl-
5-tert.-butyl-, 2- and 4-acetylaminophenyl, 3,5-diisopropyl- and 3,5-di-tert.-
butyl)phenyl, 4-carboxy- and 4-ethoxycarbonylphenyl, 4-cyanophenyl, 3-
methoxycarbonyiphenyl, 3-carboxy-5-methoxy-phenyl, 2-pyridinyi, 5-chloro-2-pyridinyl
and 6-methyl-2-pyridinyl when X denotes ethenylene, or Rs is different from phenyl, 4-
methylphenyl, 4-methoxyphenyl, 4-bromophenyl and 2- and 4-chlorophenyl when X
denotes 1,2-propylene attached to Rs in 2-pasition, or Rs is different from phenyl, 2-
and 4-chlorophenyl and 3-methoxyphenyl when X denotes 1,2-propylene attached to
Rs in 1-position, or Rs is different from 4-methoxyphenyl when X denotes 2,3-but-2-
enylene or 1,2-but-1-enylene attached to Rs in 2-position, or R; is different from 4-
methoxyphenyl and 4-isopropyphenyl when X denotes 2,3-pent-2-enyiene attached to
Rs in 3-position, or Rs is different from phenyt, 4-methylphenyl, methoxyphenyl and 4-
hydroxyphenyl when X denotes 3,4-hex-3-enylene;
b) in compounds of the formula | in which Rs is methyl and R, and R, are hydrogen,
Rs is different from phenyl, 3-methylphenyl, 2-methoxyphenyi, 2-chlorophenyl, 4-
cyanophenyl, , 2-pyridinyl and 6-methy!-2-pyridinyl when X denotes ethenylene;

REPLACED
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3- Met hoxy- 6-net hyl -2-. m -tol yl et hynyl - pyri di ne br own

oil Acetic acid 2-[2-(6-nethyl-pyridin-2-yl)-vinyl]-4-nitro-phenyl ester

129- 131 6-(6-Met hyl -pyridin-2-ylethynyl)-indan-1 -one

160- 165 2- MeOlsgh247[ 2- (pyrazi n-2-yl)-et hynyI ]-pyridine

95- 96 PCT/ EP98/ 04266 PCT/EPIBI0A266

- N-Met hyl - N- (13- (4-[2-(6-net hyl - pyri di n 2- yl ) -vinyl ] -phenoxy}-propyl) -

62-70 acetam de

2-[2-(3,5-Bis-trifluoronethyl-phenyl)-1-ethoxy-vinyl]-6-nethyl-pyridine

% el I ow 0: I AAC ety i campduﬂds)WW erivilyenlih -whigh m éthRyhreer%gen and R, is carboxy,
rown oi cetic.a est er

brown oil Acet @f’?feﬁt{@“(pé'eﬂét%met@&ﬁ Vﬁ%ﬂﬂ%ﬁwl ané %?erpBﬁ%yl

ester 91- 9@¥hen Kdenotdsdthgnylgns; i di n- 2- yI) vi nyl ] -4-nitro-phenol 275 dec

Di met hyl - [ 3i (2aPRBHIRSLAYOYS thBYShA'T iR WHIH M) afd BP¥te RydFddHh and R, is methyl,

yel |l ow sh o

Di met hyl - ( 3- [ 4R4 s qitferent frgm-phenyld8-methanyy, Avmathoxy-@Endribd-dimethopphenyd-ne

240- 243 1-{4-2 |
56-58 2- ( 3{ H ugﬁﬁlgrowﬁmﬁ 4—&¥ﬁlbﬂipﬂagyﬂéhhﬂh@tﬁbtpﬁi&%hheﬁk%@fé% ethenylene or

[eth
81-83 Acetic athi# ?fé%/‘ m@ EE‘ r”@'l Bg&sﬂd?'ﬁ"@ -{rendegne.pttached to Rs in 2-position;
93-96 4-[ 2- ( 6- behitpmppundsioftheg formula/i WNérmeR{hrtd!Qz@:bﬂ'mhgen and Ry is 2-

e o et . L

184- 187 dec Acﬁnmm--etmwpt[eby(\Bherel(lﬂphomrathhmleheyI )-vinyl]-6-nitro-phenyl
ester

Di met hyl - [ 3- ( 6" rre%%n ds of thq f°"ﬂ§'ﬁ )} in whlch R1 an R are hydropg?) ?PT Ré r'rsl 2n-e

yel | ow gum 2- Aelrwamewo{qs Fiaesﬁ wffnom pheztyl y#rrrethv!nb/el}w phé ol

155-1 57 dec DingRiokydarbhylheipi s % defibtek lhénglefigny | - pyr i i n-3-y1 oxy

I
). {3 Nt hanesUBK BripiaAFeRk I RGFRM yhen Fi ey Pidrggen and Ry s hydrosy o

108-110 dec  ethoxycarbonyl, or when R, and R; are hydrogen and R, is hydroxy, or when R, Is
methyl, R, is hydrogen and R, is methoxy, or R, is but-1-enyl, R, is hydrogen and Ry
is hydrogen, or R; is hydrogen and R, is 2-dimethoxyethoxy, and X is, in each cass,
ethenylene,
and provided that, when Rj is hydrogen and X is ethynylene,

a') Rs is different from phenyl, 2- and 4-nitrophenyl, 4-aminophenyi, 4-chlorophenyl, 4-
methylphenyl, 4-methoxyphenyl, 4-ethoxycarbonylphenyl, 5-formyl-2-methoxy-pheny!,
5-carboxy-2-methyo-phenyl and pyridyl when R;, R; and R, are hydrogen;

b’) in compounds of the formula | in which R; and R, are hydrogen, Rs is different from
phenyl, 3-methylphenyl. 8-methylpyridin-2-yl and 2-methoxyphenyl when R, is metiyl,
Rs is different form 6-bromopyridin-2-yl when R, is bromo, and Rs is different form 6-
hexyloxypyridin-2-yl when R, denotes hexyloxy;

¢') in compounds of the formula | wherein R, and R, are hydrogen, Rs is different from
phenyl, 4-aminophenyl and 4-propylphenyl when R; is methyl, Rs is different from
phenyl, 4-cyanophenyl and 4-pentylphenyl when R, is ethyl, Rs is different form 3-
cyano-4-ethoxy-phenyland 3-bromo-4-methoxy-pheny! when R, is butyl, Rs is different
from 4-methoxyphenyl and 4 butyloxyphenyl when R, is pentyl, Rs is different form 4-
ter.-butyiphenyl, 3-tert.-butyl-4-hydroxy-phenyi, 4-tert.-butyl-3-hydroxy-phenyl,and 4-

- hexyloxyphenyl when R; is carboxy, Rs is different from phenyl when R, is
methoxycarbonyl or methylcarbamoyl, R, is different form 3-tert.-butyiphenyl, 3-tert.-
butyl-4-hydroxy-phenyl and 4-(4-methylpentyl)phenyl when R; is ethoxycarbonyl, and
Rs is different from whenyl when th is 2-methyibutyloxycarbonyi;
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3-{2-[2-(3-Chl oro-phenyl)-vinyl]-6-methyl-pyridin-3-yl oxy}-propyl am ne
186- 189

4- Azi do-. N. - (3-{2-[2-(3-chl oro-phenyl)-vinyl]-6-nethyl-pyridin-3-yl oxy}-
99- 102 dec w§ E Fﬂ 47 2- hydr oxy- benzam de

3-[3-(3- Di et hyl'am no- pr opoxy) - 6- net hy! ri di n-2-yl et hynyl FEBERI¥P266 | e
yel | ow gum 5- (6- Met hyl - pyri di n-2-yl et hyn;%y ~indan-1 -one

133-134 2-Methyl -6-(2, 3,5-trichl oro-phenyl et hynyI ) -pyridi ne

112-114 2-[2-(6-nethyl - pyridin-3-yl)ethynyl]-6-nethyl-pyridine

118-119

Di met hyl - { 3- [Gd?na %onfpofn{%o{ the fPrmuIalw %renln Fh and Rzee%rﬁ hxd en Rﬁ 'ad'ﬁe?fghfrggy]
yel | ow gum pr oplyeny! whemBs B’[Y!fwr MW&BW&PBMW-@%W?MWV‘]W sarbamoyky
6- met hyl - pyr|d|ne 198- 199 hydrochlori de salt

2- Met hyl -6-(5, 6 tetrah r o- na ht hal en-2-yl et hynyl ) - pyri di ne

50-51 3 [ 274 3- @?PW@“%E g ing i}“%‘Yﬂ?Eﬁ?l pyri di n- 3-yl oxy] - propyl ani ne

(121{ 15% X represents an optionally halo-substituted (Cgr))r—_tlkenyleﬁ or %ikynylenf group -

r ono- ne vin enoxy} pro
211- 215 di net hyl - h?ﬁ’ﬁ’&g \ﬁaw&gaf@%@g@{ﬁ%g&n}’ yiop YIPTORY
-25 - [6-(3RF uis hydigeny(Cas)aisyi (E+-alkoxyi, hydiow!(T+.qkalingt ¢ypno sethyreyl, carboxy,
br own o 'y] 6" - (3- Fl eor an@lgentbaiyil el hakyidmS (¢, Sfaligiriindtatodiyr, [ 12

{3-[ 2- ( 3- Chl or o- pHéfiyaremethyirhpnyaminorgmbopylr i di n- 3- yl oxy] - propyl ) - di net hyl -

iSiz Ilgg am ?g R, is hyﬂrogen l'iyrt]iéoxy| (Cis) alkyl hydror%: (é: 1) alkyl, |(%’|“’) alko;}(ly, carboxy,

161- 163 dec pr opyl(f%c) hﬂ?ﬂ?ﬂg’ﬁf géﬁiﬁ'%’&éa onyl, ' Yalkylamino 1-4)3“3"0‘}/'

-[3-(6-Methyl - pyr 'M(QA%Wm*hWWWF pligtiybrb-tenkzbyiipiperidin-1-yl-carboxy, 4-t.-

113 (6 bt hyl - 2- PRy ARgIRRA S E0RE A eSaabte 2 PO Bleraon 5o

108- 109 piperazin-1-yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-piperazin-1-yl-
carboxy,

R; is hydrogen, {C.4) alkyl, carboxy, (C,.s)alkoxycarbonyl, (C,.s)alkylcarbamoy!,
hydroxy(Cis)alkyl, di(C..s)alkylaminomethyl, morpholinocarbonyl or 4-(4-fluoro-
benzoyl)-piperidin-1-yl-carboxy,

R, Is hydrogen, hydroxy, (Ci.4)alkoxy, carboxy, (Ca..s)alkanoyloxy,
(Ch.4)alkoxycarbonyl, amino(C,.,)alkoxy, di(C..)alkylamino(C,.,)alkoxy,
di(C,.s)alkylamino(C..s)alkyl, carboxy (Ci4)alkylcarbonyl, (Cs.)alkoxycarbonyl-
(Cis)alkoxy, hydroxy(Ci.s)alkyl, di(C,.4)alkviamino(C,.s)atkoxy, m-hydroxy-p-
azidophenyicarbonylamino(C,.s)alkoxy, and

Rs is a group of formula

X G 0T

Ra and R, independently are hydrogen, hydroxy, halogen, nitro, cyano, carboxy,
(Cys)alkyl, (Cy.o)alkoxy, hydroxy(C,.4)alkyl, (Ci.s)atkoxycarbonyl, (C..7)alkanoyt,
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2- Et hynyl - 6- (3-fl uor o- phenyl et hynyl ) - pyri di ne 89- 90
3- Met hyl - 6- ( 6- net hyl - pyri di n-2-yl et hynyl ) - 3H benzooxazol - 2- one 172-174
1 -[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]-

H[1, 2, 4] t r'waab®98- car boxylic 154-157 acid di net hyl ani dg, C:}'JEP 66
-[3-(6- Met hyl - 2- phenyl et hynyl - pyri di n- 3- yésoxy) propyl ] - pi peri ke

anor phous white

solid 5-(6-Methyl-pyridin-2-ylethynyl)-2-nitro-phenol

150- 151 dec 5-[ 2- Brono-2-(6-net hyl -pyridin-2-yl)-vinyl]-2-nitro-phenol

i?? i?g g %g Eg NIVE{C%;*N%%Y@W % I% @yﬂxﬂﬁ }.)'ag(yf‘ 'trfffuBrd?ﬁﬁﬁSﬂ' trifluoromethoxy,
108- 110 4- Azi do- 2- Wjethyigilyletaynyla- ((G2s)alkynyl, amino, azido, amino (Ci4)alkoxy,
net hyl - pyri di n- 2- y(o;ts)tawa)s lad%l?flé(d,l_.}allklﬁ@zwmﬁﬂ(yianiﬁ& Qﬁﬁo Qh(CH)alkyl-

T R S A o, Fanahakbbry Gt

%rz g\-/\ﬁzgi I2 gt ?;é I 56 %ﬁlmggiﬁg%wy@mmm trﬂh;rgme%%y%henwammocamonyl,
Ikylamino-

74-76 2- Met hyl - 9 phe ';‘E«Qﬁm&ﬁk"jﬂ i

<30; brown cr yst aI @rtzonvdarngzor(&aalkpma;@w]-am naeasbonylamino or (C.)alkylsuifonyl,

-yl - phenylethynyl) 3

4- ( 6- Met hyI pyri din- _i@l‘opﬁn, ﬂ"P Nt ha (Ja’n?’PP“'?e hydroxy, (Ci)alkyl, 138- 140

2- Met hyl - 6- { 2- [ 3- (L2428 aw'@%l( wmasqu apdnyl } - pyri di ne; conpound

with 234-240 for nReishglifdgen, halo en or (Cg)alky!l. _
3-[2-(3,5-Di chl oro- phenyl et hynyl -met hyl - pyri di n- 3-yoxyl -propyl am ne

{9:7% [120(3 58.D cAlcompewitagdoedihy toydldirmos, iwhidngih- pyri di n- 3-yl oxy] - propyl } -
2 (3150t ot hyts prELBBRY G U Pradstbony. e,y crdiclaiaming, o, o
2-[ 2- (3- Fl uor onhelaytyqrogemmypmmrm @m a nxxzathcnyl dt(CN)alkylam'nomet!wn 253
Dec. PCT/ ERAHY-fidor8Benzoyl)-piperidin-1-yl-carboxy, 4-t.-butyloxycarbonyl-piperazin=1-85 -
carboxy, 4-(4-azido-2-hydroxybenzoyl)-piperazin-1-yl-carboxy or 4-(4-azido-2-
hydroxy-3-iodo-benzoyl)-piperazin-1-yl-carboxy,
Rs is as defined in claim 7,
R, s hydrogen, hydroxy, carboxy, (Cz.s)alkanoyloxy, (Ci.s)aikoxycarbonyl, amino
(C1.4)alkoxy, di(C.4)alkylamino(C,.4)alkoxy, di(Cs.s)alkylamino(C,.4)alkyl or
hydroxy(C.q)alkyl, and
Rs is a group of formula

wherein

R. and R, independently are hydrogen, halogen, nitro, cyano,

(Cia)alkyl, (C;s)alkoxy, trifluoromethyl, trifluoromethoxy or (C..s)aikynyl, and
R.and Ry are as defined in claim 7.

-\

9.  Acompound according to claim 6, selected from This Shee

seormmansmomcesse N

2-[2-(6-Methyl-pyridin-2-yl)-vinyl]-benzonitrile

AR AR

—
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6- ( 3- Fl uor o- phenyl et hynyl )-2-nethyl -nicotinic acid ethyl ester 84 86

2- Azi do- 5- (6- net hyl - pyri di n- 2-yl et hynyl ) - phenol 153- 155
dec 6-(3, 4- Di met hoxy- phenyl et hynyl ) -5-( 3-di net hyl am no- propoxy) - pyri di ne- 2-
149- 152 carwowghieraci d et hyl ester

2- (4- Met hoxy-3-trifluoronet hyl - phenyl et hygyl ) - 6- met hyl - pyri JIGTEP8R6%

2- (3- Fl uor o- phenyl et hynvl ) - 6- met hoxy- pyri di ne br own
oi | 2-(3-Fluoro-phenyl et hynyl)-5-nmet hyl - pyri di ne
74-76

6- ( 3, 5- D chl oraMethyhsi[B{(dwidin-3-yipviodl-pyridiieny | am no- pr opoxy) - pyri di ne-2- -

195- 198 b
5-(3-Di ngﬂlyf)mg'yﬁﬁ6%693}"?*‘63'?'%%{"&?%%%| phenyl et hynyl ) - pyri di ne- 2-
187- 190 car box%f{a-@-&ompBemW)Ieﬂwsylbﬁ-methyl-pyndme

Po (3 LFSL?ODE%F%%E@‘{ 3 TREbILERbAIE 20 T hanol T16- 118
[ 4- (4- Fl uor o- FeStybmyridipiSdr i di n- 1

-yl]-(6-(3-fl @M&hﬁbﬁtﬁ-éﬁﬁr& )-vidplP®iiling -  138- 140 o _
pyridin-3-yl]-net hanon | )-6-nmethyl -nicotinic acid

nyl e
et hyl ester A%?%ﬁ‘?%‘zf(z‘fg’@’?ﬂﬂ?wg YE'HMT%Y'W% V1) -4, 6-di met hyl - pyri di ne
brown oil 6-[2-(2~Chloro-phenyi)-vfnyi]~pyndm-3—ol
?5(731?9“2[ gofpﬁ %Lwﬁy&)chlbllc\al-phgr@l)%%]Bfl(r}ﬁm- ﬁagelz yl met hyl ) - 2- et hyl -
{[ 6-(3-Fl uoro- mghlngHW'))W@d]Mdﬂyq"Olpyrl di ne- 3- car bonyl ] - am no} - phenyl -

133- 135 aceti

2- Met hyl - 6- (S%n'g%hﬁﬁ thlémen- -vl et hvnyl ) - Qyri di ne 58-59
2- Met hyI 6- (2, Pg:etg:_qcrq HerRyhiorsrpbrpryl win-Amerybipidipidyk ester br own
glel 83 {2- [ 2- ( 3:plonBrorinery) vinylistdthyi-Byrigiidin| - pyri di n- 3-yl oxy} - propan-1 -ol
[ 6- ( 3- FI uor o- fASVPBYRANYPYIEREPhy | - pyri di n- 3-yI met hyl | - di met hyl - ani ne
220-222 2, 2- Daqe«zayitrepnam)amyn -pyrizing

3 2= (511 uor o peia 2 BhipherB v A i 4 g™ o1 1

3-yl oxy] - prop

2-Azi do- 4- i odd\cgw(a&drﬁe@i‘(ﬂ"hlwmhmmNi!\yl}"ﬂmeﬂth"ymﬁ%mf 140 dec
6- Azi do- 2. 4- dlzL[Q,qQCﬁ,a,(, hgﬁﬂ)h,y,{ _B)Hiétm P\w&m}g L&t hynyl) phenol 162 dec
4- Azi do- 2- hydroxi‘- J[V% (6 3pg/rl di n-2-yl et hynyl ) - phenyl ] -
185 dec benzafler ‘AE'@‘PrP@e%Vé)rV yl]-2-methvl-py din-

3- acet oxymet hwcetﬁ.—a(cﬁreamewlz[pxz.mﬁa-phaaylyma«ynmﬂmh)aybﬁrayl ester  brown oil
brown oi - am Hafebads BRRY e gl Y - Pyt € oSyl oot macetyl-
Acetic acid 2-methyl-6-[2-(2-nitro-phenyl)-vinyl}-pyridin-3-y! ester
2-Methyi-8-[2-(2-nitro-phenyl)-vinyl]-pyridin-3-ol
Acetic acid 2-[2-(3-chlaro-phenyl)-vinyl]-6-methyi-pyridin-3-yl ester
Acetic acid 6-[2-(3-chloro-phenyl)-vinyl)-2-methyl-pyridin-3-yi ester
2-[2-(3-Chioro-phenyl)-vinyl])-6-methyl-pyridin-3-ol
6-[2-{3-Chloro-phenyi)-vinylj-2-methyl-pyridin-3-ol
(2)-(8-Styryl-pyridin-2-yl)}-methanol
(€)-(6-Styryl-pyridin-2-yl}-methanol
Dimethyl-[3-(6-methyl-2-styryi-pyridin-3-yloxy)-propyi]-amine;
2-Methyl-6-styryl-pyridine 1-oxide
2-Styryl-pyridine 1-oxide
(E)-6-Methyl-2-{2-pyridin-2-yl-vinyl)-pyridin-3-ol

_—
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2-[2-(2,6-Dichloro-phenyi)-vinyl]-6-methyl-pyridine
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2-[2-(3-Fluoro-phenyl)-vinyl]-6-nethyl-isonicotinic acid ethyl ester 76-77
PCT/ EP98/ 04266 - 27 -
3-[2-(3-Fl uoro-phenyl et hynyl ) - 6- net hyl - pyri di n- 3-yl oxy] - pr opan- 1- ol

72-74 [ 3- Hydioweyaxihyl - 5- (6- net hyl - pyri di n-2-yl et hynyl ) - phenyH_ thanol
115- 117 4266

(3-{2-[2-(3, 5-Di net hyl - phenyl ) - vi nyl ] - 6- m@-{hyl pyridin-3-yl oxy} propyl) -

yel | owi sh gum di met hyl - am ne [ 4- (4- Fl uor o- benzoyl ) - pi peri di n-
-yl']-{6-[2-(3-fluoro-phenyl)-vinyl]-2-nethyl- 156-158

pyridin-3-yl}- pe. Sl 2-(3r El.uar o- phenyl ) -vinyl ] -6-nethyl -i sonicotinic
pyri SIS vt

{6-[ 2- (2- Chl or &-Sprdayidinava-cayiidayliz-agidiamde pyri di n- 3-yl } - [ 4- (4-fl uor o- benzoyl )
: 109-112 folMity-pyridtnl 2-PRY (efionitr

2. (3-Et hynyl - ph@%w et Mﬂ jashnd yi- T pyridi ne

48- 49 6-Styryl-pyridi ne-2-carboxyhcacu ;

(237{ glg2d( 2, ?h@SB,NI rlékﬂedhvﬁo)(fﬂélaﬂh!'rﬂeﬂ@l e&®érhy! - pyridi n- 3-yl oxy} - propyl) -
I e n
(3-{2-[2-(2, 3- ﬁPﬂ?gl%@éﬂéﬁ?!’vq%?‘}”?a{"%?m’{'eﬁ‘?r| di n- 3-yl oxy] - pr opyl ) -

161- 169 di met hg{2-(asMeteyl-hyridnez:yi)-dinyllepbesal] t

4-16-(3-Fl UOVOAQQEQQ‘QEE{%%);BS d”;ﬁ&hﬁtpgmﬁ_égl Vﬁyl]gph(éﬂylt%&@w] pi perazine-1 -

97-99 carboxylic acTd
[ 6- ( 3- Fl uor o- MM@WW“Y')’@WMWWMWn 3-yl]-piperazin-1

-yl - met hanone ».20@3-chRfo- il 41*n Mh?@;gﬂmhydr oxy-benzoyl ) - pi perazin-1
-yl ]-[6-(3- quoro pheny y 188 dec 2-nmet hyl - pyridin-3-yl]
- et hanone 2-[2-(2-Chior —phenyl -vinyl]-5-ethyl-pyridine

(3-{2-[ 2- (2, 4- Pe=stygrsyripin@y)-ethanbmy | - 6- met hyl - pyri di n- 3-yl oxy} - propyl ) -
% 7 (()31 |7:I6uglr 2? EE%‘#?@W%@%?‘{’@&N lﬁ%b'gﬁygﬁ#ﬁiﬁiﬁﬁ?iﬁ PEVISERY et hyl ester
89- 91 2- ( 3- Fl uaf2e(2i0honybhenti) vinyl)6-Getnglt igotinic acimetbyitester c acid .tert.-butyl
ester 94- 96,.15_(5-Methyl-pyridin-2-yl)-vinyl}-benzoic acid;
3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoic acid
4-[2-(6-Methyl-pyridin-2-yl)-vinyll-benzoic acid
3-[2-(6-Methyl-pyridin-2-yi)-vinyl}-benzoic acid methyl ester
4-[2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoic acid methyi ester
2-Methoxy-4-[2-(6-methyl-pyridin-2-yi)-vinyl}-phenol
{3-[2-(6-Methyl-pyridin-2-yi)-vinyl}-phenyl}-methanol;
6-Styryl-pyridine-2-carboxylic acid .tert.-butylamide
2-(2-Bromo-2-phenyl-vinyl)-6-methyl-pyridine;
6-Styryl-pyridine-2-carboxylic acid hexylamide;
6-[2-(2-Chloro-phenyl)-vinyl]-2-methyl-nicotinic acid
2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-nicotinic acid
2-{2-(3,5-Dichloro-phenyl)-vinyl]-6-methyl-pyridine
2-Methyl-6-[2-(3-trifluoromethyl-phenyl)-vinyl}-pyridine \\
(E)-6-[2-(4-Pyridyl)vinyl]-2-picoline This Sheet 1,
N,N-Diethyl-3-[2-(6-methyl-pyridin-2-yl)-vinyl]-benzamide; / ,”/'// l Replaceq
N,N-Diethyl-4-[2-(6-methyl-pyridin-2-yl)-vinyl)-benzamide; ”lll ///I II/ /”/
(E)-6-{2-(3-pyridyl)vinyi]-2-Picoline
{2-[2-(2-Chloro-phenyl)-vinyl)-6-methyl-pyridin-3-yloxy}-acetic acid ethy! ester
3-[2-(8-Methyl-pyridin-2-yl}-vinyi]-.N.-(3-trifluoromethyl-phenyl)-benzamide;
4-[2-(6-Methyl-pyridin-2-yl)-vinyl]-.N.-(3-triflioromethyl-phenyl)-benzamide
2-[2-(3-Nitro-phenyl)-vinyl)-pyridine

H!'/'!/ ///' l "’ll /I’ ' // /”/ :' ' THIS SHEET HAS BEEN

* - REPLACED




2- ( 3- Fl uor o- phenyl et hynyl ) - 6- net hyl -i soni cotinic acid 231
dec [ 2-(3-Fluoro-phenyl et hynyl)-6-net hyl - pyridi n-4-yl]-nethanol
143- 146 [4- (4-Fl uoro-benzoyl)-piperidin-1

-yl]-12-(3 henyl et hynyl ) - 6- net hyI - 156- 158
pyri di n- 4- y\I{, lé%?ﬁgnone PCT/EP98/04266

3-Al Iyl oxy-2-[2-(3, 5-dichl oro-phenyl) -vi nyI] 6- et hyl - pvri di ne
105- 106 [ 2-(3-Fl uoro-phenyl et hynyl ) - 6-net hyl - pyri di n-4-yl]-norpholin-4-yl -
114- 116 met hanone Acetic acid 3-(6-nethyl-pyridin-2-ylethynyl)-benzyl ester

brown oi l 6-Styry|-pyndme-2-carboxyuc acld Ta—tnﬂuoromethyl-phenyl)-amnde o
[ 2- (3- Fl uoro-ph nél }/nx t hyl - pyri di n-4-yl net hyl | - di net hyl - ani ne
209- 212 ? W!-py idifi-2-yl)- pr0pan201

(132{ i8£12di( ?retS m%ylcsr:](gaﬂﬁdspgrag-b—)ﬁ\amwﬁdslﬁ : 6- et hyl - pyri di n- 3-yl oxy}- propyl) -
2- (3- Fl uor o- p%hﬁlg{y ?y')?' ‘&% 6- met hyl - pyri di ne
yel | owi sh oil 2-2-(3- Bronmmemmmhyl-pyndme

Z28 - ] ]
(3-{2-[2- (3, 5- T RPas: p'}?"y"7;("""”"'“"”'"“?’."8?’"“"? yl oxy} - propyl ) - di met hyl - ani

ne 171-174 hy&jﬁzd%m%?t%@f@a\r' 2-%1/Jo?o-vmyll gmethvl»pvndme

(4- Azi do- 2- hycb“p}(gg@m&ﬁ&y@hg{wlvhg.éﬂeﬁ,y(@naahyoro phenyl et hynyl ) - 2- et hyl -
195- 200 dec { |ne g 1‘3}5 er azip- 1-yl)-met hanone

4- Azi do- . N. {3[%2(( Aiph F%Qa*ﬁﬁ ‘%}l t"ﬁp ONHPYRSINGG hyl - pyr i di n- 3- yI oxy] -
142-150 dec pe-fagy- bh!o&-mmwbémeﬁylwwwhwmaam de

4- (2- Pyri di n- 250 oV Hrb-brdhgh G iRYiEe-Aendl-p7hidIN 5.y eiHanol

100- 102

(3-{2-[2-(4-C# re!atbylﬁk{a(@dn)newlnwmhmt phenyipyinylldiynidide vyl oxyl - pr opyl ) - di net hyl
I-_3 (129l\/ét7ﬁyl iy [thdl n- 2 fu?@tﬂggﬁyl)%fygélrﬁethyl? l’id'r?leat hanol 43- 45
6- ( 3- Fl uor o- p W3-Eth MW’P%“V'NVM WF@V'EPW‘H"G tert.-butyl ester 96- 98

(3-{2-[ 2- (3, 4-ApghboxiRoRipRENIviny)-8xdthyBpyiminBy| - pyri di n- 3-yl oxy) - propyl ) -

Lra-1r7 2-{2-(3-Fiuoro-phenyl)-vinyl}-6-methyl-pyridine
2-[2-(3-Methoxy-phenyl)-vinyl]-6-methyl-pyridine
2-Methyl-6-[2-(3-phenoxy-phenyl)-vinyi)-pyridine
2-[2-(3-Benzyloxy-phenyi)-vinyil-6-methyl-pyridine
2-{2-(2,5-Difluoro-phenyl)-vinyi]-8-methyl-pyridine
{2-[2-(2-Chloro-phenyl)-vinyi]-6-methyl-pyridin-3-yloxy}-acetic acid
(8-{2-[2-{3-Chlora-phenyl)-vinyl}-6-methyl-pyridin-3-yloxy}-propyi)-dimethyl-amine
{8-[2-(2-Chloro-phenyl)-vinyl]-2-methyl-pyridin-3-yi}-methanol
2-(3-Bromo-phenylathynyi)-6-methyl-pyridine
2-Methyl-6-{2-[3-(3-trifluoromethyl-phenoxy)-phenyl]-vinyl}-pyridine
2-{2-(3,5-Dimethoxy-phenyl)-vinyl]-6-methyl-pyridine
2-[2-(3-Chloro-phenyl)-vinyl]-3-methoxy-8-methyl-pyridine
Acetic acid 4-broma-2-[2-(6-methyl-pyridin-2-yi)-vinyl]-pheny! ester
Acetic acid 3-[2-(6-methyl-pyridin-2-yi)-vinyl}-phenyl ester This Sheet Has Been Re
2-[2-{3,4-Dichloro-phenyl)-vinyl}-6-methyl-pyridine , {m'" ’"'" m, m ’m
4-Bromo-2-[2-(6-methyl-pyridin-2-yl)-vinyi}-pheno
Acetic acid 2-[2-(3,5-dichloro-phenyl)-vinyl]-6-methyl-pyridin-3-yl ester
Acetic acid 6-[2-(3,5-dichloro-phenyl)-vinyl]-2-methyi-pyridin-3-y! ester
Acetic acid 2-[2-(3,5-dichloro-pheny!)-vinyl}-pyridin-3-yl ester
2-Methyl-8-(2-naphthalen-1-yl-vinyl)-pyridine

\i{Z—(Z,S-Dihydro-benon ,4]dioxin-6-yl)-vinylj-6-methyl-pyridine
RN o
*, ¢ ! »! : I Im | “THIS SHEET HAS BEEN
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di et hyl -am ne hydrochloride salt 2-(1

- Brono- 2- phenyl - vi nyl ) - 4- net hyl - pyri m di ne yel | ow oi |
6- ( 3- Fl uor o- phenyl et hynyl)-nicotinic acid 223
dec. 9/02497

[ 4- (4-F uoro benzoyl ) - pi peridin-1-yl]-[6- (93-f| uor o- pheny! et IRFTERS4366 di n- 3
- 136.0-139.0 vyl ]-nethanone -39 -

2-(2-.tert.-Butoxy-3, 6-difluoro-phenyl et hynyl)-6-net hyl - pyri di ne
72.0-74.0 2-Methyl -S6-2-(2,4,5-trifluoro-phenyl)-vinyfl-pyridine
74-76 2-Met hvl - 6f2-(2, 3, uorlgy‘?henyl) vinyi |l -pyrldine

79-82  3- (6- MAMEYHSR Pa?’}l‘th%"ﬁ EVIRPYI9NSh e nol

142144 2- Netiiplis 64 BictiBrophénchy)-frenydnyfiGanythyloyiamel | - py i i ne

55.57 2. et hyd G £ ey ke BRBRLMEREY) ) Oy di ne

104- 106 (dec i—[déz&mxygnotheozp)‘uran-s-yl)-vmyl] 8-methyl-pyridine

\-Aﬁgr-ei ] d ai ”5-[2»(4-}'—'!11&0-559&!)%@{]-%Imé’lhﬁﬁmnd of formula I
2-Methyl-6-(2-o-tolyl-vinyl)-pyridine
2-Methyl-8-(2-p-tolyl-vinyl)-pyridine
2-Methyl-6-(2-p-tolyl-propenyi)-pyridine
3-[2-(6-Methyl-pyridin-2-yl}-vinyl}-phenylamine
{2,3-Dimethoxy-7-nitro-quinoxalin-5-yimethyl)-{3-[2-(6-methyl-pyridin-2-yl)-vinyi]-phenyl}-
amine
N-{3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-acetamide
N-{3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyi}-2-phenyl-acetamide
2,2-Dimethyl-N-{3-[2- (6-methyl-pyridin-2-yl)-vinyl]-phenyl}-propionamida
Thiophene-2-carboxylic acid {3-[2-(6-methyl-pyridin-2-y!)-vinyil-phenyl}-amide
Cyclohexanecarboxylic acid {3-[2-(6-methyl-pyridin-2-yi}-vinyl}-phenyi}-amide
1-(4-Bromo-phenyl)-3-{3-[2-(6-methyl-pyridin-2-yl)-vinyl}-phenyl}-urea
2-Methyl-8-[2-(4-nitro-phenyl)-vinyl}-pyridine
4-[2-(6-Methyi-pyridin-2-yi)-vinyi]-phenylamine
2-[2-(3,5-Dichloro-phenyl)-vinyl]-6-methyl-pyridin-3-ol
6-[2-(3,5-Dichloro-phenyl)-vinyl]-2-methyl-pyridin-3-ol
2-[2-(3,5-Dichloro-phenyf})-vinyi}-pyridin-3-ol
2-[2-(6-Chloro-benzo[1,3]dioxol-5-yi)-vinyl]-6-methyl-pyridine
2-{2-(2,3-Difluoro-phenyi)-vinyi)-6-methyl-pyridine
2-[2-(3,4-Dichtoro-phenyl)-propenyl]-6-methyl-pyridine
2-[2-(3,5-Bis-trifluoromethyi-phenyl)-vinyl]-6-methyl-pyridine
Acetic acid 2-methoxy-6-[2-(6-methyl-pyridin-2-yl)-vinyi]-phenyl ester
2-Methoxy-8-[2-(6-methyl-pyridin-2-yi)-vinyl]-phenol
2-Methyi-6-[2-(2,3, 6-triflucro-phenyl)-vinyll-pyridine This Sheet Has Been Replaced
2-[2-(4-Fluoro-3-trifluoromethyl-phenyl)-vinyi]-6-methyi-pyridine ! lmlﬂ ll"" " I ,I, ,",
2-Methyl-6-(2,3,6-trifluoro-phenylethynyl)-pyridine
Acetic acid 4-chloro-2-[2-(6-methyl-pyridin-2-yl)-vinyll-phenyl ester
Acetic acid 2,6-di-.tert.-butyl-4-[2-(8-methyl-pyridin-2-yl}-vinyl}-phenyl ester
3-(6-Methyl-pyridin-2-ylethynyl)-benzamide
Acetic acid 4-bromo-2-methoxy-6-[2-(6-methyl-pyridin-2-yl)-vinyl}-pheny! ester
2-(6-Chloro-benzo(1,3]dioxol-5-ylethynyl)-6-methyl-pyridine

\
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X represents an optionally hal o-substituted | ower al kenyl ene or al kynyl ene
group bonded via vicinal unsaturated carbon atons or an azo (-N=N)
group, Rlerr] denotes hydrogen, |ower alkyl, hydroxy-|ower alkyl,

| ower al kyl wiyg pi peri di no, car boxy, esterified carboxy, am dated
car boxy, unsubs{%??at ed or |ower alkyl- g{pf al koxy- POTARISOM66/ or
trifluoronethyl-substituted N-|ower-al kyI phenyl car banoyl , | ower

al koxy, hal o-1ower al kyl or hal o-1 ower al koxy, R2 denot es hydrogen,

| ower al kyl, carboxy, esterifled carboxy, am dated carboxy,

zyt(i 21 O?YUL?\QBL eeltxwaolbmslrb@wnynivﬁws n@lzﬂﬁaycwn%g:rylb %V)«:igiﬁe al kanoyl oxy,

-t.-butyl oxycgﬁ%én‘%@’c’ﬂ?rﬁ'@%{@bE{‘“X' 31'“38?9?‘%8’5(9'“94 (4- azi do- 2-

hydr oxybenzoyl b-Aaidpef2i8-methylyplyridira2-pip¥inyllphenol
4- (4-azi do- 2- hy( -%X&i:’?’-éj ﬁgR pﬁz %%Yriy? ridin pi perazin-1 -yl -carboxy,

R3 represents %géd gen, Y ower 8l pycar%oxy | oner al koxy-carbonyl, | ower
al kyl - cHHMWQWWW)-YIWEMWWmmhaoidower al kyI - am nonet hyl ,
mor phol i nocar b@_@éﬂ_ag&,_s_@_m,(s A\ é,?‘ pﬁ(hdi'ﬁ’-ﬁ%bﬁw-ﬂié'n)l feperidin- yI car boxy,

R4 represents hydrogén, xy- | ower
ani no- | over al RY@;>- -Methylpwma-g) WQY“&H‘?\GWW %%éveﬂan')ﬁwmo-bﬁdrfwieﬂumoxa'm&
al kyl am no- | owga-ginky! , unsubstituted or hydroxy- substituted | ower

| kyl I NO- kyl ., | | I | /| \ 1 NO-
e 0 S ch A5 A O o BN o,
al koxy, pHB@(Si-M&‘tm-pymvez-ylnhhﬂmhgnylmmyI}-pra-dl-e!hylhabmiqacimrt.-

2-0x0-im dazol substituted | ower al kyl eneani no-1| ower

al koxy, car boxy, erl f i ed or am dated car boxy, carboxy-I| ower-al koxy
or esterified H&E%WWJJW‘“&&W@V’] phenylcarbamoyRBethidvearkamiaacidiies ety ester

het er oar omat i cp@thiyB- [gs(gl_,ﬁg}hg@ymggﬁ,hﬁwh@ﬁy;%ﬁéjbst i tuted by one or
nore substitue Mse ected Trom | ower alk hal o, hal o-1 ower al kyl, hal o-

| over al koxy, Frieerratin-pyridiisy -yl V'}'%bst ituted or |ower alkyl-
| ower al koxy-, Ethyl{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-alrldel 111 111111 fu/Il 111511 1i1

-30 - 2-(2-Ethoxy-3,6-diflucro-phenylethynyl)-6-methyl-pyridine
2-(3,5-Difluoro-phenylethynyl)-6-methyl-pyridine
2-(3-Fluoro-phenylethynyl)-6-methyl-pyridine
2-{2-(3,5-Dimethyl-phenyl)-vinyl}-8-mathyl-pyridine
2-[2-(3,4-Dimethoxy-phenyl)-vinyl}-6-methyi-pyridine
2-(3,4-Dichloro-phenylethynyl)-6-methyl-pyridine
2-(4-Ethoxy-3-trifluoromethyl-phenylethynyi)-6-methyl-pyridine
2-{4-Fluoro-phenylethynyl)-6-methyl-pyridine
2-Methy!-6-o-tolylethynyl-pyridine
2-(3,4-Difluoro-phenylethynyl)-6-methyl-pyridine ——

S

2-Methyi-6-[2-(2,3,5-trichloro-phenyl)-vinyl}-pyridine Replaced
1-[3-(6-Methy)-pyridin-2-ylethynyl)-phenyl]-ethanone This Sheet \“\
2-Methyl-6-(3-trifluoromethyl-phenylsthynyl)-pyridine \\“\\\\\“‘\\\\\“‘\
2-Methyl-6-(3-nitro-phenylethynyi)-pyridine
6-[2-(3,5-Dichioro-phenyl)-vinyl}-3-methoxy-2-methyi-pyridine
{2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yl}-morpholin-4-yl-methanone
(3-{2-[2-(3,5-Dichioro-phenyl)-vinyl}-68-methyl-pyridin-3-yloxy}-propyl)-dimethyl-amine
N-{4-[2-(8-Methyl-pyridin-2-yl)-vinyl}-phenyi}-succinamic acid
N-{4-[2-(6-Methyl-pyridin-2-yl)-vinyll-phenyl}-2-phenyl-acetamide
({4-[2-(8-Methyl-pyridin-2-yl)-vinyl]-phenylcarbamoyl}-methyl)-carbamic acid .tert.-butyl ester

w-a-{lx-[z-(6-methyl-pyridin—2—yl)-vinyl}-phenyl}-urea

N U] I"I
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hal o- and/or trifluoronethyl-substituted phenyl, unsubstitute or | ower

al kyl -, | oewr al koxy-, halo- and/or trifluoronethyl-substituted
phenyl - | ower al kynyl, hydroxy, hydr oxy- 1 ower al kyl, | ower

al kanoyl oxywoossapasl kyl , | ower al koxy, |ower al kenyl oxy, [

al kyl enedi oxy, | ower al kanoyl oxy, anino-z4 ower aIkyIanino-,PFk&gﬁm“m“

al kanoyl am no- or N-lower al kyl-NIower alkanoylam no-|ower al koxy,
unsubstituted or | ower al kyl - | ower al koxy-, hal o- and/ or
trifluoronethyl-substituted phenoxy, unsubstituted or |ower alkyl -

I ower al koxy-, il @Meﬁﬁﬂéyﬂ&nizwofvw@-bﬁém%%phaMb-ivﬁﬁétrwi @ﬁlme hydrodHit#iay sa over

al koxy, acyl, carboxy at ed “car

car boxy- | ower M?‘Teéﬂﬁ"‘ﬁ'@y"{é&@F’P?“Véﬂy@éﬁ’%ﬂ)(‘?wﬂcﬂﬂ@?y'mw MW'°“%%§at ed
car boxy- tp[@qs.m{wwyaaihmj) vingi-prdngipehidpbia®-yiddiyt-afingo, esterified

phosphono- | owe tr .o al kyl am no, di-| ower
al kyl am no, ?yﬁ?ﬁ Mmeﬁylég-ﬁ-@@ethyll-pyn%]n-%l@r-wayfl] &FDT% ® phenyl ami no,
Ehenyl -1 OY\BIr aEMumaN{ﬁa[z (G-yltelthyb;bmgﬂhékmmyﬂ@hhwl}amm(vjkpmpgonmnidg I
et eroaryl -1 owsr, 3e] oV stituted or | ower
al kyl - I \SEV\IEAIF%EFN? (a’ghﬂ?ﬁ%%év%(} M}J%P%(ngg-r orret I -substituted,
in free form oP-AminaN{hidE-methyhrridaRininvi-phenyihegstamideadi oact i ve marker, an

N-oxide or a 13- ({@M@W@ﬁeﬁ?\j wb.uyqe@ﬁ.emﬁdvh@n@@losq}-acetyn) plpefidin-Bg1)-
manuf acture of _a pharnaceutic conposi tion designed for the treatnent of

di sorders assoltgazalging-pne | rregularities of the glutamatergic signal
transm ssi on, (axn[d-[m(a Methyl-ppidinv@upviaylsrenyiaincl-alig)phosphonit acld tiieknyDégstdr n part

by nd uR5. f
R4 6\]43 é@?’&w R&%jgp%nw&&é"gyes'sé}'éér‘lrt'y"p%ﬂ?mgpt ional Iy hal o-substitut ed
([ er r]) al kynyR<€Hehigoaphenyiathyayk6-mietyl-pyridine vi ci nal unsaturated carbon

atonms or an azg . rr] is (Cerr]) alkyl,
(derr])al koxy,( BEN_Q @ hen)fl)ethangﬁﬁano et hynyl, carboxy,

(derr])al koxyﬁ‘&hé&&[z'( tﬂ?%‘"@[ B\F'P’P)zé‘)k";}ﬂyﬁrﬁ‘?ﬂ?' (d . 6) al kyl ani nocar bony! ,
4-Bromo-2-methoxy-6-[{2-(6-methyl-pyridin-2-yl}-vinylj-phenol

2-(2,5-Difluoro-phenylethynyl)-6-methyl-pyridine
2-(3,5-Dimethyl-phenylethynyl)-6-methyl-pyridine
2-[2-(3,5-Dibromo-phenyt)-vinyl]-6-methyl-pyridine
3-(6-Methyl-pyridin-2-ylethynyl)-benzonitrile
2-Methyl-8-[2-(pyrimidin-5-yl)-ethynyl]-pyridine
(2-{2-[2-{3-Chloro-phenyl)-vinyl)-6-methyl-pyridin-3-yloxy}-ethyl)-dimethyl-amine
Acetic acid 1-{4-[2-(6-methyl-pyridin-2-yl)-viny{]-phenyl}-ethyl ester
3-[2-(8-Methyl-pyridin-2-yi)-vinyl)-phenol
3-(6-Methyi-pyridin-2-ylethynyl)-phenyiamine
N.-{3-(6-Methyl-pyridin-2-ylethynyl)-phenyl)-2-phenyl-acetamide
Thiophene-2-carboxylic acid [3-(6-methyl-pyridin-2-ylethynyl)-phenyl]-amide
2-Methyl-6-thiophen-2-ylethynyl-pyridine
3-(8-Methyl-pyridin-2-ylethynyl)-benzoic acid ethy! ester
2-(3,5-Dibromo-phenylethynyl)-6-methyl-pyridine
{2-[2-(2-Chloro-phenyl)-vinyl]-6-methyi-pyridin-3-yimethyi}-dimethyl-amine
(3-{6-[2-(3-Chloro-phenyl)-vinyl}-2-methyl-pyridin-3-yloxy}-propyl)-dimethy!-
5-Azido-4-iodo-2-{2-(6-methyl-pyridin-2-yl}-vinyil-phenol
2,6-Di-tert.-butyl-4-[2-(6-methyi-pyridin-2-yl)-vinyl}-phenol
1-{4-{2-(6-Methyi-pyridin-2-yl)-vinyi]-phenyi}-ethanof
2-Methyl-6-[2-(pyrimidin-2-yi)-ethynyl}-pyridine
[3-(8-Methyl-pyridin-2-ytethynyl)-phenyl}-phenyi-methanone

REPLACED
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trifluoronethyl phenyl am nocar bonyl , R2 is hydrogen, hydroxy, ((err])
al kyl, hydroxy ((err]) alkyl, (CJerr]) al koxy, carboxy,
(C2.5)al kanoyl oxy, (Cerr]) al koxycarbonyl,
dl(C[err]) o(( err])al kanoyl,

a‘b@('cﬁ{ggerr] ) al kyl am nornet hyl ,, 4- (4-fl uoro- benzoWCK/ERIB4266i n- 1
yI carboxy 4- | but yl oxycar bonyl - pi'pér'azi n- 1-yl - car boxy,
4- (4- azi do- 2- hydr oxybenzoyl ) - pi perazi n-1-yl -carboxy or
4- (4- azi do- 2- hydr oxy- 3-i odo- benzoyl ) - pi perazi n- 1-yl - carboxy, R3 is
(LI09eN (ot Efeiletfl i 2R 4(0%{&11»9 rfigdoRd bonv! -
di (d err]) al ky3-@r2-fRGinfe-phany)- wnﬂwmewmy B‘YQWWQMQ‘FSP{&G?I@J 3-dione

[

I
)
benzoyl ) - p persﬂérﬂoxlyszmétnﬂ@tm@weﬂ@ﬂyl ﬁdaﬁydrogen hydroxy, (Cerr])alkoxy,
carboxy, (Cerr])al kano & aI ko carbonyl,
amno(Cerr]) (@'@KMB\@P'RﬁV ‘WB PR¥xy,
)
I

di ([ erria é} kxet(amm'( ﬁirramh)lakwyo-tmm-bonyk (C[ eLr]d) al kyl car bony: ol
err a OX § oXxy, I ox err a
‘(J“CE ol e]r a] ) al ky ﬂ%ﬂ%:{%’ﬂ"ﬁ#‘)&%ﬂf H’ﬁ’"ﬁr oiy py y(Clerr])alky

azi dophenyl cafbMathyiaNi-@d4-(3- Gfmqﬂ)y&pvmm-yl)amwi}mﬁenqx;}-;aonyt)fauqﬁamfdef ormul a
2-[2-(3,5-Bis-trifluoromethyt-phenyl)-1-ethoxy-vinyl)-6-methyl-pyridine
Acetic acid 2-phenylethynyi-pyridin-3-yl ester
Acetic acid 6-methyl-2-m-tolylethynyl-pyridin-3-y! ester
Acetic acid 4-[2-(6-methyi-pyridin-2-yl)-vinyl}-2-nitro-phenyi ester
2-[2-(6-Methyl-pyridin-2-yi)-vinyl}-4-nitro-phenol
Dimethyl-{3-(2-phenylethynyl-pyridin-3-yloxy)-propyl}-amine
Dimethyl-(3-{4-[2-(6-methyl-pyridin-2-yi)-vinyl]-phenoxy}-propyl)-amine
1-{4-[2-(6-Methyi-pyridin-2-yl}-vinyl]-phenyl}-ethanone
2-(3-Fluoro-phenylethynyl)-quinoline
Acetic acid 2-methyl-6-styryl-pyridin-3-yl ester
4-[2-(6-Methyl-pyridin-2-yl)-vinyl)-2-nitro-phenol
3-Ethoxy-4-[2- (6-methyi-pyridin-2-yi)-vinyl]-2-nitro-phenol
4-(8-Methyi-pyridin-2-ylethynyl)-2-nitro-phenol
Acetic acid 2-[2-(6-methyi-pyridin-2-yl)-vinyl}-6-nitro-phenyl ester
Dimethyl-[3-(6-methyl-2-phenylethynyl-pyridin-3-yloxy)-propyl}-amine
2-Azido-4-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenol
Dimethyl-[3-(6-methyl-2-.m.-tolylethynyl-pyridin-3-yloxy)-propyi}-amine
2-(3-Methanesuifonyl-phenylethvnyl)-6-methyl-pyridine
3-{2-[2-(3-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propylamine
4-Azido-N-(3-{2-[2-(3-chioro-phenyl)-vinyl}-6-methyl-pyridin-3-yloxy}-propyl)-2-hydroxy-
benzamide
3-[3-(3-Dimethylamino-propoxy)-6-methyl-pyridin-2-ylethynyl}-benzonitrile
5-{6-Methyl-pyridin-2-ylethynyl)-indan-1-cne
2-Methyl-6-(2,3,5-trichloro-phenylethynyl)-pyridine
2-[2-(6-methyl-pyridin-3-yi)ethynyl]-6-methyl-pyridine
Dimethyl-{3-[6-methy!-2-(3-trifluoromethyt-phenylethynyl)-pyridin-3-yloxyl-propyi}-amine
2-[2-(6-methyi-pyridin-3-yl)ethynyl]-3-methoxy 8-methyl-pyridine hydrochloride sait
2-Methyl-6-(5,6,7,8-tetrahydro-naphthalen-2-yiethynyl)-pyridine
3-[2-(3-Chloro-phenylethyny!)-s-methyhgy@loiy]-pmpylam{ne

————
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wherein Rlerr] and Rb independently are hydrogen, hydroxy, hal ogen,
nitro, cyano, carboxy, (dJerr])alkyl, (Cerr])al koxy,
hydroxy(C err])al kyl, (C[err])al koxycarbonyl, (([err])al kanoyl ,

(derr])al vemoybaasgy, (C2 5)al kanoyl oxy({ err]) al kyl triflu
trifluoronethoxy, trimethylsilylethynyl, (qerr])alkyﬁ?ﬁ’%ﬁg

azido, amno ((err])al koxy, - (C errT9)al kanoyl ami no(C[ err]) al koxy,
(derr])al kylam no(C[err])al koxy, di(Cerr])alkyl -
am no((err])al koxy, (Cferr])alkylamno, di(C[err])alkylan no,

nonohal obenzyl . H;ﬁ.ﬁ, 190 1 QAG,& )
trifluoronet hyﬁgphgny oézmmﬁtg?:%ﬁqg Wr&@xﬂ‘m VIM of ﬁr%ﬁ%rﬁ‘éﬁxﬁ@mlm.
- 32- 6-(3-Flugrephenyistynyl)- W*@Tar!q'])déﬂ‘%ﬁﬂﬁy‘?'&m no, benzyl car bonyl ami no,
Eg[[er r% g a: tyl 335100 henylethy 1)-3,4;8, 62ARN RELAM , 2 bipyridiny | { onyl

err])a ox nocar Q. Or rrl)a ony
Rlerr] is hydr 'g%“ﬁ"é‘%’ﬁaag hy@’%l’%%?ﬁg B‘P'&ﬁﬁyf? ]'PFRPL'}'S 'BV'P] ) al kyl,
(Cerr])al kan%‘hﬂd@‘b‘-{i{ @E(%hlbr)oiﬁhkwwvl)-e-ml-pﬁﬁid-&vioxvl-mwl}é-hﬁm* ] is
hydr ogen, ha:é% ax (derr])al kyl, provi ded that in conpounds
wherein R2, 4 are hydrogen, when R ERR] is nethyl, Rlerr] is
di fferent fron-BHeMethyl- mmwtmdhmenylmwmﬁpm-mmt acithethyl ester

S etent o] BT -fo-(6-Methyl-3-PhehfiEfyryRbyRtla-Jidy}- o ipeRala TRCCUL T Al Y
2-Ethynyl-6-(3-fluorc-phenylethynyl)-pyridine
3-Methy}-8-(6-methyl-pyridin-2-ylethynyl)-3H-benzooxazol-2-one
1-{3-(6-Methyl-pyridin-2-ylethynyl)-pheny(}-1H-{1,2,4]triazole-3-carboxylic acid
1-[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]-1H-{1,2,4)triazols-3-carboxylic acid dimethylamide
1-[3-(6-Methyl-2-phenylethynyl-pyridin-3-yloxy)-propyi}-piperidin-4-of
5-(8-Methyl-pyridin-2-ylethynyi)-2-nitro-phenol
5-[2-Bromo-2-(6-methyl-pyridin-2-yl)-vinyll-2-nitro-phenol
5-[2-(8-Methy!l-pyridin-2-yl)-E-vinyl]-2-nitro-phenol
5-[2-{6-Methyl-pyridin-2-yi)-Z-vinyi]-2-nitrc-phenol
4-Azido-2-hydroxy-N-[3-(6-methy!-pyridin-2-ylethynyl}-phenyi}-benzamide
5-(3-Dimethylamino-propoxy)-6-phenylethynyl-pyridine-2-carboxylic acid ethyl ester
6-Methyl-2-styryl-pyrimidin-4-ol
2-Ethyl-8-(3-fluoro-phenylethynyl)-pyridine
2-(3,5-Dichloro-phenylethynyl)-6-mathyi-pyridine
2-Methyl-6-(3-trifluoromethoxy-phenylethynyl)-pyridine
2-Methyl-6-(3-(1,2,4}triazol-1-yl-phenylethynyl)-pyridine
4-(8-Methyl-pyridin-2-yiethynyl)-phthalonitrile
2-Methyl-6-{2-[3-(1H-tetrazol-5-yi)-pheny!}-vinyl}-pyridine; compound with formic acid
3-{2-(3,5-Dichlore-phenylethynyl)-6-methyl-pyridin-3-yloxy]-propylarine
{3-{2-(3,5-Dichloro-phenylethynyl)-6-methyl-pyridin-3-yloxy]-propyl}-dimethyi-amine
2-(3,5-Dimethyl-phenylethynyl)-3-methoxy-6-methyl-pyridine
2-[2-(3-Fluoro-phenyl)-vinyil-6-methyi-pyridin-3-ol
6-(3-Fluoro-phenylethynyl)-2-methyl-nicotinic acid ethyl ester
2-Azido-5-(6-methyl-pyridin-2-ylethynyl}-phenol
6-(3,4-Dimethoxy-phenylethynyl)-5-(3-dimethylamino-propoxy)-pyridine-2-carboxylic acid
ethyl ester
2-(4-Methoxy-3-trifluoromethyl-phenylsthynyl)-6-methyl-pyridine

-— 2-(3-Fluoro-phenylethynyl)-8-methoxy-pyridine
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3. A conpound of fornmula | according to claim2, wherein X
represents an optionally hal o-substituted (Cferr]) al kynyl ene group bonded

Vi a . vi ci nal unsaturated carbon atons or an azo (-N=N-) group,
Rl err] "f’ﬁg‘f’ﬁ al kyl, ((err])al koxy, cyano, ethynyl or
di (C[err])a am no, R2 is hydrogen, hydroxy, carboRET/BROS426§)

al koxycar bonyl di (C[err])al kyl am nonet h
4- (4-fl uoro- benzoyl )-piperidin-1 -yl-carboxy, .
4-t.-butyl oxycarbonyl - pi perazin-1 -yl - car boxy,

4-(4-azi do- 2- b - B b 4- (4-azi do- 2-
hy((jroifll-;i od?(%gﬁé&qwﬁﬁ%bﬁggﬁéﬁ% {ﬂd%c?ar bo>C<§/lr i OrRS i(s ﬁi/l:lrggen,
(Clerr]) al kyl6:{35duidhincy phen@ipthymy))selbidimstidartionpropoxyy)hyeiding Recatbpkylia atid ethyl
hydr oxy(C er r]%@} kyl, di ((err])al kyl am nonet hyl, norphol i nocarbonyl or

4- (4-fluoro- benzoyl) - pi peridin-1 - car boxy |
hydr ogen, hyd rsdﬁapim%tbvlmnerproewbﬁﬁp amﬁwweowzw%pmw%mymw
am no ester (Clerr])al koxy, dl(C[err])aI kyl am no( [ err]) al koxy,

di (C[err])al kylamno hydroxy(Cl err])al kyl, and

Rerr] is a &@ﬁ % ﬁh\%né{l -2-methyl -picetinic acid
Rd [s-(s—Flwbmnpiemynyl) -2-methyl-pyfjie8l}-methdndR err] i ndependently are

Y11 bor omet nyE eyt baBp o';‘-y‘-@rfs-é%?"°f°-f39§?&\§w£ﬂi)2@*L"*“V'W% M el

hydr ogen, fl uorethagonechl ori ne, brom ne, hydroxy, (Cerr])alkyl,

(C2[err])al kanqylrpgi.y n) Mwmesnnre%ia%myﬁé}fér . Rdis

hydr ogen, hal ogen or {: erfr“{
2-(3-Fluoro-p nylethynyl)-4 e-dnmethyl-pyrldme
6-(3-Fluoro-phenylethynyl)-.N.-(5-methoxy-indan-2-yimethyl)-2-methyl-nicotinamide
{[6-(3-Fluoro-phenylethynyl)-2-methyl-pyridine-3-carbonyl}-aminc}-phenyl-acetic acid methy!
ester '
2-Methyl-6-(5-methyl-thiophen-2-ylethynyl)-pyridine
2-Methyl-6-(2,3,5-trimethyl-phenylethynyl)-pyridine
3-{2-[2-(3-Fiuoro-phenyi)-vinyl}-6-methyl-pyridin-3-yloxy}-propan-1-ol
[6-(3-Fluoro-phenylethynyl)-2-methyl-pyridin-3-yimethyi}-dimethyl-amine
2,2-Dimethy!-propionic acid 3-[2-(3-fluoro-phenylethynyi)-6-methyl-pyridin-3-yloxy}-propyl
ester
2-Azido-4-iodo-5-(6-methyl-pyridin-2-ylethynyl)-phenol
6-Azido-2,4-diiodo-3-(6-methyl-pyridin-2-ylethynyi)-phenol
4-Azido-2-hydroxy-5-iodo-.N.-[3-(6-methyl-pyridin-2-ylethynyl)-phenyl)-henzamide
Acetic acid 3-acetoxymethyi-5-(6-methyl-pyridin-2-ylethynyl)-banzyl ester
(Benzyl-{{2-(3-fluaro-phenylethynyl)-6-methyl-pyridin-3-yloxy]-acetyl}-amino)-acetic acid ethyl
ester
2-[2-(3-Fluoro-phenyl)-vinyl]-6-methyl-isonicotinic acid ethyl ester
3-[2-(3-Fluoro-phenylethynyl)-8-methy!-pyridin-3-yloxy]-propan-1-ol
[3-Hydroxymethyl-5-(6-methyl-pyridin-2-ylethynyl)-phenyl}-methanol
(3-12-[2-(3,5-Dimethyl-phenyl)-vinvl}-6-methyl-pyridin-3-yloxy}-propyl)-dimethyl-amine
[4-(4-Fiuoro-benzoyl)-piperidin-1-yl]-{6-[2-(3-fluoro-phenyl)-vinyl}-2-methyl-pyridin-3-yl}-
methanone
2-[2-(3-Fluaro-phenyl)-vinyl]-6-methyl-isonicatinic acid
{6-[2-(2-Chloro-phenyl)-vinyl}-2-methyl-pyridin-3-yl}-[4-(4-fluoro-benzoyl)-piperidin-1-yl-
methanone
2-(3-Ethynyl-phenylethynyl)-6-methyl-pyridine

-
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33 - provi ded that in conmpounds wherein R2, R3 and R4 are hydrogen,
when R err] is nethyl, Rlerr] is different from phenyl,

3-met hyl phenyl, 6-methyl pyridin-2-yl and 3-net hoxyphenyl in free form
or in formwgb rmaceutically acceptable salt. .~ A cogpound
according to 09?,3?‘%92 wherein X is ethynyl gne, in free form oggflﬁp?sé‘?‘ﬁ?%f a
phar maceutically acceptable salt. 5. ATconpound according to claim2
wherein R5 is different fromoptionally substituted phenyl and X is

et hynyl ene i n free formor in formof a pharmaceutically acceptable

salt. . @Qﬂgqg @ﬁb;&ﬁ&&bﬁﬁn@&v%@-@h@lﬁk&ﬂ&ﬁ@ﬁd&ﬁ% )Sduﬁ&hiﬂ-%ﬂﬁﬁé y

substltuted pyridin free formor in form

of a phar maceuBti&RPy %@l‘%‘b‘?%’ﬂ‘é vigyl-§- methyba;ndm-s -yloxy}-propyl)-dimethyl-amine

2-[2-(Pyridi n-£eys mbdawmhﬂam@nwﬁhhwhypwnuﬁwwmtmdﬂwwbdxyncfa@rdm of a
phar maceut i caltl ngisg%abl e form 8. A pharnaceutical conposition
conprising as ﬁ%é’ tical active ingredient, together with

cust omary phar[ﬁ%ﬁeﬁltmmpaénymwyaemes\yl-mﬁmmﬂmwaamdeylwaﬂgnbna any of

calt o A UPREEpbR kbl Ty e R B RH iy % BRI €

nmd uRl or LYRSﬂe'iMﬁPEm met hod conprises administering to a

war m bl ooded Qﬁ-@!ﬁl(ﬁ mdnéhidi'@ﬁﬁbng -wﬁ)HFélmethyl-pyn&nﬁ-@ayidiﬂfﬁroﬁyl)td?ﬁétﬁﬁ-ﬁﬁﬂec al | y _

ef fective anount a conpound” accor to in

free formor i@ TFM’FHEW' %SMWTSBQ&PW'%E@@HWEW% sal t
2-(3-Fluoro-phenylethynyl)-8-methyl-isonicotinic acid .tert.-butyl ester
2-(3-Fluoro-phenylethynyl)-6-methyl-isonicotinic acid
[2-(3-Fluoro-phenylethynyl)-6-methyi-pyridin-4-yl}-methanol
[4-(4-Fluoro-benzoyl)-piperidin-1-yi]-[2-(3-fluoro-phenylethynyl)-6-methyl-pyridin-4-yi}-
methanona
3-Allyloxy-2-[2-(3,5-dichloro-phenyl)-vinyl}-6-methyi-pyridine
{2-(3-Fluoro-phenyiethynyi)-6-methyl-pyridin-4-yi]-morpholin-4-yl-methanone
Acetic acid 3-(8-methyl-pyridin-2-ylethynyl)-benzyi ester
[2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-4-yimethyl]-dimethyl-amine
(3-{2-[2-(3,5-Dichloro-phenyl)-propenyl]-6-methyl-pyridin-3-yloxv}-propyl)-dimethyl-amine
2-(3-Fluoro-phenylethynyl)-3-methoxy-6-methyl-pyridine
(3-{2-[2-(3,5-Dichloro-phenyl)-vinyl}-pyridin-3-yloxy}-propyl)-dimethyl-amine
(4-Azido-2-hydrcxy-5-iodo-phenyl)-{4-[6-(3-fluoro-phenylethynyil)-2-methyl-pyridine-3-
carbonyl}-piperazin-1-yi}-methanone
4-Azido-N-{3-[2-(3-chlaro-phenylethynyl)-6-methyl-pyridin-3-yloxy]-propyl}-2-hydroxy-5-iodo-
benzamide
4-(2-Pyridin-2-yl-vinyl)-benzoic acid ethyl ester
(3-{2-[2-(4-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyl)-dimethyl-amine
[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl}-methanol
6-(3-Fluoro-phenytethynyl}-nicotinic acid tert.-butyl ester
(3-{2-[2-(3,4-Dichloro-phenyl)-vinyl]-6-methy!-pyridin-3-yloxy}-propyl)-dimethyl-amine
2-(1-Bromo-2-phenyl-vinyl}-4-methyl-pyrimidine
6-(3-Fluoro-phenylethynyl)-nicotinic acid
[4-(4-Fluoro-benzoyl)-piperidin-1-yi}-[6-(3-fluoro-phenylethynyl)-pyridin-3-yl}-methancne
2-(2- tert.-Butoxy-3,6-diflucro-phenylethynyl)-6-methyl-pyridine
2-Methyl-6-[2-(2,4,5-trifluoro-phenyl)-vinyl]-pyridine
2-Methyl-6-[2-(2,3,4-trifluoro-phenyl)-vinyl]-pyridine
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3-(6-Methyi-pyridin-2-ylsthynyl)-pheno!
2-Methyl-6-[2-(3,4,5-trifluoro-phenyl)-vinyl)-pyridine
2-(3-Methoxy-phenylethynyl)-6-methyl-pyridine
2-Methyl-6-(2,3,4-trifluoro-phenylethynyl)-pyridine
and pharmacsutically acceptable salts thereof.

10. (3-{2-[2-trans-(3,5-dichlorophenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyl)-
dimethylamine in free form or in form of a pharmaceutically acceptable salt.

11. A pharmaceutical compoesition comprising as pharmaceutical active ingredient,
together with customary pharmaceutical excipients, a compound according to any of
claims 6 to 10, in free form or in form of a pharmaceutically acceptable salt.

12. A method of treating disorders mediated full or in part by mGIuR1 or mGluRS5, which
method comprises administering to a warm-blooded organism in need of such
treatment a therapeutically effective amount of an 2-arylalkenyl- , 2-hetercarylalkenyi-,
2-arylaikynyl-, 2-heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo- pyridine or a
pharmaceutically acceptable salt thereof,
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