esGri ption Fi el d of the I nventi oh"The I nvention relates to esters of'
@ 4-di hydro-2, 6-di net hyl - 3- (al koxycar bonyl or al koxyal koxy- 5 _
@ar bonyl ) - 4-(substituted phenyl)-pyridine-5-carboxylic acid, to their

t er eochemi cal isomers and phar ma- ce |604al acceptable salts, to Y
;rocesses for their production and to phar rraceutlcal conpositions
mont aba ng PesetiptioDescri ption of the Prior Art 10 . EP- A-60897 descri bes

3§, 4-di hydraﬁgldo thefwem ndl carboxylic acid derivative of the general fornula
_ er rl 20 8 [oCbddrs TR PY LFHY 0-26-Yime By CMBRoxydafoh}1. LEBKETAREG- 2
@ower al kyl cﬁfdﬁlﬂpl}-(s[l&Elfu}edﬁﬂdwy[)@l}ﬁdne(s\lﬁaibﬁh/lﬂa(yd Rethkih tesadiBmidsi iddhiefs@in@ Bharma-
fach repr esemstiely atwmpielle ahiksy to erocessesl foy theyr popyctiprerand to epar@s@nti®l aorhmsitions -

| kyl group°°&F?ﬂ“’?$tF§“1 or 2. These conpounds are useful as hypotensives and
@her eapeuti g.q ?'%L.Eagftwp"oqp‘ﬁt urbance of heart and brain circulation. 25
Wescriptj,on Ofgp. -6 @V@EHC?I&Q 1, My droMBiaink 88-dREBY IS fidkdti®hi%e &ithe general formula

i, 4- d|hydro 2, 6-di met hyl - 3- (al koxycarbonyl or al koxyal koxycarbonyl ) -

: (subst i tuted phenyl)-pyridine-5-carkdxylic acid, the eéters havi ng the
Meneral fornula | [err] 40 wAtsqin regbsssﬂt% a) rophenyl or

. 3-di ch}sorophenyl group, A represgntgYa strai g f @ﬁﬁ n or branched chain

i kyl ene group having from2 to_@ gt o, R repre§ents a straight
®hai n or branched chain al kyl group aV| h:'g from1l to 6 carbon atons,
SWptionally 45 rmno substituted by afl al koxy group- having from 1. to 6

[ar bon atoms 9\; and[\'g resents an al k e roup having from 1 to car bon
o, i M ST e ot §:¢%§F§f§r§ﬁ;§b o St e o
- such est ﬁﬁ&T%@cdnﬂ% lafdlls MraE teﬂ.flﬂe\éa fﬂ ﬁg ce of heart and
B8 cpdr atlonbrarh ctnh@tne{st ers of the general for rrul a 1 t e pr ocess corrprl sing

@gondensi ng = pﬂ ound of the general formula 11 50 Ar-CHO )
g'!) Vme%5e| g‘\ g §§Wes e.geer]; Lﬂ% dlf)ll\\/ﬁdltot} Ga dlmet -%Hidxegarb%rb g)?yra oxy]::a(?'ll;omlil/ll)-a
t

Il 4-(substltuted phenyl)-pyridine-5-carboxylic acjd, the esters he gene | formula 1{ N
III) whereln [err] represents one of (a) a group as a ove -defi ned, (b) a

Baroup of the general forrmula IV [err] 2 R 164 213 cn
wherei¥® A and | JJ are above defi nedland (c) a droup of. the general
ormul a - AX vvherel nAiS _abovecdefiaed ﬁnﬂ(&;g,e:pre%engeﬁhg?t om
: 3(V)

eacting the condensat onpound of the genera
cn(cn3)2

d OCH3

()

H3C _ , - CH;

wherein . '
Ar represents a 3-n|trophenyl or2 3-d|chlorophenyl group, :
A represents a straight chain or branched chain alkylene group havmg from 2 to 6 -carbon atoms, _
O R represents a straight chain or branched chain alkyl group having from 1 to 6 carbon atoms, optlonally
o/ 45 mono-substituted by an alkoxy group having from 1 to 6 carbon atoms, and '
- R, represents an alkyl group having from 1 to 4 carbon atoms, .
and further provides pharmaceutically acceptable acid addition salts of such esters.
The invention further provides a process for the preparation of the esters of the-general formula 1, the
process comprising condensmg a compound of the general formula li :

50 L A
: CA—CHO . Ty

_ " wherein Ar is as above defined with a compound of the general formula Iil . -

55 ' _ ' CHCOCH,CO0A, : ' )

- wherein A, represents one of (a) a group R as above defined, (.b) a group of the genefal formula IV "~
' ' . _ o Ry .- . CN
60 S - ]

- A N_(CHy)3 =C -OCH3 . (IV)

P ' - - :  CH(CH3)z2 OCH3




~wherein iif [err] represents the'group defined in (a) then A2 represents

\»

‘al dehyde 11, reacting the condensate with

\

ei ther . of the groups defined in (b) and (c) and if [err] represents either
of the groups defined in (b) and (c) then A2 represents the group defined
in (a)\to gi ve a conmpound of the gene‘?a‘l 4@%Ia (VI) 10 [err] wherein

[err]iand AL,aLk AR ﬁba‘?é/ & @ﬂe‘ﬁ 63) d Jm%’h‘?th%’ oPHP1oBh 4R 3x [vvﬁl%rrein A0 do5ld ]

repr e‘S‘Qﬁt S aefgé@#ﬂxd' rbd8fM8 a hdlo ﬁLtan Sttih dodnBhsit ﬁltm&?ﬁ@ Qrag‘eﬁ\'ﬂf Al
~fornmula-VI with a 4-cyano-4-(3, 4-di met Fgl h@_g%lo) met hyl - hexyl.am ne

derivative of the general fornmula VII. [ i erel n[err] is as @}?ove

defined.1t will be understood that variougysynthetic routes are

enconpassed - within the above process. The reaction schene bel ow, wherein X

_represents Hhﬁahd@emp@smtmﬁowmﬁwmw therr A-ariresentgeitheraf thelgrppes dRfinédie b) and
illustrates, ° ?S‘ﬁéf %fepfeﬁg?ge“h?f(?ﬁh%%%&mﬂ? f"‘ef’ fidbl@aq (ehteenA. FRR(pPS S tb"r%ﬂ‘é“r"éﬂ"ﬁﬁyn fa)

condenswng 8 ‘éelao°§W°T" SedesgEy a (1L1r: ferr] =AX) with 40 an

al kyl' or al koxyal kyl
convgerti ngCP@R2 group AX of the
err]=AX) to a group |V by

90
= 5]

3-aninocrotonate Va (V: [err] =RA*1°
resultant pyridine derivative Via (VI:

‘reactingsw th 4-cyano- 4-(3,4-di met hoxyph nyl ) 4b- met hyl - hexyl ami ne or a

.derivative thereof (VIl1). Alternatively
“.the conpound Il before ring f ormation, eseAQutes start from corrpound

up 1V may be introduc€dlinto

i111b 45 [err] This is available fr}? amine Ice_Py conventi onal
al kyl atizen to introduce a hydroxya :1<yl gr odp HO- A*('@onpound VII1), and the
reaction of the al kyl ated ami ne vmth d| kete!he I n one route conpound Il1lb

i s condensed WII al deh g{&%‘% {\.,.F
h b oup defined
3- a’mfnocr ot évper & ac'tlgglj Eiyléi d of t % @&%‘5{%%(3 4-@ fhg&yphenyl) 5-
[err] (\4}) mb r&bﬂmn@aawa&sofﬂaebadesmanaa/wt hesis of the pyridine ring. If
a pyridine derlvatlve Viais already 55 -available it is only necessary to

condense it with an anmine VIRa This .condghsation is itself within the scope

of the invention. Wen X repr\esents a chjoripe—atgm it is preferably
carried,gut in toluene or xyhene (engey J ef @u" X repred¥ils a
brom ne atomit nay be carried out 1 n di th e de at lovver
tenperature. The esters | obtained may b % {ﬁed 6 504 £
known per se. The pharnaceutically 60 ac g abte salts according to the
i nventiqp ngy . he Ferlseig i@ the bases in a conventi onal manner.

Preferréd pharfag ¥d BeCRAbALY RS irsltads &ﬂc&npaéeéatvﬁthwtﬁe Ldao&sro@efss The
hydr ochl ori oeacmﬂsplivnfemelpwrm{eeauo; repiéSeisiihBlogediatolr dbd the®th m&ﬂﬂﬁsphamubvmned '

ding to nethods

it ol uenesul pliltysiratesseom@ of thfdsei r st er eoi soners may be separated in

n%’rﬁ )@mple, the esters | may be prepared by condensing a haloalkyl acetoacetate llla (lll A,=AX) with
convent I‘agmalan aldehyde I, reacting the condensate with an alkyl or alkoxyalkyl 3-aminocrotonate Va (V:-A,=R), and
converting the group AX of the resultant pyridine derivative Vla (VI: A,=R, A;=AX) to a group IV by

2 . u— " 45

reacting with 4-cyano-4-(3,4-dimethoxyphenyl)-6-methyl-hexylamine or a derivative thereof (VIi).
Alternatively the group IV may be lntroduced into the compound ill before ring formation. These routes
start from compound Ilib : :

. : | . CH,COCH,COO—A—~N—(CH,),~C - OCHy -
' o , _ 372 . 23 S by
50 o ' © . CHEHaL,\ .
AL S ( 3)2003 -
This is available from the amine VHl by conventional alkylation to introduce a hydroxyalkyl group |

_ HO—A {compound VIil}, and the reaction of the alkylated amine with diketene. In one route compound lib
55 is condensed with an aldehyde Il and the product is reacted with a 3-ammocrotonate Va

60
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The &sters | and their salts accordi'ng to.the invention possess a val ua
anti hypertensive activity and 65 are al so effective agai nst coronary hearf
di seases. Accordingly, the invention also provides a 4 0 164 213
phar maceuti'cal comnposition conprising an ester of the general fornula | as™
above Xdefined or a pharnmaceutical ly fggepimbl e salt thereof in adm xturet g
Wi th aspharmaceutically acceptable diluent or carrier. The [err] of the
conpound§Hg@@etHORG %t o (tae i nvention was determingg in tha nouse os
according to the method described by C. S. Wil (Bionetrilcs,
5 The antifhypertensive activity of the esteHd-{fdbiy& my
i nventsi on was ¥% uated in .mal e hypertensive rats (SHR W ste Kyot o
strain, 15-25 veeks old). The determ nation of bl ood prescé'lﬁ?'és) T3
by an indirect jmethod (M Gerold et al., Arzneim Fofsch., 18,V|1@8 , 1968).
The -ani mal s_wer'e prewarnmed in a heating chanber at aj{tenperat dre of from 35
to [eng] ArpPH ‘&&%"\gd of 15 m nutes before pressure geterm nation. The
conpounds testco%é_py oral route were dissolved or suspended in a 0.5%to

met hyl cel | ul os€ S8l uti on. -Controls were given onl yit he vefiNcl e, Systolic
bl'ood pressure and heart rate were neasured 1'_|5 3'_#__8@3 7'h afdg[ drug
adm ni,stration |byy mRass—ebom tail-cuff and a TS T raa e ronary
dilating activijty Q/\qs eval uated in anesthetized nornotens HL RS (wei ghi ng
about 500 g), ds thewgbilifwyto antagonize nmet hachgly ne in céd oeH.pnary
spasm Rats werle instrunented for methacholine infusion into the coronary
osti um, whil e gpastic activity was detected as ST segnent elevation in D2

ECG 15° recor di g(.K. Sakai et al., J. Pharm Meth., |5, 325, 1981). The

co unds tested by i.v. infusion were dissolved in Wwater:dinethylformam de
(9:1 by wmeb . gogAxy was detected as normalizatijon of ECG tracing
after conpoundk afm nistration during methacholine inpfdusteas. The results of
the t 8t sy cgirven-T é,he(v"laéble'bel ow, show that the egters are of |ow '
‘toxicity, 3posseiﬁ val abl e anti hypertensive activitiés and can al so be
consi dered effective against coronary heart diseases{ 20 TABLE [err] ny/kg

[err] SHR ED50 Conpound. . 0Ss - 0s iv
25 2248 |- 278 ' - 6.8 - - 0.301 2392 3000
14.9 30 2404 3000 T1 CN 17.8 [err] =
anti hypertensivelactivity nmg/kg [err] = coronary dill ati / kg 35
= not tested Thefinvention i's illust raﬁ"bﬁoﬁ'?z?(?%"“f'ﬂrf 3

Exanpl® 1 40 Mt hyl _ _ : _ '
2- [ 4- cyano- 4- ( 3, #- di net hoxyphenyl ) -5, N-di net hyl - Hﬁ’ﬁyl am né‘]”-‘%‘?a%g/ OCH
I.

1, 4-di hydr o- 2, 6- i met hyl - 4- (3- ni trophenyl ) - pyri'di-he- 3, 5- di car boxyl ate A

solution conprising 3.94 g of nethyl 2-chloroethyl" : :

1, 4- di #ydr o- 2, 6- §li met hyl - 4- (3-ni trophenyl ) - pyridineq3, 5-di carboxyl ate and
5.78 g of 4-cyanpedn( 3, 4- di met hoxyphenyl ) - 5, N-di net hyl ®Hexyl anine in 12 m
of xylene was refluxed under stirring for -7 hours. A{ the end of the
reaCtion, the mxture was diluted with ' . ' :

45 .
. . o _
_ .  CN
| (va) o f o
' ~ Ar=CH=C—CO0~A~N—(CH,),~C OCHg
© 80" : , : .
~ CocH : . CH(CH,), ocH,

: The above process includes a synthesis of the pyridine ring. If a pyridine derivati\_re _V!a is atready
55 available it is only necessary to condense it with an amine Vii. This condensation is itself within the scope of
"~ the invention. When X represents a chlorine atom, it is preferably carried out in toluene or xylene under
reflux, whereas when X represents a bromine atom it may be carried out in dimethylformamide at lower
" temperature. S I , , _
. The esters | obtained may be purified according to methods known per se. The pharmaceutically
60 acceptable salts according to the invention may be prepared from the bases in a conventional manner.
. Preferred pharmaceutically acceptable acid addition saits are those of hydrochloric, -sulphuric, maleic,
succinic, citric, methanesulphonic and toluenesulphonic acids. Their sterecisomers may be separated in a |
conventional manner. : . : S - .
The esters | and their salts according to the invention possess a valuable antihypertensive activity and
65 are also effective against coronary heart diseases. Accordingly, the invention also provides a



',5 efhyl acetate and the sol uti on vvas extracted with dllute hydrochl oric
facid in order to renmpve the unreacted am ne. The organic sol uti on was
‘dried, the solvent was evaporated of f under vacuum and the residue was
washed\ w th diethyl ether, treated with dilute agueous sodi um hydroxi de
sol ut|\Q,n and extracted W|th di et hyl- e(lhes4afall acetate (4 1 by vol une).

The extract Pelliah LGS SRLAADIS B9YA! Bkl o ML UG
g an I"as d

The crude phg 33 ULl RSN ELT i sf»'ee‘?d ‘éxbh%?ﬁ ée@;‘t’éc?&éccesa uqnaf

:usi ng 50 chl OI"D'feQ.DR’loﬁﬁle m@nhdsmdomnngnema&bmgnmwﬁrﬁm memwusaeeioa&r&ng to

FPur e fractlmesnmmdsiewbdwbmfba \WribiBiovatics. 41248 19&?)dr ness. The residue was

Adi ssol ved i n n’ﬁleh%iﬁb\fpe” EFY Pﬁﬁ'&ﬁj% 2{ ? era'@'éu;ng e"éi“PFa‘i'\(b'P male

i | ydrogen chi Z’%Tﬁ? é Mt er Ilo 8)Ifo gﬁ?aiw‘h% 'ﬁégﬁ s%?

shed with pVéW’aml m@ berce & éﬂﬂ:@ram'é(of%ﬁﬁ%(té 7€ feH eﬁ )before

Yol une) . 2. 3%sglr@ﬂetérhﬁ1ahkyd o noirdie teasfedthyeordi irduteewere mipsaNed EME)deWSOS%

bt ai ned.’? 5®ethylcellu Putien Tent qlqyferqgi en oyt ¢t~@le23ystohc blood pressure and heart rate were
easureg 1 nd Ise transd

- [ 4- cyano- B e GE d 55{?%?“ n%éggﬁxﬁé F ua é grtrest etlz ormo rrsggf;t&jveugfhfnugsaeboz:zogc:)r. as

-jret hyl et h%(é ll m m coronary asm. Rats were instrumented for methacholme
- cyano- 4-( &f&rdallmtﬂaawpmw. © ¥dtéctdabi 8T adgchedt etevitiodfin BLECG

pr opyl enes oxecdwing rikK.4%katlet aif, JnﬁtaharMﬂth MQZ%Iwﬁjwé'de tantiadsdestedrbyA4. infusios wate

20C. A -furt Hissohgd rswcgg BYim ée 6% fuev Yy watidgtectedr?g naﬂaé#atlguof%@r s

at 20C the L8178 0 nd BELU o hae SUAPH 5 bl e
iin vacuo. TRQuMe anti s‘éﬁ@caﬁ'di%b é&@ls. dselﬁhducaaggﬁ ceidh

usi ng. chkaor of or m cont al n| ng |ncreaS| ng anmounts of methanol as eluent. The
unl%%ry 'TLC fractions -(chl or of orm met han@ABW%N net hanol i ¢ ammoni a 95:5: 0.5
o lume) were evaporated to dryg_%ss t.0 gi VeE§53H318' 78 lg:‘-of the title
corrpound as an oil. 5 Q. 184 21 le 3 7% ,V5°

"4- [ 4- cyamo- 4- (3, 4- di met-hoxypl
met hyl - et hyl acetoacet atz42. 7 ni of 278 ket ene vvasss added, asper 10 m nutes,
0 a solution of 11.36 9 of . the corrpound prepared in Exarrple 2in 10 m of
ol uene at [err]. Wen t %%2xot ier m¥® eacti on Wds over; tTe reaction -
ixture yas 5 heated for Rohours at shgyr] and, gigter cool ing, it was
vaporated to dryness+n—vacu9-—'ﬂhe—94-Ly—-Les+due—V\as—t-hen—pu-HJ—i ed by
ilica gel columm chronatogr ap usi ng et h ~acetate containi ng decreasing
mounts of petrol eum hera"%‘fyp e{rl a"" itary TLC fractions

chl or of gr m et hanol ) =% 5_5" Sﬁjﬁ%i"“\m!r"ég aporat ed to dryness in vacuo
o give 11.61 9 of the t|tIe corrpound as an oil.

éxaml e 4 The invention is illustrated by the following Examples

2-[ 4- cyano- 4- (3, 4- di met hoxyphenyl) 5, N-d| rret I-hexyl am no] - 1- met hyI et hyI

Lo B s BB DA S 0 o Bl

of chl orof orm M@SIuﬁo%t wnaineadg \Mshb dTYHEtRE EXchRRdeyf @Imdmwr{m eJaimeu&f 4-BnitdphdtQIH S
_ &jr r], thgidinesiStdiaarporyiatd ardes. IRt lﬁvanﬂwlaeww\/bl@nm §NeEstiyRhexgemine anrx
t he=0i | Jes é‘V’ﬂm”aémﬂPﬁﬁ‘P% Stls f?f ‘%‘5: the &qaptipn. the rpigture "‘Fﬁg'"éﬁﬂ "I"
lu sol
&

thus obt4in ort d’if} fg‘; Qfﬁnﬁ"‘:’r‘f (ﬁil‘ég
x 30 m) unbvblhem.t gy frea'in Wifh SILES 0T R
of the titl dietongnecedyl d@btt (43gbvatolynes). rr]we emct@vaehhem anedhe sﬂB!eIaSleeZvap@amI‘dffC
m-xt ure, Wnumr wegyiumls gee erydes proHuct dhus fabtained wap dgtified Jryssilic@ @el chromatography, using
SR _ chloroform as eluent with increasing amounts of ethyl acetate. Pure fractions were collected and .
evaporated to dryness. The residue was dissolved in methanol, filtered through charcoal, treated with
ethanolic hydrogen chloride and evaporated to dryness under vacuum. The residue was washed with
warm diethyl! ether:acetone mixtures (49: 1 and then 24:1 by volume). 2.32 g of the hydrochloride of the title
. compound (2245) were obtained. . .
55 Mp 97—103°C (Koﬂer)

AQ)JAmzr—Pr—FI
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_ Example 2
T2 [4-cyano-4-(3 4-d|methoxyphenyl) -5, N-dlmethyl hexylamino)-1-methyi-ethanol

. - A solution of 18.9 g of 4-cyano-4-(3,4-dimethoxyphenyl)-5,N-dimethyl-hexylamine and 4.5g of
60 - propylene oxide in 40 ml of methanol was allowed to stand for 24 hours at 20°C. A further 0.75g of .
- propylene oxide was then added, and after 24 hours at 20°C the solution was refluxed for 1 hour and then

evaporated to dryness in vacuo. The oil thus obtained was purified by silica gel chromatography using

chioroform containing increasing amourits of methanol as eluent. The unitary TLC fractions

- {chlioroform:methanol:5N methanolic ammonia 95 5:0.5 by volume) were evaporated to dryness to give
65  18.78 g of the title compound as an onl :



PR %
it

cyano- 4- (3, 4- di met hoxyphenyl ) - 5, N- di net hyl - hexyl oam nol - 1- net hyl - et her
a-‘acetyl -2, 3- dichloroci nnamate hydrochl ori de Operating as described in .
Exanple 4, but enploying 2, 3-dichl otk &1chyde instead of 3- 25 =~ 14
ni t r dbenzal dehyde, the title conmpound S.off ai ned as a brown-oil. The
conmpound Vie8-cpdho B 34-HifRMBkyphedV) SIN.diRe @ y%@e‘émﬁb?-@%e&ﬁ'l &b Bcdidatetdeblr t her
reacti ons. Eg.amiloédl&tdremas equet, over 10 minutes, to a solution of 11.36 g of the compound prepared in
2-[4-cy an&xam Emtﬁmf E @Nedxmmtylrea gg::ﬁtfﬂdhe 3%@ turemg
nchr

1,4-di hydr:ﬁ pusifi snh m‘:ﬁgg usm thl te@i m U(gbc m‘”%
A sol Ut Orhe@ble eg a@ hteTQQWPW DRanh obe
i sopropyl eeawaatfmrda;neﬁaﬁ aacudsttoélgnidnmﬂ glosmph untess ahefll uxed for 2 5

hour s. ?After cooling, the m xture was evaporat ed to dryness in vacuo and

“the red d

sol ution r%\ém)- g %9 meglg:(gyﬁa%né/hg%t? mgtr aﬁ)l‘ycam"f’loéq -me P e%gyta a(%ftyl @gttr%cq}il mag?t ed

in vacuo to Ay RmDI 7. §d’gaofme&bdu@nwaaepwuhtkéacbuda/an%ze§bﬁ&hr¢bbmze|aatyegmaph;y

on silica ogeﬁlorufsrrmay turmde/umtwudqeemct)tondesatbrc erm‘measm@ -+ RTAgFtog mifture was
YR

acet oné’ agvao at e"qu'& ‘t’?iﬁg"%l?% Ytﬁfaé'n E Flthtéte@ebﬁfee 57;"%
by vol ume)™ '" ﬂ@f thecstng geetas SEBNBH nefrag o 3hyl
ether and acs, og@:thg@htsorm@c ek dﬂtﬁtehyas aeth@rsotaemgw@reawﬁ.at id

whi ch was vtaelulsama‘sedthwfshmadrmﬁdnsdl ethyl ether and dried. 0.87 g of the
hydr och? ori de hem hydrate of the t|tIe conpound (2432) nelting at [err],

vvas obt ai Le Example 5

6;cyan(%i%§,y S4B R ook SORUNd ey poxycpminol ety Ser P28, 11 oty

, 4=di hydr o- @p&an | #6e tiékgtibed - 0 2Ex3mPieC | Bt OpAMRINIAG) 2, PiiiEISobezaldehyddi MaedD X%y [3at e
QOer at eng nas:belrasldehvbed\awe Eorepoh@was obitairted 3¢ abrown gil. fThespmpo ozl waglan E—Z isomeric
3- am nocr GtYHERLaEd AR ueH @S BRIy enBactisfepared in Exanple 5, the
hydrochl ori de hydrate of the title conggHBQG(ZSQZ) nmelting at [err], was
obt ai ned. deyapRl294-8/akc- iR YthEkyBNdnyl)-5,N-dimethyl-hexylamino]-1-methyl-ethyl 1,4-dihydro-2,6-
2 [4 C yan @lirdethyd-443-aitroprie oy plissny, s-Hicbdtydtenet hyl - hexyl am no] - 1- net hyl - et hyl

- SO A solution of 1.38 g of the compound prepared in Example 4 and 0.33 g of isopropyl 3- ammocrotonate

i hydr 0- 2 L’?Zu%‘f ﬂ%tﬂ‘f&ﬂ‘:f’ézf‘ %"L.{j a@@‘fi?h F',t°°£!t‘€}a 7 e ﬁ:ﬁl@@:"é@t um
Operating bﬁ:§rb ﬁa?&ﬁ'h an'l Utevaﬁ @{e InGeu t@&ﬂl nf‘ed bY
3- am negr ks direnast Qnem@@uﬂdn@b&ﬁﬁbﬁ theh cdnidifify Mcrdasirighenoliyte bP&ddioné gle

hydrate ofeluahteTltq ttrftefvdd; edingk Qmeh ethqziatzet 7a‘tb ‘e:ﬂ )wmsevemtmdrtedrvnsﬁ

iTh her rl et ther tongive a .
SS taIGIr‘TB Ot]: % f u‘:ﬁ-, @'E? cgl%%g?% gq’ éfb 8ﬁ Ofd ;P hy roch exhvﬁte of
0

al koxyag koxycar subsTi tut e phen pyr| di ne- 5-car boxyl I c acid,
t he ester having the general for mul a | ExatpleT 6 0 164 213 Exanple 3
2-[4- cyandﬂ’hutﬁ’@ Mcﬁnmét(%w h9nv5 SNW%‘t'hﬂvlah‘emembﬁtthvll fraibydre-26t hyl
ﬁ%t oacet &t"éeg tmg as cn %t%are ng from lSObUJﬂQ 3rarlmpnl“<|>cro§ohate anc:atheS golnyr;[olur%q
11- 356 Qre@ xggtm(% {t\ hWr@ nﬁ h{ld?ate of the title compound (2392), melting at 120—123.5°C,

was obtatned

Example 8
2-Propoxy-ethyl 2-[4-cyano-4-(3,4-dimethoxyphenyl)-5,N-dimethyl-hexylamino]-1-methyl-ethyl 1,4-
50 dihydro-2,6-dimethyl-4-(2,3-dichiorophenyl)-pyridine-3,5-dicarboxylate
Operating as described in Example, but starting from 2-propoxy-ethyl 3-aminocrotonate and the
compound prepared in Exmaple S, the hydrochloride hydrate of the title compound (2404), melting at
102—105°C, was obtained.

55 Claims for the Contracting States: BE CH/LI'DE FR GB IT LU NL SE

1. An ester of 1,4-dihydro-2,6-dimethyl-3-(alkoxycarbonyl or alkoxyalkoxycarbonyl)-4-{substituted
phenyl)-pyridine-5-carboxylic acid, the ester having the generai formula | .
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anple 22in 10 mM of toluene at'[err]. .Wen the exotherm c reaction was
ver, the reaction mxture was 5 heated for 2 hours at [err] and, after
ooling, it was evaporated to dryness in vacuo. The oily residue was then

: urrfred by silica gel colum chromat oggséh usi ng et hyl acetate contai ni ng
llecreasjng anounts of petrol eum et herQ a t. The unitary TLC fractionst4
chl or'of or m met hanol ) 95:5 by vol une) Wekdfnghvapor ated to dryness in vacuo

o g| ve 11 @-14-gyampf-4-BBlaadinhath dxephe oSN+ dichethgl-HaRylamihol-1tngethyl-ethyl acetoacetate
‘ 2.7 ml of dlketene was added, over 10 minutes, to a solution of 11.36 g of the compound prepared in

npl e
l th ixt
[4 cyago ﬁeﬂfor m&éﬁﬂ? orﬁzﬂlf:t\?vesﬁ‘g/gqﬁg ergfg S@i@g% :I‘ F@:f saﬁgaﬁ
8- acet vl - 3- geh wereawsrma Gl chicRizlolio oty S Wiy idetb cdntéttindldedfeadi mouns o
onpound pr p@anicaeh btherEsadine Be aindarg . TLO f@ctfbfts &hm&fdsfebematodesbssds/ vdurdd) we
Bf chl orof oamm&edsattrmeatedawpﬁmgtwﬁr%gahtmhtle)cqnd:eueptaS[aerOﬂ] “After 24 hours
t [err],,the reaction mxture was 15 %\éﬁf ted to dryness in vacuo and -
ghe oil res X b Vi-8-nillBEnSH
@ hus obt ai nb%ﬁfﬁg%&ﬂvﬁiﬁgﬁfﬂ@ﬁ% her - et 1%ae?;gpﬁt“gg9w by goéur?\{ee (6
30 m) unti |Aselutibw gf@80 o bf tBs comipburcipespamatl tiERaroide mlsaebef:iduwemelrddddelmml
pf the tltlef"ﬁ@ tTJ‘rYt?ssﬁﬁ‘thtP‘i‘W f°[9$ftqh°"dW§Pé> ’éﬁﬂéﬂhﬁ’e a”é?sc @%ﬁ%}‘
) n

e e e e

Berr]-acetyl -&78g odthehilaoe@bmanaﬁ@ yelrmu"hjmm 6ltaikdacdsah ERYG |sa&elﬁlﬁﬁ|2ﬂurebﬁﬁich n
anpl e 4, e usedrpd eygih fog fuRth@-refictidnisor obenzal dehyde i nstead of 3- 25. -
itrobeni"al dehyde, the title conpound %Etsal ned as a brown oil. The
Al

onpound was. r@&af 3 h%mr@rowphwrtsw S aHiRfls ARl £ Qbord 5t e
3 eattions. aﬁtale%?d%@:l&‘r e
- [ 4: cyano- 4- {Gperhtich e tdasexipgah &n fxampke, N—dutnehmgwnghaxyicmnmm]zaldehmt inyteade bh Bt
8. 4- di hy#r oniiopnzaliighyds; thetitthepmaayng was ettensden g biowp piti THe pRIPOUBL WHsER Firdispmatie
B\ sol ution B‘f"t“_‘[eé’gj"éasd‘tsedt“}? IR "PFEB%Er ed i n Exanpl e 4 and 0.33 g of
8 sopropyl 3-aminocrotonate in 4 m of igopipranol was refluxed for 2.5
ours. Aft elsofrosh 2-Agyarbhags, ummﬁ%emna&nemaaatm&ytam -Y-RREGS-dtYl AGRIrane
he resi #uedimathyich-Ssiopkenyh wndrne-ﬁﬁ@rce'h@tvh&ne and washed with an a ueous
5ol uti on of so@ﬁ ?fdéﬁsehta FEE nEX ‘Séav9a%33c9r°ff§EP’a‘?YH3 %"0'3%?59

e

n vacuo to, res §§Em§ el aﬁ 0' 'g&mv)fféggﬁ fﬁoémo ?/m

bn silica gelkarbénafaOrne8ighsl eugareés Ed &\a@t@beteawaaertea%aggrmy Svadpurified by
hcet one ass eésUembmaﬂibrephyrnntﬁrcy gdlluGing petedduonshdr peritsinhe nneadrigaanioants bbavetore s

by vol une) gleene Tevawer\atlédras@nel ges*e'n eftf?reafgvée's? Haby vralm! Meecﬂvmt@datwtgdheﬁs y
! Ihglh 3\22 gyregpi sco fr:‘asi? wrtght(%?gtzg {:%}B rg‘ér%%ﬁgqof gglﬁ‘ﬂghﬁ%aw oi d
ydrochlarl de hem hydrate of the t| tle conpour'tn(:? (2432) rrel t| ng at [err],
as obt ai ned. 40 Exanp Ie 7 | sobut .. Example 7

'-[4 cyano- .Q ¥ 44?‘« Aniscs Wi D& g”rg"‘hr" %é?ﬂ‘?@%’gﬂlém%ﬁ“l‘/' hé-ﬁhwro-éﬁhyl

L 4, o hydr o2y ! ?l.b o Yl i 38 Bl ©
Dpefdt i ng a§re &dihlE 14 ) t orﬁreh Lte% b t.mm pbEHA (2FDDMbNNG at 120—123. 5°C,
B3--ani-nocr ot essadbemisead t he corrpound 45 “prepared in Exanple 5, the

ydrochl ori de hydrate of the t|tIe corrpoyarr}‘c‘i)e(2392) mel ting at [err] was

bbt ai-ned
: [4 cyaggoEg, r:g&xg-eg\ Jr% rs);)y red;iyrl:)@% eﬂaﬂ heiylammo] 1 m_eLthHee{!Wl‘l 4 ot hyI

Operatmg as descnbed in Example, but starting from 2-propoxy-ethyl 3-aminocrotonate and the

Hi hydr o 2, GC@rmemmyrlepaﬂsd(lz E3meie Rl the byheshiptige ipyylrartqjvfrtee Btidscompemdb@w}l ateemg at
02—105°C, was obtalned s

he sord
ace

K
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1. An ester of 1 4-drhydro -2 6-d1methyl-3-(alkoxycarbonyl or alkoxyalkoxycarbonyl) -4- (substrtuted
phenyl)-pyndme-s carboxyhc acid, the ester having the general formula i .
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;q-ratlng ‘as described in Exanpl e, but startlng from 2- propoxy- ethyl
Sani nocr ot onate and t he conpound prepared.in Exmaple 5, the hydrochloride
fydrate of the title conpound (2404), neltlng at [err], was obtained. 55

3 ai ns_for the Contracting States: BE CHLI DEFR GB IT LUNL SE 1. An

bt er 04 1, 4-di hydro- 2, 6- di net hyl - 3- (aIbo;F pgnyl or. i3
oxyalkoxycarbonyl) 4 (substituted phenyl) - pyrldlne 5- carboxylic acid,

the ester having the general formula | 6085 6 N OcN64 213 [err] mhereln

15 Ar represents a 343k trophenyl or 2| 3-di chl orophenyl__ar oup,-
rdpresents a strac or breowhed chalnalkyl ene Qe 23 ng,c%romz
to, 6 carbonsatons, R a straight chain or bypantRed Ryl
gr'oup having from1 to n atoms, optionally nonb-substitusgd by an -

al koxy group having fro 6 carbon atoms, and Rl FEOFES)ent s anocH Kyl
grqup having from1 t atonms, 20 or a stereoi soner or

phalr naceutlpoal |y ageeptab ' ddition salt of such an ester. 2. Myl
2-['4- cyano- 4- (3, 4- di et hoxlyphenyl‘:?;’S N- di net hyl - hexyl am nol - et hyl

1, 4- di hydro- 2, 6- di net hyl -#- ( 3- nltrophenyl) pyridine-3, 5-di carboxyl ate or
its hydr ochl Orlg’?fe'a - Isopropyl _

2-[ 4-cyano ( L RE%, nl 523_3% oA | am no] - 1-net hyl - et hyl

1, 4- di hydré& 2, 6 ﬂ%‘ﬁ)ggéjra cﬂell Y ﬂ&lﬂ%l{kﬁm@ havifl Bk D¢/ tadon a®ms,
its. hydrochl ori der rlamehgsdrsﬁai@mt ctidn or branchdd chhis @iyl gxoip having from 1 to 6 carbon atoms, optionally

2- (4- cyano- 4- (swono wbngv% { o8 Nvms.fremﬁytpﬁh }/wmqul met hyl - et hyl
1’ 4-di hydr O geoﬁ ferlrs}fror ph gge E%?gccpqmg y; 1} Tmlop&cg’an?esgércar boxyl ate

its hydr Ch Oré N-dimethyl- hexylammo]~ethyl 1,4-dih dr026
Tcyano- 4- (Bm{étmhmstnhwmhewdd e ,Sde'leS&takhydntEﬁ\)ﬂjocamldw] -1- et hyl - et
1, 4- di hydr o- 2, 6-3i risplepil- 42- azyRodHShitligethplve me!hwmbema@mdl-bmtbw ht &.4-

cccor Egdigczzgﬁgggg. é@%g‘fggp ot i’@ Eﬁm@ﬁy i ?%:;g«?%m

t he gener al _ for 2-p 4-cyano-4-(3,4-dimethoxyphenyi)-5,N-dimethyi- hexylammo] hyl-ethyl 1,4-
wherein Ar i s amydlebisa thym-ﬂlsaildﬂoﬂophérﬁ/hl-pﬁldﬂ’@mmcboﬂiﬂaté orets Gedradhivkidd ydratd. a

[11:35 [err] 6. A process for the preparation of an ester (cp(prﬂ')'\g tolsisiref, mhe[peqcpﬂs cprggﬁsg\g@mdgnsmg a
one-of  (a) ¥ gPYTRPUPE efsharereAlde™U 't aim 1, (b) a group of the general
formula IV 40- [errd._phgrein A and.[err] are as g

defined in claim1 and (c) a group of the general fornmula -AX wherein Ais
as defined i n eheeimAt iscasdefied mptaiys @ mits a gorthpduod) efith@genenal fomada ling t he

condensate #i th a conpound of the 50 gen mula V [err] 55 wherein, jf
[err] represents the group defined in (a?“fﬁ‘é'i‘?cg\é Yepresents either of tWQ

groups def i ned wnbreinld), rédfidents one of (a) a group R as defined in claim 1, (b} a group of the general formula IV

40 . _ 1?1 _'Cl:N
W, | | =2 - N. (CHy)3 =C OCH3 (IV)
“ CH(CH3) 2 ~ocH;

- wherein A 'and R, are ao defmed in claim 1 and (c) a group of the general formula —AX wherein A is as
defined in claim 1 and X represents a halogen atom, reacting the condensate with a compound of the
‘50 general formula V

: CH,—C=CHCOOA‘2 I '
L | . : _ v)
NH, : ' ' . )
wherein if A, represents the group defined in (a) then A, represents either of the groups defined in (b} and
_{c) and if A, represents either of the groups defined in (b)-and (c} then A, represents the group defined in {(a)
to glve a compound of the general formula (V1) .
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(c) fand icf [err] represents either 'of the groups defined in (b) and (c)
then A2 represents the group defined_in (a) to give a conpound of the
general fornmula (VI) 60 65 7 -0 164 213 [err] wherein [err] and [err] a
as defined in this claimand Ar is as defined in claiml1, and if one of th
groung[err] and [err] represents d0gtedp@tfined in (c) then reacting, ghe
conpound of. the general forrmula VI with a 4- 15 :
cyano- 4- ( 3, 4- di met hoxyphenyl ) 5 S(HFthyI exylanlgﬁ derlvatlve_of t he gener al
formula VII [err] 25 wherein }err IS def (9882 n claim1. 7. A process
according to claim6 in which Al ré a group of the fornul a- AX and
A2 represents a group R 8. A procesd| accofjding to claim6 in whichvigrr]
represents a group of the general fo Ia V-and A2 represents a group R
30 - 9. A process for the preparaty n ester according to.claiml
the process conprising condensigjg a pyr?dlne el vative of the general
formul ® Via [err] 45 wherein Af, R andIA are as defined in claim1l and X
represents a hal ogen atomwith a conmpoufld of the general formula VII as
defined i whedeiA efd A1t asAlefiied irthis elin anall Ar @ aerRed inGRint QP4 if Shd 6f B prams 8y
accor di ngatbAam %@htselgmweﬂneﬁw ®) then raagihgitheaereroupd of the/generelfpimitid ¥ withiad-
addi ti ¢h Sene-HiHbiimshorvphepyiii-metividheirylapinedesivativeaitbe eened] fermult e pt abl e
di luent or carrier. 50 55 60 65 8 0 164 213 Clainms for the Contracting
State: AT 1. A process fo Rl he prepargli on of an ester of
1, 4- di hydr o- 2, 6- di net hyl - d (al koxycar bonylzor—koxy-
al koxyear -_bonyl ) - 4- (subst iHNIt-edChhenyd §- u@? \éf“boxyl ic acid, (¥He
ester having the general fornmula | 5 Ferr el n 20 Ar represents.a
3- t¥r ophenyl or 2, 3-di chl orophenyl Olc{ By f%reprigéggs'a strai ght chain or
branched chain alkylene gr oup haV|ng fron1§ car bon atons,

25 wherein R, is as defined in claim 1. '

7. A process according to claim 6 in which A, represents a group of the formula—AX and A, represents
a group R.
8. A process according to claim 6 in which A, represents a group of the general formula IV and A,
represents a group R.
30 9. Aprocess for the preparation of an ester according to clalm 1, the process comprising condensmg a
pyridine derivative of the general formula Vla . .

Ar

ROOC COOAX

35
(VIa)

H4C CH3

45 wherein Ar, R and A are as defined in claim 1 and X represents a halogen atom with a compound of the
" general formula VIl as defined in claim 6.
10. A pharmaceutical composition comprising an ‘ester according to any of claims 1 to 5 or a
pharmaceutically acceptable ac:d addition salt thereof in admixture with a pharmaceutlcally acceptable
- dlluent or carrier.
50

-3
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esehts a straight chain or'branched chain al kyl group having from1
carbon atoms, optionally nono-substituted by an al koxy group having
)m 1,to 6 carbon atons, and [err] represents an alkyl. group having from1. .
‘4 carbon atons, 25 the process conprising condensing a conpound of the Ly

eralsformula 11 Ar-CHO : 0 164 213 (11) wherein
is as defined in this claimwth a conpound of the general formula Il
[err] Claims for the Contracting State: AT ~(1l'l) wherein [err] represents one

(2) 2,0 9P R 250l ot 61 8T { Db 5 S4B ol 4 05 9oy g
Tl 81V Sanocmony iy ndne SRt v SR e o
idefined in this claimand (c) a group of the general fornula-AX wherein

~ik as defined in this clgj
~cdndensate wi th gygonmpoun

and X repres s a hal ogem atom reacting the
of the 45 geheral formufa Vv | 50 wherein

iy [err] represents<he Qheddia N a) (¢HYR A2cr r of
t e groups defined in (c) and if A represean ave - the™groups
defined in (b) and (c)||t hen represents the group defined in ) to give

| mula (V) 55 CH(CH3) 2 OCH;

[err] 9 0 164 21 err] and Ar are as defined in this clai r@I')and
i f one of,sthe grBmps Al {d A2 pgpresents a group defined in (c) then -
reacting the conpound of kthe general fornula VI with a

4- cyano- 4- (3, 4-di net hoxyH phenyl ) - 5- net hyl - hexyl ani ne derivative of the .
general for Ihgrei\rljl b5 : [err] wherein [err] is as
defined ig tNI'SACLAbdhts 3 3-rirdphNGES S 36cRRFHhAG drfupS @i m 1 in which [err]
reRresents a grAavpredénts Hiéralght ddin@r brddchad1chaMiky @i &6 HaSing fom 2d0 §Ebyh ddms3.
Alprocess accor Brepgsdnt astraightchain qr bigh¢hedtictfaimratkyl gravp hadraritos 1do @racwp atofstdptionally
_general for mﬁ’l‘°&°‘P°éPs&‘Ht§d§‘zal !}bix%s H@ngavwgéfag‘%wrﬁ.can{?;ﬁmﬁf'ae‘éss for the :
priepar at |2gn lee ;%ﬁ:eggxgcn&% oﬂt@ngﬁ ag)ér@%h 'offtlé(?lﬁfrﬁf ;m@ﬂ% llde-f ¢ ned in claiml,
t He process conprising corndensi ng a pyridine derivative of the general
farmula Via 20 - [err] wherein Ar, R and A a+eHas defined in claim1l and(X
rgpresents a hal ogen atomw th a conpound of the general fornula VII as |
dgfined in cMAPHnYAr isxs defined it this Sit witheoompeur & thweaersradystadt en: BE CH/ LI

" DE FR GB T LU NL ‘SE 1. Ester von 7 cy.cocH,CO0A, | | m
1,i4- Di hydr o- 2, 6-di net hyl - 3- (al koxycar bonyl odor '

alikoxyal koxy cédeistrayirgpresertseresi (at aigrenn R8s qHfinetyih Jhisxojain.dblrs-dveupaf the gerckeal éormula IV

ajconpound of the geneffal f

=

wel cher Ester die allgeneine Fornel | 40
T 35 . ) . ?1 . . i (l:N -
- A _-N_ (CH3);3 =C Q OCH3 (IV)
. 40 . : , ' S ' _ o '
_CH(CH3)2 . OCHj3
et - wherein A and R, are as defined in this claim and (c) a group of the general formula —AX wherein A is as

defined in this claim and X represents a halogen atom, reacting the condensate with a compound of the '
45 general formula V ' . : . :

CHg—C=CHCOOA,
]

| W
R NH. .
50 . : _ - o _ Sl _
. . wherelr'1 if Ay represents the group defined in (a) then A, represents either of the groups defined in (b} and

{c) apd if A represents either of the groups defined in (b) and (c) then A, represents the group defined in {(a)

to give a compound of the general formula {VI) . ' -
55 | ' | _ O ar

L ‘Aj00C - CoOoA,
(VI)
60 I
. _ H3C ' ' . - CHjy
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: : -~ CROOC t _ r COCO_ A -
CH2) 3._C - - j . . OCH45 It ICH (CH3) 2 '
so. . H3C ' - CH3 . '
(| ) H.besitzt, worin Ar eine 3-Nitrophenyl oder 2,3-Dichlorphenyl gruppe . 5
i®edeqt et, A eine gerade oder verzweimtts&&mAl kyI engruppe mt 2 bis 6 L&
[§C- At ofren beq%ut e/& A "§ de oder ver zwe ennflgl | s drl‘.ltgch ei ne
Al koxygr up fu@d m ’\lc)z‘iﬂ j‘ér{ﬂpéﬁe?a i%ré %Lac%q g(%ﬁ—& mlthﬁm& 6 -
LIC- At omen bgfheml)atmdinaln na.enneee o@rhuraaférmotrm IS At onen bedeut et
goder ein Stere05| oneres oder pharmazeutisch anwendbar es Saur eaddi ti onssal z

i nes sdl chen Esters. 2. I\/e‘flhyl 2- [ 4- cgdino- 4- (3, 4- di et hoxyphenyl) -5
N- di met hyl - hexyl am no] - St hyﬁ 1; 4- di hydijo- 2, G=d 60 '
et hyl - 4- (3-ni t rophenyl’) - pyn i dies3) H-Lic -@- deH;sei n Hydr ochivamihd.
3. | sopropyl - 2-14-cyano- 4- (3, 4- di net hixyp QL)

@aN- di met Myl - hexyl ami no] - 1- net hyl - at hyl di -

@hydro- 2, 6-di net hyl - 4- (3-ni trophenyl)- pﬁﬂl(ﬁf*hl% 5- di BE}F%oxyl at oder sein

-y dr ochl or ivdheldeig, s dtined4n thisaPt Y1 - 2- [ 4- cyano- 4- (3, 4- di net hoxyphenyl ) -5
@N- di et hyl - heX W ppotess@tcotdinged daitn-1 ildvhydh-ﬂre'ﬂareéédﬂydb’rﬂrp of the formula—AX and A, represents -

> 6-di met hyﬂlgmvp(ﬂz 3-di chl or?hen yl) )‘rl di n- 3, 5-di car boxgll at oder sein
Hydr ochl ori progess ording g_;alm 1"in which A, represents a group of the general formula IV and A2

§2- Propoxy-i gpny ! n
 -5 N- di met hyl -ph:ﬁ&éf c%ﬁ{r;{s&%}lca’g%re%&yjo n%flgg Eﬁé:a 2;]of th Eﬁeﬁif%&nu%?\;‘laas deé‘medu d:lai-r%A tﬂi?’
@di hydr ozd2, 6- di met hyl - 4- (2, 3-di chl orophenyl) - pyri di n- 3, 5- di car boxyl at _oder

@sein Hydrochl orid-Hydrat. 6. Verfahren Herstel lung eines Esters
fBnalk’ Anspruch 1, -wel ches Verfalroeg darin best ejfi0®Pfass ei ne Verbi ndung der

S¥al | genei nen For mel 11 5 Ar - CHO
#8(11) wogs n Ar wie in Anspruch 1 defin nm't einer Verbindung der
#al | genei nen Fornel |11 CH3COCH2COQAL (’11.13!)) 10

worin Al entweder (a) eine Guppe R nspruch 1 defl niert, (b) eine

g1 G uppe der aligeneinen Fornel |V 1 A N (CH2) 3
3 C OCH3 HsC | (0043*@43)2 OCH3 worin A

und R1L WI ein Anspruch 1 defl ni ert- si nd @der (c) eine G uppe der

Mal | genmei nen For ma rin A w e in Anspruch 1 definiert ist und X ein

B Hal ogenat o d iagd in glginybandi Xiepresints ¢ halegenpiym Kﬁhaé?fg%ﬁ““ﬁm"ftthe
B her Ver bi ng%i:zﬁﬁqu ?g‘%ﬁ%qf'ﬂé'ﬁ grmal V 25 CHI - C=CHCOOA2

B! (V) Wint3fkphichd fr &iVertisgistaatbd: BEGRAS DARR B ¢r LWesE () def i ini erte
G uppe bedeutet, A2 eine der unter (b) und (c) definierten
. 1. Ester von 1,4-Dihydro-2,6-dimethyl-3-{alkoxycarbonyl oder alkoxyalkoxycarbonyl)-4-(subst|tu|ertes
. phenyl)-pyridin- 5-carbonsaure, welcher Ester die allgemeine Formel |
w0

Ar ' : '1 ' : TN -
. . .CO0 w A w N o (CH3)3 - C 0CH3

CH(CH3) » OCH3

. by o . I
50 .' _HBC' l CHy ()

besitzt, worin Ar eine 3-Nitrophenyl oder 2,3-Dichlorphenylgruppe bedeutet, A eine gerade oder verzweigte
55  Alkylengruppe mit 2 bis 6 C-Atomen bedeutet, R eine gerade oder verzweigte, gegebenenfails durch eine
) Alkoxygruppe mit 1 bis 6 C-Atomen monaosubstituierte Alkylgruppe mit 1 bis 6 C-Atomen bedeutet und R,
-eine Alkylgruppe mit 1 bis ‘4 C-Atomen bedeutet oder ein Stereosxomeres oder’ pharmazeutlsch :
anwendbares Sdureadditionssalz eines solchen Esters.
2. Methyi-2-[4-cyano-4-(3,4-dimethoxyphenyl)-5 N-dimethyi- -hexylamino]-dthyl- 1 4-d|hydro-2 6-d|-
60  methyl-4-(3-nitrophenyl)-pyridin-3,5-dicarboxylat oder sein Hydrochlorid.
... 3. .lIsopropyl-2-[4-cyano-4-{3,4-dimethoxyphenyl)-5 N-dimethyl-hexylamino]- 1-methyl-athyl 1,4-di-
hydro-2,6-dimethyl-4-(3-nitrophenyl}-pyridin-3,6-dicarboxylat oder sein Hydrochlorid-Hemihydrat. .
4. |sobutyl-2-[4-cyano-4-(3,4-dimethoxyphenyl)-5 N-dimethyi-hexylamino]-1-methyl-dthyl-1,4-dihydro-
2,6-dimethyl-4-(2,3-dichlorphenyi)-pyridin-3,6-dicarboxylat oder sein Hydrochlorid-Hydrat.
‘65 5. 2-Propoxy-athyl-2-[4-cyano-4-(3, 4-d|methoxyphenyl) 5 N-dimethyl- hexylammo] 1- methyl-athyl 1,4-

IR
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3 uppen bedeutet, und fOr den Fall, dass Al eine der unter (b) und (c)
definierten Gruppen bedeutet, A2 d| e unter (a) definierte G uppe bedeutet,
Yzur Reaktion gebracht wird, um eine Verbindung der aligeneinen Fornmel VI 35

Ar ALGOC COOA2 40 0 164 213 i§
WX -4- henyl b d Hydrochlorid-Hydrat.
Fiau S gebbiMapds e e e S,
“AMe in Anspwrg Al é.-ﬁg.,;enlps;me;mn en Fa , dass ei ne der G uppen Al
¢ und A2 eine unter (c) efinierte Gruppe bedeut et, dann di e Ver bi ndungm?ler

&l | genei den For el VI mt einem . ACH

iOEer'ZPOVﬁI (3fﬁn gr wie | anXﬂ&e%fiéigéisge theYner O&él)(tliu%@da allg)e%;elm\éﬂtFRl%%rlll?lc:_g)egE' necn

OCH3 (M) CH(CH3)2 CH,COXHB06A, worin R wie in. Angpruch

1 definiert ist, zur Reaktion gebracht wird. 7. Verfahren nach Anspruch 6,

wobei Al ei weriGhaspeederds) i Grippe B yie inifespmoh bisfiaieny (bising Gruppe des giigsmeingn Formel

Ver f ahren n&ch Anspruch 6, wobei Al eine Gruppe der aligeneinen Formel IV

und A2 ei ne G uppe R bedeutetr; 9. Verfahcen zur Herstellung eines Esters

gemass Amspruch 1, wel ches Velfahren darln be dass 65 ein

Pyr| di n- Deri vat der al | gereingn. kerge] J ¥ 4cl3 Ar COOAX REQC 1
| (Mla) /INto H3C

CHB Rworin Ar, Rund A wie in Anspruch 1 definier ind und X ein

Hal ogenaj,om bedeut et nit einer Ver bi n‘duné’ (98‘?3’&4 i gerre‘?ﬂ&w Formel Vil wie in

"Anspruch 6 slvg;& néﬂert kondensi E‘Eeé?'\ém'h%\ dé"‘?iéﬂf’qﬁ ezﬁli;fgfillrgnnzeut I"'}?ﬂ%é X e
Zuber ei tung 1 !
g"’phar Bz Rm u; ruch\q@%‘gﬁﬁ{ E g(“,emﬁ1 anatom %slfelldavoeﬁf@ ns:eﬁt wird un das

e| ‘nem phgr mazeut i sch anwend- baren erdunnungsmttel oder Tragerstoff

- Pat entanspr Cche fur den Vertragsstaat: CARFG@EHCOOA, 1. Verfahren zur :
Herstel l ung ei nes Esters von 1, 4-Di hydro- é‘F - di net hyl - 3- (aI koxycar bony!

oder al koxy- al koxycarbonyl)-4-(substi.tui 2es

phenyl ) - RBYT WelikruPaen @410 84S AL Sunteh) SdiRientdGiupre Hddutedla), Gﬁé@r BR& (51QhdR) definidn
Gruppen bedeutet, und fir den Fall, dass A, eine c@kbrﬂmﬂﬁ(g(cmner@n Gruppen bedeutet, A, die A
- N (. C|—|2) 3unter (@) definierte Gruppe bedeutet, zur Reakt@mggbrg@t wird, um eine Verbindung der ajlgemeineh

_ FormelVI . CH (CH3 )2 OCH3
: Ar . '

35

_ (VI)
40
el 45 _
- zu ergeben, worin A, und A, wié in diesem Anspruch'definiert sind und Ar wie in Anspruch 1 definiert ist,
und fiir den Fall, dass eine der Gruppen A, und A, eine unter (c) definierte Gruppe bedeutet, dann die
Verbindung der allgemeinen Formel VI mit emem 4-Cyano-4-(3 4-d|methoxyphenyl)-s-methyl -hexylamin.
so Derivat der-aligemeinen Formel VII : .
R . ‘-l‘-_N |
a5 HN - (CHz)3 = C ocHy (VII)
-CH(CH3)2 : OCH3

60 ~ worin R; wie in Anspruch 1 deflnlert lst zur Reaktlon gebracht wnrd
7. Verfahren nach Anspruch 6, wobei A, eine Gruppe der Formel —AX und A, gine Gruppe R bedeutet
8. Verfahren nach Anspruch 6, wobei A, eine Gruppe der alilgemeinen Formel IV und A, eine Gruppe R

bedeutet,
9. Verfahren zur Herstellung eines Esters gemass Anspruch 1, welches Verfahren darm besteht dass

. 65  ein Pyridin-Derivat der allgemeinen Formel IVa

11
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H3C' : CHN - | R
(1) 35 - Hentspricht, worin Ar eine 3-N trophenyl
oder 2, 3-Dichl arophenyl gruppe bedeutet, A eine .ger ade oder verzweigte
Al kyl esngr uppe mt 2 bis 6 C Atonen bedeut et, R eine gerade oder verzwei gte’
gegebe_nenf all's durch eine A koxygruppe m t 1. bis 6 C Atonen

nonosubstitui erte Al kyl gruppe mt OL 164s 243C- At omen 40 bedeutet und R eine
Al kyl gruppe mt 1 bis 4 C Atonmen bedeytet, wel ches Verfahren darin besteht,

dass ei ne Verbi ndung der aligenei nen
(11) 45 worin Ar wie in di e§8%F '
Ver bi.-ndung der all genei nen For nel
entweller (a) eine Guppe Rwie in
G uppe der all geneinen 50 Fornel |
_C - C H 3 Y) CH (CHS)2 T OCH3 60
worin A und Rl wie in diesem efiniegdy sind oder Cc) eine G uppe
der a¥l genei nen Fornel -AX, wotin Awk in di esem Anspruch definiert ist
und X ei n Hal ogenat om bedeut et, kondern®iert wird und das Kondensat mit

-ei ner Vew&innd,tm@ddeme @l Algeri®l NRANIEOEIREINd\K %Hﬂc%enat&n bedeutet Mt einep V’érbmdurQ; 164
213 CH3-ergidemelagn fovnel VillvMZe i Anspraahi 6rdefiniert, demiefsddr] vynrd;iass Al die unter (a)

5r nel oo - CHO |
h d niert ist, mt einer
2 COOA' (111) worin Al

~~~~~ CHZ) 3

def i niser t e 105Fh Z"Gé?fé ?‘é’ﬁre't%@ F‘Fl'ée"gér"e'mﬁit@r" g z’f‘ﬁéﬂ bis B odergin
G uppen 'g§ sgr%’ iﬁﬁ Jianesaggan At MEF H’é‘re' PRI™ETSyISsh arvweas-
defi ni ert eut et, die unter (a) def| ni erte G uppe bedeutet,

zur ReaIQatgnmngﬁhnhamtdewwcrdagssﬁﬂ- atne Ver bi ndung der all genei nen Fornel Vi

: Ar A100C
. C&Z 35 1. Verfahren_j_ur Herstellung eines Esters von 1,4-Dihydro-2, 6-dimethyl-3- %alaogvc tpder alkoxy-
& Ylepan

CH3 20 alkoxycarbonyl) {substituiertes phenyl)-pyridin-5-carbonsiure, weIcheHEit ng;\,&g’:rpﬂl
A2 und Ar we in diesem Anspruch definigert sind, 'und fO den Fall, d,ass '
‘eine ger G uppen Al ung A2 eine unter () defini eri@ G uppe bedeut et, dann
di e Ver bi ndungzog@r al i gemeinen Fornmel M- nit einer e
4- Cyano-4-(3,4 t hgyxphenyl §2% —rdt 1N —hé‘k’id)am-nc 0cHpenei nen
Formel VII 25 R3. CN HN (CH2) 3. CI' OCH3
(VI'1)3,30 ' “ - CH(CH3) 5 OCH3 -

- H3C N . ems I ] B (1)

35 . H

entspricht, worin Ar eine 3-Nitrophenyl oder 2,3-Dichlorophenylgruppe bedeutet, A eine gerade oder

; verzweigte Alkylengruppe mit 2 bis 6 C-Atomen bedeutet, R eine gerade oder verzweigte, gegebenenfalls

durch eine Alkoxygruppe mit 1 bis 6 C-Atomen monosubstituierte Alkylgruppe mit 1 bis 6 C-Atomen

40 bedeutet und R, eine Alkylgruppe mit 1 bis 4 C-Atomen bedeutet, welches Verfahren darin besteht, dass
., eine Verbindung der allgemeinen Formel Il

W
et ’ . _ : Ar—CHO an -
45. worin Ar wie in diesem Anspruch definiert ist, mit einer Vefbindung der aligemeinen Formel ll|
 CHCOCH;COOA, ©m)

'worln A, entweder {a) eine Gruppe R wne in diesem Anspruch def' niert, (b} eine Gruppe der allgememen
50 Formel ')

- o lil' . <'I3N . o
55 . = A - N- (CH2)3 -C 0CH3 (V)
CH(CH3)2 OCH3

" 60 ~ worin Aund R, wie in diesem Anspruch definiert sind oder (¢} eine Gruppe der allgemelnen Formel —AX,
worin A wie in diesem Anspruch definiert ist und X ein Halogenatom bedeutet, kondensiert wird und das
Kondensat mit einer Verbindung der allgemeinen Formel V

65
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OCH3 worin RL wie in diesem Anspruch definiert ist, zur
Reaktion gebracht wird. 35 2. Verfahren nach Anspruch 1, wobei Al eine
G uppe der Fornel -AX und A2 eine G uppe R bedeutet. 3. Verfahren nach.
Anspiaich 1, wobei Al eine G uppe der, 4. ﬁ q0enei nen Formel |V und A2 eine
Grupg,e R bedeut et. 4. Verfahren zur q—lersﬁ l'ung ei nes Esters, wel cher dicel
-41in Anspruch 1 definierte allgenei ne FORsml=CHCDES] t zt, wei ches Ver f ahren
darin. besteht, dass ein Pyridin-Derivat dler al | genei nen Fornel Vla 4@ - Ar
Rooc ' | : COOAX 45

(M a) N 50worm furden Fall, dass A, die unter (a) definierte Grupdé%e&utet A, eine der unter {b) und (c)qgﬁmé_rlten
WOrin Ar, &ubipeh béddnte€ uhdifirS [BEILIGAYs A, dhfderedr b) Ghd16) défirertén GruppdraleBle A%, @i

- bedeut et, wnter (gidetniengerimnedbadryteti gur Reiaktige gebrachnwird rumetind Ndrbindueg ider algsyineoh |
defini ert, FI@pldnsi ert wird. 55 Revendications pour |es Etats contractants:
BE CH/I7{'-, DE FRGB IT LUN. SE 1. Un estpgr de |'acide dihydro-1,4

di met hyl'e- 2, 6 (al coxycarbonyl,.g4cal coxy Icoxy@gbp?nyl) 3 (ph6ny| 60
substitue)-4 hydroxycarbonyl - 5:L di a la formul e .general el
65 13 | 1111111 111111 11111 11111 c L M s * 0 164 213

Ar l OCHC bC@®1) A N
(cH2) 3 cC | . . 0CC3 B CH( )2 OCH3 to 3cN( I
ro H13C | CH3 H dans | Ar represente un groupe

nitro-3 phenyle ou un groupe dighl oro-2;3 pherg#e£, A repr6sente.une chal ne
al coyl ene droite ou ramfiee, .conportant de 2 a 6 atones de carbone, R
represéhte une chaine alcoyle droite ou ramifiee conportant de 1 3 6
atone(s) dm eegeblr)merin Ay AL ukteAd wigendiessm X UidhSdefibiere €ing) and- tlin dgjt Fallpdzseetibe der
acoxy con@ropaea unded; sinqurgerda) defioiesy Guiepackerdytataanredie YRrbindsing ¢ps aligemeinen fgroripe -
al coyl e coYhFuranemt “-aena+t 4pimethoruphenyivfmethyherylaminBeriet dghallgerasinan e ¥e ou
“un sel 2¢' additi on acide phar maceut i quenent acceptable d' un tel ester: 2.
Di hydro-1, 4 dinbthyle-2,6 thoxycarb Hyl 3 (nitro-3 phenyle)-4 {[cyano-4
(di met-hoxy- 3, 4 phényl e)-4 bl nmet hyl e- 5, N hg AR O]dc% 6t hoxycar bonyl }-5
pyri d| ne ou son chl orhydrage- (CHz2)3 - @ 3 (VII)

30 .

cn(cu3)2 ' OCH3

worin R, wie in diesem Anspruch definiert ist, zur Reaktion gebracht wird.
35 ‘2. Verfahren nach Anspruch 1, wobei A, eine Gruppe der Formel —AX und A, eine Gruppe R bedeutet.
3. Verfahren nach Anspruch 1, wobei A, eme Gruppe der der alilgemeinen Formel IV und A, eine
Gruppe R bedeutet.
4. Verfahren zur Herstellung eines Esters, welcher die in Anspruch 1 definierte allgemeine Formel | .
: besitzt, welches Verfahren darin besteht, dass ein Pyridin-Derivat der allgemeinen Formel Vla
40 : : :

Ar -

COOAX

. J o
ot s - (VIa)

. 50 CH3

worin Ar, R und A wie in Anspruch 1 definiert smd und X ein Halogenatom bedeutet, mnt einer Verbmdung

55 ‘der allgememen Formel VII wie in Anspruch 1 deflmert, kondensnert wird.

" Revendications pour les Etats contractants: BE CHILI DE FR GB IT LU NL SE

.1. Un ester de l‘acide dlhydro-1 4 dlmethyle-z 6 (alcoxycarbonyl ou alcoxyalcoxycarbonyl)—3 (phenyl
‘60 substitué)-4 hydroxycarbonyi-5 pyrldme, repondant a la formule generale I :

&5 - -
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3.+ Di hydro-1, 4 dinethyl e-2,6 isopropyloxycarbonyl -3 (nitro-3 phdnyl &
{fcyano-4 (di met hoxy-3, 4 phdnyle)-4 dinmethyle-5 N hexyl am nol -2 net hyt:
6t hoxycar bonyl }-6 pyridine ou son chlorhydrate 25 h6m hydrat6. 4. Jd:
- Di hydro-1,4 dinethyle-2,6 isobuty ?s&c ?onyl 3 (dichloro-2,3 phenyl e)_,.
([ cyrapo-4 (di nmet hoxy- 3, 4 phenyl e) - et hyl e-5, N hexyl am noI 2 met hyl -
6t hcb‘(ycar bonyl }-5 pyridine ou son cHljorhydrate gydrat6.” 5. Dihydro-1,4 -
di et hyl e- 2, 6 (di chyro-2, 3 phényl e)] 4 propoxy 6t hoxycar bonyl) 3
([ cyano-4 390¢d| rrﬁt Xy- 3, egtheny! el 4 ﬁégﬂ;th IE 5,44 Rham o 2 met hyl
et hoxycar bonyl i ou son chlorhyd’'adte 0 On %Po
| a preparatlon d’ r selon |l a revend| catloh 1, Teo pr ocede
conprenant | ' t apefjde c@ndensation d' un corrposG GE(Cn)j)rng e goothal e || 35
(1) dans
Iaqu,el le Arg -dem™ dans | a revendi cation 1 sur un conpg
formule genetale I11§ CHsceﬁH2c00A ‘ §?111) 40
dans | aquel l e AI rep esente soit (a) ‘un groupe R come dl\/fl ni dans la
revendla% B{aglpe smt (b) un groupe de fornule aneraI e |V P45 '
' r:ep e nitro-3 phényle ou un groupe dlchloro% \Qény@
CH3) 2A represeme@@ a8Bovisag dite u Anffiée RomBertnt aﬁ\d 4 GlattmendEgErdag)s | a
revend| c aRi représenteoune oeaam micéyds droite gu ce:pléeqjeonfmmmlob 10 & Beaterhads) -d)cadmng
| aquel I%Q%U@ST‘E'HGPP?rF“bé'ﬁ aamoqpamﬁfé "}5};& 1e”cs Fopeiyl e sasbane. qhin
q

] 0 '
o S o ST &Wﬁie:éﬁ e

~~~~~~ W)dmﬁéltlﬁ,le@ﬂ\l bagaminal2i@hdxgcagioni}-5 pariine e sbrechicehygrataipe d6fi ni en
% A2 T épBlé\scbvrﬂ A diméthyleiE; isgpropyiaxycackony!i3i oitrord Hssyvl@ﬂ {{rynoct (dwetmy-u S
r epr 6seiff %"4 ey ghopusmipgt? medvih e(*l?)“"’é'tbm("/i)) ﬂf"}eeﬁi’ 630 stlaT Y3y oupe

2
def i ydroOPAJ&mQtﬂ E‘QE.sU&nﬁBi?éPﬁ'&ypﬁdm&méb%h%ﬂﬁi abyanod (frstdkyba
|1 Ullllﬁhawltmn%yle-sbl exylamﬂ\oﬂ-ﬁ B1 Akh bnyl}-5 pyridine ou son chlom sl.
S ] hydrmaté. (VI N H3C CH3 H -
5. Dihydro-1,4 diméthyle-2,6 (dichloro-2,3 phényie)-4 propoxy-2 éthoxycarbonyl)-s {leyano-4
. 30 (diméthoxy-3,4 phényle)-4 dlmethyle-SN hexylamino}-2 méthyl-1 éthoxycarbonyl}-5 pyridine ou son
chlorhydrate hydraté. _
6. Un procédé pour la préparation d'un ester selon la revendlcatlon1 ledit procédé comprenant Vétape ~
de condensation d'un composé de formule generale ]

ced6 pouri?;

35 - : . Ar—CHO - (
dans laquelle Ar est défini comme dans la revendication 1 surun cbmposé de formule générale Nl
CH3COCH,COOA, - ' oy
40

dans laquelle A, représente soit (a) un groupe R comme défini dans la revendlcatlon 1, soit (b) un groupe de
'formule générale IV _

elds L ' ’ - _ ' . T
B -2 - N_ (CH)3 —C ~OCH3 - (1v)
. CH(CH3)» = . “OCHy

50

. dans laquelle A et R, sont définis comme dans la revendication 1 soit enfin (c) un groupe de formule
générale —AX dans laguelle A est défini comme dans la revendication 1 et X represente un atome
d'halogéne; I'étape de la réaction du produit resultant de cette condensation avec un composé de formule

55 generale v . . :

CH:,-C=CHCOOA2 o
' b . vy
, . NH; o
. 60 _ : . L : o ) : :
" dans laquelle si A, représente le groupe défini en (a), A; représente I'un des groupes définis en (b) et {c) et si
A represente I'un des groupes définis en (b) et {c), A, représente le groupe def‘ ni en {(a), pour donner un
: compose de formule generale Vi _

65
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i

“fornule -AX et A2 represente un grou

ans ‘taquel le Al et A2 sont definis come dans |la presente revendication et
Ar est defini. coome dans | a revendication 1, et si |'un des groupes Al et

A2 represente un groupe defini en (c) |'tape de la reaction du - s. conpose

de formul a generale VI avec un derive de | a cyano-4-(di n6t hoxy- 3,4

W)

_phdrf(]l’) 4- et hyl - 5 hexyl am ne de fcamdeggneral e VIl R1 CN- 0

20 (CH2)3 _ g (M) CH(CH3)2

OCHS 25 dans Iaquel le R1L est dgéog co dans d garevendication 1. 7. Un

procede selon | a revendi cation ns | XI Fepr esente un groups de
' n procede selon la .

un groups de fornule gerfnal e

revendi €ation 6 dans | aquel-le Al repr
IV et 30 A2 represente un groupe R proced6 pour | a preparation

d' un ester selon |la revendication 1, [ e conprenant |'etape de la’
condensation d' un derivé de |a gi“di ne %e fornghg gbnérale Via Ar 35

COA ROGe COOAX ' : : _

j J ' (Wla) NH3 C : CH3 H
45 dans laﬂ%@'quﬁeer‘rA &%Em/ééfm%m%@fdaﬁy 18 NG eAdiGibRet A ¥R QBHF inirfd ushs BL X
repr 6sent e djéhdith a s 18h QG ISupe N, RE AL HBprERAT QR Grode defii ahl [chl'd@pa @& Bl réachidnl du
défini Qomniamslelfanfu&vmdnateavu oac 6o dédé dink wamqa@@ntqtl@nv-bhahﬁfa{ﬁéﬂmaﬂwhé
conpr enant hexvlaeinede fampiggénéralm¥l des revendi cations 1 b 5 ou |'un de ses
sels d' addition acide phar r@ceutl quenent accept abl es associe a un dil uant

ou un exci pient 50 phar ut-i querreni accept abl e. Revendi cati ons pour
|'" Etat gontractant: AT 1. procede pour |a-p+gparation d un ester de

| ' aci de di hydro-1, 4 di n6t h§¥ e~ ACB2]=al-c6 A s 9CB5 (VII) -
al\coxyal coxycar bonyl ) -3 (phenyl- substiju - oxycar bonyl -5 pyridi ne
repondant a la fornule gen6rale | 60 6 J(cﬁ_’ ) ocH 1 M11- i Bl
11111 ;11111111 |- 11-1 - -0 164 213. 3’2 3CN Ar ROOC . A

Clo_ A _ Ndans(lgdgl)e R?‘ est(Eeﬂ_'(:%g 3ans.lé revendlcatlgx}B Nz

7. Un procédé selon la revendication 6 dans laquelle A, représente un groupe de formule —AX et A; -
représente un groupe R.
8. Un procédé selonla revendication 6 dans Iaquelle Ay represente un groupe de formule generale Vet
30 A, représente un groupe R.
9. Un procédé pour la préparation d’un ester selon la revendication 1, le procédé comprenantl étape de
la condensation d’un dérivé de la pyndme de formule génerale Via

Ar

35 COOAX

(Via)
40

CHj

dans laquelte Ar, R et A sont définis comme dans Ia revendlcatlon 1 et X représente un atome d'halogene,
avec un composé de formule générale VIl défini comme dans la revendication 6.

10. Une composition pharmaceutique comprenant un ester selon I'une des revendlcatlons 1a50u I'un _
: de ses sels d'addition acide pharmaceuthuement acceptables associé & un diluant ou un exclplent .
. 50 . pharmaceutiquement acceptable. ;

Revendlcatlons pour I'Etat contractant AT

1. Un procede pour la préparation d'un ester de l'acide dihydro-1, 4 diméthyle-2,6 (alcoxycarbonyl ou
55 alcoxye_zlcoxycarbonyl) -3 (phényl substitué)-4 hydroxycarbonyl-5 pyridine répondant a la formule générale |

. 60
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- d'un Gonpose de

(1) Hdans |aquelle 15 Ar represente un groupe nitrophenyl-3 ou un

groupe dichloro-2,3 phenyle, A represente une chaine alcoyiene droite ou

ranrife conportant de 2 a 6 atoneQ dé4c@iBone, R represente une chaine 4 .

al cdyl.e droite. ou ranifiee conportapt de 1 .a 6 atone(s) de car bone,

eventdel | enent nono- Substituee par aE groupemenTNaI coxy conportant de 1 a 6
et Rl al co onportant de 1 a 4

. sedensat i on

t dMini come dans | a %gnge rewendi cati on sur
nérale 111 25 CH3COCH2 (OCH3
pr6sente soit (a) un groupe R comme d6fini dans

atonme(s) deggzt bone,
atone(s) de cawpone

represent & un groupe
8PP prroeclie- é@hﬂraen-ant
enerale 11 Ar-CHO

(I'l) dans | aquel
un conposb de for
(111) .dans la

| a prﬁsenteﬁsﬁvendl c'f\t I on, @,glt (bl un groupe de fornule gen6ral ey 30 R
CN A N (CH2) 3 OCH3 (1rv)
35 CH(CH3) 2 . OCHB dans laquelle A et R sont dMinis comme dans |a

present eddngwgishecation soit enfin, (c) un groupe de 40 fornule generale -AX
dans isaquelAr espAiserad urddvbiipeinitaphdngi- aiarmx draupp tielslenot2es phévdendi cation et X
represent e Ampra%eowemel CWa!e@tge\r\@e drwtepwe“@e cprpqriseicdei 26 P alemesrdggerbener 6sul t ant

de cet t e, RIS WIF S0RE 0 € SRR o8 JféEi)f?ﬁn”ﬁ:%@%%@éi%&dWm%iW

>45 - R, represente un groupe alcoyle comportant de 1 3 4 atome(s) d
(V) dansietifproeddé confdrerAdt Rpé BS@NBdsation G bdRposHdd @Bim@Ngdnacale 1A2 T epr esent e
I"un des groupes definis en (b) et (c) et si . A represente |'un des

groupes dMinis en (b) et (c), A2 reffeSthte I e groupe defini en (&, pour
dopnaer Eﬁnﬁgq&eﬂmpé?d&ﬁl cfoRFn%L% IQ&@&E@L&e%caﬂn e.l gmgosé de formule générale

-COOA?Z 55 _
- - CH3 H dans d:ngmHzt@oAI A2 et Ar sont dM i nius comme
dans | a presente revendi cation, ‘et si lun des groupes Al et A2 65

repr esendags [fRuqye n\jgéféif‘éfel ol (ab i1 grpype R comymesiéfiny éaﬂsé? ‘?’Eﬁi&‘t" F%Yﬁ“ddfﬁ"‘ﬁ‘o??ﬂ)‘dg’é‘“de

forngj,e e gér\'/eéaée un derive 16 -
1 = *leh 1 111111 i1 I[1ilS 11 11t
T — _| _____ i L« 0 164 213

- A - Na (CHp)3 =C OCH3 (IV)

35

CH(CH3)g OCH3

dans laquelle A et R, sont définis comme dans la présente revendication soit enfin, (c} un groupe de

- 40 formule générale —AX dans laquelle A est défini comme dans la présente revendication et X représente un
atome d'halogéne; I'étape de la réaction du produit résuitant de cette condensation avec un compose de
formule générale V

_ - ' CH;—C=CHCOO0A,
ja5 - _ ] : V)
“dans laquelle si A, représente le groupe défini en (a), A, représente 1'un des groupes définisen (bi et(c) etsi

. Ay represente 'un des groupes définis en (b} et (c), Ag represente le groupe défini en (a), pour donner un
- composé de formule générale VI

Car

COOA o
. 55 . .
(V1)

'6.0 ' _' CH,

- . dans laquelle A,, A, et Ar sont définis comme dans la présente revendication, et si I'un des groupes A, et A,
65  représente un groupe défini en (c), I'étape de la réaction du composé de formule générale Vi avec un dérivé
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ggde I'a”€yano- 4 (di mdt hoxy- 3, 4 phényl)-4- et hyl - 5- hexyl ani ne de fornul e _
generale VII Rl . CNHN _ (CH2)3 _ C OCH3
c4(VI1) CH(CH3) 2 OCH3 dans | aquelle R est defini comme dans |a
presente revendi cation. 2. Un procbde selon | a revendication 1 dans
2 aqu@e Al represente un groupe de Qo164 213AX et A2 represente un groupe&9
IR 3.7 Un pr@que sekjﬁg, | a revendication 1 dans |aquelle Al represente un '
d groupe de B HERECGEIRGNE3F ohsay!)-dméthylhexdpping emfoenulgodgerdayd R 4. Un
-3procede pour |a preparation d un ester de fornule generale |- d6fini comme
~idans la revendication 1, 1" proced6 cGNprenant |'etape de condensation d' un

;derivée de la pyridine de florrrul e genelal e 0 _

:Ar ROCC ' HNCQOAEHE M &) € OCH3 - (VII)

1 1 _ _ ' C CH3
30 aquelle Ar, Ret A

H
sont dMoi ni s comme dans |a revendi cat G382 X represente un atome

d' hal ogene,dassiaqusite &,GENIE6EG c6lBmé 04ndld Be@RB4evBhdicaldd. defini comme dans | a

revendi catio n?.y_n FResedi(seldh Ia5evef&calion 6 Bark lafuelle A, représente un groupe de formule —AX et A,
. représente un groupe R.’ '

3. _L!n procédé selon la revendication 1 dans laquelle A, représente un groupe de formule générale [V et
15 A, représente un groupe R. o :

4. Un 'pr’oce’dé pour la préparation d'un ester de formule générale I défini comme dans la revendication
1, le procédé comprenant I'étape de condensation d'un dérivé de la pyridine de formule générale Via

20 . Ar
: Cco0oAX

26 S

CH3

30

dans laquelle Ar, R et A sont définis comme dans |a revendication 1 et X représente un atome d'halogéne,
sur un composé de formule générale VIl défini comme dans la revendication 1.
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