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' 0007293 pESCRIPTION ..
2, 6- Di neTEOMMICAL FELB- d| chl orophenyl) 1, 4- di hydr opyri di ne- 3, 5-di car boxyl [N

aci d- 3- net hHe mreseat ingentiit Maltesegtamemmmg dhyauing e'ﬂlgabkearphmeemsrveswropprt@%eM
“for its ?°at‘F (Pﬁepaﬁ& f%ﬁ%ﬂ*‘i‘ﬁﬁc@uﬂ‘!“@w‘g é‘ﬂ)&f‘e&f‘if‘?)ﬂsmé@ﬁlaﬁl iAflyfling fan. and

: DESCRIE P’ n\t/:'rr:t':‘ogn ?: b %%Tﬁrta new ar\tﬁlype-l:teﬁsnfer a%érﬁ%hr&ﬂ%@é\ldl&g

rel ates aré;s@e ew‘ liher & & it3d\dr BIOBE pleSduFd iH hd HeBRWEISEIEDY _
process séleétwetdﬂatphqoaennhemhblomavdswb for lowering blood pressure in mamml s

_ineludin p harmaceuti cal preparations containing said. conpound.
The off) EFO?WRe gyENm@%ntlon i's to obtain a new antihypertensive.
agent , whi cROTRRNET Ioo pressure in the peripheral vessels in |ower doses .

than it |ower blood pressure in the Nt .vessels, by selective dilation of

perlpheral bl ood vessels. 10 BACKGR THE INVENTICN Conpounds of the
formul®a [err] 20 wherein Ris nitro or hrlfluoronethyl in 2 or 3 p05|t|on

- are known to possess cerebral visEBNA Jo@Kf ect, effect agai nst angina.
pectoris or blood pressure |lowering Rffgct. In the US Pat.ent Specification

S/N 3,799,936 it has been shown t¥s&t dSyf¥etric 2, 6-di methyl- 25 )

cot

. 4(sub§°c|tut ed phenyl)-1, 4-di hydropyri df ne- 3, 5- di.car boxyl at es possess

car di ovagHerdiR |spﬁtﬂm|ir‘flu8|%metml i 2 OB Pisitidn bre RPGI foipdsEesstRreb Al Va0SdN iHY 6@ nl- y
to the (iﬂeﬂmganﬁataaoha miﬂardaaqdmnﬁsﬂelmrtﬁizﬁmd 2,117,573 with regard to -

‘the corrpounh)sthti% fats C'ftami' | eh 6 h en FW"@#‘@&WME‘%%@-d'methv'- -
s N e e e BT Tee Hhcers
~cardi @%,p%g,g 146 She GSpdk in-con S&l i at ent 30

speci f | cat i gns mymevatmwa fanBertiad Pavnt BpedftegtarncB/NtZ)ezsmszSt,h& dﬂntbﬁﬁrhﬁ)d]khec
aci d estsimilaf gtrextire mossasse caldigvaseias ibropagtiest Accoriding Ho rted mainveoncept af saidnpatent
nuscl eo 'fliét"ti‘sﬂfa""l‘%ﬁ'c F?’E%&“ﬁ%t”"Bf"%ﬁ"! &e itte Siiyfieartaznllsi ad exprcundtiget are

patient L QYR E s &I 65 138G RalnnP bR S
Conpoun%cﬁgﬂ}' pétﬁg}regﬁ@g frWr'g\ Iie\)éiba naﬁergirmfﬁt cdUd (H?&dn oa%h%’&rten o
used cl iiftegaé withfvascumesreédth sctnvhbme:een Béedtdidtally o esbyiral 98, Husverdr en

been B4 rtheirusetyinesst '!95 pﬂemweh (!'I'"@PF! 2.g‘ﬁl"l',set ientpificasy Q!%@' e @M@@%@ﬂ? -cyges
e%a

Side ef f AR (ogtsﬁlp muscle re a?txftq tﬁggfc agmea%t ed
with pr gfﬂL %ﬁe& ;,, rrusc e relaxant
effect. SONgtappears th hyaaﬂ b auttldagpagie rshﬁohameclalreaaers bicitlofaadie gdficen, :

ef f ecteo aan bifer agbevépeatic advaltt eofl arntdvisl ﬂveemnswm andAfprresatraent btischadraic Hearedisspseent
of speciand ©f telvrfailieg R ﬁé‘ g Q?f ﬁaacf\/’@r sgiut Bcifegtment, ot otherof £ er
a t her af8uiees a‘?’\‘feé&ée f’ﬁ“’ﬁtf"t" iS00 VPEFL S STOHE R 1p8r treat ment of

' |schaerrbfsdtl_g§0§5 Bk SRBSRAV @f the acutely failing heart. Furthernore, such

agent 9s can AheOndR stpRdingly been lsh mantheoéon@bherofabmhrmmens wi th excessive
-activation of smoot h nmuscle of the vi scerg type. DI SCLOSURE OF THE '
" I'NVENTI ON 45 It has .now surpri SI P een shovvn that the corrpound of

the formula | [err] 50 55 :

L3 | . | w..

possesses specrf' ic muscle relaxing effect related to the peripheral vascular system whereby the'_-__i._-

. compound is devoid of adverse effects.

. - The- substance’ is intended - to- be admlmstered orally or parenterally for acute and chromc"--<-.
. treatment of above mentioned cardiovascular disorders. -
60 - ‘The biological effects of the new compound have been tested and the drfferent tests carned out i
wnll be shown and explamed below. . :




L ~a') a compound of formula lla : Co ]

possesseg specific nuscle relaxing effegt rglated to the peripheral
_vasggtar system whereby the conpound i voi d of adverse effects. The
substaice is intended to be admi nister @l ly or parenterally for acute
and chronic treatnment of above nentioneg, cardi ovascul ar di sorders. 60 '
' The biopogi cal effects of the new conpbund have been tested, -and the
different tests carried out will be ghg and expl ai ned bel ow. 2 0007
293 The new conpound is obtained accordithg to net hods known per se. Thif@,

a’) 2 compoURL.Ql wh s BinBound e Tormula illa
~[err] 10, '

: . [err] is reacted with a
conpound of forrmula Ilila 15 [err] 2y 0 '
(I''la) .to give a conmpound of formula f\ or a2y a conpound of fornula |1b
[err] 36 is reacted with a conpound of €s€WHCa [I1b NH [err] 40 -

/ CH3 tg,the formation of a conpound for rrul\a'I"Ll or; 45 b') a conpound of
formula TV 50 [err] CHy - OCH, o (1'v) is (ia
reacted wi g thg cSHg&BUW%r;n% fgrmulas Va and Ilila 55 o _
[err] 60 65 0007293 to the formation of a conpound of fornula 1, or

.a?) a compound of formula llb

25
C}
g
30 E"
Hach:-'c-tl;oczﬁs K -
LA | (11b)
- 36 is reacted with a compound of formula lilb |
| NH, o
. ..//. .
C=CH—C -
40 R .
' CH, ocH, L (Hlib)

tb the formation of a compound of formula |; or;

b'} a compound of formula IV

- 50 e - . €1 -

c - ' '
N V)
is reacted wifh the compounds for formulas Va and llla -
55 ' Q\ /OCHs
C—CH,—C o _ .
cH, = o - | o (va)
60 Nl;l. . T .
N - OC,H,
/c_=cn—'c, o
65 CHy o - ma



: b? a compound of formula {V above is reacted with the compounds of formulas Vb and VI
~ [err] a. conpound of formula IV above is reacted with the corrpounas 0
- formulags Vb and VIb [err] [err] [er to 15 C,H, : o o i
(Mb) to the formati on of a conpound &Qr Yal; or [err] a compound Of«.
formula 1la i.s reacted with a conpoungd o formula Via [err] inthe =
presence. .of ammonia, to the formatggh of a compound of the formula 1, (85,”30
. C2) a cempound of fornmula 11b is reacted with a conpound of formula VI'b™
[err] 36 in the presence of anmoniM{, to the folOeH;i on of a conpound of the
formula |; or 40 d) a conpound of forwula, |V above is reacted with the '
. conmpounds of the formulas Va and Vb a vl Th t he presence of ‘ammoni a to
the formation of a conpound of thegformula 1. jhe new conpounds may, Vib)
dependi Ag on the choice of starting ‘raterials and process, be present a%_):'
opti cal ane ittpdidesation of acempéund obiformula |j br cont ai ns at .| east two asymmetrjc
-car bon at_oqs, be present as an isoner mxture (racemate mxture). 46
The i somel® ' PPN pifotmuls la iseagted with 8 somponnd afdhe formyeNisi ng on
physi cal - cheni cal differences of theg conponent > .be separated into the two -
st ereoi soneric (diastereoneric) pureyyacenatege.g. by neans of : S
chromat ogr aphy and/or fractional crystaldH,za’l on. The racenmate obtained can
"be sepagsat ed accordi ng to known net hgfls, e.g.\ by neans. of B
recrystallization froman opticall$Hsactive sol@ Mt , by neans of
- microorganisns, or by a reaction wth 50 optically, active acids formng.
‘salts of f%tz'e_(?’{)er?ﬁ%cﬁnad‘,amé"r?&'as °p§?a(?'f'ﬁ§°’l ff? gafpRound ﬁﬁ@’dﬁﬂ'ﬁ'f"n'eﬂf e.g. by
means Ojo @ dbiipbéridestifortla il lsi reactédfl w18 cBinBaUne of WHRLAG/ISAl tS, from which
the antipodes may be set free by the action of a suitable agent. Suitably
useabl e -optically active acids are'©,g. the L-Oand D-forms of tartaric
acid, di-o-tolyltartaric acid, malic\cid, mefidel i ¢ acid, canphorsulfonic
‘acid orggquinic acid. Preferably the r "%‘(':'tcl ve part of the two antipodes
is isolated. 55 The starting mgyefials are gwn or may, if they aéf?b)' S
~novel, be obtained according to prodesses knowi pdr-se..ln clinical uSe'the
conpound i the REesence of ampeniasto the formgticndefi ancammnmtiofothalfdrmuladf of ectal |y in~

- the forgn afa't%;:%nl’ﬂ ?oeut'li g\;{l reparation,. which contains the active -
COMPONEN wa prdobie ﬁ’?,-asnff'b‘:.&. ﬁﬁbﬁ’g}éﬁé}mﬁ’fmgﬁﬁwﬁﬁﬁww uecbpbasiie
carrier. ThuShé hew BaHidduRdY M4y, 8dpehdifg o1EiNe Cht Bfartthly nla i'afs.gxfﬂtiaegg b'e%regeenrte

rel at ed t s qpical Bntipodemir racedbate cor df/iecontdinstat Ragt QWD netric cAOR bdmsybePresent as

speci f i‘gaﬂ omeramixiursstiacemateymidtus)t hat t he context in which such” expressions
are USEY, gy :e ;Fj;nx J.lgum %W’t ﬁnxgt )? obtp ?ﬁ 'm_yarﬂeg@%ogh ophygical-chemical -

.correspo n.dc_, &8ty fheand BF cRiBmEto by Cancie &ﬁxil:éc%&”mqp (dlesiareamaric) yre o

capsul e. TheThe pdtamBRCetitiinetanDbé aparited) Becorhriy @ Krid -'ﬁ”.&n&ﬂ&l §o! b9in &:gg f o
| nvent i gnrecryataliidation frére an pptically eétiva sblvene. byangaas! bEimictooRRNME or By 4 ré’d%rgo _ f% by
wei ght %f oflﬁlm\ﬁé#cgp -{fgﬁung_@alts_ qf_ the compound, and separating the salts thus obtained, e.g. by -
means .he different solubility of the diastereomeric salts, from which the antipodes may be set free
- by thg action of a suitable agent. Suitably useable optically active acids are e.g. the L- and D-forms of
tartaric acid, di-o-tolylta_rta‘_i'ic acid, malic acid, mandelic acid, camphorsulfonic acid or quinic acid.
" Preferably- the more active part of the two antipodes is isolated. = - - '
know:’hpe;tzgmg mate_n_als_ are known or may, if-fhgy arg nml, be obtaingd according to pro'cessqs
_In clinical use the compound of the invention is'u_'suélly administered o_r'ailv, or rectally in the form
- of a pharmaceutical preparation, which co‘nt_ain§ the active component as free base in combination with A

50 a pharmaceuticaily acceptable carrier. : : . .
: . '_I'hug the mentioning of the new compound of the invention is here related to the free amine base -
even if the compound is' generally or specifically described, provided that the context in which such
z‘:r::m"’ a,f; _used...e.g_l.', d'" thle exgrz;:le with this broad meaning should not correspond. The carrier .
a solid, semi-solid or liquid diluent or a capsule. These ph utical i t
further object of the invention. ' pe nese pharmaceutical preparations are a

Usually the amount of active _compbund is between 0.1 and 98% by weight of the preparq_tion_.' o

4




~In the preparatuon of pharmaceutmal preparations containing the compounds of the present

0007 293, s ?5 {22 VE@‘“ oo é@ﬂ?y ggs mﬁﬂ.‘mmﬁﬂmmmg e starch.
I njeeti off cﬁrﬁ@el v%ﬁé TgelatineD A a3 tWithIAR afuﬂ‘ﬂct@ﬁ ent such as
adm, ku/st r atnhagnesudnn stebratep E&lglarh atdacate, blypihplensglyenl twazes orpthe ik, cend d:eSpressed into

cont ai ni ng tetiess. dbnwmugiet;f are lwante ﬂemer@bowerwqumrq may fhe °P6F‘i'n c?t% ed

l n €.
units for (:P' :r rﬁﬁl?r %F?W?fﬁ ["Hg gqs?mgmﬁer %nﬁgngllw; |le c olv t or
pul ver ul Bnte i TS Er enfoTE ik coatYMg Gdded Lo 1O 8ddily Békin in§ twéBREbIdS | |
starch, suclithadtfdpét ama cHinpbunds ocamm dBfeﬁﬁChnodﬁfwdeﬁe&ttivm coragduhd bascm ,
derivatives orlngbé ateparetionoef snfs|delatine capsulesalpearishaped; elpsedrpa % V@tfb reopgist of

magnesi um $e& g-ag'¥ger] £ a‘F%tE"éPa’ P'FTS') preaips ACtiYgy und;ig o
and be p’r‘eiﬂsﬁan“m ﬂaﬁﬁé gﬁ R Al g e
prepar ed CQbRtdétarkiS I&p@&ﬁlﬁﬂ: lluﬁfse ﬁ@ l\i&loﬁlﬁeleﬁnesugar whi ch

sol uti on may choshge ﬂmtsefog rectal) admaisahioo umv @babarerb;n thalform of stmnchttgm-%duhlgh

an cEi fs?*"a"“fﬁfifff"é;ﬁ:é”&“ms e R s

coating a Qyfs ﬁaifrdnm awu wa LE0%BweiGht tnemm e

w t h di f f erdesdrib&f; igiydetol Cantpespyidse glycom it he fsw\amdasmm.ensorhaw toptadre tolauging
conpound pragedntflavduring haents; eqeeharing and eﬂfboamqth\g@!w?ﬁerﬁe acthisseningsagent. -
(pear - sﬂap}‘gﬁ) The| Rsepspption pphagrasceutichl; tablets foreccyal ype ig cpried pt in Aggordangg with the

gl yceri ne Do eERas AbLAR Sl Soyeh05 B ARRd e, ThDBndRY b o
corrpound ' %o%géﬁz%@ﬁhd&u&&n&edﬁﬁﬁ@& &ndunt of sbidéntl THE thatabétic COABdUhE Snd FiRessary
cont ai n gr anxiliapsagehtstaleaniget withccootvp Mld constauommnn adith ¢ binding agens edlytign and 8re
pul ver ul -@ntm%si?ﬂeﬁ é‘P t*&sthle gelutionds U@faﬁ‘@,‘ ackin "%" °“t [PHIFIPIsteNing E'EVaR:?Frn

gelgat | ﬁgt a%@m%,s Atk bf t%kgiggrﬁgihamﬁm°@§ﬁ %é%l‘ 3@%? é’ﬁ& smror o

anﬁeia%uaph Why th
form of suppds ist;ﬁéds&ﬁthr h 6 RBieGOintthe forrh bta Adtiof mmlbsdméeahm;m a1mesh zntoﬂalmuwl th
a neutr a¥s fram. 'ﬂamss @rﬂlQ hiuda ls artm to be drivé inf @ dnying cabipt. This drying takes

gel ati ne- re%qcapur Eﬁ"ﬁ? ﬁ?#?&’? ?;rfh 'ﬂ?'ﬂﬁ‘f&fsg’dof
veget abl e cﬂ,Jm ?%ﬁ? asﬂ'ﬁW@?ﬁf Bod?é@l Hainat a%
may be pres,@ orm of 'Sl rups or suspen5| ons, S0l uti ons

containisg fr ommblwdlry'ﬁg anp thp gmughhretsinvmmatzw/ﬂsyclmzegmmﬂﬂf is Pmnat UMQE

subst ance desain |°b@l6's’f °§P@§Q ed. gui
tia e
prepar at i ons %I rruxture théﬂnﬁ 7 v?gs I’l t ag fgig%‘f]t Aé%ﬁﬂ%g
~ and car box & puncitin a@tlﬁ %nth certain se ?p@ﬁcﬁ erbmd dies)

of phar nac avtereupédn tha ﬁb& adjustrient €orahe ws:ghﬂ df thel tableesClandLthe denrescofmodmress;on/\m h

the fol | ow teagechnan Hibe weiGhtofshe fablletia dedisivedershé sizel of thectloas in egehytgbler and isgaleylatedt o

a certain nec ‘E“&'? ﬁ“"“!'héf Hyereae thegrgy 0 n
s cortaln TR R R cheli e
auxiliarg agmg Wh@ﬁ #RGighd ddiustridnt isBEOthe pedpd raﬁﬁn&'tt&néts msxanag aid islcadri out

bi ndi ng agewith ssmteuif lzomoamjzmoomnnmlpenmeahesmsshratof thheab!m# ©@nvirgn diffgrent times
uni form y dindidgeends an ¢ 'PPes'??e@sih Qh over nmoi st g any pa gh o sl Lanpunt
of sol vent '5'5315%"“"‘5 g P?P&tp"l"ﬁ'e'“ﬁﬁggc' b’f’ﬁ ?lgs PR hen st

reni ndi ngs dt® ecnmolt <6 WhitH aff roligHorbitte. GFe doatel wiid d&ﬁwdl\nrﬁnhnkm

bi ndi ng agenit &/ M&Iceited:MtBQSIa\iehef fugai orcdoamd dther Gaitdbler coathget her sl | 'g‘jht | y to
aggr egat es ‘andThewablgeare gﬂuell'fmadted ;actyws@vm ag glegtranie qounting devieg: Fhey .
that the nafyeesloépmgwswghwra Wipgts bytigiso boyep, tyfzes and spc tfrd°§ﬂga il %’s
steel hay g jw &gfﬁ mgétimab e vaigs anb 1§ ddBeRdnt o thi §e B ARfRtstiatior, Bith

| ayers on aastJ Qéhefaﬂr td 100D MB/ayeF sctivl Subbtanchhdt pefbral iad@intsarbtiod. pl ace
~during 10 hours and has to be standardi zed carefully as the danp degree of

t he granul REST{MO YING; g
(e Featly @ goraerag Tt D i Pl BB ERE el i,
this case the mass s not on a tray ut is poured into a container

haV| ng a net bottom 5



) r'reparat Q) or < D-ﬂlmelﬂYl-‘I"\L J-OICI‘IIDI'OPHBNYII'I Qﬂlnyuropyrlulne-a ::-ulcarouxyuc acm—a-
. methylester-S-ethylester o
40 4  Afk@rg zadmﬁloi’@esiymnéd&aylgeaa atid-methylRstad ai:ued: gaﬂatalnﬁtoctolttm-cpaiut icle

'size woathyiaster ye@bﬁsgwmn medﬁeafttib@meh The@qcmmm 'duétvstﬁu'sﬂt gmbigt - |
: em a
r enovedemye i w.‘b ;,vaw . '?1519 m%“ﬂ %?qrﬂ,?% com W?ﬁ‘f];ggﬂAﬁﬁ f Sy
agent s e o = ohall
have , t $54ic Bxyﬁ@mslrﬁdtlﬁﬂbsfeﬂs-etﬂ?ﬁsﬁeﬁhbebztblﬁ@ M. 45Tue{.aa gswed tab
punchi ng machine i's:provided with a certain set of punches and dies, 46
wher eupon the suitable adjust rrent 8% '“P'ﬁ'@ i ght of the tablets and the

o degr ee of f ft e Si ve.
i s AR
‘anmount aﬂfambherﬁmemuﬂa fag® déys; whdrheogttartett emztana'lhmxbo ted0dnd BB SihEESWaBN o

- af f ect sdisshivedsinzisopedpylether. tAftst °’"‘9 g g’ tal!#atm" from

di sint e'm latht e 8-dime %1 glhet" ' '°PYT|§""F 'Eq*y'ﬁr?ﬂ?e?t i es
- the ghol reay corrpre55| on pressur "on) means sonet hing of a”50 _
.~ conprom se. V\hen the right adj ust n'EBiﬁmMS 3set ‘the preparation of tablets is
started and syrap camainiag2% (weight phr @lunmt of acfnveZiDbﬁﬂ&e was peParddBorh el feitowvimger
hour .  Thasedigntsssi ng of the tablets requires different times and. depends on

the gjze of the t I adhering -pulver in a
specific appar a% E;&gﬁgmmss %ﬁkﬁzmﬁm&% packagesﬁ aigtil they are
. delivered. 56 Many.. tabl ets, especially those which are rough or- :

bitter, are coaS@dhaNneh a coating. This nmeans that they &G gcoated with a
Iayeg, of sugar Qr. some . other suitable coati ng. The- tabl ets are usual ly
packed by nachi 483 [avi ng -an el ectronic counting device. oﬁ'ug di f ferent

t ypes of packag@§cegp;tS| st of glass or plastic gallipots lygqal so boxes,
tubes and specific dosage adapted packages. 60 - The dale dose of the
acti £ subst anciavewingagentind i s dependent’ on the type of &dn@nistration, but
as a general %E?égﬁf’%é 100 to 1000 ngy/day of "active suqi, ce at peroral -
~admi ni stration OF CARRYI NG OUT THE | NVENTI ON foll ow ng -
illustrates thepigiied®atel € and t he adapt ation of inveatimono kMwever, w thout
bei ng 66 Ilmted thereto. Tenperature is given in degree Celsius. 5°

- 0007° 93 ar[m thg)gptt [X W veghin 6@ of warm water. After cooling, a
. 2,6- d| Of%é?ﬂéﬂg’ﬁ"ﬂf"@%ﬂm VEe A %ﬂ 9'd’Y?5?)§‘H°&|Tﬁéh?3m‘§t“6‘? ‘ﬁ?ﬂt?'b‘%??yl ic

aci d- 3 ester- -ethyl ester. 2.87 g of _

2, 3-di @m deneacetyl acetic acid- rreth Iester and. 1 349 of

3- anfho r T’Bnla "’5(6 ”E! ‘h g 'F;‘R%‘;gs | Yy "n‘l’i?%“st “Ezgﬁb iffdl . The

reactléa o?l (ff b% tn&aogw W(pée'f na ood

days §@UIWRB# s \BHtinGolal) Oherid daﬂ 68U | OhiPol Weflod ks ol ved

and wasompoiund Qdddnls{uby aasamhdnstm by\éralitubstiop Eﬂz)ydte'idﬂfﬁa,ls macrabq'mtdiwmarrpound
~ o cry sf“alwlumdﬁ mtlktgehod S’MI ¢unzdﬂt¢d)¢p$$ ware 1. Soged ASyAraclentg hodyweight. The -

2, 6 di '?,ﬁ:d ggrtegp Bé? ' y]f he, éq?{ jon tg_ : igy g%{é?aﬁs \%bentage of t't‘::

3, 5-di GRASTUR é&ﬁcﬂ ; f‘.,% TR 15tioh. S he 1BsuitD Gie Undse .terr]

Yi el d ' 75% THeXsp&am H Mscle relaxatlon ‘was examined as follows: The isolated portal
) _ 55 vein preparation of Wstar rats was mounted in an organ bath together with a paced isolated paplllary
heart muscle preparation of the same animal. The integrated contractile activity of the portal vein

smooth muscle and the peak force amplltude of the papillary, mvocardtal preparation were recorded.

The respective activities during a 30 min control period were set as 100 per cent and the. ensuing

activities under the influence of the agent under study were expressed as a percentage thereof. The

60 agent was administered at 10 min'intervals and the ‘potency for vasodilation(-log ED,, of portal vein)

and that of myocardlal depression (-log EDgp of paplllary muscle) were determined by mterpolatlon from

. the concentration-effect relationships determined in each experiment. A “separation” value was

. .determined for each compound by averaging the differences of the -log EDg, values for vasodilatation

and myocardial depression respecttvely obtained in the experiments. This Ioganthmtc separatton value.

65 was transformed into numenc format and entered mto table 1. . :




5.74 g of 2,3-dichlorobenzylideneacetylacetic acid nethylester, 2.6 g o@
et hyl acetoacetate and 15 2.8 nls of conc. NH3 were dissolved in 25 s
tert.-butanol. The reaction m xt ubOOZ2¥I | owed to stand at anbi ent

1 €r?per at ur eThf or 5 c;l\ Y$ wher eupon t he teedrt,.- ut anol_was ev? orated and the
rest due e SRR A e Diiet o s e i 3 el i
crystalli zed and arter recrystallirzation fromi sopropyl ether pure

2, 6-di nmet hyl - 4- (2, 3-di chl or ophenyl ) - 1ABLEdiI hydr opyri di ne- 3, 5-di car boxylic

aci d-3- nethylester-5-ethyl ester was—obtained. Mp. [err] Yield 59% 20
Exzr-rpl e 3 A syfup containing 2% (Wel gnt _per_vol une) CHaﬁglC“ ve substance was
prepared fromthe follow ng ingredggats: 25 " hea

2, 6- di met hyl - 41 (c2mpo&id RERBRENY! ) - ,ffpﬁlblbélﬁb’ opyri di n.e__r.’?-..

aci d-@- met hyl estigex. 5- et hyl ester bodyWeightg Sacchar i nerasc.

(@]

-di carboxylic

0.6 g 30 - Sugar
é?é\?ogrignécggrglel? 1 4 | % .1 g Sg'gt ﬁanol
96% 15 Nifedipin 5 10.0 ggDi §tilled water

ad 100.0 ml 40—— Sugar—sacchar-ne—anrd—the—active—subst ance were

di ssol venirhs fdb Ghg CobtrawmingStmeeBE, &AH, OE, FBOGBNLY, LY, YLySEri ne and sol ution of
flavouring agents dissolved in ethanol were added. To the m xture water. was
t hen sdded '+ & aampPolrd offpryuwsd CAL - TESTS 46 The anti hypertensive effect
of the conpound was tested in conscioOusflunrestrai ned spontaneously
hypgrtensive rats (SHR) of the Ckang strain. The ani mals had been
prepared by prior inplantation of inywglting catheters in the abdoni nal
aortasvia the fenoral artery. Hyeman aikf ecemlu bl ood pressure (MABP) and heart
rate was .continuously nonitored. Affteqfa 2 hour control period the conmpound
under study was adm ni stered by Q¢ahy#Nepybati on at 2 hour intervals,
suspended in nmethocel 0 solution™(5 h1/kg’ bodywei ght). The cunul ated Hbses
o ool ndRacd L WABLGR GO, o U RbIBUASI GRS Gl SEBRNS

i . e. th@oddFofl £ GHEHybEHEnkVe REHPoUA] Having AascalaP 'sheathUmastie?reldiing ;ﬁﬁks hixh €

i nitial cooprund haBikelfeweda End pl ot t ed agai nst the dose on a logarithmc

scal e. The dose which woul d-give. 20 r _&ent BP reduction was then

. deterggined by interpolation. The re s are shown in table 1. The
specificity towards snooth nuscle r i on was exam ned as follows: The

i sol ated portal 55 vein preparf;tc'b&n V%/nﬁé gr rats was nount ed in an organ
- bath together'with a paced isol%te f1T&9Y heart nuscle preparation of
the sgne aninmal. The integrated coniralitile activity of the portal vein
snmoot h nuscl e and t he peak force’!"s&rrpﬁtLMe of the papillary, nyocardi ?ll’
preparation were recorded. The respective activities during a 30 min
control per3. ddpheemacegtidal pepdrabnpetordiegito elaich 2 heRMSINE REMPSUNH \0f kheSRrmiilsl €1

t he igpf cofmerses 81 9% be weighhefcthe prepagtioner e expressed as a per cent age

t her eof . 0, S I Ni.stered at 10 mn intervals and the potency
cyTPE BOug Gl 940 o -

for vaso ation ortal vein) and that of nyocardi al -
depressi on 1.-A trgedse for] prétfariil®icbmadund 'od el RImieY € det er m ned "by
intergolation fromthe concentration-effect relationships determned in
each experinent. A "separation" val determ ned for each compound by
averaging the differences of the -|I ecrlr] val ues for vasodil atation

f H

nacooc
55

cooe Mg
N “CH '
3 h 3
& L}

60 characterized in that



- TABLE |
and nyogardi al depressi on respectivel y—ebtained in the exper| ments. This

Iogaut m Cc Sseparat+er—vatde—65—was—transtoerred—+nto—rurreric formt and
'enter\ed into table 1. 6 0007293 The conmpound of theth'ﬁventl on was -

~conpared with Ni{edipin 12, 6-di rreth -4 t r ophenyl )& _

- 1. 4-di hydropyrid rf§ O Gf‘é?é‘*"f?oxyl i cbo@"( %ej/ch di met hyl ggg{,er . TABLE | 5
Ratio SHR - rrpound accor di ng [err] to

to Ex.: I bOdyV\BI ght _ - vasc. 1 4
98 15 ~ MNifedipiné 5 98 15

Clalmsjor t he O)ntractln St at es: BE GH DE, FR GB. '*T. | U NL. . SE 1. A

corrpoun(f of formil a | 25Nifedipin Sorr (1) 30 2.

Phar ”ace”klaﬁﬁ:} ﬁ’%ﬁﬁ&&cﬁﬁg s¥iths: 'BeC BAPDESPR, @, IR LG, 6 | ngredient a
“therapeutica ective dose of a antihypertensive compound. havi ng :
vascul ap srmotb.mmhuei ofcfoamulanly properties which conmpound has the fornul a |
[err] [err] 40 c1 [err] 3. A pharnmaceuti cal
preparation according to claim2 whe t he conpound -of the fornula I
conprises 0.1 to 99% by wei ght of theSpreparation. 45 Cains for the
Contracting State: AT 1. A proceSgod O gdggrl ng a conpound of the formula
| so [e?’r] 50 [err] 3 3 60 characterized in
that 65 7

P : ' m

- 30 2. Pharn"oaceut'lcal preparation, which comprises as an active mgredlentatherapehtlcally effective -
- " dose of a antihypertensive compound havmg vascular smooth muscle relaxing properties which
compound has the formula |

()

3. A pharmaceutical preparation according to claim 2 wherein the compound of the formuia |
comprises 0.1 to 99% by weight of the preparation.

Claims for the Contracting State: AT

1. A process for preparing a compound of the formula |

55

n

60 characterized in that



’ i N ) Ll - .
The conpound of the invention was c@gd with Nifedipin. .
12, 6- di met hyl -'4- (2-ni trophenyl)- 1, 44di hydropyri di ne- 3, 5-di car boxyl ic -

/"

‘acid-3,5-dinethylester). TABLE | '5 Ratl 0 SHR : _ heart N
Conpound according. ~  [err] 1o"s®j°™s to Ex. " '
bodywei ght . “vasc. 1 I | : . ("3)98 15

Ni fedi'op' : . : 15 Cains for the Contracti ng:

St at es:_'i's%gmed-iw't%écofhoun&f f‘f"Fula U NL, SE 1. A conpound of fornula | 25
[err] [err] o(l) 30 2. Pharnmaceuti cal

preparation, which corrprl ses as an\actl ve Mgr edi ent a therapeutically

ef fectd ve. dose of a anti hypertensiv nd havi ng vascul ar- snooth nuscl e
rel axi nﬂ"agropertl es whi-ch ~compoung has the% rl_rrul al 35 [err] H3 . CooC

"~ H 40
accordi agﬂ{eqo,e,{aabm wﬁ;dahmofhﬁfmmuapl of the formula | conprises 0.1 to
99% b¥? wei ght of the preparation. 45 Clains for the Contracting State: AT

1. - A pr el ascompoundfdormulanitp a conpound of the formula | 50 C1 C1 | 60 . *

characterized in that 65 7 [err]) a ceppound of formula-5 - 1o is
reacted with a corrpound of forrrula Y NH . 0
- 28 €1 .
i
_ “3C-ﬁ'c"|:°cz"s (1ib)
30 0 o y

is reacted wnth a compound of formula b _
| | NH o
.C=CH—C
cewy . ocw,

- 35

.40 to the formation of a. compound of formula I. '
: 2. A process for preparing a compound of formula ( deﬁned in claim 1, characterlzed in that

b') a compound of formula IV

o e
| c1

50 _ ¥ o _ ' v
is reacted with the compounds of formulas Va and llia ' '
| o OCH, .
55 o
_C—-CHz—C . .
| CH, | o | L va)
| " C=CH—C | .
. /S ' N (lita)
' CH . ' -
65. A 0

7% [err] “3**A pharnaceuti cal pr epar ation '



b?) a compound of formu|a IV above is reacted with the compounds of formula Vb and liib
15 _ C-CH-%|$I1Ia
[ert]-to the formation of a conpound cf%the for?ﬂ or 20 [err]) a
corrp(b.lmd of formul'a I'b [err] 25 CH [err [} 3Bpiscre acted with a conpound of
formila [err] [err] 35 [err] 40 to the)‘/orrrafio of a conmpound of formula
1. 2. A process for preparing a conpetpd of forma |I" defined in claim 1ve
characterpjgzed in that b') a corrpound of formul a IVJerr] (1V) is reacted
with the conpounds of fornulas Va an® L{la [err] 30 007293 *C L M. s to
the formation of a conpound of fornula a conpound of formula IV
above is reacted with the conpounds of yorrrul a and Illb 5
[err] 1o hs15 to the formation of a mmgpound of formula 1. 3. A process (figy
preparing a conpound of forrmula 1, defined in claim1, characterized in

that 20 o thed gf ®tomeaundg phform t ed '
Cofrpound[ g]t ' %tor rﬁ,ﬁ%s [oglppefaarg\g a Wn}pﬁ%ndﬁ%éérgw&] ggngdnﬁoclawﬁcl ?har%@ﬁetngecﬁn that

formation,pf .§ COMOURIorIomiuiend ormula 1, .or 40 C2) a conpound of formuta.
lib

Cl
"C1
25 _ CH
H,CCCCOCH
3 | 3 ~ {lla)

50 is reacted with a compound of formula Via

\c—cu—c

s _ o . AN

H, . OC;H, E Ve

in the presence of ammonia, to the formation of a compound of the formula |, or

4 c? a compound of formula llb

el
, c1
45 . tH
HCCCCOC Hg | :
,', : N _ _ (lib)
s0 is reacted with a compound of formula Vib ' o
| | o\ 0
- C—CH,—C .
55 . o '
cHy OCH, _-  (Vib)

in the presence of ammonia to the fovmation of a compound of the formula I;
4. A process for preparing a.compound of formula |, defined in claim 1, charactenzed in that a

60 compound of formula IV _ c1
' -@cz

65 - S (c\n o R (v)



. . . OCH, .
45 (1l ab) is react ed vvrth a corrpoN&d_Q_' grrrula V1ib 55 in the presence of -
ammofia to the formation of a conpound %of {he formila 1; 4. Aprocessfor,
preparing a conpound of fornul &:Hl defined Jon claim1, characterizegab M
that a 60 .conpound of formula IV 66

(1v)y 9 0007293 is reacted withthe conpouwaia, of the formul as Va and Vb
[ERR[® 5 in the presence of ammoni Ato t he f4rmati on of a conpound of t he

_formula 1. 5. A process according to€Hai 2, wherein S
2, 6-di rrethyl 4- (2, 3-di chl orophee 1) - 1, 4-di dro- pyri di ne- 3 5-di ca‘(, oxylic

aci d-3-met hyl ester-5-ethylester 7I'$ prepared y reacting 2,3-dichloro enz- _
al deHfy/dR ihe3prasinBO 6 RhBBHIS ttedorealivh 664 Esmpdadd B MleYbamet i C aci d :
met hyl estserA  ppitedsasarntdingsr tleime 2f iwhegbire ZWImemgs%&amdlmmﬁnvl)G-Hr-dlDE#ro-FR
GB, IT, pyr_qgne-§;,|§-d|ch[t101yhc\,ﬁ@}dﬁDF agsta'eﬁ-elpypsﬁg IS|pI’ red. by. reacting 2, 3—d|ch|orobenz-

[ ERR] 28ldebyde, depminpciolqiyfaac! ﬁgﬁ

t her &e t Iehal BB VeEbi,ndung mt die
glatte &+§@&&i€hFZ§W°?§&%§%§geﬁ@§%§§ F?c%gfr'grqfueﬁhg t, wobei die
Ver bi ndung1dvebnﬁmngederForhesltzt Cl. 40

[ERR] H 3. Pharnazeutisches Praparat
der Pornel | 0,1 bis 99% Gewi chts-9
Pat ent anspr Cche M den_Vertragsstaa .
Ver bi ndung der -Formel | 56 CRR]

a') eine Verbindung der For mel "
30 -

Prapar ates. ausmacht: 50

5 dadurch gekennzeichnet, daB 10
CUDCZ 5 . i

{

2, Pharmazeutrsches Praparat das als einen aktiven Bestandteil elne therapeutrsch wirksame: -
35 Dosis einer antihypertensiven Verbindung mit die glatte Gefd@muskulatur entspannenden Eigen-
schaften enthalt wobei- dle Verbindung die Formel | besitzt '

w

3. Pharmazeutlsches Préparat nach Anspruch 2 worm die Verbindung der Formel | 0,1 bis 99%

Gewrchts—% des Préparates ausmacht.
50

Patentansprﬁche fiir den Vertrag_sstaat: AT. '

1. Verfahren zur Herstellung einer Verbiridu_n’g der Formel |
55 R

65 dadurch'gekennz'eichnet, daB

.10

ack, Anspruch 2, worin die Verbi ndung |

AT.,1. Verfahren zur Herstellung einer

and goetviagetic agid methylestel o Best andtei | i ne



’ cl . ‘ :
-5 CH[ERR] (1la) mt einer Verbi ndu'ngForrrEI Il'ila [ERR] unter Bil dung
ei ner  V&rbi ndung der Fornel | ungeset zt “wi ¥'d" oder 20 a2) eine Ver.bi ndung
der Ttoﬁmal b [ERR] 30 mt einer Vertﬁ' ndung der Fornel 1l1lb [ERR] unter
Bi | dung ei ner. Ver bi ndung der For nal H;;Eﬁfﬁjé_setzt wird. 2. Verfahren zur - _
Her.s-telllﬂung ei ner )erbindung der Formaol gemal B der Definition in Ansigjuch
1, .40 a I al. bl) eine Verbindung der Fornel |V [ERR]
(rv) 50 ?#{gﬁgeern @%ﬁ%ggﬁﬁeld% Forneln Va und Il1la [ERR] 65 unter

Bi | dl ung ei ner Verbindl ung der FoMgl | ungesepzt wird oder 0 007 293 "'
M S | b2) sine Verbindung der obi gem Fornel #V nit den Verbi ndungen der
Formei n"®Vvb und Illb. O —+C s '

~~~~~~~~~ CCHR CCH3 . _ ' (Vb))
vs NH ocH3 C=CH-C Cif Ofgs "‘"'8?_
(1'11b) 15 unet eiiduBy kilegersihdi@g d¥ieFdinBdUnGheskts ikl 6B} : unpesetzt wird. 3.7
Ver f ahr®@n a2 sinePerhinduhgy dergFosneidib Ver bi ndung der Fornel 1, die-in Anspruch 1

definiert ist, da- durch gekennzei chne dad c') eine Verbindung der Fornel
Ila au o '~ 7 d H3CCCCOCH3 '
- 1
25 CH
'H3Cﬁ-(':-(l:0C2H5 o
' 0 0 (o)
"~ 30 mit einer Verbindung der Formel lilb
NH, - .0
o Y
. C=CH—C e
L' 2 _ B \ o
| '- . CHy OCH, | |  (ib)

unter Bildung einer Verbindung der Formel | umgesetzt wird.

2. Verfahren zur Herstellung einer Yerbindung der Formel | ge i i
© dadurah easomn 2ar He da y . g gemaR der Definition in Anspruch 1

b') eine Verbindung der Formel IV -

: 1
.45 : '
- : ' €1

/c\
‘ H o {Iv)
50 mit den Verbindungen der Formeln Va und Illa
o " OCH,
s C—CH,—C | |
CH, . 0 . (va)
NH, OCH,
60 . '
" C=CH—C
CH, 0 . C (ina)

65 unter Bildung einer Verbindung der Formel | umgesetzt wird oder

11 -



OCH

5A0 : - \c—CH (I|e) mt einer Ver bi ndung der'
Formef Via3g0o ~ ° . 0G -CtHZ\. 0C2H5

(Via)-in Gegenwart von Amoni ak wglter Bi | dung el ner Verbi ndung der Wbrrmw I.':- o

urrgesetzt wird oder CM gine Verbindungen-der Formal lib |_ -C 45 HBCCCCOC
H5 (11b) nit einer Verbindung d&2Fornel Vi OCH, : ' .
S ey} 0- C CHZ c/ - Y 65 ' :
C=CH—C : S o
CH3 - OCH3 / (Vi b) in Gegenwart - von
Ammoni ak unter Bildung ei ner Verdu:ndung der eor rrel | ungesetzt w rdiibg.
Verfahren zur Herstellung ei ner Verbi ndung der Formal 1, die in Anspruch 1

‘ggf ;g’eg“" e ey Vorbiniong der et P%.ev.em.e'.s%cmgde?%m # Jre' v
urclt FWnTgcchne% daR

~~~~~~~ &'T eine Verbiridung Her FM‘melﬂ‘S mt den Ver bi ndungen der For mel n Va und Vb 0
OCH3 #8s /| 5C- CH2-C CH3- . _ o - (va) O
OC2HA C- CH2- C CH3 0 ' (Wb) 15 in

Cegenwart von Ammoni ak unt er Bildun & Verbi ndung der ~Fornel |
ungesetzt wird.” 5. Verfahren nach Ang ruch 2, worin-

2, 6- et hyl - 4- (2, 3-di chl orphenyl) 1l4 di hydropyr| di n: 3, 5-

_ di car bonsaur e- 3- met hyl est er - 5- at hy fﬁ@ﬁdurch Umsetzung von : .
. 2,3-Di chl or benzal dehyd, - 3- Ami no- cr 8nsgureithyl ester und . (la)
 Acet y| esti elyma Vesbingoryy dee Soewel Nér ges_t ellt wrd.

30 o .
N o /O
\c—CH'rc |
38 - | cH, OCH, . (Vi) -
'm Gegenwart von Ammomak unter Blldung einer Verbmdung ‘der Formel I umgesetzt wird oder
¢?) eine Verbmdungen der Formel iib _ :
40 _ - 1
1
© CH
45 : _
"3‘“":“"'2“5 : :
_ mit einer Verbindung der Formel Vb _ ' '
80 .0\ : |
" C—CH,—C
s | - cH, . OCH, A Vb
in Gegenwart von Ammomak unter Bildung einer Verblndung der Formel | umgesetzt wird. -
4. Verfahren zur Herstellung einer Verbindung der Formel |, die in Anspruch 1 definiert ist, da-
durch gekennzeichnet, das eine Verbindung der Formel v

€1
& . AN S

/ S 12




O Vg

20 Revendi cati ons pour les Etats contr nt_sc/BE CH, DE, FR GB. IT, LU.
NL, .SE 1. %Conpose de fornula | Cl 25 CJ,/HSCd’ﬁ N COOC2HS 30 :

H3CT N CH3 . CHy - O(l) H2. Préparation (val
phar ifaceut i que, caract6ri sGe en ce qu' eI | e conpr ed;:g come conposant actif
une dose thé6rapeuti quenent efficace d conpos6 Ry hypertenseur ayant des
propri 6t 64%de 35 relaxation du nuscle g sgq vascul aire, conmpos6 qui r6pond
Ala formula | ci G 40 H3COOC C§ﬁ£2FE’FB CH3 | . 3 - 46
H 3. Pr6paration pharmaceutique sel o€Hia revendi a@tion 2, caract erl see e(vb)
ce qua i s conpos6 de formula I repr6sente 0 1 A 99% en pm ds

e
e e e Bl ey
la pr epar at ' %a e tea-g hlorbenzal
A H 3C N tonsaureéthylester und Acetylesmgsauremethy|ester hergestellt(v{n)d caract6ris6 en

ce qua 65 13 ' 000~~~i 93
1 cililil?| Revendications-pour |esiBtats contractants: BEn CHg PE. F'P}a%? ATy, MSG de

formule Ila ,* clICH
H3CCCCOCH 10~~~~~===

25

. 30

K}

2. Préparation pharmaceu'tique. caractérisée en ce qu'elle comprend comme composant actif
une dose thérapeutiguement efficace d’'un composé antihypertenseur ayant des propriétés de
- . 35 relaxation du muscle lisse vasculaire, composé qui répond & la formule |

45

3. Préparation pharmaceutique selon la revendlcatlon 2, caractérisée en ce que is composé de
formule | représente 0,1 3 99% en poids de la préparation.

50 Revendications pour |'Etat contractant: AT_

1. Procédé pour la préparation d'une composé de formule l_

)]

caractérisé en ce que

;13



-C1

avec un conpos6. de formula Ila NH : 0'- '
cCcHE /N L CcH2 H - OC2H o (Ilia) en vue .
- de la formation d' une conpos6 de forE’hI al; ou 20 a2) on fait ré6agifr urr\.JT'
- ..conpose de for rrul e lib {>>0Cl 25 @Jcc nb@CC— C- CoC2H5 30 '
0 0. I (1b) avec un conpos6 gy
f or miPa Iel NH2 éd p | ||| _ \ C=CH--C CH3 -
OcH3 ~ 2vec uncomposé de formule llla - | 1y 40 en vue de la formation-d' un '

conpos6 a fornula 1. 2. Proc6de Nur la prépgration d' un conpos6 de formula

I tel quo dé6fini dans | a revendi calN on 1, c/racterlsd en ce que bt) on fait

reagi’ un conpose de fornule IV 45 _C-LH-50 _

C(IV) avecles corrposes defor%a/s Va et _Nlla 55 _ _

0 OCH3 * \- /*f-CH OCHs o - R U

(Va) 60311\"0% de a formatlon dun%ﬁ) @'dg'fbrg\u@ﬁ ou (lia)y 14 ' ’
i a

- ~~———d lthGBlOG?mZQGcbmbOSQmﬁme llblllll 11111 1110011 11111

. g“
H3CI!',:-F-tl:QCZH5
) | R {b)
avec un composé de formule Ililb _
o | NH,
35 ' ,
C=CH—C
CH, OCH, ' o (Illb)" '

40 ‘en vue de la formatlon d 'un composé &’e formule |.

" 2. Procédé pour la préparation d’ un composé de formule | tel que défini dans la revendication 1,
caractérisé en ce que :

"b") on fait réagir un compdsé de ."formule v

45
- O (= I
98
_ N L . 7 o _ ' : vy
avec les composés de formules Va et lia | . -
55 . . O\' . /OCHs
/c'—'CH,—'c\ |
; CH, O | el
. NH,'._- T OC,H, L
} - . - _  C=CH—C o
T AN e

14




b

en vue.de la formati on. d' un. conposg de formul eoéLH ou b2) on fait réagir un
com;psG de la fornule IV ci- dessus &Kec | es 9orrpo§65 ‘de fornules Vb et Illb

s5 & CO-CH,—C OC2H5 *

\- ~~~/ G CH2-C CH3 ' :

wmmwm_ mm\%/@mcﬁ' - Vo)
0 (I'l'l'b) 3. Procedd pour

NH.
Ia preparation d' un conpos6 de for el tel /|uo ﬁ6f| ni ‘dans | a o
revendi cation 1, caracteris6 en ce quoc=GHW-c") on fait r6agir un compos6 de
forrrulella25- ‘
H3coccodH3 avec un corrposG de forﬁﬂ#o Via 0 0. 0 35 C CH2-clithls
OC2HL r.ee) résence d' ammoni ac, en vue de
s formati gn_ & Bt AGULB PHfesP indompon gecafrul 3 ai SBLETY “ieedmiont de
formule |15 et 5p , ~ HBCCC COCzHS 0 0 avec un-
conpose *Yect ok Harl @adit b Bdinposs de formule Ila e 0 0o
CCH-C /\: CH3 OCH3 - (Vib) 60 e_n
pr6sence d' anmoni ac, on vue de |l a for w@@d' un cornpose. de fornmule 1. 4.
Proc6d6 pour |a preparation-d un conpo e fornule | tel quo d6fini dans
| a revedtication 1. caracteris6 on ce qont¥ ait reagir un conpos6 de
fornule IV 66 15 i |

_Haccctl:ncus : . :
. 0 : ' (lta)
' évec un composé de formule Via - |
| 0
®o | B \tz;-CH,—c
CH, OC,H, Ve

40 en présence d’'ammoniac, en vue de la formation d'un composé de formule 1, ou
¢?) on fait réagir un composé de formule Iib

Cl

45
C1
CH
_ H,CCCCOCH '
.80 | o "~ {lib)
00 _ .
avec un composé de formule Vib '
§5 0\
CH, ocH, . (Vib)
en présence d’ammoniac, en vue de la formation d'un composé de formule I.
4, Procédé pour la préparation d’'un composé de formule | tel que défini dans ia revendication 1,
caractérisé en ce qu'on fait réagir un composé de formule IV
65 |

.15



ki . - | kT/L” . 0007293 vcl

. ¢ avec | es conpos6s de fornul es Vaféb Vb 0 _ OCH3 10 ﬂV) —~
. \/ CCH2-C CH3 _ . j (VaNd15

) 0 avec les composés deuletVanVbC / : b 20 :

CH3 : -0 (Vb) en pr6sence

0
d' ammosi ac, en vue de |la formation &.un conp956 ae formul e 1 5. Proc6d6
~selon la revendi cation 2, caract6ris@-eaHgecguo |’ ester
3-n6t hyl i que- est er-5-et hyl i que d' acide

2, 6-di m thyl - 4- (2, 3-di chi or phényl $84, 4- dihydrdbyrudune 3, 5- ducarboxylwﬁhe

est prgpare par 26 reaction de 2, 3s.dichlorob | dl hyde, d'ester 6thylique
d' aci de 3-am nocrotoni que et d este§\nﬁthyllgue?d aci de acetyl acetique. 30
36 40 SD 56 65 C—CH, —C : R .

o | . eH . o )

en présence d’ammoniac, en vue de la formation d un composé de formule I. '
5. Procédé selon la revendication 2, caractérisé en ce que {'ester 3-méthylnque—ester-s-eththue
d’acide 2,6-diméthyl-4-(2, 3-d|chlorphényl)-1 A-dihydropyridine-3,5-dicarboxylique est préparé par

25 réaction de 2 3-d|chlorobenzaldéhyde, dester éthyllque d‘acide 3-aminocrotonique et d’ester -
méthylique d’acide acétylacét;que :

35

- 18
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