EP 0153016'Bltibscription The invention relates to asymmetri cal diesters_ofmw
1, 4-di hydro- 2, 6-di net hyl - pyri di ne- 3, 5-di carboxylic acid, to . X
stereochen1ca||y i sormeri.c for eutically acceptable aci d
addition salts thereof, to 5 og£g§€gﬁﬁngﬁthelr production and to

phar maaRsdripicd conp05|t|ons eont ai ni ng them Nlcardlplne is a known
compound havi'ng anti hypertensive properties. It is nethyl '

‘N beqzyl - N:en@(qq pn re@team PRY! 1ca| dlesters of 1 4-d|hydro-2 &dlmethyg-pygsglné-é 5-d|t§a€fb(;3yhc |
1, 4- gi B5r'8 Srogtne mwc gucaly,pereptable seid addiop spshsrpats e
for th h
Var | ous@l °a°ﬁ o 'aféh%x& '°"ﬁ?r,i'om ’? 9%‘2?. h '335 nea,s. .5?%3 Tk iyl NSeh RV RGHiFAST Ve
CONMpOUrechminibathil | 108difkyidaS2, S dimeBi k(B nitrbhehyd)-gyh amas 5-GicdrBddyRteEVakiBE attempts have
4- ( 3- nibeeromée If)\d mang effsictivie aatmybmsmar rgipsadah this streépiradiis kimavnrtet hy |

t iaca ther4 "TB“WQ oymhyithgnothgr and ko w terifying igrAy :
Sfoﬁkg%a fer ol skl group- Jafous pre aﬁ%@%mw e oREet ny/
group oe87 g én&;rsmse&&fb.euuﬁakwar aﬂ&l)—Nﬂ‘rﬁlEﬁBkéﬂyl)-ﬁfarvﬂzka\ﬂlaoemv(&r al kyl

or al k)d-a)mﬂopafpylb gfodp.aTHe TBext avbured suth ajToups APIEAY to) be B-bbrRyI-NHAGthyRISphehyl b UT ed
such grsv s:tqul euﬂ-ziamlrbethﬂqui heﬂNsnes ﬁcqsc(qswen nwmlmwhvﬂ-ut(@rdlkvl .

_phen$fl )°'2l

mﬁ'BV' oy p \gf'{!{ o
N(ar aI Ngﬂ:(ﬂgg? °° hv Z{;sh °a§'h'b°§ P[ﬁ"? & aér}nf%v W&t han :
N- benzy - BF 1,59 se Hréaﬂ@an!idaﬁ&lt nﬁwp&y@fp.para%nammw heROPY! . T
group hmeragnylaml grapliethisttiiedeis anhPer@mitioget sk ablefor sulisgtution, sothe NpbnzgNoup, -

whet Nerme!!vamwwm§ plagnd bsaahhamb 'W%: ltqr@mew@henvmﬂy' igPne; efrﬂm rresimm n

i /] a ra

~conf i g O g a.nzé"%’r E:E’.b&?é*% “ﬁ lbﬂ'l;‘fb m%ffﬁ"‘gfilét hyl
gROUP  Rihyiind Ity Yool 42
‘there- lmm&,yemem hﬁoega&r@t@mma fpovated u.bs bwtwooaf mm thhes.x:y _
“N- bezsz y:beelﬁcall&@lmteldy:bmpmm The other Me}(ﬁxamelds Wrumw@matmhe htrmlalclka;ﬂed :

termnd%'““ oyl ref %raw ter tis

'sai d. that, _"_ &‘L’E W ﬁi on replacing the -benzyl- .

hormp' ﬁﬁﬁteﬁ% E: ﬁga llnurglﬁﬁh ﬁ% e%?ﬁb@ mée :'gég‘:\hb%r? o
Y

st radg hﬁetm/has-ﬂmdsmmrdwtagmjpeﬁbnﬁhaf ﬂad; hdslbieén dpemﬁngllyedismpdd drevixlsl et hyl ene,
Ctrinmet %’mm inwengion (peavidesrasyheprietsical mmofmlth@mmwmmqﬁ@e 3
1i nes grriggeid, wihaving 1he peneesl fosmWest clearly preferred, being -

incorporated:-in all “but two nore than sixty 25 specifical I y. di scl osed
conpgunds. The other two (BEqanples 37 and 38) incorporate the straight -

chai ned tri net hyl enBOOG ny 600 tike t"nosgﬂféilzqgﬂ’mQOGOSg? and

EP-A-0094159, is based onfireplfficing the N-Benzyl - N-nmethyl--2-ani noet hyl '
group of -nicardipine. In.Partigular, we hava replaced the armi noethyl group
by ag anminoal kyl . grqup rgf1C Hcha| n configuration, and the N—lur)zyl
group with a 3-3-di pRenyl pr pyl or i- 30 nethyl -3, 3-di phenyl propyl group,
nei t her of Whl ch- has. been sgecifically disclosed previ oust y Accordl ngly

the i nW¥ VI trical diesters of
Ly O 6 B

BinfiopiReng, 23-dictisrapHoRY ot b&z&@hﬂmtyh@oeﬁt ers having !
t he gener akepteaénmaid a-a{umad i:hammwnmg aoamm@emhszm gzanty ltogs,oup, 45 Ar

‘repr esent%feareﬁempat#rg xv,qrqug sgouﬁz'a‘sﬂﬂj'rf%l ‘GIGG’HH‘@TN‘P'“%?P"OM"V a
benzof - i
A e

. br anc hed mf&e%&mwﬁ@umh&\u ;ﬁamﬂ gfam Jana mrﬁewmapmmutmmacmbby o
NONO- S akid bddititnasditsnf sach didstecsx y roup having from1 to 6 carbon atons, Rl
T epr esentE“ea"Wg{ﬂ" Geerer By gj*:%;[gr °'b?“ stersif the gensal YR hiber r om 1 .;
to 4 _c&FI5ETE SAPHRng capfensios %&’“}35;&% en atom or a nethyl group;
-and Further provides pharmaceuti cq&rj_x:,.,gccept abI e acid addition salt qmof
“such diesters. The invention further provides a process for the preparati.on
of the ‘wkerain Ar ipps atigue dafined with § compoiind OIthetdﬁeergrfwwbsll conpri si ng condensi ng a

;.\._,._...-..‘_.w__;m...r.‘...

corrpound of the general for mul ach'co%ﬁ cooA, : o
2 1 -
wherein A, represents either (a) a group of the general formula _IV _
—A—-hf-—fH—-CH,—-CH(Ph), ' : )

65 ' B Ry R,




AFCHO T S () wherein Ar is as above
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-.diethyl ether at 0.4C and the supernatant was decant ed. _~ This procedure was
“repeated until a sol I d was obtained, and this was collected.by filtration.
- Mother i qHRs éﬂﬂ&rﬂtﬁ%n‘i\}%ﬁn&ecam ation 25 were collected and
v.evaporated. to 3r yness er vacuum The residue was chr orrat ogr aphed. on a -
# silica gel T : Example 1 ] o _ _
E _ -Methyl-z-chloroethyl a-acetyl-3-mtro-cmnamate
55 " Asolution containing 12.2 g of 3-nitrobenzaldehyde and 14.3g of 1-methyl-2-chloroethyl acetoacetate _
in 80 mi of toluene, maintained at 0.5°C, was saturated with hydrogen chloride gas. After two days at
20—25°C, the residual hydrogen chloride was removed by bubbling mtrogen through the solution. The
toluene was then evaporated off in vacuo. The residual oil was dissolved in dichloromethane and the
solution thus obtained was washed with water until it was neutral. The organic phase which was separated
60 and dried, was then evaporated to dryness under vacuum at 20°C. The residue was crystallized from 200 mi
of isopropanol to give 20.70 g of the title compound, melting at 95—96°C.
Operating as described above, but employing 2,3-dichlorobenzaldehyde, the 1-methyl-2-chloroethyl a-
acetyl-2,3-dichioro-cinnamate was obtained as an oil.
These compounds are mixtures of E,Z isomers and were employed as such for further reactions .
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to gi ve T @%};ﬂh@ S,m;ve AP APTpPaT g T RereRih, P SRatt o) T
solid in n c8inPidingaCaa R g fhe PRYIuA b ludastkibd) 1844 d&vh 4Qifhy%t2%dlmethyl-

mai nt &i m-(aglt@plﬁa‘nan -Bmathekyiayr bor&tphﬁd’ ne-Bdartoxpic aiid,38.51yg 6ONWOHiaysibhexyltarboditotidar e
was sti rand@ 5&9 wmftggjmmwvad' i 89 !qfatnla,et;wﬁ@rmmdamewrreq‘ht%oqsgemgfﬁ:@rg ks
repeat ecprecu |tated as é g 'E'atl gvo‘ g%‘fi‘ s?alﬁt%n myﬁagmd wnm%atgyﬁﬁﬁl)%o‘tnﬁ? he
corrpou b haig dne ated off in vacuo. The oil thus obtained was purified by flash.

- N-di ngt hep anNt dgraphy 6H $ulte gyl carna s)nghlammﬂeawwce@emhur%u 1 by volufikePas gfuentOf
16. 87 g Thk fraktions Wi th-vgereurma ydtateliweee exyagbrgedito give @ Semi-solid resldue This

1- chl or d® 582!!' er and az(jllt d @pd
o GG e e
was di ,rea'Fa{adoca.n bR@ipitske WdsloBin .e.sda
obt ai nedimwasto gk Issc"geﬂthbyydrodhtonaé ¢fcn|ma title compound, m.p. 92—-110°c
Exampie 5

2, N-dimethyl-N-{3,3-diphenylpropyl)-1-amino-2-propanol
‘65 A mixture of 16,87 g of N-methyi-3,3-diphenylpropylamine and 3.1 ml of 1-chloro-2-methyl-2-propanol
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The sol vent was renoved fromthe filtrate in vacuo to give an oil which was .

then purified by flash chromatography on silica gel colums, enploying
chl oroformw th increasing ano S | as 5 eluent. The unitary
TLC fractions(chl orof orm nmet ha:& Q)jggnﬁglﬁfuma) were evaporated .to give
7.8 g of intdoenilof kyidhe GATRALRE uAder @tlrhl'idjl‘éps Rdurs. Afeet RBEHNG adis—20°C, the suspensuon was

N- I\/Et hyI dilNted3yi®-ditithyhetherlapd e stajting. am&xmhmoéiﬂqﬁﬂé)fh&ﬂ taiddd was c@llec8d By filfration.

% weﬂ'aﬁersmawaefm ts\eafltse@ﬁ intvacue tofgivaansoilgwitiéh was then p“'f'sfed by ﬂ;sh
I\I— rret h I oy "”b‘I”lt 'FP&H‘@ amoyRis OSHENIN0PE was
mai nt aéll nel t?ﬁé cﬁy sﬁgg: io m mrm mf % 1 %2’%’ v_»(eri gvagorggg ﬁve g of

epoxypropane was added Thi s soI utron was mai nt a| ned for 24 hours at room
tenperature The net hanol vvas eva oratae'dle(ﬁf and the product purified by
%Ip'senr'weav" feami -oApAnOhe in chI or of or to

R I b o o e
o've 2 o BTN e |
1, 1, N-Tr iy Pickain d@@?ﬂa&g&rﬁ%s i1 oAt | ON
of 13. 10wy eaépotdw otfanidthd pebdid pmrﬁeqow chebmatogapby gt Esillza Gel wurﬁi- (nethahallgtsaiast Was
heat ed tig cagiors), B give Mg Q!Itheétﬂen@nmn@amdedeseimbpw se over a period of 10

m nut é5 nmi ntai ning the tenperature. E‘ 20 [err]... The solution was then

heat ed 0§ N2 iROHHIN- Q B2-aMR8 cothib "] the mxture was
evapor at B a ey wﬁ %B'!e% u)‘daﬁ'l%&'phﬂgm\ﬂﬁaﬁndﬂ%rhﬁﬁ Arbf Ritiohé e heated to 85°C.
chr ormat o386 apohdiketens were @ddeg @ropoizk W81 2 pesdd T 1€ Minbtes hankainirgihd @mpérawre below

i ncr easi 19§ Cair privtion wapghenheated fos 2chayesnat. SO'Fheﬂurmpla\ggat TE-C20°G thet Mistyce was
(chI or of % ?fg?a h%""% iy Y "Q@rb(‘%ﬂ@\'?ﬁ?faf" V(?“d'f‘ffr?é‘s‘#“ws
mm mcrea g_ amou meh uen he ary ractions -
hIB % {Miﬂﬁé vr@re'h(l%%téa 1 S the title compound as
3 3 d| pheny propyl) am noe hyl acet oacet ate Operating as
-'descrei)ed |n Exarrpl e 7, but usi ng the conmpound prepared in Exanple 6

i-nst ead 0 th t éf ar edvir n E}tamPI?é title conpound was obtained as S
‘an oil. )] € ' I '
‘a-acetyl ?gpﬁ%rg scg%ttﬁe%ﬁ oqg@n: s' b%:é aN\Gk uw&%y%%{ 9%}’ drkie’s :gﬁ%aglgﬁ IQ%I’I of

3.78 g 0O nltrobenzal dehyde. and 9. 54 g of the corrpound prepar ed in -
Exanple 7 in 25 n of chI orof orm coblamglest err until the sol.ution was

‘sat ur at ebf"V3 “‘ﬂ’H‘é giehemt ';giﬁ et e ?'g “ ]

A R B R B ‘% Bt

.. S0l ut ss0NTHeIblution WRasl st If&rys dajk16t 18¥C) &Wab trI% YfhRed\With ﬂetﬁ\ﬂi i/ @ifdte WS
© evapor at ®deas sodidrh dydrotidedsolutios uath haitratig. T/tms:rgin&s:ﬁhseetbsrdrieteamhe suhehawves and

“the sol Pmatme‘f BUGP'G’dhl&tObPEIe# yuas q&ss'w methyl aestatesang thejs @g HC%’FFI"GFQ"%Ié in

~di et hyl oS Bydpaen chieride I lethy ecgﬁgg Sof PA wes BRI t h
:di et hyl edv%ﬁ e thaYrEvzéu agf%h?fnéle:frba p uﬁ %5& d F‘E%aﬁ

; product was an E/Z |somer| C m xture, and vvas used as such i'n futher
“reactions. I e 10 N- Di et hy I - I‘&x BpI@ 1@ phenyl propyl ) 2-am noet hyl
“Terr]-ackl rmey‘ M%@Pw% HEEP Ile ac&s‘-%reo A =xapm) e pﬁ
ushagg AR zs ik rma 'irgu IV G ol
~Exanpl e mu} &,Jwgs@ed:&rm@un d as an o he product was an

B/ Z isomeric mxture and was used as such in further reactions. Exanple 11

"1, N-Di me 16‘*% e;h géﬁB%dr |?r:)ﬂr‘]‘gnyl pro -@?’ng?e&b g’g' ’g$‘aﬁ
“[err] gacktPm 1P 2 (e s . clribedod o Exanple -
£ 10, bt yiniaidnyeAndlite iR pOREAS ?g" "sraﬁ %a@b T B his fcdeeﬂ 39

_i;:f:_the tltlwasaﬁémun Mlaﬁ‘th é&r&% as an oi | pro duct was an i someric .

;. mxture, and
Example 12
56 Methyl 1,1,N-trimethyl-N-{3,3-diphenyipropyl)-2-aminoethyl 1 ,4-dihydro-2,6-dimethyi-4-(3-nitrophenyl)-
' pyridine-3,5-dicarboxylate (2375) _
A solution of 2.37 g of methyl 3-aminocrotonate and 10.29 g of the compound prepared in Example 8 in
15 mi of isopropanol was refluxed for 3 hours. The mixture was then cooled and evaporated to dryness in
vacuo. The oily residue thus obtained was purified by flash chromatography on silica gel columns, using
60 chlorofotm with increasing amounts of acetone as eluent. Te unitary TLC fractions (chloroform:acetone,
"~ 9:1 by volume) were evaporated and the solid thus obtained was dissolved in methanol. A slight excess of
ethanolic hydrogen chloride was added and the solution was evaporated to dryness. The residue was
dissolved in acetone and again evaporated in vacuo. The residue was crystallized from 2 litres of water
containing 2 ml of 1N hydrochloric acid and 5 ml of water saturated with sodiumn chloride, to give 4.8 g of
65 the hydrochioride hemihydrate of the title compound, m.p. 119—123°C.
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was used as such in_further reactions. Exanple 12 55 Met hyl

1,1, N-trimethyl-N-(3,3-di phenyl propyl ) - 2- am noet hyl

1, 4- di hydro- 2, 6-di nmet hyl - 4- ( 3- n|t PP 3 i di ne- 3, 5-di carboxyl ate
(2375) A solution of 2.37 g of #e'%%%(%iotonate and 10.29 g of the

corrpound prepared |n Ex | e 9 |n 15 IBxaradle 13 0pr opanol was refl uxed for 3
hour s. The's?H“ %‘P PV&r?cF"MP&HUH&‘\'@@WtOOZ Q:H'mﬁféﬁs‘ (2.Ardighlenao. The

oi 'y, Jesi d'ﬂ‘@ £ i o SRRl 0 0 S
gel ~ €0l wmmo eﬂ dr&%t.m’(@f thotitle
el uent. Tecoumbﬁrﬂrmths’?}-ﬁsmMaea&auﬁdll oroform acetone ' y volune) were

evaporated and the solid thus obtained was di ssol ved i n met hanol . A slight

gégggfat?;dgf han0| Ly(h nfl:flr it nééil l Orenqe ?S%%lp?/egy?f d‘h%dg? %g-glme - 4-(\992

evaporated | @pyraﬁ'léQs désbitet ﬁsexdmsuewsuﬁfsmg b3lopby/eyif3lammoérotnkite fidteld oft3baY!
cont ai ni nge-énindcraxénate the iydechioidedyirateat thel titké)cbniponid, 6ip. WEE-€IN8°C Abas obtathed. W t h

sodi um chl ori de to give 4.8 g of 65 the hydrochl ori.de hem hydrate of the

EI.I '|[\||_ gl C%WDP %},ge aldgﬁ}t‘, X %ﬁgﬁnylg ﬁ; 2 1{\%111#?(@“%%-}@ dlﬁ&g%%nnro-

1, 4-di hydro Bp tdigm%t daycribelt i %xﬁmdé 84)|bat Gsing the compound of Example 10 instead of that of
phenyl ) - pyixauipla a1, 3heGwdiochierisieeyhiydraté 28188 )itleQuarpatridng. pass—eB2c wadehthined. Exarrpl e
12, but _using isobutyl 3-am nocrotonate instead of nethyl 3-am no- '

cr ot onaf'e S TRl SRR he..iiz"}iﬁéw o 2aoaffi AR, the
hydr ochl OF difBth a-(3- Riffodheh uq;yﬁ@ma@m rbd¥yigte (246§ - 16 was obtal ne amole
-14 2- Pr opoxy @péryting lasNdedirited hivy Exdmple3153-bilt péieg gippoposyi, 1)-du':ietaﬂbtﬁﬂﬁ dnythocrotonate :
77 di hydrinstead@f apropexysthyl B-afinc@rotohgte, the hydrochloride hemihydrate of the title compound, m.p. i
d| chl or%prﬁ?—)# - WAPOPRINRS- 3, 5- di car box Iate £400) Operating as described in §
Exanpl e 13;, b £ ut yl :
3-am nocr ?ﬁ&%ﬁﬁgg é{ﬁn.dea'gr{ Wﬁ&%ﬁ%&i}x ﬂp rat e o?Je?{ﬁm'ﬁdeﬁg%ﬁpﬂgwgldﬂbﬁﬁg
[err], was oPpertngds ddimMin(Ex&ﬁpldﬂ,ﬂﬂEBi grixyepilyl 3-aminocrotonate instead of methyl 3-
1, N dl nift mmqq:octg!atg,tae bmwhmngpgqnyb@:mfﬁmqqypmpound m.p. 87—92°C, was obtained.

1, 4-di hydro- 2, 6-di net hyl -4-(3-nitro- @hen ) pyri di ne- 3, 5- di car boxyl at e
(2408) Ope. ARG ! E’ AL? i fa-
Exanpl ¢ DL B SIRRE RSl RS gl AR | AGripEBORG e
the tit¥e co fperating as dasgribed grE@mplm]a?sbugbslm 2ywrdpox-0,1-dimethylethyl -aminocrotonate instead
Exanpl e 1@ geﬂyb:bwlygtrﬁwatel thp. l'uprﬁemq“ﬂp@gwynydrate of the title compound, m.p. 88—92°C, was
1- N-di meth '\Q‘-‘(S 3-di phenyl propyl ).- 2-am noet hyl 1, 4-di hydro- 2, 6-

di net hyl - ﬂ!@@shrtheﬂgmwhgsmps|B£|0tB=lBE5RGBa'anDNK§Eate (2409) Qperating as
described in opoxy-1, 1-di met hyl et hyl

3- ami nocr g4 % ,fgmf'q%d'ﬁe' of 1p4i"5'8'35&£§ -dipetha:-pyiding5-dieas 't—? ac‘f’ﬁ?ﬁ ester having
hydr ochl or| em hycfrate of the title conmpound, mp. 25 86-95C, was

obt ai ned. Exanpl e 17 2- Propoxygfhyl .

1, L-srigethyl -N-(3, 3-di phenyl pfopyl ) - 2- am noet hyl

1, 4-di hydr o- 2, 6- di met RIS, COQshenkl ¥ - !ﬁy-r |GHOH Cﬁlﬁhui car boxyl ate
(2411) Operating as describ anple 12, but lusi ng 2-propoxyet hyl

[
3-am nocrotonate instead of t 3- 30 anmifpclatonate, the
hydr or o®hl ori de hem hyglr X N if | e conpound, mp. [err], was
obt ai ned. Exanple 18 ~ 3 l - 3 (1)
H o
55
wherein

Ph represents a phenyl group, )
Ar represents a 2-nitrophenyl, 3-nitropheny!, 2 .3-dichloropheny! or benzofurazan-4 -yl group,
A represents a branched chain alkylene group containing from 2 to 6 carbon atoms,
60 R represents a straight chain or branched chain alkyl group having from 1 to 6 carbon atoms, optionally
mono-substituted by an alkoxy group having from 1 to 6 carbon atoms,

g R, represents a hydrogen atom, a hydroxy group or an alkyl group having from 1 to 4 carbon atoms,
an

R, represents a hydrogen atom or a methyl group;
"65 a stereochemically isomeric form thereof or a pharmaceutically acceptable acid addition sait thereof.
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2-ropoxy-1, 1-di met hyl 1;1, N-trinethyl-N (3, 3-di phenyl propyl ) -2-ani noet hyl
1, &di hydr o- 2, 6-di nmet hyl - 4- (3-ni trophenyl) - pyri di ne-3, 5-di car boxyl ate
(2412) 35 Operating as descri ipgpd g 955016081 12, but usi ng

2-propoxy-1, 1-di gegw Ieth | -am nocrotonate. |nst ead

3-ani nocr ot on followip 1‘% %g b E?é_{ °§§_§}'Egé -
el B g bt “"ass o

LU NBSE 4 1Melﬁw 1a~s<;im9|m Baldupde@&ir@w-oiammopmpyu 1 4~d|hydro-2 8-dimethyl-4-(3-nitro-

1, 4-di hydr (thnvﬂmulmdmt- 4hc vislene- 3, 5- di car boxt¥‘l ic acid, the F\a g;mtro_

t h e gener a| :gn -tr -N (3 3-d»phenylpropyl)-2 -aminoe Y'éiATdthS@ zﬁf’é"f‘ﬁ
represent s ® ﬁspgn%r%gfnﬁa.ﬁn&w 1 LGRREDYA dim3tld 6. 0RRABKL
2, 3-di chl orda ey d..qy:;;, roup, A represents a branched

chai n al koy | en&Pg:pwpthwom dimahvlgl-(ﬂ.admh&ytpmpel)-z-ammhm Sibydr&Q,6-dimetipl-4-(2,3-

t's diehigrany td'ﬂeﬁér deaefigtanched ch "
Tt R
0 6 cartf befiplbt ?ﬁt&nahﬁmé wﬁ&%m)-@amm@xywnmzw an

al kyl gr %Upinhawl-wys-iﬁsfrwﬁbﬂyl)tp@ndlnaas catboxy and R2 represents a hydro en
atomor a net g1 1@!3tnme§wld¥-6@6m§mm¢nv9 2iamineethy!d Wﬁ@tzﬁé*@ﬂg

e e T O A AR
diekte

2. Any of t§
diflj foleRmy1 pfecpmpks)s cotmptizing emridinsing a

addi ti on,sal
1, 4-di hycfr Cboﬂ\p&:rdloﬂ%lgyﬁeraﬁc(rﬂulllllt rophenyl ) - pyridi ne-3,5-di carboxyl ate,
I\/bt hyl 1, N-di net hyl - N- (3, 3-di phenyl proB'y 3- am nopr opyl m
1, ¥=di hydr o- 226- di net hyl - 4- (3-ni tro- ﬁ%‘ﬁyl) pyridine- 3, 5-di car boxyl at'e,.
Vet hyl biinegerbrarvamiunil

1, 4-di hyﬁ‘1 %&%ﬁgﬂ@’h;’r%&?cﬁuﬂ? ??ﬁ?‘)%n%gﬁ?/&/)_pigﬂ di ne- 3, 5-di car boxyl ate,

| sobutyl 1, N-dimet hyl - N- (3, 3- di phenwrpe@@tycq%m noet hyl am
1, 4-di hydro-2, 6-di neth '
phenyl ) - rY‘Eﬁ'ﬂ%AB"’B'e&%:‘&sa{F’t?o%f%paf? the 9fEF'8 formylady s poxyet hyl | |

1, N-di ne - N- (3, 3-di phenyl pr opyla -2-&riceichich), ' (v
1,4-dihydro 2,6-di methyl -4-(2,3- dichl pronyl) - pyrldlne 3, 5- dlcarboxylate

2- Pr opoxyet hyI 1, N-di net hyl - N-(3 3- cﬁsp'haenyl propyl ) - 2-am noet hyl

1,4-di hydro.2 tro b? t frﬁ'fﬂhﬁ@mleﬁ;ﬁsas
2- Pr opox¥* 1y Ej‘%ﬁla@,ﬁ"? % Sgéﬁiﬂﬁma"y aRLeRDAn 8 domRURDGTERY|
1, 4- dlhydro 3 n|tropheny1 -pyr| di ne- 3, 5-di car boxyl at e,
2- Propoxyet 1,1, Ntrinet hyI N-(3 3-di ph ropyl) 2 ami noet hyl :

1, 4di hydr o- 2 6 di et hyl - 4- ( 3- mtrop‘Fﬂaﬁ?F ?}3)/9 dine-3, 5-di carboxyl ate and '
2- Propoxye 1, 1 di et hyl et hyI S _

1,1, N-trinethyl-N(3,3-di phenyl propyl) E Ami noethyl 1 4-.di hydro- 2, 6-

di met hyl - 4- (BerdinAi® 8 deRbdd)in PR Tholive3, compounaiobt geraitabfor@@a Vi 3. A process
for the preparation of a diester according to claim1l1, the process

co\ﬁfrrl si Ry condensing a

o)

&5

wherein A, is as def'ned in this claim and Ar and R are as'defined in claim 1, and if A, represents agroup of
the general formula AX then converting it to a group of the general formula V.
4. A process according to claim 3 in which A, represents a group of the formula AX and the conversion
so of the group AX to a group of the general formula IV is effected by reacting the compound of the general
formuia VI with a 3,3-diphenyl-propylamine derivative of the general formula Vil

HN—C'H-—CHZCH(Ph)z

|
Ry Rq




conpound ‘of the general .formula 11 Ar-CHO
(I'1) 25 wherein Ar is as defined inclaiml1l with a conpound of the general

f la 111 ol
rg;)rmejsgnts (([a)er;] group of the generalo?g?rﬂﬂea ?1\/ 30 [err( ) erein [err]

(rv)y 35 V\/nfé!eeﬂrﬁwﬁzapéf’h]areaﬁdeﬂahd mrckirad. defined in claim1 or (b) a group
of the gene ?Y: ‘%w £ 91 3 lepter ageordieg tp Algie 1 the efoagsaramnsising sendensing a
represent s pz!" A CHEvars 97"8'3 "ﬁ"éathe condensate with a compound of the
general fsormula V [err] 40 wherein Ris¥%s defined in claiml to give a
conpound of the general fornmulg ggk [err]] wherein ‘Lerr] Is as defined in
this claimand Ar and R are as ' f Xand if [err] represents
a group of the general formula AX thefl con ertlng it to a group-of the
general fprmula IV. 4. A process accofidi ngljt o cIa| m3 in which [err]
represents a group of the f or muHgc aversion 60 of the group AX
to a group -of the general formula IV isé?‘f'fecte by reacting the conpound
1

of the general formula VI with a 3, 3-di ghenyl - propyl am ne derivative of the
general formula VII [err] 65 EP 0153016 Bl wherein RI, R2 and Ph are as
defined i1 nwhe@inmArlR abd Adsr@s0aefingd inQlairh h&npb@rﬁﬁ’es’&\tsm‘manfgeﬁ adimewitics 33aipbérdi-ng
toclaim1l Prqphlemmpdere@t;ve@@nprgpmm@fmehd@rasdtrﬁgedainwy!m #i ne derivative of the
general formi % ‘% °' f%ﬁ%’f“@?“ﬂ‘ 9@ ;"eﬂefa"ﬁ??"qﬂ(‘%f’ gaigkl, the profreg cqmprising rapdensingg
represenj,s "4 nal gy %1?6'?3 %R "™S%- di phenyl - propyl ami ne derivative of

t he general forrrula VII as defined In -®raim4. 6. A process for -the
preparation of a diester. accordin ' t he process conpri SI ng
candensi ng a-pyridine derivati 3908 or mul a 20 25 _

lerr] wherein R and Ar are as deflne a|m1 wi th a conpound of the
gener al formula w111 35 [err]

(VIT1) wherein A, [err] and Ph g@r, S gn claim1. 40 7. A
‘process for the preparation of a di est:L accord?ng to claim1, the process

conprising condensing a pyridine derivafjive of the general fornula 45
[err] 50%wherein R and Ar are as defin inclaiml with a conpound of the
general fornmula YAX wherein Ais as 55 defined inclaiml1l and X and Y
represent Ivelecremarat Avree asalefineg innd@edi with 2ooedtidef thegerdraiformgla V8L A

har maceuti cal conposition conprjsing a diest ccording to clalmlo
(F:)Iaim236r a i TP he-A2 g'}"‘c“—csﬂ CHier, ?

(VIII)
R1 R!
wherein A, R,, R, and Ph.are as def' ned in claim 1.

46 7. A process for the preparation of a diester accordmg to claim 1, the process compnsmg condensing a
pyridine derivative of the general formula '

O ROOC OOH

50

wherein R and Ar are as defined in claim 1 with a compound of the general formula YAX wherein A is as
55 defined in claim 1 and X and Y represent halogen atoms, and proceeding according to claim 5.
8. A pharmaceutical composition comprising a diester according to claim 1 or claim 2 or a
pharmaceutically acceptable acid addition salt thereof in admixture with a pharmaceutically acceptable
diluent or carrier.




phar maceutically acceptable acid addition salt thereof in admxture with a
pharmaceutical Iy acceptable diluent or carrier. 60 65 10  EP 0153016 Bl
Clainms for the Contracting St ocess for the preparation of an
asymmetr.i cal diester of 1, 4- ﬂyﬁﬂg‘[’z&t&%ﬂet hyl - pyri di ne-3,5- 5

di car bél&%Lk&tl?eCéoq m&'nﬁsﬁt%. having the general fornula I [err] 15 wherein
Ph represents f’u rou 20 Ar represents a 2-nitrophenyl,

3- nit jop hem;:iopesa fo'ii b m&ﬂamlapbf@ﬁ)akynﬁﬁethﬁndiéﬁdd bazaaihﬁdrgch,s-gmm-pyﬁduhep,ses ents

a brarditekexdicarid. the ¢spdr badingghegrperstintrailali ng from 2 to 6 carbon atons, R
represents a straight chain or branched chain al kyl group having from l1to .
6 carbon atons, optionally nono-substituted by an al koxy group having from
1 to 6 carbon atons, [err] represents a hydro en atom a hydroxy group or
an g} kyl group hBO9® 1 #6992 Tak o E 1,05P8dd [err] represents a
hydrogen atom or a nmetfjyl gjffoup; the prdces corrprl si ng condensiing a
conpound of the genera la I'l Ar- 2

(1'1) 30 wherein 4 d inthis claiml with a corrpound of1lt he
gene{ral formula 113 [err]l 35 wheBein [err] represents (a) a group of the
general formula IV [err] (1'V) 40 wherein
A J[err] -and Ph are as de?rned inthis claimor (b) a group of the general

f or mul whefgic wher ei n A is as defined in this claimand X represents a hal ogen’

PFASENts &P
?;?% re ?'Feqp er’;tttsﬁ;‘!a 2-mtro'g ?%-mtrcyvheny! 33-%%”‘390%@d OJ:}%he A \ﬁlgr ];{(g),r g::c ?n\e/d | n '
o oA st A e L LS Gl et

[arr], m&ro-sauduﬂdaryena&mdejmmdwh@frérhn&oebalnmat i f err] represents a
group of Ri mwg@ﬁ@rh&umﬁmmg hmosmrpm ap olrvierquphgving franm 1 to 4gechop atemsi he
genér ™t or Qﬁﬁf Bl 2. A process according to claim1l in

whi ch A, fbaﬁfégﬁédﬁs?;mmzmﬁ °§f, q"ﬁ’gg ,@rﬁgrmg"t he conversjon of the

groupAXtoagroupo t he "genera forrru Is effected by reacting the
conmpound of the general Ar—CHO ul)

* wherein Ar is as'deﬁned in this claim 1 with a compound of the general formula Wil
CH,COCH,CO0A, e
35 wheréin A, repr_esénts {a) a group of the general formrxla v - | |
| — A—N—CH—CH,—CH(Phl; - )
A R | |
.wherem A, R1, R, and Ph are as defined in this claim or (b} 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
~ general formula V _
4 CH—C=CHCOOR S wm
r!u-r, '

wherein R is as defined in this claim 1 to givé a compound of the general formula VI

(V1)

wherein A,, Ar and R are as defined in this élaim, and if A, represents a group of the general formula AX
g5 then converting it to a group of the general formula IV,
[

T




formula VI with a 3,.3-diphenyl - propyl ani ne derivative of the general
formula VI1 5 ’ [err] wherein [err] and Ph
are as defined in claim1. 10 0, or the preparation of a’

di ester as defined in claim1, tré" ﬁa%séféa%rl si ng condensing a pyridine
derivative of.A pr8cegedtedraihg formni ia whigh A refie@inRialyrod of thi fofnild\AiX dhdakieomrsion
defi ned i nofeheagronplaXnbtalgraup 8f Be dénetabioyrhulpVipsfiectad creahting thatimmound oftthregeneral
general  25ffmeaVi| with\a| 33-dirhegd-progdaming dtfrvatrvm the genepal farmela¥d for the-
preparatd on of a diester as defin t he process conpri sing

condensing a pyridine derivative of t e géneraf formula 30
[err] 40 wherein R and Ar are as derf.lmed inclaiml wth a corrpound of the

gener al fo‘r%r;ul aRVIIeaI err] (VI11) wherein
A 0 af s compr! i {
o ge(rjlr ]és? ld p'ﬁcﬁfs 5%5? ? %Zg:\om u|,fnesttelhas d%fgngg in cﬁaurp li (t)hc eln QL & g\g%é,ﬁﬁ@g ata | On

pyridine derivative e general for lja [err] V\/nereln Rand Ar are as
defined in claim1l V\nthacorrpound of tpie general formula YAX wherein Ais
as 65 defined in claim1 and >koved Y represenpobgkogen atons, and

proceedi ng according to claim3. 1 153 016 BI Patentansprfiche fur
die Vertragsstaaten: BE CH Li DE FR I THLU NL SE 1. Ein asymretri scher

Di ester von 1, 4-Di hydro- 2, 6-di rret hyI n- 3, 5- Di car bonsi ure, wel cher der

ai | genei nen Fornel |.entspri chtt! CH,4 COO A- N - CHCH2C
H(Ph) 2 10 | | l! B "Rl H3C - N
H _ (1) 15
- ~~c>~H in wel cher Ph eine Phenyi gruppe bedeutet, Ar eine 2- N|trophenyl
3-Nitr O? h evatyerein Ar?R,3% daid Od drddsiiiafiriad lirr cididl & with @ 33Ldkpi Q@aﬁmﬂyléﬁmﬁéﬁpﬁﬁe baAs A
ei ne vef’zer d(‘étisrdgﬁueAhd(gummgruppe mt 2 bis 6 C Atonen bedeutet, e| ne
ger adket ti pg (ﬁ% {)\H agatioh ¢fya msdefiried inlajm &, tige anMSGmBmsmwbmmgsmga
gegebenenf'fiae drrivatye of the %"‘N%B‘J! ruppe nmit 1 bis 6 C Atomen

nonosubstituiert ist, bedeutet, Rl V\ass rSstof f, eine Hydroxyigruppe oder
eine Al #yigruppe mit 1 bis 4 C Atonen b eutet und R2 Wasserstoff oder eine
Met hyl gruppe bedeutet, eine st em B Form oder ein -
phar mazeuti sch a_nvvendbar es Saur eaddi tYjonssfff z davon. 2.t*gendei ne der

f ol genden Ver bi ndungen oder i hre pharfazeufji sch anwendbaren Sl ureadditions-
sal z: 28 Met hyl 1, N-di et hyl - 2 ropyl)-2-amnoithyl -

1, 4- di hydr o- 2, 6- di net hyl - 4- ( 3- ni 3rophengl ) - pytlidi n- 3, 5-di car boxyl at;

Met hyl 1, N-di net hyl - N- (3, 3- di phenyl propyl ) - 3- ani nopr opyl
1, 4-di hydro- 2, 6-di net hyl -4-(3-nitro- phgnyl )_-'pyri di n- 3, 5-di car boxyl at ;
Met hyl &, 1, N-trinethyl-N-13,3-di phenyl propyl)-2-am noi t hyl

1,4-di hyd r \Qﬁgeu@ n%é‘ﬁi Q’X Ls égf' ggﬂ .H lynp 1 with a compound of the general formula VHI

: HO—A—N—CH——CH;CH(PI’!): (vil)
o . -
R1 Rz

wherem A, R,, R, and Ph are as defined in claim 1.
5. A process for the preparation of a diester as defined in claim 1, the process compnsmg condensing a
50 pyridine derivative of the general formula

OO0H

60

whgrein R and Ar are as defined in claim 1 with a compound of the general formuia YAX wherein A is as
65 defined in claim 1 and X and Y represent halogen atoms, and proceeding according to claim 3.
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0 pheny})-pyridi n-3, 5-di car boxyl at; |sobutyl
, N-di et hyl - N- (3, 3- di pheny! propyl) - 2-am noi t hyl
1, 4-di hydro-2, 6-di et hyl - 4- (2 3 chl or - hen | ) - pyridin-3,5-di car boxyl at;
2- Propoxyat hyl 1, N-di met hyl - Qil"EﬁeQ\ pyI) 2asm noat hyl
1, 4-di hydaa&n&n@rﬂ:hmhﬁlvm%&tﬁtenda@m p'oR o L0 ¥LisHi N- 3, 5- di car boxyl at;
35 2- Pr?E:EOXZI t hy lihglh Nl-)dl met hy1ld-'Dl\|-w(diq§$_;jl phenpél propélm)d'I 2- aE;enodl t hyl
dl hyd o!- X6 metrisgrer DiegenyonrighDi imethylkngtidin-3,5 boresé x\y Idhibr der
- '?Le"f‘ sﬁ%‘ &;‘l*’{"tsﬂ'y‘iﬁel
1, N-d| rret hyI N- (3, 3-di phenyl Fopyf | -2-am noi thyl 1,4-dihydro-2, 6-
di met hyl -4-(3-nit rophenyl ) - pyri-di n-3, 5-di car boxyl at 2- Propoxyi t hyl
1,1, Ntrimethyl -Nt&09Cqj ph | }-B-amm n-OIde)]%CH(ph)
1, 4- di hydr o- 2, 6- di net hyl - ni trophehyl - pyfidi n- 2 5-di car boxyl at ;
und 2- Propoxy-1, 1-di rret hylj R
1,1, Ntrinmethyl-N-(

yl)-2- am1n0| tzhyl 1, 4-di hydro- 2, 6-

di met hyl -4-(3-nitrop nyI) pgrldi =3, 5-di carboxylat. 3. Verfahren zudI)
Herstell ung eines Diesters nach Anspruch 1, dadurch gekennzeichnet, dass
ei ne Ver bi ndung .der al | genei | Ren Fornel 11 Ar-CHO

t11 Wori nn Wélchsk Bh dife FhBSYIJruEH8 bddelRE, AP&ifY 4-NitrSpheRjid 3-simaerrenwen bmdufpgerﬁ,e lbder

al | ge nei rﬂ;;pﬁﬁmnvé-{yl-tﬁd:bpeaﬁdeutet. A eine verzweigtkettige Alkylengruppe mit 2 bis 6 C-A@}mml o

th). vvorl msea& ger(ep @teaﬁtvls-apm i Pif 8 G-Atespene vel¢hg gogeb ) 2
R S s R
oder (b) e%résE ei'neé ﬁr%@%lr &ﬁ Bhari woRBtiakds Péécﬁut éé%hl

definiert i &H{gemdleXeﬂo@ehbh Vgdhdingeh bad ane ﬁbarmk@ﬂdﬂﬂﬁv&hﬂbaﬂnfﬂiuredﬁﬂ:oﬁ@
Konflensatsakd t ei ner Ver bi ndung der al | genei nen Fornel V. CH3-

(V) NI 25 NH2 dé?yl*l A-dip ethgTN @3-djp °"V'H§prb'2'f@3‘°6@ﬂ 1BleI‘ygfoﬁérdgﬂgpyl-k(%@oqhﬁnyl)--

Anspr uch Pl e 534850 5l PRI, i o2l Yo nlung

der ali gqmmyn@x)ndﬁogg:e aryé,xylag er gebe % k 8@ COOR S

AI QOC<OOR  Methyl 1,1,N-trimethyi-N-(3, 3-d|phenylpro;(N42)am7t(bathyl1 4-d|hydro-2 6-d|methyl-4-(3-mtro- H
30 qtqeryl)-pyndm% 5-d|carboxylat esem Ans pr UC h

def i niert N 'B"ﬁ"ﬁ'pﬂﬁé’b‘? ﬂE’ﬁ“I"VbIH'F'HY"é??G'Qﬁ"l?ﬂ"'mﬁ Sidiprien) | e,
hkngf?) % E’tﬁvl e F??OF

dass Al €l d..a’?th,dm S 0oy B2 AW Rl ey £12%°
G uppe defichRigha@TRyfidmn3,5aicabxylaly umgewandel t wird
35 2-Propoxyithyl 1,N-dimethyl-N-(3,3-diphenyipropyl)- 2-am|noathyl 1,4-dihydro- -2,6-dimethyl-4-(3-nitro-
phenyl)-pyridin-3,5-dicarboxylat;
_ _ 2-Propoxy-1,1-dimethylathyl 1,N-dimethyl-N-(3,3-diphenylpropyf)-2-aminoéthyl 1 A4-dihydro-2,6-
dimethyl-4-(3-nitrophenyl)-pyridin-3,5-dicarboxylat;
2-Propoxyithyl 1,1,N-trimethyi-N-(3,3-diphenylpropyl)- 2—ammoéthyl1 ,4~dihydro-2,6-dimethyl-4-(3-
40 nitrophenyl)-pyridin-3,5-dicarboxylat; und
' 2-Propoxy-1,1-dimethyléthyl 1,1,N-trimethyl-N-(3, 3-daphenylpropyl)-2-ammoathyl1 /A4-dihydro-2,6-
dimethyl-4-(3-nitrophenyl)-pyridin-3,5-dicarboxylat.
3. Verfahren zur Herstellung eines Diesters nach Anspruch 1, dadurch gekennzeichnet, dass eine
Verbindung der aligemeinen Formel Il

e | m

Ar—CHO
worin Ar wie in Anspruch 1 definiert ist mit einer Verbindung der allgemeinen Formel i
50 - | CH,COCH,CO0A, o
worin A, (a) eine Gruppe der allgemeinen Formel IV _
~—A—N~CH—CH,—CH{(Ph), ' (i)
R R,

in welcher A, R,, R, und Ph wie in Anspruch 1 definiert sind, oder (b) eine Gruppe der allgemei.n'en Formel
AX, worin A wie in Anspruch 1 definiert ist, und X ein Halogenatom bedeutet, kondensiert wird, das
éo Kondepsat mit einer Verbindung der allgemeinen Formel V

CHy;—C=CHCOOR V)

o, |

T




4. Verfahten nach Anspruch 3, wobei Al eine Gruppe der Fornel AX bedeut et
und di e Umwandl ung der G uppe AX in eine Guppe der allgeneinen Fornel |V-.
durch Reaktion der Verbindung der aligeneinen 20 Formel VI mt einem
3,3-Di phenyl propyl am n- Deri vat BB 0153016 RIn rornel Wi | HN- CH- CH2CH( Ph) 2
(M) 1 lin Reeicher Rid i AfspRidn 1RAMBE idthzulViRBaktih §¥bpdhiiind, luntl Gink Vietdiridusd det,
ausgef uhrdiigsthdibn FormeMarzli alyelsn zur Herstel l ung eines Diesters nach Anspruch
1, d\jurch gekennzei chnet, dass ein P‘le di nderivat der all genei nen Formel r
30 ROCC COOAX 35

1HC ® N 3
1 definiert sind und X ein Haaioge
Di phenyl propyl am n- Deri vat der all ggrnei
definiert, kondensiert wird. 6. Ve zur Herstellung sines Diesters
nach Aﬁ%pruch 1, dadurch geke : g.ei'n Pyridinderivat. der

al i genei nen Forrrel r 45 ROCC &0H 50

H3C . | 43H3 55 in wel cher Wnd Ar wie in Anspruch 1 defl ni ert
sind, mt einer Verbindung der ali g i nen For rrel ,% q—i-q—i (‘Ph)2
(Vil | ) 4 in yvelcher A, wie in diesem Anspruch defi me;t ist und Aru "F%eesg | :?eqﬁuw ;Eﬁli n vﬂw

und Ph vmr_%"j“ﬁ %Q@;@ﬁé‘r?"ﬂ?'&?‘?‘*“sfh SRS et t ahren zur
Her st el | Ungq 8leR@, ﬁhﬁ‘ipﬁjcﬁ@%béfﬁmddmuﬁbe dé&dh‘ﬁeﬁ AX @pedenron am dih\dew;andﬂ\aus

ei N 65 14ef Gruppe AXVh ein®Sruppe dePalgecthbiBerOFDEME IV iRgakticwedsr Yerbindyng daf qligemsiteden
For mel 20ArFoR@DY mit einem 3,3-Diphenylpropy(amyin-Berivat der alfgemeinen Formel VI13 in wel cher R und
Ar wie in Anspruchl1l definiert si r Ver bi ndung der al | geng n
Forpel YAX, .6 .worin Awe in Ang‘g_r'cmé%h fniert ist und X und Y Re

Hal ogenat one dar stell en, kondensi er,tR\w rd und ent spr echend Anspr uch 5

vor gegangen: wird.
worin R,, R, und Ph wie in. Anspruch 1 definiert sind, ausgefuhrt wird.
5. Verfahren zur Herstellung eines Diesters nach Anspruch 1, dadurch gekennzeuchnet, dass ein
Pyridinderivat der allgemeinen Formel

40 ijn wel ghgr Ar, R und A w e in Anspruch
utet, mt ei nem 3, 3-
en Formel VII, wie in Anspruclh 4

‘30 _
"ROCC

35

40 in welcher Ar, R und A wie in Anspruch 1 definiert sind und X ein Halogenatom bedeutet, mit einem 3,3-
Diphenylpropylamin-Derivat der allgememen Formel Vii, wie in Anspruch 4 definiert, kondensiert wird.
6. Verfahren zur Herstellung eines Diesters nach Anspruch 1, dadurch gekennzelchnet, dass ein
Pyridinderivat der aligemeinen Formel

ROOC OOH

50

55 in weicher R und Ar wie in Anspruch 1 definiert sind, mit einer Verbindung der aligemeinen Formel Vill
HO—A—N—CH—CH,CH(Ph), . {viii)
||
. Ry R,

in weicher A, R,, R, und Ph wie in Anspruch 1 definiert sind, kondensiert wird. .
* 7. Verfahren zur Herstellung eines Diesters nach Anspruch 1, dadurch gekennzeichnet, dass ein o

65
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;- I 8. .Pharmazeutische Zubereitung bestehend aus ei nem Di ester nach
Anspiruch 1 oder Anspruch 2 oder ei nem pharnazeuti sch anwendbaren

Saurjeaddi tionssal z davon in M schung§6n t einem pharmazeuti sch anwendbaren
Verdunnungsni ttel oder Tragerstoff 63916, 1uche for den

Ver t'r agsst aat Pyridifdelivat\der figbrh@nenZafmdrier st el | ung ei nes asymetrischen

Di esters.von 1, 4-Di hydro- 2, 6-di net hyl - pyr|d| n-3,5- ' Dicarbonsiure, welcher

- der; ali\l genei nen Fornel | entsprlcht 25 Ar)FROOC COO A- \-
-CHCHZCH( Ph)2 30 I | rooe-~~R oon 2 H3C N H3
(1) in wel c5her Ph ei ne Phenyil gruppe 7 Ar sine 2-N trophenyl -

32 Nltrophenyl -, 2,3-Di chl orphenyl - ode" ur azan- 4yl - G uppe. bedeut et, A
.ei ne ver zwei-gt ketti ge Al kylengr uppe . ?N s 6 C Atonen bedeutet, R sine
geradket ti ge ‘odei” verzwei gte Al ky#gfilppe mt 1™8Hg 6 C Atonen, wel che
gegebenenf# |'s durch sine 40 Al koxygrupSE mt ibis 6 C Atonen

nonosubstituiert ist, bedeutet, R Wissergtoff, sine Hydroxyl gruppe oder
ei ne. Al kyl'gruppe mt 1 bis 4 C Atomen bedbutet und R Wasser st of f odor sine
Net hy| gr uppe’ Desisherdtund da wigrie Anspeded it defisisry sindy mit einer/edinduna dey pliagmelnen fogpel YAX,

e Fy? wiq m ns 1 définiert ist und X und Y Halogenatome darstellen, kondensiert wird und
) ali ge | ner? ntsp ;i::hen Ans ruch -Vor a en wi ‘(H
J45 worin Ar. W

al i genei nen Faneme bhdn’nilze Isaureadditionssalz davon in Mischung mit einem pharmazeutlsch _
- 11'). so.i-n .wel atvendbaren(Vajdisnungsniitel pder Tchgerstaff] gerrel nen Fornel |V ' _
-A—N—CH-CHib (V) R R2 55 worin-

A "R, R2.und é’??‘%ﬂ‘%’"f'ﬁ"?ﬂdéggf‘ﬁ"ﬂmfﬁéﬁ definiert sind, odor (b) sine

G uppe der al-i-gangdrasien fup HEmRlellg einbd asyBnetRSdher Didétés Vdh 1¢-m5@m—mm’eﬁ9¢byndm-3 5-
defrniert i stD-uamIonXauie mlubérﬂgueangirmnedafbsﬁeel dntsprigbbndensi ert wird, das
_ Kandensat pgé.t- ei ner Ver bi ndung der all gemew nen Fornel V 60

- CH3-C=CHCOOR - Ar (V) NH2 65 .

| 1ilil] ~~~~m e 11111 p11 1lill 11 nill EP 0 153 016 Bl | n)

wel cher Rwi e.in di esem Ro® ot—|5t- Nwr Coolgftu(cah)gebr acht wird,
um'ei ne Veghi ndung der ali gengy rmel Vi COOR .

D 1 | | -( 1) 29 |

e N Hag . | Cw

e " in'welcher Ph eine Phenylgruppe bedeutet, Ar eine 2-N|tropheny|- 3-Nitrophenyl-, 2,3-Dichlorphenyi- oder -
- Bezofurazan-4~yl-Gruppe bedeutet, A eine verzweigtkettige Alkylengruppe mit 2 bis 6 C-Atomen bedeutet,
- ... R eine geradkettige oder verzweigte Alkyigruppe mit 1 bis 6 C-Atomen, weiche gegebenenfalls durch eine
@ Alkoxygruppe mit 1 bis 6 C-Atomen monosubstituiert ist, bedeutet, R, Wasserstoff, eine Hydroxylgruppe
.. -oder eine Alkylgruppe mit 1 bis 4 C-Atomen bedeutet und R, Wasserstoff oder eine Methylgruppe bedeutet,.
dadurch gekennzeichnet, dass eine Verbindung der allgemeinen Formel It

Ar—CHO | : . o

worin Ar wie in diesem Anspruch deﬁnien Tist, ;nit éfner Verbindung der aligemeinen Formel i

génﬂ la6d Jinehﬁﬁuestéfh&ch@lnﬁ'ﬁﬁch\(%&'wm 204R6r -

CH;COCH,CO0A, o

s0 _in welcher A, (a) eine Gruppe der aligemeinen Formel IV

—A—N—CH—CH,—CH(Ph), (V)
1 . .
Ry Ry
- _

worin A, R,, Rz und Ph wiein dlesem Anspruch definiert sind, oder (b) eine Gruppe der allgemeinen Formel

AX, in welcher A wie in diesem Anspruch definiert ist und X ein Halogenatom darsteilt, kondensiert wird,

. das Kondensat mit einer Verbindung der aligemeinen Formel V'

et : ' : —CHg-—C|=CH_COOR a V)

NH,

R T




H 15 woriin A, Ar und Rwi e in diesem Anspruch. defi niert si nd, zu ergeben,
und imFall, dass Al eine- G uppe der aligeneinen Formel AX bedeut et, diese
in eine Gruppe der allgeneinen E ndelt wird. 2. Verfahren
nach Anspruch 1, wobei Al eine uﬁh%&% AX.bedeutet und die
Umwandl unig vikgherCK WRAR didséni AnspiurtedeBnien s zurReaktioh getrednhwind. oY #ied Varkjndne Elpf
Reaktlon tligemeleerbifondel Yy der al i geneinen Fornel VI mt einem .

: Di phenyl propyl am n- Deri vat der alAxgenei nen Fornel Vil 20 ,

- GH2CH( Ph) 2 (M1) I I R R 25 worin

RI R2 und Ph wie in Ansprudn©®¢ R ausgefihrt wird. 3.
Verfahren zur Herstellung eines D nach Anspruch 1, dadurch = (y1)
gekennzei chnet, dass ein Pyridinder er allgeneinen Fornel r 30 ROOC
COOAX 3p © H.C N NNC H-~~~3 40 .in
wei cher Ar, R, Aund X wie in Anspruc 1 defimiert si nd, mt ‘ei nem
3, 3- Di phenyl propyl am n-Derivat der al ITgemei nen Fornmel VII wie in Anspruch 2
definiert, kondensiert wird. 4. VerfaHren zur Herstellung eines Diesters

nach Ar}? p WWA,J—Ar ;ﬂaﬂ%&.h dﬂ&‘éﬁﬁm}aﬁw&ﬂ%n s:ﬁ@?@er&ﬂb@n, BXJ |hq=|an qggs'AV aitwe él%f)pe der

al | gerrEI N@IiyemBihéFormel.AX bedéUtet, diese in eine Gruppe der aligemeinen Formel IV umgewandeit wirfl.
O—| so 2. Verfahren nach Anspruch 1, wobei A, eine Gruppelder FormellAX-bddeutet und die Umwandlung H3

der Gruppe AXin eine Gruppe der aligemeinen Formel IV durch R?ahtl nqqngjglm aligemgijngn | n
Ans pr ug%}“ﬁ'@\‘ Y mitsinem3ffirhepyiprogyiamin-Dodyah F?{dﬁ?fg“*ﬁ'@‘i’w hei nen Fornel Vill

HO- A- N-CH- CH2CH(Ph) 2 HN—CH—CH,CH(Ph), . (vill) 60 (v

I R R2 worin A, R, R2 und Ph wie in Anspruch 1 definiert sind, .
konden5| ert w rd 65 16 1 BR1BI11 i) 1 11 11111 O EP
0153 01? Bl 5 zur ii&%{ el | ug ei nes. [ ters nach Anspruch 1,
dadur ¢’ g &%n iy %ﬁ?’i %ﬂ i da%l,.lcgeg@remﬂrl@g[agg{g@m

gr ROCC Pyndmdenvat der allgem
H3C

30

35

40 in welcher Ar, R, A und X wie in Anspruch 1 definiert sind, mit einem 3,3-Diphenylpropylamin-Derivat der
allgemeinen Formel VIl wie in Anspruch 2 definiert, kondensiert wird.
4. Verfahren zur. Herstellung eines Diesters nach Anspruch 1, dadurch gekennzelchnet, dass ein
Pyridinderivat der allgemeinen Formel

ROOC
. .
H3C
55
i_n welcher R und Ar wie in Anspruch 1 definiert sind, mit einer Verbindung der allgemeinen Formel Vil
HO—A—N—CH—CH,CH(Ph), tvin
0 Ll | | %-;
worin A, Ry, R, und Ph wie in Anspruch 1 definiert sind, kondensiert wird. | ""
. .
o DR
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i*n wel cher R und Ar wie.in Anspruch 1 definiert sind, mt einer Verbindung
der al i genei nen Fornel YAX; worin A we in Anspruch 1 definiert ist und X
gnd Y Hal ogenat one bedeutet, kon ' ] nd ent sprechend Anspruch 3
jor gegangen wird. 20 Revendi catiﬁ]s‘*)gﬁg ‘ﬂé%ats contractants: BE CH Li
DE FR GB | T B\NVéxiahiSk zilr. Hédsteltling ings D&Styﬁ'&ta&h Ahigprite 1, 'dadurdiegetdnnieibhRet, Lddds ein
i 6t hy| - Pygdipgarivetidecalideroeindpdieytel que- 3,5, |' ester reporidant A la fornule
héngrale | Ar 25 ROCC A -N-CHCH CH(Ph)2 30

’ . H
H epr6sente un groupenent
phényl, nitro-3 phenyl,
40 A reprdsente un

‘ 5
1) 3 - 3L 3=
bhényl, Ar .repr6sente un groupenent
di chl oro-2, 3 phenyl ou benzof urazane
grouperygnt al coyl i ne en chal ne ranifeg ortant de 2 3 6 atones de
carbone,” R repr6sente un gr oupétg&it al coyl e zhatne droite ou ramfiee
ayant de 1-3 6 atones de carbone, 6ventjel | enent nonosubstitu6 par un
groupenent al coxy -ayant de 1 3 6 atonegl de carbone, Rl represente un atone
(o} hydro bne, un groupenent hydroxy ou un groupenent al coyle ayant de 1 3 4
at ones 'de icasiEeAR uncAr wie in Apruti’t deBRiER SR tnfit ditfdr %rl?ﬂ&ng dbé’a%é?%% FOlthet¥ax,
gr oupenentwonig tAhyrie: in neprichr trdefinte@rig&amt i Xugiie IHaIhenatdfdEieBeuldl, KoRdenSibrt wird und
d' addltloﬁ"‘&E’F‘a‘é"WPWﬁ'bémfﬂwmmfdaccept abl e de ceI ui-ci. 2. L'un

guel conqu 0S6 vant s ou e tlon aci de

phar rra@‘éuﬁ“h ﬁé‘ﬁgp %b? cQuiractats: Lgeﬁ%‘t% SE) 'N'N- (di phényl -3, 3
propyl) am np-uk &a&wl asgrhéidiglieOte liadiasl |dﬁi§&rb}1|4'd2m§h\(|ﬂ|6td'yﬂdlge Qﬂ?rﬁ&!y)iqu@a[%}’“swr ne
dicar boxy Irépbedadt Hia f&iﬁmh)dénéiamﬁt hyl -1, N N- (di ph6ny1 , 3 propyl) am no-3

propyl di hydro-1 4 din6thyl - (nitro-3 phényl)- 4 pyrldlne
di carbd%yl ate-3,5, Mot hyl tr| thyl-1,1 , N N (di phényi-3,3 propyl) am no-2

6t hyl di hydro-1,4 di | - L (nitrQ-3 6nyl ) - r.i.di ne

di car boxyl at e- 3, 5, w@%ﬁ%’( 89 -pIRL' D agﬁlzé*%mopyl) am no- 2
*t hyl di hydro-1,4 d| n6t hyl - i chl oro-2, 330h6 |)-4 pyridine

di carbexyi ate-3,5, Propoxy6sthyl - di n6t hyl -1, ¥ N-€di phényl -3, 3 propyl)

am no-2 dt hyl di hydroH]a, ' y Be (di chI oro- 2,3 phhnyl)-4 pyridi{1d
di car boxyl ate-3,5, 60 PropExyGt hyr-2 di n6t hyl -1, N N- (di phényl -

propyl) amno-2 6thyl dihydro-g¢,4 di nﬁthyl 2,6 (nitro-3 phényl)-4 pyridine
di carbexyl ate-3,5, Propoxy-2 dinbthyl-1,1 6t hyI di met hyl - 1,

N- ( di ph6nykns3aguelr opyl ) . ami no-2 6t hyI d| hydro-1,4 dinbthyl- 2,6 (nitro-3
phényl ) - 4 pyRh rdbmdsentdi unardypsperpbéngl, 5. Pr opox 6th | -2 trinmethy I-1 1 ,N
N-(di ph6n)a - A repriepi9yin ProsReTTRA! Ditrg? HW‘V' EPF'H?(B &d'&h'?fPﬁé*tpﬂfﬂv' %“l?“quH’szBe% 65
p he nyI Jo 4 DYA E&b@&tﬁb&ﬁ@&mk@aﬁc@y&e% chdinelrimifice Q:m;]ortanMde 226 atomes de carbone,

R représente un groupement alcoyle en chaine droite ou ramifiée ayant de 1 4 6 atomes de carbone,
éventuellement monosubstitué par un groupement alcoxy ayant de 1 a 6 atomes de carbone,
R, représente un atome d’hydrogéne, un groupement hydroxy ou un groupement alcoyle ayantde 13

W, 4 atomes de carbone, et
45 R, représente un atome d'hydrogéne ou un groupement methyl
une forme stéréochimiquement isomére ou un sel d'addltlon acide pharmaceutiquement acceptable de
celui-ci.
2. L'un quelconque des composés suivants ou leurs sels d’addition acide pharmaceutiquement g
| acceptables:
50 Méthyl diméthyl-1,N N-(diphényi-3,3 propyl) amino-2 éthyl dihydro-1,4 diméthyi-2,6 (nitro-3 phényl)-4
" pyridine dicarboxylate-3,5,
Méthyl diméthyi-1,N N- (dlphényl-3 3 propyl) amino-3 propyl dihydro-1 4d|méthyl-2 6 (n|tro-3 phényl)-
4 pyridine dicarboxylate-3,5,

Méthyl triméthyi-1,1,N N-{diphényl-3,3 propyl) amino-2 éthyl dihydro-1.4 dlméthy| 2,6 (nitro-3 phényl)-
55 4 pyridine dicarboxylate-3,5, .
Isobutyl diméthyl-1,N N-(diphényi-3,3 propyl) ammo-2 éthy!l dihydro-1,4 diméthyl-2,6 (dichioro-2,3
phényi}-4 pyridine dicarboxylate-3,5,
Propoxyéthyl-2 diméthyl-1,N N-{diphényl-3,3 propyl) amino-2 éthyl dihydro-1,4 diméthyl-2,6 (dichloro-
2,3 phénvyl)-4 pyridine dicarboxylate-3,5,
60 Propoxyéthyl-2 diméthyl-1,N N-~(diphényl-3,3 propyl) amlno-2 éthy! duhydro-1 4 diméthyl-2,6 (nitro-3
phényl)-4 pyridine dicarboxylate-3,5, .-
Propoxy-2 diméthyl-1,1 éthyl diméthyl-1,N N- (dlphenyl-3,3 propyl) amino-2 éthyl dihydro-1,4 diméthyl-
2,6 (nitra-3 phényl)-4 pyridine dicarboxylate-3,5,
Propoxyéthyl-2 triméthyl-1,1,N N-{diphényl-3,3 propyl) amino-2 éthyl, dihydro-1,4 diméthyl-2,6 (nitro-3
65 phényl)-4 pyridine dicarboxylate-3,5, et
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EP 0153 016 81 Propoxy-2 din6thyl-1,1 ethyl trinethyl-1,1, N N-(diphényl-3,3 3
propyl) amino-2 ethyl dihydro-1,4 dinethyl-2,6 (nitro-3 phényl)-4 pyridine ?
di carboxyl ate-3,5. 3. Un procedgpqqsitg @pration d un diester selon la
revendication 1, ledit proc6de consistant a X .+ condenser un conpos6 de
f or mul e g6nBropbxg-2|diméhyl A @ triméthyl-1,1,N N-(diphényi-3,3 propyl) amino-2 éthyl dihydro-1,4 . | )
dans | aquelishéthyl-26 (niteq-3 phéhyicpryridi@d dicarbogvlete-36a revendi cation 1, sur un conpos6
de f.ormul e &effeprasédé ppyrla U?paratiqn d’un diester selon la revendication 1, ledit procéqd eansigtam @001
dans T gquerl SseAI“"F%B‘Pé%%?i pgnylegénéraled qupement de formule generale IV

-A- N (CH CH2--CH(Ph) 2 ' " Ar—CHO (I'V) 15 R1 R2 dangm
laquelle A, RI, R2 et Ph sont tels que definis dans la revendication 1 ou
(b) un grisnplemestie Atest tol auel défie) GaSyia rexendicatiparis sur o oemrosé de foapulg gdnémled!! d6f i ni
dans | %" revendi cation 1 et X repr@geRich.ddaadt ome d' hal ogene, 20 a fai @

réagir le produit de la reaction sut"un*conpos6 de fornmule g6né6rale V
CH2- C=CH(dahRadilldile & reprasentel (@Qv @duperibnt 8é fokrilie Géndra®Gy i ni dans | a

revendi cati on 1 pour donner un COEBOSG de formule gébn6rale VI A 30

Al 00C COOR 1 IA—N—CH—CH~CH(Ph). ¥\ )
U3 HéCl NH3 H 40 dans |aquelle Al est

tel que défini dans cette revendi cat |R6n et Ar et Rsont tels que dMinis

dans | a rdausiagliet®d,iR)IR, &t Phabnt téds qul définisatsie Fdvenditatioh @u [t U8 GloupkenehtdefoHrale

g6nér al e géhgérale AXdensdagmsileAtestyel ane délini dams lrevandication | edereprésentgiup algma dihalbgsng.\/.

4. Un pt tiBiroreagin i prodyit dedg s4agtion spi Wrromepes fle forayigarnésde ¥V epr 6sent e un |

groupenent de fornule AX et la cor&y,g_r‘g; gég groupenent AX en un groupenent

de_formul a generale IV est effectuee en taisant reagir lei 45 conpos6 de .

formul e gén6rale VI sur |le d6riv6 de NHph6nyl -3,3 propyl am ne de fornule

gbnerake VII HN-CH CH2CH(Ph)2 R1 R2 50 dans | aguelle RI, et Ph sont tels .
vopdasPin o474y

que def i nfaos [agyrlle R gstitel gus défin dans]p reyendigation ] pRPTAORRAS U EAT AVH' un
diester selon la revendication 1, legit proc6d6 consistant a condenser un
derive de la pyridine de fornule genefale ss 5r- ROOCC COOAX
60 4 30 | H-a3600¢ N H3 &poks 1il 111111
il 2il 11 o011 - :
- (VI)

H,C

B

4 dans laquelle A, est tel que défini dans cette revendication et Ar et R sont tels que définis dans Ia_
-revendication 1, et, si A, représente un groupement de formule générale AX, en le convertissant en un
groupement de formule générale IV.

4. Un procédé selon la revendication 3 dans lequel A, représente un groupement de for!'nule AX et la.
v conversion du groupement AX en un groupement de formule générale IV est effectuée en faisant réagir le
\— 45 composé de formule générale VI sur le dérivé de diphényl-3,3 propylamine de formute générale Vli

HN—(IZH—CHZCH(Ph)z
|

Ry R,
50
dans laquelle R,, R, et Ph sont tels que définis dans la revendication 1.
5. Un procédé pour la préparation d’un diester selon la revendication 1, ledit procédé consistant a
condenser un dérivé de la pyridine de formule générale : :

55
ROOC
60 “
H3C
65

) O




éP 0153016 Bl dans l.aquelle Ar, Ret Asont tels gue definis dans la
revendi cation 1 et X repr65ente un atone d' hal ogene, sur |e db6rive de

. di phenyl -3, 3 propyl ami ne de fO“EﬂCbQBQ%H%‘b%f' tel quo defini dans |a
revendi cation 4. 6. Un procede pour l'a preparation d un diester selon |la
revendi cadanglaquefle A Hiet A ginowels dGe diainis 4B tarbveadization 1 etcOatéseste un aome dihaldgende | a

pYr i dI ne sﬁélefcgfwﬁ_ﬂeéil ényd-3, gp@pylam formule générale Vi tel que défipf dpns la revendication 4.
procédé pour la prépara%? dnester selon la revendication 1, ledit procédé consistant &
for

Tl - N g;
1 do\ng P aégﬁ net u&dénvé efap Fm ule gécli\ér le

Inis dans |a revendication 1 sur
un conrpos6 de fornulo 96n6rale V‘I
HO- A- N- CH CH2CH( Ph) 2
lia'uelle A, R, R2 et Ph soMRPOF
7. Un proc6d6 pour. |la preparation
| edit proc6d6 consistant. a condense

_ (M11) R R2 dans
dans |l a revendication 1. 25
ester selon |a revendication 1,
6rive de la pyridine de fornule

gbnerale r 30 H.C OOH H3C.
N4AH 35 3 Qe L , dans
|l aquel e R et Ar sont tels quo d6f|n|i dans |l a revendication 1, sur un
conpos6 de fornul e genéral e YAX dans Haquelle A est tel quo d6fini ‘dans |e

revendi CafahBqubnéh et’Ar Sdnt %Isrqﬁpaéiﬁﬁ Ggrﬁné re%ﬁlcﬁ{op Wt uf} c&n&@%}mgmie herfiB it

proc6dant selon la revendication 5. 8. Une conposition arnaceu | que
conpregant un di ester selon IaHmemeNdmaaCHgmehou | a - revendlcatlon 2 (gl un
sel d'addition acids pharnaceuthuehedt accept abl e de. ceux ci, nblange avec
un. di l uant ou un eXC|p|ent pharnaceﬂthuenent accept abl e.’ 45

Rouoncl CaU QU8R ol ket SRS 8100 oo s b ﬁuéee'agwnsismﬂv 6
er!se P

prepar gf1on rdig &lh'@d.

pyri di ne dirﬁé\fshmh}déh%lﬁpﬁ;dmbd@&iﬂﬁﬁlel’g epadant Al a formul o gendral e 50 _
Ar ROCC COO -.A -N -CH CH(Ph)2 55 ROO I gX "R R1
2 H3C N H(1) 60 .

nyl ; Ar reprGSente un
di chl oro-2,3 phényl ou

"H dans_| aquel | e Ph represent ooa
20 . . .

- groupenent nitro-2 phényl, nitro-

“benzof urazane 4- 65 yl, tc~~

TS 19 111 11111 11111 11 1111

dans laquelle R et Ar sont tels que définis dans la revendication 1, sur un composé de formule générale
YAX dans laquelle A est tel que défini dans la revendication 1 et X et Y représentent des atomes
d’halogéne, et en procédant selon la revendication 5.

8. Une composition pharmaceutique comprenant un diester selon la revendlcatlon 1 ou la
revendication 2 ou un sel d’addition acide pharmaceutiquement acceptable de ceux-ci, mélangé avec un
diluant ou un excipient pharmaceuthuement acceptable.

40

\— 4 Revendications pour I'Etat contractant: AT

1_. Un.procédé pour la préparation d'un diester asymétrique de l‘acide dihydro-1,4--diméthyl-z,e
pyridine dicarboxylique-3,5, I'ester répondant 3 la formule générale |

50

|
55
Ry Ry
(1)
60
dans laquelle
Ph représente un groupement phényi,
Ar représente un groupement nitro-2 phényl, nitro-3 phényl, dichioro-2,3 phény! ou benzofurazane 4-
& vyl
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EP 0153 016 Bi~ A represente un groupenent al coyl ene en chatne ranmfibe
conpor t ant de 2 3 6 atones ‘de carbons, R represente un groupenent al coyle
en chalne droite ou ram fiee ayggp GGISB 816 gyones de carbone,

event uel | enent nonosubstitu6 par un gr ouperrent al coxy ayant de 1 A 6 atomes
de carbone, ARépréspreGmandupertent altayipe eih Ehathe caifids, cothporgin DAEEAE Btbmby/dlr @xpn@u  Un
grouperren & reergs eetearyamupmemiepve efwhweﬁmse qjaamifiée aypnt de dd 5R2°"PQ§[§‘P&@’§¢TP€ un
ato P#’% resen un tOﬂgﬁﬂF gg théypttde %gaee ::(b)gre%natntﬂaé‘l a
cond %er4h&BmQ ga gén i Yydro un groupement alcoyle ay:

(11) 10 dansazb@easahéﬁhAameamy&@énqmmlﬁsmaameﬁmmette revendi cation, sur
un conposiéditiproééds parisigtagiGrmendenser uh tém ol BOBHABO G grale i

(111) 1S dans laquelle Al repr65ente ( oln groupenent de forrrul S g6n6(“ial e
IV - A—N—CH—CHZ CH( Ph) 2 (rv) *

~~~~~~~ | dahs Bduete APt 4RE\R defidl dBHs! Btte vevdRdicatior, sBF ulConbBLY deltbimuiieYéRersle il Ni S
dans cette revendi.cation ou (b) un grouperment de formula genérale AX dans

| aquel I e A est teI que d6fini dansHs@@QGHCQQAiendi cati on et X repr6sent ifilin

at orre hc?aln sr\ér %?e (Q)Gu?\ roupemerl3 dggormule gnera?e I(IGaCtlon sur un conmpose

deforllfuleg CHr - C=CHCOOR
NI - NH2 dans Iaquel |l e R est teJ_Aq.lge_gﬁﬁidl.g.i_cﬁ( RS cette revendication . payr
donner un conpose de fornule gé6nérials VI 30 Ar Al CC _ COOR

1
(1 vl )dans g&ﬁ:eA ont tels edé]ﬁn d nscette reve ion ou (b rou ntdeformule
. '“H d l:liré uellez‘f\ e%f $q§é)9 in @*n@ déttd réiﬁfdléa{lcﬁ(m )Sra)ﬁ éﬁéﬂzt un atome
r eyendi Cad'mawgéﬁﬁ, 4 fdire ra ir [eS6 R QI8 lLréabitiok) SuP U Sorfisbsé AX,
convertissant en un-groupenent de fornul o gén~ rale IV ~ 45 .28 Un _
proced® selon | a revendication 1 Gﬁrrscﬁ%lﬁﬂgf‘ Al represente un groupement de
formula AX et |a conversion du group nt AX en un groupenent de fornule
générale |1V-est effectuee en faisant réagir |le conpos6 de fornul o gen6rale
VI sur | edah6ragueité B @st ekl pleciafini dahs Jetfairé@pdicaibiiout Gonheruidbrapdgél ddfomhute déhérale Vi
HN- CH-®H2CH(Ph) 2 501 R R2 dans laquelle RL, R2 et Ph sont tels que definis
dans |la revendication 1. 3. Un procé6de ur la preparation d' un diester
selon la revendication 1, ledit 8roc ~dd fonsistant A 55 condenser un -
derive de la pyridine de fornmfg r Ar ,COOR : '

35

(VI)

dans laqueile A,, Ar et R sont tels que définis dans cette revendlcatlon et, si A, représente un groupe de
formule générale AX, en e convertissant en un groupement de formule générale IV.

\_ 45 2. Un procédé selon la revendication 1 dans laquel A, représente un groupement de formule AX et la
conversion du groupement AX en un groupement de formule générale [V est effectude en faisant réagir le
composé de formule générale VI sur le dérivé de diphényi-3,3 propylamlne de formule génerale vil

. HN—CH—CH,CH(Ph)z
so | -1
' R, R,
dans laquelle R,, R, et Ph sont tels que définis dans la revendication 1.

3. Un procédé pour fa préparation d’un diester selon la revendication 1, ledit procédé consistant
§5 condenser un dérivé de la pyridine de formule générale

i 4

ROOC COoOoAX

65 l! .
| o ) 0 D
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. COOAX 60 * ’ i
N CH36520 FETEETEE id i 11 EP
(0153016 81 dans | aquelle Ar, Aet X sont tals quo definis dans la
revendication 1, sur le der|v6 &P D 1ps A6 BL , opy am ne de formule

général e gdnk Iaﬁ@élleqyeﬂ R4 W lonf AR ub Fedri &R la rg;eng %aagn 1, U{ kN épv & 69 6hegq".’ir | a
pr epar at i gropythmife &b géﬁ&OLIQ Nk gqueE‘déﬁ d tionSX 86t ent
a candenser 4udn dﬁcédé odela IpRsparygtionChi‘uediébeer fsadsmlalr&eg:ﬁ&ﬁbrai eedf: ﬁroc%EZXannstant 3
001H C} condenser un dérivé de la pyridine de formule générale 11 Il H3C

H3 5 r 1 dans laquelle R et Ar
sont tels quo d6f|n|s dans | a revendi cqtion | sur un conpos6 de forml a
g6nerale Vtll 20 . ROOC~ ~CO0H HOA- N- CH CH2CH( Pht 2

(M 11i) | RR 2 dans laquelle A Ph sont tels que- -definis dans
1la revéndlcatlon 1. .25 5. Un pr our la pré6paration d' un diester
selon la revendication 1, Iedih ﬁr g ' Hproc_6d6 consi stent. A o
condenser un dé6rivd de |a pyridBne de @enbrale r ROOC - COH 30
H3C _ H 35 ' o : S
3 dans”laquelle R et Ar sont tels qua gi~finis dans | a revendicatioon 1, sur
un conpose do formula generale YAX dans |aquelle A est tel qua d6fini dans

| a r evendiaagipqusiie R etdr st tefs ave dédipis dersii revhndication frew ud bmoegd!ﬁfermt&géwale Mt

pr oc6dgnt .sal on I.a_ .r evendi Catl%—A—ﬂ—CE—CEEHﬁ’g)gGS I L . Vil

. R1 Rg

AR N '

) dans laquelle A Ry, R, et Ph sont tels que défi inis dans la revendtcatlon 1. : '

5. Un procédé pour la préparation d’un diester selon la revendication 1, ledlt procédé Iednt procédé :

consistant 3 condenser un dérivé de la pyridine de formule générale

ROOC:

dans laquelle R et Ar sont tels que définis dans la revendication 1, sur un composé de formule générale
~ YAX dans laquelle A est tel que défini dans la revendication 1 et X et Y représent des atomes d'halogane, et
4 en procédant selon la revendication 3. .

50

55

W




