licati#n nunber: 0° 000 150 O‘flce europeen des brevets

Bf, E PEAN' PATENT ‘SPECI FI CATI ON Dat e of publication of patent

specification: 2 5581095i3°h°$ RatentamtB: C 07 D 417/04 Applicitlon nunber:

7810016.6 C07 D Afrbel 31/

iling: 15(86' h gF%ppet?Pngl neoégrdvat | vsegﬁﬁé’%& for thelglproduct I on -

ndiphani aceut ™ corﬁiﬁsoeuropéendashrevmu ni ng them PriorityB120.06.77 CH

520/ 77 @ Proprietor. SANDOZ AG 16.03. 78CH 2 .65/ 70
4002 Beset (CH) ~ Data of ubl li cation_ of plication 10.01. 79 Bul letin

9/ 1- : E@ MEENT\@B%QE&%T ONy . publication of

he grant of the European patent 20.05.81 Bulletin 51/20 Designated -

ntracting States: BE CH DE PR OBW NI SE References cited: None give:

i thin ni ne@nDué & publiéadéh of Rianiipbdificanh:i2008.81 t I wEaP CODD 4ET/@4nt of the -

uropean patent. any person % give notice to the Egro:pgaqﬂ@gq.nt Ofice

Eu,opal i sches Pat entant ' Eur opean Pat ent. X £ g@z:o0. 2 LoltnRY (1) O
) (.2/

f opposi t i@rAsplicstiopaumker: FFIMNBE: ent gr ant ed. Not i cep @qya ion shall IL
e filed i ngvhdddrRilhg: 160858Ned statement. It shall not deened to _have - -

egn filed Until the opposition fee has been paid. (Art. 99 (1) European .-

afent convention). Courier Press, Leam ngton Spa, England. . 0000150

ydropyr| dine derivatives, process for their production and. pharraceut [ cal
ofposi ti ons contai ni ng them The present invention relates to
I hydropyridi ne derivatives. The present |nvent|on provi des conpounds of
ormula 1, [err] [err] R2 wherein 15;Terr]. "is hydrogen, alkyl or 1 ta 6
arbon atons, al kenyl or alkynyl or 3 to 6 carbon atons, cyc1 oal kyl. _of 3 to
carbon atons, cycloal kytalkyl of 4 to 8 carbon atoms, phenylal kyl of 7: ‘to’
9 carbon atons or phenyl al kehyl of 9 to 12 carbon atons, the phenyl ring
bei ng unsubstituted or nono, di- or trisubstituted i"n'dependently by :hal oen,
pydroxy or _alkyl or alkoxy of 1 tog 4 carbon atons. [err] ~and [err]. .
ndependent@yDityirapyrRijaidedy@tives. prazeds Ydr thefe prodicgiortand ahivoscouticsl Tomp@iopesonisiningnd
R4 i ndepender®®y- are al kyl of 1 to 6 carbon atons, al kenyl or alkynyl: of 3
o 6.carbon atons, cycl oal kyI ‘of 3 to 7 carbon atom; cycl oal kyl al kyl fof 4
o 8 carbo " I-T0 6 carpbon OXy of Z10 © -
bar bon ato:@ﬁmﬁ%ﬁg?% 10.6 carbor. g élhgal koxyal koxy...of
to 8 carbon atoms al kenyl oxy or al kynyl gxy- ciuamauamar bon atons; cyclo
IkyI oxy of 0 ar.bo t%ﬁ or, cycl.oal Kyl al koxy of 4 to 8. carbon at-ons,

R is h r‘% m&‘]@ﬁfa y or aI koxy @@LMJML.QH 5“gll§ylsulfonyl
-uach of l1to4 carbon ‘atons, . Komhausstrasse 4 = B

: CH-301380mo(0H) :

®. Publication of the grant of the European patem
20.05.81 Bulletin 81/20 . .

® Destgnahéd Contracting Statés:
EECH DEFR GBLUNL SE

' @ References cited:
- None _

Note: Within nine months from the publication of the mention of the grant of the European patent, any person may
give nofice to the European Patent Office of opposition to the European patent granted. Notice of opposition shall
be filed in a written reasoned statement. It shall not be deemed to have besn filed until the opposition fee has been
paid. (Art. 99(1) European patent convention). _

EP 0 000 150 B

Courier Press, Leamington Spa, England.




t he above ®adi. cais alkyl of 1 to 6 carbon atons is preferably of 1 to 4

car bog atoms especially of 1 to 2 C%Wﬂﬁgms Any al kyl, al koxy,

al kyl thio or or alkylsul fonyl radical 1 4 carbon 30 atoms is

pr ef er abl plfyﬂronvr!ﬂrneziemmtﬂ;npra@aesrbr th”éhertuihmuh an® pltmyacadtical\coinpasitioys edritajingor
cycl oal kyal'koxy is conveniently methyl . te@® ogen neans fluorine, chlorine or
br omipe and |5Tﬁ§9ﬂ€dn€Hvaﬁh|rQ£tb§‘ﬁr difwdrdpPitlineYderndtivédie cycl oal kyl noiety of
clycl oal kyl al ky IThepresspe irvexitioy Ipadvides yormpousdarof dermanatl) y cycl opropyl or

clycl opentyl or cyclohexyl. The nmultiple bond of al kenyl. alkynyl,

| kenyl oxy, al kynyl oxy or phenylalkenyl Is preferably not In the ar, [err] -
osi tion. sAl kenvl al kenyl oxy, al kynyl "€ nyl oxy preferably has 3 to 5-.
ciarbon atons 35 Al kenyl or the al kenyl of atkelyloxy Is conveniently
I'lyl or 2-methylallyl. Al kynyl or the & W noi ety of al kynyl oxy i%
onveni ently propynyl. Phenyl al ken,yt,c or ef er zb#yy has the trans-confi'gurati an |
nd or exgnple ci nnanyl When [err] IS op fonal | y substituted phenylal kyl" "
tihe phenyl. group is preferable, unsubsigdsed. When the phenyl group is d|

r tri-substituted, preferably the slipst kf uedt's are the sanme Wien [err]

nd/ or R4 |§'ea$ oxy, this is preferably ethoxy or- met hoxy. When [err] - -
nd/or [efrg 1 SHyf 8PV 108 carbon‘htbms, BIKEHHIBE ¥ikhrtPNERb 6 TEMon Biof Wy the
ar bon chgl n bamﬁzﬁmﬁﬁmﬁa Ik§ialk@ 65/ 4 '8 c%?t‘ﬂmtoti?p& enyfa IWBJbeEl% c}r;%%%“w
he hydroxy grobqy-vlelkedv dr ¥y aﬂk@%nmom:sf theymheapt lai; Ibem ahdwn;tutad; op mehe rdithdry

ot attache . d ;’}gﬁ'ﬁ f‘%@ﬁ’%" aghopgton®, s -
ref erabl y E:% &E dy b %&aﬁ o#‘ ,E‘fa Jfral EQQ/.,QJMS.
[lerr]is pre &sarr :o,a@ ne& 4&&3 &arbon

| koxyal koxy, mpacm wmxy axymb atovhs, iy lkok\SoE@WGI’thM hipmB Hya@Ry>,
| kyl or al koxy!kom'kq;z peditals ¢a sz alkerloxy or gomviery afift foy8 désbanditeraeocid-o0

he pr oxcin P%F m,,ge‘g%, e 3?' % B '°*5%Eg3%§a’%“§$g‘tt' gﬂ%mafmﬁ Gprtabms

onpound of fOD(TEHx?ge ofSulghad.i ned above, conprising replacing the noiety
-JHC=Y | n a compoanycf diie dbovamatiiald dikyi 9H1 to 6 carbon atoms is proferably of 1 to 4 carbon atoms,

trifluoronethyl, nltr.o or hydroxy, and X is oxygen or sul phur. In any of O

flerr] @qﬂn o f%na?%::aéﬂvcfémoms m atl}lgg:fp yl ragical loa ;33: _

i) a r a enz ﬁ ]meﬁ)#s” fﬂmne lmne 'ax g Eﬁ@r e. Cycjoa

flor mul'a o]et cycloatkylalk lor cycloalkylalkoxy is convemently cyclopropyl jpe 4
erein z aad:yetafem]l mé aaumald«bpamﬂema YV aliyiiyl) 8lken9loxy], Slkyinlioxyesn @ hébggitﬂ'fyfi} prsferably

err] are asotdethemeg pamweAIKWsmlkaoaL Ikyrfyl Grcatkyosioxy ptefe rap 320 Swh@meatnmﬂ

o [err] a’FeA‘&S"Y ft @ "&'W thy ally ﬂalqy A\’,‘}‘ﬂ‘! ‘ ..
g W észﬁéxd% i gme:;::""- --
1 e pRényilgréup i -snﬁﬁ u EHieferbW the @a‘itifu &re tHa,

co rrpo u A thvi By aﬂdloan.]is alkdke.Ithik I3 priferalsly ethady or mathotyowher R andbch‘[leilkdxyd“&xy or
dent i cal4of bY ¥t oxvalkpm Bfefﬂﬂhlvém earhontchain ém@erathedwp et!rnwxmenfammms af 2 qarkging
conhpou nd &P ﬁﬂ‘(déo gfr roxyalkoxy or of hydroxyaikoxyalkoxy is preferably not attachedtothe
_ _ carban arom atlac ed an e 'ar oxygen atom. R, is preferably hydrogen. R, is conveniently identical
sl 1o Ry R, anid/or Ry is preferably methyl. R, andfor H is preferably aikoxy or a(koxyalkoxy especaauv n-
S butyloxyethoxy. R is conveniently halogen alkyl or a!koxy or especiaily ‘hydrogen. R, is convemently
i- - 45 adjacent to the dihydropyndme moiety which.in turn is conveniently in the 4-pos|tion

O) =2 O

The present invention also provides a process for the production of a compound of formula | as
defined above, comprising repiacing the moiety -—HC=Y in a compound of formula U,

T e R S

4.“. : ) : 51 -,
N _ S

-

5% wherein Ry and X are as defined above, and ~HC=Y is -
i} formyl,
ii} a radical of formula

HC=Y

| --._|-|c=t‘:--0(='zm2
_COR,




of fornmul &V, [err] ' V wherein [err] is as
defingds above. Preferably at |east 2 r’rﬁmqf;@ conpound of formula IV per
nol e of a cogpound of formula 11 aré present. Alternatively a conpound of f

V\,herel n[err] and [err] are as defined above in the presence of a conpound @

formula |l iRyradiGal bERFh@S Wi th a compound of fornmula VI, 40 [err]
V wherein[éerr] ..[err].and -are as defined above.. Prefera_bly at least 2
ol eg -of a corrpound of formula VI per nole of a conpound of fornula Il are

Ben. When the moiety -HC=Y is

45 presents Preferably also [err] is hyd _
uce a conpound of fornmul a I

fornmyl and preferably when it is desired !

wherein [err] is different to [err] andjor istdifferent to R4, it is
al so possible to react such a conpourtiCof fornula Il with a corrpound of
formula |V,and-a conpound of fornula VIN, so

[err]. VIl wherei H*ﬁ‘?‘r’F’%we as defined above. -
It will be appreciated that a conpound of cbﬁrrmla VI may be fornmed as an

i ntermedi ate during the reaction of a corrpound of formula. 1V and a.
conpound of fwnerein zand 2’ Arec indaeodetitho bxygey Ry, ad  wherein s[err] -HC=Y is a
radj cal i |) % B 10 Ri pre agipfinad abeyerby a Meoiety, of ferevwidlibi ate in the above
reactions. They nmay however be produggd by d|f &;ent processes.
AIternatlver or particularly for t het . of a conpound of formila
‘Wherein: %err] is different to [err] d/q R3 Is different to R4, if i s
conveni ent *fo react a conpound of for| yherein the noiety [err] is a
radical ii) with a corrpound of forrmula™lV gr VI"' and where appropriate,

with a conpomre(?pa grg grmpoun of formula 11, wherein the o
noi ety [er r% I'S a&eg?{n iR orBntioRdi GhdFRel 181 ShatobbusldiyuRPRithe syntheses,
reactions d.6 amaﬁnd)doecahﬁsmev%an fhelrﬁtﬁétﬁ%“l‘fe @dimyl] st lheh R i$ desitéctobduce a
i denti cal t heatomgoynd of fremula havhesiorfy lis idéntifal iy and R, isidentiea! fod;ribislconvénient ta rest @
may be separ eEweynd & derrelacll witha mﬁv@ﬂd@r@u‘ad\y thin | ayer chronatography.
65 - When the starting material is f formula 11, wherein
[err] is a®adical iii , the 3 000 reC|on|sar|ng cycllsatlcm
When Z and Z' are both oxygen, then an am ne of fornmula .V should be -
present. Howewbersin &, land Re amins\definedcaboven insthewyestrse of Beomeekindrefl darmulady, same
conditions. The reaction may be effected cgwm ently in solution., A .
suitabl e sefvent is water, et hanol , 5 diox ' di nethyl formam de, di rreYhyI
sul phoxi de, %“’*’g“ﬁe iPks cetic.acid. Suitable reaction tenperatures
t @r éamjat 166

may be from 2 8Db0a omeBaraQs fofmIEV der mbid $P§ mpBtnd di formula I are
producti on of predent. tAiteyativatycs eamimumcsofrmqtﬁﬂ riiag tble asdcyeddeitics icdyepbuhdi ot tormula VI,

conpounds ase knowp..or .nay be producéd |n anal ogous manner to known
conmpounds. In t hesdsal ovm ng Exarrpl gl ven are I n degr\ées

Cent i grade andhgréeitigﬁ; 7@‘}&!’% j

4- (2, 1, 3- BenzOXag,4g:

C L e B e o peaip
acet oacetic aci dvten he esibwr——HQ—-‘Sssrﬂom'@fawmmauhr whendt hﬂaﬂmdmmoﬂiccie coﬁapcmfxdof
et hanol are r@F’NI%é % differant 1 fle and/an Ryrig diffareat o UEH‘!st“O dﬁ%ﬂ'&'@"écﬁ B
and the resi dtfgPO B‘I" rYﬁ'thde“é?ﬂ‘fé grfomylg Vaegdl cofprepnd ¢ formula

chl or of or migcetic aci d ester (9:1) tg _ytmll..d_ﬁ hﬁ;yLLéé.&nCOWDOUHd The prgguct
is recrystal lised fromtoluene, mnp. 153
~ whersin R, R, and 8; are as defined above R e e R

it wilt be apprecuazed that a compound of formula Vl may be formed asan antermedtata dunng the

reaction of a compound of formule IV and a compeound of formula V. A compound of formula I, whersin
86 —HC=Y is a radicsal i) or ili}, may be formed as an intermediate in the ahove reactions. They may
however be produced by different processes.. '

Ailternatively or particularly for the production ofa compound of formuia |, wherein R, i is d«fferent '
to R, and/or R, is different to R,, it is convenient to react a compound of formula i, wherein the moiety
—-HC—Y isa radscal i) with a compound of formula IV or V1, and where appropriate, with a compound

so of formula V. A compound of formula I, wherein the moiety —HC=Y is a radical iii) may be an
intermediate. :

In the above reactions it is powble in certain instances when R.. R;, R, ‘dnd R; dfe not |dent|cal o
that more than one isomer of formula | may be formed. If so these may be separated in conventional
manner, e.g. by thin layer chromatography

65 When the starting material is a compound of formula I, wherein —HC=Y is a radical lii) the -




By using t he process described in Exanple 1, and correspondi ng starting
conpounds e.g.- a conpound of formula 11, V\/nerel n -HC=Y is a radical i) and
conpgm‘ds- of formula IV and V. and f §8pes 18 and 19 a conpound of
formula 11, wherein -HC=Y is a radica wherein Z is oxygen and 20 a -
conpound of rep¢tiomid @ ring cyclisatiorf Whlemwangz am’pem mee,fthqrwmwep of formplajé should be

obt ai ned, * wWHf&¥48}-n Nevder) i ndhsatss rgargte nQOSI tie Qe QL LD g,l hsyégnreocg dline noiety:

EX&QPI € [er r] a reactlon be effecte tly in solut«o suctable sol t |s water, L.{ﬁ“o\ 5
H 6 5 Hloxane, dimethyl forfhamide, dime yl4£91 pﬂoxide pyridinel of glacial aceltt d¢ld. Suitable Fadtion
Hv 14 ‘temphtafiites may be frdénl 20 to 16014, pleferably from |eo to 120°CJerr] 18 H 19

H The corrpoundé"sefﬁf !¥MP%“¢'°%R?H*M'Q9 a'M!FdE F’é‘éiP" ?"PP‘% ese|gempounds are
particul ar, ? ?}%

by the re,sul ts\{rbopﬁ!1 est'spéorrea urlif'g;gt i

anaest heti sed cat by neans of the m crc&iahﬁée rret hod upon the

adm ni strati &2, bﬂ-%&Ottmzatﬂt-vl)vbﬁ-dwmnv&Msilhvdw-wmme-3 a-d!citbexvlio dntlul ester
fornmula | also Agmi of

um o

G
N

%%Le{s B dha S8 IROSALRL o

rector s ST T R . W%% o

.cat upon adiaﬁéa&{haa & & bt\@re a s%ﬂﬁé‘mt e GRPENGH
are therefore Bmdsmatledprbeess ussenhem ih [Ezarhple af anehéor@épodding Brattlyg icAmpdunds; | leeymy
For this useompaundwfifermuladl, Mﬁﬂey -dU§=eY ise dicahiland gemipunds of G@mulg IV and V, and for

conveni eng, is 3 radicalil. whefsin Z 15 gryge
dosage ot ngcomourt? nc%?or éfé: m ‘%en ﬁ" gg\p?unqggfsform\% mr?d e‘ﬁg‘qnﬁd e%gengiv r‘%%ﬂa es
rel ease form "Additionally, 'the corrpounds of formula | exhibit :

anti hypertensive activity, as indicated in.standard tests, e.g. inthe .
G ol | man 1 afxeampis Bisee AB:G ol | Ran, . Prlac. So8s ExptBs Bi ol xan'bl M 57 104

(1944)1 on m ni stration fro 11tq,10 kg anidral ght-
of the corrpgunds q'i celThe cggr:}bbuncrlac’og’re tenérepgée furtﬂselr ?il cat ed for

use as anti ghypertgnsi ve gugent socap, tdGISHMS€Han | ndi cat ecs da4| y 16354998 S
‘fromabout 5 to about 1000 ny, conveniently given in divided doses 2 to 4 -

t| mes a dBy4in uniH dosag-'@sforn?%nt aiQfHag abBut- 1. 25Chy tcb about0%08hy, -
I n sustai.ned release rm TRe,CcO ds fornyla- |
adm ni stereé in tﬁ'é formcg'f ap grﬂmceu I*cal e@bnpog%‘t i on. ‘?hezb?_e_gé%t

i nvention agcordingly pra#,des ecphar racEUt i Cal conse-s:cugcm cénpros+2g3a
conpound ¥f fornmula | in association with a pharnmaceutical_carrier_or

diluent. Su@h conpgdsitiofsmay BEHer efdrled bFHeonvefr®nalS teﬁhm‘aﬁeés'fo:be

_| n conventi gnal fo,j;ms f(trHsexaanq., cap&yhes tabl ﬁts S 5 152—153
R H CH, .-,0CHs OCH, ._cu‘, “ 4—) S 5 198—200
10 H CH, . “:CICH); CICH); CH, H - S 4
! H CH, '~ CHy  CH, --,...'-ca-s._ _,'7_-—c1' o 4
122 - M CH . CHy CHy  CH;  H 'S 4
13 H CH, CH, CH, CH, 5—OCH,S 4
80 14 H CH, ~ CH, GCHy CH, 7 S 4
.15 H CH; © CHy  CH,  CHy~rH - 0 85
“ % H cﬁ;' CH, CH,  CH, 4O 5 B
.7 H CH, CHy CH, CH, H 0O 4
18 H  CH cH, OCH, CH, H 0o 4
© 19 u cHs CH, | OC,Hy CH, H s 4

The compounds of formula | exhibit pharmacological activity. In particular, they lead to a dilation of
the coronary vessels as demonstrated by the resuits of tests measuring the blood flow to the
myocardium of an anaesthetised cat by means of the microsphere method upon the administration of

65 the active substance i.v. or i.d. The compounds of formula | also possess a favourable effect against




, The conpounds of Exanples 1 and 2 are the preferred conpounds. The coronary

insuffigiency utility is preferred ut|||ty 20 In a group of corrpounds_H,'
[err]y«is hydr ogen, al kyl, al kenyl’, W f 3to B carbon atons or X
phe‘hyl al kyl; the phenyl ring, being unsu ted or substituted by one, tﬁ‘\ro

or three Sulesging pegieris, ah@b@m bv am m@as;r off the mr@geﬂpw flien aﬂlnsestmnudoc:attmn

al kyl groupgd'ﬁ'f“sﬁa't% °4“?,°a nef to, thre al koxy gro to 4
carbon at ong,, f,g °'° t'o‘.;soe ﬁé@ in vid
OB 1o 65 C il mma »da @slmaibemssomg.or

- al koxyal koxyn sistathed deléase sorinon atoms hydrcrx - 25 aI oxyal koxy of 4 to
car bon at oms didditio ﬁ??cmo i@xhyibitdnti Uefslveaﬂbtm 8&!\@ ed lﬁg?ﬂdﬂrd

[err] is oths éﬁf"é’ B'?'s" on
r?&é’éﬁf)?lul&;r for ﬁv%gﬁ MWuse an

and [err],paf€ a@‘;eg,‘g' "

especi al ly afdhteeeu,da. , dolsé is/ Ty QRN 5Q6 a G@(!ﬂmgﬁ&d?ﬁ&h 1 GiveInCaividkid,doses 2 to 4
especi al | y kimes hdaylmpmmttssaga formrmndintnydbmpwzsdngeo umuesgo ina orfin sustaindd calease

~ position, FR!'“X is S. Iat|ernat|vel y convenl ent ? {1 ro }3"
[err] an [%e gércgmv wn? é%# du &{lﬁ%%l c%%
“alkyl or ‘al kefaria ﬁ»{m ent
tert. butyl eahyemBnaue%h &mnnwnv beﬂns.ﬁﬁ%ﬁi mmae or a oxy

especi al | y net [Tox gompdwedsiofi Examplps 1 iaokd aeamtm @teianed commdnés Jhomr&\apomstﬂﬁmcv

and R- |s | Uity és Erefe!S“b\m"W posi tion. ess, fo
e e St

hydrogen

olto t
atoms, cycl grbups/ $f1 cabbion atowdt RO&MIH, Giﬁbpndb)i @a o83 3o 8 26rbaT -
at ons, phenytoaiskatkoxy thydrotyelkéxyofiziof catbonmstoms, pmvgm 6 cﬁrrbc@ atams] fydroxy- -

. 4 carbon at Qs
8 .carbon. at aitydre iﬁwenrroety aridt!{eetb 5|padﬁqme $, are of 1 to
carbon at#hs, aM ve'monuﬁn 'ahvdsoaea &i aoaﬂbem eenhcnw a Pl!ram Pefamsﬂt )

7 carbon at all e V' %@" (?5
carbon at om%ﬁ &ormgawl % ne(ﬁrakoxﬁ&fpegfaoymet g(di yn fine moiety is

car bon_ at ons, ydroxy al oxya oxy of 4 to 8 carbon atoms al kenyl oxy- or .
al kynyl ox§é o{: to 6 carbon atons, cyclo- al kyioxy of 3 to 7 carbon atons
or cycl oal ky 51'?oxy of 4 to 8 car bon atons, 60 [err] is hydrogen, hal ogen,
al-kRyl- or al koxy 101 pbdexd ghtﬁf“uaﬁaﬁygfwwd,oﬁm|gf -1:1:0- 4 carbon atons,
- tri-fluoronethyl, nitro or r ox and Xxks oxygen or sul phur. 86 0 000
150 angi n# pectoris, as shown by the-.- ncre
~anaest hetised cat upon adm nistration. of t
corrpounds of formula | are therefore |nd| c
coronary insufficicency. For this .useR8 (oAP%d daily dose i's from about
5-to 1 004$g, conveniently admnistered § di vi ded doses 2 to 4 t| rres a
.day in unit dosage form containing fro,a t=x). 25 to about 50 ny, in.
sust ai ned rel ease form Addltlonal ly, ‘the Elorrpounds of "formula | exhl bit
anti hyperte Y§ activity, as indicated in standard s.c. administration of

fromO0.1 m&%&n&l@& DRA/ candin GmsDéikéniicor @MyAYDLITECS 6 carbog atoms, cycloalkyl of
3 to 7 carbon atoms, cvcloalkvialkyl of 4 to 8 carbon atoms, phenylalkyt of 7 to 9 carbon atoms or
phenylatkanyl of 8 to 12: carbon-atoms; the phenyl rng being-unsubstituted or mong, gi- or
- trisubstituted independently by halogen, hydroxy or atkyl or alkoxy or 1 to 4 carbon atoms, )
'R, and R,, independently, are hydrogen or alkyl of 1 to 6 carbon atoms, .
o 85 R, and R, independently, are alkyl of 1 to 6 carbon atoms, alkenyl or aikynyi of 3 to 8 carben atoms,
' , cvcloalkyl of 3 to 7 carbon atoms, cycloalkylalkyl of 4 to 8 carbon atoms, alkoxy of 1 to 8 carbon = -

car bo B at Eﬁ’rﬁ'é‘;;’ty @gﬁé Bg‘f 8,qarhgn mﬂ@; plkenvigns ahercioaladexy 063 ‘?rﬁrﬁ&"”? atops. and Ry is
trisubstituf 0 o
Eb,ry. e SR fﬁ?ﬁﬁ%ﬁ&ﬂfﬂw L“‘éﬁi%.‘y e.rtfaf o et

L the coronary flow of an:
$ Fve Substance, The .
or use in the treatment of

. atoms, hydroxyatkoxy of 2 to 6 carbon atoms, alkoxyalkoxy of 3 to 6 carbon atoms, "hydroxy-
. alkoxyalkoxy of 4 to 8 carbon atoms, alkenyloxy or alkynyloxy of 3 to 8 carbon atoms, cyclo-
alkyloxy of 3 to 7 carbon atoms or cycloalkylaikoxy of 4 to 8 carbon atoms,
60 R® is hydrogen, halogen, alkyl or alkoxy or alkyithio or alkylsulfonyl, each of 1 to 4 carbon atoms,
trifluoromethyi, nitro or hydroxy, and
X is oxygen or suiphur,

66




10 : The conmpounds are therefore further indi for use as
anti-méoertens-i ve agents. For this use an indi cat]m,iﬁﬂ,"u]ﬂﬂﬂ,um from t{‘;
about to about 1000 ng, conveni entléeﬁﬁveg 4 tinmes
a day in unit dosage form containing 25 ng to aboul. 500* ny, or i ne’

sustai ned raigiasgectons,ss $evnC BYTBRUMdGas off e dskdhaly W ob an anhassthetised) st ipon
the form ofada'E mt»nmetememawe wbstpwei t i on. 15 The resent | nventi on

-accordingl yngx icie %ghlgt‘ m#ca ' Iy gé c «C!ieni ﬁ@gﬂ
formul a lg i dmﬁ‘éiei 4y dov i &? on oo

conposi ti onga si&yin&e rewagg)ﬁﬁe y - conven |ona tec n| gues to

conventi onal f @ddisonally)thecsompiainds clamlaesmitrt dnsibypatrensivé hativity ap indimted infstandard

Exanpl es 1 tastel eB- w@e@w& %?@P‘rlw‘b mamdsoc. %%M eﬁsft?fﬂ%ﬁéﬁe on

utility js ﬂ:sér;an rwn;rmcc aagl- J For
hydr ogen, QL&SEEI il %ygls fﬁ“\c a.llfgng QE. %@ i tl@hmu Wﬁgﬁﬁ

t he phenyl tirméx0a 86 iR Ynit B68aHE tordh ebikt nmgaswes tsmthgImarm‘. eaease
substltuentfsrrmhosen from one or tvvo haI o en radl caI S, one or tvvo al

groups of t “'al "(9' 'EP"?P&P‘B
at ons; Ré’ il gv éL’?ﬁfﬂ%‘m Such o F%ﬁ
M“ oxya oxy of

carbon at OrE%nv &ﬁmcn i £e>sx rﬁ@foﬁeﬁﬂfph%@ps% mscabu
3 to 6 carbon @heoetEnpoliydired Examplds ah-kd)xyml dw»gefemfadéommnﬁds:embmmmmfﬂcmcv

al kenyl 0@1 utihity is f@mﬂd kutilityxy of 3 to 6 car bon atoms and i s. ot
s

e e i e
SR e DN e SR
[err] is hysgeggenas 4 &eﬁmsem,meln@ Rdehtl, biQikyE SRENYI, dydasikvibf Ble

posi ti on, téatemslialkpc bylrexyalkaxe oh® it \cadben anonshﬂko&yadkmﬁo ®i 8 caban BoT0s, )(vdrexys

10 IA:’t’ e??:@*?rgém gﬁ"%?y gm’@h 940%13{ akanyloxys omsxsipam of ém P carben eml #ndu is
especi a a
et ﬁy' tert alkdylek }ecla hydsg%&g L#&:\l:‘,bﬁ’n:‘ %MQ ‘ISY/ gﬁﬁﬁf Lﬂ'iyly F&% 3 ,':Q“d‘

hal ogen, es@BR@iredyliging bﬁt’yliﬂﬁz :hemalkewnone&pexm met hoxy,
di hydr opy?l d| ne\!tmawy cbevemnnttvrfh islhygirogen,[Ry shnd Rgare am!h #ixyl, pspeciallyt hathyl, R,EMQB.?
posi ti on. "3’ "? ! Perhvic EV' P’&(ﬂ!&é{ h nga‘“@ﬂ"v R"i; is
fornula I, Théﬁﬁ%%ﬁ; Enga fxnél@ egngcipl, Pyt °’T"s e PSRy isjp
1 to 6 carbon atons, eny or al kyny ™ to 6 carbon at ons, cycl oal kyl
of 3 to ®&cat.on atoms. cycoakyl al kyi of 4 to 8 carbon atons, phenyl ai kyl
of 7 to 9 cAUBM atonms or o enyl al kanyi of 9 to 12 carbon atons. the
phenyl ring bei nga Wrizbdasthi b tpfddiu&tionB?ACcomipbandOdf ferhiufabst i t ut ed .
i ndependently oy hal ogen, hydroxy or al kg, or alkoxy or I to 4 carbon
atons, [ewr], independently, are hydrogen a.kyl of 1 to 6 carbon atons,
55 [err]' independentl,,y; are alkyl of 1 to n atons, al kenyl . or
al kynyl of 3 to 6 carbon atomns, cycl oal kyl 3to 7 car bon at ons,
cycl oal kyl al kyl of 4 to 8 carbon at o%sS “Rsf 1 to 6 carbon atons,
hydr oxyaldsoxy of 2 to 6 carbon atons, ailoxyjal koxy of 3 to 6 carbon atons,
hydr oxy- al koxyal koxy of 4 to 8 carbons ~ral-kenyl oxy or al kynyl oxy of 3
to 6 carbon atons, cyclo- al kyloxy of ‘3 to*7 carbon atons or
cycl oal kyl al kgxy of 4 to 8 carbon atons, sO [err] is hydrogen, hal ogen,
al kyl or @l 60X Vis Rfdratlek YdiybrQ 1816 hdex la6ihs] SRR, or @R 6113 t%stuar%gammcsaasw
trifluoromethyl3at tarimnGatortyy chicmatkyiatieyn of #(t0|$camoy$6n*smhem ikyhefr7 to 3 carbon atoms or
ohenylalkanyi of § %0 12 carbon 3toms, the phenyl fing Teing unzubstitited or mono, di- or
trisusstitured éndepenceqfl} oy haicgan, hydroxy or 3! iyl or a:kcxv or 1 1o 4 carbon atoms,
R, and R, independently, are hydrogen or alkyl of 1 to 6 carbon atoms,
$5 R, and R undepandently are alkyl of 1 to 6 carbon atoms, alkenyl or atkyny! of 3 to & carbon atoms,
cvcloalkyl of 3 to 7 carbon atoms, cycloafkylalkyl of 4 1o B carbon atoms, atkoxy of 1 to 8 carbon
atoms, hydroxyalkoxy of 2 to 8 carbon atoms, aikoxyatkoxy of 3 to 6 carbon atoms, hydroxy-
alkoxyalkoxy of 4 to 8 carbon atoms, alkenyloxy or alkynyloxy of 3 to 8 carbon atoms, cycio-
alkyloxy of 3 to 7 carbon atoms or cycloalkylalkoxy of 4 to 8 carbon atoms,
60 R® is hydrogen, halogen, alkyl or alkoxy or alkylthno or alkyisulfonyl, each of 1 to 4 carbon atoms,
trifluoromethyl, nitro or hydroxy, and
X is oxygen or sulphur,




e os Smemmre e o r
-

-0 000 150 which conprises chenically converting th ' HC=Y in a
conpound#of fornula 11, HC=Y 10 wherein [err] andﬂwgﬂmﬂﬁﬂmmﬂ above,
and.l(f—Yrsr}forrryI ||)arad|cabc&@ U’mla[ |

radi cal of fornula 20 HC-C( Z).R2 25/ erer nz and [err] are.
i ndependentWhichaepgrses chemifily canvelrting tie] maiew aHCeeflin aeompday of fdrilile I3 NI et y

of. formula I'll, 35. [err] 40 wherein R to
[ eryr are as defined above.. 2. A corrp und of formula 1 as defined in cI aim
1. 3. A conmpound of claim2, wherein I hydrogen. 4. A corrpound
claim?2.. wherein [err] and [err] -are I 46 - 5. Acorrpound 01‘I clarm
2, wherein at |least one of [err] is al y al koxyal koxy. 6. ‘A conpound

of claim2, wherein R. is hydrogen. %=X A corrpound of cIa|m2 wherein R is .
hydr ogenye aﬁﬂeﬁﬂ Ra#rdchgte ascdptineddbkye, and —3HG=Y i§ car bon atons or phenyl al kyl . °
t he phenyl 'i chl%‘ao "ynsubstrtut ed or substituted by one, two or three
substi t uent osen Trom one or two hal ogen radicals, one or two al kyl :
groups of 1 to 4 carbon atons, 50 and-.opre-t@=pR}ee al koxy groups of 1 to 4
carbon -agons, [err],: |ndependently, are dl kyl, al kenyl, cycloatkyl of 3.to

6 carbon atons, al koxy, hydr oxyal koxy of CORi o 6 car.bon atons, al koxyal koxy

of 3to6 G rbon atons, hydroxyal koxyal koxy. of..4 to 8. car bon at ons,

al kenyl oxy ﬂra ,gyg;,ga{:okfgmy of 3 to 6 carbon atom; and -R is other thahn

al kyl sul ghonyl . 8. A compound of claim7, wherein R is hydrogen, [err] are
each alkyl, [err] are each 65 al kyl or alkoxy, [err] is hydrogen or hal ogen
or al koxy, the dihydropyridine noi ety i €ORn the. 4 or 5 posrtron and [err]
isinthe 4, 5 or 7 position. [err] 4-( 1otz 2R,

, 3-benzoygadi azol 4-yl) - 2, 6- di met hyl - 1, 4« di hydro?pyri di ne- 3, 5- dr car boxyl ic
-aci d diethyl ester. 10. A pharnmacestgcal conposition conprising a conpound

of. anyone of clains 2 to 9 in'60 assosi atron w th a pharmaceutical carrier

or diluent. 11. A conpound of formula I #Rened in anyone. of clainms 2 to
9 for usg as a pharmaceutical. = 0000~ 11359 ‘Revendi<ati ons-1: -tn- Procede de-
preparation d un conpose de fornule-l- [errf [err] dans : Iaquerle 15 [err]

" repr esent e whiideindy gl e mdupegiaompmygbm | NR,cantt enant de 1 ai 6 atones de
carbone alRgéh{4 are as defined above, into a moiety of formula lli, .

" 38 . . R"OC . CORs' o | .'.

Rg R,

'_‘o

wherein R, to Ry are as defined above.. s :
2. A compound of formula |, as defined:in: claim 1.
3. A compound of claim 2, wherein ‘Ry:is: hydmgen
_ 4. A compound of claim 2, wherein R; and R;=8re methyl. - '
a5 5. A compound of claim 2, wherein at least one of R, and R, is alkoxy or alkoxyaikoxy

6. A compound of claim 2, wherein R is hydrogen.

7. A compound of claim 2, wherein R, is hydrogen, alkyl, alkenyl, cycloatkyl of 3 to 6 carbou-
atoms or phenylalkyl, the phenyl ring being unsubstituted or substituted by one, two or three
substituents chosen from one or two halogen radicals, one or two alkyl groups of 1 to 4 carbon atoms,

80 and one to three alkoxy groups of 1 to 4 carbon atoms, R, and R,, independently, are alkyl, alkenyl,
- cychoatkyl of 3 to 6 carbon atoms, alkoxy, hydroxyatkoxy of 2 to 6 carbon atoms, altkoxyatkoxy of 3 to 6
carbon atoms, hydroxyalkoxyatkaxy. of 4 to 8 carbon atoms alkenyloxy .or. cycloalkoxy ot 36
carbon atoms, and R, is other than alkylsulphonyl

8. A compound of claim 7, wherein R, is hydrogen, R, and R, are each alkyl, R, and R, are each

" 85 alkylor alkoxy R, is hydrogen or halogen or alkoxy, the drhydropyridine moiety is in the 4 or 5 position
and R, is in the 4, 5 or 7 position.

5 4-(2,1 3-benzoxadiazol—4-yl)-2 6-dimethyl-1 ,A-dihydro-pyridine-3, 5-dicarboxyhc acid diethyl
ester.

10. A pharmaceutlcal composltron comprising a compound of anyone of claims 2 t0o 9 in

60 association with a pharmaceutical carrier or diluent.

11.A compound of formula | as defined in anyone of clarms 2 to 9 for use as a. pharmaceutrcal
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.ynyl e contenant de 3 a 6 atomes de carbone, cyctoal kyl e contenant de 3
t omes de carbone, .cycloal kyl al kyl e cont enant de r bone,
nykat kyl e contenant de 7 a 9 at 000043 bone o
cont enant de 9 a 12 atonmes de carbone, is cycle phenylidue‘et &nt® ndn
substitue Revem@iestionsdi - ou trisubstitue i ndependarment per de |' hal ogene,
20 un groupe hydr ox | coxy contenant de 1 a 4°
at ones de car bohg, Pregsdé @%/p[ég?ﬂmg{ug"n&ﬁ 2%14[(34 faggg?)gndammnt |'un de |'autre,
I "shydr ogene. ne ou un groups al kyl e cofieenant de | a R3 et R2 si gni fient,
§ ndependﬁrment run de |"autre, un group | e contenant de 1 a 6 aforres.
de carbons, alcenyle ou al cynyle conte 3 a 6 atones de car bdne,
cycl oal kyI e contenant de 3 a 25 goee. 7. og_:dges de carbone,
cycloalkrlalkyle contenent de 4 [é s de carbons, .al coxy
contenant® de 1 [err] 6 atomes de carb ? droxyal coxy contenant de 2
[err] 6 atones de carbone, al coxysl dsxyjcontzenant de.3[err] 6 atones de
¢arbone, hydroxyal coxyal coxy contenant dé 4 [err]. 8 atomes .de car bone,

al cenyl oxy dahs ahma)lqyl oxy cont enant daqky;%e Lo‘?.'iJnLntQieaf g@ao.des wcdﬂmne. alcényle ou

: | oal k¥4 d% n nganaut)de
Contenant dey4af ne cogte%gﬁﬁﬁg % seﬁ‘aﬂt’ BoNEs a@eﬂsef:yfgfvl?w ?:r@vrﬂm § E‘e‘gﬁﬁg;y

~ hal'ogene, un §& ok yie Q:uophéaﬂdcfanyle cgntgh "%L"%ﬁth ,qayi-.ﬂogene,
contenant chsc gﬂéndmub émntinantsobstitg o S8R | Oaﬁi::% ﬁges e t:arhnnea‘J \
hydr oxy, 2t X un sm;pm hv:@’w %@% ;‘ﬁr df ﬁy SR graupanpl m@nteaant de _

ConverSI on %J’Il Iﬁ gnf pr esent dans un conpose de ?I’arBJA Jv]i
dan laq - e ene IndépcRilirfimdre Sursdegiaisfre, 6R BIOYPRSa tend oa,k %%ff'éa

R,
) .un groupe’¥ Ofc%%& albdnyle 0@ albﬁdle(cah&rggtcg:(zrmi % {%trz’

formul a [26rr] S6atomes de carbone, cycloalkyla 6 atomes de carbone, alooxvalcoxv
[err] 02 et Z' dedpd @s@n&e&% xy/altbx Boiyamt\leaqnt g Qg mes de -

d"oxygne ou un goptepant nahﬁﬁasﬂgamrhemcﬂ °°"t°"°m
ca: dessus, % §°$flc & g)wbﬂne mlwclaaiky!alcgmyo (1“ ;y::’;‘:’o °af:m':,fmy|,
[err] si mﬁe I'hydrogéne, un halogdng.i yn. @E9HRe r[;, ro od'hyd ﬁﬁet
S|gn|f|catloﬁsm‘&ns!ushmundes%%& 3“2“°’L§f?‘i? %se ormul'e 1, teséa’g%‘g’ﬁ‘“b "
defini AlaXe e f—mmﬂssﬁésdﬁt dans ue vemer [

dans | oquel ‘T@P‘r?"‘ﬂe@ﬂ '3 f"é'v?'s'% h'm' uﬁgu r%fm’ Un conpose de |a revendication
lans lgquel [err] et [err]- S|gn|ff‘nt un groupe met hyl e. 5. Un conpose
~| a revendi cation 2, dans |equel |'ug g%, des synboles [err]; et ([“err]
izni fie un groupe alcoxy ou al coxyal ¢ GH}Un conpose de la

.re§1end| cation 2, dans |loquel R signifig rogene. 7. .Un conpose de |a.

‘ zendi catj on 2, dans |equel R S|gnlﬂ'é | drggene un groupe al kyl e,
fenyl e, cm&aa&,d@d acnnnﬁm-ﬂa%}'@‘??"es 'tdﬂ s de carbon "ou phenyl al kyl e,
#ir est s pheryiCi=Y isignt Fant non substitue ou sﬂbsmtue par .un, deux ou trois
sulbstltuant gl e'hét‘% &‘ 1 ou 2 radi caux hatogére, un Qu deux groupes .
al kyl e cong JH&fe "é‘f at ones de car bone g‘rzn’ n Atrois groupes aI coxy
cofit enant de 1 A 4 atones de carbone, # signiflent,
|r1:dependam'rent | "un de |"autre, un groupe ﬁ(yl e, y

5 DJu
m} un radlcal de formule

COR,
;. 58 HC—C(=2IR;
| —H :
HC-—C‘=Z')R5
60 Y
IR COR,

endammentl'unde !’ autre, un atome d’ oxygéne Oou un reste NR et
données ci-dessus, en un reste de formule il

ouetZ représentent mdép
~ 66 R,aRgontles significations




20 al-cenyl e, cycloal kyle contenant de 3 A 6 atones d Icoxy,
hydr oxyalgcoxy contenant de 2 A 6 atomes de carbone, g’m ﬂtfm enant
de 3 [¥Yr] ‘6 atones de carbone, hydroxyal coxyal coxy cbntcena

atonkés de carbone, alc[err]nyl.oxy ou Qégpo g&yl oxy. cont enant de 3

atonmes de carbone, et [err] a une gignifjcation autre que alkyl sulfonyl e.

8. Un conpose de | a revendi cation A I | [err] signifie

| hydrogene, [err] et [err] signifient hacun un groups al kyle, [err] at
[er™ representent chacun un groups u al coxy, -[err] representig |-

hydr ogene ou un hal ogene ou un groups allk:oxy,2 | e rests di hydropyridi ne est.

on position

est en 5 ou 7. 9. Lester
diethyli que“%gﬁ“"g‘f‘c w@iﬁé’éus;‘:‘f" “*ég&’%gﬁ I 4oy 2, 6- i LNy -
] i

, 4- di hydpe- pyfsl rﬂﬂedanBQquel R, sibhifie URRrdg@ngoosi ti On

: phar macout i que mombmpmtdem revendicatien 2odans meeldp,,let Bpsiqul&ndoa groape ndthglat i ons

2 A9 en assocﬁaﬂ%ﬁyﬁgﬁgﬁgem&&?wicﬁher& dang leAyeldiup mains %ﬁm&ﬁqﬁé@‘ﬂ? ungn
conpose de QGF'P%J g ef AZI un RN P mAeSakevendi cations 2
A 9, pour, L m&i g%h@" aans%giﬂa a ﬁﬁ§?’ SneluanB@IQrkﬁ@ .

zur Herst el L|uaetee¢yae£|ky\éecrohteasm g 3 &0 pihyidikyld) 16Bts phemlliqué étant
Wasser st of f nonfdulsstituérautsulistitsé serhincdess cni tfrais syhsm,lanﬁl chgisiy parwii b pu 2\tadicauxihalogéne, un
jeweils 3- GOKWﬁrpupq;@Ikyle cogtpt%\f ggn ﬁ d %tmn & t5:us7groupes alcoxy conte“r:a'nt
Kohl enst of f a # 4 PG ﬂ" in Th 9'°“°° e
Phenyl al Y1 8 ﬁgﬁyﬁi et £§ s Siome x&@m E 2y
st of f at OrTenco el ﬂ’t&rﬂ dd maw&aﬁﬂmweﬂaowdm dmtéhhwteiem a zsvm:nadn
drel Substi tam:nteen ReCH memmﬂicauaglagtrvaneahﬁwewld—lal .ogen dr ox AI kyl odor
Al koxy. ni gﬁr R?heweﬂ |U§I%€ 7ﬁm teruabf gfﬁesg Q%J %ggj’s?g
steht, 5 Eg

‘Kohl enst off@i gdm;@ ngm i %ﬁ%l vonel nzgn fur Al k)fl
mt 1-6 Kohleng, oi_ta&,ormmn&&&eawlcaeider 442, k,lamphzonaciazgxlew)uss-&m@thvl-1 .4-dihydro-
Kohl enst&fef mgt'@*:fqna lqth %l mt 3- {Z Kohl ensto‘:‘qf atoman cI oal k a(lmke {3??5/
mt 4-8 K8hlen 5"953 agepique. ?P"P&S ag! §? K
11 7S o T S S b
Hydr oxyal koxmmggﬂgx)éo,mn at omerpA kenyl oxy odor

-und X obi ge Bedeutung besitzen, und-HCY

Al kinyloxy mt jeweils 3-6 Kohl enstoffatorren Q/cl oal kyloxy mt 3-7.
Kohl enst #F f Bstemtanspoittbe Cycl oal kyI aI koxy mt 4 Kohl enst of f at onmen, st ehen,
[err] V\asserst& Hal o

B

Xy o oder Al kyl suI fonyl”
mt jeweils 1-4- K8FMH- ’“598'?%’5%"8 Fvél'ib ?1’ o?er'hg °Pl Nitro oder Hydroxy,

~und X  Sauerstoff oder Schwefel bedoutmn, dadurch gekennzel chnet, dass man

I n ei ner 4er bi ndung der 65 Fornmel 1 8 0 000 150 [err] worin [Err]

oyryl ,- ||) ei ne Gruppe der

Formel 10 [err] COR3 i

R‘.OC

45 .
R )
5L
worin
R, fiir Wasserstoff, Alkyl mit 1-—8& Kohlenstoffatomen, Alkenyl oder Alkinyl mit jewells 3—6 Kohlen-
50 stoffatomen, Cycloalkyl mit 3—7 Kohlenstoffatomen, Cycloalkylatkyl mit 4—8 Kohlen-

stoffatomen, Phenylalkyl mit 7-——9 Kohlenstoffatomen oder Phenylalkenyt mit 9—12 Kohlen-
stoffatomen, wobei der Phenylring unsubstituiert oder durch ein, zwei oder drei Substituenten, die -
unabhiingig voneinander Halogen, Hydroxy, Alkyl oder Alkoxv mit jewsils 1—4 Koh!en—
stoffatomen bedeuten, substituiert ist, steht,
56 R, und Ry unabhéngig voneinander Wasserstoff oder Alkyl mit 1-—8 Kohlenstoffatomen bedeuten,
R, und R, unabhéingig voneinander fiir Alkyl mit 1-—6 Kohienstoffatomen, Alkenyl oder Alkiny! mit
jeweils 3—6 Kohlenstoffatomen, Cycloalkyl mit 3—7 Kohlenstoffatomen, Cycloalkylalkyl mit
4—8 Kohlenstoffatomen, Alkoxy mit 1—8 Kohlenstoffatomen, Hydroxyalkoxy mit 2—8 Kohlen-
stoffatomen, Alkoxyalkoxy mit 3-—6 Kohlenstoffatomen, Hydroxyalkoxyalkoxy mit 4—8 Kohlen-
L stoffatomengAlkenyloxy oder Alkinyloxy mit jeweils 3—86 Kohlenstoffatomen, Cycloalkyloxy mit .
3-—7 Kohlenstoffatomen oder Cycloalkylalkoxy mit 4—8 Kohlenstoffatomen, stehen, .
R, Wasserstoff, Halogen, Alkyl, Alkoxy, Alkythio oder Alkyisulfonyl mit jeweils 1—4 Kohlen-
- stoffatomen, Trifluormethyl, Nitro oder Hydroxy, und
- X  Sauerstoff oder Schwefel bedeuten, dadurch gekennzeichnet dass man. in emer Verbindung der
Formel i, .




oder iii) eine Guppe der Fornel 20

AR © 2 I %
deytt® , . worin Z und Z' unabhangigiop@™es0@ander fuf Sauer st oder NR '
;r.ehen und R-R, obi ge Bedeutung besitzafl, dieG uppe-HC=Y in eine G uppe
fer Formel I11, [err] 40 worin [er®] obige Bedeutung besitzen, chem sch
Joerfuhrt. 2. Sine Verbindung der Fogwel-¥, w e -nrAnspruch 1 defigiert. 3.
44 ne Ver bi ndl ung nach Anspruch 2, wg tft}(V\asserstoff bedeutet. 4. Eine’
=Verbi ndl ung nach Anspruch 2, worin YRAMR® RS Met hdy. bedeuten. 45 5. Ene -
# Ver mdsingnach Aspruch 2, worin m ngtest ens-ei ner der Substituenten R2 und
* 'R, Al koxY 8. Ei ns, Ver bi - agh-HcMspU h 2 [err] odor, _
Akoxyal kewsin B H1“b6t°8\9.e%7‘.§)eu&%%\9/§(rz%ni'rr%dung nach Anspruch 2 worm [err],. for
Wasser st 8 ei";“’&ds | qerAlokery! , Cycloal kYl nmit 3-6 Kohpenstoffatomen oder
~ Phenl yial'k§T® St $ht wobei der Phenymhgg_ﬂ__sﬂﬁstitui ert oder durch enm zwe
. 50 ober drei Suhstitueinten,-ausgew |"| von el n oder .Zwei Hal ogenat onen,
sin odor zwei Al kylgruppen mit 1 4Kqhl eorjoffatonen und gin bis drel
- Al koxygru~ppn mt 1 -4 KohleflstoffatonmOen substituiert ist, [err],
. unabh~i,pgj, vonei ntander fO Alkyl, A keflyt. Cycloalkyt- ntt 3-8~
Kohl eni sti@,ﬁi&tmdeﬁlwmﬁy; Hydr oxyal koxy mt 2--6 Kohl enstoffatonen,
Al koxyal kcoxy mt 3-6 Kohl enl stof fat omen, Hydroxy- al koxyal koxy m.t 4-8.
Kohl enst of f at onen, Al kernyl oxy oder Cycl oal kyl oxy mt 3-6 Kohlgfn- 55 -
Stof fatgmen stehen, und [err]. nicht AF®Rel sul fonyl bedeutet. 8. Elne :
- Ver bi ndung nach Anspruch 7, worin [er f ___Z)M\ass_erstoff,_ [err] jewells fM
sAlkyl und [err] jeweils fO A kyl oger A koxy, R fur Wasserstoff odor.
+Hal ogen oder Al koxy stehen, der Dijg/dro- pyridinrest in 4- odor - '
£5-Stellynig, und [err] in 4-, 5- odox, 7- Stel,lkmi g stehen. 9. -
- (2, 11°°3- Benzoxadi azol - 4- Y1) - 2, 6- di méiGy¥=F e . '
‘#4-di hydropyri di n- 3, 5-di car bnsur odf i at )ngst er 10. Pharmazeutische
‘®Zusammnenlseturi g enthal tend gi ne Verbindlnl g nach ei nem der ANSPr i o

: : ) _ _ 63:2-. _
$i s 9zusammen nit r Ronk# firiSanefstot odgT Ny SRR el P 1,
der vencl wiifghe '

nach ei nem der Anspruche 2 bis 9 zur
dBvzia iriekGmppeaipr Gormel . |
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® esitzen, chemiseh-iberfihrt.
i —R. obige Bedeutung besitzen, __ch.e;msc. .
wonan'EinI}\?;:l;?izdung der Formel |, wie atmzfgngpmgh 1 :)ef:ig:;;;.umt'
3. Eine Verbindung nach Anspruch 2, WOﬂl‘!{R‘q‘V-!BSSersR 1t bodeuter. iten. |
4. Eine Verbindung nach Anspruch 2, worin R, und Ry Wl bedowten. an R, und R, Akoxy
5. E!n: Verbindung nach Anspruch 2, worin mindastens einer Ger .
45 . Eine Ver | |

oder Alkoxyalkoxy bedeutet.

), worin ' deutst. S e R
8. B i ' ruch 2, worin R, Wasserstoff be h3B
% E_me Vegl?u:;iuu: gn'::f\hAﬁg:?uch 2, worin R, fidr Wasserg:toff, Alkyl, I_\ik_er:zlanglg:i!;y“l r;:nn o
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