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- ferred alkyl group is methyl.
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- Alkoxy groups R! and R?: methoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy, sec.-butoxy, lsobutor);'y, )
tert.-butoxy, n-pentoxy. It is preferred that alkoxy groups. R* and R? contain 1, 2 or 3 carbon atoms e .
'65 preferred alkoxy group is methoxy.
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H, COOCH,, COOC,Hs;, R3: CH,
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074 841 TABLE the(sammpb)difiesenc]f and [err] . thesame or aSiohl
[er r] anfy [err poqiwﬁcageg eBYSeqi f f er ent i f _not indicated otherwise .
or Q| fferent ity B66CcH neboca ed ot herwi se H R®: H _

_-glngl)cat ed ot he@m|sa|l(o§(,, [er rsj H R*: OCH;, OG:Hgi r |
al koxy, ' .
[err] y10"’ e - Lerr] al ka”%tg:iogﬁicus T '
R HH[err] H Lef+}—at ',\B;i.H akeoxy—— [‘er-.r]
rr] 15 #, k606, coocHs, H R%: CH; ‘[err] The -

e 2: TABpicted irdormula I. it ispredresd thatiR'j aad By prg inpos Le S
rr ] 20 Pref_qrreqi in}iividual compounds among taﬁoas:}/n%lgge?%iré %_:?T@rﬁ eJi\?eF\ 'ir] tl[_\ee flgll!(iWinS Table . ] .
' _ Fr] oo-ferrf -
| E o [err] [err] ~ [err] 30 5-[err] -
oy - [err] TABLE] err] H5-[err]
1 H [err] [err] ~ [err] 35
COCH3 25 Prefegre@Hi@ividual compoupgs [err]. : [orrl
I’] 5-[-€I'I'] A H - = " |
: 1 . 2 sl err 4
3 5-[err] R Ho® 7 vl []err] i ['eER:}.]
perr] 40 §-OCH, R H CH, OCHy . .  CHs
5-COOCH, . N H CH, . OCHy .. - CH,
- §.COOCH, . . &CH; . H CH, . OCH, . CHy
35 5-COCHs . - 6CH, H CH,  OCH, . CHy
5COCH, . H H CH, . OCH,  CH
6CH,  H. H CHs, OCH,  CH,
5-OCH; . H H CH, . CHy CH;
[ : o
4 © 5-COCH, © 6-CHs H H - OCH, " H
5-COOCH; = 6-CH, H CH, OCH,4 . H
5-COCH,8 . 6CHy. H CH, - . CH, CHg
50 . : _— :
5-COOCH; | 6-CH; H H ' OCH, - H
Fﬁ rther preferred individual compounds are those exemplified in the examples given elsewhere in this
specification. _ S
55 In the prior art cited above, no medicinal use is disclosed for the compounds of the forimula l. Thus, the
.present invention comprises pharmaceutical compositions containing a compound of the formula | ora -
~ therapeutically acceptable salt thereof as active ingredient, for inhibiting gastric acid secretion in mammals
and man. : ’ : ' -
60’ The compounds of the formula | wherein R’ and R? are-as defined above except CF; and NO,, RisHand

R3, R* and R® are H, CH;, OCH;, OC;Hs, OCH,CH,OCH; or OCH,CH,OCH,CH, are generically disclosed as.
chemical intermediates in the European patent No. 0 005 129. The specific compounds disclosed in the
following Table 3 are disclosed in the said European patent No. 0005 129. .
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60 in which formulas R, R', R% R®, R* and R® are as defined previously and wherein one of Z' and Z2 is SH and ¢

" the other is a leaving group.’

_ Examples of leaving groups Z' and 22 in the compounds: Il and Il are halogens, preferably chlorlne, o

bromine or iodine, acyl radicals, for example, residues of strong organic sulfonic acids, for instance, ofan .-

arylsuifonic acid, for.example, tosyloxy, or an alkylsuffonic acid, for example mesyloxy; alkylmercapto
groups, for example, methylmercapto, alkylisulfinyl groups, for example, methylsulfinyl and the like. * -
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i S L L o e
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land chi oz%of'ﬁ'f’eﬁ?'" B g Ao Beve Famg meaning a5 iven shave with g ForpRalnd BTHRGIGMRILE of ;
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threferred to carry out the reaction, howeRs at_&tenperature at -or close
to the bBiling point of the reaction m xtur the preparation of a v -
fconpound of ‘the formula | wherei nHBOC-ss-8H, reacting a conpound of .the
g ormula-2 [err] 20 . . _ R o
ﬂVﬁ[err}:2_25"mhereinj¥err]ahd [err] have the sanme neani ng as given above
Wi th -a GBnpvherdin B} Rt and 7° diaya the sqmey mqaning 3g given above, to the formation of a compound of the ™
bV [err] 35 PRl R B [err] and [err] have the same meaning-as-given -
fabove, 10 td)QeabitgRbmBsLnalof fe fpigund of the - - oo

__ . N : |
2 _ R . t\>—s—c"__'2-M _ : Vi
' o ' ‘R ' . .

wherein R, R' and R? have the meaning given above and M is K, Na, or Li, with a compound of formula

&

* S . ' ' 3 r* 5 T '
A ' R R . I
| o ~N . : |
§ = . | | = R
-, . : ) . 23 N ’ . X
i .

: wherein R?, R* and R® have the meaning given above and Z° is a reactive esterified hydroxy group, to the

formation of a compound of the formula |. . . .

The reactive esterified hydroxy group Z* may, as in the caseof Z' and Z2, be a hydroxy group esterified
with a strong, inorganic or organic acid, preferably a hydrohalogen acid, such as hydrochioric acid,
hydrobromic acid, or hydroiodic acid, or esterified with sulfuric acid or with a strong organic suifonic acid

such as a strong aromatic acid, e.g. benzenesulfonic acid, 4-bromobenzenesulfonic acid or 4-
toluenesulfonic acid. '




- Wherein Ris H C. reacting a conpound of the formula 40
- wherein R [err] and [err] have the meaning given above and Mis
wor Li, with a compound of formulg gyl 834wherein [err] and [err] haxe,
. meani ng given above and [err] is a reactive esterified hydroxy groifp,
t_he 60 fooredudiomof axdompowdmpthefietmole t he fornmula 1. The reactive '
e%terlfled hydr oxy group [err] may, as in the case of [err] and [err],
hgdﬂoxy group esterified with a strong, inorganic 0ﬁ4organic aci d,
neferably a hydrohal ogen acid, s@eh as hydrochlsorig¢ acig, hydrobronc
Laci d, or hydroiodic acid, or ester\fied wt st id or wwth a strong
torgani c sul fonic acid such as a1st N ti8 agl d_Je.g. benzenesul f oMl
taci d, 4-bronobenzenesul fonic aci -;Eg_ideéhe fonic acid. 6 0 074
£341 D. reduction of a conpound of tRe fqrmula 4 [err] 5 '
blerr] : "R [err] R. . VIIl to the
gf ormation of a conpound of the formula I: E for the preparation of a
fconpound  of to thefofraationl bta domabendaif thetfdrmuladidi cal s of [err ] d/ ocj', ke L doocR
E{err] or 15E. for thepreparatiop at4 ¢ og*ddgfggqﬂﬁw'adf”“ﬁﬁ@ ‘?%’PH‘EA‘?E‘ Y 5 3 Of
k[ err] [erf] CPRFHY 2 'Wé’?@???:"?’@ P8P err] are as defined above and
fwherein [err] is -COOH or a functionally equivalent 30 derivative
Bt hefeof, and [err] is -COOH, or a functionally equi vg# ent derivative
thereof, or [err], with CH30H or 35%2[err] - q
Xl or a Pfinctionally equival ent deryvative therdb
conmpound of the formula | whereig [
gThis reaction is an ordinary estf
gcust omary nmanner. Furictionally equl
Ei n the céfpounds X and Xl are for exanpl

5

ﬁe formation of a
[err] or [err].
NCarried out in -
derivatives of the hydroxy group
hal ogen such as C or Br, '

wherein R, R®, R* or R® are ‘as. defined above and wherein Y' is —COOH, or a functionally equivalent
derivative thereof, and Y2 is —COOH, or a functionally equivalent derivative thereof, or R', with

CH,OH - - o X
or | b
. CHsCH,OH - X

* or a functionally equiivalent derivative thereof, to the formation of a compound of the formula | wherein R
and/or R? is CH,COO or CH,CH,COO. . S ' R
This reaction is an ordinary esterification which is carried out in customary manner. ' B
Functionally équivalent derivatives of the hydroxy group in the compounds X and Xl are for example
halogen such as C! or Br, or —N,. : o
Functionally equivalent derivatives of the carboxyl group Y' and Y2 are for example a metal -~
carboxylate group or an activated carboxyl group, in which case the radicals Y! or Y2 are for example an' -
acid chloride, an alkyl ester, an acid anhydride or a mixed anhydride with formic esters or carboxylic acids, -
sulphonic or inorganic esters or derivatives obtained by a reaction between a carboxylic acid and a
carbodiimide or similarly functioning compounds such as N'N'-carbonyldiimidazole or N-ethyl-5-
phenylisoxazolium-3'-sulphonate, the derivative of the carboxyl group Y! or Y2 being a metal carboxylate
group when the hydroxyl group in the compounds X or Xi is replaced with halogen. A further functionally
50 equivalent derivative of the carboxyl groups Y' and Y2 is the group —CN, in which.case a cyanide is reacted
'with a compound of the formula X or XI with subsequent hydrolysis to give a compound of the formula |
wherein R! and/or R? is CH,COO or CH,CH,COO. . :
F. for the preparation of a compound of the formula | wherein at lest one of R?, R* and R® is OCH,, OC,H;,
OCH,CH,OCH, or OCH,CH,OCH,CH;, reacting a compound of the formula o

55
2 24
R 2 z°
N l s
R1 \>_s_c|-|2 -~ - x_|| '
_ N
R _




; e for exanple a netal car boxyl ate group or an activated carboxyl groyj
in whi ch case the radicals [err] or i for exanple an 45 acid
thl ori de, an al kyl ester, an acid ant@c# Qig a m xed anhydride with -
orm c est eGherdin nCﬁrah@m'Jréé‘so@ﬁdeds::ovs dhd P tiafid Direpréverit@hinir 8%, BSAndliRS, respectively, or -
erivatives hﬁbgeasmdsdnwrﬁdremozmhebeVMst ope of &7, Btany E1 repreasontd halpgengr Noz-w'tha :
tar bodi i m deonyound oﬁthaaﬂotn}ukf uncti oni ng conpounds such as N1

- ég;bonygdllnrdazole ‘or N-ethyl-5- phenyl jsgxazolium[err]-sul phonate, e :
rivative of the carboxyl group [err] or i err] being a netal carboxylate .
oup when {Jpgrei )l C. 8L, GHECH,OCH, b2 CHOMpUEHICH,, 3hdoM i K4, K] oi 19, tb el facwtiombt

| ogen. A komgdusd oﬁﬁfbﬁh&tﬁl}:dﬁﬁm legytibweabfchit Rtiend RPds 0FHs GIC-Hsh BCHEEHRSKy Pr
groups [errpcﬁﬂvéréh@ﬁ-rs the group -CN, in which.case a cyanide is reacted:

th a cof ui% a io rr(:gm ouSdBfth i@ﬁhi”v&h reﬁtleplﬁfsg%'yf R‘hm'n@h‘y§b§hl .£R,08HY €

~conmpound, gf é$ qyﬂ oRipbu fermdiaor [err] [err] or [err] .

. for the prepara ion of a conpound of the formula I mhereln at |l est-one =

bt [err] and [err] is [err] [err] or [err] reacting a conpound of t he

ormula 58 [err] [err] ' [err] 60 60 -

Il 65 7 0 074 341 mherern [err .and [err] gre 8s de%rned above and
and [err] represent e|ther rr] and [errq étively, or hal ogen. .

ch as ad, Br, For 1, east f [err] and [err]>qv ;
epresent#® hal ogen or BKQ mnth‘ la 5 B

err] . mherern err] Is [err], [err
err] or [-err], and Mis Na, K, or Li, ﬂo the formation of a conpound of
the fornul a | mhereln at least one of [&r] and [err] is [err], or [err];
0 G fora2st he preparation of -a conpound of the formula I mhereln ‘at Ieast :
ine of [err]and [err] is[err] or [err], reacting a conpound of the farmula .
;'er r] [err] ein R, R‘ and R? are as defined g%oVe,% d i‘ef ihd 28 represtil GitHal #®, ke@hd ke, REHécdvBy/dra
gﬁL b6V e, and err1 err] and [err represent elther[err] and'1
err] respectrvely,_or a. radlcal 30 OCHZCHZY _ o
*'Where Y i s halogen, whereby at. | east QGHeCHyY [err] “and [err] representxy '

'r-] S with E}lere(vr?g ?Hogen, whererl)y at Ieast one of Z%, 2® and Z° represent OCH,CH,Y, wuth a compound of the'

VonaIIy equi val ent derlvatlves of the carboxyl group [err] and [e;g
‘l

€
T
a

formula : o _
3s . R - L R
.  R—0—-M . L
-wherein R? is CH, or CHch, and M is Na, K or Li, to the formatlon ofa compound of the formula Iwherein _ '
at least one of R°, R* and R® is OCH,CH20CH3 or OCH,CH,OCH,CHj. e :
40
Method F and Method G represent the known Wlllramson ether synthesls and |s carrled out in knowu
manner. . . . _ o
- H. for the preparatlon of a oompound of the formula | wherem R is H, hydrolyzmg a compound ofthe
45 formula .
] " N\ : | : S Xvit - L
55 R - »>—35 —CH2 ~N _
' NT )

Z°
60

wherein R, R%, R?, R* and R® are as deflned above and Z? is an alkanoyl groupora carboalkoxy group, to the'
formation of a compound of the formula | wherein R is H.

The radical Z® can be an alkanoyl group containing 1—8 carbon atos or a carboalkoxy group containing

65 2~—6 carbon atoms.




35 XV [err] wherein [err] is{err] or [err] and Mis Na, K or Li",
“formation of a conpound of the fornula | wherein at |east one of

and [err] is [err] or [err]. 40 gﬁtg F. and Method G represent the
" WIlianson ether synthesis an@ @ c8 ied out in known manner. H. =g

.::prepag;%&ugﬁbncgfa%orﬁﬂmﬂ@yﬂﬂefafmame formuba | wherein Ris H hydroly
[err] XVI1 60 wherein [err], [err],[_err],'[e ’

nmpound of the 45 fornmula 50
d/,[err] are as defined above d Z9 is an al karmfyl group or a carboal kdxy
p, t°o the formation of a coRpound of thegBornll a 5 wherein Ris H The

4

I cal ~Z9 can be an al kanoyl gr nt ai ni ng K- 6~farbon atos or a
boal koxy group containi nggt C g_q;,.% 0 074 341 | Xviit
uction of a conpound of the [err] N o .
el [é_.‘fr] [err] [err] [err] 15 to the formati ongof a conmpound of the
fornula l. J. reduction of a conpoundRof the formula 20 .
Terr] [err] R[err] S : . XX 25 [err] 30
o the formation of a conpound of the formula |. Depending on the .pr'-ocess '

;_--_é_pnditioﬁs_t@h%ifqmi%?fa?fq'ﬂi’g“mfé'}eif%’f“é‘!a 'the end product of ‘the formula | is
-obt ai ned eH_tngugﬂq,softa g,h%‘;uggom%,ma as a. salt. Both the free base and, the -
salys of the end pr o ucts are included within the scope of the invention.
Thus, basic, neutral or mxed salts may be obtai ned as wel |l as hemi, nono,
gesqui @ polyhydrates. Acid adgition salts of t new conpounds may in a’
Anner known 35 -per..se be tran8formed into frPee baser¥si ng basic agents
guch as alkali or by-ion exchan e ft1°.ee bajesST ' -
o R MD—s—cH,-\F
25 _ i)

XIX

30 _to the formation of a compound of the formula . ) o T

" . Depending.on the process conditions and the starting materials, the end product of the formula | is
obtained either as ‘the free base or as a salt. Both the free base and. the salts of the end products are
included within the scope of the invention. Thus, basic, neutral or mixed salts may be obtained as well as

. hemi, mono, sesqui or polyhydrates. Acid addition salts of the new compounds may in a manner known
35 per se be transformed into free base using basic agents such as alkali or by ion exchange. The free bases
- obtained may also form salts with organic or inorganic agids. In_the.preparation of acid' addition salts

" preferably such acids are used which form suitable therapeutically acceptable salts. Examples of such acids
are hydrohalogen acids, sulfonic acid, phosphoric acid, nitric acid, and perchlofic acid; aliphatic, alicyclic,
aromatic or heterocyclic carboxy! or sulfonic acids, such as formic acid, acetic acid, propionic acid, succinic

40 acid, glycolic acid, lactic acid, malic acid, tartaric acid, citric acid; ascorbic acid, maleic acid, hydroxymaleic
acid, pyruvic acid, phenylacetic acid, benzoic acid, p-aminobenzoic acid, p-hydroxybenzoic acid, salicylic
acid or p-aminosalicylic "acid, embonic acid, methanesulfonic acid, ethanesulfonic acid,

- hydroxyethanesulfonic acid, ethylenesulfonic acid, halogenbenzenesulfonic acid, toluenesulfonic acid,
naphtylsulfonic acid or sulfanilic acids; methionine, tryptophane, lysine or arginine.

45 These or other salts of the new compounds, as e.g. picrates, may serve as purifying agents of the free
bases obtained. Salts of the bases may. be formed, separated from solution, and then the free base can be
recovered in higher purity from a new salt solution.

The starting materials utilized in the processes A—J are known or may, if they should be new, be
obtained according to processes known per se.

50 in clinical use the active compounds of the formula | will normally be administered orally, rectally or by
injection in the form of a pharmaceutical preparation which contains the active component either in the

" form of free base or in the form of a pharmaceutically acceptable, non-toxic salt, as described earlier,
optionally in combination with a pharmaceutically acceptable carrier. The carrier may be in the form of a
solid, semisolid or liquid diluent, or a capsule. These pharmaceutical preparations are a further object of

55 the invention. The compounds may also be used without carrier material. Usually the amount of active
compound is between 0.1 and 99% by weight of the preparation, for example between 0.5 to 20% by
weight in preparations for injection and between 2 and 50% by weight in preparations for oral
administration. - - :

In the preparation of pharmaceutical preparations containing a compound of the formula | in the form

60 of dosage units for oral administration, the active compound may be mixed with a solid, pulveruient
carrier, such as lactose, saccharose, sorbitol, mannitol, a starch such as potatoe starch, corn starch, or

" amylopectip, cellulose derivatives or gelatin, and may also include a lubricant such as magnesium stearate,
calcium stearate or polyethyleneglycol waxes. The mixture is then pressed into tablets. If coated tablets are

: desired, a core prepared as described above may be coated with a concentrated sugar solution which may
65 contain gum arabic, gelatin, talc, titanium dioxide or alternatively with a lacquer dissoived in volatile

9




‘ai ned may al so form sal ts-wih organic or inorganic acids. In the.
paration of acid .addition salts preferably such acids are used whic
form sui tabl e therapeutically acceptabl e salts. Exanple of such acids 4

_y'd'r ohal ogen acids, sul fonic acid, p%% acid, nitric acid, and
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5-contain gumarabic,.gelatin, talc, titaniumdioxide or alternatively
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qui d preparations for oral admnistration may be prepared in th
of syrups or suspensions, e.g. solutions containing fromO0.2%to )
i ght of the active ingredient, the remainder conprising for exanpfe /Yy
ar. and a nixture of ethanol, wa@©074yB8derol and propyl ene gl ycol. ,
red, such liquid preparations nmay ¢4gigai n col ouri ng agents, flavoulr{i ig
snts, saccharin and carboxynet hyl cel |l ul ose as a thickening agent. 1§

jt | ons |dentifyipg e fod cathpondds af kretinvattioon by i nj ection may be prepared a
crile solution, for exanple in pyrogen-free water, of a water sol-uble
armaceutically acceptable salt of the active cogpound, preferably in a
ncentration fromO0.5%to 10% R:y wei ght. These spl ut‘;‘mns may al so contain
abi | i zi ngagents and/ or bufferiyng agents an manuf actured in
fferent dosage unit anpoul es. Fgyrdogage a H i ch} the active substances
e adni ni stered may vary wi BH M d rﬁr’ﬂj 2andNwi | | 20 depend on

rious factors such as for exanpre t¥e indivi dual requi rements of each
tient and the manner of adm nistrat 'bon. tn general, oral dosages wll be
the range from 100 to400—rg/-day—ot—active substance anmd IMFZvenous _
sages i Exampteange from 5 to, 20 ny/ dg‘y. Thegd nventdon isgd | | ustecated by the
| | owi ngnexanpl esR* 25 . R - : —Exanrple— :
od APreparat bgac,qsf 6-CH, H H CH, CH, 148 '
[ 2- (3, 5-di et hyl - 4- met hoxy) pyri dyl net hyl t hi o] - 5- COCH3- ?7 CH3- bﬁgzi m dazol e
;2 g (0.4 nole) 6<coBels di #8HRy| - 4- et hoxyH2- chl dfenet hi'byri diRe =
drochl oride and 20.6 \g (0. nole) Qf 5-[epr]-6-[@r]-2cAprcaptss
nzi m dazdl e was g9 ed i n 250 n of net hanol whereafter 4 1g (0.1 nol e)
OH di ssojved in 2%o@h, [ erelcipas added. TheHsti xt B was Pheat ed o reflux:
d an additional amount 30 of 4 g (0.1 nole) Naq; I n 23 M [ effol hipnas
ded dropsi se dur i5H9§QOCHs i ¥:CHrhe ni Xt ure wiEs t her ¢t er refl uxed duri ng 6.
urs whereafter i t4_c§‘as' coolgd, and dijuted wyth 50 M [eH]. Tkas resul ting
xture wal extracted®*with [eff],; dried and evaporated. The remajnder was
crystal | pzed fromgsoni tetH,e gi vithg theCHitle Bubstarfte in e form of
ee base. Yield: 30 g (85% of the theoretical yie . M& [ erd toi3D :
anpl es 2850 The &fAfbunds &ebntifidd by e%ghp'l e n‘?f%bers&i- 50 i“Eld st_h)g L
I:l owi ng Tabl e 4 repay. usi ngyt he sape net bod, of HWrepara®d on as. in-
mpl € 1. °The Corr\é%%%drg .\A/e?éé&gbt ai ng%l in the formof their fre (g_aée.. The
ound ofg Exanpl esdnsi S al secsncl uded in tKe tabl 8y 4% 50 531 0 65 10
074 341 TABLE 4 ldentifyi nsq_ lg:lta fo|[| conp%‘l_gds -oBcPhe idfnéent_i qee N Exanpl e :

dH,

pp no- 1~ - 5COCH Pl v errl” [err]

1 4% 5-$gbbdn, - echy[errln H H CHs [89r]
rr] 148 - = : _
" 13 5-COOCH, - 6-CHs H CH, CH, CHs 184
14 5.COOCH; . 6-CHe H H OCH, + H 148
15 ' 5COOCH;  6CH, H H oCH H . 90-94
16 | 5-qdoCH;' 6-CHs H- CH, | OCHy H 160
17 5.COOCH; _ 6-CHy H CH, OCH;  CHs 119
18 5COOCH,  6-CHg H "H OCH,  CH, 184
19 5-cooc_H= H H CH, H . CHy 130
20 | 5-.c:000|-|3 H H CH, OCH,  CH, 175 -
21 : 5-c00H; H H CH, OCH;  CH, 122—124
22 5-OCH, H H H OCH;  CH, 168
23 5-OCH, - H H CH, OCH;  CHs 110—119
24 5-CH, H H CH,  OCH;  CHs 148
11




| 5-[err] 6-[err] H H err
>lerr] H H [err] %err} [erlr
6-[err] H [err jerr] H 140
6'[,eEr] ] H ) [er|q043ﬂ_rr] H 170 (
err H [ r H [err] 206 7
[err] H e1["“’L%PF’T"’ 125 8 5-[err]
mple le”J [err] [err] 100 (oil) 9 B err]
g T WO . A
T 1
[err] |-[err] [I-!err] H 139Ciy SOFIésrr] CHag_ [elj%]lerrl
' r pi30 1 5- [@,r] err
.[ézpr}_| E[Cérr] 1-? [err] _ Z:H14 oq_-la égi_s ] 1eb-[err]
27 N 3-cﬂ'| W lerr] M H  1460CH,0CHH 400 er r |
- ~H [err] H 90- 94
- err] [ err] 5-cooczl-|¢ H CH3H OEHs s 16037
- 6- CH3 7 .
L [err 9 soc, M [err), rr] cuy [€rram, 15419 18
- ] [err] H H [err] [err - .184 19° :
%;H :’° . CH, ﬂ "eH, [errln  HcH,  [CBsr] H 136020
. . err e .
'ﬁ%'e”] " COOCHH . CHs | [e]rr e s 198154 20
[ err H- - : -
1 R T
[err] H  snxo, H#u  [eHr CH OCH by i
1074 341 TABLE 4 (cont_ ) Example Lenr] o[ errJocHs [ er FYs 148
3Hs |-|3 g -' H y &3 om-QCI-Bm-ls 3
s rotPd . & e
[36er.r]3 7o ot e om0tk Cerry 100
err : '
33 [errF-Cw@Hs)z [H ]e”] Hys chfle”][o B 36 _[err][e?rZ]
| '5?”] 39 sa '-“'-[s-Q_:rl.-r l:7 W cHy . OCH; . "CHy R
40 5OCH, H . H GH,  OCH, - CHy
4 eB  H H CH,  OCH,  CHy -
42 50CH, ~ H H "OCH, H H-
43 5-C! H H  CHy  CHy. ~ H
a4 5-OCH, H H CH, CHs  H-
45 5-CH, ' 7-CH, H CH, CH,  H'
46 5-OCH, H H . CH; OCH,3 H
47 5COOCH, =~ 7-CHs - H CHs CHy H
48 ' 5.COCH,  H H CH, CHs H
49 5-OCH, H H CH, OCHs * CHy
50 5-COOCH, H H OCH; - CiHs

6-CH,

Identifying data for the compouﬁds according 1o examples 32—'50 are given in the following table 5.




o [err] 41 [err] 42 [err] 43 : err “42
% jg : %err% p ' . [err] 47 [err] 48 [ ]
: err o7 l3ghdent i fying data for the
ounds accordi ng to exanples 32-50 are ven in t%e following tag
0 074 341 TABLE5 5 NMR data for Ebﬁ#ﬁ?ﬁmds of the invention
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3§H), 4 3F—s—2Hy+—7F25 (r\,2J_ n), 749 (d, 1A, 7.57 (d,
Compound according - .21 (s, WMRdata 31 (s, 3 : S

477 (s, 2H)woekabdepel, 1H), 8.11 (k, 1H), & 23 (s, (1H) H%a 36 (d, (1H)

773
4.33 (s, 2H®7.29 (s 2(H)S1 % H??ﬁ_@ 52'3)22&2?:;33 (s, 6H), 3.75

3H), 2.33 (s, 3H), 2.43 (s, (d2u-|585 19,30 (8 1BIL _ .
6.92 (s,. 1H),.7.29 (s, 1H), 3H)9 { 8, H33 BL (s, 3H), 4.42 .

3H), 2.25 (s38 3H), 2.30 (s, (s' Hlé s, 3
g.Hg)z(k, iH), 7.35 (d, 1H, 7 H?jé“g?’ ( g 438
, 1.33 (s, 3H), 2.27 (s, 3 37 (s, 3 03 (m 1 3. 80
451 (s, 2H),ad. 17 (k, 1H) 7. gggg@ﬂ; ﬁlgg.gti{;%ggqsmm, 8. ::% (s,
.22 ( ' 141s *3.81 (s, 3
2H), 7.76 (s, 2H), 8. 23 (s, %333 M ( 1.HZ11
2.30 (s, 3Hg52.35(s, 3M, - 228(s,3H), 2.3 (5, 3H), 243 (s, 3H), -
B . Voo 2.58 (s, 3H), 3.81 (s, 3H), 4.42 (s, 2H),
6.92 (s,--1H), 7.29 (s, 1H), 8.36 (s, 1H)

3~ 125(t3H),225(s3H),230(s,3H), "
o o : 272 (k, 2H), 3.76 (s, 3H), 438 (s, 2H), . .
7.02 (k, 1H), 7.35 (d, 1H, 7.45 (d, TH), ST

8 L 12506 3,133 (5, 34, 227 (8, 3H),
- - 233(s,3H),3.03 (m, 1H), 380 (s,3H), . T
+ 45105, 2H), 7.17 (k H), 753 (d, H), 0
758 (d, 1H), 8:36 (s, 1H)

s v 222(s,3H),231 (s, 3H), 3.81 ML
47205, 2H),7.78 (5, 2H), 823 (s, H)

40 ' - 1.41 (t, 3H), 2. 30 (s, 3H), 2. 35 (s. 3H),
3.82 (s, 3H), 4.10 (k, 2H), 4.39 (s, 2H),
6.92 (k, 1H), 7.14-{d, 1H), 7.52 (d, 1H),
8.40 (s, 1H)

e 2.16 (s, 3H), 2.26 (s, 3H), 3.71 (s, 3H),
. 4.68 (s, 2H), 7.23 (k, 1H), 7.43 (d, 1H),-
7.65 (d, 1H), 8.18 (s, 1TH)

a2 .- 3.80(s, 3H), 3.83 (s, 3H), 4.50 (s, 2H),
' : 6.90 {k, 1H), 7.15 (d, 1H), 7.24 (m, 2H),
7.53 (d, 1H), 8.23 (k, 1H)

43 2.33 (s, 3H), 2.35 (s, 3H, 4.80 (s, 2H),
: 7.19 (m, 2H), 7.52 (d, 1H), 7.58 (d, TH),
8.34 (d, 1H)
a4 _ 2.34 (s, 6H), 3.85 (s, 3H), 4.51 (s, 2H),

* 6.89 (k, TH), 7.15 (d, 1H), 7.15 (d, TH),
753 (d, 1H), 841 (d, 1H)

45 . 2.16 (s, 6H), 2.38 (s, 3H), 2.53 (s, 3H),
4.46 (s, 2H), 6.86 (s, TH), 6.99 (d, TH),
7.25 (s, H), 8.20 (d, 1H)

46 : "2.26 (s, 3H), 3.86 {s, 3H), 3.91 (s, 3H),

4.70 (s, 2H), 6.87 (m, 2H), 7.10 (d, 1H),
7.48 (d, 1H), 8.42 (d, 1H)
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80, 1M, 8.40 (s, 1H) 41 73 (13 (iH)3H)7 2 (23 (s,
81) 3.71 (s, 3H), 4.68 (s, 2H), 7.2 7.43 | Y
‘ii.H?m (s, 1I(—I)S Pk ( o 0fa 3y (s, 3H), 3.83 (s,

43

fd, 1H), 7.

$H), 2.38 (s, 3H), 2.53 6%

.25 (s, 1
s, 3H), 3.

H) 25
heCcor danc‘;;

45

85
60

65

sSH) 410 (k. 2H), 4.'3'9 (s, 2H), 6.92 (k, .1H), 7.14 (d, 1H), 7.52

s, 2H), 6.

(ALY (m 2H), 7.52 (%om&k@nda?coﬁr?hg(d 1H), 8 34 (Qemrldala 44
) 34 (s, 6H). 385 (S0 exdhiple nd. 51 (s, 2H) 6.89 (k, dH), 7.15 (d,

iH), 8.42 (d, 1H) 13 @074 341 TABLE 528¢@4H),)2.340 0N 064 @@HHr di ng
MR data to exanple no. 47 4.71 (s, 2H), 721236 105 7.5%4d) 1H).2. 65 (s,
H), 3.97 (s, 3H), 4.50 (s, 2H), 7.17 (d, 79Hk, H). 892 (4. gH). 3B (. W24 (s, 1H),

41 (d, ,,1 H 10 48 1 527 %'L 4445, 3H), 2.64
s, 3H), 4.71 (s, 2H), 7.92 (d, 1H, 7. 59;2}1?& 4 ,s‘(i 822 (d,
M)~ 8. 36 (d 1H) 15 : 499 (k, 1H).712 (d 1H), 7.50 (d, u-n. .41 (t,

2.27 (s, 3H), 2.31 (s, 3H), 387(3 83545, 1H3. 94(k 2H) 441(5,. oH)

(kM. 7,12 (d, 1Ry, 7. 50 (d
’ | Egl 17 (t’- 23%% Eiﬂ-l s, 2 )2,%&%(&5:; 3.93:
(s, azs .4 (s

. Vol. 30, p. 56) to form a corresponding substituted 2-mercaptobenzimidazole;

pharmaceutlcal composmons

86

" ingredients: y N
' 2’-[2—'(3,'5-dimethyl4_-methoXY)pyridylmethyl- _
thio]j5-(5-acetyl-6-methyl)benzimid'azole +HCI 20 g
" Saccharin : _ - 06 g
Sugar - . 300 g
Glycerin . _ ~ 50g |
‘Flavouring agent ' ’ - 01g

90 (k, 1H), 7.15 (d, 1H) TRBLE%(édm) 2H, 7.53 (d, 1H),
3 (s, 2.35 (s, 3H, 4.80 (

1H), 7.15 .

53 (d, 1H\, 8 -/Ir.l. \u, -Lll 16 (S, :
, 3H); 4. 46 (s 6"6'%( , 3H), 34 (3-380-99 (d 1H),

H, 8.20 (d, 1 H 46 450 s,2H),717( 1H), 7. Hig 3 86

91 (s, 3H), 4.70 (s, 2H), 6. 8788?7{3'1}1-0841'}" B’(d 1H) 7, 48 (d,

35(s
in

43 (s, 2H), 7.0_0 (_s H)
The staru_n

f), 6.95

e follag
W LIjlle startmg materlals mQhe examples 1—50 were prepared in accordance with the followmg
1) a substituted o-phenylenedlamme was reacted with potassium etylxanthate (acoordmg to Org Syn

2) a substituted. 2-ch|oromethylpyndme was prepared by reactlng the eorrespondmg 2—"-
hydroxymethylpyndme with thionylichloride; :
3) a substituted 2-chIoromethylbenz:mudazole was prepared by condensmg the o-phenylenedlamme' ;
wnth .chloroacetic acid.
The followmg examples |Ilustrate how the compounds of the formula l can be mcorporated m"'_-

Example 51 .
: ' . Syrup ' B
A syrup contalmng 2% (welght per volume) of active substance was prepared from the followmg

Ethanol 96% S 10.0 ml

Distilled water .(sufﬁcient to obtain a final
volume of 100 mi) :

Sugar, saccharin and the acld addition salt were dissolved in 60 g of warm water. After coollng, )
glycerine and a solution of flavouring agents dissolved i in ethanol were added. To the mixture water was ..
added to obtain a final volume of 100 ml. .

The above given active substance may be replaced with other pharmaceutically acceptable acrd :
addition salts.

Example 52

' Tablets T

2- [2-(3 5-dimethyl-4-methoxy)pyridylmethyithiol]- (5—methoxy)benzrm|dazole HCI (250 g) was mixed - -
with lactose (175.8 g), potato starch {169.7 g) and colloidal silicic acid {32 g). The mixture was moistened . ;

14




fgoording to Org. Syn.:. Vol. 30, p. 56) to forma cor
tituted 2-nercapt oben2| m dazol e; 2 a substituted

|.or onet .% stéarate (s GpP @bre Ad

“Ustrat e dngvedirae ameunpoithelsctivfingredient.or nul a | can be |
ir macedt i cal conpositions: 35
npl.e 51 Syrup A.syrup containing 2% (Mh,g%t per vol

cAftey Hryipg
_ ]g 45 (9%50 g) agd welzrefbp?e d in tsqggge tabets %ese tablets are first co
an

£10. 0 ml B sdartoh ¢atractdride. (sufficient to obtain a final

ater. After cooling, glycerine and oaf flav

| ets

colloidal silicic.acid 32 % TheTest Methpd Was noi

WI th 10%% ‘fbloﬂp Igéﬂ'"‘{)ﬁ ‘5‘%’
er. dryin e% @e% egc#l

d ang t ébfoese YWABnURLERRSEN b Nistardi

nul.es wefuErdgee &Pé%lﬁt
“(3, & of A

can cons
G ﬁwﬂ Fadhb
hyl )benza&adﬁmﬁ,&- '

tests to the acid output in control tests when orily the’ vehlcle was glven
The test results are gnven in Table 6 below '

Y
|12

ubstituted o- phenyl enedi anmi ne .was reacted with pot assi um et yl xant hat_.

Ior omret hyl pyridine was prepar ed-0 4&& i ng the correspondi ng
Qxyrmt t 56' sgluggn lntﬂh QJQQI rSJl”dQl'; % 1§Qnesh SIEV§)AféI' &Hp&tpb{afe

arch 6
HLERSiuRGhlid 1ébtained was pressed into
enyl en etdblétﬁllﬂ.ﬂOOV)Mt eacB tablet comaiing 25 rag:ofdctlvi'hﬂisﬁmiel Tabiieta ganche prepéredithat contain

respondi ng

ncorporated in

une) of active -

stance was GRnGRawarb f)u‘éﬂi%df hém fzqw(m:dﬂ&h?l%ﬁdﬂdﬁ(ﬁﬁ#ﬁylméﬁylthlo]-{s-carbomethexy-G-
2- (3, 5 dncmllbydzmme bﬁl gemy)r laclyd eWS.BPl and an aicoholic solution of polyvinylpyrrolidone (25 -
c

{25 gy potago g§a ag'd(g’v%h e m ggnesium stearate

alcoholic solution of

_ - shellac and thereupon with ous solution containing saccharose s‘S‘}é rablc (5%), gelatin
e 0 g Ayc %), 'dnd dyestuff (0.2%) . Talc and powdered sugar were used for powd e%\@f”el cﬂﬂmgs _
tagent The coating was then covered with a 66% s@aﬂsy@:pSﬂd golished alth Haiation of 10% carnauba wax in

vol ume of 100 m) 55

 Stigar , saccharin and the acid addltlon sal tk?%ere di ssolved in 60 g of warm j-':
n _

ouring agents'.

i"ssol ved in Qqﬁ@@%mm@nﬁ@\d%yna-ﬂn&t hm ﬁhﬁﬂﬁ%lﬁﬂbéﬁﬁﬁlldﬁﬂﬂiﬁﬂﬁy&rﬁcmﬂﬁﬁﬁl lm a'.'
al  voboung), sobiuch@Rlotide.(0.8¢)@ndusearsic giide.n giwdre digsolsertis suffininpt amopnid distified waterto

h ot her g;mwmmmlum This spiutiomtwhish containgi0am of geliye sybstance fgrieach rﬁxw%d '52

illing ampoules, which were stenllzed by heating at 120°C for 20 minutes. _

2- (3, 5-di et hyI 4- et hoxy) pyri dyl mgidplehibsed I -(5 met hoxy) benzi i dazol e- _

- (250259) was mi xed. 6SGaurtchc.ha€&eﬁsemﬁ ifing Sffegt on dofdc@UOdYS ar Ch (169 7 9)

st ened 14 0.074

%Yg‘ B@fﬁ&@ Her?gj:?ﬁ%%;;i 1 suggh ngglﬁlg _

ﬁld(ﬂl Qoded Bho—adot h

t abl et ufﬁ‘dl/liﬁ A, esligng’in siiinaximahdcietién of gbstiicueiioAt Idaatd leues actarpnbe opstippudation]

t' cont ai whearthe ghesic: aedjsagmunhadoéachwea gendy level, thejlest ¢prapqundyin Jree base
: _ (90 HG, 15 000 Dow Chem. corp were given orally by omac tube The - *

utwe minutes samples for 3
Shiadtic Hitrator and the - -

‘g act ose. (1759 9) and an alcoholic = - & .
-.:ut l on of  pThey/per cank ‘phibllm)i ofdﬂﬂec was calculated bycomparlng in each dog the acld outputin the




10 g). After drying, the granules were mxed with talc (25 g), potatQ 3
starch (40 g), and nagnesium stearate (2.50 g) and were pressed i pf 0\ 000 3
tabets. These tablets are first coated with a 10% al coholic solu Y'u 9 k
shellac and thereupon with an aqueoug Lgd?n cont ai ni ng sacchar tﬁ
‘gum Arabic (5%, gelatin i (4%, and dyesturf (0.2% . Talc and pQudéred .
sugar were used for powdering after theTABs&® five coatings. The coat’ing 5
was then covered with a 66% sugar_ Syru nd || sh i solution of 10% 9
carnauba wax in 15 car bocglSa 'gta‘rggé‘f? %'?? gfg't'ggﬁgﬁ*% %ﬂsc 3%8?%%% for injection -§
2-[ 2- (3, 5-di et hyl - 4nmet hoxy) pyri dyl met hy4 t hi o] - (5- acetyl - 6- net hyl ) benzi mida - °
zol e hydrochloride (1g20 g), sodiumchforide (0.6 g) and ascorbic acid

(0.1 g) were dissolved in syfficie Rof distilled water to give 100

it
nm of solution. Thiss n%/gl(ﬁ_p onthins 10 ng of active substance for
each m ,was used in anpoul’ @s, ich were sterilized by heating at
[err] for 20 minutes. Broldjical tests 25 Dose

GasEFPR aci d
~secretion inhibiting effectgon conscious dogs Test Met WS (489 onile igeitips)
fistula dOgS ( Hei denhai n p()llPh dngc) were used—TFhese dogs have been
surgical jgy prgvided wi gh a gastmic cangul a i ret he pa@tich. Following a 4
wegks' recov ' ,
each dog. Foostogid wat 8 were witt hdr anfHil8 hoBfth bef@ee eaéh test. 30°
Gastric acid s ion . was inducged by ntinugelg i nfdesi on @f histam g at
i ndi vi dug do§§§6§'§=oo- %00 unol /E'g, h), E%esul ti ng3 in dg'tss,lbmatxi mal secretion
of -gastric ackgooél, | €8%H, 2 houns aftecHpnsetotH, stiGdl ati @n, when t %8
gastric acid secretion had reached a steady |evel, thetest conpounds 3i5n the
form of free B&9EHsuspéfded i n ¢! 50 MefHocel [8F7 (doHG ?5. 000, Dow’ Chem
corp.), re gi oral]y by st ch twhe. Th astrgd; j Ui @ was col lgact ed
by free ow 9F§§1Hi he g'flast ric cgﬂﬁul a FE’ consggl%t ive '%0 m nut es sanpl es for
3 35 hours. &ke,sanpl es were tiHratedCHp pH @€ wi tG:0. 1 M NaOH usi ¥ a
Radi o-meter automatic titrator and the acid ogt put v@gs cal c~8ul ated. The per
cent inhibiti&FO06Hs aci #ecreti dh was #al cul at®d by €B8nparing in each dog
:t he aci d™out PUlodyD t he I_fl_est S to jhe acicg,out pgih, i n cejtrol z ests wherrsonly
it he vehicle was_gfven he test results are given in Table 6 below 4045
50 60 65 15 0. 074 341 TABLE 6 Gastric acid secretion inhibiting effect

on consci ous dogs 5 4 [err] 10

q Comment to the test results errj -t

§ err] N it is seen.in Table 6 that the tested compoundﬁ?ﬁ?oral administratiéif éx@ibited a high inhibiting
urmol /kg) oftdcblor {8 pabtricisurgtion. |

® ¥S Claims for the Contracting States: BE CH DE FR GB IT LI LU NL SE

# P

1. A pharmaceutical preparation containing as active ingredient a compound of the formula

45

50

‘55
or a therapeutically acceptable salt thereof, in which formula
R' and R? are the same or different and each selected from the group consistir_lg_ of H, CF3, NO,,
—COOCH,, —COOC,H,, alkyl containing 1—7 carbon atoms, halogen, alkoxy containing 1—5 carbon
atoms, and alkanoyl containing 1—4 carbon atoms;
60 R is selected from the group consisting of H, alkanoyl containing 1—4 carbon atoms, and carboalkoxy
containing 2—6 carbon atoms; and _ o
R?, R* and R®, which are the same or different, are each selected from the group consisting of H, CH,,
C,H,, OCH,, OC,Hs, OCH,CH,OCH;, and OCH,CH,0OCH,CHj;; provided that
? sa) at IZast :Jnse of R®, R* and R is selected from the group consisting of CH;, C.Hs, OCHs, OC,H;,

&5 OCHZCHZOCH:,. and OCHch20CHch3, and
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ter oral
cretion.

pound of
r] [err]

&

k3, R4 an

45

50

‘85

60

65

[err] [err] R [err] [err]
| err] 20 [err] [err] 25 ~[err] [err] [err] 30 [err] 35 '
mrent to the test results It is seen in Table 6 that the teste§
adm nistration exhibited g giyghgigghi biting effect on tKe
Clainms for the Contracting States: BE CHDE FR BB IT U L SE
1. A pharmaceutical preparation contaiABRg as active |ngred|ent a’ '

rapeutgcally acceptable salt thereof, 4in which fornmula [err] and [err]
re the sanme or differ
derr], [err],
;ontarnrng 1-5 carbhgn

arbon atomns, and car boarko
flerr], which are the sane ory different, are each sel ecteBO¥Ym t(FRngpitian
fonsi sting of H CH3, J[err]. and [err]; provided fha;_a) at ‘| east one of

d RS ‘]‘,s sel ectﬁﬁi fromtﬁre groq:p consksting ®sf [err] 65 [err],. and ..

QL” and 16 0 074 TABLE 6—-Gastre—aett—seecrettonTihrbrtT g e fect
in"consci ous de@eH,[errrii [err] H CH, . BSde CHs 2 75
]ffect (unnl/kg% @6|nh|bt|on L 15 CH,Q [errO]:H . CH, 8 50'
v 5-coocu,_ ecH, W oM ocH,  CHy . 2 g0
5-COCH; . - eCH,  H CH, = OCH;  CHy 2 35
5COCH, = H W CH,  OCH, CH . B8 ER
SCH,  H W CH,  OCH,  CHg 2 _' ___eo_. -
5-COCH, _. 6-CH3 o H H o G, | .: CHy 8 : 80 | .. ..
so, M W cw om eh 2 W

t he fornula 4

[err] %astrlc acid secretion inhibiting effect r)n confcrfgg (g)?s A

nt and each sglegted fromthe group consisting of H,
nt ai ni A 4f bon atons, hal ogen, al koxy
_,\_ nd aIFa byl contai ning 1-4 carbon atons; 60
H, al kanoyl contarnrng 1- 4 -
contarnrng 2-6 carbon at on®%*®and [ er fectng

[err],

: Comment to the test results’ C ' ' X
It is seen in Table 6 that the. tested compounds after oral admumstratuon exhrblted a hrgh mhlbrtmg .

effect on the gastric secretlon

Clalms for the Contracting States BE CH DEFRGBITL LU NLSE

1. A pharmaceutical preparation containing as active ingredient a compound of the formula S
R4 ' L
RS RO ' : o
g“ 345 _ ) o
D—s—cH, 21 8 . e
1 2 N . L
N . _ : i
|

or a therapeutically acceptable salt thereof, in which formula ' I

R! and R® are the same or different and each selected from the. group consnstmg of H CF:,, NO,,
—COOCHs, —COOC,H;, alkyl containing 1—7 carbon atoms, halogen, alkoxy containing 1—5 carbon
atoms, and alkanoyl containing 1—4 carbon atoms;

R is selected from the group consisting of H, alkanoyl containing 1—4 carbon atoms, and carboalkoxy
containing 2—8 carbon atoms; and .

R3, R* and R®, which are the same or different, are each selected from the group conslstmg of H, CHs,
C2H5, OCHs, 0C2H5, 0CH2CH2°CH3, and 0CH2CH20CH2CH3, prOVIded that . .

a) at least one of R%, R* and R® is selected from the group consisting of CH,, C,Hs, OCH;, OC:Hg,
OCH,CH,OCH,, and OCH,CH,0CH,CH;, and -

16
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errl. 20 [err] [e_rr]" 25  Jerr] '[err]'- [err] 80 30 [err] !
"'dt est [esu!ts Ithlz seen in Table 6 that the tested conpounds af y€f
¢ adni ni stration ex ibited a high inhibiting effect on the astri.c‘
étion. Clains for the ContractiOd0% 4%: BE CH DE FR GB TL LU e

A phar BRfeH it 6¥ Re 1 Sibicatd 1D theh Malrarhdlhingradital AT Rt o isrseleaeti feant thegrd %

pound OdondishiRg qungj GC.h), Qem,c]-lzqcag, lahd OCHRCBOCHICHa abdher apeuti cal |y =

cept abl e s allwhen Rds B or Rijs ﬁhiaeﬂﬂﬁﬂdrﬁﬁla'agé is eRFHAr e the same or
shd

ol wheti Fige Wt or ris &hisoh Bt e or Hinff
bt

n
: d DR ifgrediehts »dldFRR]
o) e o on
e, an \NEBOC, 4.0 Bikyl @ikt 114 darbai 26fis, 2bI0GE, albdky havihy 153 s@barcétents.fandm |
group ARG Bdving 3—a tarbin atdmsaRis it andovirerinie, Rbantl.RAare the basee a1 ot nt-algﬁif'ected

boal koxfyone tha tgesup cengistnaef HaClhofe a'S’GHe O%ag"%o H9GHs 09 Goibl2Chab 3,«% :
) ; ; WSHs | PaRac b e ddie

o (A e ban e S G
] and. C’;I.’CI-Q. X, \Br,: , GhPEH20; Ris H; SREWh&6IR RO R* ikdl, R® [k thd1shnid or idiffe@ad apdt ed

M t he Odeftdiad frovi HeSgroupGomsistihg6fH, CAS OCHEANA-OIMEIROCHnd OCH2 CH2OCH2CHS, - a}nd :

* C L 4M piarmaceutical ppep@ratiorGatcordig tajelaim 1.\gentejpin Ve "EQRQ:%“H o
en t hdé rthefermilpvherain R and 82 e sar ifferent %ct_ :&i?%o onsisting of H, _
nsi st i naCePC :.Epru-g,v iy % _HE: LR IsH: Ee:{:@e b, R?-fgr:ﬁh Y gfe ﬁé iﬁt?reﬁ’:?ﬁ\n@ec%oup
5 St gfrmsf' m,o_% of GHEhd c,,'_é_ 1 8hd ) when Ris H. |err] or
1] is [€erigla gh _fc%ﬁtf il prép rati6H dobatdiflg fo@laln) 1,206t4iRIRg b acfivarindredient madmpODMEQT
ti onal | ythi fortis Datietdin Rand\R2ake the saha prditfeert snstdathseladtedimmthp aroupgonsigting o, o .
har mae eC00GHI allyt baving dt-4carbar elomei aikexy having T, cprbor gtoms; and plkangy! bavin Jed
gr edi ent caboadtAMSY '63%" pemiiyhIE S R T AR are T he sanme of,
! P 37, 5 : D o
ferent %ﬂ’i‘i E. aﬁ? madetitfchl pe'ggafaﬁmow?ﬁngfo% §,.Q0Sthifihg Bdactile igredient a compound of
the formula | wherein R and RZ are the same o different'and each selected from the group consisting of H,
25 COOCH, COOCHs, alkyl having 1—4. carbon atoms, halogen, alkoxy having 1—3 carbon atoms, and.
alkanoyl having 1—4 carbon atoms; R is H; and wherein R® is CH;; R*is OCH; and R®isCH,.. .~ - .-
.. 7. A pharmaceutical preparation according to claim 1, containing as active ingredierit a compound of " .
the formula | wherein R' and R? are the same or different and each selected from the group consisting of H, -
'~ COOCHs, COOC,Hs, alkyl having 1-—4 carbon atoms, alkoxy having 1—3 carbon atoins, and alkanoyl having -
30 “1—4 carbon atoms; R is H; and wherein R® is H, R* is OCH; and R° is CH,. AR R
- - 8. A pharmaceutical preparation according to claim 1, containing as active ingredient a.compound of -
- the formula | wherein R' and R? are the same or different and each selected from the group consisting of H,
" COOCH,, COOCHs, alkyl having-1—4 carbon atoms, alkoxy having 1—3 carbon atoms, and alkanoyl having .
1—4 carbon atoms; R is H; and wherein R® is CH,, R* is OCH; and R*is H. ' K B

35 - 9, A pharmaceutical preparation according to claim 1, containing as active ingredient a-compound-of -
the formula | wherein R' and R? are the same or different and each selected from the group consisting of H, . .
COOCH,, COOC,Hs, alkyl having 1—4 carbon atoms, alkoxy having 1—3 carbon atoms, and alkanoyl having .~
1—a4 carbon atoms; R is H; and wherein R® is H, R* is OCH; and R® is H. : el e

' ~ 10. A pharmaceutical preparation according to claim 1, containing as active ingredient a compoundof "~

40 the formula | wherein R' and R? are the same or different and each selected from the group consisting of H, -~

rid aikanoyl having -

COOCHs, COOC;Hj; alkyl having 1—4 carbon atoms, alkoxy having 1—3 carbon atoms,’
-1—4 carbon atoms; R is H;.and wherein R® is CHs,. R*isHandR®isCHy. =~ . " " 7 .
11. A pharmaceutical preparation according to claim 1, containing as active ingredient a compoundof - -
the formula | wherein R and R? are the same or different and each selected from the group consistingof H, =
45 COOCH,, COOC,Hs, alkyl having 1—4 carbon atoms, alkoxy having 1—3 carbon atoms, and alkanoyl having - -
1—4 c"'arbon atoms; R is H; and wherein R? is H, R* is OCH3, OCzHs, OCH,CH,0CH; or OCH,CH,0CH,CH;,
and R®is H. o B : , : SR
12. A pharmaceutical preparation according ‘to claim 1, containing as active ingredient a compound of
the formula | wherein R* and R? are the same or different and each selected from the group consisting of H,

50 COOCH,, COOC_Hyg, alkyl having 1—4 carbon atoms, alkoxy having 1—3 carbon atoms, and alkanoyl having -
1—4 carbon atoms; R is H; and wherein R® is CH,, R* is CH; and R is CH,. _ S
13. A pharmaceutical preparation according to claim 1, containing as active ingredient a compound of

the formula | wherein R, R?, R?, R®, R* and R® are combined as follows: _ :

~
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@aving 1-4 carbon atons R is H and

CH3, COOC2H6, al kyl having 1-4 carbon atons, hal ogen, al koxy having 1-.
‘bon atons, and al kanoyl having 1-4 carbon atons; Ris H and wherein .
err] .[err] and [err] are the sane 8 o f§g ent and sel ected from the
EOT oup conS|st|ng of H [err}, [err], [err] Terr] [err] and [err]. 10
F A pharmaceutical preparation according to ¢laim,1, COHJ aining g
nredl ent a conpound of tHRe formulBa | whBreifn [eﬁ'l and [err] arg o Jsane
of different and each sel egt toe;];[ fromthe QHOUF&HCOH%cﬁ%' nge@f H [¢ ;
i &rr], ds Br, [err] and [err Ris H and wherein [err], [err] ¥
lare the sanme or different amtbossJ edt ed fréam tChie graSHp coRMi St i ng of H, -
Herr], [err], and [err]. har maceuti cal prep tion ﬂCCOI’dI ng to claim:?:
;, containing as active in§ TCQQEEN Gac"borrpb'un(fe'éf %{)c he Fo’r mula | wherein '

err] andp[err] are the sagggef, di fd@i,ent yang acrbcﬂel ecced fromthe group
_on5|st|ng of H, [err], [erg%] , [err *and [err Ris H and wherein [err],
jerr]- and [err] are the’ SaIsEosH; di fH er ent Hand':H.rseI QfHed f Em t he group

onsisting of [err] and [err 5. A phar l%cal epaEgtl on accordi ng to'_'
laim1, ,gontaining as acti =|ngre"d| ent ound” 8f the’*fornula | S

r
E erein [err] and [err] ar%_dd&ﬁasarmcbgr dif f gy ent c&gd each, sel ected from
@group consisting of H 20 [err], alkyl having 1-4 carbon atons, al koxy
havi ng 1-3 carbon atons, arSEDQ&Lkand']'I havithg CHs- 4 @ar bonCHt ons; R i's H, and
E erein Lerrl, [err]. and [err areééa_ﬁ sa di fé&_[éent Hand sel'ected from ;
he group- consi sting of H, -' [ ], ndq'[ err| A phar nmaceuti cal '
br epar ati on according to’ clga-g@acﬁ CeE,al NiNg @f - acdaHse | mgr edi ent a’

gonpound of the formula l wher ei h [err] and [err] are the sane or different -
and each sel ected fromthe @Qﬁup comélist i iy ofHsH, @5 Coo€Hs, cooc2Hs, al kyl

G
i
havi ng 12% carbon at ons, xy ving 1-gegarben: atons; and
Ikanoyl havi ng:1-4 carbon f‘%%@' % S H r?'gn WQ rgﬂ:ﬁ [err] is [err]

[

E

err] and [err].is [err]. 7. A pharmaceutical pre aration accar
Haimi1, cont \]4n$ [’l@"ﬁ%’e‘étﬁ' P%quwg'f aerding t°§'a%?7ﬁ6'ﬂﬁ?f"%73 YR "g]m(é'ra'rc'!rtualrl m%’&nd of
herein [Per l]e ®err] are the sane or different and each selected from’
j:ne group consi sting of H, [err] alkyl having 1-4° @@.riabon at ons, al koxy _
faving 1-3 car bon atoms, and al kanoyl “having 3@, 1-g Caglpon-atoms; R-is H-
ind wherein [err] is H [erricHg@Jerr] and [err PS _
bhar naceddi.cal. preparation accordl o agm onL i-ni ng as- active ,
jredi ent. a conpound of the formksg eréin [2rrl¥ and [err] are the sane
‘di fferent -and each sel ect ed fromthegroup consisting of \H [err] ,[err],
1 kyl havi ng 1-4 carbon atons, al kox haV| ng 13 carbon atons, and al ka.noyI

1-44 t icpihw accepty bge saft tl\gm
ber :— ?g gm 5322# ° 35 tﬂs qw n m ma s%h <4 [jv gttrre}ﬁ?eté é’%‘ lya aJthaa? L% e]reo??t% use

ont ai ni ng é{'s'"%?:xzﬁaﬂ attﬁh@ap’b&rcwlaacebtam eﬂtehemec[f dsrive
Ind [err] apomé PEatRHTBY @Etrdihtésim amb:aﬁidto asee Inatdnardalé argmmanhe gr oup

onsi sti g of 11 A cdnapouhd of[tier fojmulaal kyl -havi ng 1-4 carbon atons, al koxy _
aV| ng 1-3 carbon atons, and al kanoyl having. 1-4 car Qon atons; Ris H, and
nerein [err] is H, [err] is [err] and [err] is H 1&" A pharrraceutlcal

r eparation according'to claim1,R cont aining as [ g‘? edient a .
orrpoundsaf 40 the formula l V\,her.' err] and [eNgPsyfe the sane or - . |
li.fferent and each sel ected frgm QNFHsLilhg 6 H [err],. err] -
(I kyl having 1-4 carbon atons, al Qaw'ng 1-32car®6n at ons, -and al kanoyl! -
ein [err is [err], [err] is Hand. .
ERR] is serr]. il. A pharmaceutical pregparation according to claiml1,
ontaining as active |ngred| ent a corrpound of the formula | wherein [err]

ind [err] a(ra?edt e sa ??af];[ﬂﬁ'ci se ected fromthe group
_onS|st|ng e RBhHRNY P AVERIN 3
ar bon atsQ”&coﬁ@a } \ebman 5 4—9% naw.&nsanodan%ﬁw cand%»?mmuméi
err] is H, a{oefsra]ndla&ar[oerab]mtammg[1e|4|t:}rbanaior[1£rr] is H 12. A pharnmaceuti cal -

repar ati on aqc‘%g ;%;g frop the grpyn cpnsisting pft: glkengykeentaiping =4 F3TBINAR sy indgarboalkoxy '
flompound of SN e err t
P coch e AR TRl i o o o AR

48 &
';:_-'-4 carbon at ons, ‘f oxy havi ng 1-3 “car bon atom; and al kanoyl havi ng

I|I||II| |||||| 1] ||I|I II IIIl
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rbon atons; Ris H, and wherein [err] is [err], [err] is [err]
is [err]. 13 A pharmaceutical preparation accordr ng to claiml,
ining as active ingredient a co L*g% the formula | wherein
and [err] are conbined as foIIo : 65 17 0 074 341 [err]|
: [err] [egydtQeadtCone of R, R* and R® is selected from {hﬁ rg’l"dup[ceiié' sting 6ff EI-],, d,'ﬁr;,[cmﬂg
] 20 OCH,CH,OCH,, and OCH,CH,OCH,E18 &rld [err] [err] 25- err

pRarmaceut i cal b (omeerrﬁ‘atﬂcﬁiraMHn en t!‘e¢¢'%ﬁ"m91f°d'€ﬂt‘)ﬂ“t @ E[gctqggfan,t@egroup

Ei edi eny m ofiRFHs O qrg,ﬂ XCfiaCHy

b, at| hen R
- apeut . C oY AT A e déﬁﬂriﬁ@f R
,t,,g,rg,@n gapeut | ca l'y accept abl e salt thereof for use in

i b| t | ng gastixat &aﬁ@hdoﬂécn‘ehd 8his |csi-lsrvmemrﬁlls;hvarmerrmr¢ R’ angR? mvewsimwnayen

'|ned|n anbyveef ca

G o WIELPRSLhittd e BRI £ el
333 ﬁ%ﬁ rbon at ngL gﬁd H |E }Qomdbav Hgf s m

iv) when R is H, and R' and R? have the def' mtron gwen above, FﬁemRUa R’alpﬁos.loc aI ly
_accept abl e sal vowiteh®rieB,R' of R? isVaFs@hd Rbandhi® are CH; and/or H then R* i not OCH.

and

' 15 18. A compound according to claim 17 or a therapeutically acceptable sait thereof, wherein R is H, R,
- A R?, R® and R® are as defined in claim 17, and wherein R* is- OCH,,, OC:Hs, OCH,CH,OCH; or
S OCH,CH,0CH,CH,. :
g 19. A process for the preparation of a compound according to any of claims 17—18, by
A. reacting a compound of the formula
20 T
. \‘
R2
N ,1
25 r! a \>_ rANE i
T _
1 ] R
30 ' .
with a compound of the formula..
35 _ o
I (L
40 ' }
' in which formula R, R‘ R2, R3, R* and R® are as defi ned prevrously and wherein one of Z1 and Z2 is SH and .
the other of Z''and Z2 is a leaving group; _
B. for the preparation of a compound of the formula | whereln R is H, reacting a compound of the
formula '

45 ' , , : ' .
50 : _ . . .
- E - . NH, | |

wherein R' and R? have the same meaning as given above, with a compound of the formula

55

0 | B |
HOOC—S—CH2 N

wherein R?, R* and R® have the same meaning as given above, to the formation of a compound of the
65 formula | wherein R is H;

19
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rr] and [err] are the sane or different and each selected fromthe group
fonsi-sting of H [err] 60 [err], [err], alkyl containing 1-7 carbon atons,
al ogen, al koxy containing 1-5 car bon at ons,. and al kanoyl contai ning 1.4
flar bon atoms; R is selected fromthe @roZd 3hsisting of H al kanoyl ¢Z
gont ai ni.ng 1-4 carbon atons nd'parnoalkoxy contai ning 2-6 carbon agf@uf
knd_[err] and F’F?‘T'"gm"(’ﬁ?"’adr%t?%gméane or different, are each sel ect4d
w( ) the group consisting of H 65 [err], and [err]; provided that 18 0
777341 a) at |east one of [err], [erR and [err] is selected fromthe
froup con8isting of [err] [err]and [ery] and p) when two of [err] and [err]
Br e H then the remaining radical [efr J s'dh s@l ected fromthe group
g 5 i) at |east one-of
iﬁrr] and [err] is [err]or [err] when RTs a] kanoyl containing 1-4 carbon
jtons or @arbal koxy containing 2-6 carbon atgms and [err] and [err] have
ghe definition given above ||) at Ieast one of- [err] and [err] is [err]

?rr) when two of [err] and [err] are H t hen the renarnrng of [err] and
mrr] is perr]. OCH2CH20CH3 or OCH2CH20CH2CH3 and R i s al kanoyl containing
4 -carbon atons or car boal koxy conta|§|n9R2 6 garbon atons and [err] and
lerr] have the definition given.aboveR mh B Ris H and [err] and [err]
ave the definition given above, then [e rTpnd/or [err]is [err]. v) whe
s H, [ered or [err]is [err] and [e;p%s ' rr] are [etr] and/or Hthen:
err] is not [err]. 15 18. A co und according to claim17 or a
herapeutical ly acceptable salt t hereof, wherein Ris H Rl, [err] and
prrl are aswﬁieergrrln RERs in'a R® hide e nle%mn@?ﬁed’mﬁ%ednﬂ 2} B rdabtive [e@tbrified hitiréxdy.ardup)tb hiar

err] 19 25 Asolthdtiok oFa édmipolindtorf Ble@diaiuRlly on of a compound according to any of
lains 17-18, hyreauctroeacaeon@ommnpwmlaof the fornula 20 [err] 25

N1l 30 with a conpound of the formula [err] 35
wrr] [err] 40 in which formula R [er], [err] and [E?r] re._as defrned .
;evrouslxmand wher ei n one of. [errhzand [erTh i R/° Rhe ot her  of [erg](:

ﬂd[err] I's .a IeaVIng group, . N |
b | Rl g >_l-cr|2

to the formation of a compound of the formula | : o S
E. for the preparation of a compound of the formula | wherein the radicals R' and/or R? is COOCH; or

COOC,H_r,, reactmg a compound of the formula "

L Lo e
¥ 2 R T
1. "\ A X
\4 §>-s—cH2 N S
=~ | -

50 T, R

wherein R, R®, R* or R® are as defined above and wherein Y'! is —COOH, or a functlonally equlvalent
derlvatrve thereof, and Y2 is —COOH, or a functionally equivalent derivative thereof, or R, with
55

" CH,0H _ X
or ' |
0 - |  CHCHOH i | X
or a functionally equuvalent derivative thereof, to the formation of a compound of the formula | wherein R‘ B
and/or R? is CH;C0OO or CH,CH,COO; :

: F. for the preparation of a compound of the formula | wherein at least one of R% R*and R is OCH:,,
65 OC,Hg, OCH,CH,OCH; or OCH,CH,OCH,CHj, reacting a compound of the formula

20
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‘he preparation of'a conpound of the formula | wherein Ris H,
g a conpound of the fornmula 45 2 [err] [err]

NH wherein [err] and [err] have t@enmrm;ﬂeanl ng as given above
kpound of the fornula 55 60 [err] wher '-
err§ and [err] have the same -nmeaning as given above? to the formati

_und of the 65 fornula | where&fn R is H 19,8 0745341 C. reac

Jound of the fornula 5 = R [err] :
kin [erf] and [err] have tRe V&0 cA lednd Mis K Na or Li,Xu-

F a compound of formula wherei d [er?] ve the neani ng given
e and Z3 is a reactive esterified hydroxy group, to the 25 formation of
ccrrpound of the formula 1; D. reducti dh of a conpound of the fornmula 35 R
o tthe formation of a conpound of the fornmula |; E. for the preparation of
canpound of the forrrula | wherein the radicals [err] and/or [err] is

err] or 40 [er s . syl ither R®. R4 and RS respectively, or.
gl ern] wherein ‘;J o s[;gﬁ aﬁ?ﬁ; k %%gﬁgiﬂﬁz b r}%l :ﬁé&:&i&i{ H%?d:lm ::ng,,:lr‘u(thoa '-

klern] or a fmnt“dmpeﬁrai fyheerﬁruiulaa ent “derivative thereof and [err] is [err].
“Eor a functlonally equi val ent derlvatlve thereof or [err] wi th 55 [err] or
$0Q Xl or a X
tionally e RE/aL | N6f &4 dcﬂém,eanw N, R7dr O 1Pthg RHIRHRACT a
he formzb a?ﬁ’%ﬁﬂf Blfnf EE b 2c¥| %&?ﬁﬁ&r Al Rb. 50 Tahd GF il OCH,] OCHe OaBECH,eH or
aration ofoeH,c Hy0higt Of the formula | wherein at | east one of [err] o
[err] is [er r|]'G f¢85 %P'repmtoerqfl]a compeyn n;ﬁﬂzf femgbe?t[lwqiew at |eastioge 9fiRa RQG'“’ Réis -

CHZOC s or OCH,CH,0C CH3 reacting @ compound o rmula’

25

. S R2 : Zefj/zg T ‘
. SN N, . S
. XV
R
35

wherern R, R’ and R? are as def' ned above and 28, Z7 and pAd represent either R, R* and RS, respectwely, ora
‘radical .

w0 e OCH,CHY ) 5 o XV

where Y is halogen, whereby at least one of Z8, Z” and Z’ represents OCH,CH,Y, with a compound of the
formula

o o - R—0-M - S

wherem R'is CH; or CHzCH, and. M is Na, K or Li, to the formatlon ofa compound of the formula Iwherem
at least one of R%>, R*and RS is OCHch20CH3 or OCH,CH,OCH,CH,;
H. for the preparation of a compound of the formula I wherein Ris H, hydrolyzmg a compound of the
50 formula . .

55

60

wherein R, R%, R®, R* and R® are as defined above and Z° is an alkanoyi group ora carboalkoxy group, to the
65 formation of a compound of the formula | wherein R is H;

21
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341 wherein [err] and [err] are as defined above and [err] and [err
pr esent .either R3, R4 and R5 respectively, or hal ogen such as [err] or
jerr] or{err], whereby at |east oned)h-hew and [err] represents hal ogen
for ferr] with a 5 conpound ofthe formula. [err] ' o
X1 11 - wher ei n | reducfioni of alcempdundof heforpuland Mis Na, K or Li, to thefcdf®nati ol
of .2 20 conpound of the fornula | wherein at |east one of [err] axd [err]
E S ‘e_rr] or [err]; G for the preparation of a cfpound of the formula |
gwherein at | east one of [err] arfd [err] is [gsr]' r [@r] reacting a
tconpound-of the fornula R 30 whé&ein jerr] and YjerF] are as defined abawe

and [err] and [err] represengl e [}Lg_a(?.ﬁiz\mer respectively, or a
: N’ Lerr e Y is hal ogen, whereby

gr-adical 40 _

fat | eastioone of [err] and [err] reprepents OCH2CHRY, with a conpound of the
if.ormul a 45 R [err] _ '
{XVI wherein [err] is [err] or {err]-and Mis Na, Kor Li, to the formation
fof a conpoyPdeGhmiatish df @biibcdund otthefoenuia kit | east one of [err], and-[err] is
ilerr] orerr . reddctidh@f a térapqunegithefomale of a conpound of the forrmula 1
fwherein Ris M hydrolyzing a conpound of the 50 formula 2 [err]

X\x(J,Jr 60 wherein [err] and [err ] are as defined pbove and [err] is an

tal kanoyl group or a-carboal koxygdroup, to thg365 orngt i-on of a-conpound of -
it he- my a | wherein Ris H 0 07¢ 340 1 | on ‘of -a conpound qf,

lihe fornula [err] [err] A T_ ix
of. a conpound of ‘the fornul &1 ! , NN 'r%‘gﬁj

_ Il 10 to the formation -
ctyon of ‘a conmpound of. the -
formula [err] 20 [err] 25 o '

. _ . . 0 . - Rto the
formation of a conpound.of .the f-or'rrulé 1; ' - o

to the formation of a compound of the formula I; o S - : _
whereafter, if desired, the compound thus obtained is co_nverted toa therapeutnca_lly acceptable sglt. .-

30 Claims for the_EConﬁaéting_"Snte_: AT -

1.A proééss for fthe.pre.paratfo'n of é.con‘ipodhd of the formula

35

. 45 and therapeutically acceptable salts thereof, in which formula . .
. .R'and R? are the same or different and each selected from the group consisting of H, CF;, NO,,
'~ —COOCH;, —COOC,H;, alkyl containing 1—7 carbon atoms; halogen, alkoxy containing 1—5 carbon
atoms, and alkanoyl containing 1—4 carbon atoms; - . L o S
" Ris selected from the group consisting of H, alkanoyl containing 1—4 carbon atoms, and carboalkoxy
50 containing 2—6 carbon atoms; and - S : _ o o '
R?, R* and R®, which are the samie or different, are each selected from the group consisting of H, CH;,
.Csz., OCHs, OCQHsg OCH2CH20CH3, and OCH-‘.CHQOCHJ:H;; pfoVidedthat S .
a) at least one of R?, R* and R® is selected from the group. consisting of CHs, C.Hs, OCH;3, OC Hs,
OCH2CH20CH3, and OCHZCH20CH2CH3, and . : o . )
55 b) when two of R?, R* and R® are H, then the remaining radical R®, R* or R® is selected from the group -
consisting of OCH,, OC,Hs, OCH,CH,OCH;, and OCH,CH,OCH,CH,; and provided that _ o
i) at least one of Rs, F_‘4 and RY i CH;, OCHs, -OC2H5, 0CH2CH20CH3 or ocHchzocchHa when R is
alkanoyl containing 1—4 carbon atoms or carbalkoxy containing 2—6 carbon atoms and R' and R? have the
definition given above; : ' _ ' : : )
" 60 ii) at least one of R?, R* and RS is C,Hs; when R is hydrogen and R' and R? have the definition given
above; ' ' .
iii) when two of R%, R* and R® are H, then the remaining of R%, R* and R® is CH,, OCH;, OC.H,,
. OCH,CH,0OCH; or OCH,CH,OCH.CH; and R is alkanoyl containing 1—4-carbon atoms or carboalkoxy
- containing 2—6 carbon atoms and K’ and R* have the definition given above; . = - ' _
66 ° iv) when R is H, and R! and R2 have the definition given above, then R' and/or R? is NO,; or '

22 g
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‘eafter, if desired, the conpound thus obtained is converted to a-

apeutlcal | y accept abI e salt. 30 Cains for the Contracting State: AT 1
rocess for the preparation of a conpound of the forrmula 35 40 R 45 and
rapeutlcally acceptabl e salts tHher 34t which fornula [err]and [err]w -
e the same, heﬁhfiﬁrnemnaa&l& GG R SIRR 5oRM, ST Hithé Ferm,po@@nw st @f H, -
3 NO2, [ eAlSrbacting & d¥dmpoid: o¥ it fovghule- 7 car bon at ons, hal ogen, ‘al kox
Bni/ai ning 1-5 carbon atons, and al kanoyl containing 1-4 carbon at Ris
bl.ected fromthe group consisti ng of, H al kanoyl containing 1-4 carbon

@ ons, Aand carboal koxy 50 contai ni ngf‘z 6 carbon atons; and [err]and [err],

| _-"lch are the same or different, gre gl ected fromthe group

Jmonsi sting of H CH3, [err] and [f ovpdel that a) at |east one of

_rr]and [err] is selected fromthe ¢ pnonsisting of [err] [err] and

! ff'e_-rr], ®¥nd 55 b) when two of [err] and | err] are H, then the renaining

adi cal [err], [err] or [err] is selected ffomthe group consisting of [err]

~and [err] and prov;j Q(ég tha}a i) at least one of [err] and [err] is [err]

r [err[ wiEH coRPPENCH A¥M“8cont ai ning 1-4 carbon atoms or car bal koxy

‘ont ai nisng 2-6 carbon atons and [err] anderr] have the definition given -

'-t&px/'e 60 ii) at least one of [err] aindjferrk is [err] when Ris hydr ogen’

ind [err] and [err] have the definiti®Bme bove; iii) when two of [Err]' '

; _nd [err] are H, then the remi nln? of [ and [err] is [err] OCH2 CHZ

r. OCH2@H20CH2CH3 and R i s al kano§l—%tn I'ng 1-4 carbon atons or _

i ar boal koxy containing 2-6 car bon atoms and [err] and [err] have the

el Y 3 R4 n roin n h N
,‘ gf: 2: E : gghg‘t\;c o 0'3{3‘; |s %ﬁ&n XJR%?@ nhé 'Ellv?‘%ﬂ'q gﬁéér% QMfEEJnQ]Z‘Q%Vl% & he |

841 v) mhen beﬁtthreE)&Eﬁ Pk c rﬁiid’u d bfSthé errm]ua awterpie Rrig Hanebtu{\gaa m}mmued Pﬁethg]
nd/or H tibrewlaR4 i s not OCH3, by A reacting a corrpound of the forrrul a 10-
ith_a compound of the formula 15 R 2220 : _
err] in which fornula [err]and [errR are as, defi ned previously and wherel n
pne of jerr]and [err] is SH and the. ojbhar - - err and [err} .is-a | eaving
it oup; .25 ."B. for-the preparatigd -'conrpound of the forrrul a’l mhawel'n_,
Ris H, reactlngaconpound of the fao NH2 . o

iy e g f 2 e i

- 35

ot ATt A5

- w'her.ei.n R a_no R? have the same meaning as given above, with a compound of-thé_ formula
40 - ;._ ) : - .R3 _ R5_
HOOC—S—CH2 =
45
wherein R3, R* and R® have the same meanlng as given above, to the formatlon of a compound of the =
formula | wherein R is H; _ B
C. react_mg a compound of the formula - o _ _ 5
50 . . 2 . . _ )
. N . -
wherein R, R' and R® have the meaning given above and M is K, Na or Li, with a compound of formula _
gt 5 o L
R3 R T L e -
| ~T . SRV R
23
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BO“[err] [err] 35 wherein [erfr] and [err] have the same meaning as given
pbove, with a conpound of the formula [err] 0
O [err] [err] 45 wherein [err] and [err] have the sanme neaning as n
pgbove, to the formation of a conpoung @24t341 fornula | wherein Ri C.

reacting a corrpousnd‘ of the fornula 50 3 . .

ferc R 55 ogreipieR rggggomrom:,%mngﬁm Somara T ne e ooy grup o e
| 4 K Na or 'g’-re J,?gnafacaamg._m £ b faruLl @~~~ 3 [err] VIl 65 :
ferr] 2 3 074 341 wherein [err]and [err] have the meani ng gi ven above -
nd [errP is a reactive esterified hydroxy groupgato the formation of a
ompound of the fornula |; D. r@duction of agongoundsof the formula 5
-'er_r] 10 E. for the preparatior? of a_comjbu ' ormula | wherein {fe
:adicals [err] and/or [err] igs| [ rl_, rfeact}i ng a conpound of the .
ornula ferr] [err] [err] 3R nAerr ,f'zerr 30 wherein .[err] or
-;_err] are as defined above and wi€relin [err] is -COOH or a functionally

qui val ent derivative thereof, and [&r] is -COOH, or a functionally

equi val ent derivative thereof, or [er r|] , With CH30H
i af e piccenally

35 or GHIGHROMImation of a compound of the formula L. | — 3_(| |
- - - i tl r| . ere, e raglca
g,;rynﬁ ?Le Int V\ﬁ ‘g nt([é ;\_I?glﬂ_‘e[f’a %‘?‘Fﬁﬁ?ﬂ g&?ﬂ‘gfg}‘t’gﬂm ul'fé? mte;! 8herg te ra R poun

.20
25°

30 wherein R, R® R* or R® are as defined above and wherein Y' is —COOH, or-a functionally equivalent
derivative thereof, and Y2 is —COOH, or a funct_io_nall_y equivalent derivative thereqf, or R', with

CH;0H o o x
3 or | | _ | _ . |

_ora funétionally equivaleﬁt derivative thereof, to the fdrmation ofa co'mboimd of the formula | wherein R’ _
40 and/or R? is CH;COO or CH,CH,COO; -

F. for the preparation of a compound of the formula | wherein at least one of R?, R? and.Rs is _OCH:,,
OC,H;, OCH,CH,0CH, or OCH,CH,OCH,CHs, réacting a compound of the formula -

pall

50

55 wherein R, R' and R? are as defined above and Z*, Z* and Z° represent either R’, R* and R® respectively, or .
‘halogen such as Cl, Br, F or |, or NO,, whereby at least one of 23, 2* and Z® represents halogen or NO,, witha-
compound of the formula : : : g A :

R®—0—M Xl
60 : : . _ §

wherein R® is CH;, C;Hs, CH,CH,OCH, or CH,CH,OCH.,CH,, and M is Na, K or Li, to the formation of a .
compound of the formula | wherein at least one of R®, R* and R® is OCH,, OC:Hs, OCH,CH,OCH; or -
OCH,CH,0OCH,CHj3; o . : : : -

o G. for the preparation of a compound of the formula | wherein at least one of R%, R* and R% is
65 OCH,CH,OCH, or OCH,CH,OCH,CH; reacting a compound of the formula ' . o

' II!IIIIJ IR A

o L e oy

24




ind/ or [err] is [err]or [err] F. for the preparation of a conpound of:
s fornula I wherein at |east one of [err] and [err] is[err], [err], [err
k- [err] reacting a conpound of th% iﬁﬁ”ﬁlﬁ 45 :
err] 50
herein [err] and [err] are as defined above angf [err] and[err]

,thr [err] and [err] respec zvely or halisgen sucggas d, Br, :
Y., whereby at |east one of rr]a d [err] ﬁnts hal ogen or NOZxNMth

onpound of the fornul a prr N>_s —CH X111 60

ereirf[err]is [err] or [®rT Na, K ON"Li, to the formation of a
orrpound of the formula I V\/nereln al |l east one of [err]and[err] is [err]or
‘at 2CH20CH2CH3; * = G for the preparation of a conpound of the fornula 1
pherein at |east one of [err] and [err]is 65 OCH2CH20CH3 or OCI—IZCIHOCHZCHB;
B cacti df quneRRIPORMAEd R ard d3@efined shovear@z’, 27 ang Z* repreggnt %her"* and",sepRecy err] |
Wherein Rradicarr] and [err] are as defined above and [err]. and [err].
B cpresent either [err] and [err]. resp%ﬁlc‘,qe}y, or a radical [err] - .X_V
15 where Y is hal ogen, whereby at l'east one of [err] and [err]-
pr esedft le’L %r\xll hilb h %emmr@‘bf °he af\d)zsﬂ'ﬂﬂ’fﬁe[‘@ OEHCH,Y, W|th a compound of the
~20 whasmiua [err] is [err]or [err] and Mis Na, Kor Li, tothe .~ :
orrratlon of a conpound of the fornul wherein at 1 east one of" [err]xvand j.
___err_] is [err] orferr]; H for the preparatlon of a conpound of - the forrmul a
- -Wher efon 3} ‘ﬁ' is g,r@n o iaR@MAs. ﬁ@meundtmffﬁrggﬁgfom conipgund oftheformulalwherem -
"R 25 [er Y p[‘eﬁdims Ch\CB0EH o] GGHeGH, © asdef in
nd lerr] J|se:arﬁnaté hmmgtiongfa)gp"nev“da?ft!'a Gi] aFWW“BPSJ{JBV'{"ﬁ &% &n%? ?gﬁgof
i~ o formyla the formulal Wierein R |sH redugtlon of- a corrpound of the"
.:Or.rrul ‘azs _ - - '

- an e

;
i 30
]
' oL 35 wherem R' F!z R3, R‘and R° are asdefined above andZ’nsan alkanoyl group oracarboalkoxv group,tothe .
E . formation of a compound of thé’ formulalwhereln R |sH T P o
S I reductlon ofacompound of the formula . R A
"o o F‘2._--. S B
D XV
e o
45 L
-~ to the formatlon ofa compound of the formula 1;
_ J. reduct:on of a compound of the: formula
50
XX -
55

so to the formation of a compound of the formula I;
whereafter, if desired, the compound of the formu

it. .
accegt a:|:rzat:ess according to claim 1 for the preparatlon of a compound as defi ned in clalm 1, ora

therapeutically acceptable salt thereof wherein R is H; R', R?, R?® and R® are as def‘ned m cla.l_m. 1; and’
wherein R* is OCH;, OC,H;s, OCH,CH,OCH; or OCH,CH,0OCH,CH;. : :

Io 1 thus obtained is converted to a therapeutlcally

T O

25




j edeg
Al kanoyl

6. Kohl

K

.
e

25

- 45

55

60

65

re] XVILL [err] 45 :
rometion of a conpound-of the formula 1; -J. reduction of a conpound of th
_r_.mJIa 50 65 wherein [err] is [er;d. 4%?“]. 25 0 074 341
tentanspruche ffir die Vertragast (9?

Phar rrg_zeut'rmsﬁnapgﬁiraidmamnEgUIbﬁﬁﬂﬁéiTEHri-é‘t"!Lﬁﬁerr] sie @ 3
({é;;e i ens el!?%hVerbl &%qu; ﬁ(‘j?gr;t Formlr@ﬁalk?%}&%ifdngrrd]aﬁ (& élls difiel I in rlg(gﬂ]g sisd 1l

} [err]
e

t 1-7 Kohl enstof fatomen, Hal ogen, Al koxy mt 1-54Kohl en- stoffatomen und"
Al K mt 1-4 Kohl enstof f atghren; 20 R |
ibest ehend aus H, Al kanoyl mt
_ hl enst of f at omen; und
bsind, jeweils ausgewahit sifd—}
‘err] mit der [err] [err] a) wemgsTg
ausgewahl t' i st aus der G uppe bestehdnd aus [err] 25 [err] und[err]. und b)

PP] Z'\Qﬁlg von [err]und [err] sind, i & das verbl ei bende Radi kal [err] oder’
. g¢ nn
GL+H steht,
Ton. qewateBRanSIA Akenoo ettty
von, ge mempnd o f“"’éﬁ“ e DAk TR 30a KBRLHsloREBmak GRALARL en
: R ausge ruppe bestehend aug H,'Al it =4 Ki m .
ager . Per s oo B LA T 45 §
kennzei chne a,’R-f

wor i n [ &g W), 4.8y OCi, BCil) QOHEIH,OCH, 108 DESH.QOHaEH UMY dprdirBgate, dal - '
F'st aus der Ga) ‘sSte.rt;@m%Ymrﬁi R4 ynd R ausgsyahit igtjaps, der ﬁ"f‘tpp‘it-"*ir" %é{%?gqaﬁgﬂgﬂilé;,

[err] Rto the

CHDE FRGB IT U LU

&

igng dpqu h
: gr érch oder  versc
IDMREAPTTOMY aus der Gruppe bestebend aus H, [err]. [err] Al kyl

Car bo- al koxy m
di ch oder verschi-eden

_ Hl¥end aus H, [err] und-
s eines von [err] und [err]

N\ 4 KOEJ enst of f

iléhter Seider . Gruppe bestehend aus [err]und [err] und c) wenn R.
Gl R? i@ odbraversthicdian Sidiindjedaseigawshit istrads des Gruppelediebandgusl, CFs,
Moyl rrhit Jodr Kablensteffaiqmane Helpgenh AR eBit lpToe Kohlelr - |

Jgnd I.aparati-on n nspruch -1, dadurch .
unll BRI, wolkl gidich oadrverédhfedbrgiidcidweil ausgewihitsied busiduGrgppbdrestshndre| -

hend|a

OC,H;, OCH,CH,OCH; und OCH,CH,OCH,CH; und _ ! & ©
b) wenn zwei von R®, R* und R® H sind, ist das verbleibende Radikal R°, R* oder R® ausgewahit aus der

Gruppe bestehend aus OCH;, OC;Hs, OCH,CH,OCH; und OCH,CH,OCH,CH,; und '

¢) wenn R fir H steht, R' oder R? CF; darstellt und R® und R® CH; und/oder H représentieren, ist R*nicht

' OCH;,; oder ein therapeutisch akzeptables Salz davon, gewiinschtenfalls zusammen mit einem pharma-
" zeutisch akzeptablen Tréger, umfaBt. = - E - : e

. 2. Pharmazeutische Préparation nach Anspfﬁcfr 1, dadurch gekennzeich‘net, déB 's“ié als aktlves

" Ingrediens eine Verbindung der Formel |, worin R’ und R? gieich oder verschieden sind und jedes aus-
- gewdhlt ist aus der Gruppe bestehend aus H, COOCH,, COOC.Hs, Alkyl mit 1—4 Kohlenstoffatomen,

Halogen, Alkoxy mit 1—3 Kohienstoffatomen und Alkanoyl mit 1—4 Kohlenstoffatomen; R fiir H steht; und

‘worin R, R*.und R® gleich oder, verschieden sind und ausgewdhit sind aus der Gruppe bestehend aus H,
. CHy, C,Hs, OCH3, OC;Hg, OCH,CH,0CH; und OCH,CH;0CH,CH;, enthalt.. - - - SR :

3. Pharmazeutische Praparation nach Anspruch 1, dadurch- gekennzeichnet, daf ‘sie als aktives
Ingrediens eine Verbindung der Formel |, worin R' und R? gleich oder verschieden sind-und jedes aus-
gewahit ist aus der Gruppe bestehend aus H, COOCH3, CH,, Cl, Br, OCH, und CH;CO; R fir H steht; und
worin R?, R* und R® gleich-oder verschieden sind und ausgewihlt sind aus der Gruppe bestehend aus H,
CH,, OCH; und OCH,CH,OCH;, enthilt.. . : : S o

4. Pharmazeutische Praparation nach Anspruch 1, dadurch gekennzeichnet, da sie als aktives
ingrediens eine Verbindung der Formel |, worin R' und R? gleich oder verschieden sind und jedes aus-
gewihit ist aus der Gruppe bestehend aus H, COOCH;, CHs, OCH; und CH,CO; R fiir H steht; und worinR®,
R* und R® gleich oder verschieden sind und ausgewidhit sind aus der Gruppe bestehend aus CH; und OCHj,,
enthélt. ) - . . . : L X .

. 5. Pharmazeutische Praparation nach Anspruch 1, dadurch gekennzeichnet, daB sie als aktives
Ingrediens eine .Verbindung der Formel I, worin R' und R? gleich oder verschieden. sind und jedes
ausgewidhlt ist aus der Gruppe bestehend aus H, COOCH;, Atkyl mit 1—4 Kohlenstoffatomen, Alkoxy mit
1—3 Kohlenstoffatomen und Alkanoyl mit 1—4 Kohlenstoffatomen; R fiir H steht; und worin R? R*und R®
gleich oder verschieden sind und ausgewdhit sind aus der Gruppe bestehend aus H, CHs, OCH; und OC;Hs,
enthalt. : : .

6. Pharmazeutische Préparation nach Anspruch 1, dadurch gekennzeichnet, daB sie als aktives
ingrediens eine Verbindung der Formel |, worin R' und R? gleich oder verschieden sind und jedes aus-
gewahlt ist aus der Gruppe bestehend aus H, COOCH,, COOC,H;, Alkyl mit 1—4 Kohlenstoffatomen,
Halogen, Alkoxy mit 1—3 Kohlenstoffatomen und Alkanoyl mit 1—4 Kohlenstoffatomen; R fiir H steht; und
worin R® CH; darstellt; R* OCH, ist und R® CH, représentiert, enthéit. : : :

7. Pharmazeutische Priparation nach Anspruch 1, dadurch gekennzeichnet, daB sie als aktives
Ingrediens eine Verbindung der Formel I, worin R'und R? gleich oder verschieden sind und jedes aus-
gewahlt ist aus der Gruppe bestehend aus H, COOCH,, COOC.H;, Alkyl mit 1—4 Kohlenstoffatomen, Alkoxy
mit 1—3 Kohlenstoffatomen und Alkanoyl mit 1—4 Kohienstoffatomen; R fiir H steht und worin R*Hist, R*
OCHj, reprasentiert und R® CH, darstelit, enthait. _ T

8. Pharmazeutische Préparation nach Anspruch 1, dadurch gekennzeichnet,- da} sie ais aktives
Ingrediens eine Verbindung der Formel 1, worin R' und R? gleich oder verschieden sind und jedes aus- .
gewdhit ist aus der Gruppe bestehend aus H, COOCH;, COOC,H;, Alkyl mit 1—4 Kohlenstoffatomen, Alkoxy
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Al ogen, Al koxy mit 1-3 Kohl enstoffatomen und Al kanoyl nit 1-4.
il enst of fatomen; R fur H steht; und 35 worin [err] und [err]

GETEN, O
Ershieden sind und ausgewahit sind aus der G uppe bestehend aug %@ rl
;s [err] enthilt. 3 Phar mazeut i ®074134%ar ati on nach Anspr uch {,dadur ch

Bkennzei chnet er sie al s aktives ) RoQH rmel:
L vorin E 'g: ef:ﬂ ‘&'}‘e“g; °&S'd'?—ir1 E‘éﬂﬁq fﬂ;f’r'{'egr JLQ gl'gg"aus- 1o
[bwahl t i 5t y;

: Pﬂﬁs Sh ABGN AnsBHish M, d&dﬁfdr]mdmimﬁe]: &Gl si¢ alsl aktivelt ;
Ind 40 \Aﬁgrbm ek waﬁbu{derid er GbrérieCl wokeR"! anelrRe ehicedeen versehipdemeindhunsigedes javs
li nd aBs ghwahiGstappder Bampetivstatpnd ass HACOQFHS, CQOCHS. W@ﬂhﬂﬁ;ﬁ% @ 4

Phar mazeumit %‘Uﬁ@'ﬁ" 9"(5&'1" V'A‘H%b‘ﬂ??h'e'lsmfﬁﬁ’ﬁﬁ?&r BeRENZE o

Zl e als aﬂ?"f: QFE 5 ‘éllt; Fumn hui!.g1 %Hur&pﬁmnz&chnw&mslé Ql’srﬂkﬂwd
ger r] gl e eg.nevegrﬁ Flr-&hna Jne AG RA|gkich awaverschipdsh smglsurdepdes
% u_ppembe iistals det Gl[uﬁrwl}estulmld earm ]COOGH;, [B0OE g tAlkyLmil Tynd Kahlens

b1 uppe  beS ’é“@;f,at' L tns! 3durél]! m&%hﬁﬁms.ﬁ’w)a&.aésl on
hach AnSp{,, Bork oAb EJ A Borvis "“h 'fgerca odera¥ericiedon| angr ardli jedss
©ine Ve é%us hief GRapp estéﬁufnuraua{ercqocund:opm. /gllvemch—ﬂdfehle'\ﬁ&ffs@m den
|>,Q.d und ledqmaersg@hnhﬂtdffatos‘(en auAlkiopyl @tior &Kohjenstoffptoma ’g%% kyl -
je-al aktwes
cMé?feh Bin

Laﬁo;‘; | mwﬁ?%ﬁbﬁéﬁ%?ﬁ (E: '“°,,J1;=§5§EE gem Qhd jbdddrs-

er r] . ¢e n%laﬂﬂ-r GO0CH COIOIA Alkyl Bitl‘l-d-4&blﬂerd$ffat6h tsoxy
b est ehen d mit4S-3 Kohléritoffitomaruridaikaoybmnit hrad xohleﬁstoﬂmqma&@uti stsnth@deO&p &r silhn
ach Ans pRucH; darstetitanid RE BHy yerésentect; cﬁlﬁét %Lsr e
i
R

Lerr] undAl mrn]rt 1g+3eqoulhnmrom9evryw f’:é?’n‘ dohlpnstoifatomen, B fir Hatehy und, °'H‘
R!

en alt

C L G5e SRUCPORS
; ne Ver bj ndgnBhafmazeytise Pf"’"?&) ? t’,gﬁ schr eden ;
sind upgd ]"8'&8@ fine verain "&%ﬂﬁﬁ?r{m aué der urghp&: best e I'.End aur; RJ -

lerr],
err] Al kyl. _1-4 Kaohlenstgffato A Aoyt

mr L

____l_ohl enstoffatabrren und AIRkanoyI mtRl 4 Kohl eﬂf’stoffatorr%n R fur st et ;

ind worin [ errf—darstetttterT s unmo [ er T T epr asengLer i, . ent gl t. 7. .
harma utrsé‘éc"braparaf"r on nach’Al ﬁspruch 14: durch g&ﬁbg’nnzerchnet [err] -

i‘e al s akt i v§c3) redr s -eine Ve;:.br ndung dem, For mel.  @CHwori'n [ esHs] und -

err] glerch er verschreden ‘sind und jedes -aus-. 60 .gewahlt i st aus" der._
r uppe -best eretaDCHys - H, - 6f0bE ], Al kyll mt 1 AC%hI enst-oPFat onen, Aeoxy nit:
' 3 Kohl enstoffatorren un kanoyl %Ienstoffa& @ren; R fgq H st eht
‘woff n R3 ¥ 4 [BEk repragentrert uRc [err] darstellt, enthalt..s.
har rrazeutrscg)&dl?raparatg on nach ‘Apspruch 1, cdadurch geelemnzel chn@is, [err]
Wi ¢ al s-aktives Ingredrens ei.ne :¥Ver bi ndung-der . For rrel 1, worin: [eér] und

"“ “r] gl eich @ehr verschi eden si 'ndHund | edes CHys- Wn‘ahl t ist Phus der | .
e- uppe"‘bestehﬁ_géjc”'ius H,- ri- Alkyl, mt 1-4- ﬁohl enstof Eﬂtomen Al gxy 26 *
L- M.S

"'ohl en'stoff-atg)g@{;; R furgH steht; wnd worin BH, 3ist, Fdsr}. darst@fdt und

s Hist, enthilt. 9. Phar mazeutrsche Pr apar atron nach A‘ﬂspruch' 1 --"dadur-ch-.’ =
ekennzér chne®COGHar r | - si&CHal s akti Yes | ngredflens eine 0%

worin [err]. err] ogél_pr ch odepy verschi eggp sind uipdnj edes aua 5
.evvahrt i st aus derf G uppé bestehend aus H, [err], Alkyl mt" 1-4

i

Kohl-enst of f at poweH, Al koXgeHyi t 1- 3 Kohl enst of fCHs omen  uUn@HA! kanoy! Fr\_"t 1-4

lengfoffatonen;” R Hist;: und worjin [err]f H st eht 4
| 5COOCH,  6CH, = H Lerrlfy och

H

‘55 enthalt.

14. Pharmazeutische Zusammensetzung nach Anspruch 1, dadurch gekennzeichnet, da@ sie als aktrves
ingrediens$ eine Verblndung der Formel

_ OCH4 -
H (:H3
CH30,
LS
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| darstellt und[err] Hist, enthalt. 10. Pharmazeutische Praparation
jach Anspruch 1, dadurch gekennzeichnet, [err] sie als aktives | ngr edi ens::
?i ne Verbi ndung der Fornel |, worin [err] und [err] gleich odeyegrschi ede
8ind und jedes 10 ausgewahit ist aus0d@f4 34bpe bestehend afl '

Bl kyl mt 1-4 Kaohlenst ffa-orre&- & kﬁ( M 1- 3 Kohl enst of faf\g

; . . oder ejn i és Salz dav t. ! /
\ kanoy! it dfa?vﬁ@ﬁﬂéﬂ%ﬁﬁ e b bl ol S £4er einifirayétiich alSeetdte
IQr stel lt, [AF VdrwbhduRg béi 86t Hefinfuhg BérMage@Biiresekrtioncuet $kubetierei Lind Menschen. -
Phar mazeut i schas.NedpaorgriadrirgaademerydsrAnaprfiche 1—idetler ‘gih“}gék%’ﬁ??ﬂ elfzemy Salp dgvpn,
i e al s alkt i_?@%ﬁ%‘éﬁpéﬂg Behandlung.yay; aaeitpitiestiealenepizinglichen Eqgrapkygogn ﬁéuEnrgrsn
berr] gleich schi e ' hodESed Ba@usgewahl t i st aus der

b uppe besteh_endvghéndl'-'['g '{%?%F‘?Ei%?ﬁrargnk?t‘&g@4elﬁohl enst of f at onen, Al koxy mt
{- 3 Kohl enst of fat omen und Al kanoyl mt 1-4 Kohl ensto_];fatorren;--R fur H :
teht, une worin R3 Hist, [err]laoder[err]repragentfert und R H darstellt,
nt hal t. . 12. Pharmazeuti schhe Praparati on nachRAnsptuct F{f, dadurch-
ekennzei chnet, [err] sie als akiN%g gr edi ens Pr" er bi ndung -der.  For mel
b worin [err] und [err] gl eiglh @ u%f_lgfhegﬁ ' und j edes aus- 20 -
tewahl t s aus der G uppe best igepala H, [er-2r] Nyl mit 1-4 -~ -
_({t]_Jé-enst of f at omenAl koxy mt - 1-3 Kohl engt of f at onnm und - Al kanoyl mt 1:4 .
fohl enst of fat omen;” R-fur H stéht; und gotin [err] ist,. R4 CH3 darstellt und
g__er'r] reprasentiert, - thalt. 13 -Pharmazeutische Praparation ‘nac-..Anspr uche
- dadur cy gRlgRBE F3idl e lund [Reglelch Hider wirsehiadeh sindiSurkdrjedes diusyeawaidy lsem;rdyrlﬁﬂ'!m% i
er - For mel  |bestetndl us[H2CR:]NQiECROCH,, ~#QOCkH:) g}t:vl i b7 Kphignstotigtempen, Hajogen,Aloxy mit
err] 30 [erii5 Kahjenjtoffgomen undiAthangyl iy gnstofigiomen;. R, ausgewahit ist ads der Gryppa
arr] [err] ' d’:% lkygyi, £1r_1.l4 Eﬁf }d men und Car .l_koagﬁrtitHKohl nstoffatomeh; und
: 4 und R, welche _icr%e ersehi sjnd, jeweil 4usg ke iR &4 bbrGrilipe bestehiend aus
usarrrrensg_,tz,g H,, t:ﬁ-iif'b(%ﬂ JHE | mi HOTHY hed 06 OALHG MiEder MaRgadbk, daBe al s -
ikt i ves | ngr h%igeueﬁ&méepin mpﬁmgd Bedusdenitist due der Grjppe bgsteBond aus CHs, C.Hs, OCH;, - -
|27 * C LOCM), O8H,CH;OCH; und OCH,CH,0CH.CH; und o o '

b) wenn zwei von R?, R* und R® H sind, ist das verbleibende Radikal R?, R*oder R® ausgewdhlit aus der
Gruppe bestehend aus OCH;, OC,Hs, OCH,CH,0CH; und OCH;CH,OCH,CH;; und mit derMaRgabe, daB
") wenigstens eines ‘von R®, R* und R® CHs, OCHs, OCzHs, OCH,CH,OCH; oder OCH,CH,0CH,CH, -
darstellt; wenn R fiii ‘Alkanoyl mit 14 Kohlenstoffatomen oder Carbaikoxy mit 2—6 Kohlenstoffatomen -
. steht undR".und R® wie oben definiertsind; .~ . . =~ - ' - R
" i) wenigstens eines von R®, R* und R® C.Hs darstellt; wenn R fir Wasserstoff steht und B! und R? wie

- *L.jii) wenn zwei von R®, R* und R® Wasserstoff sind, ist das Verbleiberide von R?,‘R*.und.R® CH;, "OCH,,.
OC,Hs, OCH,CH,OCH; oder OCH,CH,OCH,CHs, und R reprasentiert Alkanoyl mit 1—4 Kohienstoffatomen - -
‘oder Carboalkoxy mit 2—6 Kohlenstoffatomen, und R' und R? haben die oben angegebene Bedsutung.

: iv) wenn R Hist, und R' und R die oben angegebene Bedeutung haben, stehen R' und/oder R? fiir NO,,
oder ' s : ' o ' ' S T
v) wenn R H ist, R? oder R fiir CF; steht und R® und R® CH; und/oder H sind, stelit R* noch OCH; dar, und
therapeutisch akzeptablen Salze davon. S B s -

18. Verbindung nach Anspruch 17 oder ein therapeutisch akzeptables Salz davon, worin R H ist, R\ R?,
R® und R® wie im Anspruch 17 definiert sind und worin R* OCH; OC,Hs, OCH,CH,OCH; oder - - .
. OCH,CH,0CH,CH, reprasentiert. : ' . ' ' o .
19. Verfahren zur Herstellung einer Verbindung nach irgendeinem der Anspriiche 1718, dadurch -
- gekennzeichnet, daf ' . :
_ A: eing Verbindung der Formel

mit einer Verbindung der Formel

m
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'5-74 341 oder e| n ther apeutr sch akzeptabl es Sal z davon enthalt. 15.

zdavon, zur Verwendung bei der I—ﬁ gﬂgi Magensaur esekr et |
jugeti eren und Menschen. 16. VerbiMd 5 h irgendei nem der - -
£14 oder &iichd RSB R, RS Re, R4 A8 Rt @i ofstenade Bedbatung hablen, urdiworiicinseyrEhd ﬂCt?él _
br BehandLHﬂ@st&ﬁMn@ﬂﬁJn&r@b@ﬂ‘IuﬁdiZ‘EB”ne&%tmmddl Gippedarstglit. ammgeﬁ 39 [: | :
fugeti eren Bnzir Mevswthing miner]Verbingundger Formg! kwerind pigigh H ish gipg,Vethindung der Forme
Ekennzei chnet, [err] 10
err [er5r] 15 N R 20 in dieser Fornelg [err] und [err] gl eich odor
fer schi eden sind und j edes ausgewahal st Mdxs der G uppe bestehend auslv
err] .Alkyl mt 1-7.Kohl enst of f atane | ogen, Al koxy mt 1-5 _
ohl enst of f at omen- und Al kanoyl mt 1- enst of fatonmen; R ausgewahit ist. .~
us der "Gruppe bestehend aus H, Al kanoyl mitNHi-4 Kohl enstof fatomen und
ar boal koxy mit 26 Kohl enstoffatonmen; und R3, R4 und R, wel chegl ei ch oder
fer schi ede\p iR dng hﬁa‘\@bﬂeﬁa EfRNEBddeuting Whbéh, titlbiter Varbifiduag beFoaretnd aus 25
. [err] d err| der.|err], [err] a) wenigstens eines von [err] und -
mEerm| adégewahrt |st aus der Gruppe best ehend aus- [err] [err] und [err] und"
@) wenn zwei von [err]und [err] sind, ist dat ver bl ei bende Radi kal [err]
g gder [err] ausgewahit aus der G uppe bq:ét ehénd_mUs[errjund [err]; und mt
Ser [err],[err] 30 i) wenigstens einel Vop [err] und [err] oder [errV]
':arstel I22, wenn R fur Al kanoyl JAdc—=8H .estt of f at omen oder Car bal koxy

‘t 2-6 Kohl enst of fatonen steht: und [erT] uNd [err] Wi e oben definiert -
|nd ii) wenigstens eines von [err] und[err] darstellt wenn R fur
Fasser st of fuofth &Y R* URDRT i Gibicherdber engejebme Bideyiungcaben, ey (Bildyng giners¥erbindung |°'P’)
benn. zwes  Werme| leworn Rifiid H[stehy hmaesetetaringt of f si nd, i st das Ver bl ei bende von
%err] und [ erGJeine efrbl“]’“'[géleff“'aﬂer [err] und R reprasentiert ‘Al kanoyl mt = .
.- 4 Kohl enst of f at onen odor Car boal koxy m.t 2-6 Kohl enst offatonen;  und [_err]
'_ind [err] haben die oben angegebene Bedeutung. iv) wenn R Hist, und [err] .
;nd [errd die oben angegebene Bedelt ung haben stehen [err] und/ oder [err]'
ur - [err], oder 40 - v) wenn [e[r ] err] oder [err] fur [err] stehn
] ,}nd [err] und [err] und/ oder H 8 el | FE q‘Mnoch [err] dar, und
gherapeuti sch akzeptabl en Sal ze .davor - Ver bi ndung nach Anspr uch 17 oder.-
t'hergpeut.i sch akzept. abl es Sal z davonR worin.R Hist, [err], [err], i
jer:t] . und [err] wie i'm Anspruch 17 definiert 'si nd und worin [err] [err]'-
'er [err] reprasentiert. 45 19. Verfahren zur Herstellung einer
erbi ndung WeHiR, RY(Ha RENGiei0BdN ddtwierrehmipurtdoVh Gir m\lamer Ldﬁ%h&r"@:'r?"@’é\(%ﬁ‘ﬂ%ﬁé?fﬁ@‘[’“e'
et A s]ane Ver bi ndung der For rrel 2 - o

A

0 PRI CHRN AN R F 3 A

R4

X -

. :.;Z

50 'worin R®, R* und R® die oben angegebene Bedeutung haben und Z8 cine reaktlve veresterte Hydroxygruppe
ist, zur Brldung aeiner Verbindung der Formel | umgesetzt wird; .
D. eine Verbindung der Formel

. . ‘ 4
. : R

| 3 5 o
| N c1> R'.\‘[\\j/-n Vil
; . ._

N | | |

I.

R

65 zur Bildung einer Verbindung der Formel | reduziert wird.
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}COrnEI

_frd
-or el

.

* darstelit, mlt einer Verbindung der Formel

50 N N nit einer Verbindung der Fornel 60 65
g err)

;;ornel
gerr]

0 074 341 . ' Z in wel ch

[err] und [err] die vorstehenge ung haben, und worin
fO SH steht und das andere voﬂ ??? ?H‘E

nd[err] eine austrete

1, \Aumoc;HRu@I,ensVerbindmbdeueflonleerb| ndung der Fornel 52 [err] IV
;kip] worin [err] und [err] die oben angegebene Bedeutung haben, mt einer -
j/erbi ndung der Fornel 15 [err] 20 worin [err] und [@#r] die gleiche oben
pngegebene Bedeutung haben, zur Bij2dung einer Veybindungsder 25 Fornel 1,

bworm R fur H steht, ungesetzt wirdy C ejne Ver®i der Fornel | 35 _
wrin [err] und [err]wi e oben dgfi g®ny” g nd, und r K, Na oder Li IX
5t eht, n1t ei ner Ver bi ndung derY q'fﬁ 27 worin [err] und [err]
Hi e oben’&ngegebene Bedeut ung haben 3 eine.reaktive veresterte

ydr oxygruppe- ist, zur Bildung einer Vegbindung der Formel | ungesetzt.
ei ne Vérblndung der Fornel 65 zur Blldung ei.ner .Ver bi ndung. der -

reduzi er -
15 worinR, RL R der R‘" v«%e oben def' n%rt sll'hd ul\r/lld w%rm Y far —CQOIQZ&r gif”unktlonell aquivalentes -

Derivat davon steht, und Y2 —COOH oder ein funktionell aqulvalentes Derivat davon oder R' reprasentiert,
mit

CHOH ' - X
oder ' _ _ |
CHCHOH . IR X

oder einem funktlonell équwalentem Denvat davon zur Blldung einer Verblndung der Formel l worln R‘ h
und/oder R® fiir. CH:,COO oder CH,CH,CCO stehen, umgesetzt wird;

F. zur.Herstellung einer Verbindung der Formel i, worin wemgstens eines von R?, R‘ und R® OCH;,, .

002H5, OCHchzOCHs oder OCHZCH200H20H3 darstellt eine Verbmdung der Formel

N Xll':"

worin R, R' und R? wie oben def‘ niert smd und Z3, Z‘ und Z5 jewells entweder Rs R‘ und R® oder Halogen, -
wie Cl, Br, F oder J, oder NO, représentiert, wobei wemgstens eines von 2%, Z* und Zs Halogen oder NOz-

R—O-M I xu'l

worin-R® far CHS, CzH5, CH2CH20CH3 oder OCH2CHzocHch3 steht, und M Na, K oder L| darstellt, zur

Bildung einer Verbindung der Formel I, worin wenigstens eines von R? R‘ und R® OCH,, OC,HS,
OCH,CH,0CH; oder OCHchzOCHchs reprasentiert, umgesetzt wird;

G. zur Herstellung einer Verbindung der Formel |, worin wenigstens eines ‘von R3, R‘ und RS fiir
OCHECHZOCHs oder OCHchZOCHchs steht, eine Verbmdung der Formel ’ o

o R? Pad < 22 o B
Ly N\ _ o XV
r! >—S—CH2 N
N .
|

worin R, R! und R? wie oben definiert sind, und 2%, Z7 und Z8 jeweils entweder R®, R* und R® oder ein Radikal '

OCH,CH,Y ° . XV,

30
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‘Her stel |l ung ei ner Verbindung der Formel |, worin die Radi ked®
oder [err] oder COOC2H5 sind, eine Verbi ndung der Fornal | “‘%‘P
r]-oder [err] w e oben definiert 2Q ?]‘Ed worin [ERR] fur - OS5+
nktionell aquival entes Derivat. dgvg S und |[err - odor_£1
Kt Oneué id10g3h ) Webei Werigstads eidleswon ZbZfemd ELOGH.CHa¥ prosisentigtt é‘ris“’ |
%20 oder éﬁﬂ g@er rrmém f unkti onel | aqui val entem Derivat davon zur Bil dung
ner Verbindung der Fornel 1, worin hﬁrél mund/ oder [err] fur [err] or
err] stehen, ungesetzt wird; F. zur rstellung einer Verbindung der.

'rrrel 5, wor 0a8d MG, |{&5fl.]'dal$teilt,[ze'lﬁl|]’ g[etaprVier
far st el | t MO0 8 M“ sﬁﬁgéﬁg vﬁégw FRSr urail n%ocazcm%s ‘éﬁP q%gg “SGTF i

hen def i 1} 6§etzsw|m:| und [err] und err je dlin Fdrenelr
er Hal oggﬁH zuii HersGiliungpiner Mergiagng £ (5%?' w°r"P ‘r"g’g%g%ﬁ{erdgﬁ'{ Lm%ﬂlﬁli ]
@cni gstrens eines von [err] und [err]HaI ogen oder4[err] darstellt, mt einer
ler bi ndung der Fornel ROM R . X1, 45
Worin [err] fur [err],[err] ocﬁgr [err] st ehg3 Fﬂa K oder Li Vi
] _j'r stell't, zur Bil dung ei ner V ng der 1, worin weni gsten)é
i nes ven [err] und [err] 2 20 0CH2CH3 reprasentiert,
Wrgeset zt- wird; G- zur Herstel er Ver bi ndung der - Fornel 1, worin
@eni gstens eines von [err] und [err]Igf ur 50 OCH2CH20CH3 odor OCHZCHZOCHZCHS'
Wieht, sine Verbi ndung der For nel [eﬁfr] 55 [err] - XIV

g 60 Rworin [err undhj Ik,
Fefiniert. FoRR!, R, BEﬁrfd]Rsuﬂd{)IEn ?-wq @de;ﬁ' wormg;:mlgg& @g QE 2 C Kﬁ?ﬁ: g

i n Radi ka{;ruﬁﬁ darstelit, zur Bildung einer Verbin ung der For
gV, 30 0 Gmeygwlq%qqqfrﬁormg[ ogen ist, wobei wenigstens eines von [err]
nd [erpd reprasentlert ‘darstellet, nit einer Verdai ndung der- Fornel “R7- O M

:;j VI, 5 worn-[err]oder [err] steh&z und M Na, Kgod Li, Edarstellt o zur
: |Idung ei ner . Ver bi ndung der For I ﬁ ] L

3° e B —&y—%

X

.3'5.:‘ ur Blldung einer Verblndung der Formel I reduzien wird;

; “ | J.eine Verbmdung der Formel S L L L §
. T - o Bt o |
40 . _ XIX
R | —@C:>-S—CH2 T e
, 45 i
| er-

g der Formel I reduzrert wird; wonath gewunschtenfalls dle SO erhaltene Vv

bi ndu
bin Blldung e s h akzeptables Salz ubergefuhrt wird.

" bindung in ein therapeutisc

50
Patentanspruehe fiir den Vertragsstaat AT

1. Verfahren zur Herstel|ung einer Verbmdung der Forme|

56

65 und therapeutiech akzeptabler Salze davon, in welcher Formel




WOri n weni gstens eines von [errr] und [err] oder .[err] reprasentlert

iigeset xt wird; H zur Herstellung einer Verbindung der For el w
tir ‘H steht, eine Verbindung der For .

Err] [err] XVII [err] [err] worin [e Pﬁ%ﬂafﬂrr] wi e oben defi | _

hd Z esine A K@%Rx mraaerqd.eéh.e%w@n&a A dshewaniOs 4R 6 giauagtbnma BeH, CF,, 8
.1 dung ei nenoyeroo S-C06C,H; OAIRR I mit 1—MKohlendtbtatorrtdn,SHadien, Alydley Othiy Ji-6r Kohlen-

I ei ne sto’ﬁsthhctdlmg\ﬂdmvl g IKollensBFfatomen; Bi | dun%] ei ner Verbi ndun% der.:
| r edu2| Rpysgeyyahiy ist aus der Gruppe bestehend aus H, Alkanoyl mit 1—4 Kohlenstoﬁat%tp?peun Carbp_- p

o ndung dé1k°’gdg h’g]“ st s;i tnqqgwe afasymn&i&fs obi Qi bbstehend

S -

bduziert wng h&o@gcs CHE it o MaBEdbBHaRT 1 N

.n -ther apeut | Sé)h/eﬁ’i eiafeabém RSaI‘an ensyemmmst awd dediGrupipe\testbiznd @ws CHuIC.Hs, OCHs-
Brstelung elmms.%'rz@izﬁl d@@quH@QGrhﬁﬂs&Bd und thera eu K Vgﬁlﬁl

bl ze davol, s'“ c@ 'T@F'?’% @ﬂsg? tﬁ‘éféﬂer
br schi eden ’ %E?? |ﬁqﬁ? uppe *best ehend aus -
prr] [err] erﬁasien 8i hvenﬁrnehi eﬂ,oouﬂ o¢ja1, OQBJGHzoﬁl-KedeyoanH;bdﬂzcm steht,
bhl-en- st of fv\ahmnnlaamvlckuﬂl—lcaaowdustaﬂatomkn ddei(ohbaﬂwst mft 2—&6 mmﬁtqtmg!@mu ynd R’
Bt aus det® Gndif Wm%ﬁmgd\geem Al ka ﬁé/ | enst W g
b1 po- 5 al kgxyan BSt ons L R :efh SQ‘F‘F & b p"ﬁme? é'YeI"T ST%? nd :
T S v e o ] dafybls GELRVbleiiid v, S0 B GHYH,, OC,H,,
ist ehend au:ccH,cH;@cm, uacb gm,d;cu;cm, 'R istAIKahoyRnit iea iKgbibresiifaemare 8der Garbpaiiory
id [ err] zamusweanedKahlengoffatnmenaied RGind (R balise dieciign Bedeytung errg%‘[err] und ge; rJ
jd- 10 b) mmnzﬁé\" Hataht 9-&&‘]""% iq Qhep pnaegehgne Bedputynghabery is) RS juptipAstR” NO.:
d'"-kal R3, Bg\%ﬂ Ezﬁir%%e)qgwamet regﬁgen%r\"m Qﬁ& ﬁetﬂ-? QQdI@&é?Hhﬁtrs{ellenuﬁd\t R¢
srr]; und ”Mkh stefhs eines von [err] und [err]-oder err]
ielle weras ﬁ sirerdaldurth dekirabdiennattiaf dagt onen oder Car bal koxy nmit 2-6
1l enstoffatorr&relr@é!ie&rqudeumjm?lerr] 15 und [err] die obige Bedeutung
Aben; ii) wenigstens eines von.[err] und [err] reprasentiert, wenan R _
sserstoff ist und [err] und [err] dré oben -angegebene Bedeut ung haben;
i) wenn gwei von [err] und [enr} 9ar | Len, ist das Verbiel bende von

11 una Terr], Terr] ~ . Szt R
.‘. . . - . o .o T .
s R
mit einer Verbindung der Formel
40 .
- "t
45 : :
: in welcher Formel R R', R?, R® R* und R® wie vorstehend definiert sind, und worin eines von Z' und 2%far - o
SH steht und das andere von-Z' und Z* eine austretende Griippe ist, umgesetzt wird; o
' B. zur Herstellung einer Verblndung der Formel |, worln R fir H steht, eme Verblndung der Formel B
E _ . _ Rz. | L : - L
S NH, | . S
- worin R' und R? die gleiche Beqéutung wie oben haben, mit einer Verbindung der Formel ' - :
60 ¢ ' . S
| S R R - S
65 . HOOC—-8—-CH, N, h ' B
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J-oder [err] und Rist Al kanoyl mt 1-4 Kohl enstoffatonmen oder
boal koxy 20 mt 2-6 Kohl enstoffatonen und [err] und [err haben di e4oBhI G
eutung; iv) wenn R fur H steht u (%é[ rr].und [err] die oben angegtlhénel
deut ung haben, ist [err] und/ odé’rq{ Sﬁ‘ odor v) wenn R fur H steht,
] 0dorih R B uldSiBdRSEeIiHe Bedeutting wicsteh habiefl, ZueBildling einkr Yebindimgdiar Birblllen,
eht [ ekbotin Rifie I stéhy lup@eselzt wikhb wel ches Ver fahren dadurch gekennzei chnet

' [err] ReineiVerbingengislenthimel der Fornel 30 N 35 : ‘

t einer Verbindung der Fornel 45 in welcher Formel [err] und[err] we . .
_,__jrsteﬁend definiert sind, und wafin eines von [err] und [err] fur SH steht :
nd das andere von Z' und Z2 ein ust yet ende Gruppe ist, ungesetzt wrd-
- zur Herstellung einer Verb-ing erNGasneh,-M worin R fr H steht, veine
ger bi ndung der Fornel so R 65 32 N~ 1111 1211|1212\ 11°

g 074 ®A1 worin [err] und [err] die. gl gi che Bedeutung w e oben haben, zur
@i | dung einer Verbindung der For worin®R fur H steht, ungesetzt wrd;-C
8 ne Verbindung der Formel R2 [err] Rworin [errJund [err w e oben
fi ni er twogin ROR' wndiRIWié oben|definidnt sindaind Mifirdd, B oder kiistehtz mit@inenksrtiiduogey Fereel
rrel 7615 [err] 3 20 - '
/M- worin [err] und [éerr] w e oben defisiert sindund Z3 eine reaktive
b/eresterte Hydroxygruppe ist, zur "II_F,‘iiIdu g 2§5ei ner Verbinndung der Fornel |
fingeset zt wird; D. eine Verbindung el [err] R zur Bildung ei ng
f/er bi ndung der Fornel | reduziert wr . zur Herstellung einer Verbi
gler Fornmel |, worin die Radikale [£«47 d/ oder [err] oder 40. [err]
5t ehen, eine Verbindung der For nel - : '
" worin R®, R* und R® wie oben definiert sind und Z° eine reaktive veresterte Hydroxygruppe *st, zur Bildung
25 einer Verbindung der Formel | umgesetzt wird; . :

" D. eine Verbindung der Formiel

ﬁdu ng

-

30 : . - R o R
'R1ﬂ \>'s —CH,
N .
o A

- zur Bildun einer Verbindung der Formel | reduziert wird; Lo _ o
E. zurgHersteIlung einer Verbindung der Formel |, worin die Radikale R‘.undlpder R? COOCH,4 qder: :

.40 COOC,H; stehen, eine Verbindung der Formel

v

35

-. 3 N _ ” . R4 . | |
Y . RS Rs o _ _ '
S L 1 > _ - - : IX
_ . _ _Y _\.. -3 CH2 NZ o | |
i N |
50 . _ R _ _

worin R, Rz,'R4 oder ﬁ-” wie oben definiert sind, und worin Y! fiir —COOH oder ein funk'ti()ne1ll dquivalentes '
Derivat davon steht und Y2 —COOH oder ein funktionell &quivalentes Derivat davon oder R da[stellt, mit,
> CH,OH _ . _ X

oder

o | CH,CH,OH X
oder einem funktionell éduivaléntéh. Derivat davon, zur Bildung einer Verbindung der Formel I, worin R'.

und/oder R? fiir CH,COO oder CH;CH,COO darstelit, umgesetzt wi_rd;- o s e .
F. zur Herstellung einer Verbindung der Formei |, worin wenigstens eines von R3, R* oder R® OCH,,

65 OC,Hs, OCH,CH,0CH; oder OCH,CH,OCH,CH, représentiert, eine Verbindung der Formel- N

AR O R '




r_'n_ [err] oder[err] we oben _'_defi niert sind, und worin [err] fur -COOH
8 ein funktionell aquivalentes Derivat davon steht und [err] - e
i n funktionell aquival entes Derivat davon oder [err] darstellt, m '

H30H 0 074 3At1oder 60

err | . Xl ‘oder einem funktjonell aquivale _

beriivat davon; zur Bildung einer Vgrbindung der For el Is worin R ‘und/ oder.
el fur [err] oder [err] darsteRft, ungesetztzdird, Ez’zur Herstellung

1 Tier  Ver b; ndung der Fornel 1, wor NaWen gstens elpes[von [err] oder [er r)J"-
5 [err] reprasentiert, eine R yers -EQH *» C L M S *

F 074 341 10 worin [err] und [err]<wie~eaen defihie sind und [err] und .

err] entweder jeweils [err] und [err] dder Hal ogen, wie Cl Br, F oder J
Her NO2 reprasentieren, wobei weni gstefs eines von [err] und [err] Hal ogen -
Her NO2 r'@prasentiert, mit einer Verbindung der Formel worin [err] oder
err] steht Wit AVYRNa REWRABEn bdfinlR iR Ghd 25,24 Ghil s%iml,\ié ¥ reVik RS r
brnel |, WOwielCl, BE RlogérURBEr NO, ApRasiiitiBreh, SVobbilwasighterisle}r %‘:‘%2,@ Lmz*iaé%ﬁ@é%ﬁ?ﬁg ;
flgeset zt Wi représe@tiery mit eider Yarkihduwng derdomesl  Ver bi ndung der Fornel 1,  worin
Eni gstens®eines von [err] und [err] fur_ [err] oder [err] steht, eine
By bi ndung der Fornel N [err] 35.worin =3 r'Y'] und[ err]wi e oben defi niefi-
nd und [ ervwdrintitfhir LR €Hs, BRICWESERY, 0deP VB, CH,ACRICH, sttt dnd NGk SR SirfleiiR2G Bi@lng
CH2CH2Y einer Verbindung der Formel |, worin wenigstens eines voR\R?, R* Gritf RRDER], DEIHE, TDCHYEM,OCH, Yoder -
hl ogen i§Q,°%%pcﬂa§ﬂigﬂﬁtﬂhymmwiMnl_lp%r . [err] [err] -~ - .
e

und S
Sprasent i er GH; r : Fn%%%%g Fgggn dar ! jwarig igstens eines von R?, R* und R® fiir.
Ml worin [egr)(f ? %F?F,;%g,r? : Fftﬂgteé'fﬁ ‘ﬂﬁﬁ%e,'ﬂ'mmebder Li ist, zur
| | dung ei ner Verbindung der Fornmel |, worin wenigstens eines von [err]und-
err] odees [err] darstellt, ungesetzt wird; H zur Herstellung einer. .. -~
er bi ndung der Fornel 1, worin furth steht, eing Velbi ngyng der Fornel 50

err] 55 - 2N T
/'l 60 N Z9 dprith [err] - [err] und xiv
[ Drs Rt Z 3 -
N Do _ ST

err]wi e aben definiert sind uRy

35 . _ _ y B
- worin R, R" und R* wie oben de_fi_ni'e'.rt sindund 2%, 27 und 2° entweder jeweils R?, R* und R® oder eiﬁ Radikal
| | i '_OCHzc_HzY E L R _ xv;:
représentieren, worin Y Halogen ist, wobei wenigstens eines von.Z", Z"und 2° 'OCH;CHzY re.'.pr'a";éri.'tiert,' mit
einer Verbindung der Formel S :
R"—O0—M ' O xw |

45 . . ' - . -' '
worin R” fir CH; oder CH,CH, steht und M Na, K oder Li ist, zur Bildung einer Verbindung der Formel |,

worin wenigstens eines von R®, R* und R® OCH,CH,0CH, oder OCH,CH,OCH,CH, darstelit, umgesetzt wird;
H. zur Herstellung einer Verbindung der Formel |, worin R fiir H stefit; eine Verbindung der Formel

50
a
3

| ' " R \ R® -- ' :
56 _ » N\ l : xXvie Y
o R >“S_CH2 NZ |
N _ .
60 . . Z . Lo . )

worin R', R?, R° R* und R® wie oben definiert sind und Z° eine. Alkanoylgruppe oder eine - L
. C@rrgoalkoxvgruppe darstelit, zur Bildung einer Verbindung der Formel I, worin R fiir H steht, hydrolysiert
65 wird; - : _

34
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Fontenant 1 a 7 atones de carbons, un atone d' hal ogene, un groups al coxy
gt ones de cad.biveyprbbBurig desformbloi si dans |’ ensenbl e constitue par H, un

g 2 .6 atomes de carbone; et [err] et [err] ide
@ hoi sis chacun dans |" ensanbl e_constitue par gH
gonditign que: a) au nons | unfdes s
8 ' enssnbl e constitue par [err] JO~Ne

§epresepte H [err] ou [err] repres%$te [err] atOferr] et [err]
@ epresentent [err] et/ou H[err] ne

Y R T LR i SR ST o 3 AR et 3. 1 Lim i e

pats CGontractmts: BE CHDE KRR GB IT LI LSNL _- &% Conposition

Earnaceuthue contenant, a ti ] principeIaET f, un conpose de f XYl e:

b5 45 40 R! >—s CHy— P " [err]
®crr] R 50 ou un sel therapeut t acceptable de ce conpose, formula

4 341 1. sine Verbindung der Formel [err] [err] R 10 [err] R zur
dung ei ner Verbindung der Fornel | reduziert wrd, wonach,
faunschtenfal |'s die so er hal t ene Ver bi ndung der Formal lin eine f
*ELaKéUtISCE ikzsp;ablas Sal z 30 8a0FA4 ¥rgeful hrt wird. 2. Verfahrf
pch Ansprugh,. adur kannzei chnet, daB eine in Anspruch 1 defin
'er bi ndung gd%ﬂd%§#$4#W£&gg§hepsch akzept abl es Sal z davon? worin R fur
jeht; [err] und [err] wie in Anspruch 1 definieft sind; und worin[err
fler [err] reprasentiert, harggstellt wird. 35 WRevendi cations pour |es

lans Iaquellef [err]at [err] sont i dlenti ques ouodifferents et choisis
thacun dans | ' ensenbl e constitue paR H [err] [err], un groupe alkyle

‘ont anant zdr EddngtirdNRébikdiing @& Aoams | regdziestiwingr oups al canoyl a contenant 1 a 4

ikQups al canoyls contenant 1 a4 atones de carbons et carboal coxy contenant
4 quas ou differents, sont
err%s [err] at [err] a la

tTerr] soit choisi dans
b) quand deux des XX
Pe-G¢Hpdtent” restant [err] ou [err]
par [err] &t [err] et c) quand R

mbopes A<

synbol as [err} et [err] reﬁf-

Eoit choisi dans |'ensenble con

epresente pas OCH3; 65
zur Biidung siner Verbindung der Forme! | reduziert wird;
wonach, gewiinschtenfalis, die so erhaltene Verbindung der Formel | in eine therapeutisch akzeptables Salz
30 davon Gbergefihrt wird. _ :
.- 2, Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB eine in Anspruch 1 definierte Verbindung
oder ein therapeutisch akzeptables Salz davon, worin R fir H steht; R, R?, R*und R® wie in Anspruch 1
definiert sind; und worin R* OCH,, OC,Hs, OCH,CH,OCH; oder OCH,CH,OCH,CH;, représentiert, hergestelit
wird. . '
Revendications pour les Etats Contractants: BE CH DE FR GB IT LI LU NL SE

1. Composition pharmaceutique contenant, a titre de principe actif, un cofnposé de formule:

- o3 R - - :
N a'4s| ' .
; }>— C ) ‘N g . o
N .

R

45

50 . ou un sel thérapeutiquement acceptable de ce composé, formule dans laquelle:
R! et R? sont identiques ou différents et choisis chacun dans I'ensemble constitué par H, CF3, NO,,
. —COOCH,, —COOC,Hs, un groupe alkyle contenant 1 a 7 atomes de carbone, un atome d‘halogéne, un
groupe alcoxy contenant 1 & 5 atomes der carbone, et un groupe alcanoyle contenant 1 a 4 atomes de
carbone; .
56 R estchoisi dans I'ensemble constitué par H, un groupe alcanoyle contenant 1 a 4 atomes de carbone
et carboalcoxy contenant 2 a 6 atomes de carbone;. et
R®, R* et R®, identiques ou différents, sont choisis chacun dans |'ensemble constitué par H, CHs, CzHs,
OCH3 002H5, OCHZCH20CH3, et OCH2CH20CH2CH3, a la condition que:
a) au mons l'un des symboles R?, R* et R® soit choisi dans’I’ensemble constitué par CH,, C,Hs, OCH,,
60 OC,Hs, OCH,CH,0OCH; et OCH,CH,OCH,CHj et :
b) quand deux des symboles R®, R* et R® représentent H, le radical restant R®, R* ou R® soit choisi dans
I'ensemble constitué par OCH,, OC,Hs, OCH,CH,OCH; et OCH,CH,OCH,CH,; et : :
c) quand R représente H, R' ou R? représente CF; et R® et R® représentent CH; et/ou H, R* ne représente

pas OCHjs;
éventuellement en association avec un excipient ou support pharmaceutiquement acceptable.

L I :
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b 074 341 2. Conposi tion pharmacauti que sel on | a revendication 1, contena
" ‘titre de principe a conpose de fornuls 1, dans Iaquelle [err] et [ er?
Eont i dentiques et differents et choisis CS& un dans |'ensenbl e cons
ar,H, [err] un groupe al kyl e ayant 0 974 nmes de carbone, un ato %
i hal ogene, | tsefbn da FeveidiaBSH 1lEcoRRndO A it@t delipringipe B un
’,“ canoyl e WBﬁdeﬁﬁzstpg%ﬁﬁMBmtldthléiJeBapllf@hb@hﬂsw ehac "é#"?' 'eeaemb'e
fer¥] sont dodinid pquesooanalcwtaﬂem growte alikyie pyant! étfem" "éa fb
'g:r/H [ er r ] yn greypeplcoty egntﬂp Mifon °°“ H

.. e o iy
| evendi caft i '° prtec b %r&{ﬁ oﬂ}ﬂj"% ﬁém*“‘mﬁm% un corrposea'ctie for rruse
L, dans laq F3| orLﬁ‘Jsf o rfnééeru .&ﬁrselohdsmweﬁumamou ébinfehant @ndte dat prmome actif un
£hoi si s chaedplrrbo ) mtﬁllsaﬂi‘bllanualtarl%bt BLontidentigijes oeld eels efn%ﬂ"F gﬁ L
i et R3, Reenadmbio swstituéligr |Hd§ﬂ0¢*hu% 6l B PPHe‘P‘ CH =0
| ensenbl’é emisussiayaliiseantsi’ c Bl st 56 sty

e' on la reye - u' ALobtiden cha .n!ﬁé%tsrbechaﬁtsbﬁacmmﬂmpmwde
tormul e | aﬁg g‘aﬁipﬂ rEcE 1, ObH, % éiOHJCOOt“Eﬂbtésqm eOR?, mﬁet Respetidestiqyes emféser@ .

hacun danSeﬂchﬁﬁsﬂﬁbirEpaﬁﬁlmmwa ar H, err e epresent e H
lerr] et sperr 5 Sompositigerphp t' la reyep es oufg ﬁ‘mgpéﬁlaoﬁsﬁm o
bCcH3. 15 °<5np F%g@,,"“ part%?ﬂ“ qf? J* §ky<‘,?§j eanbcuhosb,ayannas
lorit enant_a ¥ dnb epsnkéasylasi 1Q0 GSROHCraflond; (Y iapkseents, H.cha A& R atBibdohe
err] et [efdia tnq‘&@ﬂu diftkdnts &l dRsisisOdangli'dnbaniibiadopstitué mohxcmml‘hﬁso‘bhacun dans

! ensenblze cormtdotnnesl rpﬂarm{cemn e sqm gr é'caa'Pkyl anfta !‘"‘Adﬂ ey

lar bons, ROsH afﬂrmli'e H un ﬁ?’qw% ik jmeﬁm@ato

-t OfreS de C ??gﬁgnbc}?s?%é n oup QQEanb htCI lé&%td&lbs de
ji £ r RERD

ﬁ dacmpm&énréddete [08H, ¢t R® feprésgnteeCHs| err] .
- Conposst i om. pamuﬁhaqnneemaba)aaka\ levendicatiat 1o mnlena@oht'tﬁ?ldﬂtp"ﬂ?'ﬂei E¢%e _

_ 'r| nci pe actprhpaséde @mmp'% arﬁéaqldhrﬂlleéﬁ sontjidentiop ‘?@3 1@@;@’“‘ Tcgm
[dent i-ques (2\9: {? tomes arEJ nee ﬁ%%:grﬁ %ﬂ%gm iﬁoﬂe %ﬁﬁtaﬁi 1218 d skt
jar- H, . [err]g. @1 at ones de car bons,

t ome® d’ hal Ogeﬁlﬁlod&snﬁﬁnobﬂiﬁna% tiqie/ sérafat redendicdiont1o memda T aireda gxrleQIpQJpptlf un’
roupe al caroybasé ay &l |,daris laqusiveR' af & sant [slentisues gu. CF‘ r??'é G 's'é h | :Cy o
epr esent e ['ensembie é perdi, COOEY cg? Hatly E" gg@?"e‘g@’ ayant 4 . He 2 rep'rgs‘;me
Onposi ti on re réi; dg@g A ,_é?/"é Sontenant. A% tre de. .
i nci pe get g Ugh p S RachRlqDd! Sor IadﬁV&\dicitﬁHEﬂ lcontér@nt § tige d Qrnipes eau un
fent i ques chmﬁchsisfdetf&ﬁmﬁ Iel‘énssannbllaZM(m 87 soncMm&nemﬂdrémemlcéolvamw dpns
b Ho[err ]leuaem le@qpstuab @099:aﬁ€)°qﬂzlﬂ5- an grogprealkvipavant mﬁé[s%ntedﬁg )

i 3, at ones d’é!‘";! "g‘% r : :rgwawm“ 3 4 glopesdesprkency One; m .
ppT esent g, |t|o e&elcﬁﬁﬁ lrdvehdidafiés € NdoRtehdht B]tit@tdeCprintipe actif un
Ppr esent e [c%fn formule ams Rt ét @Nsoptiasntings bl différents el sont chax:un dans I'ensemble-

g vend| cati manshtué(pem 0D, CAOCHJHE.@n deoupe allads gyentzci4 ftomes desary t’iﬂml
“dans | aquadnhes d[a eaf qreet al%:wéi ayapyitd 4 pasidg Gurkonsi R Eﬁpféﬁwee'?rt% whte '
0 Si's Chadﬁme ar aceuti rbsgellotnulg rmﬂdlégtlm{ € dohtendh® antﬁ%eprﬁ‘llnBé/ la&if un

jant: 1 a*4 ‘ﬁﬁi smon O RY eBHAEINt IdeMtiqlesib® AMBreAs of @hidisid)18hatiin dans
chanoyl e aye mj)lea:oﬁbtlﬁfé(baiﬂﬂi omecgaobouw. uR graaipe a!lgdmaventH 4 fatohes de| qatbone: sleawy e

srr]; [er r]avampa es'em’s!ed eetlc Ya'F"é R p’%‘@ﬁsﬁtf‘lrﬁﬂés"me
lar maceu ] & éé?g“q ﬁ}f‘ﬁéﬂ ?ﬁ %f‘ &f RS  rheioR Sctif un
-t i £ un Torpo, f sﬁi naQUﬁ e ue@Bu dffsFehts S0 thoisis] Gifticlid das

1+ di fferentgn bﬁmﬁst. (bhrslll&: o::onc HAE Sin Igrabiné elkiid @yantoinis4 stbmes grecarbiene, GW]
M gr oups aldvyﬂteg aaytamhs%eﬁearbdnmaémnglduamarﬂbcmeséﬁ‘@&@ye : Ryepndsente H; e Rarpey,

i carbons tHffoomibpe Cthatfi o 536 10D nankh! £ BEL 56 Blifeipsh ac un

B represénte %c #%“ ]sﬁ ﬁ:{ RY <o mBin e&@co@me%@n .
@nposition Wfﬁa%efﬁﬁlagﬁeﬁ}g ganr even ca?lsgﬁtrc? contenant a titre de .
‘i nci pe actif un conpose de fornmule | dans Iaquel le R1 et R2 sont
gentiques ou differents et sont chacun dans |'ensenble constitue par H,
] un & oupe alkyle ayant 1 a 4 atones de carbone, alcoxy ayant 1 a 3

onmes de carbons et al canoyle ayant 1 a 4 atones de car bone; R represente
et [err] represente [err]

65
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resent Het [err] represente [err]. 45 11. Conposition

fiar maceuti que selon |la revendication 1, contenant Atitre de principe -
ctif- un cornpose de formule 1, dgn jogaf! e [err] et[err] sont iden

tu differents et choisis chacun dans ' ensenbl e constitue par H, [ert
iroupe al kyl e ayant 17"A"4 atomes_de carbone, a%,coxy ant 1 A 3 atony
farbons et al canoyle ayBint 1 A B at onds d® carBons; represente H, &
eeri;j] represents H [erT presgnte [eir] cRU [ 66H,] etcH.err] represent®a¥
%‘iZs Conposi tion pharfr {c:'g’utiqﬁe sel gﬁ’l Ignsr evend% cation 1, contenant A
titre de principe actifsooocgnpese de Hor.ad e QCHdansCHsaquel le [err] et
terr] sont identiques ou differents et chg' Si sognacunc ans | ' ensenbl e
Eonstitue par H, [err], 56ROffsouf&Hal kytle b%mt A 4 atones de car bone,

gl cox ,avant 1 A3 ato”E-Eo?ﬁ caghans efy akpanoycRr, ayacH; 1 a 4 atones de
earbons; R represente H ef Jerr] represente CH3, R4 represente [err] et

b err] represente [err 55cbBH, Compositi¥n §Har mPEHut i qts selon la

i evendication 1, contenant a titre de ﬁ:rier&ﬁi pe R tif conpose de fornuls
Bt dans | aquelle [err] s8%th conbithes co Sti t: gf) 65 36 0 074 341 [err]
b err] ferr] [err] 10 5-COCH 6-CH, H HI[errcHs[errerd{err] 75 [err] [err]
620, < er’r] [err] [err] 26 [err] 14. Conposition _
Lphar maceut i que sel an | asioevendi dhtion H, bt eltdint A Filt re de pri nci pe -
actif un 30 conpose de formul e:_J r] Llerrl_]' [erdcu.[erpl [err] 40 ou un sel -
[t her afut i quenent accepttZHs de T conpose. 15. Conpose sel on | a definition
fdonnee dans 'une quel corpiRCASS denendincataHgns dcia 14H ou un sel -

5COCH, 6CH; H CH; CHs CH,
25 . : X
. 5COOCH, 6CHy H H OCH;, H

14. 'Composition bharmaceutique selon la revendication 1, contenant 2 titre de principe actif un
3o composé de formule:

. . : | ~ OCHj . A
. . CH : CH3
CHgO N 31)\]/
N - —
\QE >"s CH™ W
: N
H

ou un sel thérapeutiquement acceptable de ce compose. o . .
15.'-Compogé se?on la définition donnée dans I'une quelconque des revendications 1 3 14, ou un sel

therapeutiquement acceptable de ce composé, destiné 3 servir d'inhibiteur de la sécrétion des acides

riques chez les mammiféres et |'étre humain. o
gas'('1é:!-Composé selon la définition donnée dans 'une quelconque des revendications 1 a 14, ou un sel

thérapeutiquement acceptable de ce composé, destiné a servir au traitement des maladies inflammatoires
gastro-intestinales des mammiféres et étres humains.
17. Composé de formule:

r R4
£ : R S &5
; é\l 3’4 5| |
ey . — 216
R {g ] >—S CH2 ‘N
. N ) .
|
R .
et ses sels thérapeutiquement acceptables, formule dans laquelle: NO,,

i i i isi ! ble constitué par H, CF,,

1 2 sont identiques ou différents et sont choisis chacun dans |‘'ensem a

—C()ROCe::-IR i)COOCHz;?lL-,, un groupe alkyle contenant 1 3 7 atomes de carbone, un atome d I:"alc';gén;aé ::
groupe alz:'oxy contenant 1 3 5 atomes der carbone, et un groupe alcanoyle contenant 1 4 4 atom |

carbone;
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ther apeut | quenent accept abl e de ce conpose, destine a servir d'inhibi teur
e | a secretion des acides gastriques chez les manmferes et |'etre
¥6. Conpose selon |a definition donne ﬁ &g e?:+ une gquel conque des
fevendi cations 1 A 14, Ou un sel 45t € 1

onpose, dest i Restghaig darisit’ermemble adrisBtn€ per Ho@sgrome adaregle bdil'fténanmtlldtm
;astro-lnt eﬁ\”ggﬂhj?% (restepant?p B @tomes de cathonesset humai ns.  17. Co e de

1 1 A :eg':l%xe; ou dgfgll:'er&t:, sor;jt ghons;s':ha::;ttli::s I'ensemble constltué parH, CH,F&HS,
RAT) Teora] B30k BCHOm, s O0CHOMC b ordtonaur. Gl S g0,
aquel | e: [&)(T,I]|5,BCHZE:EI£0C sacom-lzm emzcmjas ou differents et sont choisis.
thacun dans | ' biuvenrixleax desswhbdlesd’, etﬂilrep@&tert\mze raffigal ﬂ% qulﬁrr soit/choydi dans
ont enant 1 '&n ma&eemtueear “d‘& Hy;

og;ggagteméggéﬁ% ra&ue %%ie&%ﬁ%‘ i{}gb e%ﬁ* %gn:la ﬁ%nldo Lﬁ?fﬁ%éog

lonsti tue par Haumnrgwmuqmsﬁhmagllneetmﬂmb&mczﬂscﬁnaﬂd méwMomed'hmgenﬁt R et
lar boal coxy th@n'tleﬂéfmttw@dwnee citdessuss one et [er i dent i ques

u di ffergnt s, HiaHen E,ggzg meel g Hsewgégfsfmeq‘ "m‘ carzo présepts Chs
b Lo S e R T e %mam
03 [ erd-dessi®} t chol si dans | " ensenbl e constitue

rr] et [err lvacuabv) Raeradseintel Huet Rdels*‘:agenba)Héfmnt{oeuar]néebn-dpsns.}R‘ et@prﬁémr&emt (ntH,
e rad| ca; [ Jaerr rest soit choisj -dans |'ensenble copstitue -
ar [err]™ gﬂ"{""eﬁ pras Bﬁhﬁ ﬂ‘ﬁn’eeifﬁi?"‘eucf v o1 ??B’ései?f?"b‘a‘s W3 B[ Regepresente
err] ot [or P 05 ,a&%@;go.{.erewnm.omy%awmgammmpabwwma e
I oupe al canejybleR epidsentecH) R, R2,R°4t R ORBDMIR defiid D RSeRHdicatibn 7, GORYreteSahte DEA],
i A 6 atorrestCdi& e@ﬂzsummezowzcmocmcr?& I[Ia def knltlgn don%l%? mﬂdgisglus
i) au nolns | sé gejon[l'upe quelcengue desTpvendigatipns 1d eh PR est
In atone d' hydr%‘ggﬁé’" Yf%'?'?ﬂ[%g% ['3?) ont |a definition donnee ci-dessus;
lii) quand deux des synboles [err] et2 [err] represente H, |e synbole
ferr]et [err] restant represente [er 15 [err] ou [err] et R represente un
roupe al®anoyl e contenant 1 A 4 at Opk Ncar bfne ou carboal coxy cont enant
a. 6 atones de carbone, et [err]Re ' | a definition donnee * .
i~dessus; iv) quand R represents H, et R2 aient la definition donnee
i-dessus, [err] et/ou [err] represente (nk) NO2;" ou 20 ~ v) quand R
epresent?se H [err] et [err] represente [ferr} et [err] et [err]
resententa‘,t{ce,m,i,m&;séeyfﬁnu&err] ne reprasente pas. OCH3. 18. Conpose sel on
bsa’ r evendi cation 17, ou un sel t her apeut i quenent acceptabl e de ce conpose
Nans- | .equel Rrepresente H, [err] et[err] sgtt comre definis a la

& carbone

evendi catd on 17, et R4 repreesente OO—E’Q ?
i ' : "
z%—ch,
45
(formules dans lesquelles R, R1 R, R3, R* et R® sont comme définis ci-dessus et Fun des symboles Z' et z .
représente SH et I'autre des symboles Z' et Z* est un groupe éliminable);
B. pour préparer un composé de formule | dans laquelle R représente H, la réaction d’un composé de
formule:
50 o
R? |
' _ NH, _
_ R1 _ Y
55 .
. o NH :

{dans laguelle R! et R® ont le méme sens que celui indiqué ci-dessus) avec un composé de formule:

60
R4

) | 3 I RS
. l _ A

i A




- ou [err]. 25 19. Procede pour preparer un conpose selon |'une
conque des revendications 17 et 18, par: A Reaction d' un conpose de
le: [err] 30 35 -. _ - R avec u
ose de formule: 40 45 (fornmul e @gﬁs:*gsquelles R, [err] et [err] so (
e def i flhSiafilens RS RSt Blont lelienikesns yumluebdidué ddlesEgs) peysriergen b cagiog de
utre desrmaiMBsns &muélieRrrpprédentedt r| est un groupe elimnable); B. pour
Peparer un Codmpumetuncempenéfigffasmplegdans | aquel le R repreesente H, | a
paction d un conpose de forrmule: 50 [err] [err] 55 [err] 2 (dans | aquelle
r] ef [err] ont Ile mene sens quB“cel ui indique ci-dessus) avec un
npose de fornule: 60 N

5 38 0 074-341 (dans | aque{llLg || Reis-BByant | e nene sens que el ui
I que ci-dessus) pour former un c de fornule | dans laquelle R
reseffte H, C. reaction d un conpose dd formule: 5
rr] (dans laquelle [err]et [err] ont | & sens indique ci-dessus et M
epresente K, Na ou Li) avec un conpose de 15 fo | e: R: é de
W] (danslaquelle R, R' &t R ont le\spns if@we].c'%s"eah'ﬁéeﬁ’%a%eeﬁ Ne“Ab[“eL}’r%?“é‘t" Terr] ont
ic sensq rfoimyiee ci - dessus, et [err] est un groupe hydroxyle esterifie
fragtif) pour former un conpdse de fornuleg |; D. reduction d un conpose de
Formul e:  * R pour former un conpose, de Rornufe |; 40 E. pour preparer un
fonpose de fornule 1, dans laquelle R chdi sBux [err] et/ou [err] Vil
b'epresemte (nt) [err]ou [err] reaction un[ conpose de formul e
- . N/ .

z

25 (dans laquelle R, R* et R® ont le sens indiqué ci-dessus, et Z® est un groupe hydroxyle estériﬁ§ réactif) pour

former un composé de formule I;
D. réduction d’un composé de formule:

' 4
30 . : 2 R
' R

3 o5 | .
N\ N CT’ Rf\j-/ vill
. / - Lo
R‘-@ \>"s."°"'2 N |
35 _ lil :
R - -

former un composé de formule ; . - i
40 pou_rE.o;r:ur prépare? un composé de formule |, dans laquelle les radicaux R' et/ou R? représente (nt)

COOCH; ou COOC,Hs, réaction d'un composé de formule:

2 Rt
45 Y . RS R5
~
1 AN | X

Y >—s —CH,~ &
; N
|
R

' iti i- 1 ésente —COOH ou un de ses
laquelle R, R?, R* ou R°® ont la définition donnée ci-dessus et Y repr . 8¢
fidé?'?vsés :yant une réactivité équivalente, et Y? représente —COOH ou un de ses dérivés ayantune réactivité

équivalent, ou R'), avec
| CHOH - X
ou

CH;CH,OH ~ . X

. ) , _ 1
ou avec un dérivé ayant une réactivité équivalente) pour former un compose de formule |, dans laquelle R
et/ou R? représente (nt) CH;COO ou CH,CH,COO;
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60 - R (dans laquelle [err] ou [err
nt la definition donnee ci-dessus-et [err] represente -COOH ou un de ses’
5 deriveasayant une reactivite equibab atsa et [err] represente -COON ou
n de ses derives ayantune reactivit 2 i Fent, ou Rl), avoc [errl _
60 ou [errE pour préparer un composé de formule |, dans laquelle I'un Xi mbins deesymbnlesi BT, iRy et R
lyaht une rregésehtsiOCH,, ©f:H:/OCHOHOLH)UOCH, O 06H Chin réadinn e camresd dafAravle: dans -
aduelle R 65 etlou [err] represente 39 0 074 341 F. pour prepar n
gﬁgose de fornmule 1, dans laquelle |'un au nains dgs synboles [err]
err] represente [err] ou [err] rgaction d' un cgnpope formule: Xl
dans laquelle [err] et [err] sonty tels que defd % p~dessus, et Z3, Y74 et
5 representent solt [err] et [er g ctivenen it un hal ogene comgie
, Br, F ou 1, soit NO2, |'un' &l Z3, Z4 et Z5
epresenﬂ&nt un hal ogene ou NQO2) avec u% conpose de fornule: [err]
(11 20 (dans laquelle [err] representeg[err]ou [err] et Mrepresente Na, K
u Li) pour forner un conpose de formule |I dans laquelle |"un au nains des

ymboles [err] et[err], represente’[err] [err] oy [errl; G Rour _PEepateks
comost s & st ge B i 2 ARl
&Lr] 25 re@swgﬁ Fj’ltg %ﬁf?"&ﬂ ;‘%ﬁ%ﬁﬁmﬂﬂm@a conpose de formul é:

. (dans Iaqu@ e |err] € rerr sont tels que definis ci-dessus, et [err] et
err] representent [err] et[err] respectRv@mdht, ou un radical: 40 OCH2CfpY
. dans | €quel Y represente un ato ' oge AL u | HERa, RYTPPASS
err) o ‘[l bl S e bk L SR
) Hré’@f 1 a,t,aeoﬂ'@gz H,BEH ﬁg;rj et Mrepresente Na, K-ou Li) pour
ormer un COITp@",'%uéﬁéPa%’rmH|c&nbosé_aél$ordnalqlll(dahelaal.ellﬁmj mgin$ I'undes swmbpjesifd|Rast R% -
err] et ZserepréserapOC.EHIEH, ow OFH.6H.00H.GHe) répctiopid’up gprase dpfaraiie:un” conpose de

ornmule | (dans laquelle R represente H), hydrol yse d' un conpose de
ormule: 2 RXVII N (dans laquelle [err] et[err] scft tels que definis

i -dessus, et [err] represente ungroupe al canggle pu us '
30 =
. . -,

N
R \>—s —CH,
- R

35

~

(dans laquelle R, R' et R? sont tels que définis ci-dessus, et Z° 27 et Z* représentent R?, R* et R,

respectivement, ou un radical: . _ . :
40 _ . :
OCH,CH,Y _ : XV

dans lequel Y représente un atome d’'halogéne, I'un au moins des symboles 28, Z7 et Z° représentent
OCH,CH.Y) avec un composé de formule: .

R7—0—M . o XVi

(dans iaquelle R? représente CH, ou CH,CHj; et M représente Na, K ou Li) pour former un composé de:
formule | dans laquelle au moins {'un des symboles: R?, R* et R® représente OCH,CH,OCH; ou
50 OCH2CH20CH2CH3; i ¢ ,
H. pour préparer un composé de formule | (dans laquelle R représente H), hydrolyse d‘un composé de
formule:

: -4
55 2 R

R R® RS ' .
~
1 NN | oxvn
R >—s —CHy= =
60 “i‘ .
29

(dans laquelle R', R?, R®, R* et R® sont tels que définis ci-dessus, et Z° représente un groupe alcanoyle ou un
65 groupe carboalcoxy) pour former un composé de formule | dans laqtelle R représente H;

-

UL

40




, ouﬁe car boal coxy) pour former un conpose de fornule | dans Iaquelle_§ 
Esente H, 40 0 074 341 1. reduction d un conpose de fornmule: 2 5
111 10 O pour fornmer un.conpose de formule |; 15 J. reduction d' un

ose de fornmule: 4 25 0 074 341 R poupF=
EI un conpo f si on | e desire, on transforngty ¢
ose ai nS|rrp E égﬁ‘gtwg(rai uﬂﬁ‘”ﬁ%ﬂ“f’ﬁépﬁ%‘%ut I quenent acceptable. 30 ‘f‘\
endi eati ons pour |'Etatcontractant: AT 1. Procede de preparation
Bﬁbose de fornule: R et de ses sejs pha rnaceutiqu§EHent accept abl e
[f,fnule | dans | aq uel le : 4B [err] et [eRP nt_kj¥ent i ques ou
5d|ﬁ'erents et sant choi sis chacun YaQs_ M, ensenble conptitue par H, [errlyvim
“[err] un groupe al kyle contenamh - ak rdone, un atone

‘d' hal ogene, un groupe al coxy cont a5 atoneslde carbone et un

gr ouper al é¢anoyl e contenant 1 a 4 atonmeb de carboney R est choisi dans
ensenbl e constitue par H un groupe afcanoyle contenant 1 a 4 atones de
‘car bone 50 et carboal coxy contenant 2 a 6 atonmes de carbons; et [err] et
ferr] identi queasfomerdh tdragosddsfornaudit choi si s chacun dans | ' ensenbl e
constitue par Hy[réducfon[dynrcpmpesé[deffarinulg: | a condition que: a) au noins |'un
dev,synboles [err]et [err] soit choisi dans |'ensenble constitue par [err],

i si dans _
ron que: i) au -noi :
[err] quand R %a*-

erepresentent H, le radical[err] g4 [err] restaps s
i1 ' ensenbl eaconstitue par [err]et. Nerr]
1" un des synboles [er] et [erj]
represente un groupe al canoyl € co s de carbone ou
car bal coxy contenant 2 a 6 atones et R ont la definition
Edorinee ci - gessus; 60 ii) au moins lgun des synboles [err] et [err]
iy epresents[err] quand R represente un atones dehydrogne, et Ret t R2 ont
‘a-def i ni t i onpayofermeex upicomieasé deformilel; quand deux des synboles R3, R4 et ts
5t epresent s H, PUs. piggjledgsirgzon "F&F*%’éf '°R§'“P‘§§taﬁﬂt°b?"é‘b?'é%’b’fﬂ '@éfem‘t'qwt aggeptgple.
EOCH2CH20CHg, ¢ m@ﬂg%ﬁ%mnﬂmﬁeﬁ esnteun groups al canoyle contenant 1
f/ 4 65 ci-dessus;: .
' 1. Procédé de preparatlon d'un composé de formule

" . 2 . H4
o . R R3 5

SN o (R
1 —_—
" @ 1}>_s e

) |

R

. et de ses sels pharmaceutiquement acceptables, [formule dans laquelie: |
45 R' et R sont identiques ou différents et sont choisis chacun dans I'ensemble constltué par H, CF,, NO,,
' —COOCH;, -—COOC;H;, un groupe alkyle contenant 1 & 7 atomes de carbone, un atome d’halogéne, un
grott;pe alcoxy contenant 1 & 5 atomes de carbone et un groupe alcanoyle contenant 1 3 4 atomes de
carbone;
_ R est choisi dans I'ensémble constitué par H, un groupe alcanoyle contenant 1 a 4 atomes de carbone
50 et carboalcoxy contenant 2 3 6 atomes de carbone; et
R?, R* et RS, identiques ou différents, sont choisis chacun dans I'ensemble constitué par H, CH,, C,Hs,
OCHj; OC,H;, OCH,CH,OCH,, et OCH,CH,OCH,CHj, & la condition que:
a) au moins I'un des symboles R? R* et R® soit choisi dans I'ensemble constitué par CH,, C,Hs, OCH,,
OC,H;, OCH,CH,0CH; et OCH,CH,OCH,CH, et
55 b) quand deux des symboles R3, R* et R® représentent H, le radical R?, R* ou R? restant soit choisi dans
I'ensemble constitué par OCH,, OC,H;, OCH,CH,OCH; et OCH,CH,OCH,CHj; et 3 la condition que: _
i) au -moins I'un des symboles R? R* et R® représente CH;, OCH,, OC,Hs, OCH,CH,OCH; ou
OCH,CH,OCH,CH; quand R représente un groupe aicanoyle contenant 1 & 4 atomes de carbone ou
carbalcoxy contenant 2 3 6 atomes de carbone, et R' et R? ont la définition donnée ci-dessus; _
60 ii) au moins I’'un des symboles R?, R* et R® représente C,H; quand R représente un atome d’hydrogéne,
et R' et R? ont la définition donnée ci-dessus;
iii) quand deux des symboles R?, R* et R® représente H, le radical R®, R* et R® restant représente CH,,
OCH,, OC,Hs, OCH,CH,0CH; ou OCH,CH,OCH,CH,, et R représente un groupe alcanoyle contenant 1 3 4
atomes de carbone ou carboalcoxy contenant 2 & 6 atomes de carbone, et R? et R? aient la définition don née
65 ci-dessus;

-
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D 074 341 iv) quand Rrepresente H et [err] ou [err] ont la definition
Honnee ci-dessus, [err] et/ou [err] represente (nt) NO2; ou v) quand R
epresente H, [err] ou [err]represengec0f4r341et [err] et Rs representent
err] et/ou H,_ [err] ne:represente, Ly . 1 R2RReRGsbAe (M) NOEN
onpose de ]; L?I"Y'Pﬂl"@.d Rfﬂ:résentg Ll,etE etE tpn?lsa de%ltloL)ionn@@& déssus,R[egﬁ] B R

- ' v} quand R représente H, R* ou R? représehte LB, cBR*@ER UEprésonpu £H, eou Hd?‘mreefés
. RR 2 25  pas OCHj), par Z- CH2 N (fornul esdans £_
esquel | s R, ARIRgackan d'@BsonReséede fsnulennt comme definis ci-dessus et |'{]
bynbal es Z1 et Z2 30 represente SH et |'autre des synboles Z1 et Z2
epresente un groupe 6limnable); B._pour preparer un conpose de for
lans | aquelle R represente H, la r6action d' un conpos6 de formul o: 35

R2 NH2 RiotN H 2 1 "\ IV NH 40 "
“(dans laquelle Rl et R2 ont le ﬁ9j= S ;ﬁﬁ cel ui donne ci-dessus) avec
n conpose de fornule: 45 N

R4: RR HOOC- S- CH2t 15 50N (dans | aquelle R3]l R4 et R5 ont le mene sens .quo
elui indsqué ci-dessus) pour forner un cofipose de fornuls | dans | aquelie
R.represente H;, 55 C. reaction d' un conpose de fornule: R2 60

i > >avec pscemppsé fe formule: VIl 65 : )
R 42 1*1 C111 L11111 1110 11!| -CG~~~~~~~mmm~ M ‘dan aq R o at

0074 34] - ,0 forans taquelle Re Rl et R
nt | e sens indiqué ci-dessus et hﬂreprfse e K5 Na ou Li) avec un conpo
. . . R R

=Y ' n

25 | o z2—cHy

~ (formules dans Iesquellés R, R, R%, R?, R* et R® sont comme définis ci-dessus et I'un des symboles 2 et Z
30 représente SH et autre des symboles Z' et Z° représente un groupe _éllmmable): ) o .
B. pour préparer un composé de formule | dans laquelle R représente H, la réaction d'un composé de

- formule:

35 ' . R

R

| D
’ T ,
50 HOOC—S—CHy—

(dans laquelle R®, R* et R® ont le méme sens que celui indiqué ci-dessus) pour former un cowposé de

formule | dans laquelie R représente H;
55 C. réaction d’un composé de formule:

= 2 | |

60 _ N o
. Al ;>>_3—0H2—M vi

65 R
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- | R4 R3. , 5.
Rl (dans | aquell,e R3, R4 eb B% os& | e sens indique ci-dessu$
3 est un groups hydroxyle esterifi 4. -3‘) pour former un conpose

le |; D.(dadarmbllechn RUét A o 0sgans adids di-86s834 &8 M réftéddnte K, Na ou Li) F9dc AR pésB-ce
formule: o . pour fornmer un

ose de fornule I|; :

., E. ‘pour spr6parer un conpose de fornule 1,.4dans |a quelle |es radi caux
Rl :et/ou R2 repr6sente (nt) COOCH3 ou CEQCZ ), Eeaction d' un conpose6 de .
sformulo: 30 - ONGERP R~~~ : NR
40 (dans laquelle R, R3, R4 et R sont co dMinis ci-dessus et Y vl
. epr 6esent g, - COOH ou un de ses d6rives NTne rb6activite 6quival ente, et
.2 repr6esente - COOH ou un de ses d6riv6s ayant une r6activit6 equival ente,
ou RI'), avec (dandlaGidBORY, R* et R® ont le sens indiqué ci-dessus, et Z* est un groupe hydroxyle estérifié PsactfH-pour
CH3CH20H former un composé de formule I; Xi 50 ou unde | eurs dé6rivées
ayant une peact PVPIEIBfHNAIMEPRéSe fsBUle: f or mer un conpos6 de formule | dans
aguelle 4 Rl etlou R2 repr6sente (nt) CH3COO ou CH3CH2COO, F. pour
peeparer un conpose de fornmule | (daps |aquelle au mr*ns des synbol es R3,

R4 et R5 re-presente.. OCH3, OCZHS,ROCHZCHZO%B =) 2 2CH3) ,
‘eaction d,un conpose6 de formul g 5¥< n 3 57260 ,,
Ri S-H 65 (dansR ﬂﬁ] e Dr—R-cef, ont comme définis

ci -dessus, et Z3, Z4 et Z5 repr6ese oit R3,"R4'et R5, 43

3x | D L ID 11111D11 S 0 074 341 FI{_espectivemant, soit un hal ogene-

comre d, ZI%r, F ou 1, ou un groupe N2, au,noins des synboles Z, Z4 et

pour former un composé de formule i;

. E. pour préparer un composé de formule I, (dans la quelle les radicaux R' et/ou R? représente (n.t :
COOCH; ou COOC,H;), réaction d’un composé de formule: P ,

30 : . . )
: Y2 R4 _ ' '
. ' ' . R R° - . :
B - _ 1 N ' ' l S S R
| - Y \>-s —cH A F - X
. | :
_- / . . 40 (dans laquelle R, R®, R* et R® sont comme définis ci-dessus et Y' représente —COOH ou un de ses dérivés

ayant une réactivité équivalente, et Y? représente —COOH ou un de ses dérivés ayant une réactivité
3 . équivalente, ou R'), avec .

CH,OH X.
45 o
ou’ ' ' . -

'CH4CH,OH o Xi

50 ou un de leurs dérivés ayant une réactivité équivalente, pour former un composé de formule | dans laquelle .
R' et/ou R? représente (nt) CH;COO ou CH,;CH,C00; ' .
F. pour préparer un composé de formule | {dans laquelle au moins des symboles R?, R* et R® raprésente
OCHj3, OC,Hs, OCH,CH,OCH; ou OCH,CH,OCH,CH,), réaction d’un composé de formule: o

56 4
. T 9 Zz ' . ﬁ
R \ . 23 Z5 . o
. ] N l = _ .
60 | R — N\>—s—cv-|2 = (]
_ I '
65 - (dans laquelle R, R' et R? sont comme définis ci-dessus, et 2%, Z* et Z° représentent soi; R3 R* et R%, .

43
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5

;"h""}S':'-.,-'r'e'pr-esentent un hal ogene ou NO2) avec un conpose de fornmule: RO M
.

6 gtoups Ny caymainasles grajtigles 2°, Z* et

ZOrepr&dAEHROCIREMED, oucNONIvee Y awRtéAeNR™YI® oy Li) pour fornmer un
fconpos6 de fornule | dans laquelle |'unsay gpi ns des synbol es R3, R4 etxiRl,
g%f\e_prGSente OCH3, OC2HA, OCH2CH20CH3 ou OCH2CH20CH2CH3; G pour preparer un

5 ; & K oxbki) r
lconpos6 “de (f,a5 AilleRe R® rbtasRmt OHaQE] L16.CRIOCHDIIEH,CHO0HAEs e@\ggpams%e K3 K opl R
5, to r epé&aﬁw&omwmxﬁgf <': ﬁz%ﬂmwﬁs syreholes Rofi o RUTeRIEANR & e
. OCH :

];(R/m'i'LE~~Z chgg,'lpour’gg’.g?:f:: c?)mpzosé2 de f;rmfjle I (dans laquelle au moing I'un des syfnboles R:’,(R‘ et R®,
"15 ~~~~~ 10 -rgprésente OCH,CH,0OCH; ou OCH,CH,OCH,CH3), réaction d'un compd?e de formule:

PA PP "L A5l S

e e P e e e e o e et et et et Pt et Pt et et et et Pt Pt Pt et et et Pt Pt Pt Pt et et et P Pt Pt Pt et et et et Pt Pt Pt Pt et et Pt Pt Pt P P

e~~~ ,1 (dans laquelle R, Rl et R2 sont conme dlfinis ci-dessus, et Z6,
[Z' et Zs representent R3, R4 et B5, respective ougun radical: 25
OCH2CH2Y R z aquel Y est un atons
id' hal ogbfie, 1'un au moins des sypgeledZ6, Z' et||Zs'|representent QCH2CHEY)
avec un conpose de formule: &Y—RY 8§ == CH, 1\ F
XW (dans |laquelle R repr6senteSHE wf CH2CH3, et Mrepresente Na, K ou
ti) pour-former un conpose de formule I (dans laquelle au noins |'un des
synbol es2oR3, -R4 et R5 repr6sente ocH2@20CH3 ou 35 OCH2CH20CH2CH2) ; H.
pour preparer ~un conpose de fornule | (dans laquelle R represente H),
ydrol yse quiha 1SREIRORERIS Ke0doRtibdtimel Qéfinis—ci-dessus;et-2 2L et g® représentent R’ R® et R®,
RR3 : respectivement, ou un radical: 4R 45 t
P S~~~~~~ 2s- CH2- L. N, mery VI 1 50 (dens laquelle Rt xv
R2, R3, R4 et Rs sont tels -que definis 8?-28e’ssus, et Z9 est un groups
Al canoyl e Oy un . ol QURSn atoRRdHARLEHRXh al Gbinsided syeibolesiZ°cZiepZigepréhentmIQRHLGH.Y),
Jans | aquel {ygc fin éonipossdtbenuld: | . reduction d' un conpose do f.ormule: 2 55
4 .

0 | .S

VI 160 A R1_4 ” |S 0w 0 R~~~ 4465 o
‘boal coxV) . pour,f op ner 0SE cHER., [P M Mebraseits NIAKSu L GolRfdrMrer @n ddmposé de
ornmule |; @?2{‘{3‘1}’%@2@ jggbe fg‘%&m .@s Yidel dymbole® FI7E* BIES représente OCH;CH,OCH, ou

H.OCH,CH;); _ ]
* OCH:E pf)ur p:ép::rer un composé de formule | (dans laquelle R représente H), hydrolyse d’un composé de
formule: '

40 : 2 R o .
R R3 Q RS
] N\ | _ XVii
R >—s —CH, =
. N .
lg .
Z .

50 (dans Iaqﬁelle R', R% R3, R‘ et R sont tels que définis ci-dessus, et 2% est un groupe ?lcanoyle ou un groupe
carboalcoxy) pour former un composé de formule |, dans jaquelle R représente H;
I. réduction d'un composé de formule:

: _,-" ' . . ' 4

45

. . ’ . R
55
N _
N | XVill
R! \>—s ~—CHy—~\F
N } :
| . o
R

&5 bour former un composé de formule I;

60

—_—
44
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b
>

“reéduction d un conpose de fornula: [err] [err] _

X Jerr] 10 15 paur former un conpose de fornmula |I; puis, si on le .
psire, on transfornme |l e conpose de fornule 1, ainsi obtenu, en un sel
ier apeut i quenent acceptable. 2. Procgdfzsedgn | a revendication 1, pour |
eparation d'un conpose tel que defini a la revendication 1, ou d'un sel
er apeut i quertbFRAUCHOR AP sPMResgige oENYWSnpose, dans | equel R represente H;
orr] et [err] 20 sont. come definis Ala revendication 1; et [err]
presente [err]  ou [err]. 25 30 40 1 50 55 60

5 2 : Rt
R R R -
? | = XIX
R! \>—s—CH2
70 ’ l
| I 4
R

. 15 pour former un composé de formule I; ) . '
b\ puis, si on le désire, on transforme le composé de formule 1, ainsi obtenu, en un sel thérapeutiquement
acceptable. . ' - . . :
2. Procédé selon la revendication 1, pour la préparation d'un composé tel que défini 2 la revendication -
1, ou d’un sel thérapeutiquement acceptable de ce composé, dans lequel R représente H; R', R, R®et R® -
20 sont comme définis & la revendication 1; et R* représente OCH,;, OC,Hs, OCH,CH,OCH; ou
OCHQCH20CH2CH3. . ’ - . . o N




