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ioxyres darstelle
R3 einen 1-3C-Alkoxyrest,
einer der Reste R2 und R4 einen 1-3C-Alkoxyrest und der andere ein Wasserstoffatom oder einen 1-3C-
Alkylrest und
n die Zahlen 0 oder 1 darstellt,
50 sowie die Salze dieser Verbindungen. _
Als ganz oder liberwiegend durch Fluor substituierte 1-3C-Alkyireste seien beispielsweise der 1,1,2-
Trifluorethylrest, der Perfluorpropyirest, der Perfluorethyirest und insbesondere der 1,1,2,2-Tetrafluorethyirest,
- der Trifluormethylrest, der 2,2,2-Trifluorethylrest und der Difluormethylrest genannt.
Halogenatom im Sinne der Erfindung ist ein Brom-, Chlor- und insbesondere ein Fluoratom.
55 1-3C-Alkylreste sind der Propyl-, iIsopropyl-, Ethyl- und insbesondere der Methylrest.
1-3C-Alkoxyreste enthalten neben dem Sauerstoffatom die vorstehend genannten 1-3C-Alkylreste. Bevorzugt
ist der Methoxyrest.
Ganz oder iiberwiegend durch Fluor substituierte 1-3C-Alkoxyreste enthalten neben dem Sauerstoffatom die
vorstehend aufgefihrten ganz oder iiberwiegend durch Fluor substituierten 1-3C-Alkylreste. Beispielsweise
60 seien der 1,1,2,2-Tetrafluorethoxy-, der Trifluormethoxy-, der 2,2 2-Triﬂuorethoxy— und der Difluormethoxyrest
genannt.
Als gegebenenfalls ganz oder teilweise durch Fluor substltulerte 1-2C-Alkylendioxyreste seien bei-
spielsweise der 1,1-Difluorethylendioxyrest (-O-CF,-CH;-0-}, der 1,1,2,2-Tetrafluorethylendioxyrest (-O-CF,-CF;-
0-), der 1,1,2-Trifluorethylendioxyrest {-O-CF,-CHF-0-) und insbesondere der Difluormethylendioxyrest {-O-CF,-
65  0-) als substituierte, und der Ethylendioxyrest und der Methylendioxyrest als unsubstituierte Reste genannt.
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Verbindungen. -
Bevorzugte Verbindungen der Ausgestaltung e sind soiche der aligemeinen Formel I, worin R1 und RY1’

50 gemeinsam und unter EinschluB des Sauerstoffatoms, an das R1 gebunden ist, einen Chiortrifluorethylendio-

- xyrest darstellen, R3 Methoxy, einer der Reste R2 und R4 Methoxy und der andere ein Wasserstoffatom oder
Methyl und n die Zahlen 0 oder 1 darstellt, und die Salze dieser Verbindungen.
- © Als erfindungsgeméafe Verbindungen seien beispielsweise genannt:
i 2-[{4,5-Dimethoxy-3-methyl-2-pyridyl)methylsulfinyl]-5-trifiuormethoxy-1H-benzimidazol,

55 2-[(4.5-Dimethoxy-3-methyl-2-pyridyl)methylthio]-5-trifluormethoxy-1H- benzimidazol,
2-[(4,5-Dimethoxy-3-methyl-2-pyridyl)methylsulfinyl]-5-(1,1,2,2-tetrafluorethoxy)1H-benzimidazol,
2-[(4.5-Dimethoxy-3-methyl-2-pyridyl)methylithio]-5-(1,1,2,2-tetrafluorethoxy)1H-benzimidazol,

: - 2-[(4,5-Dimethoxy-3-methyl-2-pyridyl)methyisulfinyl]-6-(2,2,2-trifluorethoxy) 1H-benzimidazol,
2-[(4,5-Dimethoxy-3-methyl-2-pyridyl)methylthio]-5-(2,2,2-trifiuorethoxy}1 H-benzimidazol,

60 5-Difluormethoxy-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methyisulfinyl]-1H-benzimidazol,

: 5-Difluormethoxy-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methyithio]-1H-benzimidazol,
5-Chlordifluormethoxy-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methylsulfinyl]- 1H-benzimidazol,
5-Chlordifluormethoxy-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methylthio]-1H-benzimidazol,
5,6-Bis(difluormethoxy)-2-[{4.5-dimethoxy-3-methyl-2-pyridyl)methylsulfinyl]- 1H-benzimidazol,

65 5,6-Bis(difluormethoxy)-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methyithio]-1H-benzimidazol

3



conpri ses conpounds of the general fornula | wherein R and RI' together,
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6,6,7-Trifluor-6,7-dihydro-2-[(4,5-dimethoxy-2-pyridyl)methylsulfinyl]-1H-[1,4]-dioxino[2,3-f]benzimidazol,
2-[(4,5-Diethoxy-2-pyridyl)methylthio]-6,6,7-trifluor-6,7-dihydro-1H-[1 [4]-dioxino[2,3-f]benzimidazol,
2-[(4.5-Diethoxy-2-pyridyl)methylsulfinyl]-6,6,7-trifluor-6,7-dihydro- 1H-[1,4]-dioxino[2,3-f]benzimidazol,
2-[(4,5-Diethoxy-3-methyl-2-pyridyl)methyithio}-6,6,7-trifluor-6,7-dihydro-1H-[1,4]-dioxino[2,3-f]benzimidazol,
60 2-[(4,5-Diethoxy-3-methyl-2- pyrudyl)methylsulfmy]] -6,8,7-trifluor-6,7-dihydro-1H-[1,4]-dioxino[2,3-f}ben- -
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6,6-Difluor-6,7-dihydro-2-{(4,5-dimethoxy-3-methyl-2-pyridyl)methylthio] -1H-[1,4]-dioxino[2,3-f]benzimidazol,
65 6,6-Difluor-6,7-dihydro-2-[(4,5-dimethoxy-3-methyl-2-pyridyl)methylsulfinyl]- 1H-[1,4]-dioxino[2,3-f]ben-
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(a2 T REPE) IR 0 SRR e ki sz

5- dig Luce,gmreitluoxe;7-dinjdré-2 Giadidimétheis2-pyridyl)methyithio]-1H-[1,4]-dioxino[2,3- -flbenzimidazol,
pyri dyl )&&T-Triftubhé, Z}Bihﬂ.dfbﬁéﬁmdlmdm2@,yndifl)oiethslsuiﬂnyllf-1|Hc[(!) nbdloxlno[2 3-flbenzimidazol,
met hoxy- 22L( Q'GBWEN ?TEY’H’M m—wegwp iH

etQV ?zt if ;;L‘% q"HI"OBé[f igigazs.c
5-chl or ? mgw I? -6, g g@grg{ dlhsy;iro 1.4]-dioxino[2,3-f :gz;rr:dazo’l
m 1H-[1,4]}-d imidazol,
2y | 0 :&"E E °E e AR Bﬁdﬁi Tty 3@.'335,,0[2]3?}'&'3 e

met hoX i -d| nmet hoxy 2 pyr| dyt)rret hyLsuLfl nyL benzi m dazole,

5,6-bis Q@DﬁlhuﬁrMMdmx 34 -Bintethbxp 2-gyridyl)methylithio]-1H-[1,4]- duoxmo[z 3-f]benzimidazol,

met hoxy BZGE%W%FL ‘13 ? ﬁﬂtﬂ&ﬂm‘i‘ Bevridviimethyieulfinyl]- 3t 4]-dioxino[2,3-flbenzimidazol,
ro-

et e B R 1 ool o

met hOXy e?eﬂ ’ﬁexﬁﬂddrmetm»ew £ﬁ3w Hinfé}HoXy- mrmy%hhmmi.lrh [106) [ Wdxiwb P BZMeRzimidazol,
2- E( 3, 4-68 heTdakyorS; 7nditiyidyd-2- {3, pyimethpky-2-pyridyl)methylsulfinyl]-1H-[1,4]-dioxino[2,3-f]benzimidazol,

net hyLs A.8.1.hjatefigers 7 ditvdea-Hid4-Himethoty-b-methyt- Z'rmdldzibmethvlthlo}-"ﬂ :[1.4]-dioxino[2,3-f]ben-

g tri f " jt?&?;ﬁﬁ Qﬁ%yor% 7?@@%022 ﬁ.']ip leeﬂ-él ) ge mﬁF‘%F ngs%) methyisulfinyl]-1H-[1,4]-dioxino[2,3-

mefhoxy-eeHisis! laud?ﬁmdin)dm{(W&ﬁiéh’fok\Fy lngth5l'i ﬂmnhyl?m&hyl&ﬂﬁﬁyﬁ 1H-[1,4]-dioxino[2,3-
~LUQT oélbhmimyiazett benzi m  dazol e, C(3,4-di nethoxy- 5
hy L6 thtp';ﬁ;? 7Cp§4f_|)qr@t7mh_ypm -Dii3. 5 dimpthpxypS-methyl 3- pifridylbmethylthio]- 1H-[1.4]- -dioxino{2,3-

oy
%??éiiﬂf;ﬁz %?52; ﬁlu aZBq Pﬁ?&ﬁpre{r%ot{jopg}éylﬁ meth Is%ﬂ_yﬁ 1 4] ds |no[813 -flben-

2-1(3, 4- ﬂcmtmﬁlfl&?mtd%r& /4-tichéthoxy-2- pyndyl)methylthlo] -1H-[1 4] dloxmo[z 3- f]benzlmldazol,
met4gyt t He- W—EH’T(GB‘)OQV Q—Htethyf 1mmwmém»uyn }- 5HH{1hﬁ}-ldeMD[d&2fIbbazlmlﬂ!&ol
5- di f Lud-iifPimsshpxp3-me opolp[ §yflbpozimidedely| sulf i

nyl 3- 1H-3 etho i Y f?benz:mldaz
E)(/|3,34- digl ﬁmgﬁi oﬁ% }ﬁ{% J}ieﬂ,ﬂﬁ?dam' i ni dazolLe,

i5- cgslor ]8R] q&ijox fo[4,5-f]benzimidazol,
met hyL- % Dd‘;et ml-)ﬁ htpﬂwl:ﬂ_byrid lﬂ%ml of b 11ra1<¢laamb[sl,5 [;]?e;;l:ltﬁldazgl '
Byrig o enzimidazo
»SC#."B?S E&? g pwg mﬁytw r et "‘E': i,
oX M oxino enzimidazo
matébox )6'720| 1“@221 y -foy-rz hzl xmo[23f)benzlmldazol
SEUIéf Znét%g'hm&%g;g ﬁ&xﬂ in It'tlﬂﬂmi%; qgch ng[@Zf f]bengmldazl_ol
21py X { |
5 Lu'c%w'e 3[&46 qmth%(xg&pznf\ﬂ)s'ettwtsv'ﬁwlﬁ[g‘xlwf Sionnalz Jj‘é‘em.;fé'aﬂ. aeome
dI f UQ?/(L)BrTeE OX OX r!e -ep] ?éﬁo%dggl_il;tbtﬁpg bu%sg ??I;en% B?znmldazol mit der 6-Substitution

pyr| dyL) met hth h| o] 1H ben2| m- dazoLe 2- C(3 4- di met hoxy-
2-pyridyL) met hyLsuLfinyL3-5-trif Luororret%oxy | H benz-



25 imdazol e, 2-E(3,4-di net hoxy-2-pyridyL)nethyLthio3-5-tri-

f Luor onet hoxy- 1H benzi m dazol e, 2- hoxy- 2-

pyridyt) met hyLsulLfinyL3-5-(1, 1, 2, ﬁ@!&aﬁﬁi oet hoxy) - | H *henzi m dazolLe,

2EC(34d|rrethoxy2pyr|derethlth|03- _ )

5-(1, tpegtusgh tEe;sp@plp_qggrlq_’,@p}m Hlubgqu n d Q1 eipsamyynd unter EinschluB des

di rret sn% uczn ﬁ\{l?l’f ¥rgst darstellen, die 6-Position im
f Bﬁ%m' i{q ;?Itlg’:l %‘?ﬁ I?

et hOX a'eh er Yred - RY rHeistéiung - der Dlalkoxypyndme der

metghy bi hﬁﬁeﬁﬁ{r&e I, dofik RT, lFuOIRQG-'( Glel)d ihiebﬁﬁibﬁgedﬁkﬁéreBedeutungen haben, und ihrer -

5- di f bales. oret hoxy- 2- E( 3, 4- di met hoxy -pyridyt)met hyL-

sul fi nyla VP#ﬂmnitldﬁﬂlﬂﬂkﬂﬂ'_‘@‘“zﬂc - .
RN AY st it AR T |
chjgor odi f Luor omet hoxy- 2- C( 3, 4¢ di met hoxy- 2- pyri dyL) nmet#py| - :

sul finytJ-1H benzim d ‘e, SkchlorodifLuoromet hoxy-2;

E( 3, 4- di met hoxy- 2- piNg# Ethy Lt hi 03- 1H benzi niré '

5 6- bi s(di f Luor onet hp t('é}ﬂ‘rrﬂ‘ﬁ!t hoxy- 2- pyri dyL) -
hyI suLfinyL3-1H b pdaa0l e, 5, 6-bi s(dt-icH .
Y- pyridyL) met hyLt hi 03-1H benz=yi“m dazol e,

5 di f1 uor omet hoxy- 6- net hoxgl 2- C('3, 4-di net hoxy 5 (?ngyrl dyL) net hyLsuI fi

f) 2- C( 3, 4- di A0 oxy

nyL3- 1H benzi ni dazoLe, 3*# fluoro- = -
met ho?98f6 met hoxy- 2- E( 3, 4- di_nmet hoxy- 2- e hth hi 03- -~
1% en A Rengipcazele dor o ‘Eﬂ‘?‘ﬁ?(ff’ﬁ“%q’é%h%gpg tﬁ%¥ﬂ% 62 pyrid- - o
yL) met hyLsuLfinyL3-5Ht1, 33; di oxol ol 4, 5-f1 ben2| m dagole, 7o
2-di f Luor o- 6-g 2 rret hbxy 2- pyrl dyL) met hyLt hi of- 5H 10 ' L

El 33 di oxoLoE4,
netb'hyL-4, 5-di net ho
OXOLOE4, 5- f ~benzi ) 2- d| f Luoro es{c@
di met hoxy- 2- pgs+adyL) e hyLsuLfl nyt L- 5H E1, 33- di oxo
6- C( 4, 5- di et hoxy- 3-net hyl - 2-pyri.dyL)- 15 . .

meschyl t'hi 03- 2, 2- d| f Luor‘dY!SH- El, , 33- di oxoL0C4, 5-f zbéhy~ i mi dazol e,
6- E( 4 08erdi et hoxy - met hy r| d t fret E&

sul fi ny® - PE"“Z'eBF‘F’El?SFS’ P1e-m §°’ dTh e'genf%{ﬁ%%ﬂ\'al’ﬁ" a- zote,
6,6, 7-trifLuoro-§,.7-di dr02t(45d|rrethoxy 3-
megshyL- 2--pyridyL) s &H- El, 43- di oxi noE2 3 f

met hoxy- 3- met hyt - 2- by i dy rret hyLsuLfl 3-
di oxi noC2, 3-f ~Ren i Ny 667tr|¥h5¥g ' : :
2- J( 4, 5-di met hoxy- 2- pyrldyL) met hyLt hi 03-1 H E1, 43- di o no- N
t 2, 3-f ~benzi mi dazoLe, 6,@&gy-trifLuoro-6, 7-di hyervﬁ) 25 S -
E(4 5- di met hoxy- 2- pyri dyL) met hyLsut fi nyL3- 11 H E1, 43-di 0 /

| NOE2 ugisetztyed gpasbaoentale anspbiiefanclisipact A by oder gharhaltgnen.2- Benzimidazolyl-2- F’V"d‘/'"‘e‘hv'
rre}?ytst"ﬁi’?)%e'ﬁ"@mf'“ﬂ’f?’f“ﬁb‘FB 6, 7- di hydr o- 1H E1, 43-i oxi no- %,,_g;
[ 2,°3-f ~benzi mi dazote, 2- E(4 5-di et hoxy- 2- pyri dyL) thyL-. ‘ I
suLflnyL3667tr fLuo 3- W

24, 5- f~benzim dazol e, .

Qen2| m dazoLe

1H—1 43- di oxi noE2 3-f ben2| i dazd!blﬂﬁ 6- dlfLuoro 6,7- 35
di hydro 2- E(4, 5- d| met hoxy- 2- pyri dyL) met hyLt hi 03- 1H E1, 43-
di &i m{d@nsmﬂlosernrzﬂprﬁaaez!heéuhfs 6-di f Luor o- 6, 7- di hydr o- 2-

R R

E(4, 5- dlnethoxy 3- nethyL 2-pyridyl)methyLthi o3-1H E1, 43-
di 6xi noE2, 3-f ~benzi m dazoLe, 6, 6-difLuoro-6, 7- dlhydro 2- -
E(4, 5- dlnethoxy 3-net hyL- 2- pyrldyl)nethyLsqulnyI 11H E1, 43-di oxi
noC2, 3-f 3benzi m dazoLe, 6,6,7,7-tetraf Luoro- 5 - h
6, 7- dlhydro 2- E( 4, 5-di met hoxy- 2- pyri dyL) met hyLt hi 03- 1H
r 1s83- di oxi noE2, 3-f ~benzi m dazole, 6,6,7,7-tetrafl uoro-
6, 7- di hydr o- 2- E( 4, 5- di met hoxy- 2- pyri dyL) net hyLsuLfi nyL1-
' 6



1H E1, 43-di oxi noE2, 3-f 3benzi m dazole, 6,6,7,7-tetrafl uoro-
6, 7- d| hydro- 2- E( 4, 5- di met hoxy- 3- net -2 yL) met hyL- 10 thio3-1HE1l
, 43-di oxi noC2, 3-f ~benzi m dazolLe, E*&’és%'%ﬂ
tetraf Luor o- 6, 7- di hydr o- 2- E( 4, 5- d| msthoxy 3- met hyL- 2-
pyridyL) nmet hyLsuLfinyL]-1H El, 43-di oxi noE2, 3-f zbenzi'm qa- zol e,
6-chLoro-6, 7, 7- trllf,Luoro-G 7-d§ hydr o- 2- E( 4, 5-di -
nmet hoxy- 3- met hyL- 2-D /- ’ «}tﬂ;m nyL3-1 H E1 gs- .
di ox5noE2 3-f~benzim 6 ;- 7, 7-tri f.I'f
et hyl - 2- pyri dy.
th| 03 1H El 43 dhp.x;' no[ N3-f ~benzi m dazolLe, 6-c
6,7, 7-trifLuoro-6, 7-di hydr o- 2- n{ 4, 5- di net hoxy- 2- pyrldyE)
nmet tstuLfl nytL-1H1t1, 43-dpoxi noE2, 3- f 3benzi m dazolLe, 69,20
chLor o-&ef, 7-tri f Luoro-6, 7-di hydro- 2- E( 4, 5- di met hoxy- 2-
pyri dyt) epsdiytdeivate deraltgbméiBerdF el xd @it 2-Ficoliedervatendiiz oL e,
2 2 di f Luor o- 6- E( 3, 4- di met hoxy- 2- pyri dyL) met hyLsuLf i nyds3-
I;% 33-di oxoLoE#415-f1 bepzi midazole, 2, 2-difl uoro-6- .
t(3 di et hoxy- 2- pyNA IttﬂoS 5H-t 1, 33- digX 0 5 a4
E4, 5-f ~benzi m dazot e, fLu 8- E( 3, 4-di net ho (
' At 1, 33- di oxok«Qkd, i m dazolLe,
2% R4di f Luor o- 6- RBA4- d| thoxy 5- met hyL- 2-
pyr PAyL) met hyLsuLfi nyL3- 5H E1, 33- di oxoLoE4, 5- f 3benzi ni §a- zol e,
g 3, 4- di et hoxy- 5- net hyLi’QUpyrl dyL) net hyLt hi 03- 30 ({X1I).

di f Miﬁu%egébe’ﬁ&ifﬂls%&h%eﬁi thidlResakk ObeHERA) Lnﬁ‘obeﬁ

C( 3, 4- di &1 H@uhdZ gedihnete Rogaydgsgeliphgraitsigiles,ulf | nyL3 2-
di f Zior o Mgk ¢l ABginthtalietodtidN&odeB KEstetitni dazole

f Luor o- 7M7 f@f%& Q}n\gleq slngp Meﬁggtﬂrakytegt Hed m,,_mz Fb’lyﬁsdyt)und n die oben angegebenen
met hyLt n fi O u en3 - als solche oder
trif Luo§éae§en A éf&&if Dmet AERE) TABELNF iiuhor™ - i ol soene oder

pyrizdyL) owt hyrlsﬁutlafgkuayfhrheriuy to], 81;qiifwémat der effialhigggenmatien Saiden, die Oxidation der
6 6, 7- tVarb-ndmmwllindid-hydufﬂv@di Gdeundienmmmwuzgsgema&en Sulfoxide.

yridy |_ ﬂbﬁpmgr!pp 1Y. £32 CPZUX glf'ezgngt “‘bé’ﬁi’ de aufgrund seines Fachwissens
6 6, 7-t q Pl s%rug'c ié zusarr;m?bmit der Sulfmyi{
g S B S i S o
C( 3, 4- dgrepgeny ZDbzpyzZ'1 sdith beRpiblykéisd Halogandionte, Uﬂ’sbédotidﬁ’ree ora%medd:dtydllireh Uétedtérung
, 43- di ofei mOﬁﬁZp 39rhelbenqzsame¢ia_lp_tulee¢ H2d vigrdppeh genannt Das Aquivalent eines Metallatoms M’ ist
d| et hOX tally (L, qde[ rejnf gksgmﬁta’latom (z. B. Mg), das durch ein

tonp t ndein anderes, gegebenenfalls subs-
g: Mr Otltt??tes N‘I)I L?zf von. Eﬁ 2? gr%&e nn }Iﬁ ag%ébﬁsyt |og$%kt c:nen metaliorganischer Verbindun-
, 7-di y@FeOU Eﬂng%n I le N Oeridl -uf D QRR beksHnted [Weise2in geeigneten, vorzugsweise polaren

E(3,, 4- dpretisebeny oder raptdtigtheR -Lssumi tj)lan(WhyMsthbriql r@NG., Dmellﬂlsulfomd Aceton, Dime-
trii f L uo!hm'f%m?m'dl dr‘\eetgw'!)lunxps FQS&P ip wird beispielsweise in

SRt e EE%Q S SRR e e
yL) me nngF d ProtoAe kzeptor durchgefiihrt werden,

def LUOF@O&; Z C(adsgbngd vgllbt ongen 2- Qgg‘ebéhéh fal® zingkhst die Saureadditionssalze in

suLfin Moddd:sEtb;néBdexbgeuerﬁit M@bdmmem Gazf@ﬂéétlonsteapemtur 18\;02msc:e200; um:j 152 c

o, i pera en 20° un °C und ohne

];Tlé,l['l ﬁ? Et IGQ? dY" rbe@? ?3 W?P—t?fé'tlg T F’gﬁ@n Hg z'tur der verwendeten Losungs-
y m v r d ‘% |enl nd24 Stunde

di f Luor OB Q{.ﬂ jo é )S)‘ shBéKaNte V\B)éﬁ'jfolgt kommen &hnliche Reak-
yL) met hiy nlgn eEE derdfinsd 1zmgwaﬂn&-ﬁu kurlpaweddihglazole,

65.‘7 7 De{ Reaktionoyom- \8 it dllhfydir l@-erzﬂtQin nolmemagqggbgnelﬂfallsZ\@asserhaltlgen Losungsmitteln in
i dyL§egep % §a$pfp |§3ur432 B cﬁgfzm u§_bpgg)ﬂgqqg ib&i a%[zgt@temperatur des verwendeten
6.5, 7, N if afrsic ﬂ .?u
I 1 b pedi d
e AR, e U LG (o SR pesrggr s s
6 6.60, TMikolajcak| OBFahic Prepattitibyyd A Erob(d?lre% ;)] nqung/m (1982) oder E. Block in S. Patai, The
5- et hyChemigiry rq»f%?wmlt Glylmstl |SgaalemirE15 Bar (i Sx P30 (H8.3JdhE-Widy arigdePonis riintkascisnee

6,6, 7 7E qtlaqa)i_ Als -px alle fir die Oxldatuon von Sulfiden zu Sulfoxiden iib-
. e lo sondere Peroxysauren, wie 2. B.
g: g;;zgg % Gaﬂ% or 0 m&ng? eF Luor > eroxymalemsaure oder bevorzugt
2 -
6, 7- di hydr o- 2- dlnethoxy 5 nethyL 2- pyrldyL) met hyL- -

suLfinyL3-1H 1I 43-di oxi noE2, 3-f 3benzi m dazolLe, 6-chLoro- 30
6,7, 7-trifLuoro-6, 7-di hydro- 2- E( 3, 4- di net hoxy- 5- net hyL- 2-
py-ri dyL) - net hyt t hi 03- 1H E1, 43-di oxi noE2, 3-f 3benzi m dazolLe,
6-chLoro-6, 7, 7-trif Luor o- 6, 7-di hydr o- 2- C( 3, 4- di met hoxy- 2-
pyri dyL) net hyLsuLfl nyL3- 1H 1, 43-di oxi noE2, 3-fl benzi m da-

—— . —_— e .



zol e, 6-chLoro-6,7,7-trifLuoro-6, 7-di hydro-2-E(3,4-di- 35

met hoxy- 2- pyridyt) met hytt hi 03- 1H 43 di 9xi NoE2, 3-f 3- benzi m dazote,
6- E( 4, 5- di met hoxy- 3- net hyL- 2- pyri 9§3&%p

met hy Lth| 03 5H- 11 33 di oxoLoE4, 5-f ~benzi m dazolLe, 6-

E( 4, 5 Egt i qxa q_ mltag qu_g{ggqqongm_ug?ls Hhil Verdunnungsgrad) zwischen

E1, 33D |e | g ; s 'Péf mglegqch zw:szhen 5dO° un: +20°C.
ngsmi tischen loriert

pyrl dK&')l s& Toﬂhﬁ eﬁ%ﬁlz %gl?é‘n Estern, v?neerEsilg:::reeen

6- E( 4th5lesieﬁmiehmwsﬂn¢lgdbrdiylb$téiebwIIrS!HHrh I’H Bi'o Zu itz von Wasser oder ohne Wasser
d| xoLd}Ed‘%fUhnbenm ni dazolLe,. 6-E(3, 4-di met hoxy- 2- pyri dyL)- 5

En A S%H&E l§ Rt 6)9 Igt %::ngtmgwgqtqn I@%_mp@tteb,a wie snle auch fiir dle Reaktnon von

3. 4T M Ta&ﬂgz.,s e e oo Akt
1l

oxol 01'01415 QQZA kl@?w%ge?a:le Sned:tsemp:;a"t‘:rt adeas

pyr i dgab:)«mabiay |L6§’|ih§k3'nﬁéﬂt ﬁ/o tCBGin efse fwéhd M LML uRd Z CI (Chlor) darstelit und
quummnw 5“ ergetuhz-vp il i IS t;mmybsublf \Ionyh&o Bb° Cllbbvorzugt.

Fa L g& ep_)gn inypolsigh bekap n:eraNense umgesetzt, wie sie dem
| e

d'rﬁet h§ jrﬂﬁ%}l H tﬂg % @19 EB g hrer Salze eingesetzt werden

| nOCZkoEn ﬁﬂﬁ'ﬁm ft vo ,Jd:f é %ung ge aBen Verb ndungen

3- rretinyiohﬁapweddydlgsmhhwesw Fforrﬂy#é’vslké oMe I oXi not 1BeRZi m dazoPe,

6 7- d| gl;rmerzerﬁ lgma:: ﬁp ﬁgﬁzh@( Asfieenivet freidrbVerbindungen in einem geeigneten Lésungsmittel,
‘E&ssﬁstﬂ i iR 'EYZGNSNPFW Chipteformzejhem niedermolekularen
2@ Cﬁhﬁ &eg. sﬂﬂmng | ther) Keton (Aceton) oder Wasser, das
et hy - 651% = ": t o n elﬁegféfﬁi % zw Base - gegebenenfalis in der
6, 7- di b»,edsazezuE(din%mmmh&w meanéd il
Cl 4M°mnnot2 3-f3benzi m dazolLe, 6, 7-di hydro- 2- .
5Ehp lfifgge @3 kgn ,qua%?? p§a\gf$« t||%n ]_zHchltmngem Natrnumhydrogencarbonat
|
uf

‘\)eﬁiampfen des Losungsmlttels

d| oxXi
t aut Q%%Eﬁa%@igérfbh t\lveWr "'ss 'h E'"E gfm A A trdasensiths
i dent i Dhlerﬁnﬁurﬂﬁgerﬁsﬁlﬂbﬁlfdxfdukh@Bptlscl‘\SIQﬁé erB@

a%l Fﬁnan tiomgesnalsrauclyihte Mischingen und Reéenate DieErgatonaren RhtenuhlacsicH Bekbrintd? WVsiad,

globriwiedemem it die he

M'bgeﬂl 'D:J ndufl Hﬁ%hb&owgﬁlgn Ri

3?2?69?% q“t'i&’ﬁ%&@ % enunmeem rechetiier diasterdpisoferso Yeibindungen) depariert -
4% }

e | HeHRBke i brded dirafie 555, 39er5'r

PGP o, ez oo b o

. dﬂ&l Kk oBig pyfl‘ndﬁhgﬁgﬁninﬁn Wil'BmngigGrli w rdéiOlSéWJzagt |duNJh @ﬁrﬁéﬁu ngivon Rl‘mt m B-?d ge'agbenaélfalﬁnd

n ha\ﬁesqhh@eamec!mm dmstm Iggis Vidyrttegisiertsal ts. The process is .
char ¢ pie ‘j ztgdi ta"s mea asmdds@mlzqkmrm@ﬁaosé 132 613h @dgesie kirined oaau
ekannte tggyé ﬁk{v@gdqnpgn Il erhéalt pon bequlelswelse durch Umsetzen

| a

:Qlaa %rvgn Wr%ﬁmtd &eﬁ‘ ~~~~~~~~ a'(ﬁ von A&ahhy/dgox'den oier na_&lkN ? Fﬁhyldlthlocar

ten

(1'l1) bie OVerlii)nddngé’tZ iviTikdeea Lﬁﬁh der tiefofRA@InARedk@sidsdhamb A & ﬁg@@éﬁ@ﬁ eéﬁgé%énrén :

ner cdjerstqlivegsmethode synfRietisiert werden: HR3 Rl - HN HS- CH2 R(

IV}, or c) o-phenyLenedi amnes of the general formula VI are react ed Wlth-"" ;

fggmc acid derivatives VII' R3 R
R3~~Reaktiorissclisaia A: 'OttN.H2 H OOC. -S-CH2 (R t R-0

50

o HNQ;
. }-—NO;
55 .
(A1) (A2)
60
65

L



(M) 1VI1), 10 and, if appropriate, the 2-benzinidazoLyL 2-pyridyl met hyl

sul fides of the general formula VI:L I obt ai ned according to a), b) or ¢) R3
R * / SSCH2 2'NR1-0 (Vlﬁ'w 66 &84 BLn oxi di zed and/or converted
into the salts, - 13 - or in that d) benzi m dazol es of the general
formula | X are reacted wth pyridine derivativex X H '

RBR1-R R1’ R4 >S-CH2-M 24+ (1%

{Xi). 5 or e) sb derlv, hicde of the gupk ornul a X4nogl € reacted
W t h g2- pi col i ne deri }-)(Hi —t—i—-—iﬁ’-— |}-NHC°RB N—0 RI19Xt 1
ol | cR4 (N yV-CH2 (XI)

gXII), and, |fﬁa-m:)ropr ate, the products aR¥e0t hen ¥onverted into 10 the

salts, Y, Z, Z and Zo' representing suitable |eaving groups, M

reprgsenting an al kalA?) et al  at om (Li, Na or K), M) representing the

equi val ent” of a netal atomand Rl, Rl', R2, R3, R4 and n having the

abovement i oned®1e hgs. The corrpounds I -XI R1 7asenpl oyed in the above-
A | i +anf omin of their

| Lyb Tes Yactor di ng

as—eiaatH;or nya:fomthr opri a

salts. Pr eparati oy §dsgp,a), by amr ) Lead

to tihe inventiop Y e oxidation of the SOmPOURE L1 and processes d)
and e) give fe 20 ul f oxi des according to R fRe |nvent|on The expert is
famliar, on the basi S of his expert know edge, h what Leavi ng groups Y,

Z‘.\ZJ and z" are sif'able. A suitable Leavi ng group Y is, for exanple,
¢ whi ch forms a reactrve sulfrnrc acrd 25 er|vat|ve together with t

gro
~s«u-|~f | 't AF ?ftﬁre na ies Org.
SUQB'y 2% % 2 Eﬁg BBy B . Oneﬁ:}f? O%Ho?sx. g agjai g;% ﬁtm‘é‘ﬂ?ﬁ

capt 0 guRAYIREOD- auck Sgéhhécﬁ entBidheaRd suit- I'eaving groups.
Z, 225 or [BE Vatbindhageadg¥nDaumhXi k&merpaeukpnﬂsﬂrﬁe nlsldnm\!aebmuuom N dw filnydin Pegtimann

gr oups. ae'taﬂmat\é/d'sshfb %’t\eﬁfﬂﬂt cation (for exanpl e vm -toLuenesuI fonl c

aci d) . ugd wafdeab e} Fw epﬂ.\st anrbl #Dpr :’H 4nd
at om (Lté‘ﬁi Z‘é’: Jrh o, Bic §é’r‘r‘i&v N, Faiik Rickn emv‘&ﬁa"b-
IS sgbsy e Mit.Q harI' ogen atom ?‘f exanp |gnar reagent ), or

any ot herorepérbmamglenylnsmhsy‘nr- iaﬂaetdsmtumhorammmumarsblﬁedenQWexsemergeaeltt weeides:
t he abovenenti oned netals in r_v\j)l acenent reactions of organomet aI L| C

corrpound“’ﬁr neaRlimypRZmd R ?(I"TAHRP’T\""HR% £ ar Wessarsioff I
o et G e A A,

sol . Venh IGH ulfo:duﬁQ@-bQiBﬁM 2. B(fﬂnﬁ'gf%i'gelﬁ W dsSetét erﬁ&ﬁ Nif}@rung in 4-
Position (z B. mit Nitriersdure), Austausch der Nitrogruppe gegen die 1-3C-Alkoxygruppe (z. B. durch
Umsetzung mit Alkali-alkoxid), reduktive Debenzylierung und gleichzeitige N- Deoxygemerung {z. B. mit

. Wasserstoff an Palladium/Kohle in saurem Medium), Einfiihrung der Hydroxymethylgruppe in o-Position zum
gvia Pyridinstickstoff (z. B. durch Umsetzung mit alkalischer Formalinlésung), Umwandlung der 3-Hydroxy- in eine 1-
' 3C-Alkoxygruppe (2. B. durch Alkylierung mit 1-3C-Alkyliodid in basischem Medlum) und Einfiihrung der
Fluchtgruppe Z' (z. B. durch Umsetzung mit Thionylchlorid) hergestellt. In einer bevorzugten Alternative

e werden die Verbindungen ausgehend von bekannten oder auf bekanntem Wege herstellbaren 3-Hydroxy-2-
‘o~ Y alkyl- bzw. 3-Hydroxy-2,5-dialkyl-pyridinen durch Alkylierung der Hydroxygruppe (z. B. mit Kaliumhydroxid und
""'\45 Methyliodid in Dimethylsulfoxid), H-Oxidation (2. B. mit 30-%-igem Wasserstoffperoxid), Nitrierung in 4-

. Position (z. B. mit Salpetersdure), Austausch der Nitrogruppe gegen die 1-3C-Alkoxygruppe (z. B. durch
- Umsetzung mit Alkalialkoxid), Umwandlung in das 2-Acetoxymethylpyridin (z. B. mit heiRem Essigsdurean-
hydrid), Verseifung (z. B. mit verdiinnter Natronlauge) zur Hydroxymethylgruppe und Einfihrung der
_ Fluchtgruppe Z' (2. B. durch Umsetzung mit Thnonylchlond) hergestellt
50
‘2. Verbmdungen 11l mit R3 und R4 = 1-3C-Alkoxy und nz. = Wasserstoffatom.
Diese Verbindungen werden 2. B. ausgehend vom bekannten 5-Hydroxy-2-methylpyridinen durch Alkylierung
der Hydroxygruppe (z. B. mit 1-3C-Alkyliodid und Kaliumhydroxid in Dimethylsulfoxid), N-Oxidation (z. B. mit 30-
%-igem Wasserstoffperoxid), Nitrierung in 4-Position (z. B. mit Nitriersdure), Austausch der Nitrogruppe gegen
55 die 1-3C-Alkoxygruppe (z. B. durch Umsetzung mit Alkali-alkoxid), Umwandlung in das 2-Acetoxymethylpyridin
{(z. B. mit heiBem Essigséureanhydrid), Verseifung (z. B. mit verdiinnter Natronlauge) zur 2-Hydroxymethyl!-
gruppe und Einfiihrung der Fluchtgruppe 2’ (z. B. durch Umsetzung mit Thionylchlorid) hergestelit.

)

® 3. Verbindungen il mit R3 und R4 = 1-3C- Alkoxy und R2 = 1-3C-Alkyl.

- 60 Diese Verbindungen werden z. B. ausgehend von bekannten oder auf bekanntem Weg herstellbaren 2-
Methyl-3-alkyl-4-alkoxypyridinen (siehe 2. B. EP-A-0 080 602) durch N-Oxidation (z. B. mit 30-%-igem
Wasserstoffperoxid), gezielte Acetoxylierung und anschlieRende Verseifung in 5-Postition (z. B. mit Essigséu-
reanhydrid und anschlieBend Natronlauge), Alkylierung der 5-Hydroxygruppe (z. B. mit 1-3C-Alkyliodid und
Natronlauge in Dimethylsulfoxid), N-Oxidation {z. B. mit m-Chiorperoxibenzoeséure), Umwandlung in das 2-

65 Acetoxymethylpyridin (z. B. mit heiRem Essigséureanhydrid), Verseifung (z. B. mit verdiinnter Natronlauge) zur



di met hyLf ormam de or acetonitrile) with the addition of or exclusion of
water. It is carried out, for exgmg fge287 BNe presence of a proton
acceptor Sui tabl e proton 20 acceptors are al kali netal hydroxi des such
gf tsg{, g‘#@&?ﬁ'@ﬁe u@ih@éghr%g Fll%h %cgup%t te% (lebl Cdurg}'rS U%%gt{zﬂusnsgl Mﬁn ronyc Ion F
et hyLdi | sopropyLam ne. Alternati veI y the réac- -ti on can aLso be carried
out wi Weichie Real wmmnmepﬂanperﬂsrenmemrwhemEOsungimﬁmnetc hbei den ¢dee skiatenee

of 5t hév'%'teaw%ﬁg 5 emmdanmdl't'mmmzslmrt esfordaslich| singh; ispdem &
4 :%?'Ef !1

ted ofjfoneds u v?&j%‘?&g%m r"gr!r?f"%;iﬁé’ﬁ% etaj et g%[ewmem in

t enpel Bl al ernmemr bG8 SLA AR RE 49 Rea0%2309C

bel nga@é.eénerrsoedkmr nidltier §HdeRRNRR 13C-ANyPésD Bara@MaiHd MRS uiiébehRIDEERhERSder
bewweérhndi(b@ and 1200C - in-particul ar the boi ling point of the solvent used

- beip @P'er’tr'ser' i Yihy erx M EASA baﬁe'eiswe-feo?uggehe gory dancYerijpdunpercld! ayf &ir den

bet we hﬁbﬂ:gs ?% éuse" ?ﬁlé% eacr{a er, oﬁne éte}n(z)lﬂ hr, ﬁ} gse Idrsln E |£Igr?‘c

35 ti rmneq tich auttlefctirten o h U Gof wie Shitd Biasdy ek o Weldtboler

Capr i @egensthnd dbr ErfiNBIHIE N dbh IBEiSpibien kmwat P&SchH@lzpuhktEzdre sehi f0NZeddeta\lhg, \Sidp fstevit

| s prtf eadduykicar ri ed -15 - out in polLar, optionalLLy water-containi ng

solvents in the presence of a strong acid, for exanple hydrochloric acid,

in particular at the boiling point of the solvent used. The oxidation of =

the spbibhigles VIl is carried out 5 inma manner which is known per se 'undeY;J

condltlons such as those famliar to the expert for the oxidation of :

sul fi ﬂediatSGDmathbxy)d M athyithio5- tmlnomethoxxsl}eberfzmﬁdaeodanpl e J. Dr abowi cz ang D

M M kal aj cz k Or anl c reparatlons and. procedures i nt, é 45- 89 U
U“f’ L

( ]2? 2 Zglemer M}%m rcap&:s triflu Ethay hly §ol %E
&r”fa?r’r' u§ '".F’ar napea%& nﬁp ke ﬁ?ﬂ? ShaTIER R
u I | §abel @isFalle @a?brose NR3srs awr i Mtsalibeﬂftﬁerﬁrrﬂt al'h nrsl@ag&}n Wasser
usual bachgewaschge dnd gatrotinet. ah debbilt 215 @79 Sad.Th. )cuesTntedyeEdehm(vade& g2 faarc.exanpl e

ggohalltes and 15 |n particul ar peroxyacids, such.as,. for exanpl e,
p

oxy4 5 d | f 4 l endimidadd nrtroper- oxybe'nzdi'c :
5: IT., ,o'gfﬂé é[ sérretre erp ﬁéfr&; gg?ﬁh%wb §md9

aci d, oxy /benzo4c. aci d.. The

reacti @s- m@m\wna&tuds@) 2-fla b Oritiyt) oy ]I1h£beb£\-hihhj&g poi nt of the
soLven®- mmedm(thtazp@mhtmvaﬂ(ﬂsmetmwmnd m@fhyltlhe] bidhedrimidagpl efgtﬁat 160MQ) uhthe
sdven®- W#@d“ﬂwy Gﬂruer-'éH%Wem\o%ew'deoethﬂml -13bemimidepp oxi dation is

advant %ﬁor%Ey ‘@gn’%g d““*%*’t‘,:é‘ben* w%rmtidagﬁenzvents for exanple aromatic-or

chlorig ene, tolLuene, dichLoronethane or

chLor 05sfg;u(m|uo%eth5kyp$hﬁrcspmauq}anﬁs.de{obyI acetate or isopropyl acetate, or.
i #0et héifluogumioxgL-nmkrcaptr@methbrydt H-bemzimitded! bxh  of water or wit hout water. \J
The reé@t'fl'tt?ﬂ“*ts'ﬂﬂvﬂfb!/P'thm%‘?F@ﬁS?’@F%ﬁ"HB?‘y' carried 30 out in inert solvents

such a?‘ u e or the reaction of enoLate ions with
al kyLaf'i n{:ﬁ"'ﬁ%&ﬂgsé’ﬁ%"r%?yrmv%%ﬁﬁnéray be mentioned are aromatic sol vents,
sush 23-[RSTMBMoRL2- Ry RREhyIsiiliayl[-SaRlubdtHoRMebatzididazols as a rul e bet V\eenw
00 and '1200C (dependi ng on the nature 35 of the alkali netal atom M and -

the | eav e;r@r gr—*e H(%; %rl“kﬁo'i"rﬂﬁ P\rﬂdfmetw\*éwk’érrrrfbﬂmﬂyw"ﬂyéerﬁ%:dazgu: ]g
pr ef e Y rrd u u f.%r’:[:veltere mu ngt'etie &getbenﬁm enggﬂ%ur n"%e#%uga

03 ml.
Clspc h e Dekah HobkrieRsrhisshGrY b 561 sulfat. und 10 mi 2%.32.-_

Natnumcarbonatlosung eingeriihrt, nach Phasentrennung wird noch _dreimal mit 10 m] Methylenchlond

extrahiert, die verelmgten organischen Phasen werden einmal mit 5 m! einer 5- %-lgen Natrlumthlosulfatlosung

gewaschen, getrocknet, vom Trockenmittel (Magnesiumsulfat) filtriert und eingeengt. Der Riickstand wird mit

Diisopropylether zur Kristallisation gebracht und anschlieBend aus: Methvlenchlond/Dl|sopropylether um-
55  gefélit. Man erhélt 0,27 g (72 % d. Th ) der Tltelverbmdung als’ farblosen Feststoff vom F. 159 61°C (Zers )

Analog erhalt man . ' '
5-Chlordifluormethoxy-2- [(4 5-dimethoxy-2- pyrldyl)methylsulfmyl] -1H-benzimidazol, '
5-Difluormethoxy-2-[(4,5-dimethoxy-2-pyridyl)methylsulfinyl]-1H-benzimidazol [F. 168°C (Zers. )]
60 5,6-Bis(difluormethoxy)-2-[(4,5-dimethoxy-2-pyridyl)methylsulfinyl]- 1H-benzimidazol,
5-Difluormethoxy-6- methoxV-Z -[(4.5-dimethoxy-2-pyridyl)methylsulfinyi]-1H- -benzimidazol und
5-Difluormethoxy-6-fiuor-2,2-[(4,5-dimethoxy-2-pyridyl)methyisulfinyl}-1H-benzimidazol
: durch Oxidation der werteren Sulflde des Beispiels 1 mit m- Chlorperombenzoesaure
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_ 16 - the boiling point of benzene (800C) is preferred. The conmpounds Xl
are reacted with the conpounds Xl I igpgqé52g781 Which is known per se, such
as is famliar to the expert for the reaction of organonetalLic com 5
pounds. Depending on the nature of the starting conpounds, which can
opt i onag by 8bRtetdRy-8/50i ﬁgth Iﬂ'm; I%-Ii E%QJHUB f“or: %ﬁlbte m@&ql dependi ng on

t he reacfion conditions, nvention are
initiall y‘ar_i_lodelbn &einpiel 1eart9heebeatm Artigitsweise ierhélt fren fdorei Usisetzira vonslgli? tas2- M'fhepto 5

sal t§ pERs é’re“‘eb\t) pidazg| qtmééﬁ wdwwm&h's
S e R s s e e

chl ori de or c o1 o orm a ecu ar wel ght aI|phat|c a

{ et hanod. 290 5ic5@&h lnaaih lfi j1j2 retRdxETH bengimidakgdne (acet one)
or vmter whi ch cont ai ns t he desi red acid or base, or to which the desired

acid o py \?@‘ede-' inj ‘?:l' E.gg traﬁﬁorgﬁﬁt‘ \@e'%bq ga'r‘%'gl"sla 87682 ﬁvE'PI'“P h°xV 2-
am)unt rox 8 611 Ienchlond eu 0 1 mg;t Q?Q‘rg Fﬁé Ird% tgﬁ
repreci mafhyl IoQB N&hemlci? bQWMQJne Mm&wm&@&dnﬁ)'ﬁo nin ﬁ! filgh Qind der
sal trg ORfcRstaRausMethPertaRHEDIiSPropilethei RistdliisRea. MARTeRaRAS64DY (82 | o 2. Ti'Z)&'ler’ﬂel@é’r

aci di f i adung im Fofro fargsseniSlissalleverh FA§UietS@C (€ed)-um bi carbonate or with dilute

hydro- 2 chl.oric acid, and th_e e can in turn he co_nvrt-ed into the salts.
In_thi s> M me 3R beogimydazal o1 ogi cal | y '

%ept 28'92-mékdpto- G?zﬁz ﬁﬁﬂ&ﬁ&%@;{ Lﬂﬂ be&maamre%g@,l ng%aiah&{ uRFES R PPN &ronlauge
sal {'s. gemat, il 6,906 208 BorMeBALE- diGe PrdiniudveBIvkit OérseditRndEd Stardeh Gérihry, NAGK Zugebe
~GBEPOUNGS.30 ih@assar exttahien rhanedreimal entnelsamwdmmmcmlmd. Indisahn divt Methinlenchioddghate
t e| r mwﬂ rn@'sS mﬁa 1raNeregteage. trppioetdig vereiniatansorgays ogw & Mapresiymgyifen apd

E d{,‘mn TR e ale by o Bar atet SR B I EP b dons
cor spon

reol sonmeric cornpounds). 35 However, the enanti oners
- can aLss)zlmsw.aaas ;kwdamsmynsmam E(z&mrthmt&xymfb@mmaha by reaction of

optlcaLL a ure c ere
- with co ;? Cilg g%g {I&ﬂﬂl alb ﬁﬁé}rﬁhﬂﬁﬁ wurd négkﬁ%\r Jnrr:l;rz%rozer::;ae:
Tet Plhe £tﬂmn$ﬁbémom SRR AR bn?dﬂgéth:@ftl NER 215D var &
pr ef er afl .’yoltﬁ'yé’rtNh&BJrriﬁ$u ;tldsﬁmtntdlm Trbckbhe elndebndt,) der Bittistand in Sapsed pufg@iommen und
subseq uentthhctatffqn uiofH 7 bestaliy| Mandfitrigt vom Buggefatiengn Faststofd.drocknen urd kristaflisiert aus
gener al Eige %F pRropiiether ypMap srhaltdds g (% M. m&ehﬁwvm@nw‘jﬁﬁ&%@e fiFistpite vom F.

3,132, 6%) y can be prepared anal ogousLy to known instructions.”
Conpounglg. [d4ls [ﬂﬁl@th&mﬁh&ﬁﬂ 2-gyRGyI)ReEHYINIS)5- (VM 228 Xl Brgthe A/1PQBBREMINEZ0l 0 Wi t h

carbon dj &1 \CanE GERERLA ARl @L.@LH PR buldd YnR¥z RS o1 oMgt DmakiAb.b-
met al_ Qaeg‘g’xé Lo i%@éf)tﬁ rﬁ:aazong Y By E&&:E@:ﬁ?iﬁle ?@Vr?%ﬂﬂ:nh%ﬁt&
geneyp al 12phicEuEnalt untel zmzrmdmdemsrn lhadmlauget 14t ¢ (88 196 diThy) delitalverbinddvig vbbn F. 127 -

Eduat i OV38°4; (fardloses Pulver). _ R1- | H3> H NOZH2 Ri1-O -
ﬁl,ﬁH,(,Ag z [(4,5-Dimethoxy-3- methy(l 2 th 1% 11,5-(1,1,2,2-tetrafluorethox -1H-b‘enzimidazoRI R1-0

Nach der in Beispiel 2 angegebenenﬁ‘be(t&ﬂélsﬂrhilt man durch Oxidation von 0,99 g 2-[(4,5-Dimethoxy-3-
methyl-2- pyndyl)methylthlo] 5-(1,1,2,2-tetrafluorethoxy)-1H-benzimidazol mit 12 ml einer 0,2 m Lésung von m-
Chlorperoxybenzoeséaure in Methylenchlorid bei -40°C und einer Reaktionszeit von 1,6 Stunden 0,8 g eines
blaBgelben Ols. Zweimalige Umkristallisation aus Methylenchlorid/Diisopropylether liefert 0,30 g (34 % d.Th.)
der Titelverbindung in Form farbloser Knstalle vom F. 125°C (Zers.).

50

9. 5-Difluormethoxy-2-[(4,5-dimethoxy-3- mettyl 2-pyndv|)methylth|o) 1H-benzimidazol

Nach der in Beispiel 1 angegebenen Arbeitsweise erhdlt man durch Umsetzung von 0,38 g (2 mMol) 5-
Difluormethoxy-2-mercapto-1H-benzimidazol mit 0,48 g (2 mMol) 2- Chlormethyl-45 dimethoxy-3-methylpyri-
. diniumchlorid in 10 m! Ethanol unter Zusatz von 8,8 ml 1 n Natronlauge nach zwei Stunden bei 50°C 0,64 g (84 %
N 56 4.Th. } der Titelverbindung vom F. 100 102°C (farbloses Knstallpulver) '

10. 2- [(3 4-Dimethoxy-2-pyridyl)methylthio]-5-(1,1,2,2,-tetrafluorethoxy)-1H-benzimidazol

Zu einer Losung von 0,46 g (1,7 mMol) 2-Mercapto-5-(1,1,2,2-tetrafluorethoxy)-1H-benzimidazol in 10 mi
60 Ethanol, 10 ml Wasser und 1,8 ml 2 n Natronlauge werden 0,38 g (1,7 mMol) 2-Chlormethyl-3,4-dimethoxy-
pyridiniumchlorid zugegeben; nach einer Stunde Rilhren bei 20°C werden erneut 10 ml Wasser zugetropft;
anschlieBend wird bei 20°C nochmals vier Stunden geriihrt. Man filtriert vom ausgefallenen Feststoff, wéscht
mit 0,01 n Natronlauge und anschlieBend mit Wasser neutral und trocknet bis zur Gewuchtskonstanz Man
erhalt 0,63 g (90 % d.Th.) der Titelverbindung als farbloses Kristallpulver vom F. 98 - 102°C."

<
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| -NHCOCH3 Hydrolysis [-NH H2_- - NO2 _

-O R -Ck A5)

(AB) The starting conpounds Al EQJ%B& epar ed by 20 known net hods or
by net hods anal ogous to these [for exarrpLe Org Chem 44, 2907-2910

(1979); Afg,f 1-11 1964 fenleg unqsschrlft 2, 029, 556;
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ﬁyd?gt élng" %@}? {q %etﬂgq&rezéﬁfxi ru(‘)’uet %d‘ kst uf:°F| #ﬂ é‘*’ ¢
| eavi ng I:gnmrpetzoxy(zf[m amanmya Mdflﬁ}mylsﬁlﬁnw tmbédamy&n [ dsoc (zd&))} 2

Conpourddesh OxidatigiaieeS i3ieatedotiden-Belsp@(€ 9iskid mjt raChllorperoxybenzoesure. _ *
50 13. 2,2-Difluor-6-[{4, 5-d|methoxy-3—methyl-2-pyndvl)methylthno]-SH—n 3]-d|oxolo[4 5-flbenz|m|dazol . '

Zu einer Lésung von 0,92 g 2,2-Difluor-6H-[1,3]-dioxolo[4,5-f]benzimidazol-6-thiol in 10 m! Ethanol und 10 ml 1
n Natronlauge werden 0,96 g 2-Chlormethyl-4 .5-dimethoxy-3-methylpyridiniumchlorid zugegeben Man riihrt
die gelbe Reaktionsmischung 1 Stunde bei 20°C, setzt nochmals 10.ml Wasser zu, wobei éin farbloser Feststoff
55  ausfillt, rihrt weitere 5 Stunden, filtriert, wascht mit 1 n Natronlauge und Wasser nach und trocknet bis zur .
Gewichtskonstanz. Das amorphe Pulver wird aus Methylenchlorid/Diisopropylether umknstalhsnert Man erhélt
1,5 g (93 % d.Th.) der Titelverbindung in Form farbloser Kristalle vom F..160 - 61°C.

Analog erhilt man - ' ' )
60 6,6,7-Trifluor-6,7- dlhydro-2 [(4 5 dlmethoxy 3—methyl 2- yndyl)methylthlo] 1H- [1 4] dloxmo[z 3- f]ben
zimidazol,
6-Chlor-6,7,7- tnfluor 6.7- dchydro 2 [(4 5- dumethoxy-3 methyl- 2-pyr|dyl)methylth|o] 1H- [1 Al- dloxmo[2 3-
flbenzimidazol und

_ 6,7-Dihydro-2-[{4,5- dlmethoxy 3 methyl -2-pyridyl)methylthio]-TH-[1,4)-dioxino[2,3-f]benzimidazol
65 durch Umsetzung von
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15 R2 = a hydrogen atom These corrpounds are prepared, for exanple,
start- ing from known 5-hydroxy-2-methylLpyridines by aLkylation of the
hydroxyl group (for exanple with 1-3¥P@i8§281Bti de and pot assi um hydr oxi de
in dinmethyL sulLfoxide), N-oxida- 20 tion (for exanple wth 30X strength
hydr ogen g fifu6hee,7-difydrd-M [ 04)-didRinb28-fbeRARiabloRfltridi Or exanmpl e with nitrating
aci d), r epCrRSEEMIifIG- 6t7twhyﬂrotm[1g[ @ifind]3,3-F]bénzimidizolaltsioryewgr oup (for exanpl e
by react i &hDiidror1idi[ kélidioxime[23Hfkmhimvideade3-thid evitver si on i nto t he -

2- ac&t OXM'WWmH%#lﬁ@thefﬁme%&mid@'whw#h hot acetlc anhydr| de)

hydr o YSh 9 o diflor 84 2R el 3. dltyth Sy SR Hink it

2- hydroxy :

by react i zueinek b Jdﬁcgakdhltm&bérdﬁ)n von30,80 @npmumts[(d 8- dnmmeiy@ R&harzcbyF?Ayl)mthyl
1 3C— al iwodysHa{nal- RﬁxdnllBi}f]benZImldazoIQCJQaink Iethvlfmwdcm wndrmeehs@ vor 4 M"Bl@bn 2I’lcmrl

,ejnﬁt %? f‘-‘-°?”ﬁ "?'F 5' PRIPAY ?”7-3&58.4"' ¥- IMﬁ"rfé Ff
or “can %ﬁ; HIE e T NE% il
A-0, 080 es?ﬁa emaﬁuoh &ss (&eigten

per oxi d«a)ganieaian Hwédévaﬂde’ﬂClﬁﬁ emyhacdmnaﬂsi jeneé seq.umndmdamf;ts uhd NBtriulearbonat. |
S5- po#i t ildsnang hewasehemingkieockndt ung caitgeenginBsrdRickisamingird abs Methyleocilorid/Risdprapwlether
hydr oxi gekessalipiaroMpn erabliQb%a (7o ¥ dofh-JidmeTitelverbingung: Zers. 18&-93fdr oxy group (for
exanpl e vmmp) Lidfena hkyl i odi de and sodi um hydr oxi de sol ution in dinethyl
SUN-OXi da)s,7-Ritfodr-&Hbih§dRo-6 [@5- dﬁmﬁm},@ -rifdt th wﬁnhmatﬂaanmwhﬁmmto%x%p@fgben
convgyr S|zia{'ua|za1 0 the 2-acetoxynet hyl pyri for exanplé with hot ace
-.a—ﬁhydr [ de&(:hldrry&?rbﬂnﬂmr{s 7(dilmdroe‘3<mmu:e1emoxh3 dneihultzap\sldﬂ)mmhyivytﬁnﬂkﬂﬁﬂ 4$-dioat-q>[®.8r)

thélbznziqazrze and i ntroduction of t eaying grou
'ﬁﬂ rqtmh H‘E I d ( f 1l|l];( fﬂ}e
(for exa v%- f ion er unter ?sg'el ﬂe§§ﬂe:@vﬂ§tg}éz y] m kl cir?]er})lﬁy T(nz§§§|§£
cond)glons errpera ures, ac ion {1 nmes, ven S an I'n the

synt hesig. g@\6t Mimethsky-3- mﬂyumh‘bpsn ht@dmamsammnmaémt he conpounds 111
which are ne- 10 cessary are famliar to the expert on the basis of his

expert gg?nhﬁig “Eegggmgﬂéeb '@ bgnan i ggﬁﬁ%{e-mwﬁg ggg durcgw@%ﬂ%dg}@gs g{f”ﬂlﬁno,
Corrp n v i ] it
B AT f.i mgﬁe zﬁa&a&wﬁa e *°g"’?rg i3 Sie

repre- héhprsam ﬁ. aa vidn m&w k@A Infios ue.cm& @1 B.tTBRsI®) geaalnskr iseallisied daéh Zugabe
repre- SremDﬁsoaroi:yI&GeraHdclooyhtrdad ngrablakyetbet festabdth v melebarehbus. Mad ed@t 48Kk y (60 %

rad| cal ddhg derditeluertiindyng a!ﬂfkfélmaj'e‘eﬁtmeffsefbfe@@ 299 Q he i nvention. -- The

. st.rt ng fromthe
conpoungg ol{4;5-Cime 'I fol | owi ng

exanpl es ndchdstin eé.ep.é: hebésavrﬁaadea ﬂ\rﬂeﬂsvmé’e%rmtrﬁh lduroh bls@ation kb0, § 614, 5-Dimethbgy-2-

| nvent i Epriqyt)mbibyletid]\5HF[ & Blodi@®10{45- 1) emziovriapm witd23 rof eitdn®,1genésunb vbro mACHI@pdroxyben- -
gsntaﬁeaqhmmmtaémmp laussDigthflethat 4.2/ gyderiTeluasbindumg dnFrim farpleserkaistalle vom F.

exarrpl eds %?"s denotes nelting point, deconp represents decorrp05| tion 25

H- [ mmkea (ailer it Ele:sBu'él ) ﬂfgeeeb@h‘dmﬁméi&hhyteﬂnpﬁmih nﬂtchcun}sp angthvon i BN g3® mMol) 2,2-
chl or i d®ifiweeShitichidioxelo[4,5lberpimidezobl-thiol gnit B6HB (3-midelg 4 fhlprmethyl-3,4- dlmethoxvr’vrldlmh
T 0 ol ju agger un 1z v ategni nac
go;r :J];nl ﬁ%&uﬁ% H:geaso u"ﬁag? g'?;nmxfder elvertirl}l%\:iuinﬁégals el %‘ﬁg 8‘?@ oze ver voﬁF 185
t hernggat 400C for a further hour, the ethanol is distill ed off on a rotary
35 evaposmatogrerhétimeRPa/ 400C) and the col orl ess preci pitate which thereby

separ at e$-(3A-Dimetifoiy-2-pyrishillméthyithiedBH 41 Hrdiexolo[4rflientimidpzol (Fi 198 71t h 1N

fﬁg';ﬂ Eﬁ%’gg $?ﬂ"g&jﬁbenﬂm'dazol\/m e; and dried. 2.15 g (79X of theory) of

2-Chlormethyi-3,4-dimethoxypyridiniumchlorid.

18; 6-[(4,5-Dimethoxy-3-methy!,ifpyridyl)methylthio]-SH-[ 1,3]-dioxolof4,5-flbenzimidazol

60 0,78 g (4 mMol) 5H-[1,3]-dioxolo[4,5-f]benzimidazol-6-thiol werden mit 0,95 g {4 mMol) 2-Chlormethyl-4,5-
dimethoxy-3-methylpyridiniumchlorid in 30 ml Isopropanol 15 Stunden unter Rickfluf zum Sieden erhitzt. Man
filtriert vom ausgefallenen Feststoff, rithrt mit Isopropanol aus, filtriert erneut und trocknet bis zur
Gewichtskonstanz. Man erhait 1,0 g (59 % d.Th.) des Dihydrochlorids. der Tltelverbmdung als farblosen
Feststoff vom F. 206°C {Zers.). :

65
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- 21 _ conpound of mp. 92-930C are obtained. 5-ChlorodifLuoronmethoxy-2-C
(4, 5-di met hoxy-2- pyridyl)nmethyLt h#ﬁ - §E¢- Ef im dazole, 5-difLuoronethoxy-
2-1( 4, 5-di met hoxy- 2- pyri dyl ) met hyl f nzi mddazol e (oil), 5
45d|rrethox-2 ridylL)-
T R R ARG T A

umdazol
LB "AYA LS ' UlZ"O1

OXY- 2- EtfeinsrHufde EWGr%TWEds%l Vol B Wbbﬂﬁo#ﬂd’ﬁgpéhm&& f]E& néazol% thiol und
159- 167 @ 2-emerntettdi-4 b-dinteitRjpyadidiuMcHidridOh @-mi Ethanol und 4 mi Wasser tropft man innerhal
2- [K 4 einedMinetetfidayt-i@ Npyorilaigé zurBeilnyAtikhhier) det kiahua RabRtiofimisthenglduf 202C @510 RichIKDR
an a| o ﬁgqn ar%’sqr yg@pqs gaaue H\ﬂ@rrglm M;lgm Q)Stupm bei 20°C, saugt (iber eine Nutsche ab, wascht

SY’G ? Der beige Feststoff wird in 10 ml
ost n un shc 2}: égga% d%gg%mgeengt und durch Zugabe von
2- ﬂrlungl lita erhélt 1,02 g (90 % d.Th) der
2- msr qaat,ab beaalrms aqiet.e -uor. orret hoxy- -

capto 6 rret hox -1H ben2| m dazol e and 5-di f | uor onet h- 15 :

oxy- 6- luar ﬁ H benzi medezml)e myltzhr}o] 1;HC[1 A]- dloxmotz 3-f]benz|.mu;laz¢..>l
rzo;?(az’h éf@ox g a b ik ygr %mﬁy emo%\le pﬁﬁﬂ@n}gtqyphm] 1H:[1,4}- dloxmo[2 3-f]lbenzimidazol

f Luor oraaz h.awo 1ﬂﬂbwatmxdamhmﬁmﬁ.ymoqun [@a{dish SRl ibeRdmidizor
' mchLom?a Umsetzemgvoll0 - zoi.c acid in nethylLene chlLoride are added dropvm se

to a s T’(f o1, 7-gihizo-gH-pY.4] atiax moBﬁdlhm-m sapl-2thigkr i dyL) et hyl - |
th ?ggﬁ 'tgﬂ 2?#" 'ét‘ﬂ:%H*'p‘%{%%QBeﬂzW"iﬁdrﬁth'ef #et hyLene chiloride 4/ *
%C afd re°x1"s[ rred oat stated tenmperature for a further 30
m nut e&-C%metﬁfﬂtﬂdlﬁtdﬂ'lbi#pﬁl'm.ﬁlim@n&,dmL of triethylLam ne, the cold reac-
tion mxture is stl rred |nto 10 m_ of 5%strngth SOdI umthl osulLfate

2Hf d Ky -2 DIy B4 ylay q azalf t er phase

s%ut 7% 8.2 fduor 6 J. ‘ le L e b |
sefPar at n RE% ?f)l( ‘P ene C oride are. _
per - Dloth jluo ﬁ;( | euEQ IS n g' bhl‘ﬁg E:I%‘:molare enge 'er:rg}eﬁ
5% st Iilﬁ‘i&&&hwﬁweh' matr die |rﬂp1 Ls Na . und set

( magnesdhiaines Sfuhde Im):hma‘ls f Aha-ateadurmfnfacmskuﬁdm dfel Halbe ahtﬁmbISre(MH'hﬁ€ thash R\pochidr Tie

re? d F’Se"i'f*ﬂ eingr C?'§ tindipen Hmsefeyng 24 iNaohn doBtphdent h@kﬂmd!ltl wergére i meppieige 35

cipit ' tay i ‘é‘tefﬂe‘i’m"aﬂp (FF""Iah'@tSPy)
(LeLQgg@.:}?f M mﬂwﬁt&aﬁﬁgﬁ% i R
sser ei mi
Va5 dtetom ahsge wufwowebum ﬂhﬂalblw(w% 'Ifhl)Lt[eli G’ﬂelverbmgung in eI-'jcl;rm farbloser

ﬁet ho VStQ'leC%QIS BHeif! @ y-2-pyri dyL) met hyLsuLfi nyL3-1H Denzi ni dazol e Em p.
159. C (dg %" 5, 6-bi s(difluoronethoxy)-2-[(4,5- di met hoxy- 2- pyri dyl
ﬁuf ﬁor-@ 4Td'r;llﬁthQ

nmet hyl . . :
]2 | agor )(/Hﬁﬁ Oxy- Sl s ﬁmg\egﬁﬁglltmﬁyg];yh_ﬁg_ gblbx dg”?f]benzumldazol [F. .177 | 178°C u
met hyl s§t[l4f5 Bi &ommethzlrmmaﬂ)mwv&mﬁnﬂ]-ﬂ* f113)dionola(8 Befoynzimidazol,
6- fLuore % @,{?547 }rl i Hgnq{))m %‘ufgwllﬂﬁfiyﬂsiloxlﬁmeﬂtlen ”
ar e Obts arbg ﬁﬁm@g%y dqégz gghoxy- ti methbfcqﬁnylpzﬁy[io‘g droxmﬂ g?}b WI t h
benzo I'C < Alid m
2 C( 4 5—7&.%&121{15153mfbyﬁdx¢yip)mt)h¥dhw€umhyﬁbHl[ilqld okiné{2,3-flbenzimidazol o
t et r af |duch Oaidatinnyder ibided Beisrielordid b/ 18 gdnadttenweiterérBulfide uﬂ\!aamnmtvplcmlloaﬂ&ung
obt ai pe the procedure described in Exanple 1, by 15 .
rggct ?h orsthgxyd-14-benzimidagol ot  of | yor o-

et NoXY )a gd'b hﬂ%t.ﬂ(h qgéQLtﬁafW)rEﬁ'l t9e(32cﬁ wgifder?r TnCa0b- Rl QOCFX 10- Z’{ﬁger P; Ijadaumkohl
4, 5- dinn@idi QayPhydaeahgsabsEdtar unté AtModghardhdradk £h %
17 i abffitrient End\mg ¢dsuugbb])dd°r(bm \Bugo bingeengt. Me esrdiintilidsi4z(a IZQJT eﬁcré’fmﬁieﬂﬁkﬂahiﬁﬂm
et her ‘%@' figes 23! Epsigsyreanhygrigh hef Raunitempecater zu.rveesetat macky 80 Minpmit 2 ml
£ gr% engt nac kurzer eit die Losung bei 50°C im Vakuum ein und versetzt mit 500 ml Eiswasser. Man.
6 g (97 %) N-[4-(1,1,2,2- Tetrafluorethoxy)phenyl] acetamid vom Schmp. 121 - 122°C. e
b) Man 15st 56 g der vorstehenden Verbindung in 380 ml Dichlormethan, tropft 55 mi 100-%%-i -ige Salpetersaure
in 10 Min. bei Raumtemperatur zu und rithrt noch 6 h. Die organische Ldsung wird dann mit wéaRriger
Natriumcarbonatiosung und Wasser gewaschen, mit Magnesiumsulfat getrocknet und ‘eingeengt. Man erhait
60 65 g (100 %) N-[2-Nitro-4-(1,1,2,2- Tetrafluorethoxy)phenyl] acetamid vom Schmp. 80 - 81°C (aus Cyclohexan). .
¢} Man I6st 63 g vorstehender Verbindung in 450 ml Methanol, tropft bei Raumtemperatur 106 ml 6 m
Natronlauge zu, kiihlt im Eisbad und fallt durch Zutropfen von 900 mi- Wasser 53 g (98 %) 2-Nitro-4- (1 1,2,2-
tetrafluorethoxy)-anilin (Schmp. 85 - 86°C).’
d) 33 g vorstehender Verbindung werden in ca. 600 mi isopropanol an 1 g IO-%-lger Palladiumkohle in einer
65 Umlaufhydrierungsapparatur drucklos bei Raumtemperatur hydriert. Man saugt den Katalysator ab und filit mit
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Yi. eld: 1.20 g (72% of theory). 4.

2-C(4, 5-Di met hoxy- 2-pyridyl )methylsul fi ny]L-5-(1,1,2, 2-tetraf

| uor oet hoxy) - 1H- benzi mi dazol e A sol &R ®166:287tBi: product in nethylene
chloride 25 is obtained by the procedure described in Exanple 2 by

oxi dat i ®m CHlor@assersefidh Ethet $44g (8594)i4TEN b,Q-Xh’trQlu&!fthWh krﬁﬁéﬂlﬂndlamm dlhydrochlond vom
t hi 03- SSgﬁ p. 3757 276° € Bersgfziingdr oet hoxy) - | H- benzi mi dazoLe with 19 M of a 0.1 M

| ut 2’5"’ n 5.‘6I3§p mhEthamol, $0 wf Wﬂ@?h -p@d@trommdnodé ued 23 9
e e e e A R
sul f at everﬂdﬁﬁtefi SHIhd’éGrealﬂ@Bﬁ 3l5SM gﬁ Q tl%ﬁ' ertbfng ng J é é%?ﬁf ﬁaéétén

and t helsopspadole i s crystal i zed from rret hyl ene c lor- 1de/dirs pro

ether. ._0. 64 g (82X of theory) of the title conmpound is obtained |n t he
for %mmmmw 160- 1620C (deconp.). 5.

1 5 RMIE% Bf] %?\23@'!{ y*gn%‘lﬁ\ l&%s@kﬁ? ven £ %riﬂ?ubrmetthoxy 1.2-phenylendiamin-dihydrochlorid
T | UOI’ OefviOE ﬁd&b@ nﬂﬁm I§itHdcarbonat und Natron auge in Eth 1gnol in 75 % Ausbeute die
2- mer ¢ alitetyetbingi ﬁng&oﬂrsmmblanarm*tdm&yétz nbt-aus Toldo enzi m dazol € ar e _
di ssol ved2| n 15 rri 28f et hanol and 8 - of 1N SOdI um hydr oxi de sol ution,

0.9d° g B 200y i di ni um chl ori de are added and

he. i U d sl o R B3 of 30 .

e mx.;.,;;eswgzem.s}a s o %’% oAbl
t'i e’ t he) Med ropken nereh e.phas.adung n\mas’m Ei s&ﬂgw@l péim
hy d%xu%ﬁ@"mwawnundt faét oinWessed Mangerhiic 4prgaesesp/o)aquunroed(zamanﬂdmgms)lpuényl1

C h b 10 t d ff, th
T i e
conpounddpmen Q4 raﬁé?eﬁ%ﬂ@efr -$du§8|ah£1 Bsik e219)f ul® BnairaPy P 482,2.2-

"

2- C@.ﬂ %&mwy&%wrehdﬁyth%mﬂ{yhb&ﬁ %t (Zersetzung).
triflLuor gb@nmgmsplql Pt 2rhdit oeen Glue 365 voranstehender \l}rlﬂn@n@ﬁo g (94 %) der Titelverbindung

2- E( 4, 95eh PR 2802906} pyri dyl ) met hyl t hi 03-

5-(2,2,9- L - i imd ZOJEIS di ssolved in 15 m of dioxane

118 T XTt on. A mxture of 3 m of 8

per cent &)t 100 o -4- A diffdo RSl AEryl] Acétthid (S hmpa e - 3o cdus AfchibMiifRHthatRd:g5hitin

hydr oxu@é Emsawamw&rdéuraﬂt:édnldoum\ﬂametersﬁurh @rdza i 8an| CichBrii@bianss, h bdiRd°€ geriihrt.

cool i n @ & m"‘ qﬂéaerdiabmhvéwgmca@om'oamgmsmeqo '-’fchs§d1-¢.mmlund)wmlfat4e
ﬂl t

SO' ﬁngtgo VO a%ﬁ:f,ﬁ eré{/er indu E kennl_olélp
IBHT?; SUC |on h

in V\ﬁt %n hmaf(l lMe@ha‘n 1, FnQ'ég

sol i d v (eTtn) hEblo@ifR6ntkoRy-2dit@bkilin (sctfnl- @!4@

r ecr yst a¢)l Mmeblvdnamm!’:ea lgrianseehebder e//echmdsmg)ampng ul%ager ﬁlld&ﬁmg(o(nﬁﬁﬁﬁdﬂfos tmmmﬂ)
'g m%oneenuism Selzebuzes filtridrg F'I'Qéss' upd lf@tt&hmtﬂusmrppvleiwbz -Mah30iGit

(1 __1| 2 s%h,;,g 25@0 f‘t ’ "Y’Tfﬁ'b z:?’%ﬁgg %e'ifjﬂegr %ﬁ%ﬁ %‘?ll"%'wés'\;’éfﬁ"-"ﬁ‘f"gt"ﬁ@

conmpound o m p 1 -1280C (col orl ess powder) are .obtai ned by the

erha

phoced?b.&- -2-mer -benki z6leaction of 1.07 g 35 of

A a\z(Nl JD")‘!? 2-tetrafl uoroet hox 1H- benz- i mi daezoLie vmth Us@ﬁ) A ’90
2- chI or(@a\gd‘ j,de ; %‘fﬁw I*bﬁﬂ% s é}ﬂ 9, 190
€t hanolgerq t/h'ua 13'319( (4 l E&@@W?&; tf ce Chmp
Vr 81 - 1Re)E( 4, 5 D| rret hoxy 3 met hyl -2-

5- (%, 1. 2b)2\nmeg Baén_daﬁbjetﬂibm) da:hhsaea@%qiudmbma Blflgormﬁthaxy?ﬁlﬁoaﬁﬂlh:c(@gngb gs -
n_Exanpl e 2 by oxidation o
s obtd ﬁ:%«nalo?a/ Betlsr:)?el B{c?grﬁgltu Jlgn l(rjllgl»s"(l:orn&ugt?eqxteu leluorrrtTlBthoxy 1,2- ghenwendlamm -dihydrochliorid. J
_ d) Analog. Bensplel 21e) erhélt man in 78 % Ausbeute die Tltelverbmdung vom Schmp. 250 - 252°C (aus
. Isopropanol). .
55
26. 5,6-Bis(difluormethoxy)-2-merca to-lH-benzimidazol

. a) In eine Lésung von 100 g Brenzkatechin, 220 g Natriumhydroxid und 60 g Natriumdithionit in 500 ml Wasser
und 400 mi Dioxan leitet man bei 50 - 55°C 275 g Chlordifluormethan analog L.N. Sedova et al., Zh. Org. Khim. 6,
60 568 (1970) ein. Man erhalt nach Destillation bei 61 - 62°C/1,0 - 1,1 kPa eine Mischung von 1 ,2-Bis(difluorme-
: thoxy)Benzol und 2-Difluormethoxyphenol, die durch Chromatographie an Kieselgel mittels Cyclohexan/
Essigsdureethylester (4 : 1) getrennt werden.
-b) Eine Lésung von 15 g 1,2-Bis(difluormethoxy)benzol und 15 m! 100-%-i -iger Salpetersaure in 150 mi
Dichlormethan wird 7 h bei Raumtemperatur geriihrt. Man neutralisiert mit Kaliumhydrogencarbonatldosung,
65 trennt die organische Schicht ab und chromatographiert an Kieselgel mittels Cyclohexan/Essngsaureetherster
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5 of 2-C(4,5-dinmethoxy-3-nethyl-2-pyridyl)nmethyLthi 03-5-
(1,1,2,2-tetraf Luoroet hoxy) - 1H bengpgiy@g2g gy th 12 nl of a 0.2 Msolution
of mchl oroperoxybenzm c acid i n net hyl'ene chi or| de at -400C for a reaction

hours Y'Sta||l ont efro echlorlde’> 10
a 2
o o e g S e
f or m s(&fﬂoﬂﬁ 5 [4 5 is(difluormethoxy)-2-nitro}-anilin
safntwunhow]e 45(3&(&ﬂmrﬁaﬁ&a))<y2 Bhdiiefbkwémuadwﬂrbdﬂond und die Titelverbindung vom
yI )metswrhp HB&}&BIﬂ&(m:mdazbbmonﬂol) 0.64 g (84% of theory) of the
title G ] r 10 Less crystalline powder) is obtained
by t h@’ Bratuesmetaoxy.2rer - $¥%reac- tion of 0.38 g (2 nmol) of
S5-di fl Ué)rnpém‘é m v%n BES 5@95 Sol J.Hwb@@mtm;d%mxa iNVBdo IRt Wadr Und 300 FTBibxdh werden
2- oh L aveDg0RC oy | 58 Ghlélrdﬁm&mﬂiah@myelanmhytumema MisdéhangBeD10° detrdnit di@ ofgani8éhe
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a pro 5-flu Itro en ceta 7o) S 72 - 74°C {aus Cyclohe
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0.19 g (76X of theory) of the titLe conpound is 30 obtained as a
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t héxtnghidrt et b’ﬂqvlgndﬂlbhﬂ Qh\'? in;gﬁ A ﬁﬁin@ gﬁ; §g$i @1#3 g ?lf:‘unoc: glse cltuhayl:::‘n:E 'Gs nll\tnr?)n
2, (Bndl %bm)zi Arbelnadibén #9101 6, 7- di' hydr o- 2-
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e
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hL d 5.
ghléobof )tﬂ?_/\gu‘,f# éﬁ% m3t hOX h ; I dl Al um C Ornl'uanebel 5°C 102 ml einer 30-%-igen
* ey Lslis Urai‘emmﬂm rQ.X_fP. °""° T %111 neyfralisiers wwerdunmer -
Q

einer nsch on 6-
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i | i
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32. 2-Chlormethyl-4,5-dimethoxy-pyridinium-chlorid

65 a) 2-Chlormethyl-4,5-dimethoxy-pyridinium-chlorid
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ide in the course of 10 mnutes. The m xture is stirred for a further 20

m nutes, during which the terrperatﬁ%%1h§2ﬁb wed to rise to -200C, and 0.5
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6, ﬁr) /- fs'J 9
et hylerdarfyeni Ekg mhwdﬁu fldld’s;éh;?»d gdlel Tehbethturxnich® GBe31009C steRjiZN4BhORtelen, 45
6 chI cMmutSq B¢|785t’¢ Mulguuhe(;c&ls?ggh ﬁgschsw@nhydnd im Vakuum abdestilliert und der dlige dunkle *
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E1, 33 Bébt@ﬂdihléﬁ“veﬁafﬁm eom%ndamhen@rérhuuokurvwdchn Mdh éhialt 16,2 g (98 % d.Th.) 4.5. Ak
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2. 2- Ditiepgyeidamgter éﬂs’fummwﬁ gumme@m é 00yp.Qim efB Isulfoxid zu, rihrt 15
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c) 4,5-Dimethoxy-2,3-dimethylpyridin- 1-oxid
65 6,3 g 4,6-Dimethoxy-2,3-dimethylpyridin werden in 120 ml Methylenchlorld gelost sukzesswe 20 g m-
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2 c hLoperikert. iwdbeijsidh- abis dem potép gen Zwemh;mnshmmh eiee homogengDbsungbildet. Nach 2 h 8Bt
I

2. D fqam@pls: gn ;gfral\;;e if 30 wascht die vereinigten orgamschen Phasen

Lfi iﬁ!r la ﬁ%&%‘% g:r ft engt ein und verrithrt den

;u 5. Idn gg " E& f?nﬁn gE@er M ethyl 3.4-dimethoxypyridin als
en F

yl ) net hy;)! hw&yﬁh’thﬁ;lsB&mdtheml/mEﬂ 5 f ben2| m dazole are 5 dissolved in 10

M—@f  diZoRBmé Essigséuteanhydsid wektlendui 8H1C i imperhalk ivde eiger| Steride |4;8 [l eh{lql) M}Eametamt?nt

e ‘ Ew’:;?%ﬁi* eﬁw"?g’eg‘%"“ '”’ ""ée'%?”éraw"&?’ﬁ’"'ﬁa SV M ST B SE,

. Wiyl’ ngé,,w one our a further equival ent and
481 3 4] mitviol) 13- mheo,qqumm,harnnaﬂmm 1-6kid eedienl I 78 W) o tleném Mattana nachdridatz
iger Naerammmlatwme ne §tqnéacloqt éﬂfctgemrtof«nsnthlhéendskuhs mh abf stéig
st rengft ko8t $
~and th m‘lﬁ)zagé

P’I?ls E §7 s §itsigrt. Gﬂ9‘a§i Nofistandig, pinHpimat e % {—P‘%ﬂ' ®d
f e s zZu
AL e T c.,..ms@%:ﬁ A
hﬂt a IIHQtlo‘Hmn@ﬁ ckrfdRg Stk Exsitciter Q’Halfimﬁrp besmmr)@wﬁlmet 5‘5?/2
oi |y r esthghpgridirs1 dxusm(rlomalalsgub%E)KManei:oMMmT as. 10 of ethyl acetate and
t he sol M3Meth05v bm@u\%h'e nitropypigin-A-oxidt h about 100 nlL of a _buffer solution
Zu 5,4 g 3-Methoxy-2-methylpyridin-1-oxid in 12 ml Eisessig werden bei 80°C innerhalb von 6 h in vier
Portionen von je 2 ml 8 mi konz. Salpetersdure zugegeben, iiber Nacht bei derselben Temperatur gerihrt,
85 nochmals in drei Portionen innerhalb von 6 Stunden 8 mi Salpetersdure zugegeben und weitere 15 Stunden
gerithrt. Nach Abkihlung gieBt man auf Eis (40 g). stelit mit 10 n Natronlauge auf pH 6, filtriert vom
ausgefalienen Nebenprodukt {3-Methoxy-2-methyl-4-nitropyridin) und extrahiert viermal mit 50 ml Methylench-
lorid. Nach Trocknung werden die vereinigten organischen Phasen vollstandig eingeengt und der Rilckstand
_ aus wenig Methylenchlond/PetroIether umkristaliisiert. Man erhélt 4,2 g (57 % d.Th.) der Titelverbindung in
60 Form gelber Kristalle vom F. 103 - 104°C.
f) 3-Methoxy-2-methylpyridin-1-oxid

153 g (0 124 Molj 3-Methoxy-2-methylpyridin werden in 100 mi Elsessng geldst und bei 80°C in 4 Portionen 40

ml 30-%-iges Wasserstoffperoxid innerhalb von 6 Stunden zugegeben. Man riihrt weitere drei Stunden und

engt anschlieBend im Vakuum (1,5 kPa) ein, setzt zweimal je 50 ml Essigsdure zu und engt jeweils vollsténdig

65 ein. Nach negativem Nachweis auf Perverbindungen wird im Kugelrohrofen destilliert. Die bei 120°C (1,5 Pa)
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20 of pH 6.8. The solid which has preci pitated out is filLtered off with

suction over a suction filter, was o extracted by stirring at

OOCWlth acetone * . and dried. 7 \g‘;\bé 0oof theory) of the title
nmpound i s obtai ned |n t he formof col orl ess crystals deconp. at

25
211 21 illieren on Dgtrw emgfﬁ.&g 3} eq%n nd getrocknet Map erhalt
suLfi ng %%git%h %Bme P “Benzi M dazor w@g‘) 77Z_L77§0CC S
(deconp. a):h dérih (3415;59! Wﬂs&ﬂﬁ%ﬁeﬂan Krdelidbeist-erhalt man durch’ Umsetzung von 13,7 g (125 mMol) 3-
pyr isdy Hydretysinettiyipyriain - it 2. bl MeShyilodik @her Cdsalz- fdn-48cmiz 3 3 @rettiandletio [Kaliumhydr-
6, 6, 7- pxifitsung nech@inpr ﬂq;ql;yqns{wtgo@ Stundet 1§-étgﬂm_d Th.) 3-Methoxy-2-methylpyridin als farbloses
2-pyri dyl) et hyl sul finyL]-1H E1, 43-di oxi noE2, 3-fj benz- i m dazol e,
6-t (3, 4-di met hoxy- 2- pyridyl ) met hyl sul finyl 3-5H1t1, 3] - o
di opol o[ 4, 5-f] benzi m.dazol e tmp. 170-1710C (deconp.)J, 6-chloro-
6,7, 7- Gehfel-hlionmﬁwandliampttro 2 t(4 5- di et hoxy- 2- pyri dyl ) et hyI sul - 35

fi nyI] 1H[1,4)-di OXI noJ[ benzi mdazol e and 7-di-hydro-2-t(4.5-

o et gl %gm: g wew'.:ngm (il i fnftrtoh danteemns

ar e150b é eﬁ'un rlﬁﬁ(a'ua%?n'e%s zeuEI‘hﬁt rﬁ&f Fkui E\ﬂa _
Exanpl gfsteln/ adt Dided M!g% RutRakingOWird Bersitlbel de? IWerabretci'lur%]:von D3§en beobachtet

2- Mer c djet an&rh4)d. dér ,sa;rébekreﬁmammmndet IDose) licheh. DBavberhimduel xeichen €igh die erfmdinﬁgsg
of 1- nn@m@ﬁen V(ecbmyurmez dyrsh #esr Flenlsn uemﬂwwmbwrémeaped ﬂwre&etha'pwt-me Bwe

oy A anol,,Quer erore® ird OGSl 9;“ L YA Shareeal ;
ci Ul gallel i ififendl Dabl"s%‘h'é"fép“" PPy naa SEL ﬁufhs.téarﬂaaiﬂ;?&?eé’gﬁ.%ﬂ“’ %5&&3
for iouli t euscatoa M SGastritis] wpafa&.ad éYet maBMarhdiiRosSEYdiNgteP MelzMaged VatBtaAdEhClle — -

in vac uasmalsvamcaurchmmm@fga@&men Bakteti@taxivie] Medibabenox {2) B.rbestimmtel Antighlogittia und V
Wwith 100t-rh¢un!§@ka)o¢hegﬁkabqndz Bgktbano}), Magensaurdde StreRsityationer verwiagalit werdenmkdanerdded
dr oﬁ§wu g'q\ger‘%’ P'é?f‘pé?’a?’tfff‘%““g%emasﬂ\‘ Veiindpnesp dstoiiesc yeraietchawelss grpfR, chamisdhpe

sol uti eﬁ:% @ﬁg&é Efeﬁ E?ﬁen (@frerd Brweieh Sidh§ En@rerﬂnoﬁ:n&'gkmgdeqevé}QQd:ﬁan Fher

| ce- WgdHRhdeMvéls ™ Stddd GO T hlﬂlf bdNanrfen VerBindiinger ddlutlioh GbePegen. Aufgrund dieser

f | UOI‘ oetgbmya)fphemyld& m%bxymrﬂEeCﬂ'nd ithre phar@dakolsdBOK vertrigliotdncd atee dfiir de) Einsatz in deb
ot t Heme!bownd um!'zwr @W'@SW“JW'Q"R‘ Jeheirpie dnsbasopdere izunBeteadiung ed/pder

of 100 % Wit o T b stk ety e

wer

cour Se grQ» Hhe: &g ertinbibrgSgbnisRbn @erﬁH&&rB@ﬁ 28 AAMhdimg
The or sarueﬁs&@ dJJdeJRdloaertFl?(ﬁiﬂyl £ebritbHend genanmus Kamkheidn. cCar bonat-e sol uti on
andswat ébensdrineésitwiid Erfindigpet Vierwsatuhgtier @fiaiuogngemRendtetsindungdn yr HadeYngokn
N-[ 2- m‘\tzr'ejmmeln( Biej 2up szm#tunafuri%ﬁ%feﬁfhwwﬁ) Hernx&sefmétsamna@n d?fa'\‘r*?!te" E!iﬁllﬂeiﬂﬁlt '

810C (fNP Crlero exangr%’ bta g md'ﬁs‘)‘g nittel dl 093 mQhrﬁre I?oxdgy ne cger
are di 3 an n Fcﬂm d&‘ luéﬁen
Solggt i OrDI@VA@znai F&BVHaSle aﬂ%nch%mdnﬁlﬁpﬂérﬁltﬁ&ﬁhanﬁ Iaﬁﬁgéh Weffahrén (fa@@bﬁdltl Alls, /
an i CeAhaélhlt&ndvdﬁdbngdlé%ﬁﬁduo@sgﬁmaﬁmrnhadn(kbl,oﬁn,séh wdBsamen Verbindungen (= Wirkstoffe) "
2- t et r aftwaderoels he%;rg erte monec 9;3-@19?9@ Phat'mz@ﬁ' nd'r'-!ifva%ee
addi ti {rfoppiotieminiont oIy fa e*;s 'f;p °ht g ﬁg\?g @ }a{ﬁ’ o
hy %0 g Esge%%one oder °f"“8ffbe'?ﬁes wg Oen red- a'I!lO o \e/ear vi €l el’falg v¥lsc e un s
pal Ladi lwua{eTnmELauszﬁoakagb@mﬁecfwawIgahmsymb:yalrzageanﬁtfbmm&ﬁngeamagﬁa u&.dundeém
nor mal Fatheasuawgrabd sedes Faghwhserst getéafig. Nelben Lazpmitielt Gelbildneint Suppdsitfiengnindhagen,
suct | Oﬁaqﬂ@ngnﬁ to(fgg%d gfdemn(wmgoz&rﬁgqr@ﬂcp@pﬂ@glpgglgm ntloxndanﬂen Dispergiermittel, =
- a er, prri ti r to
P @ ﬁ% insbeso dere eralin n r o oren un ap":ex net (z ngs{r% gnrg verw \E& ngﬁ’)‘ HFe
32 E‘fﬁ ofhe Wharbr efalial bbdfsiert We
et hanol ,lmQ@g sGB' oh isdé Iﬁm@ medizin als vorteilhaft erwiesen, den oder die W:rkstoffe bei oraler
Gabe in einer Tagesdosns von etwa 0,01 bis etwa 20, vorzugsweise 0,05 bis 5, insbesondere 0,1 bis 1,5 mg/kg
Kérpergewicht, gegebenernfalls in Form mehrerer, vorzugsweise 1 bis 4 Einzelgaben zur Erzielung des
55 gewiinschten Ergebnisses zu verabreichen. Bei einer parenteralen Behandlung kdnnen &hnliche bzw.
(insbesondere bei der intravendsen Verabreichung der Wirkstoffe) in der Regel niedrigere Dosierungen zur -~
Anwendung kommen. Die Festlegung der jeweils erforderlichen optimalen Dosierung und Apphkatlonsart der
Wirkstoffe kann durch jeden Fachmann aufgrund seines Fachwissens leicht erfolgen. -
Sollen ‘die erfindungsgeméRen Verbindungen und/oder Salze zur Behandlung der oben genannten
60  Krankheiten eingesetzt werden, so knnen die pharmazeutischen Zubereltungen auch einen oder mehrere
pharmakologisch aktive Bestandteile anderer Arznelmlttelgruppen wie Antacida, beispielsweise Aluminium-
hydroxid, Magnesiumaluminat; Tranquilizer, wie Benzodlazpme beispielsweise Diazepam; Spasmolytika, wie
z. B. Bietamiverin, Camylofin; Anticholinergica, wie z. B. Oxyphencyclimin, Phencarbamid; Lokalanaesthetika,
wie z. B. Tetracain, Procain; gegebenenfalls auch Fermente, Vitamine oder Aminosiuren enthalten.
65 Hervorzuheben ist.in diesem Zusammenhang insbesondere die Kombination der erfindungsgeméaRen
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sodi um hydroxi de and 23 g of potassium 0-ethyLdithio- carbonate

(recrystallized fromisopropanol) -are added to 5 33 g of the above conpound

and the mxture is heated at the b&R0186287iBt under reflLux for 15 hours.

1.2 L of ice-water are added, the pHis brought to 13-14 with sodi um

hydr oxvélBin8stiget mrandéteh, e AlrabbhH foni Horrleddidn PHBRnath Iiie BEibpidiSwiR A LHISdkeANS B,

pr eci pCiratidio, Reritdirgj Farbee iy Clogenadrden PBiligheted AmticHolinergfkbl (3. B.. PiredZepih, (TlkWepmi

the ti Zme'zemhsoy@uwu(iwnm 2goBisEn INiY Aan Ziel. die Haypiwirkyrario pdditives odbit ibieradditive?? .

2- Mer c 8PP g Srdian uagoderet OYFIBRATZH ATIEIBISTSR Qder[Fl VeTTiRaSE: conpound of m p.

305-3070C (deconposi- tion, fromtoLuene) is obtained in 75%yield

_anal ogously 15 to Exanple 2le) by reaction of 4-trifluoronethoxy-1, 2-

pheny| Pwetiakologie di hydrochl oride (conpare C. A 55, 23408d, 1961) with

pot aSSI um 0- et hyLd| t hi ocar bonat e and SOdI um hydr oxXi de sol uti on | n et hanol .
nsﬂzqup Bfrq)él! 2% er erfmdungo

ot ST m%m;m e rore: Hkgerin

are hy rogenate and acetyl ateq ogous y to e 21a) 50 g (95% of

N C4- ( Af@ N2- Nimeddruenboﬂhrkg)xy)phenyl ~acetam de (mp. 140-1410C) are

obt’ai ned. 25 g of the abgve conpound are Stl rred with 9.7 n

of 100% 'rq*t2a@5"qy') ﬁf"z' i 156 'f' pairpi
semperat z yl%ﬁ%% ?ﬁr«%eéﬁ I’iﬁ(‘,&%&ﬂ%er 47 g
‘i m; iRk [u o

11‘29 1180(3) 31)2-Ditliér- aduﬁ.e oxycz-pyndyl)mefiﬂylglfiafﬂ] Hng ahmxao[aememﬁtd%e
= Jhydr ol yzed anal o- gously to Exa Le 21c to gi ve 38 7 (97% of 2-nitro-4-

(\_)2 2 Pg ipd A? loru atur b i 399 gs"GY Rette uag)
corrpo @,]‘dr% m{ el vy Eﬂ %5 %ﬁ e ?‘ﬂ:ﬁ dieMagapeskietion

(9459 tr| uoroet nedi am ne di hydro- chLori de
of m pMaBﬁ&cﬁ&iGﬁc(ncbanmma@dnhemaﬁonsﬁ)mmung 30 g (949 of the title conpound

(mp. 288 29000) 33 are obtai ned anal ogously to Exanple 21e) from 36
g of t ?g%% ugewirkung Hemmung der HCI- Sekretrond Magens

H f 4 P 0.0 g of
ﬁl— I_?(r:hl :)ro Pﬁgf{glnet jﬂ%zgc R 'ln Z 'ﬁﬁé'@%%)m ED&)) 101- 10%0C ?rgm

4-chLor odi f | uororreth [n@maﬂbyl ne smdnacetlc anhydr| de) and 12.3 m of 100%

strength nitric acid are stirred imB80 nl of dichLoro- nethane at 200C for

4 urs., The mxture is peutra- Iiz%d wi t h aqyeous paqfassi um bi carbonat e
tion and n%\e 10 orﬁ&nc | ayer J4gs concentr%ted t‘qa give 11.4 g (96% of

N- (4- chll or odgg | uor omret hggy- 2- ni t r ofghenyl ) - ace.tﬁm dgs(m p. 89-910C). b).

8.6 nL @f a 3896 strengthssol uti on afs sodi um mafphylLag@ i n met hanol are added

drogwl sé to 1025 g of the1l5 aboveconpound i1® 200381 of methanol at 50C,

rrgd for ours, vmthout co g ice-water i s added
and th@ f § ﬂg\g gzo Coé]ekret on {4 h) des Rattenmagens bei der
4- chl oredi Fa ° ° ’“‘?.nes(b 54880 . ¢ 8.5 g of
-the above corrpound are hydrogenat ed over 20 0 8 g of 10% strength -
al45 ad| Dmﬁmfum ealcerggeien Vwapmadarf eea;:h der Mﬂhmen#oggdanmn Bhayciatte:

| ern %ﬁt@n (weibljc| 00 g.fcTiere je
;: ?Int r Wd?hgg@ eﬂq % g g agko T)‘g%nEl%m% |kat|o}t?evon 100
g Acetyls QL%UE g‘ n oral (ll /E ) tunde vor der

diiso gz-ﬁ MVef abr men. 45%unden danach -
phamy Lefw;al dRMdfiag derhyedé o Mevingind @raa Alag- aismedwn dod die aesekt&n?deg Magdet¥)Ded Mabére
titl e wichioasristifet mmdrauf 208+ KEKDSE fixiber: nachdem eyvondie Meegoiisamereetierfandiag8ndtes
of t hdVolumen) und spéter sein HCi-Gehatt {Titration mit Natronlauge) bestimmt wurde; mit einem Stereomikroskop
werden bei 10-facher VergroBerung Anzahl und GroBe (= Durchmesser) vorhandener Ulcera ermittelt. Das
5 - Produkt aus Schweregrad (gemiR nachfolgender Punkteskala) und Anzahl der Ulcera dient als mdlwdueller

5  Lasionsindex:

Punkteskala:

keine Ulcera
Ulcusdurchmesser 0,1 - 1,4 mm
- 60 1.5 -24mm
25-34mm
35-44mm
45 -54mm
>55 mm

DO HWN—-O
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above conpound analLogousLy to Exanple 21e). 25.

5-Di f |l uor onet hoxy- 2- ner capt o-| H- benzi m dazole 30 a) 11.8 g of

N- (4-di f 1 uor omet hoxyphenyl ) - acet amg@:0 186 287 Brgupot ' skii et al., J. CeneralL
Chem stry (USSR) 39, 190 (1969)3 are stirred in 200 m of dichl oronethane
with 12 A:‘s ms fﬁfr dwg‘(ﬂ]ﬁLH\E Llﬁffgﬂttdfénpd@%lﬂdeﬂngrﬁg) mltilﬁ'gpgs%kiﬁ&x jéyer g‘eténdelten
hour s. Ghppe gébehsbidierd beNkdnfrditghi 2 100 %). Die ED25 bzw. ED50 bezeichnen diejenigen Dosén, die
f | uor odet mittleyen-dsiorsinddxiizendit Bcamam gege(iihepder Kbatr@ie @in 28 Piebaedh) 5efomeatiern.

-anal ogously to Exanple 21b). b) 4-Di fl'uor onet hoxy-2-nitroaniline

(m 6 68-700C) is obtained therefromin 96% yieLd anal ogously to -34_
ExanplLeodgist C) 4- Di f Luor onet hoxy- 1, 2- phenyl enedi am ne di hydr o-
chloride is obtained therefromin 94%yi eLd anal ogously to Exanple 24c. 5
d) DTenieD50 ltelr eenm‘tqywrwd@flgemhpgt oRBiBalB ¥&O100q fhgboin.chbei gerdfpmnol ) i s

obt’8i ned 'in 78%yiel d anal ogousLy to Exanple 2le; 26. o _ _
5, 6- Bi s(di f Luor onet hoxy) - 2- ner capt o- 1H benzi ni dazol e a) ~ 275 g of ]
chLor ofidahisnbsHiBld Yar e briradldaieh: BENE DF, ﬂppeaswlwtmom @ 100 g of

pyrocat echol, 220 g of sodi um hydroxi de and of sodiumdithionite in

5005m ofbumnepvnamddﬂMQamum Fdirmkhne at 50- 550C anal ogously to L.N. Sedova

et al., Zh. Org. Khim 6, 568 (1970). After distillation at 61-620C/1.0-1.1
kPa, a mixture of 1,2- 15 bis(difluoronethoxy)berkdene and _ ‘
2-di f | uor onet hoxyphenol is obtau ned, the pr oducts ei ng separated by . \V
chrapmat o- graphy omRigi | i can by - rrea( of c¥eN) Ret hyl ace- tate

(4:1). b) A sol utNA o] , 2-bi s(di thoxy)- 20 benzene -~ .-
and 15 m of 100% pure acsd—rrr romet hane is stirreda i
at roomtenperature fe e The m xture . is helUtralized with potasswm
bi -p5car bonat e sol 81i%n and the organic Layer is separated off and

chromat ogr aphed on silica gel by neans- of cyclohexane/ 25 ethyl acetate
(4:1). 1,2-Bis(difLuoronmethoxy)-4-nitro- benzene is obtained. This is

hydr ogeadt ed and acitylat ed I ou'sl to Ex Le 2la to
N 3, 4,1 raf 3905 g Pabedpiston s SPARrosh qoes ot Sorgtuprmgtivesy
am 'eeuz\ldassfe&{cﬁ'b @55}‘@(3%93%#‘4 T ﬁﬂlﬂ»‘ﬂﬁét%&tﬂéﬂ i %ﬁiutw&f )Jdg “einah gegebenenfalls ganz
nl t I Opbdun iberwigérdueth F(udt §ubst aemacrmwyx _
f Luor om#t hagwdy 1 29emeorrser8aundl umter € JuB10é5 $ ffatmlsﬁ doi das R1 gebunden ist, einen
d| f Lu ashmen a'!E <Zd H@H‘Sﬁrserfb'mha ?Tesuaftﬁ%ﬁe!ﬁchl?%Nk&é"da%dfeﬁhedeF jeineg Chlortri-

EEFLEQ B (decomposition; frQmisopropanol) are obtained.

35 27 i Uindis TBE AikByPes uh 03 Ys o 1/ WAZdeRit Hbton? BUE é})en 1-3C-
About Eﬂyl@esafndchLor odi fl uoronet hane are passed into a solution of 55.5 g of

guai acolndmﬁhreﬁoogerdfdast;m um 9 35 hydr oxi de in 300 nL of water and 300
L 48f dlsewaﬁesa! E‘E‘Ve f| I tered at 100C and the organic
ey
aloge

ldiayteirl : eméé:sa. ddrs! t%fé%&%%rb&%“ éﬁ%g%Fﬁﬂ hylr%e)st |

iid da
poi Nt d&er tbéHleQertd duRtn F%Esmhhﬁbd?@dad%lkoxyrest A sol ution of 33. %- iﬁa
st éngt m3mnbmlecaltpxi/resn 90 ml of dichLoromethane is added dropvm se to .

solLut i o®ingf dgnﬁqjteom gqqema%%1 é@,ﬁﬁ(@mt iupp ggoarﬁprecﬁm Wasserstoffatom oder einen 1 3C-
leylrest und =

n die Zahlen 0 oder 1- darstelit, - : : : :

sowie die Salze dieser Verbmdungen

50 3. Verbindungen der aligemeinen Formel | nach Anspruch 1, worin - '

R1 und R1" gemeinsam und. unter -EinschiuB des Sauerstoffatoms, an das R1 gebunden ist, einen
gegebenenfalls ganz oder teilweise durch Fluor substntulerten 1-2C- Alkylendloxyrest oder einen Chlortn
fluorethylendloxyrest :

-R3 einen 1-3C-Alkoxyrest, : -

55 einer der Reste R2 und R4 emen 1 3C Alkoxyrest und der andere ein Wasserstoffatom oder einen 1-3C-
Alkylrest und

n die Zahlen 0 oder 1 darstelit,

sowie die Salze dnegfr Vgrbmdung

4. Verbindungen dezr nach Anspruch 2, worin

60  R11,1,22-Tetrafluofethyl, Trifluormethyl, 2,2,2-Trifluorethyl oder leluormethyl

R1’ ein Wasserstoffatom,

R3 Methoxy, '
einer der Reste R2 oder R4 Methoxy und der andere ein Wasserstoffatom oder Methyl und
n die Zahlen 0 oder 1 darstellt,

65 und die Salze dieser Verbindungen.
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10 dichl oronethane at 0-50C, 250 ml of ice-water are added after 30
m nutes and the mxture is neutralized with potassium bicarbonate. The
dried organi c phase i s concentrat eERK166281Btind the residue is
recrystallized fromcycl ohexane. 53 g (90% of 1-difluoronethoxy-2- 15
met hoxyswmiodmmal@e(nahm Fod@el4 BtB)Ansprachdowvesimed.  This i s hydrogenated
and ace |tmde RY m ? p@elEjga jul desy Sauerstoffatoms, an das R1 gebunden ist, einen
N- ( 3- DPERSIRE 2? E"HQMF Mﬁh\éﬁ?l"f\é{&%ﬁ%{ﬁﬁew (mp. 129- 1300C) is
obt gi ne nitrated with
33 21 2%‘ﬁﬁahaﬁ/gﬁgﬁﬁéﬁg{'ﬁ"ﬁfﬁ"r" ?ge%{:’la%e Flﬂ%ﬁgc h%égvaﬁo?rrgtgﬁa%t%g}do- gously to
t he abowed dua§blzweseoherbmuhr(gsn Di f | uor onet hoxy-
4- rret hoﬁ NVerbindungeihegs émmé' gaeh glnemmr M%@e i Q'Sébwammed'e|2nh'@9m¢emet
yi el '\l;:saure i e C1 FUTRNAG F Gostdchd §8isish p’ zzr?n f
- metRang), yrkindupgen,dera T oL R ST Apbrochd, B e o e 28R 3 sltpurs,
: at roomst\wmﬁ{uaguﬁsge.j,s}ntal.sbamuppeibaeuzhdgwe is concentrated in vacuo and
i ce- wat eﬂ(o,amimgphmruynaﬂMeltlwlsam\d] Birilusrohgthdxyl- tH-pddzidhidaeolgi ve 5-di -
f | uor om@tl4& V'Z mrr"!w*)mthﬂsvlﬂyl](W'ﬂuwmﬂmowzﬂ!ﬁ'ﬂ@)'z'@@aZQ' n 99% yi el d.

€) " é%.’» 0 hox M?’ ggﬂf ‘g]%] x*{tﬁggéi benzlmnd'gz nzpf et hanol

over fe odﬁ',n"gt &éﬁy R e T ST valotd LI L dacCe Wi th
ExarrpLe u&i—ﬂren séhe

3 f Luer Vlmalhl'wﬁyr Hermetlmmn |Qlé]k0|8hﬂﬂ§fhﬁﬂ¢dl3ﬂﬁ&ﬂiﬁhedl Forrged | naghdAmsphuclol iutle itoén
m @0 23azepoipgdarch dekepargighnet.idefimamr e obt ai ned. f) 25 g of the above

. canpound Meieentelentimifacle gpr peeisen frsmeldiamit Heaindariisierith hi ocar bonate in
@ordance W th 36 Exa,npl e Zle. 20 g (89% ofgsthe title conpound of
mp. 280-2820C (&4 orrp' tionf; fromisopropanol) are ¢obtained. 28.

. 5-6f | uor onet hoxy- 6* rcapt o- 1H benzi npglaz R4
1-Di fl uor onet hoxy- 2- B p. 7600/ 10 5 KPa; nf0 = 1.4340) is
obt ai ned analLogous gol
chl or odi f | uor on®t-Rane.: 38.4 m of 100% str nitric acid are
adged dropwise to 30 g of t he above conmpound in 300 ‘of dichLoronet hane
at -100C and the-nixture'fd stirred 10 at -100C f&f'1 hour and at OC for
2.5 hoedes. |ce-water is added and the nixture is rendered neutral and
chr ora- bl Bryrigyiseacle gRr@lioemeinep Sorgel Vit Mereamtgpicolita®at e/ cycl ohexane (4:1). 34
g 3 an oil are obt ai ned, \4,h| ch contains about 90%naf

I fl uoronet hay- b
1 di f | uor onet hoxy?

rufy . ) 30 g
of the above m xtu y TAt'ed and acetyl nal ogously to
Exaapl e 2la. Recpystgl Non from tol ussien (65% of '
di f 1 uor oREtPhoxy-3- 20 fluorophenyl)acetanm degf” mp. 112-1130C. d)
22 5 L of 100%strength n|tr|c acid are added dro%yyl se to 20 g of the
[

@e conmpound in 200 ff¥lf di chLor onet hane at 200 n the course of 30
f

C—N (Ni trobenzene (NVR2
h
Z

tesdeand the mixture is subsequently stirred at roomtenpera- 25 ture
_ 15 RhiPhenylengiamineyer phgemeings Froweg\ mitiAmsisgopuisrervaten Neny| ) acet ani de of
“mp. 72-740C (from cycl ohexane) is obtained in 89% el d anal ogousLy to
Exanpl e 27c. StitR{ ngAWL h ¥yl hydrochloric acid in ethanol at 600C for
‘several hours givesy4-di fYfuor onet hoxy-5-f | uor o % aniline of mp.
95597.50C in 95%vyi ) | anal ogousLy to Exanpl
4-di f I uor omet hpxye A\ NH2- pheny| HEC-54f

ochloride in 85%

yi el d. Deconposi tion fr om 2100C. e) 15 g of the” above conpound are
‘reigted with 11.8 g V1) _ Vi),
umsetzt und gegebenenfalls anschlieRend die nach a), b) oder c} erhaltenen 2-Benzimidazolyl-2-pyridyimethyl-
sulfide der aligemeinen Formel Vili
.60
65
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35 of potassium O-ethyLdithiocarbonate in accordance wi th Exanple 21le.
11.1 g (84% of the title corrpounctpbmszg-) B15- 2760C (deconposition, from
i sopropanol ) are obt ai ned. e
2, 2-Di f Luoro-5H E1, 33- di oxol oE4, 5- f3ben2| m dazol e-
4-am no- 2, 2- d|fluoro 5-nitro-1, 3. benzo- dioxole in B00 nt of methanol -are
hydrogenat ed over 0.8!g 5 10% strengt h pal ¥ Edﬁarcoal ina
circul at ory hydrogenat NA : s under atnosgheric fpressure at room
tenperature, 2. 5eqU|va ents §f. Srot ety | ori de solution are
added, the mixture i s AN “dNm'he solution is comwentrated in vacuo and
i sopropanoL and 10R'-8t her Adre added to the residue to give 35 g (97X) of
2,2- difLuoro-1, 3-benzodi oxol e- 4, 5{ditam ne di hydrochLoride of mp.

2326 2330C (deconposition). b 24 g of potassium O-ethyLdithi ocar bonat e
(re- MW"PJ@M"#'P@WWP anol) and 9.2 g of sodium hydrox- 15 ide in
55 nmL of m pound in 300 nL of
et hanol d)aﬁaz'mﬁazorlﬁ&etrglrgggfé%iogmgéﬁ tmttppﬁd'ﬂ%w ?n(r?g I!00| nt under reflLux for 15
hoyss. The mixture js pogred onto 1.5 | of water, brought to pH 14 with -
sodi um hydroxi dg g8 ™iom,_clarified with aigi Ve, 'arcg{i 20 and
precipitated wt Nt rZ,\_éEcp L@r ochl oric at he influence of
heat and the prek g i6 fit- tered off wth suctffon in the cold. 24
(9359 of thgy rrpod‘nd of mp. 365- 3700 osition) are obtai ned.:
25 30. 6, 6 7- Tr|fluoro 6, 7-di hydro- 1H E1, 43-di ofi no[ 2, 3-f 3-
benzi m dazol e- 2-t hi oli1%) " - Anmixture of 39.5 mxiof 69X strength nitric -— -
acid anq% 46 m of 97%strength sulfuric acid is added dropwi se to 50 g of Nwe
3-? por.o- 2, 3. di h i 50C in the course of 1
ho%f T’Lge"l" ')r?"v dera' P?ﬁee"é%"?g?géﬂ? P?géli%ﬁg%?en)gﬁ 200C for 1 hour and at
400C for 5 m nutes, poure onto 200 g of ice and Bktracted with :
di chLor omet haRk_ang#tNqe traet is washed with [, dried with magnesium
sulfate and di sty }c_g ;35 58 g (948 ‘ure of
2,%93-trifluoro-}J dr #£ 6- mtro(and? ni tjr o) - 1, #- benzodi oxi ne of b.p.
68 50C (0.1 \" .-.1-- 2N 1.5080 are &bhtHimed. s chromato- D gram
with a 10 mTtused silica colum (Chronpack) shows N 38 two peaks .in the
ratio 2:3. b) BP‘? of the |sorrer mxture ap@ihydrogenated in 400 m
of 3t hanol over 0 m on- charcoal under

% st reng :
at nosp \:b’% "feesl' s 83%25 ﬁf Ei't'ﬁf‘at ory hydrogenati on ‘appar at us,
the m x enﬁ talfaﬁw'iwé(‘f t Httﬂn 118 s AGuiCHIHE BiRES Mt @Itdnts syeheuid  30. 5

g (100 /%1 ' R2, 30M Jhd Ridre ibl ARspaich aagagameaaeheamagnnmyen
2, 203- tnofArmimne'z edthalidny @incodér me!bewzmukq;mmé'nanechcﬂmem mdme ren der A"WucheI

. mixturbeis éfmdiﬁde'!s'hga mrraa!‘eloa'ec igﬂ [l agi L] §,18C) fi

s .8 un hre akol u

I s addﬁrc\]\:l (ﬁ; é'dlp nem ﬁ%’ 9 VorP ﬁg Hﬁgé‘ﬂﬂs M en?@%ﬁ&ﬁ fram und

m Xt ur g ey ﬁba &gf% hdeRstuRSekrétionlbe@henrat er 1s ad the m x

turg 1S 1§tWer uaé voil) DfaikoRypyrdinenl hdth anean dert Arapdiohes &rbls 8 sindliilgén bhamialwlofglsnmb‘?-
Vacuo. verirkglithent Sbikdnz airi Herstetiunn vtmLarzne_l@meénéurqﬂl\?e%ehwﬂ'g‘gofmddmﬁ' a’d?l?h@jﬁ’“bfl‘(m’a

M xt ur Kragkheiterodésd¢asend wndnsiet BATR §PieiGhon Kraphertey, die sy eifes grholiten yegengyuresekre

14 m qu [ uo?r;[ul; o Eihﬂ(“ﬁ t%o@g-&rldgjn%%wls\mlqvﬂ {H-benzimidazol und seine Salze.
50

thiol a) 30 g of

wi

55

60
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~ 60 nmL of dichloromethane, are added dropwi se to 17 g of the isomer mxture
of the acetamino derivatives, sus-EP®16628281 n 200 nl of di chLor onet hane,
at -60 to -80C and the mixture is stirred at OC for 2 hours and then at
roomt&ma&mﬁ@edfne#em\'gmagsstfﬁhﬁm xture is poured onto 110 g of ice and

t he organjc,_phase e r,and concentrated in
vacuo. ?%é'a'ﬁsgf“adsfs?é 'P(Vf@) g 5’5""?’?"} ecr a%?a'r '?ez\ggF 9bm 20 m of et hanol .
15.5 g of a mixture of 6-acetam no-2,2,3-trifLuoro-g3, 3-di hydro-

7-nitro-1, 4- benzodi oxi ne and 7-acetam no-2, 2, 3-triffuoro-
2, 3-di hydr o- 6-ni tro-g+4- bepzodi o'}<i ne are obtagped p¢ 14.5 g of the
above product m xture™s o5 Hed 30ﬁm 80 ml metjfanol , and 30 m of

Miodi um hydr oxi de sol ‘ sdrapyg-sedwhi | elwarming to 300C.

m xture is stirred & o er 0.5 hour and

poured onto 200 g ef-¢’ce ™™ ive 11.7 g of a nixture of

~*B6-amno-2,2,3-trifl uoro-2,-d| hydro nitro- 35 1, 4-benzodi oxi ne and

7-am no-2, 2, 3-trifLuoro-2, 3-di hydro- é nitro-1, 4-benzodi oxine. A sanple is
ﬁ%rq,;@g on a silica gel colum wth cycl ohexane/ethyl acetate (4:1) into

t WO pUr R1 biRéN GRS oddk b ieb&l@ dRfhHudr %Qatﬁe&&h—ﬁﬂﬁk%ﬁ oder éinenhicPdiftdmdiByireSt

t he NMRdspectra of which on a 60 instru- nment in deuterochLoroformare
vi rtual By einYéasserataff- odey Ha'osenatomoTrQ'ug'mrhvt misen hdkralkyleasheder ms&aysebeawéalhmm-
QQDﬁt ei I’H)egdﬁw dUFlh F]’E?rﬁ ?flal'l}tl:r scé aueg léﬂ(air?r 5 SURQEH IS? einen -
DI €55 Woettnihtall hnd ofilbt%m.;@la ipechil® dog Oatirslclips a‘iox,;rggt g

2_.5 hGlibfethyledBiofkesPardelny dr ogen ch or| de i n net hano are ad

¢t ur eR3 @ndni1F3Coklekyresthe filtrate is concentrated in vacuo and the reS| due
| S25t i r eingt der Raste B3 qm:l R4feinep He3C- Alligcylgstglr@g@/@mgge e@fWasserstoﬂ‘atom oder einen 1-3C-
2,2,3 ﬂ“f‘ﬁ"F ‘?oo 2d 3: q 1, 4- benzodi oxi ne- 6, 7- di am ne di hydrochl ori de
(mp. > ée" et i%gga hnet, d B.m%Q 5 m of 4 Maqueous potassium
hydrOXI wbeaﬂ.rmaazare@eaﬂrézgaé {héh Forind] 11 @it HiddBindabion wonmpound and 8.5 g of

SSi um 0- et hyLdi t hi ocarbonate (recrystalLized from 15 isopropanolL) in

'120 m of et hanggll and the nHxture is heated to the B i1ing point under
reflux for 17 hOuxs. 'ﬂture is poured onto 300 of ice, brought to pH
12-13 with potassi hydr XI solytion, clarit® i i ve charcoalL and
pr§§| pitated with hydro- 20 chLori Renewed
preci pitation g ? frofh al kal i ne aqL?eU% solution gives 10 ¢

(9399 of the title conmpound of mp. 309-3100C (deco OSi tion). K> 31.
6- ChLoro-6, 7, 7-trifluorpn, 7-di hydro-|1 H EL, 43- 111, -
- di oxi n@EsZ, 3- f ~benzi m dazol e-2-thiol 25 a) A i xture of 18.3 ' m of

65% StT g HahAimidhiold dor AifgeReBFkReIdV it Mafrca?%,{@camreeogt h sulfuric acid is added
aLN;vp-vmseto 1890f 2-chlgro-2,3,3-trifluoro-2, 3- hydr014-

extr8cted with msthyleng2 | orgde to give 2139
,3}—4-Lz'f'l uor o- nitro-(and
7- nltro) 1, 4- benzo/g Quds an oil. D)ys eny—m oi L.yim xture of

2-chl oro-2, 3, 3r-07 f | UDVO- 2, g di hydro-1, 4- benzodl&n Z6-(and 7-)amne is

bbtained 35 therefrom in 95%yield anal ogousLy to 'Exarrpl e 30b), Wich is
rested quantitatively $wigive a mxture of the cort¥dspondi ng acet am no

po%ed onto |ce
m xture of 2-c

derivajgiyes in accordance with Exanple 30c). - 40-
c) o- Phenylendlamme der aligemeinen Formel VI mit Ameisensaurederivaten Vil
55 RY'" N H -_
( : R2 (m.
NN, ' HOOC-S5~CH» -
60 R1-0 \ N
{vl) (VI1},

umsetzt und gegebenenfalls anschhe&end die nach a), b) oder c) erhaltenen 2- Benzlmldazolyl 2-pyridylmethyl-
g5 sulfide der aligemeinen Formel Vill -
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C) 19 g of the above mi xture are stirred in 190 m of dichl oronethane
with 16 m of 100% strength nitricﬁé‘dﬁw’bépe reaction product is
purified by chromato- graphy on sil means of cycl ohexane/ et hyI
ace- 5 tate (4:1). 15 g of a m xture of 6-acetam no-g-chloro- -
2,3,3-triflLuoro-6, 7-di hydro-7-nitro-1, 4- benzodi oxi nd and

7-acet am no- 2-chl oro-, 2 3, 3- trlfl qoro 6, 7- di hy d4,0- 6 romsl, 4- benzodi oxi ne
are obtained as a paI C oW 0] d) 10. of 30% strength

sol stion of sodium 10 nEthyLafe |‘;2%m§1an_qgﬂ dded Jdropwi se to 14.5 g
00 mNof et hanol at 50&

of the above m xture.in m xture is stirred
for 1.5 hours, vm'th U COON Houred onto ice, neutralized with dilute
hydrochl ori c acid and extract ed vvlth dichl oronethane and the extract is
congp 15 centrated i.n vacuo. 12.7 Yy t*a nixture of 6-amino-2-

chl or ooﬁ'diBr,tBnd/BcieﬂlnltﬁHSbla%,ﬁBerd:iH&ydro 7-nitro-1, 4-benzo- di oxi ne and

7- am no-ogehBoren- 2, 3, 3-tri fl uoro-2, 3-di hydro- 6-nitro-1, 4-benzodi oxi ne are
obt ai ned) Benzimidagelg defallaererinpndarms X mipRyridipflerivatenX 12 4 g of the above

m xfure are hydrogenated anal ogously to Exanple 30f). 12.6 g (99% of
2-chLoro- 2,3,3-trifluoro-®; 3-di hydro-1, 4-benzodi org ne- 6, 7-di am ne
dlhydrochlorldé’ G alnéd B) 12 4 g of t above conpound are

reacted with 25 pytafi um O-et hyLdir r e and pot assium :
hydy oxi de sol utio an}"én%{‘l‘o Yously to Exérrpl e. Ea 9.6 g (74% of o~
thé®title co 04 i p>N288- 2900C (deconp %on) Are obtained. 32. .

2- Chl or onet h I-45d|methoxy pyrldlnlumchlorlde a) -~
2- Chl or onet hyl - 4, 5- di n@Xhoxy- pyri di ni um chl ori de 3t¥. of th| onyL chI ori de &,J
di ssol vedt in 10 m of methylene chloride, ‘are added dropwi se to ‘a solution,
coc¥ed tedSylnvidsrivaie dergligemeinga fermphdimitd- E'@"B"Qﬂﬁ"ﬁé’!%‘bxy pyridine in 40 m’ of

. methylLene chloride in the cqurse of 35 one hour, thg reaction m xture is

then stirred at &200C 4 hours, during which it be¢omes red-colored, -5 ni

of tol uene are addegZandNHd mxﬁure i s concenfgat om ppletely on a

rotary evaporat or (B00c/ 5 nba})—s YThe oily due i s dissolved

in 50 m of .o\\g, iy “and the sol ugigp,d Iarif ed with a Little
Tonsi V.1 filteked and Yoncentrated again. The res is taken up in 10 ni

of toLuene and the solugkpn is made to crystalli zeud‘;t,h 5 petrol eum et her.

Aftar cooling in an ice-bath; the pre- cipitate is filLtered off with
suct i onmsaﬂashlegbgnbw&nfpﬁﬁtan5¢fd)¢mmr‘ectl¢1%a12ea|bdrfmugbel4 6 g (70%of theory) of

the ti tI E@"g e ﬂﬁafﬂﬂ'éﬁ“mat hoxy- pyri di ni um chl ori de are
(Z)b}ji:jpg géqgn %o“*;eya"pyrl ‘t u gR;IOS?‘GQZGQSO% ul?o)i n die oben angegebenen -
- h ’ . : . ) :
4, 5-di nHtMayireB:aaiA‘n#brpw1 Ao 1- OXI de are netered into 60 m of acetic
anhydri &g e-mgmdder@bgmend gur¢hduor substiteiegén BIC-Akyltesiexsier ginem Qivorditiuormaittirest,

that 15 mt. Eﬁ:(fgg ] gg grstorpTrif e‘aﬂoﬁi'@?“ﬂﬂ"(‘foﬁkv'w%ﬂ’@r"“ﬁ“ pegebpponfalisganz '-\.
S

mi gt e8d em Htpierden s 'H‘B‘er? distilled off in vacuo and the:

oi 'y dargfpe 9§r' d?hA effes PAEIAMokyfest QRS st shaefe éumWa'smréi‘&ffMﬁ 3b& einen 1-3C-
2- acet awywat dngl - 4 5-di net hoxypyridine is stirred with 80 of 2N sodi um

20 hydr cvdlejbhbolotsrﬂcrdrdaatelleooc for 1 hour After dilution vvlth 80 m of

ﬁﬁr Vertsh ePr'i h Angprugh 1, A0S x d e| t Lines WI
R R e gl B e it e gz,m%
wth 1 LoX1 de so Ut on ri e concen Yand®
crystal |R3I’t&|,en lD-BO-\MldoS;hethSl due is recryst aI I i zed from
einer der Reste R2 und R4 einen 1-3C-Alkoxyrest und der andere ein Wasserstoffatom oder einen 1-3C-
55  Alkylrest und _ :
n die Zahlen 0 oder 1 darstellt -
4. verfahren nach Anspruch 1, worin '
R11,1,2,2-Tetrafluorethyl, Trifluormethyl, 2,2,2-Trifluorethyl oder Difluormethyl, .
R1’ ein Wasserstoffatom, :
60 R3 Methoxy,
einer der Reste R2 oder R4 Methoxy und der andere ein Wasserstoffatom oder Methyl und
n die Zahlen 0 oder 1 darstelit.
5. Verfahren nach Anspruch 1, worin . Co
R1 und R1’ gemeinsam und unter EinschluB des Sauerstoffatoms an das R1 gebunden ist, einen
65 Difluormethylendioxyrest oder einen Methylendioxyrest darstellen,
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toluene. 14 g (74% of theory) of 2-hydroxynet hyI -4,5- di net hoxy-pyridi ne of
m p. 122-240C are obtained. c¢) 4,5-D nethoxy-2-nethyl pyridine 1-oxide 20
m of a 30% strength sodi um net%.‘]dagw ,[I on 30 are added dropwise to a
suspension of 16.9 g of 5-metho hé 4-nitropyridine 1-oxide in 170
m 06@)@9 rrethanol and the m'xture |s stirred at 200C for 15 hours and then
at 5 6 our S, car ef ddition of
concﬁﬂi’rggﬁ ﬂg’f‘ﬁ;rg&" ?’8 i ?'Iaé'd%'S tvxbss%%m&}/t?ﬁ' age etf'ﬁé’ "hixture is

con ce%ﬁaﬁradzum RtelIBT VoK VeibindaNndenaet ar,!emym&{ ;rornhemgemmp.%@e% Worif k1 /AL kY] ene
£ hIR3r e R4 tdie in PaSrudi ¢ angegebeteancBédeutingent hitieered ofdie AR Ovibeddutdtobadingh ar e
ad dzelermerichnbie dag map r'\@erﬂia@tq?smmao&tm afigemeinen Faomel lipiy ﬁeslg!da@\atqn I uinSet2t g

( hll 5 3on tlon in ormel nac spruc rw%ng 1 as
M@edahrggﬁ% el b&ig gtfgs?E? utu g ?ﬁﬁ q jhlp l&tleH n%g

CO'FQr en haben und n die Z2ah! 1 bedeu et, dadurch
Xélc emht\y&anﬁd:él aialéﬁmﬁ-abﬂlynz‘-p d?)méiiﬂll fide der aligemeidenlFddm@ VIIi oxidiert
5 rmabegqbeeenw's hiydchiiefert indielSatzi mitdBasendibediter.ed i nto 35 m of 65% strength
n| t r$ cV%h'G" ZWaHﬁ'EG"‘!Rs WO Ozneimittginndadyeoh gpkennzeiphaet. tded "t'@nPe? Yethindueg dehe
er;h 'q “‘i"u é’dab&?e"%@t',““g?ﬁ'é vfteplighes iSelzs#avep duit finegooc
rrrt?ze sc f ew? e

eomﬁ%ﬁh ST BB oI ARG IR DehO
br Iznﬂdszbeu«cea&ﬁehoshutea urch gekéliﬁ té&d éas[( stmua%nxﬁﬁk\g'zﬁﬂmg{méﬁm@&.
6 0-diQin&higrio]ld HfhentililazoP oxidiert end déwnsmmkialls;pn lnesehd das erhajueae §-Bifipouted@xpRt 0
306(=§L43metihe’y2%'évl tl'\tbw'f V'J,ré'r' pazifpidazghip ein Sa @@% out is f| | ter ed

ypff o A 1 w& ,éa,.ggﬁ.m mﬁ"%f ;5;.,,. et

urstdimuorﬂ;l@ommpa uro&y-n.ayﬁm atma i MHCB%Hﬁﬁﬁ!Eidﬁtuhoﬁn osani effiHri lodbe ein22. 3

g (eBvditends $die des/ p-Diffucbmetidxpile(33-dmethiatyidsbyridyljmdthyitbiol-1 dibamzindidazcisdie dé freiep.
ZON%MQ'P@“QO- obt ai ned; yellow crystals. e) 5-Methoxy-2-nethyl pyridine
28 - oxi de 120 g of 30% strength hydrogen peroxi de solution are added dropw se
to a solution of 60.9 g of 5-methoxy- 2-nmethylpyridine in 300 m of gl acial

ac atthifhs36i the BéntAOKHg Sthed: BEI 4 DEORR, 66, I0fLI, LUDRLISEAnd the mixture is
subsequently stirred for 3 hours. After destruction of excess per-
3Q:orrpb§|'ﬁ!!@"wf'@ﬂ%ﬁ°tf therpepgralfeimulad nanganese di oxide, the mixture is filtered,
the filtrate is concentrated, the residue is cIaRiifie'd hot in 500 m of

et hyL acet at e, the 30 m xtuge is concentrated agai n and the residue is dis-
tilled under ! 54 gl(77% of  theor yh2-qf HBU‘(ROXV 2- et hyl pyri di ne

34 - oxi de are obtal as r 1 dly ﬁé)i‘ldlfyl ng| oi | (bJp 1300C); mp.
80-840C. f) 5-Metihoxy- 24|net %SGH—HQH;% 150 nlL of

- 3- hydr oxy- 6- nett;y*mrld'ﬂs\@ e netered into. a&i wTon of 84 g of potassium
hydr oxi de i R400 nlL

4course of one hour. After renovalIdf the methanoL on a rotary

ev ayheredi or 213 of met hyl iodide, dissolved in 100 nl of dinet hyL
\sul f Bk FQ;Pées%PFea 'dfadm\h which Vi eprapletsty| ¢ neyedanipantly substitideq R fluatine; iop?

Y
i 0‘5 L Ba A0S 1 Rhio QQMW&!S’&%?HQJ ??E@%k@:orla% ap g L3Calkoxy =
451 Shdi J; acm; opti rn.ﬁy 181} bl préddiihantif ¥lbsftuled By AGHE B/ OU I'n"the extréctor
Wt hrR1TRAdN H1E RRyettal, ouw: thﬁ:ﬁudn tdiexheXdxygebt atbd W@OREIEK tR1aik edmd&B rgpré&e aof-2C-
t headnge)wecbéxvsam vbixly is-dptionsliin gomugletelion eartly substituted rhe diuerineaoraodhiprétatieragithy)-
enedioxy radical
R3 represents a 1-3C-alkoxy radical,
50 one of the radicals R2 and R4 represents a 1-3C-alkoxy radical and the other represents a hydrogen atom or a
1-3C-alkyl radical and '
n represents the numbers 0 or 1,
and the salts of these compounds.
2. Compounds of the general formula | according to claim 1, wherein
55 R1 represents a 1-3C-alkyl radical which is completely or predominantly substituted by fluorine, or a
chlorodifluoromethyl radical,
R1’ represents a hydrogen atom or a halogen atom, trifluoromethyl, a 1-3C-alkyl radical, or a 1-3C-alkoxy
radical which is optionally completely or predominantly substituted by fluorine,
R3 represents a 1-3C-alkoxy radical,
80 one of the radical R2 and R4 represents a 1-3C-alkoxy radical and the other represents a hydrogen atom or a
1-3C-alkyl radical and
n represents the numbersQor 1,
and the salts of these compounds.
3. Compounds of the general formula | according to claim 1, wherein
65 R1 and R1’' together and with inclusion of the oxygen atom to which R1 is bonded, represent a 1-2C-

met hanol and 500 ml of di Met hyl sul foxide in the _
43 - ™
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. are olgh

33. 2-Chl or onret hyL- 4, 5-di net hoxy- 3- net hyLpyri di ni um 10 - chl oride a)
2- Chl or onet hyl - 4, 5- d| nmet hoxy- 3- nmet hyI pyri di ni um chl orgm nﬂm "n
theory) of the title conpound are g bEQﬁﬁ colorle m m
procedure described 15 in Exanple 32a) by reaction of 2. 7¢gltof " s

2- hydro&&yﬂetﬁ- 4, 5-di rrethoxy 3-met hyl pyridine with 4 g of thionyL
chLorid c N, L of 1 hour
and af tgg'éergaemé ﬁ%{ﬂzﬁtj o #}&Oﬁ%{éﬂr Qﬁieﬂ: in %%s%fsho‘?fsfac‘)r%ﬁ%b ﬁethylbgga ddition of .
10 m o8. Vedéhuemnay Ha@teuurnervawuérbmauﬁgb.edémndre,ﬂeeiaeF&hieurdademaadclex%ﬁs R, H10RYL

chldr |ﬂ§eufb§/ R’éhd;tﬁ |"1 F\ainﬂmh 1 ﬁmvbﬁnemeeﬁmurma y diabens upt @-die iZphlt Gibedeulsy, dadurch
filtr 6&3,« olﬂéer emgpenl@gnggmt Plgylmdenvaten Il umsetzt

21y Srl!i?ﬁi@" s 'fé Wg% ?ﬂ%ﬁ%ﬁ%ﬁm st an

acét i cgelmh;alhhneiedammhineheczgaérﬁmd&ol{ae pyrigyinehyla0iEidé der aligerheihén rcﬁmélhan os?:eiart
cent ra!'édeme'&"faﬂ!w hermpmqe Selze miTBseniibeyfihmsi due, whi ch consists of the

t Véf’éhfz" CAefSigey P Apnejmittgin. gipdhseth gekpnrze ping Vetbindung dered
i 30 Gigerignen Torgl U quég%,gg i ador iﬁﬁ”&?%&?@"f‘ﬁ"‘gﬁw = gitan it elope
1 spext r@-CV%hre'i\ 2@ HeR&NAYI vo |5‘§1ﬂ§6rm3§|ow 313 ABinidtnoR-2- Hﬁfdbyrhﬁﬁkﬁsuﬁmbl?m Hen-

each tzimignzolt dng setwebiSakzeh, aladrth gekah@siebnes ! daRVVBENS Diffubvim@thoXy- PMpyri-
h dr 0 ﬂFeetBﬂthydrﬂﬁtbPW'd#pi cxidiegtrwdd gmetrmmieehsamweddelasebaltdues Dslu@'membsﬁh

'y S G

1-3.4-dimet ypyr@ WIE l ldazgo%

“iof) 4, B-Difluserhérbony -2 (33 diinBiBbaly\2-giyiBy ey ItRb B1 béias.ai.da inNein Qamtub ahEobt eine
chl or iethaitereg '20¢esn$ -Difinoronethory-B 3 dimethiozy-Zovrilymethyithibd-AH dezingid szols h \diea frelie

t hg. 5 Verhingupg @erfihtt i rred first at 200C for 2 hours and then at 400C for 4
hours. After addition of 20 m of 5N sodi um hydroxi de sol ution, the

m xture is washed three tines with a m xture of 5% strength sodi um

t hi os Cidims eorsied Cuintraning Sthtds Y8E CHEDE) FR, GBOM] LnoU; NLBENat e soLution, the 10
aqueous Bhase I s back-extracted twice with nethylene chloride and t he
cottbi neldCiskgamyridings ke oentee! tarmiall over nagnesi um sul fate and concentrat ed.
4.6 g (66% of theory) of 4,5-dinethoxy-2,3-dinethyRpyridine 1-oxide are
obtai ned. The Rf value in nmethylene chLor| de/ methappl 19:1 is 0.25. 15 d)
4, 5- Di met hoxy- 2, 8314i ne Ipyrlldlne74g (74%eQf #hewgy) rof

4,%- di met hoxy- 2, 3- et h yr| di ne |"e obt ai nfd as ajjcol orless, gradually

crystallizing 0|4 m p. -3 re descri bed in Exanple
32f) by reaction \18 20 hydr oxy 4- NoxXy- 2, 3-di met hyLpyri di ne
in-50 of dl-RmethyI IfOX|def|rst W|th3693‘f sodi um hydr oxi de and .

HﬁmwthSQSgof met hyl i odide. ‘d).

5- Hde)R in4- et hox 2 3 di et hyl gyrl dine 1, Q00 g of '

4- rret? ;gfeorm r'?‘!ﬁahé'h dﬁuca@P'z!s*'Vaiareprmr@m@lv|snleayn@ecl by fflugrinet pca
~anhydri o Q¥ Z hoyrls whi Ihq st 3E |n,gr and th1e ture
I&ssubad-ére 9 o§£| cB:% eﬁ-ty ofaﬁﬁgrﬁ@tﬁly suo‘: elnﬁet ﬂﬁorl?. P AE Rt U%é;;"a(s

al | ovxedntmdcanltogmlen with GRaEin 6ft 8d a9ean stoml 16 ah.cl?(i( IHondgdmireréudnt Be-2c.
“resi de'éV'F@dtOh\endGalswh'dhl ieoptignalyrco®pletelyi @ Damip awbstituteiddy ffiperiei @ chiotdtrifarolveihvi- ng

range® %ﬁm xture of the internedi ate 5-acetoxy-4-net hoxy-
2’5%'(:“ E%% cdfs
T enmov alé’rﬂid

B O oo B it oBRMM PN R o
n represents the numbers 0 ori,

and the salts of these compounds.
2. Compounds of the general formula | according to claim 1, wherein
55 R1 represents a 1-3C-alkyl radical which is completely or predominantly substituted by fluorine, or a
chlorodifluoromethyl radical,
R1’ represents a hydrogen atom or a halogen atom, trifluoromethyl, a 1-3C-alky! radical, or a 1-3C-alkoxy
radical which is optionally completely or predominantly substituted by fluorine,
R3 represents a 1-3C-alkoxy radical,
60 one of the radical R2 and R4 represents a 1-3C-alkoxy radical and the other represents a hydrogen atom or a
1-3C-alkyl radical and
n represents the numbers O or 1,
and the salts of these compounds. -
3. Compounds of the gemeral formula | according to claim 1, wherein
65 R1 and R1’ together and with inclusion of the oxygen atom to which R1 is bonded, represent a 1-2C-
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2N sodi um hydr oxi de sol ution, warmed to 500C, in the 35 course of 30

m nutes. The m xture is stirred at E%:‘ bl clear solution is forned-
(about 3 hours) and is allowed to cool I'S extracted three times with 1
| of net | i de each

i e, - SileraiE o S'Pﬁarﬁ°@"B’t?é{§8%’“%1?‘&"8&8‘1{“‘6&"?‘5&‘?%8" {9rGE b ehor g oprog-
I N. sodi urﬁgh% gagglm@gikggylrmaeach time and the conbi ned aqueous phases are
t hen br ogabf therapichls RDandi mhedtéaeﬁtseomcembmawebl Biydthe oth®r refrigdentsi athydGhéh atdvh bie
stiréi nt;3CaﬂNteedmland whi ch has pre- cipitated out is filtered off, rinsed
and drief" se ﬁlhe Qh‘t"sﬂ/@ig 5- Hydr oxy- 4-ret hoxy- 2, 3- di met hyl pyri di ne

of mp. iR PR N:Ffl QLaELILR 3, 4- di met hoxy- pyri di ni um
chl ori derifh, pr nts et peap rdglsm_ é@!é‘nﬂlﬁl‘dsﬁ'}ymru%&mn@{hblde 4.2
g\ (98X oht'tré;ﬁénreyt)samtldrbbuaatmﬁl e corrpound are obtained as a colorless solid

of mp. B.Sn?—pm@!){)n wexyo ) by t-he procedure described in Exanple 32a by
react - i ofN%Y ?f?’g‘fﬁﬁ'?ﬁ’?f\‘ and Ahe pthRsrapssepnss # hefregen giofmer meghy! ang
of th|on|I| {ﬁf&f i '&9& ;of methylene chloride, after a reaction tine

of 355 gtufoapam@sa th€e erMﬂ@lﬂfcom Ko clbi®, WherglgScr i bed in Exanple 33a.
b)  2- Hy i eud/RE tdtigthen withdidusioh ©X yhe Yokydah am olveticharids Bendas, represtht & BlfIGESnethyI-

hydrOX|thdlswladlcﬂgrammylermd@xrgradlﬁ:alz acet oxynet hyl - 3,-4- di net hoxypyri di ne are

- stirred W f%ﬁf‘:ﬁ PXyg g’ﬁ’ Q ogheneous sol HJéon forms frogt -
i gpal § g@eﬁg 83‘ ,&ﬁsgrfsz‘ S0 el SRIRSP A2 PYLoasp PIEY el bl S ¢
and 1s ggiﬁg 4hg§g°|.ngg.§,dg\n th 30 mMl of nethylene chloride each tinme, 25.

t he conbs rradqpemgsz thepjeasraifomiuta Naz6diaidlg tabriacof Gialnis 145 EMvh@éin @.d3ndYesStinufiber 0, -
hydroxm@twagtdladdltlelasﬂtsu me, dried over potassium carbonate, filtered and g_&
con gnt r t"é’tTP& éhecﬂegf'i"lfP'&‘E”i"()'r?cF‘eg'Pelﬁemles“§laI“?sr‘e'8 wvﬂe'petqemtam@wn@q”

)K'i‘.},f:f h e Wforid) gﬂf&‘&ﬁ?@ﬁn@ % 3, 4-di met hoxy- 30 pyridine are
Obt ai nedy4q, 5531 ﬁdy$) %ls Eptnflé sm&tREX1Hblnzimidazole,
2 Acet oxgi[(eshjthet myme [/ IBRfird1] 3 -t oPd%n BRY-) H-BEnzimidazole,
4;7&“ ne?h(éﬁ Srge%mtﬂ )mdthmbulﬁnwiﬂ(cl.éﬂ&etrarbtomegdxv)ﬂﬂtbemngtz‘obf§acet| c
ahhydri d x oledngt i rred at
O =~ S
e saro St AR T e P AP i Ao,
t he brogmsg har¥ctérBsd Qﬁhtl S d| S- T I'n a ISt hder
g (90% 0#&) mercagtobenzimidazoles of the general formula Il are reacted vﬂﬁl plco'lukwi"lyénvéﬁc H,
'2 aéét oxynet hyl - 3, 4- di net hoxyp ridine are obtained; b.p. 125 1300C. d)
3, 4- Di net hoxy- 2- npt-hyl pysd di ne 1 oxide 4.5 g (25 mmL) of R
3- met hoxy- 2- net hy L-: ridine 1-oxide are stirr
of dry methanol, aft f/addlt }f 4.7,m of 30X st’F?eﬂ
sol pion, for 16 hour Th ure |s t hen cool e r ought

at 400Cin 75 m
jAfh nethyl ate

o pH7 with \./
concentrated sul fu fi Ntered and concéntcrﬂa %r\rp;kel y in vacuo,

the oily, 10 gddéshremduelstaken up in 50 m of t ne, the mx- -

ture is filtered again to renove insoluble constituents and the filtrate is,
conggntgated to dryness. ‘Fhé yellow oily residue crydthliizes on an

| ce- bat hbpiedzimgiatdiesal thg gexdrslaarinald \Dyre sdacted wig murdaptopidoliiies Wf pet r ol eum et her o
(50/ 15 70) at 400C. Filtration and dry| ng in a deS|ccator gives 5.2 g °
(88% of theory) q{,.B d netho y 2- net hyl - o | S i

% l \“/N> sie '32\/\\/“"
] /\ NN |
55 o N
: or {1v) : : tvy,

c) o-phenylenedlammes of the general formula V! are reacted with formlc acid derivatives VIl

o (NN I!lf
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pyridine 1-oxide in the formof pale yeIIow crystals of mp. 111-1130C e)
3- Met hoxy- 2- et hyl - 4-ni t r opyri di ndER 0356 287 BO 8 m of
concentrated nitric acid are added in four portions of 2 ml each to 5.4 ¢
of 3-nmethoxy-2-nethyl- pyridine 1-oxide in 12 m of glackal acetic acid at
801C in the courSe ursy e mxture is stirred at jthe sane

t enperat ure overnig gher 8 m of nitric acizz;l\z a a din three

porgions in the cour hours and the mxture is gtirredifor a further
15 hours. After cq Rimgture is pmu&egi_c(ng- ike (40}g) and brought
to pH 6 with | ®&odi unthydr oxi de sol ution, the by-protuc
. (3-met hoxy-2-met hyl-4-nitropyridine) which 30 has preci pf"t ated out is
flk ered off and the filtivate is extracted four timayrmth 50 m of
hy r [ ases.are
concehﬁlg-e Q%le(‘:'g%s‘ygt %‘Fﬁylgﬁ%‘»ﬂﬂﬁdéQ?thggé%r%?o?mgr 9{;}{‘ ﬁ"Peg FFIICE) P e e
nmet hyl ene chl orlde/petrol eumether. 4.2 g (57%of 3 heory) of the title
co%ound are obt aned in the firm of yell ow CE of p 103-1040C. f)
t hoxy- 2- net hy ide 15.3 g (O %3 | e)
3- et hoxy- 2- net hyl pyrydi ne are d| ssol ved[in 10 m of glLaci al
acetic acid, and 40 of 3 L\/OeSt eng Ggen oxide are added in 4
portions at 800C i codt seNnof 6 hours The m xTwr'e is stirred for a
"f\u#t her three hBuT% and Yhen concentraVI81lted in vacuo (1.5 kPa), and two’
|8'%qk( ngsg et| aC| d ar ad ed, ﬁt he m xture being. conc]entrat ed
. corrp t etet|ono
-co oun§t Re mxéure clf”x rf’égg ‘Eﬁ §9 X?"v?)'eve%g/en The fraction
'vvh?sch dIStI|SRat 12Q 10 |(15Pa) IS preC|p|tatedby %tlrrlnglnallttle

di ethyl ether a e SqLrd.is filtered off and drie 12 g (60% of

t heory) of 3-nethpxy-2- th%w@jg{i og 1-oxide aR (y%l dg-Rn the form of
col orl ess cryst a5 of -~ 7808 15 g) 3-Met oxy 2-fhret-hyl pyri di ne
1%05 g (90%gaf ¢t heo %f - net hoxy- 2- met hyl - Zpyr obtai ned as a

colorless oil by the procedure described in Exanple gf by reac-tion of
13.7 g (125 mmmoL) of 3 I}ydroxy 2- methyl pyridine with 9 2 m of nmethyl 20

i odi de, y ft "}:f ; ofI 46 of 3M net hanol i ¢ pBtlassi um hydr oxi de
sofsut i Sheufiry Haé'lye“ I"B’aﬂ?f' 'Br{”t"]“ﬁ@(' 8t recgrY. Z‘W%'Yﬁwe%?ﬂbl icability The

di al koxypyri dames of the gpner al formula | 25 and th&r salts have

val uabl ephar mac er | es which render the ommercially useful.

They clearly |nh|b|t th se Lpn of gastric && n bLooded ani nmal s,

_ ? nor eover ex \s | I ent prot ectlve acti on on tfe stomach and
intestine igy._ 96 edMni- 30 nals. M T
50

ecti action on the
mach and |ntes- tine is already observed when do

Oo

whi ch are bel ow t he
doses which inhibit a secretion are adm ni stered. The conpounds

accor di ng to t he |nve Yon are furthernore dis- tidgiIshed by the absence
f suﬁgtafg pptionally sehspgen vrmﬂnpﬂss'mthaswwe therapeutic range. "Protection

‘the g TR htnaspt "°ﬁ",h?agffﬂ“§s connection i s understood as the

pr evenrM %rég in Q@agq{mg]gmg eﬁtg’t&h éﬁ@ tinal di seases, in partl cul ar

- gast r ORMIRIS R2,IR3) R4 and n having the meanings given in claim 1.

50 10. Medicaments containing one or more dialkoxypyridines accordmg to one or more of the claims 1 to 8
and/or their pharmacologically acceptable salts.

11. Dialkoxypyridines according to one of claims 1 to 8 and their pharmacologically acceptable salts for use
in the treatment and/or prophylaxis of diseases of the stomach and/or intestine and diseases based on
increased secretion of gastric acid.

- 58 12. Use of dialkoxypyridines according to one of claim 1 to 8 and their pharmacologically acceptable salts for
the manufacture of medicaments for the treatment and/or prophylaxis of diseases of the stomach and/or
intestine and diseases based on increased secretion of gastric acid.

13. 5-Difluoromethoxy-2-[(3,4-dimethoxy-2-pyridyl)methylsulfinyl]-1H-benzimidazole and its salts.

Claims for the Contracting State: AT

65 1. Process for the preparation of dialkoxypyridines of the general formula

29
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-48 - inflammtory di seases and | esions (such as, for exanple, gastric
uLcer, duodenal ulcer, gastritis and stomach irritation caused by
hyperaci dity or medi canments), whi chEP&16628¢87sed, for exanple, by
m croorgani sns, bacterial 5 toxins, nedicanments (for exanple certain anti
phl ogi stics and antirheumatics), chemicals (for exanpl®@ ethanol), gastric
acid or stress situations. Anothef advantage of the c ounds according to
the invention is thelil co atively high cheni ®at apiRkity. _
Surpgisingly, the conp (ng t |)t"he i nvent{ion prfflve to be clearly
i i i ' own fromthe
prior art. On the basi ypyridi nes and 15
t hei r pharmacol ogigrloly ac®eptable salts are outstand-" | ngly suitable for
usenj n human and veterinary nedicine, (ﬁtere they are used, in particular,
for the treatnent and/ or prophyl axis di seases of the stomach and
intestine and those di seases based on excessive secretion of 20 gastric
juice. The invention thus atso relates to the conpounds according to the
inventigR.for use in the treatment and/ or prophylaxis of the
abo%ﬁerﬁﬂ %?ederm ARSIyl ThSicdl WHRIAL s Wdmbldkdi6F Eﬂ'agmi"n%@ts%ﬁst{tlﬂeé rﬂg flBfneOfor 2°
t he corpersddisoramenyidadighl 4 t he i nvention for the prepara-
~nedi canefil seppdserh adydrogegreatoar© atelbgen emtrapitiioamethylDe 1EBCaiKyl fadicalSorod 1-801@lkoxy
aboverré&abﬁﬁ“dpe S'é’§°%’ﬂ§§'¥t %Péel‘t'ﬂ“tﬂﬁmbllss'@fﬂt'@datvébom'v vredl carrent s which /-
3

cordlai oxygen q_ﬁ epresgat Aol-2C- -
th i i é‘faccep ﬁgmﬁgaﬁ g.pe r?é'd‘ t ""ea?'a %r"’é?}%q?'@d“m)"
processa&ruﬁrbsehtsarlesd@n&wraﬂesl se and with which the expert is famliar. _
medi cameme sf the nwliqalsdi2ad B4 egiesenitd a/1-3blkoxg resivaiznd totkfer apraserts EWWﬁdﬁ))n ora
accasr dl1? “!"d"ﬁ‘l’tea'i"tﬂlentl on are used 35 either as such or, preferably, in

t

conbi na iﬁ"ﬁt ;‘;’ %%% £ar maceutical auxiliaries or carriers, in the

f orm of t%benci eraGoRRM IPste re%l:'tgﬁ’%b Bﬂ&ﬂn@%snv@l asyers (for

exanpl e as TTS), emul S|ons suspensi ons or sol utions, i cont ent
of sctive conpound advantageously bei ng between 0.1 and 95X. The
‘auxiliaries or carriers which are suitable for the desired nedi canent
formul ations are famliar to thg 5 expert, on the basis ofjfis expert
knowl edge. Besi desRspl ve s\& gdl forners, suppository basqs t abl et
excggpi ents and other und vehicles, it i sppossibie to,use, for

exanpl e, anti oxi dants, dlsper sa enuIS|f|ers, ng agents,

flavor correct- 10 an ives, solublgtz | orants or

in particular, panneatlo nDters and coaneX|ng agen exanpl e N

cyqbodextrins). The active conpounds can be adm ni stered omal |y, "Q;J

parenteral |y -or percutaneoygliy. 15 I n generqh115t has proved

advant ageous in human nedicine to admnister the active conpound or

conpounds, in the case of oral administration, in a daily dose of a-bout ; -,

0.01 to about 20, preferably 0.05 to 5 and in par- ticular 0.1 to 1.5 ng/kgnnds
of - Body BABSGiRidazplps of sha enperetfounulr)V areyepqted with mereaptapispliresV, pr ef erably 1-t a

4, i ndi vi dual doses, to achieve the desired result. I.n the casé of

parenteral treatnent, simlar (in.particular in the.case of intravenous

adm ni stration of;mhe‘agp ve cont pound) - as a rule Iomer ﬁsages can be

&. Th ti-
us € parti-— />_' s R2 /\r“ o
m_o/\\\\\/\n | | HS—CH;

N

-

- 55

or .
c) o-phenylenediamines of the general formula V1 are reacted with formic acid derivatives VIl
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25 cul ar opti mum dosage and node of admi nistration of the active conpounds
required can easily be determ ned by a on the basis of his expert
know edge. |f the conpounds and/ or sﬁ?@éegégib ing to the invention are to
be enpl oyed for the treatnent of the 30 abovenentioned di seases, the
pharmaceutical formgkatiops can also contain one or nore p rnacologically
active constituents 0 §heL/ngQups of nmedi canments su S antaC|ds for
exanpl e al um num hydro |de/E£F magnesi um al um nat e; e Q\Q
such

' such as

benzosli azepi nes, for 3R exa e di azepam spasnol ytics, for
exanpl e, bietani ver | myINdta n; ant i cHAC *brC§‘ uch/as for
exanple oxyphencycl'i m ne and phencarbam de; Local anesth&wi“cs, such as,
for exanpl e tetracai ne and v -50- procaine; and if apéfgprlate al so
enzyggs, vitam ns or am no Yilds. - In this connedtibn, conbination
of the csamuruiazaamemm-ag.dymwetﬂveuiﬁawtHeczgranamtfhnmtahmr obliibigSacdtbingtd 4)/v) bi d)
5 acid secretion, such as, for exanple, H2-blLockers (ghor exanpl e cinetidine
and ranitidine), and furthernDre wi th so-called perigheral anticholinergics

(for,;xaane pi reng, ze teI nzeplne and zojLnz ) d with gastrin :
ant agoni sts with th a en5|fy|ng the mai actlo 10 in the additive
e nat red ng sijjde effects is to be
ogy he exéelle prot ective action on

or superadditive se and/o
partlcularly enphast(g Pha

,%%onach and the &ctlon on gastric secletion of 15 the
conp

nds accordfh to t he |nvent|on dantbe denon- strated in aninmal .
eXper | MRl hekidtafiaily BalB Rk borvbiibk B ksad]e_compOUnds according to t he
i Nvepti onegd Nvesti - gated have %een given nunbers as follows: _ SerialL No.
Name - of  t djdeczimidasied oPBe general formula IX are reacted with pyridine derivatives X
2- E(# 5- di met hoxy- 2- pyri dyl ) mgt hyl sul fi nyl 3- R3
5-trifluoronet hogy+ 1H bgnzi m qazole 2

2-[ (4, 5- di met hoxy- yh _2/5 ri dyL) -
met hyl sul fi nyl 3- 5\?? f Luor S Ich; benz- i ni dazol /2/»\\\//
2-1 (4 5- dlnethoxy 2 pyridy net yIsuI in-
yl3-5-(1,1, 2, 24t e oet A8xy) - | H benz- i m daZore
2, 2-di fl uoro-6-C(4,5-di nmet hoxy-2-pyridyl) -

|n1dazoLe 5

met hyLt hi 03- 5H E1, 33- d|o§quE4 5-fj benz- 30 (X},

2,2-g8 flgdor o- 6- E( 4, 5-di net hoxy- 2- pyri dyl) -

met hyl sul é)isnijihyd dérida{ivks 8hel pavecal EAyIHX I ale reb@ad with 2ipizdline ddrivetivesXltuence of t he
conmpounds |nvest|gated on 3p the formation of gastric fsesions triggered off
by pylorus Lig&ture hourd; so-called Shay rats) and | oral adm ni s-

tratigpn of 100 ef' IsaﬂlcyLl c acid andy n rsD1 - gastric
S éZe+&4'hours I's shomn 3 fBIIOMAng tabl e.
th s{Q h and i nhi n of ,Kg secretion Seri al

secrétion (HCL) i

Protective actio

n . Proteckiv I nhibition of the ecre [ Nurmber on
th it omach in the stomach of (rats) i nhi bi¥ion (rats; tota
Z~hours) ani nal s] ofixthe |l esion index % i nhibitiopkir)ED25+) ED50+)

and are then optionally subsequentiy converted into the salts,
- Y, Z,Z' and Z” representing suitable leaving groups,
M representing an alkali metal atom (Li, Na or K},
50 M’ representing the equivalent of a metal atom and
R1, RY, R2, R3, R4 and n having the meanings given above.
2. Process according to claim 1, wherein
R1 represents a 1-3C-alkyl radical which is completely or predominantly substituted by fluorine, or a
chlorodifluoromethyl radical,
2 55  R1 represents a hydrogen atom or a halogen atom, trlfluoromethyl at 3C alkyl radical, or a 1-3C-alkoxy
radical which is optionally completely or predominantly substituted by fluorine,
" R3represents a 1-3C-alkoxy radical, '
: one of the radical R2 and R4 represents a 1- 3C alkoxy radical and the other represents a hydrogen atom or a
¥ 1-3C-alkyl radical and .
60 n represents the numbers O or 1.
3. Process according to claim 1, wherein
R1 and R1" together and with inclusion of the oxygen atom to which R1 is bonded represent a 1 2C-
alkylenedioxy radical which is optionally completely or partly substituted by fluorine, or a chiorotrifluoroethyl-
enedioxy radical,

65 R3 represents a 1-3C-alkoxy radical, . /———
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ED50+) of HCL [ mg/ kg, p. o] [rrg/kg, p.o.] secretion 1

40 0.6 15 2 48 0.8
25 0.7 1.7 3 565P0166287QJ 6 18 -1
3 4 4 40 3.5 28 3.0 6.55 72

_ one of the radiBals R2 and R4 reptes@nts a 1-3C@lkeYy radid amttle btbBGepretana Nliogéh t@RUCES

the Ib%‘?ﬂhy'ﬁﬁ' hangr th HCL secretion (4 hours) in the rat stomach by 25

and, rBSIREEETRErY %‘Uﬁ the.treated group in conparison with the control

greup. p¥ re@éﬁt@ﬁ {gtﬂaﬂﬁbtr&@'lly}l Qr'ﬂ’lugiorrte Q‘QE G RE ﬁvgl}r Eﬁ‘ﬁg)ro yl

ant i ul BErEYERNE a Adrbg¥n avdws t €St e S0- cal hret hod: Ul cers

are prB%'@hedentmﬂaow whi ch have been kept in the fasting state for 24 hours .
mal ene of 2 ﬂﬂ!d ﬁigrmssmpepthwged the ogheinfegtesents alydmgepylooranmettiygamtiure

(?@dersfﬁf’% {BL sthesia) and oral administration of 100 ng/10 ni/kg
dh@r %h

LAl St er
o1 ol | ity itk e ot € Y05k BR58 Mo 1 TS e G0

cI osedﬁbypwmnerhom chel clanps. 4 hours thereafter, the aninmals are
é)l‘l fP pre:ﬂ{ﬁﬁf%;.%a'se‘tzt%g Riafﬁesﬂts?fé%?‘afhw and Ffﬁs”h!!r @mmﬂ’r a)hvdm:drtr ttom osmtl:ubatndl S.

' SECt Toces Ert aﬁ& ti nochr% 0 ndsgfqge eneral o 2 a COI‘ 1, &Y’

af t erR2 'RB 3hd RAha nﬁ1e'a(mcng S givef rpgangla‘ﬁ ﬂég ﬁf@ Oa‘gya % erize F{; t HCL

cont eﬁﬁrc(otdbhﬁz‘ﬁﬁnﬂ%leﬂﬂdf Rhé ge elanformu_l_a re_r "ith pidoling T'Mf?i .

det eraptionally subbesuentlyisenverediin®i theacid addiioasatser ) of the ulcers pr esent ar e \s,

#e Eg? QF f?'H"N’?P@PWrﬁ*G?'BB% ofithe genefabfoimuia mcmdmatw daim TbergindiLBY, Of |
t he I%Ua

f, A bandinrepresey ghpracterizgd in thatrthe 2+ .
Yi@%ﬁ%&e@ﬁltﬁ% E Qél enera fr)rninula %E aie'ﬂgé zedpmd e tg%f)&nonﬁly k&-

uLcer ss Process for the preparation of medn&rﬂéhﬁetfhafibﬁﬂ%% tHat & compoufid BFhe gederdiGormulat
12% -accordingrin claim2l & abpharracdloginally ac&ptable selt 4hefeof i mixediwidh b pharackutid®l auxiliary™

5.5 /°'°36" J}-E h ﬁe\%‘rd%ﬂuctlﬁn |£1(t he avera e IeS| on |nfg§§©18;eeach -
treat Ao iy $’b olofe ox-2-f

ey R et TR
t.m)seummpﬁhmt.maﬁadue@sbhenﬁw@hmd iS4 §§i. | N eX an ST E

20 25%0afdocesse §gycthei meb at-oBO% Brdifuompathosye2i[ (94- uimetﬂmy mvrtdymhethﬁmw]autbynzthe

azale an a e fluo xy2>mercapto-1 Hb@aki ;Szh |$ agieBwithn2-
LD50 "ﬁz)wﬁIPl duer%'sit)at oxypyn ng gsl?? §Itq a%d?ﬂgye;et\i'@ e re ngéi qn‘l rn'g 4 fl-,quqles
m ce. "OXy-2 :é‘% e?ylthﬁtdl 1H-benzimid e is subsequensty converted mto a salt ora res tm tof t
0$5 t I@lﬁlu T ’ % dyl methylthlo] 1H-benzimidazole is s%sequegtlyﬁfnv fijmo the

, R4 (fhde compoumﬂOJ ] a

40 Revendications pour les Etats Contractants: BE, CH, DE, FR, GB, IT,' LI, LU, NL SE

1. Dialkoxypyridines répondant a la formule généralet

. 3@( B

(1,

dans laquelle -
R1 représente un reste alkyle en C; & 03 substltue en totahte ou en majeure pame par du fluor, ou un. reste
55 chlorodifluorométhyle, et ' 4
R1’ représente un atome d’hydrogéne ou d'halogéne, un reste trlfluoromethyle un reste alkyle en Cy & C; ou
un reste alkoxy en C; & C3 éventuellement substitué en totalité ou en majeure partie par du fluor, ou bien R1 et
R1" forment avec |'atome d’oxygéne auquel R1 est lié un reste alkyléne-dioxy en C; ou C,, eventuellement
substitué en totalité ou en partie par du fluor, ou un reste chlorotrifluoroéthyléne-dioxy,
60 R3 représente un reste alkoxy en C; & C,, ' '
I'un des restes R2 et R4 represente un reste alkoxy enCy aCyet I autre un atome d hydrogéne ou un reste
alkyle en C;a C3, ot
- n représente les nombres 0 ou 1,

)

ainsi que les sels de ces composés. _ ,
65 2. Composés répondant & la formule générale | selon la revendication 1, ol

I

32



wherein Rl represents a 1-3C-al kyl radical which is conpletely or

predom - nantly substituted by fluorine, or a chlorodifluoronethyl radical
and RI' represents a hydrogen at om oEP® 16828p®1 atom trifluoronmethyl, a
1-3C-al kyl radical, or a 1-3C al koxy radical which is optionally com
pletely o A t

With in th&%%%%%e%%ygxa;%g%ﬁ a(‘%tgln%sggsh é eh'!’(%lgllt@gu %rP.'ha BLJe %?rge %rsdeu;fﬁxggtongh reste
1- 2C- al kyREmeptlésenrg un athimeal hydivigéde dusd’ tep;tgemai: tegtecofgproniéetivie, mrreparatkwy en C;a Czou
subst i t tngesthtkdxy goki hey ekuﬂemmt@vt@t'we £h w-@ouanhweermnwr duliliosal | R3

eZent §3 @wpies R XA Caf Cs di R2_and R4
ée?rsc.egj,g R T R Gt

f- 3G al ky rdpfe é,ﬁaesmrgso(,ufepresents the nunmbers 0 or 1, and the salts of

t hese coniodingssles stis de ceocopgosats of the general fornula | according to claim:
"~ 1, wi@r ei % CRImposés Pmrﬂ'sfQIm!!'eBélleea'k&qelonwpwﬂ'cmdrpw S co letely or

pr edom néa ﬁ}mﬁ leméﬂigﬁmﬁxﬁe“%mﬁ) hte u%plpqr}glqugj srt'% r rﬁéeatF ndﬁ%ﬁl oroﬁ:ﬁ ldln:g c:]xcc:’i 1% Cz

Ri" repreﬁg,rg&%sgﬂmrrf ﬁ PR EP LY OLPOHT oEtP P RE T eTRY P e Goxy:

1- 3G al Ky} un' dad Iréseds, R2Gk Rﬁrébre%gn@- ol eru@dr s:ab1 8\bj &irainfe .ﬁmbrﬁaahwo@a%u un reste
. pl et ¢4y atkyleneésldseant |y substituted by fluorine, R3 represents a

1- 3C- al kokse preadrteasnombresqou 1111 v iLlill 1 ones\of the radical

R2.-and Re '?BFS STl n °&s "gﬁ’f adj cal an the other represents a
hygeegen g Fo 5 Tiear &ﬁﬁéﬁre %r?r%o.% A b D oy
and bthe SR Tre'i:ré% mte reaemeemp&ugsl.s Conmpoun S 0 e general for

accordl NQR3 ¥n restaméthbxy, wherei n Rl and RI' together and W th inclusion of the
oxygen at bmqee ream maréﬂ‘* trns'eebemd@dxv et Eptreup atome dthy@Goérielop|ue geedpoxgthyladit cal
whi'ch is © Yy or partly substituted by fluorine, or a

chl %ﬁtr'?'cﬁsh 5 éro% | seloR% o EREESARABS:2 1- 3C al koxy
radi cal, Rne 'Elés Entl E@ &@q ﬁ g:é?%regtslﬁnhﬁre@tehufﬁﬁrﬂdﬂ%efd&ﬂv G@hn Adad
t he ot heﬁéthmreeﬁﬂn,ts a hydrogen atom or a 1-3Cal kyl radical and n -

represent83lt'hestﬂmtbem 0 or 1, and the salts of .these conpounds. 4.

2 %? %“E’ “W'BEP}E‘PQ%V ef Fautiedtn Aty me s yArepeRe oY upREsuRs Méthyle. et '
repr Sent% gcﬁl E%?%J ;?‘ LJ&IW[%JA%LMU% d%s ZeJﬁéd (f:JtlUns 135 oin
or oet hyl,e,qg m@g@te d'ad n@g@ ogen atom represents
nmet hoxy, nr&n@i:séshepdrﬂdn@alasmmnagdneFHre remresmt@emeﬁd«eﬁes a¢v@ndidationst hers, ou n
r epr eserreprésentejeinemfee 1, &!bmseelsmld bagesd n represent s t he numbers 0 or 1,

and fhe s a"”es eneral fornul a I
accordi “g?l;g 5!%&3&53&&& ﬁd uor gz rﬁazﬁ ﬁl )3%%:9“ of the
oxygen at 23 5-QindH ndyﬁm I]JS ’Df é%—?é‘?rtaﬂ@:r tﬁxwomma. gnedi oxy
radi cal- 02,2-difloebp!|@/Sadihakyxyr2airicy)met hlblesnr[espaibmmptshweyz.mmmleoét t he

radi-éal s Tﬁ@ddmtoﬁFR(%s#yneQwﬂspvmlmwisalﬁdvlk%e{l@1 -thexolq- Hpﬁ ﬁmaaolhydr ogen

atomorng nre nstenu atso In1e
comoundga, T2t wﬁgm@fa rﬂ”ﬁfgﬁé"n&grma B
I-ll ohdral2 i o5 uélivis & Gﬁhﬁém raci

salte&s8 = -~~~~~~~~--cAdAE """ '' "Il Sr~ ~ ~ ~ ~ ~ g3~ ~~~~~~

7. Coml ounds ofq-t he neraI| forrrula r accordl ng to o e of claims | to 5,

wherei n n denot es 1‘ and thelr sal ts weth R

50 2°'—CH;
R1-0 N N
(i o (1111,
¥ 55 b) des benzimidazoles répondant a la formule générale |V avec des mercaptopicolines V
60
65
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8. A compound chosen fromthe group consi sting of
2- ((4, 5-di net hoxy-2-pyri - 0166 7 B1
dyl ) met hyl sul fi nyl J-5- trlfluoronet oxy benzi m dazol e, 2-C(4, 5-di net h-

1H benzi midazo-"

oxy- 3- net hyl - 2- pyrldyl)rrethylsulflnyII-S trlfluoromathoxi(:2
-tetrafl uoro-

| e, 2[(45d|rreth‘oxy prldy")rrethylsulflnylj-5(112
et hoxy) - 1H benzi mi 'da o allfl uor o- 6-[ (4, 5-di m;;ho_ -pyr*dyl)rret hyl -
t hi 0J-5H 11, 33-di oxol § [ben grol e and 2, 2-d uo -[ (4, 5-di -

mef hoxy- 2- pyri dyl ) met J yl4-5H1f1, 3J-di K 4. h- i ni dazol e and
their salts. 9. P 6ceSg A Or he preparation o Wi al K ridines of the
gener al forrrula F'2ccordi ng to claiml and their salts; haracteri.zed in
.that a) mer capt obenzi m dgagl es of the general forrml atyl. are reacted with

$

pieol i ne derivatives 111, H - RBR' R
'R >SH pjjgeg))-(pbﬂnylenedlammes repondantala formule g‘_éner@ldﬂl avec)ies dernved?leFRlaep& fokrhifue VII

(ren), b) benzi m dazol es of the general forrrul a |V appg reacted with *
mer capt o- pi col i nesRY, :

| /#R-0 >0 N | ""'HSCHZ V) as
' M) - 56 - ' EE 111111 Miii 11111 g . : _

~~ ~~ ~~~ \ NH, © O " nboc-s—&u dilam nes of the
general formula VR e read ted with formc acid derivat N Il R3 RI" (NH2
~q9~R2 RNH . - HOCC- S- CH2. R <O Ku - R _
e N (M) vy : YIgW 1), and the S
2- bere évandaitarhept, sdbspyuentiydntyBh Bxids ek Silales deb- bbhlﬂn@%ﬂ«f zlbyrfdvmmy% réﬂdnbamah
- obt aifpeviecagoénigiVilih obtenus)en ahp) awc)c) R3 RI‘' - R2 - wf’
R4 < St ~N N Ri- 0(vm|) ‘are’'then —

- opfl onal I y oxi di zed and/ or con‘,gerted into the saltgl  or d) ~ benzi nm dazol es

of the general forkhyl a re;F‘eacted wth pyz A erifpati ves X H

"R3 RI' | ~~~~~~~~~ : - t>- -~ (1!1|I|I_10r e)

sul finyl derivatives ¢ en%wla ted with 2-picoline
d#ivatives X1 ‘H ‘N | RIS |

R1-0

(V11 _I ).
et/ou on les transforme en sels,
35 ou bien I'on fait réagir
d) des benzimidazoles repondant ala formule generale IX avec des denves de la pyridine X

40 T
45 : L
11IX) (x),
ou - ' .
e) des dérivés sulfinyliques répondant a Ialformule générale Xl avec des dérivés de 2-picoline Xil &
; _

50 R1' I

VLN

( 1

S-Y
NN

85 R1-0
(X1) : (x117,
. et éventuellement I'on effectue subsequemment une transformatlon en sels,
- 60 Y,Z,Z' et Z" représentant des groupes scindables appropriés,
M représentant un atome de métal alcalin (Li, Na ou K), et
M’ représentant I'équivalent d'un atome métallique,
et R1, R1’, R2, R3, R4 et n ayant les significations indiquées dans la revendication 1.

10. Medlcament comprenant une ou plusieurs dialkoxypyridines selon I'une quelconque des revendications 1
-65 4 8 et/ou leurs sels pharmacologiquement compatibles.
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Y

!

R1- > ( N M-CH2 (XI)

(XI1), and are then optionally subsequently converted into the salts, Y, Z
Z' and Z' representing suitable | ER0ONG62BPOBPS, M representing an al kali
metal atom (Li, Na or K), M representing the equivalent of a netal atom
and R ,11RapplicRfon Fed di@ﬁo@ﬂﬂlﬂeg%\éfong uh@%uggﬁﬂhggﬁs gév\éﬁacdtlggﬁh}laad mé{"lel;rg'sels

Medi c phariasoldyidiemiit ot patibiesOd agPhiGur Bl RaiteMméNdUY ol dild W Sptfasie e Al die® dOPR1dMac
nmor e ©f/ou teel'intkstinne dé maladi@s repaddaot sut htelsécrpdimranaaoémideaktbmaao:cept abl e salts.

11. af Di 1|2k6R§{ Hnd#?@s'k%emdmlggge% r meqwcoeqét?u? gas ?%v%nqg}cwoa%ngﬁ% pegé rdye Iﬁe/urs sels
ph r xl ;2 i |n ":1 r ; . d 6 e en
, proph jgj" ﬁ?geases o?oa% t/ o %e ae ﬁ"te'?’ase P01 Sn Unejegretion acoye ea

on .i ncr1eetslidu&aas:e&waq(amtdugaﬁsiympyaa\nﬁlnetﬁl/&ulf.I»Jﬂr-ﬂmserﬂhﬁdak&é()épéé% sélé.nes
according to one of claim1 to 8 and their phar- macol ogically acceptable

salts for the manufacture of nedicaments for the treatment and/or
proph)ﬁlemdﬁ: Imsd&o f?ﬁgtsc:oﬁtfra&amf §tomach and/ or intestine and di seases based
r

on |ncrease secretion o ic acid. 13.
5- Di f| uoproceie hep;epara{.4reaeza1auoaﬁiyhaxeé12poﬁusm g ipivridyehsale i Nyl ] - 1H-benzi m -

da¥ol e and its salts. *C L M S* Patent Claiges for the contracting
state: AT 1. Process for the preparation of dialjkoxypyridines of the
general formula | BS Rl I R2 asR RN
“{Orn 11 KNN wher ei_p¥ cal which is

I
Nesent $8%a 1- 3C- al
y %.Lb.sl_n.ﬂ.m.eeh . or a
N & d RI' represents drogen atom or a

ha ogen atom tpjfduordwethyl” a 1-3C al kyl radi caI or a 1-3C-al koxy
“fadical which is optionally com ngztel y or predom nant |y substituted by
f 12801 ghR1aqabueR! and RI' together, "Wth inclusion of the oxygen atomto
whi ch i1 refsredenredadesté BIRAEEL0] a 6, &b&@u@éﬁ(ﬁé{aﬁﬁﬂﬁleﬁmﬁu@#m patal @llor! & un reste
opt i orkiprogiflamapétbyleley or partly substituted by fluorine, or a
chl or ot 'PPEW "’Eﬂ‘ éhw‘i’m o¥ adﬁlesﬂne yR3este tfélpwe@émvls Uaﬂ.!_st%véﬂm C3 ou

r aghi cHT> VPl °' éé\ sé" n : 2.‘% adj cou and
t He oamfuen&wné’ﬁﬁ t§é§|t ggsn"%i ﬂgﬁt ée forbtit Eﬂoﬁﬁ ﬁﬁﬁtﬁé c’

I epr es ®3treprédenteUAIFDRE Sikék y% ,éagﬂ n leléteS@t ebR4 fe r%Eéh@é @& ﬂeZt% IkbXY dnl
mer capanmbenmomediawddoe@e@h uh lnesstegathiylerealC, B 05, el a | | are reacted with pi coI [ ne
deg vatwwssemelles nombgeg 0 ou 1, IITE BII!"™ ' H

~~~~~~~~ rs , caractérisé en ce aye)l’on fait réagi

7. CH2 erc atpto(:ra?z;mldazoles repondant a la frgmule geneqlg l‘ ave&F?sI (jejlves (Sjlg pgj)lme Hl

benzi mi dazol es gt the gener#l fornula IV are reacted®\ith nercapto-

plcollnesv H R3 RI' | NR2
HS 2 | (|\!')2 Ré

W, or c) o- phe ened es of the general rare reacted with

formc acid darpfati 2" N\

h\_/[ N
o (1) | (1in,
- ou
b) des benzimidazoles répondant & la formule générale IV avec des mercaptopicolines V
50 " | R3
1’ It S |
[ ; ' R2 R4
) z o
N HS—CH;
55 R1-0 _ \ '
_ N
{1v) v,
ou : - S
60 c) des o-phénylénediamines répondant a la formule générale VI avec des dérivés de I'acide formique Vil
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N H2 N H2 HOOC- S- CH2 (R4 (M)

(VI'1), and the 2-benzim dazolyl 2-pyp ¢ysd'ss sul fides of the general
formula VIIIl obtained according to 5“%. orf%i - 60 - _

O~~~ s~~~ e~ R3 R 23 :

R2 _ 6R4§HN-, t S-CH2 XX RR-OCVIINl), arefthen optionally
oxi di zed .and/ or c ,-/-" NIt oNHipe salts, or d) pf ' azgkes of the
general formula I X ar§ d with pyridine deriva

~~~~6~~~~R3 Ri' /P) | X) P I -

e) sul finyl degj yeti v8g A1 __t.H *gener al ‘?°c?FFrfJT°5"X|' arsreécted with
2-picoline derivatives XII H e R3 11
~~~~R2 KR4 RL-ot(N ¢ygy - ~~~~~ MIVECH2  t (XI)

(Xi'l7p, and are then optionally subsequently converted into the sal ts, Y, Z,
2' and & évenugiiemertnsubsigueninentiion okyeésryifenes dee-bervinmidgaolddepwidyigétavie adploadant &
met al  aledeAmulsigendqale ¥HL phtenugren plopkavcbnt i ng t he equi val ent of a metal atom

and R, RI', R2, R3, R4 and n having the neani ngs gi yen above. C L M

-S 35 651 - 2. Process accordiag to claim.1, whergs represents a
1-3C-al kyl radical W{ch i\gonplletely or predB Bbstituted by
fluorine, or a chlorod™MuorongthiW radical, RI' fepresgnts a hydrogen atom
or a hal ogen atom -trifJuorongthyly Sacientic icad, or a 1-3C al koxy ,

»

y ;
radigal which is optig anNy Npletely or predonmi nently substituted by |
fluorine, R3 repte8ents. d 1-3C al koxy radical, one of the radical R2 and
R4 represents a 1-3C- al koxy radi calfvahtd.t he other represents a hydrogen =
at om or etéoulonddS-tahifgimerendple.au biendlomfait réagiepr esent s t he nunbers 0 or 1. 3. » W
Pr o%gs s Steasbansipidazgleg repppdant & frrmule gémdrale Xpveg desidérinss Hele pxvidineX t h |
incl"si on of the oxygen atomto which R is bonded, represent a
1- 2C- al kyl enedi oqu radca_l_ _
substituted by f A
represents a 1-3C- al
a 148C-al koxy radi oA
1-3Cal kyl radpeqf and™

i{ich is optionally conpl et

¥.chi®rotrifluoro- ehyl di oxy, radical, R3

di-().l_é-emienof t he radi cCy : nd R4 represents
ot her representsza hydrogenjlatom or a

ly or partly

7 represents the nunbers 0 orN\L.~4. ~ Process
according to claim1, wh in Rl represents 1,1, 2, 2-&53; raf |l uor oet hyl
trifluoronethyl, 2,2,2-triflu- oroethyl or difluoronethyl, RI' represents a

hy d@8 g e n epdes Wigrivas sulfinviiqies shpnndantyete lasmoyle gémréicaleX! aveedes ddiivéa be 2-BiRolime KIIR4 _
represents nmet hoxy and the ot.per represents a hydrogengfst om or nethyl and n
represents the nygbers £ or 1'1 5. Process according tlo claimX, wherein

0
P
(X1}

45 - S\ B
et éventuellement, subséquemment, I'on effectue la transformation en sels, RS
Y. 2,2 et 2" représentant des croupes scindables appropriés,
M représentant un atome de métal alcalin (Li, Na ou K}, : : Ed
M’ représentant I'équivalent d’'un atome métallique; et - - '
50 R1, R1’, R2, R3, R4 et n ayant les significations indiquées précédemment.
2. Procédé selon la revendication 1, ot : '
R1 représente un reste alkyle en C; 4 C; substitué en totalité ou en majeure partie par du fluor, ou un reste
chlorodifluorométhyle, T '
R1" représente un atome d’hydrogéne ou d’halogéne, un reste trifluorométhyle, un reste alkyle en CiaCsz0u
55  unreste alkoxy en Cy a C; éventueliement substitué en totalité ou en majeure partie par du fluor,
' R3 représente un reste alkoxy en Cy 3 C3, : -
I'un des restes R2 et R4 représente un reste alkoxy en C; & Cj3 et I'autre un atome d’hydrogéne ou un reste
alkyle en C; a C3, et
n représente les nombres O ou 1.
60 3. Procédé selon la revendication 1, ot .
R1 et R1" forment avec I'atome. d’oxygéne auquel R1 est lié¢ un reste alkyléne-dioxy en C; ou C,, -
eventuellement substitué en totalité ou en partie par du fluor, ou un reste chlorotrifluoro-éthyléne-dioxy,
R3 représente un reste alkoxy en C, 4 C,, '
" Fun des restes R2 et R4 représente un reste alkoxy en C; & Cj et I'autre un atome d’hydrogéne ou un reste
65 alkyleenC;aCj ot '
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RI and Ri' together, with inclusion of the oxygen atomto which Rl is
bonded, represent a difl uoronethyl W ﬁx] fﬂjl cal or a netyl enedi oxy
radical, R3 represents nethoxy, one € radicals R2 and R4 represents
met hoxy and .t he ot her r@presents a hydrogen atomor nethyl and n represents

the numgég%' @o";"r‘;‘;;es ou' LIt xiti tiii 6.
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Process fhotebhea i . la@hubr
“ding ¢ aapelssaﬂiméiomwrag o ATRR RS GhahIE 2 Bl aRubroBEGaR

cl aidm 1 lﬁmebresempnwmmshdxh.e nunber 0, characterized in that mercaptobenz-
i m dazo|'és dex restpeRyeL B4 raprépanteayn raste méthory etd e apmad prdsedéne eu drereste métiies
111 an8 ALSe nt%qeso"%ll pe%l I % subsequently converted into the acid addition
#sal ts. p,ocﬁ b Q&SI r vg,qd,gaﬁgnpq,gpar ation of conpounds of the general fornula
| aCor Rk RY fofnedk ated)dtomehtBoxgsdne BuqueRR1 estR3,unRdstélBfludRémbBylend. diskyBaaN oGS
_gi ven méthgléps-diody. and n represents the number 1, characterized in that the
*2- benz- ﬁarﬁ'ﬂé"é?dl' foxy.. yr| d | met h?fl sul fi des of the eneral fornmula VIIIl are
oxi - d| é}gL %& g H"EFB iRV 6t IouR W Ateme FhvdiedR0R Py WA GRSt sal t s

Wi t# bagChrocdts de ré&&%§§d$ mddass o t%}mgfe JUREHE RUBM 5 reveh@baoh 8 diZ@d
in thaR1’'ARZONG ePAMIRE RE signRicBRAE indiqub&d dBhk Aa keveAdicitioh M et trOrepledbdie e Abmete 0,
phar macakaérisé ah lcy qalot &itt réddirades alercabtocieatmidadleasirémddant b ie Rrmbie pérscdull begldes
aUX| | i d¢n eaﬁamp'"@dﬂ rtiit évent@"eme@ﬁe@ewwwt toneefigetup i tanstormation en sels d'addition

\
y mew'ﬁ A m S Al b famug et sy spotarien ot
5- dl H@ﬁ@é’ﬂ%& Xc)é' aus ClbdTRbIHAERSYdel 2 Byﬁznndaéz WEL syyibiiRk@lle kbhdaaart | anaORaAle

Xi gérente \AHN @4 on les tcbsﬁorruhvemhejlemeamwsmerﬁménfdnlsellsamtdlas)ugses'z E(3, 4-di -
hox 329f wﬁe | PEGRAFatipn §e|nfeﬂw ¢n1$ Harsetﬂlzqémnduzqyrqe m@armawséqmmlrw opdant & la
verzf"ed Ig t' se la rey %e fﬁsesﬁéfr rm?olaglquement compatlble avec un
ceu e

5-difl fldduv JEE@ rmace 'qil Zt%n%e&sgﬁ}ucﬁﬁﬁgﬁh |méthoxy 2- pyn l)methyl Ifmyl] 1 benzimida-

dyl ) mekdiyer b@iselsi)‘b tetibd e ZQloR oy udwﬂ rhéthoxy-2 .ﬁétha.@ -pyRdyI)R thyumo]
5-di f| upbenyiiidanly ePsutmignenp ihent.]sdob&rsnuh‘aitdammdaesfmmeneaﬂladommhdsxya-[(stﬂ cmheﬁmey

t hy#- 32nvrenvﬂeethzi H11u1bnez"vﬂaaote§'r5mbtenuamdnsqlf de5| red, the resultl

5-difl ud P; ;' ’é ; wigd Y'
s sub £3: ?n ait réagir hax rc en D f
gl by gswf

sedde ntrbrysfdtﬂél\le Béleﬁi §- diflﬁnréd‘lﬁhchaEI(W‘ﬁpémmd 2-pyridyl)méthylthio]-1H-benzimidazole obtenu en
son composé libre.
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