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or a therapeutically acceptable sait thereof, wherein R! and R? are same or different and are each
hydrogen, alkyl, halogen, methoxycarbonyl, ethoxycarbonyl, alkoxy, or alkanoyl, R® is hydrogen,
methyl, or ethyl, and R3, R* and R® are same or different and are each hydrogen, methyl, methoxy,
ethoxy, methoxyethoxy or ethoxyethoxy, whereby R?, R4, and R® are not all hydrogen, and whereby
50  whentwo of R, R4, and RS are hydrogen, the third of R3, R4 and RS is not methyl.
Alkyl R and R? of formula Il are suitably alkyl having up to 7 carbon atoms, preferably uptod carbon
atoms. Thus, alkyl R may be methyl, ethyl, n-propyl, isopropyl, n- butyl or isobutyl. '
Halogen R! and R?is chloro, bromo, fluoro, oriodo.
Alkoxy R and R2 are suitably alkoxy groups having up to 5 carbon atoms, preferably up to 3 carbon
55  atoms, as methoxy, ethoxy, n-propoxy,.or iSOpropoxy.
- Alkanoyl R! and R? have preferably uptod carbon atoms and are e. g. formyl acetyl, or propionyl,
preferably acetyl.
A preferred group of compounds of the general formula lll are those wherein R and R are the same
or different and are each hydrogen, alkyl, methoxycarbonyl, alkoxy, or alkanoyl, whereby R' and R? are
60  not both hydrogen, R8s hydrogen, and R3, R4, and R® are the same or different and are each hydrogen,
' methyl, methoxy, or ethoxy, whereby R3, R¢, and RS are not all hydrogen, and whereby when two of R3,
R* and RS are hydrogen the third of R3, R4, and RS is not methyl

yl carbanoyl , . @

amo chrbamoyl L
_e@ﬁ ral ?B ¥ranght or
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R3is hydro@)erP"'drzé‘lgra]"°‘P%°“ﬁ‘é?fﬁ?fW'%‘ﬁd. [err] is nmethyl or R3is nethyl, R4 is.
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general formula 111 are those wherer n Rl and-Rgs45; mgre the same or-
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et‘hoxycar bonyl, al koxy, or al kﬁno ydroden, net hyl or et hyv)
[err] and [err] are. hydrogen a ?re OXYyTNZ6. 09. 95
3. 0005 129 Afifth preferred g ouq of co unds of the.general forrrul a¥®
I1'l are those wherein [err] and {err] g . are the sane or different and
are each hydrogen, alkyl, hal ogen, nethoxycarbonyl, ethoxycarbonyl, alkoxy,
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and R4 is e‘E)hdR%F""WMBRW Beipravia ¥t hoxyet hoxy. Conpounds of formula 111 %
above may be prepared according to khe foI I ovmng met hods: 10 a)

oxi dizing a corrpound of fornul a IV 1 _ -
. >—S—-—-CH M _ o W)

40
wherein R', R2, and R® have the meanings given above and M is a metal selected from K, NaandLi,
_ with a compound of formula VI.. _ _ - 45
o , R
\— . R? RS ' .
/. o vn
NE , S 50
/3N
Z

wherein R3, R4, and RS have the same meanings as given above Zisa reactlve esterified hydroxy
group, tc form a compound of formulalll; _ - _ 55
¢) reacting a compound of the formula Vil .

- . I . .
. N : .
R!. >—z‘ o : (VI) 60
/SN : .
| | :
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wherein R', and R2 have the eame meanings as given abo()e and Z! is SH or a reactive esterified &5




! o

wherei n § err] and [err] _have the neani nggogiz2een, to form a conpound of
formula I11. 25 b) reacting a conpound of the fornula V 30 H 35 wherein
[err]- and [err] Ivgdrexvignauprwitiva cageougid oithe elyaweViind M is a netal sel ected
fromK, Na and Li with a conpound of fornula Vi .40 45 26.09. 95 :

4 ~ 0 005 129 wherein R3, R4, and RS have the aneR,rream ngs as given _
above, Z ig a reactive esterlfled hydroxy 5 roup, to forma conpound

of formula Ill; c) reacting a conpound gf _He' (ormul a VIl 10 15 wherei n(VIH)
[err] and R2 have the sane neani ngs as %i_\/ absve and [err] is SH or-
reactive: esterlfled hydroxy group, wth a gonpound of the formula VIII. 20

25 30 V\/nerﬁ, [‘err] and R5.have the same neani.ngs as given above, and [err]
i's a reactive eswabrekineks H.BnORYhags BieRaré mSuRirigh ad GVeMaBove] 4N 2T BB MaBine eRfbrified - -
formul a. IV above hvdmwml'pub lheSH, tsfomxandntamediae ofjforaul@ aboveawld@tpaisickidided to givea
forrruIaIII,'d FBRAY g#{bound of the formula 1 X 40 2 (1 X) 45 :

H2 26.09.9 voina s compoun theformulalX 5 o 005 129 wherein R and R2
have the same neani ngs as given above W thpa corrpm;nd of the fornula X

RP@" - o

wherein R' and A2 have the sa‘rhe meanings as given-above with 'ajcomp_ound of the formula X '

- 25 o o o ’ R3 -
. _ (X) -
HOOC —S—CH v

30 . ~R®

wherein F.5, R3, R* and RS have the same meamngs as given above, to form an intermediate of
formula 1V above, which then is oxidized to give a compound of formula Ili, which compound may
. . be converted to its therapeutically acceptable salts, if so desared
3% "
- In the reactions above, Z, 2, and Z2 may be a reactive, esterified hydroxy group which is a hydroxy
group esterified with strong, inorganic or organic acid, preferably a hydrohalogen acid, such as
hydrochloric acid, hydrobromic acid, or hydroiodic acid, also sulfuric acid or a strong organic sulfonic
acid as a strong aromatic acid, e.g. benzenesulfonic acid, 4-bromobenzenesulfonic acid or
40  4-toluenesulfonic acid. ,
The oxidation of the sulfur atom in the chains above to sulfinyl (S—- O} takes place in the presence of
an oxidizing agent as nitric acid, hydrogen peroxide, peracids, peresters, ozone, dinitrogentetraoxide,
iodosobenzene, N-halosuccinimide, 1-chlorobenzotriazole, t-butylhypochlorite, diazobicyclo-[2,2,2]-
octane bromine compiex, sodium metaperiodate, selenium dioxide, manganese dioxide, chromic acid,
45 ceric ammonium nitrate, bromine, chiorine, and sulfuryl chloride. The oxidation usually takes place in a
: solvent wherein the oxidizing agent is present in some excess in relation to the product to be oxidized.
Co Depending on the process conditions and the starting materials, the end product is obtained either
N as the free base or the acid addition salt, both of which are included within the scope of the invention.
A Thus, basic, neutral or mixed saits may be obtained as well as hemi, mono, sesqui or polyhydrates. The
50 acid addition saits of the new compounds may in a manner known per se be transformed into free base
- using basic agents such as alkali or by ion exchange. On the other hand, the free bases obtained may
form salts with organic or inorganic acids. In the preparation of acid addition salts preferably such
acids are used which form suitable therapeutically acceptable salts. Such acids include hydrohalogen
acids, sulfonic, phosphoric, nitric, and perchloric acids; aliphatic, alicyclic, aromatic, heterocyclic

85  carboxy or sulfonic acids, such as formic, acetic, propionic, succinic, glycolic, lactic, malic; tartaric,
citric, ascorbic, maleic, hydroxymaleic, pyruvic, phenylacetic, benzoic, p-aminobenzoic, antranilic,
p-hydroxybenzoic, salicylic or p-aminosalicylic acid, embonic, methanesulfonic, ethanesulfonic,
hydroxyethanesulfonic, ethylenesulfonic, halogenbenzenesulfonic toluenesulfonic, naphthylsulfonic

- or sulfanilic acids; methionine, tryptophane, lysine or arginine.

60 These or other salts of the new compounds, as e. g. picrates, may serve as purifying agents of the
free bases obtained. Salts of the bases may be formed, separated from solution, and then the free
base can be recovered from a new salt solution in a purer state. Because of the relationship between
the new compounds in free base form and their salts, it will be understood that the corresponding salts

. are included within the scope of the invention.
65 - Some of the new compounds may, depending on the choice of starting materials and process, be
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salts of t hdoseeﬂpmM?Gsm as e. serve as_ pur Ml ng :
agents of t h¥dlftioas, f%%%’é%f;’q 3 'H?;T‘m ‘gg @% BF i Ok ds 5o z,aﬂ,ﬁ
Zepar at ed f‘T m&&n béﬁmg i:@g tlgﬁgﬁl stablhzmg agents and/or buffenng agents 45

s and may be manufactured in different dosage unit ampoules
Pharmaceutical tablets for oral use are prepared in the followmg manner: The solid substances are
ground or sieved to a certain particle size, and the binding agent is homogenized and suspended in a
suitable solvent. The therapeuticaily active compounds and auxiliary agents are mixed with the
binding agent solution. The resulting mixture is moistened to form a uniform suspension having the 50
consistency of wet snow. The moistening causes the particies to aggregate shghtly and the resulting
mass is pressed through a stainless steel sieve having a mesh size of approximately 1 mm. The layers
of the mixture are dried in carefully controlled drying cabinets for approximately ten hours to, obtain
the desired particle size and consistency. The granules of the dried mixture are sieved to remove any
powder. To this mixture, dnsmtegratmg antifriction and antiadhesive agents are added. Finally, the 55
mixture is pressed into tablets using a machine with the appropriate punches and dies to obtain the
desired tablet size. The pressure applied affects the size of the tablet, its strength and its ability to
dissolve in water. The compression pressure used should be in the range 0.5 to 5 tons. Tablets are
manufactured at the rate of 20.000 to 200.000 per hour. The tablets, especially those which are rough or
bitter, may be coated with a layer of sugar or some other palatable substance. They are then packaged 50
by machines having electronic counting devices. The different types of packages consist of glass or :
plastic gallipots, boxes, tubes and specific dosage adapted packages. :
" The typical daily dose of the active substance varies according to the individual needs and the
_manner of administration. In general, oral dosages range from 100 to 400 mg/day of active substance -
and intravenous dosages range from 5 to 20 mg/day. 65
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optically mct |(y)eﬂﬁaiompain¢ 2m&aranfethvlbenmummmyepa@acbw|cmtbns)ngd1plmnvlaMIahv,ne
active aci ds for withghlerpsceticagih ch can be separated, separation based on

di fferent:'sol ubilities of the 15 - di astereqers. ‘Sui tabl e optically _
active acids ‘are the L- and Dforms of tarrarrc acid, di-o- tolyl-tartaric -
acid, maligacisg grﬁiﬂqﬂ-kd %tﬁ&hﬂspyﬁ@{mbﬁwﬂw]fﬂbﬂétﬂ G%ﬁétﬁlyll%nzﬁﬂﬂé’tblﬁuﬁhﬁd dlssolved'in’
Pref erahl'y. t hdetwrat CHCE, 24/4g gfan-thiarbpdriemzdicwzidowiré piddéim posionsviila stirdng aht eoolingto_
starting mat eﬁf@l@eaW@'Mmed?recmyed fnfchto nzsh@@#&’*bﬁ"%@wff E'eefdmtawmealuted

g?C?LgI P%Vtﬁgt Iﬁf"a(raﬁeg Wlt ﬁé m%l\?aglg:?:%gﬁ thﬁhq‘IaEﬂ% megelgu WF%MB |

formof a. phar rraceutlca prepara I on cont ang an actlve corrponent

either as a free base or as a phar maceutically acceptable, non-toxic aci d -
addition salt, such as hydrochloride, lactate, acetate, sulfamate, in. .-
conbthat i on: W|th a pharmaceutically accEpmR !?Pé—é"arrl er. The.carrier may be -

i'n the forfh of Ol afbvion S Eclabifls OF rdrininfliaflile 306 wa ¢ BR W SecorkRBSvith
phar maceut | ca|5,§§,‘; o o o il umiw%éadgﬂnf @i F4Bio8 ihidhlid &f&sltwﬁﬁiﬂtmts oy
Usual Iy 't he amsat:omﬁoumtlve compound is hetween 0.1 to 95% by weight of -

tihe preparation, between 0.5 to 20%by vvel ght in preparatlons for injection
nd betvee¥ 2 and 50% by weight in pr t.ions oral administration. In
tihe preparation of pharnaceutical pre 936&% '?:°8'r'f£ ai ning a conmpound’ of t he
resent inventi@®mbibs fas- J.nsmuqud&%ﬁﬂenﬂmaszaewe d¥saivedifl 38 i ¥Hiwattr bfti20b REof
gonpound sel eGkiadolBataibing 012 molds F3odium Wydrbkide. & Dinbigs ofm&\m&rmekhsvn(s saiirhéthy@pyridine .
such as | a#t oslesirostmydamsaeaddetbmghtboimxtwmmn rethixed Biramq:llrpursa a9 mtchhnde formed
cel l'ul ose der Mi'a 't'?/ °‘6P“ fae salytign Wa§e‘§ﬂb‘l"Pt°ﬁ§‘ and
sten'as”maned) SRR T ?Ec,.pwz?ﬁgg, wm?,::,.::z
waxes. The m &“gﬁag, ﬁe, eS8 oat abI ets are .
desired, the a oafpemr tmrﬁdmlnh&mﬁﬁtmﬁhpﬁ1&66\&&&bﬂ&ﬂﬁd:o&&bbﬁdur@n
of sugar, whi cshlflnﬂyorwnomeitlrgmwinaﬁt)alﬁm gelatin, talc, titanium dioxide or
35 with a lacquer dissolved in volatile organic sol vent or nixture of
solvents. To this coating various dyes may be added in order to distinguish
anopg ;tablgts with different active cemQw¥endthodtjth different amount of
the\attlve compound present. Soft gelatin capsul es nay be pr epar ed which
capsul es cont ai &1 emqlnsxﬁL&[@!-loéthtlwmvlﬁ-awel-%mmwmmlmdam erariissolpéd inh 50 mis: of

AN SRS d@%@ Ry L R e Loy S

as | actose, thyl pyndy!)methylsulfmyl] 5- acetyl 6- methyl benzimidazole melting at 171°C.

55 - - Example 33 (method d) -

234g of 2-[2-(3.4,5-trimethyl-pyridyl)methyithio]formic acid and 16.6g of o-(5-acetyl-6-me-
thyl)phenylenediamine were boiled for 40 minutes in 100 ml of 4N HCI. The mix:ure was cooled and.
neutralized with ammonia. The neutral solution was then extracted with ethyl acetate. The organic
60  phase was treated with active carbon and evaporated in vacuo. The residue was dissolved in acetone
whereupon an equivalent of concentrated HCl was added. The precipitated hydrochloride was filtered:
off after cooling and the salt was recrystallized from absolute ethanol and some ether. Yield of
2-[2-(3,4,5- tnmethylpyrldyl)methylthlo] 5-acetyl-6-methyl-benzimidazole was 6.5 g. '
This compound was then oxidized in accordance with Example 1 above, to give the correspondmg

65 sulfinyl derivative. M. p. 180°C,




ganni tol, potato starch, corn starch,- anyl opectin, cellul ose

r geIat|n Dosage units for _rectal administration may be _
the f.orm of suppositories vvhpmlzant ain the active substance in
ar th.a:neutral fat base,. égmag@umgﬁM, e prepared in the form of
gelatrn r i;capsules whi ch contain the active substance in a mxture
wth a veget mQOﬂEmercapm-!i-a@tvl-ﬂ}meﬂlW-bmzlmidhzoId_anqtlﬂsigmchpmh&thymsd‘hﬁfhywsfal
adgi_ni st rat @i il ?38894 'H2Q°rm!°1 Wtbﬁnolsgs ofsodiym hydroxidain 2bminf water g

Brp h C] r
sol Utl ons ¢ red: aﬁ'-gtﬂ |onwasevapora m&&q Ep& 3’&:? p}"g;ﬁ?‘ﬁ'gm g
and; 26. 09. 9, |o]-5-aoetyl-6-methyl-bennmldazole, s recrystalli dfrom 0% .g? r
consi st Ng.0fhig fdmbourd Washéhl okidited “% h EXMpR1.ab8VeY foive th&bﬂeﬂfoﬂm ene
gol . I wmwuedhanwwp 1880 d prepar ations wmmay contain col ouring agents,
your i ng-#@gen ~saccharin and carboxymet hyl cel ul ose as a- thickening * 1o
ht . ) r'parenteral adm ni-stration- by injecti'on may be prepared
ith.on of a wat er squbIe pharnaceutrcally aCceptabIe salt -
conpound preferably in.a‘concéntrati'on" fromO0.5 to 10% by

o iti6ns -may al so.contain stabi | izing-agents:and/ or N 15
, 3nd“nay be nanufactured in different, dosage unit anpoul es.
_naceutlcaL taQ ets for oral use are prepared in the follomrng manner :
solid substances are ground or sievéd to a certaif particle size, and’
.:brndrng agent i's honogenrzed and suspended in a surtable solvent The

20.
ffdlng agent solut|on The resuIt|ng ntxture i's norstened to fornta
uni(form5 suspensron havi ng t het consrsténcy ‘of wet‘:snow. The. nolstenlng
se5 the partrcles ‘t'0 aggregat.e- slrghtly, and the resulting:mass is ...
¢ssed through a stainless steel. sieve, havi ng a mesh. si ze of approxrnatet?-
j - The Iayers of the mxture are dried in carefuIIy control | ed drying
';nets f or: -approxi-mately ten- hours to'obtain. the ‘desired partlcle si ze -
g - consrstenéy The:: granules of. the dried niixture:.are sieved: to.renove any
?oet; To thrsrn1xture di sintegrating; antrfrrctron 20 - ..and 30-
s ents are added. Fipally, the mixture i's pressed into tablets
\approprrate pufiches ‘and dies to obfai'n the desired
; g]eﬁ:srze The pressure appl.ied-affects the size.of the tablet, its -
st dengt h andtuts ‘abiligy to dissolve in,water,.- The. conpression.pressure - 3
ius &d: houldfbe,ln the range 0.5 to 5 tons Tabl ets are nanufactured at the
1 - °20. 000" to 200! OOG\per hout’. The’ tabl ets, espeC|aIIy thase whi ch” are
or brtter nayﬁbe coated mrtm at Iayer af’ 25 -sugar or ‘sofre ot her

The drffewent t pes of packages consrst of gIass or
boxes tubes and spe |f|c dosage adapted paekages. The .

Qﬁs?and“hhe manner Qf adnlnrstratron IQ generalunoral dpsageggfjg
-“”’4OQ}ng/day of actlve ;.%__H__ . e . '
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09 95 - 80005129005 129 The fol | ow ng
us*trat es: preferred enmbodi ment s of the invention together with

ustrations and exanpl es whi ch,ar sWisf hi n t‘he scope of ‘this
ﬁ i star (*) are.not within the scope

\e N ._urE-_-_r S gl /eff i ndegrees Centigrades, TThe starti.ng:

the inventi.on;;
herial s ien, theR_
Iowr ng. rrethods _
react éd wi't hpot assj

S n
' % 1,:2- dlilfgm no corrpound such as’ o- phenyl enedi am ne
met hyl -xanthat e (accordl ng to Org Synth VoI

were ‘prepared in accordance with the

_:4 5- di hfet h#i - py SiGRPCHet hy| HEIY - 5- dtet y| H6- met¢H - benzi ni daﬂpl e \igBe
ved i*h 1603m  ob.-de@ocH, 24.41 9 of m}@hl or gper besgei ¢ acid V@ﬁe adqqql
__V\:hll _stlrrd(gg and co% g to [err] fte 0 ninutes .
3 "chloro en20|t ‘acid Pfilt red8 f||trate"\!vas

78], WASHRRCH t h N&s soll%rtlonpﬁilrleﬁﬂsover [errJHand 163

('aglon gica@npoundsmﬂformﬁa IIh labej¢gd 2-26 wgp carri;

Exanpl.e 33QA&Hhod c¢)-66H: nol db .of - CH; OCH;  CHy 156
-2 nmer capsmngn dazglegne rel.pll js_sob)qﬁ 20 m of v&fer ang,
ydr oxi de.

m of et hanglk con s of _sodi u es of
“or omet hyl - zg 5- d?@%&ﬁj pyr?g e hydt ochl 6% de §hr e added &t t he 185
e was:- ref fixed #GO0EHy t w06 s. Fhe soHi um ©¢iy i de forned was 169

5.CHy - i -

@NGe Wt anpl e | T ounds. . repared are Ilste o
'_'_'cﬁﬁl den'?'léfa(es t he Sgbngﬁ tuenfs f of t he¥®onpounds.H 122

CCHy o 130

30| . 56) ‘.0 fagm a 2-nercapt obenzini dazole. (2) the conpound. .  -.

2- chl or-onet: hyl pysﬂl di n@' was prepar gd by reagti ngg2- hygeoxynet hyl p)i{sr d| ne y ,

Witk |onyle<‘:hl aride (according to Arch.. Pharm. Vol. 26, pp- 448 -451

!(1 1 3). thes .conpound 2-chl ar anet hyl benzim nidazgol e .was pr epar ed by- . .
(238 _ he_nyl eng (déé{_p ne 5 6&”] crﬁoroaﬁetl C Cam d Exarrpl e 1 ar e158. I

'acuo 4-CHe residgeoy, Cr y al liged Hr\,hen diluteg wi tsﬁ—ss

;"'- | - py PR et hyI &% nyl 1Ms-acEyl - & met hyl - ben&W dazdifé* -
éd 255-CO€Hom [ er 6]CHsYi el d#22. 3CH; mCHy. [err]. BExaapl ex90 . .

d off aridsthe sWOBCAN WassHPOr atH?d Py - oCH, - H 148
+ 16, . 5COOCHy . 6CH, ~H - CHy OCH - H 175
¥ SCOOCH; ' 6CH, H  CH, OCH,  CH, 155
©:18 - 5COOCH; ~ 6CH;" H-* H ' OCH - - CH; -~ 158
197" 5.COOCH; . H ' H_.. . CH, H  CH, 141
20 5COOCH, H H CHy' OCH,  CH j 42
21> 5-COCH, H: oo oHe "CHy  OCH; - CH, 162
5-OCHj, - He- H‘ . CH3 E_OCHj"‘-I-_:l"—' P C_H; ‘ :15_6 . .
5-CH; CHL T H. D CH,T o€H. . CHe 181
H-. CHs oo W CHEOCHy T CHy 165
26 sCl "H  H .. CHy OCH, = CH, 18 .
27" 5-CH, u H. CHO H '0C1H40CH3: CH e
5COOCHs  H "H.. CH, OCH, - ' CHy = 1505 .
H

" CHy - 152



esidue was “di ssol ved in acetone and was treated with active
qui val ent anount of concent r 00/ q?ydrochl oric acid was added
t-he monohydrochl ori de of I _
di met hyl - pyr.i dyl ) - met hyl t hi ofol?'cg egr’amet hyl - benzi ni dazol e was
/i ThecbohpOimdSBfitissinvention possess worthwhile therapeutic properties as gastric acid secretion

hinkibitassraacdems nmsﬁdtblmlw f@btqwimweds iTa datetraingith gestif ackd @cstion eh-%tqmpove |
I RSC WI
ep egﬁlﬂ? %aapn ? 'ElrFG mt!; F? %t ayuodreg?;nrnrs atno% of
0 r at r the dogs were given a
et tﬁtﬂ" ot gﬁstn@f of 618 hBurd! GficVmte Wis 150
-nzeunected]n&o utide I niidutearsemples. En Gliqmdnyéc)rpympldwmnnwardevmmm:md

‘of $ope A, [Den UHU‘B id gu ted pl Ri*4{8Q [pjnutes, Ih hr
fe B U e P S, i S

S cellulose), were given mtreduodenally in doses from 4—20 umol/kg when the secretory

t - 1]h]160est"pn5xla epnﬁi&u demem}z;brrd)reggnmhg cgflpounds of the present invention as

tlen vvas ‘t heft - extracted with ethyl acetate. The organl C phase’ was
cated with: aactitvecarbon and eva’p\orat ed 't n vacuo. The .residue-was. :
gdl'sz_ol ved in.acet:one wher eupon an.equi val.ent of .concentrated HO was added.
Thg™ preci pi tat ed hydrochl oride was fil tered of f after cooling and the salt
sMrecrystalTized from absol ute et hanol and sone ether. Yiel dof"
T—'(3 4, 5- tri met hyl pyri dyl) nmethyl: t hi o] -5-acetyl - 6- met hyl --benzi-m dazol e

;.-'to gi ve -t he - -¢or respondi ng sul'finyl derivative*:-M p. [erF] C.

*Ex rrple 34 (rret hod:c), 22.0 g of 2-nercapto-5-acetyl - 6-net hyl --benzi. mdazol‘g‘_

19.:5 g of . chloronethyl(4 5-di met hyl ) . pyridine hydrochlorlde were
bl ved in 200 ‘M “of 95% ethanol. 8 g of sodi um hydroxide in 20 o i

of*f dt.er wer e added, -wher eypon the sol utiion was refluxed for two hours.. The .
sodedm-chl ori.de for rred was filtered off and the sol ution was evaporat ed in%

“The residue, 2-]2- (4, 5-di et hyl - pyridyl)nethylthio]
tyl - 6- met hyl - benzi _mdazol e, was. recryst allized from 70% et hanol
10.6 g."Thi's corrpound was then oxidized i n accordance w th® Exarrpl e 1

to g| Ve the correspondi ng sul:fi nyI der| vative.* M: p. [err] 35.- 40:

ir* etovets 7.8 dér titrable doist cangentriation esmgTahvealtmmmc Utitnaton [apd |PUenqmr(ﬁe¢iomﬁgr» 10
k&bpmfﬁa bih havRdadyddasteadytple).- 5- acet yl - 6- et hyl --benziTi dazol efs

T E@ AR AT T O N——

e m X re was coo 2q and neutralized with ammonia. The neutral g

60,

Y
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129Ex R l -'[err]‘_ [‘err] Terr] | [err]

‘ lerr] 527" 5-CH3 " oJtos12e H H OC2H4OCHR
- .. 119.28  [err] - H H Jerr] OCH3
15Q€dmtitiuatiaht) - [err] S H - o [err] [err] ©OH:
- #8—-30——5-CH3 [errj [-egrj H-
158840 15 20 25 3y 35 - & 45 2% 09. 45 Dose - Effect |
0 008129 5 - Biol ogix®l ef"“f‘%'t&t The

yrgounds of the i nventi on possess wor t hwhi | e t herapeutic pro ertie8%%s
Astiii ¢ aci.d secretion inhibitors as denonstrated by the foIIowr ng tests.
t er mi2de tSHéCgast ric &id secHet i onCHphi HPFHFy prope‘F'E‘% es,0 xperﬁﬁrrent S
elbeen .pérfsodj@ﬁg in comscious gogs provi dedHyi t h gastHic 12]) fi goul as,y
- cgnvent f'onal type and duodenal fistulas, the latter ones used for. dr rect
trdduodeddal SaQHi ni strat Hon of t He canﬁﬂundsOCﬂBter 18 ®@Hur s 0% ary&0i on
depri \Aatlojnc f water. ghe dogsywere gi ven g subcut aneoHs |rufu5| orsoof -
pqnt gastrin (1-- 4 nmol . /kg, h) lasting for 6-7 hours. Gastric % uice Was;
chI iCted 25n aggnsecuti-ve 30 minut Bs sanpHes. GOHal i quot ©H; eadhs sarrrﬂoe vva§
tltrated wth 0.1 NNaOH tQ{pH 7.04for titrablg acid concgntraty, on usgong an:
auton'atlc t|trator and 15 pH neter (Radi oneter, Copenh }
Aci d*out pLA8.wesCOAGH; at e as nmoH H +/ 68 ni nACEs. The’ p@ﬁbent nh| Ot i on
iconpar.ed tx coscr ol experiHrents was_cal Cth at edCHer each €Hapouhd and!5t he. 2
-peakinhi bit o(rﬁ/ ffect isgiven ig Tabl RTZ bebevy,o‘[h@ tegt conpeundsyg -
suspended I'n g Met-hocel  (regi stered rade % tor éhyl gl I uI4 se) -
were gi ven2®: ntﬁ-ﬁ@%nall)ﬂl n dos&dsf r ofrHa ‘20 [err]/kg \r;ﬁ At secr tory
refs\se‘nse to pentagastrin has 20 reached a ‘steady level: In the test prisr
known conpoﬂr?d@tmvf@'%mwﬂe’e{"wwdﬁmﬁhés%é??ﬂb‘lﬁ'?d§3 the present invention

C Example35

L . . - 20

A syrup’ eontammg 2% (welght per volume) of actlve substance was prepared from the followmg
mgredlents' o - ; '

S 2-[2-(4 5-d|methyl-pyr|dyl)methylsulﬁnyl] : R R :

. 5—acetyl-6-methyl-benznm|dazole HCI , o 209 o N
" Saccharin _ R . 08g - -

Sugar I 30,09.-_
»2 - Flavouring agent e R 5.5 N L
'-""'Ethanol96% SR SR o 100m| : w0

Dlstrlled weter (sufﬁeient to obteln afi nal volume of100ml) - - ' _
Sugar, saccharin and the acid addition salt were dissolved in 80 g of warm water. After coolmg._
glycerin and a solution of flavouring agents dissolved in ethanol were added To the mcxture water wae' L
. added to obtain a final volume of 100 ml. : _ 45 E
The above gwen actwe substance may be repleeed wrth other phannaceutlcally ecceptable acld_' -
' eddltron salts: - : . e .

e ' Example36 M . Lo
2-[2-(3 l—dlmethyl pyndyl)methylsulﬁnyl] 5-aeetyl—6-methyl—benz|m|dazole HCI (250 9) was mlxed .
with lactose (175.8 g), potato starch (169.7 g) and colloidal silicic acid (32 g). The ‘mixture was
_moistenad with 10% solution of geletm and was ground through a 12-maesh sieve. After drying, potato o
starch (160 g). talc (50°g) and magnesium ¢ stearate (5 g) were’ added and the mixture thug obtainedwas. - 5 = . .

pressed; into tablets (10. 000), with each tablet containing 26'mg of aetwe substanoe Tablets can- be'_-
: prepared that contam any desnred amount of the active mgredrent SR '

Example 37

Granules were- prepared from 2-[2-(3 5-dsmethyl pyrldyl)-methylsulfinyl]-ﬁ-acetvl—&-methvl benz- _
lmldazole-p-hydroxybenzoate (250 g), lactose (175.9 g) and an alcoholic solution of polyvinylpyrroli-
done (25 @).  After ‘drying, the granules were mixed ‘with talc' (26 g); potato ‘starch (40g), and
magnesmm stearate {2.50 g) and were preesed into 10.000 tablets. These tablets are first coated with a &

W




as w_-l'l_“be' evi dent fromthe Table 2 bel ow. The conpounds which are marked
wilh asstar (*) are not within the scope 000st24s invention. The follw ng '
gagtric-acid inhibitin effect dat a Were obt ai ned for a nunber of conpounds

tested 25° - "ac Q% |0ﬁ pﬂg gprqubgqfwmg 315 condairjeg saccharose:

13. 0 005 129 , and, dyestu cand powdered sugar were-ysed for

R | ' owdermg ve oo aé @ coati jithe“ co ve[)ed wnth a ugar qﬁp and
gollshed wi Iutlo @/ﬂtar bd ax i ¢ion tetfdchiorid -

S- QCIJ'B - - . [err] 2 '

90:%¥ 4. . 6-_CHB " H. [err] _ CH3. . . H

1. 60_ 7, [err] _ © 6-CH3 - H Examp'q3érr] H .

Hgive 100 mi 4f solution. TRi® soluk ins 10 mg of active Gdidtance for each m|, s |]|sed
itﬁﬂlfnh ampoullesowhich wide sterilized by h[aemg ht 120° C for 20 miputesy3 H " H

B -2 - afi?s-drm thyl-pyridy) % -acatyl- -methg “bishbimi az(:ﬁébvdroc (1g). so-
[ er r] S 10 d.u loride {0.6 g) and a I?én oIved in sufflcl unt of distilled Whter to
H3 jon,

20 30 * . 6-CH3 H - H
- | 80 30 * 2 5-COOCH3 -~ 6-CH3  H
| '504%"“ x cH3 2 " 60 * 5. -COOCH3 [err]

1Acﬂﬁundofformulalll H 2 . . 90 * 12 .5-CO0OCH3 .
[err . H CH3 . 2 70 * 13 . [err]-
[err] Clerr T am 80 35 = -

r 6-CH3 H H - o H P

- 5- COOCH3 - _6-CH3  -HR* H o | H & 4

| . 6-CH3 - H 1 F O I H S

slerr] - 6- B |y XrérrCH OCH3  CHa®M
18 5-COOCH3 NG-cH3 L, H- -k | [err]
5. COOCH3 oot H In o T e
' [err] 6- CH3 lil—| Br H

or a therapeutically acceptable salt thereof in which R' and R? are the same or different and are
36 hydrogen, alkyl, halogen, methoxycarbonyl, ethoxycarbonyl, alkoxy, or alkanoyl in any position, R¢ is-
' hydrogen, methyl or ethyl, R3, R* and RS are the same or different and are each hydrogen, methyl
" methoxy, ethoxy, :nethoxyethoxy or ethoxyethoxy, whereby R3, R¢, and RS and RS are not all hydrogen.
and whereby when two of R3, R4, and RS are hydrogen, the third of R3, R4, and R5 isnot methyl
2. Acompound according to claim 1, which is L ; : .
2- 2-(3,4-dlmethyl-pyndyl)methylsulfinyl -S-acetyl-ﬂ-methyl benznmldazole. o
2-[2-(3,5-dimethyl-pyridyl)methylsuifinyl]-4,6-dimethyl-benzimidazole, .
2-[2-(4,5-dimethyl-pyridyl)methylsulfinyl]-5-methoxy-carbonyl-benzimidazole, .. ;.
2-[2-(4,5-dimethyl-pyridyl)methylsulfinyl]-5-acetyl-6-methyl-benzimidazole, = - - :
2-[2-(4,5-dimethyl-pyridyl)methyisulfinyl}-5-methoxy-carbonyl-8-methyl- benzlmldazole,
-2-[2-(3,4-dimethyl-pyridyl)methylsulfinyl}-5-methoxy-carbonyl-8-methyl- benznmldazole,
2-[2-(3,5-dimethyl-pyridyl)methylisulfinyl]-b-acetyl-6-methyl-benzimidazole, - . .. . .., .:
«, - 2-[2-(3,4,5-trimethyl-pyridyl)methylsulfinyl}-5-acetyl-8-methyi-benzimidazole, .. .. ...
su  2-[2-(4-methoxy-pyridyl)methylsulfinyl]-6-acetyl-6-methyl-benzimidazole, .
_ 2-[2-(4-methoxy-pyridyl)methylsulfinyl]-4,8-dimethyl- benzimidazole, .. . .-
noe 2-[2-(3, 5-d|methyl-4—methoxy-pyndyI)methylsulfmyl]-S-acetyl-ﬁ-methyl benmmudazole,
2-[2-(3,5-dimethyl-pyridyl)methylsulfinyl]-6-methoxy-carbonyl-8-methyl-benzimidazole,;
2-[2-(3,4,5-trimethyl-pyridyl)methylsulfinyl-6-methoxy-carbonyl-8-methyl-benzimida ole .
2-[2-(4-methoxy-pyridyl)methylsulfinyl}-5-methoxycarbonyl-8-methyl-benzimidazoleA -~ .
2-[2-(4-ethoxy-pyridyl)methylsulfinyl]-6-methoxycarbonyl-6-methyl-benzimidazole, - .
_ 2-[2-(3-methyl-4-methoxy-pyridyl)methylsulfinyl}-6-methoxycarbonyi-6-methyl- ben2|m|dazole, '
- 2— 2-(3, 5—d|methyl-4-methoxy-pyndyl)methyIsulﬂnyl]-&-methoxycarbonyI-B—methyl— ;
.. .- - benzimidazole, ;- - '
oo 22 4»methoxy-5—methyl—pyndyl)methylsuIfmyl]-ﬁ-methoxycarbonyl-s-methyl-benzlm azo
5§ ... 2-[2-(3,5-dimethyl-pyridyl)methylsulfinyl]-5-methoxycarbonyl- -bénzimidazole,: . . -
s 2:[2-(3,5-dimethyl-4-methoxy-pyridyl)methyisulfinyl -5-methoxycarbonyl—benzlmldazole,
. 2-[2-(3,5-dimethyi-4-methoxy-pyridyl)methylsulfinyl}-B-acetyl-benzimidazole,, ... ... .
2-{2- 4-methoxy-§-methyl-pyridyl)methylsulfinyl]-6-methoxy-benzimidazole, - T
2-[2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl]-5-methoxy-benzimidazole,
2-{2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl]-6-methyl-benzimidazole,
2-|2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl]-benzimidazole, A
. & 2-(3 5-d|methyl-4—methoxy-pyndyl)methylsulﬁnyl]-S—chloro-benzlmndazole

3L B :

3 A pharmaceutical preparatlon for mhlbmng gastnc acld secretlon, charactenzed in: that it contams .
as active- agent.a compound according to clainr.1 or a pharmaceutlcally acceptable non-toxl_ d i

1




Dose

H
H

20
65 *
20
H;
CH,

H

OCH3
CH3

IQT

924

NO TTT

12
R

H
H

20
0.5

15
0.5
i 20
28

cH3 &

H
CH3

.09.95 3

Effest [err]

5- COQOCH3  , g _di ovr
B Cqﬁ%&s d n'lithyl pmj

90 *

OCH3

CH3
6- CH3 0 005 129

4- CH3 6-CH3 - H H '
10% alcoholic sol ioqqgshellac and theregp ith an pgueoug solution containinggaccharose
( gumg aq?icz%% , gelatin (4%), and dyestuft (0.2%). Talc and powdered, sugar wer d for
powdering after the Tirst five coatings. The coating was then coverid with su;SangEZ and
H

H H

H

CH3 4

OCH3

polished with a solution of 10% carnauba wax in carbon tetrachlbritfe!
I nhi - kg bition * 3 [err]
CH, 4 100 * [err]
H Example38 5 60. 10
idyl)ibthylsylfinyl]'6-acetyl-6-methiH Banzimidazole hydrdchidride 51%),@0-

loride (0.6 g) ahd ascorbic acid (0.1 g) were dissolved in sufficient amount of distill ter to
give 100 fEg¥isdlution. This solutibh, which conthins 10 mg-bf active substancéifor each mi, was used
in Hinginpoules, BHichiwere sterilized biyjheating at 120° [ for 20 minutes.
60 15 * [err] H H
Jerr] 20 40 22 H
c'r'er%r] 23 [err]
651. A compound of fofaila II
10 20 24
CH3 50 *
CH3 50 25
CH3
H

CH

. 19
[err]

H
[err]
H

H .
5-CH3

0.5
4
0.5
4

3

R
/
7 i3
CH3 5 28,27 5.08

30 * 29 5- COOCH3
0.5 40 30 *) Denot es

H
H

[err] OCH3
H CH3

previ ousl y kneviatheappaidsily actiptable?$altGlier@dAn avrith B ad8 R3 4@)thg San¢) orldjfferent and are

hydrogen, aikyl, halogen, methoxycarbonyl, sthgxycarbonyl, alkoxy, or alkanoyl in any position, Ré is
hydrogen, methyl or ethyl, R3, R* and RS are the same or different and are each hydrogen, methyl,
methoxy, ethoxy, . ethoxyethoxy or ethoxyethoxy, whereby R3, R4, and RS and RS are not all hydrogen,

and whereby when two of R3, R4, and RS are hydrogen, the third of R3, R4, and R® is not methyl.
2. A compound according to claim 1, which is : :

2-
2-
2-
2-
2-
2-
2-

2-(3.4-dimethyl-pyridyl)methyisulfinyl
2-(3,5-dimethyl-pyridyl)methylsulfinyl
2-(4,5-dimethyl-pyridyl)methyisulfinyl
2-(4,5-dimethyl-pyridyl}methylisulfiny!
2-(4,5-dimethyl-pyridyl)methyisuifinyl
2-(3,4-dimethyl-pyridyl)methylsulfinyl
2-(3,8-dimethyl-pyridyl)maethylsuifinyl

-5-acetyl-6-methyl-benzimidazole,
-4,6-dimethyl-benzimidazole,
-5-methoxy-carbonyl-benzimidazole,
-§-acetyl-6-methyl-benzimidazole,
-5-methoxy-carbonyl-6-methyl-benzimidazole,
-5-methoxy-carbonyl-8-methyl-benzimidazole,

-§-acetyl-8-methyl-benzimidazole,

2-
2-
2-
2-
2-
2.
2-
2.

2-(3,4,5-trimethyi-pyridyl)methylsuifinyl}-5-acetyl-8-methyl-benzimidazote,
2-(4-methoxy-pyridyl)methylsuifinyl}-6-acetyl-6-methyl-benzimidazole,
2-(4-methoxy-pyridyl)methylsulfinyl]-4,6-dimethyl-benzimidazole, T
2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl]-6-acetyl-8-methyl-benzimidazole, .
2- 3,5-dimethyl-pyridyl)methylsuIfinyl]-s-methoxv-carbonyl-6-methyl-benzimidazole_,_,!
2-(3,4,5-trimethyl-pyridyl)methylsulfinyl-6-methoxy-carbonyl-8-methyl-benzimida le,
2-(4-methoxy-pyridyl)methyisulfinyl}-6-methoxycarbonyl-6-methyl-benzimidazole,
2-(4-ethoxy-pyridyl)methylsulfinyl]-5-methoxycarbonyi-6-methyl-benzimidazole,
2-[2-(3-methyl-4-methoxy-pyridyl)methylsulfinyi]-6-methoxycarbonyl-8-methyl-benzimidazole,
2-[2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl}-5-methoxycarbonyl-8-methyl-
. - benzimidazole, ' . . .
2- 2-(4-methoxy-5-methyl-pyridyl)methylsulfinyl]-5-methoxycarbonyl-8-methyl-benzimidazole, .
2-[2-(3,5-dimethyl-pyridyl)methylsulfinyl]-6-methoxycarbonyi-benzimidazole, - .

2.

2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl
2-{2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl
2-
2-
2-
2-
2-

2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl
2-(3,5-dimethyt-4-methoxy-pyridyl)methylsuifinyl
2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl
2-(3,5-dimethyl-4-methoxy-pyridyl)methylsulfinyl

-5-methoxycarbonyl-benzimidazole, .
-8-acetyl-benzimidazole,

2-(4-methoxy-5-methyl-pyridyl)methylsulfinyl]-5-methoxy-benzimidazole,

-5-methoxy-benzimidazole,
-8-methyl-benzimidazole,
-benzimidazole,
-8-chloro-benzimidazole

3. A pharmaceutical preﬁaration for inhibiting gastric acid secretidn, characterized in that it contains
as active agent a compound according to claim 1 or a pharmaceutically acceptable non-toxic acid
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' s ... Exanple 35 A syrup
(wei ght per vol une) of act?%%bstance was prepared fromthe

| {tglq Bt tlig erapeutically effective amount in combmatlon with a pharmaceutlcally
ﬁﬂ ; afria )?o yItS.l peh Ts‘ﬂ | finyl]-5-acetyl-6-methyl -benzim dazol e
'09 mﬁﬂ’ha'ﬁicﬁutlcal preparatlon according to clarm 3 wherein the active mgredlent is one of the
ounds according to claim 2. ) =
'_.er 5 fptermediates of the formula - L . o §
. s
Nfal vol ume.of 100 nil )

- Distilled water (sufficigs
saccharl n and the aci ®&'a4 _ +Rd ssolved in 60 g of war
After cooling, 25 gl'yce i4nd - a slol ution of flavouri ng agents
ed in ethanol were added. To the ni xRire water was added to obtain a:
‘ol une of 100 m. The above gr'i’en active substance may be repI aced
Wi th ot her pharmaceutical ly acceptabl e acid addit ion salts. 30 * 15
Exarrpl e 36 .wherein RY, R2, R3, R4, RS and Rédre defined accordingtoclaim1. ~ )
2 [2- (3 4-di net hyI pyrr dyl ) met hyl sul fi nyl]-5-acetyl -6- rret hyl - benzi m dazol e
HCl > (250, ?l). ed with |actose (175.8 g), petat o starch (169.7 g) -
and cold oi dg SI f'l CI c acid (32 g). The mixture was nbistened with 10% 28,
sol tition of gelemikdingdel Fevamtigr ound .t hrough a 12-nmesh sieve. After 35
'dryr hg,” potato starch (160 g), talc (50 g) and nesi um st ear ate (59
were added and the mixture thus obtained was g essedgknto tablets (10 000)

wi th each tablet containing 25 g, of act |Q/e susifange. Tablets can be %
jpre\serred that contain any desr re qgnt of the' aclive ingredient. Exampl e
37 40 Granul es. Wer e NNSL _

. 2- [2 (3, 5-di net hyl - pyrrdyl) neth |nyI

-5-acetyl - 6-net hyI benzi m dazol e- p- hydroxy benzoat e- (250 g)*, lactose

.(175 9 9) ap erem r e rs o) v iolen sindiuh@’
dryi ng, SerBils ﬁg%m%r.mé@%wg&mﬁim A% .mam@ucde&e drdiietld

the Methokycarbeiyidrddpe d bine and
magnesi um Sﬂﬂﬁﬁﬂhﬁo rEﬁ}eg)ema koMpdrepper Gmednd Aliandyfyrpe |d5|rgend@_|tdre$tgllung

These t abl ebedeates, H‘remsltlassmﬁdowehh Methyooas e@ﬁneinP th;'lbr"lﬂ?? uet, ‘an
t hef‘eupon W@ hh aﬁ"’a l!fsd dﬂﬂ%ﬂ §, e'f Ivgmsﬁf@fﬁ
(5%~ gel at %1 en ng e

for :powder i ﬁEn fe fn’lcr ﬁ‘t dsyﬁtoﬂ‘ﬁafnb 398, deThﬁttQﬁu!ﬁ@w% von R H‘ und RE keme
i16. 7. .0 O Igruppe ist: : i Sl :

2 Verblndung nach Anspruch 1 die

. 2-[2-(3,4-Dimethylpyridyl)-rhethylsulfinyl]- s-acetyl-B-methylbenzamtdazol
2-]2-(3,6-Dimethylpyridyl )-methylsulfinyt]-4,8-dimethylbenzimidazol, :

2-{2-(4 6-Dimethylpyridyl)-methylsulfinyl)- -5-methoxycarbonylbenzimidazol,

2-[2-(4,5-Dimethylpyridyl -rnethylsulfmyl%-s -acetyl-6-methylbenzimidazol,

2-{2-(4 5-Dimethylpyridyi)-methylsulfinyl -6-methoxycarboriyl-6- methylbenzlmudaz 19
2-[2-(3 ,4-Dimethyipyridyl)-methyisulfinyl -5-methoxycarbonyl-e-mathylbenzlmldazol
2-{2-(3,5-Dimethylpyridyl)-methylsulfinyl -5-ac,qtyl-8 -mathylbenzimidazol, .
2.{2- 45-TnmethvlpyndyI)-methytsulﬂnyl]-S—acetyi-e-methylﬁenzrmidaqu
2-[2-(3-Methoxypyridyl)- methylsuIf'nyl]-S-acatyl-e-methylbenzimldaqu .
- 2-[2- 4-Methoxypyndy!]-methylsulﬁnyl]-4 5-d|methylbentsmldaqu , )
- 2-[2-(3,5- Dimethyl-4-methoxypyridyl)-meéthylsulfiriyl]-5-acetyi-6 methvlbenzlmldaio
2-[2-(3,5-Dimethylpyridyl)-methylsulfi nyl]-ﬁ-methoxycarbonyl 6-methylbenzimidazol,
2-f2-(3.4 ,5-Trimethylpyridyl)-methylsulfinyl]-5- methoxycarbonyl-G-methylbenzrml'dazo‘
22 Methoxypyndyl)—methylsulﬁnyl -5-methoxycarboiiyl-6-methylbénzimidaz
2-[2-(4-Athoxypyridyl}-methylsulfinyl -E-rnethoxycarbonyl-d—methylbenznmrd U U
2-{2-(3-Methyt-4-methoxypyridyl)- methylsulfinyi]- B-methoxycarbonyl-6-metl nzimidazol;’
2.{2-(3,6-Diméthyl-4-methoxypyridyl}- methylSuIﬂnyI1-5-metﬁoxyeafbdﬂyl-s-métﬁylbenznm
2-2 4—Mathoxy-s-mathylpyhdyl)-methylsnIfinﬂ]-s-methoxycarbonyl-a-methylbenzlmrda
o 'zf{;l- 3,5-Dimethylpyridyl)- methylsulfmyl]-B-methoxycarbonylbenzlmrdazol s

: ¥ - 60,

-12- 35-D|mathyl-4-methaxypyﬂdyl)-methylsulfinyl]—!‘:-methoxycarbonylbenznmldazot 3 T
~ 2-{2-(3,5-Dimethyl-4-methoxypyridyl)- methylsulﬂnyl]—ﬁ-acetylbenzlmldazol
_2';[2-14-Methoxy-5-methylpyridyl)-methylsulﬂnyl]-s-methéxybanzlmldazol .
. 3-[2-(3,5-Dimethyl-4-methoxypyridyl)- -methylsulfinyl -5-methoxybenztmtdazol
2-[2(3 5-Dlmethy|-4-methoxypyndyl) methylsulfinyl -S-methylbenzlmidézol

[
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'_hen covered with a 66% sugar syrup and polished with a
'10% car nauba .5 wax in Mdnsft etrachloride. * :

2 e e Lo dazol

g) were:di ssoued in sufficient anobunt of d| stllled water to-give 100 m of |
sol\ut i.on. . &hi s 35PhashazeiischisiPedpamo ir diemmuig demMafensintosakestioo, xitignls eelfeonzeetmh

M, was: used idaB dsialslaktivgs MittebainecerbindunggemddAaspsechriethdibd by heat i nql err]
for 20 m nut es 4 "me s tgeP@Barmag!y\rgeruggs wrin der aktive Bestandteil eine der Verbin ungen’
17 .- 0-005 15 qgujmd ound of_formila Il 10 15

H or .a thq&apeufl acce e salt thereof .in whi ch {err] and [err] are
the-same or differ ent and are- hydr ogen, alkyl, halo en met hoxycar bonyl ,

et hokycar bonyls- al'koxy, or al kanogk in any posrth’on %] is hydrogen,

methiyl or et hyI [err] and R5 are rre or dif t and are each 20 _
hydriogen, thyI . met hoxy, et hoxy shogu ‘hoxyet hoxy, and in
whi gh [er r'FErs met hoxy, ethoxy, ne hoxy rpr et oxyet hoxy. 2. - A -+ ..

conpound according to claim1, which i é*
2-2- (4- met hoxy- pyri net h I sul finyl]-5- acetyl - et hyl - ben2| m dazol e 2__'5
2-[2-(4- net,.-howﬁpﬁ'r?’a‘{’}';‘dﬁt‘ °§9'F‘?§WP‘|“‘5W ‘{?f'EPP"r‘rEP%yI benzi ni dazofe, "
2-[ 2- (3, 5-%i net hyl 4- net hoxy- pyri dyl\) met hyl sul finyl]-5-acetyl -.6-nmet hyl 1ben2|
‘m dazol e, evendications _ : '
2 [2 (4- met hoxy pyri dyl) met hyl sul finyl]-5- rret hoxyca‘r bonyl - 6- net hyl - benzi m.d
({2‘ .-~ 1.Composé de la formule lll '
2- [&«(4- etiﬂbxy pyridyl)nethyl sul finyl]- 5 rret hoxycaernyI 6- met hyl - benzr mda
zol e, : 3
2-[2-(3-net hyI 4- met hoxy=- pyri dyl ) R&t hyI suI fOnyI \5-
-benzi m dazole 30 -
2-[ 2- (3, 5-ak net hyl - 4- et hoxy pyF. %r%rfﬁny_r}r

thyI benzr m dazol e,

R
t oxycarbonyl 6- rret hyl

am
5- rret hoxycar bonyl 6 ne'

_._ ouun sel thérapeutiqiement acceptable de celun-co fomiule dans laquelle R‘ et R2sont semblables ou
3  différents et sont un atome d'hydrogéne, un groupe alkyle, un ‘atome d’halogéne, un - groupe
méthoxycarbonyle éthoxycarbonyle, alcoxy ou alcanoyle dans toute position, R® est un atome
d‘hydrogéne ou un groupe méthyle ou éthyle et R3, R¥et RS sont semblables ou’ différents et sont
chacun un atome d’hydrogéne ou un groupe méthyle, méthoxy, éthoxy, méthoxyéthoxy ou
+" - éthoxyéthoxy sous cette réserve que R3, R* et R® ne sont pas tous des atomes d’hydrogéne et que,
*. . 48  lorsque deux des substituants R3, R% et R° sont des atomes d’ hydrogéne le trousvéme des subsmuants
S R3, R* et R® n"est pas un groupe méthyle. .
s '2.Composé selon Ia revendicatuon 1 qui est

L le2-[2-(3 4-d|méthyl-pyndyt)méthylsulﬁnyl] 5-acéty|-6-méthyl benzlmldazole,
- 45 le 2-[2-{3,5-diméthyl-pyridyl)méthylsulfinyl]-4,6-diméthylbenzimidazole, : _; e :
I ~ . le2-[2-(4,5-diméthyl-pyridyl)méthyisulfinyl]-5-méthoxycarbonyl-benzimidazole, = :

le 2-[2-(4,5-diméthyl- pyridyl)méthyl-pyrldyl)méthylsulfinyl]-s-acétyl-ﬁ-méthyl benzlmndaqua _
le 2-[2-(4,5-diméthyl-pyridyl)méthylsulfinyl]-5-méthoxycarbonyl-8-méthyl-benzimidazolg; " : .
" _ le 2-[2-(3.4-diméthyl-pyridyl)méthylsuifinyl]-6-méthoxycarbonyl-8-méthyl- benzlmldazol
50 le 2-[2-(3,5-diméthyi-pyridyl)méthylsulfinyl]-5-acétyl-6-méthyl-benzimidazole,
. ~ le2-[2-(3,4,5-triméthyl-pyridyl)méthylsulfinyl]-5-acétyl-6-méthyl- benzumldazole

B fe 2-[2- 4-méthoxy—pyndyl)méthylsulﬁnyl] 5-acétyl-6:méthyl- -benzimidazole, -

P IR . 182-[2-(4-méthoxy-pyridyl)méthylsulfinyl}-4,6-diméthylbenzimidazole, - '

f IR - le2-[2-(3 S-dlméthyl-4-méthoxy-pyridyl)méthylsulfinyll 5-acétyl-6-méthyl- benzumldazole,
le 2-[2-(3, 5-d|méthyl-pyr|dyl)méthylsulﬁnyl]-5-méthoxycqrbonyl-s-méthyl -benzimidazo!
le 2-[2-(3.4 5-tnm6thyl-pyndyl)méthylsulf'nyl]-s-méthoxycarbonyl-ﬁ-méthyl benzimidazo!

- le2- 2— 4~méthoxy-pyndyl)méthytsulfiny!]-5-méthoxycarbonyl-a-méthyl benzlmudazole.

le2- [2-] 4-6thoxy-pyridyl)méthylsulfi nyl]-5-méthoxycarbonyl-ﬁ-méthyi -benzimidazole,

le 2-[2-(3 5-d|méthyl-4-méthoxy-pyndyl)méthylsulf’nyl] 5-méthoxycarbonyl-&-méthyl-benzlmrda-
zole, o
le 2-[2-| Lméthoxy-s-méthyl-pyﬂdyl)méthylsulf‘ nyl]-s-méthoxycarbonyI-G-méthyI-benzlm|dazole. B
le 2-[2-(3 5-diméthyl-pyridyl)méthylsulfinyl]-5-méthoxycarbonyl-benzimidazole, =~ - gL
le 2-[2-(3,5-diméthyl-4-méthoxy-pyridyl)méthylsulfinyl]-5-méthoxycarbonyl- benzlmrdazole, RO
© le2-[2-(3 5-d|méthy|-4-méthoxy-pvridyl)méthylsulﬁnyl]-s -acétyl- benzlmldazole. ST . LR

14 —

[T

le 2-[2- 3—méthyi-4-méthoxy-pyndyl)méthylsulf' nyl]-s-méthoxycarbonyl-G-méthyl-benzlmrdazole, o



"Ls-nethyr pyrrdyl)nethylsulfrnyl] 5- nethoxycarbonyl 6- met hyl ©
| 0006129

rreth I‘- met hoxy- pyri dyl ) net hyl sul fi nyl ]-5- met hox carbon I benzil"
‘le2- 2¥4—méthoxy-5-mé%yle%rldyl)%ézhylsulf r¥yl] 5-méthox>;'-b]enzlmldazole y y ~

o i st e T St i m dazol e

- le 2-[2-(3,5-diméthyl-4-méthoxy-pyrid (k ethylsulfmyl] benzumldazole, _
t: hqu z-(mdimbthﬂwméiw&ﬁ Yinbth{ 15 uifiny ]-}'mﬁromelaﬂmwamzr m dazol e, 5 .

iset hyl -4- met hoxy- pyri dyl ) net h}/l sul f.i nl)/ ] - 5- met hoxy- benzi m dazol .
i Composmon pharmaceuﬂque servant a inhiber la sécrétion d'acide gastrique, caractérisée ence -

. 5- Eﬂﬂ’éf’ 1°"t4‘° 'I"é f""flﬁ' ANR r;'ﬂ f":l' 1% zoI e
Xt "Qf &.m%%wwmbﬂx Ry by il AL
, 5- pREHMAEsGYquURlselon!JalrdveRdichyibisa) kéradwrtsbe &&h.hor.ﬁyrb&m betif dazol e

40 3 A phamrm:a:utpromlselmlemmwlqamzf or inhibiting gastric acid secretion,
characterl z 8dntermédiaises ropondastié laforaulas acti ve agent a conpound according to
claim1 -or a pharnaceutically acceptabl e non-toxkc acid addition salt
thereof in a therapeutically effective anpuntgsi njcongination with a
pharnmaceutical |y acceptable cafier: 45 4. A eutical preparation
according to claim3 wherein th Nye mgrifj nt| is one of the conpounds
according to claim2. 26.09. | ' 18 0 005 129
5. ‘i nternedi ates of the fornula 10515 wherein [err] and [err] are defrne?ﬂ
according to claim1. 20 25 30 35 40 45 26.09. 95

1 9 " dans Iaquelle R, RZ,R3,RY, R5et RS repondent ala déflmtlon donnée ala revendication 1.
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