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|nvent|on reflates to (1) pyridine derivatives of
fongula (1) ir;,gwg £ihb ,.hﬁ,,ahudr ogen, nethoxy or trifluorongthyl,
[err] and err are independent| y hydrogen or nethyl, [err] is a [err]
fluori nat ed al kyl, and n denotes'0 or 1, or their Qleﬁl”{ﬂicol ogically
accept?bl e salts and (2) a net ho for preparigy rgy)und (1) or its
“phar ntol ogi cal | y accept abl e gk ‘ 3 conpris "~ all owi ng. a conpoun
of the fornula (I11) [err] 40 whégg) - sane nmeani ng as
~defined above, to react with a corrporﬂnd( the® fof mul a-(111) [err] 50
whereisa [err] .and [err] are of the sane‘WéRning as defined above, one of %
[err] and [err] is SH and the other is a Ieavr ng group .and, when necessar
by subj ecwherejnRhie hydragen. mthpmduoﬂumdkv'e& and i’ amﬂnqeh@dawmdrqwnm 'aethvlt._:;_
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2,2, 3%, Jgwine: compoppg,of the fo Exanpl es of t he | eaving groups
[err] and [err] I n the above fornulae re hal ogen, preferably chlorine,
brom ne or iodine, or a reactrveeﬁs hydroxy group, e.g. an.
aryl sul fonyl oxy, for exanple, nyl ML)‘l,gixy or tosyloxy, or a [err]
al kyl @il f onyl oxy. for exanple, nethanesul
phosphoryl oxy, for exanple, diphenyl phosphoryl oxy, drbenzylphosphorylox
‘or \Ler ] Wherein R' [srb st asmp| msaping s GefinfdAbOKS, [t} FRISIMYT § FRROund @ the formuls Wi/
may be |ocated at 4- or 5-position, and preferably at 5-position. A sulfi¢
derivative (1) (n = 0), anong the objectOtéglunds of this invention, can?
"be prepared by allow ng a conmpound (R%)ZtQ.REact with a conpound (| II) It .
i's convenient to conduct this reacjion i nfjt he presence of a base. The basdl!l
is exenplified by alkali netal h g. sodium hydride and potassium . ;
hydride; alkali nmetal e.g. nmetallic sodium sodium al cohol ate -eg. sodi um
met hO)?g’ dewitnéln ROEP BIKH R* are of the same meaning as defined above, one of X' and X? is SH and the other ls a
leaving group and, when necessary, by subjectmg the reaction product to oxidation.

in the above formulae, the —CH,R*-group is exemplified by 2,2,2-trifluoroethyl, 2,2,3,3 3-pentaﬂuo§o-
propyl, 2,2,3,3-tetrafluoropropyl, 2233444-heptaﬂuorobutyl and 2,2,3,3.4,4,5,5-octafluoropentyl. -

Examples of the leaving groups X' and X2 in the above formulae are halogen, preferably chlorine,
bromine or iodine, or a reactive esterified hydroxy group, e.g. an aryisulfonyloxy, for example, phenvl-
sulfonyloxy or tosyloxy, or a C,-s alkylsulfonyloxy, for example, methanesulfonyloxy, or an orgamc
phosphoryloxy, for example, diphenylphosphoryloxy, dnbenzvlphosphorvloxv or di-C,_, a!kvl-
phosphoryloxy (e.g. dimethylphosphoryioxy). . .
50 R! may be located at 4- or 5-position, and preferably at S-positlon :

A sulfide derivative (I} {n = 0), among the object compounds of this invention, can be prepared_,by
allowing a compound {ll) to react with a compound (ill). It is convenient to conduct this reaction in the
presence of a base. The base is exemplified by alkali metal hydride:e.g. ‘sodium hydride and potassmm
hydride; alkali metal e.g. metallic sodium; sodium alcoholate: e.g. sodium methoxyde and. sodiurr_t
ethoxrde, alkali r.ietal carbonate e.g. potass:um carbonate and sodlum carbonate, and organlc amin

onyl oxy, or. an organic
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65 ethoxide; -alkali metal carbonate e.g. potassium carbonate and sodium
carbonate; and organic amines-e.g 2 EP 0174 726 Bl triethyhlam ne. The -
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[erp and R4 are of the s apgng as defined above]. The base is
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hydrogen carbonate e.g. pota¥%klm carbonate, |ithium car bonat e, sodi um
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55 as acetone and methyl ethyl ketone, acetonitrile, dimethylformamide and hexamethylphosphoric acid
triamide. The reaction temperature is suitably selected within the range ' from those under ice-cooling to

those near the boiling point of the solvent used. The reaction time ranges usually from 1 to 48 hours. -

The thus-obtained compound (Vl) is subject to heating (80 to 120°C)in the presence of acetic anhydride
singly or together with a mineral acid e.g. sulfuric acid and perchloric acid to gwe a 2-acetoxymethyl-

50 pyridine derivative of the formula (Vil} [wherein R?, R® and R‘ are of the same meaning as defined above]
' The reaction time ranges usuauy from 0.1 to 10 hours. '
Then, the compound (Vi) is subjected to alkali-hydrolysis to glve a 2 hydroxymethyl pyndme
derivative of the formula (VIl) {wherein R?, R? and R* are of the same meaning as defined above]. The alkali - .-

_ is exemplified by sodium hydroxide, potassium hydroxide, potassium carbonate and sodium carbonate o

The solvent used for the reaction is exemphf‘ ed by methanol, ethanol and water. The reaction temperature_




those ‘near the boi i ng point of the: sol vent used. The reaction tine ranges
usual 1y from1l to 48 hours. The t hus- obt ai ned corrpound (V) i's subject to.
heating (80 to [err]) in the presence of acetic anhydri de si ngly ‘or
together with a mneral acid e.g. EPUDI1T4 726 B1an I-perchloric acid to give-
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ul cer ﬁgﬁ‘ e e el S Spaon e O BILB(E curvature
l'esions % es.oﬁs occurr ﬁé\ é ga s%rg a%tral muccosa was measured under a drssectmg microscope
with a square—gnd eye piece {X 10). The sum total of the individual lgsions in each animal was measured,
and the average value per group was calculated. Based on the difference between the average value of

- go each group and that of the control group, the inhibition rate was determined. The test compound on . -

indomethacin was suspended in a 5% gum arabic solution, and admrmstered in a volume of 2 ml/kg.
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rmdel *m m cki ng human. gastrl c ulcer, i ndorret haci n-i nduced gastric ant ral
ulcer was reported in Gastroenterol ogy (Satoh et al. 81, p. 719, 1981)
whi'ch \;_és considered to be of valug‘-as an experinental rodel . Therefore “the

followm ng are data of anti-ulc obj ect gorrpounds (1) and of
" sofe 145, representabl e knovvn conﬁﬁrégoi%zsbh | cer model in the. . _
Etheriventhi RéduRtg:at Ur et ef.er edige. Experi mental - Met hod: Mal i -

Spt ague- Dawl ey rats of 7-weeks ol'd.mere fasted for 424 heurs Thse. ani maks
were adm ni stered test corrpounds into sto crp‘b‘}"' sr ng a gastric tube.

After 30 minutes, indometha nng/ kgR taneously, was
adni fii st er ed. Dur| ng 30- esflafter th
i ndonet haci n, these ani mals =y acGs™

I ni stration of l
( chow pel fets (Japan C ea
CE-2).. At 5 hours after the adm ni{ojmiion of indont hacin, 1 nl of 1% :
Evans bl ue was i nj ected to the ani. mals via the ta|I ve| .. followed by
sacriefi ci ng t he ok : : : '
together with the Iovver part of esophagus a d the duodenﬁM-UW@cwﬁ'phagus
was clipped, 10 B of 19formal A sol ution %s i nsPi | | ed!Dseimglke POlonach.
fromthe duodent and [E' en the duodentyn Was clrpped. The wha] £ st omach+was
i mepsed in 1% formalin Solution. About”15 minutes |ater, the stomachs were
opened al ong theygreater chyrvatye. Areg, of the | egions+ occwgf@d in thekx
gastric antral nuccosa was neasured. under a dissecti ng microscope with- a
square-grid eye #iece (xHLO). Thie sum tCFCF of thetindividuall3esions i
each ani mal was neasured, and the average val ue per group was cal cul at ed.
Base¥ on the di f’\"erence 8y ween 't he. avé:r% ffe val ue &f 60-eactcW® oup and that
of \LLhe control group, E' i nhi b|t|on I UeCPIgS det erim ned. The, § est corrpound
on i ndonet hacin S suspended i a. 5% gufi &r abi ¢ sol ution, and admi ni stered

in a volume of 2Zym/kg. @ﬁ H - CF,CFH 1 <10 - EP -
017425726 Bl Experi nent al Resul ts: Anti-ulcer action [err] -
[err] [¥rr] (nglCHyg. p (bt) ‘H CF:Q‘H: ' 0 H 37 CF3 .

1 2 1_1. 4 l- | 1 HJ - ﬁ - - -1
<10 H H §-OCH, H CH, ek ,-_.Cdejgé 1 o 209 3 90 i

H CH3 H - er'r"] H H “H - [err]":

1 ¥ 1.5% e o il CEoCPoH = %%

<1.0 25 H *h &hé ] compolihd disclosed G- dEmple 23 of US—A—4.266,431 (Japadesé 5- GZHS
CH3 CH3  Unexdn@hdd Patent Laid-open No. 141783/1979) m EF2IA-O51M. ferr]
CH3 H *2 The [ @mpouiid disctosedrip oExathpil &rwsus—wmam dJepanase

US-A%- 4, 255, 431 wammmmmmomwamﬂﬂm 6°E-eh— 602141783/ 1979)-
EP- A--5129. *2 #YHgn P-SeEhyefdp te °E'9?8?r‘f51"é‘”3 admipystered ip aglose of 5 g
aﬂ‘-, %W'[‘ﬁ?g F:‘R"éﬁ"ﬁa ®ht Lai d-open No. 135881/1983) -

(Japanese 35
EP- A- 80602 o5 @howfs bi) theBatlo %a@efhe%%gunﬁa&hm@fmﬁhﬁoﬁ Rsve’ &Jﬁgmmﬁrl&aﬁmon as
adni @i Stcgmpated Nith KAGWR cBinpdunds by BBostNris-32D B4 Gr indrell Bb6des] B dofipblind fSof this
shown bynvemsonshowsextallent actibes of inmfbitingdastet aéndhsesretsnu,esrdtemg lgastric meeqs membrane
anthi~ ul @ed pegeritiog uivsration.

Stating about the toxicity of the compound (1) of this mventnon, oral admnmstrauon of the compound
employed for the experiment of anti-ulceration {compound of R'=H, R*= CH,, R®=H, R* = CF,CF;, n.= 1)

4  to mice even in a dose of 2000 mg/kg caused no fatal effect, thus the compound (1) being low in toxicity.

As described in the foregoing, the compound (1) of this invention has an anti-ulcer action, a gastric acid
secretion controlling action and a mucous membrane protecting action, furthermore is of low toxicity and
is relatively stable as a chemical substance. The compound (l) of this invention can thus be used:for
prophylaxis and therapy of digestive ulcers {e.g. gastric ulcer, duodenal uicer) and gastntis in mammahan

s0 animals (e.g. mouse, rat, rabbit, dog, cat and ‘man).

When the compound (1) of this invention is used as an antl-ulcer agent for the therapv of drgestlve
ulcers in mammalian animals, it can be admiinistered orally in a dosage form of capsules, tablets, granules,
etc. by formulating with a pharmacologically acceptable carrier, excipient, dnluent etc. The dally dose is

. 0.01—30 mg/kg, more preferably 0.1—3 mg/kg.
55 Incidenially, the compound of this mventlon {1} {n = o) is useful as a startmg material for prepanng the
compound (i) (n = 1)
The processes of producing the startmg compounds to be employed in the method of this mventlon as
well as those of producing the compound (1) of this invention are speclfucally explained by the followmg
Reference Examples and Working Examples :

Reference Example 1 ' -

in 2,2,3,3-tetrafluoropropancl (10 mi) was dissolved 2 3-dlmetnyl-4-mtropyndme—1~oxrde (2 g To_ the

solutron was added potassium t-butoxide (1.6 g) little by little at room temperature. The mixture was then

-~ heated at 80—90°C for 22 hours. The reaction solution was diluted with water, which was subject
85 extraction wrth chloroform. The extract was dried on magnesnum sulfate,'”'" nd then concentrat d




40 cohpared W|th known corrpounds by ;about 1.5--20 ti:mes or nore. Besi des,
the conpound (1) of this invention shows excel | ent actions of |nh|b|t|ng
gastrisc, aci d secretion, protecting gast ric mucous. nenbrane and preventlng

ul ceration. Stating about t he tom&#)bcg#ﬂt cg ound (I) of this -

i nvention, oral administration of e ﬂ& oyed . for the experinent . .
of “anti-ul ORGSR WesCRFGNUMSHTaghd bR & kblumb.of bifderdel (70 bl BiuG6® Wascondudtbd with nm:ﬁﬁoa-'-
even in a eWgefoah (06 aniBhérsubiueedo Fierveaalliation ffont sthylt dcotatet Horarmot yisith 26 elo)f 2,
bei ng | ow dim~thgbd- tzm%-tetkaﬂwomenwmdm-hexiﬂwfe%ﬂmrh g% naeldies.on.mp HIBrcl3 '
this i nyenti citenthe mannansimilarite the aveve, Gemperngs &Y! weremparegétqﬂemwund M
controlling action and a mucous nmenbrane protecting-action, furthernore is

of lowtoxicity and is relatively stablg §§ ﬁnem cal substance. The
conpound (1) of this invention can thus g‘ used for prophylaxis and therapy
of digestive ulcers (e.g. ggastrigs ul cerrs duodenalmu{;;f,e,saimami gastritis in
mamal i @n 50 ani mal s ( e-g—hbuse—Fatrabbitaog—eat—anra—ra)y Wien the
conpound (1) of this inveMion i8 used 8& an anti-ul#&r1&gent for the

t herapy of digestive ulcers in mammalian_animals, i t ca% be adm ni stered
orally in a dosage form ofC eapsuF’e’s tan’ets ar anul 19 c by fornulating
wi th a gharmacol ogi cal | y acceptable carrier, excipient,.dil uent etc. The

-daily dose-is 0.01-30 ng/kg, nore prg@@;@,@;g,‘g}nﬂgs rrg/ kg 55

| nci dent al | y,a flk6uré BIBSUMbIRA-4hiticByidie1oXi01(2(0l g), rosthyi@inyi netmqﬁmhnaz,z,a,s.a-pema-
starti ng nfoedprédanbdlo(3.05" P .asnhydrol s @otassipe Leacbonble (3129 gl )and Thexapethglkeplsaspharic acid
produci ng wikmidet201 @)rwpscheated ant0s-80t foes. émngaegtwmmmmwwww@rw off. The

i nvent i%¥n faga!mas ceprentpteds towh 'r‘é)'dﬁuéﬁ’

tb thyl
ar d_speci 3844 H" “’Ph@"? PP ?ﬁ%”:ﬁﬂ '
Exanpl es. Eﬂ ﬁ’oggﬁ %ﬁ% g;e% er o }gﬁ#i& LWJ: 4042 g-d RAI 2.995.3.
~di ssol ved yeidin 1158966% a c&%rl e

sol ut1on was

added pet assiasa iha $iildr 1o 8)abbve, &Arﬁp&mysdi M)tvbm aiepmalf?ofvﬂdmﬂﬁ@édmmuna"&lm
m xt ure was then heat ed at 80- 90[err] for 22 hours. The reaction solution
was diluted with water, mwrttr—chl rof orm The

whi-eh—nwes—stibjecdt U extTactTo
extract was dried on nmagnesi um sulfatec°'aﬂﬁ“'tdn‘¥ﬂ concentrated. The EP
0174726,B1 concentrate was,CNrongs ograpped on a 'ca gel (70
g). Elution was conduct ed%vmth rn‘ga: hanol HBchl ar of %%'n p‘%btsd'and t hen,
subj ected to recrystallizghjon from et hgf, acet at e- hepgomiso yield 2.6 g of
. 2,3- dinethyl-4-(2,2,3,3-tetrafl uoropropoxy) pyridine; 1-oxide as colorl ess
~needles, mp. [err] After H he rraﬁmber si @Fl ar to t hel8Boldd, conpounds (V1)

wer e pr’épared from conmpounds (1V). nPound (M) R2 [err]

[err] Mel ting pdint [eFr] 10 s - -
_____________ [err]]
148- 150 [err] [err] W - [er r1 - CRCR - 13§ 13 Reference Exanpl e

2 A mxure of 2,3-dinethy -4-nifropyrigroeH -oxide (8ind 9), met hyl -et hyl
ket-one (30 m), 2 2,3,3,3-penta- fluoropropanol (3.05 m), anhydrous '
pot\a&si um car bonat e (3.29Hg) andC*HhexarreCh?FathosphMQ:—wJSd triamde (2.07
-g) was heated at [err] for_4.5 days undglé?FE | rr| ng, %é:_e i nsol ubl es were
filterggd off. The 20 filClate vls conc was_added wat er.
The m xture was subjected to extraction wth et hyI a_cet ate. The extract
solution was dried on nagnesi um sul f @bRrent@®Examiftsla by renovi ng the sol vent
by ~ Concentrated sulfuric acid {two drops) was added to a solution of 2,3-dimethyl-4-(2,2,3,3-tetrafluoro-
propoxy)pyridine-1-oxide (2.6 g) in acetic anhydride (8 ml). The mixture was stirred at 110°C for 4 hours,
50  which was then concentrated. The residue was dissolved in methanol (20 mi), to which was added sodium
hydroxide (1.2 g} dissolved in water (5 ml). the mixture was stirred at room temperature for 30 minutes,
which was concentrated. To the residue was added water, and the mixture was subjected to extraction with
ethy! acetate. The extract was dried on magnesium sulfate, foliowed by removai of the solvent by
evaporation. The residue was chromatographed on a column of silica gel {50 g), eluted which chioroform-
§5 methanol (10:1), and recrystalized from isopropyl ether io yield 1.6 g of 2-hydroxymethyl-3-methvl-4-
(2,2,3,3-tetrafluoropropoxy)pyridine as yellow crystals, m.p. 67—68°C.
After the manner similar to the above, compounds (Vill} were prepared from compounds (Vi).

Ay
<]



evapor'ati on. The. resi due was chromat ographed on a columm of silica gel (50
g), eluted with chloroform nethanol (10:1), and recrystallized from et hyl
acet aiig- hexane to yield 2.4 g of 2,3-dinethyl-4-(2,2,3,3, 3-

pent af I uor opr opoxy) pyr | di ne- 1- oxi %e a% g%luﬁas needles, mp. [err]. 25
After the manner.-simlar to the ESof17 S (VI) were prepared from
starti-ng -eonpounds (| V)mm—torpasti{ Mage3O- : R

lerr]  [err] Mel ting (SompburddoiV) [ err] H- . CF3
'131.0-131.5 H [er |;2 €F3 " —153="154—35H - H

[err], 79-81 H & R* [err] Melting ointfido- 142 40 -
H H CF2CFZH 'y H [err T CF2CF2H .
143.5-144.5 [err] Hz"I H [err] (BF, 138- ?’\% 45 Reference Exanple .

3 Concentrated sulfuric @gid (o drogs) was addegzbaggosol ution of
2,3-dinmethyl-4-(2,2,3,3-tetrafl uoro- propoxy)pyridine-1 -oxide (2.6 g) in
aceti® anhydride (8 m).HThe mtture WkLFstirred at Ofkerr] for 4 hours, 50
whi ch was then concentrated. The residue was dissolved in nmethanol (20 m),
to which was added sodi dshydr i de (£FEFy) dissol vOYin water (5 m). the
mxture was stirred at rpom tegperatuig fgor 30 m ngtegy which was
concegtrated. To the residue was’added Wafer, and the m xture was subjected
to extraction with ethylyacetawe. Thecgdrpct was @siggl on nmagnesi um )
sulfate, followed by renoval of the solvent by evaporation. The residue was
chromat ogr aphed on a collimm of C¥i | i caC§dIF-H 50 g), &Bu8%®d which chloroform
55 nethanol (10:1), and_recrystalized fromisopropyl _ethern to yield 1.6 g
of 2-zﬁydroxymet hyl - 3- netqjﬁ?l - 4- H( 2,2, 3% raf | uor%’r‘ﬁ‘boxy) pyridi ne as
yelNllow crystals, mp. [err] After the manner simlar to the above,
conpounds (VII) were prepared from;canpreedampiys) . 60 EP 0 174726 Bl
Conpound ( Vdd spiuidn of 3,5-difrRHyl-a-nitropy«idideet-6xide (2.0 g) in 2,2,3,3\EhdntdIBoRPrdpandl ¢10'gh whb
H 25 added at 0°C little by littie potassQinh tybutii3de (2 g) ovier 15 minutes.[Tee mjxture was stirred at 60°C for 18
03. 5- 94. bourg To the reaction mixture was added |ghloroform, which was subjeRteq Rgfiltration with celite. The
Oly cHgfiltrate was chromatographed on a ccolumn: of silica ggl f &Heluted witr[agmfl cetate-hexapg {i-Pghen

) with 20 ethanol-ethyl d recrystallized {50 r-hexane 2.6 g of 3.bdimathy)
87-89 H {2,2,3.3.3- ntafluoropropgfy%pyr?l -1-oxide as cr?s Is; . 89-—9 °(:.c“éiF | ﬁ.

98-9%920 " awer th imilar to the atold (X) were fol o ds (B4 68
Ref erence Exgnpleem%fnn'?'{)s'g" Sofut] on o'fco%‘,p%!n I met hyl PEPATE T opmy‘?oim |°Hg-81@§'xi de

(2.0 9g) in 2,2,3,3,3-pentafl uoropropanol (10 -g)..was 25 added at [err]
little by little potassiumt-butox i deonjpduge Xver 15 m nutes. The m xture
was stirred at [err] fer~t8—hours—TFo—the—t+eacttron—¢wre—was  added
chlorform which was sulfjecte®to filRration wWeltingeeint@&C) The filtrate was

-chr omat ogr aphed on a cWi cZger (80 0J, sz 5J cd Wth ethyl
acet at e- hexane (1:1), th 3 -
CH, CH, CF,; 138—139
40
o/ ' Reference Example §

A mixture of 3,5-dimethyl-4-{2,2,3,3.3-pentafluoropropoxy)pyridine-1-axide- {2.5 g) and dimethyl.
sulfate {1 ml) was heated at 120°C for 30 ninutes, to which was then added methanol {12.5 mi). To the
45 mixture was added dropwise at 80°C ammonium persulfate (4.3 g) dissolved in water {20 mi)-methanol (10
mi) over 30 minutes, which was stirred for {urther 30 minutes. The resuitant solution was concentrated. To
the residue was added ica, which was ne tralized with sedium carbonate, followed by extraction with
chloroform. The extract was dried on sodium sulfate, followed by removing the solvent by evaporation to
give 2.2 g of 3,5-dimethyl-2-hydroxymethyl-4-(2,2,3,3,3-pentafluoropropoxy)pyridine as an oily substance.
50 After tha manner similar to the above, compounds (Vill) were prepared from compounds (X).

" Compound (Vill}

55 R2 R? R* Melting point {°C)
H CH, CF, 116—119
CH, CH, CF, 62—63
60
Example 1

To a solution of 2-hydroxymethyl-3-methyl-4-(2,2,3,3,3-pentafluoropropoxylpyridine (350 mg) in-
chioroform {10 mi) was added thiony! chioride {0.2 ml). The mixture was refluxed for 30 minutes, which, .
65  was then concentrated. The residue was dis:olved in methanol (5 ml). The solution was added to a mixture;

i
2 ) R



#th 20% net'hanol - et hyl acetate, and.recrystallized from ether-hexane to
#ield 2.6 g of 3,5-dinethyl-

82; 2,3.3, 3-pent af | uor opr opoxy) pyri di ne- 1- oxi de as crystals, mp. 89-91C. 30
",fter the manner sim-lar to, the abovep o P26 BX) were prepared from
orrpounds (1X). Conmpound (X) °5 [err] [err]

Berr] of 2—mvsiapmhg\zpmdm|e[{m¢gx[ 8% podium mathoxide soluti@H3 mi) and methanol 6 ml), whick:
#82-94 CH3 was p]( d for 30 min pes. ,F om thmcsultan!was refggsq_glgthg R@p@p@ﬁ@@ﬂ gidup was
§ nixture opd fngbﬁ o s ec- 3 e em'g*f' gfgrvg;) es Y(p3 waspe tae \@ dilut.
82.5 9) aﬁd gg&t. EH‘I"?% gﬂ; vind %23 ‘Em Qmo éﬁ‘ § d with
ghich wa 3195 stal fadlf ‘r yl adBratd Hé)@nm yﬁ mg of 2-[3.
dropw se at Vi

- z,ajmg,mpgmamﬁ{,s,y P, ytid-2-31)@bthelitkioEnyigiad 5le \aiyaiate a¥lcolorless plates,
| ) - net hanolmﬁms-nh‘)s"tmver 30 minutes, which was stirred for further 30

@i nutes. The rakarlithambnmepbigtikote thms: vermoeTPopRdsdl In O whes arensireil iy allawingddmgounds
gce, whi ch Wavitheatwayndsddl.wi t h sodi um carbonate, followed by extraction

gith chloroform The extract was dried on sodiumsulfate, followed by

#enovi ng the sol vent by evaporation toC Eand - (,g_g; ‘

8. 5- di net hyl - 2- hydroxynethyl 4-(2 2, = opoxy)pyridine as
'n oily smbstance. soR? Aftgr the panner ®tmlar to taeisgsois,(c0ronpounds
-S55r—

" VI 1) were prepar edd+om-corpourds (X—Cerpothre— A+
[err] Herr] H NeltingChoint [err] H!38—-139 [err]
116-119 CH3 CHG[err] (EEB 149-—?5063 60

] Exanplg,1 To a sol utlon of
;-hyd{ oxyrret hyl -3-met hyl -4-(2, g, 3, 3, 3 1qent af Icyoropropoxy) p%%_h@e (350 nmg)
#n ekl orof orm (10 nl) was added t hi onyl” chl ori de (0.2 m) e mxture was
fefl uxed for 30 minutes, whi chcgps waeHj hen cepcentr at ed 1Fe-1529i due was -
dis olved in nmethanol (5 m). The solution was added to a m xture 3

3 EP 29 174 726 BH of 2-neHcapt oblnzi m d&f8Fe (200 ny 2893260di um

get hoxi de solution (1 m) and npethanol (6 mg elgmch was reH ﬁﬁd for 30
i nutes. Fromthe resdl tant wa¥ renovEde net n ﬁb by evaporatio To the
‘§esidue was added wat g, whichywas sufj ect edcggpgktraction ywyh ethyl
dcetate. zghe extract was vvasheﬁ with a dilute, sodi um hydr oxi de sol uti on,
foll owed by drying om nagnesiom sul fate. Fr ¢mCFfle resul t anga-wess r enoved
fhe 5 solvent by evaporation. The residue was then chromatograped on a
golum of silica gel (R0 g), eButed wktth et hfFChdbt at e- hexé?ﬂa"'(“? 1), and
ghen acrystal lized from et hyl et at e;hexane y| eld 370 2-13

get hyl - 4- f2 2,3,3,3-p tafl uorg}g\' opox§P§ pyri &F‘% Y1 ] nethylt H%—Berqm 'm dazol e[
grr] hydrate as col OFrlge pl atgﬁ Hlerr] cAfter the mnngg_ggmlar to
yhe above, conpounds ( *(n = vvere prepared by allow ng conpounds 10
#11) with conpounds (IstdgH, Conum,und (H) (n =C6) 15 159——160 [err]
gerr] 40 [err] R4 Meltlng poi nt [err&
[err] 5-OCH, H138-139 H CFs ™ cH3 31153
{49~150 20

*3 NMR spectrum {CDC: '53: 4.35 {S), 4.39 (t, t, J=1.56 and 12Hz), 6.98 (1H, t, ,
J=525 and 4Hz), 6.8 /1H, d, d, J=2 and 6Hz), 8.95 (1H, d, J=2Hz), 7.1—7.3

45 {2H, m), 7.4—17.7 (2t¢ ), 8.50 (1H, d, J=6Hz}

31 *4 1H,0 (crystal water!

H
CF3

Example 2
Te: a solution of 2-[3-methyl-4-(% . 3,3,3-pentafluoropropoxy)pyrid-2-yimethyithiobenzimidazole {2.2

g) in chloroform (20 ml) was added :i-opwise under ice-cooling over a period of 30 minutes m-chioro-

s0 perbenzoic acid (1.3 g) dissolved in ci'-.z-..nroform {15 ml). The solution was washed with a saturated aqueous -

solutien of soidum hydrogen carbonu::, then dried on magnesium sulfate, and concentrated. The residue

was chromatographed on a column «f silica gel {50 g), eluted with ethyi acetate, and then recrystallized -

; from acetore-isopropy! ether to giv: 1.78 g of 2-[3-methyl-4-(2,2,3,3,3-pentafluoropropoxy)pyrid-2-yl]-
p methyisulfinylbenzimidazole as pale y~ilow prisms, m.p. 181—163°C (dez2.ap.).

i 55 Aster the manner similar to the a::- ve, compounds (I} {n = 1) were prepared from compounds (i} {(n =

0).




H o CH . . CH3 . CF3. 168-170 H [err]

[err] [err] 151. 5-152.0 25 - o
H [err] 125-126 H . H _ [err] [err] -
151-152 H H _H CE2CF2H: - B Oly[er]r 30 H
CH3 - H . CF2CFH - EP 017472688BY - = H ferr] .
CF2CF2H . ._.148:149 35 e G [er 1]
[err] ; 158-160 5-[err] Compopret@in=1.. . H- ' "= [err] .
92- 93 5- OCH3 -cH3 H —terri——— —159=160" 40 5- OCH3
H H R'[err] R? R® Af52- 153 *3 Mrgng peiet F%m ([err] 5:

4.35%S), 4.39 (t7 -t J-I 5 and IZFZ), 5. (1IH, t, t, &=5 and 4Hz), 6.8
(1H, d, d, J=2 andH6Hz), 6?‘95 (1H.ﬂ_|é. J :(%BHZ), 7..1-7.32]{_5-,3775 T
(2H, M), 7.4-7.7 (gH M, 8RY (1Hy d, J=dglz) *4 | H20 (weyasad) wat er) .
Exanple 2 To a solution of 2-[3-nmethyl-4-( 2,2, _ . =
3,3, 3;pentafl uor opropoxy) py i d- 2- ydH,met hy8Rshi obenzi mi dalZ6+877(d. 2 g) in g
chl oroform (20 m) was added dropw se under ice-cooling_gver peri od of 30
mnutes mchloro- B0 perb&haoic &bd (1.93g) dissol vedW‘rT’@@orof orm (15 .
m ). The solution was washed wth sat urat agqueous sgbuti of soi dum
hydr ogen car bonat et hen dri?"ed on rlfggnesi u‘%’éﬁl fate, and coh‘t’:@@trat ed. The
resi die was chromafographeg; on a @l umm off,&F,l i ca gel (@8-gds(diel uted with
~ethyl acetate, and then recrystallized from acetone-i sopropyl ether to give
1.78 g of 2-[3-nmethyl-4-(2H, 3, 3, 3 pent afCR@Fbpr opoxy) pBe+A3P-yf]- - :
nmet hyl sul fi nyl benzi m dazol e as pal e yell ongr' snms, mp., 161- J‘&g [err]. 55
Afterothe manner sHnmilar t&Hhe adbve, cdfgdfullds (1) (n4Z"198Rere prepared -

f r'am conpounds (I)H(n = 0) H[ 60 65 ng EPCF?TFWA' 726 Bl {ggopseipd (1) (n = 1)
o [eff[?

[err] [err] err] 7 Mel'ting point (O
H H 4 H cH, Lerrdu, CF,CF, 1761594459 CH3 "
H . lerr] 178-182(d) 10 H H
[err] [err] s5-CF, CH, H5-177(CHh H {83r1p2(d) [err]
[err] 177-178(d) H H H CF2CF3
148-150(d) H MOCH,  CHaerr] H cFFar3 1405—14%d) 148(d) H

H CF2CF2H 132-133 20 > 163(d CH3
How Goon YoM W a7 By i il |

[err] (N3 {3 eddmbbsition CH3 [err] = [err]

157- 159

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

3 1. A compou.nd of the formula ()

| .
. .4’0 Rl N ‘
~ p S —

(0 )n

wherein R! is hycrogen, methoxy or trifluoromethyl, R? and R? are independently hydrogen or methyl, R* is
a C,_. fluorinatet! alkyl and n denotes 0 or 1, and a pharmacologically acceptable salt thereof.
2. A compound according to claim 1, wherein R' is hydrogen.
3. A compound according to claim 1 or claim 2, wherein R? is methyi.
50 4. A compound according to any of claims 1 to 3, wherein R? is hydrogen.
5. A compound according to any of claims 1 to 4, wherein R* is a C,_, fluorinated alkyl. o
6. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-(2,2,2-trifluoroethoxy)-
pyrid-2-yljmethy!sulfinylbenzimidazole.
7. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-([2,2,3,3,3-pentafluoro-
55  propoxy)pyrid-2-vljmethylisulfinylbenzimidazole. _
8. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-(2,2,3,3-tetrafluoro-
propoxylpyrid-2-vijmethylsulfinylbenzimidazole, . . ) '
9. A method for producing a pyridine derivative as claimed in claim 1, which comprises allowing a -
compound of the formula (Il) :

N ' :
R \éj\_:/u\xl . ' T
B :




25 ['err] ~ CH3 . H [err] 161- 162

L T - R L T l!lmuum immumn:

Contracting States: BE CHDE FR GB IT LI LU NL SE 35 1. A corrpoun ot the
formula (1) [err] 45 wherein [&P]0it7472GEA, net hoxy or trifluoronethyl,
[err] and [err] -areindependently hydrogen.grnethyl ~ [Terr] is a [err] ;
fluorinate( alkyl and n denotes OcCempdundiildna= phar macol ogi cal | y accept abI e
salt-thereof. 2-—
hydrogen. 3. A cohpound a®ordind'to cl #*'m 1 or cl aMeltng paine {6} n [err] is
met Ayl . so Z A conpoygnd according tQ any of crlai 3, Wherein
[err] Is hydrogen4 5. Ac npound?gccordl%é to any of gﬁg—r#?l to 4, wherein
[err] is a [err] fluorinaggd al ky . 6. A\;pgorrpound accofLngzip claimi,
wherein the conpound is 2- [§ met hyl -4-(2, 2, 2-trifl uoroethoxy) -

pyrjed- 2-yl ] met hylsul fi nyl Benzi m dazol e. GF; A conpound wWsearzldng to claim 1,
wherein the compound i s 2 3-methyl-4-([2, 2,3, 3,3-pentafl uoro- 55

propoxy) pyrid-2-11 methyl S84 fi nyChenzi ni%azol e. 8. A cHApdd#d according to
claim31, wherein the conp und|52[3 4- (2,2, 3, 3t | uor o-
propoxy) pyri d- 2--y| ] met hyﬁsul fi nyI benz%‘éol e. 9. A ‘rﬁr‘grﬁocf or producing
a pﬁrl di ne derivajive as glainmedciin cl aigrdr, which conugi_aegdﬁl | owi ng a
compound of the formula (I11) 50 55 EP O 174 726 Bl Conpound (1) (n = 1)

R2 [err] A R4 H MFCRHg poi nt [‘@21=-]1331 : . H

H [err] ' . 176 177 H CH3 : [er]r
1782182(d) 10 CH, H CREFH [erW"“‘s‘d) CF3
175-177(d) H . [err err] CF3 177-178(d)
H H ro e [ erch 0 CRCRRTT e 18673 H
[err] - CF2CF8 CH, tAD- 148(oH)cRyl - 1§7—159 H

[ erzl 132-133 H  CH3 H CF2CF2H

147-148(d) H »CF,  H CH, [ Err] CFs [err] 161—162(d)36- 139( d) H
[err] [err] CE2CF3 157- 159 25 H
[err] “OCHy161-G0(d) Perr] cF’[err] 4?—1’L’_14J(d) [err]
140, 5-142(d) [errioey, H 4 H cr, CF. 162—1631a) 162-163(d) °

{N >ta} (d): decomposition

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

35
1. A compor.nd of the formula {l)

25
wherein R' is hydrogen. methoxy or trifluoromathyl, R? and R® are independently hydrogen or methyl, R* is
3 C,_, fluorinated alky! and n denotes 0 or 1, and a pharmacolog:cally acceptable salt thereof.
2. A compound according to claim 1, wherein R' is hydrogen
3. A compound according to claim 1 or ¢laim 2, wherein R? is methyl.
50 . 4. A compound according to any of claims 1 to 3, wherein R? is hydrogen.
: 5. A compound according to any of claims 1 to 4, wherein R is a C,_, fluorinated alkyl. -
6. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-{2,2,2-trifluoroethoxy)-
pyrid-2-yllmethy selfinylbenzimidazole.
7. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-((2,2,3,3,3-pentafluoro-
55 propoxylpyrid-2-yl)methylsulfinylbenzimidazole.
8. A compound according to claim 1, wherein the compound is 2-[3-methyl-4-(2,2,3,3-tetrafluoro-
propoxy)pyrid-2-vijmethylsulfinyibenzimidazols.
9. A method for procucing a pyridine derivative as claimed in claim 1, which comprises allowing a

~ compound of the formula (1)
; N
1 11
R ‘E\ [ A
H



(Note) (d): de‘corrposition Clainms for the Cntracting States: BE CHDEFRGB

T LI'LUNL SE 35 1. A conpound of the fornmula (I) [ern
hydregen, methoxy or trifluoronmethyl, R2 and R3 are incl (H "m l'" ’I-!!L;en
or nethyl, [err] is-a [err] fluori t&dﬁ*%s g n denct es Lorn

phar macol ogi cal 'y acceptable salt orrpound accordi ng to claim
Lz wher el QnEreini s i r gy I J

vvherel n R is matAqh?/%c“:'é)ﬂ#ﬁb m§anuﬁ% %%ggﬁ%gﬁn agcgir@%g&th % lg’h{/poé?&éfltg% ﬁdé}"qﬂag' !)ﬂ
3, wherein [err] is hydrogen. 5. A corrpourqc(i &{;Egrdl ng to any of clainms 1 to
4, whergin [err] Is a [err] fluorinated al A conpound according to
cla!ml, wherein the compound is 2-[3- RZ:1’(2 2,2-trifluoroethoxy)- e
pyrid-2-yl]methy selfinyl benzim daﬁahg N corrpound according to claim i
wherein the corrpound is 2-[3-nethy R(2,2, 3, 3, 3-pent af | uoro- 55

pr opoxy) pyk, t Is If| n Iben2| m da A corrpound according to
claim fz %‘h%em ma s I‘&f (?tf‘{‘ °3dP P’ apd P is SH and the
pr opoxy) pyrlqr ,)ﬂ%) ar ,.iaan '? %ﬁﬂamfté?mﬂ?%ﬁﬂm ng a
pyridi ne derﬁVAtthrGwaa&niG l%bﬁiﬁ itidh 6 B?\ axi$\b¥ thérasP o id JiterQWhiBP céingrises, as
conpound ef atthe horetish® ahl dffecth@ §rdunt of a Edipdund7er |?326a Bis \ubfiiedl iR d&in 1, dndt 5
of the 'sanﬁﬂrmwlngmg"mscwﬂ&bmeﬂraemuﬁmnnwlquubmthe'atot with a conpound of the
formul a (lllﬁ%’af{’e” 10 wherei'n [err] and [err] are of the same neani ng as
defined i fﬁ"fcgﬂ'ﬂ"ﬁ'ﬁés&‘r“[ r] and [err] is SH and the other is a
I'eaving gro b bj e eaction product to -
oxi dat i,pn. up ria dt,v%ggmgg‘g %FHY"'?G‘YGW%JGogme\r/‘ﬁ%lnf h{[err] is SH and [err]
i s hal ogen. 11. A pharnmaceutical conposition for prophylaxis or therapy of
di'gestive ul cers which conprises, as an actiye i Blrent, an effective
amount of a conpound or its,sald~g of i nedR? iR¥1, and a 15

phar macol ogi cal | y accept abﬂé' arrjer,jlexci pent or diluent therefor. dainsl
for th& Contracting State: AT o~ €H ucing a pyridine
derivative of the fornmula (1) 20 [e r]( rein [err] is hydrogen, methoxy -
or trifluoronethyl, R2 and [err] are independently hydrogen or nethyl,

[err] is JMerem A' &myHrolbnl aietival Btrifildtymethipr RMardiR atedadepemiently hyalrogen or methyl, R* is
phar maeo! edl,Gafiloyingted afkiladriden Sahdted Darclofor anbliaghacotaginels esceptiable sl ghegeof, which
conpound edmprises igmingd acqndinoung of the fetmataith [err] is of the same nmeaning as
defined above, to react with a conpound of the fornula (111) [err] wherein
[err] and [err] are of the sane ngapgfny-asNdefined above, and one of X and
[err] i, SH and the othet is a | 83 gr od and when necessary, by Il
subj ecting the reaction product to oxXrda on. X

wherein R' is of the same meaning as defined above, to react with a compound of the formuia (lIf)

“ O~CHoR4
r2 3
N ~ SyR

111
2 N
X CH2

wherein R?, R® and R* are of the same meaning as defined aboves, and one of X' and X2 is SH and the othet
is a leaving group, and when necessary, by subjectmg the reaction product to oxidation.
2. A method according to claim 1, wherein X' is SH and X? is halogen.

50
Patentanspriiche fiir die Vertragsstaaten: BE CH DE FR GB IT LI LU NL SE
1. Verbindung der Formel {l) |
5 0- CHyR*
R2 R3
rl i | 1
. N~ >S—CHI 3N ‘ .
(0)n

worin R' Wasserstoff, Methoxy oder Trifluormethyl ist, R? und R? unabhéngig voneinander Wassérstoff
oder Methyl bedeuten, R* ein C,., fluoriertes Alkyl darstellt und n fir 0 oder 1 steht, und ein
8 pharmakologisch vertragliches Salz derselben.

1mn
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2 A met hod- accordl ng to claiml, whereln [err] is SH and [err] is halogen.
50 Patentanspruche fur die Vertragsstaaten: BE CHDE FR GB IT U LU NL SE 1.

Ver bi ngyng der Fornel (1) 60 [err] ”!ll! ﬂu r"llﬂ”"l
Wasserstoff, Methoxy-oder T.H;‘VEPOWE 26 SB1 R2 und - R3

vonei nander Wasserstoff oder hy eut en, ein C..4 fluoriertes Al kyl .
dar st el | t2. MerblindufgOrach Apghruchll, siodh R Wmcbmﬂfhbw"fhar makol ogl sch

vertrAgl |3(:M@’§'"Sa‘l'gz“8&b|‘*§8?'b‘éh1 quflz WO wor ‘%@ bi ndung nach

Anapr uché¥ RIsEr18 och giRe F i{ o,.nn%é_ﬁﬁﬂﬂg lj&%r‘spr“‘:h 1

oder, i gnzsﬁ he
1 bis %eth\pggmgz ,,%gﬁgg r bi nd%ﬂé' 'ng’?hm elﬁoﬁ&erﬁ&ﬁ

Anspr Cehey, Vefding.: nmrArﬁpB@h a] Wofin. did \fdrlbiadmrﬁr 2-BMathy:ak(2,2 313,3-gentafluorpibpoxy)-
Ver bi ngysidep-yilradr: 'Amsfpfylhahzuﬁqdammn di e Ver bi ndun _
2- f 3- Met 8y Verbin@ongnazh Anspirbahdy wphmﬂ'y)vpshmdﬂmnl’gﬂ’ Ngﬂwmwrwmmqrwenwimdazol
dar %t e¥- V'ﬂmet‘ﬂ's W@PW@H}?‘ Bhch Ans T Vsi:rgl ndung

2-13- | e a3 2“ Jury ﬁ Pgaﬁ ME‘{W%H&%% nach nspruch as das Umsetzen einer
pyri d- ?'We TS nyl benzi mdazol ist. 8. Verbindung nach Anspruch 1,
worin d| e Verbi ndung 2-f 3- Met hyl - 3-tetrafl uorpropoxy)pyrid- 10

2- yisl met hyl sul fi nyl benzi m dazol 1 — \erfaghren zur Herstellung ei nesyy
Pyri di nderivates nach Anspruch 1 SyR gt Vi et zen ei ner Ver bi ndung -der
Forrmel (11), worin R die ir Anspruch 1Hangefuhrte Bedeutung beS|tzt mt
ei ner Verbi ndung der Formel (111) 20 a2 O CH2R4 R2 )t, 3i

2 uyyf atetn Ruge imAsprucid angrithie Redeuting besiigr miPiner Yproinding des Fsmm'hng

besi’t zen und entweder X1 oder X2 fOr SH steht und das andere eine

audséhei dende Greuppe ist und nach Bedag# cuigd Unterwerfen des Reaktions- 30
produktes der Oxydation unfaBt. 10s2Vek{gi3un naci Anspruch 9, worin X fur
SH und X2 fOr Hal ogen steht. 11. Pha zeut i sche Zusammenset zung fur Hlk
Pr oshyl axe oder Therapi e von Gegedy, des Verdauungssystens, die als ,
Wrkstoff eine wirksanme Menge ei ner® Verbi ndung nach Anspruch 1 oder eines

Bt o RO &saﬁﬁﬁaﬁﬁ‘ﬁgmt B %ﬁgﬁ oo gﬁ'&%&fa‘%&; S ;’gfn

Ver for agsouted der BkydatioGikaRr €/ n zur Herstel lung eines di nder | vat es
For mel ( 1jo. 4&fﬂunGH2RAnéb5uch 9, worin X' fir SH und X2 for HalogeSRbth R2(R H
2~~~ 50. PhawrazeutiRhe\issemetssizung Nt tﬁex%romxemef [Therepie tvop| Gasciwiirertdes R2

und R3Vanqlamawgprgmva@aiawuwomﬂmmmpﬂnme?m gv%dugp Aech ARspaich 1 eder gines
fluori éf“E?s“&’ 6T uerhpia pRArMakelpriseh veBrastichgg draogrmutt xcipjRgs pder; Ygrdannungsmittel

dafur ent
Patentanspriichs fir den Vertragsstaat: AT

1. Verfahran zur Herstellung eines Pyridinderivates der Formel (1)

o/ o- CH2R

. ' 1
. <Ds._m;©r o

50 worin R' Wasserstoff, Methoxy oder Trifluormethyl bedeutet, R* und R® unabhéangig voneiander
Wasserstoff cder Methyl sind, R* ein C,_, fluoriertes Alkyl darstellt und n fir 0 oder 1 steht, oder ein
pharmakologisch vertragliches Salz derselben, das die Umsetzung einer Verbindung der Formel (Ii)

. —N
55 1 .
R ] Il
. H :

50 worin R! die vorstehend angefiihrte Bedeutung besitzt, mit einer Verbindung der Formel {lil),

M



4 s oy . )
phar makol ogi sch vertragliches Sal z dersel ben, das die Ursetzung einer
Ver bi ndung der Fornel (11) 55 TR
| H6Q/ worin Rl die vorstehend angefuhrte Bedeutung be
Ver bi ndung der For mel (111),
X2CH

di e vorstehend angefuhrte ‘Bedeut-ung be Lég und ent vveder X' oder X2 fOr )
SH steht und das andere eine ausschezde dé éyuppe i st, und nach Bedarf das
Unt erwer fen des Reakti onsprodukts fn)&ydatlon ur nf ast. 2. Verfahreln”
nachzAnspruch 1, worin X SH bedﬁmﬁe X2 fOr Hal ogen steht.

Revendi cations pour les Etats co tants: BE CHDE FR G IT Li LU NL SE

15 1. Conpose de formule (1) 0- C'11R4 20 .
R KY worin R?, R? und R‘ die vorstehend angefihrte-Bedeutung-hiesityy FNHQ sntwader %' @%efe)ﬁ far $H Sfebft
hydr ges anggreg sqmdnwrsepq'm p1d;0708 r?ef"h’{/ 48 Unterwarfendes Reaktionsprodukts

|nd613e W"’ n Uy tr e, SQn g yl e, Rdest un
groupe al é'[f"leﬂd'f'g' S'PISPCTH « Wpri, R %}HF%Q%‘ & fqlﬁ?*“)g r[]%&g{u 1, et un sel
phar m%bm&u&r&%%r 2§ BEdtd @J?Jx&adﬁksf:@e éﬁ'ﬁECFhGGBﬁ'uCDTNlC&G selon la
revendication 1, dans |lequel R est t'hydrogene. 3. Conpose selon la

reveadi cammmnpbsé)Ue&;rmdar(B | equel R2 est e nbthyle. 30 . 4. Conpose
selon | "une quel conque des revendications 1 a 3, dans |equel R est
| " hydrogene. 5. Conposa selorn |'une quel conqug- 4revendications | a 4,

dans | equel R est un groupe Kyl ey fI uor g2en -3 6. Conposb selon |a

rev dication 1, qui est R 1
2- ( 3-ndt hyl - 4(222tr|fluo ~met hyl -

suNA nyl benzi mi dazol e. 35 H‘E@) 6 selon |la revendication 1, qui est

s 2-(3-nbthyl-4-2,2.,3, 3, 3- pentafl Z'bropoxy) pyri d- 2-

yl ) nbt hyI suI f| n I ben2| m dazol e. npose selon |a revendication 1, qui
est % e don sgzo@ne uasrws élﬂwm r"tbf éthyje.{Rg etR* ingépendamment I'un
6t hyl §E|H‘i":m aF'Fﬂg la méthyl ?:g gfe!ép %&F*d‘eﬁﬂr g3ete lgwhiffre 0
| pyr| d| §?§91 '%?Fg g}ﬂ; 11t Gan gﬁ.y@ﬂagﬁﬁa quo ton 4o }‘alt réagir

cation 1 ou 2, dans lequel R? est le méthyle. RI~~
- 30 4 Composé seldn l’ que!conque des revendications 1 3 3, dans lequel R® est I'hydrogane. H dans
| aquel | e RTompbdss sa@MEUSE qiidicohquaidedrevendidatichstiuist, farisdequerr? astive groupa alkyle Aueé
un conpoSsade fornule (Itl) so ) . i
0- CHZ R4 @@Powf%sa tra -qaaefublqueesm 2-@3"%@»"1%‘2 6ﬁfr'ﬂuafq?migvgﬁ12fvﬂ@émvbn
cati.o t ut 'S €
o df o?,mﬁét rfﬂﬁ% TS anRtied 1y 28 il 22083 on Mo S oBHf B
produit r R,na\a mn&wﬂ% | QU7 st le 2-(3-méthyl-4-(2,2,3 3-tétraﬂuoropropoxy)-pvrld—Z-yll-
- méthylsulfinylbenzimidazole.
9. Procédé de préparation d’un dérivé de pyridine seion la revendication 1, caractérisé en ce que l'on
4o fait réagir un composé de formule (ll)

A 1‘@!‘ : .
R | ' . 11
-a/l\xl ,. |

45

dans laquelle R' a la méme signification qu‘indiqué 3 la revendication 1, avec un composé de formule (ili)

50 - . . . : O~CH23R4
R~ I R 11
x2cH, NN

55 _
dans laquelle R?, R3 et R* ont la méme signification qu’indiqué 2 la revendication 1 et I'un de X' et X? est SH
et I'autre est un groupe qui peut étre éliminé, et s'il s'avére nécessaire, ou soumet le produit réactionne! 3

une oxydation.
10. Procédé selon la revendication 9, dans lequel X' est SH et X? est un I’ est SH et X? est un halogéne. :
60 11. Composition pharmaceutique pour la prévention ou le traitement thérapeutique d’ulcéres du -
tractus digestif, qui comprend, commae substance active, une quantité efficace d'un comosé ou de son sel,
tels que défini A la revendication 1, et un véhicule, excipient ou diluant, pharmacologiquement acceptable
pour celui-ci.

12
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10. Proc6de selon |l a revendication 9, dans |equel X es

est SH et X2 est un hal ogone. 60 11. Conposition ph tjgue pour -
la psegvention ou le traitenent thé6rapeutique d' ulcbres dﬂl@BﬁMﬂH jljlll)f
qui conprend, comre-substance agpi be17gr126ugqnti thb effic "ou
de son sel, tels qua d6fini A la revendication 1, et un v6hicule, excipient
ou di | Reviindicgtivns podraiEadicontesteint: ACcept abl e pour celui-ci. 65 12 - EP 0°174
726 Bl Reendl eatons pour |'Etai contractent: AT 1, Pioc6d6 de pr6paration .
dun d6ri vH Pereégf de prépasatine ¢’y gativé de pyridisa declopryude (U N jt2 t3
R ~(57jg, - CH k 10 : . () dans | aquelle
R est |'hydrogene, un groupe nb6thoxy ou trif uompﬁ'( hyle, R2 et RS,
i ndérmendanment |'un ds | autzs, sopt | ' hr@(o erdu |l e nbthyle, R4 est un
groupe al kyle fluor6 en .31 g n nepr 6sent chiffre 0 15 QU 1, et dlun
sel phar macol ogi quenent accepidblN -T&€ e, caracterise en ce que
|'off fait r6agir un conpos6 de f 8r %(11) 20 _ -
R _ _ | dans laquelle R a
| a mengyasd g Jfbﬁaéétﬂﬁyo%eha%%pa méhdx9 b8 istiueRinétiyie] R? RS GndBenasmmeht 198
f or mul ie(dutie) sotie I'rdragdhétold yle, R* est un groupe alkyle fluoré en C,_, et n représente le chiffre 0
| I | 1530 ou 1, et d"un sel pharmacologiquement accaptable de cX2GhPosé)\¢athgi¢sisq enpueaivp EorRait raagiram
RW ont chmposerde foinpuie fll cat i on qu' indiqué A la revendication 1 et |'un de X
et X2 est SHet |'autre est un groupe qui peut Atre elimne, et s'il .
s' avere né6cessaire, on soumet Ie1 pA oLt dct i onnel & 35 une oxydation. 2.
Proged6 selon |a revendication&®&" @ I/eggell X1 est SH et X2 est un 11
hal ogbne. 40 s5 50 SS 60 65 13 5 X :

—/

dans laquelia R’ a la méme signification qu’'indiqué 2 la revendication 1, avec un composé de formule (1)
25

O—CHaR4
30 xzcaz \N

dans laqueiie R?, R? et R* ont la méme signification qu’indiqué 3 la revendication 1 et l'un de X et X? ast SH

et I'autre est un groupe qui peut &tre éliminé, et s'il s'avére nécessaire, on soumet le produit réctionne] 3

35 une oxydation.

2. Procédé selon fa revendication T, dans lequel X' est SH et X* est un halogéne.

45

50

55
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