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Description

Field of the invertion

[0001] The present invention is directed to new compounds with high apticat purity, their use in medicine, a process
for their preparation and their use in the manufacture of pharmaceutical preparation. The invention also refates to novel
intermediates in the preparation of the compounds of the invention.

Background of the invention

10002] The compound 5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyljsulfinyl}- 1H-benzimidazole, hav-
ing the generic name omeprazoie. and therapeutically acceptable alkaline salts thereof are described in EP 5129 and
EP 124 495, respectively. Omeprazole and its alkaline saits are effective gastric acid secretion inhibitors, and are useful
as antivicer agents. The compounds, being sulfoxides, have an asymmetric center in the sulfur atom, i.e. exist as two
optical isomers (enantiomers). 1t is desirable to obtain compounds with improved pharmacokinefic and metabolic prop-
erties which wiil give an improved therapeutic profile such as a lower degree of interindividual variation. The present
inverition provides such compounds, which are novei salts of single enantiomers of omeprazole.

{0003] The separation of the enantiomers of omeprazole in analytical scale is described in e.g. J. Chromatagraphy,
532 {1990}, 305-19 and in a preparative scale in DE 4035455, The latter has been done by using a diastereomeric ether
which is separated and thereafter hydrolysed in an acidic seolution. Under the acidic conditions needed for hydrolysis of
the attached group, omeprazole is quite sensitive and the acid has 1o be guickly neutralized with a base to avoid deg-
radation of the acid-sensitive compound, In the above mentioned application this is done by adding the reaction mixture
containing concentrated sulfuric acid to a concentrated solution of NaOH. This is disadvantageous because thereis a
great risk of locally reaching pH values between 1-6, which would be devastating for the substance. Moreover, instan-
tanecus neutralisation will create heat which will be difficult to handle in large scale production.

[0004] The present invention in & further aspect provides a novel method for preparing the novel compounds of the
inventicn in large scaie. This novel method can also be used in large scale to obtain singte enantiomers of omeprazole
in neutral farm.

[0005] There is no example known in the prior art of any isolated or characterized salt of optically pure omeprazole,
i.e single enantiomers of omeprazele neither of any isolated or characterized salt of any optically pure omeprazole ana-
logue,

Detailed description of the invention

[0006] The present invention refers to the new Na*, Mg+, Li*, K*, Ca®* and N*(R), salts of the single enantiomers
of omeprazole, where R is an alkyf with 1-4 carbon atoms, i.e. Nat, Mg?*, Li*, K*, Ca®* and N*(R), salts of (+)-5-meth-
oxy-2-([{4-methoxy-3,5-dimethyi-2-pyridinylymethyl}suifinyl]- 1H-benzimidazoie and ({-}-5-methoxy-2-{{(4-methoxy-3,5-
dimethyi-2-pyridiny)methyllsulfinyl}- 1H-benzimidazole, where R is an alkyl with 1-4 carbon atoms.

[0007] Particularly preferred salts according to the invention are the Na*, Ca®* and Mg?* salts, i.e (+)-5-methoxy-
2-[{(4-methoxy-3, S-dimethyl-2-pyridinyljmethy(]sulfinyf]- 1H-benzimidazoie sodium salf, (-)-5-methaxy-2-{{{4-methoxy-
3.5-dimethyl-2-pyridinylimethy(Jsulfinyl}- 1H-benzimidazole sodium salt, (+)-5-methoxy-2-[{(4-methoxy-3,5-dimeathyl-2-
pyridinyl}methyl] suffinyl]-1H-benzimidazole magnesium salt, (-}-5-methoxy-2-([{4-meathoxy-3,5-dimethyi-2-pyridi-
nylymethyflsulfinyl]- 1H-benzimidazole magnesium salt, {+}-5-methoxy-2-{[{¢-methoxy-3,5-dimethyl-2-pyridinyljmethyl]
sulfinyl}-1H-benzimidazole calcium salt and (-)-5-methoxy-2-[[{(4-methoxy-3,5-dimethyl-2-pyridinylymethylsulfinyl]- 14-
benzimidazole calcium salt.

[0008) Most preferred salts according to the invention are the optically pure Na* salts of omeprazole according 1o
compounds la and Ib
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[0009] With the expression "optically pure Na* salts of omeprazole" is meant the (+}-enantiomer of omeprazole Na-
salt essentially free of the {-}-enantiomer of omeprazole Na-salt and the {-}-enantiomer essentially free of the (+}-enan-
tiomer, respectively. Single enantiomers of omeprazole have hitherto only been ohtained as syrups and not as crystal-
line products. By means of the novel specific method according to one aspect of the invention of preparing the single
enantiomers of cmeprazole, the salts defined by the present invention are easy to obtain. In addition, the salts, however
nct the neutral forms, are obtained as crystalline products. Because it is possible {o purify optically impure salts of the
enantiomers of omeprazole by crystallisation, they can be obtained in very high optical purity, namely >99.8% enantio-
meric excess (e.e.) even from an optically contaminated preparation. Moreover, the optically pure salts are stable
towards racemization both in neutral pH and basic pH, which was surprising since the known deprotonation at the car-
bon atom between the pyridine ring and the chiral sulphur atom was expected to cause racemization under alkaline
conditions. This high stability towards racemization makes it possible to use a single enantiomeric salt of the invention
in therapy.
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[0010] The specific method of preparation of the single anantiomers of omeprazole is a further aspect of the inven-
tion as mentioned above and it can be used to obtain the single enantiomers of omeprazole in neutral from as well as
the salts therecf.

[0011] The compounds according to the invention may be used for inhibiting gastric acid secretion in mammals and
man. In a more general sense, the compounds of the invention may be used for the treatment of gastric acid-related
diseases and gastrointestinal inflammatory diseases in mammais and man, such as gastric ulcer, duodenal uicer, reflux
gsophagitis, and gastritis. Furthermore, the compounds may be used for treatment of other gastrointestinal disorders
where gastric antisecretory effect is desirable .g, in patients on NSAID therapy, in patients with gastrinomas, and in
patients with accute upper gastrointestinal bleeding. They may also be used in patients in intensive care situations, and
pre- and postoperatively to prevent acid aspiration and stress ulceration. The compound of the invention may also be
used for treatment or prophylaxis of inflammatory conditions in mammals, including man, especially thase involving Tys-
ozymal enzymes. Conditions that may be specifically mentioned are rheumateid arthritis and gout. The compound of
the invention may aiso be useful in the treatment of psoriasis as well as in the freatment of Helicobacter infections.
[0012]} Yet a further aspect of the invention is the compound 1, which is an intermediate usead in the specific method
of preparation.

OCH4
HBC N CHy
o N
= Il /
N CH2~5—4< i
N
| ocH3
CHE\
? ?H (Il)
C—CH
“
o

Preparation

[0013] The optically pure compounds of the invention, i.e. the single enantiomers, are prepared by separating the
two stercoisomers of a diastereomeric mixture of the following type, 5- or 6-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-
pyridiny)methyl}sulfinyll- 1-[acyloxymetnyl]- 1H-benzimidazole, formuia IV



20

25

30

35

40

45

50

&5

EP 1 020 460 A2

OCH4
cH
HQC BN 3
o N
= i /
N CH2—8—< | OCHS
I'I~I (Tv)

cI-.’E"“'CJAC:)/I

wherein the methoxy substituent in the benzimidazole moiety is in position 5 or 6, and wherein the Acyl radical is as
defined below, followed by a soivolysis of each separated diastereomer in an alkaline solution. The formed single enan-
tiomers of omeprazole are then isolated by neutralizing agueous solutions of the salts of the single enantiomers of ome-
prazole with a neutralizing agent which can be an acid or an ester such as methyl formate.

[0014] The Acyl moiety in the diastereomeric ester may be a chiral acyl group such as mandeloy!, and the agym-
metric center in the chiral acyl group can have either R or S configuration.

[0015] The diastereomeric esters can be separated sither by chromatography or fractional crystallization.

[0016} The solvolysis usually takes place together with a base in a protic soivent such as alcohols or water, but the
acyl group may also be hydrolysed off by a base in an aprotic solvent such as dimethylsulfoxide or dimethylformamide.
The reacting base may be OH or R'Q" where R' can be any alkyl or aryl group.

[0017] To obtain the optically pure Na* salts of the invention, i.e. the single enantiomers of omeprazole Na* salts,
the resulting compound is freated with a base, such as NaCH, in an aqueous or nonaqucous medium, or with NaQR?
wherein R? is an alky! group containing 1-4 carbon atoms, or with NaNH,. Also alkaline salts wherein the cation is Li*
ar K* may be prepared using lithium or potassium salts of the above mentioned bases. In order to obtain the crystalline
form of the Na* salt, addition of NaCH in a non-agueous mediurm such as a mixture of 2-butanone and toluene, is pre-
ferred.

{0018] To obtain the optically pure Mg?* salts of the invention, optically pure Na* salts are treated with an agqueous
solution of an incrganic magnesium salt such as MgCls, whereupon the Mg salts are precipitated. The optically pure
MgZ* salts may also be prepared by treating single enantiomers of omeprazole with a base, such as Mg(Q R3),, wherein
R® is an alkyl group containing 1-4 carbon atoms, in a non-agqueous sofvent such as alcahal (only for alcohotates), e.g.
ROH, or in an ether such as tetrahydrofuran. In an analogous way, alsc alkaline salts wherein the cation is Ca?* canbe
prepared, using an aqueous solution of an inorganic calcium salt such as CaCls.

[0019] Alkaline salts of the single enantiomers of the invention are, as mentioned above, beside the scdium salts
(compounds |a and Ib) and the magnesium salts (compound lla and Iib), exemplified by their salts with Li*, K*, Ca®*
and N*(R},, where R is an alkyl with 1-4 C-atomns.

[0020] For clinical use the single enantiomers, i.e. the optically pure compounds, of the irnvention are formulated
into pharmaceutical formulations for oral, rectal, parenteral or other mocles of administrations. The pharmaceutical for-
mulations contain the single enantiomers of the invention normally in combination with a pharmaceutically acceptable
carrier. The carrier may be in form of a solid, semisolid or liguid diluent, or capsule. These pharmaceutical preparations
are a further object of the invention. Usually the amount of active compound is between 0.1-95% by weight of the prep-
aration, between 0.2-20% by weight in preparations for parenteral use and between 1-50% by weight in preparations
for oral administration.

[0021] In the preparation of pharmaceutical formulations in farm of dosage units for oral administration the opticaliy
pure compound may be mixed with a solid, powdered carrier, such as lactose, saccharose, sorbitol, mannitol, starch,
amylopectin, cellulose derivates, gelatin or another suitable carrier, stabilizing substances such as alkaline compounds
e.g. carbonates, hydroxides and oxides of sodium, potassium, calcium, magnesium and the like as well as with lubricat-
ing agents such as magnesium stearate, calcium stearate, sodium stearyl fumarate and polyethylenglycol waxes. The
mixture is then processed into granules or pressed into tablets. Granules and tablets may be coated with an enteric
coating which protects the active compound from acid catalysed degradation as long as the dosage form remains in the
stomach. The enteric coating is chosen among pharmaceutically acceptable enteric-coating materials e.g. beeswax,
shellac or anionic film-forming polymers and the like, if preferred in combination with a suitable plasticizer. To the coat-
ing various dyes may be added in order to distinguish among tablets or granules with different amounts of the active
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compound present.

[0022]} Soft gelatine capsules may be prepared with capsules containing a mixture of the active compound, vege-
table oil, fat, or other suitable vehicle for soft gelatine capsules. Soft gelatine capsuies may also be enteric-coated as
described above.

[0023] Hard gelatine capsuies may contain granules or enteric-coated granules of the active compound. Hard gel-
atine capsules may also contain the active compound in combination with a solid powdered carrier such as lactose, sac-
charose, sorbitol, mannitol, potato starch, amylopectin, cellulose derivates or gefatin. The capsules may be enteric-
coated as described above.

[0024] Dosage units for rectal administration may be prepared in the form of suppositories which contain the active
substance mixed with a neutral fat base, or they may be prepared in the form of a gelatine rectal capsule which contains
the active substance in a mixture with a vegetable oil, paraffin cil or other suitable vehicle for gelatine rectal capsuies,
or they may be prepared in the form of a ready-made micro enema, or they may be prepared in the form of a dry micro
enema formulation to be reconstituted in a suitable solvent just prior to administration.

[0025) Liquid preparation for oral administration may be prepared in the form of syrups or suspensions, .g. solu-
tions or suspensions containing from 0.2% to 20% by weight of the active ingrediertt and the remainder consisting of
sugar or sugar alcohols and a mixture of ethanol, water, glycerol, propylene glycol andfor polyethylene glycol. If desired,
such liguid preparations may contain colouring agents, flavouring agents, saccharine and carboxymethyl celluiose or
other thickening agents. Liquid preparations for oral administration may also be prepared in the form of dry powder to
be reconstituted with a suitable solvent prior to use.

[0026] Solutions for parenteral administrations may be prepared as solutions of the optically pure compounds of the
inverition in pharmaceutically acceptable solvents, preferably in a concentration from 0.1 to 10% by weight. These soul-
tions may also contain stabilizing agents and/or buffering agents and may be manufactured in ditferent unit dose
ampoules or vials. Solutions for parenteral administration may also be prepared as dry preparations o be reconstituted
with a suitable soivent extemporaneously before use.

[0027] The typical daily dose of the active compound will depend on various tactors such as for example the indi-
vidual requirement of each patient, the route of administration and the disease. in general, oral and parenteral dosages
will be in the range of 5 to 500 mg per day of active substance.

[0028] The invention is illustrated by the following examples.

Example 1. Preparation of (+)-5-methoxy-2-[[{4-methoxy-3,S-dimethyl-2-pyridinyhmethyi]sulfinyl}-1H-benzimidazole
sedivm salt

[0029] 100 mg {0.2 mmol} of {-}-5-methoxy-2-[[{4-methoxy-3, 5-dimethyl-2-pyridinyl}-methyllsulfinyl]-1 H-benzimida-
zole (contaminated with 3% of the (+)-isomer} was dissolved in 1 ml of 2-butanone with stirring. 60 pi of an aqueous
solution of 5.0 M sadium hydroxide and 2 mi of toluene were added. The resultant mixture was non-homagenecus. In
order to obtain a clear solution, more 2-butanone was added (ca 1 mi) and the mixture was stirred at ambient temper-
ature over night. The formed pracipitate was filtered off and washed with ether. There was obtained 51 mg (46%) of the
tide compound as white ¢rystals m.p. (decomposition) 246-248°C. The optical purity (e..) which was analyzed by chiral
coiumn chromatography was 299.8%. {d] T - 4428° (c=0.5%, water).

10030] NMR data are given below.

ridinylYmeth isulfinvl}jH—benzimidazole

sodium salt

[0031] 100 mg (0.3 mmol) of (+}-5-methoxy-2-{[(4-methoxy-3,5-dimethyl-2-pyridinyl)-methyi]sulfinyl}-1 H-benzimi-
dazale (contaminated with 3% of the (-)-isomer) was dissolved in 1 mi of 2-butanone with stirring. 60 wl of an aqueous
solution of 5.0 M sodium hydroxide and 2 ml of toluene were added. The resultant mixture was non-homageneous. In
order to obtain a clear solution, more 2-butanone was added {ca 1 ml) and the mixture was stirred at ambient temper-
ature over night. The formed precipitate was filteraed off and washed with ether. There was obtained 56 mg (51%) of the
tide compound as white crystals m.p. (decomposition) 247-248°C. The optical purity {(e.e.) which was analyzed by chiral
celumn chromatography was 299.8%. [af 0 =.44.1° (c=0.5%, water).

{0032] NMR data are given below.

Example 3. Preparation of (+}-5-methoxy-2:[[(4-methgxy-3,5-dimethyl-2-pyridinyl)methyllsulfinyl]-1H-benzimidazole
magnesium salt

[0033] 2.9 ml of a 0.1 M solution of NaOH was added to 0.10 g (0.2 mmol) {+)-5-methoxy-2-{[{4-methoxy-3,5-
dimethyl-2-pyridinyl)methylisulfinyl]- 1H-benzimidazole. To this mixture 2 mi methylene chloride was added, and after
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mixing in a separatory funnel the aqueous solution was separated off. A solution of 14 mg (0.745 mmol) MgCl, in water
was acded dropwise. The formed precipitate was isolated by centrifugation, and 52 mg (50%} of the product was iso-
fated as an amorphous powder. The optical purity (2.@.) was 98%, and thus the same as the starring material. The opti-
cal purity was determined by chromatography on an analytical chiral column. [g] & +101.2° (c=1%, methanol). The
Mg content of the sample was found to be 3.0%, shown by atomic absorption spectroscopy.

Example 4. Preparation of {+)-S-methoxy-2-{i{4-methoxy-3 S-dimethyl-2-pyridinyymethyilsulfinyi]-H-benzimidazole
magnesium salt

[0034] {-)-5-methoxy-2-{[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyi]sulfinyl]- 1 H-benzimidazole sodium sait (0.500
g, 1.36 mmol) was dissolved in water {10 ml}. To this mixture 10 ml of an agueous solution of MgCizxHoO (138 mg, 0.68
mmol) was added dropwise and the formed precipitate was isclated by centrifugation. There was obtained 418 mg
(86%) of the product as a white powder. The optical purity (ee) of the product was 93.8% which was the same as the
optical purity of the starring material. The optical purity was determined by chromatography on an anatytical chiral col-
umn. [af %0 = +129.9° {c=1%, methanocl).

magnesium salt

[0035] (+)-5-methoxy-2-[[{4-methoxy-3, 5-dimethyl-2-pyridinyl)methyl]-sulfinyl}- 1H-benzimidazole  sodium  salt
(0.165 g. C.45 mmol) was dissolved in water {3 ml). To this mixture 2 mi of an aqueous solution of MgCloxH,0 (46 mg,
0.23 mmol) was added dropwise and the formed precipitate was isolated by centrifugation. There was obtained 85 mg
(51%) of the product as a white powder. The optical purity (ge) of the product was 99.9% which was the same or better
as the optical purity of the starting material. The optical purity was determined by chromatography on an analytical ¢hi-
ral column. {«] %0 = -128.2° {c=1%, methanol}.

Tabile 1

Ex. | Solvent | NMR data & ppm

1. | DMSO-d; 500 MHz | 2.20 (s, 3H), 2.22 {s, 3H), 3.69 (s, 3H), 3.72 (s, 3H), 4.37 (d. 1H), 4.75 (d, 1H), 6.54
(dd, TH), 6.96 (d, 1H) 7.30 {d, 1H), 8.21 (s, 1H).

2. | DMSO-ds 500 MHz |2.20 (s. 3H), 2.22 (s, 3H), 3.69 (s, 3H), 3.72 (s, 3H), 4.38 {d. 1H), 4.73 (d, 1H), 6.54
(dd, 1H), 6.96 (d., 1H). 7.31 (d, 1H), 8.21 (s, 1H).

[0036] Preparation of the synthetic intermediates according to the invention will be described in the following exam-
ples.

Exampl

!oxvmethvl]—T_I-i-benzimidazole

[0037] A solution of 3.4 g sodium hydroxide in 40 ml water was added to a mixture of 14.4 g (42 mmol) tetrabuty-
lammonium hydrogen sulphate and 6.4 g (42 mmel) (R}-{-)-mandelic acid. The mixture was extracted wit 400 ml chlo-
roform. After separation, the organic extract was heated to reflux wit 16.6 g (42 mmol) of the racemate of 6-methoxy-2-
[[{4-methoxy-3,5-dimethyl-2-pyridinylymethyl}-sulfinyi]- 1-[chloromethyl]- 1H-benzimidazole. Evaporation of the soivent
was followed by dilution with 100 ml dichloromethane and 700 ml ethyl acetate. The mixture was washed with 3 x 200
ml water and the organic solution was dried over MgSQO, and then evaporated. The crude material was purified by
recrystallization from 100 ml acetonitrite, giving 8.1 g of the title compound {38%) as a diastereomeric mixture.

[0038] NMR data are given below.

nylimethyl]-{ R/S)-sulfinyl]-1-[(R)-mandetoyloxymethyl]- 1H-benzimidazole

[0039] The diastereomers of the title compound in Example 6 were separated using reversed phase chromatogra-
phy (HPLC}. Approximately 300 mg of the diastereomeric mixture was dissolved in 10 mi hot acetonitrile which was
cliiuted with 10 ml of a mixture of aqueous 0.1 M ammoniumacetate and acetonitrile {(70/3C}. The solution was injected
to the column and the compounds were eluted with a mixture of agueous 0.1 M ammoniumacetate and acetonitrile
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(70/30). The more hydrophilic isomer was easier to obtain pure than the less hydrophilic one. The work up procedure
for the fraction which contained pure isomer was as follows; extraction with dichlorometane, washing the organic solu-
tion with agqueous 5 % sodium hydragen carbonate sofution, drying over Na,SQO, and evaporation of the solvent on a
rotavapor (at the end of the evaporation the removal of acetonitrile was facilitated by adding more dichloromethane).
Using 1.2 g of the diastereomeric mixture with the above mentioned technigue, the more hydrophilic isomer, 410 mg,
was obtained in a pure state as a colourless syrup.

[0040] NMR data are given below,

Exampie 8. Preparation of 6-methoxy-2-{[{4-methoxy-3,5-dimethyl-2-pyridinymethyil-{ B/S)-sulfinyl]- 1-[{S)-mandeioy-
ngymgjhyil-1_I_-l-bgnzimig§gglg

[0041] The product was obtained from 8.1 g (202 mmol) sodium hydroxide in 100 ml water, 34.4 g (101 mmoal)
tetrabutylammenium hydrogen suifate, 15.4 g (101 mmaol) (S}-(+)-mandeic acid and 39.9 g (101 mmal) of the racemate
of 6-methoxy-2-[[(4-methexy-3,5-dimethyt-2-pyridinylymethyl]-suifinyl]- 1-[chloromethyl]- 1H-benzimidazole using the
same procedura as in Example 6. Recrystallization frem 100 ml acetonitrile yielded 21.3 g. i.e. 41% of the title com-
pound as a diastereomeric mixture.

10042] NMR data are given below.

Example 9. Separation of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3 5-dimethyl-2-pyridi-
nylymethyll-(R/S)-sulfinyi}-1 -I(S)-ma@elogloxxmethyll-_] H-benzimidazole

[0043] The diastereomers of the titte compound in Exampie 8 were separated using reversed phase chromatogra-
phy (HPLC) in the same way as in Example 7, but using the diasteromeric mixture of §-methoxy-2-[{(4-methoxy-3,5-
dimethyl-2-pyridinyl)methyl]-(R/S)-sulfinyl]- 1-{(S})-mandeloloxymethyl]- 1H-benzimidazole instead of the (R}-mandeiic
ester used in Example 7. Using 2.1 g of the diastereomeric mixture, the more hydrophilic isomer, 760 mg, was obtained
in a pure state as a colourtess syrup.

[0044] NMR data are given below.

Example 10, Preparation of (-}-5-methoxy-2:{{{4-methoxy-3.5-dimethyl-2-pyridinyl)methyl]-sulfinyl]- 1H-benzimidazole

[0045] 0.23 g (0.45 mmol) of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyrid-
inylmethyl)sulfinyl]-1-[(R)-mandeloyloxymethyl]- 1H-benzimidazole was dissolived in 15 ml methanol. A solution of 36
mg (0.9 mmol} sodium hydroxid in 0.45 ml water was added, and after 10 minutes the mixture was evaporated on a
rotavapor. The residue was partitioned between 15 mil water and 15 ml dichloromethang. The organic solution was
extracted with 15 ml water and to the combined agueous solutions was added 85 i (1.4 mmof} methyl formate. After
15 minutes the mixiure was extracted with 3x10 ml dichloromethane. The arganic solution was dried over Na,S0,4 and
then evaporated. There was abtained 0.12 g (77%) of the title compound as a colourieéss syrup. The optical purity (e.e.)
which was analyzed by chiral calumn chromatography was 94%. [o] 3 = -155° (c=0.5%, chiorcformy.

[00486] NMR data are given below

Example 11. Preparation of (+)-5-methox1—2-l[@f-methoxt3,S-dimethvl-2-pvridinvl)mghgl]-suifiny!_]- 1H-benzimidazole

[0047] 0.76 g (1.5 mmol} of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridi-
nylimethyllsulfinyl]-1-{{S}-mandeioyl axymethyf]-1H-benzimidazole was dissolved in 50 mi methanol. A scolution ¢t 0.12
mg (3.0 mmol) scdium hydroxid in 1.5 ml water was added, and after 10 minutes the mixture was evaporated on a
rotavapor. The residue was partitioned between 25 mi water and 25 ml dichloromethaneg. The organic solution was
extracted with 25 mi water and o the combined aquecus solutions was added 200 pl (3.2 mmol) methyl formate. After
15 minutes the mixture was extracted with 3x25 mi dichloromethane. The organic solution was dried over NapSO, and
then evaporated. There was obtained 0.42 g {81%} of the title compound as a colourless syrup. The optical purity (e.e.)
which was analyzed by chiral column chromatography was 98%. [o} & = 4157 {c=0.5%, chloroformy).

[0048] NMR data are given below
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Table 2

Ex. | Soivent NMR data & ppm

6. | CDCl; 500 MHz | 2.18 (s, 3H), 2.20 (s. 3H), 2.36 (s, 3H), 2.35 (s, 3H), 3.77 (s, 3H). 3.78 (5, 3H), 3.82 (s,
3H). 3.87 (s, 3H), 4.80 (d, 1H), 4.88 (d, 1H), 5.0 (m, 2H), 5.34 (s, 2H), 6.43 (d, 1H), 6.54
{d, 1H), 6.6-6.7 (m, 2H), 6.90 (d, 1H), 6.95-6.98 (m, 2H), 7.01 (d, 1H), 7.2-7.3 (m, 6H),
7.37 {m, 2H), 7.44 (m, 2H), 7.58 (d, 1H), 7.62 (d. 1H), 7.95 (s, 1H), 7.97 (s. TH).

7. | CDCl; 500 MHz | 2.20 (5. 3H), 2.36 (s, 3H), 3.78 (s, 3H), 3.82 (s, 3H), 4.80 (d, 1H), 5.00 (d, TH), 5.35 (d,
1H), 6.43 (d. 1H), 6.63 (d, 1H), 6.90 (d, 1H), 6.97 (dd, 1H), 7.2-7.3 (m, 3H), 7.37 (m, 2H),
7.62 (d. TH), 7.97 (s, 1H).

8. | CDCl; 500 MHz [ 2.19 (s, 3H), 2.20 (s, 3H), 2.36 (s, 3H), 2.39 (s, 3H), 3.77 (s, 3H), .78 (s, 3H), 3.83 (s,
‘ 3H), 3.87 (s, 3H), 4.80 (d, 1H), 4.88 (d, 1H), 5.0 (m. 2H), 5.34 (s, 2H), 6.43 (d, 1H), 6.54
(d, 1H), 6.6-6.7 (m, 2H}. 6.90 (d, 1H}, 6.96-6.98 (m, 2H), 7.01 (d, TH), 7.2-7.3 {m, 6H),
7.37 (m, 2H), 7.44 (m, 2H), 7.58 (d, 1H), 7.62 (d, 1H), 7.95 (s, 1H), 7.97 (s, TH).

9. | CDCly 500 MHz | 2.26 (s, 3H), 2.36 (s, 3H), 2.78 (s, 3H), 3.82 (s, 3H), 4.80 (d, 1H), 5.00 (d, 1H), 5.35 (d,
1H), 6.43 (d, 1H), 6.63 {d. 1H), 6.90 {d, TH), 8.97 (dd, 1H), 7.2-7.3 (m, 3H}, 7.37 (m, 2H),
7.62 (d, TH), 7.97 (s, 1H).

10. | CDCly 300 MHz | 2.18, (s, 3H), 2.22 (s, 3H), 3.68 (s, 3H), 3.83 (s, 3H), 4.77 {m, 2H), 6.93 {dd, 1H), ~7.0 (b,
1H), =7.5 {b, 1H), 8.19 (s, 1H).

11. | CDCl, 2.21 (s, 3H), 2.23 (s, 3H), 3.69 (s, 3H), 3.84 (s, 3H), 4.76 (m, 2H), 6.94 (dd, 1H), 7.0 (b,
TH), =7.5 (b, 1H), 8.2C (s, 1H).

[0049} The best mode of carrying out the invention known at present is to use the sodium salts of the oplically pure
compounds of the invention, thus the compounds described in Example 1 and Example 2.

{0050] Pharmaceutical preparatiens containing the compounds of the invention as active ingredient arg illustrated
in the following formulations.

Syrup

{0051] A syrup containing 1% (weight per volume) of active substance was prepared from the following ingredients:

Compound according to Example 2 109
Sugar, powder 30049
Saccharine 06g
Glycerol 50g¢
Flavouring agent 00509
Ethanol 96% 509
Cistilled water g.s. to a final volume of | 100 ml

[0052] Sugar and saccharine were dissolved in 60 g of warm water. After cooling the active compound was added
to the sugar solution and glycerol and a solution of flavouring agents dissolved in ethanol were added. The mixture was
diluted with water to a final volume of 100 mi.

Enteric-coated tablets

[0053] An enteric coated tablet containing 50 mg of active compound was prepared from the following ingredients:
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| | Compound according to Example 3 as Mg salt 800 g

Lactose 700 ¢

Methyl cellulose 6g
Poiyvinylpyrrolidone cross-iinked 50 ¢

Magnesium stearate 15¢g

Sodium carbonate 64g

Distilied water a.s.

A i | Celluicse acetate phthalate 200 g
Cetyl alcohol 15¢

lsopropanol 2000 ¢

Methylene chioride 2000 g

10054} | Compound according to Example 3, powder, was mixed with Jactose and granulated with a water solution

of methyl celluiose and sodium carbonate. The wet mass was farced through a sieve and the granulate dried in an overt.
After drying the granulate was mixed with polyvinylpyrrolidone and magnesium stearate. The dry mixture was pressed
into tabiet cores (10 000 tablets), each tablet containing 50 mg of active substance, in a tablefting machine using 7 mm
diameter punches.

[0055] Il A solution of celluiose acetate phthalate and cetyl aicolho! in isopropancl/methylene chloride was sprayed
onto the tablets | in an Accela Cota®, Manesty coating equipment. A final tablet weight of 110 mg was obtained.

Solution for_intravenous administration

{0056] A parenteral formulation for infravenous use, containing 4 mg of active compound per ml, was prepared from
the following ingredients:

Compound according to Example 2 49

Sterile water to a final voiume of 1000 mi

[0057] The active compound was dissolved in water to a final voiume of 1000 ml. The solution was filtered through
a 0.22 um filter and immediately dispensed into 10 ml sterile ampoules. The ampoules were sealed.

Capsules

[0058] Capsules containing 3¢ mg of active compound were prepared from the following ingredients:

Compound according to Example 1 300¢g
Lactose 700 g
Microcrystalline cellulose 40 g

Hydroxypropyl cellulose low-substituted 629
Disodium hydrogen phosphate 2q
Purified water a.s.

10



10

20

25

30

35

40

45

50

55

EP 1 020 460 A2

[0059] The active compound was mixed with the dry ingredients and granulated with a solution of disedium hydro-
gen phosphate. The wet mass was forced through an extruder and spheronized and dried in a fluidized bed dryer.

[0060] 500 g of the pellets above were first coated with a solution of hydroxypropy! methylcellulose, 30 g, in water,
750 g, using a fluidized bed coater. After drying, the pellets were coated with a second coating as given below:

Coating solution:

[0061]

Hydroxypropyl methylcellulose phthalate 7049
Cetyl alcohol 49
Acetone 200 g
Ethanol 600 g9

[0062] The final coated pellets were filled into capsules.

Suppositories

[0063] Suppositories were prepared from the following ingredients using a welding procedure. Each suppository
contained 40 mg of active compound.

Compound according to Example 2 44
Witepsol H-15 180 g

[0064] The active compound was homogenously mixed with Witepsol H-15 at a temperature of 41° C. The molten
mass was volume filled into pre-fabricated suppository packages to a net weight of 1.84 g. After cooling the packages
were heat sealed. Each suppository contained 40 mg of active compound.

Stability towards racemization at different pH:es

[0065] The stability of the optically pure compounds of the invention towards racemization has been measured at
low concentrations in refrigerator in aguecus buffer solutions at pH 8, 9.3, 10 and 11.2. The stereochemical stability was
measured by comparing the optical purity for the (-)-isomer of 5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl}-
methyllsulfinyi]- 1H-benzimidazole in buffer solution immediately after dissolving and after several days. The measure-
ment was performed by chromatography on an analytical chiral ¢olumn. The surprising high stereochemical stability in
alkaline conditions for the compounds of invention is exemplified by the fact that no racemization for the test compound
was obtained at pH 11.2 even after 21 days. At pH 8, 9.3 and 10, the chemical degradation of the compound is more
apparent which makes the racemization measurement more difficult to perform, however at none of these pH values a
detectable racemization was obtained after 16 days.

[0066] In another racemization experiment with the optically pure compounds of the invention, an aquecus phos-
phate buffer solution (pH=11} of the (+)}-isomer of S-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinylymethyl)suffinyl}-
1H-benzimidazole (c=10""M) was warmed for 26 hours at 37°C without any racemization at all being observed.

[0067] The foliowing pages 22 - 26 of the description relate to prefetred embodiments of the invention, wherain
"embt. / embts.” means embodiment / embodiments.

1. Optically pure compounds characterized in that the compounds are Na*, Mg®*, Li*, K*, Ca®* and N*(R), salts
of (+)-B-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinylimethyllsulfinyl]-1H-benzimidazoie and (-}-5-methoxy-2-
[[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1H-benzimidazole, wherein R is an alkyl with 1-4 carbon
atoms.

2. Compounds according to embt. 1 characterized in that the compounds are (+)-5-methoxy-2-[[(4-methoxy-3,5-

1"
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dimethyl-2-pyridinyl)methyl]sulfinyl)- 1H-benzimidazole sodium salt, {-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-
pyridinylymethyl}sulfinyl]-1H4-benzimidazole sodium  salt, (+)-5-methoxy-2-[[(4-methoxy-3,5-dimethyi-2-pyridi-
nylymethyllsulfinyl]- 1H-benzimidazole  magnesium  salt,  {-}-5-methoxy-2-[[(4-methaxy-3,5-dimethyl-2-pyridi-
nylymethyl]sulfinyl]- 1H-benzimidazole magnesium salt, (+)-5-methoxy-2-{{(4-methoxy-3,5-dimethyl-2-
pyridinyfjmethy(isulfinyl]- 1TH-benzimidazole caicium salt and {-)-5-methoxy-2-[[(4-methoxy-3,5-tdimethyl-Z-pyridi-
nylymethyl]sulfinyl]- 1H-benzimidazole calcium salt.

3. Compounds according to embts. 1 and 2 characterized in that the compounds are (+)-5-methoxy-2-[[{4-meth-
oxy-3,5-dimethyl-2-pyridinyl)methyl] sulfinyl]- 1H-benzimidazole sodium salt, (-}-5-methoxy-2-[[{4-methoxy-3.5-
dimethyi-2-pyridinyl)methyi]suffinyl}-1H-benzimidazole sodium salt, {+)-5-methoxy-2-[{(4-methoxy-3,5-dimethyl-2-
pyridinyhmethyl]sulfinyl]- 1H-benzimidazole magnesium salt and (-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-
pyridinylymethyl] sulfinyl}-1H-benzimidazole magnesium satt.

4. Compounds according to embts. 1 and 2 characterized in that the compounds are (+)-5-methoxy-2-[[(4-meth-
oxy-3,3-dimethyl-2-pyridinyl)methy(]-sulfinyi- 1 H-benzimidazoie sodium salt and (-}-5-methoxy-2-([(4-methoxy-3,5-
dimethyi-2-pyridinylmethyi] sulfinyt-1H-benzimidazole sodium sait in their crystalline forms.

5. Compounds according to embts. 1 and 2 eharacterized in that the compound is {+)-5-methoxy-2-[[{4-methoxy-
3,5-dimethy!-2-pyridinyl}methyl]-suifinyl-1H-benzimidazole sodium salt in its crystalline form.

6. Compounds according to embts. 1 and 2 characterized in that the compound is {-)-5-methoxy-2-[{{4-mathoxy-
3.5-dimethyl-2-pyridinyl)methyl]-sulfinyl- 1H-benzimidazole sodium salt in its crystalline form,

7. Pracess for the preparation of a compound according to embt. 1 characterized in that a diastereomeric ester of
formula IV

OCHg
CH
H4C BN 3
Q N (1V)
o I /

N CH2—8—< | OCH4
N
|

c:l'"|2'"“C3.tk<:yl

wherein Acy! designates a chiral acyl group such as mandeloyl, having either R or S configuration, is separated,
and each of the separated diastereomers is dissolved in an alkaline solution where the acyloxymethy! group is
hydralyzed te give the optically pure compound.

8. Process according to emibt. 7 characterized in that the diastereomers are separated by chromatography or frac-
tional crystallization.

9. Process according to embt. 7 characterized in that the solvolysis is performed in alkaline solution consisting of
a base in a protic solvent, such as alcohols or water; or a base in an aprotic soivent, such as dimethylsulfoxide or
dimethylformamide.

10, Process for the preparation of a compound according to embt. 1 in crystaliine form characterized in that a
product from the process in embt. 7 is neutralized with a neutralizing agent which can be an acid or an ester such
as methyl formate, followed by treatment with a base in non-agueous solufion.

11. Process for preparation ot (+)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyjmethyl]-sulfinyi- 1H-benzimi-
dazole sodium salt and (-)-5-methoxy-2-[[(4-methoxy-3, 5-dimethyl-2-pyridiny)methyllsulfinyl- 1H-benzimidazole

12
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sodium salt in their crystalline forms characterized in that (+)-5-methoxy-2-[[{(4-methoxy-3,5-dimethyl-2-pyridi-
nyl)methy{]-suffinyl]-1H-benzimidazole sodium salt and  (-)-8-methoxy-2-{[(4-methoxy-3,5-dimethyl-2-pyridi-
nyNmethyllsulfinyl-1H-benzimidazole sodium salt crude product respectively is neutralized followed by treatment
with NaQH in a non-aqueous medium.

12. Process for the preparation of (+)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyl} sulfinyl}-1H-benz-
imidazole and (-)-5-methoxy-2-{[(4-methcxy-3,5-dimethyl-2-pyridinylymethyl]sulfinyl}- 1H-benzimidazole tharacter-
ized in that a diastereomeric ester of formula IV

OCH5
' o N (Iv)
P> il v
N CH2—5—< [ OCHg
N
|

c}-‘lz"""CDAcyl

wherein Acyl designates a chiral acyl group such as mandeloyl, having either R or S configuration, is separated,
and each of the separated diastereomers is dissolved in an alkaline solution wheare the acyloxymethyl group is
hydrolyzed off to give the optically pure compound after neutralization with a neufralizing agent which can be an
acid or an ester.

13. Process according to embt. 12 characterized in that the diastereomers are separated by chromatography or
fractional crystaliization. .

14. Process according to embt. 12 characterized in that the solvolysis is performed in alkaline solution consisting
of a base in a protic soivent, such as alcohols or water; or a base in an apratic solvent, such as dimethylsulfoxide

or dimethylformamide.

15. The c¢ompound {+)-5-methaxy-2-{[{(4-methoxy-3,5-dimethyl-2-pyridinyymethyl]-sulfinyl]- 1H-benzimidazoie
obtained by the process defined in embt. 12.

16. The compound (-}-5-methaxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]-sulfinyl]- 1H-benzimidazole
obtained by the process defined in embt. 12.

17. Pharmaceutical preparation containing an optically pure compound according to any of embts. 1-6 as active
ingredient.

18. Optically pure comgounds according to any of embts. 1-6 for use in therapy.

19. Use of an optically pure compound according to any of embts. 1-6 in the preparation of & pharmaceutical for-
mutation for inhibiting gastric acid secretion.

20. Use of an optically pure compound according to any of embts. 1-8 for the preparation of a pharmaceutical for-
mulation for the treatment of gastrointestinal inflammatory diseases.

21. A methed for inhibiting gastric acid secretion comprising administration to a mammal including man in need of
such treatment an effective amount of an optically pure compound according to any of embts. 1-6.

22. A method for the treatment of gastrointestinal inflammatory diseases comprising administration to a mammal

13
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including man in need of such treatment an effective amount of an aptically pure compound according to any of
embts. 1-6.

23. The compound &-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)-methyl)- 1-[mandeloyloxymethyl]-1H-benz-
imidazole.

Claims

10.

11.

The sodium salt of (-)-5-methoxy-2-{[(4-methoxy-3 5-dimethyl-2-pyridinyl) methyf]sulfinyl]-1H-benzimidazole (Na-
salt of the (-)-enantiomer of omeprazole).

The Na-salt of the {-)-enantiomer of emeprazole in its crystaliine form.

A process for the preparation of the Na-salt of the (-)-enantiomer of omeprazole characterized in that a diastereo-
meric mixture of an ester of formula il

OCH4
H3aC AN CH3
P T f
N cHp—5— \ OCH3 (1)
N
l
CH2"“OAcy|

wherein Acy! designates a chiral acyl group having either R or S configuration, is separated, to obtain the separated
diastereomers whereatfter the diastereomer comprising the acyloxymethy! derivative of the (-)-enantiomer of ome-
prazole is dissolved in an alkaline soiution wherein the acyloxymethyl group is hydrolyzed off to give the (-}-enanti-
omer of omeprazole which is optionally convened to the sodium salt.

The process of claim 3 characterized in that the chiral acyl group is mandeloyl.

The process of claim 3 characterized in that the diastereomers are separated by chromatography or fractional crys-
tallization.

The procass of claim 3 characterized in that the solvolysis is performed i alkaline solution consisting of a base in {
a protic solvent, such as alcohols or water; or a base in an aprotic solvent, such as dimethylsuifoxide or dimethyl-

formamide.

The process of claim 3 characterized in that said sodium salt is obtained by treatment of the {-)-enantiomer of ome-
prazole with a base comprising sodium in non-aqueous solution.

A pharmaceutical preparation containing the Na-salt of the (-)-enantiomer of omeprazole together with a pharma-
ceutically acceptable carrier.

The Na-salt of the (-)-enantiomer of omeprazole for use in therapy.

The use of the Na-salt of the {-}-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation for
the treatment of gastric acid-related diseases by inhibition of gastric acid secration.

The use of the Na-salt of the (-}-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation for
the treatment of gastrointestinal inflammatory diseases.

14
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The use of the Na-salt of the {-}-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation for
the treatment of refiux esophagitis.

The use of the Na-salt of the {-}-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation
having improved pharmacgokinetic and metabolic properties.

The use of the Na-salt of the (-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation with
a lower degree of interindividual variation in plasma levels when treating gastric acid related diseases.

The use of the Na-salt of the {-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation with
an improved therapeutic profile when treating gastric acid related diseases.

15
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OCHg4
HaC S dar
O N OCH4 (1a, Tb)
P Il y
N CHg—s—ﬂ< |
N

—

N&r

Ia (+)-enantiomer

Ib (-)-enandomer

and the optically pure magnesium saits of omeprazolg according to compounds lla and b

OCHg
H3C - OH3 (Ila,
= I /
N CHg—s—4< |
N
! 12

McE

Ila (+)-enantiomer

IIb (-)-enantiomer

[0009] With the expression "optically pure Na* salts of omeprazole” is meant the (+)-enantiomer of omeprazole Na-
salt essentially free of the (-)-enantiomer of omeprazole Na-salt and the (-)-enantiomer essentially free of the (+)-enan-
tiomer, respectively. Single enantiomers of omeprazole have hitherto only been obtained as syrups and not as ¢rystal-
line products. By means of the novel specific method according to one aspect of the invention of prepatring the single
enantiomers of omeprazole, the salts defined by the present invention are easy to obtain. In addition, the salts, however
not the neutral forms, are obtained as crystaliine products. Because it is possible to purify optically impure salts of the
enantiomers of omeprazole by crystallisation, they can be obtained in very high optical purity, namely 299.8% enantio-
meric excess (e.e) even from an optically contaminated preparation. Moreover, the optically pure salts are stable
towards racemization both in neutral pH and basic pH, which was surprising since the known deprotonation at the car-
bon atom between the pyridine ring and the chiral sulphur atom was expected to cause racemization under alkaline
conditions. This high stahility towards racemization makes it possible to use a single enantiomeric salt of the invention
in therapy.
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Description

Fieid of the invention

{0001] The present invention is directed to new compounds with high optical purity, their use in megicine, a process
for their preparation and their use in the manufacture of pharmaceutical preparation. The invention also relates to novel
intermediates in the preparation of the compounds of the invention.

Background of the invention

{0002] The compound 5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinylYmethylisulfinyf]- 1H-benzimidazole, hav-
ing the generic name omeprazole. and therapeutically acceptable alkaline salts thereof are described in EP 5129 and
EP 124 495, respectively. Omeprazole and its alkaline salts are effective gastric acid secretion inhibitors, and are useful
as antiulcer agents. The compounds, being sulfoxides, have an asymmetric center in the sulfur atom, i.e. exist as two
optical isomers {enantiomers). It is desirable to obtain compounds with improved pharmacokinetic and metabolic prop-
erties which will give an improved therapeutic profile such as a lower degree of interindividual variation. The present
invention provides such compounds, which are novel salts of single enantiomers of omeprazole.

[0003] The separation of the enantiomers of omeprazole in analytical scale is described in e.g. J. Chromatography,
532 (1990), 305-19 and in a preparative scale in DE 4035455, The latter has been done by using a diastereomeric ether
which is separated and thereafter hydrolysed in an acidic solution. Under the acidic conditions needed for hydrolysis of
the attached group, omeprazole is quite sensitive and the acid has to be quickly neutralized with a base to avoid deg-
radation of the acid-sensitive compound. In the above mentioned application this is done by adding the reaction mixture
containing concentrated sulfuric acid to a concentrated solution of NaOH. This is disadvantageous because thereis a
great risk of locally reaching pH values between 1-6, which would be devastating for the substance. Moreover, instan-
taneous neutralisation will create heat which will be difticult to handle in large scale production.

{0004)] The present invention in a further aspect provides a novel method for preparing the novel compounds of the
invention in large scale. This novel method can also be used in large scale to obtain singie enantiomers of omeprazole
in neutral form.

[0005] There is no example known in the prior art of any isclated or characterized salt of optically pure omeprazole,
i.e. single enantiomers of omeprazole neither of any isclated or characterized salt of any optically pure cmeprazole ana-
logue.

Detailed description of the invention

[0006] The present invention refers to the new Na*, Mg®*, Li*, K*, Ca* and N*(R), salts of the single enantiomers
of omeprazole, where R is an alkyl with 1-4 carbon atoms, i.e. Na*, Mg2*, Li*, K*, Ca* and N*(R), salts of (+)-5-meth-
oxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridiny)methyllsulfinyl]- 1H-benzimidazole and (-)-5-methoxy-2-[[{(4-methoxy-3,5-
dimethyi-2-pyridinyl)methyljsulfinyl]-1H-benzimidazole, where R is an alkyl with 1-4 carbon atoms.

[0007] Particularly preferred saits according to the invention are the Na*, Ca®* and Mg?* salts, i.e {+)-5-methoxy-
2-{[{4-methoxy-3, 5-dimethyl-2-pyridinyl)methyllsulfinyl]- 1H-benzimidazole sodium salt, (-}-5-methoxy-2-[[{4-methoxy-
3.5-dimethyl-2-pyridinyl)methylisuffinyl]- 1H-benzimidazole sodium salt, (+}-5-methoxy-2-{[(4-mathoxy-3,5-dimethyl-2-
pyridiny)methyl] sulfinyl]-1H-benzimidazole magnesium salt, (-}-5-methoxy-2-[[(4-methoxy-3,5-dimethyi-2-pyridi-
nylymethyllsulfinyl}-1H-benzimidazole magnesium salt, {+)-5-methoxy-2-{[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyi]
sulfinyl]-1H-benzimidazole caicium salt and {-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methylijsulfinyi]- 1H-
benzimidazole calcium salt.

[o0os] Most preferred salts according to the invention are the optically pure Na* salts of omeprazoie according to
compounds la and |b
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OCHy
CH
HEC AN 3
o N
= I /
N CH2—5—< | OCH4
IT (IV)

CH?“'OAcy!

wherein the methoxy substituent in the benzimidazole moiety is in position 5 or 6, and wherein the Acyl radical is as
defined below, followed by a sclvolysis of each separated diastereomer in an alkaline solution. The formed single enan-
tiomers of omeprazole are then isolated by neutralizing agueous solutions of the salts of the single enanfiomers of ome-
prazole with a neutralizing agent which can be an acid or an ester such as methyl formate,

[0014] The Acyl moiety in the diastereomeric ester may be a chiral acy! group such as mandeloyl, and the asym-
metric center in the chiral acyl group can have either R or S configuration.

[0015] The diastereomeric esters can be separated either by chromatography or fractional crystallization.

[0016] The solvolysis usually takes place together with a base in a protic solvent such as alicohols or water, but the
acyl group may also be hydrolysed off by a base in an aprotic solvent such as dimethylsulioxide or dimethylformamide.
The reacting base may be OH or R'O" where R' ¢an be any alkyl or aryi group.

[0017] To obtain the optically pure Na* salts of the invention, i.e. the single enantiomers of omeprazole Na* salts,
the resulting compound is treated with a base, such as NaOH, in an agueous or nonagucous medium, or with NaOR?
wherein R? is an alkyl group containing 1-4 carbon atoms, or with NaNH,. Also alkaline salts wherein the cation is Li*
or K* may be prepared using lithium or potassium salts of the above mentioned bases. In order to obtain the crystalline
form of the Na* salt, addition of NaOH in a non-agueous medium such as a mixture of 2-butanone and toluene, is pre-
ferred.

[0018] To obtain the optically pure Mg?* salts of the invention, optically pure Na* salts are treated with an aqueous
solution of an inorganic magnesium salt such as MgCl,, whersupon the Mg?* salts are precipitated. The optically pure
Mg?* salts may also be prepared by treating single enantiomers of omeprazole with a base, such as Mg(OR?),, wherein
R? is an alky! group containing 1-4 carbon atoms, in a non-aqueous solvent such as alcohol {only for alcoholates), e.g.
ROH, or in an ether such as tetrahydrofuran. In an analogous way, also alkaline salts wherein the cation is Ca®* can be
prepared, using an agueous solution of an inorganic calcium salt such as CaCls.

(00191 Alkaline salts of the single enantiomers of the invention are, as mentioned above, beside the sodium salis
(compounds la and Ib) and the magnesium salts {compound Ha and b}, exemplified by their salts with Li*, K*, Ca?*
and N*{R),, where R is an alkyl with 1-4 C-atoms.

{0020] For clinical use the single enantiomers, i.e. the optically pure compounds, of the invention are formulated
into pharmaceutical formulations for oral, rectal, parenteral or other modes of administrations. The pharmaceuticai for-
mulations contain the singie enantiomers of the invention normally in combination with a pharmaceutically acceptable
carrier. The carrier may be in form of a sclid, semisolid or liquid diluent, or capsule. These pharmaceutical preparations
are a further object of the invention. Usually the amount of active compound is between 0.1-95% by weight of the prep-
aration, between 0.2-20% by weight in preparations for parenteral use and between 1-50% by weight in preparations
for orai administration.

[0021] In the preparation of pharmaceutical formulations in form of dosage units for oral administration the optically
pure compound may be mixed with a solid, powdered carrier, such as lactose, saccharose, sorbitol, mannitel, starch,
amylopectin, cellulose derivates, gefatin or another suitable carrier, stabilizing substances such as alkaline compounds
2.g. carbonates, hydroxides and oxides of sodium, potassium, calcium, magnesium and the like as well as with lubricat-
ing agents such as magnesium stearate, caicium stearate, sodium stearyl fumarate and polyethylenglycol waxes, The
mixture is then processed into granuies or pressed into tablets. Granules and tablets may he coated with an enteric
coating which protects the active compound from acid catalysed degradation as long as the dosage form remains in the
stomach. The enteric coating is chosen among pharmaceutically acceptable enteric-coating materials e.g. beeswax,
shellac or anionic tilm-forming polymers and the like, if preferred in combination with a suitable plasticizer. To the coat-
ing various dyes may be added in order to distinguish among tablets or granules with different amounts of the active
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compound present.

{6022} Soft gelatine capsules may be prepared with capsules containing a mixture of the active compound, vege-
table oil, fat, or other suitable vehicle for soft gelatine capsules. Soft gelatine capsules may also be enteric-coated as
described above.

[0023] Hard gelatine capsules may contain granules or enteric-coated granules of the active compound. Hard gel-
atine capsules may also contain the active compound in combination with a sofid powdered carrier such as lactose, sac-
charose, sorbitol, mannitol, potato starch, amylopectin, ceflulose derivates or gelatin. The ¢apsules may be enteric-
coated as described above.

[0024] Dosage units for rectal administration may be prepared in the form of suppositaries which contain the active
substance mixed with a neutral fat base. or they may be prepared in the form of a gelatine rectal capsule which contains
the active substance in a mixture with & vegetable oil, paraffin oil or other suitable vehicle for gelatine rectal capsules,
or they may be prepared in the form of a ready-made micro enema, or they may be prepared in the form of a dry micro
enema formulation to be reconstituted in a suitable solvent just prior to administration.

[0025] Liquid preparation ior oral administration may be prepared in the form of syrups or suspensions, e.g. solu-
tions or suspensions containing from 0.2% to 20% by weight of the active ingredient and the remainder consisting of
sugar or sugar alcohols and a mixture of ethanol, water, glyceral, propylene giycel and/or polyethylene glycol. if desired,
such liquid preparations may centain colouring agents, flavouring agents, saccharine and carboxymethy! cellulose or
other thickening agents. Liquid preparations for oral administration may also be prepared in the form of dry powder to
be reconstituted with g suitable solvent prior to use.

[0028] Solutions for parenteral administrations may be prepared as solutions of the optically pure compounds of the
invention in pharmaceutically acceptable solvents, preferably in a concentration from 0.1 ta 10% by weight. These soul-
tions may afsc contain stabilizing agents and/or buffering agents and may be manufactured in different unit dose
ampoules or vials. Solutions for parenteral administration may also be prepared as dry preparations to be reconstituted
with a suitable sotvent extemporaneously before use.

[00271 The typical daily dose of the active compound will depend on various factors such as for example the indi-
vidual reguirement of each patient, the route of administration and the disease. In general, oral and parenteral dosages
will be in the range of 5 o 500 mg per day of active substance.

[0028] The invention is illustrated by the following examples.

Example 1. Preparation of r+}-5-methoxv-23’H4-methva-3.S-dimethyﬁ-pvridinvl)methvllswﬁnyl]_:‘iH-benzimidazole
sodium salt

[0029] 100 mg (0.3 mmoal) of (-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)-methylJsulfinyl}-1H-benzimida-
zole (contaminated with 3% of the (+)-isomer} was dissoived in 1 ml of 2-butanone with stirring. 80 pl of an agueous
solution of 5.0 M sodium hydroxide and 2 mi of toluene were added. The resultarm mixture was non-homogeneous. In
order to obtain a clear selution, more 2-butanone was added {ca 1 ml) and the mixture was stirred at ambient temper-
ature over night. The formed precipitate was filtered off and washed with ether. There was obtained 51 mg (46%) of the
tide compound as white crystals m.p. (decomposition) 246-248°C. The optical purity {¢.e.} which was analyzed by chiral
column chromategraphy was 299.8%. {d] 2 - a08° {c=0.5%, water).

[0030] NMR data are given below.

Example 2. Preparation of (-)-5-methoxy-2-[i{4-methoxy-3 5-dimethyl-2-pyridinylimethyllsutfinyl]- 1H-benzimidazole
sodium salt -

{00371] 100 mg (0.3 mmol} of (+)-S-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl}-methylisulfiny(]- 1 H-benzimi-
dazole {contaminated with 3% of the (-)-isomer) was dissolved in 1 ml of 2-butanone with stirring. 80 pl of an agueous
solution of 5.0 M sodium hydroxide and 2 ml of toluene were added. The resultant mixture was non-homogeneous. In
order to obtain a clear salution, more 2-butarnione was added (ca 1 ml) and the mixture was stirred at ambient temper-
ature over night. The formed precipitate was filtered off and washed with ether. There was obtained 56 mg (51%) of the
tide compound as white crystals m.p. (decomposition) 247-249°C, The optical purity (g.e.) which was analyzed by chirai
column chromatography was 259.8%. [a] 20 -.a4.1° {c=0.5%, water).

[0032] NMR data are given below.

Example 3. Preparation of {+)-5-m&tho - i idi inyl]-1H-banzimidazoie

magnesiurm salt

[0033] 2.9 ml of a 0.1 M sclution of NaOH was added to 0.10 g (0.29 mmol) (+)-5-methoxy-2-[[{(4-methoxy-3,5-
dimethyl-2-pyridinylimethyl]sulfiny(}-1H5-benzimidazole. To this mixture 2 mi mathylene chioride was added, and after

N



ig

20

25

30

35

4G

45

50

55

EP 1 020 460 A2

mixing in & separatory funnel the agueous solution was separated off. A soiution of 14 mg (0.145 mmol) MgCl, in water
was added dropwise. The formed precipitate was isclated by centrifugation, and 52 mg (50%) of the product was iso-
tatect as an amorphous powder. The optical purity {e.e.) was 8%, and thus the same as the starring material. The opti-
cal purity was determined by chromatography on an analytical chiral column. {«] 200 = +101.2° (c=1%, methanol). The
Mg content of the sample was found to be 3.0%, shown by atomic absorption spectroscopy.

magnesium salt

[0034] (-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyl}sulfinyl]- 1H-benzimidazole sodium salt (0.500
g, 1.36 mmoal) was dissolved in water {10 ml). To this mixture 10 mi of an agqueous solution of MgCloxHsO (138 mg, 0.68
mmol) was added dropwise and the formed precipitate was isolated by centrifugation. There was obtained 418 mg
(86%) of the product as a white powder. The opticai purity (ee) of the product was 99.8% which was the same as the
optical purity of the starring material. The optical purity was determined by chromatography on an analyticai chiral col-
umn. [af 2 = 412990 (c=1%. methanaol).

Example 5. Preparation of [-1-5-methoxv-2-[[(§-methexv-3.S—dimethvl-2-pvridinﬂ)methvl]suliinvllﬂ H-benzimidazole
magnesium salt

[0035] {+)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]-sulfinyl}- 1H-benzimidazole  sodium  salt
{0.165 g, 0.45 mmol) was dissolved in water (3 ml). To this mixture 2 mf of an agueous sclution of MgClxH,O (46 mg,
0.23 mmol) was added dropwise and the formed precipitate was isolated by centrifugation. There was obtained 85 mg
{51%) of the product as a white powder. The optical purity (ge) of the product was 88.9% which was the same or better
as the optical purity of the starting material. The optical purity was determined by chromatography on an analytical chi-
ral column. [a] 2 = -12g.2° (c=1%, methanol).

Table 1

Ex. | Solvent | NMR data 5 ppm

1. | DMSO-dg 500 MHz | 2.20 (s, 3H), 2.22 (s. 3H), 3.69 (s, 3H), .72 (s, 3H), 4.37 (d, 1H), 4.75 {d, 1H), 6.54
(dd, TH), 6.96 (d, 1H) 7.30 (d, 1H), 8.21 (s, TH).

2. | DMSO-dg 500 MHz |2.20 (s, 3H), 2.22 (s. 3H), 3.69 (s, 3H). 3.72 (s, 3H), 4.38 (d, 1H), 4.73 (d, 1H), 6.54
(dd, 1H), 6.96 (d, 1H), 7.31 (d, 1H), 8.21 (s, 1H).

[00386] Preparation of the synthetic intermediates according to the invention will be described in the following exam-
ples.

Example 6. Pr ration of 8-methoxy-2-
loxymethyl}-1H-benzimidazole

[0037] A solution of 3.4 g sodium hydroxide in 40 mi water was added to a mixture of 14.4 g (42 mmol) tetrabuty-
lammonium hydrogen sulphate and 6.4 g (42 mmol) (R}-(-)-mandelic acid. The mixture was extracted wit 400 ml chio-
roform. After separation, the organic extract was heated to reflux wit 16.6 g (42 mmol) of the racemate of 6-methoxy-2-
[[{4-methoxy-3,5-dimethyl-2-pyridinylymethyl}-sulfinyl]- 1-[chioromethyl]-1H-benzimidazole. Evaporation of the solvent
was followed by dilution with 100 ml dichloromethane and 700 ml ethyl acetate. The mixture was washed with 3 x 200
ml water and the organic solution was dried over MgSC, and then evaporated. The crude material was purified by
recrystallization from 100 ml acetonitriie, giving 8.1 g of the title compound (38%) as a diastereomeric mixture.

[0038] NMR data are given below.

Example 7. Separation of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3.5-dimethyl-2-pyridi-

nylimethyil-(R/S)-suifinyl]-1-( R)—mandeloyioxvmethvl]_j H-benzimidazole

[0039] The diastereomers of the title compound in Example 6 were separated using reversed phase chromatogra-
phy (HPLC). Approximately 300 mg of the diastereomeric mixture was dissolved in 10 ml hot acetoniirile which was
diluted with 10 ml of a mixture of agueous 0.1 M ammeniumacetate and acetonitrile {70/30). The solution was injected
to the column and the compounds were eluted with a mixture of aqueous 0.t M ammaniumacetate and acetonitriie
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(70/30). The more hydrophilic isomer was easier 10 ¢btain pure than the less hydrophilic one. The work up procedure
for the fraction which contained pure isomer was as follows; exiraction with dichlorometane, washing the organic solu-
tion with aquecus 5 % sodium hydrogen carbonate solution, drying over Na,30, and evaporation of the solvent on a
rotavapor (at the end ot the evaporation the removal of acetonitrile was facilitated by adding more dichloromethane).
Using 1.2 g of the diastereomeric mixture with the above mentioned technique, the more hydrophilic isomer, 410 mg,
was obtained in & pure state as a colourless syrup.

[0040] NMR data are given below.

Example 8. Preparation of &-methoxy-2-{[{4-methoxy-3,5-dimethyl-2-pyridinylymethyl]-( R/S)-sultinyl]-1-[{S}-mandeioy-
ngymg:hyil-1_|_-l—pen;imigazglg

[0041] The product was obtained from 8.1 g (202 mmool) sodium hydroxide in 100 ml water, 34.4 g (101 mmol)
tetrabutylarnmonium hydrogen sulfate, 15.4 g (101 mmol} (S)-(+)}-mandeic acid and 39.9 g (101 mmol) of the racemate
of B-methoxy-2-{[{4-methoxy-3,5-dimethyl-2-pyridinylymethyl}-sulfinyl]-1-[chloromethyl]- 1H-benzimidazole using the
same procedure as in Exampie 6. Recrystallization fram 100 ml acetonitrile yielded 21.3 g. t.e. 41% of the title com-
pound as a diastereomeric mixture.

[0042)] NMR data are given beiow.

Example 9. Separation of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3.5-dimethyl-2-pyridi-
nylimethyl]-(R/S)-suifinyl]-1 -[(S)-mgndelovloxvmethvﬂ-_} H-benzimidazole

[0043] The diastereomers of the title compound in Example 8 were separated using reversed phase chromatogra-
phy (HPLC) in the same way as in Example 7, but using the diasteromeric mixture of 6-methoxy-2-[[(4-methoxy-3,5-
dimethyl-2-pyridinyl)methyl}-(R/S)-sulfinyli- 1-[{ 3}-mandeioloxymethyl]-1H-benzimidazole instead of the (R)-mandelic
ester used in Exampie 7. Using 2.1 g of the diastereomaeric mixture, the more hydrophilic isomer, 760 mg, was obtained
in a pure state as a colourless syrup.

[0044] NMR data are given below.

Example 10. Preparation of (-)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinymethyll-suffinyl]-1H-benzimidazole

[0045] 0.23 g (0.45 mmol) of the more hydrophilic diastereomer of 6-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyrid-
inylymethyl]suifinyl]-1-[{R)-mandelayloxymethyl]- 1H-benzimidazole was dissolved in 15 ml methanol. A sclution of 36
mg (0.9 mmol) sodium hydroxid in 0.45 ml water was added, and after 10 minutes the mixture was evaporated on a
rotavapor. The residue was partitioned between 15 ml water and 15 m| dichloromethane. The organic solution was
extracted with 15 ml water and to the combined aqueous solutions was added 85 u! (1.4 mmol} methyl formate. After
15 minutes the mixture was extracted with 3x10 ml dichioromethane. The crganic sofution was dried over Na,SJ, and
then evaporated. There was obtained 0.12 g (77%) of the title compound as a colourless syrup. The optical purity (e.e.)
which was analyzed by chiral column chromategraphy was 94%. [a} & - .155° {¢=0.5%, chloroform).

[0046] NMR data are given below

Example 11. Preparation of (+)-5-methoxy-2-[{(4-methoxy-3,5-dimethyi-2 -pyridiny!)methyl]-sulfinyl]- 1H-benzimidazoie

[0047] 0.76 g (1.5 mmol) of the more hydrophilic diastereomer of 6-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridi-
nylymethyf]sulfinyi]-1-[(S)-mandeloyloxymethy(}-1H-benzimidazole was dissolved in 50 mi methano!. A solution of 0.12
mg (3.0 mmol) sodium hydroxid in 1.5 ml water was added, and after 10 minutes the mixture was evaporated on a
rotavapor. The residue was partitioned between 25 ml water and 25 ml dichloromethane. The organic solution was
extracted with 25 ml water and to the combined agueous solutions was added 200 pl (3.2 mmol) methyl formate. After
15 minutes the mixture was extracted with 3x25 mi dichloromethane. The organic solution was dried over Na,50, and
then evapoerated. There was obtained 0.42 g {81%]) of the title compound as a colouriess syrup. The optical purity (e.e.)
which was analyzed by chiral column chromatography was 98%. [o] & = +157° {c=0.5%, chlorotorm).

[0048] NMR data are given beiow
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Table 2

Ex. | Solvent NMR data & ppm

6. | CDCl; 500 MHz | 2.18 (s, 3H), 2.20 (s, 3H), 2.36 (s, 3H), 2.39 (s, 3H), 3.77 (s, 3H), 3.78 (s, 3H), 3.82 (s,
3H), 3.87 (s. 3H). 4.80 (d, 1H), 4.88 (d, 1H), 5.0 (m, 2H), 5.34 (s, 2H), 6.43 (d, 1H), 6.54
(d. 1H), 6.6-6.7 (m. 2H), 6.90 (d, 1H), 5.95-6.98 (m, 2H), 7.01 (d, 1H), 7.2-7.3 (m, 6H),
7.37 (m, 2H). 7.44 (m, 2H), 7.58 (d, 1H), 7.62 {d. TH), 7.95 (s, 1H). 7.97 {s. TH).

7. | CDGCl; 500 MHz {2.20 (s, 3H), 2.36 (s, 3H), 3.78 (s, 3H), 3.82 (s, 3H), 4.80 (d, 1H), 5.00 {d, 1H), 5.35 (d,
1H), 6.43 (d, TH), 6.63 {d, 1H), 6.90 {(d, 1H), 6.97 (dd, 1H), 7.2-7.3 {m. 3H), 7.37 (m, 2H)},
7.62 (d, 1H), 7.97 (s, 1H).

8. | CDCly 500 MHz | 2.19 (s, 3H), 2.20 (s, 3H), 2.36 (s, 3H), 2.39 {s, 3H), 3.77 (s, 3H), 3.78 (s, 3H), 3.83 (s,

N 3H). 3.87 (s, 3H), 4.80 (d, 1H), 4.88 (d, 1H), 5.0 (m, 2H), 5.34 (s, 2H), 6.43 (d, 1H), 6.54
(d. 1H), 6.6-6.7 (m, 2H), 6.90 (d, 1H), 6.96-6.98 {m, 2H), 7.01 (d, 1H), 7.2-7.3 {m, &H),
7.37 (m, 2H), 7.44 (m, 2H), 7.58 {d. 1H), 7.62 (d, 1H), 7.95 (s, 1H). 7.87 (s, 1H).

9. | CDCly 500 MHz | 2.20 (s, 3H}, 2.36 (s, 3H), 3.78 (s, 3H), 3.82 (s, 3H), 4.80 {d, 1H). 5.00 (d, 1H), 5.35(d,
1H), 6.43 {d, 1H), 6.53 (d., 1H), 6.90 (d. 1H), 6.97 (dd, 1H), 7.2-7.3 (m, 3H), 7.37 (m, 2H),
7.62 (d, 1H), 7.97 (s, 1H).

10. | CDCY, 300 MHz | 2.18, (s, 3H), 2.22 (s. 3H), 3.68 (s, 3H), 3.83 (s, 3H), 4.77 {m, 2H), 6.93 (dd, TH), ~7.0 (b,
1H), »7.5 (b, 1H), 8.19 (s, 1H).

11. | CDClg 221 (s, 3H), 2.23 (s, 3H), 3.69 (s, 3H), 3.84 (s, 3H), 4.76 (m, 2H), 6.94 (dd, 1H), =7.0 (b,
1H), »7.5 (b, tH), 8.20 (s, 1H).

[0049] The best mode of carrying out the invention known at present is to use the sodium salts of the optically pure
compounds of the invention, thus the compounds described in Exampie 1 and Exampie 2.

[0050] Pharmaceutical preparations containing the compounds of the invention as active ingredient are illustrated
in the following formulations.

Syrup

[0051] A syrup containing 1% (weight per volume) of active substance was prepared from the following ingredients:

Compound accerding to Example 2 1.0g
Sugar, powcter 3004g
Saccharine 06g
Giiycerol 5049
Flavouring agent 0.05¢g
Ethano! 96% 5049
Distilled water g.s. to a final volume of | 100 ml

[0052] Sugar and saccharing were dissolved in 60 g of warm water. After cooling the active compound was added
to the sugar solution and glycercl and a solution of tlavouring agents dissolved in ethanol were added. The mixture was
diluted with water to a final volume of 100 mi.

Enteric-coated tabiets

[0053] An enteric coated tablet containing 50 mg of active compound was prepared from the following ingredients:
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| | Compound according fo Example 3 as Mg salt 500 g

Lactose 700 ¢

Methyl cellulose 60
Polyvinylpyrrolidone cross-linked 50 ¢

Magnesium stearate 15¢g

Sodium ¢arbenate 69

Distilled water q.s.

I | Cellulose acetate phthalate 200 g
Cetyl alcohol 15¢

Isopropancl 2000 ¢

Methylene chloride 2000 g

[0054] | Compound according to Exampie 3, powder, was mixed with lactose and granulated with a water solution

of methy! cellulose and scdium carbonate. The wet mass was forced through a sieve and the granulate dried in an oven.
After drying the granulate was mixed with polyvinylpyrrolidone and magnesium stearate. The dry mixture was pressed
into tablet cores (10 000 tablets), each tabiet containing 50 mg of active substance, in a tabletting machine using 7 mm
diameter punches.

[D055] tl A solution of cellulose acetate phthaiate and cetyl alcoihol in isopropanol/methylene chloride was sprayed
onto the tablets | in an Accela Cota™, Manesty coating equipment. A final tablet waight of 110 mg was obtained.

Solution for intravenous administration

[0056] Aparenteral formulation for intravenous use, containing 4 mg of active compound per ml, was prepared from
the following ingredients:

Compound according to Exampie 2 4q

Sterile water to a final volume of 1000 mi

[0057] The active compound was dissolved in water to a final volume of 1000 mi. The solution was filtered through
a 0.22 um filter and immediately dispensed into 10 mi sterile ampoules. The ampoules were sealed.

Capsules

[0058] Capsules containing 30 mg of active compound were prepared from the following ingredients:

Compound according to Example 1 300¢g
Lactose 700 g
Microcrystalline cellulose 40g

Hydroxypropyl cellulose low-substituted 62 g
Disodium hydrogen phosphate 2g
Purified water q.5.

10
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[0059] The active compound was mixed with the dry ingredients and granulated with a solution of disodium hydro-
gen phosphate. The wet mass was forced through an extruder and spheronized and dried in a fluidized bed dryer.

[0060] 500 g of the pellets above were first coated with a soiution of hydroxypropyl methyiceliulose, 30 g, in water,
750 g, using a fluidized bed coater. After drying, the pellets were coated with a second coating as given below:

Coating solution:

[0061]

Hydroxypropyl methylcellulose phthalate 709
. Cety! alcohol 4g
Acetone 200 g
Ethanol 600 g

[0062] The final coated pellets were filled into capsutes.

Suppositories

[0063] Suppositories were prepared from the following ingredients using a welding procedure. Each suppository
contained 40 mg of active compound.

Compound according to Example 2 49
Witepsol H-15 180 ¢

[0064] The active compound was homogenously mixed with Witepsol H-15 at a temperature of 41° C. The malten
mass was volume filled intc pre-fabricated suppository packages to a net weight of 1.84 g. After cooling the packages
were heat sealed. Each suppository contained 40 mg of active compound.

Stability towards_racemization at different pM.es

[0065] The stability of the cptically pure compounds of the invention towards racemization has been measured at
tow concentrations in refrigerator in agueous buffer solutions at pH 8, 9.3, 10 and 11.2. The stereochemical stability was
measured by comparing the optical purity for the (-)-isomer of 5-methoxy-2-[f[{4-methoxy-3,5-dimethyl-2-pyridinyl}-
methyl]sulfinyl]-1H-benzimidazole in buffer solution immediately after dissolving and after several days. The measure-
ment was performed by chromatography on an analytical chiral column, The surprising high sterecchemical stability in
atkaline conditions for the compounds of invention is exemplified by the fact that no racemization for the test compound
was abtained at pH 11.2 even after 21 days. At pH &, 9.3 and 10, the chemical degradation of the compound is more
apparent which makes the racemization measurement more difficult to perform, however at none of these pH values a
detectable racemization was obtained afier 16 days.

[0066] In another racemization experiment with the optically pure compounds of the invention, an aquecus phos-
phate buffer solution (pH=11) of the (+)-iscmer of 5-methoxy-2-{[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyl)sulfinyl}-
1H-benzimidazole (c=10""M) was warmed for 26 hours at 37°C without any racemization at all being observed.

[0067] The following pages 22 - 26 of the description relate to preferred embodiments of the invention, wherein
"embt. / embts.” means embodiment / embodiments.

1. Optically pure compounds characterized in that the compounds are Na*, Mg?*, Li*, K*, Ca?* and N*{R), salts
of (+)-5-methoxy-2-[[(4-methoxy-3.5-dimethyl-2-pyridinyl)methyf]sulfiny!]-1H-benzimidazole and (-}-5-methoxy-2-
[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1H-benzimidazole, wherein R is an alkyl with 1-4 carbon
atoms.

2. Compounds according to embt. 1 characterized in that the compounds are (+)-5-methoxy-2-[[(4-methoxy-3,5-

11
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dimethyl-2-pyridiny )methyl]sulfinyl]-1H-benzimidazoie sodium sait, (-}-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-
pyridinylimethyljsulfinyi]- 1H-benzimidazole sodium salt,  (+)-5-methoxy-2-[[(4-methoxy-3.5-dimethyt-2-pyridi-
nyhmethyllsulfinyl]- 1H-benzimidazoie  magnesium  salt,  {-}-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridi-
nyl)rmethyf]sulfinyl}- 1H-benzimidazole magnesium salt, {+)-5-methoxy-2-{[(4-methoxy-3,5-dimethyi-2-
pyridinylmethyllsulfinyl}- 1H-benzimidazole calcium salt and (-}-5-methoxy-2-f[(4-methoxy-3. 5-dimethyl-2-pyridi-
nylmethyl]sulfinyi]- 1H-benzimidazole calcium salt.

3. Compounds according to embts. 1 and 2 characterized in that the compounds are (+)-5-methoxy-2-[[{4-meth-
oxy-3,5-dimethyl-2-pyridinylmethyl] sulfinyl]-1H-benzimidazole sodium salt, (-)-3-methoxy-2-[[{4-methoxy-3,5-
dimethyl-2-pyridinyimethyllsuffinyl}- 1H-benzimidazole sodium salt, (+)-5-methoxy-2-{[(4-methoxy-3,5-dimethyl-2-
pyridinyymethyllsulfinyl]- 1H-benzimidazole magnesium salt and ({-)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-
pyridinylymethyl] suffinyl]-1H-benzimidazole magneasium salt.

4. Compounds according to embts. 1 and 2 ¢haracterized in that the compounds are {+}-5-methoxy-2-[[(4-meth-
oxy-3,5-dimethyl-2-pyridinyl)methyl]-sulfinyl-1H-benzimidazole sodium salt and (-)-S-methoxy-2-{[(4-methoxy-3,5-
dimethyl-2-pyridinyl)methyl} sulfinyl-1H-benzimidazele sodium salt in their crystalline forms.

5. Compounds according to embts. 1 and 2 characierized in that the compaound is (+)-5-methoxy-2-{[{4-methoxy-
3,5-dimethyl-2-pyridinyl)methyi]l-sulfinyl- 1H-benzimidazole sodium salt in its crystalline form.

6. Compounds according io embts. 1 and 2 characterized in that the compound is (-)-5-methoxy-2-[[{4-methoxy-
3.5-dimethyl-2-pyridiny)methyl]-sulfinyl-1H-benzimidazole sodium salt in its crystalline form.

7. Process for the preparation of a compound according to emigt. 1 characterized in that a diastereomeric ester of
formula IV

OCHq
CH
H4C A 3
o N (1vy)
P I y

N CHE-——S—< | OCHg4
N
|

C:'"'2"*‘(:).&::)/1

whereain Acyl designates a chiral acyl group such as mandeloyl, having either R or S configuration, is separated,
and each of the separated diastereomers is dissolved in an alkaline solution where the acyloxymethyl group is
hydrolyzed to give the optically pure compound.

8. Process according to embyt, 7 characterized in that the diastereomers are separated hy chromatography or frac-
tional crystallization,

9. Process according to embt. 7 characterized in that the solvolysis is performed in alkaline solution consisting of
a base in a protic solvent, such as alcohols or water; or a base in an aprotic solvent, such as dimethylsulfoxide or
dimethylformamide.

10. Process for the preparation of a compound according to embt. 1 in crystalline form characterized in that a
product from the process in embt. 7 is neutralized with a neutralizing agent which can be an acid or an ester such
as methyl formate, followed by treatment with a base in non-aqueous solution.

11. Process for preparation of (+)-5-methoxy-2-[[{4-methoxy-3, 5-dimethyl-2-pyridinyhmethyl}-sulfinyl- 1H-benzimi-
dazole sodium salt and {-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyhmethyllsutfinyl- 1H-benzimidazole
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sodium salt in their crystalline forms characterized in that (+)-5-methoxy-2-[[(4-methoxy-3.5-dimethyl-2-pyridi-
nylymethyl]-sulfinyl]-1H-benzimidazole sodium salt and (-)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-Z-pyridi-
nyl)methyl}sulfinyl-1H-benzimidazole sodium salt crude product respectively is neutralized followed by treatment
with NaOQH in a non-aguecus medium.

12. Process for the preparation of (+)-5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyi] sultinyl]- 1H-benz-
imidazole and (-)-5-methoxy-2-{[(4-methoxy-3,5-dimethyt-2-pyridinyl)methyl]suifinyl]- 1H-benzimidazale character-
ized in that a diastereomeric ester of formula IV

OCH4
H;,c N CHg
(IV)
= %
N CH2—5—< OCH4

CHZ*OAcw

wherein Acyl designates a chiral acyl group such as mandeloyl, having either B or S configuration, is separated,
and each of the separated diastereomers is dissolved in an alkaline solution where the acyloxymethy! group is
hydrolyzed off to give the opticaily pure compound after neutralization with a neutralizing agent which can be an
acid or an ester.

13. Process according to embt, 12 characterized in that the diastereomers are separated by chromatography or
tractional crystallization.

14. Process according to embt. 12 characterized in that the solvolysis is performed in alkaline solution consisting
of a base in a protic solvent, such as alcohols or water; or a base in an aprotic selvent, such as dimethylsulfoxide
or dimethylformamide.

15. The compound (+}-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinymethyl]-sulfinyl}- 1H-benzimidazole
obtained by the process defined in embt. 12.

16. The compound (-)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]-sulfinyl]-1H-benzimidazole
obtained by the process defined in embt. 12.

17. Pharmaceutical preparation containing an optically pure compound according to any of embts. 1-6 as active
ingredient.

18. Optically pure compounds according to any of embts. 1-6 for use in therapy.

19. Use of an optically pure compound according to any of embts. 1-6 in the preparation of a pharmaceutical for-
mulation for inhibiting gastric acid secretion.

20. Use of an optically pure compound according to any of embts. 1-6 for the preparation of a pharmaceutical for-
mulation for the treatment of gastrointestinal inflammatory diseases.

21. A method for inhibiting gastric acid secretion comprising administration to a mammat including man in need of
such treatment an effective amount of an optically pure compound according to any of embts. 1-6.

22. A method for the treatment of gastrointestinal inflammatory diseases comprising administration to a mammal
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including man in need of such treatment an effective amount ¢f an optically pure compound according to any of
embts. 1-6.

23. The compound B-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridinyl)-methyl}- 1 {mandeloyloxymethyl]- 1H-benz-
imidazole.

Claims

10.

11.

The sodium salt of (-)-5-methoxy-2-[{4-methoxy-3,5-dimethyl-2-pyridinyl)methyllsulfinyl]-1H-benzimidazole (Na-
salt of the (-)-enantiomer of omeprazole).

The Na-salt of the (-)-enantiomer of omeprazole in its crystalline form.

A process for the preparation of the Na-salt of the {-)-enantiomer of omeprazole characterized in that a diastereo-
meri¢ mixture of an ester of formula 11|

OCH4
CH
ﬁ N L
~
N cHy—5— | QCH3 (I1D)
N
|

CHE“‘-OAcyl

wherein Acyl designates a chiral acyl group having either R or S configuration, is separated, to obtain the separated
diastereomers whereafter the diastereomer comprising the acyloxymethyl derivative of the {-})-enantiomer of ome-
prazole is dissolved in an alkaiine solution wherein the acyloxymethyl group is hydrolyzed off to give the {-}-enanti-
omer of omeprazole which is optionally convened to the sodium salt.

The process of claim 3 characterized in that the chiral acyl group is mandeloyl.

The process of claim 3 characterized in that the diastereomers are separated by chromatography or fractional crys-
tallization,

o

The process of claim 3 characterized in that the solvolysis is performed in alkaline solution consisting of a base in
a protic soivent, such as alcohols or water; or a base in an aprotic solvent, such as dimethylsulfoxide or dimethyl-
formamide.

The process of claim 3 characterized in that said sodium salt is cbtained by treatment of the (-)-enantiomer of ome-
prazole with a base comprising sodium in non-aqueous solution.

A pharmaceutical preparation contzining the Na-salt of the {-)-enantiomer of omeprazole together with a pharma-
ceutically acceptable carrier.

The Na-salt of the (-)-enantiomer of omeprazole for use in therapy.

The use of the Na-salt of the (-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation for
the treatment of gastric acid-related diseases by inhibition of gastric acid secretion.

The use of the Na-salt of the {-}-enantiomer of omeprazole for the manutacture of a pharmaceutical formulation far
the treatment of gastrointestinal inflammatory diseases.
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The use of the Na-salt of the {-)-enantiomear of omeprazole for the manutacture of a pharmaceutical formulation for
the ireatrment of refiux esophagitis.

The use of the Na-salt of the (-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation
having improved pharmacokinetic and metabolic properties.

The use of the Na-salt of the {-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation with
a lower degree of interindividual variation in plasma feveis when treating gastric acid related diseases.

The use of the Na-salt of the (-)-enantiomer of omeprazole for the manufacture of a pharmaceutical formulation with
an improved therapeutic profile when treating gastric acid refated diseases.
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