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stable pharmaceutical composition of compounds of formula (J),

o -
CHs /©/\OHJ\ o +
0 T r M-
5 formula (I)
where ‘R’ is selected fromNydroxy, hydroxyalkyl, acyl, alkoxy, alkylthio, thioalkyl,
aryloxy, arylthio and M" repre¥nts suitable metal cations such as Na', K*, Ca™, Mg+2
wherein the pH of the compositiotNs maintained above 7 which comprises
i) suitable alkalinizers or suitabl pH modifying agents which maintain the pH of
10 the formulation above 7, and optignally | |
i1) a suitable stabilizer; and ‘ v
iii)  one or more other pharmaceutically acd¢ptable excepients. - -
2. The pharmaceutical composition as claimed in Waim 1 wherein R is selected from
15 alkylthio" or thioalkyl and M" represents Mg*2.
3. The pharmaceutical composition as claimed in claim 1 Wherein R is SCHj
4. The pharmaceutical composition as claimed in claim 1 where\g the alkalinizefs or
20 pH modifying agents is selected from attapulgite, bentonite, cAcium carbonate,
calcium phosphate, calcium sulphate, mono ethanolamine, tri thanolarhine,
potassium bicarbonate, potassium citrate, potassium hydroxide, sodiu benzdate,
sodium hydrdxide,’ sodium sulfite, sodium bicorbonate, sodium cYbonate,
Disodium hydrogen phosphate, mono basic pqtassium phosphate, DicNcium
25 phosphate, meglumine, light or heavy magnesium oxide. |

5. The pharmaceutical composition as claimed in claim 4 wherein the alkalinizers o
pH modifying agent is Disodium hydrogen phosphate or magnesium oxide.
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The pharmaceutical composition as claimed in claim 1 wherein. the stabilizers are

elected from the classes of suitable antioxidants or éhelating agerits.

The pharmaceutical composition as claimed in claim 6, wherein the antioxidants are
selected\rom citric acid, alpha tocopherol, sodium sulphite, sodium métabisulphifg,
butylated Qydroxy anisole (BHA), BHT (2,6—di-tert-butyl-4.-methylpheriol),
monothioglycdol, Vitémin C (ascorbic acid‘), propyl galléte or suitable

combinations thexgof.
The pharmaceutical coxgposition as claimed in claim 6 wherein the chelating agent
is selected from DisodNm EDTA, citric acid and or its salts, maleic acid,

chlorambutol, chlorhexidine\r its salts, chlorocresol or their suitable combinations.

The pharmaceutical compositior\as claimed in claim 1 where in the other

' pharmaceutical excepients are selectdq from suitable diluents, fillers, disintegraﬁts,

10.

11.

binder, lubricants, glidants, wetting agerXg and solvent(s).

The pharmaceutical composition as claimed, in claim 9 wherein the binder is

selected from acacia alginic acid, tragacanth, ca oxymethylc'elluldse sodium, poly

(vinylpyrrolidone), compressible sugar (e.g., NuTaby, ethyl cellulose, gelatin, liquid |

glucose, methyl cellulose, povidone and pregelXinized starch or suitablé

combinations thereof.

The pharmaceutical composition as claimed in claim 9 whereil\the diluent or filler

is selected from dibasic calcium phosphate, kaolin, suNgose, mannitol,

microcrystalline ‘cellulose, powdered cellulose, precipitated calci carbonate,

" sorbitol, starch or suitable cofn'binations thereof.

12.

~ selected from calcium stearate, magnesium stearate, mineral oil, stearic acid,

The pharmaceutical composition as claimed in claim 9 wherein the lubricynt is
stearate or suitable combinations thereof.
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13.

14.

15.

16.

17.

The pharmaceutical composition as claimed in claim 9 wherein the disintegrant is
selected from corn starch, potato starch, pre-gelatiniZed and modified starched
thereof, sweeteners, clays, microcr.ystall\ine cellulose (e.g. Avicel™.), carsium (e.g.

berlite.™.), alginates, sodium starch glycolate, gums selected from agar, guar,

locuy bean, karaya, pectin, tragacanth or combinations thereof.

cornstarch, talc ¥y suitable combinations thereof.

The pharmaceutical d&mposition as claimed in claim 1 to 14 is in the form of a |
tablet or a caplet or a calsule or a powder or a suspension in a liquid or an aerosol

formulation or solutions, pr{erably in the form of a tablet or capsule.

The pharmaceutical éompos"ition $ claimed in claim 1 to 15 prepared by direct-'v»gz'.

compression, wet granulation or dry Yranulation.

The pharmaceutical composition as claimd{ in claim 16 wherein the formulation is
prepared by direct compression corripris g mixing the drug with all the -
pharmaceutical excepients required and then ither compressing into tablets. or’

filled in capsules.
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Claims:

1. A stable pharmaceutical composition of compounds of formula(l),

_ o _
M+
—
N /\/O r
~
SCH; N

formula (1)

where M represents suitable metal cations such as Na', K*, Ca?, Mg™ wherein the pH

of the composition is maintained above 7 which comprises

)] suitable akalinizers or suitable pH modifying agents which maintain the pH of
the formulation above 7 is selected from attapulgite, bentonite, calcium
carbonate, calcium phosphate, calcium sulphate, mono ethanolamine, tri
ethanolamine, potassium bicarbonate, potassium citrate, potassium hydroxide,
sodium bicarbonate, Disodium hydrogen phosphate, meglumine, light or heavy
magnesium oxide and optionally

i) asuitable stabilizer; and

iii) one or more other pharmaceutically acceptable excipients.
2. The pharmaceutical composition as claimed in claim 1 wherein M* represents Mg'*.

3. The pharmaceutical composition as claimed in claim 1 wherein the alkalinizers or pH

modifying agent is Disodium hydrogen phosphate or magnesium oxide.

4.The pharmaceutical composition as claimed in clam 1 wherein the stabilizers are

selected from the classes of suitable antioxidants or chelating agents.

5. The pharmaceutical composition as claimed in claim 4, wherein the antioxidants are

selected from citric acid, alpha tocopherol, sodium sulphite, sodium metabisulphite,

butylated hydroxy anisole (BHA), BHT (2,6-di-tert-butyl-4-methylphenal),
12
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monothioglycerol, Vitamin C (ascorbic acid), propyl gallate or suitable combinations
thereof and the chelating agent is selected from Disodium EDTA, citric acid and or its
salts, maleic acid, chlorambutol, chlorhexidine or its salts, chlorocresol or their suitable

combinations.

6. The pharmaceutical composition as claimed in clam 1 where in the other
pharmaceutical excepients are selected from suitable diluents, fillers, disintegrants,

binder, lubricants, glidants, wetting agents and solvent(s).

7. The pharmaceutical composition as claimed in claim 6 wherein the binder is selected
from acacia alginic acid, tragacanth, carboxymethylcellulose sodium, poly
(vinylpyrrolidone), compressible sugar (e.g., NuTab), ethyl cellulose, gelatin, liquid
glucose, methyl cellulose, povidone and pregelatinized starch or suitable combinations

thereof.

8.The pharmaceutical composition as claimed in claim 6 wherein the diluent or filler is
selected from dibasic calcium phosphate, kaolin, sucrose, mannitol, microcrystalline
cellulose, powdered cellulose, precipitated calcium carbonate, sorbitol, starch or

suitable combinations thereof.

9. The pharmaceutical composition as claimed in claim 6 wherein the lubricant is
selected from calcium stearate, magnesium stearate, mineral oil, stearic acid, zinc

stearate or suitable combinations thereof.

10. The pharmaceutical composition as claimed in claim 6, wherein the disintegrant is
selected from corn starch, potato starch, pre-gelatinized and modified starched thereof,
sweeteners, clays, microcrystalline cellulose (e.g. Aviced™), carsum (eg.
Amberlite ™), alginates, sodium starch glycolate, gums selected from agar, guar,

locust bean, karaya, pectin, tragacanth or combinations thereof.

11.The pharmaceutical composition as claimed in clam 6, wherein glidants is selected
from colloidal silica, calcium silicate, magnesium silicate, silicon hydrogel, cornstarch,

talc or suitable combinations thereof.
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12.The pharmaceutical composition as claimed in clam 1 isin the form of a tablet
or a caplet or a capsule or a powder or a suspension in a liquid or an aerosol

formulation or solutions, preferably in the form of atablet or capsule.

13.The pharmaceutical composition as claimed in clam 1 prepared by direct

compression, wet granulation or dry granulation.

14. The pharmaceutical composition as claimed in claim 1 wherein the formulation
is prepared by direct compression comprising mixing the drug with al the
pharmaceutical excipients required and then either compressing into tablets or filled

in capsules.
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