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Sucrose was known to cause the dissolution difference of tablets containing super disintegrant Ac-Di-Sol/Primojel
between acidic and neutral media. In order to under further stand the mechanism of this pheonomenon, various
binder was tried. Prejel, PVP, gelatin, glucose did not cause the dissolution difference as sucrose. Only fructose
caused the dissolution difference. Sucrose hydrolyzed into fructose and glucose in the acidic medium. Maybe the
real cause of dissolution difference by sucrose is due to the hydrolysis of sucrose into fructose
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INTRODUCTION

In our previous study (1), we have found that the dissolution of an hydrophobic drug in the acidic medium was
greatly decreased in a tablet containing Ac-Di-Sol/Primojel and sucrose.  This phenomenon was attributed to the
decreased efficiency of Ac-Di-Sol/Primojel in the acidic medium, the hindered diffusion of water inside the tablet by
the hydrophobic ingredient and the viscosity-producing property of sucrose. The purpose of this study is to
investigate the hypothesis of viscosity-producing effect of sucrose and other binders on the dissolution difference
between acidic and neutral media.

EXPERIMENTAL

Tablets containing a binder of glucose, prejel, gelatin, fructose, polyvinylpyrrolidone, fructose
at various concentration were prepared. The disintegration and dissolution of the tablet in the
deionized water and simulated gastric fluid (without enzyme) was conducted according to USP
23ed.

Formula A : allopurinol 100 mg + sucrose 100 mg + Ac-Di-Sol 8 mg
Formula B : allopurinol 100 mg + prejel 50 mg + Ac-Di-Sol 8 mg
Formula C : allopurinol 100 mg + prejel 100 mg + Ac-Di-Sol 8 mg
Formula D : allopurinol 100 mg + PVP 5 mg + Ac-Di-Sol 8 mg
Formula E : allopurinol 100 mg + glucose 100 mg + Ac-Di-Sol 8 mg
Formula F : allopurinol 100 mg + glucose 200 mg + Ac-Di-Sol 8 mg
Formula G : allopurinol 100 mg + gelatin ? mg + Primojel 8 mg




Formula H : allopurinol 100 mg + prejel ? mg + Primojel 8 mg

Formula I : allopurinol 100 mg + fructose 100 mg

Formula J : allopurinol 100 mg + fructose 100 mg + Ac-Di-Sol 4 mg
Formula K: allopurinol 100 mg + fructose 100 mg + Ac-Di-Sol 8 mg
Formula L: allopurinol 100 mg + fructose 200 mg + Ac-Di-Sol 8 mg
Formula M: allopurinol 100 mg + fructose 100 mg + Primojel 8 mg
Formula N: allopurinol 100 mg + fructose 100 mg + Polyplasdone XL 8 mg

RESULTS AND DISCUSSION

Allopurinol tablets containing prejel, gelatin, PVP, and super disintegrant ~ Ac-Di-Sol/Primojel
did not show dissolution difference between acidic and neutral medium.

It was found that only fructose causes the greatest dissolution difference between acidic and
neutral medium. The other binders didn’t cause the dissolution difference despite of high
concentration were used. It seems to be that the strength of binder is not the decisive factor of
dissolution difference. Sucrose is hydrolyzed into glucose and fructose in the acidic
environment. Probably the interaction of fructose between superdisintegrant is the real cause of

dissolution difference and is our next goal of study.
Tablets containing fructose and super disintegrant polyplasdone XL also did not show dissolution difference,
which is consistent to our previous study.
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