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Effect of pH on Apparent Oil/Water Partition Coefficient of Prodrugs of Indomethacin
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ABSTRACT: OBJECTIVE To study the effect of pH on apparent oil/water partition coefficient of prodrugs of indomethacin.
METHODS The apparent oil/water partition coefficient of prodrugs of indomethacin was measured by shaking flask method.
The concentration of prodrugs of indomethacin was determined by UV. RESULTS When the temperature was 25 C, the
prodrugs of indomethacin have the highest partition coefficients in n-octanol/pH 4 buffer solution system. CONCLUSION The
apparent oil/water partition coefficients of prodrugs of indomethacin are correlated to pH of the medium and the polarity of
group which is added.
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Fig1l Structures of prodrugs of indomethacin(1-7)
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Tab 1 Equation of linear regression of prodrugs of
indomethacin
ae L/ PN [y 72 r i
1 A=0.011 3C+0.025 8 0.999 5
2 A=0.009 4C-0.016 1 0.999 0
3 A=0.009 1C-0.001 0 0.999 1
4 A=0.008 8C+0.001 6 0.999 8
5 A=0.010 1C-0.000 6 0.999 9
6 A=0.008 3C+0.004 3 0.999 8
7 A=0.011 3C-0.006 8 0.999 0
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0.016%, 0.015 7%, 0.063 5%, 0.072 8%.
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Tab 2 Apparent oil/water partition coefficients of prodrugs
of indomethacin in different buffer solution

pH {i LogP
1 2 3 4 5 6 7
2.5 126 198 1.06 207 147 240  2.09
3.0 135 206 107 219 148 185 216
4.0 138 254 121 287 158 299 375

5.0 1.24 2.13 1.15 2.09 1.53 2.58 3.27
5.8 1.24 2.07 1.05 1.96 1.50 1.76 232
6.8 1.24 2.05 1.07 1.87 1.48 1.69 2.70
7.0 1.36 1.91 1.07 1.84 1.43 1.67 1.93
7.6 1.34 1.88 1.05 1.82 1.37 1.56 1.91
7.8~8.0 1.46 1.87 1.05 1.80 1.40 1.46 3.05
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