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The effect of four cosolvents, namely, ethanol, glycerol, propylene glycol (PG),
 and polyethylene glycol 400 (PEG 400) and two hydrotropic salts (sodium benzoate and sodium 
salicylate) on the aqueous solubility of indomethacin has been examined at two temperature levels
 (25 and 37 oC). The cosolvents used increased the solubility of the drug according to
 the following rank: PEG 400 > ethanol > PG > glycerol. Thermodynamic parameters were calculated
 and showed spontaneity of the solubility process (negative free energy change). Entropy and
 enthalpy changes were positive suggesting high degree of randomness of the system and an
 endothermic dissolution process. Both hydrotropes increased the aqueous solubility of 
indomethacin. Sodium benzoate exhibited greater effect compared to sodium salicylate.
 Solubilisation of indomethacin by hydrotropic salts is found not to be entirely pH-dependent. 
Electron density on the planar part of the substrate molecules determines the extent of 
solubilisation by a specific hydrotropic agent. The results obtained in this study might be of
 great use in the design of parenteral, topical and liquid formulations of the drug. 
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