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I. Abstract Body
Rifampicin (R) is indicated in the treatment of all forms of tuberculosis and is recommended on daily basis for a prolonged period (sometimes up to 3 years). It has low experimental aqueous solubility (0.60 mg/mL), good lipid solubility (log P of 3.72) and as such has poor bioavailability from its dosage forms. So the solid lipid nanoparticles (SLNs) were prepared to increase the bioavailability of free drug. The present study was aimed to determine LD50 of R and R-SLNs (improved bioavailability) as per OECD 425 and to establish the safety of R-SLNs on repeated exposure as per OECD 407 in Wistar rats. All the animals were individually studied for mortality, wellness parameters and body weight for 14 days in acute study and 28 days in repeated dose study. There were no significant changes in body weight and wellness parameters at all doses in both studies. The LD50 value (calculated from AOT software 425) in R-SLN form was the same (1570mg/Kg body weight) as corresponding free drug and hence classifies into the same class i.e class III drug as per GHSC. The histopathology and biochemistry tests also revealed safety of R-SLNs on repeated exposure. The study establishes that nano nature of the developed system does not impart any toxicity to R as there were no significant changes observed in body weight, wellness parameters and LD50.
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