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ABRSTRACT

Stevioside, a diterpene glycoside, is the principle sweet constituent in
Stevia rebaudiana Bertoni leaves. Steviol, an acidic aglycone, 1s a product of
enzymatic hydrolysis of stevioside. Steviol was subjected to investigate the
chronic/carcinogenicity study in hamsters while the micronucleus study of
stevioside and steviol was examined in mice and rats.

Long term consumption of steviol was investigated In hamsters to
proove its chronic toxicity and carcinogenicity. Groups of 55 male and 55
fermale Syrian Golden hamsters were given diet contaimng steviol at 0, 100 and
500 mg/kg diet for 22 months in the males and 18 months in the females.
After 6,12 months and 22 months in males or 18 months in females which it
was the end of lifespan, hamsters from each group were sacrificed for

urinalysis, hematological and biochemical examinations as well as necropsy.



-iv—-

Growth, relative food consumption and utilization, general appearance and
mortality were similar in steviol-treated and control groups. No treatment-
related changes were observed in haematological, urinary or clinical
biochemical values at any stage of the study. Mortality at the end of the study
in hamsters given steviol was not significantly different from that in the
controls. The incidence and severity of non-neoplastic and neoplastic changes
were unrelated to the level of steviol in the diet.

The mutagenic activity of stevioside and steviol was also examined in
mice and rats using the micronucleus study. Mice and rats were orally
administered with stevioside or steviol at a dose of 10 or 8§ g/kg BW,
respectively. After 24,30,48 and 72 hours of treatment, bone marrow samples
were obtained and scored for MNPCEs. The results found that there was no
significant increase in the frequency of MNPCEs in those animals received

stevioside or steviol at all post treatment sampling times.





