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Acetaminophen was selected as the hepatotoxin to induce hepatic
degeneratlon and hepatic_ijiecrosis in rats using the trial single oral dose of
900, 1200 and 1500 mg.kg . Serum transaminases (SGOT and SGPT) and
histopathological examination were used as the criteria. The hepatotoxwltY
induced by acetaminophen was dose and time related. The suitably and selected
dose causing more than 50% of cellular necrosis was 1200 mg.k? which
elevated SGOT and SGPT at 12 hours and returned to normal levels at 48 and
60 hours, respectively. At 12 hours after acetaminophen administration, the
histopathological examination showed the reduction of normal cells, the
increase in necrotic cells and centrilobular necrosis at the level of +2.

Andrographolide was |iven at 100 mg.kg * orally, 48 hours prior
to acetaminophen ()1200 mg.kg , p.o.). At 12 hours after acetaminophen
administration, there was still the elevation of SGOT and SGPT, with more
rapid return to normal levels at 24 hours. The level of cellular necrosis at
48 hours after acetaminophen was reduced to +1 (with manY restoration cells)
compared to +2 from acetaminophen alone. It should be noted that
andrographolide alone clearly reduced the levels of SGOT and SGPT at 48 hours
after acetaminophen or 96 hours after andrographolide.

When reducing the dose of andrographolide t¢ 50 m1g.kg N (r]iven
orally, 48 hours prior to acetaminophen (912 0 mgkg- , p.oT), the Tevels of
SGOT and SGPT returned quickly to normal at 12 and 24 hours, respectively.
There was no reduction of enzyme levels when giving andrographolide alone,
Heptic cell damage at 48 hours after acetammoghen administration was
reduced to +1/2 compared to +2 from acetaminophen and O(-) from
andro?.raphollde with the decrease in destruction of normal cells and the
reduction of necrotic cells. There was an increase in mitotic cells which
markedlyr different from rats receiving acetaminophen or andrographolide
alone. Thus the effects on liver cell regeneration from acetaminophen

hepatotoxmitg by andrographolide may not be a single mechanism for its
hepatoprotective activity.

(level of cellular necrosis  O(-) =normal, +1 = mild,
+2 = moderate, +3 = severe, +1/2 = between normal and mild)
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