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Tirapazamine could downregulate HIF-1a expression by decreasing HIF-1a protein synthesis. The enhanced apoptosis
induced by tirapazamine plus SN-38 (the active metabolite of irinotecan) was accompanied by increased mitochondrial
depolarization and caspase pathway activation[1].

The increased the anticancer efficacy of tirapazamine combined with irinotecan was further validated in a human liver cancer
Bel-7402 xenograft mouse model [1]. Rats were intraperitoneally injected six times once a week with tirapazamine in two
doses, 5 (5TP) and 10 mg/kg (10TP), while doxorubicin was administered in dose 1.8 mg/kg (DOX). Subsequent two groups
received both drugs simultaneously (5TP+DOX and 10TP+DOX). Tirapazamine reduced heart lipid peroxidation and
normalized RyR2 protein level altered by doxorubicin[2].
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