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ABSTRACT

Pyronaridine, (2-methoxy-7-chloro-10[3',5"-bis(pyrrolidinyl-I-methyl)4'-
hydroxyphenyl]amino-benzo-(b)l,5-naphthyridine), is a new highly active blood
schizonticidal Mannich base antimalarial drug developed in China, and is a potential
cheap substitute for chloroquine advocated by WHO. However, its mechanism of
action remains unclear. Although it is similar to anilino-acridine (pyronaridine can bej
considered as an aza-acridine), it does not target malarial parasite DNA topoisomerase|
Il in situ. We have demonstrated that pyronaridine and pyracrine, (7-methoxy-3-
chloro-9[3',5'-bis(pyrrolidinyl-I-methyl)4'-hydroxyphenylJamino-benzo-(b)  acridine,|
act similar to chloroquine, namely, inhibited B-hematin formation in vitro (a process
which closely parallels hemozoin synthesis within the parasite food vacuole), formed
drug-hematin complex with a stoichiometry of 1:2, and inhibited GSH-dependent
hematin degradation.
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