After ingestion, diloxanide furoate is hydrolyzed by enzymes in the
lumen or mucosa of the intestine, releasing furoic acid and the ester
diloxanide; the latter acts directly as an amebicide.

Diloxanide furoate is given alone to asymptomatic cyst passers.
For patients with active amebic infections, diloxanide is generally
administered in combination with a 5-nitroimidazole such as
metronidazole or tinidazole. Diloxanide furoate is rapidly absorbed
after oral administration. When coadministered with a 5-
nitroimidazole, diloxanide levels peak within 1 h and disappear within
6 h. About 90% of an oral dose is excreted in the urine within 48 h,
chiefly as the glucuronide metabolite. Diloxanide furoate is
contraindicated in pregnant and breast-feeding women and in
children <2 years of age.

Eflornithine” Eflornithine (difluoromethylornithine, or DFMO) is a
fluorinated analogue of the amino acid ornithine. Although originally
designed as an antineoplastic agent, eflornithine has proven
effective against some trypanosomatids.

Eflornithine has specific activity against all stages of infection with
Trypanosoma brucei gambiense; however, it is inactive against T. b.
rhodesiense. The drug acts as an irreversible suicide inhibitor of
ornithine decarboxylase, the first enzyme in the biosynthesis of the
polyamines putrescine and spermidine. Polyamines are essential for
the synthesis of trypanothione, an enzyme required for the
maintenance of intracellular thiols in the correct redox state and for
the removal of reactive oxygen metabolites. However, polyamines
are also essential for cell division in eukaryotes, and ornithine
decarboxylase is similar in trypanosomes and mammals. The
selective antiparasitic activity of eflornithine is partly explained by the
structure of the trypanosomal enzyme, which lacks a 36-amino-acid
C-terminal sequence found on mammalian ornithine decarboxylase.
This difference results in a lower turnover of ornithine decarboxylase
and a more rapid decrease of polyamines in trypanosomes than in
the mammalian host. The diminished effectiveness of eflornithine
against T. b. rhodesiense appears to be due to the parasite’s ability
to replace the inhibited enzyme more rapidly than T. b. gambiense.



