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it affects millions of women, and there are no approved therapies for repeated infections.

Q. What is oteseconazole, and what is its mechanism of action?
Oteseconazole belongs to the azole family of drugs, which are commonly used topically and
orally and include triazoles and diazoles. Oteseconazole is a tetrazole and acts by inhibiting

2022;1(1):0nline ahead of publication a key enzyme, cytochrome P450 enzyme 51, which is critical for the integrity and health of
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enzyme and a reduced affinity for the human enzyme. Therefore, there is potential for this drug
to be more potent against the yeast and have less risk of side effects. What is unique about this
product is that it has a favourable pharmacological and pharmacokinetic profile, with a long
plasma half-life. While fluconazole has a half-life of about 30 hours, oteseconazole persists for
weeks and therefore is active against the yeast for a much longer period, thus enhancing its
activity against the yeast.
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Q. Could you give us a brief overview of the
VIOLET and ultraVIOLET studies?

The study designed to demonstrate the efficacy of oteseconazole
was the VIOLET study (A study of oral oteseconazole [VT-1161] for
the treatment of patients with recurrent vaginal candidiasis [yeast
infection] [VIOLET]; ClinicalTrials.gov identifier. NCT03561701), whose
target population was women with recurrent vaginal candidiasis.*®
In the trial, the drug was given after an initial induction regimen of
fluconazole, which is called the loading effect, in symptomatic women.
This was followed by a maintenance dose (three doses of fluconazole
150 mg, one every 72 hours), in which the drug was highly effective in
decreasing recurrences.

The ultraVIOLET study (Study of oral oteseconazole [VT-1161] for acute
yeast infections in patients with recurrent yeast infections [ultraVIOLET];
ClinicalTrials.gov identifier: NCT03840616) eliminated the initial loading
dose of fluconazole and used oteseconazole both as induction and
maintenance.¢ The results of this trial were identical to those of the
VIOLET study in reducing recurrences at 1-year follow-up.” Whereas
women remained susceptible to recurrences after the cessation of
fluconazole, oteseconazole prevented recurrences after the drug was

stopped.” The study showed that, when oteseconazole was given for
an induction period of 2 days, the patient became asymptomatic.” The
drug was then given once a week for a further 11 weeks. Furthermore,
the patients were followed up at 9 months and a year. The recurrence
rates were reduced by 90% not only with Candida albicans but also with
various other species of Candida, which is an unprecedented finding.

Q. In which women is oteseconazole most

likely to be effective, and in whom is it

contraindicated?
Oteseconazole was designed to be active against recurring attacks; it is
not indicated for one-off or rare attacks. However, some of the preclinical
studies indicate that, while it was not toxic and well tolerated by women
who took the medication, there was an indication of potential danger
for the foetus of pregnant animals. For this reason, the US Food and
Drug Administration has decided that the medication should not be
used in pregnant women and women of reproductive capacity. Initially,
oteseconazole will be prescribed for post-menopausal women and
women who are not of reproductive capacity. This will dramatically
diminish the initial usage of the drug, and further safety studies
are needed.Q
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