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MOLNUPIRAVIR’S PREMATURE AUTHORISATION

Imbalance in baseline characteristics in molnupiravir trials

Rokuro Hama medical doctor

Brophy emphasises the dangers of making decisions
based on a single prematurely terminated trial.' The
molnupiravir trials have several more problems?3:

e Therisk of hospital admission or death associated
with molnupiravir was not significant in the all
randomised population when adjusted for sex
(hazard ratio 0.69, 95% confidence interval 0.48
to 1.01).

e Molnupiravir may worsen covid-19 outcomes after
the interim analysis—simply calculating the rate
of hospital admission or death in the population
of participants who were included in the final
analysis but not the interim analysis shows that
the molnupiravir group had a non-significant
higher risk (6.2%) than the placebo group (4.7%).

e The Move-Out trial has serious imbalances in
baseline risk factors that favour molnupiravir.
Patients with chronic obstructive pulmonary
disease were assigned at a significantly lower rate
to the molnupiravir group (odds ratio 0.31,
P=0.0043).% The sum of the percentages of the
participants with risk factors other than obesity
was significantly lower in the molnupiravir group
(43.4%) than in the placebo group (51.8%) (OR
0.71, P=0.019). With restriction to four risk factors
(diabetes, chronic kidney disease, chronic
obstructive pulmonary disease, and active cancer),
risk was almost 40% lower in the molnupiravir
group (OR 0.61, P=0.0043).% These findings
suggest that blinding might have been broken
before the interim analysis.

e Significant imbalances (except obesity) were also
observed in the all randomised population
(OR=0.79, P=0.031%), which raises doubts about
fair randomisation.

e Contradictory results were seen in moderate to
severe covid-19. In subgroup analysis,
molnupiravir seemed significantly effective in
patients with moderate covid-19 and the effect size
was greater than in those with mild covid-19.> But
two randomised controlled trials targeting
moderate covid-19 have been terminated because
of futility.®

e The Move-In trial also has a serious imbalance in
severity of covid-19 at baseline. Patients with score
6 covid-19 (admitted to hospital and given oxygen
by non-invasive ventilation or high flow therapy)
were significantly less common in the
molnupiravir groups (2.3%) than in the placebo
group (8.0%) (OR 0.27, P=0.025). But a
non-significant higher risk of death (6.0%) was
reported compared with placebo (2.7%) (OR 4.69,
P=0.105). The ratio of mortality OR to OR of
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baseline score 6 was 17.38 (95% confidence
interval 1.6 to 188.8) by Kolassa’s method.”

e Molnupiravir has been associated with irreversible
myelosuppression in dogs®> and with DNA damage,
bone marrow toxicity, and mutations in humans.®
Were the deaths observed in the Move-In trial3
associated with bone marrow toxicities?

Full clinical study reports of antivirals including
molnupiravir and remdesivir® should be disclosed,
and a reanalysis is needed as in the systematic
reviews on neuraminidase inhibitors.'®
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