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It should be emphasised that Table 1 in the Analysis' combines data
from Phase 2 trials (including open-label and placebo-controlled
trial periods) and Phase 3 trials (placebo-controlled efficacy
studies, a maintenance of effect study and a long-term open label
safety study) submitted by Janssen to the FDA (as indicated by
superscript ‘b’ in the Table), therefore the data does not represent
a randomised comparison, and definitive causal inferences cannot
be drawn. As indicated by the denominators for each entry there
were more patients exposed to esketamine than placebo (and for
longer periods) which may be one reason for the higher numbers
of suicides in the esketamine group. However, it is worth noting
other data that suggest that increased suicidality may be a feature
of esketamine treatment. In the long-term safety study 14.5% of
patients on esketamine (in a population selected for their lack of
active suicidality) reported ‘treatment-emergent’ suicidal ideation
(114/784), 6 patients attempted suicide in addition to the one com-
pleted suicide.” Furthermore, a recent analysis of post-marketing
surveillance data reported to the FDA for the 12 months since eske-
tamine was licensed in the US there have already been 64 reports of
suicidal ideation, 11 completed suicides, and 6 attempted suicides
attributed to esketamine.’ This represents a 24-fold increased risk
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of report for suicidal ideation for esketamine compared with
other drugs, and a 6-fold increased risk for completed suicide.®
The authors of this paper concluded that the safety of esketamine
required “urgent clarification.”

It should also be clarified that although ketamine is not used
routinely as an anaesthetic agent in high-income countries, like
the UK, because of its unfavourable balance of risks and harms, it
is used more frequently in low-income countries.
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