Letters to Editor

Feasibility of Chronotherapy for Preventing Delirium in Patients
with Cancer: An Idea for Future Clinical Trials

Sir,

Although delirium is a widespread neuropsychiatric
complication within high dependency care units such as
intensive care, its prevalence is increasing in patients who
suffer from end-of-life situations. It is estimated that between
20% and 85% of patients with advanced cancer experience
delirium.!"! This is while over 50% of these cases are

preventable and reversible.? The suggested factors associated
with delirium in patients with advanced cancer are advanced
illness, old age, opioid-induced neurotoxicity, central
nervous system metastases, treatment with benzodiazepine,
hematologic malignancy, sensory impairment, sleep
disturbance, physical performance, cancer type, and albumin
level.[3!
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Delirium is a multifaceted syndrome characterized as an acute
change in mental status, disturbance of consciousness, speaking,
and attention as well as fluctuating impairment of cognition
during the course of a day.[¥ A possible mechanism leading to
cognitive dysfunction and delirium is neuronal dysfunction,
particularly cholinergic dysfunction, due to systemic disorders,
loss of circadian rhythms, and environmental-related risk
factors.’) Based on this assumed mechanism, several
interventions have been designed and implemented for its
prevention and treatment with heterogeneous results to
date. Elimination or correction of underlying causal factors,
modification of predisposing risk factors and palliative care
of symptoms are the current standard approaches to treat
delirium in patients with cancer.[? However, the effectiveness
of'these interventions is inconclusive and at this time, a specific
intervention to target delirium in patients suffering from
advanced cancer remains to be defined.%! Whereas increasing
evidence suggests that delirium has significant morbidity and
mortality and untreated delirium can significantly impact
clinical outcomes of patients with cancer.! Therefore, given
the high prevalence rates and increased morbidity and mortality,
effective preventive strategies need to be developed for reducing
or treating delirium in patients with advanced cancer. In this
regard, in recent years, most of the nonpharmacological
interventions have focused on the restoration of the circadian
rhythm in delirious patients.[”!

Chronotherapy is a therapeutic approach for purposeful
modification and restoration of circadian rest-activity
rhythms.# It includes interventions such as bright light therapy,
music therapy, noise control, dynamic light applications, and use
of eyeshades that moderate the environmental stimuli.”#! For
many years, chronotherapy, in particular chronopharmacology,
has been used to increase the effectiveness of cancer prevention
and treatment interventions.®® In addition, recent evidence
suggests that chronotherapy, as a behavioral technique for sleep
scheduling, appears to have a beneficial role in reducing the
incidence of delirium within critical care.l”? However, to the
best of our knowledge, no study has examined the effectiveness
of chronotherapy on the reduction of delirium occurrence in
cancer patients.

The research regarding the effect of chronotherapy on delirium
mostly have been conducted on patients hospitalized in the
intensive care units and the literature does not include any
studies concerning the effect of chronotherapy on decreasing
delirium incidence or preventing delirium among patients
with advanced cancer. Considering the high incidence of
delirium in patients with advanced cancer and potential
benefits of chronotherapy on decreasing delirium incidence
or preventing delirium, an interesting question arises that
merits further investigation. Could chronotherapy reduce the
delirium of patients with advanced cancer? However, because
of inadequate evidence, the efficacy of chronotherapy is
inconclusive and further research is needed. It seems that this
nonpharmacological intervention can be used as an effective,
inexpensive, innovative, and safe intervention for reducing the

delirium. Therefore, further well-designed clinical trials are
necessary to determine the effectiveness of chronotherapy on
delirium in patients with advanced cancer.
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