Nicotine Replacement Therapy in the
Psychiatric Emergency Department

In this issue, Allen and colleagues (1) report on the first randomized placebo-con-
trolled study of the efficacy of nicotine replacement therapy in reducing the level of agi-
tation in smokers with schizophrenia. The study was conducted in a psychiatric emer-
gency service (at the Hospital of the University of Geneva), a setting in which agitation
is a common problem. The authors report that among smokers with schizophrenia who
received nicotine replacement therapy in addition to treatment as usual with antipsy-
chotic medication, agitation levels were 33% lower at 4 hours and 23% lower at 24 hours
than among those who received placebo along with usual care. Although all patients
received antipsychotic medication as clinically indicated, the separation between the
nicotine replacement and placebo groups was significant and was similar to that dem-
onstrated in clinical trials of parenteral antipsychotic medications.

This study, while specifically about the benefits of nicotine replacement therapy, can
be seen as part of a broader research effort to find ways to improve the care of psychiat-
ric patients in the emergency department. This area of clinical research has major sig-
nificance in the United States, where overcrowding
of emergency departments has become a nation-
wide problem. Emergency departments are the one
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ing, and capacity levels are now significantly lower
than they were in previous decades (4). Psychiatric
patients tend to have significantly longer lengths of
stay in the emergency department than do other patients (5), and long boarding times
have become common. While some emergency departments have a discrete, dedicat-
ed psychiatric emergency service, like that at the Hospital of the University of Geneva,
most endeavor to provide evaluation and treatment in a setting that is neither designed
nor staffed specifically for psychiatric care.

Agitation and violence are major problems in both emergency department and psy-
chiatric inpatient settings. In a large multisite sample of the records of 400 psychiatric
patients seen in emergency departments, 52% showed evidence of agitation, with 25%
receiving medication to reduce agitation and 6% requiring physical restraint (6). A study
of psychiatric units found that there were 0.5 incidents of violence per week per occu-
pied bed, with 58% of these judged as “serious” and harm occurring in 45% (7). Patients
with schizophrenia are at high risk for agitation; in one sample, almost one-third of
admitted patients had a proximal history of violent behavior (8). Research that helps
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improve the assessment of risk factors for agitation and violence and points us to more
effective treatments is vitally important.

Nicotine deprivation has been found to increase agitation in smokers, especially in
those with high baseline irritability (9). Patients with psychiatric illness and substance
use disorders smoke at higher rates than the general population, and the incidence is
approximately 70% in patients with schizophrenia (10). Remarkably, in a recent study of
psychiatric inpatient units, none of the patients who were identified as current smokers
received a diagnosis of nicotine dependence or withdrawal, and nicotine replacement
therapy was prescribed for only 56% of these patients (11). Compared with nonsmokers
and smokers who received nicotine replacement, smokers who did not receive nicotine
replacement had higher levels of irritability and agitation, were more likely to be craving
cigarettes, and were twice as likely to be discharged against medical advice. Moreover,
a trend was observed for higher rates of lorazepam use and need for seclusion among
smokers who did not receive nicotine replacement therapy. Notably, even when nico-
tine replacement therapy was prescribed, smokers typically received just under half the
amount of nicotine they would have received when they were smoking.

Clearly, there is a compelling need to improve our recognition of smoking status and
the potential for nicotine withdrawal in our patients. Allen and colleagues’ finding that
nicotine replacement therapy significantly lowered agitation levels in smokers with
schizophrenia is a wake-up call. Armed with this knowledge, clinicians, emergency de-
partments, and psychiatric inpatient services have an imperative to provide system-
atized assessment and proactive treatment of nicotine dependence. It seems likely that
decreased levels of agitation in patients with schizophrenia could lead to a reduced
need for restraint and seclusion, fewer assaults and injuries, and lower dosages of medi-
cation for controlling agitation.

The authors are aware that their study has a number of limitations. It is a small study,
with a total of 40 participants, and thus it needs to be replicated with larger samples
and over a longer time frame. The finding that patients with higher levels of nicotine
dependence did not respond as robustly at the fixed nicotine replacement therapy dose
of 21 mg suggests that those patients may have required higher doses to achieve an anti-
agitation effect. Future studies should examine the efficacy of nicotine dosages indi-
vidualized to the level of nicotine dependence. Ideally, these studies would also include
sites that do not have a dedicated psychiatric emergency service, in order to replicate
the experience of patients who are treated in the many emergency departments that do
not have this resource.

Allen and colleagues have made a significant contribution by bringing our attention
to a frequently neglected aspect of emergency department and psychiatric practice.
While their focus is on smokers with schizophrenia, one would expect that proactive
treatment with nicotine replacement could lower levels of agitation in smokers with
other psychiatric and substance use disorders as well. In addition, the benefits of nico-
tine replacement therapy for psychiatric patients who smoke are likely to go beyond
measurable changes in agitation. Smokers who are not craving cigarettes and having
physical manifestations of nicotine withdrawal are very likely to feel better. This im-
provement in patient experience, in addition to being an important end in itself, may
have implications for the treatment alliance and for adherence with other recommend-
ed treatments.
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