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A Commentary on

20-Year Trends in the Pharmacologic Treatment of Bipolar Disorder by Psychiatrists in

Outpatient Care Settings

by Rhee, T. G., Olfson, M., Nierenberg, A. A., and Wilkinson, S. T. (2020). Am. J. Psychiatry 177,
706–715. doi: 10.1176/appi.ajp.2020.19091000

INTRODUCTION

Using data from the US care system over 20 years, Rhee and colleagues (1) reported in the
American Journal of Psychiatry (July 2020) that, among outpatients with Bipolar Disorder (BD),
the prescriptions of second-generation antipsychotics (SGAs) massively increased (from 12.4% of
BD outpatient in the 1997–2000 period to 51.4% in the 2013–2016 period), while the prescriptions
of lithium and anticonvulsants decreased (from 62.3% of BD patients in the 1997–2000 period to
26.4% in the 2013–2016 period). The use of antidepressants, whose efficacy in bipolar depression is
limited (2), constantly rose during the same period, these being often prescribed without any mood
stabilizer (40.9% in the 2013–2016 period) in about half of the visits.

THE GROWING USE OF SECOND GENERATION

ANTIPSYCHOTICS IS QUESTIONABLE

This shift from lithium/anticonvulsants to SGAs prescriptions is also observed in Europe (3, 4).
This trend was expected because most SGAs have been marketed during the last two decades.
RCTs published by drug companies made SGAs mechanically going up to the top of the list
of recommended medications in recent guidelines. While formally approved in BD, the rising
use of SGAs is nonetheless alarming as it is associated with metabolic syndrome (5). Metabolic
syndrome, which is associated with a 2-fold higher rate of cardiovascular outcomes and a 1.5-
fold higher all-cause mortality rate, affects 37% of patients with BD (6). Efforts are therefore
required to bend this curve of SGAs prescriptions to prevent any potential long-term harm.
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The decreasing use of lithium would certainly be viewed
as a non-sense by many clinicians. Beyond its proven efficacy
as a mood stabilizer, lithium is also known to reduce suicidal
risk in BD (7). About one-third to one-half of BD patients
attempt suicide at least once in their lifetime and approximately
15–20% die due to suicide. Not only recommended for the
prevention of mood recurrences, lithium also decreases suicidal
risk in BD, a striking advantage for a disorder for which
the burden of suicide is major. Experts in the field regularly
advocate for a renewal of lithium use despite its observed
decline. Although it is undoubtedly easier to prescribe SGAs as
first line agents (however, just a short-term option), clinicians
should beware of the belief that SGAs necessarily provide a
better benefit/risk balance. Hence, we should relentlessly argue
that lithium offers an efficacious and safe option in BD which
helps reduce the high rates of mortality due to suicide and
natural causes.

The choice of medication has thus an impact on premature
mortality in BD patients largely due to cardiovascular disease and
suicide (8).

DISCUSSION

A decade ago, the “Fondamental Foundation” created the French
Network of Centers of Expertise which offers recommendations
for personalized care plans in BD. During a 2 years follow-
up, we observed significant changes in the medications being
prescribed [i.e., higher use of lithium or anticonvulsants, lower
use of antidepressants, and in parallel, an improvement of the
course of BD (i.e. mood episodes, hospitalizations) (9)]. We
suggest that such centers can help guaranteeing a rationale and
personalized use of medications in BD (personalized choice
of mood stabilizers and a cautious use of antidepressants),
in agreement with guidelines. Expertise should counterbalance
common practices.
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