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Case Report

A patient, Mr. C, age 36, presented with a history of bipolar
disorder (BD) I with psychotic features, attention-deficit/
hyperactivity disorder (ADHD), and diabetes mellitus II.
He works in construction. He presented to his follow-up
appointment noting decreased productivity at work and
home over the last several months with complaints from
his supervisor and partner. He described often being late to
work, having difficulty focusing on tasks, being easily dis-
tracted by the noise around him, misplacing tools, and rely-
ing on colleagues to complete the final details of a project.

He has been taking aripiprazole 30 mg daily, divalproex
sodium 1500 mg at bedtime, and metformin XR 1000 mg
daily with good adherence. His blood pressure was 118/76
mmHg, and his heart rate was 82 beats/min. All pertinent
labs were within normal limits. His most recent valproic
acid level was 82 pg/mL. His BD had recently stabilized,
and he denied current affective and psychotic symptoms.

Discussion

Patients with BD and comorbid ADHD present a diagnos-
tic and treatment challenge. Overlapping symptoms and
phenomenology complicate the clinical picture; mainstay
pharmacologic treatments of ADHD carry the potential to
exacerbate BD, and patients with BD are excluded from
clinical trials for ADHD treatments. Up to 1 in 5 adults
with BD have comorbid ADHD, making this a common
clinical presentation.” Research has found higher rates of

comorbid ADHD among those with an onset of BD before
18 years of age. Achieving stability in BD can be difficult
for many, and comorbid ADHD has been found to worsen
the severity of BD with a greater number of depressive,
manic, and mixed episodes and overall disease burden. In
addition, evidence-based treatments for adult ADHD can
induce psychosis and/or possibly “switch” patients into a
hypomanic or manic state, thus making pharmacologic
treatment planning difficult in this population.

Literature has defined a “manic switch” or treatment-emer-
gent hypo/mania (TEM) as a transition from a depressive
episode to a hypomanic, manic, or mixed episode within 12
weeks of medication initiation or dose escalation.” Risk fac-
tors for TEM include a history of hypo/manic switch or
rapid cycling, BD I, earlier-onset BD, severe manic symp-
toms, suicide attempts, comorbid panic attacks, and
amphetamine use. Not only are stimulants associated with
inducing psychosis and TEM in patients with BD, but anti-
depressants and the noradrenergic agent atomoxetine have
also been associated with TEM. Viloxazine is a selective
norepinephrine reuptake inhibitor that was Food and Drug
Administration (FDA)-approved for adult and pediatric
ADHD in 2021; with the same mechanism of action, it the-
oretically carries a similar risk of TEM to atomoxetine. It is
critical to assess for TEM risk factors and past responses to
medications when considering initiation of agents associ-
ated with TEM. Significant irritability and anxiety soon
after antidepressant initiation and a history of poor tolera-
bility to antidepressants may signify risk for TEM.?

There are limited studies assessing treatment efficacy and
safety of these comorbid conditions, especially in adults,
and most studies that have been conducted are small, low
quality, and/or less than 12 weeks in length, thus unable to
fully assess TEM. Studies assessing the risk of methylpheni-
date in TEM in children and adults with BD and comorbid
ADHD demonstrate mixed results.> However, it is clear
that those on methylphenidate without mood stabilization
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Practice Points:

* Treatment-emergent hypo/mania (TEM) or “manic
switch” is a transition from a depressive episode to a
hypomanic, manic, or mixed episode within 12 weeks
of medication initiation or dose escalation.

¢ Risk factors for TEM include a history of hypo/manic
switch or rapid cycling, bipolar disorder (BD) |, earlier-
onset BD, severe manic symptoms, suicide attempts,
comorbid panic attacks, and amphetamine use.

e Bupropion has been found to be the lowest-risk anti-
depressant in causing TEM compared with tricyclic
antidepressants, monoamine oxidase inhibitors, venla-
faxine, and sertraline in adjunct to a mood stabilizer.

* A randomized, double-blind, placebo-controlled trial
published in 2020 studied guanfacine XR in Japanese
adults with attention-deficit/hyperactivity disorder
(ADHD) and found a statistically significant reduction
in ADHD symptoms with an effect size of 0.52.

had a nearly 7 times increased risk of TEM. Bupropion has
been found to be the lowest-risk antidepressant in causing
TEM compared with tricyclic antidepressants, monoamine
oxidase inhibitors, venlafaxine, and sertraline in adjunct to
a mood stabilizer.>* Small, low-quality studies of atomoxe-
tine in adolescents suggest a low risk of TEM when com-
bined with a mood stabilizer. However, case reports of
atomoxetine-induced TEM exist, even in the presence of a
therapeutic mood stabilizer.

When treating comorbid BD and ADHD, it is critical to
take a step-wise approach and first achieve mood stabiliza-
tion before initiating ADHD treatment.” Mood stabiliza-
tion with a mood stabilizer and/or antipsychotic serves as a
protective factor against TEM and offers the opportunity to
reassess the severity and treatment of ADHD symptoms
that may have otherwise been difficult to ascertain because
of their overlapping presentations. However, there is lim-
ited guidance on how to subsequently treat ADHD because
of the paucity of data in this area. The Canadian Network
for Mood and Anxiety Treatments (CANMAT) task force
put forth recommendations for the management of ADHD
in patients with comorbid BD in 2012, with the 2018 guide-
lines referring to the same.”® Based on safety and efficacy
data in adolescents and adults and the workgroup’s clinical
experience, bupropion was suggested as a first-line agent
after mood stabilization is achieved. Amphetamine prod-
ucts and methylphenidate were recommended as second-
line agents and, with caution, could be considered first line
in patients deemed low risk for TEM. Atomoxetine and lis-
dexamfetamine were recommended as third-line options

due to limited data. Guanfacine, an alpha-2 agonist FDA-
approved for pediatric ADHD, was not addressed by the
CANMAT task force. When assessing the effect of BD
treatment on ADHD, the task force found mood stabilizers
and antipsychotics to be ineffective for ADHD symptoms.
A study published in 2022 did not find improvement in
ADHD symptoms with the addition of brexpiprazole to
stimulants in treatment-resistant adult ADHD.” The place
in therapy of guanfacine XR in adult ADHD has been
unclear because it has only been studied in adolescent pop-
ulations. However, a randomized, double-blind, placebo-
controlled trial published in 2020 studied guanfacine XR in
Japanese adults with ADHD and found a statistically signif-
icant reduction in ADHD symptoms with an effect size of
0.52.% Despite its limitations, the effects found in this trial
are promising, and considering the lack of TEM risk, it is
reasonable to trial guanfacine XR, particularly in a patient
at higher risk for TEM.

Thoughtful and careful consideration must be given to the
treatment of BD with comorbid adult ADHD to provide
effective treatment while minimizing the risk for treat-
ment-emergent adverse effects.

Case Continued

Mr. C’s provider discussed treatment options for ADHD
and the risks and benefits of each with comorbid BD.
Mr. C reported having discontinued an antidepressant in
the past due to feeling extremely irritable and anxious
within a week of starting it, thus giving suspicion for
TEM. Owing to Mr. C’s history of BD I with psychosis,
stimulants are avoided. Bupropion and atomoxetine
were considered in the setting of effective mood stabili-
zation with 2 agents, but they were ultimately avoided
as first-line options due to his past reaction to an anti-
depressant. They decided to initiate guanfacine XR 1
mg daily due to Mr. C’s multiple risk factors for TEM
and psychosis. There were no drug-drug interactions.
Mr. C was educated to take guanfacine XR at bedtime
due to the risks of sedation and to monitor for dizziness
and hypotension.
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