
It
 is

 il
le

ga
l t

o 
po

st
 th

is
 c

op
yr

ig
ht

ed
 P

D
F 

on
 a

ny
 w

eb
si

te
.

For reprints or permissions, contact permissions@psychiatrist.com. ♦ © 2016 Copyright Physicians Postgraduate Press, Inc.

It is illegal to post this copyrighted PDF on any website.

    e1Prim Care Companion CNS Disord 
2016;18(5):doi:10.4088/PCC.15l01921

Letter to the Editor

Figure 1. Change in Free T4 and Thyroid-Stimulating Hormone (TSH) Values Over Time
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A Case of Mistaken Identity:  
Akathisia or Lithium-Induced Hyperthyroidism?

To the Editor: Psychiatry has utilized lithium to treat affective 
disorders since the late 1940s; however, roughly 30 years passed 
before its effect on the thyroid gland was observed.1 Lithium-induced 
hypothyroidism is a common consequence of lithium usage,2 with 
an estimated prevalence rate between 6% and 52%.3 However, 
lithium-induced hyperthyroidism is rare and infrequently reported 
in the literature,1,2,4,5 with an incidence of < 0.1%.5,6 Lithium-
induced hyperthyroidism usually occurs with long-term treatment 
and typically presents as a painless and transient thyroiditis, with 
proposed causality directed toward lithium’s toxic effect on the 
thyroid or a diffuse, toxic multinodular goiter.1,5,7 Autoimmunity 
and autoantibody production has also been implicated in the 
development of lithium-induced hyperthyroidism, which has been 
demonstrated in 20% of lithium-treated patients compared to 7.5% 
untreated.5,8

Lithium and antipsychotics are often prescribed concomitantly 
in clinical practice. While lithium-induced hyperthyroidism 
is a rare occurrence, antipsychotic-induced akathisia is more 
prevalent, with a reported incidence rate of up to 30%.9 Akathisia 
is characterized by an inability to sit still or inner restlessness.10,11 
The distress and subjective feelings of akathisia may be mistaken 
as symptoms of a psychiatric disorder. Frequently, psychosis 
appears more pronounced during akathisia due to increased 
agitation.12 Psychiatric manifestations have also been reported 
in hyperthyroidism including psychosis, emotional lability, and 
depression.13 Hyperthyroidism and akathisia share symptoms of 
anxiety, irritability, difficulty concentrating, and psychomotor 
agitation.13

β-Adrenergic blockers are effective treatments for akathisia 
and hyperthyroidism.13,14 Treatment of hyperthyroidism with 
propranolol 60 mg/d or metoprolol tartrate 100 mg/d has 
been shown to decrease total triiodothyronine (T3) levels by 
approximately 17.1% and 12.1%, respectively, without altering total 
thyroxine (T4) levels.15

Case report. Ms A, a 38-year-old woman, was diagnosed with 
DSM-IV schizoaffective disorder, bipolar type. Medical diagnoses 
consisted of hypertension and lithium-induced hypothyroidism. 
Medications included clozapine 400 mg/d, quetiapine 325 mg/d, 
levothyroxine 50 µg/d, metoprolol succinate 25 mg/d, propranolol 
80 mg/d, and lithium 900 mg/d. Her vital signs were stable and 
monitored daily. No family history of affective disorders or thyroid 
complications was present.

While residing at our long-term psychiatric facility, Ms A 
presented with akathisia-like symptoms, worsening psychosis, and 
a 33-lb weight loss over 8 months despite treatment with clozapine 
and quetiapine. She reported feeling as if she were “crawling out 
of her skin” and could not sit still. The treatment team initially 
thought she was suffering from antipsychotic-induced akathisia. 
However, there were no medication changes, and, at times, Ms A’s 
restlessness subsided. Free T4 and thyroid-stimulating hormone 
(TSH) levels were ordered to rule out hyperthyroidism.

Ms A’s thyroid function tests revealed a free T4 level of 1.48 
ng/dL and TSH level of 0.064 mIU/L. Comprehensive metabolic 
panel and complete blood count results were within normal 
limits. She was referred to our specialty clinic, and lithium 900 
mg/d was discontinued and levothyroxine was decreased to 25 
µg/d for 6 days before discontinuation. Her lithium level at the 
time of discontinuation was 0.8 mEq/L. One month later, free T3, 
free T4, and thyroid antibodies (TSH receptor antibody, thyroid 
peroxidase, thyroglobulin) were ordered and found to be within 
normal range. TSH levels normalized approximately 50 days after 
her medication changes, while clinical improvement was observed 
6 days later (Figure 1). A self-report further confirmed akathisia-
like symptoms had abated, and she was “feeling better.”

Lithium-induced hyperthyroidism may require supportive 
care with β-adrenergic blockers and treatment with antithyroid 
medications with or without steroids.5 However, Ms A 
demonstrated improvement shortly after discontinuing lithium 
and reducing the dose of levothyroxine. β-Adrenergic blockers 
are known to mask signs of hyperthyroidism, which may have 
accounted for Ms A’s stable vital signs.
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Lithium and antipsychotics are pivotal drugs in the management 
of mental illness; therefore, health care providers should be aware 
of the differences and similarities between hyperthyroidism 
and akathisia when using these medications concomitantly. 
Conservative management is warranted in patients taking 
lithium, including regular follow-up assessments and longitudinal 
laboratories measuring thyroid function.
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