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FIGURE 1. Histiocyte showing phagocytosis of numerous erythrocytes. Color image is
available online only at www.psychopharmacology.com.

The patient received only supportive
care during his admission. Interestingly,
halving of ferritin levels was observed in
1 day after cessation of lamotrigine, which
corresponds to the halflife of ferritin,’
clearly supporting HLH as serious adverse
event of lamotrigine. Venlafaxine was restarted
on the second day after admission. Six days af-
ter admission, the patient had made a full clinical
recovery, and his biochemical parameters had
largely normalized and continued to do so dur-
ing the next few weeks of outpatient follow-up.

Hemophagocytic lymphohistiocytosis
has sporadically been described after initia-
tion of lamotrigine. With an increasing
number of reports surfacing in recent years,
the association with this nontrivial condi-
tion is becoming more clear.®”'' Neverthe-
less, only a handful of detailed reports are
currently available in the literature. Such
scarcity provides little guidance to the clini-
cian confronted with this adverse event
when it comes to treatment decisions. For
example, our report indicates that early ces-
sation of the drug enables patients to make a
full recovery without treatment and that dis-
ease markers fall very quickly upon cessa-
tion of lamotrigine. Such observations may
help forestall aggressive treatment of the
HLH where this is not strictly necessary.

Antiepileptic drugs are known to
modulate immune system activity and alter
the production of cytokines. Through these
mechanisms, immunogenic adverse effects
have been well documented for this class of
drugs, although newer agents have been less
extensively described.'> Therefore, reports
like this one should prompt clinicians to close
monitoring of the patient in the weeks after
the first prescription of lamotrigine or other
antiepileptic drugs.
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Burning Mouth Syndrome
Case Report

To the Editor:

urning mouth syndrome (BMS), also

known as glossodynia or stomatodynia,
is characterized by burning oral pain in the
absence of an identifiable lesion.' The
prevalence of BMS is estimated to be be-
tween 0.7% and 4.5%.* This condition
is more common in postmenopausal women®
and often co-occurs with other symptoms,
such as parageusia and xerostomia.*

There are no laboratory tests to estab-
lish a definitive diagnosis of BMS.® As
BMS is associated with somatization, anx-
iety, depression, dissociation, and personal-
ity disorders,”® a patient's description of these
symptoms may be overlooked. Herein, we
present the case of a patient with bipolar dis-
order who developed BMS after the initiation
of quetiapine.

CASE PRESENTATION

The patient is a 65-year-old White woman
with a longstanding history of bipolar 1 dis-
order with mixed features. The patient's
symptoms were relatively controlled with
10-mg aripiprazole and 0.25-mg clonazepam
daily. In May 2020, she reported increasing
jaw tightness, and therefore, aripiprazole was
cross-titrated with quetiapine. Concurrently, clo-
nazepam was discontinued. By June 2020, the
cross-titration was completed, and she was no
longer taking aripiprazole, which was re-
placed with 300-mg quetiapine nightly. She
reported resolution of her facial extrapyra-
midal symptoms and denied any adverse ef-
fects from quetiapine.
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Throughout July 2020, she began to
experience worsening xerostomia. She used
sugarless gum and lemon drops/mints, but
these did not alleviate symptoms. At this
time, she demonstrated a weakly positive
antinuclear antibody titer of 1:320. By
August 2020, her symptoms had signifi-
cantly intensified; she reported a constant
burning sensation on her hard palate ac-
companied by a sore throat. The symptoms
were severe enough to cause her distress
during the day and interfere with sleep.

Subsequently, the patient underwent
an extensive medical workup. Electrolytes
were within normal limits, as were renal
and liver functions. Anti-Sjogren syn-
drome A/anti-Sjogren syndrome B, anti—
double-stranded DNA, C3 and C4 com-
plement, and extractable nuclear antigen/
anti-Smith/antiribonucleoprotein antibodies
were all negative. Complete blood cell count
with differential, iron level, and hemoglobin/
hematocrit level were within normal limits.
Biopsy of her lip showed squamous mucosa,
and biopsy of minor salivary gland showed
focal fibrosis, focal atrophy, and minimal
chronic inflammation. The focus score of 0
to 4 mm* was not consistent with Sjdgren
syndrome.>'°

Considering her negative medical
workup, we suspected that she developed
BMS secondary to quetiapine. In October
2020, quetiapine was cross-titrated with
olanzapine over 4 weeks. Subsequently, while
on olanzapine 5 mg daily, her BMS fully re-
solved by December 2020. She continued to
report occasional xerostomia, which she dif-
ferentiated from BMS.

DISCUSSION

The exact etiology and pathogenesis of pri-
mary BMS have not been well delineated.
It has, however, been linked with central
and peripheral neuropathic disturbances,
including dopamine pathway dysfunction.’
Specifically, patients with BMS demon-
strate disruption in striatal dopamine regu-
lation.''? Local and systemic factors,
including autoimmune diseases, nutritional
deficits, infections, and medications, may
contribute to the development of secondary
BMS.® Medications that have been impli-
cated in BMS include angiotensin-converting
enzyme inhibitors, efavirenz, fluoxetine,
L-thyroxine, levodopa, nevirapine, sertra-
line, and topiramate among others.>%!3:14
Our patient's symptoms remitted after
quetiapine was discontinued. Quetiapine's
mechanism of action is through blockade
of dopamine D, and serotonin SHT,A re-
ceptors; it also has serotonin SHT 5 partial
agonistic, serotonin 5SHT,c and SHT,
antagonist, histamine H; antagonist, M,
antimuscarinic, and ol adrenergic antagonist
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properties.'® One, or multiple, such recep-
tor modulations may be implicated.
Although we speculate that our patient's
symptoms were caused by quetiapine, she
may have already had BMS before
quetiapine's initiation—she was previously
taking clonazepam and aripiprazole, both
of which have been cited in the improve-
ment of BMS symptoms.®'®'® Moreover,
BMS is a diagnosis of exclusion, and we
felt that our patient's negative medical workup
was sufficient to explain her diagnosis.
However, a variety of local and systemic
disorders may mimic BMS symptoms,’
which potentially may have confounded her
presentation. There may also exist some correla-
tions between iron deficiency states and BMS*;
however, our patient's iron level was normal.
To the best of our knowledge, there
are no other reported cases of BMS second-
ary to quetiapine. Although our patient re-
sponded well to olanzapine as has been
described previously,'® treatment options
for BMS are limited and are largely based
on cessation of the presumed offending
agents. Further literature on psychopatho-
logical explanations for BMS, along with
randomized controlled trials for potential
therapeutics, would be welcomed contributions.

AUTHOR DISCLOSURE
INFORMATION

The authors declare no conflicts of
interest.

Patient's verbal consent was obtained
to develop and to publish this case report.
Information has been deidentified to pro-
tect anonymity.

Received January 8, 2021; accepted after
revision March 25, 2021.

Mohan Gautam, DO, MS
Department of Psychiatry
Henry Ford Health System
Detroit, MI

mgautam! @hths.org

Shivali Patel, MD
Ibrahim Sablaban, DO
Mauran Sivananthan, DO
Department of Psychiatry
Henry Ford Health System
Detroit, MI

REFERENCES

1. Moisset X, Calbacho V, Torres P, et al.
Co-occurrence of pain symptoms and
somatosensory sensitivity in burning mouth
syndrome: a systematic review. PLoS One.
2016;11:¢0163449.

2. Eli I, Kleinhauz M, Baht R, et al.
Antecedents of burning mouth syndrome
(glossodynia)—recent life events vs.

10.

12.

13.

14.

15.

16.

17.

19.

psychopathologic aspects. J Dent Res. 1994;73:
567-572.

. Bergdahl M, Bergdahl J. Burning mouth

syndrome: prevalence and associated factors.
J Oral Pathol Med. 1999;28:350-354.

. Scala A, Checchi L, Montevecchi M, et al.

Update on burning mouth syndrome: overview
and patient management. Crit Rev Oral Biol
Med. 2003;14:275-291.

. Fedele S, Fricchione G, Porter SR, et al.

Burning mouth syndrome (stomatodynia).
0OJM. 2007;100:527-530.

. de Moraes M, do Amaral Bezerra BA, da Rocha

Neto PC, et al. Randomized trials for the
treatment of burning mouth syndrome: an
evidence-based review of the literature. J Oral
Pathol Med. 2012;41:281-287.

. Gupta MA, Vujcic B, Gupta AK. Dissociation

and conversion symptoms in dermatology. Clin
Dermatol. 2017,35:267-272.

. Gurvits GE, Tan A. Burning mouth syndrome.

World J Gastroenterol. 2013;19:665—672.

. Vivino FB, Gala I, Hermann GA. Change in

final diagnosis on second evaluation of labial
minor salivary gland biopsies. J Rheumatol.
2002;29:938-944.

Sankar V, Noll JL, Brennan MT. Diagnosis of
Sjogren's syndrome: American-European and
the American College of Rheumatology
classification criteria. Oral Maxillofac Surg
Clin North Am. 2014;26:13-22.

. Hagelberg N, Forssell H, Rinne JO, et al.

Striatal dopamine D1 and D2 receptors in
burning mouth syndrome. Pain. 2003;101:149-154.

Jaaskeldinen SK. Is burning mouth syndrome a
neuropathic pain condition? Pain. 2018;159:610-613.

Lauria G, Majorana A, Borgna M, et al.
Trigeminal small-fiber sensory neuropathy
causes burning mouth syndrome. Pain. 2005;
115:332-337.

Levenson JL. Burning mouth syndrome as a
side effect of SSRIs. J Clin Psychiatry. 2003;64:
336-337; author reply 337-338.

Stahl S. Stahl's Essential Psychopharmacology:
Neuroscientific Basis and Practical
Applications. 4th ed. Cambridge: Cambridge
University Press; 2013.

McMillan R, Forssell H, Buchanan JA, et al.
Interventions for treating burning mouth
syndrome. Cochrane Database Syst Rev. 2016;
11:CD002779.

de Souza IF, Marmora BC, Rados PV, et al.
Treatment modalities for burning mouth
syndrome: a systematic review. Clin Oral
Investig. 2018;22:1893-1905.

. Uzun O, Bolu A. Low-dose aripiprazole

augmentation in the treatment of burning mouth
syndrome: a case report. Clin Neuropharmacol.
2020;43:92.

Ueda N, Kodama Y, Hori H, et al. Two cases of
burning mouth syndrome treated with olanzapine.
Psychiatry Clin Neurosci. 2008;62:359-361.

© 2021 Wolters Kluwer Health, Inc. All rights reserved.

Copyright © 2021 Wolters Kluwer Health, Inc. All rights reserved.


http://www.psychopharmacology.com

	Burning Mouth Syndrome: Case Report
	Recommended Citation

	JCP_210106_run-in 484..500

