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Burning mouth syndrome in younger populations: Gender
disparities and bipolar tendencies

Burning mouth syndrome (BMS) is a chronic condition characterized
by a burning sensation or discomfort in the oral cavity, without visible
lesions and radiographic changes. Its multifactorial pathophysiology
has a prevalence ranging from 0.7% to 4.6%, reaching 18% in post-
menopausal women.! Due to the interplay of aging, neuropathic pain,
and psychiatric stressors, a uniform treatment approach is challeng-
ing. Tricyclic antidepressants, particularly low-dose amitriptyline, are
the first-line therapy for BMS-related pain. However, stratifying pa-
tients by age and psychiatric profile may allow more targeted ther-
apy. We therefore investigated BMS symptoms in three groups:
young adults, middle-aged adults, and older adults.

We retrospectively analyzed data from 551 patients solely
diagnosed with BMS at Tokyo Medical and Dental University Hospital
from April 2021 to September 2024. Patients with psychiatric his-
tories were required to provide a referral letter from their psychia-
trists. We assessed various psychiatric characteristics through ques-
tionnaires and interviews, employing the Manic Episode Screening
(MES) questionnaire to identify current or past (hypo)manic epi-
sodes.? The MES derives from the eight DSM-IV-TR criteria for
mania/hypomania, with eight yes/no items. It begins with persistently
elevated, expansive, or irritable mood lasting several days, followed
by items on inflated self-esteem, decreased need for sleep, increased
talkativeness, racing thoughts, distractibility, increased goal-directed
activity, and risky pleasurable pursuits.

For analysis, participants were divided into three groups: young
adults (<40 years, n = 34), middle-aged adults (40-64 years, n = 250),
and older adults (265 years, n = 267). Notably, young adults (32.35%
male) accounted for 11 males, which is a higher proportion compared
to other groups and previous BMS reports.® In our earlier report,
1.1% of patients solely diagnosed with BMS had bipolar disorder; in
this dataset, however, this proportion was higher at 3.09% (Table 1)
The young adults demonstrated an 8.82% prevalence and the middle-
aged adults had 4.00%. Compared with a US lifetime prevalence of
2.4%, these findings suggest a notably higher proportion in younger
BMS patients.*

When we conducted subgroup analyses by sex, males showed a
higher bipolar disorder rate across all age groups. However, no sig-
nificant differences emerged across the age groups within each sex,
possibly due to the small sample size. Thus, sex differences in prev-
alence were inconclusive.

A x? test among the three groups identified significant differ-
ences in five of the eight MES items (2, 4, 6, 7, and 8). A residual
analysis also indicated a stronger tendency toward “soft bipolarity” in
younger age groups. Odds ratios, 95% confidence intervals, and exact
P-values for these comparisons are provided in Table S1. Given this
elevated tendency to soft bipolarity in younger and middle-aged
adults, there may be a risk of a manic switch when treating oral
symptoms with antidepressants. Although tricyclic antidepressants
pose a higher risk of inducing mania than Selective Serotonin
Reuptake Inhibitors, the risk associated with low-dose tricyclics
remains unclear.’ If the severity of the oral symptoms necessitates
the use of tricyclic antidepressants, careful monitoring at each ex-
amination is essential to detect early signs of mood elevation or
manic switch. While results are not consistent regarding whether the
risk of manic switch increases with escalating antidepressant doses,
some studies have reported such a trend,® therefore when a patient
demonstrates bipolar tendencies and appears unresponsive to ami-
triptyline, it may be advisable not to increase the dosage. If signs of
mania become evident, an early psychiatric consultation is warranted.

Furthermore, these findings suggest that awareness and
screening for bipolar tendencies in BMS patients, particularly
younger individuals, could facilitate earlier detection and preven-
tion of manic episodes. Identifying subthreshold signs of bipolar
disorder in this population may allow for timely referral to psy-
chiatric care, more personalized treatment plans, and ultimately
better outcomes.

From these findings, it became clear that younger patients ex-
hibit a higher proportion of males and a higher rate of bipolar dis-
order, distinguishing them from the conventional characteristics of
BMS. Future research will focus on differences in the symptoms of
BMS specifically among young adults.

However, this study has a limitation that warrants consideration.
The relatively small number of younger patients (n = 34) may limit the
statistical power and generalizability of our findings for this subgroup.
Although the overall sample size of 551 BMS patients was suffi-
ciently large, interpretations specific to younger individuals should be
made with caution. Future multicenter studies or those involving
larger cohorts of young BMS patients are needed to validate these
preliminary results and further elucidate the age-specific character-
istics of BMS.
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TABLE 1 Diagnosis of bipolar disorder.
Age (years) Fisher's
All participants <40 40-64 265 exact test
Diagnosis of bipolar Present 3(8.82%) 10 (4.00%) 4 (1.50%) 0.034*
disorder Absent 31 (91.18%) 240 (96.00%) 263 (98.50%)
Total 34 250 267 551
Male
Diagnosis of bipolar Present 2 (18.18%) 4 (11.43%) 1 (3.23%) 0.2857
disorder Absent 9 (81.82%) 31 (88.57%) 30 (96.77%)
Total 11 35 31 77
Female
Diagnosis of bipolar Present 1 (4.35%) 6 (2.79%) 3 (1.27%) 0.3998
disorder Absent 22 (95.65%) 209 (97.21%) 233 (98.73%)
Total 23 215 236 474

Note: Highly significant gender difference (Fisher's exact test, P < 0.001).
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