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Tandospirone for antidepressant-intolerant persistent
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ABSTRACT

Introduction: Persistent postural-perceptual dizziness
is typically managed with serotonergic antidepressants;
however, treatment continuation is frequently hindered
by adverse effects. Pharmacological alternatives for
patients with antidepressant intolerance remain poorly
defined. Here, we present a case series examining the
potential therapeutic utility of tandospirone, a partial
agonist of the 5-hydroxytryptamine 1A receptor, in this
clinical context.

Case Series: Three female patients (aged 64—80
years) diagnosed with persistent postural-perceptual
dizziness in accordance with the Barany Society criteria
experienced persistent dizziness and were unable to
tolerate antidepressant therapy because of grade 2
adverse events, including gastrointestinal disturbances.
Tandospirone was introduced as an alternative treatment
and was titrated based on individual tolerability. All
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patients exhibited meaningful clinical improvement,
characterized by reductions in Niigata persistent
postural-perceptual dizziness Questionnaire scores and
stabilization of posturographic parameters. Symptomatic
relief was maintained for up to 12 months without any
notable adverse effects.

Conclusion: Tandospirone may be a clinically valuable
alternative for patients with antidepressant-intolerant
persistent postural-perceptual dizziness. Although the
contributions of spontaneous remission and vestibular
rehabilitation cannot be excluded entirely, the extended
duration of symptoms preceding tandospirone initiation
renders natural recovery less probable. Prospective
investigations are warranted to further elucidate its
efficacy and safety profile.
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INTRODUCTION

Persistent postural-perceptual dizziness (PPPD)

is predominantly managed using pharmacotherapy
centered on selective serotonin reuptake inhibitors
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(SSRIs) [1]. Nevertheless, adverse effects that emerge
during treatment initiation may preclude therapeutic
continuation in a subset of patients [2]. Pharmacological
alternatives for individuals intolerant to antidepressants
remain poorly characterized. Herein, we present a case
series of patients with PPPD who were unable to maintain
antidepressant therapy because of adverse effects and
subsequently demonstrated symptomatic improvement
following the administration of tandospirone, a partial
agonist of the 5-hydroxytryptamine (5-HT)1A receptor.

CASE SERIES

This study was approved by the Institutional Review
Board of Sapporo Medical University (Approval No.
362-195) and was conducted using an opt-out consent
procedure, in accordance with the ethical principles of
the Declaration of Helsinki.

Case 1

A 74-year-old woman developed benign paroxysmal
positional vertigo 12 monthsbefore presentation. Although
the patient’s rotational vertigo improved following
canalith repositioning maneuvers, she continued to
experience a sensation of floating dizziness almost daily.
The patient’s Short Form-8 Health Survey (SF-8) score
was 17, indicating a markedly impaired quality of life.
The patient was diagnosed with PPPD in accordance with
the Barany Society criteria, and pharmacotherapy was
initiated along with vestibular rehabilitation.

Initial treatment with a SSRI, escitalopram, was
initiated at half the standard dose (5 mg). However,
two days after initiation, the patient developed grade 2
diarrhea, as defined by the Common Terminology Criteria
for Adverse Events version 5.0. Despite the administration
of intestinal regulators, the medication was discontinued
owing to poor tolerability, and tandospirone was
introduced at 10 mg/day as an alternative therapy. No
gastrointestinal symptoms were observed, and the dose
was titrated to 30 mg/day after four weeks. Two months
after treatment initiation, low-dose sertraline (12.5 mg)
was reintroduced; however, grade 2 diarrhea recurred,
necessitating discontinuation. Subsequently, the patient
was maintained on tandospirone monotherapy. Clinical
improvement in dizziness was observed three months after
treatment initiation, and reductions in the Niigata PPPD
Questionnaire (NPQ) score, together with stabilization of
posturographicparameters, were sustained at the 12-month
follow-up (Table 1, Figure 1A). At the 12-month follow-up,
the patient remained on tandospirone monotherapy with
sustained improvement in dizziness symptoms. The final
diagnosis remained PPPD.

Case 2

An 80-year-old woman developed benign paroxysmal
positional vertigo 17 months before presentation. As in
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Case 1, this patient’s rotational vertigo improved following
the canalith repositioning maneuvers; however, she
continued to experience a sensation of floating dizziness
almost daily. The patient’s SF-8 score was 34, indicating
a diminished quality of life. The patient was diagnosed
with PPPD in accordance with the Barany Society criteria,
and pharmacotherapy was initiated along with vestibular
rehabilitation.

Treatment with the SSRI escitalopram was initiated at 5
mg; however, grade 2 nausea developed the following day,
rendering continuation difficult. Therefore, the medication
was changed to tandospirone at 10 mg/day. Although
the dose was increased to 15 mg/day after two weeks, it
was subsequently reduced to 10 mg/day because of the
development of nausea, headache, and insomnia. Five
months after treatment initiation, low-dose vortioxetine
(5 mg), a multimodal serotonergic antidepressant, was
administered; however, grade 2 diarrhea developed,
necessitating its discontinuation. Subsequently, the
patient was managed with tandospirone monotherapy
at 10 mg/day, which resulted in a reduction in the NPQ
score and stabilization of posturographic parameters.
These therapeutic benefits were sustained at the 12-month
follow-up (Table 1, Figure 1B). At the 12-month follow-
up, the patient remained on tandospirone monotherapy
at 10 mg/day with sustained improvement in dizziness
symptoms. The final diagnosis remained PPPD.

Case 3

A 64-year-old woman was treated for Méniere’s
disease at a local otolaryngology clinic. Approximately
four months prior to presentation, the patient developed a
persistent floating sensation that differed from her typical
Méniere’s attacks and occurred almost daily. The patient’s
SF-8 score was 37, indicating a diminished quality of life.
The patient was diagnosed with PPPD in accordance with
the Barany Society criteria, and pharmacotherapy was
initiated along with vestibular rehabilitation.

Treatment with vortioxetine was initiated at a dose
of 5 mg; however, akathisia-like restlessness developed
two days later, making continuation difficult. Therefore,
the medication was changed to tandospirone at 15
mg/day. No apparent adverse effects were observed,
allowing the treatment to be maintained, and the dosage
was subsequently increased to 30 mg/day after four
weeks. Five months after treatment initiation, a very
low dose of escitalopram (2 mg) was administered;
however, exacerbation of dizziness was noted, leading
to its discontinuation. Subsequently, the patient was
administered tandospirone monotherapy at 30 mg/
day. Reductions in the NPQ score and stabilization of
posturographic parameters were observed, and these
therapeutic benefits were sustained at the 12-month
follow-up (Table 1, Figure 1C). At the 12-month follow-
up, the patient remained on tandospirone monotherapy
at 30 mg/day with sustained improvement in dizziness
symptoms and no serious adverse events. The diagnosis
of PPPD remained unchanged.
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Table 1: Temporal changes in NPQ scores in three cases
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Outcome measure Before At 3 months At 6 months At9 months At 12 months
treatment
Total score 65 36 (44.6%) 28 (56.9%) 13 (80.0%) 18 (72.3%)
Upright posture 23 20 (13.0%) 15 (34.8%) 7 (69.6%) 11 (52.2%)
Case1 Motion 21 14 (33.3%) 9 (57.1%) 5 (76.2%) 7 (66.7%)
Visual stimulation 21 2(90.5%) 4 (81.0%) 1(95.2%) 0 (100.0%)
Total score 59 39 (33.9%) 43 (27.1%) 40 (32.2%) 40 (32.2%)
Upright posture 19 13 (31.6%) 14 (26.3%) 13 (31.6%) 13 (31.6%)
Case 2 Motion 20 13 (35.0%) 16 (20.0%) 13 (35.0%) 13 (35.0%)
Visual stimulation 20 13 (35.0%) 13 (35.0%) 14 (30.0%) 14 (30.0%)
Total score 56 29 (48.2%) 23 (58.9%) 13 (76.8%) 17 (69.6%)
Upright posture 20 7 (65.0%) 6 (70.0%) 1(95.0%) 2(90.0%)
Ly Motion 15 8 (46.7%) 4 (73.3%) 3(80.0%) 2 (86.7%)
Visual stimulation 21 14 (33.3%) 13 (38.1%) 9 (57.1%) 13 (38.1%)

NPQ: The Niigata Persistent Postural-Perceptual Dizziness Questionnaire.

Note: Percentage improvement from baseline is shown in parentheses. Percentage improvement was calculated as (baseline score —

score at each time point)/baseline score x 100.
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Figure 1 (A): Posturography findings in Case 1. The total
path length improved from 1317.0 to 763.4 mm, and the
outer peripheral area improved from 1455.7 to 524.4 mm?2.
(B) Posturography findings in Case 2. The total path length
improved from 1027.2 to 733.1 mm, and the outer peripheral
area improved from 836.5 to 664.1 mm?. (C) Posturography
findings in Case 3. The total path length improved from 1146.2
to 530.2 mm, and the outer peripheral area improved from
1125.5 to 180.6 mm?.

DISCUSSION

In the management of PPPD, the efficacy of
antidepressants, particularly SSRIs, in combination
with vestibular rehabilitation or cognitive behavioral
therapy has been documented, and these agents are
presently regarded as the cornerstone of pharmacological
treatments [1]. Nevertheless, adverse effects associated
with antidepressant therapy are relatively common;
approximately 60% of patients experience some form of
adverse event, and the treatment continuation rate has
been reported to be approximately 70% [2]. Therefore,
antidepressant tolerability represents a significant
clinical challenge in the management of PPPD.

In this case series, all three patients who fulfilled the
Barany Society diagnostic criteria for PPPD developed
grade 2 adverse events, including gastrointestinal
disturbances and akathisia-like restlessness, shortly
after the initiation of antidepressant therapy, thereby
precluding continued use. Despite the implementation of
recommended strategies to mitigate adverse effects, such
as comprehensive patient education, low-dose initiation,
gradual titration, and symptomatic management
[3], continued antidepressant therapy remained
impracticable. Therefore, these patients were classified
as antidepressant-intolerant.

Persistent postural-perceptual dizziness is associated
with significantly lower physical health-related quality
of life than other vestibular disorders [4]. Consistent
with the reduced SF-8 scores observed in our cohort, the
persistent daily dizziness experienced by patients with
PPPD may substantially compromise quality of life and
increase patients’ reluctance to continue treatment when
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adverse effects arise. Under such circumstances, patients
may be reluctant to switch to another antidepressant
within the same class, which can occasionally
result in treatment discontinuation. Therefore, the
pharmacological management of PPPD should account
not only for therapeutic efficacy, but also for tolerability
and patient acceptability.

Tandospironeisapartialagonistofthe5-HT1Areceptor.
In the present cases, continued antidepressant therapy
was difficult because of adverse effects, and tandospirone
was therefore considered as an alternative agent with a
potentially more favorable tolerability profile. Previous
studies have suggested that tandospirone may improve
both gastrointestinal and anxiety symptoms in patients
with functional dyspepsia [5], may have therapeutic
effects comparable to those of sertraline in social anxiety
disorder [6], and may also be useful as an adjunctive
treatment for depression [7]. In addition, tandospirone
has been regarded as a relatively safe therapeutic option
because of its low sedative properties, minimal potential
for dependence, and negligible anticholinergic effects
[8]. These characteristics were considered potentially
advantageous in the present patients with PPPD who
were intolerant to antidepressants.

After switching to tandospirone, favorable tolerability
was observed in all patients, together with improvements
in NPQ scores and posturographic parameters during
monotherapy. To the best of our knowledge, this is the first
report describing the potential utility of tandospirone in
patients with PPPD who are intolerant to antidepressants.
Although anxiolytics are generally considered adjunctive
rather than first-line agents in PPPD [9], the present
findings, while requiring cautious interpretation because
of the small number of cases, raise the possibility that
tandospirone may be a therapeutic option for patients
with PPPD in whom SSRI treatment is difficult.

A notable strength of this case series is that the
treatment was delivered within a multidisciplinary care
framework characterized by close collaboration between
otolaryngology and psychiatry. At our institution, patients
presenting with chronic dizziness are initially evaluated
by otolaryngologists, and vestibular rehabilitation is
initiated when appropriate. Individuals diagnosed
with PPPD are subsequently referred to the psychiatry
department, where pharmacotherapy is overseen by
clinicians experienced in its management. Furthermore,
assessments of dizziness are continuously shared between
the two departments, thereby establishing a well-defined
collaborative framework. This integrated model also
facilitates the timely introduction of cognitive behavioral
therapy when indicated. Reports describing such
structured otolaryngology—psychiatry collaborations are
scarce. In the present series, this framework enabled
flexible reassessment of therapeutic strategies, even
in antidepressant-intolerant cases, which may have
contributed to improved treatment adherence (Figure 2).

Vestibular rehabilitation may have contributed, at
least in part, to the improvement in clinical symptoms
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Figure 2: A multidisciplinary collaboration between otolaryngology
and psychiatry.
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by promoting habituation to motion and visual stimuli
and by enhancing postural control in daily activities.
However, although vestibular rehabilitation is commonly
incorporated into the management of PPPD, its efficacy in
this population has not been consistently demonstrated,
and some reports have suggested that its benefit may be
limited [10, 11]. In the present cases, the contribution of
vestibular rehabilitation therefore cannot be excluded,
but it is unlikely to fully account for the observed
improvement in symptoms.

This study has several limitations that warrant
consideration. First, the small sample size and
observational design necessitate cautious interpretation
with respect to generalizability. In addition, the absence
of a control group limited our ability to directly compare
the observed outcomes with those of untreated patients or
patientsreceiving othertherapeuticinterventions. Second,
the potential influence of the natural course of PPPD
could not be fully controlled, precluding the definitive
attribution of the therapeutic benefits to tandospirone
alone. Persistent postural-perceptual dizziness is known
to follow a chronic course that may persist for years
despite appropriate management [12], and the prolonged
symptom duration preceding tandospirone initiation
makes spontaneous remission less likely. In addition,
although the effects of vestibular rehabilitation cannot
be excluded, some reports have suggested that its efficacy
in PPPD may be limited [10, 11]. Third, the variability in
medication titration and concomitant treatments limited
the uniformity of the intervention. Fourth, because only
patients with antidepressant intolerance were included,
the possibility of selection bias could not be excluded.
Future prospective and comparative investigations
involving antidepressant-intolerant PPPD populations
are warranted to elucidate the efficacy and safety profile
of tandospirone.

CONCLUSION

In this small case series of three patients with PPPD
who were unable to continue antidepressant therapy
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because of adverse effects, a trend toward improvement
in dizziness symptoms was observed after switching
to tandospirone monotherapy. Although tandospirone
appeared to be relatively well tolerated, the clinical
significance of these findings remains uncertain because
of the limited sample size. Further studies in larger
cohorts are required to clarify the efficacy and safety of
tandospirone in this population.
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