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ABSTRACT

This article presents modern approaches to the treatment of comorbid anxiety and depressive disorders in patients with pri-
mary painful bladder syndrome. The pharmacotherapy options and various non-pharmacological methods (psychotherapy,
cognitive-behavioral therapy, hypnotherapy) for managing these conditions are detailed. It is noted that treatment targeting
only the physical component of chronic pelvic pain is often ineffective. To achieve the desired outcome in some patients, it is
also necessary to address cognitive, emotional, and behavioral factors associated with pain syndrome.
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AHHOTALMA

B cTaTbe npefcTaBneHbl COBpeMEHHbIE MOAX0AbI K JIEHEHWUI0 KOMOPOUHBLIX TPEBOKHBIX U [EMPecCUBHbIX PacCTPOMCTB Yy na-
LMEHTOB C MepBUYHLIM CMHAPOMOM 00fe3HEeHHOro MoyeBoro ny3bips. MoAapobHO onMcaHbl BO3MOXKHOCTU (hapMaKoTepanuu
M Pa3fIMYHbIX HEMeAMKAMEHTO3HbIX MeToLOoB (MCMX0Tepanuu, KOrHUTUBHO-MOBEAEHYECKON Tepanuu, MMnHoTepanumu) B fe-
YEHUM [aHHbIX COCTOAHMIA. YKa3aHo, YTO NleYyeHWe XPOHUYECKOM Ta30BoW 6071, HanpaBfieHHOE TOSIbKO Ha ee (PU3NYECKMIA
KOMIMOHEHT, 4acTo OKa3biBaeTcs HeahdeKTvBHbIM. [ns nonyyeHus Tpebyemoro pesynbTata y paga nauueHToB Heobxoaumo
BO3/,eMCTBOBATb TAKKE Ha KOTHUTUBHbIE, 3MOLMOHasbHBIE M NOBEAEHYECKME (BaKTOpPbI, CBA3aHHbIE C 60/1BbIM CUHAPOMOM.

KnioueBble cnoBa: fenpeccus; TPeBOXHbIE PacCTPOACTBA; KOMOPOMAHOCTb; COMATO(OPMHbIE PaCcCTPOICTBA; CUHAPOM
60n1e3HEHHOro MOYEBOro My3bIpsi; NCUXOTEPANUS; KOTHUTUBHO-MOBEEHYECKas Tepanus.
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INTRODUCTION

Primary bladder pain syndrome (PBPS) is one of the
most common causes of chronic pelvic pain. The condi-
tion is characterized by pain or discomfort in the blad-
der region, with exacerbation during bladder filling, in
the absence of infection or another urinary tract in-
volvement [1, 2]. PBPS is 5-10 times more prevalent in
women than in men and frequently results in dysuria [3].
The medical and social importance of PBPS is due to
its high prevalence, significant negative impact on the
quality of life, long periods of disability and often in-
validity of such patients, as well as the significant
costs of long-term treatment, which is often lifelong
(2, 4, 5].

COMORBID ANXIETY

AND DEPRESSIVE DISORDERS
IN PATIENTS WITH PRIMARY
BLADDER PAIN SYNDROME

The goal of treatment for PBPS is to reduce and, if
possible, eliminate pain and dysuria, ultimately improving
the patient’s quality of life [1, 2, 4]. Treatment options for
PBPS are diverse and include behavioral, physical, and
pharmacological therapies, as well as minimally inva-
sive and non-malignant surgical procedures [2, 4, 6-8].
However, despite the variety of treatment approaches,
their efficacy is often inadequate, with a significant
number of patients with PBPS failing to achieve not only
pain relief, but also a reduction in pain severity. These
circumstances contribute to the low level of adherence
of such patients to medical recommendations and fre-
quent consultations with different specialists. It has been
found that patients with PBPS have a very high frequency
of combined (comorbid) psychiatric disorders, includ-
ing depression, anxiety disorders, and social phobias
[9-11]. Moreover, there is a direct correlation between
the severity of affective disorders and pain intensity
[12-14].

In recent years, there is increasing evidence of the
contribution of somatoform disorders and associated
affective disorders to the persistence of clinical mani-
festations of PBPS when standard therapy is prescribed
[9, 15, 16]. This highlights the need to prescribe appro-
priate drug and non-drug therapy when the somatoform
origin of PBPS is identified. Management of these pa-
tients should be based on the biopsychosocial concept
of chronic pelvic pain syndrome (CPPS), in which pain is
the result of a dynamic interaction of biological, psycho-
logical, and sociocultural factors [17]. The involvement
of these factors may vary at different stages of the dis-
ease progression. Comorbid emotional disorders (primar-
ily anxiety and depressive disorders) that influence the
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strategy of drug therapy account for a significant spe-
cific weight [18]. Psychological and social components
are predominant in somatoform disorders. In this regard,
PBPS treatment targeting only the physical component is
often ineffective. To achieve success, it is necessary to
address not only physiological processes, but also cog-
nitive, emotional, and behavioral factors associated with
the pain syndrome [19].

Pharmacotherapy

According to Haase et al. [20] and Zhuo et al. [21],
there is a significant decrease in monoamine neurotrans-
mitters in depression and anxiety disorders, which affects
both pain and mood regulation in the central nervous sys-
tem. As chronic pain persists, alterations in monoami-
nergic transmission become more pronounced and con-
tribute significantly to the sensitization and maintenance
of pain, leading to dysfunction of modulatory pathways,
decreased inhibition and/or increased pain signals, form-
ing a vicious cycle [22]. Taking into account the clinical
and neurobiological overlap between affective disorders
and chronic pain conditions, psychopharmacotherapeu-
tic agents are actively used in the treatment of patients
with PBPS. Tricyclic antidepressants (e.g., amitriptyline,
clomipramine, and imipramine) and new-generation an-
tidepressants, i.e., selective serotonin reuptake inhibi-
tors (SSRIs; e.g., sertraline, fluoxetine, and others), are
widely used. Serotonin-norepinephrine reuptake inhibi-
tors (SNRIs, e.g., venlafaxine, duloxetine) are a class of
antidepressants that have been demonstrated to potenti-
ate the functioning of the antinociceptive system [23-26].
Duloxetine, a drug included in many international clinical
guidelines for the treatment of chronic pain, is especially
relevant in this context. Its antialgic effect is associated
with its effect on central sensitization, which is mediated
through noradrenergic neurotransmission. The limited
affinity of SSRIs and SNRIs for muscarinic, histamine,
and alphal-adrenoreceptors, in conjunction with their
minimal impact on monoamine oxidase, contributes to
a reduction in adverse effects and an enhancement of
their safety profile compared with tricyclic antidepres-
sants. Tranquilizers belonging to the benzodiazepine
derivatives group are prescribed for patients exhibiting
a combination of anxiety and somatic symptom disorders.
In recent years, the antiepileptic agents (e.g., gabapentin
and pregabalin) have been used to target the neuropathic
mechanism of CPPS [27-30]. A potential risk associated
with the use of these drugs is the possibility of addiction [22].
As noted by Servais et al. [31], pregabalin abuse in indi-
viduals with CPPS is associated with an elevated risk of
chemical addiction. In this regard, the importance of col-
lecting a comprehensive and structured medical history
to identify risk factors for addiction, including alcohol
and/or other substance abuse and comorbid psychiatric
disorders, is evident [32].
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Psychotherapy

Taking into account the important role of psychologi-
cal mechanisms in the development of CPPS, the main
component of personalized therapy is the use of psycho-
therapeutic interventions [17, 19]. The most commonly
used cognitive-behavioral psychotherapies include vari-
ous relaxation and meditation techniques, biofeedback
therapy (BFT), and the recently developed acceptance and
commitment therapy (ACT).

Cognitive-behavioral therapy

Cognitive-behavioral therapy (CBT) is a widely used
approach to the treatment of various conditions asso-
ciated with chronic pain [33]. This psychotherapeutic
method was initially developed for the treatment of de-
pression; however, it has been adapted for psychiatric
disorders and chronic pain conditions since then [34].
CBT is a focused psychological therapy that teaches
patients to recognize the impact of their own thoughts
and behavior on their pain and functioning, and how to
change it. CBT techniques in the treatment of chronic
pain include training to identify the relationships be-
tween thoughts, emotions, behavior, and the develop-
ment of physical symptoms; cognitive restructuring and
reframing; relaxation techniques to minimize autonomic
arousal; stepping and pacing; sleep hygiene; problem-
solving strategies; coping and interpersonal skills. There
is emerging evidence for the effectiveness of online CBT
for chronic pain syndromes using mobile and digital tech-
nologies [35-37]. As indicated by Mazzolenis et al. [38],
the introduction of artificial intelligence and virtual reality
technologies in cognitive therapy for chronic pain seems
promising.

Similar to the treatment of genitourinary dysfunction,
BFT with parallel electromyography is actively used in
the treatment of CPPS [39-41]. This technique is based
on a modified system of pelvic floor muscle exercises.
The therapeutic and diagnostic hardware used in this
procedure includes computerized BFT complexes that
facilitate the measurement, reception, and processing of
electromyographic signals from the patient during mus-
cle contraction. Furthermore, these complexes enable the
supervision of exercise performance by providing feed-
back in verbal (sound) and/or visual (video) formats [41].
In a comparative study by Cornel et al. [40], 33 patients
with diagnosed chronic prostatitis/CPPS were enrolled
in the BFT treatment program. According to the results,
the mean National Institute of Health Chronic Prostatitis
Symptom Index (NIH-CPSI) changed from 23.6 (range:
11-34) at baseline to 11.4 (range: 1-25) after treat-
ment (p < 0.001). The mean pelvic floor muscle tone was
4.9 (range: 2.0-10.0) at diagnosis and decreased to 1.7
(range: 0.5-2.8) after treatment (p < 0.001).

ACT focuses on observing thoughts and feelings as
they are, without trying to change them, and on behavior
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that is consistent with values and important life goals.
This approach has shown promising results in trials of
integrated treatment for chronic pain [42-45]. The data
from a meta-analysis of 21 randomized controlled trials
by Ye et al. [44] showed a large effect size three months
after ACT for individuals with chronic pain. The basic
premise of the method as applied to chronic pain is that
while pain causes physical discomfort, it is the struggle
with pain that causes suffering. In ACT, the sensation of
pain itself is regarded as an unconditioned reflex that
serves the function of warning the individual of danger
or tissue damage, and the sensation of pain is critical
for survival.

Hypnotherapy

Although hypnotherapy has not been extensively
studied for its efficacy in patients with PBPS, it has been
used extensively for pain syndromes [46, 47]. There is
evidence that hypnotherapy is an effective approach com-
pared with other non-physical approaches, such as CBT
[48, 49]. Thompson et al. [49] conducted a meta-analysis
of the data on quantitative assessment of the efficacy of
hypnosis for pain reduction and to identify the factors
that influence the efficacy of hypnotherapy. A systematic
search was conducted in six databases (i.e., PubMed,
EMBASE, PsycINFO, CINAHL, CENTRAL, and Web of Sci-
ence) to identify studies that compared the effects of
hypnotic interventions on pain severity, threshold sen-
sitivity, and pain tolerance. The selected studies utilized
the models of experimentally induced pain in healthy
controls. The researchers identified 85 papers that met
the selection criteria, predominantly cross-sectional
studies, with a total sample size of 3632 participants
(n = 2892 for the study group, n = 2646 for the control
group). A subsequent random-effect meta-analysis re-
vealed the analgesic effects of hypnosis for all types of
pain (confidence interval: 0.54-0.76, p < 0.001). The ef-
ficacy of hypnosis was strongly influenced by hypnotic
suggestibility and the use of direct suggestion for pain
relief. Specifically, the study found that individuals with
high and moderate hypnotizability experienced optimal
pain relief through the use of direct analgesic sugges-
tion in hypnosis, demonstrating 42% (p < 0.001) and
29% (p < 0.001) clinically significant reductions in pain,
respectively [49].

Hypnosis for chronic pain usually involves induc-
tion with suggestions for relaxation and comfort. Post-
hypnotic suggestion is designed to continue pain re-
duction after the session, or to help the patient easily
and quickly achieve comfort through anchoring. In ad-
dition, techniques such as gauntlet anesthesia, disso-
ciation, indirect suggestion for pain relief, or scattered
suggestion are used. The amnesia phenomenon is
used to desensitize the patient to forget the pain, even
temporarily.
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CONCLUSION

The postulate of multifactorial pathogenesis of PBPS
is accepted by the scientific community. The importance
of psychogenic causes in the development of urogenital
pain syndrome is undisputed. Comorbid anxiety and de-
pressive disorders in patients with CPPS require special
therapeutic approaches. In this regard, a psychothera-
pist or psychiatrist must be included in a multidisciplinary
team of specialists involved in the treatment of such pa-
tients. The possibilities of modern pharmacotherapy and
a variety of non-drug methods allow for the effective
treatment of these disorders.
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