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ABSTRACT

Introduction: In Chronic Spontaneous Urticaria (CSU), onset of symptoms can be
triggered by various factors, including psychological stress. Furthermore, disease
activity itself can cause stress and disturbance of sleep, which become contributing
factors to development of depression and anxiety. Purpose: The objective is to
discuss the role of psychiatric and psychological methods as part of CSU treatment.
The review analyses studies researching a correlation of CSU with psychiatric
conditions and the use of psychiatric/psychological methods in CSU. Materials and
Methods: Authors conducted a literature search using the PubMed database to
identify relevant studies published between January 2015 and June 2025. The
following keywords were used in various combinations: “chronic spontaneous
urticaria”, “stress”, “anxiety”, “depression”, “psychological treatment”, and
“psychiatric methods”. Main results: Anxiety and depression are more prevalent in
CSU population, and their severity seems to correlate with urticaria activity; sleep
disturbance is a possible mediator of this correlation. Psychiatric/psychological
methods can decrease CSU activity, but there is not enough evidence to strongly
support this claim. Conclusions: Low sleep quality, anxiety and depression are more
common in CSU patients, and there is a possible causal relationship between them,
with sleep disturbance as a potential mediator. There is not enough evidence to
strongly endorse psychiatric/psychological methods for the prevention/alleviation
of CSU symptoms. Clinicians treating patients with CSU should be aware of the
increased risk of psychiatric comorbidity and consider diagnostic and treatment

options regarding those conditions. Further research is needed.

Keywords: Chronic Spontaneous Urticaria, anxiety, depression, stress, psychiatry

1. INTRODUCTION

Characteristics and classification of urticaria
Urticaria is a condition characterised by the onset of itchy wheals (hives) and/or

angioedema. A differential diagnosis should include other clinical conditions that
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may present with those symptoms: anaphylaxis, autoinflammatory syndromes, urticarial vasculitis, or bradykinin-mediated
angioedema including hereditary angioedema (HAE) (Hon et al., 2019; Zuberbier et al., 2022).
Urticaria is classified depending on duration, as:
e acute, if the occurrence of wheals and/or angioedema lasts for 6 weeks or less;
e chronic, if the occurrence of wheals and/or angioedema lasts (continuously or intermittently) for more than 6 weeks.
o Chronic Urticaria (CU) is further classified depending on triggering factors, as:
e Chronic Inducible Urticaria (CIndU), if there is a definite trigger, meaning symptoms always occur when the trigger is present and
never occur when the trigger is absent;
e Chronic Spontaneous Urticaria (CSU, also known as Chronic Idiopathic Urticaria), if symptoms appear due to known or unknown
causes, without a definite trigger.
Lack of definite triggers is a defining trait of CSU, but there can be non-definite triggers (like drugs, food, infections, and stress).
Non-definite trigger is a factor that can cause a disease activity, but its presence does not always induce wheals and/or angioedema,

and the signs and symptoms also occur without it, spontaneously (Zuberbier et al., 2022).

Pathophysiology of CSU

The complete pathophysiology of Chronic Spontaneous Urticaria is still unclear; however, it is well established that the activation of
skin mast cells and their mediators (histamine, cytokines, platelet-activating factor, and others) are key parts of the mechanism (Bansal
and Bansal, 2019; Hon et al., 2019; Ferreira et al., 2021; Zuberbier et al., 2022; Tomaszewska et al., 2023).

This activity causes dilatation and augmented permeability of the postcapillary venules and lymphatic vessels, as well as cell
recruitment to urticarial lesions, resulting in edema. Wheals develop when these changes occur primarily in the upper and mid dermis,
while angioedema develops when changes occur primarily in the lower dermis and the subcutis (Zuberbier et al., 2022).

Activation of sensory nerves is one of the components of this mast cell-driven reaction. While the mechanism is not well
established, Siiskonen and Harvimaa (2019) propose a hypothetical model for the communication between mast cells and sensory
nerves activated by psychological stress, resulting in neurogenic inflammation in the skin. The reciprocal communication between mast
cells and sensory nerves might result in an increase in mast cell numbers and nerve fibers, creating a vicious circle and causing

exacerbation of neurogenic inflammation and pruritus.

Currently used treatment methods

One of the main available CU management options is the avoidance of triggering factors. This approach is helpful for reducing the
disease activity, but can highly interfere with patients” life. Furthermore, it is less effective for CSU than CIndU, because triggers in
CSU are not definite (Zuberbier et al., 2022).

The other options are symptomatic pharmacological therapies to prevent mast cell mediator release and/or their effects. Modern
2nd generation H1-antihistamines are used as 1st line treatment of urticaria, with an option of increasing the dose to up to fourfold. If
this treatment doesn’t achieve sufficient results, omalizumab may be added as a 2nd line treatment. If high doses of 2nd generation H1-
antihistamines and omalizumab aren’t effective, ciclosporin treatment is considered the next step. However, it should be used with
caution, because of a higher risk of adverse effects. Glucocorticosteroids (GCS) may be considered as a short course of rescue systemic
GCS in case of acute exacerbation, but long-term use is not recommended (Zuberbier et al., 2022; Kolkhir et al., 2024).

Outside of those possibilities, there are no strong recommendations for other treatment options. Nevertheless, clinical experience
indicates that some of them may be useful in specific contexts. Antidepressants, pseudoallergen-free diet, H2-antihistamines,
immunosuppressive drugs, leukotriene receptor antagonist, and sulfones are considered widely used alternative treatments.

Psychotherapy is among the less frequently used options (Zuberbier et al., 2022).

2. REVIEW METHODS

Authors conducted literature search using databases including PubMed, Scopus, and Web of Science, covering publications from
January 2015 to June 2025. The search strategy combined terms related to “chronic spontaneous urticaria”, “stress”, “anxiety”,
“depression”, “psychological treatment”, and “psychiatric methods”.
Studies were included if they met the following criteria:

¢ Original research articles published in English;
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e Studies involving adult or pediatric populations diagnosed with chronic spontaneous urticaria (CSU) or chronic urticaria (CU);
e Studies assessing psychological comorbidities (e.g., anxiety, depression, stress, sleep disturbance) or evaluating

psychiatric/psychological treatment strategies.

As illustrated in the diagram (Figure 1), a number of articles were excluded after full-text screening. The reasons for exclusion were
lack of original data, focus on other forms of urticaria (e.g., inducible urticaria), and absence of psychological or psychiatric outcome

measures. After applying inclusion and exclusion criteria, a total of 25 studies were included in the final analysis.

Records identified

from PUbMED- Reviews excluded

(n=291) (n=252)

| Records without

Records screened full-text access
(n=239) excluded

(n =139)

Reports assessed
for eligibility
(n=100)

Reports excluded
(n=97)

Studies included
in synthesis
(n=3)

Figure 1. Flow diagram.

3. RESULTS & DISCUSSION

Correlation of CSU with stress, low sleep quality, anxiety, and depression

In the 2013 meta-analysis, Ben-Shoshan et al. systematically reviewed studies from 1 January 1935 to 1 January 2012 in order to assess
the contribution of psychological factors to CSU. Among other results, they concluded that the patients had a higher prevalence of
anxiety, depression, and stress (Ben-Shoshan et al., 2012).

In the 2020 meta-analysis, Huang et al. systematically reviewed studies from January 2000 to January 2019, and concluded that CU
is associated with higher risks of anxiety and depression (Huang et al., 2020).

For our study, we analysed 10 studies from the last decade (January 2015 and June 2025) including cumulatively 1056 patients with
CSU or CU and 2217 patients in control groups. CU and CSU patients were grouped together, because CSU patients are statistically
majority (80-90%) of CU patients, and CSU share many characteristics with CIndU (Hon et al., 2019; Zuberbier et al., 2022).

Although in some of the analysed papers, studying the correlation of stress/low sleep quality/anxiety/depression with CSU wasn’t
the primary purpose, our analysis focused on the results regarding this topic. There were only two studies taking measuring the stress
levels directly. One showed no significant difference between the CSU patients and the healthy control group, while the other showed
that stress tended to be lower in the CSU patients compared to the asthma patients (Schut et al., 2019; Choi et al., 2020).

Most of the reviewed studies show that anxiety and depression are more prevalent among CSU patients compared to the control
groups. There is some indication of a connection between urticaria activity and depression/anxiety scores, but this has not been

consistently confirmed by all studies. Three studies suggested that low quality of sleep caused by urticaria activity might be a mediator
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causing an increased rate of anxiety and depression (Ograczyk et al., 2017; Arslan and Celik, 2024; Huang et al., 2021; Bangera et al.,
2023; Choi et al., 2020; Memet et al., 2021; Abdel-Meguid et al., 2024; Sanchez-Diaz et al., 2023; Tat, 2019).

Psychiatric/psychological methods of CSU treatment

Pharmacological therapies

Although psychiatric drugs are not recommended as the main line of CSU treatment, some clinicians use antidepressants as an
alternative or adjunctive treatment of CSU (Eskeland et al., 2017; Memet et al., 2021; Zuberbier et al., 2022).

In 2017 systematic review, Eskeland et al. studied the effectiveness of antidepressants in different inflammatory skin disorders,
including chronic urticaria. They analysed 13 original studies regarding CU — all of them showed positive results after antidepressant
therapy. Seven of these studies researched the effects of doxepin: one of them was a randomized controlled trial (comparing doxepin to
hydroxyzine), three were double-blind, placebo-controlled crossover trials, and the remaining three were case studies. Authors
concluded that doxepin may be of value in the treatment of CU, but it is not clear if antidepressants have a purpose in the treatment of

CU without psychiatric comorbidity, and larger controlled trials are needed to provide further evidence (Eskeland et al., 2017).

Non-pharmacological therapies

Researchers suggest two kinds of non-pharmacological psychiatric/psychological methods of treating CSU patients:
psychotherapy/psychological interventions; (Ograczyk et al., 2017; Choi et al., 2020; Schut et al., 2020; Memet et al., 2021; Zuberbier et
al., 2022); self-administered relaxation techniques. (Ben-Shoshan et al., 2013; Oland et al., 2018; Tomaszewska et al., 2023)

Psychotherapy/psychological interventions

Lindsay et al., (2015) tested whole-person treatment approach (WPTA) sessions with a clinician trained in psychotherapy. Three CSU
patients with poor response to standard drug treatment participated in the study. After a course of 10 sessions, there was a significant
reduction in disease activity and drug use of those patients. The effects were sustained 2 years later in follow-up.

In the article, Vojvodic et al., (2019) presented a case study of a 32-year-old female patient. Anxiety and CSU symptoms appeared
after the life circumstances triggered a memory of the patient’s traumatic experience. The urticaria seemed to be connected to her
mental state, as it manifested within 10 seconds of becoming anxious. Patient was diagnosed with generalised anxiety disorder (GAD)
with consideration of post-traumatic stress disorder (PTSD). The dermatological diagnosis was CSU with no proposed treatment.

The patient refused proposed selective serotonin reuptake inhibitors (SSRI) treatment for GAD, so the treatment consisted only of
psychotherapeutic interventions in the form of rational emotive behavioural therapy (REBT) once per week over 4 months. By the end
of the treatment, the patient reported remission of symptoms of both GAD and urticaria.

In the article, Konstantinou et al., (2025) presented a case study of a 35-year-old female patient. The patient was treated for CSU,
starting in 2014, for several years with standard treatment of ebastine (2nd-generation antihistamine), escalating to omalizumab,
cyclosporine A and oral corticosteroids. The treatment was effective, but it caused side effects (hirsutism) and control wasn’t stable
long term — symptoms were coming back during periods of stress, even with chronic doses. In 2021, the patient was diagnosed with
generalized anxiety disorder (GAD), treated with cognitive behavioral therapy (CBT) and escitalopram (SSRI). After this treatment,
there was significant improvement in CSU control, allowing patient to discontinue ebastine in 2021, and subsequently omalizumab in
2022. One month after the discontinuation CBT and escitalopram treatments were also stopped, followed by CSU relapse, and
reestablishing of urticaria control after resuming CBT and escitalopram. In 2024, upon pregnancy, escitalopram was discontinued
again, resulting in CSU exacerbation, which ended after escitalopram reintroduction.

All three studies showed promising results (Table 1), but since the sample sizes were small, and there were no control groups, the
strength of the evidence is low.

Table 1. Summary of studies with psychotherapy/psychological interventions.

Csu Psychiatric/psychological Subsequent CSU control Source
patients methods used
. Reduction in disease activity and drug use, sustained 2 .
3 WTPA sessions (Lindsay et al., 2015)
years later

1 REBT Remission of CSU (Vojvodic et al., 2019)

Medical Science 30, €20ms3672 (2026) 40f7
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. Remission of CSU, relapsing after treatment (Konstantinou_et al.,
1 CBT and escitalopram

discontinuation 2025)

Self-administered relaxation techniques

In three studies, authors suggest teaching patients self-administered techniques that help reduce stress, including Jacobson training
(progressive muscle relaxation), visualization, and mindfulness training (Ben-Shoshan et al., 2013; Oland et al., 2018; Tomaszewska et
al., 2023). Techniques mentioned above are generally considered beneficial in stress reduction. However, to the best of our knowledge,
there are currently no available papers studying the effectiveness of those stress-reducing techniques in the management of CSU
(Khoury et al., 2013; Wilczynska et al., 2019).

4. CONCLUSION

Studies indicate that low sleep quality is correlated with CSU activity and can be caused by it. Anxiety and depression are more
common in CSU population, and their severity seems to be associated with urticaria activity. Sleep disturbance is suggested as a
mediator causing an increase in anxiety and depression. These correlations should be taken into account while treating patients with
CSU in order to improve patients” quality of life. Methods such as psychotherapy, relaxation techniques, and antidepressants might
help treat some CSU patients. There is a possibility that psychiatric/psychological methods might be important not only as
symptomatic treatment, but also as causal treatment for CSU, but there is not enough evidence to strongly support that claim. Further
research (case reports, retrospective studies, and clinical trials — studying larger population samples, containing control groups, using a

placebo) is needed to study this topic properly.

Acknowledgments

The authors have no acknowledgments to disclose.

Author’s Contribution:

Conceptualization: Wojciech Niemirski

Methodology: Maria Pawluczyk, Michat Korpalski, Marek Zygtowicz

Software: Marek Zygtowicz, Adam Torbicki, Alicja Trybuta

Check: Maria Pawluczyk, Piotr Gaworek

Formal analysis: Wojciech Niemirski, Maria Pawluczyk

Investigation: Wojciech Niemirski, Mateusz Marciniak, Piotr Gaworek

Resources: Dominik Augustyn, Maria Pawluczyk, Mateusz Marciniak, Piotr Gaworek

Data curation: Wojciech Niemirski, Alicja Trybuta, Dominik Augustyn, Mateusz Marciniak
Writing - rough preparation: Wojciech Niemirski, Dominik Augustyn, Krzysztof Pawlikowski, Adam Torbicki
Writing — review and editing: Wojciech Niemirski, Michal Korpalski, Krzysztof Pawlikowski
Visualization: Alicja Trybuta

Supervision: Wojciech Niemirski

Project administration: Wojciech Niemirski

All authors have read and agreed with the published version of the manuscript.

Informed consent

Not applicable.

Ethical approval
Not applicable. This article does not contain any studies with human participants or animals performed by any of the authors.

Funding

This research did not receive any external funding like specific grant from funding agencies in the public, commercial, or nonprofit

sectors.

Medical Science 30, €20ms3672 (2026) 5 of 7


https://www.zotero.org/google-docs/?RU1SE8

REVIEW | OPEN ACCESS

Conflict of interest

The authors declare that they have no conflicts of interest, competing financial interests or personal relationships that could have

influenced the work reported in this paper.

Data and materials availability

All data associated with this study will be available based on reasonable request to the Corresponding Author.

REFERENCES

1.

10.

Abdel-Meguid AM, Awad SM, Noaman M, Gawad AMA,
Abou-Taleb D a E. Does chronic urticaria affect quality of
sleep and quality of life? ] Public Health Res
2024;13(2):22799036241243268. doi:10.1177/22799036241243268
Arslan SC, Celik V. Anxiety depression levels, anxiety
sensitivity, and quality of life in children with chronic
spontaneous urticaria: A cross-sectional study. Medicine
(Baltimore) 2024;103(47):e40603. doi:10.1097/md.000000000004
0603

Bangera A, Singh M, Godse K, Patil S. The incidence of
depression and anxiety disorders in spontaneous chronic
urticaria patients. Qatar Med ] 2023;2023(2):16. doi:10.5339/
qm;j.2023.sqac.16

Bansal CJ, Bansal AS. Stress, pseudoallergens, autoimmunity,
infection and inflammation in chronic spontaneous urticaria.
Allergy Asthma Clin Immunol 2019;15(1):56. doi:10.1186/s13
223-019-0372-z

Ben-Shoshan M, Blinderman I, Raz A. Psychosocial factors
and chronic spontaneous urticaria: a systematic review.
Allergy 2012;68(2):131-141. doi:10.1111/all.12068

Choi GS, Nam YH, Park CS, Kim MY, Jo EJ, Park HK, Kim
HK. Anxiety, depression, and stress in Korean patients with
chronic urticaria. Korean ] Intern Med 2020;35(6):1507-1516.
doi:10.3904/kjim.2019.320

Eskeland S, Halvorsen J, Tanum L. Antidepressants have
Anti-inflammatory Effects that may be Relevant to
Dermatology: A Systematic Review. Acta Derm Venerol
2017;97(8):897-905. d0i:10.2340/00015555-2702

Ferreira BR, Pio-Abreu JL, Figueiredo A, Misery L. Pruritus,
allergy and autoimmunity: paving the way for an integrated
understanding of psychodermatological diseases? Front
Allergy 2021;2:688999. doi:10.3389/falgy.2021.688999

Hon KL, Leung AKC, Ng WGG, Loo SK. Chronic urticaria: An
overview of treatment and recent patents. Inflamm Allergy
Drug Discov 2019;13(1):27-37. doi:10.2174/1872213x136661903
28164931

Huang Y, Xiao Y, Jing D, Li ], Zhang J, Chen X, Shen M.
Association of chronic spontaneous urticaria with anxiety and
depression in Adolescents: A mediation analysis. Front
Psychiatry 2021;12:655802. doi:10.3389/fpsyt.2021.655802

Medical Science 30, €20ms3672 (2026)

11.

12.

13.

14.

15.

16.

17.

18.

19.

Huang Y, Xiao Y, Zhang X, Li J, Chen X, Shen M, Huang Y,
Xiao Y, Zhang X, Li J, Chen X, Shen M. A Meta-Analysis of
observational studies on the association of chronic urticaria
with symptoms of depression and anxiety. Front Med
(Lausanne) 2020;7:39. doi:10.3389/fmed.2020.00039

Khoury B, Lecomte T, Fortin G, Masse M, Therien P,
Bouchard V, Chapleau MA, Paquin K, Hofmann SG.
Mindfulness-based therapy: A comprehensive meta-analysis.
Clin Psychol Rev 2013;33(6):763-771. d0i:10.1016/j.cpr.2013.05.
005

Kolkhir P, Bonnekoh H, Metz M, Maurer M. Chronic
spontaneous urticaria. JAMA 2024,332(17):1464.
doi:10.1001/jama.2024.15568

Konstantinou GN, Podder I, Konstantinou G. Mental Health
Interventions in Refractory Chronic Spontaneous Urticaria: A
Call to Expand Treatment Guidelines. Cureus 2025 Mar
29;17(3):e81443. doi:10.7759/cureus.81443

Lindsay K, Goulding J, Solomon M, Broom B. Treating chronic
spontaneous urticaria using a brief “‘whole person’ treatment
approach: a proof-of-concept study. Clin Transl Allergy
2015;5(1):40. doi:10.1186/s13601-015-0082-7

Memet B, Vurgun E, Barlas F, Metz M, Maurer M, Kocatiirk E.
In chronic spontaneous urticaria, comorbid depression linked
to higher disease activity, and substance P levels. Front
Psychiatry 2021;12:667978. doi:10.3389/fpsyt.2021.667978
Ograczyk A, Miniszewska ], Pietrzak A, Zalewska-Janowska
A. Sense of coherence as a protective factor in chronic
urticaria. Adv Dermatol Allergol 2017;2(2):168-173. doi:
10.5114/ada.2017.67084

Oland AA, Booster GD, Bender BG. Integrated behavioral
health care for management of stress in allergic diseases. Ann
Allergy Asthma Immunol 2018;121(1):31-36. doi:10.1016/j.anai.
2018.05.002

Sanchez-Diaz M, Rodriguez-Pozo ]A, Latorre-Fuentes JM,
Salazar-Nievas MC, Alejandro ML, Arias-Santiago S. Sleep
Quality as a Predictor of Quality-of-Life and Emotional Status
Impairment in Patients with Chronic Spontaneous Urticaria:
A Cross-Sectional Study. Int ] Environ Res Public Health
2023;20(4):3508. d0i:10.3390/ijerph20043508

6 of 7



REVIEW | OPEN ACCESS

20. Schut C, Magerl M, Hawro T, Kupfer ], Rose M, Gieler U,
Maurer M, Peters EM]J. Disease activity and stress are linked
in a subpopulation of chronic spontaneous urticaria patients.
Allergy 2019;75(1):224-226. doi:10.1111/all.14015

21. Siiskonen H, Harvima I. Mast cells and sensory nerves
contribute to neurogenic inflammation and pruritus in chronic
skin inflammation. Front Cell Neurosci 2019;13:422. doi:
10.3389/fncel.2019.00422

22. Tat TS. Higher Levels of Depression and Anxiety in Patients
with Chronic Urticaria. Med Sci Monit 2019;25:115-120. doi:
10.12659/msm.912362

23. Tomaszewska K, Stodka A, Tarkowski B, Zalewska-Janowska
A. Neuro-Immuno-Psychological aspects of chronic urticaria.
J Clin Med 2023;12(9):3134. d0i:10.3390/jcm12093134

24. Vojvodic P, Vlaskovic-Jovicevic T, Vojvodic J, Vojvodic A,
Sijan G, Dimitrijevic S, Peric-Hajzler Z, Matovic D, Wollina U,
Tirant M, Van Thuong N, Fioranelli M, Lotti T. Psychotherapy
role in treatment of chronic spontaneous urticaria in a 32 years
old female patient. Open Access Maced ] Med Sci
2019;7(18):3118-3120. d0i:10.3889/0amjms.2019.773

25. Wilczynska D, Lysak-Radomska A, Podczarska-Gltowacka M,
Zajt J, Dornowski M, Skonieczny P. Evaluation of the
effectiveness of relaxation in lowering the level of anxiety in
young adults — a pilot study. Int ] Occup Med Environ Health
2019;32(6):817-824. d0i:10.13075/ijomeh.1896.01457

26. Zuberbier T, Latiff AHA, Abuzakouk M, Aquilina S, Asero R,
Baker D, Ballmer-Weber B, Bangert C, Ben-Shoshan M,
Bernstein JA, Bindslev-Jensen C, Brockow K, Brzoza Z, Neto
HJC, Church MK, Criado PR, Danilycheva IV, Dressler C,
Ensina LF, Fonacier L, Gaskins M, Gaspar K, Gelincik A,
Giménez-Arnau A, Godse K, Gongalo M, Grattan C, Grosber
M, Hamelmann E, Hébert ], Hide M, Kaplan A, Kapp A,
Kessel A, Kocatiirk E, Kulthanan K, Larenas-Linnemann D,
Lauerma A, Leslie TA, Magerl M, Makris M, Meshkova RY,
Metz M, Micallef D, Mortz CG, Nast A, Oude-Elberink H,
Pawankar R, Pigatto PD, Sisa HR, Gutiérrez MIR, Saini SS,
Schmid-Grendelmeier P, Sekerel BE, Siebenhaar F, Siiskonen
H, Soria A, Staubach-Renz P, Stingeni L, Sussman G, Szegedi
A, Thomsen SF, Vadasz Z, Vestergaard C, Wedi B, Zhao Z,
Maurer M. The international EAACI/GA2LEN/EuroGuiDerm/
APAAACI guideline for the definition, classification,
diagnosis, and management of urticaria. Allergy 2022;77(3):
734-766. doi:10.1111/all.15090

Medical Science 30, e20ms3672 (2026)

7 of 7



