JECM 2022/7

ZAZA TELIA, KETEVAN MACHAVARIANI, ALEXANDER Z. TELIA, ALEXANDER A. TELIA
INSOMNIA IN PATIENTS WITH URTICARIA AND ATOPIC DERMATITIS
Department of Allergology and Clinical Immunology, Tbilisi State Medical University, Tbilisi, Georgia
Doi: https://doi.org/10.52340/jecm.2022.07.20

8585 029000, Jlgor9506 Jodog0600b0, oenggbobo®g 8. mgemos, oengbobe®g o. mgemos
S(hm307G0 g@dohoheb o §mbanme yGh0 0600l gogemgbs ndoemmdsdy
OOE)OQ)O[)O[J bobSQ)BGO({;m bOHSQOBOGC‘O 360386b00800b 0@86)80’)@(’0800[}0 QO 3@060336)0 083600@(‘0800[5
Qg&)ﬁ)(i)oassoo, mboqmbo, bodoém.gg@m

éq80md

ndocmmds dogemlb Bbmagemomdo QGUbgbbsoq?)asoosmo 3603d3690mm30b Gomegbmosl (10-20%).
ob dgodemgdo godmBggnemo oym IGogoemo 306r39eWOEO  EO93Eg0m, oo dmEnl, ShHm3oy&o
Qgéao(bod)omo Qo démGosU@o bBMEOoEUé,o Ué(bosoémooo. 3336 80860@ @osobabgm 33&33[}503@0
303306)0 UJOQMBQUO o 03 mb @0030@350[) dméals. 330930 5000(4)@0 2020-2021 6.8. ooboq)obob
Lobgem8Boogem Lodgeon(z0bm 3boggeLogghel 3em0bo398da; ol Bmozoges byem 180 3o;309b6dL (35353530
56, dgocmo 124): 74-b oshm3onto gédohohoo (AD) oo 106-b gémbognmo néiezo600m (CSU);
Bothotrgdyemo godm3gemggom 396 odbo ooldnégdymmo BobolBotr ggbgéotgonemon byemmgobo
303000’:830 RY:| 8@8m8063m6amo Imérolb bo3oéon@m 3o3aoéob oéoébgbmbob 33[)0536. 8°8°°3Q’°6Q’°’
6md AD-obo o CSU-ab 8dm63 3063&) bosmﬁ(gécn@oo 333030%5 33@06)36000 35006@000 doq)ob

Introduction

Insomnia affects a considerable number (10-20%) of people worldwide [18]. The cause of this
disease is still unknown. Described only its clinical forms: occurrence falling asleep, staying asleep, waking
up early or a lack of sleep despite opportunities to sleep [2, 4]. Many primary clinical diseases may underlie
the occurrence of these symptoms. Among them may be atopic dermatitis and chronic spontaneous
urticaria [13, 14], which, in turn, are multifactorial conditions and are determined by many hormonal
fluctuations, psychological stress, infectious diseases and triggers [12]. Atopic dermatitis and chronic
urticaria worldwide affect 10 and 30% of the population.

Many recent studies confirm that chronic urticaria and atopic dermatitis is often accompanied by
neuropsychiatric problems such as anxiety, depression and insomnia [1]. However, a causal relationship
between these two pathological conditions has not yet been established [7]. Our recent logistic regression
studies confirmed that anxiety and depression could be predictive risk factors for developing atopic
dermatitis and chronic urticaria [19].

Therefore, in this study, we were tasked with studying the relationship between sleep disorders,
atopic dermatitis, and chronic urticaria and determining the feasibility of adding this risk factor to the
previous two (anxiety and depression) to increase their combined predictive power.

Methods

To achieve this goal, we formulated a null hypothesis: atopic dermatitis and chronic urticaria are
not associated with sleep disorders. This hypothesis was tested according to a case-control protocol.
Randomly selected subjects were divided into three groups.

The control group consisted of persons without acute and chronic skin diseases. And the second
group consisted of people suffering from atopic dermatitis and chronic urticaria. The medical records of
all subjects were carefully reviewed and interviewed using standardized questionnaires to assess the nature
and severity of their insomnia.

The Insomnia Severity Index (ISI) was assessed on three dimensions. The ISI is a 7-item self-report
questionnaire assessing the nature, severity, and impact of insomnia: Severity of sleep onset, sleep
maintenance and problems with early morning awakenings, sleep dissatisfaction, interference of sleep
problems with daytime functioning, visibility of sleep problems by others, and distress caused by sleep
problems. Each item is scored on a 5-point Likert scale (e.g., 0 = no problem; 4 = very serious problem),
giving an overall score from 0O to 28. The total score is interpreted as follows: no insomnia (0-7);
subthreshold insomnia (8-14); moderate insomnia (15-21); and severe insomnia (22-28) [15, 16]. To
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measure the severity of itching, patients were asked to rate their itching on a visual analogue scale (VAS)
from 1 (no itching) to 10 (unbearable itching). An itch score > 4 was considered significant [17].

Statistical analysis

Statistical analysis was performed using software version 25 SPSS and Review Manager 5.4.1.
Comparison between all the studied groups and subgroups was carried out by the graphical Forest plot
method using Odds ratios (ORs), and Standard mean difference (SMD) utilized a 95% confidence interval,
with a p-value lower than 0.05 considered significant. The analysis was carried out in 5 subgroups, which
made up two main groups: In the first group (consisting of three subgroups), descriptive characteristics of
the studied subjects, a comparative assessment of the manifestation of insomnia in different groups, as well
as the use of medications affecting the sleep process by patients were evaluated. The second group
(consisting of two subgroups) presents the demographic parameters of patients and the nature and severity
of sleep disturbance.

Results

The study included 180 patients (men 56, women 124) suffering from Atopic Dermatitis (AD) —
74 and Chronic Spontaneous Urticaria (CSU) — 106; the patients were divided into two main groups: The
first group (Table 1) was recruited from 3 subgroups in which data were compared using relative
measurements (Odds ratio - OR); The second group (Table 2) included two subgroups in which data
analysis was carried out using Standardized mean difference (SMD). All patients were asked to fill out the
appropriate questionnaires.

Tab 1. Comparing the number of participants in demographic, insomnia and H1A users subgroups

n/N n/N Odds Ratio (Non-event) Odds Ratio (Non-event)
Study or Subgroup Events Total Events Total M.H,Random, 95% Cl 11.H, Random, 95% CI
3.1.1 Descriptive characteristics of groups.
Men (AD vs CSU) 23 74 27 106 0.5310.28,1.01) =
Women (AD vs CSU) 45 74 79 106 1.8910.99,3.57) [l
Overweight (AD vs CSU) 29 74 31 106 0.64(0.34,1.20) =hh
Prurutus (AD vs CSU) sl 74 86 106 0.18(0.05, 0.64) S —
3.1.218I (Clinical insomnia)
I1SI_AD vs control 58 74 §5 120 0.23(0.12,0.45) A Pt
ISI_CSU vs control 79 106 71120 0.5010.28,0.87] i
ISI_ADvs CSU 58 74 65 106 0.440.22, 0.86) S
3.1.3 Use of antihistamines
H1A (AD vs control 65 74 15 120 0.020.01, 0.05] m—
H1A{CSU vs control) 56 106 15 120 0.13(0.07,0.25) )
H1A (2D vs CSU) 70 74 80 106 0.18(0.06, 0.53) —

0.005 0.1 10 200

AD = Atopic Dermatitis; CSU = Chronic Spontaneous Urticaria; ISI = The Insomnia Severity Index; HIA = HI-
Antihistamines; BMI = Body Mass Index

Tab 2. Comparing the SMD of age, BMI, ISI and pruritus severity in subgroups

Atopic dermatitis Chronic urticaria  Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Random, 95%CI IV, Random, 95% CI
1.1.1 Demographic date
Age, years, 43 164 74 472 124 106 -0.29 [-0.59, 0.00) -
BMI kgim2 258 39 74 264 53 106 -0.13[0.42,0.17) —r=
1.1.2 Descriptive characteristics of the insomnia severity
1SI_clinical 15.2 36 74 184 32 106 -0.85[-1.26,-0.63) T B
Pruruius 58 16 74 B85 23 1086 -0.34 0.64,-0.04] —

-2 1 0 1
Aopicdermatiis Chronicurticaria

4

BMI = Body Mass Index; ISI=The Insomnia Severity Index

Data comparison in groups and subgroups showed no significant difference in age, sex and body
mass index (BMI). Patient age ranged from 18 to 77 years, with a mean of 43.0 years for patients with AD
and 47.2 years for patients with CSU (SMD =-0.29, 95% CI -0.59, 0.00). BMI ranged from 17 to 42 kg/m2
with a mean of 25.8 kg/m2 in AD and 26.4 kg/m2 in CSU (SMD = -0.13, 95% CI -0.42, 0.17). The presence
of insomnia and its severity were assessed in both main groups by binary and continuous variables (Table
2).
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When comparing groups according to binary variables, it was established that compared to the
control group, patients with AD (OR=0.23, 95% CI 0.12, 0.45) and CSU (OR=0.50, 95% CI 0.28, 0.87) had
more frequent sleep disturbances. A similar trend was observed between groups of AD and CSU (OR=0.44,
95% CI 0.22, 0.86), see Table 1. The second subgroup of the second group presents a comparative
characteristic (according to the SMD index) of the severity of insomnia in patients with atopic dermatitis
and chronic spontaneous urticarial. These data show a significant difference in the presence of insomnia
and pruritus in the compared groups in favor of AD compared with CSU (SMD = -0.95, 95% CI -1.26, -
0.63), (SMD = -0.34, 95% CI -0.64, -0.04), and thus coincide with the results obtained using the binary
outcomes, see Table 2.
Since patients with AD and CSU most commonly use antihistamines, which can interfere with
sleep, we analyzed the use of these drugs in our study patients. The analysis confirmed that individuals
with atopic dermatitis and chronic urticaria used mentioned medications more frequently (OR=0.02, 95%
CI 0.01, 0.05) than those in control (OR=0.13, 95% CI 0.07, 0.25) groups (OR=0.18, 95% CI 0.06, 0.53). At
the same time, patients with AD are prone to use antihistamines compared to those with CSU (OR=0.18,
95% CI 0.06, 0.53), see Table 2.
Discussion
It is well known that many people worldwide have insomnia, which often accompanies many
conditions, including chronic skin diseases. In the present study, we attempted to determine the
association of insomnia with common chronic skin diseases (atopic dermatitis and chronic spontaneous
urticaria), which, according to many studies, are associated with various mental disorders. Our results
indicate that AD and CSU may influence the onset and severity of insomnia. However, it should always
be taken into account that these diseases last for many years, and, as a rule, patients self-medicate as they
are not satisfied with the results of the proposed treatment [1, 13].
Our study confirmed the existence of such a phenomenon. It turned out that patients included in
the study groups constantly took various drugs (antihistamines, sedatives and antidepressants) to suppress
itching and improve sleep. Therefore, we compared these groups with each other and with the control
group.
Unlike other authors [1, 5, 8, 9, 14], this study did not find any correlation between gender, age, and
BMI. Differences between the two diseases were observed regarding pruritus and sleep quality. However, it
is impossible to objectively interpret these results against the background of the use of these drugs (affecting
itching and sleep). Our data are consistent with the data of other authors, which confirm the presence of
pruritus and sleep disturbances in individuals with AD and CSU [6, 10, 11].

Conclusion

In our study, we rejected the null hypothesis and confirmed the presence of sleep disorders and
pruritus in patients with AD and CVS, which may influence the course of these disorders. This trend is
especially pronounced in patients with atopic dermatitis. We were unable to confirm the usefulness of using
this risk factor for predicting (logistic regression) these diseases because the studied patients usually used
drugs that affect the sleep process. Based on the foregoing, it is advisable to conduct additional repeated
studies.

References:

1. Caroline M. Matthias D. Hans-Giinter W. Petra S., Sleep Disturbance in Patients with Urticaria and Atopic
Dermatitis: An Underestimated Burden. Acta Derm Venereol 2020; 100: adv00073;

2. Gaig P, Olona M, Munoz Lejarazu D, Caballero MT, Dominguez F], Echechipia S, et al. Epidemiology of
Urticaria in Spain. Journal of Investigational Allergology & Clinical Immunology 2004; 14(3):214-20.
[PUBMED: 15552715];

3. Hanifin M, Rajka G. Diagnostic features of atopic dermatitis. Acta Derm Venereol 1980; suppl 92: 44—47;

4. Hellgren L. The prevalence of urticaria in the total population. Acta Allergologica 1972; 27(3):236-40.
[MEDLINE: 4678809];

5. Henriette R. Katja B. Andrea Bauer. Treatment satisfaction in chronic urticaria during guideline-based
therapy. Journal of the German Society Dermatology. DOI: 1111/ddg.14415. 1610-0379/2021;



JECM 2022/7

6. Hye-Jin Ahnl, et al. 1. Bark-Lynn Lew5 Cross-sectional study of psychiatric comorbidities in patients with
atopic dermatitis and nonatopic eczema, urticaria, and psoriasis. Neuropsychiatric Disease and Treatment
2019:15 1469-1478;

7. Irwin MR, Olmstead R, Carroll JE. Sleep disturbance, duration, and inflammation: a systematic review and
meta-analysis of cohort studies and experimental sleep deprivation. Biol Psychiatry 2016; 80: 40-52;

8. Jensen P, Zachariae C, Skov L, Zachariae R. Sleep disturbance in psoriasis: a case-controlled study. Br ]
Dermatol 2018; 179: 1376-1384;

9. Kaaz K, Szepietowski JC, Matusiak L. Influence of itch and pain on sleep quality in atopic dermatitis and
psoriasis. Acta Derm Venereol 2019; 99: 175-180;

10. Kaaz K, Szepietowski JC, Matusiak L. Influence of itch and Pain on sleep quality in patients with
hidradenitis suppurativa. Acta Derm Venereol 2018; 98: 757-761;

11. Kulthanan K, Chiawsirikajorn Y, Jiamton S. Acute urticaria: etiologies, clinical course and quality of life.
Asian Pac ] Allergy Immunol 2008; 26: 1-9;

12. Levin ], Friedlander SF, Del Rosso JQ. Atopic dermatitis and the stratum corneum: part 2: other structural
and functional characteristics of the stratum corneum barrier in atopic skin. ] Clin Aesthet Dermatol 2013;
6: 49-54;

13. Maurer M, Staubach P, Raap U et al. ATTENTUS, a German online survey of chronic urticaria patients
highlighting the burden of disease, unmet needs and real-life clinical practice. Br ] Dermatol 2016; 174(4):
892-4;

14. Maurer M, Weller K, Bindslev-Jensen C, Gimenez-Arnau A, Bousquet PJ, Bousquet J, et al. Unmet clinical
needs in chronic spontaneous urticaria. A GA(2)LEN task force report. Allergy: European Journal of Allergy
and Clinical Immunology 2011; 66(3):317-30. [EMBASE: 2011077490];

15. Miner B, Kryger MH. Sleep in the aging population. Sleep Med Clin 2017; 12: 31-38;

16. Morin CM; Belleville G; Bélanger L; Ivers H. The insomnia severity index: psychometric indicators to detect
insomnia cases and evaluate treatment response. SLEEP 2011; 34(5):601-608;

17. Reich A, Heisig M, Phan NQ, Taneda K, Takamori K, Takeuchi S, et al. Visual analogue scale: evaluation of
the instrument for the assessment of pruritus. Acta Derm Venereol 2012; 92: 497-501;

18. Sarbijt S. Chronic urticaria: clinical manifestations, diagnosis, pathogenesis, and natural history.
www.uptodate.com/contents/chronic urticarial clinical manifestations diagnosis pathogenesis and natural
history/ source=see_link&anchor=H23#H25) (accessed 13 March 2014);

19. Telia Z., Anxiety and depression in predicting the risk of chronic spontaneous urticaria (CSU) and atopic
dermatitis (AD), in publish.

ZAZA TELIA, KETEVAN MACHAVARIANI, ALEXANDER Z. TELIA, ALEXANDER A. TELIA
INSOMNIA IN PATIENTS WITH URTICARIA AND ATOPIC DERMATITIS
Department of Allergology and Clinical Immunology, Tbilisi State Medical University, Tbilisi, Georgia

SUMMARY

Insomnia affects a considerable number (10-20%) of people worldwide. Many primary clinical
diseases may underlie the occurrence of these symptoms. Among them may be atopic dermatitis (AD) and
chronic spontaneous urticarial (CSU). A causal relationship between these two pathological conditions
has not yet been established. We were tasked with studying the relationship between sleep disorders, AD
and CSU, and determining the feasibility of adding this risk factor to the previous two (anxiety and
depression) to increase their combined predictive power. The study was conducted in 2020-2021 years. at
the clinics of TSMU. The study included 180 patients (men 56, women 124) suffering from AD (74) and
CSU (106); we could reject the null hypothesis of an association between sleep disturbances and AD and
CSU. It was found that individuals with atopic dermatitis and chronic urticaria had significant sleep
disturbances compared with the control group. Therefore, we consider it reasonable to conduct additional
repeated studies on more homogeneous scientific groups.
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