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Evaluation of Fibromyalgia Frequency in Chronic Urticaria Patients and Its
Association with Urticaria Severity

Kronik Urtiker Hastalarinda Fibromiyalji Sendromu Sikhginin Degerlendirilmesi

Emine Miige ACAR' " Senem $AS?

0z

Amag: Kronik trtiker, nedeni tam olarak aydinlatilamamig kasintihi bir deri hastaligidir. Otoimmiinite ve psikojenik faktorlerin de
patogenezde rolii olabilecegi diisiiniilmektedir. Fibromiyalji sendromu (FMS) psikojenik nedenlerle iliskili olabilecegi diistiniilen bir
romatizmal hastaliktir. Caliymamizda kronik tirtiker hastalarinda FMS siklig1 ve siddetini arastirmay: ve kronik iirtikere eslik eden
fibromiyalji varliginin klinik 6zelliklere ve dermatoloji yasam kalitesine etkisini degerlendirmeyi planladik.

Araglar ve Yontem: Calismaya kronik iirtiker tanis1 almis ve sistemik hastalik dykiisti olmayan 100 hasta, yas ve cinsiyet agisindan
eslestirilmis 100 saglikli kontrol dahil edildi. Urtiker siddeti dermatoloji yasam kalite indeksi skorlar1 (DYKI) hesaplanarak deger-
lendirildi. Klinik siddet ve fonksiyonel disabilite durumlari vizuel analog skala (VAS) ve fibromiyalji etki anketi (FIQ) ile deger-
lendirildi.

Bulgular: Hasta grubunun yag ortalamasi 37.7+1.32, kontrol grubunun ise 40.7+11.2 olarak saptandi (p=0.09). Hasta grubundaki FMS
siklig1 (%45) kontrol grubundan (%13) istatistiksel olarak anlamli sekilde yiiksekti (p=0.00). Kronik {irtiker siiresi FMS'li hastalarda
istatistiksel olarak anlamli derecede yiiksek bulundu(p=0.001). FIQ ve DLQI degerleri arasinda istatistiksel olarak anlamli korelasyon
saptandi (p=0.019). Hasta ve kontrol grubunda FMS siireleri, VAS ve FIQ agisindan istatistiksel olarak anlamli fark saptanmadi
(p=0.432, p=0.201, p=0.332).

Sonug: Kronik iirtiker hastalarinda FMS sikligimin artmis oldugunu goriilmektedir. Bu sonug kronik iirtiker patogenezindeki nérome-
diatorlerin kronik donemdeki etkileriyle iliskili olabilir.

Anahtar Kelimeler: fibromiyalji; kasintt; kronik tirtiker; nérojenik inflamasyon; yasam kalitesi
ABSTRACT

Purpose: Chronic urticaria is a skin disease with unknown etiology. Autoimmunity and psychogenic factors have been suggested to
play a role in pathogenesis. Fibromyalgia is a rheumatic disease that may be associated with psychogenic factors. The aim of the study
was to determine the frequency and severity of fibromyalgia and the effect of fibromyalgia coexistence on clinical features and der-
matology life quality index in urticaria patients.

Materials and Methods: One hundred patients with chronic urticaria and no history of any systemic disease and 100 age- and sex-
matched healthy controls were included. Urticaria severity was evaluated by the dermatology life quality index (DLQI). Clinical se-
verity and disability status were evaluated by the visual analog scale (VAS) and fibromyalgia impact questionnaire (FIQ).

Results: The mean age of the chronic urticaria patient group was 37.7+1.32, and that was 40.7+11.2 in the control group (p=0.09).
Fibromyalgia frequency (45%) in the chronic urticaria group was significantly higher than in the control group (13%) (p=0.00). The
duration of chronic urticaria was significantly higher in the patients with FMS than in the patients without FMS (p=0.001). There was
a statistically significant correlation between FIQ and DLQI (p=0.019). No significant differences in terms of FMS durations, VAS,
and FI1Q values were detected between groups (p=0.432, p=0.201, p=0.332).

Conclusion: High frequency of fibromyalgia in chronic urticaria patients was found. This may be related to the chronic effect of
neuromediators involved in chronic urticaria pathogenesis.
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INTRODUCTION

Urticaria is a skin disease characterized by erythematous
and edematous plaques. Chronic urticaria is a type of urti-
caria that lasts more than 6 weeks. Autoimmunity, drugs,
infections, food, and malignancies have been proposed to
play a role in the etiology of chronic urticaria.® In addi-
tion, psychogenic factors are also thought to play a role in

chronic urticaria etiopathogenesis.*

Fibromyalgia syndrome (FMS) is a rheumatic disease
characterized by widespread chronic pain and tender
points in specific regions. FMS is more commonly seen in
female patients. FMS and chronic urticaria show similari-
ties since psychogenic factors play a role in the pathogen-
esis of both diseases.>” Data revealing that neurogenic in-
flammation plays a role in the pathogenesis of both dis-
eases exist.210 Variable results have been obtained in the
studies investigating the association between chronic urti-
caria and fibromyalgia. In some studies, the frequency of
FMS in chronic urticaria patients was found to be higher
than in healthy controls, while reports revealing that the
frequency of FMS is not different from that of the normal
population also exist.* The evaluation of chronic urticaria
and FMS association is essential for the determination of
the triggering factors and targeted mechanisms in urticaria
treatment. In our study, we aimed to evaluate the effect of
accompanying fibromyalgia on the clinical features of ur-
ticaria and dermatology life quality index by examining

the frequency and severity of FMS in urticaria patients.

MATERIALS and METHODS

In this cross-sectional and controlled study, we included
100 chronic urticaria patients (31 male, 69 female) with
disease duration of longer than 6 weeks and with no history
of diabetes, malignancy, rheumatologic, endocrinological,
cardiovascular, cerebrovascular, inflammatory disease and
alcohol consumption and age and sex-matched 100 healthy
controls (31 male, 69 female) were included. The patients
who were previously diagnosed with FMS were not in-
cluded. The patients diagnosed with depression and using
antidepressant and anticonvulsant (gabapentin, pregabalin

vs.) treatment were not included.

The demographic data of the patients, chronic urticaria and
FMS durations, coexisting diseases and drug use were rec-
orded. Before starting the study, ethics approval was ob-
tained from the Clinical Research Ethics Committee of Ahi
Evran University (Approval Date: 23.05.2017 Approval
number: 2017-09/84). The study was conducted according
to the Principles of the Helsinki Declaration. Food, drug,
stress, and infections were questioned as triggering factors.
Dermatology life quality index scores were calculated to
detect urticaria severity. The Dermatology life quality in-
dex questionnaire is a life quality scale widely used in de-
termining the severity of dermatologic diseases.*>® The
validation of the Turkish version of the DLQI was per-
formed by Ozturkcan et al.*® There are ten questions with
4 possible answers related to the effect of the dermatolog-
ical disease on the social and physical activities of the pa-
tient in the questionnaire. The questionnaire includes ques-
tions regarding symptoms and feelings, daily activities,
leisure, work and school life, personal relationships, and
treatment. The maximum value of Dermatology life qual-
ity index questionnaire scores is 30, and the minimum

value is 0. The high values show low life quality.

In our study, VAS scale, which was developed by Price et
al., was used to determine the pain severity related to FMS.
In this scale, the severity of pain was determined as num-
bers between 0 and 10. The number 0 refers to no pain, 1-

4 mild pain, 5-6 moderate pain, and 7-10 severe pain.141°

All the patients were evaluated by a Physical Medicine and
Rehabilitation specialist and diagnosed with FMS
according to the 2010 ACR (American College of
Rheumatology criteria).*® The criteria consisted of the
Widespread Pain Index (WPI), computed as the number of
areas in which the patient felt pain in the last week, and a
Symptom Severity Scale (SSS), in which, apart from the
number of somatic symptoms in general, fatigue, waking
unrefreshed and cognitive symptoms are considered
cardinal symptoms in the diagnosis of FMS. To satisfy the
2010 criteria, patients have to meet: (1) WPI>7 and SSS>5
or WPI between 3-6 and SSS>9; (2) presence of symptoms
at a similar level for at least 3 months; and (3) absence of

other disorders that would explain the pain.*6
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The patients who were diagnosed with FMS were exam-
ined for the severity of FMS. The clinical severity of FMS
and functional disability were evaluated with a validated
Turkish version of the Fibromyalgia Impact Questionnaire
(FIQ)Y. FIQ includes ten questions referring to pain sever-
ity, daytime fatigue, morning tiredness, stiffness, anxiety,
and depression. Low scores point to the low effect of the

disease.17-18

Statistical Analysis

The analysis of the obtained statistical data was performed
with the SPSS version 21.0 software program (IBM Corp
Armonk NY, USA). The sample size of the study was cal-
culated with power analysis that was performed with G
power 3.1.9.6 (Franz Faul, Universitat Kiel Germany). The
minimum size of the total sample size was calculated to be
197 patients with power analysis in which w=0.20, power
(1- beta)=0.80, degree of freedom =1, and the effect size
was taken for the Chi-square test. Power analysis was per-
formed for independent groups t-test when the effect size
was taken as d=0.45, power (1- beta) was taken as=0.85,
and the minimum sample size was calculated as 180 cases.
In this study, when these minimum sample sizes were
taken into consideration, the sample size was determined

as 200 patients.

Categoric variables were stated as numbers and percent-
ages, while numeric values were stated as mean=+standard
deviation, median, and minimum and maximum values.
For comparison of categoric variables, the Chi-square test,
for comparison of mean values, independent samples t-
test, and for comparison of median values, Mann-Whitney
U test was used. The Pearson correlation test was used to

analyze the correlation between groups.

RESULTS

In our study, 100 chronic urticaria patients (31 male 69 fe-
male) and age and sex-matched healthy controls (31 male
69 female) were included. The mean age of the patients
was detected as 37.7+1.32 and 40.7+11.2 in the control
group. No statistical significance was detected between
groups in terms of age and sex (p=0.09, p=1.00, respec-
tively). Gastritis was present in 8 patients, allergic rhinitis

in 12 patients, asthma in 5 patients, and vertigo in 5 pa-
tients. As triggering factors, stress was detected in
T7(77%) of the patients, food in 17(17%), and infections
in 5(5%) patients (3 patients with upper respiratory tract
infections. In 2 patients, urinary infections and in 3 pa-
tients (3%), drug use were found to be associated with
chronic urticaria. 2 patients were using amoxicillin-clavu-

lanic acid, 1 patient was using lansoprazole.

In the patient group, 45(45%) patients and 13(13%) cases
in the control group were diagnosed with FMS. In the pa-
tient group, FMS frequency was statistically significantly
higher than in the control group (p=0.00). In the patient
group, the majority of the patients diagnosed with FMS
were composed of female patients (n=34, 75.5%). Simi-
larly, the majority of the patients diagnosed with FMS in
the control group were composed of female patients (n=12,
92.3%). In the patient group, urticaria duration was
27.945.1 months, while FMS duration was 28.7+3.59
months. No significant difference in terms of FMS and ur-
ticaria duration was detected (p=0.902). In the control
group, the duration of FMS was detected as 33.0+2.61
months, and no statistically significant difference in terms
of FMS was detected between groups (p=0.432). The mean
value of the FIQ score was detected as 42.3+2.82 and
49.1+6.05 in the patient and the control group, respectively
(Table 1). The median value of VAS score in the patient
group was 7(3-10) and 5(2-10) in the control group. No
statistically significant difference was detected in terms of
F1Q and VVAS scores between groups (p=0.332, p=0.201)
(Table 1). There was a statistically significant correlation
between FIQ and DLQI values (p=0.019).

When patients with FMS and without FMS in the study
group were compared, the mean age of the patients with
FMS was 40.5+13.31, while patients without FMS were
35.4+12.71. No significant difference between DLQI val-
ues of patients with FMS and without FMS was detected
(p=0.763). No significant difference between the mean age
values was detected between groups (p=0.057). No signif-
icant difference in gender distribution was found between
patients with FMS and without FMS groups (p=0.097).
Chronic urticaria duration in patients with FMS group was
40.0+46.3 months and 16.76+16.70 months in patients
without FMS group. Chronic urticaria duration in patients
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with FMS group was significantly higher than in patients
without FMS group (p=0.001) (Table 2).

Tablo 1. Demographic and clinical characteristics of patient and
control groups

8 Patient Control
Variables group group
Age 37.7£1.32  40.7+11.2 0.090
FMS cases 45 13 0.000
Chronic urticaria duration 27.945.1 )
(months)
FMS duration ( months) 28.7£3.59  33.0+£2.61 0.432
DLQI 10.41+0.70 -
FIQ 4234282 49.1+6.05 0.332
VAS 7 (3-10) 5 (2-10) 0.201

DLQI: Dermatology life quality index, FIQ: Fibromyalgia impact question-
naire, VAS: Visual analog scale, p<0.05 was accepted as statistically sig-
nificant

Table 2. Demographic and clinical characteristics of the patients
with FMS and the patients with and without FMS in chronic urti-
caria patient groups

The patients  The patients

Ve with FMS  without FMs  P-value
Age 4051331 354:12.71  0.057
Gender

Female 34 33 0.097
Male 11 22

Chronic urticaria — . 46 3 16.76£16.70  0.001
duration : : ) . ’
DLOI 10.6446.87  10.22+7.03 0763

DLQI: Dermatology life quality index, p<0.05 was considered statistically
significant

DISCUSSION

Chronic urticaria and FMS are clinical conditions whose
etiopathogenesis has not been completely elucidated yet.
Chronic urticaria has been shown to coexist with various
stress-related diseases. Psychosocial, behavioral, and neu-
robiological factors have been suggested to play a role in
FMS development.'® Increased frequency of some skin
diseases have been reported in FMS patients. In a study by
Erdogan et al., the frequency of xerosis, dermographism,
lichen simplex chronicus, neurotic excoriation, and sebor-
rheic dermatitis and pruritus, burning and stinging sensa-

tion were reported to be higher in FMS patients.?°

Neuroinflammation is thought to play a role in the etiology
of chronic urticaria and FMS. This suggests a close rela-
tionship between chronic urticaria and FMS.2:-?” There are
some studies that reveal an increased frequency of FMS in
chronic urticaria patients, while studies suggesting no dif-
ference in the frequency of FMS compared to normal pop-
ulation also exist.>"1! In our study, the frequency of FMS
in the chronic urticaria patient group (45%) was statisti-
cally significantly higher than in the control group (13%).
This frequency was higher than those in Mathkor et al.

(%34.1) and Oktayoglu et al. (%32.5) but lower than in
Toressani et al. (70%) 7 Toressani et al. stated that this
result was unexpectedly high as the frequency of fibrom-
yalgia was 2.2% in the general population. It is also nota-
ble that the frequency of fibromyalgia in the control group
was higher than in the study of Toressani et al. This result
may be related to different geographic and demographic

characteristics of the study population.

Torresani et al. reported that FMS-related symptoms, such
as pain, started before the initiation of urticaria, and this
suggests that chronic urticaria development may be the re-
sult of neurogenic inflammation in FMS.¢ Differing from
the study by Torresani et al., no statistically significant dif-
ference was detected between chronic urticaria and FMS
durations in chronic urticaria patients. The result that no
significant difference was detected in FMS durations be-
tween the patient and the control groups reveals that the
presence of chronic urticaria is not a risk factor for early
development of FMS compared to healthy controls. In a
study by Goziibiiyiikogullari et al. Chronic urticaria dura-
tions in the patients with FMS were foud to be higher than
in the patients without FMS, but this was not statistically
significant. Contrary to this study, the finding that chronic
urticaria duration in the patients with FMS was signifi-
cantly higher than in the patients without FMS may result
from the high number of cases in the control group. This
result suggests that the long-term effect of the mediators
playing a role in chronic urticaria may also play a role in
the development of FMS. The finding that there is no sig-
nificant difference in the DLQI values in the patients with
and without FMS suggests that the severity of chronic ur-
ticaria is not higher in the patients with FMS. In our study,
similar to that of Goziibiiyiikogullart et al., no significant
difference between the mean age values of the patients
with and without FMS was detected. This finding suggests
that age does not affect the development of FMS.

Autoimmunity is a condition that accompanies both
chronic urticaria and FMS. Especially chronic inflamma-
tory diseases such as SLE are commonly seen in both dis-
eases.?®3! Goziibilyiikogullar: et al. reported that the pa-
tients with FMS had a higher percentage of thyroid auto-
immunity than the patients without FMS, but the results
were not statistically significant. In our study, the presence
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of chronic inflammatory disease was taken as an exclusion
criterion, and autologous serum skin test and thyroid auto-

immunity were not evaluated.

Similar to the study of Yener et al., the detection of corre-
lation between FIQ and DLQI suggests that common path-
ogenetic pathways play a role in both diseases.®? Yener et
al. reported higher FIQ and VAS values in chronic urti-
caria patients than in healthy controls. In our study, the fact
that no difference was detected between FIQ and VAS val-
ues between groups reveals that the presence of chronic
urticaria does not cause an increase in the severity of FMS.

The limitations of the study include a small number of pa-
tients in a rural region and the absence of an evaluation of
autologous serum skin test and thyroid antibodies. Also,
specific scales such as the Pittsburgh sleep quality index,
which measures sleep quality and sleep disturbance, and
the Multidimensional Assessment of Fatigue (MAF) scale
were not used.® In addition, anxiety and depression were
not examined. The absence of an evaluation of distress
with anxiety and depression scales is also among the limi-
tations of the study.

In conclusion, the results obtained in our study revealed
that the frequency of FMS in chronic urticaria is higher
than in healthy controls. These findings are in line with the
literature. FMS development in chronic urticaria patients
may be related to the chronic term effects of neuromedia-
tors in chronic urticaria. The triggering of the diseases with
psychogenic factors and the role of neuroinflammation in
etiopathogenesis suggest that chronic urticaria and FMS
are closely related. Further studies investigating the asso-

ciation between chronic urticaria and FMS are warranted.
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