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Abstract
Background: According to the cause, chronic urticaria is most frequently di-
vided into autoimmune and idiopathic urticaria. Aim of the paper was to deter-
mine the frequency of autoimmune urticaria using autologous serum skin test-
ing and a comparative analysis of chronic idiopathic and chronic autoimmune 
urticaria by disease course, severity and most common comorbidities.
Methods: Analysis covered 64 adult patients of both sexes with chronic urti-
caria, divided into two groups according to their positivity in autologous serum 
skin testing (group I with positive test and group II with negative test). General 
haematological and biochemical parameters, antithyroid antibodies, hepatitis 
serum markers, Helicobacter pylori and Borrelia burgdorferi antibodies were 
performed for patients in both groups. First group patients were treated by au-
tologous blood therapy (autohaemotherapy). The analytical statistical tool SPSS 
(Statistical Product and Service Solutions) version 20 for descriptive statistics 
and statistical methods was used. The significance level used was p = 0.05.
Results: The frequency of positive autologous serum test in total population of 
patients with chronic urticaria was 43.8 %. The average duration of urticaria 
was 20 months in both groups. Statistically significant difference was found in 
weekly scores between the studied groups (p = 0.032) in favour of chronic auto-
immune urticaria with a positive autologous serum test. Subjects with chronic 
autoimmune urticaria had a significantly higher association with autoimmune 
thyroid diseases.
Conclusions: Direct relation was established between the use of autologous 
blood therapy in patients with autoimmune chronic urticaria and improvement 
of the clinical picture.

Key words: Autologous serum skin test; Autoimmune chronic urticaria; Idio-
pathic chronic urticaria.
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Introduction

Urticaria is manifested by the appearance of ery-
thematous, oedematous, usually pruritic urticar-
ial papules and plaques, accompanied by a subjec-
tive itching sensation.1 Urticaria affects persons 
of all ages. One in five persons will experience ep-
isodes of acute urticaria at least once in their life-
time, while the chronic form of the disease has an 
estimated annual prevalence of about 1 %. Fre-

quency of urticaria in the world ranges between 
0.3 and 11.3 % depending on the studied popu-
lation.2 Zuberbier classified urticaria according 
to duration, frequency and cause into acute (AU) 
and chronic urticaria (CU).

AU implies changes lasting up to six weeks. CU is 
defined by the appearance of wheals on the skin 
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and/or angioedema during a period longer than 
6 weeks, most days of the week, for known or 
unknown reasons. CU comprises chronic sponta-
neous and chronic inducible urticaria (Table 1). 
The term physical urticaria has been revised into 
the term chronic inducible urticaria (CINDU) to 
indicate its physical trigger and inducible nature 
of urticaria and includes aquagenic, cholinergic 
and contact urticaria. Other forms of urticar-
ia, which occur without an external trigger and 
via an endogenous mechanism are classified as 
chronic spontaneous urticaria (CSU).3, 4 Possible 
causes of CU are medicines, food, infection, circu-
lating immune complexes (CIC), autoantibodies 
in associated autoimmune disease, as in autoim-
mune thyroid disease and internal malignancy.5 
The concept of urticaria as a systemic disease 
is confirmed by its association with other auto-
immune diseases, most commonly Hashimoto’s 
thyroiditis, and this association is one of the ev-
idences of the autoimmune aetiology of urticaria 
(ACU), as a variant of CU.6 In most cases, it is an 
autoimmune disease caused by circulating func-
tionally active IgG antibodies specific for the IgE 
receptors (FceRI) present on mast cells or baso-
phils (35-40 %) or antibodies to their own IgE (5 
-10 %).7 Autoantibodies in ACU induce histamine 
release from mast cells and basophilic leukocytes 
directly via IgE receptors or IgE. Increased ex-
pression of Tumour Necrosis Factor- α (TNF-α) in 
patients with CU plays a role in the occurrence 
of inflammatory response. The presence of a late 
inflammatory phase explains why CU patients do 
not respond to the usual therapy used in acute 
urticaria.8-10

Urticaria management is based on the recom-
mendations of the EAACI/GA2LEN/EDF/WAO 
guidelines (Guideline for the definition, classifi-

Table 1: Classification of urticaria according to duration, frequency and causes

Type of urticaria

Spontaneous urticaria

Induced urticaria

Duration

Acute urticaria
Chronic urticaria
- unknown aetiology

(i) Dermographism

(ii) Delayed pressure urticaria
(iii) Urticaria secondary to cold
(iv) Urticaria secondary to heat
(v) Solar urticaria
(vi) Urticaria/vibratory angio- oedema
(vii) Aquagenic urticaria
(viii) Cholinergic urticaria
(ix) Contact urticaria

(i) Application of mechanical forces to the skin
    (wheals appear in 1 to 5 minutes)
(ii) Vertical pressure (wheals appear after 3 to 8 hours of latency)
(iii) Cold air/water/wind
(iv) Localised heat
(v) Ultraviolet (UV) and/or visible light
(vi) Vibratory forces, usually pneumatic devices
(vii) Contact with water, regardless of its temperature
(viii) Stress, perception of body temperature elevation by the hypothalamus
(ix) Allergic or pseudo-allergic

Less than six weeks
More than six weeks

cation, diagnosis and management of urticaria: the 
2013 revision and update, published in 2014.3, 11, 12 
Medical history can be considered the most valu-
able diagnostic ‘tool’ in identifying the cause of 
CU (Table 2).12, 13 CU diagnosis and evaluation are 
supplemented by urticaria severity score (USS) 
and the laboratory findings: antinuclear anti-
body titre (ANA), complement components C3, 
C4, thyroid function, antibodies to thyroglobulin 
and tissue peroxidase, which indicate association 
of urticaria with other autoimmune diseases.14-17 
Diagnostic recommendations are presented in 
Table 3.3 The simplest test in the differential ACU 
diagnosis is the autologous serum test in the form 
of an ID test with 0.05 mL of autologous serum 
(ASST). A positive ASST test indicates the pres-
ence of antibodies to high-affinity receptors on 
mast cells and basophils and/or IgE. The ASST 
test is useful in differentiating between ACU 
and ICU. It was first described by Grattan et al in 
1986, with high sensitivity (70 %) and specificity 
(80 %), as well as by other authors.18-24

Lately, the basophil activation test is being used 
in the diagnosis of ACU.21 The European Panel 
on Allergic Diseases suggests scoring to assess 

Table 2: Anamnestic data in urticaria diagnosis

1. Signs and symptoms associated with the onset of changes: 
itching/burning
2. Duration of individual change, occurrence of angio-oedema, 
other symptoms including fever, weight loss, abdominal pain, 
joint pain
3. Trigger identification: new medication, such as antibiotic, 
NSAID, hormones
4. Aggravating factors, physical stimuli - heat, cold, alcohol, 
stress, food 
5. Atopy
6. Medical history and changes in patient’s health

*Rule out other diseases by differential diagnosis
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Table 3: Recommended diagnostic tests in frequent urticaria subtypes (modified according to Zuberbier et al) 

Urticaria group/subtype

Spontaneous urticaria

Chronic inducible urticaria

Other urticarial diseases

Routine diagnostic test Extended diagnostic programme

Acute urticaria
Chronic urticaria

Acquired cold urticaria

Pressure urticaria

Heat urticaria

Solar urticaria

none

mild 

moderate 

intense

Dermographism /urticaria 
factitia

Aquagenic urticaria
Cholinergic urticaria

Contact urticaria

Exercise-induced urticaria/
anaphylaxis

Cold provocation
(ice cube test, cold water, wind)
Pressure (0.2-1.5 kg/cm² 10 
and 20 min)
Heat provocation (warm water)
UV and visible light (different 
wavelengths)

Elicit dermographism

Wet compress on the skin 20 min
Exercise or warm bath
Prick epicutaneous/test
after 20 min
According to anamnesis exercise 
with or without food

DBC, ESR/CRP, cryoproteins, rule out other diseases, 
especially infections.

No

No

Rule out other light-induced dermatoses

DBC, ESR/CRP

Differential blood count (DBC), 
C-reactive protein (CRP),
sedimentation (ESR), suspected 
medicine (eg NSAIL)

Potential infection (eg Helicobacter pylori) and type I 
allergic reactions, antithyroid antibodies, thyroid hormones, 
antinuclear antibodies (ANA) physical tests, pseudoallergen, 
autologous serum skin test, serum tryptase, biopsy;

No No

No
No

No

No

Pruritus

none and/or < 10 wheals

fewer

(10-50 smaller wheals/24 h or < 10 large

moderate number

(> 50 smaller wheals/24 h) or 10-50 larger
intense occurrence of wheals
(> 50 wheals/24 h, generalised occurrence 
of wheals

0

1 

2 

3

Table 4: Urticaria activity score (USS)

Score Wheal

Total score (0-6)

the severity of urticaria, which is a weekly score 
summing the severity of itching and skin chang-
es. Urticaria severity score (USS) is a valid score 
for monitoring the seriousness and severity of 
urticaria.25-27 The method of calculating the score 
is shown in Table 4, modified according to Zuber-
bier.3

There are new guidelines in CSU therapy pub-
lished by the American Academy of Allergy, Asth-
ma and Immunology (AAAAI) and the European 
Academy of Allergy and Clinical Immunology 
(EAACI)/Global Allergy and Asthma European 
Network (GALEN)/European Dermatology Fo-
rum (EDF)/World Allergy Organization (WAO) 
and several other published guidelines with 
similar recommendations, including the Canadi-
an. According to the new European guidelines, 
a stepwise approach is applied in CSU therapy: 

first-line treatment includes second-generation 
H1 antihistamines, second-line therapy includes 
increasing the dose of second-generation H1 an-
tihistamines and third-line treatment includes 
a new medication such as omalizumab, which is 
preferred over cyclosporine.28

One of the significant differences in the guide-
lines is that the AAAAI algorithm uses first-gen-
eration antihistamines, unlike the European 
guidelines, due to their impact on the REM phase 
of sleep and impairment of cognitive functions. 
For similar reasons, they do not accept the use 
of tricyclic antidepressants. Both guidelines al-
low administration of systemic corticosteroids 
for 3 to 7 days, as well as the use of cyclosporine 
in treating refractory forms of chronic urticaria, 
and H2 antihistamines only in individual cases, 
but not as the first-, second- or third-line treat-
ment. The AAAAI guidelines allow adding other 
second-generation H1 antihistamines and adding 
H2 antagonists, leukotriene receptor antagonists 
or first-generation H1 antihistamines at bedtime. 
In the third step, both guidelines include omali-
zumab, a recombinant humanised immunoglobu-
lin G1 (IgG1) monoclonal antibody which binds to 
IgE. In binding IgE, omalizumab inhibits binding 
of IgE to the high-affinity IgE receptor.29 TNF-α 
antagonists have been reported to be effective 
in 60 % of 20 patients with CU in a retrospective 
study, compared with healthy control cases.30 
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Autologous serum therapy and/or autologous 
whole blood therapy (autohaemotherapy) may be 
effective in patients with a positive ASST test at 
weekly intervals during six weeks, and even up 
to 12 weeks, leading to tolerance, desensitisation 
(hyposensitisation) of patients with chronic urti-
caria to pro-inflammatory cytokines.31-36

Aim
1.	 Determine the frequency of positivity of 

the autologous serum skin test in patients 
with individual clinical forms of chronic 
urticaria.

2.	 Comparative analysis of clinical picture 
severity and laboratory parameters in 
patients with autoimmune and idiopathic 
chronic urticaria.

3.	 Determine the success rate of autologous 
blood treatment in patients with a posi-
tive ASST test (patients with autoimmune 
chronic urticaria).

Methods

The study was conducted at the Skin and Venere-
al Diseases Clinic of the Republic of Srpska Uni-
versity Clinical Centre, by random selection, after 
obtaining permission of the Ethics Committee, as 
a prospective study of 64 patients with chronic 
spontaneous urticaria (Figure 1), who were made 
aware of the methodology and objective of the 
study. They verified their consent by their own 
signatures. Anamnestic data were collected and 
patients were subjected to clinical, dermatolog-
ical examination and autologous serum testing. 
A sample of their serum was taken at the time of 
clinical worsening of the disease. Antihistamines 
and corticosteroids were stopped two days before 
the test and antidepressants 3 weeks before the 
test.37 The original ASST test implies intradermal 
injecting (ID) of 0.05 mL of autologous serum and 
0.05 mL of 0.9 % NaCl solution, and a histamine 
prick test (10 mg/mL), as a positive reference, at 
a distance of 3 cm on the skin of the volar aspect 
of the forearm. The test was read after 30 min-
utes. The test was positive if erythematoedema-
tous papule was 1.5 mm larger than the papule at 
the site of the injected saline solution (Figure 2). 
Based on the positivity of the autologous serum 
test, the subjects over 18 years of age were divid-
ed into two groups:

1.	 Group of CU patients with positive ASST 
test and positive immune parameters in 

Figure 1: Clinical picture of urticaria (papules, plaques, annular 
wheals appearance)

Figure 2: Autologous serum test (ASTT): positive test noted by 
presence of wheals

terms of presence of an associated auto-
immune disease, ie autoimmune chronic 
urticaria ACU.

2.	 Group of CU patients with negative ASST 
test and negative immune parameters, 
which was at the same time both the con-
trol group and the studied group with idio-
pathic chronic urticaria (ICU).

The study did not include pregnant women, chil-
dren or patients with AU. At the beginning of the 
study, all patients were scheduled to perform the 
laboratory analyses required in the diagnosis of 
CU: complement components C3, C4 and ANA, 
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Results

Figure 3: Duration of autoimmune and chronic idiopathic urti-
caria in weeks

Borrelia burgdorferi and Helicobacter pylori serum 
antibodies, and hepatitis B and C markers. Stool 
was microscopically examined for parasites and 
candida. The following laboratory analyses were 
performed: erythrocyte sedimentation rate (ESR), 
complete blood count (CBC), routine urine exam-
ination, thyroid function test parameters, renal 
function test and liver enzymes. A prick test with 
inhalant and nutrient allergens was performed on 
all patients at the beginning of the study.

As clinical picture of urticaria is variable, self-as-
sessment was performed over 24 hours, using 
USS.25-27 The USS score is the sum of the scores of 
number of changes and itch intensity. The maxi-
mum value of daily USS score may be up to 6 and 
weekly up to 42 (Table 4). The patients were edu-
cated how to calculate the daily score required for 
calculating the weekly score that was recorded at 
follow-up examinations. Table 4 shows daily score 
calculation, modified according to Zuberbier.3

The first group of patients received autologous 
blood therapy, intramuscular (im) injections of 5 
mL of whole blood at weekly intervals, during six 
weeks, with a non-sedating antihistamine and sys-
temic corticosteroids in the exacerbation phase 
during 3 to 7 days. Depending on clinical picture 
severity, the second group of patients was pre-
scribed an antihistamine with systemic cortico-
steroids therapy in the deteriorating phase during 
3-7 days im, an antibiotic and an antifungal drugs 
according to the findings.

Results of the clinical part of the study based on 
USS score monitoring during the diagnostics and 
six weeks of treatment of skin changes in patients 
with chronic urticaria (CU) were obtained. Labo-
ratory findings and other parameters, such as cli-
nical picture severity measured by USS test, dura-
tion of urticaria and occurrence of angio-oedema, 
presence of autoimmune markers in patients with 
positive and negative ASST test, as well as effect of 
administered therapy were compared.

The analytical statistical tool SPSS (Statistical 
Product and Service Solutions) version 20 for 
descriptive statistics and statistical methods was 
used, while Microsoft Excel 2007 was utilised for 
graphical presentation. All results were present-
ed in numbers, tables, charts and figures. Signifi-
cance level used was p = 0.05.

The sample consisted of 64 patients with chronic 
urticaria, 20 (31.2 %) men and 44 (68.8 %) women. 
In the ACU group, there were a total of 28 (43.8 %) 
patients, including 4 (6.2 %) males and 24 (37.5 %) 
females. In the ICU group, there were a total of 36 
(56.2 %) patients, of which 16 (25 %) were males 
and 20 (31.2 %) females. Use of the Fisher test in 
the total population of subjects yielded a highly 
statistically significant difference (p < 0.001) in 
positive values of the ASST test in the group of CU 
subjects representing ACU patients (compared to 
the total number of subjects tested of 64).

The average age of patients with ACU was 46.5, 
and in patients with ICU it was 49.31. Use of the 
Mann-Whitney U test did not yield a statistically 
significant difference in the age of ACU subjects (N 
= 28, Md = 48) and ICU subjects (N = 36, Md=47, U 
= 442.50, z = -0.833, p = 0.405, r = 0.104).

Disease duration
The average duration of urticaria was 20 months 
(95 % CI: 13.42 - 26.03) in both groups of subjects 
(Figure 3). Use of the Mann-Whitney U test did 
not yield a statistically significant difference in ur-
ticaria duration between the subject groups with 
ACU (N = 28, Md = 6.50) and ICU (N = 36, Md = 
12.00); U = 502.00, z = -0.027, p = 0,978, r = 0.03).

Haematological analysis 
Anaemia was found in 4 (14.3 %) patients with 
ACU, and in 2 (5.6 %) patients in the ICU group. 
Use of the independent samples t-test yielded a 
statistically significant difference in the incidence 

243



Ninković Baroš et al. Scr Med 2021 Dec;52(4):239-48.

of anaemia (t = -2.603, p = 0.012) in the ACU group 
of patients compared to the ICU group of patients, 
while there was no statistically significant differ-
ence between the studied groups in the values of 
other haematological and biochemical findings.

Urine findings
Urinary tract infection was found in 11 (17.5 %) 
subjects, as follows: in 3 (10.7 %) patients with 
ACU and 8 (22.9 %) patients with ICU. Use of the 
Fisher test yielded no statistically significant dif-
ference (p = 0.319) in urinary tract infection pres-
ence between the groups of subjects.

Thyroid function parameters
TSH reference values were found in 60 (83.8 %) 
subjects in the total subject population. Only 1 (3.6 
%) patient in the ACU group had hypothyroidism, 
while 3 (4.7 %) patients in the total population of 
subjects had hyperthyroidism, ie 2 (7.1 %) in the 
ACU group and 1 (2.8 %) patient in the ICU group 
(p = 0.084). FT4 reference values were found in 
61 (95.3 %) subjects in the total population, with 
no statistical significance by group of subjects (p = 
0.284). Thyroglobulin antibodies were positive in 
5 (17.9 %) patients with ACU and in the group of 
ICU patients, there were no patients with positive 
antithyroglobulin antibodies. Tissue peroxidase 
antibodies were positive in 5 (17.9 %) patients in 
the ACU group and in 1 (2.8 %) patient in the ICU 
group (Figure 4). Use of the Fisher test yielded a 
statistically significant difference (p = 0.013) in 
the level of thyroglobulin antibody titre in patients 
with ACU, while use of the above test did not yield 
a statistically significant difference in the level of 
tissue peroxidase titre in the total population of 
subjects (p = 0.078).

Immunological parameters
ANA were positive only in 1 (3.6 %) patient in the 
total population of subjects, and use of the Fisher 

Figure 4: Thyroid gland hormones and anti Tg and anti TPO an-
tibodies in patients with autoimmune and chronic idiopathic 
urticaria

Figure 5: Helicobacter pylori and Borrelia burgdorferi tests in pa-
tients with autoimmune and chronic idiopathic urticaria

test yielded no statistically significant difference 
(p = 0.438) in ANA values between the groups of 
subjects. Consumption of complement component 
C3 was recorded in 5 (7.8) patients, ie in 2 (7.1 %) 
patients with ACU and 3 (8.3 %) patients with ICU. 
Elevated C3 values were found in 1 (2.8 %) patient 
with ICU, while the complement component was 
elevated in 2 (5.6 %) patients with ICU.

Presence of fungi and parasites
No parasite eggs or intestinal protozoan cysts 
were found in stool of any subject from any group 
at the beginning of the study. Stool candida was 
isolated in 4 (14.3 %) patients with ACU and 11 
(30.6 %) patients in the ICU group, but use of the 
Fisher test did not yield a statistically significant 
difference in the number of patients with the iso-
lated candida in stool (p = 0.149).

Test for Helicobacter pylori and Borrelia 
burgdorferi
The subjects were tested for Helicobacter pylori 
at the beginning of the study. Positive values were 
found in 14 (50.0 %) patients in the ACU group 
and 11 (30.6 %) patients in the ICU group. Use of 
the c2 test with Yates correction yielded no sta-
tistically significant difference (c2 = 1.751, p = 
0.186) in the positivity of the Helicobacter pylori 
test by group of subjects, although a larger num-
ber of subjects was in the ACU group. Positive IgM 
antibodies to Borrelia burgdorferi were found in 
4 (14.3 %) patients with ACU and 3 (8.3 %) pa-
tients with ICU, while IgG was positive in 3 (10.7 
%) patients with ACU and 1 (2.8 %) patient with 
ICU (Figure 5).
Use of the Fisher test yielded no statistically signif-
icant difference in the values of IgM and IgG anti-
bodies to Borrelia burgdorferi between the groups 
of subjects: IgM (p = 0.689), IgG (p = 0.311).

All patients in the ACU and ICU groups had nega-
tive hepatitis B and C markers.
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Figure 6: Median weekly values of urticaria severity score (USS)

Allergy testing
A prick test with inhalant and nutrient allergens 
was performed on all patients at the beginning of 
the study. The prick test with nutrient allergens 
was negative in all subjects, while the one with 
inhalant allergens was positive in 6 (21.4 %) pa-
tients with ACU and 3 (8.3 %) patients with ICU. 
The most common positive allergens were mix-
tures of grass, tree and weed pollen, as well as 
house dust mites. Use of the Fisher test yielded 
no statistically significant difference (p = 0.163) 
in prick test positivity between the groups of sub-
jects.

USS score values
The mean USS value in the ACU patients receiving 
IM autologous blood therapy at weekly intervals 
was 23.54 ± 11.91 in the first week, and 1.39 ± 
2.47 (F 1.13 ± 2.401, M 3.00 ± 2.582) in the sixth 
week. In ICU patients, USS was 21.67 ± 11.689 in 
the first week and 2.72 ± 2.835 (F 3.00 ± 2.956, M 
2.38 ± 2.729) in the sixth week (Figure 6). Use of 
the Wilcoxon signed-rank test in monitoring ACU 
patients yielded a highly statistically significant 
difference (z = -4.375, p = 0.000) in weekly USS in 
the sixth week compared to the first week, due to 
the applied autologous blood therapy.

Applied therapy
Methylprednisolone in an im 40 mg dose once 
a day for seven days was prescribed during the 
exacerbation phase of urticaria in 27 (75 %) pa-
tients in the ICU group, and only in 9 patients in 
the ACU group (in 7 patients who received autol-
ogous blood). According to the c2 test with Yates 
correction (c2 = 10.078, p = 0.002), this difference 
in the need for methylprednisolone therapy is 
highly statistically significant by group of subjects.

In patients with ICU, there was no statistically 
significant difference in weekly USS in the first (U 
= 126,000, z = -0.612, p = 0.558) and in the sixth 

week (U = 136.000, z = -0.299, p = 0.788) by group 
of subjects. The use of methylprednisolone did not 
affect much the therapeutic response in patients 
with ACU and ICU, so remission was achieved 
mainly due to the use of autologous blood in the 
ACU group, and other conventional therapy in the 
ICU group.

Antibiotics were prescribed after obtaining of test 
results (to Helicobacter pylori, Borrelia burgdor-
feri), or in patients with inflammatory syndrome 
(accelerated sedimentation, leucocytosis, neutro-
philia, thrombocytosis, high value of complement 
component C4). The antibiotic (azithromycin) was 
prescribed in 35 (54.7 %) patients, ie in 15 (53.6 
%) patients with ACU and 20 (55.6 %) patients 
with ICU, in addition to other prescribed therapy.

Use of the c2 test with Yates correction yielded no 
statistically significant difference (c2 = 0.000, p = 
1.000) in the use of antibiotics in both groups of 
subjects.

Patients with candida isolated from the stool were 
prescribed fluconazole (DiflucanR, generic fluco-
nazole) at 150 mg in weekly doses during four 
weeks in 15 (23.4 %) patients, ie 5 (7.8 %) pa-
tients in the ACU group and 10 (15.6 %) patients 
in the ICU group. No statistically significant differ-
ence (p = 0.149) in the use of fluconazole between 
the groups of subjects was yielded by the Fisher 
test.

Discussion

In the Te-Peng Tseng study, CU was more common 
in female population and there was no difference 
in age groups of the subjects with ACU (40 %) 
and ICU (22 %), while in the present study it was 
more common in females.36 Urticaria occured in 
the fifth decade of life in both sexes in this study, 
and Mozena et al note that ICU occurs more often 
in women in the third or fourth decade of life, at 
an average age of 38 ± 13 years.38 According to 
Kulthanan, CU mainly affects middle-aged wom-
en (70 %). Chaffari notes that urticaria duration 
varies from 2 months to 10 years (while in this 
study it lasted 20 to 26 months) and that urticaria 
lasts longer in patients with a positive ASST test. 
George et al compared clinical forms of ACU and 
ICU in 100 patients with CU, and noted that ACU 
patients had no special diagnostic, clinical or his-
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topathological features compared to ICU patients, 
although they tend to have a more severe clinical 
picture of urticaria.39-41

Vohra et al specify the exact methodology and in-
terpretation of ASST and Al-Hamamy et al note 
ASST as a diagnostic tool in ACU diagnosis. Twen-
ty-two (40.7 %) patients had a positive ASST test 
and statistical analysis of clinical variables did not 
show a significant difference between the patients 
with positive and negative ASST, except for the dis-
tribution of wheals (p = 0.004). Krupashankar et 
al deem that positive ASST is a way to select pa-
tients with ACU and to start immunomodulatory 
therapy faster.42-44

In the sixth week, the Mann-Whitney test estab-
lished a statistically significant difference in week-
ly USS between the studied groups (U = 357.00; z 
= -2.138; p = 0.032) in favour of ACU in our sub-
jects and a lower USS in patients with ACU. Jariwa-
la et al state that USS is a sensitive method, a valid 
and reliable instrument for monitoring the severi-
ty of urticaria and similar results were reported by 
Mathias and Jáuregui et al, as well.25, 26, 45

Positive values of the Helicobacter pylori test in sub-
jects who participated in the present study were 
found in 14 (50.0 %) patients in the ACU group and 
11 (30.6 %) patients in the ICU group. Yadav et al 
note a significant connection between HP infection 
and HP eradication response in patients with CIU. 
HP infection should be included in the diagnostic 
treatment of patients with CIU. Federman suggests 
conducting HP testing and applying appropriate 
antibiotic therapy. Moreira et al showed that the 
prevalence of HP infection in CIU patients was 71.4 
% in the study of 21 CU patients.46- 48 Research by 
some authors established association of Borrelia 
burgdoferi infection with several dermatoses. War-
ren et al note the occurrence of urticaria associated 
with Borrelia burgdoferi infection.49

Staubach et al state that further research should 
indicate the importance of fungal infection in CU, 
especially the importance of IgE antibodies to can-
dida in the CU patients presenting intestinal colo-
nisation with candida. In their study, Ghaffari not-
ed the necessary laboratory findings in evaluating 
CU. Ghaffari states that aeroallergens can induce 
exacerbation of CU and the results showed that hy-
persensitivity to mites is more common in patients 
with CU.40, 50, 51

Patients with a positive ASST test received autolo-
gous whole blood injections (autohaemotherapy) 

at weekly intervals in im 5 mL doses, during eight 
weeks. In line with other results, Tseng et al note 
the safety of whole blood therapy and long-term 
disease control, but also the need for further co-
hort (control) studies on a larger number of pa-
tients and a longer follow-up period.36

Staubach notes that autologous blood injections 
in patients with ACU lead to tolerance to hista-
mine-releasing factor in these patients. The pa-
tients had satisfactory remission of urticaria, less 
need for antihistamines and better quality of life, 
although there was no statistical significance, most 
likely due to the limited number of patients treat-
ed. The results suggest that ASST-positive patients 
with CU may benefit from autologous whole blood 
therapy.52- 54

Federman et al report the effect of antibiotics on 
CU in patients with a positive HP test. Fukuda et al 
report complete remission of urticaria in patients 
with a positive HP test after antibiotic therapy. Kahn 
notes that the ultimate goal of therapy is to control 
urticaria, to reduce its impact on the quality of life 
of patients and negative effects of therapy and to 
use oral corticosteroids as rarely as possible.47, 55, 56

Conclusion

1.	 Out of the total number of subjects in this 
study, 28 (43.8 %) patients with chronic 
spontaneous urticaria had a positive autol-
ogous serum test and 36 (56.2 %) patients 
have a negative test.

2.	 The average duration of urticaria in both 
groups of patients was approximately 20 
months. 

3.	 Subjects with ACU had a significantly high-
er association with autoimmune thyroid 
diseases. More frequent occurrence of 
anaemia was noted in patients with ACU 
compared to the group of patients with ICU.

4.	 The mean value of USS score as an indica-
tor of disease severity in the first week was 
not statistically significant in subjects of 
any group, while in the sixth week a statis-
tically significant difference of weekly USS 
was established among the studied groups 
in favour of ACU. 

5.	 The use of autologous blood therapy in pa-
tients with ACU is directly related to the 
improvement of the clinical picture and 
lower USS score values.
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