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Abstract. Current approaches to the treatment of frequently recurrent urticaria. Dytyatkovska E.M.,
Bendetska Yu.V., Rodkina I.A., Nedogibchenko N.A. The article presents summarized materials on etiology,
pathogenesis, classification, clinical manifestations and treatment of chronic urticuria, The management of patients
with this pathology at Dniprovsky Allergological Center was analyzed. For assessment of quality of life SKINDEX-29
questionnaire was used. The questionnaire includes three sections: symptoms, emotions and functions. Physical
symptoms include six points: tenderness, heartburn or tingling, itching unpleasant sensations when cotacting with
water, skin irritation, sensitivity. The emotional sphere is characterized by such ten points as: concern about the
condition of the skin; depression; feeling of shame; concern that scars can remain after skin disease; feelings about
worsening of the skin; anxious mood,; embarrassment, feeling of humiliation; skin irritation; rejection of oneself.
“Features” section has twelve items: sleep quality, work and hobbies, social activity; sex life; solitude; fatigue;
unwillingness to leave home; limiting intimacy with others; complexity in carrying out daily activities; difficulty in
expressing feelings; obstruction to create relationships with others, limiting close communication with relatives.
Gastrointestinal system was also examined: fibrogastroduodenoscopy with determination of Helicobacter Pylori,
ultrasound diagnosis of abdominal organs, the intensity of clinical symptoms was determined on a UAS7 scale. Fifteen
patients (including eight women and seven men) were successfully treated with omalizumab. The mean age was
39.143.6 years. The average duration of the disease in patients was 5.1+£0.9 years. The intensity of symptoms was
determined before treatment after the first and second injection of Omalizumab. After the first injection, there was a
positive trend. The clinical effect occurred in seventy-two hours. Statistical processing of the study results was
performed using Statistica v.6.1® software. (StatSoft, USA). The inclusion of omalizumab is an effective treatment for
chronic urticaria in the absence of an effect from antihistamines.

Pedepar. CoBpeMeHHBIE TOAXOABI K JE€YEHUK) YACTO pPeNHIUBHpYOINel kpanuBHuUNbL. JInTsatkoBckas E.M.,
Benneuxas 10.B., Poxxkuna U.A., Henorn6uenko H.A. B cmamve npugedensvt 0000ujentbvie mamepuansl no 3muo-
J02uu, namozenese, Kaccuurkayuu, KIuHU4ecKux nposagieHUusxX u ie4eHuu XpoHuyeckol kpanuernuysl. Ilponaiuzosano
8edeHue NayueHmos ¢ OaHHOU namonozuel 8 J[Henpo8cKoM aniepeoio2uyeckom yeHmpe. [[nsa oyeHku noxasameneu
Kavecmaa arcusHu ucnonvzosancs onpochuk CKUHEKC-29 (umeem mpu paszoena: cumnmomvl, SMOYuUU U QyHKyuu).
Qusuueckue CUMNMOMbL GKTIOUAIOM UECMb NYHKMOG: DOLE3HEHHOCMb, JHCHCEHUE ULU NOKANbIBAHUE, 3V0, HENPUSIHbLE
owyujeHuss npu KOHmakme ¢ 000U, pPa3o0padICeHue KOXCU, 4YECMEUMENbHOCMb. DMOYUOHANbHAA cdhepa xapakme-
pu3yemcs maxkumu Oecsimvl0 NYHKMAMU, KaK: 00eCHOKOEeHHOCMb COCMOSHUEM KOJICU, 4YBCBO NOO0ABIEeHHOCU,
yyecmeo cmvidd, OeCnoKOUCMB0 0 MOM, YMO OM KOJCHO20 3a00Ne8anust MO2ym OCmamuvcs pyoyvl, nepejicusanus oo
VXYOUleHUY COCMOSAHUSL KOJCU;, MPEBOICHOe HACMPOEHUe;, CMYWeHUe, HYY8CMEO VHUICEHHOCMU, pPA30padiceHue no
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nOB0JY COCMOsIHUSL Kodcu, Henpusmue cebs. Pazoen «Dynkyuuy - umeem 08eHAOYAMb NYHKMOG: KAYECMEO CHA,
paboma u x060u, COYUAnbHAsE AKMUBHOCMb, CEKCYANbHASL JCU3Hb, OOUHOYECMBO, YCMAIOCMb, HedlCelaHue bIX00Umb
u3 ooma, ocpanudenue OIUIOCMU C OpY2UMU THOObMU; CLOHCHOCHb 8 OCYUleCmEIeHUl N0BCEOHEBHOIl OessMeTbHOCMU,
CIIOJCHOCMb NPU NPOSIGIEHUU YYECME, NPENIMCMBUE CO3048aNb OMHOWEHUSL C OKPYICAIOWUMU, OSPAHUYEHUE MECHO20
obwenus ¢ poocmeennukamu). Taxoice 06C1e008amu CUCEMY HCELYOOUHO-KUIUEYHO20 MPAKma: @Guopocacmpooyo-
Oenockonusi ¢ onpedenenuem Helicobacter pylori, ynempaszeykosas oOuacHocmuxa op2anoe OpIOWHOU NOIOCMU,
UHMEHCUBHOCMb KIUHUYECKOU cumnmomamuku onpeoensinace no wkare UAS7. Ycenewno npownu neuenue nam-
Haoysme OONLHBIX (U3 HUX BOCEMb JHCEHIWYUH U CEMb MYICHUH) ¢ NOMOWbI0 omaruzymada. Cpeonuti 8o3pacm cocmagisii
39,143,6 2c00a. Cpeonuii cmadic 3aboneeanust y bonvuvix 5,1+0,9 200a. HHmerncugHOCmb CUMNIMOMO8 ORPEOesnach 00
Jleuenust, nocie nepeou, u emopou unvexkyuu Omanuzymab. Yoice nocie nepeou UHbeKYuu OmMeuaIu NOA0NCUMELbHYIO
ounamuxy. Knunuueckuii s¢pexm wnacmynan uepes 72 wuwaca. Cmamucmuyeckyio 00padboOmKy pe3yibmamos
UCCIeA08an s NPOBOOUNU C UCNOTL306AHUEM NPOPAMMHO20 npodykma Statistica v.6.1%. (StatSoft, CIIIA). Bxuiouenue
omanuzymada aeisiemcst 2QhekmueHbiM MemoOoM eUeHusi XPOHUYECKOU KPANUSHUYbL NPU OmMcymemeuu dgppexma om

AHMUSUCMAMUHRHRbBIX npenapamaoes.

Currently, the incidence of chronic urticaria
continues to grow rapidly, with doctors of different
specialties facing it and treatment is not always
effective [6]. In this case, the influence of chronic
urticaria on the life of the patient is much wider than
severe external manifestations on the skin [5].
Chronic urticaria leads to anxiety and depression,
sleep problems, poor quality of life and work
performance [2].

The article summarizes the materials of our own
clinical observations on the optimization of
treatment of chronic urticaria with the use of modern
biological drugs. The analysis showed that in
patients hospitalized, chronic urticaria occupies the
Ist place (30% of all hospitalizations) among noso-
logies. In outpatients - takes 2nd place (28% of all
references to a doctor). Chronic urticaria is a patho-
logy that leads to work decrement and deterioration
of quality of life, which is easy to detect using the
SKINDEX-29 questionnaire [7]. Urticaria has an
allergic mechanism in its pathogenesis (insect
allergy, drug allergy, food allergy), may have an
autoimmune mechanism or accompany infectious
disease [3]. In 40% it is idiopathic. Chronic and
idiopathic urticaria as a rule deteriorates quality of
life. Therefore, experts from different countries are
studying different methods to control the symptoms
of the disease [6], while ensuring the safety of each
patient. In the absence of the effect from different
combinations of antihistamines, a medicine omali-
zumab or cyclosporine or montelukast should be
included in therapy [8]. The use of montelukast,
cyclosporine when added to antihistamines results in
a short effect [5]. According to the literature data,
omalizumab was not used in our country.

The purpose of this study was to study the
efficacy of omalizumab (Xolar) in patients with
frequently recurrent urticaria.

MATERIALS AND METHODS OF RESEARCH

Under our supervision there were 15 patients
aged from 18 to 67 years, of which 8 women and 7
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men. The mean age was 39.1+3.6 years. The average
length of the disease in patients was 5.1+0.9 years.

For all patients, the intensity of clinical symp-
toms was determined by UAS7 scale:

0 - no symptoms

1 - mildly expressed
2 - expressed

3 - clearly expressed

The intensity of symptoms was determined
before treatment, after the first and second injection
of omalizumab.

The SKINDEX-29 questionnaire was used to
assess quality of life [7]. The questionnaire was
filled in by each patient independently at the initial
examination. The structural unit of SKINDEX-29
[7] consists of 29 questions and has three sections:
symptoms, emotions and functions. Physical symp-
toms include 6 points: tenderness, heartburn or
tingling, itching, unpleasant sensations on cotact
with water, skin irritation, sensitivity. The emotional
sphere is characterized by the following ten points:
concern about the condition of the skin; depression;
feeling of shame; concern that scars can remain after
skin disease; feelings about worsening of the skin;
anxious mood; embarrassment, feeling of humi-
liation; skin irritation; rejection of oneself. The
“Features” section has twelve points: sleep quality;
work and hobbies; social activity; sex life; solitude;
fatigue; unwillingness to leave home; limiting inti-
macy with others; complexity in carrying out daily
activities; difficulty in expressing feelings; obstacle
to building relationships with those around you;
limitation of close communication with relatives.
Answers to the questions were evaluated by a con-
ditional five-point scale. Points correspond to the
patient's condition at the time of filling in question-
naire and are represented by the following values:
0 — never, 25 — rarely, 50 — sometimes, 75 — often,
100 — always. The more points scored in each
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section, the lower the patient's psychological quality
of life. And the total score for the sections was
calculated as the arithmetic mean of the number of

questions. The interpretation and categorization of
SKINDEX-29 sections [7] is presented in Table 1.

Table 1

Interpretation and categorization of SKINDEX-29 sections

Sections SKINDEX-29

Severity degree

Total SKINDEX-29

emotions functions symptoms
Mild 0-23,9 0-20,9 0-38,9 0-24,9
Moderate 24-34,9 21-31,9 39-41,9 25-31,9
Severe 35-38,9 32-36,9 42-51,9 32-43,9
Very severe >39 >37 >52 >44

In addition, all patients underwent examination
of the gastrointestinal tract: fibrogastroduodeno-
scopy with the determination of Helicobacter pylori,
ultrasound diagnostics of abdominal organs, since
chronic urticaria is often accompanied by pathology
of the gastrointestinal tract, namely GERD, ulcer
disease and chronic duodenitis

Serum IgE level by the enzyme-linked immuno-
sorbent assay on DRG test systems (Germany) using
the anti-IgE serum was defined in all patients before
the treatment.

Statistical processing of the study results was
performed using Statistica v.6.1® software. (StatSoft,
USA), serial number AGAR 909E415822FA. The
mean values are represented as arithmetic mean and
its error (M#+m) or median and interquartile range —
Me (25-75 percentile). The significance of diffe-
rences in the mean values was estimated by the
Student's criterion for the dependent samples, rela-
tive values by the Pearson y criterion with Eates'
correction. The critical level of statistical significan-
ce of differences (p) was assumed to be <0.05. [1]

RESULTS AND DISCUSSION

In all patients clinical symptoms before treat-
ment, expressed by urticarial generalized rash (mean
intensity — 3.0 points) with marked itching (mean
2.940.1 points) which significantly deteriorated qua-
lity of life of patients (SKINDEX-29 questionnaire)
— 43.444.2 were marked. Total IgE level ranged
from 23 IU/ml to 1800 IU/ml, with a median of 200
(79-714) 1U/ml.

After examination of the gastrointestinal tract,
the following comorbid conditions were identified:

- gastroesophageal reflux disease;
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- chronic cholecystitis;

- duodenitis.

In the period of the disease before administering
the study drug omalizumab all patients were
prescribed H1 blockers of the last generation at a
standard dose, in the absence of the effect the dose
was increased by 4 times. In addition, therapy for
identified concomitant diseases of the gastroin-
testinal tract by recommendations of a gastroente-
rologist was prescribed: PPI, prokinetics, Helico-
bacter pylori eradication.

The effect of a fourfold dose of HI blocker
occurred on the second day of drug taking.
However, with decreasing dose to the standard one,
urticaria appeared again, being accompanied by
itching of the skin. The quality of life of patients
(the SKINDEX-29 questionnaire) averaged
31.942.6 points.

In accordance with European guidelines for the
diagnosis and treatment of urticaria, we prescribed
omalizumab (Xolar), 150 mg. The effect after admi-
nistration occurred in 72 hours.

As can be seen from table 2, after the first
injection, the rash completely disappeared only in 2
patients, but its intensity decreased by 1.7 times on
average — from 2.9+0.1 points to 1.7+0.2 points
(p<0.001). After the second injection, the number of
patients with symptoms of rash reduced by half
(from 15 to 8 patients; p<0.05). Therewith rash
mostly was mildly expressed — 1.0+£0.2 points in
5 patients and 2.0+£0.2 points in 3. After the third
injection, not-critical rash remained in only
3 patients.
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Table 2

Dynamics of rash intensity under the influence of omalizumab (M+m)

Indicator

Observation period

before treatment

after 1 injection after 2 injection after 3 injection

Number of patients with symptom, n /%

The mean symptom severity score, M + m

15/ 100

2,9+0,1

13/87 8/53* 3/20 **

1,7+0,2%* 0,7+0,2%* 0,3+£0,2%*

Notes: * — p<0.05; ** — <0.001 compared to baseline.

The dynamics of itching severity in patients with
chronic urticaria under the influence of omalizumab
was similar (Table 3).

Already after the first injection a decrease in the
incidence of itching from 3 points to 1.7+0.2 points
(p<0.001) and the complete disappearance of symp-
toms in half of the patients after the second pro-
cedure was observed.

Quality of life of patients (SKINDEX-29 ques-
tionnaire) was 16.8+1.2.

It should be noted that we did not establish a
statistically significant correlation between the levels
of total IgE and the dynamics of clinical symptoms

under the influence of omalizumab in patients with
chronic urticaria - Spearman correlation coefficients
(r) did not exceed 0.27 (p> 0.05) at critical r = 0.55
at p <0.05.

The effectiveness of repeated courses of oma-
lizumab therapy in patients with chronic urticaria
confirms the safety and efficacy of this treatment
modality.

100% of patients achieve control of chronic
spontaneous urticaria symptoms in recure after ini-
tially responding well (patients reported rapid and
complete response within the first 4 weeks after
omalizumab injection and in the first days of recure).

Table 3

Dynamics of itching intensity under the influence of omalizumab
in patients with chronic urticaria

Indicator

Observation period

before treatment

after 1 injection after 2 injection after 3 injection

Number of patients with symptom, n /%

The mean symptom severity score, M + m

15/100

3,0+0,0

13/87 8/53 * 2/13%*

1,7+0,2%* 0,7+0,2%* 0,2:0,1%*

Notes: * — p <0.05; ** —p <0.001 compared to baseline.

CONCLUSIONS
1. The inclusion of omalizumab is an effective
treatment modality for chronic urticaria in the
absence of antihistamines.
2. The level of total IgE is not a criterion for the
mandatory administration of omalizumab to patients
with chronic urticaria.

3. The administration of omalizumab was effec-
tive in patients with frequently recurrent urticaria in
whom total IgE was within the age range.

4. Administration of omalizumab is a promising
method of treating severe urticaria.
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