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PE3YJILTATbI TEPANTUN XPOHUYECKOW KPAMMUBHULLbI

Y NAUUEHTOB C IgE-SABUCUMbBIM U IgE-HESABUCUMbIM
NMPODUJIEM 3ABOJIEBAHUY

Ryrosa H.H., Mazoxa R.C., Man:xoc M.B., Aceesa E.B.

Meouyunckuii ynueepcumem «Peasus», e. Camapa, Poccus

Pestome. [l1aBHBIM MeXaHM3MOM BO3HUKHOBEHMSI KPAITMBHULIBI SIBJISIETCS IETPAHYISILIMS TYYHBIX KJIETOK.
Jloka3zaHo, YTO BHE 3aBUCHUMOCTH OT MYTHU aKTUBALIMM KIMHUYECKHE MPOSIBJICHUs He OyayT oTiimyaTbes. [1o
JIAaHHBIM JINTEPATYPHI JIO TIOJJOBUHBI CJIydaeB XPOHUYECKOM CIIOHTAHHOW KPAITMBHUIIbI UMEIOT ayTOMMMYH-
HBIN XapaKTep, MOTYT COYeTaThCsl C ayTOMMMYHHOI nmaTojoruei murosuaHoi xxene3nol, CKB u np. 1 numeror
0osee TsoKesoe TeueHue. B Tepanuu TpaauliMOHHO MCIIONB3YIOTCS aHTUTMCTAMUHHBIE MpernapaThl B CTaH-
MapTHBIX WX YBEIUUYEHHBIX 103MpoBKax. OqHaKO YyacTh MAallMEHTOB HE pearupyeT Ha MPOBOIUMMOE JIeUeHUe
Jlake py KPaTHOM YBEJIUYECHUU J103.

B Tepanuu pe3anMcTeHTHOI K TPaaUIIMOHHOMY JIEYEHUIO aHTUTUCTAMMHHBIMU MperapaTaMu KparuBHM-
IIbl PEKOMEHI0BaHO MPHUMEHEHNEe FTeHHO-MHXEHEPHOM TapreTHOU Teparnuu npenaparoM Omanu3symao. Lle-
JIbIO MCClIeAOBaHUsl ObLIO onpeaeeHne npoduis malurMeHToB ¢ XpoHnueckoi kpanuBHuuei (XK) u cpaB-
HeHre 3(P(GEKTUBHOCTU JeueHus npernaparoM Omanuzymat y namueHToB ¢ IgE-3aBucumoii (1-s1 rpymnmna)
u IgE-He3aBucumoii (2-g rpymnna) kpanuBHuiein. Oo0cneaoBaH 81 MmalueHT ¢ XPOHUYECKO KpanuBHULIEH
(60 B3poCIBIX, 21 pebeHoK). [TaneHTH! 1O Havaaa Tepanuy uMmean ;iuteabHbiin craxk XK: or 1 roga mo 20
Jiet. Bce manyeHThl 10 Havasia TapreTHOM Tepanyu Mojydaid JedyeHrue aHTUTUCTAMUHHBIMU MperapaTaMu
B CTAHJAPTHBIX U KPAaTHO YBEJIMYEHHBIX J103aX, OHAKO KOHTPOJISI MOJIyYeHO He ObL10. [ToBbIlIeHEe YPOBHS
ceiBopoTouHoro IgE BeisiBieHo B 51,7% cnyvaeB y B3pocibix U 42% y nereil. CommyTcTBylolas CEHCUOM-
nu3aius onpenessiiack y 48,3% B3pocibix, U 76,2% neteid. Y nmereit HanboJiee pacrnpoCcTpaHeHHON Oblia
MuIleBasi, SMUAePMaIbHasl U IbLUIblLIeBasi CeHCUOMIMU3alus. Y B3pOCJIbIX yallle BCTpedasach MbUIbLIEBast U
aMuAepMalibHas CEHCUOMIU3alusl. YpOBeHb 203MHOMMINU B 1-i1 Tpyrire Ob1 0oJsiee BhIpaXkeH, 4eM BO 2-ii
rpymiae — 302,6 u 116,4 kinetok/Mki1 (U = 61,5; p=0,0097). Yepes 6 MecsitieB B 1-ii TpyrmIie OTMEYEHO YJIyd-
meHue 6amna cummnromoB (UCT) ¢ 3,1 6auto AU (1,5-4,6) no 12,2 1N (10,8-13,7), (p = 0,0001). Bo 2-i1
rpyrne yaydineHue cumiromos ¢ 0,63 6amnos AU (0,36-1,6), no 8,1 AN (5-11,2) yepes 6 mecsies. [Tocie
6 Mecs1eB TeHHO-UHXeHepHo ononorndeckoii repanuu (FTMBT) moyHbli KOHTPOIb Hal cumnToMamMu XK
B 1 rpynmne nonydyeH y 66,7% 00JbHBIX, YaCTUYHBIIA — Yy 33,7%. Bo Bropoii rpyrie B 33,3% ciy4aes I10J10-
JKUTEJbHBIX PEe3yJbTaTOB JIeUSHUST TOOUThCS He yaaaochk. Takum oopaszom, TMBT npenaparom Omanusymad
NOBbIIIAET KOHTpoJIb Had TeueHUueM XK. PesynbraThl JedueHus Boille y nauueHToB ¢ IgE-3aBucuMbIiM npo-
dusem 3aboJieBaHUS.
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RESULTS OF THERAPY OF CHRONIC URTICARIA IN PATIENTS
WITH IgE-DEPENDENT AND IgE-INDEPENDENT DISEASE
PROFILE

Zhukova N.N., Mazocha K.S., Manzhos M.V., Aseeva E.V.

Medical University “Reaviz”, Samara, Russian Federation

Abstract. The main mechanism for the occurrence of urticaria is the degranulation of mast cells. It has
been proven that, regardless of the activation pathway, clinical manifestations will not differ. According to the
literature, up to half of cases of chronic spontaneous urticaria are autoimmune in nature, can be combined with
autoimmune thyroid disease, SLE, etc., and have a more severe course.

In therapy, antihistamines are traditionally used. However, some patients do not respond to the treatment,
even with a multiple increase in doses. In the treatment of urticaria resistant to traditional antihistamines,
the use of Omalizumab is recommended. The purpose of the study: to determine the profile of patients with
chronic urticaria, as well as to evaluate the effectiveness of treatment with Omalizumab in patients with IgE-
dependent and IgE-independent chronic urticaria.

Eight-one patients with chronic urticaria (60 adults, 21 children) were examined. Patients before the start
of therapy had a long history of CU: from 1 to 20 years. Patients before the start of therapy were treated with
antihistamines, but no control was obtained. An increase in the level of serum IgE was detected in 51.7% of
cases in adults and 42% in children. Concomitant sensitization was determined in 48.3% of adults and 76.2%
of children. In children, food, epidermal and pollen sensitization was the most common. Pollen and epidermal
sensitization were more common in adults. The level of eosinophilia in the group with IgE-dependent was
more pronounced than in other group (p = 0.0097). After 6 months, the group with IgE-dependent showed
an improvement in the symptom score (UCT) from 3.1 CI (1.5-4.6) to 12.2 CI (10.8-13.7), (p = 0.0001). In
other group, symptoms improved from 0.63 CI (0.36-1.6) to 8.1 CI (5-11.2) after 6 months (no control). After
6 months of genetically engineered biological therapy (GIBT), complete control over the symptoms of CU in
group 1 was obtained in 66.7% of patients, partial — in 33.7%. In the second group, in 33.3% of cases, positive
treatment results could not be achieved. Thus, genetically engineered biological therapy with Omalizumab
increases the control over the course of CU. Treatment outcomes are higher in patients with an IgE-dependent
disease profile.

Keywords: chronic urticaria, omalizumab, IgE, biological therapy, eosinophils, UCT test

In therapy, antihistamines are traditionally used
in standard or increased dosages. However, some
patients do not respond to the treatment, even with a
multiple increase in doses [4].

According to current concepts, genetically engi-
neered biological therapy (GIBT) Omalizumab the-
rapy can be prescribed already on the second line [1].
And although this therapy is not disease-modifying, it
is widely used to achieve disease control and improve
the quality of life. The duration of therapy has not yet
been determined, but should be at least 6 months.
Early termination of therapy is not recommended,
because there is a risk of losing patients with a late

Introduction

Chronic spontaneous urticaria is a disease lasting
more than 6 weeks, characterized by the appearance
of blisters and/or angioedema, passing without a
trace within 24 hours. Several pathways of mast
cell activation have been proven. However, the
mechanisms by which urticaria occurs are not fully
understood. It has been shown that, regardless of the
activation pathway, clinical manifestations in all types
will be the same.

Mast cell degranulation may be associated with
activation of high-affinity receptors (FceRI) by
immunoglobulin E or autoreactive anti-IgE or anti-

FceRI IgG, as well as autoreactive IgE [2, 6, 8].

Degranulation can also occur due to disruption
of mast cell activation signaling mechanisms, for
example, when exposed to complement components
or unknown factors [3, 7].

According to the literature, up to half of cases of
chronic spontaneous urticaria are autoimmune in
nature, can be combined with autoimmune thyroid
disease, SLE, etc., and have a more severe course.

response. Even long-term therapy with Omalizumab
does not eliminate the risk of relapse after treatment
is stopped. The drug is characterized by a good safety
profile and high efficacy.

The purpose of the study: to determine the profile
of patients with chronic urticaria, as well as to evaluate
the effectiveness of treatment with Omalizumab in
patients with IgE-dependent and IgE-independent
chronic urticaria.
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Materials and methods

A total of IgE level, peripheral blood eosinophil
count, and association with comorbidities were
assessed in 81 patients with CU. Of the patients who
did not respond to antihistamine therapy at standard
and elevated doses, 27 patients received biological
therapy with Omalizumab, including 17 women and
10 men. The mean age of patients receiving GIBT
was 45.4%+12.6. Patients were divided into 2 groups:
with IgE-dependent (gr 1; 18 patients) and IgE-
independent urticaria (gr 2; 9 patients). All patients
were treated with Omalizumab (as a lyophilisate
for solution for subcutaneous administration) sub-
cutaneously at a dosage of 300 mg once every four
weeks. When dosing the drug, the initial level of IgE
was taken into account. Efficacy was assessed after 3
and 6 months of therapy clinically and using the UCT
questionnaire, where values of 16 points indicated
complete control of the disease, more than 12
points — partial control, and values < 11 — no control
of urticaria [11].

Statistical data processing was carried out using
generally accepted methods of variation statistics.
Methods of nonparametric statistics were used,
the Mann—Whitney U test (U), and the cross-
tabulation method (y?) were used. The critical value
of the significance level was taken equal to 5%. The
data obtained were processed using the application
package AtteStat, version 10.5.1, Statistical formulas
of the Microsoft Excel program, version 5.0.

Results and discussion

Under observation were 81 people with chronic
urticaria: 60 adults and 21 children. Among adults,
in 34 people (56.7%), urticaria was combined with
angioedema, among children, a combination with
angioedema was observed in 8 people (38.1%).

In 51.7% of adult patients and 42% of children, an
increase in the level of total IgE was not detected. The
mean values of serum IgE in patients with elevated
values of this indicator did not differ significantly in
children and adults and amounted to 405.4 TU/mL
CI (205-605.6) and 480.25 IU/mL CI (257.5-703),
respectively (U = 144, p = 0.22).

Concomitant sensitization to one or more
allergens was detected in 55.6% of patients: in adults
in 48.3% of cases (29/60), in children in 76.2%
(16/21). In children with CU, food, epidermal and
pollen sensitization was most common: 38%, 38%,

33.3%, respectively. In adult patients with urticaria,
pollen sensitization was most often noted — 33.3%,
and epidermal sensitization — 18.3%.

All patients, before the start of GIBT, according
to clinical guidelines, received treatment with
antihistamines in standard and multiple-fold
increased doses, however, no control was obtained
against the background of this therapy. Patients before
the start of therapy had a long history of CU: from
1 to 20 years. The average experience of urticaria in
group 1 was 3.3 years, CI (2.2-4.4), in group 2 — 6.28,
CI (0.13-12.43). The level of eosinophilia in group 1
was more pronounced and averaged 302.6 cells/uL CI
(159-445), in group 2 — 116.4 cells/uL CI (65-179),
(U=61.5;p=0.0097).

In group 1, at the beginning of therapy, the average
symptom intensity score according to the UCT
questionnaire was 3.1 points CI (1.5-4.6). There was a
statistically significant increase in the mean symptom
intensity score after 3 months to 10.6 CI (8.6-12.5),
(U =296.5, p =10.0001), and after 6 months to 12.2
CI(10.8-13.7), (U = 353.5, p=0.0001) — the disease
acquired a well-controlled course. Complete control
over the symptoms of urticaria was achieved in 66.7%
of patients, partial control — in 33.3% of cases. In
some patients who had not previously responded to
GCS therapy, an improvement in sensitivity to this
group of drugs was noted (Table 1).

In group 2, by the beginning of treatment, the
intensity of symptomsaccordingto UCT averaged 0.63
points CI (0.36-1.6), after 3 months of therapy 8.75 CI
(6.92-10.6), and after 6 months 8.1 CI (5-11.2). In the
group as a whole, the intensity of symptoms according
to the UCT questionnaire increased already after 3
months of treatment (U = 64, p = 0.0007), however,
in 33.3% of patients, the disease had an uncontrolled
course after 6 months of therapy. Complete control
over the symptoms of CU after 6 months of GIBT
was obtained in 11.1% of cases, partial — in 55.6% of
cases.

In a comparative analysis of the effectiveness of
GIBT with Omalizumab, in general, in group 1, the
positive effect of treatment (disease control) was more
pronounced than in group 2 (x> = 7.4; p = 0.0245).

The high efficacy of Omalizumab in urticaria
has been shown in numerous studies; it improves
the condition of more than half of patients after
2 months. According to the literature, a more
pronounced effect of Omalizumab therapy is observed
in patients with clinically associated sensitization to

TABLE 1. DYNAMICS OF THE INTENSITY OF SYMPTOMS OF URTICARIA AFTER 6 MONTHS OF THERAPY WITH

OMALIZUMAB
Group 1 Group 2
before after before after p
3.1 points 12.2 _ 0.63 points 8.1 _
UCT test (1.54.6) (108-137) | P~ | (036.160) (5.0-112) | P=00040
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allergens, confirmed by skin prick testing and/or
serological methods, the level of eosinophilia more
than 260 cells/ul, the duration of treatment with
Omalizumab for more than 12 months, which is
consistent with our results [5, 9].

Conclusion

Thus, GIBT with Omalizumab increases the
control over the course of CU. The results of treatment
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