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Expression of Long Non-Coding RNA PRINS
and G1P3 in Children with Psoriasis

JKCnpeccna JNnHHoW HekoamposaHHor PHK PRINS 1 G1P3
y [eTei C Ncopra3om

Abstract

Purpose. To identify and compare the expression of PRINS and G1P3 in children with psoriasis
depending on the clinical-epidemiological features of the pathological process and to study the
relationship between PRINS expression and G1P3 expression.

Materials and methods. 56 children with psoriasis aged from 4 to 17 years were examined. Psoriasis
was diagnosed on the base of clinical data and generally accepted diagnostic criteria. PRINS and G1P3
expression levels were determined in psoriatic keratinocytes and buccal epithelium through reverse
transcription and real-time PCR. Psoriasis severity indices (BSA, PASI, PGA) and body mass index (BMI)
were calculated. The study materials were statistically processed using the STATISTICA 13.3 software.
Results. In children with psoriasis, statistical differences were found between the expression
of PRINS in the buccal epithelium and in keratinocytes affected by psoriasis (p=0.034). Similar
differences in PRINS expression were found in the group of girls (p=0.038), in the group of children
with BSA >10 (p=0.019) and in the group with PGA=4 (p=0.017), in the group of children with the
signs of onychodystrophy (p=0.009) and exacerbation of psoriasis for more than 5 weeks (p=0.017).
The relationship between the expression of PRINS and peculiarities of the clinical manifestations
of psoriasis was revealed, which is reflected in the increase of the area of skin lesions by 1% and
increase of the intensity of skin manifestations by 0.29 with the increase of PRINS expression in
the buccal epithelium by 0.207. G1P3 expression in psoriatic keratinocytes is 0.88+0.26. Statistical
differences in G1P3 expression were revealed when comparing the groups by gender, skin lesion
area (BSA), intensity of clinical signs (PGA), and BMI.

Conclusion. Dysregulation of PRINS in the pathogenesis of psoriasis was confirmed. It was found that
not only the level of PRINS expression in the intact epidermis is important for the course of psoriasis,
but also the level of differences with PRINS expression in psoriatic keratinocytes: high PRINS expression
in the buccal epithelium and low expression in psoriatic keratinocytes lead to severe psoriasis with
prolonged exacerbation and unfavorable prognosis. The role of increased G1P3 expression in psoriatic
keratinocytes in the pathogenesis of psoriasis was confirmed; the more severe psoriasis isin terms of the
area of skin lesions and the intensity of clinical manifestations (erythema, desquamation, infiltration of
foci), the higher are the levels of G1P3 expression in psoriatic keratinocytes. The relationship between
PRINS and G1P3 expression in psoriatic keratinocytes is ambiguous.

Keywords: psoriasis in children, long non-coding RNA, PRINS expression, G1P3 expression.
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JKcnpeccna AnnHHON HekogmposaHHow PHK PRINS n G1P3 y pgeten ¢ ncopnasom

Peslome

Llenb. Bbiasntb 1 cpaBHUTb aKkcnpeccuio PRINS n G1P3 y geTten ¢ ncopra3om B 3aBUCUMOCTU OT
KJIMHVIKO-3MUAEMMNONIONMMYECKNX 0COOEHHOCTEN MaTONOMMYECKOro NPOoLecca, U3yunTb B3aUMOCBA3N
akcnpeccum PRINS v skcnpeccnn G1P3.

Matepuannbl n metogbl. O6cnefoBany 56 geten ¢ ncoprasom B Bo3pacTe oT 4 go 17 net. lnarHos
«MCcopuas» BbICTaBAAIN Ha OCHOBAHWUW KNNHWYECKMX AaHHbIX U OBLENPUHATBIX AUarHOCTUYECKMX
KpuTtepunes. YposHu akcnpeccum PRINS n G1P3 onpegenann B ncopratMyeckmux KepaTmHoumTax m
6YKKarbHOM 3MUTENUK NyTem obpaTtHon TpaHcKpunuum v MNLP B peanbHom BpemeHu. Nposoamnu
pacyeT NHAEKCOB TaxkecTn ncopuasa (BSA, PASI, PGA); niaekca maccol Tena (MUMT). MaTtepuansl nc-
criepoBaHuA 6Ny CTaTUCTYeCKU 06paboTaHbl C MOMOLLbIO Nporpammbl Statistica 13.3.
Pe3ynbTaTtbl. Y getell ¢ NCOPUA3OM YCTaHOB/EHbI CTAaTUCTMYECKUE Pa3fIMunNA MeXay dKCnpeccu-
el PRINS B OyKKanbHOM 3nuTeNnn 1 B MOPaKeHHbIX NCcopuasom KepaTtuHouunTax (p=0,034). AHa-
nornyHble pasnuuma skcnpeccun PRINS BbisBneHbl B rpynne agesouek (p=0,038), B rpynne geten
cBSA >10 (p=0,019) n B rpynne c PGA=4 (p=0,017), B rpynne fetei C npn3HakaMm oHUxoancTpobumn
(p=0,009) 1 npn o60CTPeHnM Ncopuasza bonee 5 Hegenb (p=0,017). BbiABNEHBI B3aUMOCBA3U MeXay
sKkcnpeccmeit PRINS 1 0cob6eHHOCTAMU KNMHUYECKUX NPOSIBIEHMIA NCOPUA3za, YTo 0To6pasnTbCsa B
yBennueHn NIoLWaamn nopakeHMA Koxm Ha 1% 1 B yCUNEHNM MHTEHCMBHOCTY KOXHbIX NPOABNEHUN
Ha 0,29 npu yBenuueHun skcnpeccun PRINS B 6ykkanbHom snuTenun Ha 0,207. Skcnpeccna G1P3
B KepaTuHoumMTax o4aros nopakeHua coctasnset 0,88+0,26. BoiaBneHbl cTaTUCTMYECKNE pa3nuyumsa
sKkcnpeccmmn G1P3 npu cpaBHeHUM rpynn no nony, naowaan nopaxkeHusa Koxm (BSA), MHTEHCMBHO-
CTV KNNHMYeCKnX npusHakos (PGA), UMT.

3aknioueHme. [ogTBepxaeHO HanuumMe B naTtoreHese ncopuasa HapyweHusa perynauum PRINS.
YCTaHOBMEHO, YTO 3HaueHne 1A TeYeHUA Ncopmasa MMeeT He TONbKO ypoBeHb aKkcnpeccmm PRINS
B MHTaKTHOM 3nnaepMuUce, HO 1 YpoBeHb pasnunuun ¢ skcnpeccuen PRINS B ncopratnyeckmx kepa-
TUHOLMTaX: BblcOKasA 3Kcnpeccua PRINS B 6yKKasbHOM 3MUTENUM U HW3KaA B NCOPUATAYECKUX Ke-
paTUHOLMTaX NPUBOAMT K TAXeSIoMY Ncopuasy ¢ AnunTeNbHbiM obocTpeHmem. MoaTeep)KaeHa posb
noBblIlWeHHOW 3Kkcnpeccun G1P3 B mcopraTnyecknx KepaTrHOLMTaX B NatoreHese ncopvasa. Yem
TAXKenee rncopunas no naowaan NopaxeHNa KoXn 1 No MHTEHCUBHOCTY KIIMHUYECKUX NPOABNEHUN
(apuTema, WwenyweHve, MHGUABTPALMA 0YaroB), TeM Bbille YPOBHU 3Kkcnpeccun G1P3 B ncopmatu-
yecKkunx KepatuHoumTax. Bsammocsasb skcnpeccum PRINS 1 G1P3 B ncopuatnyeckux kepatmHouu-
Tax HeoAHO3HauHas.

KnioueBble cnoBa: ncopuas y geten, AnmHHasa HekognposaHHaa PHK, skcnpeccus PRINS, skcnpec-
cna G1P3.

B INTRODUCTION

Pretty much attention is paid to the research on genetic aspects of
psoriasis. It was made clear that a variety of genes participate in symptom
occurrence and that the disease is genetically heterogenous [1, 2]. An
increase in the number of studies indicates IncRNA dysregulation to be
central to psoriasis pathogenesis [3-5]. Several psoriasis-associated IncRNAs
have been studied so far. Psoriasis-associated long non-coding RNA, referred
to as psoriasis susceptibility-related RNA gene, induced by stress (PRINS),
revealed the highest expression to take place in skin areas, unaffected by
psoriasis, suggesting that it may play a critical part in psoriasis onset [6].
Széll et al. [3] reported that PRINS overexpression in the normal-appearing
skin, in case of psoriasis, changes the stress response and contributes to the
pathogenesis of the disease.
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Contrastingly, one of the identified genes — G1P3, which plays a part in
pathogenesis of human cancer with anti-apoptotic activity and is regulated
by interferon alpha, is under the control of PRINS gene [7, 8]. These two
features of G1P3 gene are also important in psoriasis pathogenesis [9,
10]. Szegedi and co-authors [11] have found that PRINS-regulated G1P3
RNA synthesis was increased 400-fold in the psoriatic lesional epidermis
and 9-fold in the normal-appearing epidermis in patients with psoriasis as
opposed to the healthy skin. The in vitro test has shown that G1P3 inhibition
inhibits spontaneous keratinocyte apoptosis, which is indicative of high
G1P3 expression to change apoptosis intensity in keratinocytes in case of
psoriasis and triggers the disease pathogenesis.

B PURPOSE OF THE STUDY

To detect and compare PRINS and G1P3 expression in the non-lesional
psoriatic keratinocytes and psoriatic lesional keratinocytes, in children with
psoriasis, depending on clinical and epidemiological features of the disease
process and the effect of PRINS on G1P3 expression.

B MATERIALS AND METHODS

We examined 56 children with psoriasis aged 4-17, who underwent
treatment in Kyiv Municipal Dermatology-STI Clinic, from 2019 till the early
part of 2020. The ratio between girls and boys came to 1.43: 23 boys and
33 girls (Table 1). Psoriasis was diagnosed based on clinical findings and
generally accepted diagnostic criteria. Psoriasis was first-ever diagnosed
in 19 (34.55%) among 56 children. Clinical findings of the disease process
was predominantly represented by plaque psoriasis — 40 (71.43%), guttate
psoriasis was diagnosed in 8 (14.29%) children, inverse psoriasis — in 4
(7.14%) children, scalp psoriasis — in 3 (5.36%) children and palmoplantar
type —in 1 (1.79%) child. These types of psoriasis predetermined widespread
psoriasis in 48 (85.71%) children and localized in 8 (14.29%) children.

According to the latest guidelines, the severity of psoriasis in children
is assessed on the BSA (Body Surface Area) index, PASI (Psoriasis Area and
Severity Index) index and I/PGA (Investigator/Physician’s Global Assessment
Scale) or PGA [12, 13].

Body mass index (BMI) was calculated as the ratio of body weight in kilos
to the squared height in meters (kg/m?) taking into consideration a child’s
age according to the WHO guidelines [14]. An increased BMI was reported
in 13 children and 1 child with class 1 obesity among. The excess weight in
children with psoriasis ranged from 7 to 23% of an optimal value.

Current research on detecting the stress-induced long non-coding
RNA, or PRINS, in individuals with psoriasis, dealt with the non-lesional
psoriatic epidermis, unaffected by psoriasis as well as with the lesional
psoriatic epidermis. The material was sampled using biopsy. Our study
involved children with psoriasis, thus PRINS and G1P3 expression was
supposed to be detected in buccal epithelial cells, which was considered
as non-lesional psoriasis epidermis, and psoriatic lesional epidermis: scales
from plaques and papules, considering that biopsy is another stress for
children with psoriasis, capable of provoking disease exacerbation. The
buccal epithelium and psoriatic lesional epidermis were taken using sterile
brushes and scalpels, packaged in sterile Eppendorf tubes. The material
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Table 1

Clinical and epidemiological characteristics in children with psoriasis
:‘nnc:::a;: rr:’easurement Mean value or total number
Mean age, years 12.21+0.45
Mean age of disease onset, years 8.95+0.54
Average duration of the disease, years 3.38+0.49
Average duration of psoriasis exacerbation, weeks 12.00+2.69
1-4-week duration of exacerbation, number of children 28
Duration of exacerbation >4 weeks, number of children 28
Average BSA, % 26.26+2.35
BSA <10, number of children 16
BSA >10, number of children 40
Average PASI before treatment 14.01+1.41
PASI <10, number of children 30
PASI >10, number of children 26
Average PASI at the end of the course of treatment 1.99+0.45
Average PGA 3.20+0.14
PGA=1-2, number of children 18
PGA=3, number of children 16
PGA=4, number of children 22
Family history is positive/negative, number of children 27/29
Normal BMI, number of children 43
Increased BMI, number of children 13

was stored at —20 °C. Specimens were transported to the lab by maintaining
the cold chain environment.

In order to isolate total RNA from the normal-appearing epidermis and
psoriatic lesional epidermis (scales), acid guanidinium thiocyanate-phenol-
chloroform extraction was performed using TRIzol (Invitrogen) reagent. The
RNA samples, isolated, were diluted in 50 pl of distilled water, whereafter
the RNA concentration was measured by spectrophotometry (NanoDrop
ND1000). Reverse transcription was performed in 2 phases. Initially, the
mixture, consisting of 1 pl Random Hexamer primers, 6 pl of total RNA
and 5 pl of nuclease-free water, was prepared. The samples, obtained,
were incubated for 5 minutes at 70 °C in the thermal - cycler the Applied
Biosystems Gene Amp® PCR System 2700 (USA). At the second stage, 2 pl
of dNTPs, 4 pl of RT Buffer, 0.5 ul of RiboLock RNase Inhibitor and 0.9 pl of
RevertAid H Minus Reverse Transcriptase were added to the mixture. The
samples, obtained, were thermostated for 60 min at 42°C, then incubated for
10 min at 70 °C. A real-time polymerase chain reaction (PCR) was performed
in thermal cycler - the Applied Biosystems 7500 Fast Real-Time PCR (USA).
In order to perform PCR, 10 pl mixture, including 5 pl of TagMan™ Universal
PCR Master Mix, 2 pl of cDNA, 0.15 pl of a long non-coding PRINS RNA probe,
0.2 ul of Rox (1 :9) and 2.65 pl of water, was injected into the 96-well
microplate. Denaturation of cDNA was lasting for the period of 15 sec at
95°C. Probe attachment and elongation were lasting for 1 min at 60 °C. The
real-time polymerase chain reaction program consisted of 50 cycles.
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PRINS expression in non-lesional epidermis, taken from 20 children
without chronic skin conditions — the control group, served for controlling
and comparing the results.

Study records were statistically processed using in Statistica 13.3
software (developed by StatSoft.Inc). The Student’s t-test was used when
comparing the mean values of data sets, with the level of statistical
significance p<0.05. A correlation analysis was conducted by applying the
Pearson’s correlation coefficient. The values of the correlation coefficient (r)
were interpreted according to the Chaddock scale. The prognostic model
of a dependency between a quantitative variable and factors, represented
by quantitative indicators, was designed using simple and multiple linear
regressions.

B RESULTS

Overall PRINS and G1P3 expression

In children with psoriasis, PRINS expression in buccal epithelial cells
was of statistically significant difference to the measurements of PRINS
expression in psoriatic lesional keratinocytes in plaques and papules, and
more than 5-8 times higher as compared to PRINS expression in buccal
epithelial cells of children from the control group (Table 2).

Table 2
PRINS expression in the psoriatic lesion epidermis and non-lesion skin depending on clinical and
epidemiological features of psoriasis

PRINS expression L.
i i - . . Statistical
Grouping based on various features Psoriatic lesion | Psoriatic non- significance
epidermis lesion epidermis
Children with psoriasis (n=56) 0.60+0.09 1.38+0.34 P=0.034*
Healthy children (n=20) - 0.26+0.06
Statistical significance P=0.002*
Sex Boys (n=23) 0,66+0,14 0.86+0.23 P=0.435
Girls (n=33) 0.56+0.12 1.67+0.50 P=0.038*
Statistical significance P=0.554 P=0.137
o Plaque psoriasis | ¢, 11 1424038 P=0.053
Clinical types of (n=40)
psorasts at:fgj 0.57+0.10 128+0.51 P=0.187
Statistical significance P=0.771 P=0.825
BSA <10 (n=14) 0.77£0.18 0.76%0.38 P=0.991
>10 (n=42) 0.55+0.09 1.60+0.42 P=0.019*
Statistical significance P=0.309 P=0.147
1-2 (n=18) 0.72+0.17 * 1.19+0.41 * P=0.289
PGA 3(n=16) 0.81£0.13%/ ** 1.85+0.55 P=0.077
4 (n=22) 0.38+0.04 ** 1.19+£0.32* P=0.017*
Statistical significance ::;2:%%5* *P=0.059
PASI <10 (n=30) 0.74£0.17 1.72+0.52 P=0.085
>10 (n=26) 0.47+0.07 0.97£0.41 P=0.245
Statistical significance P=0.169 P=0.266
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Table 2 end

. Increased (n=13) | 0.48+0.11 1.00+0.34 P=0.161

Body mass index
Normal (n=43) 0.64 £0.11 1.49+0.42 P=0.057

Statistical significance P=0.340 P=0.375
Psoriatic (Oncchsr; 0.57+0.11 1.83+0.44 P=0.009*
onychodystrophy 1o found (n=41) | 0.62£0.11 122040 P=0.165
Statistical significance P=0.754 P=0.276
Duration of exacer- | 1-4 weeks (n=28) |0.48+0.11 1.28+0.45 P=0.099
bation >4 weeks (n=28) |0.72+0.14 1.47+0.52 P=0.017*
Statistical significance P=0.200 P=0.776

Note: * discrepancies in scores are statistically significant (p<0.05).

G1P3 expression in children with psoriasis was identified only in psoriatic
lesional keratinocytes. G1P3 expression in buccal epithelium was detected
only in 2 children with psoriasis and 2 children from the control group. G1P3
expression in the normal-appearing skin in children with psoriasis averaged
out at 39.08+1.59, being 100 times higher than G1P3 expression rates in
children from the control group - 0.39+0.02. It means that research on G1P3
expression in the non-lesional psoriatic epidermis in children with psoriasis
using non-invasive sampling techniques demands improvement (Table 3).

Table 3
G1P3 expression in the psoriatic lesion epidermis depending on clinical and epidemiological features of
psoriasis
. . G1P3 expression in the Statistical
Grouping based on various features L. . . . P
psoriatic lesion epidermis | significance
Children with psoriasis (n=56) 0.88+0.26
Boys (n=23) 1.41+0.52
Sex . P=0.031*
Girls (n=33) 0.46+0.22
ini - Pl iasis (n=40 0.75%£0.24
C.Im.lcal types of pso aque psoriasis (n=40) P=0.025*
riasis Others (n=16) 0.15+0.02
<10 (n=16) 0.26%0.11
BSA P=0.030*
>10 (n=40) 1.034£0.32
1-2 (n=18) 0.35+0.09 ** % Po0.014%
—_ KK XXX =0
PGA 3(n=16) 1.50£0.42 **/ 4% P,023"
4 (n=22) 0.42+0.14 ***
<10 (n=30) 1.11+0.44
PASI P=0.398
>10 (n=26) 0.65+£0.30
. Increased (n=13) 0.10+0.04
Body mass index P=0.012*
Normal (n=43) 0.95+0.31
Psoriatic Occurs (n=13) 0.85+0.28
P=0,956
onychodystrophy Not found (n=43) 0.89+0.34
Duration of exacerba- | 1-4 weeks (n=28) 0.60+0.29 P=0.324
tion >4 weeks (n=28) 1.12+0.42 ’

Note: * discrepancies in scores are statistically significant (p<0.05).
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PRINS and G1P3 expression depending on sex

At almost identic PRINS expression in the psoriatic lesional epidermis,
PRINS expression in the non-lesional psoriatic epidermis in the girl’s group
was higher than expression in the group of boys; however, there is no
significant difference. In contrast to boys, in girls, statistically significant
differences were detected between PRINS expression in the psoriatic lesional
epidermis and non-lesional skin. G1P3 expression was probably higher in
the group of boys than in the girl’s group, so in boys it correlated with PRINS
expression in the non-lesional psoriatic epidermis (r=0.41; p=0.049).

PRINS and G1P3 expression depending on clinical types of psoriasis

When comparing PRINS expression in groups of children with plaque
psoriasis and the group, referred to as “Others’, including all other types
of psoriasis, namely: guttate, palmoplantar, scalp and inverse psoriasis,
statistically significant differences were not found to exist between PRINS
expression both in the non-lesional and psoriatic lesional epidermis.
In case of plaque psoriasis, G1P3 expression was probably higher than
G1P3 expression in the group of “Other” clinical types, so PRINS and G1P3
expression in psoriatic lesional keratinocytes correlated with each other
(r=0.32; p=0.041).

PRINS and G1P3 expression depending on the severity of psoriasis

PRINS expressions in psoriatic lesional epidermis and buccal epithelium
in groups of children depending on BSA severity were comparable.
However, in the group of children with BSA >10, there was a statistically
significant difference (p=0.019) between the levels of PRINS expression in
psoriatic lesional keratinocytes and in the unaffected epithelium, which
was not detected with BSA <10 (p=0.991). Relationships between PRINS
expression in buccal epithelium in the group of children with BSA <10 and
duration of the pathological process exacerbation (r=0.50; p=0.063) were
also established. The level of G1P3 expression at BSA>10 was probably
higher than the expression level at BSA <10 (p=0.03).

PRINS expression in psoriatic lesional epidermis was the lowest at
PGA=4 (p=0.005), and, although PRINS expression in buccal epithelium
was comparable between groups by the PGA index (p=0.059), but, with
increasing severity of psoriasis in terms of intensity of skin manifestations,
the statistically significant difference between PRINS expression levels
in psoriatic lesional keratinocytes and intact epithelium increased (from
p=0.289 to p=0.017).The level of G1P3 expression at PGA=3 was significantly
higher than at PGA=1-2 (p=0.014) and PGA=4 (p=0.023). The correlation
between G1P3 and PRINS expression in psoriatic lesional keratinocytes was
the highest in case of PGA=1-2 (r=0.51; p=0.027), it lost the significance
level in case of PGA=3 (r=0.48; p=0.059) and when PGA=4 it was totally
non-existent. PRINS and G1P3 expression did not differ between groups
depending on the PASI index both in the psoriatic lesional epidermis and
normal-appearing skin.

PRINS and G1P3 expression depending on BMI

Significant differences between PRINS expression in children with
psoriasis, depending on BMI, did not exist. G1P3 expression in case of a
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normal BMlin children with psoriasis was significantly higher thanin children
with an increased BMI. Correlation between G1P3 and PRINS expression in
the psoriatic lesional epidermis (r=0.97; p<0.001) was identified in children
with an increased BMI, which in turn correlated with PRINS expression in the
non-lesional psoriatic epidermis (r=0.83; p<0.001).

PRINS and G1P3 expression depending on the occurrence of
onychodystrophy

PRINS and G1P3 expression in children in the occurrence of psoriasis-
associated nail plate lesions was compared with expression in children with
psoriasis without onychodystrophy both in the lesional epidermis and non-
lesional psoriatic epidermis. However, in the occurrence of onychodystrophy,
PRINS expression in the non-lesional psoriatic epidermis was apparently
higher than PRINS expression in the psoriatic lesional epidermis (p=0,009).
There was also a correlation between PRINS and G1P3 expression in psoriasis
plaques (r=0.66; p=0.007) in children with onychodystrophy.

PRINS and G1P3 expression depending on the duration of disease
exacerbation

The duration of psoriasis exacerbation did not affect PRINS and G1P3
expression. Although when the disease process lasted more than 4 weeks,
the significance level of a statistically significant difference between PRINS
expression in the normal-appearing skin and PRINS expression in the
psoriatic lesional epidermis increased from 90% to 95%.

B DISCUSSION

The detected increased rates of PRINS expression in the non-lesional
psoriatic epidermis in children with psoriasis are fully consonant with the
research by Széll et al. [3] and Szegedi et al [11], who reported that PRINS
overexpression in intact skin in case of psoriasis changes the stress response,
inhibits keratinocyte apoptosis and triggers the disease pathogenesis.

In our study PRINS expression levels in children with psoriasis depending
on the gender were comparable, although some studies indicate a more
severe course of the disease in men and a predominance of psoriatic
arthritis in psoriasis in men [15], and an earlier onset and severe course of
the disease in girls in childhood [42, 47]. Therefore, PRINS overexpression
in the buccal epithelium in the group of girls and significant expression of
G1P3, which affected the processes of apoptosis in boys, determined the
course of psoriasis in children, which, based on clinical features, did not
differ between girls and boys in our study (Table 4).

When studying G1P3 mRNA regulation in various tumors and in
case of autoimmune diseases, a noticeable increase is observed [16, 17],
including malignancies of viral etiology, such as hepatocellular carcinoma,
malignancies-associated with chronic inflammation such as stomach cancer
[18], and malignant tumors with endocrine dysregulation such as breast and
ovarian cancer. Additionally, immune dysregulation serves as a distinctive
feature of an autoimmune system in case of diseases such as lupus, psoriasis
and multiple sclerosis. G1P3 expression correlated with the severity in
patients with lupus [19]. In the same way, G1P3 was noticeably increased
in biopsy samples of the skin affected as compared to the adjacent healthy
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Table 4
Clinical features of psoriasis depending on sex
Boys Girls

Mean age, years 12.78+0.71 11.82+0.56
Mean age of disease onset, years 9.43+0.84 8.06+0.72
Average duration of psoriasis exacerbation, weeks 11.78+4.36 12.15+3.45
BSA 26.03%£3.55 26.41£3.16
PGA 3.09+0.17 3.03+0.15
PASI 11.07+4.38 11.91+1.83

skin and correlated both with the extent of body surface involvement
and symptoms of dermatosis (erythema, exfoliation and infiltration) [20].
Increased G1P3 expression was found not only in biopsy samples taken from
psoriatic lesions, but also from psoriatic lesional keratinocytes, which was
demonstrated in our study. Moreover, G1P3 expression was probably higher
in more severe psoriasis both in terms of the body surface area affected and
the intensity of skin manifestations (erythema, exfoliation and infiltration).
And a more severe and common clinical type — plaque psoriasis was likely
to have higher G1P3 expression than other clinical types of psoriasis.
Expectable PRINS overexpression in non-lesional psoriatic epidermis in
contrast to PRINS expression in psoriatic lesional epidermis was detected,
similarly, in case of severe and widespread types of psoriasis. Additionally,
it was determined that an increase in PRINS expression in buccal epithelial
cells in children with psoriasis by 0.207, which almost corresponds to PRINS
expression in the group of healthy children, will lead to 1% increase in the
extent of body surface involvement, while an increase in PRINS expression
in buccal epithelial cells by 1.406 - to an increase in psoriasis severity on the
PGA index by 1.

Obesity is considered to be an independent predictor of psoriasis [21].
Adipose tissue is metabolically active, secretes pro-inflammatory cytokines
that further alter the metabolism of interleukins (IL) 1, IL-6, TNF-a and anti-
inflammatory cytokine, adiponectin. The number of these pro-inflammatory
cytokines rises in obesity, while adiponectin gene expression decelerates
[22, 23]. However, in our study, no additional effect of adipose tissue on the
level of PRINS expression was found. It is possible that the lack of differences
in PRINS expression levels is due to the fact that there is only 1 obese child in
the group of overweight children, and other children have only an excess of
optimal weight. And, the level of G1P3 expression in children with elevated
BMI was statistically lower than in normal BMI, and the presence of very
high correlations between PRINS and G1P3 expression levels in psoriatic
keratinocytes indicated an additional regulation of these processes by
metabolically active adipose tissue.

Associations have been established between the development of
psoriatic onychodystrophy and prolonged, more severe course of the
disease, psoriatic arthritis, early onset of psoriasis, the presence of a strong
family history [24, 25]. Consideration of psoriatic onychodystrophy as a
factor complicating the course of psoriasis was justified in determining
the PRINS expression levels in groups of children with and without
onychodystrophy. Excessive expression of PRINS in the buccal epithelium,
which was statistically higher than the expression of PRINS in the psoriatic
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lesional epidermis in a group of children with onychodystrophy, may be a
negative prognostic sign of psoriasis.

Psoriasis is a chronic skin condition without a well-defined etiology
and effective treatment. The negative impact of psoriasis on the quality of
human life may be rather substantial. The Global Burden of Disease Study
2010 by the WHO, conducted in 2010, revealed that the average global DALY
(Disability-adjusted life year) for psoriasis was estimated at 1050660 years,
which is twice as high as compared to hepatitis C [26]. It results from the
durable course of the disease and durable psoriasis exacerbations. Previous
studies have confirmed the dependence of the duration of exacerbation of
psoriasis on the PRINS expression in the intact epidermis [20]. In our study,
PRINS and G1P3 expression levels did not differ between groups depending
on the disease duration. However, exacerbations of psoriasis lasting more
than 4 weeks were characterized by significant differences between the
PRINS expression levels in lesional keratinocytes and buccal epithelium.
Therefore, the difference between the expression in the buccal epithelium
and psoriatic lesional kertinocytes is important for the duration of psoriasis
exacerbation. It was also calculated that increasing the expression of PRINS
in the buccal epithelium by 0.044 will increase the duration of psoriasis
exacerbation by 1 week.

Growing data from various studies reveal that IncRNAs are key regulatory
molecules present at virtually every level of cellular physiology. Many human
diseases are associated with changes in IncRNAs. This is not only a new level
of complexity in the molecular component of human disease; it also opens
up the potential of using IncRNAs as diagnostic markers and therapeutic
targets. LncRNAs have advantages as biomarkers because they can be easily
detected in body fluids. In addition, as compared to mRNA, IncRNA is a
functional molecule and its level of expression may be a better indicator of
disease. Although these suggestions are still under development, the use of
IncRNA in clinical medicine has already begun [27].

The largest number of reports on the importance of IncRNA in the
disease diagnosis concerns malignant tumours. Thus, the role of IncRNA
HOTAIR in determining the tumour invasion and dissemination is shown.
Its expression levels in primary breast tumours positively correlate with
metastasis and poor outcome [28]. Another example of IncRNA involved in
cancer malignancy is metastasis-associated lung adenocarcinoma transcript
1 (MALAT1), widely expressed in normal human tissues but upregulated in
different types of cancer [29, 30]. LncRNAs were identified in various neural
pathologies. A recent study has detected over 200 differentially expressed
IncRNAs in autism disorders, enriched for genomic regions containing genes
related to neurodevelopment and psychiatric disease, while another recent
work has identified IncRNAs deregulated in Huntington’s disease [31, 32].

LncRNAs are essential components of cellular regulatory networks and,
therefore, may influence all aspects of physiology. This leads to a constant
increase in the number of studies to determine IncRNA not only in malignant
tumours, but also in somatopathies: systemic lupus erythaematosus,
psoriasis, uraemia, facioscapulohumeral muscular dystrophy, a-Talasaemia,
cardiovascular diseases and hypertension [27].

In patients with psoriasis, a high PRINS expression was detected in
unaffected keratinocytes and low expression in psoriatic keratinocytes, but
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also higher than in the skin of healthy volunteers [3, 6, 11]. The results of
PRINS overexpression in the buccal epithelium of children with psoriasis
compared with the expression in psoriatic scales from psoriatic lesions and
compared with the PRINS expression levels in the healthy children’s buccal
epithelium were obtained in our study. These data suggest that PRINS is a
transcript ubiquitously expressed in the human body. It may be determined
not only in the skin using biopsy or in the blood, but also in cells collected
by non-invasive methods. Therefore, the PRINS expression determination in
the buccal epithelium of children with psoriasis at the present-day stage
can be used for the differential diagnosis of psoriasis and the establishment
of the diagnosis.

We also showed in our study that not only is the PRINS expression level
in non-lesional psoriatic epidermis important, but the comparison with the
PRINS expression levels in psoriatic keratinocytes as well. The severe and
prolonged course of psoriasis in children is characterized by the PRINS
overexpression levels in the buccal epithelium compared to the PRINS
expression in psoriatic keratinocytes. It was also established that PRINS
changes the stress response of unaffected keratinocytes, and they become
more sensitive to stress and proliferative signals [6, 33-35]. Therefore, a
comparison of the PRINS expression levels in psoriasis-affected and intact
keratinocytes at the beginning of treatment may represent the state of
stress readiness of keratinocytes for the psoriasis development and be
additional instrument for a decision to be made on therapeutic approach.

B CONCLUSION

The results of a study of PRINS expression in children with psoriasis
confirmed the presence of dysregulation of Psoriasis-susceptibility-Related
RNA Gene Induced by Stress — PRINS, in the disease pathogenesis, as
evidenced by overexpression of PRINS in children with psoriasis in intact
epidermis - buccal epithelium - as compared with PRINS expression levels
in psoriatic lesional keratinocytes and compared with a group of healthy
children. Essential for the course of psoriasis is not only the PRINS expression
level in the intact epidermis, but also the differences between the PRINS
expression levels in the buccal epithelium and psoriatic epidermis: the
more likely the difference between the PRINS expression levels in the buccal
epithelium and in the psoriatic lesional epidermis is, the longer and more
severe the course of psoriasis is in terms of the area of skin lesions and the
intensity of clinical signs with an unfavourable prognosis for the future.

The PRINS expression determination in the buccal epithelium in
children can be used to improve the efficiency of the diagnosis of psoriasis.
Determination and comparison of PRINS expression in buccal epithelium
along with PRINS expression in psoriatic keratinocytes can be employed to
predict the development of severe dermatosis in children and to administer
appropriate treatment for children using systemic drugs.

Expression of G1P3 was determined only in psoriatic keratinocytes,
which was significantly higher in severe psoriasis both in terms of the area
of skin lesions and the intensity of skin manifestations of the pathological
process (erythema, desquamation, infiltration). The lack of G1P3 expression
in the buccal epithelium of children with psoriasis and healthy children
did not allow comparing it by analogy with the PRINS expression and
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comparing it with the parameters of healthy skin in children with psoriasis
and those of healthy children. Therefore, the question arises concerning the
identification of other environments in children with psoriasis to determine
the G1P3 expression as a control, but with no additional skin traumatization.
Based on the results obtained, it will be possible to determine the role of
G1P3 in the pathogenesis of psoriasis and the possibility of using it for the
diagnosis, prognosis and treatment of children with psoriasis.
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Chernysh Yu., Okhotnikova E., Dyadyk E.
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DHAOCKOMUYeCKasa N rmcTonornyeckas
XapaKTepucTrKa raCTPOUHTECTUHAIbHOMN
NULLIEBON anieprun y geteu

Endoscopic and Histological Characteristics of Gastrointestinal
Food Allergy in Children

Peslome

BeepeHue. MNuuiesas anneprus (MA) — 3To HebnaronpusTHasA peakuus opraH1u3ma BcieacTeue
cneundunyecKoro UMMYHHOTO OTBETa Ha MOBTOPHOE BBEAEHME B MULLY MMLLEBOrO NPOAYKTA.
Llenb. /3yyeHre ocobeHHOCTEN U3MEHEHUSA CTM3NCTON 06ONOUKU XKeyAOoUHO-KULIEYHOro TpaKTa
y feten c MA.
Marepuanbi n metoabl. O6cneoBaHo 43 nauyeHTa C HeNePEeHOCMOCTbIO MULLEBbIX MPOAYKTOB U
racTPOMHTECTMHANbHBIMU »Kalob6amy (06EKTUBHBIA OCMOTP, asieprosiornyeckme obcnefoBaHus,
¢dubpoazodaroractpopyopeHockonmsa (GIMAC) n pnbpokonoHoCKoNUA ¢ GUONCUEN CIU3NCTON
o6onouku (CO), ructoniormyeckoe nccnenoBaHne 6MoONTaTos).
Pesynbratbl. Y 64,4% (29/43) peteir nogTBepxaeHbl nposasneHus MNMA. Hanbonee yacto racTpovH-
TeCTUHanbHble Npu3Haku MA npoaBnaAnMcb B Bo3pacte oT 4 o 7 net (51,72%). febtoT xenynouHo-
KULLEYHbIX NPOABMIEHMI Ha NULLEBble NPOAYKTbI OTMEYasca B nepBble 6 mecALeB Xn3Hu (y 44,83%
neteli). MI3onnpoBaHHble racTpovHTeCTUHaNbHble NpoasneHuna MNMA coctasunm 34,48% (10/29) cpe-
an getein ¢ NA. Anneprus K 6enkam KOpoBbero Mosioka oTmeueHa y 51,72%. Hanbonee pacnpo-
CTPaHEeHHble SHAOCKONMMYECKME MPU3HAKMN — SpUTEMATO3HasA aHTpaJibHasA racTponaTvsa 1 nMMQOHo-
aynapHasa runepnnasma CO agBeHaaLaTMNEPCTHOW KUWKK — 27,59%; numdboHoaynsapHas runepnna-
3ua CO npaAmon n curmoBupHom Kuwkm — 30,77%. Mctonornyeckne npusHaky socnanenna CO —
3p03MpoBaHue, NMMPOrncTMoUnTapHaa C NPUMECbI0 303UMHOGUNOB KeTouHaa MHOUNbLTPauua,
rmnepniasvpoBaHHble numdongHbole GONAUKYNbI, XPOHUYECKUI BOCMANUTENbHbIA WUHPUALTPAT
B COOCTBEHHOW MNNACTMHKE, MOBBILEHHOE KOMMYeCTBO NUMGOLUMUTOB M nia3MounToB (>20 Ha
100 snutennoumnToB). MNopakeHne TONCTOro KuweyHuKka y 34,5% npoasunocb nameHeHunamm CO
CUFMOBUAHOW KULLKN.
BbiBoAbI. JHAOCKONUYECKOe 1 rnctonormyeckoe nccnegosarHme CO nuweBapuTeNbHOroO TpakTa y
naumeHToB ¢ [MA nrpatoT Bax<Hy'0 posib B MOCTaHOBKe AnarHo3a n auddepeHumnanbHON AnarHoCcTmKke
¢ apyrumu 3abonesannamm CO XKKT.
KnioueBble cnoBa: raCTpOUHTECTUHANbHAA alNiepruis, NuLieBas anneprvs, Aetu, buoncus, sHOo-
CKOMMnYeckoe nccnegoBaHume.
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Abstract

Introduction. Food allergy (FA) is a reaction of the body due to a specific immune response to a
food product.

Purpose. Study of the peculiarities of changes in the mucous membrane of the gastrointestinal
tract in children with food allergies.

Materials and methods. 43 patients with gastrointestinal complaints and food intolerance were
examined (objective examination, allergological examinations, fibroesophagogastroduodenosco
py, colonoscopy with mucosal biopsy, pathomorphological examination of biopsies).

Results. Food allergy was diagnosed in 64.4% (29/43) of patients. Most often, gastrointestinal
manifestations of FA were detected in children aged from 4 to 7 years (51.72%). The onset of
gastrointestinal manifestations to FA was in the first 6 months of life (44.83% of children). Isolated
gastrointestinal FA was observed in 34.48% (10/29) of children with FA. Allergy to cow’s milk protein
was found in 51.72% of patients. Erythematous antral gastropathy and lymphonodular hyperplasia
of the duodenal mucosa (27.59%), lymphonodular hyperplasia of the mucous membrane of the
rectum and sigmoid colon (30.77%) are the most common endoscopic manifestations. Erosions,
lymphobhistiocytic cell infiltration with eosinophils, hyperplasia of lymphoid follicles, chronic
inflammatory infiltrate, elevated lymphocytes and plasma cells (>20 per 100 epitheliocytes) were
detected. The lesion of the large intestine was characterized by changes in the mucous membrane
of the sigmoid colon in 34.5% of patients.

Conclusions. Endoscopic and histological examination of the gastrointestinal mucosa in patients
with FA plays an important role in diagnostics and differential diagnostics with other gastrointestinal
diseases.

Keywords: gastrointestinal allergy, food allergy, children, biopsy, endoscopic examination.

B BBEJEHUE

Muwesas anneprus (MA) - 3To HebnaronpuATHaA peakuus opraHM3Ma
BCefCTBYE Cneundnyeckoro UMMYHHOIO OTBETa Ha NMOBTOPHOE BBEAEHME
B NuLy nuweBoro npogykra [1]. YuntoiBaa xapaktep MMMYHHbIX MeXaHWU3-
moB A KnaccuduumpyeTca Ha: Bbi3BaHHYKO MPOAYKUMEN aHTUTEN UMMY-
Horno6ynuHa E (IgE) npotns nuwesbix npoaykTos (IgE-onocpeaoBaHHyto);
He-lgE-onocpenoBaHHyl0, NPy KOTOPOM WUMMYHHbIA OTBET MPOUCXOAUT C
yyacTieM KNIeTOYHO-0NOoCpeAOBaHHbIX PeaKLMii; CMeLLaHHYI0, TPy KOTOPOM
yuyacTByloT Kak IgE-onocpefoBaHHble, Tak M K/IE€TOYHO-ONOCPeAOBaHHble
MeXaHW3Mbl.

Hanbonee pacnpoctpaHeHHolt ¢opmoin A  aAensetca  IgE-
ornocpefoBaHHasA, KOTopasa XapakTepusyeTca Hanuumem cneunduryecknx
CbIBOPOTOYUHBIX IgE (SIgE) nnu nonoxuTtenbHbIM KOXHbIM NpuK-Tectom (KIMT).
OHa valle Bcero BCTpeyaeTca B MepBble rofibl XKM3HW, Bbi3biBasA KpanusHuLy /
AHMMOHEBPOTUYECKUIA OTEK, OpaNibHbI annepruyecknini CMHAPOM, PUHUT
nnu 6poHxocnasm n aHadpunakcuio [1].

He-IgE-onocpepoBaHHaA A npoaBnAeTca Kak KOXHbIMU peakunamu
B BUJe aTOMMYeCKOro, KOHTaKTHOrO anfieprmyeckoro n repnetndopmHoro
[epMaTMTOB, PeCcnMpPaTopPHbIMK NPOABAEHUAMM (B YaCTHOCTUM CUHAPOMOM
XaiHepa) 1 xenyaouyHO-KMLWEYHbIMU PeakLnAMMN.

MexaHn3mbl He-gE-onocpefoBaHHOM W CMELWaHHOW racTpouHTe-
cTHanbHOM [MA cerogHA MeHee MOHATHbI, MOCKONIbKY HET KOHKPETHbIX
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MapKepoB ANarHOCTUKM 1 HeT crneundmnyecknx nabopaTopHbix TECTOB, YTO
3aTPYAHAET CBOEBPEMEHHYI0 BepuduKkaLumio 3tnx coctoaHui [2]. AnarHo3s
ABMAETCA KIUHUYECKMM, U B oTnnune oT IgE-onocpenosaHHol anneprum
KNIMHUYeCKNe NpoABNEHNA OTCPOUEHbI, MOTYT UMETb XPOHUYECKYto hopmy,
YTO fenaeT UX CBA3b C ajlNIepreHoM MeHee oUueBugHOM [3, 4]. B 6onblunHcTBe
cnyyaeB He-IgE-onocpefoBaHHan racTpOMHTECTUHANbHAA anneprusa BbiAB-
NIAETCA HaNMumMeM XenyfouHO-KMLWEYHbIX CUMMNTOMOB U UX pa3pelleHnem
nocsie 3AMM1HaLVMOHHON ANETbI, @ TakKke 060CTPEHMEM NX NPOABNEHNIA NO-
CJle MOBTOPHOTO BBEAEHNA NPUUYNHHOTO NpoAykKTa [5].

OpanbHasa NpoBOKaLMOHHasA Npoba — 3TO «3010TON CTaH[APT» AVarHo-
ctmkn MA (kak IgE-, Tak 1 He-IgE-onocpeaoBaHHbIX BapMaHTOB), cuMTaeTca
CJIOXHbIM TECTOM, NpeAycMaTpurBaeT BBeieHne NoJo3peBaemMoro nyLesoro
annepreHa, TpebyeT 3HauUMTENbHbIX MeLMLMHCKIX PECYPCOB (MPUCYTCTBME U
0CBeAOMIIEHHOCTb MEeAULIMHCKOrO NepcoHana) 1 cornacve nayMeHToB umm
WX pofuTenen, KoTopble 13-3a CTpecca 1 cTpaxa pa3BuTuA aHadunakcum He-
peaKo O0TKasblBalTCA OT NPOBeAeHMA JaHHOro nccnefoBaHms [6].

[marHocTrka HekoTopblx popm He-lgE-onocpenoBaHHON 1 cMeLLaHHON
racTpouHTecTMHanbHon MNA yacto TpebyeT 3HAOCKONMYECKOro W rMCTONO-
rMYeckoro UCCnefoBaHVA ANA onpefesieHna XapakTepa BOCManeHus, 3To
0CO6eHHO BaXXHO AnA nposefeHua auddepeHUmanbHON ANarHOCTUKK C
APYrMMy BOCManuTeNbHbIMK 3a60n1eBaHNAMN KenyA04YHO-KMLLEYHOrO TPaK-
Ta (KKT) [7].

M3-3a oTCyTCTBUA CNeLMPUUYHOCTY KIMHNYECKOW KapTUHbI 1 MapKepoB
ANarHOCTVKM cyllecTByeT NOTPe6HOCTb B fanbHelwem n3yyeHun He-IgE-
0onocpefoBaHHOW U CMeLLaHHOW racTPOUHTeCTMHanbHowm MA.

B LIEJIb NCCNEQOBAHUA

M3yueHne ocobeHHOCTEN N3MEHEHNA CIN3NCTON OBONOYUKM Key[oUHO-
KuMLIeYHoro TpakTa y geten c MA.

B MATEPWAJbI U METOAbI

Bbbino npoaHkeTnpoBaHo 80 geTen B Bo3pacte oT 1 mecAua go 16 net
C annepruyeckor natonorven (6poHxmanbHasa acTma, annepruyecknii pu-
HWUT, aHTMOHEBPOTUYECKNIA OTEK, OCTPaa KpanuBHWLA, aTOMMYECKUn aep-
MaTWT), HAXOAALMXCA Ha CTaUMOHAPHOM JieUYeHn B NeauaTpruyeckux otae-
neHmnax HaumnoHanbHoOI feTCKol crneunanmsnpoBaHHon 6onbHuubl (HOCB)
«OXMATLET» (r. Knes). bbino oto6paHo 43 pebeHKa C racTPONHTECTUHANb-
HbIMM Xanobamun N HenepeHOCMOCTbIO MULLEBOrO NPOAYKTa B aHamMHe3e.
MpoaHann3nmpoBaH aHaMHe3 XM3HWU 1 3aboneBaHnA, NpoBeAeH 06bEKTUB-
HbIl OCMOTP, anfIepPronorMyeckne NccneqoBaHua (KoXKHble NMPUK-TECTbI C
NMLLEBBIMM annepreHamu, ypoBeHb crieymdunyecknx IgE K nuiiesbiM npo-
AyKTaM, MOJNEKynsipHas anfieproanMarHoctnka (UMMyHodnyopecLeHTHbIN
aHanus, Immuno CAP), oTKpbITaa opanbHas NPOBOKaLMOHHaA npoba, du-
6poasodaroractpogyoneHockonua (PIMAC) n pnbpokonoHockonua (anna-
paT «Olympus» ¢ npumeHeHnem BugeosHgockonos GIF H-185, GIF Q-150,
GIF XP-190 N, GIF XP-150 N), npuuenbHas 6uoncus cim3nctorn 0601ouKkm
(CO) racTpovHTeCTUHANBbHOIO TPaKTa ([0 5 06pa3LoB 13 N3MEHEHHbIX U He-
N3MEHEHHbIX Y4YacTKOB).

MaTomopdonornyeckoe unccnepoBaHvsa nonyuyeHHbix 6uonTtatoB CO
onpefeneHHbIX OTAENIOB OPraHoB MuLeBapeHusA nposBoaunu Ha 6ase
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[eTckoro natonoroaHatommuyeckoro otgeneHna HOCE «OXMATOET» M3
YKpauHbl 1 Kadeape natonornyeckor un tornorpapuyeckort aHatommn Ha-
LIMOHaNbHOro yHMBEPCUTETA 34paBOOXPaHeHnA YKpanHbl umenu 1. LLy-
nrka M3 YkpauHbl. lMonyyeHHble npy sHAOCKONMW 6uonTaThbl GrKcupoBanu
B 10%-M pacTBOpe HelTpanbHoro 3abydepeHHoro ¢opmanuHa (pH 7,4) B
TeyeHne 24-36 YacoB COrNacHO O6LEe METOAMKE, 3annBann B napaduH.
C napa¢uHOBbIX 6/TOKOB Ha POTauuMoHHOM MuKpoTome HM 325 (Thermo
Shandon, AHrnuA) n3rotaBnMBany CEpUHbIE TMCTONOMMYECKNE Cpe3bl TON-
LNHOW 2-3 MKM, KOTOPble 3aTeM OKpaLUMBany reMaToKCUIMHOM 1 S03MHOM.

MuKpockonmueckoe nccnefoBaHue 1 GoToapxmBUpOBaHVE NMPOBOAU-
NN C NCNOMb30BaHNEM CBETOONTMYECKNX MUKPOCKoNoB «ZEISS» (TfepmaHmsA)
C cuctemori 06paboTkm aaHHbIX «Axio Imager. A2» npu yBennyeHnn obbek-
TBOB 5%, 10X, 20X, 40X, BUHOKYNAPHON HacagKu 1,5 n oukos 10 c Kamepoii
ERc 5s, «Carl Zeiss» Primo Star c kamepoii Axiocam105 color.

CTaTMCTUYeCKnNin aHanm3 NPoBOAWMICA C UCNOJIb30BaHWEM CTaHAAPTHO-
ro NporpaMmMHOro naketa Statistica 6.0 n MS Excel.

B PE3YJIbTATbl U OBCYXAEHWE

Ha ocHoBaHuM pe3ynbTaToB MpoBefeHHbIXx obcnepoBaHuin 43 peTein
¢ »kanobamu co ctopoHbl KKT, NpuUMHON KoTopbIX 6bifa NpeanonoxeHa
HernepeHOCMMOCTb MULLEBbBIX MPOAYKTOB, YCTAaHOBMIEHO, UTO Y 29 M3 HUX
(64,4%) 6bIno AgokasaHo Hanuuue MA (15 neBouek 1 17 ManbyMKoOB B BO3-
pacte oT 1 mecsaua go 12 ner).

Cpenn obcnenoBaHHbIX AETEN C AOKa3aHHOWM MULLEBOW annepruen na-
LMeHTbl B BO3pacTe OT 4 fo 7 net coctaBunun 51,72% (15/29) (pwuc. 2).

C yyeToM AaHHbIX orpoca 1 06beKTMBHOro 06cnefoBaHNA onpefeneHbl
cneflylole racTpOVIHTECTMHASIbHbIE XKanobbl Y KNMHUYECKKe NPOABNEHUS:
TowwHoOTa 6bIna y 3,45% (1/29) naumeHToB, cpbirvBaHna — 3,45% (1/29), meTe-
opu3Mm - 24,14% (7/29), konuku — 6,9% (2/29), anuractpanbHasa 6onb — 62,07
(18/29), 60nb B OKonomnynoyHou 30He — 24,14% (7/29), ropeub BO pPTYy —
3,45% (1/29), 3anopbl — 31,03% (9/29), HeobopmneHHbI cTyn — 27,59%
(8/29), TopnAHOCTb Macchl Tena — 6,9% (2/29), 6onb Npy NanbnaLum B 3nNu-
ractpanbHol 30He — 48,28% (14/29), 6onb Npu Nasbnayuy nNo xoay ToNCTo-
ro KveYyHrKa onpepensanaco y 24,14% (7/29) o6cnegoBaHHbIX AeTei.

18 17
16
14 12
12
10
8
6
4
2
0
Manbunku / Boys Nesoukn / Girls
51,72% (15/29) 58,62% (17/29)
Puc. 1. KonnuyectBo o6cnepgoBaHHbIX AeTell B 3aBUCMMOCTY OT nona
Fig. 1.The ber of ined children, depending on gend
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1 mecay - 1 rog / 1 month - 1 year (2/29)

1-3 roga / 1-3 years (5/29)

8-12 net/8-12 years (6/29) 4-7 net / 4-7 years (15/29)

Puc. 2. YacToTa racTpoMHTECTUHANbHbIX MPOABNEHWII NULLEBO afsieprum B 3aBUCMMOCTU OT Bo3pacTa
perten

e

Fig. 2. The freq y of gastroi

ions of food allergy, depending on the age of children

Y 34,48% (10/29) feteln ractpouHtecTHanbHadA MNA 6bina npeacTasse-
Ha U30/IMpoBaHHON popMoin. KomopbuaHble annepruyeckme 3aboneBaHus
B BM[E aneprnyeckoro pvHUTa U 6pPoHXManbHON acTMbl Habnloaanucs y
62,07% (18/29) Bcex peteii c MA.Y 75,86% (22/29) nauneHTOB Obla aTonnye-
cknin pepmatut (AL).

Mo paHHbIM aHaMHe3a febioT HapyLeHuin co cTtopoHbl XKKT, cnposouu-
POBaHHbI NULLEBbIMY NPOAYKTaMu, Habloaanca B nepable 6 MecALLeB 13-
HW (0O BBeAeHVA nNpukopma) cpean 44,83% (13/29) petein, U3 HUX 76,92%
(10/13) manbiwelrt Nonyyanu UCKMKYNUTENbHO FPpyAHOe BCKapMIMBaHUe C
nepBbIX YacoB »KM3HWU. Y 20,69% (6/29) nauneHTOB BpeMA BO3ZHUKHOBEHUA
NepBbIX rAaCTPOMHTECTUHASIbHBIX MPOABMEHWUN, CBA3AHHbLIX C MULLEBLIMA
npopaykTamu, 6bin0 ¢ 6 o 12 mecAues (Npy BBeeHWUN NPOAYKTOB NPUKOP-
Ma). ¥ 10,34% (3/29) peten xanobbl co cTopoHbl opraHo KKT noasuamnch ¢
3 net,ay 6,9% (2/29) nauneHToB - ¢ 7 neT. [acTPOMHTECTMHabHbIE NPOABIIe-
HuA MNA o ne6rota A[] Habnopanuce y 20,69% (6/29) petei.

Mo gaHHbIM annepronornyeckoro o6cnefoBaHNa BO Bpems npebbiBa-
HUA B OTAENeHUW JOKa3aHa anneprvyeckas peakuma Ha cnegyowme nu-
LeBble annepreHbl: 6enkn KopoBbero Monoka — y 51,72% (15/29) petei,
KypuviHoro anua -y 6,9% (2/29). OgnHakoBoe konuyecTtso feTeii (no 3,45%)
NPOAEMOHCTPMPOBANIO CEHCUOUNIM3ALMIO K CBUHMHE, apaxucy, pbibe (xek),
ABGNOKyY, NepcrKy, BUHorpagy, ¢yHAyKy, CeMeHa TbiIKBbl U MOACONTHEYHMKA,
ap6yay, AblHe 1 orypuy.

Mo AaHHbIM 3HAOCKONMYECKOro WCCNeaoBaHWA onpepeneHa chnepyio-
wan KaptnHa B CO XKKT. Y 93,1% (27/29) petein He 6bl10 OOHAPYXKEHO HU-
Kakmx nameHeHuin CO nuwesoga. Y 6,9% (2/29) Habnoganacb runepemus
CNIM3UCTON 060M0YKN NULLEBOAA U HEJOCTAaTOYHOCTb Kapauu.

DprTemMaTo3HaA aHTpanbHaA racTponaTuA BbiABneHa y 27,59% (8/29) na-
umneHToB. MiameHeHunA CO Tena xenyaKka XxapakTeprsoBanucb runepemmnen y
10,34% (3/29) nauneHnTos, y 17,24% (5/29) — runepemwuen n otekom, y 3,45%
(1/29) - runepemuen n HanMuNeM 3PO3UI; TMNOCEKPELMA HAaTOLLaK BblsiBNE-
Hay 17,24% (5/29) obcnepoBaHHbIx aeten c MA.

SHpockonuyeckoe wuccnegosaHne CO  ABeHaaUaTUMEPCTHOM  KuUL-
ku (OMNK) sbisiBMno cneaytowyo KaptuHy. Y 13,79% (4/29) naumentos CO
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6ynbbapHoro otaena 6bi1a po3oBol ¢ NMMPOHOAYNAPHON runepniasmnen,
y 3,45% (1/29) - runepeMupoBaHHON, OTeYHOW C TMMPOHOAYNAPHON -
nepnnasven, y 10,34% (3/29) nauneHTOB BbiABMEHbI 3p03nK. Vi3meHeHNnA
CO noctbynbbapHbix otaenos AMK y 24,14% (7/29) nauneHToB 6binv npes-
CTaBfIeHbl BbIPA)KEHHOW rmnepemmen n otekom, y 6,9% (2/29) — BbipaxeH-
HbIM OTEKOM, PbIXNIOCTbIO M 61eAHO-PO30BbIM LiBETOM, Y 3,45% (1/29) - crna-
YKEHHbIMW CKnagkamu 1 bnegHbiMm uBetom. Y 72,41% (21/29) naunmeHToB He
6b1110 BbISIBNIEHO MaToNormyeckux nameHeHuii CO gyoaeHanbHo nyKoBuULbl
1 65,52% (19/29) NnauneHToB He MMeNN [eCTPYKTUBHbIX U3MEHEHNI B MOCT-
6ynbbapHoMm oTaene.

Mpy 3HAOCKONNYECKOM UCCNIefoBaHNM He O6HAPYKEHO HUKaKUX n3Me-
HEHUIN KaK B NOAB3AOLUHON, CIENON, TaK U MONEPEYHO-06040UHON KULLKE.
N3meHeHnAa CO CMrMOBMAHON KULLKMA NPOABAANUCH: PO30BbIM LIBETOM ”
numdoHoaynapHon runepnnasuen y 23,08% (3/13) naumneHToB, a ymepeH-
HOW runepemuen, oTekoMm u numoOHOAYNAPHON runepnnasven —y 7,7%
(1/13) petenn. Y 7,7% (1/13) CO curmoBMAHOM KNLWKK Obinia 61eaHO-po30BOWA,
oTeyHoM, pbixnoi, a 'y 61,54% (8/13) naumeHToB — 6€3 NaTonorMyeckmx 13-
MeHeHWI B KnwKe. [pAman Kuwwka co ctopoHbl CO nmena cnegytoyme npo-
ABNIeHWA: Hannune NMMPOHOAYNAPHON FMNepniasnni 1 po3oBbll LBET — Y
7,69% (1/13) naumeHTOB, yMepeHHasa oyarosas runepemusa Habnoganacb y
7,69% (1/3) nauneHTOB, a pO30BbIii LiBeT 6e3 aecTpyKuum —y 76,92% (10/13)
obcnepoBaHHbIX AeTelt. CraaXeHHOCTb COCYAUCTOro prUCyHKa Bbina oTme-
yeHa y 15,38% (2/13). To ecTb 3epHUCTaA NPOKTOCMIMOMNATUA NO AAHHbIM
KonoHockonuu obHapy»keHa y 30,77% (4/13) nauneHTOB.

Pe3ynbTaTbl FMCTONOrMYECKOrO MCCNefoBaHNA 6GuonTaTos cnmsu-
cToii 060N104KN NULLEBapUTENbHOIO TPaKTa Yy ieTell C nuieBol annep-
rmen

Mo pe3ynbratam rmctonoruyeckoro nccnegosanua B CO nuwesona He
BbIAABIEHO NATONOrMYeCKNX U3MeHeHNN. MeXKNeTOUHbI OTeK CIN3MCTON
obonouku onpepeneH y 14,29% (1/17) naymeHToB.

N3meHeHus CO xenyaka npeacTaBrieHbl HA pUC. 3, OHM XapaKTepum3o-
BaNNCb CNeayoLnMI Npru3Hakamm. YMepeHHbI oTek obHapy»eH y 44,83%
(13/29) peten, BblpakeHHbIN — y 3,45% (1/29) nauymeHToB. OAMHOYHbIE
BHYTPVaNUTENManbHble TMMPOLUTLI NPUCYTCTBOBaNN y 6,9% (2/29) petei,
3p03uUn cNn3ncTo 06onoukn -y 13,79% (4/29). TnmdoHoaynAapHasa runep-
nnasua pasHo CTeNeHn Bbipa)keHHOCTW: cnabas cteneHb -y 3,45% (1/29),
ymepeHHas -y 10,34% (3/29), BbipaxeHHas — Yy 3,45% (1/29) ob6cnepoBaH-
HbIX COOTBETCTBEHHO. VHounbTpauma 303MHOGUABHBIMU NenKoumMTaMm
npencTaBneHa cnepyowmym obpasom: efrHNYHbIE KNETKN B Nofe 3peHns —
y 55,17% (16/29), 7-10 B none 3peHna -y 6,9% (2/29) nauneHtos. Cko-
nneHne 303MHOGUNIOB B NMOBEPXHOCTHOM Cjloe (303UHOGUNbHbIE MUKPO-
abcueccol >4 303nHOGUNOB) — Yy 6,9% (1/29) peteir. HekpoTusmpoBaHHble
CKBaMO3Hble KNIeTKM Ha MOBEPXHOCTU CNIM3NCTON 0OONOUKN OOHAPYKEHDI
y 13,8% (4/29) nauneHToB. XpOHMYECKMIA BOCNANUTeNbHbIA MHOUNLTPAT B
cobcTBeHHON nnacTuHke CO Xxenyaka yMepeHHoW cTerneHy NprucyTCTBOBan
y 13,79% (4/29), BbipaxeHHbI -y 24,14% (7/29) naumneHToB. [oBbILLEHHOE
Konunyectso numdouuntoB (>20 Ha 100 3nWTENManbHbIX KNEeToK) Habsio-
Janocb y 27,59% (8/29) naumeHTOB. YBennuyeHme yncnia ninasmatmyeckmnx
KINeToK, yMepeHHaa anddysHasa nHunsTpaums rpaHynountamu, ¢Grubpos
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Puc. 3. Cnnsncran o6onoyka xenygka ¢ yyactkamu 3po3snpoBaHUA, HepaBHOMEPHO Bbipa)KeHHO
numeorncTnoumTapHoi c NPUMechbio 303MHOGUNbHbBIX 1IEIKOLUTOB KNeToOuYHo nHunbTpayumen,
runepnnasvpoBaHHbiil nuMmdponaHbin onnukyn. OKpacka remaToKCUIMIHOM U 303UHOM,
yBenunyeHne x100

Fig. 3. Gastric mucosa with areas of erosion, unevenly expressed lymphohistiocytic cell infiltration with admixture of eosinophilic leukocytes,
hyperplastic lymphoid follicle. H ylin and eosin staining, X100 magnification

cobcTBeHHOW nnacTuHkm CO xenyaka 6bin BoiABneH y 17,24% (5/29) obcne-
[OBaHHbIX, @ BHYTpuxene3sucraa 303mHodunms -y 6,9% (2/29). Atpodua CO
xenyaka 1- cteneHn Habnoganack y 10,34% (3/29) ob6cnenoBaHHbIX AeTe.

Co cTtopoHbl CO [AMNK Habniopancs MeXKNeTOUHbI OTek: cnabblil —
y 6,9% (2/29), ymepeHHbI - y 65,52% (19/29), BbipakeHHbIN — 3,45% (1/29)
o6cnefoBaHHbIX NaLMEHTOB COOTBETCTBEHHO. EAWHWMYHbIE BHYTpuUanuTe-
nnanbHble nuMooumnTbl Habnopanucb y 6,9% (2/29) nauneHToB; cnaboe
nopaeHve BOPCUHOK OTMeueHo y 17,24% (5/29) peTeld, a ymepeHHoe —
y 34,48% (10/29). Spo3umn CO ANK BbiasneHbl y 13,79% (4/29) nauneHTOB;
numdoHoaynApHas rnnepnnasna cnabon ctenenu —y 27,59% (8/29) peten,
ymepeHHasa -y 10,34% (3/29), a BblpaxKeHHasa — Yy 6,9% (2/29) nauneHTOB
(puc. 4). do3uHodMnNbHaA UHPUNBLTPaALMA Habnoganacb B BuAeE: Peakux
3031HOdMNOB B nose 3peHus — y 44,83% (13/29) nauneHToB, 8 303UHOGU-
NOB B MONe 3peHNsA — y OfAHOro obcnefoBaHHOrO (3,45% (1/29)), a 303uHO-
dunbHble MUKpoabcueccsl (>4 303uHOGUNOB) -y 44,83% (13/29). Hanuuune
HEeKpOTU3MPOBaHHbIX CKBAMO3HbIX KNETOK Ha noBepxHocT CO oTMeueHbl y
17,24% (5/29) petei.

XpoHnuecKnii BocnanutenbHbli MIHGUALTPAT B COOCTBEHHOM NNacTUHKe
CO ANK BbisBneH y 68,97% (20/29) petel, NOBbILUEHHOE KONMYECTBO M-
$oumnToB N NNasmMaTUYecKnx KneTok (>20 Ha 100 snuTennanbHbIX KNETOK) —
y65,51% (19/29). KpunT-abcueccol npucytcteoBanuy 10,34% (3/29) nauneH-
TOB; auddy3Haa MHGUNBTPALMA rPaHyIoOLMTaMU, YMEHbLLEHWE KONMYEeCTBa
60KanoBMAHbIX KNeTok —y 31,03% (9/29). ®nbpo3 cobCTBEHHON NNACTUHKN
CO KuwWwKn nmen mecto y 27,59% (8/29) petein, HapylleHNe apXUTEKTOHNKM
xenes —y 3,45% (1/29), nceBAOMHOrOCIONHOCTb 3NUTENNA Xenes -y 6,9%
(2/29), a yanvuHeHne cocoykoB -y 20,69% (6/29). mnepnnasns 6a3anbHbIx
anuTenvanbHbIX KNeToK Habniopanace y 3,45% (1/29) nauneHToB, a Hanu-
urie OKCUPUNBHOro CeKpeTa Ha NOBEPXHOCTU SHTepo3aNuTenus — y 24,14%
(7/29). BHyTpuxene3ucrtas 303nHodunbHan MHGUNbTpaLmsa obHapyxeHa y
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Puc. 4. Cnusncraa o6onouka [AMNMK: ouaroBo-HeKpoOTM3NPOBaHHbIE KNEeTKN Ha NOBEPXHOCTH,
HepaBHOMEpPHO Bbipa)KeHHaA KNneTouHasAa NHGMNbTpaLA C NPUMeCbI0 303MHOGUIbHBIX IENKOLUTOB B
BOpcMHKax. OKpacKa reMaTOKCUIMIHOM 1 303MHOM, yBenuyeHune x400

Fig. 4. Duodenal mucosa: focal necrotic cells on the surface, uneven cellular infiltration with admixture of eosinophils in the papillae.
H ylin and eosin staining, X400 magnification

13,79% (4/29) peteir; atpodua CO 1-i1 cteneHn otmeveHa y 20,69% (6/29),
2- cteneHn -y 3,45% (1/29) peTten cOOTBETCTBEHHO.

B Tonctom KnweyHmke nameHenna CO y 34,5% (10/29) nauneHTOB Ha-
6/1104aNMCb B CUTMOBULHOW KULKe (puc. 5).

B 6uontatax CO cMrmoBUAHON KULIKK Habnoaancs MeXKNeTOUHbIN OTeK
BO BCEX MpeAcTaBieHHbIX obpasuyax — 100% (10/10), nopakeHne Kpunt —
y Tpetn (30% - 3/10) peTei; 3po3un cnmsmcTon obonoukn —y 40% (4/10).
JNlumdboHopynsapHaa runepnnasua obHapyxeHa y 50% (5/10) peten,

Puc. 5. Cnnsuncrasn 060onoyka cUrmoBUAHON KULIKYM C OTEKOM, NOBEPXHOCTHbIMU MeNKUMU
KPOBOU3NNAHUAMU, 04AroBbiM 3po3uMpoBaHNeM, TMMPOrncTUOLUTaPHOI C NPUMECHI0 303UHOPUNbHbIX
NeNKoUMNTOB KNeTouyHol MHGuAbTpaLumeir, rmnepnaasnpoBaHHbiii numonaHbin ponnukyn. Okpacka
remMaToKCUIMHOM M 303MHOM, yBenunyeHune x100

Fig. 5. The mucous membrane of the sigmoid colon with edema, superficial small hemorrhages, focal erosion, necrotic lymphohistocytic cell
infiltration with admi: e of eosinophilic leukocytes, hyperplastic lymphoid follicle. H ylin and eosin staining, X100 magnification
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a eAVHNYHble 303UHOGUIbHbIE NENKOLMTBI B MOBEPXHOCTHBIX cnoax CO —
y 50% (5/10), no 7 303uHodunos B none 3peHus nmenm 10% (1/10) nauu-
€HTOB, a 303UHOGUNbHbIE MUKpoabcLecchl (>4 303uHodunoB) — 70% (7/10)
JeTeir. BHyTpuxenesucrtas 303nHopunbHan nHoUNbTpauma Habnoganacs y
20% (2/100) nauneHTOB; HEKPOTN3MPOBAHHbIE CKBAMO3Hble K/IeTKM Ha Mo-
BepxHocTV 3nuTenua — y 40% (4/10). XpoHUYecKunin BocnanmtenbHbIA UH-
dunbTpat B cobcTBeHHON NnacTuHKe CO oTmeyeH y 100% (10/10) geteid; no-
BblLEeHHOe KonmyecTBo numdoumToBs (>20 Ha 100 snuTenmanbHbIX KNeToK) —
y 80% (8/10); yBenuueHne yncna nnasMatnyeckmx knetok —y 100% (10/10)
nauveHToB. AnddysHas nHGMnbTpaLms rpaHynoLmTamm obHapyxeHa y 80%
(8/10) peTell, a ymeHblUeH/e KonunyecTBa 6OKanoBUAHbIX Knetok — y 40%
(4/10). ®n6po3 cobcteeHHoM nnacTnHKM CO oTmeueH y 30% (3/10) nauneH-
TOB. HapyLueHve apXnTeKTOHWKM »ese3, MNOTHbIN OKCUPUIbHBIN CeKpeT Ha
NMOBEPXHOCTU 3NUTENUS, runepniasnsa 6asanbHblX ANUTENNANBbHBIX KNETOK,
a TaKXXe OYaroBbllii CKNepo3 COOCTBEHHONM MNACTUHKM nMenu mecto y 10%
(1/10) petein. Atpodusa CO 1-i cteneHu BoisiBneHa B 40% (4/10) cnyyaes.

Y NauyMeHToB C 303UHOGUNBbHBIM FaCTPOIHTEPUTOM/KONUTOM SHOOCKO-
nMyeckue AaHHble MOryT ObITb 6€3 MAaTONOrNYECKUX U3MEHEHWUIA NN UMETb
Hecneumdouyecknii xapaktep. MNpu 303MHOGUIIBHOM racTPOSHTEPUTE — SPU-
Tema, oTeky, 6enble NATHLILWKY, OYaroBble 3PO3UK, A3Bbl, YTONLLEHNE CKNa-
[OK, nonunbl, y3enku [8, 9]. Mpu 3031HOPUIBHOM KONUTE — yyacTKM OTeKa
unu spuTembl, 6enosatble oyarn u apTosHble A3Bbl [10, 11]. MMcTONOrNYE-
CKOe nccnefoBaHmne JaHHbIX COCTOAHUN ABnAeTcA LenecoobpasHbim. Mpu
303UHOMUABHOM TAaCTPOSHTEPUTE M KONUTE ANArHOCTUYECKU 3HAYMMbIM
ABnAeTcA pacnpeneneHne 303uHodunos B CO: xenygok >30 303MHOPU-
noB B none 3peHus (eos/hpf), TOHKNI KULWEYHUK — >52, BOCXOAALWMNA OT-
fen obopouHon Kuwky — >100, nonepeyHas ob6oAOUYHAs U HUCXOAALAs
KuwkKa — >84, curMoBMAHaA 1 NpsaMas Kuwka — >64. Takxke mMoryT Habnio-
AaTbcA B cobcTBeHHOM nnacTuHke CO ckonnieHns 303MHOGUNOB C AerpaHy-
nAaumen n runepnnasua Kkpmnt [11-13].

Mpu He-lgE-onocpefoBaHHON racTPOMHTECTUHANBbHOW anneprun 3sH-
JOCKOMUYEeCKoe WUCCeloBaHNE BbIABMAET PbIXJIOCTb, OTEYHOCTb CNU3K-
CTO 060/10UKM C BO3MOMHBIMU MOBEPXHOCTHBIMI 3PO3UAMU WX A3BaMU,
KpOBOM3NMAHUAMK, NUMbOHOAYNAPHON runepnnasveir. MNoBpexaeHHble
NMOBEPXHOCTU (B YAaCTHOCTY, B HUCXOAALLEN YacTU TONCTON KULIKM U CUTMO-
BMAHON KULLKM) YepeaytoTca C Hen3MeHEeHHbIMU yyacTkaMu (BOCCTaHOBIIEH-
HblMU yyacTKamu) [14, 15]. Tuctonornyeckoe nccnefoBaHme BbIABIAET: OTEK,
aTpoduto BOPCUHOK 1 KneTouHyto undunbrpayuio CO AMNK 1 TOHKOM KALKK
numdounTamn, 303nHoduNamm, mactoumTamm. OGLMIA TMCTONOTUYECKNI
npu3Hak — numboHoaynApHaa rMnepnnasuna 1 303MHoGUNNA CoO6CTBEHHOMN
nnactuHkm CO, pexe — KpunT-abcLeccobl, yBenmyeHne Yncna UHTpasnuTenu-
anbHbIX IMmdouunToB (>25/100 3NUTENMOLNTOB) NPY OTCYTCTBUN LieNNaKkmm
[14,16].

B YKpaviHe HejoCTaTOUHO NPOBeEHO NCCNEAOBAHNIA, U3YyYatoLWMX MOp-
donornyeckme ocobeHHOCTU Npu anneprudeckom nopakeHumn CO XKT. Mo
JaHHbIM HalWMX NpeabIayLWmnX NcCnefoBaHuUii, ractpoasodareansHolin ped-
JIIOKC UMeS1 BEPOATHOE 3HaueHre AnA AMarHOCTUKY anfeprmyeckon natono-
rum [17]. SHpockonnyeckaa kapTnHa CO BepxHero otgena nulieBapuTenb-
HOro TpaKTa Yy feTeid C NULLEBON anneprmein Takxke Obila pasHOO6pPasHoiA,
HO HecneundUyecKon ANA OKOHYaTeNIbHON BepudrKaLmn aniepruyeckoro
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reHesa naTonornyecknx nsmeHeHun. Mpu rmctonornyeckom nccieaoBaHnn
CO XKT y peTeii ¢ MA Takxe He 6bIIO BbIABNEHO MATONOMMUYECKUX N3MEHe-
Huin CO nuweBopaa, a B xenyake v MK obHapyxeHa ymepeHHaa atpodua
C YKOpOUEHVEeM 1 pacLUMpeHeM BOPCHH, B COOCTBEHHOW MIACTUHKE — He-
paBHOMepHasa yMepeHHasa MHOWUNbTPaAUMA MiasmMaTUYeckumy Knetkamm c
eAUHUYHBIMU TUM$OLUTaMK 1 S03UHODUNBHBIMU NeNKOLMTaMU.

B pe3synbrate pabotbl Al. WagpuHa 1 coasTopos [27] npu mopdonoru-
UeCKoM MCcnefoBaHM GUONTATOB CIM3MCTON OGOMOYKM NpU annepryye-
CKOM 3HTEPOKONINTE BblABIIEHbI UHOUABTPaLMA nMMdoLTaMm 1 NnasmoLm-
Tamu, nonumopdHoaaepHasn nenkounTapHas MHPUNbTPaLMA CO6CTBEHHOMN
NNacTUHKM W Xenes, HapylweHne obpa3oBaHMA cnm3K, aTpodua nosepx-
HOCTHOTO 3NUTENNA U BOPCUHOK, YBEIMYEHME KONIMYeCTBa MexanuTenu-
anbHbIX 203MHOGUNOB [18].

H BbIBObl

1. Yawe Bcero racTpoMHTECTMHanNbHble npossneHua MA BbiABRAlOTCA Y
feTeln B Bo3pacTe oT 4 go 7 net (51,72%). [e6oT nopakeHnsi opraHoB
nueBapeHna valle BCEro NPOUCXOAUT B NepBble 6 MecAUEeB XMU3HU
(y 44,83% peTeir). Hanbonee yactoe KnMHUYeCKoe NposBfieHre nopa-
xeHua XKKTy peteir fo 12 net — anuractpanbHas 6o1b (62,07%).

2. M3onmpoBaHHble racTpovHTeCTUHaNbHble npossneHua MNA coctasunm
34,48% (10/29) cpeawn peten ¢ MNA. TacTporHTECTUHaNbHbIE PACCTPON-
CTBa KakK NepBoe NpOosBIEHME annepruyeckoro «<Maplua» HabnogaTtca
y 20,69% naumneHToB. Anneprus K 6enkam KoOpoBbero MonoKa cocTaB-
naet 51,72%.

3. Tuctonornyeckme nameHeHus CO MKKT 6e3 sHAOCKONMYECKNX U3MEHe-
HWUIA Habnopganuce y 24,14% naumeHToOB, YTO, BO3MOXHO, CBULETENb-
CTBYeT 0 6onee paHHUX MOPGONIOrMUYECKMX NMPU3HaKax BOCMaNeHVs U
BA’KHOCTN PaHHEN KOPPEKTHO BbINMOSIHEHHOW TMCTONIOrMYeCKOn Ana-
FHOCTUKM racTpouHTeCTUHanbHol MA, 3a6opom 6roncninHoro matepu-
ana Kak ¢ naTosiornyeckn n3mMeHeHHon, Tak n HensmeHeHHon CO.

4. Haubonee pacnpoCTpaHeHHbI Npu3Hak A No gaHHbIM 3HAOCKOMW-
YeCcKOro MCcieloBaHNA — 3pUTEMATO3HaA aHTpasbHaA racTponaTuna u
numoHopynsapHas runepnnasua CO AMNK (27,59%) n CO npsamoin n cur-
MOBUAHOWN KULwKK (30,77%).

5. Tuctonormnyeckue npusHaku BocnaneHna CO KT y geten c MNMA - s3po-
3MpoBaHMe, HepPaBHOMEPHO BbipaXeHHaa nuMmorncTrounTapHaa ¢
NPUMECbI0 303NMHOGUNBbHBIX NIENKOUUTOB KNeToyHad WHPUNbTpaums,
runepniasmpoBaHHble NuMmdonaHble GONIMKYIbI, NMOBbILEHHOE KO-
YyecTBO NIMMPOLUTOB 1 NNIa3MaTUUECKMX KNeTok (>20 Ha 100 anutenuo-
uuTtos). [TopaxeHne TONCTOro KnweyHnKa y 34,5% nauneHToB NpoABna-
nocb nsmeHeHnamMn CO CMrMOBUAHOW KULLIKW.

6. KOHTaKT C NULEeBbIMM anfiepreHamMm — BaXKHbI TONYOK K Pa3BUTUIO Kak
HOPManbHOro MMMYHHOIO OTBETa, Tak 1 popmunpoBaHna cneunduye-
CKOW rMnepyyBCTBUTENbHOCTH, a AafbHeNne KOHTaKTbl C HAMW CEH-
CMOUNN3MPOBAHHLIX [eTei ABNATCA (aKTopaMu pUCKa SBOJIIOLMMK
N MporpeccMpoBaHmnA aniepruyeckoro «mapluuar. lostomy kpariHe
HeobxoanMa pa3paboTka MeTofOB U NOUCK MapKepoB ANA CBOEBpe-
MEHHOW ANArHOCTUKM raCTPOUHTECTMHANbHbIX MPOABNEHN NULLEBON
annepruu.
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Anneprunyeckny puHUT y geten YKpauHbl:
TpaHchopmayma 3a6o0neBaemoCTu
N pacnpoCTPaHEeHHOCTN 3a nocnegHue 24 roga

Allergic Rhinitis in Children of Ukraine: Transformation
of Morbidity and Prevalence over the Past 24 Years

Peslome

BBegeHue. CTaTbA NOCBALIEHA aKTyanbHOW Npobneme neanaTpun — pocTy 3aboneBaeMocTvi U
pacrnpoCcTpaHeHHOCTM anneprmyeckoro puHuTa y aeten YKpanHoi.
Llenb. AHanu3 faHHbIX PacnpoCTPaHEHHOCTM 1 3a60NeBaeMoCTu aniepruyeckoro puHuTa (AP) y
getelt YKpaunHbl ¢ 1994 no 2017 r. ana yCcTaHOBNEHMA BO3MOXHOIO BAVAHUA Ha ero pa3BuTue He-
6naronpuATHbIX GakTOPOB OKpY»KaloLel cpeabl.
Martepuanbl n metoabl. B cTatbe Mcnonb3oBaHbl AaHHble LleHTpa MeAnLMHCKOW CTaTUCTUKN
M3 YkpauHbl 1 focynapcTBEHHOW Cy»6bl CTaTUCTVKIM YKpaurHbl 3a neprof 1994-2017 rr. Mpume-
HANNCb METOAbl CUCTEMHOTO NOAXO0AA, KNaCTEPHOr0, KOPPENALMOHHOIO 1 SNMNAEMNOSIOTMYECKOro
aHanusa.
Pesynbratbl. [poBefeHHbI HAMW PETPOCNEKTVBHDBIV aHanu3 3aboneBaeMoCT U PacnpoCcTpaHeH-
HocTn APy fleTelt 3a nocneaHuve 24 roaa no3BoJin YCTaHOBUTb, YTO B YKparHe HabniopaeTca 3Hauu-
TeNIbHbIN POCT Ha 388,3% pacnpocTpaHeHHocTV AP y aeteln 1 Ha 280,3% ypoBHSA 3a601eBaeMoCTu
neten AP ¢ npeob6nagaHvem BbisiBNIeHVS 3TON NaToNoriv y AeTeil U3 KPYMHbIX MPOMbILUIEHHBIX 1
arponpoMbILLNIEHHbIX 06NacTeN CTPaHbl CO 3HAUUTENIbHBIMU 0ObEMaMM BbIGPOCOB 3arpsA3HALLNX
BELLECTB B aTMOCHEPHbIN BO3AYX OT CTaLMOHAPHbIX 1 NepPefiBUXHbIX UCTOYHMKOB 3arpA3HEHUS, KO-
TOpble UMeIOT NPAMOoe BAnAHME yMepeHHoW cuibl (p<0,05) Ha yBenuueHne yncna ciydaes ansep-
rMyeckoro puHuTa y aetei. B uenom pocT nokasatena pacnpoctpaHeHHocTn AP y fetein YKpanHbl
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Annepruyecknin puHuT y fieteil YKpanHsol: TpaHchpopmaLma 3aboneBaemocT
1 pacnpocTpaHeHHOCTM 3a nocnefHve 24 roga

3a nocneaHve 24 roga npesbilwan B 8 pa3s TemMn pocTa nokasaTens obLeid pacnpoCcTpaHEHHOCTA
60one3Hel y JETCKOro HaceneHnsa YKpauvHbl.

3aknoueHue. Annepruyecknuii pUHAT y AeTel sBnseTCA B YKpauHe 6bicTpopacTyLyell n coumanbHo
3HauMmon natonorueit. Poct 3aboneBaeMocTy 1 PacnpPOCTPaHEHHOCTYW annepruyeckoro puHmUTa y
feTei YKpanHbl COOTBETCTBYET 06LLEeMMPOBLIM TPEHAAM U CBA3aH B TOM YMCIIE U C SKOIOrMYeCKMMNI
npuYrHamm.

KnioueBble cnoBa: annepruyecknin  puHvT, Aety, 3aboneBaemocCTb, PaCNpPOCTPAHEHHOCTb,
3Konorus.

Abstract

Introduction. The article is devoted to the current problem of pediatrics - the growing incidence
and prevalence of allergic rhinitis in children of Ukraine.

Purpose. To analyze the prevalence and incidence of allergic rhinitis (AR) in children of Ukraine from
1994 to 2017 to reveal the possible impact of adverse environmental factors on its development.
Materials and methods. The data from the State Institution “Center for Medical Statistics of the
Ministry of Health of Ukraine” and the State Statistics Service of Ukraine for the period 1997-2017
were used in the article. The methods of system approach, cluster, correlation, and epidemiological
analysis were used.

Results. Our retrospective analysis of the incidence and prevalence of AR in children over the
past 24 years revealed that in Ukraine, there is a significant increase by 388,3% of the prevalence
of allergic rhinitis in children and by 280,3% of the incidence of allergic rhinitis in children with
predominance of this pathology in children from large industrial and agro-industrial regions of the
country with significant emissions of pollutants into the atmosphere from stationary and mobile
sources of pollution, which has a direct impact of moderate force (p<0.05) on the increase of the
number of cases of allergic rhinitis in children. In general, the growth rate of the prevalence of
allergic rhinitis in children in Ukraine over the past 24 years exceeded 8 times the growth rate of the
overall prevalence of diseases in the pediatric population of Ukraine.

Conclusion. Allergic rhinitis in children is a fast-growing and socially significant pathology in
Ukraine. The increase of the incidence and prevalence of allergic rhinitis in children in Ukraine is in
line with global trends and is associated with environmental reasons.

Keywords: allergic rhinitis, children, morbidity, prevalence, ecology.

B BBEJEHUE

Annepruyeckuii puHut (AP) y pgeTein ABnAeTCA [OCTaTOYHO pPacnpo-
CTpaHeHHbIM 3aboneBaHNeM BO MHOIMX cTpaHax mupa [1-3]. Mo gaHHbIM
D. Gentile et al. (2013), y 80% nauueHToB cmnToMbl AP pa3BrBatoTcs B fieT-
CKOM WK IoHOLLEeCKOM Bo3pacTe, y 40% 13 HUX OHU MEIOT MeCTo Yxe € 6 neT
[2]. CornacHo nocnegHUM peTpoCnekTUBHbLIM UCCIefOBAHNAM, CPeamn geTen
B BO3pacTe 14 net pacnpoctpaHeHHocTb AP coctasnseTt 14,6%, ofHaKo cBO-
eBpeMeHHO He ANarHoCTUPYeTCA 1, COOTBETCTBEHHO, aleKBaTHO He fleunTca
[3-5]. B TeueHune 1998-2001 rr. KOropTHOE MCCNefoBaHWe, MPOBEAEHHOE B
BenukobputaHmm C yyactmem Bpaydeii obLein npakTuKm B OTHOLLEHNM feTel
B BO3pacTe oT 6 fo 15 fieT, noKasano, uto 19,7% nauneHToB C 6pOoHXManbHOM
actmont (BA) umenn AP [4]. 3To 06bACHAETCA 3HAUNTENIbHBIM U3MEHEHNEM
COLNaNbHO-3KOHOMMYECKUNX 1 SKONOTNYECKMX YCoBuin B mupe. CylyecTBeH-
Hyl0 ponb B pa3Butum AP nrpaeT Hannuve y feTeii HenpaBUIbHOIO NPUKYCA,
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Kapueca v ApYyrux XpPOHMYECKMX 04aroB MHGeKLMK, a Takxe TabakoKypeHune
B cembe [1, 5, 6].

Annepruyecknii pUHUT OYeHb TPYAHO AMArHOCTMPOBATb B TeyeHue
nepBbIX TPEX NET XN3HW, MOCKOJbKY KITMHMKA BUPYCHOTO HazodapuHrnta u
PUHOCKHYCUTA MMEET CXOXMe CUMNTOMbI. B page cnyyaeB 3To NpMBOAUT K
pa3BuTUio 6poHxmanbHol actmbl (BA) y geTelt n x uHsanugmsaumm [2, 6, 71.

MapafoKc COCTOUT B TOM, UTO YeM obecrneyeHHee cTpaHa, Tem 6osibLue
ee HaceneHus cTpagaeT atonuven, B Tom ymcrie AP. Yauye 6onetot manbumkm.
3aboneBaHve YaCToO HAYMHAETCA B BO3pacTe 2-3 NIET 1 B LUKOSIbHOM BO3pac-
Te VIMEET yXe pa3BepHYTYIO K/IMHNYECKYIO0 KapThHY, COYeTasaACb C ApYrumm
annepruyeckMMn NaTonormyecknumm coctoaHnamm [2, 4, 5, 71. Tak, no gax-
HbiM OxoTHuKoBow E.H. n Mapywa 0./ (2015), y peTeln YkparHbl B BO3pacTte
ot 0 o 6 net coyeTaHune AP c 6pOHXO06CTPYKTUBHBIM CUHAPOMOM Habsto-
nanocb B 27,4% cnyvaes, a coyetaHune AP n BA - B 23,9%. CoueTaHune AP
C aTonuyeckum gepmattom (Al) 66110 OTMEUYeHO Tonbko B 19% cryyaes,
coyeTaHue xe AP ¢ BA n Al — B 80,3%. M3onrpoBaHHbIN annepruyeckun
PUHAUT BCTpeyanca nuwb B 20% cnyyaes [7].

Bo3spencTBue 3arpasHeHna BO3ayxa, CBA3AHHOIO C OPOXKHbIM ABUXKeE-
HVEM, B PaHHEM CPOKe GEPEMEHHOCTM U yXKe Ha NMepBOM FOAY KU3HW TaK-
e MoXeT crnocobctBoBaTh pa3suTuio AP y petein [8-12]. MNocne aBapuu Ha
YepHobblnbckon aTomHoi anekTpocTaHuumn (YAIC) B 1986 1. YkpanHa ctana
OQHOW N3 CamMblX NOCTpadaBWnx cTpaH EBponbl OT TexHOreHHoW aeAtenb-
HOCTW YyenoBeka [13].

CyLecTBeHHble M3MEHeHNA NPOM30LWAN 1 B 3aboneBaeMoCTy AETCKOro
HaceneHua YKpaviHbl, aBapua Cepbe3HO ycyrybuna CoCTosHME OKpYyXalo-
e cpeabl CTPaHbl B LLEJIOM U HEraTMBHO NOBAMANA Ha COCTOAHME 300PO0-
BbA fgeTein [14]. No3TOMy peTpocneKT/BHble UCCnefoBaHUA 3aboneBaemo-
CTV 1 PacNpOCTPaHEHHOCTY anneprnyeckon NaTonornm 4eTCKoro Bo3pacra
KpariHe BaXKHbl ANA NPUHATAA BEPHOM TaKTUKK, NOAFOTOBKN MeAULIMHCKNX
KaapoB v NNaHMpPoBaHMA pAga NPodUNaKTUYECKUX MEPONPUATUAI.

B LIEJIb NCCNEJOBAHUA

AHanu3 faHHbIX pacnpocTpaHeHHOCTH 1 3aboneBaemMoCTn anneprmye-
CKMM PUHUTOM Y AeTen YKpanHbl ¢ 1994 no 2017 r. Ana ycTaHOBNEHWA TPeH-
[l0B Pa3BUTMA N BOSMOXHOTO BAINAHUA Ha ero pa3sutne HebnaronpuATHbIX
baKTOpOB OKpYXKaloLLen cpefpl.

B MATEPWAJIbI U METObI

MpoBeneH aHanu3 AMHaMUKK 3a601€BaeMOCT 1 PacnpOCTPaHEHHOCTH
annieprnyeckoro puHNUTa y JeTein U3 pasHblx obnactei YKpanHbl, UMeoLwmnx
pa3Hyto CTeneHb 3arpA3HeHNA OT CTaUMOHAPHbIX Y NepeaBMKHbIX UICTOYHN-
KOB 3arpsisHeHus. [IpUMeHANNCb MeTofbl CTaTUCTUYECKOW OLEHKM U 3nu-
[eMNOJIONMYecKoro aHanmsa fAaHHblx LleHTpa meanLMHCKON CTaTUCTUKK
M3 YKpauHbl no cocTosHuio 3a6oneBaeMocTu U pacnpocTpaHeHHoCT APy
neten c 1994 no 2017 r. [15].

O6bemMbl BbIGPOCOB 3arpA3HALWMX BELECTB B aTMOCHEPHDBIN BO3AyX B
2015 r. 6bIM YCTAaHOBMEHbI COMMTACHO JAaHHbIM E€XXErOAHOro CTaTUCTNYECKO-
ro cbopHuka focynapctBeHHOW cnyX6bl CTaTUCTMKKM YKpaunHbl 2015 T. [16].
[na onpepeneHns NMHeNHON 3aBUCUMOCTU, KOPPENALUN 1 CTeNeHn CBA3N
mexay obbemaMu BbIGPOCOB 3arpAsHMTENeil B aTMOCdepHbIN BO3fyX OT
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CTaLMOHAPHbIX 1 NepeABUKHbIX MCTOYHNKOB 3arpA3HEHUA 1 YPOBHAMM 3a-
6onesaemocTu feTein AP 113 pa3HbIX PervoHOB CTPaHbl Obl1 TPUMEHEH paH-
rosbli koadoduLmeHT Koppenaumn CnrpmeHa (Spearman’s rank correlation
coefficient) [17].

Mcnonb3oBanncb MeTofdbl CTaTUCTUYECKOrO OLEHVBaHWA, B YacTHO-
ctn U-kpuTtepuii 3HakoBbIx paHros (Wilcoxon — Mann — Whitney test) gna
COMOCTaB/eHUA MoKa3aTenein 3abonesaemoctn AP geTeint U3 OfHUX U Tex
e permoHoB YKpauHbl B pa3Hble BPEMEHHbIE NMPOMEXYTKM 3a NoCnegHne
24 roga. Pa3nuuma B cpaBHMBaeMbIX Fpynnax CYnTaMCb [OCTOBEPHbIMM NPU
YPOBHe CTaTUCTUYecKor 3Haummoctu (p) meHee 0,05. KnactepHasa oueHka
obnacteli YKpauHbl B COOTBETCTBUM C YPOBHAMU 3a60neBaeMoCTN AeTCKOro
HaceneHua AP 6bina ocyliecTBneHa Metofom K-cpeiHux uepes cooTHeceHme
YPOBHei1 NokasaTesniel 3a60neBaemMoCTu AeTCKOro HaceneHus AP K obLierocy-
JapCTBEHHOMY MOKas3aTeslio 1 YPOBHIO BbIOPOCOB B aTMocdepy [16].

CraTncTyeckas o6paboTka pe3ynbTaToB UCCeOBaHUA NMPOBOAMIACH
C NMOMOLLbI0 NPOrpaMMHOro MpoAaykTa Statistica 6.1 [17]. UccneposaHne
NPOBOANNOCH B COOTBETCTBMMN C OCHOBHbBIMW NMONOMEHNAMUN XeNbCUHKCKOW
AeKnapauuy o6 3TYeCcKnX NpUHUMNax MeaULMHCKNX NCCNefoBaHUiA, Kaca-
IOLUXCA YeNloBeUEeCKNX CYObeKTOB, U AanbHenwnx ee npocmoTpos (Ceyn,
2008), KoHeeHunmn CoBeTa EBponbl 0 mpaBax yenoBeka U GromeauLHe
(2007), pekomeHpauumin Komuteta no 6uostrke npu Mpesungnyme AMH Ykpa-
UHbl (2002) 1 cooTBeTCTBYIOWEro 3acefaHna YHUBEPCUTETCKOro KommnteTa
Mo BOMpPOCaM 3TUKN.

B PE3YJIbTATbl U OBCYXXAEHWE

Mo paHHbIM LleHTpa meauumnHckol ctatnctukn M3 YkpauHbl, 3abonesa-
emocTb fgeten AP B Bo3pacTe 0-17 net BknountenbHo B 2017 r. coctaBnana
17 669 HOBbIx cnyyaeB nnu 2,32 Ha 1000 cOOTBETCTBYIOLWWEro AeTCKOro Ha-
ceneHus. PacnpocTpaHeHHOCTb 3Toro 3aboneBaHnsa coctaBnsna 43 571 cny-
yawn, nnn 5,72 Ha 1000 COOTBETCTBYIOLErO JETCKOro HaceneHus.

B cTpykType pacnpocTtpaHeHHOCTV 3aboneBaHWii [eTCKOro Bo3pacTa
yaenbHbin Bec AP coctasnseT 0,33%, 4TO OTHIOAb He YMeHbLUAeT coLnasb-
HO-MEeAULMNHCKOrO 3HaYyeHnA 3TOW MaToNOrMKn, KOTopaa ABNAETCA Ba)KHOW
CTYyMNeHbKOW aniieprmyeckoro Maplua B IeTCKOM BO3pacTe B LieNOM.

[Ona cpaBHeHus: B 1994 . 6bino BnepBble 06HapPYeHO 7986 ciyyaeB
AP, nnun 0,48 Ha 1000 geTen. PacnpocTpaHeHHOCTb anneprmyeckoro puH1Ta
Torga coctaBnana 15452, nnu 1,17 Ha 1000 geTen B Bo3pacte ot 0 go 17 net
BK/IOUMTENbHO. YenbHblii Bec AP cpefiv Bcex 3aperncTpupoBaHHbIx 6ones-
Hel AeTCKOro HaceneHuns B YKpanHe coctasnan 0,11%.

MpoBeAeHHbIN HAMK PETPOCTNEKTMBHbIN aHanu3 3aboneBaeMocCcTu 1 pac-
npoctpaHeHHOCTV AP y getein 3a nocnefHune 24 roga no3Bonun onpeaenuTb,
yTO B YKpauHe C BbICOKMM YpOBHeEM foCTOBepHOCTM (p<0,01) Habnogaetca
3HaYMTENIbHbIV POCT C/lyYaeB aniepruyeckoro puHmTa. Kak emgHo ms puc. 1,
3a nocnepHve 24 roga pacnpoctpaHeHHocTb AP y feTeln YKpariHbl Bbipocna
Ha 388,9% (p<0,01), a 3abonesaemocTb — Ha 280,3% (p<0,01). 3Tn faHHbIE
COOTBETCTBYIOT OOLLEMUPOBOI TEHAEHLUMM POCTa BbisiBNeHUs y Aetein AP B
60/IbLUINHCTBE CTPaH Mupa [1-3].

B uenom poct nokasatena pacnpoctpaHeHHOCTU AP y feTeln YKpauHbl 3a
nocnefHue 24 roga npesbllwan B 8 pa3 TeMn pocTa nNokasatens obuien pac-
NPOCTPaHEHHOCTUN Bone3HeN y AeTCKOro HaceneHms YkpauHbl [15].
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KonnyectBo cnyyaes Ha 1000 getein /
Cases per 100 children
w

L 227 232225 %218 219 223 232
1,78 1,83 1.9 !
1 1,34
0,61
0

1994 | 1999 | 2001 | 2003 | 2004 | 2006 | 2007 | 2008 | 2009 | 2014 | 2015 | 2016 | 2017

—— PacnpoctpaHeHHoCTb APy
fetelt / Prevalence of allergic | 1,17 | 2,16 | 2,98 | 3,76 | 4,17 | 492 | 501 | 517 | 486 | 509 | 523 | 54 | 572
rhinitis in children

3abonesaemocTb aetei AP /
The incidence of allergic 061 134|178 | 183 | 19 | 227 | 232|225 | 204|218 | 2,19 | 2,23 | 2,32
rhinitis in children

Puc. 1. CpaBHUTeNnbHaA ANHaMNKa YPOBHeli pacnpocTpaHeHHOCTU 1 3aboneBaemoctu (Ha 1000
AETCKOro HaceneHnA) annepruyecknm puHNTOM Aeteil B Bospacte 0-17 net BKNIOYMTENbHO B YKpanHe
(1994-2017 rr.)

Fig. 1. Comparative dynamics of the levels of prevalence and incidence (per 1000 children) of allergic rhinitis of children aged 0-17 years in
Ukraine (1994-2017)

Makcumym pacnpoctpaHeHHocT AP y petein Habmopanca K 2017 .,
YTO MPONCXOANO Ha GpoHe CTabunrsauun nokasartenen obuien 3abonesa-
emocTu geteit. [anbHenwmnin MOHUTOPUHI MEAULIMHCKOM CTaTUCTUKKN Obin
HeBO3MOXeH U3-3a npekpalyeHns cbopa nHpopmauuu LieHTpom megnumH-
CKOW CTaTUCTUKKN M3 YKpauHbl.

Kak BUOHO U3 purC. 2, HAUMEHbLLEE KONIMYECTBO BrepBble BbIABIEHHbIX
cnyyaeB AP Habniofanocb B NoApoCcTKOBOM Bo3pacTte — 18,3% (B 1994 —
21,2%), ogHaKo MoKasaTenn 3a60neBaemMocT U pacnpocTpaHeHHocTn AP
MMEHHO B 3TO BO3PACTHOW KOropTe AOCTUrany HaubonbLUMX 3HAUYEHWUN
(9,21 1 3,02 Ha 1000 peTel cOOTBETCTBEHHO). OUeBMAHO, TaKasA 3aKOHOMEpP-
HOCTb OOYyC/IOB/IeHa POCTOM MHAEKCA HaKOMIEHUA XPOHMUYECKON MaTono-
rum ot 1,67 y feten B Bo3pacTe 0-6 net Bnnotb Jo 3,05 y geten B BO3pacTe
15-17 neT BKAOUNTENbHO.

Mpy KoppenALNOHHO-PerpeccoHHOM aHasim3e Hamu 6bIo yCTaHOBNe-
HO, UTO CBA3b MEXJY UCCNeayeMbIMU NPU3HaKamy «3abonieBaemMocTb aeTel
annepruyeckMm pUHUTOM» 1 «3aboneeaemocTb fieTeil 6poHxXManbHOM acT-
MOW» OKa3anacb NPAMOMN, TeCHOTa (Cuna) cBA3m No Wwkane Yepaoka onpege-
nanacb cnaboin. Yucno crteneHen ceobogpl (f) coctaBuno 23. Kputnueckoe
3HaueHue KpuTtepma CnupmeHa Npu AaHHOM UKCIie cTeneHel cBobobl Co-
ctaBuno 0,398, uTo gaBano OCHOBaHME CYUTaTb 3aBMCMMOCTb MPU3HAKOB
CTaTUCTUYECKM He3Haunmon (p>0,05).

Bonblue Bcero Bnepsble BbiABIEHHbIX cnyyaeB AP 6b110 3aduKcrpoBa-
HO y petein 7-14 net — 8427 vyenoBek, unu 47,6% OT o6LEero Konu4yecTsa,
YTO COOTBETCTBYET MMPOBLIM TEHAEHUMAM NpeobnafaHnsa BbianeHns AP
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VMEHHO Yy AieTel LWKONbHOro Bo3pacTa [2, 4]. Henb3Aa oTpmuatb 1 3Haunmoe
BAMsAHVE HA POCT 3aboneBaeMocT AP B 3TOi BO3paCTHOW KOropTe 3Hauu-
TeJIbHOW PacnpOCTPAHEHHOCTY TabaKOKYPEHUs Cpeam LWKONbHUKOB YKpau-
Hbl [6, 8].

Y peteir B Bo3pacte oT 0 fo 6 net 6bLIO BnepBble BbiABIEHO 33,8%
(5981 uenosek) cnyyaes AP oT obLyero KonuyecTsa.

3a nocnegHue roApl Mbl HabnloAany OTHOCUTENIBHOE YMEHbLUEeHWE
YAENbHOTO Beca BblsiBNeHUs 3aboneBaemoctn AP y feTeil B Bo3pacTte
7-14 net BknountenbHo (0T 49,7% no0 47,6% OT 06LLEero KonmyecTsa BbiAB-
NeHHbIX cNly4yaeB) Ha GpoHe CyLlecTBEHHOrO pocTa NePBUYHON 3aboneBaemo-
CTV y peTell B Bo3pacTe 0-6 net (o1 28,9% fo 33,8% oT obLyero KonmyecTtsa
BbIABNEHHbIX cnyyaeB). OueBMAHO, 3TO 06YCNIOBNEHO yBeNMYEeHEM arpec-
CUBHOCTY OKpY»aloLLeln cpefibl MO OTHOLLEHMIO K PacTyLieMy JETCKOMY Op-
raHuM3my, KOTOPbI OT/INYAETCA BbICOKO MHTEHCUBHOCTBIO METaboNMMUeCKnx
NPOLECCOB U BbICOKOW YyBCTBUTENIBHOCTbIO K AENCTBUI0 KCEHOOMOTUKOB C
CaMoro paHHero Bo3pacTa.

Hanbonbwmin yaenbHblll BeC 3aperncTprupoBaHHbIX cnyyaeB AP oT 06-
Lero KonnyecTea Habnoganca B Bo3pacte 7-14 neT BKAOYMTENBbHO (2,5 1
7,01 Ha 1000 peTeir), YTO OTBEYANO AAaHHbIM MEXAYHAPOAHbIX SNUAEMMNONO-
rMYeCcKnx ccnefoBaHnii, CBUAETENbCTBYIOWMM O TOM, YTO MaKCMMYM BbIAiB-
neHua AP HabnopaeTca B LWKONbHOM Bo3pacTe [4].

Haunbonbwuin yposeHb 3aboneBaeMoCcT U pacrnpocTpaHeHHocTn AP
BO BCEX Tpex BO3pacTHbIX rpynnax Habnwopanca y fetein [JHenponeTpos-
cKkoin, HukonaeBckoit, JIbBOBCKOI, XapbKOBCKOW, 3aNopoXCcKoi obnacTeil.
HeobxogMMO OTMETUTb, YTO 3TV PErvoHbl XapaKTepr30BaNuCh BbICOKUM
YPOBHEM MPOMbILSIEHHOIO Pa3BUTUA U, COOTBETCTBEHHO, BbICOKOWN SKOTOK-
CUUECKOW Harpyskol Ha okpy»atowyto cpegy. Camblii 60nblUNIA NPUPOCT

~ 10 9,21
=
[ 9
[
§ e 8 7,01
S35 7 5,72
gg 6
88 5
T 4 s 302 35
52 2,33 ’
§ % 2 1,89
53
g 1
=
5 0
X
3aboneBaemocTb feTen PacnpocTtpaHeHHOCTb annepruye-
annepruyeckmm pruH1UTom / CKOro puHuTa 'y getein /
Incidence of allergic rhinitis Prevalence of allergic rhinitis
in children in children
0-17 net/0-17 years old 7-14 net/ 7-14 years old
0-6 net / 0-6 years old B 15-17 net/15-17 years old

Puc. 2. CpaBHUTeNbHanA AUHaMMNKa 3a60neBaemMoCTy N pacnpoCTPaHEHHOCTH aNNepruyeckoro puHnTa
y AeTell B 3aBMCMMOCTU OT Bo3pacTa (Ha 1000 feTell COOTBETCTBYIOLLEr0 BO3pacTa)

Fig. 2. Comparative dynamics of the incidence and prevalence of allergic rhinitis in children depending on age (per 1000 children
of the corresponding age)
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3abonesaemoctn AP Habntopanca B ViBaHo-OpaHkoBcKon (+2320%), Tep-
Homonbckon (+2310%), PoseHckon (+1810%), Mutommpckon (+1730%),
XapbkoBckon (1955%), Hukonaesckon (+1002,5%), JibBoBckon (+930%),
BrvHHUUKOM (+900%) obnacTax. Heo6xoanmo noguepKHyTb, UTo Yy 4 113 8 Bbl-
LWeyKa3aHHbIX obnactell B cocTaBe GblIM TePPUTOPUM PAANONOTNUYECKOro
KOHTpona nocne asapum Ha YASC B 1986 1.

OTtmeTum, uto 24 ropa Hasaf cpeav IMAEPOB MO PacNpPOCTPaHEHHOCTU
AP y peteir 6binn Knesckas obnactb (5,3 cnyuyas Ha 1000 geten), r. CeBa-
cronons (3,5), AP Kpbim (0,9) n iHenponeTposckaa obnactb (0,7), koTopble
TaKXe OT/IMYaNnnCb 3HAaYNTENbHON SKOTOKCUYECKOWN Harpy3Kom Ha OKpy»Ka-
foLyto cpeny.

OueBMAHO, Cpean NPUYMH pPOCTa 3TOW NaToNoOrMKM 3a nocnefHue
24 rofa, KpoMe yxyALeHna obpasa XKM3HU HACENEeHWA 1 SKONOrMYECKoro
COCTOAHMSA OKPYXKaloLen cpefbl, HEOOXOANMO TaKXe yKa3aTb MOoBbllEeHne
HACTOPOXKEHHOCTY JETCKUX Bpayei B MaHe anjepruyeckor natonorum u
MOBbILWEHME YPOBHSA X KBanudurkaumm.

HanmeHbLuime nokasaTtenun 3aboneBaemMocT U pacnpocTpaHeHHocTn AP
Habnoganuckb y neteii n3 YepHurosckoi, YepHoBULIKOIN 1 BonbiHCKo 06-
nacTel, KOTopble He MMeIOT Ha CBOel TeppPUTOPUN 3HAUMMbIX NCTOYHNKOB
BbIOPOCOB B aTMOCPEpPHbI BO3aYX.

Mo3ToMy Kak OAvH 13 BO3MOXKHbIX paKTOPOB yBENNUYEHNA pacnpocTpa-
HeHHocTn AP y peTeli YKpanHbl, NO HaWeMy MHEHMIO, MOXXHO paccMaTpu-
BaTb KpalHe CNIOXHYI0 CUTYaLUIo C 3arpsA3HEeHEM OKpY»KatoLlei cpefbl B
CTpaHax Co 3HaunTeNIbHbIMM 06 beMami BBIGPOCOB B aTMOCdepy OT cTauu-
OHapHbIX N NepefBUXHbIX UCTOYHMNKOB 3arpA3HeHnA — 4o 2585 TbiC. TOHH
B2017r.

Hamu 6bina yctaHoBneHa npsmas CBf3b YMEPEHHOW CUIIbl, COrNAacHO
wkane Yeppoka (p=0,447), mexay obbemamy BbIOGPOCOB 3arpsasHuTENeNn
OT CTaLMOHAPHbIX N NepeaBUKHbIX NCTOYHMKOB B aTMOCdEpHbI BO3ayX
Ha 1 yenoseka B 2015 r. 1 NokasaTenAMun 3a6oneBaeMoCTn aeTelt annepru-
yeckum puHutom. OnpegeneHHoe KpUTnyeckoe 3HayeHne KosdpdurumeHTa
Koppenaumu CnupmeHa ¢ uncnom cteneHein ceobopnl (f) — 23, koTopas co-
ctaBnfAeT 398, cBMAeTeNnbCTBYeT O TOM, YTO B3aMMO3aBUCUMOCTb NPU3HAKOB
6blia CTaTUCTUYECKM 3HaUMMOM (p<0,05).

Hamn Takxe 6bina yctaHOBfieHa MpPAMan CBA3b 3aMETHOW CWMbl, CO-
rnacHo wkane Yeppoka (p=0,521), mexay obbemMamy BbIGPOCOB 3arpss-
HUTeNen OT CTaUMOHapHbIX N NepefBUMHbIX NCTOYHMKOB B aTMOCHEPHbIN
BO3ayx Ha 1 yenoseka B 2015 r. 1 nNokasatenaMu pacnpoCTPaHEHHOCTN
annepruyeckoro puHuTa y peteil. OnpepeneHHoOe HaMWu KpuTuyeckoe
3HaueHne KoabouumeHTa Koppenaumm CnvMpmeHa C YMCIOM CTeneHei
cBoboppl (f) — 23, koTopan cocTaBnaeT 398, CBUAETENbCTBOBA/IO O TOM, YTO
B3aVIMO3aBNCUMOCTb MPU3HAKOB Oblna CTaTUCTUYECKM 3HauYMMon (p<0,05),
YTO TONMbKO MOATBEPXKAAET 3HAYMMOE BJINAHUE COCTOAHMA SKONMOTMMU Ha
pa3suTue APy petei.

Knactepunsauna obnacrtein YKpauHbl B 3aBUCUMOCTUN OT YPOBHel 3abo-
neeaemocTn AP 1 pacnpepeneHve obnacteil B 3aBUCMMOCTY OT 06bemMoB
BbI6GPOCOB 3arpAsHUTenei B atmochepy Ha 1 uenoBeka npefcTaBneHbl B Ta-
6nuue. ObLerocyaapcTBEHHbI NokasaTtenb BbiopocoB B 2017 T. 6bin paBeH
60,8 Kr BbIOPOCOB Ha 1 YenioBeKa B rof.
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Knactepusauus obnacreii YKpauHbl o ypoBHAM 3a60neBaeMoCTH a/siepruieckmm puHUTOM u o6bembl
BbIGPOCOB 3arpA3HAIOLNX BELECTB B aTMOChepPHbIii BO3AYX B pacyeTe Ha OAHOrO YenoBeka

06bembl BbIGpocoB
YpoBeHb 3a6oneBaemocTn .
. 3arpAsHUTenen B
AeTen annepruyeckum O6nactu YKpaunHbli - O6nacTu YKpauHbli
aTmocdepHbIli BO3ayX B
PUHNTOM
pacuyete Ha 1 yenoBeka
OueHb BbICOKMI YPOBEHb [lHenponeTpoBcKas OueHb BbICOKUNE 06beMbl [lHenponeTpoBcKas
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. JlbBOBCKasn
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. XapbKoBcKas
3aboneBaemocTu geteint AP 6pocos 3anopockas
3anoporkckas
MBaHo-OpaHKoBCKas
TepHononbckas
[oHeukan
XepcoHckasn
BuHHMUKan
3akapnarckas
YpoBeHb 3aboneBaeMocTu KI/IeBrZKaH O6bembl BbIOGPOCOB
neten AP B obnactn PoBeHCKas Ha ypoBHe BuHHMUKanA
06LLerocyaapcTBeHHOro 06L1erocyapCcTBeHHOro JlbBOBCKan
w, yRap MKutomnpckas LU' YRap
nokasarens nokasarena
Opecckas
Cymckasn
XmenbHuuKas
Knposorpapackas
r. Kves
JlyraHckas
MNonTaBckasn
Yepkacckasn
JlyraHckaa
YepHurosckasn
Kunesckas
Cymckan
XapbKoBckas
Yepkacckan XmenbHMUKan
. MontaBckas O6bembl BbIGPOCOB HIKe | T. Knes
Husiwit yposeno YepHurosckas 0BHA obLerocyaap- Knposorpapackas
3aboneBaemocTu getein AP p yp YAap p p
YepHoBuLKasn CTBEHHOrO Nokasarens HukonaeBckas
BonbiHcKkasn Opecckas
TepHononbckas
XepcoHcKas
HKutommpckas
BonbiHcKasn
PoBeHckasn
YepHoBuLKan
3akapnarckasa
Clustering regions of Ukraine according to the incidence of allergic rhinitis in children and the vol of poll into the air per
person in descending order
. . - The volume of emissions of
Incidence rates of atopic dermatitis | Areas B o Areas
(AD) in children of Ukraine pollutants into the air per of Ukraine
person
Very high incidence rate in children | Dnipropetrovsk reg. . - Dnipropetrovsk reg.
with AR Mykolaiv reg. Very high emissions Donetsk reg.
Lviv reg. .
. . . H . . Ivano-Frankivsk reg.
High incidence of AR in children Kharkiv reg. High emissions h )
Zaporizhzhia reg. Zaporizhzhia reg.
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KnuHuko-guarHoctmyeckas naboparopus
WMHocTpaHHoro yHutapHoro npeanpuAatua «CruHnab-EM/1», r. MuHck, yn. Akagemunyeckas, 26

OAK, OAM, aHanu3bl Kana, o6wme masku,
6uoxnmms

nccnegoBaHue cnepmel (cnepmorpamma, MAR-TecT)
onpepeneHue rpynn KpoBsw, pesyc-bakTopa,
AHTN3PUTPOLMUTAPHBIX aHTHUTEN

nokasaTtenun ceepTbiBalowwen cnctemol Kposu, AOC,
oLeHKa p1cka Tpomb6o3oB

onpepeneHve ypoBHA ropMoOHOB, OHKOMapKepoB
ractponpodunp

awvarHoctuka nudexuyun (MLUP, MOA, HA®, BNOT,
6aKkTepuonornyeckmin metoa)

AWArHoCTUKa KopoHoBUpYcHoii nHdekuun (MLP, MOA)
MoOneKynsapHaa anneprogvarHocTnKa

nuleBan HernepeHoCumMocTb

ayTOMMMYHHaA AnarHocTnka metogamu HA®, NOA,
WMMYHOBJIOT: MNMHC, onTUKkoHepoMuenur,
NoNMHernponaTim, ayToummyHble sHUedanuTbl,
pacceaHHbl cknepos, CC, PA, CKB, Mu1acTeHWA rpaBuc,
uenuakus, 6onesHb KpoHa, MCC, nonumuo3sur, MBL,
AWT, HAK, CO 1 1 Il TNoB, ay TOUMMYHHbIA racTpuT.

www.synlab.by

2.MuHck, yn.Akademuyeckas, 26

(017) 378-33-35, (29) 303-65-11, (29) 263-95-03
2.Munck, yn.Ymarckan, 54

(017) 220-49-23, (29) 518-63-73, (29) 390-00-28
2.MuHck, yn.lfpumeiykozo, 158

(017) 393-30-64, (44) 535-19-41, (33) 664-77-52
2.MuHck, yn.HemaHckas, 3

(017) 388-49-50, (29) 339-43-10, (33) 371-86-11
2.Munck, yn.bpamckas, 6

(017) 37-35-888, (29) 852-16-70, (29) 634-53-59
2. Munck, yn. Tumupsseea, 8

(017) 388-40-10, (44) 752-35-68, (33) 357-48-26
2.Bumebck, yn. 1. Bpoeku, 9

(0212) 66-56-00, (44) 592-36-99, (33) 337-79-29
2.IpodHo, yn.facnadapyas, 19

(0152) 44-44-10, (29) 166-48-80, (33) 351-04-70
2.fomene, yn. Bpecmckan,2

(0232) 20-86-73, (29) 149-05-50, (29) 566-74-94
2. bopucoe np-m Peeontoyuu, 56

8(0177) 79-77-77, (29) 691-26-43

2. Cnyuyk 2-oii nep. Yanaeesa 2

8(01795) 2-35-55, (29) 117-84-41

2. Conuzopck yn. lopekozo, 2a

8(0174) 23-05-55, (29) 333-57-27

2. Hoeozpydok, yn. Jlenuna 27

8(01597) 48-8-48, (29) 304-85-89

2. Bonkoevick, yn. bopuyeeckozo, 32
8(01512) 6-03-03, (29) 188-81-48
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Ivano-Frankivsk reg.
Ternopil reg.
Donetsk reg.
Kherson reg.
Vinnytsia reg.
Zakarpattia reg.
Kyiv reg.
- L . Rivne reg. . .
The incidence of AR in children is h | e . Vinnytsia reg.
! i Zaporizhzhia reg. Emissions at the national level -
close to the national indicator Poltava reg. Lviv reg.
Zhytomyr reg.
Odesa reg.
Sumy reg.
Khmelnytskyi reg.
Kirovohrad reg.
Kyiv city
Luhansk reg.
Poltava reg.
Cherkasy reg.
Luhansk reg.
Chernigiv reg.
Kyiv reg.
Sumy reg.
Kharkiv reg.
Cherkasy reg. Khmelnytskyi reg.
Poltava reg. s N Kyiv city
Low incidence of AR in children Chernigiv reg. Fenséslswns below the national Kirovohrad reg.
Chernivtsi reg. Mykolaiv reg.
Volyn reg. Odesa reg.
Ternopil reg.
Kherson reg.
Zhytomyr reg.
Volyn reg.
Rivne reg.
Chernivtsi reg.
Zakarpattia reg.

B 3AK/TIOYEHNE

Anneprnyeckun puHNUT ABNAETCA OOHMM U3 YacTO BCTPeYaloLWwmuxca na-
TONOIMYECKNX COCTOAHNI Y AeTel YKpaunHbl. 3a nocnegHue 24 ropa B Ykpa-
UHe HabnhaeTCcA 3HAUMTENbHbIN POCT Ha 388,3% pacnpoCTpaHeHHOCTH
anneprnyeckoro puHnTa y geten n Ha 280,3% ypoBHsA 3aboneBaemocTu ge-
Tel ¢ AP c npeobnagaHnem BbIABNEHUA 3TON NAaTONOMMN Yy AeTel WKOSbHO-
ro Bo3pacTa U3 KpYmHbIX MPOMbILLEHHbIX M arponpoMbILLIIeHHbIX obnacTen
CTPaHbl CO 3HaUMTENbHBIMM OObeMaMI BbIGPOCOB 3arpA3HAIOLMX BELlecTs
B aTMOchepHbI BO3yX OT CTaLMOHAPHbIX N NepeaBUKHbIX MCTOYHMKOB 3a-
rPA3HEHMsA, KOTOpble NMEIOT NPAMOE BIMAHNE YMEPEHHOW CUbl Ha YBENn-
YeHwue Yncna cnyyaes anneprmyeckoro puHNTa y feten.
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benopycckunii rocyaapcTBeHHbI MeANLIMHCKAN YyHUBepcuTeT, MUHCK, benapycb

Prylutskaya V., Sukalo A., Goncharik A.
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OcobeHHOCTU copepkaHuna BuchaTnHa
N NeNTMHA Y KPYNMHOBECHbIX K CPOKY rectaumn
HOBOPOKAEHHbIX 1 X MaTepen

Features of the Content of Visfatin and Leptin in Large
for Gestational Age Newborns and their Mothers

Peslome

BBegeHue. B nocnegHue roabl 605bluoe BHUMaHVe yAeNnAeTcA FOPMOHaM XMpPOBOI TKaHW. AQu-
MOLMTOKMHbBI CEKPETUPYIOTCA OPraHM3MOM GepemMeHHON XEeHLLVHbI, MIaLeHTON 1 NNoAoM. YPOBHU
NIENTMHA Y HOBOPOXKAEHHOTO KOPPENMPYIOT C XKMPOBOW Maccol Tena Npu poxaeHnn. BucoatuH ob-
napaet s¢pdeKkTamu, UMUTUPYIOLLUMU UHCYIIVH, UTPaeT Posib B Pa3BUTMM MeTabonyeckoro cMHapo-
Ma. B HacToALee BpemA akTUBHO 13y4YaeTca CBA3b MeXAY LMPKYNALMen MmaTepuHCKoro BnuchaTnuHa
1 pOCTOM nniofa.

Llenb. MpoaHann3npoBaTb 0COGEHHOCTY coflepKaHnA BUCHATUHA 1 NIENTUHA Y KPYMHOBECHbIX K
CPOKyY rectaLyvi HOBOPOX/AEHHbIX 1 UX MaTepe.

Matepumanbl n metogbl. O6cnegoBaHo 54 OHOLWEHHbIX HOBOPOXAEHHDBIX. [leTn pa3aeneHbl Ha 2
rpynnbi: rpynna 1 (Mp1) — KpynHoBeCHbIe K CPOKY HOBOPOXAeHHble (n=30), rpynna 2 (Mp2) — rpynna
CpaBHeHUA, feTH C COOTBETCTBYIOLMM CPOKY recTaummn dusndeckum passuTmem (n=24). ina ouex-
KM aHTpoMnoMmeTpuyecKkmx rnokasartenen ucnonbzosanu nporpammy INTERGROWTH-21st. YposHu
BuchaTMHa 1 NenTUHa onpeaensanu B NynoBUHHOW KPOBY AeTel U B CbIBOPOTKE KPOBU MX MaTepei
meTogom MDA c ncnonb3oBaHnem Habopos «Phoenix pharmaceuticals» n «<DRG International Inc.».
Pe3synbtaTbl. CoflepKaHue nenTrHa NynoBUHHON KpoBu 6bino paBHo 13,10 [6,40; 28,84] Hr/mn B
lp1 n 5,04 [3,80; 10,00] Hr/mn B P2, p=0,006. YpOBHM CbIBOPOTOYHOIO fIENTMHA NX MaTepel co-
ctasunu 18,00 [11,60; 26,03] Hr/mn n 14,20 [9,80; 21,00] Hr/mn cooTBeTCcTBEHHO, p=0,258. Copep-
XaHwve BucpaTuHa NynoBMHHON KPOBM HE MMENO 3HaUYMMbIX pasnuunii n coctasuno 10,25 [9,20;
14,001 Hr/mn B P11 9,10 [8,00; 14,00] Hr/mn B [p2, p=0,257. YpOBHM BUCPATMHA CbIBOPOTKM KPOBU
MaTepen KpynHOBECHbBIX HOBOPOXAEHHbIX ObUIV CTAaTUCTMYECKM 3HAUMMO HUXKe NoKa3aTtens maTte-
pew rpynnbl cpaBHeHuA (8,80 [7,80; 10,50] Hr/mn npotus 11,75 [9,20; 21,50] Hr/mn, p=0,005). B p1
YyCTaHOBMEHbI NPAMble KOPPENALMOHHbIE CBA3W MEXAY YPOBHEM NenTnHa NyNnoBUHHOW KPOBMW 1
mMaccon Tena getei npu poxaeHun (r=0,545, p<0,05). B rpynne KpynHOBECHbIX HOBOPOXKAEHHbIX
BbIABJIEHbI MONIOXMWTESIbHbIE KOPPENALMOHHbIE CBA3N MEXAY COAePKaHNEM JIeNTUHA CbIBOPOTKHM
y MaTepu 1 ypOBHEM flenTHa B NyNOBUHHON KpoBsw (r=0,477, p<0,05). B Ip2 ypoBeHb BrchaTnHa
MaTepu accoLuMmMpoBaH C BUCHATMHOM MynoBUHHON Kposu (r=0,406, p<0,05). Mpw BHyTpUrpyn-
NOBOM aHanM3e y HOBOPOXAEHHbIX C MaKPOCOMMEN BbIABMIEH PAL 3HAUMMbIX NONOXKUTENbHbIX
KOPPEenALNOHHbIX B3aMMOCBA3eN MexAay MoKasaTenAammn agunoKNHOB mMaTepen C nperpasupap-
HbIM noBbiweHnem IMT 6onee 25,0 Kr/mM? 1 aHTPONOMETPUYECKMMM NAapaMeTpamMm NxX aetei npu
poxxaeHUn.
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OcobeHHOCTY copepkaHua BUCcaTUHa U NeNTUHA Y KPYNHOBECHBIX
K CPOKY rectaLjin HOBOPOXAEHHbIX 1 NX MaTepet

3akntoueHme. Y KpyrnHOBECHbIX HOBOPOXAEHHBIX YCTaHOBNEHbI 3HaUMMO 6onee BbICOKME YPOBHU
nentnHa. YpoBeHb BUcPaTiHa CbIBOPOTKM MaTepeli KPYMHOBECHbIX K CPOKY rectaummn 6bin 3HauMmo
HVPKe MoKasaTena rpynnbl cpaBHeHWA. [MonyyeHHble pe3ynbTaTbl MOATBEPXKAAIOT MONOXKEHMWE, YTO
NenTUH U BUCGATUH MOTYT MMETb CYLLECTBEHHBIV BEC B GOPMUPOBAHUM MAaKPOCOMIM MPpU recTaumm
1 Pa3BUTUM JOHOLLIEHHBIX HOBOPOXAEHHbIX. BbliBNEHHbIE 0CO6EHHOCTY cofepKaHusA NenTnHa 1 BUC-
datnHa B Napax «mMaTb — AUTA», UX B3aMOCBA3N C aHTPOMNOMETPUYECKMMM NapameTpaMu 060CHOBbI-
BalOT BO3MOXKHOCTb NPUMEHEHWA AaHHbIX FOPMOHOB B KauecTBe MapKepoB MpW MPOrHO3MpoBaHUN
dopMUpoBaHNA HapyLLeHM 06MeHHbIX MPOLIECCOB Y KPYMHOBECHbIX K CPOKY recTauuy aeTei.
KnioueBble cnoBa: HOBOPOXKAEHHDIN, KPYMHOBECHbBIN K CPOKY rectauumn, Matepu, nentuH, sucda-
TUH, CbIBOPOTKA KPOBWU.

Abstract

Introduction. In recent years, much attention has been paid to the hormones of adipose tissue.
Adipocytokines are secreted by the pregnant woman'’s body, placenta and fetus. Neonatal leptin
levels correlate with body fat at birth. Visfatin has the effects that mimic insulin and plays a role
in the development of metabolic syndrome. Currently, the relationship between the circulation of
maternal visfatin and fetal growth is being actively studied.

Purpose. To analyze the features of the content of visfatin and leptin in large for gestational age
newborns and their mothers.

Materials and methods. 54 full-term newborns were examined. Children were divided into
2 groups: group 1(Gr1) —large for gestational age (LGA) newborns (n=30); group 2 (Gr2) - comparison
group, newborns with physical development corresponding to gestational age (n=24). To assess
anthropometric indicators, the INTERGROWTH-21st standards were used. The levels of visfatin and
leptin were determined in the umbilical cord blood of children and in the serum of their mothers by
ELISA using “Phoenix pharmaceuticals” and “DRG International Inc.”.

Results. The leptin content of the umbilical cord blood was equal to 13.10 [6.40; 28.84] ng/ml in the
Gr1 and 5.04 [3.80; 10.00] ng/ml in the Gr2, p=0.006. Serum leptin levels in their mothers were 18.00
[11.60; 26.03] ng/ml and 14.20 [9.80; 21.00] ng/ml, respectively, p=0.258. The content of visfatin
in umbilical cord blood did not have significant differences and amounted to 10.25 [9.20; 14.00]
ng/ml in the Gr1 and 9.10 [8.00; 14.00] ng/ml in the Gr2, p=0.257. The content of visfatin in the
blood serum of mothers of large for gestational age newborns was statistically significantly lower
than that of mothers in the comparison group (8.80 [7.80; 10.50] ng/ml versus 11.75 [9.20; 21.50]
ng/ml, p=0.005). In the Gr1, direct correlations were revealed between the level of leptin in the
umbilical cord blood and the body weight of children at birth (r=0.545, p<0.05). In the group of
LGA newborns, positive correlations were found between the serum leptin content in the mother
and the leptin level in the umbilical cord blood (r=0.477, p<0.05). In the Gr2, the maternal visfatin
level is associated with cord blood visfatin (r=0.406, p<0.05). The intragroup analysis of newborns
with macrosomia revealed a number of significant positive correlations between the adipokine
values of mothers with pregravid increase of BMI of more than 25.0 kg/m? and the anthropometric
parameters of their children at birth.

Conclusion. Large for gestational age newborns have significantly higher leptin levels. The level of
visfatin in the blood serum of mothers who gave birth to large newborns was significantly lower
than in the comparison group. The obtained results confirm the position that leptin and visfatin
can have a significant contribution to the formation of macrosomia during gestation and the
development of full-term newborns. The revealed features of the content of leptin and visfatin in
mother-child pairs, their relationship with anthropometric parameters substantiate the possibility
of using these hormones as markers in predicting the formation of metabolic disorders in large for
gestational age newborns.

Keywords: newborn, large for gestational age, mothers, leptin, visfatin, blood serum.
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OpurvHanbHble uccneposarva [l

B BBEJAEHUE

Macca tena (MT) npu poxpaeHun — pesynbTaT NepBOro B3BeLVBaHNA
HOBOPOXXAEHHOro pebeHKa, 3aperucTpupoBaHHbIN B TeyeHue MepBo-
ro yaca *u3Hu. B negratpuyeckon n HeoHaTanbHOWN NPaKTUKE TEPMUHOM
«KPYMHOBECHBI HOBOPOXAEHHbIN» (6ONbLUEBECHBIN HOBOPOXAEHHBIN,
MaKpOCOM, KpYMHbI Nnof) 0603HavaloT JeTell, 3HaueHne MacChl TeNla KoTo-
pbix 6onee 90-ro NnepuUeHTWNA AN recTalMoHHoro Bo3pacTa[1, 2]. CornacHo
MexxayHapoaHon knaccudukaumm 6onesHen 10-ro nepecmotpa (MKB-10)
eTn, umeloLLme Maccy Tena npu poxgeHun ot 4500 rpamm v 6onee, cunTa-
I0TCA KPYNMHOBECHbIMW HOBOPOXAEHHbIMY C Ype3BblUaiHO KPYMHOW Maccon
(P08.0 Ype3smepHo KpynHblii pebeHok) [2].

MNokasaTenun poxgaeMocTy KPYMHOBECHbIX K CPOKy rectauum (KCI) Ho-
BOPOXKAEHHbIX CHU3UNMUCb B CoeguHeHHbIx LTaTtax ¢ 1990 no 2008 r. [3], a
3aTeM xapaKTtepusoBanucb poctom [4]. B ctpaHax EBponbl (Lseyunm, AH-
rnun, ABCTpanum) Takxxe 3apermcTpupoBaHo YBeIMYeHne Yncna PoXKaeHNN
KCT [5-7]. Moka3aHo, YTo yBennyeHmne AONN HOBOPOXKAEHHbIX, POXAEHHbIX
KPYNHOBECHbIMK, CBA3AHO C YMEHbLUEHNeM BO3AeNCTBMA NpeHaTanbHOro
KypeHus, yBenmyeHnem maTeprHCKOro Bo3pacTa 1 nperpasngapHom Maccbl
Tena, a TakXe C recTayMoHHbIM ArabeTom [6, 7]. YacToTa poxkaeHusa Kpyn-
HOBECHbIX HOBOPOXAEHHbIX B ropoae MuHcke 3a nepuog 2004-2013 rr. B
cpefnHem coctasuna 10,06% [8].

BaxkHelwwmMKN perynatopamm CKOpocTn pocTa, G13nyeckoro passuTma
y MJOAOB U AeTell ABAAIOTCA FOPMOHbI (TOPMOH POCTa, MHCYNUMHONOA06-
Hble pakTopbl pocTa 1, 2 1 Ap.). B nocnegHee Bpems 605blioe BHUMaHVE
YAenAeTca ropMoHaM >KMPOBOW TKaHW (agunounTokunHam), ybeamTenbHo
[lOKa3aHo, UTo OHV CEKPETUPYIOTCA OpPraHN3MoOM BepeMeHHO »KeHLUHDI,
nnawleHTon 1 nnopom [9].

JlenTviH — rOpMOH XKMPOBOW TKaHM (MPOAYKT 3KCnpeccum reHa ob), pas-
mepom 16 k[la, cogeprkawmin 167 ammHokucnot [10]. JlentuH npogyumpyeT-
CA afMnoLMTamMm XXUPOBOI TKaHM (6enoi n 6yport), MOXeT CUHTe3UPOBaTb-
ca B nnaueHTe [11]. OH cBA3bIBaeTCA CO cneundpryHbIMU LeHTPanbHbIMA 1
nepudepryeckMmn peLenTopamm rmnoTanamyca, >KMpoBOI TKaHW, NeyeHn,
[B-kneTok nomkenynoyHor xenesbl. JlenTH NoaAepXMBaeT oTpuLaTeNb-
HbIi SHepreTUYecKuin 6anaHc 3a CYeT YBENIMYEHUS PAcXofa SHEPTMMN U CHU-
XKeHusA noTpebneHnsa NuKn. STOT aAUNOKUH ABNAETCA BaXKHbIM hakTopom
ana obuwero pa3suTMA Nnoga. JIenTuH yyacTByeT B perynaummn nnaleHTap-
HbIX MepPeHOCYMKOB HYTPUEHTOB, U BO BTOPOM TpumecTpe bepemeHHOCTU
€ro ypoBeHb B KPOBW MaTepy JOCTUraeT MakcMyma, OCTaBasACb Ha niaTo
[0 pogopaspelueHua. Npoaykuna nenTuHa niaueHTon yBennmymBaeTca npu
LeIoM psfe OCNIOXKHEHMI BepeMeHHOCTY (NpPe3KNamncus, recTalMoHHbIN
caxapHblii gnabeT (FCH), peTonnaueHTapHasa HeAOCTaTOYHOCTb).

B nynoBmHHOM KpoBW nenTtuH obHapyxunsaetca ¢ 18- Hepenun Gepe-
MEHHOCTK, [OCTMraA MakcMyma B TpeTbeM TpumecTpe BGepemMeHHOCTU.
YpoBHM NenTrHa Yy HOBOPOXAEHHOIO JOCTOBEPHO KOPPENUPYIOT C XNPO-
BOW Maccow Tena npu poxgeHuu [11, 12]. CornacHo faHHbIM MeTaaHanusa
22 nccnepoBaHWiA NeNTUH NYNOBUHHON KPOBY AOHOLIEHHbIX HOBOPOX-
OEeHHbIX NONOXUTENbHO CBA3aH C Maccol Tena npu poxaeHun (r=0,487;
95% poBepuTenbHbIn MHTepBan (OW) 0,444-0,531), Ho obpaTHO nponop-
LumMoHaneH n3bbITKy maccol Tena go 3 net [13]. ABTopamu npoBefeHHOro
MeTaaHanu3a CAenaHo 3akloyeHre O NMoTeHUManbHOM UCMONb30BaHUM
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aAMMNOLUMTOKMHOB NPU POXAEHMMN B KayecTBe MHCTPYMeHTa cTpatudurka-
LMK pUCKa OXUPEHNA.

Simpson J. u coaBT. (2017) Ha 6onbLoi BbibopKe aeTelt (n=4913) ycTa-
HOBJEHO, YTO MOBBILEHHOE COofepXKaHue NenTrHa U afuUMNoHeKT!Ha B Mny-
MOBVHHOW KPOBU 6bINIO aCCOLMNPOBAHO C YBENNYEHNEM XKNPOBOI Macchl B
Bo3pacTte 9 u 17 net xm3Hu [14].

BuchaTuH cmHTe3MpyeTCca npeumyLiecTBEHHO B BUCLIEPaSIbHON XNpPO-
BOW TKaHW (reH BruchaTMHa IKCNpeccnpyetca B BucLepanbHoM »Kupe). OH
obnafaet VHCYNMUHUMUTUPYIOWUM LOeACTBUEM, CTUMYNMPYSA TpaHCnopT
rNI0KO3bl B Neprdepryeckme TKaHW U TOPMO3A MPOAYKLMIO TIOKO3bI rena-
Touymtamu [15]. Mogo6bHO NMHCYNUHY BUChATVH CBA3bIBAET MHCYIMHOBbBIE pe-
LenTopbl 1 cTUMynunpyeT ayTodochopunmpoBaHme peLentopos 1 pocdo-
punMpoBaHne TMPO3VHOB APYrux 6enKoB, BKoYas 6enku-cybcTpaThbl pe-
LenTopoB MHCYINHA. DTOT aAMNOLMUTOKUH UMEET MUHble MeCTa CBA3bIBaHWA
C peuenTopamm KieToyHo MemOpaHbl, YeM MHCYINH, N HE KOHKYPUPYET C
nocnegHum [15, 16].

BucdatuH ngeHtnounumpyiot ¢ daktopom cospeaHus B-knetok (npe-B-
KneTouHblii pakTop, aHrn. pre-B cell colony enhancing factor (PBEF)), uuto-
KWHOM, YYacTBYIOLUM B CO3peBaHUN NpefLecTBeHHUKOB B-kneTok. benok
PBEF nokanun3oBaH Kak B HOPMasbHbIX, TaK N MHOULMPOBAHHBIX NIOAHBIX
060m04Kax YenioBeKa 1 CyLeCTBEHHO MOBbILIAETCA NPY POJOPa3PELIEHMNN.
B eguHMYHBbIX MccnefoBaHUAX BbIABEHO, UTO BUCHATUH MPUCYTCTBYET B
3HaUUTENIbHbIX KONMYECTBax B MYNOBUHHON KPOBWU, YTO, BO3MOXHO, CBA3aHO
C nnaueHTapHon npoaykuuen [16].

B nocnepgHee BpemA M3yyaeTca CBA3b MexAy LMPKynAuuen maTepuiH-
ckoro BucatrHa 1 poctom roga [17-19]. KCI' u MmanoBecHble HOBOPOX-
[EHHble MEIOT MOBbILLEHHBIV PUCK Pa3BUTUA MeTaboIMUECKOro CMHAPOMa
B CTapluem Bo3pacTe. S. Mazaki-Tovi 1 coaBT. ccnefoBanu CBA3b MeXAy BUC-
daTmHoM, puckom passutua NCA n pasmepom nnopa [17]. Y KpynHoBecHbIX
K CPOKY rectaluy HOBOPOXAEHHbIX rMNepuHcynHeMmns B yTpobe matepmu
npuBoANT K Makpocomuu nnoga. Miccneposatenu yctaHoBunu, BucdatuH
MOXEeT PacCMaTPMBaTbLCA PaHHM MoKa3aTenemM UHCYMHOPE3NCTEHTHOCTU
He3aBMCMMO OT Macchl Tena pebeHka. Mpeanonaraetca, uTo ypoBeHb Bucda-
TUHA B NIa3amMe MaTepu TakxKe NoAAEPKUBAETCA 13-3a PACTAHYTbIX MIOAHBIX
o6onoyek XeHWmH ¢ MaKpoCcoMHbIM nnogom [18]. OfHaKo B OTHOLIEHWK
obyHKUMKM BrcdaTMHa BO BpeMs 6EpeMEHHOCTM eLe MHOFoe NPeacToUT Bbl-
ACHUTb, OCOGEHHO C TOUYKU 3pPeHUs HEGNAronpUATHBIX OCIIOXHEHUN Gepe-
MeHHOoCTK [19].

OueHKa ropmMOHaNibHOro CTaTyca Y HOBOPOXKAEHHbIX AeTell npefcTas-
NAET CNIOXHYIO 3aAauy, Tak Kak YpOBeHb rOPMOHOB NMOJBEPEH CyLLeCTBEH-
HbIM KoNlebaHNAM B 3aBMCMOCTU OT 0CO6EHHOCTel TeueHna bepemMeHHOCTH
n cnocoba popopaspeLleHns MaTepy, recTaMOHHOIO BO3pacTa U Macchl
Tenla pebeHKa NpU poXAeHUN U Lenoro psaa apyrmx ¢pakropos. B HacTos-
Liee Bpems AaHHble 06 aiMNOLMTOKUHOBOM CTaTyCe Y KPYNMHOBECHbIX HOBO-
POXAEHHbIX HEMHOFOUMCIIEHHbI 1 3a4acTylo NpoTnBopeunsbl. OTCyTCTBUE
OIHO3HAYHbIX AAHHbIX O FOPMOHANIbHOW Peakunm B ANafe «MaTb — AUTA» Ha
dOHe cyLecTBEeHHOro yaenbHOro Beca KPynHOBECHbIX K CPOKY rectaLum Ho-
BOPOX/EHHbIX 060CHOBbBIBAIOT HEOOXOAMMOCTb NPOBEAEHNA AaNIbHENLLNX
nccnefoBaHnii MO N3yYeHNo FOPMOHANIbHOIO CTaTyca y 3TOW rpynmbl AeTen.
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OpurvHanbHble uccneposarva [l

B LIEJIb NCCNIEAOBAHNA
MpoaHanM3npoBaTb 0CO6EHHOCTY COfeP)aHNA BUCHaTUHA 1 NeNTUHA Y
KPYMHOBECHDIX K CPOKY recTaLu HOBOPOMXAEHHDIX 11 UX MaTepeil.

B MATEPWAJIbl N METObI

MpoBeneHO MeAMLUHCKOE HabnogeHre u obcneaoBaHye 1 NpoaHanu-
31MpOBaHa MeMLVHCKAA OOKyMeHTauusa 54 HOBOPOXAEHHbIX AeTel, POXK-
OeHHbIx B Y «PecnybnnkaHCKU Hay4yHO-NMpPaKTUYecKnin LeHTp «MaTtb u
anTa» B nepuog ¢ 2020 no 2021 r. Cpegm o6cnefoBaHHbIX — 28/54 (51,9%)
neBouek M 26/54 (48,1%) ManbumkoB. [leTn pasgeneHbl Ha 2 rpynnbi:
rpynna 1 (Mp1) — KpynmHOBECHbIE K CPOKY recTaLym HoOBOpoXaeHHble (n=30),
rpynna 2 (Mp2) — rpynna cpaBHEHWA, [TV C COOTBETCTBYIOLMM CPOKY recTa-
U1 GpusnYecKUm passuTrem (n=24).

Mpun oueHKe aHTPONOMETPMYECKOrO CTaTyca AOMOSHUTENbHO paccyn-
TaH MoKa3saTesib z-score, OTpa)kaloLWmin CTaHJAPTHOE OTK/IOHEHWe nccneay-
€MOro nokasaTensa oT MeAuaHbl 3TafIOHHON MONYNALUN NO OTHOLUEHWIO K
BO3pacTy u nony. Mugekc maccol Tena (MMT) Bbluncnanu no popmyne Ketne
(oTHOLWEHME Macchl TeNa B KOrpamMmax K AjIMHe Tena B MeTpax, BO3BeeH-
HOW B KBagpar). [lna pacueta Nnpon3BOAHbIX aHTPOMOMETPUYECKMX MOKa3za-
Tenel 1 oueHKN GU3MYECKoro pasBUTUA HOBOPOXKAEHHbIX NCMOMb30Banu
nporpammy INTERGROWTH-21st [20].

Mpynnbl 6bIIM CONOCTaBMMbI MO MOAY M CPOKY rectauymu. fectaumoH-
HbI BO3PACT KPYMHOBECHbBIX K CPOKY recTalumn HOBOPOXAEHHbIX U AeTel
rpynnbl CPaBHEHWA He MeN JOCTOBEPHbIX OTNNUMIA 1 Konebancs ot 37,0 o
41,0 Hepgenn. CpegHUn Cpok rectauymnm coctasun 39,44+1,06 Hepgenu. Xapak-
TePUCTNKa HOBOPOXAEHHbIX MccnefyeMblx rpynn npefcraBineHa B Tabn. 1.
B rpynne KpynHoBecHbIX fAeTeil ManbumkoB 6bino 16 (53,3%), geBouek —
14 (46,7%). B COOTBETCTBUU C KPUTEPUAMM BKITIOUYEHNA Y MAKPOCOMOB Obinn
3HaummMo (p<0,001) Bbllwe BCe NPAMble aHTPOMNOMETPUYECKME NoKasaTenu:
Macca W JfivHa Tena, OKPY»KHOCTW ronoBbl 1 rpyau (tabn. 1). Mokasatenn
maccbl Tena (MT) npy poXXaeHMM HOBOPOXKAEHHbBIX OCHOBHOM rpynmnbl npe-
BblWwanu 90 nepueHTUIb N cocTaBuan 97,842,6, Uto GbINIO 3HAUMMO BbiLLe
aHaNorMYyHoOro nokasaTena feTen rpynnbl cpaBHeHusA (64,5+20,3, p<0,001).
Z-score Macchbl Tena K BO3pacTy Makpocomos cocTtasun 2,30+0,60, y HOBO-
POXAeHHbIX rpynnbl cpaBHeHuA — 0,42+0,65 (p<0,001). MpounssoaHbI Nno-
KazaTenb ¢usnyeckoro passutusi UMT Takke Obln CTaTUCTUYECKN 3HAUMMO
BblLLIE Y KPYMHOBECHbIX K CPOKY rectaummn geTein.

[JlaHHble aHamHe3a maTepei, COCTOAHNA 3A0POBbA N pe3ynbTaToB na-
60pPaTOPHO-VHCTPYMEHTANbHOTO 06C/IEA0BaHNA HOBOPOXAEHHBIX AeTen
nosydyeHbl MyTem BbIKOMUPOBKWU pe3ynbTaToB 06CneloBaHUS U3 Meau-
LMHCKOWM AoKymeHTaumm: popma N2 112/y «Mctopua pa3sutna pebeHkar;
dopma N° 096/y «McTopus pogos»; dopma N2 097/y «Uctopua pa3sutus
HoBoOpOXAeHHOro»; dopma N2113/y «<ObmeHHan kapTa», dopma N2 003/y-07
«MeanumMHCKaa KapTa CTauMOHApHOro nauueHTta». Kputepum BKIOYEHWA:
OOHOLIEeHHble HOBOPOXAEHHbIE, POAMBLUMECA U MONyYaBLIMe NleyeHne B
HeoHaTanbHoM nepwuoge B PHIL «MaTb 1 gnta»; oTCYyTCTBME OTKa3a »eH-
WWHbI OT MCMONb30BaHMA JaHHbIX B MccnefoBaHuun. Kputepun nckniove-
HWNA: HOBOPOXKAEHHbIE OT MaTepei C HanuyMem ConyTCTBYIOLEN coOMaTnYe-
CKOW MaTonornm B CTaguy AeKoMreHcauum, oHKonornyeckummn 3abonesa-
HUAMK, ynoTpebneHreM NCUXOAKTUBHBIX BELWECTB; AeTW 13 MHOTOMIOAHON
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Ta6bnuuya 1

XapakTepuncTnka HOBOpOXAEHHbIX AeTel o6cneposanHbIx rpynn, Me [Q,; Q,.]

Tpynnbl HOBOPOXAEHHBIX

CraTucTnyeckas 3Ha-

MokasaTennb .

pynna 1, n=30 lpynna 2, n=24 YMMOCTb pasnanunn
. 39,5 39,5 _ L

[ecTaumoHHbIN BO3pacT, Heaenu [38.5; 40,5] [388; 40,5] U=359,0; p=0,993

Mon, a6bc. u. (%):

— XKEeHCKUI 14 (46,7) 14(58,3) 20 —() 23+ et

— MyKCKOIA 16 (53,3) 10 (41,7) X*=0,33;p=0,563

Macca tena (MT), r 4315,0+247,8 3413,3+299,3 t=12,1; p<0,001

MNepueHTunu MT 97,8+2,6 64,5+20,3 t=8,9; p<0,001

Z-score MT 2,30+0,60 0,42 £0,65 t=11,1; p<0,001
56,0 53,0 _ .

OnviHa Tena (OT), cm (55,0; 57,0] (52,0; 54,0] U=76,5; p<0,001
100,0 99,0 _ .

Nepuentunu AT [99,9; 100,0] (94,6, 99,7] U=88,0; p<0,001
3,55 2,32 -200-

Z-score T [3,05; 3,98] [1.61:2,71] U=89,0; p<0,001

, 13,90 12,40 _ .

UMT, kr/m [13.30; 14,30] [11,55: 12,65] U=45,5; p<0,001
64,2 20,5 _ .

MepueHTnn UMT (48,7: 75,9] 5.9: 26,8] U=45,0; p<0,001
0,36 -0,83 _ .

Z-score UMT [:0,03; 0,70] [-1,58: -0,62] U=44,5; p<0,001
36,0 35,0 _ .

OKpy»HOCTb ronossbl (OF), cm 36,0: 37,0] (34,0: 35,0] U=77,5; p<0,001
36,0 34,0 _ .

OKpY»HOCTb rpyau, Cm (35,0; 36,0] (33,0; 34,0] U=54,5; p<0,001

Table 1

Characteristics of newborns in the study groups, Me [Q25; Q75]

Groups of newborns

Parameter Statistical significance
Group 1, n=30 Group 2, n=24

Gestational age, weeks [339é55- 405] ?392;58' 40.5] U=359.0; p=0.993

Sex, n (%):

—female 14 (46.7) 14 (58.3) oW .

— male 16(53.3) 10 (41.7) X*=0.33;p=0.563

Body weight (BW), g 4315.04247.8 3413.34+299.3 t=12.1; p<0.001

BW percentiles 97.8+2.6 64.5+20.3 1=8.9; p<0.001

BW z-score 2.30+0.60 0.42 +£0.65 t=11.1; p<0.001

Body length (BL), cm [5565‘00, 57.0) [553200_ 540] U=76.5; p<0.001

BL percentiles 35)9090 100.0] 5[999406' 99.7] U=88.0; p<0.001

BL z-score ?35055 3.98] [213621 2.71] U=89.0; p<0.001
BMI, kg/m? (5250 14301 (175512651 U=45.5;p<0.001
BMI percentiles [6:827 75.9] [25095 26.8] U=45.0; p<0.001
BMI z-score ?-'3.?)3; 0.70] a?s; -0.62] U=44.5;p<0.001

Head circumference (HC), cm

36.0 35.0
[36.0; 37.0] [34.0; 35.0]

U=77.5; p<0.001

Chest circumference, cm

36.0 340
[35.0;36.0] [33.0;34.0]

U=54.5; p<0.001
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OpurvHanbHble uccneposarva [l

6epeMeHHOCTW; Hannune BbIABIEHHON XPOMOCOMHOWN NaToONOrnu, reHeTu-
yeckux 3abonesaHunin n 6onesHen obMeHa y HOBOPOXXAeHHoro. Tun uccrne-
IOBaHUSA — «CJlyYyail — KOHTPOJb». Icnonb3oBaHbl KNVHUYECKUE, NHCTPY-
MeHTasIbHble, TabopaTOpPHbIe 1 CTAaTUCTUYECK/E MEeTOAbl MCCNeAOBaHNA.

Mporpamma unccnepoBaHus, KapTa o06C/efoBaHWA HOBOPOXAEHHbIX
netei, opma MHGOPMMPOBAHHOIO COrNacuA AnA BbINOAHEHNUA UCCNeno-
BaHU opobpeHbl 1 yTBEepXKAEHbl Ha 3acefjlaHNy KOMWTETa Mo 3TUKe npu
MY «PecnybnvKaHCKMI HayYHO-MpaKTMUecknin LeHTp «MaTb 1 guta» (npo-
Tokon N2 3 o1 28.05.2020).

3abopbl KpoBY y 06CefoBaHHbIX HOBOPOXAEHHbIX AeTell NpOBOAUIU
13 NYNOBWHbI NPY POXAEHWM, Y KEHLIMH — HakaHyHe poaoB. CoaepikaHune
BucdaTrHa 1 NeNTHa ONpeaenanmn B NynoBMHHON KPOBW AeTel 1 CbiIBOPOT-
Ke KpoBu nx matepei metogom VDA c ncnonboBaHnem Habopos «Phoenix
pharmaceuticals» (CLLA) n «<DRG International Inc» (fepmanun). Uccneposa-
HVe alNOKNHOB BbIMOJIHEHO B TAbOPATOPMU BUOXMMUYECKX METOLOB UC-
cnepgoBaHua HUY YO «benopycckmin rocyaapCTBeHHbIN MeQULMHCKNIA YHN-
BepcuTeT». [locTaHOBKY peakLumin NPOBOAUIN B COOTBETCTBMUN C MHCTPYKLN-
AMUW MO NPYMEHEHMIO.

MonyueHHble pe3ynbTatbl 06paboTaHbl MapameTpuyeckumn ©  He-
napameTpuyeckumn MeToAamy BapUALMOHHOW CTaTUCTMKM C  npuMe-
HeHMeM MakeTa NpuKMagHbix nporpamm Microsoft Excel, Statistica 10
(Ne BXXR207F38350FA-D). Pa3amep Bbli6OpKM NpeaBapuTesiHO He paccunTbl-
Banu. HopmanbHOCTb pacnpefeneHuns KONMYeCcTBEHHbIX NPU3HAKOB OLEHU-
Banacb Tectamu Konmoroposa — CMypHOBa. [infi nepeMeHHbIX C HopMarb-
HbIM pacnpeaeneHmemM oLeHBaNN Takne NapaMeTpbl, Kak CpefHee 3HayeHne
N cpefHee KBagpaTmyeckoe oTkioHeHue (MzSD). ina BenvumH, umeroLmx
pacnpegneneHe, OTIMYHOE OT HOPMAJIbHOTO, PacCcunTbIBaNUCh MegraHa (Me)
N UHTEpPKBapTUbHbIN pa3max [Q25; Q75]. ina onpegeneHuns ctaTMcTUYecKn
3HAUYMMBbIX KOSIMYECTBEHHDBIX Pa3fvymii MeXAy rpyrnnamy UCNonb3oBanu Kpu-
Tepun CTblogeHTa (t) unu MaHHa - YutHun (U) cootBeTcTBEHHO. [1nA onpepene-
HUA CTAaTUCTUYECKM 3HAUYMMbIX Pa3/IMYMIA KaueCTBEHHbIX BENIMUYMH NCMNONb30-
BafCA MeTop Xv-KBagpaTa c nonpaskon Meiitca () nam TouHbIi KpuTepuii
Ouwepa (F). HanpaeneHve 1 TeCHOTY KOPPENALMOHHON CBA3W MeXay ABYMsA
KOMMYeCTBEHHbIMY NMOKa3aTeNsiMy OLEeHVBanu € NnomoLblo KoadduumeHTa
paHrosou koppenauun Cnupmena (r). Paznnumna B rpynnax cuntanmcb 3Haum-
MbIMW NPV BEPOATHOCTY 6e30WmnboYHoro nporHosa 95,5% (p<0,05).

B PE3YJIbTATbl M OBCYXAEHUE

OcobeHHOCT aHamHe3a MaTepeil HOBOPOXAEHHBIX UCCeAYEMbIX
rpynn npeactaBneHbl B Tabn. 2. MperpasmpaapHbii IMT B p1 6bin paBeH
23,8 [21,2; 30,8] kr/m?, B [p2 — 22,8 [19,2; 26,3] Kr/m?, p=0,104. OueHKa uc-
XofHoro nperpasugapHoro VIMT maTtepern npoBogunack Ha OCHOBaHUW pe-
kKomeHgaunin BO3: HopmanbHbin UMT — 18,5-24,99 Kr/m?, n3bbiTouHas mac-
ca Tena npu VIMT, paBHom 25-29,99 Kr/m?, oxupeHune — 30 Kr/m? n 6ornee.
YacToTa perncrpaumm nperpaBraapHbIX U3ObITOUHON MacChl Tena U OXu-
peHuna okasanacb conoctaBumon (p=0,588). MeHWnH C nperpaBuaapHbIM
nepuuntom MT He 6bino. CBogHasA MHPOPMaLNA O MaTEPUHCKMX PpaKTopax
OCJIO’KHEHHOrO TeyeHnsa 6epemMeHHOCTU U, COOTBETCTBEHHO, Pa3BUTUA Na-
TONOrMM Y NI0Aa N HOBOPOXAEHHOIO CBMAETENbCTBYET 06 OTCYTCTBUU 3Ha-
YMMbIX Pa3NNYMIA, YTO BO MHOFOM OMNpefenseTca pa3mMepom BbIGOPKM.
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HA NEPBYIO

OcobeHHOCTY copepkaHua BUCcaTUHa U NeNTUHA Y KPYNHOBECHBIX

K CPOKY rectayim HOBOPOXAEHHbIX N X maTepen

Ta6bnuua 2

AHamHecTuYecKue faHHble MaTepen 06cnefoBaHHbIX HOBOpoXAeHHbIX, Me [Q25; Q75]

MokasaTennb

Matepun HOBOPOXAEHHbIX AeTei

lpynna 1, n=30

lpynna 2, n=24

CraTucTnyeckas sHa-
YMMOCTb pa3l‘ll/l“llllil

Bospacr, net

31,0[29,0; 33,0]

32,0[27,0; 35,01

U=358,0; p=0,979

BepemeHHOCTb Mo cyeTy 2,5[2,0;4,0] 2,0[1,5; 3,0] U=396,5; p=0,373
Pogpl no cuety 2,0[1,0;3,0] 2,0[1,0;2,0] U=315,0; p=0,439
Cnoco6 pofopaspelueHms:

- . : o i

 Recapes couettnesabc. %) 17567 sy | X"=001p=0924
MHorosogawe, abc¢. (%) 3(10,0) 1(4,2) F=0,01; p=0,620
Mpesknamncus, oTekn 6epemeHHbIx, abc. (%) | 6 (20,0) 1(4,2) F=0,05; p=0,117
lecTalMOHHbIN caxapHbIii Araber, abe. (%) 4(13,3) 1(4,2) F=0,02; p=0,367

MperpasugapHbiii UMT, kr/m?

23,8[21,2;30,8]

22,8[19,2;26,3]

U=266,0; p=0,104

MperpaBraapHble N36bITOYHan Mmacca Tena /
oXupeHme, abe. (%)

12 (40,0)

7(29,2)

x2"=0,29; p=0,588

Mpr6aBKa macchbl Tena 3a 6epemMeHHOCTb, KI

13,0[10,0; 15,0]

13,6 [11,0; 15,0]

U=355,5; p=0,944

Poct,m

U=343,0; p=0,774

MNperpaBraapHas macca Tena, Kr

67,0 [60,0; 86,0]

64,5 [54,5;71,0]

U=273,0; p=0,132

Macca tena HaKaHyHe poaoB, Kr

[

1,67 [1,64;1,70]
[
[

79,0 [74,0; 95,0]

[

1,68 [1,65;1,71]
[
[

75,5 [67,5; 86,0]

U=251,0; p=0,059

Table 2

Anamnestic data of mothers of examined newborns, Me [Q25; Q75]

Mothers of newborns
Parameter Statistical significance
Group 1,n=30 Group 2, n=24
Age, years 31.0[29.0; 33.0] 32.0[27.0; 35.0] U=358.0; p=0.979
Current number of pregnancy 2.5[2.0;4.0] 2.0[1.5;3.0] U=396.5; p=0.373
Current number of childbirth 2.0[1.0;3.0] 2.0[1.0;2.0] U=315.0; p=0.439
Childbirth methods: .
Eetarean secton, be. o) 17567 13 542 X"-001; p-0924
Polyhydramnios, abs. (%) 3(10.0) 1(4.2) F=0.01; p=0.620
Preeclampsia, edema of pregnant women, abs. (%) 6(20.0) 1(4.2) F=0.05; p=0.117
Gestational diabetes mellitus, abs. (%) 4(13.3) 1(4.2) F=0.02; p=0.367
Pre-pregnancy BMI, kg/m? 23.8[21.2;30.8] 22.8[19.2;26.3] U=266.0; p=0.104
Pregravid overweight / obesity, abs. (%) 12 (40.0) 7(29.2) X" =0.29; p=0.588
Gestation weight gain, kg 13.0[10.0; 15.0] 13.6[11.0; 15.0] U=355.5; p=0.944
Height, m 1.67[1.64;1.70] 1.68[1.65;1.71] U=343.0; p=0.774
Pre-pregnancy body weight, kg 67.0 [60.0; 86.0] 64.5 [54.5;71.0] U=273.0; p=0.132
Body weight just before childbirth, kg 79.0 [74.0;95.0] 75.5[67.5; 86.0] U=251.0; p=0.059

Pe3ynbtaThl aHanm3a nokasartenen agUNoOKMHOBOrO CTaTyca HOBOPOX-
JEHHBIX U NX MaTepel NpeacTasneHbl B Tabn. 3 n 4. CogepxaHue nenTrHa
NYNOBMHHON KPOBW KPYMHOBECHbIX HOBOPOXIEHHbIX 3HAYMMO MpPeBbI-
WaNo aHanornyHbln nokasatenb AeTeil rpynnbl CPaBHEHUA W COCTaBUO
13,10 [6,40; 28,84] Hr/mn B p1 1 5,04 [3,80; 10,00] Hr/mn B P2, p=0,006, utO
cornacyeTtca C pesynbTaTamy uccnefoBaHua apyrux astopos [12, 13]. Co-
JepkaHue BUCPaTUHA MYNMOBUHHOWM KPOBW HE MMENO 3HAaUMMBbIX Pasnnynii
n coctasuno 10,25 [9,20; 14,00] Hr/mn y mnageHues p1 npotus 9,10 [8,00;
14,00] Hr/mn y HOBOpPOXKAEHHbIX P2, p=0,257.

CopepxaHuve BuchaTMHA CbIBOPOTKM KPOBU MaTepein KpyrnHOBECHbIX
HOBOPOXAEHHbIX ObIIO CTAaTUCTUUECKN 3HAUMMO HIXKE MoKa3aTesia MaTepei
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OpurvHanbHble uccneposarva [l

Ta6bnuua 3
CopeprKaHue ropMOHOB B NYNOBUHHOW KPOBM Y HOBOPOXXAEHHbIX AeTell 06c/iefo0BaHHbIX rpynn,
Me [25%; 75%]
n Tpynnbl HOBOPOXAEHHBIX CraTncTnyeckas 3 Ha4YMMocCTb
okasaTenb &
Ipynna 1 lpynna 2 pasnnumn
n=30 n=24 _ . h—
Bucaryn, Hr/mn 10,25 [9,20; 14,00] 9,10 [8,00; 14,00] U=294,5;p=0,257
n=24 n=19 _ o
Jlenuk, Hr/mn 13,10 [6,40; 28,84] 5,04 [3,80; 10,00] U=116,0; p=0,006

Table 3
The content of hormones in the umbilical cord blood in newborns of the examined groups, Me [25%; 75%]

Groups of newborns

Parameter Statistical significance
Group 1 Group 2
P n=30 n=24 — A
Visfatin, ng/ml 1025 [9.20; 14.00] 910 [8.00; 14.00] U=294.5;p=0.257
" n=24 n=19 — =
Leptin, ng/ml 13.10 [6.40; 28.84] 5.04 [3.80; 10.00] U=116.0; p=0.006

HOBOPOXKAEHHbIX rpynnbl cpaBHeHuA (8,80 [7,80; 10,501 Hr/mn npoTus
11,75 [9,20; 21,50] Hr/mn, p=0,005). Bo3MOXHO, 3TO 06ycnoBneHO 0CcObeH-
HOCTAMY TeueHnss 6epeMeHHOCTU 1 pofiopa3speLleHms Y AaHHON KaTeropum
MKEeHLLMH. YPOBHM CbIBOPOTOUYHOrO NIeNT1HA UX MaTepein coctasunm 18,00
[11,60; 26,03] n 14,20 [9,80; 21,00] Hr/mn cooTBeTCTBEHHO, P=0,258.

BbinonHeH KoOppenALMOHHbIA aHaNM3 CBA3M rOPMOHANIbHOW aganTaumu
KPYMHOBECHbIX HOBOPOXKAEHHBIX M aHTPOMOMETPUYECKUX MoKasaTenen
npy poXxaeHun, pesynbTaTbl NpefAcTaBieHbl B Tabn. 5. MNpu npoBefeHun
KOPPEeNALMOHHOIO aHa/iM3a B3auMOCBA3M FOPMOHaNIbHON ajantauuv u
AHTPOMOMETPUYECKMX MOKa3aTenel Obina BblABNEHA CTaTUCTUYECKN 3Ha-
yrMas CBA3b NenTUHA NYMNOBMHHON KPOBY U BONbLIMHCTBA NPAMbIX 1 NPO-
N3BOAHbBIX NOKa3aTenein KpyrnHOBECHbIX HOBOPOXAeHHbIX. CBA3b BUchaTu-
Ha NMYMOBUHHOM KPOBW 1N aHTPOMOMETPUYECKMX NapamMeTpoB He AOCTUMA
YPOBHeW CTaTUCTUYECKON 3HAUNMOCTH.

Ta6bnuua 4
CopepxaHne ropMOHOB CbIBOPOTKI KPOBU MaTepeil HOBOPOXAEHHbIX NCCeayeMbIX rpynn,
Me [Q25; Q75]
Matepu HOBOpPOXAEHHbIX AeTell CTaTucTUYecKas 3Haum-
MokasaTennb .
lpynna 1 lpynna 2 MOCTb pasnuunn
n=30 n=24 _ L
Bucgatun, Hr/mn 8,80 [7,80; 10,50] 11,75 [9,20; 21,50] U=202,5;p=0,005
n=29 n=19 _ . e
Jenuak, Hr/mn 18,00 [11,60; 26,03] 14,20 [9,80; 21,00] U=221,0;p=0,258

Table 4
The content of hormones in the blood serum of mothers of newborns in the analyzed groups, Me [Q25; Q75]

Mothers of newborns

Parameter Statistical significance
Group 1 Group 2
- n=30 n=24 _ . =
Visfatin, ng/ml 8.80 [7.80; 10.50] 11.75 [9.20; 21.50] U=202.5;p=0.005
N n=29 n=19 — - =
Leptin, ng/ml 18.00 [11.60; 26.03] 14.20 [9.80; 21.00] U=221.0;p=0258
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OcobeHHOCTY copepkaHua BUCcaTUHa U NeNTUHA Y KPYNHOBECHBIX
K CPOKY rectaLjin HOBOPOXAEHHbIX 1 NX MaTepet

Ta6bnuua 5
Koppenaunn KOHLeHTpaLuy ropMoHOB NYNOBNHHON KPOBU M aHTPONOMETPUYECKUX NoKa3aTenein y
KPYNHOBECHDIX K CPOKY recTaLuii HOBOPOXKAEHHbIX AeTei

Fopmon AHTpOnomMeTpmnyeckmne noKkasatenn HOBOPOXKAEHHbIX

MT, r Z-score MT | AT, cm Z-score AT UMT, kr/m*> | Z-score UMT | OT, cm
BucdatuH, Hr/mn | 0,039 0,144 -0,095 0,145 -0,071 -0,100 -0,299
JlenTuH, Hr/mn 0,545* |0,531* 0,124 0,444* 0,417* 0,456* 0,151

MNpuymeyaHue: * cBA3b NOKasaTeneln CTaTMCTUYeCcKn 3Haumnma (p<0,05).

Table 5
Correlations of concentration of umbilical cord blood hormones and anthrop ricp s in large for gestational age newborns
Anthropometric parameters of newborns
Hormone
BW,g BW z-score BL, cm Z-score BL BMI, kg/m? Z-score BMI HC, cm
Visfatin, ng/ml 0.039 0.144 -0.095 0.145 -0.071 -0.100 -0.299
Leptin, ng/ml 0.545* 0.531* 0.124 0.444* 0.417* 0.456* 0.151

Note: * the relationship between indicators is statistically significant (p<0.05).

B lp1 ycTaHOBneHbl NpAMble KOPPenAUMOHHbIE CBA3WM MeXAy COaep-
»aHueMm nenTrHa CbIBOPOTKM Yy MaTepu U ypOBHEM NieNTUHA B NYNMOBUHHOMN
Kposwu (r=0,477, p<0,05). B rpynne cpaBHeHnsa ypoBeHb BucdaTnHa MaTepu
accounmnpoBaH ¢ BuchaTMHOM NynoBrHHON KpoBu (r=0,406, p<0,05).

KpyrnHoBecHble K CPOKY recTaLym HOBOPOXKAEHHbIE Obiny pa3feneHbl Ha
2 nogrpynnbl: [p1a (n=18/30, 60,0%) — OT MaTepen C HOPMasbHbIM Nperpa-
BugapHbim UMT, Tp16 (n=12/30, 40,0%) — OoT MaTepeli C NperpaBraapHbIMU
OXMpeHVeM 1nn n3bbITKoM Macchl Tena. Mpu BHYTPUrpyrnnoBom aHanmse fno-
KasaTenen suchatuHa B Arage «MaTb — JUTA» HAMU He BbIABIEHO CTaTUCTHYe-
CKM 3HauMMBbIX pasnuunin (p=0,512 n p=0,539 cooTBeTcTBEHHO). OTCyTCTBUE
BIMAHVA NPErpaBUgapHOro HapyLlweHUA XMPOBOro o6MeHa y MeHLMH Ha
rOPMOHAJIbHYI0 PEAKLUI0, BEPOATHO, CBS3aHO C MaslbiM Pa3mMmepoM BbI6OpKU
1 TpebyeT ganbHenwWwero nsyyeHus. YpoBHW NENTUHA CbIBOPOTKM KPOBU Ma-
Tepeli Mp1a GbLIM 3HAUMMO HUXKE aHANOMMUYHOro nokasaTtens matepein Mp16
(12,70[7,00; 19,00] Hr/mn npoTrB 25,00 [18,00; 33,50] Hr/mn, U=42,0, p=0,011),
YTO COOTBETCTBYET pe3ynbTaTam ApYyrux nccneposatenein [14]. YposeHb nen-
THa NYNOBUHHOW KPOBW HOBOPOXKAeHHbIX Mp1a coctasun 10,15 [4,60; 15,60]
MMOJIb/N, YTO CTAaTUCTUYECKN 3HAUMMO OTAINYANIOCh OT aHaNOMMYHOrO MoKa-
3atens geten [p16 (20,28 [12,40; 30,00] mmonb/n, U=43,5, p=0,047).

MNpoBeaeH aHann3 KoppenAuMOHHbIX CBA3EN MeXAy aHTpornomeTpuye-
CKUMW XapaKTepuCTUKaMn KPYMHOBECHbBIX HOBOPOXAEHHbIX 1 aHanu3npye-
MbIMW MapKepammn aavMnoKMHOBOIO CTaTyca C y4eTOM BeNMYMHbI Mperpasu-
fAapHoro VIMT xeHwwuHbl. B noarpynne lpla yctaHoBfeHa KOppenAaLMoHHan
CBA3b MeXAy YPOBHAMU NENTUHA NMYNOBUHHOW KPOBM HOBOPOXKAEHHbIX U
z-score gnuHbl Tena (r=0,579, p<0,05) n nepueHTUNAMK SAUHBI Tena NPU POXK-
aeHun (r=0,575, p<0,05), Mexay KoHLUeHTpauuen BuchaTiHa B NynoBUHHOM
KPOBW 1 OKPYHOCTbIO FPyAHON KNETKN HOBOPOXKAEHHbIX (r=-0,512, p<0,05).
B nogrpynne maTtepei ¢ nperpasBnaapHOi U3BbITOYHON Maccoi Tena unu
OXMPEHMEM NPOC/EXEeHbl accouMaummn Mexay rectalyioHHON npubaskoi
Macchbl Tenla 1 ypoBHsaMK BrucdaTrHa (r=-0,680, p<0,05), nentuHa (r=0,659,
p<0,05) nx cbIBOPOTKMN KpoBu. B nogrpynne P16 BbiABNEHbI CTaTUCTUYECKN
3HauMMble B3aVIMOCBA3M MEXAY YPOBHAMM fIeNTNHA NYNOBUHHOW KPOBM HO-
BOpoOXKAeHHbIX U MT (r=0,671, p<0,05), UMT (r=0,866, p<0,05), nepueHTUIA-
Mu UMT (r=0,857, p<0,05) n z-score UMT npwn poxaeHum (r=0,858, p<0,05).
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B paHHOI nogrpynne ycTaHOB/IEHa TakxKe OTpuLaTeNibHasA KoppenaunoHHas
CBA3b MexAay BUCPaTUHOM CbIBOPOTKMN KPOBU »KeHLMHBbI U MT HOBOpOXAeH-
HbIX (r=-0,434, p<0,05), nepueHTunamu MT (r=-0,688, p<0,05), z-score MT
npu poxaeHnu (r=-0,687, p<0,05). Hawwn gaHHble cornacyloTca C AaHHbIMN
NpoBeAeHHbIX paHee NCCNefoBaHWI, CBUAETENbCTBYIOWMX, YTO Y »KEHLUMH
¢ nosblweHHbIM IMT go 6epemeHHOCTV YPOBHM BUCdaTMHA OTpULATENbHO
KoppenunpoBanu ¢ poctom nnoaa [21]. Takum 06pa3om, 0Co6eHHOCTY BHYTPU-
YTPOGHO cpeabl, 06YC/IOBNIEHHbIE MAaTEPUHCKMMU N3MEHEHUAMM BO BPeEMSA
6epemMeHHOCTM, MOTYT OKa3blBaTb BIUAHME Ha METaboNM3M agunoOLUTOKM-
HOB Y KPYMHOBECHbBIX HOBOPOXAEHHbIX, YTO MOXET 06 ACHUTb VX Pa3nMuuns B
rOPMOHaJIbHOM CTaTyce 1 aHTPOMOMETPUM NPY POXKAEHUN.

B BbIBOJbl

1. Y KpynHoBeCHbIX HOBOPOXAEHHbIX BbIABEHbI 3HAUMMO Gonee BbICOKMe
YPOBHM NENTUHA NYNOBUHHOW KPOBW MO CPaBHEHMIO C AETbMU, UMEBLLV-
MU GU3NYECKOE Pa3BUTME, COOTBETCTBYIOLLEE reCTalOHHOMY BO3PacTy.
YpoBeHb BucdaTrHa CbIBOPOTKN MaTepel KPYMHOBECHbIX K CPOKY recTa-
Lym 6b1 3HAUMMO HUXKe MoKa3aTens rpynnbl cpaBHeHKA (p=0,005). Mony-
YeHHble pe3ynbTaTbl NOATBEPXKAAIOT MONOXKEHWE, UTO NNENTUH 1 BUChATUH
MOFYT VMETb CYLeCTBEHHbIV BKNag B GOPMUPOBAHNM MaKpPOCOMUM MPU
rectayum v pa3BUTAM JOHOLLEHHbBIX HOBOPOXKAEHHbIX.

2. YCTaHOBNEHO Hanuuyre 3HAYMMbIX MONIOKUTESNIbHBIX KOPPENALMOHHbIX
B3aMMOCBA3eN KOHLEeHTpauumM NlenTUHa MynoBMHHOWM KPOBWU feTen U
NPAMbIX U NPON3BOAHBIX AHTPOMNOMETPUYECKUX NapaMeTPOB MPU POX-
neHun (r ot +0,417 po +0,545).

3. B rpynne KpynHOBeCHbIX HOBOPOXKAEHHbIX BblAABMIEHbI MONOXUTENbHbIE
KOPPEeNnALMOHHbIE CBA3N MEXAY COAEPKaHMEM JIeNTUHA CbIBOPOTKM Y
MaTepu 1 ypoBHEM NenTUHa B NynoBUHHOM Kposu (r=0,477, p<0,05). B
rpynne cpaBHeHWA YpoBeHb BuchaTUHA CbIBOPOTKM MaTepy accoumu-
poBaH ¢ BUchaTMHOM NynoBnHHOW Kposu (r=0,406, p<0,05).

4. Tlpw BHYTPUrpynnoBOM aHanu3e B gnaje «MaTb — UTA» C YUETOM Be-
NIMYMHBI NperpasmaapHoro MMT KeHLWMH He BbIABNEHO CTaTUCTMYECKN
3HaUMMbIX pasMunii cogepxaHua sucdatnHa. YpoBeHb fenTuHa ny-
MOBVHHOW KPOBW KPYMHOBECHbIX HOBOPOXAEHHbIX OT MaTepel ¢ npe-
rpaBmaapHbIM OXUpeHnem 6bln 4OCTOBEPHO Bbille NoKasaTens feTei
MKEHLUNH C HopMasibHOW Maccol Tena (p=0,047), uto 6blfIo XapakTepHO
W ANA KOHLUEHTpaLMiA NenTrHa CbIBOPOTKM KpoBY maTepel (p=0,011).

5. Tpwu BHYTPMrpynnoBOM aHanu3e y HOBOPOXAEHHbIX C MaKpocomuen
BbIAIB/IEH PAL CTaTUCTUYECKM 3HAUYUMbIX KOPPENALMNOHHbIX B3aMMOCBA-
3eil MeXay W3YYeHHbIMU MoKasaTenAMy agunoLUTOKMHOB MaTepei ¢
nperpasugapHbimM nosbiweHvem UMT 6onee 25,0 Kr/mM? 1 aHTpornome-
TPUYeCKMMM napameTpamm nx geteit. [ectaymoHHasa npubaBka macchbl
TeNla accouMmpoBaHa C YpOBHAMMK BUCHATUHA W NENTUHA CbIBOPOTKM
KPOBW 3TOW KaTeropuu matepei.

6. BblABNEHHble CTaTUCTMYECKM 3HAUYMMblE PA3NuMA KOHLEHTpaLUA nen-
THa 1 BUCchaTUHA B Mapax «MaTb — AWUTA», UX B3aUMOCBA3M C KIIMHUKO-
aHTPOMOMETPUUECKMMUN MapamMeTpamy OOOCHOBbLIBAOT BO3MOMHOCTb
NpYMeHeHUsA AaHHbIX FOPMOHOB B KaueCTBe MapKepoB Npu NPOrHo31po-
BaHNM GOPMUPOBAHUA HapyLLEHWI OOMEHHbIX NPOLECCOB 1 NULLEBOTO
noBefeHNA y KPYNHOBECHbBIX K CPOKY recTaLMmn HOBOPOXAEHHbIX AeTel.
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[leprHaTanbHble paKTOPbl pUCKa Pa3BUTUA
PAaCCTPOWCTB ayTUCTUYECKOro CNeKTpa y AeTen
N NX B3aMMOCBA3b C I'IOJ'II/IMOp(I)VI3MOM reHoB
donaTHoro ymkna

Perinatal Risk Factors for Autism Spectrum Disorders in Children
and Their Relationship with Folate Cycle Gene Polymorphism

Peslome

Lienb. /13yunTb BNnAHME NepriHaTanbHbiX $pakTOPOB HAa PUCK Pa3BUTUA PaCCTPONCTB ayTUCTHYe-
ckoro cnekTpa (PAC) y netein u ux B3aMMOCBS3b C NOANMMOPPN3MOM reHOB $HONaTHOTO LMKNa.
Marepuanbl n metoapl. [lpoBefeH aHanu3 nepuHaTanbHbIXx GpakTOpoB pucka passutua PAC y
102 pgeten c ayTmamMom U1 y 85 NcMxmyeckn 340poBbIX AeTel B Bo3pacTe oT 2 Ao 10 neT 3a nepuog
C ceHTAGPA 2017 1. no mioHb 2020 r. M3yyeHa B3aMMoOCBA3b NepuHaTaNibHbiX $akTOPOB prcKa pas-
BuTnA PAC c nonumopédusmom reHos ponatHoro umkna y geteit ¢ PAC. B nccnegoBaHum ncnonb-
30BaNIMCb METOAbI ONUCATENbHON CTaTUCTUKW. [NA cpaBHEHWA ABYX HE3aBUCUMbIX FPYyMn B Cyiyya-
AX OTCYTCTBUA NPU3HAKOB HOPMAanbHOrO pacnpepeneHna AaHHbIX ncnonb3osanca U-kputepui
MaHHa — YutHu. CpaBHeHVie HOMUHASIbHbBIX JaHHbIX MPOBOAUIOCH NPU MOMOLM KpuTepusa X Minp-
COHa 1 TabnunL, CONpPAXKEHHOCTU.

Pesynbratbl. B pe3ynbrate nccnefoBaHnA BbIABAEH BbICOKWIM NPOLEHT Cly4vaeB nepuHaTtaibHO-
ro pucka y fieTeid C pacCTPOMNCTBaMM ayTUCTUUYECKOrO CMEKTPa, rae Hanborbliee 3HaYeHVe MMeeT
OCTpan 1 XpoHnyeckasa runokcma nnoga. OTMeyeHbl CTaTUCTUYECKN 3HAUUMBble pacnpefeneHnsa my-
TaHTHbIX FOMO3UrOTHbIX BapnaHToB reHoB MTHFR C677T n MTRR A66G y petein ¢ PAC.
3aknioueHume. [lonyyeHHble pe3ynbTaTbl AEMOHCTPUPYIOT BAMSHUE NepuHaTaibHbiX $akTopoB Ha
puck passutua PAC, KoTopble B KOMOUHALMN C reHeTUYeCKUMU 1 Broxnmmyeckummn dbaktopamu
YA3BUMOCTU MOTYT CTaTb TPUITEPOM B BO3HUKHOBEHUUN NCUXMYECKNX PAaCCTPONCTB, B TOM Yncne n
PacCcTPONCTB ayTUCTMYECKOro CneKTpa.

KnioueBble cNloBa: nepuHaTasnbHble pakTopbl, 6epeMEHHOCTb, POfibl, FeHbI, ayTU3M.

Abstract

Purpose. To study the influence of perinatal factors on the risk of development of autism spectrum
disorders (ASD) in children and their relationship with the polymorphism of folate cycle genes.

Materials and methods. There was conducted the analysis of perinatal risk factors of the
development of ASD in 102 children with autism and 85 mentally healthy children aged from 2
to 10 years for the period from September 2017 to June 2020. The relationship between perinatal
risk factors of development of ASD and folate cycle gene polymorphism in children with ASD was
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MepuHaTanbHble GpakTOPbl PrICKa Pa3BUTUA PaCCTPONCTB ay TUCTUYECKOTO CreKTpa y AeTel
1 UX B3aUMOCBA3b C NOIMMOP$13MOM reHoB GponaTHOro Lmkna

studied. The descriptive statistics methods were used in the study. The Mann — Whitney U-test was
used to compare two independent groups in cases where there were no signs of the normal data
distribution. The nominal data were compared using Pearson’s x? criterion and conjugacy tables.
Results. The study revealed the high percentage of cases of perinatal risk in children with autism
spectrum disorders, where acute hypoxia and chronic fetal one are the most important. Statistically
significant distributions of mutant homozygous variants of the MTHFR C677T and MTRR A66G
genes were observed in children with ASD.

Conclusion. The results demonstrate the influence of perinatal factors on the risk of development
of ASD, which, in combination with genetic and biochemical vulnerability factors, can become a
trigger in the occurrence of mental disorders, including autism spectrum disorders.

Keywords: perinatal factors, pregnancy, childbirth, genes, autism.

W BBEJEHWE

AKTYyanbHOCTb NPo6neMbl PacCTPOWCTB ayTucTuyeckoro cnektpa (PAC)
06yC/ioBNEHa He TONMbKO POCTOM ayTUCTMYECKMX PACCTPOMCTB BO BCEM
MUPE, HO M OTCYTCTBUEM efMHOW Teopun KX natoreHesa. [eHeTuueckue
MeXaHWM3Mbl Pa3BUTWA PACCTPOWNCTB ayTUCTUYECKOrO CMeKTpa U3yyatoTca
MHOTVMMW MCCneaoBaTeNAMMW. YCTaHOBNEHO, UTO MyTaLmMy FeHOB MOFYT Kak
MMeTb HaCNeCTBEHHYIO NPUPOAY, Tak U BO3HMKaTb CNOHTaHHO [1]. B cBoto
oyepefb, MO MHEHMIO YYeHbIX, HaIMuYMe MyTauui TeX UK UHbIX FEHOB He
ABNSIOTCA HernocpeacTBeHHbIM ¢pakTopom pucka passutusi PAC. BakHbiM
$aKTOpOM puCKa, Kak MonaraiT UccnenoBatenu, ABRsSeTca cuna apdekra
umetoLMxca MyTaumi [2]. Kak 06 bACHAIOT yueHble, MyTaL i MOXeT ObiTb He-
CKONbKO, OIHAKO OHW He 06MlafaloT JOCTaTOYHONM cuiol 3¢ deKTa, HO cro-
COOHbI HaKaNINMBaTbCA B KNETOYHbIX CTPYKTYpaXx, NepefaBasch Mo Hacnen-
CTBY, BNOCNEACTBUN NPUBOANTb K pa3BuTuio PAC [2]. Tem He MmeHee, MyTaLum
He BO3HMKAIOT M30JIMPOBAHHO, a ABAAIOTCA pe3yibTaTOM OTBETHOW peakuum
opraHv3ma Ha Bo3aeincTeune GakTopoB BHELLHEN cpefbl.

HakonneHHble HayuHble AaHHble He NO3BONANT BblAENUTb KaKoOW-TO
OTAEeNbHbIA BHEWHWN GpaKTop, NoA BAUSHUEM KOTOPOrO HEM30eXHO Mpo-
n3onget passutne PAC. 3HaunmocTb BANAHUA 3TUX GaKTOpPOB onpeaenseT-
CA NpeXae BCero Tem, B Kakoh MOMEHT OH 6yaeT BO34eNCTBOBATb 1 KaKM
addekTom 6yneT obnagato [3, 4]. CambiM 3HaUMMbIM GaKTOPOM prcKa pas-
BuTMA PAC, NO MHEHWIO yUYeHbIX, CYMTAETCA BO3PACT poanTenei Ha MOMeHT
3auaTma Oyaywero pebeHka [4], KOTOPbIN MOXeT CNocobCTBOBaTL 3amyCcKy
FEHHbIX U FEHOMHbIX MyTaLWiA, BKOYAOLWMXCA B Npouecc MaHmbecTaumm
PAC. Btropbim no 3HauMmmocTu cpeamn $pakTopoB puUcCKa MO pa3BUTUIO pac-
CTPONCTB ayTUCTUYECKOTO CMEKTPa YUYeHbIMU MPU3HaHbI NepuHaTanbHble
¢dakTopbl pucKa. BnusHme Takmx ¢$aKTOpPOB, KaK OC/IOXKHEHUA GepemeH-
HOCTW (BbIpaKeHHbI TOKCMKO3, KPOBOTEUYEHKe, MHOTOBOAME, MaioBoaue,
nepeHoLIeHHan 6epeMeHHOCTb, 06BUTVE MYMOBMHON, ANUTENbHbIN 6e3BO-
JHbI Nepurog); cnocob poaopaspeLLeHUns U OCSIOKHEHNA BO BPEMSA POLOB;
3KCTpareHuTanbHble 3a60neBaHnA y MaTepy (CepaeUYHO-COCYANCTbIe naTo-
noruu, 3a60neBaHUsA NOYEK, SHOAOKPUHOMATAY, aHEMIA, OCTPbIE 1 XPOHUYe-
CKre MHPeKLMM Npy 6epeMeHHOCTN), Ha aHTEHATaNIbHbIN, MHTPaHaTabHbIN
W paHHMWI HeoHaTanbHbI Nepuoabl Pa3BUTUA NnoJda CO3haeT YCoBMA And
dbopMUMpoBaHMA MATOreHETMYECKUX MeXaHU3MOB Pa3BUTUA PACCTPONCTB
ayTUCTUYECKOro crekTpa y pebeHka [5-7].
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B pamkax MMMyHHbIX TEOPUIA Pa3BUTUA PACcCTPONCTB ayTUCTUUYECKOrO
CMEeKTPa MHOTVE yUYeHble YyTBEPXaloT, UTo 60MbLIOE BANAHME Ha PUCK pa3-
BUTUS PaCCTPOCTB ayTUCTUYECKOTO CMEKTPa OKa3biBAOT BUPYCHblE MHdEK-
Lun, Takmne Kak: BUpYC KpacHyxu, umtomeranosmpyca (LIMB), Bupyc npocto-
ro repneca (BNl 1-ro n 2-ro TMNoB, NepeHeceHHble KEHLNHON BO BpeMs
6epemeHHOCTW. B oTBeT Ha MHOULMPOBaHME BUPYCHBIM areHTOM MMMYHHas
peakuma opraH1M3ma maTepy MOXeT NPUBOAUTbL HE TOMbKO K Pa3BUTUIO BOC-
naneHua B NiaLeHTe, HO 1 K aHOManbHOM akTueauun T- n B-numbouuntos n
COMpPOBOXAATbCA N3GLITOYHON NPOAYKLMEN IUTOKUHOB 1 aHTUTEN, CNOCO6-
HbIX HapyLUaTb pa3BUTUE rOSIOBHOIO MO3ra Yy MJoAa, a UMeHHO Tex obnacTen
rONOBHOrO MO3ra, KOTOpble OTBETCTBEHHbI 3@ COLManbHO-KOMMYHMKATHB-
Hyto dyHKLmio [8-12].

Mo MHeHWIO aBTOPOB, U3yyaloLWUX SHAOKPUHHbIE HapyLleHusa y bepe-
MEHHOW »KEHLLUMHbI, TAaTONOMMW WNTOBUAHOM M NOAXKENYAOYHO »Kenes npu-
BOAAT K 3HAUMMbIM METAbONNYECKUM N3MEHEHWUSIM B CUCTEME «MaTb — NIOA»
N POXAEHMIO pebeHKa C PasINUYHBIMU NCUXNYECKMM 1 NOBEAEHUYECKUMN
pacctponctBamu [13-15]. Pe3ynbTaThl HayuHbIX UCCNefOBaHWIA NoKasanw,
UTO PUCK Pa3BUTMA ayTn3ma Ha 23% Bbille NpPY HaNMuMK Yy MaTepun caxap-
Horo anabeTa Bo Bpemsa bepemeHHOCTU. MeTabonnyeckre HapyLLeHUs Npu
rMNepriavkemMnm NPUBOAAT K HEAOCTaTOYHOMY KPOBOOOpaLLEeHMIO niaLeH-
Tbl 11 HE TOJIbKO BNMSAIOT Ha CaM NPOLECC BbIHALWMBaHNA pebeHKa, HO 1 Npu-
BOZAT K MMMNOKCMMN 1 BO3LENCTBUIO TOKCUUYECKUX METabonmnToB Ha byHKLMK
pa3BuBatoLMXCA HelipoHoB [15]. TupeonanT ¢ runodyHKuMel WMToBMAHON
xenesbl U HU3KWUIA YPOBEHb FOPMOHA TUPOKCMHA (T4) Ha paHHMX CpoKax
6epeMeHHOCTV TakXKe MOBBIWAIT PUCK PoXAeHWsA pebeHKa ¢ CMHAPOMOM
nedvyuta BHMMaHWA u runepakTueHoctu (CABI), ayTamom, anunencuen
[13,14,16].

AKyllepcKre naTtoniormm Bo Bpemsa 6epemMeHHOCTU TaKKe OKa3sblBaloT
3HauMMoe BANAHKE Ha PUCK Pa3BUTKA PACCTPOWCTB ayTUCTUUYECKOrO CrekK-
Tpa. B HayuHbIx Ny6AuKaLumAX NOKasaHo, YToO MialeHTapHas HeJocTaTou-
HOCTb, MPE3KNaMMCcKsA, MHOrOBOAME, MasioBoAne, O6GBMTME MYMNOBUHOWN,
OnNUTeNbHbIN 6e3BOAHBIN Nepuog, nepeHolleHHas 6epeMeHHOCTb NPUBO-
AT K BHYTPUYTPOOHOI MW NepuHaTasbHON MNoKCUM C Pa3BUTUEM ULLe-
MUW 1 pOXKAEHUIO pebeHKa He TOMbKO C HEBPOSTIOTMYECKUMI HapyLLEeHUAMM,
HO U € coumanbHbiMm fedpuuntom [17-19].

CoBpeMeHHble UccnefoBaHnsA B 061acTy NeprHaTanbHON NCUXMaTpum
OTMEYaloT, YTO eCTeCTBEHHOE Hayano POAOBON AeATENbHOCTM BO MHOIOM
ABnAeTca 6Gonee 6GnaronpusATHbIM YCNOBMEM [ns MpaBuiibHOro dbopmu-
poBaHNA GpYHKLMIA FONIOBHOIO MO3ra. YueHble YyTBEPXKAAIOT, UTO He TONbKO
nepeHoLeHHan 6epeMeHHOCTb OKa3blBaeT HEGMAroNnpUATHOE BAUAHME Ha
pa3BuTME FONOBHOMO MO3ra Miofa B CBA3W C MMMOKCUEN, HO 1 Npexaespe-
MEHHbIE POAbI MOBbILIAIOT PUCK POXKAEHUA AeTeN C HEPBHO-NCUXNYECKAMMI
HapylweHusMU. HepgoHoweHHble feTy 6onee ya3BKMbI K annepruyeckum,
NHGOEKLMOHHBIM 1 CTPeCCoBbIM dakTopam, KOTopble MOryT CTUMYNPOBATh
BbICBOOOXKAEHME ayToaHTWTEN, TeEM CaMbiM CMOCO6CTBYIOT Pa3BUTUIO BOC-
naneHna oTAenbHbIX YY4aCTKOB rOIOBHOrO MO3ra U 3anycKy naToreHeTuye-
CKOro mexaHmsma pa3sutua PAC. bbinun BbisBneHbl LMPKynupyioLwme ayto-
aHTWTena NpoTuB 6enKkoB ronoBHoro Mo3ra y getein ¢ PAC [20]. B gpyrux uc-
CnefloBaHUAX 3apybexHbIX yUeHbIX MoKa3aHa NpAMas 3aBUCKMOCTb MeXay
CTMMYnsiLMe pPOAoOBON [EATENbHOCTM OKCUTOUMHOM U BEePOATHOCTbIO
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poXaeHnA aetent ¢ aytmsmom [21]. OgHako nmeeTca nccnefoBaHne, B KOTO-
POM He HalleHO JOCTOBEPHOW B3aMMOCBA3M MeXay CTUMYALnen poaos v
puckom passutua PAC [22].

Ha cerofHAwWHMIA feHb U3yyaeTca B3aUMOCBA3b MEXAY AINTENbHOCTbIO
KOPMNEHNA rpyablo 1 PUCKOM Pa3BUTUA PacCTPOMCTB CneKkTpa ayTv3ma.
Mo MHeHwuio aBTOpOB Ping Tao Tseng, Yen Wen Chen, Brendon Stubbs, Andre
Carvalho un ppyrux, anutenbHoe KOpMNeHue rpyapio (He MeHee 6 mecALieB)
CHVMXKaeT pUCK ayTUcTuyeckux npossneHuin [23]. OGusnonornyeckre mexa-
HU3Mbl BNAHUA TPYLHOrO BCKApMSIMBaHMA Ha puck pa3sutua PAC nmelot
pasnuuHble o6bAcHeHUs [23]. C ogHON CTOPOHDI, y MiaAeHLEB, HAXOAALNX-
CA Ha rPYAHOM BCKapMIIMBaHWM, MPOUCXOANT YBeNIMYeHMe YPOBHA NHCYNU-
Honogo6Horo dakTopa pocTa (IGF) B CbIBOPOTKE KPOBY, KOTOPbIN yyacTByeT
B CMHTE3€e MuennHa, Heobxoanmoro Ans 3¢ppeKTMBHOM Nepefaun HEPBHOTO
UMMyNbCa, a C APYrovi — rpyaHoe BCKapMuBaHMWe crnocobcteyeT Gopmu-
pOBaHMIO NPaBUIIBHON MMMYHHOW PEaKTUBHOCTM Yy pebeHKa. Y geTeid, no-
nyyawowmx rpygHoe BCKapMvBaHue, oTMevancs 6onee BbICOKMI NMPOLEHT
cofeprkaHma UHTepnenknHos (IL-4) n T-xennepos (Th1) B KpoBu, KoTopble
cnocobcTBOBaNU cMHTe3y nHTepdepoHa-ramma (IFN-y), oTBeTcTBEHHOMY 3a
«MPaBUSbHbIN AaHTUBMPYCHBIN UMMYHUTET». Kak OTMeyvaltoT aBTopbl, AeTr C
PAC nmenun Hu3Kne ypoBHU UHTepneikmHoB (IL-4), T-xennepos (Th1) n ne-
pudepnyeckoro nHTepdepoHa-ramma (IFN-y) [23].

Ncxopa M3 coBpeMeHHbIX HayuHbIX NpeAcTaBfeHUN, 1U30MpoBaHHOe
BAMAHVE BHelHero ¢pakTopa He NPMBOAUT K BO3HMKHOBeHMIO PAC, HO Bbl-
3blBaeT onpefeneHHble KackafHble MpoLecchl, KOTopble BeAyT K pacCcTpoi-
cTBaMm pa3BuTtua B Lenom n PAC B ocobeHHOCTU. OfHUM 13 nyTel peannsa-
LUK 3TOro MexaHn3Ma ABJIAETCA reHeTUYEeCKUI nonumopousm pepmeHToB
donatHoro umkna. B 3apy6exxHbIX HayuHbIX NCCNeAOBaHUAX NOCTeAHUX NeT
YCTaHOBJIEHO B/IVAHME FOMO3UIOTHBIX annesibHbiX GopmM nonrmopdrsmos
reHoB ¢onatHoro umkna (MTR A2756G n MTHFR C677T) Ha pucK pa3Bu-
ma PAC [24, 25]. B pe3ynbraTte Hallero nccnefoBaHuaA BbiABEHO, YTO reHbl
MTHFR C677T n MTRR A66G, a MMEHHO MyTaHTHbl€ FOMO3MIOTbl AaHHbIX re-
HoB (T/T n G/G), ABNATCA 3HAUMMbIMU GAKTOPaMM, OKa3blBALWUMMN BIUA-
HUe Ha PUCK Pa3BUTUA PAaCCTPONCTB ayTUCTNUYECKOro CnekTpa y aeten [26].
YKpanHCKue yyeHble B CBOUX NCCNeAOoBaHNAX OOBACHAIOT MEXaHU3M MaHW-
dectauum PAC y peTeln, umelomx mMyTaumm B reHax GonaTHOro LMKna, ye-
pe3 ¢opmMmpoBaHmne MMMYHOAEePULNTHBIX COCTOAHMI [27]. OCHOBO Takoro
nmMmmyHopedbMLMTa, KaK YyTBEPXKAAOT aBTOPbl, ABMAETCA aHOMabHO Masnoe
KONMUYecTBO HaTypanbHbix KumnepoB (NK) v HaTypanbHbiX T-KunnepHbIx
numdounTos (NKT). B cBA3M € Takol 0CO6EHHOCTbIO UMMyHoaedbUUMTa AeTr
¢ PAC vMeloT NOBbILWEHHYI0 CKNOHHOCTb K Pa3BUTUIO ayTOMMMYHHbIX OC-
JIO’KHEHWI, KOTOpble MOTyT NPUBOANTL K MOBPEXAEHWNIO FONIOBHOIO MO3ra
B pe3ynbTaTe pasBUTUA ayTOMMMYHHOWN peakLmn K MO3roBbiM aHTUreHaMm C
bopmrpoBaHUeM nerikoaHLedanonaTMm pasHol CTENEHU TAXECTU WK B
CBA3U C HApPYLUEHNEM BHYTPUYTPOOHOrO pa3BUTHSA HEPBHOM CUCTEMbI C BO3-
HUKHOBEHMEM HelpofeHerepaL My, BKoYas CKNepo3 OTAesbHbIX YYacTKOB
rofioBHOro mosra [27].

B Pecnybnuke benapycb mccnepoBaHui, M3yyalowmx nepuHatanbHble
dakTopbl pucka pa3sutua PAC 1 nx B3anMocBA3b ¢ N0ONMMOPGU3IMOM FreHOB
donaTHOro UuMKna, B JOCTYNHOW NIMTEpaType HAlTX He yAanoch, YTo onpege-
NAET aKTyanbHOCTb HACTOALLErO HAayYHOrO NCC/IE[0BaHNA.
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B LIEJIb NCCNEAOBAHUA

M3yunTb NneprHaTanbHble GpakTopbl, B3aMMOCBA3b NepuHaTanbHbIX Gpak-
TOPOB C NONMMOPPM3MOM reHOB $ONATHOrO LMKNA U UX BAVAHNE Ha PUCK
pa3sutua PAC.

B MATEPWAJIbl N METO/LbI

B nccnepoBaHum yuactsoanu 185 yenosek B Bo3pacTe oT 2 go 10 net.
Bce o6cnegyemble 6b1v pasgeneHsl Ha ABe rpynnbl. B nccnegyemyto rpynny
(rpynna 1) Bownu 102 pebeHKa C pacCTPONCTBaMMN ayTUCTUYECKOIO CreK-
Tpa, NPOXOAMBLUMX CTauMOHapHoe obcnefoBaHWe W NleyeHne B JETCKOM
otaeneHun Y3 «fOKL, "McnxmaTpura-Hapkonorua's. B KOHTponbHyio rpynmny
(rpynna 2) 6bi110 BKNOYEHO 85 NCMXUYECKU 300POBbIX AETEN.

BbibopKa mccnegyemont U KOHTPONbHOW rpynn ¢opmMmpoBanacb MeTo-
[IOM HarnpaBfieHHOro oTbopa B COOTBETCTBUM CO CNeayLnMn Kputepus-
MU: MUCbMeHHOe MHOOPMMPOBAHHOE Cornace PoavTenAa WM 3aKOHHOro
npencTaBUTens NaymeHTa Ha yyactue B nccnefoBaHum (opobpeHo KomuTe-
TOM Mo 6GrioMeANLIMHCKOM 3TUKe 1 feoHTonorunm YO «[poaHeHCKMI rocyap-
CTBEHHbIN MEAVLIMHCKUIA YHUBEPCUTET»); Hanuume gmarHosa pacCcTponcts
ayTuctmyeckoro cnektpa (F84) B COOTBETCTBUM C MCCIeQOBaTENbCKAMM
OMarHoCTUYeCKNMM Kputepuammn MexgyHapoaHoi knaccmoukaumm 6ones-
Hen 10-ro nepecmoTpa (anA rpynnbl 1); Bo3pact 2-10 neT. Kputepuamm nc-
KJlOUeHNA ABNANNCH: OTKa3 OT yYacTUA B UCCIefOBaHUK; COMYTCTBYOLWME
CcoMaTnyeckre 3aboneBaHVsA B OCTPOM Nepuoae, NoJIHOE OTCYTCTBME CIlyXa
1 3peHuA.

[lns aHanu3a nepuHaTtanbHbiX GaKTOPOB Oblla pa3paboTaHa KapTa 06-
CflefoBaHUA, BKJOYaOLWan: aHaMHecTUYeckne ceefeHuna pebeHKa, oco-
6eHHOCTM TeueHMA 6epeMeHHOCTM 1 POAOB Y MaTepu. YunTbiBanca cnocob
pofopa3speLleHns 1 MPUMeHeHNA aHecTe3nmn B poaax. Mayyanmce Hebnaro-
npuATHble GaKTOpPbI, BbIABNEHHbIE B PaHHWIA HEOHATASIbHbI Nepuog pa3su-
Tna geteni. OueHUBaNCA xapakTep 1 ANUTENbHOCTb FPYAHOrO BCKapMJIMBa-
HUs pebeHKa.

B wuccnepoBaHuMM wncnonb3oBanucCb CTaHZapTHble MeTOAbl OMu-
caTeNbHOW CTAaTUCTUKU C MOMOLLbIO NakeTa MNPUKAaAHbIX Mporpamm
Statistica 7.0. KonnyectBeHHble MokasaTenn OueHUBaANUCb Ha npegmet
COOTBETCTBUA HOPMaNbHOMY pacnpefeneHunto, AfiA 3TOro UCNonb3oBanca
kputepuin Konmoroposa — CmupHoBa. COBOKYNHOCTN KONIMYECTBEHHbIX
nokasartenen, pacnpegeneHne KOTopbiX OTANYaNOCb OT HOPMasbHOrO,
OMMCbIBaNNCb NPV NMOMOLUN 3HAYEHNN MeAMaHbl N HUXHETO N BEePXHEero
kBapTunen Me [25%-75%]. HomuHanbHble faHHble ONUCbIBAANCH C yKa-
3aHMeM abCoNIOTHbIX 3HAUYEHU N NPOLEHTHbIX Aonen. [ina cpaBHeHUA
[BYX HE3aBUCMMbIX FPYNM B CJIy4yanx OTCYTCTBUA MPU3HAKOB HOPMaJibHO-
ro pacnpegeneHna AaHHbIx ncnonb3osanca U-kputepnn MaHHa — YUTHW.
CpaBHeHVie HOMMHabHbIX AaHHbIX NPOBOANIIOCH NPW MOMOLUN KpUTepua
X2 MupcoHa 1 Tabnuy conpsaxeHHocTn. B cnyyae nepexopga ot Tabnuy, co-
NPAXEHHOCTU K aHanu3y YeTbipexnosbHbIX Tabnuy HaMn paccunTbiBan-
€A KpuTepwuii 2 ¢ nonpaskon Metca. Cuay cBA3N MeXKay HOMUHANbHbIMM
[aHHbIMM OLEHMBanNn No BeanymHe KoadpduumeHta accoumaumm (Kac.
>0,5). O B3aumocCBA3MN nepurHaTanbHbIX GaKTOPOB C BEPOATHbIM PUCKOM
pa3BUTMA PACCTPONCTB ayTUCTMUYECKOrO CneKkTpa Cyauan Mno BennymHe
oTHoweHunsa waHcoB (OLU) ¢ nonpaBKon Ha [OBEPUTENbHLIA NHTEPBaN
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(AN) B 95%. Pasnuumne cpaBHMBaeMbIX BENYNH CUMTaNN CTaTUCTUYECKN
3HaymmbIiMm npwm p<0,05.

WccnepoBaHne npoBeAeHO B COOTBETCTBMU C MPUHLMMAMU KAMHUYeE-
CKOW 6MO3TUKN. KOHPNUKT MHTEPECOB OTCYTCTBYET.

B PE3YJIbTATbl U OBCYXXAEHWE

CTpyKTypa rpynnbl feTeil C pacCTPONCTBaMM ayTUCTUYECKOro CneKkTpa
(rpynna 1) B COOTBETCTBUM C AUArHOCTUYECKMMU KpuTepmamn MexpayHa-
pogfHoin Knaccudukauum 6onesHenn 10-ro nepecmoTpa NpefcTaBieHa ce-
AytoLwym o6pa3om: eTCKMIA ayT3M BbisiBieH B 86 cnyyasx (84,3%). Y 14 uc-
cnepgyemblx AeTen oTMeyanca atTunuyHbin aytnsm (13%). B 2 cnyvasx (2%)
BbICTaBNeH AMarHo3 cuHgpoma Acneprepa. [leTn umenn pasnuyHbii ypo-
BEHb MHTENNEKTYaNnbHOro Pa3BUTKA, Kak COOTBETCTBYIOLMIA HOPME, TaK 1 C
PasnnUYHbIMK CTENEHAMUN UHTENNIEKTYanbHOW HEAOCTaTOYHOCTU.

B nepsyto rpynny Bowwnu 86 (84%) manbumnkos 1 16 (16%) gesouek. Cpeg-
HWUI BO3pacT manbuukoBs coctasun 5,0 [4,0-7,0] roaa, gesouek - 4,5 [4,0-7,0].
B rpynne 300poBbix AeTten 6bin10 48 Manbunkos (56%) n 37 peBouek (44%).
CpegHuii Bo3pact manbumkos 6,0 [4,0-7,5] ropa, nesovek — 5,0 [3,0-7,0]
roga. Mo Bo3pacTy rpynmnbl AeTen CTaTUCTUYECKM He pasnmyannck (p>0,05).
CpeaHuin BO3pacT MaTepeil K MOMEHTY pOXAeHNA pebeHKa B rpynne aeten
¢ PAC cocraeun 27,0 [18,0-39,0] rofa. B rpynne 3a0poBbix AeTei cpeaHui
BO3pacT MaTtepeln coctaBun 25,0 [18,0-39,0] ropa. CpefHuiA BO3pacT OTLOB
B nepsou rpynne coctasun 29,5 [25,0-35,0] roga. Bo BTopon rpynne — 32
[26,0-36,0] roga. CraTuCTMUYeCKMX pasnnyunin No Bo3pacty MaTepu 1 oTua B
obewnx rpynnax He yctaHosneHo (p>0,05).

Mpw aHanr3e BNUSAHUA NaToNOrMyeckmnx GakTopoB Ha TeueHne bepemeH-
HOCTU B pe3ynbTaTe Hallero NCceoBaHNA YCTaHOBMIEHO, UTO B 44 cyyaax
(43%) y maTepeir, umetownx getein ¢ PAC, natonorny B TedeHne 6epemen-
HOCTW He BbIABNIEHO. Y MaTepeil KOHTPONIbHOW FPynMbl feTeli 6epeMeHHOCTb
npoTekana 6e3 BAMAHUA NaTonornyecknx ¢akTopos B 53 (62%) cnyuasx.
B 58 cniyuasx (57%) Ha TeueHme 6epemMeHHOCTM y MaTepei NepBon rpynmbl
OKas3blBaNny BAMAHMWE Pa3finyHble naTtonornyeckre GakTopbl M X COYETaHUA.
Bo BTOpOI1 rpynne BAvAHME NaTONOrMYeCcKnx GakTopoB X COYETAHUIN Ha Te-
yeHne 6epeMeHHOCTY 6blo BbIABNEHO B 32 cryyasnx (37%) (x*=6,8573, df=1,
p=0,00883).

XapaKTepucTvka naTtosiormnyeckmx GpakTopoB, OCNOXKHMBLUMX NPOTEKa-
Hue 6epemeHHOCTMN B 06eunx rpynnax, npeActaBneHa B 1abn. 1.

Kak BUgHO 13 paHHbIX Tabn. 1, npy cpaBHEHUN aKyLLEPCKOW NaTonornm
OTMEUEHO, YTO Y MaTepen AeTen nccnegyemon rpynnbl JOCTOBEPHO yalle
BbIABNANNCH CNefyiolie COCTOAHUSA: Yyrpo3a npepbiBaHUsA 6epemMeHHOCTH
Ha paHHKX cpokax (I u Il TpumecTp 6epemeHHOCTM), peTonnaueHTapHas He-
[OCTaTOYHOCTb U recto3 6epemeHHbIX. Tak, yrpo3a npepbiBaHua 6epemeH-
HocTn y MaTepeii fieTeir ¢ PAC Habntoganack B 37 cnyyasx (36,2%), Torga Kak
BO BTOPOI rpynmne 3TOT NoKa3aTenb 3HaumTenbHo Huxe (11 cnyyaes (13%)).
Mpw cpaBHeHWM AaHHBIX MOKa3aTesieli Obiny BbisBAEHbI CTaTUCTUYECKM 3HA-
uMmble pasnuuna Mexay rpynnamm (x°=13,229, df=1, p=0,0002). B ceoto
ouepefb MoKasaTesnb OTHOLWIEHWI LWAHCOB YKa3blBaeT Ha BEPOATHBIN PUCK
BO3HMKHOBeHMA PAC npu Hannumy y matepu yrpo3sbl npepbiBaHuA 6epemeH-
HocTm (OLL: 3,829, 95% [W: 1,807; 8,115), a KoadpdurumeHT accouymnaumnm Kac.
0,59 yKa3sblBaeT Ha Hafmume NPAMON N YMEePEeHHOW CBA3W MeXAy Hamumem
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Ta6nuua 1

Xapal(:epmcmxa naTtonornyeckux ¢pakTopos, 0C/IOKHUBLUMX NPOTeKaHNe 6epeMeHHOCTY B 06enx

rpynnax
®aKTopbl, 0OCNIOKHUBLLME lpynna 1 (n=102), lpynna 2 (n=85), 2
npoTeKaHne 6epemMeHHOCT ab6c¢. (%) ab6c¢. (%) Xy P
Tokconna3mo3s 3(2,9%) 2(1,2%) x>=0,062, p=0,804
Ypeanna3mos 7 (6,8%) 7 (4,4%) ¥>=0,126, p=0,940
LIMB (umTtomeranosupyc) 5(4,9%) 4 (1,8%) ¥>=0,568, p=0,451
BII (Bupyc npocToro repneca) 15 (14,7%) 16 (19%) %?=0,043, p=0,837
BMY (Bupyc nanunnombl yenoseka) | 1(0,98%) 4 (2,5%) ¥>=0,043, p=0,837
Yrposa npepbiBaHUA 37 (36,2%) 11 (13%) X*=13,229, p=0,0002*
craromoery T A 17 66%) 5 (6% X=51944,p=002"
MHorosogue 2(1,9%) 4 (5%) x>=0,415, p=0,520
Manosoane 2 (1,9%) 1 (2%) ¥>=0,025, p=0,874
Tokcnko3 9 (8,8%) 10 (12%) x>=0,439, p=0,508
lecTto3 19(18,6) 6 (7%) x*>=5,3575, p=0,02*
OPBU 20 (19,6%) 17 (20%) ¥?=0,004, p=0,947
AHemus 6 (5,8%) 5 (5,8%) x?=0,0001, p=1,0
Mmnotmpeos 6 (5,8%) 4 (4,7%) ¥*>=0,127, p=0,722
CaxapHblii grabet 2(1,9%) 1(1,2%) x>=0,025, p=0,874
Muenoxedput 6 (5,8%) 5(5,8%) ¥>=0,0001, p=1,0
Xoneunctut 3(2,9%) 1(1,2%) X?=0,043, p=0,837
lactpur 4 (3,9%) 4 (4,7%) ¥>=0,070, p=0,792
XPOHNYECKUNIA TOH3UANNT 6 (5,8%) 2(2,3%) ¥*>=0,680, p=0,410

Mpumeyanue: * p<0,05.

Z:zlrealteristics of pathological factors that complicated the course of pregnancy in both groups

Factors that complicated pregnancy Sl;‘;u(% (n=102) aGl;(:u(EAj (n=85) )c(:';iFisquare, ®
Toxoplasmosis 3(2.9%) 2(1.2%) ¥2=0.062, p=0.804
Ureaplasmosis 7 (6.8%) 7 (4.4%) x?=0.126, p=0.940
Cytomegalovirus 5 (4.9%) 4(1.8%) ¥?=0.568, p=0.451
Simplex herpes virus 15 (14.7%) 16 (19%) ¥?=0.043, p=0.837
Human papillomavirus 1 (0.98%) 4(2.5%) ¥?=0.043, p=0.837
Threat of interruption 37 (36.2%) 11 (13%) X*=13.229, p=0.0002*
Fetoplacental insufficiency 17 (16.6%) 5 (6%) X’=5.1944, p=0.02*
Polyhydramnios 2(1.9%) 4 (5%) ¥?=0.415, p=0.520
Oligohydramnios 2(1.9%) 1(2%) ¥2=0.025, p=0.874
Morning sickness 9 (8.8%) 10 (12%) X?=0.439, p=0.508
Preeclampsia 19(18.6) 6 (7%) x?=5.3575, p=0.02*
Acute respiratory viral infection 20 (19.6%) 17 (20%) ¥2=0.004, p=0.947
Anemia 6 (5.8%) 5 (5.8%) ¥?=0.0001, p=1.0
Hypothyroidism 6 (5.8%) 4(4.7%) ¥?=0.127, p=0.722
Diabetes mellitus 2(1.9%) 1(1.2%) x?=0.025, p=0.874
Pyelonephritis 6 (5.8%) 5 (5.8%) ¥?=0.0001, p=1.0
Cholecystitis 3(2.9%) 1(1.2%) ¥2=0.043, p=0.837
Gastritis 4 (3.9%) 4 (4.7%) ¥?=0.070, p=0.792
Chronic tonsillitis 6 (5.8%) 2(2.3%) ¥?=0.680, p=0.410
Note: * p<0.05.
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Yrpo3bl NpepbiBaHNA BO BpeMsA 6epeMeHHOCTU U PUCKOM POXAEHWA pe-
6eHka ¢ PAC. ®eTonnaueHTapHasa HelOCTaTOYHOCTb NMpY GepeMeHHOCTN Y
MaTepeli B NepBoW rpynne aeteii Habnmoganacb B 17 cnyyasx (16,6%), uto
Ha 10,6% Bbllle, YeM y MaTepeli BTOPOM rpynmnbl geten — 5 cnyyaes (6%).
CraTtncTtnyeckme pasnuums (x>=5,1944, df=1, p=0,02) n nokasatenu oTHoLe-
Hui waHcos (OLL: 3,200, 95% [W: 1,128; 9,079) yka3biBaioT Ha BnvAHWe OINH
Ha PWUCK PasBUTUA PacCTPONCTBa ayTUCTUUYECKOrO CMeKTpa, a cuna CBA3n
MeXay AaHHbIMU dakTopamm ymepeHHaa n npamas (Kac. 0,52) noarsepi-
[AeT BAVAHME AaHHOIO NaTonornyeckoro gpaktopa Ha puck passutua PAC
y pebeHka. CTaTUCTMUYECKM 3HauMMble MoKasaTesNn TakKe 6bliv MonyyeHbl B
rpynne peteii ¢ PAC y maTepeli, KOTOpbIM B TeueHne 6epeMeHHOCTY 6blsi Bbl-
CTaBJieH AnarHo3s rectosa (x?=>5,3575, df=1, p=0,02). [ecto3 conpoBoxaanca
NOBbILEHWNEM apTepUasnibHOro AaBNeHWA, HaIMYMEM OTEKOB Y MNOABNEHNEM
6enka B Moye y MaTepeli, POAMBLUUX AeTelN C pacCTPONCTBaMU ayTucTmye-
CKOro CNeKTpa, U oTMeyanca B 3 pasa valle, B 19 cnyyasx (18,6%), no cpas-
HeHWIo C TeYeHnem 6epeMeHHOCTY Y MaTepel BTOPOI rpymnmbl NCUXUYECKN
3[0pOBbIX AeTel — B 6 cnyyanx (7%). Puck passutma PAC 3HaumTenbHO Bbiwe
y MaTepel, KOTopbIM B NpoLecce 6epeMeHHOCTN BbICTaBAANCA ANArHO3 re-
cTto3a (OLWL: 3,3014, 95% OW: 1,145; 7,936), uTo NoATBEPKAAETCA CTAaTUCTU-
YeCKM 3Ha4YMMOW, YMEPEHHOW 1 NPAMON CBA3blo Mexay paxkTopamu (Kac.
0,52), T. e. puck pa3sutua PAC y pebeHKa Bo3pacTaeT Npw HanMumm rectosa
BO Bpems 6epeMeHHOCTU y MaTepu.

Cpepnm 3KCTpareHUTanbHON NaTonorny B o6emnx rpynnax crTaTucTmyeckn
3HaYMMbIX Pa3IMYMIA NO rpynnam 1 B3aUMOCBA3WN SKCTPareHUTanbHONM na-
TONIOrMM BO Bpemsa 6epeMeHHOCTN C puckom pa3suTua PAC He BbIABIIEHO
(p>0,05).

HecmoTpA Ha BbICOKMIA NPOLIEHT OCIOXKHEHHOI 6epeMeHHOCTU U Yrpo-
3bl ee NpepbiBaHUsA, AeT 0benx rpynn B 60NbLUNHCTBE ClyYaeB 6binn PoX-
LeHbl Ha cpoke 39+0,1 Heienn 6epeMeHHOCTIN 1 He UMENN NMPU3HAKOB MOpP-
dodyHKLUMOHanbHOM He3penocTu (Tabn. 2).

Mpwv cpaBHEHWU NONYYEHHbIX AaHHbBIX (Tab1. 2) CTaTUCTYECKU 3HAUYMMBIX
pasnuumnin Mexay rpynnamm no cpoky 6epeMeHHOCTY, napuTeTy 6epemeH-
HOCTW 1 POAOB, a TaKXe MO XapaKTepy poAopaspelleHns u GakTopos, oc-
NOXHUBLLNX TEUEHNE POLOB, B UCCNEA0BAHMM He 6bino BbisiBNeHo (p>0,05).

Jetn nccnegyemont rpynnbl (rpynna 1) Ha MOMEHT POXKAEHUA UMenun
60nbwmnin BeC (3432,2451,1 Kr) U CTaTUCTUYECKM 3HAUYUMMO OTINYANNCh OT
JeTeli KOHTPONbHOW rpynnbl (Fpynna 2), BeC KOTOPbIX K MOMEHTY poXAe-
HMA coctaBnn 3288+59,5 kr (U=3584, p=0,0042). B To BpeMA Kak oTanuuii
Mo POCTy Ha MOMEHT poXAeHus y faeTeli obenx rpynn He 6bino (51,3+0,2
cM 1 51,3+£0,3 cm cooTBeTCTBEHHO) (p>0,05). NoKasaTenu oueHKN Mo WKane
Anrap Ha nepBon 1 NATON MUHYTE AEMOHCTPUPYIOT JOCTOBEPHO 6ONbLIWIA
NPOLEHT CllyyaeB BbIABNEHHOI OCTPOW 1 XPOHNYECKOW FTMMOKCM NPU POX-
aeHun (ot 7/8 6annos go VIBN/VBM) - 35,3% cnyuyaes y peten ¢ PAC, B oT-
Nnyme OT 3[0POBbIX AeTel KOHTPOsIbHOM rpynmnbl — 12,2% cnyyaes (U=3285,
p=0,0001). B nepBoi1 rpynne aetein AMarHo3 «rnnokcus» Obin BbICTaB/IEH B
69 cnyyasnx (68%), UTo CTaTUCTUYECKM 3HAUMMO OT/IMYAETCA B CPaBHEHUU
co BTOpoW rpynnoi geten (x*=46,847, df=1, p=0,00001), TaK Kak B rpynne
3[0pPOBbIX feTel B HEOHATaJIbHOM Nepuroge rMnoKCUA HOBOPOXKAEHHbIX OT-
Meyvanacb nmwb B 15 cnyyanx (18%). Npwu aHann3e nokasateneli OTHOLWEHWI
LIaHCOB ¢ nonpasKkor Ha 95% AW (OLL: 9,758, N 95%: 4,870; 19,552) MOXKHO
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Ta6bnuua 2
Xapakrepucrtuka napureta 6epeMeHHOCTN 1 poAoB, paKTOPOB, OC/IOKHMBLUNX TeYEHe PpOAoB
y MaTepeli B 06enx rpynnax agerei

Mapamerp A e
Cpok 6epeMeHHOCTM
32 Hepenu 1 (0,9%) -
34 Hepenu 1 (0,9%) -
35 Hepenb 2 (2%) -
37 Hepenb 10 (10%) 13 (15%)
¥?=6,280404, p=0,50742
38 Hepenb 21 (21%) 20 (24%)
39 Hepenb 38 (37,2%) 24 (28%)
40 Heplenb 16 (16%) 17 (20%)
41 Hepens 13 (13%) 11 (13%)
Maputer 6epemeHHOCTU
MNepBsan 53 (53%) 52 (61%)
Btopas 26 (25%) 23 (27%)
TpeTba 15 (15%) 10 (12%)
U=4217,5, p=0,7508
YetBepTan 5 (5%) -
Martas 1 (1%) -
Cepgbmasn 1(1%) -
MopAaaKoBbI HOMep poaoB
MepBble 58 (57%) 35 (41%)
Bropble 33(32,3%) 28 (33%) U=4301, p=0,0908
Tpetbu 11 (11%) 22 (26%)

Cnoco6 poaopaspeLieHns

CamocToATeNbHble poAbl 71 (69%) 68 (80%) ¥*=2,624316, p=0,10524

Popbl nyTem Kecapesa

0, 0, 2— —
ceuenns (KO) 31 (30%) 17 (20%) ¥>=2,107908, p=0,14654

SKkcTpeHHoe KC ¢ npume-

o 10 (10%) 4 (5%) ¥*=1,081568, p=0,29835
HeHvem obLel aHecTe3nmn

MnaHosoe KC c npumeHe-
HUEeM CNMYHHOMO3roBOM 21 (20,5%) 13(15%) ¥*=0,5538943, p=0,45673
aHecTesnm B popax

Ocno)xHeHuA B poaax

OnuTenbHbI 6€3BOAHbIN

8(7,8%) 9 (7,5%) U=0,0000, p=1,0
nepviog
MIPEXACBPEMERHOE SN | 15 (11 704) 10 (6,2%) U=27,000, p=1,0
TE OKOJTOM/OAHbBIX BOA,
MNepamdnan cnabocrs 13 (17,7%) 11 (6,9%) U=0,0000, p=1,0
POJOBbIX CUJI
3aTsKHble poabl 6 (3,7%) 3(1,8%) U=0,0000, p=1,0
OTcnonka HopmanbHO
NpUKpenneHHon nna- 2 (1,9%) 1(0,62%) U=6,0000, p=1,0
LieHTbI
KposoTeueHne 5 (4,9%) 4 (2,5%) U=0,0000, p=1,0
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z:l;lreacz:teristics of the parity of pregnancy and childbirth, factors that complicate the course of childbirth in mothers in both groups
Parameter SI;?J(EA:} ale2) aGégu(% (n=83) %AT;\?E?I(IQHi?r;\ey criterion, p
Gestational age
32 weeks 1(0.9%) -
34 weeks 1(0.9%) -
35 weeks 2 (2%) -
37 weeks 10 (10%) 13 (15%)
X?=6.280404, p=0.50742
38 weeks 21 (21%) 20 (24%)
39 weeks 38 (37.2%) 24 (28%)
40 weeks 16 (16%) 17 (20%)
41 weeks 13 (13%) 11(13%)
Pregnancy parity
First 53 (53%) 52(61%)
Second 26 (25%) 23 (27%)
Third 15 (15%) 10 (12%)
U=4217.5, p=0.7508
Fourth 5 (5%) -
Fifth 1(1%) -
Seventh 1(1%) -
Ordinal number of births
First 58 (57%) 35 (41%)
Second 33(32.3%) 28 (33%) U=4301, p=0.0908
Third 11(11%) 22 (26%)
Method of delivery
Natural childbirth 71 (69%) 68 (80%) X2=2.624316, p=0.10524
Delivery by caesarean section (CS) 31 (30%) 17 (20%) ¥?=2.107908, p=0.14654
Enmeesrt%:r;::ay €S with general 10 (10%) 4(5%) X>=1.081568, p=0.29835
Scheduled CS with spinal anesthesia | 21 (20.5%) 13 (15%) ¥2=0.5538943, p=0.45673
Complications in childbirth
The long dry period 8(7.8%) 9(7.5%) U=0.0000, p=1.0
fF]’Lei:jnature discharge of amniotic 12(11.7%) 10 (6.2%) U=27.000, p=1.0
?Jirrcneasry weakness of the ancestral 13 (17.7%) 11 (6.9%) U=0.0000, p=1.0
Prolonged labor 6(3.7%) 3(1.8%) U=0.0000, p=1.0
Etfgiﬂ:ggl‘at C"efrfge normally 2(1.9%) 1(0.62%) U=6.0000, p=1.0
Bleeding 5 (4.9%) 4(2.5%) U=0.0000, p=1.0
yTBEepXKAaTb, UTO PUCK BepoATHOro pa3sutua PAC 3HauMTeNnbHO Bbllle B TOM
cfyyae, ecny oTMevanca GakTop, CBUAETENbCTBYIOWMNIA O TMNOKCUYECKOM
COCTOAHUN, UTO TaKXe MOATBepkAaeT CUibHaA U MPAMas CTaTUCTUYECKU
3Hauumas cAa3b (Kac. 0,81).
B uccnepyemon rpynne 70 peten (68,6%) Haxogmnncb Ha rpygHOM
BCKapmnmBaHum u 32 pebeHka (31,1%) — Ha UckyccTBeHHOM. [Mpu aHanu3e
AJINTENbHOCTU FPYAHOrO BCKapM/MBaHWA obpallaeT Ha cebsa BHUMaHUe,
yTo 44% peTet NepBOW rPYMMbl HAXOAWANCH Ha FPYAHOM BCKapMJIMBaHUN
B TeyeHue 2 1 3 mecaues. CpefHAA NPOAOCIKUTENBHOCTb KOPMAEHNA Tpy-
Ablo cocTaBuna 2,6+3,4 mecsiua. B KoHTponbHOM rpynne 74 pebeHka (87%)
BCKapmnmBanucb rpyapto, a 11 (12,9%) petert HaxoQuIMCb Ha UCKYCCTBEH-
HOM BCKapmnuBaHuu. [TpofoMmKMNTENbHOCTb TPYAHOrO BCKapMMBaHUA
feTen KOHTPOnbHOM rpynnbl B 46,5% cnyyaes coctasuna oT 3 Ao 6 meca-
LeB, a cpefHAA NPOAOIKNTENbHOCTb — 5,2+3,8 mecAua. bbb nonyyeHbl
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CTaTUCTMYECKM 3HaUVIMble Pa3nymaA No AAUTENbHOCTY FPYAHOMO BCKapMIIu-
BaHuA mexay rpynnamm (U=2217, p=0,00001). C Lenbio oLeHNTb BIuAHNE
WNCKYCCTBEHHOIO BCKapM/IMBaHUA Ha PUCK Pa3BUTUA PacCTPOMNCTB ayTUCTU-
YeCKOro CrneKTpa BblUMCIANN OTHOLIEHWA WaHCOB. B rpynny prcka Bkaoun-
JIN KOJNINYECTBO JeTell, HAXOAUBLUMXCA Ha UCKYCCTBEHHOM BCKapMIIMBaHUN.
Mpw aHann3e nonyyeHHbIx nokasatenei (OLL: 3,387, AN 95%: 1,440; 6,569)
MOXHO yTBepXfAaTb, YTO PUCK BepoAaTHoro passutna PAC 3HauuTenbHO
BblLLe B Cllyyae NCKYCCTBEHHOro BCKapMnuBaHuaA. [pyaHoe BCKapMmnuBaHmne
B [JaHHOM C/yyae fABAseTCA GpaKTOPOM, CHUXKAIOLLMM BEPOATHOCTb pa3Bu-
Tma PAC y getein. Mexay Xapaktepom MCKYCCTBEHHOrO BCKapMIMBaHWA 1
puckom pa3suTua PAC BbisiBNeHa NpAMas 1 yMepeHHas CTaTUCTUYeCK  3Ha-
ummas cBa3b (Kac. 0,51).

Y peteit ¢ paccTpPoOWCTBaMM ayTUCTUUYECKOrO CreKkTpa OLEeHUNN B3au-
MOCBA3b MyTaHTHbIX romo3uroT (T/T n G/G) reHos MTHFR C677T n MTRR
A66G co cnepyoWwUMn nepuHatanbHeiMy dakTopamu prcka PAC: yrposa
npepbiBaHNA, rectos, peTonnaueHTapHaa HeAOCTaTOYHOCTb, FMMNOKCUSA, UC-
KyCcCTBeHHOe BCKapmavBaHue. lMonyyeHHble pe3ynbTaTbl 4EMOHCTPUPYIOT
CTaTUCTMYECKM 3HaUMMble Pa3iMumA B pacnpeaeneHnumy roMmo3nroTHoro fno-
numopdoHoro BapuanTa T/T reHa MTHFR C677T B 3aBUCMMOCTY OT XapaKTe-
pa BckapmnvBaHus aeten (x?=30,73397, df=2, p=0,00001). OTMeueHo, uTo
y AeTell C pacCTPONCTBaMM ayTUCTUYECKOTO CMeKTpa, KOTopble BCKapMIu-
BaJINCb NCKYCCTBEHHO, 3HAUMMO Yallle BCTPEYAETCA FOMO3UMOTHBbIN annenb-
HbI BapuaHT T/T reHa MTHFR C677T - B 18 cnyuasx (17,6% — oT obwero
konnyectsa fetelt ¢ PAC) B otnmume ot getent ¢ PAC, KoTopble Haxogunncb
Ha rpyAHOM BCKapMnmBaHuu, — 5 cnyvaes (4,9%). 3HaueHue Kac. 0,89 nop-
TBEPXKAAET Hanmnume CBA3N Mexay AaHHbIMK dakTopamu. [OMO3MTOTHbLIN
nonumopdHbI BapmaHT G/G reHa MTRR A66G B 26 cnyuvasax (25,4%) Ha-
6nopanca y geteil ¢ paccTPOMCTBaMM ayTUCTUYECKOro CreKTpa, y mare-
pell KOTOpbIX BO Bpema 6epeMeHHOCTM OTMeYanach yrposa npepbiBaHus,
B CPaBHeHWW C MaTepsAMM, Y KOTOPbIX Yrpo3bl NpepbiBaHNA bepemMmeHHOCTU
He 6bIn0, — 4 cnyyas (3,9%) (x>=32,2190, df=2, p=0,00001), a Ha cuny cBA3N
MeXAay AaHHbIMK GpaKkTopaMm yKasbiBaeT 3HaueHue Kac. 0,95.

MonyyeHbl CTaTUCTUYECKM 3HAYMMble pacnpeneneHna roMO3UrOTHbIX
nonumopdHbix BapraHTos reHos MTHFR C677T n MTRR A66G mexay nepu-
HaTaNnbHbIMU daKTOpamy, a TakKe BblfiBIeHa 3HauMMasn CBA3b FOMO3MroT-
HbIX NOMMOPGU3MOB AaHHbIX FeHOB GONaTHOrO LMKa C Yrpo30oi npepbl-
BaHUA 6epeMeHHOCTM 1 XapaKTepoM BCKapMMBaHMA.

B 3AK/TKOYEHUE

MonyuyeHHble B Hay4YHOM WCCNEAOBaHNM pe3ynbTaTbl MoKasanu, Yto y
6onblUNHCTBA 06CNeayeMblx MaTepell B 06erx rpynnax getein Habnioganacb
pa3Hoo6pa3Han Nnatonorua Bo Bpema GepeMeHHOCTV 1 POAOB, CPean Ko-
TOPOI [JOCTOBEPHOE BAMAHME Ha BEPOATHBIN PUCK PAa3BUTUA PacCTPOICTB
ayTUCTUYECKOrO CMEKTPa Y AeTel OKa3blBaloT CliedytoLime nepuHaTanbHble
daKTOpbI: yrpo3a npepbiBaHWsA, rectos, ¢eTtonnaleHTapHasa HefoCTaTou-
HOCTb, TMNOKCUsA. BbiABNEH BbICOKMI MPOLEHT CllyyaeB MepriHaTasibHOro
pucKa y feTeli C pacCTPOMCTBAMK ayTUCTUYECKOrO CNEKTPa, rae Hambosb-
Wee 3HaYeHVe MMeeT OCTPasd M XPOHMYEeCcKaa rmnokcusa nnoga. MoxHo
NpPeanosioXKnUTb, YTO NepeHeceHHble MMMOoKCUYeCKne COCTOAHUS NPUBOAAT
K HapyLeHVsaM B Pa3BUTAN GYHKLMIA FOfIOBHOrO MO3ra B NepuHaTaibHOM
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nepviofie N B KOMOMHaLMUN C FreHETUYECKMI U BUOXMMUYECKUMN BaKTo-
pamu yA3BMMOCTW MOTYT CTaTb TPUITEPOM B BO3HUKHOBEHWMW NMCUXNYECKUX
paccTpoKCTB, B TOM YMC/Ie U PaCCTPONCTB ayTUCTUYECKOrO CreKTpa.

OTmeyeHbl AOCTOBEPHble pacrnpeaeneHna MyTaHTHbIX FOMO3UIOTHbIX
BapuaHToB reHoB MTHFR C677T n MTRR A66G y geteir c PAC, y maTepel Ko-
TOpbIX 6epeMeHHOCTb Oblla OCNOXHEHa Yrpo30ii NpepblBaHWA, a AeTU Ha-
XOAWNCb HA NCKYCCTBEHHOM BCKapMIIMBAHUN.

B nccnepoBaHum nonyyeHa CcTaTMCTMYECKM 3HAUMMasA CBA3b MeXay ro-
MO3WFOTHBIMU MONMMOPPHBIMM BapraHTaMmn reHoB GpoNaTHOro LUKna 1 ne-
puHaTanbHbIMK dakTopamu pucka passutna PAC, uto noaTBepXKAaeT runo-
Te3y 0 MynbTUPAKTOPHbIX NaTOreHeTUYeCKMX MexaHW3MaXx, y4acTBYIOLMX B
pa3sutum PAC.

KoHpNuKT nHTepecoB. ABTOP 3aABNSAET 06 OTCYTCTBMU KOHPUKTA WH-
Tepecos.
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[lpMeHeHne KeTOreHHON aneTbl
ONA KyNnMpoBaHMUA cyneppedpakTepHOro
aNnaenTnYeckoro ctaTycay aeten

The Use of Ketogenic Diet for Treatment of Super-Refractory
Epileptic Status in Children

Peslome

CyneppedpaKkTepHblli SNUAENTUYECKMIA CTaTyC — KpaliHe onacHoe COCTOSfHME B HEBPOMOrnK,
COnpseHHOe C BbICOKUM YPOBHEM CMEPTHOCTU B OCTPbI NEPUOA 1 BONBLLIMM PUCKOM Pa3BUTUA
TAXKENbIX KOTHUTUBHbIX M MOTOPHbIX HAPYLLEHWIA Y BbIKMBLUMX NALMEHTOB. Tepanusa cyneppedppak-
TEPHOro 3NWenTUYECKOro cTaTyca BCe elle ABNAETCA OCTPOl NPobnemMon Ans COBpPeMeHHON me-
OVunHbL. Ana KynnpoBaHWsA YCTOMYMBOTO K JIeYEHUIO SMUIENTUYECKOro CTaTyca NPUMEHSAIOTCA Kak
MeAMKaMeHTO3Hble, Tak N HeEMeAUKaMeHTO3Hble MeToAbl neyeHunsa. OgHUM 13 Hanbonee nepcnek-
TUBHbIX HEMEeAVKaMEHTO3HbIX METOA0B JleueHna pedppakTepHbIx GOpM SNunencum, B Tom uucne un
cyneppedpakTepHOro 3NNNEenTUYECKOro CTaTyca, ABMAETCA KeToreHHaa AueTa. [laHHaa ny6nuvka-
LMA NOCBALLEHa NMPUMEHEHNIO KETOTeHHOW AUeTbl ANA KynupoBaHuA cyrneppedpakTepHOro anu-
NEenTMYeckoro cratyca. B ctatbe npuBogmnTca pasbop yxxe MMetoLerocs MMpPOBOro OrbITa fleueHuns
cyneppedpaKkTepHOro 3NUIENTMYECKOro cTaTyca C NPUMeHeHeM KeToreHHol aneTsbl. [laHo onuca-
HMe ABYX KIIMHUYECKUX ClyyaeB cyneppedppakTepHOro SNUNenTMYeckoro cratyca: AeBOYKM cemu
NeT U ManbymKa YeTbipex ner.

KnioueBble cnoBa: feTu, rMmKeMus, KeTOHeMMs, KeTOHYpUA, KEeTOreHHas aueTa, cyneppedpakrep-
HbI SNUNEeNTUYECKNI CTaTyC.

Abstract

Super-refractory epileptic status is an extremely dangerous condition in neurology associated with
high mortality rate in the acute period and high risk of development of severe cognitive and motor
disorders in surviving patients. The treatment of super-refractory epileptic status is still an acute
problem for modern medicine. For treatment of treatment-resistant epileptic status, both medical
and non-medical methods of treatment are used. One of the most promising non-drug methods
for the treatment of refractory forms of epilepsy, including super-refractory epileptic status, is the
ketogenic diet. This publication is devoted to the use of ketogenic diet for relief of super-refractory
epileptic status. The article presents the analysis of the existing world experience in the treatment
of super-refractory epileptic status with the use of ketogenic diet. The article describes two clinical
cases of super-refractory epileptic status - a seven-year-old girl and a four-year-old boy.

Keywords: children, glycemia, ketonemia, ketonuria, ketogenic diet, super-refractory epileptic status.
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B BBEJAEHUE

Snunentudeckun cratyc (3C) — o4HO M3 CaMblX YacTO BCTPeYaIoLWMXCA
HEeOTNOXHbIX COCTOAHMI B HeBponoruu. ExerogHaa yactota 3C coctaBna-
eT 10-20 cnyyaes Ha 100 TbicAy yenosek [1]. OTAenbHOE MeCTO 3aHMMaeT
cyneppedpaktepHbiin snunentuyeckuin ctatyc (CP3C). CP3C - 3C, npogon-
XKarowuinca yepes 24 yaca NpUMeHeHNA HapKo3a UK peuuguBupyoLnia
nocsie CHUXKEHUA UM OTMeHbl HAPKO3HOro BellecTBa [5]. BctpeyaemocTb
CP3C B cTpaHax EBponbl coctaBnaet 0,7-3 cnyyan Ha 100 TbicAY YenoBekK B
rog [6, 7]. CP2C conpsKeH C BbICOKOW CMePTHOCTbIO — OT 15 go 40% [6]. Jle-
TanbHOCTb 3a NepPBbIN rofg y naumneHToB, nepeHecwmnx CP3C, npnmepHo 35%
[7]. DnutenbHbin 3C accoummpoBaH C BbICOKMM YpOBHEM MocneayioLlein
nHBanugmsauun. CPIC yacTo NPMBOAUT K Pa3BUTUIO WIN 3HAYUTENIbHOMY
YCYry6eHuIo yxKe NMEILWMXCA KOFTHUTUBHbBIX 1 MOTOPHBIX HapyLieHui [5].
Takxe CTOUT OTMETUTb, YTO BeAieHNe NaLneHToB C TPyAHOKYpabenbHbiM IC
ABMAETCA BbICOKO3aTPATHbIM N1 CUCTEMbI 3paBOOXpaHeHus [8].

Mogxopbl K Tepanum cyneppedpakTepHOro snuaenTu4ecKkoro cra-
Tyca

Mpwn oTcyTCTBUM TepaneBTUUYeCKOro 3bdeKkTa OT MPUMEHeHNA CPpefCcTB
nA BHYTpUBEHHOro Hapko3a JC cumTaeTca cyneppedpakTepHbim. na Ky-
nupoBaHuA CP3C npumeHAeTCA Kak MefMKaMEHTO3HOe, Tak U HemeanKa-
MEHTO3HOe NleyeHue. /13 npoTMBOINMAENTUYECKNX NEKAPCTBEHHbIX CPEACTB
(M311C) npepgnouteHne otaaetcsa peHobapbuTany. [Ana kynuposaHua CPIC
¢beHobapbuTan NPUMEHSETCA B [03aX, 3HAUNTESIbHO MPEBbILALWMX CTaH-
JapTHble TepanesTuyeckue [11]. MprmeHeHne deHobapbrTana nossonsaert
KypvposaTb npumepHo 80% cnyyaes CP3C [12, 13]. Takxe B neyeHnn CP3C
HawnM npumeHeHve obesbonuBalollee CPeACTBO KeTaMuH — 3ddeKTnB-
HOCTb OKOJNIO 65%, aHTMKOHBY/bCAHT nepamnaHen — 3¢PpeKTMBHOCTb O
40% [15,17,18].

B cnyuae aytommyHHoro reHesa CP3C, o6ycnoBneHHOro, Hanpumep,
HMIA-3HUedannTom, ycnelwHo npumeHAeTcA ropmoHanbHasa Tepanua [19].
MMMyHOCynpeccBHOE neyeHne No3BOSIAET ObICTPO B3ATb NOA KOHTPOSb
cucTemMHoe 3aboneBaHve Y HUBENNPOBATb €ro KIIMHUYECKne NposBneHUs,
B TOM uncne n Kynuposatb CP3C, ABnaowmnca cnegcrerneM ayTommMmMyHHO-
ro sHuedanuta.

Ha ceropHAWHMN MOMEHT eCTb HECKONbKO paboT, onucbiBaloWwmx npu-
MeHeHMe NIeKapCTBEHHbIX CPEACTB ANIA MHIanAUMOHHOIo HapKo3a npu ne-
ueHun CP3C [20, 21]. B 6onblIMHCTBE C/lyyaeB Npu NPUMEHEHWUU UHrans-
LIMOHHOrO HapKo3a KYNMMPOBanmnCb Kak KNUHnYeckre npoasneHuns 3C, Tak n
3NUNenTMYeckas akTMBHOCTb Ha J3I. Mpw 3Tom y nogaensioLiero 60bLUINH-
ctBa nauymentoB CP3C peumamBupoBan nocsie OTMeHbl MHraNALNOHHOIO
HapKo3a. Mlcxoaa 13 3Toro, UHranALMOHHBIM HAPKO3 MOXKeT 6blTb BpeMeHHO
NprYMeHeH, 4Tobbl NPeAOTBPATUTL XKU3HeyrpoxatoLwue ocsioxkHeHna CPIC,
TaKue KakK BbI3BaHHbI MbILLEYHBIMU CNa3mamu pabaomuonus.

MepcnekTuBHbIM HanpaBneHnem B fieyeHnn CPIC ABnAeTca Henpoxum-
pypruyeckoe BMellaTenbcTBo. «/geanbHbiM MaLMEHTOM» AN Hepoxu-
pypruyeckoro neuyeHus apnaetca nayneHT ¢ CP3C, 06ycnoBneHHbIM CTPYK-
TypHoOI natonoruei. Pesekumna dokyca snnnenTmyeckom akTMBHOCTU WUn
ONCKOHHEKUMA NO3BONAIT pajnKanbHO NoBNMATb Ha TeyeHne CPIC, npu-
MepHO y 60-70% nauuneHTOB JOCTUraeTca pemuccua [22, 23],
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MpaKTnyecknin NHTepec Bbi3blBaET NPUMEHEHWE TMNOTEPMUM ANIA Nleve-
HUA MeAnKaMeHTO3HO-pe3ncTeHTHoro 3C. Ha ¢oHe CHIKeHUA TemnepaTy-
pbl TeNa NPOUCXOANT akKTNBaLUA MEXAHN3MOB, B3blBalOLLMX OXPaHUTENIbHOE
TopMmoxeHue B LIHC, conpoBoxpatoweecsi CUnbHbIM NPOTUBOCYAOPOKHbBIM
1 HeponpoTeKTOpHbIM 3P dekToM. CHUXKEHME TemnepaTypbl Tena Yenose-
Ka fo 33 °C npumepHo B 60% Kynunpyet CP3C, a npu nocneayioLiem otorpe-
BaHuu -y 7,5% CP3C peuunansupyet [25].

KeTtoreHHaa gueTta npu neyeHun cyneppedpakrepHoro snunentu-
yeckoro craTtyca

Mpw Hannuum 6onbLIOro CNeKTPa NeKapCTBEHHbIX CPEACTB, a TaKXe Bbl-
LIeYNOMAHYTbIX HeMeAMKaMEHTO3HbIX CNOCOOOB NO-MpPeXHeMy akTyanbHO
nprumMeHeHne KetoreHHon gueTsl (KO) ana kynuposaHua CP3C. [ineTtoTepa-
nna ABAETCS NepBbIM M3BECTHbIM YeNIOBEUYECTBY CMOCOOOM NIeUeHUs M-
nencuun. KI1 Kak meTog neuyeHus anunencumn 3b¢oeKTVBHO NPUMEHsNach B
Hauane 20-ro BeKax 1 yTpaTuia CBOK NONYNsSPHOCTb B 3MOXY U3obpeTeHns
MN3JC. MNosTopHbIN UHTepec K K[ noasunca B 80-x rogax NpoLwnoro Beka,
Koraa cTana ouyeBupHa npobnema papmakopesUCTeHTHON SNUAencun: Npu-
MepHo Y 30% naumeHToB Ha poHe npuema M3J1C KOHTPONb Haa NpunNagKkamm
He 6bl1 JOCTUTHYT. B Hawm aHW Hanuuue y K[l OCTOBEPHOro NPOTUBOCYAO-
poxHoro 3¢ddeKTa He Bbi3blBaeT COMHeHMI: Npuem K[ no3Bonser gocTnub
CHUXEHMA YacToTbl NPUNaaKos Ha 50% NprYMepHO y NONOBKHbI NaLMEHTOB,
ay 10-15% pocturaetca ctonkaa pemunccuma [26]. K[ peannsyeT cBon npo-
TUBOCYAOPOXHbIA NOTeHUMan NocpeCcTBOM U3MeHeHNA obMeHa BellecTs
nauuneHTa: OCHOBHbIM AEMCTBYIOLMM Hayanom ABMATCA KETOHOBble Tena
(B-rmapokcnbyTrpar, aueToaLeTaT 1 aLeToH), OKa3blBatoLye CBOV NPOTUBO-
Cy#OPOXHbBIN 3bPeKT B CHEprr3me Co CBOOOAHBIMM XXMPHbIMU KACIOTaMU,
B 0COBEHHOCTU C NMOMAMHEHACHILEHHBIMU XXUPHbIMU KACIIOTaMUN N CHUXEH-
HbIM YpoBHeM rnnkemum [27]. CunTaeTca, 4To U3MeHeHNA B OOMeHe BeLLecTB
Ha ¢oHe K1 cnocobHbl akTUBMPOBaTb Kak Toukn npunoxernua M3J1C, Tak n
PALA SHAOTEHHBIX MPOTUBOCYAOPOXKHbBIX peakLuiA, 60NbLUMHCTBO 13 KOTOPbIX
BCe elle He AOCTYMHbl coBpemeHHOoN dapmakonoru [27]. NMepecTtpoiika 06-
MeHa BellecTB OCYLLeCTBAETCA NPU NOMOLU KapAMHaNbHOro U3MEHeHUs
coctaBa nuwy naymenTa: B K[l oCHOBY COCTaBRAIOT »Mpbl, NOTpebneHne
YrNeBOAOB Pe3KO OrpaHUuYMBaEeTCA, a KonmyectBO 6efika COOTBeTCTBYeT
MWHUMAsNIbHO HeO6XO0AMMOMY YPOBHIO [28]. YBenuueHne KonuyecTsa Xu-
pOB B paLuoHe byaeT ycunuBaTb NpOTUBOCYAOPOXHbIN 3bdpekT KM, Ho npu
3ToM OyfeT Bo3pacTaTb Harpy3ka Ha OpraHvi3M nauuveHTa ¥ 3HaYUTENIbHO
CHMXATbCA KyNMHAapHOe pa3Hoobpasve pauuoHa. B ambynatopHon u cra-
LMOHapHOW MNpakTUKe AnA nevyeHus dapmakopesUCTEHTHOW Snunencum
Hanb6onee wupoko npumeHseTca KM 3:1, npeacrasnsiowas coboi paumoH
B KOTOPOM Ha 3 rpamma »npoB npuxoanTcs 1 cyMmapHbIii rpamm 6enka u
yrnesofos [28]. Mpwn neuenun CPIC Bo3moxHO npumeHeHune K[ 4:1 n 5:1,
JaHHasA BbICOKOXMPOBas CMeCb BBOAWTCA Yepe3 Ha3oracTpanbHblii 30HA. B
HacTosLLiee BPEMA MMEETCA HECKObKO paboT, ocBelyatowwmnx neyeHns CPIC
y feTei c npumeHeHnem K (cm. Tabnuuy) [29, 31].

B paHHbIX paboTtax K[l 6bina npoaeMoHCTprpoBaHa Kak 3GpdeKTBHbIN
meTon neuveHus CP3C, conpoBoXAaoWniACa TPaH3UTOPHbBIMY NMOOGOUYHBIMU
addekTamu, He NPeACTaBAAOWUMY CJIOKHOCTW ANs OTAENeHNsA peaHnma-
uun.
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XapakTepuctuka nccnegosaHuii neyeHna CPIC c npumeHneHnem K

lop 2010[29] 2016 [31]
MNauneHTb letn B3pocnble

MNpogonxuntenbHocTb CPIC Ao Ha-

vana K[l 23 aHA 20,4 oHA

Y 7 n3 9 naumneHToB npekpa- | Y 9 n3 10 nayneHToB NnpekpaTuica
OdbEKTUBHOCTD NleveHns u pekp u pexkp

Tunca CP3C CP3C
Cpepnee Bpemsa npuema K[ go npe- j
KpatueHna CPIC 4,8 AHA 7 pHen
Mo6ouHble 3¢ deKTbI HeT faHHbIX B CTaTbe 1 cnyyaii BbipaxxeHHoOro meTabonuye-

CKOro auungosa (ketoaumaos)

Characteristics of the studies of treatment of SRES using KD

Year 2010[29] 2016 [31]

Patients Children Adults

Duration of the SRES before the start of the KD 23 days 20,4 days

Treatment effectiveness In 7 out of 9 patients, SRES stopped In 9 out of 10 patients, SRES stopped

Average time of KD before termination of SRES 4,8 days 7 days

Side effects No data in the article 1 case of severe metabolic acidosis (ketoacidosis)

MprmeHeHne K[ ana neyeHna snunencmMm HeBO3IMOXXHO 6e3 perynsp-
HOrO MOHUTOPWHIA YPOBHEWN KETOHOBbIX TeN 1 roKo3bl B Kposu. [Ana KA
YCTaHOBJIEHbl YPOBHM MeTabonnyecknx MokasaTener, nosponswowye fo-
CTVYb KOHTPONA Hapg NpunagKkamu: COAepPKaHne KETOHOBbIX TeNl B KPOBM
>3 MMONb/N, CopepKaHme rMoKo3bl B KpoBu <4,2 mmonb/n [33]. MpuHaTo
onpenenATb YPOBEHb KETOHOBbIX TeN B KPOBY Nepes 3aBTPaKOM U Y>KUHOM,
a ypPOBeHb [10KO3bl B KPOBM Nnepef KaxabliM Npremom nuLn.

[lanee mbl NpuBoOAMM COHBCTBEHHDIV OMbIT NPpUMeHeHNns K[ ana neyeHma
CP3Cy aByx peTen — AeBOYKM CEMU NIET U ManbyrKa YeTbIpex J1eT.

B KJIMHWYECKWNE HABJTIOOAEHWA

MaumeHT N2 1

MaureHTKa — feBoYKa B BO3pacTe cemu feT, 6e3 OTArowweHHON Hacnes-
CTBEHHOCTU NO 3MNWMENCUMU; aHaMHe3 POXAEHUA, Pa3BUTUSA, KU3HU, a TaKKe
HeBpOJSIOrMYecKuin ctaTyc Ao febiota nprnaakos 6biin 6e3 ocobeHHoCTel.
MaureHTKa B TeueHue Tpex AHel nepeHocuna MHGEKLUMIo HeyCTaHOBEeH-
HOW 3Tmonoruu, conposoxpatowytoca nuxopagkon go 39 °C. B teyeHme
HeCKONbKUX [Hel nocsie MpekpalieHna NUXOpafKku 1 Hopmanvsauun
obLiecomaTyeckoro cratyca pogmTeny nauveHTKM OTMETUN MNosABEHNE
onepKyNAPHbIX 1 NPUCTYNOB C BEPCHEN FOMoBbI 1 a3, anbTepHupyiolme
reMMKOHBYNbCMBHble. HauaT npuem Banbnpoata HaTpuA. C yyeTom oTpu-
LlaTeNbHbIX Pe3yNbTaToB BUPYCONOrMYEeCcKoro U 6akTepruonornyeckoro nuc-
CnefoBaHUA KPOBY M JIMKBOPA, @ TakXKe OTCYTCTBUA BOCMANUTENbHbIX U3-
MEHEHUIA B KPOBU 1 NIMKBOPE, KIMHMYECKas KapTuHA 3aboneBaHusa Obina
TPaKTOBaHa B KOHLeNUMU ayTOUMMYHHOTo 3HuedannTa, npoBeieHo CooT-
BETCTBYlOLLEe NeyeHne: Nynbc-Tepanua roKOKOPTUKOCTEPOUAAMU 1 BHY-
TPMBEHHBIM UMMYHOTN06yNMHOM. B TeueHne aeBATY AHelr oT aebiota npu-
cTynos pa3sunca 3C, noTpeboBaBLUMIA BHYTPUBEHHON TUTPaLMW TUOMEHTa-
Nla HaTpPMA 1 NepeBoAa NaLUMEHTKN Ha NCKYCCTBEHHYIO BEHTUALMIO NETKKX.
K neueHuto 6binv fo6asneHbl peHobapbuTan u neseTrpaveTam. MonyyeHsbl
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oTpuuaTenbHble pesynbTaTbl NCCIIEAOBaHUN, HaNPaBeHHbIX Ha NOUCK Ma-
paHeonnacTyeckoro unm aytoummyHHoro nopaxkenuna LIHC. Mpu 3tom no
AaHHbIM MPT ronoBHOro mo3ra Kak B OCTPbll Nepuog, Tak 1 NPy Nocneayto-
LLieM KOHTpose He 6blfio 06Hapy»KeHO n3MeHeHuIA. Yepes Tpu AHs OT Havana
3C 1 MeKaMeHTO3HOW KOMbI MOMbITKA NpekpaTuTb BBeAeHWEe TMoneHTana
HaTpuA, HecmoTpA Ha npuem Tpex MN3J1C, okaszanacb HeycnewHon — B Teye-
HMe HeCKONbKUX YaCcoB BO30OHOBUANCH GOKasbHble MOTOPHbIE NPUMNAAKU C
nocneaytoLen reHepannsauunen. BollueonncaHHaa oTpuuatenbHasa AUHaMM-
Ka 6bls1a OTYEeTIMBA BUAHA Ha UKTanbHou 33T (puc. 1, 2).

B cuny otcyTcTBMA 30 PEKTMBHOCTM OT NPOBOAUMON TEPANUM Ha LIeCTble
cyTKu oT Hauyana CP3C 6bina nHnummposaHa K 4:1. MockonbKy naumneHTKa
HaxoAunacb B MeAVKAaMEHTO3HON KOMe, NMUTaHne OCYLLeCTBAANOCh Yepes
Ha3oracTpanbHbI 30HA. Kak 1 B 60onblunHCTBe cilyyaeB KynuposaHua CPIC,
KO npepcraBnana 3 ceba «<hand made» pauyunoH, co3gaHHbIf 13 06bIYHbBIX
NPOJYKTOB: CMeTaHbl BbICOKOW »KUPHOCTM N FOTOBbIX MOHOKOMMOHEHTHbIX
OBOLUHbIX Mope AnA AeTtckoro nutaHuA. CMeTaHa BbICTynuia B KayecTse
OCHOBHOIO UCTOYHVMKA XMPOB 1 6enKoB B paLMOHe, a OBOLLHble Mope 13
Kabauka, 6efloKoYaHHOI KanycTbl U B6poKKonM obecneunnu ctabunbHoe
MOCTyrn/eHe YrNeBOAOB C HU3KUM TIMKEMUYECKMM MHAEKCOM. [ina cTa-
O6UNBbHOM BbIPAaOOTKM KETOHOBBIX TEN 1 NpefynpeXXaeHns pasBUTUS rino-
rMKeMUN BECb PaLMOH Obln pa3feneH Ha YeTbipe OfUHAKOBBIX MO CBOEN
NULWEBON N dHepreTMYecKkon cocTaBndAwWwen npuema nuwn. MNonyyeHHas
«CMEeTaHHO-OBOLLHaA CMeCb» Pa3BoAMIacb HEOH6XOAVMMbIM KONIMYECTBOM UK-
CTOW NUTbEBOW BOAbI C yYETOM CYTOUHOW NOTPEOHOCTY B XKMAKOCTH. 1N 06-
JleryeHnsn nepeBaprBaHnA abCONIIOTHO HOBOW MO COOTHOLLEHWIO HYTPUEH-
TOB MULLU MPUMEHASIN NaHKpeaTndyeckne GepmeHTbI. YKe B TeUeHre NepBbIX
yacoB 6bIno 3adprKCUPOBAHO yBENMUYEHNE YPOBHSA KETOHOBBIX TeN B KPOBY,
B TeYeHne ABeHaauaTh 4acoB AOCTUIHYTHI LiefieBble YPOBHW KETOHEMUM Y
rnmkemun. Ha BTopble cyTkn oT Hayana K[ CP2C 6bin KynupoBaH.

Puc. 1. 33I-naTTepH ¢poKanbHOro NpucTyna B BuAe Nonnucnaiikos, cnaiK-BoOIHOBbIX KOMMJIEKCOB,
NcxXopALMX N3 3aiHEBUCOYHO-TEMEHHbIX OTAENO0B NPaBoro noaywapus

Fig. 1. EEG pattern of a focal seizure attack in the form of polyspil pil compl originating from the posterior-parietal regions
of the right hemisphere
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Puc. 2. 33I-naTTepH $oKanbHOro NpuCTyna, NPoAOHKEHNE: pacnpocTpaHeHue SnnnenTudopmHONM
AKTUBHOCTM Ha NPaBYI0 CPeHEBNCOYHYIO 06nacTb

Fig. 2. EEG pattern of a focal seizure attack, continuation: spread of epileptiform activity to the right mid-temporal region

MaureHTKa Haxogmnacb B OrfyLIEHHOM COCTOAHUU, B KOHEYHOCTAX OT-
MeyYanucb MUHMMasbHbIE HelenleHanpaBieHHble ABUKEHNA, He COMPOBO-
xpawowmeca sanmnentTndopmMHON akTUBHOCTbIO Ha D3I Ha ueTBepTble CyTKN
oT Hauana K[ nauyueHTKa 6bina nepeBefeHa U3 OTAeNEHUS peaHuMaummn B
JeTcKoe HeBponornyeckoe otaeneHune. B teyeHne nocnepgytowen Hegenu
NMOCTENEHHO BOCCTAHOBWICA aKT [NIOTaHUA U »KeBaHus, 6bin yaaneH Haso-
ractpanbHbIi 30HA. MprcTynbl Cyaopor He BO30OHOBAANUCDH, MONOXUTENb-
Hble N3MeHeHNA B KNUHNYECKOIN KapTUHe Gbinv MOATBEPKAEHbI pe3yrbTaTa-
Mu 33 B AnHamMuKe (puc. 3).

Puc. 3. 33T Ha 20-e cyTKM NpeKpalieHna IC: BbipaXkeHHoe 3aMeAJ1eHe OCHOBHOI aKTUBHOCTU GOHOBOI
33r. YactoTa ocHoBHOro putma 3,5-4 'y. 3amepieHe OCHOBHOFO pUTMa - MapKep 3Huedanonatumu,
cnepcTeune nepeHeceHHoro CP3C n anntenbHOro Hapkosa

Fig. 3. EEG on the 20th day of ES discontinuation: marked deceleration of the main activity of the background EEG. The frequency of the main
rhythm is 3.5-4 Hz. Slowing of the main rhythm is a marker of encephal hy, ac e of SRES and long-term anesthesia
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Puc. 4. AnddysHoe 3ameanieHne KOPKOBOIN pUTMUKN. YacToTa OCHOBHOro putma 6,25-6,5 I'u.
Mepuopnyeckoe 3amepsieHne B NPaBoil 3aiHEBIICOYHO-TeMeHHOII o6nacTtu. Mo cpaBHeHMIO ¢
npeabiayuweir 331 - yBennyeHune 4acToTbl OCHOBHOrO puTMa

Fig. 4. Diffuse deceleration of cortical rhythmics. The frequency of the main rhythm is 6.25-6.5 Hz. Periodic deceleration in the right
posterior-parietal region. In comparison with the previous EEG - increase of the frequency of the main rhythm

Ha pBapuatble cyTkn oT Havan K[ naumeHTKa 6bina BbinucaHa JOMON.
B TeueHune nepsbix mecAueB nocne npekpateHna CPIC y geBoukmu nocre-
NeHHO BOCCTAHOBMINCH Peyb, MUHNMAaJIbHbIE HaBbIK/ ONPATHOCTUN 1 CaMo-
obcnynBaHWA, NOBEAEHYECKME HapyLIEHNA AOMUHPOBANN Haf KOTHUTUB-
HbiMK. Ha 33T, BbINONHEHHOM Yepe3 6 MecsALeB OT Hayana neyeHus, bbina
3aduKCcMpoBaHa CTorKas NoNOXUTeNIbHa AMHaMUKa (purc. 4).

B maHHOe Bpemsi CPOK HabnoaeHnsa 3a MauUMEHTKON COCTaBnseT ABa
rofa: CoxXpaHAeTcA UCTOLWAeMOCTb BHUMaHUA U 3MOLMOHaNbHas nabusnb-
HOCTb, leBOYKa 0byuaeTcs Ha gomy. MNauneHTKa npogonxaet nonyyatb K[,
HO yXe B COOTHowWeHun 3:1, anuaencna HaxoanTCA B CTONKON PeMUCCUN.
JaHHbI cnyvail MOXHO OTHECTU K OYeHb 61aronprATHbIM UCXOAaM Takoro
rpo3sHoro coctoaHma, kak CPIC. K[l 6bicTpo Kynuposana CP3C, yto no3Bso-
NuNo NpepoTBPaTUTb KaTacTpoduryeckue nocnecnosus ana LIHC.

MauyneHT N2 2

MaureHT — ManbyvK B BO3pacTe YeTblpex JieT, 6e3 OTAroweHHo Hacnes-
CTBEHHOCTM MO 3NUENCUMW; aHaMHE3 POXAEHUA, Pa3BUTUA, XKN3HU, a TaKXKe
HEeBPOJIOrMYECKUiA CTaTyC Ao AebioTa Npunagkos Obiny 6e3 ocobeHHoCTel.
[Je6ioT NpvnagKoB NPou3oLWen CnycTa TpY OHA OT Hayana HeyCTaHOBJEH-
HOW MHEKL MM, CONPOBOXKAABLLENCA NMXopaaKkon fo 38 °C 1 KaTapasbHbIM
cuHapomoM. Y nauueHTa 6bin onepKynsapHble, remrdaLmanbHble U NpaBo-
CTOPOHHME FeMUKIIOHNYEeCKMe MpUnagkn ¢ TeHAEHUMEN K nocnepytolen
reHepanvsauum M cTaTycHomy TeuyeHuto. Ha ¢oHe npumeHeHUA cpeacTs
ONA BHYTPVBEHHOrO HapKo3a Mpunagky Obln KynMpoBaHbl, OQHAKO CO-
XpaHAanacb anunenTnyeckasa akTMBHOCTb Ha 33I, Tak Ha3blBaemblil Heccy-
JOPOXHbIN INMAeNTUYeCcKunin ctatyc. locne oTMeHbl cefaummn NPUNagKN pe-
unamsmpoBanu. BegeHve naymeHnTa 6bino 3aTpyAHEHO pa3BUTMEM CEMCUCA,
yXyZLeHeM NEPUCTANBTUKM KMLLEYHKKa U pa3BuTeM Tpombo3a. basucHan

388 "Pediatrics. Eastern Europe', 2021, Volume 9, Number 3

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPXAHUIO




0630pbl. Nlekunn [

NPOTVMBOCY[OPOXHAA Tepanua 13 BanbnpoaTta HaTpUA 1 NleBeTMpaLeTama
He pjana TepaneBTuyeckoro 3ddekTa. 3ameHa neBeTmpaLeTama Ha Tonu-
pamaT 1 BBefeHVe B Tepanuio BbICOKMX A03bl PpeHobapbuTana okasanu
YaCTUYHBIN TepaneBTUYeCcKUi 3PdEKT: BM3yanbHO CHM3UNACh YacToTa U
WHTEHCMBHOCTb NPWNAaAKOB, YAANnocb CHU3UTb A03Y, a B AallbHENLWeM 1 OT-
MEHUTb HapKO3HOe BeLecTBo. Ha cxeme Banbnpoat HaTpuA + Tonupamar +
deHobapbuTan no-npexHeMy COXpPaHANCA CTaTyC $OKanbHbIX MOTOPHbIX
NPUNaaKoB: onepKynsapHble, remudaumasnbHble U peakne reMMKnoHuye-
cKkme npucTynbl. CeMMonorva NnprnagKkos Halljla CBOe OTPaXKeHMe B AaHHbIX
nkTanbHou I3I (pwuc. 5).

Cnycta 41 geHb ot aebiota CPOC no npuymHe HeaoCTaTouHON 3ddek-
TUBHOCTW MefuKaMeHTO3HOW Tepanuu 6bina nHmuumnposaHa KA. MauveHT
nonyyan K[l B cooTHoweHun 4:1, 6bina ncnonb3oBaHa rotoBas cMecb A
30HA0BOro KopmneHua. Cyxasa CTaHOApTU3NPOBaHHaA CMeCb ANA KeTOreH-
Hol gueTbl 4:1 3HaUMTENbHO YNPOCTMIIA MPOLECC OpraHu3aLun gretotepa-
Ny 1 ABMNacb 60NbLWMM NOACNOPLEM B BEAEHUN PeaHUMALMOHHOMO Ma-
LMeHTa. Yke B TeueHue nepBbiX CyTOK 6b1n0 3adUKCUPOBAHO yBeNnYeHne
YPOBHSA KETOHOBbIX Te/l B KPOBU, @ Ha TPeTbU CYTKM 6bliv AOCTUTHYTHI Lie-
NeBble YPOBHU KETOHEMUU 1 riuKkeMumn. Ha cefibmble cyTKM OT Havana K[
1 YeTBepTble CYTKM OT BbIXOZA Ha LiefieBble YPOBHU METaboNMUYeCcKux rnoka-
3atenen CP3C 6bin KynupoBaH. BusyanbHoe oTcyTcTBUe Npunagkos 6bino
nogTeepxaeHo v daHHbiMu I3 K coxaneHwuto, gnutenbHblnt 3C 1 BbIHYX-
JEHHbIN UM NpYem HapKO3HbIX CPefACTB NpUBeNY K KatacTpoduryeckum no-
cnefcTBuAM. PebeHoK, 300p0oBbIli Ao AebloTa Nprnafkos, Boiwen n3 CP3C
B BEreTaTMBHOM COCTOAHMM. TAXECTb HEBPOMOrMYECKOro CTaTyca naumeHTa
KoppenupoBasna ¢ faHHbIMU HelipoBu3yanusauuu. O6HapyxeHa aTpodus
KOpbl, MaKCMasibHO Bblpa)eHHas B NOOHbIX U BUCOYHbIX JONAX FONOBHOIO
MO3ra, obpallaet Ha cebA BHYMaHMe yMeHbLUeHVEe pa3mMepoB MMnnoKamnos
C ABYX CTOPOH (puc. 6, 7).

Puc. 5. 93I-Koppenat ¢poKanbHOro NpucTyna B BUAE OTKIOHEHUA rMa3HbiX AGNIOK BBEPX 1 B/IEBO, JIETKNX
KNTOHWI B NeBoli KNCTU. IKTanbHbI NaTTepH NpefcTaB/ieH CnalikoBoil akTUBHOCTbIO B NPaBoii I06HOI
o6nactu, F8-F4-Fp2

Fig. 5. EEG correlate of the focal attack in the form of deviation of the eyeballs up and to the left, light clonium in the left hand. The ictal
pattern is represented by spike activity in the right frontal region, F8-F4-Fp2

«Mepnatpus. BoctouHas EBpona», 2021, Tom 9, Ne 3 389

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPXAHUIO




[pumMeHeHVe KeToreHHON aneTbl ANA KynnpoBaHUA cynepped)paKTepHoro anunenTnyeckoro ctatycay neten

Puc. 6. laHHble MPT ronoBHOro mosra Ha TpeTby CyTKM 1 CNyCTA MecAy oT Hayana CP3C,
FOpPN3OHTaNbHbIN cpe3

Fig. 6. MRI data of the brain on the third day and in a month after the start of SRES, horizontal section

B naHHOe Bpemsa cpok HabnoaeHUa 3a NauueHToM CocTaBafeT 6 mecs-
ueB. CoxpaHAeTCA PeMUCCUA, ManbynK NonyyaeT KOMOUHMPOBAHHYIO NPO-
TUBOCYAOPOXHYIo Tepanuio u K[ 4:1. MNpwu 3Tom yaanocb CHU3NUTb J03Y de-
HobapburTana Ha 50% OTHOCUTENIbHO UCXOAHOMN. MaLUneHT HaxoaUTCA fOMa,
NpoLLen HECKONIbKO KypcoB peabunutaumm. OTMEeYeHO nocTerneHHoe BOC-
CTaHOBJIEHVE MOTOPUKIM 1 KOTHUTUBHBIX GYHKLNIA.

Puc. 7. JaHHble MPT ronoBHOro mosra Ha TpeTbu CyTKM 1 CNyCTA mecAy oT Hayana CP3C, BepTuKanbHbii
cpes

Fig. 7. MRI data of the brain on the third day and in a month after the start of the SRES, vertical section
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B OBCYXIOEHWE

B aHrnoAsblyHOM MeAnUMHCKON nuTepaType, NOCBALWEHHOWN leYeHuto
NaLmneHTOB C MHCYNbTOM B OCTPOM Meproge, 4acTo BCTPeYaeTcA NoroBopka
«Time is Brain», nogpa3symeBatowyas nog coboi To, YTO YeM paHbLLe naum-
eHTy GyfeT oKka3aHa crneumnanu3npoBaHHas NMOMOLLb, TEM HKe ByaeT prck
NEeTanbHOr0 MCXofa WM MOCNefyiolWero HeBposornyeckoro geduumta.
AHanorvnyHyo napannenb MOXHO nNposecTn 1 B cnydae ¢ CPIC. MNponoHru-
poBaHHasA anunenTnYeckan akTBHOCTb BKYMe C BbIHYXAEHHOW elo NoTpe6-
HOCTbIO B BbICOKUX 403aX HAapPKO3HbIX CPeACTB rybutesibHO CKa3blBaeTcA Ha
HelpoHax, B 0CO6eHHOCTU y AeTel. B cpegHem nocne npekpatieHnsa CPOC
16% peTen nepexodaT B BeretaTyBHOE COCTOAHUE, Y 12% ocCTaloTCA Bblpa-
MeHHble KOTHUTUBHbIE HAaPYLUEHNA, MPUYEM MeXIY NPOJOIKUTENbHOCTbIO
CP3C n TAXKECTbIO MOCNEACTBMI MPOCNEXMBaETCA NpAMasn cBA3b [34]. B npu-
BEAEHHbIX HaMW KINMHMYECKIMX CITyuasnx TakKe BuAHa nogobHas 3akoHomep-
HOCTb. B BOCTYMHbBIX HayuHbIX NybnvKaumnax 3¢GeKTBHOCTb MPUMEHEHNA
KL ana kynuposaHuna CP3C 6bina B AranasoHe 75-90%, YTO MOXHO oLe-
HWTb Kak oueHb xopolunii pe3ynbTat [29, 31]. Haw cobcTBeHHbIN OnbIT Npw-
MeHeHna K[ ana KynupoBaHMA YCTOMYMBOTO K NledeHunto OC Toxe cBuge-
TeNIbCTBYET O BbICOKOM TeparneBT1YeCKOM noTeHunane metoga. Bece Bbiwe-
nepeyncneHHoe feMoHcTpupyeT, uto K[l cnepyet pacueHmBaTb He Kak last
resort option, a Kak cpefcTBO Bblbopa B KynunposaHuu CPIC y naumeHToB
[LeTCKOro BO3pacTa, NpryemM nogobHoe neyeHne AOMKHO ObITb MPUMEHEHO
KaK MOXHO paHblLue.

B 3AKJTIOMEHUE

HecmoTpsa Ha Bce MHOroobpasue nekapcTBEHHbIX CPEACTB, Nepcnek-
TUBHbBIM HanpaBfieHMEM ABNAETCA NPUMEHEHNE Takoro HeMeauKaMeHTO3-
HOro metopa neyenus, Kak KA. [laHHbIA anbTepHaTUBHbIA MeTOA fleyeHuna
peanusyeTt CBON TepaneBTUYECKMIA NOTEHLUMNaN, BO3AENCTBYA Ha SHAOrEH-
Hbleé NPOTMBOCYAOPOXHbIE peakumn, YacTb U3 KOTOPbIX BCe elle He noa-
BIaCcTHbI dapmakonoruu, 1 No3BonsAeT 4o6UTbCA ycnexa Tam, Fae okasanacb
6eccunibHan Knaccuyeckas MeauumHa. YUnTbiBas, Yto NpoAoIKNTENbHOCTb
CP3C 3HaunTenbHO BAMAET Ha NocsiefyloLlee COCTOAHME NauneHTa, Leneco-
06pa3Ho paHHee NpuMeHeHne K.
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Ocob6eHHOCTN HeOHaTaNbHbIX npncTtynos
Y HEQOHOLWEHHDIX neten

Features of Neonatal Seizures in Preterm Infants

Peslome

HeoHaTanbHble cynoporu — 3To BO3pacT3aBUCKMble MPUCTYMbl, Pa3BMBaloLLMECA OT POXKAEHUA
110 28 AHel XN3HW y [JOHOLIEHHbIX HOBOPOXKAEHHDBIX 1 OT pOXAeHUA Ao 44- Hefenw rectaumm y
He[lJOHOLUEHHbIX JeTel U NpeAcTaBsaioLwme co60i NOANITUONOTMYECKUA CUHAPOM LiepebpasnbHOM
ancdyHKUMM neproga HoBopoxaeHHOCTH. [1o 90% cnyyaeB STVONOrUA Pa3BUTUA TaKMX NPUCTYMNOB
HOCWT CUMNTOMaTMYECKUI XapaKTep. YacToTa HeoHaTanbHbIX NPUCTYNOB cocTaBnsaeT 1-5 cnyyaes
Ha 1000 fOHOLEHHbIX HOBOPOXAEHHbIX N 57-132 cnyyaa Ha 1000 cpean HeAOHOLWEHHbIX. Puck
CMepPTHOCTW Y HeAOHOLUEHHbIX AeTel ¢ cyaoporamu gocturaet 30%, Toraa Kak y [JOHOLIEHHbIX He
npesbiwaeT 16%. B knaccudumkauum HeoHaTanbHbIX MPUCTYMNOB BbIAENAIOT SNEKTPOKANHNYECKME
CyOoporu, Ana KOTOPbIX XapaKTepHbl KIMHUYECKNe NPOABNEHMA B COYETaHUN C UBMEHEHNAMN Ha
33[, n anekTporpaduyeckne NPUCTYMbl, NPOABAAIOLMECA INUAENTUOOPMHBIMY N3MEHEHNAMMN Ha
33l 6e3 accoumauymn € KAMHUYECKMMW NPOABREHUAMN (CyOKnnHMYeckne). HeoHaTtanbHble npu-
CTYMbl TONMMOPGHbI NO KNMHWUYECKMM 1 311eKTpo3HLUedanorpadnyeckum npoAaBieHUAM, MPU STOM
KIIMHNYECKNI XapaKTep NPUCTYNOB UMEeEeT 3HaueHve B Bblbope HanpaBieHns NoMcka BO3MOXKHOM
3Tronorun. InarHoctnyeckas cxema HeoHaTasnbHbIX MPUCTYMNOB BKIIIOYAET B cebs onucaHve napok-
CU3MOB, NpoBegeHne I3[, oUeHKY Koppenauumn Mexagy KMMHUYeCKMMUN NPOABAEHNAMN 1N aHHbIMU
33l, ceMnoTnyeckyto BeprduKkaLmio npuctynos. Monck 3Tmonorum BkNoyaet B cebsa HeBponornye-
CKMIN OCMOTP, NabopaToOpHOE NCCNEROBAHME KPOBU U LLIEpebpOoCnMHaNbHOM XUAKOCTY, NpoBeaeHe
HenpoBM3yann3aLnmn N reHeTUYeCKoro NcciiefoBaHnA. AHanM3 3TUONOrMMN HeOHaTaNbHbIX NPUCTY-
NoB B COGCTBEHHOM UCCNe0BaHUN 47 HeJOHOLEHHbIX HOBOPOXAEHHBIX CO CPOKOM rectaummn 28—
36 Hefenb BbISIBWJI, YUTO BefyLUMy GpakTopamun pa3BUTHA CyAOPOr OblIv MMNOKCUYECKU-LLEMMYE-
ckoe nopexgeHue LIHC (31,9% cnyuaes), BHyTpuyTpobHas uHdekumsa c nopaxeHuem LIHC (23,4%),
BHYTpUKeNyAoUuKkoBoe Kposowu3nuaHue (21,3%). OctanbHble cnyyan 6Gbinv npepcTaBneHbl MeTa-
6onnueckummn HapylweHuamu (14,9%) n BpoxxaeHHbIMU nopokamu pa3suTma LIHC (8,5%). Cneuun-
duueckux cxem neyeHna OnNA HeOHOLLUEHHbIX HOBOPOXKAEHHbIX He pa3paboTaHo, ncnonb3yetca
STUOTPOMHAA Tepanus, HanpaBneHHad Ha KOPPEKLMIO NPUYMH CY[OPOr, U MaToreHeTnyeckasa B
BMAE Ha3HauYeHNA NeKapCTBEHHbIX NMpenapaTos, NOAABNALWMX CYAOPOXKHYI0 akTUBHOCTb LIHC.
KnioueBble cnoBa: HeoHaTasbHble NPUMNaAKN, HEAOHOLWEHHbI HOBOPOXKAEHHDIN, KNnaccubukaums,
neyeHue, anunencus.
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Abstract

Neonatal seizures are a polyetiological clinical syndrome reflecting cerebral disorders in the first
28 days of life in full-term infants and up to 44 weeks of post-conceptual age in premature infants.
The etiology of the development of up to 90% of cases of such attacks is symptomatic. The incidence
of neonatal seizures is 1-5 cases per 1000 full-term infants and 57-132 cases per 1000 preterm
infants. The risk of mortality in premature infants with seizures reaches 30%, while in full-term
infants, it does not exceed 16%. In the classification of neonatal seizures, electro-clinical seizures
are distinguished that are characterized by clinical manifestations in combination with changes
in the EEG and electrographic seizures manifested by epileptiform changes on the EEG without
association with clinical manifestations (subclinical). Neonatal seizures are polymorphic in clinical
and electroencephalographic manifestations, while the clinical nature of seizures is important in
choosing the direction of the search for a possible etiology. The diagnostic scheme of neonatal
seizures includes the description of paroxysms, EEG, assessment of the correlation between clinical
manifestations and EEG data, and semiotic verification of seizures. The search for etiology includes
neurological examination, laboratory examination of blood and cerebrospinal fluid, neuroimaging,
and genetic testing. Analysis of the etiology of neonatal seizures in our own study of 47 preterm
infants with gestational age of 28-36 weeks revealed that the leading factors in the development of
seizures were hypoxic-ischemic damage to the central nervous system (31.9% of cases), intrauterine
infection with damage to the central nervous system (23.4%), intraventricular hemorrhage (21.3%).
The rest of the cases was represented by metabolic disorders (14.9%) and congenital malformations
of the central nervous system (8.5%). Specific treatment regimens for premature infants have not
been developed; etiotropic therapy is used to correct the causes of seizures and pathogenetic
therapy is used in the form of prescribing drugs that suppress the seizure activity of the central
nervous system.

Keywords: neonatal seizures, preterm infant, classification, treatment, epilepsy.

HeoHatanbHble npuctynbl (HM) npefctaBnsioT coboi cepbesHyio Ava-
rHOCTMYeCKylo npobnemy AnA Bpauyeli-HEOHATONOrOB U Bpayeli-HEBPOO-
roB 13-3a HETUMWNYHOW U «CTEPTOM» KNUHNYECKOI KapTUHbBI U 0COBEHHOCTEN
NEKTPOKANHUYeCKoN Koppenauuu [1].

HeoHaTanbHbIli nepuop ABnaeTca Hanbonee ya3BUMbIM U3 BCEX Nepuo-
[OB XN3HW pebeHKa ANA pa3BuUTUA CyLOPOr, 0COGEHHO B nepsble 1-2 OHA
nepsou Hefenu nocne poxxaeHus. NpumepHo B 20-33% cnyyaes cynoporu
NPOVCXOAAT B NEPBbI AeHb XN3HK, a B 50% — B nepBble Tpu AHA [2]. He3Ha-
ynTenbHas YacTb NPUCTYNoB (He 6onee 10%) MOXKET UMeTb TPAH3UTOPHbIN
XapakTtep 6e3 ykasaHua Ha rpy6oe nopaxeHune LIHC 1 6e3 nocnepgyioleit
TpaHcdopmMaLmm B anunencuto (o6poKayecTBEHHbIE CEMelHbIE MPUCTYMbI
HOBOpPOXAeHHbIX). OaHaKo valle pa3BuTre HIyKasbiBaeT Ha cepbe3Hoe no-
BPEXEHME He3PesIoro Mo3ra 1 NpefcTaBnseT coboi HEOTNIOXHYI0 HEBPO-
NOrMYecKyto CUTyaLuio, TPebyioLLyo CPOYHON ANAarHOCTUKM 1 nedeHuns [3].

CoobLaemasn pacnpoCTPaHEHHOCTb M YacTOTa HeOHaTaslbHbIX MPUCTY-
MoB 3HAUMTENbHO BapbupyeT U3-3a PasfMynini B METOLONOMMN UccnefoBa-
HWUI 1 CNoco6oB uAeHTUOUKaUMM NapoKcM3moB. Hanprmep, aaHHble uc-
cnepfoBaHuMiA nokasbiBatoT, uto B CLUA vacTtoTta HIT coctaBnsiet 3,5 Ha 1000
MMBbIX HOBOPOXAEHHDBIX, MPY 3TOM Y HEJOHOLLUEHHbIX C OY€Hb HU3KOW Mac-
con tena (OHMT), meHee 1500 rpammoB, NokasaTtenb gocturaet 57,5 Ha 1000
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XKMBbIX HOBOPOXAEHHbIX, 4,4 Ha 1000 gnAa geTei C yMepeHHO HU3KOW mMac-
con Tena npu poxgeHuu (o1 1500 go 2490 rpammos), 2,8 Ha 1000 ana geten
C HopMarbHOI Maccon npu poxaeHun (bonee 2500 rpammos) [4]. B Kanape
yactoTta BcTpeyaemoctn HIM coctaBnsaet 2,6 Ha 1000 »KMBbIX HOBOPOXAEH-
HbIX, CPeAN HeLOHOLEHHbIX HOBOPOXAEHHbIX NokasaTenb yBennynBaeT-
cAa po 11,1 Ha 1000, a cpeaun peten C MacCon Tena Npu poXaeHUn meHee
2500 rpammoB — 13,5 Ha 1000 [5]. B BenvkobprTaH1m TONbKO Ha OCHOBaHW
KnnHuuyeckon Bepudurkaummn HM gnarHoctmposanuch B 4%, a C UCNOJb30-
BaHMEM aMMNIUTYAHO-MHTErPUPOBAHHON 3neKTpoaHLuedanorpadun (ad3r)
KONMMUYECTBO 3apMKCUPOBAHHBIX MPUCTYNOB YBenuumeanocb o 22% [6].
CBA3aHO 3TO C TeM, YTO 6OJIbLUMHCTBO MPUCTYMNOB Y HOBOPOXAEHHbIX NPOTe-
KaeT 6e3 TUMUYHBIX KNNHUYECKMX NPOABNEHNIA, U OHW MOTYT 6bITb pacnos-
HaHbl TOJIbKO C MOMOLLbIO 3N1eKTpo3HLUedanorpadum, KoTopasa He UCMosb30-
BasiaCb BO BCEX MCCNIEJOBAHMAX, MO3TOMY UCTUHHAA YacTOTa HEOHaTasIbHbIX
NPUCTYNOB MNOKa Bbl3bIBaeT ANCKYCCUN.

Ocobyto KaTeropmio HOBOPOXAEHHbIX MO BbICOKOMY PUCKY Cymopor B
HeoHaTaNbHOM Neprofae COCTaBAAIOT HeJOHOLWEHHbIe, Y KOTOpbIX a33I Mo-
XeT ObITb NOXKHOMONOXMNTENbHON B NaHe CyAOPOXHON aKTUBHOCTM FrONIOB-
HOro mos3ra [7], uTo co3faeT QONONHUTENIbHbIE CNOXHOCTY Npu BeprdmKa-
uunn grarHosa.

bonee Bbicokaa uyactota HIl y HefOHOLWEHHbIX HOBOPOXAEHHbIX MO
CpaBHEHUIO C AOHOLWEHHbIMU OByCnoBieHa MHOTMMU NPUYUHAMU, B TOM
yncne ocobeHHOCTAMU U oTAnumem B dyHKUMoHMpoBaHun LIHC. Tak, Ha
CTeneHb W XapaKTep MOBPEeXAEHVA FOSIOBHOMO MO3ra y He[JOHOLUEHHOro
pebeHKa OKa3biBalOT BVAHME MOPGOPYHKLMOHaNbHAA HE3PENOCTb, 0CO-
6EHHOCTM LiepebpOoBaCKYAPHON ayTOPErynaunm U CKIOHHOCTb K ee Obl-
CTPOMY HapYLUEHWIO, CHUKEHME aKTUBHOCTU aHTMOKCUAAHTHbIX CUCTEM 1
MeTabonnuecknx NPoLeccoB, 3HaUMTENbHbIN SHepreTuyecknuin aedbuunT n
HU3KNIA YPOBEHb MNacTUYeCKNX NPOLIECCOB, BbICOKAA YacTOTa CTPYKTYPHbIX
NoBpeXAEHNI, TakUX Kak BHYTPUKeNyAOUYKOBble KPOBOU3NUAHWA, Nepu-
BEHTPUKYNApPHasA nerikomanauua n gpyrue [8, 91.

Cpeaun KNVHUUWMCTOB aKTUBHO 06CYXJaeTcs BOMPOC TEPMUHONOTUH,
W B HacTosillee Bpems TEPMUH «HeOHaTaslbHble MPUCTYNbl» ABnseTca 60-
nee NpeanouTUTENIbHbIM, YeM «CYAO0POrn», Tak Kak «MpUCTYNbl» — NOHATME
6onee WMPOKOeE 1 BKIIlOYaeT He TONbKO CYyAOpPOXHble npunaaku [10]. B To
e Bpema nccnefoBatesniv CXOAATCA BO MHEHUK, YTo «neonatal seizures» —
«HeOHaTajlbHble CyfOpPOrn» — TEPMUH YCTOABLUMIACA, U BO3MOXHO €ro pas-
HO3HAYHOeE MCMNONb30BaHVeE Kak NMOHATMA «kHeOHaTasIbHble CYyAOPOrn», Tak
«HeOHaTabHble NPUCTYNbI».

CornacHo onpepgeneHnio, HeoOHaTanbHble CyAOPOrM — 3TO BO3pacT3a-
BMCMMblE NPUCTYMbl, Pa3BUBAOLWMECA OT POXKAEHMA [0 28 AHEN XN3HN
Y LLOHOLIEHHbIX HOBOPOXKAEHHbIX N OT POXAEHUA A0 44-1 HEeQenu recta-
LUK Yy HEJOHOLLEHHbIX AeTel 1 NpefcTaBasowme coboi nonusTuonoru-
YeckUn CMHAPOM LepebpanbHON ANCOYHKLUN Neproa HOBOPOXKAEH-
HocTw [11-13].

HepoHolleHHble AeTM C nNpuUcTynamyM umeloT 6onee BbICOKUA PUCK
CMepPTHOCTY, a B [OJITOCPOYHON nepcrneKkTuBe 6onee NoaBepKeHbl PUCKY
bopmMMpoBaHUA [ETCKOrO LiepebpanbHOro napanuya — oT yMepeHHo! A0
TAXKENION CTEMEeHW, SNUNENCUX, KOTHUTUBHBIX U peyeBbiX HapyweHun [14-
16]. 3auactyto HI ABnAlTCA NepBbIM, @ UHOTAA U €AMHCTBEHHbIM MapKepPOM
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NaToNor HEPBHOWN CUCTEMbI Y HOBOPOXKAEHHbIX, OCOOEHHO Y HEJOHOLLEH-
HbIX, onpeaensas HeoOXOAMMOCTb PaHHEro pPacrno3HaBaHVA BO3MOXHbIX
ancmetabonuueckmx v apyrux HapyweHuin LIHC. OnpegeneHHyto TpyAHOCTb
B KNMHuuecko anarHoctuke HIM gob6aensaoT ocobeHHOCTY ABUraTeslbHOMN
AKTUBHOCTW HOBOPOXAEHHOr0 M CJIOKHOCTb ee MpaBuiIbHOW WMHTepnpe-
Tauun, Hanpumep, Hannyme NOBTOPAIOWMNXCA ABUXEHWUN, KOTOpPble MOryT
MUMETb KaK 3NUNeNTUYECKMI, TaK N HESNUENTUYECKNIA XapaKTep; HECKOOP-
OVHNPOBAHHbIE ABWMXEHUA, HE BCerja MMeLMe OTHOLLEHME K MPUCTYMNaMm,
Hannune cyOKNMHMYeCKUX (anekTposHuedanorpapryecknx) npoaBneHuUin
6e3 BHelUHe KIIMHUYECKN 3aMeTHbIX aHOMAJTbHbIX ABVMXEHUIA.

B npaktnueckomn peAatenbHOCTU He TepAeT akTyaNnbHOCTU KAMHUYeCKas
Knaccudurkauma HeoHaTanbHbIX NpUCTynoB no Volpe, ocHoBaHHaA Ha BHeLl-
HWUX NPOABJIEHNAX OCHOBHbIX BUAOB NPUCTYNoB. CornacHo 3To Knaccudu-
Kauuu BblAENAT CYOKNMHUYecKue (nerkne) npuctynbl (50%), TOHMYeCKne
(5%), knoHnueckune (25%), mnoknoHmyeckne (20%), HenapoKcM3MasbHble
nosTopsowmeca popmbl noseaeHna [171.

Cy6KnMHMYecKne NPUCTYNbl BCTPEYAIOTCA ropasfo valle, NposABAAIoT-
CA He3ameTHO, NoAo6HO HOPManbHOW ABUraTeslbHON aKTUBHOCTU WM He
UMELOT KIIMHNYECKUX NPOABNEHNI. K CyOKNMHNYECKUM NPUCTYNaM OTHOCAT:
rfnasHble ABUXEHWs, KOTOpble BapbMPYIOT OT ClyYalHbIX U GNy>KaaloLwmx
ABVXKEHWUI rna3 Ao YCTONYMBbIX CONPAXKEHHbIX TOHNYECKNX OTKINOHEHUI C
nogepruBaHuem nnu 6e3 Hero; MopraHve WAM gpoXKaHue BeK, 3aKaTblBa-
HWe rnas, oTKpbITWe rnas, prKcaumo B3rnada UM HIUCTarM, KOTopble MOryT
BO3HMKaTb OTAENbHO VAW C APYTVMU UKTaSIbHbIMK NPOABNEHVAMU; Opasib-
HO-OyKKanbHO-A3bIYHbIE ABUXEHWA (COCaHWe, YUMOKaHWeE, KeBaHWE U Bbl-
CaXKMBaHMe A3blKa); MPOrpeccrBHble ABMXKEHUA (rpebns, nnaBaHuve, nepa-
nupoBaHuve, e3fa Ha Benocunege, 6er unm 6opbba); CroXHble 6ecuesNbHble
ABVKEHUA (BHe3amnHoe Bo36yKAeHMWe C 3Nn304M4YeCcKon rmnepakTMBHOCTbIO
KOHeuHocTel 1 nnavem) n ap. [3, 18].

ToHWUeCKN NPUCTYN NpPefCcTaBnfeT coboi pe3Kkoe UM NoCcTeneHHoe
YCTOMUYMBOE COKpALLEHNE OLHOM WM HECKONBbKUX MbIWEYHbIX Fpynn, Anu-
TeJIbHOCTbIO 6onee 3 ceKyHA € YacTbiM GOPMUPOBAHMEM AaCIMMETPUYHON
no3bl. Cnegyet NOMHWTb, YTO NO3a B BUAE reHepasnm30BaHHOrO TOHUYECKOro
HanNpaXXeHNA MOXKeT MMETb N He3NUAENTUYECKOe NPONCXOXKAEHME.

KnoHunuecknii npuctyn asnaetca Hanbonee KNUHWYECKN Y3HaBaemMbiM
TUMOM MPUCTYMNOB W MOAPa3yMeBaeT KOPOTKME COKPALYeHUA PasfnyHbIX
MbILLEYHbIX Fpynmn.

MnOKNoHMYeCKne NPUCTYNbl COCTOAT N3 MOMHNEHOCHbBIX, apPUTMUYHbIX
COKpALLeHMI MblLL AANTENIbHOCTbIO MeHble 400 MC, MOTyT ObiTb reHepa-
NIN30BaHHbIMW WAV OAHOCTOPOHHUMWU. MMOKNOHNW AENAT Ha akcuanbHble,
dokanbHble 1 pacnpocTpaHeHHble. OHY Yalle BCTPEYATCA Y UMEHHO Y He-
[OHOLUEHHBbIX 1eTel 1 CBA3aHbI, Kak NPaBuIIo, C TAXKENbIM NMOPaXeHneM ro-
NIOBHOrO MO3ra.

SnunenTuyeckmne Cnasmbl, XapakTepHble AnA CMHApPOMa Y3CTa, BCTpeya-
I0TCA pefKo, a reHepann3oBaHHble TOHMKO-KNOHMYECKMe NPUCTynbl 1 ab-
CaHcbl BOO6LLe ABNAIOTCA UCKIOUYeHeM B HeOHaTanbHOM nepuoge [3, 19].

KnuHnuecku HIM 06bl4HO NpeacTaBnAloT coboin yalle KpaTKoBpeMeHHble
NPUCTYMbl, ANTENbHOCTbIO MeHee 2 MUHYT (0T 10 cekyHA A0 1-2 MUHYT), C
yBeNMYeHEM NPOLOIKUTENIbHOCTM MPUCTYNa Mo Mepe Bo3pacTa pebeHKa;
NPOMEXYTOK MeXKAY 3MM30[4aMMN MOXKET COCTaBNATb He MeHee 8 MuHYT [3, 13].
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Ha npakTuke TpygHee BCero AMarHOCTMpoOBaTb CyOKAMHMYeCKMe npu-
CTYMbl, MOCKOMbKY OHM MOTYT NPOTEKaTb 6€3 aHOManbHbIX ABVKEHUI 1 He
OTANYATbCA OT HOPMAJIbHOTrO MOBEAEHMA HOBOPOXAEHHbIX. CIOXHOCTb B
WHTepnpeTauun ABMXKEHUA Y AOHOLWEHHbIX U HeJOHOLEHHbIX HOBOPOX-
OeHHbIX, TOYHOCTV onpeaeneHua Buaos HIT noaTBep)kaaeTca pesynbraTta-
MK nccnepoBaHua A. Malone [20], B KOTOpOM cneumannuctam oTAeneHns
WHTEHCMBHOW Tepanuy HOBOPOXAEHHbIX Oblnv MpeaocTaBneHbl ANA aHanu-
3a 20 BuaeoknunoB 6e3 pe3ynbTaTtoB I3[ — ¢ MAPOKCU3MabHBIMU BIXKe-
Huamu (11 BMAEO) 1 HOpPMaNbHOW ABUraTeNbHOM aKTUBHOCTbIO (9 BUAEO).
[MpoueHT NpaBunbHbIX AnarHo30B coctasun Bcero 50%, 4to noguyepkuBaet
BbICOKYIO BEPOATHOCTb OLIMOGOUYHON N30NPOBAHHOWN KIMHUYECKON UHTEp-
npeTauny HeoHaTasbHbIX NaPOKCU3ManbHbIX ABAEHUN.

CornacHo knaccudpukaumm HIM ¢ yueTom KNMHUYECKNX N SNeKTPO3HLe-
danorpapuuecknx NpoABNeHNI BbIAENAIOT cneaylolme nx Buabl [12, 131
B 37IeKTPOKIMHUYECKME NPUCTYMbI — KIMHUYECKMe NPOABNEHNA B COYeTa-

HUW C U3MeHeHuAMM Ha I3[
= >3pekTporpadpuyeckne — snunentudopmHblie n3meHeHms Ha 33T 6e3 ac-

coumaumnn ¢ KIMHNYECKMMI NpoasaeHnamn (cybknuHundeckue). MNpea-

CTaBnAT cob6ol Hanbonee CNOXHble NPUCTYMbI A1A ONpeaeneHns, no-

CKOJIbKY BHELLHE He 3aMeTHbl 1 MOXOXIM Ha CMOHTaHHYI0 ABUraTeNibHY0

AKTUBHOCTb pebeHKa. [lnarHoCTnYeckum Kputeprem B faHHom Buge HIM

6yayT NapoKcu3MasbHble NaTonornyeckne nameHeHus Ha 331 B Buae

ANUTENbHbIX, MOBTOPAIOLMXCA NAaTTEPHOB aMNANTYAON MUHUMYM 2 MKB

(oT NMKa Ao NUKa) N NPOAOMKMTENbHOCTbIO He MeHee 10 ceKyHp.

B3aB 3a ocHoBYy HoBYyl0 KnaccudurKkaumo npuctynos ILAE ot 2017 1. n
Knaccudurkalmio HeoHaTanbHbIX NprcTynos Mizrahi, pabouas rpynna npeg-
JIOXMMa ANarHOCTUYECKYI0 CXeMy HeOHaTanbHbIX NpUcTynos [21], koTopas
COCTOUT K3 YeTblpex 6510KoB. NepBbilt 610K 0603HAYaeT NpeacTaBieHe
KIIMHNYECKOW KapTUHbI: COOBbITVA BbICOKOTO pUCKa UM KNMHNYECKN NOA0-
3puTenbHbIE Ha HanMuve NPUCTYNoB cobbiTUA. BTopoi 610K oTHoCUTCA K
[VAarHoCTKe MPUCTYMOB: WCMONb30BaHNE PYTVHHOW 3neKTposHuedano-
rpammbl (331) nnu Braeo-33T, B pamKax KOTOPOro BbiAensoT 6eccyiopox-
Hble NpucTynbl, Koppenupytowme ¢ I3I. TpeTnit 6GNOK yUNTbIBAET BHELLHNE
NPOABAEHNA NPUCTYMNOB: C KNMHUYECKUMMN Unn 6e3 KNMHUYECKNX npr3Ha-
KoB (TONMbKO anekTporpaduueckoe nopaTsep)kaeHue). I uetsepTbilt 610K
ONMCbIBaeT TWMbl NPUCTYNOB (MOTOPHbIE: aBTOMAaTM3Mbl, KIIOHUYeCKue,
SNWNenTMYecKmne cnasmbl, MMOKJIOHUYECKNE, TMNePKUHETAYECKIME, TOHMYe-
CKMe, HeyTOUYHEHHbIe; HEMOTOPHbIE: BereTaTMBHbIe 1 NpeKpalleHme aBura-
TeJIbHOW aKTUBHOCTU; HEKNACCMPULMPOBAHHbIE).

Stunonorua HM oueHb pasHoobpasHa, B 6onblIMHCTBE cnyyaes (8o 90%)
Y HeAOHOLLEHHbIX HOBOPOXAeHHbIX HIT nmeloT oCcTpyto CMMATOMaTUYECKYIo
npupogy [22].

MpwynHamm HIMN moryT 6biTb cepytowme cobbitua [21]:

1. Tunokcuuyeckn-nwemundyeckne nopaxkeHmsa LIHC aenaoTca Hanbonee va-
CTOW NPUUYNHOW HEOHaTaNbHbIX CYAOPOT 1 BO3HMKaOT B 35-40% cnyya-
eB. [TpncTynbl BO3HMKAOT MPENMYLLECTBEHHO B TeYeHWe NepBbIX 24 ya-
COB 1 MeHee BepOoATHO 1X pa3BuTme fo 6 4acos [3, 23, 24].

2. BHyTpuuepenHoe KpoBousnusaHue (CybapaxHOWAanbHOe, BHYTPU-
XKenygoukoBoe, cybaypanbHoe) — 20-30% ciyyaeB, C NposBIEHMEM
CyOopor B NepBble 2 Yaca XN3HU NPU BPOXKAEHHbIX BHYTPMUYEpPErnHbIX
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KPOBOU3AUAHNAX MW Nocne 3 fHeN XN3HN NPy NOCTHaTaNIbHbIX KPOBO-

N3NUNAHNAX.

3. Metabonunyeckme HapywweHua (TMNoruKemMms, MnoKanbLyeMus, rmno-
MarHvemus, runepHatpmemma) — 7-20% cnyyaes. Cygoporu noABnAatoT-
¢ NMbo BO BTOPOI NONOBUHE NEPBbIX CYTOK XM3HW, MO0 No3aHee — Ha
2-3-1 AHW KN3HW.

4. WHdeKumoHHbIN dpakTop — 5-20% cnyyaes, 06bIYHO NpoTeKaeT B popme
MEHVIHIUTa, MEHUHrosHUedanuTa [22].

5. BpoXpeHHble NOPOKW Pa3BUTMA LEHTPANIbHOW HEPBHOW CUCTEMbI —
5-10% cny4yaes, CyROPOry MOryT BO3HUKHYTb B MepBble 2 Yaca »KU3Hn
nnu nocne 3 gHeN Xn3Hn.

6. [leHeTnueckme anunenTUYeckme CUHAPOMbI — 6—-10% cnyyaes.

7. [Opyrvie npuumHbl — o 10% cnyyaes.

Mo3r B HeoHaTaslbHOM Mepuoge BO MHOFOM YHUKANeH, 1 MHOTMe 0Co-
6EeHHOCTM 0OYCNOBNIEHbI CPOKOM FecTaumm npu poxgeHun pebeHka. Cum-
TaeTcA, YTO U3-3a HEe3PEeNoCTY FoSIOBHOM MO3r HOBOPOXAEHHOIO CK/IOHEH
K cypoporam us-3a ancbanaHca v npeobnagaHua HepoHanbHOro Bo36yx-
LeHnA Hag TopMoXeHuem [25, 26]. Mpennocbiikol aToro ancbanaHca ABnA-
eTcA PyHKLMOHaNbHOE COCTOAHME «HeOoHaTallbHOro» HelipoHa. B 3penom
mos3re peuentop FAMK oTBeuaeT 3a co3gaHue CMHaNTUYeCcKoro noteHumana,
KOTOPbIV CHUXKAeT BEPOATHOCTb TOFO, UTO MNOCTCMHAMNTUYECKU HENPOH OY-
[eT reHepupoBaTb NoTeHUnan gencrena [25, 27]. 3To gocTnraeTca 3a cyet
CHVXKEHVA MoTeHuMana KnetouyHoli MembpaHbl BCNeACcTBUE MOZYNAUMK
XNOPUAHBIX U KanueBblX KaHanoB. MoTeHUMan KneTouyHoin membpaHbl CHU-
aetcs, obecneyrBaeTca NPUTOK XJIOPUAA BHYTPb KNETKY, YTO MPOTUBOAEN-
CTBYET BO30Y»AOLMM NMOCTCUHANTMYECKMM NOTEHLMaNam, reHepupyembiM
rnyTamaTHbiMKU CTUMynamu. B mMo3re HOBOPOXAEHHbIX BHYTPUKIIETOYHaA
KOHLEeHTpaLMA XTOPUAOB BbICOKA C M3MEHeHVeM rpagreHTa XJ10pua-NOoHOB.
Takum obpasom, Korga peuentop FTAMK cTumynupyetca, KaHanbl xnopua-
MOHOB OTKPbIBAIOTCA, MPOUCXOAUT OTTOK XJIOPUA-MOHOB 1 Aenonapu3aumsa
HelpoHa 3a CYEeT NPUTOKA MOHOB HaTpMA 1 Kanbuua [28, 29].

BoiaBneHne npuuunHbl HIT moxeT onpefenvtb MNPOrHO3 M CTpaTerunio
neyeHns, NO3TOMY YCTaHOBJIEHME STUOJIOTMM ABNAETCA YPEe3BblUaliHO BaX-
HblM, B TOM YncCne 1 ANA aHanmsa BepPOATHOCTW Pa3BUTUA INUNENCUN Y pe-
6eHka B nocnepytowem. Hamu 66110 BbINOMHEHO PETPOCMNEKTUBHOE UCCie-
JOBaHMe AnA BbiABNEHUA CTPYKTypbl STnonorun HIM'y 47 He[OHOLLEHHBbIX
HOBOPOXKAEHHbIX C AMArHOCTUPOBAHHLIMU (KIMHUYECKN U 3NIEKTPO3SHLe-
danorpaduyeckn) HeoHaTanbHbIMK CyAOPOraMu; CPOK recTauum CoCTaBu
28-36 Hegenb Npu poxaeHun. PesynbTaTbl UCCnefoBaHMA NOKasanu, Yto B
31,9% cnyyaeB (15/47) ocHoBHOW npuunHon pa3suTtna HIM 6b10 runokcu-
yecku-nwemmnyeckoe nospexgeHve LUHGC B 21,3% (10/47) — BHyTpuxeny-
AoukoBoe KposomsnuaHue Il u IV cteneHn; BHyTpnyTpobHasa nHdekuma ¢
nopaxeHvem LUHC B Buile MeHMHI1Ta 1 MeHUHrosHuedanuta — 23,4% cny-
yaes (11/47); 8 14,9% (7/47) - meTabonunyeckre HapylleHus; B 8,5% cnyJyaes
(4/47) — BpoxpeHHble nopokn passutna LIHC. MonyyeHHble pe3ynbTaTbl CO-
NoCTaBMMbl C MeXAYHaPOAHbIMU AaHHBIMW NO 3TUOIOTMYECKUM MPUYNHAM
HeoHaTanbHbIX NPUCTYMOB.

[rarHocTrKa HeoHaTaNbHbIX MPUCTYNOB AOMXKHA BKTIOYATb TLWATENbHbIN
c6op aHaMHe3a (B TOM YmMCsie aHanu3 NeprHaTasbHOro Nepuoaa), HeBpPono-
rMUYecKUn oCcMoTp, NnabopaTopHoe MccnefoBaHUe KPOBU C 06A3aTeNbHbIM
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onpefeneHmeM COAeEPXKaHWA [IOKO3bl W NEKTPOSINTOB, ANArHOCTUKOMN
TORCH-nHpekuun, nccnepoBaHre LepebpoCnMHaNbHON XUAKOCTH, NpPo-
BeAeHVe HelpoBM3yanmsauun (HeipocoHorpadu, KOMMbIOTEPHOW TOMO-
rpadu U/vnu MarHUTHO-Pe30HaHCHOI Tomorpadun), BbINONHEHME SNeK-
Tpo3Huedanorpadun, a Npn HEOOXO[MMOCTN NPOBELEHNE FTEHETUYECKOTO
nccnefoBaHuA.

AKTyanbHble CXeMbl JleYeHNA HeoHaTaslbHbIX CYAOPOr HanpaBneHbl Ha
CHVXXeHVe rnepBo36yAMMOCTY FONIOBHOIO MO3ra 3a CYeT NMPUMEHEHUs
NPOTVBOCYLOPOXHbIX NMPEnapaToB C UCMNosb3oBaHMeM peHobapbuTana B
KauecTBe npenapata nepson nuHun. Mopagka 50% NprUCTynoB He Kynunpy-
l0TCA BBEAeHNEM NPOTMBOCYAOPOXKHbIX NpenapaTos, a X UCNOoMb3oBaHue
MOXeT ycyrybutb TeueHne NpMCcTynoB 1 HeBposiormyeckmin febuunt B 60-
Nee No3fHeM BO3pacTe, 0COGEHHO ANnA HefloHowWeHHbIX [31]. HegoHoweH-
Hble HOBOPOXEHHbIE TaKXKe 60siee CKIIOHHbI K Pa3BUTUMIO TSXKENbIX OC/IOXK-
HeHWIA 1 MeHee YyBCTBUTENbHbI K JIEYEHUIO OObIYHBIMY NMPOTMBO3MNUNENTU-
yecKMMM npenapatamy U3-3a BO3PaCTHbIX hapMaKOKMHETMYECKMX U dap-
MaKOAUHaMMUecknx ocobeHHocTen [32]. Cneumpuuecknx cxem nevyeHus
ONA HeJOHOLIEHHbIX HOBOPOXKAEHHbIX MOKa He CyLLeCcTBYeT, YTO MPUBOANT
K onpepenieHHbIM TPYAHOCTAM B Kypaumu Takux nauneHTos [33]. Ha ceroa-
HALHWIA JeHb peKOMEeHZaLMIA NO BEAEHWIO CYyLOPOr Y HEJOHOLEHHbIX HO-
BOPOXAEHHbIX HEMHOTO, 1 OHU He OT/IMYAIOTCA OT TaKOBbIX Y JOHOLIEHHbIX
HOBOPOXKAEeHHbIX. CBOEBPEMEHHOCTb B OMnpefeneHur 3TUOSIOrNYeckoro
daKkTOpa HeoHaTaNbHbIX MPUCTYMNOB BbICTYMNaeT peLawyM MOMEHTOM B
3 EKTMBHOCTU TIEYUEHMA N UCXOAE.

STNOTPOMHOE JleyeHne MnoapasymeBaeT yCTPaHeHVe MPUYnHbI (ecnu
3TO BO3MOXHO), KOTOpas NpuBena K BO3HMKHOBeHWuo cypopor [34]. OcHos-
HbIMM HanpaeeHVAMMN fleYeHUs ABNAITCA: KOppeKuus MeTabonmueckmx
NPoLeCcCcoB (rMNOrMMKEMUM, TMNOKaNbLUMEMNN, TMNOMarHNEMNN, Hapylue-
HWUI MeTabonv3ma NMPUAOKCUHA, MeTabonnyeckoro auuposa); yoaneHue
TOKCVMHOB C NOMOLLbIO AManun3a, 3aMEHHOIO NepenvBaHnA KPOBU UK nnas-
Madepesa; aHTubaKTepuanbHas Tepanus (Mo NokKasaHusaM).

MaToreHeTnyeckoe neyeHre akTyasbHO A0 BbIMOSIHEHNA U MONyYeHnA
pe3ynbTaToB BCEX BblllenepeynciieHHbIX NCCefoBaHUN U COCTOUT M3 Ha-
3HaYeHNA NleKapCTBEHHbIX MpenapaToB, NMOAABAALWMX CYAOPOXKHYIO aK-
TBHOCTb LUHC [34]. Vicnonb3yeTca cepykceH (cnba3oH, fmasenam, penaHu-
ym) - 0,5% pacteop 0,2-0,3 mr/kr (0,04—0,06 mn/Kr) BHyTPUBEHHO, NPV BHY-
TpuUMbleyHoM BBeaeHun 0,5-1,0 mr/kr (0,08-0,1 mn/kr); deHobapbuTan —
nepopanbHo 10-25 mMr/Kr/cyTku B 3 npuema 1 ganee no 4-5 Mr/kr/cyTku B
2-4 npuema. Mpn pe3nCTEHTHLIX K OBbIYHOW Tepanun cygoporax y aeten
NepBOro AHA KU3HW MOXHO MCNOJIb30BaTb BHYTPMMbILLIEYHO UAW BHYTPU-
BeHHO 50-100 (300) mr ButamuHa B,. Ecin umetoTca NMpURoKCUH3aBnCn-
Mble Cyfoporu, To 3GdeKT HacTynaeT Yepes HECKONbKO MUHYT.

B cnyyae HekynvpyemMoro cyfiopo»KHOro CMHAPOMa — nepesof pebeHKa
Ha UBJ1 n Ha3HaueHne MmrnopenakcaHToB (apayaH 0,1 Mr/Kr).

HIM y HegOHOLWEHHbIX HOBOPOXAEHHbIX NPUBOAAT K MOBbILLIEHHOMY
pUCKy pa3BuTUA paaa 3aboneBaHWil, TaKUX Kak OeTCKUI uepebpanbHbii
napanuy, sNUnencus, Ncuxopeyesble HapyLeHns, MruKpouedanusa, Hapy-
WweHue 3peHus n ciyxa. CMepTHOCTb Yy HeJOHOLWEHHbIX feTel Bbile (32—
35%), ueM y JOHOLUEHHbIX HOBOPOXAEHHbIX C cyaoporamu (5,4-15%) [25,
34]. GakTOpbl pUCKa CMEPTHOCTY BKJIOYAIOT MaccCy Tena Npu poXxaeHumn
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HuKe 1000 r, CpoK Npu poxKAeHUN MeHee 28 Heflenb U Cepbe3Hble aHo-
MasibHble pOHOBble MaTTepHbl D3I (M303neKTpUYecKasa UM HU3KOBOMbT-
HaAd MHBapPMaHTHaA aKTMBHOCTb, «BCMblLLKa-yYrHETEHNE» NN NOCTOAHHAA
npepbIBACTad akTUBHOCTb), @ TakKe ANUTeNbHAaA MPOAOIIKUTENIbHOCTb
NPUCTYNoB, a UMEHHO 3NunenTuyeckuin ctatyc [35]. Netckuii uepebpanb-
Hbl Mapanuy Kak NCxoA Y naumeHToB, CTPaAaloWwmnx HeoHaTaabHbIMIN NPU-
CTynamu, BCTpeyaeTca valle y HeJOHOLEHHbIX HOBOPOXKAEHHDIX, YeM Y
JOHOLIEHHbIX, 0CO6eHHO Korga HeJOHOLWEHHOCTb CBA3aHA C NEePUBEHTPU-
KYNAPHOW Nlenkomanauunen, TAXeNbIM BHYTPUXeNyL0UYKOBbIM KpOBOTeYe-
HWEM, CUCTEMHbIM 3aboneBaHnem nnu nHdekumamn [8, 9, 25, 26]. KorHu-
TUBHbIE HapYLWeHNA B BUAE YMCTBEHHOWN OTCTAIOCTUN U 3aA€PXKKN Pa3BUTUA
pa3BuBaloTCA y 64% HeaOHOLIEHHbIX AeTel C CyAoporamu no OTHOLWWEHUIO
K 29% y feTein 6e3 cynopor. HabntogaeTcsa BbICOKUIA YPOBEHD TAMXENbIX KOT-
HUTUBHbIX HapyLIeHuii — 61% cnyJaes, C 60nee HU3KMM YPOBHEM YMEpPEH-
HbIX — 22% cny4yaeB, N IErKUX KOTHUTUBHbIX HapyleHuin — 17% cnyyaes.
HapyuweHune 3peHna n cnyxa BcTpeyaetca B 43% 1 11% cOOTBETCTBEHHO
Yy HeAOHOLIEHHbIX HOBOPOXAEHHbIX C HEOHAaTaNIbHbIMW NPUCTyNnamu Npu
14% 1 4% y HeAOHOLLEHHbIX HOBOPOXAEHHbIX 6€3 CyAopOor COOTBETCTBEH-
Ho [36]. BnaronpuATHbIN NCXOA HeOHaTasbHbIX Cyfopor 6e3 HeBponoruye-
ckoro feduunTa n GopMUPOBAHMSA SNUNENCUK B JanbHeleM HabnogaeT-
ca B 12-25% cnyuaes [35].

Pa3zsutme HIN He o3HauaeT Hauyana anuIencuu, CKopee, OHU BbICTY-
natT Kak GpakTop prcka ee pa3BUTUA, HapAdy C APYTMMW NPOABNEHUA-
MU NOBPEXAEHUA FONOBHOIO Mo3ra. Tak, no gaHHbim Y. Tu et al. (2019),
ony6nnkKoBaHHbIM B XypHane Epilepsia [37], cpean HefOHOLWEHHBIX HO-
BOPOXJEHHbIX CO CPOKOM rectaumm 32 Heflenn 1 MeHee YacToTa BO3HUK-
HoBeHua HI coctaBuna 33%, a BOT anunencus ¢ geboTom B Bo3pacTte
oT 5 0 33 mecAueB nocsie poxaeHna passunacb ToNbko B 2,8% ciyya-
eB. ABTOpbl OTMeYaloT, 4To 60osiee BbICOKUI PUCK PAa3BUTUA SMMAENCUN
(21,6%) oTMeUeH y Tex HeJOHOLLEHHbIX HOBOPOXAEHHBIX, KOTOpbIE NMe-
NN 3HauYUTeNIbHOE HeOoHaTallbHOe MOBpPEXAEHME FOIOBHOroO mMosra (Ku-
CTO3HYI0 NePBUBEHTPUKYNAPHYIO Nnerikomanaumio n BXK llI-1V ctenenn),
no oTHoweHuo K 1% snunencun cpeagn HefOHOLWEHHbIX HOBOPOXAEH-
Hbix 6e3 MBJ1 n BXK IlI-IV cteneHnn. YactoTta anunencun yepes 1 rog, 5
1 10 net HabnoaeHnA 6bina Bbille y NaUMEeHTOB C OTATOLWEHHbIM aHaM-
He3om no HI, a papmakopesncTeHTHOCTb Habnopanach B 42% cnyuva-
€B y He[JOHOLLEHHbIX eTel B ciyyae pa3Butva snunencuu. No gaHHbIM
A. Andreolli (2019), BO3pacT Hayana anunencumn Cpeam Tex, y Koro B aHam-
He3e 6b1in HIM, coctaensan 10,5 mecAua n 61,8 mecAua — cpean geten 6es
HIM B aHamHe3e [38]. Pe3ynbTaTtbl cMcTemMaTyeckoro o63opa, NpoBeaeH-
Horo B 2019 roay n onybnukoBaHHOro B XypHane Epilepsia, Bkntouas-
wero 11 cTaTell C CyMMapHbIM KOJIMYECTBOM YYacTHNKOB 6onee 4,5 MiH
YyenoBek, MoKasanu, YTo pucK sanunencuu B 2,16 pasa Bbllle cpeau aeTen,
poXxAeHHbIX A0 37-11 HeAenu rectayuu, Yem B rpynmne JOHOLWEHHbIX HOBO-
poxaeHHbIX (=37 Hepenb) [39].

B BbIBO/bl

1. HeoHaTanbHble NPUCTYNbl Y HEAOHOLWEHHBIX AeTEN MPeACTaBAAT Co-
60l MONN3TUONOTMYECKYIO TPYNNy LepebpanbHbIX HapyLIeHW ¢ npe-
VMYLLECTBEHHO CYMMTOMATUYECKOW NPUYNHOW NX Pa3BUTUSA.
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2. HeoHaTanbHble NPUCTYNbl NOAMMOPGHBI MO KIAVHUYECKUM U SNEKTPO-
3HuedanorpadUUecKm NPoABIEHNAM, UTO CO3AAET LUNPOKME FpaHuLbl
[N VX ONpeaeNieHns 1 3aTpyaHAeT BepudrKaLmio, Npy 3TOM KIMHUYe-
CKWI XapaKTep MPUCTYNOB MMEET 3HaueHue B BbiGOpe HanpaeieHus
[MarHOCTNYECKOTO NOWCKa 3TUOOMN HAPYLUEHWIA.

3. BblcoKas YacToTa CyOKIMHMYECKUX MPUCTYNOB, BbICOKAA BEPOATHOCTb
HeabPeKTUBHOCT NepBOro MPOTMBOIMMUIENTUYECKOTO Mpenapara, a
TaK>Ke BbICOKUI PUCK HEBNAronpUATHOrO NCXOAa Y HEJOHOLIEHHbIX HO-
BOPOX/EHHbIX NMOATBEPXKAAIOT HEOOXOAMMOCTb B CBOEBPEMEHHON Ana-
FHOCTUKE N pa3paboTke 3PPEKTUBHBIX CXEM NEUYEHUss HeoHaTasbHbIX
NPUCTYnoB.
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CoBpemMeHHOe COCTOsIHUE NannMaTUBHOMN
MeaMLVHCKOWM NOMOLLM AETAM Ha PerMoHanbHOM
YPOBHe Ha npumMmepe MuHcKon obnactu

Current State of Palliative Medical Care for Children
at the Regional Level on the Example of the Minsk Region

Peslome

MannvaTBHaA NOMOLLb NPeACTaBNAET CO6O CMCTEMY MEPONPUATUIA, HAaMPABNEHHbIX Ha NOA-
JepXaHne KauyecTBa XM3HW NaLMEeHTOB C HEM3NEUMMbIMY, YTPOXAIOWUMU KU3HU U TAXKENO Npo-
TeKalwWwummn 3abonesaHnamn. 3agada NannmMaTMBHOW MOMOLLM HE TOJIbKO O6Neruyntb CTpagaHusi
nauMeHTa, HO 1 OKa3aTb HeOBXOAUMYIO MOMOLLb cembe. [leTckas nannmMaTMBHas NOMOLLb — 3TO Ca-
MocCTOATeNIbHaA CNy»b6a C YyHNKanbHOW CTPYKTYPOI 1 3HAUUTESIbHBIMU OTIMYMAMU OT CIyXO6bl, OKa-
3blBaloLLEN NANNNATUBHYIO MOMOLLb B3POC/IOMY HaceneHuio. 3HaunTesibHble CI0XHOCTI NPK OKasa-
HUW NeanaTpUYeckon NanInaTMBHON MOMOLLM BO3HMKAIOT NO PAAY NPWUYUH, B TOM YnCie N3-3a He-
YBEPEHHOCTV B TeueHnM 605e3HU, Bepbl POACTBEHHMNKOB MaLMeHTa B YyfeCHOe ncLerneHre, nomcka
6anaHca mexgy nHoopmaumen o GakTMUeCKOM COCTOAHMUN MaLUEHTa K COXPaHEHWEM Haaexnabl.
B cTaTbe npoaHanusMpoBaHa ANHAMMKA Pa3BUTMA NanNaTUBHON Nomowm getam B MuHcKon 06-
nactu 3a 2016-2020 ropbl, NpeAcTaBieHa HO30MOMMYecKas CTPYKTypa 3abonesaHunin, NPUBOAALLMNX
K CTaTyCy NannmaTMBHOIO NMaLMeHTa, a Tak»Ke OnncaH OnbIT NPOBefAeHNA AINTeNIbHOWN pecnupaTop-
HOW MNOAAEPKKM HA AOMY.

KnioueBble cnoBa: feTy, NajyimaTMBHas MOMOLLb, XOCMMC, MOMOLLb B KOHLIE WU3HU, HeKypabenb-
HbII NaLWEHT, HO30M0rnYecKre Gopmbl.

Abstract

Palliative care is a system of measures aimed at maintaining the quality of life of patients with
incurable, life-threatening and severe diseases. The task of palliative care is not only to alleviate
suffering of the patient, but also to provide the necessary assistance to the family. Children’s
palliative care is an independent service with a unique structure and significant differences
from the service that provides palliative care to the adult population. Significant difficulties in
providing pediatric palliative care arise because of a number of reasons, including uncertainty
about the course of disease, belief of patient’s relatives in miraculous healing, search for the
balance between information about the actual condition of the patient and preservation of
hope. In the article, there is analyzed the dynamics of the development of palliative care for
children in the Minsk region for 2016-2020; the nosological structure of diseases that lead to
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CoBpeMeHHOe COCTOsAHME NaNIMaTUBHON MEAULIMHCKOW MOMOLLM AETSAIM Ha PErviOHarIbHOM YPOBHe
Ha npumepe MuHcKon obnactu

the status of a palliative patient is presented; the experience of long-term respiratory support
at home is described.

Keywords: children, palliative care, hospice, help at the end of life, incurable patient, nosological
forms.

B HacToAWee Bpema MegmumMHa AOCTUINA YPOBHSA, NP KOTOPOM BbIXK-
BAlOT ieTK, paHee obpeyeHHble Ha rMbesib: C SKCTPEMabHO HU3KOM Maccom
Tena, C BPOXAEeHHbIMY MOPOKaMU Pa3BUTUSA, NOCSE AOPOMHO-TPAHCMOPTHbLIX
npownclecTsuii U T. . Bce yalle poguteny 0Co3HaHHO COXpaHsIoT bepemeH-
HOCTb, 3Haf, UTO Y pebeHKa BPOXAEHHbIN MOPOK Pa3BUTUA. ITO NPUBENO K
TOMy, UTO BO BCEM MUMpe, BKNouaa Pecny6nuky benapych, yBennunsaetca
YnCNo AeTeln C OrPaHNYMBAOLLMMUN NPOLOIIKUTENBHOCTb XM3HU 3aboneBa-
Huamu [1, 2]. MoMMMO pagmKanbHOrO flieYeHNa JaHHOW KaTeropum naumeH-
TOB, TpebyeTcs TakKe MannaTuBHas MNOMOLLb, KOTopas npedycmaTpuBaeTt
npoBefeHvie neyebHbIX Npoueayp ¥ MaHUNYNALWIA, NPUMEHEHE METOAOB
OKasaHuA MegULMHCKOM NOMOLLY, HanpaBneHHbIX Ha n36aseHre oT 60nu
1 obnerueHme apyrux NpoABReHNi 3a6oneBaHNA B LieNAX yyUlleHnsa Kaye-
CTBA XWM3HW He TONIbKO NaLueHTa, HO 1 ero cembu [3].

BcemupHasa opraHusauua 3gpaBooxpaHeHua (BO3) onpepenset nan-
JINATUBHYIO MEAVLMHCKYIO MOMOLLb KakK «MOAXOA, NO3BONAWNIA YNyyLlinTb
KauyecTBO »KU3HW NaLVEHTOB 1 YNIeHOB NX CEMEN, CTONKHYBLUMXCA € Npobre-
MOV cMepTenbHOro 3aboneBaHusA, NyTeM NpeaoTBpalleHns 1 obneryeHus
CTpapaHuii bnarofapa paHHeMy BbIABIEHWIO Y TOYHOW OLeHKe BO3HKMKalo-
WX NpobsieM 1 NPOBefEeHNI0 afleKBaTHbIX JleYeOHbIX BMeLaTeNibcTs (npu
60NeBOM CMHAPOME 1 APYIMX PACCTPOMCTBAX XU3HeAeATeENbHOCTN), @ TaK-
»Ke OKaszaHMIo NCMXOCOoLMaANbHON 1 MOpPanbHONM NoaaepKku» [4].

OkaszaHue nanimaTMBHOWM NOMOLLM BeeTCA Ha OCHOBaHUM NPUHLMUMOB,
nopaepxunsaembix BO3:
®  ob6ecrieyeHune obneryeHms 601 1 Apyrux 6eCcnoKoALMX NaLyueHTa Cm-

NTOMOB;

YTBEPXKAEHME KU3HW 1 MPUHATNE CMEPTU KaK HOPMaJibHbIX MPOLIECCOB;

npu3HaHVe peLlleHrsa He TOPONUTb 1 He 3aMeASIATb CMepTh;

obbeMHeHNe NCMXONOrMYECKUX U JyXOBHbIX acnekToB yxofa 3a 60sb-

HbIM;

B npeanoXeHve CUCTEMbl TaKON MOAAEPKKM, UTOObl MOMOYb GONbHbBIM
XWUTb aKTUBHOW XMU3HbIO A0 KOHLA;

" npeanoXeHVe CUCTEMbl TakoW MOAAEPXKKWM, UTOObl MOMOYb CEMbAM
CNPaBUTbCA C TPYAHOCTAMU BO BpeMs 60e3HN POACTBEHHNKA, a TaKxKe
ero cmepTu;

¥ rOTOBHOCTb YNyullaTb KaYeCTBO XKU3HW NaLMeHTa N NONOXKNTENbHO BNW-
ATb Ha TeyeHne bonesHy;

®  [OAK/I0YEHME NanNIMaTUBHOM MOMOLLM KakK MOXKHO paHblLLe MO Xo4y pas-
BUTWA 6ONe3HMW, Hapaay C pasHbiMy GOPMaMU OCHOBHOTO fleYeHNs, KO-
TOpble CTaBAT CBOEW 3afayel npoasieHne »un3Hu [5].

TepMUH «nannvaTMBHasA MeAMUMHCKasa nomoub» B Pecnybnuke be-
napycb 3akpernnieH B 3akoHe Pecny6nukm Benapycb «O 3apaBooxpaHe-
HUM» (3akoH). Ctatbss 16 3akoHa mmacuT: «lannuatuBHasA MeauLMHCKas
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NMOMOLLb — BUJ, OKa3aHNA MeANLMHCKON NOMOLLM NPU Hann4umK y naymeHTa
Heunseymmblx, OrPaHNYMBAOLWNX MPOLOIIKMUTENBHOCTD »KU3HU 3aboneBa-
HWIA, TPEOYIOLMX MPUMEHEHNA METOOB OKa3aHUs MeIMLUHCKOWN NOMOLLU,
HanpaBneHHbIX Ha 136aBneHne ot 6onm 1 obneryeHne Apyryx NPOABIEHUN
3a6051eBaHUN, Korga BO3MOXHOCTU MHbIX METOAOB OKa3aHWA MeaULNHCKON
NMOMOLLM NCYepnaHbl, B LeNax ynyyleHna KauecTsa X13H1 nauueHTa [6].

B HacToAuwee Bpemsa B Pecnybnuke benapycb co3gaHa Heobxofgmmas
HOpMaTMBHasA NpaBoBasA 6a3a MO OpraHM3auMKu MasIMAaTUBHOW MOMOLLU
detam. MannuatueHas cnyx6a MuHckon obnactu BXoaWUT B cucTeMy nas-
nmatuBHou nomouwwy Pecnybnukn Benapycb, opraHn3oBaHHYK Ha rocy-
JapcTBeHHOM ypoBHe. B MuHcKol obnactu 6bina co3gaHa U NpofosikaeT
COBEpPLUEHCTBOBATbCA CMCTEMA OKa3aHMA NaninaTMBHON NOMOLLM AETAM B
TECHOM B3aVMOLENCTBUM C rOCYAaPCTBEHHbIMM (rOCYAapCTBEHHOE yupex-
neHune «PecnybnmKaHCKMI KOHCYNBTaTUBHDBIV LIEHTP NannvaTiBHON Meau-
UMHCKo nomowm aetam» (PKL MMMA)) n o6wecTBeHHbIMI OpraHmn3aLmsa-
MU, TaKNMK KaK obLiecTBeHHasi 6narotBopuTtenbHas opraHusaumsa «beno-
PYCCKMIA AeTCKNIA XOCMNC» U Ap.

MannnaTvBHaa MeanUMHCKaA NoMoLb AeTAM B MUHCKO obnacTtn oka-
3bIBAETCA KaK B CTaLMOHapPHbIX OpraHM3auuax 3paBoOXpaHEHNA, Tak 1 B
ambynaTopHbIx ycnoBusx. MNannuaTreHaa MeanMLUHCKas NOMOLLb B CTaluo-
HapHbIX YC/TIOBUAX OKa3blBAaeTCA B rOCYAapCTBEHHOM yUpeXKAeHUN 34paBo-
oxpaHeHus (MY3) «Cnyuknii cneumann3nmpoBaHHbIi oM pebeHKa ans aetein
C OpraHNyecKkMm NopaxeHnem LeHTpanbHOW HEPBHOW CUCTEMbI 1 Hapylue-
HUeM NCnXnKn», BbigeneHo 20 koek; Y3 «bopurcoscknin cneumann3npoBaH-
Hbll AOM pebeHKa» — 5 Koek. Mpn Heo6XoANMOCTM pPa3BOpPaYMBalOTCA Mas-
NIMaTVBHbIE NanaTtbl B COCTaBe yuypexxaeHusa 34paBooxpaHeHus «MuHckas
o6nacTHas AeTckasa KivMHuyeckas 6onbHuua» (Y3 «MOLKB»), ueHTpanbHbIx
paloHHbIX 6onbHUuax (LIPB), ueHTpanbHol ropogckoi 6onbHuue (LIG),
LieHTPanbHOM PaloHHON KnnHuyeckom 6onbHuue (LIPKB).

Ha 01.01.2021 B I'Y3 «CnyuKkuin cneuuanv3vipoBaHHblii JoM pebeHKa
ONA feTen C opraHNYeCKNM NopaKeHNEeM LiEHTPANIbHOM HEPBHOW CUCTEMbI
N HapyLeHnem NCUxXmnkmn» Haxogutca 20 nauymeHTos, B Y3 «bopucoBckui
cneurann3npoBaHHbIN oM pebeHKa» — 2 naumeHTa. B 2021 rogy B yupex-
JeHunAX 3apaBooxpaHeHna MnHckoin obnact GyHKLMOHMPOBano 5 nannu-
ATMBHbIX KOEK.

Ha ambynatopHOM ypoBHe GpyHKLIMOHMPYET KabMHET NannaT1BHO Nno-
MOLLUU AeTCcKoMy HaceneHuto B Y3 «MonogeuHeHckasa LIPB». B 22 permoHax
MwuHCKol 06nacT NpuKasamm rnaBHbIX Bpayell Ha3HauyeHbl OTBETCTBEH-
Hble 3a OKa3aHWe MNannuMaTMBHOWN Momolmn fdetam. KoopauHupyeT pabo-
Ty MO OKa3aHWIO NasNIMaTUBHON NOMOLUM OEeTCKOMY HacefleHMIo 1aBHbIN
BHELITATHbIA CneuMannicT no nNanivMaTUBHOM MOMOLLM AETAM TNaBHOrO
ynpasneHua no 3apaBooxpaHeHuio (NY30) MuHobnucnonkoma. Mexse-
[OMCTBEHHOE B3aumogencteme perynmpyetca NHCTpyKumen o mexxseom-
CTBEHHOM B3aMMOAENCTBUM MO OKa3aHMO MOMOLLN CEMbAM, BOCMUTbLIBAO-
WUM feTen-MHBaNNAOB, yTBEPXKAEHHOM NpuKazom MmnHmncTepcTsa 3apaBo-
oxpaHeHus Pecny6nuku benapycb ot 08.10.2018 N2 1002 [7].

Ha puc. 1 npeacTaBneHa opraHv3aunMoHHaa CTPYKTypa naninaTuBHOM
nomMowy Aetam MrHCKo 0611acTi 1 B3aMMOAENCTBME MeXIY Pa3fvyHbIMU
BEeJOMCTBaMM, YYaCTBYIOLMMU B OKa3aHUW NaanaTMBHON NOMOLLN.
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MINISTRY OF HEALTH OTHER DEPARTMENTS

REPUBLICAN CLINICAL CENTER
FOR PALLIATIVE CARE FOR CHILDREN

\ a

Chief specialist in palliative care
for children of the Main Health Department of the
Minsk regional Executive Committee

Boarding schools for children
with special needs
of psychophysical
development

¢ Territorial centers of correctional
HEALTHCARE INSTITUTION «MINSK REGIONAL % and developmental training
PEDIATRIC CLINICAL HOSPITAL» and rehabilitation

L]

Children's homes «» Healthcare institutions Territorial social
of the Minsk region of the Minsk region service centers

—

Fig. 1. Structure and interdepartmental interaction of state organizations providing palliative medical care to children
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[na opraHusauum agekBaTHON MOMOLLM HEOOXOANM yuyeT MalueHToB,
KOTOpble HY>KAaloTCA B OKa3aHWW NaanuaTMBHON nomowwm. na peanusaymu
37O 3apaun nprkasom MuHUCTEepCTBa 3apaBooxpaHeHuns Pecnybnvku be-
napycb ot 22.10.2014 N2 1084 «O co3paHun PecnybnukaHckoro peructpa
OeTel, HyXKOaLWMUXCA B NannvaTMBHON nomolym» Gblia co3paHa eauHas
pecnybnukaHckasa 6a3a AaHHbIX, KoTopad obbefnHMNa BCeX NauMeHToB B
BO3pacTe ¢ poxaeHua Ao 18 neT, Hy>KAaloLWmnxXca B OKa3aHUW NanivaTmsHom
nomowy. B 6a3y BHOCATCA cBefleHUs1 O MALMEHTE, eCTb BO3MOXHOCTb Npu-
KpenuTb CKaHUPOBaHHbIE N306paXXeHNA MeJULNHCKUX JOKYMEHTOB U [0-
KYMEHTbI B 9/1IeKTPOHHOM Buge.

B 2020 rogy npuka3z MuHucTepcTBa 3apaBoOXpaHeHus Pecnybnuku
Benapycb ot 02.09.2020 N° 890 «O6 yTBep)KAEeHUM MONOXKEHWA O pecny-
6NMKAHCKOM perncTpe Aeten, HYyXKAAWNUXCA B NasNMaTUBHON MOMOLLM»
yCoBepLUeHCTBOBan paboTy ¢ AaHHbIM UHPOPMALIMOHHBIM pecypcom. Cos-
JaHuve eyHOM 6a3bl MO3BONUIIO CMCTEMATU3MPOBATb PaboTy C JOKYMeHTa-
Lueil, OLeHNTb KaueCTBO OKa3aHWsA NannmnaT1BHON NoMoLm aeTam, obecne-
YUTb B3aVIMOAENCTBME MeXAY Pa3fIMyYHbIMY OpraHmM3aumAaMn 34paBooxXpa-
HeHVA B 06nacTn oKasaHWA NanInaTMBHOM NOMOLLM AETCKOMY HaceNleHMIo.

MocTtaHoBNeHem MHMCTEPCTBa 3apaBooxpaHeHns Pecny6nviku bena-
pycb oT 24.12.2014 N2 107 «O HeKOTOpbIX BOMPOCax OpraHn3aLumn okasaHnsa
MeANKO-COLManbHOW 1 NananaTMBHON MeaULMHCKOM NOMOLLYM» onpegene-
Hbl MEAVLMHCKME NOKa3aHUA ANA OKa3aHuA NananaTMBHON MedULMHCKON
NoMoLM:

B XpOHWYECKME HEM3MIeYMbIE, OFPaHUYMBalOLLME NPOAOMKNTENBHOCTD
XKU3HU 1 yrpoXatoLue xn3Hu 3aboneBaHus, Tpebytowe KynmpoBaHus
601U 1 pyrux NaTosIorMyeckux CUMMNTOMOB Y MaLMEHTa, KOrAa BbIMNos-
HeHVe UHbIX METOLOB OKa3aHWA MegULMHCKOWN MOMOLLM He3PpdEKTUBHO
1 (MN) HEBO3MOXKHO, B LIeNIAX YyULIeHNA KauyecTBa KN3HW NauneHTa;

®  [POrHO3MpyeMbli OrPaHNYEHHbIN CPOK »KU3HM NauMeHTa uin Tepmu-
HanbHas ¢a3a 3aboneBaHus;

B OTKa3 MayuMeHTa C XPOHMYECKMM Nporpeccupyiowmnm 3aboneBaHem ot
BCEX BMAOB N METOLOB OKa3aHUA cneunan3npoBaHHON MeaLMHCKON
MOMOLLM MPY HAIMYUK NATONIOrMYECKNX CUMIMTOMOB, YCYryonstoLwmx Ka-
YeCTBO WU3HM NaLMeHTa.

Mop nannuatuBHoe HabnogeHne pebeHoK opopmnAaeTca KOHCUANYMa-
MU pecnybMKaHCKOro, 061acTHOTO UNN TePPUTOPUASIBHOTO YUpeXaeHus
34paBoOXpaHEeHA C onpeaeneHnem rpynmnbl NananaTMBHON MeQULNHCKON
nomouu. isameHeHve unm CHATHE rpynmnbl NanIMaTMBHON MeaNLMHCKON No-
MOLLUMN TaK»Ke MPOBOAMTCA KOHCMIMYMOM rOCyAapCTBEHHOW OpraHu3aumm
3[paBoOOXpaHeHNs, KOTopasa OKasbiBaeT pebeHKy MefULMHCKYI0 MOMOLLb
[7]. Undopmauma o pebeHKe, HYKalOLWEMCA B NaIMaTUBHOWN NOMOLLK, Nne-
penaetca B PKL, MMM n rnaBHoMy BHeLITaTHOMY CrieLuanucTy no nannva-
TUBHOI MOMOLLM JETAM AN BHECEHUA B PeCnyOnKaHCKUIA PperucTp aeTei,
HY>KAaoLWMXCca B NananaTMBHON MOMOLLM, NMIAHNPOBAHUA ManIMaTUBHOMN
nomoLuM, NPoBefeHNA aHann3a KayecTBa OKasaHuA NanivaTMBHOM NOMO-
LK AeTaAMm.

B MuHckol obnacTti, Kak 1 BO BCEM MMPE, HabloAaeTca yBenmueHne
KOonunyecTBa AeTen, Hy>KAatoLwmxca B nannnatnsHon nomowm. Ha 01.01.2017
noA nannvaTvBHbIM HabnogeHnem coctosn 171 pebeHok, 13 Hux ambyna-
TOpPHO Habnoganuco 132 pebeHKa. B nome pebeHka Haxogunocb 11 geten,
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Fig. 2. Dy ics of the ber of children under palliative care in the Minsk region in 2016-2020

B JOMax-NHTepHaTax — 28 geten. Ha 01.01.2021 KonnyecTBo aeTen, Haxoas-
LMXCA nof NananaTuBHbIM HabnogeHnem, yBennuunocb Ha 124 yenoseka
1 coctaBuno 295 petei, 13 HUX 252 pebeHka Habnoaancb ambynaTtopHo,
20 - B gome pebeHKa 1 23 - B JlOMax-MHTEpPHaTax (puc. 2).

OpfHaKo, HeCMOTPA Ha POCT uYUCna feTel, HYXKOALWKMXCA B OKa3aHUu
nannuaTMBHOWN NOMOLLY, 3TO eLle He BCe AeTH, KOTOPbIM TpebyeTcsa AaHHbIN
BmA nomowy. MNpwu noAsneHUN B ceMbe pebeHKa, HyXatloLerocs B nannna-
TUBHOW NOMOLLY, Nepesl ceMbeli BCTaeT Hen3bexxHasa yrpo3a cmeptun 6ams-
KOro yenoBekKa. B XXn3Hu naumneHTa 1 ero ceMby NPOUCXOAAT 3HAUUTENbHbIE
V3MEHEHUSA, HaMNpPaB/ieHHble Ha OpraHM3auuio GbiTa B HOBbIX YCioBuUsX. He
pa3BuTan B O/MKHOWN Mepe 6e3bapbepHas cpefa, CTUrMmaTusaumsa B obuye-
CTBe MaLUMEHTOB, UMEWMX MNaNINATUBHBIA CTaTyC, OTOXKAECTB/eHUe Yy
6GONbLUNHCTBA HAaceNeHUA MOHATUIA «MannMaTMBHAA MOMOLb» U «CMEPTb»
CO3[al0T PUCK TOTO, YTO CEMbA CTAaHOBUTCA Gonee yA3BUMON M BbIKNOYa-
€TCA 13 06LeCTBEHHOW XM3HU. HecMOTpA Ha CyLiecTByioLMe NporpaMmsl
coumanbHoro obecneyenus, paboTy no peabunutayum u T. 4., B obliectse
TPaHCIMPYETCA MHEHME, YTO NanMaTUBHaA MOMOLLb OKa3blBaeTCA AeTAM B
TePMUHaNIbHOM COCTOAHMM 6e3 NpoBeAeHNA peaHMMaLVOHHbIX Meponpus-
TMn. Pogntenu, onacaacb ctatyca NaaivaTMBHOMO NauMeHTa, OTKa3blBaloT-
CA OT AaHHOTO BMAA Nomowm. Kpome Toro, He NCKloYeHa CUTyaLma, Koraa
MeApaboTHUKM Ha MecTax OTFOBapMBalOT poauTenei oT opopMIieHns CTa-
Tyca MasIMaTUBHOIO NauneHTa, ybexaaa B TOM, YTO MasyIMaTUBHbINA CTaTyC
nauveHTa — 3TO 0TKa3 OT NleyeHuns. ITa Nnpobnema akTyasibHa He TOJIbKO ANA
Benapycn, Ho 1 ana 3apy6exHbix cTpaH [8]. Ha camom fene 3To He TakK, u
HapAagy C neyeHnem pebeHoK nonyyaeT NannaTUBHYIO NOMOLLb B BUAE pa-
60Tbl C PU3NUYECKMM TEPANEBTOM, UTPOBLIM TePaNeBTOM, Jlorornefom-gedek-
TOJIOrOM, MHCTPYKTOPOM MO NledebHOn GU3KYNbType, KoppeKuno 6enkoBo-
JHepreTMyeckom HepgoCTaTOUYHOCTW, MCUXOMOrMYECKY0 MOMOLb CeMbe U
Apyrvie BMAbl NOMOLLN.
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CmepTb / Death

MannnaTtneBHasa nomolub /
Palliative care

MNopnepka 6nunsKux /
Support for closest person

PapukanbHoe neuyeHuve /
Radical treatment

Bpems / Time

Puc. 3. CooTHOLWEHNEe pagnKanbHOro ie4eHUA U NannnaTuBHo nomowu aetam [4]

Fig. 3. The proportion of radical treatment and palliative care for children [4]

Bonb 1 gpyrue prsnyeckune ctpagaHms, 6€CNOMOLLHOCTb, OANHOYECTBO
N coumanbHas n3onAaumsa He JOJKHbI ObITb MOBCEAHEBHBIMU pPeanuamm na-
LMeHTa, umetowero ctatyc nannnatmsHoro. CornacHo cxeme, NpeasioxeH-
Hon BO3 gna okasaHuA nannnaTyBHOWM NOMOLLM, eC/ NPeacTaBUTb OKasa-
Hue nomolum pebeHKy ¢ 3aboneBaHNeM, NO3BONAIOLMNM BKIIOUNTD €70 Noj
nannMaTMBHOE HabniofeHre, MOXHO 3aMeTUTb, YTO fieyebHas 1 nannnaTne-
HaA MNOMOLLb JOMKHbI HAUMHATLCA MPaKTUYECKN OAHOBPEMEHHO, C NOCTe-
NEeHHbIM yBefIMYeHnemM AoV NanIMaTMBHON NOMOLLM 1 COMPOBOXAEHNEM
cneymanucTammn no NanavaTMBHON MOMOLLM CEMbU Nocsie notepu pebeH-
Ka (puc. 3) [4].

O HenonHoTe oxBaTa Maj/IMATUBHOWN MOMOLLbIO HYXAAKOLWMXCA B HEn
JleTell CBUAETEeNbCTBYET TOT GAKT, UTO YMC/IO MNALVEHTOB, HAXOAALWMXCA NOA
NannMaTMBHbIM HabMIOAEHUEM, HUXKE PAaCYETHOMO YMCNa HYXAAOLWKMXCA B
nannuaTMeHor nomowu. MoTpebHOCTb B NananaTMBHOM NOMOLWM AETAM
BbIYMCNAETCA KaK CyMMa YMciia ymepLimx aeTelt (3a UCKnioyeHrem getei,
yMepLUUX B paHHEM HeOHaTalbHOM Mepuofe, OT BHELWHUX MPUYMH U CUH-
[poMa BHe3arnHoW CMepTu) U Yncna geten aeTen-mHBannaoB co CTEMNEHbIo
yTpatbl 3g0poBba (CY3) 3 u 4, nmetowrx 3abonesaHus no MKB-10, npu Ko-
TOpPbIX NOKa3aHa nannuaTrBHaa nomoub. B cpegHem no pecnybnuke paH-
HbIN NoKa3aTenb coctaBnseT 10-12 Ha 10 Tbicau geten [7]. Ana MuHckon
ob6nact Ha 288 251 pebeHKa pacyeTHbIl MOKasaTeslb COCTaBAAET Mpu-
MepHO 345 yenoBek, YNCNO AeTel Nog NasiMaTMBHBIM HabMoAeHnem Ha
01.01.2021 - 295 yenosek.

B HacTtoswee Bpemsa B Pecnybnuke benapycb cornacHo VHCTpyKuum
«O6 opraHusauuy oKasaHua MNananaTMBHON MEAVLMHCKOM MoMoLwn ae-
TAM», YTBEPKAEHHOW NpunKa3om MrnHucTepcTBa 34paBooxpaHeHuns Pecny-
6nuKkun benapycb ot 04.04.2019 N2 403, BblenAOT TPW FPyNMbl NanInaTuB-
HOW NOMOLLN:

B 1-a rpynna (KpaTKOCPOYHasA nannvaTMBHasA MefuLUMHCKaA MOMOLb) —
OeTN C TAXKENbIMY, YTPOXKaIoLWMMM XN3HWN COCTOAHUAMM UM OrpaHnun-
BaOLMMUN NPOAOCIKUTENBHOCTb »KN3HM 3a00NeBaHMAMN B TePMUHASb-
HOW CcTaguu (Hanpumep, C OHKONOrMYyecKnmu 3aboneBaHmAMN);
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®  2-a rpynna (AONrocpoyHan nannvMaTvBHaA MefUUMHCKaas NMOMOLb) —

JETV C OrpaHUYMBAIOLLMMU NPOAOCIKUTENBHOCTD KM3HM 3aboneBaHu-

AMU, NMEILMMUN Pa3HYI0 CTerNeHb MPOrpeccrpoBaHnsA, NPU KOTOPbIX

npexxaeBpeMeHHas CMepTb Hen3beXkHa, HO NMPOrHO3MPYETCs B OTHOCK-

TeSIbHO OTAANIEHHOM Nepuoae NpW YCI0BMU NPOBEAEHUA NaNIMATUBHbIX

MeponpuATUiA (reHeTuueckne 3aboneBaHWA, TAXKeNble HeBposiormye-

cKue 3abonesaHua n ap.);
= 3-4 rpynna — AeTu C YrpoXaloWwmMm XN3HN COCTOAHUAMM UAN OrpaHu-

YMBAKLMMM NPOJOIKUTENBHOCTD XN3HW 3ab60NeBaHNAMY, UMEIOLLUMI

HeonpefeneHHbIli NPOrHO3, B TOM YKC/ie BO3MOXHOCTb BOCCTaHOBJe-

HUA GYHKUMKM (NocnedcTBUA YepenHO-MO3roBOI TPaBMbl, BPOXAEHHble

NMOPOKM PasBUTUA 1 Ap.).

B MuHckoi obnactn Ha 01.01.2021 pacnpepeneHune Aeteil no rpyn-
nam nanjavaTMBHOM MOMOLUM BbIMMSAAENo creaylolwmum obpasom (puc. 4):
K 1-1 rpynne oTHocunocb 9 yenosek (3,1%), ko 2-1 rpynne - 238 yenoBek
(80,6%), k 3-1 rpynne - 48 yenosek (16,3%).

CnepyeT OTMETWTb, UTO HO30MOrMYeckaa CTPyKTypa 3aboneBaHuii y
JeTell, Haxof4AWMXCA MOA ManIMaTMBHbIM HabnogeHnem, oTinyaeTca ot
B3POC/bIX. Tak, MO fAaHHbIM POCCUACKNX aBTOPOB, B HO30MTOTMYECKON CTPYK-
Type cpeayv NpuUMH CTaTyca NajyIMaTMBHOIO MauueHTa npeobnajatoT OH-
Konormyeckue 3abonesaHus [9], B To BpeMs KaK y AeTell MpOoLeHT HOBOO6-
pa3oBaHMWI HeBEMWK, @ OCHOBHYIO YaCTb COCTaBAAIOT 3a60N1eBaHNA HEPBHOW
cucTembl.

Ho3sonornueckasa CcTpykTypa feTeil, HaxXoAAWmMXCA NOA MasanaTuBHbIM
HabniopeHvem Ha 01.01.2021 no MwuHcKol obnactu, npefcTaBneHa Ha
puc. 5. MOXXHO 3aMeTUTb, UTO Ha oMo 3a60neBaHN HEPBHOW CUCTEMbI NPW-
xogutca 68,1%.

OcHoBHas Uenb AeTCKOW NannvMaTMBHON cny»Obl — oKasaHve nannua-
TUBHOI MOMOLUM MO MeCTY uTenbcTBa pebeHka. Mpwu noceleHun aeten,
HaxoAAWMNXCA NOA MNanMaTMBHBLIM HabnlogeHreMm, cneymannicT nNpoBOAnNT
0o6WKMiN OCMOTP, BbIMOJIHAET HEOOXoAVMble MpoLeaypbl, NPOBOAUT obes-
6onuaiolime MeponpuAaTus, obyyaet poguTenen yxogy 3a pebeHkom. Op-
HUM U3 METOZOB, MO3BOJMIALWMX YAYULINTb KaueCTBO XM3HW NaLUeHTOB C

3 rpynna/ 34 group (16,30%) 1 rpynna/ 1% group (3,10%)

2 rpynna/ 2" group (80,60%)

Puc. 4. CTpykTypa feteii MMHCKOI o6nacTu no rpynnam naannaTuBHO NoMoLyu

Fig. 4. The structure of children of the Minsk region by palliative care groups
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BonesHn HepBHoI cucTembl (GO0-G99) / BpoxpaeHHble aHomanmm (Q00-Q99) /
diseases of the nervous congenital anomalies (Q00-Q99) (19,00%)
system (G00-G99) (68,10%)

Npyrue 3abonesaHus /
other diseases (12,20%)

HoBoo6pa3zoBaHusa (C00-D48) /
neoplasms (C00-D48) (0,70%)

Puc. 5. Hosonornyeckas cTpyKkTypa 3abonesaHuil y fAeTeil, HaXoAALMXCA NOA NaNIMaTUBHbIM
HabnoaeHnem B MuHcKkom obnactn

Fig. 5. Nosological structure of diseases of children under palliative care in the Minsk region

HeKoTopbIMU 3a60eBaHUAMY, ABNAETCA ANUTENIbHAA pecnupaTopHas noa-
epxKa. PecnpaTopHas noaaepxKa geTeil ;omMa 06yYeHHbIMU poauTens-
My — 6e3onacHbl 1 3$PeKTUBHbIN MeTog NannmaTuBHon nomoluw [10].

B MuHckon obnactu Ha 01.01.2021 13 Bcex feTeil, HaxoAsaLWMXCA noja
nannvMaTMBHbIM HabnogeHnem, 12 nauneHToB (4%) Hy>XAanucb B ANUTENb-
HOW pecnpaTopHOl NoaaepKe, NPy 3TOM BCe U3 HMX Obinn obecneyeHbl
NopTaTMBHbLIMY annapaTamMn UCKYCCTBEHHON BeHTUnAuMK nerkux (VBJ1) Ha
noMy. HenHBasvBHY0 BEHTUAALMIO NIETKUX NoNyYanu 5 getei, MHBa3UBHYIO
BeHTUNAUMIO nerknx — 7 geterr. OCHOBHbIMM MOKa3aHMAMW And nepesoga
neteli Ha VIBJ1 6binn HepBHO-MblLLEYHble 3a60N1eBaHMA — 9 feTel, U3 HUX CO
CNUHanNbHON MblweyHol aTpoduren | Tuna (G12.0) — 4 pebeHKa, MblLeYHON
anctpoodueii (G71.0) - 3 pebeHka, APYrMU HaCIEACTBEHHBIMMW CMIMHAMbHbI-
MV MblLleYHbIMK aTpoduamn (G12.1) — 2 pebeHka.

Cpeau apyrux Ho30510TUiA, MOCTY>KUBLUUX NPUYUHON NepeBofa pebeH-
Ka Ha VBJ1, 6binun geTckuii uepebpanbHblii napanuy (G80), pereHepatuBHas
60ne3Hb HepBHOW cMcTeMbl HeyTouyHeHHas (G31.9) n nocneacTBMA Bocna-
NINTENbHbIX 3a60N1eBaHUI LLeHTPanbHON HepBHOM cuctembl (GO9) — no ogHo-
My NauneHTy COOTBETCTBEHHO.

B Pecny6nuke Benapycb obecneuyeHvie annapatoMm Ans npoBefeHus
MBJ1 B fOMaLLIHMX YCNOBUAX NPOBOANTCA COrflacHO NOCTaHOBAEHUIO MnHM-
CTepcTBa 3gpaBooxpaHeHus Pecnybnvkm benapycb ot 15.06.2016 N2 77 «O6
YCTaHOBIEHNW NepeyvyHA MeAULUHCKUX NOKa3aHUM 1 MeAULMHCKUX Npo-
TMBOMOKasaHuin Ana obecneyeHna rpaxiaH TEXHUYECKUMU CpeAcTBamu
coumanbHon peabunuTauumy. [JaHHbIM JOKYMEHTOM ONpefeneHbl creayto-
e nokasaHus K VIBJ1 Ha fomy: nporpeccupyioLie HePBHO-MbILIEYHbIE 3a-
6oneBaHUs, HapyLleHWA AblXaHWA LeHTPanbHOro reHesa, ¢ubpos neroyHom
TKaHW Pas3fiMYHOM 3TMONOINKW, HapyLIeHNA NPOBOAMMOCTM AblXaTeNbHbIX
nyTein 1 MHble 3a60N1eBaHNA U COCTOAHUA, NPUBOAALLNE K HEO6XOANMOCTU
ANUTENbHON pecnMpaTopHON NOAAePKKM. BaXHbIM ycnosrem nposBeaeHmna
MBJ1 Ha fomy siIBNSieTCs CTabusibHOe COCTOsAHME MaLueHTa, Hanmume CroH-
TaHHOrO AbIXaHWA, HAXOXAEHMNE NaLMeHTa B CO3HaHWUN, a TaKXKe XenaHue 1
BO3MOXHOCTb poguTenen yxaxunaatb 3a nayneHtom Ha VBJ1 [7].
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Cneunanuctamm Y3 «<MO[KB» BepeTca yuyeT getei, Hy>KAalOWUXCA B
pecnupaTopHol nopaepKe, OCyLeCTBAAETCA UHAUBUAYaNbHbIA nogbop
pecnupaTopHoro o60pyaoBaHUA, NPOBOAUTCA 0byUeHne poanuTeneit yxoay
3a pebeHKoMm, HaxoaAawmmca Ha VBJ1, npoBoanTca NoAroTOBKa NaumneHTa K
nepesofy M3 OTAENEHNA aHeCcTe3MOoNorn U peaHnMauny nop fomallHee
HabnogeHuve. [letn, Haxoaswumecs Ha UBJ1, perynapHo HabniopatoTcs yyacT-
KOBbIM BpauyoM-NeaMaTPOM; 3a KaXKablM pebeHKOM NPUYKa3oM rMaBHOro Bpa-
Yya TeppuUTOpUaNbHON OpPraHn3auun 34pPaBOOXPAHEHNA 3aKpensieH Bpay-
peaHmaTonor. Mpy Heo6xoANMOCTN MeAULNHCKE PaBOTHUKN U poanUTENN
nonyyaloT KOHCYNbTaLMIo Bpaya-peaHumatosniora BblesgHoln 6puragbl Pe-
CNy6NMKAHCKOTO KOHCYNbTaTVBHOIO LIEHTPA NaniMaTMBHON MeaVLMHCKON
nomMowy AetsiM, 06NacTHOro MeAMaTPMUYEeCcKoro PeaHUMALMOHHOIO KOH-
cynbtatmBHoOro ueHtpa MOIKB.

Ewe ogHvm pasgenom nannnaTMBHOM MOMOLYM AETCKOMY HaceneHuio
ABNAETCA MEANKO-COLMabHAA MOMOLLb, KOrAa B TPYAHOW KU3HEHHOMN CUTY-
auum Npu HeobxoAMMOCTY AaTb CEMbe OTAbIX OT YX0Aa 3a TAXeNno60nbHbIM
pebeHKOM 1 OpraH130BaTb MCUXONOTMYECKYI0 MOAAEPXKKY MO 3asBEHNIO
3aKOHHOTO NpeACTaBUTESNA OPraHM30BbIBAETCA HabnoaeHre 1 yxo cunamm
MeOULNHCKOro nepcoHana craumoHapHoro otaenenua PKL MMM, Cpok
OKaszaHuA MeanKOo-CoLUMnanbHOM NOMOLWM COCTaBNAET Ao 28 AHEN B KaneH-
JapHOM rofy, AaHHbIV BUA NOMOLLM OKa3blBaeTCA Ha NiaTHOW OCHOBe.

OfHMM 13 pa3genos NanIMaTMBHOWM NOMOLLM ABMAETCA «MOMOLLb B KOH-
Lie >KM3HM». XOTA CMepPTb — 3TO HOPMaJibHasA YacTb XKM3HKU, OHA YacTo paccMa-
TPUBAETCA KaK HeUYTO HeraTMBHOE. ITO CJIOXKHbIA BOMPOC, U3-3a KOTOPOro
nannnaTMBHaA NOMOLLb NPOJOSIXKAET CTUIMaTM3NPOBaTbCA. Kak cneacTeue,
MHOrVe floan YMUPAKOT B OAMHOYeCTBe 1 € 60/1blo He ToNbKOo dusmyeckon,
HO n gywesHon [11, 12]. YaoBneTBopeHue xenaHuA naumneHTa uan ero 3a-
KOHHbIX NpeAcTaBUTeNe NPOBECTU NOCEeAHME HW XN3HWN TaM, F4e OHU XO-
Tenn 6bl, CYUTAETCHA OAHUM U3 OCHOBHbBIX 3TUYECKUX MPUHLMMNOB OKa3aHWs
nanaMaTUBHON NOMOLLMW.

Mpn NnaHNPOBaHMK MOMOLUM B KOHLE KM3HWU GONIbHBIM CO 3/I0Kaue-
CTBEHHbIMN HOBOOOPA30BaHVAMM 1 APYrUMK TAXeNbIMIU 3ab6oneBaHnAMM
paccmaTpmBatoTCcA Takue Gpopmbl MOMOLLM B 3aBUCMMOCTY OT MECTa ee OKa-
3aHuA, Kak cTaumoHapHoe otgenexve PKL MMM, nomolub Ha Agomy crnamu
YUYaCTKOBOW CNYy>KObl UNU OpraHu3aunsa nannMaTvBHON Nanatbl B TeppuTo-
puranbHOM yupexaeHnn 3gpaBooXpaHeHA C NpUBIeYeHNeM CNeLnanmcToB
Bble3gHon cnyx6bl PKLL MMIMJ. Yawe Bcero cnoxHble HekypabesbHble na-
LMeHTbl NONy4YaloT NOMOLLb B KOHLIE »KM3HW B CTaumoHape. 3a 12 mecAues
2020 roga no MuHckol obnactv ymepno 11 nauneHToB, U3 H1X 9 YenoBeK —
B CTaLlMOHApe U TOJIbKO 2 pebeHKa — Ha JOMYy.

CnepyeT OTMETUTb, YTO NPOJOIKUTENIbHOCTb 6ONE3HM, @ COOTBETCTBEH-
HO 1 NaNNMATUBHOIO HAabNIOAEHUA y ieTel MOXKET NPOTeKaTb OT HECKONbKUX
OHEN 0O HeCKONbKMX NET, YTO TaKXKe ABMAETCA OTINYMTENIbHOM YepTon geT-
CKOWM NannanaTueHOMN nomolym. NogoneyHble MOryT HaXOAUTLCA MNOA Nanau-
aTVBHbIM HAbMIOAEHNEM ANIMTENBHO, BMIOTb A0 18 neT, nepexoas Bnocnea-
CTBUM NMOJ NaTPOHaX B3pOCIIbIX Clyx6. Kpome Toro, npu ycnewHom neye-
HUW 1 peabunuTaunmv naumMeHToB ¢ 3-i rpynnoi nananaTmBHOro Habnwoge-
HMA CTaTyC NaNANATUBHOIO NaLMeHTa MOXeT 6bITb CHAT. Tak, B 2020 rogy nog
HabntofeHVe B3pOCsIoi NannmaTuBHow cnyx6bl 6bino nepeseaeHo 11 naum-
eHTOB: 10 13 HYX — C 60N1E3HAMY HEPBHOW CUCTEMBI U O4MH pebeHoK — ¢ BUY.
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Takum obpa3om, NannmaTMBHasA NOMOLLb AETCKOMY HaceneHuto ycnelw-
Ho pa3BuBaeTcA B MUHCKOWM 061acTh, oaHaKo TpebyeT NpUcTanbHOro BHY-
MaHWA K CBOMM npobniemam. na nosHoUeHHOro GyHKUMOHUPOBAHUS CU-
CTeMbl NaNANATUBHON NOMOLLN HEOOXOAMMBI 3HAaUNTENbHbIE PECYPChI, KO-
TOpble 3aKJI0YaIOTCA He TONbKO B MaTeprasibHO-TEXHNYECKOM obecneyeHnn
NauMeHToB HeoBXOAUMbBIMU YCTPOWNCTBAMMN 1 PACXOAHbIMM MaTepuanamu.
Tak»ke HeO6XOAMMO YUacTMe MHOTUX CMEeLMaMCTOB CO CPEAHVM U BbICLINUM
MEAULIMHCKAM U MCUXOMOTMYeCcKMM obpa3oBaHMEM 1Sl OCYLLECTBIEHUS
peabunutaunmy naymeHTa 1 ero cemMmbu. 3a10rom yCrnewHoro peLleHns npo-
651eMbl CTUrMaTU3aLUN NaNIMaTMBHOWM MOMOLLY B MepBYIo ouepedb ABMAET-
cAa paboTa co cneymanncTamy NEPBUYHOIO 3BEHa, MOBbIWEHWE KX YPOBHA
3HaHWI O LensAx, MeTofax u cnocobax okKazaHWA ManIMaTUBHOW MOMOLLK,
NPOCBeLLeHNe HaceNeHNA B BONPOCax OKa3aHUA NaninaTvBHOM NOMOLLM.
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Bone Marrow Transplantation as a Method
of Choice in Treatment of Gain-of-Function
Mutations in STAT1. Case Report

TpaHCcnNaHTaUmMA KOCTHOrO MO3ra Kak MeTof Bblbopa Npu neyeHnu
MyTaumm ¢ ycunenvem dyHkumm (Gain-of-Function Mutation)
B STATT. KnuHnyecKknm cnyyam

Abstract

Gain-of-function mutations in signal transducer and activator of transcription 1 (STAT1) was
described. This disease is often accompanied by severe immunodeficiency. In the treatment of
such patients, antifungal, antibacterial therapy is used, which is not always effective. Some patients
underwent bone marrow transplantation with various efficacy. The indications for bone marrow
transplantation in this pathology remain uncertain. This causes difficulties for doctors and patients
in making the choice of bone marrow transplantation. In this paper, we present a case of successful
peripheral blood stem cell transplantation in a patient with gain-of-function mutations in STAT1.
A boy at the age of 1 year and 8 months with gain-of-function mutations in STAT1 had a recurrent
course of candidial infection (esophagitis, stomatitis), repeated lung lesions, repeated pneumonia
with a poor or short-term response to antifungal and antibacterial drugs. Recurrent infections led
to delay in physical development. Cellular immunodeficiency (decrease of CD4+ T-lymphocytes)
was identified. The inexorable course of the infectious syndrome, deterioration of the quality of
life of the patient and his family led to the decision to undergo bone marrow transplantation on
demand of the child’s parents. The possible favorable prognostic factors for successful bone marrow
transplantation were early age, presence of gain-of-function mutations in the STAT1 mutation
variant, and a related donor. The patient has survived. However, there were complications during
the transplantation in the form of acute and then chronic graft-versus-host disease (GvHD). There
was the reconstitution of immunity, the infectious process did not manifest. The patient has become
active; at this time, he does not differ in his physical development from his peers. The decision to
carry out transplantation should be made individually, based on the severity of immunodeficiency,
desire of parents, and presence of possible favorable factors in a patient.

Keywords: STAT1, gain-of-function mutation, bone marrow transplantation, mucocutaneous
candidiasis.
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Pe3some

He Tak gaBHoO 6bina onncaHa myTtaums ¢ ycuneHrem oyHkuum B STAT1. OTa MyTaumsa 4acto conpo-
BOX/JAeTcA KIIMHWKON Tsxenoro ummyHopeduumta. MNprimeHsemble B neyeHUN Takmx MauneHToB
aHTMbaKTepunanbHaa 1 NPOTUBOrpnOKOBaA Tepanum He Bcerga 3¢dpeKkTBHbI. HeEKOTOpPbIM NaumeH-
Tam NPoBOAMIACh TPAHCMIAHTaLMA KOCTHOrO Mo3ra C Bapbupytowen 3ddektnsHocTbio. OcTtatoTca
HeonpegeneHHbIMU NOKa3aHWA K TPaHCMIaHTaLy KOCTHOMO MO3ra Npy faHHOW NaTonorum. 31o Co3-
JaeT TPYAHOCTY ANA Bpayel U NauneHToB B MPUHATAM PeLleHnsa O TpaHCNIaHTaUuum KOCTHOro Mo3ra.
B naHHoI paboTe Mbl OnycbiBaeM Clyyalt YCreLwHom TpaHCnIaHTaLum reMornosTMyeckux CTBONOBbIX
KneToK nepudepmryeckoin KpoBm NaumeHTy ¢ myTtaumneint GOF B STAT1. Y manbunka 1 roaa v 8 mecsues
¢ myTaumen GOF B STAT1 Habnioganoch peuynavsmpytoLlee TeyeHme KaHana03HoN nHdekumm (330-
darnT, cTomMaTnT), NOBTOPSAIOLLEECA NMOPAXKEHNE NETKNX, PELMANBUPYIOLLAA NMHEBMOHNKSA CO ClabbiM
OTBETOM Ha aHTMOGAKTepuasnbHYyl U NPOTUBOrpuOKOBYIO Tepanuio. Peumansupytowme nHdekumn
NpVBenU K 3agepke GM3nyeckoro pas3BuTrs naumeHTa. Y Hero 6bii BbIABNEH KNETOUHbI UMMYHO-
gedununT (cHkeHne CD4+ T-numdounToB). Heymonvmoe TeueHre MHGEKLMOHHOTO CMHAPOMA, YXYL-
LeHe KayecTBa MU3HM NaLMeHTa N ero cemMbn NPUBENM K PeLUeHNo NPOBECTM TPaHCMAaHTaLuo
KOCTHOFO MO3ra C cornacus poautenein. BoamoXxHbIMM 6naronpuATHbIMK NPOrHOCTMYECKMM daK-
TOpamy yCnewwHon TpaHCNIaHTaLMM KOCTHOTO MO3ra Obli paHHWI BO3pacT, 61aronpusTHbIN Bapu-
aHT myTauumm GOF B STAT1 u Hannune poaCcTBEHHOro AoHOpPA. [aLuneHT BbIXWI, OQHAKO, B NpoLiecce
TPaHCMaHTaUUM HabMoAANNCb OCNIOXKHEHUS B BUAE OCTPOW U XPOHMYECKON PeaKkLmmn «TPaHCnIaH-
TaT NnpoTuB xo3auHa» (PTMX). MpounsoLwno BocCTaHOBEHVE UMMYHUTETA, U MHPEKLMOHHbIN npoLecc
He npoABnAncs. MNMauneHT cTan akTVBHbBIM U B HAaCTOsLLEe BPEMS B CBOEM GU3NUYECKOM Pa3BUTUN He
OT/INYAETCA OT CBEPCTHUKOB. PeweHune o TpaHcnnaHTauun npy GOF B STAT1 gOMXHO NpMHMMATbLCA
B KaX[IOM CJlyyae UHANBMAYASIbHO C YYEeTOM TAXeCT! UMMyHoAepULNTa, XKenaHnA poanTenen 1 Ha-
JINYUA NOTeHUUaNbHO 6naronpusATHBIX GaKTOPOB AJiA ee Mcxofa y NalueHTa.

KnioueBbie cnoBa: STAT1, MyTauus ¢ ycuneHnem GyHKLMUM, TPAHCMIAHTALUA KOCTHOMO MO3ra, KOX-
HO-CJIN3UCTbIN KaHAWA03.

B INTRODUCTION

Recently (2011, 2012) two groups of researchers independently
established heterozygous signal transducer and activator of transcription 1
(STAT1) gain-of-function (GOF) as a reason of T-helper 17 (Th17) deficiency
and autosomal dominant chronic mucocutaneous candidiasis (AD-CMC)
[1, 2]. These mutations lead to inability of STAT1 dephosphorylation,
hyperphosphorylation, increase of the linkage with DNA and GOF on
STAT1 signals transmission. Moreover, a characteristic feature of patients
with AD-CMC is a deficiency in Th17 responses, which is believed to be an
immunological cause of muco-fungal infection. GOF mutations in STAT1
cause susceptibility to a number of infections, autoimmunity, impaired
immune regulation and combined immunodeficiency. The manifestations
of the disease can be mild or severe and life-threatening [3].

The standard of care for patients with STAT1 GOF mutations usually
consists of supportive care options, including antimicrobial prophylaxis,
alone or in conjunction with immunoglobulin replacement therapy,
especially for patients with recurrent respiratory tract infections, with or
without antibody deficiency [4-6].
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Oral therapy with ruxolitinib, a Janus 1/2 (JAK1/2) kinase inhibitor that
attenuates STAT1 activation by cytokine receptors, has also proven to be a
viable alternative in combating disease complications including mucosal
candidiasis and autoimmune diseases [7, 8]. However, these treatment
options can't restore the immune deficiency.

Since these mutations have only recently been identified, a small number
of patients have been reported in whom bone marrow transplantation (BMT)
is accepted as a definitive treatment. Unfortunately, more than half of the
registered patients died after transplantation due to multiple complications,
most likely related to late decision or poor patient selection for BMT [4, 9, 10].

In describing two cases of heterozygous STAT1 GOF mutations
mimicking combined immunodeficiency (CID) who were treated with
hematopoietic stem-cell transplantation (HSCT), the authors concluded that
HSCT could be an alternative treatment option for selected patients with
mutant STAT1 GOF with progressive life-threatening disease not responding
to conventional therapy [11].

Until now, a small number of patients underwent HSCT with mixed
results, making the recommendation for this therapy inconclusive [4, 9,
12-14].

The international research group on STAT1 GOF has published five cases
on transplanted patients with AD STAT1 GOF mutations. Only two of them
are currently alive without serious complications [4]. In the study by Leiding
et al. six patients (40%) survived in the transplant cohort. Complications
causing morbidity and mortality included secondary graft failure, infections,
and bleeding. The main problem with HSCT in patients with STATT mutation
is the high incidence of secondary graft failure, the cause of which is not fully
understood [14].

The publication on behalf of the Working Group on Congenital Errors
of the European Society for Blood and Bone Marrow Transplantation and
the Consortium for the Treatment of Primary Immunodeficiency Disorders
collected data from an international cohort of 15 patients with GOF-STAT1
mutations who underwent HSCT using various conditioning regimens and
donor sources. This multinational cohort of 15 patients represented the
largest population of GOF-STAT1 mutated patients undergoing HSCT. The
cohort consisted of 9 men and 6 women, ranging in age from 13 months
to 33 years old at the time of transplant. Indications for HSCT were severe
clinical manifestations, including recurrent infections, autoimmunity,
immunodysregulation polyendocrinopathy enteropathy X-linked (IPEX)-like
symptoms resistant to drug therapy, hemophagocytic lymphohistiocytosis
(HLH) or CID. Data show that HSCT in patients with GOF-STAT1 mutations is
curable, but carries a significant risk of secondary graft failure and death [14].
This work also noted that most of the transplanted patients had mutations
DBD (M390T, N397D, T385M, N397D, S466R, C324F), while the rest had helix
domain mutations (D165G, R274W, R274Q, D292E, 1294T, H328R), which,
possibly, reflects the more severe course of the disease in patients with DBD
mutations, for whom HSCT may be considered as an earlier therapeutic option.
All 5 survivors with donor chimerism from 95% to 100% established complete
restoration of immunity and complete reversal of immunodeficiency and
resolution of infectious and autoimmune manifestations. Only the age at
the time of transplantation as a good prognostic factor reached statistical
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significance. Disease like IPEX and mutation resulting in T385M were
favorable factors; however, patients with these characteristics underwent
transplantation at a younger age. These data suggest that HSCT may be
considered curative, especially if performed early in patients with GOF-STAT1
mutations with severe phenotypes including those with symptoms similar
to IPEX, CID, serious life-threatening infections and severe autoimmunity.
The data indicate that HSCT may be curative for patients with GOF-STAT1
mutations. With full restoration of immunity, the manifestations of the disease
disappear quickly and forever [14].

Consequently, the accumulation of additional HSCT results in patients
with STAT1 GOF mutations can provide valuable information relevant to the
management of this disease.

B CASE REPORT

The male patient was born from the third pregnancy with a weight
of 3900 g, height 56 cm. He was vaccinated against hepatitis B and BCG
vaccine. He has a brother and sister who are healthy.

Episodes of oral candidiasis from the age of one month were reported.
Fromtheageofeightmonthsoral candidiasis (stomatitis) became permanent.
From one month of age, the child has recurrent bronchopulmonary
infections, which required hospitalization every other month. Vomiting
(1-2 times per day) appeared from the age of four months. Antifungal and
antibacterial therapy had a weak or short time effects. Regression of motor
skills was detected. The boy stopped walking and needed support while
sitting. Child almost didn’t gain weight. The weight was 7500 g at the age
of one year. At 15 months of age the boy was administered for pediatric
immunologist consultation. The boy was admitted to the clinic in serious
condition: respiratory failure, constant cough, wheezing on both sides
and crackling in the lower parts on the right. Vomiting up to 6 times a day
with thick mucus was reported. Sluggishness, poor appetite, decreased
physical activity (swaying while walking), weakness, lethargy, slowness of
movement, physical development retardation. Candidal infection — massive
whitish thrush on oral mucosa and erythematous plaques with macerated
surface was located on the skin around the mouth and anus.

A chronic inflammatory process in lungs with symptoms of
hyperpneumatosis on X-ray, catarrhal endobronchitis on bronchoscopy,
esophageal candidiasis and high gastroesophageal reflux on
esophagogastroduodenoscopy was diagnosed. A significant growth
of Candida in culture from oral and esophageal mucosa was detected.
Microorganisms were not detected in blood culture.

Changes in cellularimmunity were present with decrease of CD3+T-cells
(1752/ul, normal ranges: 2100-6200/ul) because of CD3+CD4+ T-cells -
762/ul, normal ranges: 1300-4300/ul, decrease of IgA - 0.29 g/l (normal
range - 0.4-1.7) but IgG - 13.59 g/l (normal range - 3.5-13.6) and IgM -
1.15 g/l (normal range - 0.3-1.9) were in normal ranges.

Follow-up immunologic tests revealed fluctuation of CD3+CD4+ cells
absolute counts (762-910/pl, normal ranges: 1300-4300/pl).

Exclusion of HIV was needed because of decreased CD3+CD4+ cells.

It was also important to exclude tuberculosis because the boy with
combined immune deficiency was vaccinated with BCG after delivery.
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Tuberculin skin test was negative. When the child was admitted under
our supervision, the examination for tuberculosis was not carried out, but
clinically this diagnosis was unlikely.

Recurrent infections with a variety of pathogens leading to significant
morbidity suggested combined immunodeficiency, chronic mucocutaneous
candidiasis, or Mendelian susceptibility to mycobacterial disease

Pathogenic variant was detected during genetic examination. c.1154C> T
(p.Thr385Met), was identified in STAT1. STAT1gen is associated with autosomal
dominant chronic mucocutaneous candidiasis due to increased functions
STAT1 (gain-of-function). Pathogenic variant in STAT1, c.1154C> T (p.Thr385Met)
in family members (brother, sister, mother and father) was not found.

Treatment with piperacillin-tazobactam, linezolid and intravenous
voriconazole had short-time positive effect. Prophylaxis antifungal therapy
was prescribed: fluconazole (in syrup or tab.) 100 mg/day 1 time a day
under the control of a regional pediatric immunologist. Continued with
sulfamethoxazole-trimethoprim in the prophylactic dose 2.5 mg TMP/kg/
day - % tsp. 1 time a day for 3 months. Amoxicillin-clavulanate in a dose
of 320 mg/day - 4 ml of syrup (160 mg) twice a day. Therapeutically and
prophylactic prescriptions had only temporary effect.

At the age of 20 months in view of uncontrolled severe lung damage,
oral-esophageal candidiasis resistant to treatment, changes in immunity
corresponding to combined immunodeficiency (CID), the patient’s
generally poor quality of life, the question arose of performing bone marrow
transplantation (BMT). The decision on the choice of BMT was difficult, given
that with immunodeficiency as a result of gain-of-function mutations in
STAT1, there is no consensus on the use of bone marrow transplantation as
a treatment due to the high mortality of such patients with it. At the same
time, the data that the survivors after BMT with gain-of-function mutations
in STAT1 completely underwent reconstitution of immunity, was in favor of
BMT. The decision was made jointly with the patient’s parents, who, despite
all the risks, insisted on BMT because of the poor quality of life of the child
and the whole family and the lack of hope for improvement.

The donor should be the boy’s sister, who has a complete HLA
compatibility with the consent of the parents, BMT is planned to be made by
children’s oncohematologists/transplantologists.

The child was hospitalized in the BMT department at the age of
22 months. The condition at the time of hospitalization was moderate to
severe, due to the underlying disease, respiratory failure of the first degree,
protein-energy deficiency of the second degree, moderate deficiency anemia.

Systemic antibacterial (meropenem), antifungal therapy (voriconazole),
substitution intravenous human immunoglobulin 10%, partial parenteral
nutrition, therapy with parenteral iron, erythropoietin was prescribed in
preparation for allo-hematopoietic stem cell transplant (HSCT).

The child’s condition was stabilized. Almost complete resolution of
pulmonary symptoms (reduction of breathing rate to normal, normalization
of the auscultatory picture) was achieved. Eliminated protein-energy
deficiency by partial parenteral and correction of enteral nutrition (added
1.6 kg in weight). Anemia is adjusted from moderate to mild.

A comprehensive pre-transplant examination of the patient and the
donor. There were no absolute contraindications to allo-HSCT.
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Table 1
Transplant procedure and complications
Parameters Patient Parameters Patient
Age at HSCT 22 month Engraftment ANC, PLT D+15
Source of donor | MSD, female PBSC GvHD prophylaxis CsA, Mtx
CD34+ count 5%10%kg TranspllanF releated No
complication
Engraftment syndrome: fever,
CD3+ count 11x107/k Acute GvHD pulmonary edema, skin rush (D+9);
9 Acute GvHD (fever, skin, lung?)
(D+35)
I Treo/Flu/Thio+G-CSF . . .
?
Cor}dmonlng ATG Chronic GvHD Skm,.gastromtest.lr)al tract, lung?
regimen Autoimmune colitis?

+Rituximab

Somatic status of the patient, before the procedure of allo-HSCT, on the
Lansky scale was 70% [15].

Conditioning: Treosulfan / Fludarabine / Thiotepa + ATG “Timoglobulin”
5 mg/kg + rituximab 100 mg/m? + G-CSF 10 pg/kg/d on days -8, -7, -6, -5, -4.

Anti-thymocyte globulin (ATG) is included in the conditioning given
the high risk of developing acute GvHD (female donor, graft — peripheral
blood stem cell, large group incompatibility - blood group of patient A (Il)
Rh (positive), donor AB (IV) Rh (positive).

Rituximab is used to prevent the development of post-transplant
lymphoproliferative disease (the patient had asymptomatic EBV viremia,
EBV was detected in the bronchoalveolar fluid).

Peripheral blood stem cell was used as a source of stem cells.

Allo-HSCT (Day 0) — 110 ml of peripheral blood donor hematopoietic
stem cell concentrate was transfused — without complications. The amount
of transfused CD34+ - 5.0x106/kg, CD3+ - 11.0x107/kg, CD56+ / CD3-
2.5%108/kg body weight of the recipient.

Prevention of GVHD:

1. Cyclosporine (CsA) 1.5 mg/kg 2-hour infusion 2 g/day (daily dose
3 mg/kg/day) starting from day -1 while maintaining serum levels
of 100-150 ng/ml.

2. Methotrexate 10 mg/ m2i.v., on days +1, +3 and +6.

Engrafts 18.07.19 (Day +15): -platelets; -neutrophilic; -erythrocytic.

Day +20: change of blood group to donor’s AB (IV).

The graft reaction against the host had a recurrent course, with damage
to the skin, intestines, lungs (biopsy was not performed), with the formation
of dependence on steroids. The cumulative dose of steroids is 2070 mg/m?.

Methylprednisolone therapy was completely discontinued on Day +
169 due to the development of severe side effects (morbid obesity, BMI
>30). Oral treatment with budesonide was continued (D + 126).

Despite the complete abolition of methylprednisolone, dietary
adjustment in the patient remained obese with a tendency to progressive
weight gain.

Additional examinations were performed (fasting and postprandial
glucose, C-peptide, homeostasis model assessment index, insulin,
adrenocorticotropichormonetest, daily urinefor cortisol, thyroid stimulating
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hormone, T4, thyroperoxidase antibodies. After careful evaluation of the
anamnesis, clinical picture, results of additional examination methods the
situation is regarded as steroid-induced obesity associated with the systemic
effects of budesonide.

From March 21, 20 - a slow gradual withdrawal of budesonide was
started. Against the background of the last decrease in the dose of
budesonide (from 4.04.20), the patient developed clinical manifestations
of steroid withdrawal syndrome: refusal to eat, muscle weakness, vomiting,
tendency to hyponatremia. Increasing the dose of budesonide had no
effect. From 06.04.20 - started replacement therapy with hydrocortisone
intravenously, with subsequent transition to oral administration.

On the combined immunosuppressive therapy (cyclosporine A +
mycophenolate mofetil) the patient had the symptoms of GVHD (rash, itchy
skin, anorexia, changes in the nature of stools). Given the complex of factors
(term after allo-HSCT, the nature of the underlying disease, the inability
to continue steroid therapy, recurrent and wavy course of GHVD, which
significantly reduced quality of life, extended hospital stay, posed potential
risks to the patient’s health in the future) immunosuppression therapy was
modified: D + 335 added ruxolitinib 5 mg/day in 2 doses.

21 days after the start of ruxolitinib therapy, the resolution of the above-
described manifestations of HRT was reached. From 17.07.20 the dose was
reduced to 2.5 mg/day due to myelotoxicity lll (according to the WHO scale),
which required replacement transfusions of blood products.

Cyclosporine A was canceled at D + 387, MMF — at D + 452.

At the time of writing D + 579 the patient remains alive. Reconstitution
of T lymphocytes occurred (Table 3). The patient continues treatment with
ruxolitinib due to chronic GVHD and hydrocortisone replacement therapy
with gradual dose reduction. There are no signs of infection, but against

Table 2

Monitoring of chimerism
Chimerism (FISH) | +34 +62 +99 +174 +240 +365
Peripherial blood | 99.79% 99.1% 99.5% 98.5% 99% 99%
Bone marrow 99.18% 99.5% 99.7% 96.4%

Table 3

Monitoring of immune reconstitution

Patient range
Subpopulation of -
lymphocytes (x10°/1) Before |D+ D+ D+ D+ D+ D+ D+
HSCT 36 929 204 274 334 467 537
General 41 13 17 20 29 2 32 46
Count
B-cells 1.7 0 0 0.0004 |0 0.18 0.48 0.6
T-cells 23 1.24 1.6 1.84 2.8 1.74 2.69 3.9
CD3+/CD4+ 1.2 0.39 0.8 0.5 0.6 0.42 1.31 2.0
CD3+/CD8+ 0.9 0.69 0.4 0.96 1.8 1 1.02 1.15
NK-cells 0.1 0.05 0.08 0.2 0.15 0.09 0.06 0.17
CD4/CD8 1.4 0.6 1.9 0.5 0.3 0.4 1.3 1.3
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the background of antifungal and antiviral prevention. Immunoglobulin
replacement therapy is periodically performed according to the patient’s
serum immunoglobulin levels.

He caught up with his age height of 93 cm, and has a corresponding
body weight of 15,800 g. The parents have no complaints about the child’s
condition, they note an improvement in the condition compared to the
condition before BMT.

Chimerism and immune reconstitution monitoring data are shown in
Tables 2 and 3.

The table 2 indicate complete donor chimerism in the patient 1 year
after allo- HSCT.

B DISCUSSION

We present a new case of the SCT with gain-of function mutations
in STAT1. The decision on the choice of BMT was difficult, given that with
immunodeficiency as a result of gain-of-function mutations in STAT1, there
is no consensus on the use of bone marrow transplantation as a treatment
due to the high mortality of such patients with it. At the same time, the data
that patients with gain-of-function mutations in STAT1 who survived after
BMT completely underwent reconstitution of immunity, inclined to carry
out BMT. The decision was made jointly with the patient’s parents, who,
despite all the risks, insisted on BMT due to the poor quality of life of the
child and the whole family and the lack of effect from antibiotic therapy and
prevention and hope for improvement.

Among the factors that, according to the literature, are associated with
successful BMT, the most important is the early age of the patient. In our
case, the diagnosis of PID was established at a fairly early age. In Ukraine, the
awareness of doctors regarding primary immunodeficiencies has increased
as a result of educational programs within the framework of the Central-
Eastern J-project [13, 16]. Moreover, a mutation found in a patient in the
DNA-binding domain (DBD) STAT1 ¢.1154C>T, p.T385M is included in the list
of described mutations with a favorable course of BMT [11, 13, 14].

In addition, stabilizing the patient’s condition before transplantation
and anticipating common complications after transplantation for early
intervention also contributed to survival.

At the stages of allo-HSCT, the main problem for this patient was the
development of acute and chronic GVHD. The following adverse factors
were present in the development of this complication: the sex of the donor
(female), the source of hematopoietic stem cells — peripheral blood.

GVHD had a recurrent and progressive course, significantly reduced
the quality of life of the patient, extended the period of hospitalization,
led to an increase in the frequency of treatment related adverse events -
syndrome of exogenous hypercortisolism (including obesity), acute adrenal
insufficiency.

Standard therapy of GVHD (steroids, calcineurin inhibitors,
mycophenolate mofetil) in this case was not successful, due to the formation
of the patient’s dependence on steroids and the development of severe side
effects from them (morbid obesity). Therefore, ruxolitinib was chosen as the
drug of choice in this clinical situation, according to the latest literature data.
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TpaHcnnaHTaLyA KOCTHOTO MO3ra Kak MeTog Bbibopa npu leueHnn MyTaumm
c ycunenvem oyHkumm (Gain-of-Function Mutation) B STAT1. KnuHuueckuin cnydai

Resolution of chronic GVHD phenomena was reached in 21 days. It has
become possible to reduce the amount of immunosuppressive therapy
(cancellation of cyclosporine A and MMF) and thus achieve the desired
immune reconstitution.

The patient tolerates the drug satisfactorily, with side effects there
was hepatotoxicity of the first degree and myelotoxicity of the Il degree
according to the WHO scale.

Cases of graft insufficiency and graft rejection described in the literature
for this cohort of patients were not observed in this clinical situation.
Sufficient levels of donor chimerism (FISH determination) were observed
throughout the observation period, but in our BMT center there is no
possibility to determine chimerism in subpopulations of lymphocytes.

In conclusion, our communication can help other patients, families, and
clinicians decide on BMT for subjects with STAT1GOF mutations and severe
clinical course despite conventional therapy.

The decision to perform allo- HSCT for each individual patient should be
considered, taking into account the benefit/risk balance.
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Wilson’s Disease in Children. Case Report
bonesHb BunbcoHa y geten. KnmHuyecknin cnyyan

Abstract

Wilson'’s disease is the disease, the course and clinical picture of which varies from asymptomatic
forms to severe manifestations of dysfunction of many organs and systems and the diagnosis
requires a multidisciplinary approach. The disease usually manifests itself with liver damage, which
can occur in children older than 2 years with such pathological conditions as acute hepatitis,
hepatomegaly, hepatic steatosis, acute hepatic failure with hemolysis, portal hypertension, and
even decompensated liver cirrhosis with ascites. Early diagnostics and timely treatment prevent
disease progression and disability of the patient. The main methods of diagnosing Wilson’s disease
are the biochemical determination of copper metabolism (serum ceruloplasmin and daily excretion
of copper in the urine), molecular genetic research, and puncture biopsy of the liver with the study
of copper concentration in liver parenchyma. Nowadays, Wilson's disease is treated with drugs
that are able to block the absorption of copper in the intestine (zinc salts) and drugs that bind and
remove excess copper from the body — D-penicillamine, Trientin.

Keywords: Wilson'’s disease, cupper, hepatitis, ceruloplasmin, liver biopsy.

Peslome

BonesHb BunbcoHa — 310 3aboneBaHue, TeUeHNE 1 KIMHUYECKas KapTMHA KOTOPOro BapbupyeTtcs
OT 6eCCMNTOMHbBIX GOPM O TAXKENbIX NPOABNEHN ANCOYHKLUN MHOTX OPraHOB U CUCTEM, Ana-
FHOCTMKA KOTOPOro TpebyeT MynbTUANCUMNAMHAPHOIO NOAXoAa. B 6onbwmHcTBe cyyaes 3abone-
BaHVie NPOABAETCA MOPAKEHNEM NEYEHU, KOTOPOE MOXKET BO3HUKATb Y AETEN CTaplue 2 IeT C Taku-
MU MATONOMMYECKUMMN COCTOAHMSAMY, KaK OCTPbIN renaTuT, renaToMerasnus, CTeatos neyeHu, ocTpas
NeyeHoYHas He[OCTaTOMHOCTb C reMONIN30M, NOPTaNbHAsA TUMNEPTEH3UA 1 JaXKe AEKOMMNEeHCUPOo-
BaHHbIN LMPPO3 MeYeHN C acynToM. PaHHAA GMArHOCTUKA 1 CBOEBPEMEHHO Ha3HaYeHHas Tepanus
NpefoTBPALLAlOT MPOrpeccupoBaHne 3aboneBaHna MU UHBaNUAM3aLMIO nauveHTa. OCHOBHbIMU
MeToAaMmn AMarHOCTUKN 6one3Hn BunbcoHa ABnAoTCA 61uoxnMmyeckoe onpeaeneHe metabonms-
Ma Meaw (CbIBOPOTOUHbIN LEEPYNOMIAa3MUH 1 CYTOUHAs SKCKPELUA Mean C MOYOWA), MONEeKYSAPHO-
reHeTuYeCcKoe MCCIefoBaHne 1 NMYHKUMOHHAA 61OMCKA NMeYeHn C UCCNIefOBaHEM KOHLEHTPaLM
Meau B mapeHxume neyeHu. B HacToswee Bpems 6one3Hb BuiibcoHa neuat npenapatamu, KOTopble
CrMoco6Hbl 6I0KMPOBaTh BCACbiBaHVE MEAY B KMLLEUYHMKE (COMM LMHKA), M MpenapaTami, CBA3bIBato-
MMM 1 BbIBOGALLVMYI U3NILIKU MeAM U3 OpraHn3ma — D-neHnyunnaMmHom, TPUEHTUHOM.

KnioueBble cnoBa: 6051e3Hb BunbcoHa, Mefib, renatut, LiepynonaasmuH, 61uoncus neyeHu.
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B INTRODUCTION

Wilson'’s disease (WD) is a hereditary autosomal recessive disease that is
associated with impaired copper metabolism and accumulation in organs
and tissues with predominant damage to the liver and central nervous
system. The prevalence of WD in the population ranges from 1 : 30 000 to
1:100 000 with a heterozygous carrier frequency of the pathological gene
of 1:90. (Golovanova E., Lazebnik L., etc.). WD is a difficult-to-diagnose liver
disease associated with a long latent course, especially in the initial stages of
the disease and a large polymorphism of clinical symptoms, and therefore
this disease should be excluded in any child with an unspecified etiology
of the liver. Timely initiated pathogenetic therapy promotes regression
of clinical symptoms, prevents the formation of cirrhosis of the liver and
neurological disorders, improves the quality of life and social adaptation of
the child [1, 2, 8, 13, 14].

WD is due to the presence of the pathological gene ATP7B localized
on the long arm of the 13 chromosome (13q14.3-g21.1). Nowadays, about
500 mutations of the ATP7B gene are known, 380 of which are identified as
factors for the development of the disease [4, 15]. ATP7B gene expression
predominantly occurs in the liver, and its main function is to encode copper-
transporting ATPase. A genetically determined decrease in the function of
copper-transporting ATPase leads to a decrease in hepatobiliary copper
excretion and its binding to ceruloplasmin and accumulation in organs and
tissues of the body (mainly in the liver, brain, kidneys, iris), accompanied by
appropriate clinical symptoms [1, 2, 8, 13].

The pathogenetic mechanisms of WD are related to the influence of
excess copper on the formation of free radicals, which deplete the reserves
of glutathione and tocopherol in cells, oxidize lipids, enzymes and proteins
of the cytoskeleton. In the early stages of hepatocellular damage there
is an involvement in the pathological process of such important cellular
organelles as endoplasmatic reticulum, mitochondria, peroxisomes and
nucleoli, which combined with reduced activity of mitochondrial enzymes,
leads to lipids peroxide oxidation and accumulation of triglycerids and, as a
consequence, to necrosis of hepatocytes. In the process of lipid peroxidation,
malonic aldehyde is formed, which accelerates collagen synthesis and
promotes fibrogenesis. The decay of hepatocytes leads to an increase in the
level of free copper in the serum, and, accordingly, a compensatory increase
in its daily excretion with urine and its accumulation in the target organs [1,
2,8, 13l

Classification of WD is based on clinical signs of the disease, according
to which the following forms are distinguished: asymptomatic, hepatic,
cerebral and mixed. The clinical manifestation of WD is very diverse. Usually,
the disease manifests with liver damage, which can occur in children
older than 2 years with such pathological conditions as acute hepatitis,
hepatomegaly, hepatic steatosis, acute hepatic failure with hemolysis,
portal hypertension and even decompensated liver cirrhosis with ascites.
It should be noted that often WD is diagnosed after accidentally detected
elevated liver transaminases. Neurological and psychiatric disorders in WD
are usually registered in children older than 15 years (although neurological
disorders are described in children aged 7-9 years) and include: dysarthria,
dysphagia, exessive salivation, behavioral disorders, including depression,
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irritability; tremor; mask-like face; Gait disorders, dystonia, rigidity,
Stroke-like symptoms. In some children older than 10, ophthalmologists
record the presence of Kayser-Fleischer rings on the descemet’s cornea
of the eye and, sometimes, copper cataract. Renal manifestations of WD
include: renal tubular dysfunction (Fanconi syndrome, tubular acidosis,
aminoaciduria); nephrocalcinosis and nephrolithiasis. In addition, there may
be cardiac manifestations of the disease (cardiomyopathy and arrhythmia);
hematological (acute and chronic hemolytic anemia); endocrinological
(hypoparathyroidism) and others (pancreatitis, rickets and arthropathy) [2,
5,6,8].

Diagnosis of WD includes liver function tests, examination of serum
ceruloplasmin level, determination of serum copper level and urinary copper
excretion, molecular genetic testing and liver biopsy with determination of
copper concentration in liver tissue [7, 8].

For children with Wilson's disease pathological changes in hepatic
samples in a biochemical blood test (increased total bilirubin, transaminases,
decreased alkaline phosphatase) are typical. It should be noted that these
changes are not specific to Wilson’s disease only and may be present in other
liver diseases [7, 8].

Ceruloplasmin is a specific protein that in healthy persons 90% ensures
the removal of copper from the body. Non-copper-bound ceruloplasmin is
excreted twice as fast as bound, and therefore hypoceruloplasminemia may
occur in patients with WD. Also the level of ceruloplasmin in the serum is
reduced in newborns, and with age its concentration in the serum gradually
increases. Therefore, determining its level is informative for diagnosis only
in children after 1 year. Besides, concentration of ceruloplasmin in serum of
blood may be reduced physiologically in adolescents and at such diseases
as an acute liver failure, malabsorption, Menkes disease, protein-energy
malnutrition, nephrotic syndrome, congenital aceruloplasminemia and
others.The recommended diagnostic threshold for ceruloplasmin in Wilson's
disease according to ESPGHAN and NASPGHAN is 14 mg/dL (sensitivity 93%,
specificity 100%). With a serum ceruloplasmin concentration of 20 mg/dL,
sensitivity is 95%, and specificity is 84.5%, which should be taken into
account when conducting diagnostics. Literature data indicate that in 20%
of patients with Wilson's disease serum ceruloplasmin levels may be within
normal limits, and may even be elevated in histologically active chronic
hepatitis and in pregnant women [8, 11].

Study of copper concentration in blood serum is not used for diagnosis
of Wilson’s disease, but is informative enough for carrying out control of
pharmacotherapy [4, 10, 11].

Determination of daily copper excretion is one of the main diagnostic
tests in suspected Wilson's disease. It should be noted that in asymptomatic
and moderate forms, daily urinary copper excretion may be within normal
limits. The diagnostic threshold for urinary copper excretion according to
ESPGHAN and NASPGHAN is 40 pg/day (0.65 pmol/day) in this case, the
sensitivity and specificity of the test is 78.9% and 87.9%, respectively. The
study of copper concentration after loading with D-penicylamine is an
unreliable method of diagnosing asymptomatic forms of Wilson's disease,
the sensitivity is only 12-46% [8-11].
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Molecular genetic testing and liver biopsy are crucial in the diagnosis
of WD. Specific gene mutations specific of certain populations have been
established: for example, in Eastern Europe - H1069Q, Spain - Met645Arg,
Japan - 229insC, in China, Korea and Taiwan - Arg778Leu [4, 14, 15].
Performing liver biopsy with determination of copper concentration in
liver parenchyma is an important method in the diagnosis of Wilson’s
disease. The concentration of copper in the liver parenchyma >250 mg/g
(normal <50 mg/g) in the absence of cholestasis is characteristic of CF. It
should be pointed that the copper content in the liver parenchyma in WD
is usually higher in patients with hepatic impairment than in patients with
asymptomatic forms and in patients with neurological disorders without
liver damage. Hepatic form of WD is accompanied by concentration of
copper in the liver parenchyma >250 mg/g. In addition, it should be noted
that the concentration of copper may increase in diseases such as primary
biliary cirrhosis and primary sclerosing cholangitis [8, 11].

In accordance with the recommendations of ESPGHAN and NASPGHAN
in case of suspected CF the following diagnostic algorithm should be used:

Step 1includes a clinical examination (presence of hepatosplenomegaly,
ascites, Kayser-Fleischer ring); study of liver samples (ALT/AST, total and
direct bilirubin, alkaline phosphatase); biochemical determination of
copper metabolism in the body (serum ceruloplasmin and daily excretion
of copper in the urine).

Step 2 involves genetic testing.

Step 3 - performing a liver biopsy to determine the concentration of
copper inside.

After carrying out the above complex in accordance with these
recommendations, a diagnostic scale is used in which the sum of the scores
can establish a probable diagnosis of WD in a child (Table).

Today, Wilson’s disease is treated with drugs that are able to block
the absorption of copper in the intestine (zinc salts) and drugs that bind

Diagnostic scale of WD [5]

-1 0 1 2 4
Kayser-Fleischer rings Absent Present
Neurological and psychiatric
symptoms associated with WD (typical Absent Present
signs of MRI)

Hemolytic anemia (Coombs-) +

Absent Present
elevated serum copper

>2N or within normal
Excretion of copper in the urine (in the Absent Present limits +>5N after
absence of active hepatitis) 1-2N challenge with
D-penicillamine

The concentration of copper in the <5N

liver biopsy Norm (<250 mg/q) >3N (>250mg/g)

Rhodanine test Negative | Positive

Serum ceruloplasmin >0.2g/l |0.1-0.2 g/l <0.1 9/l

Disease-causing mutations detected None One Two
Note:

Score on a scale: 0-1 point - the diagnosis of WD is unlikely; 2-3 points — probable; 4 or more points - highly likely.
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and remove excess copper from the body - D-penicillamine, Trientin (not
registered in Ukraine). The choice of drug depends on the form of the
lesion. Zinc salts (zinc sulfate and zinc acetate) are used as drugs of choice
in asymptomatic forms of the disease, and are prescribed in combination
therapy with D-penicillamine in other forms of WD at the beginning of
treatment to remove excess copper from the intestine. It should be noted
thatzinc preparations have less side effects compared to D-penicillamine and
are better tolerated by patients, have a detoxification effect. Monotherapy
with zinc preparations in patients with hepatic, cerebral or mixed forms is
not recommended. Prescribing in WD D-penicylamine has an expressive
therapeutic effect and promotes the regression of hepatic lesions at 80%
over 16 months [3, 7, 8, 12].

A significant place in the treatment of WD is a diet, because copper
enters the human body mainly with food. The daily requirement of copperin
a healthy person is 2-4 mg/day (maximum allowable level - 5 mg). Copper
deficiency occurs when the body enters less than 1T mg/day. Patients with
WD are advised to limit the consumption of high-copper foods for life
(liver, seafood, cocoa, nuts (especially hazelnuts), seeds, cucumbers, rose
hips, cheese, chocolate, mushrooms, legumes, buckwheat, strawberries,
gooseberries). The main foods for Wilson's disease should be eggs, potatoes,
various types of cabbage, zucchini, dairy products and oil. In addition, when
drawing up a diet plan, attention should be paid to products that contain
copper antagonists. Copper antagonists in the human body are zinc,
molybdenum, iron and vitamin C[3, 7, 12].

B CLINICAL CASE REPORT

A boy (Y), 7 years old, was born from the second pregnancy and the
second birth, which occurred without complications. In the first year of
life, physical and neuropsychological development corresponded to age.
Transferred diseases: acute respiratory viral infections 2-3 times / year,
chickenpox. At the age of 6 year 9 months, the child suddenly had complaints
of nausea and vomiting, which was regarded as food poisoning. When
performing laboratory tests, revealed: increased levels of transaminases
(ALT-291 o/I, AST - 157 o/l, GGT-59). ANA 1: 320, IgG - 11.0, ESR - 14 mm
per hour. The level of ceruloplasmin in the serum is within normal limits.
Infection with viral hepatitis (HBV, HAV, HCV) is excluded. With a diagnosis
of cryptogenic hepatitis, the child was admitted to the Pediatric Hepatology
center of the Institution of pediatrics, obstetrics and gynecology named
after Academician OM Lukyanova of the National Academy of Medical
Sciences of Ukraine.

Upon admission, the child had abdominal pain and numbness of the
fingers of the left hand. Physical development is average, harmonious.
During an objective examination, it was established: integuments pale with
a gray shade, periorbital cyanosis is noted. Visible mucous membranes are
pale, clean. The pulmonary tone is percutaneously clear over the lungs,
vesicular breathing. The boundaries of the heart were percutaneously
consistent with the age of the child. Heart tones are auscultally sounding,
arrhythmic. The abdomen is of the correct shape, takes part in the act of
breathing, symmetrical, not enlarged, soft, sensitive in the epigastrium.
Sections of the large intestine are available for deep palpation, not painful.
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Liver: surface: smooth; the edge is smooth, palpably the edge of the liver
is painless, elastic consistency, protrudes from under the edge of the
costal arch by 1 cm. Liver dimensions according to Kurlov: 8,9 and 10 cm,
respectively. The spleen is not enlarged. Bladder symptoms (Kerr, Ortner,
Murphy, St. George-Musi) are negative. The kidneys are not accessible to
palpation, Pasternatsky’s symptom is negative on both sides. Diuresis
is sufficient, urine is straw-yellow. Stools are regular, with usual calor,
without pathological impurities. Peripheral edema is absent. During the
examination, the boy is mobile, active and passive movements in full. No
muscle tone and strength disorders revealed.

The patient underwent laboratory and instrumental examination.
According to the results of a biochemical blood test: bilirubin — 11 umol/I
(direct - 4 pmol/l, indirect - 7 pmol/l), alkaline phosphatase - 300 U/I
(normal - <644 U/l), total protein - 68/l (norm 65-85 g/l), GGT 52 U/I
(norm — <23 U/I), ALT — 299 U/l (norm to 41 U/I), AST - 180 U/l (norm) up to
37 1U/1). Violation of the lipid profile and hemostasis was not detected. The
concentration of 25-hydroxyvitamin D is 46.7 nmol/I (<50 deficiency). Daily
excretion of copper in the urine is within normal limits. Test with kuprenil
(1000 mq) - 1147 pg / 24h (which was more than 5 norms - 2 points). The
level of ceruloplasmin in the blood serum was 13.9 mg/dIl (norm 20-35 mg/
dl) - 1 point.

Fig. 1. Elastography of the liver parenchyma of a patient with Wilson’s disease by the method of shear
wave
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Fig. 2. Steatometry of the liver parenchyma (Liver Attenuation Index) of a patient with Wilson'’s disease

During an ultrasound examination of the abdominal cavity, ultrasound
signs of diffuse changes in the liver parenchyma, spleen, reactive
changes in pancreatic tissue were found. No pathology was detected
during electrocardiography and esophagogastroduodenoscopy. On the
elastography of the shear wave liver parenchyma were found: median liver
stiffness = 6.7 kPa at a quarterly interval of 1.0 kPa (which corresponds
to a minimal increase in liver stiffness stage F1-F2 by METAVIR) (Fig. 1).
Liver parenchyma steatometry (Liver Attenuation Index) — 0.66 db/cm/
MHZ (corresponding to grade 1 steatosis — S1) (Fig. 2). According to
R-densitometry of the lumbar spine and proximal thighs, an indicator of
bone mineral density within the age norm.

When performing MRI of the brain, focal and volumetric changes in the
brain were not detected (0 points). No Kaiser-Fleischer Ring was detected
during the examination by an ophthalmologist (0 points). In addition, a
neurological examination was performed, during which age-appropriate
neuropsychological development and the absence of focal neurological
symptoms were established.

According to national and international recommendations, the boy
underwent a molecular genetic study for Wilson’s disease and identified 2
positive pathogenic mutationsinthe ATP7B gene - p.2304dup (p.Met769Hisfs
* 26) — heterozygote, ¢.3207C> A (p.His1069GIn) — heterozygote (4 points).

When comparing the data with the diagnostic scale of HV, a total
of 7 points was obtained, which confirms Wilson’s disease in this child.

Final diagnosis: Wilson's disease hepatic form.

Prescribed treatment: dietary nutrition with the exclusion of foods
rich in copper. D-penicillamine 20 mg/kg per day. Vitamin B6 25 mg/day,
ursodeoxycholic acid, vitamin D.

The patient’s sibs were conduct a molecular genetic study for Wilson's
disease: in the mother — 1 pathogenic mutation in the gene ¢.3207C> A
(p.His1069GIn) — heterozygote, in the father — 1 pathogenic mutation in the
gene p.2304dup (p.Met769Hisfs * 26) — heterozygote, sister — 1 pathogenic
mutation in the gene ¢.3207C> A (p.His1069GIn) - heterozygote.
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B CONCLUSION

Thus, Wilson’s disease is a disease, whose course and clinical picture
varies from asymptomatic forms to severe manifestations of dysfunction of
many organs and systems and whose diagnosis requires a multidisciplinary
approach. Early diagnosis and timely treatment prevents disease progression
and disability of the patient. The main methods of diagnosing Wilson’s
disease are the biochemical determination of copper metabolism (serum
ceruloplasmin and daily excretion of copper in the urine), a molecular
genetic research and puncture biopsy of the liver with a study of copper
concentration in liver parenchyma.
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OCTpaFl KpannMBHWUA Y neTen: KpPa€yroJibHble
BOMPOCHI B KNMHNYECKOW MpPakKTnkKe

Acute Urticaria in Children: Key Issues in Clinical Practice

Peslome

OcTpana KpanuBHuLa y AeTel ABAAETCA AOBOSIbHO YAaCTbIM HEOT/IOKHbBIM COCTOAHMEM, C KOTO-
pbIM BCTPeYaloTCA MeAnLUMHCKME PabOTHMKKN pasfnyHbIX crneyunanbHocten. ObpalyaeT Ha cebA
BHUMAHME He CTONbKO TXKECTb COCTOSIHNA, CKOJMTbKO BbICOKasA YacToTa 0OpaLleHnid 3a HEOTIIOXKHOM
NomoLLbio 1 rocnuTanmsauun. B mmpe ncnonbsytotca bputaHckune, AmeprkaHckne, KaHagckue, As-
CTpanuincKme pekomeHZaunm no BefeHno OCTPON KpanuBHULbI, KOTOPble B CBOE OCHOBE UMEOT
NAEHTUYHbIE MOAXOAbI K AMArHOCTUKe 1 neveHmnto. OgHaKo OTCyTCTBUE OTeYeCTBEHHbIX NPOTOKOSIOB
B NMefMaTprmn CONPsAXEHO C PAAOM HEOAHO3HAUYHbIX MOAXOA0B K Npobnieme. B yactHocTy, TpebyeTca
onpefeneHne YeTKMxX NMoKasaHWii K rocnutanmsaumm, oGbemy, coctaBy, NocieloBaTeNlbHOCTA HEOT-
JIOXXHOW MeANKAMEHTO3HOW Tepanuu, BbisiBNIEHWE rPYMMbl PUCKa 60MbHbIX — CKITOHHbIX K Pa3BUTUMIO
XPOHUYECKON KpanueHuLbl. B HacToswwee Bpema obpallaeTca BHUMaHKE Ha posib UHGEKLMOHHbBIX
BO36yaUTENen Npy OCTPON KpanuBHNMLLE B AETCKOM BO3pacTe, uTo TpebyeT yrnybneHHoro uccneno-
BaHUA. Heobxoanmo 4yeTKo onpeaenuTb posnb Bpaya NepBUYHONO 3BEHA B CTyuae KpanuBHULIbI Y pe-
6eHKa He TONIbKO B OTHOLUEHUW HEOT/IOXKHO MOMOLLM, HO 1 B MOCneayoLem HabnioaeHn 3a naum-
eHToM, anddepeHLUPOBaHHOM U 060CHOBAaHHOM HaMpPABNEHUN K anneprosiory. IMeHHO ClIOXHbIM
NpaKkTNUYeCcKMM BOMpocaM BeAeHUA 1 leueHWs NnaumeHTa NocBALeHa 3Ta ANCKYCCMOHHAsA CTaTbA.
KnioueBble cnoBa: feTu, 0CTpasa KpanuBHMLA, ANAarHOCTMKa, NeyeHune, NTaHne, rocnuTann3aums.

Abstract

Acute urticaria in children is a common emergency condition encountered by healthcare
professionals of various specialties. Attention should be paid not only to the condition severity, but
also to the high frequency of emergency department attendances and hospitalizations. The British,
American, Canadian, Australian recommendations on the management of acute urticaria that
basically have identical approaches to diagnosis and treatment are used worldwide. However, the
absence of domestic protocols in pediatrics is associated with a number of ambiguous approaches
to the problem. It is required to determine clear indications for hospitalization, combination,
sequence of emergency medications, and identification of the risk group patients that are prone to
development of chronic urticaria. Currently, attention is paid to the role of infectious agents in acute
urticaria in childhood, which requires in-depth research. It is necessary to clearly define the primary
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care role in management and treatment of urticaria in children, not only with regard to emergency
care, butalsoin the subsequent patient’s observation and justified referral to allergist. This discussion
article is devoted to the complex practical issues of patient management and treatment.
Keywords: children, acute urticaria, diagnostics, treatment, nutrition, hospitalization.

HeoTnokHble cOCTOAHMA B MPaKTVKe Neanatpa Bcerga 6binm 1 octaioTtca
nepBooYepeaHbIMU, a Cpefin HUX 0Co60e MeCTo 3aHMMaeT KpanuBHuLla. 3To
06BbACHAETCA 3a4aCTYI0 HE CTONBbKO THXKECTbIO TEUEHUS, CKOJIbKO JOBOJIbHO
BbICOKOW YacTOTOWM U PacnpOCTPaHEHHOCTbIO 3TOrO COCTOAHMA Yy aeTen [1,
2], yacTol 0bpaLlaeMoCTblo B OTAENEHUS HEOTIOXKHON nomoLm [3] n Bbl-
COKMM YypOBHeM rocnuTanu3aumn. Ha coBpemeHHOM 3Tame OTCYTCTBYHOT
OTeYECTBEHHbIE KITMHUYECKME peKkoMeHAauunn (MpoTOKOsbI) MO ANArHOCTU-
Ke 1 neyeHunio octpoit KpanueHuubl (OK) y geteir. C npobnemoii okasaHus
HeoTnoxHon nomoly npu OK y AeTern MoryT BCTpeyaTbCA Bpaun pasnny-
HbIX CneuunanbHocTel (MeanaTpbl, CeMelHble Bpauun, PaboTHUKN MeANLUHDI
HEOTNIOXHbIX COCTOAHUI, PeaHNMALMOHHbIX OTAENEHNUN), YTo onpegenaeT
HeobXoAUMOCTb CleJoBaHNA eANHbIM MOAXOAaM B ANArHOCTUKE U JIeUEHUN.

AHanus KayecTBa OKa3blBaemon MeanumHckon nomolym npu OKy geten
BbISBWA pPAA Npobnem, 3acnyXnBatoLnX BHUMaHUA 1 MOANEXALLMX pacCMO-
TpeHuto. B yacTHOCTU, TpebyeTcs onpepeneHne YeTKUX NoKasaHui K rocnu-
Tanusaumu, o6bemy, cocTaBy, NOCNEAOBATENIbHOCTU HEOTIOXKHOW MefyKa-
MEHTO3HOW Tepanuu, BbiABAEHMe Fpynrbl pUcka 60NbHbIX — NPeTeHAEeHTOB
Ha pa3BUTVE XPOHNYECKOW KPanyBHULIbI.

Kpome Toro, AncKyTabenbHbIM ABRAETCA TPAANLMOHHbI BOMPOC: HYXKHO
SV HanpaBNATb NaUueHTa Ha KOHCYMbTauuio K annepronory? Ecnu aa, 1o Ha
KaKoMm 3Tarne pasBuUTUA WK NPOrpeccMpoBaHnA CUMMTOMOB KPanvBHULbI?
MmeHHo Ha 3Tnx acnekTax OK y feTei Mbl CYMTaeM HY»HbIM OCTaHOBMUTbCA.

CnenyeT He TONbKO Yriy6neHHO U3yynTb CyLIeCTBYIOLWMNIA ONbIT 1 NoA-
Xofbl K ANArHOCTUKeE, BEAEHMWIO 1 IeYEHNIO KPanvBHULbl B MUPE, HO U UM-
NNemMeHTUPOBaTb NX B KIMHWYECKYIO MPaKTuKy. B yacTHOCTW, 3HaKoMCTBO
¢ rangnanHamu Bennko6bputanun [4], CLWIA [5], ABcTpanun [6], KaHagbl [7]
aeT BO3MOXXHOCTb UCMOJIb30BaTh CYLLECTBYIOLME PEKOMEHAALUN.

Llenbio Hawen nybnukaumm ABnAeTCA packpblTb Hambonee yacrto
BCTpeyaroLmnecs CJIOXKHOCTU 1 AUAeMMbl NPU AnarHoctuke n nedyeHnn OK
y AeTei 1 AaTb peKoMeHAaLUn OTHOCUTENbHO NMOAXOA0B K BEAEHMIO 3TUX
naLumMeHTOB.

HecmoTps Ha cywecTByollee onpeeneHue KpanueHuLbl — 3abonesa-
HMA, KOTOPOe XapaKTepur3yeTca obpa3oBaHVEM BONAbIPEN, 3yfoM ¢ nnm 6e3
aHrmosgembl [8], Bpaun NepBMYHOrO 3BEHa YacTo pacLeHUBaIOT KIMHUYe-
ckne cumntombl OK Kak «nuLLeByto anniepruio», «aTonmyecknuin AepmaTuT,
«annepruyeckyto peakuuio» n npoyee. 370 06CTOATENLCTBO aKLEHTpPYeT
BHUMaHME Ha HEOOXOAUMOCTM YNYULINTb HABbIKM KITMHUYECKON ANArHoCTU-
ku OK'y Bpayuen (tabn. 1).

B HacTosWee Bpema B YKparHe OTCYyTCTBYET OOGHOBNEHHbI OTeYeCTBEH-
HbI NpoToKoN. [lo3ToMy CreflyeT NPUMEHATb AOCTYMHbIE K UCMOJIb30BaHNI0
MeXayHapoAHble peKoMeHAaLuUy No BeeHWI0 KpanyBHMULbl, NOArOTOBNEH-
Hble oTheneHvem Aepmatonornm EBponeickon akagemun annepronoruu
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Ta6nuua 1
MaTonoruyeckmne cocTtosHusA, Kotopble cnegyet audpdpepeHunpoBaTtb ¢ KpanusHuuer [8]

CocTosAHMne OTANuMTENbHbIE XapaKTepUCTUKMN

MaKynonanynesHble BbICbIMaHNA, TUMYHAA NOKanu-

ATOnunyecknn gepmaTuT
3aLyA Mo BO3PACTY, CYXOCTb KOXMU

KOHTaKTHbIN Aepmatnt I'Ianyne3Hb|e BbICbIMAaHNA C HEYETKMMUN KpaaMU

Bonablpy gnutenbHOCTbIo 6onee 24 YacoB, NONOXN-

BynnesHbin nemduron .
4 b A TeNbHbIA CUMATOM HuKonbckoro

Manynbl pa3nnuyuHoOn BeNNUYMNHbI, MHOXKECTBEHHbIE,
MHorodopmHas sputema BO3MOXHO MOBbILLIEHWe TeMnepaTypbl, YacTo nopa-
XKalTCA CNM3NCTbIE 060M0YKY, HET 3yAa

B aHamHe3e nHdopmauma 06 yKyce, KOXHble NPosAB-
YKyCbl HACEKOMbIX neHvA (KpanvMBHMLA, NOKaNbHbIN OTEK, BOCManeHue)
YAEPKMBAIOTCA HECKOJIbKO AHEN

::ttl\eo:ogical conditions that should be differentiated from urticaria [8]
Condition Distinctive characteristics
Atopic dermatitis Maculopapular rash, typical localization by age, dry skin
Contact dermatitis Papular rash with fuzzy edges
Bullous pemphigoid Blisters that last more than 24 hours, positive Nikolsky symptom

Papules of various sizes, multiple, fever is possible, mucous membranes

Erythema multiforme are often affected, no itching

History of bite information, skin manifestations (urticaria, local edema,

Insect bites inflammation) persist for several days

N KnuHnyecko wummyHonorum (EAACI), MnobanbHoi eBponenckomn ce-
Tbto no anneprum n actme (GA2LEN), EBponeiickum gepmatonornyeckmm
dopymom (EDF), BcemmpHon opranusauuveii annepronorun (WAO) (2017)
[8]; BpuTaHCKM O6LLECTBOM ANNepronoru U KInNHWYECKON UMMYHOMO-
rum (BSACI) (2014) [4]; AMeprKaHCKOW akagemunen aniepronorum, actMmbl v
ummyHonorun (AAAAI), AMePKaHCKNM KONNea»KeM anneprosiornu, actmbl
n nmmyHonorum (ACAAI) (2014) [5]. Mpexpae Bcero cnepyeT OTMETUTDb, YTO
3KCNepTbl pa3HbIX CTPaH eAuHbl B ONpeAeneHnNn NOHATUA KpanuBHULbI —
3TO COCTOAHME, MPU KOTOPOM MOABAAIOTCA BONAbIPU, aHTMOHEBPOTUYECKUN
OTEK UNK 1 TO, 1 Apyroe. Bongbipu 1 aHrMOHEBPOTMYECKMI OTEK 0ObIYHO
HabnofaTcsa OAHOBPEMEHHO, HO MOTYT BO3HMKATb M CAMOCTOATESNIbHO, He-
3aBrcMMo Apyr oT gpyra. CoueTaHne KpanuBHULbI 1 aHTMOHEBPOTNYECKOTO
oTeKa Habniopaetca B 40-85% cnyyaeB, M30/MPOBAHHAA KpanvBHMLA B
50%, n3onmposaHHasa aHrnosgemay 10% nauuneHTos [4].

KpanueHuua 1 aHrnosgema MPOAO/IKUTENIbHOCTbIO MeHee 6 Hepenb
pacLeHMBaeTCA Kak 0CTpas, CBbile 6 Hefenb — XpoHnyeckasa popma. B atom
cny4yae BO3HMKAeT MepBbl KINHNYECKMIA BOMPOC: B MPaKTUKE Mbl BCTpe-
YaemcA C NOBTOPHbIMM KPaTKOBPEMEHHbIMI 3M304amMy KpanusHULbI (Me-
Hee 6 Heflenb), HanpuMep, y pebeHKa Ha NPOTAXEHUN NOCNEAHNX TPeX NeT
Habnofanucb 3nM30Abl OCTPOW KpanuBHULBLI 1 pa3 B rof, ANMUTENIbHOCTbIO
OT HECKONIbKUX MUHYT 10 Yaca, CAMOCTOATENbHO 3BONIOLMOHMPOBANN UK
TpeboBanu nNpriemMa CTaHAAPTHbLIX 103 aHTUTMCTAMUHHBIX NpenapaToB. Kak
B TaKOM cnydyae ugeHtnduumposatb Gopmy KpanusHuUubl? B umetowmnx-
CA MeXAYHapOAHbIX AOKYMEHTax He npefcTaB/ieH KOHKPETHbI OTBET Ha
3TO0T Bonpoc. CuMTaem KOPPEKTHbIM AaTb CefyoWmnin KAMHUYECKUA KOM-
MEHTapuii: No onpeaeneHnio N AANTENbHOCTM CUMITOMOB BEPHbIM Obino
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6bl TPAKTOBaTb WX Kak «MOBTOPAOLMECA SNN30Lbl OCTPON KpanvBHULbI».
MIMeHHO TaKkue nauueHTbl JOMKHbI ObITb BHECEHBI B FPYMMy MOBbILEHHOIO
puUCKa pa3BUTUA XPOHUYECKOW KpanuBHULbl. be3ycnoBHO, B Taknx cnyyaax
HeobXOAUMO MPOBECTU afleKBaTHbIA AMArHOCTUYECKU anropuTM, YToObI
npvi BO3MOXHOCTU ONpefenuTb STuonornyeckue GbakTopsol, a cnegosatesib-
HO, MMEHHO TaKoro MauueHTa cfiefyeT HanpaBuTb Ha KOHCYNbTaLUuio K an-
nepronory.

Cnepgytowwmii BOMPOC: KaKoBbl Hambosnee yacTble STMONOrMyeckre npu-
YMHbI KpanuBHMLUDbI Yy feTen? YunTbiBasa NPOUCXOXKAEHNE KPanuBHULbI, Bbl-
OEenstoT CNOHTaHHYI, UM MANONATMYECKYIO, Y UHAYUMPOBaHHY0. NHayum-
poBaHHaA MOXeT BO3HMKaTb Mo BO3AENCTBMEM PasfMUHbIX GU3NYECKNX
dakTOpOB (x0NnoaoBasn, BU6paLMOHHanA, TeNIOBasA, KOHTaKTHasA, CONMHeYHasn,
OTCPOYEHHaA MHAYLMPOBaHHaA faBneHneMm), a Takke BCTpeyaeTca Xonu-
Hepruyeckas, akBareHHas, nuileBas (annepruyeckas v Heannepruyeckas),
CBfi3aHHaA C MPMEMOM OMpeAesieHHbIX Me[VKaMEHTOB (HecTepoufHble
NpPOTVMBOBOCMANUTENbHbIE NpPenapaTbl, aHTMOUOTUKKM, ONuouAabl), C yKyca-
MW HAaCeKOMbIX, BIUAHNEM MHFaNALNOHHbIX ajlfiepreHoB, ayTOMMMYHHas, a
TaKk)Ke Bbl3BaHHasA MHOEKLUNOHHbIMY BO36yauTenamu. MimeHHo nocnepHue
NPWYUHBI IMEIOT 6OJbLUIOE 3HAaUEHUEe B AETCKOW NpakTuke. OcTpas Kpanus-
HULA B JeTCKOM Bo3pacTe B 49,4-79,5% cnyyaeB umeet CBA3b C OCTPbIMMA
uHdbekumamu [4, 9, 10]. Hanbonee yactbiMm BO3OYANTENSAMU BbICTYNAOT:
LMTOMEranoBupyc, repnec-BMpyc, SHTepoBMpYyC, BUpYycC dnwreliHa — bapp,
BMpYcHble renatutsl (B, C) n apyrue. Ocoboe BHUMaHWe cnepyeT obpatnTb
Ha Cnyyan KpanuBHULbI Y feTel C xennkobakTep-acCoLMmMpOoBaHHbIMU 3a-
60neBaHUAMM, MMINCTHBIMY, MAPA3UTaPHBIMU UHBa3MAMM [2, 11].

[loBONbHO YacTo He yAaeTca onpeaenvTb STUOMNATOreHeTUYECKyHo Npu-
UMHY, 1 B TaKMX Cly4yasx pedb ugeT ob nguonaTnyeckon kpanmeHuue. Op-
HaKo peunauBbl MANOMNATUYECKOW KPanVBHULbI JOMXHbI ObITb TLWATEIbHO
oLieHeHbl Bpa4yom 1 TpebyloT NOBTOPHOIO aHanu3a C Lefblo BbiABIEHUA
BO3MO>KHbIX CYLLECTBYIOLLNX TPUITEPOB.

Ba)kHO MOMHMWTb, YTO OCTPasA KpanuBHMULLA UMEET YETKNE KIMHUYECKNE
nposBneHus (BONAbIPY, aHTMOHEBPOTUYECKNI OTeK, 3yll), UTO OObIYHO He
BbI3blBaeT 3aTPYAHEHWI y Bpaya B NMOCTaHOBKe AMarHo3a. B 1o xe Bpems
Henb3sA YNycKaTb BaXHOCTb AnddepeHLmanbHON ANarHOCTUKK € 3abonesa-
HUAMM, KOTOPblE UMEIOT aHanornyHble CUMNTOMbI (HacneACTBEHHAA aHrno-
3Aema, ayToBoCMnanuTesibHble CUHAPOMbI, aHadunakcus). Noatomy Bpauy
MepBMYHOrO 3BEHa (CemeliHbIli Bpay, neauaTp) HEOOXOAMMO TLATENIbHO
cobpaTb aHamHe3 U Npom3BecT GU3MKaNbHbIA OCMOTP B KaMAOM KOH-
KpeTHOM cniyyae. Mpr Hannuum KpanmeHULbl BaXKHO OLIEHWUTb ee pa3mepbl,
NoKanv3aumio, AMTeNbHOCTb BbICbINAHWI, COMYTCTBYOLME aHTNOSAEMY U
3yA (MHTEHCMBHOCTb, NIOKanu3auuio, AUTENbHOCTb). BaXkHO BbIABUTH Ha-
nnure Apyrux CMMNTOMOB: 60NN B CyCTaBaXx, KOCTAX, KMBOTE, IMXOPafKa.
YTOUHWTb, HE COBMano N No BPeMEHY NoABJIEHNE KPanuBHULbI C: NepeHe-
CEHHbIMN OCTPLIMU UHPEKLMOHHBIMY 3a60/1IeBaHUAMM; CTPECCOM; drnve-
CKUMU Harpy3skamu; y eBOYEeK — C HanmuMeM MeHCTpyauuu; ynotpebneHu-
eM Me[JMKaMeHTOB (HeCTeponAHbIX MPOTMBOBOCMANMTENbHBIX MPenapaTos,
AHTUBMOTNKOB, MHIMBUTOPOB AMN®D) NNK OTAENbHBIX NULLEBbLIX NPOAYKTOB.
Bo Bpems cbopa aHamHe3a Heo6xoaUMO obpallaTb BHUMaHVEe Ha aniepro-
NOFNYECKUIA, CEMENHDIN; YTOUHATb Hanuume y pebeHKa XpOHNYECKNX, ayTo-
WUMMYHHbIX, OCTPbIX MHPEKLMOHHbIX 3a60neBaHui.
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[JunarHo3 KpanueHuLbl 06bIYHO BbICTABAAETCA KNMHUYecKn. OfHaKo OT-
JeNbHO CfieayeT OCTaHOBUTLCA Ha BOMpoce 06 obbeme AOMONHUTENbHbIX
NCCNIEA0BAHUIA, @ TaKXKE O PONU Bpaya NePBMYHOrO 3BEHA B STOM MpoLec-
ce. MNocne TwaTenbHOro OMNpPoca 1 OCMOTPa B Clyyae C MHAYLMPOBAHHOW
bopmoii KpanuBHULbI pebeHKy crieqyeT OKa3aTb HEOTIOKHYIO MOMOLLb U
HanpaBUTb ero Ha KOHCYNbTaUuIo K anneprosiory. VimeHHo Bpay-annepronor
ONpeaennT HeobxoANMbIN 06beM NCCNefoBaHM (Tabn. 2) KOHKPETHOMY na-
LMEHTY.

BakHO 06paTWTb BHMMAHME HA BbIPAKEHHOCTb W WHTEHCMBHOCTb
CYMMTOMOB KpanueHMUbl. 34eCb BO3HMKAET cClefylowmi Bomnpoc: cre-
AYEeT I OLeHMBATb TAXKECTb OCTPOW KPANMBHULI, KaK 3TO MPUHATO Npu

Ta6bnuuya 2
[AnarHocTnKa oCcTpon MHAYLMPOBaHHON KpanuBHMLbI [8]

HA NEPBYIO

Tun KpanuBHULbI

AnarHocTnyeckne meponpuaTua

XonuHepruueckas KpanmsHuLa

MpOBOKaLMOHHDIN TecT

Xonoposas KpanusHULA

[pPOBOKALMOHHBIN TECT 1 TECT Ha XONOJOBOW Nopor

TennoBas KpanueHMLUa

[pOBOKaLMOHHBIY TENIOBOW TECT, TECT Ha TeMI0BOW NOpor

AKBareHHas KpanvBHuUa

MpOBOKaLMOHHDIN TecT

KoHTaKTHasa KpanneHUUa

MNpOBOKaLMOHHbIN TecT

ConHeyHas KpanuBHMUa

YnbTpad1oneToBbit U BUGUMDBIA CMEKTP CBETA C BOJIHAMMW Pa3fNYHOW
ONVHbI, MOPOroBbIN TECT

BribpaumoHHas KpanueHuLa

BrnbpaLmoHHbI TecT

OTCpO‘-leHHaﬂ KpanuneHMUa,
NHAYUNPOBaHHasA cfaBneHuem/
AaBneHnem

npOBOKaLl,I/IOHHbIIh TeCT faBJieHueMm, I'IOpOrOBbIIZ TecT

CMNTOMAaTYECKUIA fiIepMaTorpa-
dursm

OnpepeneHrie aepmatorpacdusma, NoporoBbIi Tect

AHadunakcma

JlerouHble cMMNTOMBbI (CTPUAOP, XPUMbI), CO CTOPOHbI CEPAEYHO-COCY-
LONCTON cncTeMbl (TaxnKapamsa, apTepuanbHan rMnoTeH3us), Xenyaou-
HO-KuLeyHble (PBOTa, 60/1b B XKMBOTE, AMapes), CO CTOPOHbI HEPBHOI
cmcTembl (ronoBOKpY»KeHne) cumnTombl. OnpeneneHve cogepaHua
TpUnTasbl KPOBYU

MurmeHTHas KpanueHMLA

Hebonblunx pasmepoB NOBpeXAeHNA, TUrMeHTaums, peHomeH [lapbe
(Npw NornaxumBaHNM — 31EMEHTbI CbiM BO3BbILLAIOTCA)

Table 2
Diagnostics of acute induced urticaria [8]

Urticaria type

Diagnostic measures

Cholinergic urticaria

Provocative test

Cold urticaria

Provocative test and cold threshold test

Thermal urticaria

Thermal provocative test, thermal threshold

Aquagenic urticaria

Provocative test

Contact urticaria

Provocative test

Solar urticaria

Ultraviolet and visible spectrum of light with different wavelengths, threshold test

Vibrating urticaria

Vibration test

Delayed urticaria pressure / pressure-induced

Pressure test, threshold test

Symptomatic dermatographism

Determination of dermatography, threshold test

Anaphylaxis

Pulmonary symptoms (stridor, wheezing), cardiovascular (tachycardia, arterial
hypotension), gastrointestinal (vomiting, abdominal pain, diarrhea), the nervous system
(dizziness) symptoms. Determination of blood tryptase content

Pigmented urticaria

Small sizes damage, pigmentation, Daria phenomenon (when stroking - the elements
of the rash rise)
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XpoHuueckoin? Peub nget 06 Ncnonb3oBaHUN BU3yanbHO-aHANOrOBOW LLKa-
Nibl C MOACYETOM KOMMYECTBA NEMEHTOB, UX ANUTENLHOCTY [4, 5] N UHTEH-
CUBHOCTM 3y[1a; XapaKTEPUCTUK aHTMO34eMbl.

KoMmeHTapwii: B CyLLeCTBYOLNX MeXAYHAPOAHbIX JOKYMEHTaX He yKa-
3aHa HeobxogMmocTb onpegeneHna Taxectn OK, ogHako LenecoobpasHo
YKa3blBaTb, JIOKanbHaA UM reHepann3oBaHHaa popma KpanueHWLbI, Ha-
JIMYMe aHrMo3AeMbl 1 ee JIoKanr3auumy, YTo MO3BOAUT Bpauy NpaBUSIbHO
BbIOPATb TaKTUKY BefleHWs MauueHTa (B amOynaToOpHbIX UKW CTaLMOHAPHbBIX
YCNOBUAX).

Taknm 06pa3om, TLaTENbHbIA ONPOC, OCMOTP NauuneHTa, AnddepeHun-
anbHas AMarHoCTMKa NO3BOMAT Bpayy NePBMYHONO 3BEHa WK CTaluMoHapa
OCTaHOBUTbCA Ha AnarHose OK.

CnepylowymM WaromMm JO/MKHO ObiTb OKa3aHWe HEeOT/IOKHOM MOMOLLMU.
CnepyeT 3aMeTWTb, YTO NEPBOW JINHWEN MEAVNKAMEHTO3HOWN Tepanuu B
GONbLINHCTBE KIIMHUYECKUX PYKOBOACTB [5-8] peKOMeHAOBaHO WCMOMb-
30BaHMe aHTUMMCTaMUHHBIX NpenapatoB (AlT1) BToporo nokoneHus. OHn
MMeEIOT BblpaXKeHHbIN KNMHNnYeckuin 3ddeKT, npy 3TomM He NPOHUKAIOT Yepes
rematosHuedanmueckmin bapbep, He OKa3blBalOT CEAAaTUBHOrO, aHTUXONN-
Heprudeckoro 3¢dekTa, obnagaloT gnuTenbvHoiM gelicTBrem [4]. OgHako B
COBpPEMEHHbIX YCNOBUAX OCTAeTCA NpakTrKa ncnonb3osaHua AlTl nepsoro
rnoKoneHus. B yacTHOCTW, NpoBeAEHHDBIV ayAUT 1 aHaNN3 NCTOpUiA 6onesHu
neTeln, KOTopble HAXOAWINCH Ha CTaLMOHAPHOM JieyeHunmn B TepHOMONbCKOW
ropoAckon geTckon 6onbHUue (N=74), nokasan, uto B 37,9% cnyyaes npu-
MeHANN napeHTepanbHoe BeefeHne AlT] nepsoro nokoneHus; y 80,5% na-
LUMEHTOB MPUMEHANNCb KOPTMKOCTepOomabl NapeHTepanbHo. Cnegyet npu-
3HaTb, YTO Takas [OBOJIbHO PACNpPOCTPaHEHHas MpakTuMka obycnoBreHa
OTCYTCTBMEM OTEUECTBEHHbIX KIIMHUYECKUX PEKOMeHAauuid U Heonpas-
JaHHbIM, HEBEPHbIM MHEHMEM HEKOTOPbIX Bpayell Mo MoBOAy TOro, UTo
napeHTepasnbHoe BBefeHne ATl nepBol reHepaLmm obecneunt BbICTPbIN
KNUHNYeCKnin 3GdEKT 1 YTO Ha CEroAHALHNIA AeHb TONbKO NepBOe MOKO-
nexune AlTl umeeT napeHTepanbHyo popmy Bbinycka. XOTA 3TO BOBCE He AB-
NIfeTCA NPenMyLLecTBOM NpPenapartos, M60 He yuuTbIBAKOTCA UX NMOOGOYHbIe
3bdekTbl. B TO e BpemMs CylecTBYIOT HEKOTOPble BO3PACcTHblE OrpaHuye-
HUs uncnonb3oBaHus AlTI. LlenecoobpasHo HanomHutb, yto AlTl BTOpOW
reHepauuy paspeLleHbl K UCMOJIb30BaHMIO C YYeTOM Bo3pacTa pebeHKa:
NeBoUeTUPU3NH — € 6-mecAYHOro Bo3pacta [12]; uetupusmH — ¢ 1 roga [13];
Brnpoyem, B CLLA oH ncnonb3yetca y getei C 6-mecayHoro Bo3pacta [14].
My6nrKaumm nocnefHUX NeT PacKkpbiBalOT CPABHUTESNIbHYIO XapaKTepucTu-
Ky 3pOEKTUBHOCTM BHYTPUBEHHOIO NPUMEHEHWA LeTUPU3nHa U andeHrn-
apamuHa (Il pasa MHOroLeHTPOBOro PaHAOMM3INPOBAHHOIO KOHTPONMPY-
€MOro nccnefoBaHusA) Npy ocTpol KpanueHuue [15]. [loctoBepHo nyylumne
nokasatenu (yMeHbLUeHue 3yf1a, COKpaLleHve AnTeNbHOCTY NpebbiBaHNA B
CTauMoOHape 1 CJlyYaeB NMOBTOPHOTO 0bpaLleHus, OTCYTCTB/E CEAATUBHOIO
1 apyrux No6oUHbIX 3PPHeKToB) OblIV NPOAEMOHCTPUPOBAHbI NPY UCMONb-
30BaHUM UeTUpM3nHA. Taknm obpa3om, crnedyeT B CKOPOM BpeMeHU OXu-
natb odMLManbHON perncTpaummn nepeoi napeHtepanbHon dopmbl AlTI
BTOPOW reHepaLun, YTo CYLeCTBEHHO YNTYULIMT KauecTBO OKa3aHUA Nomo-
LM NaureHTaM, KOTopble NPebbIBaloT B OTAENIEHUSAX MHTEHCUBHON Tepanuu
1 He TOJIbKO.
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B cootBeTcTBUM C MexAyHapOAHbIMU PeKOMEHAALUMAMU MO SeYEHUIO
KpanueHuLpl [4-6, 8] B cylyyae oTCyTCTBUA 3PdeKTa CTaHAaPTHOW Tepanes-
Tuyeckoun Jo3sbl AlT] BTOpon reHepauuu cnegyet ee yBennuuTb B 2-4 pasa
(cm. prcyHOK). OfHaKo B O6ONbLUMHCTBE YNOMUHAHWIA HET UETKUX YKa3aHWin
no nNoBoAy OCTPOI KpanuBHWLbl, 0COBEHHO B AETCKOM BO3pacTe.

KommeHTapuit. Cumtaem BaKHbIM OOpPaTUTb BHUMaHWE Bpayel Ha To
06CTOATENbCTBO, YTO B AETCKOM BO3pacTe onpaBAaHHbIM ABNAETCA NCMOJb-
30BaHue AlTI BTopon reHepaumn B ABYKPATHO YBENMYEHHOM A03€ B C/lyyae
OTCYTCTBMA MOJIOKWUTENIbHOW AMHAMUKM CMMNTOMOB KpamnuBHULbI Mocie
NPUMeHeHNA CTaHAAPTHOM TepaneBTUYEeCKON A03bl. YBENUYeHne xe [03bl
ATITI BTOpOro nokoneHus B 4 pasa BO3MOXHO 1CMOMIb30BaTb TONbKO Y AeTeln
cTapuwe 12 net.

Ocoboe BHMMaHVe cnefyeT 06paTWTb Ha KOPPEKTHOCTb WCMOSb-
30BaHMA KOPTUKOCTEPOUAOB MpPU OCTPON (TakKe M MPU XPOHUYECKON)
KpanueHuue. B cnyyae otcytctBuA 3ddekta oT npumeHeHus AlTl BTo-
POVl reHepauum B MaAKCMMASIbHO MOBbLILEHHOW BO3PACTHOM [o03e wuiun
NP TAXKENbIX, BbIPaXXeHHbIX UAW BANTENIbHO He KymnMpyemblX CUMMATOMax

MepBas nMHMA Tepanuu: NCNONb30BaTb BTOPOe NoKosieHne H1-aHTUrmcTaMmmMHHbIX NpenapaTos /
First line of therapy: use second generation H1 antihistamines

B cnyuyae otcyTcTBUA 3 deKTa: uepes 2—-4 Heflenv Uy paHblue,
NPV HaNMYUN YAEPKUBAIOLUXCA CUMMTOMOB /
If there is no effect: after 2-4 weeks or earlier,
if symptoms are present

Y

Btopas nuHuA Tepanun: yBennmuutb Ao3y H1-aHTUrMcTaMMHHbIX NpenapaTos (B 2—-4 pa3a) /
Second line of therapy: increase the dose of H1 antihistamines (2-4 times)

B cnyyae otcyTcTBuA addeKTa: cnycTs 2-4 HeAenm uim paHblue,
npwv HanMuUM CUMMNTOMOB /
If there is no effect: after 2-4 weeks or earlier,
if symptoms are present

TpeTbA NUHWA Tepanun: NPUMEHNUTb aHTWIENKOTPKEHbI (MOHTENTyKacT) Uiy npenapatbl
MOHOKJIOHaJIbHbIX aHTUTeN (oManu3ymab), im UMKIoCnopuH /
Third line of therapy: use antileukotrienes (montelukast)
or monoclonal drugs (omalizumab) or cyclosporine

Jleue6Han TakTKa BeAeHnA KpanusHuubl (EAACI/GA2LEN/EDF/WAO guidelines, 2014) [8]

Therapeutic tactics for the management of urticaria (EAACI / GA2LEN / EDF / WAO guidelines, 2014) [8]
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KpanvBHWLbl N aHIMO3[eMbl BO3MOXHO UCMOJIb30BaHNe NpeAHW30/I0Ha B
no3e 0,5-1,0 Mr/Kr B CyTKu, AnnTenbHOCTbio OT 3 Ao 10 AHen, AnA NOHOro
KOHTPONA CUMNTOMOB.

KoMmeHTapuid. YUunTbiBas KMMHWYECKMI OMbIT MHOTMX CTPaH, CYLLeCcTBy-
lolWme KNnMHMYeckme pekomeHgauum [4-8], a Takke aHasM3 CoBpeMeHHOro
COCTOAHMA NPobneMbl, He06X0AMMO aKLEHTMPOBaTb BHUMaHMe MpaKTuye-
CKMX Bpayei Ha creayioLyx NonoXeHUaxX:

B He peKOMEHA0BAHO UCMOMb30BaTb C LENbo HEOTIOXKHOWN NMOMOLLM NpU
ocTpoi KpanusHule AlTl nepBol reHepauu, NOCKOJIbKY OHWU MMEIOT
CylecTBeHHble NobouHble 3pdeKTbl (CefaTUBHbIN, aHTUXONMHEPrnye-
CKWUI, Kapano-, renaToToKCMYeCKunii), YTo 0cObeHHO OMacHO B AEeTCKOM
BO3pacTe;

=B npepgnoyTteHune cnepyet otgasatb AlTl BTopown reHepaumun, B Cnyyae He-
06X0AMMOCTH, NPU OTCYTCTBUM NOJIHOTO 3¢deKTa 03y criefyeT yBenu-
UnTb B 1Ba Pa3a; NPOLOJIKATb NPUEM ANINTENbHO A0 MNOJIHOTO KOHTPOSIA
CUMMTOMOB;

B [IPUMEHATb KOPTUKOCTEPOU bl TONbKO B Cly4YasnXx C CONYTCTBYIOLLEN aH-
rmosgemoni (B 06nact roptaHu) unm npu pedpaktepHbix K Al BapmaH-
TaX KpanuBHWLbI — A1 LOCTUXKEHMWA NMOSIHOFO KOHTPONSA;

B penapaTbl TPETbEN NNHWM Tepanuu Ha3HayaeT Bpay-aineprosor.
YacTblll NpakTUYeCKMin BOMPOC: KakoBbl AMETUYECKME OrpaHUYeHnsA

npu octpon KpanmeHuue? MNMockonbKy OK MoxeT 6biTb Bbi3BaHa pasnvy-

HbIMY paKTopamu, B TOM Yncie NULEBbIMA NPOAYKTaMu, BONPOC AneTn-

YecKmnx pekoMeHJaLmMin Bcerfa BO3HUKAET y Bpayeil NepBUYHOIO 3BEHa,

XOTA [0 CYX NOp ABNAETCA AUCKYTabeNbHbIM 1 OTBETbI Ha HErO JOBOJIBHO

pa3sHopeumssl [1, 3, 9]. BaxxHO nomHuTb, uTo IgE-ONocpenoBaHHan nuiye-

BasA anneprus MoXkeT MaHMeCcTUPOBaTb B BUAE OCTPOW KpanuBHULbI U

aHrnosgemsl [4, 5]; XOTA MOXeT NMeTb MeCTO NuLieBas HeNepeHOCUMOCTb,

npy KOTOPOW MMYHHble MexaHM3Mbl He loKa3aHbl. IgE-onocpenoBaHHble

peakunn obblYHO MOAPa3AenATCA Ha HeMedsieHHble (BOo3HMKalowue B

TeyeHVe 2 YacoB Nocsie Npuema MuLin) N HeMeasIeHHbIe MC No3aHue

¢da3bl (B KOTOPbIX HEMEASIEHHbIE CMEHAOTCA ANUTENIbHBIMW UM MPOAOI-

KALWUMKCS CMMNTOMaMM).

B cnyuae IgE-3aBMCMbIX NULLEBBIX aNfieprnyeckmnx peakumin CUMNToMbI
MOTYT 6bITb Pa3HOO6Pa3HbIMM KaK MO XapaKkTepy, Tak 1 MO CTENEHN TAXKECTH
1 BapbMpOBaTb OT OpPasibHOIO anNepPrnyeckoro CUHApPomMa (3yd, AUCKOM-
¢dopT B 0651aCTV ry6, POTOrNOTKE), KOXKHbIX (KpanuBHWLa, 3y, aHrosgema),
pecnpaTopHBbIX (XpUIbl, yAyLbe, OCIOXHEHHOE AbIXaHWE), FACTPOUHTECTU-
HanbHbIX (PBOTa, 60JIb B XKMBOTE, fMapes) A0 TAXKENbIX YrPOXKaloLNX XKU3HW
cumnTomoB (aHadwmnakcna) [4, 5]. B gaHHbIX cUTyaumsax nepBUYHOe NCKITHo-
YyeHVe BO3MOXKHbIX MPUYMHHO-3HAUMMbIX NMULLEBbIX NPOAYKTOB BaXHO ANA
cHAaTnA cumntomoB OK. IgE-He3aBncuMMble peakuun runepyyBCcTBUTENb-
HOCTU, B OCHOBE KOTOpPbIX NeXaT T-K/IeTOUHble MexaHM3Mbl, Kak npasuso,
BO3HMKalT uepes 4-28 yacoB nocsie npvema num, CnocobHon Bbi3BaTb
cumMmnTombl [16].

Wcnonb3oBaHne NpuHLMNa 3AMMUHALUN B NTaHUN pebeHKa 06bluHO
MMeeT MONIOXKUTENIbHOE BNIMAHNE, 0COBEHHO UCKITIOUYEHMEe 13 paLnoHa Npo-
IYKTOB-TMCTaMUHONNOGEPATOPOB (anenbCrHbl, KWBW, ManuHa, Kny6HWKa,
TOMaTbl) 1 60raTbiX rMCTaMVHOM (LLIOKONAA, TBepAblli Cbip, M1LLEBbIE Kpacy-
Tenu, konbachl).

«Mepmnatpus. BoctouHasa EBponax, 2021, Tom 9, N 3 439

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPXAHUIO




OcTpas KpanusHMLa yneTel?l: KpaeyrosibHble BOMPOChbl B KIMHNYECKON NpaKTuKe

KommeHTapuin. Ecnv Bo Bpema onpoca 1 cbopa aHamHe3a He yaanocb
YCTaHOBUTb BEPOATHYIO CBS3b C YNOTpebneHnem oTaenbHbIX NMULLEBbIX NPO-
JYKTOB (4TO GblBaeT AOBOJILHO YacTo M Y MHOTMX naumeHToB ¢ OK), cnenyet
MCMonb30BaTb NPUHLMN U3BJIEYEHNA 13 MULLEBOrO peXunmMa NpoayKTos, 60-
raTbix rMCTaMVHOM W FrMCTaMUHONM6epaTopoB.. B cnyuyae B3aumocsasun OK ¢
ynoTtpebneHnem KOHKPETHbIX MULLEBbIX NPOAYKTOB cefyeT UcknoumnTb IgE-
3aBMCMMYIO NKLLEBYIO annepruto. IMeHHO 3TVX NaLMeHTOB HEOOXOAMMO Ha-
npaBuUTb K Bpayy-ajieprosiory Ana nposegeHna cneundunyeckoro annepro-
TECTUPOBaHWA, BbIABIEHNA BO3MOXHbIX MMLLEBbIX a/ifIePreHoB, Bbi3bIBalOLLMX
KpanvBHWLYy/aHrMosgaemy, 1 nomnyyeHns 060CHOBaHHbIX peKoMeHZauui.

CnepyeT 06paTTb BHMMaHKEe Ha TO, YTO UCTOpUA 6ONEe3HN 1N NONOXN-
TeslbHble TeCTbl in Vivo u/vnu in vitro cayxat AnA NOATBEPXKAEHMA OCHOB-
HOro MexaHu3Ma 1 3Tnosniorum. OfIHako camu No cebe TeCTbl HeMb3A NCMOMb-
30BaTb, MOTOMY YTO MHOTUE JIOAN CEHCMOUN3NPOBaHbI (NMONOXNTENbHbIE
pe3ynbTaTtbl TECTOB in Vivo n/vnu in vitro), HO He YMEeKT CMMMNTOMOB NP
ynoTpe6ieHn JaHHOro NpoayKTa.

MoBbIWEHHbI MHTEPEC BbI3bIBAET BOMPOC O HEOOXOAUMOCTN FOoCnuTa-
nunsauum pebeHka c OK. Hannuue yrpoxatoLmx *X1M3H1 CUMNTOMOB ABNAETCA
noKasaHuem K rocnutanmsaummn. OgHako cnegyet NOMHUTD, YTO B GONbLUNH-
cTBe cnyvyaeB cMnToMbl OK MoryT 6biTb KynupoBaHbl Ha 3Tarne NepBUYHON
MEAULMHCKOM NOMOLUM U rocnutanmsaums He Tpebyetca. Kpome Toro, Bbl-
coKas CTOMMOCTb NpebbiBaHNA pebeHKa B CTaLMOHape onpeaenaeT HepeH-
TabenbHOCTb Mcnonb3oBaHWA 6onbHUYHOTO pecypca. CornacHo NpoBefeH-
HOMY Hamu ayauTy 48,6% poauTtenei Nnpy BO3HNKHOBEHUN NEPBbIX CUMITO-
MOB KpanuBHMLbl BbI3blBaau 6puragy HeOTNOXHOM nomoluy, 17,6% — camo-
CTOATENbHO Obpallanvcb B NPUEMHOE OTAENEHUE HEOTNIOKHOW MOMOLLY;
ocTanbHble (33,8%) HanNpaBNANMCb AETCKAM UK CEMENHBIM BpayoM. B To xe
BpemMA KIMHUYECKN CUMNTOMbI KpanuBHKLLbl COXPaHANNCL y 36,5% nauneH-
TOB OT HECKOJIbKMX YacoB [0 cyTOK, ¥ 20,3% — fo asyx, y 14,9% - pno tpex
CyTOK. M paxe conyTcTByioLiasn y YeTBepTv NaLUeHTOB aHrnosgema (25,67%)
B 42,1% cnyyaeB gnnnacb Ao CyToK, Y 26,30% feten — ABOE CYTOK, OjHAKO ee
nokanusauma nuwb y 1,3% (n=1) NnauneHToB 3aTparnBana }XM3HEHHO BaX-
Hble OpraHbl (AblxaTeNibHaA CUCTEMA — rOpTaHb). BbllwensnoxkeHHoe eMoH-
CTPUpYeT TOT GaKT, UTo NPU TaKOW TAXKECTU KPaNMUBHULIbI AT O6bIYHO NOA-
nexat ambynatopHomy neyeHuto. B gononHeHne K sTomy cnegyeT o6patutb
BHMMaHMWe Ha TO, YTO 3HauuTeNbHaA YacCTb NMaLUEHTOB MOAJieXana paHHewn
BbINUCKe 13 ctaumoHapa: 17,0% - B nepsble; 11,4% - Ha BTOpble, 11,2% —
Ha TpeTby CyTKU. [03TOMY Bpauun NepBMYHOro 3BeHa OOpaLLEeHMs AOMKHbI
anddepeHUMpPOBaHHO MOAXOAUTb K HeobXoAMMOCTW rocnuTanmsauumn,
YUUTBIBAA TAXKECTb COCTOAHMA pebeHKa, Hannume/oTCyTCTBME YrPOXKatoLmX
MM3HW CUMMTOMOB, BbICOKYIO CTOMMOCTb 60NIbHUUYHOIN KOMKN.

KommeHTapuii. YuntbiBaa conyTCTBYIOLME CUMMTOMbI KPanVBHULbI, KO-
TOpble MOTYT YrpoXKaTb KM3HM, a TaKXKe BO3paCcTHble 0COBEHHOCTU Pa3BUTUSA
[eTeln, pekomeHayem rocnuTanr3npoBaTb:
®  feTel NepBblX 6 MeCALEB XKU3HK;
®  puX COYETAHUN KOXHbIX NPOABAEHMI OCTPON KpanuBHULbI U CUMMTO-

MOB CO CTOPOHbI [AbIXaTeNbHOW CUCTEMbI (CTPUAOP, XPUMbl), cepaey-

HO-COCYAMCTON (TaxMkapawa, apTepuanbHasa FUMNOTEH3MA, Komanc),

nveBapuTenbHOn (guapen, pBoTa, 601K B XKMBOTE) MW LIEHTPaNbHOW

HepBHoW cuctembl (LLHC) (ronoBoKpyxeHue);
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OunckyccnonHbiin kny6 [l

= pu reHepanusoBaHHon OK B coyeTaHMM C aHTMO34EMON, OCOGEHHO
ecny OHa NokanusyeTca B 061acTv ropTaHu;
®m  ecnm OK ABnAeTCA O4HMM M3 CUMNTOMOB aHadunakcmm.

CnepyeT 06paTTb BHMMaHVE Bpayeli MEPBUYHOIO 3BEHA U Ha TO, UTO
TpebyeT ynyuleHna pasbAcHUTeNIbHaA paboTa C poanTenamu, HanpasneH-
Han Ha O3HaKOMJIeHVEe C CUMMNTOMaMMU, YTPOXaoLWMMU X13HW pebeHKa; no-
CcnefoBaTeNIbHOCTbIO UX AEeNCTBUN NpY OKa3aHum nomoLym [17].

B TO e BpemAa NOrMYHbIM ABNAETCA BOMPOC: YTO ONpefenseT puck
TpaHcpopmaumm OCTPON KpanvBHULbI Y AeTel B XPOHUYECKYIO KpanusHU-
uy? OgHO3HAYHO OTBETUTb CIIOXKHO. B Kaxxaom oTaenbHOM ciydae rpynna
baKkTOpOB MOXET onpefensaTb XpoHu3aumio npouecca [1, 18]. B nepsyio
ouepefb cnepyeT 06paTUTb BHYMaHMe Ha NaLUeHTOB, Y KOTOPbIX OTMeYeHbl
peunamBbl KpanmBHULbI, OTCYTCTBUE SddPeKTa aHTUIMCTaMUHHbIX Npenapa-
TOB B CTaHAAPTHbIX A03aX, UCMOMb30BaHNE MOBbLILWEHHbIX 403 aHTUMUCTa-
MUHHBIX, @ TaKXKe CTepOMAHbIX NpenapaTos. [leT! ¢ NOBTOPHbIMU 3MKr304a-
MU KPanuBHWLbI AOMXKHbI HAabMOAATLCA BpPauyoOM-aieprosiorom, KOTopbii
onpeaenut HeobxoAMMbI 06beM NCCeAOBaHWIA.

B HacTosLLee Bpemsi fOBOSIbHO MHOIO UCCiefoBaTenel 06palLatoT BHU-
MaHwue Ha ponb MHGeKLNOHHbIX Bo3byanTeneli npu OK B feTckom Bo3pacTe,
yTo TPEbYET YrNy6NeHHOro NccnefoBaHus.

B 3AKJTIOMEHUE

Mpobnema ocTpoit KpanuBHULbI B JETCKOM BO3PACTe OCTAETCA Masion3y-
YeHHOW, YTo TpebyeT NpoBeAEHUA MYNBTULEHTPOBbLIX NCCNIEfOBaHNI C Lie-
Nblo OnpeneneHns YacToTbl OCTPON KpanmBHWLbI, yrnybneHHOro n3ydyeHuns
3TUONOrMYECKNX GaKTOPOB, MPUUNH PELMANBOB 1 BO3MOXKHOWN TpaHChop-
MaLuy B XPOHMYECKYI0 KpanvBHULY y AeTel.

MpakTuyeckMm Bpayam HeoOXoAMMO YETKO NMPUAEepPKMBaTbCA NMOKasa-
HWUI K rocnnTann3aumm, Ha3HauyeHna ageKBaTHOM Tepanumm, OCHOBaHHOM Ha
[0Ka3aTeNlbHON MeAuLIMHE, UTO CYLLeCTBEHHO YNyYLLIMT KaueCTBO OKa3aHus
MEeLMLNHCKOW NMOMOLLM 1 paLMoHaNibHOE NCMOoNb30BaHMe KoeuHoro ¢poHaa
OEeTCKUX 60NbHUL,
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CpaBHUTENbHOE UccnegoBaHme 3GpPeKTUBHOCTHU
5%-Hon Ma3n geKkcnaHTeHoa (NekapcTBeHHaA
dopMma — SMynbCuA TMNA «BOAA B MAC/IEY)

N 1%-HOM Ma3n r’MAPOKOPTM3OHA NPU NeyeHnmn
aTOMMYecKoro fiepmatnTa y getein: nUNOTHbIN
NpPoeKT

Comparative Trial of 5% Dexpanthenol in Water-in-Oil Formulation
with 1% Hydrocortisone Ointment in the Treatment of Childhood
Atopic Dermatitis: A Pilot Study

Peslome

BBegeHue: atonuueckuii gepmatut (A[l) — XpoHuuyeckoe peuvauBupylollee 3aboneBaHue
KOXW, PacnpoOCTPaHEHHOCTb KOTOPOro BblcOKa cpepmn aeten. CTaHAAPTHbIM JleYeHNeM NauneHToB
¢ Al aBnAeTCA NCNonb3oBaHWe SMONIEHTOB ANA 3aWnTbl 6apbepHO GyHKUMM KOXK. B HacToswee
BpeMsA pacTeT MHTEpPEeC K NCMONb30BaHUI0 HECTEPOUHbIX MPOTMBOBOCMANMUTENbHbIX CPEACTB, TaKMX
KaK filekcnaHTeHon (BUTaMuH B,), B KauecTBe afbTePHATUMBHOTO fleUeHus.

Lenb: cpaBHUTb 3GDEKTUBHOCTb 5%-HOI Ma3m fekcnaHTeHona n 1%-Hon Ma3un rMapoKOPTM30Ha B
Tepanumn ALly fetei.

Metogapbl: nauneHTbl Monyvyann MecTHoe neyeHue 5%-HOW Masblo AeKCMaHTeHONa Ha MpaBoWn
1 1%-HoW Ma3bio rMAPOKOPTN3OHA Ha NTIEBOI CTOPOHE TeNa [Ba pa3a B AeHb Ha NPOTAXKeHUMN 4 He-
ndenb. OueHKa KNnuHnYecknx s¢dekTos Tepanum nposoannack no nHgekcy SCORAD (wwkana oueHKn
CTEeMNeHN TAXECTN aTONNYecKoro gepmatunta). lNpu cTaTuCTMYeCKOM aHan3e NCNOob30Banu NapHbIN
t-kKputepun.

Pesynbratbl: B nccnefoBaHum npuHanu yyactme 30 geteir. U3 Hux 26 petel, cpepHuin Bo3pact
7,19 rona, 3aBepLUnNIM leyeHre No HasHaveHHon cxeme. CpefHMI cXoaHbi 6ann nHaekca SCORAD
Ha CTOPOHe Tena, NPosIeYeHHON [EKCMAHTEHOOM, Y Ha CTOPOHE, MPOJSIEYEHHON M’MAPOKOPTN3OHOM,
coctasun 30,95 n 30,54 cooTBeTCTBEHHO. CTaTUCTMYECKN 3HAUYMMOW Pa3HULIbl Mexay pesynbraTa-
My nHpekca SCORAD nocne neyerus A/l BaHHbIMK NpenapaTaMu He 6bi10. OLeHKa BbIpaXkeHHOCTH
oTeka nokasana 6oree ObICTPOE YMEHbLUEHUE €ro Ha CTOPOHE, MPOJIEYEHHOWN TMAPOKOPTN30-
HOM, YeM Ha CTOPOHE, MPOJSIeYEHHON AEeKCNAHTEHONIOM, CO CTAaTUCTUYECKU 3HAUYMMOWN pasHuLen
Ha 1- Hegene 1 6e3 CTaTUCTUYECKM 3HAUMMOWN pasHULbl Ha 2-4- Hepdenax Tepanuu. MNposiene-
HMA NUXeHNOUKaLMM YMeHbLIANUCh BbiCTpee Npu IeYeHUn rTMAPOKOPTU3OHOM, YeM MPK SIeUeHUn
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CpaBHUTeNbHOe UccnefoBaHue 3GpdeKTUBHOCTU 5%-HOi Ma3n feKcnaHTeHona
(nekapcTBeHHas popma — SMYNbCUsA TUMa «BOAA B Machex) 1 1%-Hoi Ma3u rmapoKoPTM30oHa
Npw NIeYEHNIN aTOMMNUECKOTO AEPMaTUTa Y AeTel: NMNOTHbIN NPOEKT

[EKCNaHTeHOsIOM, OflHaKo He Oblfo CTaTUCTMYECKM AOCTOBEPHbLIX Pasnuvunii MeXxay rpynnamu.
He Habntoganocb HMKakux NoH60UHbIX 3$PEKTOB NPU NCNONb30BaHMM 060UX NPENAPATOB.
3aknoyeHune: 3¢pPeKTMBHOCTb 5%-HON Ma3n [eKCnaHTeHoNa ConocTaBuMa € 3GPeKTUBHOCTbIO
1%-HoW Ma3n rmapPoKoOpPTU30Ha. Ma3b AEKCNAHTEHOSA MOXET NCMOMNb30BaTbCA B KAUeCTBe anbTep-
HaTMBHOrO neyeHuAa Al nerkon n cpefHeln CTeneHn TAXKeCTN y AeTeN.

Abstract

Background: Atopic dermatitis (AD) is a common chronic relapsing disease particularly affecting
children. The emollient used for protection of skin barrier function is the standard treatment for
patients with AD. Currently, there is a growing interest in the use of nonsteroidal anti-inflammatory
agents such as dexpanthenol (vitamin B5) as an alternative treatment.

Objective: To compare the effectiveness of 5% dexpanthenol (DT) ointment with 1% hydrocortisone
(HC) ointment in childhood AD therapy.

Method: Patients were treated topically with 5% DT ointment on the right side of the body and
1% HC ointment on the other side twice daily for 4 weeks. The clinical responses were evaluated by
SCORAD (Scoring Atopic Dermatitis index) with statistical analysis using paired t-test.

Result: Of the 30 children enrolled, 26 completed the protocol; mean age was 7.19 years. The
average baseline SCORAD score of the DT-treated side and the HC-treated side was 30.95 and 30.54,
respectively. There was no statistically significant difference in SCORAD score reduction between
the 2 agents. The edematous score of the HC-treated side exhibited faster resolution than that of
the DT-treated side, with a statistically significant difference at week 1 and without a statistically
significant difference at weeks 2 to 4. The lichenification response rate of HC treatment was more
rapid than that of DT treatment; however, there was no statistical group difference. No adverse
events were observed with either agent.

Conclusion: The effectiveness of 5% DT ointment is equal to that of 1% HC ointment. DT ointment
may be used as alternative treatment in mild to moderate childhood AD therapy.

B BBEJEHUE

Atonuueckun gepmatut (ALl) — 3TO XPOHWYECKUIA peLungnBupYoLLniA
BOCMaNMTENIbHbIN AepMaTo3, KOTOPbIN Yalle BCTpevaeTcAa B AETCKOM BO3-
pacte. YactoTa 3abonesaemoctn Al pacteT, 0CO6€HHO B pa3BUTbIX CTPaHaX.
PacnpoctpaHeHHocTb Al y geteir coctaBnsieT ot 10% o 20% B obuieii no-
nynauun [1, 2]. MpuuunHa passutna ALl MoxeT ObiTb pe3ynbTaToM B3anMMo-
OeNCTBMA MHOXeCTBa (GaKTOpPOB: reHeTUYeCKnX, MUMMYHHbIX, HapyLleHWsA
6apbepHoii dyHKLMM anraepmMuca [3, 4].

JNleueHune Al cocTouUT 13 KOMOUHALMM NMPOTUBOBOCMANNTENbHBIX Npe-
napaToB B COYETaHWM C 3aLMTON KOXHOro 6apbepa 1 nNpefoTBpalleHUeMm
otarvatowmx dakropos [5]. Meprognyeckoe NpMMeHeHe MECTHBIX KOPTU-
KOCTepOoVaoB B KauecTse NPOT1BOBOCNANMTENbHON Tepanunu B JONONHeHKe
K SMONEeHTaM CYMTaeTCA CTaHAAPTHbIM METOOM NleyeHuA nauneHToB ¢ ALl
JIETKON U CpefiHel cTeneHn TAKeCTn 3aboneBaHnsA. OfHaKo 6binv OTMEUEHbI
3HauUTeNbHble NOOOYHbIe 3GPeKTbl, CBA3AHHbIE C ANINTENbHBIM UCMOJNb30-
BaHMEM KOPTMKOCTEPOULOB, TaKMeE KaK aTPodUs KOXN, CTPUN, TENEAHTNOIK-
Ta3uA U rmnepTpuxos [6].

OcTaeTcA HEACHbIM BOMPOC, MOXET /i MPUMEHEHNe MEeCTHbIX WH-
rMONTOPOB KanbLMHEBPMHA, TakMX KaK TaKpOAMMYC U MUMEKPONUMYC,
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BbI3blBaTb 3/I0KaYeCTBEHHble HOBOOGpa3oBaHuA [6]. Tem He meHee YnpaBs-
JleHVe NO KOHTPOJI0 KayecTBa MULLEBbIX MPOAYKTOB U JleKapCTBEHHbIX
cpepcts (FDA) ogobpuno nepecMoTp MHCTPYKLUMIA ANA STUX NpenapaTtos,
BKJIl0YasA NOBOYUHbIE 3PPEKTbI U pacLUIMPEHHbIE MEPbI MPeAOCTOPOXKHOCTA
npy NX NpumeHeHUU. PekomeHayeTtca nsberatb ANUTENLHOIO NPUMEHe-
HMA 3TVX NpenapaToB BCeM NaLMeHTaM, a TakKe OrpaHuunTb UX NprmMe-
HeHue y feTen fo2 ner [7].

B nocnepHee BpemsA pacTeT MHTEpeC K SMOJIEHTaM, KOTopble cofepaT
B COCTaBe HecTepouiHble NPOTMBOBOCMANUTENbHbIE BELECTBA, Takme Kak
JIMKOXankoH A, BuTamuH B, anos Bepa, pomalliKka, orypel 1 apHI1Ka, B Kaue-
CTBe anbTepHaTNBHOro neyveHus [8, 9]. Ho 3T npenapaTbl AOMKHbI NPONTH
KIMHUYECKYIO SKCNepTr3y, Mpexae YeM nx MoxHo OyaeT pekomeHAoBaTb
ana Tepanun ALl [9].

[lekcnaHTeHoON — CNMPTOBOW aHanor MNaHTOTEHOBOW KMCNOTbI, XOPOLIO
NMPOHUKaET yepe3 KOXyY NMpu HazHauyeHUU B BMAE SMyNbCUM TUMa «BOAa B
macne» [10, 11]. MaHTOTeHOBaA KUCNOTa He3aMeHUMa ANnA HOPMasibHOro
bYHKLMOHMPOBAHUA SNUTENNA U ABMAETCA KOMMNOHEHTOM KodepmeHTa A,
KOTOPbIV CNY>XUT KOGAKTOPOM A1A PasfNyHbIX KaTannTUyecknx dpepmeH-
TOB, BaXKHbIX AN MeTabonmn3ma yrneBofoB, *KUPHbIX KNCIOT, 6ENKOB, MoKOo-
reHesa, CTEpPMHOB, CTEPOUAHbBIX TOPMOHOB 1 NopdupmHoB [10].

SKCnepuMeHTasibHasA MOAeSb SpUTEMbI 1 Pa3apakeHns, BbI3BaHHbIX Yib-
TpadroneToBbIM CBETOM, NPOAEMOHCTPMPOBAsA NPOTUBOBOCMNANINTENIbHOE
JelicTBMe JeKcanaHTeHona. TakxKe Npu neyeHUn geKCnaHTeHONOM Habsto-
Janacb aktuauua nponudepaumn GubpobnacToB MU yCKOpPEHHasa pesnu-
Tenm3aums, 4tTo umeeT HONbLLOE 3HAUYEHUNe AfA 3axKMBNeHMA paH [10, 12].

YBnaxkHAWNA 3PeKT gekcanaHTeHONa NPU Hapy>KHOM MPUMEHEHNN
06YCNIOBNEH €ro rMrpoCKONUYECKUMI CBOMCTBAMU, @ UMEHHO YIyULIeHeM
rmgpaTaumm poroBoro Cios KOXu M YMeHbLUeHVeM TpaHCINugepmManbHOMN
notepw Bogbl [10, 13, 14].

KnuHnuyeckne nccnefoBaHUA Masun [eKCnaHTeHona AnA HapyXHOro
npumeHenuna npu ALl y aetein paHee He nposoAnNCh. Llenb Halero nccne-
[OBaHNA — OLEHUTb 1 CPaBHUTb 3PpEKTUBHOCTb 5%-HOM Ma3m feKcnaHTe-
Hona (Bepanthen®, Bayer) u 1%-Hoii Ma3n ruapoOKOPTU30HA MPU SleYeHUn
Al y peteir. Mpepnonaraetcs, uto 3bGeKTNBHOCTL NpPUMeHeHUs 5%-Hoi
Ma3n geKcnaHTeHosa B fleueHnn Al nerkom n cpefHemn TAXeCTn y fgeten He
oTIyaeTca oT NpumMeHeHna 1%-Hoi Ma3un rmgpokopTrnsoHa. OfHaKo cylle-
CTBYeT TaKXe NMPOTMBOMONOXKHAA rMnoTesa.

B [TAUMEHTbBI W METO/LbI

WccnepoBaHve Yunbamca npeacTtaBnseT coboi cuctematnyeckuini 0b-
30p meTtofoB neuveHua All, Bknwouaa 83 paHOOMU3MPOBAHHbIX KOHTPONIU-
pyeMbiX WUCCNefoBaHNA MECTHbIX KOPTMKOCTeponpos B nedeHun Afl [9].
[JlaHHOe nccnepoBaHKe Nokasano, YTo NpubansnTenpHo y 80% nauveHToB
OTMeYasiCA XOPOLUNI, OTANYHBIN WX NOMHbIN TepaneBTUYECKNN OTBET Ha
MeCTHble KOpTMKOCTepouabl. Toraa Kak y nauMeHTOB KOHTPOIbHOW rpynnbl,
UCMOJIb30BaBLUNX KPEMOBYIO OCHOBY WM 3MOJIEHTbI, TaKON 3bPeKT oTme-
yancsa ToNbKo NpubnmnsutenbHo y 40%.

Llenblo Hawero nccnepgoBaHust 66110 cpaBHeHMe 3dpdeKTUBHOCTN 5%-
HOW Ma3n fekcrnaHTeHona v 1%-Hou Masn rMapoKOPTM3OHa MpW neve-
Hum ALl nerkon n cpepHeid CcTeneHn TAxecTn y getein. Pasmep BbiGopKu
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Npw NIeYEHNIN aTOMMNUECKOTO AEPMaTUTa Y AeTel: NMNOTHbIN NPOEKT

onpegenAnca B COOTBETCTBUN C METOANKaMW, MPUHATbIMU B pacyeTe Meaun-
LMHCKOM CTaTUCTUKOMN.

Mpepbigywee nccnegoBaHne NPOAEMOHCTPUPOBANO MONIOXKUTENbHbBIN
3bdeKkT Npy NpYMEHeHUN AeKcanaHTeHONa MNPV NeYeHUn SK3eMbl PYK Y
60% nauuneHToB ¢ ALl [16]. Mepeq Hauanom ncciefoBaHNA OblN NPUHAT pas-
Mep Bbl6opKM, KoTopbi cocTaBun 30 cy6bekToB. 3T0 6bIIO 06YCNOBIEHO
YCTaHOBJIEHEM 3HaYeHMA pa3HULbl Ha ypoBHe 20%, KospdurumeHTa Kop-
penaunn BbiIbopKU r (phi) Ha ypoBHe 0,6 (6N130CTb NapHOW BbIGOPKM, TaK
Kak 06a npenaparta NPUMEHANNCH Ha Pa3HbIX CTOPOHAX Tena) ¢ 95%-Hol go-
CTOBEPHOCTbIO 1 90%-HOWM CTaTUCTUYECKON MOLLHOCTbIO, C YY4ETOM MoTepu
25% cy6beKToB B X0Ae nocneaytoLero HabnoneHus.

[laHHoe wnccnefoBaHve MPOBOAUNOCH B [lepmaTonornyeckom LeHTpe
mMeauuuHcKoro dakynbteta YHuBepcuTeTa CpuHaxapuHBMPOT, bBaHrkok,
TannaHg, ¢ ceHTA6pA 2007 r. no mapT 2008 r. B Hem npuHaAno yyacTtre 30 ge-
Ten B Bo3pacTte OT 2 mecAueB Ao 15 net ¢ Al nerkom n cpegHen cteneHmn
TAXKECTU, B COOTBETCTBUM € KpuTepuamu Hanifin n Rajka v 3HaueHnem nHgek-
ca SCORAD ot 1 go 40 [17]. B nccnegoBaHue BKAOYANUCh AETU C HaNUUNEM
3K3emaTo3HbIX MopaeHu Ha 0benx cTopoHax Tena. MNeproa «BbIMbIBaHNA»
NPOJOSMIXKUTENbHOCTbIO [0 2 Hepenb Obin 06s3aTeNlbHbIM ANA MALMEHTOB,
NPUMEHAIOLLMX MECTHbIE NEeKapCTBEHHbIE NpenapaTbl (HanpruMep, KOPTUKO-
cTepoufibl, UHIMOUTOPDI KaNbLIMHEBPUHA U SMOJIMEHTDI), @ NEPUOA «BbIMbIBa-
HWA» NPOAOCIKUTENBHOCTBIO 0 4 Hefenb 6bin 06s3aTenbHbIM ANA NauueH-
TOB, NPVHMMAIOLLMX NepopasbHble Npenapatbl (Hanpumep, MMMyHoAenpec-
CaHTbl, KOPTUKOCTEPOWAbI M AHTUTMCTaMUHHbIE NpenapaTbl). MauneHTbl € nH-
beKUMOHHbBIMY 3a60N1eBaHMAMY KOXM ObININ UCKIIOYEHbI U3 UCCNEROBAHNA.

B xofie nccnepoBaHvA naumeHTbl NPUMeHANN 5%-Hylo Ma3b AeKcnaHTe-
HoMa Ha npason 1 1%-Hyo Ma3b rMAPOKOPTM30HA Ha NIeBOW CTOPOHeE Tena
ABaXKAbl B AeHb B TeueHne 4 Hefdesb, NPy 3TOM He 3HaA Ha3BaHve npenapa-
Ta, KOTOPbIV NCNOJb3YIOT. [In3alH nccnegoBaHUA C NPUMEHEHWEM [BYX Mpe-
napaToB Ha KOXe OfHOro naumeHTa 4onycTuUM, OfHaKo CyLiecTByeT peanb-
HanA BO3MOXXHOCTb CMEeLUVBaHUA ABYX MEANKAMEHTOB, a TakXe He UCKIIoUeH
CUCTEMHDIN 3ODEKT rMAPOKOPTU3OHA, UTO MOXKET MOBAUATL Ha pe3ynbTaThl
oLeHKM 3PpPeKTUBHOCTM MNpernapaTta Ha NPOTUMBOMOMOXHOW CTOPOHE Tena.
YT106b1 NPefoTBPaTUTb 3TO, Mbl KPAaTKO NMPOMHPOPMUPOBAIM NaLMEHTOB U
nX poauTenien 0 MeToAax HapyXkHOro NpPUMeHeHWA npenapaTos. 5%-Hyio
Ma3b AeKcnaHTeHona u 1%-Hylo Masb rMAPOKOPTU3OHA NOMELLANN B KOH-
TeHepbl, NOMEYEHHbIe KaK «/1eBbIN» NN «MPaBbl.

B nccnegoBaHum Aalto-Korte n gp. KONMyecTBO MPOHMKILErO Yyepes
KOXY FMAPOKOPTU30HA onpeaenanocb ypoBHeM KopTusona nnasmbl [18].
B nepsble gBa AHA neyeHnA 1%-HOM Masblo rMAPOKOPTM3OHA YPOBEHb
KOpTM3ona B MfasMe NoBbllWanca, AOCTUraa Makcumyma 4vepes 24 vaca
OT MOMEHTa Hayana NPUMeHeHnA. 3aTeM YPOBHM KOPTU30/a naasmbl Ha-
yanu napatb, yKasbiBas Ha BO3MOXXHOE BOCCTAHOBJIEHME KOXHOMO 6apbe-
pa 1 ymeHblUeHMEe CUCTEMHOrO 3ddeKTa rMapoKOPTU30HA, KOTOPbIN MOr
6bl BO3[eCTBOBATb Ha KOXY NMPOTUBOMOOXKHOW CTOPOHbI. KNnuHMYecKni
oTtBeT ouyeHunBanca nHgekcom SCORAD ¢ HeKoTopbIMK M3MeHeHuAMN. o-
CKONbKY 6annbl OLeHMBaNNCh TONIbKO A1 OJHOWN CTOPOHbI Tena, X Heob-
XOAMMO 6bIfI0 YMHOXWTb Ha 2.

O6Lwas oLeHKa yAOBNEeTBOPEHHOCTM MALMEHTOB KaXAbIM MpenapaTom
oueHMBanach cnepyowmm obpasom: 1 — yxyaleHue; 2 — 6e3 U3MeHeHUi;
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B nomotub Bpady [l

3 - ynoBneTBOpUTENbHaA peakuus; 4 — xopoluas peakums. Pernctprposa-
JINCb BO3MOXHble NobouHble 3¢pdeKTbl. Bce neanatpmnyeckne naymeHTbl unm
WX poanTeNV NPefOCTaBUV MMCbMEHHOE MHGOPMUPOBAHHOE COracue Ha
yyacTvie B MCCiefoBaHnn. ITOT NPOTOKON 1CCnefoBaHus 6bii1 ogobpeH Ko-
MUTETOM MO 6103TrKe YHBepcuTeTa CprHaXapUHBKPOT.

CTraTncTnyecKknn aHanus

OTBeTHadA peakuMa Ha KaxKabl NpenapaTt aHanu3npoBanacb Npu Kax-
[OM MoceLleHUN naureHTa C UCNob30oBaHWeM OAHOCTOPOHHErO NMOBTOP-
Horo gucnepcnoHHoro aHanusa (ANOVA) (Bepcua SPSS). CpaBHUTeNbHasA
3bdeKTUBHOCTL ABYX NpenapatoB 6bina npoaHanM3MpoBaHa C UCMOSb-
30BaHMeM napHoro t-kputepua. OueHKa yLoBNeTBOPEHHOCTM NaLMeHTOB
oTobpaxanacb B npoueHTax. CTaTuctuyeckas 3HaYMMOCTb BCEX 3HAUYEeHU
pocTturaetca npu P<0,05.

B PE3YJ1IbTATbI

M3 30 BKNOYEHHbIX B nccnefoBaHme geten (BospacT oT 1 roga go 15
net) 26 3aBepwnan NPOTOKON nccnegoaHna (10 ManbunKkos 1 16 feBoyek;
cpenHun Bo3pact 7,19+3,55 roga). YeTbipe naumeHTa NCKNYEHbl U3 nccne-
[I0BaHUA 13-3a HeMonHoro nocneayolero HabnoaeHna. CpegHrne ncxop-
Hble 6annbl nHaekca SCORAD fns CTOpOHbBI Tena, NposieYeHHo feKcnaH-
TEHOJIOM N FMAPOKOPTU30HOM, cocTasnAanm 30,95 n 30,54 cooTBETCTBEHHO,
6e3 CTaTUCTUYECKN 3HaUMMoN pasHuLbl (P=0,432).

MNoka3zatenn nHgekca SCORAD Ha CTOpOHe Tena npuv nevyeHnmn gekcnax-
TEHONOM Hayanun CHMXaTbCA Ha 1-1 Heene 1 NPOJOXKaNN CHUXKATbCA KarK-
Zylo cnepyloLLyto Heflenio Co CTaTUCTUYECKM 3HauMMon pasHuueii (P<0,001),
TaK e KaK 1 Ha CTOPOHE, NPOoSIeYEeHHON MM POKOPTU30HOM. CHIKEHWE UH-
gekca SCORAD c KaxKpow CTOPOHbI He MOKa3ano CTaTUCTUYECKN 3HAYUMON
pa3Huubl (P=0,540) (puc. 1). CHUKeHne cTeneHn BbIPa)KeHHOCTN SPUTEMbI,
3KCKOPMALIMK, CYXOCTU 1 3yfa Habnoganoch C KaXKAo CTOPOHbI HaurHas C

SCORAD
35

30
25
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10

30,96

—=—  [lekcnaHTeHon / DT side
305 —+—— [ugpokopTunsoH / HC side

[Moka3aTenb / Score

Hepenwn / weeks
WcxopHbin  Hepena 1/ Hepena2/ Hepena3/ Hepena4d/

ypoBeHb / week 1 week 2 week 3 week 4
Baseline

Week 0: P=0.432, Week 1: P=0.151, Week 2: P=0.087, Week 3: P=0.221, Week 4: P=0.540
Puc. 1. OueHKa cHmKeHuA nokasarena SCORAD ana pa3HbIX CTOPOH Tesia NpU NCNO/Ib30BaHNN Masun

AeKcnaHTeHona n rmapoKopTU30Ha

Fig. 1. Comparing the reduction of SCORAD score of dexpanthenol and hydrocortisone treated sides
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5 dputema / Erythema
v ——=a——  JlekcnaHteHon / DT side
S —+—— T[uppokopTn3oH / HC side
2
r 0,96
=
U 1
[
®
¢ 0,92
o
c

0,15 0,15
0 019 o2 0,12

Hepenun / weeks
WcxopHbin  Hepena 1/ Hepensa2/ Hepena3/ Hepena4/
ypOBeHb / week 1 week 2 week 3 week 4

Baseline

Week 0: P=0.527, Week 1: P=1.000, Week 2: P=0.327, Week 3: P=0.327, Week 4: P=0.327

Puc. 2. OyeHKa yMeHblUEHUA 3pUTeMbl, cpaBHeHne 3P PeKTMBHOCTM NpenapaToB

Fig. 2. Comparing the erythema reduction score of both agents

1-11 Heflenw Tepannn 1 YMEHbLLANIOCh KaXKayto CrnepayoLLyto Heflenio co CTa-
TUCTMYECKN 3HauMmow pasHuuen (P<0,001) (puc. 2-5).

OTmeyanca CTaTUCTUYECKM 3HAUYUMBIA MONIOXKUTENbHBIN TepaneBTnYe-
CKUIN 3PdEKT OTHOCUTENBHO BbIPAXKEHHOCTU OTEUHOCTU KaXKAylo Hepesto
nevenunsa (P<0,001). NMpoaHann3npoBaBs AaHHble CPaBHEHWNA ABYX Npenapa-
TOB, Mbl YCTAaHOBW/KN, YTO Ha CTOPOHE, NMpPOJsIeYeHHOW MMAPOKOPTU3OHOM,
Habnopganocb 6onee GbICTPOE YMEHbLLEHWE BbIPAXKEHHOCT OTEYHOCTM MO
CPaBHEHMNIO CO CTOPOHOW, MPOJIeYeHHON feKCnaHTeHoNoM, Ha 1-11 Hegene
(P=0,011). OgHaKO He 6bIIO CTATUCTNYECKM 3HAUMMON Pa3HULbl MEXAY ABY-
MA BUAamu neyeHus B TeueHune nocnegytownx 2-4 Hegenob (P=0,103, 1,000

dkckopuauma / Excoriation

2
v ——=s——  [lekcnaHTteHon / DT side
S 13 —+—— T[uppokopTn3oH / HC side
2
2
L 1 1,31
®
¢
o
c

042 012
0 0.23 0,08

Hepenun / weeks
WcxopHbin  Hepena 1/ Hepena2/ Hepena3/ Hepena4d/
ypoBeHb / week 1 week 2 week 3 week 4

Baseline

Week 0: P=0.327, Week 1: P=0.327, Week 2: P=0.327, Week 3: P=0.327, Week 4: P=0.327

Puc. 3. OyeHKa yMeHbLUEHUA KCKOpuaLmm, cpaBHeHne 3$pPeKTMBHOCTU NpenapaTos

Fig. 3. Comparing the excoriation reduction score of both agents
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B nomotub Bpady [l

5 2,00 Cyxoctb / Dryness
v 1,96 ——=—— [lekcnaHTeHon / DT side
S 131 —+— [ugpokoptun3soH / HC side
wv ’
3 1,08 1,0
g 1 1,27 -
® 1,08 1,08 1,04
e
o
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0

Hepenwn / weeks
WcxopHbin  Hepensi1/ Hepena2/ Hepena3/ Hepenad/
ypOBeHb / week 1 week 2 week 3 week 4
Baseline

Week 0: P=0.327, Week 1: P=0.327, Week 2: P=0.327, Week 3: P=0.327, Week 4: P=0.327

Puc. 4. OyeHKa CHIKEHUA CyXOCTH, CpaBHeHUe 3¢ peKTMBHOCTU NpenapaTos

Fig. 4. Comparing the dryness reduction score of both agents

n 0,327) (puc. 6). Kpome TOro, yMmeHbLINANCb NOKa3aTeNN BblpaXKeHHOCTU
nmxeHndUKaLmMm Ha CTOPOHE, NPOSIeYEHHOW AEKCNAHTEHOIOM, 1 AOCTUINN
CTAaTUCTUYECKOW 3HAUMMOCTU B TeyeHne 3-4 Hegenb (P=0,019, 0,007), Torga
Kak 6ansibl Ha CTOPOHE, NPOJSIEUYEHHON TMAPOKOPTMN3OHOM, ObINN CTAaTUCTU-
yecKkun 3HauMMbIMK Ha 2-4-1n Hegene (P=0,019, 0,004 1 0,000). OgHako npwu
CPaBHEHUW AaHHbIX He GbINO CTaTUCTUYECKUN 3HAUMMBbIX FPYMMOBbIX Pa3nu-
yunin (Tabn. 1, 2, puc. 7).

Bbinu  NpounnioCcTprpoBaHbl  KNnHWYeckrne 3¢deKTbl Yy MaLyveHToB

(pnc. 8-11).
; 3ya / Pruritus
o 6 569 ——=—— [lekcnaHTteHon / DT side
o —+—— TugpokopTn3zoH / HC side
S 5 5,69 431 ApoKop
% 4
g
E 3
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Hepenn / weeks
WcxopHbin  Hepena 1/ Hepena2/ Hepena3/ Hepena4d/
YyPOBeHb / week 1 week 2 week 3 week 4
Baseline

Week 0: p= 0.603, Week 1: p= 0.603, Week 2: p= 0.603, Week 3: p= 0.376, Week 4: p= 0.376

Puc. 5. OueHKa ymeHbLUeHUA 3yAa, cpaBHeHUe 3¢pPeKTUBHOCTN NpenapaTos

Fig. 5. Comparing the pruritus reduction score of both agents
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WcxopHbin  Hepena 1/ Hepena2/ Hepena3/ Hepena4d/
YypOBeHb / week 1 week 2 week 3 week 4
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Week 0: P=0.185, Week 1: P=0.011 * (Statistical significant difference). Week 2: P=0.103, Week 3: P=1.000, Week 4: P= 0.327

Puc. 6. OyeHKa noKa3aTenei ymeHblUEHUA 0TeKa, CpaBHeHne 3¢pPpeKTUBHOCTM NpenapaToB

Fig. 6. Comparing the edematous reduction scores of both agents

Pe3ynbTaThl KNUHMYECKON 3GPeKTUBHOCTA NeyeHNA MauMeHTOB AekK-
CNaHTeHOsIOM Obifiv Kak XOPOLIMMK, Tak U YAOBNETBOPUTENbHbIMU U COCTa-
BUAN 50% Kaxabli, TOFAa Kak Npu NeyeHnn rmapoKopTM30HOM XopoLne r
yaoBneTBopuTenbHble cocTaBunu 61,5% n 38,5% cooTBeTCTBEHHO.

Ta6bnuua 1
MokazaTenn yMmeHbLIEHNA BbIpaXXeHHOCTN NMXeHNGMKaL i Ha CTOPOHE TesNa, NPoJieYeHHON
AEKCMAHTEHOMNOM, Mo Hefenam

I:lzlfi:heniﬁcation Reduction Scores of Dexpanthenol-Treated Sides in Each Week
CpaBHeHwue no rpynnam | CpefHAsA pasHuua CraHpgapTHasA owmbKka | 3HaueHue
Hepena 0-1 0,154 0,072 0,645
Hepena 0-2 0,269 0,089 0,083
Hepens 0-3 0,346 0,095 0,019°
Hepena 0-4 0,462 0,114 0,007°
MpumeyvaHusa:

2 CTAaTUCTMYECKM 3HaUMMas pasHuua npv P<0,05; ° cTaTcTUYecKn 3Haumman pasHuua npm P<0,01.

Ta6bnuuya 2
Moka3aTenu ymeHbLUEHUA BbIPAXKeHHOCTN NNXeHNMKALMMN Ha CTOPOHE Tesa, NPOJIeYeHHOM
rMAPOKOPTU3OHOM, MO HeAenAM

Table 2

The Lichenification Reduction Scores of Hydrocortisone-Treated Sides in Each Week
CpaBHeHwue no rpynnam | CpefHAs pasHuua CraHpgapTHasA ownbka | 3HaueHue
Hepena 0-1 0,154 0,072 0,645
Hepena 0-2 0,346 0,095 0,0192
Hepena 0-3 0,423 0,099 0,0046
Hepena 0-4 0,577 0,099 0,000°

MNpumeyanua:

2 CTAaTUCTMYECKM 3HaUMMas pasHuLa npu P<0,05; © cTatncTMyeckn 3Haunmas pasHuua npm P<0,01.

450 "Pediatrics. Eastern Europe', 2021, Volume 9, Number 3

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPKAHUIO




B nomotub Bpady [l

Jinxenndukaums / Lichenification
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Puc. 7. OueHKa nokasatenei ymeHblUeHUA NPOABAEHN NnxeHnPpuKaunmn, cpaBHeHne 3ppeKTnBHOCTN
npenaparos

Fig. 7. Comparing the lichenification reduction scores of both agents

Bo Bpemsa nccnefoBaHUs He GbiO 3apermcTpMpPoBaHO MNOOOUHbIX 3¢-
beKToB ncnonbyembix NpenapaTos.

ALl meeT CNOXHYIO 3TMONOMMI0. KNnMHNYeCKne nNpoABfieHNA, Xapak-
TepHble gna AJl, obycnoBneHbl B3aMMOAENCTBUEM TEeHETUKN, OKPYXato-
Wwen cpenbl, AedpeKToM KOXHOro H6apbepa U MMMyHoauchyHKumen [19].
CyuwectsytoT gse dopmbl Afl. Annepruyeckas, WUnmM HacnefgCTBeHHas,
cBfA3aHa C ceHcMbunmsaumen, onocpeaoBaHHOW MMMyHornobynnHom E

Puc. 8. Dk3emaTo3Hoe nopa<eHve Ha CTOpOHe Puc. 9. KnuHnueckas KapTuHa Ha CTOpOHe Tena,

Tena, nponequHoﬂl AEeKCNaHTeHOoNIOM, A0 HaYaNa ﬂpOﬂe‘leHHOﬁ AE€KCMNaHTeHOJZIOM, Ha 4-in Hepene

Tepanuun Tepanuu

Fig. 8. The eczematous lesion of DT-treated side before treatment Fig. 9. The clinical response of DT-treated side at week 4
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CpaBHUTeNbHOe UccnefoBaHue 3GpdeKTUBHOCTU 5%-HOi Ma3n feKcnaHTeHona
(nekapcTBeHHas popma — SMYNbCUsA TUMa «BOAA B Machex) 1 1%-Hoi Ma3u rmapoKoPTM30oHa
Npw NIeYEHNIN aTOMMNUECKOTO AEPMaTUTa Y AeTel: NMNOTHbIN NPOEKT

Puc. 10. Dk3emaTo3HOe NOpa)KeHNe Ha CTOPOHe Puc. 11. KnuHnyeckas KapTnHa Ha CTOPOHe Tena,
Tena, NposieYeHHON NMAPOKOPTU3OHOM, npoJsiedyeHHOI FrMAPOKOPTN3OHOM, Ha 4-11 Hegene
A0 HaYyana Tepanvun Tepanuun

Fig. 10. The eczematous lesion of HC-treated side before treatment Fig. 11. The clinical response of HC-treated side at week 4

(IgE), BcTpeuaetca y 70-80% nauueHToB. Heannepruyeckas, unu BHew-
HAA, dopma 6e3 IgE-onocpenoBaHHON ceHCMOMNM3aUMM BbIABNAETCA Y
20-30% naumeHToB [20]. DK3emMaTO3Hble NPOABAEHNA y nauymeHToB ¢ AJl
MOTYT BO3HVKHYTb M3-32 UMMYHHON AUCOYHKLUU, @ IMEHHO MMMYHHOMN
aesunauun T-xennepos 2 (Th2) npu ocTpbix npoueccax, ¢ nocaeayowmnm
nepeknoyeHnem Ha Th1-oTBeT Npu XPOHUYECKUX nopaxeHusx [19]. Yrto
KacaeTca 6apbepHol GYHKUNM KOXM, HapyLleHne GYyHKLMM KOTOPOI TaK-
XKe MOXeT MHMLMMPOBAaTb BOCMANUTENbHbIA NPoLecc, TO HEKOTopble 1C-
CnlefoBaHNA NMPOAEMOHCTPUPOBaNY, YTO AepeKT reHa, oTBevaloLlero 3a
cuHTe3 dunarrpuHa (c notepeit ero dyHKUMK), Npegpacnonaraet naumneH-
ToB K passutuio ALl [21, 22]. OunarrpuH, 6e50k 060M04YKN KOPHEOLNTOB,
npoTeonu3npyeTca Ao NpUpoaHoro yenaxHsaouwero daktopa (NMF). NMF
cofiepKUT NONNKap6OHOBYIO KNCIIOTY, YPOKaHNHOBYIO KUCIIOTY, MOJIOUYHYIO
KNCIIOTY, MOYEBUHY, NIEKTPONNTDI U T. [i., KOTOPble YBNAXXHAOT U MNOBbILIA-
10T rMApaTaumnio poroBoro cj1ofa KoXu. YctaHosneHo, uto konnvectso NMF
CHWXaeTcA y naumeHToB ¢ Afl. CHXeHHas BblipaboTka nonvkapboHoBom
1 YPOKaHMHOBOW KNCNOTbI Yy NaumeHToB ¢ A[l npnBoaunT K nosbiweHuto pH
POroBOro CNOA KOXW. ITO MOXET CTUMYNNPOBAaTb aKTUBHOCTb CEPUHOBOW
npoTeasbl, KOTOPasA B CBOIO OYepeAb Bbl3bIBAET CYXOCTb KOXM, 3y[ N IK3e-
MaTO3Hble nopaxeHua [23, 24]. MNosbiweHne pH KoXKn y nauneHTos ¢ AJl
TaKXe CrnocoOCTBYeT KONOHM3aUUM KOXMW 30/1I0TUCTbIM CTadUIIOKOKKOM.
3T10T BUA H6aKTepuin ABNAETCA OCHOBHBIM NaTtoreHom npu Afl, Tak Kak crno-
cobeH npoayumpoBaTb CynepaHTUreHbl U TOKCUHbI, KOTOPblE BbI3bIBAOT
BOCManuTenbHyto peakuuio [24]. bonee Toro, yposeHb uepamuga, 0OgHOro
13 Hanboree BaXKHbIX MEXXKNETOUHbIX INMUA0B B POrOBOM CJ10€ KOXW, TaK-
e CHUXKaeTca y naumeHToB ¢ AJl, uTo cnoco6CTBYeT YBENNYEHUNIO TPaHC-
anMaepmManbHON NOTepyn BOAbl K CyXOCTU KOXu [24].
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B nocnepHee BpemA nosABnsAeTcA Bce 6onblue [OKa3aTeNbCcTB, Nof-
TBEPXKAAOLLMX TMNOTE3Y MOAENN «KCHAPYKUN — BHYTPY — CHAaPYXn» (ANCOYHK-
una 6apbepa — UMMyHHas ancperynaums — aucyHkuma 6apbepa). aHHaA
MoZenb OOBbACHAET, MoYemMy NPUUNHON Pa3BUTUA SK3eMbl Y NauneHToB ¢ ALl
MOXeT ObITb reHeTUYecKas MyTaLusa, KOTopaa NPUBOAUT K M3MeHeHuIo 6a-
pbepHO GYHKLMM KOXKI C MOCNEAYIOLUM HapyLLeHUeM NMMYHHO peryns-
LMK, 4TO B CBOIO oUepefb HapyLwwaeT 6apbepHyto GyHKLUIO KoXK [4].

B Hawem nccnenoBaHmm Mbl NPOAEMOHCTPUPOBANY, YTO AEKCNAHTEHON
B JIEKAPCTBEHHOM hOopMe IMYNbCUM TUMA «BOAA B Mac/ie» MOXET YyULINTb
3HayeHue nHgekca SCORAD npu Al nerkom n cpefHen CTeneHn TaKecTn y
JeTel Tak e 3bdeKTNBHO, Kak 1%-HasA Ma3b rmapoKopTu3oHa. lNokasatenu
3pUTEMDI, Pa3aparkeHNs, CYXOCTU 1 3yfia CHKaNMCb C OANHAKOBOW CKOpO-
CTblO NPU NCMONb30BaHUM 060ux NpenapaToB. OfHaKo OLEHKa BblpaXKeH-
HOCT/ OTEKa Ha CTOPOHE, MPOJIEYEHHON TMAPOKOPTU3OHOM, NoKasana 60-
nee 6bICTPOe ynyylleHUe, YeM Ha CTOPOHE, NMPOJIeUYEHHOW AEKCMAHTEHOJIOM,
CO CTAaTUCTUYECKN 3HAUMMOW pa3HULEel B NepBYIO Hedento Tepanun 1 6e3
CTaTUCTMYECKM 3HAUMMON pasHULbI B TeueHre nocneaytowein 2-4-ii Hepe-
nun [2-4]. bonee TOro, CKOPOCTb CHNMXEHWSA BblPaXKeHHOCTMN nxeHndrKaLmm
npwv NeYeHUn rngpPOKOPTU3OHOM Gbina 6onee BLICTPON, YeM NPU IeYeHUN
[EeKCMaHTEHOJIOM, HO CTaTUCTUYECKM 3HAUYMMbIX FPYMMOBbIX PAa3nNYniA He
6b1710. OLleHKa KauecTBa JIeYeHUs CO CTOPOHbI NaLMeHTOB NoKa3ana, Yto na-
LMeHTbl MpeanoynTany Tepanmio rmgpoKopTU3OHOM 6onbLe, YemM feKcnaH-
TeHonoM. B 3Tom nccnenoBaHny He 6bIIO 3apPerncTpPYPOBaHO NMOBGOYHBIX
3¢ PeKTOB HM Y OAHOIO U3 NpenapaTos.

Mcnonb3oBaHre 3MONEHTOB ABAAETCA 6a30BON Tepanueil NaLMeHToB C
AJl, ofHaKO NLb HEMHOTO NPOBEAEHHbIX KITMHUYECKNX NCCeA0BaHNI No-
Kasanu OTIMYHbIA TepaneBTMUeckuin apdekT [25-29]. B nocnegHee Bpems
SMOJIEHTHI, COAEPKaLLNe HeCTeporaHble MPOTUBOBOCMANUTENbHbIE Belle-
CTBa, BbI3bIBAIOT MHTEPEC B KauecTBe anbTepHaTUBHOIO neyeHus Kak ner-
KUX, Tak 1 cpefHeTaxenbix ¢opm aTonmyeckoro aepmatuta y fetei (Hanpwm-
mep, MAS063DP 1 N-nanbmutounstaHonamuH) [30, 31].

HekcnanteHon (BuTamMuH B,) — BUTaMUH 13 rpynnbl B, npumeHAnca Ha-
PY>XHO B KOHLEeHTpaumax ot 2% Ao 5% B KauecTBe AOMOSHUTENbHOrO ne-
UeHMVA PasfINUHbIX KOXHbIX 3abonesaHwuii [10]. MpenapaTbl 418 Hapy»KHOro
nprvMeHeHus, nucnonblyemble B EBpone, obblyHO copepat 5%-Hylo ero
KoHUeHTpauuto. OgHako FDA ogo6puno ansa Hapy»KHOro NpumeHeHKA npe-
napar fekcnaHteHona 2% ANA CHATMA 3yAa WUNN YCKOPEHUA 3aXXMBNeHnA
pasnnuHbIx aepmato3os [10]. KnuHrnyeckne nccnenoBaHmna NpoAeMOHCTPU-
poBanu 3¢pEKTUBHOCTb MCMONb30BaHMSA NPENapaToB AeKCNaHTeHoNa npu
NleYeHNM 0XOroB, ANA 3aXMBNEHUA paH (HanpumMep, A3B Ha Horax, TPEeLWH
3aflHero nNpoxofa), Npu NleYeHN MPPUTAHTHOrO KOHTAaKTHOro AepmaTvTa
PYK, BbI3BaHHOIO naypuncynbpaTtoMm HaTpusA, B MeXPeLMANBHbIA Nepuos
y NauMeHTOB C aTONMMYeCcKM U nefeHoYHbIM gepmaTtutom [32, 33]. Kpome
TOro, JeKCMaHTeHON A1 MECTHOrO MPUMMEHEHNA UCMONb30BancA B Kaye-
CTBe BCMOMOraTeNbHOrO CPefCcTBa ANiA yXoAa 3a Koxel naumeHToB ¢ All,
MXTNO30M, NCOPUNA3OM U KOHTAKTHbIM EPMATUTOM.

Hawe nccnepoBaHue nokasano, UTo AeKCMaHTEHON B JleKapCTBEHHOM
dopme smynbcun TUNa «BOAa B Macnie» Npu neveHun aeten ¢ ALl nerkom
N CpefHeln CTeneHn TAXKeCTU He ycTynaeT no 3GpGeKTMBHOCTM Ma3un rmapo-
KOPTM30Ha.
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CpaBHUTeNbHOe UccnefoBaHue 3GpdeKTUBHOCTU 5%-HOi Ma3n feKcnaHTeHona
(nekapcTBeHHas popma — SMYNbCUsA TUMa «BOAA B Machex) 1 1%-Hoi Ma3u rmapoKoPTM30oHa
Npw NIeYEHNIN aTOMMNUECKOTO AEPMaTUTa Y AeTel: NMNOTHbIN NPOEKT

B 3AK/TKOYEHWE

O deKTMBHOCTb 5%-HOM Ma3n AeKCNaHTEHOMa ConocTaBMa € 3ddek-
TUBHOCTbIO 1%-HOM Ma3n rMapPOKOPTU30Ha. [leKcnaHTeHoN B fieKapCTBEeH-
HOI dopMme 3MYNbCUM THMa «BOAA B Mac/iie» MOXET 1CMOMb30BaThCA B Ka-
yecTBe aNibTepHATUBHOIO neveHus ALl Nerkom n cpefHel CTeneHn TAXecTu
y oeten.

BbnarogapHocTn

ABTOpbI X0TENM 6bI NO6NAarogapuTb r-xy Cywapa ByH-uTT, dakynbTeT eB-
pOonecKnX A3bIKOB, FyMaHUTapHbI dakynbTeT, YHuBepcuteT CprHaxapuH-
BMPOT, a Takxe r-Ha Kpunca CkannoHa, KOHCyNbTaHTa Mo aHNACKOMY A3bIKY
LLkonbl aHrnuickoro A3bika MHcTuTyTa Yonn-CrpuT, 3a rpammaTnyeckoe pe-
JaKTMpoBaHWe pykonucu 1 goktopa HaHTrnxa KamaHamyH 3a KOHCynbTaumio
no CTaTUCTUKe.

KoHdpnukT nHrepecos
Ona 3toro uccnepoBaHusi komnaHus Bayer Thailand npepocTtaBuna
5%-Hyt0 Ma3b AeKCnaHTeHoNa.
y
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KNMHMKO-reHeTrnyeckKme acrneKTbl HapyLeHuin
pa3BUTNA peun, acCoUNNPOBAHHbIX

C ANUNEeNTUYECKNMIM SHUedanonaTnAmMm

N pacCcTpoOnUCTBaMU ayTUCTUYECKOro CneKTpa
y Aeteu

Clinical and Genetic Aspects of Speech Development Disorders
Associated with Epileptic Encephalopathies and Autism Spectrum
Disorders in Children

Peslome

BBegeHue. B ctatbe paccMoTpeHbl Npobnembl HapyLIEHWI Pa3BUTWA Ppeyumn y AeTel, B TOM uncie
npu paccTponCTBax ayTUCTUYECKOTO CeKTpa Yy AeTell paHHEero Bo3pacTa, B OCHOBE KOTOPbIX ieXKaT
anunenTuyeckme sHuedanonatun. MNpoaHann3nMpoBaHO COBPEMEHHOE COCTOAHME HayuyHOW Mpo-
6/1eMbl OTHOCUTENTIbHO 3TUOMIOTMN 1 NaToreHe3a, a TakXe Knaccndukaumm HapyweHnin pas3BuTrA
peun y feTeil. BnepBble noKa3aHa posib NpenapaToB HelpoafanToreHHOro AeCTBUA B KOPPeKLun
HapyLLEeHWIN Pa3BUTUA Peyn y feTen.

Lenb. M3yuntb 3¢pPpeKTMBHOCTL HENPOAZaNTOreHHbIX NPEnapaToB KOrMBKC U CUSIEHTA B KOMIJIEKC-
HOW Tepanny HapyLeHUn peun y feTen.

Matepuanbl n metogbl. bbino ob6cnegosaHo 68 fetein B Bo3pacte oT 2 Ao 7 neT. U3 Hux 28 coot-
BeTcTBOBaNM Kputepusam PAC. Y 40 feTeln 66110 AMArHOCTUPOBaHO crieundmryeckoe paccTponcTBO
peun. O6cnefoBaHMe 1 NleyeHne NPOBOAWIIOCh Ha 6a3e oTaeneHus NCUXOHEeBPONOTUK ANsA AeTein
C NepvHaTanbHON natonorvei u opdaHHbIMK 3aboneBaHuamMu 'Y «<MHCTUTYT neguaTpumn, akyLiep-
CTBa 1 rMHEKoNorMm umeHn akagemmka E.M. JlykbaHosoit HAMH YkpauiHbi».

Bcem petam 6b110 NpoBefeHO KoMMekcHoe obcrieloBaHNe, KOTOPOeE BKOYano c6op aHamHesa ¢
YyTOUHeHVeM 0cobeHHOCTel TeUeHNUaA Npe- U NepuHaTanbHOro Neproaa, KNMMHNKO-HeBPONornyeckoe
obcnepoBaHue, oueHKy no wkane Autism Treatment Evaluation Checklist (ATEC), a Takxe Global
Impression Clinical Scale, nHcTpymeHTanbHble MeToAbl: BUAEO-II-MOHUTOPVIHT BO BPEMA HOYHOTO
CHa, MarHNTHO-pe3oHaHcHaa Tomorpadua (MPT) ronoBHOro Mosra ¢ UCNoONb30BaHNEM MAarHUTHO-
pe3oHaHcHoro Tomorpada Philips Achieva 3.0 Tesla. BrioanekTpuyeckyio akTMBHOCTb FOJIOBHOTO
MO3ra perncTpupoBanu cTaHAapTHbIM CNOCO60M Ha 16-KaHanbHOM AMArHOCTUYECKOM KOMIeKce
CnekTp+ B cocTaBe 650ka I3l-curHanos HelipoH-Cnektp+. Kpome yrnybneHHoro obcnefoBaHus
COCTOAHMA HEPBHOW CUCTEMbI feTell, OLeHNBANIOCh TaKkKe COCTOAHME X peyeBbiX GpyHKLUMIA. Bee
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nauneHTbl Nepes Hayaiom Kypca JfieueHus Gbliv MPOKOHCYNbTMPOBaHbI IOronefom C UCMOoSb30-
BaHVEM METOAUK CTaHAAPTHOrO SIOroneanMyeckoro OCMOTpa 1 YCTaHOBNEHMWA CTENeHN He[opasBu-
A peun. Mpu NepBnYHOM NIoronefmueckom oCMOTpe Obifia YCTaHOBJIEHA CTENEHb HEAOPa3BUTUA
peun: y 14 peten (21%) oHa cooTBeTcTBOBana 1-my ypoBHio, y 35 petenn (52%) — 2-my ypoOBHIo, Yy
19 peten (27%) — 3-my ypoBHio. Cpeam fgetein ¢ PAC cTeneHb Helopa3BuTrA peun Obina bosnee Bbl-
paxeHa: y 18 getei (65%) — 1-ro ypoBHs, y 20 geten (35%) — 2-ro ypoBH=.

Bce 68 petelt nonyyanu B TeyeHve 4 Heflenb 6a30BOe JleueHNe, KOTOPOe BKIIOUANo noroneanye-
CKylo KoppeKuuio 3 pasa B Hefiento no 60 MUHYT, KypCbl Maccaxka 1 neyebHon ¢unskynbtypbl. Me-
TOAOM paHAOMM3auMKM Bce AeTu 6binn pasfeneHbl Ha ABe paBHble rpynnbl No 34 pebeHka. [etn
13 NepBOW rpynnbl B AOMOJIHEHUE K 6Aa30BOMY JIeUEHMIO MOJTyYann MeANKaMEHTO3HYIO Tepanuio,
COCTOALLYI0 M3 NpuemMa npenapaTta KormBuc no 5 mn 2 pasa B AeHb B YTPeHHee 1 AHEeBHOE BpeMms,
a TakXke npuema 5 Mn npenaparta cuineHTa B BeyepHee BpemMa. JnnTenbHOCTb leyeHnAa CoCcTaBnAana
4 Hepenw.

PesynbTatbl. [1py npymMmeHeH KOMMNEKCHOW Tepannn C BKAYEHEM NpenapaTos KOrMBNC U CU-
neHTay 38 pfeTeli co cneynPpryecknMm paccTponcTBammn peyn NonoX1TeNbHbIV pe3ynbTat (B BUAE
ynyuLleHNsa peyeBoii aKTUBHOCTY, MOHNMaHUA 06 PaLLEHHOI pPeUn, CHXKEHWS KONTMYyeCcTBa rpamma-
TUYECKUX OLLINOOK, aCTEHUYECKUX MPOSABMEHNN, @ TAKXKe NMOBbIWEHWS BHUMAHWA 1 YCUOYMBOCTM) OT-
MeueH Yy 27 (71%) peTei, CTpagatowmnx pacCTPONCTBOM SKCNPECCUBHON 1 peuenTtuBHon peun. Cpe-
OV feTen C Hepopas3BMTMEM peyun 1-ro ypoBHSA NO3UTVBHAA ANHaMIKKa B BUAE NOBbILLEHWA Pa3BUTUA
peun Ha 1 ypoBeHb Habnoganacb y 57,7% peten, cpefm feTen C HeAOPa3BUTMEM Peym 2-To YPOBHA —
y 65,7%, 3-ro ypoBHA — y 88,3%. B noarpynne ¢ HapylleHWeM pa3BUTUA NPENMYyLLECTBEHHO 3KC-
NPeccrBHON peun NonoXnTesbHasa AnHaMrKa oTMeyeHa B 67,8% cnyyaes. B nogrpynne co cneuu-
buyeckum paccTponcTBOM apTUKyNAUMM Habnodanu ynyJlleHne peyeBor akTMBHOCTM Yy 71,5%
neten.

3aknioueHme. [leTAm C HapyLWEeHNAMIN PeyeBoro pa3BuTUA CliegayeT BKOYaTb B COCTAaB KOMMIEKC-
HOW Tepanun npenapaTbl HENPOAZANTOreHHOro AENCTBUA KOrMBUC U cuneHTa. COBMECTHOE Ha3Ha-
YeHwue JaHHbIX MPenapaToB AETAM C HAPYLUEHUAMN PeYr NPUBOAUT K YYULLEHMIO KaYeCcTBa NX XKIN3-
HM 6narogaps CTOMKOMY YrydlIeH/I0 PeYEBOro Pa3BUTXA, CJIOBAPHOTO 3amnaca U KayecTsa peuu,
HOPMasIM3aLnmn SMOLMOHANBHON 1 NoBeAeHYeCKol chepbl.

KnioueBble cnoBa: HapylleHWA peyn, pacCTPONCTBa ayTUCTUYECKOro CnekTpa, anunenTuyeckue
sHUedanonat1n, CNekTp anunencus — adpasuns, KOrmMBUC, CUSIEHTA.

Abstract

Introduction. The article deals with the problems of speech development disorders in
children, including young children with autism spectrum disorders that are based on epileptic
encephalopathy. The current state of the scientific problem of the etiology and pathogenesis, as
well as the classification of speech development disorders in children, was analyzed. For the first
time, the role of neuroadaptogenic drugs in the correction of speech disorders in children was
showed.

Purpose. Evaluation of the effectiveness of neuroadaptogenic drugs cogivis and silenta in the
complex therapy of speech disorders in children.

Materials and methods. We examined 68 children aged from 2 to 7 years. Among them, 28 ones
had the ASD criteria. A specific speech disorder was diagnosed in 40 children. The examination and
treatment was carried out on the base of the Department of Psychoneurology for children with
perinatal pathology and orphan diseases of the State Institution “Institute of Pediatrics, Obstetrics
and Gynecology named after Academician O. Lukyanova of the National Academy of Medical
Sciences of Ukraine”.

All children underwent a comprehensive examination, which included taking anamnesis with
clarification of the features of the course of the prenatal and perinatal period, clinical and
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neurological examination, assessment on the Autism Treatment Evaluation Checklist (ATEC) scale,
as well as the Global Impression Clinical Scale, and instrumental methods: video-EEG monitoring
during night sleep, magnetic resonance imaging (MRI) of the brain using the Philips Achieva 3.0
Tesla magnetic resonance imager. The bioelectrical activity of the brain was recorded in the standard
way on the 16-channel diagnostic complex Spectrum+ as a part of the Neuron-Spectrum+ EEG
signal unit. In addition to clinical and neurological examination, the state of their speech functions
was also assessed. Before starting the course of treatment, all patients were consulted by a speech
therapist using the methods of standard speech therapy examination and establishing the degree
of speech disorder. During the initial speech therapy examination, the degree of speech disorder
was established: in 14 children (21%), it corresponded to the 15t level, in 35 children (52%) - to the
2" [evel, 19 children (27%) - to the 3" level. Among children with ASD, the degree of speech disorder
was more pronounced: in 18 children (65%) — level 1, in 20 children (35%) - level 2.

All 68 children received basic treatment for 4 weeks, which included speech therapy correction
3 times a week for 60 minutes, massage courses, and physiotherapy exercises. All children were
randomized into two equal groups of 34 children each. Children from the first group, in addition
to basic treatment, received drug therapy, which consisted of taking the drug cogivis 5 ml 2 times
a day in the morning and afternoon, as well as taking 5 ml of the drug silenta in the evening. The
duration of treatment was 4 weeks.

Results. Complex therapy with cogivis and silenta in 38 children with specific speech disorders
showed a positive result in improving speech activity, understanding the addressed speech,
decrease of the number of grammatical errors, asthenic manifestations, and increased attention
and perseverance in 27 (71%) children with expressive and receptive speech disorders. Among
children with speech disorders of the 1 level, positive dynamics in the form of the increase of
the development of speech by the level 1 was observed in 57.7% of children, in children with
speech disorders of the 2" level — in 65.7%, of the 3™ level - 88.3%. In the subgroup with impaired
development of predominantly expressive speech, positive dynamics was noted in 67.8% of cases. In
the subgroup with a specific articulation disorder, an improvement of speech activity was observed
in 71.5% of children.

Conclusion. In children with speech disorders, it is necessary to include the drugs with
neuroadaptogenic action cogivis and silenta in the complex therapy.

Joint prescription of drugs with neuroadaptogenic action silenta and cogivis in children with speech
disorders leads to improvement of their quality of life due to persistent improvement of speech
development, improvement of vocabulary and speech quality, normalization of the emotional and
behavioral sphere.

Keywords: speech disorders, autism spectrum disorders, epileptic encephalopathies, epilepsy -
aphasia spectrum, cogivis, silenta.

B BBEJAEHWE

KnuHuunctel negmatpurueckoro npoduns, oCo6eHHO LETCKMe HeBpPO-
NOTN, HAXOAATCA Ha NepeaoBON NPOGUNAKTUKY, BbIABNEHNSA 1 KOPPEKLUM
peueBbiX HapyLweHuii y aetein. HeobXoANMOCTb CKPUHMHIA 1 CBOEBPEMEH-
HOW [MarHOCTUKN 3afiepXKEK Pa3BUTMS peun TpebyeT oT cneuuanncra rny-
6OKMX 3HaHWI OCOBEHHOCTEl PeYeBOro PasBUTKA Y AETEN U NPUYMH €ro
HapyLleHuin. HecMoTpsA Ha To uTo Takne $aKTopbl, Kak My»KCKOiA Mon, BOC-
nuTaHue B ABYA3bIYHOW cpefle, NOPAJOK POXAEHUA U XPOHUYeCKUe unm
peunauBmpyole BOCNaneHnsa CpefHero yxa, MoryT urpatb onpegeneH-
HYI0 pOJib B GOPMIUPOBaAHNM TPAH3UTOPHOW 3a€PKKN PEUEBOTO PA3BUTHSA,
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6ONbLUINHCTBY TaKUX JeTel NMoKa3aHO NpoBeAeHMe CKPYHUHIA Ha Hannune
pacctporictBa aytuctuueckoro cnektpa (PAC) u petanbHoe HeBponoru-
yeckoe obcnepoBaHue [1]. BaXHO CBOEBpEMEHHO BbIABNATL AETEl C Ha-
PYLWEeHNAMMN peuy, BO3HMKAWMMN Ha GOHe OOLLeln 3aaepKKu pasBUTuHS,
PaccTPONCTB ayTUCTNYECKOrO CNEeKTPa, FeHETUYECKNX, HEBPOSIOrMYeCKmX u
MeTabonnueckux HapyLLeHWUA.

Peub — ofiHa 13 caMbIX CIIOXKHbIX U BaXHbIX QYHKUMIA HalLen NCUXMKK,
KOTOpas pa3BMBAETCA UCKIIOUMTENIbHO B coumnanbHo cpee. TpaanuuMoHHO
peub pa3gensAlT Ha PeLenTMBHYI0 (BO3MOXHOCTb MOHMMAaTb peyb) N SKC-
npeccuBHyto (CNOCOGHOCTb NPOoAYUMPOBaTh peub). [AnA oBnageHWs HaBbl-
KaMy peun KpUTMYeCKn Heobxoammo obLLeHne C OKpYKaloLWUmMy NoAbMU.
K coxaneHuto, B coBpeMeHHOM obLiecTBe Bce 6onblue BpeMeHn pebeHoK
obLjaeTcsa He C B3POC/bIMKM, @ CO CMapPTPOHOM UM KomnbtoTepoMm. Mpodu-
NaKTMKa 3afiep>KKN Pa3BUTUS peun 3aKJiodyaeTcs B obecrneyeHnn pebeHka
60oraToi A3bIKOBOW CPefoN B pamKax MONOXKUTENbHbBIX COLMANbHbIX OTHO-
LeHMI. Bcem poautensm MnageHLUeB 1 feTell paHHero Bo3pacTta Heobxoau-
MO [aBaTb PeKOMeHaL M1 YacTo pa3roBaprBaTth ¢ pe6eHKOM C UCMOoSb30-
BaHMEM MPOCTbIX NPefIoKEHNN 1 AOBpOoXKeNnaTenbHOW MHTOHAL MK, YNTaTb
pebeHKy KHUMM, MCMONb30BaTb peyb, YTOObl OMnMcaTb U OOBACHWTbL, YTO
JenaeT unv BUANT pebeHoK B AaHHbI MOMEHT (KOMMEHTUPYIOLLAs peub),
pa3roBapuBaTb ¢ pebeHKOM BO BpPeMsA Urp U APYruX akTuBHocTei [2, 3]. Uc-
nonb3oBaHne TenedpoHOB N APYrUX SNEKTPOHHbIX YCTPONCTB JOMXKHO ObiTb
3HaUUTENIbHO OrpaHNYeHHbIM, 0COBEHHO y AeTel Ao 2 net [4].

MepBble cnoBa AeT NPOU3HOCAT NPUMepPHO B Bo3pacTe 1 roaa. B Teue-
HMe NepBOro rofa PocT C/I0BapHOro 3amnaca NPOUCXOAUT MeANeHHo, Npu-
MepHO 1-2 cnoBa B Hepento. Kak ToNbKO ClIoBapHbI 3anac 4OCTUraeT OKo-
o 50 cnos, Temnbl Pa3BUTUA YCKOPAIOTCA. PebeHOK HaunHaeT ycBauBaTb
1-2 HOBBbIX CNOBa B ieHb 1 06bEAUHATL CJI0Ba B ABYCOCTaBHbIe Gppasbl. YBe-
JIMYEHNe TEMMOB OBMlAAEHNA A3bIKOM COOTBETCTBYET NpoLieccaMm camoopra-
HU3aUMW HEMPOHHbIX CEeTEN N MUENUHM3aLMK 6eforo BelecTBa peyeBbIxX
nyTtew [5]. B Bo3pacTe oT 2 fo 4 net getn GopmMuUpyOT CBOU NleKCUyecKkme
1 rpaMMaTmyeckme HaBbiKu. K WKonbHOMY BO3pacTy, Kak NpaBusio, NofHo-
CTblo GOpPMMPYIOTCA BCe acneKTbl peun. [1o 8 neT fetn Bce ele MoryT UMeTb
He3penble MOTOPHbIe HaBblKK, HO Pa3bopUMBOCTb peyn B LIKOIbHOM BO3-
pacTe fomkHa cocTaBnATb okono 100% [1, 5].

PaccTpoiicTBa pa3BuTMA peun AOCTaTOYHO pacrnpoCTpaHeHbl Cpean Ae-
Ten. Okono 16% peTell UMeIOT 3aflePKKy Ha HayasibHbIX 3Tanax OBlafjeHnA
peubto, cpean HUX NPUMEPHO y 50% B JanbHellweM pa3BUBaOTCA CTOMKME
HapyweHus B 3Ton cdepe [6]. CTOMKME HAPYLLUEHUA PeYn MOTYT Cepbe3HO
npenATcTBOBaTb NOBCeAHEBHOMY GYHKUMOHMPOBAHWIO, B TOM ymcsie oby-
yeHuIo, OOLLEHMNI0 CO CBEPCTHMKAaMM 1 COLManbHOMY B3aMOLENCTBIIO, UTO
MOXET NPUBOANTL K Pa3BUTUIO MHBANUAHOCTH.

[lo HegaBHero BpeMeHU Mexay Cneurannctamm He 6bifo cornacoBaH-
HOCTV B BOMPOCE, KaKne TePMUHbI Heobxoammo ynotpebnatb npu obo-
3HaYeHUN HapylweHUn peun y geTen. TPagMLUMOHHO MPUMEHAIOTCA Tep-
MUHbI «obuiee Hepopassutue peun» (OHP), pexe «gucdasmna pasBUTUS»,
«cneumdryeckne peyesble HapyLLEHNA», «3afepXKKa Pa3BUTUA peun» uUnm
«PaCcCTPONCTBO peumn», a TakKe «<MOTopHasA ananusa» [71.

MpoAcHUTL cuTyaumio 6bina Npr3BaHa MynbTUHALMOHANbHas KOMaHAa
13 59 3KcnepToB B Pas3fiMuHbIX 06NacTAX, pe3ynbraTbl paboTbl KOTOPOW B

«Mepmnatpus. BoctouHasa EBponax, 2021, Tom 9, N 3 459

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPXAHUIO




KnuHuKo-reHeTUYeCKme acneKkTbl HapymeHw?l Pa3BUTUA peln, aCCoLMMpPOBaAHHDbIX C 3NUNenTUYeCKNMn
3HL|e(I)aJ'IOI'IaTI/IﬂMVI n paCCTpOVICTBaMI/I aAyTUCTNYECKOro CneKkTpay nerten

2015-2016 rogax 66111 0606LIEHbI B KOHCEHCYCE OTHOCUTENBHO Hapylue-

HUM peun y geten [8, 9].

JKcnepTamy 6bIIM NpeanoXeHbl TEPMUHBI ANiA 0603HaueHUs ABYX
YPOBHEel HapyleHWI peun y AeTeil, KOTopble OTANYAIOTCA MO TAXKECTU U
NporHosy:

1. Developmental Language Disorder, DLD (paccTpoicTBo pa3sutus
peun) — HapyLleHne peun y pebeHKa He CBA3aHO C Kakumu-nmbo megu-
LUUHCKUMW NpUYMHamMmn (Hanpymep, C OpraHUYecknMm nospexaeHnem
mo3ra). [Mpu 3tom DLD mMoXeT coueTaTbcA C APYrMU HapyLUEHMAMMU,
Hanpumep, ¢ PAC unu ciHapoMomMm runepakTyBHOCTU C AebULIMTOM BHU-
MaHus.

2. Language Disorder (paccTpoiicTBO peun) — 3TOT TEPMUH COOTBETCTBYET
HaleMy TepMUHY «obLiee Heopa3BUTHE peun». PekomeHayeTca npu-
MEHSATb B TOM CJlyyae, eC/iv HapyLleHne peyn CoXpaHAeTca y pebeHka
6 NeT 1 CTaplue, Bbi3blBasA Cepbe3Hble NPOo6sieMbl B MOBCEAHEBHOM XM3-
HW. MporHo3 ansa ganbHenLWwero passuTUA peun B Takom Cllyyae HeyaoB-
NeTBOPUTENbHBIN.

JKCNepTbl COrNacUANCh C TeM, YTO TePMUH «PaCcCTPOMCTBO peun»
(language disorder) cnepyet ncnonb3oBaTb ANA ONMCaHNA CEPbE3HbIX pe-
yeBbIX NPo6EeM, KOTOpPbIE, CKOPEEe BCErO, HE NCYE3HYT B AasibHEeMLLEM. DTU
npo6niemMbl 3aTPYAHAIOT 06LLUEeHME UM CMOCOBHOCTb K 00yUYeHUo pebeHKa.
YacTto conyTCTBYIOWMMUN ANA TaKOro PacCcTPONCTBaA peun ABAAIOTCA opra-
HUYeCKne NOBPEXAEHNA FONOBHOIO MO3ra, reHeTUYecKe CUHAPOMbI, pac-
CTPOWCTBA ayTUCTUYECKOrO CMNeKTpa 1 Apyrne cepbesHble HapyLLIEHUA.

Xy»e NporHo3 Ana panbHewwero pa3sutua peun [8, 91:
® y feTeln C CONyTCTBYIOWUMN HAPYLIEHUAMN KOMMYHUKaLUN 1 coumanb-

HbIX GYHKLNIA;
=y feTell, KOTOpble NPV AOCTVXKEHUU 5 NeT BCe elle UmetoT Npobnembl ¢

peubio;

= yfeTen C CeMeNHbIM aHaMHE30M HapyLLEHUI peyun.

He cywecTByeT eiHOM NpUYNHBI, KOTOpas Obl onpeaensna BO3HUKHO-
BeHVe Y pebeHKa HapyLLUEHUs peun, Beflb Yalle BCEro Takoe HapylueHue —
3TO pe3ynbTaT B3anMOAENCTBUA FeHeTUYeCKUX, KOFHUTUBHbIX U couuarnb-
HbIX GaKTOPOB.

Y ManbuMKoB MOXeT HabnoaaTbCcA He3HaunTeNbHan 3afepxKa pa3su-
TUA peyeBbIX HaBbIKOB B CPaBHEHUN C fileBOYKaMK. Takke YacToTa pa3BuTyA
HapyLLEHWI peyr y MasibuMKOB BblLLE, @ MPOrHO3 Xy»Ke, YeM y aesoyek [10].

[leTn, KOTopble BOCNUTLIBAIOTCA B ABYA3bIYHON cpefe (OUNMHIBbI), cro-
COOHbI M3yyaTb ABa A3blKa OAHOBPEMEHHO, OAHAKO MOTYT UMETb MeHbLUNIA
C/I0BapHbIN 3anac 13 KaXaoro oTAeNnbHOro fA3blka, XoTA UX obwumii cnosap-
HblIli 3aMac MOXeT ObITb CONMOCTaBUMbIM MO Pa3Mepy CO CJIOBapPHbIM 3aMacom
O[HOA3bIYHBIX AeTel. BHayane aetn-6uamnMHrebl MOryT CMeLIVBaTb C/10Ba U3
[BYX A3bIKOB, HO CO BPEMEHEM NPOUCXOAUT NX pasbeauHeHue [11].

Lpyrum NCTOYHUKOM TPaH3UTOPHON 3afiePKKN peurt MOXeT ObiTb oye-
peaHoCcTb poXxaeHNa pebeHKa B cembe. [leTaM, pOAUBLUMMCA BTOPbIMU 1
Nno3e, MOXeT YAeNATbCA HECKONIbKO MeHbLUe BHYMaHUA, YeM nepBeHLam,
COOTBETCTBEHHO, OHW MOTYT C/bIATh MeHblle cHOPMMPOBAHHON B3POC-
noii peum, 06Lasncb B OCHOBHOM CO CTapLimMmu feTomu [12].

XpoHUYeCKUiA CcpefHUin OTUT C BbIMOTOM CaM MO ce6e He Bbi3biBa-
eT 3afiepPXKKN Pa3BUTMA Peun, OfHAKo Gonee pacnpoCcTpaHeH B CEMbAX C
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Hey[0BNeTBOPUTENIbHLIMU MaTepranbHO-ObITOBLIMUA YCIOBUAMY, 60IbLLUNM
KONMUYeCTBOM fieTel, KOPOTKOWN MPOACIKUTENIbHOCTBIO FPYAHOIO BCKapMIIv-
BaHUA, KypeHneM poamuTenein u Apyrumi coumanbHbiMy dakTopamu, KoTo-
pble MOryT npegpacnonaraTb K HapyweHuam peum [13].

MprmepHo 50% peTen C 3aep>XKoW peun B Bo3pacTte 2 fieT AOrOHAIT
peueBble HaBblkM A0 3 neT. [leTn ¢ XopoLWrMmM HaBblkaMy CMBOIMYECKOMN
Urpbl 1 HOPManbHbIM Pa3BUTMEM PELIENTUBHOW PeUYn MMEIT Nyl Npo-
rHO3, YeM [leTu C 3afepKKol B 3TuX cdepax. Tem He MeHee BCe AeTU C 3a-
LeP>KKOWN peyn JOMKHbI MPOWTY KOMMIEKCHOE 0bcnefjoBaHve y HeBposiora
1 cKpuHUHT PAC [14].

Pa3nunuHble peueBble HapyLeHWA TakKe MOTYT ObITb CBA3aHbI CO CreLm-
duueckummn reHeTmyeckumm mytaumammu. OgMHOUYHaA 3amMmeHa HyKneoTnaoB
B reHe FOXP2, pacnonoxeHHOM Ha xpomocome 7q31, MOXeT NPUBOANTb K
pasBUTMIO PaCCTPONCTB M3 CNeKTpa AETCKUX peyeBbIxX anpakcuid. Mpu stux
HapyLIeHMsX CTpafaeT npeobpa3oBaHMe 3BYKOB B C/IOBa, MOTOPHOE Mna-
HMPOBaHMe peun, MNaBHOCTb, 3BYKOMPOU3HOLWEHWE U Apyrne GyHKLUW.
leH FOXP2 BnuisieT Ha skcnpeccuio gpyroro reHa — CNTNAP2, kogupyiowero
HelnpeKCrH, KOTOPbI BaXXeH A pa3BuTua mosra. letn ¢ mytaunamm FOXP2
MOTYT CTpafaTb OT 3afieP>KKN IKCMPECCMBHOW UM PeLlenTUBHON peun pas-
HOW CTeneHu BbIPaXXeHHOCTW, OPasibHON MOTOPHON AMCNPAKCUK, AU3ap-
TPUK, HapPYLIEHWIA YTeHNA 1 npaBonucaHma n ap. Mpu 3Tnx coCToAHNAX, Kak
NpPaBWo, He CTPAAAIOT HY MHTENNEKT, HN KPYNHaa Wan Menkaa MOTOPUKa,
n3spegka otmevatorca yeptbl PAC [15].

[pyrue n3BecTHble reHbl, CBA3aHHbIE C HAPYLUEHUAMU peun, BKoYa-
toT AUTS14 (MHTennekTyanbHaa HefocTaTouHOCTb, PAC, HapyweHus peun),
WBSCR (3apepkka 3KCNpeCccnBHOWM peun, opasibHaa anpakcua, Aucnanuvs),
KANSL1 (3apep»Ka MOTOPHOTO 1 peyeBOro pasBmnTUA, HapyLIEeHUA SKcnpec-
CMBHOW 1 peuenTUBHOM peun, opanbHasa gucnpakcus), GRIN2A (cnektp anu-
nencma — adasus, ansapTpua, opanbHaa gucnpakcma), SRCAP (auzaptpus,
rMnepHasanbHOCTb, Cepbe3Hble HapYLUEHNA SKCMPECCUBHON U peLenTuB-
Holl peun), GALT (HapyLueHNA SKCNPeCcCBHON U peLenTUBHOW peyun, HTeN-
NeKTyanbHaa HefoCTaTOYHOCTb, AM3apPTPKYA) U MHOrue gpyrue [15].

XPOMOCOMHblE U Apyrve reHeTMyeckue CMHAPOMbI TakXe BO MHO-
rmx Clydyasax COMPOBOXAAIOTCA HapylleHMAMU peyeBoro passutua. Mpu
cuHapome [layHa peyeBble HaBbIKW YacTO CTPAAAloT CUilbHee, YeM HeBep-
6anbHasA KOMMYyHMKauua 1 moTopuKa. pn cruHgpome Bunbamca otmeva-
eTCA No3AHee Hauyano peun, YHaCTUYHO CBA3AHHOE C 3aiePXKKON MOTOPHOro
pa3BuTKA, B OCOGEHHOCTM C 3afieP>KKON Hauana pUTMUYECKUX OBVKEHUIA
pyKamu, KoTopble o6ecrneumBaoT MOTOPHbIN Cy6CcTpaT ANA NOoABNEHUA Ka-
HOHMYecKoro neneTa (B Hopme 8-11 mecaues). edbuunT 3nacTrHa, a Takxe
HM3KUIA MbILLIEYHBIA TOHYC, KOTOpble MPUBOAAT K 00LLell 3afepKKe MOTOpH-
K1, TOXe MOTyT ObITb BEPOATHBIMU MPUYMHAMM HapYLIEHWIA peyn, KoTopble
oTmMeyatoTcsa 6onee yem y 50% feten ¢ ciHapomMoMm Bunbamca. HecmoTps Ha
3aflepXKy, K LUKONIbHOMY BO3pacTy GOMbLIMHCTBO feTei C cMHAPOMOM Bu-
NbAMCa KOMMeHCHPYIOT peyeBoe pa3sutume [16-19].

CrHAPOM NIOMKOI X-XpOMOCOMbI 00YC/IOBIEH TPUHYKNEOTUAHBIMU MO-
BTOpaMU Unu mytaumsamu reHa FMR1. leTn ¢ 3Tum paccTpoiicTBOM 06bIUHO
CTPaAAIoT OT 33A€PXKKM N HapYLIEHWIN peyeBbIX 1 KOMMYHUKATUBHbIX HaBbl-
KOB, BbICOKOIO YPOBHSA TPEBOrY, rMnepakTMBHOCTK, a TakxKe B 20-25% cny-
YyaeB COOTBeTCTBYIOT KpuTepuam PAC [20].
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CTPyKTypHble MOpa)eHWs MOo3ra MOFyT HeraTVBHO BAUATb Ha HOp-
MasibHOe pa3BuTUE peun. Y AeTeil C nopaKeHWem NIOOHbIX UM BUCOUYHBIX
YUYaCTKOB JIEBOTO MV MPABOro MOJyLLIapUs MOXeT HabnodaTbCA 3afiepKKa
Ha paHHMX CTagusAxX pa3BuTUA peun. Hanpumep, npy Ty6epo3HOM cKnepo-
3e HapyLUeHue peun MoXeT ObITb CBA3AHO KakK C loKanu3auuein Tybepcos B
NOBHO-BMCOYHBIX OTAENax, Tak U C reHeTMYeckn AeTepMUHUPOBAHHOW 3a-
OepPXXKOM MUeNMHN3aLnN peveBbIX TpaKkTos [21].

SnunenTuyeckme 3HUedanonatum (33) TakKe MOryT ObiTb CBA3aHbI C
peueBbIMM paccTporicTBamu. Cneyunduryeckon rpynnoit 33 ¢ HapyLweHu-
€M peueBblX HaBbIKOB B KJIMHUYECKOW KapTUHE ABAAIOTCA PacCcTpONCTBa
cnekTpa anunencumn — adasuu. Mpy paccTponcTBax AaHHOFO CMEKTpa Ha-
pyLeHrA peyn CONPOBOXKAAITCA SNUNENTUPOPMHON aKTUBHOCTbIO Ha 33T,
3NMAENTUYECKMMM NPUNagKkaMm U PacCTPoMCTBaMM NOBEAEHUA U UHTeN-
nekta. Cnektp anunencuun - adasum BKIoYaeT cuHapom JlaHgay — Kned-
Hepa, NUIENTMYECKYIO dHLedanonaTuio C NPOLOSIXKEHHOW MUK-BONTHOBON
AKTMBHOCTbIO BO BpemMA measieHHoro cHa (ECSWS), ayTocOMHO-AOMUHAHT-
HYI0 pPOflaHAMYECKYI0 nunencuio ¢ peueson gucnpakcnen (ADRESD), npo-
MEXYTOUYHOE PacCTPOCTBO cnekTpa snunencun — adasun (IEAD), atnnuu-
HYI0 IETCKYIO SMUNENCUIO C LIeTPasibHOro-BUCOYHbIMU cnankamu (ACECTS) n
[ETCKYI0 SMUIENCUIo C LieHTpanbHO-BMcoYHbIMU criarikamu (CECTS). Takxe
ana ob603HaueHUs PacCTPONCTB CneKTpa snunencum — adasnm Ucnonb3y-
10T CUHOHUM «dOKarnbHaa SNUAENCUA C PaCCTPONCTBAMUN Peyn C Hamumem
unm 6e3 ymctBeHHoW oTcTanocTu» (epilepsy, focal, with speech disorder and
with or without mental retardation (FESD)) [23-27].

CvHpapom JlaHpay - KnedHepa (LKS) n anunentuueckaa sHuedanona-
TUA C NPOAOJIKEHHOW NUK-BOJTHOBOW aKTMBHOCTbIO BO Bpems cHa (ECSWS)
npeacTaBnAlT coboi Hanbonee TaXenble Gopmbl DD 13 AAHHOIO CNeKTpa.
O6a paccTpoiicTBa XapakTepU3YTCA HanMuMem MPOJOSIKEHHON MuK-
BOJIHOBOW aKTMBHOCTY B pa3y meaneHHoro cHa (CSWS). bonbwmHcTBO fe-
Tel ¢ cuHapomom JlaHpay — KnedHepa nepexunBaloT perpecc B passutum
peun B Bo3pacTe okono 5 net. B otnmune ot perpeccrsHoii dopmbl PAC, Kor-
[a noteps HaBbIKOB MPOMCXOAMWT B BO3pacTe Ao 3 ner, perpecc npu LKS Ha-
UnHaeTcs B bonee cTaplem Bo3pacTe (5-6 neT), ¢ pa3BuUTNEM BepOanbHOM
arHo3um (yTpatbl CNOCOBHOCTY MOHMMATb peyb), B fasibHelLeM noparkaeT-
CA IKCNpeccmBHas peyb ¢ opmmpoBaHuem adasuu. MNozxe HabnogaeTca
pa3BepHyTas KapTMHa 60Ne3HM: OTCYTCTBME NMOHNMaHWA peun, pebeHOoK He
BbINOMHAET UHCTPYKLUKN, CTaHOBUTCA HeynpaBfiseMblM, BMECTO CBA3HOMN
peun NoABNAETCA C/IOBECHAs KOKPOLLKay, 3Xonanuu, 6eccmbiCieHHoe ayTu-
cTKonopo6Hoe nosefeHve, BepbanbHas cnyxoBas arHo3us, pebeHoK nsb-
ACHAETCA OTAENbHLIMU CNOBaMW, MPOABAAET arpeccUBHOCTb. MprmMepHo
70% peten ¢ LKS umetoT anunentnyeckme npmnagku, obblivHO GoKanbHOro
XapakTepa, NoCKOJIbKY 3nunenTugopmHas akTUBHOCTb OObIYHO perncTpu-
pyeTca B NIOOHO-BMCOYHBIX OTAenax Mo3ra. AbcaHcbl BcTpevatotca y 50%
NnauneHToB, HEPeAKO BO3HMKAKT HOUHblE GpapuHro-opasnbHble peHOMEHDI
(kaK Npu ponaHAnMYecKon sanunencum), o0cobeHHo Npu NPoBYKAeHNN, pexe
reHepasny3oBaHHbIe UV FreMUKSIOHUYeCKKe npucTtynbl. Y 40% peten adasun
pa3BuBaeTca yepes 1-2 roga nocne Hayana Nnpunagkos [28, 29].

Mpun ECSWS okono 50% peten nMeOT HOpPMaNbHOE pa3BuUTUE B Teye-
HUe nepBbIX 2 SIET XU3HW, B TO e BpemMA ocTajibHble 50% pa3BrBaloTca C
3a[1epXKKOM MOTOPHOTO 1 MCUXO-peyeBoro passuTuA. OQHOBPEMEHHO C
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BO3HMKHOBEHVEM 3MunenTudOPMHON akTUBHOCTU BO BpemaA dpa3bl MefJieH-
HOro cHa GONbLUMHCTBO JeTel TePAIT NPUOOPETEHHbIE peyeBble, ABWra-
TeslbHble 1 MOBeAEeHYECKMEe HaBbIKW, OQHAKO He Y BCeX AeTel pa3BuBaeTca
ToTanbHas adasus. dnunenTryeckre NpuUNagky otmevatotca y 80% petei
¢ ECSWS, 06bl4HO B BUAE aTUMUYHBIX abCAHCOB, FEMUKIOHUYECKUX WN
reHepann3oBaHHbIX TOHUKO-KNOHNYecKnx npucTtynos [30]. MpuunHon pas-
ButTMA ECSWS MoryT 6biTb MyTaLmmn B LUMPOKOM CMEKTPE FEHOB, CPEAN KO-
Topbix SCN2A, SLC9A6, DRPLA/ATN1, SRPX2, OPA3, KCNQ2, KCNA2, GRIN2A,
CNKSR2, SLC6A1, KCNB1, a Takke Hanbonee yacto GRIN2A [31].

[etckasa anunencus C LEHTPanbHO-BUCOYHbIMK cnarikamu (CECTS)
npencTaensaeT coboi 6onee mMArkyto GopmMy paccTPONCTB CNeKTpa snunen-
caun — adasum. letn ¢ CECTS mmeloT TUNUYHbIE ponaHAMYecKre NPUCTynbl
BO BPeMA HOYHOro CHa 1 3nNnnenTMGOPMHYI0 akTUBHOCTb B LieHTpanbHO-
BMCOYHbIX YYacTKax B BUAe PONaHANYECKNX CMAiKoB UK JO6POKaYeCTBEH-
HbIX 3MMNenTUdOPMHbBIX NATTEPHOB JETCKOro BO3pacTa.

Snunentudeckue npunagky npy CECTS 06blMHO BO3HUKAIOT BO BpeMmsi
CHa 1 NPOABAAITCA MOAEPrBaHNEM, NOKasbiBAHWEM NN OHEMEHMEM NNl
W A3bIKa, BbI3bIBAOT C/IIOHOTEYEHWE 1 HapyLleHre peun. Y 60nblINHCTBA
feTel ¢ faHHo GopMmoNi SNKencMmn NPUCTYMbI MCYe3aloT CaMOCTOATENbHO
[0 KOHL|@ MoApPOCTKOBOro Bo3pacTa. Kak npaswio, pa3sutue pebeHka He
HapyLLaeTcA, OfHAaKO HeKOTopble AeTW UCMbITbIBAOT TPYAHOCTU C KOOpau-
Hauuen ABUKeHWI pTa (opanbHaa ANCNpPaKCKaA) NNN HapyLEeHUA pPeyeBoro
pa3sutma [25-27].

K cnektpy snunencum — adasuy TakKe OTHOCUTCA MPUOOPETEHHBIN
ONEePKYNAPHbIA CUHAPOM, KOTOPbI NPOABAAETCA SNM304aMN ANUTENbHON
runepcanuMeaLun, CManopen N opanbHON ANCMPAKCMM B COYETaHUN C Po-
NaHANYECKMU cnankamm unmn 3P 6e3 Nnpr3HaKoB aNUIenTUYeCKOro CTa-
Tyca MefieHHoro cHa [32].

Takxe onuncaH CMHAPOM paHHel ancdasum, KOTopbl NPOABNAETCA TA-
XKenow 3afep>KKoW peun 1 HevyacTbiMU SNUAeNTUYECKUMN NpunagKkamu C
naTTePHOM reHepann3oBaHHOM NNK-BOHOBOW aKTUBHOCTY UM NONUCNanK-
BOJIH B BMCOYHOM, 3aTbIJIOYHON MMM PONIAaHANYECKOW 30He. dnunenTrdopm-
HaA aKTMBHOCTb YCUNNBAETCA BO BPeMSA CHa, OQHAKO 3NMNenTUYeCKUn cTa-
TYC MeAJsIeHHOro CHa pa3BuBaeTca peako [23-24].

Jpyrve coctoAHMA M3 cnekTpa snunencum - adasuy BCTpeyaloTca
pexe. Y geten C NPOMeEXYTOUYHbIM PAaCCTPOMCTBOM CMeKTpa anunencum —
adasuu (IEAD) oTmevaeTcA 3agepKKa UK perpecc pasBuTUA peun 1 anu-
nentndopMHas akTUBHOCTb Ha D3I BO BpeMs CHa, C HallMumem 3nunenTu-
YyecKMx NPUCTYNOB MU UX OTCYTCTBMEM. [1pn 3TOM KNMHMYecKasa KapTuHa
He COOTBETCTBYET KpUTepmam 33 C NPOJOIIKEHHON NNK-BOTHOBOW aKTuB-
HOCTbio BO Bpems cHa (ECSWS). Mpu aTnnnuHomn ¢opme feTckom snmnen-
CUN C UeHTpanbHoO-BUCOYHbIMU cnankamun (ACECTS) perpecc pa3suTtuA
MOXET NPMBOANTb K HAPYLLUEHWIO Peyn, MOTOPUKHM, aTakCUK, ANCNPaKCUN.
dnnnenTudopMHan aKTUBHOCTb Npu 3Tolt Gopme OTMeYaeTcs B NOGHO-
BMCOYUHbIX MM PONaHANYECKUX ydyacTKax Mo3ra B Buae [OOPK. PeueBble
HapyLeHNA BKIOYalOT OpasibHY0 AMCNPAKCUIO, TPYAHOCTU C pasBUTMEM
3KCMPeCcCUBHOM N peuenTusHoOM peun [33].

Bce npuBepeHHble paccTPoOiCTBa MOryT ObiTb BbI3BaHbl MyTaLMAMU
reHa GRIN2A. [leTn ¢ MmyTauMsaMU JaHHOTO reHa MMeloT bonee Taxenoe Te-
YeHue PacCTPONCTB peyuu 1 ANUNencun, B YacTHOCTU, MyTaumm reHa GRIN2A
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obHapyxmBatoT B 20% cnyyaes LKS n ECSWS n nuwb y 5% peten ¢ CECTS.
leH GRIN2A kogupyet cy6beanHnty NMDA-peLenTopa, HopmanbHas pabo-
Ta KOTOpbiXx obecneyrBaeT NpoLecchbl CUHaNTUYECKOW MNAacTUYHOCTY, 06y-
YyeHua, namaTt n peun. NMDA-peLenTopbl Tak»Ke PacrnonoXXeHbl B peyeBbixX
LieHTpax mMo3ra 1 perynupytot paboTy mMo3ra BO Bpems CTaguy MeasieHHo-
ro cHa. Mytauum reHa GRIN2A BbisbiBatoT nospexgeHune ¢yHkumn NMDA-
peLenTopoB, YTO MPUBOAWT K MOBbLILIEHHOMY BO30YXXAEHUIO HENPOHOB ©
KaK pe3ynbTaT — SNUAenTUYecknM npunagkam v snunentmdopmHON akTmB-
HocTy Ha 33T, npuBogALei K rnbenn HelipoHoB. M3ameHeHusA B GIUN2A Ha-
pyLLaloT NpoBeAeHne HEPBHOIO MMMYyNbCa B A3bIKOBbIX LEeHTpax 1 paspy-
LLAIOT HOPMaJibHYI0 aKTUBHOCTb MO3ra B CTaAnM MeASIeHHOro cHa [27-29].

B LIEJIb NCCNEQOBAHWA

MN3yuntb 3p$eKTMBHOCTL HelpoaAanToreHHbIX NpenapaToB KOMMBUC 1
CUSIeHTa B KOMM/IEKCHOWN Tepanumn HapyLLeHUn peun y feTen.

B MATEPWAJIbI N METO/bI

Bbinn o6cnenoBaHbl U Nonyyanu neyeHne 68 getei B Bo3pacTte oT 2 A0
7 net. M3 Hux 28 cootBeTcTBOBanu Kputepusam PAC. Y 40 getein 6bino ana-
rHOCTMPOBAHO creymduyeckoe paccTponcTeo peun. ObcnenoBaHue n ne-
UeHWe MPOBOAWIOCH Ha 6a3e OTAeNneHVA NCMXOHEBPONOrUN ANs AeTel C
repriHaTanbHOW natonoruen n opdpaHHbIMU 3a6onesaHuAMN Y <MHCTUTYT
neguaTpumy, akywepcTsa u ruHekonornn umeHn akagemuka E.M. JlykbaHo-
Bol HAMH YkpauHbi».

Bcem petsaim 6bino NpoBefeHO KOMMNeKCHoe obcnefoBaHne, KOTopoe
BK/lOYano c6op aHamHe3a C YTOUHeHMEeM OCOOeHHOCTEeN TeuyeHusa npe- u
nepuHaTanbHOro nepuofa, KJVMHUKO-HeBponornyeckoe obcnenoBaHve,
oueHKy no wkane Autism Treatment Evaluation Checklist (ATEC), a Takxe
Global Impression Clinical Scale, uHcTpymeHTanbHble MmeTogbl: Bugeo-33I-
MOHVTOPUHI BO BPEMS HOYHOIO CHa, MarHUTHO-Pe30HaHCHasA Tomorpadus
(MPT) ronosHoro mo3sra n MP-Tpaktorpadus ¢ MCnonb3oBaHWEM MarHUTHO-
pe3oHaHcHoro Tomorpada Philips Achieva 3.0 Tesla. buosnekTtpuyeckyto
aKTVBHOCTb FOIOBHOTO MO3ra PerucTpupoBany CTaHZapTHbIM Crocobom
Ha 16-KaHaNbHOM [MarHOCTUYECKOM Kommekce CnekTp+ B coctaBe 650-
Ka D3l-curHanosB HenpoH-CnekTp+. Buaeo-33I-MOHUTOPMHI HOYHOMO CHa
NPOBOAWICA B TeYeHMe 8 YacoB C NCMONb30BaHMEM TOro e npubopa. Kpo-
Me yrny6neHHoro o6cnefoBaHWA COCTOAHWA HEPBHOWM CUCTEMbI AeTeN, OoLle-
HMBANOCh TaKXKe COCTOAHME UX peyeBblX GyHKLMIA. Bce naumeHTbl nepep Ha-
yasiom Kypca JiedeHus 6blnv NPOKOHCYNILTUPOBaHbI IOroNeAoM C UCMOSb-
30BaHVeM MeTOAUK CTaHAAPTHOro NoroneAnyeckoro 0CMoTpa U yCTaHOB-
NeHneM cTeneHn HegopasBuTUA peun. MNpu nepBrUYHOM loronegnyeckom
ocmoTpe 6bina ycTaHOBMEeHa CTeneHb HeJopa3BUTKA peun. B rpynne pgetein
Co crneymndrnyeckor 3agepKon peun y 8 getenn (20%) oHa cooTBETCTBOBaa
1-My ypoBHI0, ¥ 21 pebeHka (52,5%) — 2-my ypoBHio, y 11 geten (27,5%) -
3-my ypoBHio. Cpean aetein ¢ PAC cteneHb Hefopa3suTysa peun bbina 6onee
BblpakeHa: y 18 getel (65%) — 1-ro ypoBHs, y 20 geteli (35%) — 2-ro ypoBHA.

Bce 68 peteinn B TeueHve 4 Hegenb Nonyyvanu feyeHmne, KOTopoe BKIK0-
Yano noroneanyeckylo Koppekumio 3 pasa B Hegento No 60 MUHYT, Kypcbl
Maccaxa n neyebHon Gu3KynbTypbl. MeTogoM paHpomu3aumm Bce AeTv
6biV pa3geneHbl Ha ABe paBHble rpynnbl No 34 pebeHka. leT n3 nepsoin
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rpynnbl B JonosiHeHne K 6a30BOMY neyeHuto Nonyyany MeanKamMeHTO3HY10
Tepanuio, COCTOALLYIO U3 Mprema npenapaTa KOrmemc No 5 mn 2 pasa B AeHb
B YTPeHHee 1 JHeBHOE BpeMs, a TakXe nprema 5 Mn npenapaTa CUneHTa B
BeuepHee BpeMs. JnnuTenbHOCTb neyeHnsa coctaBnana 4 Hegenu.

CocTosHve peueBbix GYHKUMI feTell oLeHMBaNocb A0 1 Nocie Havana
NleyeHna COBMECTHO C IOroneaomM, a Takxke no wkanam ATEC (cy6wkana | -
peub 1 KOMMYHUKaTVBHble pyHKLMM) 1 GCIS.

CraTncTmyeckan o6paboTka pe3ynbTaToB NPOBOAMIACh C UCMNOMb30Ba-
HMeMm nakeTa nporpamm SPSS Statistic.

B PE3YJIbTATbI 1 OBCYXXOAEHNE

Mpy NpYMEHEHUN KOMMEKCHOWN Tepanuun C BKOYEHWEM NpenapaTos
KOrMBWC 1 cuneHTa y 38 geTeli co cneymdmnyecknmm paccTponcTsamm peun
MONOXMWTENbHBIV pe3ynbTaT (B BUAE YNyUlleHUA peyeBoii akTMBHOCTH, MNo-
HUMaHUA OO6paLLeHHON peun, CHIKEHUS KONMUYEeCTBa FPaMMaTUYeCKUX
OWNOOK, aCTEHUYECKUX MPOSABIIEHWI, @ TaKXKe MOBbIWEHUS BHUMAHUS U
YCMAYMBOCTN) OTMeYeH Y 27 (71%) geTen, cTpafatowmnx pacCcTpoONCTBOM IKC-
npeccnBHOM 1 peuenTuBHon peun. Cpegun geTen C HeJOpPasBUTUEM peun
1-ro ypoBHA NO3MTMBHaA JMHAMMKa B BUAE MOBbLILEHUA Pa3BUTUA peun
Ha 1 ypoBeHb Habnoganacb y 57,7% aeteil, cpemn AeTen ¢ Helopa3BUTUEM
peun 2-ro ypoBHA -y 65,7%, 3-ro yposHa — 88,3%.

B noarpynne c HapylieHeM pa3BUTKA NPeMyLLEeCTBEHHO SKCNPEeCcCuB-
HOW peun NonoxuTtesnbHasa AMHaMKKa OTMeuyeHa B 67,8% cnyyaes (B Buge
MOBbILWEHHOW aKTUBHOCTW NCNONb30BaHWA CI0BapPHOro 3anaca, ynydleHus
rpamMmmMaTIyecKkoro CTpoA peun, yBenmyeHns Konmyectsa CJIoros B NoBTOpSA-
eMbix ¢ppasax). B nogrpynne co cneunduyeckum paccTporncTBOM apTUKyna-
Uy Habnopanu ynydleHne peyeBol akTMBHOCTU Y 71,5% peTeir. Kpome
ynyuleHna peyeBoii GyHKLMM, BbIABIEHA NOSIOXKUTENIbHAA AMHAMMKA TaKNX
KOMOPOVAHBIX COCTOAHWIA, Kak MMMYSIbCUBHOCTb, TPEBOra, AedbuunT BHUMA-
HWA, TMNEePaKTUBHOCTb, HapyLIEeHNA HOYHOrO CHa.

Ona oueHKn 3GPeKTUBHOCTM NeYeHMA TakKe MCMOoNb3oBanach LWKana
Autism Treatment Evaluation Checklist (ATEC), koTopasi cocTouT 13 4 cy6-
wkan: | - peub 1 KOMMyHMKaTVBHbIE GyHKLUMY; || — coumanbHble GyHKLUY;
Il - ceHcopHble 1 KOrHUTUBHbIE dyHKUMK; IV — prsnueckue dyHKUMM, nose-
deHune. OueHrBanocb KonnyecTso 6anno., HabpaHHbIX Mo cybuikane | (peub
N KOMMYHMKaTUBHbIe GyHKLMK) Ao 1 nocne neveHus. OueHka spdeKkTuBHo-
CTV NPOBOAMSIACH MO CNIeAYIOLMM KPUTEPUAM:

a) OTCyTCTBME ynydlleHus (yBennyeHve KonmyecTBa 6annoB No CooTBeT-

CTBYIOLLEN LIKane MeHee yeM Ha 20%);

b) ymepeHHoe ynyudweHuve (yBennyeHvne Konmyectsa 6ansioB Nno cooTBeT-

cTByloLUeN WwKane Ha 20-50%);

C) 3HauuTenbHoe ynyudweHve (yBenuueHue Konuuyectsa 6annos Mo cooT-

BETCTBYIOLLEN WKane 6onee yem Ha 50%).

KnuHuyeckue pesynbTaTbl NPOBEAEHHOTO NIeUeHUs NprBeaeHbl B Tabnuue.

JaHHble D3I cBUAeTeNbCTBOBaNM 00 YBENIMUEHUUN YacCTOTbl O-PUTMA B
3aTbIIOYHbIX OTBeAeHMAX Y 78,5% fOeTer U CHUXKEHUN UHAOEeKCca MeaSIeHHON
AKTUBHOCTY fenbTa- U TeTa-AMana3oHa B JOOHO-BUCOYHBIX OTAeNax Mmo3ra y
82,3% peten.

Mo pe3ynbTaTam AMHaMWYECKOro HabnofeHUs 3a AeTbMU OCHOBHOW
rpynnbl B TeyeHUe 6 MecsAUEeB MoC/ie OKOHUYAHUS Kypca JiedeHus 6bino
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Pesynbratbl neueHns o6cnefoBaHHbIX AeTell no cy6wkane | wkanbl ATEC, a6c. (%)

The results of treatment of the examined children according to subscale | of the ATEC scale, abs. (%)

KonuuecTBo AeTeli Co 3HaUMTENbHbIM yNy4lUeHMEM Nocne Kypca JleYeHUs B pasHbIX
YpoBeHb rpynnax
OHP fpynna 1 lpynna 2
(n=34) (n=34)
| 10 (76,9) 7 (53,8)
I 14 (70,0) 12 (60,5)
1l 5(83,3) 3(50,0)

YCTaHOBJIEHO, YTO AOCTUIHYTaA NO3UTVBHAA fMHAMMKA UMena CTOMKNI Xa-
pakTep y 89,5% neTeit. BoipakeHHbI 3pdeKT B BUAe npogomKaioLerocs
yNyyLleHNA CIOBAPHOTO 3anaca B TeyeHne 2-3 MecALieB Noc/ie OKOHYaHWA
neyeHuna otmevanca y 55,3% pgetent M3 OCHOBHOW FPynbl, KOTOPble Nony-
yann MeaMKaMeHTO3HYI0 Tepanuio C BKIOYEHWEM NpenapaToB KOrMBUC U
CUNEeHTa, Y AeTell KOHTPONbHON Fpynmnbl MAEHTUYHBIA 3PdeKkT Habnopanca
y 31,6% peTen.

B npepblayLwmnx nccnefoBaHnAX nokasaHo NO3MTUBHOE BVAHME Tepa-
nMn € BKIOYEHVEeM NpenapaToB KOrMBUC W CUJIEHTA Ha peyb, CEHCOPHbIe
N KOTHUTWBHblE QYHKLMM AeTEN C KOTHUTUBHOW 3nunenTndopMHON Ae3nH-
Terpauven (88,2% nauveHToB). Takxe, No AaHHbIM MP-TpakTorpadum, oT-
MeUeHO MOoBbILLEHME CPEAHUX NMoKasaTenen GpakuMOHHON aHN30TPONUU 1
ko3dduureHTa anddy3um B nepefHUX u 3afHUX oTaenax gyroobpasHoro
TpaKTa AOMWHAHTHOrO MonyLapwsa, NPaBoro 1 NeBoro KploYkoobpasHbix
TPaKTOB, a TakXe B KOJleHe 1 Banuke mosonuctoro Tena (p<0,01). Mony-
YeHHble nokasaTtenu GPakLNOHHON aHN30TPONMMN CBUAETENbCTBYIOT 06 OT-
HOCUTENbHOM YBEIMUYEHNM TONLLVHBI U JJIVHbI YKa3aHHbIX TPAKTOB, a TaKkxXe
yBennyeHnn obbema MUeNHOBbIX 0bonouek [34].

B 3AK/TIOYEHWNE

HapyweHunsa peun y feTeil npeacTaBnsAoT co60i NoAN3TUONOrMYECKYIO
rpynny paccTpoWcTB, NPUUYMHBI BO3HUKHOBEHUA U MEXaHU3Mbl pPa3BUTUA
KOTOPbIX OCTalOTCA ANCKYTabenbHbIMU. I3BECTHO, UTO HapyLLEHUA peyn Mo-
ryT pa3BuBaTbCcA Ha GoHe obLLeln 3aePXKKM Pa3BUTUA, PACCTPONCTB ayTu-
CTUYECKOTO CMEKTPA, FEHETUUECKIX, HEBPOIOTUYECKMX 1 MeTaboNMUYecKmx
HapyweHun. OTAenbHYI0 FPynny HO30/M0rUi NpeAcTaBnAlT cobon pac-
CTPONCTBA CneKkTpa snunencun — adasnm, NPU KOTOPbIX HapyLIeHNsa peyn
pa3BuBaloTCA Ha GOHe 3/10KaueCTBEHHOW 3NMNenTUdOPMHON aKTUBHOCTA B
coyeTaHUM C SNUNEeNTUYECKMU NpUNaaKamu nnm 6e3s Hux.

Y petein ¢ HapyLWeHVAMU peyeBoro PasBuTUA crefyeT BKIOYaTb B CO-
CTaB KOMIJIEKCHOW Tepanuu npenapaTbl He/poaAanToreHHoro AencTeunA
KOTMBUC U cuneHTa. Kormemc, Kak npenapaTt CTUMYNMPYIOLWeEro AencTauns,
cofepalmin B coCcTaBe ryTaMyH, Ha3HayaeTcs B MePBON MOMIOBMHE [HA
(yTpom u gHem). MNpenapaT ocobeHHO MOKas3aH OeTAM C 3afepXKol pas-
BMTWA peuyn B COYETaHWUM C HapyLUEHUAMY MOTOPUKM, TMNOTOHMEN, NOBbI-
LUEHHOWN YTOMAAEMOCTbIO, APULMTOM BHUMAHWSA, CHXXEHNEM MNaMATU Unu
KOTHUTUBHbIM fepULIUTOM.

B BeuepHee Bpems 1 nepeg CHOM Tepanus AOMOJHAETCA MPMeMOM npe-
napaTa CU/IeHTa, KOTOPbI COAEePXUT MarHuin, L-TpuntodaH, a Takxke Tpa-
BAHblE 3KCTPaKTbl C cefaTUBHbIM AelicTBreM. [laHHbIN npenapaT nokasaH
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B nomotub Bpady [l

LLeTAM C HapYLUEHVAMI Peur B COYETaHUM C NPOABAEHNAMN FMNEPaKTUBHO-
CTU, IMMYNIbCUBHOCTH, TPEBOTU, MOBbILIEHHON BO36YAUMOCTH, HapyLLEHNA-
MW 3aCbINAHWA U CHA, HAJIMYMEM MAPACOMHII, SMOLMOHANbHON NabunbHo-
CTW, BEre€TaTUBHbIX HAPYLLEHUA.

Takum 06pa3om, COBMECTHOE Ha3HauyeHVe NpenapaToB HeNpoaaanTo-
reHHOro LeNCTBUA CUNIEHTA U KOTMBUC UMEET MO3UTUBHOE KyMyNATUBHOE
nencTBue Gnarofapa 6anaHcy mexay CTUMYNIMPYIOLWMM 1 CEAATUBHBIM Aei-
CTBYEM, Y Ai€TEN C HAPYLIEHVSAMU PeYM NPUBOAUT K YITYYLLIEHMIO KaYeCTBa X
XKM3HW Gnarofaps CTOMKOMY yNyylUEHUIO PEYEBOrO Pa3BUTUSA, CJIOBAPHOTrO
3amaca U KayecTBa peyu, HOpManM3auuy SMOLMOHANbHON U MoBedeHYe-
cKol cdepbl.
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[lprmeHeHne opuUrnHanbHOro NpoayKTa

Ha pacTutTenbHon ocHoee CnHynadeH

B JleYeHNn geTen pasHoro Bo3pacTta C OCTPbIM
PUHOCUHYCUTOM: pe3ynbTaTbl OTKPbITOro
CpaBHUTENbHOIro 06cepBaLMOHHOIO
nccnenoBaHuA*

Application of the Original Plant-Based Product Sinudafen in the
Treatment of Children of Different Age with Acute Rhinosinusitis:
Results of the Open Comparative Observation Study

Peslome

BBegeHune. CornacHo uccnefoBaHMAM PasfiMyHbIX aBTOPOB, OCTPbIM pUHOCUHYcuTOoM (OPC)
cTpagaet oT 6% o 15% HaceneHuA nnaHeTbl. TakTrKa neyeHna OPC 3aBUCHT OT IOKanu3aumm npo-
Liecca, cTeneHn HapyleHnsa ¢yHKLUOHMPOBaAHNA COYCTbA OKOJIOHOCOBBIX CMHYCOB, GpeHoTMNnYe-
CKMX ocobeHHocTel TeueHns OPC, B YaCTHOCTM XapaKTepa BOCMAIMTENBHOIO NpoLecca 1 Haamuma
OCJIOXKHEHWA.

Llenb. Vi3yyeHne 3dPeKTBHOCTM NPUMeHeHVA AneTnyeckon 4o6aBKM Ha pacTUTeNbHOW OCHOBE
CvHypadeH B KomnnekcHoM nedeHun 6onbHbix OPC geteli B Bo3pacTe oT 3 go 12 neT.

Matepuannbl n metogbl. ViccnenoBaHne NPoOBOAWIOCH B paMKax YTBEPXKAEHHOro npoToKona u
MHOOPMIMPOBAHHOIO COrNacua poauTeneit Ha ABYX KNMHMYecKmx 6asax: nop-otaeneHue Hauw-
OHasIbHOW [EeTCKOW cneunannsmpoBaHHon 6onbHuLbl «OXMATIET» (r. KneB) n MH$eKUMOHHbIE
otaeneHna OKHI «YepHoBuuKasa obnacTtHas [eTckas KiuMHu4Yeckas 6onbHuua» (r. YepHoBubl).
Mop Hawwvm HabnogeHnem Haxoamnocb 80 naumeHToB ¢ OPC B Bo3pacTe oT 3 fo 12 neT. OCHOBHYIO

* Ha npaBax peknambi.
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MprIMeHeHVe OPUrMHaNbHOIO MPOAYKTA Ha pacTUTeNbHOM ocHoe CuHyaadeH
B fleUeHM eTell Pa3sHOro BO3pacTa C OCTPbIM PUHOCUHYCUTOM: Pe3ySibTaTbl OTKPbITOTO
CPaBHUTENIbHOTO 06CEePBALMOHHOIO UCCIEA0BAHNA

rpynny coctaBunu 60 naLneHTOB, NONYYaBLUMX B KOMIIEKCHOW Tepanuu AneTnyeckyto ao6aBKy Ha
pactutenbHom ocHoBe CuHyAadeH, a KOHTPONbHYO rpynny cdopmmpoany 20 aeTeld, NoayYaBLINX
6a3vnCHylo Tepanuio.

Pesynbratbl. ViccnepoBateny AByx KNMHUYECKMX LIEHTPOB He3aBMCMMO APYr OT Apyra npuiinm
K BbIBOAY, YTO MpUMeHeHVe aneTnyeckon f4obaBkn Ha pactutesnibHol ocHoBe CuHypnadeH B KOM-
nnekcHom neyveHnn 6onbHbix OPC feTeld oT 3 go 12 neT cnocobCTBYET YMEHbLUEHNIO MECTHBIX (rH-
nepemus 1 OTeK CN3UCTON 060NIOUKM HOCA, PUHOPES, 3aTPyAHEHME HOCOBOTO AblXaHUA) 1 06LMX
(ronoBHas 6onb, o6Las cnabocTb, NOBbIWEHKE TEMMNEPaTYpPbl TeNa, CIe30TeYEeHNEe, YNXaHUe) Npo-
asneHnn OPC B 6onee KOPOTKME CPOKU MO CPABHEHWIO C KOHTPOJIbHOW rpynmnoii.

3aknioueHume. onyyeHHble pe3ynbTaTbl CBUAETENbCTBYIOT 06 3bdeKTMBHOCTU U 6e30nacHOCTU
NpuMeHeHNA aneTnyeckon fobaBku Ha pacTutenbHol ocHoBe CuHyaadeH B neyeHnn oCcTporo pu-
HOCVHYycUTa y fileTell B BO3pacTe OT 3 10 12 f1eT, YTo No3BoNAeT peKoMeH0BaTb LMPOKOe NprMeHe-
HVe faHHOTO IeYebHOro KoMMeKca Npu OCTPbIX MHPEKLMUAX BEPXHUX AblXaTeNbHbIX NyTeN.
KnioueBble cNoBa: OCTPbI PUHOCUHYCUT, fieTu, neyeHre, CuHyaadeH.

Abstract

Introduction. According to studies by various authors, acute rhinosinusitis (ARS) affects from 6%
to 15% of the world's population. The tactics of ARS treatment depends on the localization of the
process, degree of dysfunction of the anastomosis of the paranasal sinuses, phenotypic features of
the ARS course, in particular, the nature of the inflammatory process and presence of complications.
Purpose. To study the effectiveness of use of the plant-based dietary supplement Sinudafen in the
complex treatment of children with ARS from 3 to 12 years old.

Materials and methods. The study was carried out according to the approved protocol and
informed consent of parents at two clinical sites: the ENT department of the National Children’s
Specialized Hospital “OKHMATDYT” (Kyiv) and the infectious diseases departments of the ONP
“Chernivtsi Regional Children’s Hospital” (Chernivtsi). We observed 80 patients with ARS at the age
from 3 to 12 years. The main group consisted of 60 patients, who received the plant-based dietary
supplement Sinudafen, the control group - 20 children receiving basic therapy.

Results. Researchers of the two clinical centers independently concluded that the use of the plant-
based dietary supplement Sinudafen in the complex treatment of children with ARS at the age
from 3 to 12 years helps to reduce local (hyperemia and edema of the nasal mucosa, rhinorrhea,
difficulty in nasal breathing) and general (headache, general weakness, fever, lacrimation, sneezing)
manifestations of ARS in a shorter time if compared to the control group.

Conclusion. Thus, the obtained results indicate the efficacy and safety of the plant-based dietary
supplement Sinudafen in the treatment of acute rhinosinusitis in children aged from 3 to 12 years,
which makes it possible to recommend it for widespread use in acute upper respiratory tract
infections.

Keywords: acute rhinosinusitis, children, treatment, Sinudafen.

B BBEJEHWNE

Octpbii puHocuHycut (OPC) B HacToAlee BpeMA B HayyHOW NiMTepa-
Type paccmaTpuBaeTCA Kak BocrnanuTtenbHoe 3abonesaHue, nopaxatwolyee
CIM3MCTYI0 060510UKY HOCa U OKOJTOHOCOBbBIX CYHYCOB, KOTOPOE NPOAOSKa-
eTca o 12 Hepenb. B cOOTBETCTBUM C MONIOMKEHNAMY COBPEMEHHON pefak-
Lunn KnuHuyeckmnx pykosoacts EPOS 2020 [1], OPC cnepyet 3anofo3puth B
Tex cylyyasx, Koraa perncTpupyioTca gea (Mnu 6onee) HOCOBbIX CMMTOMA:

470 "Pediatrics. Eastern Europe', 2021, Volume 9, Number 3

HA NEPBYIO HA CIEQYIOLLYIO HA NPEABIAYILYIO K COAEPXAHUIO




B nomotub Bpady [l

3aN10’KeHHOCTb HOCa U puHopes (nepepHAa unn 3agHAadA). NMpu OPC moryT

HabnoaaTbCcA U Apyre CUMMITOMbI, B YaCTHOCTUW: 60Mnb/AaBneHne B obnactu

nmua, rmnocmus/aHocmus. B getckom Bo3spacte 06 OPC cBupeTenbcTByeT

Hanuuuve y nayueHTa AByx (Mnu 6onee) U3 cnegyoLWmMx CMMNTOMOB: 3an0-

MEHHOCTb HOCa, pUHOpen 1 Kallesb.

OCHOBHOV TPUrTepHOI NpUYMHOI 6one3Hn ABNAETCA OCTpasA BUPYCHadA
nHdpekumna (OPBU). 3aboneBaHne MOXeT NPOABAATLCA TPEMA OCHOBHbLIMU
KNUHMYeckmumun deHoTrnamm:

1) BupycHbii OPC, nnn npocTtyaa, Korga snusog anutca go 10 cyTok;

2) noctBupycHbin OPC, Korga cCMMNTOMbI COXpaHAlTcA gosbwe 10 CyToK
WS UX BbIPaXXEHHOCTb HapacTaeT uepes 5 cyTok;

3) 6akTepuanbHbii OPC, KOTOpbIV onpeaenaeTca Hannumem Tpex (nnm 6o-
nee) U3 ciefyowmx KNMHUKO-NapakinHNYeCcKMX MapkepoB: IMxopaaka
(=38 °C), cunbHas mecTHasA 605b B 06N1aCTV NPMAATOYHBIX Ma3yx HOCa,
OIHOCTOPOHHME CMMMTOMBI, O6LLee HeJloMOraHVe UM MOBbILEHWE Cbl-
BOPOTOUHOro copepkaHma C-peakTnBHoro 6enka (CPB) n CO3 B remo-
rpamme [1].

Cenvac, cornacHo EPOS 2020, sbigensiiot eue ognH nogtun OPC -
OCTPbIV PEKYPPEHTHBIN PUHOCUHYCWT, NP KOTOPOM Habnlogaetca 4 (unn
6onee) anusoga OPC B TeueHre OAHOTO KaNleHAAPHOrO rofjia C UHTepBanaMu
KnMHuyeckoro 6narononyunsa 6e3 »anob 1 cumntomos [2]. o MHeHuIo He-
KOTOpbIX nccnegosaTener [3], 0 NOAOCTPOM PUHOCUHYCUTE CBUAETENBCTBY-
eT NPOACIKUTENbHOCTL 3aboneBaHuA B Npeaenax oT 4 ao 12 Hegene.

Mo AaHHbIM nccnefoBaHNA PasnyHbIX aBTOPOB [4, 5], OCTPbIM PUHOCK-
HycUTOM CTpagaet oT 6% o 15% HaceneHua nnaHeTsbl, a y 0,5-2% nauuneH-
TOB C NPOCTYAON (OCTPbIA BUPYCHbI PUHOCHHYCUT) BbIABAAIT OCTPbIN 6aK-
TepuanbHbI PUHOCUHYCUT [6].

OcHoBHbIM 3BeHOM naTtoreHe3za OPC ABnAeTca HapylleHue OpeHnpo-
BaHUA OKONIOHOCOBbIX CUHYCOB B pe3y/ibTaTe MOBPEXAalowero BANAHUA
MaToOreHoB Ha CAM3NCTY0 06OMOUKY C nocneayoLen UHOGUNbBTPaLMEN, YTo
COMpPOBOXKAAETCA CyXKeHNEM eCTeCTBEHHOMO YCTbA OKONTOHOCOBbIX CUHYCOB
BMJIOTb A0 MONHOW 06CTpyKumMU nocnegHux [7]. CnegcTsrem BocnanuTesib-
HOro npouecca ABAAeTCA HapylweHne 3GPeKTUBHOCTU MYyKOUWUANAPHOIO
KNMpeHca ¢ nocneayowmnm CKONIeHnemM B OKOJIOHOCOBbIX CMHYCax BOCMa-
NUTeNbHOro 3KccyaaTa.

Takum 06pa3om, OCHOBHbIM HanpasneHrem B 6opbbe ¢ NpocTygou 1
OPC aBnsaetca npodunakTmka BUPYCHbIX UHGEKLMIA, B NEPBYIO oYepeab My-
TEM YeTKOro COO/II0AEHUA MTMIMEHNYECKUX NPaBUSI, B YaCTHOCTU MbITbA PYK,
NCMOJb30BaHNA Pa3oBbIxX candeTok, N30AALMN NPU NEPBbIX KIMHUYECKUX
npr3HaKax npocTyabl 1 T. N. B 0cobbIx anuaeMmyeckmx cutyaumax (Hanpu-
mep, B nepuoa naHgemun COVID-19) moryT notpeboBaTtbca 6onee cTporne
pekomeHAaLumMn, B YaCTHOCTU cCoLManbHOE AUCTaHLUMPOBaHWe, 3aluTHasA
MacKka Anf nuua v rnas, a Takxke BBefleH/e KapaHTUHa B OpraHn30BaHHbIX
Konnektuaax [8]. TakTUKa neyeHnsa oCTpbiX PUHOCUHYCUTOB 3aBUCKT OT J10-
Kanvsaumm npouecca, CTeneHn HapyleHusa GyHKLMOHMPOBAHNA COYCTbS,
deHoTUNMYecKnx 0co6eHHOCTEN TeUeHUA CUHYCHTA, B YAaCTHOCTM XapaKTe-
pa BOCManuTesIbHOro NpoLecca U HaMumA OCNOXHEHWI. B 3aBncmmocTy ot
¢deHoTina OPC 1 B COOTBETCTBUM C Pa3fiNUYHbIMU pekomeHgaumamu [1, 3, 9],
neyeHre OPC MoxeT 6bITb NpeCTaBNEHO ClIeAYOL MM 06pa3oM.
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Mpn BupycHom OPC (npoctypa) pekomeHAyeTCA MperMyLLecTBEHHO
cUMMTOMaTUYeCcKasa Tepanua: Cpen MOPCKOWN BOAbI, HECTepOWAHbIe Mpo-
TUBOBOCNaNMTENbHbIE NPenapartbl, Ha3asbHble AEeKOHIreCTaHTbl, aHTUINCTa-
MUWHHbIE NpenapaTtbl BTOPOro NOKONEHUs B nepBble 2 AHA (NpU Hanuuum
Npr3HaKoB aTonuu), Npenaparbl LUHKa B TeYeHre nepBbix 24 4acoB OT No-
ABNIEHVA CUMNTOMOB, duTONpenapaTsbl, B YaCTHOCTU aHgporpaduc meTtesnb-
yaTbli. He pekomeHyeTcA Ha3HauYeHne aHTMONOTMKOB, MIOKOKOPTUKOCTe-
povaoB, MapOBbIX MHraNALUMNA, a Takke NpenapaToB C HeJoKazaHHON Npu
OPC knuHnyeckomn 3¢pdekTMBHOCTbLIO.

Mpun noctBnpycHom OPC pekomeHAylOTCA CNpen MOPCKOW BOAbI, He-
CTepouAHble NPOTUBOBOCMNANUTENIbHbIE NpenapaTbl, eKOHrecTaHTbl, GUTo-
npenapatbl, B YaCTHOCTU aHAporpaduc metenbyatbliil. He pekomeHpayeTca
Ha3HayeHMe aHTUOMOTUKOB, CUCTEMHbIX KOPTUKOCTEPOUAOB, aHTUIUCTa-
MUWHHBbIX NpenapaTos.

Mpu 6akTepuanbHom OPC Ha3zHaualoT CUMMMNTOMATUYECKOe JieueHre U
aHTMOMOTMKMN WIMPOKOro cnekTpa fAencTeuA. Mpu BbipakeHHOM 605eBoM
CUHAPOME MO MOKa3aHWAM NPUMEHAIT CUCTEMHbIE KOPTUKOCTEPOUIHbIe
npenaparbl.

YuuTbiBas 1o, YTo 6akTepuanbHbii OPC pa3BuBaeTCA 3HAUNTENBHO pexe
(ot 0,5 po 2% cnyyaeB), NO CPaBHEHWIO C BUPYCHBIM UNN MOCTBUPYCHbBIM,
COBEPLUEHCTBOBaHME NIeUebHON TaKTUKM MMEHHO NPY AaHHbIX deHoTunax
3aboneBaHuA B AETCKOW NPaKTUKe NpefcTaBsaeTCsA JOBOSIbHO aKTyanbHOM
3afayelt. B cBA3mM ¢ 3TM 0coboro BHUMaHWA TpebytoT coBpeMeHHble GprTo-
npenapatbl [10], copepallyme B CBOEM COCTaBe aHAPOrpaduc metenbyaThbii
(Andrographis paniculata), KoTopblii TOKa3aH Npy pecnnpaTopHbIX 3abone-
BaHUAX, B YaCTHOCTW MPW NPOCTyae, rpunmne u apyrux MHGEKLMsX BepXHUX
AbIXxaTenbHbIX NyTen, Kawne n nuxopagke [11]. JaHHbIA pacTUTENbHbIN KC-
TPaKT YacTo BXOAWT B COCTaB GUTOKOMMO3ULMIA, HanpuUmMep, ABNAETCA KOM-
NMOHEHTOM AneTnYecKo Ao6aBKM Ha pacTUTeNnbHo ocHoBe CMHypadeH.

B LEJTb NCCNTEQOBAHNA

MN3yueHne 3peKTMBHOCTM NPUMEHeHWA aneTmyeckon JobaBKK Ha pac-
TUTeNbHOM ocHoBe CUHYAadeH B KOMMIEKCHOM fleYeH GOMbHbBIX OCTPLIM
PVIHOCMHYCUTOM fieTel B Bo3pacTe OT 3 Ao 12 net.

B MATEPUAJIbI U METO/bI

WccnepoBaHe NpoBoamMnoCch B paMKkax yTBepKAEHHOro npoTokona u
MHGOPMMPOBAHHOIO COrNacuA poguTeneil Ha ABYX KAMHMYecKMx 6asax:
nop-otaeneHne HaumoHanbHOM AETCKOW Cneumnan3npoBaHHOM 60bHMLbI
«OXMATIET» (r. KneB) un undekumoHHble otgeneHna OKHIM «YepHoBuLKas
obnactHas geTckas KnvHuuyeckaa 6onbHuua» (r. YepHosubl). Mog Hawwmm
HabnoaeHem Haxoaunocb 80 nauneHToB ¢ OPC B Bo3pacTe oT 3 go 12 net.
Kputepuamm BknoueHnA B NcciiefoBaHue Obinu:
= BO3pacT nayueHTos ot 3 o 12 neT;

®  [MarHO3 «OCTPbIN BUPYCHbIN PUHOCUHYCUTY;
¥ AMarHo3 «OCTPbI MOCTBUPYCHBIA PUHOCUMHYCUTY;
B [1MarHO3 «OCTPbI GakTepUanbHbIi PUHOCUHYCUTY;
" Hannyme NMCbMEHHOro MHPOPMMPOBAHHOIO COrNacuA poanTeneit u na-
LmeHTOB cTaple 11 f1eT Ha yyacTue B UCCIef0BaHNM 1 BbINONIHEHME ero
TpeboBaHwi.
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Kpvtepnun ncknoueHms 13 uccnefoBaHnsa cneayoLme:

BO3pacT NauneHToB A0 3 unu ctapLue 12 ne;

HannymMe MOBbILEHHON YYBCTBUTENbHOCTM K KOMMOHEHTaM npopdyKTa

CuHypadeH;

naumneHTbl C TAXeNbIMK 6aKTepranbHbIMK MHOEKUMAMN;

opraHunyeckre 3aboneBaHnA POTOrOTKM, B TOM YMCIie OMyXOnu, THOW-

HO-HEKpOTUYeCKme NpoLecchl N T. 4.;

B OTKa3 poauTenelrt oT NOAMNMCAHUA NMUCbMEHHOTO MHGOPMUPOBAHHOMO
cornacus;
®  OTKa3 OT YeTKOro cobnogeHus TpeboBaHmin NPoToKoNa.

CornacHo npotokony «MccnepoBaHne 3¢beKTUBHOCTU NCNONb30BaHNA
aveTtnyeckon fobaBKM Ha pacTuTenbHoW ocHoBe “CuHypadeH” y getein
OCTPbIM BUPYCHbIM PUHOCUHYCUTOM, OCTPbIM MOCTBMPYCHBIM PUHOCUHYCU-
TOM, OCTPbIM H6aKTEPUASIbHBIM PUHOCHYCUTOM» 60 NMauneHTOB (OCHOBHas
rpynna) B COCTaBe KOMMJIEKCHOTO NIeYeHWA NoyYanu AaHHYI0 AUETNYECKYIO
[06aBKy Ha pacTUTENIbHOW OCHOBeE B XKMAKON GopMe nepopasibHO COOTBET-
CTBEHHO BO3PACTHbIM J03aM, YKa3aHHbIM B MeAULNHCKOWN MHCTPYKumm. Cy-
TOYHaA [03a AnA AeTel B Bo3pacTte oT 3 fo 12 neT coctaBnsana 5 mn cmpona
OfViH pa3 B cyTkn. OcTanbHbIM 20 feTAM KOMMIEKCHOE JleYeHne He npefyc-
MaTpUBano NpUMeHeHVe AneTYecKon A06aBKM Ha PacTUTENbHOW OCHOBE
CrHygadeH, 1 oHV chOpPMMPOBaNM KOHTPOSbHYIO rpynny cpaBHeHus. PaH-
Jomm3alma u pacrnpepeneHvie feTei Ha rpynnbl OCyLeCTBAANNCD C UCMOSIb-
30BaHMeM TabnuLbl ClyyYanHbIX Yncen.

B Tabn. 1 npmBeaeHo pacrnpeaeneHrie no nony 1 Bo3pacTy AeTen, Bo-
LWeALWnX B UCCNefoBaHMe B pasHbiX LIeHTpax.

Mo BO3pacTy 1 nony JOCTOBEPHbIX Pa3NNYUi Mexay KoropTamu nauu-
€HTOB B Pa3/INYHbIX NCC/IEA0BATENbCKUX LIEHTPaX, @ TaKXKe MeXXAy OCHOBHOM
N KOHTPOMbHOW rpynnamu He yCTaHOBMIEHO. BmecTe € TeM oTMeueHbl pas-
NIMYMA No YacToTe oTaenbHbix deHoTmnos OPC y aetelt rpynn cpaBHEHMS,
MOCKONbKY B KOHTPONbHOWM rpynne y nauveHToB B 100% cnyyaeB vmen
MECTO OCTPbI BUPYCHbIA PUHOCKMHYCUT, @ B OCHOBHOW rpynne Jona Takmx

Ta6bnuuya 1

O61an xapaKTepuCTUKa AeTel rpynn cpaBHeHUs
KnuHunyeckne ueHTpbl / rpynnbi LG L0 L L Bospacr (nert)

nayneHToB non (%)

MaumeHTbl C OCTPbIM pUHOCUHYCKTOM (r. Knes) 26 57,7 8,0+0,47
MNauneHTbl C OCTPbIM PUHOCUHYCUTOM (. YepHOBLibI) 34 471 6,6+0,42
OcHoBHasA rpynna 60 51,7 7,2+0,33
KoHTponbHasa rpynna 20 60,0 6,8+0,62
Po, t >0,05 >0,05

Table 1

General characteristics of children in the comparison group:
Clinical centers / groups Number of patients Male gender (%) | Age (years)
Patients with acute rhinosinusitis (Kyiv) 26 57.7 8.0£0.47
Patients with acute rhinosinusitis (Chernivtsi) 34 471 6.6+0.42
Main group 60 51.7 7.2+0.33
Control group 20 60.0 6.8+0.62
Po, t >0.05 >0.05
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nauueHToB cocTaBnana 91,7% (p<0,05), a y ocTanbHbIX NaLMEHTOB OTMeYa-
NNCb NPU3HAKM NOCTBUPYCHOTO crHycuTa (8,3% cnyyaes). OfHaKO AaHHble
OT/INYWA He BAUANIM Ha OObEM TEPANUU 1, TaKNM 06PA30M, He NCKaXKanu ee
pesynbTartbl.

WccnepoBaHne npepycmatpriBano c60p MacrnopTHbIX, aHaMHecTuYe-
CKUX flaHHbIX, 06beKTMBHOE 06CNefoBaHVe aeTel Npy paHAOMU3aLNOHHOM
(0 BM3KMT) BU3UTE, MOC/IE KOTOPOrO Ha3Havanca (v He HaszHavasncA) uccne-
AyeMbll NpoAyKT B KomrnekcHon Tepanun OPC. B fanbHelwem NOBTOPHbIe
KNMHMYeckme o6cneioBaHUs NPOBOAWINCH BO BPEMS LLIECTW NOCNEYIOLIX
BM3UTOB 3a nepuof 14 CyTOK fleyeHus.

Ha kaxgom 13 nocneposaTefibHbIX BU3MTOB OCYLLECTBAANACh OLEeHKa
BbIPaXXE€HHOCTM MeCTHbIX 1 06wmx cumntomoB OPC ¢ NoMoLLbio KOHCTeN-
NAUMOHHOW 6annbHON WwKanbl: 0 6annoB — oTCyTCTBME CUMMTOMa; 1 6ann —
yMepeHHas BbIPaXKeHHOCTb CUMMNTOMA; 2 — 3HaUUTeNbHasA BblPaXeHHOCTb.

OueHuBanu cnegyroume KNnHUYeckme CMNTOMbl:

. MecTtHble npossneHua OPC (makcumanbHas cymma 2 6anna):
runepemuma ciM3ncTon oboNoYKM HOCa;

OTEeK C/IM3MCTOM 060NOYUKIN HOCa;

CNU3KCTbIE BblAENEHNA B NONOCTM HOCa;

rHOMHbIE BblAeNeHNA B MONOCTM HOC];

3aTpyAHEHMe HOCOBOrO AbIXaHWA.

Il.  O6wme cMMNTOMbI HeloMmoraHus (MakcMarnbHaa cymma 2 6anna):
ronosHas 60nb;

NoBblILLIEHVEe TemnepaTypbl Tena;

cnesoteyeHue;

unxaHwue;

obuwas cnabocTb.

OueHKa 3pdeKTUBHOCTM NeyeHrs oCyLLeCcTBAANACH MO TaKUM KPUTEPUAM:
BbI3AOPOBJIEHNE Ha MPOTAXKEHWM 7 CYTOK fleYeHuns;
BbI3/JOPOBJIEHNE Ha NPOTAXKEHUN 14 CYyTOK NleyeHuns;
COCTOAIHME C yNyuLleHneMm;

OTCYTCTBUME YNYULLEHWS;

NpU3HaKN BTOPUYHOTO MHOMLIMPOBAHKA.

Kpome 3T0ro, oueHnBanu HeraTuBHbIe ABNEHWA, CBA3AHHbIE C IeYeHU-
€M, N MepPeHOCMOCTb IeYeHNnsA Ha 5- 1 10- AHK neveHnA. Ha Kaxgom Bu-
3UTe C Ucnonb3oBaHveM 10-6anbHOI Br3yanbHO-aHaNoOroBON WKasbl Po-
ONTENN NauMEHTOB CAMOCTOATENIbHO OLEHUBANM BbIPaXKeHHOCTb 60NeBbIX
CMMMTOMOB.

MonyyeHHble pe3ynbTaTbl NCCIIeAOBaHUA aHANN3MPOBANNCH C MOMOLLBIO
KomnbloTepHbix naketoB STATISTICA StatSoft Inc. n Excel XP Windows Ha
nepcoHasbHOM KOMMblOTEpe C NCMOMb30BaHNEM MapamMeTpUYeckux n He-
napameTpuyecknx MeTofoB BbluncneHmsa. OueHKa pucka peanunsaumm co-
6bITUS NPOBOAMIACH C YYETOM BENUUYUH OTHOCUTenbHoro (OP), atpnbyTue-
Horo (AP) puckoB 1 cooTHoweHuA waHcoB (CLU), a Takxke nx 95% posepu-
TeNbHbIX UHTePBanoB. 2GPeKTUBHOCTb NPOBEAEHHOTO SleUeHUs OLeHBaNu
c yyetom cHuxeHunA (CAP) abconioTHOro prcKa, CHUXKEHNA OTHOCUTENBHOTO
pucka (COP) HebnaronpuAaTHOro CO6LITUA C YY4ETOM MUHUMAJIBHOFO KONU-
yecTBa 605bHBIX (MKB), KOTOPbIX HEOOXOAUMO MPONEYUTL ANA MNOSyYEHNA
O[HOrO NONOXNUTENIbHOTO pe3ysnbraTa.
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B PE3YJIbTATbI N OBCYXXAEHUE

WccnegoBatenn ABYX KNMMHNYECKMX LIEHTPOB He3aBNCMMO APYT OT Apyra
NPULLAK K BbIBOAY, YTO y»Ke C | BU3nTa nocne Havyana fieyeHna oTMeyanucb
yeTKME KIIMHMYECKNE NPeUMyLLEeCTBa KOMIMIEKCHOTO fleyeHuns 60nbHbIx OPC
LeTell C NpUMEHeHreM JneTuyeckon obaBKu Ha pacTuTenbHoM ocHoBe Cu-
HypadeH. Tak, cymmapHas 6ansbHas OLeHKa MeCTHbIX CMMNTOMOB Ha Il Bu-
3UTe y AeTell OCHOBHOU rpynnbl coctaBuna 7,03+0,21 6anna, a B KOHTPOJb-
Ho rpynne oHa gocturana 7,65+0,18 6anna (p<0,05). Cpeau coctaBnaoLLmx
[aHHOW OLIEHKM He CJTyYaNioch CTaTUCTUYECKM JOCTOBEPHOTO Pa3nnyna, CBU-
[eTeNbCTBYIOLWEro o npenmyllecTse ncnonb3oBaHua CrHygadeHa, Tonbko
B OLIeHKaX BbIPaXK€HHOCTW CIM3UCTbIX BbIAENEHWI B MONOCTM HOCa 1 OTeKa
CNM3NCTON. B TO e BpemA OCTOBEPHO MEHbLUYIO TAXKECTb Y NpeacTaBuTe-
Nlel OCHOBHOW rpynmnbl Onpefensanu no Takum CUMNToMaMm, Kak rmnepemus n
OTEYHOCTb CIN3MCTON 060N0YUKM HOCa, @ TaKkXKe 3aTpyJHeHe HOCOBOTO Abl-
XaHUA, CIM3NCTbIE Y THOWHbIE BblAeNeHNA B NOI0CTU Hoca. B uenom cymmap-
HasA oLleHKa BbIpaXeHHOCTUN MeCTHbIX cumnToMoB OPC, KoTopas npeBbiluana
5 6annos, yxe Ha | BU3UTe B OCHOBHOI rpyrne BCTpeyanach B 91,7% cnyyaes
npoTre 100% HabniogeHwi B rpynne KoHTpons (p<0,05).

Mpy NpoBefeHMN NOBTOPHbLIX BU3MTOB KNUHMYecKasa 3bdeKTUBHOCTb
MCMonb30BaHNA AneTnyeckon fobaBky Ha pacTuTenbHol ocHoe CrHyaa-
deH B KomnnekcHom neyeHny OPC noaTBepKaanach CTabunbHOCTbIO CTaTH-
CTUYECKM AOCTOBEPHDBIX Pa3fvymii Mo Cymme 6annoB OLEHKM TAXKECTWN MeCT-
HbIX NPOSBNEHWI BOCMANUTENBHOMO Nnpouecca (Tabn. 2).

Ha Il BU3uTte yactota cyMmapHoI OLEeHKM Bblle 5 6annos nmena Mecto
yxey 45,0% naymeHTOB OCHOBHOW rpynmbl U BCE eLle onpeaenanach y Bcex

Ta6bnuua 2
CpaBHUTeNbHbIe pe3ynbTaTbl 6a/IbHOIN OL@HKU TAXKECTN MeCTHbIX NPOAB/IEHNI OCTPOro PUHOCUHYCUTa
B KNNHn4yeckux rpynnax (M+m)

MopsaakoBbI HOMep BU3UTa 8:'6‘:;"3“ rpynna :(no:;gonbuaﬂ e P

| BU3UT 7,03+0,21 7,65%0,18 <0,05
Il BU3WT 4,11+0,22 6,1+0,16 <0,01
Il BU3UT 2,33+0,21 4,45+0,250 <0,01
IV Bu3ut 0,76+0,17 2,7+0,16 <0,01
V Bu3sut 0,02+0,01 1,2+0,14 <0,01
3asepuatowmit (VI) Busut 0 0,1+0,06 -

MNpumeyanue: P — kputepuin pasnnunin CTblopgeHTa.

Table 2
Comparative results of the score of the severity of local if ions of acute rhinosinusitis in clinical groups (M+m)
- Main group Control group
The sequence number of the visit (n=60) (n=20) p
| visit 7.03+0.21 7.65£0.18 <0.05
Il visit 4.11£0.22 6.1+£0.16 <0.01
Il visit 2.33+0.21 4.45+0.250 <0.01
IV visit 0.76+0.17 2.7+0.16 <0.01
V visit 0.02+0.01 1.2+£0.14 <0.01
Final (V1) visit 0 0.1+£0.06 -
Note: P - Student’s t-test.
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MprIMeHeHVe OPUrMHaNbHOIO MPOAYKTA Ha pacTUTeNbHOM ocHoe CuHyaadeH
B fleUeHM eTell Pa3sHOro BO3pacTa C OCTPbIM PUHOCUHYCUTOM: Pe3ySibTaTbl OTKPbITOTO
CPaBHUTENIbHOTO 06CEePBALMOHHOIO UCCIEA0BAHNA

npepacTaBuTenel rpynnbl KoHTpona (p<0,01). Ha lll Bu3ute Takyto cymmy
6annioB TAXKECTW MEeCTHbIX MPOABNEHWIA onpeAenanu yxe y 55,0% naunen-
TOB KOHTPOJIbHOW Fpynribl, OAHAKO Nub B 5,0% HabniogeHnii B OCHOBHOM
KnunHn4Yeckon rpynne (p<0,05). B KOHTposibHOM rpynne npu o6cnegoBaHnm
geTein Bo Bpemsa |V BM3nTa cymmapHasa oueHKa, npesbiwatowan 3 6anna,
onpepensanacb y 55,0% nauneHToB, a Ha V Bu3uTe — B 5,0% HabnopeHui.
Y peten, nonyyaBlUMX B COCTaBe KOMMIEKCHOro fledeHna CuHypadeH, yka-
3aHHaA cymma 6annoB OLEHKM TAXKEeCTU MeCTHbIX npossneHunin OPC nmena
MecTo cooTBeTcTBeHHO B 10,0% cnyyaes Bo Bpems IV BusnTa (p<0,05), a Ha
V BU3nTE KNMHUYeCKUX nprsHakos OPC He 6bl10 06HAPYKEHO HU Y OOHOTO
nayueHTa.

Heobxoanmo oTmMeTuTb, UTo YyXe Ha |V BU3nTe y AeTelt OCHOBHOW rpyn-
Mbl, B KOMMJIEKCHOE fleyeHre KoTopbix Bxoaun CrHyaadeH, 6annbHas oueH-
Ka OTAeNbHbIX MECTHbIX CUMNTOMOB He MnpeBblilwana 1 6anna, uto ceugeTenb-
CTBOBAJIO O 3HAUNTeNbHO 6onee nerkom TeueHun OPC.

Mo cpaBHeHMIO C AeTbMY OCHOBHOW FPyMnbl, NOYyYaBLUMMMN B KOMMEKC-
Holi Tepanum OPC gmeTtnyeckyto fobaBKy Ha pactutesnibHol ocHoBe CrHY-
nadeH, y npepactaBuTeniell KOHTPONbHOWN FPYNMbl OTMEYEH CTaTUCTUYECKN
3HaUMMbIV MOBBILWEHHbIN KJIMHNKO-INUAEMNONOTNYECKNIA PUCK TAXKESbIX
MeCTHbIX nposBneHnin OPC, npeacTaBieHHbIX B BuAae GannbHOW OLIEHKM.
Tak, p1Uck cymMmapHoOI oueHKn 6onee 5 6annos Bo Bpems | Bu3uTa y fe-
Tel KOHTponbHon rpynnbl coctasun: CL=3,0 (95% AW: 1,35-6,64); OP=1,9
(95% OW: 1,37-2,17), AP=0,26; a Ha Ill BU3uTe pUCK JaHHON OLEHKN CUM-
nTtomoB OPC pocturan: CLLU=9,0 (95% AW: 7,17-50,3), OP=2,5 (95% OWN: 1,4-
6,0), AP=0,55. Pocnn waHcbl CyMMapHOI OLEHKM BblPaXXeHHOCT MECTHbIX
cumntomoB OPC 6onee 3 6annos 1 Bo Bpems IV BU3WTa y NaLMEHTOB KOH-
TPONbHOW rpynmnbl OTHOCUTENbHO AeTeld, nonydaslumnx CuHygaden: CLLU=9,0
(95% [W: 4,2-19,1), OP=2,23 (95% AWN: 1,3-4,13), AP=0,47.

MpofonXnTenbHOCTb PerncTpaLumn MecTHbIX CMMNTOMOB OCTPOMO pu-
HOCUHYCWTa Y ieTell OCHOBHOW rPynMbl Takxe Oblfla MeHbLLE 1 COCTaBnANa
5,21%0,29 cyTOK NpoTuB 6,95+0,26 CYTOK y NaLMeHTOB KOHTPOJbHOM rpyn-
nbl (p<0,05).

MpoBefeHHbIN B AUHAMKKe HAabMIOAEHUA aHanu3 BblPaXXeHHOCTU 06-
WMX KAVMHUYECKMUX CUMMNTOMOB, CONPOoBOXKAaoWwmx TeyeHne OPC y pgeten,
nokasaJs, 4YTo noj BAAHWEM [OMOIHEHNA KOMMIEKCHOIO JSleyeHna aneTu-
yeckol f06aBKOW Ha pacTuTenbHOW ocHoBe CuHydadeH UHOEKUMOHHO-
BOCMaNIUTENbHbIV NPOLLeCC NpoTeKan AOCTOBEPHO flerye v nven bonee Ko-
POTKYI0 MPOAOIKNTENbHOCTb. Tak, Nocsiie Hayana NieyeHna 1 nonyyeHus
aneTnyeckon fob6aBKM Ha PacTUTENbHOW OCHOBE Ha PaHAOMMU3aLMOHHOM
BM3WTe yxe npu obcnefoBaHUN Ha | BU3MTe cpefHAA 6annbHasa oLeHKa Ta-
KeCTn KAMHMYECKNX CUMNTOMOB COCTaBJIAa B OCHOBHOW rpynne 5,21+0,29
6anna, a B KOHTPOJIbHOWN — 6,96+0,27 6anna (p<0,05). CTaTnCTYecKn fo-
CTOBEPHO Y NpefcTaBuTeNiell KOHTPOIbHON rpynnbl npeobnagana Bbipa-
MeHHOCTb 06Leit cnabocTn 1 nuxopagku y 60nbHbIX geTelr. He otmeueHo
[OCTOBEPHbIX Pa3fIMumnii B OLleHKe BbIpaKeHHOCTU FONIOBHOWN 60K, unxa-
HUA 1 cne3oTeveHnsa. OfHAKO CyMMapHasa OLeHKa BblpaXKeHHOCTU o6Lwmx
cumntomoB OPC, koTopas npeBbilwana 5 6annos Ha JaHHOM BU3UWTE, JOCTO-
BEPHO Yallle Mesia MeCTO B KOHTpOJIbHOW rpynne (95,0% cnyyaes) no cpas-
HEHMIO C OCHOBHOM (56,7% HabniopeHuni, p<0,05), uTo accounMmpoBanocb
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C COOTBETCTBYIOLMMM MOKasaTenAamMn pucka gaHHoro cobbitma: ClU=14,5
(95% AW 5,4-38,8), OP=6,04 (95% OWN: 5,1-7,2), AP=0,52.

Bo Bpems Il BU3nTa yKa3aHHble 3aKOHOMEPHOCTM COXPaHANNCb N CBU-
[LeTenbCTBOBANN O KNIMHMYeCKN 6onee nerkom tedeHmmn OPC Ha ¢oHe npu-
MEHeHUA AneTnYecKkon Jo6aBKMN Ha pacTuTenbHol ocHoBe CHypadeH. Tak,
CpefHAA OLeHKa BbIPa)KeHHOCTN NUXOPAAKMN B OCHOBHOW rpynne cocTaBna-
na 1,0 6anna, a B rpynne KoHTpons — 1,35+0,11 6anna (p<0,001), obLwei cna-
60cTn — 1,04+0,03 1 1,8+0,09 6anna cooTBeTCTBEHHO (P<0,01), a cymmapHas
OLleHKa 06LMX CMMNTOMOB 3aboneBaHuUs paBHsAnach 2,28+0,23 n 4,95+0,22
6asina B OCHOBHOW 1 KOHTPOJIbHOW rpynnax cOOTBeTCTBeHHO (p<0,01). Cym-
MapHas oLeHKa BblpaXeHHOCTN obwmx cumntomos OPC, KoTopas npeBbl-
wana 5 6annoB, TakXe valle perncTpupoBanacb B KOHTPOSIbHOM rpynmne
nauMeHToB, YeM B rpynne feteit, nonyyaswmx CuHypadeH (65,0% npoTrs
15,0% cnyyaeB cooTBeTCTBEHHO, P<0,05). [oKka3aTenn KNNMHUKO-3NMAEMMNO-
JIOTMYECKOro prCKa AAaHHOTO COObLITUSA Y MALUEHTOB KOHTPOMbHON Fpynmbl
Mo CpaBHEHMIO C AeTbMM, KOoTopble nonyyanu CuHypadeH, 6binm cnegyowuy-
mu: ClI=10,5 (95% AW: 5,3-20,9), OP=2,8 (95% [W: 1,7-4,5), AP=0,53.

Tpetnii (Ill) BU3NT XxapakTepusoBanca cpefHen CymMapHoW oLeHKom 06-
LWMX CUMNTOMOB Ha ypoBHe 0,55%0,1 B ocHoBHOW rpynne npoTus 2,85+0,18
6anna B KOHTponbHol (p<0,001), a yacToTa peructpauuy cymmbl 3 6anna
1 bonee coctaBuia COOTBETCTBEHHO 3,3% CJlyyaeB B OCHOBHOW rpymnne u
70,0% HabniogeHwin B rpynne KoHTpona (p<0,001) ¢ cooTBeTCTBYIOWMMM
noKasaTenAamy KNMHUKO-3MMAEMMOSIOrMYeCcKoro pucka AaHHoro cobbitva
B KOHTPOJIbHOM Fpynne oTHocuTenbHO ocHoBHow: CLLUI=68,4 (95% AW: 21,1-
222), 0P=4,03 (1,4-11,7), AP=0,72.

Mpn obcnenoBaHun aeteir Ha IV Bu3nTe y 93,3% nauneHTOB OCHOB-
Holi rpynnbl o6wwme cumntombl OPC oTcyTCTBOBanu, B NPOTUBOBEC STOMY
B rpynne KOHTPONA AaHHbIA NokasaTenb cocTaBua Bcero 5,0% nauneHToB
(p<0,001). Bo Bpems V BU3NTa CUMATOMOB UHPEKLNOHHO-BOCNANNTENbHO-
ro npouecca B OCHOBHOW rpynne He 0TMeYanocb BoobLle. B To xe Bpema B
rpynne KOHTposiA Ha |V BU3uTe nmenv MecTo euH1YHbIE CUMMTOMbI 06LLeit
cnabocTy, cne3oTeyeHns 1 YnxaHus, a Ha V BU3UTe OTCYTCTBME OOLUMX CMM-
NTOMOB pernctpuposanu Tonbko y 90,0% pgeten (p<0,05).

Takum o6pa3om, MCxoAa U3 OLEHKM MECTHbIX U OBLMX CMMMATOMOB, Y
60onbHbIX OPC peTelt, NonyyaBLWKMX B KOMIMIEKCHOW Tepanuu fueTnyecKyto
no6aBKy Ha pacTuTenbHoi ocHoBe CuHyaadeH, Habnoganu CTaTMCTUYeCKm
3HayVMble MPEeNMyLLEeCTBa OTHOCUTENBHO TAXECTU U NPOJOIKUTENBHOCTM
UHGEKLMOHHO-BOCMANIUTENIBHOMO NpoLiecca Mo CPaBHEHWIO C NpeacTaBumTe-
NAMU KOHTPOJbHOM FPyMMbl NaLMEHTOB.

YuyacTtue B ncciefoBaHMM COrNacHo NPOTOKOy 3aBepLunnu Bce 80 nauu-
eHToB ¢ OPC. BbizgoposneHue nocne 7-ro gHA neveHns otmeTtnnm 80,0% po-
auntenen naumeHToB OCHOBHOM rpynmnbl 1 83,3% B KOHTPONbHOWM rpynne
(p>0,05), HO NPONOHraUNa eOUHUYHBIX 1 CNTabO BbIPAXKEHHBIX KIMHUYECKUX
CMMMTOMOB JOfiblue 7-ro AHA fieyeHunsa nmena mecto y 90,0% npepcrasute-
Nel KOHTPONbHOW rPYMMbl U TONbKO Y 6,7% NaumeHTOB OCHOBHOWM Fpymnnbl
(p<0,001). Takum 06pa3om, No CpaBHEHWUIO C AETbMM, NONYYaBLUUMK ONETH-
yeckyto 106aBKy Ha pacTuTenbHol ocHoBe CUHyfadeH, y NaumneHToB KOH-
TPOJSIbHON FPYNMbl JOCTOBEPHO BO3PaCTanN LaHChl NPOSIOHTaLMN CUMMTO-
moB OPC gonbuie 7-ro gHA neuyenus: CLU=22,8 (95% AW: 9,7-53,4), OP=2,5
(95% OW: 1,2-5,3), AP=0,55.
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MprMeHeHVe OPUrMHaNbHOIO NMPOAYKTA Ha pacTUTeNbHOM ocHoe CuHyaadeH
B JIeYEHUV AeTEN Pa3HOro BO3PACTa C OCTPbIM PUHOCUHYCUTOM: PE3YbTaThl OTKPBITOro
CPaBHUTENIbHOTO 06CePBALMOHHOIO UCCIEA0BAHNA

BaXkHbIM ABAAETCA U TO, YTO, COrNAcHO AaHHbIM NPOBEAEHHOro nccne-
[AOBaHNA, NEPEHOCMMOCTb KOMMIEKCHOTO NleYeHsA B KIIMHUYeCKUX rpynnax
CpaBHeHWA oTnnYanach. Tak, B OCHOBHOW rpynne Ha 5-e n 10-e cyTKu feve-
HUSI NEPEHOCMMOCTb ANETMYECKOW [06aBKM Ha pacTUTeNnbHOM ocHoBe Cu-
HypaadeH Bcemmn nauymeHTamu (100%) oueHVBanach BbICOKMM 6annom — Kak
«OYeHb XopoLas» (oueHKa 4 6anna).

Cy6beKTVBHaA OLeHKa JieYeHUs C NCNob30BaHEM AMETNYECKON f0-
6aBKM Ha pacTuTenbHol ocHoBe CuHypadeH BCcemMu naumeHTamu (M/wunm
poautenamu geteid) 6bl1a caMoii BbICOKOW (4 6anna — «OTINYHO»), B Tpyr-
ne KOHTPONA TakasA OLeHKa NPoBeAeHHOro neyeHusa nmena MecTto Nnlb B
5,0% cnyyaeB (P<0,0001), a B ocTanbHbIX HabnoaeHNAX onpenensanach Kak
«o4eHb xopowasn» (3 6anna). O6bACHANN TaKue pas3nunuua, yumTbiBaa pe-
3y/bTaTbl CAMOOLIEHKIN POANTENAMU BbIPAXKEHHOCTY 6ONM MO LWKase OLEeHKM
6onu (puc. 1).

Ha puc. 2 npuBefeHbl cpaBHUTENbHbIE pPe3ynbTaTbl OLEHKMN BblpaXeH-
HOCTK 6051 poguTenamm 6onbHbix OPC feTeli Ha NPOTAXeHUN BCEro nepu-
Ofa JSleyeHnA No Br3yasibHO-aHasIOrOBOW LWKane.

B 3aBeplueHve, paccmaTpmBas NPOSIOHTaLMI0 AANTENbHOCTN fleveHnn
OPC 6ornee 7 CyTOK Kak MpU3HaK OMpeAeneHHOW TeparneBTUYEeCcKOWn He-
YCMELWHOCTN, CH/XEHNE KIIMHUKO-3NUAEMUONONMYEeCKOro prcka AaHHOro
COObITVA MOXET BbICTYNaTb yoeAuUTeNbHbIM KPUTEPMEM YCMELLIHOTO Sieve-
HUA. Tak, ncnonb3oBaHve B KoMnnekcHom neveHumn OPC y geTen guetuve-
cKo gobaBKM Ha pacTuTenbHol ocHoBe CuHyaadeH No3BoNANO CHU3UTbL
abCONIOTHBIN PUCK AAHHOTO COBbITVA Ha 83,3%, OTHOCUTESIbHBIN PUCK MPO-
JIOHrauumn BOCNanmnTeNbHOro npouecca cHU3uACA Ha 92,6% npu MKbB 1,08.
BmecTte ¢ Tem Tepanusa ¢ nCnosib30BaHWEM AaHHOTO NPoAyKTa No3Bonsia
MOBbICUTb LWAHCbI OTCYTCTBMA 06WKMX cumntomos OPC Ha IV BusuTe nayu-
€HTa: NoBbILWEeHKe abCONOTHOrO PMUCKa faHHOMO CObbITUA cocTaBmno 83,3%,
OTHOCUTENbHbBIN PUCK Bo3pacTan Ha 89,3% npu cpegHeM MUHUMAMNbHO He-
06X0AMMOM KONIMYeCTBE NposieyeHHbIx 1,12,

OpuirvHanbHasa anetuyeckaa gobaBka Ha pacTuTenbHol ocHoBe CrHY-
JadeH — KoMno3nuus 13 6 NeKapCTBEHHbIX PACTEHUI, KOTOPbIE B COBOKYT-
HOCTV 0611a4at0T 3HAUNTESIbHBIM MONIOXKUTENbHBIM KNNMHMYECKUM 3ddeKkToM

0 1 2 3 4 5 6 7 8 9 10
EE—— |
—_ —~ —_ —~ _ Y~ — _— — S—
(ONO) (ONO) (©XO) [o)0) [0)0)
A A A A A
U N —— = /N
0 1-3 4-6 7-9 10
bonu Het / Cnabas 6onb / YmepeHHas 6onb/  CunbHasa 6onb/  OueHb cunbHas Hecrepnu-
No pain Slight pain Moderate pain Strong pain 60nb / Very mas 6onb /
severe pain Unbearable pain

Puc. 1. BusyanbHo-aHanoroBas wKaJia OLeHKW BbipaXKeHHOCTH 6o

Fig. 1. Visual log scale for evaluation of pain
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8 7,4*
6,4*

6
5,7+
6 53

5 48 46*

4 33 33

VAS Score

28
3 22 22

Konnuectso 6annos BALL /

1-npeHb/ 2-npeHb/ 3-npeHb/ 4-npeHb/ 5-i geHb/  6- peHb/ 7- peHb /
1t day 2" day 3dday 4t day 5thday 6" day 7" day
Monyuanu CuHypadeH / Took Sinudafen
He nonyyanu CunynadeH / Have not taken Sinudafen

Puc. 2. CamooueHKa poguTensMmmy NauieHToB BbipaXKeHHOCTU 6011 No BU3yaNibHO-aHANIOroBON WKase

MNpuMeyaHme: * cTaTUCTMYECKN JOCTOBEPHbIe pasnuuna (p<0,05).

Fig. 2. Assessment of the severity of pain by parents according to visual-analog scale

Note: * statistically significant differences (p<0.05).

B JIeYEHNN OCTPbIX PECMPATOPHbIX MHOEKLUI BEPXHUX AbIXaTeNbHbIX My-
Teli. B cocTaB npogyKTa BXOAAT 3KCTPAKTbl CeAyoLmMX pacTeHunii: coLBe-
TWiA 6y3MHbI, NIOJOB aLEPOsibl, COLBETUN NUMbI, TPaBbl BEPOEHDI, MNCTbEB
aHaporpadurca MeTenbyaToro, LIBETKOB KOPoBAKa. [laHHble GUTOIKCTPaKTbI
NO3BONAT AOCTUYb KOMMIEKCHOIO KnHU4Yeckoro s¢dekTa, bnarogaps
COBMECTHOMY 611aroTBOPHOMY BJIMSIHWIO KOMIMOHEHTOB, NPOABAAOLEMYCA
NPOTUBOBOCMANNTENBHBIM, MPOTUBOOTEYHbIM, MPOTUBOBMPYCHBIM, aHTW-
6aKTepranbHbIM, IMMYHOMOZYUPYIOLUM 1 CEKPETONNTAYECKUM SddeKTa-
Mu. Tak, aHTMGAKTepUanbHbIM U NPOTUBOBUPYCHBIM 3bdekTamu obnagatot
SKCTPaKTbl aHAporpaduca, bysvHbl 1 AWMbl; NPOTMBOBOCNANUTENBHbLIM 1
NPOTUBOOTEYHbIM AENCTBMEM OT/IMYAIOTCA SKCTPaKTbl KOPOBSKA, Oy3UHbI,
nunbl 1 BepbEHDI; TMMYHOMOZYNMPYIOLIME CBONCTBA NPUCYLLM aHApOrpa-
ducy, auepone, BepbeHe 1 by3nHe, a CEKPETONUTUYECKM AeNCTBMEM 06-
nagatot 6y3nHa 1 KOpOBSK.

Mcnonb3oBaHue Br3yanbHO-aHAIOroBO WKasbl 60711 MO3BONNIO YCTa-
HOBUTb CTAaTUCTUYECKU 3HAUYMMOE CHUKEHME CAMOOLEHKM POAUTENsSMU
60neBoro CMHAPOMa BO Bpems Bcero nepuioga neyeHus CuHypadeHom, B
COCTaB KOTOPOTO, B YaCTHOCTY, BXOAMT 3KCTPAKT aHaporpaduca, a oueHka
3¢ PEKTUBHOCTY NeUeHns y BCEX NaLMEHTOB Oblna HaVBbICLIEN.

OpHUM 13 Hanboree K3yUYeHHbIX B COBPEMEHHOW HayuyHON nuTepaType
NnpencTaBnsAeTCcA IKCTPaKT aHgporpadrica MeTesibyaToro, KOTOpbI AoKasan
CBOI 3$PEKTUBHOCTb B UCCNefoBaHuAX in vitro [12] u in vivo [13] Kak 3¢-
beKTMBHOE pacTUTeNIbHOE CPEACTBO ANA CUMMTOMATMYECKOTO KynupoBa-
HVA PecnMpPaToOPHbIX CUMMTOMOB, OCOGEHHO 0BerYeHNs CMMMNTOMOB HEOC-
NOXKHEHHbIX UHOEKLMI BEPXHUX AbIXaTeNbHbIX MyTeil.
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MprIMeHeHVe OPUrMHaNbHOIO MPOAYKTA Ha pacTUTeNbHOM ocHoe CuHyaadeH
B fleUeHM eTell Pa3sHOro BO3pacTa C OCTPbIM PUHOCUHYCUTOM: Pe3ySibTaTbl OTKPbITOTO
CPaBHUTENIbHOTO 06CEePBALMOHHOIO UCCIEA0BAHNA

DKCTPaKT IMCTbeB aHAporpadurca meTenbyaToro — 3T0 HOBOE MHOFO-
obeLyatoliee CpefCcTBO C NPOTMBOBUPYCHBIM, aHTMOaKTEPUANbHbIM U M-
MyHomogzynupyowmm aencterem. Andrographis paniculata nocsaweHo
60/bLLOE KONMMYECTBO HayUHbIX MCCIIeAOBAHMIA, B KOTOPbIX HA CErOAHALLHNIA
[eHb MOoKa3aHOo OTCYTCTBME Cepbe3HblX NOBOUHbIX 3PpdEKTOB OT ero nprme-
HeHuA. OTAeNbHbIM MYHKTOM peKoMeHAaLMM Mo NPUMEHEHWIO AaHHOTO SKC-
TpakTta 0603HaueHbl 1 B EPOS 2020 rofa, rae ykasblBaeTcA 3HauUTenbHoe
nonoxmTenbHoe BAnAHMe Ha cumntombl OBPC skcTpakta aHgporpaduca
meTenbuaToro [1].

B paHHOM wnccnepoBaHuy usyyanu 3b¢GeKTUBHOCTb KOMMIEKCHOTO
pacTuTenbHOro NPoAyKTa, B COCTaB KOTOPOFO BXOAMT SKCTPAKT aHAporpa-
¢duca. MNMokaszaHo, YTO Ha NPOTAXKEHUW BCEro neprofa neyeHnsa nauyneHThbl,
nonyyaslwmne CrHyfadeH B KOMNIEKCHOW Tepanuy OCTPOro CUHyCuTa, Ae-
MOHCTpUpOBanu 6onee nerkoe TeyeHne MHGEKLNOHHO-BOCMANINUTENBHOTO
NpoLEecca, yumTbiBas JUHAMMKY MECTHbIX 1 0OLLMX ero CMMMATOMOB, YTO NoA-
TBEPXAANOCh CTaTUCTMYECKM AOCTOBEPHbIMU MOKasaTenAaMu pucka. MNpu-
MeHeHue CrHygadeHa NO3BOANNO COKPATUTb MPOLOSIKNTENBHOCTD KINHW-
yeckon maHndecTauumn OPC y feTeln, NOCKONbKY yxe Ha |V B13uTe nosbiLwe-
HUe abCoMOTHOrO pUCKa OTCYTCTBUA 0OLWMX CUMMTOMOB COCTaBWo 83,3%,
Ha 89,3% BO3pacTasl OTHOCUTENIbHbIN PUCK NMPY MUHMANbHO HEO6XOAMMOM
KOJIMYecTBe nposeyeHHblx 60MbHbIX 1,12. [JaHHbIA TepaneBTMYECKWIA Noa-
xop npu OPC y peTeli fOCTOBEPHO YMEHbLUAN WaHCbl NPOfoHrauum 3a6o-
neBaHWA Aonblue 7 CyTOK: CHUKeHWe abCcoNoTHOro prcka AaHHOro cobbITnA
cocTaBuno 83,3%, oTHOCUTENbHOrO pucka — 92,6% npu cpegHem MKB 1,08.

Bonpocbl 6e30MacHOCTV MpUMeEHeHNA [aHHOrO GUTOIKCTPaKTa OCBe-
LLiEHbl B HECKOMBbKUX OpurLMaNbHbIX NCTOYHUKaxX [14], n B JlaHHOM mnccnefo-
BaHUU NO6GOYHbIX 3 HEKTOB, CBA3AHHbIX C IEYEHNEM, Mbl HE YCTAaHOBWIIN.
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12 neT, uTo NO3BONAET PEKOMEHOBATb €0 K LWMPOKOMY MPUMEHEHNIO MPK
OCTPbIX MHOEKLMAX BEPXHUX AbIXaTeNbHbIX MyTeN.
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[lyTy onTUMmM3aunm nevyeHna geten
C 3a60neBaHNAMMN AbIXaTeNbHbIX NyTeW
N Nop-opraHoB*

Ways to Optimize the Treatment of Children with Diseases of the
Respiratory Tract

Peslome

BBegeHue. OcTpble pecnvpaTopHble 3a60neBaHVA 3aHMAlOT OAHO M3 BeAYLUX MeCT cpeau
UHEKLMOHHbBIX 6one3Hel feTckoro Bo3pacTa. CerofHs 60/blIOe KONMYECTBO UCCefOBaHUIA NPo-
BOAWTCA B HaMpaBNeHUN YCOBEPLIEHCTBOBaHMA METOLOB NleUeHUs MHOEKUMOHHOW naTonornu, B
YaCTHOCTU N3yYeHUA SPGEKTUBHOCTY U PacLIMPEHUA BO3MOXHOCTEN NPYMEHEHUA B NMPAKTUYECKOW
MeAnLMHe 6aKTePUOLMHOB, OCHOBHBIM MCTOYHMKOM KOTOPbIX ABMAIOTCA FPamMrofnoXuTenbHble 6ak-
Tepun. bakTepuoLuHbl NpeAcTaBAAlT cO60/ aHTUMUKPOGHbIE NenTuabl, 06aAalowme WIPOKUM
NPOTUBOMUKPOOHBIM CrekTpoM Aencteuda. B uactHocTu, Streptococcus salivarius K12 asnaetca
MWKPOOPraH/n3MoM, NPOAyLMpyoWmUM 6akTeproumHbl | Knacca (naHTMOMOTUKKM), CMOCOOHbIE WH-
TEeHCMBHO MOAAaBNATb POCT Streptococcus pyogenes, Streptococcus pneumonia, Haemophilus
influenza n Moraxella catarrhalis, koTopble ABAAKOTCA OCHOBHLIMK 3TMONIOrMYECKUMI GaKTOpamm
pecnupaTopHbIX MHOEKLUIA y AeTeln.

Llenb. M3yueHne 3¢pdeKTBHOCTM 1 6e30MacHOCTY NprMeHeHusa npenapaTa baktobnuc” (cawe) Ha
ocHoBe Streptococcus salivarius K12 v ButamvHa D, B KOMMIEKCHOM JIeUEHUMN OCTPbIX TOH3UIIITOB,
PUHOCUHYCUTOB, CTOMaTUTOB N OTUTOB Yy AETeN.

Marepuanbi u metoabl. [IpoBeieHO OTKPLITOE HEPAHAOMU3MPOBAHHOE KIMHUYECKOe UcciefoBa-
HMe Npwv yyacTum 55 nauumeHToB B Bo3pacTe OT 3 f0 7 NeT C OCTPON pecnunpaTopHoi nHoekumen
BEPXHUX AblXaTeNbHbIX NyTelN (PUHOCUHYCUTDI, TOH3UANNTbI), BOCMaNeHeM CIM3UCTON NONOCTH pTa
1 cpefHero yxa. B ocHoBHyto rpynny Bownu 35 geteir, Kotopble B TedeHne 10 AHEl B KOMMIEKCHOM
neyeHun nonyyanu baktobnnc” Ha ocHoBe Streptococcus salivarius K12 (SsK12) B dopme cawe. lpyn-
My KOHTPOJIA cocTaBunu 20 AeTeil, KOTOPbIM Ha3Havany CTaHAAPTHYIO Tepanuto 6e3 pecnpaTopHo-
ro npobuotuka (SsK12). OueHka 3bPeKTUBHOCTU NeyeHrs NPOBOAMNIACh HAa OCHOBAHNM U3YyUeHNns
OVHaMVKM perpecca KNMHUYEeCKon CUMNTOMATVKK B Xoae 10-AHeBHOro KypCOBOro NPUMEHEHMS.
Pesynbratbl. [TonyyeHHble pe3ynbTaTbl YETKO MOKa3blBalOT 3GPEeKTMBHOCTb KOMMMEKCHOrO Nieye-
HWA fleTeil OCHOBHOW rpynmbl — OCTOBEPHOE ynyylleHne TeYeHNA OCTPOro PUHOCUHYCUTA, TOH3UI-
nuTa 1 ctomatuta (p<0,01) 1 6onee GbICTPbIN PErpecc KNMHUYECKON CUMNTOMaTMKK. MonydYeHHbI

*Ha npaBax peknambi.
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3¢ deKT B BAe yMeHbLUEHVA MPOAO/MKUTENBHOCTA 3ab60NeBaHNA B CPEAHEM Ha 2 [HA, cKopee
BCEro, peann3yeTcs 3a CYET KOMIOHM3aUUy CIM3UCTOM POTOBOM MOMOCTU U HOCOTOTKM LITAMMOM
Streptococcus salivarius K12 1 BbITeCHeHUA NaToreHHoW MUKPOPIopbI.

3aknioueHne. baktobnuc’ B popme calle cnocobeH JOCTOBEPHO YMEHBLINTb ANUTENBHOCTb OCTPOW
pecnupaTopHO NaToNoruu, a Tak»Ke YacToTy NPYMeHEHUA aHTMBaKTepUanbHbIX NPenapaToB y AaH-
HOI KaTeropuy NaLMeHTOB, YTO PaCLUMPAET BO3MOXHOCTM UCNOMNb30BaHus Streptococcus salivarius
K12 B KOMMNneKCHOM fieyeHnn 3aboneBaHNi AbIXaTeNbHbIX MyTEN 1 IOP-OPraHOB Y AieTel B nepuoae
060CTpeHMs.

KnioueBble cnoBa: ocTpble pecnupaTopHble 3aboneBaHus, feTW, NaHTMOMOTHKK, Streptococcus
salivarius K12.

Abstract

Introduction. Acute respiratory diseases occupy one of the leading places among infectious
diseases of childhood. Today, a large number of studies is carried out in the direction of studying the
effectiveness and expanding the possibilities of using probiotics in practical medicine, particularly
lantibiotics. In particular, Streptococcus salivarius K12 is a microorganism that produces the class
| bacteriocins (lantibiotics) that can intensely inhibit the growth of Streptococcus pyogenes,
Streptococcus pneumonia, Haemophilus influenza, and Moraxella catarrhalis that are significant
etiological factors of respiratory infections in children.

Purpose. To study the efficacy and safety of using the drug Bactoblis® (sachet) based on
Streptococcus salivarius K12 and vitamin D in the complex treatment of acute upper respiratory
tract diseases in children.

Materials and methods. An open non-randomized clinical study was conducted with the
participation of 55 patients aged from 3 to 7 years with acute respiratory infections of the upper
respiratory tract (rhinosinusitis, tonsillitis, stomatitis, otitis media). The main group included 35
children, who received SsK12 in complex treatment for 10 days. The control group consisted of 20
children, who were prescribed the standard therapy without probiotic. The children of the main
group, along with the main therapy, received Bactoblis® in the form of sachet based on Streptococcus
salivarius K12. Evaluation of the effectiveness was carried out on the base of studying the dynamics
of regression of clinical symptoms during a 10-day course of use.

Results. The obtained results clearly show the effectiveness of complex treatment of children in
the main group, which is characterized by a significant improvement of the course of sinusitis,
tonsillitis and stomatitis (p<0.01) and is manifested by a more rapid regression of clinical symptom:s.
The resulting effect in the form of decrease of duration of the disease by 2 days on average is
implemented due to colonization of the oral mucosa and nasopharynx with the Streptococcus
salivarius K12 strain and displacement of pathogenic microflora.

Conclusion. Bactoblis®in the form of sachetis able to reliably reduce the duration of acute respiratory
pathology, as well as the frequency of use of antibacterial drugs in this category of patients, which
expands the possibility of using Streptococcus salivarius K12 in the complex treatment of diseases
of the respiratory tract in children during exacerbation.

Keywords: acute respiratory diseases, children, lantibiotics, Streptococcus salivarius K12.

B BBEJEHWE

OcTpble pecnupaTtopHble 3abonesaHusa (OP3) 3aHMMmaloT ofHO 13 Beay-
LWMX MeCT cpen UHOEKLMOHHbIX bone3Heln JeTckoro BO3pacTa, Tak Kak nx
nona coctaBnseT 6onee 80% Bcel AeTcKol MHOEKLNOHHO naTonoruu, rae
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yalle Bcero Bo3byauTensMuy ABAAOTCA BUPYChI. /IMEHHO MO3TOMY ocTaeTcs
Upe3BblYaHO NEPCMEKTUBHBIM NMOUCK HOBbIX 3GdEKTUBHBIX U 6e30MacHbIX
CpeAcTB AnA NeyeHuss BUPYCHbIX MHQeKUWUA U npeaynpexneHns Heobo-
CHOBaHHOIO Ha3HaYeHUs aHTMbBaKTepuanbHbix NpenapaTtos geTam. CerofHs
6onblloe KONMYeCTBO UCCNIeAoBaHNI NPOBOANTCA B HampaBneHUn nsyye-
HMA 3OPEKTUBHOCTM U PacUMPEHNA BO3MOXHOCTEN MPUMEHEHNA B NpaK-
TUYecKon MeanLmHe 6aKTEPUOLIMHOB, MMEIOLWNX OrPOMHbIN MOTeHUMan B
KauecTBe CPeACTB, aNbTePHATUBHbIX aHTMUKPOOHbBIM NpenapaTam.

MpobuoTtnyecknii wrtamm Streptococcus salivarius K12 (SsK12) sB-
NAETCA MUKPOOPraHM3mMoM, npoayumpylowmm 6bakteprounHbl | Knacca
(naHTM6MOTMKM), CNOCOBHbIE MHTEHCUBHO MOLABAATL in Vitro pocT 6akTe-
puin (Streptococcus pyogenes, Streptococcus pneumonia, Haemophilus
influenza, Moraxella catarrhalis), koTopble ABNSOTCA BECOMbIMU 3TUONOMU-
YyeckMMM pakTopamm pecnmpaTopHbiX MHPeKkuni y aetein [1, 2]. SsK12 He
TONbKO MPOABNAET BbIPAXKEHHYIO aKTVBHOCTb MPOTMB MATOr€HHbIX MUKPO-
608, HO 1 MEET BbICOKMI Npodunb 6esonacHocTy [3, 4]. Bo Bpems opasibHO-
ro npuema oH KOJIOHM3UPYET NOOCTb PTa M HOCOTNOTKM [5] 1, KOHKYpUpYsA C
naToreHHoW MMKPOoGhIOPOI, CNOCOBEH TaM COXPAHATLCA B TEUEHWE MecALA
nocne npvema nocnegHen gosbl [6]. C yuetom cnekTpa AenNCTBUA, NCMOMb-
30BaHue SsK12 pemMoHCTpUpyeT NonoxuTenbHbi SGPeKT B npodurnaktuke
peKyppeHTHbIX 3aboneBaHNiA AbIXaTeNbHbIX MyTel, CIM3UCTON MONOCTU pTa
[1,7, 8], a Takke oTuToB Yy AeTein [9]. AKTyanbHbIMM 1 NEPCNEKTUBHBbIMUN AB-
NATCA pe3ynbTaTbl 3apy6eXXHbIX UCCrefoBaHNN, KOTOPble AEMOHCTPUPYIOT
3¢ PEeKTMBHOCTb AAHHOIO PECnUPaTOPHOro NPobroTuKa B NpodunakTuke
BMPYCHbIX MHGEKLMA NPU YCIIOBUMW €ro AJITENbHOrO NpUMeHeHna (B Teye-
Hue 90 gHen) [10-13].

Hamy Takxe npoBefeHbl 2 OTKPbITbIX HEPaHAOMU3MPOBAHHBIX KNu-
HUYeCKNX WUCCnefoBaHUA C yyacTVeM MauMeHTOB [EeTCKOro Bo3pacTa
(o1 3 po 10/14 neT) c peKyppeHTHbIMU 3a60NeBaHNAMU fbIXaTeNbHbIX MyTel,
KoTopble npvHUManu baktobnuc” (Streptococcus salivarius K12) ¢ uenbto
npepynpexXaeHns pecnupaTtopHbix 3abonesaHuii [14, 15]. MonyuyeHHble
pe3ynbTaTbl MPOAEMOHCTPUPOBAN BbIPaXKeHHbIN MPOTEKTUBHbLIN 3ddeKT
SsK12 B npegynpexaeHnmn peKyppeHTHbIX PecnpaTopHbIX UHGEKLMIA pas-
HOI 3TMONOMMK, B TOM YMCIie aCCOLUMPOBAHHBIX C 6eTa-reMoNIMTUYECKUM
CTPENTOKOKKOM rpynnbl A. BaXkHO OTMETUTb OTCYTCTBUE NMOOOUHBIX dbdek-
TOB [laxke Mpu ANUTENIbHOM UCMOJIb30BaHMM Npenapara, YTo Ype3BblyaliHO
BaXXHO B NeAmnaTpuyecKkon npakTuke.

MopepHM3pOBaHHbIE TEXHOMOMN N COBPEMEHHbIN YPOBEHb GUOVH-
bopMaTMKM OTKPBISIN HOBbIE BO3MOXHOCTI CO3[aHNsA YyCOBEPLUEHCTBOBAH-
HbIX GOPM NPOBMOTNKOB B COYETAHMM C AOMOSIHUTENbHBIMU UMMYHOTPON-
HbIMW KOMMOHEHTaMM, KOTOpble CMOCOGHbI MOAYNMPOBaTb MMMYHHbI
OTBeT, pacwumpAn chepy UX NPYMEHEeHNA B OTHOLLIEHWW Pa3finyHbIX BUAOB
6aKTepUn 1 BMPYCOB. APKNM NPUMEPOM Takoro MMMyHodapmaleBTuye-
CKOro nporpecca, 6narofapsa He TONbKO aKTUBHOMY M3YUYeHWIO CreKTpa
1 MexaHu3Ma aencteua SsK12, HO 1 nccnefoBaHNUAM OTHOCUTENBHO €ro
Pe3nCTEHTHOCTW, CTano nosAsneHne bakrobnuca® ¢ sutammHom D B dpop-
Me caue. B coctaB npenaparta BXxoauT NnpobmnoTtunk Streptococcus salivarius
K12 (He menee 1 mnpg KOE) 1 8 mkr (320 ME) ButammnHa D,.

CerofiHA YeTKO AOKa3aHO, YTO BUTaMMH D,, Kpome ero Knaccuyeckux s¢-
$EeKTOB OTHOCUTENbHO BAUAHWNA Ha KanbLWA N KOCTHbIA rOMeocTas, urpaet
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Ba)KHYI0 POJib B GYHKLMOHMPOBAHUM OpraHM3ma B LiefloM. YCTaHOBIEHO,
uYTO HU3KNI ypOBEHb 0becneueHns BUTammHOM D, accoumnmpyeTcs ¢ puckom
pa3BUTUA MHPEKLNOHHBIX, XPOHUYECKNX BOCMASIUTESNIbHbIX, annepruyeckux,
ayTOMMMYHHbIX U Apyrux 3ab6oneBaHunii. AKTUBHble MeTaboNUTbI BUTaMUHa
D, B OpraHu3me yenoseka MMetoT pAf NIenoTPonHbiX 3¢deKTos. OHK nrpa-
10T Ba>KHYI0 POJib B peann3aLnyi MHOrOUYMCIeHHbIX GU3MON0orMyeckmx npo-
LIecCoB, B YaCTHOCTU B XOfe 3alUTHbIX Hecrneunduueckrx 1 aganTrBHbIX
MeXaHU3MOB, NoBblwasn 3GPeKTBHOCTb IpaanKaLny MHGEKLNOHHOTO BO3-
OyauTena n onpefenas xapaktep BOCMaJMTENIbHOrO WM ayTOMMMYHHOTO
npoueccos (puc. 1).

YuunTbiBan cnocobHocTb Streptococcus salivarius K12, kak pecnupaTop-
HOro NPo6bKOTHKa, KONOHU3MPOBATL CIM3UCTYIO POTOBOI MONOCTY Y HOCO-
FIOTKM, KOHKYPUPYA 1 BbITECHASA NaTOreHHyo MMKkpodopy, a ButamnHa D,
peanu3oBblBaTb CBOWM Hecrneuuduyecknii NpoTVBOBOCMANIUTESNbHbIA 3¢-
¢beKT, BnonHe paunoHanbHO NPUMEHUTb AaHHbIA NPOOMOTUYECKUIA LITaMM
Ha pOHe OCTPOro TeyeHUsa pecnpaTopHbIX 3abonesaHnin y aetein. OaHaKo B
3TOM HanpaBieHNN CErofjHA NPOBOAATCA NNLLb eAVHNYHbIE NCCef0BaHuA,
1 B OCHOBHOM OHU KacaloTcA nsyyeHus 3¢ppekTnBHOCTU SsK12 B neueHmn
OCTPbIX TOH3UNNodapuHruToB [17].
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B LIEJIb NCCNNEAOBAHNA

MN3yueHne s3ddekTMBHOCTU 1 6€30NacHOCTM MPUMEHeHWA MpenapaTta
BakTobnunc’ (cawe) Ha ocHoBe Streptococcus salivarius K12 n sutamuta D, B
KOMMEKCHOM fleYEHNM OCTPbIX TOH3WIIINTOB, PUHOCHYCUTOB, CTOMATUTOB
1 OTUTOB y AeTei.

B MATEPWAJIbI U METObI

MNpoBefneHO OTKPbITOE HEPaHLOMU3NPOBAHHOE KIMHUYeCKoe nccneno-
BaHVe Npu y4yactum 55 naymeHTOB B BO3pacTte OT 3 fO 7 fIeT C OCTpown pe-
CnupaTopHoi UHGEKLUMEeNn BepXHUX AblXaTeNbHbIX MyTei (PUHOCUHYCUTDI,
TOH3WINTbI), BOCMAneHnem CaIM31CTON NOMOCTY pTa U cpefHero yxa. B oc-
HOBHY!O rpynny sownu 35 aeTen, Kotopble B TeyeHue 10 gHelr B KOMMIeKc-
HOM neyeHuy nonydanu baktobnmc” Ha ocHoBe Streptococcus salivarius K12
(SsK12) B bopme cawie. [pynny koHTpons coctasunam 20 geTei, KOTOPbIM Ha-
3Havanum CTaHAapTHYO Tepanuio 6e3 pecnpaTopHoro npobuoTnka (SsK12).

[JeTtn n3 rpynn obcnenoBaHnA pacnpefenuancb cneayowmm obpasom
(punc. 2).

M3 nccnepoBaHna NCKNOYannch AeTy ¢ 3a601eBaHNAMUN HUXKHUX AblXa-
TeSIbHbIX MyTel, BPOXAEHHON naTonornei 6poHX0NeroyHon cmcTembl Unm
aHOMaNUAMK YentoCTHO-NNLEBOI 06nacTy, UMMyHogebuUUTaMK, TAXenbl-
MW COMATMYECKMMUN U ayTOUMMYHHbIMK 3aboneBaHnAMY, TybepKynesom, a
TaKXe AieTH, Y KOTOPbIX B aHaMHe3e Oblfvi 3MM30[bl PEKYPPEHTHOTO BU3VHTa.
Bcem mauveHTam npoBoavav o6LEeKIMHNYECKOe NCCefoBaHMe U MPU He-
06XOAMMOCTM B LieNIAX OLIEHKN JIOKaJIbHOrO CTaTyca OCMOTP OTOPUHONAPUH-
rofiorom.

ObLee KoNMYecTBo aeten, n=55

— N

[leTv ocHoBHO rpynmnbl, n=35 et rpynnbl KOHTponA, N=20
PuHoCHHYCUT, n=12 PvHocnHycuTt, n=8
ToH3unAuT, N=10 ToH3UNNUT, N=5
Cromatut, n=8 Cromatut, n=5
OTuT, n=5 OT1uT, Nn=2

Monyyanu SsK12

He nonyuanu SsK12
B KOMIMJIEKCHOM NleYeHUn

Puc. 2. PacnpepeneHune o6cnepgyembix geren

Fig. 2. Distribution of surveyed children
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WccneposaHue BbINOMHANOCH MO cornacuio Kommccun no Bonpocam
3TMKN KommyHanbHoro npepnpuAtia «MontaBckaa obnacTHas AeTckas
KnuMHMYeckas 6onbHuua lMNMontaBckoro 06nacTHOro CoBeTa» U B COOTBET-
CTBUW C NOAMNMCAHHbIM POAUTENAMN MHPOPMALIMOHHBIM COrflacem.

B PE3YJIbTATbl U OBCYXAEHWE

Mo nony n Bo3pacTy obcnepoBaHHble AeTW pacnpenenunuch chne-
Zyolwmm obpasom: 29 ManbumKoB (cpeaHuin Bo3pacT 4,9+1,2) n 26 feBouek
(cpepHui Bo3pact 5,1+1,4), KOTOpble CTaTUCTUUYECKUN HE OTINYANUCH MEXIY
co6011 1 66NN NPAKTUYECKU OFHOPOAHBIMM (Tab. 1).

Cpegau obLero KonnyecTsa feTein C OCTPbIMM PeCNMPaTOPHbLIMU NPOSB-
JIEHNAMU HaNBONbLLYIO AONI0 COCTaBUIN AETU C OCTPLIMU PUHOCKMHYCUTaMU
—36,4% oT 06LLero KonMyecTsa y4aCTHUKOB NCCNIef0BaHNA. 2-e MeCTO 3aHs-
NN JEeTW C BUPYCHbIMU TOH3UNUTaMm (27,3%), 3-e n 4-e pasgenvunu mexay
Co60I1 NaUMeHTbl C OCTPLIMK CTOMATATaMM reprneTUUYeCcKon 1 KaHAMAO03HOM
sTnonorum (23,6%) n otntamum (12,7%). B 3aBucMMOCTM OT naTonoruu, co-
rnacHo NIoKasnbHbIM MPOTOKOMAM JleueHUs, BCe AeTW noaydyanu oblenpu-
HATYIO Tepanuio: }aponoHmxatowue npenapatbl (Paracetamol, Ibuprofen),
6eH3mpammHa rugpoxnopug (Benzydamine), 6uknotumon (Biclotymol),
ToH3unpet” (Tonsipret’), 3KCTpakT M3 KopHei nenaproHun (Pelargonium
sidoides extract EPs 7630), KOMOVHVpPOBaHHble ylwHble Kannu (Lidocaine/
Phenazone). Mpn ocnoXHeHHOM TeueHUn 3aboneBaHWA Ha3Havyanu aHTU-
6aKTepmanbHble npenapaTbl (AMOKCULIMINNH WA a3UTPOMULIMH).

[leTn ocHoOBHOW rpynmnbl HapPAAY C YKa3aHHOW Tepanuen nonyyanu bak-
TO65MC” Ha ocHoBe Streptococcus salivarius K12 B popme cawe. Mpenapat
npvHumanu 1 pas B CyTK/ B BeuepHee BpeMs nepep CHOM Mo Cxeme, yKa-
3aHHON B MHCTPYKUMN. OLeHKa 3$PeKTUBHOCTM NPOBOAUIACL Ha OCHOBa-
HUW U3YYeHNA OMHAMUKN perpecca KIAMHUYEeCKOW CMMNTOMATUKK B Xone
10-4HEBHOrO KypCOBOro NpuMeHeHu s (Tabn. 2).

MonyuyeHHble pe3ynbTaTbl YETKO MOKa3blBalT 3PHEKTUBHOCTL KOM-
NNeKCHOro fleueHnn aeTell OCHOBHOWM rpynmnbl — AOCTOBEPHOE ynyuylleHne
TeUeHUA OCTPOro PUHOCUHYCUTA, TOH3UNKTa U cTomaTnTa (p<0,01) n 6onee
ObICTPDLIN perpecc KNMHUYECKON CMMITOMATUKW. MonyyeHHbIn 3ddeKT B

Ta6nuua 1

XapakTepucTuKa fieteil, BK/IIOYEHHbIX B ccnefoBaHue

Table 1

Characteristics of children included in the study
XapakTepucruka Manbumnkn JeBouKkn 3HaueHune P
O6wee konnyecTso (n=55) 29 26 HP
Bospact (neT) 4,9+1,2 5114 HP
Bec npu poxgeHnn (Kr) 3,3+0,4 3,1+0,2 HP
Dusnonornyeckne pogbl 21 19 HP
MaTonornuyeckme poabl 8 7 HP
IpyAHoe BCKapMnvBaHue 22 21 HP
MckyccTBeHHOE BCKapMnnBaHue 7 5 HP
EBponeoungHas paca 29 26 HP

MNpumeyanue: HP — HecywwecTBeHHaA pasHuLa.
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Ta6bnuua 2
3¢ deKTMBHOCTb NpMeHeHUA Streptococcus salivarius K12 B KomnnekcHom neveHun
Table 2
The effectiveness of using Streptococcus salivarius K12 in complex treatment
OcHoBHas rpynna, KoHTponbHasa rpynna,
Hosonorunsa n=35 n=20
MpoAoOMKNTENbHOCTb KINNHUYECKON CUMNTOMaTUKK (BHW)
OCTpbIft PUHOCUHYCUT 5,2+0,64* 6,7+1,23
OCTpbIit BUPYCHBIV TOH3UANUT 6,8+1,14* 8,9+1,72
OcTpbiii CTOMvaTI/IT (repneTtnyecknii, 7.341,26* 9,3+1,54
KaHAVAO03HbI)
OcTpbift OTUT 11,8+2,11 12,8+2,23

MNpumeyaHue: * p<0,05 NoO cpaBHEHMIO C NOKa3aTeNAMN B KOHTPONIbHOW rpynne AeTen.

BMAE YMEHbLUEHNA NPOJOMKNTENIbHOCTM 3aboneBaHNA B CpeAHeM Ha 2 AHA
B MepByIo ouepefb peannsyeTca 3a CYeT KOSIOHU3aLUN CIM3NCTON POTOBOWA
MONIOCTN U HOCOFOTKU LWTaMmoM Streptococcus salivarius K12 B poTosoii
MOMOCTA U HOCOIIOTKE, @ TaKXKe BbITECHEHUS MATOreHHOW MUKpOodIopbI.
3TOT npouecc npoucxoanT 6narofapa 2 KOMMOHEHTaM: cannBapuumHy A,
KOTOpPbIi OKa3blBaeT GaKTeprocTaTMyeckoe AeNCTBME, HapyllaeT CUHTE3
MeM6paH 6aKTepurin 1 TOPMO3UT UX Pa3MHOXEHWE, a TakKe CanvBapuLMHy
B, KOTOpbIN pa3pyLiaeT KNeTouHble CTEHKN YyBCTBUTENbHBIX K HEMy GakTe-
puii 1 NPYUBOAMUT K X rmbenu, obecneyrBas TeM cambiM GaKTEPULLHbIV
a¢d¢eKT Streptococcus salivarius K12 [2].

Ecnn aHanusnpoBaTtb 3pPeKTUBHOCTb pPecnmnpaTopHOro npobroTrka B
xofie ocTpo ¢pa3bl 3a6oneBaHns, YTo GbIIO LieNblo Hallero ucciefoBaHus,
TO Hambonee AeNCTBEHHO OH peanu3yeT CBOW 3afiaun B POTOBOW MOSOCTH,
T. €.y AeTel C BUPYCHbIMU TOH3UANUTaMM U CTOMaTUTaMu. [letn ¢ ocTpbiMun
OTVTamu, BOLLEALINE B OCHOBHYIO rpynny, NPOAeMOHCTPUPOBANM NNLWb TEH-
JeHuuo K bonee 6bICTPOMY perpeccy KIUHWYECKON CUMMTOMATUKWK, YTo,
Mo Hallemy MHeHuio, 06yCNIOBNeHO OTHOCUTEIbHO HeMpPOAOIKUTENbHbBIM
KypcoM rnprieMa pecrnnpaTopHOro npobuoTrKa, NpeaycMOTPEHHbIM Au-
3aliHoM mnccnepoBaHnA. OfHAKO CyLecTByeT HEMANoOe KONM4yecTso pabor,
KOTOpble AeMOHCTPUPYIOT 3PPeKTUBHOE NpodunakTnyeckoe npumeHeHme
Streptococcus salivarius K12 Kak cpeficTBa, MO3BONSAIOLIEr0 YMEHbLINTb Ya-
CTOTY peLnanBoB OTUTOB Y AeTel Ha 40-71,4% nocne 2-, 3-MeCAYHOro Kypca
[18,19].

OueHmnBasa 3¢pPpeKTUBHOCTb NeyeHrs, BaXKHO NpoaHaam3npoBaTb YacTo-
Ty MPUMEHEHNA aHTUBaKTEpPUanbHbIX NPenapaToB y 06CnefoBaHHbIX AeTel,
TaK Kak MMEHHO pecnupaTtopHble 3aboneBaHUA BEPXHUX [bIXaTeNbHbIX My-
Tell cCoCTaBAAT HEMaIYO [0 HEO60CHOBaHHOIO NX Ha3HayeHw A (Tabn. 3).

HecmoTps Ha yyacTue B nccnenoBaHuy HE60NbLLOTO KONMYeCTBa AeTel,
NMonyyYeHHble faHHble HarNAAHO LEMOHCTPUPYIOT, YTO Y MaLMeHTOB, Nony-
uaBlwKx bakTo6MC’, B 1,5-2 pa3a pexe BO3HMKaNa HE06XOAMMOCTb NpUMe-
HeHuA aHTMOaKTepuanbHbIX NpenapaTtos. [JaHHbIV 3$deKT BNonHe oxungae-
MbIlA, TaK KaK Streptococcus salivarius K12 aBnaetca ogHUM 13 caMbix pacnpo-
CTPaHEeHHbIX MPOKAPVOTOB POTOBOW MOSIOCTH, O YeM CBUAETENbCTBYET 6a3a
[laHHbIX MUKpO6MoMa poToBoi nonoct (Human oral microbiome database)
[20]. bakTepuoLmHbl, BblpabaTbiBaeMble LWTaMMOM Streptococcus salivarius
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Ta6bnuua 3
YacToTta npumeHeHna aHTU6aKTepnasibHbIX NPenapaToB B X04e NCCe0BaHNA

Table 3
Frequency of use of antibacterial drugs during the study

OcHoBHaAa rpynna, | KoHTponbHas rpyn- .
n=35 na, n =20 Konnuecteo pertei (n),

Hoszonorusa OCHOBHasA rpynna/
[leTun, KOTopble NPUHUMaNN aHTM6Mo- KOHTpONb

TUKM, n (%)
OCTpbIt PUHOCUHYCUT 0 1(12,5%) 12/8
OCTpbI BUPYCHBIN TOH3UANUT 3(30,0%) 3 (60,0%) 10/5

OcCTpbIit CTOMATUT (repneTnyeckuii,
KaHAWAO3HbIN)

OcTpblin oTUT 3 (60,0 %) 2 (100,0%) 5/2

2(25,0%) 2 (40,0%) 8/5

K12, yrHeTtaloT pocT Streptococcus pyogenes, Streptococcus pneumoniae
n Moraxella catarrhalis, koTopble ABNALTCA OCHOBHLIMU BO3byAWUTENAMU
NHOEKLMOHHbIX 3aboneBaHuii AbixaTenbHbIX NyTen U nop-opraHos. Cre-
[l0BaTeNbHO, JaHHbI MeXaHU3M AelCTBUA npenapata obyc/IoBAMBaeT Wn-
POKVe BO3MOXHOCTU NpuMeHeHus Streptococcus salivarius K12 He Tonbko
[Nl BOCCTAHOBJIEHWA €CTECTBEHHOIO MUKPOBMOLIEHO3a POTOBOI MOOCTN U
HOCOFNOTKMU, YTO UrPaeT BaXKHYI0 POJib B 3aLMUTEe OpraHr3ma OT NaToreHHbIX
1 YCNOBHO MNaToreHHbIX 6aKTepuii, HO 1 B KOMMIEKCHOM JIeYeHUN C LeNiblo
npepynpexaeHns HeobOCHOBAHHOIO Ha3HaUeHUA aHTMOAKTepraNbHbIX
npenapaToB ¥ Pa3BUTUA aHTUOUNOTUKOPE3UCTEHTHOCTU.

MonoxuTenbHble KIMHUYECKNe pe3ysibTaTbl, KOTOPbIE Mbl Habloaanm y
JeTel, NoyyaBWrX NPobMOTMYECKYIO TEPANUI0 BMeCTe C TpaguLMOHHbIM
NleyeHnem, No Bce BUAMMOCTU, 06YC/IOBNEHbI HE TONIbKO KOppeKumel Ha-
pyLweHnin MMKpoOMOoMa NONOCT PTa, U3YYaBLUMXCA HaMU B nNpeabigyLiem
nccnegoBaHun [14], HO 1 akTUBaUMe KOMMEHCATOPHbIX BO3MOMHOCTEN
VUMMYHHOW CUCTEMbI, UTO YMEHBLUAET PUCK BO3HWKHOBEHUSA OCJTIOXHEHNI, B
TOM ynciie 6aKTepuasnbHbIX, U YCKOPSET BbI3LOPOBNeHME B Lenom. KoHeu-
HO, HeManas poJib B 3TOM Npouecce OTBOANTCA BUTaMUHY D, Kak BakHOMY
UMMYHOMOZY/MPYIOLLEMY KOMMOHEHTY, BXOAALLEeMY B COCTaB Ucciesyemo-
ro nNpenapara, Tak Kak HeJoCTaTouHbI YpOBeHb BUTaMiHa D, B opraHuizme
06ycnoBnMnBaeT yMmeHblUeHVe CO3peBaHNA AEHAPUTHbBIX KNETOK, CHIKEHNe
npoaykumn Th1-UMTOKMHOB 1 @HTUFeHHOW Npe3eHTaumK, a Takxe dopmu-
poBaHVe BOCMafeHna 1 ayTOMMMYyHHOro npouecca. Ero nonoxurtenbHoe
B/INAIHVE BbIPAXKaeTCsl B MOBbIWEHUN aHTUMUKPOOHOro OTBeTa M HOpMa-
NIN3aLMN COOTHOLLEHUSA LUTOKMHOB-Xennepos 1-ro u 2-ro Tunos. Mog gein-
CTBMEM BUTaMVHa D, akTMBMPYeTCA TPaHCKPMNUMA NenTUAOB, obnagatoLmx
LUMPOKMM CNEKTPOM AeNCTBMA B OTHOLLEHUN MHOTMX BUAOB 6akTepuii, BU-
PYycoB 1 rpr6oB.

AKLUEHTUpYA BHUMaHVE Ha BO3MOXKHOCTY NpuMeHeHus baktobnuc’ npu
OP3, BaXXHO 3aMeTNTb OUYEBUIHbIN ero NPOTEKTUBHbBIN 3P deKT, 06ycnoBneH-
HbIl UMMYHHOI KOMMNEeTeHLUMeN, BbITeCHEHNEM TPaH3UTOPHbIX BbICOKOMATO-
FeHHbIX MUKPOOPraHN3MOB 1N BOCCTaHOBJIEHWEM WUHAUTEHHON MUKpodno-
pbl B MONOCTM PTa, YTO YETKO NMOKa3bIBAET CMOCOOHOCTb MpobuoTrKa SsK12
MOZYNMPOBaTb MMMYHHbI OTBET, peanusysa CBOK MPOTUBOBOCMANMUTENb-
HYI0 U @aHTUBUPYCHYIO aKTUBHOCTb [21]. [laxke KOpoTKui 10-AHEBHbIN KypC
neyeHna no3Bonun 3aduKCMpPoBaTb BMOSIHE NPOrHO3MPYEMbI eyebHbIn
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3¢ deKT, KOTOPbIN, KaK BbIACHUIOCH B XOf€e UCCNIeJOBaHMNA, OTPaXKaeT BbICO-
Kylo KNMHUYecKylo 3¢pPpeKTMBHOCTb NMPUMeHeHMA npenapara. besycnosHo,
npoasieHne cpoka nprema baktobnuc” go 14-20 aHeir, Jaxe Npu ycnosun
perpecca unm yxe oTCyTCTBUA CUMMNTOMOB OCTPOro 3aboneBaHus, No Halle-
My MHEHWI0, MO3BONUT NpeaynpeanTb PUCK BO3HUKHOBEHNA GaKkTepurasb-
HbIX OCJIOKHEHWI, 0OCOBEHHO cpean AeTell C XPOHUYECKMUN oYaramu UH-
dekuun [14]. YunTbiBas pesynbraTbl fAHHOTO KIMHUYECKOTO NCCIefoBaHNA,
CTOWT OTMETUTb, YTO BOMPOC NPUMEHEHUA NTAHTUONOTKOB B MPaKTUYECKON
AeATeNIbHOCTU Bpayva-neamaTpa, AeTCKOro OTONapuHrosiora ocTaeTca OT-
KPbITbIM, MOCKOJIbKY UX KIUHWKO-NabopatopHasa 3ddeKTnBHOCTL TpebyeT
TaK>Ke NOATBEPKAEHNA MMYHOSIOMMYECKUX MeXaH3MOB peanu3auny faH-
HbIX KNMHNYECKNX 3pPeKToB.

B 3AKJ/TIOYEHUE

B naHHOM KOHTEKCTe MOXHO CAenaTh BblBOf, YTO, BO3AENCTBYA Ha GuK-
cauuio 1 panbHelillee PasMHOXEHWe BO3OyauTenell Ha CU3MCTbIX 060-
noykax, baktobnnc’ B popme calue cnocobeH JOCTOBEPHO YMEHbLUUTD ANU-
TEeJIbHOCTb OCTPbIX PUHOCUHYCUTOB, TOH3W/SIUTOB U CTOMATMTOB, a TaKXKe Ya-
CTOTY NPYMEeHEeHNA aHTMOaKTepuanbHbIX MPenapaToB Y AaHHOW KaTeropum
nauveHToB. MonyyeHHble B XOAe NCCNefoBaHUA JaHHble OYeHb BaXKHbI, Tak
KaK OHU pacMpAOT BO3MOXHOCTU NPUMEHEHUA OpaJibHbIX NPOOBMOTUKOB
M [aloT OTBET HA OfIVH M3 aKTyaslbHbIX BOMPOCOB, KOTOPbIA Mbl MbITaIUCh
BbIACHUTb, MNAHNPYA 3TO UCCNIEfOBaHMe, — BO3MOXHOCTb UCMOJb30BaHNA
Streptococcus salivarius K12 B KOMNIeKCHOM ieuyeHnr OCTPbIX 3a60s1eBaHUN
AblxaTesbHbIX MyTel 1 NOp-OpraHoB Yy AeTel.

Bknap aBTOpOB: KOHLUeNuusA, An3aiH, OpraHn3auma NccnefoBaHna n
penaktupoBaHue - Kptouko T.A,; gn3aiiH nccnefoBaHma, HanmcaHne TekcTa —
TkaueHko O.f., Ky3sbmeHko H.B; cbop u obpabotka MmaTepuana -
HecunHa W.H., KywHepesa T.B., MenbHuK M.A.

Authors’ contribution: concept, design, organization of research
and editing - Kryuchko T, research design, text writing — Tkachenko O.,
Kuzmenko N.; collection and processing of material - Nesina I,
Kushnereva T., Melnik M.
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Megunatpusa B nMLAX

KYHAOVWHA HATANA AJIEKCEEBHA

KaHanpaT MegnumHCKMX HayK, 3aCiy>KeHHbIV Bpay YKpauHbl,
MeANLNHCKUI npPeKTop KNMHKKN «Beppe» (Knes)

— Kak n Korga Hauanca Baw nyTb B neguarpuio?

— TMocne TpeTbero Kypca MeaAMHCTUTYTA 1 Nocse 06ydYeHus
Ha Kadepe NaTonornyeckor aHaToMun (Kak Hu
CcTpaHHo!), pykoBoauTenb rpynnbl boromoneu EkateprHa
OnerosHa — BenuKui Yuntenos 1 Yenosek!

— Koro Bbl cuntaete ceomm Yuutenem B npopeccun?
— [Mpodeccopa YeboTapesy Bepy AmutpresHy.

— Kakwue nyHKTbI Knatebl [Unnokparta Han6onee 3HaYMMblI
nuyHo gna Bac?

— BHe 3aBUCMMOCTY OT NpodeccnoHanbHoOM
cneumanusauum, CTaBuTb BO MNaBy yrna COUyBCTBUE,
yBaXKeHMe K INYHOCTM NaLneHTa.

— Kakum rnaBHbIM KauecTBOM, Ha Baw B3rnag, gonxkeH
o6nagatb Bpau?
— Oka3sblBaTb MeMLMHCKYIO MOMOLLb BCEM, KTO ee TpebyeT!

— KakoBa cdepa Bawmx Hay4HbIX nHTEepecoB?

Penakuna xypHana — [MwuTaHne, pa3snTre pebeHKa, HeJOHOLEHHbIE JETH.
«[epnatpua. BoctouHaa

EBpona» npucoeauHaeTca — Yro Bbl 60nblue Bcero LieHUTe B CBOEIN HbIHeLUHe
K MHOrOUYMCIEHHBIM pa6ore?

No3ApaBNEHUAM B aApeC — B03MOXHOCTb 6bITb CBO6OAHOW, BOCTPEOOBAHHOW.

HaTtanum AnekceeBHbl B CBA3U C
ee 0buneem. VickpeHHe xenaem
MHOTO VHTEPECHbIX OTKPbITWI 1
NOJSIOXKUTENBbHBIX SMOLUNA.

— Yro pocraBnAeTr Bam Han6onbliee yaoBonbcTBUE B
KuUsHn?
— Jloub, BHYKW, HOBble BeYyaTneHnsa 1 SMOLUN.

Pepakums xypHana «Megunatpua. BoctouHas EBpona» nosgpasnsaet ¢ obuneammn 4neHoB peAakLMOHHbIX
Konneruu 1 coBeta: uneHa-koppecnoHaeHTa HAMH YkpauHbl, fOKTOpa MeANLMHCKIX HayK, Tpodeccopa
BonocoBua AnekcaHppa lMetpoBuua, JOKTOpa MeANLMHCKNX HayK, Npodeccopa KpuBonycToBa Cepresn
MeTpoBuya, JOKTOPa MeMLMHCKIX HayK, Npodeccopa AbaTypoBa AnekcaHgpa MeTpoBuya u JoKTOpa
MeAVLMHCKMX HayK, Tpodeccopa CeHaTopoBy AHHY CepreeBHy.

XKenaem Bam AyWweBHOro paBHOBeECUS, 6naro,qapr|x YUYEHNKOB 1 BEPHbIX nocneposaTeneii. Baww Bbicokme
AOCTNXKEHUA N NpefaHHOCTb CBOel 3aMeyaTesibHO pa60Te ABNAKTCA NPUMEPOM ANA MHOXKeCTBa HauyMHaloLWmnXx
neanaTpos. y6e)Kﬂ€HbI, UYTO BNepenn Bac XAeT eLle MHOIo JINYHbIX N HayYHbIX r|06e,£|,.
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AMGHAETCS NpH Kawne
i Eapo CTyaHbx 3a60n6BaHVAX

lMoKasaHuA K nprmMmeHeHuno:
3aboneBaHWA OPraHOBAbIXaHWA, CONPOBOXKAAI0LLMeCa 06pa3oBaHMeM BA3KOW, TpyAHOOTAeNAeMON
MOKPOTbI: OCTPbIA 1 XPOHUYECKUIA BPOHXWT, NAPWUHIUT, CUHYCUT, TPAXeuT, rpunn, 6poHXnansHas
acTMa 1 (Kak AOMOTHUTENBHOE NIEUEHIE) MYKOBUCLMIO3.

MpoaonuTenbHOCTL Kypca nevyeHus cnefyeT ycTaHaBIMBaTh MHAMBUAYaNbHO.
Mpw ocTpbix 3aboneBaHUAX NPOAOIKUTENBHOCTb Kypca COCTaBnAeT ot 5 ao 10 gHel.
Y naumeHTOB cTaplue 65 neT peKoMeHAyeTCA CMNOMb30BaTb MUHUMaNbHble 3¢deKTUBHbIE AO3bI.

YHM 200433278

npOTVlBOI'lOKaSaH npwn 6ep9MEHHOCTW 1N KOpMNeHWKX rpyabto.

NmeeTt NMPOTUBONOKa3aHWA N HeXXenaTtellbHble peakynii,

nepen npumMmeHeHMem NPoOKOHCYNbTUPOBAaTbCA C BPa4OM.
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