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Ha 8-my TikHi BYP cnocTepiracThCa po3pocTaHHA eNiTemilo B HABKONWILHIA Me3eHXIMi 3 YTBOpPEHHSM
WHPOKKHX BHCTYNIR. TIpH UBOMY 3aMYPOBYIOTHCA LiNAHKU Me3SHXIMM PASOM i3 KPOBOHOCHMMH cyIMHAMH. ¥ Uel uac
Bce GiNbll MOMITHHM CTAE HEPiBHOMIPHE 3pPOCTAHHA MPAgoi | NiBOT YaCTOK THMYCA — 3BYKYIOTHCA KpaHianbHi, WHEHI
YACTHHM, AK1 MAKOTh EUrNAn, pOFiB, OOTOBLWY KITBCA TA INHEBAKITLEA rp}«",‘]Hi HACTHHH — el'liTe.I'Iia.l'lei FAYATKH YacTOK
THMYCA MepeTBOPIONOTRCA ¥ NiMboeniTeniansHuil oprad. MopMyBaHHA BTOPHHHHX YaCTOYOK TUMYCA BiaDyBacThCA Ha
nouarky 3-ro micaua BYP {nepeannoan 31,0-40.0 mm TK]T).
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Jaxepenom daktopie pocTy, AKI BMIWBAOTE HA (YHOAMEHTANbHI MPOUECH eMOpioTeHE3y, KOHTPOMIOKMH
Andepentilosalita Ta GopMovTBOpel A, € eMBpionansitui MaTepian. [TiaKpecOeThEA, WO BHABACILIA MEXall3MIB 0if
dakTopir pocTy, NPH HOPMANLHOMY POIRHTKY, 3MOXKE JONOMOITH PO3YMIHHIO YYacTi IMX areHTiR ¥ mpolecax
natonorii y aopocnux opradizmis (John K. Heath, Austin G. Smith, 1989).

Binovo, wo nereHi nonuHW (GopMyloTeCA Ha S5-My THWXHI eMOpIOHANBHOMO PO3BHTKY MOAHHH UIAXOM
BI'A4YBAHHA €HTOMEPMANbHONO eNiTelilo Ha KayJanbHOMY KiHUi FOpTaHHO-TPaxeankHol TpyOKH B OTOUYIOUY Macy
meseHxiMH ([131Ten b.M.,1939). Pan apTopie Biavivae, wo nereHi HopMyOTecS Ha 4-My THXHI TpeHaTanbHOTO
NEPIoAY I3 HENAPHOIO MIWKONOUIGHOIO BUI'AYYBAHHY KHWKOBOT TPYOKH, HUEKHS YACIHHA SKOIO € 3A4aTKOM
oponxianbHore nepeea ([mepnauur M. M., 1962; Lamupzace H.X., ¥mapoe P.A.. 1983; Loosli C.G.. Potter E.L.
Amer., 1959}, Ilpy uboMy Big KaynalbHOro KIHUA 39UaTKE BLOXOAATE ABi GpyHBKW POCTY, AKIi B NOLANBLIOMY
GopMYIOTL TIpaBHIt Ta JieMil ronosHi OpodxH ([Llanoeanos FO.H., Bpycunosckuii A.H., 1974; Arey L.B., 1954), aki
NPOHHKAKTE B UEIOMIYHY 1TOPOKHHHY TA NOKPUBRIOTEEA 110 nepudepii mesenxivow (Kenenos B M., 1961).

PaxyeTees, wo Giogoriudi (GakTopH, K BNAHBAKTL HA PICT JeTeHB, NiKOTH uepes MeseHximy. Bnnue
ME3eHXIMH € IHOYKYHOUHM | BOHA BH3HAYAE AK (POPMOVTROPIOOYI NMPOLECH, TAK 1 UMTONOriMHE guilepeHIiloBAHHA
enmitenito (Bonkora O.B., INekapckuii M., 1976; Cnyxa B.A., 2002; Masters .R.W., 1976).

TepioguuHicTe  OPMYBAHHA CTRYKTYP NereHb  31eDiNbUIOTC  BHIHANACTBCA  XapakTepom  emitenio-
Me3eHXIMANBLHHX BIAHOWIEHb, ane, NocNinoBHICTE NepiofiB AHGEPEHUIOBAHHS NOXIAHHX €NiTenilo i Me3eHXIMH € He
suBueHumMn (Gebb Sarah A, Shannon John M., 2000; Demayo F.. et al., 2002).

Kenenor B M. (1961} Bkasye Ha Te. WO PO3BHTOK OpOHXOENITENIanbHOTQ po3rany:KeHHA iHae ¥
BIAUEHTPOBOMY HAMpPAMKY, @ ME3eHXIMHOT YacTHHW JieTeHb — ¥ JoueHTpoBoMy. Kunuwewesa L JI. (1972} Bxazye Ha
NPOKCHMANLHO-AHCTATLHHE HANPAMOK AU{:epEHLIIOBAHHA Me3eHXIMH, TOOTO Bill KOPEHIB A0 abBEO.

Ha paxyHok nuTaHHA topvyBaHHS OpOHXIR MPOTHPIYYS CTOCYIOTHCA. K MpPABHNO, HE JIHIIE TEPMiHIB
sakaaaku (Iwwkun T'.C., Cobonesa A.JI., Banuukasa P.H., 1975; Creuenko C.B., Cunvukaa A.H., 1983), ane H
MOCITIAOBHOCTI NHEPEHLIKOBAHHA B MeXaxX NereHe i okpemux vactouok (Bonkosa O.B., Mekapcknii M.H., 1976; Arey
L.B.. 1954).

ACHMETPHYHICTE 3aKNankH ronoeHHx OpoHxie piamivaots (JKenenos B.H., 1933 Tlatren B.M., 1961
Mannwesckaa B.A.. 1974; 3ypnamaan C A, 1974 ), o BKasye¢ HA J0PCOKAYAANBHE HANPABNEHHA POCTY NMPABOTO
OpoHxa | nartepanwHe nisoro, a 3ypHamkad C.A. (1974) BiOMITHNA ACHHXPOHHICTL WBHIKOCTI pOCTY GpOHXIE.
nanHukos B.H. (1965), BH3HAYAKOUH ACHMETPUUHICTL TA ACHHXPOHHICTL POCTY POIBHTKY NereHb, NOKasas, Lo pi3Hi
CerMeHTapHi OPOHXH BIACTAIOTE B PO3BHTKY Ha Mepiojl Bi OAHOTO THHA 10 AecATH aid.

B Toii ke dac, BiaoMocTl no MOpHOMCTPUUHOMY BHBUCHHIO NICTCHb B CMOPIOHANLHOMY NCPIOAL PO3BUTKY
TECINHK 3¥CTRIYAKTECT B NOOAHHOKHX poBoTax, a OKpeMi NaHi, AKi TaM HAROIATLCA HE HOCATE CHCTEMHOTO XapakTepy
(Ctynennxkuna TM.. 1998; Myxuna H.H., 2003). Oxpiv 1oro. B uux pofiotax BiaCyTHI BILOMOCTI Mpo KidbKIiCHI
napameTpd iHTErpaTHBHHX BiOHOWEHL AH{epeHUirOBaHHS  NOXIAHMX eniTenitd MeseHxiMu, B ToH vac, Ak iX
XAPAKTCPHCTHKA MOMC  CIYTVBATH OO’ CKTHBHMM NOKAIHHKOM MNCPCTBOPCHB, AKI  MPOTIKAOTL ¥ NCICHAX Y
eMOpIOHANLHOMY Nepioai,
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The topicality of the problem. In recent decades, repeated acute respiratory infections (ARI) as a result of a
growing prevalence, the complexity of pathogenesis and insufficient effectiveness of existing treatment and
prophylactic measures, constitute one of the leading problems in clinical pediatrics. The greatest incidence oceurs
among pre-school children. It is believed to occur due to the expansion of the number of contacts, the beginning of
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attending children's institutions with age-related immune system in children, as well as genetic disorders of unspecified
adaptation.

Frequently sick children include 10-25% of the total number of preschool children, and 68-75% of all cases of
ARI in children account for this particular contingent. At present, the pathomorphology of acute respiratory disease
tends to have a more severe, complicated course and the increase in frequently sick children contingent. It is in
frequently sick children that ARVI most often acquires a prolonged course with associated bacterial complications. The
basis of the hypersensitivity of the child's organism to respiratory viral agents, which leads to the formation of frequent
morbidity, is formed by the mechanisms of nonspecific adaptation. One of the key proteolytic systems of the body
providing the processes of adaptation and protection is kallikrein-kinin system (KKS). One of the most studied KKS
genes providing the most important metabolic processes of the body is the tissue kallikrein gene KLKI
(Tissuekallikrein, KLK1, 19q13.33, OMIM [47910). The world literature presents the results of studies of associations
of this gene and its functionally significant allelic variants with a number of pathologies. The correlation of some alleles
with nonspecific adaptation disorders, the distribution of frequencies of alleles and genotypes of KLKI gene in the
Ukrainian population has not been adequately studied.

The objective of this study is to analvze the frequency distribution of alleles and genotypes of KLK | gene in
healthy children and in children often suffering from long-term acute respiratory diseases.

Materials and methods. 51 children aged | to 5 years were examined (boys 22 43.1%, girls 29 56.9%)
attending pre-school children's institutions. The group of frequently sick children included 28 children who had
respiralory inlections 6-8 (imes a year. The group ol healthy ones included 23 children who were alllicted with acule
respiratory infections no more than 1-2 times a year and who did not have chronic pathology. Anamnestic, general
clinical, virological, microbiological, immunological. clinical genealogical, moleculargenetic, statistical methods of
research were used.

Results and discussion. There were 49 homozygotes for the R53 allele and one homozygote for the 533H allele
found. The rate of allele 33H for frequently sick children was 0.036 (py = 0.036), for healthy children — 0 (ps = 0). The
frequencies of alleles of KLK1 gene were calculated in the total sample of children — pr = 0.98, p. = 0,02, The results
obtained are comparable with the literature data for other European populations (p = 0.035). Based on the frequencies of
alleles analyzed, a theoretical number of genotypes for a panmixis population was determined. The structure of the
sample studied corresponds to Hardy-Weinberg ratio, the real distribution of genotypes is statistically significantly
different from the theoretically expected in equilibrium {df = 2, st = 5.99_ o = 2.70, p> 0.03).

Conclusions. The main results of the work are direetly related to the practical activities of pediatricians, aimed
at increasing the effectiveness of treatment and prevention of complications of acute respiratory viral infection in early
childhood. Since, the implementation of genes in a pacticular phenotype occurs in a diploid set when two alleles
interact, the absence of differences in the frequency of alleles in the groups under study can not serve as a characteristic
of the neutrality of polymorphism and requires further study. The information obtained about the frequencies of alleles
and genotypes from the gene under study can be used to analyze the structure of the population.
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The intrarenal systems that influence the regulation of the activity of the nephron include, among others,
prostanoids - prostaglandins F2, prostacyclins and thromboxane, which are synthesized, act and metabolized directly in
the kidney. Analysis of the literature shows that prostaglandins of the intrarenal system are in close connection with
endogenous opioids. Thus, according to some researchers, the peculiarities of the mechanism of action of prostancids
can be attributed to their participation in the formation of cellular response to opioids. and enkephalins exhibit the
ability to stimulate the biosynthesis of prostanoids.

The aim of the research was to clarify the invelvement of prostaglandins in the implementation of renal effects
of the synthetic analogue of the opioid peptide leucine-enkephalin Dalargine. Experiments were conducted against the
backdrop of blockade of their synthesis, which was achieved by the use of Indomethacin. The analysis of the results of
the conducted studies showed that after applying of Indomethacin, that is, under conditions of suppression of the
synthesis of prostaglandins, there was a probable decrease in diuresis in 1,7 times and natriuresis - in 1,5 times as
compared to the control group of animals. The results of our research comrespond to the data of the literature, which
testify to sodium retaining and antidiuretic effect of Indomethacin used in the chosen dose.

Separate-repeated use of the synthetic analogue of ley-enkephalin Dalargine in this series of experiments
caused a significant increase in urinary excretion - diuresis was higher than in the control group by 1,2 times. There is
also an increase in the excretion of sodium ions - 1.5 times as compared to the control group of animals, and probable
increase in potassium - 2,7 times.

After combined use of Dalargine and Indomethacin, we observed that diuretic action of the synthetic opioid
was maintained despite the antidiuretic effect of the antiprostaglandin preparation. Thus, diuresis under the influence of
this combination of preparations was significantly higher in 2.4 times as compared to the similar indicator in the group
of animals administered to [ndomethacin. Urinary excretion with the combined application of Dalargine and
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