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Pedepar:

1. O6’exT mocmigXeHHs — gediluuT rOpMOHY POCTY, ilioNaTUYHA HU3bKOPOCJIiCTh, CUHIPOM 6i0JIOrYHO HEAKTUBHOTO
TOPMOHY POCTY Ta HU3bKOPOCJIICTb Ha TJIi 3aTPMMKHU BHYTPIlIHBOYTPOOHOTO PO3BUTKY Yy AiTeil. MeTa IOCiIKeHHS:
nigBUIeHHS e(PEeKTUBHOCTI MEIMYHOI JOTIOMOTH JiTsAM i3 pisHUMM (OpMaMU HU3bKOPOCJIOCTi HA MiACTaBi
BMBYEHHS B3aeMOJi Bici TOpMOH poCTy /iHCYy/IiHONMOAIOHUI YNHHUK pocTyl/BiTamid D Ta aHanisy nosjimopdizmis

reHa VDR (Bsml, Taq]l, ta Apal) Ta COLIA1 (+1245 G /T) Ta nporHo3yBaHHs pU3UKy PO3BUTKY JaHOi naToJsorii. Metonu



JIOCJIIPKEHHS — [1J11 BUKOHAHHS [IOCTABJIEHVX 3aBJaHb BUKOPUCTAHO 3arajlbHOKJIIHIYHI, aHTPOIIOMETPUYHI,
PaznioiMyHOJIOTiYHI, MOJIEKYJISIDHOTEHETUYHI, 6i0XiMiuHi, IMyHOXeMiNIOMiHeCLeHTHi, iIHCTPYMEHTAaJbHi, CTATUCTUYHI
HaykoBa HOBU3HA OTpUMaHUX pPe3yJbTartiB. ¥ nucepTaliiiHiil poboTi Bliepile npoaHasnizoBaHo ctaH Bici ['P /IITUP-1
y IiTel BiKy i3 pi3HMMU (OPMaMU HU3bKOPOCJIOCTI, a came: e(illiTOM TOPMOHY POCTY, ili0NaTUYHOIO
HU3bKOPOCJIICTIO, CUHAPOMOM 6i0JIOTiYHO HEAKTUBHOTO TOPMOHY POCTY Ta HU3bKOPOCJICTIO HA TJli 3aTPUMKHU
BHYTPIIIHbOYTPOOHOT'O PO3BUTKY 3aJI€XHO Bif] 3a6e3neyeHHs opradismy BiT. D. Takoxx BIleplile poaHasizoBaHi
okpeMi noslimop¢ismu resa VDR ta COLIAl y Takux nauieHTiB. BcTaHOBJIEHO, 110 Y IepEeBaXKHOI 6iIbLIOCTI AiTel
(90,44%), i3 3aTPUMKOIO POCTY BUSIBJIEHO rinosiTamino3s D. Tak, y nanienTis i3 AT'P Tpansnsascs nediuur Bit. D y 45,2%
naljeHTiB, a HeJOCTaTHICTb Masia Mmicue y 40,5% gitel; y oci6 3 ITTH nedinuT Bit. D Bussnenuit y 48,8% Bunaakis, a
HenocTaTHICTb — y 39,0%; y mitei i3 Hu3bKopocJicTio Ha Ti1i 3BYP gediuurt BiT. D cTanoBuB 25,0%, a HEOCTATHICTD
Tpamsiacs y 75,% nauieHTis; y oci6 i3 CBHI'P BusiBneHo nediuur Bit. D y 47,1%, a HejocTaTHICTb Maja Micie y
41,2% giteii. [TokazaHo, 0 3a yMOB noenHanHs pedinuty BiT. D Ta [II'P BUHNKaE NPSAMUI KOPESLiNHNI 3B'130K
Mmixk: [ITYP-1 ta ctumynboBanuM piBHeMm I'P, BiT. D Ta cTumysnboBanuM piBHeM ['P. 3a ymMOB HeftocTaTHOCTI BiT. D Ta
JII'P BusiBneHO NpsIMUI 3HAUUMUN KOpeJISLiiHUN 3B'930K, cepeaHboi cuiu, mixk I[TPY-1 Ta 6a3anpHuM piBHeM ['P. 3a
ymoB noegHanHs [TTH ta gediuuty BiT. D BusBneHo 36 npsmi, 3Haunmi KopensiiiiHi 38’13k Mixk: [ITYP-1Ta
CTUMYJIbOBaHUM piBHeM I'P; BiT. D Ta ctumynboBanum piBHeM I'P ta ITTYP-1 Ta BiT. D. BCe 1€ BKa3dye Ha HasIBHICTb
B3aeM03B’s13Ky Bici I'P /ITTYP-1 Ta piBH4 BiT. D, TO6TO 6isb11nMiA rinoBiTaMiHO3 D CynpoBOIKY€ETHCS CUIIBHIIIO0
3aJIEXKHICTIO TOKA3HUKIB, 10 BUBYAJINCS. Briepie rnokasaHo, 10 pyu3uK po3BuTKy JI'P nocToBipHO nigBuiLyBaBcs 3a
HasBHOCTI noJlimopdismis rena VDR, a came: HaIBHOCTI TPbOX IeT€PO3UTOTHUX N01iMOpdi3miB (Bsml: G/A
(OR=2,98; 95%ClI 1,20-7,37; p [IpakTuyHe 3HaUY€HHS] OTPUMAHUX Pe3yJIbTaTiB. BcTaHOBJIEHO, 110 Y 6i/IbIIOCTI
Talli€HTiB i3 HU3bKOPOCIIICTIO iCHYE TiNoBiTamMiHO3 BiT. D pi3HOro cTyneHs, 1o BKasdye Ha 000B'I3KOBE BU3HAYEHHS
BMiCTy BiTaMiHy D B KpOBi 3a HasIBHOCTI [,@HOI NTATOJIOri1. Briepuie oBefeHo, o LiTH i3 HasBHICTIO IIO€JHAHHS
reTepo3uroTHux noyuimop@dismis rena VDR Bsml ta Tagl Ta Apal MaioTb BipOrilHO BUCOKUI PU3UK PO3BUTKY
nedinuty I'P, mo Heob6XxigHO BpaxoByBaTH IIPU KOHCYJIbTYBaHHI CciMel i3 HUBbKOPOCIICTIO. Briepiue BUsIBI€HO, 10 Y
Nali€HTIB i3 HASIBHICTIO [1aTOJIOT{YHOTO TOMO3UTOTHOTO nojyimopgiszmy Bsml (A /A) abo reTepo3uroTHOro
nosimopdizmy Bsml (G/A) y noegnansi i3 rereposurotnum nosimopdizmom Tagl (T /C) icHye BUCOKUI pU3UK
po3Butky IITH, 1m0 Heo6XigHO BpaxoByBaTy MIpH AiarHOCTUL JaHoi naTtosorii. JJoBefieHo, 1110 HasIBHICTb Y
HU3bKOPOCJIUX JiTel oeqHaHHS NaToIoriYHuX noiaimopdiamis reHa VDR, a came Bsml (A /A) Ta Tagl (C/C) moxe
BKasyBaTu Ha HasgBHicTs CBHI'P, 110 nouisnbHO BpaxOBYyBaTH IIpY Mif03pi Ha AaHy NATOJIOTiI0 Ta BAKOPUCTOBYBATHU 5K
IOTIOMI>KHUI 3aci6 y miarHoctuui. BectaHoBjeHO, mo y nanieHTis i3 3BYP icHye BUCOKUI PU3NK PO3BUTKY HU3bKOTO
POCTY 32 YMOB HasIBHOCTI NaTosioriyHoro nosimopdismy reHa VDR, a came Bsml (A /A), 1m0 He0OXiZHO BpaxOByBaTU
IIPY HAPOJKEHHI [iTel i3 JaHO0 MATOJIOriel0 1J1s1 IPOrHO3YBAaHHS PO3BUTKY 3aTPMMKHU POCTY B MAlli€HTIB Ta
PaHHBOTO a/IeKBATHOTO JiKyBaHHs1. 39 Briepiie B YKpaiHi BCTaHOBJIEHO, IO y MOMYJIALil 06CTeXEHUX IiTell Ha
HasBHiCTb nonimopPizamy+1245 G /T (rs1800012) rena COLIA1L numte 2,21% ocib € HOCisIMU IaTOJIOTiYHOTO
roMo3urotHoro nosuimopdiamy G/G. Hocissmu rereposurotHoro nosimopdismy G/ T € 33,09% naijieHTiB i3 pisHuMu
dhopmamy HU3bKOPOCJIOCTI, SIKi MatoTh Aedinut BiT. D, mo notpedye BY4acCHOi KOPEKLii OCTAHHBOTO J1JIS
1podinakTUKY OCTEOIIOPO3y B [OPOCIOMY Billi. CTymiHb BIIPOBaIKeHHS: Pe3yJIbTaTy OCIiI>KEHHS BIPOBaIKEHO B
pOOOTY JIiKyBaJIbHUX 3aKJafiB YKpaiHu: nosiksiHiuHe BigaineHHs Y «IHCTUTYT eHJOKPHHOJIOTrii Ta OOMiHYy pe4yoBUH
im. B.II. Komicapenka HAMH VYkpainu» (M. Kuis), KHIT «XmebHULIBKA MiCbKa JUTSIYA JIiIKApHS» (M. XMEJIbHULIBKUIL),
KHIT «YepHiBenpKka obacHa nuTsya KiiHivyHa gikapHasa» (M. YepHisii), TOB « MAK-MEJIVIK» YepHiBenpKoi 0671aCTi,
KHIT «IBaHo-®pankiBcbka o61acHa AUTSIYA KIliHiYHA JikapHs. TeopeTuyHi [10J10’KeHHs Ta IPAaKTUYHi peKoMeHallii
IycepTauifiHoi po6oTy BrpoBaaxkeHi y TexHosorii «Croci6 BU3HauY€HHs pU3MKy PO3BUTKY COMATOTPOIHOI
HEJIOCTAaTHOCTI y AiTel 3 HU3bKOPOCIicTIO», TexHosorii «Croci6 BU3Ha4eHHSI PU3UKY PO3BUTKY iliOIaTUYHOL

HU3bKOPOCJIOCTI Y AiT€H 3 BilCTaBaHHAM B POCTi». ['ajy3i BUKOPUCTaHHS: €HAOKPHUHOJIOTIS

2. The object of the study is growth hormone deficiency, idiopathic lowercase, biologically inactive growth
hormone syndrome and lowerness against the background of delayed pre -natal development in children. Purpose
of the study: to increase the efficiency of medical care for children with different forms of low -growth on the
basis of the study of the interaction of the axis of growth hormone /insulin -like growth factorl/vitamin D and the



analysis of polymorphisms of the VDR (BSMI, TAQL, and APAL) and Colial (+1245 g/t) and the risk. Research
methods - general clinical, anthropometric, radioimmunological, molecular -genetic, biochemical,
immunohemiluminescent, instrumental, statistical are used to accomplish the tasks. Scientific novelty of the
results obtained. The dissertation is first analyzed the condition of the gr /TPCRC axis in children with different
forms of low -growth, namely: deficiency of growth hormone, idiopathic low growth, biologically inactive growth
hormone and lowercase on the background of the body's delay. D. Separate polymorphisms of the VDR and COL1A1
genes are also analyzed for the first time in such patients. Hypovitaminosis D. In the vast majority of children
(90.44%) was found to have a growth retardation. D in 45.2% of patients, and insufficiency occurred in 40.5% of
children; In persons with IDN deficiency Vit. D was detected in 48.8% of cases and insufficiency in 39.0%; In
children with undersized, the deficit of VIT. D was 25.0%, and failure occurred in 75,% of patients; The SBNGR
people have a deficit of VIT.D in 47.1%, and insufficiency occurred in 41.2% of children. It is shown that in the case
of a combination of deficiency of VIT. D and DGR there is a direct correlation between: IPCR-1 and stimulated
levels of gr, vit. D and stimulated level gr. In case of insufficiency of Vit. D and DGR revealed a direct significant
correlation, medium force, between IPRC-1 and basal level gr. In case of combination of IDN and deficiency of VIT.
D identified 36 direct, significant correlations between: IPCR-1 and stimulated level of GR; Vit. D and stimulated
level GR and IPCR-1 and Vit. D. All this indicates the interconnection of the GR /IPCR-1 axis and the level of VIT. D,
that is, greater hypovitaminosis D is accompanied by a stronger dependence of the studied indicators. It was first
shown that the risk of developing the DGR was significantly increased in the presence of VDR gene
polymorphisms, namely: the presence of three heterozygous polymorphisms (BSMI: G/A (OR = 2.98; 95%SI 1.20-
7,37; P. The practical importance of the results obtained. It is established that in most patients with low growth
there is hypovitaminosis. D of varying degrees, indicating the mandatory determination of the content of vitamin D
in the blood in the presence of this pathology. It is first proved that children with a combination of heterozygous
polymorphisms of the VDR BSMI and Tagi and APAI gene have a high risk of deficiency of GR, which should be
taken into account when consulting families with low growth.It was first found that patients with the presence of
pathological homozygous polymorphism of BSMI (A/A) or heterozygous polymorphism of BSMI (G/A) in
combination with heterozygous polymorphism (T /s) have a high risk of development of IDN, which should be
taken into account. It has been proven that the presence of a combination of pathological polymorphisms of the
VDR gene, namely BSMI (A/A) and TAQI (C/s), may indicate the presence of SBNGRs, which is advisable to take
into account in suspected pathology and use as an aid in diagnosis. It is established that patients with IUDR have a
high risk of developing low growth in the presence of pathological polymorphism of the VDR gene, namely BSMI
(A/A), which should be taken into account at the birth of children with this pathology to predict the development
of growth retardation in patients and early adequate treatment. 39 For the first time in Ukraine it is established
that in the population of the surveyed children for the presence of polymorphism+1245 g/t (RS1800012) of the
Colial gene of only 2.21% of persons are carriers of pathological homozygotic polymorphism G/G. The carriers of
heterozygous polymorphism G/t are 33.09% of patients with different forms of low -growths who have a
deficiency of VIT. D, which requires timely correction of the latter for the prevention of osteoporosis in adulthood.
Degree of implementation: the results of the study were introduced into the work of medical institutions of
Ukraine: the polyclinic department of the State Institution "Institute of Endocrinology and Metabolism. VP
Komisarenko NAMS of Ukraine "(Kyiv), KNP* Khmelnitsky City Children's Hospital ”. Theoretical provisions and
practical recommendations of the dissertation are implemented in the technology "Method of determining the risk
of developing somatotropic insufficiency in children with low growth".Areas of use: endocrinology
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Iyo6sikarii:
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in children with growth hormone deficiency. Wiad Lek. 2021; 74(3p.I): 498-503, doi: 10.36740 /WLek202103121
(OcobucTuii BHECOK — y4acTh B 00CTEKEHHI XBOPUX Ta POPMyBaHHI IrpyIl, CTAaTUCTUYHA 0OpOOKa OTPUMaHUX
IAHUX, aHaJli3 pe3yJIbTaTiB, IiArOTOBKA MaTepiajny A0 APYKY)

e 5. Bonpmosa OB, Cripunuyk HA, KBaueniok JA, My3s HM, Pusnuayk MO, Jlykamyk IB, ManiHoBcbka TM,
Camcon OS], BumneBcbka OA, ITaxomoBa BI'. B3aeM03B'30K cucTeMU TOPMOH POCTY /iHCY/NiHONOAi6HMI
YMHHUK POCTY-1 Ta BiTaMiHy D y niTe# i3 HU3bKOPOCIIiCTIO. PenpoayKTuBHa eHIoKpuHooris. 2021. 1-2: 34-38.
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HU3BbKOPOCJIOCTi. MbKHapogHui eHI0KpUHOIOr yHu XXypHail. 2023; 19(1):21-26. doi:
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Ta BMICT BiTamiHy D y ziTeil i3 COMaTOTPOIHOW HegocTaTHiCTI0. Engokpunosoris. 2023; 28(1): 67-74. doi:
10.31793 /1680-1466.2023.28-1.67 (OcobucTrii BHECOK — y4acCTb B OOCTEKEHHI XBOPUX, CTATUCTUYHA 0OpOOKa
OTPUMAaHUX JAaHUX, aHaJli3 pe3ysbTarTiB, MiIroTOBKa MaTepiany Jo IPYKy)

¢ 8. bosmbimosa OB, Pusunuyk MO, KsaveHok 1A, CiipuHuyk HA, Jlykamyk IB, [TaxomoBsa BI' Ta iH. OnjiHKa pu3uky
PO3BUTKY COMATOTPOIHOI HEJJOCTATHOCTI 3aJI€5KHO Bill PO3MOAiNy 4aCTOT ajleslel i FeHOTHUIIIB I0J1iMOP(HOTO
JoKycy rs1544410 Bsml rena peuenropa Bitaminy D. CyuacHa nepiatpis. Ykpaina. 2023. 1(129): 16-22.
https:/ /doi.org /10.15574 /SP.2023.129.16 (OcobucTurii BHECOK — KJIiHiYHE 06CTeKeHHSI XBOPUX, CTAaTUCTUYHA
00po6Ka OTpUMaHUX AAHUX, aHAJIi3 Pe3yJbTarTiB, MirOTOBKA MaTepialy 1o IPYKY)

« 9. Bolshova O, Ryznychuk M, Kvachenyuk D. Taql polymorphism of the vitamin D receptor gene in children
with growth hormone deficiency. International journal of endocrinology (Ukraine). 2023. 19(4), 249-253.
https://doi.org/10.22141/2224-0721.19.4.2023.1280 (OcobuCTuil BHECOK — CIIOCTEPE>XKEHHS NALliE€HTIB B
IOVHAaMilli, aHTPOIIOMETPUYHE OOCTEXKEHHS, CTATUCTUYHA OOPOOKA OTPMMAHMX IAHUX, aHAJI3 PE3YJIbTaTiB)

e 10. Ryznychuk M, Bolshova O, Kvachenyuk D, Sprinchuk N, Malinovska T. Genetic features of children with
idiopathic short stature. WiadLek. 2023;76(2):320-325. doi: 10.36740 /Wied.Lek202302111 (OcobucTuil BHECOK
- y4acTb B OOCTE>X€HHI XBOPHUX, CTaTUCTUYHA 06POOKA OTPUMAaHUX JAHUX, aHAJIi3 Pe3yJbTarTiB, i rOTOBKA
Martepiany 0o IpyKy)

¢ 11. Bonpumosa OB, Pusnuuyk MO. InionaTuyHa HU3bKOPOCIIiCTh: 0cobanBocCTi nosimopdismy Tagl rena VDR
peuenTtopa Bitaminy D. Cyyacha nepiatpist. Vkpaina. 2023; 8(136): 14-18. doi: 10.15574 /SP.2023.136.14



(OcobucTuii BHECOK — CIIOCTEPEKEHHS MallieHTIiB B IMHAMILli, aHTPOIIOMETPUYHE OOCTEXEHHS, CTATUCTUYHA
00po0Ka OTPUMAaHUX AaHUX, aHaJIi3 pe3ysbTaTiB)

e 12. PusHndyk M, bosbiosa O. [Toka3sHUKU pOCTY Ta BMICT BiTamiHy D y giTel 3 ifionaTHYHUM HU3BKOPOCJIiCTIO
3aJIEXKHO Bif BapiaHTiB reHoTuny nojimopdismy Taql rena VDR. MibkHapogHuil €HIOKPHUHOJIOTIYHII XKypHa
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OxopoHHi gokymeHTH Ha OIIIB:

PanioHasnizaTOpChKi TPONO3nLiii
Po3po61€HO anropuT™ AiarHOCTUKHY Pi3HUX POPM HU3BKOPOCJIOCTI i3 ypaxyBaHHSIM nosiMopdizmiB reHa VDR
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I€HETUYHOT'0 KOHCYJIbTYBaHHA JiTEN i3 JaHOIO IIAaTOJIOTIEI0.
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VIII. 3aKkJIl04Hi BiZoMOCTi
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roJIOBH pagu

BaacHe IlpizBume Im'st ITo-6aThKOBI Tponbko Mukosa IMMTpOBIY

roJIOBYIOYOrO Ha 3aciJaHHi



BigmoBizasibHU 32 MiATOTOBKY ITorosa Bikropist BacumiBHa

00JIIKOBHX JOKYMEHTIB

PeecTtpartop YkpIHTEI

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 32 PEECTpalLilo HayKOBOI IOpuenko TeTsHa AHaTosiiBHA

OisIIBHOCTI




