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1. O6'eKT mOCTiI>KeHHS: CIIaJIKOBi 3aXBOPIOBAHHS CKeJieTa . MeTa AOCTiIKeHHS: BUSHAYUTHU XapakTep i TepmiH
MaHnigecrauii MopporeHeTUUHUX 3MiH y myoga rpu C3C 17151 po3po6Ku NpeHa-TaJlbHUX KPUTEPiiB paHHBO]
IiaTHOCTMKY Ta IPOCIEKTUBHOIO IPOrHO3YBAaHHS. MeToIM NOCiIKEHHS: KIiHIKO-T€HETUYHI, yIbTPa3BYKOBi, PEHT-
T€HOJIOTiYHi, [UTOT€HETUYHI, CTAaTUCTUYHI (IapaMeTpUYHi Ta He-napameTpuyHi). [IpakTryHe 3HaY€HHS OTPUMAHUX
Pe3yJIbTaTiB: IPOBEIeHHS NOCIIIIPKEHHSI MOXKIMBOCTel rpeHatanbHOoi Y31 C3C, MopdoreHe-TUYHUX 3MiH [IpY HUX
0yJ10 BUKJIMKaHE HEOOXi/IHICTIO [TOINYKY KPUTEPIiB [[iarHOCTUKM Ha Pi3HMX eTanax OHTOTEHEe3y i, IIepII 3a BCE,
IIPEHATAJIbHOMY. BU3HA4Y€HHS 4aCTOTH ATOJIOT], SIKa BUBYa-JIacs, Ta ii FEHETUYHUX BAPiaHTIB Ja€ MOXKJIMBICTb
YCTQHOBJIEHHS [IiaTHO3Y NPHY MOSIBi NepIuX ii 03HaK. Pe3ynbTaTy, sIKi oJep>Kain, MOXYTb OyTU €(PEKTUBHO
BMKOPMCTaHi IIPY MEAMKO-TEHETUYHOMY KOHCYJILTYBaHHI 11 BUSHAYEHHI I'PYI1 BUCOKOTrO TeHEeTUYHOro pusn-Ky C3C.
Po3pob6eHi npeHaTanbHi "exorpadiyHi noprpetu” XBo-pux 3 pisHUMHU C3C MOXYTb OYTH CBOEPIIHOIO MAaTPULIEIO
nns pa-xiBuiB Y3]I. BusHauyeHa fiarHoCTUYHA TaKTUKa 3 OPMYyBaHHS TPyl cimeil Bucokoro pusuky C3C nioga Ha

eTari 1o NpoBeJeHHS NIpeHaTanbHoi Y3/l cripusie paHHil NiarHOCTHUL 1 afileKBaTHOMY BEJ€HHIO BariTHOCTI,



BUXOJSYM i3 CUCTEMHOTIO ITIOPYLIEHHS CKeJle-Ta B [IO€QHAHHI 3 [10J1i0PraHHoI0 naToJioriero. CTBOPEHI fiarHoc-TU4Hi
TabJIMLi AJ1s1 PO3ITi3HABaHHS 32 aHAMHECTUYHUMU JAaHUMU CiMell BUCOKOTro reHeTu4yHoro puauky C3C noctynHi st
BUKOPUC-TaHHS JiKapsMU pi3HUX ¢daxiB, BOHU MAIOTh BeJIMKE 3HaUYE€HHs JJ1s1 CTBEPIKeHHs iHdhopMaliiiHo1
3HAYyLIOCTI pOAOBOAY. Bu3HayeHi Bliepie MapKepHi 03HaKU LO3BOJISIOTh PO3IIi3HABATH I1aTOJIOTIIO 10 ii TOBHOI
MaHi¢ecTauii B "30710TUi1 Iepiof, yIbTPasByKy" Ta 3a-6e3nedyBaTy afleKBaTHE BeI€HHs BariTHOCTI Ta peabiniTaiiiio, a
He TiJIbKY 3anobiraTy fo eBraHasii. HaykoBa HOBM3HA: aBTOp yleplue 3/iiiCHIIa TeHeTUYHUH MiIXif, 10 IOUIyKY
CIIaJIKOBUX MOPYIIEHb CKEJIETY, iX MOPPOTr€HETUUHMX XapaKTEPUCTHUK Y IPEHATaIbHOMY I1E€PiOJi OHTOTE€HE3Y,
yPaxoByI0-4H iX TeHETUYHY F€TePOTreHHICTD i KIiHiuHUI nosiMopdi3m. [Jo-CTOBIpHO OLliHEHA YaCTOTA MATOJIOTI
cepep ciMell 3 O0TSDKEHUM reHeTUYHUM aHaMHe30M, OTpUMaHi yHiKaspHi faHi npo nutomy Bary C3C cepep cimet
BHACOKOI'O T€HETUYHOI O PU3KKy. BuBueHa nutoma Bara C3C cepeJ; mpeHaTaabHO AiarHoctoBaHux [IBP. Yiepue
HAyKOBO OOI'PYHTOBAaHA 1 po3po6JieHa [jiaTHOCTUYHA TaK-THUKA, CTBOPEHUI AiarHOCTUYHUI aJITOPUTM IOLIYKY Cimeil
3 BU-COKUM pusukom C3C miona Ha eTarli MeJuKO-TeHETUYHOIO KOH-CYJIbTYBaHHS (0o rpeHaranbHoi Y3I).
CtBOpeHi fiarHocTHYHI TabuLi IK MaTpUL 17151 po3Mi3HaBaHHs cimel Bucokoro pusuky C3C mioga. BusHaueHi
daxropu pusuxky C3C y niioza: "poBifgHi" (IaToJIoris CKeJIeTy B 6aTbKiB, 1aTOJIOTISI CKeJIETa B POJMYiB); "Be-JIMKi"
(maTosorist opraHiB cyXy B poJidyiB, JUCILIA3is CIIOJy4HOI TKAHWHU B GATBKIB, Y POAUYIB, OOTSKEHUI aKyIIePCbKUI
aHaMHe3 y pozuyiB); "Maui" (aToJIorisi eHAOKPUHHOI CUCTEMU B POINYIB, XPOHIUHI iHpeKLii penpoLyKTUBHUX
OpraHiB i CEYOBUBINHUX LJISI-XiB, HECIIPUSITINBUI I1€PEOIr epIIoro TPUMECTPY BariTHOCTI, 00-TsS>KEHUM
aKylIepCbKUM aHamHe3 ciM'D); "mopjaTkoBi" (HecnpusTan-sull nepeobir I1-11I-ro TpumecTpy BariTHOCTI, OHKOJIOTi4Hi
3axXBO-PIOBAHHS B POAMYIB, IIaTOJIOTiS HUPOK y 6aThbKiB) BusiBjIeHi MapKepHi 03HaKU MOpylLIeHb MOPPOreHe3y
IO3BOJIMJIN PO3Ii3HATHU IPEHATaIbHO 3a JONIOMOro yibTpassyky C3C no no-BHoi ix MaHidecTaliii, 1110 IOCIY>XUIO
OCHOBOIO J|J151 IPOBEIEHHSI ITPEHATAJIbHOI JYClIaHCepU3allii IpU BiTaabHUX (OPMax Ta Iepe-PUBaHHS BariTHOCTI B
JIeTaJIbHUX BUNAJKaX. BusBieHo, mo B 6a-TbKiB Ipo6aHaa i3 cuagpomanbHumMu C3C icHye BUCOKA MMOBIp-HICTb
MOHOTEHUMX CUH/IPOMIB 3 HEITOBHOIO €KCIIPECI€I0 MaTOOriy-HOTO re’a Ta edeKT aHTuumnanii. Bukopucranas
yJIbTPa3BYKOBUX MapKepHUuX o3Hak C3C 1n03Bounio gudepeHLiloBaTy jeTaabHi Ba-pianTu (48,4%), 1o nigKpectoe
BHCOKY iH(POPMATUBHICTb yJIbT-Pa3ByKOBOI'O MeTOAYy. YIieplle BU3Ha4eHa IMTOMA Bara IepBUH-HUX CUCTEMHUX
CKeJIETHUX JUCIIA3ii (56,3%), MHOKMHHMX NIPU-POPKEHUX BaJl PO3BUTKY, SIKi CYIIPOBOKYIOTbCS I1ATOJIOTIEI0 CKe-
JleTa XpOMOCOMHOI eTiosorii (12,5%), MHOXUHHUX IPUPOIKEHUX BaJl PO3BUTKY, SIKi CYyIIPOBOJKYIOThCS IIATOJIOTIEI0
CKeJIeTa HEXPO-MOCOMHOI eTioJiorii (18,7%), i30/1b0BaHUX ypaskeHb OKpEMUX Kic-TOK (12,5%), 4uM nigTBepiKeHa
MOXJUBICTb Y3]l peectpyBaTu reHeTM4YHe pisHOMaHITTA C3C.. CTyIiHb BIIPOBAIKEHHA: PE3YJIbTATU AOCIIKEHHA
BHUKOPHUCTOBYIOThCS B po6oTi XCMI'L], KpnBopizbkoro LleHTpy MeaUYHOI FeHeTUKY Ta IIPEHATAJIbHOI JiarHOCTHKHY,
BifIiJIEHHS IUTSAY0i ICUXOHEBPOJIOTii Ta KJIiHIYHOI HEMPOTE€HETUKU IHCTUTYTY HEBPOJIOTIi, IIcUxiaTpii Ta HapKOJIOTii
AMHY; kadenp nepiaTpii Ta KJIiHIYHOI FeHETUKM, MEIMYHO] 6i0s10Tii, FEHETUKHU Ta TiCTOoJIOrii ByKOBUHCBKOTO
I€P>KaBHOTO MEJIMYHOr0 YHiBepCcUTeTY, Jlep>kaBHOi ycTaHOBU “HayKOBO-IOCIIHOTO iHCTUTYTY MEIUKO-
ekoJioriyHux npobaem” MO3 YkpaiHu, o miaTBepIKeHo BiATIOBiAHMMY aKTaMU PO BripoBamskeHHsA. Cdhepa

(Fa]’[y35) BUKOPUCTaHHA: MENILIMHA, T€HETHKA.

2. Object of the study: hereditary skeletal diseases (HSD). Purpose of the study: to reveal the character and term of
the manifestation of morphogenetic changes in the foetus in HSD for working out prenatal criteria in the early
diagnosis and prospective prognostication. Methods of the study: clinical-genetic, ultrasonographic, radio-logical,
cytogenetic, statistical (parametrical and nonparametrical). Practical significance: the study of abilities of the
prenatal ultra-sonographic examination of HSD, morphogenetic changes in them was caused by a necessity to look
for diagnostic criteria at different stages of the ontogenesis and, first of all, the prenatal one. The re-vealing of the
rate of the studied pathology and its genetic variants gives a possibility to make a diagnosis as soon as the first
signs ap-pear. The obtained results can be effectively used in medical-genetic consulting and revealing groups of a
high genetic risk of HSD. The elaborated prenatal “echographic portraits” of patients with different HSD can be a
peculiar matrix for specialists in ultra-sonography. The devised diagnostic tactics for the formation of family
groups of a high risk of HSD of the foetus at the stage be-fore the execution of the prenatal ultrasonography
contributes to an early diagnosis and adequate management of the pregnancy, pro-ceeding from a systemic
skeletal disorder in combination with mul-tiorgan pathology. The drawn diagnostic tables for recognizing families



of a high genetic risk of HSD by anamnestic data are available for being used by doctors of different specialities,
they are of great importance for confirming the informative significance of the genealogy. The marker signs,
revealed for the first time, make it possible to diagnose the pathology before its complete manifestation in “the
golden period of ultrasonography”, as well as ensure an adequate management of the pregnancy and rehabilita-
tion, rather than only to prevent euthanasia. Novelty of the obtained results: for the first time, the author exe-
cuted a genetic approach to the search for hereditary skeletal disor-ders, their morphogenetic characteristics
within the prenatal period of the ontogenesis, taking into account their genetic heterogeneity and clinical
polymorphism. The pathology rate in families with an aggravated genetic anamnesis was reliably assessed, unique
data on the ratio of HSD in families with a high genetic risk were obtained. The ratio of HSD in prenatally
diagnosed congenital developmen-tal defects (CDD) was studied. For the first time, a diagnostic tac-tics was
substantiated and worked out, a diagnostic algorithm was developed to look for families with a high risk of HSD for
the foe-tus at the stage of the medical-genetic consulting (before the prena-tal ultrasonography). Diagnostic
tables were created as matrices for recognizing families with a high risk of HSD for the foetus. Risk factors of HSD
in the foetus were revealed: “leading” (a skeletal pathology in the parents, a skeletal pathology in the elatives); “ma-
jor” (a pathologyof the organs of hearing in the relatives, dysplasia of the connective tissue in the parents, in the
relatives, an aggra-vated obstetrical anamnesis in the relatives); “minor” (a pathology of the endocrine system in
the realtives. Chronic infections of the reproductive organs and urinary tract, an unfavourable course of the first
trimester of pregnancy, an aggravated obstetrical anamne-sis in the family); “additional” (an unfavourable course
of the2nd-3rd trimester of pregnancy, oncological diseases in the realtives, a renal pathology in the parents). The
revealed marker signs of a dis-turbance in the morphogenesis made it possible, with help of ultra-sonography, to
prenatally recognize HSD before their complete manifestation, it serving as a basis for making prenatal dispensary
examination in vital forms and interruption of pregnancy in lethal cases. It was found out that the parents of a
proband with syn-dromic HSD had a high probability of monogenic syndromes with an incomplete expression of
the pathological gene and the effect of anticipation. The use of the ultrasonographic marker signs of HSD made it
possible to differentiate lethal variants (48.4 %), this fact emphasizing a high informativeness of the
ultrasonographic method. For the first time, the specific ratio of the primary systemic skeletal dysplasiae (56.3 %),
multiple CDD accompanied by a skeletal pathology of the chromosomal etiology (12.5 %), multiple CDD
accompanied by a skeletal pathology of the nonchromosomal etiology (18.7 %), isolated lesions of certain bones
(12.5 %), thereby confirming an ability of the ultrasonographic examination to register a genetic variety of CCD.
Introduction: results of the research are used n the work of the Kharkiv Specialized Medical-Genentic Centre,
Kriviy Rig Centre of Medical Genetics and Prenatal Diagnosis, the Department of Childhood Psychoneurology and
Clinical Neurogenetics of the Institute of Neurology, Psychiatry and Narcology of the Academy of Medical Sciences
of Ukraine, the Departments of Paediatricsand Clinical Genetics, Medical Biology, Genetics and Histology of
Bukovina State Medical University, State Enterprise “Research Institute of Medical-Ecological Problems” of the
Ministry of Health of Ukraine, as it is confirmed by the corresponding acts on introduction. Sphere of application:

medicine, genetics.
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