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Pedepar:

1. Incepraniiina po60Ta NPpUCBSYEHA BUBUEHHIO MOJIEKYJIIPHO-TEHETUYHUX TIEPEAYMOB HEPBOBO-M'SI30BHUX XBOPOO
y JoauHu. JIo neTekiiii OCHOBHMX MYTOBaHUX I'€HiB JOJIyYUIIY JOCJIIIPKEHHS reHa iHcyliHonoaibHoro daxkropa
pocty-II 3 0CO6IMBUM aKLIEHTOM Ha F€HETUYHO OOYMOBJIEHI IIEPEyMOBHU HOT0 eKCIIpecii Ha pi3HUX eTanax
OHTOTE€HE3Y JIIOJMHY B HOPMi Ta Ipy nartosorii. [IonoBHEHO peecTp MiABUILIEHOrO PU3NKY CIIaAKOBUX
HellpoJereHepaTUBHUX XBOPOO, 00YMOBJIEHMX MOJIEKYJIIPHO-TEHETUYHUMU 3MiHamu, Ha 89 poauH. Y 20%
TMallieHTiB 3 KIiHIYHO BCTAaHOBJIEHUM JiarHo3oMm "Mioguctpodis [iomenHa /bekkepa” BUsIBIEHO fenellii reHa
nuctpodiny. I3 150 o6CcTesXeHNX NalieHTiB 3 KJIiHiYHO BCTAHOBJIEHUM JiaTHO30M "CIIiHaJIbHA M'g430Ba aTpodis” y
(37% moseKyISIpHO-T€HETUYHI JOCTiIKEeHHs MigTBepaniu aiarHo3.Y 80 % nauieHTiB 3 Baxkkumu ¢popmamu (I ta II)
CMA BigMideHO noeTHaHHS rOMO3UTOTHUX Aesenivi renHa SMN1 ta 5-ro ek3oHa reHa NAIP. Bnepuie B Ykpaini



IIPOBEJIY IEeTEeKIIil0 5-T1 OCHOBHUX MyTaliil reHa CAPN3. OTpuMaHi pe3ysbTaTy 3acBigumiu 4-ox HOCIiB MyTauiil
reHa CAPN3. BctaHoBU/IM 7-BiICOTKOBE HOCIMCTBO MyTalii reHa CAPN3 cepep nauieHTiB 3 IPOTrpeCcylInMu
M'SI30BUMMU JUCTPOQisiMU He3'sicOBaHOTO reHesy. [IpoBesu aHai3 JoKkycy Apa-1rena iHcysiHonoaiGHOro pakTopa
pocty-II K enireHeTUYHOrO YNHHMKA Y IPYIIi NMaLli€HTIB 3 M'A30BOI0 CJIAOKICTIO Ta B 6i0JI0NYHOMY MaTepiari
MUMOBIJILHO IIepepPBaHUX BariTHOCTeN moguHu. [ligpaxyHok koedilienTty maHcis (oddsratio - OR) nokasas, 1m0
HasBHICTb reHotuny "AG" mifiBuillye BiporifHiCTb M'930Boi cj1abKoCTi Oisblile, HDK y 2-a pa3u (OR=2.3359).
['eHOTUIIOM 3 HETaTMBHUM BILJIMBOM € "AG" reHOTHII, a TEHOTUIIOM 3 TPOTEKTOPHUM edpekTome "GG" reHotun Apa-1-
sokycy reHa IGF2. JocaigxeHo 6iosorivHuii maTtepias 140 MUMOBINIBHO IIEPEPBAHUX BATriTHOCTEN MUMOBLIBHO
repepBaHuX eMOpPIOHIB JIIOOUHY 5-8-THUKHIB BHYTPiyTpOOHOr0o po3BUTKY. [IpucyTHicTs reHoTuny "AG" SNPApa-1
iHcysiHononi6HOrO akTopa pocTy-II mimBulye pu3KK eniMiHallii emOpiony 6isbiue, HiX y 7 (cim) pasiB (OR=7.7239).
[IponoHyeMO NpY BUBYEHHI MOJIEKYJISPHO-T€HETUYHUX IIEPEAyMOB CIAJKOBUX HEPBOBO-M'SI30BUX XBOPOO 10
IeTekuii MyTaniil pedepeHCHUX reHiB IOJy9UTY BUBYEHHS B SIKOCTi €IireHeTUYHOrO YNHHMKA TeHa
iHcyniHononi6HOrO dakTopa pocTy-I1I

2. The thesis is devoted to study the molecular and genetic background of neuromuscular diseases in humans.
Studies of main genes involved in neuromuscular diseases were supplemented with the study of insulin-like
growth factor-II gene with emphasis on genetically determined preconditions of its expression at various stages of
human ontogenesis in normal and pathological conditions. Mutations in genes involved in the development of
neuromuscular diseases were detected in 89 families using methods of molecular genetics. In 20 % of patients with
clinically diagnosed Duchenne and Becker muscular dystrophy dystrophin gene deletions were detected. Among
150 examined patients with clinically established diagnosis of spinal muscular atrophy (SMA) there were 37 %)
cases in which the diagnosis was confirmed by molecular genetic methods. In 80 % of patients with severe SMA
(type I and II) the combination of homozygous deletions of SMN1 gene and 5th exon of NAIP gene was observed.
For the first time in Ukraine number of major CAPN3 gene mutations was detected. Namely, 4 carriers of CAPN3
gene mutations. As result, it was established 7% of patients with idiopathic progressive muscular atrophy carry
CAPN3 gene mutations. Locus Apa-1 of gene that codes for insulin-like growth factor 2 was analyzed as possible
epigenetic factor in the groups of patients with muscular dystrophies and of patients with spontaneous
miscarriages. Calculation of odds ratio (OR) shows that the presence of "AG" genotype increases the incidence of
muscular dystrophy for more than twice (OR=2.3359). "AG" genotype provokes the disease while "GG" genotype of
Apa-1locus of IGF-II gene protects from the onset of the dystrophy. The 140 spontaneous miscarried human
embryos of 5-8 weeks of development were examined, while presence of "AG" genotype SNPApa-1 of insulin-like
growth factor 2 increases the risk of embryo elimination more than sevenfold (OR=7.7239). We propose to include
the studies of epigenetic factor Apa-1and IGF-II gene polymorphism to the common protocol for detection of
mutations in reference genes during molecular and genetic studies of neuromuscular diseases and their
preconditions.
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