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1. Anani3 myTaniii B reHi apusncysnb@arasu A Ta 0C06IMBOCTI 6i0XiMiYHOI AiarHOCTUKY METaxpOMaTUYHO]
snerkoaucTpodii

2. Analysis of the ASA gene mutations and the peculiarities of the biochemical diagnostics of the metachromatic
leukodystrophy

Pedepar:

1. CnaikoBe 3aXBOPIOBAaHHS - MeTaXpoMaTH4Ha jielikogucTpodist. BusHauuTu 4acToTy i ciekTp myTauiil B reni ACA

Ta IXHBOTO 3B'SI3KY 3 6i0XiMIiYHMMHU NOKA3HMKAMU B POJIMHAX BUCOKOTO PU3UKY METAaXpPOMAaTUYHOI Jefikoguctpodii B

YKpaiHi AJ151 po3p00KU CTpaTerii MOJIEKYJIIPHO-TEHETUYHOTO Ta 6i0XiMiYHOrO OOCTEXKEHHS 0Cib 3 Mif03PoI0 Ha
OOTSIKEHICTB LIi€l0 aTosoriero. MetTomamu JOCTiIKeHHS € 610XiMivHi, MOJIEKYJISIDHO-TEHETUYHI Ta CTAaTUCTUYHA
006po6Ka AaHuX. JoCiIKeHO pO3OBCIOIKEHICTh MAXXOPHUX MyTaliil ("I"- Ta "A"-aneniB) B reni ACA cepeJ;, XBOPUX

Ha MJI]I B YkpaiHi. [locsifiskeHO B3a€EMO3B'I30K MaXOPHUX MyTaliil B reHi ACA Ta KJliHiYHOro nepeoiry

3aXBOPIOBAHHA Y NalieHTiB.Bu3HaueHo yacToty ajnens ncesnogedinuty ACA cepen HaceneHHs YKpaiHy, sKa CKjana

7,7%. Po3pobisieno moaudikallito MeToZly BUBHaY€HHS aKTUBHOCTI apuJicyibdaTasy A, sika 03BOJIsIE



IvdepeHLioBaTy AiicHui aediuurt, ncesgonedinut ACA Ta BCTAaHOBIIOBATH F€TEPO3UTOTHE HOCIMCTBO MyTallill B
reni ACA. BusHaueHo piBHi HOpMasibHOI akTUBHOCTI ACA 117151 HacesieHHs YKpaiHu. Po3po6iieHo anroputm
obcTexxeHHs 0cib MpuMifgo3pi Ha HasBHICTh 260 06TsKeHicTs MJI]]. Cepolo BUKOPUCTAaHHS € MeIUYHA FeHeTHKa,

,U‘iaI‘HOCTI/IKa CIIaJKOBUX 3aXBOPIOBAHb.

2. The inherited disease - metachromatic leykodystrophy. The dissertation is devoted to studing for the
frequencies and spectrum of MLD caused mutations and the biochemical basis of the metachromatic
leukodystrophy (MLD) in Ukrainian MLD patients. The mutation database of the ARSA gene is created. The
frequencies and spectrum of MLD caused mutations in Ukrainian MLD patients are detected. The frequency of
major mutations in the ASA gene in Ukrainian MLD patients is 20%. The genotype-phenotype correlation is studied
and the results of investigation are compared with known information about genetic characteristics of MLD in
different populations. The frequency of ASA pseudodeficiency allele in health individuals in Ukraine is 7,7%.
Biochemical diagnostic of MLD is complicated by arylsulfatase A pseudodeficiency. There is possibility of mistake
in MLD diagnostic in case of pseudodeficiency ARSA and non-MLD neurological disease combination. We suggest
the new modification of arylsulfatase A activity detection method which allow to identify the arylsulfatase A
pseudodeficiency without molecular genetic methods. We suggest the high informative algorithm for the MLD
diagnostics and carriers screening in Ukraine. Sphere of use is the medical genetic, the inherited diseases
diagnostic.
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