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4. | Tematikos aprasymas:

Visuotiné jgimty metabolizmo sutrikimy patikra gerina Siy ligy valdyma, pacienty
iSgyvenamumg, mazina rety ligy individualig ir visuomenés nastg. Batina patikros salyga -
efektyvus gydymas. Piruvato dehidrogenazés trikumas (PDHD) - tai dazniausias jgimtas
mitochondrijy metabolizmo sutrikimas (ORPHA:765), nors visuotinis patikrinimas neatliekamas,
literatliroje galima rasti kelis Simtus atvejy. Zinomi 16 geny, kuriy mutacijos sukelia PDHD -
dazniausi PDHA1 geno pokyciai (PDHA1-PDHD). PDHD pasireiSkia naujagimystéje-vaikystéje
laktatine acidoze. neurologiniais sutrikimais. Aprasytas skirtingy PDHA1 mutacijy fenotipinis
variabilumas, lengvos eigos atvejai, taCiau genotipo-fenotipo rySiai vertinti tik atvejy serijomis.
Néra jrankiy prognozuoti ligos eigg. Praktikoje patogenetinis gydymas (ketogeniné dieta,
tiaminas, dichloracetatas) taikomas ne standartizuotai, atvejy aprasymuose klinikinis atsakas
varijuoja. Néra zinoma gydymo priklausomybé nuo fenotipo, genotipo, efektyvumas ne tik
pavieniais atvejais. Tyrimu bus siekiama jvertinti PDHA1-PDHD genotipo poveikj fenotipinei
iSraisSkai ir sgsajas su praktikoje taikomy gydymo metody efektyvumu. Tyrimas bus atliekamas
tarptautineéje ir tarpdisciplininéje komandoje. Bendradarbiaujant su Parcelsus Medical University
(Austrija), Helmholtz Munich centru (Vokietija) bus sudaroma reprezentatyvi PDHA1-PDHD
kohorta jvertinti fenotipo-genotipo sasajas, identifikuoti prognostinius veiksnius. PDHA1-PDHD
reta liga, todél gydymo efektyvumas bus vertinamas realioje pacienty kohortoje ir
bendradarbiaujant su VU Gyvybés moksly centru analizuojant gydymo mechanizmus
modelinése sistemose. Tyrimy rezultatai bus naudingi klinikinéje praktikoje prognozuoti
pacienty ligos eigq, jvertinus individualy ligos profilj personalizuoti stebéseng, gydyma.

Description of the topic:

Universal screening for inborn errors of metabolism improves disease management, patient
survival, reduces individual, societal burden. Effective treatment is a prerequisite for screening.
Pyruvate dehydrogenase deficiency (PDHD) is the most common inborn error of mitochondrial
metabolism (ORPHA:765), several hundred cases can be found in the literature. There are 16
known genes mutations of which cause PDHD, the most common being PDHA1 (PDHA1-PDHD).
PDHD manifests itself in neonatal-childhood periods with lactic acidosis, neurological disorders.
Data shows phenotypic variability of different PDHA1 mutations and mild course cases, but
genotype-phenotype correlations have only been assessed in case series. In practice,
pathogenetic treatments (ketogenic diet, thiamine, dichloroacetate) have variable clinical
response in case reports. The study will aim to assess the effect of PDHA1-PDHD genotype on
phenotypic expression, the correlation with treatments efficacy. A representative PDHA1-PDHD
cohort will be formed in collaboration with Parcelsus Medical University (Austria), Helmholtz
Munich Center (Germany) to assess phenotype-genotype associations, identify prognostic
factors. Treatment efficacy will be assessed by analysis of observational data, while treatment
mechanisms will be analyzed in model systems in collaboration with VU LSC. The results are
expected to help predict disease course and to personalize healthcare based on individual
disease profile.




