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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TeMaTHYHHX PYyOPHK: 76.29.47

Tema guceprauii:
1. YmockoHaseHHs AiarHOCTUKY Ta KJIiHIYHOTO 1lepebiry aBTOIMyHHOT'O TelaTUTy y IiTeil.

2. Improvement of diagnosis and evaluation of clinical course of autoimmune hepatitis in children.

Pedepar:

1. Incepraist npucBsiyeHa npobsieMi MiBUIIEHHS €(EKTUBHOCTI AiarHOCTUKMU IPOrPECYYoro nepeodiry
aBTOIMYHHOTO TelaTUTy y JiTell MJISXOM JOCTiIpKeHHs BIJIMBY Ha Nepebir XBOpoou 3a6e31e4eHOCTi OpraHiamy
IWTHHY BiTamiHoM D, BapianTis nosimop@dizmy rena VDR Ta oniHku pe3ysbTatiB enacrorpadii 3cyBHOI XBUJIi B
niarHocTtuli ¢idpo3y NevyiHKy y IUX XBOPUX. BCTaHOB/IEHO 3a1€XHICTh MIX piBHeM KoHLeHTpauii 25(OH)D y niteit 3
AT 3 Mmopd0-yHKIIOHaIBHUMY OCOOJIMBOCTIMU NEPEDGITY XBOPOOU. Y ABOX TPETHH NAlli€HTiB MaB Miclie aedinur
BiTaminy D. BctaHOBsI€HO, 110 ricTosioriuHa akTUBHICTD Al' Ta cTagis Gpiobpo3y nos's3aHi 3 KoHLeHTpaujieo 25(OH)D B
CHpOBaTLi KpoBi. [JoBeieHO B3a€MO3B's130K [IEBHUX F€HOTUIIIB NosliMopHux BapiaHTiB reHy VDR (Apal, Bsml, Tagl) 3
piBHeM BiTaminy D Ta nporpecyBanHsM Al' y miteil. BctaHOBseHO, o fedinuT Bitaminy D acouifioBanuii i3
HasiBHiCTIO reHoTUIy GA 3a nosiMmop@HuM BapianTom Bsml Ta kom6inauii renotunis AC/TC/GA 3a noniMmoppHUMHU
BapianTamu Apal, Tagl, Bsml rena peuenropa VDR. I'enotun CC 3a nosnimopdruum Bapiantom Tagl rena peuenropa



VDR Ta kom6iHauii renorunis AA /CC /AA 3a nonimopdHumu Bapiantamu Apal, Tagl, Bsml rena 6ysu acouiiioBaHi i3
BrpasHuM ¢ibposzom F3-F4 3a METAVIR y miteii 3 Al'. JloBezeHo, 110 iMyHOCYIIpECHBHA Teparlisl IPU3BOIUTH 10
JlikyBasibHOTrO nnatomopdosy AI'. Y 66,0% gitei cranis ¢pibposy 3a ricTo0riYyHMMHU JaHUMU CIiBIagasna 3 JaHUMU
esactorpagii nevinku. 3arponoHOBaHO CIIOCi6 BU3HAYEHHS cTaii (pibpo3y nevyiHKu HeiHBa3UBHUM METOLOM JI0
JIiKyBaHHS1, 6€3 ypaxyBaHHS aKTMBHOCTI 3aMaJIbHOTO MPOLECY B MEYiHlli 3 BUKOPUCTaHHSIM po3po6seHoi Gpopmynu Ta
ONTMMAaJIbHi TEPMiHU MPOBEAEHHS IbOTO NOCIIIKEHHS. BCTaHOBJIEH] [[iarHOCTUYHI IPEAUKTOPHU IIPOrPECYI0YOrO
nepe6iry Al'y niTeit.

2. Dissertation is devoted to the problem of increasing of the diagnostic efficiency of the autoimmune hepatitis
progressive course in children by studying the influence of vitamin D supply on the disease course, variants of the
VDR gene polymorphism and evaluation of the results of shear wave elastography in the diagnosis of liver fibrosis
in these patients. It is known that AH is predominantly spread among girls of prepubertal and pubertal age and this
quantity makes 68,0% against 32,0% among boys (p < 0,005). Autoimmune pathology was high enough in the
families of patients with AH reaching 30% among first line relatives. AH I type predominates in children and makes
80,0%; AH II type was detected in one patient and seronegative type of AH was found in 12%. Clinical
manifestations of the diseases were found nonspecific and similar to the same in acute hepatitis. Histological
activity (Knodell) degree and inflammation biochemical activity in the liver, according to our data, are not identical
but significantly complement each other what can be proved by the fact of 5 times transaminases level increase in
19,0% of children with high histological activity. According to the results of liver’s biopsy morphology it was
detected that prevailing majority of children with AH had marked fibrosis and initial signs of cirrhosis (F3-4
METAVIR) - 67,0%. Morphological signs of cirrhosis were found in 22,0% of children. Moderate and high
histological activity was diagnosed in 62,0% patients. 68,0% of children with AH have vitamin D deficiency, which
doesn’'t depend on the season and region of residence. Histological activity and stage of fibrosis affect the level of
25(0OH)D in serum. In patients with IHA <9 points, the proportion of children with vitamin D deficiency was 25,0%,
and in patients with IHA> 9 points - 75,0%.Analysis of vitamin D availability in patients with different stages of
fibrosis according to morphological study showed that in children with stage F2 METAVIR the proportion of
children with vitamin D deficiency was 67,0%, with fibrosis stage F3- 75,0% and in patients with liver cirrhosis
-90,0% (p>0,05). Vitamin D deficiency in children with autoimmune hepatitis is associated with genetic
peculiarities of patients such as GA genotype VDR gene Bsml polymorphic variant and AC/TC/GA genotypes
combinations of VDR receptor’s gene Apal, Tagl and Bsml variants(p<0,05). CC genotype of VDR receptor’s gene
Tagl polymorphic type and combination of AA/CC/AA genotypes ofApal, Tagl, BsmlI gene’s polymorphic variants
were associated with remarkable fibrosis F3and F4 METAVIR (p<0,05). Immunosuppressive therapy has been
shown to lead to curative pathomorphosis of AH. In 66,0% of patients fibrosis stage detected in histological
investigation coincided with liver elastography results. The use of shear wave ultrasound elastography for fibrosis
stage detection in children with AH during period of thriving clinical manifestations is not reasonable as far as
hepatitis activity influences the indexes of liver’s parenchyma density. A method of determining the stage of liver
fibrosis by a non-invasive method for treatment without taking into account the activity of the inflammatory
process in the liver using the developed formula is proposed and the optimal timing of this study. Diagnostic
predictors of the progressive course of AH in children have been as well established.
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