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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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V. BimomocTi npo guceprauiio
Mosga guceprarii:

Koau TemaTHYHHUX PYOPHK: 76.03.55
Tema gucepranii:

1. KyinivHi, iMyHoJIOriuHi Ta papMaKOreHeTUYHi CyOTUIIN €HI0TOKCUH-3aJI€5KHOTO 3allajIeHHs Y XBOPUX Ha

OpOHXiaZbHY aCTMY

2. Clinical, immunological and pharmacogenetic subtypes of the endotoxin-dependent inflammation in patients
with asthma

Pedepar:

1. lnceprariito NpUCBsIY€HO BUBYEHHIO aHTMEHIOTOKCUHOBOIO IMyHITETY, I0J1iMOp(di3my renis peuenropis CD14 (C-
159T) Ta TLR-4 (Asp299Gly) y nanieHTiB 3 pi3HUMU CyOTUIIaMU OPOHXialbHOI acTMU. Y OCIIiI>KEHHS OYB BKIIIOUEHU I
331 xBopuii Ha acTMy. EHIOTOKCHH-3aJIe>KHE XPOHiUHe 3anajieHHs [Ipy OpOHXialbHil aCTMi CYyIIPOBOMKY€ETHCS
301IbIIEHHSIM KOHLIEHTPALlli CHPOBAaTKOBUX aHTMEHOTOKCMHOBUX aHTUTLN Kiacy M, G, sCD14 B iHIyKOBaHOMY
MOKPOTHHHI Ta 3HIDKEHHSIM KOHLIEHTpallii CEKpeTOPHOTO aHTHEHAO0TOKCUHOBOIO iMyHOTr 100y 1iHy A. [Ipy HasiBHOCTI
regotuny CT+TT (C159T-CD14) pusuk po3BUTKY aCTMU 3MEHIIYETHCS IIPY HEATOILIYHOMY, HEUTPOPinbHOMY,
pedpakTepHOMY CyOTUI, ajle 3pOCTa€ NpU €03MHOQIIbHOMY CYOTHIIi Ta y NALi€HTIB 3 HEYACTUMU 3arOCTPEHHSIMU.
I[Tpu nHasBHOCTI reHoTUITy AG+GG (Asp299Gly-TLR-4) pu3uK po3BUTKY aCTMU 3pOCTAE NP aTOMIYHOMY,

€03UHOQIIbHOMY, KOPTUKOCTEPOiL-4yTINBOMY CyOTHII Ta Y NalieHTiB 3 paHHIM II0YaTKOM, 0OOPOTHOIO



obcTpykuieto. JJoBeieHo, o e(pEeKTUBHICTD iHrassLiNHAX KOPTUKOCTEPOiAiB Ta MOAN(IKaTOPIB JIEUKOTPi€HIB IpU
OpoHXxianbHil acTMi 3anexxuts Big nonximopdizmy Asp299Gly-TLR-4.

2. The thesis is devoted to the research of an anti-endotoxin immunity and polymorphism of genes receptors of
CD14 (C-159T) and TLR-4 (Asp299Gly) in patients with different subtypes of asthma. The study included 331 asthma
patients. The endotoxin-dependent chronic inflammation in asthma is accompanied by increased concentrations
of serum anti-endotoxin antibodies of class M, G; higher level of sCD14 in induced sputum and decreased
concentrations of secretory anti-endotoxin immunoglobulin A. The presence of genotype CT + TT (C-159T-CD14)
has reduced the risk of asthma in non-atopic, neutrophilic, refractory subtype, but has increased risk in
eosinophilic subtype and in patients with infrequent exacerbations. The presence of genotype AG + GG
(Asp299Gly-TLR-4) has increased the risk of asthma in atopic, eosinophilic, corticosteroid-sensitive sybtypes and
in patients with early onset asthma, reversible obstruction. It was proved that efficacy of inhaled corticosteroids
and leukotriene modifiers in asthma depends on Asp299Gly polymorphism of TLR-4.
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VIII. 3aKkJIl04Hi BiZoMOCTi
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