99-a niacymKkoBa HaykoBa KOH(pepeHLis npodecopcbKo-BMKIaAaLbKoro nepcoHany
BYKOBWHCBLKOIO JEP>KABHOIO MEOUYHOIO YHIBEPCUTETY

In 39.99% of surveyed there a mutation in the promoter region of genes studied the GST (20.55 % in patients
with tuberculosis and 16.44 % healthy), among them, more than half (64.81 %) are carriers of pathological 0/0 genotype
GSTMI gene haplotype, whereas the combination of a homozygous mutation of the GSTT1 0/0 occurs in 2.33 times
less, and there is almost one in three (27.78 %) of the surveyed. 4.17 % of patients with pulmonary tuberculosis are
carriers of abnormal genotypes of both isoforms of GST genes. So, the favorable combination of functional alleles in
the haplotype is characterized by the frequent occurrence of lung VDTB to 26,09 % (}*22 = 4,37 p = 0,037) in a mild
clinical course, against the backdrop of a liquid co- and polymorbidity (on 31,01 %, (x> =5.53, p=0.019) and 31,38 %
(x>= 4,07, p = 0.044), respectively) and more likely to bacteriological 60 dose of 18,40 % (x> = 3,59, p = 0.052) and
45,64 % (p = 0.002), respectively.
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Tuberculosis (TB) remains a global threat of mankind. One of the features of modern TB is the increase in the
prevalence of drug-resistant mycobacteria (MBT) to TB drugs, which leads to a decrease of quality of care and, as a
consequence, to increase of mortality. A global WHO survey stated that among all new TB cases 3.6% are multidrug-
resistant tuberculosis (MDR); in 9.6% (8,1-11,2%) of all MDR cases, XDR is reported; 60.0% of all MDR cases in the
world are diagnosed in Brazil, China, India and South Africa. The high level of primary MDR TB, exceeding 6.5%, was
registered in Kazakhstan, Russia (Tomsk region), Uzbekistan, Estonia, Israel, China (Liaoning and Henan Province),
Latvia, Lithuania, Ukraine (Donetsk region).

The study included 107 patients with pulmonary tuberculosis, with newly diagnosed pulmonary tuberculosis
(NDTB), with preserved sensitivity to TB drugs; MDR and XDR TB patients. Clinical, radiological, bio- chemical,
microscopic, microbiological, immune-enzymatic and statistical study (ANOVA and Pearson correlation) methods were
used.

Pearson correlation analysis between pro- and anti-inflammatory cytokines showed that in patients with MDR
TB there is a weak, negative correlation between the levels of IL-6/IL-10 and IL-18/IL-10 (r=-0.22, p<0,001, and r= -
0.16, p<0.001, respectively). Production of IL-6 and IL-10 in TB patients is independent of drug resistance, but increases
in response to increased synthesis of endotoxins by MBT; the magnitude of endogenous intoxication and cytotoxic hypoxia
creates prerequisites for the development of drug resistant strains. The I1L-18/IL-10 ratio in these patients characterizes the
increase in severity of the patient’s state, the spread of inflammation processes in the lungs and the development of drug
resistance; there is a significant bulk of the Tx-lymphocyte type 2 (CD4+), which indicates the development of deep gap
in cell-mediated immune response and prevalence of an ineffective anti-inflammation immune activation.

So, comprehensive assessment of integral indices of endogenous intoxication and level of certain pro- and anti-
inflammatory cytokines in the blood plasma of patients with MDR TB show a moderate endogenous intoxication, break
down of the cellular component of the immune reactivity due to the formation conditions for the development of MBT
resistance MBT, by increase of cytotoxic hypoxia and activation of ,.systemic inflammatory response” syndrome.
Analysis of plasma concentration of IL-6, IL-10 and IL-18 in patients with multidrug-resistant TB proved, that their
level depends on the nature of the resistance of MBT and correlate with the spread of the specific process in the lungs.
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Highly active antiretroviral therapy (HAART) transforms an infection with the human immunodeficiency virus
(HIV) from a rapidly progressive and uniformly fatal disease into a chronic manageable condition. However, some
HAART schemes application, especially those including protease inhibitors (PIs), causes in the majority of HIV-
infected patients an iatrogenic metabolic syndrome (MS) (increased waist size, impaired fasting glucose,
hypertriglyceridemia, low plasma high-density lipoprotein concentration, and hypertension) that is associated with an
increased risk of cardiovascular cases that are connected with a process of accelerated atherosclerosis, even in young
HIV-infected people. Metabolic complications and abnormal fat distribution were frequently observed after a few years
of antiretroviral therapy and, as the wide range of antiretroviral drugs is still expanding, and long-term metabolic
changes are becoming more common throughout the world. Nearly 20% of HIV-infected patients receiving treatment
meet the criteria for the third report of the expert group on the detection, evaluation and treatment of
hypercholesterolemia in adults (Third Report of the Adult Treatment Panel for MS), and about 50% for two out of five
diagnostic criteria.

The etiology and pathogenetic mechanisms of the HIV / HAART-associated metabolic syndrome remain not
fully clarified. There is controversial evidence as to which class of antiretroviral drugs can cause such changes. PlIs is
the most likely class, but the use of nucleoside reverse transcriptase inhibitors (NSAIDs) may also be a potential risk
factor. In addition, PIs and NIDDs can work synergistically, or an effective HIV treatment can contribute to the
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development of a metabolic syndrome. Moreover, current data demonstrates a multifactorial etiology, which includes
not only the direct effect of HAART on lipid metabolism, but also on the function of endothelial and adipocytic cells,
proinflammatory cytokine activation, and mitochondrial dysfunction.

HAART-associated metabolic syndrome is an increasingly recognized clinical entity. A better understanding of
the molecular mechanisms responsible for this syndrome will enable the development of new drugs with reduced
metabolic and cardiovascular side effects. A careful cardiac screening is warranted for patients who are being evaluated
for, ot who are receiving, HAART regimens, particularly for those with known underlying cardiovascular risk factors.
The atherogenic eftects of Pls-containing HAART might synergistically contribute to the development of coronary or
cerebrovascular disease and increase the risk of death from myocardial infarction or stroke even in young HIV-infected
people,
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YepeoHWi muockuil Muwaif — XpoOHiUHe PEUHAMBYIOUE 3aXBOPIOBAHHA LWKIPH, IKE B OCTAHHI POKH € OOHIEHO 3
aKTyanbHHX NpobneM cyuacHol nepMaTonoril. AKTYANbHICTh NepMaToO3Y BH3HAYAE 30UTbLUSHHA BIICOTKY XBODHX i3
MOUHPEHAM  YPaXKEHHAM [IKIPH, IHTEHCHBHWM cBepOekeM BHCHTIKH, 3 XPOHIUHMM repebiroMm 1depmartozy Ta
TOPMIAHICTEO A0 JNIKYBAHHS CTAHAAPTHUMH MCIMKAMCHTOIHHME 32CO0aMH, LU0 SHUIKYE MPALCIIATHICTE XBOPHX Ta TX
couianbHy akTHRHICTE. BeTaHoBNEHO, WO YepROHAH nnockuil THWaK — ue MyTeTH(AKTOPHE 3aXBOPFOBAHAA LUKIPH, TKe
BHHWKEE BHACNIAOK KOMMISKCHOMG BAJIMBY EK3OMEHHMX TA €HAOTEHHWX MHHHWKIB, Cepel AKWX BArOMe 3HAYEHHA
BLAIrPAOTH iMYHHI, HEHPOCHIOKPUHHI, MeTaBoNIuHI TA FreMOANHAMIUHI po3NaaM, IHTOKCHKAUIHHI YHHHAKW TOlWO, AKi
NPU3BOAATE A0 POIBUTKY 3ANANBHHX Ta AMCTPodiuHUX NPOUECiB ¥ WKipi. Y nartonorivHuii npougc BTArYIOTbEA
NEpPeBaKHC TOBEPXHEB! NIMAHKW [LKIPHOTO NOKPHBY 3 YTBOPEHHAM APIGHHX OMHCKYUWX MOMIrOHANBHUX Tamyn 3
(PioneTOBUM BIATIHKOM, MYNKOBHAHWM BIABNSHHAM B UEHTPI. Bucknka cynpoBopkyeThea pizkum ceepOeskem, AKHI
nopyllye coH Ta NpaueslaTHiCTh xBopHX. OnHHM i3 BaNUBHX 3aBJaHb CYYacHOT Oepmartonorii 3aiuwaeThen
ONTHMIZALLIA MICLEBOMO TIKYBAHHA YEPBOHOMD TLTOCKONO NIMILAKD 3 METOK) NPHCKOPEHHSA PETPecy eNeMeHTIB BHCHNKH T2
MOKPaLLaHHa CaMONOYYTTS NALIEHTIB. 3BAKAOUH HA YACTY TOPMIAHICTb YEPBOHOTO MIOCKONO MULLAKD 10 TPALHLIAHUX
3ac0o0iB NIKYBAHHA MEPCMeKTUBHUM € 34CTOCYBAHHA B TX KOMMNEKCHIH Tepanil MeTOMIB HH3bKOIHTEHCHBHOT naszepHol
Tepanii, AKka BONOMdie MPOTH3ANANLIHOD, NPOTHIAOPAKOBOIO Ta POICMOKTYIOUOKS AIAMH, 4acTO 3acTOCOBYETLCA B
KOM MTEKCHOMY NiKYBAHHI XPOHIUHWX JepMaTOo3iB.

Metoto Hawol! poboTH Gyno NIABUWMTH eheKTHBHICTL JIKYBAHHA XBOPUX HA YepBOHWH NNOCKHI NHLIAH
LITAXOM 3aCTOCYBAHHA 3OBHILIHBOT 7azepHoi Tepanii y BHMAALI fasepHoro Qotodopesy i3 KOPTHKOCTEPOIAHHMH
Ma3AMH.

[lin HalmuM cnocTepesweHHaM nepedyrano 52 xeopux (29 xiHok Ta 23 yonorikis) RikoM RijL 23 no 67 pokig,
LU0 CTPAAANH HA YepBOHME iockuil snwail. Cepei obcresenux nauienria y 24 (46,2%) ocid piarnocrosano | ra ll
CTYMEHI TAKKOCTI KNiHIUHWX mpoagie, ¥ 28 (53,8%) — 1] cTynide (NaTonoriuHAi Npouec HOCHB NOWHPEHKWI XapakTep
— Ginbwe 20% nnowi wkipk). ¥ BCIX NALIEHTIB BUCHNKA CYNPOBOMKYBANACA CBEPOEKEM PIZHOT IHTEHCHBHOCTI. 3
METOK) ONTHMI3ALIT TiKYBAHHA XBOPHX Ha UYepBOHWI NNockWil nNHwal, nopaa 3 TpanWUiHHMMH 3acoBami, M
JACTOCOBY BAIH NAsepHuil PoTodopes 13 KOPTHKOCTEPOTIHOW MA33I0 I3 BMICTOM MOMETABOHY.

3 METOK) OUIHKH pO3pOaeHOro METOAY JIKYBAHHA B3ATI HAa 00NIK NauicHTH ByNH PORMOAINSHI Ha ABi rpymH; [
rpyna - 25 XBOPMX, AKI OTPHMANW TPaiHWidHY MenukamedTozHy tepaniky, [l rpyvma - 27 xpopux. AkuMm ¥
KOMIUTEKCHOMY NiKYBaHHI NpH3Hauanu nasephuii dotodopes 3 TONIYHUM KOPTUKOCTEPOIAHNM MPENapaTomM i3 BMICTOM
MOMETaz0Hy (T0KOM), SKHE HAHOCHNW HA BMCHTIKY OONH Pa3 Ha 106y TOHKMM LIAPOM, NICNS YOTO BOTHHILA YPaXKeHHA
ONMPOMIHIOBANH HANIBNPORITHUKOBUM CKAHYIOUUM NazepHuM anapatoM SM-2 PL “Gurza™ (1os:kuHa xpuni 0,63 MKM,
NOTYKHICTE BANPOMIHIOBAHHA 10 MBT) 3a pizHoT ekeno3nwii — y nporpecyroniii cTaaii aepMatosy — no 7 xg.. a B ¢Tanii
perpecy — 1o 3-4 xa. va 1 none (3a cymaprol ekcnosuuii 00 28 x8), Kype JikyBanna ckianas 14-15 wogeHnnx ceancis.

ARHanis nposeleHOro NiKYBaHHA 3aCBilYMB, WO BHKOPHUCTAHHA nasepHoro doTodopesy 3 TOMIHHHM
KOPTHKOCTEPOIOHUM NPEenapaToM i3 BMICTOM MOMETA30HY ANA MICLEBOTC NIKYBAHHA MEPBOHOTO NNOCKOro MHLIAK Y
nauientis I Tpynu 3ymoBNIOE GimblW MBMAKMH perpec BHUCHIHUX €neMeHTIB, MOKpallye CcamOonouyTTA XBOPHX,
IMEHLIYE CTPOKH 1X NIKYBAHHA B CEPEIHBOMY Ha 4-5 aHig v nopiBHAHKI 3 nauiedTamu [ rpynu, SKi oTpuMyBany nuwe
Tpanuuifine MeNHKaMEHTO3He NikyBaHHA Aepmartosy. (OTie, nNpeIcTaBneHi pe3ynbTaTH CRIAYATE NP0 BHCOKY
TepaneBTHUHY egEeKTHBHICTL nazeprore  QoTodopesy 3 KOPTHKOCTEPOIAHKMM  3acof0M  Ta  JOULIBHICTE  HOro
33CTOCOBYBAaHHA B KOMMASKCHOMY NiKYBaHHI XBOPHX HA YePBOHMI NNOCKHH nuwal.
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