MIHICTEPCTBO OXOPOHH 3/10POB’SI YKPAIHA
BYKOBUHCBHKHNM JEP)KABHUN MEJUYHUH YHIBEPCUTET»

MATEPIAJIA

104-i mincyMKoOBOi HAYKOBO-NIPAKTHUYHOI KOH(pepeHuii
3 Mi’KHAPOJHOI0 Y4aCTIO
npogecopcbKO-BUKJIAAANBKOI0 MEPCOHALY
BYKOBHUHCBKOI'O JEP KABHOI'O MEJUYHOI'O YHIBEPCUTETY
06, 08, 13 aroToro 2023 poky

Kondepennis Baecena no Peectpy 3axoniB 6e3nepepBHOTo mpodeciitHoro po3BUTKY,
K1 IpoBOAUTUMYThCS Yy 2023 porri Ne5500074

Yepuisui — 2023



a high death rate — 11%, which is also significantly higher than among people with drug-susceptible
TB in Ukraine on an average. Tubercular process in the majority of patients was found to
demonstrate the following dominating clinical symptoms caused by inflammatory process:
intoxication syndrome was noted in 58 (65,9%) patients of the 1st group against 317 (47%) patients
of the 2nd group, bronchopulmonary — at 25 ( 28.4%) of the main group against 124 (18.4%)
control groups, a combination of these syndromes— in 21 (23.9%) patients with comorbid
pathology of MDR-TB / diabetes against 95 (9.6%) patients without concomitant pathology
Diabetes mellitus and only in 6 (6.8%) patients group 1 against 124 (18.4%) patients of the 2nd
group did not suffer.

Conclusions. It is easy to trace a clear tendency towards an increase in the proportion of
tuberculosis recurrences, the role of combined pathology and chemoresistance in the structure of
tuberculosis incidence. An even more obvious fact is that these three factors are interrelated and
have an undeniable influence on each other.
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EVALUATION OF THE PREVALENCE OF ADVERSE REACTIONS TO
ANTIMYCOBACTERIAL DRUGS IN PULMONARY TUBERCULOSIS
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Introduction. The development of adverse reactions (AR) against the background of anti-
tuberculosis therapy reduces the effectiveness of the latter and causes additional damage to the
health and life of the patient. In the structure of AR, one of the first places is occupied by drug-
induced liver damage, the frequency of which ranges from 7 to 74%. The main component of TB
treatment at the present stage is chemotherapy - long-term simultaneous administration of several
anti-tuberculosis drugs (ATDs), most of which are potentially hepatotoxic. When using
chemotherapy regimens (CT) that include only first-line drugs, the frequency of unwanted ADRs
ranges from 8 to 61%; these figures reach 92%.

The aim of our study. To analyze the prevalence of adverse reactions to anti-tuberculosis
drugs in pulmonary tuberculosis.

Materials and methods. To achieve this goal, 230 patients with pulmonary TB were
examined at the Regional Clinical TB Dispensary from 2018 to 2021. Clinical, physical,
radiological, and laboratory research methods were used.

Results and discussion. The frequency of severe AR to individual anti-TB drugs was
analyzed. The highest percentage of development of AR was found to be observed with
administration of pyrazinamide (15%), followed by isoniazid (7%) and rifampicin (1.5%).

In patients with hepatotoxicity followed by definitive discontinuation of a single drug, mean
peak liver enzymes were increased to 109 U/L for gamma-glutamine transferase (median 81 U/L;
95% CI 72-146 U/L). Tl >5 was observed in 37 of 55 patients with hepatotoxicity (67%). The
median TI in these 37 patients was 14.5 (95% CI 10.2-33.9). Three drugs didn't differ in the
average time interval between initiation of therapy and detection of hepatotoxicity (isoniazid: 16.5
days, 95% CI 7-47 days; rifampicin: 17.5 days, 95% CI 14-33 days; pyrazinamide: 18.5 days, 95%
Cl 17-29 days). Isoniazid-induced exanthema occurred after 13.5 days of treatment (95% CI 2-41
days), while pyrazinamide-induced exanthema occurred only after 2 days (95% CI 1-11 days) (p =
0.041). Pyrazinamide-induced arthralgia was observed after 25 days of treatment (95% CI 18-36
days). Discontinuation of pyrazinamide due to severe hyperuricemia was required in only three
patients. One-factor analysis of all types of side effects associated with standard therapy regarding
the patient's risk factors found only the presence of hepatitis in history as a significant factor
indicating the toxicity of standard therapy. Multivariate analysis of risk factors for termination of
standard chemotherapy due to a single side effect also revealed a history of hepatitis (OR 5.4; 95%
Cl 1.9-15.1; p = 0.0022) as a significant risk factor for hepatotoxicity. Females were found to
increase the risk of exanthema (OR 3.1; 95% CI 1.3-7.6; p = 0.010). The risk factor for termination
due to arthralgia could not be determined.
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Conclusions. In patients with pulmonary tuberculosis, side reactions of a toxic nature
prevail - in 66.7% of observations, in particular, drug-induced liver damage was recorded in 57.9%
of cases (r = 0,8; p < 0,05). Adverse reactions to the combination of antituberculosis drugs occur in
53.5% of cases (r=0,6).

bponoscska H.B.
3ACTOCYBAHHSA 'EHNATOIMPOTEKTOPHOI'O TA AHT'TOITPOTEKTOPHOI'O
MPEIAPATIB Y KOMILUIEKCHOMY JIKYBAHHI XBOPUX HA YEPBOHUM
TUIECKATHM JIULIAN
Kagheopa oepmamoseneponoeii
byxosuncvkuii deparcasnuti meouunull yHisepcumem

Beryn. YepBonuii mieckatuil nuimail — XpoHIYHE HElH(EKIIHHEe 3anajlbHe 3aXBOPIOBAHHS
HIKIpY 3 TPYNU Namylo-CKBaMO3HUX JEepMaTo3iB. Y CTPYKTYpl MaTOJIOTI] LIKIPM YEpPBOHHM
IiecKaThi nuai ckiagae 6uia 3%, npoTe B OCTaHHI POKH BIA3HAYAETHCS TEHAEHLISA 10 3pOCTaHHS
pIBHS 3aXBOPIOBAHOCTI Ha YEPBOHUHN IUIECKaTWM JmIIai, ocoOnMBO cepel oci0 aKTHBHOIO
mpamne3 aTHoro Biky. Ha cydacHomy erami jepMaro3 XapaKTepHU3YEThCs MOMIMPEHUM YpPaKEHHSIM
IIKIpU, IHTEHCUBHUM CBepOexeM, 30UIbIICHHSIM YacTKU aTUIOBUX YM TOPHITHUX O JIKYBaHHS
($hopM 3aXBOPIOBAHHS, 1110 € IPUYUHOIO 3HWKEHHS TTPAIE3/JaTHOCTI Ta COIIaTbHOT aKTUBHOCTI TaKUX
naiieHTiB. Bce 11e 00rpyHTOBYE aKkTyalbHICTh BU3HAYEHHSI MATOTEHETUYHUX YMHHHKIB YEPBOHOTO
MJIECKATOTO JIMINAK0 3 METOK YIOCKOHAJEHHS CMOCOO0IB #oro JikyBaHHs. OIHIEIO 3 MOXJIMBHUX
MPUYMH OOTSHKEHOro Mepediry JepMmaTro3y € MOoro MmoeJHaHHS 3 MATOJIOTIEI0 OPTaHiB TPaBJICHHS,
30KpeMa remnatoOuTiapHOT CUCTEMH, Ta PO3JadaMHu MIKPOIIUPKYJISLIT IIKIpH, 1110 CIIiJ] BpaXxOBYBaTH
MIPY KOMILIEKCHOMY OOCTE)XXEHHI Ta JIIKYBaHH1 XBOPUX HA YEPBOHUI MIeCKaTHH JUIIAM.

Meta pocaigxenHs. [limBumutu eQpeKTUBHICTh JIIKYBAaHHS XBOPHX Ha YEpBOHUHN
MJIECKaTUM JIMIIA [UIIXOM  3aCTOCYBaHHS Y KOMIUIEKCHIM ix Tepamii mpemapariB i3
renaTonpoTEKTOPHOIO Ta aHTIOMPOTEKTOPHOIO BIACTUBOCTSIMHU.

Marepiaa i Mmeroau nociaimkennsi. Criocrepiranu 43 marieHTiB (27 IHOK, 16 4OJIOBIKIB)
BikOM Bif 19 10 75 pokiB, XBOpHX Ha YEPBOHUU IUJICCKATHUU JIMINANM 13 MOUTUPEHUM YPOKCHHSIM
IIKIPH, YUCEITbHUMHY 3allaJIbHUMU TTaIyJIaMH 3 IHTECHCUBHUM CBEepOEKeM, a Ha HIDKHIX KIHI[IBKaxX —
13 (OpMYBaHHIM BEpYKO3HHX OJsAIOK. KOHTPOJIBHY TpyIy CKIamHM 25 MPaKTHYHO 370POBUX 0OCI0O
noxioHoro BiKy ¥ crari. Jlna Bu3HaueHHsS (YHKIIIOHAJIBHOTO CTaHy OpPTraHiB TemaroOuriapHoi
CHUCTEMHU Yy TMAIlIEHTIB 3aCTOCOBYBAIM IHCTPYMEHTaNIbHI (yJAbTPa3BYKOBE JOCIIKCHHS OpraHiB
YepeBHOT MOPOKHUHM) Ta JabopaTopHi (610XiMiuH1, IMyHODEPMEHTH1) METOAM JTOCITIIKEHHS.

PesyabTaTtu nociimkenHsi. [Ipu KoMIuieKCHOMY OOCTEXKEHHI y 3HAYHOT YacTHMHH — Yy 32
(74,4%) 3 43 oOCTe)XeHHX XBOPHUX Ha YEpBOHUM IUIECKATUN JIUIIAW BHSBJICHO CYIYTHI
3aXBOPIOBAHHS OpraHiB remaroOuUTiapHOi CHCTEMHU, Y TOMY YMCIl: XpPOHIYHHMA XOneuucTut — y 21
(48,8 %) marieHTa, XpOHIYHUI renaTUT HeBipycHoro renesy — y 8 (18,6%) Tta rematutr C — y 3
(7,0%) ocib, sKi CynpoOBOKYBAIWCS 3MIHAMHU IMOKAa3HUKIB OIOXIMIYHOTO aHaji3y KpoBi
(TMiIBUILEHHSM BMICTY B CHpPOBATIli KpOBI OUTipyOiHYy, XOJeCTepHHY, aKTUBHOCTI TpaHCamiHas,
3MIHAMH JIIIJHOTO CIEKTPY TOWI0). Y KOMIUIEKCHOMY JIIKYBaHHI OCHOBHOI I'PYNHM XBOpPUX Ha
4YepBOHUH TuleckaTtuii numiaii (21 oco0a) mpu3HAYMIM Mpenapar i3 BMICTOM €KCTPaKTy apTHUIIOKY
(Cynara scolymus) 3 remnaTonpoTeKTOPHOIO i€l Ta aHTIONPOTEKTOPHUM Ipemapar i3 BMICTOM
TPOKCEpYTUHY (BIPOJOBXK MicCsIsl), pemrta 22 maiieHTH (MOPIBHSJIbHA Tpyla) OTpUMANU
CTaHJApTHE JIIKYBaHHs JepMaro3y. 3TiJHO KIIHIYHMX CHOCTEpEXeHb, y MALlI€HTIB 13 YEPBOHUM
IUIECKAaTUM JIMIIAEM OCHOBHOI I'PYIU BiJI3HaYEHO OUTBII HIBUAKUNA perpec BUCUITHUX €JIEeMEHTIB Ha
mikipi (y cepeiHboMy Ha 9-14 nHIB CTOCOBHO MAlli€HTIB MOPIBHAJIBHOI IPYIH), @ TAKOXK BHUABICHO
TEHJICHIIII0 JI0 HOpMaji3alii MOKa3HUKIB OIOXIMIYHOTO aHaiizy KpoBi. UYepe3 MicsAlb Micis
3aBepILEHHS JIIKYBAaHHS y TAalli€eHTIB OCHOBHOI T'PYyNM CTaH KJIHIYHOIO OJY)KaHHS YU 3HA4YHE
MOKpaIlleHHs: Ha mKipi koHcTaToBaHo y 15 (71,4%) ocib, a numie mokpamieHHsS — v 6 (28,6%)
MAIi€HTIB, cepe]l XBOPUX HA YEPBOHUH IMJIeCKaTUil JUIIai 13 rpyny NOPIBHSAHHS BiAMOBITHO —y 9
(40,9%) ta'y 13 (59,1%) ocib, 110 3rizHo i3 HemapaMeTpUUHUM AucHepciiiHuM aHanizom @pinmana
Mae€ IOCTOBIPHY BiIMIHHICTh (XZ = 4,06 3a KPUTUYIHOTO 3HAYCHHS I[OTO TMOKa3HUKa — 3,84).
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