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3B'A30K MDK ®APMAKOKIHETUKOIO PUDGAMNILUHY I CTAHOM
MEPEKUCHOIO OKMCJIEHHA NINIAIB Y XBOPUX HA TYBEPKYJ1IbO3

Memoto daHoi pobomu byro 3'scy8aHHsI MOX/IUBO20 38’3Ky MixXK eMicmoM puchbammiyuHy i Mapkepamu cma-
Hy npo- ma aHmuokcudaHmMHOI cucmeM y xeopux Ha mybepKynbo3. Bmicm pucbamniyuHy, pieeHb di€HO8UX
KoH'to2zamig (K) i akmueHicmb kamarna3su eumiptosarnu y 8eHO3HIU Kposi yepes 2,4,6 i 24 200. nicnia npulio-
My cmaHOGapmHoi o3u npernapamy. 3pasku Kposi bynu ompumaHi y 84 xeopux Ha rieeeHesuli mybepKyb0o3,
wo enepwe OiaeHocmosaHo, 8 OdecbKoMy obsiacHOMy npomumy6epKybo3HoMy oucrnaHcepi e 2012 p.
3MeHweHHs1 KoHUeHmpauii pughamniyuHy y xeopux Ha mybepKyrnb03 acouitoeasnach 3i 3MEHUWEHHSIM PiGHS
OieHoBUX KOH'to2amig i 36inbWeEeHHSM akmugHocmi kamana3su. KoHuyeHmpauis pugammiyuHy y Xeopux Ha
my6epKynbo3 yepes 6 200. nicns npudomy rnpernapamy rnpPsIMo Kopesrogarsna 3 pieHeMm GiEHOBUX KOH'to2amig i
obepHeHo Koperssana 3 akmusHicmio kamarna3su. [lepiod HariegusedeHHs1 puchammiyuHy (4-6 200.) i AUC
npsiMo Kopesrsasnu 3 eMicmom QiEHOBUX KOH'lo2amie | 06epHEeHO — 3 akmueHIiCmio Kamasasu i aHmuoKcu-
OaHMHUM iHOEKCOM.
KntouoBi crnosa: pudamniumnH, Ty6epkynbo3, NEPEKUCHE OKUCHEHHS Ninigis.
Poboma e yacmuHoro HAP «Po3pobka kpumepiie egpekmusHocmi i besneyHocmi ghapmakomepariii xeopux Ha mybepKynbo3 i eena-
mumu pi3Hoi emionoeii Ha nidcmasi hapmakozeHemuyHUX docrioxeHb» Ne depxpeecmpayii 0113U001634.

BcTtyn [4]. 3abip BEHO3HOI KPOBi NPOBOAWMMW Yy XBOPUX Ha
Ty6epkynbo3 yepes 2, 4, 6 i 24 roguHu nicnga npu-
nomy pudamniumHy. Bmict pncamniunHy BusHadva-
nm 3a B.T. YyGapsiHom [5]. MeTtog ©a3syeTbcs Ha
ekcTpakuii pudamniumMHy 3 KpOoBi 3a [OMNOMOroH
xnopocopmy i KOH i noganbwiomMy BMMIipHOBaHHI
cnektpocotomeTpi CP-46 npu 470 HM. PiBeHb gie-
HoBMX KoH'toraTiB ([K) BumiptoBanM B cupoBaTui
KpOBi 3 BMKOPWUCTAHHAM renTaH-i3onponinosoro
cnvpTy i noganbomMy BUMIptoBaHHi Ha C®-46 npu
233 HM [6]. AKTMBHICTb KaTanasu BuMipioBanu B
CUpoBaTLi 3 3aCTOCYBaHHSAM NEPEKUCY BOOHIO i MO-
nibgaty aMoHilo i HacTynHUM BUMIPIOBaHHSAM Ha
C®-46 npu 410 HM [7]. MNoTim obpaxoByBanu iHTer-
panbHUIA MOKa3HWK — aHTUOKCUAAHTHUM iHOEKC SK
BiAHOLLIEHHS aKTMBHOCTI kKatanasu go smicty [K.
OOpaxyHOK (apMaKOKIHETUYHUX | CTaTUCTUYHUX
[aHuxX npoBogunu i3 3anydeHHam Microsoft Excel,
nporpamu «Primer Biostatistica».

Tybepkynbo3Ha iHdeKUis, 3a3Buyan, CynpoBoO-
OXKXyeTbCcs 3cyBamu B H6anaHci npo- Ta aHTMOKcMAaa-
HTHMX CUCTEM B OpraHiami xsopux. 3okpema, 306i-
NbLUYETBCS BMICT NPOOYKTIB NEPEKUCHOIO0 OKUCHEH-
HA ninigie abo MOJ (gieHoBMX KoH'toraTiB, MasnoHo-
BOro anbferigy) i 3BMeHLYeTbCA aKTUBHICTb aHTUOK-
CMAaaHTHOI cucteMn (hepMeHTIB CynepoKCUMaanc-
MyTasu, KaTanasu) BiQHOCHO 340pOBUX JHOAEN
[1,7]. B pesynbTaTi ycniwHOro nikyBaHHA Tybepky-
nbo3y BiabyBaeTbCA HopMani3auis BKasaHUX Mopy-
LWeHb — 3MeHLWweHHsa BMmicTy npogykTis MOJ1 i 3poc-
TaHHA aKTMBHOCTI aHTUOKCMAAHTHOI cuctemu [3].
Cepen nNpuvymnH poO3BUTKY 3CYBIB NPO- Ta aHTUOKCU-
OaHTHOI cuctem moxe B6yTn 6esnocepeaHbo Tybep-
KynbO3Ha iHEKLid, WO CyNnpOBOAXKYETHCH 3aranb-
HO IHTOKCUKAaLlIED OpraHiamy, i MpoTUTYGEpKyIbo-
3Hi NpenapaTtn, SKi 3a3BuMYan CAPUYMHAIOTb MEBHI
nobGiyHi edpekTn Ha opraHiam NIANHN.

Pe3ynbTati Ta ix 06roBopeHHs

MakcumanbHa KOHUEeHTpauis [iEHOBUX
koH'toratiB ([K) — 1,663 cnoctepiranacb 4yepes 2
rog. nicng npuomy pudamniumHy (tadn.l, puc.l).
Y noganbwomy BMIicT [IK NoCTynoBO 3HWXKYBaBCS |
[OCArHyB CBOro MiHimymy — 1,521 vyepe3 1 goby.
BigHOCHO aKTMBHOCTI KaTtanasu Big3Ha4vanacb 3BO-

MeTa po6oTu

3’ICyBaHHSA MOXIMBOrO 3B’A3KY MiX (hbapmakoki-
HEeTMKO HamnbinbLL edeKTUBHOrO NpOTUTYHEpPKYNbO-
3HOrO aHTMbBioTMKa — pudamniyuHy i BMiCTOM Map-
KepiB CTaHy Npo- Ta aHTUOKCUAAHTHOI CUCTEM Y XBO-
pyX Ha TYOEepKynbo3.

MaTtepianu Ta meToam pPOTHa 3aKOHOMIPHICTb — MiHiManbHa aKkTUBHICTb

3paskn kposi 6ynu oTpumaHi Big 84 XBOpUX Ha Yepes 2 rog. nicns npuiomy npenapaty 0,151 - 3
TyGepKynbo3 nereHb, WO BrepLue AiarHoCTOBaHo, B MOCTYNOBUM 3pOCTaHHSIM i MakcMMymMoMm 4epes 24
OpecbkoMy 06nacHoMy MpOTUTYGepKynbO3HOMY rogd. — 0,168. AHanoriyHo A0 kaTanasu 3MiHIBaBCS
avicnaHcepi B 2012p., 3 skmnx 39 (46,4% ) cTaHOBM- aHTUOKCUOAHTHUWA [HAEKC, SIKMA MaB HaNHWKYUA
NN XiHKKM, pewwTa - 45 (53,6%) — cknaganu YonoBi- nokasHuk Yepes 2 rog. — 0,092 3 noctynosum 36i-
kn. Bik XBOPWUX CTaHOBMB Big 18 go 73 pOKiB (Cepe_ JNbLLUEHHAM BKa3aHOro noka3Huka Ha I'IpOT9|3i ,D,06V| 3
OHil Bik — 35,9 pokis). Bci xBopi Ha Ty6epkynbo3 OOCArHEHHAM MakcumanbHOro piBHA vepes 24 rog.
OTPUMYBanM pUcaMMiLMH BHYTPILHBO 3 pospaxyH-  — 0,120. Takum uuHOM, npoTsirom Ao6u Binbysa-
Ky 8-12 mr/kr Baru (3aranom 450-600 mr) Ha 006y 10Ck MOCTYNoBe 3MeHLeHHs piBHa [IK i 3pocTaHHs
3rigHo Hakasy MO3 YkpaiHu Ne 384 Big 9.06.2006 aKTMBHOCTI KaTanasn | aHTUOKCUOAHTHOIo IHOEKCY
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Ha TMi NOCTYNOBOro 3MEHLUEHHSA KOHLUeHTpauil pu-
damniumHy, noymnHatoum 3 6 roguHun (puc.l). Bog-
Hoyac BiporigHa pisHUUSA MK MokasHukamu npo-/

aHTMOKCUOAHTHOI CUCTEM Ha Pi3HMX 4YacoBUX Biapi-
3kax byna BiacyTHs.

Tabn. 1
Bmicm pucbamniyuHy ma nokasHuKu rpo-laHmuokcudaHmHOI cucmeM y Xxgopux Ha mybepKynbo3 Ha npomssi 0obu
Yac, KoHueHTpauis pudamniyuHy, . . , Katanasa, mkat/n .
rog. MKF/MI ,ElISHOBI KOH'toratu, Monb/n AHTVIOKCVI,CLBHTHVII/I IHOEKC
2 12,07+1,49 1,663+0,120 0,151+0,024 0,09210,018
4 16,16+1,40 1,655+0,105 0,162+0,034 0,095+0,020
6 11,38+1,38 1,526+0,095 0,16610,025 0,111+0,018
24 7,42+1,29 1,521+0,104 0,168+0,032 0,120+0,023
Cepea. 11,67+1,28 1,602+0,096 0,162+0,023 0,112+0,020
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Puc. 1 JuHamika KoHUeHmpauii puchamniyuHy i moka3HukKie rpo-/laHmuokcudaHmHOI cucmem y xgopux Ha mybepKyrbo3 (8i0HOCHO ce-
pPedHL000608020 pigHS 8i0NM0BIOHO20 noka3Huka,% )

3Baxaloun Ha 3poCTaHHS MOKa3HWKIB aHTUOKCU-
OaHTHOI cucteMu (kaTanasa) i 3MEHLUEHHS BMICTYy
NPOAYKTIB MpooKcuaaHTHoi cuctemmn (OK) Ha Tni
3MEHLUEHHSI BMICTY pudamniuvHy B KpPOBi XBOPUX
Ha TyGepKynbo3 6yno AouinbHUM SOCnigUTX HasiB-
HICTb KOpensAuil MiXX NokasHuMKamu npo-/ aHTUOKCU-
OAHTHOI CUCTEM | KOHLEeHTpauielo pudamnilnHy.
Onsa yboro 6yno npoaHanisoBaHO 3B'A30K MiX BKa-
3aHVMW MOKa3HMKaMM B KOXHOMY OKPEMOMY 4aco-
BOMY Biapi3ky — 2, 4, 6, 24 rog, (puc.2). Jluwe y va-
COBOMY Bifpi3Ky «6 rog.» crnocTtepiranacb HesHau-
Ha, ane BiporiaHa Kopensuis MiX KOHUeEeHTpaLlieto
pucpbamniunny i OK (po3paxyHKkoBe 3HA4YeHHSA t-
KpuTepito 2,556 npu KPUTUYHOMY 3HA4YEeHHi t-
KpuTepito 1,988) 3 ogHoro Goky, i 3BOpOTHa Kope-
nAuis 3 aKkTMBHICTIO KaTanasu i aHTUOKCUOAHTHUM
iHOekcoM (po3paxyHKOBE 3HaueHHs1 t-kputepito -
1,991 i -2,685 npu KpUTUHHOMY 3HAYEHHI t-KpuTepito
1,988). Takum 4YMHOM, OTpUMaHi pes3ynbTatu 3a-
CBiguUMNM NpAMY KOpendauilo MK KOHUEeHTpauieto
pucpamniynHom i Bmictom [K, a Takox 3BOPOTHY
Kopensauito 3 akTUBHICTIO KaTanasu i piBHEM aHTWO-
KCWOAHTHOrO iHAOEKCY.

Takox 6ynn obpaxoBaHi Taki iHTerparnbHi nokas-
HUKM §K nepiog HanieBuBeAeHHs (Ti2) B YacoBux
iHTepBanax 4-6 rog. (iHTeHcMBHa enimiHauiq) i 6-24
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rog. (TepMiHanbHa enimiHauis) 3a dopmynoto:

T12= In2/Ke,

ne kel — KOHCTaHTa eniMiHauis, sika ob4yucrnioBa-
nn 3a 4ONOMOroK TaHreHCy KyTa, YTBOPEHOro npsi-
MOIO JliHIED KiIHETUMKU puddaMnilumHy i rOpU3oHTarb-
HOK niHieto, WO € napanensHow A0 oci abcuuc.
MokasHmkn AUC («nnowia nig kpuBoto») Gyna ob6-
paxoBaHa 3a JONOMOrol No3aMoAensHOro MeToay
Tpaneuin.

3rigHo oTpumaHux paHux, Tz (4-6 roa.) pu-
damniumHy crtaHoBuB 6,76+2,03 roa.; Tz (6-24
rog.) — 36,23+13,51 roa.; AUC — 245,63151,64
mkr/mn*rog. CepegHbogoboBui pieeHb K i piBeHb
yepes 24 rof. nicna npurnomy pmudbamniuuHy nosu-
TMBHO KopentoBaB 3 AUC pudamniuunnHy (po3paxyH-
KOBe 3HaudeHHs t-kpuTepito ctaHoBuno 2,439 i 2,657
BiAMOBIOHO NPU KPUTUYHOMY 3HAYEHHI t-KpuTepito —
1,988) (Tabn. 2). Takox BmicT K kopentoBaB 3 Ti2
(4-6 roa.) i Tz (6-24 roa.). MNpuyomy AKWoO 3 nep-
MM MOKa3HWKOM KopestoBana kKoHueHTpauisa [OK
yepes 4 i 6 roa. nicnga BBeAeHHNA pudamniymHy (po-
3paxyHKoBe 3Ha4eHHs t-Kputepito ctaHoBuNMo 2,426
i 4,191), TO 3 4PYrMM NOKa3HUKOM — yepe3s 24 roa. i
cepeaHbo000BUA MOKa3HUK (pO3paxyHKoBE 3Ha-
YeHHs t-kpuTepito ctaHoBuno 3,281 i 2,424 signo-
BiHO).
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Tabn. 2
Kopensuis mix nokasHukamu ghapmakiHemuku puchammiyuHy ma rpo-/aHmuokcudaHmHoi cucmem
. Po3paxyHKoBe 3HaYeHHs t-KpUTepito
MNokasHuKn npo- Ta aHTUOKCUAAHTHOI T qu)aMI'IiLlMHy Tua qu)aMI'IiLlMHy
cncTemun i
AUC pudamniyuny (4-6 rop.) (6-24 ron)
2rog. 1,225 0,799 0,557
. . 4 rop. 0,725 2,426* 1,128
Hietiosi 6 rog 1,666 4,191* 1,780
KOH'toratu : . , k
24 rog. 2,657* -0,147 3,281*
Cepeg. 2,439* 1,516 2,424*
2rog. -1,835 -3,530* 1,081
4 rop. -1,350 -1,689 0,284
Katanasa 6 rog. -1,760 -0,217 2,591*
24 rog. -2,104* -1,991* 2,082*
Cepen. -2,018* -2,905* 2,662*
2rog. -1,194 -4,650* 1,427
A 4 rop. -0,078 -3,329* 0,278
HTUOKCUOAH-
THWA iHOeKe 6 roa. -2,605* -1,743 1,379
24 rog. -3,210* -2,508* 1,299
Cepeq. -2,764* -2,652* 0,804

lMpumimka:* - pospaxyHkosul t-kpumepiti 6inbwe 8i0 KPUMUYHO20 3Ha4YeHHS t-kpumepito 1,988
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Puc. 2 Kopenisiuis Mix KOHUeHmpauieto pugamniyuHy ma 8i0rnogiOHUMU HYaco8uMU roKa3HUKamu rpo-/aHmuokcudaHmHoi cucmem (ro
oci abecyuc — yac nicriss eeedeHHs1 puchamiyuHy (ceped. — cepedHb000b08Ul MOKa3HUK), MO Oci opduHam — po3paxyHkosul t-kpumepitl)

lMpumimka:* - po3paxyHkosul t-kpumepiti 6inbwe 8i0 KPUMUYHO20 3HaYyeHHs t-kpumepito 1,988

AKTUBHICTb KaTanasu 4yepes3 24 rof. nicns Bee-
OeHHsa pudamniunHy, a Takox cepegHbofoboBa ak-
TUBHICTb KaTanasu xapakrepusyBanucb 06epHeHO0
kopensuieto 3 AUC pudamniumHy - po3paxyHKoBe
3Ha4eHHs t-kputepito ctaHosuo -2,104 i -2,018 Bia-
noBigHO. TakoX aKTMBHICTb KaTarasu Big3Ha4varnacb
obepHeHoto kopensuieto 3 Tz (4-6 roa.) pudpamni-
UnHy. Tak, po3paxyHKoBe 3Ha4eHHs t-KpuTepito ye-
pes3 2 i 24 roa. nicna BBeAeHHS pudamniumHy cTa-
HoBuno -3,530 i -1,991 BainoBigHO; AN cepeaHbo-
0o60BoI akTUBHOCTI kaTanasu -2,905. BogHouac Mixk
aKTUBHICTIO KaTanaan i Tiz (6-24 roa.) pudamniumHy
criocTepiranacb npsma Kopensuid, fdka BigsHaya-
nacb 4vepes 6, 24 rog. nicna 3acToOCyBaHHA pu-
damniyuHy, a Takox y cepeaHbo4060BOMY 3HAYEHHI
- pO3paxyHKOBE 3HAYEHHS t-KPUTEPID CTaHOBWIIO
2,591; 2,082 i 2,662 BignoBigHoO.
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Micna oBuyncrneHHs aHTUOKCUAAHTHOrO iHAEKCY
OIS KOXKHOIO XBOPOro Ha Tybepkynbo3 6yno BcTa-
HOBMEHO HasABHICTb 0b6epHeHOI Kopensauii MK LM
iHoekcom i piBHem AUC 4epes 6, 24 rog. nicns
npunomy pudpamniumHy i cepeaHL040060BUM piBHEM
(po3paxyHKOBE 3HAYEHHS t-KpPUTEPIlD CTaHOBMWIIO -
2,605; -3,210 i -2,764 BignosigHo). lNMepiog Hanis-
BMBEOEHHSA pudhamMniunHy B YacoBOMY iHTepBani 4-
6 rog. obepHeHO KopenioBaB 3 AHTUOKCUAAHTHUM
iHOEKCOM Mawvke Ha npoTdasi fobu nicnst npunomy
npenapaty. Tak, pO3paxyHKOBE 3HayeHHa t-
KpuTepito Yyepes 2 rog. ctaHoBuso -4,650, yepes 4
rog. -3,329, uepes 24 rog. -2,508, B cepegHbLOMY
Ha npoTasi gobwu -2,652 (puc. 3). BiporigHoi kope-
nauii mix Tuz (6-24 roa.) prdbaMniuunHy i aHTUOKCK-
JaHTHUM iHOEKCOM He Bif3Ha4asrochb.
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Puc. 3 Kopensuis mix Ty, (4-6 200.) puchamniyuHy ma aHmuokcudaHmHUM iHOeKkcoM Yepe3d 2 200. nicriss eedeHHs npenapamy (Wwmpu-
XOM ro3Ha4yeHo iHito mpeHdy; ro oci abcyuc — T2 (4-6 200.) pughamniyuHy, Mo oci opduHam — aHmMuUoKcuOaHmMHUU iHOEKC)

OTpumaHi gaHi 3acBigunnu, WO 3MEHLIEHHS
KOHLeHTpauji pudamniyMHy Ha npoTtasi gobu nicns
BBEJEHHS acoLUiloBafioCb 3 NMEBHUM 3MEHLUEHHSAM
BMICTY MpPOAYKTIB NEPEeKUCHOro OKUCIEeHHs ninigis
(OK) i 3pocTaHHsIM aKTMBHOCTI (DEPMEHTY aHTUOK-
CYAAHTHOI CUCTEMW — KaTarnasu, a TaKoX aHTUOK-
CMAaHTHOrO iHAekcy. Takox Oyno Big3HaveHa nps-
Ma Kopensuis MK KOHUeHTpaLie pudamniunHy B
KpoBi xBopux i piBHem [OK, a Takox obepHeHa Ko-
pensuis 3 akTUBHICTIO KaTanasn i aHTUOKCUAAHTHUM
iHOekcoM 4Yepe3 6 rod. nicna 3acTOCyBaHHA pu-
damniumHy. B3aemMo3B’a30k Mixk BMICTOM pudpamni-
LUMHY i BMICTOM NMPOAYKTIB MEPEKNCHOIO0 OKUCIEHHSA
ninigis niaTBepAnBCA HaABHICTIO NPAMOI Kopensuil
Mk AUC i Bmictom [OK i o6epHeHoi kopensdii Mix
AUC i aKTMBHICTIO KaTanasu i aHTUOKCUAAHTHUM iH-
pekcom. LWBnakicte enimiHauii pudamniuunny, ska
BMpakanacb Yepes nepiog HaniBBMBEAEHHS, TaKOX
KopenioBarna 3 CTaHOM NpPO-/aHTUOKCUOAHTHOI cuc-
TeM. Tak, YiM MNOBINbHiWe BUBOANBCSA pudpamniunH
3 opraHiamy B iHTepBani 4-6 rod. nicnsi BBEOEHHS,
TMM BULLMM BYB BMICT NPOAYKTIB NEPEKUCHOIO OKM-
cneHHs ninigis (OK) i HUX4Yol akTUBHICTL KaTanasu
i piBEHb @aHTMOKCUOAHTHOrO iHAEKCY.

Takum 4YMHOM, BMICT pudamniunHy B KpoBi Y
XBOPWX Ha Tybepkynbo3 € hakTopom, Lo MpsAMO
Kopentoe 3 piBHEM MPOAYKTIB MEPEKNCHOIO OKMUC-
NeHHs1 ninigiB i 06epHEHO KOpene i3 akTUBHICTHO
AHTUOKCUOAHTHOI CUCTEMMU, O MOXe OyTu dakTo-
POM PO3BUTKY TOKCUYHUX eqekTiB pudpamniymHy nig
Yyac nikyBaHHs Ty6epKynboay.
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BucHoBku

1. 3MeHLUeHHsa KOHLUeHTpauii pudamniyuHy y
XBOPWUX Ha Tybepkynbo3 acouioBanocb 3i 3MeH-
LUEHHSAM pIiBHS Oi€HOBUX KOH'lOraTiB i 36inblLeHHAM
aKTMBHOCTI kaTanasmu.

2. KoHueHTpauia pudamniunHy y XBOpUX Ha Ty-
Bepkynbo3 yepes 6 rog. nicns npuromy npenapary
npsMO KoperstoBana 3 piBHEM LiEHOBMX KOH'lOraTiB i
obepHeHO KopernoBana 3 akTMBHICTIO kaTanasu.

3. lNepiog HaniBBMBEOEHHSA pudamniumHy (4-6
rog.) i AUC npsiMmo koperntoBanu 3 BMICTOM Ji€HO-
BUX KOH'IOraTiB i 06epHEHO — 3 aKTMBHICTIO KaTana-
31 | aHTUOKCUOAHTHUM IHOEKCOM.
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ARTyaABHi IPOOAEMH CyIacCHOI MEAHIIHHH

Pedcbepat

CBA3b MEXIY ®PAPMAKOKVHETUKA PUGAMMLIMHA 1 COCTOAHMEM NMEPEKVUCHOIO OKUCIIEHNA TUMIALOB Y BOJbHbLIX
TYBEPKYJIE30OM
AHTOHEHko IN.B.
KntoueBble cnosa: pudamnuuuH, Tybepkynes, NepekncHoe OKUCHEHNE NUNNAOB

Llenbto gaHHon paboTbl 6biNO uccnefoBaHMe BO3MOXHOW CBA3W MexXAy coAepXKaHue pudamnuuuHa v
MapKkepamy COCTOSIHWUSI MPO- U aHTMOKCUAAHTHOW cucTeM y BomnbHbIX TyGepkynesom. CoagepxaHve pudam-
nMUMHa, YPOBEHb AMEHOBbIX koHbloratoB ([K) n akTMBHOCTL KaTanasbl U3Mepsinv B BEHO3HOW KPOBU Yepes
2,4,6 n 24 yac. nocrne npuema cTaHgapTHow [o03bl npenapata. O6pasubl KpoBM OblniM Mony4veHbl oT 84
BOonbHbIX C BNepBble ANarHOCTMpPOBaHHbLIM TyGepkyrnesom nerkux B Ogecckom obnacTtHOM NpoTuBOTYBepKy-
nesHom gucnaHcepe B 2012 r. YMeHbLUEHUE KOHUEHTpaumm pudamnmumHa y 60nbHbIX Ty6epKynesom acco-
LUMPOBAaNoChb C YMEHbLUEHNEM YPOBHS AMEHOBbIX KOHbBIOraToB U yBennyeHneM akTMBHOCTW kaTanasbl. KoH-
LUeHTpaumsa pudamnuuuHa y 6onbHbIX TyGepkynesom yepes 6 yac. nocne npvema npenapara npsimo Koppe-
nuposana ¢ ypoBHEM ANEHOBbLIX KOHBIOraToB U 0BpaTHO KoppenupoBana ¢ akTMBHOCTbIO kaTanasbl.

Summary
RELATION BETWEEN RIFAMPICIN PHARMACOKINETICS AND STATUS OF LIPID PEROXYDATION IN PATIENTS WITH
TUBERCULOSIS
Antonenko P.
Key words: rifampicin, tuberculosis, catalase, diene conjugates

It is well known that tuberculosis (TB) is associated with activation of oxidant system and inhibition of an-
tioxidant systems. Successful treatment usually normalizes this imbalance. Among the courses of such im-
balance in oxidant-antioxidant system the leading position ranks the tuberculosis intoxication by itself that
provokes the systemic intoxication as well as the action of antituberculosis agents.

The aim of this work was to investigate possible relation between pharmacokinetics rifampicin (R), the
most effective antituberculosis antiobiotic, and the level of pro- and antioxidant system markers in TB pa-
tients.

The study involved 84 patients with pulmonary TB which was first diagnosed at Odesa TB dispensary in
2012. There were 39 (46,4 %) females and 45 (53,6%) of mean age 35,9 years. All the patients were given
the injections of rifampicin in a dose of 8-12 mg/kg of body wt daily. Rifampicin concentration was detected in
venous blood taken from the patients in 2, 4, 6 and 24 hrs after introducing its standard doses (8-12
mg/kg/day) according to Chubaryan V.T., 1994. The drug was extracted by allying chloroform and KOH and
then the drug concentration was measurement by spectrophotometer SP-46. The level of diene conjugates
and catalase activity in blood serum were measured by heptane-isopropyl spirit and hydrogen peroxide with
ammonia molibdate correspondently and following spectrophotometry. In addition we calculated antioxidant
index as ratio of catalase activity to level of diene conjugates.

Dropping of R concentration in TB patients may be associated with the decrease of diene conjugates lev-
el and increase of catalase activity. The maximal level of diene conjugates — 1.663 mol/l - was observed 2
hrs after R intake and the lowest level — 1,521 — in 24 hrs. Ccatalase was observed to demonstrate the op-
posite dynamics. Six hours after R ingestion a direct correlation was found between R concentration and
diene conjugates level (estimated t-criteria 2,556, critical t-criteria hereinafter 1,998) on one hand and re-
verse correlation between R concentration and catalase activity (estimated t-criteria -1,991).

In addition it was calculated starting and terminal half-life of R - T12 (4-6 hrs) and Ti2 (6-24 hrs) corre-
spondently and AUC (area under the curve) of R. So, T2 (4-6 roa.) for R was 6,76+2,03 hrs; T2 (6-24 hrs.)
— 36,23+13,51 hrs; AUC — 245,63+51,64 mcg/ml*hrs. Daily average level of diene conjugates directly corre-
late with AUC of R (estimated t-criteria was 2,439) and Tz (6-24 hrs) (estimated t-criteria was 2,424). The
half-life of R (4-6 hrs) was in direct correlation with diene conjugates 4 and 6 hrs after R intake (estimated t-
criteria were 2,426 and 4,191 correspondently).

Daily average activity of catalase was in reverse correlation with AUC of R (estimated t-criteria was -
2,018) and Tu2 (4-6 hrs) of R (estimated t-criteria was -2,905). Also catalase activity 2 hrs after R ingestion
has been in reverse correlation with Tu2 (4-6 hrs) - estimated t-criteria was -3,530.

Antioxidant index has been in reverse correlation with diene conjugates level 6 and 24 hrs after R inges-
tion (estimated t-criteria were -2,605 and -3,210 correspondently). T2 (4-6 hrs) of R also was in reverse cor-
relation with antioxidant index. For example, estimated t-criteria 2 hrs after R intake was -4,650; 4 hrs after R
intake -3,329; 24 hrs after -2,508.

Thus, the obtained data have shown the direct correlation between R concentration in blood of TB pa-
tients and diene conjugates concentration, and the reverse correlation between R concentration and cata-
lase activity, antioxidant index. The connection between R concentration and oxidant/antioxidant balance
has been proved by revealing of direct correlation between AUC of R and diene conjugates on one hand and
reverse correlation between AUC of R and catalase activity and antioxidant index on the other hand. Slow
elimination of R (high Ti2 (4-6 hrs)) associate with high level of lipids peroxidation products and low activity
of catalase. So, rifampicin contributes to oxidant/antioxidant imbalance during TB treatment.
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