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OCOBEHHOCTU FrENATOTOKCUYHOCTU JIEKAPCTBEHHbIX CPEACTB —
BAXHbIV BOMPOC PALLMOHAJIbHON ®APMAKOTEPATUU.
OB3O0P JIUTEPATYPbI (4yactb 1)

ry «AHenponeTpoBCcKas MeauuuHckaa akagemua M3Y»
(r. AHenponeTpoBCK)

HayyHas paboTta sBnseTcs ¢parMeHToM KOM-

nnekcHon HWP kadenpbl dapmakonormm, KiavHU-
yeckon  dapmakonorum 1 HapMako3KOHOMUKU
Y «[lHenponeTpoBckas MeauuMHCKas akagemus

M3Y» «Po3pobka MeToa0N0ril OLiHKK Aji aHaNbreTuKIB,
aHecTeTuKiB, aHTUOKCUAOAHTIB Ta iX KomOiHauin
B YMOBax ekcnepumeHTanbHoi nartonorii  LHC»,
Ne 0102U00344 ta «OcobnunBocTi Aji Helipo- Ta Ncuxo-
TPOMHUX NiKaPCbKNX 3aCc06iB B YMOBaX eKCTPEMabHUX
cutyauin», Ne0199U001559.

JloCTaToO4YHO 4acToO Bpayu BCTPEYAOTCSH C NauMeH-
TaMu, y KOTOPbIX BO3HMKAET Lesblii psfa xanod Ha no-
BbILLEHHYIO YTOMASIEMOCTb, Pa3apaXmMTebHOCTb, CHU-
XEeHMe HaCTPOEeHUsl, HEMOTUBUPOBAHHYIO CNaboCTb,
MOBLILUEHHbIM YPOBEHb TPEBOXHOCTU, yXydlUEeHne na-
MSATU, BHUMaHUS, a TakXKe HapyLleHUs CHa (COHMBOCTb
OHEeM 1 6eCCOoHHMLA HOYbIO), NPOdECCUOHAbHYIO, CO-
uManbHyt0 OesaganTtaumio, noTepro MHTepeca K npo-
McxXoasileMmy, anaTtuyHOCTb. ITU Hecneuudpuyeckmne
CUMMNTOMbI MOTYT ObITb PAHHUMM NPU3HAKAMW XPOHU-
yeckunx 3abosieBaHunii NeYeHN Pa3NINYHON 3TUONOrMK:

XpoHuuyeckue 3aboneBaHns NevyeHu

o MeankaMeHTO3Hble
nopaxeHus

e BupycHble 3a6oneBaHus
o ANIKOrofibHble
3abos1ieBaHms

o AyTOMMMYHHbIe 3abone-
BaHUS

e /I3MeHeHus neyveHu npu
apyrux 3aboneBaHnsxX

1 NaToNOrM4yecKmx
COCTOSIHUSIX

o I3MeHeHusa neveHn
npu HapyLleHMsIX obMeHa
BELLEeCTB

o Onyxonu neyeHun

B cBoen knMHMYECKONM NPakTMKE Bpa4y MOXET CTOM-
KHYTbCSl C renaTtoMeranven y naumeHTta kak npu ano-
®Y3HbIX (OCTPLIA U XPOHUYECKNIA renaTtuT, LMppo3 ne-
YeHu, CTeaTo3 MeyYeHu), o4aroBbiX (OMNyXOan MeYeHu,
HenapasuTapHble KUCTbl MEYEHN, IXMHOKOKKO3, TyOep-
Kynes, abcuecc neyveHn v ap.) 3aboneBaHusx neyveHu,
Tak 1 nNpu 60NEe3HAX HaKOMIeHUs!, 3a00NeBaHUSAX KPO-
BETBOPHOW CUCTEMBI (0. U XP. IENKO3bl, IMM@OMbI, MU-
enomMHas 6onesHb, ninMmdoageHonaTUn 1 ap.), a TaKkke
3ab6051eBaHNSIX CEPLAEYHO-COCYANCTOM CUCTEMBI, NPOTE-
KaloLLMX C ABNEHNAMN CEPAEYHOM HeJOCTAaTOYHOCTH [6].

B CcBSI3M CO CNOXHOCTbIO ANMArHOCTUKM U onpene-
JIEHUS MPUYNH BO3HUKHOBEHUSI 3a00NEBAHNIN NEYEHN,
0COBEHHO XOTenocb 06PaTUTbL BHMMaHWE Bpaya Ha
MeauKaMeHTO3Hble MopaxeHus nedeHun. Ha ce-
rOOHSALWHWIA AeHb N3BECTHO OOoMnee ThiCAYM HAMMEHO-
BaHWIN NIEKAPCTBEHHbIX MPENapaToB, MNPUBOAALMNX K
pPasBUTUIO MeOUKaMEHTO3HOro renatuta. o gaHHbIM
mMTepaTtypbl 4acToTa NeKapCTBEHHbIX renatmToB CO-
ctaBngeT oT 1% 0o 28% Bcex NOOOYHbLIX OENCTBUNA,
CBSI3aHHbIX C MeauKaMeHTO3HoM Tepanuvei [4]. Jlekap-
CTBEHHbIE Mpenapartbl ABAATCA NPUYNHON XENTYXU Y
2% OO0NbHbIX, KOTOPbIE HYXAAKTCS B rOCNUTANIN3aLNN.
TOKCMYHOCTb AENCTBUSA NIEKAPCTB YBENNYMBAETCSA NpU
nprveme AByX — TPEX NpenaparTos, a Npy OOHOBPEMEH-
HOM MpuemMe wecTn n 6osee NeKapCcTB BEPOSATHOCTb
TOKCMYECKOro MOBPEXAEHUA NevYeHun YBENNYUBAETCH
00 80%. CkopoCTb pa3BUTUS NEKAPCTBEHHOrO rena-
TMTa Ha GOoHe NMpuemMa MeaMKaMeHTOB BapbupyeT OT
HECKOJIbKMX CYTOK [0 HecKonbkux net. ccnepoBaHus
nokasanu, 4to B CLLUA no 25% cnyyaeB dynbMUHAHT-
Has NeyYyeHo4YHas HeJOCTAaTOYHOCTb Obina obycnoBneHa
nekapcTBeHHbIMKU cpeacTteamu [1, 10].

[MockonbKy neyvyeHb UrpaeT BaxKHerLyo posb B Me-
TaboMM3Me XMMUYECKNX BELLLECTB B OPraHn3Me 4eno-
BEKa, TO Bpayy HeobXoAoMMO MOHWMAaTb, YTO Jioboe
JiekapCTBeHHOe CpeAcCTBO rpu ornpenesieHHbIX yC-
JIOBUSIX MOXET CNPOBOLIMPOBATL HaPYLLIEHUST PYHKLUN
neyenu [1, 2, 5].

CerogHst NOCTOSHHO pacTeT nHdopmauuva o rena-
TOTOKCMYECKOM AeMCTBUN MHOTMX NPEenapaTos, NO3To-
My BOMPOCHI 3aLMUTbI NEYEeHU NPU NPUEME TeKapCTBEH-
HbIX cpeacTs (J/1IC) nmetoT 0cobyo BaXXHOCTb.

JlocTaTo4yHO 4acTO HapylweHUs OYHKUMU nevyeHn
MOTYT BO3HMKATb NPU TaKNX YCIOBUSX:

1) HeNpaBW/IbLHOM NPUMEHEHUN NpenapaTos (npe-
BblLLEHNE Pa30BO N/ KYPCOBOW A03bl, OTCYTCTBUE
KOppeKUuMn A03 Yy MauMeHTOB C MOYEYHOM Wan nedye-
HOYHOI HEeOOCTAaTOYHOCTbID, OCOOBEHHO MNpu npueme
6onee 2-3 neKkapCTBEHHbIX CPEACTB OAHOBPEMEHHO
(nonunparmasus);

2) OEeCKOHTPOJIbHOM CaMOCTOATENbLHOM MpuemMe
nauMeHToM MHoOrmx rpynn 6e3peuenTypHbIX Npenapa-
TOB (BCNeOCTBME CaMOJIEYEHUNSs, arPECCUBHON pekna-
Mbl JIC), B TOM 4ncne Mcnonb30BaHUE PACTUTENbHbIX
cpencts 1 BALloB 6e3 KOHCynbTaLmm Bpaya;
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3) HeQoCTaTO4HOM KONMYECTBE BPEMEHU Yy Bpaya
0N MHOVBUAYANTbHON PaboThl C KXAbIM NALNEHTOM U
OTCYTCTBME MMyBOKUX 3HAHUI O NOBOYHBLIX 3PP EKTax 1
B3ammonencTeumsax JIC, o0cOOEHHO Npy COBMECTHOM UX
npueme (n. 1);

4) yBenu4eHUN Yucna conyTcTBylolmMx 3abonesa-
HUI Yy NOXWABIX NIOAEN, YTO NPUBOOUT K YBEIMYEHUNIO
KonnyecTBa HasHavyeHuii JIC B repoOHTONIOrMYECKOM
NPaKTVKE N NOBBILLIEHWIO HArpy3K1 Ha NeYeHb Yy JaHHOMN
KaTeropmn NaumneHToB.

IaMeHeHne 4yBCTBUTENIBHOCTU K OENCTBUIO Mpe-
napaToB MOXeT BO3HMKaTb B 3aBUCUMOCTU OT crocoba
BBEOEHUS (TETPALMKIMH) N 0COBEHHOCTN B3aMMOOEeN-
CTBUSI MpenapaTtoB (psf aHTUOMOTUMKOB MOTEHLMPY-
IOT renaToTOKCUYHOCTb), a Takke OT BO3pacTa, nona
1 psaa opyrux GakTtopoB. M3BECTHO, YTO Y MOMOAbIX
nogen NoBbILLeHa YyBCTBUTENBHOCTb K aLeTuicanmum-
I0OBOW 1 BaNbNpPOEBON KUCNOTaM, a 'y NOXMIbIX — K N30-
Hnaswuay, ranoTtaHy, napaueTramMony.

YCTaHOBAEHMIO MPUYUHHO-CNIEACTBEHHOW CBSA3U
MexXay BO3HUKHOBEHWEM MOPaXEHW MeyYyeHn u npu-
emom JIC nomMmoraioT NpoBOAVIMbIE PETPOCMEKTUBHbIE
anuagemMuosiorndeckue UuccriefoBaHUs, OCHOBAH-
Hble Ha aHann3e 6a3 gaHHbIX [4, 14].

3a nocnegHue 10 neT pacnpoCTPaHEHHOCTb Jie-
KapCTBEHHbIX NopaxeHui nevyeHn (JIMM) mHorokpaTHO
Bo3pocna. Ho cerogHa OTCYTCTBYIOT cneunduyeckmne
Mapkepbl ons pacno3HaeaHus JIC, 4To Bbl3biBaeT TPyA-
HOCTW B YCTAHOBJSIEHUWN CBSI3N MOPAXEHUN MNeyYyeHn C
NnpPMeMOM KOHKPETHOro npenapara. Yawe Bcero arta
CBSI3b NpeanonaraeTcs feyalmmM Bpa4yom, Tak Kak no
KNMHMYECKOWN, BUOXMMNYECKON U MOPDOSIOrMYecKom
KapTUHE HapylieHus GYHKUMM NeYeHu npu nprveme
J1C B GONBbLUMHCTBE CJly4aeB He OT/INYAIOTCS OT aHasno-
rMYHbIX 3a00NEeBaHNN APYron 3TUONOrvK (OCTPbIA UK
XPOHMYECKNIA renaTuT, OCTPbIE NN XPOHUYECKUE XOJe-
CcTaTUYeCcKne HapyLLIeHNs, ankorosibHasa 00/1e3Hb neye-
HU KT 4.)[3,5,7].

Mo BANSHUIO Ha M3MEHEeHWe GUOXUMUYECKUX rO-
kasaresevi npenapaTtbl, HaMbonee 4YacTo BbI3bIBAOLLME
renaToToOKCUYHOCTb, MOAPa3aenaioT Ha:

e EYEeHOYHOKNIETOYHbI BapuaHT (MOBbILLEHME
YPOBHS anaHnHaMmuHoTpaHcdepasbl, AJT),

e MELUaHHbI BapuaHT (NOBbILIEHWE LWESI0YHOMN
docdarasbl (LLLP) n AIT),

e XOJIECTaTU4ECKNI BAPUAHT (MOBbILLEHME YPOBHS
LLLD 1 TmonoBoli Npobsi).

MoaTOMY B K/IMHMYECKOM MpakTuke Heobxoaumo
nmbo nsberaTb renatoTokCcUYHbIX JIC Npy BO3MOXHO-
CTW Ha3Ha4YeHUs anbTepPHATMBHbLIX MPenapaToB: CyJlb-
dpaHnnammngHbix JIC, renatoToKCUYHbIX aHTUONOTUKOB,
NOBTOPHOIr0 MPUMEHEHUS ranoTaHa npu NPoBeAEHUN
aHecTe3un [3, 5], nmbo npn HeoOXOAMMOCTU Ha3Ha-
YyeHus renatoTokcuyHblx JIC cobniopaTh afekBaTHble
Mepbl 3aLLNTbI NEYEHU.

[ns 6onee TOYHOro yCTaHOBIIEHWS MPUYNHHO-CNE-
CTBEHHOW CBSA3M JIEKAPCTBEHHOIO MOPaXEHUs1 nevyeHu
C NpuemMoM KoHkpeTHoro JIC pa3paboTaHO HECKOJb-
KO LLKasn, cpeau KOTOopbiX Hanbonee LIMPOKoe Npume-
HEeHVe y NMPON3BOAUTENEN U PErynsaTOpHbIX OpraHoB
nonyuynna wkana RUCAM (Roussel Uclaf Causality

Assessment Method). [JaHHasa wkana OCHOBaHa Ha
OLIEHKEe Cnefylmx KpUTEPUEB: BPEMST BO3HUKHOBE-
HUS NIEKAPCTBEHHOIO MOPAXEHUS NMEeYEeHU, ero KMHu-
yeckoe TeyeHue, dakTopbl pucka, COMyTCTBYyOLIME
npenapaTbl, <HeJIeKapCTBEHHbIE» MPUYNHbBI MOPaXKeHUs
neyeHn, onybankoBaHHas MHGOPMaLMS O renaToTok-
CWYHOCTM NOJ03peBaeMoro npenapara 1 OTBET Ha ero
NOBTOPHOE BBEAEHME U T. 4. [9].

Bo306HOBNEHME HEXENATENBHOW peakLmn Npu no-
BTOPHOM BBeOEHUM npenaparta sIBASeTcss OAHUM U3
Hanbosnee BaxHbIX KDUTEPUEB NP OnpeaeneHnn npu-
YNHHO-CNEeACTBEHHOW CBA3W, OOHAKO MOBTOPHOE Ha-
3HayeHue J1IC nocne npekpaLleHns nevyeHmst CBA3aHo C
BbICOKVIM PUCKOM, TaK Kak MOXET NPUBECTU K ObICTPOMY
pas3BuTUIO Gonee TAXENOro peunanBa nekapCTBEHHbIX
nopaxeHuin neyeHn. OgHako NCcneaoBaHmsa nokasanu,
YTO A@HHbIN METO[, TakxkKe He MOXET paccMaTpuBaTbCs
B KQ4eCTBe Ha4eXHOoro Metoaa onpeneneHns npudmH-
Ho-cnencteeHHom ceadm JIMMN ¢ npenapaTtom [16].

Takxe B HacTosILLEe BpeMS nccneaytoTcs Gaktopsbl
pucka pasBuUTUS UOWNOCUHKPATUHYECKUX MeOUKaAMEH-
TO3HbIX HapyLleHun dyHKUMM neveHn. idyyeHa koppe-
NAUMs Mexay onpeaeneHHbIMU reHeTu4eckummn dak-
TOpamMu U PUCKOM Pa3BUTUS renaTOTOKCUYHOCTU MpU
NPYMEHeHUn psiga rpynn npenaparoB: HECTEPOULHbIX
NPOTMBOBOCNANINTENbHLIX MNpenapaTtoB, MPOTUBOTY-
OepKyneaHbIX NpenapaToB, aHTUONOTUKOB MNEHULMIIIN-
HOBOro psga (amokcuumnanH/knasynaHat n ¢gnokca-
unnnH) 1 psaa gpyrux. OgHako cerogHs OTCyTCTBYIOT
OOCTYMNHbIEe AN PYTUHHOrO NpuUMeHeHns dapmakore-
HeTn4yeckme Tectbl [11, 13]. Kpome Toro, onsa passutus
WMAMOCUHKPATMYECKOM peakLim B 60NbLUIMHCTBE Ciyya-
€B, No-BUAVIMOMY, HEOOXOAMMO KOMIMJIEKCHOE BO3A el -
CTBME HECKOJIbKMX (PAKTOPOB, BKJIIOHYAS FEHETUYECKME U
dakTopbl OKpyXatoLen cpenbl. [IpoBeaeHHbIE nccne-
[OBaHUS MoKasanu, 4Tto GAYKIOKCALMIINH-UHAYLM-
pPOBaHHOE MOpPaXeHne NeYeHn CUNTIbHO KOPPENUPYET C
Hanuunem annens HLA-B*5701, HO nopaXeHns neveHun
npv npuemMe 3TOro npenapara pPasBMBaETCH TONbKO Y
oaHoro 13 500-1000 HocuTenei atoro annens [8]. Ans
N3YYEHUA KINHUYECKUX, FEHETUYECKUX, UMMYHOIOM-
4YecKkmx 1 gpyrux ¢GakTopoB pUcka pasBuUTUS nopaxe-
Hus neveHn B CLLIA cospaHa CeTb NIekapCTBEHHbIX MO-
paxeHui neveHu (Drug-Induced Liver Injury Network),
BeOyLlas NPOCNEKTUBHBIA PErucTp NauMeHToB C OO-
Ka3aHHbIMU NIEKAPCTBEHHBIMU HAPYLUEHNAMU DYHKLNN
neyeHu, nsydawowlas n paspadaTbiBatollas 6onee co-
BEPLLUEHHbIE METOAbl OMNpefeneHns MPUYMHHO-CNea-
CTBEHHOW CBA3U Mexay npuemom J1C 1 BOSHUKHOBEHN-
€M MaTosiornMy co CTOPOHbI neyverHn [11].

BaxHoCTb BAnAHMSA npenapatoB Ha GYHKLMN neYe-
HW TPYAHO NEepeoLeHUTb — renatoTOKCMYHOCTb B MO-
cnepHve gecatTuneTns SsBNseTCs rMaBHbIM OCHOBAHNEM
ons ot3biBa JIC ¢ dapmaneBTMYECKOro pbiHKa 1 BHECE-
HUSI UBMEHEHN B UHCTPYKLMM MO MEOVLIMHCKOMY Mpu-
MeHeHuo npenapatos [12]. Hanpumep, B CLUA B ne-
pvoa c 1976 no 2005 . 21 % BCex OTO3BAHHbIX C PbIHKA
npenapaTtoB OblN 0TO3BaHbI UMEHHO B CBSI3U C rena-
TOTOKCMYHOCTbIO [15]. BaxHenwmmM ycnoBmemM npuHs-
TUSI TAKOTO PELLEHUST PErYASTOPHLIMU OpraHamu siBns-
€TCH COOTHOLLEeHWe Nonb3a/puck, KOTOPOe 3aBUCUT He
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TONIbKO OT (papMaKkoorm4eckmnx CBOMCTB KOHKPETHOIO 5. CpepnctBa ons Hapkosa.
npenapata, HO 1 OT Hann4na Ha pbiHKE anbTepHaTnB- MocKonbKy BbICOKMIA PUCK TOKCUYECKOro OeNCTBUS
Hbix JIC € NIyuLLIM COOTHOLLIEHNEM MOJ1b3a/PUCK. Ha MeyYeHb MMEIOT rpynMbl NPenapaTos, A0CTATOYHO

K HanGonee onacHbIM 110 4acToTe BOSHUKHOBE-  ac1o npyMeHseMbie B KNMHNYECKON NpakTUKe, TO Mbl
HWs1 TenaTtoToKCUYHOCTU MOXHO OTHECTU CNEAYIO-  6naraem 0COBEHHO BaXHbLIM aKLEHTUPOBATL BHUMA-

LiMe rpynnsl npenapaTos:
HWe Bpaya Ha JaHHOM BUAE HEXEeNaTeNbHbIX MOOOYHbIX
1. HecTtepounaHble npoTnBoBocnanutenbHble J1C; -
peakuui npenaparos.

2. TMpotuBoonyxonesble JIC; .
3. AHTUBHMOTUKM: B nanbHenwem Hamm 6yayT pacCMOTPEHbI HaCTHbIE
4.

HelpoTponHeie JIC (HeiponenTuku, 0COBEHHOCTU BNUSIHWS HA NEeYEHb KakK OTAENbHbIX Mpe-
TPaHKBUIN3ATOPbI, aHTUOENPECCAaHTHI, napartos, Tak N nx KOM6VIHaLI,VIl7I npu KOMMJIEKCHOM ne-
NPOTUBOCYOO0POXHbBIE); YeHUM pas3nyHbIX 3a601eBaHUNA.
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OCOBJIMBOCTITENATOTOKCUYHOCTIJTIIKAPCbKUX 3ACOBIB — BAXXJIMBE MUTAHHSA PALLIOHAJNTbHOT
DAPMAKOTEPARNIT. Ornsag NITEPATYPU (uactuHa 1)

KosaneHnko O. 1O.

Peslome. Y cTaTTi 3AINCHEHO aHani3 NPUYNH BUHUKHEHHSI XPOHIYHMX 3aXBOPIOBaHb NeYviHk1 Ta 3pobneHo ak-
LeHT Ha npobnemMy TOKCMYHOI Aji nikapcbkux 3acobiB Npu iX KAiHIMHOMY BMKOPWUCTaHHI. PO3rnsHyTo HalibinbLu
3arasibHi NPUYMHN Ta MexaHi3aM1 BUHUKHEHHSI HebaxkaHnx NobivHKX epekTiB NpenapariB Ha nediHky. Y poboTi no-
Ka3aHO OCHOBHI KpUTEPIi BUSHAYEHHS MPUYNHHO-NOCILOBHOMO 3B’ A3KY MK MPU3HAYEHNMIN NliKapeM NiKapCbKUMU
3acobamu Ta MOXJIMBMM NPOSIBOM HeGaxaHoi NobiyHOI Aji Ha neyviHky. TakoX BUAINEHO OCHOBHI Fpynu nNpenaparis,
LLIO BOJIOAIOTb HANBINbLUMM PU3MKOM TOKCUYHOI Aji Ha NeYiHKy.

KnioueBi cnoBa: renatoToOKCUYHICTb, NOBIYHI edpekTu, nikapcbki 3acodu.
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OCOBEHHOCTU FrENMNATOTOKCUYHOCTU JIEKAPCTBEHHbIX CPEACTB — BAXXHbIX BOMNMPOC PALIMO-
HANTbHOW ®GAPMAKOTEPAMWU. OB30P JINTEPATYPbI (yacTb 1)

Kosanenko E. 1O.

Peslome. B ctatbe npencraBneH aHanm3 npuynH BO3HMKHOBEHUS XPOHMYECKNX 3abonieBaHnii neyeHn n cae-
NlaH aKkueHT Ha npobaemMy TOKCMYHOrO BO3OENCTBUS NeKapCTBEHHbIX CPEACTB NPU UX KITIMHUYECKOM NMPUMEHEHUN.
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orngaaun NiITEPATYPU

PaccmoTpeHbl Hanbonee 06LLmMe NPUYNHBI 1 MEXaHU3Mbl BO3HUKHOBEHUS HeB1aronpusaTHbIX N0O04YHbIX 3 hEKTOB
npenapaToB Ha nevyeHb. B paboTe nokazaHbl OCHOBHbIE KPUTEPUWN ONPeaeNeHNst MPUYNHHO-CNeACTBEHHOW CBA3M
Mexay HasdHavyeHHbIMM Bpa4yoOM JIEKAPCTBEHHbIMU NpernapaTamMm 1 BO3MOXHbIM MPosiBlieHneM HebnaronpusTHOro
NnoOGOYHOro AENCTBUSA Ha NeYeHb. Takxke BblaefieHbl OCHOBHbIE Fpynnbl npenapaTos, obnagatoLlme HandoNbLLNM
PUCKOM TOKCUYECKOrO BO3AENCTBUS HA NMEYEHD.

KnioueBble crnioBa: renatoToKCMYHOCTb, N0O04YHbIE 3P DEKTbI, IeKaPCTBEHHbIE CPeacTBa.

UDC 615. 2:612. 354:616 — 085

Features of Hepatotoxicity of Drugs — an Important Question of Rational Pharmacotherapy. Literature
Review (Part 1)

Kovalenko O. Yu.

Abstract. Often doctors meet with patients who have a complaint of fatigue, irritability, depressed mood,
fatigue, loss of memory and attention, sleeping disorders, etc. These nonspecific symptoms may be early signs
of chronic liver disease. | would particularly like to pay the doctor’s attention to liver disorders caused with using
medicaments. Today we know more than a thousand names of drugs, leading to the development of drug-induced
hepatitis. According to the literature, the frequency of drug hepatitis ranges from 1% to 28 % of all side effects
associated with drug therapy. Toxicity of drugs increasing during using two — three drugs, and while taking six or
more medicines toxic liver damage probability increases to 80 %.

Because the liver plays a vital role in the metabolism of chemicals in the human body, the doctor should
understand that any drug under certain conditions can cause abnormal liver function.

Today information about hepatotoxic effects of many drugs constantly growing, so the protection of the liver
when taking medicines is particularly important.

Quite often, abnormal liver function can occur under these conditions:

1) incorrect use of drugs (in excess of one-time and / or course doses, no dose adjustments in patients with
renal or hepatic insufficiency, especially when taking over 2-3 drugs simultaneously (polypharmacy);

2) uncontrolled self-administration by the patient of many groups of drugs wich don’t need prescription (due
to self-medication, aggressive advertising ), including the use herbal medicines and dietary supplements without
consulting your doctor;

3) insufficient time at the doctor for individual work with each patient and the lack of deep knowledge about the
side effects and interactions of drugs, especially when both are receiving;

4) increasing the number of accompanying diseases of older people leading to an increase in the number of
appointments drugs in gerontological practice and increased stress on the liver in these patients.

Changing the sensitivity to drugs can occur depending on the mode of administration (tetracycline) and
interaction of drugs (several antibiotics potentiate hepatotoxicity), as well as the age, sex and other factors. It is
known that young people have increased sensitivity to acetylsalicylic and valproic acid, and the elderly — to isoniazid,
halothane, paracetamol.

The retrospective epidemiological studies based on the analysis of databases help to establish causal link
between the occurrence of hepatic lesions and receiving help drugs.

Over the past 10 years the prevalence of drug liver disease has grown vastly. But today there are no specific
markers to detect drugs that causes difficulty in establishing a connection with the acquisition liver disease of a
particular drug. More often this relationship supposed by doctor as clinical, biochemical and morphological picture
of liver dysfunction when taking drugs in most cases does not differ from similar diseases of other etiologies (acute
or chronic hepatitis, acute or chronic cholestatic disorders, alcoholic liver disease, etc . etc.).

In clinical practice, it is necessary either to avoid hepatotoxic drugs when possible alternative appointment
(other) drugs, or observe adequate protection of the liver.

For more accurate establishing a causal relationship to drug receiving and liver damage developed several
scales, among which the most widely used in manufacturers and regulatory agencies received scale RUCAM
(Roussel Uclaf Causality Assessment Method). To study the clinical, genetic, immunological and other risk factors
for liver disease in the United States was created a network of medicinal liver disease (Drug-Induced Liver Injury
Network), studying improved methods of determining the causal link between receiving drugs and the emergence
of pathology of the liver.

Hepatotoxicity in recent decades is the main reason for withdrawal drugs from the market and changes in the
instructions for medical use. The most important condition of such a decision is benefit / risk ratio. Among the most
dangerous in the incidence of hepatotoxicity include the following groups of drugs: non-steroidal anti-inflammatory
drugs, anti-tumor antibiotics, neurotropic drugs for narcosis.

As a group of drugs often used in clinical practice have a high risk of toxic effects on the liver, we believe
particularly important for doctors to focus on this type of undesirable side reactions of drugs.

Keywords: hepatotoxicity, side effects, medicines.
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