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YPCOAE30KCHMXOAEBasA KMCAOTA

['enaTOTOKCMYHOCTh — 3TO MOBpEX/IeHNe IeyeHH,
BBI3BaHHOE 4Y)KepPOJHBIMH BellecTBaMU (KCeHOOMOTH-
kamu). K HUM OTHOCAT perienTypHble U Oe3pelientyp-
Hble JIeKapCTBeHHbIe CPeZICTBA, BKJII0Yasi paCTUTe/IbHbIe
TpernapaTsl, ¥ OOIIMPHBIN TepeYeHb JPYTUX OpraHuye-
CKUX 1 HEOPTaHUYEeCKUX BEIeCTB, KOTOPbIE YIIOTpeOu-
JIA CJIyYalHO WA HaMePeHHO; OHU MOTYT HaXOAUTbCS
B OKpYXXarolell cpezie, Ha paboyeM MecTe WY JJOMa.
K KceHOOMOTHKAM OTHOCAT MeCTULMABI, TepOULU/bL,
BeIlleCTBa PaCcTUTENIbHOTO, TPUOKOBOTO UM MUKPOO-
HOTO IPOMCXOXJEHUs, KaxZoe M3 KOTOPbIX MOXeT
00JazilaTh TOKCHYECKUMU ¥/WIM KaHIePOTeHHbIMH
cBoiicTBamMu. IIpyu JleKkapCTBeHHOM IOpaKeHUM Ieye-
Hu (JITIIT) Tokcudeckoe BO3ZeNCTBHE OKAa3blBAIOT Jie-
KapCTBeHHble IIpernapaTbl, KOTOpPble MCIOJIb3YIOTCA
B MeJIUIIMHCKOW MPAKTUKe WU IPUMEHSFOTCS 6OJTbHbI-
MM C JUeTUYeCKOU 1eJbl0, a TaK)Ke HaDKOTUKU, BbI3bI-
BaloIMe 3aBUCUMOCTS [16, 19].

JIIIIT — 310 Mopdosormyeckre n GyHKIUOHAIb-
Hble U3MEHeHUs [Te4eHOYHOU TKaHY, BbI3BaHHBIE IIPU-
€MOM MeJJUKaMeHTOB UJIM UX HelIPaBUJIbHOU 1I03UPOB-
Kol [15]. OcTpble MeluKaMeHTO3Hble IOpaKeHUs T1e-
YeHd MOTyT OBbITh CIPOBOIMPOBAHBI  OOJBIIAM
KOJINYeCTBOM IIpenaparoB (OKOJO 1 ThIC.), IPUMEPHO
200 13 KOTOPBIX ABJIAIOTCA IOTEHLUAIBHO IrelaToTOK-
crnyHbIMU [17]. XpoHudYeckre MeAVKaMeHTO3HbIe 110~
pakeHUsl TeYeHU pa3BUBAIOTCS 3HAUMTENILHO pexe.
B 1esi0M eKapcTBeHHbIe CPeJiCTBA ABJIAIOTCSA NPUYM-
Hou noutu 40% Bcex ciyyaeB rernaturta u 25% ciydaes
$yIbMUHAHTHOH TTe4eHOYHON HeZOCTaTOYHOCTU. Me-
IVKAMEHTO3Hble [OpakeHWs IeYeHW BCTPedaroTcs
B 00IIell MeIMIMHCKOM MpaKTUKe ¢ 9actoTou 0,3 ciy-
vas Ha 100 ThIC. MAllMeHTOB, XOTS JaHHbIe psifa dapma-
KO3MN/JIeMUOJIOTUYeCKUX WCCIeI0BaHUNA I03BOJIAIOT
CYUTATh, YTO 3TH LUPPHI 3aHMKeHbl [18]. ExxeromHo
6osiee 1 MITH YeJIOBEK CTpajiaeT OT MOOOYHBIX 3Pek-
TOB papMakoTepanuu U 0Kojio 180 ThiC. GONBHBIX OT
HUX yMUpaIoT [2, 13].

JITIIT — 3TO O7iHA U3 OCHOBHBIX IIPUYUH TPAHCIUIAH-
tauuu nedexu B Esporie u CIHA u 7,4% npuyuH Bcex
CcMepTeii OT TOOOYHBIX peakiuii [1].

K ¢akropam, noseimatonmm puck JIIIII, oTHOCAT
703y W JJIUTEeJbHOCTb IIpUeMa JieKapCTBEHHOIO
CpeZiCTBa, BO3PACT U I0J OOJBHOTO, COMYTCTBYIOMIKE

HapylIeHus: 0OOMeHa BelllecTB U 3a00JieBaHNs TIeYeHH,
reHeTU4ecKyI0 peJjpacroioXeHHOCTb, TapasiiebHbIH
npyeM Jpyrux MeIMKaMeHTOB [16].

BesycinoBHo, puck JIIIII 3aBUCUT He TOJIBKO OT yKa-
3aHHBIX BblIle (pAaKTOPOB MALMEHTa, HO U OT 0COOEHHO-
cTei mpenapara u mpo4ux ¢GaxTopos (puc. 1).

DU3KNKO- [eHeTWuecKana

XUMUUeCKue npeapacrono- bepemeHHOCTbL
XapaKTepUCTUKK KEHHOCTb
JlekapcreeHHas Xapakrtep
opMa dapmaKkoKHeTVKN Wanocunkpasia
Bozpact Mpuem
flo= [Mon ankorong
MyTb BBEACHMS OcobeHHoCcTI JKonornuyeckune
naTonornm bakTopbl

Puc. 1. OcHoBHble pakTopsbl, onpeaenstome puck AMM
(no T. E. MNMoAyHMHOM ¢ coaBT., 2009 [9]).

Ob6pariaeM BHIMaH¥e, 9TO PaCTUTEIbHBIE [Ipernapa-
ThI, BOTIPEKM MHEHHIO 00 MX 6e30MacHOCTH, MOTYT
OBITb renaTOTOKCUYHbIMU. OTMKCAHBI CIyYau Pa3BUTHSA
JITIII mpu IpUMeHeHUH YUCTOTeNa GOJBIIOTO, COON-
KU, aJIEKCAaHAPHUNACKOTO JIUCTA, [yOPOBHUKA, OKOITHUKA,
MSTBI 60JIOTHOM, IIJIEMHUKA, aJIKaJIOU/IOB TIUPPOJIU3U-
JVHA, KUTaucKux Tpas Jin Bu Huan nu Ma-Huang, ku-
TANCKUX, UHAUMCKUX M TAaWCKUX IpernapaTroB pacTu-
TEeJIbHOTO NMPOUCXOXK/eHN IJI CHY)KEeHUS MaCChl Tesla
¥l «OYHIIeHUS> OPraHu3Ma, HeKOTOPbIX OH0JIOTYeCKH
aKTHUBHBIX 100aBOK [5].

Ilia monrManus narorene3a JIIIIT HeoOXoAMMO IO-
SICHATh MeXaHM3Mbl MeTaboJIM3Ma JIeKapCTBEHHBIX
cpenctB. TpaauIMOHHO mPeoOpa3oBaHUeE WCXOMHOM
MOJIEKYJIbI TIperapaTa /0 HeTOKCUYHBIX MeTaboJUTOB
npoucxonuT B iBe gasbl. B I a3y HemocpencTBeHHO
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U3MEHAETCA UCXOAHAsA CTPYKTypa Ipenapara: Kak Ipa-
BWJIO, K TU/IPOKCUJIBHO I'PyTIIie IPUCOeANHSAETCS aTOM
kuciopozna. Bo II ¢asy ¢popmupyioTcsi KoBaJeHTHbIE
CBA3M MEXJy IpernapaToM U IOJAPHbIMU JIATAHAAMU.
B ciydae GpopMHpOBaHMS TOKCUYHBIX MeTabOJUTOB
OHM MOTYT HAKAaIUIMBATbCA B TeNaTOLUTAX U INPeBbl-
IaTh IIOPOT TOKCUYHOCTH, YTO [IPUBOJUT Jjajiee K I10-
BpeX/JeHNI0 KieToK (puc. 2). HekoTopble aBTOpPbI
BhIZIeNAIOT Takke 111 pa3y — BbiBesieHe MeTabOIUTOB
C )KeJI4bi0 M MO4OH [2, 16].

NekapciBeHHoe Be3zonacHble NyTH SAMMUHALINKA
CpencTeo BuizegeHne
broakTueauna [eTokcukauma
Hekpo3s/
anonTo3
BuiznopoeneHne MporpeccupoBaHne

Puc. 2. LieHTpanbHass poAb TOKCUUYECKMX METaboAUTOB
B MEAMKAMEHTO3HOM nopaxeHun neveru (no 0. P. LUng-
¢y ¢ coaBt., 2011 [16]).

Metabosnusm mpenapatoB B I ¢asy mpoucxomut
noJ ZeiicTBueM OOJBIIOrO KoymdyecTBa (epMeHTOB,
KOTOpble OOBEIUHAIOTCA C CHCTEMOW IUTOXPO-
ma P450 (CYP). IIpuHIMIHAIBHO BaXXHBIX pepMeH-
TOB, YYaCTBYIOIIUX B MeTaboJM3Me JieKapCTBeHHbIX
IIpenaparoB, OTHOCHUTEJbHO HEMHOTO, MX OTHOCAT
K TPeM reHeTHYEeCKUM CeMelCcTBaM, KOTOpbie 0603Ha-
qator CYP1, CYP2, CYP3.

B cocraB kaxzmoro cemerictsa P450 Bxoxpar mozuce-
MeIiCTBa, UX 0603HAYAKOT MPONUCHbIMU OyKBamu. K Ka-
KIOMY TIOZICEMEICTBY OTHOCHUTCSI MHOXXECTBO (epMeH-
TOB, KOTOPbIe 0003HAYAIOT apabCKUMU IIUPPaML.

Yro kacaercs pepmenTos II Ppasbl, KOTOPbIE IPUHU-
MaloT ydacTve B mporjecce GOpPMHPOBAHUSA U BbIBe-
JleHVsi MeTabOJITOB, TO JIydllle BCErO M3y4YeHbl ypu-
nuH-5-tudocdar raoKypoHUITpaHcdepaza U CyJib-
dorpancdepasa.

ITyTn peanu3anyy MOpaXkKeHWUsl NMeYeHOYHOU TKaHU
BKJIIOYAIOT KaK IpsIMOe 7I0303aBUCHMMOe TOKCHYecKoe
IelicTBUe («IpefcKaszyeMoes), TaK U He3aBUCUMYIO OT
103bl UIMOCUHKPA3UIO0 K JIeKapCTBEHHOMY IIpernapary
(«Hempezckasyemoe») [1, 2,11, 12].

BoiziesiAl0T 4 OCHOBHBIX MeXaHM3Ma IaTOJIOoruye-
CKOTO JIeMiCTBU JIeKapCTBEHHBIX CPeZICTB Ha IeveHs [5]:

e IpsAMOe TOKCHUYeCKOe /IefCTBUe Ha relaTOLUTBI;

 TOKCHUYeCKOe [IefiCTBYe MeTabOINTOB JIeKAPCTBEH-

HBIX CPEe/ICTB;

¢ VMMYHOaJIJIeprudeckue nopaxeHus rnedeHu;

* H/IMOCHHKPA3UIO.

ITpOHMKHOBeHue JIeKapCTB B IelaToLUT 3aBUCUT OT
UNOQUILHOCTA MeIMKaMeHTOB. CIOCOOHOCTh PacTBO-
PATBCS B XKUPAX SABJISAETCS BXHEUIINM (aKTOPOM, KO-
TOPBIN HEOOXO/IVIMO YYUTHIBATh PY HA3HAYEHUH MeZIU-
KaMeHTOB, T. K. OH OKa3blBaeT OOJbIIOe BIMSHME Ha

TonajiaHie MeJJUKaMeHTa B CHCTEMHYIO LUPKYJISLHIO
¥ TIPOHUKHOBEHIE B 3HTepOoLUT. JIeKapcTBa ¢ He3HaYH-
TeJIbHON JIMIOQIILHOCTBIO IUIOXO abCOpPOUpPYHOTCS
¥ 9KCKPETUPYIOTCS C KaJIOBBIMU MacCaMH, a B KOMILJIEK-
ce C MPOTENHOM, OOBIYHO aNTbOYMUHOM, 00JIa/IAI0T BbI-
COKO¥ TIPOHKIAEMOCTBIO B Pa3IM4Hble TKaHU. [IpaKTH-
4ecKd BCe JieKapCTBeHHble Mperaparhbl, Ha3HaueHHbIe
per 0s, IOMAZAOT B MeveHb. CTereHb MeYeHOIHON IKC-
Kpeluy MeJIMKaMEHTOB 3aBHCUT OT MeYeHOYHOTO Kpo-
BOTOKA M AKTMBHOCTH MeTabOJUTOB JIeKAPCTBEHHBIX
HH3MMOB. B TMeYeHOUHbIX CHHycOuax OeJKu, CBSI3aH-
Hble epMeHTaMM Kak MOJISIpHble KOMIIOHEHTHI, Aud-
GYHAMPYIOT K SHIOTENMATbHOMY PETHKYJIYMY U Uepe3
MPOCTPAHCTBO JlMcce MOCTYNAIOT B TeNaTOLUTHL

HekoTopble BOZIOPAaCTBOPUMBIE MOJIEKYJIbI BO3BPA-
IIAIOTCS K CMHYCOU/aM, Pyrie MPOHUKAIOT B Ounap-
Hble KaHaJIbIIbI [9].

Ha puc. 3 mpezcTaBiieH npumMep JieKapCTBEHHOTO 0-
BpEeXX/IeHVsI [TeYeH.

Moepexperne
renatounTa

Tokcnueckas
KOHLIEHTpaLUA conei
JKENUHbIX KUCNOT

POCT KOHLIEHTPaLIMK
JKENUHBIX KACIOT

ToKcnueckoe
NeKapcTeo

ToKCHuecKoe NoBPEXIEHNE KNETOK
KEMNUHBIX MPOTOKOR
(MMKPOCKOMMUECKUE XONMAHTUTBI)
W renaTouuToB (LIMTOM3)

MHrmbruma TpakcnopTa
KENUHBIX KUCTOT
(ymepeHHbIR xonecTas)

KneTkw enyHbix
NPOTOKOB

Puc. 3. MexaHn3m xonectasa (no B. M. ®ponoBy ¢ coaBr.,
1994 [14]).

Tokcuyeckoe JieKapCTBEHHOE CPEeJICTBO OJIOKUpYeT
TPAHCIIOPT JKeNYHBIX KHUCJIOT, IOBPEX/aeT KJIeTKU
KeTYHBIX IPOTOKOB U TeNaTOLUTOB, BbI3bIBAS JIETKUI
X0J51ecTa3. AKKyMYJIALUA KeTYHbIX KUCJIOT YCUIUBAeT
TIOBpeX/jatolliee 1eiiCTBYe 3a CYeT BOSHUKHOBEHHUs CMe-
IIAHHOM peaki|y, BKJI0Yaollel Xosecra3 U LUTOIHU3.
OCOOeHHOCTBIO JIEKAPCTBEHHOTO XO0JIecTa3a SBJISETCS
MUKPOCKONIAYECKUI XOJIaHTUT, TPOSABIAIOLINAKCA IIOpa-
YKeHHeM KJIeTOK MeJIKMX YKeJTYHbIX X0J0B [9].

JlexapcTBeHHO MHZYLMPOBAHHBIM XOJecTa3 pa3Bu-
BAeTCs C y4acTreM TpeX MexaHu3MoB [5]:

e OOCTPYKIMS MEJIKUX (XOJIAHTHOJIUT) VJIA MeX/I0-
JIeBbIX (XOJIQHTUT) MPOTOKOB (MOKET IMPOTeKaThb
OCTPO U pas3pelIaTbCsi CaAMOCTOATENBHO IOCIe
OTMeHBI ITpenapaTa uiv IPUHUMATD 3aTSKHOe Te-
YeHue, TPUBOJUTh K BTOPUYHOMY OHIMAPHOMY
[IUPPO3y [leYeHHN);

* HapylLIeHNe renaToLe/TI0IAPHON CeKpeLyu xeJl-
41 (X0JIeCTaTUYeCKuii TernaThT);

* BHeIleYeHOYHasi OOCTPYKLMS (CKJIePO3UPYIOIIHIA
XOJIQHTUT).

JlekapcTBeHHO WMH/IYLIMPOBAHHBIN XOJIECTAa3 MOJKET
HOCUTb BOCHAJIUTEJIbHbIA (aJJIONypUHOJ, aMUTPUIITH-
JIVH, a3aTHOMPYH, KaIITOIIPIJI, KapbaMa3emuH) U 3aCTOM-
HBII (aHabOJIYeCKie CTePOU/IbL, aH/IPOTeHbI, ICTPOTEHBI,
TepopajibHbIe KOHTPALENTHBBI, PEeHUTOMH) XapaKTep.
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Mmmynoasneprudeckue JIIIII pasBuBaroTcs 3a c4eT
peaxI1il rUIep4yBCTBUTEIbHOCTY 3aMe/ITIeHHOTO TUIa
Ha JIeKapCTBeHHOe CPeZCTBO. XapaKTepHbI rpaHyJieMa-
TO3HOe NIOpaXkeHHe Nle4eH! U CUCTeMHbIe TPOSABIIeHNI.
ITporiecc MOKeT IPHOOPeCTH AayTOMMMYHHBIH XapaKTep
C OSiBJIEHNeM aHTHUHYKJIeapPHbIX U aHTUMUKPOCOMaJIb-
HbIX aHTUTes. OHAKO, B OT/IMYME OT UCTUHHOIO ayTo-
MMMYHHOTO TelaTWuTa, NpY JIeKapCTBeHHO MHAYLUPO-
BaHHOM BapHaHTe Mpoliecc MpeKpanaeTcs nocjie oTMe-
HbI BbI3BaBILETO €ro Ipemnapara.

Ba)xHo Takxe 3HaTh, 4TO JIIIII fendaT Ha mopaxeHus
¢ mpeobJialaHyieM IUTONIN3a (HEKPO3 30HBI 3 eYeH0Y-
HOU JIOJIbKY, CTeaTOrenaTuT, OCTPbI TellaTwT, aJllepru-
Jeckue peakiuu, Gubpo3), xoyecra3a (KaHAJIbIIEBbIH,
NapeHXMMaTO3HO-KaHa/bLeBbIl, NyKTYJIAPHBIA XOJle-
CTa3 ¥ CJIafiX-CUHJPOM), COCYIUCTBIX peakiuii (paciiu-
peHue NeYeHOYHbIX CUHYCOWUIOB, N1eJIM03, BeHOOKKIII-
3MOHHas 60Jie3Hb) M HEOIIaCTUYeCKOo# TpaHcdopma-
1my (TernaToueIIoIsApHas aZleHoMa).

[IpsAMoe renaToTOKCHYeCKoe ZieNCTBYE JieKapCTBeH-
HbIX IIperapaToB fBJIAETCA [0303aBUCUMBIM, IIpeicKa-
3yeMbIM, CJle[loBaTeJlbHO, B PsAie CJlyyaeB BO3MOXKHA
npodunaxrika JIIIII. IIpsAMble remaTOTOKCUYECKUe pe-
aKIMY Pa3BUBAIOTCA [0 LIUTOJIUTUYECKOMY (TeraToLen-
JIOJIIPHOMY, NTapeHXMMAaTO3HOMY), XOJIeCTaTUIeCKOMY
WJIM CMeIIaHHOMY BapuaHTy (Tabi. 1).

Hutonutidyeckum 3dp¢pexktom obmamator HIIBII,
IPOTUBOAPUTMUYECKUe CpeJiCTBa, CTATHHBI, IIATOCTA-
THKY, aHTUOAKTepuasIbHbIe mpemnaparsi (0co00 crienyer
BBIJIEJIUTh MTPOTHBOTYOEPKyJIe3Hble CpesCcTBa). XoJie-
craTdeckuil 3QQeKT oka3bIBaIOT NepopajbHble KOH-
TPALeNTHBbI, aHAOOIMIECKHe CTEPOU/IbI, e TPUAKCOH,
¢ubpaThl, IPOTUBOCYIOPOXXHbIE TpeNapaThl, aHTHIe-
npeccaHTbl. CMeIlaHHble BapUaHThI MPAMBIX TenaTo-
TOKCHYECKUX PeaKI1ii HabJII0[aloTCs IPY IPUMEHEHUH
HIIBII, aneTuacaauiuioBOl KHUCJIOTbI, HUKOTHHOBOM
KUCJIOTBI, aMMHOCAJIMLUIATOB, CyJbpaHUIAMUIOB,
XWHU/IMHA, aJlJONypUHOJA, BaJbIPOEBOM KHUCIOTHI
Y IPOTUBOOIYXO0JIEBBIX CPEACTB [5].

Haubosiee 4acTo AMarHOCTHPYeMbIM KIMHIUYECKIM
BapuaHtoM JIIIII ABnseTCA JeKapCTBEeHHBIM TenaTuT.
BeizensioT naTe GopM remnaturta, WHAYLMPOBAHHOTO
nprieMoM (papMaKOJIOTHYEeCKIX CPeAICTB [5]:

* JIEKapPCTBEHHBIN TellaTUT C U30JMPOBAHHBIM I10-
BBILIEHVEM YypPOBHA TpaHCaMuHa3 (IPOTUBO-
TyOepKyJIe3HbIe IpenapaThbl, METHJIZIONA, aMHUO/Ia-
POH, CTaTHHBI);

* OCTPBIY TenaTuT C XKeaTyXO0MH;
e TICeBIOXMpyprudeckass ¢popma OCcTporo remnatura:
0O B JXMBOTe, JIUXOPAZIKA, JKeNTyXa, yBeJIudeH-
HBIM JKeTYHbIM My3bIpb (LMTOCTATUKY, aHTHIe-
IPeCcCaHTbl, aHTHAPUTMUYeCKYe TIpenaparsl);
e TsKeJIble pOpPMBI OCTPOTO refnaTUTa ¢ IeYeHOYHOH
He/I0CTaTOYHOCTBIO;
e XPOHMWYECKUH JIeKapCTBEeHHbIV IeNaTuT.
Knunudeckas kaptuHa JITIIT HecienuduyHa: maim-
eHTOB 0eCcroKoAT 0bmas c1abocThb, CHUXEeHNe WU OT-
CYTCTBUe aNlleTUTa, TOIHOTA, PBOTA, KOXXHBI 3y, Aa-
pesi, cybdedbpuuTeT, pexke 60U B )KUBOTE, HOJIb B Cy-
CTaBax M,/ VI MBILIIAX, 9K3aHTeMa, TMdoaieHonaTus
u 1p. [19]. B HacTodmee Bpems g auarHoctuku JITITT
pPeKOMeH/lyeTCs T0JIb30BaThCAA CJIelyIOIUM IIPaKTH4e-
CKHIM aJITOPUTMOM (Tabu1. 2).

Tabauua 2. [MpakTUUECKUA aATOPUTM Pacro3HaBaHUS U
npeaorepaLleHua A (no V. J. Navarro et al., 2017 [24])

War 1. He nrHopupoBaTb CUMMTOMbI.

B cayyae MCnoAb30BaHUSA A€KaPCTBEHHbIX MpenapaToB
HEe UTHOPMPOBATb AAXE HE3HAUUTEAbHbIE CUMMTOMBI,
KOTOPbIE MOIYT HABECTU Ha MbICAb O BO3MOXHOM rena-
TOTOKCMYHOCTH: TOLLIHOTA, aHOPEKCHUS, YCTAAOCTb, HEAO-
MOraHue U AMCKOMGOPT B NPaBOM KBaAPaHTE XMBOTA,
TaKXe 3yA U XEATyxa.

LWar 2. TwarteAbHO U3y4nTb aHaMHEeS.

YCTaHOBMTb AETAaAbHbIN aHAMHE3 MCMOAb30BaHMSA Ha3Ha-
UEHHbIX M HE Ha3HaYeHHbIX (NpoAaBaeMbIx 6e3 pelenTa)
HUTO- U APYIUX AEKapPCTBEHHDIX NMPEMNapaToB C yKazaHUeM
BpPEMEHU HauaAa NpremMa 1 UCMOAb30BaHHOM AO3bl.

War 3. OTMeHuTb Npuem npenapara, NPEeAnOAOXHU-
TEAbHO ABASIOLLIErOCA MPUUMHON renaToTOKCUUYHOCTH.
MpekpatnTb NpMem Npenaparta, KOToPbli BO3MOXHO
CMPOBOUMPOBAA PeaKLMIO renaTtoToKCUYHOCTH, 0CO-
6EHHO B CAyYaAX BO3SHUKHOBEHMWSA KAMHUUECKMUX CUMIT-
TOMOB MAM NOSABAEHWS OTKAOHEHWI B GYHKLIMOHAABHbIX
TecTax (Hanpumep, yBeAuueHne ypoBHs 6uAnpybuHa
WAM POCT NPOTPOMOMHOBOIO BpEMEHMN).

LWar 4. O6paTuTb BHUMaHWE Ha CAEAYIOLLYH 3aKOHO-
MEPHOCTb.

Xentyxa kak nposisBaeHue ANl cBUAETEALCTBYET

0 CEPbE3HOM U NOTEHLMAABHO GaTaAbHOM MOpPaxeHun
neyeHu, uto TpebyeT HEMEAAEHHOM KOHCYALTALIMK Crie-
LMaAMCTa B 3TOM 0BAACTY.

Tabaunua 1. Knaccudukauma AMM (no Council for International Organizations of Medical Sciences, 1993 [6])

MpamMble renatoToKCUUECKUE
P AAAT | LL® | ArAT/LLO NeKapcTBeHHbIE CpeacTBa
peakuuu
AmuopapoH, HIMBI1, metotpekcart, n3oHWa3uA,
[enaTtoLeAntONsIpHbIE >2 Hopwma OMENpPasoA, CTaTuHbl, AO3apTaH, aMOKCULMAAMH/
KAaBYAQHOBaA KUCAOTa
AHaboAMUYECKUE CTEPOUABI, KAOTIMAOTPEA,
XoAecTatnyeckue Hopma >2 nepopaAbHble KOHTPALENTUBLI, SPUTPOMMULMH,
aMOKCULIUAAMH/ KAaBYyA@HOBasA KUCAOTa
AMUTPUNTUAKH, a3aTUOMNPUH, BEpanamMmma
< < — 7 ’ ’
CmeluanHble 2 2 2-5 cyAbdaHWAaMUAbI, peHobapbuTan, KanTonpua

Mpumeuanue: ANAT — anaHMHaMUHOTpaHchepasa, P — wenovHas pochatasa, HIMBIT — HecTepouaHblE MPOTUBO-

BOCNaAUTEAbHbIE NMpPenaparhbl.
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Heo6X0IMMOCTb TOYHOT'O 3TUOJIOTMYECKOTO JAuar-
HO3a O0OBACHfEeTCS OOJNBIINM AWAaNa30HOM B3aNUMO-
VCKJIIOYAIOIMX MePONPUATUN NIPU JKeNTyXax pasand-
HOTO TIPOUCXOXJeHUd. VIHTeHCUBHas >KeNTyLIHas
OKpacKa KOXHU U CJIM3UCTBIX 00OJIOYeK SBIISeTCS
CUMITOMOM, TPeOYIOIIMM CPOYHOM TIOCIUTAIM3ALUU
GOJILHOTO /1715 BBISICHEHHSI TPUYMHBI KTy XH.

JlekapCTBEHHO WHJYLMPOBAHHBI ayTOMMMYyHHBIN
rermatuT OOBIYHO Pa3BUBAETCS yepe3 2—4 HeJleNu Jiede-
Hua HIIBII, aHTUTHpeOngHbIMY, IPOTUBOCYAOPOYKHBbI-
MU TIpenapaTaMy, XUHUAMHOM. IIposiBieHus Bapbupy-
0T OT yMEepeHHO aKTMBHOIO /0 BBICOKOAKTMBHOI'O
OCTPOTO TeNnaTUTa C XKeITyXO0, apPTPUTOM, BACKYJIUTOM,
303MHOQUIIMEN, TeMO30M. KITMHITYeCKUM BapHaHTOM
MMMYHOQJIJIEPTUYeCKOro NMOpaXKeH!s eYeH! SABJIAeTCA
DRESS-cunznpom (Drug Reaction with Eosinophil and
Systemic Symptoms), KOTOpbIi IPOABIAETCA JTUXOPaL-
KOW, 9K3aHTeMOU, 303MHOMWINEN, HaJIUIMeM aTHITIY-
HBIX JIEWKOIUTOB, JUMQpOaZeHONaThell U TemaTUTOM.
DRESS-cuHzapoMm yalie pasBuBaeTcs py premMe ajulo-
IlypUHOJIA, IPOTUBOCYZOPOXKHBIX CPEZICTB, COAEPKAIMX
B CTPYKTYpe MOJIEeKYJIbI apoMaTrydeckoe Koblo ((penHu-
ToMH, peHobapbuTa, kapbamasernvH) [4].

BaxHO MpoaHaIM3MpOBaTh aHAMHE3 U YCTaHOBUTb
CBs3b 3a00JIeBaHUSI MeYeHU C MPUMEHEHHeM JieKap-
CTBEHHOTO ITpenapata. /Iy 3Toro MCroJib3yloT KpuTe-
pun Roussel-Uclaf (RUCAM) (ta6. 3).

Ta6bauua 3. Kputepuun Roussel-Uclaf (RUCAM) onpeaene-
HUS CBSI3W AEKApPCTBEHHOro npenaparta/ObuoAorMyecku
AKTUBHOM AOBABKM C NMOBPEXAEHUEM NEYEHU

Moka3aTenb Bbanabl
Bpems Hauana Al (MOMEHT BbIIBAEHUS 0-2
AabopaTtopHoro peHomeHa

WUAU KAMHUYECKOTO MPOSIBAEHMS)

AnntenbHocTb AT -2-3
(dakTopbl pUcKa 0-2
OTBET Ha NOBTOPHOE Ha3HaYeHUe -2-3
AEKAPCTBEHHOIO CPEACTBA

UCKAIOUEHME HE CBA3AHHOIO -3-2
C AeKapcTBeHHbIM cpeacTBoM Al

BeposaTtHocTb cBA3KM Al 0-2
C AeKapCTBEHHbIM CPEACTBOM

MprMeHeHne Apyrux npenapatoB 0-3

Bpemsa Hauana AN 1 ero AAVMTEABHOCTb BapbUPYHOT,
HaXOAACb B 3aBMCUMOCTHM OT XapaKTepa BHyTpu-
NeYyeHOUYHOro NopaxXeHUs: renatoLeANtOAIPHOE

VS XOAecTaTMyeckoe/cmellaHHoe. B nocaepaHEM
CAyYae CPOKMU yBEAMYMBALIOTCS.

AnanasoH pe3yAbTUPYHOLLLEN CyMMbl OT -8 p0 14.
OKOHuaTeAbHbIV PE3YALTAT pacnpeAensieTcs

B 5 KaTeropui, On1cbIBaoLLUX BEPOSITHOCTb CBA3M
AEKAPCTBEHHOTO CPEACTBA C MOPaXXeHUEM NEYEHU:
1) cBSA3b BbICOKO BEPOATHA (>8 HannoB);

2) cBA3b BepoATHa (6-8 HannoB);

CBA3b BO3MOXHa (3-5);

CBA3b MaAoBepoOATHa (1-2);

3
4
5) cBA3b UCKAOUEHa (<0).

—_ — — —

buoxumnueckne xpurtepun auarHoctuku JIIIII
(ypoBeHb nokazatenbHocTu 2b) [19]:

e AnAT >5 HopM (BepXHel IPaHULbl HOPMBI);

e ANAT >5 HOpM NpY OTHOBPEMEHHOM IOBbIIIEHUT

YPOBHS OMTMPYOWHA >2 BePXHUX TPAHUL] HOPMBI;
o I® >2 HopM (0COOEHHO IPU MapaJUIeIbHOM BO3-
pacTaHny KOHLIEHTPALUHX y-TJIyTaMUJITPAHCIIeTH-
71a3bl ¥ OTCYTCTBUM MTATOJIOTHU KOCTEH, CIIOCOOHOM
CIIPOBOLIMPOBATH NoBbINIeHNe D).

IIpy HA/MIMYUY COMYTCTBYIOLIEro 3ab0JIeBaHus Iede-
HU, KOTOPOE MOYKET COITPOBOK/AThCS 3MeHeHeM OHo-
XAMWYeCKUX IOKa3aTesiell, BepXHIOI T'PaHHUIy HOPMBI
3aMEHAIOT CPeHMM 3Ha4eHMeM IOKa3aTesisd [0 Hadazia
npremMa npemnapara, bi3sasiiero JIIIII. Ot 3Toro ypoBHs
Y OIIpeJiesIfIIOT CTeleHb MpupocTta ypoBHA AnAT, IO,
6umpybuHa. VICK/IFoYeHre COCTaBJISIIOT MOPaXKeHHs Tie-
YeHH, CBSI3aHHBIe C MeToTpekcatoM (Ppubpo3 u y3ioBast
TUIeppereHepaTopHas TUIepIUIasus).

I'mcronornyeckre usMmeHeHus medenu npu JIIIII
Pa3HOOOPa3HbI U 3aBUCAT OT KJIMHUKO-MOpPOJoruye-
ckoro BapuanTa JIIIII [15].

OcHoBHble npuHLMIE! 1eyeHus JITTII npencrasieHsbl
B TabOJL. 4.

Tabamua 4. OCHOBHble MNPUHLUMMbI
(no B. T. MBalukuKHy ¢ coaBT., 2016 [6]).

nedenmna AN

OCHOBHbI€ NPUHLU-

KommeHTapuum
Mbl TEpanuu

Kak npaBuAO, BEAET K UCUE3HO-

OTmeHa AeKapCTBEH-
HOro npenapara,
BbI3BaBLUErO Nopa-
XeHWe neveHu

BEHWI KAMHWUYECKMX CUMMTO-
MOB, HOpMaAM3aLMK BUOXUMU-
YECKMX NoKalaTenen KpoBum

W K BOCCTAHOBAEHUIO MOPPHOAO-
rMYECKOW CTPYKTYPbl NeYEHN

MpnumeHeHne
aHTUAOTOB

BO3MOXHO TOAbKO B HEKOTOPbIX
CAyYasix: HanpUMep aHTUAOTOM
napauetamona sieasetca N-aue-
TUALMCTENH, @ NPU OTPaBAEHUU
6AEAHONM NOraHKOM UCMOAL3YET-
CA CUAMMAPWH UAU NEHULIUAAMH

HasHaueHue ratoko-
KOPTMKOCTEPOUAOB

060CHOBaAHO NMpY peakLuax
rMNepUyBCTBUTEABHOCTU

Mpodunnaaktnka ncro-
LLLeHWSA TAyTaTMOHa

AAEMETUOHUH

BosaeictBre Ha
uutoxpom P450,

YAXK, cuAMMapuH,

MWTOXOHAPHUAABHYO
FAMLMPPU3MHOBAS KUCAOTa
ANCOYHKLMIO, UMUTO-
KuHbI (TNF-01)
B tA)KEeAbIX caydaax npu
TpaHcnAaHTaumaA o .
NpPOorpeccupyroLLEen NeYeHOYHOM
neyeHu

HEeAOCTaTO4YHOCTH

[IpyHIMNAIbHO Ba)KHOM fABJIAETCS OTMEHa Iperna-
para, Bbi3asuiero JIIIII. Bo3MOXHBI UCKIIOYEHUs] [IPU
CJIYIOIIUX YCIOBUSX:
* IIperapar )XM3HEeHHO HeoOXOJIMM U HeT BO3MOXKHO-
CTY €0 3aMEHUTb;

* TOBbIIIEHNE YPOBHS TPAaHCAMUHA3 <3 HOPM;

e TIpU JMHAMIYECKOM HAOJIO/IeHUM He MPOMCXOAUT
JlaIbHeIIero MOBbIIeHNs YPOBHSA TPaHCaMVHA3;
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* OTCYTCTBHe KIMHWYeCKUX npossiaenui JITIIT;
 oTcyTcTBHME OepeMeHHOCTH (TIpU OepeMeHHOCTH
OTMeHa mperiapara 00si3aTeJIbHa).

[IprMeHeHVe aHTU/IOTOB BO3MOXHO PeZIKO (Tabi.4).

Jluera BKJIrOYaeT peKOMeHIaLWH 10 30POBOMY yMe-
PEeHHOMY TIMTaHUIO € cofiepkaHreM beska He MeHee 60—
100 r/cyt. TonbKO Npy NeYeHOYHOW HeJOCTaTOYHOCTH
paccMaTpuBaeTCst BOIPOC 06 OrpaHIdeHn: Oeska.

[ TIOKOKOPTUKOM/BI TI0Ka3aHbl BCeM IaleHTaM
¢ UMMyHoornocpeznoBaHHbeiMu JITIII, a Takxe mipu cpes-
HeTsDKeJIbIX U Tshkesbix JITIIT mo6oro nmatorenesa. Ciie-
JlyeT YYUTHIBATh HAJIMYMe CaXapHOro jauabera, COMyT-
cTByIOIe WHGQEKINH, KeTyZO0YHO-KUIIEYHOTO KpO-
BoTeueHus. [Ipy HaJIMYUK 3TUX COCTOSHUU B KaXXIOM
KOHKPETHOM CJIy4ae HeoOXOIMMO TIIATeJIbHO aHAJIU3H-
poOBaTh COOTHOILIEHME IOJb3bl M PUCKA Ha3HAYEHU:
[JIFOKOKOPTUKOCTEPOUZIOB. IIpy OTCYTCTBUM NIPOTUBO-
NIOKa3aHUM KOPTUKOCTePOU bl BBOJAT BHAYasle apeH-
TepaJIbHO Ha MPOTSHKeHUM HEeCKOJIbKUX JIHEeH, 3aTeM Ha-
3HAYaroT [1epOpabHOE IPUMEHeHue.

[TaToreHeTH4eCcKH 0OOCHOBAaHHBIM SIBJISIETCSA TAKKe
Ha3HaueHUe TrelaTONPOTEKTOPOB (YPCOZAe30KCUxoie-
Bag kuciora (YAXK), cuniumapuH, aJeMeTHOHUH,
L-opHuTHH-L-cniaprar, acceHnuanbHble Qocdommm-
7ibl), THPY3MOHHOM Tepanuu, TUOIIO3THHOB, IEHTOKCH-
bruHa, BUTAMUHOB [5].

IIpuMeHeHVe aleMeTHOHYHA TaTOTeHeTHYeCKy 000-
CHOBAHO B Ka4eCTBe CPeJCTBA, MOBBIIIAIOIIET0 CUHTE3
Y 3amackl IIyTaTHOHA B IIeYeHH, OH moKasaH mpu JITIII,
CBSI3aHHBIX C JIEWCTBMEM TOKCHYECKUX MeTabOJUTOB
JIeKapCTBEHHOTO CPeZCTBa, IpU JedUinTe IIyTaTHOHA
¥ HeoOXOMMOCTH NPOZOJDKEHUs IpreMa IIpernapara,
BbI3Basiuero JIIIII.

JloKa3aTeNbHBIX WCC/Ie0BAHNY, IOATBEPKAAIOINX
addexTrBHOCTD afieMeTrOHMHA ripy JITITT, He IpOBe/IEHO.
LlesrecooOpa3HOCTh HA3HAYEHWsl ITOTO TIperapara IMpu
JITIII, KoTopoe COIPOBOXKAAETCA LIUTOIN30M U XOJIecTa-
30M, OIIpeJiesIAeTCsl ONBITOM OT/IeJIbHBIX KJIMHUK U CIIeLN-
amucroB. IlepopanbHas gopMa a/ileMeTHOHVWHA VIMeeT
HU3KYH0 GHOZIOCTYITHOCTb, TO3TOMY MPY IPUHSITUAY peliie-
HUA O Ha3HAYeHWM JIAaHHOTO JIEKapPCTBEHHOI'O CPeZCTBA
CJIefiyeT IpeAroaraTb TOJIbKO ero IapeHTepaibHoe BBe-
nenve B jo3e >800 Mr/CyT ¢ LieJIbiO IOCTVXKeHUs HaChIIa-
I0IIIeM KOHLIEHTPALMY B TKaHAX C OCTIeyIOIVM [Iepexo-
ZIOM Ha IlepopajibHOoe IpuMeHeHre B fjoze 1600 mr/cyT.
Ha Ham B3rJisi, HepCrieKTUBHOM SIBJISIETCS CyOJIMHTBAIb-
Hasi popMa aZieMeTHOHHHA, HO ee 3QeKTUBHOCTD U Oe3-
OTacHOCTb, B T. 4. mpu JIIIII, TpebyeT IajbHENIINX

vccenoBanuil. CHIMMapyH,/CUTMOVHIH MMeeT JIOKa3a-
TeJIbHYIO0 6a3y B oTHOLIeHUY JiedeHus1 JITITT. OpuriHaib-
HbII CUJIMOMHKH BbICOKO3()(EKTUBEH MPH JKMUPOBOH JIUC-
TPOdHY TedeHN HEeaTKOTOIBHOM THOJIOTHY, UH/YIMPO-
BaHHO BO3/eMICTBHEM rellaTOTOKCUYHbIX JIeKaPCTBEHHbIX
CpeCTB. YCTaHOBJIEHO, YTO aKTUBHOCTD IJIyTaMaT-IMpy-
BaTTPaHCAMKMHA3bl ¥ OOJILHBIX YKUPOBOU IUCTpodUeH Tie-
YeHU WY JIeKapCTBeHHbIM TellaTUTOM, [OJIy4YaBIIKX CHU-
JIMOVHVH, HOPMAJI30BaJach B TeYeHve 7 JHe, TOrza Kak
y TAlMeHTOB, TPUHIMABILINX IUIAle00, TOA0OHbIN pe-
3yJIbTaT AOCTUTAJICS TOJBbKO Ha 23-11 fieHb. AKTMBHOCTb
IJIyTaMaTOKCalIaTTPaHCaMKUHA3bl HOPMAJIM30BaJIach, CO-
OTBeTCTBeHHO, Ha 10-i1 u 14-i1 aum [10]. 3HauuTenbHAA
3¢ (eKTUBHOCTb OPUTHHAJILHOTO CHJIMOWHWHA [IPH Jie-
KapCTBEHHBIX TelaTUTAX, B T. 4. CBA3aHHBIX C IPUEMOM
IICUXOTPOIHBIX [TPeNapaToB, I0Ka3aHa B OTKPbITOM KOH-
TPOJIMPYyeMOM HCCIefJoBaHMU [29], a Takke B IBOMHOM
CJIETIOM I1/1aLie00-KOHTPOIMPYEMOM HCCIIeJOBAaHKH C T1a-
paJulesIbHBIMU Ipynnamu [26].

Hasnauenve L-opHutnH-L-acrapraTa mokasaHo Ipu
TIeYeHOYHOM HeI0CTaTOYHOCTH, SHIedanonatuu [20].
DcceHrmanbHbie GocPOTUMUIBI He UMEIOT I0CTAaTOYHOM
nokaszatesbHOM 0a3bl mpu JITIII (MHEHWe 3KCIIepTOB).
[TpeAnonoXuUTeIbHBIA MEXaHU3M X JIeVCTBUSA OCHOBAH
Ha CTabWIM3aluy MeMOpaH U KOCBEHHOM BJIMSHUM HA
aKTUBHOCTb LIUTOJIMTUYECKOrO CHMHApoMa. B cTpaHax
oriBiiero CCCP acceHnuasbHbie GpOcOIUIHIBI TpUMe-
HAIOTCA 4acTo, X0TA B EBporieiickoM coro3e u CIIIA onn
He WCIIOJIb3YIOTCA B KIIMHUYECKOM MTPAKTHKe, IIOCKOJIBKY
PaHIOMU3MPOBAHHbIE IUIAIe00-KOHTPOJIUPYeMbIe K-
HUYeCKYe VCCTeloBaHusA, B yacTHocTH Veterans Affairs
Cooperative Study, mpoBenerHoe B 2003 rony 1 BKIIIO-
yaBinee 789 GOJbHBIX reNaTUTaMU aJIKOTOJIbHOW 1 CMe-
IIAHHOM (@JIKOT0JIbHO-BUPYCHOM ) 3TUOJIOTUH, He BbISBU-
JI0 HUKAKUX MOJIOKUTEJIbHBIX BIMAHUNA JAHHBIX Iperna-
paToB Ha GYHKIIUIO IIeYeHH [0 CPABHEHUIO C Iane6o [23].
Boree Toro, 6bII0 YCTAaHOBJIEHO, YTO MPH OCTPBIX U XPO-
HUYeCKUX BUPYCHBIX relaTUTaX OHU IPOTUBONOKA3aHBl,
TaK KaK MOTYT CIIOCOOCTBOBATh YCUJIEHUIO XOJIecTaTrye-
CKOTO CMHIPOMA U yBeJIMYeHHUI0 Luronusa [7]. Ha Ham
B3IJISI/I, TIPENapaThl 3CCEHIMAMBbHBIX (POCHOTUIIOB MO-
TYT Ha3HA4aTbCA IIPY CTeaTo3e Ile4eH!, HeaKTMBHOM CTe-
aTorenaTuTe, KOTOpble Pa3BUJIMCh BCJIe/ICTBHE TOKCUYe-
CKOTO [TOpa)KeH!s1 [IeYeHH.

YHuBepcanbHbIM remnaronporekropoMm npu JIIIII,
KOTOPBIA OKa3aH MY JIF0OOM TaTOreHeTU4ecKoM Ba-
pUaHTe pa3BUTUSA PacCMAaTPUBAEMOrO COCTOSIHWSA, SIB-
nstercst YIXK (a6 5).

Tabamua 5. AvddepeHumpoBaHHas Tepanus AN B 3aBUCUMMOCTM OT NPeodAaAAIOLLEro MeXaHU3Ma pPasBUTUA

(mo E. 0. EpemuHon, 2012 [5]).

Mpeobhaaatowwimini MexaHU3M TAloKOKOpTH- YAXK Cunubu- | Apemertuo- docoo- MeHTOKCH-
Ann KOCTEpOouUAbI HUH HUH AMNUADI GUAUH
MpAMON UMTOAUTUUECKMI + + — * +
MpamMom XxonecTaTMyecKmi — — + — —
Mpamor cMmeLlaHHbIN + + + + + *
ToKCHUeckoe AEMCTBIE MEeTabo- _ + + + + _
AMTOB AEKAPCTBEHHbIX CPEACTB

NanocrHKpasus + — +
NmmyHoanrepruveckoe AN - - — +
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Brizenennas 6osee cra jier Hasazg YIXK crana npu-
MEeHATbCSA B IPAaKTUYeCKON MeZiullvHe ¢ cepeiuHbl 70-X
rozioB XX BeKa 1OCJIe OIMICaHUS ee CIIOCOOHOCTH Jieca-
TypaLIUY JKeJT9d U PaCTBOPEHHS X0JIeCTePUHOBBIX KaM-
Heil. [To Mepe HaKOIUIEHUS KJIMHIYECKOTO OIbITa JJOKa-
3aHbl Ipyrue nosoxurenbHble 3gpdextsl YIXK Ha BHY-
TPUIIEUEHOUHYI0 LUPKYJSANUIO0 JKeTud, MeTaboJu3M
TeraToIyTOB U CIIM3UCTYIO 000JIOUKY BepXHel 0JIOBH-
HbI NTUIIIeBAPUTEILHOTO TPAKTA, YTO 3HAYUTESILHO pac-
IIMPUJIO TIOKA3aHUS K ee MpuMeHeHuto (TabJl. 6).

Tabauua 6. MexaHunambl aenctBust YAXK (no W. H. lpu-
ropbesou, 2012 [3]).

UnmmyHomoayaupyrowmnii a¢ppekr:

- YMEHbLLEHUNE aKenpeccum MoAnekyn HLA 1-ro kaac-
ca Ha renatoumTax u HLA 2-ro knacca Ha XOAaHImo-
UuTax, Yto CHMXAaET UX ayTOUMMYHHOCTb; CHUXEHWE
NPOAYKLMKW NPOBOCMAAUTEABHbBIX LULMTOKMHOB
(MHTEpAenKMHOB 1, 6, y-MHTepdepoHa).

AutonruTnueckmuin appek:

— CHUXEHWE AMTOTEHHOCTM XEAUU BCAEACTBUE HOPMU-
POBAHMS XUAKUX KPUCTAAAOB C MOAEKYAGMU XONECTE-
pUHa, NpeaynpexaeHne obpasoBaHWA 1 pacTBOpPeHKE
XOAECTEPUHOBbIX KAMHEMN.

AHTHUXOAECTaTHYECKUI 3P PEeKT:

- NOAABAEHME CEKPELIMM TOKCUUECKUX XKEAUHbBIX KUCAOT
B )XEAUb 3@ CUET KOHKYPEHTHOIO 3axBaTa peLentopamu
B MOAB3AOLLHON KULLKE;

- CTUMYASILMS 3K30LIMTO3a B renatouutax nytemMm akiu-
Bauun Ca?*-3aBUCMMON O-NMPOTEUHKUHA3bI, UTO
BbI3bIBAET YMEHbLUEHWE KOHLEHTPALMN TMAPOPOBHbIX
)XEAUHbIX KUCAOT.

Xonepetnueckuii appekr:

- UHAYKLMA BuKapboHaTHOro XoAepesa, yCUAUBato-
LLLero BbIBEAEHWE TMAPOPOOHBIX XEAUHbIX KUCAOT

B KULLEYHUK;

- BbITECHEHWE MYA@ TOKCMYECKUX TMAPODOOHbIX XKEAY-
HbIX KUCAOT 3@ CUET KOHKYPEHTHOIO 3axBaTa peLenTo-
PamMu B NOAB3AOLLIHOW KULLIKE;

- CTUMYAALMSA 3K30LMTO3a B renatouutax nyTeM akTu-
BalUMK KaAbLMII-3aBUCUMOW O-NPOTEUHKMHA3bI (MPUBO-
AWT K YMEHbLLEHWIO KOHLEHTPALMKU TMAPODOBHbIX
XXEAUHbIX KUCAOT).

LiuTonpoteKTopHbIi 3P PeKT:

- BcTpaunBaHue YAXK B ¢OCHOAMMUAHBIN CAON KAETOY-
HOM MeMbpaHbl C ee cTabuUAM3aLMEl U NOBbILEHWEM
YCTOMUMBOCTU K MNOBPEXAAOLLMM daKTopam.

lMpoTuBoBOCNanUTeAbHbIH 3P PEKT:

— CHUXEHMWE MCXOAHO NMOBbILLEHHOMO YPOBHS 303MHO-
GUAOB 1 coAepxaHus npoctarnaHanHa E, B Kposu

y NaUMEHTOB C NEPBUYHbLIM BUANMAPHBIM LIMPPO30M;

- YMeHblUEeHWe aKTMBHOCTHU Gocdoamnasbl A, B KPOBU
6OAbHbIX XEAYHOKAMEHHON BONE3HbIO;

- TOPMOXEHUE BbICBOOOXAEHMA BOCNAAUTEABHbIX
MEANATOPOB U3 TYYHbIX KAETOK NMPU BOCMAAUTEABHbIX
3aboAeBaHMAX KULLEYHUKA.

AHTUTOKCHYECKIIT 3¢pPeKT B oTHoweHnu LIHC

M NeYyeHu:

- TOPMOXEHUE UHAYLIMPOBAHHOIO rMnepbuanpybunHe-
MWEN anonTto3a acTPOLMTOB (B 3KCMEPUMEHTAX

Ha )XWUBOTHbIX);

- MOBUAM3ALMS TPAHCMOPTHBLIX CUCTEM HEMPOHOB
LHC, oTBETCTBEHHbIX 38 IAUMUHALMIO U3 HEE
TOKCUYECKMX XXEAYHBIX KUCAOT;

- HEWPOMPOTEKTOPHOE AENCTBUE;

- nHAyKumsa CYP3A4 B neyeHu.

FmnoxonectrepuHeMmuyeckui appeKr:

— CHUXEHMWe BCacblBaHWUS XOAECTEPUHA B KULLEYHUKE,
CUHTE3a XONECTEPUHA B NEYEHU N IKCKPELIMU XOAECTE-
pPUHa B XEAUb.

MpotnBoonyxoneBbii 3P PeKT:

- NPeAoTBpALLEHME CNELMPUUHDBIX AN Paka TOACTOM
KULLKM KAETOUHbIX (Ras)-MyTauui;

- BAOKMPOBAHUE aKTUBALIMKU «AUKUX» TUMOB Ras;

- NOAABAEHME SKCMNPECCUM Ha PAKOBbIX KAETKaX
LUMKAOOKCUreHasbl-2;

- CTUMYASILMA anonTo3a B CAM3UCTOM 060AOUKE
TOACTOM KMULLIKM.

AnpdepeHumupoBaHHOe BAUSIHHUE Ha pereHepaLuio
renaTouMTOB:

- CTUMYASALMS MUTO3a U pereHepauum renatoymTos

NOCAE PEIEKLMN NEYEHU Y IKCNEPUMEHTAABHbLIX XU-
BOTHbIX;

- TOPMOXEHME NpoArdepaLMn KAETOK renatombl

Yy UeNOBEKa.

Moaynsums anonro3sa:

- CHWXEHUWe KoHUeHTpaumun Ca?t B KAeTKax, MpeAoT-
BpalLatoLLee BbIxoa UMTOXpomMa C U3 MUTOXOHAPUHN,

B CBOIO oUepeAb OAOKMPYIOLLIErO aKTUBaLMIO Kacnas
M anonTo3 XOAaHIMOLIMTOB;

- TOPMOXEHKWE anonTo3a renaTouuToB NPKU XOAecTaTu-
yecknx 3aboneBaHMsAX NeYeHu;

- aHTManonToTMyeckmi adpdekt YAXK He orpaHuumBa-
€TCS TOAbKO NeYeHbto, HO UMEET MECTO U B LIEHTPaAb-
HoM HepBHOM cucTeme (LUHC);

- B CAM3UCTON 0O0AOUKE TOACTOM KULLIKK YAXK BAMSAEeT
Ha anonTo3 NPOTUBOMOAOXHO — CTUMYAUPYET €ro.

B Hacrosamee Bpema VYIXK wucnosnb3yerca npu
KeTYHOKaMeHHOI 60JIe3HH, X0JlecTaTUYecKux 3aboJte-
BAaHUSAX Ie4eHH, BUPYCHbIX, aJIKOTOJIbHBIX, JIeKapCTBeH-
HbIX TeNaTHUTaX, HeaJKOroJbHOM CTeaTOrenaTwure,
X0JIecTepo3e JKeJYHOTO My3bIps, pedIiroKc-racTpuTax
Y IPYTUX COCTOSIHUAX. B NeyeHu U3 XosecTepuHa CUH-
Te3UPYyIOTCS NepBUYHbIE JKeluHble KUCJIOThI: XOJeBas
1 XeHOZIe30KCUXO0JIeBasi KUCIOThI. 113 HUX B KUIlIeYHUKe
B pe3yJibTaTe peakluil eKOHbIOTAlUU U JIeTU/IPOKCH-
JIMPOBAHUSA TOJ BIUSHMEM KHIIEYHOH MHUKPOQIOPHI
00pa3yoTcs 1e30KCUX0JIeBasi U JINTOX0JIeBask KUCIIOTHI
(BTOpHuHbIe XemuHble KUCI0Thl). YIXK — TpeTndHas
ruapodUIbHAS XKeTYHasi KMCII0Ta, KOTopas o0pasyeTcs
13 XeHoze30KcuxoseBor KucaoTel. YIXK cocraBiseT
He 6oJiee 5% OT 0OOIIIETO MyJIa XKeTIHBIX KUCTIOT, COZlep-
)Kamuxcs B xerdu. ['upodoOHbIe CBOVCTBA YKeTYHbIX
KUCJIOT U CBA3aHHAsA C HUMM TOKCUYHOCTb HApacTaloT
B CJIeflyIoleM Mopsazake: xonesas kuciaora —» YIAXK —
XeHO/Ie30KCHX0JIeBas KUCI0Ta — J1e30KCUXO0JIeBasi KHC-
JIoTa —> JIMTOX0JIeBast KucioTa. Takas cBsi3b rugpodo6-
HOCTU Y TOKCUYHOCTU JKeTYHBIX KHCJIOT 00yCJIOBJIeHa
TeM, YTO THAPOQPOOHBIE KUCJIOTHI JUMOPUIBHBL DTO
CBOWCTBO [103BOJIsIT UM ITPOHUKATD B JIMIKJHBIE CJIOH,
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B TOM YICJIe B KJIETOYHbIe MeMOPaHbl 1 MeEMOPaHbI MU -
TOXOH/PHI, MPOBOLMPYS HapylleHHe uX QYHKIUH
u tibesnb [3]. Bosee Bricokas nonsipaocth YIXK Kop-
pesupyeT ¢ MeHbIIIel TeHeHIel K 00pa30BaHUI0 MU-
1eJU1, 4eM OOBACHAIOT OTCYTCTBHE TOKCUYHOCTH 3TOH
kucnoThl. [Ipy HazHaueHuu B fo3e 13—15 Mr/Kr/cyT
YIXK 3ameInaeT TOKCUYHbIE XKeJTYHbIe KUCIOThI U CO-
CTaBJIsieT OKOJIO IIOJIOBUHBI IIyJIa JKEJTYHBIX KUCJIOT
B Jxemun. Ocoboe 3HaueHve ipu Jedenunu JITIIT umeet
He TOJIbKO aHTUTOKCUYeCKUW, HO U aHTUOKCUAHTHBIN
s3ddext YIXK. B MHOTOUHCIIEHHBIX SKCIIEPUMEHTAITb-
HBIX HCCTIeZI0OBAHUAX YCTAHOBIIEHO, 4To YIXK croco6-
Ha CBA3bIBATH CYNEPOKCU/-aHUOH U TUAPOKCUJIbHBIN
pazvKal — caMble aKTUBHbIE GOPMBI THPOKCUIIBHBIX
paavKaoB, T. €. ABJIAETCA aHTUOKCUJAHTOM IPAMOIO
neiictBuss. YIXK Takxke CIOCOOCTBYET yBeNMYEHUIO
KOHLIEHTpalMX B KJIETKAaX IVIyTaTUOHA, ABJIAOIIEroCs
KOMIIOHEHTOM BHYTPUKJIETOUYHOM aHTUOKCUJAHTHON
cucteMbl. Kpome toro, YAXK mnozasisgeT akTUBHOCTb
MUTOXOHZIPUAJIbHBIX OKCH/Ia3HbIX (hepMEHTOB, OTBET-
CTBEHHBIX 3a NPOAYKLMIO CYyIIePOKCU-aHUOHA. Takum
ob6pazom, YIXK TOpMO3HUT epeKrucHOe OKKCIIEHE JIH-
NWJI0B ¥ yMeHbIIaeT OKUCINUTeIbHBIN CTpecc, T. €. BOC-
CTaHaBJIMBAeT OaJlaHC OKKMCIUTEeN M aHTHOKCHIAHTOB
B IUTOIJIa3Me rernaTouuToB [15]. TIpu XpoHUYecKux
JITITI BaxkeH anTUUOpOoTHYecku addekt YIAXK. OH
ABJIAETCS I0303aBUCHMBIM 1 00YCJIOBJIEH YMEHbIIIeHH -
eM KOJIYeCTBa PerienTopoB K TPaHCHOPMUPYIOIEMY
dakropy pocra B1 (TGF-B1), mpuduem 3a CYeT CHUKe-
HuA ux cuHre3a. Ha ¢pone npuema YIXK 3aperucrpu-
pOBaHO CHWXeHMe cofepxaHusg wmarpuyHou PHK,
OIIpeZiesIAOIIeN CHUHTEe3 3TOr0 PeLielTopa B 3Be314aThIX
kietkax. Kak uzBectHo, TGF-B1 BbIcBOGOXKaeTCS 110-
BPEX/IeHHBIMU TeNaTOLUTaMU U ABJIAETCA OCHOBHBIM
aKTMBATOPOM 3Be3[4aThIX KJIETOK — KJI0UYEBbIX KJIETOK
B mporiecce ¢pubporeHe3a. VX akTHBALUS OCYILIECTBIISA-
eTcs nyteM cBasbiBaHusg TGF-B1 penentopamu, Haxo-
IALIVMUCS Ha IIOBEPXHOCTU 3Be3[4aThIX KJeToK. Kpo-
Me Toro, nox peicrsueM YIXK ycunuBaeTcsi CUHTe3
Y HapacTaeT KOHLIEHTpaLXs B IUTOIIa3Me BHYTPUKIIe-
TOYHBIX KMHAa3 — WHTUOMTOPOB MpOIiecca aKTHBAIUK
KJIETOK. Bce 3TO BeZieT K CyIeCTBeHHOMY 3aMeZJIeHUIO
npoiiecca pubporeHesa B neyenu [15]. PazHoo6pasHbie
MexaHu3Mbl AericTBUsT YIXK MO3BOJSIOT MCIIOJIL30-
BaTh ee mpu Bcex ¢popmax JIIIII, ocobeHHO mpoTeKaro-
I[UX C XOJIECTa30M.

Aireparypa:
1. Bbabak O. f. \ekapCTBEHHO-MHAYLMPOBAHHbIE NOpa-
XEHWA neveHn: 0COBEHHOCTH BbISIBAEHUS], MOCTAHOB-
KM AMArHo3a 1 BeAEHMSA NauMeHToB. 340p0B’sS Ykpai-
HM. 2012. Ne 2. C. 32-35.
2. Babak 0. f., KonecHukoBa E. B. Luppo3 neueHun n ero
OCAOXHEHUS. Knes: 3a0poBbe YKkpaunHbl, 2011. 576 c.
3. TpuropbeBa M. H. Ypcoae3okcHMxoneBas KUCAOTa BO
BHYTPEHHeN MeanumHe. MockBa: Meanpaktuka-M,
2012. 152 c.
4. pxown A., Knn A., BpuHp 3. HaraaaHas renatoaorums.
Mep. ¢ aHrA. K. O. WyabnekoBoi nop pea. Y. C. MNas-
AoBa. Mocksa: N'90TAP-Meana, 2018. 168 c.

Oddexrusnocts YAXK mpu JIIIIT nposeMoHCTpH-
pOBaHa B psAfe NOKa3aTebHbIX UccaenoBanui. HasHa-
JeHue mpenapara 60JbHBIM CaXapHBIM AUAOETOM, TI0-
Jly4aBIIAM QIIYKJIOKCALWIIIAH O MOBOAY MHOHLIPO-
BAHHBIX $13B IMa0ETHYECKOl CTOMBI, CIIOCOOCTBOBAJIO
HOpPMaJIM3aluy YPOBHS OMJIMPYyOUHA CBIBOPOTKU KPOBH
Ha 16-21-i1 nenn [27]. IlokazaHa 3ddeKTUBHOCTD
YIXK npu xosecrase, CBA3aHHOM C IPUeMOM aMu0o/ia-
pona [28]. C nomompo Y/IXK ynaercsa noctuys paspe-
IIeHWs XO0JIeCTa3a, BBI3BAHHOIO (peHOTHA3MHOM,/TIPO-
XJIOpIIepa3vHoOM [25], IMMyHOZenpeccaHTaMH, Ha3Ha-
YeHHbIMM [I0CJle TpaHCIUIAHTalMW cepaua [22],
aHaboJIMYecKMMU cTepousamu [21].

YIOXK MOXeT NpUMEHAThCSA i NPOPUIAKTHKA
JIITIT mpu Ha3HAYeHUM renaTOTOKCUYECKUX Ipemnapa-
TOB, B YaCTHOCTY METOTpeKcara.

[TokasaHo, yro Y/IXK npeznoTspaiiaet HeKpo3 rema-
TOLUTOB U Bocrasenue [30].

J17151 Ie3NHTOKCUKALIMY TPOBOAAT NHPY3uu 5% pac-
TBOpa IJIIOKO3bl, pacTBOpOB PuHrepa, Punrep-iaxrara,
TU/IPOJIA3aTOB KpaxMasla, AHTapHOU KUCJIOTHI, L-opHu-
TUH-L-acnapraTa, 5-10% anpbymuHa (0671a/1aeT BbICO-
KOV CBSI3bIBAIOIIEN COCOOHOCTBIO) U Ip. B TsKesbIx
CcITydasx MoKasaH mia3Madepes.

ITpu oLieHKe IPOTHO3a AJIA XKU3HU UCIIOJIb3YIOT IIpa-
Buso «Hy’s Law»: codeTaHue BBIPa)K€HHOIO TrenaTo-
LieJUTIOJIAPHOTro nopakeHus (yposeHb ANAT >3 HopM)
¥ KenTyxu (YpOBeHb OMIMpPYyOHMHA >3 HOPM) acCOLMu-
POBaHO C IVIOXMM IIPOTHO30M — JIeTaIbHOCTh >10% [6].
OcTtpas neyeHo4Has HeOCTaTOYHOCTL npu JIIIIT vamie
pa3BuBaetcsl y keHIMH. [Ipu QyIbMUHAHTHON mede-
HOYHOU HeziocTaToyHOCTU BeyescrBue JIIIIT netanb-
HocTh focturaet 30-50%.

B o01ieii monyJiAnyy y Jvil, IPUHUMAIOIIKX JieKap-
CTBEHHBIE TIPenaparhl, JeTAIbHOCTb WU OTPeOHOCTD
B TPAaHCIJIAHTALMY IIeYeHU IIPU IOBBINIEHUU YPOBHSA
AAT u GumpyOuHa >2 HOPM TIPU YCJIOBHU OTCYT-
CTBUSA 0OCTPYKIMHM cocTaBset 2,4-14,3% B 3aBUCUMO-
CTH OT JIeKapCTBEHHOTO Ipemnapara [5].

B 3akiroueHue NpUBOMM BbICKa3bIBaHME BbIAIO-
Ierocsl TepameBTa W KJIMHAYECKOTO (apmakosora
B. E. Boryana: «JIO3yHroM KJIMHIYECKOW papMaKo-
JIOTUU JOJKHO ObITh: «[IOMeHbIIe JIeKapCTB — TOJIb-
KO caMble HeoOXoauMble», a He «UTo Obl emje aTh
6oan0My?» ... JleunuThr HaAoO TOrZa, KOorJa HeJb3s
He JIeYuTh» [8].

5. EpemuHa E. HO. AekapCTBEHHbIE MOPAXEHUA MEYEHN.
lactpoaHTeponorms CaHkT-letepbypra. 2012. Ne 1.
C. 16-23.
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KaloueBble cAOBa: AEKaPCTBEHHbIE NMOPaXeHUs NevYeHu,
yacToTa, KhnaccuduKaumsa, natoreHes, AeYeHue, ypcoae-
30KCHUXONEBAA KMCAOTA

B ctaTbe nprBeAeHbl AaHHbIe O KAaccUbMKaLMK, natore-
He3e, KAMHUKE, AMArHocTMke W AMddepeHLUpoBaHHOM
TaKTUKE AeUEHUS, MPaKTUUYECKMI aATOPUTM pacno3HaBa-
HUS U NPEAOTBPALLEHUA PA3BUTUS AEKAPCTBEHHbIX MO-
paxeHuit neveHn. NMpoaHaAM3MpPOBaH NaToreHe3 Aekap-
CTBEHHbIX MOPAXEHWUI NEYeHU, AN MOHUMAHKUA KOTOPOTo
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06bACHEHbI MexaHU3Mbl MeTaboAn3Ma AEKapPCTBEHHbIX
CPEACTB, onucaHbl ¢asbl 3Toro meTtaboamMama. Bbipe-
AEHbl YEeTbIPe OCHOBHbIX MeXaHW3Ma MaTOAOrMYECKOro
AEMCTBUA AEKAPCTBEHHbIX CPEACTB Ha MeyeHb: NpAmMoe
TOKCUUYECKOE AEMCTBUE Ha renaToLmTbl; TOKCUUYECKOE Aei-
CTBME METAbOAUTOB AEKAPCTBEHHbIX CPEACTB; MMMYHO-
AMEPrUUYecKUe MOPaXeHUa MNeueHu; MAMOCUHKPa3US.
Ocoboe BHMMaHWE YAEAEHO MaToreHesy AeKapCTBEHHO-
MHAYLIMPOBAHHOIO XoAecTasa. [pAMble remnaTtotokeuye-
CKUe peaKLymn pa3BrUBatoTCA Mo LMTOAUTUUECKOMY (renato-
LIEAAFOASIPHOMY, MAapPEeHXMMAaTO3HOMY), XOAECTAaTUUECKOMY
MAM CMeLlaHHOMY BapuaHTy. Hauboaee uacto AMarHo-
CTUPYEMbBIM KAMHUYECKUM BapUaHTOM AEKapPCTBEHHbIX
NOPaxeHUn NeveHn ABAAETCA AEKAPCTBEHHbIM renarur.
BblaeAatoT NATb GOPM renaTtuta, MHAYLMPOBAHHOIO npu-
eMoM GapPMaKOAOTMUYECKUX CPEACTB: AEKApPCTBEHHbIN
renatut ¢ U30AMPOBAHHbIM MOBbILLEHWEM YPOBHS TPaHC-
aMuHa3 (NPOTMBOTYOEPKYAE3HblE Npenapatbl, METUAAONA,
aMWOAAPOH, CTATUHbI); OCTPbIN FEMaTUT C XEATYXOM; NCEeBAO-
XUpypruyeckas ¢bopma ocTporo renartuta: 6oAM B XUBOTE,
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AMXOPAAKA, XEATyXa, YBEAMUYEHHbIM >XEAYHbIM MNy3bipb
(UMTOCTATUKKU, AHTUAEMPECCAHTbI, AaHTUAPUTMUYECKME
npenaparbl); TAXeAble GOpPMbl OCTPOro renatura c neye-
HOYHOM HEAOCTAaTOUYHOCTbIO; XPOHWUYECKUI AEKapPCTBEH-
HbIX renaTut. MNpeacTaBAEHbI MEXAYHAPOAHbIE KPUTEPUU
AVNATHOCTUKM, OCHOBHbIE AAHHbIE O MOPPOAOTMUECKMX
U3MEHEHUAX NnedeHu. U3A0XeHO 0ObSACHEHWE AENCTBUSA
YPCOAE30KCUXOAEBOM KWUCAOThI, KOTOpasi 0OAaAQET AWUTO-
AUTUUYECKMM, aHTUXOAECTATUUECKUM, LIMTOMPOTEKTOPHbIM,
MMMYHOMOAYAVPYHOLLIMM, MPOTMBOBOCMAAUTEABHBIM, aH-
TUTOKCUUYECKUM, TMMOXOAECTEPUHEMUNYECKUM AENCTBUEM,
a TakxXe MOAYAMPYET anonTo3, OKasbliBaeT AudbdepeHum-
POBaHHOE BAUSIHWE HA PEreHepaLmio renatoumuTos.

YAK 615.065:616.36-008-03-07-08
doi: 10.33149/vkp.2020.01.10

uA Nikapcbki ypa)keHHs NeuiHKu:
BiA naToreHesy A0 AiKyBaHHA
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I. M. AykaweBuuy, I. I. PomeHKko

AOHEUbKMI HaUiOHAaAbHUM MEAMUYHUN YHIBEPCUTET,
AMmaH, YkpaiHa

KAoUuOoBi cAOBa: AiKapCbKi ypaXXEHHST MeUiHKK, YacToTa,
Khnacuobikauis, natoreHes, AikyBaHHSA, YPCOAE30KCHUXOAE-
Ba KMCAOTA

Y cTatTi HaBeAeHi AaHi Npo KanacudikaLito, natoreHes,
KAIHIKY, Al@arHOCTUKY Ta AMPepPEHLIMOBaHy TaKTUKY AiKy-
BaHHS, MPAKTUYHUI aATOPUTM po3ni3HaBaHHA i 3anobi-
raHHA PO3BUTKY AiIKapCbKMUX YpaXkeHb nediHku. NpoaHa-
Ai30BaHO MaTtoreHes3 AiKapCbKMUX ypaXeHb MediHKu, AAS
PO3YMIHHA AKOro MOSICHEHI MexaHi3Mu MeTaboAi3My
AikapcbKux 3acobiB, onucaHi ¢a3n Lboro Metabonis-
My. BUAIAEHO YOTMPU OCHOBHUX MEXAaHiI3MW MaTOAOriy-
HOrO BMAMBY AiKapCbKMX 3ac0obiB Ha MeuiHKy: NPsSMUR
TOKCUYHUI BNAMB Ha renatounti; TOKCUYHWUI BNAUB Me-
TaboAITIB AikapcbKkux 3acobiB; iMyHOAAEPriUHi ypaXeH-
HS1 MeYiHKK; ipiocUHKpasia. OcobAuBY yBary NpUAIAEHO
natoreHesy AiKapCbKO-iHAYKOBaAHOIro xoAectagy. [pami
renaTtoToKCUMUHI peakuii po3BMBalOTbCA 3@ LMUTOAITUY-
HUM (renaToLEAOASIPHMIA, NapeHXiMaTo3HUM), XoAecTa-
TMYHUM abo 3MillaHUM BapiaHTaMu. KAIHIYHUMM Bapi-
AHTOM AIKAPCbKUX YpaxeHb NeYiHKK, KUK HahvacTie
AI@rHOCTYIOTb, € AIKapCbKWMM renatut. BuainsatoTb n’atb
dbopM renartuty, iHAYKOBAHOro npuvrMoMom dapmMaKko-
AOTiYHMX 3acobiB: AiKapCbKWM renatut i3 i30AbOBaAHUM
NiABULLEHHAM PiBHA TpaHcaMiHa3 (NpoTUTYHEePKYAbO3HI
npenapati, METUAAOMNA, aMiOAAPOH, CTaTUHW); FOCTPUN
renatuTt i3 XOBTSAHULED; NCEBAOXipypriyHa dopma ro-

CTPOro renatuty: 6OAI B XMBOTI, AMXOMAHKA, XXOBTAHULSA,
306iAbLUEHWI XOBYHUI MiXyp (LUMTOCTATUKK, aHTUAENpE-
CaHTW, aHTUapUTMIUHI npenapartun); TAXKi GopmMu ro-
CTPOro renaTtuty 3 MnevyiHKOBOK HEAOCTaTHICTHO; XPOHiy-
HUA MEeAMKAMEHTO3HUI renatut. HaBeaeHi MidXKHapOAHi
KpUTEpPIi AiarHOCTUKKU, OCHOBHI AaHi NMPO MOPPOAOTIYUHI
3MiHW MediHKK. [ToICHEHO edEKT YPCOAE30KCUXOAEBOI
KUCAOTH, SIKa CMpPaBASIE AITOAITUYHY, @aHTUXOAECTATUYHY,
LUMTOMNPOTEKTOPHY, iIMYHOMOAYAKOIOUY, MPOTU3ananbHYy,
AHTUTOKCUUHY, TFiMOXOAECTEPUHEMIUHY AitO, @ TAKOX MO-
AYAKOE anonTo3, CMPUUUHIOE AUPEPEHLIMOBAHNI BNAUB
Ha pereHepadwito renaToumTiB.
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The article presents data on classification, pathogenesis,
clinical picture, diagnosis and differentiated treatment
tactics, as well as practical algorithm for recognizing and
preventing the development of drug-induced liver inju-
ry. Pathogenesis of drug-induced liver injury is analyzed,
mechanisms of drug metabolism are explained, metabo-
lism phases are described. Four main mechanisms of the
pathological effect of drugs on the liver are identified: direct
toxic effect on hepatocytes; toxic effect of drug metabolites;
immunoallergic liver injury; idiosyncrasy. Peculiar attention
is paid to the pathogenesis of drug-induced cholestasis.
Direct hepatotoxic reactions develop according to the cy-
tolytic (hepatocellular, parenchymal), cholestatic or mixed
option. The most commonly diagnosed clinical variant of
drug-induced liver injury is drug-induced hepatitis. Five
forms of hepatitis induced by the use of pharmacological
agents are distinguished: drug-induced hepatitis with an
isolated increase in transaminases (anti-TB drugs, meth-
yldopa, amiodarone, statins); acute hepatitis with jaundice;
pseudo-surgical form of acute hepatitis: abdominal pain,
fever, jaundice, enlarged gall bladder (cytostatics, antide-
pressants, antiarrhythmic drugs); severe forms of acute
hepatitis with liver failure; chronic drug hepatitis. Interna-
tional diagnostic criteria, basic data on morphological liver
changes are presented. Action of ursodeoxycholic acid is
explained. It has a litholytic, anticholestatic, cytoprotective,
immunomodulating, anti-inflammatory, antitoxic, hypocho-
lesterolemic effect, modulates apoptosis, has a differenti-
ated effect on the regeneration of hepatocytes.
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