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1. ONPEAENEHUE N ®AKTOPbBI PUCKA

[enaTOTOKCUYHOCTb — 3TO NMOBPEXAEHME NeYeHM, BbI3BAHHOE YYKepPOAHbIMU BelleCTBaMU
(kceHO6MOTHKaMWM). YaCTHBIM CTy4aeM renaToTOKCUMHOCTY ABAAETCA IEKAPCTBEHHOE NOpPaXeHwe
neuenu (JINM) — nopexAeHue, BbI3BBAHHOE NPUEMOM PELLENTYPHBIX IME0 6e3peLenTypHbIX AeKap-
CTBeHHbIX NpenapaTtoB. KauHnyeckue npoasaenuns /INM MoryT 6b6ITb NpeACcTaBAeHbl Kak OCTPbIM, TaK
1 XPOHUYECKMM NOPaXKEHNEM MeYeHW, a Mo TAXECTU BapblMPOBaTh OT 6&CCMMNTOMHOrO NOBbLIWEHNA
Ne4y&HOUHbIX aMUHOTPaHCpepas 40 pa3BUTUA GYIbMUHAHTHOW NEYEHOYHOW HEAOCTAaTOUHOCTU.
OTANYNTENbHON 0CO6EHHOCTbIO NOAABAAIOWEro 60/1bWNHCTBA NPeNapaTos, MPUMeHAEMbIX
B XMMMOTEPanum OHKONOrMYeCKrx 3aboneBaHnii, ABAACTCA UX UCXOAHAA LUTOTOKCUYHOCTb. ITO
B 3Ha4YUTENbHOW CTeNeHu onpejensaeT renaToTOKCUYECKUIA NOTeHLMan NPOTUBOOMYXONEBbIX
npenapaToB, NPUHMMasn BO BHUMaHMe LIeHTPa/ibHY0 PO/b NeYeHn B Ux MeTabonusme. Mato-
reHeTM4Yeckme MexaHM3Mbl Pa3BUTUA renaToOTOKCMYHOCTM NpeCcTaBaeHbl Ha puc. 1.

1.2. dakTopbl pucka JIMMN
1.2.1. OnpeaenseMbie oOpraHM3MoM

+  [Moxwuno# BospacT;

*  KEHCKWUW non;

+  6epeMeHHOCTb;

*  reHeTMYyecCKas NpejpacrnoOKeHHOCTb;

+  ¢doHoBble 3a601eBaHMA NeYeHY;

*  0CO6EHHOCTU UMMYHHOTO CTaTyCa;

*  conyTCTBYylOLME CUCTEMHbIE 3a601€BaHNA;
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*  KONU4YecTBO NpUHMMae
*  nuwesble GpaKkTopbI.

MbIX NpenapaTos;

| MexaHu3mbl passutua JIMM

v

v

| MpaMble KocseHHble
+ VI3MeHeHMe KPOBOTOKa B MeyeHM,
pa3BuTMe rMNepTOHUM
\i + BeljecTea: CpeACTBa ANAHAPKO3a,
KOKauH, GIOKCUYpPUANH

\ A

\

JAo3o3aBucnmble
« Mpepackasyemsl
* Bo3MOXHO nccnegoBaHue Ha
3KCMEePUMEHTa/IbHbIX MOAENAX
+ MpenapaTbl: NapaueTamon,
unknodocpamug, 6ycynbdaH,
KapMYyCTUH 1 T.4,.

npenapata

B 3KCMepUMeHTe
>95% /inn

NanocuHkpasua
He 3aBucuT oT A03bI NN
XUMUYECKOMN CTPYKTYPbI

TpyAHo BOCpou3BoOAUMa

v

MMMyHo-annepruyeckas

+ MpoTekaeT no Tuny
peakumm runep-
4yBCTBUTE/ILHOCTYU

PucyHok 1. J/lekapcTBeHHO€ NopaXKeHne neyveHn.

1.2.2. Onpepenaembie npenapaTom

+  CyTouyHasa gosa

v

MeTa6onuyeckas
CBAi3aHa ¢ HaKoNeHeM
TOKCUYECKUX MeTaboMTOB
1 PasBUTUEM OKCMAATUBHOTO
cTpecca

MeTaboanyeckuit npodub
Puck B3anmogeicTBus ¢ Apyrumu npenapatamu (oco6eHHO Npu noamnparmMasnm)
JinnocomanbHele npenapathl

KNACCUNDPUKALUNA

Mo KAMHNKO-MOpPPONOrNYeCKON KapTUHe BbiAenaloT caegytowme ¢opmel JMMM:

TenatouenMonspHbie (LUTONUTUYECKMNE) MOPAKEHUSA NeYeHN
XonectaTuyecKre MOpaxeHUs NeYeHn

CMellaHHbIN TUM NopaXeHus

CocyauncTble MopaxeHue nevyeHn

JlekapCcTBEHHO MHAYLMPOBaHHbIN CTeaTo3/cTeaTtorenatuT
[paHyneMaTo3HbIA TUM MOpaXeHna
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3. KIMHNYECKUE NPOABJIEHUNA

lenatouenntonapHaa ¢opma MOpaKeHNA NevyeHN xapakTepusyeTca nosbiweHmnem AT
6onee, 4eM B 2 pa3a OTHOCUTENbHO BepxHel rpaHuLbl HopMbl (BMH). Mpu 3TOM TakKe BO3MOXHO
nosbilweHue Wweno4Hon pocdarassl (L), sastoweiica MapképoM xonecTasa. ns renato-
LeNNONAPHOro NopaxKeHna xapakTepHo cooTHoweHne AIT/LL® = 5.

XonectaTuyeckme nopaxeHnsa XxapakTepu3ylTCA KaHalblLeBbiM, MapeHXMMaTO3HO-
KaHa/bLeBbiM M BHYyTPUNPOTOKOBLIM X01eCTa3oM. [1py 3TOM 0TMeYaeTCA NOBbIlWEeHNEe yPOBHA
L® B 2 n 6onee pas, cooTHoweHune AJIT/WS < 2.

Mpu cMewaHHom popme JIMNM kak AJIT, Tak 1 LLL® nosbiweHsbl 60nee, 4eM B 4Ba pasa, npu-
4éM cooTHoweHune AIT/LL® HaxoauTcs B AnanasoHe oT 2 4o 5 (Taba. 1).

Ta6nuqa 1. BapMaHTbI NapeHXUMaTO3HOro nopakeHna nevyeHu.

Tun nospexaeHns Buoxumnyeckune nokasarenu

[enaTouenntonApHbIn ANT > 2N nam cooTHoweHne AT/ =5
XonecraTnyeckui L® > 2N nam cootHoweHne ANT/LLD <2
CMeLuaHHbIN ANT > 2N un LD > 2N; cootHoweHune ANT/LWL® ot 2-5

JNlekapcTBeHHble B3aMMOAENCTBMA — YacTan NPUYMHa Pa3BUTUA HeXeNaTeNbHbIX ABEHUN
M TenaToTOKCMYHOCTU. NaLMeHTbl C OHKOIOrMYeCKMMM 3a601eBaHNAMM MOMKUMO NMPOTUBOONY-
X0/1eBOI Tepanum NoNy4atoT pAj JeKapCTBEHHbIX NpenapaToB, HanpaB/eHHbIX Ha KOPPeKLUio
OCNOXHEHWUI XMMMOTEPANUU 1 Ie4eHne ConyTCTByowWwmX 3a6onesaHunin (o6esbonmsatoime,
MPOTUBOPBOTHbIE, MPOTUBOCYAOPOXKHBIE U T.4.), 4TO MOBbILIAET PUCK 1I€KAPCTBEHHbIX B3aUMO-
AEeNCTBUN.

Hanbonee BaxeH GpapMaKOKMHETUYECKUI TUM B3aNMOAeNCTBUA — KOrAa OAWNH NpenapaT
BAMUAET Ha abcopbuuio, pacnpejesieHne, MeTaboNU3M UAN SKCKpPeLUIo APYroro npenapara.
MocKoNbKY 6ONbWMNHCTBO NE€KapCTBEHHbIX NpenapaToB MeTaboNn3UPYIOTCA NPU y4acTum
cucTeMsl uMToxpoMoB P450, a onpeaenéHHble 1eKapCTBEHHbIE BelWeCTBa MOTYT 6bITb UHAYK-
TOpamMu nan I/IHI'I/I6I/ITOPbI LNTOXpPOMOB ,anHOIZ CUCTEMbI, PUCK PAa3BUTUA HEXeNaTeIbHbIX
ABJIEHWNIA BO3pacTaer.

B Tabn. 2 npuBeaeHbl MHAYKTOPbLI 1 610KaTOpbl U3odpepmeHToB CYP450, a Takxe cyb-
CTpaTbl U3 YMC/la OCHOBHbIX MPOTMBOONYXOAEBbIX NpenapaToB. KpoMe Toro, Anf oueHKn
NOTeHLMaNbHOro B3aMMOAENCTBNA IeKapCTBEHHbIX MpenapaToB, MOTYT BbITb UCMO/Nb30BaHbI
3/1@KTPOHHbIE PeCypChl.

Ta6nuua 2. OcHOBHble 610KaTOPbl U UHAYKTOPBI M30dpepMeHTOB CYP450.

Cy6cTpathbl WHrméutopsi NHayKTOpPbI
CYP1A2
5-¢pTopypauun AMnoaapoH Pudamnmuymu
[lakap6a3suH AMUTPUNTUANH MaHTonpason
3/I0KAYECTBEHHBIE ONYXO/IN oM/ vol. 12 Ne3s2 + 2022 MALIGNANT TUMOURS
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Cy6cTpathi UHrubutops! MnaykTopbl
OkcanunnatuH AmnoannuH

MbecapTaH
Kap6amasenuH
KnaputpomMuumH
Knomuden
KoTpumokcason
Owmenpason
OHpaceTpoH
dnysacTaTuH
LinnpodrokcaunH
CYP2B6
Ndochamung AmnoaunuH Bepanamun
Linknodocdamug (MHAYKTOp) Jlokcopy6uLmMH ATopBacTaTuH
MTpakoHason ®nysacTaTuH
KeTokoHazon Hudeannuu
Knonuaorpen MeTtamuson
KnoTtprmokcason Knopubpat
MapokceTuH JeKkcameTasoH
CepTpanuH HunotnHmné
CopadeHun6 deHobapbuTan
TamokcndeH deHnTonH
TuknoneanH Pudamnumuymn
Uncnnatux CynbduHnmpasoH
KapbamasenuH
CYP3A
Lintapabun Unmetnant KapbamasenuH
Bycynbdan KnaputpoMuumH SdasupeHL,
Ndocdammng [Anntnasem ®deHobapbutan
JloKcopy6uLmH (MHrM6UTOp) SpUTPOMULIH DeHnToNH
MaknuTakcen dnykoHason MuorauTasoH
JoueTtakcen KeTokoHason Pudamnmuymn
BuHKpuCTUH PutoHasmp
TonoTekaH (MHrMéuTop) Bepanamun
VipuHoTekaH
3Tonosuna
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Cy6cTpathi

WHrubutopsl

MHayKTOpbI

SpAoOTUHNG

FedpUTMHNG

CopadeHun6

Ma3onaHn6

CYP2C9

KaneuuTtabuH (MHrnéuTop)

AMMOAapOH

Pudamnuumn

Lincnnatut (MHrméutop)

AmnoannuH

Kap6amasenuH

ATopBacTaTuH

Lvknodochamna

BapdapuH

[JlekcameTazoH

BancaptaH

®eHobapbuTan

[imasenam

[AunknodpeHak

MbynpodpeH

M3oHunasmna

KeTokoHazon

NaHconpason

MeTpoHunaanos

Hudeannuu

Owmenpason

MaHTonpason

PosysacTaTuH

TamokcndeH

TuknonuauH

TpumeTonpum

®nysacTaTuH

dnykoHason

Lnknocnopux

CYP2E1

[lakap6a3suH

AMUTPUNTENNH

Knopubpat

OkcanmnnaTuH

XnopnpomasuH

Konxuuux

LinmetnanH

®deHobapbutan

KnomudeH

Pudamnmuymn

KnoHasenam

KnoTpumokcason

[nasenam
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Cy6cTpathl UHrubutops! MnaykTopbl

[AunknopeHak

STaHon

STOpUKOKCME

M3oHunasma

MTpakoHason

Mwugazonam

HukoTuHaMung

Hudeannun

Mponogon

Cungenadun

TuknonnanH

YAXK

CnekTp KAMHMYecKnx npoasaeHuin JIMM BapbupyeT oT 6€CCMMNTOMHOrMO MOBbIWEHUA
ne4y€HOoYHbIX aMMHOTpaHCchepas 40 Pa3BUTUA KEATYXU, XONecTasa, 06CTPYKL UM CUHYCONA0B,
nporpeccupoBanua ¢pubposa n pa3BUTUA GYJIMUHAHTHOM NeYEHOUYHON HEA0CTaTOHHOCTHU.
TwaTtenbHbI aHann3 Bcex GakTOPOB PUCKA, KOHTPOb COMYTCTBYIOWMX 3ab0NeBaHNIA, NOA-
60op onTUManbHOM Tepanuun NO3BOAAET CHU3UTb BEPOATHOCTb BO3HMKHOBeHMA JIMM. OgHako
B 60/bWIMHCTBE Ccny4aeB noBpexaeHue ne4YyeHU NnpoTeKaeT No MeXaHM3IMy UANOCUHKpa3un,
4TO B 3HAYUTENbLHOW CTENEeHN 3aTPYAHACT OLLeHKY PUCKa ero pasBuTuA.

Mpv cocyanCTbIX NOpPaXKeHMAX B NaTONOTMYeCKUA NpoLecc MOryT BOB/eKaTbCA BETBM
BOPOTHOW BEHbl, Ne4EHOYHO apTepum, Ne4EHOYHOW BeHbI, LLEHTPa/IbHbIX BEH U CUHYCOU/0B.
MexaHU3M VX pa3BUTUA A0 KOHLA He n3BecTeH. [py cuHApoMe 06CTPYKLMUN CUHYCONAO0B
(COC) oTMeyvaeTCsA NOBPEKAEHUE IHAOTENNANBbHBIX KIETOK, YTO, B CBOIO O4EPEAb, MPUBOANT
K UCTOHYEHUIO MHTUMBI U BbIXOAY 3PUTPOLMTOB B NPOCTPaHCTBO Jlnucce. Arperaymna sHg0-
Te/INaNbHbIX KNETOK M 3pUTPOLUTOB B CUHYCOMAAX CO3/aéT NpenATCTBME BEHO3HOMY OTTOKY,
NPUBOAA K CTa3y KPOBM U pacliMpeHunto cuHyconaos. Pasesneaetca ¢nbpos n obantepauua
LLeHTPa/IbHbIX BEH, YTO MOXET NPUBOANTb K LLeHTPUA06YNAPHOMY HEKPO3y renaTounTos. KAUHK-
yeckune npoasaeHna COC xapaKTepu3ytoTCA 6bICTPbIM yBeIMHEHMEM Pa3MEpOB 1 MOBbIWEHNEM
NNOTHOCTU NeYeHun, HapacTaHneM acluTa. B 6noxnMnyeckom aHanmse kKposu npeobnagaet
noBbllWeHe Mapképos xonecTasa (LLd, ITT). COC Hanbonee 4acTo HabNOAAETCA Y NALUEHTOB
Ha 3Tane NOAroTOBKMW K TPaHCNAaHTaLUKN KOCTHOro Mo3ra. PakTopaMu pucKa BbICTynaT
BbICOKME A03bl 06N1y4YeHNs, a TakKe bycynbdaH, untapabuH, uuknopochaMua, KapMyCcTuH,
MWTOMULWH, 6-MepKanToMypuH, a3aTUONPUH, AakapbasnH 1 OKCanuNAaTuH.

JlekapCTBEHHO-UHAYLMPOBAHHBIN CTeaTo3 MOPGONOrMYeCKM MOXKET 6bITh NpejcTaBaeH
KaK KPYMHOKane/ibHOW, TaK 1 Me/JIKOKaneabHON XUPOBOW MHPUAbTPaLMEA renaToLMTOB.
MopaxeHne pa3BMBaeTCA B pe3ynbTaTe HapyLWeEHUA OKUCAUTENbHOTO pochopuanpoBaHus
B MUTOXOHAPMAX. KAMHUYeCKN cTeaTo3 npoTeKaeT 6@CCMMNTOMHO M MOXeT 6biTb BblIABAEH
CNOMOLbIO Ny4eBbIX METOAOB ANarHoCTUKN. [IpucoeanHeHe BOCNannTeNbHOW peakunm BegéTt

3/IOKAYECTBEHHbBIE ONYXO0/N ToM/vol. 12 Ne3s2 « 2022 MALIGNANT TUMOURS
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K leKapCTBEHHOMHAYLMPOBAHHOMY CTeaTorenaTUTy; OH XapakTepu3yeTca NOBbIlEHEM YPOBHA
ne4y&HOYHbIX aMUHOTpaHCcdepas v MOXeT NPUBOANTL K pa3BuUTUO nbpo3a v LMppo3a neveHu.

BaxHbIM acneKToM CHMXeHua pucka pa3suTua JIMMN asnaetca obcnefoBanme naymeHTa
C L,e/1bI0 UCK/II0YEHUA CYLLeCTBYOWEN NaTo0r MM NeYeHn A0 Ha3HauYeHUs NPOTUBOOMNYX0/1€BOM
XvMuoTepanuu. MNpw BbiABAEHUN GOHOBOTO 3ab60NeBaHUA NeYeHN HeOBXOANMO ONpeAenTb
€ro 3HayeHue 417 KU3HEHHOro NPOrHo3a 60/1bHOr0, BO3MOXHOCTb NPOBEAEHNA NPOTUBO-
OnyxoneBoW XxMMmMoTepanuun. HapyweHue GyHKLUN NeveHn BaAMALT Ha GapMaKOKUHETUKY
1 papMaKoAMHAMUKY MHOTMX XMMUOMpPenapaToB. YMeHblleHNe Ne4éHo4HOro KpOBOTOKa
nobuero KonnyectTsa GyHKLMOHMPYIOLWMX renaToOLMTOB CHMKAET KAMPeHC NpenapaTa, a Hus3-
KW ypoBeHb anbbyMuHa U3MeHsAeT 06bEM pacnpe/seeHns IeKapCTBEHHOT O BellecTBa.

4. AMATHOCTUKA

+ C6opxanob n aHaMHe3a

+  BpayebHbiil ocMOTP

+  JlabopaTopHas AMArHOCTMKA (KAMHUYECKUI U BUOXUMUYECKUIA (+ anb6yMUH, 31eKTPO-
NNTbI) @aHanu3bl Kposu, ADTT, koaryaorpamma (MHO, MW), 06wuit aHanus Moun

+  /lnarHocTuKa BUPYCHbIX renaTuTos
- OnpegeneHue NOBepXHOCTHOrO aHTUreHa K renatuty B (HBsAg)
- Ecnam HBsAg+: HBeAg, HBeAb v konunyectsernHoe onpegenerne [JHK HBV, HDVADb
- OnpeaeneHune aHTUTE/ K A4epHOMY aHTureny renatuta B (HBc Ab) 1gG
- Onpegenenve aHtuten Kk renatuty C (HCV), eCav NO3UTUBHBIE: ONPeAeNeHNe KONU-

yectea PHK B nnasMme, onpejeneHune reHoTMna v KOHCyabTauma renatonora

+  OueHKa GpyHKLMOHALHOTO cTaTyca neyeHu no knaccudmrauymm Child-Pugh (CP) gns cnyyaes
M3BeCTHOro $poHOBOrO LMppo3a nevyeHun. Kax bl NPU3HaK B 3aBUCMMOCTM OT BbIPaXeH-
HOCTM oueHmBaeTcs B 6annax ot 140 3 (Taba. 3). Cymma 6annos 5-6, 7-9 1 10-15 knac-
cnpunumpytotca kak CP knacca A, B u C cooTBeTCTBEHHO

* Y3/ opraHoB 6pIOWHON NONOCTU U 3a6PIOWMHHOIO MPOCTPAHCTBA.

Tabauua 3. bannbHaa cuctema Child-Pugh npu uuppose nevenn.

XapakTepuctuka 16ann 2 6anna 3 6anna

SHuedanonatvs (creneHs) Her I-Il creneHsb (Mau 111V cTeneHb (Mau
KOMMeHcupyeTcs pedpakTepHan)
Me/MKaMeHTO3HO)

Acunt Her «HE3HAYUTENbHBIN» «yMEepeHHbIN»

AnbbymuH nnasmsl (r/an) >3,5 2,8-3,5 <28

MpoTpomM61HOBOE BpeMms, +1-4 cex +4-6 cek > +6 CekK.

yBennyeHme, cek. (N =12-14 cek.)

wam MHO <17 1,7-2,3 >2,3

O6wuit 6unnpyduH 1-2 mr/an (naun 2-3 mMr/an (nam >3 mr/an (Mam

<34,2Mkmonb/n) | 34,2-51,3 MKkMONb/N) > 51,3 MKMOAIb/n)

3/IOKAYECTBEHHbBIE ONYXOAN
Poccuiickoe 0614ecTBO KIMHUYECKON OHKOIOT MM

Tom/vol. 12 Ne3s2 - 2022

MALIGNANT TUMOURS

Russian Society of Clinical Oncology



Bepcun 2022 FENATOTOKCMYHOCTL /]

Ansa gnarnocTukn JIMNM y 60abHBIX C OHOBOW NATONOMMEN MeYEHU C MOMEHTa Ha3HavYeHus
NPOTUBOOMNYXO0/EBOW XMMMOTEPanMn HeobXoAMMO NpoBeeHne MOHUTOPUHIa B1uoxmMunye-
CKUX MoKasaTtenei kposu (061Kt 6uanpy6uH, anbbymur, AT, ACT, LL®) 1 pas B 7-14 gHeil.
[ANA yTOYHEHWA AMArHO3a MOTyT UCMONb30BATLCA IyH4EBble METOAbI ANATHOCTUKM (Hanpumep,
AR BbIAB/IGHWNA COCYANCTOrO NOPaXKeHUs, pa3BuTHs 6uanapHoii natosorum). Mpu Heo6XoANMOCTH
BO3MOXHa NYHKLMOHHaA 6uoncua n Mop$ponornyeckoe ccaesoBaHye NapeHXMMbl NeveHu.

HeobxoAnM TulaTeNbHbLIA aHaAU3 NpUHMMaeMblX NaLMeHTOM NpenapaTos C y4&ToM
A03UPOBKN U ANNTENLHOCTU NpuéMa. M3MeHeHNA BMOXMMUYECKUX NOKa3aTeseil BCKOpe
noc/e HasHayeHWA npenapaTa u nocaeAytouas HOpMaan3aLma Nocae ero oTMeHbl CBuge-
Te/IbCTBYIOT B MO/Ib3Y /1eKapPCTBEHHOM renaTOTOKCMYHOCTU. TeM He MeHee, B 60/IbIIMHCTBE
cnyyaeB guarnoctuka JIMNM 6biBaeT 3aTPYAHUTENbHON, 0COBEHHO Y NaLMEHTOB C yXKe 1Meto-
wmMca 3aboneBaHNEM NeyeHn, a TakKe y 601bHbIX, NOYHalOWNX OJHOBPEMEHHO HECKONbKO
npenapaTos. [lOMUMO 3TOro He06XOANMO OLLeHNBaTL PO/Ib OMYXO/NEBOrO MOPAXKEHNA NeYeH U,
a TaK)Xe BO3MOXHOe pa3BMTUe NapaHeonacTUYeCcKoro CMHAPOMa. [INA OLeHKM BEPOATHOCTH
JINM MoxeT npuMeHaTbCA Wwkana CIOMS/RUCAM (Councils for International Organizations of
Medical Sciences/Roussel Uclaf Causality Assessment Method), oueHuatowas ¢pakTopbl pucka,
TOKCMYeCKWI NoTeHLMan npenapara, Haan4ve CONyTCTBYOWEN Tepanui 1 TeyeHne 3abone-
BaHMA, a TaKXKe BPEMEHHYI0 CBA3b MeX Yy Np1EMOM npenaparta C pa3sBUTUEM KAUHUYECKNX
npossaennin (http://www.pmidcalc.org/?sid =8229110&newtest =Y).

JNA OLeHKN TAXKECTN renaToTOKCMYHOCTM TaKXe MCNo/ib3ytoTcA KpuTepun HaynoHans-
HOro MHCTUTYTa u3yueHun paka (National Cancer Institute, NCI), (Ta6a. 4). M301uposaHHoe
noBblleHNe NeY&HOUYHbIX PepPMEeHTOB He BCerga CBUAETeNbCTBYET O Pa3BUTUN OPraHHOW HeAo-
CTaTOYHOCTW, B CBA3M C YeM HeO6XOAMMO NpOBe/eHMe BCECTOPOHHE OLLeHKM noKasaTeseil.

Ta6auua 4. Kpytepun TAXKeCTn renaToToKCMYHOCTU HauroHanbHoro HCTMTyTa paka CLUA.

CTeneHb renaToTOKCUYHOCTU

MapameTp | 1} n v

LLlenoyHas dpocdatasa (LLID) <2,5BrH 2,5-5BrH >5-20 BIH >20 BrH

O61wmit 6UAnpy6uH <15BMH 1,5-3 BIH 3-10Br'H >10BlH

[aMMa-rayTaMmaTpaHcnenTu- <2,5BMH 2,5-5BrH 5-20 BMH >20BrH

aasa (ITT)

ACT <2,5BMH 2,5-5BrH 5-20 BMH >20BrH

ANT <2,5BMH 2,5-5BMH 5-20 BMH >20BMH

[MeyéHoYHaA HeOCTAaTOYHOCTb Het Het AcTepukcmnc Taxénan aHuedpano-
(nopxatowmit naTus, Koma
Tpemop)

MopTanbHbIi KPOBOTOK Hopma CHuxeH PeTporpasHbiii CocTosHue, Tpebytollee
KPOBOTOK, IKCTPEHHOrO onepaTyBe-
BPBM/acumnt HOro BMelaTenbCcTea

BIH — BepxHas epaHuya HOpMbI, BPB[1— Bapuko3Hoe pacuiupeHue BeH nuwjesoda/xenyoka.
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Ansaouerkn TsxkecTn INM n nporHosa 3a60/1eBaHNA TaKKe MOTYT MCMO/Ib30BATHCA KPU-
TEPUMN TAKECTM renaToOTOKCUYHOCTM FPYNMbl MO U3YYEHUIO 1IeKaPCTBEHHO-NHAYLMPOBAHHbIX
nopaxeHuit nevyeHn HaynoHansHoro nHcTuTyTa 3g0poebs (NIH DILI network), ocHoBaHHble
Ha aHanu3e nokasatenen AT, WO, obwero 6uanpybura n MHO.

B Tabs. 5 npeAcTaBaeHbl Hanbonee pacnpocTpaHéHHble BapuaHTbl JIMM, HabalogaeMble
npv NPOBEAEHUN MPOTUBOOMYXO/€BON XMMMUOTEpPanum.

Tabauuya 5. YactoTa passutus JIMNMM Ha poHe UCMO/Ib30BaHMA OCHOBHBIX XMMUONpenapaToB.

Knacc npenapatos

MNpenapat

YacroTa pa3BUTUA renaTOTOKCUYHOCTU

AHTVMeTaboNNTbI 5-dTopypaumn Mosbiwenne ACT/ANT 8 70% cnyyaes
KaneyuTabuH ACT/ANT >5 BI'HB < 1% cnyyaes
YMepeHHOe noBblleHne 6uanpybuHa > 40%
leMunTabUH Mosbiwenne ACT/ANT B 30-70% cnyyaes A/IT >5 BIH B 5-12%
cny4aes
lMoB.bilweHne 6unpybuHa, LG — pegko
MeToTpekcar MosbiweHne ACT/ANT B 15-50% cnyyaes
MeMeTpekces Mosbiwenne ACT/ANT B 30-60% cnyqaes NosbiweHne
6unnpybuna, LLI® — peako
Ankununpyioume Lnknodpocdammna, MosbiweHne ACT/ANT 8 70% cny4aes
arene! Ndochammng YMepeHHoe nosbiwenne ACT/ANT
OkcanunnatuH YmepenHoe nosbiweHne ACT/ANT
LincnnatuH He6obluoe nosbiweHne ACT/ANT
Kap6onnatuH MosbiweHne ACT/ANT 8 30% cnyyaes
[Jlakap6asuH YMepeHrHoe nosbiwenne ACT/ANT
MpoTtusoonyxone- Jlokcopy6uumH MosbiweHne ACT/ANT B 40% cny4yaes

Bble aHTUBMOTUKM

1 3nnpy6uLMH

BaeomuymH MosbiweHne ACT/ANT ot 10% Ao 30% cnyyaes
Mpenapatl, BuHKkaankanongpl MosbiweHne ACT/ANT o1 5% ao 10% cnyyaes
BosAevcTBYIOWME TpabekTeanH Mo.biweHne ACT/ANT B 40% cnyyaes
Ha TY6y/IMH
Maknuntakcen MNosbiwerne ACT/ANT oT 7% po 26% cnyyaes
JoueTtakcen YMepeHHoe nosbilweHne ACT/ANT
MHrMéutopbl VpuHoTekaH MosebiweHne ACT/ANT >15% cnyyaes B KOMOUHALMM C APYrUMU
TONoM30oMepasbl npenapatamm
BeipaxeHHoe nosbiwenne ACT/ANT oT 1% o 4% cnyyaes
TonotekaH Mosbiwenne ACT/ANT >15% cnyyaes
BoipaxeHHoe nosbienne ACT/ANT oT 1% fo 4% cnyyaes
Stonosung, MosbiweHne ACT/ANT oT 5% a0 100% cnyyaes B KOM6MHALMM

C ApYrvMU npenapaTamMu
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Knacc npenapatos | MNpenapat YacroTa pa3BuTUA renaTOTOKCMYHOCTM

MOHOKNOHaNbHbIE Mnunnmymab, OnucaHbl oTgenbHble cayyvan passutua MM -V ctenenn

aHTUTeNa HMBO/YMab, TAXECTW, BNNOTb 0 GY/IMUHAHTHO NeYEHOYHOM HeA0CTaTOoN-
neméponnsymab HOCTK
Bepauusymab BO3MOXHOCTb NPOTEKTMBHOrO 3pdeKTa

(MynbTH) SpAOTUHME YMepeHHoe nosbiweHne ACT/ANT

KMHa3Hble Mosbiwenne ACT/ANT >5 BIH B >10% cnyyaes

UHMUBUTOPBI

P repuTUHNG MosbiweHne ACT/ANT ot 9 Ao 13% cnyyaes

MosbiweHne ACT/ANT >5 BIH B 2-4% cnyyaes

NanatnHné Mosbiwenne ACT/ANT ot 5% a0 15% cnyyaes
Mosbiwenne ACT/ANT > 5 pa3 — peako

CopadeHun6 YMepeHHoe nossiwervie ACT/ANT
Mo.biweHne ACT/ANT >5 BIH 1-3% cnyyaes

Ma3onann6 Mo.biweHne ACT/ANT B >50% cnyyaes

MosbiweHne ACT/ANT >5 BI'H B > 8% cnyyaes

YBennyeHue yposHs obuero 6uanpybuHa B 30% cnyyaes
KoMbuHaumsa yBennyeHus ypoBHs o. buanpybuHa n AT 8 1-2%
cnyyaes

CyHUTUHNE MosbiweHne ACT/ANT B > 40% cnyyaes

Mo.biweHne ACT/ANT >5 BIH B > 2-3% cnyyaes

Peako — runepamMMoHMEMUA 1 pa3BrTME NEYEHOYHON 3HLe-
danonatum

Peropagern6 Mosbiwerne ACT/ANT B 39-45% cnyqaes

MosbiweHne ACT/ANT >5 BI'H B 3-6% cny4aes

Peako — runepamMMoHmeMmns 1 passrTie NeYEHOYHON 3HLe-
danonatum

BemypadeHun6 MNosebiweHne ACT/ANT B 30% cnydaes
MosbiweHne ACT/ANT >5 BI'H B 3% ciyyaes

[opMOHanbHble TamokcueH Pa3BWTMe HeasKoro/bHOW 1poBoii 6one3HM neveHn B 40%
npenaparsl cny4aes K 1rogy npuMeHeHus

AbunpaTtepoH OnucaHbl oTAenbHble cayyan passutua MMM -1V crenexn
TAKECTU

BrH —BepxHAa epaHuya HOpMbl

5. IEMEHUE

JleyeHvie NPOBOANTCA B COOTBETCTBUM C A€MCTBYIOWMUMUN HAaLLMOHANbHBIMU PEKOMeH/a-
LMAMMN 1 AO/IKHA YHUTBIBATb OHKONIOT MYECKUiA CTaTyc nauneHTa. MoxeT notpe6oBaThCA KOp-
peKLMA A03bl NPOTUBOOMYXONEBOrO XMMMONpenapaTa C HU3KNM TepaneBTUYECKUM NHAEKCOM
n/vnun ecaun npenapat Metabonusupyetca npu ydactum CYP3A4/5, akTUBHOCTbL KOTOPOro
CHMXaeTCcA NpU XpPOHNYECKUX 3a601€BaHMAX NEYEHMN.

Haunbonee cnoxHol npobaemMoit ABNAETCA BO3MOXHOCTb MPOTMBOOMYX0/1€BOM0 eYeHUA
npu HapylWweHun 6e1KoBO-CUHTETUYeCcKoM (ypoBeHb MHO > 1,2, anb6yMuH < 30 r/na, Heony-
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XONeBbI pedPAKTEPHBIN ACLUT) U AETOKCUKALMOHHOW (06wWwmit 6unnpy6uH > 51,3 MKMob/ /1)
byHKUMIA neveHn. NPy HAANYUN UCXOAHON NEYEHOYHOI HEJOCTAaTOYHOCTH Ha3HaYeH e
onpeAenéHHbIX XMMUOTEPANeBTUHECKUX areHTOB MOXET NoTpe6oBaTb KOPPEKLMIO UX 403l
(NpvMepbl KOPPEKLMM A03bl NpenapaTos NpeACTaBAeHbl B Tabn. 7).

5.1. JleyeHMe renaTOTOKCUYHOCTM Y NALMEHTOB, MNOJyYaroLnx
NpPOTUBOOMNYXO/IEBYIO Tepanuio

[MoCKo/IbKY renaToTOKCMYHOCTb Ha pOHe MPOTUBOOMYXONE€BOW Tepanun Yalie BCero
obycnoBieHa MANOCUHKPaA3Mei, BOSMOXHOCTU 1IeKapCTBEHHOI KOPPeKLUN U/ UK neveHns
JINM BecbMa orpaHMyeHHbl. B 60NbWMHCTBE KANMHUYECKUX CUTYaLUA KOPPEKLMA U NeYeHne
NeKapCTBEHHOWMHAYLMPOBAHHOM renaToTOKCUYHOCTY HEBO3MOXHbI 6€3 peyKLum 03 NpOTUBO-
OnyXoaeBbIX XMMMonpenapaTos. Al‘lﬂ 60/blINHCTBA XUMUOTEpaneBTUHECKNX CXEM BblpaGOTaHbl
KOHKPeTHble peKOMeHAaL MM MO U3MEHEHUIO J03UPOBKMN, OCHOBbLIBAACH Ha CTEMEHUN TAXECTH
NeKapCTBEHHOro nopaxeHusa nevenu (Taba. 7). O6uwme peKOMeHAaLUM NO BEAEHWIO NaLUEHTOB
C pa3BUTMEM leKapCTBEHHO-UHAYLMPOBaHHOIO NOpPaXeHna nevyeHn Ha GoHe NPOBOANMON
XMMUoTepanumn 6a3nMpytoTca Ha KPUTEPUAX TAXKECTU renaToTOKCUMYHOCTU HaunoHanbHoOro
MHCTUTYTa paka CLUA (Ta6a. 4). Mpy n3MeHeHUM BUOXMMUYECKIX NTOKa3aTesIel, COOTBETCTBYHO-
wmnx 1 cTeneHun renaToToOKCUYHOCTUN, BO3SMOXKHO NPOAO/IXKNTL NpOBeAEHNE XUMUOTEpPanumn
C TIWaTeNbHbIM MOHUTOPUHIOM 1a6OpaTOPHLIX MOKa3aTenel naymeHTa (oueHKa 6uoxmmmye-
CKMX NoKasaTenel, PyHKLUMOHANbHbBIX NEYEHOUHBIX TeCTOB) 1-2 pasa B Hegento. Y 60/bHbIX
C 1eKapCTBEHHbIM NOpaXKeHneM NeyeHn 2 cTeneHn Heob6xo4MMO pacCMOTPETb BO3MOXHOCTb
yMeHblUeHWsA 403bl MW BPEMEHHOTO NpeKpalleHns npuéma xmMunpenapara. Takxe Tpeby-
eTCA NpoBeAeHNe OLeHKN AMHAMUKM BMOXMMUYECKUX NOKa3aTenel KpoBM c yactoTon 1 pas
B 3-4 fHA. Pa3BUTHeE renaToTOKCUYHOCTU 3-4 CTeNeHU ANKTYeT HeOBX0AMMOCTb BpeMeHHOM
VAW NONIHOM OTMEHbl XMMMUONpenapaTta, NpoBejeHne oL eHKN BUOXMMMYEeCKUX NoKasaTeneln
KkpoBu 1pa3 B2 AHA ANs obecneyeHNA CBOeBPEMEHHOW 4MarHOCTUKMN Pa3BUTUA PYNbMUHAHT-
HOM NeYEHOYHOM HeJOCTAaTOYHOCTH.

Ta6auya 7. Koppekuus 403 NPOTUBOOMYXO0/IEBbIX XMMUOMpPernapaToB.

O6wwuit AMUHOTpaHC- LllenoyHas CHW>XeHue A03bl
MNpenapat 6unnpy6un, Mr/an | depassl docparasa | oT ucxogHoii (%)
LinTapabun - Jo6ble - 50
Lnknodpocdpamug 3,1-5,0 >3 BrH - 75

>5,0 0
JaKkTUHOMULMH - No6ble - 50
Jlokcopy6uLmMH >3 BMH - 75

1,2-3,0 >3 BIrH 50

3-5,0 25

>5,0 0
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O6wuin AMUHOTpaHC- LllenoyHas CHWXeHue A03bl
Mpenapat 6nnnpy6uH, mr/an | depassl docparasa | oT ucxoaHoii (%)
JlayHopy6uLmnH 1,2-3,0 - - 75
3-5,0 50
>50 0
5-¢pTopypauun >5,0 - - 0
STono3ug, 1,5-3,0 ACT >3xBrH - 50
leMunTabuH >1,6 - - HaunHatb
¢ 800 mr/m?
Nochammng >3,0 - - 25
VpuHoTekaH 1,5-3,0 - - 75
MeToTpekcat 3,1-5,0 >3 BIrH - 75
>5,0 0
Maknutakcen <15 B 2 pasa >BI'H - 75
1,6-3,0 40
>3,0 25
JoueTtakcen - >1,5BMH - 100
1,6-6 BI'H 75
>6BIH Ha ycmoTpenue
Nevalero Bpaya
Mpokap6asuH >1,6-6 BMH - 75
>6BMH Ha ycmoTperue
Nevallero Bpaya
BuHKpUCTUH 1,5-3,0 >2-3 BMH MosblweHa 50
BunbnactuH >3,1 >3 BrH - 0
BuHopenbun 2,1-3,0 - - 50
>3,0 25
CopageHunb <1,5BMH ACT >BlH 400 Mr 2 pa3a
B CYTKM
1,5-3 BIH Jo6oit 200 mr 2 pasa
yposeHb ACT B CYTKM
CopacdeHu6 npu anbbymuHe Jio6oit ypoBeHb Jo6oit 200 Mr B CyTKM
<2,5r/an YypoBeHb
BopTesomun6 >1,5BMH 0,7 Mr/m?

BI'H — BepxHss epaHuya HOpMbl.

Ha cerogHAWHNIA feHb cpean NpenapaTos, UCMO/b3yeMblx ANA kKoppekuum /MM, HaubonbLuein
/loKasaTenbHoW 6a3oi o6n1agaeT S-a4eHO3UNIMETUOHMH (SAMe, AdoMet) — MeTabonmyecku
nieoTponHas MosieKy/aa, KOTOpas y4acTBYeT BO MHOXeCTBe BMOXMMUYECKMX NPOLECCOoB
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B K/NeTKe, BbICTyNasA B Ka4eCTBe AOHOPA METUAbHOM rPynMbl B peakLuMaX MeTUANPOBaHNA
HYKNEUHOBbIX KNCAOT, $ochONMNNA0B, TMCTOHOB, GUOreHHbIX aMUHOB U NpoTenHoB. KpoMe
TOro, S-aZleHO3U/IMeTUOHUH ABAAETCA Npe/leCcTBEHHUKOM Iy TaTMOHa — OCHOBHOTO aHTU-
OKCMAaHTa B rematouunTe.

OCHOBBIBAACh Ha JOCTYMHOM KIMHNYECKOM OMbITe, Ha3HaYeHne S-aleHO3NN-MeTUOHNHA
B Ao3e 800 Mr B CyTKu napeHTepasbHO B Te4yeHne 2 HejeNlb, C NOCAeAYIOWMM NepexoAoM
Ha nepopasibHbIN NpUEM B 03e 800-1600 Mr B CyTKM NOKa3ano Hanbosbwyto 3pPeKTUBHOCTb
B nevennmn JIMNM, MHAYUMPOBAHHOM NPOTMBOONYX0AEeBbIMM NpenapaTtamu. Obuwas AnnTensb-
HOCTb Tepanuu 3aBUCUT OT ANHAMUKN BUOXMMUYECKMX NMOKa3aTeNelh U MOXeT COCTaBAATb
ot 3 o 6 Mecaues. 3PpPeKTUBHOCTbL Tepanuu S-aieHO3UNIMETUOHNHOM He06X0/AMMO OLLeHNBaTb
MO CTENEeHWN CHUKEHMNA YPOBHA Me4€HOYHbIX aMUHOTPaHCpepas.

Mpu xonecTaTM4eckoM/CMellaHHOM BapuaHTe NopaXeHNA NevyeHn BO3MOXKHO COBMECTHOe
HasHayeHune S-ajeHO3U/IMETUOHMHA C NpenapaTaMu ypcoae3oKcmxonesoi kucaotol (YAXK)
B f03e 15-20 Mr/Kr Maccbl Tena B 2-3 npuéma A0 paspelleHns xosecTasa.

MpenapaT 6uymknon, obnagatoWnil BbipaXKeHHbIM MPOTUBOBOCMAANTENbHBIM M aHTHaMNo-
NTOTUYECKUM AeNCTBUEM, JeMOHCTPUPYET BbICOKYI0 3P GEKTUBHOCTL B 1€YEHMM NaLNEHTOB
C NeKapCTBEHHbIM NOPaXeHNeM NeYeHu, acCoLMMPOBaHHbIM C NoANXMMMOTepanuei. lNpenapat
Ha3HayaeTCA MepopanbHO B f03e 25-50 Mr 3 pa3a B CyTKKU. PekoMeHgyeMan ANNTENbHOCTb
NpUMeHeHNs cocTaBaAeT 3 MecALa, NPU HeO6XOANMOCTH, KypC NpMéma MoXeT 6bITb NPOANEH
f0 6 MecALeB.

AnaNpoPUNAKTUKM U KOPPEKL MM renaToTOKCMYeCKUX PeaKLinil peKOMeHAyeTCA Ha3HaYeHKe
npenapara vHO3MH + MEr/IIOMIUH + METUOHWH + HUKOTUHAMWZ + sHTapHas kucaota (Pemakcon)
B 403e 400-800 MA/CyT BHYTPMBEHHO KanenbHO B TedeHne 3-12 AHeN Npu pasAnNYHbIX TUNaxX
NOpaXeHns nevyeHn.

OCHOBAHHbIN Ha KIMHNYECKOM OMNbiTe PEKOMEHA0BaHHbI PEXWUM BBeAeHUA:

« ananpodunaktukn JINM —400 M BHYTPUBEHHO KanenbHO 1pa3 B CyTKM He MeHee 4 iHell;
* ananevenuna JINM — 400 MN BHYTPMBEHHO KanesbHO 2 pa3a B CYyTKM He MeHee YyeTbipex
AHel nocse kaxaoro kypca MXT.

5.2. JleyeHne renaToTOKCMYHOCTH, aCCOLLMMPOBAHHOM
cnpunMmeHeHuneM VIHFVIGVITOPOB KOHTPO/IbHbIX TOYEK

MMMyHOTepanus pakoBbix 3a601€BaHWI C UCMONb30BAHNEM CENEKTUBHbBIX MOHOK/IOHA/b-
HbIX aHTUTEJI, 6IOKUPYIOLYMX «KOHTPOIbHbIE TOYKM» UMMYHHOTO oTBeTa (immune checkpoint
inhibitors), HaxogMT BC& 6onblee NPUMEHeHWE B Tepanuu pakoBbix 3a601eBaHNin. PeKoMeH-
Aaunn MO MOHUTOPUHTY N BEAEHUIO NAUMNEHTOB C 1IeKapCTBEHHbLIM NMOpa)eHneM nevyeHu,
acCcoLMMPOBAHHbIM C Tepanuei UHrMGUTOpPaMM KOHTPOJIbHbIX TOYEK, NpeACcTaB/IeHbl B Tab. 6.
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Ta6nuua 6. TakTMKa BeeHUA NALUEHTOB C IeKaPCTBEHHbBIM MOPAXKEHNEM MeYeHW, BbI3BaHHbIM

Tepanmel‘/'l MHFMGMTOP&MM KOHTPO/IbHbIX TOYEK.

CreneHb
renaToToKCUY-
HOCTM

W3meHeHue nabopartop-

HbIX NOKasaTeneun

TaKTuKa BegeHuA

1

ANT, ACT >1-3 BI'H;
O6wwuin 6unnpy6uH
>1-1,5BrH

MpoaoMKUTL Tepanuio
B/x aHanu3 KpoBw, oLieHKa GYHKLMK NeyeHn pa3
B HeZe/o

ANT, ACT >3 <58BlH;
O6wwuit bUAMpy6UH
>15<3 Bl

MprOCTaHOBUTb Tepanuto

MCKMIOYNT BUPYCHbIE renaTuThl, ayTOMMMYHHble 3a60/1e-
BaHMA neyeHu, 61IMapHyto 06CTPYKLMIO, HOBbE
MeTacTasbl UM TpOM603

HasHaunTb npeaHu3onoH 0,5-1 Mr/kr/cyT (nam
METUAMPEAHU30/I0H B SKBUBANEHTHOMN A03€) Ha 4 Hege-
/M, C NOCNeAYIOUMM YMEHbLUIEHUEM 03MPOBKM
KoHTponb 6/x noka3saTeneii 4Ba /bl B Hee/0

Mpy HeO6XOAMMOCTI — NPOBeAeHUe 6UONCUM NeYeHN
B0306HOBUTL TEpanuio UHTMEUTOPAMM KOHTPO/IbHBIX
TOYEK BO3MOXHO NP CHUXEHWN [03bl NPeAHU30/10Ha

£0 10 Mr/cyT (ynyywenue 6/x nokasateneit 4o 1creneqn
renaToTOKCUYHOCTH)

AT, ACT > 5 BlH;
O6wuit 6rAMpy6UH
>3 BrH

MOAHOCTbIO NPEKPaTUTL Tepanuio MHrMGUTopamMu
KOHTPO/IbHbIX TOYeK

KoHTponb 6/x nokasateneii KpoBU Kaxable 1-2 AHA
HasHaunTb npegHn30/10H B fo3e 1-2 Mr/mr/cyt

TPy OTCYTCTBUM NONOKUTENBHON AVHAMUKYM Yepe3 3 AHA
NeyeHns A06aBNUTb MOGUTUA MUKOdeHoNAT

Ipu ynyuweHun 6/x nokasaTesiell Ha4aTb NoCTeneHHoe
CHVKeHWe 03bl NPe/JHN30/10Ha Yepe3 4 Hegenn

Ipy1 Heo6XOAMMOCTU — NpOBeAeHne B1UONCU NeYeHN

BIH — BepxHss epaHuya HOpMbl.

HexenatenbHble ABAEHUA Tepanuun, npuBoALllne K pa3BUTUIO /IeKapCTBEHHOI 0 Nopaxe-

HWA NeYeHmn, 06bIYHO NPOTEKaT MO TUNY 6@CCUMNTOMHONO NOBLIWEHWNA YPOBHA NEYEHOYHbIX
aMuHoTpaHcdepas, a Takxe B paje cayvaes obuiero 6uanpybrHa. O6bI4HO OTMeYvatoTCA
Ha 6-14 Hesene c HaYana IeYEHMA UHTMOUTOPAMM KOHTPO/IbHbBIX TOYEK U B HEKOTOPbIX CyHanx

COMPOBOXAAOTCA NOBbILLEHNEM TEMNEPATYPbI TENA. YacToTa pa3BuTUA /'IeKaPCTBeHHOIZ renaTto-
TOKCMYHOCTW 3aBUCUT OT AO3UPOBKN Ha3Ha4YaeMbIX NpenapaTtoB U BapbUpyeT OoT 5 Ao 30%.
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