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1. OMPEAENEHUE U ®AKTOPbI PUCKA

[enaToTOKCMYHOCTb — 3TO MOBPEeXAEeHMe NeYyeH, BbI3BaHHOE Yy XXepPOAHbIMU
BelecTBaMu (KCeHO6MOTUKaMM). HaCTHbBIM Cly4aeM renaToTOKCUYHOCTN ABASIETCA
nekapcTeBeHHoe nopaxeHune neyeHu (JIMNM) — nospexgeHune, BbI3BaHHOE NMPUEMOM
peuenTypHbIX TN60 6e3peLlenTypHbIX 1eKapCTBEHHbIX NpenapaToB. KnnHuveckue
nposieneHus JINM MOryT 6bITb NpeACcTaB/ieHbl Kak OCTPbIM, TaK U XPOHUYECKUM
nopaxeHvemM nevyeHu, a No TAXeCTV BapbMpoBaTb OT 6€CCUMMNTOMHOTO MOBbILLEe-
HMS MeY€HOYHbIX aMUHOTpaHcdepas A0 pa3BUTUA GYTBMUHAHTHON NeYEHOUHON
HeZOCTaTOYHOCTU. OTANYNTENIbHOM 0COH6EHHOCTBLIO NoAaBAAOLWEr0 60/bLIMHCTBA
npenapaTtoB, MPUMEHSIEMbIX B XMMUOTEPannm OHKOIOrMYeckx 3a6oneBaHuni, siB-
NAETCH UX UCXOAHAA LUTOTOKCUYHOCTb. 3TO B 3HAUYNTENbHOV CTeneHn onpejenseT
renaToToOKCMYECKMin MOTeHLMan NPOTUBOOMNYXOAEBbLIX MpenapaTos, NpUHMMas BO
BHMMaHWe LeHTpaabHYI po/b NeyeHn B X meTabonnsme. MatoreHeTuyeckne
MeXxaHW3Mbl Pa3BUTUA renaToTOKCUYHOCTUN NpeAcTaBaeHbl Ha puc. 1.

LuTtuposaHue: TkayeHko [1.E., MeawkuH B. T, Maeeckas M. B. KnuHu4eckue pekomMeHOayuu no Koppekyuu 2ena-
momokcu4HoCmu, UHOyyuposaHHoli npomueoonyxosesoli mepanueli. 310kayecmeeHHsle onyxonu: [pakmuyeckue
pekomeHOayuu RUSSCO #3s2, 2020 (mom 10).40
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I MexaHu3mbl paszsuTus JIMMN
I Mpamsie I KocBeHHble
* MI3MeHeHVe KpOBOTOKa B MEYeHw, pasBuTie
rMnepToHUM
+ BelecTsa: cpe/AcTBa ANSIHaPKO3a, KOKauH,
\J broKcnypranH
Ao303aBUCMbIe WNanocurHkpasus
+ Mpejckasyemsl * He 3aBMCUT OT A03bI NN XUMUYECKON
+ BO3MOXHO ncCneA0BaHNe Ha IKCnepu- CTPYKTypbl Npenapara
MeHTaNbHbIX MOAENAX + TpyAHO BOCMPOM3BOAUMA B 3KCMe-
+ MpenapaTsl: NapawLeTamon, unkaodoc- pymeHTe
bamua, bycynsdaH, KapMyCcTUH 1 T.A4. « >95% NN
NmmyHo-annepruyeckas MeTta6onuyeckas
+ MpotekaeT + CBfi3aHa C HaKOMEHEeM TOKCUYECKMX
o TUMy peakuyuu METaboNNTOB U Pa3BUTUEM OKCHAATVB-
rNepyyBCTBUTENLHOCTY Horo cTpecca

PurcyHoK 1. J/lekapCTBEHHOE MopaxeHune neyeHu.

1.2. ®axropsi pucka JINM

1.2.1. Onpepensiemble opranusmom

+  [Moxwunoi Bo3pacT

*  XeHckunii non

+ bepemeHHOCTBb

+ [eHeTnueckasa NpeApacnosoOXeHHOCTb

+  ®oHoOBble 3ab0/1eBaHNA NeYeHU

*+ OCo6eHHOCTV NMMYHHOTO cTaTyca

+  ConyTcTBytolMe CUCTEMHble 3a6oneBaHNSA
*+  Konu4yectBo NpuUHMMaeMblx NpenapaTos

+  Muwesble pakTopskl

1.2.2. Onpepensiemble npenaparom

+ CyTo4yHas fo3a

+  MeTaboanyeckunii npodunb

+  Puck B3auMogencTBUs ¢ ApyrMmMm npenapatamum (0cobeHHo Npu noannparma-
31N)

+  JlnnocomanbHble npenapaTsl
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2. KNACCHOUKALIUA

Mo KNNHUKO-MOPONOrMYeckoli KapTUHe BbiAeNstoT cieayowmne dpopmbl JMM:

+  TenaTtouenntonsipHele (UATOAUTNYECKUE) MOPAXKEHNS NMeYeH
+  XonecTtaTmyeckue nopaxeHus nevyeHu

+  CMelaHHbIN TUN NnopaxeHns

+  COCyAUCTble MOpPaxXeHNe NeyeHn

+  JlekapCTBEHHO MHAYLMPOBaHHbIA CTeaTo3/cTeaTorenatmT

+  TpaHyneMaTo3HbI TUMN MOpaxXeHns

3. KJIMHWYECKUE NPOSIBNEHNSA

lenatouenntonapHasa popmMa nopaxxeHms nevYeHn xapakTepmusyeTcs NoBbILLEHN-
em AJIT 6onee, 4eM B 2 pasa OTHOCMTENbHO BepxHel rpaHuubl HopMbl (BIH). Mpu
3TOM TakXe BO3MOXHO MOBbIWeHMe Wweno4YyHol ¢ocpaTasbl (L), apndtowelica
MapKképom xosecTasa. [lna renatoLenItoNapHOro NopaxeHns xapakTepHoO COOT-
HoweHne AIT/LL® > 5.

Xonectatnyeckme nopaxeHWUs xapakTepmnsyrTca KaHalbLeBbiM, NapeHxmma-
TO3HO-KaHanbLeBbIM U BHYTPUMNPOTOKOBLIM X0/iecTa3oM. Mpn 3ToM oTMeYvaeTcs
noBbllleHne ypoBHA LLI® B 2 1 6onee pas, cooTHoweHne ANIT/LLU® < 2.

Mpwn cmewaHHon ¢popme JIMM kak ANT, Tak u LL® noBbiweHbl 60nee, yeM B ABa
pa3a, npu4yém cooTHoweHne ANT/LL® HaxoANTCS B AnanasoHe oT 2 4o 5 (Tabauvua 1).

Ta6nunua 1. BapraHTbl NapeHX1MaTO3HOr0 MOPaXeHWs neveHn

Tun noBpexaeHnst Broxnmmyeckne nokasartenu

lenaToLennonapHsblii ANT>2N nan cootHoweHne AT/ WP >5
Xonecratnyeckuia L& > 2N nnm cootHoweHne ANT/LW® < 2
CMeLlaHHbIn ANT > 2N n WP > 2N; cooTHoweHne ANT/LWL® oT 2-5

JlekapcTBeHHble B3aUMOAENCTBMA — YacTasd MPUUnHa pa3BuUTUSA HexenatenbHbiX
AB/MIEHNI N renaToTOKCUYHOCTU. NaLneHTbl C OHKONOrMYeckMMy 3aboneBaHNsAMN
MOMMMO MPOTMBOOMYXOEBOW Tepanum Noy4vatoT psj 1ekapcTBEHHbIX MpenapaTtos,
HanpasAeHHbIX Ha KOPPEKLNIO OCOXHEHUA XMMUOTEPanun 1 1eYeHne ConyTCTBYo-
wmnx 3abonesaHnii (ob6esbonmparoLLne, NPOTMBOPBOTHbLIE, MPOTUBOCYAOPOXHbIE
M T.A4.), YTO NOBbLILLIAET PUCK 1€KAPCTBEHHbIX B3aVMOAENCTBUIM.

Hanbonee BaxeH papMakoKMHETNYECKUI TUM B3aUMOZeACTBUA — KOrAa OANH
npenapart BAuseT Ha abcopbumto, pacnpejeneHne, MeTaboNn3M UAK IKCKPeELUIO
Apyroro npenapata. [10CckonbKy 60/bLWNHCTBO 1€KapCTBEHHbIX MpenapaTos Me-
TaboNM3MPYOTCA NP yHaCcTUM CUCTEMBI LUTOXPOMOB P450, a onpejenéHHble ne-
KapCTBeHHble BelecTBa MOryT 6bITb MHAYKTOPAMU AU MHIMBUTOPbI LUTOXPOMOB
AAHHOW CUCTeMbI, PUCK Pa3BUTUA HeXenaTeNlbHbIX ABIeHNI BO3pacTaeT.
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B Tabaunue 2 npuBeaeHbl MHAYKTOPbLI 1 610KaTopbl n3opepmeHtTos CYP450,
a Takxe cybCTpaThl U3 YMCa OCHOBHbLIX MPOTMBOOMNYXOeBbIX MpenapaTos. Kpome
TOro, AN1A OLeHKWN NOTeHLMaNbHOr0 B3aMOAeNCTBUS NeKkapCTBEHHbIX MpenapaTos,

MOryT 6bITb NCMONb30BaHbI 3N1eKTPOHHbIE pecypChl.

Ta6nuua 2. OCHOBHble 610KaTopbl 1 NHAYKTOPLI 30dpepmeHToB CYP450

Cy6cTpathl WHrméutopel | VHayKTOpbI
CYP1A2
5-dpTopypauun AM1oAapoH PudamnmumH
Jakap6asuH AMUTPUNTUANH MaHTonpason
OkcannnnaTtuH AmnognnuH
WbecapTaH
Kap6amasenuH
KnaputpomunumH
KnomundeH
KoTpumokcason
Owmenpason
OHpaceTpoH
dnysactaTuH
LiunpodnokcaumH
CYP2B6
Ndocdamung AMnoannuH Bepanamun
Unknodpochammg (MHAYKTOP) [JlokcopybuumH ATopBacTatuH
WTpakoHazon dnysacTaTuH
KeTokoHazon Hudeannux
Knonugorpen MeTtamuson
KnoTtpumokcason Knodubpat
MapokceTnH [JlekcameTasoH
CepTpanviH HunotnHno
CopadeHnb deHobapbuTtan
TamokcndeH DeHnTonH
TuknoneanH PudamnmuymH
LvcnnatuH CynbouHNMpasoH
Kap6amasenuH
CYP3A
UntapabuH LumeTtnanH Kap6amazenuH
BycynbdaH KnaputpomMuumH S¢asupeHy,
Ndochamng AnnTtrnasem PeHobapbuTtan
Jlokcopy6uLIMH (MHrMBMTOP) SpUTPOMULINH DeHNTonH
MNaknutakcen ®dnykoHason MuornntasoH
JoueTtakcen KeTokoHazon PudamnumumH
BuHKpUCTUH PutoHaBup
TonoTekaH (MHrM6UTOP) Bepanamun
MpuHoTekaH
STonosng
SpnoTnHNG
re¢putnHNG
CopadeHnb
MasonaHn6
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CybcTtpathl WHrméutopel | NHAYyKTOPbI
CYP2C9

KaneuntabuH (MHrnéutop) AmMunogapoH PndamnuumH
LUncnnatuH (Hrméutop) AmMnoannnH KapbamasenuH
ATopBacTaTuH Lnknodochammg
BapdapuH [JlekcameTasoH
BancaptaH deHobapbuTtan
[Anasenam
[AunknopeHak
neynpodeH
N3oHuma3ung
KeTokoHazon
JlaHconpason
MeTpoHunganos
Hudeannux
Owmenpason
MaHTOonpason
PosysacTtatnH
TamokcndeH
TuknonuanH
TpumeTonpum
dnysacTaTuH
DlyKOHa30/
LivknocrnopuH

CYP2E1

[llakap6asviH AMUTPUATENUH Kno¢pubpat
OkcanunnaTuH XnopnpomasuH KonxvumH
LumetnanH DdeHobapbuTtan
KnomungeH PrdamnmumH
KnoHasenam
KnoTtpumokcason
[Avazenam
JAvknopeHak
STaHon
STOPUKOKCNG
N3oHnasng
VtpakoHason
Mwugasonam
HukotuHamng,
Hudeannux
Mponogon
CungeHadpun
TuknonuAnH
YAXK

CnekTp KNMHUYecknx nposisneHuin JINM BapbupyeT oT 6€CCUMMNTOMHOrO NO-
BbILUEHNSA NeYEHOUHBIX aMUHOTPaHCPepas 40 Pa3BUTUSA XeNTyXn, Xxonecrasa, ob-
CTPYKLMW CUHYCOUAOB, MporpeccnpoBaHns ¢prnbposa n pasButua GyIMUHAHTHON
NeyYéHOYHOM HeJ0CTAaTOYHOCTN. TwaTeNbHbI aHaIN3 Bcex $akTOPOB pmcKa, KOH-
TPONb CONMYTCTBYHOLLMX 3a60NeBaHNI, NOABOP ONTUMaNbLHOV Tepanum No3eBonseT
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CHU3UTb BEPOATHOCTb BO3HMKHOBeHMUS JIMM. OgHako B 60NbLIMHCTBE C/ly4YaeB
noeBpexJeHne nevyeHn nporekaeT N0 MeXaHU3My UAMOCUHKPA3NK, YTO B 3HAUU-
TeNbHOW CTeneHn 3aTpyaHAET OLeHKY pM1CcKa ero pa3BuTus.

Mpw cOCYANCTBLIX MOPaXXeHNSX B MaTON0rMYeCcKni NPoLecc MOryT BOB/IeKaTbCS BEeTBY
BOPOTHOM BEeHbl, Ne4YEHOUYHOW apTepunm, NeYEHOUHON BeHbI, LLeHTPabHbIX BEH U CUHY-
ConAoB. MexaHn3M NX pasBUTUS 40 KOHLLA He n3BeCTeH. [Npn cMHAPOMe 06CTPYKLMK
cnHycongos (COC) oTmevaeTcs NoBpexXaeHre 3HAOTeNNaNbHbIX KJeTOK, UTO B CBOIO
oyepeb NPUBOANT K UCTOHYEHUIO MHTUMBbI U BbIXOAY SPUTPOLIUTOB B MPOCTPAHCTBO
[wncce. Arperaums SHAOTENNANBHbBIX KNETOK U SpUTPOLMTOB B CMHYCOMAAX CO3aET
npenaTcTBME BEHO3HOMY OTTOKY, MPUBOAS K CTa3y KPOBW U PacLUMPEHUIO CUHYCON-
40B. PasBrBaeTca pnbpo3 1 06aMTepaLms LeHTPaabHbIX BEH, YTO MOXET MPUBOAUTL
K LeHTpMNo6yNnsapHOMY HeKPO3y renatoumToB. KnnHnyeckme npossaeHmna COC xapak-
TEepU3yroTCa ObICTPLIM YBENNYEHEM Pa3MepPOB 1 NOBbILLEHNEM MAOTHOCTU MeYeH N
HapacTaHuneM acuymTa. B 61noxmMmnyeckom aHanamse Kposu npeobnajaet nosbilleHe
Mapképos xonecTasa (LL®P, [TT). COC Hanbonee yacTo HabntoaeTcs y NaLnMeHToB Ha
3Tane NoAroTOBKM K TPaHCAaHTaL MM KOCTHOrO Mo3ra. ®akTopamu pucka BbICTyNatoT
BblCOKMeE A03bl 06/1y4YeHNs, a Takxe bycynbdaH, untapabuH, ynknodpocdamug, Kkap-
MYCTUH, MUTOMULINH, 6-MePKanToOMypuH, a3aTUONpuH, gakapbasnH 1 OKCannnAaTuH.

JlekapCTBEHHO-MHAYLMPOBAaHHbIN CTeaTo3 MOPPONOrmyeckn MoxeT bbITb Npea-
CTaBneH Kak KpynHoKanenbHOM, Tak U MenKoKanenbHOM XXNPoBO MHGUAbTpaLmen
renatounToB. [lopaxeHne pa3BrBaeTCA B pe3yibTaTe HapyLLIeHNa OKUCANTENbHOrO
bocdopunnpoBaHma B MUTOXOHAPUSAX. KNMHNYeCKN CTeaTo3 NpoTekaeT beccnm-
NTOMHO N MOXeT 6bITb BbIABAEH C MOMOLLbIO Iy4eBbIX METOAOB ANArHOCTUKN.
MpucoerHeHWe BOCNANNTENbHON peakun Be4ET K IeKapCTBEHHO-NHAYLMPOBaH-
HOMY CcTeaTorenaTuUTy; OH XapaKTepmn3yeTcs MNOBbILWEHVNEM YPOBHA MeYEHOUHbIX
aMunHoTpaHchepas n MOXeT MPUBOANTL K Pa3BuUTUIO dnMbpPo3a 1 LMppo3a neveHu.

BaXHbIM acnekToM CHUXeHUs pucka pa3sutua /MM asndeTca obcnegoBaHme
nauMeHTa C LieN1blo NCKII0YeH A CYLLLeCTBY L el NaToNorm neveHun 40 HasHavyeHns
NPOTUBOOMYXONEBON XMMMOTepanun. NMpun BeisBAeHN GOHOBOro 3aboneBaHus
neyeH” HEOH6XOANMO ONpeaeINTb ero 3Ha4YeHne ANS XKM3IHEHHOI0 MPOrHo3a 60/1b-
HOro, BO3MOXHOCTb MPOBeAeHNA NPOTUBOOMNYX0AeBON XMmMoTepanuu. Hapye-
HMe GYHKLUNW nevyeHn BAnseT Ha apMakoKUHETUKY U papMakKoANHAMUKY MHOTUX
XMMMonpenapaToB. YMeHblUeHne Ne4éHOYHOro KpOBOTOKA 1 06LLero konnyecTsa
OYHKLUMOHMPYIOLMX renaToLnTOoB CHUXXAET KAMPeHC Npenapara, @ HU3KUA ypoBeHb
anbbyMUMHa n3MmeHaeT 06bEM pacnpegeneHns NekapCcTBEHHOroO BellecTBa.

4. RNATHOCTUKA

1. C6op xanob n aHamHesa

2. BpauyebHbI ocMOTp

3. JlabopaTopHas AnMarHoCTmKa (KAVHUYECKN N BUOXUMNYECKUA (+anbbyMUH,
3N1eKTPONNThI) aHanmsbl kposu, AT, koarynorpamma (MHO, M), obwnii aHanns
Mo4n
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4. [lnarHocTMKa BMPYCHbIX renaTuToB

a. OnpegeneHve NOBEPXHOCTHOrO aHTUreHa K renaTtuTy B (HBSAgZ).

b. Ecnn HBsAg+: HBeAg, HBeAb 1 konnuyectseHHoe onpegenexne IHK HBY,
HDVAD.
OnpegeneHne aHTUTeEN K A4epPHOMY aHTUreHy renaTtuta B (HBcAb) IgG.

d. OnpegeneHune aHTuTen Kk renatuty C (HCV), ecam no3anTuBHbIE: onpejene-
Hue konnyectBa PHK B mnasme, onpejenieHne reHoTUNa U KOHCYAbTaumns
renaTtosiora.

5. OueHka ¢yHKLUMOHANLHOIO cTaTyca neyeHn no knaccnpukaumm Child-Pugh

(CP) ans cnyyaeB n3BecTHoro GoHOBOro LMppo3a neyveHun. Kaxabln npn3sHak

B 3aBUCMMOCTN OT BbIpPaXXeHHOCTN oLeHnBaeTcsa B 6annax ot 1 go 3 (tabn. 3).

Cymma 6annoB 5-6, 7-9 n 10-15 knaccnpuuympyrotca kak CP knacca A, Bu C

COOTBETCTBEHHO.

6. Y3/ opraHoB 6pHOLIHOM MONOCTM 1N 3a6PHOLWNHHOIO NPOCTPAHCTBA.

0

Ta6nuua 3. bannbHas cuctema Child-Pugh npu umppose neyexun

XapakTepucTuka 1 6ann 2 6anna 3 6anna

SHuedanonatus (cTeneHb) Het |-Il creneHb (nan -1V cTeneHb (nnun
KOMMeHcnpyeTcs Meau- pedpakTepHas)
KaMeHTO3HO)

Acunt Het «HEe3HaUYUTeNbHbIN» «YMepeHHbI»

Anb6yMUH nnasmel (r/An) >3,52,8-35<28

MpoTpomMbrHoBOE Bpems, +1-4 cex +4-6 cek >+ 6 cek.

yBenn4yeHue, cek.

(N=12-14 cex.) <17 1,7-2,3 >23

van MHO

06Kt 6unnpy6unH 1-2 mr/an 2-3 Mr/an (nnn >3 wMr/an

(VN < 34,2 MKMONb/ 1) 34,2-51,3 mKkMonb/n) (nnn>51,3 MKkmonb/n)

Ansa gnarHocTukm JIMM y 60bHBIX ¢ POHOBON NAaTONOrNEN NeYeHN C MOMEHTa
Ha3Ha4yeHNsA NPOTMBOOMYXO0NEBON XMMMOTEPANUM HEOHXOAMMO NPOBejEeHNE MO-
HUTOPUWHra bnoxnmmyeckmnx nokasaTtenen Kposu, (06N BUANPYOUH, anbbyMUH,
ANT, ACT, W®) 1 pa3 B 7-14 gHein. Ang yTOUHEHUSA AnarHo3a MOryT MCNONb30-
BaTbCA lyyeBble METOAbI AMArHOCTUKN (Hanpumep, NS BbIABNEHNS COCYANCTOrO
nopaxeHus, pasBuTnsa bunmnapHoi natonorun). NMpm He06GXOAMMOCTN BO3MOXHA
NYHKUMOHHAasA 61noncus n Mmoppoaornyeckoe ncciefoBaHne napeHXnmbl NeyYeHu.

HeobxoanM TwaTenbHbIi aHanN3 NPUHMMaeMbIX NaLMeHTOM NpenapaTos
C YYETOM [03MPOBKU U ANNTENbHOCTU Npréma. I3MeHeHns 6MOXUMNYeCcKnx no-
KasaTenen BCKOpe Mocse HasHavYeHUs npenaparta 1 NocaeAytoLLas HopManmsa-
LS nocsie ero oTMeHbl CBUAETENbCTBYIOT B MO/b3Y NeKapCTBEHHON renaTtoTok-
CMYHOCTU. TeM He MeHee, B 6ONbLINHCTBE Cay4YaeB gnarHoctuka JIMMN 6biBaeT
3aTPYAHUTENbHO, 0CO6EHHO Y NaLMEeHTOB C YXe UMetoLWmnmca 3abonesaHnemM
neyeHu, a Takxe y 60nbHbIX, MOAyYalOLWMX OAHOBPEMEHHO HECKOILKO Npena-
paTtoB. [TOMMMO 3TOro HeEO6XOANMO OLEeHMBATbL POAb ONYX0JEBOro NopaxeHus
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neyeHu, a TakXe BO3MOXHOE pasBuUTHe NapaHeonaacTn4eckoro cuHapoma. ns
oLeHKu BeposaTHocTu JIMTM moxeT npuMeHaTbes wkana CIOMS/RUCAM (Councils for
International Organizations of Medical Sciences/Roussel Uclaf Causality Assessment
Method), oueHnBatowas pakTopbl pucKa, TOKCMYECKU NoTeHUMan npenapara,
Hannumne ConyTCTBYIOLLEA Tepanun 1 TeyeHne 3ab6oneBaHNA, a TakXXe BpeMeH-
HYI0 CBSi3b MeXAy MPUEMOM npenapata € pasBUTUEM KJANHUYECKUX MPOABIEHUIA.
(http://www.pmidcalc.org/?sid=8 229 110&newtest=Y)

[N OLeHKM TAaXeCTM renaTOTOKCUYHOCTIN TakXKe MCMOoNb3YTCA Kputepmn Ha-
LMOHaNbHOIro MHCTUTYTa n3yyveHuns paka (National Cancer Institute, NCl), (Ta6. 4).
M3onmpoBaHHOE NoBbILLEHNE NeYEHOUYHbIX pePMEHTOB He BCerja cBueTeNnscTeyeT
0 Pa3sBUTUM OPraHHOM HeJO0CTaTOYHOCTH, B CBA3U C YeM HEOBXOAMMO NpoBejeHne
BCECTOPOHHE OLleHKM noKa3aTenen.

Ta6nuua 4. Kpytepum TaXeCTy renaToTOKCUYHOCTM HaumoHanbHoOro NHCTUTyTa paka CLLUA

CreneHb renaToTOKCUYHOCTUN

Mapametp | Il I \%

LLlenoyHas pocoaTtasa (L) <2,5BrH 2,5-5 B >5-20 BMH >20BrH

06wt 6Unpy6rH <1,5BrH 1,5-3BrH 3-10BrH >10BrH

Famma-rnytamun- <2,5BrH 2,5-5BrH 5-20 Br'H >20BlrH

TpaHc-nenTtuaasa (M)

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

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

MeyéHouHas Her Het AcTepukcmnc Tsokénas

HeA0CTaToYHOCTb (nopxatoLumia 3HUedanonaTus,
Tpemop) Koma

MopTanbHbIi KPOBOTOK Hopma CHUXeH PetporpagHbliii kpo- | CocTosiHue, Tpebyto-

BOTOK, BPBIM/acumt | Liee skcTpeHHOro
OornepaTnBHOro Bme-
waTtenbCcTBa

BrH — eepxHss epaHuya Hopmsl, BPBI1 — sapuko3Hoe pacwupeHue 8eH nuweeooa/xenyoka

Ana oueHkn TaxecTn JINM 1 NporHo3a 3abo/ieBaHMS TakXke MOTYT UCNOb30-
BaTbCA KPUTEPUN TAXECTN renaToOTOKCUYHOCTU Py bl N0 N3YYEHUIO NeKapCTBeH-
HO-WHAYLNPOBAHHbIX MOPaXeHWin ne4yeHN HauMOHaAbLHOTo NHCTUTYTAa 340POBbSA
(NIH DILI network), ocHoBaHHbIe Ha aHanuse nokasarteneint AT, LL®, obuiero 6u-
nnpy6buHa n MHO.

B Tabnnue 5 npeactaBneHbl Hanbonee pacnpocTpaHéHHble BapuaHThl JIMM,
HabnjaeMble Npy NpoBeAEHNN NPOTUBOOMYXONEBON XUMMUOTEPANUN.
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Ta6nuua 5. Yactota passutus JIMM Ha dOHe NCMONb30BaHNA OCHOBHbIX XMUOMpenapaTos

Knacc npenapatos

Mpenapar

YacToTa pPa3BnTUA renaTtoToKCNYHOCTA

AHTUMETaboNNTbI 5-dTopypauumn MNosbiweHne ACT/ANT B 70% cnyyaes
KaneunTabuH ACT/ANT>5 BMHB < 1% cnyyaes
YMepeHHoe noBsblLlleHve 6unmpy6rHa > 40%
FeMumTabuH MNosbiwerve ACT/ANT B 30-70% cnyvaes
ANT>5BIMH B 5-12% cnyyaes
MoBbileHVe 6unnpybuHa, LLd — peako
MeToTpekcat MNosbiweHve ACT/ANT B 15-50% cnydaes
MemeTpekces MNosbiweHne ACT/ANT B 30-60% cnyvaes
MoBbiweHVe 6unnpybuHa, LLI® — peako
Ankunvipyrowme areHTsl | Linknodochammg MNosbiweHve ACT/ANT B 70% cnyvaes
Ndochammg YmepeHHoe nosbieHve ACT/ANT
OkcanunnaTuH YmepeHHoe nosbiweHve ACT/ANT
UncnnatuH He6onbLuoe nosbiweHne ACT/ANT
Kap6onnatvH MNosbiweHne ACT/ANT B 30% cnyyaes
Jlakap6asuH YmepeHHoe nosbiweHve ACT/ANT
MpoTtusoonyxonesble [JlokcopybuumH MNosbiweHne ACT/ANT B 40% cnyyaes

aAHTUBNOTIKN 1 3NnpybuLmMH
bneomnuymH MNosbiweHve ACT/ANT ot 10% go 30% cnyyaes
Mpenapartsbl, BuHkaankanongbl MNosbiweHne ACT/ANT ot 5% o 10% cnyvaes
BO3/eiicTBylOWLE
Ha Ty6ynuH TpabekTeanH MNosblweHne ACT/ANT B 40% cnyyaes
MaknvTakcen MNosbiwerne ACT/ANT ot 7% f0 26% cnyyaes
JoueTakcen YMepeHHoe nosblweHne ACT/ANT
NHrméutops! MprHoTekaH MosbiweHne ACT/ANT > 15% cnyyaes B KOMBUHALMN
TOononsomepassbl C ApyrvMV NpenapaTamu
BbipaxeHHoe nosbileHve ACT/ANT ot 1% o 4%
cnyyaes
TonoTekaH MNosbiwervie ACT/ANT > 15% cnyvaes
BbipaxeHHoe nosbiweHne ACT/ANT ot 1% a0 4%
cnydaes
3TOoN03UA MNosbiweHne ACT/ANT ot 5% g0 100% cnyyaes

B KOM6MHALWN C APYrUMy Npenapatamm

MoHoKkN0oHaNbHbIe

Nnunanmymab, Hueonymab,

OnucaHbl oTAenbHble cnyyan passutus JINMN -1V

aHTUTena neméponvsymab CTemneHu TSXeCTH, BNI0Tb A0 GYyIMUHAHTHON neyé-
HOYHOI HeAO0CTaTOYHOCTN
BeBauusymab BO3MOXHOCTb MPOTEKTUBHOIO 3pdeKkTa
3/IOKAYECTBEHHbBIE ONMYXO0J/N o MALIGNANT TUMOURS
P i obwecrso KoM wm Tom/vol. 10 Ne3s2 - 2020 Russian Society of Clinical Oncology
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Knacc npenapatos Mpenapat YactoTa pa3BuTVS renaToToKCUYHOCTU

(MynbT1) KHa3HbIe SpnoTUHNG YmepeHHoe nosbieHvne ACT/ANT

VIHrGUTOPEI MoBbieHne ACT/ANT >5 BrH B> 10% cnydaes
redputnHNG MNosbiweHve ACT/ANT oT 9 go 13% cnyyaes

MNosbiweHne ACT/ANT >5 BI'H B 2-4% cnyyaes

NanatnHné MNosbiweHne ACT/ANT ot 5% 0 15% cnydaes
MNosbiweHve ACT/ANT > 5 pa3 — peako

CopadeHnb YMepeHHoe nosbieHre ACT/ANT
MNosbiweHne ACT/ANT >5 BIH 1-3% cnydaes

MNasonaHn6 MNosbiweHne ACT/ANT B>50% cnyuaes
MNosbiweHne ACT/ANT >5 BIH B> 8% cnyyaes

YBenuueHue yposHs obLiero 6unvpybuHa s 30%
cnyyaeB

KoMbuHauus yBenmyeHus ypoBHs 0.61unnpy6riHa
1 ANT B 1-2% cnyyaes

CyHUTUHNG MosbiweHvne ACT/ANT B>40% cnyyaes
MosbiweHve ACT/ANT >5 BI'H B> 2-3% cnyyaes

PeAko — rvnepamMMoHVeMUs 1 pa3BUTUE NEYEHOY-
HOW 3HUedanonatTum

PeropadeHun6 MosbiweHne ACT/ANT B 39-45% cnyyaes
MNosbiweHne ACT/ANT >5 Br'H B 3-6% cnyvaes

Peako — rvnepamMMoHVeMus 1 pas3BUTUE NeYEHOY-
HOW 3HUedanonatum

BemypadeHnb MNosbiweHve ACT/ANT B 30% cnyvaes
MNosbiweHne ACT/ANT >5 BIH B 3% cnyvaes
FopMOHaneHble TamokcndeH Pa3BrTVe HeankoronbHOW X1POBO 6onesHn neve-
npenaparbl HW B 40% cnyyaes K 1 rogy npyMeHeHus
AbupaTtepoH OnucaHbl oTgensHble cnydan passutus SN -1V

CTENneHn TAXeCTn

BIrH — eepxHsas epaHuya Hopmel

5. IEYEHUE

JNleyeHvie NPOBOANTCS B COOTBETCTBUM C AeNCTBYOLWUMN HALMOHaNbHbIMUN
pekoMeHAaUUAMMN U JONXHA YUNTbIBaTb OHKONOTMYECKUIA cTaTyc nauneHTa. Mo-
XeT moTpeboBaTbCsA KOPpPeKLMs A03bl MPOTUBOOMYXONEBOro XxumMmnonpenapaTta
C HA3KWM TepaneBTUYECKUM MHABKCOM U/ Nan ecav npenapaT meTabonnsnpyercs
npwv yyactnum CYP3A4/5, akTUBHOCTb KOTOPOTO CHUXAaeTCs NPy XPOHNYeCKnNX 3a-
6071eBaHNAX NeYeHN.

Hanbonee cnoxHoli npobnemoil sBAsSieTCS BOSMOXHOCTb MPOTUBOOMYX01€BOr0
NledeHns Npu HapyLweHnn 6enkKoBo-CcMHTeTUYeckol (ypoBeHb MHO > 1,2, anbbymMuH
<30r/n, HeonyxoneBblli peppakTepPHbIN aCLUT) U 4eTOKCUKALMOHHON (06N 61-
NNPY6UH > 51,3 MKMOAb/N) dyHKLUMIA NnedeHn. Npu HaANYnMmM NCXoAHOM NeYEHOUHOM

3/IOKAYECTBEHHbBIE ONYXO/N o MALIGNANT TUMOURS
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HeAOCTaTOYHOCTN Ha3HayeHne onpesenéHHbIX XMMUoTepaneBTUYECKNX areHToB
MOXeT noTpeboBaTb KOPPEKLNIO UX 403bl (MPUMepbl KOPPeKL UK 403bl NpenapaToB
npeacTaBneHbl B Tabnuvue 7).

5.1. JleyeHne renatoTOKCHYHOCTH Y NALHEHTOB, MONYYAIOLHX
npoTMBOONYXOAEBYIO TEpANMio

MoCKONbKY renaToTOKCMYHOCTb Ha $OoHe NPOTUBOOMYXOEBON Tepanmnm valye
BCero obycnosneHa NAMOCUHKpPa3nein, BOSMOXHOCTN NeKapCTBEHHON KoppeKLumn
n/mnnn nedeHna JIMMN BecbMa orpaHnyeHbl. B 60nbWNHCTBE KAMHNYECKUX CUTYa-
Lnii Koppekuna/nevyeHne neKapCcTBEHHO-NHAYLMPOBAHHOM renaToTOKCUYHOCTH
HEeBO3MOXHO 6e3 pefyKLMKN 403 NPOTUBOOMNYXONIEBbIX XMMMonpenapaTtos. Ans
601bLIMHCTBa XUMMOTEPaNeBTUYECKNX CXeM BbIpaboTaHbl KOHKPETHbIE peKOMeH-
AaLVN MO N3MEHEHNIO JO3NPOBKN, OCHOBbLIBASAChb Ha CTEMEHW TAXECTN NeKapCTBeH-
HOro NopaxeHuns neveHun (Tab. 7). O6Lwme pekoMeHgaLNM N0 BeAeHWI0 NaLNeHTOB
C pas3BUTMEM NeKAPCTBEHHO-UHAYLMPOBAHHOIO MNOpaXeHns neyeHn Ha poHe npo-
BOAMMOW XMMUoTepannm 6a3npyoTca Ha KpUTEPUAX TAXKECTU renaToOTOKCUYHOCTH
HaumoHanbHoro nHcTnTyTa paka CLUA (tabé. 4). NMpun n3MeHeHNN BOXNMUYECKUX
nokasaTesieli, COOTBETCTBYHOLWMX 1 CTeneHn renaTtoTOKCMYHOCTM, BO3MOXHO NPOAOII-
XWUTb NpoOBejeHne XnMmnoTepanumn ¢ TwaTebHbIM MOHUTOPUHIOM 1abOPaTOPHbIX
nokasaTesiei naumeHTa (oLeHKa 61MoXMMMnYeckmnx nokasatenei, PyHKLMNOHANbHbBIX
ne4yéHOYHbIX TecToB) 1-2 pa3a B Heento. Y 60NbHbIX C NeKapCTBEHHbIM Nopaxe-
HMeM neyvyeHn 2 cTeneHN He0bXoAMMO PacCMOTPETb BO3MOXHOCTb YMeHbLUeHUs
AO3bl U1V BPEMEHHOIO npekpaLleHna npnéma xmmmunpenaparta. Takxe TpebyeTtcs
npoBejeHne OLueHKN ANHAMUKN BUOXMMUNYECKUX MoKa3aTenel KpOBU C 4acTOTOM
1 pa3 B 3-4 aHA. Pa3BuTMe renaTOTOKCUYHOCTN 3-4 cTeneHn ANKTYeT HeEOBXoAM-
MOCTb BPEMEHHOW NN NOMIHOM OTMeHbl XMMMonpenapaTa, NpoBejeHne OLeHKN
6nOXMMMUYeCcKknx nokasaTtenei kposu 1 pas B 2 AHS Ana obecnevyeHnsa cBoeBpe-
MEHHOW ANAarHOCTUKM Pa3BUTUA GYNbMUHAHTHOM NeYEHOYHOM HEALOCTaTOYHOCTN.

Ta6nuua 7. Koppekuus 403 MPOTUBOOMYXO0/EBbIX XMMMUOMpPenapaTos

o6wnin AMUHO- LLlenouHas CHUXeHVe A03bl OT
Mpenapat 6UNNPYB6UH, Mr/an TpaHcdepasbl docdaraza NCXOAHO (%)
LntapabuH - Nobble - 50
Unknopocpammg | 3,1-5,0 >3 BrH - 75

>5,0 0
[aKkTMHOMULMH - Niobble - 50
[JlokcopybuLmH >3 BrH - 75

1,2-3,0 >3 BrH 50

3-5,0 25

>5,0 0
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o6wwnin AMUHO- LLlenouHas CHMXeHMe A03bl OT
Mpenapat 6UNnpyebuH, Mr/an TpaHcdepasbl docdarasza NCXOAHO (%)
JlayHopy6uULMH 1,2-3,0 - - 75
3-5,0 50
>5,0 0
5-pTopypaumn >5,0 - - 0
3Tonosng 1,5-3,0 ACT >3 x Bl - 50
FemumTabuH >1,6 - - HaunHatb
€ 800 mr/m?
Ndochamng, >3,0 - - 25
VipuHoTekaH 1,5-3,0 - - 75
MeToTpekcaT 3,1-5,0 >3 BrH - 75
>5,0 0
Naknutakcen <15 B 2 pasa >Bl'H - 75
1,6-3,0 40
>3,0 25
JoueTakcen - >1,5BrH - 100
1,6-6 Br'H 75
>6 BIrH Ha ycmoTpenue
Nevyallero Bpava
Mpokap6asuH >1,6-6 BI'H - 75
>6 BIrH Ha ycmotpeHue
nevyalero Bpava
BVHKpUCTUH 1,5-3,0 >2-3BrH MoBbileHa 50
BuHGNACTUH >3,1 >3 BrH - 0
BuHopenbuH 2,1-3,0 - - 50
>3,0 25
CopadeHn6 <1,5BrH ACT > BrH 400 mr 2 pasa
B CyTKMN
1,5-3BrH Jltoboit ypoBeHb 200 mr 2 pasa
ACT B CYTKU
CopadeHn6 No6oit yposeHb Nto6oit ypoBeHb 200 Mr B CyTKu
npu anbbymnHe
<25r/an
BopTesomnb >1,5BrH 0,7 mr/m?

BIrH — eepxHsas epaHuya Hopmel

Ha cerogHsWHWA AeHb cpean NpenapaTos, UCMOb3YyeMblX AN KOPPeKLUmn
NMN, Hanbonblwel gokasaTenbHOW 6a3o obnagaeT S-ageHO3UIMETUOHUH (SAMe,
AdoMet) — meTabonmyeckn naenoTponHaa Monekyna, KoTopas y4acTByeT BO
MHOXeCTBe BUOXMMMYECKUX MPOLECCOB B KNeTKe, BbICTYMNas B KayeCTBe JOHOpa
METUABHOW rpynmbl B peakymax MeTUAMpoBaHNs HYKJeNHOBBIX KUCOT, dochonu-
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NUAOB, TMCTOHOB, BUOTeHHbIX aMVWHOB M NPOTeNHOB. Kpome Toro, S-ageHo3name-
TUOHWH ABNSieTCA NpejLllecTBEHHMKOM ryTaTUOHa — OCHOBHOIO aHTUOKCUAAHTA
B rermatoyuTe.

OcHOBbIBasACb Ha AOCTYMHOM KJIMHWYECKOM OMbITe, Ha3HayeHne S-afeHo3unN-
MeTMOHMHa B Ao3e 800 Mr B CyTKM NMapeHTepasbHO B TedeHne 2 Hejenb, C NO-
cnejyroLWwmmM nepexojomM Ha nepopanbHbii Nprém B 4o3e 800-1600 Mr B CyTKM
nokasano HanbonbLwyt 3¢ dPekTUBHOCTL B nedeHun MM, NHAYLMPOBAHHOM Npo-
TMBOOMNyXxoneBbIMK Npenapatamu. O6LWas ANNTENbHOCTb Tepannu 3aBUCKUT OT
AVNHAMUKN BNOXUMMYECKNX MoKa3aTenel n MOXeT COCTaBNATbL OT 3 0 6 MecsLeB.
SddekTMBHOCTb Tepanuu S-afeHO3MIMEeTUOHNHOM HEO6X0ANMO OLLeHMBATL MO
CTeneHM CHUXEHUS YPOBHA NeYEHOUYHbIX aMMHOTpaHcdepas.

Mpwn xonecTaTnyeckom/cMeLlaHHOM BapMaHTe NopaXeHns nevyeHn BO3MOXHO
COBMeCTHOE Ha3HayeHne S-afleHO3UIMeTUOHNHA C NpenapaTtaMun ypcoae30KCnxo-
nesoli kncnotol (YAXK) B go3e 15-20 mr/Kkr maccel Tena B 2-3 npuéma Ao paspe-
LweHnsa xonectasa.

5.2. Jlevenne renaroToKCHYHOCTH, ﬂCCO“HHpOBGHHOﬁ C NIpUMEHeHHnem HHI‘M6HTOPOB
KOHTPOJIbHbIX TOYEK

MIMMyHOTepanus pakoBblx 3a601eBaHN C UCMNONb30BaHNEM CeNeKTUBHbIX MO-
HOKNOHaNbHbIX aHTUTeN, 610KNPYIOLLMX «<KOHTPOAbHbIE TOUKU» UMMYHHOTIO OTBETa
(immune checkpoint inhibitors), HaxoanT BCé 60nbllee NpUMeHeHWe B Tepanuu
pakoBbix 3a60neBaHNN. PekoMeHAaUMM NO MOHUTOPUHTY 1 BeJleHUI0 NaLeHToB
C 1eKapCTBeHHbIM MOpaxXeHneM neyeHu, acCoLMMPOBaHHbBIM C Tepanueit HrMbu-
TOpamMu KOHTPObHbIX TOYeK, NpeAcTaBAeHbl B Tabnunue 6.

Ta6nvu.|,a 6. TakTKa BeAeHVs NaLmneHToB C NeKapCcTBeHHbIM NMopaXeHnem nevyeHun, BbiIsaBaHHbIM
Tepanme|7| I/IHFI/I6I/ITOpaMI/1 KOHTPOJIbHbIX TOYEeK

CreneHb
renaro- M3meHeHve
TOKCUY- nabopaTopHbIX
HOCTU nokasarenei TakTvka BegeHus
1 ANT, ACT >1-3 BI'H; » lpogomknTb Tepanuio
06wWwit 61AMpy6MH > 1-1,5 BIH + B/xaHanu3 kposw, oLeHKa GyHKLMM NeYeHn pa3 B Heaento
2 AT, ACT >3 <5BrlH; + [lpuocTaHOBUTL Tepanuio
06U 61AMpYBIH > 1,5 <3 BFH *  WcknounTs BUPYCHbIE renatuTel, ayTOMMMYHHbIe 3abone-
BaHVIS NeyveHw, 6unnapHyo 06CTPyKLMIO, HOBbLIE MeTacTa-
3bl UV TPOM603
* HasHauuTb npeaHn30n0H 0,5-1 Mr/kr/cyT (nn metun-
NpeAHV30M10H B 3KBMUBaNEHTHOI A03e) Ha 4 Heaenw,
€ NoCNeAyoLWYIM yMeHbLLIEHNEM 03UPOBKU
+ KoHTponbk 6/x nokasaTeneit ABaxAbl B Heaento
+ MMpv HEO6XOANMOCTM — NpoBeAeHNe BLUONCUN NeYeH:
+ B0306HOBWTL TEPaNUO UHIMBEUTOPaMU KOHTPONBbHbIX
TOYeK BO3MOXHO NPV CHUXEHWUM A03bl NPeAHN3010Ha A0
10 Mr/cyT (yny4lieHune 6/x nokasatenen go 1 creneHn
renaToToKCUYHOCTH)
3/IOKAYECTBEHHBIE OMYX0/N MALIGNANT TUMOURS
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CreneHb

renato- M3meHeHne

TOKCWY- nabopaTopHbIX

HOCTW nokasarenei TakTvKa BegeHua

3-4 ANT, ACT >5 Bl'H; + MoNHOCTBIO NPeKPaTUTL Tepanuio UHIMGUTOPaMM KOH-

06Lwuit 6uanpy6uH >3 BI'H

TPONbHbIX TOYUEK

+ KoHTposb 6/x nokasaTeneit kposu kaxasle 1-2 AHSA

* HasHauuTb NpeAHM30M0H B fo3e 1-2 mr/mr/cyT

+ MMpwv OTCYTCTBUW NONOXUTENLHON AUHAMVKK Yepes 3 AHA
neyeHus 4o06aBUTb MOGUTUA MUKOdeHoNaT

+ Mpwv ynyyweHnn 6/x nokasaTeneil HauaTk NocTeneHHoe
CHUXEHWe A03bl NPeAHN30/10Ha Yepes 4 Heaenun

+ MMpv HEO6XOAMMOCTN — NpoBeAeHNe B1MONCUN NeYeHn

BrH — eepxHsas epaHuya Hopmel

HexenaTtenbHble ABNEHUSA Tepanun, NPUBOASLLME K Pa3BUTUIO NeKapCTBEHHOTO
nopaxeHns neyeHu, 0bbIYHO MPOTEKAOT MO TUNY 6€CCMMNTOMHOIMO MOBbILLEHUS
YPOBHS Ne4YéHOUHbIX aMUHOTpaHcdepas, a Takxe B psaje cnyyaes obuiero 6unum-
pyburHa. O6bluHO OTMeYaloTCa Ha 6-14 Hedene C Havana nevyeHUs HIIM6UTopammn
KOHTPO/IbHbIX TOYEK 1 B HEKOTOPbIX C/IyHasix COMPOBOXAAOTCA MOBbILLIEHNEM TeM-
nepaTtypbl Tena. YacToTa pa3BUTUA NeKapCTBEHHONM renaToTOKCUYHOCTY 3aBUCUT
OT JO03MPOBKW Ha3HavaeMbIX NpenapaTos 1 BapbupyeT oT 5 Ao 30 %.
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