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1. ONPEAENEHUE U ®AKTOPbI PUCKA

[enaToTOKCMYHOCTb — 3TO NOBPEeXAeHNe NeyeHun, BbI3BaHHOE YyXXepoAHbIMY
BelecTBamMm (KceHobMnoTMKamm). HacTHbIM Clyyaem renaToTOKCUYHOCTY ABAAETCS
NlekapcTBeHHoe nopaxeHue neveHu (JIMM) — nospexgeHve, BbiI3BaHHOE MPUEMOM
peLenTypHbIX NM60 6e3peLlenTypPHbIX 1eKapCTBEHHbIX NpenapaToB. KanHnveckmne
nposieneHns JIMM MoryT 6bITb NpeAcTaBAeHbl Kak OCTPbIM, Tak U XPOHUYECKUM
nopaxeHveM neyeHun, a No TSXeCcTN BapbMpoBaTb OT 6€CCMNTOMHOIO MoBbILLe-
HVS NeY€HOYHbIX aMUHOTPaHCcPepas A0 pasBUTUA GYIbMUHAHTHOM MEeHYEHOUYHON
HeAOCTaTOYHOCTU. OTANUYNTENBbHON 0CO6EHHOCTLIO MOAABAAIOLLLEr0 60NbLINHCTBA
npenapaTtos, MPUMeEHSAEMbIX B XMMUOTEpanmnm oHKONornyeckmnx sabonesaHnii, as-
NAeTCA X NCXOAHASA LMTOTOKCMUYHOCTb. TO B 3HaUNTEIbHOM CTeneHu onpejenseT
renatoTOKCHMYeCKM NOTeHLMan MPOTUBOOMNYXO0JIeBbIX MpenapaToB, MPUHNMAas BO
BHMMaHWe LeHTpanbHY pPoib MevyeHn B UX meTabonnsme. MNatoreHeTnyeckme
MexXaHM3Mbl Pa3BUTUSA renaToOTOKCUYHOCTY NpeAcTaBaeHbl Ha puc. 1.
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I MexaHu3mbl paszsuTus JIMMN

v
v v

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 BOCMPOM3BOAMMA B 3KCMe-
« MpenapaTkl: NapateTamon, Uknopoc- puMeHTe
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 nopaxeHue neyeHu.

1.2. ®akxropsi pucka JIMM

1.2.1. Onpepensembie opraHuzmom

Moxwnnon Bospact

XeHckunin non

bepemeHHOCTL

leHeTMYecKaa NpespacnoNoXeHHOCTb
PoHOBble 3a601eBaHNSA NeYeHun
OcobeHHOCTN UMMYHHOTO cTaTyca
ConyTcTByOLWME CUCTEMHbIE 3a60/1eBaHNA
KonnuyecTBo npnHMmMaemMbix NpenapaTos
Muwesble dakTopbl

1.2.2. Onpepensembie npenaparom

CyTo4Has fo3a

MeTabonnueckuii npodunb

Puck B3anmoaencTBmA C 4pyrumum npenapatamu (0cobeHHo Npu nonnnparma-
31K)

NnnocomanbHbIe npenapaTsl

%~ 3/IOKAYECTBEHHbIE ISSN 2587-6813 (3n1eKTpOHHOE U3jaHne)
g onyxonu

Towm 8, #3, 2018, cneusbinyck 2



Bepcus 2018 FENATOTOKCHYHOCTE 533

2. KNACCMOMKALnA

Mo KNNHUKO-MOPPONOrMyeckoli KapTUHe BblAeNstoT cneaytowme dopmbl JMM:

« TenatouennwnsapHbie (LUTONUTUYECKME) MOPAXEHWNS MeYeHN
«  Xonectatvyeckue NopaxeHUs neyeHu

+ CMelaHHbI/i TUN NopaxeHUs

+ CocyauncTble NOpaxKeHue neyveHu

+  JlexapCTBEHHO UHAYLMPOBAHHLI/ cTeaTo3/cTeaTorenaTnT

« TpaHynemaTo3HbI TUN NopaxeHns

3. KJIMHWYECKUE NPOSABNEHUNA

lenatouenntonsapHas ¢opma NopaxeHns NeYeHn xapakTepmnsyeTcs NoBbILLEHN-
em AJIT 6onee, 4em B 2 pasa OTHOCUTENbHO BepxHel rpaHuLbl Hopmbl (BIH). Mpwn
3TOM TakXe BO3MOXHO MoOBblIleHWe wenoyHon pocdartasnl (LP), asnatowencs
MapképoMm xonectasa. jna renatoLeNtONAPHOro NopaxXeHna xapakTepHO COOT-
HoweHne AJIT/LL® > 5.

Xonectatnyeckme nopaxeHmsa xapakTepmnsyrTCa KaHabLeBbIM, MapeHxnma-
TO3HO-KaHanbLeBbIM M BHYTPUMNPOTOKOBLIM X0/iecTa3oM. Mpn 3TOM oTMeYvaeTcs
noBblLlleHne ypoBHSA LLI® B 2 1 6onee pas, cooTHoweHne ANTT/LLU® < 2.

Mpwn cmewaHHom popme JIMM kak ANT, Tak n LLL® nosbiweHbl 60/1ee, YeM B 4Ba
pasa, npu4ém cooTHoleHne ANTT/LL® HaxogmTca B gnanasoHe oT 2 go 5 (tabanua 1).

Ta6nuua 1. BapraHTbl NapeHX1MMaTO3HOro NOpaxeHus neveHn

Tun noBpexzaeHnst Broxnmmyeckne nokasartenu

lenaTtoLennonapHsblii ANT> 2N nnn cooTHoweHne ANIT/LLD > 5
Xonecrtatnyeckuia L& > 2N nnn cooTHoweHne AT/ LS < 2
CMeLlaHHbIn ANT> 2N n WD > 2N; cooTHoweHne AT/ LD oT 2-5

JlekapcTBeHHble B3anMOAeNCTBMA — YacTas NpUYnHa pasBuTUSA HexenaTeNbHbIX
ABMEHWNN N renatoToOKCUMYHOCTU. MauneHTbl C OHKONOTYecknmMm 3aboneBaHnAMMN
MOMMUMO NPOTMBOOMYX0AEBOM Tepanum NONYHarT P 1eKapCTBEHHbIX MpenapaTos,
HanpaBAeHHbIX Ha KOPPEKLNIO OCNOXHEHWNA XMMUOTEepanun 1 1eyeHne conyTcTBy-
oL Mx 3ab6oneBaHnii (06e3bonmBatoLLne, MPOTUBOPBOTHbIE, MPOTUBOCYAOPOXHbIE
M T.4.), YTO NOBbIAET PUCK N€KAPCTBEHHbIX B3aVMOAENCTBUM.

Hanbonee BaxeH papMakoKMHeETNYeCKMIA TUMN B3aUMOAENCTBUA — KOrga OANH
npenapaT BAuseT Ha abcopbuuto, pacnpegeneHie, MeTaboanN3M NN SKCKPELUIO
Apyroro npenapaTta. Mockonbky 60bLWLNHCTBO NeKapCTBEHHbIX MpenapaTosB Me-
TaboNN3MPYyTCS NPU y4acTUnM cncTembl LuToxpomos P450, a onpesenéHHble ne-
KapCTBeHHble BeLecTBa MOy T 6bITb MHAYKTOPaMU UAUN MHTMBUTOPBI LUTOXPOMOB
AAHHOW CUCTeMbI, PUCK Pa3BUTUA HeXeNaTeNbHbIX ABNEeHN BO3pacTaeT.
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B Tabnuue 2 npuBeseHbl MHAYKTOPLI 1 6iokaTopbl nsopepmeHTos CYP450,
a Takxe cybCTpaThl M3 YMCla OCHOBHbIX MPOTMBOOMNYX0NeBbIX MpenapaTtos. Kpome
TOro, ANS OLeHKM MOTEeHLMaNbHOMo B3aMMOAENCTBUSA 1eKapCTBEHHbIX MpenapaTos,
MOTYT 6bITb MCMOb30BaHbI 3/1eKTPOHHbIE pecypchl.

Ta6nunua 2. OcHOBHbIe 610KaTopbl U MHAYKTOPLI N30dpepmeHToB CYPA50

Cy6cTpaThl WNHrnémntops! | WNHayKTopsl
CYP1A2
5-pTopypaumn AmMrosapoH PudamnmumH
Jakap6asuH AMUTPUNTUANH MaHTonpason
OkcanunnaTtuH AmnognnuH
WbecapTaH
Kap6amasenuH
KnaputpomunumH
KnomundeH
KoTpumokcason
Owmenpason
OHpaceTpoH
dnysactaTuiH
LunpodnokcaumH
CYP2B6
Ndochamung AMnoannuH Bepanamun
LUnknodpochammg (MHAYKTOP) [JlokcopybunumH ATopBacTatuH
WTpakoHaszon dnysacTaTuH
KeTokoHazon Hudeannux
Knonugorpen MeTtamuzon
KnoTtpumokcason Knodubpat
MapokceTnH [JlekcameTasoH
CepTtpanviH HunotnHno
CopadeHnb DdeHobapbutan
TamokcndpeH DeHnTonH
TviknoneauH PupamnmumH
LucnnatuH CynbduHNpasoH
KapbamasenuH
CYP3A
UntapabuH LnmeTtnanH Kap6amazenuH
BycynbdaH KnaputpomuumH S¢asupeHy
Ndochamng AnnTtrasem ®eHobapbuTan
Jlokcopy6uLINH (MHrMBMTOP) SpUTPOMULIMH ®eHNTONH
MNaknutakcen DiyKoHa3on MuoranTasoH
JoueTtakcen KeTokoHazon PudamnuumH
BuHKpucTuH PutoHaBup
TonoTtekaH (MHrM6UTOP) Bepanamun
MpnHoTekaH
STono3ung
SpnoTUHNG
repuTnHNG
CopadeHnb
MaszonaHn6
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Cy6cTpaThbl

WHrnéumtopsl

NHayKTOpBI

CYP2C9

KaneunTabuH (MHrnbutop)
LuncnnaTuH (MHrméutop)

AmnoaapoH
AmnoamnunH
ATopBacTaTuH
BapdapuH
BancapTtaH
[Anasenam
[JvknodeHak
Néynpoder
M30Hna3ng
KetokoHazon
JlaHconpason
MeTpoHunganos
HudeannuH
Owmenpason
MNaHTONpason
PosysactatuH
TamokcudeH
TuknonuanH
TpumeTonpum
dnysacTaTuH
dyKoHason
LinknocnopuH

PudamnuumH
KapbamasenuH
Linknogpocdpamug
JllexcameTasoH
deHobapbuTan

CYP2E1

Jllakap6asunH
OkcanunnaTuH

AMUTpUNTENNH
XnopnpomasmH
LnmeTtnanH
KnomudeH
Knonasenam
KnoTpumokcason
Avaszenam
JunknodeHak
StaHon
STOPUKOKCNG
WM3oHwnasung,
WTpakoHason
Mwugasonam
HukoTnHamng
HudeannuH
Mponodgon
CunaeHadun
TuknonuANH
YAXK

Knodubpat
KonxvumH
PeHobapbuTan
PudamnuumH

CnekTp KAMHMYeckmnx nposisneHn JINM BapbupyeT oT 6€CCUMNTOMHOIO Mo-
BbILUEHWNA MeYEHOYHbBIX aMUHOTPaHcdepas 40 pasBUTUS XENTYXN, XonecTasa, 06-
CTPYKLMM CMHYCONAOB, MpOrpeccMpoBaHmns ¢pnbposa n pasBntms GyIMMHaAHTHOM
NeyéHOYHOMN HeAOCTaTOYHOCTM. TUaTeNbHbIN aHann3 Bcex $akTOPOB pUCKa, KOH-
TPONb CONYTCTBYHOLWMNX 3aboneBaHNiA, NOA60P ONTMMANbHON Tepann No3sonsaeT
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CHU3UTb BEPOATHOCTb BO3HUKHOBeHMA JIMM. OgHako B 60NbLIMHCTBE ClyyYaeB
noBpexJeHne neyeHn NpoTekaeT NO MeXaHU3MY UANOCUHKPA3NN, YTO B 3HAUU-
TeNbHOW CTeneHn 3aTpyaHAET OLeHKY pMUCKa ero pa3BuTus.

Mpw cOCYANCTBIX MOpPaXXeHMsX B NaTONOrMYeCcKni MpoL,ecc MoryT BOBNeKaTbCA BETBU
BOPOTHOU BeHbI, Me4Y€HOYHOI apTepunn, MeYEHOYHON BeHbI, LLleHTPaJbHbIX BEH N CUHY-
congos. MexaHU3M NX Pa3BUTUS 40 KOHLA He n3BecTeH. MNpu cMHAPOMe 06CTPYKL MK
cnHycomngos (COC) oTMeuaeTcsa NoOBpeXAeHne SHA0TeNNaIbHbIX KNeToK, YTO B CBOHO
oyepeib NPUBOAUT K UCTOHYEHUIO UHTUMbI U BbIXOAY 3PUTPOLNTOB B MPOCTPAHCTBO
[ncce. Arperaums SHAOTENNANBHbBIX KNETOK U SpUTPOLMTOB B CMHYCOMAAX CO3AaéT
NpensaTCcTBME BEHO3HOMY OTTOKY, MPUBOAS K CTa3y KPOBU U pacLUMPEeHNI0 CUHYCON-
ZoB. Pa3BnBaeTtca ¢p1n6po3 1 0banTepaLmsa LeHTpasbHbIX BEH, YTO MOXET MPUBOAUTL
K LEHTPMI0BYNSPHOMY HeKpO3y renatoumToB. KnnHnyeckme npossneHns COC xapak-
TEPU3YHOTCA ObICTPLIM YBENNYEHNEM PAa3MepPOB U MOBbILWEHMEM MAOTHOCTW NeYeHu,
HapacTaHuneM acuymTa. B 6uoxmmmnyeckom aHanmse Kposm NpeobaajaeT NoBbILLEHNE
Mapképos xonecTasa (L, ITT). COC Hanbonee YacTo HabNOAAETCA Y NALMEHTOB Ha
3Tane NoAroTOBKM K TPa@HCMAaHTaLMM KOCTHOro Mo3ra. ®akTopaMu pucka BbICTynatoT
BblCOKMe A03bl 061yYeHMs, a Takxe bycynbdaH, untapabuH, umknopochammng, kap-
MYCTUH, MUTOMULWH, 6-MepKanTonypuH, a3aTUONpPWH, Aakapba3nH 1 oKCannUnAaTmH.

JlekapCTBEHHO-NHAYLNPOBAHHLIN CTeaTo3 MOPdOIOrnyYeck MOXeT BbiTb Npea-
CTaBAeH Kak KpyMHOKanenbHOM, Tak U MenKokanenbHOM XXNPOBON MHGUALTPaLmeit
renatounToB. [lopaxeHne pa3BMBaeTCA B pe3ybTaTe HapyLLleHNA OKUCANTENIbHOTO
dochopunmpoBaHna B MUTOXOHAPUAX. KNMHMYECKM CTeaTo3 npoTekaeT 6eccum-
NMTOMHO 1 MOXeT 6bITb BbIiIB/IEH C MOMOLLbIO Ny4YeBbiX METOAOB ANArHOCTUKMN.
MpucoesnHeHVe BOCNannuTeNbHOM peakym Be4ET K 1eKapCTBEHHO-MHAYLMPOBaH-
HOMY cTeaTorenaTuUTy; OH XapakTepn3yeTCcs NOBbILLEHNEM YPOBHSA NeYEHOUHbIX
aMunHoTpaHchepas 1 MoXeT NPUBOAUTE K Pa3BUTUIO dMbpPO3a 1 LMPpPO3a NeYeHu.

BaXHbIM acnekToM CHUXeHWs pucka pa3suTtuma JMNM asnsetca obcnegoBaHne
nauMeHTa C LieNbo NCKNOYEHWA CYLLLeCTBYOLL e NaToNornmm neveHn 4o Ha3HayeHns
NPOTUBOOMNYXO/IEBON XUMuoTepanuu. MNpu BoigBaeHN GOHOBOro 3aboneBaHnNA
neyeHN HEOH6XOAMMO OMpeAeNTb ero 3HavYeHne AN XXN3HEHHOTo NPOrHo3a 60b-
HOro, BO3MOXHOCTb NPOBEAEHNA NPOTUBOOMYXONEBON XUMMoTepanmun. Hapyue-
HMe GYHKUNM neveHn BAnsSeT Ha apMakoKUHETUKY U papMakogUHAMUKY MHOTUX
XMMUMonpenapaToB. YMeHbLUeHne Ne4éHOYHOro KpOBOTOKA 1 06LLero konmyecTsa
QYHKLMOHNPYIOLWMX FrenaToumMTOB CHUXKAaeT KNMpeHC npenapaTa, a HU3KNM ypoBeHb
anbbyMUMHa n3MeHseT 06bEM pacnpegeneHns NekapCcTBEHHOrO BellecTBa.

4. Anarxoctuka

1. C60p >kanob n aHamHesa

2. Bpaue6Hbliht ocmoTp

3. Jla6opaTopHas AMArHoCcTMKa (KNNHNYECKNI N BUOXMMUYECKN (+tanbbyMUH,
3/1eKTPONNTHI) aHanm3sbl kposu, AT, koarynorpamma (MHO, M), obwnii aHanms
MOoun
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4. AnarHocTuKa BUPYCHbIX renaTUToB

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

b. Ecnn HBsAg+: HBeAg, HBeAb n konnyectseHHoe onpegenerHune AHK HBYV,
HDVADb.
OnpejeneHne aHTUTEN K A4epPHOMY aHTUreHy renaTtuta B (HBcAb) IgG.

d. OnpegeneHune antuten k renatuty C (HCV), ecav nosnTmBHbIE: onpejene-
Hue konnyectBa PHK B nna3me, onpejeneHne reHoTunNa N KOHCynbTaymna
renaTtoJsiora.

5. OueHka pyHKLMOHaNbHOro cTaTyca nevyeHu no knaccméunkaumm Child-Pugh

(CP) anqa cnyyvaeB n3BecTHOro ¢oHOBOro LMppo3a neyveHn. Kaxabli npruaHak

B 3aBUCMMOCTW OT BblpaXeHHOCTW oLeHnBaeTcs B 6annax ot 1 go 3 (Tabn. 3).

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

COOTBETCTBEHHO.

6. Y3/ opraHoB 6pIOLLHOM NOJIOCTU 1 3a6PIOLLINHHONO NPOCTPaHCTBA.

N

Ta6nuua 3. bannbHas cuctema Child-Pugh npu umppose neyexun

XapakTepucTtumka 16ann 26anna 3 6anna

SHuedanonaTus (cTeneHb) Het I-Il cTeneHb (nan -1V cTeneHb (nnn
KOMMeHcnpyeTcs Meau- pedpakTepHas)
KaMeHTO3HO)

Acuunt Het «He3HaYNTeNbHbIN» «yMepeHHbIN»

Anb6YMUH nnasmel (r/An) >352,8-35<28

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

yBenuueHue, cek.

(N=12-14 cek.) <1,7 1,7-2,3 >2,3

vwan MHO

06N 6UANPY6UH 1-2 mr/gn (nnn < 2-3 mr/gn (nnn >3 mr/an (unm > 51,3 MK-

34,2 mkmonb/n) 34,2-51,3 MKMoAnb/n) Monb/n)

Ans anarHocTukm JIMMy 60nbHBIX ¢ OHOBOWM NaTONOrME NeYeHN C MOMeHTa
Ha3Ha4YeHWsA NPOTUBOOMYXONEBOM XMMMOTEpannn Heobxo4MMO NpoBeAeHe MO-
HUTOPUHIa BUOXNMNYECKNX NOKasaTener Kposu, (06LWNi 6uanpybuH, anbbymunH,
ANT, ACT, LL®) 1 pa3z B 7-14 gHel. ina yTOUHEHUS AMarHO3a MOTYT NCNO/b30BaTbCA
NyyeBble MeTOAbl ANArHOCTUKY (HanpuMep, ANS BbIABNEHNS COCYANCTOrO MOPaxeHns,
pa3BuTUS buanapHoii natonorum). Mpu HEO6XOAMMOCTN BO3MOXHA MyHKLNOHHAasA
6roncnsa n mopdonornyeckoe NccaejoBaHme NapeHXrmel NeYeHu.

HeobxoanM TwaTenbHbIN aHaANW3 NPUHUMaeMbIX NaLMeHTOM NpenapaToB
C YYETOM AO3NPOBKU U ANNTENBLHOCTU NPUéMa. VMIamMeHeHNa BUOXMMNYECKNX NOo-
KasaTeneli BCkope nocfie Ha3HayeHUs NpenapaTa 1 NociejyroLas HopManmsa-
LS nocae ero oTMeHbl CBUAETENbCTBYIOT B MO/b3Y JleKapCTBEHHOM renaToTok-
CMYHOCTU. TeM He MeHee, B 6ONbLINHCTBE CNy4vaeB gnarHocTuka JIMNM 6biBaeT
3aTPYAHUTENbHON, 0CO6EHHO Y NaLMeHTOB C yXXe nMmerLwmnmcsa 3abonesaHnem
neyeHu, a TakXe y 60/bHbIX, MOAYyYalOLWMX OAHOBPEMEHHO HECKONBLKO Npena-
paToB. MOMUMO 3TOr0 HEOHXOAMMO OLleHMBATb PO/Ib ONYXONEBOro NOpPaXeHns
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neyeHu, a TakXe BO3MOXHOE pasBuUTMe NnapaHeonaacTnyeckoro cnHapoma. na
oueHKkn BepoATHOCTW ST MoxeT NnpuMeHaTbcsa wkana CIOMS/RUCAM (Councils for
International Organizations of Medical Sciences/Roussel Uclaf Causality Assessment
Method), oueHnBarLwasa G¢akTopbl puUcka, TOKCUYECKNI NoTeHUan npenapara,
HanMune CONyTCTBYIOLLEl Tepanun 1 TeyeHne 3aboneBaHNA, a TakXe BpeMeH-
HYI0 CBS3b MeXAY NPMEMOM npenapaTa C pa3BUTUEM KAMHUYECKUX MPOABAEHUN.
(http://www.pmidcalc.org/?sid=8 229 110&newtest=Y)

ANs OLeHKM TAXEeCT renaToTOKCUYHOCTY TakXXe MCMOob3YrTca Kputepumn Ha-
LMOHaNbHOro MHCTUTYTa n3ydeHna paka (National Cancer Institute, NCI), (Tab6. 4).
Vi3onnpoBaHHOe NoBbILLEHVEe MeYEHOUYHbIX pepMeHTOB He BCerja CBuAeTenbCTByeT
0 pPa3BUTUM OPraHHOM HeAO0CTaTOYHOCTU, B CBA3MN C YeM HEO6XO0AMMO NpOBeAeHMe
BCECTOPOHHE OLLeHKM noKa3aTenen.

Ta6nuua 4. Kputepum TSXeCTV renaToToKCMYHOCT HauoHanbHoro MHcTuTyTa paka CLUA

CTeneHb renaToTOKCUYHOCTU

MNapameTp | ] m v

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

06wt rnnpy6buH <1,5BrH 1,5-3BrH 3-10BMH >10 BrH

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

TpaHc-nentugasa (MT)

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

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

MeyéHouHas Her Het AcTepukcmnc Taxénas

He0CTaTouHOCTL (nopxatoLnia 3HUedanonaTus,
Tpemop) Koma

MopTanbHbIli KPOBOTOK Hopma CHUXeH PetporpagHbliii kpo- | CocTosiHue, Tpeby-
BOTOK, BPBIM/acumt | toulee sKcTpeHHOro

onepaTvBHOro

BMeLlaTeNnbCTBa

BrH — sepxHssA epaHuya Hopmel, BPBIT — sapuko3Hoe pacwupeHue 8eH nuwyego0a/xenyoka

Ansa oueHkn TaxecTn /MM v NporHosa 3aboneBaHNs TakXke MOryT UCMOAb30-
BaTbCSA KPUTEPUM TAXKECTN renaToTOKCUYHOCTW FPYMMbl MO N3YyUYeHUO JIeKapCTBeH-
HO-MHAYLMNPOBAHHbIX NOPaXeHUin neyeHn HaLyMOHaNbHOro MHCTUTYTa 340P0OBbSA
(NIH DILI network), ocHoBaHHble Ha aHanu3e nokasarteneit AT, WP, obwero 6u-
nnpyébuxa n MHO.

B Tabnnue 5 npeactaBneHbl Hanbosnee pacnpocTpaHéHHble BapuaHThl JIMM,
Habnogaemble Npy NPOBeAEHNN MPOTUBOOMNYXOAEBOM XUMMOTepanuu.
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Ta6nuua 5. Yactota pa3sutus JIMM Ha poHe NCNoNb30BaHNSA OCHOBHbIX XMMKOMNpPenapaTos

Knacc npenapatos

Mpenapat

YactoTa pPa3BuTUSA renaToTOKCUYHOCTU

AHTUMETaboANTbI 5-pTopypaumn MNosbiweHne ACT/ANT B 70% cnyyaes
KaneuuntabuH ACT/ANT >5 BI'HB <1% cnyyaes
YMepeHHoe noBblLLeHve 6unnpybrHa >40%
remMunTabuH MNosbiwerve ACT/ANT B 30-70% cnyvaes
ANT >5BlrH B 5-12% cnyyaes
MoBbilWweHve 6unnpybuHa, LLd — peako
MeToTpekcaT MNosbiwerve ACT/ANT B 15-50% cnyvaes
MemeTpekces MNosbiweHne ACT/ANT B 30-60% cnyvaes
MoBbiWweHne 6unnpybuHa, LL® — peako
Ankunupyrolve areHTsl | Linknodocdamumg MNosbiwerve ACT/ANT B 70% cnyyaes
Ndochamng YMepeHHoe nosbiweHne ACT/ANT
OkcannnnaTtuH YMepeHHoe nossbiweHne ACT/ANT
LncnnatnH He6onbLuoe nosbiweHne ACT/ANT
Kap6onnaTtuH MosbiweHne ACT/ANT B 30% cnyyaes
Jlakap6asuH YmepeHHoe nosbiweHne ACT/ANT
MpoTtusoonyxonesble [JlokcopybuumH MosbiweHne ACT/ANT B 40% cnyyaes
AHTUBNOTMKN 1 3NMpY6ULIMH
BneomunumH MNosbiweHne ACT/ANT ot 10% Ao 30% cnyyaes
Mpenapartsbl, BuHkaankanongbl MNosbiweHne ACT/ANT ot 5% o 10% cnydaes
BO3JeiicTBylOWMe
Ha Ty6ynuH TpabekTeanH MNosbiweHne ACT/ANT B 40% cnyyaes
MNaknuTakcen MNosbiwerve ACT/ANT ot 7% 0 26% cnyyaes
JoueTakcen YMepeHHoe nossbiweHve ACT/ANT
WHrnéumropel MprHoTekaH MosbiweHne ACT/ANT > 15% cnyyaes B KOMBUHA-
Tonomsomepasbl Luu C ApyrviMy npenapaTamu
BbipaxeHHoe nosbileHvie ACT/ANT ot 1% o 4%
cnyyaes
TonoTekaH Mosbiwerve ACT/ANT > 15% cnyyaes
BbipaxeHHoe nosbiweHne ACT/ANT ot 1% a0 4%
cnyyaes
3ToNo3ung MNosbiweHne ACT/ANT ot 5% g0 100% cnyyaes

B KOM6VIHALMM C APYTMI NpenapaTamm

MoHoKN0HaNbHbIe
aHTuTena

Nnunnmymab, HuBonymab,

OnucaHbl oTaenbHble ciyyan passutma SN -1V

neméponvsymab CTeneHu TAXeCTU, BNaoTb A0 GY/IMUHAHTHON neyé-
HOYHOI HeZlOCTAaTOUHOCTU
BeaLu3symab BO3MOXHOCTb NPOTEKTUBHOIO 3pdekTa
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Knacc npenapaTos Mpenapat YacToTa pasBmMTMA renaTtoTOKCUYHOCTN

(MynbT1) KMHa3HbIe SpnoTUHNG YmepeHHoe nossbleHvie ACT/ANT

MHrGUTOpI MoBbitweHne ACT/ANT > 5 BIH B > 10% cnydaes
redputnHNG MosbiweHve ACT/ANT oT 9 ao 13% cnyyaes

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

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

CopadeHn6 YMepeHHoe nosblileHvie ACT/ANT
MNosbiweHve ACT/ANT > 5 BI'H 1-3% cnyvaes

MasonaHn6 MNosbiweHve ACT/ANT B > 50% cnyyaes
MNosbiweHne ACT/ANT > 5 BI'H B > 8% cnyvaes

YBenunueHue yposHs obLuero 6uavpybuHa s 30%
cnydvaen

KoMm6uHauus yBenmyeHus ypoBHs 0.61unnpy6riHa
v ANT B 1-2% cnyyaes

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

PeAko — rvnepaMMoHVeMUs 1 pasBUTHE NeYEHOY-
HoW 3HUedanonatum

PeropadeHun6 MosbiweHne ACT/ANT B 39-45% cnyyaes
MosbiweHne ACT/ANT > 5 BI'H B 3-6% cnydvaes

PeAko — runepamMMoHVeMUs 1 pasBUTUE NeYEHOY-
HoW 3HUedanonatum

BemypadeHn6 MosbiweHve ACT/AT B 30% cnyyaeB
MNosbiweHne ACT/ANT > 5 BI'H B 3% cnyvaes
FopMoHanbHble TamokcundeH Pa3BuUTME HEaNKOrobHOW XNPOBOI 60/1e3HN Neve-
npenaparb! HV B 40% cnydyaes Kk 1 rogy npyMeHeHns
AbupaTtepoH OnucaHbl oTgensHble ciyyan passutua NN -1V

cTeneHn TaxecTn

BIrH — sepxHsas epaHUya Hopmel

5. IEYEHUE

JleyeHne NPOBOANTCHA B COOTBETCTBUM C AENCTBYOLWNMN HALWOHANbHbLIMY
pekoMeHAaunAMU N JONXKHA YYNTbIBaTb OHKONOrMYeCcKuiA cTaTyc naymeHTa. Mo-
XeT noTpeboBaTbCHA KOPPeKLMS 403bl MPOTUBOOMYXOJEBOr0 XMMMONpenapaTa
C HM3KUM TepaneBTUYECKNUM MHAEKCOM 1/ NAn ecav npenapaTt meTaboansmpyercs
npu yuyactum CYP3A4/5, akTUBHOCTb KOTOPOrO CHMXaeTCcs Npu XPOHNYeCKMX 3a-
60neBaHNAX NeYeHU.

Hanbonee cnoxHon npo6a1eMoin ABiseTcs BO3MOXHOCTbL MPOTUBOOMYX0/1€BOro
JledeHns Npu HapyLeHNn 6enKoBO-CMHTeTUYeCcKoW (ypoBeHb MHO >1,2, anb6yMuH
<30r/n, HeonyxoneBbli pePppakTepHbIN acumT) N 4eTOKCUKALNOHHONM (06LWniA 6ur-
NNPY6UH >51,3 MKMOAb/N) GyHKUNI NeveHn. NMpu HaANYNM NCXOAHON NeYEHOYHOM
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HeAOCTaTOYHOCTN Ha3HaveHne onpesenéHHbIX XMMnoTepaneBTUYeCKMX areHToB
MoXeT noTpeboBaTb KOPPEKL MO NX A03bl (MPUMepPbl KOpPeKL N J03bl NpenapaTos
npeacTaBneHbl B Tabnuuye 7).

5.1. JleyeHne renaroToKCHYHOCTH Y NALHEHTOB, MONYYAIOWHX
npoTMBOONYXOMEBYIO TEPANHIO

MOCKONbKY renaToTOKCMYHOCTb Ha GOHe MPOTMBOOMYXOEBOW Tepannm Yatlle
BCero obycnosneHa MANOCUHKPAa3nen, BO3SMOXHOCTY 1eKapCTBEHHOM KoppeKLnm
n/mnnn neyerHuna JIMNM BecbMa orpaHnyeHbl. B 601bWNHCTBE KANHNYECKUX CUTYa-
UMl Koppekunsa/neyeHune eKkapCcTBEHHO-UHAYLMPOBaHHOM renaToTOKCUYHOCTH
HeBO3MOXHO 6e3 peAyKLUM A03 NPOTUBOOMYXONEBbIX XMMONpenapaTos. s
60/bLINHCTBA XMMUOTEPaANeBTUYECKNX CXeM BbipaboTaHbl KOHKPETHbIe peKOMeH-
Jauvin rno U3MeHeHU J031NPOBKU, OCHOBbLIBAsACb HA CTEMEHU TAXECTN 1eKapCTBeH-
HOro NopaxeHusa neveHu (tab. 7). ObLMe peKOMeHAAL N MO BEAEHNIO NaLNeHTOB
C pa3BuUTMEM NeKapCTBEHHO-UHAYLMPOBAaHHOIO NOpPaXeHnsa nevyeHn Ha ¢oHe npo-
BOAMMOW XMMMnoTepanum 6asnpyroTca Ha KpUTEPUAX TAXECTU renaToTOKCUUYHOCTM
HaumoHanbHoOro nHCcTUTYTa paka CLUA (Tab. 4). Mpu nsmeHeHUN BUOXNMUYECKNX
nokasaTeseil, COOTBETCTBYHOLMNX 1 CTeNeHN renaToTOKCMYHOCTI, BO3SMOXHO MNPOAOA-
XWUTb NpoBejeHne XMMMoTepanum C TLatTeNbHbIM MOHUTOPUHIOM 1abopaTopHbIX
nokasaTenel naymeHTa (OLeHKa BUoXnmMmnyecknx nokasatenei, PyHKLMOHaNbHBIX
neyéHOYHbIX TeCcToB) 1-2 pa3a B Hejento. Y 60/bHbIX C IeKapCTBEHHbIM Mopaxe-
HVNeM MeyeHn 2 cTeneHn HeobXoAMMO PacCMOTPeTb BO3MOXHOCTb YMEHbLLEeHUS
A03bl UV BDEMEHHOTO NpekpalleHns Nnpuéma xmMmunpenapara. Takxe Tpebyetcs
npoBejeHne OLEeHKN AUHAMUKN BUOXUMNYECKNX NOoKa3aTenell KpOBM C HacToTOM
1 pa3 B 3-4 gHA. PazBnTMe renaTOTOKCUYHOCTY 3-4 cTeneHn AUKTYeT HeobXxoau-
MOCTb BPEMEHHOI NN NONHON OTMEHbl XMMMonpenapaTta, NpoBeJeHne oLeHKN
6MoXMMMUYeCcKMX Nnokasatenen Kposn 1 pas B 2 AHA Ana obecneyveHns ceoespe-
MEHHOM ANArHOCTUKWN Pa3BUTUA GYNIbMUHAHTHOM NeYEHOUHOM HEAOCTaTOUYHOCTH.

Ta6nuua 7. Koppekuus 403 NPOT1BOOMYXONEBbIX XMVONpenapaTos

Npenapat o6wwii AMuHo- LllenoyHas CHMXXeHne EOSI:I

6unupy6uH, mr/an TpaHcdepasbl docdaTasa OT UCXoAHoOW (%)
LinTapabuH - Nobble - 50
LUnknodpochammg 3,1-5,0 >3 BlH - 75

>5,0 0
JakTMHOMULUNH - Nobble - 50
Jokcopy6urumH >3 BMH - 75

1,2-3,0 >3 BrH 50

3-5,0 25

>5,0 0
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Mpenapar o6wwmi AMUHO- LenoyHas CHWXeHne EOBI:I
6unnpy6uH, mr/an TpaHcdepasbl ¢ocharasa OT UcxoAHoW (%)
JlayHopy6ULIMH 1,2-3,0 - - 75
3-5,0 50
>5,0 0
5-dTopypauumn >5,0 - - 0
STonosng 1,5-3,0 ACT >3 xBI'H - 50
FremMunTabunH >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 <1,5 B 2 pasa >Bl'H - 75
1,6-3,0 40
>3,0 25
JoueTakcen - >1,5 Bl'H - 100
1,6-6 Br'H 75
>6 BrH Ha ycmoTpenue
nevyallero Bpaya
Mpokap6asunH >1,6-6 BM'H - 75
>6BrH Ha ycmoTpenue
nevyallero Bpaya
ByHKpUCTUH 1,5-3,0 >2-3BIH MoBbliWweHa 50
BuH6naCTUH >3,1 >3 BIH - 0
BuHopenbuH 2,1-3,0 - - 50
>3,0 25
CopadeHun6 <1,5BrH ACT > BrH 400 mr 2 pasa
B CyTKM
1,5-3 Br'H Jlro60oi1 ypoBeHb 200 mr 2 pasa
ACT B CYTKM
CopadeHn6 No6oi1 ypoBeHb JTto60i1 ypoBeHb 200 Mr B cyTKun
npu anbbymuHe
<2,5r/an
BopTtesomnb >1,5BrH 0,7 Mr/m?

BIrH — sepxHsas epaHUya Hopmel

Ha cerogHsWHWIA AeHb Cpean NpenapaToB, UCMOJb3yeMblX 4/ KOPPeKLMn
NMN, Hanbonblle gokasaTeNbHO 6a3o obnajgaeT S-ageHo3MAMeTMOHUH (SAMe,
AdoMet) — meTabonmyeckn nneioTponHasa Monekyna, KoTopasi yyacTesyeT BO
MHOXeCTBe 6MOXUMUNYECKUX MPOLLeCCOB B KNeTke, BbICTyMNas B KayecTBe JOHOpPa
MEeTUNBHOM rpynnbl B peakunsx MeTUANPOBaHMS HYKeMHOBbIX KMC0T, bochonu-
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nMAOB, TMCTOHOB, 6MOT@HHbIX aMUHOB U NpoTenHoB. Kpome Toro, S-ageHosnnme-
TUOHWH ABNAETCA NpeALlecTBEHHNKOM rNyTaTUOHa — OCHOBHOIO aHTUOKCUAAHTa
B rematoyuTe.

OCHOBbIBaACb Ha AOCTYMHOM KJAVWHNYECKOM OMbITe, Ha3Ha4YeHne S-afleHo3unN-
MeTMOHMHa B Ao3e 800 Mr B CyTKW NapeHTepasbHO B TeyeHne 2 HeAenb, C Mo-
cneayroLWwmnM nepexoioM Ha nepopanbHbii Npuém B go3e 800-1600 Mr B CyTKM
nokasano Hanbonblyto 3¢bekTBHOCTL B nedeHnmn JIMNM, MHAYLNPOBAaHHOM Mpo-
TnBoonyxonesbiMU Npenapatamn. O6LWaa AANTENbLHOCTL TepanmMn 3aBUCUT OT
ANHAMUKN BMOXMMNYECKMX MoKa3aTesiel 1 MOXeT COCTaBNATh OT 3 A0 6 MecALeB.
SddekTMBHOCTb Tepanuu S-afeHO3NIMEeTUOHNHOM HEeO6X0ANMO OLLeHMBATL MO
CTeneHn CHUXEHNS YPOBHA NeYEHOUHbIX aMUHOTpaHcdpepas.

Mpwn xonecTtaTmyeckoM/CcMeLlaHHOM BapuaHTe MopaxXeHns neyeHn BO3MOXHO
COBMECTHOEe Ha3Ha4eHue S-afeHO3NIMEeTUOHWHA C MpenapaTamMm ypcoge30KCnxo-
nesoli kmcnothl (YAXK) B go3e 15-20 Mr/kr maccel Tena B 2-3 npuéma [0 paspe-
LWweHnsa xonecTasa.

5.2. Jlevenne renaroToKCHYHOCTH, ﬂCCO“HHpOBGHHOﬁ C NIPUMEHEHHeMm MHI'HGHTOPOB
KOHTPOJNbHBIX TOYEK

MMMyHOTepanus pakoBbiX 3a601eBaHUN C UCMNONb30BaHNEM CeNeKTUBHbIX MO-
HOKNOHaNbHbIX aHTUTE, 6OKNPYHOLLNX «KOHTPO/IbHbIE TOUKM» UMMYHHOTO OTBeTa
(immune checkpoint inhibitors), HaxognT BCé 6onblUee NPpUMeHeHVe B Tepanun
pakoBbix 3a6oneBaHWiA. PekoMeHAaLM MO MOHUTOPUHIY U BeAeHUI0 NaLneHToB
C NeKapCTBEHHbIM MOPaXeHNeM neyveHun, acCoLMMPOBaHHbIM C Tepanuei MHrbum-
TOpaMu KOHTPOJIbHbIX TOYeK, NpeAcTaBAeHbl B Tabnunue 6.

Ta6nuua 6. TakT1Ka BeAeHNst NaLMeHTOB C IeKapCTBEHHbIM NMOPaXeHneM neveHu, Bbi3BaHHbIM
Tepanuei MHrMBUTOPaMmN KOHTPONbHBIX TOYEK

CreneHb
renarto- N3meHeHne
TOKCNY- na6opaTopHbIX
HOCTU nokasareneii TakTuKa BefeHUs
1 ANT, ACT > 1-3 Bl'H; +  lpoaomxnTe Tepanuto
06t 6uAnpy6UH > 1-1,5 BIH +  B/x aHanu3 KpoBw, oLleHKa GYHKLM Nevern pas B HeAento
2 ANT, ACT >3 <5BrlH; + lMpuocTaHoBUTL Tepanuo

+ UcknoumnTb BUPYCHbIE renaTuTsl, ayTOUMMYHHbIe
3a60/1eBaHNsA NeyeHn, BUNNAPHYH 06CTPYKLIMIO, HOBble
MeTacTasbl AN TPOME03

* HasHaunTb NpeaHn30a0H 0,5-1 Mr/Kkr/cyT (WA meTun-
NPeAHV30/10H B SKBUBANEHTHOW A03€) Ha 4 Heaenw,

C nociesyoLWwyM yMeHbLUeHNeM 403MPOBKU

+  KoHTponb 6/x nokasaTteneit ABaxabl B HeAeNO

+  [pn HEOBXOANMOCTN — NPOBEAEHNEe 61OMCUN NeYeHn

+  B0306HOBUTL Tepanuio MHIMBUTOPAMUN KOHTPObHBIX
TOYeK BO3MOXHO MNPV CHUXEHWUW A03bl MPeAHM3010Ha
20 10 Mr/cyT (ynyywieHune 6/x nokasaTeneii go 1 cteneHn
renaToToKCUYHOCTI)

O6wwit 6unnpy6uH > 1,5 < 3 BMH
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CreneHb

renaro- N3MeHeHue

TOKCNY- Na6opaTopHbIX

HOCTWN nokasartenei TakTuka BegeHUs

3-4 ANT, ACT >5BI'H; * ToNHOCTBIO NPeKPaTUTL Tepanuo MHIMGUTOPaMM KOH-

TPO/IbHbIX TOYEK

*  KoHTponb 6/x nokasaTenei KpoBu kaxable 1-2 AHS

* HasHauuTb NpeAHV30M0H B fo3e 1-2 Mr/mr/cyT

+ [pu OTCYTCTBUM NONOXNTENbHOM AVHAMUKL Yepes 3 AHs
neveHus 4o06aBUTb MOGUTUN MUKOdeHoNaT

+  [pu ynyyweHnn 6/x nokasateneit Ha4aTb NocTereHHoe
CHUXeHMe 103bl NPejHN30/10Ha Yepes 4 Hegenn

+ [pun He0bXOAMMOCTN — MpoBejeHNe BMONCUM NeYeHn

06wmin 6unnpy6uH > 3 Br'H

8[H — 8epxHAA 2pAHUYA HOPMbI

HexenaTtenbHble ABNEHUA Tepanuu, NpUBOASALLME K Pa3BUTUIO 1€KapCTBEHHOTO
nopaxeHnsa nevyeHun, obblYHO MPOTEKAOT NO TUMNY 6@CCMMNTOMHOrO NMOBbILEHMWA
YPOBHSA NeYE€HOUHbIX aMUHOTPaHcdepas, a Takxe B psaje ciyyaes obLlero 6unum-
pybuHa. O6bl4YHO OTMeuatoTca Ha 6-14 Hefenle C Havana ievyeHUa NHrMbnTopamm
KOHTPO/IbHbIX TOYEK 1 B HEKOTOPbIX CAy4asX CONPOBOXAAOTCA MOBbILLEHNEM TEM-
nepaTypbl Tena. YactoTa pasBUTUS 1eKapCTBEHHON renaToTOKCMYHOCTM 3aBUCUT
OT A03MPOBKW Ha3HayaeMbIX Npenapatos 1 BapbupyeT oT 5 g0 30%.
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