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Cnucok cokpallueHum

AIMA - aHTUrNagKoMbILLEYHbIEe aHTUTena

AT - ayTOMMMYHHBIW renatut

AJNT - anaHnHamMuHOTpaHcdepasa

AMA - aHTUMUTOXOHOPUAnNbLHbIE aHTUTENa

AHA - aHTUHYKNeapHble aHTUTena

ACT - acnaptatammuHoTpaHcdepasa

BA[ - 6uonornyeckn akTnBHasi gobaeka k nvie
BI'H - BepxHsas rpaHvua HoOpMbI

ITT - ramma-rnytamuntpaHcdepasa

Ao - remogmnadunbTpaums

'K - rrmtokokopTUKOMabI

IOV - poBeputenbHbI MHTEPBAn
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OHK - nesokcupnboHyknenHoBas kucnorta

XK - >xenyHble KncnoTol

UKT - MHrMBMTOPbI MIMMYHHbIX KOHTPOSbHbIX TOYEK

KBKK - kputepun 6onbHuubl Koponesckoro konnempxka (King's College Hospital)

KP - knuHuyeckne pekomeHgaumm

KT - koMmnbloTepHas Tomorpadgus

JIN-ATTT - nekapCTBEHHO-MHAYLMPOBAHHbIA ayTOMMMYHOMNOAOOHLIA renaTtuT
JIN-BCX - nekapCTBEHHO-NHAYLMPOBAHHbIN BTOPUYHBIN CKITEPO3UPYIOLLNIA XONaHTUT
JIN-OTH - nekapCTBEHHO-NHAYLIMPOBaHHasi OCTpasi Ne4yeHo4YHas He4OCTaTOYHOCTb
JINM - nekapcTBEHHOE NOpaXeHne nevyeHn

JIC - nekapcTBeHHOE CpeacTBO

MHO - mexxgyHapogHoe HOpManuM3oBaHHOE OTHOLLEHUE

MPT - marHuTHO-pe3oHaHCcHas Tomorpacdus

MPXTI™ - MarHMTHO-pe3oHaHCHasi XonaHrmonaHkpeaTorpadus

HAXKBI1 - HeankoronbHas xumposas 60ne3Hb neyYeHu

HIBI - HecTeponaHble NPOTUBOBOCMANMTENBHBIE U MPOTMBOPEBMATMYECKME NpenapaThbl
O6un - obwmn GunnpybuH

OBI1 - opraHbl OptOLWHOM NOMOCTH

OTlMH - ocTpasi ne4yeHoYHas He4OCTaTOYHOCTb

M - nopTanbHas runepTeH3ns

MXT - nonuxummoTepanus

MUP - nonnmepasHas uenHas peakumsi

Mo - nnasmadepes

M3 - neyeHo4Has sHUedanonaTus

PKW - paHgomMunsmMpoBaHHOE KNMHWUYECKOE UCCeaoBaHme

PHK - puboHyknenHoBas kucroTa

CWKI - cnHapoM ncyesaroLwmx XenyHbiX NPOTOKOB

TI - TpaHcnnaHTaumsa nevyeHun

T3 - TpaH3MeHTHasa anacToMeTpus

YOXK - ypcogesokcuxonesas kucriota**

Y3W - ynbTpasBykoBOE MCCredoBaHNe

®HO- % - thakTop Hekposa onyxonu anbda



LM - unppos neveHu

LL® - wenoyHasa pocgaTtasa

OM[ - skcTpakoprnoparnbHble MeToAbl AETOKCUKaLMK

QYC - sHOocoHorpagusi naHKpeaTodbUMapHOWM 30HbI

AMPK - Adenosine Monophosphate-Activated Protein Kinase (AM®-akTnBmpyemasi npotenHkuHasa)

CIOMS - Council for International Organizations of Medical Sciences (CoBeT MexayHapOoAHbLIX opraHu3aLummn
MEANLMHCKUX HayK)

CTCAE - Common Terminology Criteria for Adverse Events (O6Lwue TepMUHONOrMyeckue Kputepuu ans
HexenaTenbHbIX SBNeHWN)

DILIN - Drug Induced Liver Injury Network (peructp nccrnegoBaHuii B 06r1acTi iekapCTBEHHbLIX NOPaXKeHui
neyeHn)

DRESS - Drug Reaction with Eosinophilia and Systemic Symptoms (cMHapoMm nekapCTBEHHOWN
rMNepyYyBCTBUTENBHOCTU)

Ig - immunoglobulin (uMMyHornoGynuH)
IL - interleukin (MHTepRenKmH)

MELD - Model for End-Stage Liver Disease (Mogenb Ons OUEHKM TepMUHANbHOW cTaguu 3aboneBaHum
neyeHmn)

NF-xB - Nuclear factor kappa-light-chain-enhancer of activated B cells (TpaHCKPUNLMOHHLIA SAEPHbIN
dakTop kanna-B)

NRF2 - Nuclear factor E2-related factor 2 (TpaHckpunumnoHHbI haktop NRF2)

RECAM - Revised Electronic Causality Assessment Method (nepecMOTpPEHHbI 3NEKTPOHHBIA METOS, OLEHKM
NMPUYUHHOCTY NEeKapCTBEHHbIX MOPaXeHUN NeYeHn)

RUCAM - Roussel Uclaf Causality Assessment Method (mMeTog OUEHKM [OCTOBEPHOCTU MPUYMHHO-
CneacTBEHHOWN CBA3W MpU NekapCTBEHHbIX NopaxeHusx nedeHn komnaHum Roussel Uclaf)

TepMuHBLI 1 onpeaeneHus

BeccumnTomMHOe MoBbIWEHWe TpaHcammnHas - npexogdwee nosbilweHne AJTT, ACT B OTBET Ha Ha3HayeHue
HOBOrO NEeKapCTBEHHOro CpeacTBa, He ConpoBoXAaloleeca OPYrMMU MpuU3HaKkamu MOBPEXOEHUA MeveHu,
npegctasnsaoLwee cobor aganTaunoHHY0 peakumio.

[enaToTOKCUYHOCTb - 3TO nospexaneHne ne4vyeHun, BbiaBaHHOE YyXXepo4HbiIMU BeLleCTBaMU (KCGHO6MOTMK8MM),
YacCTHbIM Cllty4aeM KOTOpOVI ABNAETCA JNIEKAPCTBEHHOE NOpaXeHne nevyeHu.

3akoH Xad - nporHocTudeckoe npasuno, cdopmynuposaHHoe Xaem Uummepmanom pgna  JIMM
renaToLenmnonsapHOro Tuna: nosbiweHne aktusHocTn AJ1T > 3 BI'H ¢ xxenTyxon (noBbiweHne ypoBHS 6unmpybuHa
Gonee 42 wmkmonb/n) onpegenseT Bbicokuin (10% u Gonee cnyyaeB) PUCK Pa3BUTUS OCTPOWA MEYEHOYHOW
HEe0CTaTOYHOCTU C feTanbHbIM UCXOA0M.

NHrMOUTOPbI KOHTPOMbHBLIX TOYEK WMMMYHHOrO OTBEeTa - KNacc MPOTUBOOMYXOMNEBbLIX JEKApCTBEHHbIX
npenapaToB  (MOHOKITOHANbHbLIX  @HTWUTEN),  HAUENEeHHbIX Ha  LUMTOTOKCUYeckun  T-muMdouuTapHbIN
accoummpoBaHHbIn auTureH 4 (CTLA-4) nnunumymat™ n gp., peuentop nporpaMMmpyemMon Kneto4Hon rmbenm 1
(PD-1) HuBonymab**, nembponusymab™™ u gp. n ero nurang (PD-L1) (oTtHocaTcs k rpynne ATX: nHrnbutopsl PD-
1/PDL-1 (6enok 3anporpammMmupoBaHHON rmbenu kNeTok 1/nnrang 3anporpaMMmnpoBaHHOM cMepTy 1), reH akTMBaumm
numcouutos-3 (LAG-3).



MmmyHoOMocpenoBaHHas HexenaTtenbHas peakuusi - noboyHbli 3ddeKT, 0BYCnOBMEHHbIN M30bLITOYHOWN
aKTMBaLMen MMMYHHOIN CMCTEMbI NPW NPOBeAEeHNM NPOTMBOOMYXONIEBON UMMYHOTEPaNnum.

KnuHnyeckoe uccnegoBaHue - nioboe wccrnegoBaHWe, MPOBOAMMOE C y4acTMEM 4YenoBeka B KayecTBe
cybbekTa Ans BbIABNEHUS UMW NOATBEPXKOEHNS KNMMHUYECKNX 1 (UNnn) hapmakonormdeckmnx aeKkToB nccnegyemMbix
NPOAYKTOB U (MNX) BbISBMEHUS HEeXenaTernbHbIX peakuMn Ha wuccregyemble NpoaykKTbl U (MnM) U3YYeHus ux
BCacblBaHud, pacnpegeneHvsi, metadonmama ¥ BbIBEAEHUS C LENbl OueHUTb ux 6esonacHocTb u (Mnwn)
3 PEKTUBHOCTD.

KoadpdmumeHT R - OTHOLWEHME CbIBOPOTOYHOW akTmBHocTM AJIT / AJITBrH, nogeneHHoe Ha OTHOLUEeHuEe
CbIBOPOTOYHOM akTUBHOCTM LL® / LL|dBrH. 3HadeHne R 2 5 uaeHTudmumpyeT renaToLennionsapHbIn TUM NopaxeHus

neyeHu, Toraa Kak aHadeHme R < 2 knaccuduumpyeTt XonectaTuyeckuin TUM nopaxeHns nedeHu, a aHaveHme R > 2
< 5 oTpaxaeT cMmewlaHHbI Tin JIMMT.

JlexapcTBEHHOE CpeacTBO - 3TO BELLECTBO MM CMEChb BELLECTB AN NPOUNaKTUKA, ANarHoCTUKKN, NeyeHmns
3aboneBaHuii NN N3MeHEHU PU3NOMNOrMYECKNX PYHKLINA OpraHu3ma.

ﬂeKapCTBeHHOG nopaxeHwue nevyeHu - nospexgeHme nevyeHun, BbiIsBBaHHoOe nodbIM NeKapCcTBeHHbIM CpeaCTBOM,
BKIMKO4Yad Malible CUHTEeTU4YeCKMe MOJIeKyrbl, npenapartbl BGuonoruyeckoro NPOnNCXoxaeHuA, CbI/ITOﬂpOﬂ,yKTbI,
anetunyeckue n Gonormyeckn akTMBHble 4OOaABKN.

JlekapcTBeHHOE B3aMMOAEWCTBUE - SABMEHME, NMPU KOTOPOM OAHOBPEMEHHOE NMPUMEHeHWe OBYyX W Oonee
NeKapCTBEHHbIX CpeacTB AaeT adhdhekT, oTnuyarowmuncs ot addekTa Kaxkaoro U3 HUX B OTAENbHOCTMY.

JlekapCTBEHHO-UHAYLMPOBAHHBLIN  ayTOMMMYHHOMNOAOOHbBIA renaTut - MOpaXkeHWe nevYeHu, BbI3BaHHOE
NPMEeMOM JEKAaPCTBEHHBIX NPenapaToB Y UMUTUPYIOLLEE KITACCUYECKUA ayTOUMMYHHbIN renaTuT.

MeavunHckas peabunuraums - KOMMIEKC MeponpusTUA MeaQULMHCKOrO W MCUXOSIOTMYEecKoro xapakrepa,
HanpaBreHHbIX Ha MOMHOEe WMW YacTUYHOE BOCCTAHOBMEHME HAapYLUEHHbIX M (MNKU) KOMMEHCALMIO YTpadYeHHbIX
(byHKUMIA NopakeHHOro opraHa NGO cucTeMbl OpraHvMama, nogaepkaHue (YHKUMIA opraHusama B npolecce
3aBepLUEHNS OCTPO PasBMBLLErOCS NAaToNOrNMYecKoro npolecca MUnu o60CTPeHUst XPOHUYECKOTO MaToNorMyYeckoro
npouecca B opraHusMe, a Takke NpeaynpexaeHue, paHHIWw ONarHOCTUKY U KOPPEKLMIO BO3MOXHBLIX HapyLIEHWI
(bYHKUMIA NOBPEXAEHHBIX OpraHoB MO0 CUCTEM opraHuama, npeaynpexneHne U CHUXKEHUe CTENeHN BO3MOXHOM
WHBaNMAHOCTW, YNyYllEHME KayecTBa >XW3HM, COXpaHeHue paboToCnoCOGHOCTM MauMeHTa U ero coumarbHYH
MHTerpaumio B o6LLEeCcTBO.

HexxenaTtenbHas peakuuna - HenpegHaMmepeHHas H€6J'IaFOI'IpI/IF|THaF| peakuuna opraHn3mMa, KoTopasa MoXeT ObITb
CBdA3aHa C npuMmeHeHneM nekapCTBeHHOro npenapara.

OcTpasi nedeHoYHasa HeAOCTaTOYHOCTb - ObICTpoe (MeHee 26 Hefenb) M BHE3arnHoe HapylleHne YHKLUMK
neyeHn c passutvem runokoarynauyum (MHO > 1,5) u neveHoyHoW aHUedanonatmM y naumeHTa 0e3
npeaLecTByloLLero 3adboneBaHnsa NeyYeHu.

MeyeHouHast aHuUedhanonatTust - KOMMMEKC MOTEHUManbHO OBpaTUMbIX HEPBHO-MCUXUYECKUX HapyLUEHWHN,
BO3HMKAIOLUX B pe3ynbTaTe Nne4eHo4YHON HeOCTaTOYHOCTU U (MNN) NOPTOCUCTEMHOIO LUYHTUPOBAHMS KPOBM.

MokasaTenn COCTOSHUSI MEYEHN UNU NeYeHoYHasi NaHenb - napaMeTpbl BUOXMMMYECKOrO aHanmu3a KpoBM,
kotopble BkntouvatoT AT, ACT, W, ITT, 6unnpybuH, anbbymnH K oOTpaxawT BOCMNaneHue, Xonecras,
CYHTETUYECKYHO DYHKLMIO.

MauneHT - manyeckoe NULO, KOTOPOMY OKa3blBaeTCA MeAULMHCKAsi MOMOLLb MIM KoTopoe o6paTunioch 3a
okasaHneMm MeAULIMHCKOW NMOMOLLM HE3aBUCMMO OT HanMuusa y Hero 3aboneBaHus U OT ero COCTOSIHUS.

lMopospeBaemoe rnekapCTBEHHOE CPEeACTBO - BeWecTBO WU CMeCb BeLWecTB Ans  MNpounakTukuy,
ONarHOCTUKKM, NedeHnst 3aboneBaHnii Unn M3MeHeHust U3NoNorMyecknx OyHKUUA opraHuama, npuem KOTOporo
CBSA3bIBAlOT C Pa3BUTMEM JIEKAPCTBEHHOIO MOPaXXeHUSA NevYeHu.

MpUYMHHOE nekapCTBEHHOE CPeacTBO - BELECTBO UMM CMeCb BeLecTB AN NpodunakTUKU, OUarHOCTUKK,
rnedeHns 3aboneBaHWA WM U3MEHEHWUs OU3MONIOrMYECcKUX (YHKUUA opraHuMama, MpUeM KOTOpOro npuBen kK
Pas3BUTUIO NIEKAPCTBEHHOIO NOPaXXEHWUsI NeYeH!.



Pa6ouyas rpynna no paspaboTke/akTyanusaumm KIMHUYECKUX PEeKoMeHOauUWi - KONMeKTMB Crneuvanucros,
paboTaloWwmnx COBMECTHO W COMAcOBaHHO B LENAX paspaboTku/akTyanusauum KMMHUYECKUX PeKoMeHZauvin u
HecyLMX o6LLyl0 OTBETCTBEHHOCTb 3a pe3yribTaTbl AaHHOW paboThl.

CI/IH,EI,pOM - yCTOVI‘-II/IBHFl COBOKYMHOCTb pdaa CMMNTOMOB C eANHbIM NMaToreHe3oM.

CocTosiHMe - WM3MEHEeHWs opraHu3Ma, BO3HMKalLWMe B CBA3W C BO3OENCTBMEM MATOreHHbIX W (unn)
dm3nonornyecknx hakTopos 1 Tpebylolme okasaHns MeAULIMHCKON MOMOLLM.

CpepgHve Gas3oBble 3HAYeHUsi TpaHcaMuHas - cpedHue ypoBHu AJNIT u ACT, koTopble GbinK y nauueHTa c
(hoHOBbLIM 3ab60reBaHMEM MeYeHU Npu pasBUTUS NEKAPCTBEHHOTO NMOPaXKeHUs NeYeHw.

CTeaTo3 neyveHu - akkyMynsiLus xmpa B NeYeHn, Npu KOTOPOW HaKoMnmeHne nMnuaoB NpoMcxoauT Gonee vem
B 5% renaTtouuTosB.

Creatorenatnt - akkKyMynsiuus Xupa B MeYeHWn, COMpOoBOXAAloLLAsCsi BHYTPUAOMLKOBbIM BOCMAaNeHUEM,
©annoHHon gereHepauunen renaToumMToB M BO3MOXHbIM pa3sutmemM pmnbpoasa.

TpaHcnnaHTauus nevyeHu - Xupypruyeckas ornepauusi, KoTopas 3akn4yaeTcs B 3aMeHe MOBPeXOeHHON
neyYeHu Lenon 1 YacTblo 310POBOW NeYeHU, NoNyYeHHo OT APYroro YernoBeka, HasbIBaeMoro JOHOPOM.

Tskenoe 3aboneBaHue neyveHn - obulee HasBaHWe ANs pPa3yIn4HbIX COCTOSIHUM, Nnpn KOTOPbIX MNeYeHb
3Ha4YNTEeNIbHO NnoBpeXaeHa N He MOXET BbIMNOJIHATL CBOU d.)yHKLI,I/II/I

YpoBeHb AOCTOBEPHOCTM [A0KA3aTeNbCTB - CTENEHb YBEPEHHOCTU B TOM, YTO MOJYYEHHbIA OT NPUMEHEHMS
MeAULIMHCKOro BMelLaTenscTBa 3heKT SABNAETCH UCTUHHBIM.

YpoBeHb yGeaMTenbHOCTU peKoMeHZauui - cTeneHb YBEPEHHOCTM B [OCTOBEpPHOCTM addoekTa
BMeLUaTenbCTBa U B TOM, YTO CrefoBaHNe pekoMeHaaumsaM npuHeceT Gorblie Morb3bl, YemM Bpeaa B KOHKPEeTHOW
cuTyauumu.

deHoMeH afanTauuy (TONepaHTHOCTWU) - CHIDKEHME peakuMu opraHuaMa Ha MOBTOpPHOE BBeAeHue
neKkapcTBEHHOro CpeacTaa.

dapmakogmMHamuka - pasgen  gapmakonoruu, M3yyvarlluin  fokanu3auuio, MexaHusm OEeUCTBUS U1
hapmakonormyeckue acpdeKTbl NeKapCTBEHHbLIX CPEACTB, CUIY U ONTUTENBbHOCTbL UX BO3OENCTBUS.

dapmaKkokMHeTUKa - pasgen papmMakonorim, KoTopbli U3ydaeT, Kak opraHuaMm abcopbupyeT, pacrnpegenser,
meTaBGonuanpyeT U BblOensieT NekapcTBeHHble cpeacTsa nocrne ux seedeHus. OHa onuckiBaeT, Kakue MnpoLecchbl
MPOMCXOAAT C NeKapcTBaMmn B OpraHn3Me, HackosbKo BbICTPO U B KakoM 06beMe OHM MonanaloT B KPOBb M TKaHW, a
Takke Kak [OMro OHW OCTalTCA B OpraHn3mMe.

®doHoBoe 3aboneBaHve neveHn - 3abonesaHune neveHn, KOTOpoe npealecTByeT Apyromy 3aboneBaHuio
MeYEeHN N MOXET BNUATb Ha €ro TeHYEeHME U MPOrHO3.

1. Kpatkasa nHcopmauus no 3aboneBaHMIo UNM COCTOSAHUIO (Fpynnbl 3a6oneBaHUM UM COCTOSIHUI)

1.1 OnpeneneHue 3abonesBaHUsA UNn cocTosiHuA (rpynnbl 3aboneBaHWUn NN COCTOSAAHUN)

JlexapctBeHHoe nopaxeHue nedenn (JIMI) - noBpexgeHuwe neyeHu, Bbi3BaHHOE NOObIM FeKapCTBEHHbIM
cpeacteoM (JIC), BkMoyass mMarnble CUHTETMYECKME MOMEeKynbl, npenapatbl BUOMOrM4eckoro MnpPOUCXOXAEHUS,
UTONPOAYKTLI, AueTnyeckue n duonormyeckn aktueHble gobasku (BAL). MuweHamMu ona noBpexaaroLLnx areHToB
MOryT ObITb renaTo-, XoNaHrmouuTbl, 3Be3a4athble KNeTkn U SHAOoTENU cnHyconaos [1, 2].

B aHrnosseiyHOM nuTepatype Ans 0603HayeHmns Takux 3abonesaHni ncnonb3yeTtcs TepmuH drug-induced liver
injury (DILI), B pycckoasbluHON nuTepaType - TepMuHbl "nekapcTBeHHble nopaxeHus nedvenn" (JIMNM) wu
"NekapcTBEHHO-UHAYLMPOBaHHbIE nopaxkeHuns nedvexHn" (NMANMM) [1, 2].

1.2 3Tnonorus v natoreHes 3a6onieBaHUs UM COCTOSAHUA (rpynnbl 3a6oneBaHU UM COCTOAHUN)

ATtuonorus



JIMNIM MoXeT BbI3bIBATLCA LUMPOKUM CMEKTPOM JEKapcTB, (OUTOMPOAYKTOB, AMETMYECKMX Ao0aBok u BALL.
CyuiecTBylOT pasnuyHble 0a3bl OaHHbIX, PErMCTPUpYOLLME U CoAepXalimMe MHGOpPMauuio O HexenaTernbHbIX
peakuusax Ha J1C, B Tom uncne JMIT:

- Basa aannbix BO3 VigiBase® (. who-ume.org):

- basa gaHHbIx EBponelickoro meamumHckoro areHtcTBa (http://www.adrreports.eu/en/search.html);
- LleHTtp no dpapmakoHansopy Lareb, Hugepnangs! (https://www.lareb.nl/en/databank/);

- Medical Dictionary for Regulatory Activities (MedDRA) (http://www.meddra.org/);

- Drug-Induced Liver Injury Network (DILIN), Food and Drug Administration (FDA) (https://dilin.org/);

- The Liver Toxicity Knowledge Base (LTKB), FDA (https://www.fda.gov/science-research/liver-toxicity-
knowledge) u gp.

YaoOHbIM  MHOPMAaUMOHHBIM — pecypcoM  cnykut  LiverTox - peructp DILIN  (oHnawH-pecypc:
https://www.ncbi.nim.nih.gov/books/NBK547852/), Bknovawwas peuentypHole u 6e3peuentypHble JIC u
pa3BepHyTyto xapaktepucTtuky JIMNMN (anngemmonornyeckme AaHHble, MEXaHn3M renatoTOKCMYHOCTU 1 OCOBEHHOCTH
KNWHWKX 1 T.4.), KOTOPbI€ OHM BbI3biBaOT. OueHnTb noteHuman otaeneHbix J1C Bei3biBaTh JIMT1, a Takke cocTaBuTb
nporHo3 Bo3amoxHon Tspkectu JIMTM nossonseT gpyras 6a3sa gaHHbIX - DiLlrank. B HacTosiwee Bpems B Hee BxoguT
1036 npenapatoB (oHnawiH-pecypc: https://www.fda.gov/science-research/liver-toxicity-knowledge-base-Itkb/drug-
induced-liver-injury-rank-dilirank-dataset).

MaTtoreHes
JINM peanunsyetca nocpeacTBOM psifia NaTOreHeTMYECKNX MexaHm3oB (Tabnuvua 1.2.1), K HUM OTHOCATCS:

- MpsiMble, Bbl3BaHHble MpenapaTamu C NPAMbIM U NpeackasyeMbiM [0303aBUCUMbIM adddpekToM. Takoe
NoBpEXAEeHNe BCTpeYaeTcs valle, YeM Apyrve, BOCMpPOU3BOANMO Ha XMBOTHOM Mogenun. OHO pasBuBaeTCs, Kak
npaBumo, Npu OOCTWKEHUM BbICOKMX TepaneBTUYECKUX UM MPEBbIAoWMNX MX 03 (KOHKPETHbIe 3Ha4YeHus MoryT
BapbMpOBaTb ANs pasHbIX Noden) nocrne KopoTKoro NlaTeHTHoro nepuoaa (B TeveHune 1 - 5 gHen);

- UOMOCWHKpasuveckne, AN KOTOPbIX XapaKTepHO WCMonb3oBaHue npenapatoB 6e3  MCXOAHOro
renaToTOKCMYECKOro noTeHumana W He 3aBucdlimne OT ero [Ao3bl. Tokcuveckun adh@dekT Henpenckasyem,
WHAMBMAOYyarneH, He BOCNPOM3BOAMM Ha >KMBOTHOW MOAENW, Kak npaBwuro, OOYCrMoBMeH reHeTuyecknMmu
ocobeHHOCTAMU nauuneHTa. JlaTeHTHbIN nepuop BapuaberneH, MOXeT NPOAOIKATbCA OT HECKONbKMX AHen A0
HECKONbKUX MecsiLleB, B HEKOTOPLIX cryyasx - neT [3];

- Henpsivble (ONOCPEeAOBaHHbIE) MOBPEXAEHUss - 3TO MOBPEXAEHWS MevYeHW, KOTopble BbI3BaHbl He
HenocpeAcTBeHHbIM Bo3fenicTBueMm JIC Ha [aHHbIM OpraH, a pasBMBalOTCH OMOCPEOOBaHHO (BTOPUYHO MO
OTHOLWeHMI0 K Bo3gencTauto JIC Ha MMMYyHHbIE peakuunn, meTabonunyeckme npoueccobl, Apyrne opraHbl U CUCTEMbI U
T.n.) [4, 5].

Tabnuua 1.2.1. MexaHu3mbl niekapcTBEHHOro noBpexaeHus nedexu (no CIOMS (2020) ¢ nam.) [4, 5].

MapameTphl Mpsamoe ManocuHkpasmyeckoe Henpsamoe
(renaToTOKCHMYECKOE nopaxeHue (onocpepoBaHHoOE)
nopaxeHue)

YacTtoTa YacTto Penko CpegHsis

[o3os3aB1McuMocTb + - -

MpenckasyemocTb + - YacTU4YHO

BocnpoussognmocTb |+ - YacTUYHO

IlaTeHTHBIN Nepuopn BbicTpo (gHN) BapunabenbHo (aHwW, | MegneHHo (Mecsubl)

MecsLbl, roabl)




JlekapCcTBEHHbIE MapaueTamon®*, AmMoKCMUMNINH + | IHrmbuTopsl

cpeacTtBa (MpuMMepsbl) | MeToTpekcaTt** KnaBynaHoBas KOHTPOMbHbIX ToYek
Kucnora**, gpyrue 6eta- | MIMMYHHOrO oTBETA,
naktamHble MOHOKIOHarbHble
aHTubakTepuarnbHble aHTUTena K B-
npenapaTbl NMMdOLNTAPHBbIM
(uedbanocnopuHsbl), aHTUreHam CD20,
M30HMa3na™**, WMHIMounTOopbI
HUTPOPYPaHTOMH NPOTEUHKNHA3bI

MexaHnsm [lososaBucrmas ManocunHkpasmnyeckas KocBeHHOEe

renaToToKCUYHOCTb meTabonuyeckass WM | BO3OENCTBME HA NEYEHb

MMMYHHasi peakumsi | Unn UMMyHUTET
X0351Ha

®daktopbl pucka JMMN

YHuBepcanbHbix daktopoB pucka passutua JIMI He cyllecTByOT, OHM BapbUpylT B 3aBUCUMOCTU OT
npumeHsemoro JIC (cm. Tarke Tabnuuy 4 "OcHoBHble dhakTopbl pucka passutus JIMM" B npunoxennn A3, pasgen
5.1.1 "lMepBunyHasn npodwmnaktuka JIMM").

K dpakTtopam pucka passutua JIMNI oTHOCAT cneayowme.
|. dakTOpbI, CBA3aHHbIE C NAaLUEHTOM:

- Bospacr. lMoxunele niogu 6onee socnpummumsbl K JIMM n3-3a BO3pacTHbIX M3MEHEHUn B meTabonusme
nekapcts U pyHkumn nevenn [6]. C Bo3pacTtom Bo3pacTtaeT puck JIMIM 13-3a npyema HeKOTOPbIX NeKapCTBEHHbIX
npenapaToB, TakMX Kak WM30HWa3ng**, aMOKCULWNNWH + KknaBynaHoBas kucrnota*™ u HutpodypaHtomH [7]. C
NPaKTUYECKON TOYKN 3PEHNSI BO3PACT Kak pakTop pucka MMeeT 3Ha4yeHune nNpu NporHo3npoBaHMN KOHKPETHBLIX TUMOB
n deHotunos JIMM. Y noxunelx nuy Yaile BcTpeyaetcs xonectatudeckun tmn JIMM n xpoHudeckoe JIMMM [8, 9].
HanpotuB, y Monogpix yawe BcTpedaetcsa renatouenntonadbid Tun JIMNM, Boiwe puck JIMNTM Bcnegcreme npuema
BamnbMpOEBON KUCNOTLI** UM HECTEPOMAHbLIX MPOTMBOBOCMNANUTENBHbLIX M MPOTUBOPEBMATUYECKMX MpenapaToB
(HMBIM) [8 - 10].

- Mon. CumTaetcsa, 4To XeHwuHbl cTpagatoT JIMM vawe, YeM MyX4MHbl, BO3MOXHO, M3-3a rOPMOHasbHbIX
pasnuumi 1 ocobeHHocTen MeTabonmama HekoTopbix JIC, OQHaKO 3TOMY MOMOXEHWUK HeT ybeanTenbHbIX
JokasaTenbcTB. KeHCKUN Non MOXET CNYXWUTb He3aBUCUMMbIM (PakTOPOM puUcKa renaTouenmnonsapHoro deHoTmna
JTNI ¢ passuTMeM ynbMUHAHTHOW NEeYEHOYHON HEAOCTAaTOYHOCTU (KEHLLMHbI cocTaBnaAwT 77 - 89%) [11, 12].

- HepoctatouHOoCTb nuTaHusa (ManbHyTpuums)/oxupeHne [13]. Hanpumep, oxupeHue noBbIWAET pPUCK
pasBUTMSA MOPaXKEHUS MeYeHU Mpu MPUMEHEHWM ranotaHa™*, a TaMOoKCudeH™™ dABnseTcsa TPUIrepoM pasBUTUS
cTeatorenatuta u unbposa nedeHn. enaTOTOKCUYHOCTb M30HMA3MAa*™ u napauletamorna*™ nosblaeTcs npu
ronogaHum [14].

- [eHeTnyeckasi NpeApacnonoXeHHOCTb UrpaeT 3HauYnMyLo porb Npu namocuHkpasundeckux JMIN. HekoTopble
MyTaumM MOryT UrpaTb OCHOBHYIO POflb B WX Pa3BUTUK, B Criydasx ecrnv NpoAyKT reHa umeeT onpegensiollee
3HayeHne B meTabonuame JIC. Ho uvawe vmeeTcsa nonureHHass BOCMPUMMYMBOCTb, CBA3aHHAas C BAUSHUMEM
reHeTnyecknx hakTopoB Ha UMMYHHbIV OTBET, MUTOXOHAPWanNbHYIO yHKUMIo 1 T.0. [15]. [lokasaHo, 4TO HeKoTopble
reHeTnyeckMe BapuaHTbl yBenuumsalT puck passutua JMT. Monumopduam PTPN22 rs2476601 ssnsetcs
reHeTnyeckum paktopom pucka ans MHOrnx J1IC 1 OCHOBHbIX 3THUYECKUX rpynn, BEPOATHO, U3-3a ero BO3gencTams
Ha WMMYHHbIW oTBeT [16]. [Ons renatotokcuyHocTn psaga JIC onucaHbl accouynaumm ¢ HLA. Tak,
NpenpacrnonOXeHHOCTb K aMOKCUUMMNWH-KNaBynaHaT-nHgyumposanHHomy JIMIN  onpegenseTcd  rannoTUnom
DRB1*1501-DRB5*0101-DQB1*0602 [17]. BeisBneH psg He-HLA-accoumaumii, Hanpumep, nonMmopduambl B reHe
N-aueTunTpaHcdepasbl 2 asnstoTcs dpakropom pucka npu JIMNTM, BbiIaBaHHOM U3oHUa3ugom™* [18, 19].

- BaboneBaHna neveHn. OTaenbHble 3aboneBaHMs NeyveHn MoryT GbiTb dhakTopamu pucka passutus JIMMM,
obycnoBneHHbIX HekoTopbiMu JIC. Hanpumep, BupycHbI renatut - daktop pwucka JIMIM, accounmpoBaHHbIM C
N30HMa3MgoM™™, a HeamnkorornbHasi upoBasi ©6onesHb neveHn (HAXKBIT) - c JIMIM, accouumnpoBaHHbIM C
TamokcndgeHom™ . Kpome Toro, dpoHoBoe 3abonesaHme nedeHn npu passutum JIMNT MoxeT yxyawaTtb Ux TedeHne u



nporHoa. NogpobHyto MHdopmauuto 006 3TOM crieqyeT CMOTPETh B MHCTPYKUUSAX MO npuMeHeHuto JIC 1 6a3ax gaHHbIX
nnn.

- BHeneyeHouHble 3aboneBaHus. Vimetowmeca comaTudeckne 3aboneBaHnss MOryT ObiTb B3aMMOCBSI3aHbl C
puckom JTIM nnu yxyawaTe Ux NporHo3. Hanpumep, y naumeHToB ¢ caxapHblM avabetom TsxecTb TedeHus J1MMN
MOBbLILLIAETCA Ha (POHE NPUMEHEHUs NPOTUBOTYOEpPKYNe3HbIX MpenapaToB, caxapHbli AvabeT accouuupoBaH C
PUCKOM CMEpPTU Unu TpaHcnnantTauum nedenn (TI1) [13, 20].

- JINM B aHamHese. CriegyeT nsberatb MOBTOPHOrO nNprvema Mpu4MHHOro nnu nogospesaemoro J1IC vnm ero
aHarnora, NOCKOIMNbKY TSPKECTb NOBTOPHOMN NEKapCTBEHHOMW peakuun MOXET ObiTb Bbille NepBUYHON. [na HEKOTOpbIX
JIIN xapakTepHbl nepekpecTHble peakuunn ¢ gpyrumm J1C.

- Ankoronb. YnotpebneHue ankorons - paktop pucka passutus JIMNIN npu ncnonesosaHum onpeaeneHHbix J1C.
XpoHunyeckoe 3noynotpebneHve ankororiem cnocobcTByeT BO3HMKHOBEHMIO renaTOTOKCUYECKNX peakumin npy 6onee
HM3KNX JO3axX HEKOTOPbIX MpenapaToB, 3HAYUTENLHO YBENMYMBAET MX TSXKECTb NPY MPUMEHEHUN NapaueTaMmona*®,
n3oHnasmga** B3ammocesazaHo ¢ JIMM, Bbi3BaHHbIMM aHabonuueckumu ctepompgamn [21, 22]. Tpu 3TOM
3noynotpebrneHve ankororneMm, MO-BMAMMOMY, He B3aUMOCBSI3aHO C PUCKOM TSKemnblX WCXOQOB  Mpu
namocuHkpasndecknx JMr [22].

- TabakokypeHune nHAyLupyeT NOBbILLEHNE akTUBHOCTW (hbepMeHTOB, y4acTByoLwmMX B BuoTpaHcdhopmavmm J1C,
B yacTHocTn CYP1A2, noatomy obcyxaaeTcs kak BO3MOXHbIN chakTop pucka J1TTM [10]. Ho 3HayeHne TabakokypeHusi
Aans passutug JMNIN He gokasaHo. B To ke Bpems MMeloTCs ONMcaHns CriydaeBs, Koraa KypeHue afeKTPOHHbIX curapeT
camo no cebe MOXeT Bbl3BaTb TSXKenoe nopaxeHue neyexu [23].

Il. ®akTOpbI, CBA3aHHbIe HenocpeacTBeHHO ¢ JIC:

- Xumuyeckas CTpykTypa, MonekynsipHas macca, nunodunsHocTb. JIC ¢ 60nbLIon MONEKYNAPHON Maccomn nnm
BbICOKON NUMNOMUABHOCTBIO B LENOM aKTUBHEE 3a[epXXMBaloTCA B nevyeHu M obnagaiT bonee BblpaXkeHHbIM
NOTEHLManoM MHAYLUMPOBaTb renaTOTOKCUYHOCTb [24, 25].

- CyToyHag gosa npenapaTa. Y4yeT 9Toro napameTtpa BaxeH kak Ans JIC, ana KoTopbix XxapakTepHa yeTkas
[0303aBMCUMas renaToTOKCMYHOCTb (Hanpumep, napauetamona*®), Tak u Ans npenaparos, CNOCOOHbIX Bbi3blBaTb
NMONOCUHKpa3ndeckne peakummn (cymtaertcs, 4Tto npu gose meHee 50 - 100 Mr/cyT pMCK WMOUOCUHKPa3N4ECKOn
renaToTOKCUYECKON peakuum HUXKe, Yem Npu ucrnonb3oBaHum 6onee BbICOKNX A03) [26, 27].

- ®apmakoguHamuka (0cobGeHHOCTU B3aumogencTeus ¢ 6uocyberpatom). Hekotopble JIC cnocoBHbI
HanpsMyto MoBpeXaaTb KrdeBble MeTabonmnyeckne MyTu B KreTkax NeyeHu, Bbi3biBad HapylleHue ux OyHKLMNA
(Hanpumep, napaueTamon™*, Banbnpoesas K1ucrnoTa**, ammogapoH™* u ap.) [28, 29].

- (dapmakokvMHeTVKa (Mepvod MonyBbiBeAeHUs, 0Opa3oBaHME aKTUBHbIX MeTabonuToB, ranTeHu3auus).
OcobeHHocTn npoxoxaeHust JIC no metabonuueckum nyTtsim TpaHcdopMaumMmM MOryT NpuMBecTu K ob6pasoBaHuUio
TOKCUYHBIX METabonuToB, KOTOPblE CMOCOOHLI BbI3BaTb NOBpEeXAeHMe neyveHn. Hanbonee 4acto 3TOT MEXaHU3M
peanuayeTcd npu ydactum umtoxpoma P450 (Hanpumep, CYP3A4 1 ap.), a Takke Yyepe3 MexaHn3M ranteHm3aumm,
NPUBOSALLNIA K MHAYKLMN ONOCPeoBaHHOro NMA@ouuTamMmm MMMYHHOTO oTBeTa. [pu 3ToM BaXHOE 3Ha4YeHne nmeet
AnNuTenbHOCTL akcnosuuum J1C unm ero metabonuta. Yem aktmeHee (bonee yem Ha 50%) nget metabonmam JIC B
neyeHun, Tem Ooree BbiCOKasi KOPPENALNOHHAA CBSI3b OOHapYKMBaAETCA C NOBbILLIEHMEM anaHNHaMUHOTpaHcdepasbl
(AJ1T), prckoM pasBUTUSA MEYEHOYHON HEAOCTATOMHOCTU U NeTanbHbIM ncxogom [24, 30].

- Knacc-adpbekt JIC, nepekpecTtHas peakTMBHOCTb. Y4UuTbiBas, YTO Xumudyeckas cTpyktypa JIC 3Hauumo
BMNMsieT Ha puck n xapaktep JIIMI, B pamKax CXOXMX XUMUYECKMX KITAaCCOB MOXHO OXMAaTb T€ UMW UHbIE NPOSIBNEHUS
renaToToKCu4YHoOCTU (Hanpumep, uHrnbutopbl MIM-KoA-pegyktasbl (CTaTuHbl), Npou3BogHble heHOoTnasnHa 1 ap.)
[31].

- NNekapcTBeHHbIE B3aumogencTeus (kombnHauusa AByx u 6onee NoTeHUManbHO renaToTOKCMYHbIX NpenapaTos
nosbiwaeT puck JIIM B 6 pa3 [32].

1.3 dnuaemmnonorusa saboneBaHUsA UnNu cocTosiHUA (rpynnbl 3aboneBaHMN UMK COCTOSAHUN)
OueHka pacnpocTtpaHeHHocTu JMTM 3aTpygHUTENBHA B CBSI3W C PA3NMYNSIMN B OTYETHOCTU B Pa3HbIX CTpaHax

Mupa, paaHoo6pa3MeM METOAO0B OLEHKM 3NMOEMUONONMYECKMX [OaHHbIX, HegoCTaTOYHOM HaCTOPOXXEeHHOCTbIO
Bpaqelh, CITOXHOCTbIO TOYHOIO onpeaernieHnd npndynH noBpexaeHnsd neyvyeHu.



CnoxHoctn BbiBNeHus n puarHocTukm JIMIM Takke cBsA3aHbl C HecneuuguYHOCTbID KX CUMMATOMOB,
BaprMabenbHOCTbIO CPOKOB MaHudectaumm, OHOBbIMM M (MNKM) COMYTCTBYHOLMMKU 3aboneBaHusMn u  (Unn)
OCMOXHEHMAMU, @ TakKe BO3MOXHOW nonunparmasven. Kpome TOro, Hy>HO MOMHUTE M O Apyrux dakropax,
MellalLmx oueHke pacnpocTtpaHeHHocTy JITT: BO3MOXHOM HeXenaHuu Kak nauueHTa coobuiatb O npueme
HEKOTOpPbIX MpenapaToB (aHTUAENPECCAHTOB, aHTUMNCUXOTUYECKUX CPeAacTB (HEeMponenTMKOB), nMpenapaToB And
neyvyeHns 3peKTUnbHOM AMCYHKUUKN 1 Op.), TaK U Bpayen AOKYMEHTMPOBATb ATPOreHHble 3aboneBaHus; HeBEpHON
TPaKkTOBKOW BeCbMa pa3HOOOpasHOM CUMNTOMATUKM, HEAOCTAaTOYHbIM  KOMUYECTBOM  KPyMHOMAacCLUTabHbIX
nccnepoBaHun no ator npobneme. Kpome 10ro, permcTpupytoTcs NpenmMyLLLeCTBEHHO TSXKENble MOPaAXKEHUSA NeYeHMu,
YTO COMPOBOXAAETCA HEJOCTATOUHbIM y4eToMm nerkmux cpopm JIMM.

Mo pa3HbIM OLEHKaM, B pa3BuUTbIx cTpaHax 3abonesaemocTb JIMI cpean HaceneHns B Lenom coctaenseT 3 -
19 Ha 100 000 4enoBek B rod, Mo ApyrMM JaHHbIM - 3 - 6% OT Bcex cryyaeB npumeHenus JIC [33 - 35].
PacnpoctpaHeHHocTb JMIN cpean rocnMtanmManpoBaHHbIX nauneHToB coctasnseT 1,4 - 4,4% [33, 36, 37].

Mo paHHbIM MeTaaHanu3a (2022), obwasa 3abonesaemoctsb JIMMN B Mupe - 4,94 Ha 100 000 yenoseko-neT
(95%-11 goBepuTenbHbI MHTepBan (OW) 4,05 - 5,83) [6]. NMpwn atom yacTtoTa JMIN oTnnyaeTcsa B pasHbIX perMoHax: B
Asum - 17,82 Ha 100 000 yenoseko-net (95% W) 6,26 - 29,38, B CeepHon Amepuke - 1,72 Ha 100 000 yenoBeko-
net (95% [OW 0,48 - 2,95). OgHako B cuny paHee OnMCcaHHbIX MPUYUH 3TN UNdpbI, BEPOSTHEE BCETO, CYLLECTBEHHO
3aHWKEHBI.

JIMNM sBnsetcss ogHOW U3 OCHOBHbIX MPUYMH OCTPOM neveHoyHow HepgoctatovHocT (OlMH) B pasBuTbIxX
cTpaHax, Hanpumep, B CLUA n 3anagHon Espone [38]. Bo Bcem mupe otmedaetca poct JIMIM Bcneacteue npuema
dutonpoaykroB u BAL (oo 25 - 50% cnyyaes JIMM1), 4To, BEpoATHEE BCErO, CBSA3AHO C MX LUMPOKOW AOCTYMHOCThIO,
aKTUBHOW PEKNaMon, BO3MOXHOCTbIO npuobpecTtn 6e3 peuenta U MCNONb30BaTb CaMOCTOATENBHO B Pa3fyyHbIX
KOMOMHaUWsAX, a Takke 3a4acTyro olnboYHoe NnpeacTaBneHme 0 HaTyparnbHOCTM U 6e30MacHOCTH 3TUX NpenapaToB
[39 - 41]. Kpome Toro, paspaboTka M BHeOpeHMEe HOBbIX METOAOB JEYEHWs, B TOM YUCIE 3M0KaYECTBEHHbIX
HOBOOOpa30BaHWA, OXNAAeMO MOTYT MPUBECTM K yBenuyeHuto yncna cnydvaes JIMMM. B pasHbix cTpaHax u permoHax
CNUCOK npenapartoB, Bbi3biBatowmx JMT, MoXeT oTnuMyatbCA M3-3a OCOOEHHOCTEN Ha3Ha4YeHus NEeKapcTB U
NPeuMyLLECTBEHHOIO NCMOMb30BaHMsA pa3Hbix BALoB, UTONPOAYKTOB.

B P® octpblie JIMIM peructpupytotes y 2,7% rocnutanuanpoBaHHbIX NMaLMEHTOB, OOHAKO MOMHbIX U TOYHbIX
3MMAEMMNONOrMYECKMX AaHHbIX B OTKPLITOM AocTyne HeT [42]. OTo cBsi3aHO ¢ OTCyTCTBMEM 06LleHauMoHanbHOro
peructpa JIMNIM n cuctematmnyeckoro cbopa AaHHbIX O Cryyasix UX pasBuTUs, NpuumnHax u ncxogax. B P® koHTponb
3a obopoTom u 6e3onacHocTeio JIC Beaet PocagpaBHaasop (https://roszdravnadzor.gov.ru/).

1.4 Ocob6eHHOCTM KOAUPOBaHUA 3aboneBaHUsi UNU COCTOAHUA (rPynNbl 3aboneBaHM NN COCTOSIHUIA)
no MexayHapoaHOW ctaTUCTM4YECKOW Knaccudukauum 6onesHen n npobnem, cBA3aHHbIX CO 340POBbLEM

K71 - Tokcuyeckoe nopaxeHve nevyeHun. BknioveHs::
nekapcTBeHHas MAMOCUHKpa3unyeckas (Henpeackasyemas) 60nesHb neyeHu;
ToKcM4eckas (npegckasyemast) 6omnesHb neveHu.

Mpn HeobxogumocTn MAEHTUUUMPOBATL TOKCUYECKOE BELLEeCTBO WCMOMb3YHT AONOMHUTENBHBLIA KO
BHELUHUX NPUYKH (Kkrnacc XX):

K71.0 Tokcudeckoe nopaxxeHue NeYeHn ¢ XonecTa3om.

K71.1 Tokcnyeckoe nopakeHvne nevyeHu ¢ Ne4eHOYHbIM HEKPO3OM.

K71.2 Tokcuyeckoe nopaxeHue nevyeHu, npoTekatoLlee no TUny ocTporo renatuTa.

K71.3 Tokcudeckoe nopaxeHue neyvyeHu, npotekaroLiee no Tuny XpoHMYeCcKoro NnepcucTupytoLLero renatmra.
K71.4 Tokcuyeckoe nopaxeHne nevyeHu, NpoTeKaroLLlee no TUNy XpOHUYECKOro NIobynspHOro renatumTa.
K71.5 Tokcuueckoe nopaxeHue neveHu, npoTekaroLLlee no TUNny XpoOHUYECKOro akTMBHOrO renaTturta.

K71.6 Tokcnyeckoe nopakeHne nevyeHu ¢ KapTUHOMW renatuta, He KrnaccuduumMpoBaHHOE B ApYrMx pybpukax.

K71.7 Tokcuyeckoe nopaxeHue nevyeHm ¢ oubpo3om 1 LMPPO30M MEYEHN.


https://roszdravnadzor.gov.ru/
https://login.consultant.ru/link/?req=doc&base=EXP&n=763941

K71.8 Tokcuueckme nopaxeHue neveHn ¢ KapTUHOW ApYrux HapyLLeHUn nevyeHu.
K71.9 Tokcuyeckoe nopaxeHne ne4yeHn HeyToOHYHEHHOE.

1.5 Knaccudumkaums 3aboneBaHMA UNM COCTOAHMA (rpynnbl 3aboneBaHUM UM COCTOAHUMN)

1.5.1 Knaccudukauusa JIMNMM no 0CHOBHOMY MeXaHU3My NOBpPeXAEeHUS NevYeHn
JINM nogpasgenstoT (Tabnvua 1.2.1):

- Ha nNpsiMble,

- OANOCUHKpa3n4yeckue,

- onocpefoBaHHble (cMm. pasgen "1.2 3Tuonorns M natoreHe3 3aboneBaHUs WM COCTOSIHUS (rpynnbl
3aboneBaHnii UM COCTOAHMIA)").

1.5.2 llabopaTopHble (bMoxmmmnyeckme) TUNbl (NAaTTEPHbI) NNEKAPCTBEHHOTO NOBPEXAEHUSA NeYeHn

Mpenapatbl 1 ux MeTabonuTbl BO3LEMCTBYKT Ha pasHble KNeTKU-MULIEHU (renaTouuTbl, XONMaHrmoumThl,
3Be3gyaTtble KMNeTKW, 3HOOTENUA CUMHYCOMOOB) U CTPYKTYPbl MEYEHW, YTO HaxXOAWUT OTPaXeHWe B MOBbILLIEHUE
aKTMBHOCTU pPasnuyHbiX (PEepMEHTOB. YunuTbiBasi 3TO, BbIAENsOT Tpu nabopaTopHbix Tuna (nattepHa) JIMI B
3aBMCMMOCTM OT NpeobnagaHust noBbiweHns aktusHocTu AJTT nnu wenoyHon docdaTasbl (LLP):

- renaTouenonsipHbIN,
- XOnecTaTU4eCcKun,
- CMeLUaHHBbIN.

Ons onpegenenna tuna JIMNM mucnonesytoT koadbduuneHt R (R-value) - cooTHoweHune aktmBHocTM AJTT
(kpaTHOCTb Kk BepxHew rpanHuue Hopmbl (BIMH)) n W® (kpaTHocTb k BI'H). (MogpobHo onpegenenune tuna NN
onucaHo B pasgene 2.3.1 "OcHoBHble NabopaTopHble AuarHOCTUYECKNe uccrneaoBanns")

Ha ocHoBaHun nabGopatopHoro Ttuna JIMIM onpepenseTca AuarHocTMyeckas TakTMka, C €ero y4eTom
NPOBOAMTCS YCTaHOBIEHNE MPUYNHHO-CINEACTBEHHbIX CBA3EN M OLleHKa NporHo3a (cm. pasgen 2) [2, 43].

1.5.3 Knaccudmkauusa JIMM no anutenbHocTU

B 3aBMCMMOCTM OT BpEMEHU, Ha MNPOTSKEHMM KOTOPOrO COXpaHAwTcs nabopaTopHble u  (Mnw)
WHCTPYMEHTarbHbIE U (UMW) KITMHUYECKME MPU3HAKW NOBPEXOEHUSA NeYeHu, pasnumyaroT ocTpoe u xpoHudeckoe J1MI1.
XpoHuyeckoe JIMI He o6sa3aTenbHO O3HaYaeT Mporpeccupylollee MopaxeHWe MedYeHu, a noppasymeBaeT
ONUTENbHOE COXpaHEeHME U3MEHEHUN B ee coCcTosiHUM nocne Bosaencteusa JIC. O6cyxgaloTcs pasnmyHble CPOKU
ONs ycTaHoBNeHust anarHo3a xpoHudeckoro J1MIM, nockonbky onbpo3 neveHn MoxeT hOpMUPOBATLCA yxe Yepes 3
MecC. OT Havana renatouenntonspHoro Tuna JIMMM, B To xe Bpems xonectatudeckue JIMNIM paspelwatotcs, kak
npaBuno, MegneHHo. bBonbWWHCTBO renaTonorMyecknx accouvaumn npegnaraloT BblAENSATb  cnegywouive
BPEMEHHbIE KpUTEpPUU:

- octpoe JIMNI (npu coxpaHeHUn N3MEHEHUI CO CTOPOHbI NMEeYEHN MeHee 3 MeC. NPy renaToLenmonsapHoOM Tune
N MeHee 6 Mec. Npu XornecTaTU4eckoM Tune);

- nepcuctupytowee JIMM (npy COXpaHEHWM U3MEHEHWA CO CTOPOHbI NevyeHn Oomee 3 Mec. npu
renatouenntonspHom JIMNM n 6onee 6 mec. npu xonectatuyeckom J1MM);

- xpoHwuyeckoe J1IMIMN npu coxpaHeHnn nameHeHun 6onee 1 roga [13, 44].
1.5.4 ®deHoTunsl NN

JIMM npuHsTO NoapasaensTb Ha eHOTUMNbI HA OCHOBaHUM KIMHUYECKNX, NabopaTopHbIX, UHCTPYMEHTANbHbIX,
a B OTAENbHbIX crydasix M Mopdorormyeckux AaHHbix. PeHoTtunbl JIMNIM gocrtaToyHo pasHoobpasHbl M MOryT
UMUTMPOBATL MpakTUYeckn MNoboit BapnaHT OCTPOro UMM XPOHUYECKOro 3aboneBaHus nevyeHn. Hekotopble U3 HUX
accoLUMMpPOBaHbl C XU3HEYrpoXaloLWwmMMM UcxodamMmn U KpaiHe HeraTuBHbIM NporHosom (Hanpumep, OMH, cuHapom



ncyesarowmx xenvHbix npotokos (CUXKIT), umppo3 nevenn (LIM), gekomneHcaumsa yke UMERLEerocst y nauyneHTta

L) 4, 5.

HeneHune Ha deHOTUMNbI NpeanaraeTcs, YTobbl onncaTtb pa3nuyHble opMbl 3abonesaHms. OHO NonesHo Ans
anarHoctukun n guddepeHumnansHon anarHoctuku JIMNT, nomoraeT B ycTaHOBNEHWUM NPUYUHHO-CNEACTBEHHOW CBA3N
(nockonbKy ¢ pasHbiMn JIC cBa3aHbl pa3nuyHblie peHoTUNbI).

ObwenpuHsTon knaccudukaumm no deHoTnnam He cyuwiectsyeT. Hambonee yacTo BblgensieMble OeHOTUNMbI,
nx nabopaTopHasi xapaktepucTuka (Tmn) n mopdonornyeckoe BoipaxkeHue npueeaeHsl B Tabnuue 1.5.4. Hanbonee
3Ha4YMMble (PEHOTUNbI paccMOTpeHbl Aanee (pasgen "1.6 KnunHuyeckas kapTuHa 3aboneBaHWs uUnu COCTOSAHMSA
(rpynnbl 3abonesaHnmn nnu CoCTosHUN)").

Tabnuua 1.5.4 OcHoBHble dheHoTunbl JIMT, conoctaBneHve nx ¢ Tmnamm 1 MopdonorMyeckMMy naTTepHamm

deHoTun JlTabopaTopHbI TUN OcHoBHble Mopcponoruyeckne
NpU3HaKkn

OcCTpbili HEKPO3 NeYeHU enaTouennonapHbIN LleHTponoOynsapHbIN HEKPO3

OcTtpbit renatur "enaTouennonsipHbIn OcTpbIn renatut

OcTpbii xonecrtaTudeckui | XornectaTtuydeckuii 1 CMeLlaHHbIn | XonectaTu4yeckumn renatut

renaTut

DRESS-cuHapom ¢ | Yale xonectaTnyeckmmn 30HanbHbIN nnu CMMBHOM

BOBIEYEHNEM NEYEHNU HEeKpo3, nmdounTapHo-
303MHOMUNBHBIV MHUIbTPaT

JlekapcTBEHHO- enaTouennonapHbIN Mpu3sHakm ayTOMMMYHHOro

WHOYLMPOBAHHbIN renatuTa

ayTOMMMYHHOMOAO06HbIN (numdonnasmouunTapHbiv

renatuT nepunopTanbHbIn unm
noBynsipHbIN renaTnT)

OcTpbI/uncTbIN XonecTas XonectaTnyeckui BHyTprneyeHo4YHbIN XonecTas

CvHapom ncyesarowmx | XornecraTtmyeckum [ykTonenus

XeNn4yHbIX NPOTOKOB

MMMyHHOONOCPEaOBaHHBbIN enaTouennonapHbIN MaHnobynsapHbI  renatut  unu
renatut LeHTPO30HarbHbIN HEeKpo3,
numdountTapHo-

303VHOUIbHBLIN UHUNBTPAT

BTopuuHbIn  CkNepo3sumpyowmnin | XonectaTMYyeCckUin U CMeLlaHHbIN | XonaHruT
XOnaHruTt (nekapcTBEHHO-
WHOYLMPOBAHHBLIN  BTOPUYHbIN
CKIEPO3UPYIOLLNIA XONAHMNT)

CrteaTo3 1 cTenaTorenatut BoamoxeH Mwikpo- unum
renaToLenonapHbIA MaKpPOBE3UKYNSAPHLIA  CTeaTos,
cTeatorenatut
CuHgpom CuHycomganbHou | FenaTouennionspHbI MoBpexaeHue 3HgoTennd
0BCTPYKUMWN/BEHOOKKIIO3NOHHHA CVHYyCOMNAOB, 0o6CTpyKUMSA
s 6onesHb neveHn npoceeTa cocyaoB

MennosHbIn renatnt - O6pasoBaH|/|e NeNMMO3HbIX NakKyH




Y3noBas pereHepaTopHas | - [oGpokayecTBeHHas

rMnepnnasus nponudpepaunss  renaTtouuTos,
POPMUPYIOLLNX Y3Tbl

[oGpokayecTBeHHbIE ni- AneHoma, KapuuHoma,

3J10Ka4eCTBEHHbIe onyxonn XOJlaHrmokapumHoma,
aHrmocapkoma

1.5.5 N'nctonorn4yeckasa knaccudpukauma JIrn
B HacTosLee Bpems He CyleCcTBYyeT eAMHON Banuan3npoBaHHOM rmctonornyeckon knaccudmkavmm JMr.

Mopdonoruyeckun namexenns npm JIMNM pasHooBpasHbl, MOryT MMUTUPOBATL NpakTUYeckn Bce 3aboneBaHus
neyeHn, MMeTb MNPU3HAKM OCTPOr0 U XPOHMYECKOrO MOopaxeHus, npoaBuHyToro dubposa wunu LM [2, 45].
WccnepoBaHne GrontaToB neveHu nauueHta No3BOMsieT onpeaenutb XapakTep rMcTonorMyeckoro NoBpexXaeHus,
HO He sBnseTca HeobxooumbiM npu GonbwwnHcTBe cnydaes JIMM (cm. pasgen "2.4.1 MNaTonoroaHatoMmmnyeckoe
nccnegosaHue") [46, 47].

Mpu renatouenntonapHom Tune JMT MOryT BbIABRAATHCA: HEKPOBOCNANUTENbHbLIE N3MEHEHNs B BuonTtaTax
neveHu (BocnanuTenbHble MHPUNBLTPATHI Y HEKPO3bl Pa3fMYHON CTEMNeHWN BbIPaXXEHHOCTU B AOfbKax (o4arosble,
CMUBHbIE, MOCTOBUAHbBIE); NOPTanbHOE 1 NepunopTanbHOe BOCNaneH1e; NorpaHnyHbIi renaTuT; NpU3Haky anonTosa;
rpaHynemMbl U Ap., YTO Yalle COOTBETCTBYET KapTMHE OCTPOro WM XPOHWYECcKoro rematuta. MameHeHus moryt
COMNpOBOXAAaTbCHA NpU3Hakamu xonecTasa [46].

Mpu xonectatuyeckom Tune JIMNMM B Grontatax moryT 66T O6HAPYXeHbI crneayowmne NPU3HaKku:

- YUCTLIN XOnecTas - CKOMEHNE Xenum B paclnpeHHbIX KaHanbuax n BHYTPpU LUUTOM1a3Mbl renatounToB be3
NPM3HaKoB CONMYTCTBYKOLLEro BocnaneHus;

- XPOHWUYECKMIA XOnecTas, KOTOPbIN COXPaHAETCS B TedeHne ONUTENBHOrO BPEMEHM U NPUBOAMT K TSXKENOMY
NOBPEXOEHNIO XKENYHbIX NPOTOKOB U X noTepe [48]. Mpu notepe 6onee 50% kenuyHbIX NPOTOKOB ANArHOCTMpyeTCs
CWXKTT,

- OCTPbIV XONnecTaTMYeCcKuii renaTuT - HanMyMe xonecTtasa conpoBoxgaeTcs 6onee BbipaKeHHbIM 40SbKOBbIM
Bocnanexvem [49].

JlekapCTBEHHLIN CTeaTo3 1M cTeatorenaTUT OTHOCATCHA K MEHee 4YacTo AMarHOCTMPYEMbIM MCTONOMMYECKUM
nposisnenunam J1MM. Mpwu JTNT BbIgensioT MUKPOBE3UKYNAPHBLIA, MakpOBE3UKYISAPHbLIA U CMeLlaHHbIn cTeaTtos [50].

JIMNM ¢ nopaxeHnem cOCy[OB MOXET NPUBECTU K Pa3BUTUIO Y3ENKOBOW pereHepaTtMBHOW runepnnasum,
obnuTepupylolern nopTanbHON BEHONaTUM M CUHOPOMY CUMHYycOMAanbHOW OBCTPYKLUUKM (BEHOOKKITHO3MOHHOW
bonesHu) [47, 51].

Takxe npu npueme HekoTopbIx JIMI onucaHbl rMcTonornvyeckme NPU3Haku, crneunduyHsblie ans NPUYUHHONO
JIC: maToBO-CTEKNOBMOHASA UMTOMMasMa renaTtouuToB npu npueme QeHuTomHa** un ©GapbutypaTtoB [52];
dochonunnaos (renaTouuTbl C MEHUCTON 3E€PHUCTOCTLIO LMTOMNAa3Mbl) MpU NpuUeMe MNpoTUBOMArSPUNHBIX
npenapatos [50, 53] u gp.

Hanuuve npusHakoB ¢mbposa mn (unu) LN B GuontaTtax onpegensieT AnuTenbHoe (XPOHWYECKOE) TeYeHne
3aboneBaHusa neyeHu [2, 54].

HekoTopble Mopdponornyeckne M3MeHeHus neveHn accoumvpoBaHbl ¢ nporHodom JIMIM [2]. MNopaxeHne

NPOTOKOB CRYXUT MapkepoMm Xxyawero nporHosa JIMI, Torga kak Hanvune 303UHOMUMABLHOW MHUNLTPaUUU U
rpaHyrnem B 6MontaTax neyeHu accouMmMpoOBaHO C NyYLLIMM ncxofnom 3abonesaHus [54, 55].

1.5.6 Knaccudmkauusa JIMM no cteneHun TaXecTn

MoBblweHne ypoBHs TpaHcamuHas (AJTT B 4aCTHOCTU) HE MOXET BbITb CAMOCTOSATENBLHOW OCHOBOW 4151 OLEHKM
cteneHn TspkecTu JIMTT, NOCKOMNbKY HE CNYXXWUT MPOrHOCTUYECKUM MAapKEPOM TOTO UMM MHOTO UCXoda 3aboneBaHus.



MexayHapoaHoun paboyen rpynnow akcnepToB (International DILI Expert Working Group) 6bina npeanoxeHa
Wwkana c 4 creneHamu TshkecTtu (Tabnuua 1.5.6) [56].

Tabnuua 1.5.6 Ctenenun Taxectu JINMM International DILI Expert Working Group (2011)) [56, 57]

CteneHb Kputepuu gmarHocTtukm

Nerkas ANT 2 5BIMH nnu
W = 2 BrH v o6wmin 6unmpybud < 2 Br'H

YmepeHHas | ANTT = 5 BI'H vnu

W = 2 BrH u o6wmit 6unupybur =2 BIH unn
Hanu4Me CUMNTOMOB renatura <*>

Tsxenas ANT 2 5 BrH unu

W = 2 BrH v o6wmin 6unupybud = 2 BIH unu

HanMyne CMMNTOMOB renaTuTa <*> u

BbIMNOMHSAETCS KAK MUHUMYM OZVH U3 KPUTEPUEB:

-MHO > 1,5

- acuuT 1 (Mnu) sHuedpbanonaTtusl, NPOAOIPKUTENBHOCTE 3aboneBaHuss < 26 Hepn.,
otcytcTBme LI

- OCTpas HeJoCTaTOYHOCTb Apyroro opraHa scneactaue JIMM

2
=

®atanbHas/Tp | CMepTb unu TpaHcnnaHTauus neveHu screactaeue J1MM
aHcnnaHTaum
A

<*> K cumntTomam renatmta OTHOCAT: YTOMNAEMOCTb, CraboCTb, TOLWHOTY, PBOTY, 605k B npaBom nogpebepbe,
KOXHbIN 3y, CbiMb, XENTYXY, CHWXEHWe anneTuta, HEMOTUBMPOBAHHOE, HenpeaHaMepeHHOe CHWXEeHWe Mmacchbl
Tena.

lMpu oueHKe renaToOTOKCUYHOCTM NPOTMBOOMYXONEBbLIX NPEenapaTtoB TSXKECTb HeXenaTerbHbIX peakuuin co
CTOPOHbI NMEeYeHN oueHMBaeTCa C Ucnonb3oBaHueM kputepueB HauumoHnanbHoro nHctutyta paka CLUA (Common
Terminology Criteria for Adverse Events - O6wwue TEPMWHOMOMMYECKNE KPUTEPUWN HexXenaTernbHbIX SBeHUN,
CTCAE), koTopble yka3daHbl B (MpurnoxeHum 2).

1.6 KnuHnueckas kapTuHa 3a6oneBaHuWs UNKN coCTOsIHUA (rPynnbl 3a6oneBaHUit NN COCTOAHUIA)

KnuHnueckas kaptuHa JMNTM 3aBucnT OT ero nabopaTtopHOro Tvna, KNMHNUYecKoro heHoTuna, a Takke TSXKeCTu
NOBPEXAEHUS MeYeHn (MMEITCA NPU3HaKW NeYEeHOYHON HEeJOCTaTOYHOCTU UMW HET), OCTPOro MIN XPOHWYECKOro
TeueHus. B page cnyyaet JIMIM npotekaoT 6eCCMMNTOMHO W BbISBASAOTCA NPy MccregoBaHny nabopaTtopHbIX
nokasatenev wnM nNPUMEHEHUN METOAOB BM3yanbHOW AOMAarHoCTWKM (Hanpumep, okanbHas HoaynspHas
rmnepnnasus ageHoMbl neyeHu). [loMMMO 3TOro, y HEKOTOPbIX JEeKapCTBEHHbIX MpenapaToB eCTb XOPOLLO
OOKYMEHTUPOBaHHbIE renaToTPOrHbIe HeXenaTenbHble peakunn ¢ onpegeneHHsIMN KNMHUYECKUMM CUMNTOMaMu 1
XapakTepucTukamm.

TUNMYHBIMM 1 HecneunmPUYECKUMU KITMHUYECKMMU NPU3HaKaMn renaTouensonsapHOoro Tuna noBpexaeHns
nevyeHn SABMATCA YTOMMSeMOCTb M cnabocTb, MHOrAa - OlylleHne TsXKecTu B obnacTtu npasoro noapebepbs,
XenTtyxa (Mpu NOBbIWEHMN YPOBHA OMnMpybuHa B KPOBM, Kak MpaBuio, 3a cyeT ero obenx cdpakumn).

Mpun xonectatunyeckom Tune JIMM nauneHTbl XanyTcsa Ha KOXHbIA 3yA (Ha Tene BUOHbI Cneabl pacyecos),
YTO HEpPEOKO HapyLlaeT UX COH; XEeNTyXy (ypoBeHb GunupybuHa nosbillaeTcs NPeMMYLLECTBEHHO 3a CYET NPSIMOW

dpakumn).

Pa3sBuTne/npucoegnmHeHne neYEHOYHONW HEOOCTATOMHOCTW  KIUHUYECKM MPOSIBMNSETCS  NeYeHOYHON
aHuedanonatuen (M3J) pasHOM CTENEHN THKECTU (CKpbITas U ABHas), reMopparM4eckum CUHAPOMOM (3KXMMO3bI,



NPenMyLLIECTBEHHO B MeCTax UHBbEKUMI), MHOrga OTEKaMM M acLMTOM 3a CYET HapylleHusi CMHTe3a anbOyMuHa,
0cobeHHOo npu xpoHnveckoM TedeHum JIMNIM ¢ npoasuHyTbIM hrnbposom/LIIT.

I'IpM cmewaHHom Tune JIMMN YKa3aHHbl€ BbllLle CUMMNTOMbI MOTyT CO4ETaTbCA.

HekoTopble chopmbl JITM nmetoT cneumncuryeckyto CMMNTOMAaTKKy, KOTOpasi mMoMoraeT YyCTaHOBUTbL ANarHo3.
JlekapcTBEHHO-UHAYLMPOBaHHbLIN ayTOMMMYHHONOAOOHLIN renaTuT

JlekapCTBEHHO-MHAYLMPOBAHHBIA  ayToMMMyHHOMoAoOHbIn  renatut  (JIN-AMI, pgpyrve  onpegeneHus:
ayTOMMMYHOMOAOBHbBIN  NEKapCTBEHHbIN FrenaTtuT, WMMYHOONOCPEAOBaHHbLIN ayTOUMMYHHbIA renaTut) - 3TO
nopaxeHue nevYeHn, BbI3BAHHOE MPMEMOM NEKApCTBEHHbIX MpenapaToB W UMUTUPYHOLLEE KacCuyeckun
ayToOMMMYHHbIV renatuT (AUT), OTHOCMTCA K KaTeropum MGNOCMHKPa3NYeCKMX U 0NOCpPeaOBaHHbIX PeakLni.

Tepmun JIM-ATT  npennoxeH sSkcnepTamMmyM B pesynbTaTe COBMecCTHOW paboTtel KoHcopumyma mno
nekapcTBeHHbIM nopaxeHusaMm nedyeHwn (Drug-Induced Liver Injury consortium) u MexagyHapogHon rpynnbl no
aytoummyHHomy renatuty (International Autoimmune Hepatitis Group) [58].

Mo paHHbIM oTAenbHbIX nccneposaHun, JIN-AUM coctasnset 2,0 - 9,2% OT 3aperMcTpuUpoBaHHbIX Cryvyaes
nnn 59 - 62].

B knuHun4eckol kapTuHe MOryT uMeTb MecTo obliue CUMNTOMbI, Takue Kak crnabocTb, YyTOMISIEMOCTb,
TOLLHOTA, CHUXKEHWE anneTuTa, nuxopaaka, 6onb B cyctaBax. [le4eHOYHble NPOSIBNEHNS MOTYT BKIOYATb XENTYXY,
NnoTEMHEHME MOYM, OCBETNEHME Kana, renaTtomeranuio, 6onb unu guckomdopT B npaBoM noapebepbe.

OnucaHo 6onee 40 pasnuyHbIX nNpenapatoB, KoTopble MoOryT BbidbiBaTb JIM-AMI, B TOM u4ucne
HUTPOYPaHTOWH, MeTungona**, MUHOLIMKIUH, NHTEPdEPOHDI, NHIMGUTOPDI "MI"-KoA-peaykTtasbl
(MpenmMyLLIECTBEHHO aTopBacTaTMH**, pexe cMMBacTaTUH** U po3yBacTaTuH, YTo coctaBnsieT 8,5 - 27,2% oT Bcex
CBSA3@HHbIX C MpumeHeHnem wuHrmbutopos Ml -KoA-pegyktasbl (ctatvHoB) JIMIM [63], MeTunnpegHW3onoH™™,
AvknodeHak™, npoTMBOOMyXOneBble npenapaTtbl KNaccoB WMHrMBUTOPOB MpOTEMHKUHa3bl (Haunbonee 4vacTto -
UMaTUHNG™, pexe - Na3onaHnb™*) 1 MOHOKIOHASBbHbLIX aHTUTEN U KOHBIOraTOB aHTUTEN (Hanpumep, UNUIMMymat**,
HMBoNymMab™ u gp.), UMMyHOZenpeccaHTbl U3 rpynnbl MHIMBUTOPOB dakTopa Hekposa onyxonu anbga (PHO-)
(Hanpumep, uHpAMKeumab™™, aganumymab™*), cdutonpogyktel u BA[ (Hanpumep, TMHOCMOpa cepauenucTHas
(Tinospora cordifolia)). IMpu aTom HekoTopble JIC 1 BakUUHbI MOTYT CAYXWUTb TPUITEPOM Pa3BUTUS UCTUHHOTO AT
[58, 64 - 66].

JlaGopaTtopHble MMCTONOrMYECKNE NPU3HaKW, KOTOpble MOryT ObiTb BbisiBreHbl npu JIN-AM, MaeHTUYHBI
TakoBbiM npu AWM, a cneuuduyeckme Mapkepbl, KOTOpble Mo3BONUNM Obl pasrpaHM4MTb 3TW ABa COCTOSHWSA,
otcytcTBytoT. OAna JIN-ATNT xapakrepeH renatouennionapHbeii tun JIMNM, nosbiweHne YpPOBHSA CbIBOPOTOYHOrO
nmmyHornobynvHa G (IgG) u BbisBnNeHne aytoaHTuTen. McTonornyeckme M3MeHeHus, onpegensembolie B neyYeHun
npu JIN-AMT, Takke 6nm3km K TakoBbIM Mpu knaccudeckom AWM, 3a uckmYeHMem OTCYTCTBUS BbIPaXXEHHOro
¢ubposa n LM [67]. B To xe Bpemsa npu gnutensHom npueme J1C, BbisbiBatoLwmx JIN-AMT, 6binmn 3admkcpoBaHbl 1
cnyyawn LM [68].

OcHoBHbIM oTnnuunem JIU-ATT ot uctuHHoro AU cnyxuT oTcyTcTBMe peunameoB [58, 68] nocne oTMeHbl
NMMYHOENPECCaHTOB.

B nocnegHue roabl NpoM3OLINK CyLLEeCTBEHHbIE N3MEHEHUS B CMEKTPe npenapartos, BbidbiBatowmx JIA-AMNT,
YTO CBSI3@HO C YBENIMYEHMEM MCMOMNb30BaHMA BUONOrMYEeCKMX NpenapaTos, LUMPOKNM BHEAPEHMEM MMMYHOTEpPanum
B OHKOJIOTU0, U3MEHEHMEM MOLXO0A0B K JIEYEHUIO Pa3nMyHbIX 3a00neBaHuni.

DRESS-cuHgpom (Drug Reaction with Eosinophilia and Systemic Symptoms)

Pepnkas cdopma JIMNM - DRESS-cuHgpom (Drug Reaction with Eosinophilia and Systemic Symptoms),
3aboneBaemoctb coctaBnsieT 0,9 Ha 100 000 Hacenenus n ot 2,18 go 40 Ha 100 000 cTaunoHapHbLIX NaUUEHTOB
[69]. CornmacHo npocnekTMBHOMY MccnegoBaHutio RegiSCAR, netaneHocTb coctaensaeT 1,7% [70].

Yawe Bcero «k passutmio DRESS-cuHgpoma npuBogAT  MpoTMBO3ANWAENTUYECKME  npenaparhbl
(kapbamaszenuH**, namMoTpuaXWH, eHobapbuTan™*, QeHUToMH**, okckapbasenuH**), aHTubakTepuanbHble
npenapaTtbl CUCTEMHOrO [OENCTBUS (aMOKCULMANUH®,  aMiuuUMnnnH**,  asuTpoMULMH**, neBodrioKcaLmH*,
MUWHOLMKINH, KO-TPUMOKCa3on [cynbcameTokcason + TpUMeTonpum]**, BaHKOMULMH**), NPOTMBOTYOEpKyne3Hble
npenapaTbl  (3TambyTon™*, wu3oHmasng**, nupasvHamug**, pudamnuumH**), npenapatbl knacca HIBI



(aueTnncanuuunoBas Kucnota**, uenekokcmnd, pauknodeHak™™, mnbynpodeH**, MNMPOKCUKaM), a Takke Takue
CPEACTBa, KakK ansionypuHoON™*, aMUTPUNTUIIMH**, OancoH™™, rMOPOKCUXITOPOXMH**, MMaTMHMO™*, HeBMpanuH**,
omenpason**, cynbdgacanasuH** [69]. B naTtoreHese DRESS-cMHOpoMa paccmaTpuBatoTCs TpU  KITHOYEBbLIX
KOMMOHEHTAa: reHeTM4Yeckass NpPeapacnofioKeHHOCTb, UM3MeHeHMe  MeTabonmama JIC, B 4acTHOCTU
NPOTUBO3NUNENTUYECKNX NPENAPaTOB C apOMaTUYECKUMK KOMbLEBBLIMI CTPYKTYpaMu; peakTnBaLuusi BUpyca repreca
yenoseka 6-ro Tuna, kOTOpas MNPMBOAMT K OnNocpefoBaHHOM T-numdouuTamu BOCNanUTENbBHOW peakuum u
NOBPEXAEHMNIO TKAHEN.

Mpn cbope aHamHe3a HYXHO MOMHWUTb O TOM, YTO KNUHu4Yeckme npossneHus DRESS-cuHgpoma ob6blvHO
NposiIBMAOTCH Yepes 2 - 6 Hegenb nocrne BBeAEHUS Npenapara, 3anyckatoLlero natonormdeckun npouecc [69, 71].

DRESS-cMHOPOM KNMHMYECKN MPOSIBNSAETCA ChiNbl C 303vHOunmen (B psige cnyvaeB KpanuBHULEW) B
nabopaTopHbIX TECTax U CUCTEMHLIMM CUMNTOMaMK Kak obLLero xapakrepa (03Ho6, nMxopaaka, numdageHonaTtus),
Tak U CBA3aHHbIMW C BOBMEYEHWEM B MNATOMOrMYECKUn MPOLIECC BHYTPEHHUX OPraHoB, B YACTHOCTU MEYEHW.
MpurLenbHbIV OCMOTP KOXHbBIX MOKPOBOB NO3BONSET 0OHAPYXUTb NATHUCTO-Nanynes3Hyo Cbifb, B HEKOTOPbLIX CRyvasix
- BE3WKyInbl, Oynnbl, NycTynbl, Nypnypy, OTEK N1ua, XenniT u 3puTpoaepmMumio.

BoBneyeHne neveHn MOXeT MPOSABNSATLCA MO-pasHOMY: OT 6eCCMMMTOMHOIO MOBbILEHWUS CbIBOPOTOYHbIX
TpaHcammHa3 n LLd Gonee yem B 2 n 1,5 pasa ot BI'H cootBeTcTBEHHO A0 OOLIMPHOrO HEKpPO3a MeYeHu C
yBenuyeHnem yposHsa AJlT 6onee yem B 10 pas v KAMHUYECKMMWN MPU3HAKaMWN NEeYEHOYHON HeJOCTaTOYHOCTU C
koarynonatuen, 3, xentyxon. Habniogaetcs Tawke nopakeHue Apyrmx BHYTPEHHUX OpraHoB C pasBUTUEM
NMHEBMOHMTA, MMOKapauTa, nepukapauTa, Hedputa u konuta. IMeHHO nospexaeHne BHYTPEHHUX OpraHoB, B TOM
yncne nNevYeHun, CNY>KMT OCHOBHON MPUYMHOWN NeTanbHOCTU Npu 3Tom cuHapome [70].

XapakTepHble remaTonormyeckne n3MeHeHns:: nenkounTos, 3o3nHopunus (90%) n (nnm) moHoHykneos (40%).
BaxHO 3HaTb, 4YTO MOBbILLIEHNE YPOBHA Ne4YeHOYHbIX (DEPMEHTOB MOXET COXPaHATLCH B T€YEHWE MHOMMX MeCsLEB
nocne knuHudeckoro paspeweHna DRESS-cuHgpoma [69, 72, 73].

DRESS-CMHOPOM MOXET CINYXWUTb MHOYKTOPOM pPa3BUTUS ayTOMMMYHHbIX 3aboneBaHui (ayTOMMMYyHHas
remonuTuyeckasi aHemusi, 6onesHb pevisca u 1.4.), Npu atom JIM-ATT Kak MCX04 A4aHHOIo COCTOSIHWSA B NiUTepaType
He onucaH [69, 73, 74].

MNopaxeHne nevyeHn Ha ¢hoHEe NPUMEHEHUA MHIMOUTOPOB MMMYHHbIX KOHTpONbHbIX Toyek (MKT):
MMMYHOONOCPEOOBaHHbIN renatMmtT U BTOPUYHLIN  CKIIEPO3UPYHOLLMMA  XOJIAHTUT  (FleKapCTBEHHO-
MHOYLMPOBaHHbIA BTOPUYHBLINA CKnepo3upyowmin xonaHrut (JIU-BCX))

MmMmyHOONOCpEeaoBaHHbIA FrenatuT OTHOCUTCA K KaTeropum KMMMYHOOMOCPEAOBaHHbIX HeXenaTenbHbIX
peakuni Ha doHe neyerus VKT, Takumm kak nnunumymat™*, Husonymab™ n nembponudymab™ . B nogasnstoLem
GoNbLUMHCTBE Cry4yaeB OH Pa3BMBAETCS MPU UCMOMb30BaHMN KOMOUHALMK nnunumymaba** n Husonymaba** (13 -
83%) [75, 76], npn1 MOHOTEpanuu uNnnuMymabom™* ero yactota coctaBnsieT 4,5%, Npy1 MOHOTepanuu MHrIMoUTopamm
aHTn-PD-1 - 1,8% [75].

CpepnHee BpeMsa 40 peanu3aumy KINMHUYECKOW KapTuHbI MMMYHOOMOCPELOBAHHOIO renatuta coctaBnsaeT 47
OHen (omanasoH - 4 - 476), a cpegHee BpeMsa 0o nuka nogbema AT - 71 geHb (guanasoH - 4 - 478) [76].

MmmMmyHOONoOCpeaoBaHHbIV renaTtuT NPOosBNSETCA HecneumnyeckMMmM CUMNTOMaMK: CrabocTblo, B HEKOTOPbIX
crnyyasix MNoBbILLEHWEM TemnepaTypbl Temna, OLWyLleHMeM TsbkecTu u Gonblo B obnactu npaBoro noppebepbs,
xentyxon. Ecnu y nauveHTOB pasBMBaeTCA MeyeHoYHas HegocTaTovHOCTb, TO npucoeauHdetca 10 wn
koarynonatusa. JlabopaTopHble OTKMNOHEHWss B MoJaBnswWeEM OOMbLIMHCTBE CydaeB COOTBETCTBYHOT
renatouennonsapHomy Tuny JIMNIM ¢ NoBbIlLEHNMEM CbIBOPOTOYHbIX TpaHcamuHal 3-i cteneHn CTCAE u Bbiwe.
BcTtpevatoTtes cnyvau cmelwanHoro tvna JIMNM. MMmyHoonocpeaoBaHHbI renaTut - AnarHo3 UCKNI0YeHUs.

NHrmbuTtopbl nporpaMmmmnpyemont KnetovHon cmeptu 1-ro tuna (aHTu-PD-1) npumeHsoTca Ans neveHus
MHOIMX 3110Ka4YeCTBEHHbIX HOBoOOpasoBaHwui. Cpean MX UMMYHOOMOCPEAOBaHHbLIX HeXenaTerbHbIX peakuuii
onucaH JIN-BCX, koTopbin BCTpeyvaeTcs ¢ 4vactoton 0 - 4,5% u xapakTepusyetcd XOnecTtaTUyecKMm TUMOoMm
renatotokcnyHocTn. OCHOBHbIE MpenapaTtbl, KOTOpble €ero BbI3blBAKT: HWBONyMat**, nemGponusymab™,
aBenymab**, nypsanyma6**, atesonuaymab™* [77].

JIN-BCX nposiBNseTca cneaylowmmMmn KIMHUYECKMMU CMMNTOMamu: obuwas cnabocTb, NMxopagka, KOXHble
anemeHThbl, 60MNb B CNMHE, NOTeps anneTuTa U pBoTa, Avapes, abgomuHansHas 6onb nnv guckomdopT, xentyxa. B
nabopaTopHbIX TeCTax OTMeYaeTCs NoBblleHne ypoBHen bunnpybuHa, L, ramma-rmyramuntpaHcdepassl (IMT),



CbIBOPOTOYHbLIX TpaHcamuHa3s, IgG. MeTtogamu BM3yanbHOW WM 3HOOCKOMWYECKOM AMArHOCTUKM OOHapyxuBakoT
crnegywLme OTKINOHEHNS: CTEHO3 BHYTPU- N BHEMEYEHOYHbIX XXEeMYHbIX MPOTOKOB, B TOM Y/CIE C MHOXECTBEHHbIMU
CTPUKTYpamy; paclUMpeHne W MpenMyLLecTBEHHO Auddy3HOe YTOMWEeHMe CTEHKU XeNYHbIX MNPOTOKOB. [pu
rMCTONOrMYeckoM uccnefosaHum GuontatoB nedeHu B BOMbLUMHCTBE crnyvyaeB OBHapyXumBalOT BOCManNUTEmNbHbIE
n3MeHeHus ¢ nHpunsTpaumen T-knetkamu CD8*.

OcobenHocTu JIN-BCX, accoummnposaHHoro ¢ npumeHeHnem UKT (B yacTHOCTH, aHTU-PD-1): maHudectauuns
B cpegHem 4vepes 55 gHel OT Hayana NpPoTMBOOMNYXONEBOrO NleyeHns, bunnapHas gunataums n yTonweHne CTEHKN
XKEeNYHbIX MPOTOKOB ©e3 O6CTPYKUMM K (MNKN) MHOXECTBEHHbIE CTPUKTYPbl BHYTPUMNEYEHOYHbIX XXEMYHbIX MyTen,
ONCYHKLNS NeYeHn C JOMUHUPYHOLLUM NOBbILUEHUEM aKTMBHOCTU (bepMeHTOB, oTpaxawLwwmx xonectas (LUP 2-n
ctenenn n Boiwe no kputepmsim CTCAE v 5.0 (2017)), noBbiweHne ypoBHs [TT (cM. npunoxeHune 2), HopManbHbIN
YPOBEHb CbIBOPOTOYHOro IgG4 1 yMepeHHbIN v cnabbii OTBET HA CTEPOUAHYIO Tepanuio.

[dnarHoctnyeckne KpUTepum OaHHOrO COCTOSAHWUSI He paspaboTaHbl, O4HAKO nuvuaMm, nonyvawwmmM rnedyeHve
WKT, npu passutum xonecrtasa c yBenuyeHmem aktuBHoctu LD 2-n cteneHn u Bbiwe no kputepuam CTCAE
uenecoobpasHo UCMonb30BaTh B AMArHOCTUYECKUX LeNsax MeToabl Busyanusauum bunvapHoro gepesa [75, 77].

Momumo WIKT, «k passutnio  JIM-BCX mMoxeT npumBecTM MpuMeM KeTaMuHa**, pgouetakcena™®,
MOKcudhoKcaLmnHa™, amoKCULunMHa + KnaBynaHoBOW KMCIOTbI™™, uedasonmHa* v gp. [78 - 80].

CuHApOM Mcye3arowmx xenvHbix npotokoB (CUXI)

CWXT1 - pegkast dhopma JIMI xonectatnyeckoro tvna, KOTOPOE XapakTepuayeTcsl TMCTONOrMYeckn noTepemn
MO MeHbLLEN Mepe NOMOBUHbI MEXAO0IbKOBBIX XXEMYHbIX MPOTOKOB MIM OTHOLLEHWMEM KONTMYECTBA XKEMYHbIX MPOTOKOB
K yncny noprtanbHbiX TpaktoB cocTaenseT < 0,5. [laHHoe cocTosiHue obblYHO pa3BuBaeTcs vyepe3 1 - 6 mec. nocne
anu3ofa TSXKEeNoro XornectaTM4ecKkoro renatuta, 4acto - C MMMYHOanmneprmieckuMm npusHakamu, paspelueHue
KOTOPOro He MPOUCXOAMUT.

Mporpeccupytollee paspyLlleHne BHYTPUNEYEHOYHbIX XXeMYHbIX MPOTOKOB C Pas3BUTUEM OYKTONEHWUM OBbIYHO
He 3aBucKT oT Ao3bl JIC nnu dpuTtonpogykTa. MMMMyHoonocpeaoBaHHOE UMK NPSIMOE NMOBPEXAEHNE XONaHMMOLUMTOB
rniekapCTBEHHbIMM MpenapaTtamu unu ux metabonutamu, nonagarolMMn B Xendb, U ANUTENbHOe BO3OeWCTBUE
TOKCUYHbIX comnen )enuyHblx kucnot (XKK) npy HapyweHun 3awuTHbIX DYHKLUUA XKENYHOro SNUTENUs SIBMSIOTCS
OCHOBHbIMW MeXaHW3MaMm1 NOBPEXAEHUSI XONAHTMON.

KnnHnyeckas KapTuHa: yTOMITAEMOCTDb, NOCTOSIHHBIN KOXHbIN 3yL, XenTyxa, KCaHTOMbI U KCaHTerna3Mbl.

MmmyHoannepruyeckme npusHakuy: Cbifb, NMXopagka, oTek nuua, numdageHonaTns n 303nHodunms; B bonee
TSKenbIX cryvasx - cuHapom CTmBeHca - [XKOHCOHA MM TOKCUYECKWUIA anuaepmMarnbHbii Hekponus. 3abonesaHve
MOXeT MpMBOAMTb K MNEYEeHOYHOW HedocTaToyHocTu W notpebosaTe TI. B psge cnyvaeB Habniwogaetcs
BbI3AOPOBMIEHNE UMM KIIMHUYECKOE YyNy4lleHne nauMeHTa, 0gHaKo Npv rmcTonornyeckom uccnegosaHuy buonrtara
nevyeHy NpoJorKaeT onpeaenaTbca AykToneHusa n ombpos Ton unu nHon cteneHun. B nabopatopHbix napameTpax
HabngaeTcsa cTomkoe nosbiweHne ypoBHen LW n 6unupybuHa, a Tarke KK n xonectepuHa. Passutne CYKI
accouMmpoBaHo € NpumeHeHnem BeTa-naktamHblx aHTUbakTepuanbHbIX NpenapaTos, NEHUUUINIMHOB (Hanpumep,
amOKCULMMNIUHA + KNaBynaHOBOW KUCMOTLI®™ UM OpYrnx), Makponuaos, (PTOPXMHOMOHOB, CyrbdaHnnamuaos,
NpOTUBOrpMOKOBLIX MpenapatoB cuctemHoro gencteud, HIMBIN, nponsBogHbIX heHOTUAasMHa, TPULMUKIMYECKNX
aHTUaenpeccaHToB U apoMaTUYECKNX NPOTMBOINUNENTUYECKUX NpenapaTos U T.A4.

OnddepeHumanbHbil guarHo3 NpoBOAUTCA CO CKMEPO3UPYIOLLMM XOSTaHIUTOM, MNEPBUYHBIM BunmnapHbiM
xonaHrutom, 6onesHbto XomkkmHa u apyrumu. CUXKIT - rmctonormyeckun gmarHos, ogHaKko ero MoXHO 3anofgo3puTb
Ha OCHOBaHWUW BbILLENEPEYNCTIEHHBIX KIMHNYECKUX NMPU3HAKOB M nnabopaTopHbIX AaHHbIX [81 - 83].

CVHOpOM CUHYcOMAanbHOW OGCTPYKLUU (BEHOOKKITHO3UOHHHAs Gone3Hb neveHn)

CvHgpom crHycomaanbHon 06CTPYKLUKM (BEHOOKKIIO3MOHHHAsA B0ne3Hb neveHn) - pegkast opmMa nopaxeHus
neyeHun, BO3HMKaOLAsA nocre LMTOPEOYKTUBHON Tepanvuu nepen TpaHcnnaHTaumnen reMonosTU4EeCKnx CTBOSOBbIX
KINeTOK, BO3AENCTBUS HEKOTOPbLIX NMPOTMBOOMYXOSEBLIX MpenapaToB (okcanunnaTuH**, remTy3ymab o30ramMuuuH,
UKT un pgp.), a Takke NMppoONu3MauHOBLIX arnkanougoB. Yactora cuHOpoMa CUHycouaanbHOW O6CTpyKUMM
konebnetca ot 8,3 go 54% Ha (oHe NpMMEHEHMs MPOTUBOOMYXONIEBLIX PEXMMOB Ha OCHOBE OKCUMMaTWUHA,
Hanpumep, FOLFOX, FOLFIRI gns nevyeHnsi KonopekTanbHOro paka.



[dnarHoctMka 9TOro COCTOSIHMA - CMOXHasi 3ajada, MNOCKOMbKY KIWMHUYECKNE KPUTEPUN WUMEIOT HU3KYHO
cneunduYHOCTb, a HadeXHble HeuHBasVBHble BUOMapKkepbl OTCYTCTBYHOT. CumTaeTcd, Y4TO B OCHOBE CMHOPOMA
CMHycouaanbHOM OOCTPYKUMM NEXUT MOBPEXOEHNE CUHYycOMAamnbHbIX SHOOTENManbHbIX KIETOK, YTO MPMBOAUT K
annataumm u Kanunnsapusawmm CMHycomaoB, pnbposy 1 06CTPyKLMU LeHTparnbHbIX BEH C Y3MOBOW pereHepaTnBHON
rmnepnnasuven n 6es Hee.

MogymaTb O OaHHOM COCTOSIHUM HYXHO, €Cnu y nauueHTa Ha oHe npuMmeHeHusa onpegeneHHbix J1C
MoBbILIAETCA YpOBEeHb acnapTatamuHoTpaHcdepasbl (ACT) B coyeTaHun ¢ TpombouuToneHuen. Pa3sepHyTas
KNMHU4YecKasi KapTUHa BKMOYaeT yBeNnMYeHe NeYeHn U ceneseHku, Xentyxy [84].

YBennyeHve pa3mMepoB Celle3eHKN KoppenupyeT C yBelmiM4eHnem CteneHn cunHycomngarnbHOro noBpexaeHua
ne4vyeHn N MOXKeT CNY>XUTb NPOCTbIM METOL0M BbIABIIEHNA NALNEHTOB, NOABEPXEHHbIX PUCKY pa3BUTUA aToN CbOprI
TOKCUYHOCTW.

NHayuupoBaHHOe oKkcanunnaTtMHOM**  yBenuueHve pasMepoB CerneseHku credyeT paccMmaTpuBaTth Kak
NOTEHLMANbHYIO NMPUYUHY CTOMKOM TPOMGOLIMTOMNEHMUM NMOCHE NeYEHUs oKcanuniaTuHom™** [85].

B pemknx cutyaumsax CMHOPOM CUHycouaanbHOW OBCTPYKUMM Ha POHE MPUMEHEHWS NMPOTUBOOMYXONEBbLIX
PEXUMOB Ha OCHOBE okcanunnatvHa** npmBoauT K nopTanbHou runepteHsun (M) ¢ pa3BuTMEM BapUKO3HOMO
pacwmnpeHns BeH nuweBoda M Kenygka ¢ pyCKOM KPOBOTEYEHWM, MAcCMBHOMO acuuTa v naHuutoneHuun. Takue
naumeHTbl MoryT TpeboBaTb XUPYPrMyeckoro 1 3HAOCKONMYECKOro neyeHms [86].

JlekapcTBEHHO-MHAYLMPOBaHHAaA OCTpas NeYeHoO4YHasa HepoctaTovyHocThb (JTU-OMMH)

JIN-OIMH - cocTosiHne, Npy KOTOPOM NoTepst PYHKLMN renaTtoLmMToB NPOUCXOaUT B TEYEHNE HECKONbKUX AHEN
Unn Hegenb M COMPOBOXAaeTcs passutmem 3 n Koarynonatum nog BO3AEMCTBMEM NEKApPCTBEHHbIX Npenapartos,
BA nnu dutonpoaykToB. [pn 3TOM NaUMEHTbl HE MEIOT UCTOPUMN XPOHNYECKOTO 3a00neBaHns NevyeHun.

CornacHo mexayHapoaHbIM nuTepaTypHbIM AaHHbIM, okono 39 - 60% JIN-OlH ceaA3aHo ¢ nepeno3MpoBKON
napauetamona**, 46% - C npveMoM MNPOTMBOMMKPOOHbLIX MpenapaTtoB CUCTEMHOIO [OEWCTBUA U  OpYyrux
nekapcTBeHHbIX nNpenapaTtoB u BA[ [87].

Bpemsi maHudectauum JIN-OMNMH 1 0coBGEHHOCTU ee KIMHUYECKOro TeYeHUsi 3aBUCAT OT npuyvmHHoro J1C.
Hanpumep, npu nepeno3npoBke napaueramona™ KnMHmdeckasi KapTuHa peanusyeTcs Yepes HECKOSIbKO YacoB; Ha
¢doHe npuMeHeHus un3oHuasmpa*™ Habnopgaetcs nogoctpoe TeveHue JIN-OMH, a M3 obblMHO BO3HUKAET Kak
MUHMMYM Yepes 2 - 4 He. OT Ha4Yana 3aboneBaHusl.

Mpu NN-OMNH Bcerpa pa3suBaeTcs renatoUennioNapHbIN TUM NOBPEXAEHUS NeYeHU C NOBbILLEHNEM YPOBHEN
CbIBOPOTOYHBIX TpaHCaMuHa3s n bunupybuHa. K nabopaTopHbIM Npu3Hakam HapyLleHWUs! CUHTETUYECKOW (DYHKUUMK
neyeHn otHocuTcsa runokoarynsaums. JIN-OMNMH BcneacTtBne nepego3svpoBKM napaueTamona*™ xapakrtepusyetcs
OYEeHb BbLICOKMM YPOBHEM CbIBOPOTOYHbIX TpaHCaMuHa3, Hepeako gocturarowmm > 10 000 ME/n B coyeTaHum ¢
He3HayMTernbHbIM NOBLILEHNEM YPOBHS BunupybuHa (< 5 mr/gn).

KnuHnyeckas kaptuHa JIN-OlMH:

Obwue cUMNTOMbI: YTOMMSIEMOCTb, TOLIHOTA, MOTEpst annetTuta, AuckoMdopT B obnactu npasBoro
nogpebepbs.

Mo Mepe HapacTaHuA NneYeHOYHON HeOoCTaTOYHOCTU NPpUCcoegNHAKTCA XenTyxa, MNOTEMHEeHMe MOou4u,
pas3findyHaaA CTeneHb TAXeCTU M3 BNNOTb 4O KOMbI 1 OTEKa MO3ra, rmnokoarynauua ¢ remopparm4eCkmm CMHOPOMOM.

Cneumnduyeckas Tepanua nposogutca ang JIM-OMNH Ha doHe nepeo3npoBku napauetTaMmonom™* (cM. pasgen
3). Tsxenvble cnyyan JIN-OMNH moryTt TpeboBath Tl (cm. pasgen "3.3 Xupyprudeckoe neyexne") [87, 88].

2. lnarHocTMKa 3aboneBaHUs UM COCTOSAAHUA (rpynnbl 3a6oneBaHUN UNU COCTOSIHUA) MegULIMHCKue
nokKasaHusi U NPOTUBOMNOKa3aHUsA K NPUMEHEHUI0 MeTOA0B ANarHOCTUKKU

OunarHocTtuka JIMNT BkNtoYaeT oueHKy crieayoLwmx No3ULni:

- MHTepBan Mexay Hadanom npuema J1C n pa3BuTMEM NOPaXKEHUsI NEYEHN;



- KNMHWYECKNE CUMMNTOMbI;

- ONIMTENbHOCTb M TeYEeHMe Neprnoaa BOCCTAHOBIEHUS;
- dhakTopbl pucka;

- UCKINIOYEHNE OPYrMX NPUYMH NOBPEXOEHUS NEYEHMU;

- y4eT npeaLwecTBYOLWNX AaHHbIX O renaTtoTokcnyYHocTM JIC 1 ycTaHOBREHWE NPUYMHHO-CNEACTBEHHbIX CBS3EN
(c™m. pasgen 2.5.1);

JononHNTENbHBIMY NO3MLMSAMM MPU NOCTaHOBKE AMarHo3a MoryT ObiTb:
- peakuums Ha noBTopHOe HasHayeHue JIC (ecnu oHO BbINOMHANOCL) (CM. pasgen 2.5.1);

- AaHHbIE NAaTONOroaHaTOMUYECKOro NCCNeAoBaHUA TKaHW nedeHn (ecnu npoesoamnack buoncus nedyexHun) (cm.
pasgen 2.4.2) [14, 89].

BbisiBrieHne npuynHHO-CNEeACTBEHHON CBA3M Mexay npuemom JIC (unn BAL, nnn dutonpoaykta) siBnsietcs
KrntoyeBbIM MOMeEHTOM B guarHoctuke JIMNI n ocHoBown pelueHust Bonpoca 06 otmeHe JIC (nogpobHO paccMoTpeHo B
pasgene 2.5).

- PekomeHgoBaHo nauumeHTaMm npu nogo3peHun Ha JIMI npoBegeHne npuema (OCMOTpa, KOHCYNbTauumm)
Bpaya-TepanesTa unv Bpaya obLLel NpakTukM (CeMenHOro Bpaya) unu Bpaya-ractTpoaHTeporsora Ans ycTraHoBNeHUs
AmnarHo3a, HasHauyeHusa obcnegosaHms u nedexus [14, 90].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).
KommeHTapwuu: JTMNIN cnegyeT nogo3pesaTh Npu Mobom 13 cneayowmx o6CcToATensbCTs:

1) Np¥ NOBbILLEHMN AaKTUBHOCTU MCXOOHO HOPMasbHbIX 3HAa4YeHUn cbiBopoTouHbIX AJTT, ACT, WP 1 ypoBHS
obwero 6unupybuHa (O6un) nocne Hayana npuema JIC;

2) Npuy yBenm4eHun 3HaveHumn ceiBopoTouHbix AJ1T, ACT, WP n bunnpybrHa B ABa n 6onee pasa oT UCXOOHbIX
Unn yxyaLweHun pyHKUumn neveHn nocne Hayana npuema J1IC y naumeHToB C paHee M3MeHeHHbIMY nabopaTopHbIMK
TecTaMn MNEYEHOYHOW NaHemnu, Korga 3TO Henb3d OOBbACHWUTL TeYeHWEM NpPeaLecTBYIOLWEro XPOHUYECKOro

3aboneBaHuns NeYeHu;

3) y naumMeHToB C cMMNTOMaMn 3aboneBaHns nNedYeHn, BOHUKLWIMMU nocrne Havana npuema J1C;

4) y nauMeHTOB C HEN3BECTHOW NPUYMHOW NOBPEXAEHNS UMK 3a6oneBaHnsl NeYEHN NPU UCKITIOYEHUN OPYTnX
BO3MOXHbIX 3TMONOrMYeCcKMx hakTopoB B npouecce obcrnenosaHus [45].

Kputepun yctaHoBneHus guarHosa/coctosHus: [Ons  guarHoctukm  JIMIM  mcnonb3yloTca  KpuTepuu,
nepeyncneHHble B Tabnuue 2.0.

Tabnuua 2.0. KpuTepum puarHo3a IeKapCTBEHHOro MopaXkeHus nedveHu (Ha OCHOBE pekoMeHZauwi
MexgyHapoaHon akcnepTHow paboyen rpynnbl (2011) n kputepueB CIOMS (1999) ¢ nameHeHusamn) [4, 45, 56]

npl/l‘-II/IHHO-CJ'Ie,D,CTBeHHaFI B3aMMOCBA3b MeXAYy WCNoJsib30BaHMEM JieKapCTBEHHOro cpencrtea (I/IJ'IVI

BAL, vnu cmTonpoaykTa) B codeTaHMm ¢ ogHMM 1 Bonee n3 cnegyowmx NpU3HakoB NOBPEXAEHUS
nevyeHn <*>:

a) nosbllueHne akTuBHocT AJTT 2 5 BIH <*>, <**>

\Y%

6) noBbIWeHne akTMBHOCTM LI

2 BI'H (B oTcyTcTBUE M3BECTHOrO 3aboneBaHMs KOCTHOW TKaHW)
K>S HRERS

B) noBbllleHne aktueHocTM AJTT 2 3 BI'H v noBblleHne ypoBHs obLiero 6unupybuHa > 2 BIH <*>




) NOBbILLEHHbIe 3Ha4YeHMs1 nabopaTopHbIX MokasaTenen, He gocTuratolimMe ypoBHsA a), 6), B) npwu
HanM4YUKU KIMHUYECKM 3HAaYUMbIX CUMMTOMOB

) ybeauTenbHble OaHHble O MOBPEXAEHUW MevYeHn (Hanpumep, pes3ynbTaTbl MCTONOMMYECKUX
nccrnegoBaHnn, BU3yanu3anpyoLwwmx MCCneaoBaHunin) npy oTcyTcTemm a), 6), B)

€) noBblleHne akTuBHocT AJIT 22 BI'H <*> y naumeHToB 13 rpynn pucka Tsxernoro Tederus MM
(Hanpumep, NpefLiecTByoLLee 3ab0oneBaHne NeYEHN C ee BbipaXEHHbIM MOBPEXAEHNEM)

MprmeyaHus:

<*> ECnu noBbILWEHHbIE 3HA4YeHUs1 NabopaTopHbIX NokasaTenen Habnganucb 40 Hadana fnevyeHus
nogo3peBaembiM JIC (npepwecTBytollee noBpexaeHue nedeHn), To BIH 3ameHsieTca cpegHummn
©a30BbLIMM 3HAYEHMUSMW 00 €ro BO3AENCTBUS.

<**> Ycnonb3oaHue ACT BmecTto AJTT Bo3MOXHO B criyyasix, ecnu ACT npeobnagaet Hag AJlT n HeT
N3BECTHOIO NOpPa)XEHUS1 MbILLEYHOWN TKaHM.

<***> [NeyeHo4Hoe npoucxoxaeHue LLd moxeT GbITb NOATBEPKAEHO NOBbILLIEHNEM akTUBHOCTU [TT.

- Y nauueHToB, nonyyawowmx JIC n (unn) BAL u (unn) pmutonpoaykThl, AN AUArHOCTUKK Npeanonaraemoro
JINM pekomeHOoBaHO MCMONb30BaTh KpUTEPUU, YKasaHHble B Tabnuue 2.0 [4, 56].

YpoBeHb y6eamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 5).

KommeHTapun: mexayHapogHas akcneptHas paboyas rpynna B 2011 rogy noBbiCuna noporoBbie 3HAYEHWS
napaMeTpoB MeYeHOYHOW NaHenn B CPaBHEHWN C NPeanoXeHHbIMU paHee, BO usbexaHue runepguarHoctukm JINT
n HeobocHoBaHHOW oTMeHbl JIC [4]. MNpexoasiiee NOBbILWEHNE aKTVBHOCTU CbIBOPOTOYHbIX TPAHCAMUHA3 MOXeT
ObITb 00YCNOBNEHO aAanTMBHOW peakumel NevYeHn Ha BO34eNCTBINe pa3nnyHbIX areHToB. [Mpumep Takon agantaumm
(beHomeHa TonepaHTHOCTM): NepBOHaYarnbHOe nosbileHne akTuesHocTy AJTT B 0TBET Ha npuem nHrmbmutopos MM -
KoA-peaykTtasbl (ctaTnHOB) [91]. MI3onmpoBaHHOe noBblweHne yposHen [T T unu GunupybrHa He Cnyxut Npu3Hakom
JINM [92]. OtpenbHble deHotunsl JIMIN, TakMe Kak CTeato3 uNM o4yaroBble WM3MEHEHMS MeYeHW MOryT He
ConpoBOXAaTbCA MabopaTopHbIMKU  OTKIMOHEHWAMM W OUArHOCTUPYKOTCS C MNPUMEHEHMEeM JpyrMx MeTodoB
obcnepgoBaHus [56].

- PekomeHgoBaHO y nauueHToB C (POHOBbIMU TAXenbiMM 3aboneBaHMsaMM neyveHn M hakTopamu pucka
Tshkenoro Tevenus JIMNMM ucnonesoBatb 6onee HU3kne nabopatopHble kpuTepuu JMM: a) NoBbILEHNEe akTUBHOCTH
AJTT B kpoBM > 2 x BI'H unu 6) noBbilleHne ypoBHS CBA3AaHHOMO (KOHbIOrMpoBaHHOMo) bunupybuHa > 2 x BI'H nnu B)
nosbiweHne aktnsHocTn ACT, LLU® B kpoBu 1 ypoBHA obuiero GunnupybrHa B KpoBu (0anH M3 nokasaTenen > 2 x
BI'H) [4, 45, 93].

YpoBeHb ybeautenbHocTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KoMMeHTapuu: y nauveHTOB C MpeAlwecTBYOWUM TsKenbiM 3abofieBaHMeM neyeHn CMEepPTHOCTb MIu
notpebHocTb B Tl npu passutum JINIM B 3 - 4 pasa Bbiwe B cpaBHeHMK ¢ obien nonynauven [94, 95]. Y aaHHown
kaTeropuu nauyueHTtos JIMI MoOxXeT NpoABAATECA YXyALEHUEM NapaMeTPoB, KOTOPbIE OTPaXaloT PYHKUMIO NeYeHN:
NoBbILIEHNEM YPOBHS BunupybuHa u ero dpakumi, n (Mnu) yonuHeHMem mexgyHapogHOro HOpManv3oBaHHOro
oTHoweHusa (MHO) [4].

- PekomeHgoBaHO y nauMeHToB C (OHOBLIM 3ab0neBaHMEM MEYEHU U  UCXOOHO W3MEHEHHbIMMU
nabopaTopHbIMM NokasaTensamu (0o npumeHeHus nogospesaemoro B pa3sutum JIMM JIC, BAL, duTtonpoaykra)
BmecTo BIM'H ncnonb3oBaTb nx cpegHue 6asoBbie 3Ha4eHUs Bo usbexaHune runepamardoctuku JIM [56].

YpoBeHb ybeautenbHocTM pekoMmeHaaumin C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).
KommeHTapuu: npu nogo3peHun Ha JMI HeobxoguMo yunTbiBaTh criegytolime dakTbl: NpeglecTByoLlee
3aboneBaHne nevYeHn UM BO3MOXHOCTb WUCXOAHOro GecCMMMNTOMHOrO MOBLILEHUST aKTUBHOCTU CbIBOPOTOYHbIX

TpaHcaMMHa3 y psga nauneHToB [96].

KpaTHOCTb MOBBbILEHUSA CPeAHMX 3HA4YeHUN 0a30BO M3MEHEHHbIX abopaTOpHbIX MapamMeTpPoB COCTOSHUS
neyeHun ykasaHa B T1abn. 2.0 [56].



- PekomeHaoBaHoO y Bcex naumeHToB ¢ nogo3peHuem Ha J1MIN npooanTb anddepeHumansHyo AnarHocTmky
C APYrMMM NPUYUHaMKM yXyALIeHns nabopaTopHbIX MoKasaTenen COCTOSAHNS NeYeHn 1 (UNK) NOABIIEHNS KITMHUYECKMX
CYMNTOMOB/YXYALLEHUS KMMHUYECKOTO TeyeHns 3abonesaHms nevenu [93].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTU A0OKa3aTenbCTB 5).

2.1 XKano6bl n aHaMmHe3

KoHcynbTaHTlnoc: npumeyaHue.
Hymepauus 3aronoBkoB AaHa B COOTBETCTBUM C OpULIMaNnbHbIM TEKCTOM LOKYMEHTA.

2.1 XKano6bl n aHaMHe3

C6op xanob n aHamHe3a gofmkeH GbITb HanpaeneH Ha BbisBNeHne BeposTHoro areHTa (J1C, BAL n gpyrue
NpPOAYKTbl U3 PacTUTENBLHOIO Chbipbsl), NpuBeaLwero kK passutuio JIMMIM, a Takke BO3MOXHbIX (POHOBBIX Y TPUITEPHbIX
akTopoB. HeobxoamMmMo nogpobHoe yTOYHEHME TeYEHUS Takoro cny4vas: gnutensHocTy n gosbl JIC, aatbl Havana
N OKOHYaHUS ero npvema, a Takke YCTAHOBIEHWs onbiTa NpumeHeHus atoro JIC paHee. TpebyeTca MCKNIOYMTD
BO3MOXHYIO POSib UHbIX (DaKTOPOB: HaCNeACTBEHHOCTb, 3NUAEMUOSIOTMYECKMIA aHaMHe3, anfepronormyeckun
aHaMHe3, HanuuMe paHee HexenaTenbHblX peakuun/TonepaHtHocTM k JIC, npeawwecTBylOlne MeOuLMHCKME
MaHUNynauuM (nepenveaHme NPoAYKTOB KPOBU U Ap.), ynoTpebreHne ankorons unm apyrux noTeHumnanbHo BpeaHbIX
BELLECTB (4acToTa, ANUTENbHOCTb, A03bl). CneayeT yTOYHUTL Hanuune N TeYeHne opyrux 3aboneBaHun neyeHu,
CONYTCTBYOLLUMX, (POHOBLIX 3ab0neBaHUM N COCTOSAHWI (XpPOHMYECKue N ocTpble 3abonesaHusi, 6€pEeMEHHOCTD).
HepocTtaToyHO AaHHbIX, MOATBEPXOAMOLMX, YTO BO3paCT, MOf, paca M 3THUYECKas NPUHAAMNEXHOCTb SBMNSANTCS
HaAeXHbIMW NPEANKTOPHBIMW daKToOpaMy pucka pa3BuTUst TEKapCTBEHHO-MHOYLMPOBAHHON renaToTOKCUYHOCTMU.

KnuHunyeckne nposienenus JMI BapbupytoT OoT 6E€CCMMNTOMHOIO BapuaHTa 3aboneBaHUst OO0 TAXKENbIX
dynbmuHaHTHBIX dopm ¢ OlMH, a Takke 3aBucat ot Tuna JIMIM (xonectaTnyeckun, renaTouUennONSPHbIN,
CMELLAHHBbIN). OTO MOTyT ObIThb: yTOMIIAEMOCTb U cNaboCTb, UBMEHEHHOE CO3HAHME, MOBbLILLIEHNE TeMnepaTypbl TeNa;
OTCYTCTBME anneTuTa; NoTeps Macchl Tena, TOWHOTa, pBoTa, abgoMunHaneHasa 6onb; 3ya, KOXHasi ChiMb; XXenTyxa
(n3aMeHeHus LBeTa KOXWU M CIN3NCTBIX, kana, Mo4mn); KpoBoTedeHus [2, 14, 33, 97]. B HeKoTOpbIX Cry4yasx AaHHble
aHaMHe3a SBNSAKTCA OCHOBOW AvddepeHuManbHON AMarHocTuku. Tak, naumeHTbl ¢ HeJaBHO MEepPEHEeCEHHbIMU
TMNOTOHMEWN, CENCUCOM WUIN CEPAEYHON HEJOCTAaTOUYHOCTBLIO MOABEPKEHBI PUCKY ULLIEMUYECKOTO MOPaXeHWs NeYveHn,
KOTOpoe OObIYHO XapakTepu3yeTcsi ObICTPbIM U  BbIP@XEHHbIM MOBLILIEHNEM aKTUBHOCTU  CbIBOPOTOYHbIX
TpaHCcaMmHa3 ¢ UX NOCNEAYOLWUM ObICTPbIM CHUXKEHMEM MPU HOPMAaIbHbIX U MOrPaHUYHBLIX YPOBHSAX OGunupybuHa.
Takas KnuHu4eckasa KapTnHa MoxXeT nmutuposaTsb JIMIT.

Y nauuneHToB c npeobnagaHuem aktuHoctun ACT Hag AJTT u Beicokum ypoBHeM T crnegyeT paccMOTpeTb
BEPOSATHOCTb anKoOroflbHOro renatuta, OCOBEHHO B COYETaHUW C OPYrMMU KIUHUYECKUMM U NabopaTopHbIMU
Mapkepamu gaHHoro 3abonesanus [98, 99].

MauueHTsl ¢ JIMNIM, nameHeHHbIM co3HaHvem u koarynonaTtnen (MHO > 1,5) ¢ BbICOKOW CTeneHbo BEPOATHOCTH
nmetoT OMNMH. Y HUX JOmkHbI ObITb OLEHEHbI MOKa3aHWst 1 NpoTuBonoka3aHusa K TI1, NOCKONbKY BEPOATHOCTb UX
CMOHTaHHOro Bbl3gopoBneHnsa coctasnseT MmeHee 30% [20, 100] (cm. pasgen "3.3 Xupypruyeckoe neyeHue").

2.2 dusukanbHoe obcnegoBaHue

dusnkanbHoe obcnegoBaHme naumeHToB ¢ JIMIM nposBoguTCcs MO CTaHAApTHOMY NPOTOKOMY M BKMOYaeT
OLEHKY 00LLero COCTOSIHWSA, YPOBHSA CO3HAHWUS, Hanuuus nmxopagku, N3MeHeHNs KOXHbIX MOKPOBOB, CIN3UCTBLIX U
MOAKOXHOMN KNeTyaTkn (BbIChINAHUA, XENTYLWHOCTb, CYXOCTb KOXHbIX MOKPOBOB, Crefbl pacyecoB, MeTexuu,
3KXMMO3bl, FEMaToMbl, OTEKM W acuuT), ONpefeneHnss pasMepoB U 3MacTUYHOCTU MNeyeHu (renaTomeranus
PasfMYHON CTEMEHW BbIPaXKEHHOCTU, YNINOTHEHWE NeYEHN) U CeneseHku (cnrneHomeranusa He xapaktepHa ans JIrrt,
32 UCKIIOYEHNEM CIy4aeB XPOHUYECKOro noBpexaeHus nedeHm ¢ passutmem M. Mpu 6eccnmntomMHOM BapuaHTe
TeuveHus JMIN BHeLWHWe NposSBneHNs MOTyT MOJNTHOCTbIO OTCYTCTBOBaThb [14].

dusmKanbHbI  OCMOTP TaKkKe MO3BONAET 3anofo3puUTb MOPaXEHUEe MNevYeHM B paMKax CUHOpoma
nekapcTBeHHOM runepyyscTBuTensHoct (DRESS-cnHgpom) [101], npu KoTopom 6yayT HabnogaTeCs KOXHas Chinb,
numdcageHonaTus, nuxopagka (cm pasgen 1.6).

2.3 JlabopaTopHble AnarHoCTM4YecKue uccriegoBaHust



[marHocTnyeckue nccrnenoBaHusi, BeINosHAeMble npu nogo3peHun Ha JTTTM, MoXHO pasgenuTb Ha TpU rpynnbl:
a) uccnenoBaHusl, HanpaBeHHbIE Ha OLEHKY TUMa W BbIPAKEHHOCTU MOPAXKEHUS NEYEHU;

0) aundpdepeHunanbHO-gMaArHOCTUYECKME uUccneaoBaHusa 1-M NUHUKW, HanpaBfeHHble Ha WUCKIYeHne
Hanbonee pacnpocTpaHeHHbIX 3aboneBaHWi NevYeHun, KoTopbie MoryT ummTtupoBaTtb J1TT;

B) anddepeHumnanbHO-gMarHoCTUYECKUE UCCNEAoBaHMs 2-1 NINHWMW, HanpaBreHHble Ha UCKMoYeHne bonee
peakux 3aboneBaHUN nevyeHun, KoTopble MoryT umutuposaTts JIMM.

WccnenoBaHus rpynnbl @ BbINOMHATCSA BCeM naumeHtam ¢ npegnonaraemsim JIMTM. OudpdepeHuymnansHo-
ONarHoCTUyecKMe mnccregoBaHunst 1- NMMHUKM BBIMOSTHAKOTCA BCEM NaumMeHTam C cooTBeTcTBylowwmM Tunom JIMM.
OnddepeHumnanbHO-gUarHoCTUYEeCKNEe UCCNEedoBaHUS 2-M NWHWMM  BbIMOMHSAIOTCSA  TONMBbKO NPW  HEeraTuMBHbIX
pesynbTatax MccrnegoBaHMn 1- nNuHUM (B AanbHeEWeM TeKCTe yKa3aHbl KaK BbIMOMHSAEMble Y OTAENbHbIX
naumeHToB).

2.3.1 OCHOBHbIe na60paTop|-|b|e AvnarHocTtu4eckue mccnegoBaHuA

MCCﬂe.D.OBaHVIﬂ, HanpaBleHHble Ha OU4eHKY TUna " BbIPpaXXeHHOCTU NopaXxeHuns nevYeHn

JlabopaTtopHble nokasaTtenu COCTOSHWS nedeHn npwu GonbwwmHcTBe eHotunos JMM cnyxat Beaywum
metogom guarHocTtuku JMMM, onpegeneHvs ero Tmna n oueHkn addekTa neyeHus.

- PekomeHgoBaHO npoBefdeHne obLiero (KMMHUYECKOro) aHanm3a KpoBW nauMeHTaMm C npegnonaraembiM u
ycTaHoBneHHbIM JITTT ansa BbIsSIBEHWSI NPU3HAKOB JIEKAPCTBEHHOW rMNEpPYYBCTBUTENBHOCTU 1 anddepeHLnansHon
anarHocTtukm [2, 71, 92].

YpoBeHb ybeautenbHoCTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTM A0OKa3aTenbCTs 5).

KoMMeHTapumn: B remorpaMmMe HyXHO 006paTuTb BHMMaHWE Ha ypOBeHb TPOMOOUMTOB (OTpaalT CTaguto
3aboneBaHns nedeHun); remornobuHa, apuTpoumToB (Heobxogmmbl And AuddepeHumauum ¢ Hagne4eHOYHON
XenTyxon npu Henpsamon rmnepbunupybuHemun). Ons DRESS-cuHgpoma xapakTepeH nenkoumTos, 4acTo ¢
aTMNU4YHbIMK NuMdoumTamm, 3o3mHodunua [71, 102, 103, 104].

- PekomeHgoBaHoO naumeHTam ¢ npegnoniaraembiM U yCTaHOBMEHHbIM guarHo3om J1MIN BeinonHeHne aHanusa
KpoBM Buoxummdeckoro oblleTepaneBTUYECKOro ¢ onpeaeneHveM aktmBHoctn AT, ACT, Wo, ITT,
nuccrnegoBaHMEM  YPOBHSI  06LLero, CBSI3aHHOTO  (KOHbLIOTMPOBAHHOrO), CBOOOAHOrO  (HEKOHBIOIMPOBAHHOIO)
6unupybuHa, ypoBHsi anbOyMrHa B KpOBU, onpegeneHme MexayHapogHoro HopManu3oBaHHoOro otHowweHunst (MHO),
NpOoTPOMOMHOBOro (TPOMOONNACTUHOBOIO) BPEMEHN B KPOBU MUK B Nnasme anga guardHoctukm JMNMM, onpegenexns
ero TvMna (xonecTtaTuyeckun, renaToLenioNApHbIA UM CMELLaHHbIN) U OLEHKN TskecTw [2, 43, 105].

YpoBeHb ybeauTenbHoCcTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KoMmmeHTapun: yMepeHHOe MOBLbILEHNE CbIBOPOTOYHBLIX TpaHCamMuHa3 B MepBble HeAenu Tepanuu
HekoTopbiMu JIC (Hanpumep, nHrmMbuTopamn MIM-KoA-peaykrasbl) Yalle BCEro oTpaxkaeT afanTUBHYI0 peakuuio.
Mpu xonectatuyeckom Tune JMNMN nosbiweHne akTuBHOCTU LL|P B CbIBOPOTKE KPOBU CONPOBOXAAIOTCS NOBbILLIEHNEM
ypoBHs [TT [56]. AktuBHOCTb AJlT Mcnonb3yeTcs ANS BbISBEHUSA 1 MOHUTOPUWHIa renatouenniongpHoro tuna JIMn
[106, 107]. PaspabaTtbiBaloTCa HOBblE CbIBOPOTOYHbIE BMOMapkepbl (rmyTamaTgernaporeHasa, umtokepatuH 18, un
apyrve) [108]. >KenTyxa npegnonaraeT CyWeCTBEHHYIO MoTeplo (YHKUMOHUPYOLWMX renatoumTtoB [112],
renatouenntonapHbii Tun JIMMN ¢ XenTyxon xapaktepusyeTtca Hanbonee TaxenbiMu ucxogamu [11]. MNMokasaTtenu
6unupybuHa n MHO wucnonesytotca npu onpegeneHun Ttskectu JIMMM. TMoebiweHne MHO/npoTpombuHoBOro
BpeMeHn MoxeT ObITb npossneHnem OlNMH. AnbOymMyH 1 NokazaTenu reMocTasa OTpaXKarlT (PYHKLMIO NeYeHn.

- PekoMeHOoBaHO y nauMeHToB C npeanonaraeMbiM M yCTaHoOBMNEHHbIM AnarHo3om JNIM n nosbIWEHHbIMK
nabopaTopHbIMM MOKa3aTensMu COCTOSIHUSI MeyeHn onpegenuTb KoadduumeHT R (COOTHOWeEHMe KpaTHOCTM
noBbilweHns aktmeHoctn AJIT mn WP k BIH) B pebioTte 3aboneBanusa pns onpegeneHus Ttuna JIMM
(renaTouennioNApHbIA, XONeCcTaTUYECKMN NN CMELLaHHbIN) 1 Bibopa TakTukn obcnegosaHns v neyvexns [2, 43].

YpoBeHb yoeanTenbHoCTN pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTernbCTB 5).



KomMeHTapuu: 3HavyeHne R = 5 unaeHTUUUMPYET renatouenmonapHbIi TUM MOPaXEHUs MNeyveHu
(npeobnapaet nosbiweHne AJNT, ACT), 3HadyeHue R < 2 ngeHTndmumpyeT xonectaTu4yeckui TUn nopaKeHNsa neveHun
(npeobnapaet nosbiweHne LWL®), 3HayeHne R > 2 < 5 otpaxaeT cmewanHbiv Tun JIMM. [4]. Tun JINM (koadpdpumumeHT
R) nossongeT BolpaboTaTh TakTuUKy AnddpepeHumnansHon anarHoctukm n nedenus JIMNM, yunteiBaeTca npu oueHke
NPUYNHHO-CNeACTBEHHbIX B3anmocsasen mexay J1IC n nospexaeHnem nedvenu (cm. pasgen 2.5.1) [109 - 111].

- PekomeHpgoBaHo BceM naumeHTam ¢ npegnonaraemoiM JIMIM renaTouennonapHOro tuna Ans UCKIYeHus
AWT, a Takke BbisiBrieHus JIN-ATT onpeaenutb ypoBeHb IgG 1 nccnegoBaTh ChIBOPOTOYHbIE ayTOAHTUTENA B KPOBU
MEeTOAOM HenpsiMon mMmyHodnopecueHummn: (AHA, onpegeneHne cogepxaHnst aHTUTEN K aHTUreHam s4pa KreTku
n gesokcmpnbonyknenHosow kucnotobl (AHK)), aHTurnagkomelweyHsble aHTuTena (AFMA, onpeaeneHve cogepxaHus
aHTUTEN K aHTMreHam MbllLeYHOn TkaHu) [2, 43, 60, 61, 113, 114].

YpoBeHb ybeanTenbHOCTU pekomeHaaumn C (ypoBeHb JOCTOBEPHOCTM AoKa3aTensCcTB 5).

KommeHTapun: Hekotopble JIC moryt BbidbiBaTb JIM-AMNDI  (MHrMbutopbl  TMIT-KoA-peaykrasbl,
NpOTMBOOMYXONEBbIE nNpenapaTtbl KNacCoB WHIMOUTOPOB MNPOTEVMHKUHA3bl, WMMYyHOOENpeccaHTbl W3 rpynnbl
uHrnéutopos @HO-), ero nabopaTopHble nNPU3HAKM WAEHTWYHbI TakoBbiM npu AU, a cneundunyeckne
anddepeHumnansHo-guarHocTudeckme mapkepbl otcytctaytoT. [na JIN-ATT xapaktepeH renaTouennonsipHbIA TUM
JIMI, noBbIWEeHMe YpOBHSI CbIBOPOTOYHOrO IgG u BhisiBNeHne aytoaHTuten [67]. Huskue yposHu (Hanpumep, MeHee
1: 80 pa3BeaeHUs1) CbIBOPOTOYHbIX ayTOaHTUTEN HeMHAOPMaTUBHbI [115].

- PekomeHngoBaHo npu npegnonaraeMomM m yctaHosneHHom JIIMI xonectatnyeckoro n cMeLaHHoro tuna y
BCEX MaLWEHTOB OnpedenvTb aHTUMUTOXOHApWanbHble aHTMTena (AMA, onpegeneHve cogepXaHus aHTUTen K
aHTUreHaMm MUTOXOHZPMWI B KPOBMW) M @aHTUHYKNeapHble aHTutena metogom HPU® (AHA, onpegenexve cogepxaHusi
aHTuTen K aHtureHam agpa knetkm n JHK) B kpoBKM ¢ onpegeneHmemM Tvna cBeYeHUs ANs UCKIMTOYEHNsS] MEPBUYHOTO
BununapHoro xonaHruTa [2, 43, 122].

YpoBeHb ybeautenbHoCcTM pekoMmeHgaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KommeHTapun: aHTutena Kk mutoxoHgpuam (AMA, nogtun AMA-M2), HanpaBrneHHble NpoTUB PEPMEHTOB
nMpyBaTAErMaporeHasHoro Kommnmekca npu nepBuyHOM GunuapHom xonadrute (L), obnagaioT BbICOKOM
amnarHoctnyeckon cneundumyHocteio [123]. Mpy HanMumuM aHTUTEn, XapakTepHbIX Ans nepBUYHOro GunmapHoro
xonaHruta (UM) (AMA, aHtn-gp210 n aHtn-sp100), npu nposeaeHnn HPN® Boissnsiotca AHA ¢ Tunammn cseyeHus
AC-21, -12 n -6 (B COOTBETCTBUM C MEXAYHapOOaHOW HOMEHKNaTYpOW TUMOB cBeYeHuns) [124].

2.3.2 OndppepeHumanbHas nabopatopHas guarHoctuka npw JIMM

PacueT koadpcmumneHta R nossonseT paspaboTaTth LieneHanpaBneHHyo andgepeHumnanbHyo AMarHoCTUKY
TN ¢ gpyrumu npuynHammn noBpexaeHus neyeHu, NpoTekarLmMMmn no renaTouenionapHoMy, xonectatTm4eckomy
unu cMmewwaHHomy Tuny. AuddepeHumanbHbli AMarHo3 oCTPOro renaTouensiionsgpHOro noBpexaeHnsa BKovaeT
ocTpble (npexge Bcero, BUPYCHbIE) renatuTbl, ankoronbHyto 6onesHs neveHun, AUM, nwemmnyeckoe nospexgeHune
neyeHun, cuHgpom bagpa - Knapu n 6onesHb BunbcoHa. Heob6xoguMMo WCKMOUMTL BHEMNEYEHOYHbIE MPUYUHBI
NoBbILLIEHUS NoKasaTeneun.

Mpu xonectatuyeckom Tune JIMNTM gnarHocTnyeckmnii NOUCK AomKeH BblTb HaNpaBreH Ha NCKYEHNE MPUYMH
BHEMeYeHO4YHOro xomnecrtasa (3aboneeBaHuss NaHKpeaTo-OMNMapHON 30HbI - XXen4yHokameHHas 6onesHb, onyxonwu,
CTPUKTYpPbl U T.M.), NEPBUYHO-XOMECTaTU4eckMx 3aboneBaHui (TakuMx Kak NepBUYHbI OWUMMApHBIA XOMaHruT).
Cnegyet umeTb B BuAy, YTO OCTpas GunmapHas OBCTPYKUMS MOXET M3HayanbHO HOCUTb renatouenionsapHbIn
XapakTep noBpexaeHus, Ho BNoCreACTBUM EMOHCTPMPOBATL XONEeCTaTUYECKYI0 KapTUHY.

B npouecce guddepeHumansHOW UarHoCTUKM cnedyeT BHavane UCKnovaTb Hanbornee yactble NpUYmHbBI
NOpaXXeHus neveHu (Hanpumep, Npu renaTtouennonsgpHOM TUMe - BUMPYCHble renatuTbl U T.M.), @ YKe 3aTeMm y
OoTAenbHbIX MauneHToB - 6Oonee pegkue 3aboneBaHus (Hanpumep, 6GonesHb BunbcoHa, HacneacTBEHHbIN
remoxpomaTos).

OunddpepeHunanbLHoO-gMarHocTU4eCckne uccrefoBaHusa 1-i NIMHUK, HanpaBrieHHble Ha MCKIo4YeHue
Hanbornee pacnpocTpaHeHHbIX 3a6onieBaHUI NeYeHU, KoTopble MOryT umuTupoBaTth JINN

- PekomeHpoBaHo y nauuneHToB ¢ npegnonaraembim JIMM 1 npeobnagatowmm nosbiweHem ACT Hag ANT
onpegenuTb obLLyl KpeaTMHKMHA3y (aHamu3 KpoBU OMoxumuydeckuii oblieTepaneBTUYECKUA) ONA UCKITHOYEHUS
MbILLEYHOrO reHesa runepdepmeHtemnn [2].



YpoBeHb yoeautensHocTM pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTM A0Ka3aTenbCTB 5).

- PekomeHngoBaHo nauuneHTtam ¢ npegnonaraembiM JIMNT renaTtouenntonsipHOro UM CMELUaHHOro Tuna ang
WCKINIOYEHMS OCTPOro BUpPYcHoro renatuta A, B, C BeinonHUTL onpefeneHue aHtuTen knacca M k Bupycy renatuta
A (anti-HAV IgM), noBepxHOCTHOro aHTureHa Bupyca renatuta B (HBsAg), aHtuten k Bupycy renatuta C (anti-HCV),
a Takke Yy OTAenbHbIX NauuMeHToB - onpegeneHve puboHyknenHosow kucrnotel (PHK) renatuta C (metogom
nonumepasHou LenHon peakumm (MLP), kauecTBEHHOE UccneaoBaHue) B KpoBu [2, 43].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTesnbCTB 5).

KomMeHTapuu: ocTpble BUpYCHbIE renatuTbl MoryT nmutuposaTs J1MM1, yawe renatouennonsapHoro Tuna [116,
117]. B HepmaBHem oTyeTe npocnektuBHoro uccriegosaHusi DILIN ocTpas uHdekums Bupycom renatuta C
mackupoanacb nog JIMMN B 1,5% cnyyaes, 4TO NPMBENO K PEKOMEHAALIMN UCKTIOYNTL OCTPYHO MH(PEKUMIO renatuta
C y naumeHTOB € nofo3peHnem Ha octpoe renatouenntonsapHoe JMM metogom onpeaenennss PHK HCV B kpoBu
[94, 116].

OuddepeHumnanbHO-ANarHOCTUYECKME UCCNeaoBaHUA 2-W NIMHUW, HanpaBJfieHHble Ha UCKMK4YeHue
6onee peaknx 3aboneBaHU NeYeHu, Kotopbie MorytT umutupoBatb JIMM

- PexomeHngoBaHo y naumeHToB ¢ npegnonaraembim JIMTM ans ucknoyexHnsa octporo renatuta E paccmoTpets
onpeaeneHne B KpoBu aHTuTen knacca M (anti-HEV IgM) n knacca G (anti-HEV 1gG), a Takke PHK Bupyca renatuta
E B kane metogom lMLUP npn goctynHocTn MeToga anga audpdepeHumansHoro gnarHosa [2, 43].

YpoBeHb y6eamTensHocT pekoMmeHaaumii C (ypoBeHb JOCTOBEPHOCTY AoKa3aTeNbCTB 5).

KommeHTapun: umutatopom JIMMN cnyxuT octpas uHdekumsa Bupyca renatmta E, kotopas Bce uawe
perncTpupyeTcs B pa3BuTbIX CTpaHax. TecTMpoBaHme Ha OCTpbIn renaTtuT E cnegyeT paccmaTpyBaTth B OTAENbHbIX
Cry4asix: OTCyTCTBME SBHOW NPUYMHBI MOBPEeXAeHNsa nevexu; Tun u ceHotun JIMNTM HeTunmyeH ansa nogo3peBaemoro
NC; peskoe noBblLLEHNE TPAaHCAMUHA3 Y NNLL, MPOXMBAIOLLMX B 9HAEMUYHbIX PANiOHaX UK MX NoceLaLLmX, a Takke
y noxunbix [118, 119].

- PekomeHgoBaHo y nauneHToB ¢ npegnonaraembim JIMT nccnegosaHne ypoBHS LiepynonnasmmnHa B KpOBU U
CYTOYHOW 3KCKpELMN Meamn C MOYO (MCccrneaoBaHme YpoBHA Meam B MoYe) Ansa audpdepeHumnansHoro gnardosa MM
no renaTouensionsapHOMY UM CMeLlaHHOMY TUMY C HapylweHnem obmeHa meau (6onesHbio BunbcoHa) [120].

YpoBeHb ybeauTenbHocTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

- PekomeHpoBaHo nauueHtam ¢ npepnonaraembim JIMM  paccMoTpeTb wuccrnefoBaHWE  HacbILLEHUS
TpaHceppuHa >Xernes3oM UK YpoBHA deppuTMHa B KpoBu Ana AudpdpepeHumnansHor puarHoctuku JIMNM no
renaTouenmnonsapHOMY UM CMELLaHHOMY TUMY C NEPBUYHBIM reMOXpomaTosom [2, 43, 57, 113].

YpoBeHb ybeautenbHocTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KoMmeHTapun: CHWXeHUe YPOBHSA CbIBOPOTOYHOrO LepynonnasMuHa - OCHOBaHWe Ans AanbHenwero
obcrnegoBaHus € Lenbio UCKoYeHus bonesHn BunbcoHa: nccrnegoBaHue ypoBHS Meay B KPOBWM Y MOYe, OCMOTP
rmas ¢ NOMOLLbIO LUeneBow namnbl Ha Hanudue koney Kansepa - ®nenwepa, reHeTM4eCcKkoe TeCcTMpoBaHue reHa
ATP7B [120]. HacbiweHune TpaHcdepprHa U ypoBeHb (beppuUTUHA - OCHOBHbIE TECTbI ANS CKPUHMHIA reMOXpomMaTosa
[121].

- PekomeHpgoBaHo nauuveHTam ¢ npeanonaraembim JIMI uccnegosaHve aHtuten knacca M mn G k Bupycy
npocToro repneca 1-ro n 2-ro Tunos (Herpes simplex virus types 1, 2), aHtuten knacca M n G kK Bupycy BeTpsHON
ocnbl M onosackiBatowero nuwaa (Varicella-Zoster virus), aHtuten knacca M mn G Kk uuTOMEranoBupycy
(Cytomegalovirus), antuten IgM VCA, 1gG EA, 1gG VCA, IgG k Bupycy 3nwtenHa - bapp (virus Epstein-Barr) ans
onddepeHumansHoro guarHosa JIMIM no renatouensitlongpHOMY WM CMELIaHHOMY TuMy C repneTudeckumm
nHdpekumamm [2, 43].

YpoBeHb y6eamTenbHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTM AoKas3aTenbCTs 5).

- PekomeHgoBaHo naumeHTam ¢ npeanonaraemMbiM JIMIM no renatouennongpHOMy TUMY NPOBOAUTb CKPUHWHT
3aboneBaHn LWMTOBMAHOW >Kenesbl W Uenuakmm pAns uMX CBOEBPEMEHHOro BbiSBNeHMS BO u3bexaHue
runepamarHocTuku JMM [2].



YpoBeHb yoeautensHocTM pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTU AoKa3aTenbCTB 5).

KommeHTapum: rno- v runepgyHKUUS LWMTOBUMAHOW >Xenesbl, Kak W uennakus, mMoryt 6biTb NpUYnHON
MOBbLILLIEHNS aKTUBHOCTU TpaHCcamuHas un umutuposatb JIMIM [2]. CkpuHWHr 3TMx 3aboneBaHUn NPOBOAMTCS B
COOTBETCTBMU C CYLLECTBYIOLNMN KIUHUYECKMMU pekomeHaaumamm (KP).

- PexomeHgoBaHO paccMoTpeTb UCCrefoBaHVe YPOBHA aMMuMaka B KpOBY y naumeHToB, nonyyatowmx J1C, npu
NOSIBIIEHUN KINUHNYECKNX NPOSBNEHNA rMNnepaMMOHNeMUn Ans ee AuarHoCTUKK N anddepeHLmanbHOn AuarHOCTUKK
C APYrMMKN COCTOSIHUAMW NPy AOCTYNHOCTN MeToaa [125 128].

YpoBeHb ybeanTenbHoCTU pekomeHaaumn C (ypoBeHb JOCTOBEPHOCTM AoKa3aTensCcTB 3).

KommeHTapuu: onmucaHo 6onee 70 JIC, cnocobHbIX BbI3blBaTb rMNepaMMOHNEMUIO KaK CrieACTBUE pas3BuUTUA
NN, nmbo kak HapyweHne meTabonmMyeckux mpoueccoB m3-3a Bo3gencteus JIC: BanbnpoaT-vHAYLMPOBaHHAas
rmnepammoHnemms [125, 129], npoTmBoonyxoneBble, MNPOTUBOINUMENTUYECKME nNpenapaTbl, MNCUXONENTUKN,
UMMyHoaenpeccaHTbel U apyrue [126]. KnuHnyeckue npusHakm runepamMOHMEMMM HecneuuduyHbl: OT noTepu
anneTuta u pBOTbl A0 M3MEHEHHOrO NCUXMYECKOrO COCTOSIHUS, CYyOopor 1 koMbl [126, 127, 130]. Octpas Taxenas
rmnepaMmMoHneMnst MOXeT NpMBECTM K chaTansHom 13, a XxpoHMYeckasi Bbl3bIBa€T NPOrpeccupyoLLne KOrHUTUBHbIE,
noBefeHYeckne W Apyrne HemponcuxmaTpudeckme uameHeHumss [126]. YpoBeHb amMmuaka B KpPOBW OBbIYHO
KOppenvpyeT C BblPaXXEHHOCTbIO KNUHMYeckux nposiBneHun [130], HekoTopble hakTopbl (remMonus, 3agepxka
pasgeneHns obpasuoB UMM MX HenpaBuITbHOE XpaHeHWe) MOryT MPUBECTM K €r0 UCKYCCTBEHHO 3aBblLLEHHbIM
pesynbTatam onpegeneHns B kposu [131]. Cneundpmyeckux TecTOB AN NOOTBEPXKOEHUS WU UCKIHOYEHUS
NeKkapcTBEHHOro reHesa runepaMmmoHnemMmn He cyuwlectsyet [127]. B anddepeHumansHoMm guarHose
rmnepaMMOHMEMNN OKa3blBalOT MOMOLLb OonpeferieHne B KPOBM TECTOB NeYeHOYHOW naHenu, YpoBHS MOYEBUHbI,
rMIOKO3bl, NlakTaTta, KETOHOB, KUCITOTHO-OCHOBHOTO paBHoBecus [132].

24 MHCprMeHTaHbeIe AnarHoctTun4dyeckKkue unccrnenoBaHuA

Busyanuaupyowme metoapl uccrnenosaHust opraHoB OptowHon nonoctu (OBI) npu nogospeHun Ha JIMT
HanpaBneHbl Ha AuddepeHunansHylo AMarHocTuky ¢ Apyrumu 3aboneBaHusMKW, B MNEPBYIO o4vepedb - C
MEXaHNYECKON XEeNTYXOon N NMHpUNbTPpaTUBHBIMKU NpoLeccaMmu npu xonectatndeckom tune JIMM.

- PekomeHgoBaHO BceM MaumeHTam c nogo3peHvem Ha JIMNIM gnsa andpdepeHumanbHOM ANArHOCTMKU C
apyrumum 3abonesaHuamu nedenun, bununapHoro Tpakta n OBl npoBoauTh yNbTpa3ByKOBOE UCCrefoBaHNe OpraHoB
OptowHoM nonoctu (komnnekcHoe) [2, 43].

YpoBeHb ybeautenbHocTM pekoMmeHgaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KommeHTapuu: Y3U (YnbTpassykoBoe uccriegosanue) OBl saBnaetca AOCTYNHbIM METOOOM CKPUHUHIA,
KOTOPbLIA MNO3BOMSET MPOBECTU MNEPBUYHYIO OLUEHKY, AuddepeHumnansHyio puarHoctuky JIMNM ¢ gpyrumm
3aboneBaHVSAMM NEYEHN N XKeNYHbIX MPOTOKOB (KenyHokameHHas 60mnesHb, Onyxonu, CTPUKTYPbI NPOTOKOB U Ap.), a
Takke ncknountb ocnoxuHenus (M v gp.) [133].

- PekomeHpgoBaHO BceM naumeHTam c npegnonaraemsiM JIMI xonectatmyeckoro M CMeLlaHHoOro Tuna
BbINONHUTL  MarHUTHO-PE30HAaHCHYID XonaHruonaHkpeatorpadgpuio (MPXIN) gona  uMcknmouyeHus nopaxeHus
XenyesblBOAALMX NyTen [2, 45, 79, 133].

YpoBeHb y6eamTensHocT pekoMmeHaaumii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTenbCTB 4).

KommenTapun: MPXTITI - HagexHbin 1 6e3onacHbIin MeTod Busyanusauun GunuapHoro gepesa, KOTOPbIN
nossonset BbigBUTL JIN-BCX, auddepeHuupoBaTb xonectatnyeckun u cmewanHolr tun JIMIMN ¢ gpyrumu
3aboneBaHneM xenuyesbiBOAAWmMX nyTten [2, 13, 45]. JIN-BCX onucaH npu BHyTpuapTepuanbHOM BBEOEHWM
aHanoros NMpUMUANHOB (pTopnupumuanHoB) [134], BcneacTsne npueMa MokcudiokcaumHa™, atopactatnHa™ u
BA[ [133]. BbinonHeHne 3HOOCKONUYECKOW peTporpagHon XxonaHrmonaHkpearorpagumm orpaHnynBaeTcs cnyvyasamu,
Kkorga Qgpyrvme MeTogbl Bu3yanusauuu He MNO3BONSAT YCTaHOBWMTb AMarHo3, a npegnonaraemas nonb3a
nccrnegoBaHnsi NpeBbIIAeT PUCKW HeXenaTenbHbIX sBneHmn [13].

- PekomeHpoBaHo nauveHTam C npegnonaraembiM JIMIT  xonectaTudeckoro Tuna MpOBOAUTb
3HAOCOHOrpadmio NaHkpeaTobunmMapHow 30HbI (SHAOCKOMUYECKYHD YIbTPa3BYKOBYK coHorpadguio (3YC)) ans
anddepeHUnanbHOM AMarHOCTMKM C ApyrMMy 3aboneBaHns MK Npy HeJocTaTouHon nHdopmaTtusHocT MPXIT [2,
45].



YpoBeHb yoeautensHocTM pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTM A0Ka3aTenbCTB 5).

KommeHTapun: QYC nossonsieT nony4ymTb nM3obpaXeHns C OYEHb BbICOKUM paspelleHnem u3-3a 6nmsoctum
30H4a 9HOO0CKONA K BHYTPEHHUM CTPYKTypam u npeBbiwaeT paspeweHne MPXII [135]. 3YC nokasaHa B cnyyasx
npeanonaraemoro xonecrtatudeckoro JIMM, npu HegoctaTouHon mHopmaTusHocTn MPXIT n HeobxogmmocTm
panbHenwen guddepeHumnanbHON oMarHoCTukM ¢ 3aboneBaHNaMU NaHKpeaTobunmapHom 30HbI.

- PexkomeHgoBaHO y nauuweHToB € npeanonaraembiM JIMIM renatouennongpHOro Tuna pacCcMOTpeTb
BbIMOSIHEHME YNbTPa3BYKOBOW Aonnneporpadum cocyqoB OPOLLHON NONOCTU A5 BbIABNEHUSA NOpaXKeHUss COCYAoB
neyeHun u npuanakos Ml [2, 45, 136].

YpoBeHb ybeauTenbHoCTM pekoMeHgaumi C (ypoBEHb AOCTOBEPHOCTH AOKa3aTenbCTB 5).

KommeHTapun: HekoTopble JIC MOryT Bbi3biBaTb MOpaXKeHWe COCYLOB neveHn. Hampumep, ropmMoHanbHble
KOHTpaLenTBbl CUCTEMHOIO OENCTBUSA MOTYT MPUMBOAUTL K BHEMEYEHOYHOW OB6CTPYKLMN BOPOTHOM BEHBI 1 BbI3biBaTh
rMNepnnasuio  UHTUMbI MEYEHOYHOW apTepuu, ONucaH HEKPOTU3MPYIOLUIN BaCKyNUT MNEeYEeHOYHOW apTepumn
BCneacTeue npuema metamgetamumHa (TokcmkaHT) [137]. B page cnydaes JIMNIM Heobxoammo anddepeHumnpoBaTs
c 3aboneBaHnaMW COCYAOB MedYeHn MHOM npupodbl. 30M0TbiM CTaH4APTOM OMArHOCTUKM TPOMBO30B COCYyAOB
SBNAETCA aHrvorpadums, HO 3TO MHBa3uBHas npouenypa [138]. YnbTpassykoBas gonnneporpadus OOCTYMNHa,
6e3onacHa 1 HeuHBa3uBHa, OHa - MeTo4 1-1 NMMHUKM ANarHOCTUKN COCYOUCTOW OKKIIO3MK, akTyanbHa B AMarHOCTMKe
I, nokasaHa onsa guddeperumauum JMIN ¢ cungpomom bagaa - Knapu n gpyrumun sabonesaHusamun cocyaos [138].
Bonee TOYHylO Bu3yanuM3aLuMi0 COCyOdOB MNO3BONSAET MNOMy4uTb KoMMbioTepHas Tomorpadwma (KT) OBl c
BHYTPUBEHHBLIM KOHTPACTUPOBaHUEM.

- PexomeHpoBaHo y nauneHToB ¢ npegnonaraembim JIMT npy nogo3peHMn Ha nopaxeHue cocydoB MeyeHu
nnn HoBoobpasoBaHue renatobunmapHom 3oHbl paccMoTpeTb BbinonHeHne KT OBl ¢ BHyTpnBeHHbIM 60M0CHBIM
KOHTpacTMpOBaHWEM C Lenbio anddepeHumnansHon guarHocTukm [2, 45].

YpoBeHb ybeautenbHoCTM pekoMmeHgaumi C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTB 5).

HevnHBa3unBHble MeToAbl OLeHkn umbposa (nabopaTopHble pacyeTHble METOOMKWU, IracTOMETPUS MeveHwn),
BEPOSATHO, MOryT ObITb Ucnonb3oBaHbl Npu xpoHudeckux JMMN, ogHako nx AaHHble crnegyeT MCnonb3oBaTb Kak
OPUEHTUPOBOYHbIE, MOCKONbKY 3T METOAbI HE BanMaM3npoBaHbl Ang npumeHenns npw MMM [14, 45]. Hanbonblwee
KONMMYeCTBO CBEAEHMIN NO MCMONb30BaHUI0 HENHBA3WBHbBIX METOAMK ONyBNMKOBAHO B KOTOPTE PEBMATONOrMYECKMX
NnauMeHToB, AMUTENbHO MpUHMMaKLWmMx MeTtoTpekcaT™™ [139, 140]. Y Hux T3 neyeHu nokasana BbICOKYHO
YYBCTBUTENBHOCTb U CNELMAPUYHOCTb O UCKMYEHUa npoasuHyToro ¢dwubposa [141, 142]. Kpome Toro, T3
aKkTyanbHa B BeAeHUV NaluMeHTOB C BEHOOKKITIO3MOHHOM 60Me3Hbio Npu TpaHcnnaHTaumMm KocTHoro mosra [143).

2.4.1 MaTonoroaHaToMMnyeckoe uccriegoBaHme

- PekomeHgoBaHO paccMOTpeTb BbINOMHEHWEe B1oncmm nevyeHn (YpeckoXkHo broncmm nevyeHn Nog KOHTponemM
yrnbTPa3ByKOBOro MccnegoBaHns unv 6uoncun nevyeHn npyv NOMOLLUM NlanapocKonuu) ¢ naTonoroaHaToOMUYEeCKUM
nccnegoBaHmeM OUOMNCUMHONO (OMEepauuoHHOro) matepuana nedeHu nauueHtTam ¢ npegrnonaraembiM  Unm
yctaHoBneHHbiM JIMIN ans guarHoctukn n (unu) anddepeHumansHON ANarHoCTUKKU, ecnu pesynbTaTthl Buoncum
MOTyT MOBMMATH Ha TaKTUKy BedeHus M (MnM) NPOrHo3 MauueHTa, a HeMHBasvMBHblE MeTodbl He obecneynnu
JocTaTouHyo MHdopmauuio [2, 13, 45, 144].

YpoBeHb y6eamTensHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 4).

KomMmeHTapuu: ructonormyeckass oOuUeHKka TKaHW MedeHn OObIYHO MNPUMEHSETCA AN UCKIIYEeHUs
anbTepHaTMBHOW 3TUONOMMW MOpaXeHusa, pexe - ANg noaTsepxaeHws auarHosa JIMT unu onpegeneHns ero
deHoTuna [144, 145, 146]. K cuTyaumam, Tpebyowum ee, OTHOCATCS: a) pocT nabopaTopHbIX MokasaTtenew
COCTOSIHMS MeYeHn WUNn yxyaueHue yHKUMM NeyvyeHn nocre oTMeHbl nopo3peBaemoro JIC; 6) oTcyTcTBue
NonoXUTenbHOW  AMHaMuKM  nabopaTopHbIX MNokasaTenen nocrne oOTMeHbl nogo3peBaemoro JIC  (mpwu
renaTtouennionapHoM Tune cHmkeHne aktuBHocT AJ1T < 50% B TedeHune 30 - 60 gHen, npu XxonectaTM4eckom Tune
cHwkeHune aktmBHocTu LLP < 50% B TedeHune 180 gHen, ykadaHHbIE CPOKM OPUEHTUPOBOYHBI U MOTYT ObITb M3MEHEHBI
B COOTBETCTBMM C KITMHUYECKOM CUTyauuen); B) nogo3peHne Ha xpoHundeckoe JIMNMM; r) nogo3pexmne Ha passutue JIMM
Ha oHe yxe cyuecTByowero 3aboneBaHuss neyeHu; €) auddepeHumnanbHas guarHocTuka mexgy JMMN c
COCTOSIHUSAIMU, TpebyLwmmMn npoBeaeHns Guoncnn neveHn nepep HasHadeHnem nedvenus: JIN-AMT M NCTUHHBIN
AUWT; nogospeHve Ha passutue JIMI y naumeHTa nocne TpaHCnnaHTauuuM opraHa ana auddepeHumnaumm ¢
peakuuen "TpaHcnnaHTaT NnpoTmBe xo3auHa" [2, 13, 45, 109, 111, 146].



2.5 NHble gnarHocTu4yeckune nccrnenoBaHus

BbisiBneHne npuyYnHHO-CNeACTBEHHbIX CBsA3en Mexay npuemom JIC, BA[, dutonpoayktoB sBnsietcs
KntoyeBbIM MoMeHTOM B AnarHocTtuke JMMN 1 ocHoBow pelleHns Bonpoca o6 otmeHe J1C.

[na gokasaTenbCTBa NPUYMHHO-CNEACTBEHHOW CBA3N TpebyeTcs:

- onpedennTb BpeMeHHYK CBsA3b Mexay BosaencteuemM JIC unn oTMEHoW ero npuvema U U3MeHeHuem
nokasartenemn COCTOSAHUS NEeYeHN;

- BbldABUTb COOTBETCTBUE KITMHUYECKUX U ANArHOCTUYECKUX MPU3HAKOB NOBpEXOEHUA MNneYvYeHu (d.)eHOTVII'I)
OI'Iy6]'IVIKOBaHHbIM OaHHbIM O rernaTtoToKCM4YHOCTU NoOo3peBaemMoro JIC;

- OUEeHUTb JNMHAaMUKY COCTOAHUA Nociie OTMEeHbl Noao3peBaemMoro JIC vnun cHwxeHus gosbl;
- OUEeHUTb peakuunto Ha I'IOBTOprIIZ npuemM noao3pesaemMoro JICB cny4adax, ecrnum ero noBTOPHO Ha3Ha4UINu;

- VCKMNIOYMTb Apyrve 3aboneBaHus/MPUYMHBI MOBPEXAeHWs neveHn wunu obocTpeHne/peumanB paHee
CylecTBOBaBLLUEro 3abonesaHuns neveHu [45].

- PexomeHgoBaHO Npu OTCYTCTBMM O4EBUOHOM B3aMMOCBSA3M mexay npmemom J1IC n noBpexaeHneM neveHn y
NaLMeHTOB A8 YCTaHOBMNEHUS NPUYNHHO-CNEACTBEHHOM CBA3W ucnonb3oBaTth wkany RUCAM (cMm. npunoxenwne M)
n ee moandukaumm [109, 111, 147 - 152].

YpoBeHb y6eanTenbHOCTN pekoMeHaaLmnii B (ypoBeHb JOCTOBEPHOCTM A0Ka3aTenbCTB 2).

KommeHTapun: ans pelueHns Bonpoca O NpogoiKeHMn UM OTMeHe neyeHus paspabotaH psag wkan [153,
154, 155], cpeawm koTopbix onTumaneH metog Roussel Uclaf (Roussel Uclaf Causality Assessment Method - RUCAM)
nog armpgon CIOMS (1989) [109, 111], OH e CNYXUT Kak NpodgecCcroHanbHON, Tak U PUONYECKON 3aLUUTON B
AanbHenwem BegeHun nauymnenTta [145]. B 2022 r. npeanoxeHa moanduumpoBaHHasi anekTpoHHasa Bepcust RECAM
(Revised Electronic Causality Assessment Method - nepecMOTPEHHbIN ANEKTPOHHbIN METOL OLEHKM NPUYNHHOCTU
nekapCTBEHHbIX MopaxeHun nedeHu, https://dilirecam.com), npegnonoxutensHo 6Gonee Bocnpov3BoAMMas U
HagexHas, yem RUCAM [151]. Cuctembl RUCAM n RECAM He [omkHbl UCNONb30BaTbCA B KayecTBe
€[MHCTBEHHOro AmnarHoctuyeckoro nHctpymenta npwm JIMM [13]. Ux HagexXHOCTb CHMKaeTCcs npy OGHOBPEMEHHOM
npmeme Heckonbkux J1IC nnn BA[, nevenun comtonpoagyktammn nnn BA[l ¢ He 40 KOHLUA yCTaHOBNEHHBIM COCTaBOM,
B nepuog passutua ONH n unu o6octpeHnsa ocHoBHoro 3abonesaHus nevyeHn. RUCAM He npumeHsieTcs Ans OLUeHKu
CryyaesB C TSXEeNbIMU UNn cMepTenbHbIMU MCXod4amu nocrne npekpalleHns npyema nogospesaemoro J1C [156 - 160].

- PexomeHngoBaHo npu nopo3peHun Ha JMIM conocTaenATb KMMHUKO-NabopaTopHble AaHHbIE NauMeHTa C
OonybnMKOBaHHBbIMYM  CBELAEHUSIMA O TENaTOTOKCMYHOCTM nogo3peBaemoro JIC anst BbISIBNEHWMS  NPUYUHHO-
cneacTBeHHOM cBA3N (pucyHok 1, npunoxexne b) [14, 42, 161, 162].

YpoBeHb ybeauTenbHocTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 5).

KomMeHTapuu: aHanu3 MNpUYUHHO-CNEACTBEHHbIX cBA3er mexay npuemom JIC u nopaxeHueM neyeHwu,
0COBGEHHO B CINOXHbIX Criyyasix, TpebyeT conocTtaBneHns Tuna u eHoTMna NopaxeHust ¢ AaHHbIMU MTepaTypsl,
3NEKTPOHHbIX PECYPCOB, COAepXalmx UHgopmaumio o 3apernctpmpoBaHHblx cnydasx JIMIM n nx ocobeHHoCTSAX,
Hanpumep, LiverTox (https://www.ncbi.nlm.nih.gov/books/NBK547852/). B CnoxHbIX AUarHOCTUYECKUX Cryvasix ans
nogresepxaeHus JIMNIM n onpegeneHvus NpUYNMHHO-CNEACTBEHHOW CBA3W ¢ nogos3peBaemMbiv areHtom (J1C, BAL,
dUTONPOAYKTOM) HEeobXxoAMMO pacCMOTPETb BO3MOXHOCTb MONYyYEHMS 3KCMEPTHOro MHEHUs, 3TO - 30510TON
CTaHAapT guarHocTtukm (tTabnuua 5, npunoxenne A3) [1, 2, 4, 13, 163, 164].

KoHcynbTaHTlNoC: npumeyaHue.
Hymepauusa 3aronoBKoOB fjaHa B COOTBETCTBUN C OpULIManbHbIM TEKCTOM JOKYMEHTa.

2.5.2 OueHka nporHo3sa npw JIMMN

Mo paHHbiM peructpa DILIN, JIMIT npsmo unuM KOCBEHHO NPUBOAAT K neTanbHoMy ucxogy B 7,6%
3aperncTpUpoOBaHHbIX CIy4yaeB, MPU 3TOM OCHOBHOWM NpuynHon cmepTu aensietca OlNMH [20].



MeTtaaHanus, BkmoyaBwunin 12 uccneposaHnn u 4290 naumMeHTOB, MoKasan, YTO NPU XOnecTaTudeckoM WU
renatouennonspHomM tune JIMNM nokasatenu passutusa OINMH 1 cmepTn, cBA3aHHOW C NEYeHbto, BrM3KKu, NP 3TOM
xonectatnyeckun tun JIMNM yawe npuMBoguT K XpoHusauumn [165]. CmepTb oT OlNH, kak npaBuno, HacTynaeTt B
TeyeHune 6 mec. oT ncxogHoro sosgenctans J1IC [145]. AHanu3 gaHHbIX, NONYYEHHbIX PasnuyHbIMK peructpamu NN,
BbISIBUN psAg, hakTopoB, npeapacnonaraowmnx K passutmMio HeGNaronpuaTHbIX MCXOO0B: XXEHCKUA NOJ, STHUYECKMEe
0COBEHHOCTU, NOXMWION BO3pacT, (POHOBLIE 3aboneBaHns NevYeHn n conyTcTeyolwme 3abonesarus [95, 166 - 168].
Pag naGopaTopHbix MapamMeTpoB (BbICOKMA YPOBEHb rMnepbunupybrHemun, nemkoumTos, runoanbbymmHemus,
TpombouunTOoneHns, koarynonaTus) accouuupoBaHbl € netanbHocTbio npu JIMM [20, 168]. ucTtonorudeckue
0COBEHHOCTM TakkKe MMEIT NPOrHOCTUYECKoe 3HaYeHMEe: NoKas3aHo, YTO OBLUIMPHBIN HEKPO3 N AYKTYNApHas peakums
ObInn cBsA3aHbl ¢ 6onee BbICOKMM PUCKOM NETanbHOro ncxoaa, Toraa kak Hanuume 303vHOMUNoB B MHunbTpaTe 1
rpaHyneme 6610 NPEAMKTOPOM CMOHTAHHOIO BbI3A0POBReHus [47].

MoeHTudbuumMpoBaHHble (hakTopbl pucka MO3BONSAIOT MPOrHO3MpOBaTh pa3BuTue Tsxkenoro tevenus JMTMT.
PaHHee BbisiBNEHVE NaLnEHTOB C BbICOKMM PUCKOM HEGnaronpusaTHOro ncxoga cnocobCcTByeT ONTUMMU3ALMN TakTUKK
nx BegeHus. Tak, naumeHTsl ¢ JIMNMM ¢ renatouennionsapHbIM NOBPEXAEHNEM U XXENTYXOWN B CBA3M C BbICOKMM PUCKOM
HebnaronpuMaTHOro UCXo4a HY>KAalTCs B rocnutanusaumm n TwaTtensHoM nabopatopHOM MOHUTOPUHTE.

- PexomeHngoBaHO y naumeHToB ¢ renatouenntonspHeim Tunom JINT oueHnTs NporHo3 ¢ NOMOLLbIO 3akoHa Xas
(vnn ero moamdmkauumn) ons CBOEBPEMEHHOIO BbisIBNeHns pucka passutua OlNMH n HebnaronpusaTHoro ncxoga [11,
169, 170].

YpoBeHb ybeanTenbHOCTU pekomeHaaumi B (ypoBeHb JOCTOBEPHOCTM JOKa3aTenbCTB 2).
KommeHTapuu: B knaccmyeckoMm Brae 3akoH Xas [160] cocTouT n3 Tpex NonoXeHuNn:

JIC BbI3bIBaET renatouennonspHoe nospexaeHune (noebiwenne aktuHoctn AJTT unmn ACT B kposu >3 BI'H);
Takke nosbiweH obwmn 6unmpybuH B kposu > 2 BI'H 6e3 npusHakoB xonecTtasa (aktmBHocTb LL® B kpoBmu < 2 BI'H);
HeT APYron NpU4YMHbl, OBBACHAKLWEN coveTaHne NoBbiWeHHOW akTnuBHocTU AJTT n obwero GunupybruHa B KpoBMW.
3akoH Xaa BanugupoBaH [168, 170, 171], obnagaeT BbICOKUMU CNELMPUYHOCTBIO U OTpuUaTensHoOn
NMPOrHOCTUYECKON LEHHOCTbIO, HO HW3KOW YYBCTBMTENBbHOCTBIO [172]. 3akoH Xasi He MPUMMEHUM K MauueHTam C
NCXOOHbBIM XorecTaTudeckum u cmewaHHbiM Tunom JMTN. PaspaboTtaHa ero mogudmkaumsa (HOBbIA 3akoH Xas):
obuwmn GunupybrH B kpoeu = 2 BIH B codetaHun nR > 5, roe nR = (aktueHocTb ANT unu ACT B KpoBwu B

3aBMCMMOCTY OT TOrO, 4TO Bbiwe/BIH) * (aktmeHOCTb LLI® B KpoBW/BIH], KOTOPBINA NyYlle MAEHTUMULMPYET PUCK
cMepTn B TedeHune 26 Hed. [172]. MpeanoxeH pag HOBbIX MPOrHOCTUYECKNX mogdenen [172 - 178].

- PexomeHnpgoBaHo y naumeHToB ¢ JIMIM 1 neyeHOYHOW HEQOCTATOYHOCTLIO onpeaennTb nokasarens MELD
(vnn ero moamdukauumn) Ons OLEHKM NPOrHo3a 1 Bblbopa TaKTUKM nedeHus (cM. npunoxexme A3) [20, 178, 179,
185].

YpoBeHb ybeauTenbHOCTM pekoMeHgaumi A (ypoBeHb JOCTOBEPHOCTU JoKa3aTenbCTB 1).

KommeHTapuu: y naumenTos c JIMNM MELD > 19 B3aumMocBsA3aH C pMCKOM CMepTu B TedeHne 26 Hegenb [20],
appeKkTMBHO NPOrHO3MpPYeT NeTanbLHOCTb B TeveHue roga [178]. BaxHo, uto MELD parxupyeT nauneHToB B nucte
oxunganusa TI1. B TpaHcnnaHTonormm B HacTosLwee Bpems npumeHsatoTcs moandukauun MELD-Na, MELD 3.0, Ho nx
anarHoctnyeckas ueHHoctb npwu JIMM He wsyyanacb. Wccnepyiotcs kombuHaumm MELD ¢ otaenbHbiMu
nabopaTopHbIMK NokasaTtensamu [186].

- PexomeHpoBaHo y naunenTos c JIMIN ¢ OlMH, Bbi3BaHHOW NnapaueTamonomM™™, ans Belbopa TakTUKK nedyeHuns
paccMOTPEeTb OLEHKY MporHo3a ¢ nomollbio kputepueB Koponesckoro Konnemxka n\vnm Mogenu nporHo3vpoBaHust
BbbKMBaeMOCTU rpynnbl no nydeHuto OMNH (cm. npunoxerne A3) [179, 180].

YpoBeHb y6eamTenbHOCT pekoMeHaaLumnii B (ypoBeHb JOCTOBEPHOCTM [0Ka3aTenbCTB 2).

KommenTapun: OlNMH onpegensieTcs kak HapyweHue koarynaumm (MHO > 1,5) n nobown cteneHun ncmxmyeckme
nameHeHus (MI) y naumneHTa 6e3 npeawecteytowero LIM v ¢ npogomkmuTensHoCThio 3aboneBanuns < 26 Hen. [181].
PaspaboTtaH psag wkan Ans OUEeHKU KpaTKOCPOYHOW BbbKMBaemocTu [182 - 184], Haubonee mayyeHbl cpeam HUX
kpuTepumn 6onbHuubl Koponesckoro konnegxa (KBKK, King's College Hospital) [182] n Mmogenb nporHo3anpoBaHust
KpaTKOCpO4YHOW BbhxkmBaeMocTn 6e3 Tl rpynnbl no udydennto ONMH [180] (MpunoxeHne A3). B pelueHum Bonpoca o6
akcTpeHHon TT1 npu napauetamonoson OlNMH oueHka MELD He gomxHa 3amMeHsATb cneumduyHbix wkan [179].



3. JleuyeHwue, BKNO4aA MeOUKaMeHTO3HYH0 U HeMeaAUuKaMeHTO3HYH Tepanuu, aAOuetoTepanuio,
o6e3bonnBaHne, MegULMHCKME NOKa3aHUA m npoTnBonoKasaHusa K npuMeHeHnro meToaoB neYvyeHns

3.1 HemeagnkameHTO3HOE Ne4vyeHne

HecmoTpst Ha To 4TO oTMeHa nogo3peBaemoro JIC (nnn BAL, nnn cdumtonpoaykra) npeacraensaet cobom
BaXkHenWwunn atan nedeHus nauueHTtoB c JIMM [14, 187], Bcerga HeoGXOAMMO aHanNU3MpPoOBaTb KMNWHUYECKUE,
nabopaTtopHble AaHHble M 0BCTOATENbLCTBA, CBA3aHHble C nNpuemom nogospesaemoro JIC. 3To Takke NOMOXeET
nsbexatb He06OCHOBaHHOW OTMEHbI Npenapara:

1. Mpwu noebiweHnn ypoHa AJTT < 3 pa3s ot BI'H (unu cpegHero 3HavyeHus npu UCXOAHO noBbieHHom AJNT),
OTCYTCTBMM [APYrMX MPU3HaKOB MOBPEXAEHUS MeyYeHun (KNMHUYEeCKux, IabopaTopHbIX, WHCTPYMEHTamnbHbIX,
Mopdonornyeckux) LenecoobpasHo paccMOTpeTb BO3MOXHOCTb NpoAosrhkeHns Tepanum [188 - 190] [191]. Kpome
TOro, Xxopowo onucaH beHomeH agantaumm k JIC - acumntomHoe npexogsauwee nosbiweHne AJTT n ACT Ha doHe
Hayana npuema J1C, koTopoe HOCUT BPEeMEHHbIV XapakTep 1 ncuesaeT npu npogormkeHmn npnema [190 - 192].

2. Mpw noebiweHnn ypoBHA AJTT > 3 pa3 ot BI'H (unn ncxogHoro nokasartenst), BeldasaHHoro JIC, B oTcyTCTBME
OPYIMX  KIMHUYECKMX UM nabopaTopHbIX MPU3HAKOB MOBPEXAEHUS MeveHn cnegyeT oTMeHuTb JIC (vnm
mMoaudmumnpoBaTb ero o3y, ecnv 1o gonyctumo) [188, 193, 194]. MNMosbiweHue aktuHocTn AJTT > 3 pas Bbiwe BI'H
paccmaTpuBaEeTCs Kak BO3MOXHbIV npeaukTop passutus JIMI, 4yTo onpegensieT HeobxoanmocTb oTMeHbI J1C [194,
195]. MWcknoyeHmem saBnswTca  oTtgenbHble JIC € BbICOKMM  PUCKOM  FenaTtoTOKCMYHOCTM  (Takme  Kak
NPOTUBOONYXONEBbIE MNpenapatbl), A9 KOTOpbIX paspaboTaHbl cneunduyeckue KpUTEpUM MO [OMYCTUMbIM
OTKMOHEHVAM nokasaTtenen CocTosHMA nedyexHmn [196].

- PekomeHngosaHo nauueHTam ¢ npegnonaraeMbsiM 1 gokasaHHbeiM JTTIM ang npegoTepalleHns pucka passmutus
HeGnaronpuaTHOro mcxoga OTMeHWTb nogo3peBaemoe JIC 3a uUCKMOYeHVWeM cryyaeB, Korga OHO JKM3HEHHO
HeobxoOuMO NauneHTy 1 emy HeT anbTepHaTuBbl [14, 187].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 5).

KommeHTapun: npegnonaraetcs, 4To npu namocuHkpasunyeckmx JIMNM paHHas otmeHa nogospesaemoro J1C
npegoTBpaLlaeT NporpeccupoBaHme nopaxeHusi nevyeHn n 6onee 80% naumeHTOB MOMHOCTLIO BbI3AOPaBNMBAOT
[13, 94], ogHako npumepHo y 10% cyLecTByeT BbICOKUIA pUCK HebGraronpusiTHoro ucxoga [2].

- PekomeHOoBaHO naumeHTam ¢ npegnonaraembiM 1 gokasaHHeiM JIMT ¢ uenbio npegoTBpalleHns pucka
pas3BMTUA HebnaronpuaTHOro ncxoaa otmeHntTe BAL, dutonpoayktbl [187].

YpoBeHb ybeauTenbHocTM pekoMeHgaumn C (ypoBeHb AOCTOBEPHOCTM A0Ka3aTenbCTB 5).

- PekomeHayeTcst naumeHTam ¢ npegnonaraemelM 1 gokasaHHbim JIMN B cutyaumsix, korga nogo3peBaemMoe
J1C u13HEeHHO HeobX0aUMO 1 eMy HET anbTepHaTMBbI, ANs NpeaoTBpaLLeHMsl pucka HebnaronpusiTHOro ucxoaa npu
peLueHun Bonpoca 06 ero oTMeHe crefyeT pykoBOACTBOBATLCH CNeaYHLLMMN KPUTEPUAMMU:

- nosblweHune aktnsHocTy AJT nnn ACT B kposu > 8 BI'H;
- noBblweHne aktueHocTn AT nnn ACT B kposu > 5 BI'H Gonee 2 Hea.;

- nosbiweHne aktusHocTn ANT unn ACT B kposu > 3 BI'H 1 ypoBHs obuiero 6unupybuHa B kposn > 2 BI'H
vnn MHO > 1,5;

- nosblweHne aktuHoctn AT unm ACT B kpoBu > 3 BI'H B coyeTaHUM C KIMHUYECKMMU CUMMTOMaMM
(cnabocTb, TOWwHOTA, pBoTa, 60nM MM 6oNesHeHHOCTb MpU nanbnauuy B NPaBOM BEPXHEM KBaApaHTE XMBOTA,
nuxopagka, cbifb 1 (unn) aosunHodpunus) [14, 187, 197].

YpoBeHb yoeanTenbHoCTN pekomeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTernbCTB 5).

KommeHTapun. PaspaboTaHHble B 2009 r. FDA kputepun ans oTMeHbl JIC B KIMHUYECKUX UCCNeaoBaHusX B
JanbHenLweM cTanu UCnonb30oBaThCA Ha NMpakTUKe ANS pelleHns Bonpoca o npogospkeHnn tepanum JIC Ha doHe
JINM, ecnn oHo Heobxopgumo [14, 187]. Ana HekoTopbix JIC C BbICOKMM renaTtoOTOKCUMYHbIM MOTEHLMANoM WU
OTAENbHbIX COCTOSIHUIM pa3paboTaHbl KOHKPETHbIE peKOMEeHZauun Ansi peLleHnst Bonpoca O MPOOOIPKEHUN UMK
OTMeEHe nedveHus, (Hanpumep, Npy NPOTMBOONyXxoneBon Tepanun) [196, 198].



3.1.1 HemeaukameHTO3HOE neuveHue npu JIMIN, wHAYUMPOBAHHLIX MPOTUBOOMNYXONEBbLIMU
npenaparamm

Yawe Bcero B OHKonorunyeckow npaktuke BcTpevatotcs JIMIMT ¢ nMaAnMOCUHKpasuM4eckMm Wnm HenpsmbiM
MEeXaHM3MOM, YTO, KaK MpaBuro, AMKTyeT HeOOX0aUMOCTb peayKLUum 003 NPOTUBOOMYXONEBbIX XMMUoNpenapaToB
WNn X NOMNHON OTMEHBI, B pAAe Criy4aeB NOCTOSHHON. [ToMOLLb B MPUHATUN peLLEeHNI OKa3blBalOT KPUTEPUN TSHKECTH
renaTtoTokCM4HocTM HauunoHanbHoro nHcTuTyTa paka CLUA (npunoxeHue 2) n kpuTepun 3akoHa Xasa [196, 197].
Tem He MeHee Ans psiga hapmMakonorMyecknx rpynn NPoTMBOONYXONEBLIX NpenapaToB pa3paboTaHbl OTAEMNbHbIE
yKa3aHusl, KOTopble NpeacTaBeHbl HAXE.

- PexkomeHgoBaHO naumeHTam, MonyyalWwuUm MPOTUBOOMYXONEBYID Tepanuio, C npegnonaraembiM Wu
AokasaHHbim JITT ana npepoTepalleHns pasBUTUS XUSHEYrpOXaloLWmX COCTOsSIHUA MoaMduumpoBaTb 403y Mn
OTMeHUTb nogo3peBaemoe J1C, pyKoBOACTBYSChb KpUTEPUSIMU, paspaboTaHHbIMK A11S KOHKPETHOro npenapara (npu
nX Hanu4mm, cM. Tabnuuy 6, npunoxeHue A3) [196, 199, 200].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTesnbCTB 5).

KommeHTapun: B nonHom ob6beme mHGOpmMauus npeacTtaBfieHa B MHCTPYKUMM MO MPUMEHEHUIO KaXKAOro
npenapaTa unu Ha cante 'ocygapcTBEHHOro peectpa nekapctBeHHbIX cpeacTs (https://grls.rosminzdrav.ru) [196,
199, 200], a Tarke B KP no kaxgonm rpynne OHKOMornyeckux saboneBaHui, NpeacTaBrieHHbIX B pybpukaTope
MuHucTepcTBe 3gpaBooxpaHeHns P® [201].

- PekomeHpoBaHo naumeHtam c I, pasBuBLIEMCHA BCNEACTBME MPUMEHEHUS MNPOTUBOOMYXOSEBbIX
npenapaToB, oTHocAawwmxcs K knaccy UKT, ¢ uenbio npegoTBpalleHuns prcka pa3sutus HebnaronpmaTHOro ucxoaa
npu moandukaummn ao3bl U oTMeHe nogospesaemoro JIC pykoBoACTBOBATLCHA CTENEHbLIO renaToTOKCUYHOCTU NO
wkane HauwoHanbHoro nHctutyta paka CLUA (npunoxenune M2): 1) npu ctenenn 2 (G2) BpeMeHHO NpekpaTuTb
neyexve go goctmwkeHus G1; 2) npu ctenenmn 3 - 4 (G3-4) nepMaHeHTHO NpekpaTuTb neyveHme Ao AoctmkeHus G2
[202, 203].

YpoBeHb y6eamTenbHOCT pekoMeHaaumnii B (ypoBeHb JOCTOBEPHOCTM AoKa3aTenbeTs 3).

KommeHTapun: obLWenpuHATO, YTO pas3BUTUE renaToTOKCMYHOCTU cTeneHn G2 TpebyeT BPEMEHHOW OTMEHBbI
nogo3pesaemoro JIC ¢ ero BO3MOXHbIM MOBTOPHbLIM Ha3Ha4YeHMeM Npu NONOXUTENbHOM NabopaTopHOW ANHaMUKE.
Mpwn renaToTokcnyHocTn cteneHn G3-4 NoBTOpHOE Ha3HayeHne nogospesaemoro JIC HeuenecoobpasHo [204], Tem
He MeHee, 3TOT BOMpPOC npogorkaeT mayyarbcs [205]. MpuHUMNBI NeYeHnsa renaToTOKCUYHOCTU Yy MaUUEHTOB C
OHKONOTrN4YecKnmMmm 3aboneBaHnUsaMU N3MNOXeHbI B NPaKTU4ECKNX pekomMeHaaumnax RUSSCO,
https://www.rosoncoweb.ru/standarts/suptherapy/2024/.

3.2 MeankameHTO3HasA Tepanusi

lMpumeHeHne npenapaToB AN NevyeHns 3abonesBaHuii NEYEHN U XenyeBbiBOgAWMX NyTen (renaToTPOonHbIX
npenapatoB) npu JIMIN HanpaBneHO Ha MUHUMW3ALUIO CIy4aeB BbIHYKAEHHOW OTMEHbl XW3HEHHO BaXKHOro
nogo3pesaemoro JIC, CHMXeHus ero fo3bl U 3agepXkn Tepanuu. He cywecTByeT yHMBepcarbHbIX nNpenaparos,
KoTopble Mornn Obl 3dEKTMBHO MCMOMb30BaTbCA B NedeHMn nwobbix dopm JIMM [1, 13]. YcnoeHo
hapmakonoruyeckune cpeactsea, ncnonssyemole npu JIMTM, MOXHO pasgenuTs Ha ABe rpynnbl:

1) npenapat-cneyuncunyHble areHTbl, 3EKTUBHBIE NPY NopaxeHun onpeaeneHHsiM J1IC - aueTununcTenH**
(Mpu nopaxeHun napaueTaMonom™*), #neBokapHUTUH (MPU NOPaXeHUN BanbNpoeBON KNCIOTOW™™);

2) npenapartbl, 3 deKTMBHbIE B paMkax OTAenbHbIX TUNoB unun deHotunos JMMM - rnokokopTukongsl (MK),
renatoTponHble npenapatbl (A 05, npenapatbl 4N neyYeHus 3a6oneBaHUn NEYEHN Y KENYEBLIBOASALLMNX NYTEN).

3.2.1 MeaukameHTO3Has Tepanus JIMMN npenapatamMu, oka3sbiBaoOWMMM cneunduryeckoe Bo3aencTemne

- PekomeHOoBaHO Ha3HavyeHue aueTunuucTenHa™  napeHtepansHo 150 mr/kr B TeyeHue 15 MuH., ganee - 50
Mr/kr B TedyeHne 4 4 n 3atem 100 mr/kr B TeyeHne 16 4 nauymeHTam C MOpPaXEHMEM MNEeYEHW, BbI3BaAHHbLIM
napaueTamMorioM™*, ¢ Lenbio yny4leHnst nporHosa [206 - 208].

YpoBeHb y6eanTenbHOCTN pekoMeHaaumin A (YypoBeHb JOCTOBEPHOCTM A0oKa3aTenbCeTB 3).


https://grls.rosminzdrav.ru/

KomMeHTapuu: penctene aueTunuucTerMHa™ : CHmkeHue obpas3oBaHusi akTUMBHbIX OPM U COeOUHEHUI
kncnopoga [209, 210], ymeHblieHne akcnpeccun Toll-nogobHbix peuenTtopoB-2 1 -4 n ®HO-, [211] n akTnBauum
ryanunatumknassl [212]. TMpu JIMT, Bbi3BaHHLIX MNapaleTaMoyioM™, MNPUMEHSIOT 2 CXeMbl Ha3Ha4YeHus
#auetunumucrtenHa™: 1) BHYTpMBEHHbIN 21-4acoBon pexum (CM. Bbille); 2) nepoparnbHbIi 72-4acoBOW PEXUM C
Hacblwatowen goson 140 mr/kr, ganee - 70 mr/kr kaxxable 4 4 (0o 72 4), obecneynBaroLmn BbiXknBaeMocTb 6e3 Tl
40% B cpaBHeHun ¢ nnauebo - 27% [2, 208, 213]. BHyTpvBEeHHOE BBeAeHWE NpeanoyvTMTENbHO Mpu pBOTE,
XKEenygoyHO-KULLIEYHbIX 3aboneBaHusaX, Ne4eHOYHOW HegoCcTaTouHOCTH, BepemeHHocTu [214, 215]. [Npn MaccuBHbIX
OTpaBneHNsIX NapaueTaMornioM™* BO3MOXHO yBenuyeHue Ao3bl auetunumcrtemHa*™ o #200 mr/kr B TedeHne 16 u
[213, 216]. OnTumanbHOEe Hayano nevyeHus aueTUnuucTemHom™* - He ©Oonee 24 4 nocne oOTpaBneHus
napauetamoniom** (pasHuua B neTanbHocTM - 28%) [206]. OcHoBHble pgokasaTenbcTBa 3dEKTUBHOCTHU
#aueTunumctenHa ans neyvenuns n npodpunaktmku JIMM npeactaeneHsl B Tabnuue 7 (MpunoxeHue A3).

- PekomengoBaHo nauueHTtam c JIMM, BbI3BaHHLIM BanbMpoOEBON KUCIIOTOW™*, Ha3HavyeHne #neBokapHUTMHA
O[HOKpaTHO BHYTPMBEHHO kanenbHo B go3e 100 mr/kr (HO He 6onee 6 r) co ckopocTbio MHPY3Mn 30 MUH. C
nocnenyowmmMm nepexogom Ha o3y 15 Mr/kr BHYTPMBEHHO KanenbHO Kaxable 4 4 A0 cTabunusauumn COCTOSHUS
naumeHTa B Lensax ynyylweHus nporHosa [1].

YpoBeHb ybeanTenbHoCcTU pekomeHaaum C (ypoBeHb JOCTOBEPHOCTM AoKa3aTenbCcTB 5).

KommeHTapun: neBOKapHUTUH perynupyeTt TpaHCnopT U OoOMeH aueTurnkoaHaMma A, Heobxogumoro Ans
NNacTU4ecKoro U 3HepreTudeckoro obMeHa, AEeTOKCUKauuW KCeHOOMOTWMKOB, OKa3bliBaeT aHTManonToTUuyeckoe
aevicteue [234]. #JleBokapHuTuMH HasHavawT npu JIMT BanbnpoeBow KMCNOTOM*™* Ha (POHE CHMXKEHUSA YPOBHS
CO3HaHUA 1 (Unn) ¢ rMnepamMmmMoHnemmen. NpoaormKUTENbHOCTb: A0 KNMMHUYECKOTO YIyYLLEeHUS, YMEHbLLIEHWS YPOBHS
aMmMmmnaka B KpoBM (ecnm Bbin NOBbILLEH M3HAYanbHo), NMMBOo NosiBrieHnsa Nob6oYHbIX 3hEKTOB #neBokapHUTUHA [233,
235]. PesynbraT: yBenuuyeHune BbhxkmBaemMocTn Ha 40%. NapeHTepanbHoe BBeaeHue npenaparta adpdekTuBHee
nepopanbsHoro [236, 237]. CywecTBYOT AaHHbIE O MO3UTMBHOM BINUSIHUWN #MEBOKAPHUTWHA Ha renaToTOKCUYHOCTb
npv Tepanun naracnaprason™* [238, 239].

OcHoBHble pokasaTtenbcTBa 3(EKTUBHOCTM #MEBOKAapHUTUHA ANSa nedeHns u npodomnaktuku  JIMT
npeacrtasneHsl B Tabnuue 7 (MpunoxeHne A3).

3.2.2 MegukaMmeHTO3Has Tepanusa oTAenbHbIX TUNOB unu ¢peHotmunos JIMM

YpcopesokcuxoneBas kucnorta** (YOAXK**) u cnektp ee npumeHeHus npwu JIMMN

YOXK** cTuMynupyeT KNneTouHbIn 3dhdrtoKC TOKCMYHBIX NunodunbHbix KK, cnocobcTByeT MX AeTOKCUKaLum,
oKasblBaeT aHTuxonectatudeckun adpcpekT. NpenapaT HanpsAMyl HeWTpanuayeT akTUBHblE POPMbl KMCIOPOAaA,
WHOYUMPYET CUHTE3 aLeTUNUUCTEMHA W IyTaTuoHa, CTUMYNMPYET aHTMOKCUAaHTHbIE U MPOTUBOBOCMANUTENbHbIE

nyTn TpaHckpunumoHHoro daktopa NRF2, npendatctByeT akTvBauuu sgepHoro daktopa kanna-B (NF'KB),
3amegnsieT anonTto3 renatoumtoB [242, 243]. Bo3amoxHOCTb npumeHeHus #YOXK** npu JIMI paccmatpuBaetcs
psSiAOM NpodeccrMoHarnbHbIX COOBLLECTB U cucTtemaTmyeckux o63opos, 0bbivHO B go3e 10 - 15 mr/kr B cytkn (B 2 - 3
npmvema) nepopanbHO MNPOAOIPKUTENBbHOCTLIO A0 6 - 12 mMec. n 6onee B OTCYTCTBUE THXKENOW NEYEHOYHOW
HeJoCTaTO4MHOCTU [2, 242, 244, 245]. He 6bIn0 06HapyXeHO KoppensuMn mexgy nosbllleHnemM 003 npenapaTa u
TepaneBTMYecKon SMPMEKTUBHOCTbIO [246, 247]. BnuaeT Kak Ha BbIpaXeHHOCTb Xoriectasa, Tak M Ha
renaToLenmonsapHbIA TUN nopaxeHus [245].

- PekomeHgoBaHo paccmoTpeTb HasHauveHune #YOXK*™ B gose 10 - 15 mr/kr/cyT. nauueHTtam c JIMIM Ha doHe
aHTMbakTepuanbHoWN hapmakoTepanuy ans ynyyleHns KIMHUKo-nabopaTopHbIX MOKa3aTernemn COCTOSHNSA NeYeH 1
COXpaHeHUs 3anfaHUpOBaHHbLIX MPOTOKOMNOB aHTubakTepuanbHOM Tepanuu Mpu  OTCYTCTBUM  BblPaXKeHHOW
NeYeHOYHON HEJOCTATOMHOCTU [242, 243, 245].

YpoBeHb yoeanTenbHoCTN pekomeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTernbCTB 5).

KommeHTapuu: npumeHenne #YOXK*™ (750 - 1500 wmr/cyt.) npm JIMNM Ha ¢oHe npoBeaeHus
nNpoTUBOTYBEpKyne3Hon dapmakoTepanuu ynydwaeT npodunb nevyeHouHbix mapkepos (AT, W®, Obun) no
CpaBHEHWIO C KOHTporeM [248]. B onncanum cnydaes xonectatuieckux u renatouenntonspHolx JIMNTM n ux cepuii (Ha
doHEe neyeHnss aMOKCULMNNMHOM + KIaBYMNaHOBOW  KUCMOTOW™, as3uTPOMWULUMHOM™®*,  pudaMnmuuHom™™,
N30HUa3MgomM™*, nupasnHaMmmgom™*) npumerHeHune #YOXK* B gosax 10 - 40 mr/kr/cyT. NpMBOAMMO K NOMIHOMY WX
YACTUYHOMY YITYYLLEHWIO KMMHUKO-BMOXMMMYECKMX MoKa3aTenen COCTOSHNS MeYEeHn B CPOKM OT 2 Ao 5 mec. nocne
Hayana neyeHus npenapatom [242, 247].



- PekomeHpoBaHo paccmoTpeTb HasHadyeHue #YOXK* nauneHtam c JIMI Ha boHe NnpoTUBOOMNYXONEBOW MIn
UMMYHOOENPECCMBHON XUMMUOTEPaNUM ANs YNyYLeHNs KIMHUKO-NabopaTopHbIX NoKa3aTernen COCTOSHUS NeYeHn 1
COXpaHeHUs 3annaHMpOBaHHbLIX MPOTOKOMOB dhapmakoTepanuM Mnpu OTCYTCTBMM BbIP@XEHHOW MNEYEHOYHOMN
HegoCTaToOMHOCTU [242, 243, 245, 249].

YpoBeHb ybeanTenbHOCTU pekoMmeHaaumn C (ypoBeHb JOCTOBEPHOCTM AoKa3aTensCcTB 3).

KomMeHTapuu: B onucaHum criydaeB xornectatudecknx u renatouennonspHbix JIMT 1 nx cepunt (Ha doHe
npuMeHeHus pnytamuga**, meToTpekcara*™, kanmaTHmba, nembponusymaba*™, Husonymaba**, neconyHommaa*™™ u
ap.) npyumeHerne #YOXK** B pozax 10 - 40 mr/kr/cyT. npuBOANNO K NOMHOMY UITM YaCTUYHOMY YIYYLLEHWUIO KIUHUKO-
BUoXMMMNYECKMX MOKasaTenen COCTOSHUS MNeYeHW B CPOkM OT 2 Ao 5 mec. OT Havamna nedveHus [242]. B
cpaBHutensHoMm PKW npumeHenne #YOXK** B pose 20 wmr/kr/cyT. Ha npoTsbkeHun 8 Hed. y NaUMEHTOB
pematonorndeckoro npocdoumna c¢ JIMIM Ha doHe MeToTpekcaTa* okasano MONOXUTENbHOE BIIUMSHME Ha
Buoxnmmnyeckme nokasarenu coctosaHus nedenm (ANT, ACT, W®, Obun) u cTteneHb HapyLleHns AeTOKCUKaLMOHHOM
dyHKUMKM neveHun (no 13C-meTaueTMHOBOMY AbixaTenbHoMY TecTy). [losa 20 mr/kr okazanacb bonee apdekTuBHON,
yem gosa 15 mr/kr/cyT. [249].

- PekomeHgoBaHo paccmoTpeTb HasHaudeHne YOXK** B gose 10 - 15 mr/kr/cyT. naumMeHTam ¢ BblpaXeHHbIM
3yaom Ha ¢poHe xonectatmyeckoro JIMIM npy oTCYTCTBMM BbIPAXXEHHOW MEYEHOYHON HEAOCTAaTOYHOCTH [2, 242].

YpoBeHb yoeanTenbHOCTU pekomeHaaumi C (ypoBEHb JOCTOBEPHOCTM AOKa3aTensCcTB 5).

KommeHTapun: YOXK** B gosax 750 - 900 mr/cyT. ymeHbllana BblpaxeHHocTb 3yaa npu JIMNI Ha doHe
aHTMaHOpPOreHoB, aHaboNMYeCcKnx CTEPOMA0B U NMPOTUBOMUKPOOHBIX MpenapaToB CUCTEMHOIO AENCTBUS B CPOKU OT
10 gHen pgo 1 mec. [250 - 253]. Npu pe3nCTEHTHOM TSXKENOM XONecTaTU4eCcKOM KOXHOM 3yae Ha c¢hoHe JIMI B
KayecTBe npenapaTtoB 2-i NMHUKN MOryT BbITb HadHaveHsbl [K (1 mr/kr/cyT. nnm 40 mr/cyT.), 3 HEeKTMBHOCTb KOTOPbIX
nokasaHa npw aHanuse cepun cnyyaeB [254]. OcHOBHble Aoka3aTenbcTBa addekTuBHoCcTN #YOXK*™ ona neyeHuns
n npocpunaktukm JIMNMN npeactasnexsl B Tabnuue 7 (Mpunoxenne A3).

AgemMeTUOHUH™ n cnekTp ero npumeHeHusa npwm JIMNMN

AOemMeTUOHNH** (S-aﬂ,eHO3l/IJ'IMeTVIOHVIH) ABNAeTCA npealwecTtBeHHUKOM TTyTaTUOoHa, VIHFVI6I/IpyeT LNTOXPOM

CYP2E1, nogaBnsieT akcnpeccuto ®HO-a MHAYLUMpYyeT NpoayKUMio NPOTUBOBOCMANMTENbHOrO nHTepnerkuHa (IL)
10, obrnapgaet aHTMXONecTaTM4ecKMM, aHTUaMONTOTUYECKUM, aHTUPUBporeHHbIM addekTom [265, 266].
CnocobHOCTb ageMeTUOHMHA™ BbICTyNaTh B KA4ECTBE aHTMXONeCcTaTM4ecKoro areHTa npogeMoHcTpuposaHa B PKA
N peKoMeHZaUMsIX HEKOTOpPbIX npodeccuoHanbHbIX accouuaummn [267, 268]. OTeyecTBEHHble UCCeaoBaHUsA
CBUOETENbLCTBYIOT 06 3(hEeKTUBHOCTU NpenapaTta Takke npu cMelwwaHHom deHoTtune JIMM [269].

- PekomeHOooBaHO pacCMOTpPeTb Ha3HayeHue agemeTnoHuvHa** naumeHtam ¢ JIMM  Ha doHe
NPOTMBOOMYXONEBON UMM UMMYHOCYNpPEeCcCuBHOM papmakoTepanum (MeToTpekcatom™, [K) ang ynydweHus
KIMMHMKO-NabopaTopHbIX NOKasaTenen COCTOSHUS NMeYeHW, YMEHbLUEHWUS renaTtoreHHom cnabocTn M coxpaHeHus
3annaHnpoBaHHbIX NPOTOKOSIOB fieyeHuns [267, 269, 270, 273].

YpoBeHb ybeauTenbHocTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTenbCTs 4).

KommeHTapuu: npumeHeHne agemeTtvonmHa*™ npu JIMNTN BcneacTeme xmmmuorepanun npogemMoHCTpUpoBano
3Hauumoe (p < 0,05) cHmxeHune ypoBHen Obun, ANT, ACT nTTT yxe k 14-my gHio [269] ¢ Hanbonee BbIpaXKeHHbIM
aHTMxonecratmyeckum adpdektom. CHMXKeHue renaTtoreHHon cnabocT/yTOMASEeMOCTU W aHTUAEeNpPecCUBHbIN
appeKTbl COXPaHATCA Ha NPOTAXEHUM HECKOSMBbKUX MeCcALEB nocne 3aBepLueHns Kypca tepanuu [272, 273]. INMpu
xonectaTtnyeckom tune JIMMN (4acto accouumpoBaH ¢ meToTpekcatoM™ u K), kypc agemeTnoHmHa™ (2 Hegenu
napeHTepansHO U 4 - nepoparnbHO) MNPUBOAMWI K NOMOXUTENBHOW KNUHWKO-nabopaTtopHon auvHamuke [274]. MNMpu
XonectaTM4eckoM, renaTouennonsapHoOM unu cmewanHoMm Tunax JMT, MHayumMpoBaHHbIX NPOTUBOOMYXONEBbIMU
npenapaTtamu, ageMeTUoHNH** npumeHsieTcsa B gose 800 mr/cyT (Mnn 5 - 12 mr/kr/cyT.) napeHTeparnbHO B TeveHue 2
He[. C nepexoaoM Ha nepoparnbHbii nprem 800 - 1600 mr/cyT. onnTenbHOCTLIO 40 1 - 6 Mec. [pu xonectaTnyeckom
WM CMELIaHHOM BapuaHTe NOpaXKeHUs NeyeHn BO3MOXHO KOMOMHMPOBAHHOE NpYMeHeHWe ageMeTUOHUHa** C
#YOXK** (15 - 20 mr/kr/cyT.) oo pa3pelueHus xonecrtasa [198, 275].

- PekomeHpoBaHO paccMoTpeTb HasHayeHue ageMeTuoHuHa** naumeHtam ¢ JIMIM Ha doHe
aHTubakTepuanbHOM hapmakoTepanumn Ans ynyvweHnsa KINMHUKO-r1abopaTopHbIX NoKasaTenen CoOCTOAHUS NMeYeHn 1
COXpaHeHUs 3anaHMPOBaHHbIX MPOTOKOMOB NPOTUBOMUKPOBHOrO neyeHus [276].



YpoBeHb ybeauTenbHOCTU pekoMeHaalmmn B (ypoBeHb JOCTOBEPHOCTU JOKa3aTeNbCTB 2).

KommeHTapuu: npu JIMIN Ha doHe dhapmakoTepanmm TyGepKynesa nerkMx ucnosib3oBaHne agemMeTmoHmnHa**
no 400 Mr/cyT napeHTepanbHO NPUBOAMIIO K YIYYLLEHNI0 aHTUOKCUOAHTOro cTaTyca KpoBu [277]. B ogHOLEHTPOBOM
PKW y 180 naumeHTtoB ¢ Tybepkyneszom nerkux u JIMIM Ha doHe npoTuBoTybepkynesHon Tepanum (B 83,9%
NPUMEHSNNCb 4 3TUOTPOMHbIX MpenapaTa OCHOBHOIO psifia) Ha3HayeHWe aHanorM4yHoro Kypca agemMeTUOHUHOM™®
CHWXano B Oonbluen cteneHn mapkepbl xonectasa (Obun, I'TT) u B meHblwen - untonusa (ACT, AJIT) [276].
OcHoBHble gokasaTenbcTBa 3phEKTUBHOCTY adeMeTUOHNHA™* aAnst nevenus u #npodunaktukm JTMNIM npegctaBneHsl
B Tabnuue 7 (MpunoxeHune A3).

docdonunuabl un cnekTp nx npumeHeHus npu MM

MpumeHeHne docconunmnaos (doccatmamnxonuuos) npu  JIMNM  obocHoBaHO WX CNOCOBGHOCTLIO
WHOYUMPOBaTb 3HAOMEHHble aHTMOKCMAaHTbl  (remokcureHasy-1, cynepokcugamcmyTasy), cnocobcTBoBaThb
YMEHbLUEHWIO OKCUAATUBHOMO NoBpexaeHus membpaH renatounToB, UX OpraHenn u memopaHoaccoUMMpoBaHHbIX
CTPYKTYP, OKa3blBasi aHTUOKCUMAAHTHbBIA U aHTULUUTONUTUYeckuin adpcpekt [287, 288]. ObHagexmnBaloWwmnM BbIrnsaguT
npumMmeHeHve oconuUNMOoB Mpu MNPOBEAEHMU MPOTUBOOMYXONEBON XumuoTepanuu. B peTpocnekTMBHOM
nuccregoBaHuM € BkloveHnem 98 naumeHToB C pakom xenydka |V ctagum, nonmyyaBwwx nedeHne nmbo
okcanunnatuHom™* (SOX), nubo okcanunnaTtuHoM™* u kaneumtabuHom™* (XELOX) M MMEBLIMX NEYEHOYHYIO
HeJOCTATOYHOCTBIO OO0 FEYEHUSA WM TSDKENoe MOopaXeHue nedveHn nocrie 1 - 2 UUKIOB XMMMOTepanuw,
ncnonb3oBaHue hochonunuaoB Ha hoHe XMMUoTepPanun NO3BOSNIIO YBENUUYNTb 6-MECAYHYIO BbIXKMBAEMOCTbIO 6e3
nporpeccupoBaHmsa 3aboneBaHWss N BbIABUTb 3HAYUMYIO KOPPEnAuuio Mexay nedeHuem docdonmnugamm u
ypoBHeM KoHTpons 3abonesaHus (DCR) (ogHodakTopHbIn aHanus, p = 0,021; mHorodakTopHbin aHanus, p = 0,044)
[293].

- PexkomeHpoBaHO paccmoTpeTb HasHadeHuve docdonunuaoB nauueHtam ¢ JIMM Ha  doHe
aHTMOaKTepuanbHOW XMMmMoTepanuu A yryyleHnst KIMHUKO-NabopaTopHbIX nokasaTenen COCTOSAHWUS MeYEHN U
COXpaHeHUs 3anfaHMpoBaHHbLIX MPOTOKOMOB aHTUbakTepuanbHon Tepanum [268, 289].

YpoBeHb y6eamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 4).

KommeHTapun: gaHHble 3-neTHero peTpoCneKTMBHOIO MHOrOLEHTPOBOro mccnegosaHusa (183 naumeHTa) c
napeHTepanbHbiM Kcnonb3oBaHmem cocdonunuaos (5 - 10 mn/cyt. ana nerkmx JIMM, 10 - 20 mn/cyTt. ans
cepbe3Hbix U #30 - 40 mn/cyT Npu KPUTMYECKMX) MoKasanu, 4YTto nocne nedvenuss 34,97% O6onbHbIX JOCTUIMK
HopMarnbHoro ypoBHs AT, 40,98% - HopmanbHoro ypoBHs ACT [289]. MeTaaHanua 32 PK/ npogeMoHCcTpupoBan
BO3MOXHOCTb BMMsSHUA choconunuaoB Ha yposeHb O6un npu JIMTM [290]. MNpeumywectBeHHO docdonunuapl
npumeHsTca npu renatouennonspHom Tune JINM B gose 250 - 1000 mr/cyt. (5 - 20 mn) napeHTepanbHO
NPOAOCIMKUTENBHOCTLI0O A0 7 - 10 gHen ¢ mocnegywwmM nepexonom Ha nepopanbHbein npuem 1800 mr/cyTt. B 3
nprvema npoaosKUTENbLHOCTLIO OT 4 Ao 12 Hea. npw renatouenntonspHom Tune JMM [14].

- PekomeHpoBaHO paccmoTpeTb HasHadeHue docdonunuaoB nauyuneHtkam ¢ JIMTM npn 6epeMeHHOCTM Ha
hoHe ropMoHarnbHoW hapmMakoTepanuu rectareHHbIMU UNKU rectareH-3CTPOreHHbIMM NpenapaTamu Ans ynyylieHus
KNMMHUKO-NabopaTopHbIX NokasaTenen CoCToAHMSA nedeHn [291].

YpoBeHb y6eamTenbHOCT pekoMeHaaLumnii B (ypoBeHb JOCTOBEPHOCTM AoKa3aTenbCeTB 3).

KommeHTapun: docdonmnuabl MOryT NpuUMeHsTbCs npu 6epemeHHocTu. Nx ucnons3osanue npw JMMN (250
Mr/cyT. (5 Mn) napeHTeparnbHO AnuTenbHOCTbO 7 - 10 AHen ¢ nocneaylwmnm nepexoqoM Ha nepopanbHbli Npuem
1800 mr/cyT. B 3 npreMa NpOAOIPKUTENBHOCTBIO 2 - 3 Hepd.), pa3BMBLUUXCS B NEPBOM TpUMecTpe GepeMeHHOCTH Ha
doHE MPUMEHEHUS recTareHHbIX UMW rectareH-aCTPOreHHbIX CPeacTB, CHUXano akTMBHOCTb TpaHcaMmHas Ha 58%
yepes 4 Hed. Tepanuu, B oTnu4me ot 28,2% B rpynne koHTpons [291].

- PexomeHgoBaHo paccmoTpeTb HasHavyeHue (PUKCUPOBAHHOW KOMOMWHALUMMW MMULUPPU3NHOBOW KUCIOThbl +
doconunnoos** naumentam c JIMNM Ha ¢doHe NpPOTUBOTYOEPKYNE3HOW M NPOTMBOOMYXONIEBOW Tepanuu ans
yNyyLlEeHUs KIMMHNKO-NabopaTopHbIX NokasaTenen cocTosiHus neveHn [460 - 462].

YpoBeHb y6eamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTs 5).

KommeHTapun: npu JIMIM y nauueHToB C ncoprasom, MONyyaBlIMX MeToTpekcat™™, napeHTeparnbHoe
HasHayeHne KoMBnHauun rmuumppuanHoBoin kucnoTsl (200 mr/cyT.) + docconmnuaos (500 mr/cyT.)** B TedeHune 10
OHen ¢ nepexofoM Ha npuem nepopansHorn OpMbI FMULUMPPU3NHOBON KncnoTsel (210 mr/cyT.) + cdocconunuaos
(390 mr/cyT.)** o 2 mecsiueB yny4lano nabopaTopHble NokasaTeny COCTOsIHUA neyeHu [461]. 3Ta KoMOMHauus npu



napeHTepanbHOM BBedeHun (1 mecsu, 2 pasa B HeAen) C Nocneayowmnm nepopanbHbeiM NpMeMOM NpyBoAWna K
cHmkeHutio AT npwm JIMNIM Ha doHe npoTUBOTYOEPKYNE3HON XumuoTepanuu (M3oHuasng**, pudamnmumH**,
nupasvHamma™*, atTamoyton**, odnokcaumH**, kaHamuunn**) [462]. MNpwu JITT BCnegcTBue nNeveHns y KeHLWmH paka
MOJTOYHOW Xernesbl TpacTyaymabom™™, [OKCOPYOMLMHOM™™, naknuTakcenoMm™, npuMeHeHne KomomHauum 2 Hegenu
exeaHeBHO n 3aTteM 3 pasa B Hegeno ¢ gobasneHnem 750 mr/cyT. #YOXK** Ha nepuoa Tepanun obecneumsBano
Hopmanusauuto ANT, ACT, 6ununpybuHa [460]. YacToTa HexenaTenbHbIX peakunin UKCUPOBaHHbBIX KOMOBUHaLMIA
rmuuuppmsnHoBon kucnotbl (MnuumppusmHoBas kucnota + dochonunuabl™, MuumMppuanHoBas Kucnota +
Ypcopesokcuxonesas kucnota) < 10,6% [463]. OcHOBHble goka3aTenbcTBa appekTMBHOCTM hochonmnmuaos Ans
neyeHus JINIM yctaHoBNeHHOW cneunduryeckon aTnonorum npeacraeneHsl B Tabnuue 7 (MpunoxeHne A3).

OpHUTUH 1 cnekTp ero npumeHeHus npu JIMMN

OpHUTUH SBNAETCA  CKOPOCTb-IMMUTUPYIOLLMM  MHTEpMEeanaToOM OPHUTMHOBOIO LMKMa, HenpsMbiM
npeawecTBEHHUKOM 3HOOTEHHbIX aHTUOKCUOAHTOB M NONMaMUHOB, HEOBXOAMMBIX ANs NOAAEPXaHUSA CTPYKTYPHON
LENoOCTHOCTU KMNETOK WM MpOoTEeKaHusi KneTovHoro uwukna. [lyteM npeBpalleHnss B aprMHUH C nocneayowum
BbICBODOXAEHNEM OKCUAA a30Ta OPHUTUH yNy4dllaeT NeYEeHOUYHY0 MUKPOLMpPKYnAumio [295, 296].

- PekomeHOoBaHO paccMOTpeTb Ha3HayeHWe OPHUTWHA MNauMeHTam, MNofy4varLluM MPOTMBOOMYXONEBYIO
Tepanuto npu pa3sutm y HUX JIMT co ckpbiTo unu siBHow M3 ¢ uenbto nevenus [297 - 299].

YpoBeHb y6eamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTenbCTB 4).

KommeHTapun: Tepanuns opHuTuHOM (L-opHuTnH-L-acnaptatom, LOLA) B gose 9 r/cyT. B TeyeHue 8 Hea. bbina
achdbekTnBHa B KynupoBaHum 3, passusluelica B pamkax JIMNIM y 105 nauMeHToK ¢ pakoM SIMYHMKOB M paKkoMm
MOJIOYHOW >Kenesbl, NoNy4YaBLUMX XMMUOTepanuio; B fie4eHnn MuHumaneHow M3 B pamkax JMI y naumeHToB C
peBMaTouMaHbIM apTpuToM, 6onee 5 net nonyyaBwmnx metoTpekcat™* [297]. Mpwu JIMNI ¢ npMsHakamn neYeHO4YHON
HegocTaToyHOCTM M M3 Ha doHe xummnoTepanum remobnacTo3oB nevyeHne OPHUTUHOM MPUBOAMUIIO K pa3peLleHmnto
M3, yMEeHbLUEHNIO aCTEHNYECKOro CMHAPOMA, CHWKEeHMo 3HaveHun AJlT, ACT, W, ITT, O6un, npoTpoMGUHOBOro
BpemeHu. NMpenapaT BBOAUIICS OQHOKPATHO BHYTPUBEHHO KanenbHo B Ao3e 10 - 20 r/cyT. B TeueHune 8 - 14 gHen,
Aanee - nepopanbHo B fo3e 9 - 18 r/cyT. Ha npoTsxkeHumn 2 - 4 Hed. n 6onee [298].

- PekomeHgoBaHo paccmoTpeTb HasHavyeHwe opHuTuHa naumeHtam c JIMIMN Ha doHe npoTuBoOnyxoneBow
XMMUoOTEpanuM Ans  ynyyweHus KNMHUKO-NnabopaTopHbIX Moka3aTenenl COCTOSHMSA MNeyYeHM W COXpaHeHus
3annaHMpoBaHHbIX NPOTOKOMIOB NpoTUBoonyxonesoun Tepanuu [300].

YpoBeHb y6eamTensHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 4).

KommeHTapun: y naumMeHToB ¢ renatoTokcmyHocTeio 1 - 2-i1 cT. no NCCN (National Comprehensive Cancer
Network - HaunoHanbHas komnnekcHas oHkornorndeckas cetb CLUA) npymeHeHue opHutuHa (LOLA) B go3se 15 r/cyT.
BHYTPb B TedyeHue 20 aHel ConpoBOXAanocb HopManu3auen putma cHa, yMeHbLLIEHUEM aCTEHUYECKOro CMHOAPOMA,
cHwkeHnvem AT, ACT, 6unupybuna, I'TT, WP 1 npuBOAMIIO K YMEHBLUEHMIO YMCra BbIHYXXOEHHbIX U3MEHEHUIN
npoTokonos xumunoTtepanuu [300]. B gpyrom nccnegosaHuu npmvem opHutuHa (LOLA) B o3e 15 r/cyT. B TeueHue 8
Hed. NpyBenN K YNy4LEeHU0 KOTHUTUBHbIX oyHKumi [301].

- PekomeHgoBaHO HasHaveHne opHuTuHa naumeHTam c JIMIMN Ha doHe nexogHoro 3abonesaHus NeYeHn u
nosiBNEHNEM/yCUNEHNEM CKPbITOM MUnn saBHOoW 3 ans ynydweHua nporHosa cornacHo KP "Liuppo3 u ¢unbpos
neyeHn" [302].

YpoBeHb y6eamTensHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY JoKasaTenbCTB 5).

KomMeHTapuu: nyTb BBEAEHWS NpenapaTta, ero 4o3a 1 NpoA0IMKUTENbHOCTb NTeYEHNsI OIMKHbI OblTh BbIOpaHbI
Bpayom cornacHo KP "LUnppos n dpnbpos neveHn" [302]. OcHoBHbIe AoKa3aTenbCcTBa 3hPEKTUBHOCTM OPHUTUHA OIS
neyeHusa JIMIN yctaHoBNeHHOW cneunduyeckon aTnonorum npeacrasneHsl B Tabnuue 7 (MpunoxeHve A3).

®ukcmpoBaHHas KOMOUHaUUS MHO3MHA + MernioMnHa + MeTUOHMHA + HUKOTMHaMuaa + AHTapHOW KMCNoTbl™™
N cnekTp ee npumeHeHus npw JM.

[HencTtBne npenapaTa B NEpPBYK o4vepefb HamnpaBfieHO Ha KOPPEKUMIO MUTOXOHAPWANbHOW AUCHYHKLMM,
ABMSIOWENCA OOHMM M3 BaXXHbIX NMaToreHeTU4ecknx anemeHToB pas3sutus JIMIM. bnarogaps Tomy 4To npenapart
npeacrtaBnsieT cobon cOanaHCUpPOBaHHbIA  MHAY3UOHHBIA  PacTBOpP, OH OkasbiBaeT 06beM-3aBUCUMMOE
aetokcuumpyollee gencteue [308 - 310].



- PekomeHgoBaHO paccMoTpeTb HasHavyeHwe (PUKCUPOBAHHOW KOMOMHAUMM MHO3MHA + MernimuHa +
METUOHMHA + HUKOTMHaMKAa + gHTapHon KncrnoTbl™™ (400 mn BHYTpUBEHHO B TedeHne 10 gHen) nauueHtam c JIMM
Ha ¢oHe npoTMBOTYOEpPKYNEe3HOM U aHTuxenukobakTepHon dapmMakoTepanuu, ONd  YNydWweHUs  KIUHKKO-
J'I860paT0prIX rnokasarenemn COCTOAHUA ne4vyeHu n COXpaHeHnA 3annaHnpoBaHHbIX NPOTOKOJ10B
aHTubakTepuanbHon Tepanun [276, 311, 464].

YpoBeHb ybeanTenbHOCTU pekoMeHaaumi B (ypoBeHb JOCTOBEPHOCTUN JOKa3aTENbCTB 2).

KommeHTapun: ¢ukcMpoBaHHasi KOMOMHaUMS MHO3MHA + MernioMmHa + MEeTUOHMHA + HUKOTMHamuaa +
SIHTapHOW KMcNoThl** acpdekTnBHa B neveHun J1MMN npu Tepanuun TyGepkynesa (Hopmanusaums aktnsHoctn AJT,
ACT, ITT, W® n 6unnpybuHa B kposu) [279, 312 - 315] n aHTMxenukobaktepHon Tepanuu [316]. MNpu JIMM,
BbI3BaHHbIX aHTUbBaKkTepuanbHbIMK NpenapaTtamu cuctemHoro genctsnsa u HIMBI, npumeHeHue cukcmpoBaHHOM
kombuHaumm no 400 - 800 mn/cyT. B TedeHne 14 gHen no3sonuno HopmanuaosaTtb nokasatenu AJIT, ACT, ITT,
NpeB30nasa KOHTPOSbHYIO rPyMny Ha CTaHAapTHOM OE3NHTOKCUKaLMOHHOW Tepanun [317].

- PekomeHOoOBaHO paccMOTpeTb HasHayeHue (UKCUpPOBaHHOM KOMOWHAUMM WHO3MHA + MerniMuHa +
METUOHMHA + HUKOTMHamMuaa + sIHTapHOW KucroTbl*™ naumeHtam ¢ JIMM Ha doHe npOTMBOOMYXONERBOW
XMMroTepanun ONns  ynyydweHust KIMHUKO-NabopaTopHbIX MoKasaTenen COCTOSHWS MeYeHW U COXpaHeHus
3annaHMpoBaHHbIX MPOTOKOMOB NPOTMBOONYyXxoneson Tepanun [318, 319, 464].

YpoBeHb ybeanTenbHOCTU pekoMeHaaumi B (ypoBeHb JOCTOBEPHOCTHN JOKa3aTenbCTB 3).

KoMMeHTapumn: y OHkomnormdecknx O605bHbIX (PUKCMpOBaHHAs KOMOWHaUMA WMHO3MHA + MernioMmuHa +
METUOHMHA + HWKOTMHamMmga + SAHTAPHOW KUCMNOTbI*™ CHWXaeT BbIPaKEHHOCTb MnabopaTopHbIX MapameTpos,
OTpaxatlolWmx COCTOSIHUE MeYeHW M MOBbIWAaeT KayeCTBO >KU3HM NaUMEHTOB 3a CYeT yBenuyeHus nokasaTtenew
coumansHOM 1 U3NYECKON aKTUBHOCTW, MCUXMYeckoro 3gopoBbs [318, 320 - 322]. lMpenapaTt moxeT ObITb
ncnonb3oBaH napeHTepansHo B Ao3e 400 - 800 mn/cyT. BHYTPUBEHHO KanenbHO B TeveHne 4 - 12 gHewn y naumMeHToB
C renaTtouenmionsApHbIM, Xonectatudeckum unvM cmewwadHsim Tunom JIMM ¢ Ha ¢oHe npoTMBOOMYXONeBOM
xumuoTepanun [198]. B AOKNUHMYECKMX UCCNefoBaHMAX NOKa3aHO OTCYTCTBME €ro BIIMSAHMS Ha POCT Onyxomnen u
aAaVTUBHOCTb NO OTHOLLEHMWIO K HEKOTOPbLIM MPOTUMBOOMYXONEBLIM Npenapartam (Hanpumep, remumtabuHy*) [323].

- PekomeHpoBaHO paccMoTpeTb HasHadeHne (UKCUPOBAHHOW KOMOMHAUMW WMHO3MHA + MerfnoMuHa +
METUOHMHA + HUKOTMHaMmga + sgHTapHoW kuenotbl™ nauweHtam ¢ JIMMN Ha doHe ddapmakoTepanmm
aHTUNCMXOTUYECKMMY MpenapaTamy AN ynydweHns KIMHUKO-nabopaTopHbIX nokasaTenen COCTOSHUS MEeYEHU U
COXpaHeHUs 3annaHMpoBaHHbIX NPOTOKOMOB aHTUMNCUXOTUYECKOW Tepanun [324, 464)].

YpoBeHb ybeauTenbHOCTM pekoMeHgaumi B (ypoBeHb JOCTOBEPHOCTU JOKA3aTENbCTB 2).

KomMmeHTapuu: B uccnegosaHuuM c BknoveHveM 60 naumeHToB co cMewaHHbiM Tunom JMIM Ha doHe
aHTUNCMXOTUYECKNX CPeAcTB (ranonepugon™™, TpudnyonepasnH*™), npumeHeHne UKCUPOBaHHOW KOMOWHauuu
WHO3MHa + MErmMmnHa + METUOHMHA + HUKOTMHaMMAa + ssHTapHOW KMcnoTbl** (400 Mn/cyT. BHYTPUBEHHO KanemnbHO
B TeyeHve 12 gHel) NO3BONUMO YNy4LllUTb NOKa3aTenm COCTOSAHWUS MeYeHUn, Ka4ecTBO Xu3Hu (onpocHuk SF-36) 3a
cyeT PU3NYECKOro (PYHKLUMOHMPOBAHNS M ObLero coctosHusa 6e3 BnuAHMSA Ha aMouMOHanbHOe U coumnarnbHoe
dyHKUMOHMpOBaHue [324]. OcHOBHbIe AokasaTenbCTBa 3A(PPEKTUBHOCTU KOMOMHALMM MHO3MHA + MermoMuHa +
METUOHWHA + HWKOTMHamMuAa + SHTapHOW KUCMOTLI*™ Ana nedeHus u #npodwunaktukm JIMT ycTaHoBNEeHHOMW
cneundunyeckon aTuonorny npeacraenexHa B Tadnuvue 7 (MpunoxeHne A3).

Buuuknon u cnektp ero npumeHeHus npwu JIMM

Buumknon npeactaBnsetr cobon CUHTETUYECKOe COedMHEeHWe Ha OCHOBe nurHaHa cxusaHgpuHa C,
nony4yaemoro u3 nMMoHHKKa kntamnckoro (Schizandra chinensis (Turcz.) Baill.). Mpw JMIN oH noBbiwaeT akcnpeccuto
6enkoB, HeobXoAMMbIX Ans ocyllecTBneHus aytodarum (HSPs - 6enkm Tennosoro woka, AMPK - AM®-
aKTMBMpyeMasi MpOTEeWHKMHas3a), a Takke aKTMBHOCTU aHTUOKCWAAHTHbIX, MNPOTMBOBOCMANUTENbHBIX U
aHTUanonTOTUYECKMX NyTen TpaHCKpunumMoHHoro paktopa NRF2 [331 - 335].

- PekomeHpoBaHO paccMoOTpeTb HasHadeHve #Ouumknona nauveHTam c¢ JIMM renatouenntonsipHoro wu
CMeLLaHHOro Tuna Ha OHe NpPOTMBOOMYXONEBON XUMMOTEPANUWU ANs  YNy4YleHUs KIMHUKO-nabopaTopHbIX
nokasaTerneln COCTOSIHUSI MEYEHN U COXPaHEHUS 3annaHNpPOBaHHbIX NMPOTOKOMOB NPOTMBOOMNYXONEBON Tepanum [198,
336].

YpoBeHb yoeanTenbHoCTN pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTenbCTB 5).



KommeHTapun: ucnonb3oBaHue #o6uuuknona nepopanbHo B fo3e 75 - 150 wmr/cyt. (B Tpu npuema)
onutensHocTblo 3 - 6 MeC., Kak nokasaBwee 9¢deKkTMBHOCTL B fiedeHun JIMM, WHAYUMPOBAHHLIX
NPOTMBOOMNYXONEBLIMM MpenapaTtamn, ogodpeHo Poccuiickum o0LwecTBoM KNuHU4Yeckon oHkomnorum (RUSSCO)
[198].

- PekomeHgoBaHo paccMoTpeTb HasHayeHne #ouumknona 75 mr/cyT nepopaneHo naumeHTam ¢ JIMIM Ha oHe
dapmakoTtepanun uHrmbutopamu [MI-KoA-peayktasbl (cTatmHamn) ans ynydweHns KIMHUKO-NabopaTopHbIX
nokasaTenen COCTOSIHUSI MEYEHW U COXpPaHEeHWs 3anfaHMPOBAaHHbLIX NMPOTOKOMOB MMMONUNMAEMUYECKON Tepanum
[337].

YpoBeHb y6eamTenbHOCT pekoMeHaaLumnii B (ypoBeHb JOCTOBEPHOCTM A0Ka3aTenbCTB 2).

KommeHTapuu: B mynbtuueHTpoBoM PKW Gbina npogemoHcTpypoBaHa 3aghdekTMBHOCT U 6e30nacHOCTb
npuMmeHeHus #ouumknona npu JIMM, MHAYUMPOBAHHBIX NMPUEMOM CTAaTUHOB (aTopBacTaTUH** M cumBacTaTUH™™).
WccnepoBanne Bkovyano 168 naumeHToB ¢ noBbiweHnem AJIT B npegenax 2 - 5 BIH, koTtopbiM #6uuuknon
HasHavancsa no 75 mr/cyt. (B Tpy npvema) B Te4yeHue OBYX Wnn 4veTblpex Hepgenb. CHmkeHue AJT (p < 0,01)
Habnwganocb nocne kak OByX Tak M YeTblpexHedenbHou Tepanuu. Mocne veTbipexHedenbHOro Kypca nevyeHus
HopManu3aums aktusHoct AJTT HaGnroganacek y 74,68% nauneHToB [337].

- PexkomeHgoBaHO paccmoTpeTb  HasHadeHue #Ouumknona naumeHtam ¢ JIMIMT  Ha  choHe
NpoTMBOTYGEpKyne3Hon chapmakoTepanum no 75 - 150 mr/cyT. nepopanbHO NPOAOCIHKUTENBHOCTLIO A0 8 Hefenb And
yNyylleHUsa  KINMHUKO-NabopaTopHbIX MNOKa3aTenen COCTOSHMA TMNEeYEeHW W COXPaHEHUS  3annaHUpPOBaHHbIX
NPOTOKONOB aHTMbakTepuanbHom Tepanum [338 - 340].

YpoBeHb y6eanTenbHOCT pekoMeHaaLumnii B (ypoBeHb JOCTOBEPHOCTM A0Ka3aTenbCTB 2).

KommeHTapun: npumeHeHve #Ouuuknona y naumeHToB C octpo passuBwwmmca JIMNM Ha doHe
NPOTUBOTYDEPKYNE3HOW Tepanuu No3Bonumno CHU3nTb ypoBeHb AJTT, ocobeHHO B rpynne, nony4daBlien 6 nbluyto
poay [340, 341]. lNMpenapat achdekTMBeH B NepBy0 odyepenb Npu renaTouensionsgpHOM MM CMELUaHHOM Tune
naunocuHkpasmndecknx JMNM [338, 342]. Mpwu ngnocuHkpasmnyeckunx JIMNM cHmkeHne AJTT 6onee adhdpekTuBHO Npu Ao3e
#6uumknona 150 mr/cyt. (p < 0,001) (yxe Ha 1-n Hegene), yem npwu go3e 75 mr/cyT. (MeguaHa BpeMeEHU OO0
HopManu3aumu AJTT cocTaBnsieT cooTBETCTBEHHO 29 1 16 aHel) [342]. OcHoBHble Joka3aTenbCcTBa 3pdhEKTUBHOCTH
#6uumknona ana nedenusa n npodpunaxktukm JIMMN yctaHoBNEHHON cneunduyeckon 3TMonornM nNpeactaBneHbl B
Tabnuue 7 (MpunoxeHune A3).

MopdonnHusa Tnasorar n cnekTp ero npumeHenus npw JIMNMN

MopdonnHusa TMasoTart BbICTYNaeT B Ka4eCTBe CKIBEHAXepa akTMBHbIX hOpM KMCropoaa 1 a3oTta, 3ameanseT
pacxof 3HOOrEeHHbIX aHTMOKCUOAHTOB, MHIMOMPYET MpoBOCMANMTENbHYI0 MONApMU3aLnlo MakpodaroB U peakumm
anonTo3a [343 - 345, 350]. Ero cnocobHocTb NoAaBnaTe NPOAYKLMI0 HUTPOTUPO3UHA U MEPOKCUHUTPUTA 3HaYMMa
Kak Ons NoBpeXAeHUn NeveHun, Tak U cepaeyvyHo-CocyancTon cuctemsl [346, 349].

- PekomeHgoBaHO paccMOTpeTb HasHayeHue MopdonuvHus Tuasotata nauueHTam ¢ JIMM Ha doHe
aHTubakTepumanbHON XMMUOTEpanun Ans ynydweHnsa KINnMHUKO-rabopaTopHbIX Moka3aTenen COCTOSAHUA NeYeHn U
COXpaHeHUs 3annaHMpoBaHHLIX NPOTOKOMOB aHTUOakTepuanbHon Tepanum [346 - 348].

YpoBeHb y6eamTensHoCcT pekoMeHaaumii C (ypoBeHb 4OCTOBEPHOCTY AoKasaTenbcTs 3).

KommeHTapun:  mopdonvHuMa  TmasotaT  okasancsd  SdeKkTVBeH Yy MnauMeHToB,  MoryyYaBLuuX
MPOSIOHIMPOBaHHYI0 aHTUBaKkTepuanbHyl0 Tepanuio, CHU3UB akTUBHOCTb TpaHcaMuHa3 u yposeHb O6un (p < 0,05)
[347]. OH cnocobeH noTeHuMpoBaTb 3pdekT KOMOMHMPOBAHHOW renaToTPONHON Tepanun N CHKaTb BbIPaXXEHHOCTb
JINM (no nokasatenam AJTT, ACT, WW®, ITT, O6un) 1 okcugaTMBHOIO CcTpecca Npu NpoTUBOTYOEPKYNE3HOM NeYeHnm
[348]. MpenapaT B BMae MOPONMHNEBOWN CONM TNA30TOBOW KUCHOTbI 0ObIYHO Mcnonb3yeTtcs B fo3e 100 mr/cyT.
(BHYTpMBEHHO) 1nu 100 - 150 Mr/cyT. (BHYTPMMBILLEYHO) A0 5 AHEN ¢ nocneayoLmMM NnepexoaoM Ha nepopanbHbIn
npuem mopdonuHusa Tuasotata B gose 600 - 800 mr/cyT. B 3 - 4 npuema go 30 gHewn npu renaToLennionspHOM 1
cmewanHom Tune JMM [346]. OcHoBHblE AoKa3aTenbCcTBa 3PPEKTUBHOCTU MOPONMHNS TasoTaTta Ans NevYeHns n
#npocdunaktukm JMIN ycTaHOBNEHHON cneumdunyecKkon aTmonorum npeacraenedsl B Tabnuue 7 (MpunoxeHue A3).

KomM6GuHMpoBaHHOe npuMMeHeHMe renaToTponHbix npenapatoB (A05, npenapaTtoB AnNA ne4yeHUs
3aboneBaHui NevYeHU 1 XenyeBbiBOAALWMX nyTen) npu JIMNN



CywecTBylOT onpegerneHHble naToreHeTM4eckne OOOCHOBaHWS ANS COBMECTHOIO MCMOMb30BaHWSA psaaa
renatoTponHbix npenapaTtoB (A0S, npenapaToB Ans NedeHns 3ab0neBaHUN NeYEHN U XKENYEBLIBOAALLNX MyTEN) B
BMAE KaK He(MUKCUPOBAHHbIX, Tak W (UKCUPOBAHHBIX KOMOWHALMIA, MO3BOMSAIOWMX pPacLUMpUTb CNEKTP WX
renaToTponHoro gencrems [312, 352].

Mpn JIMNM co cmewaHHbIM TUNOM MOPaXEeHUs BO3MOXHO MCMNONb30BaHME [OBOWHbLIX KOMOMHauumn
renaToTponHbIx cpeacTB (A 05, npenapaToB Ans nevYeHns 3aboneBaHnii NEYEHN U XKeNYeBbIBOASALNX NyTEN), OAHO
M3 KOTOpbIX 3(PEEKTUBHO MNPV renaToLENSIIoNAPHOM TUMe MNOpaXeHus, a BTOpOe - MpU XOMNecTaTUYECKOM.
lMpumeHeHne OByx npenapaToB C MpOTMBOBOCNANUTENbHLIM OEWCTBMEM W C  HaMNpaBlEHHOCTbH Ha
renaToLEenmoNspHbIA TUM MOPAXEHUS HE CYMTAETCA paumoHanbHbIM [45]. Mpu xonectaTMYyeckoM UM CMeLaHHOM
BapuaHTe MNOPaXEHUs] MEeYEHN BO3MOXHO KOMOMHMPOBaHHOE NpPUMeEHEeHWe agemeTuoHunHa** ¢ YIOXK*™ po
paspelleHnsa xonectasa [198, 262, 353]. Mpwn JIN-ATT 1 nopaxeHun nedveHn Ha doHe npumeHeHus KT nonyveHbl
OaHHble 06 ycnewwHocTn KoMOGuHupoBaHHOro ucnonb3oBanusa K ¢ YOXK*™ [354, 355]. Noka3aHa BO3MOXHOCTb
npumeHeHna npu JIMMN kombuHaumm docdonunnaos u Ouumknona [356], auetTunumucTemHa™™ ¢ aOpyruMmu
npenapatamu ansa neveHus 3abonesaHun neyenn [357], YOXK** n Tokodepona [358], YOXK*™ n dukcuposaHHON
KOoMBUHaLMM rmuuuppusnHoBas kucrota + docdonunuabl™ [461]. OcobeHHOCTU MCNoNb30BaHMsA PUKCUPOBAHHON
KOMBUHALMN MHO3UHA + MErNIOMMHA + METMOHUHA + HUKOTUHaMUAA + SHTApPHOMW KUCMOTbI* pacCMOTPEHbI BbiLLE.

3.2.3 ®apmakoTepanusa HekoTopbix cheHoTUnos JIMM

dapmakoTtepanusa JIN-AMNI

- PekomeHaoBaHO npuMeHeHue npegHu3onoHa** B gose 0,5 - 1 wmr/kr/cyt. nepopanbHo npu JIN-AMI ¢
neyebHON Lenblo 4O HOpManuaaumm nabopaTopHbIX NoKasaTenen COCTOAHMS NeYEHN C NOCNEAYIOLLUM CHUXKEHNEM
A03bl 1 nocteneHHon otmeHon MK [14, 90, 359 - 361].

YpoBeHb ybeanTenbHOCTM pekoMeHgaumi B (ypoBeHb JOCTOBEPHOCTU JOKa3aTenbCTB 3).

KommeHTapuu: K BnunaoT Ha dyHKUMIO M B3aUMOOENCTBME WMMYHHbIX KIETOK, CUrHanbHble MyTn
nposocnanuTenbHbIX LUUTOKMHOB M anonTto3a [362, 363]. MccnenoBaHMs C KOHKPETHbIMWM pekoMeHZauusMu Mo
ucnonos3oBaHuo K npu JIN-AUT otcyTteteytoT [58], 3a uckntoyeHnem JMIM, o6ycnoBneHHbIX MOHOKMOHANbHBIMUA
aHTuTenamu [1, 198]. Tepanusa Takux JIMI npegHusonoHoM™ npuBogut K Gonee ObICTPOMY YMEHbLUEHUIO
NneyeHOYHbIX (PEPMEHTOB WM ANUTENbHO coxpaHswowemMycs bespeunanBHomy TepaneBTudeckomy addpekty [364 -
367]. NMpumeHeHune MK B TedeHne 6 - 10 AHEN MOXET YMEHbLUWTL NOBPEXAEHMNE NEYEHUN U NOBLICUTL BbIXMBAEMOCTb
naumeHToB ¢ Tsbkenow dpopmon JMMN ¢ runepbunupybuHemuneri [368]. B cnyyae HeBo3MOXHOCTU anddepeHumpoBku
JIN-AIT ot AUT Tepanuio NpegHU30NOHOM™™ NPOBOAAT A0 HOpManu3auun nabopaTopHbIX NoKasaTenen COCTOAHMSA
neyenn (npu JIN-AMI kypc obbiyHO cocTaensieT 1 - 2 Mec.) ¢ MocnegywwmMm AnuTenbHbIM HabnogeHnem 3a
naumeHToM [198, 360, 361]. Mpu Tsrxenbix nporpeccupytowwmx JIMNIM moxeT paccmaTpmBaTbCs UMMYHOCYNPECCUBHAs
Tepanusa [369]. Bo3amoxHO mnpumeHeHue komOuHaumm K un YOXK** npu nekapcTBEHHO-MHOYLUPOBAHHOM
XonecratmyeckoMm renaTtute C MpU3HaAKaMn rMNepvyBCTBUTENBHOCTU (303MHOMUNNG, Cbinb, nMxopaaka),
nossonstoLLen 6onee ObLICTPO CHM3UTL YPOBEHb BUNUpybuHa u TpaHcamuHas npwu Tskenom JIMM [354]. UmeeTcsa
orpaHunyeHHbIn onbIT NpumMeHeHus 'K npu xpoHudeckom JIIIM [370].

®dapmakoTtepanus JIMMN, accounnpoBaHHoro ¢ npumeHeHnem UKT

- PexomeHpoBaHO npumeHeHwe npegHM3onoHa™™ nepopanbHo, nubo #mertunnpegHusonoHa*™ (1 - 1,5
Mr/Kr/CyT.) napeHTepanbHO nauueHTam C nopaxeHnem nedeHu Ha oHe npumeHeHus VKT c¢ uenbio neyeHus
MMYHOONOCPEAOBAHHON renaToTOKCMYHOCTU A0 HopManu3auun nabopaTopHbIX NokasaTenen COCTOAHUSA NEYEHN C
nocnegyowmM CHUXeHMeEM A03bl 1 nocteneHHon otMeHon MK (cMm. pucyHok 2, npunoxenue b) [2, 198, 372, 374,
375].

YpoBeHb yoeanTenbHoCTN pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTenbCTB 4).

KomMeHTapuu: naumeHTam c nopaxeHuem neveHn Ha doHe npumeHeHua UKT nokasaHo HasHadveHue K.
MepopanbHein npuem 0,5 - 1 Mr/kr/cyT. npegHU3onoHa™ LenecoobpaseH npu yposHe AJTT B 3 - 5 BI'H n (nnn) O6bun
B 1,5 - 3 BI'H nocne otmeHbl nogo3spesaemoro J1C. Mpu nosbiwennn ANT go 5 - 20 BI'H u (unn) O6un go 3 - 10 BIr'H
UNu Npu3Hakax neyeHOYHON HeJOCTaTOYHOCTM Ha3HavyaloT nepopanbHO NPeaHU3onoH™ B gose 1 - 2 mMr/kr/cyT. nnm
BHYTPMBEHHO - #MeTunnpegHu3onoH** B gose 1 - 1,5 wmr/kr/cyT. nocne oTmMeHbl nopgo3peBaemoro JIC. lpwu
nonoXxuTenbHoW Buoxmmmyeckon guHamuke o3y K mMoxHO cHwxatb depe3 4 Hed. [198, 372, 373]. CpeaHsas
ONUTENbHOCTL Tepanun coctaenseT 1 - 3 mec. [2, 371]. MNpeBbiwaTtb Ao3y 1,5 Mr/kr/cyT. #MeTUNNpegHM30NoHa™* HeT



HeobXoOUMOCTM U3-3a OTCYTCTBMS OOMNONHUTENbHOro addgekra [374, 375]. MNopaxeHns neyeHn Ha ¢oHe WUKT
MHOr4a CrnoHTaHHO paspeluatotcs 6e3 npumeHeHus 'K nocne otmeHbl nogo3pesaemoro J1C [376, 377].

- PekomeHpoBaHo y nauuweHtoB c JIMM, accouunpoBaHHbIM C  npumeHeHnem WKT  (npu
CTEpPOUAPE3NUCTEHTHOCTN, UMM HEAOCTaTOYHON 3(PPEKTUBHOCTM, nnn HenepeHocumocTu [K) ¢ uenbio neyeHus
HasHauyaTb #mukodeHonata modpetmn™ (500 - 1000 mr 2 pasa/cyt.), #rakponumyc*™ (1,5 mr 2 pasa/cyrt.),
#asaTumonpuH** (1 - 2 mMr/kr/cyT.), #IMMYHOIMOOYNMH aHTUTUMOLMTapPHbLIA** (1,5 mr/kr/cyT.) nnu nnasmadepes (MNP)
[198, 372, 378 - 382, 465].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTesnbCTB 4).

KomMeHTapuu: npu xonectatudeckom Tune nopaxeHus nedveHn Ha choHe HasHavyeHusa UKT n pesanmcteHTHOCTH
kK 'K npumeHeHne YOXK** nossonsano gobuteca ynydwenusa y 81,5% naumeHTOB (CpegHue nokasaTenu: fosa
npenapata - 10,3 mr/kr, cpok nedexuns - 182,5 cyT., Bpems go ynydwenus - 39,3 cyt.) [383]. KntoueBble NpuHUMMbI
neyeHnst renatoTOKCUYHOCTM Yy NAaUMEHTOB C OHKOJIOTMYECKMMM 3a00NeBaHWsIMUM U3MNOXEHbl B MPaKTUYECKUX
pekoMeHaauunsIx RUSSCO, obHoBRALWMXCSA exerogHo " OOCTYMHbIX Ha canTe
https://www.rosoncoweb.ru/standarts/suptherapy/2024/.

dapmakoTepanusa cMHAPOMa rMNep4YyBCTBUTENILHOCTU C BoBrievyeHMeM nevyeHu (DRESS-cuHgpom)

- PekomeHpoBaHO npvMeHeHve #npegHusonoHa™ B gose 1 MI/Kr/cyT. mepopanbHO A0 HopManu3auuu
nabopaTopHbIX MoKasaTenewn COCTOSAHWA MEYEeHW U KIMHUYECKOro YMyylleHWs C MocneaylowwmM NOoCTeneHHbIM
CHWXeHVeM [03bl M OTMEHOW B TeyeHne 6 - 8 Hed. naumMeHTam C CUHAPOMOM MMNEPYYBCTBUTENMBHOCTU U
BoBneyveHvem neyexHn (DRESS-cvHOpomoMm) C uenbio NnevyeHns MMMYHOONOCPeA0BaHHOW renaTtoToKCUYHOCTY [2,
384, 385, 388, 389].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 5).

KommeHTapun: npumeHeHne #npegHunsonoHa™™ npun DRESS-cuHgpome npmBoanTt K BbICTPOMY paspeLleHuto
CbiMW, WCYE3HOBEHWUIO JNXOpPagKM W  YMEHbLUEHWIO AUMCHYHKUMM nedyenu. O6was npogomKnTenbHOCTb
dhapmakoTepanuu npenapaTtomM 4OCTUraeT 2 - 3 Mec., HO Y HEKOTOPbIX NaLMEHTOB C BbICOKMM PYCKOM ayTOUMMYHHbIX
OCNOXHEeHUIN (anddy3Hble 3aboneBaHMs COEOMHUTENBHON TKaHW, BOCMAnUTErbHble 3aboneBaHUsa KULWEYHUKa v
T.N.) MOXET COCTaBnATb 0 roga un Gonee [384, 386, 387]. PaccmaTpuBaeTcsl BO3MOXHOCTb NPOBEAEHUS MYmNbC-
Tepanum #meTunnpeaHn3onoHoM™ B fose 5 - 20 mMr/kr B TedeHne 3-X QHEN C MOCNeAYHOLNM MeASIEHHbIM CHUKEHUEM
A03bl, O4HaKo BONPOC 0 6e30MacHOCTM Takoro NeyveHus BereacTBME NapagoKkcanbHO YBENUYEHNS pucka pasButus
ayTOMMMYHM3aLUun octaeTcs OTKpbITbIM [384].

- PekomeHgoBaHO y naumMeHToB C CMHAPOMOM FMNEpPYYBCTBMTENBbHOCTU U BoBredyeHnem neveHn (DRESS-
CUHOPOMOM) C Lenblo feyeHnss MMMYHOOMOCPEeAOBaHHOW renaToTOKCUYHOCTU (NpU CTEPOUOOPE3UCTEHTHOCTN,
peuuavMBe MNU HEBO3MOXHOCTM MCMonb3oBaHUA UeneBbix Ao3 [K) HasHauaTb cTepoupacbeperarolyio Tepanmio:
#umknocnopun** (200 mr/cyT. B ABa npuema 5 gHewn), unu #mukodpeHonata modpetmun™ (500 mr 2 p/cyT.), unu
#putykcnumad™™ (1400 mr/Heq. B TeueHne 1 mec.), unu #uuknodochammg*™* (BHyTpuBeHHO 750 Mr/mM2 ¢ nepexogom
yepes 11 gHen Ha o3y 100 mr/cyT. nepopanbHO B TedeHne 6 Mec.)) u paccMoTpeTb ncnonb3osaHue MO ¢ yenbto
nevenHus [384, 390, 466].

YpoBeHb ybeautenbHocTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY AoKa3aTenbscTs 3).
®dapmakoTepanus JIN-BCX

OcHoBHble MeponpusaTua  dapmakotepanuu  JIM-BCX BkntovaoT wucnons3oBaHne [K (cm. pasgen
"®apmakoTepanusa renatuTta, acCoLMUPOBAHHOIO C NPUMEHEHNEM MHIMOUTOPOB KOHTPOMbHBLIX TOYEK UMMYHHOIO
oTtBeTa"). OagHako, y nauneHToB ¢ JIN-BCX nunu xonectasom MoxeT hopMMpOBaTbCH CTEPONOOPE3UCTEHTHOCTL [391
- 393]. B Takom cnydae wucnonb3oBaHuve YOXK** (600 mr/cyT.) B KOoMBuHauum ¢ dmbpaTom MOXET oOkasaTb
AOMNOMHUTENBHOE NOMOXNUTENbHOE AENCTBME Ha YrnyylleHne nevyeHoYHbIX nokasaTtenen [355].

®dapmakoTepanusa CUXI (xpoHnyeckoro xonecrtasa)

®apmakoTtepanus CVKI He pa3paboTaHa, 0gHaKo UMEKTCS OTAEeNbHblE CBUAETENbCTBA 3(PEKTUBHOCTH
npumeHeHnsa #YOXK** ona koppekuun gucnmnuaeMmn npyu 3Tom cuHgpome B gosax ot 750 mr/cyT. go 30 mr/kr/cyT.
npv AnUTensHOCTM neyeHns ao 9 Hea. [81, 394, 395].



dapmakoTepanmsa cMHApPOMa CUHYyconpanbHOW 06CTPYKUUM/BEHOOKKITHO3MOHHHOW GOMe3HU nevyeHu

CvHgpom cuHycomaanbHOW OBCTPYKLMU/BEHOOKKMIO3MOHHHAA 6GornesHb neveHn (SOS/VOD) asnseTtcd
Cepbe3HbIM OCIIOXHEHUEM MOCMe TpaHCMaHTauMm reMonoaTMYECcKnX CTBOSOBbIX KINETOK, a Takke BO3AENCTBUS
NUPPONN3NANHOBbLIX ankanongoB UM HEKOTOPLIX NPOTMBOOMYXONEBLIX NPenapaToB (okcanunnaTnH**, remTy3symab
osoramuumH, KT u gp.). MNepcnekTMBHbIM NpeacTaBnsaeTcs NpumMmeHeHne B nepeuyHon npodunaktuke SOS/VOD
#YOXK** (12 mr/kr/cyT. unn 600 mr/cyT. B TedeHune 30 - 90 gHewn), KOTopoe aCCOLUNPOBAHO C YMEHbBLUEHNEM YaCTOThI
pa3BuTMsa 3Toro matonormdeckoro cuHgpoma (OR = 0,38, 95% OW 0,14 - 1,06, SUCRA = 0,720) n HeKkoTOpbIX
aHTUTpoMboTHnyeckux cpeacts [396, 397].

®apmakotepanus OlNH

Mpn NN-OMNH cneuundumyeckon atnonornm (Hanpumep, BbI3BAaHHOW Mepefo3VMPOBKON Napaletamona™ wmnm
nNpYMeHeHMeM BarnbNpOEeBON KUCNOThI**) HE06XOAMMO MaKCuMarnbHO BbICTpOe yaaneHne TOKCMKaHTa U3 opraHnsma
1 NpoBefeHne cneundurnyeckon aHTMAOTHON Tepanuu AN ynyyleHus nporHosa [1, 2, 398].

B nepsble 4 4 nocne MHTOKCKKaLMKU NapaueTaMoioM™ MoXeT OblTb MCMOMNb30BaH KMLWEYHbIV aacopbeHT Ang
npefoTBpaLleHns AanbHenLero BcacbliBaHWs TOKCUkaHTa [399]. NMpumeHeHne y Taknx NauneHToB Ha paHHen cTagun
aueTunumcTenHa** MoxeT npegoTepawatb nporpeccuposanue M3 (cm. pasgen "AuetnnumctenH™") [1, 2] n 70%
BonbHbIX MoryT wusbexaTb Heobxogmmoctn Tl [400]. OcobeHHOCTM uCnonb3oBaHWS #HNEBOKapHUTMHA Mpu
Banbnpoart-uHayumposaHHon ONH onuncaHbl B pasgene "JleBokapHUTUH".

OcHoBHbIM noaxogom K nedenuto JIM-OlMH Hecneumduyeckon 3STUOMNOrMU SABMSETCS MWCNOMNb30BaHWE
3KCTpakopropasnbHbIX METOAOB AeTokcukauun (OM[) oo BoccTaHoBneHUs oyHKUMM nedenun [1] (cm. pasgen 3.3
"MHoe ne4veHune"). XoTa aTOT METOS fleYeHUs He BIUSIET Ha BbPKMBAEMOCTb Yy TakuMx NauMeHTOB, OH MO3BOnseT
aosecTn ux go TT1, no3BonsoLwen CoXxpaHnTb XnsHu npumepHo 80% peumnueHTam TpaHcnaHTaTa B TeHeHne roga
[399]. Tonbko nopmepxuBawwas Tepanua 6e3 TI adpdektmHa nuwb y 10 - 30% naumenTtoB c¢ JIN-OlMH
Hecneuudundeckon atnonorum [400].

B kayecTBe cpeacTB NogaepKMBaloLLEen Tepanum NpyM HeNapaueTaMonoBbIX MOPAXKEHNAX NeYeHn BO3MOXHO
n obcyxpaeTcs mcnosnb3oBaHne #aueTunuuctenHa™* [217, 218]. MNpumeHeHne npenapaTta B BUAe TPEXOHEBHOMO
Kypca y Takux naumeHToB ¢ JIN-OMH n HeTsxkenow (I - I ctagun) N3 B HavaneHow Harpy3oyHor fose 150 mr/kr/d B
TedyeHune 14 c nepexoaom Ha o3y 12,5 mr/kr/y B Te4eHne 4 4 n nocneayroLlen HenpepbiBHOW MHAY3nen B gose 6,25
Mr/Kr B Te4eHne 67 4 No3BONUIIO MOBLICUTL BbPKMBAEMOCTb 0e3 TpaHcnnaHTauum o 52%, B TO BpeMs Kak B rpynne
nnawuebo 3ToT nokasartenb coctaBun Tonbko 30% (p = 0,04) [219, 220].

JleyeHune #aueTnNUUCTEMHOM™™ 3HAYMTENBHO ynydlwaeT BbbKMBaeMOCTb nauneHToB 6e3 TI1 (55,1% npoTtus
28,1%) He Bnuaa Ha oOLWyl BbPKMBaEeMOCTb, a Takke obecneumBaetr 6Gornee KOpPOTKMMA CpPOK MpebbiBaHusA B
ctaymoHape (SMD = -1,62; p < 0,001) [401]. OgHako, Npy NopaxeHuu NPoTUBOTYDEpKYyNe3HbIMK MpenapaTamu
npenapaTt XoTs W CoKpallaeT 3HA4YUTErNbHO MPOAOIPKUTENbHOCTb MpebblBaHWA B CTauuMoHape, He BMMSAET Ha
netanbHocTb [402].

PyTnHHoe npumeHenne K npu mpmocuHkpasunyeckmx JMTM HexenatenbHo [1], ogHako OHWM MoOryT ObiTb
nonesHbl NauneHTam ¢ Tsxenesim JIMT, kKoTopble HE OTBEYAKT Ha TpaaMUMOHHOoe neveHune [403].

3.3 Xupypruyeckoe nevyeHue

TpaHCH.ﬂaHTaLlMﬂ nevyeHu

- PekomeHpoBaHo paccmoTpeTb BbinofnHeHne Tl naumeHtam ¢ JIMI u BblpaXeHHONW MNEeYEeHOYHOM
HeoCTaTOYHOCTbIO ANs NpeaoTBpaLLeHns neTanbHOro ucxona [14, 145, 404 - 406].

YpoBeHb y6eamTensHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTs 5).

KommeHTapuu: JIMTN aBnstoTcs ocHoBHOW npudmnHon OlMH, 4to, no gaHHbIM nutepaTypbl B 18% cnyyaes
Tpebyetr TIN [181, 407 - 410, 412]. O6GblMHO OHa BbINOMHSETCA NpU HE3(MEKTUBHOCTU KOHCEPBATUBHBIX
MeponpusaTtun [14, 411, 412], a Takke B HekoTopbix cnyyasax JIMIM ¢ gpeHoTnnom CUXKTI, nporpeccupytowen Ml [2,
14, 20, 413]. Npwu pas3sutum octporo Tshkenoro JIMI TakTuka BeaeHUs naumeHTa gomkHa obcyaaTbCs COBMECTHO
c ueHTpom TI1 [414]. BbrkmBaeMocTb TpaHcnnaHTata u naumenta nocne T npu OMNH Ha doHe JIMIM Huxke no
cpaBHeHuto ¢ TTI1, BbINONHAEMon No ApyruMm npuumHam [415 - 418]. MNaunenTol ¢ OMNH nonyyatoT ctatyc 1 ang
BbinonHeHust TI (Tabnvuya 9, npunoxeHne A3).



- PekomeHpoBaHo naumeHtam c JIMIM u passutvem OFH onpepenutb nokasatens MELD (unu ero
Moamdukaumm) ons oueHkm notpebHoctu B TI1 [20, 185].

YpoBeHb yoeamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKa3aTesnbCTB 5).

KomMmeHTapuu: mogens TepMuHansHon ctagum 3abonesanus nevyeHn (MELD) - Hanbonee pacnpocTtpaHeHHas
nporHocTuyeckas oueHka 90-4HEBHOW BbPKMBAEMOCTU NALUMEHTOB C Nporpeccupyowum 3abonesaHnemM neyexHun. B
npunoxeHnn A3 npeacTtaBneHbl popmynbl pacdeTa nokasaTtenen. B HacToswee BpemMsi nokasaHo, 4to MELD
3 heKTMBHO NPOrHO3MpPYeET NeTanbHOCTb B TeYeHne roga n notpebHocTb B T npu JIIM1 [20, 178].

3.4 UHOe nevyeHne

OM[ ncnonb3yoTca B neYeHnn naLmMeHToB ¢ NeYEHOYHON HEAOCTAaTOMHOCTBIO, HO Noka3aHus K Hum npu JIMNM
He cTaHOapTu3upoBaHbl. K BO3MOXHbIM Mexanuamam gencteuss AMI npu JIMNT oTHocATCA yganeHue 3K30- U
3HOOrEHHbIX TOKCUKaAHTOB, MOAyNsuUMs WMMMYHHOrO OTBeTa, 3amelleHune feduumtapHbix daktopoB [427]. K
OCHOBHbIM cuTyauusm, korga OM[ paccmatpusatotca npw JIMT, oTHOCATCA Tshkernoe, nporpeccupyolee unm
dyNbMMHAHTHOE MOpaXeHuWe nevYeHu, OTCYTCTBME OTBeTa Ha CTaHgapTHyto Tepanuio [330, 428],
MMMYHOOMoCpeaoBaHHOe noBpexaeHne neveHn [320], nepeg TI [427]. B cnyyae Tsbkenoro (B TOM 4ucne
MMMYHOOMOCPEAOBAHHOIO) nopaxeHus nevyeHn SM[I mMoryT ocTaHOBMTbL NMPOrpeccupoBaHme MNOPaXKEHU NevYeHn u
npepoTBpatnTb HapactaHne OlMH n HebnaronpuaTHbIn Mcxod [382, 419]. Mo HekoTopbiM AaHHbIM, M Gonee
3P PEKTUBHDI, ECIIN OHU HAYaTbl HA PaHHUX CTaAUAX NOPAXEHUS NeYeHn, 40 Pa3BUTUS HEOBPaTUMbIX UBMEHEHWUI, U
BbICTYNAalT B KayeCTBE Tepanuum ChaceHus npu TsKenbiX MNOBpeXAeHusax nedveHun [424]. Mepep TM OMA
NCMNOMnb3ylTCA B KayecTBe mMeToauku bridge (mocta), koTopas nossonseTt "BbiMrpatb" Bpemsi, cTabunmanposaTtb
COCTOSIHME MauueHTa 1 ynyywnTb ero NporHo3 B nepuog 4o nposegexHus onepauum [421].

B HacToswee Bpems Hambonblni ONbIT NpMMeHeHus HakonneH no ® (plasma Exchange, PLEX). B
HEeKOTOpbIX UCCNefoBaHMAX mcnonb3oBaHue MNP accoummpoBanochb C yny4yweHMeM BbIXMBAEMOCTM NauMEHTOB C
TskenbiMm coopmamm JTMNMM, ynyyweHmem knnHudecknx 1 nabopaTopHbix nokasaTtenen [281, 420]. CuctematTnyeckmn
0630p nokasan, uto MN® y naumeHToB ¢ ONH yny4ywaeT BbkuBaemocTb 6e3 Tl B TeueHune 30 n 90 gHen [422]. D
MOXET paccMaTpuBaTbCs Kak OAWH M3 MOTEHUManbHbIX CNocoboB nedeHns n gormkeH nposoauntbecs npu JMNM B
coyeTaHuM C ApyruMum BapuaHTamm nedeHusd. Heobxogumo yuutbiBatb, 4To 1P conpsxeH C AOCTATOYHO
Cepbe3HbIMM pUCKaMW: WH(EKUMM, KPOBOTEYEHUs, TPOMOO3bl, annepruyeckme peakumnm u  3NeKTPONUTHbIe
HapyLleHus.

Opyrumun Bapuantamn 3M[L, npumensiBwummmnca npu OlNMH, B Tom uncne Bcneacteue JMMM, saBnsioTcs
remoguanus, remognaduneTpauma (FTAP), cenekTMBHas nnasmodunbTpauus, nnasmoguadunbTpaums,
cenektmBHas abcopbumsa GunupybuHa B nnasme, anbObyMUHOBBIA AManu3 C MCMNONb30BaHUMEM MOMNEKYNAPHON
agcopbupytowwen peunpkynupytowen cuctemol (Molecular Adsorbent Recirculating System (MARS)) nnn metoga
cenapauun n agcopbumm dpakumoHnpoBaHHou nna3mbl (fractionated plasma separation and adsorption system,
FPSA nnn Prometheus) [429]. 3 deKkTMBHOCTb HEKOTOPLIX M3 HUX NMOKa3aHa NPENMYLLIECTBEHHO B CEPUsiX Criyvyaes
OTl1MH scneactswme J1MMT1, B TOM Yncne npu codeTaHny C OCTPbIM NOBPEXOEHUEM MOYEK U TSHKENbIM XOnecTaTnyeckum
nopaxeHvem nedexu [429, 430]. EcTb AaHHble N0 3 EKTUBHOCTM MeToAa anbOyMnHoBoro ananmaa (Hanp, MARS,
Prometheus) y naunenToB c JIMIM, ocobeHHo npu xonectatudeckom tune [430 - 434].

- PekomeHpoBaHo paccMmoTpeTb nposefeHne 3MA (Md wn gp.) y nauuentoB c¢ JMIT ¢ neveHouHoM
HeJOCTaTOYHOCTbIO, xoriectatudeckum Tunom JIMNM € BbIpaXXeHHOM KIIMHMYECKOW CUMNTOMAaTUKOW C Ueribio
YNyULLEHUs KIUHUYECKUX M nabopaTopHbIX NokasaTenen, NOBbILIEHUs BbDKMBAEMOCTW MALMEHTOB, OCTAHOBKU
NpOrpeccupoBaHnsa NOpaXeHus nedeHun, npegotspalleHns HapactaHus OlNMH n HeBnaronpusTHOro mncxoga [286,
382, 419 - 427]. Pewexne o nposegeHun 3M[ npvHumMaeTcs B MHAMBUOYyanbHOM Nopsiake, a BblIbop mMeToga
JeTOKCMKauuu 3aBUCUT OT NapamMeTpoB COCTOSHUSA NaumMeHTa U JOCTYMHOCTU B MeQULMHCKOM yupexaeHun [427].

YpoBeHb yoeautensHocTM pekoMmeHaaumi C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTeNbCTB 5).

KommeHTapuu: 3MI [ormkHbI NPOBOAUTLECS TOMbKO KBanNMMUUUPOBAHHBIM MEAMUMHCKMM MEpPCOHariom B
cneumansHo o6opynoBaHHOM OTAENEHUM.

4. MeguumHcKas peabunuTauMa U CaHaATOPHO-KYPOPTHOE JleyeHue, MeAULMHCKME MoKa3aHus wu
NPOTUBOMNOKa3aHWUA K MPUMEHEHUI0 MeTOAO0B MeAULMHCKOW peabunurauum, B TOM YMCNe OCHOBaHHbIX Ha
MCnonb30BaHUU NPUPOAHLIX NleYebHbIX (hbakToOpoB



KOHKpeTHbIX Mep MeanUMHCKOM peabnnmtaumm n caHaTopHO-KYPOPTHOTrO feyeHnst ansa nauueHTtos c JMT He
pa3paboTaHo.

5. npO(*WIHaKTVIKa n aucnaHcepHoe HabnopgeHwe, MegULMHCKNE NOKa3aHUA U NPOTUBONOKa3aHUA K
npuMeHeHUo MmeToanoB ﬂpO(*)VIﬂaKTVIKM

OddekTnBHasa npodunaktmka JIMNIM npegctaBnsetT cobor CUCTEMHYIO NporpaMmmy, Kotopasi TpebyeT Hay4yHo
0BOOCHOBaHHOIO KOHTPONSA MOTEHUManbHO renaTOTOKCUYHbIX NpenapaTtoB CO CTOPOHbI Perynupylowmnx opraHoB
(MprocTaHoBKa NpoAaxu Unu NpsiMor 0T3bIB, MEPECMOTP UHCTPYKLMIA MO NPUMEHEHMIO NpenapaToB, orpaHuyeHne
NCNONb30BaHWNs), CO3AaHUs YNpaBneHnUs pUCKaMy CO CTOPOHbI (hapMaLeBTUYECKMX KOMMaHui (dhapmakoHaasop,
paspaboTka Hagnexawmx cTtpaTerMin Haasopa W ynpaBfieHUs puUCcKamMu, akTUBHblE WCCMNEeAOBaHUs, NepecMmoTp
WHCTPYKLMIA NO NPUMEHEHU0 npenapatoB M nepedaya uMHdopmauum O puckax), ynpasneHus puckamu JIMIM B
KNUHUYECKON NpaKTUKe CO CTOPOHbI CneuuanuctoB (perynsdpHblil MOHUTOPUHI BO BpPeEMSI feYeHus, paHHee
BbigBrieHve J1MTI1, npaBunbHasa gMarHOCTMKa, peLleHre O NpekpaLleHny npMema Unm CHKEeHMn 4o3bl npenapara), a
Takke NpocBeLLeHns obLecTBeHHOCTH Mo Bonpocam 6esonacHocTu JIC n nx paumoHanbHOro UCnonb30BaHus.

BaxHbiM gns npodmnaktukm JIMNI aBnsieTcss cobniogenne ycnosuii HasHaveHus J1IC: cTporoe cobniogeHue
WHCTPYKUMIA K NpenapaTy (MokasaHui 1 NPOTMBONOKa3aHW) U y4eT NeKapCTBEHHbIX B3aUMOAEVCTBUI, B TOM Yucrne
npu ogHOBpeMeHHOM npumeHeHun BALl n coutonpoaykrTos [145, 404, 435].

5.1.1 NMepBuyHaa npocmnakruka JIMM

- PekomeHgoBaHo ans nepeuyHon npodunaktukm JIMMN oo HasHavyeHus NoTeHuManbHO renatoTokCuyHbIX J1C
OLIEHNTb Y NaUneHTa NeKapCTBEHHbI aHaMHe3 U Hannume daktopoB pucka passutus JIMNM [45].

YpoBeHb ybeautenbHoCcTM pekoMmeHaaumn C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTB 5).

KommeHTapun: ocHoBHble dhakTopbl pucka passutus JIMNT npu npueme oTaenbHbIX NpenapaToB OnNMCcaHbl B
Tabnuue 4 (npunoxeHve A3), a Takke B psAae ClyvyaeB yKasblBalOTCA B MHCTPYKUMM no npumeHeHuto JIC. Ons
nony4eHns nHgopmaummn no renatotokenyHocTn JIC n pakTopax pucka Bpayam criegyet akTMBHO MCNOMb30BaTb
pecypcbl MHTEPAKTUMBHLIX BEO-canToB, Takmx kak LiverTox [145, 404].

- PexomeHpoBaHo Ana npodwnaktuku n cBoeBpeMeHHoro BbissreHus JIMM y naumMeHToB npoBOAUTL
perynsapHbIf KNMHWKO-NabopaTopHbIi MOHUTOPUHE BO Bpems nprema J1C ¢ BbICOKMM PUCKOM renaToTOKCUYHOCTM [45,
90].

YpoBeHb y6eamTensHoCT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 5).

KomMeHTapumn: CpokM KOHTPONSA KIMHUYECKMX M nabopaTopHbiX Mnokasatenen onpegenstoTca sugom J1C,
WHCTPYKUMEN MO ero NPMMEHEHMUIO, UCXOAHbIM COCTOSIHMEM MauMeHTa U UMEKLLMMUCS Y HEero pakTtopammn pucka
pa3sutusa JIMM, a Takke KP no HosomorusiM, No koTopbiM HasHadveHo JIC. lMpu npueme 6GonbwmnHcTBa JIC,
obrnagatLmx HexenaTtenbHbIMU peakuusaMmn B BuAe renatoTOKCUYHOCTU (YKasaHHbIM B MHCTPYKUMK K Npenapary),
06bIYHO crnefyeT KOHTPONMPOBaThb YPOBEHb OMOXMMMUYECKUX MokasaTtenewn cocTosiHus nedenun (ANT, ACT, W®,
6unupybuH) B CbIBOPOTKE KPOBU C MHTEPBArNoM 4 - 6 Hed., 0COOEHHO B TeyeHme nepBbix 6 mec. nedeHus J1C [145,
436].

- PexomeHgoBaHO Npy Ha3HayeHun NoTeHumanbHO renatoTokcnyHblx J1C npoBoauTs Geceay ¢ naumeHToM o
HeobXxoOMMOCTM He3amennuTenbHO coobliaTh Bpayy O MOSIBIEHWM HOBbIX CUMMTOMOB W (MnM) HapacTaHuu
BbIPAXXEHHOCTM CUMMTOMOB (TaKMX Kak crabocTb, XenTyxa, 60onb/anckoMmdopT B XNBOTE, TOLWHOTA/pBOTA, 3y4, Unn
noTeMHeHMe MOYM) C Lienblo cBoeBpeMeHHoro BbissneHus JIMM [13, 437, 438].

YpoBeHb y6eamTensHocT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTs 5).

- PekomeHgoBaHO [0 HasHayeHUs1 MOTEHUMAnbHO renatoTokcuuHbix JIC y naumeHToB € (QOHOBLIM
3aboneBaHNeEM MEYEHN OLEHUTb €ro BbIPAXXEHHOCTb, BO3MOXHbIN puck pa3suTtus JIMNTM n onpegenute UCXOOHbIV
ypOBeHb NabopaTopHbIX NoKa3aTenen CoCTOAHUSI neveHn (BMOXMMMUYECKUIn aHann3 KPoBM ObLLeTEpaneBTUYECKUN,
AT, ACT, W®, 6unnpyburH) ¢ uenbio nepBuyHon npodpunaktuku JIMM, ero cBOEBpEMEHHOW OUarHOCTUKM U
NpodmNakTUkn HebrnaronpuATHbIX ncxodos [13, 94, 437 - 439].

YpoBeHb y6eamTensHocT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKasaTenbCTs 5).



- PekomeHOoBaHO nepen HasHayeHWeM MOTeHUManbHO renaToTokcuyHblx JIC nauveHTam ¢ ¢OHOBbIMU
XPOHUYECKMMUN 3aD0NEBaAHUSAMN NEYEHN U HapyLUEHNEM ee (PyHKLMM C Lenbto npodunaktukm passutua JIMNM u nx
HebnaronpusATHbLIX UCXOO0B: @) MPOBOAMTL OLEHKY MoNb3bl/pucka Tepanuu; 6) NpMHMMaTh pelleHne 0 NPUMEHEHUN
JIC B nHaneuayanbHOM nopsanke, OCHOBbIBAACb Ha COOTHOLLEHUU pUCKa U MOJb3bl Tepanuu; B) pa3pa6aTb|BaTb
MHAUBMAYaANbHbLIN NNaH NPOUNAKTUYECKOrO MOHUTOPUHIA COCTOSHMSA NeYeHn BO BpeMs nposoanmon tepanum [13,
404].

YpoBeHb ybeautenbHocTU pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTU AoKa3aTenbCTB 5).

- PekomeHngoBaHo gnisi nepsuyHon npodmnaktuku JINIM npegynpexnaTb NauMeHTOB O HeOOXoAMMOCTU
coobuwaTb nevawemy Bpady o npueme BA[ n puToNpoayKTOB 1 NPeaoCTaBNATb NauueHTam MHOpMaLMio O TOM,
4yTO NueBble AoBaBkn 1 puTONPOAYKTbI MOryT BbITh NpuynHou JIMMM [13, 90, 404, 440].

YpoBeHb ybeautenbHoCcTU pekoMeHgaumi C (ypoBEHb AOCTOBEPHOCTU AoKa3aTensCTs 5).
5.1.2 BropuyHas npodmnaktuka J1MM

- PekomeHpoBaHo Bpady npu gmarHoctuposaHun JIMI coenaTh 3anucb B MeAWMUMHCKOM LOOKYMEHTauuu
(nctopun 6onesHn, ambynaTopHOM MEOULIMHCKOW KapTe) C ykazaHueM nogo3spesaemoro unu npudnHHoro J1C (BAL,
duTonpoaykTa) ¢ onucaHnem NOBOYHOM peakumn 1 BbiaaTb MEOULVHCKUA AOKYMEHT NaUMEHTY AN MUHUMU3aLUm
pvcka nostopenus JIMMM [14, 90, 404, 436].

YpoBeHb y6eamTensHoCT pekomeHaaumii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTB 5).

KommeHTapun: npu HexenatenbHbiX peakumsax Ha JIC B obsA3aTenbHom nopsigke criegyeT caenatb
COOTBETCTBYIOLLYIO 3annCb B UCTOpuM BONE3HM C ykazaHMeM nogo3peBaemoro unu npudmnHHoro JIC n Bblaath
NaumMeHTy MeAVLMHCKY0 OOKYMEHTAuMio C OnMcaHuem MOoBOYHOW peakumm u aTnonorudeckoro dakrtopa. [pm
BbigBrieHnn JIMIM n ycTaHOBREHUW ero npu4mHel cnegyet uHdopmupoBaTb Poc3gpaBHaa3op nytem 3anofHEeHUs
crneumanbHon dopmbl "M3BeLLeHe 0 N0O6OYHOM AENCTBMU, HEXENaTeNbHOW peakuumn Unmn oTCyTCTBUN 0XnOaemMoro
TepaneBTMYeckoro adpdekta JfieKapCTBEHHOro cpeacrBa”, [OOCTynHoW Ha caute PocsgpaBHagsopa:
https://roszdravnadzor.gov.ru/drugs/monitpringlp. 3anonHeHHble OopMbl criegyeT HanpaensiTb MO  agpecy:
pharm@roszravnadzor.ru.

- PekomeHngosaHo ans sTopuyHoun npocdunaktukm JIMNIM nHdopmmnpoBaTh nepeHecllero gaHHoe COCTOsiHUE
naumeHta o HeobxogumocTu coobwatb 06 3TOM MeAMUMHCKOMY NepcoHany Mpu OKasaHuM emy MeaULMHCKON
NMOMOLLM U NpPeabsABNSATb COOTBETCTBYIOLUMIA LOKYMEHT, a TakKke He AOoMyckaTb CaMOCTOSTENbHOrO MOBTOPHOrO
npvema (0e3 HasHavyeHuss Bpada) npuuuHHoro JIC (BAL, dwutonpoaykta) m usberatb gpyrux JIC (BAL,
hUTONPOAYKTOB) TON XXe hapMakonorMyeckon rpynnel Ans MMHUMU3auumn pucka nostopenus J1MMM [14, 90].

YpoBeHb ybeanTensHocTn pekomeHgaunii C (ypoBeHb 4OCTOBEPHOCTU AoKa3aTenbCTB 5).

- He pekomeHgoBaHO NOBTOPHO Ha3Ha4aTb J1C, koTopble paHee BbidBanu y nauueHta J1MM1, 3a ucknioveHmem
cnyyaes, ecnu JIC XM3HEeHHO HeOBXOAMMO 1N eMy HeT afeKBaTHON anbTepHaTWBbl A5t BTOPMYHOW NPOUNaKTUKn
JINM [13, 14, 90].

YpoBeHb ybeanTensHocTn pekomeHgaunii C (ypoBeHb 4OCTOBEPHOCTU A0oKa3aTenbCTB 5).

KommeHTapun: pelleHune o nOBTOPHOM HasHadyeHun JIC, koTopoe paHee BbidbiBano JIMMM, gomkHo
NPUHUMATLCA B TEX CryyasX, Korga rnosb3a OT ero UCMonb30BaHWUA NPeBbIWAaeT NoTEHUManbHbIA PUCK pasBUTUS
Tshkenoro JIMIM agna 6onbHOro B paMmkax Bpa4ebHOro KOHCUIuyma unu BpadebHo KoMUCCUm.

5.2 HabniogeHwue

- PekomengosaHo Bcem naumeHtam ¢ JIMT BbINONHATL ANCNaHCepHbIN NpueM (OCMOTP, KOHCYNbTaums) Bpaya-
racTpoaHTeporiora, a Npy ero OTCyTCTBUM - AUCMAHCEPHbIA Npyvem (OCMOTP, KOHCYNbTauns) Bpada-tepanesTa unm
Bpaya obLier npakTukn (CeMenHoro Bpaya) Ans AuHamudeckoro obcrnefoBaHvsa U onpedeneHns AnuTenbHOCTU
nocnegywowero Habnogexus [20, 58, 145, 178, 441 - 443].

YpoBeHb y6eamTensHoCcT pekomeHaauuii C (ypoBeHb 4OCTOBEPHOCTY AoKas3aTenbCTs 5).

KommeHTapun: no TakTnke gucnaHcepHoro HabnwogeHusa nauueHTsl ¢ JIMNT MoryT 6bITb pasgeneHbl Ha Tpu
rpynnbl: (1) nauneHTbl ¢ ocTpbiM 1 nepcuctupyowmm JIMT AomkHBl HaX0AUTLCA NoA HabnaeHWem A0 NOMHOro


https://roszdravnadzor.gov.ru/drugs/monitpringlp

BbI3QOPOBMEHMS (MNN OOCTMKEHUSA OPYroro KnnHudeckoro mcxopa) [20, 169, 178, 441, 442]. Yawe Bcero octpoe
JINM nocne npekpaweHusa npnema nogo3peaemoro J1IC paspeluaeTcs B Te4eHme 6 MecsiLeB C XOPOLLMM MPOrHO30M,
HO Yy OTAENbHbIX NaUMEHTOB MOXET Pa3BMTbCS MEYEHOYHas HedOCTaTOYHOCTb WM HeobpaTMMble U3MEHEHMUS.
MaumeHTbl ¢ xonectatudeckum Tunom JIMNT nmetoT Gonee BbLICOKUA PUCK PA3BUTUS XPOHUYECKOTO MOpaXKeHUs
neyeHu [20, 169, 178, 441, 442]; (2) naumeHTsl ¢ JIN-ATT nocne ero paspelueHns AomkHbl HAbN4aTLCA B TeHEeHne
Tpex net ¢ onpegeneHnem aktusHocty AJlT 1 pa3 B 6 mecaues aAnga uckntodeHuns nctuHHoro AUM [58, 64, 360, 369].
OcHoBHoe oTtnu4une JIN-AMMT ot nctunHoro AU - paspeLueHue JMIMN nocne otmeHbl nogospesaemoro J1C (C KopoTKUM
kypcom 'K unu 6e3 Hero) u otcytcteme peumameos [360]; (3) nauneHTsl ¢ xpoHudeckum JTTTM gomkHel HabnoaaTbes
B 3aBucumoctn o1 deHotuna JIMIM, Hanuums ocnoxHeHun, obbem o6cnegoBaHMs onpedensieTcs B
nHanBMayanbHoM nopsigke [145, 443, 444].

5.3 MegukameHTO3Hasa npocdunakrtuka J1MM

- PekomeHgoBaHO paccMoTpeTb HasHauveHue #agemeTnoHuHa** 400 Mr BHYTPMBEHHO B TeyeHue 60 gHen
naumeHTam, NonyyarLmm LUMKNocnopuH*™™, ana npodunaktnkm passutusa J1MMN [445].

YpoBeHb ybeanTenbHOCTU pekoMeHaaumi B (ypoBeHb JOCTOBEPHOCTHN JOKa3aTENbCTB 2).

KomMMeHTapun: B OBOWHOM CremnoM paHOOMU3MPOBAHHOM  KOHTPONMMPYEMOM WccrefoBaHun  Obino
yCTaHoBMeHo, 4Yto #agemeTnoHnH** B nose 400 mr 1 pas/cyT. BHYTPUBEHHO B TedyeHue 60 aHel COBMECTHO C
6asncHon Tepanuen ncopmasa (LMKNoCcnopnHOM™*) 4OCTOBEPHO NpeaoTBpaLLan NoBbILWEHWe YPOBHS TpaHCaMuHas,
L®, bunupybuHa (p < 0,05) [445].

- PekomMeHOoBaHO nauueHTaM, Mony4YatlowumM MPOTUMBOOMYXOMEBYID Tepanuio, paccMOTpeTb HasHavyeHue
#anemeTuoHMHA™* nepopanbHo B go3e 800 mr/cyT. B OBa npuema Ha MPOTSKEHUM Kypca NeyeHus, ans
npodounakTukm passutusa JIMNTM 1 coxpaHeHus: 3annaHMpPOBaHHbIX NPOTOKOMOB NPOTUBOOMYXONEBoi Tepanuu [284,
285).

YpoBeHb ybeautenbHoCcTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY A0OKa3aTenbCTs 4).

KoMMeHTapun: B peTpoCnekTMBHOM uccnegoBaHuvM 3MEKTUBHOCTU #ageMeTUOoHNHa™* B npodpunakTuke
renatoTokcuyHoctn y 105 naumMeHToB C KONOPEKTaNbHbIM pakoM, MonyvaBlnx agbloBaHTHYO Tepanuio FOLFOX
(chTopypaumn™ + kanbuusa donuHaT** + okcanunnatuH**), 13MEHEeHne unm OTMeHa MPOTOKOMNa XMMmMoTepanun B
rpynne, nony4yasllen #agemeTMoHNH™* otmevanace B 14% cny4aes, B OTNIYME OT KOHTPOSbHOW rpynmbl, rA€ OHK
coctaBunmn 71% [284]. brnuskne pesynbTathl Oblnn NONy4YeHbl B nccnegosaHny 78 nauneHToB ¢ MeTacTaTMyecKum
KONOpeKTanbHbIM pakoMm, nony4vasBwmnx xmmuoTepanuio no cxeme XELOX (okcanunnatvH** + kaneumtabuH** +
6eBaunszymab**) [285].

- PekomeHOoOBaHO pacCcMOTpPETb HasHayeHMe (UKCUPOBAHHOW KOMOWHauuM #MHO3MHA + MernoMuHa +
METUOHMHA + HUKOTUHaMnaa + AHTapHOW KUCHOTLI*™ (BHYTPMBEHHO exeaHeBHO 5 AHen no 400 mn/cyT) naumeHTam,
nony4aroLLmM NPOTUBOOMNYXONEBYIO Tepanuio, Anga npodunaktuku passutus JINIM n coxpaHeHus 3annaHMpoBaHHbIX
NMPOTOKONOB NPOTMBOONYXoNeBon Tepanuu [198, 319].

YpoBeHb ybeanTenbHOCTM pekoMeHgaumi B (ypoBeHb JOCTOBEPHOCTU JOKA3aTENbCTB 2).

KomMeHTapuu: B NpPOCNEKTUBHOM KOHTponupyeMom oTkpbiToM PKW, BkntoumBlwiem 66 nauneHToOK C pakom
ANYHUKOB, KoTOopble nonydanu [XT ¢ ucnonb3oBaHWEM LMcnnaTvHa**, kapbonnaTuHa**, BKNKOYEHWE B
COMPOBOAUTENBHYIO TEpanuio PUKCUPOBAHHON KOMOMHaUUKN #MHO3MHA + MErMIOMUHA + METUOHMHA + HUKOTUHaMKUAa
+ gHTapHOM KMcnoThl** obecneumBano oTcyTcTeBmue pocta nokasarenen AJT, ACT, W® [319]. B uccnegosaHum co
145 naumeHTamu c konopekTarnbHbIM pakom, nonydaswummn cxembl FOLFOX n FOLFIRI (mpuHoTekaH™™ + kanbums
donuHaT*™* + TOpypaumn**), npumMeHeHne ITON (PUKCMPOBAHHOW KOMOMHaUMM OBecneynno CHmxeHue
renatoTtokcnyHoctu nposogumown MXT [318]. CornacHo pekomeHgaumam RUSSCO, gna npodwunaktukm JMMN
nokasaHo HasHadeHue (PUKCUPOBaAHHOW KOMOMHauuu #MHO3MHa + MerntMuMHa + METUOHMHA + HUKOTMHamMuga +
SHTapHOW KMCnoTbl™™ B o3e 400 Mn BHYTPMBEHHO KanenbHO 1 pas/cyT. He MeHee 4 fHen nocne kaxaoro kypca MNXT
Ona NpodUNakTMKM renaToTOKCMYECKMX peakunn [198].

- PexomeHgoBaHO paccMoTpeTb nepoparnbHbii npuem #auetunuuctemHa™ (600 mr 2 pasa B AeHb) unu
napeHTepanbHoe HasHadeHue #apemeTuoHuHa (400 mr/cyT. napeHTepanbHo, 10 gHen) ** nnn ukcMpoBaHHOM
KoMObuHaumm #uHosMHa + MermMmHa + METUOHMHA + HUKOTMHamupa + sHTapHou kucnotbl (400 mn/cyr.
napeHTepanbHo, 10 gHen)** unn #mopdonmHua Trasotarta (600 mr/cyT. oo 1 mMec.) naumeHTam, nony4varwum



NPOTMBOTYOEPKYNE3HY Tepanuio OA4HOBPEMEHHO C ee CTapToM, Ans npodunaktuku passutusa JIMNM [228, 348, 446
- 448].

YpoBeHb yoeamTensHOCT pekoMmeHaauun B (ypoBeHb JOCTOBEPHOCTU JoKasaTenbeTBa 3).

KommeHTapun: B PKN y 60nbHbIX Tybepkyne3om, KOTOpbIM HasHayancs #auetunuuctenH™™, He 6bino
3adpmKcuMpoBaHO renaToTOKCMYHOCTU (B cpaBHeHum ¢ 37,5% B rpynne KoHTpons) [228]. B gpyrom nccnegoBaHnm Ha
ero cone JIMIM pasBuBanMcb No3xe W nabopaTopHble MNoKas3aTenu nocfie OTMEHbl MPOTUBOTYOEPKYNe3HbIX
npenapaToB HopmanusoBanucb ObicTpee [448]. o paHHbIM MeTaaHanu3a HasHayeHue #HaueTunumctenHa™™
3HaAYUTENbHO CHMXXAET YacTOTy BO3HUKHOBEHUS NpoTruBoTybepkynesHbix JIMMN (OP = 0,09) no cpaBHeHuto ¢ nnauebo
[447].

B PKU nHdysmoHHas Tepanusa #ageMeTMoHUHOM™ 1 (OUKCUpOBaHHON KOMBUHaumen #MHo3nHa + MerntomMmuHa
+ METMOHMHA + HMKOTMHaMuga + SHTApHOW KWUCMNOTLI*™ NpW MNpPOBEAEHUM NPOTMBOTYOEpPKyrnesHow Tepanuu
yMeHbLuana nabopatopHble nokasaTenn COCTOSHWUS NMeYeHU MO CPaBHEHUIO C KOHTPOSbHOW rpynnon K 11-My aHo
nedvexnsa [446].

HasnaveHne #mopdonuHua Tnasotata OAHOBPEMEHHO C MpoBeAeHWEeM NpOoTUMBOTYOEepKyne3Hom Tepanuu
B6onbHbIM ¢ TyGepkyne3om nerkux nossonuno npegotspatutb JITTM y 56,3%. Kpome Toro, otcytcTBoBanu Taxenble
JINM » 6bino gokasaHO MNONOXUTENbHOE BMMSHWE MpenapaTa Ha BbIPaXXEHHOCTb OKCMAATUBHOIO cTpecca U
CMCTEMHOro BocnaneHus [348].

- PekomeHgoBaHO paccMoTpeTh HasHaveHne #ouunknona B gose 25 mr 3 pasa B AeHb B TedeHne kypca MNMXT
nauneHTam ctapue 60 neT, nony4varoLmmM NPOTMBOONYXONEBYIO Tepanuto, ansa npodpunaktukmn passutns JIM [336,
449].

YpoBeHb ybeanTenbHOCTM pekoMeHgaumi B (ypoBeHb JOCTOBEPHOCTU JOKA3aTeNbCTB 2).

KomMeHTapuu: B paHAOMU3MpOBaHHOe nccregosaHune 6binv BkntoveHsl 300 nauneHToB B BO3pacTe cTapLue
60 net, nonyyaBLMX NPOTUBOONYXoneByto Tepanuio. OCHOBHadA rpynna NpodunakTn4eckm npuHumana #omumnknon
B Ao3e 25 mr 3 pasa B AeHb B TeueHue Kypca [XT, KOHTponbHas rpynna He noriydana HUKakvx npenapartoB Ans
npodunaktukm JIMM. YcTtaHOBNEHO, 4YTO npodmnakTMdeckoe HasHavyeHue #Ouumknona no3BONMNO yMEHbLUUTb
yucno naumenToB ¢ JIMM go 17,1% oTHocuTenbHo 47,1% B rpynne koHTpons. Mponopuusa Tskensix JIMM 6bina
3HaAYMMO pexe B rpynne nNpodnnakTM4eckoro HasHavyeHus #évumknona B cpasHeHuu ¢ rpynnon koHTpons (0,7% u
12,4% naumneHToB cooTBeTCTBEHHO). OueHKka BnvsaHWS npenaparta Ha npegotspawenue JIMNMN B 3aBUMCMMOCTM OT
KOHKpeTHbIX cxem MXT He npoBogunace [336].

- PekomeHgoBaHO paccMoTpeTb HasHadeHve #Ouuyuknona no 75 mr/cyT. B TedeHne 12 Hed. COBMECTHO C
©asucHon Tepanuen cpaldy nocne onepaTMBHOINO BMeELLATENbCTBA MauMeHTam nocre TpaHcnnaHTaumm nodku ans
npodmnakTuku passutud JIMM [450].

YpoBeHb ybeauTenbHocTM pekoMmeHgaumin C (ypoBeHb AOCTOBEPHOCTY AOKa3aTenbCTs 4).

KommeHTapun: addpekTmBHOCTb #Ouuwmknona B npodwunaktuke JIMNIM BcneactsMe MMMYHOCYNPECCHMBHOM
Tepanuu No nosoAdy TpaHCMMaHTauuM COMNWAHbLIX OpPraHoB NMPOAEMOHCTPUPOBaHa B PETPOCNEKTUBHOM KOTOPTHOM
nccrnegoBaHun. aumeHTbl nocne TpaHCnnaHTauum MoYkU Monyyanu ABe cxembl: MukodpeHonata modeTtmn™* +
LUMKITOCNOPUH** + NpegHn3onoH™™ nnu mukodeHonata modeTnn™ + Takponumyc** + npegHm3onoH**. [eTtanbHbin
aHanus Bknaga kaxgoro npenaparta B passutue JIMNIM He nposoguncs. beino BknoyeHo 745 cnyyaes, npu atom 456
NaumMeHToB AOMOMHUTENbHO NpuHUManu #6uuunknon no 75 mr/cyT. B TedyeHme 12 Hefd. cpaldy nocre onepaTtMBHOrO
BMewartenscTBa. Yacrtota passutusa JIMI B paHHWIA nocrneonepaumoHHbli nepuof, Bbina 3Ha4yuTeNbHO HUXE B
rpynne #6vuuknona (4,82% B cpaBHeHun ¢ 20,76% B rpynne koHTpons, p = 0,001) [450].

- PexomeHgoBaHO paccMmoTpeTb HaszHauyeHune #YOXK*™ B pose 375 mr/cyt ans npodunaktukn JIMNM y nuu,
nonyyatowux dnyrammg** [451].

YpoBeHb yoeanTenbHoCTN pekoMmeHaaumi C (ypoBeHb JOCTOBEPHOCTM AOKa3aTernbCTB 4).

KommeHTapun: B peTpOCNeKTUBHOM MWCCreAoBaHMM Obinia oueHeHa BO3MOXHOCTb MNpPOdUNakTU4eckoro
npumeHeHusa #YOXK*™ B gose 375 wmr/cyT. y 181 maumeHTa ¢ pakoM npeacraTtenbHOW Xemnesbl, MonyyaBLlero
dnyrammng**. Ha choHe npnema #YOXK** oTmevanocb 6onee pegkoe nobilieHne ypoBHA AT, npu 3ToM Tskernoe
nopaxeHue nevyeHun 6bINo 3aperMcTpMpPoBaHO TONbLKO B rpynne, He nony4yaslwen npenapart [451].



- PexomengoBaHo paccmoTpeTb HasHadveHne #YOXK*™ B nose 10 mr/kr go 7 mec. ansa npodmnaktukm JIMNM y
My € akHe, MOoMyyalwwmMxX W30TPETMHOMH W TOPMOHalbHble KOHTpauenTuBbl CUCTEMHOIO AENCTBUS
(koMBUHMpPOBaHHbIE OpanbHble KOHTpaLenTuBbl) [263].

YpoBeHb ybeanTenbHOCTU pekoMmeHaaumi B (ypoBeHb JOCTOBEPHOCTHN JOKa3aTENbCTB 2).

KommeHTapum: B PK y xeHLWUH ¢ akHe Tshxenon cteneHn (60 naumeHTok) npumeHeHne #YOXK** B nose 10
MI/Kr B TeyeHne 7 Mec. Ha (POHEe WU30TPETMHOMHA M TFOPMOHAambHbBIX KOHTPaLENTMBOB CUCTEMHOrO AENCTBUSA
MO3BOMWIO CHU3WNTb YacToTy nosbiweHus AJNIT n ACT (5,3% npotuB 63,6% B rpynne KOHTPOMs), YAyyLUMIo
nepeHoCMMOCTb hapmakoTepanuu u NpeaoTBpaTuo oTkasbl OT neyeHus (B rpynne koHTpons 13,6%) [263].

- PekomeHgoBaHO paccMoTpeTb HasHaveHne YOXK** naumeHtam ¢ (poHOBbIMU 3aboneBaHUSIMU NEYEHN,
nonyyawwmmMm neveHme uHruobutopammn ['MI-KoA-pegyktasel ana  npodouvnaktuks  JIMNMT u ycuneHus
rmnonmnuaemuyeckoro acpdpekta [452].

YpoBeHb y6eamTenbHOCT pekoMeHaaLumnii B (ypoBeHb JOCTOBEPHOCTM A0Ka3aTeNbCTB 2).

KomMmeHTapuu: B MyNbTULEHTPOBOM CpaBHUTENBHOM uccriegosaHunm PAKYPC (262 nauuweHTta) npwm
npodunakTnyeckoMm HasHaveHun YIOXK** ogHoBpemeHHO ¢ uHrmoutopamu MI-KoA-pegyktasbl He OTMeYanochb
MOBbILUEHUS CbIBOPOTOYHbIX TPaHCaMMHa3, Habnganocb ycuneHve runonvnuaemmyeckoro agpdpekra [452, 453].
3aboneBaHusi neyeHu, BKMNOYasi KOMMEHcUpoBaHHbI LI, He ¢BndAlTCcA orpaHMyeHMemM aAnst HasHavyeHusi
nHrnéutopos NMI-KoA-peaykrasbl [454].

- PekomeHaoBaHO Ha3HaveHve onmeBor KUCNOTLI™ naumMeHTam, NonyvanoLwmum Tepanuio MeToTpekcaTom™™,
Ans NpoUNaKTUKM HexXenaTtenbHbIX peakumi, B Tom vucne JMI1 [455, 456].

YpoBeHb ybeanTenbHOCTM pekoMeHgaumi A (ypoBeHb JOCTOBEPHOCTU JoKa3aTenbCTB 1).

KommeHTapun: psig nobo4YHbIX 3pdEKTOB, B TOM YMCIE renaTOTOKCUYHOCTb, MPU Tepanunm MeToTpekcaTom™™
obycrnosneHbl geduuutom ¢onmeson kucnotel. [lo gaHHbIM  MeTaaHanusa PKW, donunesas kucnora™*
npeaoTBpallaeT MOBbILUEHWE YPOBHSA  CbIBOPOTOYHbIX TpaHCaMuHa3s, BbI3BaHHbIX MeTOTpekcaTom™*, ¢
OTHOCUTESNbHBLIM CHUXEHEM pucka Ha 76,9% (abcontoTHbIM - Ha 16%), a Takke CHWXKAT YacTOTy OTKa3a NauMeHToB
OT nMpuema meToTpekcata** no nbon npuumHe (OTHOCUTENLHOE CHWXeHMe pucka Ha 60,8% (abcontoTHoe - Ha
15,2%) [456]. DonuneBas kMcnoTa HasHavyaeTcs B 4o3e 5 Mr B Hegento B ApYyro AeHb nocre npueMa meToTpekcarta™™.

6. OpraHusauus okasaHMs MeAULIMHCKOMN MOMOLLMU

B peiictBytowem PenepanbHom 3akoHe N 61-P3 "O6 obpalleHnmn nekapcTBeHHbIx cpeacts” oT 12.04.2010 .
(c nocneaylWUMN U3MEHEHUSIMU U AOMOMHEHUAMMW) yKa3aHo, YTO "NekapCTBEHHble npenapaThbl, Haxogdawmecs B
obpawennn B Poccuickon ®Penepauun, noanexar MOHUTOPUHTY 3ddeKTMBHOCTM M Ge3onacHocTM B Uensx
BbISIBIIEHNS] BO3MOXHbIX HEraTMBHbIX MOCNEACTBUA WX MPUMEHEHUS, WHAOMBUAYaANbHOW HENepeHOCUMOCTH,
npegynpexaeHns MegUUUHCKMX PpabOTHUKOB... N UX 3alUTbl OT MPUMEHEHUS TaKUX NIEKapCTBEHHbLIX NpenapaToB”.
CybbekTbl obpaweHus JIC o06sa3aHbl coobwartbs B yCTAHOBMEHHOM nopsake "0 MOBOYHbIX  AEeWCTBUSX,
HeXenaTenbHbIX PeakuUusiX, Cepbe3HbIX HeXenaTerbHbIX peakumsax, HenpeaBUAEHHbIX HeXenaTernbHbIX peakLmsax
npy NPUMEHEHUW JNEKapCTBEHHbIX MpenapaTtoB, 006 wWHAMBMAyaNbHOW HEMNEepPEHOCUMOCTM, OTCYTCTBUU
3(pPeKTUBHOCTM NEKAPCTBEHHbIX NPenapaToB, a Takke 00 UHbIX dhakTax U 0BCToATENbCTBAX, NPeaCcTaBASAOLLIMX
Yrpo3y XW3HW WU 300pOBbI0 4YenoBeka NGO KUMBOTHOMO MNPU MNPUMEHEHMM FNEKAPCTBEHHbLIX NpenapaTtoB U
BbISIBMEHHbIX Ha BCEX 3dTanax obpalleHus nekapcTBEHHbIX npenapaTtoB B Poccunckon depepauum n gpyrmx
rocygapcteax" (cT. 64. ®apmakoHansop) [457].

MeOuumHCcKaa MOMOLLb, 3@ WCKMOYEHWEM MeAMULMHCKON NMOMOLUM B pamKkax KnHW4eckonm anpobauuvun, B
cooTBeTCTBMU C (hbepgepanbHbiM 3akoHOM OT 21.11.2011 N 323-d3 "O6 ocHoBax OxpaHbl 340POBbS rpaxgaH B
Poccuiickon degepauun”, opraHmdyeTcs u okasbiBaetcs [458]:

1) B COOTBETCTBUM C NONoXeHMeM 06 opraHM3aunm okasaHus MeauLMHCKOM NOMOLLM Mo BUAaM MeaULNHCKON
MOMOLLM, KOTOPOE YTBEPXKAAETCS YNONHOMOYEHHbIM hefeparnbHbIM OPraHOM UCMONHUTENBHON BRacTw;

2) B COOTBETCTBUM C NOPSIAKAMM OKa3aHWs NMOMoLLM No npodunto "racTpoaHTeposnormsa”, obsisatenbHbIM Ans
UCNonHeHns1 Ha Tepputopumn Poccuickon degepaumm BCeMU MEQULMHCKMI OopraHm3auusamm [459];

3) Ha ocHoBe HacToAwmx KP;
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4) C y4eTOM CTaHOapTOoB MEANLNHCKON NMOMOLLM, yTBEepPXKAEHHbIX YNOJTHOMOY€HHbIM (*)eﬂ,epaj'leblM opraHom
NCMNOMHNTENBHON BNACTU.

AMOynaTopHbIA 3Tan Ans BeOeHUs NauMeHTOB C nerkow creneHbto Tskectu JIMMM, He nmerowmx gakTopos
pucka HebnaronpuaTHOro NPOrHo3a; naumeHToB ¢ paspeLsatowmmmuca JIMM, ¢ xpoHnyveckum JIMMM.

CrauunoHapHbIl aTan: Ans Be4eHusi NaunmeHToB co cpeaHen u Tskenown ctenensto J1MMM, ¢ OMH.

MokasaHua gna rocnutanusayum

6.1 NMoka3aHuA ons 3KCTPEHHOM rocnuTanu3auum B MeAULIMHCKYH OpraHu3auuio:

- JIMNM cpegHen n Tskenow ctenexHu (B TOM YMcne Cryvyaun, COOTBETCTBYOLLME 3aKOoHY Xasd, C npu3Hakamu
OllH).

6.2 Noka3aHus oNA NNaHoOBOW rocnUTanu3auMm B MeAULIMHCKYO OpraHu3auuio:

- HeobX0OMMOCTb MPOBEAEHUS OMAarHOCTUYECKUX MEpPOMNPUSTUA, KOTOpble He MOryT ObiTb BbIMOSHEHbI B
ambynaTtopHOM nopsigke (Hanpumep, YPecKOXHOW OGWONCMM NevYeHW Mof KOHTPONEM  YNbTpasBYKOBOIO
nccnefoBaHusl Ny GUoONCMKU NeYeHy NP NOMOLLY NanapoCKoNum);

- HeobxoaMMOoCTb NpoBeaeHus AuddepeHLnanbHO-ANarHOCTUHECKUX MEPONPUATUIA ANt UCKITIOYEHWS OpYTUX
MPUYMH MOpaXKeHWs1 NeyeHW, KOoTopble He MOryT ObiTb BbINOMHEHbI B ambynaTopHOM Mopsiake (Hanpumep,
UYPECKOXHON BrONCUK NeYeHn Nog, KOHTPOMNEM YrbTPa3BYKOBOIO UCCNEA0BAHUS UMM BUONCUKN NEYEHN NPU NMOMOLLU
nanapockonuu);

- coyetanne JIMIM c JOpyrMMM  COCTOSIHUSIMM,  OCMIOXKHSIIOLWMMMW  €ro  TevyeHue, Tpedbyrowmmmn
MYNbTUANCLUMNNNHAPHOTO BEAESHUS NauneHTa u (Mnm) KpyrnocyTo4YHOro HabnogeHus.

Mpv nnaHoBOW rocnuMTanu3auMu, MOKa3aHMEM K KOTOPOMW SIBMSIETCS BbIMOMHEHWE  XUPYPIAYECKMX
ANarHOCTUYECKMX UMK NevebHbIX MeponpusaTuiA (Hanpumep, BbIMOSNIHEHUE YPECKOXHOW Ouoncuy nedveHn nop
KOHTpONEeM yrnbTpasByKOBOrO UCCMeAoBaHWs UM GMONCcUM NeYeHn Npu NOMOLLM Nanapockonuu), rocnutanuaaums
BbINOMHAETCS B CTALMOHAp XUPYPruyeckoro npogunsi.

6.3 Noka3aHusa K BbINUCKe NauMeHTa U3 MeAULIMHCKOW opraHu3auuu:

- YCTOMYMBOE CHIDKEHWNE KIUHUKO-NaBopaTOpHbIX NMPU3HAKoB 3aborneBaHus;

- KOMMeHcaLUus pa3BUBLUKMXCS OCIIOXHEHWI, eCni OHW Habnoaanucb paHee;

- OTCYTCTBUE TsDKENbIX HEXenaTenbHbIX PeakLmii CKOPPEKTUPOBAHHOIO Kypca NpoBOAUMON Tepanuu;

- BO3MOXHOCTb NnepoparnbHoro npuema J1C u oTcyTcTBME HEOOXOAMMOCTM X NAapeHTepanbHOro NPUMEHeEHNS
Ha perynsipHoi OCHOBE.

7. DononHutenbHaa uHdopmMauus (B Tom yncne dakTopbl, BNUsAOWMe Ha ucxop 3abonesaHus mnum
COCTOSIHUS)

[ononHuTtenbHas Mchopmau,vm OTCyTCTBYeET.

KpuTepuu oLeHKM KauecTBa MeAULMHCKOM NOMOLLM

N Kputepumn kavectsa OueHka
BbINONHEHUS
(na/HerT)
1 BbinonHeH npuem (O0CMOTpP, KOHCynbTauus) Bpadva-racTpodHTeponiora wnwv |[Oa/HeT
Bpaya-TepanesTa nepBUYHbIN




2 BbinonHeHa oueHka nekapcTBEHHOro aHamMHe3a nauueHTa Oa/net

3 BbinonHeH  obwmin  (KNWHWYECKMW)  aHanuM3  KpOBM, aHanui  kposwu | [a/HeT
Brnoxmmmnyeckun obLietepaneBTU4eckM (C onpegeneHnem aktmBHocTu AJT,
ACT, W, ITT, nccnegosaHneMm ypoBHA obuiero 6unupybuHa, CBsi3aHHOTrO
(koHbBIOrMpOBaHHOrO)  BunupybuHa, cBoBOAHOrO  (HEKOHBIOMMPOBAHHOIO)
ounupybuHa, anbbymuHa, onpegeneHue NpPOTPOMOMHOBOIO
(TpoMBONNacTMHOBOr0) BPEMEHW B KPOBM uUnu B Nnasme, onpenerneHuve
MeXAyHapOAHOro Hopmanu3oBaHHOro otHowweHuns (MHO)

4 BbinonHeHo ~ onpepeneHve  naGopaTopHOro  Twumna  fekapcTBeHHoro | [a/HeT
NoBPEXOEHNsA NeYeHn ¢ pacyeTom nokasarens R

5 BbinonHeHa oueHka cooTBeTCTBUSA Kputepmuam JMT1 Oalvet

6 BeinonHeHa oTmeHa nopospesaemoro JIC, dwmtonpoaykta, BA[ 3a|[Oa/Het
ucknioveHmem cnydaes, korga JIC >XU3HEHHO HeobxooMMO M eMy HeT
afjeksaTHOM  anbTepHaTuBbl  (MPU  HanNUuMM  MOKa3aHWW, OTCYTCTBUM
NPOTUBOMNOKa3aHWU)

7 BbINornHeHo rnevyeHue aueTUNUUCTEMHOM** (NaumMeHTaMm C fekapcTBeHHbIM | [a/HeT
nopaxkeHnem neyeHu, Bbi3aBaHHbIM napaueTamMoriom™*)

8 BbinonHeHo neyeHve #nNeBOKApHUTMHOM (NauMeHTam C nekapcTBeHHbIM |[a/HeT
nopaxeHuem neyeHu, Bbl3BaHHbIM BarbnpoeBOn KUCIOTON ™)

9 BbiNornHeHo neyeHue nNpedHM30NOHOM**  (NauueHTam ¢ fekapcTBeHHo- | [a/HeT
MHOYUMPOBaHHBLIM ayTOMMMYHOMNOAOGHbLIM renaTuTom)

10 |BbINONHEHO Ha3HayeHWe AUcMaHCepHoro npvema (ocMoTpa, KOHcynbTauuu)|Oa/HeT
Bpaya-racTpoaHTeporiora Unn Bpaya obLei NpakTUkL (CeMeiHoro Bpava) unm
Bpaya-TepaneBTa
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Mpunoxexune A1

COCTAB
PABOYEN MPYNMbI MO PA3PAGOTKE U MEPECMOTPY
KIMHUYECKUX PEKOMEHOALMN

PykoBopgutenu pabouemn rpynnbi:

MBeawkuH Brnagumup TpodmmoBuy - akagemnk PAH, OOKTOp MeAMLUMHCKMX HayK, npodyeccop, 3aBeayroLLnii
kadenpon nponeneBTUKM BHYTPEHHMX OonesHen nedvebHoro cakynbteta ®rAOY BO "lMepsbii MockoBckui
rocygapCTBeHHbI MeauunHckuin yHusepceuteT M. . M CeveHoBa" (CeyeHoBckuin yHuBepcuTeT) MuHmuctepcTea
3apaBooxpaHeHus Poccuinckon ®egepauun. NpesngeHT Poccumnckon ractpoaHTeponorudeckon accoumnaumm (PrA),
Poccuiickoro obuwiectsa no wmsydeHuto nedexHn (POTAIM), HayuHoro coobuiectBa no msyveHuo mukpobuoma
yenoseka (HCOWMM). KOHDNUKT nHTEpecoB OTCYTCTBYET.

OpankuHa OkcaHa MuxannoBHa - akagemunk PAH, ookTtop MeauumHCKUX Hayk, npodeccop, aupekrop ®IrbY
"HaunoHanbHbI MeOULIMHCKUIA NCccriefoBaTeNbCKUA LLEHTP Tepanun 1 npodunakTnyeckon meguumHel” MuHsgpasa
Poccun, npesvageHT Poccuiickoro obwectBa npodunakTuku HeMHMEKUMOHHbIX 3aboneBanuin. [lpesnaeHT
Poccuiickoro obuiectBa npodmnakTuku HeMHMEKLMOHHbIX 3aboneBaHun (POTMHN3), npeaungeHT Poccuickoro
Hay4HOro meamumHckoro obuwecTtsa TepanesToB (PHMOT). KOHhNUKT MHTEpecoB OTCYTCTBYET.

CekpeTapuar pabouen rpynnbi:
Maesckas MapuHa BuktopoBHa - JOKTOp MeaguuuHCKUX Hayk, npocdeccop ®IrAQY BO "MepBbin MockoBckuia

rocyfapCTBEHHbIA MeanunHcknii yHnsepenteT M. .M. CeueHoBa" MuHUCTepCTBa 3apaBooxpaHeHus Poccuiickon
depepaummn (CeyeHoBckui YHuBepcuteT). Buue-npesmgeHT Poccumnckoro obuiectBa Mo M3YYEHUD MNeYeHU



(POMWIM), unen Poccuinckon ractpoaHTeponormyeckon accoumaumm (PIFA), uneH EBponelickor accouuauum no
n3y4veHuto neveHn (EASL). KOHNUKT MHTEpeCcoB OTCYTCTBYET.

PanxenbcoH KapuHa JleoHMgoBHa - OOKTOP MEAMUMHCKMX Hayk, npodyeccop Hay4HO-KIMHMYECKOro K
obpa3oBaTenbHOro LieHTpa racTpo3HTEpPONnorMM M renatonorum meaumumHckoro uHctutyta ®rb0OY BO "CaHkT-
MeTepObyprcknii rocyaapCTBeHHbIV yHUBepcuTeT" MUHUCTEpPCTBa 3apaBooxpaHeHnsa Poccunckon depepaumn. YUneH
Poccuiickoln ractpoaHTeponormydeckon accoumaumm (PTA), uneH Poccuiickoro obuiectBa No M3y4eHUI0 NeveHu
(POMWIM), unen EBponenckon accoumanmm no nayveHuto neveHn (EASL). KoHNUKT MHTepecoB OTCyTCTBYET.

OxkoButhbin Cepren BnagumupoBu4y - [OOKTOP MeOMUMHCKMX Hayk, npodgeccop PrbOY BO "CaHkr-
MeTepOyprckmii rocygapCTBEHHBIN XMMUKO-GhapMaLeBTudecknin yHmsepcutet" MuHucTepcTBa 3apaBOOXpaHeHns
Poccuiickon ®epepaumn. YUneH Poccuiickor ractpoaHTeponorudeckor accouunauumn (PrA), unen Poccuiickoro
obwectsa no udyveHuto neyerHn (POTANM), unen EBponerickon accoumaumm no mdydyeHmo nedveHn (EASL), uneH
MOO "Accoumnaums knuHu4eckmx gapmakonoros". KOHNUKT MHTEpPECOB OTCYTCTBYET.

XnbiHoBa Onbra ButanbeBHa - 4neH-koppecnoHgeHT PAH, goktop meauvumHCKMX Hayk, npodheccop,
3aBegylollas kadegpor rocnutanbHom Tepanuu n kapauonorum ®rbOY BO "lMepMckuiA rocygapCTBEHHbIN
MEAUUWHCKUIA yHMBepcuTeT WM. akagemumka E.A. BarHepa" MwuHucTepcTtBa 3apaBooxpaHeHusi Poccuinckon
depepaumun. YUneH Poccunckon ractpoaHTeponorndeckon accouunauumm (PIA), uneH Poccuiickoro obuectsa no
nsyvenumto nedexnm (POMMWUIT), uneH HayyHoro obuiecTtBa ractpoaHteponoroB Poccun (HOIP), uneH Poccunckoro
Hay4HOro meamumHckoro obwectsa TepanesToB (PHMOT). KoHnuUKT MHTEpecoB OTCYTCTBYET.

KapkoBa Mapus CepreeBHa - kaHOuaaT MEAULMHCKNX HaYK, 3aBeayroLlas otaeneHnem renatonorum KnmHukm
nponeaeBTUKM BHYTPEHHUX BonesHen, racTpoaHTeponorun, renatonorum um. B.X. Bacunenko ®rAQOY BO "lMepsbini
MocKoBCKUI rocyaapCTBeHHbI yHuBepcuTteT um. V.M. CedeHoBa" MuHucTepcTBa 3apaBooxpaHeHus Poccuiickon
depepaumn (CeveHoBckun YHuBepcuteT). YUneH Poccuiickon ractpoaHTeponormdeckon accoumnaumm (PrA), uneH
Poccuiickoro obwecTtsa no naydeHuto neveHn (POTNIM). KoHdnukT nHTepecos OTCyTCTBYET.

Magkos Oner AnekcaHapoBuY - OOKTOP MeAMLMHCKMX Hayk, npodeccop, anpektop MeanumHCKOro ueHTpa
"OBMMeA", rMaBHbIN BHELWITATHbIA cneumMannct no xmmmotepanum YensbuHckon obnactu. YneH Poccuiickoro
obuecTBa knmHnyeckomn oHkonornm (RUSSCO). KoHNWKT MHTEpeCcoB OTCYTCTBYET.

peunwHmkoBa Bacunuca PomaHOBHa - accucTeHT Kadedpbl NponeaeBTUKM BHYTPEeHHMX GonesHen,
ractpoaHTeponornn u renatonorun NHctutyta knuHudeckon meguumHel um. H.B. Cknndocosckoro $IrAOY BO
"MepBbIn MockoBckui rocygapcTBeHHbin yHuBepcuteT uM. V.M. CedeHoBa" MuHucTepcTBa 34paBOOXPaHEHUs
Poccuiickon ®epepaumn (CeveHoBckuii YHuBepcuTeT). YneH Poccuiickon racTpoaHTEpPOnorMyeckon accoumasmm
(PTA), uneH Poccuinckoro obuwectsa no nsyyeruto nevenm (POMUIM). KoHnnkT nHTepecos oTcyTCcTBYyeT.

HeeBa TaTbsHa AHOpeeBHa - KaHAMAAT MEAMUMHCKMX HayK, AOoueHT Kadegpbl Guonornyeckon Xmmuu
WHcTuTtyTa umdposoro buogmsaiHa M MopenupoBaHus xuBblix cuctem, ®FAOY BO "lMepsbin MockoBCKMI
rocygapctBeHHbl yHuBepcuteT uMm. .M. CeueHoBa" MuHucTepcTBa 3gpaBooxpaHeHnsa Poccuiickon depepaumm
(CeueHoBckun YHmBepcutet). YUneH Poccumnckonm ractposHTeponorudeckon accoumaumm (PFA), unen Poccuinckoro
obwectBa no usyveHuto nedeHm (POTMUIM), uneH HayyHoro coobuiectBa no u3yvyeHMo MUKpoGMOMa YenoBeka
(HCOWM). KoHbnmKT MHTepecoB OTCYTCTBYET.

Pabouyas rpynna:

AnekceeHko Cepreit AnekceeBud - JOKTOP MeAULMHCKUX Hayk, npodeccop, PIBEOY BO "[danbHeBOCTOUHbIN
rocygapcTBeHHbI MeauunHekni yHnsepcuteT" MuHuctepcTBa 3gpaBooxpaHeHus Poccunckon ®epepauun. YneH
npesngnyma Poccuickon ractpoaHTeponormdeckon accoumnauum (PIA), yneH Poccuinckoro obuectsa no n3y4eHuo
neyexmn (POMWNIT). KoHIMKT MHTEpecoB OTCYTCTBYET.

AxmenoB Bagum AamnbeBund - 4OKTOP MeaULMHCKUX HayK, npodyeccop, 3aseayoLmnmn kadeapon MeguLmnHCKOU
peabunutaumMm LONOMHMTENBHOrO npodeccnoHaneHoro obpasoBanus PIrBEOY BO "Omckuin rocynapCTBEHHbIN
MeauLUMHCKUI yHuBepcucTeT" MuHmucTepcTBa 3gpaBooxpaHeHus Poccuiickon ®epepauuun. KoHNMKT nHTEepecos
OTCYTCTBYeET.

BakynuH Wropb [eHHagbeBu4 - [JOKTOP MeOUUMHCKUX Hayk, npodyeccop, 3asefyolimn kadenpow
nponeaeBTVKN BHYTPEHHUX BonesHewn, ractpoaHTeponorum n guetonorum nm. C.M. Peicca, PrbOY BO "Ceepo-
3anagHbIn rocygapCcTBEHHbIN MeAMUUHCKMI yHuBepcuTeT um. N.N. MevHumkoBa" MyuHucTepcTBa 3gpaBooOXpaHeHns



Poccuiickon ®egepaumn. MNMpeangeHT MOO "O6LLEeCTBO racTpoaHTeponoros u renatosnoros "Cesepo-3anag”, unex
EBponerickon accoumaumm no ndyvyeHuto nevyeHn (EASL). KoHNUKT MHTepecoB OTCyTCTBYET.

BakynuHa Hatanbss BanepbeBHa - OOKTOp MeEOWUMHCKMX Hayk, npodeccop, MNPOPEKTOp MO Hayke U
WHHOBALMOHHOW [OesaATenbHOCTU, 3aB. Kadeapon BHYTPEHHUX 6onesHen, KIMHUYEeCKoW dapmakonorum u
Hecpponorum OIBOY BO "CeBepo-3anagHbivi rocygapCTBEHHbIN MeaULUHCKNIA yHuBepcuteT num. .. MeyHukosa"
MwuHncTepcTBa 3apaBooxpaHeHust Poccunckon Pepepaumn. YneH MOO "O6LiecTBO racTpOSHTEPOSIOroB MU
renatonoroB "CeBepo-3anan". KoHpNUKT MHTEepecoB OTCyTCTBYET.

BapaHoBckuin AHgpert KOpbeBny - OOKTOP MEOULMHCKMX HayK, Bpad BbICLUEW KaTeropuu, 3aBenyroLLui
kadegpon ractpoaHteponorun n guetonorun ®rbOY BO "Ceepo-3anagHbiii rocyaapCTBEHHbIN MEOULMHCKUNA
yHusepcuteT um. .. MeuHukoBa" MuHuctepcTBa 3gpaBooxpaHeHusa Poccunckon degepaunn. YneH npasneHus
CaHkTt-leTepbyprckoro HaydHoro obuiectBa TtepaneBtoB uM. C.[1. BoTkuHa, 4uneH npaeBneHus Bcepoccumnckoro
Hay4yHOro obuiecTBa racTpoSHTEPONOroB, YneH npaesneHnss POCCUICKOW racTpO3HTEPONOrMyeckon accouunauum
(PTA). KOHNWKT MHTEpecoB OTCYTCTBYET.

BonorkaHvHa Jliogmuna eoprmeBHa - kaHOuAaT MeOMUMHCKMX HayK, OOUEHT Kadedpbl hakynbTeTckoun
Tepanum N 1 ®IrbOY BO "lMepMcknii rocygapCTBEHHbIA MEOULMHCKUA YHUBEPCUTET UM. akagemuka E.A. BarHepa"
MwuHncTepcTBa 3gpaBooxpaHeHns Poccuiickon Pegepaumm. KOHNUKT MHTEpPECOB OTCYTCTBYET.

lonosaHoBa EneHna BnagvmupoBHa - [OKTOP MeAMUMHCKMX Hayk, npodeccop kadegpbl Tepanuui u
npodunaktndyeckon MeanumHsl PreOY BO  "Poccuiickuii  yHMBepcuTeT  MeauumHbl"  MuHucTepcTBa
3gpaBooxpaHeHus Poccuiickon ®egepauun. Ynex HayyHoro obuectsa ractpoaHTeponoros Poccun (HOIP), uneH
Poccuiickoro Hay4Horo meguumHckoro obuwectea TepanesTtoB (PHMOT). KoHGnMKT MHTEPEeCcoB OTCYTCTBYeET.

MmyweHkos OmuTpuin BnagnMmmpoBuy - kKaHAMAAT MEAULMHCKUX HayK, 3aBedyoLnin NPUEeMHbIM OTAENeHNeM
KnuHukmn nponeaeBTukn BHYTPEHHNX BonesHewn, ractpoaHTeponoruu, renatonorum nm. B.X. Bacunexnko ®rAOY BO
"MepBbIn MockoBckui rocygapcTBeHHbin yHuBepcuteT uM. V.M. CedeHoBa" MuHucTepcTBa 34paBOOXpaHEHUs
Poccuiickon ®epepaumm (CeyeHoBckui YHuepcuteT). YUneH Poccuiickoro obuiectBa Mo M3y4eHU0 NeyYeHu
(POMMKMIM). KoHNWKT MHTEpecoB OTCYTCTBYET.

HonrywmHa AHactacusa nbuvHMYHA - OOKTOP MeAMUMHCKMX HayK, 3aBeaylowas kadeapon rocnmutanbHom
Tepanun OIBOY BO "KOxHO-YpamnbCkMi rocyaapCTBEHHbI  MeauuuMHCKUn  yHuBepcuteT" MwuHucTepcTBa
3apaBooxpaHeHus Poccumnckon Pegepaummn. KOHOIUKT MHTEPECOB OTCYTCTBYET.

UrymHoBa OkcaHa AnekcanHOpoBHA - KaHOMAAT MEOULMHCKMX HayK, acCUCTEHT kadeapbl dakynbTeTCKou
Tepanun N 1 ®IBOY BO "lMepmMmcknii rocygapCcTBeHHbIA MEOULUMHCKNIA YHUBEpPCUTET UM. akagemuka E.A. BarHepa"
MuHucTepcTBa 3gpaBooxpaHeHus Poccuinckon Pegepaumm. KOHONUKT MHTepecoB OTCYTCTBYET.

MBawkuH KoHcTaHTuH BriagumupoBuy - OOKTOP MEAMLMHCKUX Hayk, npodpeccop kadeapbl nponeaesTuKu
BHYTPEHHUX OonesHeln, racTpoaHTeponormm u renatonormm WHCTUTYTa KAMHUYECKOW MeauumHbl um. H.B.
Cknudocosckoro ®rAOY BO "Tepsbit MockoBCKMI rocyaapcTBeHHbIM yHuBepcuteT um. W.M. CeueHoBa"
MuHuctepcTBa 3gpaBooxpaHeHus Poccuiickon ®epgepauun (CeveHoBckui YHuepcuTeT). UneH Poccuinckon
racTpoaHTeponornyeckon accoumaumm (PIrA), uneH Poccunckoro obuectea no udydeHuo nedenn (POMAI), unex
Hay4yHoro coobuecTtBa no n3ydeHuio mmkpobrnoma yenoseka (HCOUM). KoHGnMKT MHTEPECOB OTCYTCTBYET.

Kosnosa VpuHa BapgummoBHa - [OOKTOp MeOMUMHCKMX Hayk, npodeccop, PrbOY BO "Capatosckuii
rocyAapCTBeHHbIM MeOuLMHCKUA  yHuBepcuTeT wum. B.W. PasymoBckoro” MwuHucTepcTBa 34paBoOXpaHeHus
Poccuinckon degepaummn. Ynen Poccuickon ractpoaHTeponormdeckon accounaumm (PIFA). KoHdnukT nHtepecos
OTCYTCTBYeET.

KoHgpawmHa 3nuHa AnekcaHgpoBHa - KaHAMAAT MEAMUMHCKMX Hayk, AoueHT Hay4HO-KnMHmMYeckoro u
06pa3oBaTenbHOro LIEHTpa racTpOSHTEPONOrMM M renaToniorun MeauumHckoro nHctutyta @rbOY BO "CaHkT-
MeTepOyprckuin rocygapcTBeHHbIn yHuBepeuTeT". YneH CaHkT-MeTepOyprckoro Hay4yHoro obulecTBa TepaneBToB
um. C.MN. boTknHa. KOHGUKT MHTEPECOB OTCYTCTBYET.

JlazebHuk NeoHna BoprcoBuy - 4OKTOP MeQUUMHCKUX HaykK, npodeccop kadeapbl NOMMKITMHUYECKON Tepanmu
neyebHoro dakyneteta ®rb0OY BO "Poccunckum yHuBepcuteT MeauumHbl" MuUHUCTEpPCTBaA 34paBOOXPaHEHMS
Poccuiickon ®enepauun. MNpesnageHT HayyHoro obuwiectBa ractpoaHTeponoroB Poccuu (HOIP), uneH Poccuiickoro
Hay4Horo meguumHckoro obuectsa TepanesToB (PHMOT). KOHnMKT MHTEpEeCoB OTCYTCTBYET.



Maes Wropb BeHuamuHoBuy - akagemuk PAH, poktop meguuuHckux Hayk, npodgeccop ®rbOyY BO
"Poccuiicknii  yHuBepcuteT MeauuuHbl" MuHucTepcTBa 3gpaBooxpaHeHust Poccuiickon ®depgepaumm. YneH
npesvanyma Poccuiickoli ractposHTeponorudeckon accoumaumm (PI'A). KOHGnUKT MHTEpecoB OTCYTCTBYET.

MapueHko HaTtanbs BanepbeBHa - kaHanaaT MeQULMHCKUX HayK, Bpad-ractpoaHTeponor ®IBY "Poccuicknin
Hay4HbIN LEHTP pagmonormm u XuMpyprudecknx TexHOnormm mmeHwn akagemuka A.M. paHoBa" MwuHucTtepcTBa
3gpaBooxpaHeHuss Poccuinckon ®degepaumu, [oueHT HaydHo-knMHM4yeckoro u  obpasoBaTenbHOro LeHTpa
racTpO3HTEPOSIOrMK U renatonorum meguunHekoro nHetutyta @rbOyY BO "CaHkT-INeTepbyprckuin rocyaapCTBEHHbIN
yHuBepcuTeT". YUneH Poccuiickoro obiectBa no nsyveHuto nevenun (POMAI). KOHGUKT MHTEpecoB OTCYTCTBYET.

HaguHckas Mapus KOpbeBHa - kaHAMAAT MeOUUMHCKUX HayK, OOUEHT Kadedpbl NponeaeBTUKU BHYTPEHHUX
bonesHen, ractpoaHTepornorun n renatonorun ®rAOY BO "lMepsbit MOCKOBCKMUIA rocyAapCTBEHHbIN MEAULIMHCKIN
yHuepcuteT uMm. V.M. CeueHoBa" MuHucTepcTBa 3apaBooxpaHeHuss Poccuiickon ®epepaunn (CeyeHoBCKUN
YHuepcuteT). UneH Poccuiickon ractpoaHTeponorudeckon accoumnaumm (PIA), uneH Poccunckoro obuiectsa no
n3yvenuto nevenun (POTMAIM). KoHGnWKT nHTEpecoB OTCYTCTBYET.

HoBuk Anekcei BuktopoBuy - 4OKTOP MeOUUNHCKUX HayK, BeQYLUNA Hay4YHbI COTPYAHMK, Bpayv-oHkonor, dIBY
"HaunoHanbHbIN MeOUUMHCKUA nccneoBaTenbCKUA LeHTP OHKonorum mmenn H.H. lMetpoa" MwuHucTepcTBa
3gpaBooxpaHeHus Poccunckon ®egepauun. YneH Poccunckoro obuectsa knuHuyeckom onkonorun (RUSSCO).
KoHMnMKT MHTEpecoB OTCYTCTBYeET.

OcuneHko MapuHa ®efopoBHa - OOKTOp MeOMUMHCKMX Hayk, npodeccop, 3aBegyowas kadenpoun
nponeaeBTNKN BHYTPEHHUX BonesHen, PrE0Y BO "HoBocubupckuin rocyaapCTBEHHbIN MeQULMHCKUIA yHUBEpCUTET"
MwuHucTepcTBa 34paBOOXpPaHEHMs Poccunckon degepauum. UneH npesngmyma Poccuiickon
ractpoaHTepornornyeckon accoumnaumm (PIFA). KOHNMKT MHTEpECOB OTCYTCTBYET.

MaseHko EkatepuHa BnagumupoBHa - kaHAMAAT MEOMUMHCKMX HayK, MMaglui HayyHbIi COTPYAHUK
racTpoaHTEPONorMn 1 renatonormm meguumnHckoro nHetutyta ®re0Y BO "CankT-lNeTepbyprekuii rocyaapcTBEHHbIV
yHmBepcuTteT" MuHnucTepctBa 3gpasBooxpaHeHuss Poccuiickon depepaumm. YneH Poccuitckoro obwectsa no
nsydyeHnto nedenn (POTIAIM), uneH Asmartcko-TuxookeaHCKOW accoumauum no usdydeHumo nedvenn (APASL).
KOH(nMKT nHTEpecoB oTCyTCTBYET.

Muporoea MpuHa KOpbeBHa - 0OKTOP MeaULMHCKNX Hayk, npodeccop kadeapbl 00Len Bpa4yebHON NpakTuKm
®rAOY BO "Poccuickun yHuBepcuteT Apyxkbbl HapoposB uM. [Matpuca Jlymymbbl". KoHMNWUKT uHTepecos
OTCyTCTBYeT.

MpawHoBa Mapua KoHCTaHTMHOBHa - KaHOMAAT MeOUUMHCKMX HayK, aCcCUCTEeHT Hay4yHO-KIMHUYEeCcKoro u
obpasoBaTenbHOro LeHTpa racTtposHTeporormm u  renatonormm  ®rbOY BO  "CaHkT-leTepbyprckmn
rocygapctBeHHbI yHuBepcuteT" MuHuctepcTBa 3gpaBooxpaHeHusa Poccuickon depepaunn. YUneH Poccuiickoro
obuectBa no usyyeHuto neveHn (POTUI). KoHNMKT MHTEpECOB OTCYTCTBYET.

Mpuxoabko BepoHuka AnekcaHapoBHa - kKaHAUAAT BUOMOrMYECKNX Hayk, AOLEHT kadeapbl dhapMakonormm u
knuHudeckon capmakonorum, PreOyY BO "CaHkT-leTepbyprckuint rocyaapCTBEHHbIA XMMUKO-hapMaLeBTUYEeCKUin
yHuBepcuTeT" MuHucTepcTBa 3gpaBooxpaHeHuss Poccuiickon depepaumm. YneH Poccuiickoro obwectsa no
nsydeHnto neyvenn (POMUM), uneH Poccuiickoro HaydHoro obuwecTtBa dapmakonoros (PHO®). KoHdnukr
MHTEpPecoB OTCYTCTBYeET.

CaeHko AHHa AnekceeBHa - KaHAMAAT MEOULNHCKUX HaYK, OOUEHT kadeapbl rocnutanbHon Tepanun ®reoy
BO "lOXHO-YpanbCkun rocygapCTBEHHbIN MeOUUMHCKUA  yHMBepcuTeT" MuHMcTepcTBa 34paBOOXpaHeHus
Poccuickon ®egepauunn. KOHPNMKT MHTEpeCcoB OTCYTCTBYET.

TapacoBa Jlapuca BrnagumunpoBHa - OOKTOP MeOULMHCKMX Hayk, npodpeccop, 3asBeayollas kKadenpou
rocnutaneHon Tepanuu ®IBEOY BO "YyBalwickui rocygapcTBeHHbIN yHuBepcuTeT um. W.H. YnbaHosa". YneH
npesngnyma Poccuiickoro Hay4Horo meauumHckoro obuwectsa TepaneBtoB (PHMOT). KoHdnukT uHTepecoB
OTCYTCTBYET.

TuxoHoBa TaTtbsHa AHOpeeBHa - kKaHAMAAT MeOUMUMHCKMX HayK, [JoueHT Kadegpbl Tepanuu,
ractpoaHTeponornu n nynbsmoHonorun ®re0Y BO "CapaToBCckuii rocygapCTBEHHbIN MEANLMHCKUA YHUBEPCUTET UM.
B.U. Pasymosckoro" MuHuctepctBa 3apaBooxpaHeHuss Poccunckon ®depepaumn. KoHGMUKT UHTEpecos
OTCYTCTBYeET.



TkaueHko NeTp EBreHbeBnY - kKaHAMAAT MEOULNHCKUX HayK, aCCUCTEHT Kadeapbl NponeaeBTUKM BHYTPEHHNX
OonesHen, racTposHTEpPONOrMM M renatonormm WMHCTUTyTa KnMHudeckon MeamumHbl um. H.B. CknmndocoBckoro
®rAOY BO '"MepBbii MockoBckuiA rocygapcTBeHHbin yHuBepcuteT uM. WU.M. CeueHoBa" MwuHUcTepcTBa
30paBOOXpPaHEHUS Poccuiickon degepaumm (CeyueHoBckun YHuBepcurer). UneH Poccuiickon
ractpoaHTeponornyeckon accoumauun (PrA), uneH Poccunckoro obuwectsa no usydeHuio nedeHun (POTIAIM).
KoHMnUKT MHTEpecoB OTCYTCTBYET.

XnblHOB Uropb BopucoBuny - OOKTOp MeOULMHCKUX HayK, OOUEeHT kadeapbl akynbTETCKOM Teapnuu
reppatpum OOy BO "YpanbCKkum rocygapCTBEHHbIM yHMBepcuTeT'. MUHUCTEepcTBa 34paBOOXPaHEHUSsI
Poccuiickon ®egepaumn. YneH npeangnyma Poccuiickon ractposHTeponormdeckon accoumauum (PFA). KoHdnmkT
WHTEpPEeCOB OTCYTCTBYET.

LbiraHoBa HOnusa BagumoBHa - kKaHAMAAT MeAMUMHCKMX Hayk, poueHT OIrbOY BO "Yyeawckui

rocygapcTBeHHbI yHuBepcuteT uMm. U.H. YnbaHosa". MuHuctepcTBa 3gpaBooxpaHeHusa Poccunckon depepaumn.
KoHMnUKT MHTEpecoB OTCYTCTBYET.

Mpunoxexne A2
METOLONOMA PA3PABOTKU KITIMHUYECKMX PEKOMEHOALIMA

lMpegnaraemble pekoMeHAaUUM WMMEKT CBOeW Lenbilo AO0BECTU A0 NPAKTUYECKUX Bpaven COBPEMEHHbIe
npeactasneHms o6 atmonormm u natoreHese JIMIM, nNo3HakOMWTbL C NPUMEHSIEMbIMU B HacTodLlee BpeMs
anropMTMamMm OLIEHKU TSHXeCTu 3aboneBaHns, NporHo3a n neyvyeHus.

LleneBas aygutopusa gaHHbIX KITMHUYECKMX pekoMeHaaLmm

1. Bpaun-ractpoaHTeponoru.

2. Bpaun obuer npakTukn (CemerHble Bpayn).

3. Bpauun-TepanesThbl.

4. Bpa4yn-oHkonoru.

Tabnuua 1. Wkana oueHkM ypoBHeW OOCTOBepHOCTM AokasatenbcTtB (YO[) ond mMeTogoB AnarHOCTMKM
(AmMarHocTMYecKnx BMeLlaTenbCTB)

yon Pacmndposka

1 Cucrtematunyeckne o630pbl MccredoBaHWn C KOHTPONeM pedepeHCHbIM MeToaoM Wiu
cucTemaTuyeckuii  0630p  PaHAOMU3MPOBAHHBLIX  KIMMHWYECKMX  WUCCNedoBaHuii  C
npuMeHeHVeM MeTaaHanmaa

2 OTtgenbHble mMccnegoBaHus C KOHTpOJiIEM pe(bepeHCHblM mMeTogomMm WM oTaelibHble
paHOOMU3NPOBaAHHbIE  KIMMHUYECKME UccnegoBaHnA W cucteMaTtundeckme O630pbl
uccnegoBaHuin NOOOro AmsainHa, 3a MCKYEeHNeM pPaHOOMU3NPOBAHHbBLIX KITMHUYECKUX
nccrnegosaHui, ¢ npuMeHeHnem MeTaaHanm3a

3 WccnepoBanns 6e3 mnocrnefoBaTeNlbHOrO KOHTPOMsi  pedepeHCHbIM  MeTOAOM  Wnu
uccregoBaHnss € ped)epeHCHbIM  MeTodoM, He SBMSIOWMMCS  He3aBUCHUMbIM - OT
uccriegyeMoro MeToaa, UM HepaHAOMMW3VMPOBAHHbIE CPaBHWUTENbHbIE UCCMNENOBAHUS, B
TOM 4KCrE KOropTHbIE

4 HeCpaBHVITeJ'IbeIe nccnenoBsaHud, onncaHne KnnHn4Yeckoro cny4yasa

5 MmeeTcsa nuwb 06ocHOBaHWE MexaHu3mMa AeNCTBUS UM MHEHNE 9KCMNnepToB




Tabnuua 2. Llkana oueHkn ypoBHEN LOCTOBEPHOCTU AokasatenbctB (Y[) ons metonoB MpodunakTukuy,
neyveHusl, MeguLNHCKON peabunuTaumuM, B TOM YMCHE OCHOBAHHBLIX Ha MCMOMb30BaHMM MPUPOAHLIX NeYebHbIX
hakTopoB (NpodmnakTuyecknx, nevebHbix, peabunmtaynoHHbIX BMeLlaTensCTB)

yan PacumdpoBka

1 CuctemaTtnyeckmn 0630p paHAOMU3UPOBAHHBIX  KMMHWYECKMX  UCCNeaoBaHUnm C
npuMeHeHneM MeTaaHanmsa

2 OTpenbHble paHAOMU3MPOBAHHbIE KMUHWYECKME WCCNEAOBaHWS W CUCTEMATUYECKUe
0030pbl uccrefoBaHu  nob6Oro aAu3anHa, 3a  MCKMYEHWEM  paHAOMU3UPOBAHHbIX
KNMNHUYeCKnX I/ICCJ'IeLI,OBaHI/IVI, C NnpuMmeHeHnemM meTtaaHann3a

3 HepaHﬂ,OMVISVIpOBaHHbIe CpaBHUTEJIbHbIE UCC1eoBaHNA, B TOM YUCT1€ KOTOpPTHbIEe

4 HeCpaBHVITeJ'IbeIe ncenenoBaHud, onncaHme KrnnHM4Yeckoro crnydaa unm cepun criy4vyaes,
uccrnegoBaHue "crnydyan - KOHTponb"

5 MmeeTca nuwb oboCHOBaHME MexaHuM3Ma AEeWCTBUSI BMeLLaTenbCcTBa (,D,OKJ'II/IHVILleCKVIe
VICCJ'IeD,OBaHVIFI) nnn MHeHne akcnepTa

Tabnuua 3. Wkana oueHkn ypoBHen ybeantenbHocTu pekoMeHgaumi (YYP) ons metogoB npodunakTuki,
ONarHOCTUKK, NeYeHnsl, MeaULMHCKON peabunuTauumn, B TOM YMCIle OCHOBaHHbIX Ha UCMOMb30BaHUM MPUPOLHbIX
neyebHbIX hakTopoB (MPOodUNaKTUYECKUX, AMArHOCTUYECKUX, NIeYeOHbIX, peabunmMTaunoHHbIX BMELLATENbCTB)

YYP PacwmdpoBka

A CunbHasa pekoMeHOauus (Bce paccmatpvBaemble Kputepum adeKkTMBHOCTU (Mcxodbl)
ABMNAIOTCA BaXHbIMW, BCE WCCNEAOBaHMA MMEKT BbICOKOE WNN YAOBNETBOPUTENbLHOE
METOAOMNOMMYeckoe KayecTBO, WX BbIBOAbI MO WMHTEPECYOLWMM WUCXo4am SBMASKTCH
COrnacoBaHHbIMK)

B YcnoBHas pekomeHaauua (He BCe paccMmaTtpuBaemMble KpUtepum apekTUBHOCTU (MCXoabl)
ABNAOTCA BaXXHbIMW, HE BCE MCCNEOOBaHUS MMEIKOT BbICOKOE UMW YOOBMETBOPUTENBHOE
METOLO0MOMMYECKOe KavyecTBO, M (UNM) uxX BbIBOAbI MO WHTEPECYOLWMM UCXodam He
ABNAOTCHA COrnacoBaHHbIMM)

C Cnabasi pekomeHaauus (OTCYTCTBME [OKasaTeNlbCTB Haanexallero kayecTBa (Bce
paccmaTtpuBaemMble KpUTepun 3ddEKTUBHOCTU (MCXOAbl) ABMSOTCS HEBaXKHbIMU, BCe
nUccregoBaHUA  WMET HU3Koe MeTOHONorMYyeckoe KayecTtBOo, W WX  BbIBOAblI MO
WHTEPECYIOLUM UCXOA4AM He SBMNSHTCSA COrnacoBaHHbIMM)

Mopsinok OOHOBNEHUS KNMHUYECKUX peKoMeHAauum

MexaHn3m 0BHOBMEHNS KITMHNYECKNX PEKOMeHOauUMi NnpegycMaTpuBaeT X CUCTEMATMYECKYIO akTyannsauuio
- He pexe YeMm 1 pa3 B 3 roga, a Takke Npu NOSIBNEHWN HOBbIX OAHHbIX C NO3ULMM AOKa3aTeNbHON MeAuLMHbI Mo
BONPOCaM [AMAarHOCTUKW, JevYeHusi, NpodunakTMkm W peadbunutaumn KOHKPETHbIX 3aboneBaHun, Hanmyum
060CHOBaHHbIX JOMOMHEHWIA/3ameyaHnii K paHee yTBepxaeHHbiM KP, Ho He Yalle 1 pasa B 6 mecsues.

MpunoxeHne A3

CMPABOYHbIE MATEPUAIDI,
BKINIOYASA COOTBETCTBUE NOKA3AHMUA K NPUMEHEHUIO



W NPOTUBOMNOKA3AHWIA, CNOCOBOB NPUMEHEHUSA U 003 NEKAPCTBEHHbIX
MPENAPATOB, MHCTPYKLIUKA NO NPUMEHEHUIO
JIEKAPCTBEHHOI'O NPEMAPATA

D,aHHbIe KIMMHN4YecKkmne pekomMmeHgaunmn pa3p660TaHbI C Yy4yeToM crnegywuwnx HOpPMaTUBHO-MPaBOBbIX
OOKYMEHTOB!

1. Mpukas MwuHsgpaBa Poccun ot 28.02.2019 N 103H "O6 yTBEepaeHUM nopsiika U CPOKOB pa3paboTku
KMMHUYECKNX PEKOMEHZALMN, UX NepecMoTpa, TUNOBON (POPMbI KITMHUYECKUX pPEKOMEHAauun n TpeboBaHui K ux
CTPYKType, COCTaBy M Hay4yHOW OOOCHOBaHHOCTW BKIIOYAEMOW B KIMHMYECKME pekoMeHgaumuM unHdopmaummn”
(3apeructpupoaHo B MuHiocte Poccum 08.05.2019 N 54588).

2. lNpukas MwuHucTepctBa 3gpaBooxpaHeHust Poccurickon ®Pepepauum ot 12.11.2012 N 906H "O6
YTBEPXKOEHUN MOPsiAKA OKasaHMs MEeOMLMHCKOMW MNOoMOLWM HaceneHuo no npodunto "MactpoaHTeponorusa”
(3apeructpupoaHo B MuHiocte Poccumn 21.01.2013 N 2664).

3. [lpukasz MuHucTepctBa 3apaBooxpaHeHusi Poccuiickon ®Pepepaumm ot 28.12.2022 N 8104 "O6
YTBEPXXAEHUN CTaHZapTa MELMUUHCKOW MOMOLLM B3POCMbIM MpU LUMppo3e U nbpo3e neyeHu (OuarHocTuka wu
neyexue)".

4. Tpvkas MwuHucTepcTBa 3gpaBooxpaHeHus Poccunckon ®depepaumm ot 10.05.2017 N 203H "O6
YTBEPXKOEHUM KPUTEPUEB OLIEHKU KayecTBa MeMLMHCKOM noMoLm”.

Tabnuua 4. OcHoBHble dakTopbl pucka passutusa JMM [10]

dakTop 3HaueHune cdakTopa ans passutua JIMI

Bospact Onpegenset BocnpnMynsocTb K JIMT, BTOPUYHBIM NO OTHOLLEHMIO
K KOHKpeTHbIM JIC, n peHoTun JIII (Hanpumep, NoXunon Bo3pact -
dakTop pucka JIMMN npu npueme nsoHnasmga™, monogomn Bo3pacT -
npv npveme Banbnpoeson kucnotol™™ n HINBI)

YKeHckun non Bonee Bbicokuii puck JTTIN ¢ OINH, renatouenntonspHoro Tuna JMM

OTHMYeckasa npuHagnexHocTb | Onpegenset BocnpMmMymnBoCTb K JIMTT, BTOPUYHBIM NO OTHOLLEHUIO
K oTAenbHbIM JIC

MN306biToYHOE perynsapHoe | [NosbiwaeT puck JMI1, cBa3aHHbIX ¢ oTaenbHbIMY JIC (M30HMa3ng*™,
ynoTpebneHue ankoronsi ranotaH**, napaueTtamon**, OyrnokCeTuH, BanbnpoeBas Kucrnota*™,
aHabornun4yeckue ctepongbl)

KomnoHeHTbl meTabonuyeckoro | MoeblwaeT puck JIMIM, cBsi3aHHbIX ¢ TaMOKCUeHoOM™™
cuHapoma (HAXKBI, caxapHbiv
anaber)

XpoHudeckuii renatnt B C MoebiwaeT puck JIMM, cBA3aHHBIX C aAHTUPETPOBUPYCHON WU
NpoTUBOTYBEpPKYyne3Hon Tepanunen

Tabnuua 5. Kateropmm akcnepTHOM OLEHKM NPU OLEHKE NPUYMHHO-CINEACTBEHHbIX CBA3en B anarHoctumke JIMNM
(AASLD, 2023) [2]

OueHka NpUYMHHOCTY BeposaTHocTb (%) Onucanve
OnpepneneHHoe 6e3 comHeHul | bonee 95 YeTkne n ydbeamTenbHble faHHbIE
Becbma BeposiTHOe 75 -95 UeTkne n ybeaguTtenbHble OaHHbIE, HO HE A0
KOHLia onpenerieHHble
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BeposiTHoe 50-74 BonbLlwnHCTBO OaHHbIX noatsepXxaarT
NPUYNHHO-CNEACTBEHHYIO CBS3b

BoamoxHoe 25-49 BonbWNHCTBO AaHHbIX He npeanonaralT
NPUYNHHO-CNEACTBEHHOWN CBSI3M, HO
BEPOATHOCTb OCTaeTcs

ManoBeposTHoe MeHee 25 [NpuynHHO-CcneacTBeHHad CBSI3b OYeHb
MarnoBepodATHa, bonee BeposiTHa
anbTepHaTMBHas 3TUOSOMNS

HepoctaTto4yHo AaHHbIX NsyuaeTcs OTcyTCTBME KIMHOYEBBLIX AaHHbIX

Tabnvuua 6. HekoTopble NPOTMBOONYXOSEBbIE

pPa3BUTNN renaTtoToOKCNYHOCTHU

npenapaTtbl U pekoMeHdauun no moauvdukaumm nos npu

Mpenapat | ®apmakonormyeckn | [NpegocTtepexeHuns [NoBbiWweHne Moagundurkaums
1 Krnacc npenapara, nokasaTeneu 003bl
npuMeHeHve neyYyeHo4YHON
naHenu

Cennepkatn | HrmMbutopsl enatoTokcnyHocTb | CepbesHble HP co |ACT  wnm AT

HNG NpPOTEeVHKNHa3/pasn HeobXxoauM | CTOPOHbI MeYeHU B |YyPOBHS G3-4:
WYHbIE  CONUAHbIE | KOHTPONb  YPOBHS | 2,6% cnydvaes. | BOo3fepxaTtbca  OT
onyxonu (nerkmx, |AJIT u ACT nepeg |lMoBbiwenne  AJIT |go3el go G1 wvnm
LMTOBUIHOWN Hayanom Tepanum n|go  G3-4 B 9% | MCXOOHOrO YpPOBHS.
xenesbl) Kaxgble 2 Hed. B|Cryyaes. CHu3utb o3y Ha 2

TevyeHne nepsbix 3 |[lMoBbiweHne  ACT | ypoBHS n
Mec. neyenus, |po G3-4 B 8% | KOHTpONUpoOBaTb
3aTeM 1 pas Kaxablii | criyvaes. ANTT/ACT
mecsiL MoBbiweHne exeHeaenbHo.
ounupybuHa go G3- | YBenuuntb Ha 1
4 B 2% cny4aes YpOBEHb 0o3bl
MUHUMYM 4Yepe3 2
Hen,.

KanmaTtnHné | MHrmbutopsl enaToTokcUYHOCTL |MoBbiweHne yposHa |ACT  unu AJIT
NPoOTEUHKNHa3/MeTa HeobxoaouMm | AJTT pgo G3-4 = 8%, |ypoBHa G3  Ges
cTaTU4eCcK1i KOHTPOMb  YPOBHS | MOBbILLUEHNE YPOBHS | MOBbLILLEHUS
HemenkokneTouHbii |AJTT n ACT nepea |ACT go ypoBHs G3- | bunmpybuHa:
pak nerxkoro Hayanom Tepanuu u |4 = 4,9% NPUOCTaHOBUTb

Kaxgble 2 Hed. B npvem npenapata
TeyeHne nepsbix 3 00 BOCCTaHOBNEHUS
Mec. neyeHus, MCXOOHOr0  YPOBHS
3aTeM 1 pas kaxgpblv TpaHcamMuHa3.
MecsL ACT mnu ANT
YPOBHSA G4,
NPUCYTCTBYIOT
KpUTEpMM  3aKOHa
Xas: npekpaTuTb
npvem npenapart
6e3 B0O30OHOBMNEHUS

OHTpeKTUHN | IHrMbuTOpBLI enatoTokCMYHOCTL |[loBbiweHne ypoBHs |ATT  wnim ACT

6 npoTenHKnHas/pacn Heobxooum |ANIT po G3-4 =|ypoBHs G3-4:
pOCTpaHeHHbIN KOHTpOmnb  ypoBHSA | 2,9%, nNOBbILIEHWE | NPUOCTAHOBUTL
HemernkokneTtouHblr |AJIT u ACT nepen|ypoBHa ACT po|npuvem npenaparta

pak nerkoro

Ha4yanom Tepanun u
Kaxgble 2 Hed. B

ypoBHA G3-4 =2,7%

[0 BOCCTaHOBMEHUS
YPOBHS




TeyeHme nepsBbiX 3
Mmec. neyeHus,
3atem 1 pas Kaxgbli
mMecsL,

TpaHcamuHas [0
ypoBHA G1  wunu
NCXOOHOTO  YPOBHS,
BO306HOBUTL B TOM

e [Jose, ecnu
cobbITne G3
paspeLumnnoch B
TeyeHue 4 Heq. Vnn
BO30OHOBUTb B
YMEHbLUEHHON [03€e
npu MOBTOPHbIX

nosbllleHusix o G3
MNW NOoBbILLEHWUM A0
G4.

Mpwn
NMOBTOPSAOLLMXCH
NoBbILLEHUSAX
ANT/ACT po G4,
NpUCyTCTBUN
KpUTEPMEB  3aKOHa
Xas npekpaTuTb
npvem npenapart
06e3 Bo30OHOBNEHNS

Monatysyma |lMpoune enaToTokcn4HoCTb | B kombuHaumm ¢ R- | Heobxogumo
© BeJOTUH** | MOHOKINOHAanbHbIE Heobxooum | CHP  noBbllieHWe | BO3gepxaTbCcs  OT
aHtutena (CD79b-|KOHTPONb  YPOBHS | yPOBHS BBEAEHUA
TapreTHbIA KOHbIOraT | TpaHCaMuMHa3 n | TpaHCaMnHa3 npenapaTta npu
"aHTMUTENO - | BunupybunHa Habnoganocs B | YDOBHe
nekapcteo"/anddys 10,6% cnydyaes, | bunupybuHa > 1,5
Has B- npeumyliecTseHHo | BIMH.
KPYNHOKIIETOYHas G1-2, pexe G3. G4- | Koppekumsa oosbl He
numdoma) 5 He Habntoganock. | TpebyeTtcs npu
B kombuHauumn ¢ R-|ypoBHe
CHOP noBbiweHue | GunmpybuHa < 1, 5
YPOBHS BM’H »n nosbiweHun
TpaHcamuHa3s ypoBHa ACT
Habntoganochb B
7,3% cny4aeB
Napotpektn | IHrMbuTopsl enaToToKkcMYHOCTL | [NoBbIWEHME ypoBHS | Heobxogumo
HNO NpoTeuHKNHas/conu HeobxoamM | AJTT 1 ACT ypoBHS | CHU3UTb HayanbHYyO
AHble OMnyXxonuM CO |KOHTponb  ypoBHSA | G1 Habnwopaetca B|Ao3y Ha 50% y

CNUSIHNEM reHoB
NTRK 6e3 myTtauun
PE3NCTEHTHOCTH,
MeTacTaTuyeckme
0e3  BO3MOXHOCTM
XUPYPru4eckon
pesekumu, be3s
YyAOBReTBOPUTENbH
bIX anbTepHaTMUBHbIX
MeTO/10B NneveHns

AT n ACT kaxable
2 Hed. B TedeHue
nepBoro Mecsua
neyenus, 3atem 1
pas eXeMeCslHHO U
Mo nokasaHusaMm

18 n 19% cny4aes
COOTBETCTBEHHO,
ypoBHa G2 - 5%
cnydyaes, G3-4 - fo
3% cnyyaes.

nauneHtos c¢ LM
Child-Pugh B n C.

Heobxogumo
NPUOCTaHOBUTb
npuMeHeHne n
N3MEHUTb
003MPOBKY
npenapaTa nog
KOHTponem
nabopaTopHbIX
nokasatenen  unu
HaBcerga
npekpaTuTb Mnpuem
npenapaTa B
3aBMCMMOCTHU oT




cTenexHun TAXECTU
renatoToOKCU4YHOCTUN

BuHUMeTUHM
6]

UHrmbutopsl
NPOTEUHKNHA3/COBM
€CTHO c
WHIMBUTOPOM CEpPUH-
TPEOHUHKNHa3bl  B-
Raf (BRAF),
Hepe3ekTabenbHas
unm
MeTacTaTudeckas
MenaHoma c
MyTaumamm  BRAF
V600E nnn V600K

[[enaTOTOKCUYHOCTb
Heobxoaum
KOHTPOMNb  YPOBHSA
nokasarenemn
ne4yeHoYHom
naHenun 0o, BO
BPEMS JEeYeHUss U
npu Hanuyuu
nokasaHumn

B komOuHaumm c
3HKopadeHnGoMm
AT  noBsblllanacb
o G34 B 6%
cnyyaes, ACT - go
G3-4 B 2,6%. W -
oo G34 B 0,5%
cny4aee

Mpwn NoBbILLEHUN
AJTT n ACT ypoBHs
G2 KOppeKLumm
Tepanum He
TpebyeTcs; ecnn B
TeYeHue 2 Hen. He
HacTynaet
ynyJlieHue,
npekpaTuTb
ne4yexve
yny4LeHns
coctosiHusa go GO-1
WNn 0O  YPOBHS,
npeaLlecTByOLLEro
ne4veHno/6asoBoro,
a 3aTem
BO30O6HOBUTL B TOW
xe pose.
MoBbllEHNE YPOBHS
ACT vnun AINT G3-4;
npu NepBoM criyyae
G3-4 (vnmn
peunamse G2)
NPMOCTaHOBUTb
neyeHve Ha < 4
Hefd.; ecnv ypoBeHb
TpaHcaMuHa3
cHusutca go GO-1
WM OO0  YPOBHS,
NpeALecTBYHOLLEro
neyeHno/6a3oBoro,
BO30OHOBUTL B TOW
Xe  gose; ecnum
ynyyLeHus He
Oynet, OTMEHUTb
npenapar. Mpwn
MOBTOPHbIX
coObITUAX
paccMoTpeTb
BO3MOXHOCTb
NMOCTOSIHHOIO
npekpaLleHus
neyeHus. Ona
nauneHToB c
yMepeHHOoM unu
TSHKENon
neyYeHoYHOM
HegoCTaTOYHOCTbIO
pekomMeHayemasi
po3a coctaBnset 30
Mr 2 pasa B CyTKU

ao

AbBemauuknu
6**

NHrmbuTopsl
npoTenHKnHas/pacn
POCTPaHEHHbIV UK

[[enaToOTOKCUYHOCTb

Heobxoaum
KOHTPOSb  YPOBHS
AJT, ACT v obuiero

MoBbIWEHWe YpOBHSA
AJTT n ACT po G3-4
npu MpUMEHEHUN B
KOMOMHauuUn c

MNoBbiwenne AJIT un
ACT po G1-2 -
KOppeKuun [o3 He
TpebyeTcs. Mpwn




MeTacTaTU4ecKkumn
PMX (HR+, HER-)

bunupybnHa nepepn
Hayanom Tepanuu

dynBecTpaHTOM
HabntoaanocTb B

nosbileHun AJTT n
ACT po G3: oTmeHa

Kaxable 2 Hed. B|6,1 un 4,2% crnyyaes | npenapata no
TeyeHne nepBbiX 2 |COOTBETCTBEHHO BOCCTaHOBMNEHUS
MEC., eXXeMeCSYHO B YPOBHS
TeyeHune TpaHcaMuHa3 ao
cnegywoowmnx 2 Mec. GO0-1 unm Jo
" 3aTtem B YPOBHS,
COOTBETCTBUM c npeaLecTByOLLEro
KITMHUYECKMMMU ne4veHno/6asoBoro,
nokasaHnamm 3aTeM BO306HOBUTH
npuem B
YMEHbLUEeHHON A0
NpeALlecTBYHOLLErO
YPOBHS nose.

MNoBbiwenne AJIT un
ACT po G4 wunn
NPUCYTCTBYIOT

KpUTEPUM  3aKOHa
Xas: npekpaTuTb
npuem npenapat
06e3 Bo30OHOBNEHNS

HP - HexxenaTtenbHble peakummn, BI'H - BepxHasa rpaHunua HopMbl

Tabnuua 7. 3ddekTMBHOCTL renaToTponHbIX npenapatoB (A 05, npenapaTtoB And neveHus 3abonesaHuin
neyeHn 1 XXenyeBbIBOAALWMX NyTen) B neveHun n npodunaktuke JMMM.

OdbdekTnBHOCTL #aueTunuuctenHa** B neveHuu JMNMM [206, 207, 221 - 227]
N | 3tumonorusa JINM (rpynna JIC) JIC (npwuuna NMM), ans JIC (npwunna NMM), gna
KOTOpPbIX NOKasaH KOTOpPbIX HEAOCTATOYHO
NOSNTOXUTENbHbIN 3 dEKT OaHHbIX
1 AHanbretTukn n antunupetuku | MNapauyetamon™™ (1 KKW
(NO2B) [Keays, 1991], 4 CO [Chiew,
2018, Stine, 2016, Licata,
2022, Buckley, 2007])
2 MpoTnBorpmMbKoBLIE KetokoHason (1 CO [Niu,
npenapaTbl CUCTEMHOro 2022])
Aevictens (J02)
3 MpoTtuBoonyxonesble Lnknodocchamng ™™,
npenapatbl (LO1) OycynbdaH**, dnygapabuH**
1(1 PKW [Barkholt, 2008]),
mepkanTonypuH** (1 PKW [van
Asseldonk, 2024])
4 mmyHopenpeccaHTsl (L04) MmmyHorno6ynumH
aHTUTUMouuTapHbelin®* (1 PKA
[Barkholt, 2008));
asatmonpuH**
5 MpenapaTtel AN neyeHus AmunogapoH* (1 CO [Jaiswal,
3aboneBaHuii cepgua (CO1) 2018))
Mpumevanus: JIC - nekapctBeHHoe cpepcTtBo, JIMIM - nekapcTBeHHoe nopaxeHue nedveHun, KKA -
HepaHAOMU3NPOBAHHOE KOHTPOMMpYeMoe KnuHudeckoe uccriegosanne, PKU - paHgomumanpoBaHHoe




KnuHuyeckoe nccnegosaHune, CO - cuctematunyeckuii o63op, 1 - B koMBMHaLMKU € nNy4yeBOn Tepanuen,
annoreHHon TpaHcnnaHTauMen reMonoaTUYECKUX CTBOMOBbIX KINETOK.

O pekTnBHOCTL #aueTunuuctenHa™ B npodmnaktuke JIMM [228 - 232]

N

O1monorus NMMM (rpynna JI1C)

J1C (npwuwnna JIMM), ans
KOTOpPbIX NMOKa3aH
NOSTIOXNUTENBbHbIN 3 EKT

MpoTMBOMUKPOOHbLIE
npenaparTbl CUCTEMHOTO
aevictens (J)

M3oHnasng*™, pundamnmumny™*,
nupasvHamma*™™, atambyrton™™
(2 PKW [Baniasadi, 2010,
Farazi, 2015]; 1 MA [Singh,
2020));
NpOTMBOTYOEPKyNe3Hble
npenapatbl (2 PKWM [Ahmed,
2020, Sukumaran, 2023])

Mpumeyanus: JIC - nekapctBeHHoe cpenctso, JIMIM - nekapcTtBeHHoOe nopaxeHune nedeHn, PKA -
paHOOMU3NPOBAHHOE KINMHUYECKOe nccrenoBanHne, MA - meTaaHanus.

O dekTnBHOCTL #neBokapHUTMHA B neveHmu JMIM [233, 240]

N | Otnonorusa JIMNM (rpynna JIC) JIC (npwuwuna JIMNM), ans -
KOTOpPbIX NOKa3aH
NOSNTOXUTENbHbIN 3 EKT
1 MpoTnBO3aNunenTuyeckne Banbnpoesas kucnota*™ (1]-
npenapatbl (NO3) PKW [Tincu, 2016], 1 CO

[Perrott, 2010])

Mpumevanus: JIC - nekapctBeHHoe cpeacTeo, JIMIM - nekapcTtBeHHoe nopaxeHwe nedeHun, PKA -
paHOOMM3NPOBaHHOE KNMHWYecKkoe uccriegoBaHue, CO - cuctematudeckunin 063op.

OdbdhekTnBHOCTL #nesokapHuTMHa B npodunaktuke JMM [241]

N

S1mnonorusa NMMM (rpynna J1C)

J1C (npwuuna JNM), ang
KOTOpbIX NOKa3aH
NONOXuTenbHbIN 3 deKT

MpoTMBOMUKPOOHbIE
npenaparsbl CMCTEMHOro
aencteuns (J)

M3oHnasng*™™, pundamnmumnH™*,
nupasvHamug**, aramobyrton**
(1 PKW [Hatamkhani, 2014])

Mpumevanus: JIC - nekapctBeHHoe cpenctso, JIMIM - nekapcTtBeHHOe nopaxeHwe nedeHu, PKA -
paHOOMU3NPOBAHHOE KITMHUYECKOe uccreaoBaHue.

OdbdekTnBHoCcTb #YOAXK*™ B nevenun JNIMM [224, 242, 245, 247, 249, 255 - 258]

N | 3tuonorusa JINM (rpynna J1C) JIC (npwuuna NMM), ans JIC (npwyunna NMMM), ana
KOTOpbIX NOKa3aH KOTOPbIX HEAOCTAaTOYHO
NOSTIOXNUTENBLHbBIN 3 dEKT OaHHbIX
1 MpOTMBOMUKPOOHbLIE LedbTpnakcon™* (1 KK | AMoKcHMUMNNKWH +
npenaparsbl cucTemHoro | [OB4apeHko 2013)); | knaBynaHoBasi kucnora** (2
aevicteus (J) a3nTPOMULNH™™ [Stepanov, | CO [Niu, 2022, Robles-D az,
2021]; 2022)); Ko-Tpumokcason
NpOTUBOTYDEPKYE3Hble [cynbdhameTOKCa3on +
npenapartbl (1 PKW | tpumeTonpum]** (1 CO [Niu,
2022])




[Bopsakosa, 2012, bop3akosa,

2016));
aMOKCULIMAMVWH +
KnaBynaHoBasi Kucnorta**,
pucdamMmnmumH**, n3oHuasng**,
nupasMHammg™™ [Bessone,
2024]

2 MpoTtmBorpnbkoBbie TepbuHacuH (1 CO [Robles-D
npenapaTbl CUCTEMHOI0 az, 2022)])
aencteus (J02)

3 MpoTmBoonyxonesbie Membponuszymab™*,
npenapatsl (LO1) 6peHTykCcumab BegoTUH™™ (1

CO [Robles-D az, 2022])

4 [opmoHanbHble  npenaparhbl TecTocTepoH™™, HaHOAPOOH*,
CUCTEMHOIO AENCTBUS, KpoMe Tvamason**, dnytammg** (1
MosnoBbIX rOPMOHOB n CO [Robles-D az, 2022])
nHcynuHos  (H), TlMonosbie
FTOPMOHbI M MOAYMSTOPbI
hYHKLMN MONOBLIX OpPraHoB
(G03), AHabonnueckue
ctepouabl (A14A)

5 AHTUIMNEPTEH3NBHbIE BoseHntan** (1 CO [Robles-D
cpeactea (C02) az, 2022))

6 JIC, Bnusiowme Ha HepBHYHO ranonepugon™*,
cuctemy (N) aMUTPUNTUNNH™,

deHnTonH**, cepTpanuH** (1
CO [Robles-D az, 2022])

7 HectepounaHble HanpokceH (1 CO [Robles-D
npoTMBOBOCMANUTENbHbIE U az, 2022])
NpoTMBOpEBMATHYECKME
npenapatbl (MO1A)

8 MmmyHogenpeccaHTsl (L04) MeToTpekcat™* (1 PKW | -

[Makcnmosa, 2015])
9 BudocdoHaTel (MOSBA) NbangpoHosas kncnota (1 CO

[Robles-D az, 2022])

Mpumeyanus: JIC - nekapctBeHHoe cpeacTso, JIMIM - nekapcTBeHHoe nopaxeHue nevenu, HIBI -

HecTepouaHble

npotmBoBoCnannTesibHble U

NpoTMBOpPEBMATUNYECKNE

npenapatbl, PKW -

paHAOMM3NPOBaHHOE KNUHWYeckoe uccrnegosaHue, CO - cuctematudeckunin 063op.

AdbdekTnBHocTb #YOXK*™ B npodpunakTuke JIMM [259 - 264]

N | 3tuonorusa JINM (rpynna JIC) JIC (npwuuna NMM), ans JIC (npwyunna NMMM), ana
KOTOpPbIX NMOKa3aH KOTOPbIX HEQOCTAaTOYHO
NOSNOXUTENbHbLIN 3 dEKT OaHHbIX
1 MpOTMBOMUKPOOHbLIE AMOKCULMITITUH®,
npenapaTbl CUCTEeMHOrO | knaputpommumu™* (1 PKA
aencteuns (J) [Angpees, 2020])
2 MpoTtuBoonyxonesble BuHKpUcTUH*™, MepkantonypuH*™ (2 PKU
npenapaTbl (LO1); | payHOPYOULIMH**, [Mohammed  Saif, 2012,




KopTukoctepougbl
cuctemHoro genicteus (HO2A)

acnaparnHasa**,
umnknodochammng™*,
unTapabunH**,
MepKanTonypuH**,
MeToTpekcaTt**,
UMaTUHNG™*,
MEeTUINNPEaHN30MOH™™,
aekcametasoH*™ (1
[Mohammed Saif,
npegHM30noH™*,
OOKCcopyoULNH™™,
BUHKPUCTUH™™,
acnaparnHasa™*,
MeToTpekcaTt**
[CkpunHuk, 2020]);

aTono3ng**,

PKU
2012));

(1 KKU

Bordbarr,
npeAHn30noH**
[CkpunHuk, 2020],

[Bordbar, 2018])

2018]):
(1 KKM
2 PKU

3 MpoTnBO3aNUNenTuyeckne Banbnpoesas kucnota*™ (1]-
npenapatbl (NO3) PKW [Shahramanian, 2020])

4 MHrMbunTopsbl NPOTOHHOrO | 330Menpa3on™* (1 PKW | -
Hacoca (A02BC); MNpenapatbl | [AHOpees, 2020]);
Ons nedYeHnsa yrpeBon CbiNW | UBOTPETMHOMH (1 PKA

cuctemHoro genicteust (D10B)

[NepeHuoBa, 2020])

Mpumeyanus: JIC - nekapctBeHHoe cpenctso, JIMIM - nekapcTtBeHHoOe nopaxeHune nedeHun, PKA -
paHOOMM3NPOBAHHOE KNMHWYecKoe uccriegoBaHue, CO - cuctematudecknii 063op.

OdbdekTnBHOCTL agemeTMoHnHa™* B nedenuu JMNM [267, 269, 271, 274, 276 - 280]

N

Otumonorus MMM (rpynna J1C)

JIC (npvuuna NMM), ans
KOTOpPbIX NOKa3aH
NOSNTOXUTENbHbIN 3 dEKT

MpoTnBOMUKPOGHLIE
npenapaTbl CUCTEMHOTO
aevicteus (J)

M3oHrasug*™*, pudamnuuymH**,
nupasMHamma™™, aTamoyTon™*,
CTPENTOMULNH™™,
npoTUoOHaMMO™**,
LMKITOCEPUH™™,
aMunHocanuuunoBsas
Kncnota**, nesodriokcaunH**,
LMNpOdorIOKCaLMH™,
KaHaMULMH™*, aMuKaunH*>,
pudabyTuH** (1 KK
[CyxaHoB, 2012, CyxaHoB,
2013a, CyxaHoB, 20136]);
NpoTUBOTYHEPKYE3Hble
npenapatbl (1 PKU [CyxaHos,
20138])

MpoTuBoonyxorneBble
npenapatbl (LO1)

HokcopyouumH**,
uuknocdochammng™*,
dbTopypaumn®, BUHKPUCTUH™,
naknutakcen™*,
kapbonnaTtuH**, aTono3ng**,
MeTOoTpeKkcaT™™, uucnnaTuH**,
unTapabuH**, npokapbasuH**,
puUTYyKCMMab™**, BopTe3omMuo™*
(1 CO [Noureddin, 2020]; 1 HM
[CHerosowm, 2015));
HeyTOYHEHHble (1 KK




[Knaputckas, 2013));
okcanunnaTnH**,
NPUHOTEKaH™*, pTopypaLmnn™*,
uuknodochammng™*,
MeToTpekcaTt** (1 HKU
[Santini, 2003])
3 WmmyHopenpeccaHTsl  (LO4); | LUnknocnopuH™**, -

KopTukocteponapl necnyHomung**,

cuctemHoro gencteus (HO2A) | 6eTameTasoH™™,
JekcameTasoH™* (1 cO
[Noureddin, 2020));
MeToTpekcaTt**,
KOPTUKOCTEPOMAbI CUCTEMHOIO
nencTeus (1 HKA
[Perlamutrov, 2014])

4 [opMoHanbHble  npenapatbl | HeyToYHEeHHble (1 KKW | -

cUCTEMHOro gencteus, kpome | [Knaputckas, 2013])

NonoBbIX rOpMOHOB n

nHcynuios  (H), Tlonosbie

FTOPMOHbI M MOAYNSATOPSI

byHKLMN MONOBLIX OpPraHoB
(G03), AHabonnueckue
ctepouabl (A14A)

Mpumevanus: JIC - nekapctBeHHoe cpenctBo, JIMIM - nekapctBeHHoe nopaxeHue nedveHun, KKA -

HepaHOOMU3npoBaHHOE

KOHTpOnupyemoe

KIMNHN4YecKkoe

nccrnegoBaHue, HKW -

HepaHOOMM3NPOBAHHOE KIMHMYeckoe uccredoBaHue, PKU - paHOOMWU3MPOBaHHOE KIMHUYECKOe
nccnegosanue, CO - cuctematuyeckuin 063op, HIM - HabnogaTensHasa nporpammva.

OdbdekTnBHOCTL #agemeTnoHnHa™* B npocunaktuke JMM [270, 281 - 286]

N

Otumonorus MM (rpynna J1C)

JIC (npwuuna NMM), ans
KOTOPbIX NOKasaH
NONOXuTenbHbIN 3 deKT

JIC (npwynna NMM), gna
KOTOpPbIX HEAOCTATOYHO
AaHHbIX

MpoTuBoonyxorneBble
npenapatbl (LO1)

LUntapabuH**, aHTpauuKnuHbl
N POOCTBEHHbIE COEAMHEHWS,
atono3ng*™ (1 KKN [CkpbInHUK,
2019)]); dbnygapabuH**,
umknodgochamma**,
puUTYyKCMMab**,
OeHOaMyCTuH™*,
BMHKPUCTUH™, NPeaHN30MOoH™*
(1 KKWM [CkpwunHuk, 2020]);
beBauunsymab™*,
okcanunnaTuH**,
KaneuntabuH**,
dTOpYpauun** (HKA
[Vincenzi, 2011, 2012, 2018])

BeBaunsymab**,
okcanunnaTtud** (1 CO [Beni,
2022))

MmmyHogenpeccaHTsl (L04)

MeToTpekcat™* (1 KK

[Yrpromoga, 2010])

Mpumevanus: JIC - nekapctBeHHoe cpeacTso, JIMIM - nekapcTtBeHHoe nopaxeHwe nedveHn, KKA -
HepaHOOMM3MPOBAHHOE KOHTPONMpYeEMOe KMMHUYECKOe UCCnefoBaHmne

OddekTnBHOCTL hochonmnmaor B nevenun JII [285, 290 - 292]




N | 3tuonorusa JINM (rpynna J1C) JIC (npwuuHa NMM), ans -
KOTOpPbIX NOKasaH
NOSTIOXUTENbHbIN 3 EKT

1 MpoTMBOMUKPOOHbLIE MpoTnBOTYGEPKYNE3HBIE -
npenaparbl cuctemHoro | npenapatsl (1 KKW [Liu, 2021];
aevicteus (J) 1 MA [Li, 2023])

2 KopTukoctepounabl MeTtunnpeaHumsonon** (1 KK | -

cuctemHoro genicteus (HO2A) |[Manbroea, 2017])

3 MNonosble FrOPMOHbI n|FectareHsl, 3CTPOreHsl, | -
MoAynATopbI (PYHKLMM | FOHAOOTPOMNUH
nonosbix opraHoB (G03) XopuoHudeckni** (1 KKK

[Manbroea, 2017])

4 MpoTuBo3aNunenTnyeckne deHuTonH™*, beHobapbutan™ | -
npenapatbl (NO3) (1 KK/ [Hisanaga, 1980])

Mpumevanus: JIC - nekapctBeHHoe cpenctBo, JIMIM - nekapctBeHHoe nopaxeHue nedveHun, KKA -
HepaHOOMM3MPOBAHHOE KOHTPONMpyeMoe KNMHU4Yeckoe nccnegosaxme, MA - metaaHanms.

O dpekTnBHOCTL OpHUTMHA B neveHun J1ITM [282, 297, 298, 301, 303, 304 - 307]

N | 3tuonorusa JINM (rpynna JIC) JIC (npwanHa NIM) gns -
KOTOpPbIX NOKasaH
NOSNTOXUTENbHbIN 3 dEKT

1 MpoTnBOONYyxonesbie Linknodpocchammng™™, -

npenapatbl (LO1) bopTe3omno™*,
JekcameTasoH™* (1 PKA
[CkpbINHMK, 2018]);
aHTUMeTabonuTl,
coenHeHns nnaTuHbl,
ankunupytowme cpencrtea,
aHTPaUUKIUHbI n
POACTBEHHbIE  COEAUHEHMUs,
TakcaHbl, ankanovabl
pacTUTENbHOro

NpoOVCXOXAEHUS 1 gpyrue
npupoaHble Bewectsa (1 HKA

[Scheller, 1998));
HeyTouyHeHHble (2 HCKU
[NapnoHoBa, 2009,
MakcumoBa, 2018], 1 CHKU
[ConpaToBa, 2022));
coeguHeHuns nnaTuHbl,

TakCaHbl, aHTPaUMKNNHLI W”
poACTBEHHble coeuHeHus (1
HKW [Mauuwesckasa, 2011]);
uuknocdocchammng™*,
6optesomunb™* (1 CHKUM
[CkpunHuk, 2018])

2 JIC, Bnusitowme Ha HepHyto | KnosanuH (1 KK [CroHanH,
cuctemy (N) 2010]); ncuxonentukn (1 KKU
[OcTaneHko, 2006])

Mpumevanus: JIC - nekapctBeHHoe cpeacTso, JIMIM - nekapcTtBeHHoe nopaxeHwe nedveHn, KKA -
HepaHOOMM3MPOBAHHOE KOHTPONUMPYEMOE KNMHUYeckoe uccriegosaHune, PKU - paHgommanposaHHoe




KnuHu4eckoe wuccnegosaHne, CHKU - CpaBHUTeNbHOe HepaHAOMU3NpPOBaAHHOE KIMMHUYECKOoe
nccnegoBaHue, HCKUA - HeCpaBHUTEJIbHOE KITMHN4YeCKoe nccnenoBsaHmne

OdPeKTNBHOCTL  (PUKCMPOBAHHOM KOMOMHaUMW WHO3MHA + MErNoMUHA + METUOHMHa +
HUKOTUHaMUAA + AHTapHOW KMCNoTbI*™* B neveHun J1MMN [276, 277, 317, 325 - 327]

N | 3tnonorusa JIMNM (rpynna JIC) J1C (npwuwnna JIMM), ans -
KOTOpPbIX NOKa3aH
NOSTIOXUTENbHbIN 3 EKT

1 MpoTnBOMMKPOGHLIE M3oHnasng*™, pundamnmumnH™*,
npenapatbl CUCTEMHOrO | NnupasnHaMmmna™*, atambyTon™*,
aencteus (J) npoTMoHamma*™,
LMKIOCEPUH™™,
aMnHocanuuunoBas
KncnoTa**, neBodriokcaumH**,
unnpodnokcaumH**,
KaHaMULMH**, aMmuKaunnH**,
pucabyTnH** (1 KKW
[CyxaHoB, 2013a));
NpoTUBOTYBEPKYNE3Hble
npenapatsbl (2 PKU [CyxaHos,
20136], 2 KKW [CyxaHosB,
2009, LUWesbipea, 2012]);
aHTMbakTepuanbHble

npenaparbl CMCTEMHOro
pevicteust (1 KKW [Maenos,
2025))
2 MpoTnBOBMpPYCHbIE MpoTnBOBMpPYCHbIE -
npenapaTbl CMCTEMHOTO | penapaTbl NPSIMOro AeNCTBNSA
Aevictens (JO5) [ansa neverns BUY-uHbekumm]

(1 KKU [LWWeBbipeBa, 2012])

3 lMpoTnBoonyxonesble HoueTtakcen™, uucnnatuH**, |-
npenapatbl (LO1) dTopypaumn**1 (1 KKN
[UBaHoBa, 2023])
4 HecTtepounaHbie HIMBIM (1 PKW [MNaenos, 2025]) | -
NPOTUBOBOCMANUTENbHBIE U
nNpoTUBOPEBMATUYECKNE

npenapatbl (MO1A)

Mpumevanus: JIC - nekapctBeHHoe cpeactso, JIMI - nekapcTBeHHoe nopaxeHue nedeHun, KKN -
HepaHOOMMU3MPOBaAHHOE KOHTPONUPYEMOE KIMHUYeckoe nccriegosaHune, PKU - paHgomusuposaHHoe
KnuHu4eckoe  uccriegoBaHne,  HMBIT - HecTepougHble  nNpoTMBOBOCNANUTENbHbIE U
npoTMBOpeEBMaTH4eckme npenapatbl; 1 B KoMOMHaUMKM C ny4yeBon Tepanuen.

O heKkTMBHOCTL  (PUKCUPOBAHHOW KOMOMHaUUM #MHO3MHA + MernMMHa + MEeTUOHMHa +
HYKOTMHamMuga + sHTapHoW kucnoTel*™ B npodpmnaxtuke JIMM [311, 318, 322, 324, 328 - 330].

N | 3tuonorusa JIMNM (rpynna J1C) J1C (npwuwuna JIMNM), ang -
KOTOpPbIX NOKa3aH
NONOXUTEnNbHLIN 3 dEKT

1 MpOTMBOMUKPOOHbLIE M3oHnasung*™™, pudamnmumnn™, | -
npenaparbl cuUcTeMHOro | pudabyTuH**,  pudaneHTuH,
aencteuns (J) nupasvHamug**, atamoyTon**,

CTPENTOMULMH™™,

KaHaMULMH™*, aMuKaunH*™>,




KanpeomuumH**,
nesodniokcauuH**,
MOKCUdITOKCaLH**,
crnapdniokcauuH™*,
NpoTMOHaMUA™™, aTMOHaMNG**,
6epakBuUNUH**, nuHesonug**,
LUMKIOCEPUH™™,  Tepu3ngoH**,
aMnHocanuuunoBsas
kucnota**, pgenamaHng** (1
PKW [Bonueropckunn 2016]);

NpoTUBOTYBEPKYE3Hble
npenaparbl (1 PKW
[Konomuel, 2019])
2 lMpoTuBoONyxonesbie dTopypaumn**, -

npenapatbl (LO1) OOoKCcopyOULNH™™,
uuknodpocpamng*™ (1 KK
[KoHonaukoBa, 2015));
atono3ng**, umMcnnaTuH**,
uuknocdocammng™*,
aokcopybuumH™ (1 KKW
[HepeHkos, 2013]);
uucnnaTuH**, kapbonnaTuH**,
OOKCOpPYOULMH**,
uuknodocammg*™ (1 PKA
[BoHaapeHko, 2020]);

FOLFOX/FLOX1, XELOX2,
CF3, DCF4, XP5 (1 KKU

[Oporomupenkas, 2018));
FOLFOX1, FOLFIRI6
(kanbums donuHaT**,

dbTOopypaumn™*, PpUHOTEKaH ™)
(1 KKW [KoHonavkoBa, 2016]);
dTOpypaLMN™®, uucnnaTuH**,
MeToTpekcat**7 (1 KK
[MaTsakuH, 2013));
HeyTOYHEHHble (1 PKW
[TymansaH, 2022])

3 NC, snusiowme Ha HepsHyto | CeBodnypaH*®, -
cuctemy (N) ponvBakavH™*,  NUOOKaUH**,
Mugasonam**,  deHTaHun™*,
Hecponam (1 PKWN [TymaHsH,
2022)); ranonepungon®*,
TpudpnyonepasnH*™ (1 KKU
[®Pununnoea, 2019])

4 HecTtepounaHbie HMBM (1 PKWN  [TymaHsH, |-
npoTuBoBocnanuTenbHble K |2022])
NpoTUBOPEBMATUYECKNE

npenapatbl (MO1A)

Mpumevanus: JIC - nekapctBeHHoe cpencTtBo, JIMIM - nekapcTBeHHoe nopaxeHue nedveHun, KKA -
HepaHAOMU3NPOBAHHOE KOHTPONMPYeMoe KNuHudeckoe uccriegosanne, PKU - paHgomuanpoBaHHoe
KNUHUYecKkoe  uccrnefoBaHue, HMBIM - HecTepoufHble  MNpOTUBOBOCNANUTElNbHbIE U
npoTMBOpEBMAaTMYecKne npenapaTtsl; 1 kanbumsa gonuHat*™ + Topypauun®™ + okcanunnatuH**; 2
KaneumnTabuH** + okcanunnaTtuH; 3 uucnnatuH** + pTopypaunn*; 4 gouetakcen** + yucnnatmH** +
dTOopypauun®*; 5 kaneumtabuH** + uyucnnatuH**; 6 Kanbuus conuHat** + dQTopypaumnn** +
NpUHOTEKaH™*; 7 B KOMOUHALMK C NTy4EBOV Tepanuen.




OppexTnBHOCTL #bULMKNONa B neyeHuu JIMNM [336, 337, 339, 342]

N | 3tronorus JIMNM (rpynna JIC) J1C (npwunna JIMM), ans
KOTOpbIX NOKa3aH
NONOXUTEenNbHbIN 3deEKT

1 MpoTBOMUKPOGHEIE BeTta-naktamHble -
npenapaTbl CUCTEMHOrO | aHTMbakTepuarnbHble
aencteuns (J) npenapaTtbl, NEeHUUMNANHBI (1

PKW [Tang, 2022], 1 CO [Niu,
2021));
MpoTnBoOTY6EPKYNE3HBbIE
npenapatel (1 PKW [Tang,
2022], 1 CO [Niu, 2021])

2 lMpoTnBoonyxonesble HeytouHeHHble (1 PKW [Tang, | -
npenapatbl (LO1) 2022])

3 UmmyHogenpeccaHTsl (L04) HeyTtouHeHHble (1 PKU [Tang, |-

2022])

4 FopMoHanbHble [lopMoHanbHble -
KOHTpaLenTBbl  CUCTEMHOrO | KOHTPAUENTMBbI  CUCTEMHOTO
AencTeuns (GO3A), | pencraus, aHabonnyeckne
aHabonu4yeckune ctepouabl | ctepougbl (1 PKW  [Tang,
(A14A) 2022))

5 Mnonunuaemuyeckue ATopBacTaTuH**, -
cpeactea (C10) CMMBacCTaTuUH**, (1 PKW

[Naigiong, 2017], 1 CO [Niu,
2021]); HeyTo4HeHHbIe (1 PKU
[Tang, 2022])

6 JIC, Bnusiowme Ha HepBHyto | HeyTouHeHHble (1 PKWU [Tang, |-

cuctemy (N)

2022))

Mpumeuanus: JIC - nekapctBeHHoe cpenctso, JIMIM - nekapcTtBeHHOe nopaxeHwe nedeHu, PKA -
paHAOMM3NPOBaHHOE KNMHWYeckoe uccrnegosaHue, CO - cuctematuydecknini 063op.

OddekTnBHOCTL #OMUMKNoNa B npodunakTtuke JIMM [336, 338, 340]

N | Otuonorusa JIMNM (rpynna JIC) J1C (npwywuHa JIMNM), ans
KOTOPbIX NOKa3aH
NONOXuTenbHbIN 3 deKT
1 MpOTMBOMUKPOOHbLIE M3oHnasung*™™, pudamnmumnu™, |-
npenapaTbl CMUCTEMHOrO | NMpasnHamug**, arambyton™*
aencteuns (J) (1 PKWM [Chu, 2015], 1 CO [Niu,
2021))
2 MpoTtuBoonyxonesble FOLFOX1, XELOX2, CHOPS, |-
npenapatbl (LO1) JoueTtakcen**, naknurakcen**,
reMmunTabuH™*, MpUHOTEKaH**,
atono3ng*™ (1 PKW [Li, 2014],
1 CO [Niu, 2021])
3 KopTukoctepongpl MpegHusonon*™ (1 PKWU [Li, |-

cuctemHoro gencteusa (HO2A)

2014], 1 CO [Niu, 2021])




Mpumevanusa: JIC - nekapctBeHHoe cpenctso, JMIM - nekapctBeHHOe nopaeHue nedeHn, PKA -
paHOOMM3NPOBAHHOE KIMHUYeckoe uccnegosaHne, CO - cuctematudeckuin o63op; 1 kanbums
donuHaT**,  QTOopypauun**,  okcanunnatuH**; 2  KaneuuTabwuH**,  okcarmunnaTuH**; 3
uuknodochammna™*, [OKCOPYOULMH**, BUHKPUCTUH**, NpeaHN30M0H™™

O ekTnBHOCTL MOpdonunHMs Tnasotata B neveHuu J1MMMN [348]

N | 3tnonorusa JIMNM (rpynna J1C) J1C (npwuwnna JIMM), ans -
KOTOpbIX NoKa3aH

NOSTIOXUTENBbHbIN 3 EKT

1 MpoTMBOMUKPOOHbLIE MpoTnBOTYGEPKYNE3HBIE -
npenaparbl cuctemHoro | npenapatbl (1 HKU [LUoBkyH,
aencteuns (J) 2013))

Mpumevanus: JIC - nekapctBeHHoe cpeacTtso, JIMI - nekapcTBeHHOe nopaxeHne nedveHu, HKA -
HepaH4OMU3NPOBAHHOE KITMHMYECKOE UCCreaoBaHue.

O dekTnBHOCTL #MOpdonunHMs TnasotaTta B npodunaktuke JIMIM [347 - 349, 351]

N | Otnonorusa JIMNM (rpynna JIC) JIC (npwuwuna JIMNM), ans -
KOTOPbIX NMOKa3aH

nonoXuTenbHbIN addexT

1 IMpoTMBOMUKPOOHbIE AHTMbaKkTepuanbHble -
npenaparsbl CMCTEMHOrO | MpenaparThbl CMCTEMHOro
aevicteus (J) aevicteust (1 HKU [MpeykaHes,

2012));
NpoTUBOTYBEPKYNE3Hble

npenapatbl (1 PKW [LWoBkyH,
2025]; 1 HKW [WoskyH, 2013])

2 MpoTuBoONyxonesbie HokcopybuunH**,
npenapatsbl (LO1) uuknodochammng™*,
BUHKPUCTUH™*, pUTyKCMMab™**
(1 HKWA [Konbuos, 2023])
3 AHTUrMCTaMUHHbIE cpeacTBa | AHTUMMCTaMUHHbIE  CpeacTBa
cuctemHoro gencteusa (R06) | cuctemHoro gencteuda (1 HKA
[MpeukaHes, 2012])
4 AHTUTpOMOBOTUYECKNE AHTUarperaHThbl Kpome
cpeactea (BO1) renapuHa (1 HKW [['peykaHes,
2012))

Mpumevanus: JIC - nekapctBeHHoe cpeacTtso, JIMM - nekapctBeHHoe nopaxeHne nedyenun, HKA -
HepaHAOMU3NPOBAHHOE KITMHUYECKOEe UccneoBaHue.

Tabnuua 8. Kputepumn 6onbHnubl Koponesckoro Konnempka npu JIMMN [182].

Or1H, BbI3BaHHas napaueTtamonom** Henapauetamonosas OlNH gpyrux

MHO > 6,5
nnm

ApTtepuarnbsHoe pH < 7,3
unm

3 13 3 KpuTepmeB: 3 13 5 kputepmes:

- MHO > 6,5; - Bo3pacTt < 11 nnu > 40 nerT;
- CbIBOPOTOYHbIN KpeaTuHuH > 300 |- cbiIBOpOTOYHbIN BunupybuH > 300 MkMonb\m;
MKMOMb\IT; - BpeMs OT Hayara XenTyxu Jo KOMbl > 7 AHeW;




- neyeHoYHasi 3Huedanonatum | - MHO > 3,5;
(ctenenu Il unu 1IV) - NeKkapCTBEHHAasi TOKCMYHOCTb HE3aBUCMMO OT TOro, Obina
11 OHa NPUYUHON OCTPOW NEYEHOYHOW HEAOCTAaTOYHOCTH

I'IporHocmquKue mopenn:

1. MporHocTuyeckaa mogenb rpynnbl no OMNH - Acute liver failure study group (ALFSG) gnsa
NPOrHo3MpoBaHuA 21-AHeBHOW BbDKMBaeMoCTU 6e3 TpaHcnnaHTauuu (transplant-free survival, TFS) y
nauueHToB ¢ OIMH [180].

Log-waHckl TFS = 2,67 - 0,95 (sHuedanonatus) + 1,56 (atnonorus) - 1,25 (ucnonb3oBaHne Ba3onpeccopoB)
- 0,70 (6bunupy6uH) - 1,35 (MHO),

roe neyeHoudHasa sHuedanonatma cragmsa 1 - 2 = 0, ctagna 3 - 4 = 1, atmonorusa: 1 = uM3BecCTHa
(napaueTtamon**/6epemeHHocTh/Uwemus/HAV), 0 = gpyroe.

Mogaenb npeobpa3oBbiBaETCA B MPOrHO3MPYeMYto BEPOATHOCTE TFS ¢ noMoLplo cneaytoLuen hopmyrbi:
MporHo3aupyemas TFS = 1/(1 + e (-1 x Log waHckl TFS)).

MporHo3 > 20% BeposiTHOCTU TFS aABNsieTCst NnokasaHueM st NOCTAaHOBKM B NUCT oxuganus TI1.

2. MporHocTtnyeckas mogenb MELD (Model for End-Stage Liver Disease)

MELD = (0,957 x In (kpeaTvHuH cbiBOpoTKM, Mr/an x 88,41) + 0,378 x In (6bunmpybmH CbIBOPOTKM, Mr/an x
117,1042) + 1,120 x In (MHO) + 0,643) x 10 (npv NnpoBeaeHUN remoamann3a kak MUHUMYM OBaxabl 3a nocrnegHve 7
OHen KpeaTuHuH paBHseTcsa 4.0 mr/an),

roe In - HaTypanbHbIn orapudm;

MHO - mexxgyHapogHOe HOpMannM3oBaHHOE OTHOLLEHWE;

1 - koahPULMEHT NnepecyeTa KpeaTUHUHaA 13 Mr/an B MKMOIb/I;
2 - K0ahPUUMEHT NepecyeTa BUnMpybuHa 13 mr/gn B MKMOIb/M.

3HadeHusa < 1 mr/gn (< 88,4 mkmonb/n kpeatuHuHa n < 17,104 mkmonb/n GunmpybuHa) npuHMMatoTcs
paBHbIMK 1.

WHTepnpeTtaums: ans JINTM HeGnaronpusaTHbIN XXN3HEHHbIV NPOrHO3 accouMmMpoBaH co 3HavyeHnem MELD > 19.
lMokasaTenun cTeneHn CPOYHOCTU TpaHcnnaHTaumm (B cootBeTcTBum ¢ kputepussmmn UNOS):

CraTyc 1: ocTpasd neyeHOYHas He4OCTAaTOYHOCTb Y B3POCHbIX, OCTPas UM XpoHUYeckast He4OCTaTO4YHOCTb Y
pebeHka (MeHee 18 neT) C OXvaaembiM NMPOrHO30M XM3HM 6e3 TpaHCnnaHTauum nevyeHn meHee 7 OHEN npu
HaxoxaeHun B nanate OPUT.

Cratyc 2A: xpoHuyeckoe 3aboneBaHWe Me4YeHW C OXUOaemMon MPOOOIPKUTENBHOCTBIO XU3HW 6e3
TpaHCNNaHTaumMm nevyeHn MeHee 7 gHen npu HaxoxaeHun 8 OPUT.

CraTtyc 2B: npebbiBaHve B OPUT He MeHee 5 aHen nNo noBoAy OCTPOK NeYeHOYHOW HEAOCTaTOYHOCTH.
CraTtyc 3: He06Xx0QUMOCTb NOCTOSIHHOIO NpebbiBaHMS B CTauuoHape.

Ta6m/|u,a 9. Onpe,u,eneHl/le CTatyCa HeOTJNNOXXHOCTU NauneHTOB B JNIUCTE OXUAaHUA TpaHCcnaHTaunun nevyeHun
(no UNOS)

MaumeHTbl ¢ OCTPOM NEYEHOYHOM HEAOCTATOMHOCTbIO,
UM nauueHTbl C  MNepBUYHOM  AUCHYHKUMEN
TpaHcnnaHTata  unM  TpoMOO3OM  MeyvYeHOYHOM

OCTpaﬂ nevyeHo4Had

Cratyc 1
HeQOCTaTO4YHOCTb




apTepuv, pasBMBLUMMCA B MepBble Heaenu rnocne
TpaHcnnaHTauuv, unm et ¢ AeKOMMNEeHCMPOBaHHbIM
LM, Tpebywowne MOCTOSHHOIO HAaXOXOEHUA B
OTAENeHNN MHTEHCMBHON Tepanun

Cratyc 2A | [lekomneHcnpoBaHHoe Bann no wkane CTP (Child-Turcotte-Pugh) = 10,
3abonesaHvie neyeHn W | HaxoxaeHne B OTAEeNeHMUM MHTEHCUBHOW Tepanun w1
oXxvnaaemas oXngaemasa nNpPOAOIPKUTENBHOCTb XU3HWU MeHee 7
NPOAOCIHKUTENBHOCTb KUBHW | aHeit
MeHee 7 oHen
Cratyc 2B | lekomneHcuMpoBaHHOE Bbann no wkane CTP 7 - 10 B codveTaHum c
XPpOHMYEeCKoe 3aboneBaHne | pedpakTEPHbIMU K NEYEHUID  OCMOXHEHUAMMU
neyeHn CUHApOMa MNopTanbHOM FMNEPTEH3UM UNN HanuMunem
renatouennonapHom KapLMHOMbI cnenylowmx
napameTpos: 1 oyar 4o 5 cm unu < 3 ovaros 40 3 cm
Kaxabin npwm OTCYTCTBUM NPU3HaKoB
MeTacTasnpoBaHus
Craryc 3 CrtabunbHoe XpOHMYeckoe | Bann no wkane CTP = 7

3aboneBaHue nevyeHn

Mpunoxexne b

ANrOPUTMbI JEUCTBUNA BPAYA

PucyHok 1. Anroputm gencteum npu nogo3speHum Ha J1MM




1 Mopo3apenue Ha JITMT

AHamHe3, huamkanbHbli OCMOTP

l

OBt (KTMHWUYECKWiA) aHann3 KpoBm

AHanus kposu Gruoxummuyeckuii obLueTepaneBTUHECKUiA 6
ansbymuH), onpeaenexve MHO /

T, ACT, LLU®, I'TT, 06ww.6unupy6uH u ero dpakuui,
npmpomﬁuuoaoro Bpemst)

YnbTpa3ByKoBOE UCCIEA0BaHUe OPraHoB GPIOLLIHOI MOMOCTH (Komnnexcuoe)

Onpepenenve coaepxaHus aHTuTen k aHtureHam sigpa knetkn u IHK (AHA Ha knet.nuium Hep-2, ANA)

}

I L

CMeLLaHHbIn TUn

1APHbIA TUN

Onp koacpdpuuymeHta R ——————————> Xonecratudeckuin Tun

WccnegoBanuus 1-0i NUHUK Wccnegosanus 1-0i nuHuK
Onpepn. axtuten knacca M (anti-HAV IgM) k supycy renatuta A (Hepatitis A virus), anturena (HbsAg) eupyca renatura B (Hepatitis B virus), Onpepgenenue aHTMTen K
CyMMapHbix aHTuTen knaccos M u G (anti-HCV IgG u anti-HCV IgM) k supycy renatura C (Hepatitis C virus) 8 kposn kposy (AMA)
YPOBHS uu{r( M, onpeaenexie anTuTen K v TkaHu (ATMA), aHTuten K
aHTUreHam ugpa kneku v [JHK (AHA Ha mer.nm Hep-pz ‘kNA) B KPOBM ( )
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o 8 kposy (npu ACT>ANT) 2o e
y # 30HbI
2-0i nnHMK (
Buoncus nevenn
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6uroncuu neveHn

Onpen. PHK supyca renatura C (Hepatitis C virus) 8 kposu
(anti-HEV 1gG) k Bupycy renatura E (Hepatitis E virus) 8 kposu, PHK Bupyca renatura E (Hepatitis E virus) metonom MUP B dekanuax

nue,

anTuTen knacca M (anti-HEV IgM) n G

Onpep. antuten knacca M Sg‘I‘A v anTuTen knacca G (IgG) k Bupycy npocroro repneca 1 1 2 TUNoB. (Herpes simplex virus typas 2 J 2) B &posu.
G (IgG) k nupye/ BETPSHOM OCTbI M onoamnammam
(Cytomegalo

aHTUTen knacca knacca M (lgl
G (IgM, 1gG; Kumnuefanowpycy
Snuwreita- pp (Epstein - Barr virus)

KpoBu, aHTuTen knaccos M, G (IgM, IgG) k supycy dnwreiHa-bappa (|

irus) B KpoBM, aHTUTEN Knacca M (I

B KPOBM, amman knacca G (Ig

(2 K pammm

nuwas
M) 1 knacca G (Ig('s?a L CA) 8

kam (EA) Bupyca Onwreiina-bapp (Epstein-Barr vuns) B
pstein - Barr virus) 8 kposu

icella-Zoster virus) B kpoBw, a maooos M,
KancuaHoMy aHTUreHy vpyca

(cyTouHas akckpeuus)

ypOoBHA

YpoBHs

B KpoB#, YPOBHA Meau B move
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AYNNEKCHOE CKaHUPOBAHME HIKHEN NONOM BEHbI M BEH NOPTANbHON CUCTEMbI

Buoncus nevexn noa

marepuana nmeMONNOﬁ GuoncuiA nevern




2 OueHKa AaHHbIX U
NPUYUNHHO-CNEACTBEHHbIX CBA3EN:
a) OLEHKa UCKIIOYEHUSI APYroi 3TUONOruu;

6) conocraeneHue ¢ nUTepaTypHbIMU AaHHLIMU O
renaToTOKCUYHOCTM NEeKapCTBEHHOro
cpeacrtea/cutonpoaykta / BAl

B) aHanu3 npuyMHHoO-cneacTeeHHbiX ceszen (RUCAM u
mMoaudukaumm).

3 KnuHu4yeckoe 3aknoyeHune Ans nocTraHOBKU
OKOHu4aTenbHoro gauarHo3sa JiMnn

(KoHcynbTauum 3KCnepToB, €Cfv COMHEHUS B AuarHo3e

COXpaHsiloTCs)

S I —
4 OueHKa TaXecTun

-
5 OueHka nporHo3sa

AIMA - aHTUrnagkomelilweyHble aHtuTena, AMA - aHTuMutToxoHgpuaneHble aHtutena, MPXII - marHUTHO-
pe3oHaHCHasa xonaHrmonaHkpeaTorpadus, HPUP - Henpamon metoa peakumm mmmyHodnyopecueHuun, MUP -
nonvMepasHas uenHas peakumsi, TTI - TMpeoTponHbin ropmoH, QYC - aHgocoHorpadus naHkpeaTobunmnapHom
30Hbl, Y3[I - ynbTpassykoBas gonnneporpadus, KT - komnbioTepHas Tomorpadus.

PucyHok 2. TakTMka ne4yeHusi renaTtoTOKCMYHOCTH, accouMUpOBaHHOW C npumeHeHuem MWKT
(npakTu4yeckue pekomeHgaumm RUSSCO, 2024, ¢ usmeHeHMAMM)

FKC - rntokokopTukongbl, KT - MHIMOBUTOPBI UMMYHHBIX KOHTPOJbHbIX To4vek, O6/x - Buoxumudeckuin, XT -
NPOTUBOOMNYXONEeBas XMMMoTepanusi.



CreneHb
renatoTtokcu4HocTu G1

CreneHb
renarotokcu4yHoctn G2

CreneHb
renarotokcuyHoctn G3

CreneHb
renaTtoTokcuyHoctn G4

Tepanusa UKT He
npepbiBaeTcs,
nabopaTopHbIit KOHTPONb
1-2 p/Hepenio

®  MPUOCTAHOBUTL Tepanuio
WKT,

e  nabopaTopHbIit KOHTPONb
Kaxable 3 AHs

e  npu HeobxoauMoCTu —
Buoncus nevyexun

Mo o~ —— 1

| a3HauNTL NPEIHM3ONOH |
0,5-1 mr/kr/cyT |

®  NONHOCTbIO NpekpaTuTb Tepanuto UKT,

e  nabopaTopHbIN KOHTPONb Kaxable 1-2 aHA

e npu HeobxoauMOoCTU — Buoncus neveHu

| Ha3HauuUTb npennusonoﬁ 12 mr/kr/cyT
l wiy
| meTunnpeaHu3onoH 1-1,5 mr/kr/cyT /B

6/x nokasarenu
cootsetcTayioT G1

1

noGaauTP*MuKOMHonaTg .

ModheTun unu asatvonpuH
WK TaKpONUMYC unu
aHTUTUMOLMTapHBIV Ig

6/x nokasarenu
cootsetcTBytoT G2

Havatb cHwxeHnue nosbl MlKC
yepes 4 Hepenu

l

Bo306HOBUTL NpUMeHeHne
KT

1

Havatb cHwxeHue nosbl NKC
yepes 4 Hepenu

|

Bo3o6HoBuUTL XT co cMeHoMn
npenaparos




MpunoxeHne B

NH®OPMALINA Ond NAUMEHTA

B cnyyae HeobxoaMmocTM unuM COBCTBEHHOrO XenaHusi nauueHTa npuema Kakux-nnbo nekapCTBEHHbIX
npenapaTtoB, B TOM uucne cwuronpenapatoB un BA[, HeobxoAMMO NPOKOHCYNbTUPOBATLCA C  BpayoM.
CamocTosATenbHbIN Npnem nogobHOro poga MeaAMKamMeHTOB U MULLEBLIX 4006ABOK MOXET OblTb OYE€Hb OMACHLIM.
CamocToATensHoe U3y4yeHne MHCTPYKLUKU NO NPUMEHEHWUI0 NEKapCTBEHHbIX CPEACTB YacTO HE OKa3biBaeT MOMOLLU
naumMeHTy B 3TOM BOMPOCE, MOCKOSbKY 3TOT AOKYMEHT MOXET codepXaTb HEMosHy nnbo HEMOHATHYH Ans
HEKOMMETEHTHOro B MeAuuUMHe Nnuua MHpopMaumio.

Takke HEODXOONMO KOHCYNbTUPOBATLCH C BpavyoM Npy HEOOXOANMMOCTM Npuema O4HOBPEMEHHO HECKOSbKUX
NEeKapCTBEHHbIX MpenapaToB, MOCKOMbKY 3Ta CUTyauus YCUMMBAET PUCK Pas3BUTUS NEKAPCTBEHHOIO MOPaXKEHWs
neyeHn. HeobxogMmMo MOMHUTb, YTO MOTEHUMANbHO CMepTErNbHbIM BCNEACTBME PA3BUTUS OCTPOW MEYEHOYHOM
HeJOCTaTOYHOCTM MOXET CcTaTb npueM OonbLuMX 03 Takoro LUMPOKO PacnpOCTPaHEHHOrO >KapOoMOHMXKaoLWero
npenapaTa, kak napauetamon™®.

CneayeT He3ameanuTenbHO coobwatb O pasBUTUK MOObLIX CUMNTOMOB, NOSIBUBLUMXCHA Ha poHe munu Bckope
nocrie npuMema HOBbIX FEeKapCTBEHHbIX cpeacTB unu 6uogobasok. [ormkHbl 0COBGEHHO HAacTOpPOXWUTL criegyolume
CMMNTOMbI: XENTYLWHOe OKpallMBaHWe cknep, owyuleHne 6onu/guckomdopTta B XKMBOTE, TOWHOTa/pBOTa, 3yA
KOXXHbIX MOKPOBOB, MOSIBNIEHME CBETMOro Kana M TeMHbIM LBET MOYM, NNXopagka, BblpakeHHas crnabocTb.
CamoneyeHmne B criyqasix NOABIIEHNS CUMNTOMATUKWA HEAOMYCTMMO U MOXET BbITb O4EHb OMacHbLIM.

Mpunoxenne ' - 'N

LUKAJIbl OLUEHKW, BONPOCHUKU U APYTUE OLIEHOYHbIE MHCTPYMEHTbDI
COCTOSAHUA NALUMEHTA, NPUBEAEHHBIE B KITIMHUYECKUX PEKOMEHOALIUAX

MpunoxeHue M

LWKATA
RUCAM AN KONWYECTBEHHOW OLEHKU NPUYUHHO-CNEACTBEHHOM CBA3U
B CITYYAAX NMPEANONATAEMOIO NI [147]

HasBaHve Ha pyccKoM A3bIKe: -

OpwuruHaneHoe HasaHue (ecnu ecTb): LLkana CIOMS/RUCAM (Councils for International Organizations of
Medical Science/Roussel Uclaf Causality Assessment Method)

NcTouHuk (ocbmumnanbHbii canT pa3paboTymkoB, Nnybnukauus ¢ Banuaaumen):

1. Danan G, Benichou C. Causality assessment of adverse reactions to drugs-I. A novel method based on the
conclusions of international consensus meetings: application to drug-induced liver injuries. J Clin Epidemiol. 1993,
46(11): 1323 - 30. doi: 10.1016/0895-4356(93)90101-6.



2. Benichou C, Danan G, Flahault A. Causality assessment of adverse reactions to drugs--Il. An original model
for validation of drug causality assessment methods: case reports with positive rechallenge. J Clin Epidemiol. 1993;
46(11): 1331 - 6. doi: 10.1016/0895-4356(93)90102-7.

Tun (nog4epkHyTbL):

- LUKana oLeHKM

- HOEKC

- BOMPOCHMK

- opyroe (YyTO4YHUTB):

HasHadeHue: ncnonb3yetca AnNs KOMUYECTBEHHOW OLEHKM MNPUYMHHO-CIIEACTBEHHON CBA3U B Cryyasx
npegnonaraemoro JIIMM.

CopepxaHue (wabnoH): yuntbiBaeT KNMHUYECKUE U BUOXMMUYECKME OaHHbIe, OLEHKY BEPOSATHOCTU APYrux
3aboneBaHuii neyeHn n Npoby ¢ NOBTOPHbLIM Ha3HavyeHueM npenaparta. CoCToMT U3 2 YacTeu, 3anonHAeTCH Ta YacTb,
KOTOpas COOTBETCTBYET TOMY UMM MHOMY flabopaTopHOMY TUMy B COOTBETCTBUM C Nokasdatens R.

A. O6HoBneHHas wkana RUCAM ans renatouennionspHoOro noBpexaeHus

anI3HaKl/I renaTtouensitonAapHoOro noBpexageHna nevyeHum bann

1. BpemeHHOM wHTEpBan wMexgy Hayanom npuema fekapCTBeHHbIX npenapaToB
(J1M)/pactuteneHbix cpeacts (PC) n Havyanom peakuuu:

- 5-90 (noBTOPHOE HasHa4yeHue: 1 - 15 aHen); +2
- <5umm > 90 (noBTOpPHOE Ha3HayeHue: > 15 gHen). +1

AnbTepHaTMBHO: BpeMsi Hayana ot npekpawenus J1N/PC;

- £ 15 gHen (ACKMOYeHWe ANA MeANeHHO meTabonuaunpylolmxcs selects: > 15| +1
OHen).

2. NameHeHne yposHa AJ1T nocne npekpalieHus npuema J1MN/PC.
Oonga pasnuuun mexay nukom AIT n BepxHen rpaHubl HopMbl (BIMH):

- cHwkeHue = 50% 3a 8 gHen; +3
- cHwxeHue = 50% 3a 30 gHeir; +2
- HeT gaHHbIX UnNu ganbHenwee ncnonb3oBanue J1M/PC; 0
- cHwxeHue = 50% nocne 30 gHe; 0
- cHwxkeHue < 50% nocne 30 gHew UM NOBTOPHOE NOBbLILLEHNE. -2

3. dakTopbl pucka:

- ynoTpebneHue ankoronsi (Tekywee, B ankoronbHbIX eauHuuax B AeHb, > 2 ansa|+1
XKEHLUMH, > 3 ANs MYX4UH);

- ynoTpebneHnue ankorons (Tekyllee B ankoronbHbIX eavHuuax B geHb: < 2 ansa|0
KEHLMH, < 3 AN MyX4MH);

- BospacT 2 55 ner; +1




- BO3pacT < 55 ner.

4. Conytctaytowwume JIMN/PC:
- HeT UNW HET OaHHbIX;
- conytcteytowmr npuem JIM/PC, He cBA3aHHbIN C HA4Yanom peakLuu;

- conytcTByowmr npuem JIM/PC, coBnagatrowmin nnu 6rmMs3knii No BpEMEHU K Havany
nnrr;

- conytctBytowmin npuem JIMN/PC, n3BeCcTHOro kak renatoTOKCMH, COBMagatoLlwun nnm
Onm3kuin no BpemeHu Kk Hadany JIMI. Hannuve pgaHHOro npusHaka OTMeHsieT
npegpiaywme 6annbl, HAbpaHHbIE B 3TOM MYHKTE;

- conytcrBytowmi npuem JIM/PC ¢ gokaszaHHOW pornbio B 3TOM cnyyae (NonoxntenesHas
peakuums Ha NMOBTOPHOE Ha3HavyeHue unu noaTeBepXaeHne Tectamu).

5. Nouck anbTepHaTUBHbLIX NPUYMH.
Mpynna | (7 npuynn):

- unHdekumsa supycom renatuta A (HAV): aHtn-HAV-IgM;

- unHdekumsa supycom renatuta B (HBV): HBsAg, aHtn-HBc-IgM, HBV-OHK;
- nHdekums supycom renatuta C (HCV): aHtn-HCV, HCV-PHK;

- unHdekumsa supycom renatuta E: aHtn-HEV-IgM, aHtu-HEV-1gG, HEV-PHK;

- Y3W/upetHoe ponnnepoBckoe Y3WM cocymoB neveHu/sHgocoHorpadus/KT/MPT
renatobunmMapHoOin cUCTEMbI;

- anoynoTpe6nenune (ACT/ANT 2 2);

- OCTpbIi HEA4aBHWI Cry4Yan rTMNOTEH3UN (B OCOBEHHOCTM Npu Hanu4um 3abonesaHus
cepaua kak OCHOBHOroO 3aboneBaHus).

Mpynna Il (5 npuynH):

- OCINOXHEHUs OCHOBHOro 3aboneBaHus (3aboneBaHun), TakMx Kak cencuc,
MeTacTtaTUyeckasi 3roKadeCcTBEHHAsd OMyXOSfib MeYeHU, ayTOMMMYHHbIA renartuT,
XpoHudecknn renatmt B unu  C, nNepBUYHBLIN  OUNUAPHBLIA  XOMAHMUT UK
CKIEPO3UPYIOLLMIA XONAHTUT, reHeTu4Yeckme 3aboneBaHns NeYeHuy;

- nHdeKums, obHapyxMBaemas C NOMOLLbI0 nonMMepasHon uenHon peakumm (MUP) un
N3MEHEHNsA TUTPa aHTUTen:

- umTtomeranosupyc (aHTn-CMV-IgM, aHtTn-CMV-IgG);

- BuUpyc AnwTenHa - bapp (aHTK-EBV-IgM, aHTn-EBV-1gG);

- BMpYyc npoctoro repneca (aHTn-HSV-IgM, aHTn-HSV-1gG);

- Bupyc Varicella zoster (BeTpsaHou ocnbl) - VZV (aHTU-VZV-IgM, aHTu-vZV-IgG).
Ouenka rpynn I n ll:

- BCe npuyuHbl u3 rpynn | n Il 060CHOBaHHO MCKITHOYEHBI;

- 060CHOBaHHO UCKMIOYEHbI 7 MPUYUH 13 rpynnbi |;

- 060CHOBaHHO MCKMOYEHbI 6 unun 5 npuyuH 13 rpynnel |;

+2

+1




- 0BOCHOBaAHHO UCKMOYEHbI MeHee YeM 5 NpuYunH 13 rpynnel |; -2

- anbTepHaTMBHas NPU4YMHa BbICOKOBEPOSTHA. -3

6. MNMpeawecTBytoLlas renaToTokcnyHocTb JITN/PC:

- peakums MapkupoBaHa B MHCTPYKLUN K NPOAYKTY; +2

- peakuusi onybnunkoBaHa, HO He MapkupoBaHa B MHCTPYKLWK; +1

- peakumsi Hem3BecCTHa. 0

7. OTBeT Ha HenpegHaMepeHHOe NOBTOPHOE BO3AENCTBUE

- aBykpaTHoe yBenunyeHue AJIT nocne npuema Tonbko oagHoro JIM/PC, npu ycnosuw, | +3
yto AJTT < 5 BI'H nepeq noBTOpHbLIM BO34ENCTBUEM;

- aBykpaTHoe yBenuyeHue AJTT nocne npuema JIN/PC, gaHHOro yxxe BO Bpems TekyLuen | +1
NnepBUYHON peakuuu;

- noBbiweHne AJIT, He npeBblwatowee BIMH, B Tex xe ycnosusax, YTo n npu nepeom | -2
Ha3Ha4YeHnu;

- Apyrve cutyaumu. 0

O6HoBneHHasa wkana RUCAM ansa xonectaTM4eckoro unm cMeLwwaHHOro NoBpexgeHus
Mpur3HakM xonectaTM4eckoro U1 CMeLlaHHOro NOBPEXAEHNS NEYEHN Bbann

1. BpemeHHon nHTepsan mexagy Havanom npuema JIN/PC n Hayanom peakumu:

- 5-90 gHen (noBTOpHOE Ha3HaveHue: 1 - 90 gHen); +2

- <5wunm > 90 gHen (NOBTOpHOE HasHa4veHue: > 90 gHen). +1

AnbTepHaTUBHO: BpeMsi Hayana ot MoMeHTa npekpatienus JIMN/PC:

- < 30 gHen (UCKNoYeHre Ana MeasieHHo MeTabonuanpytowmxcs Betects: > 30 gHen) | +1

2. ameHeHue yposHs P nocne npekpaiueHuns npuema JM/PC.

MpoueHT pasnuunii Mexay nukom LL® n BI'H:

- cHwkeHne = 50% 3a 180 gHeir; +2

- cHwxeHune < 50% 3a 180 gHew; +1

- HeT gaHHbIX UnNu ganbHenwee ncnonb3oBanue J1M/PC. 0

3. dakTopbl pucka:

- ynotpebneHve ankorons (TeKyliee B arnkorofibHbiXx eAuvHuuax B AeHb: > 2 gna|+1
XKEHLUMH, > 3 ANs MY>X4UH);

- ynoTpebneHnue ankorons (Tekyllee B ankorofbHbIX eavHuuax B AeHb: < 2 ansa|0
XEHWMH, < 3 AN MyX4uH);

- ©epeMeHHOCTb; +1

- BospacT 2 55 ner; +1




BO3pacT < 55 ner.

. Conytctaytowmn npuem JM/PC:
HET UINK HET OaHHbIX;
conytcTBytowmn npuem JIM/PC, He cBA3aHHbIN C HA4YanoM peakuuu;

conytcTBytowmn npuem JM/PC, coBnagarowmin nnu 6nm3knii No BpEMEHU K Havany
nnrr;

conytcTBytowmn npuem JIMN/PC, n3BeCTHOro kak renaTtoTOKCUH, COBNagaroLmnn unm
©rm3kuin No BpemeHun kK Havany JMMT;

conytctBytowmi  npuem JIMN/PC ¢ p[okasaHHOW ponbld B [AaHHOM  crnydae
(nonoxwuTenbHasa peakums Ha NOBTOPHOE Ha3Ha4YeHWe Unu NoATBEPXKOAEHNE TecTaMm)

1
w

5

. Monck arnbTepPHAaTUBHbLIX NPUYNH.

Mpynna | (7 npuynn):

nHdekumsa supycom renatuta A (HAV): aHtn-HAV-IgM;

nHpekuus Bupycom renatuta B (HBV): HBsAg, aHTn-HBc-IgM, HBV-OHK;
nHdekumsa supycom renatuta C (HCV): aHtn-HCV, HCV-PHK;

nHdekumsa supycom renatuta E (HEV): antn-HEV-IgM, aHtn-HEV-IgG, HEV-PHK;

Y3W/uBeTHoe ponnepoBckoe Y3WM cocygoB nedveHu/aHaocoHorpadus/KT/MPT
renatobunmMapHoOi CUCTEMBI;

3noynotpebnenve ankoronem (ACT/ANT 2= 2);

OCTPbI HEOABHUW Cnydan rMnoTeH3uMn (B 0COBEHHOCTM MpU Hanuynn 3abonesBaHus
cepaua kak OCHOBHOrO 3aboneBaHus).

Mpynna Il (5 npuynH):

OCINOXHEHUs1 OCHOBHOro 3aboneBaHust (3aboneBaHun), TakuMX Kak Cencuc,
MeTacTaTuyeckasi 3roKadeCTBEHHAsd OMyXOSb MeYeHN, ayTOMMMYHHbIA renaTtuT,
XpoHudecknn renatmt B unu  C, nNepBMYHbLIN  OUNUAPHBLIA  XOMAHMUT UK
CKIEpPO3UPYIOLLMIA XONAHTUT, reHeTu4Yeckne 3aboneBaHus NeveHu;

nHdeKums, obHapyxmMBaemas C NOMOLLBIO nonmMepasHon LenHon peakuuu (MNUP) n
N3MEHEeHNs TUTpa aHTuTen:

uutomeranosupyc (aHTn-CMV-IgM, aHtn-CMV-1gG);
BUpYyc dnuwTenHa - bapp (aHTU-EBV-IgM, aHTu-EBV-IgG);
BMpPYC NpocToro repneca (aHTu-HSV-IgM, aHtn-HSV-1gG);

Bupyc Varicella zoster (BeTpsiHon ocnbl) (aHTU-VZV-IgM, aHTu-VZV-1gG).

Ouenka rpynn I n ll:

BCe NPU4nHbl 13 rpynn | n Il 06O0CHOBaAHHO NCKMIOYEHDI;
000CHOBaHHO UCKMOYeHbl 7 NPUYnH K3 rpynnbl l;

0BOCHOBAHHO UCKMOYEHbI 6 NNn 5 NpuynH u3 rpynnei 1;

+2

+1




- 0BOCHOBaAHHO MCKMOYEHbI MeHee YeM 5 NpuyunH 13 rpynnsl |; -2

- anbTepHaTUBHas NPWYMHA BbICOKOBEPOSITHA. -3

6. MNMpeawecTBytoLlas renaToTokcnyHocTb JITN/PC:

- peakums MapknpoBaHa B MHCTPYKLMWN K MPOAYKTY; +2
- peakuus onybnukoBaHa, HO He MapKMpPOBaHa; +1
- peakuusi HemsBecTHa. 0

7. OTBET Ha HenpeagHamepeHHoe NoBTOpHOEe BO34eNcTBuME:

- yaBoeHue W nocne npuema Toneko ogHoro JIM/PC, npu ycnosuu, yto Wd <2 BMH | +3
nepea NOBTOPHLIM BO3AENCTBUEM;

- yaBoeHue W® nocne npuema JMN/PC, gaHHOro yxe BO Bpems TekyLlen nepBuYHOM | +1

peakuuu;

- noBbiweHne WL®, He npeBbiwatowee BIMH, B Tex e ycnosusx, 4To 1 nNpu nepsom | -2
HasHa4yeHuw;

- Apyrve cutyaumu. 0

Knitou (MHTepnpeTaums): < 0 6annos - JINM ucknioyeHo;
1 - 2 6anna - JIMNIN ManoBeposATHO;
3 - 5 6annos - JIMNIN BO3MOXHO;

6 - 8 6annos - JIINI BepoATHO;

2 9 6annos - MM ¢ BLICOKOM CTENEHbIO BEPOSTHOCTU.

Mpunoxenue 12

KPUTEPUUN
TAXECTU FrENATOTOKCUYHOCTU HALUMOHAJIbHOIO MHCTUTYTA PAKA CLUA
(CTCAE), BEPCHUA 5 (OT HOABPA 2017 T'.)

HasBaHue Ha pycckom sA3bike: Kputepun TaxXecTn renaToTOKCMYHOCTM HauuoHaneHoro uHctutyta paka CLUA
(CTCAE), Bepcus 5 (o1 Hosi6psa 2017 T.)

OpuruHansHoe HassaHue (ecnu ectb): Common Terminology Criteria for Adverse Events (CTCAE), version
5.0, published Nov 2017.

McTouHmK (odbuumanbHbIn caunt pa3paboTunkos, nybnukauuns c Banugauunen):
https://dctd.cancer.gov/research/ctep-trials/for-sites/adverse-events/ctcae-v5-5x7.pdf

Tun (nog4epKHyTb):
- LUKana oLeHKM

- UHOEeKc



- BOMNPOCHUK

- opyroe (YyTO4YHUTB):

HasHaueHue: ncnonb3yeTcda ANnA OUEeHKM CTeneHUu TAXeCTU renatoTOKCUYHOCTU npu I'IpOTI/IBOOI'IyXOJ'IGBOVI
Tepanuun.

CogepxaHne (WabrioH): KpUTEPUM TSHKECTU OCHOBaHbI Ha KPaTHOCTWU OTKNOHeHu oT BIH wmnn cpeaHmx
0a30BbIX 3HA4YeHWn MokasaTenem COCTOSAHUSA neyvyeHu B cbiBopoTke kpou (AJTT, ACT, ITT un W), a Takke

KIMMHNYECKNX N MHCTPYMEHTAalbHbIX OAHHbIX.

MapameTp CreneHb
renaToTOKCUYHOCTYU
(©)
1 2 3 4
LLlenoyHas < 2,5 BlH, ecrm|> 2,5 - 5,0 BlH,|> 5,0 - 20,0 BIH, |> 20,0 BI'H, ecnu
docdaTasza NCXOAHbIE ecnm NCXOAHbIE | ecnu NCXOAHbIE | UCXOAHbIE
(W) 3HayeHus ObiNn B |3HayeHWs ObINn B |3HA4YeHWs Obinn B |3Ha4YeHuns Obinu B
Hopme, 2,0 - 2,5 x |HOopMme, > 2,5 - 5,0 x |Hopme, > 5,0 - 20,0 |Hopme, > 20,0 x
NCXOOHOro NCXOQHOTO X NCXOOHOrO | UICXOOHOTO
3Ha4eHus, €CINu | 3Ha4YeHus, €CIu | 3HaYeHus, €CIu | 3HaYeHus, ecnum
ObInn BbILLE HOPMBbI | ObINN BbiLLE HOPMbI | ObINM Bbille HOPMbI | ObINK Bbille HOPMBbI
Obwwnmn < 1,5 BIH, ecrm|> 1,5 - 3,0 BIrH,|(> 3,0 - 10,0 BIH, |> 10,0 BI'H, ecnu
ounnpybuH ncxogHble ecnm NcxogHble | ecnm NCXOAHbIE | UCXOOHbIE
3Ha4yeHus ObinuM B |3HadeHMs Obinyv B |3HavyeHMs Obinyv B |3HadeHus Obinn B
Hopme, > 1,0 - 1,5 x | Hopme, > 1,5 - 3,0 x | HOpme, > 3,0 - 10,0 | Hopme, > 10,0 x
NCXOOHOro NCXOQHOTO X NCXOOHOTO | UICXOOHOTO
©asoBoro 3Ha4yeHwus, €CINu | 3HaYeHus, €CIu | 3HaYeHus, ecnum
3Ha4eHus, ecnv | 6binu Bbile HOPMbI | BbINKW BbILE HOPMBI | ObINKW BhILLIE HOPMBI
ObInn BbILLE HOPMBI
Mamma- < 2,5 BlH, ecrm|>25-5BIH, ecnm|>5-20BlH, ecnn|> 20 BI'H, ecnn
rnyTamun- nucxogHble ncxopgHble ncxogHble ncxogHble
TpaHcdepasa 3Ha4yeHus ObINM B |3HA4YeHWs ObINM B |3HA4YeHUs ObINM B | 3HA4YeHWUs Obinu B
(rreT) Hopme, 1,5 - 3,0 x|Hopme, >2,5-5,0 x |Hopme, > 5,0 - 20,0 |Hopme, > 20,0 x
NCXOOHOro NCXOQHOTrO X NCXOQHOrO | UICXOOHOTO
3Ha4eHus, €CIu | 3Ha4YeHus, €CIV | 3HaYeHus, €CIM1 | 3HaYeHus, ecnu
ObInn BbiLE HOPMBbI | ObINM BbiLLE HOPMbI | ObINM Bbille HOPMbI | ObINK Bbille HOPMBbI
AcnaptatamuHo (< 3,0 BIH, ecrm|> 3,0 - 50 BIH,|> 5,0 - 20,0 BI'H, |> 20,0 BI'H, ecnu
Tpacdepasa nucxogHble ecnm ncxogHble | ecnm NCXOAOHbIE | UCXOOHbIE
(ACT) 3Ha4yeHus ObINM B |3HA4YeHWs ObINM B |3HA4YeHUs ObINM B | 3HA4YeHWUs Obinu B
Hopme, > 1,5 - 3,0 X | Hopme, > 3,0 - 5,0 x | Hopme, > 5,0 - 20,0 |Hopme, > 20,0 x
NCXOOHOro NCXOQHOTrO X NCXOQHOrO | UICXOOHOTO
3Ha4eHus, €CIu | 3Ha4YeHus, €CIu | 3HaYeHus, €CIu | 3HaYeHus, ecnu
Oblnn BbiLE HOPMBbI | ObINM BbiLE HOPMbI | ObINM Bbille HOPMbI | ObINK Bbille HOPMbI
AnaHuHamuHoTp < 3,0 BIH, ecrm|> 3,0 - 5,0 BIH,|> 5,0 - 20,0 Br'H,|> 20,0 Br'H, ecnu
aHcdepasa ncxopgHble ecnm ncxopHble | ecnm NCXOLHbIE | UCXOOHbIE
(AITT) 3Ha4YeHus ObINM B |3HA4YeHWs ObINK B |3HA4YeHUs ObiNM B | 3HA4YeHUs Obinu B
Hopme, > 1,5 - 3,0 x | Hopme, > 3,0 - 5,0 x | Hopme, > 5,0 - 20,0 |Hopme, > 20,0 x
NCXOOHOro NCXOLHOTO X NCXOOHOrO | UICXOOHOTO
3Ha4eHus, €CIu | 3Ha4YeHus, €CIu | 3HaYeHus, €CIu | 3HaYeHus, ecnu
Oblnn BbiWE HOPMBbI | ObINM BbiLe HOPMbI | ObINK Bbille HOPMbI | BbINK Bbille HOPMBbI




Meue HouYHas | Het Het AcTtepukenc Taxe nas
HeJoCTaTOYHOCT (xnonarowmn neyeHo4yHas
b Tpemop), 3HUedanonarus,
yMepeHHasi Koma
3HUedanonatus,
orpaHuyeHune
camoobcnyxmnBaHu
e
MopTanbHbIn Hopma CHwmxeHa ckopocTb | PeTporpagHbin CocTtosiHue,
KPOBOTOK nopTanbHOro KPOBOTOK, Tpebyouiee
KpOBOTOKa BapuKO3HOE 3KCTPEHHOIo
paclmpeHne BEH | onepaTUBHOrO
niweeoaa BMeLLaTeNnbLCTBA
(BPBIM)/acumnt

Kntou (MHTepnpeTauus):

CTteneHb renaToOTOKCUYHOCTU npmuceanBaeTCda No HanxygLemy nokasaTernto.




