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Pe3iome

Bupyc renatuta C (BIC) ABnAeTcA 04HOM U3 OCHOBHbIX NPUYMH XPOHUYECKMX 3a60NEBAHNIN NEYEHU, NpU
3TOM HaCUYMUTLIBAETCA OKONO 71 MAH. XpPOHMUYECKM MHOULMPOBAHHBIX Ntogein BO Bcem mupe. OKkasaHue
MeOULMHCKOM NomoLy naumeHTam ¢ BI'C 3HaunTenbHO NpoaBuHynock 6narogapa yaydlweHuo
NOHUMAHUA NAaTOPU3NONOTMK 3a60N1eBaAHUA, @ TAKKE B CBA3U C UBMEHEHUAMMU B ANATHOCTUKE U
YCOBEpPLEHCTBOBAHUEM TEpPANUU U NPOGUNAKTUKKU. ITU PeKomeHaaumm No neveHunio renatuta C
EBponeincKkoi accoumaumnmn No M3y4eHUKO NeYeHu npeagHasHayeHbl 4na oNTUMaNbHOrO BEAEHUSA
NauMeHTOB C OCTPOM U XxpoHudeckol BIC-undekuneit 8 2018 roay.

BBejeHue

Bupyc renatuta C ABNAETCA OQHON U3 OCHOBHbIX NPUUYUH XPOHMUUECKUX 3a601€eBaHMIl NeYEHU BO BCEM
mupe. inutenoHoe ectectBeHHoe TeyeHune Bl C-uHdeKunn Becbma pasHoobpasHo. MNoparkeHue neyeHu
MOXET BapbUpPOBATLCA OT MMHUMANbHbIX TUCTONOTMUYECKMX U3MEHEHMI A0 0bwmnpHoro ¢pubposa u
LMppPOo3a c renatouenntonapHon KapuymHomon (FUK) nam 6e3 Heé. HacuntbiBaeTcs okono 71 maH.
XPOHMYECKU UHPULUPOBAHHDBIX KL, BO Bcem mupe, [1], [2] co 3HaunTenbHbIM pasanumem no
reorpadMUYecKoi 30HE, NPUUEM MHOTME U3 HUX HE 3HAIOT O cBoen MHbeKuMn. OKasaHUe MmeauLMHCKOM
nomoLLM nauuneHTam c BI'C, cBazaHHbIM ¢ 3a601€BaHUAMM NEYEHU, 3HAUUTENBHO NPOABUHYNOCH 32
nocneaHue asa AecATUNETUA bnarogapa yaydlweHMo NOHMMaHUA natodpusnonorumn 3abonesaHus, a
TaKXe MU3-33 U3MEHEHWUI B AMATHOCTUYECKUX NPOLLeAYPax U YCOBEPLIEHCTBOBAHUA TEPANUN U
NPOOUNAKTUKMN,

OcHoBHoOWM Lenbto Tepanun XI'C aaaeTca nsneyeHme ot UHGEKUMHU, T. €. AOCTUKEHUE YCTOMUNBOrO
BUpyconornyeckoro oteeta (YBO) — Heonpeaensemoro ypoBHs PHK BI'C yepes 12 Hegenb (YBO12)
nnu 24 Hepenob (YBO24) nocne 3aBeplieHua nedeHus. YBO cooTseTcTBYET UsnedeHuto BIC-uHbeKumm ¢
OYEeHb MaJIol BEPOATHOCTLIO No3gHero peunaunsa. YBO, Kak NpaBuio, CBA3aHO C HOpManu3aumen
AKTUBHOCTU NEYEHOUHbIX GEPMEHTOB U YAYULIEHUEM NN UCYE3HOBEHMEM BOCNAIEHUA B NEYEHU U
dunbposa y naumeHTos 6e3 Lumuppo3sa. MaymeHTbl ¢ BbipaXkeHHbIM dnbposom (F3 no METAVIR) nau
uMppo3om (F4) octatoTca B rpynne pucka onacHbIX ANA XU3HW 0cnoXxXHeHun. OgHako dMbpos neveHu
MOXET perpeccupoBaTb U PUCK OCNOXKHEHWUN, TAKMX KaK NeYEHOYHAA HeAOCTAaTOYHOCTb U NOPTA/IbHAA
rMnepTeHsuma, CHUxKaetca nocne YBO.

MNocnegHwe gaHHbIE CBUAETENLCTBYIOT O TOM, YTO pUCK LK M neyeHoYHO-CBA3aHHOM CMEPTHOCTH
3HAUUTENIbHO CHUXKAETCA, HO He YCTPaHAETCA ¥ NAaLMUEHTOB C LUPPO3OM NEYEHU, KOTOPbIE NONYUNIU
YBO no cpaBHEHWUIO C leyeHbIMK BONbHBIMU U NALMEHTAMU, HE AOCTUMLUX YCTONYUBOFO
BMUPYCOIOTMYECKOrO OTBETA, 0COBEHHO B NPUCYTCTBMM CONYTCTBYHOLMX 3a60NeBaHUN NEYEHU, TAKUX KaK

MeTaboIMUECKMIN CUHAPOM, perynapHoe ynotpebneHue ankorons n/mnav napannensHan MHbexkuma
Bupycom renatura B (B8] [3], (4], [5],[6], [7], [8], [9].

Fenatut C TaK»Ke accoumMmpyeTca C pAAOM BHEMNEUYEHOUHbIX MPOABAEHMUI BUPYCA, TMKBUOALMA KOTOPOTO
BbI3bIBAET peBEPCUPOBAHNE BONBLINMHCTBA U3 HUX CO CHUXKEHUEM CMEPTHOCTU OT AaHHbIX NpuuunH [10],




[11], [12], [13], {14], [15], [16]. PekomeHaaumm no neyermio renatuta C NpU3BaHbl NOMOYb Bpayam u
APYTMM MEAULMHCKMM PaboTHUKaM, a TaKKe NaLMeHTam 1 ApyrMM 3aMHTepecoBaHHbIM MLAM B
KNMHNYECKOM NpoLecce NPUHATUA PeLleHni, ONUCbIBasA TEKyLLLee ONTUMaNbHOE BeJeHMe NaLUeHTOB C
OCTPOW U XPOHMYECKOM BIC-uHdpeKkumein. 3T peKoMeHAaLMN OTHOCATCA K MeTOAaM ledeHms, KoTopble
6binn 0806peHbl EBponeickMm AreHTCTBOM NO IEKAaPCTBEHHbIM CPEACTBaM U APYTMMHU
HaLMOHaNbHBIMW €BPONENCKMMM areHTCTBaMM Ha MOMEHT MX NyBAnKaLun.

MeTo/0/I0THS

3Tn pekoMeHaaLmMm 6bian NOATOTOBAEHbI YNEHAMW KONNEMMU, BbIOPAHHON YNPaBAsIOLW MM COBETOM
EBponeickoi accoumaunm no nsyyeHuto neyeHun (EAUN). PekomeHagaunn 6bianm 0CHOBaHbI, HACKONBLKO
3TO BO3MOXHO, Ha AaHHbIX U3 CYLL,ECTBYIOWMX NYOAMKALMIA N BbICTYNNEHMIA HA MEXAYHAPOAHbIX
BCTpeYax, U ecn A0Ka3aTenbcTBa Obl/IM HEAOCTYNHbI, HA IMYHOM OMNbITE U MHEHWUMW 3KCNEPTOB.

[okasaTenbcTBa U pekoMeHaaumun 6biIM KnaccudrLMpoBaHbl COFMACHO Kaaccudukaumm
PeKOMeHAaLUNNA OLEHKM, Pa3BUTUA N OLEHKM (cucTema oueHKK). CTeneHb ybeanTenbHoCTH
pekomeHAauni, Takmm o6pasom, OTpakaeT KaYecTBO OCHOBHbIX AOKa3aTeNbCTB. KayecTBo
[0Ka3aTeNbCTB B pEKOMEHAALMAX BblM KNaccMdUUMPOBaHbI MO OAHOMY M3 TPeX YPOBHE:

BbICOKWH (A),
ymepeHHbIi (B),
Hu3kuit (C).

Cuctema GRADE npepanaraet gga Knacca pekomeHaaumii: cunbHble (1) u cnabole (2) (Tabanua 1). Takum
06pa3om, peKOMeHAALNN YYUTBIBAIOT KAYECTBO A0KA3aTeIbCTB: YEM BbILE KAYeCcTBO A0Ka3aTesbCTs,
Tem 60s1ee BEPOATHbI CUbHBIE PEKOMEHAALNK; YeM 60bluaA M3MEHYMUBOCTb B OLLEHKAX U
NPeanoYTEHUAX AN YemM HobLie HeoNpeaeNeHHOCTb, TeM boee BEPOATHbLI CNabble pekomeHaaLmuun.
3Tn pekomeHaaLmMmM 06a3aTeIbHO OCHOBBIBAKOTCA Ha NpenapaTax, 3aperMcTpMpoBaHHbIX B HacToALLee
Bpemsa. OHM ByayT perynapHo 06HOBAATLCA EBPONEMCKMM areHTCTBOM MO /IEKAPCTBEHHbIM CPeacTBam M
APYTMMU HAUNOHA/IbHbIMU eBpOHEﬁCKMMVI AreHTCTBAaMU Nnocne yreepxXaeHUA HOBbIX 1€KAPCTBEHHbIX
cXem.

Tabnuua 1. Ucnonb3loBaHHas rpagaumMa AOKa3aTenbCTs (aAanTMpoBaHHan U3 cuctembl GRADE)

Kauecrso

NMprumeyaHuns rpew oBaH
[OKa3artenbcrs P peuanp ne

[JanbHenwme nccneaosaHna BPAA M U3MEHAT Haly YBEPEeHHOCTb B OLEHKe

3podekra. A

Bbicokoe

[JanbHenwme nccnepoBaHna, BEPOATHO, OKAXKYT 3HAYUTENBHOE BAMAHWE HA

YmepeHHoe
HaWy yBEPeHHOCTb B OueHKe 3G EKTUBHOCTU U MOrYT M3MEHUTb OLEHKY.

[NanbHenwmne NccnesoBaHmna, BEPOATHO, OKaXKY T BaXKHOE BAMAHME Ha HaWy
Hu3koe YBEPEHHOCTb B OUEHKE 3bGEKTUBHOCTH U, BEPOATHO, M3MEHAT OUEHKyY. Jlroboe
M3MEHEHMWE OLLEHKN ABNAETCA HEONPEAENEHHbIM.

PekomeHnaaumn NpumeyaHuma penguposaHune

DaKTOpbI, BAMAIOLLNE HA CUAY PEKOMEHAALLMM, BKNIOYANKN KAuecTBO
CunbHble AOKa3aTeNnbeTs, NPeAnNoNaraeMble pesynbTaTbl, BaXHbIE ANA NAUMEHTA, 1
CTOMMOCTb.

MN3MeHUMBOCTb NPEANOHTEHMI M OUEHOK Nan BoNbLIAA HeonpeaeNeHHOCTb.
Cnabble PekomeHAaumMa BLINOAHAETCA C MEHbLUEN YBEPEHHOCTLIO 1 6onee BbICOKON
CTOMMOCTbIO MAK NOTpebneHmem pecypcos.




MosTOpHOE 3aparkeHne BIC mOXXeT NpomcxogquTb NOCAE CAaMOMNPOU3BONBHOINO UNN BbI3BAHHOMO
NeyeHnem KnupeHca BIC, ecnm nauneHTbl UMEIOT BbICOKUI PUCK MOBTOPHOIO MHGULMpPOBaAHUA.
PenHdeKuma onpegenaeTca NoBTOpHbIM noasneHmem PHK BIC (uam koposoro aHTureHa BIC) nocne
YBO 1 AeMoHCTpauuen Toro, Yto MHGEKUMA Bbi3BaHa APYrumM Wtammom renatuta C (apyron reHotun
UK WITAaMM C HU3KOW CTENeHblo poacTea NocpeacTsoM GUNOreHeTUUYECKOro aHannsa, ecnm reHoTun ToT
xe).

Pexomendayuu

e Bce naumeHTbl c Nnogo3peHmMem Ha BIC-uHdeKunm 4onKHbl ObITb NpoBepeHbl Ha aHTUTeNa K BI'C
B CbIBOPOTKE UNU MNa3Me, KaK AMarHOCTUYECKUIA TeCcT nepsoin AnHum (Al).
B cnyyae noao3peHus Ha ocTpbii renatuT C,y NauMeHToB C UMMYHOAedULUTOM U Y NaLUEHTOB,
HaxoAAWMXCA Ha remoamanuse, TectuposaHusa PHK BI'C B CbIBOPOTKE UM MAasme A0XKHO BbiTb
YacTblo NEPBUYHOM ANATHOCTUKHK (Al).
Ecnm anti-HCV aHTMTena obHapykeHbl, PHK BI'C onpeaenseTca npu NOMOLWM YyBCTBUTENbHOIO
MONIEKYNAPHOrO METOAA C HUXHUM npeaenom obHapykeHus <15 ME/mn (Al).
B CTpaHax € HU3KUM U CpegHUM YPOBHEM O0X043, U B KOHKPETHbIX YCNOBUAX B CTPAHAX C
BbICOKMM YpPOBHEM A0x043, KayecTteeHHoe onpegeneHue PHK BI'C ¢ HUXHUM npegenom
o06HapyxeHua <1000 ME/mn (3.0 logio ME/mn) MoxKeT ncnonb3osatbea, 4Tobbl obecneunts
WMPOKYH AO0CTYNHOCTb BIC anarHocTuku u neyexua (B2).
Nnua, nonoxutenbHble no anti-HCV aHTUTeNnam u c otpuuatensHbim BI'C PHK, onkHbl 6biTb
TectupoBaHbl Ha PHK BI'C yepe3 12 n 24 Hegenn ona noATBEPXKAEHUA OKOHYATeNbHOrO
Bbi3goposneHus (Al).
Koposbit aHTureH BI'C B CbIBOPOTKE MAM NNA3Me ABNAETCA MapKepom pennaunkauuu BIC n moxker
6bITb Ucnonb3osaH Bmecto BIC PHK ana aMarHoCcTnku octpoit nnm xpoHudeckon BIC-uHderuuu,
Korga tect PHK BIC HegoctyneH u/wnm He no cpeacream (Al).

CKpl/lHl/lHI‘ XPOHHYECKOrI'o reraTuTa C
OCHOBHbIM NPEenATCTBUEM ONA U3NEYEHUA BIrcC Nno-npexHemy ABNAETCA TO, YTO CyulleCTBeHHaA A0NA

nayMeHTOB C XpPOHMUYECKMM renaTuTom C He 3HaeT 0 cBoei MHPEKLUU, C HONbLIMMMU NPOLEHTHbIMM
KonebaHMAMM B Pa3INYHbIX PerMoHax/cTpaHax v rpynnax pucka. Kpome Toro, To4YHbIe AaHHbIE O
pacnpocTpaHeHHOCTU U 3abonesaemocTu BIC Heo6x0aAMMO NpoaHanu3MposaTh B MacwTtabax naHaemum
B pa3HblX permoHax u paspabortaTb MeponpuATMA B 061aCTU 06LWECTBEHHOMO 34PaBOOXPAHEHUA. TaKUM
o06pa3om, HeobxoaMMO TecTUpoBaHUe Ha renaTuT C ANA BbIABNEHWUA 3apaKEHHbIX UL, U UX
nNpuBNEYEHUA K HaBNIOAEHUIO U NeYeHUID, HE0BXOAMMO TaKKe NPUMEHATb CKPUHUHT Ha mapkepbl BIC.

PasnunyHble CTpaTerMm CKPUHUHIA BbINN peannsoBaHbl B PasHbIX PErMOHaXx, UCXOOA U3 MECTHOMU
3MMAEMUONOTNYECKON cuTyaumnu. Mpynnbl NoBbiWEHHOro pucka BIC-uHdpeKunmn moryT 6bITb BbIABNEHBI U
OO0MKHbI 6bITb NPOBEPEHbI. B pernoHax, rae 60NbWNHCTBO NALMEHTOB NPUHAZANEXKAT K YETKO
onpeaeneHHOMN BO3pacTHOM rpynne, TeCTUpOBaHWE BO3PACTHOM KOropTbl NOKa3ano ceba 3pPeKkTUBHbIM,
c orpaHunyeHuamu [28], [29]. CuctemaTunyeckme pa3oBble TECTUPOBaAHUA BblIM PEKOMEHA0BaHbI B
CTpaHax C BbICOKOM 3HAEMUUYHOCTbIO C LeNblo NONHOM AnKkenaaumm 6onesHun. OaHako Heob6xogMmo
onpeaenvTb ONTUMAbHbIE PETMOHA/NbHbBIE UAN HAUMOHA/IbHbIE METOAUKU CKPUHUHTA.

CKpUHUHT BIC-nHbeKumMm ocHoBaH Ha o6HapyxeHun anti-HCV aHTuten. B gononHeHue Kk
UMMYHObEPMEHTHOMY aHanusy (MPA) moryT 6biTb MCNONB30BaHbI BbICTPblE AUArHOCTUYECKME TECTbI
(BOT) pnsa ckpuHuHra aHTuten K BIC. BOT ncnonb3yroT pa3nuyHbie MaTepuanbl, B TOM YUCNE CbIBOPOTKY,
nNasmy, a TakKe KanUNNAPHYIO LEeNbHYIO KPOBb U3 NanbLa UNu, ANA HEKOTOPbIX U3 HUX, XXUAKOCTb




[[nar}mcmxa OCTPOro U XpOHHYECKOTO reimaTurTa C

AHTntena anti-HCV moryT 6biTb 06HapyeHbl B CbIBOPOTKE UM NNasMe MeTOA0M MMMYHOPEPMEHTHOTO
aHanusa (MDA) y nogasnsaowero 6onblwnHCTBa nauneHTos ¢ BIC-nHdpekumen, ogHako pesynbtatbl MDA
MOTYT BbITb OTPMLATENBHBIMM B Ha4ane ocTporo renatuta C v y naumeHToB C CUAbHO OCNABAEHHbIM
UMMYHUTETOM. [1oCNe CMOHTAHHOIO MW BbI3BAHHOIO NeYEHMEM BUPYCHOrO renatuTa C KanpeHca
BupycHow PHK, anti-HCV coxpaHstoTca B oTcyTcTeme PHK BI'C, HO MX YpPOBEHb MOXET CHUMXKATbLCA U,
HaKoHeL, ncyesaTtb y HeKOTopbix ntoaei [18], [19], [20].

[AnarHocTunka ocTpoit n xpoHuveckon BIC-uHdpeKumn ocHoBaHa Ha BbisBneHUn PHK BI'C B cbiBOpoTKe
WU NNasme YyBCTBUTENbHbBIM KaYeCTBEHHbIM, KOJIMYECTBEHHbIM U KAQ4eCTBEHHbIM MONEKYNAPHbIM
MeToaaMn. PeKOMeEHAYETCA TECT C HUKHUM Npenenom obHapyKeHusa <15 mexayHapoaHbix eauHuL,
(ME)/mn. OgHako y nogasnaoLiero 60NbWKUHCTBA NALMEHTOB C NOKa3aHWAMM K anti-HCV Tepanum
yposeHb PHK BIC HaxoauTtca sblwse 50 000 ME/mn, no3tomy, ecnm ectb He06X0AMMOCTb B AeLeBbIX
(meHee $5-510) amnarHocTmueckmx Tectax PHK, BO3MOXHO npumeHeHmne noao6HbIX TeCToB ANA
WUPOKOMACWTAOHOW ANArHOCTUKM B CTPaHaxX C HU3KMM U CPeAHMM YPOBHEM A0X0A3, A TaKKe B
KOHKPETHbIX YCNOBUAX B CTPAHaX C BbICOKMM YPOBHEM A0X0Aa. [laHHble TECTbI AO/MKHbBI UMETb HUMKHUM

npeaen obHapyeHna <1000 ME/mn (10° ME/Mn). B Taknx yCAOBUAX YPE3BbIYANHO HU3KNM PUCK

NOXHOOTPULATENBHOTO pe3ynbTaTa 3TOro aHanu3a y Hebonbworo npoueHTa UHGULMPOBAHHDIX,
nepesBewnBaeTCA B N0Ab3y PaclWMpPEeHUA AOCTYNa K AMArHOCTUKE M NomoLw M ans 6onbwero Ymcna
HaceneHua. [lencTBUTENBHO, NCCNEA0BAHUA Y NALMEHTOB C XpPOHUYECKMM renatutom C n reHotunom 1
BbIABMAN ypoBeHb PHK BI'C Huxe 1000 ME/mn TonbKo y 4 nauneHTos 3 2472 (0.16%).

Kopoegblit aHTureH BIC (cepauesunHHbIM, saepHbii, anti-HCV core — npum. pea.) ABAAETCA CypporaTHbim
Mapkepom penamkaumm BIC. OBbHapy»KeHne KOpoBOro aHTUreHa MOXXHO MCMOAb30BaTb BMECTO
obHapyeHua PHK BI'C ana anarHoCTMKM OCTPOI nan xpoHudeckoit BMC-nHdekunn. AHannsbl Ha
KOpOBbIM aHTUreH BIC meHee 4yBCTBUTENbHDI, YeM aHan u3bl Ha PHK BI'C (HWKHMI npeaen
obHapy»eHua npumepHo oT 500 ao 3000 PHK BIC ME/mn, B 3aBMCMMOCTH OT reHoTuna BIC [11,12]). B
pe3ynbTaTte, KOPOBbI aHTUreH BIC byaeT obHapyKmBaTbca B nepudepuyeckoin Kposu vepes
Heckonbko aHen nocne PHK BICy naumeHTOB € ocTpbim renatutom C. B peakux cnyqanx KOposblit
aHTUreH He obHapyxueaetca 8 npucytctemm PHK BIC.

[AwnarHos octporo renatuta C MOXKHO YCTAHOBUTb C YBEPEHHOCTHIO, TONbKO €C/IN CEPOKOHBEPCUA aHTUTEN
K BI'C Mo»KeT HbITb 3a40KYMEHTUPOBAHA, NOCKONbKY OTCYTCTBYET CEpOIOrMHYECKMIA MapKep,
[HoKasblBatowmii, uto nHdekumns BIC de novo noasmnacb nocne octpoit ¢pasbl. He y Bcex naumeHTos ¢
ocTpbiM renatutom C BbissnAoTca anti-HCV aHTUTena. B 3TUX caydasx MOXKHO 3anoA03puTb OCTpPbI
renatit C, eCAn KAMHUYECKME NPU3HAKM U CUMITOMbI YKa3bIBaKOT Ha OCTpbIv renatuT C (ypoBeHb
anaHnHamuHoTtpaHchepasbl (ALT) > 8 10 pa3 BepxHero npeaena Hopmbl, NOABAAETCA XKeNTyXa) Npu
OTCYTCTBMM B aHaMHEe3€e XPOHUYECKNX 3a601€BaHNI1 MEYEHN AWM APYIMX NPUHUH OCTPOrO renaTuTa
n/van ecam nocneaHnit BEPOATHbIN MCTOYHMK Nepeaaum MaeHTUGMUNPOBaH.

Bo Bcex cnydanax PHK BI'C (unm BI'C KOpoBbIi4 aHTUIEH) MOXKHO OHHApPYXUTb BO BpemA ocTpoi ¢dasbl, XoTa
WX YPOBEHb MOXET BapbMpPOBATHCA B WWMPOKUX Npeaenax, Npyu 3STom MoryT 6biTb MHTepmeanu (a0
HECKONbKUX Heaenb) ¢ HeonpeaensembiMm yposHem PHK BI'C (uan BIC KopoBOMY aHTUrEHY).

Takum obpasom, amua c otpuuatenbHbim PHK BIC (nam BIC KopoBbIM aHTUITEHOM), A0NXKHbI BbITb
TectnposaHbl Ha PHK BI'C (nan BI'C KopoBblit aHTUreH) Yepes 12 n 24 Heaenn nocne oTpULaTeNbHOro
pe3ynbTata ANA NOATBEPKAEHMUA OKOHYATENbHOIO BbI3AOPOBAEHMUA.




(KpeBMKyNAPHYO) POTOBOM NONOCTH, 0B NEryan CKPUHUHF U n3beras Heobxo4MMOCTM UCNONB30BATb
BEHO3HYIO KPOBb, LEHTPUYrMpoBaHWE, 3aMOPaKMBAHUE U KBAaNMOULMPOBAHHbBIX cneuuanucTos. bAT
NPOCTbI U BbINONHAOTCA NPU KOMHATHOM TeMnepaType, 6e3 cneunanbHoOro MHCTPYMEHTapUS Uu
yrnybneHHoro obyyenus [30], [31], [32].

Ecnu o6HapykeHbl anti-HCV aHTutena, npucytcreyet PHK BIC (uamn agepHbiit aHTureH BIC), y nauuneHTa

naeHTMdUUNpyeTca Tekywasa nHdekyma. B HacToAwee Bpema HoNbLIMHCTBO nabopatopuii MCNoNb3yOT
OBYXLWWArosbli NOAX04, KOTOPbIA BKNOYAET ABOMHON 3a60p KPOBU NpuM TECTe Ha aHTUTENA U NpU TecTe
Ha PHK BI'C. B pe3ynbrarte, 3HauntenbHasa g4ona naumneHtos ¢ anti-HCV aHTMTENaMKU He npou3BoAUT
noaTeepxaatouiee tectuposaHme PHK BIC. Takum obpasom, TectupoBaHue Ha PHK BIC cnegyet
NPUMEHATb NO BO3MOXKHOCTU NpU 06HapykeHun anti-HCV aHTUTEN. 3acoxime NATHA KPOBU MOTYT BbITb
MCNONbL30BaHbI ANA Toro Ytobbl cobpaTth 06pasubl ans ob6HapykeHus anti-HCV aHTuten 8
LeHTpanu3oBaHHOMN nabopatopuu [34], [35], [36]. TOT XKe maTepran MOKET BbITb NOBTOPHO
uccnepgoBaH ana sbissneHus PHK BIC y anti-HCV nonoxkutenbHbix 06pa3yoB. bBbicTpble TECTbl Ha
QHTUTENA MMEIOT NOTEeHLManN, YTOObl MaKCUMaNbHO YNPOCTUTL aNTOPUTMbI TECTUPOBAHUA, 0CODBEHHO B
CTPaHaXxX C HU3KMM U CPEAHUM YPOBHEM OOXO40B HAaCENEHUA U Y TPYAHbIX FPYNN HACENEHUA, TaKUX KaK
noTpebuTenn MHBLEKLMOHHLIX HapKOTUKOB (MWH). B 3aBUCMMOCTHU OT OTHOCUTENbHBIX PAcX040B, NPAMOM
TecT Ha PHK BI'C 1 akcnpecc AMarHOCTUKA MOryT PacCMaTpMBaTLCA Kak 3aMeHa NPAMOTO CKPUHUHIA HA
anti-HCV TectupoBaHue y NayMeHToB.




Pexomendayuu

e CrpaTterna ckpuHUHra Ha BIC-nHdekumo gonxkHa 6biTb onpegeneHa No 4aHHbIM MECTHOM
annaemmonorum nHdekunn XIrC, B ngeane B pamKkax HaumoHaNbHOM Nporpammbl (Al).
Ctpatermm ckpuHuHra Ha BIC-mHdeKuMio MOryT BKAKOYATb CKPUHUHT TPYNN HaceneHus,
NOABEPIKEHHDbIX PUCKY MHPUUNPOBAHMA U HACENEHUA B LLENOM B 06NACTAX CO CPEAHUMU U
BbICOKUMMW YPOBHAMM pacnpocTpaHeHns (2%-5%) (B2).
CKpUHUHT BIC-nHbekumnm aonskeH 6biTb OCHOBAH Ha 06HapyKeHUU aHTU-HCV aHTuTen B
CbIBOPOTKE MAM NNA3ME C NOMOLLBbID UMMYHODEPMEHTHOrO aHanun3a (Al).
CKpUHUHT AHTU-HCV aHTUTeN AoMmKeH BbiTb NPeaNoKeH C NPUBA3KOM K NPOodUNAKTUKe, yxoay U
nevennio (Al).
LenbHyto KpoBb, 0TO6paHHYO NO METOAY CyXOi Kanau KpOBWU, MOXKHO MCNOb30BaTb B KauecTse
aNbTEPHATUBbI CbIBOPOTKE UK NNA3Me, NONYYEHHOW 3360pOM U3 BEHDbI, NOCNE NEPECHINKN B
LEeHTpanbHyto nabopartoputio, rae MeToaoMm MMMYHOPEPMEHTHOrO aHanu3a byaeT BbINONHEHO
TEeCTUpOBaHUE Ha aHTuTena (A2).
BbicTpble ANarHOCTUYECKUE TECTbI C UCNONL30BAHNEM CbIBOPOTKM, NNA3Mbl, KANUANAPHON
LEeNbHOM KPOBM M3 NANbLA UM KUAKOCTU (KPEBUKYNAPHOI) POTOBOM NONOCTM B KauecTse
OCHOBbI, MOTYT HbITb UCNONB30BAHbI BMECTO KNACCUUECKMX UMMYHOPEPMEHTHbIX TECTOB ANA
obneryeHnA CKPUHUHIA aHTUTEN K BIC 1 ynydweHns goctyna K nedenuto (A2).
Ecnu o6bHapyskeHbl aHTUTENa K BI'C, Heobxoamumo onpeaensaTtb PHK BIC (Mnn KOpoBbI aHTUreH
BI'C, npu HEAOCTYNHOCTU UAU HEBO3MOXKHOCTM aHanu3os PHK BIC), anA BbIABNEHMUA NALMEHTOB C
Tekywen nidekumen (Al).
Pednekc-TectnpoBaHume Ha PHK BI'C y nauMeHTOB C NONOKUTENbHbIMKU aHTU-BIC gonkHO
NPUMEHATLCA ANA YBENUUYEHUA NPUBEPKEHHOCTU K NneyeHuto (B1).
CKPUHUHT HA aHTN-HCV moxkeT b6biTb 3ameHeH no mecTy nedenns BIC PHK aHanmsom c
npeaenom obHapyskeHna <1000 ME/mn (103|V|E/Mll) WM TECTOM Ha KOpOBbIM aHTureH BI'C, echn
TaKasa CKPUHUHT CTpaTerus okasxerca peHTabenbHoi (C2).

[lesin 1 KOHe4yHble TOUKHU Tepanuu XI'C

LUenbto Tepanuu asnaetca nedenne naderunn BIC gna toro, utobbl NpegoTBPaTUTL OCNOMKHEHUA,
cBA3aHHble ¢ 3a60neBaHNAMK NeyveHw, BbizBaHHbIMM BI'C M BHeneyeHOUYHbIMK 3aH60NeBaHNAMMN, B TOM
yncne HeKpoBocCnaneHue neveHn, ubpos, LMPPO3 NeyeHu, AeKOMNEHCaLMIO UMppo3a, MUK, Taxkenble
BHENEeYEeHOUYHbIE NPOABNEHUA U CMEPTb, YNYYLNTb KAYeCTBO KM3HMU U NPeaoTBPaTUTL AalbHENLYIO
nepeaadvy BIrC.

KoHeuHoM Toukom Tepanuu aenaetca YBO, onpeaensemblit HeBbisBnaembiMm yposHem PHK BI'C B kpoewm
yepes 12 Hegenb (YBO12) unu 24 Heaenm (YB024) nocne OKOHUYaHMA TEPaANUN NPU OLUEHKE C MOMOLLbLIO
YYBCTBUTE/NIbHOTO MONEKYNAPHOTO METOAA C HUKHMM npeaenom obHapykenus <15 ME/mn. Oba —
YBO12 1 YB024 — 6blnu NPUHATLI B KAYECTBE KOHEUHbIX TOUYEK TEpPanuu perynampyromMmm opraHamm B
CLUA v EBponbl, y4nTbIBas, UTO UX YyBCTBUTENBHOCTL cocTaBnaeT 99% [38). B ychosumsx, rae
yyscTeuTenbHble PHK BIC aHannsbl HE4OCTYNHbI, KAYECTBEHHbIM aHann3 ¢ bonee HU3KMM Npeaenom
o6Hapy:keHna <1000 ME/mn (103ME/MI1) MO3KET BbITb MCNONb30BAH ANA OLEHKN BUPYCONOMMUYECKOTO
OTBETa; B 3TOM CNy4Yae OTBET A0/MKEH BbITb OLEeHEH Yepes 24 Heaenn nocne neyenus (YBO24).

fonrocpoyHble nocneayoLme uccneaoBaHmMAa Nnokasanm, uto YBO coOOTBETCTBYET OKOHYATENIbHOMY
nsnevenuto BMC-nHdpekumn B nogasnaowem 6onbmHcTee cnydaes [39]. ObHapykeHUe KOPOBOro
aHTureHa BIC uepes 24 Heagenm Nocne OKOHYAHMA Tepanun MOXKET BbiTb UCNONB30BAHO B KayecTee




anbTepHaTuebl TectuposaHuto Ha PHK BIC ansa onpegenenna YBO24, cOOTBETCTBEHHO, Y NALMUEHTOB C
BbIABNAEMbIM KOPOBbIM aHTUTEHOM A0 neyeHus [23], [24], [26], [40]. Y nauMeHTOB C BbiPaXKeHHbIM
dnbposom (F3 no METAVIR) n umpposom neyern (F4) YBO cHUKaET 4aCTOTY AEKOMMNEHCALLMMK, A TaKKe
NO3BO/IUT CHU3UTb, HO HE UCKNIOUUTb, PUCK pa3BuTuA LUK [8]. Takmm 06pa3om, y TakMx NaumMeHToB
HabntopeHue 3a MUK 4oMKHO BbITb NPOAONXKEHO.

Pexomendayuu

e Lenblo Tepanunm asnsetca neveHme BIC-nHdekumm ana npeaoTspau,eHns OCNOXKHEHNN,
CBA3aHHbIX C 60N1E€3HAMM NEYEHN, N BHENEYEHOYHbIX 3aD0N1eBaHWUMI, BKNKOYAA HEKPOBOCNaneHue
neyeHn, dnbpos, uMppPo3, AeKOMNEHCALMIO LMppo3a, MUK, Taxenbie BHENEYEHOUHble
NPOABNEHUA U CMEPTb, YIyULIEHNE KAUeCTBa XM3HU U NpeaoTBpalleHne AanbHenwen nepegaym
nHbekunm (Al).
KoHeyHas Toyka Tepanum — otcytcTene PHK BI'C B UyBCTBUTENBHOM TeCTe (HUXHUIA Npeaen
o6HapyeHua <15 ME/mn) Ha 12-i1 Hepgene (YBO12) n 24-i Hepene (YB024) nocne OKOHYaHUA
nevenusa (Al).
Koposbiit aHTureH BIC B CbIBOPOTKe, Heonpeaenaembit Ha 12 (YBO12) nau 24 (YB024) Hepene
Nnocne OKOHYaHMA Tepanun — anbTepHaTUBHAA KOHEYHaA TOYKa Tepanuu y NauneHTos ¢
BbIABNAEMbIM KOPOBbIM aHTUFEHOM A0 Ha4vana neyeHua, ecnm aHanmsbl PHK BI'C HeaoCTynHbI
WK ABNAIOTCA goporocroawmmm (Al).
KauectBeHHbIM aHanu3 PHK BIC ¢ HUXHUM npeaenom obHapyxeHna <1000 ME/mn (103ME/MII)
B CbIBOPOTKE MM NNa3sme Ha 24 Hepene (YBO24) nocne OKOHYAHUA NeYEeHUA MOXKET BbITb
MCNO/Ib30BaH B KayecTBe aNbTepHaTUBHOMW KOHEYHOWN TOUYKM Tepanun B YCNOBUAX, KOraa
yyBCTBUTENbHbIE aHann3bl PHK BIC HegocTynHbI (B1).
Y NauMeHTOoB ¢ BbipaXKeHHbIM GUBPO30M U LMPPO30M NeYeHU 3NMMnHaumna BIC cHuxaet
CKOPOCTb AEKOMMEHCALMMN N CHU3UT, XOTA U HE UCKNIoUUT, puck MLIK. Heobxogumo obecneunTb
NOCTOAHHOE HabNlogeHME TAKNX NALMEHTOB OTHOCUMTENbHO MUK (Al).

Hp €ABapUuTE/JIbHAA TEPANNEBTHUYECCKAA OICHKA

[OoNKHbI BbITb YCTaHOBNEHbI NPUYMHHO-CNEACTBEHHbIE CBA3M Mexay MHdeKumeln BIC n 3a6onesaHnem
neyeHun, HEO6X0AMMO OLLEHUTDb TAXKECTb 3a60/1€BaHMA NEYEHN, a TAKIKE ONPeaeIMTb UCXOaHbIE
BMPYCO/IOTMYECKME NapaMeTpbl, KOTOopble ByayT NoNe3Hbl AR NHAMBUAYANbHON Tepanuu.

ﬂ.pyrne NPHUYHHBI 3a60/1eBaHMA NeYeHH

Apyrme npMunHbl XPOHUYECKOro 3aboneBaHnA NeveHn nnm GakTopbl, KOTOPble MOTYT NOBAUATbL Ha
TeyeHue unn passuTue 3ab60NeBaHNA NEYEHU, a TaKKe BbIOOP Tepanuu, AONKHbI CUCTEMATUYECKU
nccnenoBartbea. Bece naumneHTbl 40MKHbI BbITb NPOBEPEHbI HA APYrue NePEHOCMMbIE KPOBbIO BUPYChI, B
YacTHOCTU BUpyca renatuTa B (BIB) n supyc nmmyHoaedumumta yenoseka (BUY). BakunHauma ot BB n
Bupyca renatuTa A (BlF'A) gonxHa 6biTb NpeanoXKeHa NaumMeHTam ¢ OTCYTCTBUEM 3aLUMUTHbLIX aHTUTEN.
[ONXKHO BbITb OLEHEHO M NOACYNTAHO NOTPebBNEHMUE aNnKorona, U cneayet HazHauuTb ONpeaeneHHyo
NCUXOTepanuio ANA NpekpaweHus Noboro NoTpebneHna ankorona. Kpome Toro, renatut MoxeT
BbI3BaTb MHOXXECTBO BHEMEYEHOYHbIX NPOABAEHUI, KOTOPbIE HE0BXO0ANMMO YunTbIBaTL B paboTe ¢ BIC-
MHPULMPOBaAHHBIMM NauMeHTammn. Takum 06pasom, A0NKHbI NPOBOAUTLCA OLEHKM BO3MOXHOM
CONYTCTBYIOWLEN NATONOTMW, BKNIOYAA aNKOroAN3Mm, cepaeyHble 3a601eBaHNA, NOYEYHYIO
HeA0CTaTOYHOCTb, ayTOMMMYHHbIE 3a601€BaHNA, TEHETUYECKME UM MeTaboanyeckne 3aboneBaHuns
neyeHu (Hanpumep, HacNeaCTBEHHbIN FEMOXPOMATO3, CaxapHblii AMabeT UM OXUPEHUE) U BEPOATHOCTb
MeANKaMEHTO3HOM renaToTOKCUYHOCTM.




O1eHKa TsDKeCTH 3a60/1eBaHHA NleYeHH

OueHKy cTeneHun TAXecTM 3aboneBaHmA NeYeHU peKOMeHAyeTCA NPOBOAUTL A0 Havana Tepanuu.
BblfaBNEeHUE NALMEHTOB C LUPPO3OM UNU BbIPAXKEHHBIM (MOCTOBUAHLIM) dUBpo30M MMeeT ocoboe
3HaYeHue, TaK Kak BbIOOp CXeMbl IeYEHUA U NPOFHO3 NOCAE NeYEeHUA 3aBUCUT OT CcTagmu ubposa.
OueHKa cTaguun pubposa He TpebyeTca y NaLUEHTOB C KAMHUYECKUMU NPOABAEHUAMU LUMPPO3a.
MaymeHTbl C LMPPO3OM NEUYEHU HYXKAAKOTCA B OLEHKE NOPTaNbHON TMNEepTEH3UM, B TOM Ynucne
BApWMKO3HOMO pacliMpeHunn BeH nuuesoaa. MauuneHTbl ¢ BblpaxkeHHbIM pubposom (F3 no METAVIR) u
NauMeHTbl C LMPPO3OM HYXKAAIOTCA B NOCTOAHHOM HabntoaeHUU no nosoay MUK kaxable wecTb
mecaueB. MOCKONbKY BblpaXKeHHbIN GUOBPO3 MOXKET NPUCYTCTBOBATb Y 60NbHbIX C CUCTEMATUUECKU
HOpManbHbIM ypoBHeM A/1T, oueHKa TAXKecTu 3abonesBaHnA A0NKHA BbINOJHATLCA HE3AaBUCUMO OT
ypoBHen ANT.

Mpu xpoHnyeckom renatute C HEMHBA3UBHbIE METOAbBI AOMKHbI ObITb UCNONB30BaHbI BMECTO HUoncuu
neyeHu ANa OLLEHKM TAXKECTM 3aboneBaHMA NeYeHU 40 Hayana Tepanunu. UamepeHue KeCcTKoCTU NeveHn
MOXeT BbITb MCNONBb30BAHO ANA OUEHKU GUOPO3a NEYEHU U HANNUMA NOPTANbHOM TMNEPTEH3UN Y
60/1bHbIX C XPOHMYECKMM renatuTom C. BHUMaHWe 4onXHO BbITb yaeneHo daktopam, KOTopble MOTyT
HEraTMBHO OTPa3UTbCA Ha ee TOYHOCTU, TAKUX KaK OXXUPEHUE, BbICOKMI ypoBeHb ANT, unu TecTupoBaHue
nocne npuMéma nuum. MoryT TakKe NPUMEHATLCA HaAEXKHO O0TpaboTaHHble rpynnbl aHaNM308
6uomapkepoBs ¢nbpo3a. Kak uamepeHuUs XeCcTKOCTU NeveHu, Tak 1 bruomapkepbl xopowo paboTatoT npu
BbIABNIEHUMU LMPPO3a NN OTCYTCTBUM PUOPO3a, HO XyXKE NPU onpeaeneHnn NPOMeEIKYTOUHbIX CTagui
¢nbposa [41]. MpaHULbI 3HAYEHUN HEMHBA3UBHbIX MAapKEPOB ANA YCTAHOBAEHMA Pa3NIUUHbIX CTaaui
¢nbpo3a y NnauMeHToB ¢ XpoHUYECKUM renatutom C A0 Hayana Tepanuu npeactasneHbl B Tabnuue 2
[42], [43], [44], [45], [46], [47]. B cTpaHax C HU3KMM U CPEAHUM YPOBHEM 40X0AQ, UHAEKC COOTHOWIEHUA
acnaptaTamumHoTpaHchepasbl M Tpombountos (APRI) 1 FIB-4, Kak NnpaBuao, AOCTYNHbI, NPOCTbI U
Aewesbl, @ MHGOPMaLMA, KOTOPY OHM NPEAOCTaBAAIOT, ABAAETCA AOCTAaTOMHO HAAEXKHON. B acTHOCTY,
HEWHBA3UBHbIE METOAbI HE AO/MKHbI ObITb MCNONL30BaHbI ANA OLEHKU cTagun ¢ubposa nocne Tepanum,

NOCKO/IbKY OHU ABNAKOTCA HEAOCTOBEPHbLIMU B aTon obcTaHoBKe.

Tabnvua 2. HenHsa3uBHbIE METOAbI NPOrHO3MPOBaHUA cTaamuii pubposa, 8 Tom uncne F3 (npoasuHyTbLIN
¢nbpos) u F4 (unppos)




Cragua
¢ubpo
3a

Konunuecreo
nNauueHToB

rpaHuya

3HaueHUH

YyBCTBUMTENbH

oCTb

Cneunduy
HOCTb

Monoxurenb
Hoe

NPOrHoCTUue
cKoe

3HaYeHue

Ortpuuyarenn
Hoe

AporHocrunie
CKoe

3HaYeHue

Ccbinka

PubpockaH

560 Brc-
MONOKUTENbHbIX

1855 Brc-
MONOMKUTENbHbIX

0.90-0.93

42 - 56%

95 - 98%

[42],144],
[47]

ARFI
(v1Q°)

2,691
BRIOYaA
1428 Brc-

MONOXUTENbHbIX

0.94

(95%
AOBEpUTENbHbIN
MHTepBan

0.91-0.95)

84%

(95%
AOBepUTenbHbIA
MHTepBan
80 - 88%)

90%

(95%
AOBEepUTENbHbIN

MHTEepBan
86 - 92%)

HeAoCTYyNHO

HeAoCTYyNHO

2691
BKAIOYaA
1428 BrC -

MONOMKUTENbHbIX

0.91

(95%
AOB.UHTEpBan
0.89 - 0.94)

86%

(95% pos.
MHTepBan
80 - 91%)

84%

(95% pos..
MHTepBan
80 - 88%)

HeAoCTYNHO

HeaoCTyNHO

Alixplorer

379 Brc-

MONOXKUTENbHbIX

90%
(95%
AOBepUTenbHbIN
WUHTepBan

72 - 100%)

77%

(95%

l[noBepuTenbHbLIN

UHTepBan
78 - 92%)

HefoCTYNHO

HeAoCTyNHO

379 Brc-
NONOXUTENbHBIX

86%
(95%
AOBepUTeNbHbIN

UHTepBan

74 - 95%)

88%

(95%
[noBepuTeNbHbIN
MHTepBan

72 - 98%)

He[o0CcTYyNHO

HeAoCTyNHO

®dubporect

1579
(BKAtOYAA
1295 Brc)

0.82-0.87

63-71%

81 -84%

[a4), [47)

2,297 Brc-
NONOMUTENbHbIX

037
(0.83-0.92)

He[oCTYNHO

HeaoCTYyNHO

16,694 BrC-
MONOXUTeNbHbIX

0.84
(0.54-0.97)

HepoCTYNHO

HeaoCTyNHO




KombuHauma GUOMapKepoB B KPOBM U/IM COYETAHME U3MEPEHUA KECTKOCTU NEYEHM U aHA/IM3a KPOBM
NOBbIWAET TOYHOCTb U CHUXKAET NOTPEHOHOCTb B BUONCUM NEYEHU ANA YCTPAHEHUA HEONPeAeIEHHOCTH.
Bruoncua neyeHn moxkeT HbiTb HEOHX0AMMA B CNYYanX U3BECTHON MAU NPEANO0AaraeMoil CMeWaHHOMN
3TMoNOrMuK (Hanpumep, MeTabonYecKkuit CUHAPOM, ANKOTOIM3M UAK aYTOUMMYHHbIE 3a601eBaHUA).

Pekomendayuu

e HeobxoaMMo yCTaHOBUTb NPUUMHHO-CNEACTBEHHbIE CBA3U MeXay UHdeKumein BIC n
3abosieBaHMeM neyeHu (Al).
TaxecTb 3a601€BaHUA NeYeHU A0MKHA ObITb OLEHEHA A0 Hadyana Tepanuu (Al).
BbiABNEHME NALMEHTOB C LUPPO30M MMEET 0CObB0e 3HAUYEHUE, TaK KaK HYXHO aaanTUpoBaTb MX
pexum neyenus (Al).
Nocne neyeHus HabawaeHne no nosoay MUK A0MKHO NPOBOAUTCA Y NALMEHTOB C BbIPAXEHHbIM
dunbposom (F3 no METAVIR) (B1).
Craaua pnbpo3a MoKeT HbiTb OLEHEHA C NOMOLLBIO HEMHBA3UBHbIX METOA0B HA HaYa/IbHOM
3Tane, GUoncua neyeHM NoKasaHa B CAy4Yanx, KOraa ectb HeonpeaeNeHHOCTb U BO3MOXKHbIE
[O0NOMIHUTEeNbHbIE 3TMoorMK (Al).
[onkHa 6bITb oueHeHa GyHKUUA NoYeK (ONpeaeneHme KpeaTuH U Ha B CbIBOPOTKE KPOBU U
CKOPOCTU KNyHoukoBoi dunbTpaymm) (Al).
BHeneueHouHble npoasneHusa BIC-uHbekunn gonkHbl ObiTb BbIABAEHbI NPU HAAUUKUK
cumnTtomos (Al).
BI'B 1 BrA BakuMHaALMK AO/MKHBI ObITb NPEA/NIOMKEHbI NALMEHTAM, Y KOTOPbIX HET 3aLUMUTHbIX
aHtuTen (Al).
Heobxogmumo onpeaenutb GpyHKUUKM cepaua 1 novek (Al).

Brianenne PHK BI'C nin kopoBoro antureHa BI'C

BbiasneHune PHK BI'C npegHa3sHa4yeHo A8 NAUUMEeHTOB, KOTOPbIM NOKa3aHO NPOTUBOBUPYCHOE IeUeHue.
KonuuyectseHHbln aHanu3 PHK BI'C gonxkeH 6biTb caenaH C NOMOLLBIO HAAEXKHOI0 YyBCTBUTENIBHOTO
aHanu3a, a yposHu PHK BI'C cneayeT sbipakatb 8 ME/MA. BbiasneHue Koposoro aHTureHa BIrC
nocpeactsom MDA moxeT BbINONHATLCA, KOraa TecTbl Ha PHK BI'C He 4OCTYNHbI UK ABAAIOTCA
poporocroAwmmn. KonnyecTseHHbIM aHann3 KOpoBoro aHTureHa BIC aosxkeH 6biTb caenaH ¢ NOMOLLBIO
HaAEXHOrO aHanW3a, a ero YpoBHU CaeayeT BblpaXKaTb B MOJIb/A.

Onpepgenenrie reHoTrua BI'C

Hapagy conbiITOM neyeHusa U HannMuMem uupposa, MHdMuMpoBaHue reHotunom BIr'C, B Tom uucne
noaTMnoB nepsoro reHotuna (1a unu 1b), BAanAET Ha cxemy neveHUA 1 e€ NPoAOIKUTENBHOCTb.
leHOTMNMPOBaHMe/Cy6TUNUPOBAHME AO0/MKHO BbITb BbINOJHEHO C NOMOLbLIO aHANM3a, KOTOPbIN TOYHO
pasnuyaet noatmn 1a oT noaTvna 1b, 1. e. aHanus, ucnonb3yowWwmit Nnocnego0BaTeNIbHOCTL 5'
HeTpaHcAMpyemoit 061acTu M YacTb APYron reHomHoM 061acTu, Kak NpaBuao, KOAUPOBAHUE AAPA UK
obnactu, koaupyowme 6enok NS5B [50]. Mpu 3TOM Yale BCero MCNONb3yeTcs MeToA, OCHOBaHHbIA Ha
obpatHoM rMbpmuansaLmmn c 30HAO0M aHannsa. KomnaekT Ha OCHoBe rMyHBOKOro CEKBEHUPOBAHMA BCKOpE
byaet poctyneH. [51]

MaH-reHOTUNUYECKMMU CXeMamM NpenapaTos 415 nedeHusa BIC, MOXHO neunTb atoaei 6e3 BbiAsaeHUs
reHoTuna BIC 1 ero noatvna. 3To MOXKET HbITb 0COBEHHO NO/E3HO B TEX PErUOHAX, rae
BMPYCOIOrMYECKME UCCeA0BaHNUA HEAOCTYNHbI UAN UX CTOMMOCTb NPEBbIWaeT CTOMMOCTb
NPOTUBOBUPYCHOTO SIEUEHUA, @ TAK}KE ANA YNPOLLEHUA TEPANUM B HEKOTOP bIX PETMOHAX.




Tecrt Ha pe3ucTeHTHOCTH K BI'C

CTaHAapTUM3NPOBaHHbIE TECTbI HA PE3UCTEHTHOCTL BIC K 0406 peHHbIM NpenapaTtam He AOCTyMNHbI B
BMAE NOKynaemblx KOMNNEKTOB. TecTupoBaHWe Pe3UCTEHTHOCTU ONMPAETCA Ha BHYTPEHHME MeToapbl,
OCHOBaHHbIE Ha CeKBEHMPOBaAHUM FTEHOMOB HaceneHuna (cekseHnposaHue no CeHrepy) uau rnybokoro
cekBeHupoBaHus [52). Heboabluoe Konanyectso nabopatopuit caenany Takue TecTbl 4OCTYNHbIMU B

EBpone 1 Ha gpyrnux KOHTUHEHTax. TecTUpoBaHUe Ha Pe3nUCTeHTHOCTb K BIC moxkeTt 6bITb TEXHUYECKU
CNOXHbIM, B YaCTHOCTU ONA FTEHOTUNOB, OTNINYHBIX OT 1 N 4, n pe3ynbtatbl 4OCTYNHbIX BHYTPEHHUX
aHa/N308 MOTYT CUNbHO pa3nnyaTbca. B HacToAwee Bpema H360p TeCcTtoB Ha OCHOBE rny6oxoro
CeKBEHNPOBaAaHMA HaxoaAUTCA B CTagun pa3BUTUA.

JocCTyn K HageXHOMY TeCTUPOBAHMIO HA PE3UCTEHTHOCTL K BI'C orpaHUYeH 1 He cyluecTeyert
KOHCEHCyCca OTHOCUTENbHO METOA0B, MHTEPNPeTauum U NPeacTaBNeHUa 3TUX TeCTOB. Kpome Toro,
BeCbMa 3GPEKTUBHBIE METOAbI NEYEHUA AOCTYNHbI ANA NALMEHTOB C BbIABNAEMbIMU 3aMEHAMMU,
CBA3AHHbIMWU C PE3UCTEHTHOCTbIO (RAS) Ha 6a30BOM ypoBHe. Takum 06 pa3om, cucTemaTuyeckue
NCCNeaoBaHNA Ha YyCTOMUMBOCTL BIC K NeYeHUIo y 1L, He NeYeHblX paHee npenapataMmu NPAaMoro

npoTusoBMpycHoro aencrsus (MMJ) He pekomeHayetca [53].

Tekyw M1 NpuopuTeTaMm ABAAIOTCA PEKOMEHAALMU CXEM NIEUYEHUSA, KOTOPbIE He TPebYIoT HUKaKMUX
TECTOB Ha PE3UCTEHTHOCTb A0 NEePBOW NUHUKU Tepanun. B pailoHax, rae 3TM cXembl He4OCTYNHbI, Bpauw,
nmetowpe cB060AHbIN AOCTYN K HAOEKHbIM TECTaM Ha PEe3UCTEHTHOCTb, MOTYT MCMO/b30BaTb UX

pes3ynbTaTbl 4NA NPUHATUA PELUEHWNI, COTNAacHO pekomeHgaumam EASL no neyeHuto renatuta C 2016
[54].




Pexkomendayuu
e TecT Ha obHapy»keHne n onpeaeneHme PHK BI'C gonxkeH 6biTb caenaH ¢ NOMOLBIO

YYBCTBUTE/NILHOMO aHaNM3a C HUXHUM npeaenom obHapyxenua <15 ME/mn (Al).
B cTpaHax € HU3KMUM M CpPeaHUM YPOBHEM 0X043 U B ONPeaeNn&HHbIX YCNOBUAX B CTPAHAX C
BbICOKMM YPOBHEM A0X04a MOXET ObiTb NCNONb30BaH KayecTBEeHHbIA aHann3 PHK BIC ¢
HWKHUM npeaenom obHapyxeHua <1000 ME/mn, ecam 6onee YyBCTBUTENbHbIE
KONIMUECTBEHHbIE aHaNWU3bl HeQOCTYMHbI U/Man canwkom goporu (B1).
Ecnn tecTbl Ha PHK BI'C He 40CTynHbl uAn 4OPOrK, B KAYeCcTBe CypporaTHOro MapKkepa
pennnkaummn BIC moxeT BbINONHATLCA 0OHAPYXXEHUE U KONNYECTBEHHOE onpeaeneHne
KopoBoro aHTureHa BI'C nocpeactsom UDA (Al).
FeHoTtun BIC n noatunbl reHotunal (1a nam 1b) HeobxoaMMO onpeaenuTb 40 Hayana NeyeHus,
YTO onpenenuT Bblbop Tepanuu, NOMUMO NpoYMx NnapameTpos (Al).
NeyeHne HOBbIMW NAH-TEHOTUINYHBIMMK CXEMAMM MOXKET bblTb HauaTo H6e3 onpegeneHuns
reHoTUna U NoaTvNa B paloHax, rae reHoTUNUPOBaHNE HeAOCTYMHO U/ WAKN CANLLKOM 40POTo
ONA ynpoweHua 4ocTyna K neyenuto (B1).
Cuncremartnyeckoe TeCTUPOBAHME HA pe3nCcTeHTHOCTb K BIC Ao Havyana neyeHuA He
pekomeHayetca (B1).
B palioHax, rae AOCTynHbl NUilb CXembl, Tpebyroume onTMMM3aLmMmM Ha OCHOBE TeCTOB Ha
PEe3UCTEHTHOCTb, BPauun, MeroLne CBOBOAHbIA A0CTYN K HAAEXHbIM TECTAM HA PE3UCTEHTHOCTb K
nHrnbutTopam NS5A ( 0xBaTbIBaAIOLMX AMUHOKMCNOTbI OT 24 A0 93 ), MOTYT MCNONbL30BATL 3TH
pe3ynbTaTbl NPU NPUHATUM PELUEHWI, KaK YKa3aHo B PekomeHgaLumax EASL no neyeHuto renatuta
C 2016 (B2)

IIpoTUBONMOKA3aHUS K TEpAITUA

MNpoTrMBONOKa3aHWUiA K NeyeHno NpenapaTtamum npamoro agencteus (MNJ) HemHoro. Ncnonb3oBaHue
HEKOTOpbIX areHToB LiuToxpoma P450, BKAOUan areHTbl (Takne kak KapbamasenuH n GeHUTOUH)
NPOTMBOMNOKA3aHO CO BCEMU PEXMMAMM MU3-33 PUCKA 3HAUUTENBHOTO CHUXEHMA KOHUeHTpauuu NN v
BbICOKOI BEPOATHOCTM Heyadaum Tepanuu. Cxembl NeyeHuns, BKAtoYatowme MHrmbuTopbl npoTeassl
NS3-4A, Takue Kak pUTOHABUP + NapuTanpeBup, rpasonpesup, rMeKkanpesmp AU BOKCMNANPEBUP, He
OONMKHbI UCNONB30BATLCA Y NALMEHTOB C AEKOMMNEHCUPOBAHHbIM LMPPO30OM LMppo3a Knacca B namn C no
Yainng-MNoto n3-3a cywectBeHHO 6onee BbICOKON KOHLEHTPALUN MHIMOUTOPOB NpoTeasbl y 3TUX
NaLMeHTOB N CBA3AHHOIO C 3TUM PUCKOM TOKCUMUYHOTO aeicTeusa. Heobxoanmo cobnoaatb
OCTOPOXKHOCTb NPYU NCNONb30BaHUKM coPOoCcObyBUpPa Y NALMUEHTOB C TAXKENOWU NOYEYHOMN

v 2
HEeAO0CTaTOYHOCTLIO (pacyeTHan CKOPOCTb KNyboukoson ¢punbTpaumm [CKD] <30 ma/muH/1,73m°) B
OTCYTCTBMM APYTMUX METOA0B NeUeHUn , Tak Kak GapMaKOKMHETMKa M 6e30NacHOCTb MeTaboauTos,

obpasoBaHHbIX cOdoCOyBUPOM, BCe ele onpeaensercs.




Pexomendayuu
e Wcnonb3osaHue HEKOTOpPbIX areHTOB Lintoxpoma P450 / P-ramkonpotenHa (P-gp),

MHAYLUPYIOWMX areHToB (Takme Kak KapbamasenuH u GeHUTOUH), NpoTUBONOKa3aHOo Ana
BCEX CXEM M3-3@ PUCKA 3HAUUTENBHOIO CHUXEHUA KOHUeHTpauua NNA4 (Al).
Cxembl NeveHus, BKAKHAWMEe MHIMOUTOP NpoTeasbl, He AO/MKHbI UCNONb30BATLCA Y
NauMeHTOB C AEKOMMNEHCUPOBAHHbIM LLUPPO30M neyeHu Knacca B unu C no Yainng-Moto nnm
Yy NauMeHTOB C NpeablayWwmmm anM3ogamm geKkomneHcaumm umpposa (Al).
Y naymeHTos ¢ CK® <30 mn/muH/1, 73m’ codpocbyBUp A0NKEH NPUMEHATLCA NULLb B
CNyyanx, Koraa HeT ApyrMx MeTonoB NeYeHus, PEKOMEH0BaHHbIX 414 NaLUEHTOB C
TAXKENOM NOYEeYHOM HeaoCTaToOYHOCTbIO (B1).

[TloxazaHnusd K JIe4eHH10: KTO /[0J/DKEH JIeYUThCcAa?
Bce, He nony4yaswune npeasapuUtTenbHOro ne4yeHna U npowegumne ne4yeHne nauymneHTbl, Kotopblie rotoBbl
NIEUUTBLCA, M Y KOTO HET NPOTMBONOKA3aHUM K IEUEHUNIO, AO/MKHbI NPONTU TEPANUIO.

NeyeHune A0MKHO BbITb HEOTNOXHBIM Y NALMEHTOB C BbipaXeHHbIM ¢nbpo3om (F2 - F3 no METAVIR),
nnun unpposom (F4 no METAVIR), B TOM uncne, y NALMEHTOB C AEKOMNEHCUPOBAHHbIM LLUPPO3OM
NeYeHu; y NaLUEHTOB C KMMHUYECKM 3HAUMMbIMU BHENEYEHOUHBIMWU NPOABNEHUAMMU (Hanpumep,
CMMNTOMaTUYECKMIA BACKY/IUT, CBA3AHHbIN CO cMelaHHoM BIC-accoummnpoBaHHoOM KpuornobynmHemunemn
BIFC-MMMYHHaA KOMNAEKCO3aBUCUMAR HedpoNaTUA U HEXOAXKKUHCKAA numboma B-kneTok); y
nauMeHTOB C peumansom renatuta C nocne TpaHCNNAHTaLMM NEYEHU; Yy NALMEHTOB U3 TPYNNbl PUCKa
6bICTPOro paseuTMA 3aboneBaHMA NeYeHM U3-3a O4HOBPEMEHHbIX CONYTCTBYIOWMNX 3aboneBaHui
(TPaHCNNAHTALMA NAPEHXMMATO3HbIX OPraHOB UM CTBONOBBIX KNETOK, CaXxapHblit anabet, KouHobekuus
BI'B); 1 nu1u, NnoaBepraroLLMXcs pUcKy nepenayn BIC (akTMBHbIX NOTpebutene MHLEKLMOHHbIX
HaPKOTUKOB, MY>XYMH, UMEIOLMX NONOBbIE KOHTAKTbl C MY>X4YMHAMM C CEKCYaIbHbIM NOBEAEHUEM
BbICOKOIO PUCKa, XEHLWMHbI 4eTOPOAHOr0 BO3pacTa, KOTopble XOTAT 3abepemeHeTb, NALUEHTOB HA
remoananuse, U y ML, HaxoaaLWNXCA B 3aKN0HEHUK). MNOTPedUTENU MHBEKLMOHHbBIX HAPKOTUKOB U
MY>XUMHbI, UMEIOLLME NONOBbIE KOHTAKTbl C MYyXUYMHAMM C CEKCYaNlbHbIM NOBEAEHUEM BbICOKOIO pUCKa
DONKHbI BbITb 0CBEAOMNEHDBI O PUCKE PEUHDEKLMU U AONXKHBI NPUMEHATL NPEBEHTUBHbIE MEPbI NOCNe
YCNELWHOro NeYeHus.

MNauneHTbl C AEKOMNEHCUPOBAHHbBIM LLUPPO3OM M NOKa3aHMEM K TPAHCNNAHTALUK NeYeHn ¢ bannamu
MELD > 18-20 6yayT MMeTb NONOXKUTENbHBIN 3PPEKT OT TpaHCNNAHTALMK U NOCNeayoLEe

NPOTUBOBUPYCHOMN TepanuK, TaK Kak BEPOATHOCTb 3HAUUTENbHOIO yNydlleHUa GyHKLUU NeYeHn B
pesynbTaTte Tepanuu 40 TpaHCNNaHTauuMu Hesenuka [55],[56], [57], [58], [59], [60]. OpHako, naumneHTbl ¢

6annamu MELD >18-20 1 c oXkMaaembim A4OTPaHCNNAHTALMOHHbIM Nepuoaom bonee 6 mecsaues, MOTyT
npoiTtn BrC-tepanuio. /leueHne He peKomMeHAayeTca ANA NALNEHTOB C OFrPaHUYEHHOM
NPOAONKUTENBHOCTLIO XXU3HWU U3-3a CONYTCTBYHOLWMX 3a60NeBaHMA, He CBA3aHHbIX C 3aboneBaHUAMM
neyeHu.




Pexkomendayuu

Bce nauymeHTbl ¢ BIC-nHbekumnen onxHbl ObiTb PAaCCMOTPEHbI KaK KaHAWAATbI HA Tepanuio,
BKNIOYAA HeNeYeHbIX NaLMEeHTOB M NuL, He aocTurimnx YBO nocne npeablaywero nedeHua (Al).
NleyeHmne AoNKHO ObITb HEMEANEHHBIM AN1A NALMUEHTOB CO 3HAYNTENbHbIM GNMBPO30M nNK
umppo3om nedenu (F2, F3 nnun F4 no METAVIR), BKntoYas AEKOMNEHCMPOBAHHDIN (NO LWKane
Yaina-Moto B nan C) umppo3om, NaLUEHTOB C KAMHUYECKU 3HAUYUMMbIMU BHENEYEHOUHbIMMU
NPOABNEHUAMM (HANPUMEDP, CUMNTOMATUHECKNIA BACKYNUT, CBA3AHHbIW CO CMewwaHHon BIC-
accounMpoBaHHOM KpuornobynnHemmuen, BIC-MmMmMyHHOI KOMNNEKCO3aBUCMMOWN HepponaTren
N HEXOOKKUHCKON nMuMdpomoi B-kneTok), y naumeHToB ¢ peungneom renatmuta C nocne
TPAHCNAAHTALMUN NEYEHN, U NALMEHTOB C PUCKOM BbICTPOro pa3BnTmna 3aboneBaHUA NeYeHN ns-
3a CONYTCTBYIOWMX NATONOMMI; y BONbHBIX, NOABEPratloWmXca pucky nepeaaum BrC (aKTMBHbIX
noTpebutenen MHLEKLMUOHHbIX HAPKOTUKOB, MYXUYUH, UMEIOLLUX NONOBbIE KOHTAKTbI C
MYXXYMHAMM C CEKCYaNbHbIM NOBEAEHUEM BbICOKOTO PUCKA, XEHLWMUH AeTOPOAHOIo BO3pacTa,
KOTOpbIE XOTAT 3abepeMeHeTb, NALMUEHTOB HA rEMOANANMU3E, U Y UL, HAXOAALLMXCA B
3akntodeHuun) (Al).

MauuneHTbl C AEKOMNEHCUMPOBAHHBIM LIMPPO30M (Knacca B mnm C no Yanna-MNbio) n nokasaHMAMM
K TPaHCNNaHTauumn neyeHun c bannamm MELD 2 18-20 aonkHbl CHa4ana NPoOMTU TpaHCNAAHTaLUMIO,
a 3aTem NoNy4uTb Tepanuio (B1).

Ecnhmn aoTpaHcnnaHTaUMOHHLINM Nepuog coctasnaeT bonee 6 mecALEB, NALMEHTaM C
AeKomneHcUpoBaHHbIM (knacca B nam C no Yanna-TNbto) umppo3om neveHn bannamm MELD 2
18-20 MOXXHO Ha3Ha4aTb Tepanuio A0 TpaHcnnaHTaumu (B1).

JNleyeHune He peKoOMeHAYEeTCA NaLMEeHTaM C OFPaHUYEHHOWN NPOAOCNKUTENbHOCTbLIO XXU3HWU U3-3a
conyTcTeytowmx 3aboneBaHnin, He CBA3aHHbIX C 3aboneBaHUAMM nedeHn (B2).

JlocTynHble siekapcTBa B EBpone B 2018 rony

Mpenapatbl 418 neveHunn BIC nHpekumm, goctynHblie B EBpone, nepeuncneHbl B AaHHOM pasaene u B

Tabnuue 3. MpeactaBneHbl 3BECTHbIE GapMaKOKMHETUYECKME NpoduNn U B3aumoaeincTemne

NeKapcTBEHHbIX cpeacTs. Ana nonydeHuna 6onee NoApo6HOro NepeyHs NeKapCTBEHHbIX

B3anmogeincremi, cm. Tabaunubl 4A — 4G M NONHBINA CNUCOK COBMECTUMOCTHN Bonee, uem 700 nekapcTs

Ha caiiTe www.hep-druginteractions.org. Ans nony4yeHuAa gononHuTenbHo nHpopmaymm o

COBMECTMMOCTHN KOHKpeTHbIx MM o6paTutech K onucaH1io Nnpenapara.




Tabnuua 3. NNA, oao6perHHbie B EBpone B 2018 roay M peKOMEHA0BaHHbIE B ,aHHOM AOKYMEHTe

MaH-reHOTMNUYECKWUE NpenapaTbl AW UX KOMbUHaL UK

{Codocbysup

TabneTtku, cogeprrawme 400 mr
codocbysupa

OpHa Tabnetka pas B
OeHb

|Codocbysup / Bennartaceup

TabneTku, cogep:rawme 400 mr
codocbysunpa n 100 mr BenaTacsupa

OpHa Tabnetka pas B
OeHb

Codocbysup / Bennatacsup /
BOKCMNANpesup

TabneTku, cogepsrawme 400 mr
codocbysupa, 100 mr Bennatacsmpa 1 100
Mr BOKCMNanpeBunpa

OpHa Tabnetka pas B
OeHb

Fnekanpesup / nubpeHTacsup

Tabnetku, cogeprrawme 100 mr
rnekanpesupa n 40 mr nubpeHTacsmnpa

Tpw Tabnetkm oaunH pas
B A€Hb

CneunduyHbie K reHOTUNY Npenaparbl UAKM X KOMBUHaL UK

|Codocbysup / neamnacsunp

TabneTku, cogeprawmne 400 mr
codocbysupa 1 90 mr negmnacempa

OpHa Tabnetka pas B
OEHb

Napurtanpesup / ombutacemp
/ putoHaBup

TabneTtkn, cogeprawme 75 mr
napuTanpesupa, 12,5 mr omburaceupa m 50
MF PUTOHaBMpa

[Be Tabnetkn oauH pas
B ieHb

Lacabysup

TabneTkn, cogeprrawme 250 mr gacabysupa

OpHa TabneTtka aBa
pasa B geHb (yTpom n
BEYEPOM)

[pasonpesup/dnbacsup

TabneTku, coaepawme 100 mr
rpasonpesupa n 50 mr anbacsnpa

OpHa Tabnetka pas B
OeHb

NMporpamma noaaepxku Bpaven Zydus.ru/Advisor. 8-800-333-72-15




Tabnuua 4A. JlekapcTBeHHble B3aumogenctema mexxay MMNA v aHTupeTpoBUpYyCHbIMU NpenapaTamm

SOF SOF/LDV  SOF/VEL (OBV/PTV/r| GZR/EBR | SOF/VEL/ | GLE/PIB
+ DSV VvOX

|Abacavir

¢ ¢ ¢ ¢ ¢

Emtricitabine

Lamivudine

L R R R 2

¢ ¢ ¢ ¢
¢ ¢ ¢ ¢
[ ] ¢ ¢ [ ]

Tenofovir disoproxil fumarate

Tencofovr alafenamide

Efavirenz

NNRTIs Etravirine

Nevirapine

Rilpivirine

Atazanavir/ritonavir

NHTMBUT Atazanavir/cobidstat

opbl | Darunavir/ritonavir

npoTeas|Darunavir/cobicistat

bl Lopinavir/ritonavir

L IR Ik Ik Sk JEE L Sk Bk Bk Ak 4

Wurnbut| Dolutegravir

opbl

NPOHUK Evitegravir/cobicistat/

emtricitabine/tenofovir
disoproxiifumarate

<

HOBEHMU
AB

Knetky/ Evritegravir/cobiastat/

MHIMBUT| emtricitabine/tenofovire
opbl disoproxiifumarate

WHTEpas

Maraviroc ¢ ¢ ¢ [ | ¢ ¢ ¢
Raltegravir ¢ ¢ ¢ ¢ ¢ ¢ ¢

SOF — codocbysmp; SOF/LDV — codocbysmp + neamnacsmp; SOF/VEL — codocbysmp + sBennatacemp; OBV/ PTV /r + DSV —
YCWNIEHHbIM PUTOHABMPOM Naputanpesup + omburtacemp u aacabysup; GZR/EBR — rpasonpesmp +3nbacsup; SOF / VEL/ VOX —

bl

codocbysmp + Bennaracsmp + sokcunanpesmp; GLE / PIB — rnekanpesup + nubpertacsmp. NRT| (Hykneo3ungHbie MHIMbuTopbl
obpaTHOM TpaHCKpUNTasbl) — Abakasmp, IMTpULMTabKMH, lammeyanH, TeHodosmp; NNRTI (HeHykneo3naHble MHIMBUTOPLI
06paTtHoM TpaHcKpunTasbl) — 3dasmpeHu, 3TpasnpuH, HesnpanuH, Punnmsnpu; UHmMOUTOpPLI NpoTeasbl — ATasaHaswp;
atasaHasmp/r, atazaHasup/kobuumcrar; JapyHasup/r, aapyHasup/kobuumcrart, /lonMHasnp/r; MHIMBUTOPbLI NPOHMKHOBEHMWA B
KNeTKY /MHrMbuTOopbl MHTEepasbl — [onyTerpasup, dnsuterpasmp/kobrumcrat /amTprunTtabun/TeHodosnp; amconpokenn/
dymapar; Insuterpasmp/Kobuumcrat/amrpuumTtabuH/TeHod osup; anadeHamna; Mapasvpok; Panterpasmp.




LiseToBble 0603HaYeHNA

HE OXKMAAETCA HUKAKOTO KAMHUYECKWU 3HAUMMOTO
B3aMMOAencTBmA

noTeHUManbHOe B3aMMOAENCTBUE, KOTOPOE MOMKET
noTpe60BaTb KOPPEKTUPOBKY 403bl, K3MEHEHME BPEMEHM
BBEAEHWUA NN AONONHUTENbHBIA MOHUTOPUHT

3TW npenaparbl HeNb3Aa BBOAUTbL COBMECTHO

MpumevaHun:

* B 3aBMCMMOCTM OT GYHKLIMM NEYEHN MOXKET NOTPeH0BaTLCA M3MEHEHW € A03MPOBKM ANA HEKOTOPLIX S1IEKAPCTB. MoM)anymcra,
06paTMTECh K MHCTPYKUM M MO Me AW ULMHCKOMY NPYMMEHEHMIO NPenapaTa AR KOHKPETHbIX NPenapaTtos A/M NO/y4eHus coseTa
OTHOCHTENbHO A03MPOBKK. CUMBON (3€/1eHbIN, KEANTLIN, KPACHBIN), NCMOAB3YEMbIN ANA PAHKMPOBAHNA KNMHNYECKOTO
3HaueHMA B3aMMOAENCTBNA NpenapaTos, OCHOBLIBAETCA HA AaHHbIX www.hep-druginteractions.org (/lnsepnynsckmit
yHusepcuTteT). 118 NoAy4eHNA A0NONHMTENbHON MHOPMAUMK MO B3aMMOAENCTBMIO IEKAPCTBEHHbIX CPEACTB 1 no bonee
LUIMPOKOMY KPYry NMpenapaTtos, AeTanmn3aumm G apMakOKMHETUYECKOro B3aMMOAEUCTBMNA U KOPPEKTUPOBKM A03MPOBAHNA
06paTuUTECH K BLILLIEYNOMAHYTOMY CaiTy. M3BECTHbIE MK OXNAAEMBIE YBENNMUEHNA KOHUEHTPAU MM TeHODOBMPA B CXeMax
Neyenunsn, CoaepKawmx An3onpokcm adpymapat TeHodosmupa. TpebyeTe 0CTOPOMKHOCTL M YACTbIN MOHMUTOPUHT MOYEK.

Tabanua 4B. lekapcTeeHHbie B3aumogeinctema mexay NA0 n HapKOTUYECKUMKU BeLecTBaMK

o8 v/ GZR / EBR SOF /
PTV/r + VEL/ VOX

DSV

SOF  SOF / LDV |SOF / VEL

Amphetamine

Cannabis

Cocaine

Diamophine

Diazepam

Fentanyl

Gamma-hydroxybutyrate

Ketamine
MDMA (ecstasy)
Mefedrone
Methadone
Methamphetamine

Oxycodone
Phencyclidine (PCP)
Temazepam

||| & | || ||| | o
||| & | || ||| |||
[ NN BN NEE 2N NN BN BN BRI 2N N N BN BN
L IR R AR A AR A B N AR AR 2R A 2
|l || || |G| ||| oo
¢ B|®| oo o B  BR|| ¢ oo

| ol || || ||| ¢ | | | o

¢ ¢ ¢ ¢ ¢ ¢

SOF — codocbysup; SOF/LDV — codocbysmup + neaunnacsup; SOF/VEL — codocbysup + sennatacsnp; OBV/ PTV /r+ DSV —
YCWNEHHbIM PUTOHaBMPOM napuTanpesvp + ombuTtacemnp n aacabysup; GZR/EBR — rpasonpesup + 3nbacsup; SOF / VEL/ VOX —

codocbysup + sBennatacsup + sokcunanpesup; GLE / PIB — rnekanpesup + nubpeHTtacsnp.




LiseToBble 0603HaueHUn

HEe OXKMAAEeTCA HUKAKOTO KAMHUUYECKU 3HAUMMOTO
B3aMMOAENUCTBUA

noTeHuManbHoe B3aMMoaencTeune, KOTopoe MoeT
noTpe60oBaTb KOPPEKTUPOBKY A03bl, UBMEHEHUE BPEMEHMU

BBeAeHUA Unun AOI‘IOIIHMTeanbIﬁ MOHUTOPUHT

3TU Nnpenapartbl HeNb3A BBOAUTbL COBMECTHO

MpumeyaHuna

* B 3aBUCMMOCTI OT GYHKLMM NEYeHN MOXKET NOTPeb0BaTLCA M3MEHEHWE 403MPOBKIN ANA HEKOTOPbIX 1eKapCTB. [ToXanymcTa,
06paTtMTeCh K MHCTPYKLMW NO MEAULMHCKOMY NPUMEHEHWIO NpenapaTta ANA KOHKPETHbIX NPenapartos AJA NOJyYeHWUA CoBeTa
OTHOCUTENbHO A03UPOBKN. CUMBON (3€NEHbIW, XKENTbIW, KPACHbIN), NCNOABL3YEMbIN ANA PAHKUPOBAHMWA KIMHWYECKOTO
3HAueHMA B3aMMOAEMCTBMA NPenapaTos, OCHOBLIBAETCA HA AaHHbIX www.hep-druginteractions.org (/lusepnynbckuii
yHuBepcuTeT). Ana NoAyYeHna 40N 0NHUTENLHOW MHbOPMaUMK NO B3aMMOAENCTBUIO 1eKaPCTBEHHBIX CPeacTs u no bonee
LUIMPOKOMY KpYyry Npenapartos, AeTanm3aunmn ¢bapmMakoKMHETUYECKOro B3aMMOAENCTBUA U KOPPEKTMPOBKN 4,03MPOBaHWA
06partuTech K BbileyNOMAHYTOMY CanTy.

Tabauua 4C. flekapcTBeHHble B3aumogeictena mexay MMA v runosMnuaemuyeckummu npenapaTtamm.

SOF/  |oBV/ PTV/r SOF /VEL/| GLE/
SOF SOF / LDV GZR / EBR
+DSV VOX
VEL PIB

Atorvastatin

Bezafibrate

Ezetimibe

Fenofibrate

Fluvastatin

Gemfibrozil

Lovastatin

Pitavastatin

B B B|e B|e| o o

Pravastatin

* | & ¢| | | ¢ o | |
B o B |B| e B|oe o o n
H & o | BB BR|e o o n

Rosuvastatin

Simvastatin ¢ ] ] ° ] ° °

SOF — codocbysmnp; SOF/LDV — codocbysmp + negnnacsmp; SOF/VEL — codpocbysnp + sennatacsmp; OBV/ PTV /r+ DSV —
YCUNEHHbIN PUTOHaBMPOM Napuranpesvp + ombutacsvp v gacabysup; GZR/EBR — rpasonpesup + anbacsup; SOF / VEL/ VOX —
codocbysup + Bennatacsup + Bokcunanpeswp; GLE / PIB — rnekanpesuvp + nnbpeHTtacsup.

LiseToBble 0603HaueHUnA




He 0XXMO,AeTCA HUKAKOFO KAMHUYECKU 3HAUYMMOTO
B3aMMO4eNCTBMA

NOTEHUMANbHOE B3aUMOAENCTBUE, KOTOPOE MOMKET
noTpeb0oBaTb KOPPEKTUPOBKY A03bl, UBMEHEHUE BPEMEHU
BBEAEHMA MU AONONHUTENbHbBIA MOHUTOPUHT

3TU NpenapaTtbl HeNb3A BBOAUTbL COBMECTHO

MpumeyvaHunsa

* B 33BMCMMOCTM OT GYHKLWW NeYEeHN MOXKET NoTpeboBaTbCA M3MEHEHME A03MPOBKW ANA HEKOTOPLIX NEKapCTB. MoxanyincTa,
06paTtMTECh K MHCTPYKLMMW NO MEAWLMHCKOMY NPUMEHEHWIO NpenapaTa ANA KOHKPETHbLIX NPenapaTos ANA NOAYYEHUA COBETa
OTHOCHTENbHO A03MPOBKK. CUMBOA (3e1EHbIN, MENTbIN, KPACHbIN), NCNOAL3YEMBIN ANA PAHKWPOBAHUA KNMHWYECKOTO
3H34YeHWA B3aUMOAENCTBUA NPENapaToBs, OCHOBLIBAETCA Ha AaHHbIX www.hep-druginteractions.org (/lnsepnynbckunia
yHuBepcuTeT). N8 NoAy4eHUa A0NOAHUTENbHON MHGOPMaLMK N0 B3aMMOAENCTBUIO IEKapCTBEHHbIX CPeACTB u no 6onee
LUIMPOKOMY KpYry NpenapaTtos, AeTann3aummn GapmaKOKMHETUYECKOTO B33 UMOAENCTBUA N KOPPEKTUPOBKWU A03MPOBAHWUA

obpaTuTech K BbILEYNOMAHYTOMY CanTy.




Tabnmua 4D. flekapcTBeHHbIe B3aumoaeicTema mexay MM/ v npenaparamu, sosgelicreyrowmmm Ha LHC

oBv/ SOF /

SOF SOF GZR GLE
/ / PTV/r / VEL/ /

LDV VEL EBR PIB
+ DSV VOX

Amitriptyline

Citalopram

Duloxetine

Escitalopram

Fluoxetine

Paroxetime

Sertraline

Trazodone

Venlafaxine

Amisulpiride

Aripiprazole

Chlorpromazine

Clozapine

Flupentixol

Haloperidol

Olanzapine

Paliperidone

Quetiapine

Risperidone

Zuclopentixol ¢ * * [ ¢ ¢ *

SOF — codocbysmp; SOF/LDV — codocbysup + negunaceup; SOF/VEL — cobocbysup + sennatacsup; OBV/ PTV /r + DSV —
YCUNEHHbIA PUTOHaBUPOM naputanpesup + ombutacemp n aacabysup; GZR/EBR - rpasonpesup + anbacsup; SOF / VEL/ VOX —
codocbysup + Bennartacsmp + sBokcuaanpesup; GLE / PIB — rekanpesup + nmbpeHTacsnp. AHTUAENPECCaHTbI: AMUTPUNTUAMH,
Uutanonpam, [ynokceTtuH, Scuntanonpam, ®nyokceTuH, MapokcetnH, CeptpanvH, Tpa3zoaoH, TpumunpamuH, BeHnabaKkcuH.
Henponentukn: AMncynbnupua, Apununpason, XnopnpomasuH, Knosanux, @aynentukcon, fanonepuaon, OnaH3arara,

NanunepupoH, Keetnanund, PucnepmaoH, 3yknoneHTUKCon.




HE 0XUWO,aEeTCA HUKAKOTO KAMHUYECKU 3HAYUMMOFO
B3aMMOAENCTBUA

NOTEHUMANbHOE B3aUMOAENCTBUE, KOTOPOE MOMKET
noTpeb0oBaTb KOPPEKTUPOBKY A03bl, UBMEHEHUE BPEMEHU
BBEAEHMA MU AONONHUTENbHbBIA MOHUTOPUHT

3TU NpenapaTtbl HeNb3A BBOAUTb COBMECTHO

Npumeyanunn

* B 33BUMCMMOCTI OT GYHKLM M NEYeHU MOXKET NoTPeb0oBaTbCA M3MEHEHN e A,03MPOBKN AN HEKOTOPLIX NEKapcTs. Moxanyincra,
06paTUTECh K MHCTPYK LMW NO MEAULIMHCKOMY NPUMEHEHUIO NPENapaTta ANA KOHKPETHLIX MPEenapaTtos ANA NOy4eHUA COBETA
OTHOCUTENBHO A,03MPOBKK. CMMBO (3ENEHBIN, YKENTBIW, KPACHbIN), MCNONBb3YEMBIN ANA PaHKNP 0BAHWA KNMHNUYECKOTO
3HauYeHMA B3aMMOAENCTBUA NPENapaTos, OCHOBLIBAETCA HA AaHHbIX WWW.hep-druginteractions.org (/lusepnynbcknin
yHusepcuTeT). A8 NoAydeHMa 4ONOAHUTENBHON MHHOPMALIMM NO B3aNMOAENCTBUIO NEKA PCTBEHHBLIX CPEACTB U Nno bonee
LUIMPOKOMY KpYry NPenaparos, AeTann3aumm GapmMaKkoKMHETUYECKOro B3aWMOAENCTBUMA N KOPPEKTMPOBKU AO3NPOBAHNA
06paTMTECD K BbILLEYNOMAHYTOMY CaMnTy.

Tabnunuya 4E. NlekapcTseHHble B3aumogeiicteua mexay NN v cepaeuHococyanctbiMmm npenapatamm

OB V/
SOF |SOF /LDV| SOF/ SOF/ |GLE/PIB
VEL "13’5/\;* GZR/ EBR VEL/ VOX

Amiodarone

AHTHapUTMn Digoxin -

vyeckue

Vernakalant

Flecainide

Atenolol

bera- Bisoprolol

6nokaTopbI i
Carvedilol

Propranolol

H| ¢ B ¢ | | ¢ | 1
B ¢ B | ¢ | ¢ | 1
| ¢ B | | | ¢ | 1

Bnokatopwr | Amlodipine
Ka/bLy eBbIX
KaHanos

Diltiazem

¢ 02
<

Nifedipine

AreHTbl Aliskiren
npoTms

Losartan
rmneptoHnn

W cepaeuHon Doxazosin
HeaoCTaTouH

® | | | & S| 6| S| O S| O | o o
® | | | ¢ | | | o | ¢ | | o 1~

[ ]
¢
¢

[ | ¢ L4

Enalapril ¢ * ¢ [ ¢ [ [

QcTy
SOF — codocbysmp; SOF/LDV — codocbysmup + neamnacsmp; SOF/VEL — codocbysup + seanartacsmp; OBV/ PTV /r+ DSV —

YCWAEHHbIM PUTOHABMPOM Naputanpesup + ombutacemp u aacabysup; GZR/EBR — rpasonpesup + anbacsup; SOF / VEL/ VOX —

codocbysup + Bennaracsmp + BoK cunanpesup; GLE/ PIB — rnekanpesup + nMbpeHTacsmp. AHTM apuTMMYecky e: AMMOAapOoH,
AurokeuH, ®neumanna, BepHakananTt. beta-6nokatopel: AteHonon, buconponon, Kapseannon, MponpaHoaon. baokatopsi
KanbLiM eBbIX KaHaNos: Amnogunut, Anatnasem, Hubeawnun. AreHtol NnPOTUB rMNEepTOHMIU N CEPAEYHON HEA0CTAaTOYHOCTH:
AnnckmpeH, KaHaecapraH, [1oKca3ocuH, DHananpun.




He OXKnaaeTcA HUKAKOro KA1NHUYECKN 3Ha4YNMOro
B3aMMOAeﬁCTBMﬂ

noTeHunanbHoe B38MMOA€V1CTBM€, KOTOPOE MOXeT
I'IOTpEGOBaTb KOPPEKTUPOBKY A03bl, USMEHEHUE BPEMEHMU
BBeAeHNA Unn AOI’IOIIHVITEﬂbeIﬁ MOHUTOPUHT

3TU Npenaparbl HENB3A BBOAUTL COBMECTHO

Mpumevanmn

* B 3aBMCMMOCTM OT GYHKLMM NeYeHn MoKeT NoTpeboBa TbCA M3MEHEHN e A03NPOBKKN ANA HEKOTOPbIX IeKapcTe. Moxanyincra,
06patmTech K MHCTPYKUMM NO MeAULMHCKOMY NPMMEHEHMIO NPenapaTta ANA KOHKPETHbIX NpenapaTtos 4/1a NoJyYeHuA coBeTa
OTHOCUTENBHO A03MPOBKU. CUMBOA (3ENEHBIN, 3KENTbIN, KPACHbIN), NCNOJIb3YEMBIN ANA PaHKMPOBAHNA KAMHUYECKOTO
3HaYeHWA B3aMMOAENCTBMA NPENapaTos, OCHOBLIBAETCA HA AaHHbIX www. hep-druginteractions.org (/lnsepnyabckunin
yHusepcuTeT). a8 noayyeHna A0NOIHUTENbHOW MHPOPMaLMKM NO B3aMMOAENCTBUIO IEKAPCTBEHHbIX CPEACTs 1 No bonee
LUIMPOKOMY Kpyry NpenapaTos, AeTanmnsaum GapmMakoKMHETUYECKOTO B3aUMOAENCTBNA N KOPPEKTUPOBKM A03MPOBaHMA
o6patnTech K BbILLEYNOMAHYTOMY CaWTYy.

Tabnuua 4F. JlekapcTBeHHble B3aumogeiicteua mexay NMMNA n ummyHogenpeccaHTamu

OBV/PTV/r[ o oo | SOF/VEL/

SOF SOF / LDV | SOF / VEL
+ DSV VOX

GLE/PIB

Azathioprine
Cyclosporine
Etanercept
Mycophenolate
Sirolimus

Tacrolimus ¢

SOF — codocbysup; SOF/LDV — codocbysnp + neamnacsup; SOF/VEL — codocbysup + sBesnatacsmnp; OBV/ PTV/r + DSV —
YCWIEHHBIN PUTOHABMPOM NapuTanpesnp + ombuTtacsnp un aacabyswp; GZR/EBR — rpasonpesup + anbacsup; SOF / VEL/ VOX —
codocbysmp + Besnaracsmp + Bokcunanpesup; GLE / PIB — raekanpesup + nubpeHtacsmp.

MNpenapartbl: Azatnon pwH, Unknomopwn, 3TaHepuenT, Isepoammyc, MukobeHonat, Cuponnmyc, Takpoanmyc.

HE OXKNAaeTcA HUKAKOTo KAMHUYEeCKU 3HAYUNMOTo
Baawmogeﬁcravm

noTeHUManbHoe Bsawmogei&cmwe, KOTOPOE MOXeT

noTpe60oBaTb KOPPEKTUPOBKY A03bl, K3BMEHEHUE BPEMEHM

BBeAeHnA nan AOI’IOHHMTGI’IbeIﬁ MOHUTOPUHT

3TN Npenaparbl HENB3A BBOAUTL COBMECTHO




MpumeyaHua

* B 3aBUCMMOCTY OT HYHKLMMN NEYEHN MOXKET NOTPEO0BATLCA UIMEHEHUE 403MPOBKKU ANA HEKOTOPbIX IeKapcTs. Moxanyncra,
06paTtuTech K MHCTPYKUM MW MO Me AMLIMHCKOMY NPUMEHEHUIO NPenapaTa AnA KOHKPETHbIX NPenapaTos 4/1A NOMy4eHWUA COBETa
OTHOCUTENBHO A03UPOBKU. CUMBOA (3E€NEHBIN, KENTLIN, KDACHbIN), MCNO/b3YEMbIN ANA PAHXMPOBAHWA KIMHUYECKOTO
3HaYeHWA B3aMMOAENCTBUA NPENAPaTOB, OCHOBbLIBAETCA HA AaHHbIX www.hep-druginteractions.org (/lusepnynsckui
yHusepcuTeT). ANA NONyYEHWUA A0NONHUTEIbHON MHPOPMaLMKM NO B3aMMOAENCTBMIO IEKAPCTBEHHbIX CPEACTB U No bonee
LIMPOKOMY Kpyry npenapaTos, AeTanm3aummn ¢apmaKOKMHETUYECKOro B3aMMOAENCTBUA N KOPPEKTUPOBKM A03MPOBAHUA
06paTnTech K BbILIEYNOMAHYTOMY CanTy.

Tabnuua 4G. JlekapcTBeHHble B3aumogeiicteua mexay MNMA v nepopasnbHbIMU aHTUTPOMBOLUTAaPHBIMU

npenapatamv U aHTUKOoary1IaHTamum

OBV/PTV/r| oo/eer | SOF/ VEL/

SOF / LDV
SOF/VEL | hsv voX

Clopidogrel [
Dabigatran ]
Ticagrelor
Rivaroxaban
Apixiban
Edoxaban [ ]
Warfarin [ [ [ | [ [ [} [}

SOF — codocbysup; SOF/LDV — codocbysup + neavnacsup; SOF/VEL — codocbysup + sennatacemp; OBV/PTV /r + DSV —
YCWNEHHbIN PUTOHaBUPOM Napuranpesup + ombutacsup v aacabysmp; GZR/EBR — rpasonpesup + 3anbacsup; SOF / VEL/ VOX —
codocbysmp + Bennatacsup + Bokcunanpesup; GLE / PIB — rnekanpesup + nubpeHTacsmp.

HE OXMOAeTCA HUKAKOTO KAMHUYECKU 3HAUUMOTO
B3aMMOLAENCTBUA

norteHunanbHoOe Baawmop,eﬁcrsw €, KOTOpoe MoXxeT
ﬂOTpEGOBaTb KOPPEKTUPOBKY A03bl, USMEHEHUNE BpPEMEHU

BBEAEHUA UNWN AONONHUTENbHbIN MOHUTOPUHT

3TK Npenaparbl HeAbL3A BBOAUTbL COBMECTHO

MpumeyaHna

* B 3aBMCMMOCTU OT GYHKLMU NEeYeHN MOXKET NOTpeb0BaTbCA U3MEHEHWE A03MPOBKU ANA HEKOTOPbIX NEKAPCTB.
Moxanywcra, obpaTUTECh K MHCTPYKUM U NO MeAULMHCKOMY MPUMEHEHUIO NpenapaTta A1 KOHKPETHbIX NPenapartos ANa
NONYYEHWA COBETA OTHOCUTENBbHO A03MPOBKU. CUMBON (3ENEHDBIN, YKENTbIN, KDACHbIN), MCNONL3YEMDBIA ANA PAHXUPOBAHWA
KNIMHWYECKOTO 3HaYeHUA B3aMMOAENUCTBUA NPENapaTos, OCHOBbIBAETCA Ha AaHHbIXx www.hep-druginteractions.org
(Nnsepnynbckuit yHusepcuTeT). ANA NOAYYEHUA A0NONHUTENbHON MHGHOPMAaLMKY NO B3aMMOAENCTBMIO IEKAPCTBEHHDIX Cpes,
cT8 v no 6onee WUPOKOMY Kpyry NpenapaTos, AeTann3aumm ¢apmaKoKMHETUYECKOTO B3aUMOAENCTBUA N KOPPEKTUP OBKU
AO3NPOBaHWA 06PaTUTECH K BbILLIEYNOMAHYTOMY CaMTy.




CodocoyBHup

Codocbysup cneayer npuHMmaThb B go3e 400 mr (1 Tabnetka) 1 pa3s B 4eHb HE3aBUCMMO OT Npuema
nuwm. NMpumepHo 80% codocbysMpa BbIBOAMTCA U3 OpraHM3mMa NOYKaM#, B TO BpeMA Kak 15% BbiBoaguTCA
¢ dekanmamu. OcHoBHOe KonuyecTBo codocbyBupa, BbiAENEHHOE C MOUYOWU, — 3TO HYKNEO3UAHbIN
metabonut GS-331007 (78%), nonyyeHHbl nytem aedocdopuanposBaHma, B TO Bpems Kak 3,5%
BbIBOANTCA B BUAE codocbyBupa. NMoueyHblt KAMPEHC ABNAETCA FNaBHbIM cnocobom BbiBeAeHUA ANA
GS-331007. Takum 0bpa3om, B HAcToALLEe BPEMA HEBO3MOXHO AaTb HUKAKUX pEKOMeHAaL it
OTHOCUTENBbHO A03MpPOBKM codOCOYyBMpPaA NALMEHTAM C TAXKENON NOYEYHOW HEAOCTAaTOYHOCTbIO (NO

OLEHKe CKopoCTH Knyboukoson punbTpaumnm CK® <30 mn/mun/1, 73 M%) MAK C TEPMUHANBHOMN CTaamel

NoYeYHON He0CTaTOYHOCTH M3-3a 6onee BbICOKOM KOHUEHTpauum (ao 20- KpaTHoro) GS-331007.
O[4HaKo, BCe Yalle NoABAAIOTCA AOKA3aTENbCTBA N0 6€30NaCHOMY UCNONb30BAHUIO CXEM NEYEHMUS,
BKAtOYatowmx copocbysup, y naymeHTos c CK® <30 mn/mun/1,73 MZ, BK/1IIOMAA NAUMEHTOB Ha
remoamnanuse.

Codocbysup xopoLio nepeHocUTcA B TeyeHue 12-24 Hepenb npuema. Hanbonee yactbiMn Nno6OYHBIMM
AsneHmAmM (220%), HabnogaemMbIMK B cOYETaHMU C puBaBUPUHOM, BblAN YCTAaNoOCTb U rONOBHAA 60Ab.
Takke HabnAaNUCb HE3HAYUTEN bHbBIE NOABEMbI KPeaTUHKUHA3bI, aMunasbl U Annasbl 6e3
KAMHUYECKOTO 3HAYEHMSA.

Codocbysup He meTabonunsmnpyertca uutoxpomom P450, Ho TpaHcnopTupyeTca P-ramkonpoTenHom (P-
gp). MpenapaTbl, KOTOPble ABNAOTCA MOLWHbIMU MHAYKTOPAaMK P- gp , CyLecTBEHHO CHMXKAIOT
KOHUeHTpauuto copocbyBrpa B NNasme, HTO MOMKET NPUBECTU K CHUXKEHUIO TepaneBTMYecKkoro addekra.
Takum obpasom, codocbysup He cneayeT HasHauaTb C MHAYKTOPaMM P- gp, TakMmu, Kak pudbamnuumH,
KapbamaszenuH, PeHUTOUH nnu 38epoboit. [lpyrue NnoTeHunanbHble B3aMMOAENCTBUA MOTYT BO3HUKATb C
pudabyrnHom, pupaneHTMHOM, U mogaduHUNOM. HUKaKMX Apyrmx coOObLWEHUM O 3HAYUTENbHbIX
NEeKapCTBEHHbIX B3aMMOAEUCTBUAX HE MOCTYNAaNo B UCCNEAOBAHUAX C aHTUPETPOBUPYCHBIMU
npenapaTtamu, TaKMMM Kak IMTpULUTabuH, TeHODOBMP, PUNNPUBUPUH, 3daBUpPEHL,

AapyHaBup/ pUTOHABUP M panTerpaemp, Kak U HET HUKAKMX NOTEHLMANbHbIX 1EKAPCTBEHHbIX
B3aMMOAENCTBMI C APYTMMM aHTUPETPOBUPYCHbIMMU NpenapaTamu.

Cxembl NeyeHuns HaocHoee codpocbyBrpa NPOTMBOMNOKA3aHbl MaLUEHTaM, KOTOPbIE NPOXOAAT NeYeHMe C
aHTUAPUTMUYECKMM aMMO43aPOHOM M3-32 PUCKA PA3BUTUA YIPOXKaIOWMX KU3HU apuUTMUiA. Tak,
6paavkapava Habnoganach B TEHEHME OT HECKOIbKMX YacoB A0 HECKO/IbKUX AHEN nocne Havana
npvema npenaparta, Ho b1 OTMeUeHbl CayYan AAMTeNbHOCTU Bpaankapauu 4o 2 Hegenb nocne
Hayana neveHua BMC. MexaHv3m B3aMMOAENCTBMA U PONb APYrMX NpenapaTos (Hanpumep, 63Ta-
610KaTOPbI) 40 CUX NOP HEACHBDI, XOTA 6bLIU NPEANOKEHbI PAL, NOTEHUMANbHBIX MEXaHU3MOB, BKIOYasA
MHIrMBUpPOBaHUE FMKONPOTEMHA-P, HeNoK-CBA3bIBAOWEE CMELEHME U NPAMOE BO3AENCTBUE
codocbysupa m/ mamn apyrux npenapaTos Ha KAPAUOMMUOUUTLI UM UOHHbIE KaHanbl. TOKCUUYHOCTb,
BEPOATHO, ABNAETCA Pe3yNbTaTOM KOMBUHALMKM 3TUX MEXAHM3MOB. B €BA3M C A MTENbHBIM NEPUOAOM
noaypacnaga ammMoaapoHa, B3aMMo4eincTBME BO3MOXKHO B TEHEHME HECKONIbKUX MECALEB nocne
NpeKkpauleHns npuema ammoaapoHa. Ecam y naumeHTa HeT KapaMoCTUMYANATOPA in situ, pekomeHAayeTca
NoAoKAaTh TPU MecALa C MOMEHTa OTMEHbl aMMO4apOoHa Nepea, Hayanom Tepanum Ha OCHOBe
codocbysmpa. Codocbysmp-coaepralme cXembl NEYEHUA TAKXKE MOTYT BbI3BaTb KapANOTOKCUUYHOCTb
NPM OTCYTCTBUM aMMOAAPOHA, OAHAKO 3TO YTBEPKAEHME OCTAETCA CNOPHbIM. MpK OTCYTCTBUM
KOHKPETHbIX AaHHbIX O IEKaPCTBEHHOM B3aUMOAENCTBUM, CiedyeT NPOABAATL OCTOPOXKHOCTb U C
APYrMMU aHTUApPUTMMKaMK, NOMMMO aMMOA3POHa.




Co¢ocOyBHp M J1e AUTACBUP

Hun codocbysup, HMNeannacBup He ABNALOTCA cybCTpaTaMm ANA TPAHCNOPTEPOB NEYEHOUYHOFO
nornoweHus; GS-331007 He aBaseTcA cybcTpaTom ANA NOYEUHbIX TPAHCNOPTEPOB.

Codocbysup 1 negmunacemp AOCTYMNHbI B COMETAaHMM PUKCMPOBAHHOWM A03bl ABYX NPENapaTos,
coaepxawmx 400 mr codocbysmupa n 90 mr negunacempa B ogHoM TabneTke. PekomeHayemas nosa
KOMBUHauMM — oaHa TabneTka, KOTopaAa NPUMHUMAETCA NepopanbHOo 1 pas B AeHb HE3aBUCUMO OT
npuema nuwm. BolgeneHne HEM3IMEHEHHOT0 1eaMNacBMpPa C XKeNYblo ABNAETCA OCHOBHbIM NyTem
BbIBOAA, @ C MOYOM BbIBOAUTCA HE3HAUMTE/IbHOE €r0 KONNYECTBO (NpUMepHO 1%), B TO BpemsA Kak
codocbyBup BbIAENAETCA B OCHOBHOM NOYKAMM, KaK OTMEUanoch Boiwe. CpeaHui nepmos

nony sbiBeaeHuns codocbysupa n npeobnagatowero merabonura GS-331007 nocne BBeaeHmA
codocbysupa/neamnacsmpa 6610 0,5 M 27 4 cooTBeTCTBEHHO. HN codocbyBuMp, HU Negunacemp He
ABNAIOTCA CybCTpaTaMm TpaHCNOPTEPOB NeYEeHOUHbIX HakonneHui; GS-331007 He ABnAeTcA cybcTpaTtom
NOoYeYHbIX TPAHCNOPTEPOB.

3Kcno3uuma negunaceunpa 8 nnasme Kposu (AUC) Bblna 04MHAKOBOW Y NALIMEHTOB C TAXKENbIMU
HapyweHNAMN GYHKLUN NeYeHU M Y NALUEHTOB B KOHTPONIbHOM rpynmne ¢ HopManbHOW GYHKLMEN
neuveHu. MonNyNALMOHHbIN aHaNU3 GapMaKOKUHETUKMN Y B[ C-MHOULMPOBAHHBIX NALMEHTOB NOKA3an, uTo
LMPPO3 NeYeHu (B TOM Ynucne 4eKOMNEHCUPOBAHHbBIN LMPPO3) HE UMEN KANHUYECKU 3HAYMMOTO
BAMAHMA Ha BO3AEUCTBUE flegunacempa.

XOTA HUKAKOWN KOPPEKTUPOBKM A03bl codocbyBupa n negunacempa He TpebyeTtca ansa NALMEHTOB C
NETKOW MAN YMEPEHHOMN NOYeUYHOW HeA0CTaTOYHOCTbIO, 6e30NacHOCTb KombuHauum codpocbysup /
NeannacBmup He OLLEHMBANACh Y NALMEHTOB C TAXXENON NOYEUYHOMN HeaoCTaTOMHOCTbIO (CKD <30

mn/mun/1,73 MZ) WUAN TEPMUHANBHON CTagMel NoOYeYHON HeaOCTaTOUYHOCTH, Tpebylowen remoananusa,

noABAseTcs Bce 6oNblie A0KA3aTeNbCTB MPUEMAEMOFO PUCKA U NONb3bl NPUMEHEHUSA Y TaKUX
NaLMeHTOB. YTO KacaeTca NaLmMeHTOB C HOPMaNbHOM dYHKLMeH noyek (CKP >80 ma/mun/1, 73 md),
3HaueHuAa AUC codocbysupa 6biamn Ha 61%, 107% n 171% Bbiwe y NALMEHTOB C NETKOWU, YMEPEHHOMU 1
TAXENON NOYEYHOM HeaOoCTaTOYHOCTbIO, TOraa Kak 3HayeHmna AUC GS-331007 6binmn Ha 55%, 88% n 451%
BbllWe, COOTBETCTBEHHO. Taknm 06pa3om, KoppeKuma no3bl He TpebyeTca ANsA NALMEHTOB C NETKOM UK
YMEepeHHOM NoYeYHON HeaoCTAaTOUYHOCTLIO, HO B HAcTOALWEe BpeMA He MOTyT BbITb NpeaoCcTaBAEHbl
PEKOMEHAALNM ANA NALMEHTOB C TAXKENOMN NOYEUHOMN HeAOCTaTOYHOCTbIO (CKD<30 Ma/MuH/1,73 M%) nnn
C TEPMUHANBHOW CTagnen NOYEUYHON HEQOCTATOYHOCTH. [INA TaKUX NALMEHTOB MOTYT ObITb
PEKOMEHAO0BaHbI ApyrMe NaH-reHOTUMNYHBIE CXEMbI IeYEHMSA, He cogepKalme codocbysup.

Hanbonee pacnpocTpaHeHHbIMWU NOBOYHbIMWN peaKLMAMM 3TON KOMBUHALMKN BbINK YCTaNoCTb 1
ronosHana 6onb.

MocKoNbKY KOMBUHAUMA coaepPXUT neaunacsmp n codpocbysup, Ntobble B3aNMOAENCTBUA, BbIABNEHHbIE C
OTAEeNbHBIMW NpenapaTamu, ByayT NPUMEHATLCA K KOMBUHaLMK. MoTeHLManbHble (OrpaHUYeHHbIe)
B3aumoaencTamna c copocbysnpom bbinn M3noxKeHbl paHee. Tak Kak negunacsmp u codocbysmp
TPaHCNOPTUPYIOTCA P-rNMKONPOTEMHOM U MPOTEUHOM PE3UCTEHTHOCTM paka MOJIOYHOM Kenesbl (BCRP),
KaKue-nMbo COBMECTHO BBOAMMbIE NpenapaThbl, ABAAOLWMECA CUIbHOAENCTBYIOWMMM MHAYKTOPamMK P-
gP, CHU3AT He TONIbKO KOHUEHTpPaLMIO B NAasme Kposu copocbysupa, HO n negunacempa, 4to npmseneT
K YMEHbLWEHUIO TepanesTuyeckoro adpdekra. XoTa COBMECTHbIN Npuem ¢ NpenapaTamu,




NHrMBUpytowmmm P-GP n/unun BCRP MoKeT yBennuntb sBosaeincteme codocbysmpa u negmunacsmpa,
KAUHUYECKNe NocneacTBuA ManoBepoATHbDI.

Neannacsunp MoKeT TaKxe 6bITb NPUUYMHOM B3anmogencTeumil nyrem 610KMPOBKU NHTMBUpoBaHue P-gp
n/ wnn BCRP, npyn 3TOM neamMnacsmp MOXeT NoBbICUTb KuleyHyo abcopbumio COBMECTHO BBOAUMBbIX
npenapatos. Takum obpasom, Heo6X04MMO NPOABAATL OCTOPOIKHOCTbL C XOPOLWO U3YyYeHHbIMKU P-gp
cybcTpaTtamm, TaKUMM Kak AUTOKCUH U AaburaTpaH, a Takke BEpOATHO C APYrMMUM Npenapatamm,
KOTOpble, B YaCTHOCTWU, TPAHCNOPTUPYIOTCA 3TUMMU BenKkammu (Hanpumep, aAUCKUPEH, aMNOAUMNUH,
b6ynpeHopdUH, KapBeannon, LMKNOCNOPUH).

CoBMecTHbIA Npuem amuogapoHa ccodocbysmpom / negunacsMpom NpoTMBONOKa3aH 13-3a
Cepbe3HOro pMCcKa CMMNTOMATUYECKON UK Aaxe CMepTenbHoM Bpaaukapgumu uam acuctonum (cm.
Bblle), MEXaHU3M B3aUMOAENCTBUA HEU3BECTEH. TaKKe He peKOMEHAYEeTCA UCNONb30BaHWe
po3yBacTaTUHa (cYMTaeTcs, U3-3a MHrMbUpOoBaHMA NOAUNENTNAA, TPAHCNOPTUPYIOLWEro OpraHuYeckue
aHunoHbl (OATP) negMnacBnpom) n HeNb3a UCKNKOYATb B3auMoaencTemne ¢ Apyrumu ctaTuHamu. BaxkHo
BHUMATENbHO CNeauUTb 32 NODOYHBIMU peaKkLMaMM CTaTUHOB. TaK Kak pacTBOPMMOCTb e 4unacsumpa
YMeHblUaeTca ¢ pocTom pH, To npenapatbl, Nosbiwatowme pH B kenyake (aHTaumMabl, aHTaroHUcTbl H2-
peuenTopos, 610KaTOpPbl NPOTOHHONO HAcoCa), MOMYT CHU3UTb KOHLIEHTPALUIO Neannacsmpa.
AHTaroHucTbl H2-peuentTopos MOryT NPUHUMATLCA O4HOBPEMEHHO UM Yepe3 12 4 B A03e, He
npesbiwatowei 40 mr bamotTngumHa, a baokaTtopbl NPOTOHHOIO Hacoca OA4HOBPEMEHHO B A03e,
cpaBHUMOM ¢ 20 mr omenpasona. PeanbHble 4aHHblE NPEANOXKUAN HECKONBKO YMEHbLWEHHYIO 4acToTy
YBO y nauuMeHToB, NOAYyYatoLWmX BbICOKUE A03bl 6OKATOPOB NPOTOHHOIO Hacoca, NO3TOMY HeobxoanuMo
cobnt0gaTb OCTOPOKHOCTb B NpUMeHeHnn NogobHbix NnpenapaTtos y H0AbHbIX, KOTOpble NevaTca
codocbysmpom n neaunacsupom [63].

Tabnunua S. IKBMBANEHTHOCTb AO03UPOBOK Cpean UHIM6UTOPOB NPOTOHHOM Nomnbl U H2-aHTaroHUCTOB

pynna npenapatos MNpenapar Jo3uposka

MHrmMbuTopbl NPOTOHHOW NOMMbI Omenpason 20 mr oAMH pas B AeHb

(omenpason 8 ao3e, Nanconpason 30 mr oauH pas B AeHb
3KBUBANEHTHOW 20 Mr O4MWH pas B 33omenpason 20 mr oauH pa3s B AeHb

AeHb) MaHTONpason 40 mr oguH pas B AeHb

Pabenpason 20 mr oauH pas B AeHb

H2-aHTaroHucTbl PamoTMANH 20 Mr ABaxabl B A€Hb

(8 po3e, 3KBUBANEHTHOMN 20 Mr PaHutnanH 150 mr aga)kapbl B geHb

damoTnamHa asa pasa B AeHb) UnmetnaumH 300 mr Tpu-YyeTbipe pasa B AeHb
HwusatnguH 150 mr gBakabl B AeHb

CodocbyBnp MOXKHO NPUHMMATb CO BCEMW aHTUPETPOBUPYCHbIMM NpenapaTtamu. OgHaKo, B CBA3U C
yBeAnyeHuem KOHLEHTpauun TeHodoBuMpa, Koraa GapMakoKUHETUHECKUIA yeuaunTenb (pPUTOHABUP Uau
KobuumcTaT) NpUCYTCTBYET B aHTUPETPOBUPYCHOM Tepanuu, 3Tu KomMbuHauuu (T.e.
aTasaHasup/puUTOHAaBUP, AapyHaBup/pUTOHaBUp, NONUHABUP/PUTOHABMP, 3nBUTErpasup/Kobuumcrar,
AapyHasup/kobuumcraT, Bce B coveTaHuu ¢ TeHopoBUp AM30NpoKeun Gymapat/smTpuumtabuHom)
cneayet UCNO/b30BaTb C OCTOPOXHOCTbBIO, C YaCTbiM MOHUTOPUHIOM QYHKLIUK NOYEK, eCNU Apyrue
BapMaHTbl HEAOCTYNHbI. B3aumoaeicTemne He CMATYaeTCa BapbUPYOWMMCA NPMEMOM Npenaparta Yyepes
12 yacos. KoHueHTpauua TeHodpoBUpa TaKKe YBEIMUMBAETCA NPU CXeMax NeveHus npenapaTtamu,
cogepXawmmm adaBupeHL, NO3ToMy TpebyeTca 0CTOPOXKHOCTb NP neyeHun. HepasHee ogobpeHue




TeHodosup anadpeHamuaa (TAF) paeT 3HAUUTENBHO CHUKEHHYIO KOHLLEHTPaLUuto TeHodoBUpa B NNasme
KPOBW, YTO YMEHbLUAET OnaceHMs O B3aMMOAEeNCTBUM, MPUBOAALLEM K yBENUUYEHUIO BO3AENCTBUA
TeHodoBMpa.

Codoc6yBHp U BeINATACBUP

Codocbysup 1 BennatacsmMp AOCTYMHbI B COYETAHUN C GMKCMPOBAHHOM 40301 ABYX NPenapaTos,
coaepraumx 400 mr codpocbysmpa n 100 mr BennatacBupa B 04HOIN TabneTke. PekomeHayemas 403a -
ofaHaTabneTka nepopanbHo 1 pa3 B 4eHb HE3AaBUCMMO OT NpUEMa NULLMN.

Bennatacsup metabonusmnpyerca in vitro nsopepmentamm CYP2B6, CYP2C8 n CYP3A4. OpgHako, M3-3a
meaneHHoro metabonmsma, nogasnatollee HONLWMHCTBO NpenapaTta B Naasme KpoBU ABNAETCA
MCXoaHOM cybcTaHumel npenapaTa. BaXkHO OTMETUTb, UTO BeanaTacBMp TpaHCcnopTupyeTtcs P-
TNUKONPOTENHOM U BENKOM PE3UCTEHTHOCTU paKka MONOUYHOM xenesbl (BCRP) 1, B orpaHMueHHOM
CTENEHWN, OPraHNYEeCKUM aHMOHOM, TpaHcno pTupyowmm noaunentug, (OATP) OATP1B1. BoigeneHune
MCXOAHOrO Npenaparta C Xenublo ABNAETCA OCHOBHbIM nyTem. CpeaHuid nepuoa, NnoNyBbiBeAEHUA
Besnaracsmpa nocne ynorpebnexus codocbysmpa/sennatacesupa 6o npubamsntensHo 15 u.

3KcnosuumA BennaTacempa B nnasme Kposu (AUC) 6bina 0gMHAKOBOW Yy NALMEHTOB C YMEPEHHbBIMU U
TAXKENbIMU HapyLWEeHUAMU QYHKLUMU NEYEHU U Y NALUEHTOB B KOHTPONLHOM rpynne ¢ HopManbHOM
dyHKUMen neveHun. MonyNALMOHHBIA aHann3 papMaKkOKMHETUKN Y BIC-MHPULUMPOBAHHBIX NALMEHTOB
NoKasa/, YTo LMppo3 neyeHu (B TOM YUCNe AEKOMMEHCUPOBAHHbBIN LUPPO3) HE UMEN KNUHUYECKH
3HAUYMMOrO BAMAHWA HA BO3AeNCTBUE BennaTtaceupa. bbina nsyyeHa GpapmakoKMHETUKA BeANaTacsmpa y

Bl C-0TpMLaTENbHbIX NALMEHTOB C TAXKENOMN NOYEUHOM HeA0CTaTOYHOCTbIO (CK® <30 mn/muH/1,73 m2).

Mo OTHOWEHUIO K NLLEAaM C HOpManbHOM PyHKuMen noyvek, AUC BennaTtaceupa 6bina Ha 50% Bbiwe, 1 3TO
He CYUTANOCL KNNHUYECKU 3HAUUMbIM.

OueHKa besonacHocTn codocbysupa n Bennatacenpa bbina ocHoBaHa Ha PUHANBHBIX AAHHbIX
uccneposatuit lll dpasbl. Hanbonee pacnpocTpaHeHHbIMU NOBOUHBIMKU peakunamm bblnm ronosHas 6onb,
YCTanocTb M TOWHOTA, NPU aHaNOrMYHOMN YaCcToTe ANA NAaUMEHTOB, NONy4aBWUX Nnauebo. N3-3a
dbapmaKkoKMHeTU4ecKoro npodunsa BennaTacsupa, eCTb HeKOTopble NPOTUBONOKa3aHUA K Npuemy
conyTCcTBYOWMX NpenapaTos. [penapaTbl, ABAAOWMeECA MOWHbIMK P- gp nnan CYP cTumynatopamm,
(Takme Kak pudpamnuumH, pudabyTnH, kKapbamasenuH, beHobapbuTan, peHUTONH nnun 3s8epoboi),
NPOTMBOMNOKAa3aHbl, B CBA3N C YyMeHbWEHNEM BO3AeNCcTBUA codocbysmnpa u/vnm sennaracsmpa c
BO3MOXHOI notepei B apdPeKkTMBHOCTU. OgHAKO, CYLLECTBYIOT TaKXKe npenaparhbl, ABASOWMecs
ymepeHHbIMU P- gp unum CYP cTUMynaTopamu (Takue Kak mogaduHun), KOTopble MOTYT CHU3UTL
BO3AENCTBME BennaTaceupa. B HacToswee Bpems, 3Ta KOMBMHALMA HE peKOMeHAyeTcA K
NCNONb30BAHMIO C TAKUMM NpenapaTamu.

KaK 1 B ciiyyae ¢ neaMnacsmMpom, MmeroTca 6ecnoKoncTBa, Kacaowmeca MHrMbmposaHua P-gp n/wam
BCRP BennatacBupom, M3-3a Yero yBeanumBaeTca Bo3aencTame ConyTCTByOWero npenaparta —
cybcTpaTa 3TUX TpaHcnopTepos. Tekyulee npeacTaBieHne 3akNyaeTca B TOM, Uto codocbysmp/
BeNNaTacsmp MoryT HbITb BBeAEHbI COBMeCTHO ¢ P-gp, BCRP, OATP u CYP, HO Heob6XxoaMma OCTOpPOXKHOCTb
npy npMeme CONYTCTBYIOWMX NpenapaTos C Y3KUM TepaneBTUUYECKUM OKHOM, B KOTOPbIX YBEAUYEHUE
BO34ENCTBMA MOXKET UMETb KNMHMYECKNE NocneacTsma. Lisetosble 0603HaueHna ana codocbysupa/
BennaTtacsupa B Tabauuax 4A - 4F oTparkaloT 310 (Hanp., AUrOKCUH, AaburaTtpaH, TUKarpenop,
KapBeaunon, amnoaunuH, ANNTUa3eM, aNUCKUPEH).




Kak n negunacsunp, pacTBOPUMOCTb BeAMNaTacBMpa yMmeHblaeTcsa Npu ysenmueHun pH. MNostomy BaxkHO
HbITb B Kypce peKOMeHAaLMM, KacaloLWMXCA COBMECTHOTO Npuema aHTauMaos, aHTaroHucTos H2-
peuenTopoB U UHIMBUTOPOB NPOTOHHOM Nomnbl. [Ans 6oNbWKUHCTBA NaUMeHTOB, cieayeT usberatb
NPUMEHEH WA UHIMBUTOPOB NPOTOHHOM NOMNbI BO Bpems nedeHua codocbysmpom/sennaracBupom.
Ecnu 310 cumnTaetca Heobxogmumbim, copocbyBup/Bennartacemnp cieayeT Ha3HauaTb C NPUEMOM NULLK U
NPUHUMATb 33 4 Yaca A0 Nnpuema MHIMBUTOpa NPOTOHHOM NOMMbI MPU MAKCUMaNbHOM Ao3e,
COMOCTaBMMOWM € f030M omenpasona 20 mr (Tabn. 5).

BWY-BI'C KOMHPULMPOBAHHBIM MaLMEHTaM MOXHO NPUHMMaTbL codocbyBup/BennatacBup COBMECTHO C
60/1bLIMHCTBOM aHTUPETPOBMPYCHBIX MPENAPATOB, 32 UCK/IOUYEHMEM UHAY LMPYIOLLMX NpenapaTtos
adaBUpeH3, 3TPAaBUPUH M HEBUPANUH. IpaBUpPEHL, Bbi3bIBAEeT CHMKeHNE 3P PEKTUBHOCTM Benmatacsupa
Ha 50%. Codocbysup / BennaTtacBup TaKxe yBesMuMBaeT Bo3aencTeme TeHopoBmnpa 3a cyer
NMHIMBUPOBaHMA P-gp. 3TO 03HAYaeT, uTo MaLMEHTAM CO CXEMaMM IeYEHUSA, COAEPXKALUMMMN TeHOHOBUP
Aun3onpoKcua dymapar, HyXKHO ByaeT NpoxoAnTb MOHUTOPUHT HAa MOYEUHbIE OC/NOXKHEHUA.

Co¢gocoyBMp, BeanaTacBUp M BOKCHIANIpeBUP

Codocbysup, BesinatacBMp 1 BOKCUIANPEBMP BbIMYCKAKOTCA B BUAE TPOMHOM IEKapCTBEHHOM
KOMBUWHauum ¢ pukcMpoBaHHOM A030M, cogepaten 400 mr codocbysupa, 100 mr BeanaTtacsmpa m 100
MF BOKCuanpesupa B ogHow Tabnetke. PekomeHayeman f03a: ogHa TabieTka BHYTPb O4MH pas B AeHb
C e00W, TaK Kak NnasmeHHas akcnosmuma (AUC) m makcumanbHas KoHUeHTpauna (Cua) BOKCMNANpesup
nosbiwanucb ot 112% ao 435%, n ot 147% no 680% cOOTBETCTBEHHO B MPUCYTCTBUM eApbl.

KOHKpeTHble ¢papMaKOKMHETUUECKNE AaHHble, CBA3aHHble ¢ codpocbyBMPOM M BEINATACBUPOM, ONUCAHbI
B Npeablaylmx pasgenax. Bokcunanpesup metabonumsmpyetcsa in vitro nocpeactsom CYP3A4, ¢
nogasnaroWwmMm npeobagaHmem B naasme UCXOLHOrO Npenapara. Bennaracsmp v BOKcuaanpesmp
TPaHCNOPTUPYIOTCA P-rNMKONpoTeMHOM, HEIKOM PE3UCTEHTHOCTU paka MoIoYHOM Xenesbl (BCRP),
OATP1B1 n OATP1B3. bunmapHas 3KCKpeuma poanTeIbCKOro Nnpenapara ABAAETCA OCHOBHbIM NyTeM
BblBeAEHMA BOKcunanpesupa. CpeaHuin neprog nonysbiBeAeHUA BOKCUAaNpesupa nocne
ynotpebneHuna codocbysupa / Bennaracsupa / Bokcunanpesupa 6bin npnbamsntensHo 33 u,

MonynAunoHHbIM GapMaKOKUHETUUYECKUIA aHaNN3 BOKCUIAMNPEBMPA Y NALMEHTOB, MHOULIMPOBAHHbIX
BI'C, nokasan, 4To y nauMeHTOB C KOMNeHcUpoBaHHbIM (Yanna-Moto A) uMppo3om 6bina Ha 73% bonee
BblcOKan 3kcnosunyma (AUC) Bokcunanpesumpa, 4em y nauymeHTos 6e3 umpposa. Takum obpasom, ans
MaUMEHTOB C KOMMNEHCMPOBAHHbIM LLUPPO30OM MeYeH U He TpebyeTca KoppeKuma 403bl codocbyBupa,
Be/nataceMpa u BoKkcunanpesnpa. PapmakoKMHETMKA OAHOKPATHOTO BBOAA BOKCUNANPEBMUpPa TaKKe
n3yyanacb y NaumMeHTOB C YMEPEHHON U TAXKENOM NeuYeHOUHON HegocTaTouHoCTbio (Yanna-Meto B n C,
COOTBETCTBEHHO). [10 OTHOLIEHMIO K NaLMEHTAaM C HOPMaNbHOM neyeHoYHoM PpyHKumen, AUC
BOKCManpesupa 6bina B 3 pasa M B 5 pas Bbilwe y NaLMUEHTOB C YMEPEHHOW M TAXKEION NEYEHOUHON
HEeAO0CTaTOYHOCTbO, COOTBETCTBEHHO. TakMm 06pasom, KombuHaumna codocbyBupa, Beanaracempa v
BOKCMNANpeBMpa He peKoOMEeHAYEeTCA NaunmeHTam C YyMepPEeHHOM NeYeHOUYHOM HegoCTaTouHOCTbIo (Yanna-
Mblo B) M NpoTMBONOKAa3aHa NauMeHTam C TAXKeN0M NeyeHOUHOM HegocTaTtodHocTblo (Yanna-Moto C).

dapmaKoKMHETUKa BoKcunanpesupa bbiia nsydeHa y BIC-oTpuuaTtesibHbIX NaLUEHTOB C TAXKE/O0M

NoYyeyHoM HeaocTaTtouHOoCTbo (CKD <30 mn/mun/1,73 MZ). Mo cpaBHEHMIO € NaLMeHTaMM C HOPManbHOM

dyHKUMen noyek, AUC BoKcMnanpesumpa bbina Ha 71% Bbilwe y NaLMUEHTOB C TAXKENON NOYeUHOM
HeAO0CTaTOYHOCTbIO, UTO He BbIN0 MPU3HAHO KNMHUYECKU 3HAHUMBIM.




[OanHble no 6e3onacHocTn codocbysupa /BennaTtaceunpa / Bokcunanpesmpa 6blaM OCHOBAHbI HA A@HHbIX
KAMHUYECKMX UcnbiTaHnin ¢as |l u Ill. Hanbonee pacnpocTpaHeHHbIMM NOBOUYHbIMM ABNEHUAMM HbiNK
ronosHas 6onb, Anapesn U TOWHOTA. PUCK pa3BUTUA XKeNyA0UHO-KULLEYHbIX NO6OYHbIX 3 dEKTOB Bbile,
yem nNpu KombuHauum codpocbysupa n Bennatacenpa 6e3 BoKcMnanpesupa.

MocKoNbKy BENNATacBMp U BOKCUNANPEBMUP ABNAKOTCA MHTMBUTOpamu P-rannkonpoTteunna (P-gp), BCRP,
OATP1B1 1 OATP1B3, coBmecTHOE NpumeHeHMe codocbysmpa, BeanaTacenpa U BOKCMNanpesmpa
NeKapCcTBEHHbIMU CPeACTBaMM, KOTOPbIE ABNAKOTCA Cy6CTpaTaMm 3TUX TPAHCNOPTEPOB, MOXKET
YBENUUYUTL BO3AEWUCTBUE AONONHUTENBHbIX NPENapaToB. 3TO 3HAYUT YTO Te NpenapaTbl, ANA KOTOPbIX UX
KOHLEHTPALIMA B NNa3Me CBA3aHa C CEPbE3HbIMU HexXenaTenbHbiMU 3bdeKTamm, - NPOTUBONOKA3AHDI,
apyrue moryt TpeboBaTb peryaMpoBK1 403bl AU AONONHUTENBHOTO KOHTPOANA. PO3yBacTaTuH
NPOTMBONOKa3aH M3-3a 19-kpaTHoro ysennyenna AUC ctaTtuHa. MOCKONbKY, BEPOATHO, AaHHbIN 3bdeKT
OTHOCUTCA K TpaHcnopTepy BCRP, He pekomeHA0BaHbI Apyrve npenapatsl, ABnstowmeca cybcrpatom
BCRP, BKNtOYas MeTOTpeKcaT, MUTOKCAHTPOH, UMaTUHUO, MpUHOTEKaH, NanaTuHKMG, cynbdacanasuH u
TOnoTeKaH. [laburatpaH TakKe NPOTUBONOKA3aH M3-3a NOYTU TPEXKPATHOTO yeenndyernua AUC. 3To
CBA3aHO MHrMbUTUpoBaHuMem P-gp codocbysmpom n sennatacempom. Ans apyrux cyberpatos P-gp
MOXeT NoTpeb0oBaTbCA KOPPEKTUPOBKA AO3UPOBKU UK KOHTPONb yBenndeHusa AUC, Bknwovan
OUTOKCUH, TUKArpenop, Kapeegunon, guntTuasem. AHaNOrMYyHas OCTOPOXKHOCTL TpebyeTcs ¢
UHrnbuTopamm OATP1B, TaKMMM KaK LIMKNOCNOPUH, Tak Kak AUC BOKcMnanpesupa B nnasme
yBenuumeaeTca B 19 pas ¢ cybctpatamu OATP1B, TakMMM KaK 3a0KcabaH, Tak Kak 0XKMaaeTca, Yto
UHrMBUpoBaHME BOKCUNANPEBUPA YBENUUUT IKCNO3ULLUIO MHTMBUTOPOB daKkTopa Xa. H1 ogHa M3 3TUX
KOMbBMHaUMI He peKomeHAayeTcA.

OAHOBpPEMEHHOE UCNONb30BaAHUE C NEKAPCTBEHHBIMU CPEACTBAMU, KOTOPbIE ABAAIOTCA CUNbHbIMKU P-gp
u/mMnn cunbHbIMKM MHAYKTOpamu CYP, TakumK Kak pudamnuumu, pudabyTtuH, 38epoboit, KapbamasenuH,
deHobapbutan nnm GeHUTOMH, NPOTUBONOKA3AHO U3-3a CHUMKEHMA BO3aencTBMA codocbyBupa,
Bennatacevpa 1 / unn BoOKcMNanpesmpa C NOTEHUMANbHOMN noTepei adppeKkTUBHOCTU. OQHAKO M
ymepeHHble UHAYKTopbl P-gp nan CYP (Takne Kak moaaduHun, adaBupeHL, oKckapbasenuH u apyrue),
KOTOPbIE MOTYT TaKXe YMEHbLNUTb 3KCNO3MUMIO AaHHOTO NpenapaTa, B HaCToALEE BPEMSA He
PEKOMEHA0BaHbI.

MeHwpHam AeTopoaHOro BO3pacTa COBMECTHOE UCNO/Nb30BaHME KOHTPALENLMKM, coaepsKaLlen
3TUHMN3CTPaANON, NPOTUBOMNOKA3aHO M3-3a pUCKa NosbliweHua AJIT. [lonyckaeTca Mcnoib3oBaHue
NPOTMBO3a4aTOYHbIX CPEACTB, COAEPKALUMX NPOrecToreH.

PacTtBOpUMOCTb BEANATacBMPaA YMEHBLUAETCA NO Mepe yBenndeHua pH. NMo3aTomy BaXKHO 03HAKOMMTLCA C
PEKOMEHAALMAMU OTHOCUTENBHO COBMECTHOTO BBEAEHUA aHTaLMAaoB, H2-peuentopa aHTaroHUCTOB U
MHTMOBUTOPOB NPOTOHHOM NOMNbI. MHIMOUTOPbLI NPOTOHHOW NOMMbI MOTYT NPUMEHATLCA C
codocbysmpom /BennatacBMpom / BOKCMNANPEBUPOM B AO3MPOBKE, HE NPEBbLILIAIOLLEH aHANOT UUHYIO

[03upoBKe omenpasona 20 mr (cm. Tabn. 5). Copocbysup /sennatacsup / BOKcunanpesup cneayert

NPUHUMATDL C nmu,eﬁ 3a 4 yaca oo npuéma MHI'M6MTOpa npOTOHHOﬁ noOMnNbl, €CNAU 3TO BO3MOXKHO.

Y naumenTos ¢ KonHbekumen BUY + HCV, codocbysup / Bennataceunp / BoKcMnanpesmp He
pPEKOMEHAYETCA NPUMEHATH C MHAYLMPYIOWMMU Npenapatamu 3GaBupeHs, STpaBupuH U HEBUPANUH, a
TaK¥e C MHTMBUTOpamu NpoTeasbl aTazaHasup / pUTOHaBUP M NoNUHasup / putoHasump. Heobxoammo




cobntogaTh OCTOPOXKHOCTL NPU NPUEME ABaXAbl B A€Hb: AapyHaBup / puToHasup, gapyHasup /
KoBULMCTAT M aTasaHasup / KOBULMCTAT, TaK Kak HET AaHHbIX MO COBMECTHOMY NPUEMY ITUX

npenapatos. ddaBupeHL, Bbi3biBaeT 50% CHUKEHME SKCNO3UL MM BeNNaTacBupa, a aTa3aHaBup Bbi3blBaeT
4-kpaTHoe ysenuueHune AUC Bokcunanpesupa. Copocbysup / Bennatacsup / BOKCUNANpeBUp TakKe
YyBE/IMUYMBAET 3KCNO3MLMUI0 TeHodOoBUPA NyTeEM 6NOKMPOBKK P-gp. ITO 3HAYUT, YTO NALUEHTbI C
pexxumom, cogeprawmm TDF Heobxoa4MMO KOHTPONMPOBaTL NOBOYHbIE 3ddEKTbI, OTHOCALMECA K
DYHKLMN NOYEK U peHaNbHble HebnaronpuaATHbIE CNyYau.

ITapuTanpeBUup, OMGUTACBHP UM JacabyBHp, yCH/IEHHbIE pUTOHABUPOM

MapuTanpesup ABNAETCA MHIMBUTOPOM NPOTEasbl, KOTOPbIN MeTaboAn3UpyeTCA B NEPBYIO oYepesb
CYP3A4 v npuMeHAeTCA C HU3KOW 00301 MHIMbuTopa CYP3A puTOHaBMp B KayecTse
bapMaKOKMHETUYECKOTO ycunuTtens. 3To NO3BONAET NpUHMMaTL Npenapat 1 pas B aeHb B 6onee
HU3KOM A03MpoBKe, Yem TpeboBanoch 6bl 6e3 puToHasupa. Ombutaceup asnaetca 6nokatopom NS5A,
Ha3HayaeTca B PUKCMPOBAHHOMN AO3UPOBKE B KOMBUHALMKM C napuTanpesupom / puToHaBMpom.
PekomeHayemana n03a 3Tol KomMbMHauMn — 2 Tabnetkn putoHasupa / napuTtanpesupa / ombutacsmpa
(50 mr/75 mr/12,5 mr Ha TabneTky) nepopansHo 1 pa3 B geHb € nuwweit. [lacabysup asnaeTca
HeHyKNeo3ngHbiMm 6n1okaTopom PHK-3aBucMmoin nonmumepassbl BIC, noctasnserca 8 popme Tabnetok no
250 mMr 1 NpMMeHnaeTcA 2 pasa B AeHb B COYETAHMM C pUTOHABUPOM/NapuTanpesupom/ombmuTacBMpom y
nayMeHTOB € reHoTUNom 1.

MapuTanpesup BbIBOAUTCA NPEUMYLLECTBEHHO C deKanmammn. OMBUTacBUp NoKasbiBaeT NUHENHYIO
KMHETUKY U NPEUMYLLECTBEHHO BbIBOAUTCA C Kanom. Jacabysup meTabonnsmpyeTtca B NeYeHu, 1 ero
npeobnagaowmn MeTabonmnT BbIBOAUTCA B OCHOBHOM C XKeNubto U Gekannuamm ¢ MUHMMaNbHbIM
NOYEUYHbIM KNUPEHCOM.

®apmaKoOKUMHETUYECKUE pe3ybTaTbl UCCNeA0BAHUA NEYEHOYHOM HEAOCTAaTOMHOCTM NOKA3aau, YTo y
NauMeHTOB C TAXENON NeYEeHOYHOW HeAOCTaTOMHOCTLIO ( Knacc Yanna-MNeto C) AUC naputanpesupa
Bo3pacTtana B 9,5 pasa, B TO BpeMs Kak ombuTacBupa — CHUKanacb Ha 54%, a pacabysupa

- yBennumnnacsh B 3,3 pasa. Ans 60nbHbIX C LMPpPO30M Knacca B Yanna-Nbto Habatoganock ysennyeHue
3KCNO3ML MM NapuTanpesupa Ha 62% npu CHUXKeHUN ombuTacempa Ha30%. B pesynbTtaTe He Tpebyetca
KOppPeKUMA A03bl ANA NaLMEHTOB C IETKOW NeYeHOYHOW HeaoCTaTOYHOCTLIO (Knacc Yanna-MNbto A), HO
KOmMbBbUHaumA napuTanpesupa, ombutacsupa ¢ unum 6es gacabysmpa, yCUNEHHOTO PUTOHABUPOM, He
pekomeHAyeTca ANA NALMEHTOB C YMEPEHHOM NeYeHOYHON HeaoCTaToYHOCTbIO (Knacc B) u
NPOTUBOMOKa3aHa NauMeHTam C TAXKENON NevYeHOYHON HeaocTaToyHocTbio (Knacc C).

AUC napuTanpesupa yBenmumnacb Ha 45% y NaumneHToB € TAXKeNOMU NOYEeYHOW HEAOCTAaTOYHOCTLIO
(KNMpeHc KpeaTuH 1 Ha 15-29 mn/muH), B oTanume ot 114% — ana putoHasupa n 50% — agacabysupa. B
HacToALlee Bpema He TpebyeTcAa KOPPEKTUPOBKA [03UPOBKMU Y NALMUEHTOB C NIETKOW, YMEPEHHON UK
TAXENON NOYeYHOM HeAO0CTaTOYHOCTbIO. MNaputanpesmp, ombuTaceup n gacabyBup TakKe MOXHO
MCcnonb30BaTb NpU Ananuse.

B coobuieHunax o Hanbonee pacnpocTpaHeHHbIX NO60YHbIX 3ddeKTaX, OTHOCALMXCA K KOMBUHAL MM
napuTanpesupa, ombutacsumpa v gacabysupa, yCUNEHHbIX PUTOHABUPOM, TOBOPUAOCH 06 YTOMAAEMOCTH
1 TOLWHOTE.




MapuTanpesup rnasHbiM o6pasom metabonusmnpyetca CYP3A4, Toraa Kak aacabysup B nepsyto ovepeap
meTabonusupyetca CYP2C8, a ombuTacsmp noasepraetca ruaponmnsy. Tem He meHee, Kak u
ombuTaceup, aacabysmp moxet metabonumsmposatbcs CYP3A4. TpaHcnopTepbl, NO-BUAUMOMY, UrPatoT

BaXKHYI0 pO/ib B MeTaboaname 3TUX NpenapaTtos, rae napurtanpesup nHrnbupyetr OATP1B1/B3, P-GP u

BCRP. JacabyBup M pUTOHABUP MOTFYT TaKKe MHrMbuposatb P-GP n BCRP. YuuTtbiBaa metabonuyeckui
npodunb NpenapaTos U NPUCYTCTBUE PUTOHABMPA, CYLLECTBYET NOTEHLMAN ANA MHOTUX 1EKAPCTBEHHbIX
B3aumopaencTeuit. bBbina nposeaeHa KOMNIEKCHAA NPOrpamma OLEHKM B3aMMOAENCTBMA NPenapaTos Ha
OCHOBe PerynaTopHOro pykoBoAcCTBa, Kak EBPONEMCKOro areHTCTea no NeKapcTBEHHbIM CPeaCTBaM, Tak
1 YnpasBneHMA N0 KOHTPOAIO NULLEBbIX MPOAYKTOB M NIeKapCcTBEHHbIX cpeacTeam CLUA. BaXHO yuuTbIBaTb
npodunb NeKapCTBEHHOTO B3aMMOAENCTBUA COEAUHEHUN B BUAE KOMBMHaUMK (c unm 6e3 aacabysupa),
NOTOMY YTO CamM NpenapaTbl B3aUMOAENCTBYIOT APYr Ha Apyra.

PutoHaBup ABNAETCA CUNbHbIM MHTMBUTopom CYP3A4; Takum 06pa3om, COBMECTHOe NpUMeEHeHMUe ¢
npenapatamu, metabonusmpyembiMmu 3TUM GEPMEHTOM, MOXKET NPUBECTMU K 3HAUYUTENIbHOMY
YBEAMYEHUIO KOHLIEHTPALIMK B NNa3me KpoBW. Paa npenapaTtoB NpOTMBONOKa3aH, NOTOMY YTO
NOBbILIEHHbIE KOHLEHTPAL MK B NJ1a3me MOFyT MPUBECTU K Cepbe3HbIM HEBNAronpUATHLIM CODbITUAM:
anbdy303MH, aMMOAAPOH, acTemMuson, TepdbeHaguH, umsanpua, NPon3BoAHbIE CNOPbIHbM, /IOBACTATUH,
CuMmBacTaTUH, ATOPBACTaTUH, NepopasnbHbIM MUAA301aM, TPMA30NaM, KBETMANUH, XMHUAWH,
canbmetepon, cungeHadun, NpUMeHAEMbIE NPU NETOYHON apTePUANbHON TMNEpPTEH3UKU. TakKe
NPOTMBOMOKA3aHbl MHAYKTOPbI GepMEHTOB, KOTOPbIE MOTYT NOCTABUTb NOA YrPO3y BUPYCONOTMMYECKYIO
3dpdeKkTMBHOCTL, Hanpumep KapbamaszenuH, deHnTounH, beHobapbutan, pudamnuumH, 3sepoboir,
3H3anyTamug, v 610KaTopbl GePMEHTOB, KOTOPbIE MOTAK Bbl YBENNYUTL KOHLEHTPALMIO NapuTanpesnpa,
Hanpumep a3onbHble GYHIULMADI, HEKOTOPbIE MAKPOUAHbIE aHTUOUOTUKMU.

MOMMMO NPOTUBONOKA3aHMI, €CTb U ApyrMe Npenaparsbl, rae HeobXxoaMMO NPOABNATL OCTOPOXKHOCTb U
MOET BO3HUKHYTb HEOHX0,4MMOCT b KOPPEKTUPOBKU A03bl, U3SMEHEHUA BPEMEHM BBEAEHUA UM
AONONHUTENBHOTO MOHUTOPUHTA. JleKapCTBEHHbIE B3aUMOAENCTBUA HEOHX0AMMO TLWATENIbHO
YYMTbIBATb B CAyyae conyTcreytowen BUY-uHdekunn. ATasaHasup U apyHaBUp A0MKHbI NPUHUMATLCA
6e3 puTOHaBMpa M Apyrux 610KaTopoB NpoTeasbl. dpaBUpeHL, STPABUPUH U HEBUPANUH
NPOTUBONOKA3aHbl, PUANMUBUPUH CNeayeT MPUMEHATb C OCTOPOXKHOCTLIO C MOBTOPHbIM KM -KOHTpONEM.
3KCNO3UUMA pantTerpasupa v AoNyTerpaBMpa MoKeT YBeUUUTbCA, HO 3TO He CBA3AHO C BONPOCaMM
6e3onacHocTu. Kobuuuncrat-coaepalume cxembl 1eHEHUA He cCneayeT UCNONb30BaTb U3-3a
AONONHUTENBHOTO ycMauBatowero adgpdekra.

I'pa3onpeBup M 3/16aCBUP

lpasonpesup n anbaceup AOCTyNHbI B PUKCMPOBAHHOM A03€ ABYX NpenapaTtos, coaepxalmx 100 mr
rpasonpesupa 1 50 mr an6acsupa 8 ogHoM TabneTke. PekomeHayemasn no3a KOMGUHaUUK — O0aHa
TabneTka nepopanbHo 1 pas B AeHb HE3aBUCUMO OT NPUEMa NULLK.

lpa3onpeBup 1 anbacsmp YacTMyHo meTabonusnpytotca CYP3A4, HO B Nnasme KpoBM He
06Hapyxu1BaroTCA LMpKyaupyowme metabonntol. OCHOBHOM NYTb BbIBEAEHUA — C XKENUbIO U KA/IOM,
<1% 3KCKpEeTMpyeTCcA C MOYOI B BUAE BOCCTAHOBNEHHbIX NPOAYKTOB. [pasonpeBup TpaHCNOPTUPYeTCA
P-gp 1 OATP1B1, B To Bpems Kak anbaceup asnaetca cybctpatom P-gp. Kak anbacsup (>99.9%), Tak u
rpasonpesup (98.8%) akTMBHO CBA3bIBAOTCA C 6enKkamu nna3mbl. KOHEUYHbIM Nnepuoa NonyBblBEAEHUA
cocTasnfAer npMmepHo 24 n 31 yac, COOTBETCTBEHHO.




dapMaKoKMHETUYECKHUE pe3yNbTaTbl UCCNef0BaHUA NEYEHOYHOW HEAOCTAaTOYHOCTH Y
HenHdUUMpoBaHHbIX BIC nauneHTOB NpoaeMOHCTpupoBanu cHuxeHne AUC anbacsmpa y 60nbHbIX €
LUMppo3om Knacca Yanng-Moto A (40%), Yanna-Moto B (28%) n Yanng-Nbto C (12%). Ikcnosuuma
rpasonpesunpa, HaNpoTUB, — yBenuunnacb y 60nbHbIX € LMppo3om Knacca Yanng-Moio A (70%), Yanna-
Mbto B (5-KpatHoe) n Yanng-Mbto C (12-KpaTHoe). Ha 0OcHOBaHWUM 3TUX AAHHbIX UMEIOTCA

NPOTMBONOKAa3aHMA NpU NpUMeHeHun anbacsupa / rpasonpesupa y 60NbHbIX C YyMepPEeHHOM (Knacc
Yanng-Mbio B) unu taxkenon (Yannag-Meto C) neYeHOUHOM HeaOCTaTOUYHOCTbIO.

He TpebyeTca KoppeKuua A03bl Y NaLUEHTOB C NErKON, YMEPEHHOMN UK TAXKENOMN NoYeUYHON
HeA0CTaTOMHOCTbIO (BKNOYaA NaUMeHTOB, HaXOAALWMXCA Ha reMoamManuse uam NeputoHeanbHoOM
Ananuse). YeenunyeHue akcnosmummn anbacempa (65%) v rpasonpesupa (86%) y cybbekTos,

HenHpuumnposaHHbIx BIC, c CK® <30 mn/muuH/1,73 M? HE CYUMTAETCA KAMHUYECKU 3HAUMMOMN.

BesonacHocTb anbaceupa / rpasonpesmpa OCHOBaHA Ha KAMHUYECKUX nccnegoBaHuax dasbl Il v lil,
CaMbIMM HacTbiMKU NOBOYHBIMU 3ddPeKTaMu Ha3bIBaNUCh YCTANOCTb U TONOBHAA 60nb. B peakux cnyyanx
(0.8%) oTmeyvanoch cylecTBeHHOE NoBblWeHME YPOBHA A/IT, HEMHOTO YalLle Y KEHLLWH, a3uaToB U
NOXKMAbIX NaLneHToB. MeHee 1% naumeHTOB, NoNy4aBLwKX anbaceunp / rpasonpesup c unum bes
pubaBUPUHOM, NPEKPATUAN NeveHne 13-3a NO6OoYHbIX 3bdeKTOoB.

Tak Kak anbaceup u rpasonpesup asaatoTca cybertpatamu CYP3A u P-gp, MHAYKTOPbI 3TUX 6eNKOB, Takue
Kak adaBupeHs, sTpaBupuH, peHUTomnH, KapbamasenuH, 603eHTaH, mogadpuHun 1 3sepoboit, moryt
BbI3BaTb 3aMETHOE CHUXKEHNE COAEPIKaHUA B NNa3me Kposu obomx npenapaTos, U NO3TOMY
NPoTUBONOKa3aHbl. CUnbHble MHIMBUTOPbI CYP3A (Hanpumep, cunbHble UHIMOUTOPLI NPOTeasbl,
asonbHble GyHrMUMAabI), KOTOPbIE MOTYT 3aMETHO YBENUYUTb KOHLLEHTPALMIO B NNa3me KPosH, NMbo
NPOTMBONOKAa3aHbl, NM60 He pekomeHAayoTca. B gononHeHue K nHrnbuposaHuio CYP3A, KOHLEHTpaUuA
rpas’onpesupa B Naa3me KPOBU TaKKe MOKET ObiTb 3aMeTHO yBeanyeHa uHrnbutopamu OATP1B1 (B TOMm
yucne CUNbHbIMU UHIMOUTOPAMM NPOTeasbl, KOBULMUCTATOM, LMKNOCNOPUHOM, Pa3oBOM 40301
pudamnuumHa). Tem He meHee, CPeacTBa, CHUMKAKOLLME KUCNOTHOCTb, He AAal0T HUKaKoro addekTa npu
abcopbunn obounx npenapatos.

CnocobHocTb rpasonpesupa / anbacsmpa K B3aMMOAENCTBUIO C APYTMMU NpenapaTamu ABNAETCA
OTHOCUTENbHO HU3KOW, XOTA rpa3onpesup AsnaeTca cnabbim nHrnbutopom CYP3A (npumepHo 30%-Hoe
yBenYeHUe 3KCNo3nuun Muaasonama), a anbacsup asnaeTca cnabbim nHrMbuTOopom P-gp.
Heobx0aMMo NpoABAATb OCTOPOXKHOCTb NPU COBMECTHOM BBEAEHUWN NPENAPATOB, UCNONb3YHOLLNX
nsodpepmentbl CYP3A u P-gp (Hanpumep, TaKPOAUMYC, HEKOTOpPbIE CTaTUHbI, AaburaTpaH, TUKarpenop),
npu 3TOM MOTyT HbITb HEOHXOAUMBI 4ONONHUTENbHBIE HABNIOAEHUSA, CHUXKEeHME A03bl u/unum KT -
KOHTPOAb.

Ha 0CHOBaHWM BbILEU3NOXKEHHbIX BbIBOAOB, CYLLLECTBYIOT OFPaHUYEHUA NPYU NPUMEHEHWUM
aHTUPETPOBMPYCHbIX NMPenapaToB COBMECTHO C 3nbacsupom / rpasonpesmpom. B HacToAwee Bpema
MOYHO UCNONb30BaTb aHTMPETPOBUPYCHbIE NPEeNapaTbl, ABNAIOLLMECA HYKNEOTUAHBbIMU MHIMBUTOPaMK
obpaTHOM TpaHCKpPUNTa3sbl: abaka B1p, Nam usy avH, TeHodosup (NM60 B BUAE TeHodoBUPa
ansonpokecun dymapart, ambo TeHodoBMpa anadeHamua), SMTPULUTAOUH, PUNNUBUPUH, PanTerpasup,
aonyterpasup u mapasupok (Tabauua 4A).




I'/iekanpeBUp U UG PEHTACBUP

[nekanpesup M NMBpPEHTACBMP B AOCTYNHbI B GUKCMPOBAHHOM A03MpoBKe KOMBUHaumn 100 mg
rnekanpesup n 40 mg nubpeHTacBup. PekomeHayemas no3a cocTaBnAeT Tpu TabneTkn nepopanbHO
OAMH pa3 B AeHb C NULIEN, NOCKONbKY 3KCNO3ULMA rNekanpesnpa B NNa3me yBennmumsaetcs Ha 83% —
163% B8 NpMUCYTCTBUM NULIM NO CPABHEHMUIO C NPUEMOM HATOLLAK.

BunmMapHan aKCKpeLma ABNAETCA OCHOBHbIM NyTEM 3/IMMUHALMK FNeKanpesnpa u nnbpeHTaceunpa.
Mepuop nonypacnaga rnekanpesnpa u nnbpeHTacBnpa coctasnaeT npndban3nTensHo 6 n 23 vaca
COOTBETCTBEHHO.

®apmMaKOKMHETUYECKUIA aHaNM3 NoNyAaLMK Y NauneHTos ¢ BIC-uHdekunen nokasan, 4to nocne
BBEeAEHUA rnekanpesupa / nubpeHTacsmpa y Aamu, MHOUUMPOBaHHbIX BMC ¢ KOMNEHCMPOBaAHHbIM
umMppo3om (knacc A no HYanna-Mblo), 3Kkcno3unuma rnekanpesmpa 6bina npumepHo B 2 pasa Bbllwe, Toraa
KaK BO3geicTBre NnubpeHTacempa 6b110 aHaNOrMUHbIM € NaumMeHTamm 6e3 umpposa. Mo cpaBHeHUIO ¢
nayMeHTamMmn ¢ HOpManbHOM NedeHouHon dyHKumen, AUC rnekanpesunpa 6bina Ha 33% Bbiwe y
NaLMEHTOB C KOMNEHCUMPOBAHHbIM LMppo3om (Knacc A no Yanna-Mbio), Ha 100% Bbiwe y An, ¢
YMEpPEHHOM NeYeHOYHON HeaoCcTaToYHOCTbo (Yana-Mbto B), n yeennumnace go 11 pasy naumeHTos ¢
TAXKENOWN NeYeHOUYHON HeaocTaTouHOCTbIo (Yanng-Mbto C). Takum ob6pasom, rnekanpesmp m
NMBPEHTACBMP NPOTUBONOKA3aHbl NaLMeHTam ¢ LMppo3om Knacca Yaina-MNoto B nam C.

MpumeHeHMWe rnekanpesmpa n nubpeHTacsmnpa msydanu y BIC-oTpuuaTenbHbIX ML, C NETKOW,
YMEpPEHHOW, TAXKENOW NN TEPMUHANBHOW CTaanel NOYEUYHO M HeA0CTAaTOUYHOCTU, HE HAaXOAALMXCA Ha
Amnanuse, No cpaBHeHUIO € cybbeKkTammn ¢ HopmanbHOM noyeyHo dyHKuMK. AUC Bbina ysenmdeHa
MeHee Yem y 56% NauneHToB, YTO He BblNI0 KNMHUYEeCKN 3HauMmbim. AUC rnekanpesupa u
nubpeHTacBnpa H6blna CXxoXa y NaUMEHTOB Ha Ananuse u 6es Hero.

Be3onacHoCTb rnekanpesupa M NnubpeHTacsupa bbina OUEHEHa B KNMHUYECKUX UCNbITaHuAax a3 Il n il
FonosHas 60nb 1 ycTanocTb 6binM Hanbonee YacTbimn HEHBNArONPUATHLIMKU COOBITUAMM.

lnekanpesup 1M NMBpeHTacBUp ABNAKOTCA MHrMbutopamu P-gp, BCRP n OATP1B1 1 OATP1B3.
CoBMecTHOE NPUMEHEHNE MOXKET YBEIMUMBATL IKCNO3ULMIO NpenapaTos, ABNAOLWMXCA cybcTpaTamm P-
gp (Hanpumep, aTekcunat gaburatpaHa, NPUMeEHEHWE KOTOPOTO NPOTUBONOKA3aHO U3-3a YBENUYEHUA B
2,4 pa3a npu Bo3gencTemun gaburaTtpaHa), BCRP (Hanpumep, po3yBacTaTuH, KOTOPbIN TpebyeT CHUKEHMUA

no3bl), uan OATP1B1 / 3 (Hanpumep, aTopBacTaTUH MM CUMBACTaTUHA, KOTOPbIE MPOTUBONOKAa3aHbl).

Ona ppyrux cybetpaTos P-gp, BCRP uan OATP1B1 / 3, go/mKkHa paccmaTpmBaTbCa KOPPEKTUPOBKA 403 bl.

KoHueHTpaLummn rnekanpesmpa n nubpeHTacBnmpa mMoryT 6biTb YMEHbLUIEHbI MOLLHbIMU MHAYKTOpamu P-gp
1 CYP3A, TaKMMM Kak pudamnuumH, KapbamasenuH, 38epoboit Mamn GeHUTOUH, YTO NPUBOAMT K
YMEHbLUEHWNIO TepaneBTUUecKoro addekTa nnam oTcyTcTBMEM BUPYCONOTrMYEeCKoro oteeTa. CoBmecTHoe
BBEeAEHME CITUMU UK APYTUMU MOLHBIMW UHAYKTOPamM P-gp NpoTUBONOKa3aHO. AHANOMUYHbBIN
3ddeKT BO3MOKEH NPU NPUMEHEHUU YMEPEHHbIX UHAYKTOPOB, TaKUX KaK OKCKapbasenuH u
3cAunKapbasenuH, U COBMeCTHOe BBEAEHME C 3TUMM Npenapatammn He pekomeHaytoTca. SlekapcTea,
KOoTopble MHIMbupytoT Pgp n BCRP MOTyT yBENUUUTb SKCNO3MLMIO FNeKanpeBnpa M NnMbpeHTacempa.
AHaNOrMYHO MHrMBMTOPLI OATP1B1 / 3, TaKMe KaK UMKNOCNOPUH, 4apyHaBMP U NONUHABUP, TaKKe
MOXEeT yBEeNINMYUTb KOHLUEHTPaLUMIO TeKkanpesumpa.

MoTeHuManbHOE BAMAHWUE TNeKanpesMpa U NMBpeHTacBMpPa Ha ApyrMe NeKapcTea OTHOCUTENbHO HU3KOE,
XOTA rneKkanpesunp asnseTca cnabbim nHrnbutopom CYP3A (npnbnusutensHo 27% ysenndeHne
3KCNo3numnmn mugasonama). lpn coBmecTHOM Npuéme HeobxoAMMO NPOABNATL HEKOTOPYIO




OCTOPOXKHOCTb OTHOCUTE/IbHO NpPenapaTos, MCNONb3YoWMX n3opepmeHTbl CYP3A (Hanpumep,
TaKPOMMYC) UK NPenapaToB C LWMPOKUM CMEKTPOM, TaKMX KaK KBETUANWUH, NPY 3TOM MOXET
noTpe60oBaTbCA AONOJHUTENbHbIA MOHUTOPUHT, CHUXEHME A03bl U / nan IKM-KOHTpoNb.

*eHuwmHam eTopoaHOro Bo3pacTta, COBMECTHOE MCMO/Ib30BaHWe KOHTpaUenuuu, coaepxauiein
3TUHMWNICTPAANOS, NPOTUBONOKA3aHO U3-3a pucKa nosbliweHuna AJIT. [lonyckaeTca ucnonb3osaHue
NPOTMBO3a4aTOUHbIX CPEACTB, COAEPXKALLNX NPOFECTOrEH.

Kak n gpyrux MMNA, pactBOpMMOCTb rnekanpesmpa ymeHbluaeTca ¢ ysenndeHunem pH. C,,, rnekanpesupa
YMEHbLUAEeTCA B cpegHem Ha 64% npu COBMECTHOM BBEAEHUMN C OMENPa30/iom B Ao3nposke 40 mr. B
MHCTPYKLMKN YKA3aHO, YTO He peKoMeHAyeTcA U3MeHATb A03y. OAHAKO, Ha3HaYeHne J03UPOBKU
omenpaso/ia He meHee 40 Mr UM SKBUBANEHTHOM el (cm. Taban. 5) c rnekanpeemMpom n NMBpeHTacBMpomM
He U3YYEHO U MOXKET NPUBECTU K BONbLUEMY CHUXXEHMIO KOHLEHTPaL MK rnekanpesupa.

Y naumeHTos ¢ KonHpekumen BUY + BIC M3-3a MexaHNM3MOB, ONUCaHHbIX Bbllie, rneKkanpesunp /
nubpeHTacBMp NPOTMBOMNOKA3aH C aTa3aHABUP-COAEPKALMMMU PEXUMAMMU N HE PEKOMEHAYETCSA C
ApYyrMmu nHrmnbutopamm npoteassl BUY. AHanormyHo, HeHykneosngHble MHFMHGUTOpPbl 06paTHOM
TpaHcKpunTasbl 3paBMpeHL, STPaBUPUH N HEBUPANWUH HE PEeKOMEHAYeTCA NPUHUMAThL M3-3a
oxnaaemoro cHmkeHna AUC rnekanpesupa / nubpeHtacenpa. OctanbHble aHTUPETPOBUPYCHbIE
npenapaTbl MOXXHO NPUHUMATb COBMECTHO, BKAOYAA KOBMLMCTAT NPM MCNONb30BAHUN C UHTMOUTOPOM
MHTErpasbl aABUTErpasup.

Pexomendayuu

e B0O3MOXHbI MHOTOUYMCNEHHDbIE U KOMMNEKCHbIE NEKAPCTBEHHbIE B3aumogenctema NN c apyrumm
npenapaTtamn. Takum obpasom, TpebyeTca TwaTeNlbHas OLEHKA PUCKA B3aMMOAENCTBUA A0 Havana
Tepanuu 1 nepeg NPUEMOM CONYTCTBYIOLLMX IEKAPCTB BO BPEMA /IEHEHUA ANA BCEX NALUEHTOB,
npoxoaawmx nedyeHune NN, 0oCHOBbLIBAACH Ha MHCTPYKLMM KaXKAOro Npenaparta (CBoAHble faHHble O
KNKOYEBbIX B3aMMOAENCTBUAX MOXHO HaNTK B Tabanuax 4A-G B 3TOM AOKYMEHTE; KNOYEBOMN UHTEPHET
pecypc — www.hep-druginteractions.org, rae pekomeHaaunm perynapHo obHosnstotca) (Al).
JlekapcTBeHHble B3aNMOAENCTBUA ABNAIOTCA KN0UeBbIM haKTOpom Npu nedeHnn BUY + HCV
MHOULMPOBAHHbIX NALUEHTOB, U NPUCTaNIbHOE BHUMAHMWE A0MNXKHO BbITb YaeNeHO NPOTUBOBUPYCHbIM
npenapaTtam, KOTopble NPOTUBOMNOKa3aHbl, He peKoMeHAyeTcs nnn TpebyeT KOPPEKTUPOBKK A03bI C
KOHKpeTHbIMM npenapatamu (Al).
MNaumneHTbl 40NKHbI BbITb OCBEAOM/IEHbI O Ba*XHOCTU NPUBEPXKEHHOCTU K Tepanuun, cneays
pekomeHaaLmaM no f03npoBKe U coobuatb 06 MCNob30BaHUN APYTrMX NPeaNUCaHHbIX NPenapaTos,
6e3 peuenTypHbIX 1IEKapPCTB, NpenapaTos, NPUobpeTeHHbIX Yepe3 UHTEPHET N NCUXOAKTUBHbIX BELLECTB
(A1).

JleyeHU e XpOHHUYECKOro rernatura C, B TOM YHcJjie 60JIbHbIX 6€3 IMppo3a U
MNauUEeHTOB C KOMIIEHCUPOBAHHBIM (KJacc A Yaiina-IIbio) yupposom

B 2018 rony n panee, cxembl neyeHunna 6e3 nHtepdpepoHa (1FN) n 6e3 pubasmpuHa asnatoTca
CaMbIMW NYYLIMMW BapMaHTaMM ANS HE NONYYABLUNX PaHee eyeHune («HanBHbIX») naumeHTos He3
LMpPPO3a, C KOMNeHCpoBaHHbIM (Hang-Mbio Knacc A) n gekomneHcUpoBaHHbIM 3abonesaHmem
neyeHn (Yanng-Noto kKnacca B n C), a Takke npouieamnx feyeHne 60/bHbIX (KOTOpble paHee
neynnuce nernHtTepdepoHom-anbha n pubasnpmuHom, nernHtepdepoHom-anbda, pubasnpmHom n
codpocbysupom), bnaroaapsa ux BUpyconornyeckon spdeKTMBHOCTU, NPOCTOTbl NCNO/b30BAHUA U
nepeHoCMMOCTH.




MokasaHuA 3aBUCAT OT reHoTMna / noatuna BIr'C, cteneHun Taxectn 3a6oneBaHna neyeHn, u / nam
npeawecrsytowein Tepanun. MNoKaszaHMA aHaNOrMYHbI ANA NauneHTos ¢ BIC-moHouHbekymeint n BUY-
KOMHOUUNPOBAHHDIX NALMEHTOB. TEM HE MEHee, ANA NOCNEAHUX MOMXKET NOH3A0OUTLCA U3MEHEHME
NEYEHUA NN KOPPEKTMPOBKA 403UPOBKM B CBA3M C IEKAPCTBEHHBIMM B3aMMOAENCTBMAMM (CM. Bbile
Tabnnua 4A).

I’pynna 3KCNepToB NPU3HaeT HeOAHOPOAHOCTb A0X0A0B Ha AylWYy HaceneHnAa u cuctem meanumnMHCKOro
CTpaxoBaHWUA nNo BCEN EBpone N B OPYrnx permoHax, U, B CBA3N C 3TUM, peKoMeHAYeT NPpoAao0NXKaTb

NCNoNb30BaTb CXxemMbl, pPEKOMEHAOBAHHbIE B 6onee PaHHUX BEPCUAX PeKOMEH,D.aLWIﬁ, HO 6onblue He

pekomeHaoBaHHbIX B 2018 roay. [aHHble cxembl, BEPOATHO, byayT ocTaBaTbcA 3G PEKTUBHBIMM, NOKA
HoBble N[ He CTaHyT 4OCTYNHbIMW.

CnenyeTt HageATbCA, yTO ny6nnKame O0BHOBANEHHbIX peKomeH,qaLmﬁ 6y,qe'r cnocobcTBOBaTL NOABAEHUIO
NbroT N CKWAOK Ha NeKapcTtea C uenbto YHMd)MLLVIpOBaHMﬂ LeH Ha ne4yeHne B pa3HbIX CTPpaHaXx U pernoHax.

Pexomendayuu
o be3sbiHTepdepoHoBbIE, HE coaepKalume pubaBUpUH cxembl Ha ocHose MMM, AoNKHbI

NCNONb30BaTLCA Y NaLUMeHToB ¢ BIC-nHdekumnein 6e3 umppo3a mam ¢ KOMNEHCMPOBAHHbIM
unppo3om (Knacc A no Yanng-MNbto), BKAOUYAA «HAUBHbIX NALMEHTOBY» (ONpeaensiemMblx Kak
NaumneHTbl, KOTOPble HUKOr4A He NeYnancb no nosoay BrC-nHbekummn) n «naymeHTos,
npoweawnx nedeHne» (onpeaeniembix Kak NaLUEHTbI, KOTOPblE paHee Nnoay4anm
nermHTepdepoH-anbda n pubasupuH, Man nermHTepdepoH-anbda, pubasmpuH n codpocbysmp,
nnm codocbyBmp M pubaBMpPKUH), N3-3a UX BUPYCONOrMHECKOM 3PPEKTUBHOCTH, NPOCTOTbI
ncnonb3oBaHuA, 6esonacHoCTM n nepeHocumoctu (Al)

OnA nauneHToB ¢ BUY-KonHbeKLmen cneayet MCnonb3oBaTb Te e He3biHTepdepoHOoBbIE U
6e3pnbaBMPUHOBDLIE CXEMbI NEUYEHUSA, KaK Y NauneHToB 6e3 BUY-uHbeKLumm, Tak Kak
BMPYCONOTMYECKME pe3ynbTaTbl TEPANUU MAEHTUYHBI. UISMEHEHUA B NeUYEHUN NN
KOPPEKTMPOBK YU 403bl A0/MKHBI NPOBOAUTLCA B C/lyHYae B3aUMOAENCTBUA C aHTUPETPOBMPYCHbIMM
npenapaTtamu (Al).

Mo BO3MOXHOCTU (0AMHAKOBAA NPOAOCMKUTENbHOCTb NEUEHUA, IKBUBANEHTHbIE CKOpocTu YBO),
KOMBUHMPOBaHHbIE CXeMbl, COAepKallme ABa Npenapara, NpeanoyTUTeIbHee TPOMHBbIX
KOMBWHNPOBAHHbIX PEXUMOB 4N MUHUMMU3ALUM PUCKA NOBOUHBIX 3IPPEKTOB U NEKAPCTBEHHBIX
B3aumogeicreuii (B1).

KoMbuHMpoBaHHble 6e3biHTepdepOHOBbLIE CXEMBbI, NpeAacTaBaAtowme 3GEeKTUBHDBIE B OTHOLLIEHUN
onpeaenéHHoro reHotuna / noatuna, npeacrasneHbl B Tabaunue 6. 061Wan cBOAKA NO CXEMaM NeUeHuUs
npeacrtaeneHa B Tabanuax 7 n 8 gna naumeHToB 6e3 unMppo3a U NALUEHTOB C KOMNEHCUPOBAHHbLIM
(rnacc A Yaing-Mblo) UMPPO30M, COOTBETCTBEHHO. B Tabanuax cHavana nayT naH-reToTmnuyeckme
KoMbuHaunn (3dPeKkTUBHbIE B OTHOLIEHNWN BCEX TEHOTUNOB, NPUM. pea,.), 33 KOTOPbIMU CeaytoT
cneunduyeckme gna reHoTMnNa KombuHaumu (cHavana copocbyBup-coaepkalume, 3atem — 6es
codocbysupa).

Tabnuua 6. Cxembl KomBGMHUMpOBaHHOM Tepanun 6e3 pubasnpuHa, He cogeprauime IFN-a, 4NA HAUBHbIX
NayneHToB (NauMeHTbl, KOTOPble HUKOTAA He eYnancb oT nHekumu BrC), n naumeHToB, NpoweaWwmnx
neyveHune (NayMeHTbl, KOTOPbIE PaHee NoAYYanu NernanpoBaHHbIi IFN-a, Takke pubaBMpuH, NernAUpPOBaHHbINA
IFN-a,




pubasupun u copocbysup unm copocbysup n pubasmupuH), 6e3 uUppPo3a AN ¢ KOMNEHCUPOBAHHLIM

umpposom (Knacc A no Yaina-Nbio), pekomeHaoBaHHbIE ANA Kamaoro reHotuna / noaruna BfC s 2018 roay m

panee.

naputanpesmp,
codocbysu .
fe Codocbysup | rnekanpesup / Be¢ a ayca p// Codocbysup | rpasonpesup YCUNEHHbIN

HOTUN nnaTacsu
/Bennaracsup | nubpentacsmup P /neannacsup | /3nbacsnp puTOHasupom +
BOKCUanpesup OMBUTACEMD 1

pacabysup

[eHoTun
la

Het

[eHoTun

1b Aa

feHoTUN
2

feHoTUN

feHoTun

[eHoTUN

feHoTUN

* TpoliHaa KOMBUHMPOBaHHAA Tepanua 3¢ deKTUBHA, HO He LenecoobpasHa us-3a apdeKkTuBHOCTU

ABOMHBIX KOMBUHUPOBAHHLIX PEXKUMOB.

a— JleueHune nauneHTos 6e3 LUpPpPoO3a MaKn ¢ KomneHcuposaHHbIM (Knace A Yaiing-Nbio)

uMppo30oM.

b —/leueHne — HavBHbIe U neyeHble 6onbHble 6€3 LUPPOo3a UK C KOMNEHCMPOBaHHBIM UMppo3om (Knacc A Yaling-Tbio)
¢ yposHem PHK HCV <800 000 ME / mn (5,9 log;o ME / mn).

¢ — JleueHne — HauBHble U NeyeHble NauneHTbl 6e3 unpposa.

d — NleyeHne — HauMBHbIE U NeYeHble NALUEHTbI C KOMNEHCUPOBaHHBIM (Knacc A Yaling-Mbio) unpposom.

e — JleyeHune nauneHTos 6e3 UMpPO3a AN C KOMNEHCUMPOBAHHBIM LMPPO30M (Knacc A Yainng-MNblo) ¢ yposHem PHK HCV

<800 000 ME / mn (5,9 logyo ME / mn).

Tabavua 7. PekomeHAaumMmn No NevYeHnIo NauneHTos ¢ BrC-moHouHdekumein nnm BIC / BUY-uHdpekumeii ¢
XpOHUUYeckum renatutom C 6e3 uMpposa, BKAKUAA NALMUEHTOB, He NOJYY4ABLUUX NeveHue (NaumueHTbl, KoTopble
HUKOrAa He neunnuncb ot nHdekuuu BrC), n nayneHTOB, Npoweawmx neyeHune (onpegensembix Kak NALUEHTOB,
KOTOpble paHee Nony4yanu NernnnpoBaHHbIR UHTepdepoH-anbda u pubasnpuH, NnernnnposaHHbIi MHTEpdEpOH-
anbda, pnbasupuH u copocbysup, nnmu copocbysup n pubasupun).




Npeapiaywee
neueHwune

FreHorun

SOF/VEL

GLE/PIB SOF/VEL/VOX

SOF/LDV

GZR/EBR

OBV/PTV/r + DSV

Heneyernbie

JleueHble

12

8 Hepgenb

8 Hepenb

8-12
Hegenb

Her

12 Hegenb (HCV RNA
<800,000 1U/ml)

12 Hegenb (HCV RNA
<800,000 1U/ml)

Het

HeneyeHnble

Jleyerble

Heneyernbie

12
12

8 Hepenb

8 Hepenb
8 Hegenb

JleyeHble
HeneueHbie

12
12

8 Hepenb
8 Hepenb

Het

Het
Her
Het
Her

8-12
Hepenb

12 Hepgenb
Her
Het
Het

8 Hepenb (FO-F2) 12
Hepeno (F3)

12 Hepenb
Her
Her
Het

8 Hepgenb (FO-F2)12
Hepensb (F3)

12 Hepgenb
Het
Het
Het

JleyeHble

12

12

Het

Her

Het

Het

Heneyernbie

12
Hepenb

8 Hepenb

Hetr

12 Hepgenb

12 Hepgenb (HCVRNA
<800,000 1U/ml)

Het

JleueHble

12

8 Hepgenb

Hert

Her

Het

Her

Heneyernbie

12

8 Hepenb

Het

12 Hepenb

Hert

Het

JleueHble

12

8 Hepenb

Hert

Her

Her

Het

Heneyernbie

12

8 Hepenb

Hert

12 Hegenb

Hert

Het

JleyeHble

12

8 Hepenb

Hert

Het

Het

Het

DSV — pacabysup; EBR — anbaceup; GLE — rnekanpesup; GZR — rpasonpesup; HCV RNA — BupycHas Harpy3ka; OBV —

ombutacsup; PIB — nubpeHTaceup; PTV — naputanpesup; r — putoHasup; SOF — cogpocbysup; VEL — Bennataceup; VOX —

BOKCUnanpeswup.




Tabnuua 8. PekomeHaaumn no neyeHUo naumeHTos ¢ BI'C uHdpekumenr nam c komHdpexumeir BIC / BUYC
KOMMNEHCUPOBaHHbIM LUMppo3om (Knacc A Yalina-Mblo), BKAIOYAA NALMUEHTOB, HE NPUHUMAIO LUMX NedyeHne
(naumenTbl, KOTOpble HUKOrAa He neunnnct ot nhdek umn BI'C n paHee npoxogmewunx neyeHme (naymeHTsl,
KOTOpble paHee Nony4yanu nernnuposBaHHbli nHTepdepoH-anbda n pubasupuH, nernNMpoBaHHbIN MHTEpPdepoH-
anbda, pubasupun n copocbysup, nnmn copocbysmup n pubasupuH).

femotun | Mpeasipyuiee nevene  SOF/VEL | GLE/PIB  [SOF/VEL/VOX| SOF/LDV GZR/EBR  OBV/PTV/r
+DSV

12 Hepenb (HCV
HeneueHble 12 Hepenb | 12 Hepenb 12 Hepenb RNA <800,000 Het
U/ml)

12 Hepenb (HCV
RNA <800,000
U/ml)
HeneyeHole 12 Hepenv | 12 Hegenb 12 Hepenb 12 Hepenb 12 Hepenb

NeyeHble 12 Hepenb | 12 Heaenb Het Het

NeyeHble 12 Hepenb | 12 Hepenb 12 Hepenb 12 Hepenb 12 Hepenb

HeneueHoble 12 Hepeno 12 Hepenb Her Het Het Het

NevyeHble 12 Hepenb | 12 Hepenb Her Her Her HeTt

HeneueHole Het 12 Hepenb | 12 Hepenb Het Het Het

NeyeHble Het 16 Hepgenb | 12 Hepenb Hert Het Het

12 Hepenb (HCV
RNA <800,000

U /ml)
NeveHble 12 Hepenb | 12 Hepenb Het Het Het

HeneyeHoble 12 Hepenb 12 Hepenb Her 12 Hepenb Het

HeneyeHbie 12 Hegenb | 12 Heaenb 12 Hepenb Het Het

NeyeHble 12 Hepenv 12 Hepenob Her Het Her Her

HeneyeHole 12 Hegeno 12 Heaenb Her 12 Hepenb Het Het

NeyeHble 12 Hepenb 12 Hepenb Her Het Her Hert

DSV — pacabysup; EBR — anbaceup; GLE — rnekanpesup; GZR — rpasonpesup; HCV RNA — BupycHas Harpyska; OBV —
ombutacsup; PIB — nubpextaceup; PTV — napuranpesup; r — putoHasup; SOF — codocbysup; VEL — sennaTtaceup; VOX —
BOKCH1ANpesup.

Jleuenue iH¢pexnuu BI'C reHoTHNA 12
B 2018 r 4OCTYN Hbl YETbIPE BapUAHTbI NEYEHNUA ANA MALUEHTOB, MHMUMpPOBaHHbLIX BI'C reHoTunna 1a (cm.

Tabnmupl 6 - 8). 3T BapuMaHTbI CUMTAIOTCA PABHOLEHHBIMM, U MX NOPAAOK NPEACTaBNEHUA HE YKa3biBaeT
Ha Kakoe-Mbo NPEeBOCXOACTBO MM NPEANOYUT EHUE:

Co¢ocbysup / Bennatacsmp
Mexkanpesup / nubpeHTtacsmp
Codocbysup /negmnacsup
Ipasonpesup / anbacsup.




PexomeHdayuu
Cnegytowme cxeMbl PEKOMEHAYIOTCA A/18 NeYeHUA NaLMeHTOB, MHONLMPOBAHHLIX reHoTunom 1a, B
COOTBETCTBMM C NPUBEAEHHbIMM Bbille peKomeHaaumnamm (Al):
e KoMbuHauus pukcmpoBaHHOM A03bl codocbysmupa (400 mr) n Beanatacempa (100 mr) B ogHOM
TabneTke ogMH pas B AeHb;
KOMBUHauuMA rnekanpesupa B puKcMpoBaHHoON gose (300 mr) n nnbpeHTaceupa (120 mr) B Tpex
Tabnetkax, cogepxawmx 100 mr rnekanpesupa n 40 mr nnbpeHTacBupa OANH pas B AEHb C
nuuiei;
KombuHauma dukcnposaHHOM Ao3bl codocbysupa (400 mr) n negmunaceupa (90 mr) B ogHOM
TabneTke ogMH pa3s B A€Hb;
KOMbBuMHaumA rpasonpesnpa B pukcnposaHHoi gose (100 mr) n anbacsupa (50 mr) B ogHOM
TabneTke 0AWNH pas B AEHb.

I'enomun 1a, nan-eeHomunuy4eckas cxema (IgpgpekmueHas 6 OmHoweHuU ecex 2eHOMuUNoe,
npum. pead.)

Codocbysup / BennaTacBup — leYeHNe « HAUBHBIX» U IeYEHbIX PpaHee NauneHTos, MHGULMPOBAHHbIX
BIC reHoTMnom 1a, 6€3 uMppo3a MaM ¢ KOMNEHCMPOBaHHbLIM (Knacc A Yaing-Nbio) LMpposom,
KoMbuHaumen B GUKCMPOBaHHbIX 403UPOBKax codocbyBupa n BennatacBmpa B TeyeHne 12 Hegenb
(A1).

KoMMeHTapuu: aTa cxema pekomeHgoBaHa no pesynbtatam |l dpasbl uccnegosanma ASTRAL-1 y
nauneHToB ¢ BIC nepsoro reHotunna (22% c umppo3om, 66% HenedeHbix paHee, 34% paHee neyeHblx,
44% wn3 Kotopbix neunnnco NNA) neunslumxca GUKCMpPoOBaHHON AO3MPOBKON KOMBMHaLUUM codocbyBupa
n BennaTtacsmpa B TedeHune 12 Hegenb. YBO12 Habnwaanoch y 98% (206/210, n3 KoTopbIx 6bin 0auH
peuuamB) NnaumeHToB, UHOULUMPOBAHHbIX FeHOTMNOM 1a [67]. 3Tn pe3ynbTaTtbl 6biM NoATBEPXKAEHDI B
MHOTOLEHTPOBbIX UcceaoBaHuax [68], [69].

B nccnegosaHnmn ASTRAL-5 y «HAMBHbBIX» U IeYeHbIX NaLNeHToB ¢ uamn 6e3 umpposa ¢ reHoTunom lawm
nHdMUMpoBaHHbIX BUY, yactota YBO12 B Takom xe pexmme 6bina 95% (63/66; n3 KoTopbix 66110 ABa
peumnamsa) [70]. TpoiHaa KombuHauma codpocbyBmpa, BeanaTacBmpa v BOKCUNanpesmpa, NpUHMMaeMbIX
B TeueHue 8 Heaesb, He NPOAEMOHCTPMPOBasa Pe3ynbTaToB, aHaNOMMUHbIX cxeme codpocbysup /
BesnaTacsup B TedeHue 12 Hegenb, B pamkax Il dazbl uccnegosanHma POLARIS-2, koTopas Bkakouvana
npumepHo 20% nauMeHTOB C LUPPO30M U 25% neyeHbix paHee nauneHToB. Yactota YBO12y
naumMeHToB, MHPULMPOBAHHbIX reHoTMNnom 1a, coctasuna 92% (155/169, ns kotopsbix 6b110 14
peunansoBs) nocne 8 Heaenb neueHna copocbysmpom / Bennatacsupom / Bokcuianpesmpom m 99%

(170/172; oanH peumngus) nocne 12 Hepgenb neveHns copocbysnpom / sennatacenpom [71]. Takum

ob6pasom, TpoiHas KombuHauma copocbysup / Beanatacsmup / BOKCMNanNpesup B TedeHne 8 Heaenb He
pekomeHAayeTcs nauneHTam, nHdMUnposaHHbIM BI'C reHoTunom la.




I'enomun 1a, nan-2eHomunu4eckast cxema: 2/1ekanpeeup / hubpenmaceup

e  «HauBHbIX» U NPOXOAUBLUNX paHee Tepanuio NauneHTos, MHOULMpoBaHHbIX BIC reHoTMNom 13,
6e3 uMppo3a NeyeHn cneayer NeUnTb KoMbUHaumen rnekanpesmp / NnMbpeHTaceup 8
dUKCUpoBaHHON ao3e B TeueHne 8 Heaenb (Al).
«HanBHbIX» U NPOXOAUBLUNX paHee Tepanuio NaLNeHToB, MHPULMpoBaHHbIX BI'C reHoTMNOM 13,
C KOMMNEHCUPOBAHHbIM LIUPPO30OM NeveHn (knacc A no Yanng-Meto) cneayet neuynts
KOombBUMHaumeln rnekanpesup / nubpeHTacsunp B GUKCMPOBAHHON A03e B TeueHue 12 Heaenb
(A1).

KommeHTapum: aTa pekomeHaaLmna OCHOBAHA Ha pe3ynbTaTtax AByx uccnegosanuit |l pasbl y naumeHTos
¢ reHoTunom BIC 1a. B uccneposaHnmn ENDURANCE-1 uactoTta YBO12 cocrasuna 98% (150/152; oaunH
BMPYCONOTUYECKNIA NPOPbIB, OANUH HEBPONOTMYECKUM OTKA3) Y KHAaUBHbIX» U NPOXOAUBLUNX paHee
Tepanuio nauneHTos 6e3 LMppo3a, NoAyyYasLwmMx 8 Heaenb rnekanpesup /nubpeHtacsup, 8 Tom yncne 13
naymeHTos ¢ BUY-konHpeKumnen [72]. leyeHne «HanBHbIX» N NPOXOANBLUNX PaHee Tepanuio
nNauMeHToB, MHOMLNPOBAHHbLIX BIC reHoTMNOM 1a, C KOMMNEHCMPOBAHHbLIM LLUPPO30OM NEYEHU, U3y4anocb
B uccneposaHum EXPEDITION-1. Yacrota YBO12 coctasuna 98% (47/48; oavH peunams) nocne 12
Hepenb Tepanuu rekanpesupom / nubperHtacsnpom [73].

I'enomun 1a, cheyuguieckasn k cenomuny cxema: cogpocéysup / nedunaceup
e [lauMeHTOB C reHOTUNOM 1a M KOMNEHCUMPOBAHHbBIM LMPPO30M (Knacca A no Yanna-Nbo) nam es

Hero, He NO/YYaBLIMX NPeABaPUTENLHOMO NeYeHUA, He0HX0ANMO NeYnTb KOMBUHaLMen
du1KcnposaHHOM A03bl codocbysupa n negunacsupa B TedyeHue 12 Heaenb (Al).
MNaumeHTOB € reHoTMNOM la 6e3 unppo3a, He NONYYaBLUNX NPEABAPUTENBHOTO NEYEHUA, MOXKHO
NeunTb KoMbuHaumen dukcnposaHHON Ao3bl copocbyBmpa n negunacemnpa B TedeHue 8 Heagenb (y
NaLUMEeHTOB C MCXOAHbIM YpoBHeM PHK BIC <6 maH. (6.8 logyo) ME/mn — pnobasneHo pea.) (B2).
KombuHauna codocbysmp 1 neamnacsmp He peKomeHayeTca ANA NeYEHUA NALUEHTOB,
MHPULMPOBAHHbIX FeHOTUNOM 1a, NnoNyyaBLWKX paHee nevyeHue (B1).

MNpuMeyaHua: 3T peKkoMeHAaLUMM OCHOBaHbI Ha pe3ynbTaTax Tpex uccnegosanuin dassl 11l ION-1, ION-3
1 ION-4 [74-77] N HECKONBbKUX PETPOCNEKTUBHbIX aHaNN30B 0606WEHHbIX AaHHbIX U3 da3 |l n 1l
KAMHUYECKUX UCNbITAHWUM, NPeACTABNAEHHDbIX Ha MEXAYHAPOAHBIX MEANLMUHCKUX KOHDEPEHLMUAX K
0nNy6AMKOBAHHbIX B U34aHUAX.

B ION-1 He nony4vyaswune npeansapuUTenbHOro ne4yeHnAa NaumneHTbl C reHoTunom 1A, B TOM uyncne oKono

15% C KOMNEHCMPOBAHHbBIM LIMPPO30M, AOCTUINM YpoBHA YBO12 8 98% (141/144, U3 HUX — OAMH

peuunams) cnydaes nocne 12 Hegenb Nnpuema KOMBUHaLMKU GUKCMPOBAHHBIX 003 codocdyBMpa M
nepmnacenp [74). KoMNNeKCHbIA aHaNM3 «HaUBHbIX» NALLUEHTOB C reHOTUNOM 1a u
KOMMNEHCUPOBaHHbIM LLUPPO30OM MeyeHu, nonyyaswmx copocbysup / neamnacsump B TedeHue 12 Hepenb
B8 pa3nnuHbix dasax Il v lll uccnepgosaHuii, nokasan obuwyto yactoty YBO12 98% (84/86) [78].

B ION-4, B OTKpbITOM UCCNEQOBAHUN Y NALMEHTOB HAUBHbIX» N IEYEHbIX PaHee NaLUeHTOB C FTeHOTUNOM
1la 6e3 unpposa 1 ¢ LMpPpPO30M, KOMHOULMPOBaAHHbLIX BUY, NnonyyaBLIMx aHTUPETPOBUPYCHbIE
npenapartbl TEHOGOBUP U SMTPULMTAOUH C 3PaBUPEHLOM, PUNNUBUPUH MAKN PaNTerpaBmp, YacToTa
YBO12 cocrasuna 96% (240/ 250, 8 peunansos) [77].

B ION-3 npn neyeHnn He NoNyyaBLIMX NPeABaPUTENBHOrO NeYEeHUA NaLUEHTOB C reHoTMnom la 6e3
LUMppo3a, yactota YBO12 cocrasuna 93% (159/171; 10 peumamsos) ana pexuma codpocbysmup /
neamnaceup B TeyeHue 12 Heaenb [76). 3Tn pesynbTaThl Obinn NOATBEPXKAEHDI PEANbHbIMMU




nccneposaHnamm B Espone n CLLUA y oaHOM 1 TOM e noarpynnbl NAaUMeHTOB, NOKa3as aHaNOrMYHble
BblCOKMe NoKa3aTtenn YBO12. OgHO n3 nccneaoBaHMin NOKA3ano, YTO BO3MOXKHO COKpaLLeHNe CPOKOB

NeYEHMNA Y NALMEHTOB C UcXxoaHbIM ypoBHeM PHK BI'C <6 mH. (6.8 Logye) ME/mn [79). Bbin nposeaeH

pPeTPOCNEKTUBHbIMA aHANN3 NALMEHTOB U3 Pa3HbIX PeaNbHbIX UCCNeA0BaHUM, OXBaTblBalOWNIA 566
HeneuyeHbIX paHee NauMeHTOB C reHOTMNoMm la 6e3 unpposa; 527 ns Hux nonydanu codocbysup /
neaunacevp B TeyeHue 8 Hepenb. Yactota YBO12 coctasuna 98% (518/527; 9 peunaneos).
JlormcTMyecknit perpeccMoHHbIN aHaNM3 oNPeaenmn MYXCKON non, adppoamepuKaHcKoe
NPOUCXOXAeHWUE 1 cTaamio dpnbposa F3 B KauecTBe HE3aBUCMMbIX NPEAUKTOPOB peunansa nocne
neveHua [80]. Bamanue ctagum dmnbposa F3 He HbiNo NnoaTBEpPKAEHO B Honee NO3aHUX NccnenoBaHUAX
[81], [82].

AHanornuHas yactora YBO12, Kak U B KAMHUYECKUX UCNbITaHUAX, HabAoaanach y NaumMeHToB ¢ uam 6e3
KOMMNEHCUPOBAHHbIM LIUPPO30OM B PeaNbHbIX UCCNEN0BAHUAX HA PA3MUYHBIX KOHTUHEHTax. CoueTaHue
codocbyBrpa n negnnacsmpa He PEKOMEHAYETCA Y NEeUYEHbIX PaHHEE NALMEHTOB, MHPULMPOBAHHbIX
reHoTMNOM 1a, NOTOMY, UTO 3TOT peXxXum TpebyeT AobasneHnAa pubaBMpPUHa, KaK YKasaHo B
pekomeHaaumax EASL no neyenuio renatuta c 2016 [54].

I'enomun 1a, cneyuguyeckan kK 2eHomuny cxema 2pazonpesup / an6aceup

«HanBHbIX» M NONYYaBLWNX NEYEHME PAHEE NALMEHTOB C FTEHOTMNOM 1a C KOMNEHCUPOBAHHbIM
unppo3som (Yainna-Moio A) unn 6e3 Hero ¢ HadanbHOM BUPYCHOW Harpyskon <800000 ME/mn,
HEeobXxo0aAMMO NeunTb KombuHaumen PUKCMPOBaAHHOM A03bl Fpa3onpeBnp n anbacsup TeuyeHune
12 Hepensb (B1).

KombuHauusa rpasonpesup 1 anbacsmp U He peKoMeHAYyeTCA NauneHTam, MHGULNMPOBAHHbLIM
reHOTUNOM 1a ¢ HauyanbHbIM yposHem PHK BI'C >800000 ME/mn (5.9 logio ME/mn) (Al).

MpumeyaHmA: 3Ta peKoMeHAALNA OCHOBaHA Ha pe3ynbTaTtax 3 uccnenosaHuii dasol |l 1 nocneayiowero
pPEeTPOCNEKTUBHONO aHanNn3a 06beANHEHHbIX AAHHbIX KNMHUYECKMX UcnbiTaHnit as 1l u lIl.

B nccneposanmm C-EDGE-TN y nayMeHTOB, HE NPOXOAMBLUMX paHee nNevyeHne, MHOULUMPOBAHHbIX
reHoTMnom 1la, nony4aBlumnx rpasonpesup n anbacsup B TeueHne 12 Hepenb, yposHM YBO12 coctasnanu
92% (144/ 157; oanH npopsiB 1 12 peunansos). Haanume KOMNEHCMPOBAHHOTO LMPPO3a He OKa3ano
addekTa Ha YBO12 [83]. B oTKpbiTom nccneaosaHum C-EDGE-COIN FEC TION, nauueHTbl, He
npoxoauBLUMe paHee neyeHne, KOMHPULUMpPOoBaHHbIE BUY, C KOMNEHCMPOBAHHBIM LMPPO30OM UM bes
Hero, NPMHMManM rpasonpeBup 1 anbacemp B TedueHne 12 Hepenb. YposHu YBO12 coctasunm 97%
(139/144) y naymeHTOB C reHoTUNOM 1a [84].

O606WeEHHbIN aHann3 3pPEeKTUBHOCTM NEYEHUA Cpeam NaLneHToB ¢ nHdekuuen reHotuna 1a, He
nonyyaswmx paHee neveHna us ¢as Il u lll nccnegosanuni, B TeueHme 12 Heaenb, yposeHb YBO12
coctasun: 99% (121/122) y naumeHTos c yposHem PHK £800000 ME/mn 6e3 BAnAHMA paHee
cywecrsoBaBwmnx NS5A RAS Ha ncxogHOM yposHe Ha YBO (Heonyb6anKoBaHHbIE AAHHbIE,
npepocTtasneHHble Merck).

Y nauMeHToB, NPOXOANBLUMX NEeYEHME, BKNKOUYEHHBIX B uccneaosaHmne dassl |1l C-EDGE-TE, B Tom uncne
30% 60NbHbIX C KOMNEHCUPOBAHHLIM LMPPO30M NeyeHun, yposeHb YBO12 y nauneHToB ¢ reHoTMnom la
cocrasun: 92% (55/60) nocne 12-HepenbHOro neyeHus rpasonpesupom / anbacsmpom [85].B
NonNynauMu ans oueHkn abdeKTUBHOCTU NALMEHTOB, NPOXOANBLUNX NeyYeHune, ¢ reHoTunom la ns dasll




v Ill uccneaoBaHUin, neunBlInXcA B TeueHue 12 Hegenb, yposeHb YBO12 coctasun: 100% (14/14)y
naymeHToB ¢ yposHem PHK BI'C £ 800,000 ME (Heonyb6ankoBaHHbIEe AaHHbIE, NpeaocTaBneHHble Merck).

Mpu aTOM pexkume Ha ckopocTb YBO12 saunano npucytcrame NS5A RAS Ha HavanbHOM sTaney

NaumeHTOoB, He NONYYABLUNX eYeHUe, U MALMEHTOB, NPOXOANBLUMM Npeablayliee AeyeHune ¢
HauyafibHbIM ypoBHem PHK BIC > 800 000 ME / mn (Heonyb/iMKOBaHHbIE AaHHbIe, NPeAoCcTaB/eHHble
Merck). M03TOMY, NOCKO/IbKY TECTUPOBAHME HA YCTOMYMBOCTb HE PEKOMEHAYETCA A0 HaYana Tepanum,
3TOT PEXUM HE PEKOMEHAYETCA NauneHTam ¢ yposHem PHK BIC > 800 000 ME / mn.

Jleuenue nH¢exkuuu BI'C renoruna 1b

MATb BAapMaHTOB sleyeHna AocTynHbl B 2018 r. gna nauneHTos, MHOUUMPOBaHHbIX BIC reHoTunom 1b
(Tabnuya 6, Tabauua 7, Tabaunua 8). ITM BAPMAHTbI CUUTAIOTCA SKBUBANEHTHLIMU, U UX NOPAAOK
NPeACTaBNeHUA He YKa3blBaeT Ha Kakoe-N1Mbo NPeBOCXOACTBO UK NpeanoyTeEHUE:

Codocbysup / Bennatacsup

Inekanpesup / nubpeHTaceup

Codocbysup / negunacsup

Mpasonpeswup / anbacsup

OmbuTacsup / naputanpesup / puToHaBup 1 aacabysup.

PekomeHndayuu
Cnegaytouime cxembl pEKOMEHAYIOTCA ANA IeUYEHUA NAaLUEHTOB, MHOULMPOBAHHbIX reHoTMnom 1b, B
COOTBETCTBUMU C NPUBEAEHHBIMU HUXKE PEKOMeHaaumnamm (Al):
e KoMbuHaums codocdysumpa (400 mr) n sennatacsmpa (100 mr) B ogHOM TabneTke B
OUKCMPOBAHHOWM A03MPOBKE OAUH Pa3 B AEHb;
KoMbuHauma rnekanpesupa (300 mr) n nubpeHTacsmpa (120 mr) 8 $UKCMPOBAHHOM AO3NPOBKE B
Tpex TabneTkax, cogeprawmx 100 mr rnekanpesupa 1 40 mr nubpeHTacenpa, 8 PUKCUPOBAHHOM
[03MPOBKE OAMH pas B AeHb C NULLEN;
KombuHauma copocbysupa (400 mr) n negunacempa (90 mr) B oaHoM TabneTke B
OUKCMPOBAHHOWM A03MPOBKE OAMH Pa3 B AEHb;
KombuHauma rpasonpesupa (100 mr) n anbaceupa (50 mr) B ogHOM TabneTke 0AUH pas B AEHb;
KoMbuHauma ombutacsup (12,5 mr), naputanpesup (75 mr) u putoHasup (50 mr) B 0aHOM
Tabnetke (2 TabneTkM pas exxeaHeBHO € egom), n gacabysup (250 mr) (oaHa TabneTKa aBaxkapbl
e)KeaHEeBHO).

T'enomun 1b, nan-2enomunuyeckas cxema: cogpocéysup / eeanamaceup
e «HauBHbIE» U fleyeHble paHee NauneHTbl, UHGULMPOBaHHbIE reHOTUNOM 1b, 6e3 uupposa uam ¢
KOMMEHCMPOBaHHbIM (Yalna-Mbto A) LMPPO3OM NEYEHU, A0NKHbI NPUHMMATb KOMBMHALMIO
codocbyBumpa 1 Bennatacenpa B QUKCMPOBAHHON A03UpPOBKe TedeHue 12 Heaenb (Al).

MpumeyaHUA: 3Ta peKoMeHaaLUUA OCHOBaHa Ha pe3y/sibTaTtax uccnegosaHus ®asbl Il ASTRAL-1y
NaumeHToB ¢ reHoTUNnom 1 uHderymm (22% c umpposom, 66% He NpoxoamUBLLMX paHee NedveHune, 34%
NPOXOAMBLUMX fledeHne, U3 KoTopbix 44% nonydanu paHee MM BI'C), npuHMmaswmx GUKCUPOBAHHYIO
803y copocbysupa u Bennatacsmpa B TedeHue 12 Hegenb. YBO12 Habawoganock y 99% (117/118; oanH
peuuane) NaumMeHToB, MHOULMPOBAHHbIX reHoTunom 1b [67]. B nccneposanmnmn ASTRAL-5 y BUY-
KOMHPUUMPOBaAHHbIX NauneHTos YBO12 npu ToM ke cxeme 66110 92% (11/12; 6€3 HeOTBETUMKOB) Y
«HAMUBHbIX» U fIeYEHbIX paHee NayMeHToB 6e3 LMppo3a UAN C KOMNEHCUPOBAHHbLIM LIUPPO30M MNEYEHMU,




MHOULMPOBAHHbBIX reHoTMNom 1b [70]. 371 pe3ynbTaTthbl 6biAn NOATBEPKAEHBI B MHOTOLEHTPOBbIX

uccnenosanHusax [68], [69].

I'enomun 1b, nan-ceHomunuy4eckas cxema: 21eKanpesup/nuépeHnmaceup
e «HauBHbIE» M lIeYeHble paHee NauueHTbl, MHOMUMPOBaHHbIE reHoTUnom 1b, 6e3 umpposa,
OO/IKHbI NPUHMMATb KOMBUHALMIO TNekanpeBup U NMBpPeHTacBUp B TeueHue 8 Heaenb B
duKcupoBaHHOM ao3uposke (Al).
«HauBHbIe» 1 fleyeHble paHee NaLUeHTbl, UHGULUMPOBAHHbIE TeHOTMNOM 1b ¢
KOMNEeHCUpPOoBaHHbIM (Yanng-Mbto A) LMPPO30OM NeYeHU, A0KHbI NPUHUMATL KOMBUHALMIO
rnekanpesvp u NUBpeHTacBump B TedeHue 12 Heaenb B PUKCMPOBaAHHON Ao3uposke (Al).

KoMmeHTapuu: 3Ta peKoMeHaaLmMAa OCHOBaHa Ha pe3yabTaTax AByx uccnegosanuit |l ¢asel y naymeHTos
¢ BrC renotnom 1b mHdperumn. B ENDURANCE-1 yactota YBO12 coctasuna 100% (198/198) y
«HaWUBHbIX» U NeYeHbIX NauMeHTos 6e3 uMppo3a neyeHu, NoyYaslWwKx 8 Heaenb rnekanpesupa /

NUBpPeHTacBnpa, B TOM YMC/Ie ABa NALMEHTa, Y KOTOPbIX 6b11a KoMHpeKkuma BUY [72]). «HausHbie» 1
JleyeHble NALMEeHTbl C FTeHOTUNOM 1b U ¢ KOMNEeHCUPOBAHHBIM LIUPPO30OM NEUEHU MU3YYa/IUCh B
uccneposaHumn EXPEDITION-1. YBO12 cocrasun 100% (39/39) nocne 12 Hepenb npuéma rnekanpesup /
nubpeHTacsup [73].

T'enomun 1b, cneyudpuueckasn k cenomuny cxema: cogpoc6ysup / aedunacaup
e «HauBHbIE» U NeYeHble paHee NauueHTbl, MHOUUMpPOBaHHbIE reHoTunom 1b, 6e3 ymMpposa nam c
KOMNEHCMPOBaHHbIM (Yanna-Mbio A) LUPPO30OM NEYEHU, AOKHbI TPUHUMATL KOMBUHALMIO
codocbysup n neannacsmnp 12 Heaensb (Al).
«HaueHble» NaumeHTbl, MHOULUPOBAHHbIE reHoTUNnom 1b 6e3 unpposa, moryT NnpUHMMmaTL
KombuHauuto copocbysup u neaunacsup 8 Hegenb (B1).

MpuMmeyaHUa: 3TM peKoMeHAaLnn OCHOBaHbI Ha pe3ynbTaTax YeTbipex uccnegosaHunii ®aswi 11l ION-1,
ION-2 nION-3 1 ION-4 [74-77] 1 HECKONIbKMX PETPOCNEKTUBHDLIX aHA/IM30B 0606LLEHHbIX AaHHbIX U3 $a3

Il 1 Il KA'MHUYECKMUX UCNbITaHUNA.

B ION-1 He nonyyaslwMe NpeaBapUTENbHONO NEYEHUA NALMUEHTbI, UHOULMPOBAHHbIE reHoTUNom 1b, B
TOM uncne oKono 15% c KOMNEeHCUPOBAHHbBIM LLUPPO30OM, AOCTUIM yposHA YBO12 8 100% (66/66)
cnydaes nocne 12 Hegenb npuema KoMbMHaUMK PUKCUPOBaHHbLIX 403 codocbysmpa n neaunacsmnpa
[74]. KomnneKcHbIM aHaNn3 y NaUMEHTOB C FTeHOTUNOM 1b ¢ KOMNEHCUPOBAHHBIM LUPPO3OM MEYEHH,
nonyvaswux copocbysmp / negunacsup 8 TedeHue 12 Heaenb B pazamnuHbIix dpasax Il vl
uccnenoBaHMin, Nokasan obwmit yposeHb YBO12 97% (72/74) y «HamsHbIx» 1 96% (124/129) y neyeHsbix
paHee nauuneHTosB [78].

B ION-2 y npoweawwux neyeHne 60bHbIX (MpeaBapuTenbHO NeUYMBLIMXCA NEFMANPOBAHHLIM
nHTepdepoHom-anbda u pubaBUpPUHOM UK NETMAMPOBAHHbLIM UHTEpPPEepOoHOM-anbda, pubasupmuHOm, U
nmbo Tenanpesupom, ainbo Gouenpesupom), Bkatouas 20% ¢ umpposom, yposHu YBO12 coctasunm 87%
(20/23, 3 peumamsa) y nauneHTos c reHoTunom 1b [78].

B ION-4, B OTKpbITOM UCCNEA0BaAHUN Y KHAUBHbLIX» U NPOWeAWNX paHee neyeHne NALMUEHTOB C
reHotunom 1b, c umpposzom mnu 6e3 Hero, koTopsblie 6binn MHPULMpPOBaHbI BUY 1 nonyyanu




aHTUPETPOBUPYCHOE NeveHne TeHOPOBUPOM U IMTPULUTAOMHOM C 3paBupeHLLEM, PUNNUBUPUHOM UK
panTerpasmpom, yactoTta YBO12 coctasuna 96% (74/77; 3 peumnamsa) [77].

B ION-3 npu neyeHnn He NONyYaBUWIMX NPEeABapPUTENbHOTO NeYeHus nauneHTos 6e3 umpposa (F3

NPUCYTCTBOBAN TONLKO Y 13% NaLMeHTOB, KOTOPbIM BbINONHANACL BUoncma neyeHu) yposHu YBO12
coctasunm 98% (42/43; oanH peunams) nocne 8 Hepenb Nnpuéma codpocbysupa / negunacsmpa y
NauneHToB, UHPULNPOBAHHBIX TeHOTUNOM 1b. 3TK pe3ynbTaThl HbINM NOATBEPHKAEHBI PEANbHbIMU
uccneposaHnamu 8 Espone n CLLA B 04HOM M TOM ke noarpynne NauueHToB, NOKa3aB aHaNorMyHble
BbICOKMe NoKasaTenu YBO12. B peTpocneKTMBHOM aHanu3e NauneHToB B pasINYHbIX UCCNeN0BaHUAX
yactoTta YBO12 nocne 8 Heaenb npuéma codocbysupa / neamnacsmpa, COrNacHo aaHHbiM FDA, 6bin
Bbltwe 99% (235/237; 2 peumamsa) y naumeHTos c reHoTunom 1b [80].

AHanormyHble nokasatenn YBO12, nonyyeHHble B X048 KAMHUYECKUX UCMbITaHWM, Habnopganmcb y
«HAWBHbIX» U JIeYeHbIX paHee NaLMeHTOB C KOMNEHCUPOBAHHbIM LLUPPO3OM MK 6e3 Hero B peasbHbixX
UCCNef0BaHUAX C Pa3/IMYHbIX KOHTUHEHTOB.

I'enomun 1b, cneyuguyeckan k 2eHomuny cxema: 2pazonpeegup / nbaceup
e «HamBHblE» U NneYeHble paHee NauneHTbl, UHGULNMPOBaAHHbIE TeHoTUNom 1b, 6e3 unmpposa nam c

KOMMeHCUpoBaHHbIM (Yaitna-Mbo Knacca A) LMPPO3OM NEYEHU, AONKHbBI MPUHNUMATb
KOMbBUMHaLMIo rpasonpeBup v 3nbaceup B GUKCMPOBAHHOWU A03NPOBKe B TeueHue 12 Hepenb
(A1).
«HaunBHbIX» NayUeHToB, HPULMPOBAHHLIX reHoTUnom 1b, c dpubposzom FO-F2 (no wkane
METAVIR, npum. pea.) MOXKHO NeynTb KOMBUHaLMEN rpa3onpeBup 1 3nbaceup B
bGUKCUPOBaAHHOM A03UPOBKE BTeyeHue 8 Hepenb (B2).

MpumeyaHus: 3Ta peKoMeHaaLNA OCHOBaHA HA pe3ynbTaTax YeTbipéx nccnenosanuit dasol Il n
nocneayoLWero peTpocnekTUBHOIO aHanNM3a 06 beANHEHHbIX AAHHbBIX KNMHUYECKUX UCMbITaHniA da3 Il n
[ll, a Takke uccnenosaHusa STREAGER c 6onee KOPOTKON NPOAOAKUTENBHOCTU IEYEHUSA.

B uccneposaHuun C-EDGE-TN, y naumneHTOB, HE NPOXOAUBLUMX paHee NeyeHne, MHPULMUPOBAHHDIX
reHoTMnamm 1b, nonyyaswmnx rpasonpesup v 3nbacsup B TeueHune 12 Hepenb, yposHu YBO12
coctasnanu 99% (129/ 131; oauH peunams) [83]. B uccnegosarmm C-CORAL, nposeaeHHOM B Poccum
A3unaTtcko-TUXOOKeaHCKOM perMoHe,nokasartenb YBO12 coctasnan 98% (382/389, 5 peunamsos) [86]. B
OTKpbiTom uccnenosaHmm C-EDGE-COINFECTION «HauBHbIe» naumneHTbl ¢ KoHdekumen BUY ¢
KOMMEHCUPOBAHHLIM LMPPO30OM UAn 6e3 Hero Noay4anu rpasonpesup u anbacsup B TeyeHue 12 Hepenb.
Mokasatenb YBO12 coctasnan 95% (42/44) y unduumposBaHHbIX reHoTMNom 1b naumeHTos [84).

Y naumneHToB, paHee NPOXOAMBLUNX NeYeHne, BKNKOYEHHbIX B uccnepnosaHne dasol |1l C-EDGE-TE, B Tom
yucne OKONO TPETU BONbHbBIX C KOMNEHCUPOBAHHBIM LMPPO30M NeYeHu, yposeHb YBO12 y naumeHTOB ¢
reHoTunom Ib, coctasun: 100% (34/34) nocne 12-HeaenbHOro neveHus rpasonpesnpom / anbacsmpom
[85].

O6beanHeHHbIM aHanu3 scex uccnenosaHnii dassl Il u Il nokasan vactory YBO 97% (1040/1070, 15
peunansos 1 15 BUPYCONOrMHECKUX Heyaad) y NauneHTos, MHGUUMPOBAHHbIX reHoTUNoOM 1b,
NeYmnBLINXCA B TeueHne 12 Hegenb, UCNONb3YA AaHHbIN peXxum nedeHus [87].

B nccneposaHum STREAGER paHee HeneueHble NnaumeHTbl reHoTUNom 1b co ctagmert dubposa FO-F2 (3a
UCKNKOYEHMEM NALUEHTOB C NPOABUHYTbIM GUBPO3OM MAM LMPPO3OM), NoAyYanu rpasonpesup /




an6aceup B TedeHue 8 Heaenb 1 gocturnmn YBO12 8 97% (66/68) cnyuasx. Y AByX NauneHTos
npousoweén peunamus (06HOBNEHHbIE AaHHbIE, NPeaOoCcTaBNEeHHbIe KomnaHuuei Merck) [88].

T'enomun 1b, cneyuguueckan kK 2ceHomuny cxema: pumoHagup, ycuAeHHbslli napumanpesupom,
om6umacsup u dacaGysup
e «HauBHble» U nNeyeHble paHee NauUeHTbl, UHPULUPOBAHHbIE reHoTUNOM 1b, 6e3 umMpposa nnm ¢

KOMNEHCUPOBaHHbIM (Yahna-Mbto Knacca A) LMPPO30OM NEeYeHU, AOMNKHBI NPUHUMATD
KOMBUHauuo ombuTacsmp, naputanpesmp, puToHaBup n gacabysup B Tedyenune 12 Hepgenb (Al).
«HaunBHbIX» NauneHToB, MHOULUPOBAHHDBIX reHOTUNOM 1b ¢ dnbposom FO-F2 (no wkane
METAVIR, npum. pea.} MOXXHO NeYnTb C NOMOLLBLIO KOMBUHALMKM OMBUTACBUP, NAapUTANPEBUP,
puTOHaBMp U aacabysup B TeueHne 8 Heaens (B2).

KommeHTapuu: 3Ta peKoMeHAaLUnsa OCHOBAHA Ha pe3ynbTaTax HeCKONbKUX uccnegosanui Il ¢pasbl. B
uccnepgosanum PEARL-3 yactoTa YBO12 coctasnana 99% (207/209) y naumneHToB, He NONYHaBLIMX
neyeHue 6e3 UMPpPO3a, UHPULUPOBAHHBIX FTEHOTUNOM 1b, NoNyYaBLIMX KOMBUHALMIO PUTOHABUP,
YCUNEHHbIW NapuTanpesnpom, ombuTtacemp 1 gacabysup B TedeHune 12 Heaenb [89]. B nccneposaHum
MALACHITE- 1, yactota YBO12 y «HauBHbIX» nauneHToB 6e3 umpposa coctasuna 98% (81/83) [90]. B
nccneposannn TURQUOISEL y «HaMBHbIX» NaumeHToB 6e3 umMppo3a, KoMHOUuMpoBaHHbIX BUY-1 n
NPUHUMAIOLLNX AHTUPETPOBUPYCHYIO TEPANUIO, COAEPKALLYIO aTa3aHaBUp UNu panterpasup, YBO12

6bin gocTurHyT y 100% (7/7) naymeHTos ¢ reHotunom 1b [91]. B uccnepgosannn GARNET nokasatens

YBO12 coctasnan 97% (161/166) y naumeHTOB, HE NONYYABWNX PaHEe NeyeHue c MHbeKLumen reHoTmna
1b n 6e3 umMppo3a (nokasatenb no wkane METAVIR FO-F3) nocne 8 Heaenb neveHMA cxemon
PUTOHABMP, YCUNEHHbBIN NapuTanpesnpom, ombutaceup u pacabysup. Cpeau 15 naumeHToB C
$dnbposom F3, BKNOUEHHBIM B 3TO MccneaoBaHue, asoe bbinn HeoTBeTYMKaMK [92].

Y paHee neyeHblix NayMeHToB, (NoNyYaBLWwmMxX NnernnnposaHHbii IFN-a u pubasupuH) 6e3 umMpposa,
npoweAawmnx neyeHune sToin kKombuHaumen B TeyeHme 12 Hegenb B PEARL-2, YBO12 6bin AOCTUTHYT B
100% (95/95) cnyyasx [93]. B uccneposaHum TOPAZ-1, «HauBHbIE» U NeYeHble paHee NauueHTbl, 6es
UMpPOo33a, Npoweawmne NeyYeHre no TaKOM e cxeme, NPOAEMOHCTPUPOBanu yactoTy YBO12 B 99%
(738/745, 3 HeoTBeTa) cnyuyaes [94]. O6beAMHEHHDbIM aHANN3 HECKONbKUX KAMHUYECKUX UCCNEA0BaHUMA
nokasan 99%-nyto yactoty YBO12 y 521 naymenTtos 6e3 umpposa (PEARL-2, PEARL-3, TOPAZ-2,
MALACHITE-1 [95]. AHanorunyHble BbiCOKME Nokasatenu YBO12 6binv 4OCTUIHYTbI Y a3MaTCKMX
NaymneHToB, MHGULMPOBAHHDIX TEHOTUNOM 1 U NEUMBLUMXCA 3TON KOMBUHaALMEN.

Y «HauUBHbIX» U NEYEHbIX PaHee NALUEHTOB C KOMMNEHCMPOBAHHbBIM LMPPO30M, BKN KOYEHHBIM B
nccneposadne TURQUOISE-3, YBO12 6bin pocTturHyTt y 100% (60/60) naumeHTOB € reHoTunom 1b,
KOTOPbIE NEYUNUCH B TeveHMe 12 Heaenb CXeMOW, CoAepKaeNn PUTOHABUP, YCUNEHHDbIN
naputanpesnpom, ombutacsup n gacabysup [97]. AHanormuHble nokasatenu YBO12, kak us
KNMHUYECKUX UCMbITaHUAX, HAbNAaNNCh B HONBLIOM KONMYECTBE MHOTOLEHTPOBLIX MCCNEA0BAHUIA B
Ha pasHblX KOHTUHEHTaX.




Jleuenue nn@exknum BI'C reHoTHnA 2

[Ba nepsbix cToNbLUa U3 BAPNAHTOB NEeYEHUA AOCTYMNHbI ANA NALMEHTOB, MHOMLUNPOBaHHbIX BIC
reHotuna 2 (Tabnavua 6, Tabnuua 7, Tabnuua 8). 3TM BapnaHTbl CUNTAKOTCA IKBUBANEHTHLIMU U UX
NopAAOK NpeAcTaBNeHMA HE YKa3blBaeT Ha Kakoe-NnMbo NpeBoCXoACTBO MAU NpeanoyTeEHUE:

e Codocbysup / Bennaracsmp.
e [nekanpesup / nubpeHTacsup.

PekomeHndayuu
Cneaylolme CXeMbl PEKOMEHAYIOTCA ANA NEYEHNA NALUEHTOB, MHOULMPOBAHHbIX TEHOTUNOM 2, B
COOTBETCTBUMN C NPUBEAEHHBIMU HUXKE peKomeHaauuamu (Al):
o KOMbMHauua pukcrupoBaHHOM A03bl codocbysupa (400 mr) n Bennataceupa (100 mr) B ogHOM
Tabnetke oANH pas B AEHb;
KoMbuHauma rnekanpesup (300 mr) n nubpeHTacsump (120 mr) B GMKCMpoBaHHOMK A03MpPOBKeE B 3
TabneTkax cogepxawmx 100 mr rnekanpesunp n 40 mg nMbpeHTacBUp, OAMH pa3 B A€Hb C e40M.

I'enomun 2, naH-2eHomunu4eckas cxema: coghocéysup / eeanamaceup

¢ [MayMEHTOB, HE NPOXOAMBLUMX NEYEHUE U PaHEE NPOLWEALNX NEYEHMUE C KOMNEHCUPOBAHHbIM
umpposom (Hanna-MNeto A) nnm 6e3 Hero HeoHX0ANMMO NeYNUTb KOMBUHaLMEN GUKCMPOBAHHOM A03bI
codocbysupa n Bennatacempa B TeyeHue 12 Hegenb (Al).

MpumeyaHuna: ITa peKoMeHAaALMA OCHOBAHA Ha pe3yabTaTax uccnepnosanua dasel 11l ASTRAL-2 y
nayMeHTOB € reHoTUNom 2 (14% c KOMNEHCUPOBAHHbLIM LMPPO30M, 86% He NPOXOAMBLUMX paHee
nevyenue, 14% paHee npoweawnx NeYeHne), KOTopble NeYUNNUCb KOMBUHaLMeN GUKCMPOBAHHON AO3bI
codocbysupa n Bennatacenpa B TedeHre 12 Heaenb, u gocturav YBO12 8 99% (133/134) cayuaes [98].
B nccneposaHmm ASTRAL-1, yactota YBO12 coctasnana 100% (104/104) y « HauBHbIX» (4B TpETH) U
NPOXOAMBLUMX paHee neveHne (04Ha TpeTb) NaLMeHTOB, cpean KOTopbix Bbino npumepHo 30% ¢
UMppo3om neyvenu [67]. B uccnepgosanmnmn ASTRAL-5 y BUY-KOMHOUUMPOBAHHBIX NALMEHTOB, YPOBEHb
YBO12 c TOM e cxemok neyeHus coctasun 100% (11/11) ans reHoTtuna 2 [70].

T'enomun 2, naH-2eHomunu4eckas cxema: 2aeKkanpegup/nuépeHmaceup

e [laumeHTbl, paHee He NoayYaBlKne TepPanuio U UMeloLMe ONbIT NeYeHna, MHOULMPOBAHHbIE
Bupycom renatuta C 2-ro reHotTrna 6e3 unppo3a neyeHu, AONKHbI NOAYy4aTb KOMBUHaLMIO
rnekanpesup 1M nubpeHTaceup B GUKCUPOBAHHOM A03NPOBKE B TeyeHue 8 Hegenb (Al).
MauneHTbl, paHee He NoNyYaBLIXE TePANUIO U UMeloLMeE ONbIT NeYeHna, MHOULUPOBAHHbDIE
BUpPYcom renatuta C 2-ro reHoTMnNa C KOMNEeHCUMpoBaHHbIM (Yanng-Mbio A) UMPPO3OM NEYEHMU
OONXKHbI NONYYaTb KOMBOWMHALMIO rNeKanpesrp M NMBpeHTacBmUp B GUKCUPOBAHHOM A03UPOBKE
B TeyeHue 8 Heaenb (Al).

KoMMmeHTapuu: 3Ta peKoMeHAaumMa YaCTUMHO OCHOBbIBAETCA Ha pe3yabTaTax ¢asbl Il uccnegosanua
SURVEYOR-2, KOTOpoe npoAaeMOHCTpMpoBano Yactoty YBO12 98% (53/54; 6e3 HEOTBETUMKOB) B Y
«HaMUBHbIX» U NEYEHbIX paHee nauueHToB 6e3 unpposa, MHbMUMpoBaHHbIX BIC reHoTHNa 2,
NPUHUMAIOLLMX KOMBUHALMIO rNekanpeBup U NMbpeHTacBUp B GUKCMPOBAHHOM AO3UPOBKE B TEYEHUE
8 Hepenb [99). ITn pesynbTaTtbl HblNM NoaTBEPXAEHbI B UccneaosaHnmn e CERTAIN-2, nokasaswem YBO
yactoTon 98% (127 /129, 6e3 HEOTBETYUMKOB) Y ANOHCKMX NALUEHTOB, UHPULMPOBAHHbLIX FEHOTUNOM 2,




NONYYAOLWNX TAKYIO e CXemy NeyeHuns B TeueHue 8 Hegenb [100]. B uccneposanmm EXPEDITION 2
yactoTta YBO12 coctasuna 100% (12/12) nocne 8 Heaenb Npuéma rnekanpesmnpa/ nubpeHTacemnpa y
nauMeHToB 6€3 UMppo3a NeYeHU C reHoTMNom 2 n kouHobekumen BUY [101].

B nccnegosaHum EXPEDITION-1, 12 Hegenb npuéma rnekanpesump / nubpeHTacsmMp no3soanAn 40CTUUb
YBO12 y 100% (31/31) «HaMBHBbIX» U NEYEHbIX PaHEE NALMUEHTOB C FTEHOTMMNOM 2 U C
KOMNEHCUPOBAHHbIM LMPpPo30oM [73]. 3Tn pe3ynbTaThl 6binn noaTsepaeHbl B uccnegosadmm CERTAIN-
2, nokasas YBO uactotoit 100% (38/38) y ANOHCKMUX NALMEHTOB C KOMNEHCUPOBAHHbLIM LLMPPO30OM
neyeHn, NHOULNPOBAHHbIE TEHOTUNOM 2 C aHANIOTUYHOM CXEMOM NeyeHuns B TeyeHune 12 Heaenb [100].

Jleyenne uH$exknuu renoruna 3 BI'C

Tpw nepBbix cToNbLA U3 BAPUAHTOB NEYEHNUA AOCTYNHbI ANA NALNEHTOB, MHOUUMPOBAHHLIX BI'C
reHotunom 3 (Tabauua 6, Tabnmua 7, Tabanua 8). 3T BapMaHTbI CYUTAIOTCA IKBMBANEHTHBLIMM, U UX
NOpAJOK He yKasblBaeT Ha Kakoe-nbo NpeBocxoAcTBO UAN NPeanoYTEHME:

e Codocbysup / Bennatacemnp
e [nekanpesup / nubpeHTacsunp
e Codocbysup / Bennataceup / BOKCunanpesump.

PekomeHdayuu

Cnepylolme cxembl pEKOMEHAYIOTCA ANA NeYEHMA NALUMEHTOB, MHOULMPOBAHHbLIX FEHOTUNOM 3, B

COOTBETCTBUM C NPUBEAEHHbIMU HWKE pekomeHaaumamm (Al):

e KoMbuHaums PpukcnposaHHOM A03bl codocbysmpa (400 mr) n Bennataceupa (100 mr) B ogHOM

TabneTKe 0AuH pas B AEHb;
KOMBWHaLmA rnekanpesupa B pukcnposaHHon aose (300 mr) n nubpeHTtacsmpa (120 mr) B Tpex
Tabnetkax, coaepxawmx 100 mr rnekanpesupa n 40 mr nnbpeHTacempa 04 uH pas B A€Hb C
NULLEN;
KoMbuHauma dpukcnposaHHoM ao3bl codocbysupa (400 mr), sBennatacempa (100 mr) u
BoKcunanpesupa (100 mr) B 0gHOM TabneTKe 0ANH pas B AE€Hb C NULLEN.

I'enomun 3, naH-eeHomunu4eckas cxema: cogocéyeup / eesnamaceup
e [laumneHTbl, paHee He NOyYaBLINE TEPANUIO U UMEIOLLUE ONbIT NeYEeHUS, UHPULNPOBAHHDbIE

Bupycom renatuta C 3-ro reHoTMna 6€3 uMpPPO3a NEYEHN AO/MKHbI NOAYYaTb KOMBUHALMIO
codocbysmup / Bennatacemnp B PUKCMPOBaAHHON A03MPOBKe B TeueHue 12 Heaenb (Al).
KombuHauma codocbyBnpa n BennatacBupa He peKOMEHAYETCA NALUNEHTaM, paHee He
NO/YHaBLINM TEPANUIO U UMEIOLLNM ONbIT NeYEHUS, MHONLMPOBAHHbLIM BUPYCOM renatuTta C 3-
ro reHoTMNa C KOMNEHCUPOBaHHbIM (Yanna-Mblo Knacca A) LMPPO3OM NEYEHM, MOTOMY HYTO NpU
TaKoW cxeme BblIn 3aperncTpMpoBaHbl KOMOUHALMK C HEONTUMANbHBIMK pe3ynbTaTamm (B2).

MpumeyaHna: 3Ta peKoOMeHgauMA OCHOBAHA Ha pe3ybraTtax uccnegosanna ®aspl Il ASTRAL-3 y
NauMeHToB C reHoTUNoM 3 nHbekLmu (29% C KOMNEHCUPOBAHHBIM LUMPPO30M, 74% He NPOXOAUBLINX
paHee fleyeHmne, 26% paHee NpoLlweawnx Ne4eHUE), KOTOPble NEYNANCH KOMBUHaLMe
duKcnposaHHOM A03bl codocbyBupa 1 Bennatacempa B teyeHue 12 Hegenb. YposeHb YBO12 coctasun
98% (160/163) y He NpoxoAmBLLIMX paHee neyeHune 6e3 umpposa. Xyawmin nokasatenb YBO12 6bin y
NauuneHToB, paHee NPOX0AUBLINX NEeYEHUE UAN C UMPPO30M: 06LmiA noKasaTenb 90% (104/116; 12
BMPYCONOTUYECKUX Heyaad); 93% (40/43) y «HaMBHbIX» NAaLMEHTOB C KOMMEHCMPOBAHHbBIM LUPPO30OM,
91% (31/34) y paHee neueHbIx naumneHTos 6e3 umpposa n 89% (33/37) y paHee NeyeHbIX NauneHTos ¢
KOMMNEHCUPOBAHHbIM




uMppo3om [98]. Takum obpasom, gobasneHue TpeTbero npenapara K 3Toi cxeme HeobxoamMmo, No
KpalHelh mepe, Y NauneHToB, NHOULMPOBAHHbIX FEHOTUMOM 3 C KOMNEHCMPOBAHHbBIM LLUPPO30OM, ANA
KOTOPbIX PEKOMEHAYETCA NPUMEHEHME TPOMHON KoMBMHaLnn codocbyBupa, Bennatacempa u
BOKCMANanpesupa B 3ToM rpynne (cm. HuxKe).

B uccnepgosaHmm ASTRAL-5 y BUY-KonHOULMPOBAHHBIX NaumneHToB YactoTa YBO12 ¢ gaHHbIM PEXUMOM
coctasuna 92% (11/12) [70].

I'enomun 3, nau-2zenomunuy4eckas cxema: 2jaekanpeeup / nu6penmaceup

e [launeHTbl, paHee He NoslyyYaBwMme Tepanuio, MHbMuMpoBaHHble BI'C reHoTMnom 3, ¢
ymepeHHbIM dnbposom (FO-F2 no METAVIR), 40MKHbBI NOly4aTb KOMBMHALMIO FNeKanpesup u
nubpeHTacBnp B pUKCMPOBAHHOM AO3UPOBKE B TeueHue 8 Hegenb (Al).
MauneHTbl, paHee He NoJslyyaBwme Tepanuio, MHGULMpoBaHHble BI'C reHoTMnom 3, ¢
Bblpa*keHHbIM ¢nbpo3om (F3 no METAVIR), Ho 6e3 unppo3a, MOryT No/ly4aTb KOMBUHALMIO
rnekanpesup u nMbpeHTacsmp B GUKCMPOBAHHON A03MPOBKE B TedeHUe 8 Hegenb (B2).
PaHee neyeHble naymeHTbl, MHGULMPOBaHHbIe BIC reHoTMNOM 3 6€3 LMppo3a NeYeHn A0NMKHbI
noJslydaTb KOMBMHaUMIO rekanpesnp n nubpeHTaceup B GUKCMPOBAHHON AO3UPOBKE B TEUEHUE
12 Hepenob (B1).
MauneHTbl, paHee He NoslyyYaBwme Tepanuio, MHGULNpPoBaHHble BI'C reHoTMnom 3, ¢
KOMMeHCMpoBaHHbIM (Yaina-MNbto A) LMPPO30M NEYEHMN, AO0MKHbI NOAYHaTb KOMBUHALMIO
rnekanpesvp U NMbpeHTacBmnp B PUKCMPOBAHHOM AO3NPOBKE B TeueHne 12 Heaenb (B1).
PaHee neyeHble naumeHTbl, HGULMPOBAHHbIE BIC reHOTUNOM 3, C KOMNEHCUPOBAHHBLIM
(Yanna-Mbto A) LUPPO3OM NEYEHU AOKHBI NOAYYaTb KOMOUHALMIO FNeKanpesmp U
nubpeHTacBnp B GUKCMPOBAHHOM A03MPOBKE B TeuyeHue 16 Heaenb (B1).

MpumeyaHue: sTa pekomeHAaLMA OCHOBaHa Ha pe3ynbTaTax |l dasel uccnegosaHma ENDURANCE-3,
nokasaswero YBO12 y 95% (149/157; 5 peunavsos, 0O4UH BUPYCOIOFMYECKUIA MPOPbIB) «HAWUBHbIXY
nauneHToB 6e3 uMppo3a, MHGULMPOBAHHbLIX FTEHOTUNOM 3, NPUHUMABLIMX FNEeKanpesnp un
nubpeHTaceump B TeueHune 8 Hegenb. OgHAKO TONbKO 17% NauMEHTOB B 3TOM UCCIeA0BaHUM UMENN
ncxoaHbIn pnbpos F3, y octanbHbix 83% Grnbpos 6bis OT HauanbHOro Ao ymepeHHoro (FO-F2) [102]. Takum
obpasom, Heobxoanumo 6onblie AaHHbIX ANA TOFO YTOObI PEKOMEHA0BATb 8-HEAENbHbIA PEXUM
rnekanpesvp U NUMOPEHTACBUP, KaK MAEANbHYIO NPOAO/IKUTENBHOCTD TEPANUN Y «HAUBHbIX» NALUEHTOB
¢ ncxoaHbim dnbposom F3. B nccnepgosarnm EXPEDITION-2 yactota YBO12 coctasuna 100% (22/22)
nocne 8 HeaeNbHOTO NPUEMa rnekanpesup / NMBPEHTACBMP Y NaLMUEHTOB C MHbEKLUeN reHoTUNa 3,
KOMHpUUMpoBaHHbIX BUY 6e3 umppo3sa [101]. KomnnekcHbin aHanus ¢asbl Il v Il KNMHKUYeCcKnx

MCMbITaHUA Y NaLMeHTOB, MHOULMPOBAHHbLIX FTEHOTUMNOM 3, NoKasan YBO12 pasmepe 95% (198/208; 6

BMPYCOJIOTMYECKUX Heyaad) nocne 8 Heaenb NPUEMA rnekanpesup / NMBPEHTACBUP Y « HAUBHbIX»
nauneHTos, MHOULMPOBaHHLIX 3 reHoTUNOM 6e3 unpposa [103].

B Tom ke komnnekcHom aHanmse ¢as I n lll uccnegosanuin yactora YBO12 nocne 12 Hepgenb npuéma
rnekanpesupa / nubpeHTacenpa y «HamBHbIX» NALUEHTOB C LMPPO30OM NedYeHU, MHO UL MPOBAHHbIX
reHoTMnom 3, coctasuna 97% (67/69; oanH supyconormyeckuin npopbis) [103]. B nccneaosanmm
SURVEYOR-2 nokasatenu YBO12 coctasnanv 91% (20/22; 2 peumansa) n 95% (21/22; 1 peunams) y
JleyeHblX paHee nayuMeHToB 6e3 unMpposa, NoAy4aBLWNX eveHune B TedeHne 12 uam 16 Hegenb
COOTBETCTBEHHO; 98% (39/40; 6€3 HEOTBETUMKOB) Y «HAUBHbLIX» MALMUEHTOB C LMPPO3OM, NOJTyYaBLINX
neyeHune B TeueHune 12 Heaenb v 96% (45/47; 2 BUPYCONOTMUECKMX HEYAAYM) Y PaHEE SIeUeHbIX
NaLMEeHTOB C LMPPO30OM, NOYYMBLUMX eYeHue B TedeHue 16 Heaenb [104]. ObbegMHEHHDBIN aHAaNU3
KNMHUYECKUX uccneaosanmin dasbl Il v [l y naumeHToB, MHPUUMPOBAHHbLIX TEHOTMNOM 3, MOKa3as, uTo




yactoTa YBO12 coctaBnaeT 96% (258/270) y «HauBHbIX» NaumMeHToB 6e3 umMpposa, nonyyasumne neyeHue
B TeueHune 12 Hegenb, 90% (44/49) y paHee nedeHbIX NauneHTos 6e3 uMppo3a, NoNyyaslumMx NeyeHue B
TeyeHue 12 Hepenb, 96% (21/22) y paHee neyeHbix NayMeHToB 6€3 LMppo3a, NoyYaBLIMX NeyeHne B
TeyeHue 16 Hegenb, 99% (64/65) y « HAMBHbBIX» NALMUEHTOB C KOMMNEHCUPOBAHHbIM LMPPO30M MEUEHN,
NoAy4YaBLUKNX NedeHune B TedeHue 16 Heaenb, n 94% (48/51) y paHee neyeHbix NaLUEHTOB C
KOMMNEHCUPOBAHHbIM LLUPPO30OM MEYEHN, NeUNBLUMXCA B TeueHue 16 Hegenb [105]. laHHble 0 12
Heaensx NevyeHna rnekanpesmnp U NUOPEHTACBUP Y paHee NeyeHblX NaLMeHTOB C LMppo3oM TpebytoT
YTOUYHEHMUA.

T'enomun 3, nan-cenomunuyveckas cxema: cogpocéysup / eeanamaceup / eokcuaanpegup
e «HauBHbIE» N NeYeHble paHee NauneHTbl, UHPUUMpoBaHHble reHoTunom 3 BIC ¢
KOMMNEHCMpPOBaHHbIM (Knacc A no Yanna-Mblo) LMPPO3OM NEUYEHU, AONKHbI NEUNTLCA
KombuHaumen codocbyBmpa, BennaTacBupa n BOKCMNanpesnpa B GUKCUPOBAHHOW AO3UPOBKeE B
TeyeHune 12 Hepenb (B2).

KoMMeHTapuu: aTa peKoMeHaaLmMsa OCHOBaHa Ha pe3syabTaTtax ¢asbl Il KNMHWYeCKMX nccneaoBaHum
POLARIS-2 1 3. B POLARIS-2, KOTOpO€ BKAOYANO NPUHAU3UTENBHO TPU YETBEPTU KHAUBHbIX» U OOHY
YeTBepPTb NIeUeHbIX NaumeHToB U NpnbansntTensHo 20% 60NbHbLIX C LUMPPO30M, YacToTa YBO12 cocTtasuna
99% (91/92; 6e3 BMpYcONOrMueckux Heyaau) nocne 8 Heaenb NPUEMa TPOMHON KOMBMHaUUK
codocbysup / Bennatacsup / Bokcunanpesup [71]. B POLARIS-3, aaHHas TporiHaa KombuHauma yepes 8
Heaenb nokasana uyactoty YBO12 96% (106/110; 2 peumnamsa) y K HAMBHbIX» W IeUYEHbIX NALUEHTOB C
KOMMEHCMPOBAHHbIM Lnppo3om [71].

Jleyenune mH¢exkuum BI'C reHoTuna 4

YeTblipe BapnaHTbl NeyeHna aocTynHol B 2018 r. gna nauneHTos, MHGULMpoBaHHbIX BIC reHoTMNOM 4
(Tabnuua 6, Tabnanua 7, Tabanuya 8). 3TM BapMaHTbl CHUTAOTCA IKBUBANEHTHBIMU, U UX NOPAAOK
nNpeacTaBNeHNA He YKa3blBaeT Ha Kakoe-n1Mbo NpeBocxoaCcTBO UAM NpeanoyTeHne:

Codocbysup / Bennatacsmnp
Fnekanpesup / nubpeHTacsmp
Codocbysup / neamnacenp
lpasonpesup / anbacsup.

Pekomendayuu
Cnegaytouime cxembl pEKOMEHAYIOTCA ANA NeYeHUA NaLMeHTOB, UHPULMPOBAHHbIX TEHOTUNOM 4, B
COOTBETCTBUN C NPUBEAEHHbIMU HUXKE pekomeHaaumnamm (Al):
e KOMbMHauua codocbysmpa (400 mr) n sennatacsmpa (100 mr) B GUKCMpPOBaAHHOM 4,03MPOBKE B
oAHOM TabneTke 0AWNH pa3 B AEHb;
KoMbuHauma rnekanpesupa (300 mr) n nnbpeHTacenpa (120 mr) B PUKCUPOBAHHOWM AO3UPOBKE B
Tpex TabneTkax, cogeprawmx 100 mr rnekanpesupa n 40 mr nubpeHTacBMpa, 0aMH pa3 B AeHb C
nuuwien;
KombuHayma copocbysmpa (400 mr) u negunaceupa (90 Mr) 8 GUKCMpPOBAHHOWM A03MPOBKE B
oaHOM TabneTke, oguH pas B AEHb;
KoMbuHaumA rpasonpesupa (100 mr) n anbacsupa (50 mr) B ogHON TabneTke oauH pas B AeHb.




I'enomun 4, naH-2enHomunuyeckas cxema: cogpocoyeup / eeanamaceup
e «HauBHbIM» N NneYeHHbIM paHee NaumeHTam, HdunumpoBaHHbIM BI'C reHoTuna 4, 6e3 umpposa
WUAN C KOMNEHCUMpoBaHHbIM (Haing-Mbto A) LMPPO3OM NEYEHUN, pEKOMEHAYETCA KOMBUHALUMA
codocbysupa n Bennartacsmp B GUKCMPOBAHHON A03UPOBKE B TeueHue 12 Heaenb (Al).

KommeHTapun: aTa pekoMeHAauusa ocHoBaHa Ha pesyabratax |l dasbl nccnegosaHma ASTRAL-1y
nauuneHToB ¢ BI'C reHoTnnom 4 (23% c umppo3om neveHu, 55% «HaumsHbIX», 45% neyeHbix paHee),
nonyyaswunx copocbyBup M BennaTacsup B TedeHUe 12 Heaenb, NOKasasLwen yposeHb YBO12 100%
(116/116) naumneHTos [67]). B uccnegosaHnmn ASTRAL-S y BUY-KOMHOMLMPOBAHHBIX NaLMEHTOB,
NoNyYatoWMX Ty Xe cxemy nevenns, YBO12 coctasuna 100% (4/4) [70].

TI'enomun 4, nan-zeHomunuveckasi cxema: I'nekanpeeup/nu6penmaceup
e «HauBHble» U neyeHble paHee NauueHTbl, MHULMpoBaHHble BI'C reHoTuna 4, 6e3 uupposa
neyeHn AONXHbI NONYyYaTb KOMBUHALMIO rNeKanpeBup U NMBpPeHTAcBMp B TeveHUe 8 Heaenb B
duKcmpoBaHHOM ao3uposke (Al).
«HauBHbIe» U neyeHble paHee NauneHTbl, MHOULUUpoBaHHble BIC reHoTnna 4, ¢
KOMNeHcupoBaHHbIM (Hanna-MNbto A) LUPPO30M NEYEHM A0MKHbI NONYHATb KOMBUHALMIO
rnekanpesvp M NMbpeHTacBup B TeueHne 12 Hegenb B PUKCMpoBaHHOM go3nposke (Al).

KoMmeHTapuu: aTa peKoMeHAaLUna YacTMYHO Ha OCHOBaHa Ha pe3ynbratax ¢asbl Il ucchegoBaHus
SURVEYOR-2, nokasas YBO12 pa3mepe 93% (43/46; 6€3 HEOTBETUMKOB) Y «HAUBHbLIX» W NIEUEHbIX paHee
nauueHToB 6e3 unppo3a, NHPULMPOBaHHLIX BIC reHOTMNA 4, NPUHUMABLLMX TNEKaNpPeBUp u
nnbpeHTaceunp B TeuyeHue 8 Hegenb [99]. B uccnegosaHmm ENDURANCE-4, naumeHTbl 6e3 umMpposa
NeyeHun c reHoTUNoOM 4, NoNyUmnBLUNE NeyeHue B TedeHne 12 Hegenb, aocturam YBO B 99% (75/76; 6e3
HeoTBeTUMKOB) cayyasx [106), Toraa kak 8 EXPEDITION-1 — aocturam YBO12 100% (16/16) naumeHToB €
LUMpPPO30M, MHOULMPOBAHHbIE reHoTunom 4 [73].

B nccneposaHumn EXPEDITION 2 yposeHb YBO12 coctasmn 100% (16/16) nocne 8 Heaenb Nnpuéma
rnekanpesupa / nMbpeHTacsnpa y NaumeHToB ¢ reHoTUnom 4 n konHdekumein BUY 6e3 unpposa [101].

T'enomun 4, cneyuguunan k 2ceHomuny cxema: cogpocéyeup / nedunaceup
e «HauBHble» nayueHTbl, nHdMumMpoBaHHble BI'C reHoTnna 4, 6e3 umpposa nam ¢
KOMNeHcupoBaHHbIM (Hainng-Mbto A) LUPPO30M NEYEHU, A0MNKHbBI NPUHUMATb KOMBUHALMIO
codocbysup n negnnacsup 12 Heaenb B GUKCMPOBAHHON ao3upoBske (B1).
KombuHaumsa codocbysup 1 negmnacBnp He peKoMeHayeTca ANA NEYEHbIX paHee NaLMeHTOoB,
MHOULMUPOBAHHbIX reHoTunom 4 (B1).

NpumeyaHus: nccnepgosaHne SYNERGY oueHnno 3appeKkTMBHOCTb M He30NacHOCTb KOMBUHaL MK

codocbysunpa v neam nac supa ¢ MHpekumen redotuna 4. Nocne 12 Hegenb nevenmns 95% (20/21, oanH
HEeoTBETYMK) U3 HUx gocturno YBO [107]. B gpyrom nccnegosaHumn ¢assl I, nauneHTbl NpUHUManu
KombuHauuto codpocbysmpa n negunacempa B reyeHue 12 Heaenb 6e3 pubasupuHa. YposeHb YBO12
poctur 96% (21/ 22) y «HansHbIX» 1 91% (20/22) y paHee neuyeHbIX NauMeHTOB; U3 KoTopbix 91%
(31/34) 6b1n0 y NnaumneHToB 6€3 unpposa u 100% (10/10) y naymeHToB ¢ uuppo3om [108].




I'enomun 4, cneyuguynan Kk 2eHomuny cxema: spasonpesup / 3nbaceup
e «HauBHble» nauneHTbl, MHGMLMpPOoBaHHbIe BI'C reHoTMNa 4, 6€3 uMppo3a nam ¢

KOMNeHcMpoBaHHbIM (Yanna-Nbto A) LMPPO3OM NeYeHn ¢ UcxoaHbiM yposHem PHK BIC
<800.000 ME/mn (5.9 logio ME/Mn) AonkHbI NonyyaTb KOMEMHALMIO rpa3onpesup 1 3n6acBup B
dUKCMpPOBaAHHOM A03MpPOBKE B TeueHue 12 Hegenb (Al).
KombuHauumto rpasonpesup 1 3n6acBup He peKOMeHAYEeTCA NPUMEHATb Y K HaUBHbIX»
NauMeHTOB, MHGULMPOBAHHBIX TEHOTUNOM 4 C UcxoaHbIM yposHem PHK BI'C >800000 ME/mn
(5.9 log,o ME/Mn) 1 neyeHbix paHee 60NbHbIX, HE3ABUCUMO OT MX MCXOAHOTO ypoBHA PHK BIrC
(A1).

MNpumeyaHua: 3Ta peKoMeHAaLMA OCHOBaHa Ha pesynbTaTax 3 ucciegosaHuin ®asbl lll, BKAOUAOLWMX
Hebo/blIOEe KONNYECTBO NaUMEHTOB, MHPULMPOBAHHDLIX reHoTunom 4. B nuccneposaHnn C-EDGE-TN,
ypoBseHb YBO12 cocrasnn 100% (18/18) y He nonyyasLlumMx npeaBapuTeIbHOMO NEUEHMA NaLNEHTOB C
reHoTMNoOMm 4, NPMHUMABLLUNX rpasonpesunp u anbaceup B TedeHune 12 Hepgenb (12% c umpposom) [83]. B
oTKpbiTom uccnegosannn C-EDGE-COINFECTION, He nonyyaslume npeasapuTeNbHONO NeYeHun
NauneHTbl C reHoTUNoM 4, KouHoMUMpoBaHHbIe BUY, ¢ KOMNEHCMPOBaAHHBLIM LIMPPO30OM uam 6e3 Hero,
NPUHUMaNK rpasonpesunp n anbaceup B TeueHne 12 Heaenb. YposeHb YBO12 coctasun 96% (27/28,
oauvH peumnams) [84]). B uccnegosanmmn C-CORAL y 3/3 «HaMBHbIX» NAUMEHTOB, HE NOYYaBLUMX NEUEHME,
MHPULMPOBaHHbIX reHoTMNom 4 gocturHyro YBO12 nocne 12 Hegenb npuéma rpasonpesup / anbaceunp
[86]. B uccneposaHum C-EDGE COSTAR nokasatenb YBO12 coctasnan 100% (11/11) y noaen,
NOTPebNAIOLNX UHBEKLMOHHbIE NpenapaTbl ONUOMAHON 3aMeCTUTENBHON Tepanuu, NONYUAOLLUX Ty XKe
cxemy neyenuna [109].

Jleyenue unexuuu BI'C reHoTHDA 5

Tpu BapuaHTa neyeHma AocTynHol 8 2018 r. AnAa nauneHToB, NHGULUPOBaHHLIX BIC reHoTMNOM 5
(Tabnnua 6, Tabanua 7, Tabamua 8). OAHAKO UNCNO NALMEHTOB, MHOULMPOBAHHbIX 5-M reHOTUMOM,
NONYYaBLUMX eYEHME BO BCEX UCCAEA0BAHUAX, ObNO OrpaHUYEHHbIM, YTO 3aTPYAHUNO COCTaBNEHUE
ybeauTenpHbIXx peKomeHaaumit nocne Toro, Kak AaHHble 6bM pa3buTbl NO HAANMUMIO LUMPPO3a U
npeablaylemy nevenuto. Cheaytowme BapMaHTbl CHUTAIOTCA IKBUBAJIEHTHBIMM, @ UX MOPAAOK
NpeacTaBNeHMA He YKa3biBaeT Ha Kakoe-Mbo NpeBoCcxoacTBO AN NpeanoyTeHMe:

e codocbysup / Bennaracsmnp
e [nekanpesup / nubpeHTacsmp
e codocbysup / negunacenp

Pexomendayuu

Cneaylowme cxembl PEKOMEHAYIOTCA ANA NeYEHUA NALMEHTOB, MHPULNPOBAHHbLIX TEHOTMNOM 5, B

COOTBETCTBMM C NPUBEAEHHBIMU HUXE peKomeHaaumamm (Al):

e KomMbBuHauma codocbysupa (400 mr) n sennatacemnpa (100 mr) 8 GUKCMpPOBAHHOM A03NPOBKE B

OAHOM TabneTke 0AUH pas B AEHb;
KombuHauma rnekanpesnpa (300 mr) u nubpeHTacenpa (120 mr) B PUKCMPOBAHHOM AO3NPOBKE B
Tpex TabneTkax, cogepawmx 100 mr rnekanpesmpa 1 40 mr nnbpeHTacBnMpa 0AuH pas B AeHb C
nuuien;
KombuHauma codocbysmpa (400 mr) n negunaceunpa (90 mr) 8 GUKCUPOBAHHON AO3UPOBKE B
0AHOM TabneTke 0auH pas B AEHD.




T'enomun 5, naH-2eHomunu4eckas cxema: cojpocéyeup / eesnamaceup
e «HauBHble» U neyeHble paHee naumeHTbl, MHGULMpoBaHHble BIC reHoTMnom 5, 6€3 umpposa
NNN C KOMNEHCUPOBAHHbIM UMppPo3om (Knacc A Yaiing-Tbto), AONKHBI NONYYaTb KOMOUHALMUIO
codocbysup u BennaTacsmp B GUKCUPOBAHHOM A03NPOBKE B TeueHne 12 Heaenb (B1).

KomMmeHTapun: 3Ta pekomeHaaumns OCHOBAHA HA pe3dynbTaTtax uccnenosaHus Il pasel ASTRAL-1y
nayMeHToB ¢ reHoTMnom 5 (14% c umppo3om, 69% «HauBHbIX», 31% paHee NeyeHblx), NONYYaBLINX
KombuHaumto copocbyenp n Bennatacsmp B GMKCMpPOBAHHOWN AO3NMPOBKE B TeyeHMe 12 Heaenb, NOKasas
YBO12 8 97% (34/35) cnyuasx [67].

TI'enomun 5, naH-eeHomunu4eckas cxema: 21ekanpeeup / hubpenmaceup
e «HauBHbIE» M NeyeHble paHee NauneHTbl, MHOULNPOBAHHbIE rEHOTUNOM 5 6e3 umMppos3a,
AOMKHBI NONYYaTb KOMBUHALMIO FNeKanpeBmp U NMBpeHTacBMp B GUKCUPOBAHHOM AO3NPOBKE B
TeyeHue 8 Hegenb (B1).
«HauBHbIE» N neyeHble paHee NauneHTbl, tHGUunpoBaHHble BI'C reHoTMnom 5 ¢
KOMMNEeHCUpoBaHHbIM LMppo3om (Knacc A Yaina-Nbto), A0ONHKHbBI NONYYaTb KOMBUHALUMIO
rneKkanpesvp U NnMbpeHTaceup B TedeHue 12 Hegenb (B1).

KommeHTapuu: 3Ta pekoMmeHaauns 0CHOBaHa Ha pe3ynbTaTax uccnenosaHus |l ¢asel SURVEYOR-2, 8
KOTOPOM fABa U3 ABYX NaLMeHTOB H6e3 umMppo3a, HGMLMpPOBaHHbIX BIC-reHOTMNOM 5, nonyyasLumx
KOMBUHaLMIO rnekanpesup U NubpeHTacemp B GUKCMPOBaAHHOM A03NPOBKE B TeueHUe 8 Heaens,
pocturnm YBO12 [99]. B uccneposaHmm ENDURANCE-4, naumeHTbl ¢ reHotMnom 5 6e3 umpposa,
neumslumecs B TeuyeHue 12 Hegenb, gocturnm YBO B 100% (26/26) cayuanx [106], Toraa Kak 8
EXPEDITION-1y 2/2 naumMeHTOB, MHOMLMPOBAHHbIX FTEHOTUNOM 5 ¢ uMppo3om, Habaoganca YBO12
[73].

TI'enomun 5, cheyuduunan k ceHomuny cxema: cogpocoyeup / nedunaceup

e «HanBHble» naumneHTbl, MHPNunposaHHblie HCV reHoTunom 5, 6e3 unmpposa mnam c
KOMNEHCUPOBAHHbIM Lppo3om (Knacc A Yanna-MNbto), A0MKHBI NONyYaTb KOMBUHALNIO
codocbysup n negmunacsmp B TeyeHne 12 Heaenob (B1).

KombuHauma codocbysup m neamnacemp He peKOMeHAYeTCa NaLMeHTam C ONbITOM IeYeHUs,
MHOULMPOBAHHBIM reHoTMNoOM 5 (B1).

KommeHTapuu: Bo sTopoit dpase uccnenosaHuns M3 41 «HaMBHbIX» U NEUYEHbIX paHee NauneHTOos,
MHPULMPOBAHHBIX TEHOTUNOM 5, B TOM uncne 9 ¢ KOMNEHCMPOBAHHLIM LMPPO30M, NONYHUUBLLMX
codocbysnp v neamnacemp 6e3 pubasmpuHa e TedeHue 12 Heaenb, 95% (39/41) pocturam YBO12 [110].

Jleuenmne nHpexuuun BI'C reHoTuna 6

B 2018 roay 4OCTYNHbI TPU BapMaHTa NeYeHns AN NauneHToBs, MHGULMPOBAHHbIX TEHOTUNOM 6
(Tabnunubl 6, 7 1 8). Tem He MeHee, YNCNO NALMUEHTOB, MHPULUPOBAHHBIX TEHOTUNOM 6, NEUYUBLUMXCA BO
BCEX MCMNbITAHUAX, ObINO OrpaHUYEHO, YTO 3aTPYAHANO NPUHATUE YOeaUTENbHbIX PEKOMeHAaLMi nocne
TOTO, KakK AaHHble BblNn pa3geneHbl No HANMYKIO LMPPO3a U NpeaLuecTsytoleMy nedenuto. Cneaytowme
CXeMbl CYMTAIOTCA 3KBMBANEHTHbIMM, @ UX NOPAAOK NPeACTaBNEHUS HE 03HAYaeT Kakoro-nMbo
NpPeBOCXOACTBA UNN NPeaNoYTEHUA:

e Codocbysnp / Bennaracsmp
e [nekanpesup / nubpeHTacemp
e Codocbysup / negunacsup.




Pekomendayuu

Cneaytowpe pexMumbl PEKOMEHAYIOTCA A/1A IeYEHUA NALUEHTOB, MHOULMPOBAHHbLIX TEHOTUMOM 6,

COFNIaCHO NPUBEAEHHBIM HIKE pekomeHaaumam (Al):

e KombuHauma codocbysup (400 mr) u Bennataceup (100 mr) B pUKCMpoBaHHOM A03UPOBKE B

oAaHoM Tabnetke, 0AUH pa3 B AEHb;
KombuHauma rnekanpesup (300 mr) n nubpeHTaceup (120 mr) B pUKCHMpOBAHHOM [O3NPOBKE B
Tpex Tabnetkax, coaeprawmx 100 mr rnekanpesup 1 40 mr nubpeHTacBupa o4uH pas B AeHb C
nuwen;
KombuHauma codpocbysup (400 mr) u negunaceup (90 mr) GMKCMpPOBaHHON AO3MPOBKE B OAHOM
TabneTke, BBOANMOWN OANH Pa3 B AEHb.

T'enomun 6, nan-eeHomunu4eckas cxema: cogpocéysup / eeanamaceup

e «HauBHbIE» U NeYeHble paHee NauWeHTbl, UHGUUMpPOBaHHbIe BI'C reHoTMNOM 6, 6e3 uupposa uan
C KOMNEHCMPOBaHHbIM UMppo3om (Knacc A no Yaina-Mobto), A0MKHBI NONYYaTb KOMBUHALMIO
codocbyeup 1 Bennatacenp B pUKCMPOBAHHOM A03UPOBKE B TeyeHnun 12 Hegenb (B1).

KoMmeHTapuu: 3Ta peKomMmeHgaumna OCHOBaHa Ha pesynbTatax uccnegosaHua Il gasel ASTRAL-1y
naumneHTos ¢ HCV-reHotmMnom 6 (15% c umppo3som, 93% HausHbIX, 17% neyeHbix [BepoAaTHO ownbKa
aBTOPOB, NPUM. pea.]), npoweawunx nedyeHme KombuHaumen copocbysup 1 BennaTacsmp B TeyeHue 12
Heaenb 6e3 pubasunpuHa, ns Kotopbix 100% (41/41) pocturan YBO12 [67]. 3tn pesynbTaTbl Hbian
noaTeepxaeHbl B uccnegosaHmm lll ¢asbl y naumeHToB, MUHOULMPOBAHHbIX FreHOTUNOM 6 M3 CHMHranypa,
Manamsuu, TannaHaa u BbetHama, nokasasweit yposeHb YBO 97% (35/36, oguH peumgms) [111].

I'enomun 6, nan-cenomunu4eckas cxema:2aekanpegup / nubpeHrmaceup
e «HauBHble» U NeyYeHble paHee NauueHTbl, UHGMUMpoBaHHble HCV-reHoTunom 6, 6e3 umpposa
[O/MKHbI NONyYaTb KOMBUHAUMIO reKanpesup U NMbpeHTaceup B GUKCMPOBAHHOW AO3MPOBKE B
TeueHue 8 Hegenb (B1).
«HauBHbIe» U NeYeHble paHee NauueHTbl, MHoUUMpoBaHHble HCV-reHoTunom 6 u
KOMMNEHCUPOBaHHbIM Lnppo3om (Knacc A no Yanna-Mbio), 4OMKHBI NOAYyHaTb KOMBUHALMIO
rneKkanpesup U NMbpeHTacBMp B $UKCMPOBAHHOM AO3UPOBKE B TedeHue 12 Hegenb (B1).

KoMMeHTapuu: 3Ta peKomMeH4aLmA YaCTUYHO OCHOBaHa Ha pe3y/abTaTax uccnenosaHua |l dasbl
SURVEYOR-2, noKasbisatouiero yactoty YBO12 90% (9/10, 6e3 HeOTBETUMKOB) Y «HaUBHbIX» U paHee
JleYeHbIX NALUNEHTOB, MHPULMPOBAHHDLIX FEHOTUNOM 6 He3 LMppo3a, KOTopble NOAYyYaaM KOMBUHaLUIO
rneKkanpesupa u nubpeHTacenpa B GUKCMPOBAHHON A03MpPOBKe TeyeHue 8 Hepenb [99]. B ENDURANCE-
4 nayMeHTbl C reHoTUNoOM 6 6e3 uMppo3a, Neunsluneca B TedeHue 12 Heaenb, gocturan YBO B 100%
(19/19) cnyuanx [106], 8 EXPEDITION-1 100% (7/7) nauneHToB, MHGULMPOBAHHbIX FeHOTUMNOM 6 C
uMpposom, aocturan YBO12 [73].

B uccneposaHmm EXPEDITION-2 yactota YBO12 coctasuna 3/3 nocne 8 Hegenb rnekanpesup /
NubpeHTacBMp y NaumeHToB ¢ nHdeKumen reHoTuna 6 n komHdekumen BUY 6e3 uupposa [101).




I'eHoTHN 6, cnenydHYIHAA K TeHOTHIY cXeMa: cOPOoCOYBHp / 1e AMNIaCBHP

«HauBHble» naumeHTbl, MHOUUMPOBAHHbIe BI'C reHoTunom 6, 6e3 umpposa nnm ¢
KOMMNEHCUMpPOBaHHbIM Lmuppo3om (Knacc A no Yanng-MNbto), A0NKHbBI NONYYaTb KOMBUHALMIO
codocbysup n negmunacemp B TedeHme 12 Hegenb (B1).

KombuHauus codocbyBup n negmnacsmup He peKoOMeHAYETCA NALMUEHTAM C ONbITOM NeYeHUs,
MHOUUMPOBAHHBIM reHoTMnom 6 (B1).

KommenTapuu: KombuHauma copocbysup n negmunaceup, npumeHsemas 8 TeyeHune 12 Hegenb 6e3
pubaBUPMHA, Y NALUEHTOB, HE NOIYYaBLIMX 1EYEHUE PAHEE, U Y IeUYEHbIX NALUEHTOB, MHOULMPOBAHHbBIX
reHoTMNOM 6, Nokasana yactoty YBO 96% (24/25) [112]

MeToan4YecKHe peKOMeH/Jalu

YrpolileHHoe Jie4yeHHu e XpOHU4YeCcKoro rernatura C ¢ IoMoLbIO ITaH-
reHOTUIIMYEeCKHUX CXeM Y MMALUEeHTOB 6€e3 U ppo3a U y NALMEeHTOB C
KOMIIEHCU POBAHHbIM L{uppo3oM (Kiacc A nio Yaitia-I1b10).

C opobpeHnem BbICOKO3DDEKTUBHDIX, 6HE30MACHbIX U XOPOLIO NEPEHOCUMBbIX KOMOUHUPOBAHHbIX
PEXUMOB, YNyULIEHUE A0CTYNa K neveHuto renatuta C ctano BcemupHbIm npuoputetom. OgHako
OCTaeTCcA MHOMO NPENATCTBMUIA, KOTOPbIE CHUXKAIOT rN0OANbHYO NONb3y OT HOBbIX CXEM, HE COAEPKALLMX
nHTepdepoH U pubasmMpuH. OHU BKAKOYAIOT 3HAUMTENBHOE KOIMYECTBO MHOULMPOBAHHbIX, CTOMMOCTb
61oNorMyecknx Tectos, ob6bem nHdopmaymm, Heob6Xo04MMOM ANA NPUHATUA PELLEHUI O NEUYEHUHU, U
OTHOCMUTENbHYK CNOXKHOCTb CTPAaTErMili NeYeHUn, ONUCaHHbIX B NpeablayLLen rnase.

Hanuume HOBbIX NAH-TEHOTUMNUYECKUX CXEM Tenepb NPeaoCTaBAAET NPAKTMUKYIOWMM Bpayam No Bcemy
MUPY BO3MOXXHOCTb 3HAUMTE/IbHO YNPOCTUTb U TEM CaMbiM 061erynTb A0CTYN K NEYEHUIO,
OAHOBPEMEHHO CHUXasn ero CTOMMOCTb. [leicTBUTeNbHO, Ucnonb3osaHue codocbysup / Beanataceup
nnu rnekanpesup / nMbpeHTacBup B TeueHue 12 Heaenb y BCex NauMeHToB 6e3 umMpposa uam ¢
KOMMNEHCMPOBAHHbIM LMppo3om (Knacc A Yanna-Mbto), BKNOYAA «HAUBHBIX» U paHee NeYeHbiX
NauMeHTOB, KaK YKa3aHOo Bbllle, KaK 0XXUAAeTCA, AACT NoKasaTtenb YBO12 sbiwe 95%. EAMHCTBEHHOMN
uHpopmauuen, Heobxoa4MMOI ANA HaYana NeUYeHUA OAHUM U3 STUX PEXMUMOB, ABNAETCA HANUUNE
penaunkaunmn HCV (BbIABNEHHOM C NOMOLLBIO TecTa Ha KopoBbi aHTUreH HCV unmn PHK HCV, Kak onucaHo
BbIlE) U BO3MOXKHbIX B3aMMOAENCTBUI C NEKAapCTBEHHbIM CpeacTBoM. Hannume ucxogHoro pubposa
(F3) nnmn umpposa (F4) poNXKHO 6bITb NPOBEPEHO A0 HAaYana Tepanuu, NOCKONbKY OHO ONpeaenuT,
HY>KAAETCA M NaLMEHT B HabaogeHUU nocne nevenuns no nosoay MUK (renatouennionsapHoi
KapuuHOMbI) Npu ycnosuK, uto nedenue MUK aoctynHo. Ona aToi uenm MoXXHO MCNONb30BaTb NPOCTOMN
HEWHBA3UBHbIN MapKep, Takol Kak FIB-4 nnu APRI (cm. Tabamua 2). YHMBEpcanbHas Npoao/KUTENbHOCTb
8 12 Heaenb rapaHTUpYeT, YTo UHOOPMALUA O cTagum dubpo3a He HyXKHA ANA BbiIbopa pexxuma
nevenua. OgHaKo, ecnm aTa MHOOPMaLUA AOCTYNHA U HAAEXKHA, KOMBUHALMA Tnekanpesup u
NUOpPEHTaCcBUP MOXKET UCNOb30BaTbCA B TeUeHUe 8 HeaeNb BMECTO 12 Heaenb y HeneuveHbIX paHee
nauuneHToB 6e3 unpposa.

BbINI0 NOKAa3aHO, YTO IULLEH3MPOBAHHbIE HENATEHTOBAHHbIE IEKAPCTBEHHbIE CPEACTBA U IEKAPCTBEHHbIE
CpeAacTBa, COrnacoBaHHbIe C NaTEHTHLIM MY/IOM, AAIOT aHANOMMYHbIE Pe3ybTaTbl MO OTHOWEHUIO K
ncxoaHbIM coegmHernunam [113]. CooTseTcTBME NpenapaTa 403UPOBKE A0NKHO BbITb rAPaHTMPOBAHO U
NOATBEPKAEHO NOCTABLMKOM NPU Ha3HAYEHMM NaUneHTy. [leNCcTBUTENbHO, 3G PEKTUBHDBIE U
6e30MnacHbIe JYKEHEPUKM ABNAIOTCA BaXKHbIM PECYPCOM B CTPaHaX C HU3KUM YPOBHEM A0X0Aa.




Pekomendayuu

YnpoLeHHble, NaH-FeHOTUNUYECKME CXEMbI NeYeHUA Tenepb AOCTYNHbI 6harogapa oaobperHnio
BbICOKO3d D EKTUBHDIX, 6€30MNaACHbIX U XOPOLIO NEPEHOCUMBbIX NAaH-FTEHOTUMUYECKNX NpenapaToB
npotme BI'C (B1).

MNpeagaputenbHoe obcneaoBaHNe NAUMEHTa MOXKET BbITb OrPaHNMHYEHO AOKA3aTeNbCTBOM
penankauum BIC (Hanmume PHK BIC nan koposoro aHTureHa BIC B cbIBOpPOTKe MAn Nnasme) u
OL,eHKOM Hann4ma UAn oTCyTCTBUA LMPPO3a C NOMOLLbIO NPOCTOr0 HEMHBA3UBHOIO MapKepa
(Takoro Kak FIB-4 nnu APRI), KOTOpbI onpeaenser, Hy)KAAeTCa M NaUMEHT B NOCAEAYOWEM
HabnwoaeHuu (B1).

« HavBHble» M NeyeHble paHee NauMeHTbl 6e3 LMppo3a nam ¢ KOMNEHCUMPOBAHHLIM (Knacc A no
Yanna-MNblo) uMppo3om MoryT neuntbca MmMb6o KombuHaumen copocbysnp 1 Bennatacemp B
dUKCUPOBAHHOW A03MPOBKeE B TeyeHue 12 Heaenb, iMbo KoMbUHaUMen rhekanpesup u
nMbpeHTacBup B PUKCMPOBAHHOM A03NPOBKE B TeYeHUe 12 Hegenb 6e3 onpeaeneHuns reHoTMna
BrC (B1).

Ecam umppo3 neyeHn MOXHO A0CTOBEPHO UCKNIOYUTDL C NOMOLLLBIO HEMHBA3NBHOIO MapKepa y
NauMEHTOB, HEe NOANYYAIOLWNX paHee NeYyeHne, KOMbUHaLMIo reKkanpesmpa U NnnbpeHTacsMpa
MOXXHO NPUHMMATb B TeyeHue 8 Heaenob (Al).

[D>KeHep K1 MoryT MICNONb30BaATLCA, NPU YCNOBUK, YTO KOHTPONb KayecTBa cobnogaerca
rapaHTMpyeTca NnocTaswmkom (Al).

BO3MOXXHble B3aUMOAENCTBUA C NEKAPCTBEHHbIMU CPeACTBaMM CneayeT TIWaTeNbHO NPoBePATb,
a Npy He06X0AMMOCTU — UCMNONB30BATb M3MEHEHUA A03UPOBKK (Al).

YuntbiBan BbiIcCOKMe nokasatenn YBO12, oxxunaaemble B 3TUX CXxemax No BCEM rpynnam NauneHTos,
NpUBE PXXEHHbIX NeYyeHunto, nposepKa YBO12 yepes 12 Heaenb Nocne OKOHYAHUA NeYyeHus
ABnaeTca HeobasaTtenbHom (B1).

MaunenTbl U3 rpynn pucka penHdpekummn oMKHbI NoaTBE pXXAaTh YBO exeroaHo no
BO3MOXHOCTW (B1).

Y naymeHTOB C NpoABUHYTbIM PUbposom (F3) nan KomneHcMpoBaHHbLIM LMPPO30oMm (F4) AOMKHO
nposogutca HabnioaeHne nocne YBO no amnarHoctuke UK, echm nevenne MUK aoctynHo (Al).

JleueHH € MALITUEHTOB C TSXKeJIOA 60JIe3HbI0 IIeYeHH C IMOKA3aHUAMM UJIH 6e3
MNOKa3aHUM K TPAHCIVIAHTAIIUH ITI€YE€HH H IAIMHEHTOB I10CJ/I€ TPAHCIIJIAHTAIITUH
II€EYEHH

Be3biHTepdepoHoBbIe cxembl Ha ocHoBe MMNA aBastoTcA Haubonee NOAXOAALLMMMN BapUaHTaMKN ANA
NauneHToB ¢ AeKomneHcnpoBaHHoM (Knacc B nan C no Yanng-MNMeio) neyeHbo 6onesHn. MHrmbuto pel
npoTeasbl NPOTUBONOKa3aHbl 4NA 3TON rpynnbl.

Pexomendayuu
e be3biHTepdepoHOBbIE CXEMbI - 3TO €4MHCTBEHHbIE BapuaHTbl Ana 60nbHbIX BIC-uHpekumnen ny

KOMHPUUNPOBaAHHbIX BUY NaumneHToB ¢ AEKOMNEHCMPOBAHHbIM UMppo3om (Knacc B nan C no
Yanna-MNblo) ¢ NOKazaHNAMMN nnn 6e3 NOKA3aHUM K TPAHCNNAHTALMUM NEYEHN U Y NALMEHTOB
nocne TpaHCNAaHTaLMn NeYeHn U3-3a UX BUpPYyCconornyeckon adpdeKTMBHOCTHU, NPOCTOThI
MCNONb30BaHMUA, 6e30NacHOCTM U NnepeHocumocTum (Al).
Cxembl, coaepiKallme MHIMbUTO pbl NPoTeasbl, NPOTUBOMNOKA3aHbI NALMEHTaM C
AeKoMNeHcMpoBaHHbIM LUnppo3om (Knacc B nan C Yanna-Neto).




ITanueHTsI C A€KOMINEHCHPOBAHHBIM IHPPO30M, 6e3 I'IK, c nokaszaHHsIMH K
TPAHCIVIAHTAIIMH N€YE€HH

TpaHcnnaHTauma neyeHn — 3To BbIDOP ANA NALMEHTOB C KOHEYHOM cTaguen 3aboneBaHna NeyeHu.
Peuunaue renatuta C us-3a MHOULMPOBAHMA TPAHCNNAHTATa ABNAETCA PACNPOCTPAHEHHbIM ABNEHUEM
nocne TpaHcnNaHTaLMu B OTCyTCTBUE NPOOUNAKTUKM [114], 3 CPOK KM3HU TPAHCNNAHTATA U
BbIXXMBAEMOCTb CHUXAKTCA Y NALUMUEHTOB C peunausmupyowmm renatutom C.
MNpeaTpaHCNNaHTALMOHHOE NeyeHue uHpekuumn BI'C y naumeHToB, OXKMAAIOWMUX TPAHCNNAHTALMIO
neyeHn, UMeeT ABe B3aMMOAONONHAIOWMX Lienu: npeaoTspalieHme MHGULMpoBaHUA NeYeHu nocne
TPaHCNNAHTALMK NYTEM AOCTUMKEHUA BUPYCHOTO KNMPEHCA U CTabununsaums unm ynyyweHme GyHKLMU
neyeHun nepea TpaHcnNNaHTauuen. B HekoTopbix permoHax neyeHue BI C-uHbeKunmn ysenmumsaeT aoctyn
K TPAHCNNaHTaTaM, KOTOpble He MOryT HbITb AOCTYNHbI NAUMEHTaM C Tekywen nHdekumnen BIrC.
MNpeaoTepalweHne MHPULUPOBAHUA TPAHCNNAHTATA NEYEeHU CyLLeCcTBEHHO obneryaet
NOCTTPaHCNNAHTALMOHHYI0 Tepanuio. Kpome Toro, ynydweHune pyHKLMU NeYeHN 03HAYAET AENUCTUHT
(uckNoUeHMe U3 NUCTa 0XKNAAHUA NPUM. pea.) HeKOTopbix nauueHTos [115]. OaHaKo, 33 UCKNKOUYEHUEM
onepaLunin OT XKuUBbIX AOHOPOB, TEYEHUE NPOTUBOBUPYCHOW TEPANUK HENpeACcKa3yemo Yy naumneHTa B
NUCTE 0XKMAAHUA, TaK KaK onepauma MOXeT 6biTb NpoBegeHa B Nt060 MOMEHT ewwé A0 3AMMUHAL MK
Bupyca. Kpome Toro, B Cnydae UCKNKOYEHMA U3 INCTA OXKUAAHMA, Y NALMEHTA OCTAaETCA PUCK
nocneayrowen gekomneHcawumu, BO3HMKHoBeHUA TUK 1 cmepTu, NoTeHuManbHO OTKa3aBWUCh OT
BO3MOXXHOCTU TPAHCNNAHTALMUK, NOTOMY Y Noaasnstowero 60NbWKUHCTBA NaLMeHToB NeyeHune Bl C-
MHOEKL MU MOXKET NPOBOAUTLCA NOCNE TPAHCNNAHTauMK. Mcnonb3oBaHUE MHIMBUTOPOB NpoTeasbl
NPOTMBONOKA3aHO NaLMeHTam C AEKOMNEHCUMPOBaHHbIM LMppo3om (Knacc B unum C no Yanng-MNoto) us-
3a 3HauMTeNbHO 60/1ee BbICOKOrO YPOBHA 3KCMO3UL MK NpenapaTta U CBA3aHHOW C 3TUM TOKCUUYHOCTbIO Y
3TUX NauMeHToB. MHIMBUTOPBLI NpoTeasbl TaKXKe He 4ONKHbI UCNONb30BATLCA Y NALMUEHTOB C
KOMNEHCUPOBAHHbIM LIMPPO30OM U NPEALIECTBYIOWEN AEKOMNEHCALMEN, NOCKONbKY CayYau
AeKoMneHcauum 6binn 3aperncTpupoBaHbl Npu nedeHnu [116]. Takum obpasom, neyeHune NaumeHTos ¢
AEKOMNEHCUPOBAHHBIM LLMPPO30OM, CTOALLMUX B INCTE OXUAAHUA, OONKHO OCHOBbLIBATLCA HA
KoMbuHauunm codocbysupa n nHrmbutopa NSSA, a umeHHo: copocbysup / neamnacsmp mnm
codocbysup /sennatacsup. ECam 3TM cxembl HEAOCTYNHbI, KOMBUHauUuUA codocbysup u gaknaTacsup
OoCTaeTca NnpMeMnNembiM BapuaHTOM, B COOTBETCTBMU C peKoMeHaaunammn EASL no neveHuto renatuta C
2016 [54].

B uccnepgosanunun SOLAR-1 naumeHToB, UHGULUPOBAHHDLIX FTEHOTUNOM 1 UK 4 ¢ AEKOMNEHCUPOBAHHbLIM
LMPPO30M, NEYUNMU C NOMOLLbIO KOMBUHaLUUK codocbyBup M neaunaceup 8 GUKCUPOBAHHOWN AO3UPOBKE
B TeueHue 12 unun 24 Heaenb ¢ pubaBMPUHOM. Y NaLMEHTOB C LMPPO30OM Knacca B no Yanna-Noto
nokasatenu YBO12 coctasnanu 87% (26/30) n 89% (24/27) nocne 12 n 24 Heaenb Tepanuu
COOTBETCTBEHHO; Y MALMEHTOB C UMppo3om Knacca C Yanna-Nbro oHKM cocTasnanu 86% (19/22) n 87%
(20/23) nocne 12 n 24 Hegenb Tepanuu, cOOTBETCTBEHHO. OueHKkM MELD 1 Yainna-NMbio yayywmamnce
NPUMEPHO Y NONOBWUHbI NALUEHTOB, NONYy4YaBLWIKNX neyeHue [55]. AunsainH nccnegosaHus SOLAR-2 6bin
MAEHTUYHBIM Y NaLUEHTOB, UHOULMPOBAHHDLIX FEHOTMNOM 1 MAKn 4 C AEKOMNEHCUPOBAHHBIM LMPPO30M,
KOTOpbl€ NONYyYanu aHanormyHble pexmumbl nedyeHus. NMokasatenn YBO12 y naumeHTOB C LMPPO30OM
Knacca B Yaina-Nbto coctasnanm 87% (20/23) n 96% (22/23) nocne 12 u 24 Heaenb Tepanum
COOTBETCTBEHHO. Y MayMeHToB ¢ uMppo3om Knacca C Yanna-Noto YBO coctasnan 85% (17/20) n 78%

(18/23) nocne 12 n 24 Hegenb Tepanum, cooTeeTcTBeHHO. OueHkn MELD v Yaina-Nblo yaydwmnmco

NPUMEPHO Y NONOBMHbI NALMEHTOB, NONYYaBLWKX NeveHue [56)]. bonee HU3KUe nokaszatenu YBO y
NauneHTOB C AEKOMNEHCUPOBAHHbBIM LUPPO3OM NO CPABHEHUIO C NALMEHTAMMU C KOMNEHCUPOBAHHbIM




LMPPO30M B APYrMX UccneaoBaHusax 6binv Bbi3BaHbl NPEKPaLLEHUEM NEYEHUS, 3 He
BUPYCONOTUHECKMMMN HEeyaa4amMmn. HecMoTpAa Ha paHHee yaydweHue nokasatena MELD, aonrocpounble
OaHHble orpaHuyeHsbl, 4TObbl oNpeaenunTb, CBA3aHO N KMHUYECKOE YNyHLEeHUEe COCTOAHMA 3TUX
nauunenTtos c YBO.

B peanbHOM UccnegoBaHMM, OCHOBAHHOM Ha Nporpamme paHHero goctyna B CoeguHeHHOM
KoponeBcTse, NaLMUEHTbI C AEKOMNEHCUPOBAHHbBIM LMPPO30OM, UHPULMPOBAHHbIE FTEHOTUNOM 1,
nonydyanu copocbysup n negunacsmnp, nam cobocbysump n gaknataceump, B TedeHue 12 Hepenb € Unm bes
punbasunpuHa. NMokasatenn YBO12 6binan: 85% (11/13) nocne 12 Hegenb Tepanum copocbysnpom u
neaunnacsmpom 6e3 pubasupuHa; 91% (136/149) nocne 12 Heaenb Tepanum codocbysnpom m
neaunnacenpom c pubasupuHom; 50% (2/4) nocne 12 Hegenb Tepanumn codpocbyBUPOM M 4,aKNATACBUPOM
6e3 pubasunpuHa; n 88% (30/34) nocne 12 Heaenb Tepanumn codpocbyBUPOM M AaKNATAaCBUPOM C
pubasnpnHom. OgHAKO Yy NALMUEHTOB C AEKOMMNEHCMPOBAHHbBIM LIUPPO30M, MHOULMPOBAHHLIM
reHotunom 3, nokasatenn YBO12 coctasnanun 60% (3/5) nocne 12 Heaenb Tepanuu codocbysmpom u
JaknaTtacsnpom be3 pubasupuHa n 71% (75/105) nocne 12 Heaenb Tepanun copocbysmpom u
Aaknatacsupom c pubasmpuHom [117]. NpumepHoO oaHa TpeTb NaLMEHTOB yay4wnaa nokasatenn MELD,
Yy OOHOW TpeTn He BblNO0 CYWECTBEHHbIX U3MEHEHMWM, A eLle Y OAHOIN TPETU HabNAANOCH YXYaALWEHNE
dyHKUMN NeyeHun yepes 12 Hegenb nocne nedeHuns. YayyweHne oueHkM MELD vawwe 66110 y neyeHbix
NaLMEeHTOB, HEM Y NALIUEHTOB, HE NO/YHaBLIMX NedeHure. [oNa NauneHTOB ¢, N0 MeHbLUEN Mepe, OAHUM
CNyHaem AeKOMNEHCcaLnn B TeHeHME Nepmoaa uccneaoBaHmna (MCXoaHbIN ypoBeHb - 12-A Hegens nocne
neveHunn) bblna meHblue y NALMEHTOB, NPOLWeALWNX eHeHNe, NO CPABHEHUIO C HENEUYEHOM TPynnoi,
Kpome noarpynnbl ¢ 6a30BbiM NokasaTenem MELD 215. MNoka3atenn HOBOM AeKOMNEHCALNN Y
NaLMEHTOB C PEKOMNEHCUPOBAHHbIM 3a601€BaHMEM Ha NCXOAHOM YPOBHE Obl/IN 3HAUNTENBHO HUKE B
KoropTe, npoweawwei nedeHune (4% npotus 10%) [117]. Bonee gautenbHoe HabaoaeHWe 3a TON e
rpynnoi nauMeHToB NOATBEPANUNOD, UTO NeHeHUe BblN0 KNMHUUYECKU NONE3HbIM Y NALUEHTOB C
NPOABWHYTbIMU 3ab0neBaHMAMM NeyeHu [118].

PaccmatpumBan gBa nccnegosaHmna SOLAR n coemecTHoe nccnegosaHmne CoeanHeHHoro Koponescrea no
paHHeMy AOCTyny, 40NA NAUMEHTOB, KOTOPbIE CYLECTBEHHO yay4ylinamn ceoum oueHkn MELD nocne
[octvkeHna YBO, 6bina HeaHaunTenbHo M. Tonbko 24% (10/42) naumeHTOB C LMPPO3OM Knacca B
Yainna-NMoto n 38% (13/34) naumeHToB € uMppo3om Knacca C Yaina-Nbo nmenn yaydiueHmne oUeHKM
MELD 23 yepes 12 Hepenb NOCNE OKOHYAHUA NEeYEHMA NO 06beAUHEHHBIM A3HHBIM UCCNEA0BAHNIA
SOLAR-1 1 SOLAR-2. 3Tn pe3ynbTtaTbl 6bla1 CONOCTAaBUMbI C pe3ynbTaTaMu, NONYYEHHbIMM B
nccnegoBaHUM B paMKax Nporpammel paHHero goctyna B CoeanHeHHOM KoponescTee, B KOTOPOM

NOKa3aHo ynydweHune nokasatens MELD Ttonbko y 17% (15/88) 1 33% (3/9) naumeHToB ¢ umppo3om

Knacca B n CYanng-Noto, coorsercrteeHHo [119].

B nccnepgosaHnn ASTRAL-4 naumeHTbl C 4EKOMNEHCUPOBAHHbLIM LMPPO30M Knacca B Yainna-Mbto,
MHOUNUMPOBAHHbIE reHoTMNamm 1-4, 6binnM PpaHAOMN3NPOBAHLI B TPW rpynnbl, NPUHMMaBLIKMX codocbyBup
1 BennaTacsmp B GMKCMpoBaHHOM fo3nposke: 12 Hepenb 6e3 pubasupuHa, 12 Heaenb ¢ pubaBUPUHOM,
[03MPOBAHHbIM B 3aBMCMMOCTHM OT Macchl Tena, u 24 Heaenb 6e3 pubasmpuHa. NMokasatenn YBO12 ans
3TUX TPEX rpynn Hbinn cooTeeTcTBeHHO: 88% (44/50), 94% (51/54) n 93%

(51/55) y nauneHTos c reHoTMnom la; 89% (16/18), 100% (14/14) n 88% (14/16) y nauneHToB C
reHoTunom 1b; 100% (4/4), 100% (4/4) n 75% (3/4) y naumeHTOB € reHoTUNOM 2; 50%(7/14), 85%




(11/13) n50% (6/12) y naumeHTOB C reHoTunom 3; 100% (4/4), 100% (2/2) n 100% (2/2) y naumeHTOB C
reHoTMnom 4. B uccneposaHue He 6b110 BKAKOYEHO HU OAHOWM rpynnbl ¢ pubaBUPMHOM, NeUUBLUMXCA 24

Hegenu [120]. Y naumeHToB ¢ 6a308bim nokaszaTtenem MELD <15, 51% (114/223) umenu yayueHHbI#

nokasaTtenb MELD Ha 12-1 Hepene nocne neuenus, y 22% (49/223) oueHka MELD He usmeHunacob, a 27%
(60/223) umenu xyawnin pesynstat MELD. Y naumeHToB, y KOTOpbIx 6bin1 6a308bIM NnokasaTtens MELD
215, 81% (22/27) umenu ynyuweHHbI nokasatens MELD, y 11% (3/27) oueHka MELD He usmeHunacs, a
7% (2/27) umenu yxyaweHune oueHkn MELD [120]. B aTux uccnegosaHmax megmaHa yaydweHus MELD
coctasnana 2 6anna (MHTEPKBAPTUALHbLIN UHTepBaA: 1-17), He Bceraa conpoBOXAaEMOr0o KNMHUYECKUM
yAy4dlweHUem. BaxkHO OTMETUTb, YTO NPAKTUYECKM HET AaHHbIX NO NauMeHTam C NPOABUHYTbIMU
cTagmMAamu 3abonesaHua (NokasaTtenb 6anos Yanna-Noto > 12 uam MELD > 20), KoTopblie Hbinn
MCKNIOYEHBI U3 UCCNea0BaHUN.

B HECKONbKMX UCCNea0BaHUAX OLEHUBANOCH, MOXET N AOCTUXeHUe YBO A0 TpaHCNAaHTaLMK NeYyeHun
NPUBECTU K YAANEHMUIO NALMUEHTOB U3 NNCTA OXKUAAHUA. B MHOrOLEHTPOBOM €BPONENCKOM peanbHOM
uccnenoBaHMM NALMEHTOB, NONyYaBLIKX 6e3biHTepdepOHOBYHO Tepanuio Ha ocHose NN/ co cpegHUm
BpemeHem HabnaeHua 52 Heaenu (MHTepKBapTUAbHbIA nHTepsan 33-67), 40% (41/103) naymeHTam
6blna NpoBeAeHa TPaHCNNAHTaLUMA, TOFAA Kak ToNbKo 20 % (21/103) 6b1nu UCKAKOYEHDbI M3 AUCTa
oskmaaHusa, ay 13% (13/103) oskmpaHue TpaHcnnaHTaTa 66110 NPUOCTaHOBAEHO. MauuneHTbl ¢ 6onee
HU3KMM nokasaTenem MELD 6b1n1 6onee CKNOHHbI K 4ENUCTUHTY, TOTAA KaK cpegHMi nokasatens MELD
cHu3unca ¢ 15,5 go 14,0 (p = 0,0008) ot Hauana Tepanuu NN/ K 24-i1 Hegene nocne neveHus [58].
Cpeaum 23,9% nauueHTOB, KOTOPblE BblIM UCKNIOYEHDI U3 IUCTA OXUAAHUA U3-32 KNUHUYECKUX
YyANYYLWEHUI, NO pe3ynbTaTam nocneaytowlero HabntoaeHua cpegHen NpoaoMKUTENbHOCTLIO B 58 Heaenb,
ToNbKO 8,8% (3/34) NpULWNOCL BOCCTAHOBUTL B /INCTE OXKUAAHMA U3-32 NOBTOPHOM AEKOMMNEHCALUMN.
Cnyuaes MK He Habnoganock [12].

Bo ¢ppaHLy3CKOM KOrOpTHOM MCCNea0BaHUM, B TOM Yncne B 18 TpaHCNNAHTALMOHHDIX LEHTPAX CO
cpeaHUM CpOKOM HabnoaeHuA 68 Heaenb (MHTEPKBAPTUNbHLIN MHTepBan: 12-95 Heaensb), 18%
nauneHTos (14/77) 6b1amM UCKNIOYEHbI U3 NUCTA OXUAAHUA, a 16% (12 / 77) aocturam ynyywenua [57]. B
aHaNOrMUYHOM MCMaHCKOM uccnenoBaHmm, 24% (29/122) nayMeHToB BbINM UCKNIOYEHBI U3 NUCTa
OXMAaHua nocne Tepanuu Ha ocHose MNNA. HMKTO U3 naumeHTOB ¢ 6a3zoBbIM NokasaTtenem MELD> 20
He BblN UCKNIOUYEH M3 nucTa oxkuaaHua [60]. B uenom, Habaogaemble KPaTKOCPOUHbIE BbIrOAbl A0MKHbI
CPaBHMBATLCA C PUCKAMMU CMEPTU B IUCTE OXUAAHUA U BEPOATHOCTbIO TpaHCNNaHTauuu. HegasHee
aMepuKaHCKoe uccnegoBaHue, obbeaunHsaiowee peanbHble AaHHbIE U MOAENMPOBAHME, NOKA3ano, uTo
neyeHune HCV oo TpaHCNAaHTAUMM NEYEHU YBEANYMNO Bbl NPOAONKUTENBHOCTb }KU3HWU Y NALMEHTOB C
oueHko MELD £23-27, B 3aBMCMMOCTM OT permoHa. Mpu MELD Bbiwe 20, oxkngaemas
NPOAO/MKUTENBHOCTb XKU3HU Nepea TpaHCcNNaHTaumnen neyeHn B mogenm bbina Bceraa meHee oaHOro
roga, apryMeHTMpys B NONb3y Nepecagky NeYeHun 40 Tepanuu y Nlo4ei C OUYEeHb TAKENbIM
3abonesaHnem [59]. HakoHeL, neueHre 4o TpaHCNAaHTaUMKU NeyeHun bbiNo peHTabenbHbIM ana
nauueHToB 6e3 MK c MELD <20, Torga Kak aHTUBMPYCHOE NeyeHne nocne TpaHCnNaHTauumn neyeHm
6b110 3KOHOMUYECKUN 3PDHEKTUBHBIM ANA NALMEHTOB ¢ NokasaTtenem MELD> 20 [122].




Pexomendayuu

MaymeHTOB C AEKOMNEHCUPOBaHHbIM (Knacc B nam C no Yaina-MNbto) uMppo3om cneayet NeunTb
B OMNbITHbIX LLEHTPAX C NErKMM AO0CTYNOM K TPAHCNNAHTALMKN NEYEHN, NPU 3TOM Heobxoanm
TLWATEN bHbIA MOHUTOPWHT BO BPpEMSA TEPanuu, C BO3MOMKHOCTbIO NPEKPaLLEHNA Tepanumn nNpu
NOATBEPXKAEHUN YXYALIEHNA AEKOMMNEHCALMK BO BpemMa nedenus (Al).

MaumeHTOB C AeKOMNEeHCUpPoBaHHbIM (Knacc B nan C no Yaing-MNbto) umpposom 6e3 MUK,
OXXMAALWMX TPAHCNNAHTALUIO NeyeHun, ¢ ypoBHem MELD <18-20, MOXHO neunTb A0 Nepecagku
neyeHu. fleueHne cneayeT HAUMHATb KaK MOXKHO paHbLie ANA TOro, YTobbl yCneTb 3aBepLImnTb
KYpC NeYeHMA A0 TPAHCNNAHTALUKN M OLEHUTb 3P EKT BUPYCHOTO KNMpeHca Ha GYHKLMIO
neyeHn, NOTOMY UTO 3HAUMTENIbHOE YayulleHUe GYHKLNN NEeUYEHU MOXKET NPUBECTHU K
WCKNIIOYEHMIO U3 CNUCKA OXKNAAHUA B OTAENbHbIX CAydanx (B1).

MHrMbuTopbl NpoTeasbl He AO/IPKHbI MCNONb30BATLCA Y NALMEHTOB C AEKOMNEHCUPOBAHHbLIM
uMppo3om Knacca B uamn C no Yana-Noto (Al).

MauneHToB C AEKOMNEHCUPOBaHHbIM LMPpPo30om He3 MUK, oxknaarowmx TpaHCnAaHTaL Mo
neyeHun, c yposHem MELD <18-20, MOXHO NeunTb OAHOM U3 CAeayoWmX KOMbUHaLMin:
codocbysup un neannacemp (rerotmnol 1, 4,5 n6), copocbysmnp n Bennatacsmp (Bce reHOTUNbI),
C eXXeAHEBHbIM NPUEMOM pUbaBUPUHA B 3aBUCMMOCTM OT Maccbl Tena (1000 nan 1200 mr npu
macce <75 Kr unm =75 Kr COOTBETCTBEHHO) B TeueHne 12 Heaenb (Al).

Y NaumneHToB C AEKOMNEHCMPOBAHHBIM LMPPO30Mm (Knacc B unm C Yanna-MNbto) 6e3 MUK,
OKMAALWMX TPAHCNIAHTALMIO NeYeHn ¢ oueHKkoi MELD <18-20, nevawmxca copocbysmpom m
neamMnacBupom ¢ pubasnpruHommam c codocbysBmpom n BennaTacsMpom ¢ pubaBupuHoOm,
pubaBNPUH MOXHO HayaTb B A03npoBKe 600 Mr B A€Hb, @ 3aTEM KOPPEKTUPOBATL €ro 403y B
3aBMCUMOCTM OT NepeHocumocTu (B1).

MaymeHTbl C AeKOMNEHCUPOBaHHbIM (Knacc B namn C Yaina-Mbio) umpposom ¢
NPOTUBONOKA3aHMAMM K NPUMEHEHUIO PUBaBUPUHA WIN C NNOXO NEPEHOCUMOCTbIO
pnbaBMpMHa NPU NEUYEHUN A0NKHbI NONYYaTb KOMBUHALMIO codocbyBUp M Neamnacsmp
(reHoTunbl 1, 4, 5nnKn 6) namn kombuHaymo copocbysup 1 BennaTacsmp (Bce reHoTUnNbI) B
dMKCMpPOBAHHOM A03NPOBKE B TeueHue 24 Hepenb He3 pubasupuHa (Al).

Bonee BbICOKMIN pUCK NO6OYHBIX 3 PEKTOB Y NALMEHTOB C AEKOMMNEHCUPOBAHHBIM LUPPO30OM,
OXXM AWM TPAHCNNAHTALMIO NeYeHU, TpebyeT A0CTAaTOUHO YACTbIX KINHUYECKUX U
NabopaTopHbIX OLEHOK BO BpeMa v nocae Tepanuu BIC (B1).

MauneHTbl C AeKOMNEHCUPOBAHHbLIM LMppo30om 6e3 MUK, oxkmaatowme TpaHCNAAHTALMIO NEYEHN
c oueHkoM MELD 218-20, cHauyana A0KHbI NONYYNTb ONEPaLLMIO NO TPaHCNAAHTaLMK OpraHa.
HCV-nHdeKumio cneayeTt neuntb Nocne TpaHCNNaHTaumumn nevenu (B1).

MayMeHTbl C AEKOMNEHCUPOBaHHbBIM UMpPpPo30oMm 6e3 TLK, oxknaatoume TpaHCNNaHTaLNIo NeYeHN
C oueHKkon MELD 218-20, MoryT NpoiTH NeyeHune A0 TpaHCNNAHTaL MK, ECIN BPEMA OXKUAIAHNA B
CNUCKE TPAHCNNAHTATOB NPEBbLIWAET 6 MecALEB, B 3aBUCUMOCTU OT KOHKPETHOM cuTyauum (B2).

IManmenTsl ¢ T'IK 6e3 muppo3a WM ¢ KOMNEHCHPOBAHHBLIM IMPPO30M, UMeIoILHEe NOKAa3aHUA

A1 TPAHCIVIAHTAIIMH NI€EYEHH

Y naumenTos ¢ MUK 6e3 uymppo3a nam ¢ KOMNEHCUPOBAHHbLIM LMPPO30M, Y KOTOPbIX MMEKOTCA NOKa3aHUsA
K TPaHCNaHTaLMKU NeYeHn, BbIGOp ONTUMaNbHOro BapuaHTa NPOTUBOBUMPYCHOM Tepanuu (40 nam nocne
TPaHCNNAHTALMKN NeyeHun) no-npexxHemy obcyxkaaetca [123,124]. bonee HU3Kue nokasatenu YBO 6binun
3aperncTpmpoBaHbl y naumenTos ¢ UK, nonyyaBwnx cxembl neyeHus, Bkatodan copocbysup,
codocbysup M neannacsmp, WM ombMTacemp + pUTOHaABUP, YCUNEHHbIM NapuTanpesnpom + aacabysmp,
¢ unn 6e3 pubasmpuHa, yem y naumeHTos 6e3 MUK nnm y naumentos ¢ MUK, nonyumswimx neyeHme nocne
TpaHCcNNaHTaUMKU nevenn (74% npotms 91% n 94% cooTtBeTcTBEHHO) [125]. MOCT-TpaHCNAAHTaLMOHHan
Tepanua 6bina peHTabenbHa y naumenTos ¢ MUK [122]. Y naymenTos ¢ FLUK 6e3 unpposa namc
KOMNEHCUPOBAHHbBIM LLUPPO30M, Y KOTOPbIX MMEIOTCA NOKA3aHUA K TPAHCNNAHTALUM NEYEHM,
NoOKa3aHWA K aHTUBUPYCHOMN Tepanuun A0 WA NOCNE TPAHCNNAHTaLUM NEeYEHM aHANOMMUYHbI NOKa3aHUAM




nauneHTtos 6e3 MK n 3aBucar ot reHotuna BI'C, npeawecTeytowein Tepannumn n TAXKeCTu
3aboseBaHMA NeveHn (cM. obume pekomeHaaumm).

Pexomendayuu
e Y naumentos c UK, oxxngarouwmx TpaHcnaaHTaumo neyeHun ¢ BIC-nnoekumen,

TPaHCN/NIAHTaLMIO NEYEHM CieayeT pacCMaTPUBaTb Kak OCHOBHYIO TePaNeBTUUECKYHO LieNb, U
peweHme 0 NPOTUBOBUPYCHOM NIEYEHNN OO/MKHO NPUHUMATBLCA B KaXKAOM KOHKPETHOM C/lydae
KoHCcuanymom (Al).
MpoTMBOBUPYCHOE NeYeHne MOKET DbITb HAYaTo A0 TPAHCNNAHTALMM NeYeHU, YTobbl
npenoTBPaTUTb peumans NHGEKLNK Nocne TPaHCNIaHTaLMM U NOCTTPAHCNNaHTALNOHHbIE
OC/NOXKHEHUA NPU YCIOBUN, YTO OHO HE NOBJINAET Ha CTATyC NaLMEHTa B IMCTE OXKnaaHua (A2).
MpOoTNBOBUPYCHOE NEeYEHME MOKET ObITb OT/IOKEHO A0 TPAHCNNAHTALMM C BbICOKOM
BEPOATHOCTbIO YBO (A2).
MaymenTos c MUK 6e3 unpposa nam ¢ KOMNEHCMPOBAHHbBIM LMPPO30oM (Knacc A Yaitng-Mbto),
OXKMAAWMX TPAHCNIAHTALMIO NeYeHU, caeayeT 1eUnTb A0 UAK NOC/e TPAHCNNAHTALUN NeYeHn
B COOTBETCTBMM C 06WNMIN pekomeHaaumnamm y naumneHtos 6e3 MUK (Al).

Penuaussl nocjie TPAHCILVIAHTAILHH NE€YEHH

Peungus BIC, Kak NpaBuio, CayyaeTca y NaumMeHToB C 06HapyXeHHON B MOMEHT TpaHCNaHTauMm
neuenn PHK BIC [114]. TeueHune 3aboneBaHnA neveHn, ceAzaHHoe ¢ BIC, ycKopsaeTca y peunnmueHTos
nocne TPaHCNAAHTALUKN NeYEHU, U Y NPUMEPHO O4HON TPETU U3 HUX Pa3BMUBAETCA LUPPO3 NEYEHN B
TeueHue 5 net nocne TpaHcnaaHTaumm [126-129]. B uenom BbiKMBAEMOCTb TpaHCNNAaHTaTa Ha 30% Huke
y BIC-nHdMumnpoBaHHbIX 6ONbHbBIX NO CPAaBHEHMIO C peLUNUEHTaMM, y KoTopblx BI'C He o6Hapy»kmeancs,
13-3a peumamsupyowein BIC-uHpekunn, a Takxke BHENEUEHOUHbIX NPOABAEHUI, Npobaem Tepanun u
OCNIOXXHEHNIT UMMYHOCYNpeccun. Bbino nokasaHo, UTo neveHune BIC-uHdeKunn nocne nepecagku
NeyeHU 3HAUNTE/IbHO YNYYLIAeT BbIXXMBAEMOCTb NOC/e TpaHcnnaHTaumm [130,131]. MauuneHTbl ¢
dGNBPO3MPYIOLLNM XONECTAaTUUECKUM renaTUTOM M NALMEHTbI C YMEePEHHbIM Uan obwmnpHbim dnbposom
WU NOPTaNbHOMN rMNEpPTEH3MEN uepes rod Nocsie TPAHCNIAHTALUKN NOABEPraloTCA BbICOKOMY PUCKY
noTepu TpaHCcNAaHTaTa U TpebyloT CPOUHOI NPOTUBOBUPYCHOM Tepanuu [132,133].

B nccneposanmmn SOLAR-1, peumnueHTbl C reHoTunom peuuansa BMC 1 nan 4 npuHMmanu KombumHaumio
duKcmpoBaHHOM Ao3bl copocbyBupa n negmunacempa B TeueHune 12 unm 24 Heaenb ¢ pubasupuHom. Y
NaLMEHTOB, IEUUBLUMXCA Ha NPOTAXKEHUM 12 Heaenb ¢ pubasupuHOM, ypoBeHb YBO12 coctasnn 96%
(53/55) y naymeHToB 6€3 uMppo3sa, 96% (25/26) y NaLUMEHTOB C KOMNEHCMPOBaHHbIM (Knacc A no Yainna-
Mbto) uMppo3om, 85% (22/26) y NnaLMEHTOB C HEKOMNEHCMPOBaHHbIM (Knacc B no Yainna-Mbto)
LMppo3om, u 60% (3/5) y NauMeHToB ¢ HEKOMNeHcUpoBaHHbIM (Knacc C no Yainna-Mbto) umMpposom.
YposHu YBO12 He 6binun Bbllwe Y NALUEHTOB, IEYMBLUMXCA HA NPOTAXEHUU 24 Hepenb C pUBaBUPUHOM:
98% (55/56), 96% (24/25), 88% (23/26) n 75% (3/4), cooTseTcTBeHHO [55]. Moxoxue pesynbTatbl Hbiin
nony4eHbl B uccnegosaHnmn SOLAR-2 y naumMeHToB C reHOTUNOM 1, NPMHUMABLUNX TE XKe CXEMbI IEUEHUSA.
Y NaUMEHTOB, NEUMBLUMXCA HA NPOTAXKEHUN 12 Heaenb ¢ pnbaBnpuHOM, yposeHb YBO12 coctasun 93%
(42/45) y naumeHToB 6€3 unpposa, 100% (30/30) y nauMeHTOB C KOMNEHCUPOBAHHbLIM ( Kiacc A no
Yaiina-Mbio) umpposom, 95% (19/20) y naymeHTOB C AEKOMNEHCMPOBaAHHbIM (Kaacc B no Yanng-Mbto)
umppo3om, n 50% (1/2) y naumeHToB C AeKomneHcmpoBaHHbIM (Knacc C no Yanna-Meto) umpposom. Y

NauneHTOB, IeUMBLUNXCA B TedeHue 24 Heaenb, yposHu YBO12 coctasunun: 100% (44/44), 96% (27/28),
100% (20/20), n 80% (4/5), cooTseTcTBEHHO. [iBagLaTb NATb U3 27 NaLMEHTOB, MHOULMUPOBAHHbBIX
reHotTunom 4, gocturamn YBO 12 [56).




B Apyrom nccnenosaHuu nauMeHTbl NOCAe TpaHCNaHTauMKn nevyeHu ¢ peumnansom BI'C nonyyvanu
KombuHaumto codocbysup 1 Bennatacsup B pUKCMPOBAHHON A03MPOBKe B TeyeHUe 12 Hepenb bes
pubasupuHa. Obwas yactota YBO12 cocrtasuna 96% (76/79; 2 peunamsa). OANH U3 NALMUEHTOB C
reHotMnom 1la 3 15 nauneHToB M 0ANH NaLMUEHT € reHoTUNoMm 3 n3 35 nonyunnu peuname nHbeKLUU
[134].

B pane MHOrOLEHTPOBBIX UCCNEeA0BaHUIN cO0bLWanock 0 BbICOKUX NOKasaTenax YBO nocne neyeHua
KombuHaymen copocbysup n negmunaceup c unm 6es pubasmpurHa y NauMeHToOB Nocae TpaHCNAaHTaUuUK
neyeHu ¢ peunamsom BrC-uHbekumnu. OcTaeTca BbIACHUTD, HYXKeH i pubaBUpPUH BCEM NaLUEHTaM
nocsne TpaHCN/AaHTauuKn NeYeHun B coyeTaHnm c codpocbysmMpom u neamnacsmpom mam c cooocbysmpom
1 BENNATacBUPOM.

M3-3a YacTbix B3aUMOAENCTBUIN MeXAY IeKapCTBEHHbIMU CPEACTBaMM U HEOHXOAMMOCTH
KOPPEKTUPOBKMU A03bl UMMYHOAENPECCAHTOB, NPUMEHEHUE pPAAA NEKAPCTBEHHbIX NPenapaToBs, BKAKYanA
MHIMBUTOPBI NPOTEasbl, He ABAAKTCA ONTUMA/IbHBIM ANA NALMEHTOB NOC/NE TPAHCNIAHTALUN NEYEHM.
OAHAKO Yy AaHHbIX BONBbHbBIX C HAPYLIEHHOW GYHKLMUEN NOYEK KOMBUHALMA rNeKanpesup U
nubpeHTacBMp B TedeHue 12 Heaenb ABAAETCA aNbTEPHATUBOWN CxeMaM Ha ocHose codocbysupa. B
nccnenosaHnm MAGELLAN-2 6binu BkAtoYeHbl 80 NauMeHTOB NOc/e TpaHcNAaHTauMm neyeHu u 20
nocne TpaHCNAAHTaLUKU NOYEK, CTabUAbHO NOYHaBLIMX UMMYHOCYNPECCUBHYO Tepanuio. NpeaHU3oH /

NpeaHU30/I0H Ha3HayancA B 4o3uposke <10 Mr/ cyTKu v umknocnopuH A B go3e <100 mr/ cyTku Bo

BPEeMA CKPUHUHTrA. Y BCEX NALMEHTOB, KPOME 0AHOTO, AOCTUIHYT YBO12 [135].




Pexomendayuu
e Bcex naumeHToB C peumamsom BIC-nHdekumm nocne TpaHCcNNaHTaLUKN NeYeHn cneayer

paccmMaTpMBaTbh Kak KaHANAAToB Ha Tepanuio (Al).
NleyeHune cneayeT HAYMHATL HA PAHHEW CTaAUKU NOCNE TPAHCNAAHTALMN NEYEHN, B naeane, Kak
MOXHO paHblUe, KaK TONbKO COCTOSHME NaLMeHTa cTabuamsnpyeTca (Kak NpaBuao, Noce NepsbIx
3 mecALeB Nocne TpaHCNNAHTaLUK), TaK Kak Nokasatenn YBO12 CHMXKAKOTCA Y NALMNEHTOB C
nporpeccupytoweit 6onesHb0 NeYeHblo Nocie TpaHcnAaHTauum (Al).
dnbpo3npytowmii xonectaTYeckmMi renaTMT AN Haanyme oT yMepeHHOro A0 06WNPHOTo
¢dnbpo3a nam NopTanbHOMN rMNEPTEH3NN B TEYEHME O4HOTO roAa Nocne TpaHCNAaHTaLnm
CBUAETENLCTBYIOT O HEOHXOANMOCTN CPOYHOWN NPOTUBOBUPYCHOM Tepanumn, NOTOMY YTO OHW B
3TOM C/lyyae BepoATHO BbICTpoe nporpeccuposaHne 3abonesaHma U NoTepa TpaHcNAaHTaTa
(A1).
YpoBeHb MMMYHOAENPECCAHTOB BO BPEMA U NOCNE NPOTUBOBUPYCHOMN TEpanUn A0MKEH
KOHTpoAnposatbesa (Al).
MaumeHTbl C peungmBom nocne TpaHcnnaHTaumm BIC 6e3 umppo3a, c KOMNEHCUPOBAHHbBIM
umppo3om (knacc A Yana-Mbio) nam ¢ gekomneHcMpoBaHHbIM (Knacc B namn C no Yaina-MNoto)
LMPPO30M MOTYT NeYnTbCA KOMBUHaummnen B GUKcMpoBaHHOW Ao3nposke codocbysmupa u
nepunacsupa (reHotunobl 1, 4, 5 nnm 6) unu copocbysmpa n sennatacsmpa (8ce reHotTunbl) (Al).
MayneHToB c peunansom BIC-nHdekunmn nocne TpaHcnnaHTaunm c reHotmnamm BIC1, 4, 5 6e3
LMpPpOo3a NaM C KOMNEHCMPOBAHHbBIM LMPpPOo30Mm (Knacc A Yanna-Mbio), cneayer neuntb
KombuHaumen B pMKcMpoBaHHOM A03upoBKe codocbysup n neamnacsmp nan KombuHaumen
codocbyBup n Bennatacemp B TeyeHune 12 Hegenb 6e3 He0HX0ANMOCTN NpeaBapPUTENbHON
KOPPEKTUPOBKN A03bl UMMYHHOAEeNpeccaHos (Al).
MayneHTbl ¢ peymansom BIC-nHpekumMn nocne TpaHCNAAHTALNKM C reHOTUNamu 2 uamn 3 6e3
LMppPO3a UANU C KOMMNEHCUPOBAHHBIM LMPPO30M (Knacc A HYaitna-Mbto) AONKHBI NeYNUTLCA C
nomoLplo KoMbuHauumn copocbysmp 1 BeanaTacsmp 8 PUKCUPOBAHHOM A03UPOBKE B TEUEHMNE
12 Hepenb He3 HeEOHXOAMMOCTM NPeABaAPUTENBHOIN KOPPEKTUPOBKKU A03bl
MMMYHHOaenpeccaHos (Al).
MaumneHTbl C peunamMBoM Nocne TpaHcNNaHTaumm Bcex reHotunos BIC 6e3 umpposa mam ¢
KOMMNEHCUPOBaHHbIM LMPPOo30oM (knacc A Yaina-MNMbwo) ¢ CKP <30 mn / mun /1,73 M2 MOXKHO
NeynTb KOMBbUHaLMeN rnekanpesmpa n NMbpeHTacsmMpa B GUKCMPOBAHHOMN AO3NPOBKE TEYEHME
12 Hepenb. YpoBEHb UMMYHOA4ENPECCAHTOB HEOHXOANMO KOHTPOAMPOBaTb U KOPPEKTUPOBATb
no mepe HeoHX0ANMOCTN BO BPEMSA N MOCNE OKOHYAHUA neyeHuns (B1).
MaymeHToB ¢ peungmsom BIC-mHpeK UMM nocne TpaHCNNAHTALMUM C AEKOMNEHCUPOBAHHbIM
unppo3om (Knacc B namn C Yanng-lMbio) cneayer NeUntb € NOMO WbO KOMBUHaLUN B
duKcMpoBaHHOM A03MpoBKe codocbyBupa n negunacsnpa (reHotmnol 1, 4, 5 nnm 6) nam
codocbyBmpa 1 BennaTacempa (Bce reHoTMNbI) B TedeHMe 12 Hepenb ¢ exxegHEBHbIM NPUEMOM
pnbasmpuHa B A03npoBKe No macce Tena (1000 mruam 1200 mr y naymeHToB <75 Kr unm 275 kr,
COOTBETCTBEHHO). DTUM NaLMeHTam pMbaBUPUH MOXKHO NMPUHMUMATL B f03NpoBKe 600 Mr B A€EHD,
a 3aTeM 403MPOBKa A0MKHA KOPPEKTMPOBATLCA B 3aBUCMMOCTN OT NepeHocumocTu (B1).
MaumneHTbl ¢ LEKOMNEHCUPOBAHHbBIM LMpPpPo3om (knacc B nnamn C Yaing-Mbio) n
NPOTUBONOKA3aHUAMMU K pUBABUPUHY NN C NNOXOIN NEPEHOCUMOCTbLIO PUBABUPUHA AONKHDI
NeynTbea KombuHaumue it copocbysmp n negmunaceup (reHotunol 1, 4, 5 unm 6) namn copocbysup
1 Bennartaceup (Bce reHoTUNbI) B PUKCUMPOBAHHOW A03UPOBKeE B TeueHue 24 Hegenb 6e3
pnbasupuHa (B1).

IanueHrsI C AC€KOMII€EHCHPOBAHHLIM HHPPO30M 6e3 nmoxasaHuii A5 TPAHCIVIAHTAIIHH
MMe4YeHHu

OcHoBHas uenb aHTU-BIC-Tepanumn y 601bHbIX C AeKOMNEHCMPOBaHHbIM (Knacc B nan C Yanna-MNoto)
LMPPO30M NEYEHN, KOTOPbIX HET B CMIUCKE OXNAAHWUA TPaHCNNaHTauMn, — A06UTbCA yayuleHns
bYHKLMM NEYEHU M BbIXKMBAEMOCTU. HECKONBKO MCCNeaoBaHUIA NPOAEMOHCTPMPOBANN BbICOKMIA
yposeHb YBO,




paBHbIM Y NALMEHTOB C AEKOMNEHCMPOBAHHbBIM LMPPO30M Knacca B u C, Hapaay ¢ YeTKum
TepanesTUYEeCKUM 3GHEKTOM BMPYCHOTO KAMPEHCa Ha GYHKUMIO NeYeHM, CO 3HAYMTENbHbIMU
yAy4yweHnamu nokasartenen bunmpybuHa, anbbymmnHa n ceeptoisaemoctu kposu INR n, Kak cneacrene,

yposHe# MELD n Yaina-Mbio y TpeTM — NonoBuHbI NaumenTos [55, 56, 120, 136, 137]. MNoxoxune

pe3ynbTaTbl 6bIAN B NpaKTUYECKUX nccneaosanmsax [55], [56], [120], [136], [137]. MNayMeHTbl ¢ uMppo3om
Knacca B nonyumnm 6onblie NoAb3bl OT BUPYCHOTO KAMPEHCA C TOUKN 3PEHMUA BbI)KMBAEMOCTHU NpHU
OTCYTCTBMM HEXenaTenbHblX ABAEHUM Ha 15-m mecaue, Yem naumneHTbl ¢ umppo3om Knacca C [117].
Pe3ynbTaTbl 3TUX NCCNeaoBaHuUi Obln M3N0XKeHbI Bbiwe. OTCYTCTBYIOT AaHHble NO A0NTOCPOYHbIM
KNAMHUYECKUM HabnogeHuam.

Pexomendayuu

e [laumneHTbl C AEKOMNEHCUPOBAHHbIM LMPPO30m neyeHn (knacc B u C go 12 6annos), He
HAXOAAUMXCA B CMUCKE OXNAAHUA TPaHCNAAHTaLMK NeYeHn n 6e3 conyTcTBYOLLNX
3aboneBaHuii, KOTOPblE MOI/IN Bbl NOBAUATL HA UX BbIXKUBAHUE, HYXAAIOTCA B CPOYHOM SIeUeHUN
(A1).
NHrMbuTopbl NpOTeasbl He A0NXHbI UCNONb30BaTLCA Y NALMEHTOB C AEKOMNEHCUPOBAHHbLIM
LUMppO30M Knacca B no Yaitna-nbto M NpOTMBOMNOKA3aHbl Y NALMEHTOB € LMPpPO30oM Knacca C
(A1).
MayMeHToB C 4EKOMNEHCUPOBAHHbBIM LLUPPO3OM, HE HaxOAALLMXCA B CUCKE OXNAAHUA Ha
TPaHCNAAHTaLMIO NeYeHn, cneayeT NeYnTb O4HON U3 cneayoumnx KombruHaumi B
duKcMpoBaHHOM ao3nposke: codocbysnp n neaunacsnp (reHotunsol 1, 4, 5 nam 6), copocbysmp
1 BeNNaTacBup (Bce reHOTUNbI), C exxeqHEeBHbIM NPUEMOM pubaBMpUHa B 3aBUCUMOCTM OT
maccbl Tena (1000 nnm 1200 mr npy macce <75 Kr uam 275 Kr cOOTBETCTBEHHO). ANA 3TUX
NauneHTOB HayaNbHaA exxeaHeBHasn A03a pubasnpunHa moxeT 6biTb 600 MF B AeHb, KOTOPYHO
MOXHO CKOPPEKTUPOBaTb B Aa/ibHEMLLIEM B 3aBUCUMOCTH OT NepeHocnmoctu (Al).
MayMeHTOB C AEKOMNEHCUPOBAHHbBIM LLUPPO30OM, HE HAaXOAALLMUXCA B CNUCKE OXUAAHUA
TpaHcNAaHTauMn nevyeHun, nHPuumMposaHHbix BI'C reHotMnamu 1, 4, 5 nnm 6, Heobxognumo
neuntb codocbysmpom n negmnacsmpom nnm codpocbyBMpom n BennaTacBMpPoOMm (Bce reHoTunNbI)
B TeyeHue 12 Heaenb ¢ pubasmpuHom (Al).
MayMeHTOoB C AEKOMNEHCUPOBAHHbIM LLUPPO3OM, HE HAXOAALLMXCA B CNUCKE OXUAAHUA
TPAHCNAAHTALUN NEYEeHU, NPU HANNYMM NPOTMBONOKA3AHUM K prBaBUPUHY MK NPU NNOXON
NepeHoOCMMOCTN pubaBUPUHA, MOFYT NoAy4aTb KoMbUHauuno codocbyBup 1 neamMnacsmp
(reHoTuNbl 1, 4, 5 nnn 6) namn codpocbysmnp 1 BennaTacsmp (Bce reHOTUNbI) B PUKCUPOBAHHOM
003UpOBKe TeueHne 24 Hepenb 6e3 pubasmpuHa (B2).
Coobuianocb 0 bonee BbICOKOM pUcke HebBNaronNpUATHbIX COOLITUIA Y NALMUEHTOB C
OEKOMMNEHCUPOBAHHbLIM LIUPPO30M, YTO TpebyeT YacTbiX KAMHUYECKUX U NabopaTopHbIX
obcnepnosaHuii BO Bpems 1 nocne Tepanum BIC (B1).

IManueHrs! ¢ 'K 6€3 noKasaHMi /1 TPAHCIVIAHTAallUM NeYeHN

BI'C aBnsetca Beayuieit npuunHoi LUK no scemy mupy, 3abonesaemoctb n cmepTHOCTb OT BIC-
accoumnunposaHHoi LK pacTteT, ocobeHHO B perMoHax € BbICOKMM ypoBHeM Aoxoa08. [LUK passusaeTtcs
y 1-7% naumeHTOB C LMPPO3OM NeYveHn Kaxabli roa. Cpeam apyrux pakTopos, pUcCK ee BOSHUKHOBEHUA
Hamnbonee cBsA3aH ¢ TAXKeCTblo GnbpPo3a, NoNOM, BO3pacTom, Hannumem anaberta n yposHem Anbda-
detonpoTtenHos (ADIM). BbiNo BbIACHEHO, 4TO YBO accoummpoBaH ¢ 06uum ymeHblieHUEM CMEPTHOCTH,
CMEpPTHOCTM OT NeYeHOYHbIX 3aboneBaHui U ¢ ymeHbluieHnem pucka MNUK. OaHako YBO He ycTpaHseT
puck UK. Neuvenne NNy 601bHbIX C LUPPO3OM NEYEHM NPUBENO K 3HAUYMTENIbHOMY KOJIMYECTBY
NaLMeHTOB, HYXAAOWKNXCA B Nocneaytouem HabntogeHn. HECKONbKO KPYNHbIX KOFOPTHbIX
NCCNeaoBaHUI U MeTa-aHaIN30B M3yyYanu B3aumocBsasb mexay YBO u cHuxkeHuem pucka NUK. OHu
nokasbiBatoT, YTo YBO cBA3aH co 3HauMTeIbHbIM COKpauieHuem 3abonesaemoctu LUK B cpeaHecpoyHoM




n gonrocpoyHoi nepcnektuse [8], [15], [140], [141], [142]. B peTpOCNEeKTUBHOM KOFOPTHOM
nccnegosanum 6bin nposeaéH aHanms 17 836 HCV-nonoKutenbHbIX NauMeHTOB U NaUMEeHTOB,
nonyyaswmx tepanuto NMNA (YBO otmeyancs y 66,6% v 96,2% naumeHTOB, NONYYaBLIMX TEPANULIO
nutepdepoHamu nam MMM, cooreeTcTBeHHO) B rocnutansax Veterans Administration. Mo cpaBHeHUIO ¢
nauneHTamm 6e3 YBO, y naumneHTos ¢ YBO de novo 6bin 3HaUMTENbHO CHUMKEH pucK MLUK.

Bblno NoKasaHo, UTo MHTephEpOH yayywaeT pesynbTaTbl nocne abnsumm nnm pesexkumnn UK. B
HacToswee Bpems 0bcyaaeTca BONPOC O TOM, BAUAIOT /I BbICOKNE Nokaszatenu YBO, aocTurHyTble ¢
MCNO/Ib30BaHMEM HOBbIX 6e3bIHTepdepPOHOBbIX CXEM, HA PUCK PeLuanBa Nocie pesekunn nnun abnauuu.
[encTBUTENbHO, HEOXNAAHHO YacTble paHHWe peumansbl FUK c 6onee arpeccnBHbIM TEHEHUEM
OTMEYaNNCb B ABYX PETPOCNEKTUBHbIX UCCNea0BaHUAX Yy nauneHTos ¢ MUK, cBA3aHHbIM ¢ renatutom C,
npowegwwnx MUK-Tepanuio n BnocneacTenmn neunsumnxca 6esbiHTepdepoHOBLIMU CXEMaMU U B
60nbWKNHCTBE CNyYaes Bblneunslimneca or renatuta C [144,145). 3Tn gaHHble HblAN NOABEPTHYTbI
KPUTUKE B CTaTUCTUUECKOM aHanuze. OnpeaneneHHan oueHKa BepoAaTHOCTU peunansa MUK 3aTpyaHeHa
M3-33 BbICOKOM KIMHNYECKOMN, BMONOIrMYECKOM 1 3NNAEMMONOTMYECKOM HeogHopoaHOCTM LK.
Ncnonb3osaHue MUK-Tepanuu B KauecTse OTNpaBHOM TOYKM (a He Tepanuu MM AO), dakTnyeckan
BEPOATHOCTb pa3suTus peungmeos MUK y Kaplan-Meier B TeueHue 6 n 12 mecaues coctasuna 7% u 13%,
B OT/IMUME OT 3aABNEHHOIO CYMMApHOro nokasartens 27% [146]. U3-3a HeboNbLWOoro YMcna NauneHTos,
PETPOCNEKTUBHOIO XapaKTepa UCCNea0BaHNIN U OTCYTCTBMA KOHTPOAbHbIX FPYNN aBTOPbI NPULIAN K
BbIBOAY, YTO UX HabaloaeHWe cneayeT BOCNPUHUMATD, KaK NpeaocTepereHme u Heobxoamma oueHKa
bonee KpynHoro macwraba.

MpoTuBopeumBble pe3ynbTaThbl 3aTem Hbiv ONyBAMKOBAHbI A4PYTMMM rpynnamn. Ha MOMEHT HanucaHma
3TUX PEKOMEHAALNIN HECKONBKO NCCAea0BaHUA Npeanoaarany yseamyeHume Yactotol peungmeos MUK de
novo nocne NMNA-nHayunposaHHoro YBO [144, 145, 147-150], Torga Kak gpyrme He coobLWatoT O KaKux-
Nnbo oTanumnax [118, 151-164]. Hambonee cTporo ¢ Hay4HOM TOUKM 3pEHUA OLEeHKOW pucka MUK npwm
Tepanuu Ha ocHose MM/ 6binn 6bl paHAOMN3NPOBaAHHbIE KOHTPOIMPYEMbIE UCCNeA0BaHUA Cpeau
NauneHTOB C LMPPO30M (N0 PUCKY BO3HUKHOBEHMA) M NaumneHnToB ¢ MUK nocne Tepanuu MUK (ana pucka
peumansa). OgHaKo TakMe UCMbITAHUA NOAHUMYT CEpbe3Hble 3TUYeCKUe Npobaembl. 3HAUNTENbHbIN
06bem AaHHbIX yKa3blBaeT Ha TO, UTo caydau MUK cHuxkatoTcs nocne YBO B pesynbTaTe Tepanuum MNMA.

[ns obecneveHna 6onee TOUHbIX OLEHOK pucka peunansos MUK n obwmx pesynbtatos nedeHuna MUK

nocne nposeaeHUA Tepanum Ha ocHose MM/ noTpebyeTtca Honee WNPOKoe NPOCNEKTUBHOE
nccnegoBaHUe C COOTBETCTBYIOLWEN cTpaTuduKaumen pucka u bonee A0NrOCPOUHbIM HabaogeHmem.
MocKobKY NeYeHOUHAsA AeKOMMEHC caLMA ABNAETCA OCHOBHOM NPUUYMHOM cMepTUy naumeHTos ¢ MUK, a
bYHKUMA NeYeHM MOMKET YAYULWaTbCA Y NALNEHTOB C LMPPO30M, B HacToALEe BpeMs OTKNaAblBaHUe
neyeHusa y BIrC-nonoxuTenbHbix NAauMeHToB U npoxogawmx nedenume MUK He onpasagaHo. OgHako ana
3TUX NaLMeHTOB TpebyeTca TwaTenbHoe HabaaeHe U BU3yanunsaums.




Pekomendayuu
e JleyeHune BIC He cneayeT OTKNaAbIBaTb Y NALNEHTOB C LMPPO3OM; 3TUM NauMeHTam

notpebyerca HabntogeHne no nosoay LK nocne YBO, noTomMy, YUTO pUCK HOBbIX CIYHaeB UK
peunameos LK cHnkaetcs, Ho He uckntoyaetcs (Al).
HeunsgectHO, NpuBOANT M NPOTUBOBUPYCHAA TEPANNA K 4OArOCPOYHOMY YAYHLEHWNIO
BbIXKMBaAHMWA 33 CHET CHUXKEHUSA pucKa peunamea LUK y naumeHTos ¢ HCV-accoumnpoBaHHOM
UK. OgHaKo, 3TM NauMeHTbl YacTO UMELOT BblpaXKeHHbIN GNMBPO3 NN LMPPO3 NEUYEHU N AO0NXKHbI
Nony4YyaTb NPOTUBOBUPYCHYIO TEPANUIO B CBA3M C 3TUMM 3a60N1eBaHUAMMN NEYEHU Npu
TwartenbHOM HabnogeHnn aTux nauneHTos no nosoay MUK (B1).

JleyeHH e 0COGBIX I'PYIII

CoueraHHas BI'B-undexnus

Y naumeHTOB ¢ coveTaHHon BIC / BIB-uHbekumel yposeHb AHK BB 4acTo HM3KMI1 MAN HEBbLIABNAAEMbIN,
XOTS OH MOKET U3MEHATLCA B LWUIMPOKUX Npeaenax, U, Kak Npasnno, OCHOBHbIM GaKTOPOM XPOHUYECKOTO
renatuta sbictynaet BIC. Y nauneHToB AONKeH 6bITb TUWATENbHO NPOaHANN3MPOBaH pennKaTUBHbINA
cTaTyc Kak BI'B, Tak un BI'C, Take cneayer npoBepATb Ha Hanuune nHoeKLMm, BbI3BaHHON BUPYCOM
renatuta genbta. Mpu penamkauunn BI'B, Bbi3biBatoweit 3ab6onesaHne neyeHun, neveHue cnegyet
NPOBOAUTb NO TEM }KE NPaBUNam, YToO NPUMEHAIOTCA K MOHOMHdeKLun BIC.

CywiecTsyeT NOTeHUManbHbIM PUCK peakTuBaummn BIB Bo Bpema unu nocne kampeHca BIC, HO 3TOT puck
Henpenackasyem [165], [166]. B npocnekTuBHOM uccnegoBaHnn y 111 TakBaHbCKUX NALMEHTOB C
KouHbeKkunei BB / BIC, onpeaensemoi Kak obHapyxusaembiit aHTureH HBs u PHK BI'C, 100%
nauuneHToB nonyuinn YBO nocne Tepanum kKombuHaumen codocbysnp n negunacsump B TedeHue 12
Hegenb. MpubnnsntenbHo aBe TPeTn U3 HUX nmenun yseanyeHue yposHa [HK BB, He cBazaHHOro ¢
Kakumn-nnbo npmusHakamm uanm cumntomamm. Tonbko y 5 naumeHTtos Habatogancs poct ANT 8
CbIBOPOTKE A0 YpOBHEN, bonee Yem B 2 pasa NpeBbIWAtOLMX BEPXHIO IPaHULY HOPMbI, @ NOKa3aHWA
ans nedeHnn BMB-nHoekunm bbinn B AByx cayyasx [167].

MauneHTbl, HaunHatowme neveHne renatuta C cxemamu Ha ocHose MMM, 40NKHbI BbITb NPOBEPEHbI HA
NOBEPXHOCTHbIM aHTUreH BB (HBsAg), aHTUTena K KopoBomMy aHTUreHy (anti-HBc) n Ha aHTUTena K
NOBEPXHOCTHOMY aHTUreHy (anti-HBsAg). Ecam npucyrcteyer HBsAg, nokasaHa Tepanua BIB-nHdekumm
aHasoramm Hykneosnaos / Hykneotnaos. Y HBsAg-oTpuuatenbHbixX 1 anti-HBc-nonoxutenbHbIx
NauneHToB cnegyeT KOHTPOAMpoBaTb ypoBHU AJIT B CbIBOPOTKE KpoBHM, a Takxke HBsAg n IHK BI'B, ecnun
yposHu AT HeNpUXo4AaT B HOPMY UKW NOBbIWAKOTCA BO BpemA uan nocne HCV-tepanun. MOHUTOPUHT
yposHen ANT B CbIBOPOTKe NoKasaH anti-HBs- u anti-HBc -nonokuTenbHbIM nauneHTam.




Pexkomendayuu

e [MauueHTOB Cc KO MHeKumen BIB / BIC cneayeT eUnTb C NOMOLLbIO TEX XKe cXxem neyeHua BrC-
MHbEKLMK, KaK M NaLMeHTOB ¢ MOHOMHeKuMen BIC (B1).
MauneHTbl, KOMHPMLMpoBaHHbIe BI'C 1 BI'B, oTBeuatowme cTaHgapTHbIM KpUTepuam gnn
neyeHuns BIB, 4OMKHBI NEUUTBLCA aHANOraMM HYKNe03MA08 / HYKNeOoTUA0B B COOTBETCTBUM C
PyKOBOACTBOM NO KAMHMYECKOM NpaKkTuke EASL 2017 no 6opbbe ¢ nHdeKumel Bupyca renatura
B (Al).
HBSAgG-NoN0OXKMTEeNbHbIE NALLMEHTbI 40/KHbI NONYYaTb aHANOMM HYKNE03nA08 / HYKNeoTMA0B, No
KpaiHei mepe, 12-i Hepgenb nocne 3asepleHna BIC-Tepanum 1 exemecauHo
KOHTPO/MpPOBaTbCA Nocne 3asepweHunn BIrB-tepanum (B1).
Y HBsAg-oTpuuaTenbHblX, HO aHTU-HBC-NoN0XUTENbHbIX NALMEHTOB, YPOBHU K ASTT A0MKHbI
KOHTpOAupoBaTbca exxemecAdHo, HBsAg n [1HK BIB cneayet onpegenatb, ecavn yposHu AT He
HOPMaNMU3yKTCA WX NOBbLIWAKTCA BO BpeMA uamn nocne BIC-tepanuu, a Tepanua aHanoramu
HYK/1€031 408 / HYKNeoTua0B A0MKHA BbiTb MHULMMPOBAHA, ecau BbiasnAeTcA HBsAg u / unu
OHK Bre (B1).
HBsAg -oTpuuaTenbHble, HO aHTU-HBC-NnonoXMTEeNbHbIE NaLUeHTbl, Npoxoasawme BrC-tepanuto,
OO/IKHbI eXXeMeCAYHO KOHTpoAnpoBsaTb yposHu ANIT n genatb Tectbl Ha HBsAg n 1IHK BIB 8
cnydyae nosbliweHuA ANT (B1).

HMMYHOKOMI]JICKCHBIE HPOABJICHUA XPOHHYECKOro renaTura C

Bbinn onncaHbl HECKONBKO MMMYHOKOMNEKCHbIX NPOABAEHMM XPOHUUYECKON nHeKuum BIC.
CMelaHHana KpUornobyamHemuma, B OCHOBE KOTOPOM IEXUT IKCNaHCUA B-numdounTos, MoXKeT
NPUBECTU K CACTEMHOMY BaCKy/IUTY, NPU KOTOPOM MHOXECTBO OPraHOB NOPAXKakTcA B pe3y/ibTaTe
COCYAMCTOrO OCaXKAEHUA UMMYHHbIX KOMNIEKCOB. SleyeHne CMeLAHHON KPUOrNoByIMHEMMU OCHOBAHO
Ha NPUYMHHOM (NPOTMBOBUPYCHOM Tepanuum) u/uam MMmyHoCynpeccusHoM Tepanuu. NMocnegHue
uccneaoBaHUA Nokasanu, uto YBO, MHAYLMPOBaHHbIN 6e3biHTepPEPOHOBLIMU CXEMAMMU fledeHus, Bbin
CBA3AH C YNIyYLWIEHUEM KTIMHUYECKUX NPOABNEHNI CMELUIAHHOM KpUornobynnHemmum [168-174].
Putykcumab, aHTn-CO20 MOHOK/NIOHaNIbHOE aHTUTENO UCNONb30BAUCh KaK Ha KOXe, TaK U Ha
BHYTPEHHWUX OpraHax.

CyLwecTByeT 3HaUMTeNbHAA CBA3b MeXAy renatutom C u B-KNeTOUHOM HEXOOKKUHCKOW NMMPOMOIA.
OnddysHaa B-kpynHokneTouHaa niMmdoma AaBnseTca Haubonee pacnpocTpaHeHHOM. 3abonesaHune

NeYnTCA No cTaHaapTHomy pexumy R-CHOP; aeicteune Putykcumaba ABHO yCMAMBAETCA, HECMOTPA Ha TO,

UYTO MOXKET TaKXe NOBbICUTbCA BUPYCHAA peninKauma. U3BecTHbI Cnyydan perpeccum
Hu3KoanddepeHUMpoBaHHON nMmbomMbl Nnocne goctuxkeHuns YBO c 6e3biHTepdpepoHOBbIMU CXemMamMu
neyenwun [175-177]. B HegaBHeM nccnenoBaHUKU, NPOTUBOBUPYCHOE NedeHue MM/ B coueTanHum co
cneymdUUecKoi xummoTepanumei oKasanocb HE3aBUCMMbIM NPeaUKTOPOM He3pelnanBHON
BblXXMBaemocTu [178].

CBA3b XpoHUYecKoi nHdeKunn BI'C n XxpoHUYECKON NOYEYHON HeA0CTaTOMHOCTM A0CTOBEPHO
ycTaHosneHa [179]. bbin obHapyXeH pag rmcTonormyeckux nopaxKeHui, Ho Hanbonee Yactbimu 6bin
MmembpaHo3HO-NpoandepaTUBHbIN rnomepynoHedput | TMNa, KaK Npasuno, Ha GoHe cMellaHHOM
KpuornobynuHemmu |l Tuna. TakxKe MOryr BOSHUKHYTb O4aroBbl CErMeHTapHbIN rOMepPYI0CKIepos U
UHTEepCTULMaNnbHblt HedpuT. Moaxoabl K Tepanumn BFC-accoumMmnpoBaHHbIX 3abonesBaHuit novek
BK/IOMAIOT NPOTUBOBUPYCHYIO TEPANUIO, PUTYKCMMab, Nnnasmadepes, KOopTUKOCTEpOUAbI 1
unknodpocdammna. BosMoKHO, HO He AOKA3aHO, YTo Bosee 3hHEKTUBHBIN U ObICTPbLIN aHTUBUPYCHBIN
oTseT, Habagaembin ¢ 6e3biHTepdepPOHOBLIMU NPOTUBOBUPYCHBIMU CXEMAMM, YAYULIMT pe3ybTaTbl.
MMetoTcAa HeKOTopble AaHHble 06 UCNONb30BaHUM PUTYKCMMaba B nedeHmmn BIC-MHAYLMPOBAHHOM
no4yeyHoin 6one3HU. PekomeHAyeTca MeXaAUCUUMNANHAPHbIM NoAXoA4,




Pexomendayuu
e CneayeT paccMaTpuBaTbh NPOTMBOBMPYCHYIO Tepanuio 6e3biHTepdepoHOBbIMMU U

6e3pnbaBUPUHOBLIMU CXEMaAMWN ANA NEYEHWNS CMELIAHHON KPUOrN0ByNMHEMUM U NOYEYHDBIX
3ab0neBaHuWM, CBA3AHHBIX C XPOHUYECKUM BI'C, OCHOBbLIBAACL HA BbILIEYKA3aHHbIX
pekomeHaaumax. TwatenbHblM MOHUTOPUHT NOH6OYHBIX 3ddeKTOB ABNAETCA 06A3aTeNbHbIM (B1).
HasHauyeHwne putykcumaba ans 3a6onesaHunin noyek, ceAsaHHbIX ¢ BI'C, 4oMmKHO 06Cy»KaaTbcA
MHoronpodunbHOM MeguumHCcKom 6puragon (B1).
B neueHun Bl C-accoummpoBaHHOM NMMdOMBbI cnegyeTt ncnonb3osaTb 6e3biHTepdEpPOHOBbIE,
6eprMbaBUPUHOBLIE CXEMbI COTNACHO NPUBEAEHHBIM PEKOMEHAALMAM B COMETAHUN CO
cneunduryeckom xsummnoTepanmen, C yY4eTOM BO3MOKHbIX NE€KAPCTBEHHbIX B3anmogencranim (B1).

IIanueHTsI C Hapymi€eHMEM (by1ﬂ(l],ﬂﬂ NMOYEK, BK/II04YaA NAaHHEHTOB HA TreMOo/JHa/IN3¢e

BIC-nHpEKUNA WMPOKO pacnpoCcTpaHeHa y NaLMEHTOB C HapyweHnem GYHKLUN NOYEK, B TOM Yncne ¢
TAXENOMN NOYEUHOMN HEQOCTAaTOYHOCTbIO (CKD <30 Mn/MUH/1,73 M?),a TaKKe C TEPMUHANLHOMN NOYEUHOM
HEeA0CTaTOYHOCTbIO, KOTOPbIM TPebyeTca remoamanvs nam neputoHeanbHbi auanms. Heobxoanmo
YUYUTbIBATb PasnyHbIE rPYNMbl NALMUEHTOB C NOYEYHOW HEAOCTATOYHOCTLIO NPU HAa3HAYEHUM NEYEHUSA
renatuta C. Cioga BXOAAT NAaLMEHTbI C XPOHMYECKOM bonesHblo noyek (XBM) 4 ctagum ¢ pesko
CHWKEeHHOI dyHKUnen noyek (CK® = 15-29 ma/mnn/1,73 m2) m naumenTbl ¢ XBIM 5 craguu (CKd <15 mn/
MWH/1, 73 M2 MK Ha Ananuse); NaLMEHTbI NOCAE TPAHCNAAHTALMN NOYEK; NALMEHTbI C LLUPPO3OM
neyeHn n HapyweHuem GYHKLUKN NoYek (XpOHUYECKas noYeyHas HeA0CTaTOYHOCTb, renaTopeHanbHbIi
CMHAPOM, OCTpOE NoBpeXaeHMe NoYeK, HapyweHne GYHKUNKN NeYyeHn Ha GOHe XPOHUYECKO
HEeAO0CTAaTOYHOCTH); NaLMEHTbl NOCNE TPAHCNNAHTaALMM NEYEHN C HapyLEHNEM GYHKLMM NOYEK,
BbI3BAaHHOW KaNIbLMHEBPUHOM; UNN NALMEHTbI CO CMELIaHHOM 3CCEHLMANbHON KpnornobyamHemmen c
Nopa)KeHMeM noyek. B HEKOTOPbIX U3 3TUX rpynn, NoYeyHas GyHKLMA MOXKET ObITb NOTEHLUMAN bHO
YAYULWEHa MAK yXyaWweHa NpoTUBOBUPYCHbIM NedeHnem. BoccTaHoBNEHWE OpraHa MOXKET 3aaepikaTbca
nocne YBO y naumeHToB ¢ KpnornobynnHemuei [169]. MHbekums BIC pacnpocTpaHeHa y NauneHTOB Ha
remoamnanmse n cBssaHa C NOBbIWEHHOM 0bLWe NeTaNbHOCTLIO U NETAaNbHOCTLIO OT NEYEHOYHbIX
3abonesaHuni. OgHaKo cepaeUHOCcoCyaucTbie 3a60N1eBaHNA OCTAOTCA FNaBHbIMW NPUYMHAMU CMEPTU Y
ANaNnU3HbIX NALNEHTOB, HE3AaBMCUMO OT cTaTtyca BIC.

Y NauWeHTOB C NErKO U YMEPEHHOM NOYEUYHO HeAOCTAaTOYHOCTbIO (CKD 230 ma/MuH/1, 73 m?),
KOPPEKTMPOBKA A03bl He TpebyeTca ansa noboit u3 yTeep:kaeHHbIX cxem Tepanuu MNA. Noatomy 3t
NauMeHTbl AONKHbI 1EYNTLCSA B COOTBETCTBMM C BblWEYKa3aHHbIMU PEKOMEHAALMAMM.

ﬂ,aHHble 0 6e30NacHOCTU CXEM NIeYEeHMA Ha OCHOBE COCbOC6yBMpa OTCYTCTBYIOT 4NA NauneHToB C

TAXKENbIMU HAPyLWeHUAMMU YHKLUMM nodek (CKD <30 ma/mun/ 1,73 m%). CodoctyBup BbIBOAUTCA B

OCHOBHOM 4epes NoYKu, n ero npumeHeHune npu XblN cragumn 4 nan S nam y remoamnanmsHbix NaLMEHTOB
HaxoanTcA BHE cepTUPULUPOBAHHbBIX peKOMeH4aLUMN. BbICKa3biBaANUCb ONACEHMA N3-33 CYLWLECTBEHHO
bonee BbICOKOM KOHUEHTpauum copocbysnpa n, camoe rnaBHoe, ero BbIBOAUMOro Yepes NoYKu
meTabonnTta GS-331007 (+103% mn +501% AUC, cOOTBETCTBEHHO, B CPaBHEHMM C NaumMeHTamm bes
HapyweHusa GyHKuMn noyek) [62]. BIC-nHoununposBaHHble naumeHTbl ¢ XBM ctagum 4 unmn 5 6binn
nponeyeHbl CXemamm Ha ocHose codocbyBupa, Koraa apyrve BapuaHTbl 1e4eHnUs He Oblan 4OCTYNHbI, a
neyeHune Heobxoammo, 6e3 yxyaweHua GYHKLUNN NoYeK B boablumHcTBe cnyyaes [180]. OgHako, B
NPaKTUYECKOM KOropTHomM nccnegosannn TARGET 2.0, nporpeccupyrowiee yxyawernne GyHKUUN noYek
N NOYeYHble CUMNTOMbI OblIM 3aPErMCTPUPOBAHDI Y NALMEHTOB C TAXKENOMN NOYEYHOMU
HEeAO0CTaTOYHOCTBIO, NONYYABLUMX CXEMbI Ha OCHOBe codocbyBupa, xoTA 3ppeKTUBHOCTL bbina
COMNocTaBuMMa C Tem, YTo HabngaeTcs y nauneHToB 6e3 noyeyHon HegocTaTouHocTm [181]. Y naymeHTOB
C TEPMUHANBbHOM




CTagmein noyeyHom HeaoctatouHoctu (TCMH) Ha remoguranuse, KOHUeHTpauma GS-331007 6bina B 10
pa3 Bbllle 32 0OAMNH Yac 40 guanusa 1 B 20 pas Bbille Yepe3 yac nocne A1Manmsa, Yem y NaumneHToB ¢
HOpManbHoOM PyHKUMel nouek [182]. B apyrom nccnepaosaHum, copocdbysup n GS-331007 He
HaKanAnMBaNWUCb Y MAUMEHTOB, HaXOAALWMXCA Ha remoguanuse [61]. B uenom, noaxoasauen
TepaneBTUYECKON A03bl cOPOocOYBMpPA Yy NALUEHTOB C AANEKO 3alleqlel UNU TEPMUHANBHOM CTaaneit
NOYEYHOI HEAOCTaTOYHOCTU YCTAHOBAEHO He BbINo.

Takum 06pa3om, NaLMeHTbI C TAXKENOIN NOYEYHON HeAOCTAaTOYHOCTbIO UK C TEPMUHANBLHOKN CTaanen
NOYEYHOI HeQOCTaTOYHOCTU Ha remoguanmnse, MoryT neuntb BIC-uHoeKkunio, Ho NpeanouTUTENBHO
ncnonb3osaTtb 6e3coPpocbyBUPHbIE CXEMbI, KOTAA 3TO BO3MOXKHO. ECnn HET apyroro Bbibopa, Kpome
peXXunma, OCHOBAHHOTO Ha codocbyBupe, TpebyeTcs TWATENbHbIA MOHUTOPUHT U eYeHne [ONKHO DbITb
6bICTPO NpepBaHo, ecnun yxyawaerca GyHKUMA novek. Ana naumMeHTOB Ha Ananuse ¢ TEPMUHANbHOMN
cTagven noYeyHon 601e3HU, ONTUMANbHbIE CPOKN NeUEHUA ABNAIOTCA BaXKHbIM GaKTOPOM, T.e. neyeHue
[0 MKW NOCNe NOYEUYHOM TpaHCMNaHTaL MK, eCAn NaUMeHTbl COCTOAT B CMMCKE Ha TPpaHCNAaHTaUMIo, Uau
PUCKN U NPEUMYLLECTBA NIEUEHUA, €CNM TPAHCMNAHTAUMA He AOCTyNHa.

HecKkoNbKO KNMHUYECKMX UCCNeaoBaHuit noarsepannu 3ppekTMBHOCTb U 6e30nacHOCTb
6e3codochHYBUPHDBIX CXEM NEeYEHUA Y NALMEHTOB C TAXKENOMU NOYEYHON HEAOCTAaTOUHOCTLIO. B
nccneposaHnn RUBY-1, nauneHTbl, HoGMLMpoBaHHble reHoTUnom 1 6e3 unpposa, co ctaguein 4 unm 5
XBM, npuHumanu B TeueHue 12 Heaenb NapuTanpeBunp, yCUNEHHbIA pUTOHaBUPOM, OMBUTACBUP U
pacabysup. Cemb NauMeHToB, MHPULMPOBAHHbBIX reHoTUNom 1b, neunnuce 6e3 pubasupuHa, Bce oHm
pocturnmn YBO12 [183].

B uccnepgosanunm C-SURFER, 122 naumeHTa, MHGULMpPOBaHHbIX reHoTunom 1 BIC (Bkntouana 6% c
uMppo3om) co ctaguamn 4 unm 5 XBIM, B Tom uncne 75% HaxoaawmMxca Ha remoananmse, NpuHUManu
rpasonpesup 1 anbaceup B TedyeHune 12 Heaenb H6e3 pubasmpuHa. YposHu YBO12 coctaBunm 94%
(115/122), ToNbKO C OAHOM BMPYCONOTMUECKOM Heyaadein. Hanbonee pacnpocTpaHeHHbIMU NOBOUHbBIMK
adpdekTamm 6bI1M ronoBHan 6onb, TOWHOTA, M YCTANOCTb, NMPOUCXOAALUME MPU AHANOMMUUYHbIX YacToTax Y
NaLMUeHTOB, MPUHMUMAIOLLMX FPaA30NPEBUP U 3N6ACBUP, U B rpynne OTCPOYEHHOW Tepanun, NONy4YaBLUNX
nnauebo. Yactota no6ouHbIX 3PpHEKTOB NOYEUHOM CUCTEMDI, KaK NPaBuao, bblna conoctaBuma mexay
rpynnamm nedveHus. [184]. Coobuanoch o gaHHbIX N0 6e30nacHOCTU U 3GHEKTUBHOCTU NeUEeHUs rpynibl
OTCPOYEHHOrO fleYeHmA ¢ nokKasartenem YBO 98% (97/99) [185). PeanbHoe uccneaosaHue ¢
NCNONb30BAHUEM TOTO KE PEXUMA Y AMEPUKAHCKMX NALMEHTOB C PasiMuHbiMK cTaguamm X3 nokasano
yactoty YBO 97% (758/781) y naumeHToB co ctaaunei 3 n 96% (714/747) y naumeHTOB cO cTaguen 4 nnu
5 XBIM [186).

®a3za lll uccneposaHma EXPEDITION-4 oxsaTbiBana NauneHToB co ctagueit 4 unm 5 X3M, nonyyasumnx
KOMBUWHAUMIO rnekanpeBmpa U NnMbpeHTacBupa B GUKCUPOBAHHOM A03MPOBKE B TeueHUe 12 Heaens.
Cpeau 104 naumeHTOB 23 6bINM UHOULMPOBAHBLI reHoTUNOM 1a, 29 — reHoTunom 1b, 2 — apyrum
noaTMnom reHotuna 1, 17 — reHotunom 2, 11 — reHotunom 3, 20 — reHotunom 4, 1 — reHoTMNOM 5 ¢
1 — reHotTunom 6. [lBaauaTb nauneHTos (19%) umenn KOMNEHCMPOBAHHDLIN LUPPO3, a 42% NauMeHToB
noay4Yanu neyeHue paHee. MNokasatens YBO12 coctasnan 98% (102/104), npuuem oba nauymeHTa, y
KOTOPbIX He 6bl10 YBO, Menu NpuumnHbl Heyaaum, He CBA3aHHbIE C BUPYCONOTrMYeckum oteetom [187].
MHTErpupoBaHHbIN aHanus nccneaosaHuit ¢assl Il nil, B KOTOpbIX rnekanpesup n nubpeHTaceup
BBOAWAM B TeveHue 12 Hepenb y 2238 naumneHToBs, UHOUUMPOBAHHbIX reHoTUNamu ot 1 Ao 6, Nnokasan

o6wwyto yactoty YBO 98% (2188 / 2238) 6€3 CyLLeCTBEHHbIX Pa3nnunii y naumMeHToB co ctaamen X3M 1-3
(98%, 2,087 / 2,135) unu craguen 4 — 5(98%, 101 / 103) [188].




CeazaHHoe ¢ BI'C nospexaeHne neyeHn moxket bbiTb YCKOPeHO nmmyHocynpeccuei. Mo aToi npuunHe
NPOTUBOBMPYCHYIO TEPaNuIo cneayeT pacCMaTpuBaTh A1 BCEX NALMEHTOB Ha remoauanuse, Kotopble
ABNAIOTCA KAHAMAATaMM Ha TPAHCNAAHTaUMIO NnoYek. NiccnenosaHna, NOKasbiBaloLLME BbICOKYIO
abdeKkTMBHOCTb M 6esonacHOCTb 6e3biHTepdepoHOBLIX aHTU-BIC cxem NeveHus y peLumnnnueHTos
NOYEeYHOro TPaHCNNAHTaTa, NPeANoaarakoT, YTo AaHHbIE NALUEHTbI MOMYT NPOXOAUTb TPAHCNIAHTALMIO C
nocneayrowmm neyeHmem BrC-mHPeKLMmM C BbICOKOM BEPOATHOCTbIO n3neyeHnn [189-193]. PeweHus
OTHOCUTENbHO CPOKOB NeyeHunsa BIC B CBA3M C TpaHCNNAHTaLMeN NOYKK cneayeT NPUHUMATD, YYnTbIBaA
TMN AOHOpPA (TPaAHCNNAHTAT OT XXMBOTO AOHOPA NN TPYNHAA Nepecaaka, NpUm. pea.), Bpemsa B ancre
OXXMAAHMA B 3aBMCUMOCTU OT TUNA AOHOPA, NONNTUKY LLIEHTPa B OTHOLEHWUMU UCNONBb30BAHNUA NOYEK OT
BIC-nHdMUMPOBAHHbIX AOHOPOB, reHoTnNa BI'C n Taxkectn ¢pmnbposa neueHun. Ecnm nepecaaka ot BIC-
NOJIOXKUTENBHOIO AOHOPA YBE/IMUYNBAET BEPOATHOCTb TPAHCNNAHTALMN, NALMEHT MOXET NeYNUTbCA OT
BIC-nHdeKkumnn nocne TpaHcnnaHtaymm [194].

Pexomendayuu

e [MaumneHTbl c BIC-MHdEKLMEN N NETKOW NN YMEPEHHOM NOYEYHOM HEeAOCTAaTOUYHOCTbIO (CK® 230
mn/ mun /1,73 Mz) cneayeT NeynTb B COOTBETCTBUMU C OOLWMMM peKoMeHAAUMAMU. HUKaKNX
KOppeKTMpoBoK o3 MMM He TpebyeTca, HO 3TUX NALMEHTOB CneayeT TWATENbHO
KOHTpoAnpoBaTh (Al).
MaumeHTbl C TAXKENOWU NoYeUYHON HeaoCcTaTouHOCTbIO (CKD <30 ma / muH /1,73 MZ) M NauUneHTHbI
C TEPMUHANbLHON CTaanein NoYeyHoro 3aboneBaHUA Ha remoamnanmnse A0MKHbI NeUYNTbCA B
3KCNEePTHbIX LLEHTPaX C TWaTeNbHbIM MOHUTOPUHIOM MHOIO4MCLMNAMHAPHON rpynnok (B1).
Codocbysup cnegyeT NCNoab30BaTb C OCTOPOXKHOCTLIO Y NaumeHTos ¢ CKP <30 mn/ muH / 1,73
M2 NN C TEPMUHANBHOM CTaamneit NOYEUHON HeA0CTaTOUHOCTY TO/LKO B Cy4anX, €Cn
aNbTepHaTUBHOE NeYeHne HeaOCTYNHO, NOTOMY UTO B HaCTOsALLEE BPEMA ANA STUX NALUEHTOB He
MOXeT bbITb AaHbl PEKOMEHAALMM NO A03NPOBKe codocbysmpa (B1)
MauneHTbl, MHOULMPOBAHHbIE NOOLIMM FEHOTUNAMM C TAXKENON NOYEYHOM HEAOCTAaTOYHOCTLIO
(CK® <30 mn / MuH / 1,73 M?) MM C NOYEUHOI HEAOCTATOMHOCTBIO HA CTaAMM feMOoANanu3a, 6es
NOKa3aHMM K TPaHCNNAHTALUN NOYKK, AOMKHbI NEUYNTbCA KOMBUHALMEN rnekanpesnp u
nnbpeHTacsmp B GUKCMPOBAHHOWN A03MPOBKE B TeyeHune 8 unm 12 Hepenb, B COOTBETCTBUM C
o6wmmmn pekomeHgaumamm (Al).
MauneHToB, MHOULMPOBAHHbIX TeHOTUNOM BIC 1a n neyeHbix paHee 60/bHbIX,
MHOULMPOBAHHBIX TEHOTUNOM 4 C TAXKENON NOYEYHON HeaoCcTaToUHOCTLIO (CKD <30 mn / muH /
1,73 M%), UM C TEpMUHANBLHOM CTagueit NoYeYHOro 3a60eBaHNA Ha remoananuse Ges
NOKa3aHWM K TpaHCNAaHTaLMmM noyek, n ¢ yposHem PHK BIr'C <800.000 ME / mn (5,9 logyo ME /
MJ1), MOXKHO NeunTb KoMmbuHauneln rpasonpesunp n anbacenp B TedeHne 12 Hegenb (Al).
MaumeHTbl, MHPULMpPOBaHHbIE reHoTUNom 1b BI'C ¢ TaXkenoi noYye4yHon HeaoCTaTOYHOCTbIO
(CK® <30 mn/ mnu /1,73 Mz) AN C TEPMUHANBbHOM cTaguel novyeyHoro 3abonesaHUA Ha
remoamanunse 6e3 NokasaHUM K TpaHCNNAHTALMKW NOYKU, MOTYT NPUHMUMATL KOMBMHALMIO
rpasonpesup u anbacsmp B TeyeHue 12 Heaenb UM KOMBUHALMIO NAapPUTaNPEBUPA, YCUNEHHOTO
pUTOHaBMPOM, oMmbuTacenpa n gacabysupa B TedeHve 12 Heaenb (Al).
PUCKM 1 NpenmyLLecTBa NeYeHUA NAaLMEHTOB C TEPMUHANbHON CTagnen NoyYeyHon
HEeA0CTaTOYHOCTU U NOKA3aHMAMM K TPAHCMNAHTALMM NOYEK A0 AW NOCNE TPaHCNAaHTaLmUK
noyek TpebyloT NHAMBUAYANbHOW OLeHKM (B1).

PenunueHrbl TPAHCIVIAHTATOB /IPYIrUX NAPEHXUMATO3HbIX OPraHOB

TeueHune BIC y peunnneHTOB NOYEK MOXKET BbiTb CBA3AHO C YBENNYEHUEM CKOPOCTH
nporpeccupoBaHna ¢pnubposa neyeHu. BONbLIMHCTBO MCCNEeA0BaHWUIA FPYNN NALMEHTOB C
TPAHCNNAHTAaTOM NOYEK NOKa3bIBaloT, UTo Y BIC-N03NTUBHBIX BONBbHBIX CHUXKEHA NoYeyHan QYHKLMA
TpaHCNAaHTaTa U




BbI)KMBAEMOCTb, 0COBEHHO Y NAaLMEHTOB C LMPPO30OM. YXyaLIeHUe BbIXKMBAEMOCTU TPaHCNNaHTaTa
YaCTUYHO CKA3bIBAETCA Ha NOBbIWEHHOMW CMEPTHOCTU NauMeHToB. Kpome Toro, KOHKpeTHble GaKTopbl,
cBA3aHHble ¢ BI'C, Hanpumep rnomepynoHedpuUT 1 YBENUUYEHHbIN PUCK Pa3BUTUA anabeTa, BAMAIOT Ha
TpaHcnnaHTaT. BIC-n0O3MTUBHOCTL CBA3aHa C yBeAUYEHMEM 06Let NeTanbHOCTU U NETANBHOCTU OT
NeyeHoUHbIX 3aboneBaHNN, XOTA OCHOBHOW NPUYMHOMN CMEPTU NALLUEHTOB OCTatOTCA
cepaeyHococyancTble 3abonesaHms [195]. TaKk Kak LMPPO3 ABNAETCA BaXKHbIM MHAMKATOPOM HU3KOM
BbI)KMBAEMOCTU NOCNE TPAHCNNAHTALMU NOYKM, XKeNaTenbHo OLEeHUTb cTagunio ¢ubposa neveHu y Bcex
BIC-no3nTMBHbLIX KAaHAMAATOB HA TPaHCNNAHTAUMIO noyek [115]. Ana naumMeHTOoB C YCTaHOBNEHHbIM
AMarHo30M LUMppo3a NeYeHn U NOPTaNbHON rMNepTeH3UEN, KOTOPbIM HE NOMOrna (MNKN ecnm OHU He
NpUroaHbl) aHTU-BI C-npoTuBOBUPYCHaA Tepanus, cneayeT pacCMOTPETb O4HOBPEMEHHYHO
TPAHCNNAHTALMIO NeYeHn u noyek [196].

B paHAOMM3NMPOBAHHOM KAMHUYECKOM UCCNen0BaHUM, KOMBUHaLMA GUKCUPOBAHHOM A03bl
codocbysupa u negunacsupa gana YBO 8 100% (57/57) n 100% (57/57) cnyyaes y NaumneHTos,
nHdULUMpoBaHHbIx BIC reHoTunamu 1 nnm 4, KoTopble neynnuck TeveHume 12 unm 24 Heaenb
COOTBeTCTBEHHO, He3 pubaBupuHa. fleyeHne XOPOLWO NePEHOCUNOCH, U HUKAKUX CYLECTBEHHbIX
nameHeHun 8 CKP He Habntoganock Bo Bpems u nocne neveHus [192]. NMpouune npakTuyeckune
uccnefoBaHMA yKasanum Ha BbiCOKMe ypoBHM YBO 1 xopoLwyto 6e30nacHOCTb Y H0NbHbIX, NONyYaBLINX
pa3NUYHble CXeMbl NeYEHUA NocAe TPpaHCNNaHTaUuKM noykm [189 -200].

[JaHHble o0 BIC nocne TpaHcnNaHTauumu cepau,a CKyaHbl U CNOPHbI, UCCNeA0BaAHUA NOKa3blBatOT
HEU3MEHHYIO NN YMEHbBLUEHHYHIO BbIXKMBAaEMOCTb Yy NauneHTos, MHPULUMpoBaHHbIX BIC. CywecTayeT
OrPaHUYEHHbIW ONbIT NEYEHMA NALMUEHTOB NOCNE TPAHCNNAHTALMMN NETKUX, HO OTYETbI YKa3blBatoOT Ha TO,
yTO KOMBUHaUUKM codocbysupa C Nnegm nac BUPOM UAKU AaKNAaTaCBUPOM OKasanucb 6e3onacHbIMMU U
3dPeKTUBHLIMK Y 12 NaUUEHTOB ¢ XpoHudyeckon BIC-uHdekrumein [201]. HeT gaHHbIX O BO3AENCTBUMU
nHobekunn BIC n ee neyeHns nocne TpaHCNNAHTaLMMU NOAKENYO0YHOM Kenesbl NN TOHKOTO
KULWEYHMKA.

OnNbIT, HAKONNEHHbIN NPU NEYEHUUN NALMUEHTOB NOCNE TPAHCNNAHTALLMM NEYEHU, CBUAETENLCTBYET O TOM,
YTO 3TUX NALMEHTOB MOXKHO NEYUTH C PACYETOM Ha BbICOKUI yposeHb YBO n npuemnembit npodunb
6e3onacHocTn. HeobxoamMmo ncnonbzosaTb KOMBUHaUUKU codocbysupa ¢ MHTMBUTOpamu Genka NS5A,
TaKUMU KaK, Nneannacsup, BennaTaceBup, NOTOMY YTO OHU He TPebyT KOPPEKTUPOBKKU A03bl

UMmMyHoaenpeccaHTos. Mauunentos ¢ CKO <30 ma/mun/1,73 M2 MOXKHO N1eUnTD KombuHaumen

rnekanpesvp u nubpeHTacemp 8 GUKCMPOBAHHON A03UPOBKE B TeyeHue 12 Heaenb, HO 403UPOBKU
UMMYHOOENPECCAHTOB A0MKHbI BbITb CKOPPEKTUPOBaHbI N0 Mepe HEOHXOAMMOCTH B XO4€ M Nocne
OKOHYAHWA NeYeHUs.




Pexkomendayuu

e PeuMnueHTam NapeHXMMaTO3HbIX OPraHOB, B TOM YUCAE MOYEK, CEPALA, NETKUX, MOAXKENYA0HHON
YKenesbl UM TOHKOTO KULWEYHMKA, cneayeTt neunTtb BIC-uHPEKUMIO A0 MAK NOCAEe TPAHCNAJHTALMMY,
NpU YCNOBUM, YTO UX OXKMAAEMARA NPOAOKUTENBHOCTb KU3HWU NPEBbIWAET 0AMH o (Al).
Mepea nepecagkoi NoYek, cepaua, Nerkmux, NOAXKENYA0HHON XKenesbl UM TOHKON KULLIKK
NaLuMWeHTbl B CMIUCKE OXKUAAHWUA MOTYT IEYUTLCA COMNACHO BblleyKa3aHHbIM 06Lwmnm
PEKOMEHAALMAM B 3aBUCMMOCTU OT FEHOTUNA, TAXKECTU 3ab0NeBaHMA NEYEHU U NPEALIECTBYIOULETO
nevenua BrC-undekumm (Al).
Mocne TpaHCN/AHTaLUKU NAPEHXMMATO3HbIX OPFraHOB, B TOM YUC/IE NOYEK, CEPALA, TETKUX,
NOAXKENYA0YHOW XKeNesbl UAN TOHKOTO KULEYHUKA, NALUeHTbl, MHPULMpoBaHHble BI'C reHoOTMNamm
1,4, 5 nnun 6, 4ONXKHbI NPUHMMATL KOMBUHauuio codocbyBupa u negunacemnpa, unm codocbysmpa
W BennaTtaceBupa (Bce reHoTUMbl) B PUKCMPOBAHHON AO3UPOBKE B COOTBETCTBUM C 06LMMMU
peKomeH[auMaAMM, 6e3 KOppPEKLMK A03bl UMMYHOAENPECCAHTOB (Al).
Mocne TpaHCNAaHTALMKN NAPEHXMMATO3HbIX OPFaHOB, B TOM YUC/IE NOYEK, CEPALLA, NETKUX,
NOKENYA0UHOM KeNe3bl UM TOHKOTO KULLEYHMKA, NaumueHTbl ¢ CKD <30 mn / muu / 1,73 M2, moryT
NPMHUMATb KOMBMHALUMIO F1eKanpesupa U NMbpeHTacBupa B TeyeHue 12 Hepenb. YpoBeHb
MMMYHOAENPECCAHTOB HEOHXOAMMO KOHTPOIMPOBATL M KOPPEKTUPOBATb N0 Mepe He0HX0AMMOCTH
BO BPEMSA U NOC/E OKOHYaHUA fiedeHus (B1).

PenunueHrs! opraHoB oT HCV-10J10KUTeJIbHBIX JOHOPOB

CyL,ecTByeT OrpoOMHOE HECOOTBETCTBME MEXKAY KOIMYECTBOM MaLMEHTOB, KOTOPbIM HeobXxoauMa
TpaHCNAAHTaLMA OPraHOB, U YNC/IOM NOTEHLUMNANbHbBIX AOHOPOB. [Monyyasa opraHbl OT aHTU-BIC-
NO3UTUBHbIX, BKAOYAA PHK-NO3UTUBHbIX AOHOPOB, YBENUYUBAETCA AOCTYN K TPAHCNIAHTALUM OPraHoB.
Konunyecteo aHTU-BIC-noNoXUTENbHBIX AOHOPOB, ¥ KOTOPbIX He BbiABnAeTcA PHK HCV, 3HauMTenbHo
YBENINUMBAETCA C NOABNEHUEM BbICOKO3ID(EKTUBHbBIX aHTUBUPYCHbIX Tepanuit Ha ocHoBe BIC.

Mpw TpaHcnaaHTaunm nevyenu nHdekuma BIC obbi4HO nepegaeTcs, KOraa y AOHOPA UMEETCA BUPEMMUA.
HanpoTus, nepeaaya nHdpekunmn BIr C HeTUNUYHA, ecnm gOHOP ABNAETCA aHTU-BIC-N0N0XKUTENbHBIM, HO
BrC-PHK-oTpuuatenbHbiM. Coobuanocb 0 peakux caydyasx nepenayum, BO3MOXKHO, M3-3a OCTPOid
MHOEKLMM Y AOHOPOB M3 rPyNMbl BbICOKOTO pucka [203]. JaHHble 3n0Xu HTEpdEPOHOBON Tepanuu
NoKa3asnu, 4to ucnonb3osaHue BIC-MHPULMUPOBAHHbBIX NEYEHOUYHbIX TPAHCNNAHTATOB ABNAETCA
6e3onacHbIM 1 He cBA3aHO ¢ 6bonee YacTbiMU UK Bonee cepbe3HbIMU OCNOXKHEHUAMM, 33
WCK/IOYEHMEM C/IYYaEB, KOrAa TPAHCNNAHTAT NPUHAANEXKUT NOXUAOMY A0HOPY [204]. Takum o6pazom,
OLleHKa KayeCTBa TpaHCNAaHTaTa MMeEeT pellatouiee 3Ha4yeHMe npu nepecagke aHTu-BIC-
NONOXUTENbHBIX TPAHCN/IAHTAaTOB NOCPEACTBOM BU3YanbHOrO OCMOTPA U TMCTONOTMYECKOTO

ob6cnepgosaHuA. [N 3TOFO MOMYT UCNONBL30BATLCA HOBbIE METOAbI, TAKME KaK 3nactorpadua unm

XUAKOCTHan buoncusa. TpaHCNNaHTaTbl C NPOABUHYTBIM Gpubpo3om F3 (no wkane METAVIR, npum. pea.)
OTK/IOHAIOTCA, TOTAA KakK Te, Y KOTOpbIX HET GUbpo3a Uam NpucyTcTeyeT ymepeHHblit pubpos (FO - F1),
NpuMHUMALOTCA. MoKa HEACHO, cneayeT M NPUHMMATL TPAHCMIAHTATbl C yMepeHHbIM pubposom (F2) ans
nepecagku. MonyyeHHble B Oyayuem gaHHble 0 pa3suTMK Gubpo3a nocne paHHen
NOCNETPAHCN/IAHTALUOHHON Tepanuun HoBbiMuM MM NOMOTFYT B NPUHATUM pelteHns 06 UCNoNb30BaHMUM
TaKUX TPAHCN/IAHTATOB.

Ncnonb3oBaHue aHTU-HCV-NON0XKUTEIbHBIX OPraHOB 3HAYMTE/NIbHO YBEINYNIOCL C MOMEHTA
YTBEPKAEHUA CXEM KOMOMHMPOBAHHOW Tepanun Ha ocHoBge MMM/, XOTA 3HaYUTEIbHOE KOJIMYECTBO
TPaHCN/IAaHTaTOB Bce ewe oTKAoHAeTca [205]. HekoTopble LeHTPbl, 0COBEHHO B paitoHax C BbICOKMMMU
3NNAEMUONOTMYECKMMM NOKaszaTenammn no BIC-MHPEKLMU B KOHTEKCTE «ONMOMAHOMN annaemumy» [206]
N BbICOKMMM NOKA3aTENAMMU CMEPTHOCTU B CNUCKE OXMAAHUA HAYaNAU ucnonb3osatb PHK-
NONIOXUTENbHbIE TPAHCNNAHTaTbl NeYeHu y BIC-oTpuuaTenbHbIX PEUMNUEHTOB C XOPO LWNMMU




npeaBapuTenbHbIMKU pesynbTaTtamu. B nogobHoM cutyaummnm HeobxoaMmMo HakoNUTb [ONONHUTENbHbIE
HaHHble 0 6esonacHocTU. Mexay Tem, ncnonblosaHue BIC-MHPULMPOBAHHbIX OPraHOB ABNAETCA
NpUemNeMoin NPaKTUKOM Y NALMEHTOB C BbICOKMM PUCKOM CMEPTH B CNUCKE OXUAAHMA. B ogHOM 13
HenaBHMX UCCNeA0BaHUI Habn4aNoCh YBENUUEHUNE NPOLO/IKUTENBHOCTU XKU3HU Y PELLUNUEHTOB C
nokasarenamu MELD 220, npu sToM MaKcMmanbHasA Bbiroga, Habntoganack y NauMeHTOB C OLEHKOM
MELD 228 [59]. OpraHbl oT B[ C-n0N0XUTENbHbIX AOHOPOB HE AO/MKHbI NpeanaraTbCa He
MHOUUMPOBAHHBIM peumnueHTam ¢ oueHkom MELD < 20, ecam goctyn K BIC-Tepanuu He moXeT bbITb
rapaHTUpPOBaH.

B HECKONbKUX UccneaoBaHUAX NOKA3aHO, YTO TPaHCNAaHTaUMA noyek oT Bl C-noN0MMUTENbHBIX 4OHOPOB
BIrC-nonoXxuTenbHbIM peumMnUeHTam COKpalLaeT BpeMA OXUOAHUA, HO CBA3aHA C HEKOTOPbIM
NOBbIWEHHbIM PUCKOM CMEPTH, NoTepel TpaHCNNaHTaTa U TAXKeNoM 60Ne3HbI0 NeYeHn NO CPAaBHEHMUIO C
TpaHcnNaHTaumein noyek ot BIC-oTpuuaTenbHbix 4OHOPOB. Tem He meHee, Bl C-nonoxuTenbHble
peumMnueHTbl, noaydvatowme BIrC-nonoxutenbHble TPAHCNAAHTATbl NOYEK, UMEIOT YYLIYIO
BbIXXMBAEMOCTb, YEM NALMEHTbI, OCTABLUMECA B CNUCKE OXMAAHUA. HanpoTus, TpaHcnnaHTtauma BIC-
oTpuuaTtenbHbiM peunnueHTam Bl C-nonoxuTeNbHbIX NOYEK OKasasnacb HeuenecoobpasHom U, Takum
obpasom, 6bina dopmanbHO NPOTMBOMNOKA3aHA B 3NOXY NE€YEHUA MHTEPHEPOHAMU. ITa TAKTUKA MOXKET
N3MEHUTBLCA C YYETOM HOBbIX METO40B NeyeHus Ha ocHoBse MM 4. AeNcTBUTENbHO, B UCCNEA0BAHMUMN,
BKAtoYaBwem 10 KaHAMAATOB HA TPAHCN/IAHTALMIO NOYKMU, NOYYMBLUNX BNOCAEACTBUMM TPAHCNAAHTAT,
MHOUUMPOBAHHbIN reHoTUNom 1 BMpyca renatuta C, megmaHa BpEMEHU B INCTE OXKUOAHUA Nepes,
BK/IKOYEHUEM B UCCiea0BaHMe Bblia oUeHb KOPOTKOWM (58 AHEN, MHTEPKBapPTUAbHLIA UHTepBan: 53-100),
n BCce M3 HUX nonyunnn YBO nocne neyeHus Ha ocHose MMJ ¢ npuemnemoit dbyHKUMEN TpaHCNAaHTaTa
yepes 6 mecAueB HabatoaeHus [194].

MUcbMeHHOe cornacue A0MXKHO BbITb NOMYYEHO Y PeuUnUeHTa A0 TPaHCNIaHTaUUKU opraHa oT A0HOpa,
C NONOXUTENbHbIMU aHTK-BIC, He3aBUMCUMO OT TOro, ABnseTca M oH PHK-nonoxutenbHbit nnm PHK -
OTPULATENbHbIN.

Pekomendayuu

e OpraHbl OT aHTK-BIC-nonokutenbHbix n PHK-N0N0XUTENbHbBIX 4OHOPOB MOTYT BbITb
TpaHcnnAaHTUpoBaHbl PHK-nonoxutenbHbiM peunnueHtam (B1).

e OpraHbl OT aHTK-BIC-nonoKuTenbHbix U PHK-NONOMKUTENBHBIX AOHOPOB MOTYT 6bITb
TpaHcNAaHTMpoBaHbl PHK-oTpULaTenbHbiM peunnueHTam, Nnpu ycaoBMMU, YTO 3TO paspeLleHo
MECTHbIM 3aKOHOA4ATENBCTBOM, NOIYYEHO CTPOroe MHGOPMUPOBAHHOE COMNacKe PeLMUnUEeHTa U
rapaHTMpoBaHa bbICTpas NOCTTPaHCNAAHTaUUOHHas Tepanua MM A (C2).

Ncnonb3oBaHME NEYEHOYHbIX TPAHCNNAHTATOB C YyMepeHHbIM (F2) nan npoasuHyTbim (F3)
dunbposom He pekomeHayeTca (B2).

HOTpeﬁﬂTe.IlH HHBECKIHHOHHBIX HAPKOTHKOB H NAIHEHTH, MOJIyYaloniHe OMHOHHY IO
3AMECTHUTEC/IBHY IO TE€panuio

Kuuncny nuu, B NpOWAOmM ynotTpebaaBIMX UHbEKLMOHHbIE HAPKOTUKKU, OTHOCATCA ObiBLINE
noTpebuTeNM MHLEKLMOHHbIX HaPKOTMKOB (MMH), KOTOpble NPEKPaTUNM UHBEKLMIO, U AEUCTBYIOWME
NMWH [207). HekoTopble ntogu ¢ UcTopueit ynotpebaeHns MHbEKLMOHHbBIX HAPKOTUKOB NOAYYAOT
ONUOUAHYIO 3aMecTuTeNbHYo Tepanuio (O3T), Hanpumep MeTagoH uau GynpeHopduH, ANA Tepanum nx
onuMonaHoi 3aBucumocTu. B EBpone aBe Tpetu cnyyaes BI'C npuxogutca Ha noTpebuteneit
MHDBbEKLMOHHbIX HApPKOTMKOB [208]. PacnpocTpaHeHHOCTb XpOHUYecKoM Hbekuun BIC cpeau ntoaei,
KOTOpble HeAaBHO YNOTPebAANM HAPKOTUKHK, cocTaBnAeT okono 40% [209].




PekomeHAgaLmMm No TeCTUPOBAHUIO HA Hanuume BI'C B 3TOM NONYNALMU, OCHOBaHHbIE Ha BbICOKOM
pacnpocTpaHeHHOCTU MHbekumuK, [210 ,211] noKasbiBatoT, UTO 0CO3HaHWe BIC-cTaTyca Bbi3biBaeT
YyCTOMUMBbIE 3aWUTHbIE NOBeAEeHYECKNE 3meHeHus [212, 213], noTeHUWaNbHYO NONb3Y ANA
06LWeCTBEHHOMO 34PaBOOXPAHEHUA B CHUXXEHUMN PUCKa Nepeaaydm MHOEKLUN B pe3ynbTaTe NeyeHus
TeKywmx notpeburenent HapkoTukoBs [214-218] n AOKa3aHHbIE NPEUMYLLECTBA B CHUKEHUN
3aboneBaeMocTn U cmepTHOCTU OT BIC-uHdekumu (4, 219]). JokasaTenbCTBa, KOTOPbIE NO3BOAUAN Dbl
060CcHOBaTb YaCTOTYy TECTUPOBaHUA, OrpaHMYeHbl. M3-3a BbiCOKOM 3abonesaemocty BIC-nHderumnen y
MWH [211, 220, 221] v BblWENPUBEAEHHbIX NPEUMYLLECTB, TECTUpOBaHMe BI'C A0MKHO NPOBOAUTLCA He
pexe 0QHOro pasa B roa, a TakXke Nocne 3NM30408 BbICOKOTO pUcKa UHbMumMposaHua y MNH.

Bbino nokasaHo, uto O3T ceAzaHa ¢ 50%-HbIM CHUXKEHMEeM pUCKa HOBbIX cnyyaes BIC, n aToT adpdekT
yBenuumsaertca g0 74% 3a cYeT MCNONb30BaHMA YMCTbIX MHBEKLMOHHbIX WNpuULUes u urn [222]. OaHako
rnob6anbHbIn oxeaT O3T, nporpamm obMeHa UrN 1 LWINPULLEB ABNAIOTCA HU3KMMM [223]. CoyeTaHume
cTpaternt NnpoduNakTMKM, BKAKoHaa nedeHune BIC B kKayecTse NpodUNAKTUKM, UMEET peluatoLiee
3HauYeHne ANA CYWEeCTBEHHOTO CHUXEHUA Nepeaaymn u pacnpocTpaHeHHoCTU BIC-uHdekumm y aTux rpynn
HaceneHua, 0COHEHHO B YCNOBUAX C BbICOKUM MOTEHLMANOM CHUXEHUA YPOBHA Bpeaa [224].

Lenun neverHuna BIC y NUH - npeaoTepaTuTb OCNOXKHEHUA XPOHNYECKOTO NEYEHOHYHOTO U
BHeneueHo4YHoro BI'C -accoummpoBaHHOro 3abonesaHuA, Kak 1 B N0Hoi Apyroi rpynne nauneHToB ¢
HCV-uHdekymen, a Takke npegoTepaleHme nocneayowein nepegaym BIrC. Y atoit rpynnbl NauneHTos
YyactoTa nedveHunn bblna HU3KOM, 0cOBEeHHO BO BpemeHa nHTepdepoHoBow Tepanum [225,226]. Cpeaun
nauunenTos, nonyyaswmx O3T n y Tex, y Koro 6blnu ceeXxue cayyvam ynotpebneHUa MHBHEKLMOHHbIX
HapKOTUKOB, BblNO NPOAEMOHCTPUPOBAHO, UTO Tepanua MM asnaetca 6e3onacHoin n 3dpdeKTUBHON U
He TpebyeT KoppeKuumn cneunduryeckon Ao3bl meTagoHa unm bynpeHopdunHa. Tem He meHee, cneayeT
CcNeauTb 3a NPU3HAKaMKW ONUOUAHOMN TOKCUHHOCTM UAN CAYYaAMM OTKasza oT Tepanuu [109,227].

PeTpocneKkTusHbI aHanus ¢as Il u Il uccnegosaHnuii Tepanmum NN nokasan conoctaBuMble NOKasaTeNm
YBO y nayMeHTOB, NONyYaBLWmMX U He nonyyaswnx 03T [228-232]). B uccneaosaHum C-EDGE CO-STAR
nauuneHToB ¢ O3T, MHPULMPOBAHHBIX FTEHOTUNOM 1 nnn 4, pasaennnn Ha rpynnbl, HaYaBLWKX NeYeHune
rpas’onpesMpom u 3n16acBMPOM WU OTCPOUEHHOTO NeYeHuA. J1ioam Co CaydaasMmn HegaBHEro

ynotpebaeHnAa HapKOTMKOB MMENN NPaBo Ha BkAoueHune. YBO12 6bin aocTurHyTy 92% (184/201, 7

peuunamnBos, 5 cnyyaes pemHpeKLMiA) NaLMeHTOB B rpynne, NoayYatowei neyeHune, No CPaBHEHMIO C
90% (85/95, oanH BUPYCONOTUYECKUIA NPOPbLIB, OAMH PELNANB, OTCYTCTBUE CNyYaeB peUHPEKLMM)
NauMEHTOB B rpynne oTCpoYeHHOTo nedveHuns [109]. Obwmi nokasatenb YBO12 coctasnan 91% (269/296),
C aHaNorMYyHOM 3G HEKTUBHOCTLIO U NPUBEPKEHHOCTLIO K NEYEHUIO, KaK N B ApYrux nccnegosaHmax i
dasbl € TEM Ke KOMOUHUPOBAHHbBIM PEXXMMOM, KOTOPbIMA MCKNKOYAN N0AEN C HEAABHUM
ynotpebneHvem HapKoTMKOB [83,84]. BaxKHO OTMETUTb, UTO ynoTpebaeHne HapKOTUKOB Ha Hauyano
Tepanuu (Bce npenapartbl: 62%, He KaHHabuHouabl: 47%) n Bo Bpems nNeyeHua (Bce npenapatbl: 60%,
He KaHHabuHonapl: 47%) He BAMANO Ha YBO nan NpuBep»KEHHOCTb K nedeHnto [109].

B nccnegosaHumn D3FEAT naumeHTbl, MHGUUMPOBaHHbIE reHoTMNom 1, nonyuaswme 03T/ wuam co
cNydyasmu HeaaBHero ynotpebaeHnem MHbEKLMOHHbIX HAPKOTMKOB (Npeablaywue 6 mecaues),
NoNy4anyn yCUNEHHbIA PUTOHABUPOM NapuTanpesup, ombutacsup u gacabysup ¢ pubasmpuHom unm 6es
Hero B TedeHue 12 Hegenb. U3 87 yuacTHUKOB (80% Ha O3T, 58% ¢ HeaaBHUM ynoTpebneHnem
MHBEKLMOHHbIX HAPKOTUKOB) 94% (82/87) 3asepwmnnmn 12 Heaenb Tepanuu, a 91% (79/87) aocturam YBO
6e3 BUpyconornveckux Heyaau. He 6b110 HUKAKOrO BAMAHUA YNOTpebNeHNA NHBEKLMOHHbIX
HAPKOTUKOB A0 UK BO Bpems Tepanuu Ha YBO[233].




Opyrve nccnegoBaHuA oLeHUBAN pe3yibTaTbl TEPANUM Y NALMEHTOB C He4aBHUM ynoTpebneHnem
MHDBEKLMOHHbIX HAPKOTUKOB. B 04HOM M3 uccneaoBaHui bbl1o BKAOYEHO 174 y4acTHUKOB, KOTOpPbIe
ynotpebaann HapKOTUKM B NPOLINAOM Foay, B TOM uncie 63% c KOMNEeHCUPOBAHHbIM LMPPO30M, 37%
NeyeHbix U 58% MHGUUMPOBAHHBIX reHoTUNoMm 1. 95% n3 HUxX 3asepwunan Tepanuio n 93% (162/174)
aocturam YBO. bbino 3 BUPYCONOTrMYeCKUX NpopbiBa U 0aunH peunams [234].

UccnepgosaHue SIMPLIFY BKAOYaNo TONbKO NaLWEHTOB C HegaBHUM (nocneaHune 6 mecaues)
ynotpebieHnemM MHBbEKLMOHHbIX HAPKOTUKOB, NOYHYaBLINX UM He noayyaslmx O3T. Ux neunnm ¢
NOMOLLb IO PUKCUMPOBAHHOM A03bl KOMBUHAUUKN codocbyBUP M BeaNaTacBup B TedeHne 12 Heaenb.
MpueepkeHHOCTb cocTaBuna 94%, a YBO12 6bin aocTurHyT B 94% cnyuaes (97/103). He 6bi1o
3apUKCUPOBaAHO BUPYCONOTMYECKMX NPOPLIBOB NPU OA4HOM NOBTOPHOM 3apakeHuu. 06 ynotpebneHunm
HaPKOTUKOB B TeUEeHMEe MecaLa, NpeaLecTBYOWEro Hayany Tepanum, coobwuan 74 naumexTa. YBO12 B
3TOM nogrpynne coctasnan 96% u He OTAMYA/CA OT TAaKOBOTO Y NAaLMEHTOB, KOTOpble He coobwwnmn 06
ynoTpebsieHMn HapKOTUKOB B Npeablayuiem mecaue (94%). Tem He MeHee, B TedeHMe neproaa
nccnenoBaHua 6bino 4 cnydan cMepTy U3-3a Nepeao3vpoBKM 3anpelEHHbIX npenapatos (5,0 Ha 100
YeNOBEKO-NET), UTO NOAYEPKUBAET PUCK CONYTCTBYHOLLEN CMEPTHOCTU OT YNnoTpebneHnA HapKOTUKOB Y
3TOM rpynnbl HaceneHus [235]. Takum ob6pa3om, BaXkHO, UTobbl NedeHne BIC-uHbekummn y NMUH Bbino
YacTblo KOMNJIEKCa Mep, HanpaB/ieHHbIX Ha YCTPaHeHWe Bpeaa, CBA3aHHOIO C ynoTpebaeHnem
HapPKOTUKOB, NpeaoTBpaleHne CMEepTHOCTM OT Nepeao3npoBKN, NpeoaosIeHne CoLManbHOro
HEepaBEeHCTBA U yAy4lleHne 300Pp0oBbA NOTpebuTene HapKOTUKOB.

I'eMOIVI06 MHOIATHH H HApYyUIEHHS CBEPTHIBAEMOCTH KpP OBH

Hanbonee yactoi remornobuHonaTMem, CBA3aHHOM C XPOHUYECKUM renatutom C, asnsetca 6oblian
Tanaccemusn, KoTopas TpebyeT yacTbix NepenmnBaHM KPOBM U PaCNPOCTPaHEHA B CTPAHAX C HU3KUM
YPOBHEM CKPUHWHIA KPOBOCHabKeHuA. XpoHnueckan nHpekuma BIC TakKe yacTo BCTpeyaeTca y uy, ¢
CepnoBUAHO-KNETOYHOM aHeMuel c bonee HbICTPbIM TeyeHMeM 3aboneBaHNA NeYeHn n3-3a
napannenbHOM neperpysku xenesom [255]. fledeHme 4acTo OTKAaAbIBANOCH Y 3TUX NALMEHTOB, NOTOMY
YTO, KaK NernnnmpoBaHHbI nHTepdepoH-anbda, Tak n pubasUpPUH MOryT Bbi3blBaTb AHEMUIO.

B 310 nonynauumn 6b110 0NyH6IMKOBAHO HECKONbKO UCCNeA0BaHUI C AaHTMBUPYCHOM Tepanuen, Ho HeT
OCHOBaHWM cunTaTb, yto MMM cneunduyeckn npotmsonokasaHbl. Hanpumep, 8 uccnegosaHum CLD EDGE
IBLD KombuHaumto rpasonpesup n anbacsmp B pUKCMpOBaHHOM A03NPOBKE BBOAWIN B TedeHUue 12
Henenb 6e3 pubaBnpuHa y NauMeHToB ¢ remornobuHonaTuAMM, UHGULMPOBAHHBIMK reHoTUNamm 13,
1b nnun 4.NpumepHO Yy 0AHOTO M3 YeTbipex NauneHToB 6bln LMPpPo3. NauneHTbl C YpOBHEM remornobuHa

<7 r / an 6bamn UcKkNoUeHbl U3 nccneaosarma. YBO12 6bin gocTUrHyT y 95% (18/19) nauneHTos ¢

CepnoBuUAHO-KNETOUHON aHemnen n y 98% (40/41) naumeHTos c b-Tanaccemueit. Mpu nedeHUn ypoBHHM
remorn06mMHa coxXpaHAnucb [256]. 3T pesyabTaTbl HblAN NOATBEPKAEHDI B peaNbHOM KOrOPTHOM
nccnegoBaHuK, B Tom uncne 139 naumeHToB, NONy4YaBLIMX CXeMbl Ha ocHoBe codocbysupa, KoTopble
pocturan YBO B 93% cnydaes (130/139, 5 peynansos) [257].

Fremodunna aBnaeTca HacneaACTBEHHbIM HapyLWeHWeM CBEePTbIBAEMOCTU KPOBW, BbI3BaHHbIM
aednuntom daktopa VIl uam IX npu remodpunmm A n B cootsetctBeHHO. NaumneHTbl cTpaaatoT
CNOHTAaHHbIMWU U TPAaBMATUYECKUMMU KPOBOTEYEHUAMMU. JleueHne OCHOBAHO Ha BHYTPUBEHHOM
3amell,eHUM 3TUX GaKTOpPOB, KOTOPbIE A0 HeAABHEFO BPEMEHU BblAENANNCL U3 AOHOPCKOM NAA3Mbl.
BonbHble remodunamen, nonyyasLlumMe HEMHAKTUBUPOBAHHbIE KOHLUEHTpaTbl 40 1985 r., Mmenn noutu
100%-# waHc 3apa3nTbca BIC c nepBoro e KOHTaKTa C KOHUEeHTpaToM. ECTb paa Apyrux HacneacTBeHHbIX
HapyLlweHui




CBEPTbIBAEMOCTU KPOBU, KOTOPbIE NOANEKAT NEYEHUIO KOHL,EHTPaTaMu, B TOM uucne 6onesHb
BunnebpaHga n aedpuunt dubpuHoreHa u dakrtopos U, VII, X, Xl u XIlII.

MporpeccMpoBaHUe K KOHEYHOW cTaaum 3aboneBaHUA NeYEHU Yy NALMEHTOB C remoduameit Noxoxe Ha
Takosyto y BIC-no3uTuBHbIX 1L, B 06wen nonynsunn. MccnegosaHne xpoHndeckon 601e3Hu neyeHu
npu remoduAnmn TaKoe e, Kak y He cTpagatowmx remodunment anu,. TpaHclorynapHaa 6uoncus neyeHu
nosbliwaeT 6e3onacHoOCTb Npoueaypbl. 418 MOHUTOPUHIA NPOrpeccMpoBaHmA 3abonesaHmMa MoryT 6bITb
MCNONb30BaHbl HEMHBa3WBHbIE MeToabl. CMepPTb OT NEYEHOYHON HEAOCTAaTOYHOCTHU ABNAETCA O4HOM U3
OCHOBHbIX NPUYUH cMepTH Y BIC-NO3UTUBHBLIX HONbHBIX C HACNEACTBEHHBIMW HAPYLWEHUAMM
CBEPTbIBAEMOCTM KpoBU. JleueHne XxpoHuUecKkoro renatuta C npu reModuanm NoxXoXKe Ha NeUeHue y He
cTpagatowmx remodunmen, U K naymeHTam ¢ remopunnen NpUMeHMMbl aHaNOMMUHbIE CXeMbl HA OCHOBE
NNA. B uccneaoBaHnuM ¢ UCNONb30BaHMEM KOMBUHAUUM GUKCMPOBAHHOM A03bl KOMBUHAL M
rpasonpesupa B TeueHue 12 Heaenb 6e3 pubasupuHa, YBO12 6b1n gocturHyT y 91% (42/ 46) naumneHTos
¢ 6onesHblo BunnebpaHaa nam remodpunueit A unn B [256].

Y NaumeHToB ¢ remoduamnei Bo Bcem mupe 6b110 nposeaeHo 6onee 100 TpaHCNNAHTALMI NEeUYEHM.

KoHueHTpat ¢aktopa VIl / IX BBoAAT HENocpeaCcTBEHHO Nepes onepaumnein AMbo nyTem MHbeKuun

6ontoca, NMH60 HenpepbiBHON MHDY3MMK, a TaKKe B TEYEHNE HENOCPEACTBEHHO NOCAE0NepPaLnoHHOro
nepvoaa B TeyeHue 12-48 y, nocne Yero KOHUEHTPAT He Tpebyetca. KonHdekuua BUY u BIC He asnsaeTca
NPOTMBONOKAa3aHWEM ANA TPAaHCNAAHTALMU NeYeHn npu remodpunnu. NoKasaHMA 4NA TpaHCNNaHTaUUK
NeyeHM y NaLMeHToB ¢ reModUNnEN Te Ke, UTO Uy NaumneHTos 6e3 remoduann, HO npoueaypa Mmeert
6onbwoe npenmyLecTso B GeHOTUNMYECKOM NeyeHun remodunum B pesynbtaTe NPoOn3BOACTBA
dakTopa VIl TpaHCNAQHTUPOBAaHHOWN NEYEHbIO.

Pekomendayuu
e [loKasaHus ana Tepanuu BIC y naumMeHToB ¢ U 6e3 remornobuHONaTMM MU C HapyLIEHNAMM
CBEPTbIBAEMOCTM KPOBW TaKMe e, Kak 1 6e3 Hux (Al).
bBe3biHTepdepoHOoBbIe, be3prubaBupruHOBbIE CXxeMbl Tepanum BIC-MHPEKLMM, KOTopbie MOTYT
MUCNONb30BaTbCA Y NALMEHTOB C reMOrN06MHONATUAMM UM PACCTPOIMCTBAMU KPOBOTEUYEHMUS,
TaKue XKe, KaK y NauueHToB 6e3 remornobuHonaTmin uam paccTpoincTe KposoTeyeHui (B1).

IloApOCTKH M JeTH

CuuTaetcs, 4To OKoA0 3,5 MMANMOHa aeTeil B Mupe B Bo3pacTe 1-15 neT MHPULUPOBaHbI XPOHUYECKOM
BIrC-uHdekunen. Nepengava oT matepen MNaAeHLAM ABNSETCA OCHOBHbIM NyTEM 3apa’KeHUA, HO B
HEKOTOPbIX CTPaHax NPOUCXOAAT APYrMe UCTOYHUKM MHOULMPOBAHUA, BKAOYAA NepeHOC
HO30KOMMANbHbIX KNETOK. [104POCTKM NOABEPralOTCA PUCKY B pesynbTaTte ynotpebneHus
MHBEKLUMOHHbIX HapKOTUKoB. OnnongHana anuaemua B CoeguHeHHbIX LLITaTax nokasana ctabunbHbIi
pUCK Nnepeaaumn Bupyca renatuta C oT matepei K ux getam. KoadduumneHTbl nepegaum soiwe y BUY-
NO3UTUBHbLIX MaTepel, MHOUUMpPOBaHHbIX BIC. Bce aetn, poXKaeHHbIE KEHWMHAMM,
MHOUUMpPOoBaHHbBIMK BI'C, 40NXKHbBI NPOMTU TECTUpOBaHMe Ha BIC-uHdeKumto ¢ 18-mecayHoro Bospacra.

Umppos u MUK pegkmn y aeten [258]. OgHako 3aboneBaHne NeyeHU MOXKET NPOrPeccMpoBaThb B paHHEM
Bo3pacte [259]. Y nuu c Tanaccemueit u neperpysKon Kenesom, a TakKe ¢ KomHobekumen BUY u
remaToIorMYeCcKUMM MU CONUAOHBIMU ONYXONAMM Y AETEN, NONYHAIOWMUMN XUMNOTEPANUIO, MOXKET
pa3BuTbcA 06WKNPHbLIN PUBpPO3 neveHn [260]. JeTcKoe OKUPEHNE MOXKET CNOCOBCTBOBATL Pa3BUTUIO
60N€e3HN NeYeHu.




CyuiecTByeT MHOXECTBO NCCIeA0BAHUI Tepannumn NermapoBaHHbIM NHTEPPEPOHOM N pnubaBUpUHOM Y
netert. dPPEKTUBHOCTb M NEPEHOCMMOCTb 3TOM KOMBUHaLMK aHaNorMYHa 3GHEKTUBHOCTMU U
NepeHoCUMOCTM Y B3pocabix. CywecTBytowme BapnaHTbl sedeHns ¢ MM/ orpaHMUeHbl, NOCKONbKY
OLEeHKa n ogobpeHne 3TUX NeKkapcTs y AeTen boina otnoxeHa. O4HaKO ABa KAMHUYECKUX UCCNeA0BaHMA
NOKasaan BbICOKYHO 06uyto 3dpdeKTMBHOCTb CXem, 0OCHOBaHHbIX Ha MM/, y aeTel n noapocTkos. B
nepsom nccnegosaHmm 100 aetenn, MHPULMPOBAHHbIX reHOTMNOM 1, nonyyanm codocbysmp u
neamnacsup B TeueHue 12 Hepenb. CpeaHUt BO3pacT cocTasnan 15 net (MHTepKBapTUAbHbLIN MHTEepBan
12-17). U3BeCTHO, UTO TONbKO Y 1% NnpucyTcTBoBan Lnppos; 80 NnauMeHTOB paHee He Neunanch. Yactorta
YBO coctasuna 98% (98/100). AUC u Crax nA codocbysmupa, ero metabonura GS-331007 u
Neannaceunpay NoapocTKoB Bblan B Npeaenax rpaHuL, GapMakoKUMHETUUECKOM 3KBUBANEHTHOCTH,
06HapYXEHHbIX Y B3POCAbIX B KIMHUUECKUX UCCNeaoBaHnax [261]. Bo BTopom uccneaosaHmum
adpdekTMBHOCTL codocbyBmnpa M pubaBMpuHa oueHMBanacb y 52 «HaMBHbIX» N NEUYEHbIX paHee
NoApOCTKOB B Bo3pacTe 12-17 net. CpeaHuit Bo3pacT cocTasnan 15 net; 26% ns Hux 6oiam
nHUUMpoBaHbI reHOTUNOM 2, 71% — reHoTunom 3 u 2% — reHotunom 4. MNokaszatennb YBO coctasun
98% (51/52) [262].

B anpene 2017 ropa EBponeickoe areHTCTBO NO NEeKapCTBEHHbIM CpeacTBam 0406pMN0 KOMBUHALUID
dMKcMpoBaHHbIX 003 codocbysBupa u negunacsmpa (ana reHotunos 1, 4, 5 n 6) n kKoMbMHauUM
codocbysnpa n pubasmpuHa (oA reHoTMnos 2 1 3) y NOAPOCTKOB B Bo3pacTe 12-17 neTt nam secom
6onee 35 Kr c xpoHunueckum renatutom C. Takmm o6pa3om, cxembl Ha OcHoBe MHTepdepoHa bonblue He
ABNAIOTCA NPeanoUTUTENbHbIM. HoBble UccneaoBaHma KOMBUHMPoBaHHbIX cxem MM npo 4o MKaoTcA y
peten 3-12 ner.

Pexkomendayuu

e [oppocTkos B Bo3pacTe oT 12 neT u cTaple, NHOULUNPOBAHHbIX reHoTunom 1, 4, 5 nnu 6, 6e3
ONbITA NIEYEHUNA U paHee NeyeHblx, be3 LMppo3a Mam ¢ KOMNEHCUMPOBaHHbIM Lnppo3om (Knacc A
no Yanna-MNeto), cnegyer neuntb KombuHaumen codpocbysup (400 mr) u negunacsmp (90 mr) B
dUKCUPOBaHHOM AO3UPOBKE B TeueHue 12 Hepenb (B1).
MoapocTku B Bo3pacTe 12 neT u ctaplie, MHGUUMpPOBaHHbIE FeHOTUNOM 2 uau 3, 6e3 onbiTa
NeyeHuna n paHee neyeHble, 6€3 LMpPPO3a UAM C KOMNEHCUMPOBAHHbIM LMppPo30oM (Knacc A no
Yanna-Mbto), MOTyT NEUNTLCA APYTMMU CXeMaMU, 0406PEHHBIMM Y B3POC/IbIX, C OCTOP OXHOCTHIO,
NoKa He NoABUTCA Bobluee KONNYECTBO AaHHbIX 0 Be3onacHocT n addekTuBHOCTH (C2).
Y peteit mnagwe 12 net neyeHune cnepyert OTAOXKUTL A0 Tex nop, noka MM/, Bkao4an naH-
rEHOTUNUYECKME CXEMbI, He ByayT 0406peHbI AN 3TOM BO3pacTHOM rpynnbl (B1).

[loBTOpHOE JIeYeHu e NMauueHToOB, He JoCTUriux YBO

IloBTOpHOE JIeueHHe NALMEHTOB NOCJIe Hey/JaYHOTO JiedeHHs JBOHHOM KOMOMHaLMe i
neruwJiMpoBaHHOro HHrepgepoHa-a ¥ puéaBHpHHA, TPOHHOH KOMGHHaLMe i
NeruJMpoBaHHOr0 HHrepgepoHa-a, pu6aBUpHHA U COPOCOYBHPpA HJIH ABOHHOM
KOMOHHauuei cogocoyBHpa U pHbaBHpHHA

NleyeHne NALMEHTOB NOCAE HEYAAUHOTO NleYeHMA ABOMHOM KOMBMHALMEN NErMAMpPOBaHHOIO
nHTepdepoHa-a u PnbaesnpuHa, TpoMHON KOMBUHALMEN NErMANPOBAHHOIO MHTepdepoHa-a,
pnbasupuHa n copocbysmpa nam aBonHoM kKombuHauymen copocbysmpa n pubasnpuHa
npuBeAeHb Bbille 06WNX PEKOMEHAALUMNAX AR «NeUeHbIx» nauneHTos (Tabanua 7, Tabauua 8).




IloBTOpHOE /IeyeHHe NallueHTOB, KOTOpble NoTepnesn HeyAady Iocjie TepanuM ¢

p IMeHeHHEM HHTHOHuTOpa nporea3nbl M / Win NS5A-uHru6uTOopa

MpeaBapuTenbHbie AaHHblE NOKa3bIBAIOT, YUTO NOBTOPHOE NeYeHMUe MOMKET HbITb ONTUMMU3NPOBAHO Ha
OCHOBe TeCTUpPOBaHMA 3aMeH, CBA3aHHbIX C ycToiumnsocTbio (RAS — Resistance Associated Substitution,
npum. pea.) [263]. RAS, KoTopble, KaKk bbl10 NOKa3aHO, BeAYT K NOHUMKEHHOM BOCNPUUMUMUBOCTU K
COOTBETCTBYIOLWEMY KNacCy NeKapcTs in vitro n / nam, KoTopble, COFrnacHo oTyeTam, 6bin BbibpaHbl B
KauecTBe 6e3blHTephepOHOBbLIX Tepanuii ANA NaLMeHToB, He aocTurwmx YBO (Tabaunua 9) [53,264].
MepeuncneHHble RAS 1 paa anbTepHaTUBHbIX 3aMeH MOTYT NPMCYTCTBOBATbL B Hayane NOBTOPHOro
NleYyeHnn y naumneHTos, paHee neunsumxca M4, OCHOBbLIBAACH HA TEKYLLEM COCTOAHMM 3HAHUMNA,
KOHKPETHbIE aNropUTMbl ANA NPUHATUA PELUEHWIA ANA NOBTOPHOTO eUYeHUA He MOrYT BbITb NOAYYEHbI U3
3TMX HabaoaeHUn. Takum obpa3om, Npyu NOBTOPHOM NeYeHUn HeobXxoaAMMO PYKOBOACTBOBATLCA KaK
uHbOopMaumeit N0 paHee NPUMEHMMbIM NpenapaTam Npy HeQOCTYNHOCTU TecTa Ha Pe3UCTEHTHOCTb,
NMbBo ecnn NPoBOAUTCA TECT Ha PE3UCTEHTHOCTb, NONAraacb Ha BEPOATHOCTb OTBETA, COrNacHO
HabnogaeMomy NpodpuNo Ppe3nCTEHTHOCTU U Ha ONbIT NeYalleid KoMaHAabl.

Tabnvua 9. 3ameHbl, NpUBOAALLME K CHUXKEHMIO BOCNPUMMUYMBOCTU K COOTBETCTBYHOLWEMY KNaccy npenaparain
vitro un / nnn o6HapyeHHble y NauueHToB, He AocTurumx YBO Ha 6e3biHTepdepoHOBbIX, OCHOBaHHbIX Ha ML

cxemax neyenms (6e3 yueta MHrM6MTOPOB NpOTeas NepBOro NOKONEeHUA - Tenanpesup u Gouenpesup)
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HeHykneosuaHbie palm-1 unrmbuTopbl (NSSB)

Ma1at/ T/ V

E446K / Q

Ya4sc / H

C316H /N/Y/ W -

S368T

N411S

M4141 /T /V

Ca4sF /Y

Ya48C /H

C451R

ASS3T/V

G5545

YSSSH

5556G /N /R

GS57R

GS58R

D559G / N

5$556G /R

GS558R

D559G / N

Y561H /N

S565F

3T RAS 1 Apyrue 3ameHbl B TEX e NO3ULIMAX MOTYT NPUCYTCTBOBATL HA HAYANO NEYEHUA Y NALUEHTOB, KOTOPbIE He
AocTurnu YBO, uTo yKa3biBaeT Ha CHUKEHUE BOCNPUMMUMBOCTUA K NEKAPCTBEHHBIM CPEACTBAM COOTBETCTBYHOLLErO
Knacca{os). OAHAKO CYLLECTBYIOT Pa3NUUMA MEXAY NPenapaTamu, NPUHAANEKALWMMIN K OQHOMY M TOMY 3Ke KNACCY, TaK YTO
HanuuMe AaHHbIX RAS He 03HAuaeT, YTo BCe NPENapaThbl U3 KNACCa UMEIOT NOHUKEHHYIO 3 PEKTUBHOCTD.

ApanTuposaHo 1 06HoeneHO u3 [53].

FeHomn 3 NSSA S24F + M28K + A30K kombuHupoBaHHble RAS o6ecneunsaiot >5000-kpaTHoe yBenuueHue nubpeHTacsnpa
ECSO OTHOCMTENBHO AWUKOrO WITamma in vitro.




[Ba uccneposanua Il dasbl, POLARIS-1 u POLARIS-4, npoaemoHCTpupoBanu 6€30nacHOCTb U
3pPeKTUBHOCTb TPOMHOI KOMBUHaLUKN codocbyBup, BeNNaTacBUP U BOKCUNANPEBUP B TeveHue 12
Heaenb y NALMUEHTOB, KOTOPbIE HE CMOTM AocTUYb YBO nocne Tepanum MNA, BKAKOYAA NALMUEHTOB,

NEeUNBLUNXCA MHIMBUTOpPamm npoTeasbl U / namn NSS5A [265]. B POLARIS-1y naumeHTos, B TOM unucae y

46% NauMeHTOB C LMPPO30M, KOTOPbIE NOTEpPNeNn Heyaady nocsae npeaplayLero 1e4YeHus
nHrnbutopamm NS5A, ob6wmit nokasarens YBO coctasnan 96% (253/263) y naumMeHTOB, NOAYyYaBLIMX
codocbysup, BennaTacBup U BOKCUNaNpeBup B TeueHune 12 Hegenb. bbln 04MH BUPYCHbIA NPOPbIB BO
BPEeMA NeYEeHUA U 6 peunamBOB NOCe NOBTOPHOTO NeveHua. YBO vaue pukcnpoBanca y naumeHTos
6e3 uMppPo3a, HeXKeNn y NALMEHTOB C LMPPO3om (99% u 93% cooTBeTcTBEHHO). FTeHoTun HCV u npodunb
RAS Ha Hauyano neyeHuA He BAUANK Ha oTBeT. Cpeau 7 NaLMeHTOB C BUPYCoaornyeckoi Heygaden, NS3
RAS (Q80K) npucyrcreoBanu B 2 cnyydaax 1 NS5A RAS (8 nosuuun 30 unm 93) B 6 cayyasax oo Havana
neyenua. JononHutenbHble RAS NS5A npucytcTtsoBanu npu BUPYCONOrMYECKOM NPOBane TONbKO Y ABYX
M3 HUX [265].

POLARIS-4 BkntOYano NaumMeHToB, KOTopble paHee He gocturam YBO nocne Kypca neyeHUA Ha OCHOBe
nnA 6e3 nirnbutopos NSS5A, y 46% 13 KoTopbix 6bin LMppo3. O6wasa Yactota YBO12 cocrasuna 98%
(178/182, oanH peunams) y NaLMeEHTOB, paHAOMMU3UMPOBaHHLIX ANA Npuema codpocbysupa,
Be/NNatacBMpa v BOKCManpesupa B TeueHue 12 Heaenb, No cpaBHeHuio ¢ 90% (136/151, oaunH
BUPYCONOTMYECKUIA NpopbIB, 14 peumManBoB) y aHaNOrUYHbIX NaLMEHTOB, NPUHUMABLINX TOIbKO
codocbyBup 1 BeNNaTacBMp B TeUYEHUE TOro e BpemeHu. Hu reHotun BI'C, H1 npodunb RAS Ha Havano
NeYeHUA He BANANMU HA OTBET Y NALMEHTOB, NOYyYaBLINX TPONHYIO KOMBuHaumio. deictButensHo, YBO
6b1n AoCTUrHYT y 98% (42/43) naumeHToB 6e3 BbiaBaAembix RAS uy 97% (199/205) naymeHTOB C
nobbimun NS3 1 / nnam NS5A RAS. MauneHTbl, KOTOpbIe NOAYYMAN PELUONB, HE UMENU BbIABAEHHbIX RAS
Ha UCXO4HOM YPOBHE WK NOCNE BUPYCONOFUYECKON Heyaaum [265].

Takum 0b6pasom, TpoHaa KombuHauma codocbysup, BennatacBup U BOKCUAANPeEBUpP ABNAETCA
Tepanuel BbIbOpa ANA NepeneymBaHmA NALMEHTOB, KOTOPbIE HE CMOrNK AocTMYb YBO nocne Kypca
NneyeHua Ha ocHoBe MNNA 6e3 nHTepdepoHa.

Nccneposanne MAGELLAN-1 nokasano, 4To KombuHaLumAa rnekanpesup U NnMbpeHTaceup He obnagaer
[0CTaTOYHO BbICOKMM Hapbepom pe3nuCTEHTHOCTU ANA AOCTUNKEHUA ONTUMANbHbIX 3HAYeHu YBO y
NAUMEHTOB, paHee NeYnBLInNXCA MHIMbuTopamm NSS5A [266]. Takmm 06pa3om, 3Ta KOMBMHALUA He
NMOKasaHa Npu NOBTOPHOM JIeYEHUMN NALMEHTOB, Y KOTOPbIX BblN0 paHee HeyagauHaa Tepanua NNAJ,
0cobeHHO ecnu oHa BKAKoYana nHrmbutrop NS5A. BmecTo 3Toro TpoiiHas kKombuHauma codocbysup c
NS3-uHrMbutopom npoteasbl U MHIMbUTOpom NSS5A, no-snammomy, nydwe Nnoaxo4auT ANA NOBTOPHOTO
NeyeHunA naumeHToB, noaseprumxca sosgeicreumto MNA. MNockonbky NnMbpeHTaceup obnagaet Gonee
BbICOKMM Bapbepom pesnUCTEeHTHOCTH, Yem Bce gpyrue oaobpeHHble HrMbutopbl NS5A in vitro [105],
TPOWHaA KombuHauma codocbysup, rnekanpesup n NMH6peHTacBup B GUKCUPOBAHHDLIX A03UPOBKaAX
morna 6bl COCTaBUTb MHTEPECHYIO anbTepPHATUBY ANA NOBTOPHOIO IeUEHUA K TPYAHbIX B 1eUEHUU»
NaUMEHTOB, TAaKUX KaK Te, Y KOTOPbIX 06HapyK1BaeTca CNoXKHaA cTpyKkTypa RAS NSS5A 1 / nam ¢
nporpeccupylowmm 3abonesaHMem NeYeHu (3a UCKNKOHEHNEM AEKOMNEHCUMPOBAHHOIO LMpPpPOo3a),
KOTOpPble UMEIOT ONbIT HECKO/NIbKMX HeyaauHbIx Tepanuii. Habatoganucb otTaenbHble cayyaun yenewHoro
NOBTOPHOIO NIeYEHUA TaKUX NALMEHTOB C KOMBUHaLMen copocbysup, rnekanpesup U NMBPEHTACBUP.
HenasHO Gbinn NoNyyYeHbl NpeaBapUTebHbIe Pe3ynbTaTbl HENPEPbIBHOIO KAUHUYECKOTO UCCNEA0BaHUA.
[BaaLaTb TpM NALMEHTA, KOTOPbIE HE CMOFAK AocTuub YBO nocne 8,12 nnu 16 Hegenb KOMBMHaLUUK




dUKCUPOBaHHbIX 403 FNeKkanpesupa U nubpeHTacBupa B uccnenosaHmax ¢asbl Il u Ll c asTum pexnmom,
nepewnu Ha KombuHaumio copocbysup, rekanpesup n NnubpeHTacsmp c pubasnupmMHOM B TeueHune 12 (n
=2)nan 16 (n=21) Heaenb. YBO Habnoganca 8 96% (22/23, oanH peunams) cnyyaax. KombuHauma
6blna 6e30NacHON U XOPO Lo NepeHocumonm [267].

Y «TpyAHbIX B NeYeHUn» NauneHToB, paHee NoABepriunMXca BO3AeNCTBMI0 MHIMbuTopos NS5A, TpoiHas
KombuHauma codocbyBupa, BennatacBMpa U BOKCUMAANPEBUPA, a TakKe codocbyBmpa, rnekanpesuap u
NUMBpPeHTACcBUPA TEOPETUHECKM MOTYT BbIMIPaTb OT AobasneHnsa pubasMpuHa B 403UPOBKE, OCHOBAHHOM
Ha macce Tena v /uan NpoaieHna NPOAOIKUTENBHOCTM NedeHna o 16 — 24 Hegenb. O4HAKO HeT
[0Ka3aTeNnbCTB ANA YTBEPKAEHMA 3TOMO pPeXnuma NedyeHusa, OKOHUaTeNbHOE peweHne 40MKHO
NPUHUMATbCA HA UHANBUAYANbHOM OCHOBE IKCNEPTHbIMU MEXAUCLUNAUHAPHBIMU TPYNNAaMU C yHETOM
MHOTMX NapaMeTpPOoB Ha HaYaso fieueHnn, B TOM UMCae TAXKECTU 3aboneBaHnA nedeHn n / nam

BHENEeYEeHOUHbIX NPOABNEHUN, NpeablayLLEero onbiTa nedeHuns, npodunen RAS n 1. a. Hannune
HEKOMNEHCUPOBAHHOTO LMPPO3a NpeayCMaTpMBAET OTKA3 OT MCNOJ1b30BAHUA CXEM Ha OCHOBE
NMHTMBUTOPOB NPOTEa3bl, HE OTMEHAA HEOHXOAMMOCTb KaK MOXKHO CKOpee HavaTb 1edyeHune.




Pekomendayuu
e [laumeHTbl, KOTOPbIE NOTEPNENU Heyaadvy Nnocne Tepannm, OCHOBaHHOM Ha NerMANPOBaHHOM

nHTepdepoHe-a n pubasBnpuHe, NnerMNMposaHHOM UHTepdepoHe-a, pubasupuHe u copocbysmupe
nnn copocbysmnpe ¢ pubaBUpPUHOM, AONKHBI NEPENeYnBaTLCA B COOTBETCTBUN C
BbllWenpuseaeHHbIMW PEKOMEHAAUMAMMN ANA NALMUEHTOB, NPOLWEALNX NeYeHne, B COOTBETCTBUM
C reHoTMNOM BUpyca. (Al)
TectupoBaHue Ha BIC-pe3ncTeHTHOCTb Nepes NOBTOPHOM Tepanuei y NaLneHToB, KOTopble
notepnenu Heygady nocne neyeHus Ha ocHose MMM/, none3Ho AnA OUEHKN BEPOATHOCTM OTBETa
Ha Tepanuio B COOTBETCTBUN C NpodnUNemM pe3UCTEHTHOCTH, UCXOAA B KaXKAOM Cayyae u3
peweHna MHOTOANCLUNANHAPHOM rPyNnbl, BKAOYAIOLLEN ONbITHbIX EYaLMX Bpayen 1
Bupyconoros (B2)
MaymeHTOB 6€3 LMPPO3a AN C KOMNEHCUPOBAHHbIM (Knacc A HYanna-Muio) uLMppPo3om, KoTopble
noTepnenu Heyaauy Tepanuu Ha ocHose MM (MHrMbuTop npoteasbl M/ nan NS5A-uHrMbuTop),
cnepyet neuntb KombuHauum codpocbysup, BennatacBup u Bokcunanpesup B GUKCMPOBaHHOM
DO3UPOBKe B TeyeHue 12 Hegens, B naeane, CX0AA B KAXXAOM Cayyae U3 peleHuns
MHOTOAMCLUNNAMHAPHOW rpynnbl, BKAKOLWEN ONbITHbIX Neyalmx Bpayeit u supyconoros (Al).
MNaymeHTbl 6€3 LMpPpPO3a MM C KOMNEHCMPOBAHHbBIM UMppo3om (Knacc A Yanna-MNeto), KoTopble
notepnenun Heygady nocne Tepanuu Ha NMNJA (MHrMbuTop NpoTeasbl 1 / nan nHrmbutopa NS5A) u
MMenu NpeaunKTopbl Xyalero oTeerta (nporpeccupytowee 3ab6onesaHne neyeHmn, HECKONbKO
KypcoB neyeHuna Ha ocHose MMNA, npodunb ¢ RAS NS5A) MOXKHO NeunTb KOMOUHauuein
codpocbysup, rnekanpesmp n nubpeHTacemp B GUKCMPOBAHHOM A03UPOBKe TeyeHne 12 Hegenb
MCXOAA B KAXXAOM C/yyae U3 pelueHna MHOroAUCUUMNANMHAPHOWN rpynnbl, BKAKOLWEN ONbITHbIX
Nevaumx spaven u supyconoros (B2).
Y camoii TpyaHoM B neyeHnn rpynnbl (naumeHtos ¢ NS5A RAS, 601bHbIX, KOTOPbIe ABaXAbl HE
pocturnn YBO nocne pexxMmos, BKAKOUAOWNUX MHIMBUTOPbI NpoTeasbl U / nam nHrmbutop NS5A),
K TPOMHOM KoMBuHauum copocbysup, BennatacemMp M BOKCMNaANpesmp Manm KombuHauum
codpocbyeup, rnekanpesmp n NnMbpeHTacemp B TeyeHme 12 Hegenb MOXHO A06aBATL
pnbasupuH B 403MpoBKe No macce Tena (1000 nan 1200 mry naymeHToB <75 Kr uan 275 Kr
COOTBETCTBEHHO) M / AW npoanesaTb neyeHne Ao 16-24 Heaenb, NCXOAA B KaXKAOM Cayyae 13
peleHna MHOTOANCLMNANHAPHON rPYNMbl, BKAKOLWEN ONbITHbIX NeYaliux Bpayeil U BUpYCONOroB
(C2).
MaymeHTbl C AekomneHcuposaHHbIM (Knacc B uan C Yanag-Mbto) LMppo3om, KoTopble
notepnenu Heyaady nocne NMNA-tepanuu (MHrM6uUTOp NpoTeassbl n / nan NS5A-MHIMBUTOP)
MMEeIT NPOTUBOMNOKa3aHWe ANA NPUMEHEHUA UHIMBUTOPOB NpoTeasbl, U NO3TOMY WX cneayeT
nepenevymBaTtb C NOMOLLBIO KOMBUHauumn codocbysupa n sennaTtacsmnp B pUKCMPOBAHHOM
0031MpoBKe pubaBMpUHOM B A03UPOBKe No macce Tena (1000 nan 1200 mr y naumeHToBs <75 Kr
WNK 275 KI COOTBETCTBEHHO) B TeyeHne 24 HeaeNb UCXOAA B KaKAOM Caydyae U3 peleHus
MHOTFOAMCUMNAMHAPHOM rPynnbl, BKAKOLWEN ONbITHLIX NeYalLnx Bpayeit u supyconoros (B2).

JleueHue OCTpOro remnaTuTa C

Y 60NbWMHCTBA NALMEHTOB OCTPbIN renatut C NnpoTekaeT 6€CCMMNTOMHO, HO XapaKTepusyeTcs
BbICOKMM YPOBHEM XpOHM3aLmMK (50-90%). CUMNTOMATUYECKOE TEYEHUE C KENTYXOW, XKEHCKWUM Non,
MO/I0A0M BO3PacT U reHeTuyeckme noammopdusmsl IL288 6bian ceA3aHbl CO CNOHTaHHbIM KNMPEHCOM
BMPYCa, HO HN OANH U3 3TUX NapaMeTPOB TOYHO He NPeACKasbiBaeT CNOHTaHHOE paspelleHne UHGeKLun
Ha UHAWBUAYANbHOM YpOBHE.

MauuneHTOB € OCTpbIM renatnTom C HEOBXOAMMO paccmaTpmBaTh ANA Ha3HAUYEHWUA NPOTUBOBUPYCHOM
Tepanuu, YyTobbl NPeaoTBPaTUTL Pa3BUTHE XPOHUYECKoro renatuTa C. JeicTBuTensbHo,
6e3oTnaratencHoe neyeHune ocTporo renatura MO yaydwaer KAMHUYECKUE UCXOAbl M MOKa3ano




BbICOKYIO peHTabeNbHOCTb B CPAaBHEH UM C OT/IOKEHHOW A0 XPOHUYECKOTO TeHeHMSA MHEKLUMN Tepanmei.
NaeanbHbI MOMEHT ANA Hayana TepPanMu eLle TOHHO He YCTaHOB/EH.

Coo6wwanocb 0 BbICOKMX NOoKaszaTtensx YBO (> 90%) y He6oAbWOro Yncna NaunmeHToB, NONyHaBLIMX
6e3blHTepdepoHOBbIe cXembl Ha OCHOBe codocbyBupa. MaeanbHanA NPOAOKUTENBHOCTb IeHEHMA
ocTporo renatnta C 6e3bIHTepdEpPOHOBLIMKU CXeMaMM NedeHns HenssecTHOW. CodeTaHme codocbysupa
1 pubaBMpmrHa B TedeHUe 6 unn 12 Hegenb BbINO HEAOCTATOUHbBIM ANA AOCTUMKEHMUA BbICOKUX
nokasaTteneu YBO y NauneHTOB C OCTPbIM AU PAaHHUM XPOHUYECcKUM renatutom C [269,270]. Tpu
nccneaoBaHUA NPOBOAMAUCH C UCNONb3oBaHMeM codocbyBupa u negmnacsmpa B GUKCMPOBAHHOM
[O03MPOBKE Y NALMEHTOB, MHONLMPOBAHHbIX reHoTUNom 1. Nokasatenn YBO 6binn: 93% (13/14) nocne 4
Heaenb nedyeHunn y notpeburtenein MHbEKLUMOHHbIX HAPKOTUKOB [271] , 77% (20/26) nocne 6 Heaenb
neyeHun y BUY-nonoxkutenbHbIx anuy, [272], n 100% (20 / 20) nocne 6 Hegenb neveHua y BUY-
OTpMUATENbHbIX NOTPebUTENE I MHBEKLNOHHBIX HAPKOTUKOB [273]. KombuHaumsa naputanpesunpa,
YCUNIEHHOTO pUTOHaBUPOM, ombutacsmpa u gacabysupa, BBOAUMOro B TeueHue 8 Heaenb,
npoAeMoHCTpMpoBana Yactoty YBO 97% (29/30, oauH HEBMPYCONOrMUecKan Heyaada)y NaumeHTos ¢
OCTPbIM MM HegaBHUM renatutom C B uccnegosaHnn TARGET-3D [274].

MN3-3a He60NbLWOro YMCNa NALMEHTOB, BKAOYEHHbIX B 3TWU UCCeA0BaHUA, Pa3NnMuniA B UX pe3y/bTaTax u
CXOACTBA C XPOHMYECKMM renatntom C, ANA KOTOPOro TpebyeTca Kak MUHMMYM 8 Heaenb Tepanuu ans
MaKCMMabHOM YacToTbl YBO, NnauneHToB ¢ ocTpbim renatutom C cneayet nednTtb Kombunaumamm NNA,
B TeyeHue 8 Heaenb, NOKA He NOABATCA AONOHUTE/IbHbIE AaHHbIE, YCTAaHABNMBAOWME UAECANbHbIN
PEeXMUM NIeYEHUS N ero NPOAOCIKUTENbHOCTb. HECMOTPSA Ha TO, YTO camble HOBble KOMmBMHaumu NN He
6bINM NPOTECTUPOBAHLI Y NALMEHTOB C OCTPbIM renaTuTom C, HET OCHOBaHMIA NONaraTb, YTO OHU He Bblnn
6bl BeCbMa 3$PEKTUBHbBI Y 3TUX NALMUEHTOB, yHUTbIBAA MX 3PPEKTUBHOCTL Y NALMEHTOB C XPOHUYECKUM
renatutom C. B HacToAlwee BpeMs HeT NOKa3aHWil K NPOTUBOBUPYCHOM TepPanMm Kak NOCTKOHTAKTHOM

nNpoduUNaKTUKe B OTCYTCTBME AOKYMEHTUPOBAHHOM nepeaaun BIC-uHdekumu.

Pexomendayuu
e [laumeHTOB C ocTpbiM renatnutom C cneayet neunts kKombuHaumei codocbysump n negmnacemnp

(reHoTMNbI 1, 4, 5 1 6) AN KOMBMHALMeE I NapUTanpeBUp + PpUTOHaBUP + oMbUTaCBUp +
pacabysup (reHotun 1b) B TeueHune 8 Heaenb (B1).
OCHOBbIBaACb HAa CXOACTBE C XPOHUYECKMM renatutom C, NauMeHTOB C OCTPbIM renatutom C
MOXXHO 1e4nTb KoMbUHaumen codbocbyBUp M BeNNaATacBUP (BCe reHoTMNbI), KombUHaunmei
rnekanpesvp n NMbpeHTacBMp (Bce reHoTUNbl) M KombuHaumen rpasonpesmp n anbaceup
(renotnnbl 1b 1 4) B TeueHune 8 Heaenb (C2).
YBO cneayeT oueHUBaTh Yepes 12 n 24 Heaenmn Nocne NeYeHUn, NOCKONAbKY cO0bLanoch o
no3aHux peunansax (B2).
HeT HMKaKNX NOKa3aHWA ANA AaHTUBUPYCHOM TepanmMm Kak NOCTKOHTAKTHOM NPOGUNAKTUKK NpU
OTCYTCTBMM AOKYMEHTUPOBaHHOM nepeaaun BMC-nHobekumm (B1).

MOHHTOpl/IHI‘ JIeHEeHHUs

MOHWTOPUHT NeYEHMUA BKAKOHAET MOHUTOPUHT 3QGEKTUBHOCTU NledeHus, 6e30NacHOCTM, NOBOUHbIX
3bdEKTOB U B3aMMOAENCTBMA NEKAPCTBEHHbIX CPEACTB.

MouuTopHHr 3¢pPEeKTHBHOCTH J1eYeHHUS

MoHUTOPUHI 3D PEKTUBHOCTM NEHEHMA OCHOBAH Ha namepeHun yposHe PHK BI'C B cbiBOpoTKe
UAKn Nnasme. 3TOT Xe aHanus, B naeane B TON e nabopatopmm, 4O/MKEH UCNOb30BATLCA Y
Kaxkaoro nayueHTa gna namepeHuns PHK BI'C B pasHble MOMEHTbI BpeMeHM, 4Tobbl ybeauTbea B




nocnenoBaTeNbHOCTU pe3ynbTatos [275-277]. U3mepeHune ypoBHeM KOpoBOro aHTureHa BIC
CbIBOPOTKE MK Nnasme ¢ nomoubio ELISA moxeT 6biTb ICNONb30BAHO B KauyecTBe anbTepHaTUBLI
n3mepeHnio yposHa PHK BI'C B ycnosusx, Koraa aHanmsbl Ha PHK BIC HegocTynHbI M / nan asnaoTca
poporocroawmmm [23,24,26).

Ona MOHUTOPUHra 3GHEKTUBHOCTU NeYeHUA He0HX0aMMO NPoBeCTN namepeHuna yposHen PHK BIC (nnm
KOpOBOTO aHTUreHa BI'C) B onpeaeneHHble MOMEHTbI BPEMEHM, BKNKOUAA UCXOAHYIO TOUKY, M yepe3 12
nMnn 24 Heaenn nNocne oKoHYaHMA Tepanuu (ana oueHkn YBO12 nam YBO24, cooTeeTcTBEHHO). Bo BCex
cny4yanx MOHUTOPUHT yposHA BIC PHK (unn koposoro aHTureHa BIC) nokasbiBaeT, 6bIn10 1K NeveHune
yCneLwHbIM.

Pexomendayuu

e [0na kKoHTponsa ypoBHA PHK BI'C B cbiIBOpOTKE MAM Nna3me cneayeT UCNONb30BaTb
UYBCTBUTENbHbIA MONEKYNAPHBIA METOA C HUXHUM Npeaenom obHapykeHus €15 ME / mn. (Al)
B cTpaHax ¢ HU3KMM AN CpeaHUM YPOBHEM 40X0A3 U B KOHKPETHbIX YCNOBUAX B CTPAHaXx C
BbICOKMM A0X040M MOXKET BbITb NCNONb30BaH KayecTBeHHbIN aHann3 PHK HCV ¢ 6onee HU3Knm
npeaenom obHapyeHna <1000 ME / mn (3,0 log,oME / mn) ana obecneyeHmns WNpoKoro
[OCTYNHOro AOCTyNa K AMarHocTuke n neyeHuio BIC-nHdpekunn (B1).
N3mepeHune ypoBHel KOpoBOro aHTUreHa BI'C B cbIBOpOTKE nan nnasme ¢ nomouubio UDA
MOKeT HbITb NICNONBb30BAHO B KauecTBe anbTepHaTUBbl U3mepeHuto yposHA PHK BI'C gna
MOHUTOPUHIa 3GPEKTUBHOCTM NeveHna, Koraa aHanusbl PHK BIC HegocTynHbl U / nan
ABNAIOTCA goporocToAwmnmm (Al).
Y naumneHToB, nony4aowmx 6esbiHTepdepoHoBbIe CXeMbl NeUyeHus, yposHU PHK BIC nnu
KOPOBOro aHTUIEHa A0MKHbI ObITb U3MEPEHDbI Nepen, Tepanuen, n uepes 12 nnm 24 Hepenun
nocne OKOHYaHWUA neyeHuns (ana oueHkn YBO12 nnn YBO24 cooTseTcTBeHHO) (Al).
B HEKOTOpbIX CTpaHax, y4nTbiBaA BbiICOKME nokasatenn YBO12, oxxmaaemble C NOMOLLbIO CXEM
Ha ocHose [1M[, oueHka YBO MOXeT He NpoBOANTLCA, 32 UCKNKOYEHUEM NALMEHTOB C PUCKOM
penHbekunm (B2).

IVlOP"rlTOlZ)PlHl1 6e30MacHOCTH JieUYeHUsA

Hoeble cxembl M1, 06bIMHO XOPOLWO NePEHOCATCA. HacToTa BbIpaXKEHHbIX UM TAXKENbIX NOBOUHbIX
3¢$deKTOB, NPMBOAALNX K NPEKPALLEHMIO NPUEMA NPENapaToB, ABAAIOTCA HU3KUMKU. OQHAKO A3HHbIe Y
NaLWUEHTOB C AeKOMMNEHCUPOBAHHBIM LIUPPO3OM UAU PELUMMEHTOB TPAHCNAAHTaTa NeYEHN
HeA0CTaTOuUHbI.

Cogpocbyeup u eeanamacsup (6e3 uau c sokcuaanpesupom)

[lonsa NaumneHToB, KOTOPbIE NONHOCTLIO NPEKPATUAN NeyeHmne n3-3a NobouHbIx 3ddeKkToB BO Bpema
NeyeHuns, cocTasmna <1% y naumeHToB, Nnonyyaswmx copocbysup 1 Bennatacemup B TeueHme 12 Hegenb.
B KNMHWYECKNX nccneaoBaHnAX He HabN4ANOCh HUKAKOW pasHULbl ¢ Nnauebocoaepraimumm
rpynnamu. Ycranoctb U ronosHaa 6onb 6binn Hanbonee yactbimn nob6ovHbIMK 3PdeKkTammn y naumneHTos,
nonyyaswmx copocbysmp 1 sennataceup. MoveuHasa GyHKUNA 4OMKHA ObITb OLEHEHa Y NAaUMEHTOB,
nonyvaiowmx copocbysmp.

[JobaBneHne BOKCMNaNpeBMpa accounmpoBanock ¢ bonee uactoi gobpokauectseHHoM anapeen (18% m
15% y naumneHToB, NONYYaBLINX TPONHYIO KOMBUHAUMIO, N 7% 1 5% y Tex, KTO NOAYYan TONbKO
codocbysmp 1 Bennataceup B uccnenosaHuax POLARIS-2 n POLARIS-3, cooTBeTcTBEHHO) [71].




I'nexanpesup u nu6penmaceup

[ona nauMeHTOB, KOTOPbIE OKOHYATE/IbHO NPEKPATUAN fleyeHUe M3-3a HebNaronpUATHbLIX COBbLITUN,
cocrasuna <0,5% ana nauMeHToB, NONYYaBLUNX FNEKaNpPeBup n NnubpeHTacsmp B TeveHue 8 unm 12
Hepenb [278].

B KomnnekcHOM aHanusze 2265 nayMeHToB, NONy4YaBLUMX KOMBUHALMIO FNeKkanpesMpa U NMbpeHTacBupa
B KAMHUYECKMX ucnbiTaHuax |l v Il ¢asbl, Hanbonee yacTbiMu NOHOUHbIMK 3D deKTaMM BbIM YCTANOCTb U
ronosHas 6onb [278].

Cocpocbyeup u1edunaceup

[onA naumeHTOoB, KOTOPbIE NONHOCTLIO NPEKPaATUAMN NeUYeHne U3-3a HeBNaronNpUATHbLIX COBbITMM BO
Bpems neyeHus, coctasnana 0%, <1% v 1% ans naumeHToB, Noay4yasmnx copocbysup 1 neannacsmp B
TeyeHue 8, 12 u 24 Hepenb, COOTBETCTBEHHO. B KNMHUYECKUX UCCNea0BAHUAX YCTANOCTb U FONOBHAA
601b yale BCTPeYanucb y NAUMEHTOB, NoAyYaBLIMX codocbyBmUp M neamnacemp NO CPAaBHEHMUIO C
nnayebo. Nepen npuémom codocdbyenpa AomkHa bbITb oueHeHa nodeyHan dpyHKuma. Coobuwanock o
HECKOJIbKUX CNYYanX TAKENON apTepuanbHOM rMNepTeH3UM NETKMUX Y NALMEHTOB, NONYYaBLUMX CXEMbI Ha
ocHose codocbyBmpa, HO NPUUUHHO-CNEACTBEHHAA CBA3b He BblNa AOCTOBEPHO ycTaHOBeHa [279].

I'pazonpeeup u 3n6aceup

Taxenble noboUHbIEe ABNEHUA Habaoganuce y 2,4% naumMeHToB, NOyHaBLIMX rpa3onpesup 1 anbacemp.
OHM npuBenu K npepbiBaHuio neyeHua B 0,1% cnyuaes. Hanbonee yactbiMm NoH6OYHbIMMK 3ddeEKTaMu
HbINKN yCTaNoCTb, ronosHan 601b 1 TOWHOTA, He Yalle, Yyem B rpynnax nnauebo. Bo Bpema ucnbiTaHUi
¢dasbi 1l iy 0,8% (13/1690) naumeHTos Habntoganncb GeccUMNTOMHbIE NoAbeMbl yposHA ANT ao 5-
KpaTHOW BEpXHei rpaHuLbl HOPMbI, B cpegHem — yepe3 10 Heaenb Nocie Havana fieveHus. 3T cobbiTms
pa3peLuanmucb CNOHTAaHHO C NPOAOKEHUEM TEPANUU UK NPEKPALLEHMEM NeYeHUs (TPU naumeHTa
(0,18%) npekpaTnnn neyeHme us-3a nosbieHus ANT.)

ITapumanpegup, ycwienHsiii pumoHagupom, om6umaceup u dacaéysup

OCHOBbIBaAsACb HA KOMMJIEKCHOM aHanu3e 6e30NacHOCTH, 3ya, YCTANOCTb, TOLWHOTA, aCTEHUA U
b6eccoHHMUa Bblan Hanbonee YacTbiIMU NOBOYHBIMU 3DPEKTAMMU, BCTPEUAIOLLMMUCA B KNUHUYECKUX
UCNbITAHUAX C 3TON KOMBUHaumel. TemM He MeHee, B 3TUX UccneaoBaHUAX Bonee yacTble NO6OYHbIE
addeKkTbl accoymmposanmcb ¢ pUbaBMPUHOM, KOTOPbIN MCNONBL30BACA Y BCEX NALUEHTOB,
MHPULMPOBAHHbBIX FEHOTMNOM 13, U Y HEKOTOPbIX NALMEHTOB, MHOULMPOBAHHbIX reHoTunom 1b. 3ya
accouMMPOBANCA C TPOMHbIM pexxumom MMM, Takenble HebnaronpuATHbIE COBLITUA NpousowNn B <2,5%
cnyyaes. MNpekpalyeHne neyeHuns ms-3a HebNaronpPUATHLIX COOBLITUI 3adMKCMpPoBaHO Y 1-2% NauneHToB
3a BpeMA UccnenoBaHuA.

BeccumnTomHoe nosbiweHue A/TT B CbIBOPOTKE 0BbIYHO NPOMCXOAUNO0 B TEYEHUE NepBbiX 4 Heaenb
NevyeHunA, KOTopoe paspeLlanocb 6e3 BMelaTenbCTBa Ha NpoTaXeHun neveHus NN, Npu aTOM HU OAMH
u3 cnyyaes He HblN CBA3AH C NogbeMamu bunnpybuHa. BpemeHHoe yBenmyeHme Henpamoro
H6unupybuHa B cbiBOpOTKe HabN0AANOCh Y NALMEHTOB C pubaBupuHOM K He3 Hero, n HbINo CBA3AHO C
MHrMbMpoBaHuem TpaHcnopTepos 6unmpybuHa OATP1B1 n OATP1B3 naputanpeBnpoOm 1 CBA3AHHbLIM C
HUM remonunsom. bonee BbiCOKas YacToTa pocTa obuwero bunvpybuHa Habaoaanacb y NALUEHTOB C
unpposom. Mcnonb3osaHue NpenapaTos, COAEPKALLUX 3CTPOreH, HbIN0 CBA3aHO C HONBLWINM PUCKOM
nogvema A/NT.




Pexomendayuu

e [launeHTnbl, nonyyatowme cxemy, cogepauwyto MM, 4onKHbl OUEHMBATLCA HA NpeamMmeT
KNNMHUYECKMX NOB0YHbIX 3bDEKTOB NPU KaxkaoM NoceweHnn spaya (Al).
YposHu A/IT cheayeT oueHUBaTb, NO KpaitHEN mepe, Ha HayaNnbHOM 3Tane v yepes 12 unu 24
HeAeNN NOCNE NEYEHMUA, A TaKKe B CNyYae BbiABNEHNA cumnTomos (B1).
MOHWUTOPUHT YBENUYEHUA HENPAMOTO BUNMPYBMHA A0NKEH NPOBOANUTLCA Y NALUEHTOB,
NoNy4YaloWmnx KOMBMHAUMIO NapuTanpesmpa, YCUNEHHOTO PUTOHABMPOM, ombuTacsmpa u
pacabysumpa (Al).
PyHKUMIO NOYEK cneayeT NPOBEPATb EXEMECAYHO Y NALUMEHTOB CO CHUMXEHHON CKD,
nonyyamowmx copocbysmp (Al).
Bonee BbICOKME 3KCNO3NLMUMU MHIMBUTOPOB NPOTEasbl HABNIOAANUCL Y NALMEHTOB C TAXKENOMU
NeYeHOYHOMN HeAOCTAaTOYHOCTBIO NPWU NCNONb30BAaHNMMN CXEM, COAEPHKAWMNX UHIMOUTOPDI
npoTeasbl (rhekanpesnp + NMbpeHTacsup, rpasonpesup + anbacsup, napuranpesup +
puTOoHasup + ombutacsup + gacabysmup, cobocbysup + Bennatacsup + BOKCMNaANpesup),
KOTOpble NPOTUBOMNOKA3aHbl Y NALUMUEHTOB C Y C AEKOMMNEHCMPOBAHHbIM LMPPO30M (Knacc
Yanng-noto B n C) (B1).

M OHHUTOPHHT B3aUM oJieicTBUA MEXKAY JIEKAap CTBEHHBIMHU NpenaparaMu

3bbEKTUBHOCTb M TOKCUYHOCTb NPENapaToBs, Ha3HAaYaeMbIX AONONHUTENBHO ANA NEYEHUA
CONyTCTBYIOWMX 3ab0neBaHU U NOTEHLUMANbHbIE B3aUMOAENCTBUN MeXAY NEKAPCTBEHHbIMM
cpeacTsamu, cneayeT KOHTPOANPOBATL BO BpEMA NeyYeHMA. BarKHO yunUTbIBaTb BCE NEKAPCTBa,
NPUHUMAEMbIE NALMEHTOM, BKNtoYas Be3peuenTypHble NpenapaTbl U peKpealMoHHbIE HAPKOTUYECKUE
cpeactea. Kpome TOro, cneayer BbIACHUTL CAeayowmnin paa BONPOCOB: BCE M COBMECTHO
ncnonb3yemble NeKapcTBa He0HX0AMMbI B TeueHWe nepuoaa neveHna BIC-uHdekunm (BO3MOKHO Nu
NPeKpaTUTb UCNONb30BaHWE NpenapaTa, HanpuUMep, Kak CTaTuH, B TeyeHue 8-12 Heaenb)? Ecan HeT, ecTb
/M anbTEepHATUBA B 3TOM e TePaNeBTUYECKOM Knacce 6e3 B3aumoaencTena ¢ UICNONb3YEMbIMU ANA
Tepanuu npenapatamun? HakoHew, MOXXHO AW YNPaBAATb NEKAPCTBEHHBIMWU B3aMMOAENCTBUAMM NyTEM
N3MEHEHMA A03bl NN YETKOTO NNAHA MOHUTOPUHIa? Bo n3bexaHne NoTeHUMaNbHbIX NEKAPCTBEHHbBIX
B3aMMOAENCTBUN (CM. BbilE) NAUMEHT AOMKEH NPOMHPOPMUPOBATL KOMAHAY NeyYalnx Bpaven nepeq
Hayanom npuéma noboro HOBOro Npenaparta BO BPEMA NEYEHMUA.

Pexomendayuu

o  3bPEKTUBHOCTL M TOKCUYHOCTb AOMONHUTENbHbIX NPENapPaToB, Ha3HAYaeMbIX ANA NEeYEHUA
CONMYTCTBYIOWMNX 3a60NEBaHNI U NOTEHUMANbHbBIE B3aMMOAENCTBUA MEXKAY NEKAPCTBEHHbBIMM
cpeacTeamm, cneayeT KOHTPOANPOBATL BO BpeMA nedeHund (Al).
Koraa 3To BO3MOMXHO, NPUEM COMYTCTBYIOWENO IEKAPCTBEHHOTO CPEACTBa, KOTOPOE MOXKET
BCTYNaTb BO B3aMMOAENCTBUA C OCHOBHbIM, A0/MKEH ObITb NPeKpalLeH Ha Bpemsa neveHuns BIC,
MNN 3TO NEKaPCTBEHHOE CPEACTBO A0NKHO BbITb 3aMEHEHO Ha anbTepPHATUBHbIN Npenapar ¢
MEHbLLUM NOTEeHUNanom s3anmogencreus (B1).

YMeHbIEHHE AO3UPOBKH

HuKaKne KOpPEeKTUPOBKM A03bl HE PEKOMEHAYIOTCA HU ANA OQHOWN U3 PEKOMEHAO0BaHHbIX KOMBUHAUMM
npenapartos MM/, BkAoYas cXeMbl Ha OCHOBE MHIMBUTOPOB NPOTEA3bl NPU NOYEYHON HEAOCTATOYHOCTH
n cxembl codbocbysup n negunacsmp ana getei crapwe 12 net. J/leyeHne A0NHKHO ObITb NPEKpaLLEHO B
cnyyae TaxKenbix No6oYHbIX 3GDEKTOB UK B CNyvae aKTUBM3AUMUM renaTuTa (AecATUKpaTHoe
npesbilweHne yposHen AJIT, ecan OHWU He BblAn TaKOBbIMKW Ha Hayano neyeHuns). ECAn y nauneHTos,
nonyyatowmx pubasnmpuH (y NAUMEHTOB C AEKOMNEHCUPOBAHHbBIM UMppo3om [Knacc B nam C no Yaina-




Mbto]) HabnogaeTcs 3HaunTeNnbHan aHemus (remornobuH <10 r / an), A03npPOBKY pubasupuHa cneayet
yMeHbLWaTb nocteneHHo no 200 mr. Bonee 6bICTpOe yMeHbLIeHMe A03bl MOXKeT NnoTpebosaTbes ANA
NaumneHToB € BbICTPO CHUXKAOWMMCA TeMOrnobMHOM, 0COBEHHO eCNN UCXOAHbIA YPOBEHb remornobuHa
6bIn HU3KUM. Mpuém pubasupuHa cheayeT NPeKpPaTUTL, ECAN YPOBEHb remornobuHa nagaer Huxke 8,5 r
/ on [280-288].

Pexomendayuu

e JleyeHue cnepyeT NpPeKpPaTUTL B CAyYae TAXKENbIX NOO6OUHbIX 3G EKTOB UAK B Cayyae
aKTMBU3aLMK renaTuTa (AecaTUKpaTHoe npesblweHue yposHei ANT) (B1).

e Y nauueHToB, KOTOPbIM HEOBX0AMM PUHABUMPUH (NALMUEHTBI C AEKOMMNEHCUPOBAHHbLIM LIUPPO30M
[Knacc B nau C Yaina-Metol), aosy pubasupurHa cnegyeT ymeHbLwaTb nocteneHHo no 200 mr,
ecnu ypoBeHb remornobuHa nagaet Huxke 10 r/ an. NMpuém pubasupuHa aonxHa 6biTb
NPeKpaLéH, ecam ypoBeHb remornobuHa nagaet Huxe 8,5 r/ an (Al).

Mepbl 10 YJIyYllI€eHHIO IPUBEPXKEHHOCTH K JIeYEHHIO

MNonHoe cobnogeHne pexxuma npuema NekapcTe NO3BONAET AOCTMYb BbICOKOFO ypoBHA YBO. U
HanpoTUB, HENOAHOE CoboaeHNe CBA3AaHO C BUPYCONOrMUYECKUM NPOPLIBOM UAU PELUANBOM Nocne
NeyeHns N BOSHUKHOBEHUEM PE3UCTEHTHOCTU, 0COBEHHO Ha paHHel cTaaun neveHua. Takum obpasom,
cnegyet NPUMEHUTb NPOCTbIe Mepbl ANA MNOBbLIWEHUA NPUBEPXKEHHOCTU Tepanuu. Mepeg Havyanom
NPOTUBOBUPYCHOM TEPANUKM NALUMEHTOB HYXXHO NPOUHCTPYKTUPOBATb O eXXeAHEBHOM rpaduke n
oxnpgaembix nobouHbix apdertax. UmetoTca paKkTMUeckne gaHHble NO KOHTPOAUPYEMOM Tepanun ans
naymeHToB ¢ O3T c BbICOKMM YPOBHEM 3aBepLIEHUA NeYeHna u nokasatenamu YBO [289,290].

KntoueBoi anemeHT adpdeKTUBHOro ynpasneHus Tepanueit BIC — ato BeaeHue 60NbHbIX
MHOronpoduNbHOM KOMaHAOM, KaK NPaBMANO, BKAKOYAKOWEN Bpaya, KIMHUYecKoe obcnegoBaHme m
MOHWTOPMUHT, CYXKOY BUPYCONOFUU, HAPKONOTUYECKYIO CNYXKDY, cayKby no BUY-uHbeknuum,
NCUXMATPUUECKYIO NOAAEPHKKY B OTAENbHbIX CNyydanx, bapmaueBTOB U COLMUANbHbIX PaBOTHUKOB U
Apyrve cayx6bl COLMaNbHOM NOAAEPHKM (B TOM YnCie rpynnbl B3aMMHON NOAAEPHKKU, ECIN TaKOBble
MMmetoTcs).

Mepbl N0 NOBLIWEHUIO NPUBEPKEHHOCTU NEYEHUIO HOCAT MHOTONPOGUNBHbBIN XapakTep. OHWU BKAOYAIOT
nHpopmmposaHue 0 BIC n KOHTPONb CAYKOGAMU MOHUTOPUHIA, B YHaCTHOCTM, MOMOLLb CNeLnanbHo M
meacectpbl [291, 292]. AA3bIKoBble NPO6AEMbBI C NOHUMAHUEM MHOCTPAHHbIX MALMEHTOB AONKHbI ObITb
peleHbl A0 HaYana neyeHua. YTtobbl MaKCMMU3NPOBATL BEPOATHOCTb NONL3bI ANS NALMEHTOB, KOTOpPbIE
HaUYMHAKT HOBblE cxembl nedeHus BIC, cneayeT yaenntb BHUMaHWe NpeaBapuUTeNbHOM OLEHKE U
NOArOTOBKE, a TaKXe MOHUTOPUHIY M NOAAEPKKE cOBN0AEHUA peXMMa Npuema npenapaTtos, YTo
CTano npouse ¢ HoBbIMKU He3bIHTEPHEPOHOBLIMKU CXeMaMU. [LOCTYNHbI UHCTPYMEHTbI OLUEHKU,
NCNONb3YIOWMECH NPU XPOHUUYECKOM 3abonesaHunu [293].

YpeamepHoe ynotpebneHue ankorona (6ansl > 4 no Audit-C) 66110 cBA3aHO C HEHONBLWNM CHUXEHUEM
YBO; oaHako nokasatenun YBO 6bian BbICOKMMKM HE3ABUCUMO OT noKkasaTtensa Audit-C, a upeamepHoe
ynoTpebneHune ankorona He AONKHO NPUBOAUTL K OTKasy OT nNeveHus [294]. NaumeHTsl ¢ renatutom C
TeKyWMM noTpebneHnem ankorons BO BPEMSA NeUYeHUN A0NKHbI NOAYYaTb 4ONONHUTENBHYIO
NoAAEPHKY BO BPEMSA aHTUBUPYCHOMN Tepanuu [295-298]. dapmalieBTbl A0NKHbI TPOBOAUTD
KOHCYNbTaLUWUKN Ha NpegMeT NOTEHLUMNANbHbIX NeKapCTBEHHbIX B3aMMOAENCTBUN.




Pexomendayuu
e Jleyenume BI'C AONKHO OCYLLECTBNATLCA MHOFONPOGUNBHOM FPYNNON BpayYen, MMEIOWNX ONbIT

OLLEHKMN U neyeHus BIC (Al).
NauneHTbl ¢ BI C-nHdpekumen aonxHbl 6bITb NPOMHGOPMUPOBAHBI O BAXKHOCTU
NPUBEPKEHHOCTU K NEYEHUIO ANA A0CTUXeHUA YBO (Al).
Y coumnanbHO-3KOHOMUYECKU HEBNAroNoNYYHbIX NALMEHTOB U UMMUFPaAHTOB B Tepanun BIC
[ONKHA NPUHUMATL yyacTue cnyxkba coumanbHo nogaepku (B1).
CneayeT paccMOTpeTb UCNONb30BaHUE TPYNN B3aUMHOI NOAAEPHKKN ANA YAYYLIEHUA Tepanum
BI'C (B2).
MauneHTbl C YpesMmepHbIM YNOoTpebaeHMeM ankorons BO BPEMA NEYEHUA AO0NXKHbI NONYYaTb
OONONHUTENBHYIO NOAAEPIKKY BO BPEMA aHTUBUPYCHOM Tepanuu (B1).

[locaenyroniee HaGJII0AeHH e 3a MALMEHTAMH, JOCTUTILIMMU YBO

Y naymeHToB 6e3 uMpposa, KoTopble aocTurnn YBO, nHdekumna BIC MoXKeT cuMTaTbhca OKOHYATENbHO
gblNeyeHHOM. [aLumeHTbl ¢ paHee CyLLecTBOBABLUMMU CONYTCTBYOWMUMHK dakTopamm 3abonesaHua
NeYeHu (B YaCTHOCTU, UCTOPUA YPE3MEPHOTO YNOTPeBNEHUA ankorons, oxupeHue u / unun avabet
BTOPOro TMUNA) AONXKHbI TWATENbHO U NEPUOAUYECKM NOABEPraTbCA TLWATENBHOM KNMHUYECKON OLEHKE,
B C/Nyyae HeobxoanMocCTH.

BonbHble ¢ NnpoasuHyTbiM pubposom (F3 no METAVIR) 1 umMppo3om neyeHu, KoTopble gocturam YBO,
DONXKHbI OCcTaBaTbca Nog HabatoaeHem Ha npeameT MUK kaxable 6 mecaues ¢ nomowbio Y3U, a
BapWKO3HOE pacluMpeHune BEH NULLEBOAA NPOBEPAETCA C NOMOLLBIO 3HAOCKONUK, €CAN BapUKO3
NPUCYTCTBOBAN HAa NpeaBapUTENbHOM 3HAO0CKONUMK (NepBUYHbIE BapUKO3HbIE KPOBOTEYEHUA PEAKO
HabatogatoTca nocne YBO).

OT Hannuma kodakTopos 3abonNeBaHMA NEYEHM, TAKUX KaK UCTOPUA yNnoTpebaeHns ankorons,
MeTaboNMUECKUI CUHAPOM, BO3MOMKHO CBA3AHHbINA C OXXMPEHMEM U / nan caxapHbim guabetom 2-ro
TWNA, 3aBUCUT, HYXKHbI N AONONHUTENbHBbIE 06CcnenoBaHMA. [JONroCpoYHbIE UCCNEeN0BaAHMUA NOCNE
poctmxeHua YBO nokasanu, uto, XxoTa puck pas3sutma MUK 3HaUMTeNbHO CHUXAETCA NO CPABHEHULIO C He
NONYYaBLUIMMMU NleYeHMe NaLMeHTaMu UAnN NaLneHTamMu, KoTopble He gocturam YBO, oH ocTaeTcs y
NaLMUEHTOB C LMPPO30OM NeYeHu 1 BbliedeHHon BIC-undekuuein [3],[4], [8], [152], [299]. Takum
06pa3om, NPOAOCNKUTENBHOCTL HabAoaeHna Ha NnpeameT MUK y naumeHToB ¢ BbipaKeHHbIM
dnBpPO30M AU LMPPO30M NeYeHu, aocTurwmx YBO, ABNAETCA NOXKUIHEHHbIM.

CornacHO HEKOTOPbIM AaHHbLIM, NOKa3aTenn penHdeKuumn nocne ycnewHoro neyeHuns BrC cpegm
NaLMeHTOB BbICOKOTO pPUCKa, Hanpumep Ntogen, ynoTpebaarowmx MHbEKLMOHHbBIE HAPKOTUKK, UK
MY>KUMH, UMEIOLLIMX NONOBbIE KOHTAKTbl C MY>XYMHAMK, HEBbICOKM — oKono 1-8% B roa,. [246], [247],
[248], [249], [251], [300], [301], [302], [303], [304]. Mo HepaBHUM NPeANONOKEHUAM, TPOCTOTA
6e3bIHTepdEepPOHOBOM TEPANUM MOXKET YBENUUNTL BEPOATHOCTb NOBTOPHOrO 3apaxeHusa [305]. Ans Toro
yT06bl MAKCMMMU3UPOBATL NONBL3Y TEpPAaNMU, UHPOPMALMIO O PUCKaX NOBTOPHOrO MHOULMPOBAHUA
cnepyet AOHECTU A0 NALMEHTOB rpynnbl PUCKA U NOAAEPKMBATL NONOKUTENbHBIE UBMEHEHUA B UX
noseaeHuun. MauneHTbl, NOABEPraloWMecs pUCKy, 40NKHbI ObiTb NPOBEPEHbI Ha PEUHPEKLMUIO, a
penHPULUPOBAHHLIM NALMEHTaM Yepe3 3 MecaLa, B CNyYae pa3BUTUA XPOHUYECKON UHbEKLUH,
[OMKHO ObITb CHOBA NPEANOKEHO NeYeHune.




Pexomendayuu

e [aumeHTbl c ymepeHHbIM dnbposom (FO-F2 no METAVIR), aocturwme YBO n He HaxogAwmecs B
rpynne pucka peuHobeKLmmn, MoryT 6biTb CHATLI C HabntoaeHus no nosoay BIC-uHdekumu, npu
YCNOBWU, UTO Y HUX HET APYrnx conyTcTByOWMX 3abonesaHnit (Al).
MaupeHTbl ¢ NpoaBUHYTbIM drbpo3om (F3 no METAVIR) nnun umnpposom (F4 no METAVIR),
pocrurwme YBO, aonkHbl Habnogatbes no nosogy MUK kaxkabie 6 mecsues ¢ nomouwbio Y3
(A1).
Y nauymeHToB € LMPPO3OM pEKOMEHA0BaAHO HabnoaeHWE NO NOBOAY BapUKO3HOTO pacliMpeHuns
BEH NULWEBOAA NYTEM 3HAOCKONWUKU B CAyYasax, Koraa Bapyu KO3 NPUCYTCTBOBAN NPU 3HAOCKONUK
00 NeYyeHns, XoTA NopTanbHan rMNepTeH3na peako Habnganack y NauMeHToB nocne
AoctrkeHuns YBO (Npu oTCyTCTBUN AONONHUTENbHbIX NPUYNHBI 3a60oneBaHuA neyeHn) (Al).
Puck penHodekummn gomkeH 6biTb 4OBEAEH A0 NAUMUEHTA ANA NPEAOTBPALEHUA PUCKOBAHHOIO
noseaeHua (B1).
MNMocne YBO MOHUTOPUHF Ha npeameT pemHdekunmn BIC B aeane AoNKeH NpoBOANUTLCA
Kakable NoNroga unn, No KpamHei mepe, peKoMeHAyeTcs exerogHasn oueHka y NMUH nan
MY>XYMH, UMEIOLMX NONOBbIE KOHTAKTbl C MY>XYMHAMMU N NPOAOMKAIOWMMCA PUCKOBAHHBIM
nosegeHuem (Al).
MNMoBTOpHOE NeYyeHne NoKa3aHo Npw BbiBNEHMU penHdeKunn nocne YBO (Al).

HaoGuro1eHu e 3a nalnjueHraMu, He npomejgumruMHu JICHCHHE, U IIAIJHCHTAMHU C

HeyAa4YHbIM JIEHEHHEM

HeneueHble NaUMUeHTbl C XPOHMYECKUM renaTutom C 1 Te, KTO He OTBETUAN Ha Npeablayliee NevyeHune,
OO0NXKHbI perynapHo obcneposatbea. MpuUynHa 0TKasza oT NeveHUsa A40MKHA BbiTb YETKO
3340KyMeHTUpoBaHa. HeneyeHble NaumeHTbl 4OMKHbI 06cneaoBaTbes Kaxkable 1-2 roga ¢ NomoLbio
HeMHBa3nMBHOro metoaa (no nosoay ¢ubposa neveru, npum. pea.) {41]. NaumMeHTbl ¢ NPOABUHYTbIM
dnbposom (F3 no METAVIR) n umppo3om neyeHn AonKHbl 06cnegoBartbca Yepes Kaxkable 6 mecaues ¢
nomoubto Y3U.

Pexomendayuu
e HeneyeHble NAUMNEHTbI C XPOHUYECKUM renatntom C 1 Te, KTO He OTBETUA Ha npeablayluee
neyeHune, AONKHbI perynspHo obcneaosatbea (Al).
HenHBasnBHble METOAbI A0MKHbI UCNONB30BATLCA ANA OUEHKN PUbpo3a Kaxable 1 - 2 roaa
(A1).
HabnogeHne no nosoay MUK A0NKHO NPOAOAXKATLCA KaXKable 6 MeCALEB NOKUIHEHHO Y
NauMeHToB € NPoABUHYTbIM ¢nbposom (F3) n umpposom (Al).
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