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Lleno uccnepoBaHua. OueHnTb 39OPEKTUBHOCTb
n 0e3onacHoCTb Tepanuun Hapnaanpesupom (HBP)
B KOMOUHaumn ¢ putoHasupom (PTB), nerunupoBaH-
HbIM nHTEPepoHoMm (ner-UDH) n pubasuprHom (PBB)
Y MEPBUYHBIX 1 paHee JIeYEHHbIX 60bHbLIX XPOHUYECKMM
renatutom C, BbI3BaHHLIM BUPYCOM 1-ro reHoTuna, 6e3
LMppOo3a NevyeHn B ABOMHOM CNIENOM Mnaueb0-KOHTPO-
nupyemow lll pasbl nccnegosanum (PIONEER).
Matepuan n metoabl. B nccnegyemon rpynne HBP
(200 Mr BHYTPb OAMH pa3 B CYTKM) HA3HaA4YaIu B CO4eTa-
Hun ¢ PTB (100 mr) u ner-dH/PBEB B TeueHne 12 Hep,
C nocneayowmm gonedymBaHuem ner-MdOH/PEB B Teue-
Hue 12 Hen. BonbHbIE N3 rpyNMbl CPABHEHWUS MOny4Ya-
nn ner-®H/PBEB B TeuyeHne 48 Hen, nepsble 12 Hen,
B coYeTaHuu ¢ nnauebo.

Pe3ynbTatbl. YCTON4YUBbIN BUPYCOIOrNYECKN OTBET
4yepe3 24 Hen nocse OKoHYaHusi nedeHusi (YBO24)
B uccnenyemon rpynne (HBP/PTB, ner-UdH/PEB)
Ob1n 3apernctpupoBaH y 89,1% (163/183) nepBuYHbIX
n 69,7% (69/99) paHee neyeHHbIx GonbHbIX. YBO24

Aim of investigation. To estimate efficacy and safety
of narlaprevir (NVR) with ritonavir (RTV), pegilated
interferon (peg-IFN) and ribavirin (RBV) at treatment-
naive and earlier treated noncirrhotic patients with
chronic hepatitis C caused by the 1st virus genotype
in double blind placebo-controlled 3rd phase study
(PIONEER).

Material and methods. The main group received NVR
(200 mg od orally) in combination to RTV (100 mg) and
peglFN/RBV for 12 weeks that was followed by peg-IFN/
RBV for 12 weeks. Comparison group received peglFN/
RBV for 48 weeks, for the first 12 weeks in combination
to placebo.

Results. The sustained virologic response in 24 weeks
after treatment termination (SVR24) in the main group
(NVR/RTV, PEG IFN/RBV)) was achieved in 89.1%
(163/183) of treatment-naive and 69.7% (69/99) of
earlier treated patients. SVR24 was achieved in 86.5%
(32/37) of patients with relapse after previous peg-IFN/
RBV treatment course. The viral load decreased for the
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yoanocb goctuib y 86,5% (32/37) 60sbHbIX C peuu-
OVBOM MOC/e NpeaLwecTBYIOWEro Kypca Tepanum ner-
M®DH/PBEB. CHuXeHne BUPYCHOW Harpyskum COCTaBWIIO
B cpegHeM 5,3 log,,4epe3 2 Hean 5,9 log,, 4epes 4 Hen,
Tepanuu B rpynne HBP/PTB, ner-d®H/PBB no cpas-
HeHuio ¢ 1,5 log,, 4epes 2 Hep, n 2,5 log,, Hepes 4 Hep,
JIe4eHuns1 B rpynne CpaBHEHUS.

Cpenn nepBUYHbIX MALMEHTOB, MOJyHYaABLUMX OLLEHU-
BaeMyilo Tepanuio, YBO24 6bin pocturHyt y 90,8%
npu WUCxXogHoih cteneHn ¢ubposa nedvyeHn FO-F2
(no METAVIR) ny 75% npu ctenexHn onbposa F3. Cpegu
B0sbHbIX, paHee ne4veHHbix ner-MPH/PEB, B nccneaye-
Mol rpynne YBO24 3apernctnpoBaH y 72,6% C ucxon-
Ho cTeneHblo pnbposa FO-F2 ny 53,3% ¢ prnbposom
cTeneHn F3.

Job6aeneHve HBP/PTB k Tepanuu ner-dH/PEB He
NpUBOAMIIO K yXyAlleHno npoduns 6e3o0nacHOCTM Mno
CpaBHEHWIO C TAaKOBbIM B rpynne 60bHbIX, MOJTyYaBLLIMX
Tepanwio ner-dH/PEB.

BbiBogbl. B nccneposanmn PIONEER komMOGuHMpoBaH-
Hasg Tepanusa C HapianpeBUpPOM XapakTepu3oBanacb
BbICOKOV 3 DEKTUBHOCTLIO, YA0OCTBOM MPUMEHEHUS
1 yny4lleHHbIM NnpoduiemMm 6e30nacHOCTU.

KnioueBble cnoBa: xpoHudeckuii renatut C, neyeHue,
Hapnanpesup.

Ana uutupoBaHua: Maesckada M.B., VBawkuH B.T.,
3Honko 0.0., Knnmoga E.A., AbnypaxmaHoB O.T.,
BakynuH W.T"., Boromonos IN1.0., bypHesuy 3.3., MNanywko M.1O.,
lensanposa H.U., Xpanos K.B., Bcaynerko E.B., Kmxno C.H.,
KoHcTaHTuHoB 4.10., MwupoHosa H.U., Mopo3zos B.I".,
Crtpebkosa E.A., Hukutun U.T., OcuneHko M.®., [aceu-
HukoB B.[., Caranosa O.U., XaepTbiHoBa V.M., YynaHos B.I1.,
dkosnes A.A., BacioTtuH N.A., Tapxosa E.[1., KpacasuHa 3.H.,
CamcoHoB M.1O. OddeKkTMBHOCTL " 6e30MacHoOCTb
OTEYECTBEHHOIO MHrMbuUTOpa npoTeasbl Hapnanpesupa
Yy MEPBUYHBIX N PAHEE JIEYEHHbIX MAUMEHTOB C XPOHUYECKUM
renatutom C, BbI3BaHHbLIM BMPYCOM 1-ro reHotuna, 6e3
umppo3sa neyeHun (peadynbtatel nuccnegosaHus PIONEER). Poc
XYPH racTpoaHTepon renaton kononpokton 2017; 27(6):41-51
DOI: 10.22416/1382-4376-2017-27-6-41-51

Bseaenune

CoriacHo TOCJeTHUM TaHHBIM, BHPYCHbIE TelaTH-
THI SIBJASIOTCS OCHOBHOW TPUYMHOW CMEPTH U WHBA-
Juu3auu 60JbHBIX ¢ WHQEKIMOHHON NaToJoTnein
Bo BceM mupe [1, 2]. B 2015 r. ¢ BupycHbIMU Temna-
TuTaMu ObLIO CBsi3aHO 1,34 MJIH cIy4aeB JeTATbHBIX
MCXO/I0B, 3TH TIOKA3aTeJN COMOCTABUMBI C TaKOBBIMU
npu ty6epryaese 1 BUY-undeximn [1-3].

O/HOIl M3 OCHOBHBIX TIPUYUH PA3BUTHS XPOHU-
YeCKOTO 3a60JIeBaHUSI MEYEHU SBJsSeTCS WH eKIms,
oGyciosiennast supycom zenamuma C (BTC) [4,
5]. ITo omenkam UccaemoBanus riaobanbHOTO Gpe-
MeHU 3a60JIeBaHUs, YUCJO JEeTAJbHBIX HCXOIOB,
CBA3aHHBIX ¢ 3abojeBanHusMu, BbI3BaHHbIMU BI'C,
B 1990 r. cocrasasamno 333000, B 2010 r. — 499000

mean of 5.3 log,, in 2 weeks and 5.9 log,, in 4 weeks of
treatment in the main group vs 1.5 log;, in 2 weeks and
2.5log,, in 4 weeks in comparison group.

In treatment-naive patients from the main group SVR-
24 was achieved in 90.8% at initial METAVIR FO-F2 liver
fibrosis stage and in 75% at F3 liver fibrosis stage. In
those who were previously treated by peg-IFN/RBV,
in the main group SVR-24 was attained in 72.6% at liver
fibrosis stage FO-F2 and in 53.3% with F3 liver fibrosis
stage.

NVR/RTV addition to peg-IFN/RBV treatment did not
alter safety profile as compared to peg-IFN/RBV the-
rapy.

Conclusions. In PIONEER study the narlaprevir combi-
nation therapy was characterized by high efficacy, con-
venience of administration and favorable safety profile.

Key words: chronic hepatitis C, treatment, narlaprevir.
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Krasavina E.N., Samsonov M.Yu. Efficacy and safety of the
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u B 2013 r.— 704000 [6—9]. B 2016 r. BcemupHnoit
opranusaiueil 3/1paBooxpaHenHusi 6blia 0J06peHa
['mo6anbhast crpaTerusi CeKTOpa 3[PaBOOXPAHEHHS 110
60pbOe ¢ BupycubiMu renartutamu xHa 2016—2021 rr.,
KOTOpAasi MPEJI0JaraeT yMeHbIIeHne YHiCja HOBBIX
ciaydaeB unduiupoBanus Ha 90%, cMepTHOCTH Ha
65% ¢ TMOJHON JMKBHIAIMEil Ipo6aeMbl BUPYCHbIX
renaTHTOB KaK Yrpo3bl ISl OOIIECTBEHHOTO 3/IPaBO-
oxpanenus k 2030 r. [2, 10].

Nudexnmo, obycaosiaennyio BI'C, BbIABIAOT
Bo Bcex cy6bekrtax Poccuiickoit Menepanuu [11—
13]. CorsacHo 3KCHEePTHON OI€HKE, YHCJO BbISIB-
JIEHHBIX CJIy4YaeB PAa3BUTHS XPOHUYUECKOZO 2enamu-
ma C (XTC) B Poccwuiickoii MDeaepanyn mpeBbImaeT
1,9 muH, 6osee 60% 3a60J€BIIMX — 39TO TPYAOCIO-
cobuble miogu B Bo3pacte 20—40 ner [11, 12, 14].
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C BHeJpeHHEM B KJUHUYECKYIO IIPAKTUKY npe-
napamos npsmozo NPOMUEOBUPYCHOZ0 O0etiCMEUs
(IIIIII/1) mapagurma jedenuss XI'C mamenumach |5,
15]. W3 IIIIII/] mepBbiMU B KJAMHUYECKOW MPaKTHKE
CTaJIN IPUMEHSITh UHTUOUTOPBI TPOTEa3bl, 3P PEKTUB-
HOCTb ¥ 6€30MacHOCTb KOTOPBIX B HHTEP(HEPOHCOIED-
JKANIUX CXeMax Xopolno usydensr [16, 17].

Hapaanpesup (SCH 900518) — mnepsbiii oTeve-
creennbrii I1IITI/], mpenHasHaveHHBIN A JTedeHNs
6ompHBIX XI'C, MomHbI nHrHOUTOP TpoTeadbl BI'C
[18—21]. st nevenuss XI'C napaanpesup (HBP)
MPUMEHSIOT COBMECTHO C XOPOINO M3YYEHHBIM WHTH-
6utopom usodepmenta CYP3A4 pumornasuponm
(PTB), 4TO NpUBOAUT K YBEJWYEHHUIO KOHIIEHTPA-
nuu HBP u nosBosisier npuMensTs 6oJiee ya00HBIN
PEXUM J03UpOBaHUS — OJIUH pa3 B JeHb [18, 22,
23]. HBP ycnemnrso mporiesn oGMUPHYIO TIPOrpaM-
My [NOKJIMHUYECKUX U KJIMHMYECKUX HCCJIeOBAaHUM,
(bapMakOKMHETHKY TIpenapaTa u3ydaaud y HaIlMeHTOB
C TIEYeHOYHOI HEelO0CTATOYHOCTBIO KJacca A Mo KJjiac-
cudpurarmn Yaimga—IIso [18—20, 24—26].

[l usydenuss apdekTuBHOCTH U 6E30TTACHOCTU
HBP, 6ycrtupoBannoro PTB, B unaTepdepoHcomep-
skaieir cxeme JiedeHuss 6oabHBIX XI'C mpoBeneHo
MacmTabHOe PaHJIOMU3UPOBAHHOE BOIHOE ciernoe
MIaIe6OKOHTPOMPYEMOe B TTapaJUIeTbHBIX T'PyIHax
III daspr uccnegoBanuss PIONEER B o6mupHoii
Koropte poccuiickux marueHToB ¢ XI'C, BbI3BAaHHBIM
BI'C 1-ro renorumna.

IHess» uccreaoBanusi 3akja0vyanach B MOATBEPK-
Jexun Toro ¢axrta, 4TO HpUMeHeHHe KOMOMHAIUU
HBP u PTB c nezunuposannvim urnmeppeporom
(ner-UD®H) u pubasupunom (PBB) npusoaut
K 60Jiee BBICOKOH 4YacTOTe MOJYyYEHHS YCMOUUUBOZO0
supycooeuueckozo omeema (YBO) 1o cpaBHeHmio
C TAKOBO¥ NPH JIEUEHUU TIEPBUYHBIX MAIUEHTOB TOJIb-
ko ner-UMH u PBB 6o HeabdexktuBHOCTH TIpE-
mectBytoniero Jjedenus ner-UMOH n PHBB.

IlepBuunoit 3agaveii uccaexroBaHusi ObLIO OTIpe-
JleleHne oM TaIieHToB, gocturmmx YBO uepes
24 ned nocae aeuenus (YBO24). Taxxe mpoBoamIm
usydyenue yacTtorbl nouayuenus YBO24 B 3aBucumo-
CTH OT MCXOJHON crenenn ¢pubpo3a mneveHu.

CornacHO BTOPHYHBIM 3a/ayaM HcCCJeJOBaHUS,
ObLIM OTpeJleJIeHbl JOJM MallMeHTOB, AOCTUTIINX
6vicmpozo eupycoaozuyeckozo omeema (BBO),
pannezo supyconozuueckozo omeema (PBO), Bupy-
COJIOTUYECKOTO OTBeTa Ha MOMEHT OKOHYaHUS Tepa-
NUU ¥ YCMOUUUB0Z0 GUPYCOS02UYECKO20 OMEemd
uepe3 12 ned nocae aeuenus (YBO12), a raxke
JIOJIN TIAITMEHTOB, Y KOTOPBIX ObLT 3aperHCTPUPOBAH
BHPYCOJIOTHYECKUN TIPOPBIB MJIN PENuIuB 3a60/€Ba-
HUS.

B xome uccnemoBaHus MPOBOAUJIN OLHEHKY IPO-
¢uass 6esonacuoctu npumeHenus HBP u PTB
B KoMOuHanuu ¢ ner-UH® u PBB u onpenenenue
JIOJIN TIAINEHTOB, Y KOTOPBIX Pa3BUJINCH aHEMHUS
U HEUTPOTIEHUS.

MaTepI/IaJI H METOoAbl HCCJIE€A0BAHUSA

Wccnenosanme PIONEER no usyuennio addex-
TuBHOCTH, Oe3onacHoctu u nepeHocumoctu HBP,
6ycrupoBannoro PTB, B xom6unarmu ¢ ner-UDH
n PBB nposoansm B 20 KJAWHWYECKUX IeHTpPax
B pa3JmyHBIX permoHax Poccuiickoit Demepannn
¢ Mas 2014 1. mo deBpasp 2017 T., BRIIOYAS OTKPHI-
Tyo ¢dasy npoaierus. B ucciaenosanme PIONEER
BKJIIOUAJU TAIMEHTOB 000€ro moja B BO3pacTe OT
18 mo 70 mer ¢ moarBep:xaeHHBIM auarHo3oM XI'C,
Boi3BanHbiM BI'C 1-ro renoruma, 6e3 1mupposa
n nokazatessgmu PHK BI'C na3mbl ipu CKpUHUHTE
> 10000 ME /M1, Kak paHee He TIOJYYABIIUX NPOTNU-
sosupycnyio mepanuio (IIBT), Tak u Tex, npemuie-
crBoBagliee jedenne kotoppix VIOH u PBB B cran-
JIapTHBIX /103aX B TeyeHHe Kak MUHUMyM 12 Hesx He
nano addexra.

K kpurepusaM uckKI0YeHUsT OTHOCUJIUCH CTaHAAPT-
HbI€ MPOTUBONOKA3aHUs K TPOBEACHUI0 KOMOUHUPO-
BanHoil IITB ner-IMH u PBB, neuenounas Hexo-
CTAaTOYHOCTH, TOJO3PEHNE Ha TelaTOIe IO PHBII
paK W Apyrue OHKOJOTHYECKWe 3a60JieBaHUS JTHOO
uX Hajmu4we, 3a00JeBaHUS MEYeHW WHOM 3THOJIOTHH,
BRJIIOYAS ayTOMMMYHHBIN TermaTtut, KOMH(UIMPOBa-
Hue BupycoMm rematuta B, BUY, Tsoxenvie komMop-
OuJIHbIE COCTOSTHUS, IIPEJIIeCTBOBABIIEE JieYeHHe
XTC TIIIIA, a takxe Jiio6oe 3a6oJieBaHue, KOTOPOE
MOTJIO Obl TOMEIATh y4acTUIO IMAIMEeHTa B HMCCJIE/0-
BaHWH.

[Iposenenue uccnenoanuss PIONEER 6b110 pas-
penteHo MuHuCTEPCTBOM 3/paBooXpaHeHust Poccun
u ono6peno ero CoseroM 10 aTHKe. Ilepen mposeje-
HUEM KCCJIEeIOBAHUSI MPOTOKOJ U UHMOPMAIMOHHBIN
JIMCTOK maruenta GObuin ofgo6penbl Hesasucumvim
amuueckum xomumemom (HOK) KaxI0ro KJIMHHU-
YEeCKOTO IEHTPA, MPUHUMABIIETO y4YacThue B MCCJIEN0-
Banuu. /lo Havaja WccaeOBaHUS ObLIM MOJTYYeHbI
MOJINTCAHHBIE W JATHPOBAHHBIE YBEAOMJEHUS O TOM,
YTO TPOTOKOJ, (opMa MHOOPMUPOBAHHOTO COTJIA-
cug U Apyrue MOKyMeHTbl Oblan omo6peHnr HIOK.
Uccnenoanue PIONEER mpoBoamnau B cooTBeT-
cTBUM ¢ mpuHnunamu Hajmexarielt KJAMHUYECKON
MPAaKTUKHU COTJACHO JeHCTBYIONMEMY POCCUUCKOMY
3aKOHOJIaTeNbCTBY. [l0 Havama wmccie0BaHus Tallu-
€HTBI MO/NMUCAIN UHPOPMUPOBAHHOE COTJIACHE HA €ro
MIPOBeEJIEHNE.

W3 485 maiumeHTOB, IpOMIEMIINX CKpuHUHT, 420
COOTBETCTBOBAJM KPUTEPUSIM BKJIOYEHUS M C ITOMO-
IIbI0 BeG-CUCTEMBI OBLIN PAHIOMU3UPOBAHBI B COOT-
HomieHun 2:1 B OJHY M3 JBYX NapajUIeJbHBIX TPYII
JledeHusI: HUccaeyeMylo U cpaBHeHus. [lepBbie
12 Hem Tepamwio TMPOBOAUIN B JBOMHOM CJIENOM
peskume. B uccaenyemoit rpynme mepsble 12 Hep
nmanueHTel noaydanu tepanuio HBP B mosze 200 mr
copmecto ¢ PTB B mose 100 mr (omun pa3 B JeHb
BHypr) BMmecte ¢ ner-IOH u PDBB, nanee jeuenne
npojoskasu Kombunaimuein ner-MM®H u PBB no
24 wen. IlanueHTbl U3 TPYIbI CPABHEHMS IOJYYaIn
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HBP/PTB+ | ner-/iOH/PEB| I 5 HBP/PTB+  nerVOH/ | -
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Hepenn MpomeKyTouHbIN YBO24 YBO24 Daza I'IpO,quHI/I:!
aHanus B rpynne HBP/PTB B rpynne nnaue6o nccnenoBanna

* MauwneHTbl 13 rpynnbl Nnauebo, He gocturwre YBO24 B 0cHOBHOW da3e uccnefoBaHus, MO MPOAOIIKNTD
Tepanuio B OTKPbITON dase npoaneHus uccneposanms (HBP/PTB+ner-MOH/PEB). B oTkpbiTol dase nccnenoBaHms eyeHne nonyumny 43 naumyeHTa

Puc. 1. [dusaiin uccaenoBanuss PIONEER III ¢a3za
Fig. 1. Design of the III phase PIONEER study

nsoiinyio Teparnuio ter-MIAOH/PBB maurepbHOCTbIO
48 Hen, w3 HUX nepBble 12 HeJ COBMECTHO ¢ Ttaie6o
(puc. 1).

B uccnegoBanum PIONEER maruenToB panzo-
MU3HPOBATH B COOTHONIeHNW 1:1 Ha TOJMy4YeHWE TIer-
NDH anbda-2a B 1o3e 180 MKr B Hemedto W Tier-
NDH ambda-2b B nose 1,5 mxr/kr B Hegeao, PBB
nazuavann B go3e 1000—1200 wan 800—1400 mr/cyt
B coueranun ¢ ner-UMDH anbda-2a u ner-UDH
anbda-2b coorBercTBeHHO. COTJIACHO CTATYCY MpeE.-
IIECTBOBABIIETO JieYeHUsl, B MCCJIEJOBAHUM YYaCTBO-
Baau 272 (64,8%) GOJbHBIX, paHee He IIOJyYaBLINX
IIBT, u 148 (35,2%) nainuenTtoB, paHee He OTBETUB-
mux Ha JBoitHyio tepamuio ner-MIMOH/PBB, y 84
(56,8%) u3 KOTOPBIX GBLT KOHCTaTHPOBAaH YaCTHYHbBIN
oreer mau peuuaus, y 60 (40,5%) — «HymeBoii»
orser, y 4 (2,7%) naruentoB Kpurepnn HeadHeKTuB-
HOCTU He ObLIN YETKO OINpe/iesieHbl. Y TOAABJISIONIETO
6ompimmaCTBA (92,1%) ManmeHToB 6bLI BhIsIBIeH X1 C
reqoruna 1b. Crenenp ¢puGposa nedeHu y 1Mo aBisio-
mero GoapmmHcTBa (82,9%) MALMEHTOB OIIpe/e s
¢ ucnosb3oBanueM FibroScan, FibroTest npumenuin
y 3,6% GoubHbIX. Pe3ybTarbl IMyHKIMOHHON GnoI-
CUU TIeYeHU TMepejl HAayaJoM JieueHus ObLIN TPeICTaB-
nennr y 13,6% manmentos (ta6m. 1).

CoriacHo panjioMusaiuu, u3 272 ITallMeHToB, He
nonyvamux [IBT po BkjoueHus B uccijenoBanue,
56,3% cocraBisiii MysKYMHBL M 43,8% — JKEHIIUHBI.
Bospact namumentoB BapbupoBas ot 18 mgo 69 er,
cocraBuB B cpenneM 38,9+10,6 roma. IlosoBuHa
rpyIIbl OblIa MPeNCTaBleHa MAlMEHTaM B BO3PacTe
ot 31 roga mo 46 mer. Meamana amurenpHocTn XI'C
B naHHoil rpynne — 3,1 roma. 13 148 nanmeHTos,
y Kortopbix npexmecrBoBaBmias [IBT mer-MIDH/
PBB 6bu1a HeaddextuBHOi, 65,5% COCTABISIIN MY K-
yuHbl U 34,5% — JKEHLIMHbI. BoszpacT IanueHToB
Bappuposaa ot 20 mo 66 mer, cocTaBuB B cpeaHEM
41,5+10,5 roma. IlomoBuna rpynmna ObLia mpej-
CTaBJieHA TAIlMeHTaMu B Bo3pacTe oT 34 mo0 49 mert.
Menunana anurteapHoctu XI'C B artoil rpymnne —
6,1 roxa.

B mpotiecce uccnenoBanusi MpoBOAUIN JUHAME-
YeCKU# KOHTPOJIb OCHOBHBIX KJMHUKO-Ta60paTtop-
HBIX ITOKasaTeJsjell W yPOBHSI BUPYCHOHM HArpy3KH.

Kommuectsernrnoe namepenne PHK BI'C ocymectsis-
qu ¢ momombio Tecta TagMan HCV Quantitative
Test (Bepcust 2.0, Roche Diagnostics) ¢ HMKHUM
noporoM ompegesenus —15 ME/ M.

Bupycomnornuecknii npopbiB XapaKTepU30BaJH
kak toBbiienne yposusi PHK BI'C 6oJsiee uem nHa
1 log10 oT HaUMEHDBIIETO TMOKA3ATEJST I OTPEIes-
embrii ypoBenb PHK BI'C Bo Bpems siedenusi mociie
[ePBOHAYAJIBHOTO CHIDKEHMS HUXKe Tpeziena o6HApy-
skenus. Ilpum BUpPycosOrmueckoM IMpopbIBe JeyeHue
GOJIbHBIX HCCJIEyeMbIME TIPeIapaTaMy IPEKPaIasIi.
IIpoBenenue IIBT B uccaeayemoii rpymnie npexkparia-
gu mpu nokazarensx PHK BI'C =100 ME/mn Ha
12-it Henesne neyeHus, B TPYyIle CPaBHEHUsS — MpHU
ymenbitenun 3Hadenus PHK BI'C B coiBopoTke MeHee
geM Ha 2 log10 or ucxoxnoro yepes 12 Hen nedenws,
a taxke mpn 3Havenusx PHK BI'C =15 ME/mi Ha
24-i1 nenene. Penuaus 3a60/eBaHUsT ONPENEIsIIA KAk
Henoaaaonmiics o6Hapyskenuio yposeab PHK BI'C
mocJie 3aBepIIeHNN TepPanuy, KOTOPBIH OTpeaeasics
IpH JaJbHeHIeM JUHAMUYeCKOM HaOJII01eHIH.

AHeMWIO ompejesisiJii KaK CHUMKEHHE YPOBHS
remoryio6mHa MeHee yeM Ha 10 Mr/u1 mocje Hauasa
Tepanuy, HEHTPOIIEHUI0O — KaK yMeHbIleHue KOJIU-
yectBa HedTpoduaos <0,75%x10%/n1 mocsae Hauamna
JIEYEHUSI.

CrarucTuyeckuil aHajJIu3 BBITIOJTHSIN C TIPUMEHe-
HUeM nporpamMmMHoro ofecnievernst SAS (Bepeus 9.3).
IIpeanomaranoch, uto wactora moctmwkenus Y BO24
y TIAIME€HTOB, HE TOJYYaBIINX ITPE/AIIeCTBOBABIIIE-
ro Jjevennsi, coctaBut 70% B mccieayemoil Tpyr-
e (HBP/PTB, ner-Id®H/PBB) n 48% B rpymnme
cpaBuenus, Y BO24 npu neadpdeKkTUBHOCTH TIpe/Iiie-
cTBOBaBIEro JjedyeHuss — 42 u 16% COOTBETCTBEHHO.
Takum o6pazom, pasmep BbIGOpku B 420 maireHTOB
JOJKEH ObL1 obecriedynTh Kak MuHUMyM 90% Mori-
HOCTb B OTHOLIEHUM JBYX HCCJELYEMbBIX THIIOTE3
¢ y4yeroM o6uieil ommMOKN MEPBOro pPoja HA yPOBHE
5% u 15% 4acTtoTbl BBIOBIBAHUS U3 UCCJELOBAHUS.

Ananus 3¢d@eKTuBHOCTH IIPOBOAUIN IS IOJHON
AHAJIMBUPYEMOU TIOTYJISIIIUN, KOTOPAsk BKJIIOYAJIA BCEX
MAIMEeHTOB, KOTOPbIM ObljIa Ha3HAueHa HCCIeryeMast
tepamus. OreHKy 6€30NaCHOCTH OCYNIECTBJISIN ISt
BCeX TMAIMEHTOB, KOTOPHIM OblJa MPOBeeHA UCCTEy-
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Tabauvya 1
WcxopHble XapakTrepucTuku marnuentos B ucciegosannu PIONEER, a6e. uucmno (%)
HBP/PTB+ ITname6o+ B —
ner-IdOH,/PBB ner-lM1dH,/PHB
[Tapamerpbr 282 (67,1) 138 (32,9) 420* (100)
lFenotunn BI'C:
1b 258 (91,5) 129 (93,5) 387 (92,1)
1a 3,1 0 3(0,7)
1(x)" 21 (7,4) 9 (6,5) 30 (7,1)
Wnurepdepon, crparta:
ner-UMH anbda-2a 141 (50,0) 69 (50,0) 210 (50,0)
ner-MUDH anbda-2b 141 (50,0) 69 (50,0) 210 (50,0)
Craryc TanueHToB 10 MPEIIIeCTBOBABIIEMY JIEYCHHIO:
HepBUYHbIE 183 (64,9) 89 (64,5) 272 (64,8)
paHee JeueHHbIE 99 (35,1) 49 (35,5) 148 (35,2)
Vcxo/Hble TIOKa3aTe Il BUPYCHOW HATPY3KH
log10 ME /M >6 159 (56,4) 82 (59,4) 241 (57,4)
Ucxonnbpie okazatean (puéposa mo ImKase
METAVIR** (crenenb):
FO 89 (31,6) 46 (33,3) 135 (32,1)
F1 92 (32,6) 46 (33,3) 138 (32,9)
F2 66 (23,4) 30 (21,7) 96 (22,9)
F3 35 (12,4) 16 (11,6) 51 (12,1)

* Cy6tun BI'C 1-ro reHortumna He ornpejeseH

** 13 MeTo[IoB onpejiesieHus: crenedn ¢pu6posa nedeHn y nogasJsionieroe Gouabmuncersa (y 82,9%) MalleHTOB UCIOIb30BAHKS
FibroSkan, FibroTest 6but mpumenen y 3,6% mnannentoB. Pedysbrarsr 6uorncun Gbiin mpeacTaBieHsl y 13,6% maimeHTos.

eMasl Teparus, B COOTBETCTBUH C (PAKTHYECKH MOJIY-
yeHHbIM JiedenueM. COTJacHO pe3yJbTaTaM CTaTH-
cTUYecKoil 06pabOTKU JAHHBIX, NEPBUYHBIN aHAIU3
IPEJICTABIAT cO00Il CpaBHEHUE YACTOTBI JTOCTUMKEHUSI
¥YBO B ucciseayemoii rpyiire u TpyIine CpaBHEHUS
y TalUEeHTOB, He TOJIYYaBIIUX IIPEINIECTBOBABIIETO
JIEYEHUSs, ¥ y TIAIlMEeHTOB, Y KOTOPBIX IPEIIIeCTBO-
BaBIiasi tepanus 6buia HeaddekrtusHoii. CpaBHeHHE
HIPOBOJMJIN C UCIIOJNb30BAHIEM KPUTEPHUS XU-KBAAPAT
(x?). s Bcex KOHEUHBIX TOUEK 9(PPEKTUBHOCTH pac-
cunrbiBann 95% dosepumenvrvie unmepsanve (JIN1).
Jlns aHanm3a BpeMeHHU [0 JAOCTIDKEHUS He IMOoJIaro-
muxcst o6Hapy:xkennto nokaszateseii PHK BI'C 6buim
mocTpoenbl kKpuBble Kammama—Matiepa, a cpaBHeHUe
MeK/y TPyIIaMi TPOBOIUIN ¢ moMolibio log-rank-
KPUTEPHUSI.

PesysbraThl MCCJIe10BaHUS
U UX 00Cy’KAeHHEe

OcHoBHble neMorpaduyecKkre JaHHbIE W MCXOJ-
Hble XapPaKTePUCTUKN TAIMEHTOB M3 WCCJeyeMONn
IPYIIbI M TPYNIbI CPaBHEHHS GbLIM CXOAHBIME (CM.
ta6a. 1). Boapmas gacts (95,2%) manmeHToB B 06enX
rpynnax 3asepmmin 12-HeqeapbHyI0 TEpanuio 1o Mpo-
TOKOJY, 4,8% MAIMEHTOB [OCPOYHO MPEKPATHIN
MpueM mccjaegayeMoro npenapara. /{ossi manueHTos,

JIOCPOYHO TIPEKPATHBININX JEYeHUe MO MPOTOKOTY,
OblJla TPUMEPHO OJMHAKOBON B WCCJIEIyeMOil TPyIiiie
u rpynmne cpasiennst (4,6 u 5,1%, COOTBETCTBEHHO).

Anamm3z 93(pPeKTHBHOCTH TIPOBOAUIN B COOTBET-
CTBUM C HA3HAYEHHOW TPU PAHIOMU3AINHU Teparmei.
Cienyd OCHOBHOH 3ajjaye MCCJIEIOBaHUS, B HCCJe-
nyemoit rpynne YBO24 B mosiHOW aHanmu3upyeMmoi
HOIYISAMK TranueHToB, nosaydasmux HBP/PTB
B ponoanenue k ner-MOH,/PBB, 6bi1 goctur-
Hyt y 89,1% (95%/I1 83,6%—93,2%) mepBUUYHbBIX
u 69,7% (95% /1N 59,6%—78,5%) paHee JedeHHbIX
MAI[MEHTOB, TIPU 3TOM Y TAIMEHTOB C PEIMINBOM Ha
nBoitHoil Tepanun mer-UMH,/PBB wacrora goctimxe-
uust YBO24 cocrasisina 86,5%. B rpymnme cpashe-
nusg YBO24 moayuen y 59,6% (53/89) nepBuuHbIX
u 24,5% (12/49) panee nedeHHBIX manueHToB. o/
MaIMenToB, Yy KOTOPBIX 3apernctpupoBaH ¥YBO24
B 06enx Koroprax (Kak NepPBUYHBIX, TaK U PaHee
JIEYEHHBIX) MAIMEHTOB B MCCJEAYyEeMON rpymie ObLia
JIOCTOBEpHO 00JIbIlle, YeM B TPYIIe CPaBHEHHS, T.e.
y OOJIbHBIX, MOJYYaBIINX TOJbKO [IBOHHYIO Teparuio
ner-UOH/PBB (p<0,001) (puc. 2). Ilpu anamuse
yacToThl goctmkenus Y BO24 B 3aBucuMoct# Or cre-
nenn Gpubpo3a ObLIN TIONYUYEHDI CJeLYIONNe JaHHbIe:
y IEePBUYHBIX HAI[MEHTOB, IIOIY4YaBIINX UCCIEAYEMYIO
teparmio HBP/PTB, npu ucxoanoii crenexu ¢hpubpo-
3a neuenn FO—F2 (mo METAVIR) wacrota YBO24
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Puc. 2. Yacrora noayuernss YBO24 B 3aBUCHUMOCTH OT CTaTyca NPEANIECTBOBABIIETO JedeHust (MOTHAs aHAIu3upPYy-

eMast MOMyJIAIN)

Fig. 2. Frequency of SVR24 achievement according to the previous treatment status (the total study sample)

cocrasuna 90,8% (148,/163), npu crenenu dpudpo-
3a F3—75% (15/20). YV panee je4eHHBIX 6O0JIb-
HBIX, MOJYYaBIINX TEPANNIO B UCCJEIYyEMOI TPYIIIe,
yactora poctmxkennss YBO24 6buia 72,6% (61,/84)
npu crenenn ¢pubposa FO—F2 u 53,3% (8/15) npu
crenenn ¢pubposa F3 (puc. 3).

Crenyer OTMETHTh CKOPOCTb CHUKEHHUS BUPYC-
HO¥ HArpy3KH y TAIMeHTOB HMCCJIEIyeMON TPYMIIbI:
nokasaten PHK BI'C yepes 2 Hepn JjieueHust B cpej-
HeM cHu3uauch Ha 5,3 log10, uepes 4 He;m — Ha
5,9 log10. B rpymnme cpaBHeHHs] CHU)KEHUE BUPYC-
HOHM HArpy3KHU COCTaBUJIO 4epe3 2 M 4 HeJ Tepanuu
1,5 log10 u 2,5 log10 coorserctBenno (puc. 4).

BBO nonyuen y 92,3% (95%A1 87,5%—95,8%)
MAIUEHTOB W3 UCCJeyeMOil TPYIIbI, B TO BpeMs Kak

B rpynne cpaBhenns — y 18,0% (95%/AM1 10,6%—
27,5%; p<0,001).

PBO B uccrenyemoii rpymme gocturayt y 91,8%
(95% /111 86,8%—95,3%) mammeHToB, paHee He
MOJIyYaBIIUX Tepanuio, B TPYyIIe CPaBHEHUS —
y 69,7% (95%11 59,0%—79,0%). B uccaemyemoii
rpynne maueHToB 1pu Heah EKTUBHOCTH TIpe[-
mectBoBapiieir tepanuu PBO monyuen y 82,8%
(95% 01 73,9%—89,7%), B rpymme cpaBHEHHS
3TOT TNOKasaTeab cocTaBus 28,6% (95%U 16,6%—
43,3%). Ilocme 12 Hex Tepamuy BbBISIBJEHBI 3HAYM-
TeJbHbIE pa3juyus B yacrorTe aoctmxenun PBO
MeXy HccaenyeMoil rpynmnoil u rpynmnoil cpaBHeHHs
(p<0,001).

Yacrory goctuxkenusi BO Ha MOMeHT OKOHYaHUS
TepaNuH — HeNOCPeICMBEHHBL BUPYCOJI02ULECKUT
omeem (HBO) — oueHuBamu

Puc. 3. Yacrora noiaydenns YBO24 y nmamentoB ¢ ¢pu6po3oM pas3HOil cTere-
HU B 3aBUCHMOCTU OT CTATyca Hpe/liecTBoBaBLIero Jjedetus ([oaHas aHaiu-

3upyeMasi TOIyJIsIIis1)

Fig. 3. Frequency of SVR24 achievement in patients with different liver
fibrosis stages according to the previous treatment status (the total study

sample)

MepBrYHbIE NALMEHTI PaHee nevyeHHble nauneHTb y HaIeHTOB MCCJIEeJyeMOd IpyI-
HBP/PTB + ner-VIdH,/PEB bl 4epe3 24 Hem, y MaIMEHTOB
TPYNIIbI CpaBHeHUsT — depe3 48

/—Onmmanbﬁue rpynnbl NauneHTos \ HeJ OT Hauata Tepanuu. B uccie-

1004 998 ayemoii rpynne HBO mnonyuen
£ 90 88,6 y 97,3% paHee He JEYEHHBIX
S 80 75,0 ! 72,6 naunentos (95%JI1 93,7%—
g 70 | 99,1%), B TO BpeMs KaK B TPYIl-
© 604 ! 533 ne cpaBHeHus — y 76,4%
£ o] | : (95%IN  66,2%—84,8%).
H B cayuae HeadpdekTUBHOCTH
g 10 OpeAlecTBOBABINETO Jleye-
g 307 HUS B HCCAeAyeMoil Tpyiie
F 207 ! HBO 6b11 mocturuyt y 85,9%
104 | 148/163 15/20 61/84 8/15 31/35 (95%JIU 77,4%—92,0%) 6oJib-

0 : HBIX, B TIpyIlle CPAaBHEHUS —
FO-F2 F3 Fg;zz F3 CpgSJEEBOM y 42,9% (95%OU 28,8%—

57,8%). B o6enx Koroprax

(pamee He JIEYEHHBIX U HE OTBE-
TUBIINX HA MPEANIECTBOBABLIYIO
Tepamnuio) J0Jas HalueHTOB,
y KotopbixX 3adukcuposan HBO,
6blIa CTATUCTUYECKH 3HAYUMO

Poc xypH racrposntepon remarton komonpokron 2017;27(6),/Ross z gastroenterol gepatol koloproktol 2017;27(6)

47



48

Ienmarosiorus / Hepatology

www.gastro-j.ru

7 Koroprax naiueHtos (Kax mep-
BUYHBIX, TaK U HE OTBETUBIINX
5 6| ¥ Ha IpeJlIecTBOBABIIYIO Tepa-
o o) Gbla JOCTOBEPHO BbIIIE
s 5 —@— HBP/PTB + ner-UdH/PEB ner-UdH/PEB o
S B HCcJeyeMoil rpynme, uyeM
:g 4 B TIpylllle CpaBHEHUs, Cpeau
G 6GOJILHBIX, TOJYUYaBIIHX TOJbKO
é 3 >510g10 ME/mn JBoitHyio tepanuio ner-MIAOH/
T PBEB (p<0,001).
2 Cpean manmeHToB, paHee He
] MOJIYYaBIINX JIeYeHWsI, BHPY-
> v COJIOTHYECKHii TIPOPBIB OTME-
0 ° * * : ven y 2,2% (95%JAN 0,6%—
UcxomHbin  2-9 4-9 6-9 8-a 10-a 12-9 16-a 20-9 24-q 5,5%) B I/ICCJIel[yel\’IOI‘/)I rpyunie
YPOBEHE Hepenwm uy 6,7% (95%AN 2,5%—

Puc. 4. /lnmamuka CHIDKEHUSI BUPYCHOMN Harpysku B mcciepoBanmn PIONEER
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Fig. 4. Dynamics of viral load decrease in PIONEER study (the total study

sample)

GoJIbIIE B MCCJIEAYEMON TPyIIe, 4eM B IPyIIe CPaB-
nenns (p<0,001).

YBO12 B wuccaenyemoii rpynne HaGI01aT-
cay 91,3% (95%1U 86,2%—94,9%) mauueHros,
pamee He IIOJyYaBIIUX TEPAINio, B TPYIIeE CPaBHE-
HUS 9TOT IOKasaTelb y JAHHOH KOropTbl GOJbHBIX
coctasua 60,7% (95%JAUN 49,7%—70,9%). B uccme-
JyeMoli rpyiie, BKJIKYaBIIEHl KOrOpPTy IalUeHTOR,
y KOTOPBIX Mpe/IleCTBOBABINAS Tepanus oKasa-
agace Heapdexrusnoit, YBO12 mocrurayr y 72,7%
(95% 11 62,9%—81,2%) u3 Hux, Torjga Kak B aHaJO-
IMYHOI KOTOPTE M3 TPYIIbl CPABHEHMS JOJS TIallu-
enaToB ¢ YBO12 cocraBmna 22,4% (95%/11 11,8%—
36,6%). Yactora moctmxenuss YBO12 B o6enx

14,1%) B Tpyume cpasHe-
Husi. B kxoropre manmeHTOB,
He moayuuBmux addekra ot
[Pe/IIIECTBOBABIIErO JIEUEHHS,
YACTOTA BUPYCOJOTHYIECKOTO
npopbiBa Gbuia Boime — 11,1%
(95% 1 5,7%—19,0%) B uccaeayeMoii rpymmne u
16,3% B rpymmne cpasuenus (95%/1U1 7,3%—29,7%).

B koropre mamueHTOB, paHee He MOJYYaBIINX
JieueHusl, peuuauB 3a00JeBaHusi OblT KOHCTaTHPO-
Ban y 8,1% (95%/IU1 4,4%—13,5%) B ncciaemyeMoii
rpymme u y 20,9% (95%JA1 11,9%—32,6%) B rpyn-
ne cpaBHeHHs. YacToTa BO3BHUKHOBEHUS PEIUIHBOB
B cJiyuyae HeaDPEeKTUBHOCTU MPeIIecTBOBABIIEH
tepanun cocrasmna 17,3% (95%0U1 9,6%—27,8%)
B uccaenyemoi rpynne n 45,5% (95%/AUN 24,4%—
67,8%) B TpyIIE CPaBHEHMUSL.

B uccrenyemoii rpyime, B KOTOPOH B [JIOIMOJIHE-
uue k ner-UMOH,/PBB nanuentam naznauamun HBP/
PTB, uactora BUPYCOJIOTHYECKOTO MPOPbIBA ObLia

Tabruua 2
[amubie o 6esonacuocru B ucciaegosanun PIONEER
HST, % (abe. ameno) HBP/PTB;E(;E;ICDH/PBB Hﬂaue60+11;ir1}lg/§®H/PBB
Cepbesnpie HI* 1,8 (5) 0 (0)
ITo menbinein Mmepe oauo HSI 92,9 (262) 94,2 (130)
HauGo.iee yacto Bosuukasume HI (Gonee 10% ciyyaes)
Heiitponenus 48,9 (138) 56,5 (78)
JlelikomeHus 35,5 (100) 39,9 (55)
IpunIonogo6HBI CUHAPOM 29,4 (83) 31,9 (44)
AcreHus 27,3 (77) 26,1 (36)
CHU)KeHre YPOBHSI reMOTJI0GHHA 23,4 (66) 23,2 (32)
Tuneprepmus 23,4 (66) 21,7 (30)
AneMus 24,8 (70) 23,4 (35)
Tpom6onuToneHus 19,5 (55) 22,5 (31)
YMeHblleHNe Macchl Tesa 16,3 (46) 20,3 (28)
Boinazienue Bosoc 15,2 (43) 9,4 (13)

* JIOpOKHO-TPAHCHIOPTHOE mpouciiecTBre (CMepPTh), BePTe6POGA3UISIPHAS HEJOCTATOUHOCTD, OCTPBIN MCHX03, OCTPOE TCUXOTH-

qeckoe paCCTp()fICTB() , TUpEOnAUT
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Tabauya 3
Yacrora pasBuTUs aHeMUM U HedTponenun, a6e. uncao (%) (momymanus GesomacHoCTH)
HBP/PTB, ner-Id®H,/PEB [Tnane6o+uer-MH,/PBB
YHCII0 o o R o p-value®
T 95% AN, % YHCJIO MAlEHTOB 95% 1IN, %
13,8 10,3
Heiiponenust 17,0 14,5
BCe IAIMEHTDH) 61 (21,6) 26,9 29 (21,0) 28,8 1,00
ner-UMH anbda-2a 36 (25,7) 18,7, 33,8 16 (23,2) 13,9, 34,9 0,736
ner-UDH anbda-2b 25 (17,6) 11,7, 24,9 13 (18,8) 10,4, 30,1 0,850

*OHeHKa JAOCTOBEPHOCTU pasﬂn‘mﬁ MeXAy rpymniaMiu 1o TOYHOMY KPUTEPUIO (DI/IH_Iepa, TOYHbIE 3HAUECHUS JOBEPUTEJIbHDBIX

WHTEPBAJIOB IIPUBE/ICHDI.

HECKOJIBKO HIDKe, YeM B TPYIIe CPaBHEHUs, B KOTO-
poil manueHTaM IPOBONIN /IBOIHYIO Tepanuio Ier-
N®H/PBB. B KOHTpOJbHON TPyIIle MOJs MalieH-
TOB, y KOTOPBIX Pa3BUJICS PEIUINB, Oblia GOJIbIIE,
4yeM B UCCJeAyeMOH rpyiie.

O030p JaHHBIX 0 0E€30MACHOCTH

ITpoduns nexeramenrvroix aeaenun (H), otme-
YEeHHDBIX B UCCJIEAOBAHUM, MPAKTUYECKH HE OTJIHYAJ-
cst oT yke usBectHbIX HSI, XapakTepHbBIX /ST JIBOII-
noit tepanuun XI'C mer-MM®H,/PBB (ra6n. 2). HS
BoisiBIeHbl y 392 (93,3%) nmanmeHToB, IPUHUMABLINX
ydacThe B JaHHOM wucciefgoBanun. HamGosee dacto
BosHukasme HA orHocuiauch k kaaccy «OO6nime
paccTpoicTBa M Peakiny B MeCTe BBEIEHUS Mperna-
para»: y 301 (71,7%) manuenta GbLIO 3aperucTpu-
poBaHO Kak MuUHHMyM onHOo H{ m3 atoii rpymnmbr.
Hanwmuane npuymHHON CBSI3M C MCCJIEOBAHHBIMU TIpe-
naparaMu OTMEYeHO B 45,5% ciyyaeB, JOJs TaKUX
H4 6pima mpakTuyecku ofiMHAKOBA B T'PYIIE HCCIe-
JIyeMOH Tepanuu W TPYIIe CPABHEHUS.

B uccregosanun sapeructpuposano 5 (1,2%)
cepbesnbix HY, Bce OHU ObLIM PacCIleHEHbI KaK He
CBSI3aHHBIE C MPUEMOM HCCJIEAYEMBIX MPENapaToB.
EnuncTBEHHAS CMEPTH MAIMEHTA, 3aPErHCTPUPOBAH-
Hasl B HCCJEJOBaHWU, ObLIA CJIEJICTBHEM TPABMBI,
HOJTy4eHHOIT BO BPEMSI JJOPOJKHO-TPAHCIIOPTHOTO TPO-
HCIIECTBUSI.

JloCpOYHO TPEKPATHIIN TIPUEM HUCCJIEAYEMbIX TIpe-
maparos B cBsisu ¢ passutueM HS 11 (2,6%) manmen-
ToB: 7 (2,5%) 13 WccaeayeMoi IPyIIIbI, TTOMyYaBITHX
HBP/PTB B gononnenue k ner-MMId®H,/PBB, u 4
(2,9%) u3 rpynmbl cpaBHEHHS, KOTOPBIM TPOBOANIN
nBoiiayto tepanuio ner-MIOH,/PBB. ¥ 10 narues-
TOB TIpeKpallleHue JiedeHust ObLIO CBS3aHO C Pa3BU-
THEM TeMaTOJIOTMYECKMX OCJIOKHEHWI: HeHTpoIleHnn
(y 9 6oabubix) u anemun (y 1 narmuenra). Opun
MAIUEHT TPEKPATUIT IPUEM HMCCIEyeMOro mpenapa-
Ta 13-32 TONIHOTBI. B mccaemyemoii rpyime U rpyn-
e CPAaBHEHUST YACTOTA PA3BUTHSI AHEMUM COCTABJISLIA
18,1 1 15,9% coorsercrBenno (ta6a. 3). Paznuune
B TOKA3aTeJsiX He JOCTUTAJI0 CTATUCTHYECKON 3HAYU-
moctu (p=0,681). Cuuskenue ypoBHSI TeMorao6una

y TAIMEeHTOB TOYTH BO BCEX CJAydYasx OBLIO He3Ha-
YUTENbHBIM UK yMepeHHbiM (1-H wim 2-i crerme-
HEu corjacHo kputepuam BO3). 3apermcrpupoBaHo
[IBa CJaydasi pa3BUTHUSA TSKEJIONW aHeMHWH: TI0 OJHO-
My B HCCJeIyeMoil rpylne ¥ TpyIllle CPaBHEHHUS.
Uacrora pasBuTHs HEUTpONeHUU ObLIa MPAKTUYECKU
OIMHAKOBOW B 06eHMX TepaneBTHYECKUX TPYIHaX:
21,6 u 21,0% coorBercrBeHHO. B GosbIIMHCTBE CJIy-
YyaeB HefTporeHus: 6bLTa €1a60 WM YMEPEHHO BBIPA-
sxenHoll. Tssxenasa neiitponenua (3-it mwam 4-it creme-
HI) HaGJI0a1ach TPUMEPHO C OJMHAKOBOH 4acTOTOM
B HCCJeAyeMOl W KOHTPOJbHOH Trpymmax. B 1emrom
3HAYUTEJbHBIX PA3JIMUNil B YaCTOTe PA3BUTHUS W THIIE
HA Mexny mccaenyemoit 1 KOHTPOJIbHOHM TpyHIaMu
MAIEeHTOB HE OTMEYEeHO.

BoiBo b1

CoryiacHO TEepBUYHOI 1IeJIN UCCe0BaHus, ObLIO
Jlokazano, uro y namuentoB ¢ XI'C, BeizBanubiM BI'C
1-ro reroruma, koMOuHUpoBaHHas Tepanus HBP/
PTB B coveranuu c¢ ner-MMH,/PBB, npoBoauMas
B TeueHue 24 Hen, acconuupyercss ¢ 6oJjiee BBICO-
Koll vacrtoToil moctmxenus Y BO24 mo cpaBHeHUIO
¢ Tepanueii mer-UMH,/PBB jiurenpHoCThIO 48 Hep.
CTaTHCTHYECKU [JOCTOBEPHbIE PA3JIMUKUS B 4aCTOTE
nonyuenuss YBO24 pocturanyu Kak y MalUeHTOB,
patee He TosrydaBmux Jedenus ner-IADOH,/PBB, tak
1 y GOJBHBIX, y KOTOPBIX TIPEIIIECTBOBABIIAS Tepa-
nust er-VIAOH,/PBB okazanach HeabdeKTHBHOI.

Caemyer OTMETUTH, YTO KOMOWMHMPOBAHHAS Tepa-
nusg (HBP/PTB, mer-U®H,/PBEB) mnossoasier
no6urbest YBO24 y Gostee uem 90% paHee He JieyeH-
HBIX IMaIlMEHTOB ¢ MoKasaTeasiMmu ¢hubposa mneyeHun
FO—F2 u 86,5% mnanueHToB ¢ penuauBoM 3a0oJjieBa-
HUS.

Bropuunsie noxasarenu sdgdexrusnoctu (BBO,
PBO, orBer Ha MOMEHT OKOHYaHusA Tepamuu, Y BO12)
TakXe ObLTM CYIIEeCTBEHHO JydYllle B Ipylie 6oJib-
HBIX, IOJydYaBIIuX ucciaeayemyio tepanuio (HBP/
PTB, ner-UMH,/PBB), ueM B rpymnie cpaBHEHUS.
OTaembHOTO BHUMAHUS 3aCJyKUBAE€T CKOPOCTh CHU-
JKEHUS] BUPYCHOW HArpy3Ku B UCCJENyeMOU TpyIie
naruenToB. Tak, MeamaHa JOCTUKEHUsI HeOIpejie-
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agembix nokaszaresneit PHK BI'C y panee He seven-
HBIX GOJIbHBIX, MOJIYYaBIINX HCCJIELYEMYIO TEPAIUIO
(HBP/PTB, ner-U®H,/PBB), cocrasuna 2 Herx,
B TO BpeMsl Kak B rpymme cpaBHenus (mer-MMOH/
PBB) — 10 nHex. CyliecTBeHHbIX Pasinyuil MeK/Iy
TPyNIaMi [0 YacTOTe Pa3BUTHS BHUPYCOJOTHYECKOTO
IIPOPBIBA HE BBISABJIECHO, TOT/A KaK PEeluINBBEI 3a60-
JIeBaHUSA HECKOJIbKO Yallle BO3HUKA/JIU Y IHAllUeHTOB,
MOJIyYaBIINX ABOWHYyt0 Tepanuio ner-MDH,/PBB,
ueM B uccaenyemoii rpynne (HBP/PTB, ner-IdOH/
PBB).

BoapmuucTBo 3apeructpupoBanubix HA, cBa-
3aHHBIX, IO MHEHWIO HCCJAeoBaTesNeil, ¢ TeM WJIH
WHBIM TPOTUBOBUPYCHBIM IIpenapaToM, KOTOPBIi
IPUHUMAJ IAlMeHT, BO3HUKAJU HPHU JEYEHUH TIeT-
N®H u PBB.

O6inee uncao cepbe3upix HA 6b110 HEGOMBIINM,
U OHH, 110 MHEHWIO HCCJieoBaresieil, He ObLIM CBs3a-
Hbl C IIPUEMOM HCCJIelyeMbIX IIpenapaTos.

3akjoueHue

Joctuxenne YBO npu npumenenun NMDH-
cosepxkamux cxem JjiedeHus XI'C npuBoguUT K CHU-
JKEHUIO CMEPTHOCTH B TedeHuwe 5 JjeT Ha 62—84%,
PUCKa pa3BUTHS TENATOIEUIIONSPHON KapIIMHOMbBI Ha
68—79%, noTpe6HOCTH B TPAHCIIAHTAIIMU [EYeHH Ha
90% [27, 28]. B Poccuiickoii Dejepaiui CHUKEHHE
3a00J1€eBa€MOCTH U CMepTHOCTH, cBsizaHHbIX ¢ BI'C,
CTaHET BO3MOKHBIM NPH PEAJN3alii CTPATErHH yBe-
JIMYEHUS] 0XBaTa HaCeJEHUS BBICOKOIDDEKTUBHOM

u gocrynnoit [IBT. UpessbryaitHo BaskHOH colluamib-
HO 3ajaveil sBJIsSIeTCS OobGecledeHre MPOTHBOBUPYC-
HbIM JedeHueM OGosbHbIX XI'C Ha caMblX paHHUX
crajusax, nockoabky [IBT y Takux manumeHTOB Bcerna
6osiee addextuBHasg u Menee 3arparnas [12]. MDH-
coznepxamue cxembl Tepanuun XI'C addexTuBHbl,
XOPOIIIO M3yYeHbI M, HECMOTPS Ha PETUCTPUPYEMbIE
H, nmo-npexHeMy COXPaHSIOT CBOIO aKTyaJbHOCTb
6s1aro1apsi 9KOHOMIUYHOCTU U B CBSI3W € 3TUM GOJIBITIEN
nmoctymHocTH i marenToB [10]. B uccaemoBanun
PIONEER cxema jgedenusa 6ospHbix XI'C, BKIIOUYA-
fomas HBP, xapakrepmsoBasach BBICOKOH 3ddex-
TUBHOCTBIO, YJOOHBIM PEXUMOM JO3WPOBAHUS JeKap-
CTBEHHBIX IMpENapaToB, MeHbINEH TPOJOJIKUTETHHO-
cThio Kypca Jjiedernss (24 Hem), a TakyKe OTCYyTCTBUEM
«0co6bix» H m oTkioHeHuii 1abopaToOpHBIX TOKA-
3aTeJsieil, CTaBAIMX 10l COMHEHHE (e301IaCHOCTb €To
npumeHerust copmectio ¢ PTB u ner-IOH,/PBEB.

Ha ceropusamuuil feHb MHBECTHIIMM B Pa3BUTHE
HayyHO! 6a3bl HapJalpeBUpa MPOIOJIKAITCS, MPO-
BOJSITCS JTOTIOJTHUTEbHbIE MCCJAE0BAHUS M0 H3yye-
HUIO JieKapcTBeHHOTO B3amMogeiicrsus HBP,/PTB
C AaHTUPETPOBHUPYCHBIMH mpemnapatamu. [lommexar
pa3paboTKe W M3Yy4YEeHUI0 KOMOWHAIIMU HapJanpe-
Bupa c¢ apyrumn IIIII/l, takmMm Kak gaxgaracBup
n codocOyBUp, KOTOPbIE TTPOTHOCTUYECKU TO3BOJIST
JIEYUTDh HanueHToB, nHGuUIUpoBaHHBIX BIC 1-ro
TeHOTHUIA, C BBICOKOH 3 (HEKTUBHOCTHIO, TIPU 3TOM
MPE/IOJIATaeTcsl BO3SMOKHOCTD YMEHBIIEHUS JAJTUTEIb-
HOCTHU TEPANUU TIPU JIEYeHUN OTIPeIeJIEHHBIX KaTero-
puit 60JbHBIX 70 8 Hejl.

Kondaukr unrepecos. IIposenenne uccieqoBanus crioncupoBata komnauuss AO «P-Dapm»; co3paHne OCHOB-
HBIX [JOKYMEHTOB, MPOBEJIEHUE MCC/Ie[0BaHus, 06pab0TKA TIOyYEeHHDBIX JAHHDBIX, CTATUCTUYECKUN aHAIN3 U HAINU-
CaHUe OTYeTa O KJIMHUYECKOM HCCJe0BaHMM ObLIN Tpou3BeaeHbl KOHTPAKTHON HMCCJIeI0BaTETbCKON OpraHu3a-

mueit «AJIMEJIVIC».

Conflict of interests. The study was supported by JSC R-Pharm company; development of basic documentation,
study management, data processing, statistical analysis and clinical trial report presentation were carried out

by Contract research organization «<ALMEDIS».

Crcox nuteparypsi/ References

1. Stanaway J.D. et al. The global burden of viral hepatitis
from 1990 to 2013: findings from the Global Burden of
Disease Study 2013. Lancet 2016; 388:1081-8.

2. World Health Organization 2017, Global hepatitis report,
2017 Publication date: April 2017 Languages: English
ISBN: 978-92-4-156545-5.

3. Global Health Sector Strategy on viral hepatitis, 2016-
2021. Geneva: World Health Organization; 2016.

4. Lavanchy D. Evolving epidemiology of hepatitis C virus.
Clin Microbiol Infect 2011;17:107-15.

5. EASL Recommendations on treatment of hepatitis C2016.
J Hepatol 2017; 66(1):153-94.

6. Lozano R., Naghavi M., Foreman K., Lim S.,
Shibuya K., Aboyans V. et al. Global and regional
mortality from 235 causes of death for 20 age groups in
1990 and 2010: a systematic analysis for the Global Burden
of Disease Study 2010. Lancet 2012;380(9859):2095-128.

7. GBD Mortality and Causes of Death Collaborators.
Global, regional, and national age-sex specifc all-cause

and cause-specifc mortality for 240 causes of death, 1990-
2013: a systematic analysis for the Global Burden of
Disease Study 2013. Lancet 2014;385(9963):117-71.

8. WHO Library Cataloguing-in-Publication Data Guidelines
for the screening care and treatment of persons with
chronic hepatitis C infection. Updated version, April
2016. http://www.who.int/hepatitis/publications/
hepatitis-c-guidelines-2016,/en/

9. Platt L., Easterbrook P., Gower E., McPonald B. et
al. Prevalence and burden of HCV co-infection in people
living with HIV: a global systematic review and meta-
analysis. Lancet Infect Dis 2016; 16(7):797-808.

10. Owyx H./., Krumosa E.A. Jleuenne XpOHMYECKOTO reria-
tuta C B Poccun: coBpeMeHHbBIE BO3MOKHOCTH U OJIIKATIITTIE
nepcrekTuBbl. VH(eKonuble 601€3H1: HOBOCTH, MHEHMS,
obyuenne 2017;2:86-95 [ Yushchuk N.D., Klimova Ye.A.
Treatment of chronic hepatitis C in Russia: modern options
and the near-term outlook. Infektsionnye bolezni: novosti,
mneniya, obucheniye 2017; 2:86-95].

11. ITumenoe H.H., Yynanoe B.Il., Komaposa C.B. n np.
lFenmarur C B Poccuu: anmgeMuosiornyeckasi XapakTepucTu-

Poc xypu ractposuTepon remaron xogomporron 2017;27(6)/Ross z gastroenterol gepatol koloproktol 2017;27(6)



www.gastro-j.ru

Iennaronorus / Hepatology

12.

13.

14.

15.

16.

17.

18.

19.

20.

Ka ¥ IIyTH COBEPIIEHCTBOBAHUS [MATHOCTUKU U HAJ30pa.
Smuzpemuon u undekn 6oa 2012;3:4-10 [Pimenov N.N.,
Chulanov V.P., Komarova S.V. et al. Hepatitis C
in Russia: epidemiologic features and ways to prove
diagnostics and control. Epidemiol i infekts bol 2012; 3:4-
10].

Yynanoe B.II1. u np. Xpounueckuii renatut C kax mpobiie-
Ma 3apaBooxpaHenus Poccuu cerogHs u 3aBTpa. Tep apx
2015; (11):5-10 [Chulanov V.P. et al. Chronic hepatitis
C as a healthcare issue in Russia today and tomorrow. Ter
arkh 2015; (11):5-10].

Komova A., Maevskaya M., Tvashkin V. Prevalence of
Liver Disease in Russia’s Largest City: A Population-
based Study. Am J Clin Med Res 2014;2(5):99-102.
Saraswat V. et al. Historical epidemiology of hepatitis
C virus (HCV) in select countries — volume 2. J Viral
Hepatol 2015; 22(Suppl. 1):6-25.

Heawxun B.T., Maesckas M.B., Moposzosa M.A.,
Jlocuna E.O. CoBpeMeHHbIE CXeMbl Je4eHHs OOJbHbBIX
xponndeckuM rematutoM C. Poc KypH TacTpO3HTEPOJ
renatoj Kosonpokron 2012;1:36-44 [Ivashkin V.T.,
Mayevskaya M. V., Morozova M.A., Lyusina Ye.O. The
modern modes of treatment for chronic hepatitis C. Ross
z gastroenterol gepatol koloproktol 2012; 1:36-44].
Bakulin 1., Pasechnikoov V., Varlamicheva A.,
Sannikova I. NS3 protease inhibitors for treatment of
chronic hepatitis C: efficacy and safety. World J Hepatol
2014; 6(5):326-39.

Heawrun B.T., FOuwyx H./l., Maescxas M.B. u np.
PekoMeHJaIMU O AWArHOCTHKE U JIEYEHUIO B3POCJBIX
6osbtbix remarutom C. Poc skypH racTposHTepoJ Tema-
ton kosmonpokton 2013; 23(2):41-70 [Ivashkin V.T.,
Yushchuk N.D., Mayevskaya M.V . et al. Diagnosis and
treatment of hepatitis C in adult patients: guidelines. Ross
z gastroenterol gepatol koloproktol 2013; 23(2):41-70].
De Bruijne J. et al. Antiviral activity of narlaprevir
combined with ritonavir and pegylated interferon in chronic
hepatitis C patients. Hepatology 2010; 52(5):1590-9.

Tong X., Arasappan A., Bennett F., Chase R., Feld B.,
Guo Z., Hart A., Madison V., Malcolm B., Pichardo J.,
Prongay A., Ralston R., Skelton A., Xia E., Zhang R.,
Njoroge F.G. Preclinical characterization of the
antiviral activity of SCH 900518 (narlaprevir), a novel
mechanismbased inhibitor of hepatitis C virus NS3
protease. Antimicrob Agents Chemother 2010; 54:2365-70.
http://dx.doi.org/10.1128/AAC.00135-10.

Arasappan A., Bennett F., Bogen S.L.S. et al. 2010.
Discovery of narlaprevir (SCH 900518): a potent, second
generation HCV NS3 serine protease inhibitor. ACS Med
Chem Letters DOI: 10.1021,/m19000276.

21.

22.

23.

24.

25.

26.

27.

28.

bypnesuu 3.3., Tuxonoea H.FO., IHlanuyuna C.E.
Hapuanpesup, 6yCTUPOBAHHBIH PUTOHABUPOM, B KOMGHHA-
[[UU C TETWIMPOBAHHBIM UHTEPHEPOHOM-¢¢ 1 PUGABUPUHOM
B JsleueHnn Xponmyeckoro remarura C. Kimu dapmaxon
tep 2014;23(5):34-9 [Burnevich E.Z., Tikhonova N.Yu.,
Shchanitsina S.E. Ritonavir-boosted clinical case, in a
combination with pegilated interferon-a and ribavirin for
chronic hepatitis C treatment. Klin farmakol ter 2014;
23(5):34-9].

baxyaun U.I'. HapnanpeBup — OTeYeCTBEHHbIN mpema-
par mpsIMOTO HPOTUBOBUPYCHOTO JEHCTBUS IS JICUECHUSI
xpoHndeckoro renaruta C. Pesy/ibrathl uccie0BaHUS
PIONEER. Toaukaunuka. Factposureposorust 2016; 4:52-
4 [Bakulin I.G. Narlaprevir - domestic direct antiviral
agent for chronic hepatitis C treatment. PIONEER study
results. Poliklinika: Gastroenterologiya 2016; 4:52-4].
Abdurakhmanoov D.T. et al. Final results from a phase
IIT study of the Narlaprevir, a novel Russian protease
inhibitor in treatment-naive and previously treated patients
with genotype 1 chronic hepatitis C (the PIONEER trial).
Hepatol Int 2017; 11(Suppl. 1):S305-6.

Reesink H. et al. Safety and antiviral activity of SCH
900518 administered as monotherapy and in combination
with peginterferon alfa-2b to naive and treatment-
experienced HCV-1-infected patients. J Hepatol 50:S35-
S36.

Vierling J.M. et al. Once daily Narlaprevir (NVR;
SCH 900518) and Ritonavir (RTV) in combination with
peginterferon alfa-2b/ribavirin (PR) for 12 weeks plus
12 weeks PR in treatment-naive patients with HCV
genotype 1 (G1): SVR results from NEXT-1, a phase 2
study. Hepatology 54:1437A.

Isakoov V., Koloda D., Tikhonova N., Kikalishvili T.,
Krasavina E., Lekishvili K., Malaya I., Ryska M.,
Samsonoo M., Tolkacheva V. Pharmacokinetics of the
New Hepatitis C Virus NS3 Protease Inhibitor Narlaprevir
following Single-Dose Use with or without Ritonavir in
Patients with Liver Cirrhosis. Antimicrob Agents and
Chemother 2016; 60(12):7098-104.

Hill A., Saleem J., Heath K., Simmons B. Effects of
sustained virological response (SVR) on the risk of
liver transplant, hepatocellular carcinoma, death and
re-infection: Meta-analysis of 129 studies in 23,309
patients with Hepatitis C infection. In Proceedings of the
AASLD2014, Boston, MA, USA, 7-11 November 2014.
Hiising A., Kabar 1., Schmidt H.H., Heinzow H.S.
Hepatitis C in Special Patient Cohorts: New Opportunities
in Decompensated Liver Cirrhosis, End-Stage Renal
Disease and Transplant Medicine. Kanda T. ed. Intern J
Mol Sci 2015;16(8):18033-53.

Poc xypH racrposntepon remarton komonpokron 2017;27(6),/Ross z gastroenterol gepatol koloproktol 2017;27(6)

51



