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Llenb uccnepoBaHua. OueHuUTb 9OPEKTUBHOCTb
n 0e3onacHoCTb Tepanun Hapnaanpesupom (HBP)
B KOMOUHaumn ¢ putoHasupom (PTB), nerunupoBaH-
HbIM nHTEPepoHoMm (ner-UDH) n pubasuprHom (PBEB)
Y MEPBUYHBIX 1 paHee JIeYEHHbIX 60NbHbLIX XPOHUYECKMM
renatutom C, BbI3BaHHLIM BUPYCOM 1-ro reHoTuna, 6e3
LMppOo3a NevyeHn B ABOMHOM CJIENOM Mnnaueb0o-KOHTPO-
nupyemom lll pasbl nccnegosanum (PIONEER).
Matepuan n metoabl. B nccnegyemon rpynne HBP
(200 Mr BHYTPb OAMH pa3 B CYTKM) HA3HaA4aIu B CO4eTa-
Hun ¢ PTB (100 mr) u ner-dH/PBEB B TeueHne 12 Hep,
C nocneayowmm gonedmBaHuem ner-MdH/PEB B Teue-
Hue 12 Hen. BonbHbIE N3 rpynnbl CPABHEHWUS MOny4Ya-
nn ner-®H/PBEB B TeuyeHne 48 Hen, nepsble 12 Hepn,
B coYeTaHuu ¢ nnauebo.

Pe3ynbTatbl. YCTON4YUBbIN BUPYCOTOrNYECKU OTBET
4yepe3 24 Hen nocse OKoHYaHusi nedeHusi (YBO24)
B uccnepyemon 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 goctunib y 86,5% (32/37) 60sbHbIX C peuu-
OVBOM MOC/e NpeaLwecTBYIOWEro Kypca Tepanum ner-
MN®H/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 Hen, n 2,5 log,, Hepes 4 Hen,
JIe4eHuns1 B rpynne CpaBHEHUS.

Cpenn nepBUYHbIX MALMEHTOB, MOJYyHYaABLUMX OLLEHU-
BaeMyilo Tepanuio, YBO24 6bin pocturHyt y 90,8%
npu WUCxXogHoi cteneHn ¢ubposa nedyeHn FO-F2
(no METAVIR) ny 75% npu ctenexHn onbposa F3. Cpegu
60sbHbIX, paHee ne4veHHbix ner-MPH/PEB, B nccneaye-
Mol rpynne YBO24 3apernctnpoBaH y 72,6% C ucxon-
HoW cTeneHblo pnbposa FO-F2 ny 53,3% ¢ prnbposom
cTeneHn F3.

Job6aeneHve HBP/PTB k Tepanuu ner-IdH/PBEB He
NpUBOAMNIO K yXyAlleHno npoduns 6e3onacHoOCTM Mno
CpaBHEHWIO C TAaKOBbIM B rpynne 60bHbIX, MOJTyYaBLLMX
Tepanwio ner-dH/PEB.

BbiBogbl. B nccneposaHmn PIONEER komMOGuHMpoOBaH-
Hag Tepanusa C HapJanpeBUpPOM XapakTepu3oBanacb
BbICOKOV 3 dEKTUBHOCTLIO, YA0OCTBOM MPUMEHEHUS
M ynyylleHHbIM NnpoduiemMm 6e30nacHOCTU.

KnioueBble cnoBa: xpoHudeckuii renatut C, neyexHue,
Hapnanpesup.

Ana uuTtupoBaHua: Maesckaa M.B., VBawkuH B.T.,
3Homiko 0.0., Knnmoga E.A., AbnypaxmaHoB O.T.,
BakynuH W.T"., Boromonos I1.0., bypHesuy 3.3., MNanywko M.1O.,
lensanposa H.U., Xpanos K.B., Bcaynexko E.B., Kumxno C.H.,
KoHcTanTuHos 4.10., MwupoHosa H.U., Mopo3zos B.I".,
Ctpebkosa 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. OdbdeKTMBHOCTL " 6e30MacHoOCTb
OTEYECTBEHHOIO MHrMbUTOpa MnpoTeasbl Hapnanpesupa
Yy MEPBUYHBIX N PAHEE JIEYEHHbIX MAUMEHTOB C XPOHUYECKUM
renatutom C, BbI3BaHHbLIM BMPYCOM 1-ro reHotuna, 6e3
uMppo3sa neyeHun (peadynbtatel nccnegosaHus PIONEER). Poc
XYPH racTpoaHTepon renaton kononpokron 2017; 27(6):41-51
DOI: 10.22416/1382-4376-2017-27-6-41-51

Bseaenue

CoriacHo TOCJeTHUM TaHHBIM, BHPYCHbIE TelaTH-
THI SIBJASIOTCS OCHOBHOW TPUYMHOW CMEPTH U WHBA-
Juu3auu 60JbHBIX ¢ WHQEKIMOHHON NaToJoTnel
Bo BceM mupe [1, 2]. B 2015 r. ¢ BupycHbIMU Temna-
TuTaMu ObLIO CBsidaHO 1,34 MJIH cIy4aeB JIeTATbHBIX
MCXO/I0B, 3TH TIOKA3aTEeN COMOCTABUMBI C TaKOBBIMU
npu ty6epryaese 1 BUY-undeximn [1-3].

OnHOIl U3 OCHOBHBIX TIPUYUH PA3BUTHS XPOHU-
YeCKOTO 3a60JIeBaHUSI NMEYEHU SBJseTCS WH eKIms,
obyciosiennast supycomn zenamuma C (BTC) [4,
5]. TTo ouenkam UccaegoBanusi riaobanbHOTO Gpe-
MeHUW 3a60JIeBaHUs, YUCJO JEeTAJbHBIX HCXOI0B,
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
2.5l0g,, 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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u B 2013 r.— 704000 [6—9]. B 2016 r. BcemupHnoit
opranusaiueii 3/paBooxpaHeHusi 6bLIa 0J06peHa
['mo6anbhast crpaTerusi CeKTOpa 3[PaBOOXPAHEHHS 110
60pbOe ¢ BupycubiMu Tenartutamu Ha 2016—2021 rr.,
KOTOpAasi MPEJI0JaraeT yMeHbIIeHne YHICJa HOBBIX
ciaydaeB unduiuposanuss #Ha 90%, cMepTHOCTH Ha
65% ¢ TOJHON JMKBHIAIMEil Ipo6aeMbl BUPYCHbIX
renaTHTOB KAaK YrpO3bl Il OOIIECTBEHHOTO 3/IPaBO-
oxpanenuss k 2030 r. [2, 10].

Nudexnmo, obycaosiaennyio BI'C, BbIABIAOT
Bo Bcex cy6bekTtax Poccuiickoit Menepanuu [11—
13]. CorsacHO 3KCHEPTHON OIeHKE, YHCJO BbISIB-
JIEHHBIX CJIy4YaeB PAa3BUTHS XPOHUYUECKOZO 2enamu-
ma C (XTC) B Poccwuiickoii MDeaepanyn mpeBbImaeT
1,9 miH, 6osee 60% 3a60J€BIIMX — 3TO TPYAOCIO-
co6uble mioau B Bo3pacte 20—40 ner [11, 12, 14].
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C BHeJpeHHEM B KJUHUYECKYIO IIPAKTUKY npe-
napamos npsmozo NPOMUE0BUPYCHOZ0 O0etiCMmEus
(IIIIII/1) mapagurma nedenuss XI'C mamenumach |5,
15]. W3 IIIIII/] mepBbiMU B KJAMHUYECKOW MPaKTHKE
CTaJIN IPUMEHSITh UHTUOUTOPBI TPOTEa3bl, 3P PEKTUB-
HOCTb ¥ 6€301acCHOCTb KOTOPBIX B MHTEP(HEPOHCOIED-
JKANIUX CXeMax Xopolno usdyvensr [16, 17].

Hapaanpesup (SCH 900518) — mnepsbiii oTeve-
creennbrii I1IITI/], mpenHasHayeHHBIN A JedeHUs
6ompHBIX XI'C, MomHbI nHrHOUTOP TpoTeadbl BI'C
[18—21]. [ust 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 ya00HBII
PEXUM J03UpPOBaHUS — OJIUH pa3 B JeHb [18, 22,
23]. HBP ycnemnrso mporiesn oGMUPHYIO TTPOrpaM-
My [IOKJIMHUYECKUX U KJIMHMYECKUX HCCJIeOBAaHUM,
(bapMakOKMHETHKY TIpenapaTa u3ydaau y HaIlMeHTOB
C TIEY€HOYHOI HEeIO0CTAaTOYHOCTBIO KJacca A Mo KJjac-
cudurarmn Yaimga—IIso [18—20, 24—26].

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

IHess» uccreaoBanusi 3akja04yanach B MOJATBEPK-
Jexun Toro ¢axrta, 4To HpUMeHeHHe KOMOMHAIUU
HBP u PTB ¢ nezunuposannvim urnmeppeporom
(ner-UD®H) u pubasupunom (PBB) npusoaut
K 60Jiee BBICOKOH 4YacTOTe MOJYyYEHHS YCMOUUUB0ZO0
supycooeuueckozo omeema (YBO) 1o cpaBHeHmio
C TAKOBO¥ NPH JIEYEHUU TIEPBUYHBIX MAIUEHTOB TOJIb-
ko ner-UMH u PBB 6o HeabdekTnuBHOCTH TIpE-
mectBytoniero Jjevdenus ner-UMH n PHB.

IlepBuunoit 3agaveii uccaexroBaHusi ObLIO OTIpe-
JleleHne oM TMaIieHToB, gocturmmx YBO uepes
24 ned nocae aeuenusa (YBO24). Taxxe mpoBoauam
usydyenue yacTtorbl noxayuenus YBO24 B 3aBucumo-
CTH OT UCXOJHON crenenn ¢pubpo3a meveHu.

CornacHO BTOPHYHBIM 3a/ayaM HcCCJeJOBaHUS,
ObLIM OTpeJleJIeHbl JOJM MallMeHTOB, AOCTUTIINX
6vicmpozo eupycoaozuyeckozo omeema (BBO),
pannezo supyconozudeckozo omeema (PBO), Bupy-
COJIOTUYECKOTO OTBeTa Ha MOMEHT OKOHYAHUS Tepa-
NUU ¥ YCMOUUUBOZ0 GUPYCOS02UYECKO20 OMEEemd
uepe3 12 ned nocae aewenus (YBO12), a raxke
JIOJIN TIAITMEHTOB, Y KOTOPBIX ObLT 3apErHCTPUPOBAH
BHPYCOJIOTHYECKUN TIPOPBIB MJIN PENuIuB 3a60/€Ba-
HUS.

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

MaTepI/IaJI H METOoAbl HCCJIE€A0BAHUA

Wccnenosanne PIONEER no usyuennio addex-
TuBHOCTH, Oe3onacHoct u nepeHocumoctu HBP,
6ycrupoBannoro PTB, B xom6unaimu ¢ ner-UMDH
n PBB nposoansm B 20 kKJAWHWYECKUX IeHTpPaxX
B pa3JmyHBIX permonax Poccuiickoit Demepanun
¢ Mas 2014 1. mo despasp 2017 T., BRIIOYAS OTKPHI-
Tyio ¢dasy npoaiterus. B ucciaenosanne PIONEER
BKJIIOYAJIU TAIMEHTOB 000€ro moja B BO3pacTe OT
18 mo 70 mer ¢ moarBep:xaeHHBIM auarHo3oM XI'C,
Bei3BanubiM BI'C 1-ro renoruma, 6e3 1mupposa
n nokazatesgamu PHK BI'C na3mbl ipu CKpUHUHTE
> 10000 ME /M1, Kak paHee He TIOJYYABIIUX NPOTNU-
sosupycnyio mepanuio (IIBT), Tak u Tex, npemuie-
crBoBagiiee jedenne kotoppix VIOH u PBB B cran-
JIApTHBIX /103aX B TeyeHHe Kak MUHUMyM 12 Hesx He
nano addexra.

K kpurepusaM uckKIOYEHNUST OTHOCUJINCH CTaHAAPT-
HbIe MPOTUBONOKA3aHUs K TPOBEACHUI0 KOMOUHUPO-
BanHoil IITB ner-IMH u PBB, neuenounas Hexo-
CTAaTOYHOCTH, TOJO3PEHNE Ha TelaTOIe IO PHBII
paK W Apyrue OHKOJOTHYECKWe 3a00JieBaHUS JTHOO
uX Hajau4we, 3a00JeBaHUS MEYeHW WHOHW 3THOJIOTHH,
BRJIIOYAS ayTOMMMYHHBIN TemaTtut, KOWH(UIMPOBa-
Hue BupycoMm rematuta B, BUY, Tsoxenvie koMop-
O6uJIHbIE COCTOSTHUS, IIPEJIIeCTBOBABIIEE JieYeHUe
XTC TIIIIA, a takxe Jiio6oe 3a6oJieBaHue, KOTOPOe
MOTJI0 Obl TOMEIATh y4acTUIO IMAIMEeHTAa B HMCCJIE/0-
BaHWH.

[Iposenenue uccnenoanuss PIONEER 6b110 pas-
penteHo MuHuCTEPCTBOM 3/paBooXpaHeHust Poccun
u ono6peno ero CoseroM 10 aTHKe. Ilepen nmposeje-
HUEM HCCJIEeIOBAHUST MPOTOKO U WHMOPMAIMOHHBII
JIMCTOK maruenta Obuin ogo6peHbl Heszasucumvim
amuueckum xomumemom (HOK) KaxI0ro KJIMHU-
YEeCKOTO IEHTPA, MPUHUMABIIETO yYacTue B MCCJIEN0-
Banuu. /lo Havaja WccaeJoOBaHUS ObLIN MOJyYeHbI
MO/JINCAHHDbIE W JATUPOBAHHBIE YBEJAOMJEHUS O TOM,
YTO TPOTOKOJ, (opMa MHOOPMUPOBAHHOTO COTJIA-
cug U Apyrue MOKyMeHTHl Oblan omo6peHbr HOK.
Uccnenoanue PIONEER mpoBoguau B cooTBet-
cTBUM ¢ mpuHnunamu Hasmexarielt KJAMHUYECKON
MPaKTUKU COTJACHO JeHCTBYIONMEMY POCCUUCKOMY
3aKOHOJIaTENbCTBY. [l0 Havama wmccieoBaHus Tallu-
€HTBI MO/NMUCAIN UHPOPMUPOBAHHOE COTJIACHE HA €ro
MIPOBeEJIEHNE.

W3 485 maiumeHTOB, IpoMIEMIINX CKpuHUHT, 420
COOTBETCTBOBAJIM KPUTEPUSIM BKJIOYEHUS W C ITOMO-
HIbI0 BeO-CUCTEMBI OBLIN PAHIOMU3UPOBAHBI B COOT-
HomieHun 2:1 B OJHY W3 JBYX NapajuIeJbHBIX IPYII
JledeHusI: HUccaelyeMylo U cpaBHeHus. [lepBbie
12 Hex Tepamwio TMPOBOAWUIN B JBOMHOM CJENOM
peskume. B mccaenyemoit rpynme mepsble 12 Hep
nmanueHTel noaydanu tepanuio HBP B mosze 200 mr
copmecto ¢ PTB B mose 100 mr (omun pa3 B JeHb
BHypr) BMecte ¢ ner-IMDOH u PDBB, nanee jeuenne
nponoskaau xKombunamuein ner-MM®H u PBB no
24 wen. IlanueHTbl U3 TPYIbI CPABHEHHS IOJYYaIn
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Hepenn MpomeKyTouHbIN YBO24 YBO24 Daza I'IpO,quHI/I:!
aHanus B rpynne HBP/PTB B rpynne nnaue6o nccnepoBanna

* MauwneHTbl 13 rpynnbl Nnauebo, He gocturwme YBO24 B 0CHOBHOW da3e uccnefoBaHms, MO MPOAOIIKATD
Tepanuio B OTKPbITON dase npoaneHns uccneposanms (HBP/PTB+ner-MOH/PEB). B oTKkpbiTol dase nccnenoBaHma neyeHne nonyumny 43 nauyeHTa

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

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

B uccnegosanum PIONEER maruenToB panzo-
MUBHPOBATH B COOTHONIeHNW 1:1 Ha TOJy4YeHWe Ter-
NDH anbda-2a B no3e 180 MKr B Hemedto W Ter-
NDH ambda-2b B gose 1,5 mxr/kr B Hegeao, PBB
nazuavgann B go3e 1000—1200 wau 800—1400 Mr/cyt
B coueranun c ner-UMDH anbpda-2a u ner-UDH
anbda-2b coorBerctBeHHO. COTJIACHO CTATYCY MpPE.-
IIECTBOBABIIIETO JIeYEHUsI, B MCCJEJOBAHUU y4aCTBO-
Basu 272 (64,8%) GOJbHBIX, paHee He IIOJyYaBLINX
IIBT, u 148 (35,2%) nanuenTtoB, paHee He OTBETUB-
mux Ha JBoitHyio tepamuio ner-MIDOH,/PBB, y 84
(56,8%) u3 KOTOPBIX GBLT KOHCTaTHPOBAaH YaCTHYHbIN
oreer mau peuuaus, y 60 (40,5%) — <«HymeBoii»
otser, y 4 (2,7%) naruentoB Kpurepnn HeadPekTus-
HOCTU He ObLIN YeTKO OINpe/iesieHbl. Y TOAABJISIONIETO
6oapimmaCTBA (92,1%) ManmeHToB 6bLI BhIsIBIeH X1 C
reqoruna 1b. Crenenp ¢pubposa nedeHn y 1o aBisio-
mero GoapmmHcTBa (82,9%) MALMEHTOB OIpe/e s
¢ ucnosb3oBanueM FibroScan, FibroTest npumenuin
y 3,6% GoubHbIX. Pe3y/bTarbl IMyHKIMOHHON GnoI-
CUU TIeYeHU TMepejl HayajJoM JieueHust ObLIU TPe/ICTaB-
nennl y 13,6% manmentos (ta6m. 1).

CoriacHo panjioMusaiuu, u3 272 ITallMeHToB, He
nonyvamux [IBT po BkjloueHus B uccijenoBanue,
56,3% cocraBisiii MysKYMHBL M 43,8% — JKEHIIUHBI.
Bospact nanuentoB BapbupoBas ot 18 mo 69 jer,
cocraBuB B cpenneM 38,9+10,6 roma. IlosoBuHa
rpyIIbl OblIa MPeNCTaBleHa MAIMEHTaMI B BO3pacTe
ot 31 roga no 46 mer. Meamana amurenpHocTn XI'C
B naHHoil rpynne — 3,1 roma. 13 148 nanmeHToB,
y Kortopbix mpexmiecrBoBaBmias [IBT mer-MIDH/
PBB 6bu1a HeaddextuBHOi, 65,5% COCTABISIIN MY K-
yuHbl U 34,5% — JKEHLIMHbI. Bo3pacT IanueHToB
Bappuposaa ot 20 mo 66 mer, cocTaBuB B cpeaHEM
41,5+10,5 roma. IlomoBuHa rpymnmna Oblia mpej-
CTaBJieHA TAIlMeHTaMu B Bo3pacTe oT 34 m0 49 mert.
Menunana anurteapHoctu XI'C B artoil rpynne —
6,1 roxa.

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

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

Bupycomnornuecknii npopbiB XapaKkTepU30BaJH
kak tobiiernne yposusi PHK BI'C 6oJsiee uem nHa
1 log10 oT HaUMEHDBIIETO TMOKA3ATEJST WU OTPEIes-
embrii ypoBenb PHK BI'C Bo Bpems siedenusi mociie
[ePBOHAYAJIBHOTO CHIDKEHMS HUXKe Tpeziesa o6HApY-
skenus. Ilpum BUpycosOrmueckoM IMpOpbIBe JeyeHue
GOJIbHBIX HCCJIEyeMbIME TIPeIapaTaMy IPEKPaIaIi.
IIposenenue IIBT B uccaeayemoii rpymnie npexkparia-
gu mpu mokazarensx PHK BI'C =100 ME/mn Ha
12-ii Henesne neyeHus, B TPyIle CPaBHEHUsS — MpHU
ymenblenun 3Hadenus PHK BI'C B coiBopoTke MeHee
geM Ha 2 log10 or ucxoxnoro yepes 12 Hen snedenus,
a taxske mpn 3Havenusx PHK BI'C =15 ME/mi Ha
24-i1 nenene. Penuaus 3a60/eBaHUsT ONPENEISII KAk
HemoaAaonmiics o6Hapyskenuio yposeab PHK BI'C
mocJie 3aBepIIeHNN TepPanuy, KOTOPBIH OTpeaeasics
IpH JaJbHeHIeM JUHAMIYeCKOM HaOJII01eHIH.

AHeMWIO ompejesisiJii KaK CHUMKEHHE YPOBHS
reMoryio6mHa MeHee yeM Ha 10 Mr/u1 mocse Hauasa
Tepanuy, HEHTPOIIEHUI0O — KaK yMeHbIleHue KOJIu-
yectBa HedTpoduaos <0,75%x10%/n1 mocsae Hauamna
JIEUEHUSI.

CraructTuyeckuili aHaIM3 BBHITIOJTHSIN C TIPUMEHe-
HUeM nporpamMHoro obecniedernst SAS (Bepeust 9.3).
IIpeanomaranoch, uto wactora moctmwkenus Y BO24
y TAIMEeHTOB, HE TOJYYaBIINX ITPEAIIeCTBOBABIIIE-
ro Jjevennsi, coctaBut 70% B mccIeayeMoil TpyI-
e (HBP/PTB, ner-Id®H,/PBB) u 48% B rpymnme
cpaBuenus, Y BO24 npu neadpdeKTUBHOCTH TIpe/iiie-
cTBOBaBIEro JjedyeHuss — 42 u 16% COOTBETCTBEHHO.
Takum o6pazom, pasmep BbiGOpku B 420 maimeHTOB
JOJKEH ObL1 obecriedynTh Kak MuHUMyM 90% Mori-
HOCTb B OTHOIIEHHUM JBYX HCCJELYEMbBIX THIIOTE3
¢ y4yeroM o6uieil OmMOKHN MEPBOrO Poja 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 HCCIIeryeMast
tepamus. OreHKy 6€30MaCHOCTH OCYNIECTBJISIN IS
BCeX MAIMEHTOB, KOTOPHIM Oblja MPOBeeHA UCCIEy-
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Tabruvya 1
WcxopaHble XapakrepucTuku mainuentos B ucciegosannu PIONEER, a6e. uucmo (%)
HBP/PTB+ ITnae6o+ B —
ner-IdH,/PBB ner-M1dH,/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)
Wnrepdepon, crparta:
ner-UMH anbda-2a 141 (50,0) 69 (50,0) 210 (50,0)
ner-MUMH ambda-2b 141 (50,0) 69 (50,0) 210 (50,0)
Craryc TManueHToB 110 MPEIIIeCTBOBABIIEMY JIEYCHUIO:
HepBUYHbIE 183 (64,9) 89 (64,5) 272 (64,8)
paHee Je4eHHbIE 99 (35,1) 49 (35,5) 148 (35,2)
Vicxo/Hble TIOKa3aTe I BUPYCHOW HATPY3KH
log10 ME /M >6 159 (56,4) 82 (59,4) 241 (57,4)
Ucxonnbpie okazatean (pudéposa mo mKase
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 renotumna He ornpejesneH

** 13 MeTo[IoB onpejiesieHus crenenn (hu6posa nedeHn y nogasJsionieroe GoabimuncerBa (y 82,9%) MalleHTOB MCOIb30BAHKS
FibroSkan, FibroTest 6but mpumenen y 3,6% mnanuentoB. PedysbraTsl 6uorncun GbLan mMpeacTaBieHbl y 13,6% maiieHTos.

eMasl Teparus, B COOTBETCTBUH C (PAKTHYECKH MOJIY-
yeHHBIM JiedenueM. COTJiacHO pe3yJbTaTaM CTaTH-
cTUYecKoil 06paboOTKU JAHHBIX, TEPBUYHBIN aHAIU3
IPEJCTABIAT cO60Il CpAaBHEHUE YACTOTBI JTOCTUMKEHUS
¥YBO B ucciseayemoii rpyiine u TpyIine cCpaBHEHUS
y TalUEeHTOB, He TOJIYYaBIIUX IIPEINIECTBOBABIIETO
JIEUEHUSs, ¥ y TIAIlMEeHTOB, Y KOTOPBIX IPEIIIeCTBO-
BaBmiasi tepanus 6buia HeaddekrusHoii. CpaBHeHHE
HIPOBOJMJIN C UCIIOJNb30BAHIEM KPUTEPHUS XU-KBAAPaT
(x?). st Bcex KOHEUHBIX TOUEK 9(PPEKTUBHOCTH pac-
cunrbiBan 95% dosepumenvrvie unmepsanve (JIN1).
Jlns aHamm3a BpeMEHHU [0 JAOCTIDKEHUS He IMoJIaro-
nmxcs o6Hapy:xeHmio mokazareneii PHK BI'C 6buin
nmocTpoenbl KpuBble Kammama—Matiepa, a cpaBHeHUe
MeK/y TPYIIaMi TPOBOIWIN ¢ moMolibio log-rank-
KpUTEPHUSI.

PesysibraThl MCCI€10BaHHS
U UX 00Cy’KAeHHe

OcHoBHble neMorpaduyecKkre JaHHbIE W MCXOJ-
Hble XapPaKTePUCTUKN TAIMEeHTOB W3 MCCJeyeMONn
IPYIIbI M TPYNIbI CPaBHEHUs GbLIM CXOAHBIME (CM.
ta6a. 1). Boapmas gacts (95,2%) manmesToB B 06enX
rpynnax 3asepmmin 12-HeqeapbHyI0 TEpPanuio 1o Mpo-
TOKOJY, 4,8% MAIMEHTOB [OCPOYHO MPEKPATHIN
pueM MccjaegayeMoro npenapara. /losst manueHTos,

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

Anamm3 3(pPeKTUBHOCTH TIPOBOAUIN B COOTBET-
CTBUM C HA3HAYEHHOW TPU PAHIOMU3AINHU Teparmei.
Cienyd OCHOBHOH 3ajjaye MCCJIEIOBaHUS, B HCCJe-
nyemoit rpynne YBO24 B mnosiHOW aHanmu3upyeMoit
HOIYISAMK TranueHToB, nosaydasmux HBP/PTB
B ponoanenue k ner-MOH,/PBB, 6bi1 goctur-
uyt y 89,1% (95%/IM 83,6%—93,2%) mepBUYHbBIX
u 69,7% (95% AN 59,6%—78,5%) paHee JedeHHBIX
MAI[MEHTOB, TIPU 3TOM Y TAIMEHTOB C PEIUINBOM Ha
nBoitHoil Tepanun mer-UMH,/PBB wacrora goctimke-
aust YBO24 cocrasisina 86,5%. B rpymnme cpaBhe-
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 TNEpPBUYHBIX, TaK U PaHee
JIEYEHHBIX) MAIMEHTOB B MCCJEAYyEeMON rpymie ObLia
JIOCTOBEPHO 00JIbIlle, YeM B TPYIIEe CPaBHEHHS, T.e.
y OGOJIbHBIX, MOJYYaBIINX TOJbKO [IBOHHYIO Teparuio
ner-UOH/PBB (p<0,001) (puc. 2). Ilpu anamuse
yacToThl goctmkenus Y BO24 B 3aBucuMoct# Or cre-
nenn hubpo3a ObLIN TIONYYEHDI CJeLYIONNe JaHHbIE:
y IIEePBUYHBIX HAI[MEHTOB, IIOIY4YaBIINX UCCIEAYEMYIO
teparmmio HBP/PTB, npu ucxoanoii crenexu ¢hpubpo-
3a neuenn FO—F2 (mo METAVIR) wacrora YBO24
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Puc. 2. Yacrora noayuernss YBO24 B 3aBUCHUMOCTH OT CTaTyca NMPEANIECTBOBABIIETO JedeHust (MOTHAs aHAIM3UPY-

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 $pudpo-
3a F3—75% (15/20). YV panee je4eHHBIX 6O0JIb-
HBIX, MOJIYYaBIINX TEPANUIO B UCCJEIYyEeMOI TPYyIIIe,
yactora poctmkennss 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 CHUKEHUS BUPYC-
HO¥ HArpy3KH y TaIMeHTOB HMCCJIEyeMON TPYIIIbL:
nokasaten PHK BI'C yepes 2 Hen JjieueHust B cpej-
HeM cHu3uauch Ha 5,3 log10, uepes 4 He;m — Ha
5,9 log10. B rpymnie cpaBHeHHs] CHH)KEHHUE 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 TPYIIIbI, B TO BpeMs Kak

B rpynmne 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%) mammeHnToB, paHee He
MOJIyYaBIIUX Tepanuio, B TPyIIe CPaBHEHUS —
y 69,7% (95%11 59,0%—79,0%). B uccaexyemoii
rpynmne maueHToB 1pu Heah EKTUBHOCTH Tpe-
mectBoBapieir tepanuu PBO monyuen y 82,8%
(95% 01 73,9%—89,7%), B rpymnme cpaBHEHHS
3TOT NOKasaTeab cocTaBua 28,6% (95%/AU 16,6%—
43,3%). Ilocane 12 Hex Tepamuy BbBISIBJEHBI 3HAYM-
TeJbHbIE pasjuyus B yacrorTe aoctmxenun PBO
MeXy HccaenyeMoil rpynmnoil u rpynmoil cpaBHeHHs
(p<0,001).

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

Puc. 3. Yacrora noiaydenns YBO24 y nmamentoB ¢ ¢pu6po3oM pas3HOil crere-
HU B 3aBUCHMOCTU OT CTATyca Hpe/llecTBoBaBLIero 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 HaleHTOB MCCJAeJyeMOd Ipym-
HBP/PTB + ner-VIdH,/PEB bl 4epe3 24 Hex, y MaIlMEeHTOB
TPYNIIbI CpaBHeHUsT — depe3 48

/—Onmmanbﬁue rpynnbl NauueHTos \ HeJl 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 nauuentos (95%I1 93,7%—
g 70 | 99,1%), B TO BpeMs KaK B TPYI-
© 604 ! 533 ne cpaBHeHus — y 76,4%
£ o] | : (95%IN  66,2%—84,8%).
H B cayuae HeadpdekTUBHOCTH
g 10 OpeAlecTBOBABINETO Jleye-
2 307 HUS B HCCAeAyeMoil Tpyiie
F 207 ! HBO 6b11 mocturuyt y 85,9%
104 | 148/163 15/20 61/84 8/15 31/35 (95%JIN 77,4%—92,0%) 60Jib-

0 : HBIX, B TIpyIllle CPaBHEHUS —
FO-F2 F3 Fg;zz F3 CpgSJEEBOM y 42,9% (95%0U 28,8%—

57,8%). B o6enx Koroprax

(pamee He JeYeHHBIX U HE OTBE-
TUBIINX Ha MPEANIECTBOBABLIYIO
Tepamnuio) A0S HalueHTOB,
y KotopbixX 3adukcuposan HBO,
6bla CTATUCTUYECKM 3HAYUMO
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7 Koroprax naiueHtos (Kax mep-
BUYHBIX, TaK U HE OTBETHBIINX
5 6| ¥ Ha IpeJlIecCTBOBABIIYIO Tepa-
o o) Gbla JOCTOBEPHO BbIIIE
s 5 —@— HBP/PTB + ner-UdH/PEB ner-UdH/PEB o
= B HCcJeyeMoil rpynme, 4yeM
:g 4 B TIpylllle CpaBHEHUs, Cpeau
G 6OJIbHBIX, TOJYYaBITHX TOJbKO
é 3 >510g10 ME/mn nBoitHyio tepanuio ner-MMAOH/
T PBEB (p<0,001).
2 Cpean manmeHToB, paHee He
] MOJIYYaBIINX JIeYeHUsI, BHPY-
> w COJIOTHYECKHii TIPOPBIB OTME-
o - . . : 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 Hepeswm uy 6,7% (95%AN 2,5%—

Puc. 4. /lnmamuka CHIDKEHHSI BUPYCHON Harpysku B mcciepoBanmn PIONEER

(nosiHast aHaIU3UpyeMast IOy JIsIKsT

Fig. 4. Dynamics of viral load decrease in PIONEER study (the total study

sample)

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

YBO12 B uccaenyemoii rpymnne HaGI01aT-
cay 91,3% (95%1U 86,2%—94,9%) mauueHros,
paHee He IIOJyYaBIIUX TEPAINIo, B TPYIIeE CPaBHE-
HUS 9TOT IOKasaTeab y JAHHOH KOropTbl GOJbHBIX
coctasua 60,7% (95% AN 49,7%—70,9%). B uccme-
JAyeMoli rpyIie, BKJIKYaBIIEHl KOrOpTy IalUeHTOR,
y KOTOPBIX Mpe/IleCcTBOBABIIAS Tepalus oKasa-
gace Heapdexrusnoit, YBO12 pocrurayr y 72,7%
(95% 11 62,9%—81,2%) u3 Hux, Torjga Kak B aHaJO-
IMYHOI KOTOPTE M3 TPYIIbI CPABHEHMS AOJS TIaIlu-
eaToB ¢ YBO12 cocraBmna 22,4% (95%/11 11,8%—
36,6%). Yactora moctmxeHuss YBO12 B o6enx

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

B koropre mamueHTOB, paHee He MOJYYaBIINX
JieueHusl, peuuauB 3a00JeBaHusi OblT KOHCTaTHPO-
Ban y 8,1% (95%/I1 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 cocrasmia 17,3% (95%0U1 9,6%—27,8%)
B uccaenyemoi rpynne n 45,5% (95%JAUN 24,4%—
67,8%) B TpyIIE CPaBHEHMUS.

B uccrenyemoii rpyime, B KOTOPOH B JIOIMOJIHE-
uue k ner-UMOH,/PBB nanuentam naznauamu HBP/
PTB, uactora BUPYyCOJIOTHYECKOTO MPOPbIBA ObLia

Tabuua 2
[amubie o 6esonacuocru B ucciaengosanun PIONEER
TSI, % (abe. ameno) HBP/PTB;E(;E;ICDH/PBB Hﬂaue60+11;ir1}lg/§®H/PBB
Cepbesnpie HST* 1,8 (5) 0 (0)
ITo menbieit 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)
punIonogo6HBI CUHAPOM 29,4 (83) 31,9 (44)
AcreHus 27,3 (77) 26,1 (36)
CHIIKEHNE YPOBHS reMOrJo0uHa 23,4 (66) 23,2 (32)
TuneprepMus 23,4 (66) 21,7 (30)
AneMus 24,8 (70) 23,4 (35)
TpomG6onuToneHus 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 pasBuUTUA aHeMUM U HelTponenun, a6e. uncao (%) (momymanus GesomacHOCTH)
HBP/PTB, ner-I®H,/PEB [Tnane6o+uer-MH,/PBB
YHICII0 o o o o p-value®
T 95% AN, % YHCJIO MAlEHTOB 95% 1IN, %
13,8 10,3
Heiiponenust 17,0 14,5
BCE IAIMEHTDHI) 61 (21,6) 26,9 29 (21,0) 28,8 1,00
ner-U®H anbda-2a 36 (25,7) 18,7, 33,8 16 (23,2) 13,9, 34,9 0,736
ner-UOH anbda-2b 25 (17,6) 11,7, 24,9 13 (18,8) 10,4, 30,1 0,850

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

WHTEPBAJIOB IIPUBE/ICHDI.

HECKOJIBKO HIDKe, YeM B TPYIIe CPaBHEHUs, B KOTO-
poii manueHTaM IPOBOIIN /IBOIHYIO Tepanuio Ier-
N®H/PBB. B KOHTpOJBHON TPyIIle MO/ MalieH-
TOB, y KOTOPBIX Pa3BUJICS PEIUINB, Oblia GOJbIIE,
yeM B UCCJeAyeMOl rpyiie.

O030p JaHHBIX 0 0E€30MACHOCTH

ITpoduns nexeramervioixy aeaenus (H), otme-
YEeHHDBIX B UCCJIEAOBAHUH, MPAKTUYECKH HE OTJIHYAJ-
cst oT yke usBectHbIX HSI, XapakTepHbBIX /ST JIBOII-
noit tepanuun XI'C nmer-MM®H,/PBB (ra6n. 2). HM
BoIsiBIeHbl y 392 (93,3%) nmanmeHToB, TPUHUMABLINX
ydacThe B JaHHOM wucciefgoBanun. HamGosee dacto
BosHukasmme H orHocuiauch k kaaccy «OO6mime
paccTpoiCTBa W Peakinu B MeCTe BBEIEHUS Mperna-
para»: y 301 (71,7%) manuenta GbLIO 3aperucTpu-
poBaHO Kak MuUHHMyM onHOo H{ m3 atoii rpynmbr.
Hanmune nmpuymHHON CBSI3M C MCCJIEIOBAHHBIMU TIpe-
naparaMu OTMEYeHO B 45,5% ciydaeB, JOJs TaKUX
H4 6pima mpakTuyecku ofMHAKOBA B T'PYIIE HCCe-
JIyeMOU Tepanui W TPYIIe CPABHEHUS.

B uccregosanun saperucrpuposano 5 (1,2%)
cepbesnbix HS, Bce oHU ObLiu pacileHEHbI KaK He
CBSI3aHHBIE C MPUEMOM HCCJIEAYEMBIX MPENapaToB.
EnuncTBeHHAs CMEPTh MAIMEHTA, 3aPErUCTPUPOBAH-
Hasi B HCCJIEJOBAHWU, ObLIA CJEJICTBHEM TPABMBI,
HOJIy4eHHOIT BO BPEMSI JJOPOJKHO-TPAHCIIOPTHOTO MTPO-
HCIIECTBUSI.

JloCpOYHO TPEKPATHIIN TIPUEM HUCCJIEAYEMBIX TIpe-
maparos B cBsisu ¢ passutueM HS 11 (2,6%) manmen-
ToB: 7 (2,5%) 13 WccaeayeMoi IpyIIbI, TTOJyYaBITNX
HBP/PTB B gononnenue x ner-MMId®H,/PBB, u 4
(2,9%) u3 rpynmbl cpaBHEHHS, KOTOPBIM TPOBOANIN
nBoiiayto tepanuio ner-MIOH,/PBB. ¥ 10 naruen-
TOB TIPeKpallleHue JiedeHust ObLIO CBSI3aHO C Pa3BU-
THEM TeMaTOJIOTMYECKMX OCJOKHEeHWI: HeHTpOIleHnn
(y 9 6oabubix) u anemun (y 1 nanuenra). Opun
MAIMEHT TMPEKPATUII TPUEM HCCIELyeMOro mpenapa-
Ta M3-32 TONIHOTBI. B uccaemyemoii rpyime U rpyn-
e CPABHEHUST YACTOTA PA3BUTHSI AHEMUM COCTABJISLIA
18,1 1 15,9% coorsercrBenno (ta6a. 3). Paznuune
B TMOKAa3aTeJsiX He JOCTUTAJI0 CTATUCTHYECKON 3HAYU-
moctu (p=0,681). CuuskeHue ypoBHSI TeMorao6una

y TAIMEeHTOB TOYTH BO BCEX CAydYasdx OBLIO He3Ha-
YUTENbHBIM UK yMepeHHbiM (1-H wim 2-i crerme-
HEu corjacHo kputepuam BO3). 3aperucrpupoBaHo
[IBa CJaydasi pa3BUTHUSA TSKEJIONW aHeMHWH: TI0 OJHO-
My B HCCJeIyeMoil Ipylne ¥ TpyIlile CPaBHEHHUS.
Uacrora pasBuTHsl HEUTpONEeHUU ObLIa MPAKTUYECKU
OIMHAKOBOW B 06€HMX TepaneBTHYECKUX TPYIHaX:
21,6 u 21,0% coorBercrBeHHO. B GosbIIMHCTBE CJIy-
YyaeB HeHTporeHus: 6bLTa €1a60 WM YMEPEHHO BBIPA-
sxenHoll. Tssxenasa neiitponenusa (3-it wam 4-it creme-
HI) HaGJI0a1ach TPUMEPHO C OJMHAKOBOH 4acTOTOM
B HCCJeAyeMOl W KOHTPOJbHOHN Trpymmax. B 1memrom
3HAYUTEJbHBIX PA3JIMUNil B YAaCTOTe PA3BUTHUS W THIIE
HA Mexny mccaenyemoil 1 KOHTPOJIbHOHM TpyHIaMu
MAIEeHTOB HE OTMEYeHO.

BoiBo b1

CorylacHO TEepBUYHOI 1IeJU UCCe0BaHusd, 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-
Kol wacrtoToil moctmxenus Y BO24 mo cpaBHeHUIO
¢ Tepanueii mer-UMH,/PBB jiurenpHocTbIO 48 Hep.
CTaTHCTHYECKU [JOCTOBEPHbIE PA3JIMUKUS B 4aCTOTE
nonyuenuss YBO24 gocturanyu Kak y [allUeHTOB,
patee He Tosry4aBmux Jedenus ner-IAOH,/PBB, tak
1 y GOJBHBIX, y KOTOPBIX TIPEIIIECTBOBABIIAS Tepa-
nust er-VIAOH,/PBB okazanach HeabPeKTHBHOI.

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

Bropuunsie noxasarenn sdgdexrusnoctu (BBO,
PBO, orBer Ha MOMEHT OKOHYaHuUA Tepamuu, Y BO12)
TakXe ObLTN CYIIECTBEHHO Jydllle B Ipylie 6oJib-
HBIX, IOJydYaBIIuX ucciaeayemyio tepanuio (HBP/
PTB, ner-UMH,/PBB), ueM B rpynie cpaBHEeHUS.
OTaembHOTO BHUMAHUS 3aCJIyKUBAE€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), cocrasuia 2 Herx,
B TO BpeMsl Kak B rpymie cpaBHenus (mer-MMOH/
PBB) — 10 uHex. CyliecTBeHHbIX Pasinyuil MeK/Iy
TpyNIaMi [0 YacTOTe Pa3BUTHS BHUPYCOJOTHYECKOTO
IIPOpBIBA HE BBISABJIECHO, TOTAA KaK PEeluINBBEI 3a60-
JIeBaHUS HECKOJIbKO Yallle BO3HUKAJIU Y IAllUeHTOB,
MOJIyYaBIINX ABOWHYyt0 Tepanuio ner-MDH/PBB,
ueM B uccaenyemoii rpynne (HBP/PTB, ner-IdOH/
PBB).

BoapmuucTBo 3apeructpupoBanubix HA, cBa-
3aHHBIX, IO MHEHWIO HCCJAeoBaTeseil, ¢ TeM WJH
WHBIM TPOTUBOBUPYCHBIM IIPEnapaToM, KOTOPBIi
NPUHUMAJ IalMeHT, BO3HUKAJU [PHU JEYEHUH TIeT-
N®H u PBB.

O6inee uncyao cepbe3ubix HA 6b110 HEGOBIINM,
U OHH, 110 MHEHWIO HCCJiefoBaresieil, He ObLIM CBs3a-
HbI C IIPUEMOM HCCJIelyeMbIX IIpenapaTos.

3akjoyeHue

Joctuxenne YBO npu npumenenun NMDOH-
cosepxkamux cxem jiedeHus XI'C mpuBoguUT K CHU-
JKEHUIO CMEPTHOCTH B TedyeHuwe 5 JjeT Ha 62—84%,
PUCKa pa3BUTHS TENATOIEUTIONSPHON KapIIMHOMbBI Ha
68—79%, noTpe6HOCTH B TPAHCIIAHTAIIMU MEYeHH Ha
90% [27, 28]. B Poccuiickoii Dejepaiui CHUKEHHE
3a00J1€eBa€MOCTH U CMepTHOCTH, cBsizaHHbIX ¢ BI'C,
CTaHET BO3MOKHBIM NPH PEAJN3alii CTPATErHU yBe-
JIMYEHUS] 0XBaTa HaCeJeHUS BBICOKOIDDEKTUBHOM

u gocrynnoit IIBT. UpessbryaitHo BaskHOH colluamib-
HOW 3ajaveil siBJIsSIeTCS obGeciiedeHre MPOTHBOBUPYC-
HbIM JedeHueM OGosbHbIX XI'C Ha caMblX paHHUX
crajusax, nockoabky [IBT y Takux manmeHTOB Bcerna
6osiee addextuBHasg u Menee 3arparnas [12]. MDH-
cozpepxamue cxempl Tepanuun XI'C addexTusHbl,
XOPOIIIO M3yYeHbl ¥, HECMOTPS Ha PETUCTPUPYEMbIE
H, nmo-npexHeMy COXPaHSIOT CBOIO aKTyaJbHOCTb
6s1aro1apsi 9KOHOMIUYHOCTU U B CBSI3W € 3TUM GOJIBITIEN
npoctymHocTr s marmentoB [10]. B uccaemoBanun
PIONEER cxema jaedenusa 6ospHbix XI'C, BKIIOUYA-
fomas HBP, xapakrepmsoBasach BBICOKOHN 3ddex-
TUBHOCTBIO, YJOOHBIM PEXUMOM JO3WPOBAHUS JieKap-
CTBEHHBIX MpENapaToB, MeHbINEH TPOJOJIKUTETHHO-
cThio Kypca jiederns (24 Hem), a TakyKe OTCYyTCTBUEM
«0co6bix»> H m oTkmoHeHuii 1abopaTOpPHBIX TOKA-
3aTeJsiell, CTaBAIMX 10| COMHEHHE (e301aCHOCTb €To
npumeHenust copmectio ¢ PTB u ner-MIOH,/PBEB.

Ha ceropnsamuuil feHb MHBECTHIIMM B Pa3BUTHE
HayyHO! 6a3bl HapJalpeBUpa MPOIOJIKAITCS, MPO-
BOJISITCS JTOTIOJTHUTEbHbIE MCCJAE0BAHUS M0 H3yye-
HUIO JieKapcTBeHHOTO B3amMogeiicrus HBP,/PTB
C AaHTUPETPOBHUPYCHBIMH mpenapatamu. [lommexar
pa3paboTKe W M3Yy4YEeHUI0 KOMOWHAIIMU HapJanpe-
Bupa c¢ apyrumn IIIII/l, takmMm Kak gaxgaracBup
u codocOyBUp, KOTOPbIE TMPOTHOCTUYECKU TO3BOJISAT
JIEYUTDh HanueHToB, nHGuUIUpoBaHHBIX BIC 1-rO
TeHOTHUIA, C BBICOKOH 3 (HEKTUBHOCTHIO, TIPU 3TOM
MPE/IOJIAraeTcsl BO3MOKHOCTD YMEHBIIEHUS JAJUTEIb-
HOCTHU TEPANUU TIPU JIEYeHUN OTIPeIeJIEHHBIX KaTero-
puit 60JbHBIX 70 8 Hel.
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