IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JIIBEJT®

(LIVEL®)

CKnao:
Oitoua peuyosuHa: pubaBipuH (ribavirin);
1 kamncyna Mictuth pubasipuny 200 Mmr;

00OnoOMIdiCHI peyosuHU: TaKTO3KW MOHOTIApAT, MarHilo cTeapaT, HaTPilo KpoCKapMeso3a, I1eli0103a
MIKpOKpHCTaniyHa, Kamncymna (kKenaTtuH, giokcup tutany (E 171), matentoBanuu cuHiu V (E 131),
niamauToBu# yopuuu BN (E 151)).

JlikapcbKka ¢popma. Kamcymnu.

OcHo8HI (pi3uko-ximiuHi 81acmusocmi: TBepAi xKenaTuHOBI Karcynu HoMep 1. Kopmyc 6inoro, a
KpUIIKa 0JTaKUTHOTO KOIbOPY. BMicT Karcyn - mopourok 6inoro abo maiizke 6i10ro KOabopy.

dapMmakoTepaneBTHYHA rpyna. [IpoTusipycHi 3acobu mpsamoi gii. Kog ATX JOS5A B04.

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

PubaBipuH € CHHTETUYHUM aHAJIOTOM HYKJIE03U/iB, aKTUBHUM in vitro BimHOCHO gesikux PHK-
i THK-BipyciB. MexaHni3M, 3aBAsiku iKoMy pubaBipuH y KoMOiHallil 3 nerintepdepoHoM
anbda-2b abo inTepbeporoM anbda-2b BunuBae Ha Bipyc rematuty C, HEBiIOMUIA.
MoHoTepartia pubaBipuHOM XpOHIYHOTO renatuTy C He MPU3BOOUTH [0 eJliMiHallil Bipycy
(PHK-Bipycy renatuty C) abo mokpallleHHS TiCTONOTiYHOl KapTUHY MEeYiHKY Mmicns 6 - 12
MICSIIiB Teparil Ta MPOTAroM 6 MICAIB ITepiogy MOJanblIoro CnocTepexkeHHs. OgHaK
KoMOiHallis pubaBipruHy 3 meriHTepdepoHoM anbda-2b abo inTephepornoM anbda- 2b y
KJTiHIYHUX BUIIPOOYyBaHHSAX ITOCHIIIOBaJIa BiITIOBib Ha JiKyBaHHS MOPIBHSIHO 3 MOHOTEPAIIi€0
nerinteppeponoM anbda-2b abo inTepdpeporom anbda-2b.

dapmakoKiHemuka.

PubaBipuH 1€erkKo BCMOKTY€EThCS IiCJIg IPHUAOMY BHYTPIIHBO pa3osoi go3u (T,,.,,= 1,5 rox.) i
IIIBUIKO PO3IOAIISIETLCSA II0 OpraHi3My. ®a3a BUBeleHHS 3 OpPraHi3My JOCUTH TpPUBaJa.



HamiBnepiogy BCMOKTyBaHHS, PO3IMOMAiNY Ta BUBeAeHHS pa30Bol 703U cTaHoBIATE 0,05; 3,73
Ta 79 roguH BiAnoBigHO. PubaBipuH BCMOKTYETLCSA iHTEHCUBHO; ule 651u3bk0 10 % mMiveHO1
03U BUBOAUTHCSA 3 Pekamiamu. OgHak abcomoTHa 6i0M0CTYIHICTE CTAHOBUTH MPUOIN3HO 45
- 65 %, 1110, MOXKJIMBO, TIOB’5I3aHO0 3 MeTab0J1i3MOM IEPIIOT0 IPOXOAXKEHHS. ICHYE TTiHiHa
3aJIeKHICTh MiXK 103010 Ta MokKa3HukKoM biogocTynHocTi (AUC,,) npu npuiioMi pa3oBux 03
pubaBipuny y KinbkocTi Big 200 mMr go 1 200 mMr. O6’eM pO3MOAiNy CTAHOBUTDH MPUOIU3HO 5
000 1. PubaBipuH He 3B’SI3y€ThCS 3 OiTKaMu 11a3MU KPOBI.

[lepeHoc pubaBipuHYy HENJIa3MOBUM IUISIXOM OYB HOCTiAKeHUE 0COOIMBO IETaNbHO 100
€pUTPOLXTIB; OyJI0 MOKa3aHOo, IO 3arajioM TPAHCIOPT BifOYBaETHCS 3a y4acTIO
3pIBHOBAXKYUYOr0 HYKJIEO3UHOT0 IIEPeHOCHUKa TUIly €. Llen BUuf IepeHOCHUKA IPUCYTHIN
IIPAKTUYHO B YCiX TUIaX KIiTHUH i MoxkKe OyTu GaKTOpPOM, SIKUM 3YMOBIIIOE€ BENTUKUM 00’ €M
posmnopiny pubaBipuny. CriBBigHOUIEHHS KOHIIEHTpPaLlii pubaBipuHy y HiNbHIA KPOBi i mma3mi
CTaHOBUTD Npubau3Ho 60 : 1; HapnIuIoK pubaBipHHY Yy LiNbHIM KPOBi iCHY€E y BUTIAM]
HYKJIEOTUAiB pubaBipuHy, i30JIbOBaHUX B €PUTPOLIUTAX.

PubaBipuH MeTabo0Ii3y€eTHCS IBOMA IIJITXaMU: IIJITXOM 060pOoTHOTO (HOoChHOPUITIOBaHHS i
IIJISXOM JleTpafialliftHOT0 IePEeTBOPEHHS, KYOU BXOMASTh NepuO03UITIOBaHHS Ta aMiJHUN
Tifpomi3 3 yTBOPEHHSM TPHa30JIbHOT'0 KapOOKCUIIbHOTO MeTaboniTy. Cam pubaBipuH Ta HoTro
MeTaboIiTH - Tpra3onkapOoKcaMif i Tpra3onkapOoOHOBA KHMCIIOTa - BUBOMSITHCS 3 OpraHizaMy
i3 ceyero.

Byna npogeMoHCTpOBaHa BHCOKa BapiabenbHiCTh papMaKOKiHETHKY pubaBipuHy Micis 10T0
OJHOPAa30BOI'0 IIEPOPaIbHOTO 3aCTOCYBAaHHS SIK Y OOHOIO IMAlliEHTa, TakK 1 y Pi3HUX HallleHTiB
(BapiabenbuicTs BenuuuH AUC i C,,, y OmHOTO malfieHTa cTaHoBUTh Mpubau3Ho 30 %), 110
MOKe TOSICHIOBATHUCS iHTEHCUBHUM MeTa00JIi3MOM IEPIIOTo MPOXOIXKEHHS i 3HAUHUM
IIEPEHOCOM Y KPOBOHOCHOMY PYCJIi Ta 3a M0r0 MeXKaMHu.

[Tpu 6araTopa3oBOMy 3aCTOCYBaHHI pubOaBipuH eKCTEHCUBHO aKyMYJIIOETLCS Y TJIa3Mi KPOBi;
CIIiBBiHOIIIEHHS MOKa3HUKiB GiomocTynHocTi (AUC,,,) mpu OaraTopa3oBOMYy Ta
OIHOpPa30BOMY IlpunioMi fopiBHIE 6. [Ipu nepopanbHOoMy npuioMi (600 Mr 2 pa3u Ha [€Hb)
CTallioHapHa KOHIIeHTpallis pubaBiprHY y MIa3Mi KPOBi focsaranacs 0o KiHLS 4-T0 TUXKHS;
IIPY 1IbOMY BOHA CTaHOBHUIIA Mpubnu3uo 2,200 Hr/mi. ITicns npunuHeHHS MPUNOMY Mepiof
HalliBBUBEJEHHST CTaHOBUB pubOIu3Ho 298 roguH, 110, MOXKJIUBO, TOBOPUTH IIPO HOTO
IIOBUIbHE BUBEEHHS 13 [103amIa3MOBUX CTPYKTYP.

3OaTHICTh TPOHMKATH B CiM’sIHY pinuHy. BuB4eHa 3maTHICTL pubaBipuHYy MPOHUKATH B
ciMm’sHy pipuny. KonueHnTpanii pubaBipuHy B CciM’siHi# pifuHi mpubnIu3HO B 2 pa3u BUIIi, HiX
y cupoBartii KpoBi. [TpoTe cucTeMHa eKCIo3ullis pubaBipuHy y KiHKHU IiC/IsT CTAaTEBOTO
KOHTAKTY i3 YOJIOBIKOM, SIKHU OTPUMYE JTiKyBaHHS, 3aUIIAETHCS Hag3BUYaliHO 00MeXeHO10
TIOPiBHSHO 3 TEPANeBTUYHUMH KOHIIEHTpalisMu pubaBipyuHY Y M1a3Mi KPOBi.

BronuB 1Xki. BiogocTynHICTE 04HOPa30Boi ePOPabHOI H03K PrOABIPUHY MiNBUINYETHCS IPU
OJHOYaCHOMY BXKHMBaHHI 1XKi 3 BUCOKUM BMicTOM KupiB (00uaBa moka3Huku AUC;i C,,,,
306inmbImyoThcs Ha 70 %). MoXIKMBO, HMigBUINEeHHS 6i0OCTYITHOCTI Y IbOMY OOCITigXKeHHi BinOyBamocs
3a PaxyHOK IIOBiTbHOTO TpaH3uTy abo 3minu pH. KriniyHa 3HaUymIiCTh pe3yabTaTiB IIbOTO
OOCIiKeHHS HeBiToMa. Y TOJI0BHOMY KJIiHIYHOMY OOCIiAXKEeHH] o0 eeKTUBHOCTI AJIs JOCATHEHHS
MaKCHUMaJIbHOI IJIa3MOBOI KOHIIeHTPallil pubaBipuHy mailieHTaMm 0yJi0 3aIIpOTIOHOBAHO IIPUHUMaTHI



pubaBipuH pa3oM i3 ixker.

OVHKIlII HUPOK. Y XBOPHUX i3 MOpymIeHHIM QYHKIII HUPOK apMaKOKiHETHKa pubaBipuHy Ipu
OHOPa30BOMY IIpuiioMi 3MiHI0€ThCS (ToOKa3HUKU AUC, i C,,,, 30iIbIIyI0TECS) TOPIBHSHO 3
KOHTPOJIbHOIO (KJTipeHC KpeaTuHiny > 90 mi/xB). Lig 3MiHa nepengyciM 3yMoB/ieHa 3HUXKEHHSIM
Ii¥CHOTO KJIiPEHCY y TaKux XxBopux. KoH1eHTpalil pubaBipuHy He 3a3HAIOTh CYTTEBUX 3MiH IIpU
remopiami3i.

Oyukiis nevyinku. apMaKOKiHeTHKA OMHOPA30BOi 103U pruOaBipuHy y MaIi€HTIB 3
MOPYIIEeHHSAM (QYHKIIII MeYiHKU JIETKOT0, CEPEIHBOT0 ab0 TSKKOTO CTYIEeHS TAKKOCTI (Kiac
A, B abo C 3a knacudikarriero Yanma - I1'10) ananoriuda papMaKOKiHEeTHI[ prubaBipuHy y
3[MOPOBUX 0Ci0 Y rpyIli KOHTPOJIIO.

[TarieHTH AITHLOTO BiKY (= 65 pOKiB). CrerianbHoro ¢papMaKOKiHETUYHOTO aHAi3y [/ MAIli€HTiB
JITHBOTO BiKy He MpoBofauiu. [IpoTe y monymnsiiiiHoMy ¢hapMaKOKiHETUYHOMY [OCTIiI2KEHH] BiK He OyB
OJHUM 3 OCHOBHUX (DaKTOPiB, SIKi BIIJINBAIOTh Ha KiHETUKY PUOaBipHHY; OCHOBHUM TaKUM (PaKTOPOM €

GYHKIIiS HUPOK.

[Nonyndiiiuuii papMaKOKiHETUYHUYN aHalli3 MPOBOAMIN TP BUKOPHCTAaHHI BETUUYUH

KOHIIEHTpAllil ¥ cupoBaTIli KpoBi. Po3po0neHa Mofiens KIipeHCcy ImoKa3ana, 110 OCHOBHUMU
KOBapiaTaMu € Maca Tijla, CTaTh, BiK 1 piBeHb KpeaTUHiIHY Y CUPOBATI]i KPOBi. ¥ 40JIOBIKiB
KJTipeHC BUABUBCS Mpubnu3Ho Ha 20 % BUIUM, HiX y XKiHOK. KiipeHc 30inbiryBaBcs
3aJIeKHO BiJl Baru Tijla Ta 3MEHIIyBaBCs y aofner BikoM Bif 40 pokis. Yepes icHyBaHHS
3HA4HOI BapiabenbHOCTI BeIUYMH, SIKa He BpaxoByBajacs y Lil MOMeIi, BIJIUB IIUX KOBapiaT
Ha KJlipeHC pubaBipuHy Ma€ HeEBeNuKe KIIiHiuHe 3HaYeHHS.

[TiT¥ Ta OiOJTiTKHU.
PubaeipuH y kombiHauii 3 neczinmepgepoHom anvgpa-2b

dapmakokiHeTHYHi BnacTUBOCTI pubaBipuny i nerintepbepony anbda-2b npu 6araTopazoBoMy
3aCTOCYBaHHI OLIIHIOBAJIM Y HiTeX Ta MiAJIITKIB i3 XpoHiuHMM renatutoM C. 3a po3paxyHKaMy, y OiTeu
Ta MiAJITKiB, SKUM BBOASATH NeTiHTEpdepoH anbda-2b y mosi 60 MKT/M’ Ha THXIeHb, KOPUTOBaHiil 3a
IIJIOINEI0 ITOBEPXHi Tina, norapudMiuHo TpaHCHOPMOBaHEe CITiBBiIHOIIEHHS CUCTEMHOI il MPOTIroM
iHTepBay MiX BBefeHHAMU Ha 58 % (90 % pmosipuuit inTepBan:141 - 177 %) nepeBulllye BeTU4YUHY,
sIKa CIIOCTepiraaach y JOPOCIUX NTIoAel Ipu [03i 1,5 MKI/KT Ha TUX[AEHb. Y [IbOMY JOCIiAXKeHHi
dbapmakokineTrKa pubaBipuHy (HoOpMasi3oBaHa 3a [103010) He Bigpi3Hsiiacs Bif JaHUX, OTPUMAHUX Y
TIoTIePeIHbOMY HOCTiAKeHHI TPy 3acToCyBaHHI pubaBipuHy y KoMOiHa1ii 3 inTepdeporoM anbda-2b
SIK OIS OiTeH Ta MifAJiTKiB, TaK i O JOPOCHIUX MalliE€HTIB.

PubaeipuH y kombiHauii 3 iHmepgepoHom aavgpa-2b

dapMmakokiHeTuKa pubaBipuHy Ta iHTEp(dEpOoHY anbda-2b (HopMani3oBaHa 3a J03010) He
Bigpi3Hsnacs y mopociux Ta AiTei abo mifgmiTKiB BikoM Bifg 5 mo 16 poxkis.



Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.
Tepania mpvoma npenapamamul.

JliBen® y xoMGiHaril 3 GouemnpesipoM i nerinrepheporoM anbha-2b IOKa3aHWIA OIS TIKYBaHHS
XpoHiuyHoro remnatuty C (reHotun 1) y gqopocnux nauieHTiB (BikoM Bif 18 pokis) 3
KOMIIEHCOBAaHUM 3aXBOPIOBaHHSIM IEYiHKH, SIKi paHillle He OTPUMYBaJIH JIiKyBaHHS ab0 SKIIIO
TIoTIepeNHE JiKyBaHHS 0y710 Hee(heKTUBHUM.

Ciig 03HAaHOMUTHCS 3 IHCTPYKIISIME [JIsT 3aCTOCYBaHHs merinTephepony anbdha-2b i 6o11enpeBsipy,
K0 mpemnapar JliBen® 3aCTOCOBYIOTh B KOMOiHAIlil 3 TaKMMY IpenapaTaMy.

Tepanis 0soma npenapamamul.

JliBen® moxkasaHwmii [i/1s1 JIiKyBaHHS XPOHiUHOro renatuty C y JOPOCTIHKX, MiJITKIB Ta [iTeil BikoM Bif 3
POKiB; IIpemapar CJIij 3aCTOCOBYBATH TiILKK Y KOMOiHaIil 3 merinrepdeponoM anbdpa-2b abo
inTepdeporoM

anbda-2b. Ipenapar Jlisen® He MOXHa 3aCTOCOBYBATH SIK MOHOTEpAIIiIO.

Ciiff 03HAMOMMTHCS 3 IHCTPYKINSIMK [IJIsT 3aCTOCYBaHHS IerinTepdepony anbgpa-2b abo

iHTephepory
ansda-2b, sKmo npenapar JliBen® 3aCTOCOBYIOTh Y KOMOIHAL] 3 TAKUMH IIperapaTaMy.

Indopmarnii mpo Ge3nexy a6o epeKTHBHICTL 3acTocyBaHHs JliBen® 3 iHmuMu popMamu iHTEephepoHy
(TobTO KpiM anb(da-2b) He icHYE.

[TarienTy, 4Ki paHille He OTPUMYBAJIM JTIKYBaHHA.
Ilopocai (8ikom 8i0 18 pokia).
JliBen® moka3aHMi:

- y cxeMi JliKyBaHHS TpbOMa IIpenapatamu: y KombiHatii 3 nerinteppeponom anbda-2b i
HorenpeBipoM muIst NTiKyBaHHS XPOHiIYHOTO rematuty C (reHoTun 1) y OpOCIUX MallieHTiB 3
KOMIIEHCOBAHMM 3aXBOPIOBAHHSAM IMEYiHKY;

- y cxeMi JiKyBaHHS JBOMa IIpenapaTtaMu: y KombiHallil 3 iHTepdeponom anbdha-2b abo
nerinTeppepoHoM anbda-2b ag niKyBaHHS XpPOHIUHOro renatuty C y HOPOCIHUX MAIiE€HTIB, AKi
paHillle He OTPUMYBAaJIX JIiKyBaHHA (MIPU BifCyTHOCTI JeKoMIeHcallil GyHKIIil Ie4iHKH, IpU
nigsuienHi piBHa AJIT i npu no3utuBHoMy TecTi Ha PHK Bipycy renatuty C (PHK-BI'C);

- y cxeMi JIiKyBaHHS OBOMa IIpenapaTtaMu: y KoMbiHallil 3 nerintepdepoHoM anboha-2b gns nikyBaHHS
XPOHIYHOTO renatuty C y mauieHTiB i3 KOMIIEHCOBaHUM IUPO30M i/ab0 KiTiHigHO cTabinbHOIO
cynyTHbOI0 BlJI-iHpekiero.

Tepanis 0goma npenapamamu.
Ilimu sixom 8i0 3 pokie, nidaimku.

JliBen® mokasauuii y kom6iHarii 3 merinTepdeposom anbda-2b a6o inTepdeponom anspa-2b aus



JIIKyBaHHSI XPOHiIYHOTO renatuty C y miTel BIKOM Bif 3 POKIiB, a TaKOXK MifJIiTKIB, IKi paHile He
OTPUMYyBaJu JIiKyBaHHS, 3a BiICYTHOCTI feKoMIeHcallil QpyHKIil neuinku i mpu HasgBHOCTi PHK Bipycy
renatuty C.

AKINO pO3rnsggaEThCsA MUTAHHS LIOA0 BiAK/IagaHHS TiKyBaHHS 40 JOCATHEHHS OOPOCIIOTO BiKY, CHif
naM’sTaTy, 110 KoMOiHOBaHa Teparis iHAyKye 3aTPUMKY POCTY, 110 MOXKe MaTéd He0OOpOTHUH
XapakTep y AesKUX Ialli€HTiB. PillleHHs Mo JIiKyBaHHS CIIif MpUMMaTH iHOUBiAyalbHO OIS KOXKHOTO
IalieHTa.

[TarienTH, AKi paHille OTPUMYBaIMN JiKYBaHHSI.
Hopocai.
JliBen® moxa3aHwUii:

- y cxeMi JIiKyBaHHS TpbOMa IipeniapaTaMu: y KoMOiHaIlil 3 merintepepoHoM anbda-2b i
6o1enpeBipoM AiJis JTiKyBaHHS XPOHIYHOTO renatuty C (reHOTUn 1) y JOpPOCIuX MallieHTiB 3
KOMIIEHCOBAHUM 3aXBOPIOBAHHSIM MIEYiHKY;

- y cxeMi JliKkyBaHHS [[BOMa IIpenapatamu: y kombiHanii 3 merintrepdeponom anbda-2b oist mikyBaHHS
XpoHiuHOTO renatuty C y pasi, IKIIo IonepegHe JTiKyBaHHSA TiIbKY iHTephepoHOM anbdha
(merinboBaHuM abo HemerinboBaHUM) a0o ¥oro koMmOiHallieo 3 pubaBipuHOM Oy10 HeeheKTUBHUM;

- y cxeMi JTiKyBaHHS JBOMa IIpernapaTtaMu: y KombiHallil 3 iHTepdeponom anbda-2b s mikyBaHHS
xpoHiyHoro renatuty C y pasi, SKIIIo IonepenHs MOHOTeparis iHTepdepoHoM anbda CroyaTky Oyia
edexTuBHOW0O (HOpMai3auis AJIT 1o MOMEHTY 3aKiHUYEHHS KypCy JIiIKyBaHHS), aje 3r0g0M BUHUK

peLuguB.

IIpomunoka3aHHA.
linepuyTnusicTk Ko pubaBipuHy ab60 K0 6yOb-IKOTO KOMIIOHEHTA JIiKapChKOro 3aco0y.

BariTthicTe. Tepamito He cyTif po3mo4YnHaTH, TOKK 6e3mocepenHbo Nepes Io4YaTKOM JIiKyBaHHS He
OyOoyTh OTpUMaHi flaHi PO HeTAaTUBHUM Pe3yNIbTaT TECTY Ha BaTiTHICTE.

He 3acTocoByBaTu 40/10BiKaM, XIHKU AKUX € BariTHUMU.
[Iepion rogyBaHHSA I'PYLLOIO.

Ts2KKi 3aXBOPIOBAHHS CEPIIsi, BKITI0OUal0uYy HecTabinbHi Ta HEKOHTPOILOBaHi hopmu, sKi
CIIOCTEPIraloThCA IPOTATOM 6 MICAILB A0 OYATKY JIiKyBaHHS.

TS2KKi BUCHAXK/IMBI 3aXBOPIOBAHHS.

XpoHiyHa HUPKOBa HEOOCTATHICTh abo KITipeHC KpeaTHHiHY < 50 My/XB Ta/ab0 CTaHH, 1110
noTpebyIoTh TPOBEIeHHS TeMOfliai3y.

Tsxki nopymenss ¢yHkIil nevinku (cTynins B abo C 3a knacudikanieto Yaitnga - I[1'10) abo



OEeKOMIIEHCOBaHUM IIMPO3 MEYiHKH.
T'emormno6inomnaTii (HampuKIaa TalaceMisi, CepIonofi0HO-KIiTHHHA aHeMis).

[Ipu3HaueHHd nerinTepdepory anbda-2b npoTunokalaHo naiieHTaM, KOiH()IKOBaHUM BipyCcoOM
renatuty C/BUJI i3 nupo3oM nediHkY Ta nopyieHHAM QyHKIII nedinku > 6 0aniB 3a knacudikaiiero
Yawnna - [T'10.

HasiBHiICTh aHAMHECTUYHUX a00 KIiHIYHUX OaHUX NP0 TAKKUU ICUXIYHUM PO371af, 30KpeMa TAKKY
Hernpecito, cyiiuaanbHi ;yMKu abo cripoby caMory0cTBa y miTel Ta HifTiTKiB.

AyTtoiMyHHUIE renaTuT abo iHIIi ayTOiMyHHI 3aXBOpIOBaHHS B aHaMHe3i (y 3B’43Ky 3 KOMOiHaIl€ 3
nerinteppeporoM anbda-2b abo inTepdeporHoM anbda-2b).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
HocnigKeHHs B3a€MOili IPOBOAUIIACS 3a Y4aCTIO TUIBKY OOPOCIIUX Ial[l€HTIB.

3a pe3ynbTaTaMu OOCHIiAXKEHb in vitro Ha MIKpOCOMalbHUX IIpenapaTax NedyiHKy TIoAuHU, GepMeHTH
muroxpoMy P450 He GepyTh y4acTi y MeTaboIiyHUX ITepeTBOPeHHIX pubaBipuHy. PubaBipuH He
npurHiuye pepmenTu nutoxpomy P450. ToKCcHKOOTiuHI BUITPOOOBYBAaHHS He [AlOTh IifICTaBU
BBaXKaTy, 10 pubaBipuH CTUMYI0E hepMeHTaTUBHY aKTUBHICTh NIeUiHKM. ToMy iCHye MiHiManbHa
MMOBIpHICTB AJIsT B3aEMOii 3 uTOXpoMoM P450.

PubagipuH, inribytoun ino3uaMoHOMOCGaT - gerigporeHa3dy, Moxe BIJIMBATA Ha MeTab0Ii3M
as3aTionpeHy i3 MOoJalbIINM HaKOMUYEeHHAM 6-MeTUITiOiHO3UHY MOHODOChaTy, SKUM acoliiioBaHUY i3
Mi€JIOTOKCUYHICTIO Y MAlli€HTIB, Ki OTPUMYIOTh JIiIKyBaHHS a3aTionpuHoM. Cliil yHUKaTH
3aCTOCYBaHHS IeTiTboBaHOrO anbda inTepdepony i pubaBipuHy OMHOYACHO 3 a3aTIONMPUHOM. Y
iHouBimyanbHUX BUIIagKaX, KOJIK IlepeBara 3aCTOCyBaHHS pubaBipuHY OMHOYACHO 3 a3aTiOIPUHOM
[IepPeBUILYE TOTEHI[INHUN PU3UK, PEKOMEHI0BAHO YaCTO KOHTPOJIIOBATHA reMaToJIOTiYHi TIOKa3HUKY B
1epiofl OMHOYAaCHOTO 3aCTOCYBaHHS a3aTioNnpuHy, m00 ifeHTU]iKyBaTh 03HAKK Mi€JIOTOKCAYHOCTI, a
IIPY 1X HAsIBHOCTI - 3aCTOCYBaHHA IINX IIpenapartiB CJIif IPUIUHUTH.

He mpoBogumocst JocmigKeHHs B3a€MOZil Ipenapary JliBen® 3 iHmuMU JiKapChKUMHU 3acobaMu, KpiMm
nerintTepdepony anbda-2b, inTepdhepony anbda-2b Ta anTanUAOIB.

InTepdepon anbda-2b. ¥ papMakoKiHETUUHUX [OCTIIXKEHHSIX i3 3aCTOCYBaHHSAM OaraToOKpaTHUX 03
He crocTepiranocs GpapMaKOKiHETUYHUX B3a€MOill Mix mpenapaToM Jlisen® i merintepdeporoM
anbda-2b abo inTepdheporom ambda-2b.

AnTtamunu. BiogocTynHicTs pubaBipuny y go3i 600 Mr 3HMKYyBajacs Mpyu OMHOYACHOMY IIpuioMi
aHTAIMOHOTO TIpernapary, 10 MiCTUB CIIOJYKH MarHiio Ta anioMiHio abo cuMeTuKOH; moka3Huk AUC,,
3MeHIIUBCS Ha 14 %. MoXnIuBO, 3HUKEHHS 0i0JOCTYITHOCTI Y IbOMY HOCTigKeHHi 6yJI0 CIPUYUHEHO
3aTPUMKOIO TPAHCIIOPTYBaHHS pubaBipuHy abo 3miHoo pH. BBazka€eThcs, IO I B3a€MOZIs He Ma€
KJIIHIYHOTO 3Ha4Y€eHHS.

AHanoru HyKneo3uniB. 3aCTOCYBaHHSI HYKJIEO3UIHUX aHAJIOTiB oKpeMo a0o y KombiHallii 3 iHmuMu
HYKJIe03UaM{ MOKe IIPU3BECTH [I0 PO3BUTKY JIaKToauuao3y. PubaBipuH in vitro mifBuillye BMicT
dbochopunboBaHUX MeTab0ITIB MyPHHOBUX HYKJI€03uMiB. Llei eeKT MoxKe MOTEHIIiI0BaT! PU3UK
BUHUKHEHHS JTaKTOALUA03y, COIPUUMHEHOT0 TyPUHOBUMHU aHAJIOraMy HYKJI€03UIiB (HampuKian
IunaHo3uHOM abo abakasipoMm). He peKOMeHI0BaHO OHOYACHE 3aCTOCyBaHHA mpemnapaty Jlisen® i



oumaHo3uHY. 3adikKCOBaHO BUMAAKU MiTOXOHIPiaTbHOI TOKCUYHOCTI (JTAaKTOAIMIO03 i MaHKPEaTHT),
mesiki 3 HUX Oy/IM JTIeTaTbHUMH.

[ToBimomIsiNIOCS IPO 3arOCTPEHHS aHeMil, CIpUYMHEeHOl pr0aBiprHOM, KOJIU 3UAOBYIUH
3aCTOCOBYBaBCA SIK YaCTHHA cxeMu JlikyBaHH4 BlIJI, Xo4a TOYHUU MexXaHi3M Ille He BUBUeHU. Yepe3
IiABUINEHUN PU3UK PO3BUTKY aHeMii pubaBipuH He PEKOMEHAYETHCS 3aCTOCOBYBATH Pa3oM i3
3unoBynuHOM. CIIifi TIeperisHyTH CXeMy CyMiCHOTO IPHIAOMY 3WAOBYIMHY Ta mpenaparty Jlisen® Ha
¢oni BAAPT, gkio crocTepiraetbcsi aneMis. Lle 0co0IMBO BaXKJIMBO AJIS MAIli€HTIB, ¥ SKUX yKe
BUHVKaJIa aHeMis IIpY 3aCTOCYBaHHI 3UOBYIUHY.

MoxnuBicTs B3aeMofii 3 mpenapaTtoM JliBen® 36epiraeThcs mpoTsaroM 2 micsnis (5 nepiofis
HalliBBUBEeJeHHS pubaBipuHy) Mic/Is MPUNUHEHHS 3aCTOCYBaHHS y 3B’SI3KY 3 TPHBAIUM II€PiOioM
HalliBBUBEIEHHS.

He cmocTepiranocs B3aemogil pubaBipuHy 3 HEHYK/I€03UAHUMHU iHTi0iTOpaMy 3BOPOTHOI
TPaHCKpHUITa3u abo iHribiTopamu mpoTeaswu.

Omny6rikoBaHO CyIllepe4IuBi faHi 040 OMHOYACHOTO 3aCTOCYyBaHHA a0akaBipy i pubaBipuny. [Jeski
IaHi BKa3yl0Th Ha PU3UK MEHIIOI BifITIOBiAi Ha JiKyBaHHS MeTiIbOBAaHUM iHTEephepoHOM/prubaBipuHOM
y manieHTiB 3 KoiHdekirieto Bipycy rematuty C i BIJI, siki oTpumytoTs abakaBip npu
AHTUPETPOBipycHil Tepamil. Ciig BXKUTH 3am00iKHUX 3aX0MiB IIPU OOJHOYACHOMY 3aCTOCYBAHHI IIUX
IIpenaparis.

Oco06.1ueo0cmi 3acmocyeaHHsi.

[uB. TaKOXK iH(pOpMaIiito 100 0cOOIUBOCTEN 3aCTOCYBaHHS NeTiHTeppepoHy anbda-2b abo
inTepdepony anvda-2b.

3acTocyBaHHs puOaBipHHYy K MOHOTepaIil He € e(eKTuBHUM, ToMy JliBen® He CIIif 3aCTOCOBYBaTH SIK
€OVHUY TepaneBTUYHUY 3aci0 nikyBaHHs renatuty C. EdQekTuBHIiCTh Ta Oe3MeKa 3aCTOCyBaHHS
KOMOiHOBaHOI Teparmii Oy/Ii BCTaHOBJIEH] TilbKY [is Ipenapary Jlisen® y Kombinamii 3
nerinteppepoHoM anbda-2b abo iHTepdepoHoM anbda-2b, po3unHOM mis iH’eKiiii. BimMinHOCTI ¥
MOo3yBaHHI, NIJISIXy BBEOEHHS Ta M00iYHUX epeKTax iCHYIOTh IJIsl Pi3HUX TOPTOBHUX MapoK
inTepdeponis. Tomy Tinbku nerintepdepoH anbdha-2b abo iHTEpdepoH anbda-2b ciim 3acTocoByBaTu
y KoMOiHariil 3 pubaBipuHOM.

Ycim nanieHnTaM, oOpaHUM A7 Y4YacTi ¥ OOCTiAKeHHAX IIPU XPOHiYHOMY renaTuTi C, IpOBOOUIN
Giomcito me4diHKY Nepeq BKIIIOUEHHSM Y OOCIigKeHHs, ajle B OKpeMuX BUIlafikax (ToOTO AJis mallieHTiB
i3 Bipycom reHortumny 2 Ta 3) JMiKyBaHHSI MOXKHa PO3MOUYMHATH 0€3 riCTOIOTiYHOTO MigTBEPAKEHHS.
Cnip xkepyBaTUCA [il0YUMU PEKOMEHIAliAMU 00 JIIKyBaHHS [IPU BUPIIEHH] IUTaHHS [IPO
HeoOXigHicTh 6iomcii meyiHKy mepeq moyaTKoOM Tepairii.

[NcuxiyHi 3aXBOPIOBAHHS Ta po3nany 3 60Ky IIeHTpaibHOl HepBoBoi cuctemu (ITHC). V meskux
TaIi€eHTiB i yac KoMbGiHOBaHoI Teparil mpemapaTy Jlisen® i nerintepdeponom anbha-2b abo
inTepdepoHoM anbda-2b i HaBiTE IPOTATOM 6-MiCAYHOTO NEPIOTY CIOCTEPEKEHHS MiCIsA NPUNUHEHHS
TAKOT0 JIIKyBaHHS Bil3Hauanucs TAXKKi nopymenns 3 6oky LIHC, 30kpema fgenpecis, cyiuuganbHi
OyMKH Ta cripobu camoryocTBa. Cepeq miTeit Ta MiAiTKiB, SKMM IIPOBOAUIIN JIiIKYBaHHS IIperapaToM
Jlien® y xoMm6iHarii 3 inTepdeponom ansda-2b, cyimunansHi fyMKu abo cripobu caMory6cTBa
IIPOTATOM JIiKyBaHHSA Ta

6-MiCSYHOT0 TIePioAy CIOCTEpeKEeHH MiCNs JIiKyBaHHS Bifj3HAYaJIUCS dacTillle, HiX cepef TOPOCIUX



nallieHTiB (2, 4 % nopiBusaHO 3 1 %). V miTeii Ta miAmiTKiB, TaK camo SK 1 Y JOPOCTIKX Malli€HTiB,
BMHUKAJIM iHII ICUXiYHI po3/Taay (HalmpHuKIIaMd Jerpecis, eMomiiHa n1a0inbHICTh Ta COHNMUBICTE). [Tpu
3aCTOCyBaHHi anbda-iHTephepoHiB TaK0XK crocTepiranucs iumr po3nagu 3 6oky LITHC, BKIo4aoyu
arpecuBHy MOBEIHKY (iHOAi CIIpsMOBaHY MPOTH iHIIMX NTI0feH, HallpUKIa AYMKH IIPO BOMBCTBO),
OimonspHUM Po3yaf, MaHil, CIIyTaHICTh CBiIOMOCTI Ta OPYIIeHHS MEHTAILHOTO CTaTyCy.

[TamienTaM HeoOXiflHe peTeNibHE CIIOCTEPEXKEHHS I BUSIBIIeHHS OyIb-sIKUX 03HaK a00 CUMIITOMIB
IICUXIYHUX PO37afiB. Y pa3i 0gBU TaKUX CUMIITOMIB JIiKap, AKUM IPU3HAYUB JIIKYBaHHS, Ma€ OL[iHUTH
IIOTEHIINHY CEPHO3HICTh TaKuX HebaxkaHUX eeKTiB Ta MOTpedy y NpoBeeHH] BiAOBIAHOTO
JMiKyBaHHS. AKIIO MCUXiaTPUYHI CUMITOMH He 3HUKHYTh a00 HaBiTh IOCUIISITHCS, @ TAKOXK SKIIIO
3'ABISATHCS CyIMOaNbHI IyMKK a0 IyMKH IIPO BOMBCTBO, PEKOMEHAYETHCS MPUITMHUTHY JTIKyBaHHS
npenapaToM JliBen® y komGiHarii 3 nerinteppeposom ansda-2b abo inTepdeponom ampda-2b Ta, y
pasi HeoOXimHOCTI HalaTH MAliEHTY BiATIOBIAHY ICUXiaTPUYHY HOMOMOTY.

ITauienmu i3 HasieHicMi0 8 aHaAMHe3i abo KAIHIYHUMU NPos8AMU MANCKUX NCUXIYHUX cmaHig. AKIIO
BUpilIeHo, 0 KoMGiHoBaHa Teparis Jlisen® i nerintepbeporoM ansda-2b abo iHTEphHEepoHOM
anbda-2b € HeoOXigHOIO I HOPOCIHNX MAIli€HTIiB i3 KIiHiYHNMY a00 aHAMHECTUYHUMHU
NaHUMU PO TAXKKi MICUXiYHI CTaHH, 11 CIIifl pO3MOYMHATH TiJIbKY IiC/IS IPOBEAEHHS
BigMOBimHOI iHAKWBIMyaNbHOI OiarHOCTUKY Ta Ha (HOHi TepareBTUYHOTO BeIeHHS IICUXiYHOT0
CTaHy.

3acrocysanHs npenapaty JliBen® i merintepdepory anbda-2b abo inTepdepony ansda-2b mus
JiKyBaHHS [iTel Ta MiMIiTKiB i3 KIiHIYHUMEU a00 aHAMHECTUYHUMU HaHUMHU NP0 TAKKUN ICAXIYHUH
po37af IPOTUIIOKa3aHe.

ITayieHmu, AKI 82CUBAOMY/3/10834CUBAIOMb NCUXOAKMUBHUMU pe408UHAMU. Y TIAI[i€HTIB i3 BipyCHUM
renatatoM C, SKi 0O0HOYACHO BXKUBAIOTh ICUXO0AKTUBHI PEUYOBUHHU (aJIKOT0/Ib, MapHXyaHy, Ta iH. ),
BHCOKWH PU3UK PO3BUTKY MOPYIIEHDb 3 O0KY IMCHUXiKK ab0 3aTr0CTPEeHHS iCHYI0YO0ro MOPYIIeHHS
IICUXIKY IIPY JIiKyBaHHI iHTepdepoHoM anbda. AKIIOo Oid TaKUX Nalli€HTiB JTiKyBaHHSA iHTephepoHOM
anbda € HeoOXiTHUM, HasBHICTh IICHXIYHUX CYMyTHIX 3aXBOPIOBAHb i IMOTEHIial 71 3aCTOCYBaHHS
iHIITUX PEYOBUH CIIiJl PeTENIbHO OI[IHUTH i BXXUTH BigIOBIHHUX 3aXOMiB Iepel M0YaTKOM Teparil. AKIo
HeoOXiIHO, 71 OLiHKYU CTaHy, JiKyBaHHS i TOAAIBIIOT0 CIIOCTEPEeKEHHS CIIiT PO3TIAHYTH MUTaHHS
PO MiXAUCIUIITIHAPHUM MiAXiM, BKII0Yao4u mcuxosora abo Hapkosnora. CTaH MallieHTa CITif
peTenbHO KOHTPOJTIOBATH IIif] Yac Tepallii, a TaKOX IIiC/s IPUMIUHEHHS TiKyBaHHS. PeKoMeHI0BaHO
PaHHE BTPYYaHHS II0JI0 TIOBTOPHOTO BUHUKHEHHS a00 PO3BUTKY IICUXIYHUX MTOPYIIEHb i
3aCTOCYBaHHS ICUX0aKTUBHUX PEYOBUH.

Cemomni3. 3HuKeHHS piBHS remornobiny < 10 r/mn croctepiranocs y 14 % mopocnux maifieHTiB Ta'y 7
% miTell Ta MifIITKIB, Ki miKyBanucs npemnapartoM JliBen® y kom6inarii 3 merinrepdeporom anbda-2b
abo inTepdepoHoM anbda-2b mig yac kniHigyHMX BUNpoOyBaHb. Xoda pubaBipuH He Ma€
0e3nocepegHLOTO BIIMBY Ha CEPLIEBO-CYAUHHY CUCTEMY, aHEMis, IIOB’A3aHa 3 IPUIOMOM IIpenapary
Jlien®, Moxe BrIMBaTH Ha (GYHKIIIO cepid Ta/ab0 3aroCTpoBaTH CUMITOMY KOPOHAPHOTO
3axBoproBaHHsA. Tomy JliBen® NpuU3HAYaTh 3 00€PEXKHICTIO Nal[i€HTaM i3 3aXBOPIOBAHHIME CEpIIS.
Crnip omiHIOBATU CTaH CEPLEBO-CYOUHHOI CUCTEMHU Iepe] I04YaTKOM JIiKyBaHHS Ta MPOTSATOM Tepartil.
Y pagzi 6ymp-sIKuX 03HaK IOTipIneHHs 3 60Ky ceplieBO-CYAMHHOI CUCTEMHU Tepallilo HeoOXiTHO
IPUNNHUTH.

CepueBo-cynuHHa cucTeMa. JIOpOCHi MalieHTy, SKi MaloTh ab0 Maiu 3aCTiiHy CepIeBy
HEeJOCTaTHICTh, iHpapKT MioKapaa Ta/abo apuTMiio, TOBUHHI ITepebyBaTH il MOCTiNHUM
HarasagoM nikaps. [TanieHTaM i3 3aXBOPOBaHHSAMMU CePIld Mepeq II04YaTKOM 1 Imif 4ac
JIiIKyBaHHSI PeKOMEHAYETHCS MPOBOAUTH eleKTpoKapaiorpadiro. Aputmil (B OCHOBHOMY



HaJIUIyHOUYKOBI), K IPaBUJIO, MigAal0ThCA 3BUYalHIN Teparil, aje MOXyTb BUMaraTu
IPUNIMHEHHS JTiKyBaHHSA. HeMae maHuX 00 3aCTOCyBaHHS KOMOIHOBAHOI Teparil giTam Ta
HifJIiTKaM i3 cepleBO-CyIUHHUM 3aXBOPIOBAHHAM B aHaMHe31.

linepyyTnuBicTh HeraHoro TUNy. [Ipy PO3BUTKY I'OCTPOI peakilil rinepyyTaruBOCTi (HapuKiIazg
KPOIIKB’THKY, aHTi0HEBPOTUYHOTO HAOPSKY, OpoHXO0CIa3My, aHa(dinakcii) 3acTocyBaHHS IIpemnaparty

Jlien® cnif HeraiHO NPUIMHKUTY Ta IPU3HAYMTH BifIOBiMHE NiKyBaHHA. TPaH3UTOPHI BUCUTIAHHS He
€ MiOCTaBOI OJ1s1 IPUIIMHEHHS JIIKyBaHHS.

OdTansMonoriuni 3minu. PubaBipuH 3acTOCOBYIOTH Y KOMOiHallil 3 anbda-iHTepdhepoHamu. Y
pifKicHUX BUIIagKax IIpU MPOBefeHHI KOMOiHOBaHOrO JTiKyBaHHS 3a [OIOMOT00 anbda iHTepdepoHiB
Big3HayaNucs BUMIAOKM PETUHOINATII, BKJIF0Yal0Ul KPOBOTEYY V CiTKiBIIi, eKCy[aTH CiTKiBKH,
HmamniIapHUY HaOPsIK, HEMPOIIaTiio 30POBOT0 HEPBa Ta OKJII03ii0 apTepil abo BeHU CiTKiBKH, 1[0 MOXKe
IIPU3BECTH [I0 IOTipIeHHs 30py. BciM marientam HeoOXigHO TpoBeCcTH 0PTaIbMOJIOTiuHE
o0CTexKeHHS Nepeq II0YaTKOM JIiKyBaHHA. 175 MallieHTa, y SKOT0 3'IBUINCSA 03HaKU 3aXBOPIOBAHHS
odelt abo MmoripmuBCs 3ip, TOTPiOHO HEBIAKIIA[HO IPOBECTH MTOBHE 0 TaIbMOJIOTiYHEe 00CTEXKEHHS.
Ins maitienTiB i3 icHylouuMu 0(TanbMOIOTIYHUMY 3aXBOPIOBaHHAMMY (HanpukKian giabetuyHa abo
rinepTeH3uBHA PETUHOIATIS) MMl Yac KOMOIHOBAHOTO JIIKyBaHHS 3a JOTIOMOTO0I0 anbda-inTepdepoHis
HeoOXiTHO TepiofrYHO TPOBOOUTH OpTambMooriyne o6cTexxeHHs. [1allieHTaM, y SKUX 3’ IBIISIThCS
HOBi @060 OCUIATHCS iCHYI0Yi 0pTabMOJIOTiuHI 3aXBOPIOBaHHS, HE0OXiIHO NPUNIUHUTA KOMOiHOBaHe
JiKyBaHHSA 3 anbda iHTephepoHaMu.

OyHKINA IeYiHKHU. YCI Mali€HTH, Y AKUX [IPOTATOM JIIKYBaHHS BUABUJIM O3HAKU 3HAYHOT'O IIOTipIIEHHSA
GyHKII Te4iHKY, MalOTh 3HAXOOUTHUCS Il peTebHUM HarnsagoM. Criig IPpUNUHUATY Tepalliio
malieHTaM, y sKkux Oyj0 BUSIBIIEHO MigBUINEHHS KOATyJsllii, 1110 MOXkKe BKa3yBaTH Ha JeKOMIIEHCAIIiI0
IIeYiHKH.

[ToTeHITian OCUIeHHS iIMYHOCYIIpecii. Omy6 1ikoBaHO MOBiTOM/IEHHS PO HAHIKUTONEHI0 i
IIPUTHIYEHHS KiCTKOBOT'O0 MO3KY, 1110 BUHUKAJIX BIPOAOBXK 3-7 TUXKHIB MiCJIg 3aCTOCYBaHHS
nerinteppepony i pubaBipuHy OMHOYACHO 3 a3aTiONPUHOM. Taka Mi€JIOTOKCUYHICTh 3HUKaa 4epe3
4-6 TUXKHIB IiCJIA BiIMiHM aHTHUBIPYCHOI Teparil Bipycy rematuty C i 0fHOYACHO a3aTiONpPUHY, a
TAKOXK He BUHMKaJIa 3HOBY ITiCJIS1 TIOBTOPHOTO iHAMBIyaIbHOTO 3aCTOCYBAHHS OyIb-IKOTO 3
IIpenaparis.

Koindexiis BIJI i BipycoMm rematuty C.

MimoxoHOpianbHa mokcuyHicmb ma aakmoayudo3. HeobxigHa 06epexkHIiCTh 1mofo nauieHTis i3 BIJI-
iH(eKIi€e Ta CyIyTHHOIO iH(EKLie BipycHOro renatuty C, SKUM IPOBOOUTHCS JIiIKyBaHHS
HYKJIE03UOHUMHU iHTi6iTOpaMu 3BOPOTHOI TPAHCKPHUIITa3u (0COGIMBO AUAAHO3WHOM i CTABYAUHOM) Y
KOMIIJIeKCi 3 KoMmObiHallieio pubaBipuny Ta iHTepdhepony anbda-2b. ¥ BIJI-iH}iKoBaHUX Malli€HTiB, IKi
3aCTOCOBYIOTh HYKJIEO3UOHI iHTi6iTOPY 3BOPOTHOI TPAaHCKPUIITA3H, JIiKapi Py TiKyBaHHi
pubaBiprHOM MalOTh PETEIHHO KOHTPOIIOBATH MapKepy MiTOXOHAPialbHOI TOKCUYHOCTI Ta
JNTaKTOAlK03y. 30KpeMa, JIiBen® He peKOMEHAYEThCS IIPUIMATH Pa3oM i3 TUAAaHO3MHOM Ta
CTaBy[IMHOM Yepe3 PU3UK MITOXOH[pPianbHOI TOKCUYHOCTI Ta OJ1s1 00MeXKeHHS pU3UKY IyOIr0BaHHS
MIiTOXOHAPiaIbHOI TOKCUYHOCTI BigIIOBIIHO.

IlekomneHcauia pyHKYil neviHku y nauienmia i3 Koingekuiero BIJI i gipycom cenamumy C ma
npozpecyroyum yupo3om. Y Talli€HTIB i3 cynyTHLOIO BIJI-iH}eKIIi€0 Ta Iporpecyrndum
IIIPO30M, SIKi OTPMMYIOTh BUCOKOAKTUBHY aHTUPETPOBIPYCHY Teparmiio (BAAPT),
30i/IbIIYETHCS PU3UK PO3BUTKY AeKOMIeHcallil PyHKIlil MediHKyY Ta 1eTalbHOT0 HACIKY.
IomaTKoBe 3acToCcyBaHHA anbda-iHTepdepoHiB okpeMo abo y koMOiHallii 3 pubaBiprHOM



IiOBUIIY€E BUIle3a3HaYeHUM PU3KUK y aHOI KaTeropil marmieHTiB. [HII mo4aTkoBi hakTopu y
TAITi€EHTIB i3 CYMyTHBLOIO iH(DEKITi€I0, IKi MOXKYTh 30iIbIITYBaTA PU3UK PO3BUTKY
nekomneHcanii QyHKIIii meyiHKu, BKITIOYAlOTh JIIKYBaHHS TUAAHO3WMHOM Ta 30ibINeHHS
KOHIIeHTpallil 6inipy0iHy y cupoBaTIli KPOBi. 3a CTaHOM IAIli€HTIB i3 CYMyTHLOIO iH(DEKITI€IO,
SKUM IIPOBOOUTHCA IK aHTUPETPOBIPYCHA Tepallis, Tak i JIiIKyBaHHS IPOTHU T'elaTUTy, Clif
IIPOBOAUTHU PeTeJIbHEe CIIOCTePeKeHHS Ta OLIHIBATH IIif Yac JIiKyBaHHSA CTYIIIHb IOPYLIEHb
3a knacudikariewo Yaunga - [1'10. Y pa3i BUHUKHEHHS IIe4iHKOBOI JeKOMIIeHcallil, HeoOXiTHO
HeraHO IPUNUHUTY JIIKYBaHHSA IPOTYU I'elIaTUTY 1 IPOBECTU IIOBTOPHY OLIIHKY CXEMU
aHTUPETPOBIPYCHOI Teparril.

I'emamooziyHi nopyweHHA y nauieHmis i3 KoiHgekuiero BIJI i sipycom 2zenamumy C. Y malieHTiB i3
cynyTtabo10 BlJI-iH(eKIieto, SKi OTPUMYIOTh BUCOKOAKTUBHY aHTUPETPOBipycHY Tepartrito (BAAPT) ta
nikyBaHHS pubaBipuHOM y KoMbiHallil 3 nerintepdepoHoM anbha-2b, Moxke 36iTbIIyBaTUCS PUSUK
PO3BUTKY T'€MAaTOJIOTiYHUX MTOPYILIEeHD (HallpUKIag HeUTPOIEHisT, TPOMOOITUTOIEHIST Ta aHEMis)
IIOPIBHAHO i3 PU3UKOM Y Tali€HTiB i3 BipycoM renatuty C. BinbLIicTh TAKUX NOPYIIEHb 3HUKAE [IPU
3HUKEHHi M03H, ajie HeoOXiTHO ITPOBOAUTH PEeTENIbHE CIIOCTEPEKEHHS 3a reMaToIoTiYHUMU
rapaMeTpaMu Y TaKMX MallieHTiB. Y NallieHTiB, SIKUX JIIKYIOTh puOaBipuHOM Ta 3UOOBYOUHOM,
30iNTbIIYETHCS PU3UK PO3BUTKY aHeMil, ToMy pubaBipuH He PEKOMEHAYEThCS 3aCTOCOBYBaTH pa3oM i3
3UOOBYIUHOM.

ITauienmu 3i 3meHweHow Kiavkicmio CD4-kaimux. [aHi om0 eheKTUBHOCTI Ta 0e31eKH
JIiKyBaHHS TMallieHTiB, iHpikoBaHux BIJI i Bipycom rematuty C, i3 piBHeM CD4-KiiTuH

< 200/mkn o6MexeHi. JIikyBaHHS MaIi€HTIB i3 HU3bKUM piBHEM CD4-KITiTHH HE0O0XigHO
IIPOBOOUTH 00€PEXKHO.

Crip KkepyBaTUCS IHCTPYKIE A1 MEQUYHOTO 3aCTOCYBaHHS BiNOBIIHUX aHTUPETPOBIPYCHUX
Ipenaparis, sIKi 3aCTOCOBYIOThCS Pa30M i3 JIIKyBaHHSM BipyCHOTO renaTtuty C, Ojisd OTpUMaHHS
iHdopMalril Ipo TOKCUYHICTh KOXKHOTO IIpernapaTy Ta MOXKJIMBe IIOCUIEeHHS TOKCUYHOCTI IIpH
cymicHoMy 3actocysanHi JliBen® i merintepdepory ambha-2b.

IleHTasnbHi Ta IepiogOHTaNbHI MOpYyIIeHH. [I0BifOMIIANIOCS IIPO PO3BUTOK AEHTAIbHUX Ta

IIepioIOHTAIbHUX TIOPYIIEeHb (IKi MOXKYTh IPU3BOAUTH [I0 BUIAaHHs 3y0iB) y Malli€HTIB, AKi
OTpUMyBaIX KOMOiHOBaHY Tepamimo npenaparoM Jlisen® i merintepdeporom ansda-2b a6o
inTepdeponom anbda-2b. [lo TOro x, CyxXicTh y pOTi MOXKe HeraTUBHO BIUBATH Ha 3y0H Ta CIIM30BY
000JI0HKY poTa IIif] Yac [OBroTpHBaIol KoMOiHOBaHOI Teparil npemnaparoM JliBen® i merintepdeporoM
anbda-2b abo inTepdeporom anbda-2b. ITarieHTam cig peKOMeHOYBaTH PETEIHHO YUCTUTH 3y0u 2
pasu Ha [eHb Ta PeryasSpHO MPOXOOUTH CTOMATOJOTiYHe 00cTexkeHHs. KpiM 11b0T0, V IesIKux
TIAIliEHTIB MOXKe BUHUKATH OJTI0BaHHS, ITiC/IS SKOTO BOHM MAlOTh PETENIbHO CIIOTiCKYBAaTU POTOBY
IIOPOXKHUHY.

JlaGopaTopHi gocmigxKeHHs. YciM XBOPUM 0 ITOYATKY Tepallii pPeKOMEHOYEThCS TPOBOIUTH
3arajibHUM aHasli3 KpoBi (DO3TOPHYTH aHAasi3 i3 BU3HaYEHHSIM JIEMKOIIMTapHOI (GOpMYyIH) Ta
GioxiMiuHWii aHasi3 KPOBi (€JIEKTPOJIiTH, CUPOBAaTKOBUY KpeaTHHiH, Ie4iHKOBI Tpobu, cevyoBa
KucsoTa). [lo moyaTky KoMOiHOBAHOI Tepallil MPUUHSITHUMH € TaKi BUXiIHI 3Ha4eHHS TOKa3HUKIB
KPOBI:

reMorjio0id mopocii: [J 120 r/n (xinku) Ta [] 130 r/n (9omoBiku);
ity Ta mipmitky: [] 110 /1 (giBuaTa) Ta [] 120 r/n (xmomi);

TPOMOOLUTH 100 J10°/m;



HenTpodinu 01,5010%m.

JlabopaTopHi mocmigxKeHHs: HeoOXigHO MPOBOOUTH Ha 2-MY Ta 4-My THUXKHI JTiKyBaHHS, a Hafali -
3TifHO 3 KJIiIHIYHUMHU T0Ka3aHHAIMU. [IepiomuiHO MIPOTATOM JTiKyBaHHS He0OXifHO BU3Ha4YaTU PiBeHb
PHK-BI'C.

2KiHku penpodykmuegHoezo 8iky. 2KiHKY, K1 OTPUMYIOTh JIIKYBaHHS, Ta XIHKU - CTaTeBl
[TapTHEPKHU YOJIOBIKIB, Ki OTPUMYIOThH JIIKyBaHHS, MalOTh LIOMICAYHO IIPOTSATOM YChOTO
mepiony NiKyBaHHS Ta IPOTATOM 4 MICSLiB Ta 7 MICSIIB BiATIOBIAHO IiC/sA 3aBEpIIEHHS
JNiKyBaHHS IPOBOAMTH TECTH Ha BariTHICTh, OCKiNbKY JIiBen” He MOXKHA 3aCTOCOBYBATH
BariTHUM.

[Ipu 3acTocyBaHHI JliBen® MoX/¥Be 30inbIIeHHS KOHIIEHTPALIl Ce90BOI KUCIIOTH Yepe3 reMoJIi3; TOMY
HeoOXigHO PeTeIbHO CIIOCTePIiraT 3a CXWIbHUMH [I0 IIbOT'0 3aXBOPIOBAHHS IMalliEHTaMU [IJIs
BUSIBIIEHHST MOXKJTUBUX O3HAK MOOarpH.

[TamieHTH 3 PiIKAMHU COAOKOBMMH po3nagaMu. KoxHa kamncyna npenapary Jlisen® MicTUTh 40 MT
nmakTo3u. He criifg 3acToCcoByBaTU Ipenapar HallieHTaM 3 HellepeHOCUMICTIO rajlakKTO3H,
nedinuToM nakrtasu Jlamma abo TII0K030-TaTlakKTO3HO MababcopoIi€ero.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
Bazimticmy. 3aCTOCyBaHHs JTiKapCchKoro 3acoly JliBen® mpoTuIOKa3aHe B Iepiof BariTHOCTI.

T'odysamHs epyddrw. HeBimoMo, 4u BUAiNSEThCA pUOaBipUH Y IPyAHE MOJIOKO JTIOAUHY. Yepe3
MOXKJIMBUY PO3BUTOK NOOIYHUX peakKlliil y AUTUHY TOAYBaHHSA IPYAAI0 HEOOXigHO PUNMHUTHU
[0 IOYATKY JIIKyBaHHS.

PepmusabHicmb (00KAIHIUHI OaHi)

- ®epTUNBHICTE: ¥ HOCTIIXKEHHSIX Ha TBapuHaX pubaBipuH 000POTHO BIIMBAB Ha
CIlepMaToreHes.

- TepaToreHHICTh: CIIOCTepiraBcsl BUpaxkeHuH TepaToreHHu i/abo emOpiolunanbHuil OTEHITIAT
pubaBipuHY B yCiX BU[iB TBapWH, Ha SKUX IIPOBOMVIKCS BiMIOBiAHI JOCTiIKEHHS, IPX 3aCTOCYyBaHHi B
mo3i, 10 cTaHoBUTE 1/20 peKOMeHIOBaHOI MO3U [JIS JTIOOUHU.

- [eHOTOKCUYHICTE: pubaBipuH iHAYKY€E T€HOTOKCUYHICTE.

KIiHKY PenpoOyKTHBHOIO BIKY/KOHTpAIENIlid YV YOIO0BIKIB i KIiHOK.

2Kinku (nauienmxku). JliBen® He MOXHa 3aCTOCOBYBATH BariTHUM. Iy 3amo6iraHHs BariTHOCTI
NallieHTKY MOBUHHI 3aCTOCOBYBATU Ha[I3BUYaiHO MyxkKe HafiliHi 3aco0u KoHTpatentiii. Tepamiio He
CJIi[l TOYMHATH, TIOKU He Oy[e OTPMMaHO HeTaTHBHUM pe3yIbTaT TECTY Ha BariTHICTh. KiHKM
PEeNpOoOyKTUBHOTO BiKy Ta iXHi CTaTeBi MapTHEpPU Mal0Th KOPUCTYBATUCS e(PeKTUBHIUMU
KOHTpaIleNTHBHUMU 3acobaMu IIiff 4ac JIiKyBaHHS Ta MPOTATOM 4 MiCSIIiB IicJis 3aBepIIeHHS
JIIKyBaHHS; @ IPOTSATOM IIHOT0 MePioAy MOTPiOHO MIOMICAYHO IPOBOOUTH CTaHAAPTHUN TECT Ha
BariTHicTh. JKIIO XKiHKa 3aBariTHi€ iy yac ikyBaHHS a00 IPOTATOM 4 MiCSIIB Mic/s 3aBEpIIeHHS
TiKyBaHHS, TO i TOTPiOHO HamaTH iH(opMallito PO 3HAYHUM PU3UK TepaTOTeHHOI Iil pubaBipuHy Ha
g



Yonosiku (nayienmu) i ix napmuepku. Crig qoTpuMyBaTUCS e(peKTUBHUX 3aC00iB KOHTpALeNIil ais
TmonepeKeHHs BariTHOCTI y TapTHEPOK YOJIOBIKIB, SKi MiKy0ThCs npenaparoM Jlisen®. Pubasipun
HaKOIMUYYETHCS Y KIITUHAX 1 yKe MOBUIbHO BUBOJUTHCS 3 OpPraHi3My. 3aluIlaeThCs HEBIAOMUM
MOXKJIUBUY TepPaTOTeHHUY ab0 TeHOTOKCUYHU BIJIUB pubaBipuHy, SKUM MICTUTLCS Y CliepMi, Ha
eMOpioH/mig. Xo4a gaHi BiTHOCHO 3HAYHOI KiJIbKOCTi BariTHOCTEH (6aThKK 3aCTOCOBYBAJA
pubaBipyH), 110 TPOCIIEKTUBHO CIIOCTePiranucs, He BKa3yiTh Ha MiABUIIEHUN PU3UK PO3BUTKY
MasibpopMaliii MOPiBHAHO i3 3arajbHOI0 MOMYJIAIli€l0 ab0 Ha AKy-HeOyOb cuenudiuHy MOnenb
Masb(opManiid, YoIOBIKU-NAIli€HTH Ta IXHi MapTHEPKU PENPOAYKTUBHOTO BiKy MalOTh KOPUCTYBATUCS
e(eKTUBHUMHU KOHTPALCNITUBHUMY 3aco0aMy Iif Yac JIiKyBaHHs IpenaparoM JliBen® Ta IpoTarom 7
MICSIILIIB ITiC/Ig 3aBepIIeHH JIIKyBaHHS.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

PuOaBipuH He BrBac aG0 YMHUTH JIMIIE HE3HAYHHUH BIUIMB Ha 30ATHICTh KEPYBaTH
aBTOTPAHCIIOPTOM i MeXaHIYHMMHU NIPUCTPOSIMHU; ajie IIpH Horo KoMOiHaIllil 3 nerinteppepoHoM
anbda-2b abo inTepdheporom anbda-2b BIIUB MoxKe 3MiHIOBAaTHCA. TOMY IMallieHTaM, V SKUX IIiJ Yac
TMiKyBaHHS 3’SIBUUCS MigBUIEHa BTOMJTIOBAHICTh, COHIUBICT ab0 CIIyTaHICTh CBiIOMOCTI, HEOOXiIHO
naMm’'sATaTy PO MOXKJIMBUY PO3BUTOK 3allaMOPOYEHHS Ta PEKOMEHIYEThCS YHUKATU KepyBaHHS
aBTOTPAHCIOPTOM a0o0 MpaIfoBaTH 3 iHIMMMHU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHsi ma do3u.
Tepamito Mae TPOBOOUTH JIiKap, KUY Ma€e OOCBIf JIIKyBaHHS XBOpUX Ha rematurt C.

JliBen® HeoOXifHO 3aCTOCOBYBaTH y KoMGiHaIii a6o 3 nerintepdeposoM ambha-2b, a6o 3
inTepdeponom anbda-2b (cxema nikyBaHHS IBOMa IpenapaTaMiu), abo - JOPOCIUM TaIliEeHTaM 3
xpoHiuHuM renatutoMm C (remoturn 1) - y kombiHallii 3 6ouenpeBipoMm i nerintepdeponom anbda-2b
(cxeMa JNiKyBaHHSI TphOMa IIpeniapaTaMu).

[Tpu npu3HaveHHi KOMOiHOBaHOI Teparii citig KepyBaTUCS TaK0XK iHCTPYKIIIMU AJIST MEIUYHOTO
3acTocyBaHHS OollenpeBipy, merinTepdepony anbda-2b abo iHTepdhepoHy anbda-2b.

ﬂOByBaHHH.

Ilo3a npenapaty JliBen® 3a/exKuTh Bif Macy Tina namieHTa. JliBen®, Kancynay, MIPUAMaTh
BHYTPIIIHBO, 3 12K€10, IIOAEHHO, 3a 2 IPUUOMH (BpaHILIi Ta BBeYepi).

Hopocaai nauienmu.
Io3a npenapaty JliBen® 3a/eKKUTh Bif MacH Tila HamieHTa (quB. Tabaumo 1).

JliBen® HeoOXifHO 3acTOCOBYBaTH y KoMGiHamii a6o 3 nerintepdeposoM ambpa-2b (1,5
MKT/KT/TUXAeHb), abo 3 iHTepdeporoM anbda-2b (3 mna MO 3 pa3u Ha TUXKOAEHB). Pexum
KoMOiHOBaHOI Teparii BU3Ha4aloTh iHAUBIyaIbHO, 3 YPaXyBaHHSAM 04iKyBaHOI e(eKTUBHOCTI Ta
Oe3mneku 06paHoi KoMOiHAaIil.



Tabmuisg 1. [lo3a npemapaTy JliBen® (3as1e2KHO Bif MacH Tina) AJis MalLi€HTIB i3 MOHOIHpEKIiE0
BipycoM remaTtuty C abo kKoindexiieto Bipycom rematuty C i BIJI, a TakoXK He3alekHO Bif
reHOTHILY.

Maca Tina nanieHra (Kr) Mo6oBa mo3a npenaparty Jlisen® |KinbkicTs Kancyn mo 200 Mr
< 65 800 mr 4 (2 BpaH1i, 2 BBeUepi)
65-80 1000 mr 5 (2 BpaHiii, 3 BBeuepi)
81-105 1200 mr 6 (3 BpaHn1i, 3 BBeuepi)
> 105 1400 mr 7 (3 BpaHiii, 4 BBeuepi)

Tpusasicmb mepanii y nauieHmie, ki paHiule He OMpPUMYB8aau AIKYBAHHA.

Cxema AIKYyBAHHA MPbOMA Npenapamamu.

Cripm 03HAMOMHUTHCS 3 iIHCTPYKIISIMHU IJIST MEIUYHOT'0 3aCTOCYBaHHs 6orenpeBipy i merintepdepony
anbda-2b.

Cxema niKysaHHsA 08oma npenapamamu (3 neeinmepgepoHoM asvga-2b).

ITpoeHo3ysaHHA po38umMKy Cmillkoi 8ipyco/102iuHoi 8i0nosidi. Y mallieHTiB, iH}iKoBaHUX BipycoM
rematuty C rerotuny 1, y sikux He BigOyBanocst amenuenHss PHK-BI'C mo piBHSI, HUXK4e piBHA
BU3HAUYeHHs, a0 y IKUX He Jocsrajacs afeKBaTHa BipycoyioTriuHa BigmoBigs micns 4 abo 12 TUXKHIB
JIiIKyBaHHS$, BIPOTigHICTh PO3BUTKY CTiMKOl BipyCOJIOTiYHOI BifilIOBiAi € OyKe HU3bKOI0, TOMY TaKUM
nanieHTaM PeKOMEHIY€EThCS IPUNUHUTY Iie JIIKyBaHHS.

lenotun 1

[TamienTtawm, y g9kux gocsaruayta BincyTHicTs PHK Bipycy renatuty C uepe3 12 TUXHIB JIiKyBaHHA,
Tepaliio CIif MPOgOBXKYyBaTH HaCTyNHi 9 MicsauiB (y minomy 48 TUXKHIB).

g nauieHTis, y sKux 4epe3 12 tuxHiB nikyBaHH4 piBeHb PHK-BI'C 3MenmuBcsa Ha = 2 log
TIOPiBHSIHO 3 TIOYATKOBUM II€PiofIoM, TOTPiOHO ITPOBECTH ITOBTOPHY OLIHKY Ha 24 THXKHI JIIKyBaHHS i
akio piBers PHK-BI'C 6yne HuXKYMM PiBHS BU3HAUEHHS, HEOOXigHO NPOBECTH IOBHUM KypC
nmikyBaHHS (ToOTO 3aranmom 48 TuxkHiB). [IpoTe gkio yepes 24 TuXHi nikyBaHHs piBeHb PHK-BI'C
Oyme Bce Ife TepPeBUIIyBaTH PiBeHb BU3HAUEHHS, HEOOXiqHO MPUNMHUTH JTiKyBaHHS.

g nigrpynu nauieHTiB 3 iH(eKlielo TeHOTUNy 1 Ta HU3LKUM BipyCHUM HaBaHTaXEHHIM

(< 600000 MO/mn), y skux yepe3 4 TuxHi 1ikyBaHHS He BUsaBNsaeTbCa PHK-BI'C i yepe3 24 TtuxHi
JIIKyBaHHS pe3ynbTaT aHasidy Ha BusBjieHHS PHK-BI'C 3anuiaeThCss HEraTUBHUM, JTIKyBaHHS MOXKHAa
a00 IPUIMHUTH ITiCIsA IMUX 24 THXKHIB, a00 IPOMOBKUTH IPOTATOM Ie 24 THKHIB (TOOTO 3arajbHa
TPUBAJICTh JIiIKyBaHHA - 48 TUXKHIB). Ante pu 24-TUXKHEBiX 3arajibHiil TPUBAJIOCTI JiKyBaHHS MOXKe
30inbIIyBaTUCS PU3UK PEIUAUBY IOPIBHSAHO i3 48-THKHEBOIO TPHUBAIICTIO TiKyBaHHS.

Cenorun 2 a6o 3. PekoMeHi0BaHa TPUBAJIICTh JIiKyBaHHS CTAHOBUTH 24 TUKHI [JId BCiX Ialli€eHTIB,



KpiM MaIfieHTiB i3 cynyTHLOIO BlJI-iHdeKIi€0, NiKyBaHHS SKUX IOTPiOHO MIPOBOAUTH NPOTATOM 48
TUXKHIB.

Cenorun 4. BBaxkaeThCs, 10 MallieHTH, iHpiKOBaHi BipycoM reHOTUNy 4, Bax4e MigaaloThCI
JiKYBaHHIO; TPOTe 00MeXKeHi KTiHIYHi JaHi BUSBUIN CXOXKICTh Y JTiKyBaHHI I[UX MAIi€HTIB i MaIlieHTiB
i3 resotunomMm 1.

Tpusasicmb mepanii y nauieHmis, koiHpikosaHux g8ipycom 2enamumy C i BIJI, aki paHiwe
He ompumyedau AiKY8AHHA.

Cxema siKyBaHHA 08oMa npenapamamu. 175 Tali€eHTiB i3 cynmyTHboI0 BIJI-iHbeK1ieo
PEeKoMeH/[0BaHa TPUBAJiCTh JIiKyBaHHS IpenapaToM JliBen® y mosi, 3ayexkHili Big Macy Tina (OuB.
tabnuirio 1), ctaHoBUTh 48 TUKHIB HE3aJIeXKHO Bifl TEHOTHUILY.

IIpoeHoO3y8aAHHA Po38UMKY abo 8i0cymHocmi 8i0nosioi v nauieHmis i3 koiHpeKuiero sipycy
eenamumy C i BlJI, AKi paHiwe He ompumMy8dnu AiKY8aAHHA.

Pann# Bipycosnoriusa BignoBigb Ha 12-My TUXKHI JTiKyBaHHS (3HUKEHHS BipyCOJIOTIYHOTO
HaBaHTaXeHHs Ha 2 log abo piBens PHK-BI'C Hux4e piBHS BU3HAUEHHS) € IPOrHOCTUYHUM
($hakToOpoM II0J0 PO3BUTKY CTiKOI BipyCOJIOTi4HOI BigmoBifi. ¥ rpymi HEraTUBHOTO IIPOTHO3Y
(mauieHTH, AKi He MIPOAEMOHCTPYBAJIA PaHHIO BipyCOJIOTiuHY BifnoBigsb) 99 % nauieHTiB (67 malieHTiB
3i 68) He oTpuManu CTiKOI BipyCOIOTiYHOI BigMmOBifi IpX 3acToCyBaHHI KOMOiHOBaHOI Teparril
pubaBipuHOM i3 nmerintepdeporom anbda-2b. Y rpymi mo3uTUBHOTO NMPOTHO3Y (MAlieHTH, AKi
IIPOIEMOHCTPYBA/IM PAHHIO BipyCconoriuyHy BigmoBiab) 50 % marrieHTiB (52 mauienTu 3i 104) oTpumanu
CTiMKY BipyCOJIOTiUHY BifTIOBigbL IIPH 3aCTOCYBaHHI KOMOiHOBaHOI Tepartii.

Tpugaaicmy AiKYBAHHA NPU NOBMOPHOMY AIKYBAHHI.

CxeMa niKyB8AHHA MpPboMd npenapamamu. Ciif 03HaHOMUTHCS 3 iIHCTPYKIISIMHU [T METUYHOTO
3acTocyBaHHS OollenpeBipy i merinTepdepoHy anbda-2b.

CxeMa /niKy8aHHA 080Ma npenapamamu (3 neeinmepoepoHoM dasvpa-2b).

IIpoeHo3yB8aHHA po3gumky cmilikoi 8ipyco/0e2iuHoi 8i0nogidi. YCiM mallieHTaM He3alekKHO Bif
TeHOTHUIIY BipycCy, V SKuX dyepe3 12 TUXKHIB NiKyBaHHS BimOynocs 3meninends PHK-BI'C mo
piBHS, HUXKYe PiBHS BU3HauYeHHS, He0OXigHO mpoBecTu 48-TUXKHEBUM KypC NiKyBaHHS. [Ipu
IIPOBEeHH] TIOBTOPHOTO JIIKyBaHHS y MALI€HTIB, y AKUX 4Yepe3 12 TUXKHIB JIiKyBaHHSA
BiICyTHS BipycoJsoriuHa Bifmosigs (To6To BenuuuHa PHK-BI'C He 3MeHIuIacs [0 piBHS
HUXK4Ye PiBHSA BU3HAYEHHS), UMOBIPHICTh PO3BUTKY CTiMKOl BipyCOJIOTi4HOI BiNOBifi Yepes
48 TUXKHIB JIIKyBaHHA € QyKe HU3BKOI.

[l51s manieHTiB i3 BipycoM reHOTUNy 1, y IKUX BiACYTHSI peaklisd Ha JIIKyBaHHS, OOLIbHICTh
TIOBTOPHOTO JIiIKYBaHHST TPUBAJICTIO TOHAM 48 TUXHI He BUBYAJIU IIPU IIPOBENeHHI KOMOGiHOBaHOI
Teparil 3a JOIoMOroIo IerinboBaHOTo iHTEPdEepOHY anbdha-2b Ta pubaBipuny.

3acTOCyBaHHA IIpenapaTy Jligen” (kamcynu) y KoMm0OiHarii 3 inTepdeporoM anbda-2b (Tinbku y
CXeMi JTiKyBaHHS JBOMa IIpernapaTaMu).

Tpusasicmb mepanii npu 3acmocysaHHi iHmep@epory asbpa-2b.

Ha migcTasi pe3ysbTaTiB KIIIHIYHUX OOCIIIAXKEHb PEKOMEHI0BaHa TPUBAJIICTE JIIKyBaHHS CTAHOBUTHL HE
MeHIe 6 Micauis. ITig yac KIIiHIYHUX OOCHIAXKEHb, Y SKUX JIIKyBaHHS TPUBAJIO IPOTATroM 1 poky, y



Malli€HTiB, Y SKUX He JocsATaacs BipyCcooriyHa BigmoBigp micnis 6 micsuis nikyBanHsg (PHK Bipycy
renatuty C HUXK4Ye DPiBHS BUSIBJIEHHS), UMOBIPHICTh PO3BUTKY CTilKOI Bipyconoriuxoi Bignosigi (PHK
Bipycy renatuty C HUXX4Ye PiBHSA BUSBJIEHHS YIIPOMOBXK 6 MiCSAIIB MiCNg 3aKiHYEeHHS KypCy Teparil)
Oyna myKe HU3BKOIO.

Tenotun 1. [Ins malieHTiB, y 9Kux micnsg 6 MicsiiB nikyBaHHS He BusBnseTbcs PHK-BI'C, HeoOXinHO
IIPOJIOBXKYBATH JIIKYBaHHS IIPOTSITOM HACTYIHUX 6 MicAlliB (To6TO 3arasioM npoTsrom 1 poky).

Bynp-skuii iHmui resorun. [ TAIieHTIB, y AKUX MIiC/Id 6 MICALIB JIIKyBaHHS HE BUSBJIAETHCSA
PHK-BI'C, piieHHS IIpo MPOAOBXKEHHS JTiKyBaHHS 00 1 poKy 6a3yeThCs Ha iHIIUX
IIPOTHOCTUYHUX (paKTOpax (HampHKiaf Bik maiieHTa > 40 pokiB, 4010BiYa CTaTh,
MocTomoniOHuYM (Hidpo3 mediHKu).

Iitu (cxema JTiKyBaHHsI IBOMA IpenapaTaMH).

[TpumiTKa: malieHTaM, Maca Tifla IKUX MeHIle 47 KT, abo THM, XTO He MOXe KOBTaTH KallCyJIH,
IpU3HavaloTh pubaBipus 40 MI/MI y BUTTISAAL PO3YMHY OJIST BHYTPIIIHBOTO 3aCTOCYBaHHS.

To3y npenapaty JliBen® A miTei i MifiTKiB BU3HAYAIOTH 3a MaCOI0 Tijla, a f03y IerinTepdepoHy
anbda-2b Ta inTepdhepony anwvda-2b Bu3HaYalOTh 3a IJIO0IIEI0 TOBEPXHI Tina.

Ilo3ysaHHs 015 0imell npu KombiHOBaHOMY AiKYyB8aHHI 3 ne2inmepgepoHom anrvpa-2b.

JliBen® y mo3i 15 Mr/kr Ha 700y PEeKOMEHIYETLCS 3aCTOCOBYBaTH Y KOMOiHAaIIl 3 meriHTeppepoHoM
anbda-2b gmg migmkipHOro BBeeHHS y [103i 60 MKT/M° Ha THXKIEHb (Tabnuis 2).

[lo3yeaHHA 015 dimetl npu KOMOIHOBAHOMY ANiKYyBaHHI 3 iHmepgepoHom anbpa-2b.

V k7iHIYHUX JOCHIIXKEHHSX, TPOBENeHUX [ ITi€l TpyNu NalieHTiB, pubaBipuH Ta iHTepdepoH
anb(a-2b 3acTocoByBanu BigmoBifmHO Y go3ax 15 Mr/kr Ha go0y Ta 3 MIIH MO/m* 3 pasu Ha TUXKIEHb
(Tabmug 2).

Ta6muns 2. To3a npenaparty JliBen® auis miTel i migJIiTKIB 3a/1€2KHO Bifl MACH Tila IPH HOT0
3acToCyBaHHI y KoMbiHanil 3 inTepdeponoM anbda-2b abo nerinrepdpeporom anvda-2b

Maca Tina namjiesra (Kr) Ho6osa go3a npenapary Jlisen® [Kinbkicts kancyn no 200 mMr
47-49 600 mr 3 (1 BpaHIi, 2 BBeUepi)
50-65 800 Mr 4 (2 BpaHii, 2 BBeuepi)

> 65 Bipmosigae mo3yBaHHIO Anist gopocux (tabmuis 1)

Tpusasicmy aikyeaHHA dimet ma nidaimkia.

Fenorun 1. PekoMeHgOBaHa TPUBAJIICTh JIiKyBaHHS CTaHOBUTH 1 pik. Ha mifcraBi ekcTpanomsiii
KJTIHIYHUX JaHUX, OTPUMaHUX y NefiaTpii mpu KoMOiHOBaHOMY JIiKyBaHHI CTAaHAapTHUM
iHTephepoHOM (HOCTOBIPHICTb HETATUBHOI'O MIPOTHO3Y CTAHOBUTDL 96 % mins iHTepdepony anbda-2b y
koMmbiHanii 3 pubaBipuHOM), y TAI[iEHTIB, V IKUX He BUHUKIIa BipycosoriyHa BifmnoBins yepes 12
THXKHIB JIIKyBaHHS, HaBPS[ YU IIi3Hillle BAHUKHE CTiliKa BipyCOJIOTidyHa BignoBigb. ToMy OiTIM i
IifTiTKaM, SKUM IIPOBOJUTLCS JIiKyBaHHS iHTephepoHoM anbda-2b (merinkoBanuM abo
HeleriTboBaHuM) Yy KoMGiHaril 3 mpenapaToM JliBen®, peKOMeHAy€eThCA BifMIHATH TakKe JIiKyBaHHS,
aKmo dyepe3 12 tuxuiB nikyBanHs piBHi PHK Bipycy renmatuty C moHuxeHi Ha < 2 1og;, IOPIBHSHO 3




II0YaTKOBKM ITOKa3HHUKOM alo0 SKII0 Yepe3 24 TUXKHI TiKyBaHHA Bce Ie BUSIBNsIeThcsa PHK-

BI'C.

Cenorun 2 abo 3. PekoMeHI0BaHa TPUBAJIICTh JIiKyBaHHS CTAHOBUTH 24 THUKHI.

CeHorun 4. V KIiHiYHOMY OOCTiAXKeHH] TiKyBaHHS IeTiHTepdepoHoM anbda-2b y koMmbiHarii 3
pubaBiprHOM IPOBOAUIIY TiNTbKY 5 [AiTSIM Ta MifJIiTKaM i3 BipycoM reHortumny 4. PekoMeHoBaHa
TPUBAJIICTH JIIKyBaHHSA CTaHOBUTH 1 pik. [IiTAM i mifgjiTKaM, IKUM IPOBOSUTHCS JIIKYBaHHSI
neriarepdeporoM anbda-2b y koMmGinarii 3 npemapatoM JliBen®, peKOMEHAYEThCS BiIMIHUTH Take
JIiKyBaHHS, K10 Yepe3 12 TuxkHiB nikyBaHHS piBeHb PHK-BI'C 3meHmuBCs Ha < 2109, MOPiBHSAHO 3
II0YaTKOBUM IIOKa3HUKOM abo0 SKINo Yepe3 24 THXKHI TiKyBaHHS Bce Ile BUsABNsAeThCs PHK-BI'C.

Modudgikauis do3u das

Komb6iHosaHa mepanisi.

ecix nauienmiae.

[Tpy BUHUKHEHH] TAXKKO1 (hopMu T00IYHMX peakiiii abo IaToIoTiYHUX BiIXuUieHb ¥ 1ab0paTOPHUX
TMOKa3HKKaX Mif 9ac IpoBefieHHsI KoMOiHOBaHoi Tepamii npemapaTtoM JliBen” i merinTepdeporoM
ansda-2b abo inTepdheponom anbdha-2b yu npenapatom Jlisen®, nerinrepdpeponom anbda-2b i
OorenpesipoM ciig MoguikyBaTH 003y (IK BKa3aHO Y Tabmulli 3) 0o 3HUKHEHHS MO0iYHUX peakKIlii.
3HMXKEHHS 103U O0IenpeBipy He peKoMeHOoBaHe. BkasiBku 1ono Mmopudikariii mo3 6ynu po3pobieni
B XO[Ii KJTiHIYHUX HocmigxkeHsb (ouB. Tabnuino 3). OCKiTbKY TOTPUMaHHS CXeMHU JIiKyBaHHS MoxXe OyTH
BaXKJIMBUM [JI51 pe3ybTaTy Teparii, Jo3a Mae 0yTu 30epekeHa MaKCUMaJbHO 0JIM3bKOI0 [0
PEKOMEeH0BaHOl CTAaHAAPTHOL 103U, He MOXKHa BUK/IIOUUTY OTEHIINHY HETAaTUBHY [il0 3HUKEHHS
no3u pubaBipuHy Ha pe3yNbTaTh ePEeKTUBHOCTI.

Tabnus 3. PekoMeHpanii om0 KOpeKIlil 4031 3as1eXHO Bif 1a60paTOpHUX TapaMeTpiB

JTaGopaTopHi SHUXKEeHHS N000BOi [3HUKEeHHS M03U TiTbKU [[punuHeHHS

mapaMeTpu MO3M TiNTbKHU merinTepdepony anbda-2b |KomMOGiHOBaHOTO JIIKYyBaHHS Y
npenaparty Jlisen® [a6o iHTepdepony anbda-2b [pasi BusiBneHHs 3a3HaUEHO]
(muB. mpuMiTKy 1), [(IUB. IPUMITKY 2), KIO: [HUXKYe BEIHYMHHU: **
SIKII10:

['emoro0in <10 r/on - <8,5r/mn

[lopocii: BMiCT
reMoro6iHy y narieHTis i3
3aXBOPIOBAHHSAM CEPIIS B
aHaMHe3i, Ipu
crabinbHOMY mepebiry
[1iTH: He CTOCYETHCS (OUB.

BwmicT remornobiny

03H)

3MeHMuBCS Ha 3 2 r/On

pOTSroM Oymb-sIKuX 4 THKHIB IIifT Yac
ITiKyBaHHS (TIOCTiiiHE 3aCTOCYBaHHS 3HUKEHOI

< 12 r/on 4yepe3 4 TUXKHI
TTiKyBaHHS ITiCIIST 3HUXKEHHS
no3u

«Oco6IMBOCTI

3aCTOCYBaHHS»)

KinbKiCTh TeHKOLUTIB - <1,5x 10%n < 1,0 x 10%/n
KinbKicTs HeUTpodimiB - < 0,75 x 10°/n <0,5x 10%n

KinbKicTh TPOMOOIUTIB

< 50 x 10°1 (mopocri)
< 70 x 10°n (mitu Ta
TimTiTKY)

< 25 x 10°/1 (mopocri)
< 50 x 10°/1n (mitu Ta
TimTiTKY)

BwmicT npsimoro 6inipy6iny

2,5 x BMH*




BMicT HETPSIMOTO > 5 Mr/on - > 4 mr/on (mopoci)
Ginipy6iny > 5 Mr/on

(6inpire 4 TUXKHIB) (DiTH Ta
[TiITITKYA, SKUM IPOBOOUTHCS
TikyBaHHS iHTeppepoHOM
anbda-2b) abo

> 4 mr/on (6inbire 4 TUXKHIB)
(miTy Ta migJIiTKH, IKUM
MTPOBOUTHCS JTiKYBaHHS
merintepdepoHoM
anbda-2b)

> 2,0 mr/on

BMicT KpeaTuHiHY ¥
CUPOBATLi KPOBi
KripeHC KpeaTuHiHy

[IpunrHEHHS 3aCTOCYBaHHSA
JIIBEJI®, siKIIo KItipeHc
KpeaTuHiHy < 50 MJI/XB
AJIT/ACT - - 2 X 3HA4YEHHS I0YaTKOBOTO
piBHSA Ta > 10 X BMH**

* BMH - BepxHa MexXa HOPMU.

** Crtig KepyBaTHUCS iHCTPYKIISIMU 71T MEOUYHOTO 3aCTOCYyBaHHS OJis nerinTepdepory anbda-2b abo
inTepdepony anbda-2b mog0 peKkoMeH alii CTOCOBHO 3MiHY 03U Ta NPUNUHEHHS 3aCTOCYBaHHS
inTepdepony anvda-2b Ta nerinboBaroro iHTEPDEPOHY anvda-2b.

[TpumiTka 1. [17151 IOPOC/IKUX Nalli€HTiB Iepmuii pa3 mo3y Jlisen® 3amenmyoTs Ha 200 Mr Ha 100y
(3a BUHSTKOM ITAIli€HTIB, SKi MpuiMaioTh Ko3y 1400 Mr, mis HUX m03y HeoOximHO 3MeHIIHUTH Ha 400
Mr Ha go0y). ITpu HeobxigHOCTI 03y ciif 3MeHmuTH 11e Ha 200 mr Ha noly. [TamieHTH, TKuUM
3MeHmun go3y Jlisen® mo 600 mr Ha moOy, MaroTh npuiiMaTty 1 kKancyny 200 Mr BpaHI[i Ta 2 KancyJu
mo 200 Mr BBeUepi.

[15 miTel Ta MifJiTKiB, SKMM OIPOBOJUTLCH JIiKyBaHHA IpenapatoM Jlisen® y
koMOiHail 3 merinTepdeporoM anbda-2b, mepmmii pas Ko3y npenapaty JliBen® 3MeHIIYOTE 70 12
MT/KT Ha mo0y, a opyru# pas - 1o 8 Mr/kr Ha mo0y. 15 giTeit Ta mifiTKiB, SKMM IIPOBOAUTHCS
nikysaHHA npenapatoM JliBen® y kombinanii 3 inTepdeponom anbda-2b, 7o3y JliBen® 3MEHIIYIOTh [0
7,5 MT/KT Ha [00y.

IIpumiTKa 2. [1715 [OPOCIINX NAIiEHTIB, SKMM IPOBOAUTHCS JIIKyBaHHs npenapartoM Jlisen® y
KoMOiHal1lii 3 merinteppeporoM anbda-2b, nepinuii pa3 no3y nerintepdepory anbda-2b 3MeHIIyIOTh
no 1 MKr/KT Ha TuXnaeHb. [Ipu HeoOximHOCTI mo3y nerinTepdepony anvda-2b 3menmyoTs 10 0,5
MKT/KT Ha TUXK[IEHb.

[y miTeli Ta DiJiTKiB, SKMM IPOBOAUTLCS JiKyBaHHs npenapartoM JliBen® y koMmGiHarii 3
neriaTepdepoHoM anbda-2b, nepmmuii pa3 Ko3y nerintepdepony anbdpa-2b 3mMeHmyOTH 10 40 MKT/M’
Ha THXMEHb, a APYrMi pa3 03y merintepdepoHy anbda-2b 3MeHImyoTh [0 20 MKI/M° Ha
TUXK[EHb.

[T MOPOCNUX NAli€HTIB, a TAKOXK OJIS OiTeH 1 miAIiTKiB, SKUM IIPOBOOUTHCS JIIKYBaHHS IIpeliapaToM
JliBen® y xomGinauii 3 inTepdeponom anbha-2b, mo3y inTepdepony ambha-2b 3MEHIITyOTL BABiYi.

OxpeMi rpynu namni€Hris.



3acmocysaHHsA npu nopyweHHi pyHKuii HUPOK. Y 3B'A3KY 31 3HUKEHHAM BULUMOI'0 KIIIPEHCY
KpeaTuHiHY y MallieHTiB i3 mopyIeHHsAM GYHKIII HUPOK (papMaKoKiHeTuKa pubaBipuHy y
TaKUX IaIli€HTIB 3MIHIOETHCSA. TOMYy PEKOMEHIOBAHO OLIHIOBATU (PYHKIIi}0 HUPOK Yy BCiX
MalieHTiB [0 OoYaTKy Teparmil mpenaparom Jlisen®. INanieHTaM i3 KIipeHCOM KpeaTHHIiHy
Huxk4e 50 MJI/XB He CIIif JIiKyBaTHCs npenaparoM Jlisen®. [TamieHTaM i3 HOPYIIEHHSIM HAPKOBOI
GYHKIII CITif TPOBOOUTH pPeTeIbHUY OTJISA MO0 PO3BUTKY aHeMil. fKI0 KOHIIEHTpallis KpeaTHuHIHY y
CUpoBaTLi KpoBi 30inbuuThcst go > 2,0 Mr/gn (tabnuus 3), HeoOXiIHO MPUNUHUTY 3aCTOCYBaHHS
JliBen® Ta nerintepdepory anbda-2b abo inTepdepony ambda-2b.

3acmocysaHHA npu nopyweHHi pyHKUil nevinku. PapMaKOKiHETUYHOTO BIUIMBY puOaBipuHy Ha
GYHKII0 TeYiHKY He BUSIBIEHO. TOMY [J1d IALi€HTIB i3 MOpyLIIeHHAM (QyHKIIII nedinku Mogudikamisa
mo3u npenapaty JliBen® He moTpibHa. 3acToCyBaHHS prOaBipUHy IPOTUIOKA3aHO IPHU TAXKKIl
nuchyHKI nedinky abo Ipu IeKOMIIeHCOBAaHOMY IIMPO3i MeYiHKH.

3acmocysanHs nauieHmam AimHbo20 8iky (° 65 pokis). ABHOI 3a71e2KHOCTI (hapMaKOKiHETUKHU
pubaBipuHy Bif BiKy Hemae. OfHaK, SK i y MOJIO[LINX MAIliEHTiB, PEKOMEHI0BAHO OLIiHIOBATH
GYHKITI0 HUPOK [0 IIOYATKY Teparii mpemapaToM JliBen®.

3acmocysanHsa nayienmam sikom 0o 18 pokis. Jlisen® y xomGiHalii 3 merinreppeporom anbda-2b
abo iHTepdepoHoM anbda-2b mpu3HayaTh AiTAM BiKOM Bif 3 PoKiB Ta migmiTkaMm. Bubip cxemu
JIIKyBaHHS 3aJ71€KUTh Bifl iIHOUBINyaTbHUX XapaKTEPUCTUK NalieHTa. be3neky Ta eeKTUBHICTh
npenapaty JliBen® y komGinanil 3 iHmmmu GpopMamu iHTepdHepoHy (To6TO KpiMm ambha-2b) s miel
KaTeropil Mali€eHTiB He OIiHIOBAJIH.

3acmocysaHHA nauieHmam i3 cynymuwvoto BlJI-iH(pexuiero. Y naLieHTiB, SKi OTPUMYIOTh Tepalliio
HYKJIE03UOHUMHU iHTi6iTOpaMu 3BOPOTHOI TPAHCKPHUIITa3u Yy KOMILIEKCi 3 KoMbOiHalliero pubaBipuny 3
nerinTepdpeponom anbda-2b abo inTepdheporoM anbda-2b, Moxke 3pocTaTH PU3UK MITOXOHIPiaTbHOI
TOKCHUYHOCTI, TAKTOALIM03y Ta ITe4iHKOBOl HeJocTaTHOCTI. [Ipu npu3HayeHHi Takol Teparii Cif
TaKOX KePyBaTUCS IHCTPYKIIE AJI MEQUUYHOr0 3aCTOCYBaHHS BiNOBITHUX aHTUPETPOBIPYCHUX
Ipenaparis.

Himu.
PicT i po3BUTOK (OiTH i MiOTITKA).

YrponoBx Kypcy KoMGiHOBAHOTO JIiKyBaHHS iHTEPhEPOHOM (CTaHOAPTHUM i
NeTiboBaHKMM)/pubaBiprHOM TPHUBaJiCcTIO 48 THUKHIB y IallieHTiB BikoM Bif 3 7o 17 pokiB yacTo
CIIOCTepiranucs 3HUKEHHS MacCH Tina i ynoBiIbHeHHS pocTy. HagBHI maHi 3a TpuBainy mnepiox
BiTHOCHO JIiKyBaHHS IiTe# KOMOiHAIli€I0 IerimboBaHOTo iHTepdeporHy/prubaBipuHy TaKOXK CBiTYaTh
IIPO iCTOTHE YIOBIIbHEHHS POCTY. Y TPETHHMU Ialli€HTiB CIIOCTEPIraaocs 3HNUKEHHS IIPOLIEHTUII
POCTYy, 110 BifIOBifae Biky Ha > 15 IpOLEHTUNISA 4epes

5 POKiB MiCNg 3aBepIIeHHS Teparil.

HasBHi maHi 3a TpuBaimmii nepion niKyBaHHS fgiTelt KoMOiHalli€l0 CTaHOAPTHOTO
inTepdepony/prubaBipuHy TaKOXK CBilYaTh IPO iCTOTHE YIOBIIbHEHHS POCTY (3HUKEHHS MTPOIEHTUIIS
pocCTy Ha >15 MOPiBHSIHO 3 TOYATKOBUM ITIOKA3HUKOM) y II'ITOl YaCTUHU HiTeH, HaBiTh AKIIO
JIiKyBaHHS 3aBepuInocs Oinbiie 5 PoKiB ToMy, y OilbIIOCTI 3 IKKUX Y OPOCTIOMY Billi 36epiraBcs
nediuT moka3HUKa pocTy > 15 nponenTunsg yepe3 10 - 12 pokiB micnsg 3aKiHUYeHHS TiKyBaHHS.



IHOuBidyanvHa ouiHka Kopucmi/pusuky y dimetl.

OuikyBaHy KOPHUCTh IIPY JIiKyBaHHI CIIiJ] PETEIbHO 3iCTaBUTH 3 aHUMHU 3 O€3MeKU, OTPUMaHUMU Y
KJIIHIYHUX JOCHIAXKEHHSX 3a y4acTIo [AiTei 1 migmiTKiB.

- BaxnuBo BpaxoByBaTH, 110 KOMOiHOBaHa Teparis iHgyKye 3aTPUMKY POCTY, IO IPU3BOAUTH [0
IIOHUKEHOT'0 TI0Ka3HUKa 3POCTY Y AesIKUX MallieHTiB.

- Pu3uk crif 3iCTaBUTH 3 TAKUMU XapaKTEePUCTUKaMU 3aXBOPIOBaHHS y OIUTUHU, SIK 03HAKU
IpOrpecyBaHHs 3aXBOPIOBaHHS (0c06/1KMBO (i6pO3), CYIyTHI 3aXBOPIOBAHHS, IKi MOXKYTh HETAaTUBHO
BIIJIUBATY Ha NIPOTPeCyBaHHS 3aXBOPIOBaHHS (Hampukiapn cynyTHs BlJI-iHdektis), a TakoxX i3
IIPOTHOCTUYHUMU YMHHUKAMU BiTHOCHO BipyCOJIOTiYHOI BigmoBifi (reHoTun Bipycy remaTtuty C i
BipyCHe HaBaHTaXKEHHS).

fKII10 MOXKJIMBO, TiKYBaHHS OUTHUHMU CIIi[l TPOBOMUTH ITicIs MyOepTaTHOTO CTpubKa pPocCTy,
1100 TTOHU3UTH PU3UK 3aTPUMKH POCTY. Xo4a HaHi oOMexkeHi, He CIIoCcTepirasocs 03Hak
BiijaJIeHUX HACJIiIKIB BiTHOCHO CTATEBOTr0 [03PiBaHHS IIPOTITOM D POKIB IIOOAIbIIOTO
CIIOCTEPEXEHHS.

[IpuGnusno y 12-21 % mited, SKi 0TpEMyBasK JTiKyBaHHs npenapaToM JIIBEJI® Ta inTepheporoM
anb®a- 2b (merinmboBaHUM i HENETiMbOBAaHKUM), crioCcTepiraaocs migsuieHHs piBug TTT. [TpubnusHo y
4% TallieHTiB CIIOCTepiranocs TPaH3UTOPHE 3HUKEHHS PiBHS FOPMOHY (HUXKYe HUXKHBOI MexXi
HOopMH). [Tepen moyaTKoOM 3acTOCyBaHHS iHTeppepoHy anboda-2b cnig BusHauutu pisHi TTT. [Ipu
BUSIBJIEHHI OyIb-IKOI IIaTOIOTii 3 60Ky IMMTOBUIHOI 3a71031 IMPOBECTH CTAHAAPTHE JiKyBaHHS. AKIII0
piBens TIT BOaeThcs MigTpUMyBaTH MeOUKaMEHTO3HOIO Tepalli€l0 Ha HOpMaJlbHOMY PiBHI, MOXKHa
Io4aTH JIiKyBaHHS iHTEep(depoHOM anbda-2b (merinboBaHUM i HemerinboBaHuM). CriocTepiranocs
nopyueHHs: GpyHKIII IUTOBUAHOI 381031 B XOfi NiKyBaHHA mpenapaToM Jlisen® i inTepdeporom
ansda-2b, a Takox npenapartoM JliBen® i merintepdeponom anbda-2b. IIpu BusBIeHH] aTonorii 3
00Ky IMUTOBUIHOI 3a7I03U CJIiJ BU3HAUYUTHU TUPEOIAHUM CTATyC i TPOBECTH BiATIOBifHEe NTiKyBaHHSI. Y
OiTel i MiAmiTKIB CHIi KOHTPOMIOBATH (QYHKINIO IITUTOBUOHOI 3a/1031 KOXKHIi 3 Micslli (30KpeMa
BHM3Ha4daTH piBeHb TTT).

ITepedo3yeaHHs.

Cxema niKy8aHHA mpboMa npenapamamu. [IUB. IHCTPYKIIIO AJI1 MEIUYHOI'0 3aCTOCYBaHHSA
Ooremnpesipy.

Cxema niKysaHHA 08omMa npenapamamu. Bigomui MakCUMabHUM PiBeHBb ITepefo3yBaHHA
JiKapChKOT0 3ac00y JliBen® mig vac IIPOBEMIeHH KIIiHIYHUX AOCHiAXeHb cTaHoBUB 10 r (50 Kamcyn
no 200 mr) pasom i3 39 M MO inTepdepony anbda-2b y BUrnsani po3uuHy A iH’ €Ki

(13 migmkipaux in’ekniit mo 3 maH MO). Taky KifbKiCTh 3 METOI0 CaMOryOCTBa NPUUHSIB TAI[iEHT
npoTAaroM fHS. [lallieHT crmocTepiraBcs 2 OHi y BiffineHHi HeBigK/IagHOI Teparlii; 3a el 9ac
JKOOHUX MOGIYHUX peakilil, 0B’ sI3aHUX 3 IIepeio3yBaHHIM, Bil3aHaueHO He OyII0.

ITo6iuni peakuii.



Pe3srome npoginio 6esnexu

CytTeBoio mpobemMoio 0e3neKy 3aCTOCyBaHHS pubaBipHHY € TeMOJIiTUYHAa aHeMis, 1110
BUHUKAE B MEPIIIi TUXKHI JTiKyBaHHA. ['eMOJIiTUYHa aHeMis, II0B’sI3aHa 3 Tepalli€lo JTiKapChbKUM
3aco6om JliBen®, MOXKe MMPU3BECTH [0 MOPYIIIeHb CepIeBoi QyHKIIil Ta/ab0 3aTOCTPEHHS
HasIBHUX CEPLIEBUX 3aXBOPIOBaHb. Y NeAKHUX IMAIll€HTIB TAKOXK CIIOCTEPIraaoCh MiABUIIEHHS
PiBHSI CEYOBOI KMCJIOTH Ta HempsMoro 0inipy0iHy BHACIiIOK reMoTi3y.

[ToGiyHi peakilii, mepepaxoBaHi B IIbOMY PO3[iJli, TepeBazKHO MOB’sI3aHi 3 KIiHIYHUMU
MOCIiIXXKEeHHSIMH Ta/a0o CTany BiTOMUMM i3 CIIOHTAHHUX ITOBiTOMJIEHB, KOJIU prOaBipuH
3aCTOCOBYyBaBCs B KoMOiHallil i3 iHTephepornoM anbda-2b a6o merintepdeporom ambha-2b.

3acmocysaHHs pubasipuHy 8 kombiHauii 3 npomusipycHuMu npenapamamu npsamoi 0ii (ITITI1)

Ha mipcTaBi maHux 3 0e3MeKky, OTPUMaHUX V XO[Ii KITiHIYHUX OOCITiIXKeHb, TPOBENEeHUX 3a
y4acTIo opociux, skuM 3actocoByBanu I[ITIT1]] y komOiHamii 3 pubaBiprHOM, HalYaCTillIUMU
moOIYHUMH peakllisiMH, OB’ sI3aHUMHU 3 pubaBipuHOM, Oy aHeMis, Hy0oTa, OJII0BaHHS,
aCTeHisl, CTOMJIIOBaHiCTh, 6€3COHHS, Kalllellb, 3adUIlKa, CBepbixk. 3a BUHATKOM aHeMil,
OinpiIicTh nMX HeOaXKaHUX peakliii He OyJIM CepHO3HUMH i yCyBanuch 6e3 MpUNUHEeHHS
JIIKyBaHHS.

[HpopMmallito Tpo HogaTKoBi HebaxkaHi eheKTH, IIPO SKi MTOBIOMIISANIOCS IIPX 3aCTOCYyBaHHI
ITUX TIpernapariB, HeoOXiMHO DUBUTUCE Y BiAMOBITHUX iHCTPYKIISX Ha JTiKapChKi 3acobw, 1110
3aCTOCOBYIOThCS Y KOMOiHalii 3 pubaBipuHOM.

[TopOoCTi HallieHTH.

Cxema niKyBaHHA mpboma npenapamamu.
Crip 03HAMOMUTHCS 3 iIHCTPYKIIi€I0 OIS MEIUYHOTO 3aCTOCYBaHHS OOIempeBipy.
Cxema niKye8aHHA 08oMa npenapamamu.

Y nmatieHTiB, SKMM IIPOBOAMIIM JTiKyBaHHS prubaBipuHOM Y KoMOiHalii 3 inTepdpepoHoM anbda-2b
Yyepes3 pelufuB IIicis MonepefHbOro JIiKyBaHHA iHTEphepoHOM, ab0 SKUM ITPOBOAUIIN JIiIKYBaHHS
IIPOTSATOM KOPOTIIIOTO TIEPioAy, MOXKe CIIoCTepiraTucs Kpauwmi npodins 6e3neku, HixK TOH, 110
ONUCYETHCS HUXKUE.

Ingexuii ma ineagii. BipycHa iHdekis, hapuHTiT, Ha30papUHTIT, CTPENTOKOKOBUY (hapUHTIT.
BakTepianbHa iHGeKIig (BKTI0Yaun cercuc), rpubkoBa indexiis, rput, iHpeKIis pecnipaTopHUX
IINISXiB, JIeTeHeBa iHQeKIis, OPOHXIT, MHEBMOHIS, IPOCTUY TrepIiec, CUHYCUT, CEPeHil OTUT, PUHIT,
iH(eKIIig ce4oBUBIgHUX IUISAXIB, BaTiHiT. [HQeKIis y micii iH'eknii, iHdeKIlig HUXKHIX pecrmipaTopHUX
miaxiB. OpanbHUYM KaHOUA03, abciiec 3yba, OpaiibHUM reprec, IPOCTUM replec, TaCTPOEHTEPHUT.
Ackapupos, eHTepo6io3, onepizyBasbHUM JTHUILIAN, HEJTIONIT.

HoeoymeopeHHs 000posiKiCHI, 3/1051KICHI ma He8U3HAayeHi (8KAUAYU Kicmu ma nojinu).
HoBoyTBOpEHHS HEBU3HAYEHE.

3 6oky Kpoei ma aimpamuyHoi cucmemu. AHEMis, HEUTPOIIEHisd. ['eMOJIiTHYHa aHEeMis,
NEeWKOTEHis, TPOMOOLMTONEHIS, miMbameHonaTis, miMponeHis. AnnacTudyHa aHeMis.
CnpaBXKHS epuUTpPOIMTapHA anasis, igionaTuyHa TPOMOOIIUTOIEHIYHa ITYPITyPa,



TpoMOOTHYHA TPOMOOLIUTOIIEHIYHA TypIypa. 3HUKEHHS KinmbKoCTi niMmdoruTis CD4.

3 6oky imyHHOI cucmemu. MeguKaMeHTO3Ha TinepuyTiauBicTs. CapKoifo3, peBMaTOIgHUN
aptput (Bnepire abo 3aroctpeHHs). CuagpoMm ®orrta - KosHari - Xapagu, CUCTEMHUM
YepBOHMM BOBYAK, BACKYJIIT, peakllil roCTPOIl TinepuyTIUBOCTi, BKIIIOUAIOUYX KPOIUB' THKY,
aHTiOHEBPOTUYHUY HabpsK, OpoHxXOCMIa3M, aHadinakciio.

3 60Ky eHOokpuHHOi cucmemu. I'iIOTUPEO3, TIIEPTUPEO03, BipUJIIi3M.

3 boxy memaboniamy i xapuyeaHHsa. AHopekcis. ['inepriikemis, rinepypukemis, mogarpa,
rifmokanblieMis, gerigpartalis, MOCUJIeHHS alleTUTY, 3HUKEHHS alleTUTy, MOJIOYHOKHACINY allufi03,
MiTOXOHIpiambHa TOKCUYHICTE. LlykpoBuii miabeT, rineptpurniuepunemis. Habyra nimoguctpodis.

IIcuxiuHi po3aadu. [lenpecis/menpecuBHUN HACTPIii, HECIOKiN, TPUBOTA, EMOIIiliHa
HecTalibHiCTh, 6e3COHHS, COHNMMUBICTh. CyilluanbHi IyMKY, IICUX03, arPecisi, arpecuBHa
IIOBeMiHKa, CIIJTyTaHiCTh CBIIOMOCTI, CXUNIBHICTh A0 adeKTy, aXKHuTallisl, THiB, 3MiHa
OBEIiHKY, 3MiHA HAaCTPOIO, eMOlliifHa HeCcTabiIbHICTh, eMOlIiiHi po3Tamy, He3BUYHA
TIOBe[IiHKa, HEPBO3HICTh, IIOPYIIEHHS CHY, COMHaMOYJ1i3M, 3HUKEHHS JTi0iflo, amarTisi, cTpax,
HiYHi KOIIMapu, He3BUYHI CHHU, MITaKcuBicTh. Cripoba camorybCcTBa, Halaf MaHiKu,
ramounHanil. bimonapaui po3nan. Cyinup. [JymMKu npo BOMBCTBO, MaHil, 3MiHa PO3yMOBOTO
cTarTycy.

3 6oky Hepseosoi cucmemu. ['omoBHUY 0inb, CHHKOIIE, 3allaMOPOYEHHS, CYXiCTh y POTI,
3HMXKEHHS KOHIIEHTpallil yBaru. AMHe3is, IOpYIIeHHs aM’ gTi, 3allaMOPOY€eHHs, MirpeHb,
aTakcis, mapecresis, fuc(hOHisg, BTpaTa CMaKOBUX BiIUYTTiB, rinecresid, rinepecresis,
rinepkiHesis, rinepTOHIsA, COHJIUBICTD, [IOTAHA AKICTH CHY, IOTIPIIEHHS YBaru, TPeMOop,
nucresisi. Hetiponartisi, nepudepruna Heriponarisi. Cynomu. LlepebpoBacKynsgpHa
reMoparis, nepe6poBacKyIspHa ilemist, eHiledasnomnaris, moliHexponaTis. JIMIboBUH
mmapajid, MOHOHeWponaTisa. HeBpainris, neraprisi, ICUXOMOTOPHA TiMepaKTUBHICTE.

3 60Ky opaaHie 30py. IloripineHHs 30py, HEYITKICTL 30py, KOH IOHKTHBIT, IOOpPa3HeHHs ouel, 6inb B
o4ax, IOPYIIeHHs TOCTPOTH 30Dy, MATOJIOTiUHI 3MiHM TOCTPOTH 30pY, MOPYIIEHHS 3 OOKY CITi3HUX
3as103, cyxicTh ouyei. KpoBoTeya y CiTKiBIi, peTuHOMATIl (BKII0Yaouyu MaKyISpHUN HaOPsK), OKITI03is
apTepii CiTKiBKM, OKJII03is BEHU CiTKiBKM, HEBPUT 30POBOT0 HEPBA, MAMiNIpHUM HAaOPSK, 3HUXKEHHS
TOCTPOTH 30py a0 3BYyKEeHHS I0JIT 30pYy, eKCYAaTH CiTKiBKU. ['eMoparia y KOH IOHKTHBI, CBepbixk
oueii, kepatut, ¢oTodobisi. Cepo3He BifglapyBaHHS CiTKiBKH.

3 6oky opaaHis cayxy. Bepturo, ocnabieHHs/BTpaTa CIyxy, LIyM y ByxaX, 6inb y ByxXax.

3 boky cepus. [MampmiTaris, Taxikapmis. [HpapkT miokapma. Kapmiomionarisi, aputwmis. lmeMivHa
xBopoOa cepus. [lepukaphianbHUM BUIIT, IepUKaPIUT.

CyOunHi po3snadu. ApTepianibHa TillOTEH3is, apTepianbHa rinepTeHsis, 0igicTh, TPUIINBH.
Backymit. [lepudepuyHna imemis.

3 60Ky opaaHie OuxaHHs, 2pyOHOI KaimKu ma cepedocmiHHA. 3afuIlKa, TaximHoe, Kamrenb. HocoBa
KPOBOTeYa, OPYIIEHHS OUXaHHS, TAXKKe OUXaHHS, 3aCTill Y QUXaIbHUX 1IJIsSXaX, 3aCTiil y CUHYyCaX,
3aKIafeHiCTh Hoca, IUCKOMGOPT y HOCI, TOApa3HeHHS y HOCI, YXaHHS, PUHOpeS, IOCUTIEHHS CeKpellil
BEPXHIX AUXaJIbHUX IUISAXiB, O6i/Ib Y TOPJIi Ta TJIOTI, HEIPOAYKTUBHUM Kalllenb. JlereHeBui
iHQinbTPAT, MHEBMOHIT, iHTEPCTHUIIaIbHUY ITHEBMOHIT.



3 60Ky wayHK0BO-KUWK08020 mpakmy. [liapesi, O10BaHHSA, HYJ0Ta, LITYHKOBO-KUIITKOBUM
po3nap, 6inb y XKUBOTi, OiNb Y BEPXHil YaCTUHI XKUBOTA, IUCKOMDOPT y MITyHKY. Bupa3koBuit
CTOMATHUT, CTOMATUT, ahTO3HUM CTOMATUT, BUPA3KM Y POTi, KOJIT, 6ifib Y MpaBOMY BEPXHbOMY
KBaJIpaHTi XKMBOTA, QUCIIEIICis, racTpoe3odareanbHuil peQaioKC, TIOCUT, XeUITIT, XeUo3,
3OYTTS XKUBOTA, KPOBOTEYA SICEH, TiHTiBIT, YacTi pigKi BUIOPOXKHEHHS, 3yOHI TOPYIIIEHHS,
3yOHuit 6inb, Oib Y POTIi, 3aKpen, peKTalbHe MOPYIIeHHs, MeTeopu3M. [laHKpeaTHuT.
[memiynuii KomiT. Bupa3koBuii KomiT. [TopyineHHS 3 00Ky IepiogoHTy, CTOMATOIOTiYHi
IIOPYLIEeHH, MirMeHTallid I3UKa.

3 6oky eenamobiniapHoi cucmemu. TTopyuieHHs QYHKINI IEeYiHKH, TellaTOMeTatis, XKOBTIHUII,
rimepObinipybiHeMis, ITUTOMITUYHNUM TemaTUT. ['emaTOTOKCUYHICTD (BK/II0Ya04y JeTabHi
BUIIATIKHU).

3 6oky wkipu i nidwkipHux mkaHuH. OO6nMuUCiHHS, cBepbixk, cyxicTh mIKipH, Bucuil. I1copias,
IIOCUJIEHHS IICOpia3y, eK3eMa, peakiis (OTOUYTIUBOCTI, MaKy/I0Many/1b03Hi BUCHUIIH,
epUTeMaTO3HUU BUCUII, HiYHa IITIUBICTS, TIIEPriapo3, JepMaTUT, akHe, PyPYHKYI,
epuTreMa, KPONIUB'IHKA, CUHEllb, [IiIBUIlIeHA [IiTJIUBICTh, 1aTOJIOTiYHi 3MIHU CTPYKTYPHU
BOJIOCCS, TIOPYIIEHHS 3 OOKY HIrTiB, MOPYyIIeHHs 3 00Ky IIKipu. 3MiHa KOIbOPY LIKipH,
IIirMeHTallisl, aTOMiYHuM IepMaTuT, ekcdomiarisa mkipu. [Ikipauit capkoigo3. CuHAPOM
CriBeHca - [[’)KOHCOHA, TOKCUYHUY elligepMalbHAN HEKPOJIi3, My/IbTU(POPMHa epUTEMaA.

3 60Ky ckesnemHo-M’ 5130801 cucmemu ma cno/AyyHoi MKaHuUHU. ApTparis, Miaris, CKeJIeTHO-
M's130BuH 6ifib. ApTpUT, 6inb y CIIMHI, cynoMu M's13iB, Oilb y KiHIIiBKaX, KOHTPAKTypa M'si3a.
Binb y KicTKax, cnabkicTs M's13iB. Pabnomionis, Mio3uT.

3 6oky HUpPOK i ceyosusiOHuX wasAxie. HacTe Ce4OBUINIYCKaHHS, IOJIiypis, MAaTOJIOTiYHi 3MiHU
KOJIbOpy cedi. EHype3, mopylIeHHsI CEUOBUIYCKaHHS, HETPUMaHHS Ccedi, IPOTelHypis.
HupkoBa HemOCTaTHICTh, IOPYIIEeHHST QPYHKIIii HUPOK. HeppoTuyHUM CUHAPOM.

3 6oky penpodykmueHoi cucmemu ma Mo/A0YHUX 3a103. ZKIHKY: aMeHOopesi, MEHOparis, IOPYIIeHHSs
MEHCTPYaJIbHOTO LUKy, AUCMeHopes, 6ifb y Tpyasx, IopyIIeHHs 3 00Ky SI€UHMKIB, BariHalbHi
nopyieHHs. YonoBikY: Oinb y TECTUKYJaX, iIMIIOTEHIiS, IPOCTATUT, €PEKTUIbHA AUCHYHKIIIS.
CraTeBa gucdyHKIis (6e3 yTOUHEHHST).

CucmemHi po3aadu ma peakuii y micyi iH’exuii. 3amaneHHs y Miclli iH’eKIlil, peakilis y MicIii iH’eKiiii,
0inb y Micti iH’ek11il, cBepOixK y MicIi iH’€KIIil, BUCUN Y MicIli iH’€KIIil, CyXiCTh y Micli iH’ek1ii,
3aTBepOiHHSA y Micui iH’exuil. ITigBuIleHa BTOMITIOBAHICTD, BiIUYTTS X010y, 03HOO, MmipeKcis,
rpunononibHi CUMIITOMM, aCTeHisl, APaTiBIUBiCTh. Binb y rpymHil kimitii, guckoMdopT y rpyoHin
KJTiTili, HaOpsK, nepudepuunuil HabpsK, O6isib, He3yKaHHS, HE3BUYHE CaMOIIOYyTTs, ciupara. Habpsk
o0nuyys, 6inb o6nuyys. Epurema abo HEKPO3 y MicIli iH’eKiii.

Pe3ysivmamu obcmediceHb. 3MEHIIIEHHS MacH Tina. 3MeHIIeHHS MIBUAKOCTI POCTY (3HUXKEHU 3picT
i/abo Maca Tina [y maHOTO BiKy). 3aTpUMKa POCTY (3MEHIIeHUY OCTAaTOYHUW ITOKa3HUK 3POCTY Y
mopociomy Bini). CeprieBuii myMm. 30iblIeHHS PiBHS raMMa-T/II0TaMinTpancdepasu, 30inbIeHHS
piBHS amina3u y KpoBi, 30ibIIeHHS PiBHS MOJIOYHOI KMCIIOTH Y KPOBi, 30i/IbIIIEHHS PiBHS

Jinasy. 36inbmenns piBas TCI' y KpoBi, 30inbIneHHs piBHSA TUPOTI00YIiHy. HasgBHICTH
QHTUTUPEOINHUX QHTHUTIII.

Tpasmu, ompyeHHA ma npouedypanbHi YyCKAaOHeHHA. TIonpsSnrHY Ha MKipi, KOHTY3is, 3a0iil.



Ieski moOiYHi peakiiil, III0 € XxapaKTEPHUMHU AJIS JIiIKyBaHHS iHTepPEpPOHOM, Ta MPOo SKi
TIOBIIOMJISITIOCS. ¥ KOHTEKCTi JliKyBaHHA renatuty C (y kombiHarlril 3 pubaBipuHOM), TaKOXK
Oynu HaBeneHi Buine. Kpim Toro, mobiuHi peakiiii, 110 MoXyTh OyTH 110B’sI3aHi 3
MOHOTepari€k iHTepdhepoHOM, BKa3aHi ¥ BiflIOBigHUX pO3Mdinax B iHCTPYKLIAX AT
Me[NYHOT0 3aCTOCYBaHHS MIpemnapariB nerinTepdepoH anbda-2b Ta inTepdepon anbda-2b.

I3 3acTocyBaHHAM amnbGa-iHTepdhepoHiB OB’ A3yI0Th BUHUKHEHHS ¥ iHIIKUX HebakaHUX e(PeKTiB 3 OOKY
IIHC, BkJI0O4a04¥ arpeCUuBHY IIOBEHiHKY, CIIyTaHICTh CBIIOMOCTI Ta IIOPYILIEHHS MEHTaIbHOT 0
CTaTycCy.

Tsxki mopymenns 3 60ky ITHC, oco6nuBo menpecis, cyiuuganbHi IyMKU Ta CripoOu caMory0cTBa
CIIOCTePiralmThCs Y AesKUX NalieHTiB mix yac KoMOiHOBaHOI Tepamil pubaBipuHoM i nerinTephepoHoM
anbda- 2b abo inTepdheporom ambda-2b.

I3 3acTocyBaHHsSM pubaBipuHy Ta iHTEPdEpOoHy anbdha-2b pigKo moB’s13yI0Th BUHUKHEHHS
aHKPeaTUTy, AyXKe PigKo - aljlaCTUYHOl aHEeMil.

MynsTudopMHa epuTeMa, cuHOPoM CTiBeHCa - [[2KOHCOHA i TOKCUYHUM ellifjepMaibHIUN HEeKpPOoJli3
MOXKYTh BUHUKATH IIPX 3aCTOCYBaHHI KoMOiHOBaHOI Teparrii 3 nerinteppeporoM anbda-2b.

[Tpu 3HUKEHHi reMor1o6iHy, KiTbKOCTi JIeMKOIUTIB, TPOMOOIUTIB, HEUTPOGIIiB, a TAKOXK MIPHU
36inbIneHHi piBHS 6inipy0iHy MoXKe 3HagOOUTHCS 3HUKEHHS N03U ab0 MPUIMHEHHS JTiKyBaHHS.

3HUKEHHS KOHIIeHTpallii reMorio6iny 6inbir Hix Ha 40 r/mn crioctepiraetses ¥y 30 %
TallieHTiB, TKUM ITPOBOOUIN NMiKyBaHHS pubaBipuHOM i nerintepdeporom anbda-2b, Ta y 37
% TallieHTiB, AKMM IIPOBOAUTHLCS IiKyBaHHS pubaBipuHOM Ta iHTEpdEepoHOM anbda-2b.
3HMKEHHS KOHIIeHTpalii reMornob6iny mo piBHsa Huxk4Ye 100 r/on cioctepiraetsca y 14 %
IOPOCUX MalieHTiB Ta y 7 % [iTel Ta MiATiTKiB, SKUM IPOBOJUTHCS JTiKyBaHHSA PUOaBipruHOM
y KoMOiHarii 3 nerintepdeponoM anbda-2b abo 3 iHTepdhepoHoM anbda-2b.

BinbmricTh BUMIaAKiB aHeMil, HEUTPOIIEeHil Ta TpoMOouuTONEHil € cnabko Bupaxenumu (I - II
CTymiHb 3a Kinacudikariiero BOO3). Kinbka BunaakiB 0inbIll BUpaxkeHOi HEUTPOIEeHil
CIocTepiranaucs y malli€HTiB, SKUM IIPOBOAUIIH JIiKyBaHHS pubaBiprHOM i nerinteppepoHoM
anbda-2b (21 % - I1I ctymine; 7 % - IV cTymins 3a knacugikamieio BOO3); ay 7 % maili€eHTiB
crioctepiranacs neukonesis III cTynens.

[ToB’si3aHe 3 TeMOJTi30M IiABUINEHHS PiBHSA CEY0BOI KMCJIOTY Ta HEMPSAMOro OinmipyOiHy mmif
Yac KJIHIYHUX JOCIiAKEHb CIIOCTEePIraeThCsl Y HE3HAYHOI KiJTbKOCTI MAIli€HTIB, IKUM
IIPOBOMANIIM JIiKyBaHHS pubaBipuHOM y KoMOiHallil 3 nerintepdeporoM anbda-2b abo
iHTepdeporoM anbda-2b, ame yepes 4 THUKHI MiC/A 3aBEPILIEHHS JTiKyBaHHS 11l TapaMeTpu
IIOBEPTAIOTHCS [0 MOYAaTKOBUX BenuunH. Cepeq Malli€HTIB i3 MiABUIEHNM PiBHEM CEY0BOI1
KHCJIOTH Y TyKe HeBeJIUKOI KiTbKOCTI MaIliEHTiB, IKUM ITPOBOOUIN KOMOiHOBaHe JTiKyBaHHS,
3’ABUJIKCS KJIiHIYHI 03HAKM IIOfIarpH, ajie y XKOJHOMY TakKOMy BUIIQ[IKy He MOTPiOHO OyI0
3MiHIOBaTH 103y a00 MPUNUHSATH JTiKyBaHHS.

[lamieHTH i3 cynyTHBOW BlJI-iH(eEKITiE.

Y namienTiB i3 cynytHbo10 BlJI-iHbeKIi€to, fKi mpuiiMany pubaBipuH y KoMOiHalii 3
nerinTepdeporom anbda-2b, iHIMUMY MOOIYHEMY peakLisiMu (1[0 HE CIIOCTEPIranucs y
TaIfieHTiB i3 MOHOiH(DeKITi€0 BipycHoro renatuty C) Oyau HaCTyIHi: OpaTbHUN KaHIUI03,



HalyTa ninoguctpodis, 3HUKEHHS KiNbKOCTi miM@ouuTtiB CD4, 3HUKEHHS aleTuTy,
30inbllIeHHS PiBHS ramMMa-ToTaMinTpaucdepasy, 6inb y criuHi, 30iNmblIeHHS PiBHSA aMina3u y
KPOBIi, 30i7bIIIEHHS PiBHSA MOJIOYHOI KUCJIOTH Y KPOBI, IIUTOJITUYHUIM renaTuT, 30iNblIeHHS
PiBHA 7linta3u Ta 6iflb y KiHIIBKaX.

MimoxoHOpiaabHa moKcuuHicme.

Y BlJI-iHdikoBaHUX Nalli€HTIB, IKUM ITPOBOOUTLCS MiKyBaHHS HYKJI€O03UOHUMU iHTiOiTOpaMu
3BopoTHOI TpaHcKkpunTa3u(HI3T) Ta pubaBipuHOM A1 YCYHEHHS CYNMyTHBOI iHDEKIIii,
CIIpUYMHEHO1 BipycoM renatuty C, Bif3Ha4yeHO BUNAJKU MITOXOHIPialbHOI TOKCUYHOCTI Ta
MOJIOYHOKUCJIOTO aliufo3y.

JlabopamopHi nokasHuku y navieHmia i3 cynymtbvoio BIJI-iHpekuyiero.

Y marrieHTiB i3 cynyTHBOI0 BIJI-iH(eKIlieto yacTillle BUHUKAIOTh TaKi 03HaK¥ reMaTOI0TiqHO1
TOKCUYHOCTI SK HEUTPOIIEHisI, TPOMOOLIUTOIIEHiS Ta aHeMis, ajie y OilbIIOCTi BUNIafKiB TaKi
IIOPYIIEeHHS 3HUKAIOTh IIPY 3MiHI 03U i He BUMaraTh JOCTPOKOBOI'0 IPUIIMHEHHS
JIikyBaHHS. ['eMaTosI0riyHi NOpyIIeHHs YacTillle BUHUKAIOTh V MallieHTiB, sKi IPUUMal0Th
pubaBipuH y KoMOiHaliii 3 merinTepdepoHoM anbda-2b, MOPiBHSAHO 3 MallieHTaMH, SKi
npuiiMaloTh pubaBipyuH y KoMmOiHallil 3 inTepdepoHoM anbda-2b.

[ToBimoMIISIIOCH TTPO 3MEHINEeHHST a0COMIOTHOI KiTbKOCTI HEUTPOo(iniB o BenuuuHu HUuxKYe 500
KJTiTHH/MM’, @ 3MEHIIeHHs KilbKOCTi TpOMOOLUTIB 0 piBHA HEXYe 50000 KIiTHH/MM® , a TAKOXK IIPO
aHeMiw (remorno6in < 9,4 r/om) y mallieHTiB, sSKi npuiiManyu pubaBipuH y KoMOiHalii 3
nerinteppepoHoM anbda-2b.

3meHweHHA Kinbkocmi aimpouumis CD4.

JlikyBanHs1 pubaBiprHOM y KoMOGiHallii 3 merinTepdeponoM anbda-2b mpoTsarom mepimx 4 TUKHIB
CYTIPOBOMIKYETHCSI 3MEHIIIeHHAM a0COJIOTHOI KinbKocTi KititTuH CD4 , ane mpu IIbOMY BiICOTKOBa
yacTKa KiitTuH CD4 He 3MeHIIyeThCsA. Take 3MeHIIeHHs a0COIOTHOI KibKoCTi KitituH CD4 €
000pOTHUM IIiC/Ig 3HUKEHHS N03U a00 MPUNUHEHHS JIiKyBaHHSA. 3aCTOCYyBaHHS pulaBipuHy y
kKoMOiHanii 3 merinTepdepoHoM anbda-2b He CyIPOBOIKYETHCS MOMITHUM HETaTUBHUM BILIMBOM Ha
KOHTPOJb BipeMmii BIJT mpoTsArom nepiopy nikyBaHHS ab0 IOJAJIbIIOT0 CIIOCTePeXeHHs. [JaHUX 1100
Oe3neky y malfieHTiB i3 cynyTHboi0 BIJI iHdekItieio 3 mokasuukoM CD4 < 200 KIiTUH/MKI qyXKe MaJlo.

[Ins orpuMaHHS iH(GOPMaIlil TPO TOKCUYHICTh KOKHOTO aHTUPETPOBIPYCHOTO MpemnapaTy Ta
MOXKJIMBE MTOCHJIEHHS TOKCUYHOCTI ITPU 3aCTOCYBaHHi OCTAHHLOTO Pa30M i3 pubaBipuHOM i
nerintepdepoHoM anbda- 2b, ciif 3BepHYTUCS [0 IHCTPYKIiM AJIg MEAUYHOT0 3aCTOCYBaHHS
BiATIOBIAHMX aHTHUPETPOBIPYCHUX IIpeTapariB, 10 3aCTOCOBYIOTHCSA IIPU CYIyTHIN Teparil
BipycHOro renatury C.

IiTk Ta DigIiTKY (BUKJIIOYHO CXeMa JIIKYBaHHS JBOMa IpernapaTaMu).

[Tpodink mobiyHMX peakililt y miTeit B OCHOBHOMY CX0XKMUii 3 mpodieM TakuxX y JOPOCTUX, aje AesKi
no0iuHi peakuil € cerubiYHIMY 71 QUTSYOT0 BiKy: 3aTPUMKa Y 30ibIIeHHI POCTY Ta MacH Tina;
yacrTile, HiX y fopocnux, BUHUKaMU mobiuHi epextu 3 60Ky LIHC, mpomacHulls, aHOPeKCis, HyOoTa,
eMoIriina nabinpHicTh. [[y2Ke pigKo y miTel CIOCTepiraloThCs acTeHis, MiBUILIEHHS alleTUTY,
IIOpYIIEHHS IOBEIiHKY Ta yBary, NOPyIIeHHs CHy, COMHaMOy1i3M, Oifib y IPy[HIN KITiTIi,
Hecnelu(piyHi HOBOYTBOPEHHS, HAOPSKY, HeTPUMAaHHS Cedi, eHype3, IOPYyIIeHHS CeYOBUIYCKaHHS,
OakTepianbHi iHbeKIii, BipumtiaM, racTpoeHTEPUT, racTpoe3odareanbHuit pediiokc, 3yOHuM 6inb,



3yOHuU abcliec, MEHCTpyabHi IOPYIIeHHS, TECTUKYIIPHUY 0i/ib, aKHe, TIOPYIIeHHS 3 00Ky HIrTiB,
nopyueHHs 3 60Ky mKipu (Tpodiku, 3a6apBiIeHHs), MOPYIIEHHS 30DY.

Y kombiHauii 3 necinmeppeporom anrvpa-2b.

Cepeq giTe#t Ta mipmiTkiB (BikoM Bim 3 mo 17 pokiB), IKUM ITPOBOOUTLCS KOMOiHOBaHe JTiKyBaHHS
nerinteppepoHoM anbda-2b i pubaBipuHOM, 3MiHM CXeMHU J03YBaHHS MOXKe OTpebyBaTu MPUbIN3HO
YyeTBEpTa YaCTHHA ITalli€HTiB, IepeBaxkHO Yepe3 aHeMilo, HEUTPOIIeHil0 Ta 3MEHIIIeHHS MacCH Tifa.
[Tpodinb mobiyHUX peakifiii y OiTed Ta MifAJiTKiB B OCHOBHOMY CX0XKHH 3a MpodineM mobiuHux
peaxiliil y JOpOoCiuX IMallieHTiB, ane AesKi mobiuHi peakii € crielupivyHUMH I OUTSYOTO BiKY i
CTOCYIOTbCS 3aTPUMKHM POCTY. [IpoTsAroM KOMOIHOBAHOTO TiKyBaHHS TPHUBAIICTIO [0 48 TUXKHIB 3a
IIOIIOMOT 010 TIEeTUIb0BaHOTO iHTEP(depoHy anbda-2b i pubaBipuHy crocTepiraioTh 3aTPUMKY POCTY,
110 IPU3BOOUTH [0 ITOHUKEHUX [TOKa3HUKIB 3pOCTY V AEAKUX MalieHTiB. [1if yac JiKyBaHHSA
3HUKEHHS MacH Tifla i 3aTpUMKa POCTY € AyXKe YaCTUMU SBUIlaMU (HaIPUKIHII JTiKyBaHHS
MIPOLIEHTHIII MacCH Tijla i POCTy y CepeqHbOMY 3MEHIIYIOThCS BiATIOBIigHO Ha 15 i 8 mopiBHSHO 3
II0YaTKOBUM I1€PiOA0M), @ TAKOXK CIIOCTEPIraeThCs rajJbMyBaHHS IIBUAKOCTI POCTY (< 3-TO
IIPOLIEHTHUJIS Y TIePeBakHOI GiNbIIOCT MAlli€HTIB).

Hanpukinni 24-TUKHeBOT0 [1epiofy CIIOCTepeKeHHs MiCys JIiKyBaHHS IIPOLIEeHTUIi MacCH Tijla i pocTy
3a/IMIIAalThHCS 3MEHIIEHUMY Y CepeIHbOMY BiAIIOBIIHO Ha 3 1 7 IOPIBHSAHO 3 II0YaTKOBUM IIepiofoM, a
y II'ATO1 YaCTHHU HiTeH 1 Haflali CIoCcTepiraloTh 3aTPUMKY POCTY (LIIBAOKICTh POCTY < 3-TO
IIPOLIEHTHIIA). 3a pe3yiabTaTaMy OOCTIOXKEeHb, BIJIUB Ha 3PiCT MEHII BUPaXXeHUH y OiTeH, Ki
OTPUMYIOTH JIIKYBaHHS YIPONOBXK 24 TUXKHIB, IOPIBHAHO 3 TUMU, XTO OTPUMYE JIIKYBaHHS BIPOJOBXK
48 tuxHiB. [IpoleHTUNIb MacH Tila, MPOIEHTUIb 3POCTY Ta IPOLIEHTUIb iHAeKCy Macu Tina (IMT),
1110 BifIIOBigAa€ BiKy, 3HUKYETHCSA MEHII BUPAXKEHO Yy HOiTeH, Kl OTPUMYIOThH JIIKyBaHHS YIIPOLOBXK

24 TWXKHIB IIOPIBHAHO 3 TUMHU, XTO OTPUMYE JIIKYBaHHS BIPONOBXK 48 TUXKHIB. 3HUXKEHHS CEPEOHbOI0
IIOKa3HUKa MPOLIEHTHUIIS 3POCTY BIPOOOBXK 1 POKY - Oinblll BUpaXKeHUN y OiTel npemny0epTaTHOTO
BiKy. 3HMKeHHS Z-TI0Ka3HUKIB 3pOCTy, MacH Tina Ta IMT, 110 cnocTepiratoThCs yIpomoBXK ¢pa3u
JIIKYBaHHS, IPY IOPIBHAHHI 3 HOPMaTUBHOIO IOMYJIALi€0, He TOBHICTIO 3HUKAIOTH [0 KiHIA
TPUBAJIOTO [Iepiofly CIIOCTePEeXKEHHS Y AiTel, AKi OTPUMYIOTH JIiKyBaHHS YIIPOAOBXK 48 TUXKHIB.

[lng nauieHTiB JaHOl IPYNIX XapaKTepHi HacTynHi no0iuyHi peakiiil: mipekcis, ToIoBHUM Oifb,
HEUTPOIIeHis, MigBUIlleHa BTOMJTIOBaHICTh, aHOPEKCid Ta epuTeMa y MicIi iH'eknil. ¥ pigKicHuX
BUIIAJKaX Mal[ieHTH NOTPeOyIOTh BigMiHu NiKyBaHHS (TpoMOonuToneHis). binburicts mobiyHmx
peaxiiiif, MaloTh JerKuil abo MOMipHUM CTYMiHb TAKKOCTI. TsxKKi mo6ivHi peakiii: 6inb y micii
in’ek1ii, 0inb y KiHLiBIi, TOIOBHUY 0inb, HEMUTPOIIEHid Ta mipeKcisd. BaxkiuBi mobiuHi peakiril:
HEPBO3HICTh, arpecis, rHiB, Aelpecisi/qenpecuBHNUM HAaCTPiX Ta TiMOTHPEO3, IPH IIbOMY [AJIg II€BHOI
YaCTHHU MallieHTiB HeoOXigHe NMiKyBaHHS JIEBOTUPOKCUHOM 4Yepe3 Tinmotupeos/30inbiienHs pisus TCT.

Y kombiHauii 3 inmeppepoHom anvgpa-2b.

Y KIiHIYHUX OOCHIAKEHHAX 3 yYacCTIO AiTe! Ta MifJiTKiB BiKOM Bif 3 10 16 poKiB, SKMM IPOBOAUIA
kKoMOiHOBaHe JTiKyBaHHS iHTepdepoHoM anbda-2b i pubaBiprHOM, He3HaYHA YaCTUHA IAIliEHTIB
noTtpebyBasia MPUINHEHHS JTiKyBaHHS Yepe3 1mobiuni peakiril. ITpodint nobiyHuX peakiiii y Takiu
HEeBeJIUKil Tpymi fiTed Ta mMigIiTKiB 3arajgoM OyB CX0XKHUM 3a IpodineM mobiyHUX peakiliii y JOPOCINX
MAIliEHTIB, aje fmesiKi mobiuHi peakiii Oymu cnenupiyHUMU OIS TUTSYOTO BiKY i CTOCYBaIUCs
3aTPUMKU POCTY, OCKIJIbKY IIPOTSATOM MEPioAy HiKyBaHHS CIOCTEPIranocs 3HUKEHHS IPOLEeHTUIIS
POCTY (3HMKEHHS CePeHbOr0 IPOLIEHTUIIS POCTY Ha 9) Ta 3HMXKEHHS IIPOIEHTUIS MacH Tina
(SHMKEHHS CepelHbOr0 IPOIeHTUIs MacH Tina Ha 13). [IpotsiroM 5-pidyHOro nepiogy
CIIOCTepeXKeHHS IIiCId JIIKyBaHHS PICT [iTed y cepegHbOMY BifnoBifa€e 44-My IPOLEHTUIIO, 1110
HUX4Ye CepefHbOr0 HOPMaIbHOTO IIPOLEHTUIA Ta HUK4Ye CePEeIHbOr0 IIPOLIEHTUIIS POCTY Y
II0YaTKOBUM Iepiof (48-1 MpoueHTub). Y mepiof Bif Mo4YaTKy JiKyBaHHS OO 3aBePIIeHHS IIepioay



crocTepexkeHHs (5 POKiB) y II'ITOl YaCTUHU [iTel IPOLEHTUIL POCTY Y CEPEIHbOMY 3MEHIITYEThCS
Oinbi HiXK Ha 15, a Y TIOJIOBUHU 3 TaHUX [iTel MPOLEHTHIb POCTY Y CEPEOHBOMY 3MEHIIYETHCS OibII
Hixk Ha 30. [Iporsirom 48-TuxHeBOoro KOMOGIHOBAHOIO JIiKyBaHHS iHTEPGhHEPOHOM

anbda-2b i pubaBiprHOM CIIOCTEPIraeThCsA 3aTPUMKA POCTY, III0 Y AeSIKUX IMallieHTiB IPU3BOOUTH [0
3MEHIIIEeHOI0 0OCTaTOYHOI0 MOKa3HUKa 3POCTY y HOPOCIOMY Billi. 30KpeMa y Nepiof Bifl MO4YaTKy
JIIKYBaHHS 10 3aBepIIeHHS IePioAy TPUBAJIOTO CIIOCTEPEXKEHHS CTYIiHb 3HUXKEHHSI CEPEeIHbOT0
IIPOLIEHTHUIS POCTY HaUOINbLUINY y giTell npeny0epTaTHOTO BiKY.

Kpim Toro, mpotarom nepiony jikyBaHHS i 6-MiCAYHOrO [IePioAy CIIOCTEePeXKeHHS MiCNs JIiKyBaHHSA Y
miTed Ta MigIiTKIB YacTile Bif3HA4alOTHCS OYMKH IIPO caMOTry0OCTBO i cripoOu caMory0CcTBa, HiX y
nopocnux namieHTiB (2,4 % mopiBHAHO 3 1 %). YV AiTen Ta MifJiTKiB, TaK caMo K i y AOPOCIUX
MaIli€HTiB, TAKOXK CIIOCTEPIral0ThCS iHIM ICUXiyHi po3nanu (HampuKiafd, Oempecis, eMoIliiiHa
HecTalOiNbHICT i cCOHNMUBiCcTh). KpiM TOTO, V miTel Ta migIiTKiB dacTille, HiXK y TOPOCIKX IAIiEHTIB,
BMHUKAIOTh peakilil y MicIii iH’eK1iii, mipekcisi, aHopekcis, 6710BaHHSA Ta eMOlliliHa HeCTabiTbHiCTh.
3MiHu cxeMHu f03yBaHHSA MOTPeOyi0Th 30 % MallieHTiB TepeBakKHO Yepe3 aHeMil0 Ta HEUTPOIEHI0.

Y kriHiYHOMY OOCHigKeHHi i3 3acTocyBaHHS pubaBipuHy B KoMOiHallil 3 nerintepdepoHom anbda-2b
OinbIIicTs 3MiH TabOpaTOPHUX NTOKA3HUKIB € €1a00 abo TOMipHO BupaxXeHUMH. [1pu 3HNKEHH]
reMoryio0iHy, KiTbKOCTi IeHKOIUTIB, TPOMOOIUTIB, HEUTPOGINiB, a TaKOXK IpH 36iNbIIeHH] PiBHS
6inmipy6iny MoxKe 3HAOOOUTHCS 3HUKEHHS N03U ab0 MPUIMHEHHS JTiKyBaHHS. Y KIiHIiYHOMY
IOCTimKeHH] 3MiHM TabopaTOPHUX MTOKA3HUKIB CIIOCTEPIraloThCs Y eSIKUX MAIliEHTIB, SKUM
IIPOBOAMIIM JTiKyBaHHS pubaBipuHOM y KoMOiHalii 3 merinTepdepoHoM anbda-2b, ane y mexax
KiJIbKOX THKHIB IIiCJIsl 3aBepIIeHHS JIiKyBaHHS JTa00paTOPHI MOKa3HUKY [TOBEPTAIOTHCS [0
[I0YaTKOBUX BEJIUUMH.

Tepmin npudamuocmi. 2 poxu.

He 3acmocosysamu aikapcbkull 3acib nicas 3akiHueHHA mepMiHy npudamHocmi, 3a3Ha4YeH020 Ha
ynakosui.

YMoBH 30epiranHs. 36epiraTu B OpUriHaIbHIN YIAKOBLI Py TeMmepaTypi He suiie 25 °C.
30epiratu y HEOOCTYIIHOMY OJIS1 OiTel MiCIi.

YnakoBka. ITo 10 xancyn y 6mictepi; 5 abo 10 6ricTepiB y mayiii.

KaTeropis Bigmycky. 3a pernentom.

Bupo6Huk. TOB «BAJIAPTIH ®APMA».

Micue3HaxoaKeHHsI BUPOOHHKA Ta MOTr0 ajipeca MicCIlisi IPOBaIXKeHHs Jisi/IbHOCTI.
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HaTa OCTaHHLOI' O mneperiasany.



