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2. KagecTBes B KOJIMYECTEEH CHCTAB

Bcexu (uakon Peglntron 50 cpaspxa 50 micrograms peginterferon alfa-2b, mamepen ma 6asara Ha W

Beexn ¢nakon nomcurypssa 50 micrograms/0.5 mi peginterferon alfa-2b, xoraro ce pasteopH cmop
HHCTPYKIIHHTE.

AXTHBHOTO BEIIECTBO MPeACTARIABA KOBANEHTEH KOHIOTAT Ha pexoMOBHAHTEeH interferon-alfa-2b" ¢ MoHOMETOKCH
nosnmerunes ruxon. Cunata #a AeficTeue Ba TO3H NPOAYNT He TpAGBa Ja ce CpaBHABA C JPYT NETWIHpaH HIM He-
OETHIHpaH NPOTEeMH OT CBINMA TepaleBTHUSH kiac. 3a Nopeue HHOOpMamua Bk pazmen 5.1 *npouseeden,
Bnazodapenue na rDNA mexnonozun e xnemwu na E. colli ¢ zenemuuno modugpuyupar xubpuden naazmud,
cwdvpoicany zen za interferon-alfa-2b om vosewry nesxoyumu.

3a NIOMOIIHUTE BEMECTEA BUK pazfaen 6.1,

3. JlekaperBena opma

Ilpax u pasTBOpWTEN 32 HMIDKEKUMOHEH pAasTBOp. BemuaAT mpax ce ChABpXKa B CThKieH ¢uakoH ¢ ofem 2 ml,
Pa3TBOPHTENAT, KOMHTO € Mpo3padeH # Ge3NBeTeH ce ChOBPKA B CTHKIEHA aMiTya ¢ obem 2 ml.

4, KnHHAEYHA Zanan
4.1. TMokazaaus

Peglntron ¢ mokasaH 3a FMe4YeHHe Ha BB3PACTHH NANMEHTH C XpoHM4eH xemarut C, KOMTO HMaTl MOBHIUCHH
TpaBHcaMyHasy 6e3 depHORPOOHA HeKOMIeHcalys H KOHTO ca momoxurenny 3a cepymHa HCV-RNA i antd-
HCV ( Bwx pasnen 4.4).

Haii-nobpust merox 32 ynoTpeba Ha Peglntron npy a3y HpauKanys ¢ B koMOUHAIA © ribavirin.

Tazn xoMOHHEMpaHa TePanis ¢ NOoKa3aHa NPH HeNeKyBaHH NAMEHTH, KaKTO H IPY NaUyeHTH, KOUTO NP TOBA ca
otropopumya (¢ HopMammsupaue Ha ALT B kpas Ha NedeHMeTo) HAa MOHOTepamus ¢ MHTepdepon anda, HO
BHOCIEACTBYE ca 3200NelA NOBTOPHO.

MomoTepanus ¢ interferon, BruTouHTENHO U ¢ Peglntron e mokasaHa riasHO XPU HalHYHE Ha HEMOHOCHMOCT HITH
IpOTHBOMOKA3AHUA 32 IPKAaraHe Ha ribavirin.

Mons, o6spHerTe ce CBILO M KBM KpaTka XapaKrepycrhka Ha npomyxra (KXII) ma ribavirin, KbeTo € oTpaseHa
xoMOunMpanara ynoTpeba Ha Peglntron c ribavirin.

4.2, Ho3upoBKa H HAYHH HA NPIJIOKEHNE

Jleuenneto ¢ Peglntron Tpsbea Aa 6Bne 3amoYHATO M IPOCHEAABAHO CaMO OT J€Kap ¢ ONMT B JICYEHHETO Ha
nanHeHty ¢ XenaTHt C.

Ho3uposxa. Peglniron ce npuiara KaTo MOAKOXKH2 HIKEKIMA BEIHEXK CeIMUYHO. [IpunaraHara 103a 3aBHCH OT
TOBA [ATH C& H3IO0I3BA KATO MOHOTEpaIi WK B koMOunatud ¢ ribavirin,

KomGuuupana Tepanust. Peglntron 1,5 meg/kg/cenmudno B koMOiHamus ¢ kancyan ribavirin. Onpeaendsero Ha
Heobxonumara go3za Peglntron ot 1.5meg/kg B xombrHamus ¢ Ribavirin choTBeTcTBAIA HA KATErOpUsTa TERECHO
TErNo ¥ KOHUEHTPAIHATA Ha JIEKapCTBEHUAT Npenapar B nucankara/¢rakona crasa ceodpasto Taba. | . Ribavirin
KAICYJIH C¢ FpPHNATaT HepOpaNHO, BCEKH IeH, pasfie/ieBn Ha 2 IpHeMa I10 BpeMe Ha XpaHeHe (CYTpHH 1 Bedep).

TABJHTA 1 JO3APAHE IIPY KOMBHHHPAHA TEPAIIAA
Tenecuo PEGINTRON RIBAVIRIN caps.
Terso (kg) KonnesTpauus Bb5 Ceapuyuno ipn- | O6ma amesHa qoza Bpoii kancynu
puaarona (meg/0.5 mi) noxenne (mh) {mg) (200 mg)
<40 50 0.5 800 mg 4"
40-50 80 0.4 300 mg 4?
51-64 80 0.5
65-75 100 0.5




75 - 85 120 0.5 1000 mg 5P

>85 150 0.5 1200 mg 6°

a: 2 cympun, 2 euep; b: 2 cympun, 3 eevep; ¢: 3 cympun, 3 eevep

MpoRLERATENHOCT HA JIeYeHHEeTo
Yiporno3a 3a 3aXBLPKAL ¢ BAPYCcoNoTHyeH oTrosop: IIpa matmMentd, AHGEKTHPAHK C BUPYC € FEHOTHN 1, KOHTO
He [ONydaT BUPYCONIOTHYEH OTrOBOD JO 12 ceAMUIa MMa MBOTO Malka BEPOSTHOCT Ad C& IOCTHFHE 3afbpiKall ce
BHpYCONIOTHYEH OTrOBOP (BIDK M pasfien 5.1).
. Tenorun 1: Jlesenuero Tpabpa xa Npoxbnky ome 9 Mecena (T.e. 48 CeIMHILINA) NpY MaLlUeHTH,
KOWTO [IOKa3BaT HATMYHE Ha BUPYCOIOTHYEH OTrOBOp Mpes 12 cepMilla oT NEISHHETO.
TIpy mauEeHTH ¢ FEHOTHN 1- MHQEKIHS i HICKO BEDYCHO HATOBapBaHe (< 600 000 IU/ml) xounto
crapar HCV-PHK HeraTMBay B 4-Ta CeJIMHLA OT HAYANOTO Ha JEUSHUETO ¥ OCTABAT Takusa A0 24-
1A cenMuMLa, JedeHHeTo TpibBa MMM Ka GbAe cripsHO ciefl 24-Ta CEAMHMLIA HAW NOCIEABAHO OF
HOTBIHUTENHH 24 cemMunH (T.€. 06mo 48 cenmuuu nevenne). Obaue, NeIeHAE NPOABIKABALIO 24
CeIMUIY MOKE A C¢ CBBIKE C O-BUCOK PHCK OT MOBTOpEHME Ha 3200IBaHETO, OTKONKOTO 48-
cemMHYHO Nevenne (B, T. 5.1.).
. Tenotnn 2 uan 3: Ipenoprpusa ce Tepanuara Jia MPOAGIDKH 24 CeMMIIL.
. FenoTan 4 — Haii-06mo ce cuuTa, Ue NANMEHTATe WH(EKTHPEHY C TeHOTUN 4 Ce MOAMABAT YO~
TpPYIHO Ha H3EKYBaHE KaTO HANHIHNUTE, MaKap ¥ He ODIMUpHY Hay4HH Jaupd (n=66) coyar, e NpH TAX €
OAXONAIO TO3HPAHE B NPONEDKUTENHOCT Ha JCUSHNS KaKTO Py TeHOTHN 1.
PegIntron moHoTepanus. Karo momorepanus Peglntron ce mprnara B 1032 OT 0,5 untt 1,0meg/kg/cenmudso.
Hali-HHCKATa PETUCTpUpana B CBETA KOHLEHTpAUMs Ha Npenapata B NpefBApUTEIHO HANEIHCHA nHcaKa © 50
meg/0,5 ml; crefoBaTeNHO HA TIANMEHTHTE Ha KOMTO Ce NpeANHcEa 0.5meg/kg/cenmuyro, Rosure Tpadea da ce
cpobpasaT mo obev chobpazno Tabnmia 2. 3a nosa OT 1,0 mcg/kg, cBINO MOKe [a Ce HaNpaBu MOH0GHO
apaITHPANe WA [1a Ce YIPHIAraT anTepHATARHO PasnuYHH [0 KOHUEHTPail MUCANKH, KAKTO & NOKa3aHo Ha Ta0m.
2.

TAGJIHOA 2 HO3UPAHE IIPY MOHO-TEPAIIHA
TenecHo 0.5meg/kg 1.0 mcg/kg
Terao (kg) KounuenTpauns BbB CenMuyHo Konpentpauusi BbE CenmiriHo
daaxona (meg/0.5 ml) IpiioKeHHe iaaKona TPHIOKEHNE
(mcg/0.5 ml)

30.35 50* 0,15 50 0,3
36-45 50* 0,2 50 0.4
46-56 50+ 0,25 50 8,5
57-72 50 0,3 80 0,4
73-38 50 0,4 80 0,5
89-106 50 0,5 100 0.5

> 106** 30 04 120 0,5

*pengpLuea ce yrompeda Ha npax u pasmeopumen 3a UHNCEKUUOHEH pasmeop b6 thraron
*%30 nauuenmu #ad 120 kg, 0a ce npuncza (pRAKOR Npax U pasmeOpUmIeNn 3@ WHICCKUUOHER pasmeop 6

ronyenmpayua om 80mcg/0.5ml.

IpoasAKHTEHOCT HA JeHeHHETO

TTpu NauMeHTH, KOUTO TI0KA3BAT HANMYNE Ha BUPYCONOTHYEH OTTOBOp npes 12 cemmmua OT NEUEHHeTo, TO TpAbsa
Ia TPORBIDKE FIOHE Ollle TpH Mecelia ( T.e. 0OINA IPOABIKATEIHOCT 6 mecella). PelneHNeTo 3a [0-HaTaTBILHO
NPONB/KABAHE Ha TepamusiTa #0 1 roguHa TpabBa Na ce 6asupa Ha NPOTHOCTHMHM (QaxTopH (sanp. reHOTHI,
BE3pactT > 40 rofuHy, MBXKH 101, MOCTOB2 ¢dubpoza).

MoanguuupaHe Ha K03aTa NP BCHYKH NauMerTH

Axo N0 BpeMe Ha MOHOTepanuaTa ¢ Peglntron win o speme Ha xoMbuEBpanara Tepanus ¢ Pegintron 1 ribavirin ce
MOABAT CepMO3HN HEMKENaHH PEaKiUi Wil OTIJIOHCHHA B nabopaTopHUTe [OKa3aTend, MOANOHIMpaTe f03aTa Ha
BCEKH TIPORYKT, aKO € BE3MOXKHO, AOKATO HEKENAHATA PEaKiNA OTIIyMH. B xofa Ha KIMHAMHHTE IpOYYBaHii ca

paspa6oTeHH HaCOKH 3a MORU(HIMPAHE Ha [03aTa.

TABJ 2A HACOKH 3A MOJAOHUIMPAHE HA JO3ATA 3A KOMEBHUEWPAHA TEPAIIHA C
RIBAVIRIN
JlaGopaTopun HamaJere camo Hamasere camo IIperaTeT:IW_\_\—
cTOlHOCTH [03aTa Ha no3ara Peglntron paHara Tep
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Ribavirin no 600 HAMOJOBHHA 3KO:
mg/aHeBHo - aKo:
Xemornobun <10 gf/dl - < 8,5 g/dl
XemernooHn npu:
IanuenTn ¢ 2 2 g/d]l HapMajgeHHe HA XeMOrIoDHHA N0 <12 g/dl caen 4
aHaMBe3a 3a BpeMe Ha KoiiTo B aa 6uio 4-ceqMugeH CeOMHUH Ha HaMaJleHa 2032
cTaGHAHO CLPKEYHO Nepiog OT NeJeHAETO
3a0oJsBane (rpaiiizo HaManeHe HA 1032TA)
BeAad KpLBHH KAETKH - <1,5x10°N <1,0 x 10°/1
Heyrpotnan - <0,75x 10’11 <0,5x10°/1
TpomGoHUTH - <50 x 10°/1 <25x% 10°1
bunapyons - - - 2,5 x ULN**
JIHPeKTeH
buanpyonsa — > 5 mg/dl - > 4 mg/dl (32 > 4 ceamuna)
HHAHpEeKTeH
KpeaTnsnn - “ > 2,0 mg/d}
ALT f AST - - 2 X B3MepeHHTe CTOoHHOCTH
KBbM HauaioTo > 10 x ULN**

* Mayuenmu, yuamo dosa ribavirin e namanena 0o 600 mg dnesro, nonyuasam I xancyna om 200 mg cympun u 2
xancyni om 200 mg eevep.
** ULN (upper limit of normal}— zopna epanuya na Hopmama.

HanmanspaseTo Ha Josata Ha Peglntron Moske 7z ¢ OCBIIECTBH WAM 4Ype3 HAMAMABAHE Ha IPEANMHCAHATA JI032
HANONIOBHEA WIH Ype3 H3I0N3BaHe Ha HO-HUCKA KOHUCHTpalluoHHa dopMa, KaKTo € NokasaHo B Tabi. 2B.

TABJHIA 25 HAMAJEHO RO3HPAHE HA PEGINTRON TIP¥ KOMBHHUHPAHA TEPAIIHA
TemxecHo Topcena Hamanena | KonuenTpanuoHaa EprocenMuuHO HocrapeHo
Terao (kg) naesa (meg) ¢opmMa Ha (uaxona| npaioxenne (ml) KogudectBo (mcg)
(meg/0.5 ml)
<40 25 50+ 0,25 25
40-50 32 50 0,3 30
51-64 40 50 0,4 49
65-75 50 50 0,5 50
76-85 60 80 0,4 64
>85 75 160 0,4 8¢
*Ila ce NPHJAra APaX H PASTBOPHTEJ 32 HHKEKIIMOHEH PAa3TBop BhE daakon. MHHHMAIHATA X032 APH
mucanxara e 0,3 ml.

Hucrpyxins: 32 NOHM:KaBaHe HAa H033Ta Ha Peglniron npu MoHOTepanus

WHCTpYKIWMMTE 32 MOAM(IIEpaHe Ha fo3aTa Ha Peglntron NpH HallMeHTH Ha MOHOTEpalKA €4 MOKa3aH! Ha Tabi.
-~

3A.

TABJ. 3A WACTPYKHHH 3A MOIUGHINPAHE HA JO3ATA TIPH MOHOTEPAIIMS C
PEGINTRON

JiaGopaTopan Honmaere pozara ua Peglnéron | HlpeycranoBere nNpHIOKEeHHETO
CTOIHOCTH HAKOJOBHHA AKO0! Ha Peglntron ako:

Heyrpognan <0,75 x 10°A1 <0,5x 10°/1

TpomGonuTn <50 x 16°11 <25 x 10°/1

[Monmwxapanero Ha J03aT4 NpM HAHMEeHTH Ha moHotepamut ¢ 0,5 mcg/kg Peglntron TpaGBa Aa ce OCBIUECTBH
HOCPENCTEOM HaMangBaHe Ha NPeflMCaHOTo KOMMYECTRO HANONOBYHA. 3a NALMEHTH ¢ HHCKO TENECHO TerJo, T.C.
<57 kg, TpaBBa ga ce mpmwiara mpax ¥ HHXKEKUMOHEH pasTBOp BHB Quakod oT 50mcg/0.5ml, TH kato
APEARAPUTENHO HANTBAHEHATA [IUCAIKA MOXKE Jia ROCTaBH 1032 MUHMMYM oT 0,3 ml.

IMosmKxaBaHeTo Ha No3ara TpH NanueHTH Ha MoHoTepanus ¢ 1.0 mcg/kg Peglntron Tpabpa ma ce OCHIIECTBM

KOHIIEHTpalHs KAKTo e ToKazano Ha 1abn. 3.b..




TABJIAIA 35 HAMAJREHO JO3HPAHE HA PEGINTRON HPH KOMBHEHPAHA TEPATINS
TenecHo Tepcena namanena | Konnenrpanmonna EgnoceaMu~HO JocTaBeno
Terao (kg) no3a (mcg) Jopma na daakona| mpuiexenne (mnl) KONHIecTBO (meg)
(mcg/0.5 ml)
30-35 15 50* 0,15 15
36-45 20 50* 6,2 20
46-36 25 50* 0,25 25
37-72 32 50 0,3 30
73-89 4 50 0.4 40
90-i06 50 50 0.5 50
>106 60 80 0,4 64

CrenlHaIHH FPYIH NAUMEHTH?

- Yoorpeba npu 060peann yepesxganna:

Monomepanua: IlerHatpon Tpabea na OBbje M3NON3BaH MPEANA3NABO NPH TMAUUSHTH C YMEPEHO O TEKKO
650peuno yepexase, TIpH nauieHTd ¢ yMmepeHa 6x0peyna qucdysxuus (KpeaTHHHHOR KIMpBHC 30-50 ml/MumH),
nepBOHadanHata mosa HerHuTpor Tpadsa ha Ovne pexynupana 25 %. Iaumentn ¢ Texka On6peuna guchyHKIMA
(xpeatuHEHOB KIMpBHC 15-29 ml/mun) TpsaGea ma mpHeMaT HadanHa jno3a IlerMuTpoH, pemyuupana 50%. Hama
OaHuH 32 H3no3eadero Ha IlerMETpoH Npl NalHeHTH ¢ KPeaTHHMHOB KNHpEHC < 15 mi/Mun (Bx. pasmen 5.2).
Hanpentn ¢ Texku 650pedny yBpexmaHus, BKIFOUHTSNHO TE3H Ha XeMoauamm:a TpsOka Az OBAAT BHHMATEAHO
MOHHTOpHpaHH. AKO GnOpeyHara (ysKIus ce HaManM [0 BpeMe Ha Jiedennero, Tepamasita ¢ [lerHMurpon Tpabea
Ila ce TIpEeKpaTH.

Kombunupana mepanus; TlalHeHTH ¢ KpeaTHHMHOB KIHpbBHC < 50 ml/Mun He TpaGBa Ja GBAAT NEKYBaHH C
TlerkinTpon B xoMORHANMs ¢ pubasnprd (Bx. pasien 4.3 1 KXIT va pubasupun).

- ¥norpeda npi uepHogpofHH YRpe:Knannsa: [Ipy IaOWeHTH ¢ TEXKK2 YepHOApoOHa nuchyHKIps 6e20nacK0CTTa
H ebuxacHoctTa Ha Peglniron He e oleHABaHA M 3aTOBa MEOMKaMeHTa He TpAGBa ma GBI mpuiaraH OpH TE3H
TIAHHCHTH.

- ¥noTpeba mpH NauMeHTH B HANPEAHAIA Bb3pact (= 65 rommmna BL3pact): HaMa cBeppsagyn ¢ B3pacrTa
edextr BHpXY dapMakokuHerHkara Ha Peglntron. Crmopen AaHHHTE OT JIeUeHHEe HA MalBcHTH B HampeHana
BE3pAcT ¢ SAMHHYHA Ao3a Peglntron He e HeoGxomuma npoMAHA B fio3aTa Ha Peginfron Ha Gasara Ha BB3pacTTa
(B pazgen 5.2).

- ¥notpeba npu BaguenTH oA 18 ropnnn: M3momseakero Ha Peglntron npw nera miw ¥oHomH oy 18 roxmmsza
BB3PACT HE ce TIPellophuBa, Thil KAaTo JIMICBa OIHAT 3a JIeUeHHe ¢ IIPOAYKTA [IPH Ta3| BLIpacTosa Ipyla.

4.3. IIpoTHBOHOK232HUS
e  CBpBXUyBCIBHTENHOCT KBM JIEKEPCTBEHOTO BEHISCTBO HMITH KBM HAKAKEB BUA HETEPOEpOH, HIHM KBM HiKOE
OT NOMODIHUTE BEIIECTBA,
s MuHana aHaMHe3a 3a TEKKO CHPHSYHO 3a00NSBaHE, BKIIQUHTCIHO HecTaDUIHC WIH HEeKOHTPOIHPaHO
CchpIeuHo 3a00idpase npe3 nocuefuuTe 6 Mecena (Brk pasnen 4.4);

TexK0 MHBANKIHIHPAIIO CBCTOAHUE,

ABTONMYHEH XeNaTHT HAM aHaMHe3a 32 aBTOMMYHHO 3a00/MBaHe;

Texxa 9epHoEpoOHa FHchYHKI WIH IeKOMIIEHCHpala YepHoIpoOHa HIpo3a;

CrinecTByBalo 3a0oNsBaHe Ha [HMUTOBMIHATA JKile3a, OCBEH aKo TO He MOXe fa OBle KOHTPOIHpaHo

KOHBEHIHOHAHO JICYEHNE;

¢ Enunencus u/unu Hapyiuepa (yHKIsR Ha NeaTpandaTa HepeHa cicteMa (HHC).

B xomOmHauua ¢ puOapupHH:
JlannenTH ¢ KpeaTUHHHOB KIHPEHE < 50 ml/Muxn
4.4, Cpenya s NPOTUBONOKA3AHNSA H CHENHANHH NPenyRPesKAeHAS 33 YIoTpeda

Hama onuT OT IPHIAraHeTo Ha KOMOmHMpanarTa Tepanus Peglntron M ribavirin npr nanuesrs, 3aboieny OTHOBO
clell IPOBEHEHO edenre ¢ interferon alfa + ribavirin.

Ha BCHYKH HalMeHTH OT NPOY4YBAHHATZ BHPXY XpoHMYeH XematuT C e Ouna HalpaBeHa depHOApoOHa GHONICHA
NpeAy BKIOMBAHE B CaMOTO NPOYYBaHE, HO B HAKOH clyyay (Hanp. DAUWeHTH ¢ TeHOTHI 2 U 3), ISUeHHETO MOXE

JICYCHUETO 'rpa6Ba Jace 0‘506{3835321 € NOCHENHUTE HACOKH 34 NEUCHHE.




I1a 3amovHe 0e3 XMCTOROIMYHO HOKa3Ba”e. HGOGXOJIHMOC'ITZ!. OT IIpeaBapuTCcnHa BuoncHa Ipean 3anoyYeBaHe Ha
NEIEHNETO TpﬂGBa Jace G'I:OGPHBHB& C IIOCIICOHUTE HACOKH 3a JICYCHHE.

Ocrpa cepbxyyBcTBHTeNHOCT: [lo BpeMe Ha feueHue c interferon alfa-2b panko ca Gunyu HabnromasaHyu ocTpy
PeaKIEH Ha CBPEXHUYBCTBHTENHOCT (Halp. YPTHKApHd, aHTHOeHeM, OpOHXOCNassM, aHauiakcus). AKO N0 BpeMe
Ha neveHwero ¢ Peglntron ce nosBW Takasa peaknud, NPEeKpATeTe NpUeMa Ha TO3HM JIEKAPCTBEH HPOAYKT M
He3a02BHO 3ANOYHETE HOIX0AIII0 JedeHue. [Ipexonnyte 00pyuBYE He HANArar NPEKECBAHE Ha JICIEHHETO.

CoppeunoceaoBa cuerema: Kaxro m npu interferon alfa-2b, nmaimentnre nekyparm ¢ Pegintron, kouto mMar
MHHala aHaMHe3a 3a 3acToiHa ChpAeYHA HEFOCTATHYHOCT, HH(APKT Ha MAOKapAa A/HITH NPEeHIIHA I HaCTOALH
PUTBMHH HapyIIeHNs, TpAGBa fa OROe BHUMATENHO Apocnemasani. Jipenopeusa ce Ha NMALWEHTHTE ¢ AHAMHES2 34
CHPACUHM HapyLIeHHsA fa ce NpaBH eNeKTPOKapouorpaMa Ipefd H 0 BpeMe Ha JiedeHHero ¢ Peglatron.
CrpreysnTe apiTMHH (IpeRH BCHUKO HafAKaMepHHTe) OOUKHOBEHO Ce MOBIHABAT OT TPAAHLIMOHHOTO AEUCHUE, HO
MOFaT Ja HalOXaT NPEKpaTABaHe Ha JeueHneTo ¢ Peglntron.

cuxnunna paserpoiicTBa 1 3a601SIBRHNS HA NeHTPaiHATa HepeHa cicrema (ITHC):

[Ipn HiKoW mamWeHTH MO BpeMme Ha nedenue ¢ Peglntron m mopH B mocnempamiua O-MeceueH HEpHOHN, CHCH
NpeKsCBaHe Ha edeHHero ca GHnM Habmonasany Texku ehext spxy LTHC, ocobeHo menpecHs, MHCHK K OIHTH
3a camoyOuitcTeo. Ilpy nevenwe ¢ amdia MuTepdepoH ca HabmofaBaHH M Apyru edekTd Bepxy L[HC, kato
ArpecHBHO MOBSACHME, IPOABEHH C OOBPKBaHE M ApYTd NPOMEHH B [ICHXWYHHA cTaTyc. [lpemopbusa ce
AAUMSHTATE A2 OBLAAT BHMMATeNIHO MOHUTOPHpaHM 32 BCHYKM HpHM3HAUH M CHMOTOMHM HAa OCHXHATPHYHE
HapyIIEHHd. AKO ce NOgBAT TAKHBA CHMIITOMH, [TOTEHIMANIHATA CEPHO3HOCT Ha TE3H HeXENAHy peakius Tpadsa oa
ce MMa NPEABHN OT NpeifHCcBalliAd TepanHATa AeKap H Aa ce NpelnplheMarl CROTRETHH Je4yeOHH MepKH. AKo
CHMITOMHTE NPONEKAT OBATO HIH C& BIOLIAT, WK €8 YCTAHOBAT CYHLMEHH MUCHH JedeHueTo ¢ Pegintron
TpsbBa Ja ce MpekpaTH 1 NateHTsT La 0506 HoANMmKeH Ha TOAX0AANIA NICHXHUATPYMHA HHTSPBEHIMS.

ITanyuenmu cve cvujecmeysaiyu MECKU NCUXUAMPUYHIY CHCMOAHU URY HPEOBAPUMENHA UCMOPUA 3a MaKusa: AKo
ce YCTaHOBH, 4e feuennero ¢ IlerMurepdepor ana-2b e HeoGxoaMMO IPH NMALMEHTH CBC CHIIECTBYBALIA TEMKN
ICHXMAaTPHYHH CBCTOAHMA MIM HCTOPHA 33 Takupa, TO TpAOBa fJa OBbIe 3alOYHATO CAMO CHEN HOAXONAmA
HMHAUBHAYANH3HPAHA AUATHOCTHKA ¥ TEPANeBTHIHO YIPABIABAHE Ha NCHXAATPHIHOTO CECTOSHME.

TIpu Haxom nanueHTH, 0OHKHOBEHO B HalpeRHaNa BE3PACT, KOUTO Ca JIEKYBAaHH C BHCOKH JO3K IO OHKQJICTHYHH
gHauKamEy ¢ Dula HabalonaBaHa MposBa HA CTYIOP K0 KOMA, KAKTO ¥ ciydaw Ha entedanonarus. Makap u B
obms CIEy4ail Te3H NposBH Ha ca DM HambiHO 00paThMH, DpH HAKOM NAUHEHTH ca OWIH HeoOXODHMMH Ao 3
CEOMHIM 32 IIBIHOTO BB3CTAHOBABaHe. MHOTO pAAko, IPH NpHiaraHe Ha BUCOKM mo3u MuTepdepoH-anda ca
HaOIIOgaBady MEPYOBE,

YepHogpotua oyexous: [IpH nanpeHTH, NpH KouTo ce HaOioZasa yOBRKABAHE Ha MapKepHTe Ha
KpPBBOCBCHPBaHETO, JeueHueTo ¢ Peglntron ¢e NpeKpatssa, ThH KaTo TOBa MOXE Jla c& OBAXH Ha depHonpobHa
FeKoMITeHCal.

Ifoenmena Temuepatypa: [loBuiieHaTa TeMIepaTypa Moxe fa OBl CBbpP3aHA ¢ FPUItoNoNoben cuHIPOM, KoiiTo
YECTO € IOKa3BaH II0 BpeMe Ha JeYeHHeTo ¢ MHTepdepoH, HO BCHYKH OCTAHaNH MPHYHHY 3& NEpCHCTHPAla Tpecka
TpAOBa Aa OBIAT H3KIIOYEHH.

Xuxpartanns: Ipe naguenty Ba nevenue ¢ Peglntron TpaGea Aa ce MOATBDKA afeKBaTHA XWAPATANMA, ThH Kato B
OTHOESNHA cayday ¢ Owia mabliogaBaHz XMNOTOHWS B PERYATaT Ha 3aryba Ha TedHOCTH. Moke Jla ce Hamoxu
BIMBAHE Ha TEIHOCTH.

Benoapodnu npoveHu: Benofpobuu #HQUITPaTH, HTHEBMOHUTH ¥ THEBMOHUH, KOHTO B HIKOM CIy4al BOJAT A0
neTaneH w3xoll, ca 6unu HabmoaaBany PAAKO TPH NANUEHTH, TeKyBanu ¢ HaTephepon anda. Ha Bcexy NanMeHT ©
[OBHIIEHA TEMIEPATYpA, KaIBIMLA, NUCHHEs MM ApYrH DECIMpaTopHH CHMITOMH Tp#0Ba [a Ce HanmpaBH
peHTreHOrpadus Ha IPHEHEA KOWI . AKO IpW Hes ce YCTaHOBAT GenompobHM HHQWITPaTH WM HUMa JaHHH 32
HapylIeHHe Ha GenoapotuuTe QYHKLNE, CHCTOSHHETO Ha MaleHTa TPsSOBa BHUMATENHO A4 Ce MpOCASy M ako &
HANMKUTENHO, [a C& NpekheHe JedeHneTo ¢ HHTepdepoH anda. HesaGaBHOTO NpexkpaTsABaHe HA JISHSHHETO C
unTepdepor anda i 3anoypaHe Ha KOPTHKOCTEPOUAHA TEPANHA BOJH KO OT3BYYABaHEe HA HEXKCHAHHTE PeaklUH OT
crpana Ha Oemis mpad. = N

ApTonvynus 3aboassannna: Cro0wasa ce 3a pasBUTHE Ha aBTONMYHHH aHTHTENa IIG,
uaTepdepoHd. KIMHIYHE posiBH Ha aBTOMMYHHO 3a0onsBafe 110 BPEMe Ha Ne4eHe



HalMONABAT NO-4ECTO TP MANMEHTH, IIPEAPasHONOXeHd KbM Pa3BHTHE Ha aBTOMMYHH)Y Gonectw. [MaumenTtH, npy
KOKTO Ca HANHLE OPH3HAIH H CHMHITOMH, acoUMMpaHu C ABTOHMYHHO BaGOJIﬂBaHB, TpaGBa Aa C€ MOONOMAT Ha
BHHMATENHa OLCHKA W CHOTHONIEHMETO MON3a-PHCK IPH NPONGLIDKMTENHA TepalHsi ¢ HHTep(epoH na Gbae
TMOANOKEHO Ha Npeolienka ( BrK. ome pazfen 4.4 Tupeonnuy npoMenn u 4.8).

Ousn npomenn: B pemxn cmyuaw, crern jedenne ¢ anda mHTepdepony, ca GUTH KOKa3BaHU OYHH HapyHmeHHs,
BKIIFOUBAlY KPBBOHU3IMEY B PETHHATA, IIETHA THH "NlaMyk" ¥ 00CTPYKUMA Ha peTHHAIHATA apTepys Wi BeHa (BIXK
4.8). Bewuxu mamventn TpsGBa Ja NPEMHHAT Ha OYEH Tpernie], Npey 2amouBaHe HA NedeHwero. Ha Beekd
TAIMEHT, KOHTO ce OTUiaxsa OT MPOMEHH B 3PUTENHATA OCTPOTA MM B 3PHTENHUTE TONera, TpsbBa 1a ce HanpaBH
ouen yipernen. Ilo Bpeme ma nedemmero ¢ Peglniron ce mpenopbyBa TIEPHOAMMHOTO NPOBEXIAHE HA OUHU
TpETIICAH, 0COOCHO NPK NALMEHTH, IPH KOUTO 3PHTENHHTE HAPYLIEHHs: Ce aCOLMMPAT C PETHHONATHSA B PE3yIITar
Ha 3a00NIsBaHIA KATO 3axapeH Auaber wim Xunepronns. IIpH NALyeHTH, IPH KOXTO HAPYLICHUSTA B 3PEHHETO ce
noABsBaT 32 NBHPBH NET WK HATHIHUTE CHMIITOMH ¢¢ BAOLIAT, C& IPENopBYRa JieueHnero ¢ Peglntron na Gue
NIPEYCTaHOBEHO.

Tupeooann npomenn: B pefku ciydaH MauyieHTHTe JEKYBaHM 33 Xpomuyen xenatir C ¢ interferon alfa-2b
Pa3BHBAT THPCOUNHM HAPYIISHWS - XHI0- HIH XHIIEPTHPEOHANIEM. AKO IO BPEME Ha KYPCa HA NeUeHHe NALMSHTET
pasBHE CHMIITOMH, aCONWMpPaHU ¢ BEPOATHA THPEOMAHA DHCOYHKINEA, TpaOBa Nia ce ompefeny HupoTto Ha TCX.
Ilpu nammdue Ha HapylnIeHWA BHB (YHKIUHTE Ha INATOBHIHATA JKIE3a JICUEHHETO C© PegIntron moxe ga Grae
IPOABIKEHO, ako HueaTa Ha TCX Morat na 65821 MOANBpKAHY B HOPMAIIHH FPAHYIE Ypes IEKapeTea.

MeraGoauTun napymenusn: ITonaxora ce HaGmoKaBa BL3HAKBAHE MK 3aCUIBAHE HA XHIEPTPHIIALEPHAEMIS,
HOpany KOATO Ce MPeNopaYBa MOHHTOPHMPAHE HA JIUIMAHUTE HHBA.

Komndexuuss HCV/HIV: Ilauvenrure ¢ XpoHuwen xematur C, xomHbextHpanmu ¢ HIV u MOy YaBaln
BHCOKOAKTHBHE aHTH-peTpoBupycHa Tepamust (Highly-Active-Anti-Retroviral Threapy, HAART) ca ¢ mopuien
PHCK 32 pa3sBHTHE Ha MieyHa auupo3a. [Ipubassnero wa Peglntron u Ribavirin ksM HAART tpafea na crasa
MHOT0 BHUMaTenHo (Bux KpaTka XapakTeprcTika Ha ribavirin).

KounaxTueLpany NalkeHTH ¢ HaOopegHana nupo3a, nomyuasamu HAART Morar nqa 6B4ar ¢ nosuimen PHCK Ha
HePHOAPOOHA HEKOMIEHCAlMs W CMBPT. JIONBIHUTENHOTO NedeHWe c anda-uHTepdEepOHH, CaMo HIH B
koMOuHaius ¢ puOaBHPHA MOJKE Aa MOBULIN PHCKa NPH NALMEHTHTE OT Tasy Ipyna.

Hapymennsa npn 366nTe 0 BeHOHTe: VMa ChOGIMIEHN 38 HADYIIEHHS npH 30HTE U BERUMTE, KOHTG MOraT
Ia noBepar fo 3aryGa Ha 3u0u npu mamuentw, nexysann ¢ IlerMuTpon, komGuuupan ¢ pubasupin, B xo6aska,
CYXOTaTa B YCTaTa MOXe fia HMa YBpex el eQexT BEpXy 350uTe M TUraBuyHiTe MeMOpaHy B YCTHaTa KyXHMHA TIpH
DPOORDKHTENHO jiedenue ¢ llerfinTpon, koMmbunupan ¢ pubasupun. TlanmeHTST TpaGBa fa Mue CTapaTeNmHO
3BOHTE CH C 9eTKA [Ba IbTH JAHEBHO M J]a HM NpPasu PeJOBHO Nperyien. B npubaBka, HAKOM NaildeHTH MOTAT ja
TOITY9aT NOBPBIUIAHE. AKO TONYYHTE TakaBa PeAKIUsA, HENPEMEHHO M3UIAKHETe YCTATA CH CTAPATENTHO CIICH, TOBA.

Pennnuents NpH oprakka tpancnianTanns: Edukackocrra u 6esonacmoctTa Ha nedennero ¢ Peglntrom,
TpIiarad KaTo MOHOTEpar s WK B KoMOunauus ¢ ribavirin 3a seuerne Ha xenarut C cpefi peUNUMeHTH C OpraHHa
TPaHCIUIAHTalWs Ha Yeped Apo6 WAH APYTH Opraud He e NpoydeHa. [IpenBapuTeNHN JaHHY COYaT, Ue CBILECTBYBa
BEPOATHOCT TEParATa ¢ HHTephEepoH Aa ce acouuupa C NOBUIIEHA YeCTOTa HA OTXBHPIIsHE HA TPaHCIAAHTATA TPH
6pbpeuna TpaHCINaHTanusA. FiMa AOKNAZBaHW CyYad Ha OTXBHpNsHE HA TPAHCHNAHTATA NpH YepHONPOGHA
TPRHCIUIAHTALH,

Apyrw: Iopamu cpobmewnsi, ye interferon alfa-2b o6ocIpA Beue ChINECTBYBalll NCOPHA3NC ¥ CAPKOMIO3R,
u3noNn3BaneTo Ha Pegintron mpy manmyerTH ¢ Tesu 3aboMnaBanys ce NPENOPEYBa CaMo, ako MOTEHHHAIHATA TON3a
OIpaBAAaBa EB3MOKHAA PHCK,

Jaboparopun mscneapanus: Ilpenopsysa ce NpH BCHUKH NRUMEHTH NpPefH W NEPUOJUYHO IO BpeMe Ha
neqennero ¢ Pelntron nia ce npapsT cTaHIApTHHTE XeMATONOTHYHY TECTOBE, KPhBHA OHOXHMMA M M3CHCNBAHE 33
byBKUAATA HAa DUTOBMAHaTa je3a. IIpHMEMIHBHTE HMBA KHM HaYaloTO HAa JEGUCHHETO, KOHTO MOXE Aa Ce
H3MON3BAT KaTo Hacoka ca:

TpomOowmtu ( Opoii ) >100,000/mm’
Heyrpodum { 6poit ) >1,500/mm’
TupeoctamMympant xopmos (TCX) B IPaHHLMTE HA HOPMATA

Hpocnenapate Ha naGoparophure CTOMHOCTH TpAGBa Aa Ce NpoBeXxOa Hpe: BTOPA B ger
HaJanoTo Ha TepanuATa, Cied TOBA HA MHTEPBAN, B 3aBHCHMOCT OT KIIHHHUHATA Helecho0pasuol



4.5, JiekapcTBeHH H APYFH B3aHMogeHcTERS

PesynraTute OT MyNTEEO30BO H3CTICABaHE, B3MepBaliku cyborparare P450, Opy HAlMenRTH ¢ XporudeH xenarat C,
HOMy9aBanid BeIHEX cemmuHo Peglntron (1,5 meg/ke) 32 4 copMumy AEMOECTPHPAT HOBHINGHWE Ha aKTHBHOCTTA
ma CYP2D6 uma CYP2CS/9. He ce nabiirogasar npoMenw B akraBHOcTTa Ha CYP1A2, CYP3A4 i N-anernn
TpaHciepazaTa.

Tp=6sa jia ce EHAMaBa KOFaTo Ce IpHiara peginterferon alfa-2b, sacaro ¢ MeTAKAMERTH, KOHTO c& MeTalomM3pApar
apes CYP2D6 u CYP2C8/9, ocoerHo OHE3H ¢ TSCHA TEPAIEBTHYHA MIMPHHA, TAKHB2 Kato warfarin u phenytoin
(CYP2C9) u flecainide (CYP2C6) ‘

Te3r HAXOZKM MOXE YACTHYHO [a €A CBEp3aEd ¢ Mopo0peHms MeralonuTeH KaNAIMTeT HOpaTy HaMANEHOTO
BI3mANeHAe Ha Jeppud Apod NpM panuenTd, HONyTwm xedemwe ¢ Pegintron. Ilpenopsusa ce BHEMATENHO
saoypane JiedeHne ¢ Peglnfron 3a XpOHWIeH XEHAaTHT Ha NaWUEHTH, TPETHPAHW ¢ MEJUKAMEHTH C TACHA
TepaimMBTHIHA NAPHHA W JyBCTBHIEIEH KBM JIEKO METa00IMTHO YRpeKAate Ha JepHIL JPos.

Ipr (apMaKOKVEETHIHO HpOYWBaHE C MHOLOKDATHE MA03H He c2 HaOmofasasd  (hapMaxOKHHETHIHM
pramMopelicTerA Mexgy Peglntron u ribavirin.

4.6. BpeMeRHOCT H KBpMeHe

BpemensocT.

Peglntron ¢e npemopsusa 3a NeYeHEE HA JKeHM BEB (EPIWIHa BE3PACT, CaMO @KO T€ H3MON3BAT eheKIHBHA
KORTpaneniys 00 BpeMe Ha JiedeBHeT0,

JImricBarT RatNH 3a DpHEIOKEHHETC Ha HETepfiepor anda-2b mpm Gpemenbut xeHd. IIpOydpaHus OpH XUBOTHH
HOKa3BaT PENpOAYKIABHA TOKCHIHOCT (Bmx paspen 5.3). Cpex yopekonopo0xuTe MaliMyHH, DpHIaraHero Ha
uetepthepor-anda-2b gecto Bomy Ho abopr. Tebpre BepoaTHO ¢, Peglntron Fa NpHTeXasa CHIOTO CBOMCTRO.
TIoTeHOMANHUAT PHCK 3& Xopata € HemspecTer. IlerkIETpoE Tpabea A2 ce H3NOM3BA MO BpeMe Ha (PEeMEHHOCT, CaMo
aKo X0Jr3ara HaFBEARA I0TEHIAUTHAA PHOK 38 II0Ha.

Kzpmene: He e ycraHoBeHO KAl CHCTABKHES Ha TO3Y HEKapCTBEH HPOHYKT CE HITBUBAT ¢ KEPMATA.

Tlopayu BE3MOXHOCTTA 32 NOABA Ha HEXEJIAHW JCKADCTBCHHM Deaknpw OpH KEPMedeTarda, KEpMerero Tpabsa fa
OEe NPEKPaTeHo Npey 2aN0TBaHe Ha IEICHHETO.

Kombunupara mepanus ¢ puGasupux;

Ribavirin mpEarRiBa CCpHO3HM BPOHCHH NedieKTH, KOTaro ce Npunara mo BpeMe Ha GpeMennocrra.. JKemd ¢
FeTepofcH IOTeHNHaN 1pabBa fa H30A3BAT edeXTHBHA KOHTPRUCHIFA HO BpeMe Ha JSIemHeTe U 4 Mecena chel
ToBa (BHX Kparka XapaKTepHcTEka Ha ribavirin, 5.3 ¥ crorBeTHUTE HEQOPMEDANIE TEKCTORS 33 METANHHCKETS
TPOOYKTH, CENBPKAIY prOasHpHH).

4.7. EdexTn BLPXy cnocoldnocrTa 3a modupase B paoTa ¢ MAMUHHEH
IIausenTH, KOUTO c& OIIIAKBAT OT YMOPAEMOCT, CHEIIEBOCT BIH ODEPKAHOCT IO BpEMe Ha NegeHneto ¢ Peglintron,
Tpa06Ba Aa me0Arsar modEpanero WM padoTaTa ¢ MAINHHA,

4.8. HesrellaHH JieKapeTBeHE PeaKnuA

BesonacHOCTITAa Ha Peglnfron ¢ oLgHeHa ma Gasara Ha HAHHA OT JiBe KIHHEYHE NpOyYBAHEA. €FHOTO C
momoTepamma © Peglntvon, a2 Apyroro ¢ koMOumHmpana Tepamuma Peglntron u ribavirin. W 8 gpara caydas
MEOHEHTUTES Ca JIEKyBadH B HPOSEDREHME Ha 1 rogwHa.

B Tabx. 4 ca omicaHy A030BHTE PEXHMHA H 6posi Ha JEKYBAHHTE HANMEHTH 33 1 TOAWHA, Ha KOHTO HOTOFaBa HE €
Oun mpunarat HaTepbepoH (HauBHM naumenTH). Ilopam¥ SHaYWTENHOTO NPHUICKpHBAEHEe HA HaGIEORABAaHifIe
HexReJIaEHE peakiiMy mpr MoHoTepamms ¢ Peglntron, rpyimre or manuenTH ca cebpasl B Ta6l. 5, 38 A2 ce HoKaxar
JOKNafBaHHTe HEXEIaHH PEaKEH 32 BCHIKH IpyIH Ha MoHoTepanns ¢ Peglniron.

‘Tatn. 4=~ _AO30BH PEXHMIAM BEO TEKYVBAHW HATHARET A
Tepanna Jlo308 pexHM Bpou NanHEETH, Jlexynalm 3al
rogHEa

Peglntron + ribavirin | Peglntron (1,5 meg/kg/commero) 188

+ ribavirin > 10,6 mg/kg/mmepno)
Interferon alfa-2b + Intrferon alfa-2b (3 MiU 1ps DETH CEOMEIHC) 505
ribavirin + ribavirin (1,000/1,200 mg/ pEepHO). e
Peglniron | Pegintron (0,5 meg/kg/cermurano) / 3&5“ il /!a\
MOHOTEpamHA Pegintron (1,0 meg/kg/comMmrao)




| Peglntron (1,5 mcg/kg/cenmuuno) | 304

Tatn. 5 Herenand Peaxkuyd JORJANBANN B KIIHHHYHA TPOYYBaHER
(= 10% or maumenrure B rpynara Peglniron + ribavirin, Muero seern)
Peginiron + Interferen alfa-2b + PegIntron MonorTepanns
Ribavirin Ribavirin

Hudgrergyuu u napazumosu
Bupycen pudexunan 10% 5% 4-5%

Pazmpoiicmen ¢

Memaboausma u

XPUHEHEMO

3aryba Ha Terno 30% 19% 8-18%

Heuxuampuuny pearyun
Henpecus 34% 32% 26%
Pazppasaurennoct 32% 34% 16%
Bescrane 37% 41% 16-19%
Hecnoko#ictso 14% 14% 8%
Hapywiena xoHIeHTpatt 18% 21% 9-10%
EnMonmonanHa 1aGuIHOCT 11% 10% 5%

PasTpoitcTsa na

HepBHATA CHCTEMA
I'naBobonue 58% 57% 57-63%
Cyx0Ta B ycTara 10% 8% 4-8%

Huxamenna cucrmema
DapyuHryAT 10% 7% 3%
Kanmana 14% 11% 4%
Juciaes 26% 22% 5%

Cmiomatiio-ypesnu

peaxyun
Tanene 43% 31% 20-23%
Anopexchs 35% 26% 10-25%
Juapun 20% 13% 14-17%
Kopemna Gonaka 12% 9% 11%
TloBpBOlaHe 16% 10% 4-7%

Kosica u npudanrouu
Ornnensspane 45% 32% 20-34%
Tipypuryc 27% 27% 7-9%
Cyxa Koxa 23% 21% 6-9%
O6pus 21% 21% 5-7%

Onopro-dsuzamennama

cucmema
Muanrus 49% 49% 46-60%
ApTpanrin 31% 26% 23-28%
MyckynHO-CcKeleTHa 5% 11% 11-13%
gonxa




Pearcunu na Macromo
Ha RPUI0sCEHNE
Br3nanenue 20% 17% 39-44%
Pearuun 54% 36% 7-9%
Tanomo xamo yano
I'masofonne 58% 57% 57-63%
OrnagaanocTt 56% 59% 43%
Myckynna puriHOCT 42% 40% 33-43%
Tlopuinenza TeMIepaTypa 39% 329, 29.43%
I'punononobes CHHEAPOM 21% 2394 18-25%
AcCTeHns 28% 17% 12-14%
OrcraGpane 30% 19% 8-18%
Tabdn. 6

HEXEJAHN JEKAPCTBEHH PEAKIIAHA, TOKIATBAHH HO BPEME HA KJEMHAYHI
HPOYUBAHUA
(Yectn 1% < 10% o1 namuentnTe, Jexysand ¢ Peglntron + ribavirin nin ¢ Pegintron xaro MoHoTepanus)

Tenecna cuereMa 5-10% 1-<5%

WVndernun H Otitis media, r=0Huxesn pHQexuHy, OGaKTepHAJIHH

NnAPasiEToO3N HHJEKRIIN

KptBonocna un inmdna | AHeMHus, TpomOolpTONEHN, JHMbageHONATHS

CHCTEMA JICBKONIEHNS

EngoxpHHHa cHCTEMA XHEOTHPEOHAM3LM | XHOEePTHPEOHZHIBM, ameHopes, FEPOCTATHT,
XHIIePYPHKEMHSA, XHIOKAIIHEMMS

PaztpoiicTBa B XunepypHKeMns, XHIEOKAJIHEMHS, RAKA2

metabodisMa H

XPaHeHeTo

HepxuaTpirann npossH | Br3dyaeHocr, ArpecHBHO IOBeAeHHE, CHLHIHBOCT, HOBEIEH'ECKH

HEPBHOCT OTKJIOHEHHS, ANATHHA, NOBHIIEH AlleTHT, HAPYHIEHHA B

CbH#, AGHOPMHEH CHLHHIIA

HenTpanna/liepndepna | napecresus Xuno- nan XHEepecTeInsl, XUNEPTOHHHA, HaMageHo

HepBHA CHCTEMA audupo, o6LpKBaHe, TPeMOp, CBETOBbLPTEX, MHACpPEHA,
Bb3NajleHHe H2 ThIIAHYETO, 3aryda HJIN HapylucHHe Ha
CAYX3, aTAKCHHA, HEBPAIT S

Ou4Hn npossH 3aMBIVIEHO  BHAKJAHE, KOHIOKTHBHT,  HapylueHa
$yHKINA HA CHIEIHHTE FKIe3H, 00JKH B O4ilTe.

CEpaeuHo-cHA0BA Taxukapaus, cbpuelmedHe, NOHHKEHO — KPHBHO

cHCTeMa Hagarase, MNOBHINEHO KpPLBHO HAJMAraHe, CHHKOI,
3a4yepBABAHE

Pazrpoiicrea Ha ciyxa H TunnTyC, HApYIIeH!s I 3aryda Ha ciayxa

paBHOBECHETO

JHaxarenna cucrema He-npoAyKTHBHA KALLINIEA, PHHNAT, CHHY3HT, GpOHXuT,
pecnMpAaTOpPHH HapYIHeHHsi, HA3a/leH OTOK, pHHOpes,
JHCNHes, ENMHCTAKCHE

FacrpounrecTHHATHA JHCNEeNncHs 3anek, H3BPATEH BKYC, PENAKH H3NPAKHEHHH, CTOMATHT,

pasTpoicTRa yAlepo3eH €TOMaFHT, KbpBeHe 0T BeHUHTE, FJIOCHT,
PpaaTysteHInH, XeMOpOHNAN, racrpoelodareaied
pedIyKC, XemaTOMeraans, OnnupyouHeMus, THHIHBUT.

XenarobuanapHu Xenaromeraus, XHRepSuaAnpyoHHeMBA

pasipoiicTea

Koma H Koxpn | IToeupicHa EputemarozeH  o0pHB, eK3eMa, peakuus  Ha

NpUAATHHH cyaopauma (OTOIYBCTBHTENHOCT,  MaKylIomanyiapen  o6pus,
aBHOpMHA CTPYKTYPa Ha KOCBMA, AKHE, HEPMATHT,
bypyHKyI033, HapyYeHEs B CTPYKTYPaTa Ha HOKTHATE,
ncopnasHc, yprHKapus

KocrHo-MycKkynHa ApTpHr Nuﬂ g ”0\\

cHecTeMa =

OrgenntenHa cHCTeMA YgecreHn MHKIHH, NPoMeHena Yppists e, \ 2

PenpopykrneHa cacTeMa| VleHeTpyanHn ¢




HEpYHICHUA, CEKCYaJIHE HapylieHHsi, HMIOTEeHTHOCT, 0onkH B
MEHOpar=ua I'bpaHTE.

TaA0TO KATO BANO Boaxu B repaure, | Eparema, Gofika B MACTOTO Ha MMIKEKTMPaHE, TOMIIH
RUQ 6onxa, ragene | Bbaan, sxasaa, herpes simplex, mines wim nepudepen
OTOK, fleXHApPaTHpaHe

TloBedero crydau Ha HeyTPOIEHUA 1 TpomGonuTonennst 6sxa nexyu (1 wm 2 cremen Ha C30). HMatie Hixonko
ClIy4as Ha NO-TEXKa HEYTPONCHHA NpY MaNUeHTH JIEKYBaHM ¢ IpelopbyanuTe no3u Peglntron B xoMGumamu ¢
ribavirin (crenen 3 Ha C30: 39 o1 186 [21%]; u crenen 4 na C30: 13 ot 186 [7%]).

B xnMHuYHM MpOyYBaHHA MO BpeMe HA Teparusira ¢ Peglntron wim interferon alfa-2b B koMGuHamusa ¢ ribavirin,
npy NprbnusaTento 1,2% OT MauueHTHTe ca FOKIAABAHH JKHBOTO-3aCTPAIABATIA IICHXHAATpHYHY cx0uTus. Tezu
CeONTHA BRUOYBANH CYMIWIHH MHCNH 4 ONHTH 3a caMoybuiictBo (Bmx paspen 4.4). Ilo Bpeme BHa
NOCTMAPKETHHTOBUTE HAOMOMCHIS 32 FICHX032 U XamFOLUHALMH ¢ ChoOIIABa PALKO.

Psnxo noxnansanu cebutua (>1/10 000< 1/1000) wm mHOro psigko (< 1/10 000) ¢ interferon alfa-2b, B T0Ba YncHO
# Pegintron BKIIOYBAT:

PaarpoiicTBa HA MMYHHATA CHCTeMA!

MHoro psaKo: capKouo3a WK eK3anepOatyist Ha CapkoOMAO3a.

Enpoxkpunny pasTpoiicTaa:

Paako: quaber

PasrpoiicTea Ha HepBHATA ClCTEMAL

Panko: mpunansiy, neprdepsa HEBPOIATHA;

M=oro pajxo: uepebpopackyiapHa HCXEMHS, LiepeGpoBacKyiapHa XeMOparys, ennedhanonaTis;

Crupesnn pasTpoiicTEa:

Panxo: apursus

MHOTO psaKo: ChpASdHa HCXEMHIA, NH(APKT Ha MHOKAPRAT.

PecriipaTopHH, TOPAKANHH B MEAHACTHHAJHH PasTpoiicrea:

MHoro panxo: uHTepcTHIManHa 6enoapobua Gonect

TacTponHTecTHHANHYE pazrpoiicrsa:

Papgko: mankpearyr;

MHOro psanKo: yIepaTHBeH H HCKEMHYEH KONUT.

PasTpoiicrea Ha KOXKATA H IOAKWKHATA THKAH:

Meoro paako: epurema MyITAGOpMe, CHEApoM Ha Stevens-Johnson, TOKCHYHA emMAEpMamHa HEKPONN32, HEKpO3a
B MACTOTO Ha HEXKEKTUPaHE.

MyckyJino-cKeJeTHH pa3sTpofcTEA H Pa3TPOiicTBA Ha CheIHHATENAHATA THKaH:

Panxo: pabnomuonmsa, MEO3NT;

PasrpoiicTBa Ha OTHEIHTEAHATA CHCTEMA:

Panxo: 650peuna HeZOCTATRYHOCT, OTHAfake Ha On0peurara GyHKIRM.

Hexenanu peakuuu oT cTpasa Ha ChpaeuHO-chaorata cucteMa (CCC), 0coGeHo apUIMus, Ce CRHP3BAT NPEAMMHO
¢ MuHana anamuesa 3a sa0ongBanua Ha CCC win Npeaxoxalia Tepanis ¢ KapAMOTOKCHIHH MeIUKaMEHTH (BIDK
pazgen 4.4). ITlpn nanmentu Oe3 Npexoxfala aHAMHE3a 32 KapAHolorayHo 3abomdgBame, cnydyau Ha
KapAHOMHONATHA, 00paTHMa ClieX NPHKIIOIBaHe Ha ICICHHETO ¢ HHTep(epoH, ¢e crobmana paaxo.

Mmporo pagxo ce choSiapar OTAENHH Ciydan Ha erythema multiforme, cuszpoM ma Steven-Johnson, Toxcuuna
eIMEEPManta HEKpPONM3a, KapAWanHa MCXeMHd, MHOKapieH MH(apkT, IepeOpoBacKylapHa MCXEMHS,
LepedpoBackyNapen KpsBOM3NME, eHLe(anonaTys, BE3HIKBaHe HIN 060CTPAHE HA CapKOM03a, HHTEPCTHIUATHA
GenapobHa GonecT ¥ HEKPO3a B MACTOTO Ha HEKEKTHpaHe. PenKM ca U choOIIEeHYATA 32 YIIepaTHBes i HCXEMAYEH
Kot mpu ynorpeba Ha Peglntron. MHoro psaaxo mpunoxeHHero Ha Peglntron KaToO MOHOTEpauMs WM B
xoMbumanus ¢ ribavirin Moxe 1a ce acoUUNpa ¢ AIACTHIHA GHEMHA.

OdranvonorHysH OIUIAKBaHHA, KOMTO C& ChOGINABAT PAAKO N0 BpeMe Ha ynorpeGara Ha anda-urTepdepoHuTS
BKIIOYBAT PETHHONATHA (BKIL. MaKyJNapeH eleM), PerHHAIEA KPBOUSINBH, OOCTpYKINsA HA PETHHAIIHATA BEHA HIH
aprepus, AubysHH TeTHa, 3aryba Ha OCTPOTA HAa 3PEHAETO WM HacT OT 3PHUTENHOTO II0fle, ONTHYEH HEBPHT U
mamwioeKeMa (BinK pasaen 4.4).

Iipu ynotpe6a na anda-untepedepoHn ce cpobluaBa H 33 pasTHUHK GOPMM Ha aBTOMMYHHH 3aD0JZBaHHA KATO
YBpEKAaHHA Ha IMWTOBHAHATA JKIE3a, MAMONATHIHA U TPOMOOTHYHAE TPOMOOLMTONEHMYHA NYpPIIypd, BacKYIIHT,
HEBPOITATHH, B TOBA YHCHO X MOHOHeRponaTuy (Biok panen 4.4 ABTOMMYHHAH HapyHICHU ).

4.9. ITpenosnpase



B xnuHuMHATE GPOYYBAHMA € AOKNANBAHO 32 CIydad HAa HENpeiHaMEPEHO npemosupane, KOSTO HHKOra He e
HafBULABAN0 B2 NIBTH NpeAnMcaHara nosa. He ca nabnromapany cepuosnu peaxmun. Hexenanurte peakipn
OT3BY4aBaT B X0Jla Ha neueHueTo ¢ Pegintron.

5. PapMaKoJOrHIHH AAHHH
5.1. @apmakoiuHAMMYHH CBOiiCTEa

dapmaxoTepanepTiuHa rpyma: MMysocraMynanty, L{UTOKHHHE | uMyHOMonyXaropH, MuTepdiepony, Peginterferon
aifa-2b, ATC xog: LO3A B10.

PexoMOunanThuar interferon alfa-2b e xoBaneHTHO XOHIOTHpaH ¢ MOHOMETOKCH NONMETIICHIIHKOMN MpH CpeRHo
HHBO Ha CybcTuTympane oT 1 moN monuMep na mon nporens. CpefHaTa MOJEKyNTHA MACAa Ha MOJEKYjara e
npubimznTento 31 300 panrona, oT koo 19 300 ca ot OpPOTEHHOBUAT KOMITOHEHT. ,

Hurepdepon anda-2b
Cnoper in vitro u in vivo Npoy4BaHns GUONOTHYHATA aKTHBHOCT Ha Peglntron MPOM3THYaA OT HeroBara interferon
alfa-2b cperaska.

Knerpunara akTaBHOCT Ha MHTEP(DEPOHHTE Ce IBMKH HA CRBP3RAHETO HM CBC crienmdirIHE MeMOPaHHH PeLENTopH
BBPXY KACTEIHATA MOBBPXHOCT. [IpoyuBanmaTa ¢ Apyrd MBTEP(EPOHH ca Nokasamy, Je Te ca BUOBO CHEeLH(IIHY.
Hsxon Bupose malimynn obauve, kato MaliMyHuTe oT BHAa Rhesus, ca 4yBCTBHTENHM KBM hapMakoFUHaMHIHA
CTAMYIanus IpH H3AaraHe Ha YoBeIIKH HAaTepdepod TuR 1.

Cilell xato ce CBBPKAT C KIETHYHATA MeMOpaHa, MHTepHepOHUTE OTKIIOYEAT CHOKHA NOCTENOBATENHOCT OT
BBTPERICTRHHM NMPOLECH, KONTO BKIIOHYBAT HHAYKIAA HA ONpEAENCHM eH3UMH. CMaTa Ce, 4e TO3M Ipolec, Haii-
MaNKOTO O0TYaCTH € OTFOBOPEH 32 PAsiMYHH KIETHYHH OTTOBOPH KEM HHTeplepOHa, BKIOYMTENHO MHXUOHpaHe
PeIUMKaNATa HA BHPYCHTE B 3apa3seHMTE C BMPYCH KIETKM, CYNpPECHI HA KIeThYHaTa npomudepanms u
MMYHOMOJyIHpaIll aKTUBHOCTH KaTO: YCuiBaHe HAa (arcIMTHATA aKTHBHOCT Ha Makpodarute ¥ HapacTBaHe HA
CrelM(EIHaTa TUTOTOKCHYHOCT Ha NUM(OLMTHATE 110 OTHOIISHYE Ha NPHIENEUTe Kietky. KOeTo ¥ fa € oT Tesy
HEHCTBIIS Vi BCHHKH B3ETH 326HO NOMPUHACAT 33 TEPANCBTHIHUTE e()eKTH HA HHTepdeponnTe.

PexomGunanThusit interferon alfe-2b nHxuGupa 1 BupycHaTa permmMKaMS in Vitro W in vivo. Makap 4e TOHHST
MEXaHHM3IBM Ha AefcTBHe Ha pexoMOunanTHus interferon alfa-2b BEPXY BUPYCHTE He € M3BECTEH, HAMIEKA YE TOH
TPOMEHA MeTabouzMa B KIIETKaTa-ToCTONpHeMAUK. ToBa NeHcTBHC MHXMOMpA BUpPYCHATA PEIUKALIL MIH aKO
HMa PETUTHKANA, TO HE3PETATE BUPHOHH He MOTAT [ HAILYCHAT KIIeTKATa.

Peglntron

PapMaxopueaMuKaTa Ha Peglntron € uscnensana Ipu npoy4Bake C eJHOKPATHY MOBHINABAINY HO3H NPy 30paBH
NoDPOBONIY, KATO ca H3CHCABAHM NIPOMEHHTE B TEMIEPATYPATa, H3IMEPEHA B YCTHATA KYXHH2, KOHUERTPAWHNITE HA
e(eKTOPHHTE NPOTEMHH KaTO CepyMEH HEONTepyH U 2' 5 -0Nuroafe aT-CHHTeTasa (2'5°-0AC), xakro H Gpos wa
OeriTe KpBBHR KIETKM H Heyrpodumute. ITanmenture, monydasanu Peglntron moKassaT JieKO, fO303ABHCHMO
[IoBHIaBaHEe Ha TelecHaTa Temnreparypa. Chen emHokpatHu xosm Peglntron or 0,25 mo 2,0 meg/ke/cenmugno
KOHUEHTpalMATa Ha CEPYMHHI HEONTEPHH Ce YBENHYaBa IO HO303aBUCHM HaduH. HamansgsaHero Ha 6pos Ha
TIEBKONHUTHTE H HEYTPOQMIUTE B Kpast Ha 4-Tata ceAAMMIA CHOTBETCTBA C Ao3aTa Peglntron.

Peaynraru oT KAHHHYHE npoy4yBaHns ¢ PegIntron
HBe nunoTEn npoy4sanns 6:xa nposesenn, exuoro (C/197-010) ¢ Peglntron Monorepans; Broporo (C/[98-580) ¢
Peglntron B xoMGuHauus ¢ ribavirin. Kpurepunre 32 noafop Ha NaUMEHTH 3a Te3W NPOYYBaHHA 0AXa XPOHHYCH
xematur Taa C ¢ nonoxutenta HCV-RNA nokaszana ¢ momiMepasha Bepmxma peakmuz (TIBP) (> 30 IU/ml),
HepHONpoOHa OWOrCHA NOTBBPXKAABAIlZ NHATHO3ATA XPOHMYEH Xenarut Oe3 HUKAKBH ADYFH NpHUMHE 3a
XPOHHYBHA XSNaTHT HIH ITOBAMICHH CTOHHOCTH Ha cepyMuus ALT,
B npoyusarero B5pxy MoHOTEpanus ¢ Peglntron ofmo 916 menekyBaHH NALMEHTH ¢ XpOoHMueH xemaruT C Oaxa
nexyeanm ¢ Peglntron (0,5, 1,0 wan 1,5 meg/kg/cenmmuyno) 3a 1 roiiHa ¢ oCeRBammo geyenye oT 6 Mecena. Chio
Taka 3a cpaBHeHHe 303 nauueHTH noiydasaxa interferon alfa-2b (3 MIU/Tpy netu cemvirino). Topa mpoyupane
moxasa, ge Pegintron npesesxo:xaa interferon alfa-2b (Ta6n. 7).
B npoyysanero ¢ Peglntron komOumpana Teparmia 1530 Henekypanu nalueHTH GAxa Nekypauy 3a | rogmHa 1o
efHa 0T CHEMHUTE AO30BH CXEMH Ha KOMOHHWpaHa Tepanus:
. Peglntron (1,5 meg/kg/cempauno) -+ ribavirin (800 mg/mHeBHO), (n=511).
. Peglntron (1,5 meg/kg/cenmmno 3a 1 Mecen, nocnensan ot 0,5 meg/kg/c
(1 000/1200 mg/auenno), (n=514).




. Interferon alfa-2b (3MIU Tpu mrrl cempuyno) + ribavirin (1 000/1 200mg/nresno) (n=505).

B Toma mpoyusane komBunammata of Peglntron (1,5 mog/kg/ceamuuno) m ribavirin Gemlle 3HAYMTEAHO nO-
edexTHBHA, OTKONKOTO KomOmpaumara ot Interferon alfa-2b m ribavirin (Tabm. 7), ocobeHo mpu manueHtH
nudextupann ¢ rerotun 1 (Ta6n. 8). CrabunsocrTa Ha OTroBOpa Oelle OlEHEHa MO CTENEHTA Ha OTroBop 6 Meceua
ciiel ipeKkpaTaBane Ha Tepapuaia.

TenotumeT Ha HCV M BPBOHAYANHOTO KOXAYECTEO HA BHPYCA €A YIPOTHOCTHYHK (DaKTOPH, 32 KOMTO € H3BECTHO,
ye BIHAAT HA CTENEHTa HA OTrOBOp. BEIpeKH TOBa 3a cTeleHTa Ha OTFOBOP B TOBa Npoyysade Oellie MOKA3AHO, Ye
3ABHCH CBHINO TaKa H OT mo3aTa ribavirin npuioxena B xomOuHauma ¢ Peglntron wmm Interferon alfa-2b. ITpu
naumentuTe npuemany > 10,6 mg/kg ribavirin (nosa or 800 mg 32 cpemHo CTaTHCTHHESCKH 75 Kg FAllHeHT),
HE34BICAMO OT FEHOTHIA HIH ITEPBOHAYATHOTO KOJIHYECTRO Ha BUpYCa, CTEIIeHATe Ha OTTOBOpP OAXa 3HAYHTENHO
HO-TONIEMH, OTKOJKOTO NpH MaliMeHTHTe, noay4yasam < 10,6 mg/kg ribavirin (Ta6a. 8), a creneHunTe Ha OTrOBOD
TIpH NanueHTHTE, monydasany > 13,2 mg/kg ribavirin Gsixa fopy T0-BHCOKH.

TABJ. 7 MPOABIDKUTEJIEH BUPYCOJAOTHYEH OTIOBOP (% HCV HEFATHBHH
HAITHEHTRH)
| Peglniron ponoTepanusg I Peglntron + ribavirin
CxeM# Ha Tepanns P15 P10 |POS I P15R (PGSR |IVR
Bpoit nanpenTn 304 297 315 303 511 514 505
QTroBop B Kpas Ha TepanudaTa 49% 41% 33% 24% 62% 51% 52%
OpopsixuTeleH 0TrOBOP 23%* | 25% 18% 12% 54%%* 47% 47%

P15 PegIntron 1,5 mog/ks;

P10 Peglntron 1,0 meg/ke;

P05 Peglnivon 0,5 meg/ks;

I Interfercn atfa-2b 3 MME;

P1,5/R  Peglntron (1,5 meg/kg) + ribavirin (800 mg);

PO,5/R Pegintron (1,5 o 0,5 meg/kg) + ribavirin (1,000/1,200 mg);

R Interferon alfa-2b (3 MIU} - ribavirin (1,000/1,200 mg);

* p<0,001 P 1.5 8 cpasremie ¢ I

b p=0,0143 P 1,5/R B cpasnenre ¢ VR

TABJ. 8 CTEIEHY HA NPOALIDKATEAEH OTIOBOP NMPH PEGINTRON + RIBAVIRIN
{coopen nosara Ha ribavirin, reHOTANA N HaYanHOTO KONMYECTRBO Ha BHPYCE)

HCYV resornn ribavirin Aesza P1L5/R P0SR I'R
(mg/ke)

Beunukn BuAoBe repornn | Benyxkn 54% 47% 47%
<10,6 50% 41% 27%
> 10,6 61% 48% 47%

Tenotrun 1 BendkH 42% 34% 33%
<10,6 38% 25% 20%
> 10,6 48% 34% 34%

Tenornn 1 Benurn 73% 51% 45%

< 608 0001U/ml <10,6 74% 25% 33%
> 10,6 T1% 52% 45%

Tenotun 1 Benykn 30% 27% 29%

> 600,000 IU/ml <106 27% 25% 17%
> 10,6 37% 27% 29%

Fenorun 2/3 Bepuku 82% 80% 79%
<£10,6 T9% 73% 50%
> 10,6 88% 80% 80%

P1,5/R Pegintron (1,5 meg/kg) + ribavirin (800 mg)

PO,5/R Peglntron (1,5 no 0,5 meg/kg) -+ ribavirin (1 0600/1 200 mg)

R Interferon alfz-2b (3 MIU) + ribavirin (1 000/1 200 mg)

B mpoyusanero ¢ Peglntron MOHOTEpanus, KayecTBOTO Ha XUBOT KaTo LAne fele MO-Manko 3aCerHaroe HpH
nevenye ¢ 0,5 meg/kg Peglntron, otkoaxoto mpu 1,0 meg/kg Peglntron Benusx ceMirano win ¢ interferon alfa-2b
TPU IETH CEAMHYHO.

Tpu xpyro mpoyuBase, 224 TMAIMEHTH ¢ reHOTHN 2 WM 3 ca nexysanu ¢ Pegintron, B fosa 1,5meg/kg BemHEiK
CEIMHYHO, TIPHIIATAH MOJKOKHO, B KoMOuHanu ¢ ribavirin 800-1400 mg nepopaiHo 32 6 MeCSuatHA SaaR IO,

24% e Guna HATHNE MOCTOBa (ubposa ik ruposa (Knodell %4).



Tabl. 9 Bupycojorayel oTropop B Kpast Ha JeyHHeTo, 3315PXKAHE HA 0TTOBOPA MM PeNHAHBHPaHE COPSIMO

FeHOTHH H HHBO HA BHPEMHA

Peglniron 1.5mep/kg Bexusx cepmutno + Rebetol 800-1400 me/men
Otropop B Kpad Ha | 3agepxane Ha | Penunus
JIE¥EHHETO QTTOBOpPA
Bewgxu anHeHTH 94% (211/224) 81% (182/224) 12% (27/224)
HCV2 100% (42/42) 93% (39/42) 7% (3/42)
<600 000IU/mL 100% (20/20) 95% (19/20) 5% (1/20)
>600 000 IU/mL 100% (22/22) 91% (20/22) 9% (2/22)
HCV 3 93% (169/182) 79% (143/182) 14% (24/166)
<600 000IU/mL 93% (92/99) 86% (85/99) 8% (7/91)
>600 000 JU/mL 93% (77/83) 70% (58/83) 23% (17/75)

“3a ecexu nayuenm, xoiimo npu npocnedseanemo ¢ 12 cedmuya e 6un ¢ nedonoguno nueo na HCV-RNA u ca
nunceany dannu 6 24 ceOmuya ce npuema, Ye € Hanuye 3a0ppiicau) e 8YPYCOROZUYER omzocop. Beexu nayuerm ¢
nunceamy OGHHY € Hpo3opeya no epeme U cned npocredasanemo Ha 12 cedmuya ce cuuma 3a neomaoeéopun npu
npocredseanemo npes 24 cedmuya.

ToBa npoyyBaHe perHCTpUpa Mo-go0pa HOHOCUMOCT KBM 6 Mecella JISUCHHE OTKOAKOTO IEHTPANHOTO NpOyYBaHe
BEPXY KOMGHHADAHOTO jleueHue 3a 1 TOAWAA; 33 NPeKACBAHE Ha NedeHuero 5% crpamo 14%; 3a Mopuduiupane
Ha posara 18% copsamo 49%.

IIporHocTHYHA CTOMHOCT HA MPOABIKHTEIHHS BUPYCONOFNYEH 0TroBop. JaHHATE COYaT, Ye JOCTHIaHEeTO Ha
BHDYCONOTHYEH OTFOBOP, AeHIHpaH KaTo ABYCTENEHHO MOHIHKEHNE HA 1in HeycTaHosaBaie Ha HCV-RNA nma
YIOMOXKWTEIHA POTHOCTHYHA CTORHOCT 32 IPORBIKUTENCH BUPYCONOTHIeH 0TroBop (Brk Tabi. 10).

TABJA. 106 HPOFHO3A 3A HPOALJDKATEJER BUPYCOJIOTHYEHR OTT OBOP
IIOCPEJXCTBOM NOCTHUTAHE HA BHPYCOJIOTHYEH OTI'OBOP IPE3 12-ra CEIMHAIA
OT JEUYEHHETO U FTEBOTHIIA HA BHPVCA*®

Jevenne I'enoTun Bupyconorusex 3anepxau ce orroBop | Heratusna
orroop mpes 12 [IPOTHOCTHYHA
CEAMMIIA CTOHHOCT

Pegintron 1,5 1 JA 75% (82/110) 71 % (58/82) o

+ HE 25% (28/110) 0% (0/28) 100%

Ribavirin

10,6mg/kg) 48

CEIMUII JICYEHHE

Peglntron 1,5 2u3 JA 99% (213/215) 83% (197/213) —

+ HE 1% (2/215) 50%(1/2) 50%

Ribavirin  800-1400

mg 24 CeMHLIM

fedeHue

*Ompazent ca camo nayuenm, 3a kKowmo npes 12-ma cedmuya ca 6wt HaRULHY OGHHY,
HeraTipraTa nIpOTHOCTHYHA CTOMHOCT 32 NPOABKNWTENSH BHPYCOJNOTHYEH OTTOBOP NPY MAUMEHTH, NCKYBaHH C
Peglntron xaro MoHoTepanui ¢ 98%.

5.2. @apMaKOKHHETHYHH CBOICTBA

Peglniron e nofpe XapakTepusHpaHo, NONHCTHREHFIHKON-MORuGHLMpano (“IErmIpano”) NpOM3BOAHO HA
interferon alfa-2b u ce CHCTOM TPEHMMHO OT MOHOMErHUNUpasH BULoBe. [DrasmMeHuAT nonyxusoT Ha Peglntron e
MO-ABIEr B CPaBHEHME C TO3M HA Hemerwnimpamms interferon alfa-2b. Peglntron Moxe Aa ce jenerunupa 1o
cpofoned interferon alfa-2b. BronorngHaTa aKTHBHOCT Ha IETMIIHMpPAHHTE HIOMEPH € CXOAHA 10 BUJ, HO no-caaba
oT Ta3u Ha ceoBoaHus interferon alfa-2b.

Cren TOAKOXHO TPMIOKEHHE MaKCHMANHHTE CepyMHH KOHIICHTpaluM ce JOCTHIET MEKAy 15-44 gac u ce

e 0,99 I/kg .
[Ipy MHOTOKpaTHO Jo3upaHe ce HaOmoXaBa aKyMynalys Ha HMYHOPEAKTHBHUTE
YBENMISHAETO HA GHONOrHYHATA aKTHBHOCT, M3MEPEHO upe3 GHOTECTOBE, € YMEPEHO.




CpefEoTo eMMMAHANEOHREH TIONYXHBOT Ha Pegintron e npubmmsmrrento 40 gaca (13,3 waca) ¢ xupsHe okomo 22,0
ml/h.kg. MexarusmMuTe 3a 0TAENsHE Ha HHTep(EPOHATE IPH HOBEKA BCE OIE HE Ca HAINRINO yeraHoseHH. (bade,
eMMEEMpaHeTo dpe3 On0penmTe MOxe Aa FOIpHHACA 32 Manka dacT (npubmmsurenso 30%) oT oTAensHeTO HA
PegIntron.

Buipeusa ¢ynxnus: Bofpeunoro ormemine mompuhacs 3a 30% or ofmmsa xmipeEc Ha Peglntrom. Ilpu
mpoydBase ¢ eguoxpariy no3H (1,0 meg/kg) npy mauEeHTH ¢ yBpeaeHa 6s0pewa GyHKnnGs, Coua, AUC 1 nepuoza
Ha DONYENMMHUHHPAHE Ce YBeNHTIABAT B 38BUCHMOCT OT CTEIEHTa Ha OB0PeYHOTO YBpexaane.

BenepcreHe HA MHOFOKpaTHO HEkektspase Ha HerlmTpor (1,0 mcg/kg cepMiraHo, NpHIarady NOOIKOXKHO
eKECEIMITIHO B IPOALIDKEHHAE Ha 4 cemMuiy), KIHpEHCHT Ha IlerMIHTpoH € peRylupaH cpefHo cbe 17% mpu
HAallHeHTH ¢ YMepeHo 656pedHo yBpexkaane (KpeaTHEMHOB KupsHe 30-49 ml/vim) u cpenso ¢ 44% npH NanyeHTH
¢ TexKko OEOpedHo yBpexfAaHe (KpeaTHHWHOB KIHMPEHC 15-29 ml/MuEH), B cpaBHEHWE C HAIHEHTH G HOpMAlHa
6n6pegna byHrmuA. JIauEy HpH GERHIYHA K032, IIOKA3BAaT, 9¢ KIMPHHCET € CXO/ACH NPH HEel(Mann3HpaH HalHeHTH
¢ Texxo GE0peuso YEpeRaaHe i NaleHTH Ha XeMopranasa. [osara Ha ITerMnTpon mpu MoHOTepamis TpadBa fa
GBAie peyIHEpata npy HAIMERTH ¢ YMEPEeHH WK TeXKH O50pedrs yBpexanmus (Bx. pasaenn 4.2 u 4.4). TTampenTu
C KPEeaTHHHHOB KIUPEHC MO-MANEK oT 50 mi/Mun He TpabBa Aa GpAaT Nexysanyu ¢ IlerMHTpoH B KOMOHHAIHA C
pubapmprH (BX. pasgen 4.3).

TMopagu 3Ea9HTeNRATa BapHaCHAHOCT Ha (HapMaKOKHHETHKATa Ha MHTep(epoRnTe IPH PasnuIHATE MHIMBUIMY, C&
NpenopEYBa MaHHeHTHTe ¢ TexXkH GrOpedHH yBpexpanus Aa OBaT BHMMATENHC MOHHTOPHpaHW HO BpeME Ha
negennero ¢ IlerWarpol (Bx. pasgpen 4.2).

Yeproppobna dysxuns: DapmakokuHernkara Ha Pegintron npy nalfeHTH ¢ TEKKM JePHOEPOGHH AUCHYHKINM
HE & H3CHeHBaHa.

ManuenTs Ha BB3pacT Haj 65 romuau: PapMakoxuservkara Ha Peglntron cnep enmumgsa xo3a oT 1,0 meglkg
IPUIONKEHA NOHKOKHO, He C& IEPOMEHs OT BE3PacTTa. Te3y AAHHN BOJAT N0 U3BOJE, Y€ He & Heo0Xo1uMa IpoMIHa
B HO3HpOBKata Ha Peglntron rmopaiu HanpenHanara BE3pacT.

HapsenTn Ha BL3pacT noi 18 roguem: He ca M3pEpmBaEK coelu@IIHE (apMAKOKHHETHIHY OIEHKH IIPH Ta3H
IpyDia mampenTH. Peglitron e mokasad 3a jedeHne Ha XposkdeH xematar C caMo Ipu OaupedTH Hax 18 rommHu
L} TI0-BE3PACTHH.

Hurepbepor HeyTpagusHpama daxtopk: IlpoBeneHn ca H3NUTBAHMA 33 HHTep(PEPOH HEyTpaiMaUpamy
¢axTopd Ha cepyMHM NpoGH OT DAalMeHTH, KOUTO ca HoiyYasamd Peglntron 1o BpeMe Ha KITMEHIHO H3MIHTBAHE.
Hutepdepol HeyTpamBHpamEre QAaxTOpPH ca aurdreNa, KOMTO HEyTPanM3Upar aHTHBMPYCHAaTd akTHBHOCT Ha
nuTephepona. Kinpuyyara 1ecToTa Ha PasBATHE Ha HeYTPANM3Upamy GaKTopH pH HalieHTy, KOUTO IToNyIaBar
Peglntron 0.5 micrograms/kg e 1,1%.

5.3. llpegxnrEnuHA J2HHEH 32 Oe3onacHocT

PegIntron Hexenann peakilue, KOHTO He ca HabimofapaHy NpK KIMHINHHTS NPOYIBaHHAA, He ¢a HabMoAaBaH i
TipH M3MHTBAHEATA 33 TOKCHIHOCT BEPXY MadiMyrd. Tesu npoydsanus ca G ¢ OFpaHHYCHA NPOREIDKATENHOCT
710 4 cemMUITH IMOPa NOABaTa Ha aHTU-WHTepDEDOHEOBH ASTHTENR B IOBEIETO MAIMYHIL.

He ca HpoBe)KEAHM HPOYIBAHKA 32 BIHAHEeTo Ha Peglntron BEpXy penpomykreHoctTa. Umreppepon anda-2b e
Hpemm3ByKBani aGopTH ¥ npuMary. WMa BepoatHocT 1 Pegintron ja mpaduEsBa T03H edekt. Edexrute My BHpXy
depTHamTETa He ca onpefieneny. He € M3BECTHO JaH KOMIIOHEHTHTE Ha TORH AeKapCTBEH HPOLYKY C& EKCKPETHpAT
B MIBIKOTO Ha eKCHEepWMEHTAlHH KHBOTHH HIY B JOBEIIKOTO MILTKO (BIDK pasfed 4.6. 32 ChOTBETHH HAHAH HPH
"oBeK 32 GpeMeHHOCT U aKTaI).

OTHOCHTENHATA JIMIca HA TOXCHIHOCT HA MOHOMETOKcH-TIomeTinenrarkona (mPEG), kofito ce oceofoxaasa ot
Peglntron 0pH in vivo MeTaboim3Ma € HOKa3aHa B MPEAKIMENIHA H3MHTEAHAA 33 0CTPa H IOACCTPa TOKCHTIHOCT
IIpH TpH3a9H H MafMyHY, CTAHIAPTHH [POYYBAHMA 32 PasBUTHETO Ha eMODHOHa 4 NINOJIA, KakTo M IpPH in Vifro
H3NMTBAHHA 34 MYTaTeHHOCT.

Peglntron + ribavirin IIpu wanonssane Ha KoMOWHHpaBa Tepanms ¢ ribavirin, Peglntron He MPHIMHABA HUKAKBH
HEXENaHA peakiil, KOWTO He ca HablronaBaHW IPERM TOBA IPH MPHIOKEHHETO Ha BCAKO OT JIEKapCTBEHUTE
BemlecTRa noornemHo. OCHOBHATA peakipsd CBERp3aHa ¢ Tepamuara Oeme ofparmma, neka FO ymepena aHeMHH,

H3IMOA3BAH0 CaMOCTOATENHO,




6. ®apmaneBTHYHA NaHEA

6.1. Cniechpk HA IOMOIEHRTE BelecTBAa
Ilpax 33 wmxeknwonew pasreop: Disodium phosphate anhydrous, Sodium dihydrogen phospate dihydrate ,
Sucrose, Polysorbate 80.

PasTeODITEN 32 apeHTepaiHa viioTpeba: water for injections.

KomuuectsoTo Ha pastBopa B €fHa mMcanka ¢ 0,5ml. BKIIOUeHO € M JONBAHMTERHO KOJNHYECTBO 34 3aryOd B
CHCTEMaTa Ha NIpHiIarane

6.2. ®AzHKO-XAMAYHA HECHBMECTRMOCTH
To3u NekapcTReH IPOIYKT TpabBa a2 GBNe pasTBapsd caMo ¢ pasTROPHTENs, IIOCTABEH B ONaKOBKaTa M He Tpabza

Iia Ce CMECEa C JpYTH NeKapcTBeHH NpoNyktH (BIK CBINO paspen 6.6).
6.3. Cpok Ba rogaocT
36 Mecena

Crner pasTRapsye:
= JlokazaHa € XUMHYHA H QH3HIHA cTabHIHOCT TpH ynoTpeda o 24 gaca ¥ CEXpaHEHHE NIPH TEMIIeparypa
ot 2°C mo §°C.
x Ot MEKpOCHONOrHYHA FIeTHA TOYKE, JEKapCTBSHHAT NPORYKT TpaORa fna Obae npunoxkeH Bepmara. B
CIIy4aii, 9e TOBa HE Ce HAIPABW, BPEMETO H YCIOBHSITA 32 CHXPaHEeHMe 1O NPHIOKEHHETO ¢d OTTOBOPHOCT Ha
H3N0N3BAIIHA TPOAYKTA, KaTo He TPSORa Na IpepumnasaT 24 gaca IIpH TeMueparypa Ha cexparenne ot 2°C no
8°C.

0.4, CHeHANHE YCA0BNSA 32 CEXpPaHeHHAE

Jla ce chxpansea B XHaIUIHVK IIpH TeMiepaTypa oT 2°C no 8°C.

6.5. Tan\na 33 0N2KOBKATA

TIpaxsr ce comppxa BuB (iakoH (2 ml) ot crekimo Tam I ¢ rymena 6yTHIOBa 3arymanka M afyMUHHERa Kalagka ¢
HOJIMIPOIFIICHOR2 marrnnia. PasTeopurens e B ammyna (2 ml) ot crekno Tun L

Pegintron 50 micrograms ce JocTaBd KaTo:

. emuu (QUAKOH ¢ NpaX 3a MEOKEKIHOHEH pasTBOp, ! aMimyna pasTBOpHTEN 32 MapeHTepanHa
ynotpeba, ] crpuHIioBKa, 2 MITH 32 HEDKEKTHPAHe M eHH TaMIIOH 34 IIOYHCTRARE;

6.6. Ifpenoprka OpH yoorpeda

PeglIntron ce mocraes xaro peginterferon alfa-2b npax 50 micrograms 3a emroxparHa ynotpeda. IlpaxsT RBE BCeKH
¢naxo” Tpabea Az ce pastopd ¢ 0,7 ml Boxa 3a HICKEKINHE 33 IPHIOXKEHHe Ha Hali-mmoro 0,5 ml oT pastBopa.
Taka monyw9eHEsT pa3TROp € ¢ KoHueHTparmg 50 micrograms/0,5 ml.

Hrpxekrupaiite 0,7 ml Boma 3a MEDKeKkIMH BER (naxoHa ¢ Peglntron xato msnonssare CTepIIEM HIVZ H
CIPEHIOBKA. BHIMaTENHO pa3iiiaTeTe, 34 ia pasTBOpUTe HamkiHo npaxa. Cireyy ToBa HeoOxo/mMara K038 MOXKE Jia
O0BAe U3TErieHa ChC CTEPHIEY UITIA U CIPHEIOBKA.

KaxTo mpw BeHuaxE MEMKAMEHTH 3a IIapeHTepaiHe IPHIOXKSHHE, INPEAM HpHiaraHe IPOBEPETe BH3YANHO
KagecTBOTO Ha pasTeBopa. PastBopsT Tpabea ma OBne npospateH M OesieereH. Ha He ce ymorpefgBa ako MMa
TPOMEHH B IBETA MM HATMYHE Ha Hepasteopend dactuim. Ciex ynorpeDa, ymorpefeHaTa cripueIioBKa Peglntron
H OCTaHANOTO B HE KOMAYECTRO PAsTBOP Aa ce H3XBEPIH.

7. Hve u agpec H2 DpETEeXaTeIA HA PA3PEeNIeHAETO 32 YHOTpeda

SP Europe, 73, rue de Stalle, B-118C Brussels, Belgium

8. Fime u afpec Ha DPOE3BOAATENS




SP (Brinny) Company, Innishannon, County Cork, Ireland
9. lara Ha aKTyaJIH3HEpaHe HA TEKCTa
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