KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA
1. Ame B2 exapcTBeHNA TPOTYKT

Peglntron® 100 pg powder and solvent for solution for injection in a pre-filled pen
HerHMarpox 100 pg npax H pasTEOPHTEN 32 HHKeKBHOHEH PA3TEOP B NPEAEAPHTEIN0 HABJIHEHA THCAIKA

2. KayecTBeH H KoJHJeCTBEH CHCTAB
Bostka mpepBapuTenso-HansaHeHa mmcanka Peglntron 100 micrograms cbAOBpKa HOCTATBUBO KONHUECTEO
peginterferon alfa-2b (xomroraT ma pexomOmHanTeH uETepdlepon anda-2b ¢ MOHOMETOKCH TIOJMETWIEH FIIMKON)
K4To IIpax 3a HIDKEKIMOHSH PasTBoOp U CEOTBETHOTO KONHYECTBO PA3TBOPHTEN, 32 A2 ce ocurypn 100 micrograms
peginterferon alfa-2b B 0.5 ml pasTBop KOraTo ce pasTBOPH CHOPEH HHCTPYKIIHMHTE.

3a moMOINHHTE BeMiecTBa BIK 6.1.

3, Jlexapcerrena dopma WIHUCTEPCTBO HA SRPAREONAIBARETD
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4.1. Moxazaunus W 6‘]/” A —

Peglntron e moxasaH 3a JEHCHME Ha BE3PACTHM NANMEHTH ¢ XpoHMYen xenmatuT C, KOHTO MMarT MOBHIISHH
TparcaMuHasy 0e3 JepHonpoOHa MEXOMIEHCANIs M KOHMTO Ca IOJOKHTENHH 33 cepyMHa HCV-RNA mnn amru-
HCV ( px paspen 4.4).

Haii-gobpietr MeTox 2a ynotpeba Ba Peglnitron HpH Tasn MERAKaIMA € B KoMOHHAMA ¢ ribavirin.

Tazu koMOMHEEpaHa Tepalis & HOoKa3aHa IPH HeleKyBaHH ITANHeHTH, KakTo H NpH NaleHTH, KOMTO Ipefy ToBa ca
otroBopuny (¢ HopMammsupade Ha ALT B xpas Ha JedeHuero) Ha MOHOTepanmmsa ¢ MHTephepod anda, Ho
BIOGHENCTBHE ¢a 3a00JIelH TOBTOPHO.

Monotepanus ¢ interferon, BumounTento u ¢ Peglntron e noxasaHa IMaBHO IIPH HaNuIMe Ha HEIOHOCHMOCT HIIH
TIPOTHBOIIOKA3aHHAA 34 IIpHIarafe Ha ribavirin.

Mo, 00BpHETE ce CBINO M KBEM KpaTKa XapakTepucrika Ha mpopyxra (KXII) ma ribavirin, kpnero e oTpazeHa
rKomOunKpanaTa ynorpeda Ha Pegintron ¢ ribavirin,

4.2, Hosuposxa ¥ HAYHH Ha HPHI0KeHHe

Jieyenuero ¢ Peglntron Tps6ea Ha Gpje 3aM0usaTo M BPOCHSASBAHO CAMO OF Jekap ¢ ONMT B NEYCHHETO HA
TanyueHTH ¢ XenatuT C.

Hozuposka. Peglntron ce mprnara kaTo MONKOXHA HEGKEKIIA BefHERK ceamigro. Ilpunaragara fo3a 3aBHCH OT
TOBA Faild Ce M3MON3Ba KaTo MOHOTEPAI MiH B koMOHHarus ¢ ribavirin.

KomGuanpana tepamnga. Peglntron 1,5 mcg/kg/cemMunso B koMOuHaIHA ¢ Kancynd ribavirin, OnpenensHeTo Ha
geobxomumata foza Peglntron ot 1.5meg/kg B xomburanua ¢ Ribavirin crorBercTRama Ha KaTEropuaTa TEHECHO
TEINIO U KOHUEHTPAlWITa Ha JIeKapCTBEHHAT IIpenapar B nHcankara/daakoHa craBa csobpasgo Tabn. 1 . Ribavirin
KaIICYJIH ¢e NPUIArar NepopanHo, BCek! eH, pazfeneny Ha 2 IpieMa N0 BpeMe Ha XpaHneHe (CYTpHH ¥ Beuep).

TABJIAA 1 - . HOIAPAHE NPH KOMBHHBUPAHA TEPANMSA - . -~ - ¢ © %
TesecHo PEGINTRON RIBAVIRIN caps.
terao (kg) Konnenrpanus sbB Cenmuusno npy- | Ob6ma AHeBHA 032 Bpoii kancyan
paaxona (meg/0.5 ml) Jozerre (ml) (mg) (200 mg)
<40 50 0.5 800 mg 4°
40-50 80 0.4 800 mg 4*
51-64 80 0.5 800 mg 4°
65-75 100 0.5 1 000 mg 5°
75-85 120 0.5 1 000 mg 5°
>85 150 0.5 1200 mg 6°

a: 2 cympun, 2 gevep; b: 2 cympun, 3 eeuep; c: 3 cympun, 3 aeuep




MpopnaxaTeaB0CT HA JeeHNeTo
Tiporuosa 3a 3aMbLPAKANY ce BHPYCOJOTHYeH 0TroBop: Iipn naiuenTH, RHQEKTHPaHH ¢ BUPYC ¢ TEHOTHII 1, KOKTO
He HOMYYaT BHPYCONOriIeH OTFOROP A0 12 ceaMMIa HMa MHOI0 Malka BepOATHOCT Aa C& NCCTUTHE 3agbpiKall] oo
BHpYCOMOTHYEH OTTOBOP (BHX U paspen 5.1).
. Tenorun I: Jlegenuero Tpsabpa Ja npoABIDKH ome 9 Mecena (T.e. 48 CeAMMUIIE) NpH TIALHEHTH,
KOMTC TIOKA3RAT HANMMHE Ha BUDYCONOTHIEH OTT0BOD Npe3 12 cenMHMIia 0T Ae4eHHETO.
TpH MAIMKEHTE C TeHOTHIl 1- pH(exiys 0 HUCHK BHpYcen Topap (< 600 000 TU/ml) komro crapar
HCV-PHK HeraTuseM B 4-Ta CSEMHIIA OT HAUANOTO HA JIYSHWETO K OCTABAT Takusa Ko 24-Ta
CeAMHIA, JIeYeHHeTo TpAGBa wiM jAa ObAe crpsHo ciaenm 24-Ta CceMHL2 MM TOCIHENBEHO OT
IOIMEHUTENHN 24 cerMuIH (T.e. 0610 48 cemmuuy Neverue). Obae, I€ICHHE NPOXBIDKABALO 24
CENMHATH MOXKE XA O CBBPYXE G HO-BHCOK DHCK OT NOBTOpEHHe Ha 3260NIBaHET0, OTKOIKOTO 48-
ceEMHTHO Medenue (BXK. T. 3.1.).
. TenoTnm 2 uiu 3: IIpenopsyBa ce TepanuaTa Ja IMPOALIKY 24 CeaMHIF.
. Cenornn 4 — Haif-061mo ce cyura, 4e NalUenTHTe HHQEKTHPanH ¢ TEHOTHN 4 ce nojnasar mo-
TPYHHO Ha H3MEKYBaHE KaTO HAMMIHUTE, Makap i He OOIHPHHA HAyTHH J3HHK (n=66) codar, ye IpH TX €
HOEXONAING FAO3KpPAaHe H FPONBIXETENHOCT Ha JeUeHHe KaKTO0 NPy reHoTrIl 1.
Peglntron monoTepanus. Karo moHoTepata Peglntron ce npunara B j03a oT 0,5 win 1,0meg/kg/cenMmdno.
Haii-Huckara perdcIpipaHa B cBeTa KOHIEHTpAlHA Ha nperapara B [PeNBapHTENHO HANBAHCHA HHCANKA © 50
mcg/0,5 mi; cnefoBaTenHo Ha NAMEHTHTE HA KOUTO Ce NMPSANUCEA 0.5mcg/kg/cenmuano, po3uTe Tpabsa Aa ce
croBpazarT mo ofieM crobpasso TaGmmua 2. 3a mosa or 1,0 meg/kg, oMo Moxe fa C€ HalpasH onobHo
aNaNTHpaHe Wil Aa ¢e MpPUIaraT alTepPHATHBHO PasiiyHy O KOHIEHTPAIlHA MHCANKH, KaKTO ¢ NokasaHo Ha Tabn.
2.

TABARLAZ - JNOSHAPAHE TP MOHO-TEPATHA " o n ol v e
Texecto 0.5meg/kg 1.0 meg/kg
Terno (kg) KoanenTpanus BbB Cenmmrano KounenTpauns BLB Cenmu4so
duaxona (meg/0.5 ml) NPHIGKEHHE duaaxona npuavHeHHe
{meg/.5 ml)

30.35 50% 0,15 50 03
36-45 50* 0,2 50 0.4
46-56 50* 0,25 50 0,5
57-72 S0 8.3 30 0.4
73-88 50 0,4 80 0,5
89-106 50 0,5 100 0,5

> 106%* 80 04 120 0,5

*npenopuea ce ynompeba Ha npax u pa3meopunien 3@ UHMHCEKIIOREeH PA3H6OP 618 grraxon
*%30 payuennut Had 120 kg, 0a ce npunaza QRaxow HPAX W PA3MEOpUMER 304 UHMCEKUUOHEHR pasmeop 6
Konyenmpayus om 80mceg/0.5mi.

HpoannRUTeAHOCT HA JACYEHHETD

TIpu Man@enTH, KOWTO TOKAa3BaT HANMTHE Ha BUPYCONOTHYEH OTIOBOp Tpes 12 cepMuua OT NETEHHETO, TO TpadEa
Jla IpOABIKH [IOHE Ome TpH Mecena ( T.e. 00ma MPOABIKHTEIHOCT 6 Mecena). PelleHHero 3a MO-HATATHIIHO
IpofBxaBaHe Ha Tepamuara 4o 1 rommma Tpabea ma ce 6asppa Ha IPOTHOCTHYHH daxropr (Hanp. reHOTHI,
BB3pact > 40 rofMBH, MBXKH 1I0JI, MOCTOB2 (ubposa).

Moauduuupane H2 X032FA MPH BCHYKH HRIHEHTH

AKo IIo BpeMe Ha MOHOTepanyaTa ¢ Pegintron wiu no BpeMe Ha KOMOHHUpaHAaTa Teparsi ¢ Peglntron u ribavirin ce
HOABST CEpHO3HY HEKENAHY PEaKIMN AIH OTKIOHEHI B JaG0pATOPHATE TIOKa3aTeNy, MOAUGHIpalTe f03aTa Ha
BCEKH IPORYKT, aKO & BE3MOXHO, JIOKATO HE)KeaHaTa peakiEs OTIYMH. B X0fa Ha KIMHHIHUTE NpOYHBanis ca
pa3paboTeHH HACOKH 32 MOFR(MMIHpaHe Ha [03aTa.

TABJL ZA. HACOKH 3A MOJA®@ALAPAHE HA IO3ATA 34 KOMBHHUPAHA TEPATILLC, . .
RIBAVIRIN' ..~ - T Sk o -, O o N T et '{,J"
JlaboparopHu Hamanere camo Hamanere camo IpexpaTeTe KOMOHEH
cToiizocTH Io3aTa Ha Ae3ata Peglntron paHaTa TepanHd aKo:
Ribavirin ao 600 HAHOJ0BHHA aK0:
mg/ZHeBHo ~ aKo: | T
Xemorno6un <10 g/dl - Asssgar



Xemernoous mpm:

HMamuenTs ¢ > 2 g/d]l namManeHHe Ha XeMOTJIO6HHA 110 <12 g/dl cnex 4

aHaAMHE3A 32 BpeMe aa KofiTo 1 Aa 610 4-ceAMUYEH CceMMIM HA HAMAJIEHA 7033

eTaluIHO chpieTHo MEPHOJ OT JE<EHHETO

3abonsiBaHe (Tpzaiiro HaMaJleHHEe HA A03aTa)

BeJn KpLBHM XKJIETKH - <1,5x 10°/1 <1,0x 10°1

Heyrpodunu - <0,75x 10°1 <0,5x 10’1

TpomGonuTh - <50x 10°/1 <25x10°11

Bumpyoun - - - 2,5 x ULN#**

JHpeKTeH

Buamapyoun — > 5 mg/dl - > 4 mg/d] (3a > 4 cenmuna)

HHAHpEKTEH

Kpeatnnun - - > 2,0 mg/dl

ALT / AST - - 2 X p3aMepeHuTe CTOMHOCTH
KBLM HadaneTo > 10 x ULN**

* Mayuenmu, wuamo dosa ribavirin e namanena do 600 mg Onesno, nomyasam I xancyna om 200 mg cympun v 2
xancynu om 200 mg eeuep.
** LN (upper limit of normal)— zopra spanuya Ha vopmama.

HaMmangparero Ha nozara Ha Peglntron MOje [a ce OCBINECTBE WITH 9pE3 HAMANABAHE HA NpeanMcaHara Aosa
HATIONOBHHA MM Upe3 M3ION3BAHE Ha NO-HUCKA KOBIEHTpalHoHHEa opMa, KakTo & HokasaHo B Taba. 25.

TABJMNA 25 HAMAJEHO JO3HPAHE HA PEGINTRON IPHX KOMEWHUPAHA TEPATIUSE -
Tenecuo Topeena Hamanena | KonleHTpan#oHHA Egnoceanmmino Hocrapeno
Terno (kg) mo3a (meg) dopma Ha ¢gaakoHa| npiroKeHue (i) KOJIHYeCTBO (meg)
{(mcgf0.5 ml)
<40 25 50+ 0,25 25
40-50 32 50 0,3 30
51-64 40 50 0.4 40
65-75 50 50 0,5 50
76-85 60 80 0,4 64
>85 75 100 04 80
*J{a ce IPHJATa APAX H PA3TBOPHTEN 32 HH/KEKIHOHEH PA3TBOP BHE QuiakoH. MHHHMAIHATA 032 BPH
nucaaxkara e 0,3 ml

HucTpy<iuUH 32 NOHIKABaHe Ha go3aTa Ha Peglntron npu monorepanus
Hacrpyxuuute 3a Mogudumipase Ha posata Ha Peglntron npy nalldeHTH Ha MOBOTEpanyA €a noKa3and Ha Tabm.
3A.

TAEJL 3A  MHCTPYKIAA :3A_MOJUOANAPAHE HA® IO3ATA" TIPH -MOHOTERAIIIL C:
PEGINTRON.. - =77 " v e ey e T T e R R T AR R
JaGopaTopHA Tonmxere mo3ata Ha Peglniron | IlpeycTanosere Npuio;KeHHETO
CTOHHOCTH HaNoJOBHHA 3K0: na Peglntron ako:

HeyTpoduin <0,75 x 1071 <0,5x10°1

TpomGomuTH <50 x 10°/1 <25 x 10°/1

[TOHIXABAHETO Ha N03aTa IpH TIANMEHTH Ha Modorepanus ¢ 0,5 meg/kg Peglntron Tpsbsa na ce OCHINECTBH
YIOCPEACTROM HaMAABaHE Ha IPENIHACaHOTO KONHTECTBO HANONOBHHA. 32 IIAUHEeHTH ¢ HHCKO TEECHO TErIO, T.C.
<57 kg, TpabBa Ha ce Ipuiara OpaX ¥ MEDKSKIHOHEH PasTBOp BBB (MIaKOH OT 50meg/0.5ml, TBi kaTo
IIpeABAPHTETHO HaTbIHeHaTa I}CanKa MOsKe J1a JIOCTABH 1033 MURUMYM oT 0,3 ml.

TlomDxaBaHeTo HA fo3aTa IpH DalMeHTH Ha MoHoreparms ¢ 1.0 mcg/kg Peglntron Tpabba na ce OCHIMECTBH
IOCPERCTBOM HAaMansABaHE HA NPEAINCAHOTO KOAMUECTBO HAMONOBHHA HITH qpe3 MPHAArane Ha dopMa ¢ Io-EACKa
KOHIEHTPALMA XaKTO € MoKa3aHo Ha Tabi. 3.b..

[ TABJVITA 35 HAMAJEHO JO3APAHE HA PEGINTRON IPH KOMEHHHUPAHA TEPADAA .. ]




Teaecno Trpcena pamanesa | Konuenrpannonsa Ensoceapuano Hocragemno
Terno (kg) Jo3a (meg) t{hopma Ha duaxona| mnpuioxenne (ml) KonmgecTeo (meg)
(mcg/0.5 ml)
30-35 15 50* 0,15 15
36-45 20 50% 0,2 20
46-56 25 50% 0,25 25
57-72 32 50 0,3 30
73-89 40 50 0.4 40
20-106 50 50 0,5 50
>106 60 80 0,4 64

Cretzasui FpYIH NANHEHTH:

- Yuorpeda npH 6L0pedsH yBpeKIaHHA:

Monomepanua: TlerPlutpon Tpabea ma OBbHe H3MON3BAH NPEANA3NHRC IPH NANHEHTH ¢ YMEpeHO A0 TEXKO
60peano yepexnane. [Tpy manpesTn ¢ ymepena 6s6peuna muchyHkimps (KpeaTHHRHOB KMapeHCe 30-50 ml/Mum),
repeoHavanyata no3a erlurpon Tpabra na Obxe pexyuspara 25 %, Tlaiuents ¢ Texka 6p0peuna auchyHKIAA
(KpeaTHHIHOB KIMpPEHC 15-29 ml/MuE) TpabBa Aa npueMaT HadanHa nos3a IlerMuTpon, peaymupana 50%. Hama
JAHHH 3a n3no3panero Ha ITerMHTpOH NpH HAUMEHTH ¢ KPEATHHMHOB KIHpHHC < 15 ml/Mun (Bx. paspmen 5.2).
Tlanmpenmy ¢ TexkH 650pedHH yBpekaHAs, BKIOTUTENHO Te3H Ha XeMOAMANn3a Tpa0dBa na OBAaT BHMMATETHO
MOHRTOpYpaBH, Ako 656peunaTa GyHKIMA ce HaMalld 110 BPEMe Ha JiedenneTo, TepanuaTta ¢ IlerHaTpon Tpatsa
Jia ce TIPEKPaTH.

Kombunupana mepanus: TlaupeHTd ¢ KpeaTHHMHOB KmMpbHC < 50 ml/MuB He Tpabsa fa 6BaaT JeKyBaHH ©
IMerHuTpon B xoMGuHarms ¢ pubasupus (Bx. pasaen 4.3 n KXII na puGaBupus).

- Vrotpe6a opa gepHoApobu yspeskaanns: ITpy mammeHTH ¢ Texka Jeproapodua yuchyHkius GesonacHocTTa
A eduxacHocrra Ha Peglntron He & OleHsBaHa 1 3aToBa MeRuKaMeHTa He Tpsbpa Aa Obme npunara rmpH Tesu
TANEHTH.

- ¥morpefa NpH ManHeHTH B HaopeaHaka BR3pacT (= 65 rogummma sb3pact): Hama cBbp3aHd ¢ BE3pacTTa
ediexTH BEpXY Gapmaxoxumernxara Ha Pegintron. Cropen paHHETS OT NSHeHHS Ha YIAIHEHTH B HampeAiHana
BB3PAcT ¢ eFHHMYHA H032 Peglntron He e HeobXomHMa NpoMsHa B AozaTa Ha Peglntron ma Gasara Ha BB3pacTTa
(mimx pazgen 5.2).

- ¥notpeba npu naguenTa oo 18 ropuan: Vanonssanero Ha Peglntron npu meua wid X0HOIMH oz 18 ropumnaa
PE3PACT HE Ce IPEeopheBa, THi KaTo HUICEa OIMT 3a JIeYeHMte ¢ IPOAYKTA IPH Tasy BR3pacToBa rpya.

4.3. IpoTHBONOKAZAHHS
e  CBPEXYYBCTBHTENHOCT KbM A€KAPCTBEHOTO BEMIECTRO MM KBM HAKAKHB BUJ HETephEpOH, MWK KbM HIK0S
0T HOMOIIHATE BEMECTRE,;
e Mumana agaMBesa 3a TEXKO CEPHCUHO 3a00NiBaHe, BIIIOUHTENHO HECTaOMIHO MM HEKOHTPONHMPaHO
CHpHedHo 3a00NgBaHe pes nocneuTe 6 Mecena (pmwk pasnen 4.4);
e  Texxo HHBATHANSHPAIIO CHCTOSHUE,
e ABTOMMYHEH XEIaTAT WX aHaMHE3a 32 aBTOMMYHHO 3a00J11BaHe;
¢ Texka yepHOAPoOHa AHCOYHKINA WM JeKOMIEHCHEpPaNa YepHoApoOHa Hpo3a;
e Crmecrsysamo 3abonsBane Ha IIWTORHAHATA XJe3a, OCBEH 4KO TO He MOe Aa §Bae KOHTPOJIHMpPAHO C
KOHBEHITHOHAITHO JISICHHE;
e Emunencus w/unu Hapymena GYHKIHT Ha HeHTpamdara HeppHa cucTema (LTHC).

B xomOmmangs ¢ pubaBHpHE;
TanueHTs ¢ KpeaTHHHHOB KIUPBHC < 50 mi/MuH
4.4, Crenua M NPOTUBONOKA3ZHAS M CHENMANHH NpeAynpe;xIeHns 32 ynorpeda

HsMa OIHT OT NpYIAraHeTo Ha koMOHuHpaHaTa Tepamus Peglntron m ribavirin mpu mauwents, 3aGonesy 0THOBO
citeq ipoBefeHo Nederne ¢ interferon alfa + ribavirin.

Ha BCHYKM TIAHSHTH OT HpOydBaHILTA BEDXY XpoHmded Xenmarnr C e Gmia manpaseHa yeprozpoGHa GuoncHs
Npepy BKIFOYBAHE B CAMOTO Mpoyvsake, HO B HAKOH CAydaH (Haup. NAIHEHTH ¢ TeHOTHN 2 i 3), NSUCHHETO MOKE
fa 3amogHe Ge3 XHCTOIOrHYHO HoKassane. HeoGXOmMMOCTTa OT HpeXpapuTeiHa OMOICHS IpeiH 3anovsaHe Ha
fedeHHero TpAbBa Aa ce chobpasgsa ¢ MOCHeAHUTE HACOKH 3a AeUeHHE.

Octpa cBpexIyBCTRHTENMOCT: [0 BpeMe Ha sedenue ¢ interferon alfa-2b panko ca 6wy HabmrofasaHu OCTPH
PEAKIA Ha CBPHXUyBCTBUTENHOCT (HATp. YPTHKAPHA, aHTHOeAeM, GPOHXOCasby, aHaQuIakcrss). AKo JI0 Bpeme
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Ha JISUCHHCTIO C PegIntron C€ IIOABH TaKaBa peakiydA, IPEKPaTeTe NpHEMa Ha TO3H JACKAPCTBEH TIPOXYKT M
HesabaBHoO 2anoUHeTe HOXXONAMO nedeHue. [TpexogauTe 0OpHBH He Hayarat IpeKECBAHE HA ACYSHHETO,

CrpaeunocnpaoBa cHereMa: Kaxro u npu interferon alfa-2b, mampentute nexypamu ¢ Peglntron, xouTo mMmar
MEHAIZ aHAMHAE3a 32 33cTOHHA cEpNedHa HeHOCTATRYHOCT, HHAApKT Ha MEOKAPHA H/IY IPETUNIHF MM HacTOSIEH
PUTEMHE HapymieHus, Tpabsa fa 6he BHMMarelHo npocaeassady. IIpenopsysa ce Ha ITaleHTHTe ¢ aHAMEE3a 32
CApASYHE HapyImIeHHA HFa Ce€ IpaBW efAeKTpoKapAHorpaMa npef® ¥ 1o BpeMe Ha JedeHuero ¢ Peglntron.
CohpaednyTe apATMHH (TIPERH BCHYUKO HaZikaMepuvTe) 00MKHOBEHO C MOBAMIBAT OT TPANMOUOHHOTO fedeHue, HO
MOTaT Ija HAJIOXKAT HIpeKpaTasale Ha nedeHuero ¢ Peglntron.

MeuxnaHE pa3cTPoicTRa B 3200N9BaHHA Ha IeHTPa HaTa HepeHa cacrema (ITHC):

{Ips HAKOH XAIMEHTH YO BpeMe Ha jiedeHne ¢ Peglnfron u mopu B mocnegpamis 6-MeceueH MEPHOA CNEH
IpEKBCBAHE HA JIEIEHHeTo ca O HaONrofasans Texky edektr Bpxy LIHC, ocobeno penpecus, MUCHH M OTTHTH
3a camoyOmicTeo. Ilpu neuenme ¢ anda waTepdepoH ca HabmiomasaHk M EpyrH edexts Bbpxy LTHC, karo
ArpecHBHO NOBSAEHHMEe, NpogBeHM ¢ oOLpKBaHe M JApYTH TNpOMeHH B IICHMXHMUHMA CTaryc. llpemopwusa ce
manuenTHTe qa OBJaT BHUMATEAHO MOHMTOPHMpaHM 33 BCHUKH MIPH3HAI M CHMIITOMM HAa NCHXMATPWIHH
HapyIienns. AKO Ce IOABAT TAKHBA CHMITTOMM, OTEHIANHATA CSPHO3HOCT Ha T3 HeKeaHH peaxmyy Tpaosa fna
ce HMa mpenBufl 0T NPEHNHCBANAA Teparmuara JIeKap W Aa ce NpefnpHeMaT CBOTBETHH lieueOHM MepKH. AKO
CHMITEOMKTE IPONBIDKAT NBAFC MM CE BIIOMIAT, HAM C& YCTAHOBAT CYHIMAHM MMCIH AeueHHero ¢ Peglntron
Tps0Ba Aa ce IPeKPaTy ¥ HaMeRTHT N2 Obhe MOMIoKeH Ha IIOAXO0/IAIE NCHXHaTPUYHA UHTSPBEHIA.

ITayuenmu cove cwiyecmaygauy Mesicky RCUXUAMPUYHI CoCMOSHUL UL npedeapumenta UCMOPUs 3a makusa: AXo
Ce YCTaHOBH, e negenuero ¢ Herlurepdeporn arda-2b e HeobxoanMo npu MAHEHTH ChC ChIIECTBYBAINK TEXKKH
MCMXMATDHYUEE CBCTOSHMA YUIM HCTOPHA 3a TakuBa, TO TpaOBa Aa OBAe 3amodHaTo €aMo CleA HOZXOAAIE
HH/IHBUNYATH3HPEHA FHATHOCTHKE H TEPaneBTHYHO yIpaBIABaHe Ha IICHKHATPHIHOTO CHCTOANME,

Mpu HAKOM MANMEHTH, 0OMKHOBEHO B HANPEAHANA BRIPACT, KOUTO ¢4 JEKYBAHN ¢ BHCOKH JO3H [0 OHKOJOIHYIHH
uHauKanEy ¢ Gmna sabnroxasana nposka Ha CTYNOP X0 KOM3, XaKTo M ciydan Ha eHuedaitonarus. Makap u B
ofmus coywaii Te3H NpoABE 2 ca Oy Hamkaso ob6paTHMM, NP HAKOM XalHeHTd ca 6unu Heobxommmu Ao 3
CeAMMIIA 32 MBJIHOTO BE3CTAHOBABaHE. MHOTO PsAKO, HpH IPHIaraHe Ha BHCOKH J03M mHTepdepon-anda ca
HabIofaBall I'BPUOBE,

Yepnonpotua ynxnua: IIpy IDalMeATH, IPH KOMTO c¢¢ HaOmIoaBa yIORDKaBaHe Ha MapKepure Ha
KpPEBOCKCHPBANETO, NedeHnero ¢ Pegintron ce mpekpataBa, Thii KaTo TOBa MOXE Aa cé NBIDKE Ha GepHOApoOHa
JEeKOMITeHCAId.

Hopumena Temmeparypa: [ToBureHara TeMIeparypa Moxe Ka Obfie CBEp3aHa ¢ TPHIIONOA00SH CHHIPOM, KOHTO
JeCTO € Noka3saH 0 BpeMe Ha JIeeHHeTo ¢ HHTephepOoH, HO BCHUKY OCTaHaNH IIPHYMEH 32 TePCHCTHPaNIa TpecKa
Tp#0Ba Aa OBIaT H3KIOYEHH.

Xunparanus: Ipy marHeHTH Ha negenue ¢ Peglntron Tpabsa fa ce MOXAEPXKA aNeKBaTHA XMAPATALH, THH KaTo B
OTHENHM cAydau € Ouna palionasada XHIIOTOHMS B PesyNTaT Ha 3aryba Ha TeUHOCTH. Moke a e HAI0XKH
BIHBAHE HE TEIHOCTH,

Benoxpodnu npomenn: benoapobHu Hudunrpard, MHEBMOHATH H IHEBMOHMH, KOHTO B HAKOM CITyJal BOJAT 0
TeTaNeH H3XOJ, ca Guny HabiiofaBaty PAAKO HPY MALMEHTY, JIeKysaty ¢ HaTephepon anda. Ha Bcekn NalHeHT ¢
HOBHMIIGHA TEMIIEpaTypa, KamUIuia, OUCHHEs KM APYrd DPEeclHMpaTopHH CHMIITOMH TpAGBa Ha ce Haupasy
peutresorpadus Ha TPBAEMA KON . AKO IPH Hesd CC YCTaHOBAT GenonpoOHM HEQHATPATH WIH HM2 HaHHH 33
Hapymenue Ha GesonpodraTe (yHKIY, CECTOSHHETO HA MAlyeHTa TpaGBa BHUMATEAHO Jia Ce MPOCHEAHM M 2KO €
HATOXKWTEIHO, fa ce IpekbcHe medeHuero ¢ unarepdepon anda. HezabasHoTo NpexpaTaBaHe Ha JEYEHHETO €
puTepdepon anda U 3aoYBaHe HA KOPTHKOCTEPOHIHA TePanki BOIM 0 OT3BY4aBaHe HA HeXelaHHTe peaknud oT
crpana Ha Genna Hpob.

Aproumynny 3a6oassanmsi: Crobiasa ce 3a passyTHe Ha aBTOMMYHHM aHTHTENa JIO BpeMe Ha JedeHue ¢ anda
urTepdepony. KINHIGHY NPOsABH Ha aBTOHMYHHO 3a00JIABaHE IO BpeMe Ha JIEYeHMe ¢ MHTep(epoH MOTaT Aa ce
HaGIIIOaBaT 0-9ECTO TIPH HAIMEHTH, PEAPa3IoNoKeH: KbM pasBuTHe Ha apTouMyHHH Gonecty. Tlanuenty, npy
KOMTO €3 HaMIE MPH3HAIM ¥ CHMIITOMM, SCOLMpRHH C aBTOHMYyHHO 3abosipake, TpabBsa na ce MOAIOXKAT Ha
BHHMATENHA OLEHKA ¥ CHOTHOMEHHETO MON3A-pUCK NPH NpPOALIDKATENHA Tepanusa ¢ HHTephepoH na Gnie
MOBTO0KEHO Ha npeoliedxa ( Bk, ome pasgen 4.4 Tupeongry npoMeHH # 4.8).
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OuHnu npomenw: B penxH ciydaw, cief jederue ¢ anda MuTephepory, ca GWIN KOKa3BaHy OYBH HapyIIeH:,
BKIFOIBAINH KPBBOMIHEH B PETHNATA, IETHA THI "NaMyk" 1 0OCTPYKIMN Ha peTHHANHATA apTepHs Wik BeHa (BIDK
4.8). Bewaxu nanmenTd TpAOBa fa NPEMHHAT Ha O9eH DNperviel HpSAM 3alioMBaHe Ha Jewenuero, Ha Beeku
TIALCHT, KOHTO Ce OILIaKBa OT NPOMEHHM B 3PHTEIHATA OCTPOTA WITH B 3PHTENHHTE TIONETa, TpabBa Ja ce HanpasH
ozex mpernex. Io BpeMe Ha Jedemwmero ¢ Peglntron ce npemophdBa MEpHONMYHOTO NPOBEXHAHE HA OUHH
TpErAe/H, 0CO6EHO NPH HALMEHTH, MPH KOHTO 3PHTENHNTE HAPYIIEHHI CE ACOIHEMPAT ¢ PETHHONIATHSR B PE3YNTAT
Ha 3a00/I4BaHNA KaTO 3aXapeH AuaGeT wim xumepronus. IIpH NaNMenTH, IPH KOHTO HApYIICHUATA B 3PEHHETO €&
NOABABAT 38 IIBPBH BT HIH HANMIHMIC CHAMIITOMH C€ BIOINAT, C¢ NpPeNophuBa JiedeHuero ¢ Peglntron ga 6sne
TIPEYCTAHOBEHO.

Tapeonpnn npomenn: B pemxy oIydad HallMeHTHTS JeKyBaHH 3a XpOHMHeH Xemartut C c interferon alfa-2b
PasBHBAT THPEOMARM HAPYIICHHS - XUNO0- MK XUIEPTHPeOMIH3EM. AKO IT0 BpeMe Ha Kypca Ha JISUeHHe NAUeHTET
Pa3BiE CHMITTOMY, ACOIMMPAaHM ¢ BEpPOATHA THPEOWNHA AuchyBKIms, TpAbba xa ce omnpeaeny uupoTo Ha TCX.
Upy HamIiHe Ha HApYDICHHA BB (YHKINYE HA IIHTOBHAHATA %IIe3a JIEYEHHEeTO ¢ Pegintron Moxe xa Gbae
LPOABIDKEHO, axo Hupata Ha TCX MoraT fa 6hHat HOARBIKAHA B HOPMAIHN IPaHKIM Ype3 JIeKapeTRa.

MertaGonuran sapywenns: Ilonsxora ce BaGmonapa B3HUKBaHe WM 3aCIIIBAHE HA XMIEPTPUCITULEPUAEMUS,
TOpajK KOATO CE NPENopRyRa MOHHTOPHpaHe Ha NTUUHARNATE HUBA.

Koungexuua HCV/HIV: Ilanpenture ¢ xpormdes xematnr C, koumupextupamu ¢ HIV H molydasamy
BUCOXOAKTHBHA aHTH-PeTpoBHpycHa Tepamua (Highly-Active-Anti-Retroviral Threapy, HAART) ca ¢ moBsmuieH
PHCK 32 Pa3BUTHE HAa MIICHHA amuuosa. [Ipmbaesnero wa Peglntron i Ribavirin xbM HAART Tpa6ea ma crasa
MHOY0 BiMaTenHo (BHx KpaTka xapakTeprcTixa Ha ribavirin).

KoWHAKTHBUPaHK NaUHeHTH C HaupeAHana LUposa, nomydasamp HAART Morar xa 6u1aT ¢ moBmimes PUCK Ha
YEPHONPOGHA JAEKOMNeHCAUMA U cMiPT. JONBIHMTENHOTO IEYeHHEe ¢ anda-MBTepepOHH, CaMo HIM B
KOMOHHAIMS ¢ pubaBUpPHE MOXE X2 IOBHIIK PUCKA IIPH HAMEHTHTE OT Ta3K IPya.

Hapymenuns npn 3508Te B BepyuTe: MMa crobmenns 3a HapyUIeHMS IpH 356UTE 1 BEHIMTE, KOHTO MOrar
Ja momepaT Ao 3ary0a Ha 3B0U UpH nauueHTH, TekysaHu ¢ [lerllutpos, xomMOGUHHpaH ¢ pubasupan. B mobaeka,
CYXO0TaTa B ycrata MOXKe A3 HMa yBpexiam eQekT BEpXy 350UTe H MAraBHIHITe MeMOPaKy B YeTHATA KyXUHA IIPH
OPOABILKUTENHO ederne ¢ Ilerliurpon, xomOmmMpan ¢ puGasupus. IlauMeHTHT Tp#6Ba Xa Mue CTADATETHO
3B0NTE CH C HeTKa ABa I'sTH KHEBHO M Ja MM IpaBH PEfOBHO Xperyel. B npubaBka, HAKOM MANMEHTH MOTaT 1a
NOAY3$aT NOBPBINAHE. AKO NOTYYHTE TaKaBa Peakiis, HeNPEMERHO H3UIAKHETe YCTATa CH CTAPATEIHO Cle TOBa.

PenunyenTH OpH opramma TpascmiaHTaums: EdukacHocrra u 6e3omacHOCTTa Ha Neyemmero ¢ Peglntronm,
IpHUIIarad KaTo MOHOTepanys WK B KoMOunangs ¢ ribavirin 3a neyerre Ha xematit C cpen peLMnMEHTH ¢ OpraHHA
TPaHCIVIAHTAI Ha Yepel Apo0 HM APYTH OPraHy He € mpoyyeHa. IIpeABapHTENHH JaHHH COYAT, 3 ChIUeCTBYBa
BEPOATHOCT TEPANMAHTA C MHTEPQEPOH 2 C& acoIMMpa ¢ NOBMIISKA JeCTOTa Ha OTXBBPILIHE Ha TPAaHCIUIAHTATa TIPH
OrOpeuna TpaHcmTanTamms. FiMa JoKnanBanu oiygau Ha OTXBBISAHE HA TpaHCIIAHTAaTa IPH depHOApPOGHA
TPAHCINTAHTAITHA.

Hpyrn: Ilopamn crobmenms, we interferon alfa-2b ofocTps Bede CBINECTBYBALY HCOPHA3HC M CapKOMIO3a,
H3013BaleTo Ha Pegintron NnpH MalMeHTH C Te3H 3a00NgBaHuA ¢e IPenepEYBa CaMo, aK0 NOTEHIMANHAT2 (10134
OHpaBAaBa BE3MOIMKHIA PHCK.

JaGoparopun uscaeqsanns: llpenoppyusa ce DpY BCOMMKM MANMEHTH IPENE M NEPHOMMYHO IO BpeMe Ha
neqenuero ¢ Pelntron xa ce NpaBaT CTaHZApPTHHTE XEMATONOTHYHY TECTOBE, KPBBHA OMOXMMIS U M3CIENBAHE 34
bymxipaTa Ha IGHTOBHAHATA Jkie32. IIpHEMIMBUTE HMB2 KBM HAYAIOTO HA JNEUESHWETO, KOMTO MOXE 2 Ce
H3TIOA3BAT KaTo HACOKA ca:

TpomGomuts ( 6poii ) >100,000/mm?
Heytpodrny ( 6poit ) >1,500/mm®
TupeoctuMyupam xopMoH (TCX) B TPaHMITHTE Ha HOPMaTa

IIpocnenspatie Ha NabopaTopHETe CTOMHOCTH TpAOBa Ja ce NpPOBEXKNA NIPE3 BTOPA M UYETBHPTA CEAMMIM OT
HaJalIoTO Ha TepanuATa, Cief TOBa Ha MHTEPBAN, B 32BHCHMOCT OF KIMHHYHATA LeNiechobpasHoctT.

4.5, JlexapcTEEHH H APYIH B3aHMORCHCTBHS

Pesynrarure 0T MynTHAO30BO H3CIEABAHE, U3MepBalika cyborpatute P450, IpH MamiesTH ¢ X RAFTCHXENATHT C,
HOJy9aBaint Benuex ceqmugno Peglntron (1,5 meg/kg) 3a 4 ceqMUI HeMOHCTPHPAT IO E{Sﬁﬁefﬂa'hx%hznpma
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Ha CYP2D6 mnu CYP2CS/9. He ce mabmonapar rpoMerH B akTHBHocTT2 Ha CYP1A2, CYP3A4 unu N-auerun
Tpaxchepasara.

Tpabba ja ce BHUMaBa KOraro ce Ipmara peginterferon alfa-2b, saexso ¢ MeAUKaMEHTH, KOHTO ce merabon3upar
apes CYP2D6 u CYP2C8/9, ocobeno OHe3M ¢ TACHa TEPaIMBTHYHA ITMpHHA, Taknba kato warfarin u phenytoin
(CYP2C9) u flecainide (CYF2C6)

Tesw HaxORKY MoKe JacTWIHO A4 €A CHEp3aHM ¢ HonoOpeHHs MeraGoNMTeH KamanureT NOpagH HaMaNeHOTO
BEANATEHME HA geprud Apol NpH NANMeHTH, HonywinH nedexue c Peglntron. Ilpenophuea ce BEHAMATENHO
3ariogBaHe jxederme ¢ Peglntron 3a XPOHMYCH XEUATUT HA TaUMeHTH, TPeTHpaHW ¢ MeRHKAMEHTH € TACHA
TepAITHBTAYHA MHpYHA B TyBCTBHTENHN KbM JIexo MeTaboIiTHO yBpexaane Ha JepHis Apob.

Tipn (apMaKOKWHETHUHO I[pPOY9BaHE C MHOTOKPAaTHM 103% He ca Habmojasann (apMaKOKMHETHIHN
p3auMoneiicTers Mexy Peglntron u ribavirin.

4.6. BpeMeHHOCT M KbpMeEHe

BpemeHHocT.

Peglntron ce DpemopruBa 3a JISICHWE Ha XCHM BHEB (EpTUIHA BB3pACY, CaMO aKO T€ H3NON3BAT edexTHBHA
KOHTpaUeHA IIo BpeMe Ha JEYeHHeTO.

Jlxmicpar JAHHH 32 OpHNOKeHMETO Ha uaTephepoH aida-2b mpu Opemennu xenyl. IIpoyypaHus Npy JXHBOTHY
[OKa3BaT PENPOAYKTHBHA TOKCHUHOCT (Brok pasgen 5.3). Cpen vopexonofoGHMTE MaiiMyHH, [PHIAraHETo Ha
nurephepon-anda-2b wecro Bomu mo abopr. Tprpie BepoxtHo €, Peglntron na mpuTexasa CHIMOTO CBOHCTBO.
ToTeBIMATHEAT pUCK 3a XOpara e Hemspecred. Ilerkintpon TpabBa Aa ce M3mo3pa IO BPEME Ha 6peMeHHOCT, CaMo
aK0 HOI32T4 HaNBHIOasa OTEHMANHNA PHCK 34 IIIOAA.

Kupmene: He e ycranOBeHO Jany ChCTABKUTE Ha TO3H JISKAPCTBEH MPONYKT CE U3MBUBAT ¢ KEpMaTa.

TMopaau BE3MOXKHOCTTA 32 IIOABA HA HEXEJAHH JIEKapCTBEHM PEaklMH HpH XKBPMAveTara, KEpMEHETo Tpsbea Ja
GBHE IPEKPaTeHO npeY 3aH0YBaHe HA NEHeHIETO.

Kombunupana mepanus ¢ pubasupun:

Ribavirin NpyaMEsBa CepHO3HU BpOREHM NedexTH, KOraro ce Ipwiara GO BpeMe Ha OpeMeBHOCTTa.. Kenu ¢
IeTeponeH TIoTeHIMan TpAbBa A2 H3MOoN38aT e(eKTHBHA KOHTPALEIIMA [0 BpeMe Ha NEYEHUeTo 4 Mecela ciex
ToBa (BWDK Kpatka XapaKTepHCTHKa Ha ribavirin, 5.3 H choTeeTHHTe MHGOPMHpALIM TEKCTOBE 32 MEAUIMHCKUTE
HpOEYKTH, CHEBIKAIIH PHOABHPHH).

4.7. EdexTn BbpXy criecofHOCTTA 32 IodupaHe 1 padoTa ¢ MAIAHH
T[JanyeHTH, KOUTO Ce ONNAKBAT OT YMOPSEMOCT, CHETMBOCT WX 0GEPKAHOCT IO BpeMe Ha medenuero ¢ Peglntron,
Tpabea Aa u3Garsar modupadeTo Wi paboTara ¢ MaliMHIL

4.8. HesxenaHH JekapcTBEHH peaknin

BesomachocrTa ma Peglntron e oueHeHa Ha Oasata Ha HAHHM OT ABe KIWMHMYGHHM TPOYydYBais: €RHOTO C
MoHOTepanma ¢ Peglntron, a jpyroro ¢ komGuampasa Tepanis Peglntron u ribavirin. 1 B OBara cioydasi
MANMEeHTHTE ¢A TeKYBaHH B IPONEIKEHNe Ha 1 romuHa.

B Tabn. 4 ca ONMcaHM FO30BUTE PEXUMM ¥ Gpos Ha JISKYBaHHTE NAIMEHTH 32 | XoIHuEa, Ha XOMTO AOTOTrasa He e
fun mpEnaras eHTepdepon (HamBHM Hauuenty). Ilopagu 3HAYRTENHOTO NPUNOKPHBaHE Ha HalbmonaBaHiTe
HEeKeNaHH peakUud IpK MoHoTepama ¢ Peglntron, Fpynute OT NAHERTH ca ceOpaur B Tabm. 5, 3a 13 ¢e NOKaKaT
JOKIIA/[BAHATE HexeNaHH peaKIiy 32 BCHIKH PYIIH Ha MOHOTepamis ¢ Peglntron.

Ta6n. 4~ JO30BU PEKHEMM U EPOH JEKYBAHHI HAMHERTH - 0 . .
Tepannas Ho30B pexam Bpoii namnesTH, JeKysaHu 3a 1
rogHHa

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

+ ribavirin (> 10,6 mg/kg/nEeBHO)
Interferon alfa-2b + Intrferon alfa-2b (3 MIU Tp¥ IETH CEAMEIHO) 505
ribavirin -+ ribavirin (1,000/1,200 mg/ mHEBHO).
Peglntron Peglntron (0,5 meg/kg/cenmuano) 315
MOHOTeparms Pegntron (1,0 meg/kg/ceamuaso) 297

PegIntron (1,5 meg/kg/cenMpaHO) 304
Ta07.5  okeAany Peari MOKIANBAAR 5 xNIIas POy ABanmA |
C - (210% 0T MAMeRTHTe B TpyHaia }?egfi;tr:on +ribavifin: Maoré gecrn)

| Peglntron + | Interferon alfa-2b + |




Ribavirin Ribavirin

Huchexuun u napazunosu

Bupycua uadexnman 10% 5% 4-5%

Pazmpoiicmea ¢

MEMABOTUIMG 1

Xxpanenemo

3ary0a Ha Terno 30% 19% 8-18%

Ieuxuampuynu peaxyun
Henpecns 34% 32% 26%
PasnpasEuTenHOCT 32% 34% 19%
Beaceaue 37% 41% 16-19%
Hecnoxaiictso 14% 14% 8%
Hapymena KOHUEHTPAUL 18% 21% 9-10%
EmMonpoHANHS JaOMIHOCT 11% 10% 5%

PazrpoiicTea Ha
HEPBHATA CHCTEMA

I'nagoGonue 58% 57% 57-63%
CyxoTa B ycTaTa 10% 8% 4-8%
Huxamenna ciicmema
DapBHTHT 10% 7% 3%
Kammna 14% 11% 4%
JucnHes 26% 22% 5%
Crostatuno-upecnn
peaxyuy
Tamene 43% 31% 20-23%
Anopexcus 35% 26% 10-25%
Jaapyna 20% 13% 14-17%
KopeMna Oonka 12% 9% 11%
Tlopprmane 16% 10% 4-7%
Koaca u npuoanreuu
OnnemuegBaHe 45% 32% 20-34%
Tpypuryc 27% 27% 7-9%
Cyxa xoxa 23% 21% 6-9%
Q6puB 21% 21% 5-7%
Onopro-Osuzamennama
cucmema
Muanrua 49% 49% 46-60%
Aptpanrug 31% 26% 23-28%
MyCKyIBO-CKENeTHA 15% 11% 11-13%
Gonka

Pearyuu Ha MACHIOMO
Ha RPUWIOMNCERNHE

Brsnanenue 20% 17% 39-44%

Peaxips 54% 36% 7-9%
Tanomo Kamo uano
I'nasoOonye 58% 57% 57-63%
OTnagsanoct 56% 59% 43%
MycKkysHa pHTHIHOCT 42% 40% 33-43%
IopmneHa TEMIEPaTypa 3994 329 29.43%
TpunononcGed cHEAPOM 21% 2304 18-25%
AcTeHuz 28% 17% 12-14%
OrcnaOsaue 30% 19% 8-18%
Tabur. 6

HEXEJAHHE JEKAPCTBEHH PEAKNHAH, AOKJIATBAHHA IO BPEME HA KTHHWYHA
HPOYVYUBAHNA .

(Yectn 1% < 10% oT naumenTHTe, Jekypann ¢ Peglntron + ribavirin wian ¢ Peglniron xato MOHOTEpANHS)
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TeaecHa cHCTEMA 5-10% 1-<5%

Wndexnan H Otitis media, redpuxosy uadernyH, OaKTePHANHH

NAPAsHTO3N HHPEKIMH

Kpsbonocua u iamdHa | Anemnst, TpomoonuTONEHKS, MUMpaTeHONATHS

evcTeMa JEBKOTICHMS

EnnoxpnpHa cHereMa XHNOTHPEOUAH3EM | XHINEepTHPEOHAU3ZbM, amMeHopest, IPOCTATHT,
XHOEPYPHKEMNS, XHTOKANHBEMH

Pazrpoiictea B XunepypuKeMus, XHAOKANIHEMHUS, JKAKIA2

MeTaBoan3Ma B

XpaHeHeTo

Heuxnarpuanay nposiel | Bn3bynenocer, ArpecHBHO TIOBENeHMe, CHLEJHBOCT, [I0B&IeHIECKH

HEepEHOCY OTKJIOHEHHSH, ANATHs, NOBHINEH ANMETHT, HAPYBIEHHA B

ChH3, ADHOPMHEY CHHHINA

Hentpanua/llepatepna | Hapecresus Xumo- HIH XHIEpecTe3ns, XMNEpPTOHHS, HaMAaJIeHo

HepBHa CHETEMa auéngo, oOLpKBaHe, TPEMOpP, CBETORBPTER, MHIPEHa,

BBL3HAJSHHAE HA TBINAaH4ETOo, 3ary6a HIH HApYLUeHHE Ha
CJ1YXa, ATAKCHA, HERPAJI'HS

Ounn AposiBH 3amprieHe  BHWKAAHe, KOHIOKTHBHMT, HapyleHa
GYHEIMA HA SIB3HATE #KiesH, G0JKH B O4HTe.

Crppaeuno-cpioBa Taxuxapanesa,  chbprebHede,  HOHHKEHO  KPBBHO

cHcTeMa HajBsraHe, NOBHINeH0 KpPbhBHO Ha/jAraHe, CHHKOIM,
3a4epBIBAHE

PazrpoiicTea Ha cryxa H TuBHTYC, HApYHIEHWs HIH 3aryba Ha ciyxa

ABHOBECHETO
JuxaTenHa cucrema He-npoIyKTHBH2 KaNNIHUA, PAHAT, CHHY3NT, GPOHXHT,

PECHHPATOPHN HADYLUEHHs, HasaneH OTOK, pHHOpE:H,
ABCHAHEes), EHHCTAKCHEC

I'acTpoMHTeCTHHANHE | AMCUCHCHA 3amek, H3BpaTeH BKYC, PENKH H3NPAKHEHUS, CTOMATHT,

pasTpoficrea yAUEpo3eH CTOMAaTHT, KbpBeHe OT BeHIHTe, TJIOCHT,
thuaTyneHItHH, XeMOpOHAM, ractpoesodareanes
pedhayke, XenaToMerajus, GanupydHaEeMus, THHIABHT.,

XenaroeOHANAPHH XenaTomeramust, XnneponapyonaeMHasa

A3rPOCTEA
Komxa H ok | Xlosumesa Eputemaro3eH  ofpue, eKsemMa, peakuus  Ha
NpHAATHIH cygopanus GoToYYBCTBHTEIHOCY,  MAKyJonamyaaped  o0pue,

a6HOpMHA CTPYKTYp2 Ha KOCBMa, AKHE, AePMATHT,
dypynxyno3a, HapymeHus B CTPYKTYPATA HA HOKTHTE,

NCOPHA3ZHC, YPTHKADHAS
Kocrao-mMycxynna ApTpHT
CHCTEMA
OTaennretHa cHeTeMA Vyecren MHKIHH, IpoMeHeHa YPHHA.
PenponyxTnBHa cHeTema MeHcTpyanHu Opapnaana ArchyHKINS, BAArAININNH ONAAKBAHHI,
HepYIICHINs, CeKCYAJIHH HApylueHMs, MMIIOTEHTHOCT, 0oJixd B
MeHoparpsa rbpAUTE.
TanoTo KaTo Uslo Bojike B repaHTe, | EpuTemMa, 00JKa B MACTOTO HA HIDKEKTHpaHe, TOILIM
RUQ 6oaxa, rafene | BLAHY, sxasxma, herpes simplex, qunes nin nepudepen
OTOK, AEXHAPaTHPaHE

TloBeyero CiIywau Ha HeyTpomeHWA ki Tpombormaroniennd Gaxa meku (1 mma 2 crepen Ha C30). Hmarme HAKOMKO
QIydas HA NMO-TEXKA HEyTPOTEHNs NpH NANMEHTH NeKyBaHE C TIpenopsyanuTe xosH Peglntron B KoMGuHanus c
ribavirin (crenen 3 na C30: 39 ot 186 [21%]; u crenen 4 wa C30: 13 ot 186 [7%]).

B KIMHAYHE OpOyYBAHHS IO BpeMe Ha tepamusata ¢ Peglntron wy interferon alfa-2b B xombuHamms c ribavirin,
npu nprbAmuTenHo 1,2% OT NAaUMeHTHTe €a NOKIANBAHH KUBOTO-3aCTpaylaBaimyl ICHXHATPUTHY el Tean
CHOMTHS BXIOYBANH CYMIAHM MHCAM ¥ ONMTM 3a caMoybmiicteo (Biok pasgen 4.4). Ilo Bpeme Ha
TIOCTMAPKETAHIOBYTE HaGIFOMEHIE 33 FICHX032 ¥ XaMFOIMHANMH ce ChOOIABA PAIKO.

Pamxo noxnaxsanu cGuTaa (>1/10 000< 1/1000) wiu Muoro paaxe (< 1/10 000) ¢ interferon alfa-2b, B ToBa wHCIO
i PegIntron BKAtOYBAT:

PasrpoiicTea Ha HMYHHATA CHCTEMA:

Myoro pamKo: CapKkorf03a HiH ek3alepbalnid Ha CapKoMAo3a.




Enpoxprenn pasrpoiicTBa:

Panxo: Auaber

PasTpoiicrsa Ha HepBHATA CHCTEMa:

Panxo: npunansy, nepudepHa HEBPOIIATHS;

Muoro pagko: HepeGpoBackynapHa HCXEMHS, HepeOpoBacKyllapHa Xemoparyd, envedanonars;
Cupacunu pastpoiicrea:

Psaxo: apHTMu

MHoro panKo: ChpASTHA HCXEMUA, HHAAPKT Ha MUOKApHaT.

PecnupaTopHH, TOPAKAJHH H MEAMACTHHAIHM Pasrpoicrsa;

Muoro pagko: HHTepeTMIManHa Oenoapotha Gonect

TacTpounTecTHHAIHE pasTpoiicTBa:

Panxo: NaHKpEaTHT;

MHOro panKo: YIIepaTHBeH M HCXEMITUEH KOJINT.

PaszrpoiicTBa HA KOKATA B MOJKOKHATA THKAH;

MHoro papKo: epireMa MyaTahopMe, CHEnpoM Ha Stevens-Johnson, ToxcHYHA emuAepManta HEKPOIN3a, HEKPO3a,
B MACTOTO Ha UIDKEKTHpaHE.

MyckyaHO-CKeNeTHHA pasTpoiicTea # PasTpoiicTBa HAa CHeANHHTETHATA THKAH?

Pamxo: pabroMuonusa, MHO3HT;

PaztpoiictBa Ha OTOEIHTENHATA CHCTEMA:

Panxo: 650pedHa HeNOCTATHIHOCT, OTHARAHe Ha 6EOpeuHaTa QyHKIDIA.

Hesxenan peakiniy 0T cIpala Ha chpAeuro-ceroBara cucreMa (CCC), ocobeHo apuTMus, o€ CBBP3BAT IPeIHMHO
C MEHana aHaMHe3a 3a 3abonaBamms Ha CCC mmy npexoxIama Tepamms ¢ KapIuoTOKCHINY MeIHKaMeHTH (BIX
paspen 4.4). Hpn naruentir Oez IpeqxoKpama aHaMHe’d 33 KapOHOIOTMYHO 3afongsaHe, CIy49ad Ha
KapAHOMHOIIATHA, 00paruMa cilef MPHKIIIOYBaHe Ha IeYeHHeTo ¢ AHTepdepoH, ce cs00mana psfKo.

Mmuoro panko ce chobNIaBaT OTACHHHM COyvau Ha erythema multiforme, cunapom sa Steven-Johnson, TokcwuHa
emMAepMaiHa HEKpONW3d, KapRHanHa HcXeMus, MHUOKapieH mHbapkT, uepeOpoBackynapH: HCXEMUA,
IepefpoBackyNapeH KpBBOM3NIB, cHUe(hanonaTny, BE3EMKBAHE TN 060CTpAHEe HA CApKOME03a, HHTCPCTHITHAHA
Oennpobra OoJect ¥ HeKpo3a B MACTOTO Ha MEKeKTHpade. Pexit ¢a i cEoDIeHASTA 3a YILIEpaTHBEH i HeXeMITdeH
konuT HpH ynorpefba Ha Peglnfron. MHoro psaxo npmioxenuero Ha Peglntron xaro MoHoTepanus HIH B
komGuHamA ¢ ribavirin Moxe Aa ce aconpmpa ¢ aliacTHYHA AHEMT,

OdTanMonoraYHy CIUIaKBaHHI, KOMTIO ¢6 choDmasaT psako HO BpeMme Ha ynorpebata Ha anda-umTepthepoOHHTE
BKIIEOYBAT peTHHONAaTHA (BKI. MAKyJapeH efieM), pEeTHHATHN KPhBOMIIMEA, 0OCTPYKIIA Ha PeTHHANHATA BEHA HITH
aprepus, AudysHH perda, 3aryba Ha OCTPOTAa HA 3PSHHETO WIH YacT OT 3pWIGNHOTO IONe, ONTHHMCH HEeBPHT H
nannnoefeMa (Blox pasnen 4.4).

TIpu ynotpeba Ba anda-uaTepedepory ce cro0UIaRa B 32 palHyHKM QOpME Ha 3BTOMMYHHH 3a00NsBaHKA KaTo
YBpEeKAaHMA Ha IUTOBHAHATA XVe3a, MAMONATHYHA H TPOMOOTHYHA TpoMOONMWrONeHHIHA Iypmypa, BacKyNuT,
HEBPOHATH, B TOBA YHCIO H MOEOReEponaTHy (Biok psgen 4.4 ABTOMMYHEM HapylIeHHs).

4.9. Openo3npane

B xnuHIMIHENTE NpoydBaHKa € AOKNAnBaHO 32 Ciiydad Ha HENPERHaMEpeHO IPOHO3HpaHe, KOCTo HUKOra HE €
HAXBIMIOABANO HBA NETH Npennncanara Hoza. He ca HaGiromgeaHu cepiiosHM peakuyy. HexenaHHTe peaxliHi
OT3BYYABAT B X072 Ha JedenreTo ¢ Peglntron.

5. @apMaKoIOTHUHH JAHHA
5.1. ®@apmaxoaHBEAMHYHHE CBOiicTBA

QapMakoTepaeRTHYNA Tpyia: VMyHocTAMYaaTy, ITHTOKUMEYN B HMYHOMOIYIaTopH, HaTephepomn, Peginterferon
alfa-2b, ATC xon: LO3A BI10.

PexomOpxanTHyaT interferon alfa-2b e KoBaneyTHO KOHIOTHpAH ¢ MOHOMETOKCH [ONHETHISHITHKOX [PH CPEHHO
HHMBO Ha cyOCTHIydpaHe OT 1 MON IIONHMep Ha MoN mpoTemH. CpefHaTa MOmEKyAHA Maca HAa MOJEKynara €
nprbnmsuTenso 31 300 ganTona, o1 koMTOo 19 300 ca 0T IPOTEHHOBHAT KOMIOHEHT. .

Hurepdiepon anda-2h
Cropeq in vitro ¥ in vivo Ipoy4saHmi GHoNOrMMHATa aKTHBHOCT Ha Peglntron mpousThya oT Heropara interferon
alfa-2b creraska.
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Krersunara akTHBHOCT Ha HHTepdepOHITe Ce SEIDKY Ha CBEP3BAHETO BM ChC cneldirig MemOpanHy pelienTOpH
BEPXY KnerhuHaTa NoBspxHocT. [IpoyuBaniaTa ¢ ApyrH MHTEPGHEPONH ca JoKasand, Y€ T ca BUAOBO CleludiTH.
Haron BumoBe malimysu obadue, Kato MaiiMymure oT BHAa Rhesus, ca uyBCTBHTENHH KbM (apMakOAHHAMHIHA
CTHMYIaNHs PR HaiaraHe Ha SOBSHIKM HErepdepor Tax 1.

Clel Karo ce CBEpKaT ¢ KICTBYHaTa MeMOpana, nmHTepdepOHMTE OTKIIOYBAT CIIOKHA IOCHENOBATENHOCT OT
BETPEKICTHYHH pOLECH, KOWTO BKIIOUYBAT MHAYKUEA Ha onpereneny emsumu. CMATa ce, 4e TO3M IPOLEC, Hail-
MAJIKOTO OTYACTH € OTTOBOPEH 33 PasiHUH{ KAETHYHM OTTOBOPH KbM HHTep(hepOHa, BIIIUMTIEAHO HEXHOHpane
peIUTHKaNMATa Ha BUPYCHTE B 3apa3eHHTe ¢ BHPYCH KICTKH, CyNpecHs Ha KIETRYHaTa Nponupeparwd 1
FMYHOMOIYAMPAITY aKTHBHOCTH KaTo: YCHNBaHe Ha (arolMTHAT4 AKTHBHOCT Ha MaKpogaryre X HapacTBaHe Ha
cremudHIHATA HHTOTOKCHYHOCT Ha JHMAGOIUTHTE IO OTHOMEHAE Ha NPHUSAHATE KIETKH. KOeTo U Ja e OT Te3M
[efiCTRHS W BCHTUKH B3eTH 326MHO JONPHEACAT 32 TepaneBTHYHATe eiekTH Ha waTepdeponnre.

PexombumantauaT interferon alfa-2b wMHxuOupa M BHpycHATa peruIzKanwys in vitro U in vive. Makap ve TOYHHAT
MEXaHH3BM Ha feiicTeye Ha pexoMOuHaHTHIR interferon alfa-2b BEPXY BHpYCHTE HE € H3BECTSH, H3TNEKHA Y€ TOH
npoMens MeTalonusMa B kIeTkata-rocTonpueMHuK. ToBa feiicTeie HHXMONpa BUPYCHATA PEILTHKAINAT HIH aKO
¥Ma PeIUIHKALA, TO He3peluTe BUPHOHK He MOTar A2 HalyCHAT KIeTKaTa.

Peglntron

dapMmakoguHaMuKkara Ha Peglntron e H3cneipata DpH NpOyuBaHe ¢ IHOKPATHHM IOBMIUABAIY NO3M IIPH 3XpaBH
IoBpOBOMI, KaTo ca H3CHeNBaHK NMPOMERHTE B TeMIICPATypaTa, H3Mepera B yOTHATa KYXHiHa, KOHIEHTpallHKuTe Ha
etheKTOPHHTE NPOTEHHH KATO CEPYMEH HEONTEPHH U 25 -0NHroaneHnnar-cuTerasa (2°5°-0AC), xakto 1 Gpos Ha
fenure KpBBHM KIeTKM M HeyTpodmmre. ITammenTtuTe, mony4aBam Peglntron moka3par fieko, A03032BHCHMO
IOBHIIZBAHE Ha TelecHATa TeMueparypa. Cren emHoxparHu xo3d Peglntron ot 0,25 nmo 2,0 meg/kg/cemmiriszo
KOHNGHTPaHuATA Ha CEpyMHMA HEONTEPHH Ce YBEIMYaBa IO Jo303aBuchM HavwdH. Hamanssanero Ha 6pod Ha
TeBKOLTHTE U HeyTpoduinuTe B Kpas Ha 4-TaTa ceiMANA CBOTBETCTBA ¢ Ho3aTa Peglntron.

PeayaTaTi oT KAMHMYHE Npoy4yBanns ¢ Peglntron
Jse MUMOTHE IpOyUBaHmT GsXa Mposenenn, ennoro (C/197-010) c Peglntron mosorepamus; sropoto (C/198-580) ¢
Peglntron B xoMOupauus ¢ ribavirin, KpurepunTe 3a noaGop Ha HallMERTH 32 TE3W NPOyIBaBus GAXa XPOHHMCH
xematur T C ¢ nonoxarersa HCV-RNA noxazana ¢ nonmMepassa eepwkua peakius (IIBP) (> 30 FU/ml),
gepHOEpoGHA OWONCHH NOTBRPXKAABANIA AHATHO3aTA XPOHMYEH XenmaTHT Oe3 HMKaKBH JPYT¥ NPHYMHK 33
XPOHHYHIS XETIATAT WiH HOBHINEHH CToliHOCTH Ha cepymMpus ALT.
B npoyuBaHero BEpXy MoHoTepamma ¢ Peglntron obmo 916 RelekysaHH NAlMEHTH ¢ XpoHutes xenatnt C Oaxa
nexyanu ¢ Peglntron (0,5, 1,0 umu 1,5 meg/kg/cenmiraHo) 3a 1 rofinHa ¢ rocneaBamo JeTenne ot 6 Mecera. ChINo
Taxa 3a cpapHenue 303 mamueHTH NoMydasaxa interferon alfa-2b (3 MIU/rpu mbra cepmudno). Topa npoysBaHe
moxasa, ge Peglntron mpespaxoxna interferon alfa-2b (Tabm. 7).
B mpoyusaseTo ¢ Peglntron xoMOuHEpana Tepanes 1530 HeleKyBany nanmueHTH 61Xa nexyBany 3a 1 royHa no
eHa OT cASHHEHUTe HO308H CXEMH Ha KoMOHHIpana Tepatiys:

. Pegintron (1,5 meg/kg/cemmuano) + ribavirin (800 mg/muesHo), (n=511}.

. Peglntron (1,5 meg/kg/cemiyrio 3a 1 mecen, mocnexsay ot 0,5 meg/kg/cenmmano 3a 11 Mecena) +

(1 000/1200 mg/nBeBHO), (n=514).

. Interferon alfa-2b (3MIU Tpu meTH cemmugro) + ribavirin (1 000/1 200mg/nresno) (n=505).
B Tosa mpoyusaHe KombGumammara of Peglntron (1,5 meg/kg/ceamuano) m ribavirin Geme 3HASHTEAHO MO~
edexTHBHA, OTKONKOTO KoMOuHanmmsra or Interferon alfa-2b u ribavirin (Tabn. 7), ocofeqo mpH MalHEHTH
aadexTApand ¢ reporun 1 (Tadn. 8). CrabunxoctTa Ha oTroBopa Geme oleHeHa II0 CTENISHTa Ha OTroBOp 6 Mecena
clefl IPEKPATABAHE Ha TePAlHITa.
TenorynsT Ba HCV 1 HNEPBOHAYATHOTO KOJIYECTBO Ha BHPYCA C2 NPOrHOCTHYIHM (akTopH, 3a KOHTO € H3BECTHO,
qe BISIAT HA CTENeHTa Ha OTTOROP. BEIpeky TOBa 3a CTeNieHTa HA OTrOBOP B TOBA NpoyHBane Oelle MOKa3ako, ue
3aBYCH CHUIO TAKA ¥ OT [03ara ribavirin mpmmoxena B xoMOunaums ¢ Peglntron mmm Interferon alfa-2b. Ilpu
nangenTyTe npkemany > 10,6 mg/kg ribavirin (zosa ot 800 mg sa cpemmo craTHCTHuecku 75 Kg TAIIHEHT),
HE3aBHCHMO OT FeHOTHIA WM IMEPBOHAYATTHOTO KOJIHYECTBO HA BHpPYCa, CTEHEHHTE HA OTroBop Oixa 3HaYUTENHO
TIO-TOJIEMI, OTKOJIKOTO NpH NanyenTuTe, nomygasami < 10,6 mg/kg ribavirin (Tatux. 8), a crencHuTe Ha 0TrOBOD
TIpH YIAMEHTHTe, nonydasamy > 13,2 mg/kg ribavirin 6axa AOPH TI0-BHCOKH.

 TABJL7 HPORBIGKATEIEH BEPYCONOIMYER OTTOBOP.(% HCV-HETATHBHM. .
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| Peglutron monorepanus [ Peglntron + ribavirin -




CxeMH Ha Tepanusa P15 |P1¢o 1POS | X Pi15R |POSR IR
Bpoii nanpenty 304 297 315 303 511 514 505
OT1rosop E Kpas Ha TepanAATa 49% 41% 33% 24% 62% 51% 52%
Hpopborurened 0TTOBOP 23%* | 25% 18% 12% 54%** 47% 47%

P15 Peglntron 1,5 meg/kg,

Pi0 Peglntron 1,0 meg/ks;

P05 Peglntron 0,5 meg/ke;

I Interferon alfa-2b 3 MME;

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

P0O,S/R  Peglntron (1,5 no 0,5 meg/kg) + ribavirin (1,000/1,200 mg);
IR Interferon alfa-2b (3 MIU) + ribavirin (1,000/1,200 mg);

* p<0,001 F 1,5 B cpaBHenne c I
b p=0,0143 P 1,5/R B cpaeHenne ¢ FR

TAB.}I 8 CTENEHH HA IIPO}I’I:JDI{HTEJIEH OTFOBOP III’}I PEGINTRON ars B]BAVIRIN
’ {cmopex odara HAa ribavirin, reHoTHIA B HASATHOTG KONMEeCTRO Ha' Bnpyca) e

HCV TEHOTHH ribavirin goza P1,5/R P0O,5/R I/R
(mg/kg)

Bepuxn sEAoBe reHoTHn | Benukn 54% 47% 47%
<10,6 50% 41% 27%
> 10,6 61% 48% 47%

Tenotan 1 Benyin 42% 34% 33%
<10,6 38% 25% 20%
> 10,6 48% 34% 34%

Testorun 1 Bepakn 73% 51% 45%

< 600 000TU/ml <10,6 74% 25% 33%
> 10,6 T1% 52% 45%

TYenotun 1 Beuakw 30% 27% 29%

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

I'egoTnn 2/3 Beruxen 82% 830% 79%
<£10,6 79% 73% 50%
> 10,6 88% 80% 30%

PL3R Peglntron (1,5 meg/fleg) + ribavirin (800 mg)

PO,S/R Peglntron (1,5 ao 0,5 meg/kg) + ribavirin (1 000/1 200 mg)

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

B nmpoyusamere ¢ Peglntron MoHoTepamms, KadecTEOTO Ha JXKMBOT Karto IUiNo Gellle MO-MAaNKO 3aCErHATC XpH
megenue ¢ 0,5 meg/kg Peglntron, otkonkoro mpu 1,0 meg/kg Peglntron senne:x cenmmtHo wiH ¢ interferon alfa-2b

TPH DETH CCEMHMIIO0.

Ipu mpyro npoydsane, 224 manmentn ¢ renoTHN 2 minM 3 ca mexysard c Peglntron, B Ao3a 1,5meg/kg memaex
CeMUYHO, HpEIaral HOJKOXKHO, B koMOnHarus ¢ ribavirin 800-1400 mg nepopanto 3a 6 Meceua (Ha Oaza Terno,
camo 3 manueHTH ¢ Terno Hag 105 ke ca noayuunu gosa ot 1 400 mg, xoato ome He e panmuaupana) (Tadir. 9). Ilpa
24% e 6iuta Hannne MocroBa $rOposa wmu imposa (Knodell %4).

Tabl. 9 Bupyco/ioTHieH 0TTOBOD B Kpasi Ha JiedHNeTo, 3abp:KaHe HA OTTOROPA MITH PeHHINBHpPaHe CHpsiMo
TeHOTHI H HHBO HA BAPEMHSA

Peplniron 1.5mcg/ke senuex cemmuuno + Rebetol §00-1400 mg/nen
Orropop B Kpas Ha | 3agppxade Ha { PemimiB
JIEYEHHETO OTTOBOpA
Beraky maugenTH 04% (211/224) 81% (182/224) 12% (27/224)
HCV 2 100% (42/42) 93% (39/42) 7% (3/42)
<600 000IU/mL, 100% (20/20) 95% (15/20) 5% (1/20)
>600 000 TU/mL 100% (22/22) 91% (20/22) 9% (2/22)
HCV3 93% (169/182) 79% (143/182) 14% (24/166)
<600 000IU/mL 93% (92/99) 86% (85/99) 8% (7/91)
>600 000 IU/mL 93% (77/83) 70% (58/83) 23%

“3a ecexu nayuenm, Kofimo npu npocnedseanemo ¢ 12 ceOmuya e Bur ¢ HEOOROGUMO HUB
aunceany darru 8 24 cedmuya ce npuemMa, ue e Hanuye 3a0vP*CAU Ce EYPYCOROZUUEH O qu: Beemﬂatfueu
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AUNCEaiyu OQHHU & NPO3oPeya RO 8peme i cled npocredasanemo Ha 12 cedmuya ce cuuma 3a HEOMZOBOPUR NP
npocredasaremo npes 24 cedmuya.

Topa npoyuBake perucTprpa 1o-aoGpa HOHOCHMOCT KBM 6 Mecelia JIETeHHe OTKOJIKOTO HEHTPATHOTO IpoydBaHe
BEPXY KOMOWHMpPaHOTO AeveHMe 3a 1 roausa; 3a Mpekbebale Ha JeueHmeTo 5% cnpamo 14%; 3a Moauduumpane
Ha mosata 1 8% cupamo 49%.

B orpenyo HecpaBHHTERHO IIpOYyUBaHe, 235 MaNHEHTH ¢ TeHOTHI | H HHMCHK BHpyceH ToBap (< 600 000 IU/ml) ca
nomy4asain IlerHaTpos, 1,5 meg/kg Terno moaxoxHo, BeAREXK CEIMIYHO, KOMOHHAPaH ¢ pHOaBHpPHH, JO3HpaH Ha
OCHOBaHHe Ha TenecHoro rternno. ODmara cTemeH Ha Tpaed OTroBop cien 24-cepmuano negenme e 50%.
HerupupeceT M eNHH NIPOLEHTA OT nauuenTate (97/235) ca mMany HeycTaHOBAMY InfazMeHH HEEa Ha HCV-RNA
Ha 4-ta B 24-Ta ceIMIIIA OT JledeHmero. B Tasy IOAYpyna MMa CTelleH Ha TpaeH BHPYCOJIOrHYeH OTroBop 92%
(89/97). Bucokara crelleH Ha OTTOBOD B Ta3M HOATPYIA NALMEHTH € YCTAHOBEHA 4pes MEXIHHEH aHanu3 (n=49) u
NPEIBIDKIAHETO ce e HOTBEPIIIe (n=48).

OrpaHudend aHaMHECTHYHY NaHHM IOKAa3BaT, ue 48-CeIMHIHOTO JiedeHHMe MOXeE Ja ¢e acOLMHpA C IIO-BHCOKa
cTenleH Ha Tpaed orrosop (11/11) m ¢ mo-manek puck 3a pemumue (0/1 B cpaemenne ¢ 7/96 3a 24-cemmugHo
JIeUcHHE ).

IIporsocTEYHA CTOHHOCT HA NPOXELKATEIHAS BRPYCONOrAMEH OTFOBOD. JaHHMTE cOYaT, 96 JOCTHIaHeTo Ha
BHPYCOIOTHYEH OTFOROP, Ne(HHUPAH KaTo ABYCTeIIeHHO TOHYDKeHHE Ha WIH HeycTaHoBgBane Ha HCV-RNA mma
IOJIOKMTEHA HPOrHOCTHYHA CTOMHOCT 32 NPOXBIDKUTENEH BHPYCONOrHHeH oTroBop (K Tabi. 10).

‘TABJ. 10 TPOYHO3A 3A TIPOABJDAUTEINEH BUPYCOJIOI'MYEH OTT'OBOP
TOCPEACTBOM AOCTHTAHE HA BHPYCOMOIHYEH OTTOBOP IIPTE3 12-1a CE,I[M]ZIIIA
" OT JEYEHHETO HTEHOTHHA HA BHPYCA~*

Jeuenne Tenorrn Bupyconoruaen 3agppixam ce orroeop | HerarueHa
orroBop Ipes 12 HPOTrHOCTHIHA
CeaMUIIA CTOHHOCT

Peglutron 1,5 1 JA 75% (82/110) 71 % (58/82) -

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

Ribavirin

(>10,6mg/kg) 48

CeIMHBILR IeYeHHE

Peglntron 1,5 2n3 JA 99% (213/215) 83% (197/213) —

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

Ribavirin 800-1400

mg 24 CEMHITH

JeIeHHe

*Ompazenu ca camo nayuenmu, 3a xoumo npe3 12-ma cedmuya ca GuAU HAUYHY OOHHU.
Herarrerara mporHoctidHa CTOHHOCT 34 NPOABIDKHTENEH BHPYCONOrHYeH OTTOBOP IIPH HAlMEHTH, JEKYBaHH C
Pegntron xato MoroTepanma € 98%.

5.2. PapMaKoOKHHETHIHH CBOHCTB2
Peglntron e moOpe XapakTepw3upaHo, NONHETHICHTIHKOI-MOmu(pHuupano (“Iermmmpano’™) NpOUBONHO Ha
nterferon alfa-2b u ce cHECTON HpPEAEMEO OT MOHORETHIUpaHY Brpobe. I[TasMeHHAT MOMYXHBOT Ha Peglntron e
HO-ABIEr B CpaBHEHWe © TO3M Ha Hermerwnupasms interferon alfa-2b. Peglntron Moxe XZa ce Aemeruinupa Ho
ceoboped interferon alfa-2b. BromorryHara akTHBHOCT HA NErWIHPaHUTE H30MEPH € CXOHA I10 BHZ, HO Io-craba
OT Ta3H Ha ceobomama interferon alfa-2b.

Crie, TOOKOKHO NpPHIMKSHHE MaKCHMAJIHHTE CEpYMHHM KOHICHTpANMHE ce JXOCTHraT Mexmy 15-44 gac u ce
moanBpaKar 3a 48-72 waca cien HpUIIOKEHEE Ha JO3aTa.

Croiirocture Ha Pegntron C,., 1 AUC ce TIOBMITABaT HO H0303aBHCHM HaulH. CpemHrAT 00eM Ha pasnpe/eieHHe
e 0,99 kg .

Tlpy MHOrOKpaTHO HO3MpaHe ce HaOMo4aBa aKyMynalMs Ha MMyHopeakTusrure HHTepdepomn. Obawe,
YBEHICHHAETO Ha OMONOrHiHaTa aKTHBHOCT, M3MEPEHO upe3 GHOTECTORE, € YMEPEHO.

CpenHOTO enMMHUBANMOHEH IIONYKHMBOT Ha Peglntron e mpubnmsurenno 40 gaca (13,3 waca) ¢ wiHpBHC okono 22,0
ml/h.kg. Mexarmmure 3a OTASNIHEe Ha HETepdepOHITe IpH JOBEKA Bce OIe He ca HanbkIHO ycTanobenu. Obaue,
eEMHHHpaHeTo dpe3 OnOpelmTe Moke Ja JONpHHACH 32 Malka 4Hact (MpHOAH3HTEnHO 30%1 9T QTZCITHETO Ha
Pegntron. I .




Brpeuna gyuxums: BeOpewHoro oTmensHe moupumact 3a 30% or ofmma wmpskc Ea Peglntron. Hpu
npoy4sade ¢ efxokpathE 2o3u (1,0 meg/kes) npn mamuenty ¢ ypenena 66peuna GyHKINE, Cra, AUC 1 meprona
Ha oy eMIMURHpAKe Ce YBeNHYABAT B 32BHCHMOCT 0T CTENEHTa Ha OB0PEYHOTO YBpeXIaHe.

Benepcrrue Ha MHOTOKpaTHO MEDRekTHpaHe Ha IlerMurpon (1,0 meg/kg cemmmdHo, TIpUNIATaHK TIOTKWKHO,
©XCCEAMITHO B NPOARIUKeHKe Ha 4 cepmuuy), knupsHcsT Ha IerHuTpow e pemymmpan cpenHo csc 17% mpu
HanHeHTH ¢ yMepeHo 650peyHo yepexuane (KpeaTHEHOB KIMpBHE 30-49 mil/vum) 1 cpexno ¢ 44% pu HalMenTH
¢ Texk0 OBEOpeyH0 yBpekiane (KpeaTHHHHOB KNHPBHC 15-29 ml/Mun), B cpaBHeBMe ¢ TANMEHTH ¢ HOPMamHa
636peHa yHKIms. JanHn pl eHIEA 1033, TOKA3BaT, Ye KIAPBHCET € CXOAEH NPY HeIHATH3MPANN TANHEHTH
¢ Texko 6B0peyHo yBpexKaate H NalHenTH Ha XeMoxuannsa. Jlozata Ha IlerlduTpon Npy MOHOTepamHs Tpa6Ba aa
OBAie pefylEpata Npy NaUMeRTH C YMEPEHH HIH TXKKH 650pedH yBpesxaanus (px. pasaenn 4.2 u 4.4). Tlauuentu
C KpearHHAHOB KIHPEHC IO0-Malek oT 50 ml/vMue He TpabBa ma Obnar nexysanu ¢ IlerMuTpod B KoMGHHAIIE ©
pudaBupnH (BxK. pazgen 4.3).

Tlopayy 3HaTMTeNHaTa BapuabITHOCT Ha (apMaKOKHHETHKATa Ha MHTepdepORHTE NPH PA3IMIHNATE MEAVBULE, Ce
TipenopsiBa NalHeHTHTE ¢ TeXKH OROpedHn yBpexAaHHA Ja ORNAT BHEMATEIHO MOHMTOPHMpAHH IO BPEME Ha
negenrero ¢ {lerMuTpon (Bik, pasnen 4.2).

Yeproapodua ¢ynxmua: QapMakokurernkara Ha Peglniron Npy NalpenTy ¢ TeXKH YepHOIpoGHN muchyHKIHI
HE € H3CIICaBana.

HanuenTn Ha BB3pacT Hag 65 rogupm: PapMaxoxuseTHKara Ha Peglntron cnen eamuxuna xo3a ot 1,0 meg/kg
NPHAOXKEHa NONKOKHO, HE C& MPOMEHs OT BE3pacTTa. Te3y JaHHH BOJAT 10 W3BOAE, U He & HeoOX0quMa IMpoMIHa
B RO3HpoBKata Ha Peglntron HOpai HaopeHanara BE3PACT,

IlannenTH B2 BE3pacT noA 18 ronmemn: He ca uspppiuBamy coenudiiny GapMaKOKMHETHIHH ONEHKH DPH TA3H
rpyna nanueHTH. Peglntron e noxasad 3a Je¥eHue Ha XpoHWHeH xenatut C caMo OpH HalHeHTH Haj 18 rogmHm
¥IH TI0-BE3PaCcTHH.

Hurepdepon Heyrpanusnpawn daxropn: IlpopeneHH ca H3NUTRAHMA 3a HHTepQEpPOH HEYTpaIM3Hpaly
$akTopy Ha cepyMHH NpobH OT NalleHTH, KOWTO ca HoiyJasamd Peglntron mo BpeMe Ha KITMHMYHO H3IIMTBAHE,
Vnrephepon meyrpamusupamure (akropy ca AHTHTENa, KOWTO HEYTPAIM3HPAT aHTHBHDPYCHATA aKTHBHOCT Ha
unTepdepona. Knuxmiyara YecToTa Ha pasBHTHE Ha HEYTpamu3Hpamy (GbakTopy OpH DANHEHTH, KOHTO HOMYy4apaT
Peglntron 0.5 micrograms/kg e 1,1%.

5.3. Openx/IAHHYHHE JaHHH 33 §e30nacHOCT

Peglntron Hexenanu peakijd, KOMTO He ca HaONIOAABaHK NPK KIHHHYHATE HPOYUBAHMA, He ca HaflIoNaBaHu |
TIpY M3ITBAHHATE 33 TOKCHYHOCT BApXY MaliMyHu. Tesr IpoydBaHms ca OHIIM ¢ OTPaHKUCHA MPOALIKITEAHOCT
10 4 cenMHIH NOpaii NofBaTa Ha aHTH-HHTep()EepOHOBH aHTHTENA B IOBEYETO MAMyHH.

He ca npopexpany NpoydBaHHs 3a BiImsHueTo Ha Pegintron BEpXy penpomyxTusHoctTa. HHTepdepon andpa-2b e
npenusBAKBal aGopT y npuMati. Mva BeposrHoct u Peglntron fa mpuuuHaBa T03H edext. EdexTuTe My BEpXY
(epmunuTera He ca onpenencHu. He e u3BectHo famn KOMIIOHEHTHTE Ha TO3H NEKAPCTBEH HPONYKT €& EKCKPETHpAT
B MIKOTO HA SKCIEPHMEHTANEY JKHWBOTHH FIIH B JOBEIIKOTO MIAKO (BIDK paszen 4.6. 33 CLOTBETHM NAHHM NpH
YoBeK 32 OGPEMEHHOCT H JAKTAIIL),

Orrocurenyara AuIIca HA TOKCHIHOCT Ha MOHOMETOKCH-TOMReTHerrkKkona (mPEG), kolito ce ocBoG0kKAasa OT
Peglntron npu in vive MerabonuaMa e BokasaHa B NPENKTHMHEHYHN H3IHMTBAHMY 33 OCTP2 M MOHOCTPa TOKCUYHOCT
TIpH TPH3a4YH H MaliMyHH, CTAHJAPTHM NpOYYBaHIA 32 pasBHTHETO Ha eMOpHOHA M IUIONR, KAKTO W YIPH in Vitro
H3NUTBAHYA 32 MyTareHHOCT.

PecIniron + ribavirin [Tprr menonssane Ha KoMOuHNpana Teparma ¢ ribavirin, Peglntron He NpHY¥HABa HEKAKBH
HeXENAH PeaklaM, KOMTO He ca HaOmonasanH Dpefy TOB2 IPH HPWIOMEHMETO HA BCHKC OT JNEKapCTEEHHIE
BENIECTBA MOOTHENHO. OCHOBHATA DeaklH# CBEP3aHA ¢ Tepamifra Oemle ofpaTiMa, HeKa A0 yMepeHa aHeMud,
TEXECTTa Ha KoATo Oeme Mo-roliAMa B CPABHEHHE C Ta3K, KOATO ce Halioxasa IpH APYro JEKAPCTBEHO BEIIECTEO
H3MMON3BAaH0 CAMOCTOATSIHO.

6. MapManeBTHYHH JaHHA }

6.1. CHHCBK HA IOMOIHMTE BelecTRa




Ilpax 3a prpxexMoHen pasteop: Disodium phosphate anhydrous, Sodium dihydrogen phospate dihydrate, Sucrose,
Polysorbate 80.

Pazreoputen 3a napeHrepanya ynoipeda: water for injections.

KomirecTBOoTO Ha pa’Tropa B enpa mucanka e 0,5ml. BrmodeHO € ¥ NOMBIHHTENHO KONUYSCTBO 32 3aryGu B
CHCTEMATa Ha pHNarase

6.2, PH3HKO0-XHMHYHE HeChBMECTHMOCTH
Tosu nexaperser NpoXykT TPsOBa Aa 6pAe pasTBapAH CaMo C Pa3TBOPHTENA, IOCTABEH B ONAKOBKATa H He Tpalpa
Jla ce CMeCEa ¢ JPYIH JIEKapCTBeHH NPOAYKTH (BIK CHINO paznen 6.6).

6.3. Cpok Ha rogmocT

3 roguHM

Crep pasreapsHe:
= JlokasaHa € XHUMHIHA B dH3MdHa cTabriHocT IpH ymorpeda o 24 vaca u ChXpaHeHHe IPH TeMIEpaTypa
ot 2°C mo 8°C.
= Or Muxpo0KROMOTHIHA [TEHHA TOYKd, JIEKAPCTBCHHAT HpOAYKT TpabBa ma Owje NpuIQxeH BeqHara. B
Ciydaii, e TOBa He Ce HarpaBM, BPEMETO M YCIOBHATA 32 ChXPaHeHHE KO NpPHIOKEHHETO ca OTTOBOPHOCT Ha
HRI0T3BAIMSA MPONYKIa, KaTo He Tpa6Ba fa mpepnIapar 24 yaca NPH TeMIeparypa Ha ckxpanenue ot 2°C no
g°C.

6.4. Cnena/lHH YCJIOBHSA 32 ChXpaHeHHe

Ja ce cExpaHdBa B XIAAMIHEK IPH TeMIeparypa ot 2°C mo §°C.

6.5, [laHHM 3a onaKkoBKaTa

TIpaxsT ¥ PasTROPUTENAT c& CEABDKAT B ABYKaMEpPeH NEIHATEN OT CTEKI0 T I, pasneneHn oT TyMeHo OyTano ot
OpomoOyTIn. OT enuHpA Kpal, TETHATENS € 3aneyaTdad ¢ NpOINpoIIUIeHOBa 3anylianka chIbpxala cIol oT
OpoMOBYTILL, & OT ApYrag Kpali — of rymeno 6yrano ot OpoMoOyTIuL.

Peglntron 100 micrograms ce docmass xamo:

Bpoi nHCAAKH ¢ NPAX B PA3TBOPHTES] 32 HIGKEKIHOHEH Pa3TROP 1 4 6 12
Hran 1 4 6 12
Tamnoasu 3a AesuBderms 2 8 12 24

6.6. IlpenopsKu NpH ynorpeda

Peglniron, npenBapWTellHO HabHeHa mHcanka cpibpxa peginterferon alfa-2b ma npax ¥ pastBOpHTEN,
exenBanenTEd Ha 100 micrograms 3a eguokparia ynorpeda. BB BeAka IHcanKa pasTBOpa Ce PEKOHCTHTYHPAE OT
CHALPKAIIHTE C& B JBYKaMepHIs hIIHUTEN Npax H pasrsopuren Ao 0.5 ml roTos 3a npunoxerne pasteop. Maiko
KOJIMYECTBO ce Iy 10 BpeMe Ha IIOATOTOBKaTa Ha HEMKEKTHpane, KOFaTo 03aTa ¢e 0TMEPBa M MHKEKTHpa. 34T0Ba
BCAKA THCANKa CHABPIKA MANKO TIOBEYE IPEX ¥ PA3TROPHTEN 3a Ja C8 OCHTYpH Heobxomumata Aosa ot 0.5
Peglntron, pasTBOp 3a MIbKeKTHpaHe. [lonygeHmaT pasTeop ¢ ¢ koHneATpame: 100 micrograms/0.5 ml.

Crien peKOHCTHTYHpAHE CIOpel MHCTPYKIUNTE, OCTaBAHe Ha CTEPIIHATA ¥IWa ¥ ONpefeNaHe Ha HeoOXoauMaTa
JI03a, Peglntron ce MmxeKTHpa MoAKkoxkHo. ITRIER ¥ WIOCTPHPAHM MHCTPYKIEH 2 BKIIOUSHH K410 NONLIHEHHE
KBM NeKapcTBeHata HHCTOBKa.

TIpenu pyIOkeHEe IHcANKaTa TPAOBA Ja Ce MIBaIM OT XNANWIHUKA 32 Aa NOCTHTHE CTaliHa TeMmepaTypa (me
noeee o1 25 C).

Kaxto npu BCWUKH MeNUKAMEHTH 34 IIapeHTePanHO NpHAOKEHHe, [OpPemd DpuiaraHe IpoBepeTe BH3YANHO
KAYECTBOTO Ha pasrBopa. Ja He ce ynoTpeGaBa ako uMa IpoMeHH B 1ipera. Cren ynotpeba, ynoTpefenara mucanxka
PeglIntron ¥ 0CTaHANOTO B Hes KOMIAESCIRO PAsTBOP fia C& M3XBEPIIH.

7. Hime H aagpec HA HPATEKATENA HA pa3pelleHAeTO 32 YIIoTpeta

SP Europe, 73, rue de Stalle, B-1180 Brussels, Benris
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8. Hme u agpec HAa TPON3BOANTENSN
SP (Brinny) Company, Innishannon, County Cork, Mpragaus
9, laTa pa aKTyaIM3HpaHe Ha TEKCTA
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