KPATKA XAPAKTEPHCTHEKA HA IPOEVKTA
1. Bime Ha JexapcTBeHHA NPOTYKT

PegIntren® 120 png powder and solvent for solution for injection in a pre-filled pen
IerHuTpon 120 pg npax U pasTBOPATEN 32 HEKEKIHOHEH PA3TBOP B NPEABAPHTENHO HANGAHEHA NHCAAKA

2. KagecrBeH H KOJIHYECTBEH CHCTAB

Bedka mpegpapHTeNHO-HANBIHEHa nHcanka Peglntron 120 micrograms chABPEK2 HOCTATHUHO KONHUECTEO
peginterferon aifa-2b (komioraT Ha pexoMOHHaHTeH HHTepdepoH anga-2b ¢ MOHOMETOKCH IOJHETHAEH IIIHKOMN)
KATO IIPaxX 3a HIDKSKIMOHEH PasTBOp H CEOTBETHOTO KONHYECTBO PA3TBOPHTE, 3a Ka ce ocHrypH 120 micrograms
peginterferon alfa-2b B 0.5 ml pazTBOp KOraTo C PA3TBOPH CHIOPEH HHCTPYKIMHTE.

3a NOMOIIHITE BeecTBa BIDK 6.1,

3. Jlexapcreena dopMa ! —
MUHICTEPCTBO HA 3APABEONAZBAHETC

TTpax ® pasTBOpHTEN 32 HHKEKIMOHEH PasTBOP.
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Pegintron ¢ mokasaH 32 ASYEHHE HA BE3PACTHM NalUEHTH CM-¥poHPIcH RelAaint G, KOATO maaT OBHILECHH
TpaHcaMHEHa3n Ge3 wepHOApOoOGHA JexOMIICHCAUHA M KOMTO ca MONOXHTenHM 3a cepymHa HCV-RNA unu antn-
HCV ( smx pasgen 4.4).

Hait-no6pusrT Merox 32 yriorpeba na Peglntron Npy Ta3u HHAKRKAULNS ¢ B KoMOHH2IHEA ¢ ribavirin.

Tasu xoMOHHHpaHa Tepalys ¢ Y0Ka3aHa I HENeKyBaH NAallMeHTH, KaKTO H [Py NaNMeHTH, KOUTO Npey TOBa ca
orroBopwiH (¢ HopMmamtsHpane Ha ALT B xpad Ha NedeHWero) HA MOHOTepanyst ¢ HHTepdepoH amda, HO
BHOCIESHCTBHEE ca 3a5051e1 OBTOPHOC.

Mouoteparmus ¢ interferon, BrIFOUHTENHO B ¢ Peglutron e moxasana [MapHO NPH HATYYHE HA HENOHOCHMOCT WA
TPOTHEOIOKA3aHIA 32 IPHIATaHe Ha ribavirin,

Moz, 06BpHeTe ce CBHINO M KBM KpaTKa XapaKTepHcTHKa Ha npomykra (KXII) Ha ribavirin, xelero e orpazeHa
koMOHEMpaHata ynorpeda Ha Peglntron ¢ ribavirin.

4.2. TosupoBKa i HAYHH HA OPHIOKeHHe

Jleuenuero ¢ Peglntron TpsabBa ma Gmjge 3allo9HATO M [OPOCHSHABAHO €aMo OT JISKap ¢ OOHAT B JIEYEHHETO Ha
namenTH ¢ Xenarar C.

Ho3upoeka. Peglntron ce mpunara Kato NOAKOMHA MIDKEKIMS BEAHBK cenMudyHo. IIpunaraHara no3a 3aBHCH OT
TOBA FallH ¢€ M3IOJI3BA K470 MOHOTepanysl WIH B KoMOuHanusa ¢ ribavirin,

KomGunnpaua teparmst. Pegintron 1,5 meg/kg/cenmuyso B xoMGHEaNMA ¢© Kancyny ribavirin, Onpenenasero Ba
uneobxomuMara noza Peglntron ot 1.5meg/kg B xoMOuuanus ¢ Ribavirin crOTBETCTBamA Ha KaTeropyara TelecHO
TErNO ¥ KOHLEHTpAlMATa Ha JIeKapCTBeHUAT Npenapar B micankara/(akoHa crasa cpobpasso Tabn. 1 . Ribavirin
KallCy/I# € MPHIATAT NepOPanHO, BCEKH ACSH, pasfelcHH Ha 2 IpHeMa [0 BpeMe Ha XpaHene (CYTPHH H Beuep).

Q

TABJMIA 1 . © -~ RO3HPAHE MIPH KOMBWHHPAHA TEPATIET - ~ S
Tenecro PEGINTRON RIBAVIRIN caps
Terio (kg) Kounearpanus BeB Cepmuyso npu- | O0ma gHeBH2 Fo3a Bpoii kancyin
tduaaxora (meg/h.5 ml) nozxenue (ml) (mg) (200 mg)
<40 50 8.5 500 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 5P
75-85 120 0.5 1 000 mg 5°
>85 150 0.5 1 200 mg 6°

a: 2 cympun, 2 gevep; b: 2 cympun, 3 gevep; c: 3 cympun, 3 geuep
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pogsEraTeIHOCT Ha IeYEHHETO
IIporxosa 3a saabpsxally ce BHPYCOKOTHYEH 0TroBop: IIpy IanyeHTH, HH(EeKTHpary ¢ BEPYC C TEHOTHN 1, KOUTO
HE [oiTy™aT BUPYCONOTAYEH OTTOBOP A0 12 ceIMMI[a MMa MHOIO MaJIKa BEPOATHOCT A2 Ce AOCTHIHE 3abpkall| ce
BHDYCOOTHYEH 0TroBop (BHK H pasfen 5.1).
. Tenorun 1: Jlevenuero Tpa6sa ja mpomwinkd ome 9 Mecena (T.e. 48 CeIMHUUM) OPH HAIBEeHTH,
KOWTO ITOKA3BAT HANIYME Ha BHPYCONOTHIEH OTTOBOp IIpes 12 ceaMHIIa 0T NeYeHUETO.
Tpu maIueHTH ¢ reHoTUn 1- HHQeKura B HEChK BUPYCeH ToBap (< 600 000 YU/ml) xouro crabar
HCV-PHK HeratupuM B 4-Ta CeMHIR OT HAYANOTO HA JIGUEHHEYO ¥ OCTABAT TAKHBa K0 24-ta
CeIMUIA, JIeYeHHeTo TpsOBa MMM Na ObAe CHPAHO cied 24-va cenMuua WIM IOCHEHBIHO OT
NOTMBIHUTEIHN 24 cepivmiy (T.e. 06mo 48 cemmun nevenue). O6ade, IedeHHe NPONBIKABALIO 24
CeAMMIM MOXE Nia C& CBBPIKE C II0-BHCOK PHCK OT MOBTOPEHHE Ha 3a60A1BAHETO, OTKONKOTO 48-
CEIMMYHO JledeHue (BxK. T. 5.1.).
. T'enorun 2 pan 3; Tlpenopsusa ce TepamuaTa fa IpONBILKY 24 CeqMULI.
. T'enotnn 4 — Hali-o6mo ce cunra, Je maupeHTHTe HEGEKTHPAHN ¢ TEHOTHI 4 C& YIONABAT 10~
TPYRHO Ha M3NCKYBaHe KATO HaMMYHUTE, MaKap ¥ He OOIUMPHE HAYIHM JauHu (n=66) codYaT, %€ NpH TAX e
TONIXONAMNIC AO3UPaHE B NPOABIKUTEIHOCT Ha NeYeHNe KaKTO NPH FeHoTHI 1.
Peglntron monorepanus. Kato Moworepanus Pegintron ce mpunara B mosa ot 0,5 miw 1,0mcg/kg/cenmuyno.
Hadi-quckara perncTpupasa B ¢BeTa KOHIIGHTpAllMA Ha Npemapara B UpeABapUTENHC HalrelHeHa mucanka ¢ 50
Mcg/0,5 ml; crenoBaTenHO Ha NaUHEHTHTE HA KOMTO Ce npenmicea 0.5mceg/kg/cenmuuano, mosure TpaGea ga ce
ceobpazar mo obeM cpolpasuo Tabmuna 2. 3a mosa or 1,0 meg/kg, chmio Moxe Ja ce HAUpaRd NOAOGHO
AuanTHpaHe WK 13 ¢ NPHAATaT aTePHATHBHO PasAMYHHE [10 KOHHEHTPALT MMCanKH, KaKTo € MoKa3aHo Ha Tabl,
2.

TABJNA2 .° . JOSUPAHE OPH MOHO-TEPALMSL * -, - .ol oo
Tenecuo 0.5meg/k: 1.0 meg/kg
Terao (kg) KoHueHTpanus BLE Ceppmuno Kounenrpauun o8 CeamMuyHO
taaxosa (meg/0.5 ml) NpREoKReHHe faaxopa TIPHAOKEHEe
(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 0,5
57-72 50 0,3 80 0,4
73-88 50 0,4 80 0,5
89-106 50 0,5 100 0,5
> 106%* 80 0,4 120 0,5

*HpenopLusa ce yROMpeda HA HPAX U PASMSOPUME] 30 HHICEKUUOHEH PAIMEOp 658 (AaKoH
**3a nayuenmu nad 120 kg, oa ce npunaza @uaxon npax u pasmsopumien 3a UHNCEKYHOHEH pasmeop @
Koruenmpayua om 80mceg/0.5ml

OpoasarETeaHoCcT Ha JeeHHeTo

IIpu marpesT!, XOMTO NOKA3BAT HANITIME Ha BHPYCONOTHYEH OTTOBOD Npes 12 ceAMuITa OT JISYEHHETO, TO Tpa0Ba
Ja OPONKDKM MOHE OmIE TPH Mecela ( T.e. 06ia HPOAB/LKHTENHOCT 6 Mecena). PeINeHHETo 3a NO-HATATHIIHO
NpPORBKaBaHe Ha Tepamara Jo | romuma Tpadea ga ce 6a3upa Ha HDPOTHOCTHYHM (akTopu (HaNp. reHOTHI,
BE3pacT > 40 romHHm, MEXKH 00T, MocTORa (ubposa).

Momnpunnpase Ea 103aTa IPH BCHIKH NMANHEHTH

AXo Tlo BpeMe Ha MOHOTepamuaTa ¢ Peglntron wiu no BpeMe Ha koMGuHUpanara Tepanua ¢ PegIntron u ribavirin ce
HOABAT CEPHO3HU HEXENaHN PeakIK WM OTKIOHEHHA B nabopaTopHuTe NOKasateny, MoaudHApaiTe 103aTa Ha
BCEKH NPONYKT, aKO € BH3MOMKHO, KOKATO HeKENaHaTa Peakuwi OTHIYMH. B Xola Ha KIMHAYHATE NpoOyYBatud ca
paspaboTerH HaCcOKW 3a MOTUHUIMpaHe Ha O3ATa.

TABJL2A HACOKH 3A MOJUGHITHPAHE HA HO3ATA 3A' KOMBHHUPAHA TEPAIDIC .

Jladoparopan Hamanere caMo Hamajsere camo Tlpexparere kKomOUHN
CTOHHOCTH 103aTa Ha mozara Peglntron PAHATA TEPAIHA AKO!
Ribavirin go 600 HAFONOBHHA aK0:
mg/IHeBHO ~ aKo:

Xemorioonn <10 g/dl -




Xemorao0OuH Opu:

HauuenTH ¢ > 2 g/dl namaneHre Ha XeMOTJIOOHHA 110 <12 g/dl caen 4

aHaMHe3a 3a BpeMe Ha KOHTO ¥ aa Guio 4-cexMuteH CeMHIH HA paMajeHa 103a

cTaluiIHe ChPAeIHO nepuof OT JedeHHeTo

3a00JsIBaHe (Tpaiino HamalieHpe Ha A03aTa)

Bean KPHBHH KIETKH - <1,5x10°/1 <1,0x 10°1

Heyrpoduan - < 0,75 x 10°1 <0,5x 10°A

TpomGonHTH - <50 x 10°/1 <25x 10°/1

Bunnpyoun - .- - 2,5 x ULN**

AHpEKTEH

Buanpy6nn — > 5 mg/di - > 4 mg/dl (3a > 4 cegmuNa)

HHAHPEKTEH

KpeaTnnuse - - > 2,0 mg/dl

ALT [ AST - - 2 X M3MepeHuTe CTORHOCTH
KBM Hagaxoto > 10 x ULN**

* Mayuenmu, wusmo dosa ribavirin e namanena 0o 600 mg dunesno, norywagam 1 kancyna om 200 mg cympun u 2
wancyau om 200 mg eeuep.
** [JLN (upper limit of normal)— zopna zpanuya na Hopmama.

Hamangpagero Ha mosara Ha Peglntron Moe Za ce OCBIIECTBH WM Ypes HaManfdBaHC Ha NPEAIMcAHATa 1033
HATIONIOBHHA WIH Upes U3NOM3BaHe Ha HO-HICKA KOHLIEHTPalMOHEa (POPME, KAKTO & NOKA3aHO B Tabn. 2B.

TABJIHNA 25 HAMANEHO JO3UPAHE HA PEGINTRON UPH KOMBWHHPABA TEPATINA .
TeaecHo Topcena Hamanena | Koupenrpannonsa EAHoCceAMHAYHO Hocrapeno
Terso (kg) noza (meg) dopma ua aaxona| npuloxende (ml) Kogp4ecTBo (meg)
(mcg/0.5 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 0.4 80
*Jfa ce MpHJJAra Mpax H PasTBOPHTE 33 HHIKEKIHOHER PasTEOP BBE tnaxon. MusuMannaTa A03a NpH
nucanxara € 0,3 ml

HHcTpyKHHH 32 NOHMKaBAHe HA 103aTa HA Pegintron nps MOROTEPANHA
HrcrpykuuuTe 32 Moanduuupane Ha josara ga Peglntron npy HalMeRTH HA MOHOTCPAIA ca NoKasaHi Ha Talil.
3A.

TABI 3A FRCTEYKIWAN, 3A  MONAOUNIPABE, HA AO3ATA UPH MOHOTEPATHS C:
PEGINTRON .~ 5% 00 ye s o ey i S vy e et A R

sba .. Safal

Tlonmxere moszaTa Ha Peglniron | HpeycraHoBeTe NpHJOKeHEHETO

JIaGopaTopHHE

CTOIHOCTH HATIOJOBHH2 K03 na Peglntron axo:
HeyTpoduan <0,75 x 10°11 <0,5x 10°/1
TpomGouNTH <50 x 10°/1 <25 x 10°/1

TToHWKABAHETO Ha HO3aTa NIPH TALMEHTH Ha MoHoreparma ¢ 0,5 meg/kg Peglntron Tpabea Ja C& OCBINECTBH
[fOCPEACTBOM HaMalspage Ha NpelHCAHOTO KONMISCTBO HAIONOBHHA. 3a panyeNTH ¢ HHCKO TENSCHO TENIO, T.6.
<57 kg, TpifBa Ha ce mpWIara TpaX H MIDKSKIMOHEH PpasTBOP BEHB ¢nakor or 50meg/0.5ml, TBH Karto
HpeABapUTENHO HAMhIHEHATa [NCAlKa MOKE la AOCTaBH A038 MUHUMYM OT 0,3 ml.

TIOHIKABAHETO HA HO34TA TPH DANWeHTH Ha moHorepanmt ¢ 1.0 meg/kg Peglntron TpalBa Na ¢e OCBHIIECTBH
TIOCPEACTBOM HaMalsABaHe Ha DPERIUCAHOTO KOMMYECTBO HAIONOBHHA KK HPE3 NpHIArate Ha thopMa ¢ no-HMuCKa
KOHUEHTPAIWS KaKTO € [oKazano Ha Tafi. 3.B..

[TABJATIA 35 HAMAJERO JOIPARE BA PEGINTRON 11PA KOMBUHAPAHA TEPAUMA |

PP T R



TenecHo Thpcena gamanesa | KokueHTpanmonua EnHocexmauHO Hocrasero
Terao (kg) xoza (meg) fdopMa Ha daaxona| TpHIckeHne (ml) KOAHeCTBO (ICE)
{meg/0.5 ml)
306-35 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
90-106 50 50 0,5 50
>106 60 80 0,4 64

CreBna/ g rpynd nandenTH:

- Ynorpebz npu 060pesHy yBpesiaHua:

Monomepanun: TlerWutpon TpaOsa ma Gbae W3MON3Bay MPEeNNasNiMBO NPU DANMEHTH C YMEPEHO JO0 TEKKO
GB6peuro yepesxnane. TIpy NAMEHTH ¢ yMepeHa 656peuna AucyHKIAA (KpearHHUEOB KITHPEHC 30-50 ml/vun),
ITepROHAYaNHaTa fo3a IlerHrTpoH TpaGea fa Geae pemyimpana 25 %. TlalmenTy ¢ TexKa 66peuHa puchyHKIHA
(xpearnHuHOB XnupsHe 15-29 ml/Mum) Tpipa Aa npueMat HadanHa Ko3z IerHurpon, penyuupana 50%. Hama
FaHEY 32 H3NO3BaHeTo Ha IlerPIHTPOH IpW NamyeHTH ¢ KPeaTHHWHOB KmupbHc < 15 ml/mun (Bx. pasnen 5.2).
TTANMesTH © TeXKY GBOpETHH YBPOKIAHNA, BKAIOUHTENHO TE3W HA XeMOAManu3a TpsOBa ja GBIAT BHMMATEIHO
MoHHTOpHpasd. Axo GsOpeynara GyHKIHT ce HaMaiH IO BPEME HA JIEICHUETO, TepaniaTa ¢ Tler¥urpon Tpabra

Iia ce mpeKpaTH.

Kombunupana mepanus: TlaiyesTn ¢ KpearsHuHoB KmupeHc < 50 ml/mmm He TpaOBa ma OBAAT JEKYBaHH G
ITerMuTpos B koMGuHamest ¢ puGasapud (Bx. pasaen 4.3 1 KXII Ha puGasupus).

- ¥norpeba npu JepHoapoGHH yBpemaaxins: IIpH NaHeHTH ¢ TexKa gyepHOApoOHa xrchyHKIIA Ge30nacHoCTTa
n eduxacnocrta Ha Peglniron He e OUeHABaHZ ¥ 3a70B2 MEIHKaMeHTa HE TpafBa Ha Ohfie mpunarad mpH Te3H
[TAIASHTH.

- YnoTpeba npH MALMEHTH B HANpPEAHANA BB3pacT (= 65 roammma Br3pacr): Hsama cepp3aHH ¢ BBIpacTIa
etextn BLpXY GapmakokuseTHkara Ha Peglntron. Criopel AaHHMTE OT JieeHHE Ha TAIWEHTH B HaUpeAHANA
BB3DACT ¢ eAvHNYHa }o3a Peglntron ne e HeoGxonuMa HpoMAHa B RO3aTa HA Peglntron Ha Oaszara Ha BE3PACTTA
(K pasgen 5.2).

- Yootpeba npu manuenTs noj 18 rogmau: Msnonssanero Ha Peglntron mpu nena WiIM roHomwM 1ox 18 ropumsa
BE3PacT He e [IPeNopBIBa, Thil KATO JHIICEA OIHT 32 JEIEHHE C HPO/yKTa IIPH TasH BE3PacToBa IPyIia.

4.3, TpoTHBONOKA3ZHUS
e CBpBXIyBCTBHTENHOCT KbM JIEKAPCTBEHOTO BEIECTBO MITH KbM HAKAKEB BHA uHTepEepOH, MM KBM HAKOE
OT NOMOIIHKTE BelIecTBa;
e MpHaNa aMaMHe3a 32 TEXKO CHPHEUHO 3afonspaHe, BKIIOYMTENHO HECTAOMTHO WM HOKOHTPONHPAHO
chpAeYHO 3ab0NsBate pe3 TIoCTEAHIYe 6 Mecera (BIDK pasaen 4.4};
o Texxo HHBANHAMANPALIO CECTOAHME,
*  ABTOMMYHEH XEIIATHT K aHAMHe34 332 aBTOHMYHHO 3200/ABaKe;
o Texka depHonpoOHA MUCHYHKIN MK JEKOMIIEHCHPala YepHOApOGH IHpo3a;
e (CrmecTsyBamo 3afoisABaHe Ha IMMTOBHEAHATA Ji€32, OCBEH 4KO TO HE MOXE Ja OBle KOHTPONHPAHO C
KOHBEHITMOHAIHO JISUSHHE;
¢ Emuiencds y/uny napywesa GYHKIET Ha NEHTpanHaTa HepBHA CHCTEMa (11HC).

B xoMOuBaIMA ¢ pHOABHPUH:
TIAIMEHTH ¢ KPEeaTHHIHOB KIHPBHC < 50 ml/muH
4.4, CrienpaiHA NPOTHBONOKAIANNS H CIIEUHATHY NIPXYNPEKACHN 32 YHOTPeoa

HiMa OIET OT IpMIAraHeTo Ha KoMOumMpaHara Tepami Peglntron u ribavirin npu naumenTy, 3a00JenH OTHOBO
cllen IpoBexcHo nevenne ¢ interferon alfa + ribavirin.

Ha BCHYKH BAIMEHTH OT HpPOYUBAHHAT2 BEPXY XpOHMeH Xematut C e 6mia HampaseHa yepronpodHa GUONCAT
TIPSO BKIFOYBAHE B CAMOTO IPOYTBAHE, HO B HAKOH CIyday (Hanp. DauMeHTH ¢ TEHOTHII 2 B 3), NeYeHHeTo MOXe
Ha samouHe Oe3 XHCTONOrMYHO AoKaspaxe. Heofxomumocrra OT NpeABapHTeina GUOIICHA Tpeil 3aoYBaHe Ha
JiedenmeTo Tpaosa na ce chobpasasa ¢ NOCHeNHATE HACOKH 32 JICHEHNe.

Octpa cepBbXHyBeTBHTENHOCT: [0 BpeMe Ha nedeHHe ¢ interferon alfa-2b pagxo ca 0unu HaONronasaHi OCTPH
PEaKIM HA CBPBXUYBCTBHTENHOCT (HAMP. YPTHKAPHA, BHTHOSIEM, BpomxociaseM, aHadmIaxcud). AKe 10 BpeMe
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Ha neyeHmeTo ¢ Peglniron ce moABM Takapa peakis, DpeKparere IPHEMa HA TO3H JCKAPCIBEH NpPONYKT ¥
He3afaBHO 3aTioYHeTe NOAXOAAmO ieueHue. Ilpexonmute oOpyBY He HANATaT NpeKbCBage Ha JEYSHHETo.

Cepaeusdocknosa cucrema: Kakro ¥ npu interferon alfa-2b, marmentute nexysanu ¢ Peglntron, KOHTO HMat
MHHANa aHAMHe3a 3a 3aCToMHa ChPACTHA HEACCTATHYHOCT, HHGIapKT Ha MHOKapHa W/IIH NPeRHiNE HIH HacTOSITH
DPHUTBMHH HapyIneHus, TpaOBa fa ObHe BHUMATENHO Ipociaeraeany, [Ipenopruea ce Ha NalenTHTe ¢ aHaMHesa 3a
CHpHEYHH HAPYHMIeHHA J2 € NpaBH eIeKTPOKApAHOrpaMa Dpefii W OO BpeMe Ha nedenmero ¢ Peglntron.
Crpreurure apurMud (EpelH ECHIKO HagkaMepHyTe) 0OMKHOBEHO ¢ MOBIHABAT OT TPANHIMOHHOTC IEYeHHE, HO
Morar [ia Haloxar NpeKpariBage Ha jfeviennero ¢ Peglntron.

Tlcuxuyne pascrpoticTBa ¥ 3a00A9BaARNS HA NEHTPATHATA HepBHa cicTema (IFHC):

Tipu HAKOW DNANMEHTH JIO BpeMme Ha jlegeHme ¢ Peglntron u nopu B HOcAenBalmud 6-MecedUeH IIEPHOZ Clef
npeKscBaHe Ha JedeHueTo ca Gwim Habmonaparl TexkH ebextu 8ppxy I[HC, ocofeHo menpecus, MUCIT H OXHTH
3a camoyOmiicreo. Ilpu medemye c amda uEreptepoH ca pabmrofaBaHi U ApyrH edextn Bepxy IIHC, xaro
AFPECABHO TOBEAEHMES, MNpPOABSHHM C OOBpKBaHe M JpPYTH HPOMEHHM B NCHXIMHUA craryc. Ilpenmoprusa ce
TmanMeHTHTe B3 ObNaT BHUMATENHO MOHHTODHPAHM 33 BCHUKH NpH3HAIM M CHMITOMM Ha DCHXMATPHIHM
HapymmeHus. AKO ce OABAT TAKKBA CHMIITOMM, TOTEHINANHATA CEPHO3HOCT Ha Te3H HEMKeNaHH peakin Tpabea ma
ce uMa OPeHBHY OT IPSANHCEANIAd TEpanMdaTa JIeKap ¥ Ja ¢e NpelNpHeMaT CHOTBETHH JedeOHH Mepk4. Ako
CHMIITOMHTE HpOABIDKAT IBITO MM C& BIOIIAT, WIH CE YCTAHOBAT CYMIMIHH MHCIM JedeHuero ¢ Peglntron
TpAOBa Aa ce NpeKkpaTH H HatueHTET Aa OpAe NoanoKeH Ha oAX0Ila ICHXUATPHIHA HHTEPBEHEL.

Haqueﬂmu CBbC CBUECMBYBAULY THENCKY RCUXUAIMPUYHY COCIMOAHIR UAU npeaeapumeﬂua UCMOpUsT 30 MaKusa: Axo
ce yeTaHoBM, Ue negennero ¢ IlerkuTepdepon anda-2b e HeoOXOAHMO IPH IIANEEHTH ChC CHINECTBYBAIM TEXKH
HCHXHATPHIHH CBCTOAHKA HIH HCTOpHA 3a TakuBa, TO Tpabba Na OBZe 3alloyHaTo camo el HOAXONTla
HHIUBHIYAIN3HPaHa AHArHOCTHKS H TEParleBTHTHC YIIPABIABAHE Ha ICHXUATPITYHOTO CBCTOAHHE.

HpH HAKOH HAUMCHTH, 0OHKHOBEHO B HanpeoHana Bh3PacT, KOUTC Ca JEKYBaHH € BHCOKH 03K IO OHKONOIrAYHI
HEAuKaER ¢ Ouna HaOlonaRaga Npofka Ha CTYIOP A0 KOMa, KaKTo M ClydaH Ha eHue(anomarud. Makap H B
obmms ciygaif Tesu NpossM Aa ca OMIM HaEIHO OGPATHMHM, NPY HAKOM NanueHTHd ca 6w Heobxomumu HO 3
CEAMMITE 3a ILIHOTO BE3CTAHOBSBaHe. MHOTO pAmKO, DpM NpHIaraHe Ha BHCOKHM no3u HETepdepon-anda ca
HaOIIO/IaBaHA I'EPIOEE,

YepuogpobHa ¢yaxmusa: IIpn DalmeHTH, IPH KOMIO ce HaOmofaBa YHBIDkapaHe Ha MapKepure Ha
KPBBOCECHpPBaHeTO, NeveHuero ¢ Peglntron ce mpekparsBa, ThH KaTo TOB2 MOXeE Ja ce ABIKH Ha YepHOApoOHa
TEKOMITEHCAIMSL,

Iosummena TeMneparypa: [lopHenara TeMmeparypa Moxe Aa Gbe CBEP3aHa ¢ IPHIIONoA0GeH CHHIpPOM, KOHTO
9ecTo e JOKA3BaH II0 BpeMe Ha JeYEeHACTO ¢ HHTEp Pepor, HO BCHIKH OCTAHANHM IPHYMHH 38 IePCHCTHpama Tpecka
TpaOpa Aa 6BNAT M3KIIOUCHH.

Xuaparanss: [Ipu manpeHTH Ha redeHHe ¢ Peglntron TpaOBa g ce MOANBPKa a/(EKBATHA XUAPATAIMA, THH KaTo B
OTHSHHA CIyZad e Ouna HabloAasaHa XUIOTOHWUA B peynrar Ha 3aryba Ha TeunHocTH. Moke Ia ce Halmoku
BIHBaHe Ha TEYHOCTH.

Benogpobun npomenn: Benonpodss MEGHUITPaTH, MHEBMOHATH ¥ THEBMOHHH, KOHTO B HAKOH Cllyial BOJAT 1O
JIeTaNeH W3XoN, ca Ouan HabMoxABaHH PHIKO NpH MAIMEHTH, TeKyBany ¢ BHTepdepon anda. Ha sceku nanpent ¢
HOBHIIEHa TEMIEpPaTypa, KallIHIig, XMCHHeA WNH APYTH PecnMpaTopHM cuMmroMu TpalBa jga ce Hampasu
pertreforpadus Ha IPHOHAA KOME . AKO IPH Hef Ce YCTAHOBAT OenofpolGHH HHGUITpPATH HIH HMa HaHHM 32
HapymeHue Ha GenoapobHuTe GYHKINH, CBCTOSHHETO Ha IauMeHTa TPAOBA BEHMMATENHO Ja Ce MPOCIERH | ako e
HANOXHTENHO, fa Ce NpeKBCHe JiedeHueTo ¢ HHTepdepoH amda. HesabaBHoTo NpexkpardBaHe Ha NEYEHHETO ¢
uHTep(epor anha B 3aN0YBAHe HA KOPTUKOCTEPOUIHA Tepanys BOAU [0 OT3BYYaBaHe HA HEXKENaHHTE PeaKMy oT
crpaua Ha Henna xpol.

AsTonmyBEH 3aGonssanng: Cro6liaBa ce 3a PAa3BETHE Ha aBTOMMYHHM AHTHTENA IO BpeMe Ha Nedenue ¢ anda
nutephepony. KIMHEYHM HPOsBY HA aBTOMMYHHO 2a6oliBaHe II0 BpeMe Ha JeYeHHe ¢ MHTep(epoH MOrar Ja ce
Ha0JI0/aBaT 0-9eCTo HpY NAUKeHTH, HpelpasHoNoKe i KBM pazBHTHE Ha aBToMMYHHM Oonecty. IlamuenTy, Mpu
KOHMTO Ca HamuIe NpU3HAYM H CHMITOMH, acOLMHpaHH ¢ apToMMyHHO 3abonapaxe, TpabBa [ia ce MOJIONKAT Ha
BHMMaTelHa OLEHKA ¥ CHOTHOMEHMETO MOMN3a-PHCK NPH TPOABIKHTENHA Tepaimg ¢ HHTepdepoH na Obue
HOAJIOMEHO Ha npeonenka ( Bk, ome pasnen 4.4 Tupeownun npoMenk ¥ 4.8).



Ound npomenu: B penxu cnysam, cren nedenne ¢ anba MHTepdeponn, ca GMIH AOKa3BAHW OYHM HapyMICHIL,
BIUOYBAII KPEBCHIAWBY B PETHHATA, [IETHA THI "IaMyX" M oOCTPYKIMH Ha PEeTHHANHATA apTepus Uiy sesa (B
4.8). Bepyke maupenT# TpaOpa fla IPeMMHAT Ha O4EH IpEriief NpefH 3alouysaHe Ba JieueHuero. Ha Beexw
TaleHT, KOHTO Ce OINIAKBa OT NPOMEHH B 3PUTEJIHATA OCTPOTA MIIH B 3pHTENTHMTE NOJeTa, TpA6Ba 1a ce HAIpaRH
ogex mpernef. Ilo speme Ha jeyennero ¢ Pegintron ce mpemoprusa nepHOOMYHOTO NpOBEXIAHE HA OYHH
Dperiefy, 0cobeHo NPy NAlMeHTH, PY KOUTO 3PHTENHUTE HAPYLIEHHUS C& ACOWMMPAT ¢ PETHHOIATHA B Pe3yNTar
Ha 32007BaHIL KaTo 3axapen nuaber wiy xumepronns. [IpH DAUMEHTH, TPy KOWTO HapyINEHHATA B 3pSHHETO C&
MOABABAT 32 MBEPBH TIET MK HaNHTIHHTE CHMIITOMU Ce BHOINAT, C& Ipenopsysa jiedeHnero ¢ Peglntron aa 6nae
IpeyCTaHOBEHO,

Tupeonguu ApoMenn: B peixkH ciydad NaUMeHTHTe JNEKYBAHH 3a XpouuueH xenatur C ¢ interferon alfa-2b
pa3BUBAT THPEOHIHH HapyHISHMA - XAIO- HTH XUIECPTHPCONINIEM. AKO TI0 BpeMe Ha KYPCa Ha NEYEHHe NAlMEHTET
pasBHE CHMITOMY, 2COUHMpPANH C BEPOATHA THpEOMIHA MuchyHKIMA, TpadBa Na ce onpemeny HuBoro Ha TCX.
Tipw manmmyke Ha HapymeHus PBE QYHKIMHTE Ha OIUTOBHAHATA Kie3a JedeHuero ¢ Peglntron Moxe ma 6bae
NPOABIDKEHO, ako Hupata Ha TCX morar fa 650ar NOAKEPKAHN B HOPMATHH TPAHHNH 4pe3 JeKapcTsa.

MeTaGoanTHH Hapymenus: Ilonakora ce HaGmoNaBa BR3HAKBAHE UM 3aCHIBAHE HA XUNEPTPUCIANCDHICMHSL,
IOpaIH KOATO Ce IPENopEIRa MOHHTOPHApPAHE Ha THIHAHUTE HUBA.

Konndexuus HCV/HIV: Ilanuentnre ¢ xpommvex xematar C, komudexthparm ¢ HIV u noaygasaum
BHCOKOAKTHBHA aHTU-perpopHpycHa Tepamua (Highly-Active-Anti-Retroviral Threapy, HAART) ca ¢ mosumeH
PHCK 3a PasBUTHE Ha MIeYHa aumposa. IIpubasgsero Ha Pegintron i Ribavirin keM HAART TpsaGea ga crasa
MBOTo BHHMaTenHO (Brox KpaTka xapakTepucTrka Ha ribavirin).

KonuaxkTHEMpaHA NAIeHTH ¢ HanpeHana nuposa, nmomydasarm HAART morar ma OBHAT ¢ NMOBHMISH PHCK Ha
YepHOApOOHa JeKOMreHcanus ¥ CMspT. JONEIHHTENHOTO JedeHue ¢ anda-murepbeponm, camo MWiIM B
komOuHars ¢ puGaRUpIE MOXKe A NOBHINH PHCKA IIPH NAIHEHTHTE 0T Ta3y rpyIa.

Hapymennsa npu 3:04Te B BenpnTe: MMa crobfmenus 3a HapymeHus NpH 350HTe M BeHIHTE, KOHTO MOTAT
Iia fosefar Ao 3aryfa Ha 3p0H OpH marenTH, nexysanu ¢ IlerMuTpon, komOunupan ¢ pubasupun. B pobaska,
CYX0TaTa B YCTaTa MOXe Aa HMa YBpeXaai ediexT BBPXY 3h0UTe U THraBHYHNTe MeMOpaHHi B yCTHaTa KYXHHA IpH
nponekuTenHo Aevenne ¢ IlerMuTpos, xomOummpan ¢ pubapupun. IlanwenTET TPAGBAa Ha MHE CTapaTellHO
3u0HTe cd © HeTKa ABa IGTH JHEBHO H Ja MM IpaBH PENOBHO mpernef. B npuGaska, HAKOM (HALMEHTH MOTaT Aa
TOMY§aT HOBPHINaHe. AKO [IONY4HTe TAKABA PEAKIs, HeHPEMEHHO H3IUIaKHETE YCTATA CH CTADATENHO ClIEH TOBA.

Pepunuentd NpH oprasua TpadcniabTanua: EdmxacHocrra m GesomacHocTTa Ha Jewedwero ¢ Peglntrom,
MpHIarad KaTo MOHOTEpanma Wi B KOMOHHaIMSA ¢ ribavirin 3a nevenne wa xenarnt C cpell peIUMEHTH ¢ Opratiia
TPAHCIUIAHTAIS HA YepeH Apod MM APYTH OPraHH He € IpoydeHa. IIpefBapuTeliiy JaHHU COYar, Y& CRIECTRYRA
BEPOATHOCT TEpaNKATa ¢ HHTEpGEPOH Ja C& ACOMHHpA ¢ MOBHIICHa JECTOTA Ha OTXBBPIIAHE Ha TPAHCIIIANTATA PH
O6rbpeuna TpaHcnaanTanmg. FiMa noxnaasann clygyaw Ha OTXBEPAAHE Ha TPaHCNAaHTaTa [IpH depHOmpobHa
TpPRHCILIAHTAITHA.

Hdpyru: Ilopagu crobmenms, =e interferon alfa-2b offocTps Bede chIlecrBYBAIN NCOPHA3HC WM CAPKOMAO3a,
H3MoN3BaseTo Ha Pegintron npH maumMeHTH ¢ Te3w 3a00AABaHHA ce NPENOPBUBA CaMo, aK0 NOTCHIIHANHATA [ON3a
OrPaB/ABA BE3MOMHILT PHCK.

JlaGopaTopan n3ciepasanus: IlpelopruBa ce NpH BCHUKHA HaUASHTH Npeiw M NEpHOTAYHO [0 BpeMe Ha
neqgeHHeTo ¢ Pelntron ma ce npaBaT CTaHEAPTHHTE XEMATONOTHYHU TECTORE, KPBBHA OMOXMMMA H H3clenBaHe 3a
OyHKUMATA Ha [UYoBMEHATA skesa. [IpmeMnuBuTIe HUBA KbM HAYanoTO Ha JEYSHHETOD, KOMTO MOXE Ja ce
HZII0NI3BAT KAT0 HacoKa ca:

Tpombouutu ( Gpoit ) >100,000/mm’
Heytpodmma ( 6poit ) >1,500/mm’
TupeoctaMyn#pam, xopmor (TCX) B I'paHyIliTe Ha HOpMaTa

Mpocnenspage Ha nMaGopaTOpHWTE CTOMHOCTH TpAGBa Ja ce IPOBEkKNA Ipe3 BTOPA M YETBEPTA CEAMHLHE OT
HaualloTO Ha TEpanMiATa, CIIeH TOBA Ha HHTEpBal, B 33BHCHMOCT OT KAKHITIHATA Hellecr00pasHocT,

4.5, JlexapcTBeHH B APYTH B3AHMOAiCTBHA

Pezynrature oT MyNTHAO30BO H3CIEABaKne, H3MepBaiikyu cybcrpatiTe P450, IpH manyueHTH ¢
HOoNy9aBaii BegHBE ceamugro Peglntron (1,5 meg/kg) 32 4 ceMuny AeMOHCTPHpaT MOB



na CYPZD6 wiu CYP2C8/9. He ce nabmonapar npoMess B akTEBHOCTTa Ha CYP1A2, CYP3A4 wm N-anerun
TpaHchepa3aTa.

Tpabba Aa ce BHAMAaBa KOTATa ce Mpynara peginterferon alfa-2b, saearo ¢ MeAUKaMEHTH, KOHTO c& merabomusupar
upes CYP2D6 u CYP2C8/9, ocobero oHesH ¢ TACHA TepamMBTHYHA IUEpHUHA, TAaKUBa KaTo warfarin # phenytoin
(CYP2C9) u flecainide (CYP2C6)

Te3n HAXOOKM MOXe YacTHYHO J@ €2 CBELP3aHH ¢ MOZOGpEHHA MeTaGoNuTeH KamamuTeT MOpajy HAMANEHOTO
BE3NANEHNE HA depums Apol Npu NAaUHeHTH, NOMYYHMM NeueHue ¢ Pegintron. IlpemopsyBa ce BHIMATENHO
sanoyBaHe JedeHrEe ¢ Peglniron 3a XpOMMYEH XeNaTHT Ha JIANMEHTH, TPETHP2HH C MENHKAMEHTH ¢ TACHA
TepanMBTHYHA IUPHHA H YYBCTBUTENHY XEM Jieko MeTabonUTHO YBpexkAaHe Ha JepHus Apob,

Ilpu QapmakOKMHETHIHC MpOYYBaHE C MHOTOKPaTHM JO3M He ca HaOMIOFABAHM  (QapMaKOKHHETHIHH
BIAUMOTEHCTENA Mexay Peglntron u ribavirin,

4.6. BpeMeHHOCT M KLpMeHe

Bpemennocrt.

Peglntron ce mpemopnypa 3a Je9€HHE Ha XEeHM B5B (EpTHIHA BR3PAcT, CaMo aKO Te H3Noi3sar edexTHBHA
KOHTpaLeNL#A 110 BpeMe Ha JICIeHHETO.

Jlvncear FaHHE 32 NpRIOXKEeBMeTo Ha uHTephepoH anda-2b mpu Gpemenmu xenu. IIpoy4BaHus IpH EBOTHU
NOKa3BaT PENpONYKTHBHE TOKCHYHOCT (B pasper 5.3). Cpen uoBexomomoGHWTe MaifMyHu, MHpriaraHero Ha
uaTepdepor-anda-2b vecro oy Ao aGopt. Tebphe BepoarHO e, Peglntron xa Mpwrexkasa CHIIOTO CBOHCTEO.
TloTeHIMANHAAT PHCK 3a XOpaTa € HenspecTeH. [lerMHTpoH TpaGRa fa ce u3noN3Ba O BpeMe Ha GPeMEHHOCT, CaMo
4KO0 1ION3aTa HANBMINABA OTSHITHANHMA PHCK 32 INI0HA,

Knpmene: He e ycTaHOBEHO Ny CBCTABKHTE Ha TO3H JEKAPCTBEH IPOAYKT Ce H3AEYBAT ¢ KbpMaTa.

[Mopaay BE3MOKHOCTTA 32 TIOABA Ha HE:XENaHH JIeKapCTBEHH peaklH Apy KEpMaverara, KppMEHeTo TpaAbGea xa
OBIE IpeKpaTeHo NPy 3a0YBaHe Ha JeYeHHETO,

Kombunuparna mepanus ¢ pubagupun:

Ribavirin npwinHgBa cepuo3um BpoaeHd MedexTH, KOraro ce IpMIAra o BpeMe Ha GpeMeHHOCTTA.. JKeHM ¢
IOeTepofeH ToTeHIHAan TpACBa Na M3non3Bar eheKTHBHA KOHTPaNeHIHA IO BpeMe Ha AeUeHHeTo U 4 Mecela cej
TOBA (BIK KparTKa XapakTepHcTHKa Ha ribavirin, 5.3 m choTBeTHHTE HEHQOPMHpALIN TEKCTOBE 32 MENUIUHCKUTE

HPOEYKTH, ChIBPXKANTE pHOaBHPHH).

4.7. EdexTH BBPXY cmocodHocTTa 32 modupane u padora ¢ MAIIAHN
IlaprenTH, KOMTO CE OIAAKBAT OT YMOPSEMOCT, CBEJIMBOCT KM 06BPKAHOCT IO BpeMe Ha Jiederuero ¢ Peglntron,

Tpa0Ba Aa H3bareaT modnpaseTo Wi paboTara ¢ MAMMEA.

4.8. HeokenaHH TeKapcTEeHH PEAXIHN

BesomacHocrTa Ha Peglntron e olieHeHa Ha (asara Ha IaHHM OT [Be KIHHMYHH UPOYYBAHHA: €IHOTO €
MonoTepamus ¢ Peglntron, a Apyroto ¢ xomOuuMpana Tepamua Peglntron m ribavirin, M B asara cirydas
TALISHTHTE Ca JISKYBaHH B NPONBIDKEHHE Ha | roauga.

B Tabn. 4 ca omucanu FO30BUTE PeKHME A Opost Ha JISKYBaHHTE MAIMEHTH 33 | rojuHd, Ha KOKTO JAOTOTaBa HE €
6m npEnaraH AHETSpdepoH (HAEBHE Nam@eHTH). Ilopaiy 3HAYWTENHOTO NPHIOKpHBAaHe Ha HaGIIOOABaHHTE
HeskeNlaHH peaKIHH NpK MoHoTepanmd ¢ Peglintron, rpymare or manuentn ca csOpanu B Tabn. 5, 3a ga ce mokeskar
JHOKIIAgBAHMTE HeXENaH Peaxiiiy 3a BCHYKY IPYIH Ha MoHOTepanus ¢ Pegintron.

Taba.4 - . HO30BH PEXKMMM M BPOM JEKYBARW HAUMERTW . . 9 o o
Tepanus o308 pe:xxam ) Bpoii nanpenTH, JeKyBaHH 3a 1
rofuHa
PegIntron + ribavirin Peglntron (1,5 meg/kg/cepmirno) 188
+ ribavirin (> 10,6 mg/kg/nxesHo)
Interferon alfa-2b + Intrferon alfa-2b (3 MIU 1pu 1eTH CEAMIIHO) 505
ribavirin + ribavirin (1,000/1,200 mg/ aperHo).
Pegintron PegIntron (0,5 mcg/kg/cepMuano) 315
MOHOTEPAIA Pegintron (1,0 meg/ke/cempurgmo) 297
Peglntron (1,5 meg/ke/cemviramo) 304
Taﬁn. © Hexefann peamum nmmanBaHﬁ B KUBHASHE BP0y 4Bk > :
{> 10% or rammentuTe B rpynaia Peglntron +. ¥ibavirin.. Muoro qecTﬁ)‘. VL b
| Peglniron + l Interferon alfa-2b + l Peglntron Mo}m'repanuﬂ




Ribavirin Ribavirin
Hudexyuu u napasumosn
Bupycan urdexun 10% 5% 4-5%
Pazmpoiicinea 8
Memabonusma u
XpaieHemo
3aryba Ha Terno 30% 19% 3-18%
Heuxuampuynu peaxyuil
Jenpecus 34% 32% 26%
PasppasuuTeaHocT 32% 34% 19%
Bezcname 37% 41% 16-19%
HecnoxolicTso 14% 14% 8%
Hapymena KOBHEHTPAIHA 18% 21% 9-10%
EmolmoHanHa JTaOHIHOCT 11% 10% 5%
Pazrpoiicrea Ha
HEpPBHATA CHCTEMA
I'nasobonue 58% 57% 537-63%
CyxoTa B yerara 10% 8% 4-8%
Huxamenna cucmena
DapuHrar ' 10% % 3%
Kammiira 14% 11% 4%
JlucnHes 26% 22% 5%
Cmomanino-4pesni
pearyun
Tanene 43% 31% 20-23%
Amnopexcns 35% 26% 10-25%
Juapus 20% 13% 14-17%
Kopemua Gonka 12% 9% 11%
TlosprIaEe 16% 10% 4-7%
Koowca u npudanrelin
OnsemuEABaHE 45% 32% 20-34%
Iipypuryc 27% 27% 7-5%
Cyxa xoxa 23% 21% 6-9%
Qb6pus 21% 21% 5-7%
Onopno-oguzamentama
cucmena
Muanrua 49% 49% 46-60%
Aptpanria 31% 26% 23-28%
MyckyIHO-CKENETHA 15% 11% 11-13%
Bonka
Peaict{iiil HEt MACHIOMO
H@a RPWIOCERUE
Brananenue 20% 17% 39-44%
Peaxnus 54% 36% 79%
Tanomo ramoe YARO
I'nasoGomie 58% 57% 57-63%
Ornapganoct 56% 59% 43%
MyckyitHa purepsocT - 42% 40% 33-43%
TlopHimeHa TeMHEpaTypa 39% 329 20-43%
T'puTiono£06er CHERPOM 21% 23% 18-25%
AcreHud 28% 17% 12-14%
Orcnabeane 30% 19% 8-18%
Tatdm, 6
HEXEJAHH JEKAPCTBEHH PEAKITHH, FOKJIANBAHH IIO BPEME HA KJIAHAYHE
HPOYIBAHHA
(Jecrn: 1% < 10% 0T mandeHTHTE, JIEKYBAHM C Peglntron + ribavirin nun ¢ Pegintron Karo




TenecH2 clcTeMa | 5-10% 1-<5%

HAudexcmmm n Otitis media, re0uuxoBE HBH)EKIHH, O(aKTepHAIMH

NapasATosy HHQEKIHH

KpreorocH2 B anmdiHa | Asemnd, TpombounTonenns, sumdaneHonaTas

CHETEMA JeBKonenns

EspokpuBEHA cucreMa XHOOTHpPeoHAN3bM | XunmepTHpeouaAH3bM, amenopes, NPOCTATHT,
XHIePYPHKEMHES, XHIOKAIUECMHS

PazrpoiicTBa B XunepypuKeMHst, XHNOKATIMEMHS, 3RAKAL

MeTaboH3IMa H

XpaHeHeTo

HeuxnaTpaysy npossy | Be3dyaeHocT, AFpecHBHO WOBeNcHHE, CHHAHBOCT, IIOBEACHYECKH

HEPBHOCT OTKJIOHEHHS, aNaTHs, MOBHINEH ANCTUT, HADYNIEHMS B

ChLHA, 30HOPMHH CHHHAIA

Hentpaana/llepudepna | napecresus Xupo- HIH XunepecTe3Hs, XUNEPTOHHT, HAMaJeHo

HEPBHA CHCTEMA anpbupo, o0bpKBaHe, TPEMOD, CBETOBBLPTEH, MHIpeHA,

Bb3NaJieHHe HAa ThLIIAHYETO, 321"3’62 H/IIH HapylieHHe HAa
CJYX3a, aTAKCHSH, HEBDAJrHA

OupH Npoasy 3ambraeHe  BHMKAAHE, KOHIOKTHBHT, HapylleHa
PYHIEINSA HA CIHL3NNTE FKIE3H, D0JKY B OunNTe.

CupreyHo-cbAOBA Taxukapausi, cbhpuednene, ROHIIKEHO  KPbBHO

cHeTeMA HANSIFAHe, NOBHUICHO K[PBBHO HAJNSCaHe, CHHKOH,
3a4epEABAHE

PazrpoiicTBa Ha cayxa M TuapHTYC, HApYIIeEHA MJIH 3ary6a Ba cayxa

paBHOBECHETO

JuxarenHa cacrema He-npoRYKTHEHA KAIUIHNA, PAHNAT, CHHY3HT, GPOHXHT,

pecnHPATOPHH HAPYHICHHH, Ha3aJeH 0TOK, PHMHOpeEd,
JHCHHESHA, CIIHCTAKCHC

TacTpOMHTECTHHANHH | OHCTIENCHS 3anek, H3IBpATEH BKYC, PEIKH H3HPAKHEHHs, CTOMATUHT,

pasTpoiicTBa VILEPO3eH CTOMASTHT, KbPE€HEe OT BEHLMTE, FIOCUT,
thIEaTYIeHIHH, XeMOpOoHAH, racrpoe3ofareanct
peduIyKe, XenaToMeraais, OHIHpYOHHeMHs, THHIHBUT.

XenaTodHIHAPHA XenaroMeralusi, XHnIepoETHPyOHHEMES

pasTpoiicTBa

Koxa " koxHH | Iloemmena EpuremaroseH  oGpHB,  e€K3eMa,  peaKImHf  HA

BpUAATEIN CYHOpANHS $oT0UYBCTBHTETHOCT, MaKylonanyiaped  obpus,

abHopMHa CTPYKTYpa Ha KOCHMA, aKHe, JepMaTHT,
$YypYHKYI03a, HADYINEHHS B CTPYKTYPATa HA HOKTHATE,

NCOpHAZNC, YPTHRAPHS
KocrHo-MyckynHa Aprpur
cHeTeMa
OraedNTeTHA CHCTEMS ‘VyecTenn MUKIHH, IpOMeHeHa YpHHA.
PenpeayxTsBua cHereMal MeneTpyanHi Opapnanua JHCOYHKUHHA, BJIArAJEIHM ONNAKBAHHS,
HePYIIeRNst, CeKCYaliH HapylmieHHsl, HMOOTEHTHOCT, GOJKH B
MeHOoparus I'bpPANTE,
TsA0TO KaTo IAJI0 Bosaku B repauTte, | Epurema, 6oaka B MACTOTO HA HHXEKTHPaHe, TOIUIH
RUQ GoJrka, ragene | BBAHY, :kaxAa, herpes simplex, auues uan nepufeped
OTOXK, AEXNApPATHPAHE

TToBe4eT0 CllyJan Ha HEyTpONeRHs u TpomboraroneHus Gaxa mexu (1 mwm 2 crened Ha C30). Fimarnre HAKONKO
CHyYas Ha MO-TEXKa HeYTPOICHUS IIPH IAUMEHTH JIEKyBany ¢ npenopbuaHute fosn Peglntron B KOMOHHANBA ©
ribavirin (cTenen 3 Ha C30: 39 ox 186 [21%]; u crenen 4 Ha C30: 13 or 186 [7%]).

B KIMHMWYHY DpOYYBaHWs IO BpeMe Ha Tepamwra ¢ Peglntron wim interferon alfa-2b B xoMOuHauma ¢ ribavirin,
npu mpubmusaTenHo 1,2% OT MANWEHTHTE Ca JOKIaIBaHy XHBOTO-3aCTpallaBallyl NCHXHATPHTHME cebuTng. Tesu
cHOHTHA BIOYBANH CYHIHIHM MWMCHIM W ONMTH 3a camoyGmitcrso (Bik pasmen 4.4). Ilo Bpeme Ha
TIOCTMAPKETHHIOBHTE Ha0ITOASHNA 34 IICHX032 M XATIOHMHALMHY ce ChoBINaBa pAIKo.

Payko ROKNAxsany cs6HTIA (>1/10 000< 1/1000) nnu Muoro paaxo (< 1/10 000) ¢ interferon alfa-2b, B T
u PeglIntron BKI¥OYBAT:

PazTpoiicTBa Ha2 MMYHHATA CHCTEMa:

MHOTO psKe: CApKOBI03a HITH ek3aHepOaris Ha capKounosa.
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EspoKpHuHH pa3zTpoicrea:

Panxo: jpiaber

PaarpoiicTBa Ha HEPBHATA CHETeMA:

Panko: NpENANGIHE, NepudepHa HEBPOIATH,

Muoro paaxo: nepebpoBackyapHa MCXeMita, nepeGpoBackylapHa XeMOparus, eHIedanoarus;
CLpaeyHH pa3Tpoicysa:

PAgKko: apuUTMHS

MHuoro pAaKo: CEPACIHE HeXeMIs, HHGapKT Ha MHOKapAaN.

PecunpaTopHH, TOPAKAIEM H MeJHACTHHANHNA pa3TpoiieTna:

Muoro psagko: HETepeTHIManya Genogpobaa Gonecr

T'acTpoHHTECTHHAIIBY pasTpolicrea:

Psnxo: DaHKPEATHT;

MHoro paako: YIUEpaTHBeH ¥ HCXeMHUYSH KOHT.

PazrpoiicTBa HA KOKATA H MOAKOKHATA TEKAH:

Miuaro pAnko: epateMa MyITropMe, cHHIPoM Ha Stevens-Johnson, ToxcHyHa eMMACpMATHa HEKpOIn3a, HEKpO3a
B MACTOTO HA HEXEKTHPAHE,

MycKyAHO-CKEJeTHH PasTpoicTsa H pa3TPoicTea HA CHeAMHHTENHATA ThKAH:

Psanxo: pafroMuonuia, MEO3HT;

Pa3sTpoiicTea Ha OTAeIHTENHATA CUCTEMA:

Panko: 6p6pedna HeNOoCTATEIHOCT, OTHagaHe Ha Or6peunaTa yHKuus.

Hesxenaey peakyuy OT CTpaHa Ha ChpAedHO-chiopara cucreMa (CCC), ocobeHo apiurMus, ce CBEP3BaT NPEIHMHO
¢ MuHAna aHAMHe3a 32 3a6omapanms Ba CCC 1wy NpeixoKaaIa TEpanis ¢ KapAVOTOKCHIHA MERHKaMEHTH (BHK
pasmen 4.4). YIpu nanmenTs Oe3 mpelXoKJamia aHaMHesa 3a KaphHONOTHUNO 3afoniBane, CcUy9al Ha
KapIAoMHUOTIATHA, 06paTHMa Cle NPHKIoYBaHe Ha JIeYeHHETo ¢ MaTepdepon, ce cp0bIaBa pako.

MHoro panko ce chOOIABAT OTHENHH ciydauw Ha erythema multiforme, curapoM ma Steven-Johnson, TokcHYHA
eIMEpMATHA HEeKpONW3a, KapIWalHA WCXEMHd, MHOKAapheH HHGapkT, lepebpOBacKyNapHa HCKXEMUA,
HepebpoBacKyapeH KPHROMANHE, eHHedanonaTss, BE3HEKBANE WK 000CTpAHE HA CApPKOMI03a, MHTEpCTANHATHA
GenpobHa Gonect M HEKpO3a B MICTOTO Ha HKekTHpaHe. Pefii ca i CHODIeHHATa 33 YIISPATHBEH i HCXEMUTCH
xomur npu ynorpeba ma Peglntron. Muoro psagke mpunoxenmero Ha Peglntron Karo MOHoTepamii WM B
koMBuHaIpis ¢ ribavirin Moxe [a ce 2COLMHpPa ¢ ANNACTHYHA aHEMI.

O¢{TanMONOTHYHN OTUIAKBAHMA, KOUTO C& CHOOINABAT PAJKO TIO BpeMe Ha ynorpeGara Ha amda-uHrepdepouure
BKJIOYRAT peTHHOMATHA (BKN. MaKylapeH eeM), PETHHANHN KPbBOHIJIMBH, OOCTPYKUYS Ha PETHHANHATA BEHA HITH
aprepus, nubysnu NetHa, 3ary0a HA OCTPOTA HA 3PSHMETO WJHI 9acT OT 3PHTENHOTO MONE, ONTIMHCH HEBPHT X
nanHoefema (BIbk pasmen 4.4).

TIpu ymorpela ya anda-utrepedepond ce cpobiaRa U 32 padmuiny GOpMH Ha aBTOMMYHHH 3a00IABARMA KATO
VBpeXIAHYA HA MIMTOBHAHATA Jie3a, MAHONATEYHA ¥ TPOMOOTHYHA TPOMOOMHTONCHAYHA IypHypa, BaCKymHT,
HEBPONATHH, B TOBA HHCIO ¥ MOHOHeBpoaTuy (Biok papien 4.4 ABTOHMYHEH HapyILICHIL).

4.9, Hpeno3znpane

B XIHRMYENTE NpOYYBaHH: € NOKIamBaHO 3a Ciydal HA HeNpeJHaMepeHO HPCAO3MpaHe, KOSTe HWKora HE €
HaBMIARaNe ABa IETH NpeflMcanara Aosa. He ca malmrojapaHy CepuosHu peakiwu. Hewenawure peaxnuu
0T3By=ABaT B XOHa Ha Iedenuero ¢ Pegintron,

5. bapmaxesorHun JAHHH
5.1. PapmaKoIHHAMHUYHH CBOHCTBA

dapmakoTepanenTHyHa rpyna: VMyHoCTEMYNauTH, LIMTOKHEG B HMYHOMOIYNIAaTOPH, Hurepheponn, Peginterferon
alfa-2b, ATC xon: LO3A B10.

PexombrmanTamar interferon alfa-2b ¢ xoBaneHTHO KOHIOTHPaH ¢ MOHOMETOKCH MOAMETIICHINIMKOMN MPH CPEHO
HUBO Ha cyBoruTyupaHe oT 1 Mon ToMMMep Ha MON mpoTeu. CpefHara MOJIeKyJHA Maca Ha MOJIeKyJara €
mpubmsuTenHo 31 300 gantona, ot kouro 19 300 ca OT NPOTEHHOBHAT KOMIIOHEHT..

Huarephepon anda-2b
Criopen, in vitro U in vivo NpoyuBauus 6XOnorHIHata aKTHBHOCT Ha Peglntron mpou3THUa OT Herosara interferon
alfa-2b crcTaBKa. g

-t ™
A WA By PR
7l

AN .
/‘I ‘\“, 4 " -




Knersgsara akTHBHoOCT Ha HETephepoRITe Ce ABIDKH Ha CREP3BAHETO HM CBC CHSIMpHYHN MeMOPaHHH PelieITOpH
BBPXY KAETEIHATA IOBBPXHOCT. [Ipoydsanysira ¢ ApYrH HHTephepOHH ca KOKa3any, 4€ T Ca BHAOBO CIIeNHUIHH.
Hsxon BupoBe MaliMynu obade, Karo MaliMynuTe oT Buza Rhesus, ca WyBCTBUTEHHH KbM (hapMaxomuHaMU4YHa
CTHMYNAIK IpY H3NTarase Ha JoBeIKy uarepidepon THix 1.

Cnen KaTo € CBBPKAT C KIIETHIHATA MeMOpaHa, MHTep(DEPOHHTE OTKAIOYBAT CIOXHA NOCIEHOBATENHOCT OT
BETPEKNCSTEYHM NPONECH, KOUTO BIJIOUBAT UHAYKIMA Ha ONpemeieHM ensumu. CMATa ce, Ue TO3W Ipolec, Haii-
MaNKOTO OTJACTH € OTTOBOPEH 32 PA3THUBM KAETHIHH OTTOBOPH KBM HHTepdepOHa, BKIOUHTENHO MHXHOMpane
PEUIAKAIMATA HA BHPYCHTE B 3apascHMTEe C BHDYCH KIETKM, CYNPECHs Ha KIeThiHaTa nponHdeparms H
AMYHOMOJYNMpanii aKTMBHOCTH KaTO: YCWIBaHe Ha (aromuTHAaTa aKTHBHOCT Ha Maxkpodarure W HapacTBake Ha
coenudIHATA IATOTOKCHYHOCT Ha JIHM{QOUUTHTE IO OTHOMCHHE Ha NMpHUeNHUTe ki1eTkd. Koero ¥ Ia e oT Tesu
IeHCTRI MM BCHAKY B3ETH 3aeHO JOTIPHEACT 32 TepaneETHIHNTe ederTi Ha HHTepheponuTe.

PexomBupanthusT interferon alfa-2b uHxubupa U BHPYCHATA PEIUTHKALWA in Vitro M in vivo. Makap ue TOUHHUAT
MeXaHU3BM Ha JeHcTRHe Ha pekoMOuHanTHuA interferon alfa-2b REpXY BHpYCHTE HE € H3BCCTEH, H3MJEK A de TOH
IpoMeHs MeTaboNH3Ma B KIETKATa~-rocTonpHeMHaK. Topa meficTbre MHXHOMpa BHPYCHATA PEILTUKAIZA YUTH &Ko
HMA PEeIUTHKANMS, TO He3penyTe BUPHOHM He MOTAT [a HallyCHAT KIeTKaTa.

Peglntron

dapmaxonnHamuKara Ha Peglntron e m3ciaeIpaa NpH OpOy4BaHe C SAHOKPATHH MOBHIIABAINH JO3H IPH 37PaBH
Z0GpPOBOMIM, KATO Ca M3CHESHBaHN IPOMEHHTE B TEMIIEpaTypara, H3MEPEHa B YCTHATa KyX¥Ha, KOHIEHTPAITUATE Ha
ehekTOPHHTE IIPOTEHHH KaTo CepyMeH HEOITepHH H 25 -o/mroaeRnnar-cunterasa (2°5°-0AC), kakto 1 6pos na
GenmuTe KpBEHM Kierkn M HeyTpodmunwre. ITanmentnre, momydapany Peglntron mMokaspar JEKO, HA0303aBHCHMO
TOBHIIABAHE Ha TellecHaTa TeMreparypa. Ciie easoxparau fosu Pegintron or 0,25 mo 2,0 meg/kg/ceamutno
KOHIIEHTPAIMATA HA CEpYMHMS HEONTEpHH ce yBellfdaBa HO [0303aBMcuM HadumH. Hamanasawero Ha Gpos Ha
NEBKOILTHTE X HeyTpohIUHTE B Kpas Ha 4-7aTa cefiMIIia ChOTBETCTBA ¢ Ao3ara Peglntron.

PesyaTaTh o7 KINHEYEY Dpoyusanns ¢ Peglntron
JlBe MTOTHY IPOYUBaHHMs 65Xa IpoBeneHH, enxoto (C/197-010) ¢ Peglntron MoHoTeparms; sTopoto (C/198-580) ¢
Peglntron B xoMGunamma ¢ ribavirin. Kpurepuure 3a poafop Ha DAHeHTH 32 Te3H NPOYUBaHHA GixXa XpOHHUEH
xenarar THO C ¢ nomoxurenia HCV-RNA foka3sasa ¢ IonpMepasHa BepyxBa peakuus (IIBP) (> 30 1U/ml),
uepHO/ipoSHa GHMOTICHA MOTBBPXAHABAINA XHMATHO3ATA2 XPOHMMEH Xenarur ©e3 HUKaKBM APYTH MNpMHusy 32
XPOHIYHHS XeNaTHT WIH HOBUIICHH CTOMHOCTH Ha cepymuus ALT.
B npoyysaHeTo BepXy MoHoTeparus ¢ Pegintron o6mo 916 HenekypaHH NMalMEHTH C XPOHWUEH XENaTHT C Oxa
nexysanu ¢ Peglntron (0,5, 1,0 wmu 1,5 meg/kg/cenyurso) 3a 1 ronusa ¢ nocneasalio feyenue ot 6 Mecela. Coiio
TaKa 3a cpaBHeHMe 303 namuenTH nmonyyasaxa interferon alfa-2b (3 MIU/tpu neTr cenMuino). ToBa npoy«sane
nokaza, ge Peglntron mpesraxoskaa interferon alfa-2b (Tabm. 7).
B mpoyusanero ¢ Peglntron xoMGuHupana Tepamia 1530 HelekyBaHH DalMCHTH Oaxa neKypauy 3a 1 rofHHa no
eHa OT CIEHHHTe JO30BH CXeMH Ha KOMOHHMpaHa Tepamisa:

. Peglntron (1,5 mcg/kg/cenmurano) -+ ribavirin (800 mg/nnesso), (n=511).

. Peglntron (1,5 meg/kg/cenmummo 3a 1 Mecex, nocnensal ot 0,5 meg/kg/ceamerso 3a 11 Mecena) +
(1 000/1200 mg/areBHO), (n=514).
. Interferon alfa-2b (3MIU Tpu ety ceaMuaro) + ribavirin (1 000/1 200mg/naesr0) (n=505).

B ToBa mpoygsane xomOumarmsita oT Peglntron (1,5 mcg/kg/cenmusno) ¥ ribavirin Geme 3HaquTeAHO II0-
ed)exTHBHa, OTKONKoTo komOuHamsra or Interferon alfa-2b m ribavirin (Tabn. 7), ocofeHO IIPH HANMEHTH
padexTupanH ¢ resoran 1 (Tabn. 8). CrabumsocTTa Ha 0TroBOpa Gelle ONeHeHa KO CTENEHTA Ha OTTOBOP 6 Mecena
ciIeN MpeKpaTABase Ha TeparniaTa.

TenorimsT Ha HCV 1 H5PBOHAYANHOTO KOMHIECTBO Ha BHPYCa €& MPOrHOCTHMHY (aKTopH, 3a KOUTO € H3BECTHO,
e BIMAST Ha CTEIEHTa Ha OTroBop. Brlpexu ToBa 3a CTeleHTa Ba OTTOROp B TOBa Npoy4saHe Gele MOKa3aHo, He
3ABHCH CHINO TAKA W OT HozaTa ribavirin mpunoxena B komBuHaum ¢ Pegintron wma Interferon alfa-2b. Tlpu
nanweHTHTe npHeMany > 10,6 mg/kg ribavirin (Rosa or 800 mg 32 cpenHo CTATHCII¥ECKH 75 kg mamuent),
HE3aBHCMMO OT TEHOTHNA VUIH IEPBOHAYANHOTO KOJNMYECTBO Ha BHPYCA, CTENSHATE Ha OTroBop OsXa 3HAUMTENHO
TI0-TONIEMH, OTKONKOTO IpH TAIHeHTHYe, noydasann < 10,6 mg/kg ribavirin (Taba. 8), a cTemenuTe Ba OTTOBOP
TIPY TIaUMERTHTe, Hony4asam > 13,2 mg/kg ribavirin 61xa HOpH MO-BHCOKH.

~TABJL 7 HPONBJKATEIER BAPY COJJOTHIER OTTOBOP (% HCVHELATHBHU -, |

[ PegIntren MomoTepanus: | PegIntron + ribavirin
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Cxemn Ha Tepanng Pis P10 |[POS |1 P15/R [ POSR | IR
Bpoii panuenTH 304 297 315 303 511 514 505
OTroBOp B Kpas Ha TEPAnUATa 49% 41% 33% 24% 62% 31% 52%
DponsaKHUTENEeH 0TrOBOP 23%* | 25% 18% 12% 54%** 47% 47%

P15 Peglntron 1,5 meg/kg;

P10 Peglntron 1,0 meg/ks;

PO5 Peglntron 0,5 meg/kg;

I Interferon alfa-2b 3 MME;

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

PO.5/R  Peglntron (1,5 no 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 1,586 cpasnennecl

L p=0,0143 P 1,5/R 5 cpasgenue c /R

TABJL. 8 CTEOEHHA HA IIPO}I'BJI}KHTEHEH O'ITOBOP IIPH PEGINTRON +RIBAVIRIN
. ) {cmopen moaara Haribayifin, resoTHOE T Ha‘{ZJIHOTO kOSuecTsEo Ha mapyca) AR

HCYV renornn ribavirin goza PLS/R POSR I/R
(mg/kg)

Bemaky supose redorn | Bewmukn 54% 47% 47%
10,6 50% 41% 27%
> 10,6 61% 48% 47%

TenoTum 1 Benuka 42% 34% 33%
<106 38% 25% 20%
> 10,6 48% 34% 34%

Tenornnm 1 Bemyaxn 73% 51% 45%

< 600 0005U/m] 10,6 74% 25% 33%
> 10,6 1% 52% 45%

Tenoran 1 BemagH 30% 27% 29%

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

TeHoTHR 2/3 Benyrn 82% 80% T9%
<10,6 79% 73% 50%
> 10,6 88% 80% 80%

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

PO,SIR Peglntron (1,5 ae 0,5 meg/kg) -+ ribavirin (1 000/1 200 mg)

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

B npoyusanero ¢ Peglntron MoHOTepanHd, Ka4ecTBOTC Ha JKHBOT KaTo IAN0 Oellle MO-MAajiKe 3acerHaTo IpH
nezense ¢ 0,5 meog/kg Peglntron, otkonkoto npu 1,0 meg/kg PegIntron Begubx ceqMu4HO wiH ¢ interferon alfa-2b
TPU IIETH CEAMUTHO.

IIpu mpyro mpoyupane, 224 malfHeHTH © TeHOTHN 2 unNH 3 ca JekyBawH ¢ Peglntron, B go3a 1,5meg/ks Bemynx
CSMITIHO, IPHUNATaH OAKMKHO, B komburama ¢ ribavirin 800-1400 mg nepopanxo 3a 6 Mecena (Ha Gasa Tero,
caMo 3 maleHTH ¢ Terno Hap 105 kg ca momyqunda goza ot 1 400 mg, koaTo owe He ¢ Banunupaua) (Tadn. 9). Tlpu
24% e buna ganHne MocToRa Hubdposa unn maposa (Kuodell %4).

Tabl. 9 BapycoaoradeH OTTOBOD B KpPas HA JEUHHETO, 320bDKAHE HA OTFOBOPA HIIH PEHMAKBHPAHE CAPSMO
CEHOTHI H HHBO HA BAPEMHESA

Peglntron 1.5meg/kg Bemitik cenmugno + Rebetol 800-1400 mg/nex
Ortroeop B Kpad Ha | 3agepxade Ha | Penumus
JIEFEHHETO OTTOBOpA
BcutiKy malyeHTH 94% (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% (19/20) 5% (1/20)
>600 000 IU/mL 100% (22/22) 91% (20/22) 9% (2/22)
HCV 3 93% (169/182) T9% (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% (17/75) LT

"3a ecexu nayuenm, xotimo npu npocrednsanemo @ 12 ceomuya e bun ¢ nedonosumo nueo Ha HCV-RNA u ca
nunceany Oanru 8 24 cedmuya ce npuema, ve e nanuye 3a0vpocay ce 8ypyconozuter omzoéop. Beeku nayuenm ¢
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AUNCEtYU OaHHU 6 NPO30peYya No epeme U cned npocreonsanento Ha 12 ceomuya ce cuuma 3a neomzosopun npu
npocredasanemo npe3 24 cedmuya.

ToBa npoyuBaHe pervcTpupa Ho-E0Opa MOHOCHMOCT KEM 6 Mecella JIEHEHHE OTKONKOTO LICHTPAIHOTO NIPOyUBaHe
BRBEPXY KOMOMEPpAHOTO JeueHHe 3a 1 rogixa; 3a NpeKsCcBaHe Ha edeHnero 5% cmpamo 14%; 3a Mmopudmmpane
Ha mosata 18% crpavo 49%.

B oTmemso HecpaRHHTENHO NpoydBRaEe, 235 MaUMeHTH ¢ TeHOTHH 1 H HHCEK BHpyceH Tosap (< 600 000 IU/mi) ca
nonysasaiu ITerMHTpoH, 1,5 meg/kg Terno noaKoKHO, BENEK CEAMUIIHO, KOMOUEMpaH ¢ pHOaBHPHE, NO3HPAH Ha
OCHOBaHME Ha TeNecHOTO Temlo. OOmarta CTeNeH Ha TpacH OTTOBOp cien 24-cemMidauo NeweHHe e 50%.
YerupumeceT H €fH NPOHeHTa OT nanuentrre (97/235) ca umanu HeycTaHOBHMY rmazmerH HuBa Ha HCV-RNA
Ha 4-Ta ¥ 24-Ta cenMMIla OT JledeHueTo. B Ta’H NOJrpyna MMa CTeHeH Ha TpaeH BUPYCONOIMYEH OTTrOBop 92%
(89/97). Bricokara cTeneH Ha OTTOBOP B Ta3M IIOATPYIa NAlMEHTH ¢ YCTAHOBEHA Upes MeKIOHHEH aHamn3 (n=49) u
HPEABIDKIAHETO ¢ & MOTBRpAwIo (n=48).

OrpaspyeHH aHaMHeCTHYHM NaHHU NOKa3Bar, de 48-cegMHIHOTO JIedeHHe MOXKe Ja ce acoHHupa ¢ IT0-BHCOKa
creneH Ha TpaeH orroop (11/11) m ¢ mo-mamsk puck 3a permmms (0/1 B cpasrenme ¢ 7/96 3a 24-cemvpraHO
JICUSHHE).

HporpoecTavAa cTOHHOCT HA NMPOXRJUKATENHAS BAPYCOJOrAYeH 0TroBop. JaHHMTe Covar, 4e JOCTHIAHEeTO Ha
BHPYCONOIMYEH OTrosop, AeHAMpay KaTo ABYCTEIENHO NOHIKeHre Ha Wiy HeycTanoeasaHe ga HCV-RNA uma
HIOJIOXKHTENHA IPOTHOCTHYHA CTOHROCT 3a IMPOALJDKHTENICH BHPYCOIOrHMYeH OTroRop (Bik Tabdi. 10).

TABJL 10 HPOTHO3A 3A TPOABJLKUTENEH BAPYCOJOTHYEHR OTI'OBOP
HOCPEACTBOM AOCTHI'AHE HA BUPY COJIOTHYEH OTT'OBOP IPE3 12-1a CEIMAIIA
OT JJEYEHHMETO ¥ TEHOTHIIA HA BEPYCA* . .

Jleuerue T'enormm Bupyconoruvies 3amppaxany ce orrosop| HeraTeeHa
oTropop mpes 12 TPOrHOCTHYHA
ceaMIHa CTOMHOCT

Peglntron 1,5 1 JIA 75% (82/110) 71 % (58/82) —

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

Rjibavirin

(>10,6mg/kg) 48

CeJIMHITH JeUcHHIe

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

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

Ribavirin ~ 800-1400

mg 24 CeIMUILTH

JIedenue

*Ompazenu ca camo nayuermy, 3a koumo npez 12-ma cedmuya ca 6Gunu HARUHY OGHHU,
HerarvBEAaTa IpOTHOCTHYHA CTOHHOCT 32 MpPOAE/DKATENEH BAPYCONOrHIEeH OTIOBOP NPH HallHEHTH, JNEKyRaHH C
Peglntron kaTo Moxorepanms e 98%.

5.2. @apmakoKHHeTHIBH CBoficTBA
Peglntron e mobpe XapaKrepU3HpaHO, NOIMSTHICHIIHKON-MomubmIpano (“merminpaHo”) NpOUsBOOHO Ha
interferon alfa-2b i ce chcTOM mMpeAEMHO OT MOHONETHIHPaHH Buzose. IlnasMeHHAT momyuBoT Ha Peglntron e
OO-ALIBI B CPaBHEHHE ¢ TO3M Ha Hemerwmipanma interferon alfa-2b. Peglnfron moxxe Ja ce iererwmpa 1o
crobopeH interferon alfa-2b. BHONOrMYHAT2 aKTHBHOCT Ha IETHIHPAHETE H3OMEPH € CXOfIHA 0 BHJ, HO HO-craba
OT T3} Ha csobonuus interferon alfa-2b.

Cnex NMOOKOKHO HpHIOKSHHE MaKCHMAINHHTE CEPYMHH KOHIICHTpalMH ce HocTHraT Mexmy 15-44 =ac m ce
nofraEpskar 3a 48-72 vaca cuen NpHACKEHAe Ha XO3aTa.

CroitHocTHTe Ha Pegntron C,o wt AUC ce moemurarat no fozozarrcrnM Haaue. Cpegaust 00eM Ha pasupeneneHue
e 0,99 Vkg .

Ilpm MHOrOKpaTHO JO3HpaHe ce HaOGmomapa akyMynalms Ha HMyHOpeakTHBHHTe HHTepdeporm. Obaue,
YBEMMICHHETO Ha 61oI0rHUHATA aKTHBHOCT, H3MEPEHO Ipe3 GHOTECTOBE, € YMEpEHO.

CpeaHOTO eMMEHAIMOHEH NOMy>KuBOT Ha Peglntron e npubimsnrenso 40 gaca (13,3 gaca) ¢ JHAPBHG OKOINO 22,0
ml/h.kg. MexamisMure 3a oTAeIHe Ha MHTep()ePOHHTE IPH JOBEKA BCE OMIE He Ca Hi
eMUMHHVpaHeTo upe3 Os0penwTe MoMKe ja AOIPHMHAcH 3a Manka yacT (HpuONHsHTe
Peglntron.




Bropeuna dyuruwn: BoOpeaHoro ormenmsme ponpmpacs 3a 30% or ofmmn xmpeHc Ha Peglniron. Tipm
npoygeane ¢ eguoxpaty Ko (1,0 meg/kg) mpu nanmueHTH ¢ yepenena Op0peusa Gyrruud, Cpa, AUC 1 neproga
Ha NoAyelnMHHHpaHe ¢ yBenMuasaT B 3aBHCHMOCT OT cTeneHTa Ha Ge0peuHoTO YBpeKaaHe.

BenepcTBHe Ha MEOTOKpaTHO HEpkexTwpade Ha IlerHmrpor (1,0 meg/kg cenMHYHO, HpHIIATaHM HONKOMKHO,
eXeceMUYHO B MPOABIUKeHHe Ha 4 CeXMMUH), KAMpEHCET Ha IlerIHTpOH e pemyLMpad cpefHo ¢be 17% npu
HAITHEHTH ¢ YMepeHo G66pedHo yBpexaate (KpeaTHHHHOB KIHPEHC 30-49 ml/mun) u cpenno ¢ 44% mpu nauueHTH
¢ Texko Onbpeuno yppexnane (KpeaTMHHHOB KIHpEHC 15-29 ml/MuH), B cpaBHEHHE C NAUMEHTH C HOpMaiHA
Gr6pewa Gyuxua. Jansy npy eNVHNTHA 034, TOKA3BAT, Y& KIHPBHCET € CXONEH [Py HeANANH3HPAHH NalfHeHTH
¢ Texxo GrOpedHo yBpexKAaHe H NalMesTH Ha xeMoauamsa. Jlosara sa IlerHATpon npu MoHoTepanus Tpabea na
6B1e penyLMpana OpH NAIMEHTH ¢ YMepeHH HWIH TexXKH Gs0pedn yppesknanus (Bx. paspena 4.2 u 4.4). [Taupentu
¢ KPEeaTHHHMHOB KIHPBHC IIO-MalbK 0T 50 ml/vus He Tpadsa ma Swaar nexysamm ¢ IlerbuTpon B xoMOHHAHKE C
pubapdpyH (B:x. pazgen 4.3).

Tlopamy 3HAYKTENHATA BapuabHIHOCT Ha (JapMaKOKMHETHKATa Ha MuTep(epOHUTe IPH PasAuyHuTe HHAMBHIY, C&
[penops4YBa NAlUeHTHTe ¢ TeXKA OrOpeuHH yBpexfaHms Ja OBAAT BHEMATENHO MOHHMTODHpAaHH IO BpeMe Ha
neaerneto ¢ MerHurtpon (Bx. pasgen 4.2).

Yepnoapodna dyuxuun: PapmaxoxuHerHrara Ha Peglntron NpH NAaUHEHTH ¢ TEKKH UEPHOAPOGHE HuChYHKHHK
He e U3¢IeBaHa,

IManuenTu Ha BBL3pacT Hax 65 roguHn: QapMaxoKHHeTHKara Ha Peglntron cnex epunugHa aoza ot 1,0 meg'kg
OpUNOXKEHA TONKOXKHO, He & IPOMEHA OT BB3paciTa. Te3u JaHHM BOLAT KO M3BOXA, Ye HE € HeoOXomuMa MpoMsHa
B HO3HpOBKaTa Ha Peglntron nopaga HanpenHanara BH3pact.

Hanuentn Ha BL3pact kod 18 roguan: He ca m3prpmBany crelGrynE $apMakOKHHETHIHY OUESHEKH IIPH Ta3y
rpyna narmenty. Peglniron e mokasaH 3a fedeHHe Ha XpoHMdeH XemaTur C caMo Mpy NalWeHT# Hax 18 roqunn
WY TI0-BB3PacTHH.

Hutepdepon HeyTpaausupamu (axropu: IlpoRefieHH ca H3IHTBAHHA 32 MHTEpQepOH HEYTpanu3UpailH
baxropy Ha cepyMHE DpoDH OT MaleHTH, KOMTO ca monyyapany Peglntron 1o Bpeme Ha KIHHWYHO H3NHMTBAHE.
Hutepbepor Heyrpammupamure GakTopH ca apgrurena, KOMTO HeyTpamH3Mpar aHTHBHpPYCHATa aKTHBHOCT Ha
mgrephepona. KiHEMIHATA 9€CTOTA HA PasBUTHE Ha HEyTpanusupayy GakTopH [IpH NAMeHTH, KOHTO NOlyHaBart
Peglntron 0.5 micrograms’kg e 1,1%.

5.3, MpeaxtHHEYHAA JAHHH 32 Ge30n2acHOCT

Peglntron HexelaHn peakmiy, KOHTO He ca HaGrofasasy Py WIMHHYHMIC TIPOYIBRaHusl, He ca HabloaBatH |
TIpY¥ MIMMTBAHUATA 32 TOKCHYHOCT BBPXY MaliMydu. Tesu mpoy4sanus ca 61nM ¢ OTpaHH3IEHA NPONABIKMTENHOCT
Jo 4 CeMMHELM IIOpalH MOABATA Ha aHTH-HHTeP(epOHOBH AHTHTENA B IIOBEYETO MaMyHM.

He ca npoBe:xaany IpoyYBatys 32 BIuAHKETO Ha Peglntron pepXy penpopyktusHocTTa. METepdepon anda-2b e
IpeNM3BUKBaN a00pTH y MpuMaTy. VMa BeposTHOCT i Peglntron na mpudusasa To3H edekT. Eexrture My BEPXY
depmanuTera He ca onpezencHH. He e H3BECTHO AaNy KOMIOHEHTHUTE Ha TO3M AEKapCTBEH NPOAYKT C& eKCKPETHpaT
B MIIKOTO Ha EKCIIEPHMEHTATHH KHBOTHA WIH B HOBEITKOTO MIKO (BIK paspen 4.6. 32 CHOTBETHM JAHHU NPH
Yyopex 32 GpeMeHHOCT U aKTaI).

OTHOCHTENHATA JMICA HA TOKCHIHOCT Ha MOHOMETOXCH-NoueTunenrnukona (mPEG), koiito ce ocBoboxxasa oT
Peglntron npy in vive MeTabonusMa € H0Xa3aHa B [IPEAKIAHNYEM M3MHTBAHMA 32 OCTPa H IOAOCTPa TOKCHIHOCT
TIp¥ CPH3adH ¥ MAlMyHH, CTAHAADTHE NPOYYBAHMA 32 PasBUTHETO Ha eMOpHOHA W ILIONE, KakTO W MpH in vitro
H3UTBAHNA 33 MyTareHHOCT.

Peglntron + ribavirin TIpa usnonspaHe Ha KoMGHHMpaHa Tepanis ¢ ribavirin, Peglntron He IpUMHHABA HAKXAKBI
HEXENaHH PEaKI[HH, KOHTO He ca HaONIONABaHM IPEAY TOBA NPH NPHIIOKEHHMETO HA BCAKO OT JieKapCTBEHATE
BemecTsa nooraenHo. OCHOBHATZ peaxlys CBbp3aHa ¢ Tepaummsra Oemme ofpatuMa, Jeka A0 yMepeHa aHeMud,
TERECTTA Ha KOATO Oellle o-ToNAMa B CPABHEHHME ¢ TasH, KOATO ce Hamo#aBa Mpi JpYTo JIEKapcTBEHO BEIIECTRO
H3T0M3B2HO CAMOCTOATENHO.

6. ®apManeBTHYHH JAHHE

6.1, CHHCHLK HA IOMOIUHHTE BellecTBA




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

PasTBOpHTEN 3a mapexTepanta ynorpeba: water for injections.

KoNMy4ecTEOTO Ha pasTBOpa B enHa mcanka e 0,5ml. BrmodeHo ¢ M JOMBIHATENHO KONEIECTEO 34 3aryOu B
CHCTEMATA Ha MIpHiarate

6.2. PU3HK0-XUMHYHH HeChBMECTHMOCTH
To31 NEKAPCTBEX NPOTYKT TpsAGBa ia GpAe pasTBapsaH camo ¢ pasTBOPHTEN, IOCTaReH B OTIAKOBKATA U HE Tpabea
JNla ce CMECBa ¢ APyTH IeKapCcTBEHH IPORYKTH (Biik B0 pasaern 6.6).

6.3. CpoK Ha ToHOCT

3 rompaK

Crnepn pasTeapane:
= JloxasaHa e XMMAYHA ¥ §U3HIHA cTabHiHoCT mpu ynotpeba o 24 Gaca M ChXpaHSHNE TpH TeMIeparTypa
ot 2°C o 8°C.
x  OT MukpoGHONOr¥dHa IIEHA TOUKA, JIEKAPCTBEHHAT NPOAYKT TpibBa Ha ObIe NPHIOKEH BEAHATA. B
ciyvait, ye TOBA HE Ce HalpaBH, BPEMETO H yCIOBHATA 32 CHXPAHEHHe X0 MPIIOKEHHETO ¢a OTTOBOPHOCT Ha
HATIONI3BANIAA IPOAYKTA, KaTo He TpsORa Aa ripepnmasar 24 vaca IIpH TEMIepatypa Ha ChXpaHeHne oT 2°C mo
8°C.

6.4. CneInanyy ycXoBHs 33 ChXpaHeHue

Jla ce cBXpansBa B XIANWIHEK IpH TemMneparypa ot 2°C o 8°C.

6.5. laHHW 3a onakoBKaTa

[TpaxsT i PasTROPUTENAT C& CHABPIKAT B ABYKAMEPEH ITBIHHTEN OT CTBKII0 Tun I, paspenesd ot rymeno 6yrano ot
GpomoSyTai. Ot efuENA Kpalf, EIHHTENS € 3anedyaraH ¢ NPOMMANPONKISHOBA 3aimyuanka ChIbpHKama ciIoit or
6poMoByTI, & 0T APYTHA Kpak —~ OT ryMeHo OyTasno of GpoMoOyTHIL.

Peglntron 120 micrograms ce 00cmass xamo:

Bpoii NHCAIXH ¢ Npax U PasTBOPHTEN 32 MHIKEKHIIOHEH PasTeop 1 4 0 12
Hran i 4 G 12
Tammonn 3a gesuHPeKIHs 2 8 12 24

6.6. IlpenopbKAH EPH yNnoTpeda

Peglniron, mpeABapuUTENHO HAWBIHEHA IMCanka ChIBpka peginterferon alfa-2b ma Opax M pasTBOPHTEN,
eKBHBATeHTHH Ha 120 micrograms 3a ejjHoKpaTHa ynotpe6a. B Boaka MHCaNka pasTBOpa C& peKOHCTHTYHpa OT
CHABPKAIINTE Ce B ABYKAMEDHILT HEJIAATEN TPax ¥ pastsopraTen 1o 0.5 ml roTos 3a npuUIOKeHHe pasteop. Manko
KOIIIECTBO ce ryOy N0 BpeMe Ha JIOJTOTOBKATA Ha MEKEKTHPaHe, KOTaTo J03ara Ce OTMEPBa i MIKEKTHPa. 3aropa
BCIKa TIACANKA CHABPKA MAIKO HOBeYe Hpax H pasTBOPUTIEN 32 Ja Ce OCHIypH HeobxopaMara po3a or 0.5
Peglntron, pasrsop 3a HrDKeKTHpase. 110JyIeHnAT pasTBOp € C KOHICHTpallis 120 micrograms/0.5 ml.

Cite){ peKOHCTHTYHPAse CHOpel MHCTPYKIMUTE, I0CTABAHE Ha CTEPUIIHATA MIVIa H OUPC/CIAHE Ha ReoGXoauMara
nosa, Pegintron ce MAKEKTHPA HOAKOKHO. IIHIHK 1 MITIOCTPHPAHR HHCTPYKIUIH €2 BIUTIOUCHH KATO JONEITHEHHS
KBM JEKapCTBeHaTa THCTOBKA.

Ylpeny DpHnoKeHHe Imicankata TpabBa Aa ce m3Baly OT XJIaAwiHIXa 32 Ja AOCTUrHE cTaliHa Temmeparypa (He
HoBede ot 25 C).

KakTo NIp® BOMYKM MEAVKAMEHTH 3a MAPEHTEPANHO TNPWIOKeHKe, NPSEM NpPUI2raHe MpPOBEPETe BUSYanHO
¥agecTBOTO Ha pasteopa. Ja He ce ynorpefisBa ako HMa HPOMEHH B IBeTa. Cnen ynorpefa, ynoTpebeHaTa MHcanka
Peglniron ¥ ocTAHANOTO B HeA KOAHIECTRO PasTBOP /ia C& H3XBBPIH.

7. Ave ¥ ajpec Ha OPATERATEIA HA PA3PEUIEHHETO 33 ynorpeba e

SP Europe, 73, rue de Stalle, B-1180 Brussels, Benrms S L




8. Hme n apec Ha RPOM3BOAHTENS
8P (Brinny) Company, Innishannon, County Cork, Hpnannus
9. HaTa ya aKTyaaH3UpaHe HA TEKera
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