KPATKA XAPAKTEPHCTHKA HA ITPOOYKTA
1. Hme A TeKkapcTBEHHA NPOAYKT

Peglntron® 80 nug powder and solvent for solution for injection in a pre-filled pen
TierHarpon 80 pug npax u pasTBOPHTEN 32 HHCKEKINOHEH PA3TEOP B HPEIBAPHTEIHO HANB/ITHEHA HHCAIKA

2. KavecTBeH H KOJIHYIECTBEH CHCTAB

Beaxa npepBapurenBO-HanenHeHa nmcanka Peglntron 80 micrograms cpABpXKA JOCTATHYHO XONHYECTBO
peginterferon alfa-2b (komrorar Ha pexomOuHasTeH uuTephepoH anba-2b ¢ MOHOMETOKCH TMOMHETHIEH [JIHKON)
KAaTO Npax 32 HHKEKI[MOHEH PAa3TBOpP H CHOTRETHOTO KOMMYECTBO Pa3TBOPHTEN, 32 Ha ce ocurypH 80 micrograms
peginterferon alfa-2b s 0.5 ml pasTsop xoraro ce pasTBOpH CIIOPEA MHCTPYKLHUTE.

33 NOMOIHUTE BEIECTBA BIK 6.1,

MUHRCTERCTBO HA 3APABEONASBANETD

3. JlekapeTrena opma

TIpax u pa3TBOPHTEN 32 HHXKEKITHOHEH PasTBOP. (pUADIREHIE KL N
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Peglatron e moka3aH 3a JIGUCHHE Ha RB3PACTHH IAUKEHTH ¢ XponHueH Xenartut C, KOMTO KMMAT NOBMINEHH
TpancaMpnasyd Oe3 yepHOApoOHa AeKOMNeHCALMA M KOHTO ca MmojioxuTenHy 3a cepymHa HCV-RNA wnu anti-
HCV ( Bmx paznen 4.4).

Haii-mo6puar MeTon 3a ynoTpeba Ha Peglntron npH TasH HHAWKAIHA ¢ B KOMOHHAUHA ¢ ribavirin.

Tasu xoMOuHApana Tepanus e roxasana NpH HeHEKYBAHH AIMEHTH, KAKTO ¥ NPH NAUeHTH, KOHTO TIpeH TOBa ca
oTroBopwin (¢ HopmammsupaHe Ha ALT B kpas Ha sedeHHeTo) Ha MOHOTepamusi ¢ HHTepdepoH anda, HO
BITOCNIEZICTBHE ¢4 3a00MeH TIOBTOPHO.

Mownoreparnus ¢ interferon, Bkmounrenso u ¢ Peglntron e noxasana riaBHo npy Halwyle HAa HEMOHOCHMOCT MITH
MPOTHEOINOKA3AHHS 32 NpIIaraye Ha ribavirin.

Mons, o6bpHeTe ce CHINO M KBM KpaTka XapakTepHcTHka Ha npomykra (KXII) ma ribavirin, KpaeTo € oTpaseHa
KomOuHmpanaTa ynorpeba na Peglntron c ribavirin.

4. KJIRHHYHH JAaHAEA

4.1. ITokasanns

4.2. To3upoBKa H HAMNH HA NPAJIOKeHHE

Jleuerueto ¢ Pegintron TpsOea 1ga 6bae 3amOYHATO M IIPOCHEASBAaHO CaMO OT JIEKap C ONMT B IIEYEHHETO HA
MatHeHTH ¢ Xenatut C.

Jo3zmpoeka. Peglntron ce mprara Kato HOBKOKHA HIDKEKIHS BEIHEX CeAMHMHO. IIpuiaraHata fo3a 3aBMCH OT
TOBA JAJTH Ce HINOI3BA KATO MOHOTEpanks UK B koMOunanus ¢ ribavirin.

KomGuunpana tepanns. Peglntron 1,5 meg/kg/cemmudno B koMOuHanma ¢ kancynd ribavirin. Onpegenssero Ha
peobxomumara poza Peglntron or 1.5meg/kg B xombuHaima ¢ Ribavirin ¢hOTRETCTRAINA HAa KATErOpHATA TENECHO
TErJIO ¥ KOHIEHTPalliaTa Ha JISKapcTBEHMAT MpenapaT B IHcaukara/dakoHa craea cpobpasHo Tabn. 1. Ribavirin
KafCYJIH ce IPHIIaraT nepopaiHo, BCeKH JeH, pasAeNeHH Ha 2 npreMa 1o BpeMe Ha XpaHeHe (CyTpHH H Bedep).

TABJHATIA 1 JOSHPAHE ITP KOMBIHWPAHA TEPAITAA
Tenecno PEGINTRON RIBAVIRIN caps.
Terno (kg) Konuenrpaunsa BbB Cepmuuno npr- | O6ma qnesua no3a Bpoii kancyan
@aaxona (meg/0.5 ml) Joxerue (ml) (mg) (200 mg)
<40 50 0.5 800 mg 4*
40-50 80 0.4 800 mg 44
51-64 80 0.5 800 mg 4°
65-75 100 0.5 1 000 mg 5°
75-85 120 0.5 1000 mg 5°
> 85 150 0.5 1200 mg 26 R

a: 2 cympun, 2 gevep; b: 2 cympun, 3 eeuep; ¢: 3 cympun, 3 geuep
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poabrKrATENEOCT HA JIeYeHHETO
Ilpornosa 3a 3agsp:Kam ce BEpycoJoruveH oTrorop: IIpn nanuenTy, MHpEKTHPAHH ¢ BUPYC C TEHOTHIT 1, KOUTO
He II0JTyYaT BHPYCOIOIHYEH OTTOBOP A0 12 ceMuna MMa MHOTO Majka BepOATHOCT Ja ¢& AOCTHIHE 3a/ibpIKall ce
BHPYCOHOrHYeH OTroBop (BIGK M paszen 5.1). '
. Il'enorun 1: Jleuenuero TpabBa ma nponsiki ome 9 mecena (r.e. 48 cemmuum) npu
[ALHeHTH, KOMTO I0Ka3BaT HAJIMYHE HA BUPYCONOTHYEH OTIOROP Npe3 12 ceaMima 0T ISYeHRETO.
Ilpm maupeHTH ¢ reHoTHN 1- MEGEKIHA U HUCHK BHpyceH ToBap (< 600 000 IU/ml) xouTto craat
HCV-PHK neratuBHE B 4-Ta ceIMHIZ OT HAYAIOTO Ha JISUSHHETO M OCTaBAT TakMBa 10 24-Ta
cenMMNg, neyenMeTo Tpiabpa wim ga OwpOe cnpsHO cnem 24-Ta CeAMMIA MAM IIOCHEABAHO OT
nonsiuuTeHE 24 cenmui (T.e. 00mo 48 cenMuny nevenne). Obade, nedeHue NpoABMKaBAIO 24
CeIMHLIH MOXKE [a C& CBBpJKE ¢ MO-BHCOK PHCK OT NMOBTOpeHHE HA 3a00JIfBaHETO, OTKOAKOTO 48-
ceIMITTHO Nedenue (XK. T. 5.1.).
. T'enornn 2 nyu 3: ITperiopsysa ce TepanuaTa Aa APONEIKH 24 CeAMHIH.
. Tenorun 4: Haii-o6mo ce cunta, e narenTaTe uugeKTUpaly ¢ TeHOTHN 4 ce MoAnaBaTr
IO-TPYAHO HA M3NIeKyBaHe KaT0 HANMYHMUTE, Makap U He OOIIHMpPHH HAy4YHHA NaHHH (n=66) codar, de
IIpH TAX € MOAXOAAING AOo3HpaHe H NPOABIDKUTENHOCT Ha JIeYeHHe KAKTO MPH MeHoTHn 1.
PegIniron momorepannna. Karo mMoHoTepanus Peglntron ce mpmnara B nosa ot 0,5 unn 1,0meg/kg/ceamumno.
Hafi-HuCKaTa perucTpHpaHa B CBETa KOHLEHTPallMs Ha TperiapaTa B NpeABapHUTENHO HANBIHCHA IHcanxa e 50
mcg/0,5 ml; caenoBaTenHO Ha MalMeHTHTe, Ha KOMTO ce Hpenmcea 0.5mcg/kg/ceammunio, nosute Tpabea Ha ce
cpobpasar no obem crobpasHo Tabmupa 2. 3a moza or 1,0 meg/kg, CBII0 Moke Ha ce HampaBH MONOGHO
ajanTHpaHe MIIH Jia c€ NPWIaraT anTepHaTHBHO PasiMYHH 110 KOHUEHTPALHs [IHCAIKH, KaKTO € [10Ka3aHo Ha Ta0lr.
2.

TABJHATIA 2 JO3SHUPAHE TP MOHOTEPATINAA
TenecHo 0.5mcg/kg 1.0 meg/kg
Terao (kg) KoHnenrpanusa BLB Cenmuano KornenTpanus g8 Cegmu4HO
thnaxona (meg/0.5 ml) npuioKeHne IIaKOHA HpHJIOKEHHe
(mcs/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

*npenopvusa ce ynompeda Ha RPax U pa3smEOPUMEN 34 UHNCCKIIIOHEH PAIMEOP 656 (PAAKOH
**3a nayuenmu nad 120 kg, oa ce npunaza aaxon npax u pazmeopumen 3a HUHICCKWHOHEH DA3MEOD €
KouyeHmpayus om 80meg/0.5ml.

HpoasoxureHOCT HA NEYICHHETO

Ipx manueHTH, KOUTO NIOKa3BaT HATHYHE Ha BHPYCOJIOTHYEH OTroBop npe3 12 ceAMHIa OT JIeYeHHETO, TO Tpadea
Jia TIpOB/DKM TIOHE Ole TPH Mecena (T.e. oOlla NpORBILKHTERHOCT 6 Mecela). PellleHHeTO 3a INO-HATATHIIHO
NpoARIDKABAHE Ha TepanmaTra Ao | romuHa TpsaGBa ma ce GazHpa Ha NPOrHOCTHYHH GAKTOPH (Hamlp. TEHOTHIL,
BE3pacT > 40 royunm, MBXKH 10T, MocToBa Gubposa).

Moandpunupane Ha )03aTA OPH BCHIKH NANAEHTH

Axo 1o Bpeme Ha monoTepanusTa ¢ Peglntron mau o speMe Ha koMOHHMpanaTa Tepamus ¢ Peglntron u ribavirin ce
TIOABAT CEPHO3HH HEXENAHH PeaKi(HK WX OTKIOHEHH B TabopaTopHUTe MOKasaTes, MoTudHIapalite nozara Ha
BCEKH NPOIYKT, aKO & Bh3MOXHO, JIOKATO HEXKENaHaTa peakldsd OTIMYMH. B Xoja na xiIMHUYHHTE NpOoyYBAHHA Ca
pa3paboTeHH HacOKH 3a MOOH(MHIIIpaHe Ha J03aTa.

TABJ. 2A HACOKH 3A MOJUPHIIAPAHE HA TO3ATA 3A KOMBHHHUAPAHA TEPAIIMA C
RIBAVIRIN

JIaGoparopan Hamanere camo Hamanere camo IpexpaTere KoMOHHU
CTOMHOCTH J032TA HA mo3ata Peglntron paHATa TepanMs aKo: |, ; -
Ribavirin xo 600 HANOJIOBHHA aKO: Mo .-« e
meg/nesno * ako: N AT
Xemornoons <10 g/dl - <85 gdl -
4 B .
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XemornoeOnH npn:

Ilanuenty =2 g/d]l ramanenue Ha XeMornodnaa o <12 g/dl ciep 4

aHaMBe3a 34 BpeMe Ha KOHTO H Aa 6110 4-cepMuden CeIMHIH HA HAMAJICHA 033

¢TaGHIIHO CHPAEYHO nepuoj OT Je4eHeTo

zabongBane {Tpaiino naMalenne HAa A032TA)

Besn xpLBHE KIETKH - <1,5x10°1 <1,0 x 10°71

Heyrpoduan - <0,75x 10°/1 <0,5x10°11

TpomGonnTa - <50 x 10°/1 <25x 10°11

Briaapytun - - ' - 2,5 x ULN**

AHPEKTeH

Bbrarpyonn — > 5 mg/dl - >4 mg/dl (3a > 4 ceamuna)

HH/IBpPEKTEH

Kpearnann - - > 2,0 mg/dl

ALT/AST - - 2 X H3mepeHHTe cToHHOCTH
KbM Hadanoto > 10 x ULN*#

* Hayvenmuy, wuamo 003a ribavirin e namanena 0o 600 mg OnesHo, nonyuaeam 1 xancyna om 200 mg cympun u 2
xancynu om 200 mg aevep.
** ULN (upper limit of normal)— zopna zpanuya na nopmama.

Hamanssakneto ma no3ata Ha Peglniron Moxe fa ce OCHHISCTBH WM Hpe3 HaMalfdBaHe Ha INpeNIHcaHaTa jo3a
HATOJIOBUHA WK Ype3 H3II0N3BaHe Ha NO-HUCKa KOHIEHTpauuoHHa (opMa, KaKTo e IokazaHo B Tadm. 2B.

TABJIAIIA 26 HAMAJEHO JO3APAHE HA PEGINTRON IIPH KOMEMHHPAHA TEPAIIMA
Tesecno Tepcera namatena | KoRuesrpamnonHa ExnoceaMuaHO Hocraseno
Terao (kg) xoza (meg) topma na dnaxona| mnpaiaokerme (ml) KOJIHYeCTBO (Mmceg)
(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
*[{a ce mpuJiara gpax H pa3TBOPHTEJI 32 HEMKEKIHOHEH Pa3Teop BeB Guiakon. MEEMMAanHATA 1032 NPH
nucaskara e 0.3 ml

HacTpyrIHHA 32 NOHHKABAHE HA Jo3aTa HA Peglntron mpr MOHOTepanHg
HucrpyxupmTe 3a MomuduHpate Ha 1o3aTa wa Peglntron Ipy NayMeHTH HA MOHOTEPANHA ca MOKa3aHM Ha Tabll.
3A.

TABJI. 3A HUCTPYKIHH 3A MOAUOHIIPAHE HA JO3ATA YIPH MOHOTEPAIIHEA C
PEGINTRON

JIaGopaTopan IMonmxere no3ara Ha Peglntron | IlpeycranoBere mnpHIIoXeHRETo
cTOolHOCTH HANOJIOBNH:A AK0: Ha Peglntron axo:

Heyrpodniax <0,75 x 10°/1 <0,5x 107

TpomGonnTy <50 x 10”71 <25 x 10°/1

TlomxaBareTo Ha NO3aTa NPH TanpeHTH Ha moHotepamma ¢ 0,5 mcg/kg Peglntron Tpsbea Ja ce oChillecTBH
[IOCPEACTBOM HaMaliBaHe Ha FPeJIHCAHOTO KOMMYECTRO HANOJOBUHA, 3a NalUeHTH C HUCKO TENeCHO Terio, T.e.
<57 kg, TpsaOpa Jja ce Npwiara npaX M HIDKeKUHOHeH pasrBop BpB (uiakoH oT 50meg/0,5ml, Tei xato
TIPEABAPUTENHO HallbIHEHATa MMCAIKA MOXKE J1a JOCTaBH Jo3a MMHEMyM oT 0,3 ml.

TloHmxapareTo Ha N0O3aTa NpPH NanpeHTH Ha moHoTepanusa ¢ 1,0 mcog/kg Peglntron tpsbpa Ja ce ochilecTBH
MOCPEICTBOM HamallsfBaHe Ha NPEeIKCaHOTO KOJAYECTRO HAMONOBREA MITH dpe3 TIpHIaraHe Ha (opMa ¢ IO-HHCKA
KOHUEHTPALHA KaKkTo e Nokasago Ha Tabi. 3.5..

[ TABJATIA 35_HAMAJIEHO JOSHPAHE HA PEGINTRON IPH KOMBHBIPAHA TEPATIASA - |




Tenecno Tspcena Hamasiena | KonmenTpamnonna EgsocenMuyHO HJocTageno
Terno (kg) ao3za (meg) tpopma pa Ppaaxonal npuacxenne (ml) KoMmyecTBo (Imeg)
{(mcg/0,5 mi)
30-35 15 50* 0,15 15
36-45 20 50+ 0,2 20
46-56 25 50+ 6,25 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

Crennagan rpynn NANHEeHTH:

- Ynorpeba npn 6s6peynn yBpexpanun:

Monomepanua: TlerHMlarpon TpaOea nma ObAe W3NMON3BaH IPENNA3HBO NPH IAIMEHTH C YMEPEHO AO TEKKO
0u0peqno yepesxnane. Hpu nanpenty ¢ ymepena 660peyna juchysruus (kpeaTanHOB kKaupbHC 30-50 ml/Mumn),
mepROHavdanyata go3a IlerMuTpon Tpsabra ma 6pae pemynupana 25 %. ITanpenTs ¢ Texxka Ox0pedna pucdyHKIHA
(xpeatunuHOB XmpsHC 15-29 ml/mun) Tpsbsa Aa mpHemaT HadanHa posa IlerMurpon, peaynupana 50%. Hama
JaHHU 3a u3no3BaHeTo Ha IlerWiHTpoH HpH mauWeHTH ¢ KPeaTHHHHOB KIMpERHC < 15 ml/mun (BX. pasmen 5.2).
[MamuenTs ¢ Texky OLOPedHH YBpexIaHKs, BKIIOUHTENHO Te3H Ha XeMoIuanu3a TpsabBa na GBAaT BHUMATENHO
MOHHTOpHpaHH. Ako 6BOpetHaTa QyHKIMI ce HaMalH N0 BpeMe Ha JedeHMeTo, Tepanuara ¢ IlerMurpon Tpabea
Iia ce IpeKpaTy.

Kombunupana meponus: Ilanmentn ¢ xpeaTrHMHOB KppbHC < 50 ml/mua me TpabeBa fa OppaT NeKyBaHH C
IlerHnTpon B kombunanus ¢ pudasupus (Bx. paszen 4.3 u KXI1 na pubasupun).

- ¥Ynotpe6a npu yepHoapoOHu yBpexaanns: [Ipy naupesTH ¢ Texka yepHOApobHa qucdynkuus GesonacHocTTa
H efhuracHocTTa Ha Peglntron He e oleHSRaHA M 3aT0Ba MeIMKaMeHTa He TpsAOBa ma O®je npunarad IpH Te3X
MalHeHTH.

- VoorpeGa npa mammeHTA B HANpeZHANA BB3pacT (= 65 rogmwHa Bh3pacT): HaMa cBEp3aHH ¢ BR3pacTra
eekTH BBpXY (apMmakokmHeTHKaTa Ha Peglntron. Crniopes nanHuWTe OT JIeWeHHe Ha TIALMEHTH B HanpeiHana
BB3pacT ¢ emuHHYHA fo3a Peglntron He e HeoOxoamMa HpoMsAHa B mo3aTta Ha Peglntron na 6asara Ha BB3pactTa
(rix pasgen 5.2).

- Voorpe6a npu mannentn nox 18 roanun: Mznomzeanero Ha Peglntron npH gena Wik IOHOWHM 1o 18 royunmHa
BB3pAcT He ce Npenopbipa, Thi KaTo JHIICEa OMNT 3a JISYeHME ¢ IPOAYKTA NPH Ta3H BE3pacToBa Ipyiia.

4.3, IlporuBonoKkazaHns
¢  CBpBXUYBCTBHTEIHOCT KBM JIEKAPCTBEHOTO BEIECTBO MIH KbM HAKAKBB BHJ HHTepGhEpOH, MM KEM HIKOES
OT HOMOLHHTE BEINECTBa;
e Munana aHaMHe3a 3a TEXKKO CBHPIEYHO 3a00NABaHE, BIUTIOYHTENHO HeCcTaOWIHO WM HEKOHTPOIHpPaHO
CHpHeqHo 3a00NABaHe Ipe3 NocHeAHNTe 6 Mecelia (BIK paszen 4.4);
e TexKko HHBATHAMZHPAIIO CHCTOAHHE,
e  AsTONMYHEH XeNaTUT WIH aHAMHe3a 32 aBTOMMYHHO 3a00ngRaHe;
e Texka yepHOApoOHa AUCHYHKIMA WIK JeKOMIIEHCHpaia YepHOAPOOHa 1Hpo3a;
¢ Comecrsysamo 3a00NABaHe Ha INMTOBHAHATA >Xfie3a, OCBEH AKO TO He MOke Jla Oblie KOHTPOIMpPaHO ¢
KOHBEHLIHOHANHO jIeveHHe;
o Enwunencus wwuna HapymreHa (pyHKLES Ha HeHTpaiHaTa HepBHa cucteMa (JIHC).

B xom6unamus ¢ pubaBupHH:
TTaiuenRTH ¢ XpeaTHHRHOB KIHPEHE < 50 ml/MuH

4.4. CoenuajiHA NPOTHBOIOKA3AHAS H CIENUAJHN NpeJyHpesXIeHNns 3a ynorpeba

Hsama onut or mpuiaraHeTo Ha KomOuuupanarta Tepammsa Peglntron w ribavirin ImpH manmenTH, 3a000€NH OTHOBO
cJlef mpoBeNeHo JedeHue ¢ interferon alfa + ribavirin.

Ha BCHYKH DaumeHTH OT NPOYUBaHWITa BHPXY XpoHuueH xematuT C e 6mwia HanpaBeHa wepHOApoOHa OmomncHs
TIpeH BKSTIOYBAHE B CAMOTO IIpOYdBaHe, HO B HAKOHU Ciydad (Hanp. MalldSHTH © FeHoTHn 2 | 3), II MOsKe

JICYCHHETO TpﬂGBEI. Jace ctboﬁpaasma C NOCASAHHTES HACOKH 32 JICUCHHE.

°~‘.‘ ae\‘
Ocrpa ceppxuyscTBaTennoctT: 11o Bpeme Ha neuenue c interferon alfa-2b pgmxo ca ©: F ﬂfo;r,a AHIL. }rpﬂ
pPeaKiMH HA CBPBXYYBCTBUTENHOCT (Halp. YPTUKapHs, adruoeneM, OpoHxocHaseM, aHad axcn\s\x) Axo‘.,nox}ia 'eﬁ‘e




Ha Jeuyenuero ¢ Peglntron ce moABM Takasa peakuus, NpekpaTtere NpHeMa Ha TO3M JIEKAPCTBEH NPOAYKT M
He3a0aBHO 3anouHeTe MOMXOALO JeueHue. [IpexoauuTe 0OpHBY He HaNArat NpeKhCBaHe Ha IEUEHUETO.

CepaeanocraoBa cucTtemMa: Kakro u npu interferon alfa-2b, manuwentire nexkypanm ¢ Peglntron, xouro mMar
MHHalia AHAMHe3a 3a 3aCTOHHA ChPASTHA HEAOCTATEYHOCT, HHGAPKT Ha MHOKAPAA ¥/HIH UPSTHINEN HAX HACTOAIIH
PHTEMHH HapylleHwHs, TpabBa Aa 6bie BHHMATENHO Tipocieaskani. [IpenoppuBa ce Ha MalBEHTHTe C aHAMHE3a 32
CBpAEYHH HapylleHHd Jia C€ NpaBM cleKTpoKapJHorpama Npenu M IO Bpeme Ha JeueHmero ¢ Peglntron.
CrpaeunuTe apuTMHH (NPEAE BCHYKO HaJKaMepHHTE) OOMKHOBEHO C€ MOBIHABAT OT TPaJHIMOHHOTO JIEUEHHE, HO
MOFAT J]a HAJIOXKAT MIpeKpaTABaHe Ha JiedeHHeTo ¢ Peglntron.

IcaxuvyHA paszcTpoiicTBa H 3200/ 9BAHNS HA NeRTpaNHaTa uepsHa cicreMa (ITHC):

IIpg HAKOM NAlMEHTH MO BpeMe Ha JedeHHe ¢ Peglntron w mopm B mocaenmpampus 6-mMeceuyeH HEpHOX clen
HPEKECBaHE Ha IeUeHMeTo ca OmnM Habmonasany TexkH epexTr Bepxy IIHC, ocofeno ASTpecHs, MECIH H OIIHTH
3a camoyOutictso. [lpu nmeuenme c anda uuTepdepon ca wabmopasanu u apyru edekrd wepxy [MHC, xaro
arpecHMBHO MOBEAEHHE, NpPOABEHM ¢ 0OBPKBaHe W APYTH HPOMEHH B ICHXMYHMA cTaTyc. llpenopsusa ce
MalMeHTHTe Ja OBJAT BHMMATENHO MOHMTOPHPAHH 33 BCHYKM NpPH3HAUM M CHMIOTOMH Ha ICHXHATPWYHU
HapyIIeHHA. AKO ce HOSBAT TAKHBa CHMIITOMH, TIOTEHI[HANHATA CEPHOZHOCT Ha Te3H HeKellaHH PeaKIiny Tpadra na
ce MMa DIpeABHJ OT IpPEeJICBAIIN TepalMATa JIeKap U Ja ce NpeinpHeMaTt CHOTBETHM JedeOHM Mepku. AKO
CHMITTOMMHTE IPORELKAT ABITO MU ce BIOIIAT, FIH CE YCTAHOBAT CYMIMAHH MECAH jedeHHeTo ¢ Peglntron
TpaORa fa ce NpeKpaTH K NalMeHThT Aa ObAe MOATIOKEH Ha MOAXONAIIA NICHXHATPHYIHA HHTSPBEHITHS.

Iayuenmu cve CoryeCMeysaiyll MedICK NCUXUATMPUYHY COCMOSHUA WIH NPedeapunienta Hcmopus 3a maxusa: Axo
ce ycTaHOBH, de Jreuenueto ¢ IlerMurepdepon anda-2b e HeoOxoauMO0 NPH NAIMEHTH CBC CHINECTBYBAINH TEKKH
IICHXMATPUYHH CBHCTOAHMA MIH HCTOpHS 3a TakuBa, TO TpiabBa ja OpJe 3amOYHATO CaMo cliel] HOAXOZsIna
HHAVBHAYATH3UpaHa AMaTHOCTHKA M TEPANeBTHYHO YIPABASBAHE HA NCHXWATPUYHOTO CHCTOSHEE.

Ilpn Haxom marmenTH, OOHKHOBEHO B HampeAHaja BB3PacT, KOUTO €A JIEKYB2ZHH C BUCOKH J03H IO OHKOJIOTHYHH
UENEKatEd e Omna pabmomaBaHa nposdBa HA CTYHOP JO KOMA, KaKTO M CAyUaH Ha eHnedanonarns. Makap u B
o0Iusa CIydail Tesd NTpoABH Aa ca OMIH HaNBIHO OOpaTHMH, YIPH HAKOHM MALMEHTH ca OMIHM HeoOXOZHMHM HO 3
CeOMHUIIH 32 IBJIHOTO BB3CTaHOBfBaHe. MHOro psako, IpH NpHiaraHe HA BHCOKH AO3HM HMHTepdepoH-anda ca
HaOMONABaHH I'BPUOBE.

Yepaoapoona ¢ysxmma: I[IpE namwenTd, npd kouTo ce HabmmoJaBa yIOB/DKaBaHe HA MapKepHTre Ha
KpBBOCBCHpRaHeTo, neueHueTo ¢ Peglntron ce mpexpatsaBa, Thit karo ToBa MOke Ha ce OBDKHM Ha YepHONpOOHa
JeKOMIeHcals.

Hoenmena Temnepartypa: Iloprmenara TeMmepaTypa Moxe a ObJe CBBpP3aHa ¢ TPHIIONOA00EH CHHIPOM, KOKTO
YeCTO € I0KA3BaH 110 BpeMe Ha JIEUEHHEeTO ¢ HHTepepOH, HO BCHUKH OCTAHAIA MMPUYHHK 34 NIEPCHCTHPAA TPecKa
TpsAORa Aa 6B1aT H3KITIOUCHH.

Xunparanas: [Ipu nanuenTy Ha nevesre ¢ Peglntron Tpa0ea fa ce moaxspika anexsarna XHApPATalyd, ThH KaTo B
OTHENHK choydau e Omina HaGiromaBaHa XWIIOTOHHMA B pe3yaTaT Ha 3ary0a Ha TeunocTH. Moxke &g ce Hanoxu
BAHBaHE HA TEYHOCTH.

Benoapotrn npomenn: benoapobau HadunTpaTH, MHEBMOHHTH H IIHEBMOHHH, KOUTO B HAKOH CIy4YaH BOJAT JO
Neranen u3xog, ca Gunx HaOmogaBaHu PAAKO NpH NAlHeHTH, JeKkyBanu ¢ unrepdepon anda. Ha Bcexn manpent ¢
MOBHIIEHA TeMIIepaTypa, Kalulhla, OUCHHeA WIH JAPYrH pecrHupaTopHH CHMITOMH TpsOBa Ja €€ HanpaBH
peHTreBorpadua Ha IPBIHMA KO, Axo NpH Hesd ce YCTAHOBAT Oenmonpo0OHH MHOUNITpAaTH HIH HMMa JaHHH 3a
HapylneHue Ha Oenmoapo0HKTe (PYHKUHH, CHCTOSHHETO Ha nandenTa TpabBa BHMMATENHO 14 ce MPOCIeAU H aKo €
HaJIOKUTEJIHO, Aa ce IpeKbcHe JiedeHHero ¢ murepdepoH anda. He3a0aBHOTO mpekpaTABaHe Ha JIEHYEHHMETO C
unrepdepoH anda K 3aI0YBAHE HA KOPTHKOCTEPOMAHA TEPalKA BOAH 0 OT3BYYaBaHe Ha HEKENAHATE PeakiUH OT
cTpaHa Ha 6enna gpob.

Apronmynun 3abonspanns: CpoOmasa ce 3a pa3BHTHE Ha aBTOMMYHHH aHTATENa IO BPEME HA JIeYeHHe ¢ anga
uHTrepbepory. KipnpuHe NposBH Ha aBTOMMYHHO 3a007sBaHe N0 BpeMe Ha JieyeHue ¢ WHTepdepoH Morar Aa ce
HaOMoAasar [10-4ecto NpH NalMeHTH, TPeApasIoNoXKeHH KM pasBiTHe Ha aBTONMYHHY DONeCTH,
KOUTO Ca HTHIEe NPU3HALKM M CHMITOMH, acOLMHMpPAaHH ¢ aBTOMMYHHO 3abonsapane, Tpabma A2 ce‘ﬁéﬁﬂg}?&{ Ha
BHMMATEHA OHEHKAa M CBOTHOIIEHHMETO IOA33a-PHCK IPH IPOIBL/DKMICIHA TEPANHA © Hmepébepéﬂ A 6:bhe
HOJUIONEHO Ha IpeougHKa ( Bk, owle pasfen 4.4 Tupeonyun npomenu u 4.8). 12




Ouun mpomenn: B penku cnyuau, cnen jedenue ¢ anda HATepQepory, ca OMIH AOKA3BaHW OYHH HapyIIEHH,
BIJIIOYBAIH KPBBOU3NMBH B PeTHHATa, IeTHA THI "HaMyK" # oOCTPYKIHHE Ha peTHHANHATA apTepys WIH BeHa (BIDK
4.8). Beudki nauMeHTH TpaOBa Ja NMpeMHMHAT H4 OUeH Mperief, NMpelM 3arouBaHe Ha NedeHHeTo. Ha BeekM
[IAITHEHT, KOMTO CE OIUIAKEBA OT IPOMEHM B 3pHTeNHATA OCTPOTa MM B 3PHTENIHHTE MoNeTa, TpabBa A2 ce Hanpasn
oudeH nperief. Ilo Bpeme Ha neuenmero ¢ Peglntron ce npernoprypa IEpHOAHYHOTO TPOBEXINaHE Ha OYHH
Tperneny, oco0eHO Npy MAHEHTH, TIPH KOUTO 3PUTENIHATE HapyUIeHHs Ce acOLMHPAT ¢ PeTHHONATHA B Pe3yiaTaT
Ha 3a00NABaHMA KaTO 3axapeH AHabeT WM XmiepTopwd. IIpy manMeHTH, IpH KOUTO HapyIIeHHATA B 3PCHHETO ce
ITOABXBAT 32 IHPBY NET MIH HAIHYHATE CHMITOMH € BIOINAT, C& Iperopsusa NedeHuero ¢ Peglntron ma Opae
TIPEYCTaHOBEHO.

Tupeongan ppoMeHH: B penxu cliyyaw NanHdeHTHTE JIEKYBaHH 3a XpoHWueH xenatht C c interferon alfa-2b
Pa3BHBAT TAPEOMIHH HADYLISHUA - XUIIO- WK XHIICPTHPEOMIH3EM. AKO 110 BpeMe Ha Kypca Ha JIeHUeHHE NaleHThT
pa3BHE CHMITOMHE, ACOIMHPAHY C BepOATHA THpPeOHOHA NHCHYHKUWsA, TpAOBa pa ce onpemenn HuBoto Ha TCX.
Ilpu HanpyMe Ha Hapymwends BbB QYHKNHMTe Ha INHTOBMAHATA xore3a neuennero ¢ Peglntron Moske ma Owne
TIPOABIDKEHO, ako HMBaTa Ha TCX Morar aa 6sAaT NOAXBp:KaHH B HOPMATHM IPaHUIK Ype3 IeKapcTBa.

MeTabonuTHN HAapYIOeHHE: Tlonskora ce Haﬁmo,uaBa BEGHHKBAHC HIIHM 3aCHNBAHC HA XMIEPTPHIIHIEPHAEMH,
TOopaaH KOATO CC DPENOphYBa MOHHTOPHpaHe Ha JTMIHIHATC HARA.

Konndexnnas HCV/HIV: Ilanpenrure o xpohmded xematur C, xomudextnpanu ¢ HIV M nomyuapamy
BHCOKOAKTHBHa aHTH-perpoBHpycHa Tepamus (Highly-Active-Anti-Retroviral Threapy, HAART) ca ¢ nosHien
PMCK 3a pa3BHTHe Ha mieyHa auunosa. ITpuGamsHero Ha Peglntron u Ribavirin xem HAART tpabea fa craBa
MHoOr'0 BHUMaTeNHo (B Kparka XxapakTepHcTHKa Ha ribavirin).

KounakTHRHpaBd DAlEeHTH ¢ HanpefHaka 1Mpo3a, nomyuaBamy HAART morar na 6bEaT ¢ NOBHINEH pHCK Ha
yepHOApoOHA JEeKOMIeHCAlMA H OMBPT. JOUBNHUTENHOTO JjeveHHe ¢ anda-HHTepJepOHH, camM0 HIH B
xoMOHHaIms ¢ pubaBUpHH MOKe Aa IOBHINK PHCKA NP NAIEEHTHTE OT Ta3H Fpyma.

Hapymesns npu 356ute 1 BeHuuTe: FMa choGIEHHs 32 HapyLIeHHs Npy 350MTe U BeHIUTe, KOMTO MOTaT Ja
noBenar no saryba Ha 350M HpH HauueHTH, Jekysauny ¢ IlerMHTpoH, koMOuHHpaH ¢ pubasupuH. B mobamka,
CyXOTaTa B yCTaTa MOXe J1a iMa yEpe:xaan] edeKt BppXy 350HTe M MuraspyHuTe MeMOpaHu B yCTHATA KyXHHA IIPH
NpoAwIDKHTERHO NeyeHne ¢ [lerMuTpoH, komOmuupan ¢ pubaBupuH. IlanuewtsT TpaGpa ja MHe CTapaTeHHO
3p0MTe CH C YeTKa IBa I6TH NHEBHO U Jla HM IpaBy pefoBHO npernen. B npubaBka, HAKOH MalMeHTH MOraT Aa
NONYYaT HOBPBIIaHe. AKO IONYHHTE TAKABA PEAKIH, HEPEMEHHO M3TIIAaKHETe YCTaTa CH CTapaTellHO Cle TOBa.

PennnuentH npu opradda Tparcniaantanmus: EduxacnoctTa M OesomacHocTra Ha neueHnero ¢ Peglntron,
HpWIaraH KaTo MOHOTEpanus wix B koMOUHanu4 ¢ ribavirin 3a sledyenne Ha XenaTuT C cpejl peIMIHEHTH ¢ OpraHHa
TpaHCIUIAHTAIWA Ha YepeH Apob MIH APYTH OPraHH He € npoyyera. [IpepapHrensy JaHHY COYAT, Ue CHUIECTBYBA
BEPOATHOCT TEPANHUATA ¢ HHTeP(EepPOH Jia ce acoIfUHpa ¢ TIOBUIIEHA YECTOTa Ha OTXBBPIIAHE Ha TPAHCIUIAHTATA TIPH
Onbpeyna TpaHCIDIaHTamms, MMa NOKIaNBaHy CIydad Ha OTXBBPJISHE Ha TpaHCIUIaHTaTa NpH uepHOApoOHa
TPaHCIUTAHTALM.

Hpyra: Ilopanu ceobmennd, ue interferon alfa-2b ofoctps Beue chImecTBYBall INCOpHA3sHC M CAPKOMLO34,
H3M03BaHeTO Ha Pegintron npu manpeHTH ¢ Te2u 3a0olABaHMA Ce IIPENOpBUBA CaMo, ako HOTEeHUHANHATA I10513a
OTIpaBAABA BB3MOKHHA PHCK.,

JlaGoparopsm m3cieaBaHms: Ilperopsdpa ¢e IPH BCHUKH NalHEHTH INPEAH H IEPHONWYHO 110 BpeMe Ha
nedeHuero ¢ Pelntron ga ce npaBsT CTaHAapTHHTE XEMaTONOrMYHH TECTOBE, KPHRHA OHOXHMMA U H3CIIENBaHE 33
byHKRIMATA Ha IMUMTOBMAHATa xUieda. [IpHeMiMBHTE HHBA KBM HA4YaJOTO Ha JIEYEHHETO, KOHTO MOXE Ja ce
H3MOJI3BAT KATO HACOKa ca:

TpombowuTH (Gpoi) >100,000/mm’
Heytpodumu (6poii) >1,500/mm’
TupeoctuMyaupai xopmoH (TCX) B I'paHULIATE Ha HOpMaTta

Hpocnenssane Ha JaGopaTopHATEe CTOMHOCTH TpAGRa Ja ce HPOBEXKIA IpPe3 BTOpA H YETBHPTA CEAMHUH OT
HaYaNoTO Ha TeparmaTa, ¢l TOBa Ha MHTepBal, B 3aBHCHMOCT OT JUIMHMYHATA Lenecho0pazHoCT.

4.5. JlexaperBeny ¥ ApYrd B3anMoAeiicTBHA

Pezynrarire oT MyJTHAO30BO U3cIeBaHe, H3MepBaliku cybeTpaTuTe P450, npH rankeHTH ¢ XpoHHdeH xenarur C,
MONyYaBAINK BeNHEX ceamuyro Peglniron (1,5 meg/kg) 3a 4 ceqMumu AeMOHCTPHPAT TOBMINIEHRE HA AKTUBHOCTTA



Ha CYP2D6 mwmn CYP2C8/9. He ce Habmonmasat npoMeHd B akTHBHOCTTA Ha CYP1A2, CYP3A4 mmm N-auetun
TpaHcepazara.

Tpabea xa ce BEMMAaBa xoraTo ce npunara peginterferon alfa-2b, 3aemHO ¢ MEMMKaMERTH, KOMTO ce METaGONMH3HpPAT
gpes CYP2D6 u CYP2C8/9, ocoberno onesu ¢ TACHA TepanMBTHYHA IIMPHHA, TakuBa Kkato warfarin ¥ phenytoin
(CYP2C9) u flecainide (CYP2C6)

Te3H HaXOZKH MOXE WacTHYHO Aa ca CBBP3aHM ¢ IOXOOpeHHA MeTabONHTeH KamamuTeT ropagd HaManeHOTO
Bh3NANEHHE Ha YEPHHA Opod DpM NalMeHTH, NOMyulid NeueHue ¢ Pegintron. Ilpeloppuea ce BHUMATENHO
3anioysaHe JieueHHe ¢ Peglntron 3a XpOHHYEH XeMaTWT Ha MAalMEHTH, TPETHPaHH C MENWKAMEHTH C TACHA
TeparnyBTHYHA IKPHHA H YyBCTBHTEHHH KBM JIEKO MeTabONHTHO YRPEXKIAHE HA HepHHS Npo0.

IIpy  dapmakOXKHHETHIHO TpOYYBaHE C MHOTOKPATHM JO3H He ca HaOmomaBanu (apMakOKHHETHYHH
B3auMoAeHCTBHA Meskay Peglntron u ribavirin.

4.6. BpeMeRHOCT H KhpMeHe

Bpemennocr.

Peglntron ce mperiopvysa 3a lleYenne Ha JKeHW BBHB (EPTHIIHA BBH3PACT, CAMO aKO TE M3NON3BaT edeKTHBHA
KOHTpaLEIHs 110 BpeMe Ha JISUSHHETO.

JlurcsaT JaHHM 3a NPHJIOKEHHETO Ha MHTephepoH anda-2b npu GpemeHHH sxeHH. IIpoydyBaHHA NpH >KHBOTHH
MOKA3BaT PENpOAYKTHBHA TOKCHUHOCT (BIbk paspen 5.3). Cpen wosekononobuure MaliMyHH, NpHUAaraHeTo Ha
vHrepdepor-anda-2b yecro Bomu mo abopt. TBBpne BeposATHO e, Peglntron na mpurexasa CHUWOTO CBOHCTBO.
TloTennmanHuAT pHCK 3a Xopara e HeuzbecTeH. [lerMHTpoH TpAGBa 1a ce H3I0JI3Ba 10 BpeMe Ha OpeMeHHOCT, caMo
AKO FION3aTA HaJ(BHINABA ITOTEHLHAHUA PUCK 32 IUTONA.

Kbpmene: He e ycranopeHo Aani ChCTaBKHTE Ha TO3H JIEKapCTBEH NPORYKT C& M3FBUBAT C KbPMATa.

IMTopany BE3MOKHOCTTA 3a MOAB2 Ha HexKeNaHH JIGKapCTBEHM Peakil NPH KbPMayerTara, KbpMeHeTo TpadBa aa
OBAe MpeKpaTeHo NPeAH 3al0uBaHe Ha JIEUeHHeTO.

Kombunupana mepanua ¢ pubasupun:

Ribavirin mpu4HHABa CEpPHOSHHM BpOIEHM NeeKTH, KOraTo ce Npwiara mo BpeMe Ha Gpemensocrra.. Xemnu ¢
JIETEpOfEeH NOTEHIMaT TpabBa a H3non3Bat eeKTHBHA KOHTPAleNysd 10 BpeMe Ha JiedeHreTo N 4 Mecena clex
TOBa (BIDK KpaTKa XapaKTepHCTHKa Ha ribavirin, 5.3 u cpoTBeTHMTE MH(pOpPMUpAIH TEKCTOBE 33 MENUIIHHCKHTE

HPONYKTH, ChALPKANH pHOaBHPHH).

4.7. EdekTH BbPXY Cioco0HOCTTA 32 modHpaHe i padoTa ¢ MARNITHN
IJaupenTH, KOMTO ¢¢ OILIaKBaT 0T YMOPAEMOCT, CHHIHBOCT MM 00BPKaHOCT 0 BpeMe Ha JedeHHeTo ¢ Peglntron,
TpabRa fa u3barsar wogupanero wid paboTaTa ¢ MALIHHH.

4.8. HesxenaHH JIEKAPCTEEHH PeaKiiHA

BezonacnHoctra Ha Peglntron e oneHena Ha ©OasaTta Ha JAHHH OT JBe KJIHHWYHH IIPOYUBAHMA: €JHOTO ©
MoHoTepanua ¢ Peglntron, a apyroto ¢ xomOuemMpana Tepamms Peglntron u ribavirin. I » gpara ciyuas
[IAMEHTHTE ca JEKYBaHH B NpONBDKeHKe Ha 1 rosuHa.

B 1abn. 4 ca onucaHn K030BHTE PeXUMH M Gpos HA NEKyBaHUTEe MAilMeHTH 3a | rofHHa, Ha KOMTO NOTOraRa He €
O6un npunarad uMaETephepor (HamBHu nanuentd). Ilopamu 3HayuTenHOTO NPUIIOKpHBaHe Ha HabmojaBaHHTe
HEKeJIaHN peaKlHy py MoHoTepamizd ¢ Peglntron, rpynuTte ot nauneHTH ca cebpanu B Tabn. 5, 32 fa ce mokakar
HOKNaNBaHKTE HEKENaHH peaKiliy 338 BCHYKHM IPYyITH Ha MoHoTepanus ¢ Peglntron.

Tau. 4 JAO030BH PEXXHMM H BPOH JEKYBAHU HATITHEHTH
Tepanasa JEo30B pexnm Bpoii nanuenTn, JeKyBann 3a 1
rognaa
Peglntron +ribavirin | Peglntron (1,5 mcg/kg/ceamudno) 188
+ ribavirin (> 10,6 mg/kg/nHerHO)
Interferon alfa-2b + Intrferon alfa-2b (3 MIU Tpu 0BTH cCEAMAYHG) 505
ribavirin + ribavirin (1,000/1,200 mg/ nHeBHO).
Pegintron Peglntron (0,5 meg/kg/cenMmmino) 315
MOHOTepanus Peglniron (1,0 meg/kg/cemmuuno) 297
Peglntron (1,5 meg/kg/cenmuunc) 304 . .
Tadn. 5 Hexenaww peaknuu NORAAABAEN B KINHEYHH IpPOyIBaHIA L R
(= 10% or nanmnenTaTe B rpynara Pegintron + ribavirin. Muoro gecrn) T
I PegIntron + ‘ Interferon alfa-2b + | Peglntron monoiepanms’
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Ribavirin Ribavirin
Hugexunu u napazumosu
Bupycan nadexnnn 10% 5% 4-5%
Pazmpoiicmea 8
Memadonuzna u
XpaHeHeno
3aryba Ha TErNO 30% 19% 8-18%
Heuxuampuunu peaxuuu
Hernpecus 34% 32% 26%
PasppasumTenHoct 32% 34% 19%
Bescrrne 37% 41% 16-19%
HecnokoitcTeo 14% 14% 8%
Hapyiuena koHIEHTpaHa 18% 21% 9-10%
EmonyosanHa labuiHocT 11% 10% 5%
PasTpoiicrea Ha
HEPBHATA CHCTEMA
T'naBoGomnue 58% 57% 57-63%
CyxoTa B ycrara 10% 8% 4-8%
Huxamenua cucmena
Dapusirar 10% 7% 3%
Kammina 14% 11% 4%
[ucrmes 26% 22% 5%
Cmomnauino-upeenu
pearyuu
Tanene 43% 31% 20-23%
Anopekcus 35% 26% 10-25%
Juapus 20% 13% 14-17%
Kopemea Gomka 12% 9% 11%
Ilospslitane 16% 10% 4-7%
Koxca u npudamsu
Onnenesapade 45% 32% 20-34%
Tlpypuryc 27% 27% 7-9%
Cyxa xoxa 23% 21% 6-9%
O0pus 21% 21% 5-7%
Onopro-deuzamennama
cucmema
Muanrus 49% 49% 46-60%
Aprpanrus 31% 26% 23-28%
MyckynHO-CKeneTHa 15% 11% 11-13%
Gonxa
Peaxuyun na macmomo
Ha npunoedcenue
Branarenue 20% 17% 39-44%
Peaxuus 54% 36% 7-9%
Tanomo kamo wino
I'mapoComue 58% 57% 57-63%
OrnagHanxoct 56% 59% 43%
Myckyssa pUrHaHOCT 42% 40% 33-43%
[Topuniena TemrepaTypa 39% 329, 29-43%
I'punononobeH cHHAPOM 71% 23% 18-25%
AcTers 28% 17% 12-14%
Orcabuate 30% 19% 8-18%
Tabxn. 6
HEXEIAAHN JEKAPCTBEHH PEAKIINHN, TOKJIAABAHI IO BPEME HA KJIMHITHYHIA
POYUBAHWVSL

(Yectn 1% < 10% ot manuentnTe, Jexypaun ¢ Peglntron + ribavirin nim ¢ Peglufron xaro. MOHOTEpAXHS)




Tenecna caecrema 5-10% 1-<5%

Hudexnnn H Otitis media, ru0muxoBE nHpexyny, OGaAKTepHAIHHA

HapasATo3H aHpexuun

KprBoHOCHA M auMpua | AHeMus, TpombonuTOoneHns:, MAMpaTeHOIATHS

cHCTEMA JICBKONIEHHS

EBRfgoxpHHHA CACTEMa | XHHOTHPEoHAH3IEM | XuNMepTHPEOHANIDLM, aMeHopes, NPOCTATAT,
XHNEpPYpUKeMHsl, XHNOKAIIHEMES

PasrpoiicTea B XunepypHKEMHS, XHHOKATIHEMHS, HAXKIA

MeTadoaA3Ma °H

XpaHenero

Henxnatpngun Bposisa | Bs36ynenocr, ArpecHBHO IOBeJeHHe, CHLHJIHBOCT, IIOBeJeHIECKH

HEPBHOCT OTKIOHEHHN, ANATHs, NOBKIIEH ANETHY, HAPYWIEHHS B

ChHS, a0HOPMHH CHbHHIA

Henrpansa/llepudepna | napecresns Xano- MM XHHepecTe3nsd, XRIEePTOHHA, HAMAJCHO

HEpBHA CHCTEMa anbnpo, o0bpKBaHe, TPeMOp, CBETOBBLPTE:X, MArpPeHa,

EB3HOANCHAC HA ThHIAHRYETO, 3ary6a HJIH HApYHICHHE Ha
CAYXA, ATAKCHH, HeBPAJIHA

Ounu nposien 3aMbriaeHo  BIGKOAHe, KONIOKTMBNT, HAapYIIeHa
(YHKIHA HA CABIHATE KJIE3H, 00JKKE B 0YNTE.

CrpaevHO-CBAOBA Taxukapaus, chpuednene, HONHKEHO KPBBHO

cHCTEMA HANSCaHe, NOBAIIEHO KPLBHO HAJISAraHe, CHHKOI,
3auyepBaABaAHE

PazrpoiicTBa Ba ciryxa u THENTYC, HApYMeRNA WM 3aryda na ¢ayxa

PABHOBECHETO

HAuxarenHa cacremMa He-npoayKTHBEHA KANMJIANA, PHHAT, CHHY3AT, GPOHXMT,

PECHHPATOPHA HAPYIICHHY, Ha3alleH OTOK, PHHOpes,
DMCIHes, eNHCTAKCAC

I'acTponnTecTHHATHA AHCOEHCHS 3anex, HIBpPATEH BKYC, PeAKH H3NPAKHEHHN, CTOMATHT,

pazTpoiicTBa yAmepo3eH CTOMATHMT, KbpPBeHEe OT BeHIHTE, IJIOCHT,
daaryaennumn, XeMOpOHIH, racrpoesapareasren
pediIyKC, XenaToMeraans, Ounapy0nneMus, TAHFABAT.

XenaToOnanapHM Xenaromerannf, XaneponaAApyoHHeMHIs

pasTpoiicrea

Koxa " xoxun | Ilosumena Eparemarozen  o0puB, e€K3emMa, peakmas  Ha

HpAAATEIH cyaopanns (OTOTYBCTBHTENHOCT,  MaKy/jlomamyiaper  oOpws,

a0HOpMHA CTPYRTYpa Ha KOCbMa, aKHe, JepMATHT,
$ypyHKy0o3a, HApyUIeHHS B CTPYKTYpPATa HA HOKTHTE,
NCOPHA3NC, YPTHRAPHS

KocTHo-MycKkyana AptpHT

cHCTEMA

OTgeanTeana cCHcrema VuecTeN MAKIHHA, IPOMEHEHA YPHHA.

Penponykrasna cucrema) MeHcTpyaJnn Opapuanna auchyHKRONs, BAATATHINHH ONJAKBAHHE,
HapyHieHHs], CEKCYANHN HADYIOICHAS, MMIOTEHTHOCT, OO0JKE B
MeHOoparnsg rbpEHTE.

Tanoro kato nsano Boaxkn B ropante, | Eparema, 0oaka B MACTOTO HA MAKEKTHpaHe, TOIIM

RUQ Gonxa, ragene | BbJHH, jKax1a, herpes simplex, nunes mim nepadpepen
0TOK, REXHAPATHpPANE

ITopeweTo ciyvan Ha HeyTpPONeHHs H TpoMmOoumTomeHHs Osxa ek (] wiu 2 crenen Ha C30). HmMaite HAKOIKO
cllygyas Ha TO-TEXKa HeyTpOIeHUS MpH MAalMeHTH JIeKYBaHH ¢ nperopbuyaHute mozu Peglntron B koMGHHAIM ¢
ribavirin (crenen 3 Ha C30: 39 or 186 [21%]; u cTenen 4 ra C30: 13 ot 186 [7%)]).

B xauuMuEM DpOYYBaHHA 110 BpeMe Ha Tepanuara ¢ Peglntron mnu interferon alfa-2b B xkoMOupauus c ribavirin,
npu npubauzuTenHe 1,2% OT HAMEHTHTE Ca JOKIaLBaHM JKUBOTO-32CTpallaBally NeHXWaTpHdHE ce0nTHA. Teszn
chOuTHA BKAIOYBAAM CYMLIHAHH MHCIH M onHTH 3a camoyOuicrBo (Biox pasgen 4.4). Ilo_ Bpeme Ha
OCTMAPKETHHIOBHTE HaOMIONe kS 33 ICHX03a 1 XANOIMHALHEK ce ChoOIara psyKo.

Pagxo poxnaneanu cs6utus (>1/10 000< 1/1000) wan muoro papko (< 1/10 000) ¢ interfero
u PegIntron BriiouBat:

PazrpoiicTea HA HMYHHATA CHCTEMA!

MHoro paaxo: capkonzo3a Wi eKk3aneplaliva Ha caproK03a.
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Enpoxpunnn pasrpoiicrea:

Pagxo: nuaber

PasrpoiicTea Ha HEPBHATA CACTEMA!

Psapxo: npunansiy, neprdepra HeBpONaTHs;

Maoro paako: nepebpoBackynapHa Hexemus, nepeSpoBacKyllapHa XeMoparis, eHue(anonaTHs;
Cobpaeanan pasTpoiicTsa:

Papxo: apurMus

MHOro papxo: chLpleYHa HexeMud, HHPapKT Ha MHOKAPIAIL

PecnupaToprn, TopakajiHE R METHACTHHAJIHH Pa3TpoiicTBa:

M=oro psaxo: neTeperiiiaiia oenonpobua Gonect

TacTponBTecTHHANHA pazTpoiicTBa:

Paziko: naHKpeaTUT;

MHnoro panxo: ynnepaTHBeH ¥ HCXEMHYEH KOJIHT.

PasrpoiicTBa Ha Ko:XaTa H HOAKOXKHATA THKAH:

MHoro psaako: eputema MynTHgopMe, CHHApoM Ba Stevens-Johnson, TokCHYHa empOepMAlHa HEKPOIH3a, HEKpo3a
B MACTOTO Ha MHZKEKTHpaHe.

MyckynHo-cKeJIeTHH Pa3TPOHCTBA H PA3TPOHCTB2 HA CHLEXNHNTENHATA THKAH:

Panxo: pabmomuonmsa, MHO3HT;

PazTpoiicrBa Ha 0THeINTENHATA CHCTEMAS

Papxo: 6x0peyna HegoCTATHYHOCT, OTNakaHe Ha GpOpeunara GyHKIMA.

Hexxenamu peakilHH OT cTpaHa Ha cepievHo-chaoBaTa cucreMa (CCC), ocobeno apuTMES, ce CBBP3BAT HMPETHMHO
¢ MUHajla aHaMHe3a 3a 3a0oissaHua Ha CCC maH npeaxoKaama Tepalisd ¢ KapAHOTOKCHYHA MeIUKaMEHTH (BIDK
pazaen 4.4). Ilpu nanuenTh Oe3 Hpeaxoxpamja aHaMHe3a 3a KapAHOJOrM4HO 3aboisBane, Clydad Ha
KapAOMUonaTHS, o0paTHMa clief NPHKIIOYBAHE Ha IeYeHUEeTO ¢ HHTEpQEepoH, ce chobInaBa pamko.

MHoro pagko ce ¢po0masatr OTAEAHK ciiydad Ha erythema multiforme, cunapom ma Steven-Johnson, TokcuyHa
enpAepMaNHa HEKpOJH3a, KapAHalHA WCXeMMs, MuoKapAeH HHbapkr, HepeOpoBacKylapHa HCXeMI,
LepeOpoBacKyiapeH KPBBOM3NHB, eHIledaonaTHs, FE3HHKBAaHe iy oDOCTpsHE Ha capKOMI03a, HHIEPCTHIMANHA
Sennpobua Gornect ¥ HeKpO3a B MSECTOTO Ha HIDKEKTHpaHe. Pelku ca M croDienusTa 3a ylepaTHBEH H HCXeMHYEH
KONUT Npu ymorpeba Ha Peglntron. Muoro panxo npmmoxeHuero Ha Peglntron xaro MOHOTEpanHs HIH B
koMOHHatms ¢ ribavirin Mo)xe Iia ce aCOIHMHpA C aIiIacTHYHA aHEMHA.

OdTammonoriyHy OIIaKBaHMA, KOUTO ce choGIIaBaT pAAKO IO BpeMe Ha ynoTpebata Ha anda-HATEp]epoBHTE
BIUTIOYUBAT PEeTHHONATHA (BKJI. MaKy/lapeH eleM), PeTHHAIHE KPbBOH3IHMBY, 00CTPYKUHs HA peTHHANHATA BEHA HIIH
aprepmi, mudy3HH meTHa, 3aryfa Ha OCTpOTa Ha 3PEHHETO MIH YACT OT 3PHTENHOTO Iojle, ONTHYEH HEBPUT U
nanmioeneMa (BIvk pazaen 4.4).

ITpn ynorpeba Ha anda-unrepedepory ce cpoliuasa i 3a pasnuyHM GOPMH Ha ABTOMMYHHH 3300NISBaHHA KaTO
YBpEXAaHMS Ha I(HTOBHIHATA JiUIe3a, UAMOTATHYHA M TPOMOOTHYHA TPOMOOIIMTONEHHYHA ITYPIYpa, BaCKYIIMT,
HEBPOIIATHH, B TOBA YMCIO W MOHOHeBponaTtud (Biok panen 4.4 ABTOMMYHHH HapYIIEHHT).

4.9. Ilpeposupane

B xmusiuveRTe NpoyuBaHMA € HOKNIANBAHO 33 CIyJYad Ha HelpeXHaMEPeHO NpeAo3HpaHe, KOeTO HMKOra He €
HAABUINABAJIO JBa IFBTH NpefnMcaHara nosa. HMe ca HaGmiojasaHu CepHo3HM peakuun. HexxenaHHTe peawimy
OT3BYYABAT B XOJa Ha JiedeHueTo ¢ Peglntron.

5. @apMaKoJOTrEYHH JANHE

5.1. @apmaxoqEHAMBIHH cBOHCTBA

MapmakotepanesTRyHa rpyna: MMysocTumynanTH, LIBTOKHEN 1 MMyHOMOoaynatopH, HaTepdeponu, Peginterferon
alfa-2b, ATC xon: LO3A B10.

Pexombusnantauat interferon alfa-2b e xopanenTHO KOHIOIHpaH ¢ MOHOMETOKCH IIOJIMETHIIEHTTMKOA MPU CPEIHO
HHUBO Ha cyOcTHTYHpaBe orT 1 Mon nonmmep Ha Mo mpotems. CpelHara MOJeKy/IHa Maca Ha MoAeKydara €
mpuonmsutendo 31 300 pantoHa, oT kKouto 19 300 ca OF MPOTEMHOBUAT KOMITOHEHT. .

Hnrept}:epon anqma-Zb

alfa-2b crcTaeka.




Knerpunata akTHBHOCT Ha HHTeP(ESpPOHHTS C& HBIDKH HA CBHEP3IBAHETO UM ChC CHCHH(MMYHN MeMOPaHHH pellenTopy
BBPXY WieThYHaTa nosspxyoct. [Ipoydsannara ¢ apyru ueTephEepOHH ca AOKa3alH, 3€ Te Ca BHOBO crietH(HIm.
Hsaxou BumoBe MaliMyHM obave, KaTo MmalMyHuTe OT BHpa Rhesus, ca 9yBCTBHTENHH KBM (papMakoiuHaMHIHA
CTHMYHalys NIPH M37araHe Ha YOBEIKH HHTepdepoH Tam 1.

Crnen kato ce CBBpXKAT ¢ KIeTpYHATa MeMOpaHa, MHTep(epOHHTE OTKIIOYBAT CJIOKHA TIOCIHEHOBATENHOCT OT
BBTPEKIICTBYHH TIPOLIECH, KOMTO BKIFOYWBAT MHAYKIMA Ha ONpefeneHu eH3uMH. CMara ce, 9e TO3M IIpoliec, Haid-
MAaJIKOTO OT4acTH € OTrOBOPEH 33 PasNUYHHA KIETEYHH OTTOBODH KBbM HMHTepQiepOHa, BKIIOYHTENHO MHXHOHpaHe
PEIIMKAIMATa Ha BHPYCHTE B 3apa3eHHTE C BHPYCH KIETKH, CYNpecHs Ha KIeTbuHaTa Tpoiaudepaims H
HMYBOMOZYJIHpAIli aKTHBHOCTH KaTO: yCHJIBaHe Ha (paronurHaTa akTHBHOCT Ha MaxpodiaruTe M HapacTBaHe Ha
cnerubHuIHATA HUTOTOKCHYHOCT Ha AMMMOLNTHTE MO OTHOIICHHE HAa MPHIIENHUTE KIETKH. KOeTo M 12 € OT Te3H
JEeHCTBHUA HIIM BCHYKH B3€TH 3a€HO NONPHHACAT 34 TepalleBTHIHNTE edeKTH Ha HHTepdepoHUTe.

PexombuuauTeIAT interferon alfa-2b mexuOnpa u BHpyCHaTa pelUIMKaUHA i vifro | in vivo. Makap ue TOUYHMAT
MEXaHH3bM Ha JeHCTBHE Ha pekoMOuHaHTHUA interferon alfa-2b BBEpXy BHpycHTE He e H3BECTeH, HRITIEK/A Ye TOH
npoMeRs MeTaboNmHM3Ma B KJNETKaTa-TOCTONPHeMHHK. Topa JeHcTBRe MHXMOMpa BHpYCHATa PEIUTHKALMS WK aKO
HMa peIUIHKALHs, TO He3pE}Te BHPHOHH He MOTAT fla HallyCHAT KIIeTKaTa.

Peglntron

PapmaxopuHavMuKkaTa Ha Pegintron e m3cnenpapa npyu npoydsaHe ¢ eOHOKPATHH NOBHINABANIM JO3H IPH 30paBH
noGpoBOIH, KaTo ca N3CASABAHH NPOMEHATE B TEMIIEPATYPaTa, H3MEPEeHA B YCTHATA KyXWHa, KOHLIEHTPALHTe Ha
eteKTOpHHTE IPOTEHHH KaTo cepyMeH HeonTepuH u 2°5 -onuroagenunat-cunTerasa (2°5'-0AC), kakto 1 6pos Ha
OenuTe XpHBEM KNEeTKM M HeyTpodwmaure. IlanmenTre, nomydyasand Peglnfron mokaspar JeKko, H0303aBHCHMO
[IOBHIIIABAHe Ha TeNecHara Temmepatrypa. Cnex emHokpatsu mosu Peglntron or 0,25 no 2,0 meg/kg/cemmuuno
KOHHEHTPAIMATA HA CEpyMHMS HEONTEPHH ce YBEJHYaBa FO J0303aBHCHAM HauwH. Hamamapawero Ha Opos Ha
JEBKOLMTHTE B HeyTpodHIIUTe B Kpad Ha 4-TaTa ceMHIa CHOTBETCTBA ¢ Ao3ara Peglntron.

Pesyarar oT KINMHBEYHE Hpoydysanns ¢ Peglntron

JBe nunoTEY IpoydBaHud Ogxa nposeneny, egHoro (C/197-010) ¢ Peglntron moHOTepamid; Bropoto {C/198-580) ¢
PegIntron B xombuuaumsa c ribavirin. Kprrepuure 3a nogGop Ha maldedTH 3a Te3M IPOY4YBaHHA Ogxa XpOHHUEH
xenarut THn C ¢ monoxurenda HCV-RNA pmokazana ¢ momuMepasHa BepwxHa peakuusa (IIBP) (> 30 IU/ml),
yepHOApoOHa OHONCHS NOTBBKAABAIA AHMAFHO3aTa XPOHHYEH XelaTHT 0e3 HMKaKBH JpPYTH NPHYMHH 33
XPOHWYHKA XeTaTHT WX NOBUIIECHH CTOMHOCTH Ha cepyMHng ALT.

B mpoyueareTo Bepxy MoHoTepanms ¢ Peglntron ofmo 916 Henexyeany naiuenTH ¢ xpoHnden xematut C Ogxa
nexysani ¢ Pegintron (0,5, 1,0 wau 1,5 meg/kg/cenmuuno) 3a 1 ronusa ¢ nocreasamo aevenne ot 6 mecena. CrIo
Taka 3a cpassenne 303 paumenTH momyuaraxa interferon alfa-2b (3 MIU/Tpu nkTH cemMuuso). ToBa npoyuBane
noxasa, e Peglntron nperraxoxna interferon alfa-2b (Taba. 7).

B mpoyuraneto ¢ Peglntron xom6uuupana Tepanus 1530 Hesexypanm nalueHtH 0ixa neKyBaHM 3a 1 rommza Iio
efHa OT CACIHUTE AO30BH CXeMH Ha KOMOKMHHpaHa Tepamnnd:

. Peglntron (1,5 mcg/kg/ceamunno) + ribavirin (800 mg/nuesno), (n=511).

. Peglntron (1,5 meg/kg/cenmuano 3a 1 Mecel, mocaenpad ot 0,5 meg/kg/cenmmano 3a 11 mecena) +
{1 000/1200 mg/mueBHO), (n=514).

. Interferon alfa-2b (3MIU Tpu nbTH ceaMHUEO) + ribavirin (1 000/1 200mg/mHerr0) (n=505).

B Topa npoyueage komOmmaumara ot Peglntron (1,5 mcg/kg/cemmuuno) m ribavirin Geme szagutenHo mo-
e(exTHRHA, OTKONKOTO KomOuHarmara ot Interferon alfa-2b m ribavirin (Tabn. 7), ocobeHo mpu nauHeHTH
unbexTapann ¢ renorun 1 (Tadmn. §). Cradundoctra Ra oTropopa Oellle olleHeHa II0 CTENEHTa Ha OTroBop 6 Mecena
cllef| ipeKpaTABaHe Ha TepanuaTa.

T'enorrust Ha HCV M NBPROHAYANHOTO KONHEYECTEO Ha BHpYca ca NPOrHOCTHYHH (JaKTOpH, 32 KOHTO € H3BECTHO,
Ye BIHAAT Ha CTETIeHTA Ha OTFOROP. BEBIIpeKy TOBA 3a CTENCHTA Ha OTTOROP B TORA NPOyvBaHe Oelle MOKA3aHo, ue
3aBHCH CBHIO Taka M OT jJo3ata ribavirin mpunoxena B xombuuanus ¢ Peglntron wim Interferon alfa-2b. Ilpu
napenTHTe npueMand > 10,6 mg/kg ribavirin (nosa or 800 mg 3a cpemuo craTHcTHueckn 75 kg nanuwent),
HE3aBHCHMO OT TeHOTHIIA MAM ITEPBOHAYATHOTO KOJNHYECTBO HA BUPYCa, CTETIEHHTE Ha OTroBop 0sxa 3Ha4YMTeNHo
HIO-TOMEMH, OTKONKOTO TIPH HanHeHTHTe, nonydyaramd < 10,6 mg/kg ribavirin (Ta6u. 8), a crernenure Ha 0TTOBOP
TIpH NALMeHTHTE, Homy4yasaimy > 13,2 mg/kg ribavirin 64xa mopu mo-BHcoKH.

TABJL 7 MPOABLJEKATEEH BUPYCOJOIMYEH OTTOBOP (% HCV HETATHBHW-
ITANAEHTH)

| PegIntron MoHOTepanus | PegIntron + ribavirin
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CxeMu HA Tepanus P15 P10 P05 I P15/R | POS/R IR
Bpoii mampesTn 304 297 315 303 511 514 505
OTroEop B Kpas Ha Tepanusara 49% 41% 33% 24% 62% 51% 52%
poxenKnTeIeH 0TTOBOD 23%* | 25% 18% 12% 54%** 47% 47%

P15 Peglntron 1,5 meg/kg;

PLO Peglntron 1,0 meg/kg;

P03 Peglntron 0,5 megfkg;

I Interferon alfa-2b 3 MME;

PL5/R  Pegintron (1,5 meg/ke) + ribavirin (800 mg);

P0,5/R  Peglntron (1,5 a0 0,5 mcg/kg) + ribavirin (1,000/1,200 mg);

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

* p<0,001 P 1,58 cpapuerme c I

¥ p=0,0143 P 1,5/R B cpasnenue ¢ 'R

TABIL 8§ CYEIIEHH HA HPOALJUKHATEAEH OTTOBOP P PEGINTRON + RIBAVIRIN
(cnoper nozata Ha ribavirin, TeHOTHIIA H HAYANHOTO KOMIUYECTRO HA BHPYCA)

HCYV renornm ribavirin po3a P1,5/R PO5/R I'R
(mg/kg)

Beruke Bagose regotin | Benaxu 54% 47% 47%
<10,6 50% 41% 27%
> 10,6 61% 48% 47%

Tenornn 1 Bengxu 42% 34% 33%
<10,6 38% 25% 20%
> 10,6 48% 34% 34%

Tenorun 1 Benukn 73% 51% 45%

< 600 0001U/ml <10,6 74% 25% 33%
> 10,6 T1% 52% 45%

Tenornm 1 Benukn 30% 27% 29%

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

T'enornm 2/3 Benuks 82% 80% 79%
<10,6 79% 73% 50%
> 10,6 88% 80% 80%

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

PO,5R Peglntron (1,5 10 0,5 meg/kg) + ribavirin (1 000/1 200 mg)

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

B npoyusanero ¢ Peglntron MOHOTepamms, KadecTBOTO HA JKMBOT Karo Hano Oemie MO-MAafAKO 3aCETHATO IPH
neyenne ¢ 0,5 meg’kg Peglntron, otkonkoto npe 1,0 meg/kg Peglntron Bennbx cenmmu4Ho MM ¢ interferon alfa-2b
TPH IETH CEIMHYHO.

IIpu opyro mpoy4saHe, 224 manmeHTH ¢ TeHOTHN 2 wiw 3 ca Jekyeanu ¢ Peglntron, B mo3a 1,5meg/kg Bemumx
CEeIMUYHO, NPUIAral MOJKOXHO, B koMOuHanus ¢ ribavirin 800-1400 mg niepopanzo 3a 6 Mecena (Ha Oa3a Tero,
caMo 3 paneHTH ¢ Terso Haj 105 kg ca momyyuma nosa ot 1 400 mg, xosgTo ome He € Banua#pana) (Tadmn. 9). Ilpu
24% e 6nna Hanme MoctoBa Gubposa waH Hposa (Knodell %).

Tabl. 9 BHPYCOJIOTH‘IEH OTroBOop B Kpada HA JJETHHETO, 3aAbPKAHEC HA OTrOBOPA HAH PEIBEIABAPaAREe CEPAMO
TeHOTHN H HHBO HA BHpEeMHA

PegIntron 1.5mcg/kg eansix ceapugo -+ Rebetol 800-1400 mg/nen
OtroBop B kpas Ha | 3aubpsxaHe Ha | Penumue
JIEYEHHETO 0TroBopa
Bk naygesTH 94% (211/224) 81% (182/224) 12% (27/224)
HCV2 100% (42/42) 93% (39/42) 7% (3/42)
<600 000IU/mL 100% (20/20) 95% (19/20) 5% (1/20)
>600 000 TU/mL 100% (22/22) 91% (20/22) 9% (2/22)
HCV 3 93% (169/182) 79% (143/182) 14% (24/166) .
<600 000IU/mL 93% (92/99) 86% (85/99) 8% (791 .
>600 000 TU/mL 93% (77/83) 70% (58/83) 23% (17/75)

* wr
3a ecexu nayuenm, xotimo npu npocredsaganemo ¢ 12 cedmuya e 6un ¢ nedorosumo wuso na HCV-RNA u ca
Junceanu Oannt 8 24 cedmuna ce npuema, ve e Hauuye 3advpiraiy ce eypyeoiozuden omzoeop, Beexu nayuenm c
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AURCemy OaHHY 8 NPO30peYa no epeme U Cled npocredasanemo Ha 12 cedmuya ce cuuma 3a HeOM2080PUR HPU
npocredasanemo npes 24 cedmuya.

Toea npoy4BaHe permctpHpa no-nobpa IOHOCHMOCT KBM 6 Mecena JeUeHHe OTKOJNKOTO IEHTPAHOTO NPOYHBaHE
BBpXY KOMOMHMpaHOTO fiedeHHe 3a 1 TOAMHA; 3a IpeKhCBaHe Ha jedeHnero 5% cipamo 14%; za momudummpane
Ha pozara 18% crpamo 49%.

B oTnenHo HecpaBHHTENHO TPOYUBaHe, 235 manuenty ¢ TeHOTHI 1 M HuchK BHpyceH Torap (< 600 000 IU/ml) ca
nonygasanu [lerWnrpon, 1,5 meg/kg Terno rnoakoxHo, BEAHEK CENMUYHO, KOMOHHHPAH ¢ pHOaBHPHH, NO3UPAH Ha
OCHOBAHHME HA TENECHOTO Terno. OOHm@aTa CrelmeH Ha TpaeH OTropop chen 24-cenmuuno nedenwe e 50%.
UYerupuaeceT W €AHMH NPOLICHTA OT NaUMEHTHTe (97/235) ca umani HeycTaHOBUMH ItiasMeHd HuBa Ha HCV-RNA
Ha 4-1a | 24-Ta cefMMUa OT JeyeHHeTo. B TasH moArpyna uMa cTeleH Ha TpaeH BHPYCOJOTHMEH OTrosop 92%
(89/97). Bucokara cTelieH Ha OTTOBOP B Ta3H NTOATPYIIa NALIHEHTH ¢ YCTAHOBEHA 4pe3 MEKIHHEH aHau3 (n=49) u
NpeABIKOAHETO ce € IIOTBEpArAc (n=48).

OrpaHpyeHr aHAMHECTHYHH JaHHH NOKa3BaT, ue 48-ceAMHYHOTO JIeUeHHe MOXKE Ja Ce acollHupa ¢ HO-BHCOKA
cTenieH Ha TpaeH otroop (11/11) u ¢ mo-manpk puck 3a pemuaue (0/1 B cparnenue ¢ 7/96 3a 24-cenMHYHO
TeveHHe).

HporHocTHYHA cTOHHOCT HA NPOALLKHTEHAN BHPYCOJOrHYeH 0Trosop. JanHuTe couaT, ye JOCTUTaHETO Ha
BHpPYCOJIOTHYeH OTIOBOp, AehHUHUpaH KaTo ABYCTeNeHHO NOHIKEHHE Ha HiId HeycTaHoBsAeaHe Ha HCV-RNA uma
TIOJIOKHTENHA HPOrHOCTHYHA CTOHHOCT 3a IPOABIDKATENEH BUPYCOIOTHYeH oTroBop (B 1abm. 10).

TABJL. 10 ITPOYHO3A 3A IIPOABJIKUTENEHR BUPYCOJOIHYEH OTI'OBOP
IMOCPEACTBOM TOCTHUI'AHE HA BUPYCOAOI'MYEH OTT'OBOP IIPE3 12-ra CEMMHEIA
OT JEYEHHETO M TEHOTHIIA HA BUPYCA*

Jlegenue TeroTun Bupyconmoruaen 3apspixat ce otroBop| HeratuBHa
orropop mpe3 12 TIPOTHOCTHYHA
ceaMHIa CTOMHOCT

Peglntron 1,5 1 HA 75% (82/110) 71 % (58/82) e

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

Ribavirin

(>10,6mg/kg) 48

CeHMHLH JIcUcHHe

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

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

Ribavirin ~ 800-1400

mg 24 CEIIMUITH

JeUeHne

*Ompazenu ca camo Rayuenmu, 36 Koumo npes 12-ma cedmuya ca Gunu HOnuYHY OGHHU.
HerarpsHaTa NporHoCTRYHa CTOHHOCT 3a NPONBIDKHTENICH BHPYCOIOrMYEH OTIOBOP NPHM NAlUeHTH, JIEKYBaHH C
Peglntron xato MorOTepamis ¢ 98%.

5.2, dapmMaKoKHHETAYHH CBOHCTBA
Peglntron e nofpe xapakTepusupaHo, NONMMETHIEHTNHKON-Moaubuuupano (“HermIHpaHo”) NpOM3BOAHO HA
interferon alfa-2b m ce crcrom npeguMHO OT MOHOTerwIHUpany BUIORe. IlnasMeHuar nomys;ueoT Ha Pegintron e
HO-ALIBI B CpaBHEeHHe ¢ TO3HM Ha Herermnupanusa interferon alfa-2b. Peglntron moxe ma ce Zemerwnupa 0
cBoBozeH interferon alfa-2b. BronoruuHaTa aKTHBHOCT Ha TIETHIHPAHATE H30MEpPH € CXOAHA IO BHX, HO Io-ciaba
OT Ta3H Ha ceobonuuA interferon alfa-2b.

Chell MOOKOXHO TIPHIIOKEGHHE MAKCHMANHHTEC CEepyMHH KOHIEHTPAalMH ce JOCTHraT Mexny 15-44 wac u ce
nogaspikar 3a 48-72 yaca cnef NpHIOKEHNE Ha No3aTa.

Croiinoctute Ha Pegntron Cpa 1 AUC ce IoBHIIaBaT I10 103032BHCHM HauuH. CpeaHuaT obeM Ha pasnpeneicHue
¢ 0,99 kg .

Ilpn MHOrOKpaTHO JRo3HMpaHe ce HaOmomaBa akyMyJalus Ha HMyHopeakTHBHHTE uHTepdepoBH. Obaue,
YBEIIHYEHHeTO Ha GHONOrHYHaTa aKTHBHOCT, H3MEPEHO upe3 GHOTECTORE, € YMEPEHO.

CpepHoTO eNHMEHAIMOHEH IONYKHBOT Ha Peglntron e mpubnusurento 40 gaca (13,3 yaca) ¢ xmuprHCe oxono 22,0
ml/h kg. Mexann3aMiTe 3a OTASNAHE Ha HHTepQepOHHTe [IPH YOBEKA BCe OIIe He ca HAIBIHO ycraHoBeHH. Obaue,
eNMMHMHHpaHeTo ype3 Or0penure MoXke Jia JONMpHHAcH 3a Manka 4dact (npubmmsurento 30%) FETMHETO Ha
Peglntron. Ny g Iy
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Bropeuna dymaxkuma: BrOpeunoro ornmesnsse aonpuHaca 3a 30% ot obmma xiupsHe Ha Peglntron. IIpu
npoyuBaHe ¢ exHoKparHH Ho3H (1,0 meg/kg) npu maumeHTH ¢ yBpeneHa Ge0peuHa dyHkms, C .y, AUC B neprona
Ha [onyefUMHHHPAHS ce YBeIHYaBaT B 3aBHCEMOCT OT CTENeHTa Ha O56peuHoTO YBpexaane.

Benepersue Ha MuOrokparno umkektvpaHe Ha IlerMurpon (1,0 meg/kg ceaMudHO, mpHaaraHd IONKOKHO,
eXeceIMHYHO B NIPOALIUKeHHe Ha 4 ceqMulm), xwiMpbHesT Ha IlerMuTpon e pemynupan cpegdo csc 17% mpu
IIaLMEHTH ¢ YMepeHO OrOpetHo yBpexaaHe (KpeaTHHUHOB KIHPEHC 30-49 ml/mun) 1 cpenuo ¢ 44% npH nanueHTH
¢ rexxo OBOpeuHO yBpexname (KpeaTHHMHOB xiupbHC 15-29 ml/MuE), B cpaBHeHHE ¢ mauHenTH ¢ HOPMamHA
6p6peuna GyHkms. Jlansu IpH eAMHMYHA J1032, IOKA3BaT, Y€ KIUPBLHCHT € CXOACH NIPH HeHanH3HpaHu NaluUeHTH
¢ TeXKO OROPEYHO YBpesKAaHe K MAHSHTH Ha XeMoapanuza. Jlosara wa IlerHlHTpOH NpH MOHOTEpanHa TpaOBa Aa
Obae penyLupana IpH NallHEHTH ¢ YMepeHd WK Texkl 6n0peuny yBpexaannsa (Bx. pazgend 4.2 u 4.4). ITangenTn
C KpeaTHHHHOB KIHMpPEHC Mo-Manek of 50 ml/Mum me TpaOra ma 6baar nexysanu ¢ IerHarpon B xomOuHaIMA ¢
pubaeppun (Bic. pasaen 4.3).

Iopanu 3nayurennara rapHabIHOCT HA GAPMaKOKHHETHKATA Ha HHTepQhepOHHTE JIPH PAa3NUYHHTE HEIUBHAH, C&
MPETIOPBYBa NALHEHTHTE ¢ TEXKH OB0pedHH yBpekmanust fa ObEAT BHEMArelIHO MOHHTOPHPAHH IO BpeME Ha
nevedueto ¢ IlerMarpon (Bx. pasnen 4.2).

Yepnoppobna dysxnua: PapMakokiHeTHKaTa Ha Peglntron AOpn nanpeHT! ¢ TeKKH YepHOAPOGHH THCHYHKIMH
HE & W3cNe/BaHa.

Mansentn va BL3pact Hag 65 ropmmu: PapumaxokuHeTHkara Ha Peglntron cien exumimnba mosa ot 1,0 meg/kg
TIPHJIOMEHA TIOJIKOKHO, HEe ce IIPOMEHs OT BB3pacTTa. Te3n JaHHH BOJAT IO H3BOAA, Y€ He ¢ HeoDXomMMa IIpoMIaHa
B JO3UpoBKaTa Ha Peglntron riopaiy HalpeAHANATa BE3pAcT.

IanuenTn A2 BB3pacT nox 18 roamum: He ca m3prpmpani cneudusHn GapMakKOKHMHETHHHH OLEHKU IPH TasH
rpyna rianyeHTH. Peglntron e riokasaH 3a nedeHue Ha XpoHMYeH xenarur C camo TpH NalueHTH Haz 18 roguHu
WIH N0-BB3PacTHH.

Hartepdepor neyrpanmsupamn ¢axropn: IIpoBemeHm ca H3MHTBaHMA 32 HHTEP(GEpPOH HEYTpaNH3UpALIH
¢axTopu Ha CepyMHH npobu OT NalHeHTH, KOHTO ¢a nofyuasand Peglntron 1o BpeMe Ha KIMBMYHO H3IHTBaHE,
HutepdepoH HeyTpalmsupaminte (akTOpd ¢4 aHTHTENAa, KOMTO HEYTpalH3upaT aHTHBHPYCHATA AKTHBHOCT HA
uHTepdepora. KIIMHKYHATA YecToTa HAa pasBUTHE Ha HEYTpaIH3Upa (bakTopH IPH MAIlMeHTH, KOUTO MOMyYaBaT
Peglntron 0.5 micrograms/kg e 1,1%.

5.3. IIpeaxMRNIHHE JapHnA 32 0e30IIACHOCT

PegIntron Hexenany peaxunu, KOWTO He ¢a Habmonasany NPH KAMHHYHATS POYYRaHHA, He ca HaOmofaBaHu U
TIPH H3NUTRAHHATA 32 TOKCHYHOCT BBhpXY MaliMynu. Tezn npoyyBasHs ca OWIM ¢ OrpaHHuYeHa IPOXBIDKHTEIHOCT
10 4 ceqMUIE TTOPaA MOABATA HA aHTH-HHTeP(epOHORH AHTHTENA B IOBEUSTO MaiiMyHI.

He ca npoBexxpanyu npoyusaHus 3a BlusiHAeTo Ha Peglntron BepXy penpoxnyxTHBHOCTTa. HHTepdepon anda-2b e
npenn3Baksan abopTH y npuMati. JMa reposTHocT 1 Peglntron Aa npuumssaesa To3u edexr. EdexTrTe My BHPXY
depTiUHTeTa HE ca onpeeneHy. He ¢ H3BECTHO Jami KOMHOHEHTHTE Ha TO3M JIEKapCTBEH MPOAYKT C& EKCKPeTHpar
B MJIIKOTO Ha EKCIEPHMEHTATHH KMBOTHH MM B YOBENIKOTO MJIAKO (BIDK paszen 4.6. 32 ChOTBETHH JaHHU MpH
YOBeK 3a OpeMeHHOCT 1 JTaKTalKs).

OTHocHTeNHaTa JIHICA Ha TOKCHYHOCT Ha MOHOMeTOKCH-nonueTnnenrmkona (mPEG), koifro ce ocBobosmasa oT
Peglntron npu iz vive MerabonyaMa e OKa3aHa B NPeOKIMHAYHM H3NUTBAHMS 32 OCTPA M NOJOCTPa TOKCHYHOCT
[P IpH3ady ¥ MaHMyHH, CTaHAapTHH IPOYYBaHMA 34 PAsBUTHETO Ha eMOpHOH2 M IUTOMA, KaXTO ¥ HpH in Vilro
H3NATBAHESA 338 MyTar€HHOCT.

PegIntron + ribavirin ITpi ns3monseare Ha KOMOHHMpaHa Tepanua ¢ ribavirin, Peglntron He npHIMHABa HHKAKBH
HeXenaHHM peaklMy, KOWTO He ca HaOnIONaBaHM Npeyy TOBA NPH TPIIOKEHHMETO Ha BCHAKO OT JIEKAPCTBEHMTE
BeniecTBa NooTAeNHO. OCHOBHATA peakuyA CRBp3aHA ¢ TeparnMara Geme oOparyMa, Neka OO YMepeHa aHEMU,
TEKECTTa Ha KOoATO Oele Mo-roiMa B CPAaBHEHHME © Ta3H, KOATO ¢ Ha(moaasa NPH APYTO JeKapCTBEHO BEMIECTBO

HM3IOHN3BaHO CAaMOCTOATENHO.
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6.1. CHHCEK HAa NOMON(HNTE BellleCTRA



Ipax 3a wexeknHoHeH pazreop: Disodium phosphate anhydrous, Sodium dihydrogen phospate dihydrate, Sucrose,
Polysorbate 80.
PazteOpuTen 3a napenTepanHa ymorpeba: water for injections.

KonmgecTBoTo Ha pasTBOpa B enna mucanka € 0,5ml. Biomoueno € ¥ JONBLIHHTENHO KOMHYECTBO 34 3ary0H B
CHCTEMaTa Ha IpUNarane

6.2. DH3IKO-XHMIEYHH HeCEBMCECTHMOCTH
To3u nexkapcTBeH NPOOYKT TpsAOBa na OBl pasTBapsH caMO C Pa3TBOPHTENs, IOCTAREH B ONAKOBKATA M He TpAbGBa
Jla ce CMEeCBA ¢ APYTH JIEKapCTBEHH NPOAYKTH (BIOK CLINO paznel 6.6).

6.3. Cpok Ba rogaoct

3 roxuan

Crnen pasTBapgHe:
= JlokazaHa e XHMH4HA K (usHyHa crabmiHocT npH ynotpeba 1o 24 yaca U chXpaHEHHE JIpH TEMIIEpaTypa
ot 2°C mo 8°C.
* O MEKpPOOHOIOrHYHA IJIeJHA TOYKZ, JISKAPCTBEHHMAT NpoxykT Tpabsa na Onle NpHAoKeH BemHara. B
cItydaii, ye TORa He ce HAIPABH, BPEMETO H YCHOBHATA 33 ChbXpaHEeHHe HO TPHIOXKEeHHeTO ca OTTOBOPHOCT Ha
H3IION3BAILMS TIPOKYKTa, Karo He TpAOBa Aa NpesHiuaBaT 24 Haca IpH TeMIIepaTypa Ha cbxpanenue ot 2°C no
8°C.

6.4. Cnenpannan yeOBNA 3a ChXpaHeHne

Ha ce crxpansaBa B XJaqMIHEK IpH Temnepatypa ot 2°C no 8°C.

6.5. [laHHK 33 oNaKkoBKaTa

ITpaxbT U pAa3TBOPUTENAT Ce CHIBP/KAT B IBYKaMepeH IBAHHTEN OT ¢TRKI0 Tun 1, pasgeneHu ot rymeHo 6yTaio oT

6pomobyTmL. OT enuHEA Kpal, TBIHUTENA € 3aneYaTad ¢ NpOIHANPOIIANICHOBA 3alyllajka ChIbpKalla CIOH OT

GpomoOyTHIL, a OT ApYyrHs Kpait — ot rymeHo Oytano otr 6poMobyTiIL.

Peghitron 80 micrograms ce docinass xamo:

Bpoii nucajski ¢ npax H pasTBOPHTEN 32 HHKEKINNOHCH Pa3TBop 1 4 6 12
Hran 1 4 6 12
Tammonn 3a gesnndexnnsn 2 8 12 24

6.6. Ipenopexn npa ynorpeda

Peglntron, npeAsapHTeAHO HaUBJHEHa NMcanka ceaepxa peginterferon alfa-2b ma mpax um pasteopurern,
exBuBaneHTHA Ha 80 micrograms 3a egHOKpatHa ynoTpeda. Bes Beska nucanka pa3TBOpa ce PEKOHCTHUTYHpA OT
CHABPKAIINTE C¢ B JBYKaMepHMs ITBJIHHTEN Npax | pastsopuren A0 0.5 ml roTop 3a npruiokeHde pasTeop. Mamko
KOJIMYECTBO ce ryfH 1o BpeMe Ha MOATOTOBKATA Ha MHXKEKTHpaHe, KOraTo £03aTa ce OTMEpBa M MEDKEKTHpA. 34T0Ba
BCSIKA NHCANKA CHABPXKA MAIKO IOBEYe Ipax M pa3TBOPHMTEN 3a Ja ce ocurypH Heobxommmara mosa ot 0.5
Peglntron, pa3TBop 3a HIDKeKTHpaHe. IlomyuerusT pasTeop e ¢ KoHueHTpaua 80 micrograms/0.5 ml.

Crieq peKOHCTHTYHpAHe CIIOpeN WHCTPYKIHNTe, HOCTaBdHe Ha CTEpRIHATA HIJla M ONpeelsHe Ha HeoOXoaumara
noza, Peglntron ce mEpkeKTHpa NOAKOKHO. ITENHE M WIIOCTPHPARH HHCTPYKUMM Ca BKIIOYEHH KAaToO JOIBIHCHHE
KBM JIEKapCTBEHATA JINCTOBKA.

Ipeny npunoxeHHe MHcankaTa TpadBa Aa ce M3BAAM OT XJIAMMIHWKA 33 A2 JIOCTHIHE cTaiiHa Temrieparypa (He
nogeye ot 25 C).

Kakto mpH BCHYKHM MeFHKAMEHTH 3a [APESHTEPaJHO MNpPWIOKEHHE, NPEAH NpHIarase INPOBEPETe BH3YAIHO
KayecTBOTO Ha pasTeopa. Jla He ce ynorpebaBa ako MMa mpoMeHH B npeta. Cliex ynorpeda, ynorpeGeHaTa nucanKa
Peglntron 1 0cTaHaNoTO B Hesl KONHYECTBO PA3TBOP Aa C& H3XBBPIIH. S e

7. Ame | axpec Ba NpATeKaTels HA PaspelieHHeTO 3a YHOTpeda ‘

SP Europe, 73, rue de Stalle, B-1180 Brussels, Bearas e



8. Hve 1 agpec Ha NPOH3BOANTES
SP (Brinny) Company, Innishannon, County Cork, Mpnanmus
9. laTa Ha aKTyanH3npaHe HA TeRCTA
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