KPATKA XAPAKTEPHCTHKA HA I‘I%WQBO HA 3APABEOMASBAHETC
fipunosenue ko

1. ¥ME HA JEKAPCTBEHMSA IPOZYKT paap;}“’“;;’*’;;"]‘j;;“ ASaas \ \$: (900
Pegasys 135 Mukporpama HIDKSKIHOHEH Pa3TBop ¢ MQ E 6 N N }4 % g

2. KAYECTBEH H KOMMYECTBEH ChCTAB

neruATepdepor anda-2a* (peginterferon alfa-2a*) ........covvciinviiiiiiiniannns 135 mMmxporpama
3a exun draxoH ot 1 ml ot pasteopa

*pexoMOMHEaHTEH HHTep(hepoH anda-2a, IpoU3BeHeH Upe3 IeHHO HIDKeHepeTRO OT Escherichia coli,
KOHIOTHpaH ¢ GHc-[MOHOMETOKCHITONHETHICH IIMKOJI] ¢ MolleKyiTHa Maca M 40 000.

3a IEaHHL CIHCHK HA ITOMOIHATE BEIIECTRa, BiK. Touka 6.1.

3. JEKAPCTBEHA ®OPMA
Hmxexipioned pasTeop.

PasTBOpET € NpospadeH U GeslBeTeH 10 OleA0KEIT.

4. KJIMHHUYHHA JAHHHA
4.1 TepanepTHYHH NOKA3AHHA

Xpourdes XenaTur B:

Pegasys e moka3as 3a Jederne Ha HBeAg-nionoxureneH unu HBeAg-oTpHIaTesicH XpOHHICH
XeaTuT B pH BL3pACTHY MALUFEHTH ¢ KOMIEHCHpaHO JepHoApobHo 3a60/ABaHe H NaHHH 32 BUPYCHA
PEIUTHKAIHA, IOBHIIEeH: cToliHocTH Ha ALT H XHCTONOTHIHO I0Ka3aHO depHoApoSHO BE3NaeH e
w/unu hubpoza (Bx. Touka 4.4 1 5.1).

Xpouumen xenarur C:

Pegasys e TIOKa3aH 3a JIe4eHHe Ha XPOHMYeH xeratut C Mpy BR3pacTHH NAIMEHTH, KOMTO ca
nioauTreEY 33 HCV-PHK B cepyMa, BRIFOYHTENHO AleHTH ¢ KOMIIGHCHPaHa LUpo3a /R
eHOBpeMeHHa uudeKIm ¢ KIHARIHO cTabmieH HIV (Bx. Touxa 4.4).

OIrruMan\uST HAYHH 38 IPWIeKeHue Ha Pegasys mpy NALMeHTH ¢ XpOHMYCH xXenatur C € B
KoMOHHaLws ¢ puGasuprH. TasH koMOHHAIHA & TOXa3aHa NPH IALMEHTH, KOUTO He ¢4 eKyBaHH
TIpeiIH TOBa, KAKTO ¥ NIPM TALHEHTH, KOHTO [pejil TOBa ¢a OTTOBOPHAH Ha JiSYeHHE ¢ HHTeppepoH
arnida, HO ¢a HOJNYIIIH PEHAHB clef CIIMpaHe HA TeparmiTa.

MoHOTepammuATa ¢ I0Xa3aHa IPSAHMEO B Clydai Ha HeIOHOCHMOCT HIH NPOTHEONOKA3aHHE 32
puOaBHpHH.

42 Jlo3MpoBKA M HAYAH HA NPHIOHKeHHE




Hoza, xoamo mpabsa da ce npunodicy, u NPOOBNJICUMERHOCT HA REYCHUETO

Xpomien xeratar B:

TpenopsuBanara £03a 1 NPOABICKAUTENHOCT Ha IPHIOKeHHe Ha Pegasys 1 nipu HBeAg-nonoxurenes,
‘1 1ipu HBeA g-oTpHiaTenex XponrdeH xenatut B e 180 (g BeAHBK ceAMIIHO B IPOXBIDKCHHE Ha 48

CEAMHIM Upe3 MOAKOKHO IPHIOKEHHE B KOpeMa HiIH OempoTo.

XpoHudeH xenatHT C:

IIpenopruBanarta go3a Ha Pegasys e 180 g BeAHEXK CEMMITIHO Ipe3 HOAKOKHO NPHIIOKEHHE B
KopeMa Wik 5eipoTo, NPHIoKeH KaTo KoMOMHAIMA ¢ puGaBEpHH NEPOPaTHO HITH KaTO MOHOTEPANHS.

Hosata wa puGaBUpHH, KOATO TpAGBa Ja C¢ H3TION3Ba B KoMOuHamsA ¢ Pegasys, e fafeHa B Tabmuma 1.
JlozaTa Ha pubaBupHH TpAOBa Ha ce IpHJIara ¢ XpaHa.

HQO@WGHM&JIHOCM HJ IeYyeruenio

IIpoABIUKHTENHOCTTa HA KOMOMHNPAHOTO JIcUeHAE Ha XpoHudeH xenaTut C ¢ pHbaBHpUH 3aBHCH OT
reHOTHNA Ha BHpyca. Tepanudra Ha nanueHTuTe, HadextHpan ¢ HCV ¢ renoTan-1, HesaBueHmMo 0T
BHUPYCHOTO HAaTOBapEaHe, TPAOBa Aa MPOXEIDKABa 48 CeMILIE.

TlamyenTn, sudexrapans ¢ HCV ¢ reqoTan 2/3, He3aBHCHMO OT BHPYCHOTO HATOBapBaHe, TpA0Ba Aa
ce JIeKYBaT B IIPOABIDKeHHe Ha 24 cepmuii (Bx. Tabmma 1).

Tabénuna 1: TIpenopsKu 3a o3EpaHe IpH KOMOEHHpPaHa Tepanng Ha naneeaTa ¢ HCV

YeroTAn Jloza ma Pegasys Jo3a a2 paGasaprn YIponbIRATENHOCT

Tenorem 1 180 pg <75kg=1000 mg 48 cepMuIH
=75kg=1200 mg 48 cenMuIH

T'enomm 2/3 180 pug 800 mg 24 cepMInmH

O6HKHOBEHO CE CUMTA, Y€ NALHEHTHTS, HHCKTHPAHH ¢ TEHOTHIT 4, ¢a TPYAHU 34 JiedeHue, a
OFpaHHYESHHTE JAHHH OT HpoyuBatmnaTa (N=66) ca COOCTaBHMH ¢ O3MPOBKATA KATO NPH NANHEHTH C
rerorun . Korato ce BieMa pelIcHHe 3a IPONBKUTENHOCTTA Ha JICICHUETO, TpabBa ja ce HvMa
TIPE/IBH/ M HAHIHETO Ha AOIEAHUTENHY PHCKOBH (akTopH. IIpu natmueHTd, HHQEKTHPAHH ¢ TCHOTHII
5 win 6, ceixo TpsOBa Aa ce UMa NPEABUA Ta3H JO3HPOBKA.

TIpenopE4BaHaTA HPOLBIDKHTISTHOCT Ha MOHOTepanus ¢ Pegasys e 48 ceamuny.

Ednospemenno unpexmupane ¢ HIV-HCV

TiperiopsaBanaTa 103a Ha Pegasys, caMOCTOATENHO WIH B koMGHHamus ¢ §00 Mmmrpama puaBEpyE,
e 180 jg BEOHEX CeMMMHO IMOAKOXHO B NIPOXBDKEHNE Ha 48 cemMuly, He3aBHCHMO OT TeHOTHIIA.
Be30nacHoCTTa H ehUKACHOCTTA Ha KOMOHHIpaHATA Tepanys ¢ pHOaBHpHH B AO3H NO-BHCOKH OT

800 mg MHEBHO WK NPOALIDKUTENHOCT Ha JICICHHETO TIof 48 ceMUIM He ca H3CIIeABaHM.

IIpedeudumocm na omz080pa u auncama Ha om2o80p
JokazaHo e, ye paHHHAT BHPYCONOTHIEH OTrOBOP K6M CeIMHIA 12, onpefieNneH KaTo HaMalCHHE Ha
BHPYCHOTO HaTtoBapBaue ¢ 2 log vk HeoTkpuBacMu musa Ha HCV PHK, mMaT mporsocTiaHa

CTOHHOCT 34 TpaeH BHPYCOJIorayeH otroBop {Bx. Tabmim 2 1 8).




Ta6auna 2: IlporaocTadEa ¢cTOHHOCT HA BHPYCOJIOTHYHASA OTroBOP Ha ceAMHna 12 IpH
npenopLYBaHaTa cxeMa Ha Ko3BPaHe NpH koMOBAApana Tepanas ¢ Pegasys

Tenoran Otpunarenua Tomo:KATEIRA
Bes Bes tpaed | Ilpornociua | Oiroeop Tpaen TIpornocThd
OTTOBOP BHpYcOJOT | Ha cTOHHOCT Ha BHUpYycOnord | Ha croffHocT
Ha HYeH ceMHIA | JeH OTTOROP
ceaMuna OTTOBOD 12
12
Tenotun 1 102 97 95% 467 271 58%
(N=569) (97/102) (271/467)
Tenorun2 u 3 3 3 100% 93 81 87%
{(N=96) (3/3) (81/93)

OrpHiaTenHaTa MPOrHOCTHYHA CTOMHOCT NP TPaSH BHPYCOIOTHYIEH OTTOBOP NPH NaUMEeHTH,
NeKyBaHH ¢ Pegasys kaTo MOHOTepanud, e Grra 98%.

Hono6Ha oTpHU@TeNIHa MPOTHOCTHYHA CTOiHOCT ¢ HablroflapaHa NpH NALHEHTH, HHQeKTHpaHH
eauoepeMenHo ¢ HIV-HCV, nexysauu ¢ Pegasys ka1o MOHOTepAaIHA Hitl B KOMOHHAIHA ¢ pHOaBHPHH
(100% (130/130) wru 98% (83/85) croTBeTHO). [T0JIOKUTEIIHI JIPOFHOCTHAHH CTOHHOCTH 0T 45%
{50/110) i 70% (55/84) ca HabmofaBany NPy NaUUeHTy, I0IyJaBaNIH KOMOHHEpaHa TepaIms,
unbexrupany exHoepemenno ¢ HIV-HCV, ¢ supycH ¢ reHoTan 1 1 resotum 2/3.

Kopuzupane na dozama npu nexcenanu nexapcmeeHy peaxyuy

Obwu nonoxcenus

Axo e HE0OX0IUMO KOpPHTHpaHe Ha o3aTa Mopafy YMEPEeHH A0 TeKKH HEeKeNAHH JIeKApCTEReHH
peaxiue (KIHHAYHH 1M 7a00paTopHH HaXOIKH), HA9aJlHO HaManeHue Ha Jo3aTa 710 135 pg
0OHKHOBEHO € AOCTATHYHO. B HAKOM ciydal o0ade ¢ HeoGxXomuMo HaMaieHle Ha fio3aTta xo 90 pg
unwm 45 pg, Crief OT3BydaBane Ha HeeNaHaTa JIeKapCTBCHA PEaKIIHA MOXe Ja ¢e 0OMHCIH
yBEMHIABaHE /IO MM KBM TEPBOHAgaNHaTa o3a (Bxc. 4.4 u 4.8).

Xemamonozuunu (exc. cvwo Tabruya 3)

ITperioppupa ce HAMANIEHHE Ha 103aTa NPH 6pon Ha HeyTpodmmare < 750/mm’. TIpy naIments
aBeomoTen 6poi HeyTpodmma (ABH) < 500/mm’ nevermero Tpa6Ba Aa ce IPEyCTAHOBH, JOKATO
crofistoctrTe Ha ABH focmarHat fo > 1000/mm’. Jleaenuero TpsbBa na ce OAHOBHY ¢ 032
ITEPBOHAYATHO OT 90 pg Pegasys B GpoAT Ha HEYTPOQHITUTE Aa C& MPOCIS/IIBa.

TIpenopsuBa ce HaManeHne Ha go3ara 0o 90 pg, ako 6poar na TpomboruTHTe € < 50 000/mu’.
TIpemops1sa ce NPeyCTAHOBSIBAHE Ha JIeUeHHeTo, KOTaTo 6posT Ha TpoMOGOLMTHTE MAa/HE O HUBO
<25 000/mm’.

Crnennute cuelTdHIHE NPENOPHKH ce OTHACAT 33 JISTeHNE HA aHOMEA, KOATO CE € MOSEMA 110 BpeMe
Ha JreueHmneTo: pubasupuH Tpa6Ba aa ce Hamarmu go 600 mg zperHo (200 mg cyTpun 1 400 mg Bewep)
B €JIMH OT ceAHHTe ciydan: (1) ako maienT 6e3 3HATHTENHO CHPASTHOCEHAOBO 3a00/ABAHE TONYIH
TIOHIEHHe Ha xeMorobuna 1o < 10 g/dl u 2 8.5 g/dl ww (2) axo mamueHT ¢6¢ cTabHIHO
CEPAEYHOCHI0BO 3a60/ABaNe IOy IOHIKeHHS Ha XemornobnHa ¢ > 2 g/dl mo Bpeme Ha HAKOS OT
YeTHPHTE CeIMHLM Ha JedeHue. He ce npenopsdBa BPBIaHe KM IIEPBOHAYANIHATA JO3HPOBKA.
Jleuermero ¢ pubaBHpuH TpsOBa Ja ce IPEYCTAHOBY B €iUH OT cleumTe caydau: (1) ako nalmeHt Ges
3HAYKTEIHO CHPASUHOCHAOBO 3a00/iABaHe Oy NOTBEPASHO NOHIDKEHHE Ha XeMOrnobuna o

< 8.5 g/dl; (2) ako maumeHT che CTabMIHO CEPNETHOCHA0BO 3200MBaHe NOAOLPKA CTOMHOCTH Ha
xemornobuua < 12 g/dl pBrpexs 4 ceMHIM Ha JIedeHHe ¢ HamMayieHa Jo3a. IIpH oT3ByJaBaHe Ha
OTKIOHEHHETO MPHIIOKEHHeTo Ha 600 mg AHeBHO pPHOABHPHH MOJKeE Ja C& BB3CTAHOBM, 3-CIEH TOBA Aa

ITEPBOHAYANHATA JO3UPOBKA HE C€ IPenopEYBa.



Tatoaana 3: Koparapage Ha 032Ta NPH HeXKe/I2HH JeKapCTBeHA PeaKAH (33 mosede YKazAHHA
BHA CBINO H TOPHEH TeKCT)

Hamanenne | Crupane Ha | Hamanemue Ha | Crmpane Ha | Cumpase Ha
Ha pubasupur | Pegasys o Pegasys KOMOHHAIATA
pubaBupHH 135/90/45 g
o 600 mg

AfBcomoreH

Gpoit <750/mm® | <500/mm’

HEeYTPOQHIH

Bpoit < 50 000/mm’ 3

omGomH > 25 000/mm’ <25 000/mm

XemornobHH

~mpunmnea | <10 g/dlna

Ha CBPASIHO > 8.5 g/dl <85gdl

3abonaBane

Xemornobun | Hamangeane | <12 g/dl

—HpH ¢=2gf/dlmo | BBIOpEKH

cTabrmo BpeMe Ha | HaMajeHaTa

CBEPACIHO HSKOA 0T 4- | Ho3amipes 4-

3a00MaBaHe Te CeNMHIM | Te CemMUITH

B cityuait Ha HEIOHOCHMOCT KBM pHOABHpHH TpA0Ba ia ce IPOABIKH ¢ MOHOTeparmd ¢ Pegasys.

Yeprodpobua gryuryus

Kone6Gaguara B OTKIOHEHUATA Ha QYHKIHOHATHITE YepHOApoOHH Ipobu ca YeCTH IPH NaHHEHTH ¢
xponpyer xenatur C. Kakro 1 npy apyrute anda uuTepiepoHy rnopuimenne Ha ALT Han H3XofiHuTE
auBa (MH) e 6110 HabmoaasaHo TpH DAIMEHTH, JIeKyBaHH ¢ Pegasys, BKIIIOUHTEIHO IIPH MALHEHTH C
BUPYCONOTHIEH OTTOBOP.

Ilo BpeMe Ha KIMHWYHHTE W3MUTEAHN:A MPH [FALHEHTH ¢ XpoHudeH xenatuT C ca HabmoaasaHu
H30/IApanH ciydaun Ha nopmueHre Ha ALT (> 10 x ULN mma > 2 x MH npu nmarvesTy ¢ H Ha ALT
> 10 x ULN) npH 8 ot 451 naumenty, nekyBahu ¢ KoMOHHIpaHa Tepailis, KOeTo € oT3Byqano 6e3
KOpMIHpaHe Ha jo3aTa. 1IpH NPorpeckBHo | NepcHcTHpamio nopmmenxye Ha ALT mosara TpaGea Aa ce
HaMaJH IMEpBOHaganHo go 135 pg. Jlesenuero Tpsbba Ja ce peycTaHOBH, ako ALT npogmbkasa ja
ce TOBHIIABa, HE3aBHCHMC 0T HAMANCHHETO Ha £034Ta, HIH Ce CHITFTCTEA OT NOBHIIEHHS HA
GHMpy6¥Ha HH ce TOABAT JAHHM 32 YepHOApoOHa AekoMIeHcanys (Bx. 4.4).

TIpH naiMeHTy ¢ XpOHUYEH XeNaTHT B npexonHo pasko opHmerue Ha HupaTa Ha ALT, noHakora
TipeBHIIaBamo 10 FETH ropHara rpaHuia Ha HOPMATA, He ¢a PAOKOCT H MOXKe A2 OTPassABaT HMyHHHAL
wmpsHe. OBHKHOBEHO JeYeHHeTo He TPA0BA Ja 3a109Ba, ako croiirocthre Ha ALT ca 10 mrsTH mag
TOpHaTa IpaHHia Ha HopMarta. Tpabea Ja ce 0OMUCIH NPONBIDKABAHE Ha JISYCHHETO ¢ I0-FeCTO
MOHMTOpPHpaHe Ha 9epHOIPoOHATA (YHKI[HS 0 BpeMe Ha piA3KoTO NOBHINEHHE Ha Hupata Ha ALT.
Axo mo3aTa Ha Pegasys ce HaMay WM JICIeHHETO ¢ PEYCTAHOBH, TEPAIniiTa MOXE Aa C& HOMHOBH
cliel OT3BydaBaHe Ha IOBHOIEHHETO (BK. 4.4).

Cheyuannu nonyrayuy

Hayuenmu e nanpednana evzpacm
He ¢ neobxomimMo KOpHTHpaHe Ha TpenopLYBaHaTa Jo3HpoBka oT 180 [ig BeHEX ceMITIHO, KOTATO
cc 3a09Ba JICICHHAS Ha MAIMeHTH B HarlpeHala BB3pact ¢ Pegasys (Bxk. 5.2).

Hayuenmu noo 18-z00wmna evspacm
BezomnacHoctta ¥ edrkacHoctTa Ha Pegasys nipn Task nomyn
TIpOTHBOIIOKA3aH IIPH HOBOPOASHH M MaliKH Jelia 0 3-ro
BemiecTO GeH3|oR ankoxon (BX. 4.3).

HMayuenmu ¢ Gubpeuro yepeocdane



Iipu namwesTs ¢ XpaeH cTapuii Ha Ox0peuno 3a6onaBane TpAOBA Aa ce NpHIara HAYANHa 71032 OT
135 pg (2. 5.2). HezaBHcuMo OT HadaTHATA 033 WIH CTeneHTa Ha 6L6peunoTo yRpexaane,
nialeHTHTe TPAOBA Na CE NPOCNEASRAT, KaTo J03aTa Ha Pegasys ce HAManH CHOTBETHO TIPH TI0SBa Ha
HEXENaHH JISKAPCTBEHH PEaKIHH B X014 HA JIEFCHHETO,

Hayuenmu ¢ wepnodpobuo yapesicoane

Hoxasano e, 4e IpH DaiMeHTH ¢ KOMIIeHcHpana rpposa (Hamp. Child-Pugh A) npunoxenueTo Ha
Pegasys e edexrusro 1 6e3onacHo. Pegasys He e H3cneBaH NpH NaUeHTH ¢ JeKOMIIEHCHDaNa
1upo3a (gamp. Child-Pugh B yuu C Mnu KepBsmu BapyIM Ha XpaHONpoBoAa) (Bixk. 4.3).

Knacuduxammara Child-Pugh pasnend nanpenture Ha rpymu A, B 1 C unu “nekn”, “ymepenn” u
“reKr’”, CEOTRETCTRANIM Ha 5-6, 7-9 u 10-15 Toukn, CEOTBETHO.

Mongadanapana oueEKa

Ormenxa CreneH Ha OTKIOHEHHE Bpoii Toukn

Esmedanonares HAMa
cTernen 1-2
cTeneH 3-4%

Acir JIMIICBA
JEK

yMepen

S-6mmipyOus (mg/dl) <2
2.0-3
>3

WY B = ) B e [ B

ST unit = pmol/] <34
34-51
> 51

S-anbymun (g/dl) >3.5
3.5-2.8
<2.8

INR <17
1.72.3
>23

L ) =W b — L N —

*cTeneHysade o Trey, Bums u Saundets (1966)
4.3 IIporABomoxkasaHHY

. CBPBEX4yBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO, KbM al(a HHTepdhepoHH, HIH HAKOE OT
TIOMOIIHKTE BEIECTBA
ABTOMMYHEH XeTIaTHT

. Texxko HapymeHne Ha YepHOAPOGHaTa GYHKUFA WK JeKOMIIeHCHpaa 1Mpo3a Ha JSepHid Apod
Hosoponenu 1 Maku fiella KO 3-ToXMmIHA BE3PAcT MopaiH ChAbPKAHHETO Ha OeH3MA0B
a/[KOXOJI KATO OMOIIHO BEIECTBO

. AnaMHesa 32 TEXKO NpeIecTBANl0 CEPASIHO 3a00NBaHe, BIUTIOIHTEHO HECTAOWIHO HIH
HEKOHTPONMPAHO CHpHEYHO 3a00NsMBane B NIpeAlecTRANIHTE 1IecT Mecela (Bx. 4.4)

. 3anoyrae Ha eyeHHe ¢ Pegasys e IpOTHBONOKa3aHo MPH NarpenTH, HHpekTupanu ¢ HIV-
HCV, ¢ nuposa 1 ¢ 6an o Child-Pugh > 6.

3a npoTHRONOKa3aHUA KbM pUOaBHpHH, xorato Pegasys me ce npiara B koMOuHaus ¢ pubasHpyH,
MOJEL, HRHIpABETe CHPABKA CHUIO ¥ B KPATKATA XapakTeprcTHKa Ha nipofykra (KXIT) na pubapupun.

4.4, Coennansd npefyupe:xieAns H HpeANa3HH MepKH HpPH ymoTpeda

Hecuxuunu napyuenua i HApYIESHUA ONt CHIDARA HA YeRMPATHAMA HepeHa
HAKOU nayuenmuy ca Habnodasany mexcku ecpexmu om cmpana na ITHC, oco



cyuyuoHu udeu u onumu 3a camoybuticmeo no epeme na nevenue ¢ Pegasys u 0opu cned
npeycmarosseanemo A Mepantama, npeduUMHo 8 b-MeceyHus nepuoo na npocnedssare. Jpyeu
echexmu om cmpana na ITHC, exmoyumenno azpecusno nogedenue (NOHIKoza HACOYEHO cpewyy dpyeu
Xopa), 06vpreare U NPOMARA HA NCUXUNECKOMO CLCHOAHUE, €A HADRI0OAGAHY NP NPUNOJCEHUE HA
anga-unmeppeponu. Ilayuenmume mpsbea da ce HabNOOABAM GHUMAINERHO 30 NPUSHAYY WY
cuMnmoMy Ha ncuxuyny wapyuterua. llpu nosea na maxuea CUMnNMoMu IeKysauuam iexap mpabea
O0a uma npedsud NOMEHYUATHAMA CePUOIHOCIN HA MEe3U HeXCeNanl peakyuy, kamo mpabeaa da ce
obmucnu HeoBxoduMocmma om adexeamuo ledenue. AKO HCUXUYHUME CUMRIMOMY REPCUCTUPAN Uiu
ce @Rowam, Uni ce yCmanoesm CyuyuOHU udeu, Npenopwvyed ce npeyenan06aeane Ha NeYeHUemo ¢
Pegasys u npocnedasane Ha nayuenma ¢ unmepeeHYUS HA NCUXUAMBY, NP HeoBX00uUMOocM.

HHayuenmu ¢ anamue3a uRY HANUYUE HA MENCKU NCUXUYHU CoCMOoanua: Axo ce npeyenu, ye e
HeobxoduMo nevenuemo ¢ Pegasys npu nayuenmu ¢ aHaMHesa Wiy HAMUYUE HA MEJHCKU NCUXUTHI
coemoanus, mo mpabea 0a ce 3anoyHe camo cned OcuZypAeaHe HA NOOXeOAWA UHOUBLOYARHA
QuazHOCMUKA U IeYeHYe HA RCUXUUHOMO CoCmonHue.

Koraro Pegasys me ce npunara B komOusarms ¢ pubaBrpHH, MOJLI, HATIPaEeTe CIIpaBKa CHINO H B
KpaTKkaTta XapaKTepHCTHKa Ha nipoaykTa (KXII) Ha pubaBHpHH.

Ha BcHYKH DAlWeHTH B IPOYIBaHAATA ¢ XpoHHdeH xenatut C e HanpaeeHa gepHofApobHa GHonens
NipeH BKIIOYRAHETO, HO B AAfICHH cHyqad (T.€. TIPH MALHCHTH ¢ TeHOTHH 2 HITH 3) € BE3MOXKHO
Negenye 6e3 XHCTONOrHYHO NOTBEpKAeHue. TpAGBa Ja ce HallpaBH CIPABKA CHC CBBPEMEHHNTE
YKa3aHKA 33 JISUSHKe TI0 OTHOIUGHHE HA HeOOXOMIMOCTTa OT 3epHONPOOHa Oroncns mpey
3aII0YBAHETO HA TeparniaTa.

TIpu nanpenry ¢ Hopmamsa ALT, dubposata nporpecupa cpefHo mo-6aBHO OTKOIKOTO TIPH NAIHEHTH
¢ iopimmeHa ALT. Topa Tpa6Ba Ha ce Ma npenBuA B6B BpB3Ka ¢ APYIY (PaKTOpH, KaTo NeHOTHII Ha
HCV, pe3pact, excTpaxenaTaiHy MPOSBH, PUCK OT NpEfiaBaHe M Ip., KOHTO MOBAHABAT PEIISHHETO
Jiam 3a00MaBaHeTo Ja ¢e IeKyBa HiH He.

TIpu narpenTn, egroBpeMeHHo HHGekTipanu ¢ HIV-HCV, mva orpanide s JaHHA OTHOCHO
edukacHocTTa ¥ GesonacHoeTTa (N = 51) npu stemia ¢ 6poit 5a CD4 nox 200 xrerku/ulL. Ilopanu Tosa
Ce NpenopEYEa BHUMaHHE IPH JISYeHUEeTO Ha MAleHTH ¢ Huchk Opolt Ha CD4.

Jabopamopru uscnedsarnus npedu 1 No gpeme HA NeHEHUemo
Hpenopsusa ce nmpeay Ha9aNoTo Ha jieyeHuero ¢ Pegasys Ha BCMHKH IaUHEHTH Ja C& HATIPABAT
PYTHHHKTE XEMATONOTHIHE H OMOXUMIMHY JTaDOpaTOPHH H3CTISABAHH,

Cnepmurre cTOMHOCTH MOTAT KA C& IPHEMAT KATO M3XOXHM HPH 3a04BaHe Ha JICUSHHETO:
- 6poii Ha TpomGonmTHTe = 90 000/mm3

- a6comoTen Gpoit Ha HeyTpodumTe = 1500/mm3

- afieKBaTHO KOHTpONHpaHa THpownna dymxums (TSH u T4).

XeMaTooTHIHITE HICACHBAHKA TpabBa Jia ce MOBTOPAT cneA 2 H 4 ceMui, a broxuMiraHy
H3CIICABAHKS — HA 9eTBBPTATa cenMua. Ileproudso 110 BpeMe Ha Jieuenuero TpadBa 1a ce
TIPOBEXKAAT JIONGIHHTEIHA H3CICABAHIA.

TIo BpeMe Ha KIMHHGHATE H3IIUTBAHHA JiedeHrero ¢ Pegasys e Gr10 CBEp3aHo ¢ HaManeHNe Ha o0mus
Opoit Gemm xpeBHY xiteTkH (BKK) 1 Ha abcomornus Gpo#t Ha HeyTpodunure (ABH), obrkHOBEHO
3aM0YBaM0 TIpe3 IepBUTe 2 ceAMMIM Ha ieueHneTo (Bx. 4.8). IIporpecupro HamaneHue cies 8

JIeuenueto ¢ Pegasys e 6110 cBEp3aHO ¢ HaMangBaHe Ha Gpo

KBM H3XOMHHTEC CH HHEA NIPSAH JICYCHHETO B paMKHTC Ha r{e[

(Bx.'4.8); B HAKOH cifydad MOXKE Ja HMa HyXHAA OT NPOMAHA) ¥




Tlo BpeMe Ha XTMHIYANTE N3NHTBAHHA ¢ GHNo HabMOXaRaHO pa3BUTHE HA aHeMus (XeMorIoOHH

<10 g/dI) npu no 15% oT narmeHTHTE ¢ XpoHU4eH XenatuT C, IEKyBaHH ¢ KOMOHHHpaHa Tepanus ¢
Pegasys u pubasuprs, YecToTaTa 3aBHCH OT NPOLBIDKHTETHOCTTA Ha JIETEHHE ¥ A03aTa Ha pHOARHPHH
(Bx. 4.8, Tabnuua 4). PucksT oT pasBHTHE HA aHEMH € TIO-TOJIM XIPH JKCHHTE.

Kaxro npu apyrute uarepdepon, Tpsbea fa ce BHEMaga, korato Pegasys ce rpmiara B xoMOHHaumst
¢ ZPYTH NOTEHLHANHA MHEJIOCYTIPECOPH.

" Endorpunna cucmema
ima crof6meHus 3a OTKIIOHEHHS B THPOMHAaTa (PyHKIH MM BIONIaBAHE Ha NMPeANIECTEANO
THPOHHHO 3a0oBaHe npu ynotpeba Ha anda uuaTephepony, BRIOTUTENHO Pegasys. IIpeau
3aroyBaHe Ha Tepamud ¢ Pegasys Tpabsa na ce uacnensat wusata Ha TSH u T, Jlewenueto ¢ Pegasys
MOJKE Jia 3aII0YUHe HIH a IPOMB/IKH, aKo HuBaTa Ha TSH Morat Aa ce mojurepixar B HOPMATHE
IPaHHLA NOCPEACTBOM MEHKaMEHTO3Ha Teparii. B Xoma Ha AegenyeTo TpsOBa j1a ce ONpemeriT
HuBara Ha TSH, ako MaleRTET pasBHe KIMMHIMHE CUMITTOMH, OTTOBAPAINH Ha €BSHTYANHO
HapynieHde Ha THpouaHaTa QyHKiEs (8:K. 4.8). Kakto npH ApyrHTe HETepdepOHH, OPH JSHYEHHE ¢
Pegasys ca 61iH HabIFOAABAHM XATIOTHKEMISL, XUePTVIHKeMHA ¥ 3axapeH ruaber (Bx. 4.8).

Cuvpdeunocvioga cucmema

Jleueruero ¢ anda uHTephepony, BIIOTMTENRO Pegasys, ¢ GHIIO CBEP3aHO ¢ XHIIEPTOHMI,
HaZKaMEepHU ApUTMHEH, 3aCTOHHA CEP/IedHa HeJJOCTATEIHOCT, O0JKa B TPBAHE KOII H MHOKApJESH
prdapkrT. IIpenopruBa ce Ha AIREHTHTE C NPeHIIeCTRAIH CEPICYHHA 3a00/I4BaHHA Ja CC HPaBH
eNeKTPOKapIEorpaMa el HaqanoTo Ha JICHeHHETo ¢ Pegasys. AKo BB3HHKHE BOmMaBaHe Ha
CEPAEYHOCHIOBHS CTATYC, JedeHHeTo TpabBa Jia ce PeKBCHE BPEMEHHO WIH Ja & NpeycTaHoR . IIpH
MAIHEHTH CBC ¢HPACIHOCHAORO 3a00ABaHe, HAIMYHETO Ha aHEMHA MOXKE Ja HajIoXKy HaManeHHe Ha
HO34Ta K TIPSYCTAHOBsIBAaHE Ha JICYeHHeTO ¢ pubaBrpuH (Bx. 4.2),

Yeproopobua yrxyus

IIpy nalMerTH, KOMTO Pa3BHAT HPH3HALM HA depHOApPabHA HEKOMIIGHCAIMHA IO BpEMe Ha JICISHHETO,
OprIoKenHeTo Ha Pegasys TpabBa Ra ce npeycranoby. Kaxro H IpH npyruTe anda HHTEpQEpOHH, e
Habmogaasano noprmernne Ha ALT Hay H3Xo)HITe HHBa IIPH IALMEHTH Ha jgeueHHe ¢ Pegasys,
BKJIOUHTENHO NpH NALMEHTH ¢ BHpyConoriieH oTrosop. Jledenuero tpabpa pa ce chipe, KOraTo
[OBHIIEHHETO Ha HuBaTa Ha ALT e IporpecHsHO H KIHHHYECKH 3HATHMO, HE3ABHCHMO OT
HaMaJIABAHETO Ha /{03aTa, WM € CHIPOBOAEHO OT IOBHIEHHe Ha AHpeKTHAL CrnHpyOnH (BK. 4.2 4
4.8).

3a pasnuKa o XpoHwdes xenatut C, IpH XponudeH xenarut B o6octpsanero na 3abonsanero no
BpEMeE Ha JIeUeHye He & PAAKOCT H Ce XapaKTepH3Hpa ¢ MPeXOMHo H NOTCHIHAIHO 3HATHAMO
noeumenHe Ha cepymuara ALT. Ilo BpeMe Ha KIHHIMHAATE H3NHTBaHAA Ha Pegasys npH NAlMeHTH ¢
HBV noagepTaHOTO NOBHIMEHHE HA TPaHCAMHHA3HTE € OHIO NPHAPYKEHO ¢ JIEKO M3pa3eHy NPOMEHH
B JIPYTHTE TIOKasaTeli Ha 9epHOApoOHaTa hyHKIMsA, 663 MaHHH 32 YepHOApoOHAa ASKOMUCHCALFA.
Tpy npHGIH3ATEITHO MONOBHHATA OT CIIyJalTe ¢ PA3KO MORHINEHUE, TIpeBHmasamo 1( TETH ropyara
rpaHHlia Ha HOpMATa, Jo3aTa Ha Pegasys e Ouna HaMaleHa WIH NSYCHHETO & MPSYCTAHOBEHO JI0
HOPMATH3/paHe Ha TPAHCAaMHHA3HTE, KATO APYToTO JiedeHHe € NPONbIDKaBao Ge3 HaMeHeHHd. Bra
BCHYKH CITyYaH € NPeloPEYAHO N0-9ECTO MOHITOPHpaHe Ha JepHoxpoOHaTa QyHKI.

Cepoxuyecmaumentocm

Ilo epeMe Ha JNeqenue ¢ anda HHTEPHEPOHH PAIKO € HAOMOAABAHA TexkKKa, 0CTPA PEAKIHL Ha
CBPBXIYBCTBMTENHOCT (HANp. YPTAKApHS, aHTHOeAEM, GpoHXOCTIashM, aHadMIakeHT). AKO TOBa C&
cITy4w, JiedeHHeTo TpAOBa Aa ce cilpe M He3a(aBHO fia ce 3anoyHe NONXOAAN0 MEAHKaMEHTO3HO
negenve. JIpexomuure o0pHBH HE Hajlarat NPeKhCBAHS Ha TEPAMATA,

Asmounynno zabonneane
Hma cbo0mEeHu s 3a pasBHTHE Ha aBT0-aHTHTENA H aBTOMMYHHHM 3a00aBaHus IT
anda uHTepdepony. IaunerTuTe, NPEAPASNONOKEHH KBM Pa3BHTHE HA aBTO
MOXKE 712 ¢a H3JI0JKEHH Ha [O-roiAM preK. IlanueHTHTe ¢ NpH3HALM HIIH C.

ABTOHMYHHH HapyiIeHus, Tpa6Ba J1a ¢e H3CaeNBaT BHAMATEIHO H CHOTHOII




TIPOBIDKATEITHO Neverye ¢ narepbepon Tpa0bBa a ce mpeolieHH (BX. CHIG0 M EHAOKPHHHA CHCTEMA B
44 u4.8).

Debpunument

Brnpeku ue pH3HAIM HA (eOPHAHTET MOKE A4 CE CBBP3BAT ¢ TPHIIONOACOCH CHHAPOM, KOHTO ce
cp0o0IMaBa gecTo 10 BpeMe Ha jedenye ¢ natepdepoH, Tpa0Ba Aa ce HRKT0YaT APYTH NPHIKHHA 32
nepcucTHpan Gebpumaret, 0co6eHo cepHO3HH HHpeKiH (GaxTepHanty, BHPYCHH, MHKOTHYHH), 110~
CHELMAIHO MpH NaNUeHTH ¢ HeYTPOIEeHuUS.

Ounu npomenu

Kaxro ripy apyruTe HETephepOHH, B peAKK CIlydaH npHu Jedenue ¢ Pegasys ce crobmasa 3a
PETHHOIATHS, BKJIOYMTENHO KPFBORMBY B PETHHATA, TaMyKkooOpasHH fereHepaTHBHH NETHA, 6lIEM
Ha TaNIaTa, HEBPOIaTHE Ha 3PHTCNHES HepB M apTepHallHa HiTH BCHO3HA OKIIy3HA Ha PETHHATA,
KOHTO MOKe JIa HOBEHAT A0 3aryba Ha 3peHHeTO. BCHUKH NaiiMeHTH Tpa6Ba Aa ce HOJUIOXKAT Ha
OCHOBEH O(yTAMMOJIOTHYeH Hiperiel. Beexu nalyeHT, KOHTO ce OIaKBa OT HaMalleHHe WiH 3aryba ka
3peHueTo, TpabBa fa ce NOAJI0XKH Ha He3abaBeH M ITbeH o TATMONOT e  iperyiel. IIpy nanpeHTs
CBHC CHIECTBYBAINH O(TAIMONOTHIHH HAPYIMEHHS (Hanp. MabeTHa K XMIIePTOHHYHA
peTusonaTHA) TPAGBA Aa ce POBEXAAT NEPHOAHIHHE 0 TAIMONOFHIHY NpPEIJIeHH 0O BpeMe Ha
seyenHeTo ¢ Pegasys. Jleuenuero ¢ Pegasys 1pa6pa 1a ce NPeyCTaHOBH IIPH IIALHEHTH, IIPH KOHTO C6
PA3BHAT HOBH HJIM C€ BJIOMAT HANHYHUTS O(TaIMONOFHYHY 3200 ABaHH.

FBenodpobru npomenu

Kaxro npu npyrute anda urrepdepouu, o BpeMe Ha JiedeHe ¢ Pegasys ce cpofnlasa sa
Genoapo6HHE CHMITIOMHE, RKIFOYBAITH AUCHHES, GenoapoGHH HHGIITPATH, IHEBMOHIA H NHCBMOHHTH.
"B crygaif Ha HepCHCTHPAIIH ITH HeoGacurMH Geloapobry HEQHMITPATH WIH HapymeHa Gesonpobra
byHKimA iedeHHeTo Tpadea fa ¢e IpeyCTANOBH.

Kooxenu napywenus

TIpritosxeHreTo Ha anda URTepdeponH e 610 cBBp3aHo ¢ 000CTPsHE WK MOSBa Ha TICOPHA3HC H
capkomzo3a. Pegasys TpsaOBa Aa ce NpHyara BHUMATENHO NPH NAUHEHTH C [ICOPHA3HC H TIPH CITY9dH Ha
TI0STBA MITH BIIOIIABaHe Ha ICOPHATHYHY Jie3nH TpAOBa la ¢e OOMHCIIH NpeyCTaHOBABAHE HA
IE4EHUETO.

Tpancnnanmayus
BesomacHOCTTa M eHKACHOCTTA Ha JiedeHHeTo ¢ Pegasys He ca ycTaHOBeHH NPH NAHEHTH C
gepHOApoGHA TPAHCINIAHTALNS.

Hayuenmu, ungpexmupany eonospemenro ¢ HIV-HCV

Morisi, HampaBeTe CIpaBKa ¢bC CHOTBETHATA KPaTKa XapaKTepPHCTHKE Ha TIPOZYKTa Ha
AHTHPETPOBUDPYCHUTE JIEKAPCTBEHH NPOAYKTH, KOHTO I Ce PHeMaT eJHOBPEMEHHO C JIEICHASTO 33
HCV, 0THOCHO NIPOABUTE H ASIeHHETO Ha TOKCHIHHTe ABJICHUS, CICLUGIIHA 33 BCCKH NPOAYKT H
BE3MOIKHOCTTA 32 NIPHIIOKPHBAHE ¢ TOKCHIHOCTTA Ha Pegasys ¢k win Ge3 pubaeupuH. 110 BpeMe Ha
KAMHEEHOTO wamHTEage NR 15961, xpaeTo HAIHeHTHTS ¢a JISKYBAHH efHOBPSMEHHO CBC CTABYIHH K
HHTephepoH che WK Ge3 prbaBUPHH, YecToTaTa Ha IIAHKPEaTHT W/l NaxTauujosa e 6mna 3%
(12/398).

HamuenTs, wabexkTHpaHH eqHOBpeMeHHo ¢ HIV 1 nonyyasanii BHCOKOaKTHBHA dHTHPETPOBHPYCHA
tepammis (BAAPT), Moxe Jia ca OUIOMEHH HA HOBHIIEH PHCK OT PasBHTHE Ha JIAKTAlWA03d. Tlopamu
ToBa TpAOBa Ma ce BHUMaBa IpH foGapsue Ha Pegasys u pubasupus kbM BAAPT (sx. KXII Ha
pubaBHpHH).

TammenTy, rHdexTHpaHH eqaospemerHo ¢ HCV/HIV ¢ Hanpe):[ﬂa:rx/c‘r_a%“‘lf LHPO3a, NOYyJaBainy
BAAPT, Mo:xe a ca MOMIOKEHH ChINO H Ha TMOBHIIEH PHCK OT %B;I@Ei{x':g;ﬁa
HAEKOMIIEHCAIHS M BE3MOKHO CMBDT, aKO Ce JIeKyBaT ¢ puba %,K’OM 3

BrmOUMTEHO Pegasys. MsXoqHHT: noka3aTens OpH e4HOB egé’ﬂﬁo HHbex ITHPOTHIHH
IAIMEHTH, KOHTO MOJKE Ja 2 CBBP3aHHK C YepHOAPoOHa Je -q’ximé;_{" HHA;BEJ @a : [IOBHINEHH

s




cTOMHOCTH Ha cepyMHHA OrnUpyOHH, NOMIDKEHA CTOHHOCTH Ha XeMOTVIO0HHS, TIOBANIEHa aKanHa
thocharaza mwin noHwkeH Gpoil Ha TPOMOOIHTH, KaKToO H JledeHHe ¢ munanosuH (ddD).

HanmenTy ¢ eaHoBpeMeHHa nHpeKHa TpsOBa aa ce IpocheiTBaT BHHMATeNIHO, KaTo 110 BpeMe Ha
TepamusTa TpsGea Aa ce ouenspar rio Child-Pugh 1 newenuero Tpabea aa ce npeycranoBn He3abaBHO,
axo nporpecupar keM Child-Pugh 7 unu nosege.

4.5 BzamMogeiicTBHe ¢ APYFH JeKApCTBEeHR HPOSYKTH B APYTH (hopMH Ba B3anMoAelicTBHe

IIpoyuBamma 32 B3auMOACHCTEIATA HMa CaMO TIPH BE3PaCcTHH.

IpunoxenueTo na 180 pg Pegasys BeHEXK ceIMMTHO Ha 3APaBH MEXE B IPOARDKEeHHe Ha 4
CeIMHIY He € okasano edekT BLpXy QapMakOKHHETHIHNTE HPoQHAH Ha Me(eHUTOHH, AAlCOH,
NeBPU3OKBYH M TONOYTAMEJI, KOSTO HOKa3Ba, 3¢ Pegasys nama edexT Bopxy MerabonnrHaTa
aKTHBHOCT in vivo Ha H30eH3HMuUTe Ha iproxpom P450 3A4, 2C9, 2C19 u 2D6.

B chmoT0 H3cneaBane ¢ HabmonaraHo 25% nosumenue Ha AUC Ha Teodumisa (Mapkep Ha
aKTHBHOCTTA Ha muToxpoM P450 1A2), xoeTo riokazBa, ge Pegasys ¢ MHXubGHTOp Ha aKTHBHOCTTA Ha
maroxpom P450 1A2. Ipy nanpenTH, npHemMany TeopHIHH eqHOBpeMerHO ¢ Pegasys, TpabBa ma ce
NPOCHEGHAABAT CEPYMHHETE KOHICHTPAHH Ha TeoQMAKNH H I03aTa MY Ja C& KOPHIHpa CROTBETHO.
MaxcHManHo BlauMoacHCTBHE MEKAY TeodunuH 1 Pegasys Moxxe Aa ce ouakea ClIe] roBede oT 4
CGAMMITH Ha iegeHue ¢ Pegasys.

Pesysrrature oT GapMAKOKHHETHIHATA JaCT Ha IIUTOTHHTE NpoydBarys (asa Il ne nokassat
(apMaKOKHHETHIHO B3aUMOAEHCTBHE Ha laMuByXHH ¢ Pegasys npu nanents ¢ HBV wim Mexay
Pegasys u pubasupaH npu napedTH ¢ HCV,

Hayuenmu, ungpexmupanu ednospemenno ¢ HIV-HCV

He ca nabmoyxapaHy BUOWMH JaHHH 32 ISKAPCTBCHH B3aRMOJEHCTEHA NpH 47 HAleHTH,
rH}exTUpary eqHopemenso ¢ HIV-HCV, 3apspmpns 12-cemMugHo $apMakoKHHETHIHO IPOYIBaHe
¢ Ies H3cIe/Bane Ha edekra Ha puOaBHpPHH BEPXY HHTpauenyIapHoTo dhocdoprrpate Ha HIKOH
HYKICO3H/(HH HHXHOHTOPH Ha 00paTHaTa TpaHCKPHNTa3a (JIAMMBYNHH H 3M0BY(UH HIH CTABY/UH).
Topamu rofsMara BapuabunHocT 06ate JOBEPHTEMHITS HHTEPBATH ¢a GHiH 10CTa FONeMH.
ITnasMeHaTa eKCIIO3HITHA Ha pHOABHPHH H3MIeHKAA HE Ce NOBJIHIBA IIPH eAHOBPEMEHHOTO
IpHWICKEHHE Ha HYKICO3HAHH HHXROHTOPH Ha obparnara TpaHckpuntasa (HHOT).

EIHOBpEMEHHOTO TIPHIOKEHHE HA pHGABHPHH U AMIAHO3MH He CC mpeTioppaea. Excriosmyiara Ha
JMIAHOZMH HIH HeFOBMA aKTHBEH MeTaGoNuAT (MHneoKCHaeHo3HH 5°-1pudocdat) ce ysennyasa in
Vitro, KOTaTo JHAAHOSHH Ce [IPHIAra eHOBPEMEHHO ¢ pubaBApuH. HMima croOmeH A 3a JieTAHA
9epHOAPOOHA HEZOCTATFIHOCT, KAKTO H NePAQEPHA HEBPOIIATHA, AHKPSATHT ¥ CHMITTOMATHIHA
XHIepIaKTATEMHA/TIAKTALMA03a IPH TIPHIIOKEHKe HA PHOaBHDPHH.

4.6 DBpemenHoCT H KEPMEHE

HaMa ageKxsaTHH AaHHH 32 NPHICKEHHETO Ha HierHHTephepoH anda-2a npu GpeMeHHN JKeHH.
ExcnepyMeHTanHuTe POy IBaHHsA IPH KMBOTHH ¢ HHTepdepOoH alha-2a NOKa3eat PeNpoAyKTHRHA
TOKCHYHOCT (BxK. 5.3) H IOTEHUMATHHAT PHCK IIPH X0pa He ¢ W3BecTeH. Pegasys 1palsa na ce
H3II0M3Ba 10 BpeMe Ha OpeMeHHOCT CaMo aKo IOTEeHIMaJHaTA H0JI3a OT JIeYeHHETO OIpaB/iaBa
BB3MOKHI PHCK 33 (eTyca.

He e u3BeCTHO NANH HAKOA OT CHCTABKMTE HA TO3K JIEKAPCTBEH NPOAYKT C& eKCKPETHPAT B KBpMaTa
nipH goBeKa. [fopaiH BE3MOKHOCTTA OT HEXKeJIAHH JISKAPCTBEHH PEaKilHH IIpH KbpMad
KEpMEHeTo TpsGBa 1a cé 'npeycrainSBH nped Aa ce 3al0gHe JeICHHE.

Hpunoscenue ¢ pubagupun
JIOKa3aHH Ca 3BAYKTEHH TepATOTeHHY Wi eMOpROTMAHY e(EKTH BBRB BC
BMIOBE, TpeTHpaHH ¢ pubapupui. JleueHneTo ¢ pubaBKpHH ¢ NPOTHBOMOKA3aHO




Tpatea ga ce RHMMaBa H3KNIOTHTENHO MHOTO, 3a I3 ¢ B30erne OPeMEHHOCT NPH TANHEHTKY KEHH
HJIH YIPH TIapTHROPKH Ha MAlHEHTH MEKE, JISKyBaHH ¢ Pegasys B koMOuHaums ¢ pubasupus. K
TIANMEHTKHTE KeHH ¢ JeTepOeH NOTCHIHAN, H TeXHHTE NapTHEOPH TPAOBa Ja H3MOI3BaT eeKTHBEH
MeTOJ 33 KOHTPALEIIIHA N0 BpeMe Ha JIedeHHeTo | 4 Mecelia ciel NpHwrodsaHero my. M nanuenrure
MBKe, ¥ TeXHATE NApTHEOPKY TpAOBa A3 H3m0N2BaT edeKTHBSH METOH 3a KOHTPAUSIHA IIo BpeMe Ha
JiegenveTo U 7 Mecena cnel NpUKIFoYBaneTo My. Mons, Hanpaeere ciipaeka B KXTI na paGasupuHH.

4.7 Edexrn Bbpxy cnocodnocTTa 32 modupane H pabora ¢ MAIEHN

Hsma nipoyusaHig 3a edekTHTe BEPXY ¢I0co0HOCTTA 3a modipane u pabora ¢ MammHH. [JaimenTire,
KOMTO Pa3BHAT 3aMaiiBaHe, 0OBPKBaHe, CHIJIABOCT HIH yMOpa, TpsOBa Aa OL1aT npefAypeseHH Ja
u304rBatT modHpaHeTo WK paboTaTa ¢ MAIHHH.

4.8 Hexenann JekapcTBeHA PeaKIuH
Onum om KiuHuYHUmME USHUMBaHUA

YecToTATa M TEXECTTA Ha Hali-uecTo chobMaBanuTe HexxejlaHH PeKapcTBeHH peakipi ¢ Pegasys ca
Tiono0HH Ha TesH, ChoGIIeRH ¢ HHTephepoH anga-2a. Hal-uecto cho0masaHuTe HesKeNaHH
JleKapcTBeHH peakimu ¢ Pegasys 180 pg ca 6 npemsMHO JEK0 A0 YMEPEHO H3Pa3eHH I0 TeXECT U
¢a G ornangBaHy Oe3 HEOOXOAMMOCT OT NIPOMSIHA Ha O3HPOBKATa MM NPEYCTaHOBABAHE HA
JICIERHETO.

XQOHI{'IBH XenaTeT B:

o BpeMe Ha KINHWYHUTE HIMUTBAHNA ¢ 48 celMHI Ha NevueHHe ¥ 24 Ce/MIIH ISPHON Ha
npocieaskane MpodIET Ha GesonacHocT Ha Pegasys IpH NAIMEHTH ¢ XPOHKTIEH Xenatut B e 6un
nofo6eH Ha TO3H, HaO/mro#asal NP TIAUHEHTH ¢ XpoHudeH xenaTyt C, BRIPEeKH Je YeCTOTaTa Ha
cHODMIEHATE HewKeTlaHH JIeKapCTBEHH peakuyy e G1a 3a6eneuMo [Ho-Manka MIpH XPOHIIeH XeNaTHT
B (8. Tabmema 5). Ocemaecer U oceM (88%) npomeHTa OT NaleHTHTE, JIeKyBaHH ¢ Pegasys, ca
TIONYYHIH HesKesaHH JIeKapCTBeHH PeakIiy B cpaBHeHue ¢ 53% OT NlalueHTHTe B CpaBHHTeIHATa
TPYIIa, JIEKYBaHa ¢ JaMUBYIHH, KaTo 6% oT NeKyBaHuTe ¢ Pegasys M 4% OT NallueHTHTE, JIEKYBAHH C
JAMHEBYIAH, ¢4 HONYIHIH CEPHO3HY HeXenaHy cEOMTAA 10 BpeMe Ha KIIHHIYHHTE H3HTRaHk. et
HpOIIEHTA OT NALMEHTHTE C2 NIPEYCTaHOBHIIH JIedeHHeTo ¢ Pegasys Mopa/iH HexXelaHH CHOHTH HWIH
nafoparopau OTKIOHEHHS, kKaTo nof 1% ca oTmamHamy OT FPyNara, IeKyBaHa ¢ JIAMHBYIHH, TI0paaH
MpHYHHH, CBBP3aHH ¢ OesonacHocTra. CTeNeHTa Ha IPeKbCBaHe Ha JISHCHHETO IIPH IIAUHEHTHYE C
mipo3a e Gmia momoGHa Ha Tasy OT oOIHaTa NoNyJIALKAsY BB BCAKA FPYia Ha JISYeHHE.

XpomideH xenatlT C:

Hayuenmu, ednospemenno ungexmupanu ¢ HIV-HCV

IIpH mauveHTH, eMHOBpeMeHBO HHGekTHpany ¢ HIV-HCV, npodireT Ha KAHHUIHATS HEXeTaHH
cBE6HTH, cHo0mEeHH 3a Pegasys, IpHIIOMkeH CaMOCTOATENHO WK B KoMGuHamws ¢ pubasHpus, ¢ 61
nono6en Ha To3H, HaGMoRaBaH NpH nanpentare, uadexTHpanu camo ¢ HCV (Bx. Tabmaim 4 1 5).
Jlewenneto ¢ Pegasys e GHIIO CBEP34HO ¢ HAMaIeHHe Ha a0comoTHUA 6poit na CD4+ wietkn npes
HEPBHTE 4 ceMHIM Ge3 Hamanerye Ha ripouenta Ha CD4+ wiretkure. Hamanenuero Ha Opos Ha
CD4+ xnetxure ¢ Ouwio o0paTHMO clieli HaMaNeHHe Ha {03aTa WK NIPSYCTaHOBABaHE HA Tepanydra.
Tipuiosxeruerc Ha Pegasys He e uMano 3a6eexuMo OTPHIATENHO BIHAHHIE BEPXY XOHTposa Ha HIV
BHPEMHEATA [T0 BPEME Ha TEpAlHATA HAH B IEPHOA2 Ha NPOCHESBane. JAHHNATE OTHOCHO NAIlHeHTHIS
¢ eqHOBpeMerHa HEdextmA ¢ 6poit na CD4+ knetxure < 200/l ca orpanmaenu (N =31).

Tabmima 4 npexcTasa nperdies] Ha 6e30MaCHOCTTA MPH Pa3iIHITE CXEM
xomOHHaLks ¢.pubasupus npn naipentTy ¢ HCV o nauwents ¢ HIV-

ég},ua:ﬂme g ¢ Pegasys B
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Tabnmana 4: IIpersen na GezomacHocTTa IpH cXeMH HA JieuenHe ¢ Pegasys — komOmaapana

Tepanns ¢ pubapapan npa nagaenTd ¢ HCV mar ¢ HIV-HCV

Mobsonudexnaa ¢ | Moronadexnas ¢ Ennoppemenna
HCV HCV padexnasa ¢ HIV-HCV
Pegasys Pegasys Pegasys
180 pg 180 pg 180 pg
& & &
Ribavirin Ribavirin Ribavirin
800 mg 1000/1200 mg 800 mg
24 ceamuim 48 ceppMuiy 48 cepmuim

CepHO3HH HexelaHH 3% 11% 17%
cr0HTHA
AneMus (xemornotug 3% 15% 14%
<10 g/d)
TIpomsHa Ha no3arta Ha 19% 39% 37%
prbasnpHH
IIpeneapuTento
NpeKbeBane TIopamH 4% 10% 12%
HeKeJIaHH CHOMTHA
JIpenaBapuTenio
TipeKsCBaHe MopamH 1% 3% 3%
N200paTOpHA OTKIIOHEHHI

Ta6anna 5: Hexenxapn peaknan (decrora = 10% BBB BeAKA TepaneBTHYHA IPyna) NpH

nanaents ¢ HBV unm ¢ HCV
HBV HCV
TesecHa cACTEMA Pegasys HCY HCV HCV HCV HIV-HCV
180 pg Pegasys Pegasys Pegasys IFN alfa-2b Pegasys
180 pg 180 pg 180 pg 3IMIU 180 pg
& & & &
Ribavirin Ribavirin Ribavirin Ribavirin
800 mg 100071200 mg | 1000-1200 mg 800 mg
48 cenmunu | 48 cepym | 24 cemMune | 48 ceaMBUM 43 cemMuill 48 cepMUIH
N =443 N =827 N=207 N =387 N=443 N =288
% % % % % %
MeTaboaa3oM |
XpaHeHe
AHopekcHa 13 16 20 27 26 23
HamanaeaHe Ha 4 5 2 7 10 16
TENIOTO
Heppo-mcHXKYMHH
HAPYHICHAS
Tnasobonue 23 52 48 47 49 35
Beacrare 6 20 30 32 37 19
PasppasHUTEeNHOCT 3 17 23 24 27 15
JenpecHs 4 18 17 21 28 22
3amaiipasie 6 14 13 15 i4 7
Vepexnane Ha 2 9 8 10 13 2
KOHUCHTPAIHATA
TperoxKHOCT 3. 6 8 3
PecnHpaTopBH
HApYIeHAS
JucnHes 1 5 11 . 13
Kamnuua 2 4 [ 13




CromamHo-
4peBHH
HapyHIeHns
Tanene 6 24 29 28 28 24
Juapua 6 16 15 14 10 16
Kopemna Gonka 4 i5 9 10 9 7
Koxa
Anonenus 17 22 25 24 33 10
Copbex 6 12 25 21 18 5
Hepmatur <1 9 15 16 i3 1
Cyxa Koxa 1 5 13 12 13 4
Hapymenns Ha
MYCKYJIHO-
CKeJIeTHaTa
CHCTEMA
Muanras 25 37 42 38 49 32
ApTtpanrps 10 26 20 22 23 16
Obun
YMopa 21 49 415 49 53 40
TIupexcua 52 35 37 39 54 41
Parop 6 30 30 25 34 16
Pearamus Ha 7 22 28 21 15 10
MACTOTO Ha
HHIKEKTHPaHS
Actenus 11 7 18 15 16 26
Bonka 1 11 9 10 9 6

Tatanna 6: He:xenann peaknan (decrora < 10%), cho0menn upa MoHoTEpanng ¢ Pegasys mpa
panuerTH ¢ HBV anm HCV pnn B KoMOEHANEA ¢ pabdasapEH Hpi# nanaeata ¢ HCV

TesrecHa cHCTeMa Yeeru Yeern Hexectn 10 pefkn
<10%-5% <5%-1% CePHO3HH HEXEAAHA

enburas <1% -<0.1%

Hubekimu u Xeplec CHMITIEKC, KO3KHa HHbeKus,

urdecTann HE(QEKIHA H2 TOPHUTE TIHEBMOHHSA, OTHT Ha

JHXATeHH ITFTHILA, BLHIUIHOTC YXO,
GpoHXuT, opanHa CHEOKApIuT
KaHIBAo3a

Heomnazmu - yepHoApoOHa HeomIazMa

moBpoKadecTBEHN H

3NOKAYECTBEHH

Hapymenug na aHeMu,

KPEBOHOCHaTa K numMpHa mamapeHoOnaTHA,

CHCTEMH TPOMGOIUTONEH s

Hapyimrerns Ha HMyHHaTa HEHOOATHYHA HiH

CHCTEMA TpoMbOOTHYHA

TpoMOOLHTONEHIYHA
ITypirypa, THPOWIHT,
TICOPHA3KC, PEBMATOMALH
apTPHT, CHCTEMEH JIYIyC
EpHIEMATOIEC,
CapKOHIO3a,
aHadHIaKcH

HapymeHns Ha XHIOTHPEOHAHUIEM, Iuabet

SHIOKPUHHATa CHCTeMa XHIEPTHPEOHAUIEM =[x,

Tleuxv<HH HapymeHus TIPOMEHH Ha HEPBHOCT, HAMaJle féga?f“ “CynimmieaneH,
HACTPOEHHETO, NHEUTOTO, arpec g@ | —@__\%Oy‘ﬁfﬁ‘i&
€MOITHOHANHH & NCHXY
HapymeHHs = 1

1
Hapymuenys Ha HepEHATA | BROMABAHC Ha IAMETTA | HAPYMEHH Ha HKYcA, 5 | HBpOLATH,

G
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CHCTEMa

cnabocT, mapecTesyy, KoMa
XMOOECTE3MH, TPEMOp,
MHTPEH4, CEHHMBOCT,
XHOEPECTe3HH, KOIIMapH,
CHHKOH

Hapymenns Ha oxoT0 pazMazaso 3pEHHE, #1382 Ha POroBULIATA,
BB3NancHHe Ha O9UTE, PETHHOTIATHA, CBAOBO
kcepodTanmus, Gonka B | HapyYDIEHHE Ha peTHHATa,
OUMTE KPEBOHM3/HB B PETHHATR,

OTOK Ha [TamwiaTa,

HEBpONATHS Ha
3pHTENHHA HepB, 3ary0a
Ha 3pemHe

Hapymenns Ha yxoto H BepTHTO, OONKa B ymHTe | 3aryfa Ha cryxa

BETPEIHHOTO YXO

CrprevsH HapyIIeHus crpuebueHe, nepiudeped | apHIMHS, HaKaMepHa

OTOK, TaXAKApAHA TaXHKApIHA, IPEACHPAHO

Tperrene, sacTofina
CEpAEIHA
HEJOCTAaTEIHOCT, aHIHHE
TIEKTOPHC, TIEPHKAPAHT,
MHOKapaeH HHbapkT

ChH0BH HapyHIEHHA 3a9epBABaHE Ha KOKATA MO3B4YeH KPBBOH3IHEE,

. XHIEPTeH3HA
PecnspaTopHH, IPHIAHE H 6ONKH B rBPIIOTO, XpHIIOBE,
MeNHACTHHANHH JIHCIIHES TIPH YCHIIHE, HHTEPCTHIHANEH
HapYIIeHAs eITHCTAKCHC, IHEBMOHHT C JIETANCH

Ha30thapUHTHT, u3xon, 6enoppoben
KOHTECTHS Ha CHHycHTe, | eMOONHIEM

PHBHT, Ha3anHa

KOHTecTHA
CToMaimHO-4peRHH noBpEINaHe, CyX0Ta B S3BH B YCTATA, MENTHYHA 13B&, KbpBEHe
HapymeHnus YCTaTa, AUCHeHCHS METEOpH3EM, KEDBEHE OT | OT CTOMAIMHO-YpeBH!s
: BEHIIMTE, CYOMATHT, Tpaxt, o6paTimMa
aucarns, TITOCKT [IAHKpPEaTHYHA PeaKua
(T.e. NOBHINEeHNe HA
aMiia3a/Npnaza csC HIH
He3 xopemHa Gonka)
Xenato-6uAHaDHA ‘yepHOApOOHA
HapyLeHus HEOCTATEYHOCT,
gepHOApobHa
AUCHYHKIHA, MacTHA
yepHOApoOHa
JlereHepalys, XONaHTHT
Hapymenus Ha Koxara | o0pHB, 3acHneno £K3eMa, HOITHO aHCHOeHeM
TIONKOMKHATA THKaH H3MIOTABAHE H3FOTABAHE, HCOPHA3HC,
peaxims Ha
(OTOUYBCTBHTENHOCT,
YPTHK2pHI, HapylIeHue
Ha KOXaTa
Hapymenus na Gonka B TEpOa MYCKYJIHH CIia3MH, GoNKa | MHOZHT
MYCKYJIHO-CKENeTHaTa B IIYATA, MYCKYAHO-
CHCTEMa, cKenetHa GonKa, KOcTHA
CHeHHUTENHAT TEKAH B GoJKa, apTpHT, MYCKY/IHA
KOCTHATA CHCTEMA cnafoct
Hapymrenns na HMMIIOTEHTHOCT
BE3IPOH3BOAHTENHATA
CHCTEMa H rbpIaTa
OOBHIH HapYIUEHHA H HepasoNoXKeHe,
edeKTH Ha MACTOTO Ba. neraprus, bonka B
HPHAOKEHHE . I'bpANTE, TOPEHTH BBIHNK,

SKKAA, TPHIIONOA06H




sabongsane

Hapanssanus n : Npeno3xpaHe Ha
OTpaBiAHHA BEIMECTBOTO

MHoro paaxo aidia HHTepdepoHnTe, BKIIOYRTENHO Pegasys, H3MON3BAH CAMOCTOSTEIHO HIH B
KOMOHHaUHs ¢ pubaBHpHH, MOTAT Aa NPeAH3BHKAT NaHIHTONICHKA, BIUTIOUMTENHO AIUIACTHYHA
aHEMHUA.

IIpu naimenTH, rrdekTrpanu ¢ HIV-HCV, nexysanu ¢ koMOHHHpaHa Tepanud Pegasys u
pubaBHpHH, ca cHOCIMABaHH ¥ APYTH HEeXeNaHy PeakiyH 1pH = 1% 1o < 2% oT nauueHTHTe:
XHIepIaKTalHAe MU/ NAKTalH/032, TPHII, THeBMOHHS, 6MOIHOHANHA JIaOHITHOCT, anaTis, IIyM B
ymure, hapuHrosapuHreansHa 0o%ika, XeinuT, mpHAoOHTa HUHOAHCTPOGHI H XpOMaTypHs.

Jlabopamopnu cmoiinocmu

Jleuenuero ¢ Pegasys e Omno ceBp3aso ¢ aGHOPMHH CTOHHOCTH Ha a00paTOPHHTE TOKA3ATEIH:
ropumenye #a ALT, nosmnenve Ha GrmpyGHHa, eAeKTPOIMTHH HapyeH:s (XHIOKAIHEMI,
XHIOKANHEMHS, XurodocdaTeMut), XAIEPITTHKeMHA, XUITOITIMKEMHS H MOBHIIaBaHe HAa HABATA HA
TpUTHUepHanTe (BK. 4.4). TIpu A0 2% OT NalHEHTHTE, JISKYBAHK ¢ MOHOTepalHi ¢ Pegasys H ¢
koMOuHupaHa Tepamvs ¢ pubaBUpHH, e HaOmonaBaHo IIOBHINCHKE Ha AHBaTta Ha ALT, xoeTo e moBeno
/0 KODHTHpaHe Ha 103aTa HH IpeyCTaHOBIBAHE Ha JISUCHHETO.

Jlewenuero ¢ Pegasys e 61110 cBLP2aHO ¢ IOHWKEHHE Ha CTOHHOCTHTE HA XeMATOJNIOTHYHHTE
NOKAa3aTeNH (ISBKONEHIS, HEYTPONEeHHS, JTMMBONCHH, TPOMOOIMTONEH S H XEMOTIIOOUH), KOHTO
0GHKHOBEHO ca ce MoAo0paBaiM ciel KOPHTHPaHe Ha J103aTa H ¢a Ce BPHINaid KEM HHBAaTa HPEeAH
NeYeHHETO OT 4 1o 8 ceIMMUIM CiieH NpeyCTaHOBSIBaHe Ha Teparmtara (Bx. 4.2 u 4.4).

Vmepena (ABH: 0.749-0.5 x 10°/1) 1 Texxa (ABH: < 0.5 x 10°/1) HeyTponenns e HabronaBana
CHOTBETHO TIipH 24% (216/887) u 5% (41/887) ot nanuentyTe, Momydapams Pegasys 180 pgu
pubapupun 1000/1200 mg B mpoabokeHie Ha 48 ceMHULM.

Aumu-unmeppepon anmumena

1-5% OT malHeHTHTe, TeKyBaHy ¢ Pegasys, ¢a pasBIIN HeyTpPATH3HPAIlH aHTH-UHTeP(pEepOoH
anTHTena. Kakro mpu apyrute HHTepQEpOHH, I10-BECOKA JecTOTa Ha ReYTpaTH3HPAIIH aHTHTENA €
Babmo/napana pA XpoHwdeH xeraTut B. Y nipu neere 3aConssanus obave TOB2 HE ¢ KOpEuparno ¢
JIHIICA Ha TepaleBTHYeH OTTOBOP.

Tupoudna Qyrryus

JlegenueTo ¢ Pegasys e 610 CBBP3aHO ¢ KIMHIIHO 3HAYHMH [TPOMEHH B CTOHHOCTHTE Ha
7a6opaTOpPHHITE IOKA3ATENH HA THPOMAHATA (YHKIfS, KOUTO Ca HATOXKIITH KINHIYHA Hameca (BXK.
4.4). Yectotara (4.9%), HaGmoaBaHa pH IALMEHTH, noiyJaBamy Pegasys/pabasupun (NV15801),
e 6una nopoGua Ha Tasy, HaG/HONABaHA IIPH APYTHTE HHTEPh epOHH.

Jabopamopuu cmotinocmu npu nayuenmu, unpexmupany ednospemenno ¢ HIV-HCY

Brnpeky 16 NpH3HAIM HA XEMaTONOrHIHA TOKCHIHOCT OT HEYTPONEHH S, TPOMOOLIMTONSHHS 1 aHEMHS
ca HaGmomaBauy 110-yecto mpH nanpent ¢ HIV-HCV, npH nopeveTo oT TAX OBNAMABAHETO HM €
6¥IT0 BE3MOXKHO Hpe3 POMAHa Ha O34T ¥ IPHIOKEHHe Ha PACTeHH QaKTOpH, KATo HEJECTO ce €
HANAraio MPeXAeBPSMEHHO IpeyCTAHOBABaHe Ha eveHneTo. Hamanasane na ABH oz 500
KIeTKi/mm® ¢ HaGTIoNaBaHo TipH ¢H0TBeTHO 13% H 11% OT nammeHTyTe, TIONTyJaBAIH MOHOTEPAIIHA C
Pegasys 1 koMOGuEmpano Jiedenre. Hamanerue Ha TpomGonprrate o 50 000/ mnt’ ¢ HaBMonaBaHo
HpH CEOTEETHO 10% | 8% OT NanMeHTHTE, HOIY4YaBaH MoHOTepamis ¢ Pegasys 1 xomGumupano
nedeHne. AveMus (xemorsno6un < 10 g/dl) ce crobmasa npu croTBeTHO 7% K 14% OT MalHEHTHTE,
TIOJTy9aBaTH MOHOTEpAIA ¢ Pegasys HiH KOMOMHEpaHO JIedeHHe,

4.9 Ilpemo3mpane

Vima crobmenus 3a Mpelo3upaHe, BIOTIORBANT0 2 HEBKEKIHM B 110
ellHa CeJMUIIA), 0 eXeJHEBHO HIDKEKTHPAHE B NPOABIDKEHHE Ha




Ips HHTO XHH OT Te3H MalMeHTH He ca oTOeNI3aHy HeoOHIAHHE, TeXKKH FIH OTpaHHIABANTH
neuendero csOurHd. TTo BpeMe Ha KIHMHHYHATE H3NUTBAHKS ¢4 NPHIAT2HH CeAMHYHH Ao3u xo 540 u
630 [1g cHOTBETHO TIPU HAUHMEHTH ¢ KIIeThYeH KapLUHHOM Ha 6B0pelTe B XpOHHTHA MHEIOTeHHA
JeBKeMHS. J[030-0rpaHHYABAIIHTE TOKCHYHH PEAKIHH ca OHIIM YMOpa, MOBHINEHH 4epHOApobHY
€H3¥MH, HeyTpOoneH s U TPOMOOIMTONEeHH, KOHUTO CHOTBETCTBAT Ha IeYeHHETO ¢ HHTEpdepoH.

5. ®APMAKOJOTHYHH CBOMICTBA
5.1 dapmaxogHHAMHYHH CBOHCTBa
apmakorepanesrduna rpyna: MyrocTHMyaupam npogyicr/Liurorxe, ATC xox: L03A Bl1

Terunupasust uurepdepon anda-2a (Pegasys) ce obpazysa npH Kosrorupanero Ha PEG pearent
(6uc-MOHOMETOKCH TIONMETHIISH TIHKON) ¢ MHTepdepoH anda-2a. Pegasys npHTe:xaBa aHTMBHPYCHA H
AHTHIPONH(pepaTHBHA AKTHBHOCT in Vifro, X0AT0 ¢ XapakTepHa 3a uHTepdepoH anda-2a.

Crep negenne ¢ Pegasys 180 pg Hupata Ha HCV PHK mamanspar ABY(asHO IIPH OTIOBADSIIE
nanpentH ¢ xenatat C. ITsppaTa aza Ha HaManeHHeTo 3amouBa 24 10 36 gaca ciep nNepBara 1032
Pegasys H e nocsiefipada OT BropaTa da3a Ha HaMaieHHeTo, KOATO NPOARIiKABa Ipe3 cieapamuTe 4 o
16 ceAMMIY NpH TIAUMEHTH, KOMTO ca JOCTHIHAIK TPaeH BHPYCOJIOTHIeH 0TroBop. Pubaempus He e
rokasas 3HaguTelieH edekT BEPXY HadaiHaTa BHPYCHA KHHETHKA Tpes MEPBHTE 4 10 6 CeMHIH IpH
NAIMEHTH, JISKyBaH! ¢ KoMOuHaHgTa pHOaBupyH K Nerunvpad HaTepdepoH anda-2a Wik
uHTephepoH anda.

XponpueH xenatt B:

Pezynmamu om xnunuunume usnumeanus

ITpH BCHMEKH KIMHIYHA H3UTBAHNA ¢a HaOHpaHH MAIHEHTH ¢ XPOHWYEH XeNATHT B ¢ aKTHBHA
BHpYCHA PeIUIHKallds, usMepena upe3 HBV JNHK, nosineny HpBa Ha ALT 1 pesyaTatd oT
1epHOAPOGHa GHONCHA, OTTOBAPSIY HA XPOHUYeH XenaTnt. B npoyusane WV 16240 ca nabupatn
TIAIMCHTH, NooxMTenaH 3a HBeAg, a B msnursate WV16241 — nanuesry, orpunarensy 3a HBeAg
- M ITQJIOKHTE/HH 34 anT-HBe. Y B Apete HacnenpaHusi npoaLIKHTEAHOCTTA Ha JeuenneTo & 6ua 48
CeIMHIY, ¢ 24-CeAMHYEH NEpHO]] Ha nipocnensasane Oe3 nedeHue. 1Iph qeeTe H3MMTBAHMA ©
cpaBHsBaHO JiegeHue ¢ Pegasys mmoc nnaieSo cpenty Pegasys IUIFOC JIAMHBY/THH CPEILY
MOHOTEpANHA C JTAMHUBY/IHH. B Te3H KTHHIYHH H3IHTBAHUS He ca O BKINOYBaHY NALACHTH,
undexTHpany egHoBpeMento ¢ HBV-HIV.

CrenexTa Ha OTTOBOp B Kpas Ha IIepHOAA Ha rpoclelABaHe Ha IBETE USNHTBAHHA ¢ IIPSACTABEHA B
Tabnuna 7. IIpa usrmrpase WV 16240 mopBugsyTe KpaliHy ToUKH 32 eduxacHoct ca 6w HBeAg
cepokonBepers ¥ HBV JTHK rox 10° xormas/ml. Ipu tipoyusane WV16241 mepBidnuTe Kpaiiti
To9KY 32 edEKacHoCT ca 6unn Hopmanmsapane Ha ALT u HBV JTHK nox 10* xomaa/ml. HBV JTHK e
Gra naMepeana 1pes COBAS AMPLICOR™ HBV MONITOR Assay (rpaHulia Ha OTKpHBaHe

200 xorms/ml).

0O6mo 283/1351 (21%) oT NAEEHTHTE ca MM HanpeHana Gubpo3a WA 1uposa, 85/1351 (6%) ca
uManH urposa. He e oTKpuTa pasiiiKa B CTENCHTA HA OTTOBOP MEX/IY Te3H NalHEeHTH H NAlHeHTHTS
Oe3 Hanpeauana GrOpo3a FIH LHpPO3a.
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Tabunna 7: CeposiorageH, BEPYCOJOTHYEH H GHOXHMHAYEH OTIOBOP IPH XpOHAYEH XenaTaT B

HBeAg moao:xATEANH HBeAg orpunarennn/apra-HBe
Knaaagxo u3nureane WV16240 MOJOHETESNHT
Kannnuso asnareane WV16241
IMoxazaren Pegasys Pegasys Jdamueyann Pegasys Pegasys JlaMHBYAHH
34 OTTOBOP 180 pg 180 ug 100 mg 180 pg 180 pg 100 mg
& & & &
mnanefo JTamusynus niaanebo | Jamueyaun
100 mg 100 mg
(N=271) {(N=271) (N=272) N=17hH N=179 (N=181)
HBeAg 32%" 27% 19% N/A N/A N/A
CEpOKOHBEPC
v}
HBV JHK 32%% 34% 22% 3% 44% 29%
oTroeop*
Hopmanusup 41%° 39% 28% 59% " 60% 44%
ane Ha ALT
HBsAg 3%* 3% 0% 3% 2% 0%
CEPOKOHBEPC
Hi

*3a HBeAg-monoxaTenny mannerra: HBV THK < 10° xonus/ml
3a HBeAg-orpunarennu/anTi-HBe-noxoxurennn nangdentn: HBV JHK <2 x 10* konaa/ml

*crofinocTn na p (B cpasHeREE ¢ iaMuBYARH) < 0.01 (crparadHunupan TecT Ha Cochran—Mantél—Haenszel)

XYCTONOTHIHMAT OTTOBOP € NN00OSH B TpUTE TPYIH HA JISUCHHE BEB BCSKO H3CJISABAHE; IIPH
MALMEHTHTE, KOKTO Ca MOKA3AIH TPACH BUPYCOJIOTHISH OTTOROP 24 Ce/IMHIM CHieX KPAs Ha JICUEHHETO
o0bade, M BEPOSTHOCTTA 33 XACTONOTHIHO roAobperye e Grula 3HATHTENHO O-TOILaMA.

Bewuxy nalpeHTH, 3aBEPINAIN KIMHAYHETe H3lniraad dasa I, ca oTroBapsnu Ha KpuTepUnTe 33
BKIIIOYBaHe B IPOABDKHTENHO MOCIEABANI0 KIHHHIHO M3nHTBane {WV16866). Ilpu maigienTHTe OT
nipoydsaHe WV 16240, monyyasana MoHoTeparms ¢ Pegasys M BKIIOUSHE B MIPOABIDKHTETHOTO
MOCIEABAINO KITHEHIHO M3IHTBAHe, YeCTOTAaTa Ha npoasiokuTentHa HBeAg cepoxonsepera 12 Mecena
CHE Kpas Ha JieqerueTo e 6xna 48% (73/153). Ipu naipeHTHTe, IONYIABATH MOHOTEPANHS C
Pegasys B vsmmTBane WV 16241, crenerTa Ha otroBop Ha HBV JIHK w Hopmanmsupanero na ALT 12
Mecella cell Kpad Ha jiedeHueTo e Ouna croTeeTHO 42% (41/97) 1 59% (58/99).

Xpouwdey xenatut C

ITpedeudoumocm na omzoeopa
Mo, HanpaBeTe copabka B Touka 4.2, B Tabnmma 2.

Hoza-omzoeop npu monomepanus

Ilpu nmpexTHo cpapHABaHe ¢ fo3ata or 90 pg, mozara ot 180 pg e 6mita ceEp3ana ¢ mo-7o6Ep
YIPONEJDKHTENICH BUPYCONOTHIEH OTTOBOP NPH NALMEHTHTE ¢ LEP03a, HO H IIPK €JHO NPOYIBaHe NpH
HeIMPOTHIHY NAlHeHTH NOX00HY pesynTaTh ca O IM Noiydend ¢ fo3u ot 135 pgu 180 pg.

Ilomevpoumennu kKIUHUYHYE USHUMBAHUA
BB BCHUKHTS KITMHHIHY H3MMTBAHHA ¢2 HAGMPaHH HeJleKYBaHH ¢ HHTepdEepOH NaHEHTH C XPOHHUCH
xemarur C, NOTBEPACH OT H3MepHMH HuBa Ha cepyMHa HCV PHK, nosumeny susa Ha ALT (¢
M3KINOUeHAE Ha u3cneapareTo NR16071) u 4eproapobHa GHoncus e H0IBeTCTRANA HA XPOHUIEH
XCNATHT. 3a KITHHHIHO HanmTBaHe NV 15495 criemmanuo ca 1; MR it ¢ XHCTONIOTHIHO
JokazaHa iMposa (oxono 80%) wiu Opexon K6M mapo3a (Q ' €HTH, HHpeXTHpaHH
erHoppemMenHo ¢ HIV-HCV, ca prynodBany B H3IHTBaHE 10). Tezu
TALMEHTH ca MMai crabumHo HIV 3aGonsaeaHe H cpe e 6w okono 500
xneTky/pl. KomvHIqHNTe H3NMTRaHYA IPH HEOTTOBAPALL
[POABIDKABAT.
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3a ¢XeMuTe Ha JiedeHHe, IPOABIDKATEIHOCTTA HA TePATATa H M3X0/a OF H3CHEBAHETO TIPH
nauMeHTH ¢ MoHoHHGekn ¢ HCV u marpenTH, nHexTHpand egHoepeMerHo ¢ HIV-HCV, smx
crorBeTHO Tabmuw 8, 9 u Tabrmma 10. BHpYCONIOrHIHUAT OTTOBOD € ONpefieNieH KaTo HeQTKPHBAacMi
HuBa Ha HCV PHK nipu usmepeane ¢ COBAS AMPLICOR™ HCV Ttect, Bepeus 2.0 (rpaHHIM Ha
otkpHBane 100 xomia/ml, exeupanenTan Ha 50 IU/ml) u Tpaes BUPYCONOTHYSH OTTOROP, H3p2a3ABAal

Ce ¢ €aHa OTPHUATEIHA np06a IIPKGJIHBPITBIII{O 6 MeECCLa CJICA KPasd Ha JICUCHHETO.

Tabnana 8:

BrapycogorgueH oTroeop npa nangaeatn ¢ HCV

Mouorepanus ¢ Pegasys

Kom0uuupaua Tepanns c Pegasys

HENHPOTHYHY H BHPOTAYHH

UHPOTHYHH MATHEHTH

HEUHPOTHYHH H HHPOTHYHH HaUHEHTH

MMAIHEHTH
Hicnensane NVI5S496 + Hicnenpane NVIS495 Wacneppane Hacnensane NV15801
NVI15497 + NVI5501 NV15942
Pegasys Hurepdepou Pegasys Hurepdiepon Pegasys Pegasys Hurepdepon
180 pg anda-2a 180 pg anda-2a 180 ug 180 pg anga-2b
SMIUBMIU IMIU - 3MIU
& & & &
3 MIU Pubasupun | Pubasupuu PuGasupun
1000/1200 1000/1200 100071200
mg mg mg
(N=701) (N=478) N=287) (N =288) (N =436) N=453) N=444)
48 cenmvuny | 48 cepmna 48 cempuny | A8 cemmmu | 48 cemmuum | 48 cepvmnm | 48 cemvuuu
Oftroeop B
Kpas Ha 55-69% 22% - 28% 44% 14% 68% 69% 52%
NeYCHALTO
06
NPORBIDKHE
- 28-39% 11%-19% 30%* 8%* 63% 54%%+ 45%**
TeNeH
OTTOEOD

* 95% Cl 3a pasnmrkata: 11% a0 33%

**95% CI 3a paznukara: 3% xo 16%

croiinocTH Ha p (crpaTadunnpan Teet Ha Cochran-
Mantel-Haenszel) = 0.001
croiiHocrH Ha p (erpatagEnapan Teer Ha Cochran-
Mantel-Haenszel) = 0.003

BupycONOrHIHITe 0TrOBOPH Ha TIAIHMEHTHTE, JISKYBaHH ¢ MOHoTepamus ¢ Pegasys 1 ¢ komOuHuMpana
Tepamus ¢ Pegasys 1 puGasupuH, 10 OTHOIICHAE Ha TEHOTHINA H BUPYCHOTO HATOBAPBAHE, ca

cyMEpany csoTBeTHO B Tabmaw 9 u 10 npu naupenTr ¢ MoouH(exima ¢ HCV H nanpenTtH,

HH}EeKTHpaHH eqaospeMerHo ¢ HIV-HCV. PesysratuTe 0T KIMHAYHO H3muTBane NV15942 nasar
OCHOBAHHE A Ce TIperiophya cXeMaTa Ha JieJeHHe, OCHOBaHa Ha reHoTHNa (Bx. Tabmuma 1).

Paznukara Mexmy cxemute Ha JiedeHHe 0OHKHOBEHO HE Ce NOBNUsABA OT BEPYCHOTO HATOBAPBAHS FUIH
HaIIPYHe/THIICa Ha I{MP032; NI0PakH TOBA NPENOPHKUTe 3a JledeHHe NPH reHoTHI 1, 2 Uik 3 He 3aBHCAT
OT TE3M H3XOIHH XapaKTepHCTHKY.




Tabnuna 9: IIpopsikHTe/I6E BEPYCOJI0TEIeH 0TTOBOP, OCHOBABAI C¢ HA TeHOTHIA H

BHPYCEOTO HATOBAPBaHe, cllel KOMOHHEEpaHa Tepannd ¢ Pegasys u pu0apupurn IpH DaRHeHTH

HCV
Hscaensane NV15942 Hacaensane NV1S801
Pegasys Pegasys Pegasys Pegasys Pegasys Hurepdepon
180 pg 180 pg 180 pg 180 ug 180 pug ampa-2b/
3MIU
& & & & & &
PuGasnpun | Pudapapan Prbapupuu Pubaeupun PubaBupHA PubasrpHn
800 mg 1000/1200 mg 800 mg 10600/1200 mg | 1000/1200 mg | 1000/1200 mg

24 cenmuuM | 24 cemMuuu 48 cenMuLHE 48 cemMuLK 48 cepMuny 48 cemmimm
Tenorkn 1 29% (297101) | 42% (49/118)* | 41% (102/250)* | 52% (L42ZT1)* | 45% (1341298) | 36% (103/285)
Hucko 41% (21/51) 52% (37/71) 55% (33/60) 65% (55/85) 33% (61/115) 44% (41/94)
BHPYCHO
B DPRHE | 16% (8/50) | 26% (1247) | 36%(69/190) | 47% (87/186) | 40% (T3/182) | 33% (62/189)
BHPYCHO
HaToBapBaHe
TenoTHn 2/3 84% (81/96) 81% (117/144) | 79% (78/99) 80% (123/153) 71% (100/140) 61% (38/145)
Hucko 85% (29/34) 83% (39/47) 88% (29/33) 77% (37/48) 76% (28/37) 65% (34/52)
BHPYCHO
Broon T 84% (52/62) | 80% (78/97) | T4%(49066) | 82%(86/105) | 70% (72/103) | 58% (54/93)
BUPYCHO
HaTOBapBaHe
Tenorun 4 {0/5) (8/12) (5/8) (9/11) (10/13) (5/11)

* Pegasys 180 pg, puGasupru 1000/1200 mg, 48 cepmuny cpenry Pegasys 180 ug, puSaeupen 800 mg, 48 ceymuun: Odds ratio (35%
Cl}=152(1.07 70 2.17)  croiisoctx Ha p (crpatndunapan Tect A2 Cochran-Mantel-Haenszel) = 0.020
* Pegasys 180 pg, pubasnpun 1000/1200 mg, 48 cemuumn cpenry Pegasys 180 pg, pubSasupun 1000/1200 mg, 24 ceppumn: Odds
ratio (95% CI) =2.12 (1.30 o 3.46)  crofinocrd Ha p (crpatuduuupan Tect na Cochran-Mantel-Haenszel) = 0.002.

ITo-mobpata edexrusroct Ha Pegasys B cpaBHeHue ¢ uaTepdepon anda-2a e HoKA3aHa CHIO U IO
OTHOINEHMS Ha XUCTOJIOMHYHUA OTTOBOP, BKIOYHTEITHO NIPH NNAlMeHTH ¢ HUPO3a B/WTH HalUeHTH,
HHpekTHpany egHoBpeMeHHo ¢ HIV-HCV.

Hayuenmu, unpexmupanu ednoepemenno ¢ HIV-HCV
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Tabarna 10: ITpoasmraTeaed BEPYCOJ0OraieH OTFOBOP, OCHOBABANN cé HA FeHOTANA H

BEPYCHOTO HATOBAPBaHe, cjief KoMOENHpana Tepannd ¢ Pegasys u pHOaBHPHHE npH NANHEATH,

undexTApann ennoppemenno ¢ HIV-HCV

Kanunuso nanureade NRI5961
Hurepdepon anpa-2a Pegasys Pegasys
IMIU 180 pg 180 pg
& & &
PnGapapuHx 800 mg TInauedo Pabaeupud 800 mg
48 ceppunn 48 cegmuim 48 cepMunu
Bexukn namuentu 12% (33/285)* 20% (58/286)* 40% (116/289)*
Tenorun 1 7% (12/171) 14% (24/175) 29% (51/176)
Hiicko BHpyCcHO 19% (8/42) 38% (17/45) 61% (28/46)
HaToBapBaHe
Bucoko BHpYCHO 3% (4/129) 5% (7/130) 18% (23/130)
HaTOBapBaHe
Tenornn 2/3 20% (18/89) 36% (32/90) 62% (59/95)
Hiicko BHpYCHO 27% (8/30) 38% (9/24) 61% (17/28)
HAaTOBapBaHe
Bucoko BHpYCHO 17% (10/59) 35% (23/66) 63% (42/67)
HATOBApBaHE

* Pegasys 180 pg, puGasupun 800 mg cpemxy Hurrepdepon anda-2a 3 MIU, puGasupun 800 mg: Odds ratio (95% CI) =5.40
(3.42 mo 8.54); crofinocry na p {crparadunupan tecr Ha Cochran-Mantel-Haenszel) = < 0.0001

* Pegasys 180 pg, pubarupnz 800 mg cpeury Pegasys 180 pg: Odds ratio (95% CI) =2.89 (1.93 no 4.32); crofirocTn Ba p
(cTpatudumwupan recr Ha Cochran-Mantel-Haenszely= < 0.0001

* Parepdepon anda-2a 3 MIU, puGasapuu 800 mg cpemy Pegasys 180 pg: Odds ratio (95% CI)=0.53 (0.33 a0 0.85);
croiinoctr Ha p (crpatndunupan Tect Ha Cochran-Mantel-Haenszel) = < 0.0084

HCY nayuermu ¢ nopmanna ALT

B wnugHO usmarsane NR16071 nmauuents ¢ HCV 1 nopMantm crodintoctd Ha ALT ca Gmwma
paHEOMI3HpaHH 3a JJeueHue ¢ Pegasys 180 pg ceamuano u pubasupun 800 mg aueBHo B
HPORLIDKEHHE Ha 24 Wik 48 ceIMHULE, OCNEABAHO OT 24-CeIMIdeH 1IepHOJ| Ha TIpocIeigpade 6e3
Jedenre wiH 72 cemmuii 6e3 sedenne. BposT na nampeHTHTe ¢ NPOABIDKHTENCH BHPYCONOrHIeH
OTroBOp, CHOCIEHY OT IPYIINTE B TOBA lpoyHBaHe, € Oun riofo6en Ha 6pos Ha NalHeHTHTe B
CHLOTBETHHTE IPYIH OT mpoyusaHe NV 15942,

52 ®dapmakoKEHETHIHH ¢BOHCTEA

CepyMHH KOHIIGHTPAIWHA Ha MeruHTephepor anda-2a ce OTKpHBAT HPH 3APARM NHNA 3 O 6 qaca cien
eZHOKPATHO TIOKOKHO HibkekTrpaHe Ha 180 pg Pegasys. Jlo 24 gaca ce focTrra okono 80% ot
MAKCHMAITHATA CepYMHA KOHIIeHTparws. PesopOininTa Ha Pegasys e IPOABL/IDKHTEIHA, KATO
MaKCHMAJTHK CepyMHH KOHIEHTPAIMH Ce AOCTHraT 72 Ao 96 gaca cnef| nprnoxeHneTo. AGcomoTHaTa
fronanuaHOCT Ha Pegasys e 84% u e nooGHa Ha Ta3H, HabionagaHa npy HETepdepoH anda-2a.

Neruntepdepon anda-2a ce HaMPpa NPeMMHO B KPEBHHA TOK H KCTPAlEITYIapHaTa TETHOCT, KaKTo
ce BIXAA OT 00eMa Ha pasmpezesnere B pasHOBecHo cheTogaue (Vy) oT 6 o 14 mutpa criex
HHTPaBCHOZHO NPHIICKEHHE IIPH Xopa. bamaHcsT Ha Macara, TRKaHHOTO pasipeleneHHe U
aBTOpamHONMyHOrpadIHUTe HICISABARIA Ha IAJIOTO TAIO NPH IUTEXO0BE MOKA3BAT, 4¢ OCBEH
BHCOKaTa KOHIERTpalHA B KPEBTa, HerkurepdepoH anda2a ce pasnpeens B YepHu Ipod,
OB0permTe ¥ KOCTHHT MO3BK.

MertaGonu3MET Ha Pegasys He € HalBIIHO W3ACHEH; H3caeOBaHud NPH ITEXoBe obade rokassar, 9
OB0pewiTe ¢a MIABHUAT OPraH 3a eKCKpeilud Ha Oerazanus MaTepHan. CHCTEMHOTO eTHMHIHPAHS Ha
neruHTepdhepon anda-2a npr goBexa ¢ oxoyo 100 TETH NO-HACKO OT TOBA HA CHAOTSHHIA
uRTepdepoH anda-2a. Cren MHTPaBEHOZHO HPLIIOKEHHE TEPMHHANHOTO BPEME Ha IOJy)KHBOT Ha
neruHTepdepon anda-2a e oxono 60 no 80 gaca B cpasHeHHe ¢ 3 j0 4 Jaca Ha ¢
uHTephepoH. TepMUHATHOTO BPEME Ha TIOMY>KHBOT Cle MOAKOXKHO IPIITOKEHHE {1,@3‘
npogemxuTenro {50 mo 130 waca]. TepMunanHOTO BpeMe Ha MOMYKHBOT MOXKGAZD
enAMUHAHORHATA $aza Ha ChefIMHEHHETO, HO M Yb/DKeHaTa pesopOinda Ha ) g§s
o




IIpH npunarade BeHsX ceMMITHO ¢ HabioaBa NpoNopIfiOHATHO HA HO34Ta YBSHHYCHHE Ha
eKCIIO3MIMATa Ha Pegasys NpH 3ApaBH JIHIA ¥ NPH HAUHCHTH ¢ XpOHHHEeH xenatut B wmm C.

IIpr narmenTH ¢ XpoHHICH XenmaTHT B 1w C cepyMHITE KOHHEHTpalHH Ha nernaTepdiepoH anda-2a
clef MpHIaraHe BeIHbi CeIMHIHO B IPOABILKEHHE Ha 6 K0 8 ceqMuLM ce YBelHgasart 2 50 3 OETH B
CPaBHEHHE CEC CTOHHOCTHTS CIIe[ SAHOKPATHO Npunoxkerne. Clien 8§ ceqMHuI Ha IPHAcKEHHE
BeAHBXK CEOMHYIHO He ce OTKPUBA II0-HATaTBINHO yBenudeHue. CHOTHOHICHHETO MaKCHMAaNTHH :
MHHHMIHM CTOMHOCTH Cliel JedeHHe B NIPORBIDKeHHE Ha 48 cemventi ¢ okoyio 1.5 mo 2. Cepymmuire
KOHIEHTpAllHH Ha NerHETepdepoH anda-2a ce DOATEPIKAT B POILIDKEHHE HA SXHA IiTa CEAMMIIA
(168 maca).

Hayueumu ¢ 6vbpeyno yepescoare

B6peaHOTO YBpeKIaHe e CBEp3aHo ¢ 1Ko HamaieHue Ha CL/F 1 yIB/oKeHO BpeMe Ha MOy KUBOT.
1Ipu maumerTH (0 =3) ¢ CL e Mexny 20-40 mi/mun cpenunar CL/F e HaManeH ¢ 25% B cpaBHEHHe ¢
ITAIHEHTH ¢ HopManHa 6s0peuna (yHkiwA. IIpa naiyeHTH B TepMUHANEH cTauit Ha GE6pedHo
3a0oisiBake, NOMIOKEHH Ha XGMOIHaNN3a, KIHPEHCET HaMaiasa ¢ 25% Ao 45%, a jozd or 135 pug

BOZLAT J0 Ntoy100Ha eKCIIO3HHAA KaTo A03H oT 180 j1g npH nanueHTH ¢ HOpManHa 650pedHa @yHKIM
(mx. 4.2).

Ionosu paznuxu

(PapMakOKHHETHKaTa Ha Pegasys cJIe/l €MHOKPATHO NONKOKHO HIDKSKTHPAHEe Ha 3[IpaBH MBKe M KESHU
ca OIIH cpaBHEMH.

Ilayuenmu 6 nanpednana ev3pacm

IIpu xopa Han 62 roJiMHH ciiel( eHOKPaTHO NOAKOKHO HIbkekTHpaHe Ha 180 pig Pegasys e
Habmoxasana 3abapena, HO HaNAYTHA pesopbitua Ha Pegasys B cpaBHeHHe ¢ MJTafH 3[paBH HHAHBHAK
(fmax 115 waca cpenry 82 yaca npu JIMIa Hax 62 TOMMHMA B cpaBHEHHE ¢ HO-MAafH pecnektusHo). AUC
e O11a MaJiko To-BHcoka (1663 cpemy 1295 ng.h/ml), Ho MakcHManHATe KOHIeHTpakH (9.1 cpemy
10.3 ng/ml) ca Gmn noacbHM nipu NHuATA Hax 62-roHNIHA BE3pacT. Bh3 OCHOBA Ha JEKAPCTBEHATA
EKCIIO3MIMA, HapMaKoIHHAMHIHHSA OTTOBOP M IOHOCHMOCTTA, He € HeoOXo/HMa 1o-HHeKa no3a
Pegasys nipu ctapy xopa (k. 4.2).

Yeprodpobiio yapescdane

DapmakokuneTHKaTa Ha Pegasys e GHita mofo0Ha NPH 3ApABy JMIa K [IPH NalHeHTH ¢ XeNaThT B wim
C. Habmoznaeanu ca CpaBHAMH eKCIIO3MIHK H (hapMaKOKMHETHIHH NPOQHIH IPH NAleHTH ¢ HHpo3a
(Child-Pugh creneH A) ¥ TipH HeIMPOTHYHH IAIHEHTH.

Msacmo na npunoscenue

TToaxoxaoTO NpHIoKeHHe Ha Pegasys Tpa0sa Aa ce orpaH4H A0 MEKCKTHPAHE B XopeMma ¥ 6efpoTo,
TBH KaTo CTeneHTa Ha pe3oplips, ocHoBaBama ce Ha AUC, e okono 20% no 30% no-BACOKA chen
HIKEKTHPaHe B KopeMa H Gefiporo. ExcriosammsTa Ha Pegasys e Guna RaMalieHa NpH IPOyIBaHAI
cren nprioxkenre Ha Pegasys B ppKaTa B CPABHESHKE ¢ HEDKEKTHPAHeTO MY B KopeMa u GenpoTo.

53 IIpepknaaagHEn J2ERHE 32 6e30HACHOCT

Hexnunrrure ApoydBanus 3a TOKCHIHOCTTA, HpoBexaany ¢ Pegasys, ca GHIH orpaHiseHH Nopams
BHJIOBaTa crienubrIHOCT Ha HHTep(epoHnuTe, IIpoydpanHuaTa Ha OCTPATA U XPOHHTIHATA TOKCHYHOCT
Ca MPOBEXIAHH IIPH MaliMyHH cynomolgus ¥ Haxomksre, HabMOAABaHH IPH XHBOTHHTE, TPETHPAHH C
neruarepdepoH, ca O1TH MoNOGHM IO ECTECTBO Ha Te3H, IPSAH3BHKAHH 0T HHTepbepoH anda-2a.

He ca npoBexnanu u3cnepaHyA Ha PeNPOAYKTHEHATA TokeraHocT ¢ Pegasys. Kakro npu spyrure
anda unTepdepor ¢ HabMroNABaHO YAEILKABAHE HA MEHCTPYATHHL BH : . Hnoxcemaero Ha
nierrHTepdepol anda-2a Ha xeHckH MaitMyru, TpeTHpaneTo Ha B
2a e JOBEIIO [0 CTATHCTHYECKH 3HAUHMO NOBHINEHHE Ha abo
TCPaTOrCHHH e(l)eICTI/I B MIOTOMCTBOTO, POASHO Ha TEPMHH, HE MO
peaKiHH NpH YOBEKA.




Pegasys nmoc pubasupun

Koraro c¢e ¢ m3non3sa B koMOHHanma ¢ pubaBHpHH, Pegasys He e IpeAusBUKaN B MaliMyHH edexT,
KOHTO TIPSAHM TOBA He ca 0 HabMoXaBaHH ¢ BCAKO OT ACKapPCTBEHHTE BellleCTRA MOOTAETHO.
OcHoBHaTa IPOMAHA, CEEP3aHa C JeUeHHeTO, ¢ Ouna ofpaTHMa JieKa [0 YMepeHa aHeMHES, TeXKEeCTTa
Ha KOATO e OHAA I0-IoJIaMa OT IPEAUIBUKAHATA OT BCAKO OT JISKAPCTBEHATE BEIECTRBA NOOTIEIHO.
6. PAPMATIEBTHYHN JTAHHH

6.1 CHHCLK Ha NOMOUWHHTE BeOlecTBA

HATPHER XJIOPHN

niomucopdar 80

GEH3HIOB ANMKOXO0JI

HATPHER aneTarT

OLETHA KHCeIHHA

BOMA 33 HHKESKITHH

6.2 HecbrBMECTHMOCTH

Tlpu nurica Ha npoyYBaHMS 32 HECEBMECTHMOCTH, Pegasys He Tpa0Ba Aa ce cMecsa ¢ ApyTH
JIeKapCTBEeHH IIPOSYKTH.

6.3 Cpok Ha roqHOCT
3 roauHK
6.4 Cuepuaing ycloBys Ha chXpaHeHHe

Ila ce coxpanssa B xnagumHEK (2°C — 8§°C). [la we ce 3aMpasssa.
Crxpanspaiite (J1akoHa B KAPTOHEHATA OMNAKOBKA, 3G 0a ce npeonasu on Ceemauna.

6.5 JlaHHH 32 OMAKOBKATA

1 ml HECKEKLMOHEH pasTBOp BEB (IIaKOH (CHIMKOHH3UPAHO CTHKIO THII I) che sanymarnka (6yTunosa
ryma). IIpor3Bekna ce B ONaKoBKH 0T 1 win 4.

6.6 Coenndrunn DpequAIHA MepKH NPH A3XBLPJIAHC HA H3NO0J3BaH JIEKAPCTBEH NPOAYKT
HJIH OTHAALYHHE MaTEPHANH OT HEro

HHKeKIMOHHHAT pa3TROP € NpeNHa3HadYeH caMo 3a effHOKpaTHa ynotpeba. Ilpem na ce oprioxy,
To#i TpsabBa Ha ce orilefia BU3YAJIHO 3a HAIHYHeE HA 9aCTHIM ¥ NpOMSHA Ha HBETa.

Hepsnon3saHusT NPOAYKT WIH OTHATHIHATES MATEPHATH OT Hero TpabBa Aa ce M3XBEPIAT B
CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHMA,

7. TIPUTEXATEJ HA PASPEIHEHHETO 3A YIIOTPEBA

Pow Berrapus EQO/T, yn. “Bano none™ Nel6, Codua 1618, Benrapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YITOTPEBA

1-5839/02.08.2002-x
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9. JATA HAIIBPBO PA3PEINABAHE/MIOTHOBABAHE HA PASPEIIEHHMETO 34
YHOTPEBA

02.08.2002 r.

10. JATA HA AKTYAJHM3HPAHE HA TEKCTA

Hoemepn 2006 r.
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