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CXOPEBNN -8

Pegasys 180 MuxporpaMa HIDKEKIHOHEH PasTBOP B MPeABAPHTENHO HallbIHEHA CIIPHHIIO

2. KAYECTBEH H KOJHMYECTBEH ChCTAB
Enna npeaBaputenHo HAITKTHEHA CIIPHHIOBKA CHABPIKA
neruarepdepon anba-2a* (peginterferon alfa-2a*) ..c.eeeeeeiinviiiiiiiiiiiininnn. 180 muxporpama

3a (.5 ml ot pazrBOpa

*pexoMOUHanTER HHTephepoH ada-2a, MPOX3BE/ICH Upe3 FEHHO HEDKSHEpCTBO OT Escherichia coli,
KOHIOrBpaH ¢ 6¥c-[MOHOMETOKCHITOMETIUIEH MIKKOJ] ¢ MoJIeKynHa Maca M, 40 000.

32 ITEJIHMS CIHCHK HA NOMOIHHATE BEINECTBa, BK. T09Ka 6.1.

3. JEKAPCTBEHA ®OFPMA
HmxeKIHOHEH PA3TROP B IPEABAPHTEHO HAIBJIHEHA CIPHHIIOBKA.

PaztropsT e nipo3padeH ¥ GesuBeTeH A0 ONEMOACHIT.

4. KJIAHWAYHH JAHHA

4.1 TepanepTHYHN HOKAZAHUSA

Xponpyen xenatut B:

Pegasys € NoxasaH 3a JiedeHue Ha HBeAg-10N0XHTeNeH HITH HBeAg-oTpuuaTeieH XpOHHISH
xenaTHT B IpH BE3pacTay NALMEHTH ¢ KOMIIEHCHPAHO JEPHOAPOOHO 3ab0/ABAHE ¥ NAHHK 32 BEPYCHA
perumiKalus, nobyumeny croiiuocTe Ha ALT 1 XHCTONOTHTHO JOKA3aHO YepHOZPOOHO Bh3NaNeHHe
w/a dudposa (Bx. Touka 4.4 1 5.1).

XpouugeH xematur C:

Pegasys ¢ NoKasaH 3a JedeHKe Ha XPOHHYUEH XenaryT C IPH Bh3PacTHH NANHEHTH, KOKTO ¢a
nozrrieH 3a HCV-PHK B cepyMa, BRTOYHTENHO NAIMEHTH ¢ KOMIICHCHPaHA 1HpOo3a w/1nd
eRHOBpeMeHRA MHdeKIH ¢ KIMEAYHO crabiren HIV (8. TOUKa 44).

OITHMATHUAT Ha9HH 32 IPHIcKeHAe Ha Pegasys NpH MAIHeHTH C xpoaader xenatar C e B
xoM6uHalua ¢ pubasuprs. Tasn KoMOHHANUA € TIOKa3aHa NPH NAIHEHTH, KOKUTO HE ca JICKYBaHH
IPeAH TOBA, KAKTO M NPH NIAIMEHTH, KOWTO IPe/iH TOBA ¢4 OTIOBOPIITH Ha JICYCHHUS ¢ urTepdepor
anda, HO ¢a NOMYYHIIM PELHAMB Clie/] CIHpaHe Ha TeparHiTa.

MOoHOTepan|ATA & IOKa3aHa IMPESAMMHO B CITydJaH Ha HETIOHOCHMOCT FUIM HPOTHBOIIOKA3AHHE 32
pubaBHpHH.

42 Jo3upoBxa H HAYHH HA NPIIOKEHHE

Jlegenuero TpAOBa Ba ce 3aM0YHE caMO OT JISKAp C OIHT B JICTCHHETH Y
C.



Koraro Pegasys Tpa6Ba ja ce NpHilara B koMGHHAIAS ¢ pUGaBUPHH, MO, HANPABETE CHPABKa U B
KpATKATa XapaKTepHCTHKA Ha npoxykra (KXII) na pubasHpHH.

Jloza, vosmo mpabsa 0a ce NpURNIiCY, ¥ RPOOBLANCUMETHOCT HA AEYEHUeTHO

-XpouuteH xenatur B:

TIpenopraBanaTa 4032 H IPOABIKHTENHOCT Ha MpHiioxkeHHAe Ha Pegasys i npu HBeAg-TionouTeneH,
1 ipu HBeAg-oTprnatenen xporrdex xenatut B e 180 g Beseresx ceMIrHO B NIPOABIDKEHHE Ha 48
CEIMALE Upe3 MOAKOKHO IPHIIOKEHHE B KopeMa wiH GenpoTo.

Xponwaen xemnarur C:

TIpenopruBanata ao3a Ha Pegasys ¢ 180 g BefHE: K CEAMHIHO IPE3 MOMKOKHO IPHIIOKCHHE B
KopeMa WiH 6epoTo, IPHIOKEH KaTo KOMOHHAIHA ¢ pHOaBHPHH NEPOPATHO HIIH KATO MOHOTEPAIIHA.

J{ozaTa Ha prbaBupHH, KosTo TpsbBa Aia ce H3NoN3Ba b KomGunanus ¢ Pegasys, e Nanena B Tabmuna 1.
Jo3ara na pubaBupus TpA0Ba 1a ce IIpHJIara ¢ Xpasa.

ITpodvaxcumentocm Ha AeyeHueno

TIpONEIDKHATEHOCTTA HA KOMOHHMPAHOTO NISIEHHe Ha XPOHIIeH XenaTit C ¢ pubaBUPHH 32BHCH OT
TeHoTHIA Ha Bupyca. Tepamuara Ha manumentuTe, rHpexTHpand ¢ HCV ¢ reHorwi-1, He3aBHCHMO OT
BHPYCHOTO HaTOBapBaHe, TPA0Ba Ja HPOXE/IKABa 48 CelMHIIH.

Tampenty, nadexrapann ¢ HCV ¢ reHoTi 2/3, HE3aBUCHMO OT BHPYCHOTO HATOBAPBaHE, TpsabBa fa
Ce JIeKyBaT B IPOAE/DKeHHe Ha 24 cepmui (. Tabmana 1).

Ta6auna 1: Xpenopskn 32 JO3ApaHe NPH KOMOEEApaHa Tepangs Ha nannentd ¢ HCV

Tenoran Ho3a ga Pegasys Jo3a Ba pubaBRpHA TIpoaBJEKATEIHOCT

Fenotem 1 180 pg <75kg=1000 mg 48 cemim
>75kg=1200 mg 48 cepMHuIH

Tenorun 2/3 180 pg 800 mg 24 cepMuIH

QOHKHOBEHO ce CUMTA, Y& MalUeHTHTe, HHMEeKTHpaHH ¢ TSHOTHII 4, Ca TPY/IHH 34 JieYeHHE; a
OrpaHHYeHHTe AAHHH OT ipoyyBanuaTa (N=66) ca CHIOCTABHMHE ¢ NO3HPOBKATA KATO NPH NAIHCHTH C
resoTu 1. KoraTo ce B3eMa pellleHue 3a IPOABIDKATENHOCTTA Ha IEYECHHETO, TPA0Ba Aa ce MMa
YIpeIBYA H HATMSHETO Ha JONBIHATEIHH PHCKOBH (akropu. TIpH Nal|eHTH, HH(EKTHPAHH ¢ TeHOTHIL
S wnu 6, crmo TpabBa Aa ce MMa NpelBHJL Ta3H LO3HPOBKa.

TpenopLYBaHaTA IPOABDKHTEHOCT Ha MOHoTepamis ¢ Pegasys e 48 ceqmm.

Ednospemennio ungpexmupane ¢ HIV-HCV

TIpenopsaranaTa fo3a Ha Pegasys, caMOCTOATENHO Wi B koMGHHAImA ¢ 800 MumrpaMa pubaBHpHH,
¢ 180 ug BeIHEX CeOMITHO IFOJIKOKHO B IPOHB/DKEHUE Ha 48 CEIMHUI, HE3aBHCHMO OT FEHOTHIIA.
Be30macHoCTTa H ehMKAcHOCTTa Ha KoMGHHMpasaTa Tepanys ¢ pubaBupH B JO3H YIO-BHCOKH OT

800 mg AHEBHO WIH NMPOAEDKATENHOCT Ha JICICHHETO TIOK 48 ceMMETIIH He Ca H3CREABAHH.

Ipedeudumocm na om2080pa U AUNCama Ha OmM2060p
JokasaHo ¢, Ue PaHHUAT BEPYCOIOTHUEH OTFOBOP KbM ceZiMui@ 12, onpeleseH kaTo HaMaleHre Ha
BHPYCHOTO HaToBapBate ¢ 2 log win HeoTkpuBaeMu wusa Ha HCV PHK, nmaT mpOrHOCTHYIHA

CTOMHOCT 3a TpaeH BHPYCONOrHIeH oTroBop (k. Tabmam 2 1 8).




Tabnaga 2: IlporaoctayHa cTOHHOCT HA BEPYCOJOFHAHAN 0Tro0BOP Ha ceiMAnAa 12 npu
IpenopLYBAHATA CXeMA HA 03ApaHe Npa KoMOARHPaRa Tepanns ¢ Pegasys

TemoTnn OTpunarenna TloJosKATEIHA
Bes Bes tpaeH | Ilpormoctud | Otrosop Tpach IIporaocTd
OTFOBOp | BUPYCONOr | HA CTOMHOCT Ha BHPYCOJIOTH | Ha CTOMHOCT
Ha WaeH celMHIIA | YE€H OIT0BOp
CeIMHIA OTIOBOD 12
12
Tenornn 1 102 97 95% 467 271 58%
{N=569) (97/102) (2711461
Tenorun2 u 3 3 3 100% 93 31 87%
(N=96) (3/3) (81/93)

OTpruaTesHaTa IPOTHOCTHYHA CTOHHOCT IIPH TPaeH BHPYCONOTHISH OTFOBOP IIPH NAIMEHTH,
nexysanu ¢ Pegasys kato MoHoTepans, ¢ 6rna 98%.

TlomoGHa OTPHIATENHA MPOrHOCTIYHA CTOMHOCT e HaIoaBaHa IpH NAHEHTH, HHGeKTHpaHH
enuospeMenno ¢ HIV-HCV, nexysand ¢ Pegasys KaTo MOHOTepanus iy B koMOuHaIms ¢ pubaBHpHH
(100% (130/130) wau 98% (83/85) croTBETHO). [TONOKHTENHY IPOTHOCTHYHH CTOMHOCTH 0T 45%
(50/110) u 70% (59/84) ca HabmoxaBaHy IPH NaHEeHEH, TIOyYaBalld KOMOHHHUPaHa Tepartkd,
HH(EKTHPaHH exgHoBpeMekHo ¢ HIV-HCV, ¢ BupycH ¢ TeHoTHn 1 ¥ reHoTuit 2/3.

Kopueupane na do3ama npu HeyCeaany ReKapemeeHt peakyuu

Obwu nonoscenus

Axo e HeoSX0HMO KOpHrHpaHe Ha /103aTa IIOpadd YMEPEHH /0 TEXKH HeKeNaHH JISKapCTBSHH
peaKipiy (KTMHUTEH #/1iH naGopatopHH HaXOKH), HA9allBo HaMarleHue Ha fo3ara 1o 135 ug
OBMKHOBEHO € IOCTATHIHO. B HAKOH clIydan obaue e HeobxoquMo HaMalieHRe Ha AozaTa a0 90 pg
win 45 g, Crley| 0T3By4aBaHe HA HelKeNaHATA JIGKAPCTBEHa PeaKIs MOXKe fa ce 06Mucu
YReJIHYaBaHe A0 WK KM HbpBOHavanHaTa Jo3a (BK. 4.4 1 4.8).

Xemamonozuunu (exc. cougo Tabnuya 3)

TIpenopByRa ce HaManeHue Ha 03aTa Nipu 6pofi Ha HeyTpoduTe < 750/mm’. TIpu manmenTy ©
aBcomoren Gpoii neyrpodrini (ABH) < 500/mm’ megerueTo TpAGEA Ia Ce MPEYCTAHOBY, AOKATO
crofinocTute Ra ABH foctarHar xo > 1000 /mm’. Jlewermero Tpa6Ba Aa ce NONHOBH ITEPBOHAYATHO C
no3a ot 90 pg Pegasys 1 6post Ha HeyTpodHiIHTE fia ce IpocensBa.

Tpenopsusa ce RamMaeHHe Ba fosata &0 90 uig, ako Gposr na TpoMGormTHTe € < 50 000/mm’.
TIpenopsaBa Ce NpeyCTAHOEABaES Ha JICUSHHETO, KOrato GposT Ha TpoMOOI|THTe IaTHe 2O HHEBO
<25 000/mm’.

Creppure criebHIHY IPETIOPHKH ¢& OTHACAT 3a JIeUSHUe Ha aHeMus, KOATO C¢ € TOABIUIA N0 Bpeme
Ha [Ie9eHHeTo: pUOaRHpHH TpabBa Ka ce Hamary o 600 mg nuesro (200 mg cyTpuH 1 400 mg sedep)
B €JTHH OT crieuuTe ciydan: (1) axo manueHT 63 SHAIUTENHO CHPETHOCHAOEO 3a60/Baye oMY IH
NOHAXEHHE Ha XeMoroGmma fo < 10 g/dl 1 > 8.5 g/d] miw (2) ako HatfHeHT ¢BC CTABIIHO
CHPACYHOCHAORO 3a60JI1BaNe THONy4H IOHIKSHHE Ha XeMornoGuHa ¢ > 2 g/dl o BpeMe Ha HAKOS OT
YeTHpHTE CeAMHIM Ha ederue. He ce mpenopsysa BphUlaHe KkM NEPBOHAYANIHATE AO3HPOBKA.
Jlewenmeto ¢ pubasuprH TpS6Ba Ja c& NPEyCTAHOBH B €fHH OT Clie/HHTe ciiydau: (1) ako NaupeHT bes
3HAYUTENHO CHPACIHOCHIOBO 3a60MIBaHe MOy TH NOTBEPACHO NOHIDKeHHE Ha XeMOTTIOGHHA A0

< 8.5 g/dl; (2) axo maUMeHT ¢h¢ CTaGHIAHO CHPASIHOCHIORO 3a00I1BaHe NO/IABPKA CTOHHOCTH Ha
xeMmormo6uHa < 12 g/dl BEnpexu 4 ceAMHI Ha JIeUeHHe ¢ HaMalleHa 1103a. IIpy 0T3ByYaBaHe Ha
OTKIOHEHHIETO TPIUTOkeHHeTo Ha 600 mg HeBEo pHOABHPHH MOXKe JIa Ce BE3CT2HORY, 4 CIIEZ TOBA 12
ce yseanum X0 300 mg AHEBHO 10 YCMOTPEHHE Ha JIEKyBaImus Jiekap. Bpbmaser
ITbpBOHAYANHaTa JO3HPOBKa HE CC IpenopriBa.




Tabnana 3: Kopurgpase na 103aTa NpH HexXelaHH JexapcTBeHA PeakNud (33 nopeve
YKA3AHAA BEK CHIIO H 'OPHES TEKCT)

Hamanerwe | Crmpane Ha | Hamanenwe na | Crmpane Ha | Criipane Ha
Ha pubasupun | Pegasys no Pegasys KoMOHHAITA
pubaBHpuH 135/90/45 pg
o 600 mg

AGcomoTeH ‘

6poit < 750/mm® < 500/mm’

HeYTpOHAH

Bpoit <50 000/mm> <25 000/mm’

TpOMOOITHTH > 25 000/mm’

XeMmornoOHH

—npAanunca | <10g/dlu < 8.5 gfdl

Ha cppfieuHo | > 8.5 g/dl

3afongaBane

Xemornobur | Hamamseare | <12 g/dl

—XIpH c¢=2g/dlmo | BEIpEKH

crabHiHo BpeMe Ha HaMarneHaTa

CBPACSTHO HAKOA OT 4~ | Ho3ampes 4-

3a00fdBale | Te cemMuIIN | TS CEIMMEM

B ciry4aif Ha HEMOHOCHMOCT KbM pHGABHpHH TpAOBa Jia Ce NPOIEIKH ¢ MOHOTepars ¢ Pegasys.

Yeprodpobua gyuryus

KoneGamuara B OTKIOHEHHRTA Ha (PYHKIHOHATHETE YepHOAPoOHM NpoH ¢a 9eCTH NPH MAIMEeHTH ¢
xporwden xenatut C. Kakro 1 nipu Ipyrute anda uuTepepont nopumenne va ALT Haj #3xomHuTe
mrBa (UH) e 6wio HaGmonasaHo NpH NAlMEHTH, IeKyBaHH ¢ Pegasys, BKIFOUHTE/IHO NPH NALMSHTH C
BHPYCOJIOTHYEH OTIOBOP.

Tlo BpeMe Ha KNMHIIHHTE HIMMTEAHAA NIPH NAHEHTH ¢ XpoHuaeH xenarrr C ca HaONroJapaHu
H30THPanH cydaH Ha noimenne Ha ALT (2 10 x ULN wm > 2 x VIH ripu nraupenTH ¢ HWH pga ALT
> 10 x ULN) npu 8 ot 451 narpeHTH, JeKyBaHH ¢ KOMOMHEpaHa Tepaiid, KOeTO ¢ OT3BYHano Oes
KOpHIrHpane Ha Jo3ata. LIpH HporpecHBHO H IeporcTHpaimo Nopumenue Ha ALT nosara Tpabea ia ce
HAMAH THPBOHAYATEO X0 135 pg. Jlevennero Tpsfba Aa ce mpeycraHosy, ako ALT npombinkasa fa
ce IIOBHINABA, He3ABHCHMO OT HAMANCHHETO Ha [03aTa, HilH Ce CHITbTCTBA OT HOBHINEHHES Ha
GuNEPYGUHA BIIH ce NOSBAT AAHHH 32 YepHopobHa JekoMmencars (Bx. 4.4).

TIpH NAIMEHTH ¢ XPOHMICH XENaTHT B NPeXo/iHO PA3Ko NOBHIICHHE HA HIBATa Ha ALT, noxaxora
npeBrmapamo 10 rETH TopHaTa rpaHHAIA Ha HOPMAT2, HE Ca PAIKOCT M MOXE 1a OTpasABaT MMyHHHA
ximpEHe. OGHKHOBEHO JJeYeHHeTO He TpAGEa [a 3amouBa, ako croHHocTHTe Ha ALT ca 10 neTH HA
ropHATAa IpaHHLa Ha HopMata. Tpabsa fa ce oOMuCIH NPONBIDKABAHE Ha JICICHHETO C TI0-4eCTO
MOHHTOpHpaHS Ha qepHOAPo6HATa YHKLEI HO BPeMe Ha PA3KOTO NMOBHIICHNe Ha HuBaTa Aa ALT.
Axo Jiozara Ha Pegasys ce naMaiH W4 JiegeHyeTo ¢e IIPeyCTaHORH, TepallHaTa MOKe Aa Ce IIOAHOBH
CJIe/ OT3ByYaBaHe Ha MOBHHICHHETO (B:K. 4.4).

Creyuanyiy nonyaayuu

Hayuenmu e nanpednana ev3pacm
He e Heo6xoMUMO KOPHIHpaHe Ha NPENOPFIRaHaTa JO3HpoBKa 0T 180 g BEIHEK CeAMIYHO, KOTATO
¢e 3aM0uBa JIeUeH e Ha TAlHeHTH B HalpeHana B53pact ¢ Pegasys (Bx. 5.2).

Hayueumu nod 18-z00uwna sv3pacm
BesonacHocTTa ¥ e()HKAaCHOCTTa Ha Pegasys NpH Tasu NOmyaiu
APOTHBOIIOKA3aH [IPH HOBOPOJCHH M MATKH ASUA JO 3-TOMHINHA Kb
BELIECTBO OSH3WIOB aNKoXon (Bix. 4.3).

Hayuenmu c 6wbpeuno yepescoane



Tipy naipenTH ¢ KpaeH cTamui Ha GB0peyHo 3abonsasane TpabBa ja ce NpUlara HaYaNHa 033 OT
135 pg (mx. 5.2). HezaeucuMo oT HagauHaTa 1032 WIH cTenieHTa Ha 650peusoTo yBpexnate,
TIAIMEHTHTE TpI6Ba 14 ¢e MPOCIIENABAT, KaTo Xo3aTa Ha Pegasys cc HaMalTH cLOTBETHO IIPH HOSBA Ha
HexeJIaHH JIEKApCTBEHH PEaKIfHH B X0/ka Ha JISGeHHETO.

Hayuenmu c veprodpobro ygpevicdane

JokazaHo €, e 1pH MAlMeHTH ¢ KOMIeHCHpaHa 1ppo3a (Hanp. Child-Pugh A) npuroxerrero Ha
Pegasys e edpekTHRHO U Ge3omacHo. Pegasys He € H3CIEBAH NPY NAIHEHTH ¢ ACKOMICHCHPA
mHpos3a (wanp. Child-Pugh B wiu C s KBpBAIIH BapHIH Ha XpaHOposoza) (Bx. 4.3).

Knacnduxarmara Child-Pugh paspens nampertyte Ha rpynd A, B 1 C win “nexu”, “yMepeHn” H
“TexxKu”’, CEOTBeTCTBAINY Ha 5-6, 7-9 1 10-15 To4KH, CHOTBETHO.

Monudunapana oneHKa

Onenka CrerieH Ha OTKJIOHEHHE Bpoi Touxn

Ennedanonatia HAMA
crened 1-2
creneH 3-4%

Acumr JIUIICEA
JeK

yMEpEH

S-Gumpy6uH (mg/dl) <2
. 2.0-3
>3

L) B = W) B =) B

ST unit = pmol/l <34
34-51
>351

S-anGynum (2/d]) >35
3,5-2.8
<2.8

INR <17
1.7-2.3
>23

LI B R D =W D

*cTenenyBase 1o Trey, Burns 1 Saunders (1966)
4.3 IIpoTRBOTOKA3AHMAA

. CBpPBXTyBCTBUTEIHOCT KBM SKTHBHOTO BEINECTBO, KeM alda HHTEep(hepOHH, HIIH HAKOE OT
TIOMOIHKTE BEMECTRa

. ABTOUMYHEH XEIIaTHT
Texko HapylIcHHe Ha TepHOAPobHATA PyHKIMA WK AeKOMIICHCHpaiia IMpo3a Ha JepHHA apob

. HoBOpOJEHH H MaJIKH fietia o 3-TO/(iINHA BE3PACT IOPa/H CHABPIKAHHCTO Ha Gen3uion
AIKOXOJ KATO MOMOIIIHO BSMIECTEO

. AHaMHe3a 32 TEXKKO TIPEAMECTEAO CHPASTHO 3a00MABaHe, BRIIOYVTENHO HeCTAORIHO W
HEKOHTPOJHPAHO CHPIETHO 3afo)siBane B IPEIECTBAMIMTS MIeCT Mecelia (XK. 4.4)

. 3amousade Ha nedeHue ¢ Pegasys e MPOTHBOMOKA3aHO MPH NALHEHTH, uH(exTupanu ¢ HIV-
HCYV, ¢ mupo3a H ¢ 6an no Child-Pugh > 6.

3a DpoTHBONOKA3ANHA KEM pHOABHPHH, koraTo Pegasys mie ce Ipuiara KoMOuHalws ¢ pubaBUpHH,
MOJIS, HANpaBeTe CHPABKA CHINO H B KPATKATa XapaKTePHCTHKa Ha IPOAYKTL a pHOaBUpPHH.

44 Coenoajggd npefynpexIcHds A NpefualHd MEPKH IPH YIGF

b A
Icuxnunu HapyeR A U RAPYHER TR Om CIpaRa R HERMPAIRa, aén £pe
HAKOU HAYUeRMY ca Hablodasan medxcky ehexmu om cmpara na L€



cyuyudnu udeu u onumuy 3a camoybuiicmeo no epeme na revenue c Pegasys u dopu cred
npeycmano8ssanemo Ha mepanuama, pedumMHo é 6-Meceynus nepuod Ha npocneoasane. Lpyzu
epexmu om cmpana Ha IJHC, exnouumento azpecusno nosedenue (HONAKO02A HACOHEHO cpewy Opy2u
x0pa), 06vprEane 1 RPOMAHA HA NCUXUYECKOMO CoCMOARUE, ¢a HAbIIOOasan NpU NPUROJCEHUE HA
anpa-unmepgheponu. Ilayuenmume mpadea da ce nabnodagam HUMAMeENHO 3 NPUIHAYY UYL
CUMPIMOMY HA HCUXUYRY Rapywend. IIpu nogea #a maxuea cumnmomy JeKyeauusm nexap mprbea
da uma npedeud NOMeNyUarHaMa CEPUOSHOCTR HA ME31L HEDICeRanY peakyu, xamo mpsbea oa ce
obmucu Heobxodumocmma om adexsamuo Aeuenue. Ao ReuxuHuMe CUMRIMOMY NEPCUCIUpam unu
ce GROWAIN, WL ce YCMAaHOsAm Cyuyudny udeu, npenopvyed ce nPeyCmanosAsane Ha AeYeHuemo ¢
Pegasys u npocnedagane Ha RAYUERMA C UHMePEeHYUs HA NCUXUAMBD, BpU Heobxodumocm.

Hayuenmu ¢ anamuesa uny HAUYUE HA MEJCKU NCUXUHHY Cocmosnus: Axo ce npeyeny, e e
HeobxoOumo Reventemo ¢ Pegasys npu nayuenmu ¢ aHaMHesa wiv HARUYUE HA MEKHCKU RCUXUYHY
CHCMOSHUR, Mo mpabea Oa ce 3anoYHe Camo Cled OCUZYPAEane Ha noOXo0Awa UHOUBUOYANHA
QUAZHOCTIUKG U AeYeHe HA NCUXUIHOMMO CBCHOIHUE.

Koraro Pegasys me ce npwiara B KOMOHHaiwsa ¢ pubaBHpHH, MOJIs, HAaTIpaBeTe CIPaBKa CHILO U B
KpAaTKaTa XapakrepHucTHKa Ha ipofykTa (KXIT) na puGasBHpHH.

Ha BCHUKH NANHEHTH B NPOYYBAHHSTA ¢ XpOHIIEeH XelaThT C ¢ HanpaseHa 9epHopoGHa GHoNCHs
TIpe/Ti BIOYBAHETO, HO B JaJIeHH Cilydau (T.e. IPH MalMeHTH ¢ FeHOTHIL 2 unn 3) e BE3MOKHO
riegenwe 63 XHCTONOTHYHO NOTBEpiaecHue. Tpabea Ia ce HallpaBH ciipaBKa CBC CHBPEMEHHITE
YKa3aHKA 34 JIeUesHe 0 OTHOIICHHE Ha HeoOX0MMOCTTa 0T 9epHOAPOOHA GHOMCHA TIpeAH
3arf04YBaHETO Ha TepanMaTa.

Hpx namzents ¢ Ropvasaa ALT, ¢ubposaTa nporpecypa cpeZHO H0-0aBHO OTKOKOTO NPH TALHMCHTH
¢ moeumena ALT, Toa Tp#6Ba i1a ce UMa ApeBHN BEB BPE3Ka C APYTH (GAakTOPH, KATO TCHOTHIL Ha
HCV, pE3pacT, ekcTpaxenataiid OposEH, PUCK OT MPSAABaHe | Ap., KOHTO MOBIHABAT PONICHHETO
Aanu 3ab0n9BaHeTO Aa Ce JISKYBa HiTH He.

TlpH naryenTy, exHoppeMerHo HadexTupany ¢ HIV-HCV, nva orpaHiieHH JaHHH OTHOCHO
edpuxacHocTTa 1 Gesomactocerra (N = 51) npu siua ¢ 6poit Ha CD4 nopx 200 xnerkw/ul. Ilopamgy ToBa
Ce NpeopEIBa BHEMAHHE TPH JIeYeHHETO Ha AUMEHTH C HACEK Gpoi Ha CD4.

Jlabopamopru uzciedsanus npedu U nO epeMe HA NeYeHUemo
TIperopEuBa ce TpeAy HAUalOTo Ha eqeHHeTo ¢ Pegasys Ha BCHYKH NAIMICHTH A2 CC HANPABAT
DYTHHHHTS XEMATONOTHIHH ¥ GHOXMMHUIHH 71a60paTOPHH H3CIEABAHIA.

CieHATE CTORHOCTH MOTAT [a ¢¢ IPHEMAT KaTo H3XOAHH IIPH 3all09BaHe Ha JICGeHHETO:
- 6poii Ha TpomBowrHTe = 90 000/mm3

- afcomorel 6poii Ha HeyTpodmmTe = 1500/mm3

- afeKBaTHO KOHTpomHpaHa TupoyaHa ynkoms (TSH n T4).

X eMaTONOTHIHNTE H3CICABaHKA TpsOBa [ia ce IOBTOPAT ciex 2 H 4 CeMHIN, 2 OHOXMMHTHH
H3CHeIBaHNA — Ha YETBEPTATa CeIMHIA. ITepHOAMYHO MO BpeMe Ha JICICHHETO TpsbBa fa ce
TIPOBEIKAAT AOMBIHUTCIHM H3C/IeAB2HAA.

Ilo BpeMe Ha KIMHHIHHTE H3IHTRAHMA edeHHeTo ¢ Pegasys ¢ GIIO CBBP3aHO ¢ HAMANCHHE Ha obmus
6poit Gerut kpueru wietkd (BKK) 1 Ha aGcomoTrps Gpoi Ka HeyTpodmTITe (ABH), o6HKHOBEHO
3aTI0YBAMIO Tipe3 EPBMTE 2 CeAMHUM Ha ederneTo (Bix. 4.8). IlporpeciBHO HaManeHHe CICH 8
CeMUITE Ha Jiederne He e 610 HaGmoarano vecto. Hamaneruero Ha ABH e Grito oGpaTumo ciiex
HAMAJLIRAHE Ha 03aTa WK CIE] NPeyCTAHOBABAHE Ha edeHneTo (Bx. 4.2).

KBM H3XOZIHTe CH HHEA NPefy JeUeHHeTo B PaMKHTE Ha TIepHofia Ha Haf
(B5%. 4.8). B Hakon ClIygau MOXKE A2 MMa Hy»J1a 0T NIpOMAHa Ha /10321



TTo BpeMe Ha KIMHMYHITE H3IHTBAKHA ¢ 610 HabMoAaBaHO PASBHTHE Ha aHeMHA (XeMOTJIOOHH

<10 g/dl) npu o 15% OT MANKMEHTHTE ¢ XPOHIHeH XenaTaT C, IeKyBaHH ¢ KOMOHHUpaHa TEPAHA ¢
Pegasys H pu6GasuprH. UecTOTATA 3aBHCH OT IPOABDKHTEHOCTTA HA ISUCHHE H Z103aTa Ha pHOaBHPHH
(exx. 4.8, Tabnuua 4). PHCKET OT pasBUTHE HA aHSMHUA € N0-TOJLAM TIPH JKeHHTE.

Kaxro npu apyrute naTepdepoHH, TpAGBa Ja ce BHIMaBa, koraTo Pegasys ce mpunara B koMOHHAIHs
¢ JpYrH OTEHLIWAIHH MHEIIOCYTIPECOPH.

Endoxpunna cucmema

Hma crobmeHnd 33 OTKIOHEHHS B THPOHAHATA (YHKIMA WIH BIOIMABAHE HA NpeIIeCTBaINo
TRpouAHO 3abonsBane npH yroTpeGa Ha anda HETepheporH, BrmouHTeaHo Pegasys. Hpenu
saro4BaHe Ha Tepamus ¢ Pegasys Tps6sa fa ce uscnezmpar Husata Ha TSH u Ty. Jlevenuero ¢ Pegasys
MOE /i 3aTI09He WM /i@ IPOABILKH, ako HueaTa Ha TSH Morat fa ce mopxspxat B HOpMAaIHH
FPaHHIM TOCPEACTBOM MEAMKAMEHTO3HA TepalHA. B xoza Ha NledeHHeTo Tpabea ja ce OnpeIerT
mguBata Ha TSH, ako NanpeHTET PA3BHe KITHHIYHE CHMITTOMH, OTTOBApAIGH Ha €BEHTYAIHO
HapymeHHe Ha THpoMAHaTa pyHKast (8. 4.8). Kaxto ripH Apyrute HiTepQEepOHH, IPH JISICHHS ©
Pegasys ca Gina HaGHIOAABAHM XUIIOTIIHKEMHS, XUIePIIHKeMEs 1 3axapen juaber (Bx. 4.8).

Cuvpdeunocvoosa cucmema

JleqenumeTo ¢ anda uirephepoHs, BRIOIHTENHO Pegasys, e 610 CBbp3aHo ¢ XHIISPTOHAL,
HafKAMepHH apHTMHH, 32CTOMNA CHpAeYHa HeOCTATEIHOCT, (0JKa B IPBAHI KOII H MAOKapAeH
mdapkT. [Ipenopbya ce Ha NAMICHTHTE ¢ TIPSAMECTBAILH CHPACTHI 3a00/IBaHUA /12 Ce TIpasy
eNeKTpoKap/HOrpaMa pe/H Ha%anoTo Ha JedeHueTo ¢ Pegasys. AKO BE3HHKHE BIIONIABAHE HA
CEPAEIHOCHIOBHA CTATYC, IeUeHHETO TpA0Ba Aa ce MPeKbCHe BPEMEHHO HITH Ja C¢ NPy CTAHOBH. IIpu
TALMEHTH CBC CHPASTHOCHAOBO 3a00NBaHe, HAMIHETO HA aHEMHAA MOKS /ia HAJIOKH HAMAICHHE Ha
I03aTA WK IPEYCTAHOBABAHE Ha JICUCHHETO ¢ pubaBHpEH (8. 4.2).

Yeprodpobua pynxyus

TIpu narpeHTH, KOUTO PasBHAT NPH3HALK Ha JepHOAPOoOHA IEKOMITCHCAIS IO BPEME Ha JISICHHETO,
npunoxeHneTo Ha Pegasys Tps6sa ma ce npeycTanoby, Kakto ¥ nipy apyrute anpa nuTeppepoHy,
HaGmoaaBaso nosumenne Ha ALT Hap M3XoIHMTe HEBA YIDH NAIHEHTH Ha JegeHHe ¢ Pegasys,
BIJIHOMHTEITHO TPK MALKEHTH ¢ BUPYCONOTHIeH oTroBop. Jlewenuero 1pabea fa ce cripe, KOraro
NOBHIIeHHeTo Ha HuBaTa Ha ALT e iporpecHBHO ¥ KIMHHICCKH 3HATUMO, HE3aBHCHMO OT
HAMANSBAHETO Ha A03aT4, WIH & CEIPOROACHO OT MOBHIHEHHE Ha MHPEKTHHS OHIupyOHH (Bx. 420
4.8).

3a pasnuka oT XPOHHIeH XenaTHT C, IpH XpoHKHeH XenaTuT B oGocTpauero Ha 3a60MABAHETO N0
BpEMe Ha JiedeHue He & PAAKOCT H C& XapakTepH3vpa ¢ IPeXOXHO H NOTEHIHAIHO SHATHMO
moBmireHHe Ha cepymaara ALT. Tlo BpeMe Ha KIHHHYHATE H3MHTBaH] Ha Pegasys NpH NalieHT ¢
HBV no49epTaHOTO NOBMINEHHE Ha TPAHCAMHHA3UTE ¢ GHII0 IIPHAPYIKEHO C JICKO M3Pa3eHH NPOMEHH
B IPyTIHTe OKasaTeld Ha YepHOApoOHaTa dyHKIws, Ge3 JaHmH 33 TepPHOAPOGHA JCKOMITEHCAA.
TIpk NpHGTH3HTENHO MONOBKMHATA OT CAYJaHTe ¢ PA3KO NOBKIIEHNE, IIpeRrmasano 10 msTH ropsata
TpaHIIIA Ha HOPMATa, Ko3aTa Ha Pegasys e Oma HaManeHa HITH JISHCHHETO € NPEYCTaHOBEHO JI0
HOpMAIH3UPaHe Ha TPaHCaMHHA3KTe, KATO APYTOTO JISICHHE € PONBIDKARANO Ge3 n3MeHeHHA. B5B
BCHUKY CIIyS4H € IIPENopEYaHo [0-9eCT0 MOHATOPHpaHe Ha YepHOApo6HaTa QYHKIHA.

Cepoxuyecmeumentocn

Io BpeMe Ha fiedeHHe ¢ anha HHTCpGEPOHH PARKO ¢ HabIO/aBaHa TeXKa, OCTPA PeaKIk Ha
CBPBXIYBCTBUTENHOCT (HANp. YPTHKAPHSA, aHTHOSAEM, OPOHXOCIA3EM, aHagunakcus). AKO TOBa Ce
CcITy4H, JiedeHreTo TpsGBa ia ce Crpe H He3abaBHO A ce 3aro9He NOAXO0/AIN0 METHKaMEHTO3HO
siegenue. [lpexoaHuTe 0OPHBH HE HaNarat IMpeKhCBaHe HA TepalluaTa.

Aemounynno zabonseane “«
Tma croGIeHns 33 pa3BHTHE Ha aBTO-aHTHTeNa U ABTOMMYHHH 3200 aBpALLINIG BC STQICHHE C
anda uuTephepony. IlaluenTaTe, NPeAPasTION0KEHH KM PA3BHTHE HY/
MOJKE 1A ¢a U3N0MKEHH Ha TI0-rofiAM prcK. lallieHTHTe ¢ IpH3HAM :
aBTOMMYHHH HapymeHHs, TpORa fa ce H3CNeBaT BHUMATE/THO H ChO]



TIPOIBIDKATENHO JIeueHne ¢ HHrepdepoH Tpsa0Ba Aa ce NpeolieHH (BikK. CBIN0 H EHOOKpuHHA cucmema
B 4.4 1 4.8).

Debpunumem

Brnpexu ue nprzHanH Ha heGpuinrer MoxKe Ia ce CBBP3BaT ¢ IphIonofober CHHAPOM, KOATO ce
cE06ImaBa 4eCcTo [0 BpeMe Ha JIedeHHe ¢ HHTep(epoH, TpAbBa Aa ce H3KIOYaT JPYTH TIPHINHK 32
TIepcHCTHpaI hebprTHTeT, 0coBEHO Cepro3HH HHbeKTH (GaKTepHaTHY, BUPYCHH, MUKOTHYHH), I10-
CTICLMANTHO TIPH TIALMEHTH ¢ HEYTPOIEHH .

Ounu npomenu

Kaxto ripu ipyriTe HHTepdepoHH, B PEIKH City4aH NP fedeHue ¢ Pegasys ce cpobmasa 32
PETHHOTIATHS, BRTIOIHTEIHO KPBBOH3NHBH B DETHHATA, TaMyko00pasHi AereHEPaTHRHH IICTHE, /IeM
Ha TaIMIaTa, HeBPOTIATHA Ha 3pHTEIHHA HePB K apTepPHallHa HIIM BeHO3HA OKAY3HA Ha peTHHATE,
KOHTO MOJKe Ja JOBEAAT JO 3ary0a Ha 3penueTo. Beuukd nanpenTs TpAOBa Aa Ce MOAIONKAT Ha
OCHOBEH 0 TANMOIOrHYeH Aperiiell. Beeku MAlHeHT, KOATO ce OIMaKBa OT HaMareHue WK 3arya Ha
3penHeTo, TpaGpa Aa ce NOUIOXKH Ha HezabaBeH H mbjieH ofTamvonorider nperiell. IIpH NarykeHTH
CBC CHIIECTBYRATIMA O TAIMONOTMIHHE HapylIeHkA (Hanp. AMabeTHa WM XUIEPTOHHTHA
PETHHONATHA) TpiGRa Aa Ce MPOBEIIAT NEPHOMMIHH 0TaIMMONOTAIHH IIPETTICIH 10 BpeMe Ha
negeHmeTo ¢ Pegasys. Jlegenviero ¢ Pegasys Tpa6pa /ia ce NpeycTaHOBH NPH MAHEHTH, IPH KOUTO C&
PA3BHAT HOBH HITH Ce BIONIAT, HAMHIHHTE O TAMONOTHIHH 3a00AABaHHA.

Benodpobuu npomenu

Kaxro npu ApyruTe anda uarepdepoHH, o Bpeme Ha Jeverue ¢ Pegasys ce cBobIiaBa 3a
GenonpobH CHMITTOMH, BKITIOUBAIH JUCIHes, OenofpoSHK HHQHWITPATH, IIHEBMOHHNA 1 JIHEBMOHHTH.
B ciryuait Ha epcACTHpAINy WIH HeoGacHMH GenoapoOHI HEQITPaTH WM HapymeHa GenonpobHa
¢ryRKIHg AedeHneTo TpA0Ba A2 ce NpeyCTaHOBH.

Koxcnu napyuenus

TIpHoxeHHeTo Ha anda uarephepony e 6o CBEP3aHO ¢ 0GOCTPAHS MUK NO0SBA Ha [ICOPHA3sHC
capkoraosa. Pegasys TpaGBa Aia ce IprUlara BHUMATEIIHO IIPH NAIMEHTH ¢ JICOPHAsHE ¥ NPH CIlyHaH Ha
TI0SIBA UTH BIIONIABAHE Ha NCOPHATHYHH Je30H TPAOBa Aa ce oOMUCAH NPEYCTaHOBABAHE Ha
JIEEHHMETO.

Tpancniawmayus
Be30MacHOCTTA | e HKaCHOCTTA Ha JiedenueTo ¢ Pegasys He ca yCTaHOBCHH NPH NalHEHTH C

gepHOAPoOHA TpaHCITAHTAIHS.

Hayuenmu, ungexmupany ednospemenro ¢ HIV-HCY

MoJis, HanpaBeTe CIIPaBKa ChC CHOTBETHATA KPaTKA XapaKTepHCTHKA HA TPOAYKTa Ha
AHTHMPETPOBHPYCHATC JIEKAPCTBEHH MPOJYKTH, KOKTO IHE C& MPHEMAT SAHOBPEMEHHO ¢ JISICHHCTO 38
HCV, 0THOCHO NPOSBHTE H JEISHHUETO HA TOKCHIHHTE ABKCHH, crier(HIHH 32 BCSKH MPORYKT H
BE3MOMHOCTTA 38 NPUIOKPHBAHE ¢ TOKCHIHOCTTA Ha Pegasys cue wmm 6e3 puGasupun. ITo speme Ha
KIHEMEHOTO panuTBaHe NR15961, KbIeTo NalueHTHTE ca JISKYyBaHH e[IHOBPEMEHHO CBC CTaBy/IHH H
uHTepdepoH che m 6e3 puGABHPHH, JeCTOTATA HA NAHKPEATHT /MM NAKTAIH03a € Ouna 3%
(12/398).

TTarpesTH, HHEKTHPaHH eAHOBpeMeHHo ¢ HIV H nonyJaBainy BUCOKOAKTHEHA aHTHPETPOBHPYCHA
teparms (BAAPT), Moxke Ka ca [OJUIOKEHH Ha MOBHINEH PHCK OT Pa3BUTHE Ha JIAKTalp03a. Tlopamu
ToBa TpAOBA fia ce BHUMAB2 NpH nobabsne Ha Pegasys H pubaBHpHH KbM BAAPT (ex. KX Ha
prbaBHpHL).

ITammerTy, ARGeKTRpany expobpeMenro ¢ HCV/HIV ¢ Hanpennan cTajui Ha 1Up03a, MOy HaBalli
BAAPT, mMoxe fa ca MOAMOMKEHH CHII0 H Ha IIOBHIIEH PHCK OT PasBUTHE Ha YEPHOADO Ona




CTOMHOCTH HA cepyMHHs GHtupyOuH, IOHIDKEHH CTOMHOCTH Ha XeMOrilob xa, NOBHIlieHa aJKaiHa
docharasa wim nomoxed Gpoit Ha TPOMBOLMTY, KAKTO H JiedeHue ¢ AuaanosmH (ddl).

ITanpenTts ¢ enHOBpeMEHHA HE(peKpd TpLOBa a ce MpOoCHeABAT BHHMATENHO, KATO [0 BpeMe Ha
TeparnisTa TpAGEa Na ce onersBar o Child-Pugh i negennero Tpabsa fa ce npeycTanoBy He3abasHo,
axo nporpecupar kM Child-Pugh 7 mmi noseye.

4.5 BsamamopneiicTBHE ¢ APYTE JeKaPCTBEHH NPOIYKTA H APYTH QOPME HA B3aHMONeHCTEHE
[IpoyvuBaHus 33 B3anMOIEHCTBHATA HMa CaMO NPH BB3PaCTHH.

Ipunoxenneto ua 180 pg Pegasys BeaHbK CEAMHYHO Ha 3ApaBH MEBXE B IPOBIDKCHUE Ha 4
CEJ[MHLIH He & 0Ka3aJo eeKT BLpXy (hapMakoKuHETHIHUTE NpohuaH Ha Me(EHITOHH, IATCOH,
ReGpPH30KBUH H ToNGyTaMH/I, KOeTo TIoKa3ea, 3¢ Pegasys Hama edexT BEpXy meTabonuTHaTa
AKTHBHOCT in Vivo Ha H30eH3uMHTE Ha Toxpom P450 3A4, 2C9, 2C19 n 2D6.

B crimoTo m3cnensane ¢ HaGmonaano 25% nopumerne Ha AUC na Teodununa (Mapkep Ha
AKTHBHOCTTA Ha IjaroxpoM P450 1A2), xoeTo 1okassa, 7e Pegasys ¢ HHXHOHTOP HA aKTHBHOCTTA Ha
mmToxpoM P450 1A2. TIpy NalHEHTH, IPHEMANTH TeO(IIAH eXHOBPEMERHO C Pegasys, Tpsa0OBa Aa ce
TIPOCHSAABAT CePYMHUTE KOHIIEHTPAI[HH Ha Teo(IIHH H 7l03aTa My A2 C¢ KOPHIHpa CHOTRETHO.
MakCHMATHO B3anMofciicTRHe Mexay TeobiumH 1 Pegasys Moxe a € 04aKea CIIe]| IIoBeHe OT 4
CeAMHLH Ha JiegerHe ¢ Pegasys.

PesynraTuTe OT hapMAKOKMHSTHYHATA JacT Ha TEVIOTHHATE NPOY9IBaHHA pasa III ne moKasBat
hapMAaKOKMHeTHYEHO B3AUMOZEHCTBHE HA TaMUBYZIMH ¢ Pegasys NpH Nal@eHTH ¢ HBY win Mexny
Pegasys u pubasrpus npy naimenta ¢ HCV.

Hayuenmu, ungexmupany eduoepemenno ¢ HIV-HCV

He ca Habmroxapady BUAHMH AAHHH 32 JE€KAPCTBEHA B3auMOASHCTEHA INpH 47 TIalTHEHTH,
unexrapary enpospeMerso ¢ HIV-HCV, sasspuniin 12-ceMiriHo thapMaKOKHHETHIHO NPOYHBaHe
¢ Y16 B3cTeABane Ha edeKTa Ha puOABHpHH BLPXY HHTPAileNyIapHOTO HochoprIipare Ha HAKOH
HyKIIEO3HABH HEXHOUTOPH Ha 0GPaTHATA TPAHCKPANTa3a (JIAMUBYAWH H 3HXOBYHH HIH CTaBYAHH).
ITopanu ronstvata BapHabIIIHOCT 00ate KOBCPHTCIIHUTS HHTEPRANH C2 GumH oCTa FOJIEMH.
TIa3MeHATA eKCIIO3HIMS Ha pHOaBHPHH HM3IJIEK/a He C¢ NOBIHABA NPH ¢AHOBPEMEHHOTO
YIPHANOKEHHS Ha HyIIEO3HNHH HEXAOUTOPH Ha 06paTHATA TPAHCKPHITTAsa (HHUOT).

EHOBPEMEHHOTO TIPHIOXKEeHHe Ha PHOABUPIH H AMAAHO3MH HE CC TIPSHOPETIBA. ExcriosyImATa Ha
JAIAHO3MH WTH HETOBHSA AKTHBEH METaBOMHT (JUAeOKCHa/IeHo3uH 5°-Tprdocdar) ce yeeniana in
Vitro, KOTATO AHJAHO3MH Ce IIPHAAra eNHOBPEMEHHO ¢ prGaBHpHH. Hma crobmeHns 3a yieTanHa
qepHONpPOBHA HEROCTATEIHOCT, KAKTO M NepHepHa HEBPONIATHA, IAHKPEATHT 1 CHMIITOMATHHHA
XHTIepIaKTATEMY/IAKTALM032 NPH NPHIOKCHHE Ha pubaBHpHH.

4.6 BpeMeRHOCT H KEpMeHE

HiMa aneKBaTHH JAHHH 32 IPWIOKEHHeTO Ha nerunrepdepon anda-2a npy GpeMeHHN KeHd.
ExcrepHMEHTAIHITE IPOYIBaHHS IPH XKHBOTHY ¢ MHTepepoH anda-2a noKa3ssaT PErpoAyKIHEHa
TOKCHYHOCT (B. 5.3) H MOTEHIMAIHHAT PHCK TIDH XOpa He ¢ M3BecTeH. Pegasys Tpabpa fia ce
W3MOA3BA 10 BpeMe Ha GpeMEeHHOCT CaMo AKO NOTSHIMANHATA 0732 OT EUSHHOTO OLpaB/asa
BE3MOKHEA PYCK 3a deTyca.

He e H3pecTHO AanH HIKOA 0T CBCTABKHTS Ha TO3H JIEKapCTECH IPOHIYKT C& SKCKPETHPAT B KbpMaTa

Ipunosicenue ¢ pubasupun
JloKa3aHH ¢a 3HATHTC/HI TePATOTCHRH /T eMOPHOLBAHN ePCKTH BER S 3
BHJOBE, TpeTHpaHH ¢ pubasuprH. JleueRreTo ¢ pubaBHPUH € TIPOTHROTIOR




Tpsabsa xa ce BHUMaBa H3KIIOUUTEITHO MHOTO, 32 Aa c& u3berHe GPeMEHHOCT NPH MALHCHTKH JXeHH
WK [IPH NApPTHEOPKH Ha TALMEHTH MB3Ke, JIEKyBaHH ¢ Pegasys B xkomOuHaiws ¢ pabasuprs.
HAMHEHTKATE KEHH ¢ ASTEPOJeH HOTEHIMAN, H TeXHUTE NapTHEOPH TpA0Ba Aa H3NOM3BAT ePeKTUBEH
METOH 33 KOHTPAIIeNIKA 10 BpeMe Ha JISYSHHeTo H 4 Mecelia clief] IPHKAIYBAHeTO My. M nanueHTHTe
MBXKe, H TEXHHUTE NapTHEOPKH TpAGBA Aa H3Mo3BaT eeKTHBEH METOX 32 KOHTPALEIIid 10 BpeMe Ha
JIedeHHETo K 7 Mecella clieR MPUKoYBaHeTo My. Mo, Hanpasete cripabka B KXII na pubasupu.

4.7 Edexrs pppxy cnocobHOCTTa 32 modHEpane H paboTa ¢ MAIIEHH

Hama npoywBaHis 32 e(eKTHTe BEpXY crioco0HOCTTa 3a modHpate H pabora ¢ Mamunu. IlanueHTHTe,
KOWTO PasBHAT 3aMaifBane, 066pKBaHe, CEHAMBOCT HAH yMOpa, Tpabea fa GhAaT NpeaypecHu 1a
u3baATBaT WodHpaHeTo WiIH paboTaTa ¢ MAMIHHA.

4.8 Hexenann IeKAPCTBERE pPeaKnul

Onum om KIUHUYHUME USHUMEAHUS

YecTOTATA H TEXKECTTA Ha Half-gecTo cho6IIaBatiTe HexxeNaHH PeKapCTBEHH peakiu ¢ Pegasys ca
TomoGHH Ha TezH, chobmeHn ¢ HHTepdepoH anda-2a. Hali-gecto chofmaBaHuTe Hexkelanu
JIEKAPCTBEHH peakipH ¢ Pegasys 180 pg ca 6uiM NpeIAMHO JIEKO IO YMEPEHO H3Da3CHH 110 TEKECT U
ca 6me opTagIBany Ge3 HeoOXOAHMOCT OT NPOMAHa Ha JO3HPOBKATA Wil NPEYCTAHOBIBARE Ha

JICUCHHETO.

XpoHW4YEeH XelaTHt B:

o BpeMe Ha KIMHWIHHTE H3NMTBAHHA ¢ 48 COAMUIM Ha JIS9eHHE U 24 cepMHIM TIEPHOR HA
npocnenseane npoduisT Ha Ge3onacHocT Ha Pegasys pH NALHEHTH ¢ XPOHIMCH XeHaTHT B e 6un
riono6eH Ha To3W, Habmo/aBaH NPH NALMEeHTH ¢ XPOoHHIeH Xenatut C, BEIPEKH 1€ 9ecToTara Ha
cHO0ImEeHHTe HeKeNaHH ISKapCTBEHH peakinyy & Giia 3a6enexuMo Nio-MayIKa MPH XPOHIIEH XeNaTHT
B (8. Tabnuna 5). OcemneceT 1 oceM (88%) nponeTa OT MAIMEHTHTS, JEKYBaHH C Pegasys, ca
TIOJTY <M HerKelaHH JIEKAPCTREHH PEaKilHy B CpaBHeHue ¢ 53% OT IAUMEHTHTe B CPABHATE/IHATA
Ipyna, JeKyBaHa ¢ JaMHBYJHH, KaTo 6% OT eKyBaHHTe ¢ Pegasys H 4% OT DALMESHTUTE, JIEKYBAHH ©
JIAMUBY/IFH, CA OMYTEIIH CEPUO3HH HeyKeIaHH CHOMTIA 10 BPEMS HA INTHHITIHUTS H3MTBAHM. Tler
TIPOLEHTA OT NAIHEHTHTE ¢ PeyCTAHOBIUIM JIeUeHHETo ¢ Pegasys mopaji HexeNa ce0uTHA WTH
aGopaTOpPHH OTKIOHeHH:S, KaTo Noji 1% ca oTriamHami oT rpynara, IeKyBaHa ¢ JIAMHBY AHH, IOpazd
TIPHTHHY, CBEp3aHH ¢ GesonmacHocrTa. Crenenta Ha IPEKBCBAHE HA NISUCHHOTO NPH NAIMCHTIATE ¢
upo3a e Guia mogoGHa Ha TasH OT ofmara NOyNales BB BCAKa YPYHa Ha JICUCHHE.

XpouuaeH xenarat C:

Hayuenmu, ednogpementio ungexmupanu ¢ HIV-HCV

TIpn nammenTH, earospeMeHHo HudexTapamy ¢ HIV-HCV, npodHAET Ha KAMHHIHITE HEXEIaHi
cH6uTH, ChoGmenH 2a Pegasys, IPIIOKeH CAMOCTOATENHO WIH B KOMGHHAIRA C pubasupuH, e 61
nono6eH Ha Tosu, HaGJIOABaH PH NAHeHTHTe, HE(eKTHpanu camo ¢ HCV (Bx. TaGnum 4 | 5).
Jleweruero ¢ Pegasys ¢ G0 CBBP3aHO ¢ HaManeHke Ha abcomoTHIs Gpoif Ha CD4+ xareTxu TIpes
EpBHTe 4 cenmuIH Ge3 RaMareHHe Ha nponenTa Ha CD4+ xietkate. HamanemyeTo Ha 6pos Ha
CD4+ kneTkuTe € 6rno o6paTHMO criefl HaMaleHKHe Ha J03aTa Wi IIPEYCTAHOBABAHE Ha TepalTiATa.
IIpunoxennero Ha Pegasys He e ymano 3abeexuMo OTPHIIATEIHO BIHARKS BEPXY KOHTpOIId Ha HIV
BHPEMMATA [0 BpeMe Ha TepanuATa Wi B IIEpHOJa Ha IPOCACATBAC. JIaHAKTE OTHOCHO IAITHEHTHTE
¢ egHoBpeMeHHa HHPEKII ¢ OpoH Ha CDA+ XIeTKHTE < 200/l ca orpaspgens (N = 31).

Tabnuma 4 npexcTass Mperiaes Ha 6e30TacH0ocTTa NPH PA3THIHATE CXEMH Ha: ¢ Pegasys B
xoMOuHaI@s ¢ prbapHpyd mpH nanpeHTH ¢ HCV 1 matmeHTH: ¢ HIV-H :
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Ta6auua 4: Ilpersien na Ge3onacHOCTTa IPH CXeMH Ha NedenHe ¢ Pegasys — xomOnaupana
Tepannd ¢ pEGasEpud npH nanaeaTd ¢ HCV unn ¢ HIV-HCV

Mopopadexnus c | MonoBHGeRnas ¢ EpnoBpemenHa
Hcv HCV ungexnas ¢ HIV-HCV
Pegasys Pegasys Pegasys
180 pg 180 pg 180 pg
& & &
Ribavirin Ribavirin Ribavirin
800 mg 1000/1200 mg 800 mg
24 cepMuAII 48 cepmMuim 48 cempMuIH

CepuosHu HexeNaHi 3% 11% 17%
CHOHTHA
AneMmust (XeMOTTIO0HH 3% 15% 14%
<10 g/dD)
IIpomsana Ha fozara Ha %% 39% 37%
pubaBupHE
IIpenpapurento
NPEKECBaHe TopamH 4% 10% 12%
HexenaHu cr0uTHA
HpexpapATeTHO
[IPEKECBaHe TTOpant 1% 3% 3%
1ab0paToOpHH OTKIOHEHHA

Ta6muna 5: Hexenann peaknmn (gecroTa > 10% BHB BCAKA TepanepTa4Aa rPyna) Npa

panuentd ¢ HBV mim ¢ HCV
HBY HCY
Tenecna crcTeMa HCV HCY HCV HCV HIV-HCV
Pegasys Pegasys Pegasys Pegasys IFN alfa-2b Pegasys
180 pg 180 pg 180 pg 180 ug 3MIUO 180 ug
& & & &
Ribavirin Ribavirin Ribavirin Ribavirin
300 mg 1000/1200 mg { 1000/1200 mg 300 mg
48 cenmuir | 48 cenmutly | 24 cepmuuy | 48 cemMHUM 48 cemmpul | 48 cepMALH
N=448 N=8§27 N=207 N=2887 N=443 N=288
% % % % % %
MeraGonuzsm H
XpaHese
AHopexcHs 13 16 20 27 26 23
HamansgsaHe Ha 4 5 2 7 10 16
TernoTo
Heppo-ICHXHYHH
HAPYLIeHHSA
T'nasobonue 23 52 48 47 49 35
Beacenne 6 20 30 32 37 19
PasgpasHurenHocT | 3 17 28 24 27 15
Henpecns 4 18 17 21 28 22
Samaiipane [ i4 13 15 14 7
VYepexaase Ha 2 9 8 10 13 2
KOHUEHTpalMATa
TpeBokHOCT 3 6 8 8 8
PecnkpaTopHK %%
HapymeHust .
Tucnues 1 5 11 13 </ ;i *«14%? W17
Kamnna 4 ] 13 [ E(g= TRV L 3
\\ 5 \ bl
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CroManHo-4pepHE
HAPYIHEHHS
Tagene 6 24 29 28 28 24
Huapug 6 16 15 14 10 16
_Kopemnua Gonka 4 15 8 i0 9 7
Koxa
Anonenus 17 22 25 24 33 10
Coplex 6 12 25 21 18 5
Hepmatur <] 9 15 16 13 1
_Cyxa xoxa 1 5 13 12 13 4
Hapymenns Ha
MYCKYJNHO-
CKej1eTHATA
CHCTeMa
Muanrus 23 37 42 38 49 32
_ApTtpanrus 10 26 20 22 23 16
Obom
Yamopa 21 49 45 49 53 40
Hnpexcus 52 35 37 39 54 41
Purop 6 30 30 25 34 16
Peakmus Ha 7 22 28 21 15 10
MACTOTO HA
HEDKESKTHpaHe
ACTEHHS 11 7 18 15 16 26
Bonxa 11 9 10 9 6

Tabanna 6: Hexxenanu peaknan (zecrora < 10%), chofuiens npn monoTepands ¢ Pegasys OpH
nagueatd ¢ HBV man HCV aan B koM6aEansa ¢ pafasapus npa nanuedTH ¢ HCY

Tenecna cAcTreMa Yectn Yeern HeuecTH 0 peaKH
<10% - 5% <5%-1% CepHO3HA He:RellaHH
cpinrng < 1% -<0.1%
Hudexuny 1 Xepliec CHMITREKC, KOXHA HHPEKIHA,
HH(ecTaIHI uH(peKUHA Ha TOPHHTS TIHEeBMOHHS, OTHT Ha
IMXaTeRHA HETHINA, BBHIIHOTO YXO,
GpoHXIT, OpaNHa CHIOKAPIHT
KaHAHI03a
HeomtasmH - yepHoapobHA
IoBpoxavuecTBEHH H HeolnasMa
3NI0KAYECTEEHY
Hapymenrus Ha aHeMH,
XPBBOHOCHATA H nHMbHA mimMdageHOIATHS,
CHCTEMH TPOMOOHETONEHUA
Hapymenus Ha HKEHOMATAYHA WIH
HMYHHATA CHCTEMa TpoMGOTHYHA
TpoMOOLHTONEHHIHA
IypTypa, THPOHAMT,
TICOPHA3HC,
PEBMATOMIEH APTPHT,
CHCTEMEH JIYNyc
GpUTEMaTORLC,
CApKOHA034,
aHajUIaKcHA
Hapymenns Ha XUIOTHPEOHAUIEM, muaber .
€HAOKPHHHATA CHCTeMa XUIICPTHPEOHIHIBM //”‘TT:TN
Ticuxyynn HapyiHeHus TIPOMEHH Ha HEPBHOCT, Hamalleiue Ha. | CyHIBH(IE dert, o I,
HACTPOCHRETO, nubuAoTOo, aTpECHBHOCT | caMgyay
| emotmoRaHK e i 3
HAPYIIEeHAs HapyHe
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Hapymenns na BAOIIABAHE HA HapyIeHAs Ha BKYyCa, niepHdepHa HEBPONATHA,
HepBHATA CHCTEMA nMaMeTTa cnafoct, napecTesun, KOMa
XHIOSCTE3HA, TPEMOD,
MHTpeHa, CHHAMBOCT,
XUTIEPECTE3HH, KOMMapH,
CHHKOI
Hapymenus Ha OKOTO pasMasaHo 3peHHe, A3Ba Ha pOTOBHLATA,
BB3MANeHHE HA 0YHTE, PETHHONATHS, CBAOBO
kcepoyranmud, Gonka B | HapyHIeHHe HA
oquTe DeTHHATA, KPEBOH3IHE B
peTuHAaTa, OTOK Ha
TIAINIATE, HeBpONaTHA
Ha 3pPHTENHMI HEDB,
3ary0a Ha 3pesue
HapymieHuA Ha YXOTO H BepTHro, Gonka B ymuute | 3ary0a Ha ciryxa
BBTPEIHHOTO YX0
CoBpAeYHH HAPYHIEHH chplicOueHe, mepudeped | AapUTMUA, HagKAMEPHA
OTOK, TAXHKapAMS TaxuKapyas,
NpeACHPEHO TPENTEHe,
3acToiHa CEpAeYHa
HEAIOCTATEYHOCT, aHIHHA
TIEKTOPHC, TIePHKAPINT,
MuokapAeH HHpapkT
ChI0BH HapyIIeHHA 3g4epBABaHE Ha KoXaTa | MOIBIEH KPHBOHAIHE,
XHIePTCHIHA
PecnHpaToOpHH, TPREHU H GONIKY B TEPIIOTO, XpHIIOBE,
MEIMAaCcTHHAIIHK IHCTIHEA IPH YCHIINE, HHTEpPCTHLIMANEH
HApYIESHHA eIIHCTaKCHC, NHEBMOHHT ¢ RETaNEH
Haz0(apUHIuT, usxop, Genoppoben
KOHICECTHA Ha CHHYCHTE, | eMOOMH3EM
PHHHT, Ha3alHa
KOHFecTHA
CTOMAIGHO-YPEeBHA NOBPEILAHE, A3BH B YCTATa, NENTHYHA 1383, KEPBeHe
HapyIIeHHA CYXOTa B yCTara, | METEOPHIbM, KEDPBEHE OT | OT CTOMAllHO-IpEBHHA
EACHENCHA BeHIMTE, CTOMATHT, TpaKT, o0paTumMa
Jucdarys, CHOCHT HMaHKpeaTHYHA peaKkuysl
{1.e. nORMIEHHIC HA
aMHnasa/Hnasa coC WM
6e3 xopeMHa 6onka)
XenaTo-GHnapER yepHOEPoOHa
HapyIIeHuT HEHOCTAaTEYHOCT,
uepHOApoOHa
AHcyHKIIHS, MacTHa
gepHOApoOHa
JeTeHepalys, XONaHTHT
Hapymenus Ha Koxata M | 00pHE, 38CHICHO | €K36Ma, HOLHO AHTHOSHEM
TOEKOXXHATA TEKAH H3MOTABAHE H3NOTABAHE, TICOPHA3NC,
peaKiyis Ha
(OTOTYBCTBHTIEIHOCT,
YpTHKapus, HapylIeHAe
Ha KOKaTa
Hapymlenus Ha Gonxa B r5p0a MYCKYJIHM CTIa3MH, GoKa | MHO3UT
MYCKYNHO-CKEHeTHATA B IMHATA, MYCKYIHO-
CHCTEMA, ckenerHa Boska, KOCTHA
CEEIHHHTENHATA THKaH U QONKa, apTPUT, MyCKYIHA
KOCTHATA CHCTEMA ciaboct
Hapymenus Ha HMIIOTCHTHOCT
BE3IPOU3BONHTENHAT
CHCTEMa H [EpHATA
Obmy HapyleHHA Hepa3NoNnoXKeHHE,
etheKTH Ha MACTOTO Ha neTaprud, Gonka B
NP HIIOKEHHE rEpAUTE, FOPENIH BEIHH,




¥axnaa, rpanononofHo
3abongpape

Hapaussauus u Tpexo3HpaHe Ha
OTPaBIHHA BEMECTROTO

Mruoro psanko anda unrepdepoHKTe, BIIOIHTENHO Pegasys, H3NON3EAH CAMOCTOSTENHO HITH B
KOMOUHAIHA ¢ pHOaBKPHH, MOTAT J1a NPSAH3BHKAT NAHIWTOICHHS, BKIFOYUTENHO alllaCTHIHA
AHEMHA.

TIpu naumenTd, HHbexTupanu ¢ HIV-HCV, nexysanu ¢ komOprHupaHa Tepanis Pegasys 1
pubasupHy, ca cr00mAaBaHy U APYIH HEXENAHK Peakiuu npH = 1% 10 < 2% oT nalueHTHTe:
XHTIepPIaKTaAHEeMH/ AKTAlMAO3, TPHI, THEBMOHHS, SMOLMOHANHA JIAGHITHOCT, aflaTHs, IyM B
ymure, GapuHronapusreanta 60ika, XeimiT, npuacOHTa JIUTIOAHCTPO(HA H XpPOMATYPHA.

Jlabopamopnu cmotinocmu

JleuenneTo ¢ Pegasys e OHIO cBEP3aHO ¢ a0HOPMAH CTOHHOCTH Ha NafopaTOPHHTE MOKA3ATEIH:
nosrmenne Ha ALT, nopuinesue Ha GENEpYGHHA, efeKTPONITHY HAPYINSHHA (XHITOKANHeMHSL,
XHIOKANIHeMHs, XunodochaTeMir), XMIIePIIHKEMHS, XHTIONIHKSMHA H IIOBHINIaBate Ha HHBATa Ha
Tpunnepaaure (Bx. 4.4). Ipu mo 2% ot maleHTHTE, ACKyBaHH ¢ MOHOTeparud ¢ Pegasys H ¢
KoMOHHHpaHa Tepanud ¢ pubaBHpHH, e HAOMOAABaHO TIOBHINeH:e Ha HuBaTa Ha ALT, xoero e moBeno
JI0 KOPHTHpaHe Ha K02aTa WIH HPeyCcTaHOBABaHE Ha JISYCHHETO.

Jlewermero ¢ Pegasys e 610 CBEP32HO ¢ IOHIDKGHNE Ha CTOHHOCTHTE HA XeMAaTONOTr HIHHATE
HOKa3aTeny (JIERKONeHN s, HEYTPOTIeH s, JIUMGONEHHS, TPOMOOLHMTONEHHA H XeMOIIO0HH), KOKTO
0GHKHOBEHO ca ce TopoOpSBalH CIIEK KOPHIMpaHe Ha J03aTa M ¢a & BPHINANH K6M HUBATa IIpeH
NedecHNeTo OT 4 0 § cefMHIM CIeH MpPEYCTAHOBIBARe Ha Tepanuara (Bxk. 4.2 1 4.4).

VMepena (ABH: 0.749-0.5 x 10°/) u texxxa (ABH: < 0.5 % 10°/1) neyTponenys e HabmoaaBana
CBOTBETHO mipH 24% (216/887) u 5% (41/887) ot namverrrte, momy1asamy Pegasys 180 pgu
pubasnprd 1000/1200 mg B NIPOALILKEHEE Ha 48 CeaMuIH.

Anumu-unmepepon aumumena

1-5% oT NauMeHTHTe, JIeKyBaHH ¢ Pegasys, ¢a pa3BIIIH HeyTPAH3HPAIY aHTH-HETephepon
anTHTeNa. Kakro npu npyrure HETepdepOHH, HO-BUCOKA HECTOTA HA HEYTPANH3Hpanly aHTHTENA ¢
HabmonaBaHa NpH XpoHuger xenatut B. Y npu mBeTe 3a0oinsBanust 06a4e T0Ba He ¢ KOPeIHpao ¢
JIHTICa Ha TepaueBTHIeH OTTOBOP.

Tupoudna gynryus

Jleuenneto ¢ Pegasys e G110 CRBP3aHO ¢ KIHHIIHO 3HATHMH IPOMEHH B CTOHHOCTHTE Ha
naGopaTOpHATE TIOKa3aTeNH Ha THPOHUIHAT (PYHKIA, KOHTO Ca HANOXGHIH KIHHHTHA HaMeca (BXK.
4.4). YecTotara (4.9%), Habmrofiapana TIpH NayUeHTH, nonyIasan Pegasys/pubasupus (NV15801),
e Buna nojo6Ha Ha Tasy, HAGMOAABaHa IPH APYTHTE HHTCpEepOHH.

Jabopamopnu cmotinocmy npy nayuenmy, unpexmupanu eduospemenno ¢ HIV-HCV

BLIpekH ue NpH3HALM HA XeMaTONOrHIHA TOKCHIHOCT OT HEYTPONEHHS, TPOMOOLIATONICHIS M aHeMuUA
ca HabMronaEaHH o-yecto npH narenth ¢ HIV-HCV, npd moBedeTo oT TAX OBNAAABAHETO HM €
610 BE3MOKHO Upe3 MPOMAHA Ha [I03aTa M NPIIOKEHHE Ha pacTeKHu GakTopH, KaTo He4eCTo ¢e ¢
Hanarano ngemespemenno npeycTaHoBsiBaHe Ha nederuero. Hamanssane va ABH mox 500
riaeTkH/mm” ¢ HabmoaBaHo HpX cboTBeTHO 13% H 11% oT naiueHTyTe, MOMYYaBaTd MOHOTEPAmHA C
Pegasys ® koMOuHMpaRo nedenre. HamaneHye Ha TpoMGomurate mox 50 000/ mm’ e HaGMmoNABAHO
TIpH cs0TBeTHO 10% 1 8% OT mat(ueHTUTe, NONYIABANH MOHOTEpAI ¢ Pegasys H KOMOHHEpaHO
nedenve. AneMes (xemoryo6un < 10 g/dl) ce crobinaea npu croTBeTHO 7% ¥ 14% OT NanHeHTHTe,
II0JTy9aBajM MOHOTepais ¢ Pegasys HaKM KOMOHHAMpaHo JeYeHUE. ===

4.9 Ilpeposmpane
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Vima croblierns 3a Nipefo3npane, BKIFOJYBANI0 2 HEKESKIMH B IOCIEAOBaTEIHE AHY (BMECTO 1IPe3
€IHA CeMUIIA), N0 SXKSAHEBHO HEDKEKTHpPaHe B IPOLKDKeHHe Ha 1 ceMuna (T.e. 1260 1g cenmuuno).
IIpH HATO €MHH OT Te3H NallHEHTH He ca 0Toe/3aHH HeoOyaling, TeXKKY WM OTPaHIYABATIH
neuenueto cebutas. 1o BpeMe Ha KIMHHYHHTE M3MHTBAHHS Ca NPHIATaHd CEAMMIHM O3 10 540 1
630 g CHOTBETHO IIPH TIAIMEHTH ¢ KieTFIeH KapIHHOM Ha 6B0peLHTe H XpOHHIHA MHENIOTeHHA
neskeMus. J{030-orpauydaBamuTe TOKCHIHN peakiuH ca 61 yMopa, IOBHIIEHH JepHOAPOOHH
eH3HMH, HEYTPOTICHHS K TPOMOOLIMTONEHHS, KOHTO CHOTBETCTBAT HA JICYSHHETO ¢ HHTepOepoH.

5.  @APMAKOJIOTWYHH CBOHUCTBA
5.1 DapmMakogHHAMHYIHH CBOiicTBA
(apMakoTepanesTHIH rpyna; FiMyHocTrMynupam npoaykr/Luroxus, ATC xon: LO3A B11

Termwmpasuat rrrepdepon anda-2a (Pegasys) ce obpasysa 1npu koxrorapaneto Ha PEG pearesT
(6Hc-MOHOMETOKCH MONHETHICH TIIHKON) ¢ HHTepdepoH anda-2a. Pegasys NMpHTekKaBa aHTHBHPYCHA H
aHTUNpONH(EpaTHBHA AKTHBHOCT i7 Vilro, KOATO € XapaKTepHa 3a MHTephepoH anda-2a.

Cnen neuesnve ¢ Pegasys 180 pg uupara #a HCV PHK Hamanasar npydasHo TIpH OTTOBapSIIH
narpenTH ¢ Xenatut C. ITspsara ¢a3a Ha HamaneHHeTO 3amo4Ba 24 10 36 daca ciief MepBaTa A03a
Pegasys H e IocneBana OT Bropata (aza Ha HaMaJAeHHeTo, KOST0 NPONK/LKaBa Mpes cenpamure 4 7o
16 ceMHIH PH NIAIHEHTH, KOMTO €& JOCTHTRanH TPacH BUPYCONOTHIeH oTToBop. PubasupHi He ¢
TI0Ka3an 3Ha4uTeNneH edeKT BppXy HadaNiHaTa BHPYCHA KMHETHKA Npe3 IILPBHTE 4 A0 6 CeqMULM IIPU
TIAIHEHTH, JIeKyBaHH ¢ KoMOHHaIpsITa pubaBHprH H NerBnHpas HETepdepon anda-2a wi
uHTEpPepoH anda.

XpoHmnyeH xenaTut B:

Pezynmamu om xnununHUmMe UNUMBAHNA

TIpu BCHIKH KNMHHIHY M3IHTBAHKS ca HaGHpaHH IIaIHEHTH ¢ XpORUYeH xenatut B ¢ akTwEHa
BHpYCHA perutiKaims, n3Mepera gpes HBV JTHK, nosumeny nusa Ha ALT u pesyirratd oT
uepHoIpobHa GHOMCHS, OTrOBapAILH Ha XPOHHIEH XenaTuT. B npoyasane WV 16240 ca nabupanu
TIANHEHTH, TTONoKuTeNHH 3a HBeAg, a B namarsane WV16241 — nampienTy, oTprmareniy 3a HBeAg
W TIONOKHTENHY 3a anTa-HBe. U B jiBeTe H3CAeABAHIA NPOIHDKHTEITHOCTTA Ha iedeHHeTo & Gria 48
" cepMMIHE, ¢ 24-cenMEYEH IiepHO Ha npociefiapase 6e3 tedenne. [Ipy ApeTe H3NMHTRAHIA &
cpaBHABaHO JieueHue ¢ Pegasys raroc rranebo cpemy Pegasys rumoc JIaMHBY/HH CPeIy
MOHOTSpANHA ¢ TAMHBYIHH, B Te3u KIHMHITHY H3IMTBAHNA He ca GHIIH BIIOIBAHH MALMeHTH,
HH(eKTHpaHu eHOoBpeMeHHo ¢ HBV-HIV.

CrernieHTa Ha OTTOBOP B KPas Ha TIepHOAa Ha Apocieibade Ha ABETS H3NHTBAHMI € HPEICTABEHA B
Ta6muma 7. [pu menarsane WV 16240 ropeaunnTe Kpaias ToUxH 3a eduxacHocT ca 6w HBeAg
cepoxonseperd 1 HBV JHK nox 10° xorms/ml. TIpy mpoyurare WV 16241 mbpBHEHUTE KpakpH
TOUKH 34 edrKacHocT ca 6mmu nopMamzupase Ha ALT u HBV JTHK wion 10* xomust/ml. HBV THK e
Guna usMepsana upes COBAS AMPLICOR™ HBV MONITOR Assay (rpaiuiia Ha OTKpHBaHE

200 xomma/ml).

O6mo 283/1351 (21%) OT NalMeHTHTe ¢a HMany HanpelHana GuGposa wiK 1mupo3a, 85/1351 (6%) ca

uMamu Hupo3a. He e oTKpHTa pasiiKa B CTeTieHTa Ha OTIOBOP MEXKITY Te3H NAlMeHTH H NalHeHTHTe
6e3 HanpeaHana Gubpo3a WiH HUpo3a.
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Tataana 7: CepojgorakieH, BAPYCOJIOrEdeH H GEOXHMHYEH 0TTOBOP HPH XPOHAYEH XeOardaT B
HBeAg mooxaTeNHH HBeAg orpanaTennafanTi-HBe
Kanaaquo manareane WV16240 MOJ0KETeIHH
Knnnauso s3nsreane WV16241
1loxazaren 3a Pegasys Pegasys Jamueynuu | Pegasys Pegasys JlaMABYAHH
OTT0BOP 180 pg 1380 pg 180 pg 180 pg 100 mg
& & 100 mg & &
nnauebo | Jamuapynun naanmeGo | JlaMHBYIHH
100 mg 100 mg
(N=271) (N=271) (N=272) (N=177) N=179) (N=181)
HBeAg 32%° 27% 19% N/A N/A N/A
CEPOKOHBEPCHU
HBV JHK 32%" 34% 22% 43%" 44% 29%
oTroBop*
Hopmanusupane %" 39% 28% 59%" 60% 44%
Ha ALT
HBsAg 3% 3% 0% 3% 2% 0%
CEpOKOHBEpCHS

*3a HBeAg-uonoxarennd nanaesTH: HBV JTHK < 10° xonnsa/ml
3a HBeAg-orprnarennu/anTa-HBe-nosoxnareaan nanuesTn: HBV JTHK <2 x 10* komms/ml

*eroitHocTH Ha p (B cpaenenne ¢ Jamusyaun) < 0.01 (erparudunEpan Teer Ha Cochran-Mantel-Haenszel)

X HCTOJIOTHYHHAT OTTOROP € MofoGeH B TpHTE IPYIH Ha JIEIEHHE BHB BCAKO U3CHCABAHE; IIPH
TAIHSHTHTE, KOHTO ¢4 II0Ka3aiMd TpaeH BUPYCONOrHyeH OTroBOp 24 CeIMHUIM Clell Kpas Ha JICIeHHETO
o6ade, i BEPOSTHOCTTA 38 XHCTONOTHIHO rofobpente e Gria SHATHTENHO NO-TONAMA.

BeHYkd IANMEHTH, 3aBhPHIATH KIMHHIHKTE M3nuTBauns fasa I11, ca oTroBapsnu Ha KPHTEPHHTE 3a
BKIIFOYBAHE B TIPOJBIKHTENHO TIOCICABAINO KIHHHIHO u3miTeate (WV16866). IIpn naupesTHTe OT
npoygsare WV16240, rorxyaasany MoHoTepamyd ¢ Pegasys 4 BIUOCHH B POL/DKHTENHOTO
TOC/EABAMO KITHHHIHO U3IHTBaHe, JecToTaTa Ha npoxasmxuTtensa HBeAg cepoxonsepeus 12 Mecera
clIeH Kpas Ha ieueHneTo e Ouna 48% (73/153). IIpy nalueHTHTE, NONyIaBali MOHOTEPAIkA C
Pegasys B uamarsare WV 16241, crertenta na otrosop Ha HBV JTHK 1 HOpMaimi3upaHeTo Ha ALTI2
Mecela ciel Kpas Ha JieueHHeTo ¢ 6mia choTBeTHO 42% (41/97) m 59% (58/99).

XpoHudeH xernaTar C

IIpedsudumocm na omzosopa
Mons, Hanpasete cripaBka B ToUKa 4.2., B Tabmuna 2.

Hoza-omzoeop npu MoHomepanus

TIpn mupexTHO CpaBHABaHe ¢ Ao3ata oT 90 ug, Kosara or 180 uge Oina ceBp3ana ¢ 0-A00Ep
TPOBIDKHTEEH BUPYCOIOrHHEeH OTIOBOp NPH HalMEHTHTE ¢ IHMPo3a, HO H IPH ¢IIHO NPOY<BAHE IIPH
HEIMPOTHIHY HaNMeHTH NOKOGHY pe3yiTaTd ¢a GHIIH TOJyYeHH ¢ 03K 0T 135 pg u 180 pg.

Momevpoumentu KAURUNHU USRUMEAHUR
BB BCHUKHTE KIHHAYHY H3MTBAHK ¢a HaOHpaHH HENSKYBaHH ¢ MHTep(EepPOH NAIMEeHTH ¢ XPOHHICH
xenatur C, TOTEBPACH OT H3MEPHMH Husa Ha cepymua HCV PHK, nopumeny susa Ha ALT (¢
M3KIIOYerue Ha nicnenpanero NR16071) u wepHoapoOGHa GHOMNCHS, CHOTBETCTBAINA Ha XPOHHMEH
XeraTHT. 3a KIHHAYH0 namarsane NV 15495 crenuanso ca HabupaHH IaldeHTH ¢ XMCTOIOT HIHO
nokasaua mupo3a (okomo 80%) iy mpexox kKeM mupo3a (oxono 20%). Camo natwenT, uHbeKTHPaHH
exaoBpemerHo ¢ HIV-HCV, ca Brmoupanu B u3mureane NR15961 (swx Tabirma 10). Teau
IAITHEHTH ca MMamy cTabmmo HIV 3aGonasare u cpefrmar 6poit Ha CD4 T-wietk & 61 okosio 500
xnerku/pl. KnuHIHHITS H3MHTRAHMS HPH HEOTTOBAPSIIH TAHEHTH H NAHCHTH ¢ POLH/IMB
TPOXBICKABAT.

R 777N
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3a cxeMuTe Ha JIeYeHHe, IPONE/DKUTETHOCTTA Ha TePAIRATa K H3X0/1a O
nanuenTs ¢ Moousibexuws ¢ HCV 1 nauueHTH, PHQSKTHPaHH eJ(HOBLE
cpoTBeTHO Tabmuuu 8, 9 u Tabmima 10. Bupyconorm<HIAT OTIOBOP € ¢



muBa Ha HCV PHK npu uamepeare ¢ COBAS AMPLICOR™ HCV tect, Bepona 2.0 (rpaHuIE Ha
oTkpusane 100 xormsa/ml, exeusaneHTHy Ha 50 IU/m) ¥ TpaeH BHpPYCONOTMHMEH OTTOBOD, H3Pa3ABAM

ce ¢ efHa OTpHIaTeHa Npo6a npubIHauTeHO 6 Mecella cilefl Kpad Ha JISICHHETO.

Ta0aunma 8:

Brpyconorruen orrogop npu manuenta ¢ HCV

MonoTepanHa c Pegasys

Kombuxdpaka Tepanus ¢ Pegasys

HEIHPOTHYHH H HHPOTHYHH LHHPOTHYHH ALHEHTH HeIHPOTHYIHH H HUPOTHIHH MALHCHTH
TALHEHTH
Hicneapane NVIS496 + HMzcnensane NVI5495 Hacnenpane Hacnensane NV15801
NVI5497 + NV15801 NV15942
Pegasys Hurepdepon Pegasys Hurepdepon Pegasys Pegasys Huvrepdrepon
180 pg anda-2a 180 pg anda-la 180 pg 180 pg anda-2b
6MIUSMIU 3MIU 3IMIU
& & & &
3 MIU PuGapupHH Pudasupun | PafasupHn
1000/1200 1000/1200 1000/1200
mg mg mg
(N=1701) (N=478) N=87) (N=288) (N =436) {N=453) HN=444)
48 cenmMmm 48 ceaMuUH 48 cemmuun 48 ceaMunH 48 comMHIH 48 cemMuuu 48 cenMunH

Otrorop 3 55-69% 22%-28% 44% 14% 68% 69% 52%
Kpas Ha
JIeYCHAETO :
O6m 28-35% 11% - 19% 30%* 8%* 63% 54%** 45%+*
HpO,I{EIi}KH-
TeneR
OTTOBOD

* 95% CI 3a pasnaxara: 11% A0 33%
*%059%, CI 3a pasnukara: 3% go 16%

croiinocTu Ha p (cTpaTuduuHpan Tect Ha Cochran-Mantel-Haenszel) = 0.001
croftnocTu Ha p (cTpaTadunupan Tecr Ha Cochran-Mantel-Haenszel) = 0.003

BHpyconorigamTe OTrOBOPH Ha MIAIHEHTHTE, JIGKYBAHK ¢ MOHOTepamus ¢ Pegasys v ¢ xoMOHHHpaHa
teparmus ¢ Pegasys u puOaBupHH, 10 OTHOIICHHE Ha TEHOTHNA M BUDYCHOTO HATOBApBaHe, Ca

cymupany B Tafmurm 9 1 10 nps nanuenT# ¢ MonouHdexnus ¢ HCV i ¢pOTBETHO YIALKIEHTH,

undexTHpasy earoepeMerHo ¢ HIV-HCV. PesynratuTe OT KIHHMIHO H3NHTBAHE NV15942 pasat
OCHOBaHHE JA Ce NPETopEHa CXEMATA Ha JISYeHHe, OCHOBaHa Ha FeHOTHIIA (RX. Tabnuma 1).

Pazmikara Mexy CXeMUTe Ha JiedeHHe 00HKHOBSHO HE ce MOBAHARA OT BHPYCHOTO HATOBAPBAHE HITH
HANHYHe/AMICA Ha HUPO3a; TIOPaEH TORA IPEIoPHKUTE 33 JICTSHHE HMPH [eHOTHII 1, 2 WM 3 He 3aBHCAT
OT TE3H M3XO0AHY XapaKTePHCTHKH.
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Tatnana 9: IlpoagbikuTelieH BHPYCOJOTHYEH OTrOBOD, OCHOBABALK Cé HA reHoTANA H
BHPYCHOTO HATOBApBaHe, ciek KoMOuanpana Tepanns ¢ Pegasys u pafaBupan 0pH DaKHEATH C

HCV
Hacmensane NV15942 HMscaegpane NVISE01
Pegasys Pegasys Pegasys FPegasys Pegasys Hureppepou
180 pg 180 pg 180 ug anda-2b/
IMIU
& & & &
Pubasupun PHOaeupHH PrbaBHpuH PrbaBupHH PrbaBHpRH Pubasupuu
800 mg 1000/1200 mg 800 mg 1000/1200 mg 1000/1200 mg 1000/1200 mg

24 cepMEIH 24 cemqunu 48 ceaMAny 438 cenMuIH 48 cempunH 48 cepMune
Tenorun 1 29% (29/101) | 42% (49/118)* | 41% (1027250 | 52% (142/271)* | 45% (134/298) 36% (103/285)
Hucxo 41% (21/51) 52%(37171) 1 55%(33/60}) 65% (55/85) 53% (61/115) 44% (41/94)
EHPYCHO
HATOBApBAHE
Bucoxo 16% (8/50) 26% (12/47) 36% (69/150) 47% (87/186) 40% (73/182) 33% (62/189)
BHpPYCHO
HATOBAPBRHE
TenoTun 2/3 84% (81/96) | 81%(117/144) 79% (78/99) 80% (123/153) | 71% (100/140) 61% (88/145)
Hucko 85% (25/34) 83% (39/47) 88% (29/33) 77% (37/48) T76% (28/37) 65% (34/52)
BHPYCHO
HaroBapBaHe
Bucoxo 84% (52/62) 80% (78/97) 74% (49/66) 82% (86/103) 70% (72/103) 58% (54/93)
BAPYCHO
HATOBApBaHe
Texorsn 4 {8/12) {5/8) (10/13) {5/11)

* Pegasys 180 pg, pubasnpus 1000/1200 mg, 48 cemvemu cpemty Pegasys 180 pg, prGasnpun 300 mg, 48 cempvumr: Odds ratio (95%
CI) = 1.52 (1.07 jio 2.17) crofidocTy Ha p (cTpaTHRIHpaH TECT HA Cochran-Mantel-Haenszel) = 0.020
* Pegasys 180 pg, puoasupus 1000/1200 mg, 48 cepMunn cpemy Pegasys 180 pg, pr6asapeH 1000/1200 mg, 24 cepmuny: Odds ratio
(95% CI) = 2.12 (1.30 10 3.46) cToHHOCTH Ha p (CTPATH(HIHPAR TCCT Ha Cochran-Mantel-Haenszel) = 0.002.

Io-nobpara edexrueHoCT Ha Pegasys B CpaBHEHHE ¢ RETEPHEpOH anda-2a e JOKa3aHA CHINO U 10
OTHOLIEHWE Ha XMCTONOFHIHHS OTFOBOD, BKAIOUHTEIHO IPK TIALMEHTH ¢ IHPo3a WM MAlHeHTH,
undexTupany enHoBpeMenno ¢ HIV-HCV.

Hayuenmu, unpexmupanu ednospemenrno ¢ HIV-HCV

Ta6aana 10: TipoasJokETeAeH BEPYCOJOFHIEH 0TTOBOP, 0CHOBABAIN C¢ HA reHOTHNA H

BEPYCHOTO HATOBAPBaHE, CJie) KoMOrHApana Tepanns ¢ Pegasys i pHEGABHDPAE OPH HANACHTH,
nadexTapans egnospemerno ¢ HIV-HCV

Krusrusao psnareane NR15961

Harepdepon anda-2a Pegasys Pegasys
3MIU 180 pg 180 ug
& & &
Prfaeapnn 800 mg TinaneGo PuGaenpnd 800 mg
48 cenmuLK 48 cepMmAIM 48 ceaMuLH

Beudaku NangeRTH 12% (33/285)* 20% (58/286)* 40% (116/289)*
Tenotun 1 7% {12/171) 14% (24/175) 29% (51/176)
Hucko BHPYCHO 19% (8/42) 38% (17/45) 61% (28/46)
HATOBapBaHe
BucoKko BUPYCHO 3% (4/129) 5% (7/130) 18% (23/130)
HaTOBApBaHe
FemoTHn 2/3 20% (18/89) 36% (32/90) 62% (59/95)
Hucko BAPYCHO 27% {8/30) 38% (9/24) 61% (17/28)
HATOBAapBaHe
BHCOKO BHPYCHO 17% (10/59) 35% (23/66)
HaToBapBaHe

* Pegasys 180 ng, prfapapun 300 mg cpemy Hrrepgepor anda-2a 3 MIU, prGasupun 80
(3.42 po 8.54); croiiHocTH Ha P (CTPRTH(UUMPAH TECT HA Cochran-Mantel-Haenszel) =<
* Pegasys 180 pg, prGasupun 800 mg cpemy Pegasys 180 pg: Odds rafio {95% CI)=2.

(crpaTuduumpar Tect ka Cochran-Mantel-Haenszel)= < 0.0001

* Yyrepbepon anda-2a 3 MIU, pubasupun 800 mg cpewty Pegasys 130 pg: Odds ratio

crolinocTd a p (cTparidumypan Tect Ha Cochran-Mantel-Haenszel) = < 0.0034
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HCV nayuenmu c nopmania ALT

B xuterHo wsnmuTeane NR16071 nawwenta ¢ HCV 1 Hopmannu croifHoers Ha ALT ca Owm
paHOoMH3npanu 3a neveHue ¢ Pegasys 180 g cexmuno v pubasupuH 800 mg muesHo B
NPOREBIDKEHME Ha 24 WiH 48 ceAMHMLM, MOCASABAHO OT 24-ceAMHYEH MEPHOJ Ha NpoCieAaBaHe 6e3
JieueHue WK 72 cegMuLH 6e3 nedeHue. BpoaT Ha NALMEHTHTE © TPONBIDKHTENCH BUPYCONOTHIEH
OTrOBOp, ¢HOGIIEH OT I'PYITHTE B TOBA MpoyHRaHe, e 611 mopobex Ha 6pos Ha avyeHTHTE B
CEOTBETHHTE I'PYIH OT poydsane NV15942.

52 PapMaroKAHETHYHH CBOficTBa

CepyMHH KOHITGHTPAlHH Ha fTeruurepdepoH anda-2a ce OTKPHBAT IPH 37ApaBH i@ 3 Jo 6 Jaca cie
eNHOKDPATHO NOAKOKHO HEDkekTHpaHe Ha 180 pg Pegasys. Jlo 24 qaca ce mocrura okojsio 80% ot
MakCHMalHATa CepyMHa KOHIeHTpalms. PezopbimaTa Ha Pegasys € NpORBIDKHTENHA, KATO
MaKCHMANHH CEPYMHH KOHIIEHTPALHH ¢& JOCTHIAT 72 o 96 4aca Clel NpHIOKeHHETO. ABcomoTHaTa
GroHamIHOCT Ha Pegasys € 84% H ¢ nogo6Ha Ha Ta3u, HabmoAasaHa npy HHTepdepoH anda-2a.

Tlerurrepdepon anda-2a ce HAMHPa IIPESAHMHO B KPEBHEA TOK H eKCTpalle/ylapHata TeHOCT, KaKTo
ce BIXAA OT 0feMa Ha pasmpefeNie e B PaBHOBECHO CheTosHuE (V) 0T 6 po 14 muxpa cnex
HHTPABEHOZHO MPHIOKEHIE NpY X0pa. BaaHCET Ha MacaTa, THKAHHOTO pasfpe/iefieHne i
aBTOPANHOMMYHOrpadMIHIETe H3CACHABAHAA Ha ILDIOTO TIO MPH TUTBXOBE [0KA3BAT, 16 OCBEH
BHCOKaTa KOHLIEHTPaLys B KPHBTA, IeTHHTephepoH anda-2a ce pasnpenenx B 4epHus Apo0,
OnOpeLiTe ¥ KOCTHHA MO3BK.

Merta6omusmst Ha Pegasys He e HaupnHO H3ACHEH; H3CHeABAHMS P IUTbXoBe ofage mOKazBat, 4e
616pelpTe ca IIABHAIT OpraH 3a eKckpenid Ha GenasaHns MaTepHall. CHCTEMHOTO SJHMHERAPAHES HA
neruErepdepon anda-2a npy doeeka € okono 100 IETH Do-HUCKO OT TOBA Ha EHIOTCHHIA
unrephepod anda-2a. Ciief, MHTPAaBEHO3HO IIPHTOKEHHS TEPMEHAIHOTO BPEME Ha TIOTY’KHUBOT Ha
nerunTepdepon anda-2a e oxono 60 go 80 waca B cpaBHeHue ¢ 3 10 4 Waca HA CTAHRAPTHHA
prTepdepon. TepMHHAIHOTO BpeMe Ha HOMYKHBOT CIIEH IIOAKOKHO HPHIIOAKEHHE ¢ 110~
nporboxatenso [50 mo 130 gaca]. TepMyHaNEOTO BpeMe Ha NOJYHBOT MOXKE fia OTpa3iBa He caMo
eMHMHHAIIMOHHATA (ha3a Ha Che/IHHEHHeTo, HO H yAbIDKeHaTa pesopbius Ba Pegasys.

TIpu npunarase BEAHEXK CEAMUTHO ¢e HabMo/aBa MPONOPLHMOHANHO Ha 1032Ta YBCIMICHHE HA
eKCTIO3MISTA Ha Pegasys Tpu 3/ipaBH JiMIa K IPH HaudeHTH ¢ XpoHmdeH xenarnat B wm C.

TIpH NMAIHEHTH ¢ XpOHIIeH XenatuT B wim C cepyMHuTe KOHIRHTPAIMH Ha neruuTepdepoH anda-2a
CIeA NpWIATaHe BeOHEK CEAMATHO B IPOALIDKEHHE Ha 6 o 8 ceaMMITH ce YBeMYABatT 2 10 3 HETH B
CPaBHEHHE ChC CTOMHOCTHTE CAEK €AHOKPATHO npioxenne. Crel 8 cenMHAIM Ha NPIIOKEHHS
BEHBK CEIMHYHO He 6 OTKPMBA [O-HATATHINHO yRemueHHe. CHOTHOMEHHETO MAKCHMATHH :
MMHHMAITHH CTOHHOCTH CJIek JeUYeHUe B NPoAKDKenHe Ha 48 cemmun e okono 1.5 no 2. Cepymunre
KOHLIHTPALMH Ha NerenTephepor anda-Za ce MOANBPKAT B MPOABIDKCHHE Ha 6AHA 1L COAMULA
(168 gaca).

ITayuenmu c 6v6peuno yspeocoane

Fr0pevroTo yBpekIaHe € CREP3aHo ¢ xexo HaMaseHue Ha CL/F 1 yosmKeHo BpeMe Ha MOy HHUBOT.
TIpa narmuerts (n = 3) ¢ CL, Mexny 20-40 ml/mun cpemuaat CL/F e Ramanen ¢ 25% B cpaBHEHHE C
TIaIPeHTY ¢ HOpMalTHa 6E6peuna (yHkaws. [IpH nalMenTH B TepMAHATCH cTajuii Ha 6E0peaHO
3a60/IABaHe, HOMIOKEHH HA XeMO/IHAH3a, KTMPLHCET HaMasasa ¢ 25% 10 45%, a no3u oT 135 pg
BOJIAT J0 IIOR0GHA EKCHO3HIHA Karo o3H oT 180 ng npy nanyenTd ¢ HopManHa 6p0pedna GyHKIS
(px. 4.2).

ITonrosu pasnuxu
QPapMakOKHHETHKATA Ha Pegasys ciell eHOKPATHO NIOKOMHO MHKE

ca OHIIM CpaBHHMH.

Ilayuenmu 6 nanpeduana ev3pacm




Tpu xopa Hag 62 rOAHHH CISH eHOKPATHO NIOJIKOKHO HiDKeKTApaHe Ha 180 pg Pegasys e
Habmopasana 3a0aseHa, HO HAMIHA pezopbivs Ha Pegasys B cpaBHEHHE ¢ MJIAJIH 3/IpaBH HHAWBHIH
(tmax 115 9aca cpemry 82 waca np Jiuia Hax 62 TONHHA B CPaBHEHHE ¢ T0-Miau pecnekTupHo). AUC
e 6mna Manko mo-Bucoka (1663 cpemry 1295 ng.h/ml), Ho MakcumanHuTe KOHLeHTpawH (9.1 cpemy
10.3 ng/ml) ca Gwri ronoOHM HpH JiHLAaTa Hay 62-TOAHMHA BE3pacT. B3 0CHOBA Ha JIEKapCTReHATa
eKCTIOZHIMS, (apMaKOMMHAMITIHIA OTTOBOP H IIOHOCHMOCTTA, HE ¢ HeoOX0[[uMa [o-HHCKa 03
Pegasys npu crapu xopa (Bx. 4.2).

Yeprodpobro yepesicoaie

dDapMakokyHeTHKaTa Ha Pegasys e 61ia nmofobHa ipH 3APaBH A 1 NIPH HAHEHTH © XeNnaTHT B 1WiH
C. HabmonaBasy ca CpaBHEMH €KCIIO3MIMH ¥ (apMakOKMHETHIHH NMPOGHIIM IPH HallHeHTH C ITHPo3a
(Child-Pugh creneH A) 1 NIpH HELMPOTHYHH NAITHEHTH.

Macmo na npunodicenue

HozkoxHOTO NpHIoXKeHHe Ha Pegasys Tpa6Ba fa ce OTpaHyH J0 HEXKSKTHpaHe B Xopema U Genporo,
THif KaTo CTeneHTa Ha pesopbims, ocHorasama ce Ha AUC, e oxono 20% no 30% mo-BHCOKA ClIeX
HIDKEKTHpaHe B KopeMa H Geppoto. Excriosmuusra Ha Pegasys e 6unia HamaneHa IipH NpoyBaHuA
clieXl NpuIoykeHHe Ha Pegasys B pbkata B CpaBHEHHE C HIDKEKTHPAHETO My B kopema H 6eapoTo.

53. IpeaxnaHEYHA JaHHH 32 (6€30IaCHOCT

HexniueuTe IIPOYYBaHEA 33 TOKCHIHOCTTA, NpoBexKaany ¢ Pegasys, ca Grumi orpaHueHH IIOpaH
BHAOBaTA crielu(uaHOCT Ha HHTepdeponyTe. IIpoydsanuaTa Ha OCTPATa M XPOHMIHATA TOKCHIHOCT
ca MPOBEKHAHH [P MaliMyHH cynomolgus # HaxokuTe, HabMIONaBaHH NIPH KHBOTHHTE, TPETHPAHH C
neraHTepdepos, ca Grmi MoFOGHH 10 eCTECTBO Ha TE3H, IPE/H3BAKAHM OT HHTeplepoH anfa-2a.

He ca mpoBe:xnany W3CeBaHms Ha PelIpoAyKTHBHATa TOKCHIHOCT ¢ Pegasys. Kakro npH Apyrame
anda paTep(epOHH & HAOMOAABAHO YABIPKABAHES HA MEHCTPYATHHAA LHKE CTIe]l IPHIIOKEHHETO Ha
neruHTepdepor anda-2a Ha KeHeky MaliMyHu. TpeTHpaHeTo Ha pe3yc MaliMyHH ¢ HHTepQCpOH anda-
2a e AOBENO IO CTATHCTHYECKH 3HATHMO TIOBHIIEHHe Ha abopTuTe. BE1pekn e He ca Habmo/aBatH
TEpATOTeHHH €(eKTH B IIOTOMCTBOTO, POJIGHO HA TEPMHH, HE MOKE /i C¢ H3KIMOYAT HEKEAHHTe
eeKTH Iipi JOBeKa.

Pegasys nmoc pubasuputt

KoraTo ce & Harnon3pa B komMGuHamms ¢ pubasupur, Pegasys He e NpeM3BUKaN B MaliMyHU edeKTH,
KOMTO TIpeAH T0Ba He ca 611 HaOMoaBaHH ¢ BCAKO OT JISKAPCTBEHUTE BEIIECTEA NOOTIENHO.
OcHOBHaTa IPOMAHA, CEBP3aHa C NeYeHHeTo, e O1na obpaTuMa sieka 10 yMEpeHa aHeMPi, TEXKECTTa
Ha KOATO e 6Hia mo-rofiiMa OT NMpeiH3BUKAHATA OT BCAKO OT JIeKapCTBEHHTE BEIECTEA OOTAEIHO.

6. @®APMAIEBTHYHH JAHHU

6.1 CHHCLE HA IOMOIIHHTE BEeOIecTEA

HATPHUEB XIOPHK
noxucopbat 80
GeH3UN0B WIKOXON
HaTpUEB aleTaT
OLeTHA KHCeIHHA
BOJA 33 HEDKeKITHH

6.2 HechBMeCcTHMOCTH

TIpH JTEIca Ha Mpoy4BaHKs 32 HECHBMECTHMOCTH, Pegasys He TpaGea Ha cf
NeKapCTBEHM IPOMYKTH.

6.3 Cpox Ha rogHOCT
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3 romuuy

6.4 Coenpaiad yCIOBHA HA CHXPadcHAe

Ia ce crxpanaba B xiamwiHEK (2°C — 8°C). [la He ce 3ampasgpa.

CHxXpaHABaiTe IIPEHBAPHTENHO HAITHITHEHATA CIIPHHIIOBKA B KaPTOHEHATA ONaKOBKa, 3a 0a ce
npeonasu om CeemAUHdA.

6.5 JlannH 33 oMaKOBKATA

0.5 ml HEDKeKITHOHEH PA3TBOp B MPEBAPHTEIIHO HAITLIHEHA CIIPHHIIOBKA (CHIHKOHM3MPAHO CTHKNO
ton 1) ¢ 6yTano ¢be 3alylanka 1 npefifiasHa Kanauka Ha BEpxa (OyTiiosa ryMa, NaMuHHpaHa OT
CTpaHaTa Ha HPoAyKta ¢ QUyop-chABPKANIA CMONIA) M MINa.

TIpoussexaa ce B ONMAKOBKH OT 1, 4 wi 12.

6.6 CrennrIry HpeAna3En MePKH NPH H3XBLDIANE BA H3MON3BAH JeKAPCTBEH NPOAYKT
HIH OTHATHYHH MATePHAIH OT HETO

HWikeKITHOHEUAT PA3TEOP © NpeHA3HATeH CaMo 3a eJIHOKpaTHa yrorpeGa. IIpe/m na ce NpHIIOKH,
Toli TpsOBa Ja ce OrfeNa BH3YaHO 32 HAIMMHE Ha 9acTAIH i NPOMAHA Ha IBeTa.

Hewsnon3BanMaT NIPOAYKT Wik OTHANBMHATE MaTEPHAITH OT Hero Tp:AbBa /a ¢e H3XBHPIIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHUs.
7. TPHUTEXXATEJ HA PA3PEIHEHUETO 3A YIIOTPEBA

Pom Bearapus EQOJ, yn. “Baso none™ Nel6, Codra 1618, Benrapus

8. HOMEP(A) HA PASPEIHEHHETO 3A YIIOTPEBA
11-5842/02.08.2002 .

9,  JJATA HA ITIBPBO PASPEIIABAHE/IIOTHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

02.08.2002 r.
10. JATA HA AKTYAJNII3HPAHE HA TEKCTA

Hoemepu 2006 r.
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