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1 HANMEHOBAHUE HA JIEKAPCTBEHHS IPOAYKT

3

Pegasys 135 Mukporpama (MKr) HIDKeKUMOHEH pasTBOp B IIPEIBapUTETHO HAITB/HEHH
CIPUHLIOBKH

2. KAYECTBEH ¥ KOJIMYECTBEH CHCTAB

peginterferon alfa-2a* ..... creveenearens erernennees. 135 g
3a efiuH daxon or 0.5 M1 ot pasTBopa

*pexomOunanten mutepdepon anda-2a, IpousBe/IeH Ypes reHHo HHIXEHEPCTBO OT

Escherichia coli, xontorupas c 6uc-[MOHOMETOKCHIIONMETHNEH TIHKON] ¢ MOJIEKyAHa
maca M, 40 000.

3a NOMOIEHMTE BeecTRA BRI 6.1,
3, JEKAPCTBEHA ®@0PMA

Hrxexnuonen Pas3sTBOD B NPCABADHTENHO HAITBIHEHH CIIPUBIOBKH.

Pasteop®T € mpozpadycH K OearseTer 10 OIEOKEIIT,

4, KJIIMHWYHN JAHHA

41. TepaneBTHYHU HOKAIAHMA

XPpOHWYEH XenaTut B:

Pegasys e noxasan 3a neyense na HBeAg-nonoxurener u HBeAg-otpunareney
XPOHMYEH XENATHT B NPH BE3pacTHA NALMEHTH ¢ KOMIIEHCHPAHO YepHOAPOGHO
3a004BaHe M JAHHH 32 BHPYCHA PEIUIMKaIMS, TOBHINEHN ¢TONHOCTH Ha ALT 1
XHMCTONOTHYHO IOKa3aHO YepHoApobno rsnanenue w/unu Gubposa (pmwx 4.4, u 5.1.).

Xpouuuen xenatur C: :

Pegasys e rioxasan 3a JieueHue Ha XpoHuyeH xenatut C P BE3DACTHH, KOKTO Ca
nosutisen 33 HCV-RNA. B cepyma, BRMOYHTENHO NIALMEHTH ¢ KOMIICHCHAPAHA
IMpo3a W/HIK eHOBpeMeHHa (eI ¢ KIHHIYHO crabunen HIV (Brx 4.4.).

OnTeManHUAT HAYUH 33 IPUIIOKEHNE Ha Pegasys npy nanuenTy ¢ XpOHHYESH
xenatur C e npuiiaraHeTo My B KoMOuHanus ¢ puoaBupnH. Tasu KOoMOMHALHA €
TOKa3aHa NpY GOIHY, KOUTO He ca JIeKyBaHH NPENY TOBA, KAKTO M JIPH aLHEHTH,
KOMTO IIPELH TOBA Ca OTrOBApsIIH Ha JiedeHHe ¢ anda HHTepdhepoH, HO ¢a TOTyYMIIH
PeLHAHE CEA CIMpaHe Ha TeparHsiTa. '
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MomoTepammsTa e nokasaHa IPEAUMHO B CITydail Ha HETIOHOCHMOCT ¥UTH
NPOTHBOTIOKa3aHHE Ha prnOaBHpPHH.

4.2,  Jlo3upoRKa M METOH HA NPHIOKEHMHe

Heuenunero TpaOBa ga ce 3an049He caMo OT JieKap ¢ ONUT B JISYCHHETO HA XenaTut B
12071 L O

Koraro Pegasys tpa6ra jia ce npunara B xoMGHHALNS ¢ pUGABUPHH, MOJI, HAPABETS
CNpaBKa ¥ ¢ KpaTKaTa XapaKTepHCTHKa Ha MPOAYKTA Ha PUGABHpHH.

Jioza, xosaTo TpabBa J2 ce NPUI0XKH. H BPONBIDKHTEIHOCT Ha IEUYECHHETO

XpOHVYeH XenaTHT B: :
IIpenopbusanara fosa Ha Pegasys nipn HBeAg-nonoxurenen u HBeAg-

OTpHLATENeH XpoHyeH Xenatut B e 180 pg BegusK CeIMUYHO Ypes OAKOMHO
HHXCKTHPaHe B KOpeMHaTa CTeHa MM 6eApoTo B poaEIdKenue Ha 48 ceaMuua,

Xpouuuen xerarut C:

. Ilpenoprusanarta no3a na Pegasys e 180 ug BennEK cenMHYHO Upe3 MOIKOXKHO
HHXXCKTHpaHe B KOPEeMHaTa cTeHa Ml 6eApoTo, MPHIoKEHa KaTo KOMOKHAINA C
pubaBUpPHH NEPOPANHO HITH KATO MOHOTEPANHA.

Hlosara Ha pubaBupuH, KOATO TPAGBA Na ce M3MON3Ba B KOMOUHAaIk ¢ Pegasys, e
NaneHa B Ta0nua 1.

Ho3ara Ha puGaBupuH TpaGBa A2 ce NpuNiara ¢ XpaHarta.

HEO,E'BH}KHTEIIHOC’I‘ Ha JEeUSHHCTO

IIpoabiuTEHOCTTA HA KOMGHHHPAHOTO JieYeHre Ha XpoHuden xenatut C ¢

. puGaBUPHH 3aBHCH OT TEHOTHNIA Ha Bupyca. Tepanusara Ha GonHuTe, HEDEKTAPAHH ¢
HCV ¢ renotun-1 mimi reHoTHI 4, HE3aBHCHMO OT BEPYCHOTO HAaTOBapBaHe, TpsbBa
Na npojibinxasa 48 ceaMuIy.

Tlavpenty, nudexrupanu ¢ HCV ¢ rewotun 2/3; He3aBHCHMO-OT BEPYCHOTO
HaToBapBaHe, TpA0Ba Ja Ce JIEKyBaT B MpobIDkeHNe Ha 24 ceamuny (six TaGnnna

1).

Tabmuua 1. Ilpenopnku 3a Jo3upaHe IPH KOMOMMHPAHA TePANUs HA NAHEHTH
¢ HCV.

I'egoTHn Jo3a na Pegasys | Jlo3a na pubasnpun | IlpognamutennocT

I'enotum 1 180 muxporpama <75 xr = 1000 mr 48 cepmunm
=75 kr = 1200 Mmr 48 cegMunu

I'enoTumn 2/3 180 mukporpama 800 mr 24 cenmuiin




OGuKHOBEHO ce cunTa, Ye NalleHTHTe, MHQEKTAPaHH ¢ reHoTrn 4, ca TPY HU 32
JICICHHE, a TAHHUTE OT OTPaHKYeHH Mpoy4Ranud (n=66) ca CLIIOCTABMMH C
A03MPOBKaTa IIpH Jeuenke Ha 6onuu ¢ renorun 1. Korato ce B3ema pemenme 2a
NPOABIKUTENTHOCTTA Ha ICYCHUETO, TPAOBA [la ce UM NipeABYA M HANHYHeTO HA
FOUBNHATENHYE PHCKOBH Qakropy. [lpy nanuenty, nndexTapanu ¢ TeHOTHO 5 1w 6,
CBHINO TP:6Ba Ja C& MMa NPENBHA TasK JO3UPOBKA,

Hpenopbysanara NPOABIKHTENHOCT Ha MOHOTepanus ¢ Pegasys e 48 cevunm.

EnnospeMenso nabekTrpane ¢ HIV-HCV

TIpenopeyranara fo3a Ha Pegasys, camocTosTenno i B koMGHHAIms ¢ $00 mg
pubaBupin, ¢ 180 pg BeHEK COAMUYHO HOKOXKHO B IPOXBIKERNe Ha 48 ceIMHUIY,
HE3aBMCAMO, OT reHoTHIA. be3oniacHoctTa i eeKTHBHOCTTA Ha KOMOUHMpaHaTa

Tepanya ¢ pudaBHUPKH B JO3H NO-BHCOKH 0T 800 mg AHEBHO MuTH npo,umxcmenﬂoc"r
Ha JieyenHeTo Mox 48 ceMHuLM He ca W3CHeABAHH,

1penBuauMOoCT Ha OTrOBOPA M AKIICATA HA OTTOBOD
HoxasaHo e, ye paHHAAT BEPONOrHYEH OTTOBOP KbM CeAMHMIIA 12, onpesieinen KaTo
HamalicHHe Ha BHPYCHOTO HaTOBapBaKe ¢ 2 log HIIH HEOTKpHBaeMH HABA Ha HCV

RNA, umar nporsocTuysa CToHHOCT 3a NPOABIDKUTEN e 0Tropop (Bik Tabnuna 2 i
8).

Tabanua 2. MiporHocTryHa €TOHHOCT Ha BEPOIOTHYHHS OTFOROP HA ceaMuna 12

npH APENoPLYBAHATA CXEMA HA 03HpaHe NPH NallHEHTH ¢ KOMOHBHpaHa
Tepanus ¢ Pegasys

TenoTin OTpanareana HogoxpTensa
bes Bes. Hpornocr | Otrosop | IMpomeinx | Tlporsocr
OTrOBOp | MPOFBIBK | MYHA Ha cemM. HTENeH H4Ha
Ha CeAM. | HTeneH croifHoct | 12 OTrOBOD crofinoct
12 OTTOBOD
Tenornm 1 102 97 95% 467 271 58%
(n=569) . (97/102) ' (271/467)
T'enotnn 2 1 3 3 100% 93 81 87%
3 (n=96) (3/3) (81/93)

Otpunatenyara IporHOCTHYEA CTOMHOCT NPY NPOBIKUTENEH OTFOBOP TIPH
NalyeHTH, TeKyBaHH ¢ Pegasys karo MoHoTepamus, € 6una 98%.

Ilono6Ha oTpHIaTENHa NPOrHOCTHYHA CTOMHOCT € HabNo1aBana NpH MaLMeRTH,

HHQEKTHpanu exHoBpeMerHO ¢ HIV-HCV, nexypanu ¢ Pegasys kaTo MoHOTepanivs
M B koMGuHarws ¢ pubasupuH (100% (130/130) uan 98% (83/85) croTReTHO).
TonoxwTenna NpOrHocTHYRa cToltHoCT OT 45% (50/110) 1 70% (59/84) e
HalIIo/arana IpH NalHEHTH, TIOIyJaBary KOMOHHAPaHa Tepas, uH(peKTHpanu
€AHOBPEMEHHO C BUPYCH C FeHOTHN 1 v reroTHn 2/3.
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KOQHI‘PI[_)_&HG Ha jo3aTa NpY N0%Ba Ha HEKENAHH PEAKITHI

O0my nosoxens

AKO & HEO6XOXMMO KOPHrHpaKe Ha JI03aTa NOPaH YMEPEHH JI0 TEKKY HevKelauy
PeaKupH (KNUHAYHA H/WAn 1abopaToOpHH HAaX0AKH), HaualHO HaMalleHHE Ha 103aTa
Jo 135 pg obukHoBEHO € AocTaThuHO. B HikoH ciiydau obaye e HeoGxomHMO
namanenue 10 90 wm 45 pg. Ciesy 0T3BydaBaHe Ha HEKENAHATA PEaKLWA MOXKE La Ce

OGMUCIH BpBIIAHE KBM HIIH NPUONH3HTEIHO KEM OBEPBOHAYaIHaTa 032 (Bik 4.4. U
4.8).

. XeMaTonornyay (B cbmo Tabnuma 3)

Tlpenopryea ce HamaneHKe Ha j03aTa IpH Gpoii Ha Hey'ipo@nnm*e <750/mm’. Tipwu
nauyieHTy ¢ abcomoter Gpoit HeyTpoduin (ABH) < 500 /mm°® neuennero TpaAOBa Aa
ce TIPeyCcTaHOBH 2o nosumenue Ha ABH xo > 1000 /mm°. Jleuenuero OBPBOHAYANTHO
TpaORa 2 ce MOAHOBM ¢ Jjoa oT 90 pg Pegasys u 6post Ha ‘HeyTpoduIITeE A2 ce
TIpOCHesBa.

Hpenopﬁtma ¢¢ HamaJeH1e Ha po3arta 1o 90 pg, ako 6posT Ha TpomGouuTHTE € < 50
000/mm?>, IipeniopBuBa ce NpeycTaHOBABAHE HA IEYEHHETO, KOTATO Gpost Ha
TpoMGOITHTE N3 gHe A0 HUBO < 25 000/mm’,

Crepnute crienuHMYHE NPENOPEKA Ce OTHACAT 32 JICYCHHE Ha AHEMHU, KOSTO Ce €
NOABHIAIA 110 BPEME Ha JICYeHneTo: pubaBnpuH TpabBa Ja ce Bamany o 600 Mr
zHeeHo (200 Mr cyrpun 1 400 Mr Bevep) B enny o1 ciiegnuTe ciyyan: (1) ako
HANHEHT (€3 3HAYNTENIHO CHPASYHO-ChAOBO 3a60NsBaNe IOTyIH IOHMKEHNE Ha
xemornobuna fo < 10 g/dL u 2 8 g/dL wim (2) ako NAUWEHT CbC cTAGHIHO CHPACYHO-
CB/I0BO 3a60is1BaHe ONYYM NIOHMKSHHE Ha XeMoriobuHa ¢ = 2 g/dL no Bpems Ha
HAKOS OT YeTHPHTE CEMHL Ha Jedenye. He ce NpENopBHYBa BPBIAHE KBM
MbpBOHAYANHATA JO3UPOBKa. JleueHUeTo ¢ pubaBHpUH TpAOBa Ja ce IIPEyCTAHOBY B
GAHH OT ciiefinuTe citydau: (1) ako manyedT Ge3 SHAYMTENHO CHPAEYHO-CHAOBO
3abosBane Moy NOTBEPACHO IOHINKeHHE Ha XeMoryo6una no < 8 g/dL; (2) ako
NaUyeHT ChC CTAaGHIIHO CHPACYHO-CHAORO 3a0oMiBane NOANBP:Ka CTOHHOCTH Ha
xemornobuua < 12 g/dL Benpexu 4 cenMuuy Ha JeueHue ¢ HamayeHa fo3a. Tpu
OT3BY4aBaHC Ha OTKIIOHECHHETO Npriiokenuero Ha 600 Mr gHeBHO prbaBHpHE MoXke
A2 ce BB3CTaHOBH, & Clie]] TOBA Jia ¢e yBenuur A0 800 Mr AHEBHO o yeMOTpeHHte Ha
NexyBalus iekap. Bpbilanero xeM mepBOHavalHATA ZO3MPOBKaA obaue He ce
IpENopEYBa.

TaGauna 3. Kopsrupane Ha )(03aTa NIPH HOSBA HA HEXEIAHNA peakunn (3a
NOBEYE YKA3AHHUS BHK CLIIO M FOPHUS TEKCT)

Hamanenne na | Cnmpane vz Hamanerne Ha Cmupane °| Coupane Ha
pubasupiH Jo | puSaeapHH Pegasys no Ha Pegasys | romOmmammsra
600 mr 135/90/45 ug
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AQcomoTen

Gpoit <750/mm® < 500/mm’
HeyTpodun

Bpoii <50 000/mm’ <25 000/mm’
TpoMOonuTy > 25 000/mm’

XeMornoGay

— TIpH JTHIICA <10g/dlu <8.5 g/l

Ha CBPAEYHO = 8.5 gfdl

3abonAsaHe

Xemornobrn HaMansEaHe ¢ <12 g/dl

—npu =2 g/dl mo BEIIpEKH

cTabmiHo BpeMe Ha HaMalneHaTa

CEpPOEYHO HiK0% 0T 4 Do3a npes 4-

szabonaBaHe CEAMKIIH TE CeAMHIH

B criyyaii na senonocuMoct K6M pubaBuprH TpsGBa a ce NPOJIBIDKH C

MOHoTeparus ¢ Pegasys.

YepHonpobua dynrums

Konebannara B OTKIOHEHHATA HA GyHKIMOBANHHITE YepHOAPOOHHM IIPOOH ca YeCTH
NIpy akeHTH ¢ Xpohuden xenatat C. Kakro u npw gpyrute anda-uutepdeponu
obaye, nopumenye Ha ALT nax msxonuure nupa (MH) e 6uio nabmonasako npu
Gonuu, nexysatn ¢ Pegasys, BKIIOYATEIIHO Y MAHUEHTH ¢ BUPOIOTHIEH OTTOBOP.
TTo Bpeme Ha KAMHAYHUTE H3MHTBAHIA IPH MALMEHTH ¢ XpoHudeH Xeratut C ca
HaloAaBanK M30APaHH CiTy4au Ha nopumenne va ALT (> 10 x ULN wmu > 2 x
WIH nipy naupenTs ¢ u3x0HO HUBo Ba ALT 2 10 x ULN) npu 8 ot 451 Gonmn,
NeKyBaH! ¢ KOMOMHAPaHa TEPANKA, KOETO € OT3BY4aNo (e3 KOpUrHpaHe Ha xos3ara.
ITpu niporpecuBHO ¥ HEpPCHCTHPAamo Nosuwienre Ha ALT fosara Tpsa6Gea fa ce
HaMaJii IEPBOHAYaNHO 10 135 pg. Jlevenuero Tpabra fa ce npeycradosy, axo ALT
HPOABIKABA Aa Ce IOBHINABA, HE3aBHCHMO OT HaMaJIEHHeTO Ha A03aTa, CHITFTCTBA C&
OT HOBHMIEHHE Ha GHIMPYGUHa W ce TIOABAT HaHHW 3a yepHOApoOHa
nekomneHcauns (Biok 4.4.).

Ipu nanmenTy ¢ XpoHKHIEH XeNaruT B NpexoHo ps3ko NOBMIICHNE HA HABATA Ha
ALT, nonsxora npepnmasamo 10 mxTH ropHara rpaHula Ha HOPMATA, HE €A PHAKOCT

+ H MO3KE Ja 0TpassaBat HMyHHIS KTHpBHC. OOHKHOBEHO fleyeHHETO He Tpabra na
3a1104Ba, aKo cToiiHoctyTe Ha ALT ca 10 BTH Haj ropHaTa rpaHHla Ha HOpMaTa,
TpaGBa fa ce 0OMUCIH POBIIKABAHE Ha JIEUEHHETO C N0-4€CTO MOHHTOpHpaHe Ha
YepHOApoOHaTa GYHKIHA 110 BpEME Ha pPA3KOTO MOBHIIEHHE Ha BuBaTa Ha ALT. Axo
Aosata Ha Pegasys ce HaMalli MITH JICIEHHETO Ce NPeyCTaHOBY, TEPANMATA MOJXKe Jia
ce NOXHORBH Clie/] OT3BYUaBaHE HA NOBHINeHHeTo (Buk 4.4.).

Crenyanyy momyIali
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TlanuenTy B BanpegHana Be3pactT
He e neobxonumo kopurupase Ha IpenophuBaHaTa TO3UPoBKa ot 180 MKF BeZHBX

CEeIMUYIHO, KOTarto Ce 3all0YBa NIeUeHHE Ha NALieHTH B HanlpeqHasia Bbh3pacT ¢
Pegasys (Bmic 5.2.).

IManuenTtn mox 18-ronumya se3pact

BesonacnoctTa M eexTHBHOCTTA Ha Pegasys npu Tasw nomynanus He ca
YCTaHOBEHM.

Hanpenty ¢ 60peuHo yBpexane

IIpyu nanuenTH ¢ KpaeH ctamuii Ha OB0peYHo yBpesxaane TpAGBa fa ce mpuiara
HayajiHa fo3a ot 135 Mkr (Bmx5.2.). HesaBrcuMo 0T HauanyaTa 1032 HAM CTEICHTa
. Ha OB0peunHoTo YBpeKAaHe, allHeHTUTe TPIOBA [a ce MPOCNeBaT CTPUKTHO, KATo
Ji03aTa C¢ HaMaJii ChOTBETHO NIPY NOSBA Ha HeXeNaHH eeKTy B X042 Ha JISUEHHETO
‘¢ Pegasys.

ITanuentH ¢ 4epHOAPOOHO yBpeKaHe

Hoxaszano e, ye mpy 60/1HA ¢ KoMIIeHCcHpaHa 1uposa (Hanp. Child Pugh A)
npmioxkennero Ha Pegasys e edextrBHO 1 GesomacHo. Pegasys He € u3crnepan npHu
NIANHEHTH ¢ JeKoMIeHCHpana nyposa (Hanp. Child Pugh B/C wim xepesmu Bapuiy
Ha XpaHonposoga) (i 4.3.).

Knacupuxanuara Child-Pugh pasgens nanuentute Ha rpynn A, B u C ymy “nexn”,
“ymepenn” H “TeXKH", CBOTBeTCTBAINM Ha 5-6, 7-9 1 10-15 TouKM CHLOTBETHO.

Monudrnupana onenka ‘
Orneska CTeneH Ha OTKNOHEHHE bp. Touxkn
Ennedanonarus THTICBA 1
creneH 1-2 2
crenen 3-4* 3
Acour JIHTICBA 1
' JIeK 2
. yMEpEeH 3
S-bilirubin (meg/dL) - <2 1
12.0-3 2
>3 3
ST unit = pmol/l <34 1
: 34-51 2
>51 3
S-alburmin (g/dL) >3.5 1
3.52.8 2
<2.8 3
INR <1.7 1
1.7-2.3 2 -
///f:.:‘}'-“ 7 ks
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| |>2.3 | 3
*crenenysane no Trey, Burns and Saunders (1966)

43. IIporuBomorasanus

*  CBPBXYyBCTBHTENHOCT KM JIEKApCTBEHOTO BEIIECTRO, aNda-HHTep(epoHy iy
KBM HfKOE OT IIOMOIIHHTE BEIIECTBA

ABTOHMYHEH XESIATHT
Texxko papymenne Ha YepHOapoOHaTa GYRKIMA MK JICKOMIICHCHpana NMpo3a Ha
YepHus apob

» Hosoponern 1 Manku ena noy 3-roAuiIHa BE3PACT, IOPAH ChIBPKAHUETO Ha
OCH3MNOB aNKOXOA KAaTO HOMOUIHO BEIIECTBO

* Anamyesa 3a TEXKO NPEAMIECTBAINO CHPAEIHO 3a60NBaHe, BKIFOYNTEHO
HecTabuIHo uiu HeKOHTpoanaHo cr,p,a:eqﬂo 3a00MABaHe B NPEAMECTBAMMTE 6
Mecena (Bux 4.4.)

¢ DBpemennoct u kepmene

¢ 3anousane Ha AeveHue ¢ Pegasys e DpoTHBONOKA3aHO NpH NANMEHTH,
undextnpann ¢ HIV-HCV, ¢ uuposa u ¢ 6an o Child-Pugh > 6.

3a NpOTHBONOKA3aHAA KBM pHOaBIpIH, KoraTo Pegasys ce mpuiara B KOMGHHAIS C
PUGABHPYIH, MOJIS, BIDK CBINO M KpaTKaTa XapaKTepHCTHKa Ha IPOJyKTa Ha
pubaBUpUH.

44. Crennajnu NpesynpeAeHns u COCUMATHN NPEXIAIHA MEPKH APH
ynorpeda

Koraro Pegasys me ce npusiara B koMOiH2513 ¢ pRGABHPHE, MO, BIDX CHINO H
KpaTKaTa XapaKTepHCTHKa Ha NPOAYKTa Ha pUOaBHPHH.

Ha serKy nauyenT! B IPOyYBaHIsTA ¢ XPOHUYEH Xenaryt C ¢ HanpaseHa
YepHOAPOOHa GHONCHA TIpeAy BKIIIOYBAHETO, HO B HAKOH CiIy4aH (Hanp. npy GonHu,
MHOEKTUPAHH C TeHOTHN 2 WK 3) € BE3MOKHO JleYeHne §e3 XHCTONOTHYHO
noTeepxnenue. [Ipean Hayanoro na TepanuaTa TpaOBa aa ce HANPaBH CHPABKa CHC
CHEBPEMCHHHUTE YKA3aHHA 34 JICYCHHE 10 OTHOIICHHE Ha HeoOXOAMMOCTTa OT
YepHoApoGHa GHONICHA NPENV 3aTI0YBaHETO MY,

Ipn navmenta ¢ nopmana ALT, gpubposata nporpecupa cpeiso no-6asHo
OTKOJIKOTO NpH IanpeHTH ¢ nosumena ALT. Toa Tpa6ba na ce uMa peBHL BB
BPB3Ka C ApyrH $akropy, kato resotun Ha HCV, BB3pact, eKcTpaxenaTanin

IIpOsBY, PUCK OT MpelaBaHe H Jip., KOMTO MOBIUABAT PEICHHETO JalH 3a60JI1BaHeTo
Ja ce JIEKyBa MM He.

Ilpu nanpenty, eqHoBpeMenHO HdexTHpann ¢ HIV-HCV, uMa orpanHYeHH HaHHy
OTHOCHO edexrrBHOCTTa M He3omacroctra (n = 51) npu quua ¢ 6p0)11-;{a CD4 TIOA,
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200 xnetkw/ul.. TTopany ToBa Ce NPeNOPHYBa BHIMAHHE NipH JISYEHHETO Ha
TIANMEHTH ¢ HUCHK Opoii Ha CD4,

Haﬁoga'ropﬂn H3CIeABaHKd HPSAKH H II0 BpeMe Ha JISUSHHETO
Hpenop'bqna CC MpERH HAYaJIOTO Ha JICYCHUETO ¢ Pegasys Ha BCHYKH ITallHEHTH Ja ce

HanpapAT PyTHHHHTE XeMaTOOrHYHH 1 GMOXHMHYHH Ta00paTOpHY H3CHSIBAHIIL.

CrensmTe CTOHHOCTH MOTAT 42 ce IIPHEMAT KaTO M3XOJHM Xpe/id 3aH0YBAHe Ha
JIEYEHHETO: :

- 6poii Ha TpoMBoruTHTE > 90 000/mm’

- abcomoren 6poit Ha HeyTpodmATe > 1500/mm?

~ AJIeKBaTHO KOHTpOJHpaHa THpoaua ¢pynkums (TSH u Ty)

Crep 3am0YBane Ha JICYCHKETO.TPA6BA J1a ce POBEHAT XEMATONOTHYHM H3CIeXBAHMUN
Ha BTOpaTa CeAMHIM U YSTBEPTATa CEAMNLIA, 2 OMOXUMHMYHM H3CISABAHMA — Ha
Yerspprara ceamuua. Ilepuoandno mo BpeMe Ha JieueHneTo TpAOBA I ¢ MPOBEKIAT
RONGBIHUTEIHH HU3CHESABAHUA.

Tlo BpeMe Ha KIMHUYHMTE U3NUTBAHNA JIedeHNETO ¢ Pegasys e 6¥II0 CBEP3aHO ©
HaMmajieHue Ha o61mus Gpoit 6enu kpueaM Kietkd (BKK) u na aGcomotnus 6poii Ha
neyTpoduante (ABH), 0GHKHOBEHO 3aM04BAINO NIpe3 IEPBHTE JBE CEAMHIT Ha
negenreto (B 4.8.). IiporpecnpHo HamalleHue clief § CeMHIE Ha JedcHue e G0
HabJI0AaBaHo He YyecTo. ITo BpeMe Ha KIMHUYHKTE H3NUTBaHES ¢ Pegasys
HamaneHieTo Ha ABH e 6mito o0paTiMo Cliefi HamMaNsABRaHe Ha f03aTa HilM crej
IpeyCTaHoBABaHe Ha leueHHeTo (Bik 4.2.).

Tipunoxenuero wa Pegasys e 6uno cBpp3ano ¢ Hamanssane Ha 6pos Ha
TPOMOOLKTHTE, KOHTO Ce e BpBINai KbM HIXOAHHTE Ci HHBA B PaMKHTE Ha IIepHOfia
Ha HaOmoAcHHE chef nedeHneTo (B 4.8.). B HAKOHM CIIyuan MOXe Ja C6 HAIOXH
KOpHTHpaHe Ha xosara (Biok 4.2.). '

o Bpeme Ha xMaMSHUTE M3NUTBaHWA € Gyila HabmoAaBaHa aHeMHs (XEMOFHOGHH <
10 g/dl) npu mo 15% ot nanmenTHTe ¢ XpoHnueH xenarat C, IEKyBaHu ¢
komOWHEMpaHa Tepanns ¢ Pegasys u ribavirin. YectoTara 3aBucu ot
NPONBIKUTENHOCTTA Ha fiedenke 1 o3ara Ha pubasyupuna (Bik 4.8., TaGmuna 4).
PuckeT OT passuTHe Ha AHEMHS € NIO-TONAM TIPH JKEHHUTE,

Kaxro npu apyrure ratepdeponuy, Tps6Ba Aa ce BHEMaBa, korato Pegasys ce
npunAara B KOMOMHANKA ¢ APYTH NOTEHUMANHE MUEIOCYIIPECOPH.

EnnokpuHHa cHcreMa

Hma crolinenns 32 NosBa HA OTKIOHEHH B THPORAHATA GYHKUMA HAH BAOHIABAHE
Ha HaJIYHO THPOHIHO 3a00BaHe NpH yrotpeba Ha anda untepdepony,
smounTenHo Pegasys. TIpeny zanousane na Tepanus ¢ Pegasys Tpabpa ga ce
nacnensar niueara Ha TSH n T,. Jlewennero ¢ Pegasys Moxe Aa 3anouse.unu
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HPOABIDKH, ako HUBaTa Ha TSH MoraT fa ce MOANBPIKAT B HOPMAIHY IPAHALM
MOCPEICTBOM MEAMKAMEHTO3HA Tepanyd. B xoxa Ha AeueHneTo Tpsdea 1a ce
OnpefenaT HuBaTa Ha TSH, ako nmanpeHTsT pa3sne KIKMHUYHY CHMIITOMH,
OTFOBApSIIH Ha €BEHTYalHO HapyrmeHue Ha THpoxaRata dyukuus (ewx 4.8.). Kakro
IpH ipyrute uatepdiepon, npy nedenre ¢ Pegasys ca 6nmu Habmoxasasy
XANOTIMKEMHS, XUTIEPITUKeMKs 1 3axapeH Juaber (Bix 4.8.).

TenxuaTpruyHy CUMNTOMH ¥ CHMIITOMH OT CTP2HAa HA I'GHTPAJIHA HEPBHA CHCTEMA
(IIHC)

AKo ce mipeneny, ge jevyeHuero ¢ Pegasys npu NallenT! ¢ HaMUYEH TEXKKY
ACHXWYHH 3a60J1gBaHNs MK aHaMHe3a 33 TaKHUBa CHCTOSHHS € HeoOX0oNUMO, TO
Tp#0Ba 2ia ce 3aI0YHe CaMO CIEK OCHIYpPsBaHe Ha NOAXOAMA MHANBHIYATHA
JUAarHo3a B JiedeHne Ha ICHXWYHOTO CHCTOSHHUE., .

Tlpy HAKOY NalMeHTH O BpeMe Ha IedcHHe ¢ HHTephepOH Wik NerHHTEPdEpOH
anda, ca HabMIOABAHH TEXKU Hexenany edektn o ctpada Ha [[HC, ocobeno
Aenpecus, CYAUMAHH BACH 1 ONHTH 3a caMoyOmiictso. Ilpw neuenue ¢ uuTepdepon
Wiy neruuTepdepon anda ca HabmonaBany U ApYrH edexTn ot cTpana Ha ITHC,
BKJHOSHTEIHO arpeCHBHO NOBeZicHye, 00bPKBaHeE MITH HPOMAHA Ha NICHXHYECKOTO
CHCTOfHHE. AKO [0 BpeMe Ha Jiedenne ¢ Pegasys ce NOABAT MCHXMYHK MPOBIeMH HIH
edexrr oT crpana Ha [THC, BKIOYRTENHO KIMHAYHYE PU3HAI HA IEIPECHS,
TIPEHOPBYBA C& BHUMATEIHO NPOCeABAHE Ha NALHEHTa Nopaay NOTEHNMAITHO
CEPHO3HHS XapaKTep Ha Te3d HeXeNaHH eeKTH. AKO CHMITTOMHTE NepCHCTHPAT MK
Ce BIIOINAT, eueHueTo ¢ Pegasys Tpabea fa ce mpeycranosu (Bix 4.8.).

CHpIeYHO-CBIIOBA CHCTEMA ‘
Jleyenuero ¢ anda-unrepdepony, ponTenHo Pegasys, € 6110 CBBP3aHO ¢
XUNEPTOHMS, HaKaMEPHY apMTMHAH, 3acTOMHA CHpAEYHA HEXOCTATRYHOCT, 6ONKa B
TPBAHKA KOII ¥ MUOKapAeH HHbapkr. Ilpenoprusa ce Ha TaLHeHTHTe C ,
ApeAmecTBaly ChpACYHH 3a00IBaHuUs ia e [paBy enexrpoxcap,uaorpanaa Apenu
HaYaloTo Ha fieyeHnero ¢ Pegasys. AKo BB3HHKHE BIOINABAHE HA CHPAEYHO-CHIOBH
CTaTyc, NeYeHHeTo TpAGBa Jia ce mpeKbCHe BPeMEHHO HIM Ja ce peyctaHosu. [Tpu

. IALHEHTH CHC CEP/CYHO-CHH0BO 3a00Ji1BaHe, HATUYKETO Ha aHEMHA MOXKe Ja

. HAJIOXHK HaMalleHHe Ha A034Ta UK NPEyCTAHOBABAHE HA JISYSHHETO ¢ pUbaBrpul
(emx 4.2.).-

Yepuonpobua 5

Iipu nanueHTH, KOMTO Pa3BHAT NPH3HALY HA YEPHOAPOOHA JEKOMIIEHCANMS 110
BpeMe Ha JICYCHHETO, IPHIOKEeHHETo Ha Pegasys Tpa0Ba jia ce npeycranoey. Kaxro
npy Apyrate anda-uaTepdepoHH, Ho BpeMe Ha JiedeHue ¢ Pegasys € HabmogaBaHo
nopumenye Ha ALT Hax H3X0RHNTE HUMBA, BKIKOYUTENRHO NPH NAAEHTH C
BUpPOJIOFAYeH OTroBop. JleueHuero TpabBa Aa ce cripe NpH MPOTPECHBHO U
KIMHAYECKH 3HAYMMO NOBHIIeHNe Ha HueaTa Ha ALT, He3aBHCHMO OT HAMajisBaHETO

Ha 03aTa, UK NpH €AHOBPEMEHHO MOBUIIEHHE HA AUPEKTHHS 6mmpy6mz (Bx 4.2.
u4.8.).




3a pasfuxa OT XpOHKYEH XenaTHT C, Iipy XpoHHUeH XenaTht B o6octpsnero Ha
3a00NBAHETO HO BpeMe Ha JIEYSHHE HE € PAIKOCT K Ce XapaKTEPU3Upa ¢ IPEXOJHO U
MOTCHIMATHO 3HAYHMO NOBHINeHIe Ha cepymHaTa ALT. ITo BpeMe Ha kuHpunMTe
nnureanys Ha Pegasys npu nanpentu ¢ HBV noguepranoTo noBHmeHne Ha
TpaHCaM¥Ha3aTa & OUIi0 NPHAPYHEHO C JIEKO H3PaszeHy NPOMEHH B ApyrHTe
NoKa3aTeN Ha YepHOApoOHaTa Gynkums, 6e3 JaHHK 3a yepHOApOGHa
JexomnieHcauws. IIpy npubausuTeNno NONOBHHATA OT CIYYAHTE C PA3KO NOBHIIEHNE,
npesrnasaimo 10 NETH ropHata rpaniLa Ha HOpMara, Jo3ara Ha Pegasys e Guta
HamaneHa HiIH Je9eHHETO ¢ PEYCTAHOBEHO A0 HOpMalusHpaHe Ha TpaHCaMHHA3aTa,
KaTo JPYyroTo JieYeHNe € NpoAbKaBano 6e3 usMeHeHns. BEB BCHUKH ciiydaH e
NIPEenophsYaHo Mo-4YeCTo MOHHTOPHPaHe Ha YepHOnpoGHaTa QyHKIsL.

CBphXYYBCTBHTENHOCT

Ilo Bpeme na neyenue ¢ anda-urTepdepoHn paAKo e HAGMOAABAHE TEKKA, OCTPA
‘peaKiys Ha CBPEXHYBCTBHTEIHOCT (HANp, YPTHKAPHS, AHTHOCHEM, GPOHXOCHAshM,
aradunakcus). AKO ToBa Ce Ciy4H, NedeHHeTo TpabBa [a ce Clipe H He3aGaBHo Ja ce

3aro4yHe NMOEXoAAmmO MBﬂHKaMBHTOSHO JICUYCHHE. HPCXOIIHHTG 06pI’IBH HC Hanarar
IPEeKECBaHe Ha Tepanuiara.

AsTonMyHHO 3abonanane

Vima cpobmieHus 32 pa3sBUTHE HA aBTO-aHTHTENA M aBTOMMYHHH 3a00/BaHMIA 10
BpeMe Ha JieueHHe ¢ anda-narephepo. [annenTtrTe, npefpasnonoxeH: KEM

| pa3sBHTHE Ha aBTOMMYHHH 3a00/IABANKA, MOXKE N Ca H3I0KEHH HA IO-TOJISIM puCK.

ITanpenTHTe ¢ HPH3HALM, CBBMECTHMU ¢ dBTOMMYHHH HapyIIeHus, TpA0Ba Aa ce

H3cieiBaT BHUMATEIHO H ChOTHOINEHHETO NMON3a-PUCK OT IPOABILKUTENHO ISYeHHE

¢ uaTepdeponn TpAOBa ia ce MPeoHeHN OTHOBO (BHIK CHINO U EHIOKpHHEA cHCTeMa

B paszien 4.4. 1 4.8.).

Debpinuter

Bropexu ue nio BpeMe Ha Niedenue ¢ HETEphEpoH yecto ce crobinana 3a (hebpunurer
H TPUTIONO00HK CHMITOMHE, Tp:AOBa ia ce M3KIMIOYAT APYTH HPUUUHH 33
nepcucTHpal dedpunnret, ocobeno cepro3ny Hubexiuu (GakrepHanty, BUPYCHH,
MHKOTHYHH), MO-CIIELAANHO NpH GONHK C HEYTPONCHUS,

Ouny IpoMeHH

Kakto npu. Apyrute nuTepdeposd, B peAxy clydan npu edenye ¢ Pegasys ce
chobinasa 3a peTHHONATHA, BKOYHTEIHO KPBBOU3IHEH B PETHHATA, OTOK Ha
Nanpaara, HEeBPONATHS Ha 3PUTENHHS HEPB M OKITY3us HA ApTEPUATA UM BEHATa Ha
PETHHATA, KOHTO MOXe 1a JOBeJlaT N0 3aryda Ha 3peHHeTo. BCHUKH naHeHTH
Tps0Ba Aa ce NOMIOKAT HA O TANMONOrHYEH Nperie] pe/i Ha4aloTo Ha
Jeyenuero. Beexu nanyuenT, KoHTO ce ONNakea OT HaMaNleHKe WK 3ary6a Ha
3peHHeTO, TPAOBA Aia Ce NOI0KM Ha He3a0aBeH M bIeH o TaMOJIOTHYEH MPeriien,
Ilpy maiWeHTH ¢ HATHYHY OYHH HapymeHys (Hamp. AuabeTHa Wi XHIePTOHNYHA
PETHHONIATHS) CE NPENOPHYBA IIPOBEKNAHETO HA NEPUOAHIHH Otb'ranmonomqnn
TperTiefiu o BpeMe Ha jeuerneto ¢ Pegasys. Jleuenueto ¢ Pegasys ipsoBa:na ce
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TIpEYCTAHOBM NPH GOJIHH, NPY KOUTO CE PA3BKSAT HOBU MM CE BAOINAT HAIMUHUTE
ODTANMONOIYHY 3a00IABAHH,

benonpobuu npomenn

Kaxro npu apyrute anga unrepdeponn, o speme na nevenue ¢ Pegasys ce
cr00mana 3a 6enogPoGHI CHMIITOMH, BKIIOUBANIH AVICIIHES, oenonpobuu
nHGWITPaTH, THEBMOHYA ¥ THEBMOHWTH. B cnyvaif Ha NIePCHCTHPANTH MIIH

HeoO:ACHUMY Oel1oapobnu HHUATPaTH MM HapymeHa Genoapodna GyHKIMA
JnieyenyeTo TpAdBa 1a ce MpeyCTaHoBy,

Koxny Hapynrenus

B penku cnysau ynotpebata Ha anda-untepdeponn e 61na cBEp3aHa ¢ obocTpAHe
HIIi NI0SBA HA NICOPHA3KC U CapKOMA03a. Pegasys Tpa0dBa a ce TIpUiiara BHHMAaTeHO
B CITydyaif Ha COpHa3|C U NPY NOABA HIH BRONIABAHE Ha TICOPUATHIHY JIC3HH TpsAOBa
Ia ce OOMHCIN npeycTaHOBaBaHe Ha JISYECHHETO.

TpaucragTanys
EdeKTHBHOCTTA H 6€3011aCHOCTTA HA IeYEHHETO ¢ Pegasys ne ca ycTaHOBeHH NpH
NalHEHTH ¢ YepPHOAPOOHA TPaHCIIAHTAIHS,

HanwenTr. uudexTupany ennospemenso ¢ HIV-HCV
Mons, ranpaeete crpasKa ¢ KpaTKaTa XapaKTepHCTHKA Ha AHTHPETPOBUPYCHHTE
JIEKapCTBEHU CPESJCTRA, KOUTO Ce MPHEeMaT eJHOBPEMEHHO ¢ Aeyenuero 3a HCV,
OTHOCHO NIPOABUTE W JEYESHHETO HA TOKCHYHNUTS SIBJICHUS, CHCLUIIHN 33 BCEKH
HPOXYKT B BE3MOKHOCTTA 32 IPHIIOKPUBAHE ¢ TOKCHIHOCTTA Ha Pegasys cre 1nn §e3
pubaeupus. ITo BpeMe Ha XiINHUYHOTO H3nMTBane NR15961, Kpaero nanuenTtute ca
JNIEKyBaHH €THOBPEMEHHO CHC CTaBYAMH H RHTepdepoH ChC Ml Ge3 pHGaBupHH,
4eCTOTAaTa Ha MAHKPEaTUT WKWK NaKTanufo3a e 6mna 3% (12/398).

Ifanpenty, undexrapany egHorpemenno ¢ HIV M nofydaBamy BUCOKOAKTHBHA
aHTHpeTpoBupycHa Tepanud (BAAPT), moxe fa ¢a HOANOKEHN Ha HOBMIICH PHCK OT
DasBHUTHE HA NaKTauuAo3a. [Topamy Tora Tpa6GBa ja ce BHMMaBa IpH AoGaBgHe Ha

. Pegasys u pubasnpyn keM BAAPT (six Kpatkara xapakreprcTiKa Ha pubapUpHH).

HNauments, yagextrpany ennospemenno ¢ HCV/HIV ¢ nanpeaHana muposa,
nonyyasamy BAAPT, mMoxe Aa ca NOIJIOKEHH CHIMO H HA IIOBHIIEH PUCK OT
pasBHTHE Ha YepHOApOOHa ICKOMITEHCAIM 1 BB3MOKHO CMBPT, 8K0 C€ JIeKyBaT ¢
pubasupyn B koMGuBanys ¢ nHTepdepony, prmounTento Pegasys. Msxonunte
TOKa3aTeni NPy SHOBPEMEHHO HHQEKTHPaHM UPOTHYHY HAIYEHTH, KOMTO MOXKe
Jia ca CBBP3aHi ¢ YepHOAPoOHa EKOMIEHCalksA, BKAKYBAT: TOBHIIEHK CTOHHOCTH
Ha cepyMHMA GUIUPyOHH, HaMaieHH CTOHHOCTH Ha XeMOTno0HHA, HOBHIIEHA

ankanna gocharasa unn Hamanes Gpoil Ha TPOMGOITH, KAKTO H JISISHHE C
A% AaHO3HH.
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TlanpenTy ¢ eiHOBpeMeHHa HHbeKuus TpabBa a Ce IIPOCICAIBAT BHUMATEIHO, KATO
TIO BpeMe Ha TepanuiaTa TpaGea Aa ce onenspar no Child-Pugh u neyennero tpaba
Jia ce NpeycTaHoBY He3abasHo, ako nporpecupar kbM Child-Pugh 7 uinn noreve,

4.5. BszaumofeiiCTBHA ¢ APYru JeKapceTBa ¥ APYTH GopMu HA
B3aumMonelicreae

Tlpunoxenuero Ha 180 pg Pegasys Beansx ceAMHIHO HA 3PABY MBIKE B
HpOABJIKEHNE Ha YSTHPH CEIMHLM He € OKa3ano eekT BEPXY hapMaKOKHHETHYHHTE
npoduny Ha MeQEHUTONH, HANCOH, AeOPU3OKBUH HITH TONGYTaMKJ, KOSTO [IOKa3Ba,

ue Pegasys nama edeKT BEpXy MeTaGONMTHATA aKTHBHOCT in Vivo Ha M30€H3UMHTE Ha
nuToxpoM P450 3A4, 2C9, 2C19 nnu 2D6.

B chmoTo M3cHe/Bane ¢ Habmonasato 25% nosnmenye Ha AUC na TeopUANHA
(MapKep Ha aKTHBHOCTTa Ha IUTOXpoM P450 1A2), KoeTo nokasea, ye Pegasys e

- yMepeH UHXUOHTOp Ha aKTHBHOCTTA Ha IMToXpoM P450 1A2. ITpu nanueHTH,
npueMaimy TeoQuINH eJHOBpeMeRHO ¢ Pegasys, Tpsfea Aa ce npocneAssat
CEPYMHHTE KOHLICHTPAlWH Ha TeOQUIKHa H AO3aTa My A c& KOPHIHpa CHOTBETHO.
MakcuMan#o B3aumMoieiicTRre MexxIy Teodunid u Pegasys Moxe fa ce 04aKBa clliek
TIOBEYE OT YETUPH CeJMHIM Ha JieyeHue ¢ Pegasys.

Peaysrarure 0T papMaKkOKMBETHYHATA YacT Ha NHIOTHHTE Npoyysanys ¢asa IIl ne
TIOKa3BaT (apMaKOKMHETHYHN B3aUMO/eHCTBH Mexy Pegasys i TaMHBYAME [IpH
nauneHTd ¢ HBV i mesxny Pegasys u piGasupun nipu namwmentn ¢ HCV.

HarmenTy, undexTupany expospemenyo ¢ HIV-HCV

ITpu 47 nauuents, uudexrupany exnospemento ¢ HIV-HCV, sasspromny 12-
CeIMHYHO (apMaKOKMHETHYHO NIPOyYBaHe C [e)l H3C/eABane Ba eeKTa Ha
pubaBKHpHH BBPXY HHTPalENyJapHOTO (ochOpHIHpaHe Ha HAKOM HyKICO3HAHH
nEXHOHTOPH Ha 06paTHATa TPAHCKPUITTA3a (JIAaMUBYAMH U 3HNOBYANH WK
CTABY/AHH), He ¢2 HaOMIOKABAaHY BHANMY J2HHK 33 JIEKAPCTBEHH B3aUMOACHCTBIL,
TTopapu ronsmMara BapHaGHIHOCT 0Gaye NOEEPHTENHUTE HHTePBATH ca GHIH J0CTa
roneMu. Hsama Hanuy 3a IOBNMABAHE Ha NIA3MEHATa SKCTO3HIHA Ha pUGABHPHH IPY
eZHOBPEMEHHOTO NPUIIOKEHHE Ha HYKICO3HIHN HHXUOHTOPH Ha oOpaTHaTa
TpaHckpunrtasa (HHOT).

EfHOBpeMEHHOTO IPHIIOXKEHHE HA pHOABHPHH ¥ JUAAHOSHH HE CE NMpEnophYBa.
ExcrosuupsaTa Ha AUAAHO3MH HIIH HETOBUS aKTHBEH MeTaGONNUT (HeOKCHAICBO3IH
5’-1pudochar) ce ysenndasa in vitro, KOrato JUAaHO3ME ce PHIAra €HOBPEMEHHO
¢ pubagrphH. MMa crobmenus 3a getanta yepHoapoOHa HEROCTaTHYHOCT, KaKTO H
nepudiepHa HeBPOTIATHA, IIAHKPEATHT M CHMITTOMATHYHA
XHIepIaKTaTeMusA/TaKTalK03a Hpu yroTpeba Ha pHOaBHpHH.

4.6. BpeMenHOCT U KbpMene
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Hima aziekpatan fanHu 3a ynoTpeGara Ha neruntepdepon anda-2a npu GpeMeHHy
#enu. [Ipoyysanns npu »XHBOTHE ¢ HHTephepon anda-2a ca MoOKazanu
PENIPOAYKTHBHA TOKCHYHOCT (BHOK 5.3.) M NOTEHIMANKUAT PHCK 32 YOBEKA HE €
H3BECTEH. Pegasys He TpAOBa /1a ce H3M0/3Ba 10 BpeMe Ha OpeMeHHOCT.

IManmenture, nexyBanu ¢ Pegasys, 1pa0ea a B3eMar epuKacHH KOHTpalenTHBEY
MEpKH.

He e usBecTHo fanu nerunTepdepon anda-2a wim #AK0s OT CHCTaBKUTE Ha Pegasys
Ce eKCKPeTHpaT B KbpMaTa IpH YoBeKa. 3a Ja ce m30erHe BeAKa BE3MOKHOCT 3a

- CepUO3HH HEeXeNaHy peakiuyk Ha Pegasys B kepMaveTaTa, TpAOBa Ja ce pelnH Aanu

Ha ce NpOoAB/nKH KBPMEHETO MIH Aa ce 3allouHe JieveHue ¢ Pegasys BB3 OCHOBA HA

- TEpaIllCBTHYHOTO 3HAYCHHE Ha JICKapCTBOTO 3a Maiikara,

Vootpeba ¢ pubaBupus L
Joka3aHu ca 3HAYNTENHH TePaTOreHEH H/WAN eMOPHOLIAKY e(DexTy BHE BCHYKH
MKHBOTHHCKH BUAOBE, TPETHPaHU ¢ pubapupuH. Jleueruero ¢ puGasupus e
NPOTHBONMOKa3aHO NpH OpeMeHHM xenu, TpsOBa Aa ce BHHMAaBa H3KIIOUHTEIHO
MHOY0, 3a fa ce u3berHe GpeMeHHOCT Npy GONHMU KEHW MK TIPH ApTHROPKH Ha
MBKe, IeKyBaHH ¢ pubaBUpHH. Beexu MeTo 3a ipeinaspane oT 3abpeMeHsBane
MOX€e ia Opae HeycriemeH. Ilopaau ToBa oT KpHTHYHO 3HaYEHHE € KSHHTE B
JieTepOJ(Ha BE3PacT ¥ TEXHHTE NAapTHROPH A2 U3NOI3BAT [Ba METOHA Ha e(peKTHBHA
KOHTpaLeNIya eTHOBPEMEHHO 10 BpeMe Ha JICYCHHUETO I 6 Mecela ciiex
MPHKHOYBAHETO MY,

Mons nanpasete crpaBka ¢ KpatkuTte xapakreplCTHKH Ha NPOAYKTa, koraro Pegasys

‘1€ c& npunara B koMOuHaLuA ¢ pubasupuH (00bpHeTe ocodeHo BHMMaHue Ha 4.3,

4.4. u 4.6. B KXI1 na pubasupuH).
47. EdexTtn B'Lprxy.cnocoﬁlioma 33 modmpane 1 paGoTa ¢ MANIHAN

Hsama nipoyysanus Ha eeKT2 BRPXY CIIOCOOHOCTTa 33 Iogupane vy padora ¢

MamuHH, [TaupeHTHTe, KOUTO Pa3BUAT 3aMaiiBaHe, 00EPKBAHE, CEHIMBOCT HITH

yMopa, TpsaGra fa GbaaT NpeynpeeHy ia H3GArBar mo¢upanero wid paborara ¢
MAaTIUHH.

4.8. Hexenanu peaknun

Onur oT xIHaHYHATE HITTHTBaHH

. HecToTata ¥ TexecTTa Ha Haii-4ecTo croOINaBaHATE HEXellaH! peaklnH ¢ Pegasys ca

nofpoOHu Ha Te3H, CrOOIEeHN ¢ HuTepdepon anda-2a. Hali-uecto crobmapanute
HexxeNnaHy peakuuy ¢ Pegasys 180 Mxr ca 6unm npefuMuo Jieko 50 yMepeHo
H3pa3eHM 110 TEXKECT K ca 6y oBnaxgBanu 6e3 HeoOXOAUMOCT OT NPOMSAHA Ha
JAO3HPOBKATA YIIH TIPEYCTAHOBABAHE HA JISUEHHUETO.
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XPOHMYEH XEeNaTuT B:

Ilo BpeMe Ha KITHHIYHWTE W3NHTBAHNA ¢ 48 ceaMuny wa neuenue u 24 CeMuUIN
NIEPHOJ Ha npocnefssane NpodunsT Ha 6e3onacHoct Ha Pegasys npy nanyenTy ¢
XpoHpndeH xXenaruT B e 61n nogobeH Ha 1031, HaGMoAaBaH IPH HAlMEeHTH ¢
XpoHH4eR xenarut C, BBIPEKH Y€ YECTOTaTa Ha CHOOIIEHUTE HEKEIAHH PeaKiliH €
Gura 3abenexmMo No-Majka IpY XpoHHYeH xenatut B (pix Tabnmuna 5). Ocemumecer
¥ ocem (88%) nponenta ot GonHuTe, NeKyBanu ¢ Pegasys, ca HOAYUHIE HeKeTaHH.
peaxipy B cpaBHeHHe ¢ 53% OT NallHEeHTHTe B CPABHHUTENHATA PYIIA, JIEKYBaHa ¢
JaMUBY A4H, KaTo 6% 0T nekysanute ¢ Pegasys u 4% oT nanueHTHTe, IEKyBaHH C
TaMUBYAWH, Ca HONYYHIY CEPHO3HH HEXeNaHH CEOHTHS M0 BpeMe HA KIHHHYHUTE
nanureakus. [let mpouenTa ot GosHuTe ca MpeycTaHoBwWIN JIEYeHHETO ¢ Pegasys
TIOpajfH Hexerany ChOUTH vy JIaG0opaTOPHH OTKIIOHEeH s, KaTo ok 1% ca
OTMajiHaNK OT IPYIaTa, JIeKyBaHa ¢ IaMIBYIHH, MOPany NPUYHEHN, CEBP3aHY ¢
GesonacHocTTa. CTeneHTa Ha PEeKECBAHE Ha JISYeHHEeTO IPY NalMeHTHTE ¢ IMpo3a &
6una nojobHa Ha Tasy oT 00INAT HONYNALHA BEB BCAKA TPYNa HA JCYCHHe.

Xponnqel{ xenatut C:

IManuenTn, egnoRpeMenHo BHexTapand ¢ HIV-HCV

IIpu nanpentn, epnospeMenHO nHdexTrpanu ¢ HIV-HCV, npodunst Ha
KNVHWYHHTE HEXEIaHH cE0MTHA Ha Pegasys, NIpHII0KeH CaMOCTOATENHO WK B
KOMOHHanus ¢ pubarnpuH, e Oun noxoGeH Ha To3H, HabMIOAaBaH NPH NALMEHTHTE,
uHexTHpans camo ¢ HCV (Brx TaGminu 4 u 5). Jleuenuero ¢ Pegasys e Guio
CBBP3aHO ¢ HamalieHHe Ha abcomtoTHEs Opoli Ha CD4+ xineTku nipe3 WspBHTE 4
ceaMuLK 6e3 HamalneHke Ha nponeHTa Ha CD4+ xnerkute. Hamanenunero na 6pos Ha
CD4+ xnerxute € 610 obparnMo clies] HaMaNeHue Ha A03aTa WK IPEYCTAHOBABAHE
Ha Tepanuata. IIpunoxenuero Ha Pegasys He e nmano 3a0eneKUMO OTPHIATENHO
BIIMAHRE BBPXY KoHTpona Ha HIV supeMuaTa 110 BpeMe Ha TepamuATa MIH B HEPHOKA
Ha mpocheassane, JlaHHKTe OTHOCHO NALHEHTHTE ¢ eJHOBPEMEHHE Hmbexuwx ¢ Opoii
Ha CD4+ xnerxure nox 200/pl ca orpanmuenu (n = 31),

Tabmuna 4. pescTaBs HAKPATKO TIperie]] Ha 6e30MacHOCTTA NPX PAsIHIHHTE CXeMH

Ha JiedcHHe ¢ Pegasys B KkoMOuHaius ¢ pubapupun npu nanwentd ¢ HCV u 6oman ¢
HIV-HCV,

Tatamnna 4. lpernen 5a 6e30nacHOCTTa PH CXeMH Ha Jeyenue ¢ Pegasys —
KoMOHHHpana Tepanus ¢ puéaenpyuH npn nanuentH ¢ HCV uan ¢ HIV-HCV

Mononndexnus | Monoundexmusa ¢ | Ennoepemenna

- ¢HCV HCV - ungexnusa ¢ HIV-
HCV
" Pegasys Pegasys
180 pg 180 pg
& & |

e
Qi
/{f:»
m
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Ribavirin Ribavirin Ribavirin
800 mg 1000/1200 mg 800 mg
24 cepMun A8 cenMunuM 48 cepMunu
Cepuosnu HeXxenasu 3% 11% 17%
CHEOUTHS
AneMmus (xemorioonH < 3% 15% 14%
10 r/mm)
Ilpomsana Ha go3ara Ha 19% 39% 37%
pubasupna
Iipenpapurento
HpEKLCBAHE TTOPany 4% 10% 12%
HEeXKenaHy CeOnTHA
Ipensaputenno
APEKBECBAHE Mopazy 1% 3% 3%
naboparopHH ‘
| oTKmOHEHNS
Tabnema 5. Hexenanu edextn (wecrora > 10% BLE Besika rpyna) npu
Hanuent ¢ HBY win ¢ HCV
HBV HCV
HCV HCV HCV HCV HIV-HCV
Pegasys Pegasys Pegasys Pegasys IFN alfa-2b- Pegasys
180 pg 180 pg 180 180 pe IMIU . 180 pg
’ & & & &
TemecHna cncrema Ribavirin Ribavirin Ribavirin Ribavirin
800 mg 1000-1200 mg | 1000-1200'mg 800 mg
48
cenvuim | 48 ceamany | 24 cemmpny | (48 cemmunu 48 cenmuny 48 cepmuuE
n=448 n= 827 n=207 n= 8§87 n=443 n=288
% % % % %
Meraboan3anM 1
XpaHene
AHOpeKcHs 13 16 20 27 26 23
Hamanapane Ha 4 5 2 7 10 16
TETNOTO
HeBpO-IICKKH‘-!HH
HAPYHIEHNS
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T'napobosine 23 52 48 47 49 35
Beacsnue 6 20 30 32 37 19
PasznpasautensocT 3 17 28 24 27 15
Henpecus 4 18 17 21 28 22
Jamaiipane 6 14 13 15 14 7
Yepexuane Ha 2 9 8 10 13 2
KOHIEHTpauAaTa .
Tpeso:xHOCT 3 6 8 8 12 8
Huxarennu
HapYileHun
Jucnees 1 -5 11 13 14 7
Kamnyua 2 ’ 4 8 13 7 3
Cromamno-upesnn
HAPYIHEeHHA
Tagene 6 24 29 28 28 24
Huapns ! 6 . 16 15 14 10 16
Kopemna Gonxa 4 15 9 10 9 7
Koxa

| Anonenms 17 22 25 24 33 10
Capbex 6 12 25 21 18 5
Hepmarut <1 9 15 16 13 1
Cyxa koxa 1 3 13 12 13 4
Myckyaso-
CKReleTHH
HAapYIIeHus
Muanrus 25 37 42 38 49 32
Aprpanrus 10 26 20 22 23 16
00U
VYmopa 21 - 49 45 49 53 40
TInpercun 52 . 35 37 39 54 41
Parop 6 30 30 25 34 16
Peaxmus namucroro | . 7 22 28 21 15 10
Ha HHXEKTHpaHe
AcTerns 11 7 18 © 15 16 26
Bonka 1 11 9 ) i0 9 6

Tabanna. 6. Hesxenanu eexru (decrora < 10%), cH00eHd OpH MOHOTEpPANHS ¢
Pegasys npu nanuentn ¢ HBV pan HCV nan B koMGuHanus ¢ paéaBupHH npH
Gonnu ¢ HCV

Tenecna cacreMa Hecrn Hecn Heueern nnm pegkn
<10% - 5% <5%-1% CEPHO3HH HEXEHAHH
cuburnn <1% -
<0.1%
Vndexnun u XepHec CHMITIEKS, KOXKHA HHOEKUH,
onapasHTABaKe HHpEKIMA Ha TOPHUTE __. -HHEBMOKHSI, OTHT Ha
/f\}?‘\\ LFJ.Q i f:ﬂ.y
o LT
N
S X2y iy
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AAXATEIHH OETHINAG,

BBHINEOTO ¥XO,

OpouxwuT, opansa EHZIOKApJIHT
KanauKo3a
Heorasmu Yepronpobha
Fo0poKaYecTBEHH H HeomnasMa
3/I0KAYECTBEHH '
Hapymenns Ha KpbBT2 QHEMH,
H JluMipHATA CHCTEMa avMpaneHonaThs,
TPOMOONHTONEHHS
Hapymenus pa HAMONATIIHA HITH
AMYHHATA cHCTeMa TpoMOOTHIHA
TPOMOOIHTONEHAYHA
nypuypa, THPOHINT,
TICOPHA3HC,
pPEBMaTOHAEH apTPHT,
CHCTEMEH JYIIyC
epHTEMATONEC,
CapKOHE033,
aHa(HAaKCHA
Enp0xpHHHN XHIOTHPEORAMIEM, nuabet
HApYyIHeHHUs XHIEPTAPSONUIEM '
TlcrxH4HY Hapymends | NPOMeHH Ha HEPBHOCT, HaMAaleHAE CYMUMZIHA BACH,
HacTpOEHHETO | Ha AMOUAOTO, camoybuiicTso
’ arpecCHBHOCT
EMOLMOHAIHH
HapylmeHus
Hapymenns Ha BJIOINARAHE Ha | HapYDICHHA Ha BKyca, neprdepHa
HEpBHATA CHCTEMA naMeTTa cnabocT, mapecTesuy, HEBpONaTHd, KoMa

XUIIOECTE3NA, TPEMOP,
MHUrpeHa, CHHIABOCT,
XHHEPECTE3HH, -
KOINMADH, CHHKOI

HapyineHna Ha QuHTe

pa3MasaHo 3peHHe,
BE3MNANCHHE HA OUHTE,

kcepodranmus, Ooika B

OUHTE

#3Ba Ha POTOBALATA,
PeTHHONATHS, CHEOBO
Hapy[ieHHe Ha
peTHRaTa,
KPBBOH3JIHB B
peTHHaTa, OTOK Ha

NANHIaTa,
HEBpONAaTHH Ha
3pUTEIHNS HEPB,
2aryba Ha 3peHHe

Hapymenus za ymmre BepTHro, GoNKa B YIIHTe

i 1aOHpUETA

Cep/cUHA HapyLIeRHt

Crpuebnere,
nepadepen 0ToX,
TaXUKapIHs

apuTMHA, HaAKaMepHa
TaxXHKapHHs,
NIpeAChPAHO
TpenrTexe, 3acTolHa

\.'53"7.':
i meb
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N

o
o

G 8~ g e
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HEAQCTATEIHOCT,
CTEHOKap/HA,
TIEPHKAPRHT,
MHOKapaeH Hudapxr
ChA0BH HapyIeHHs 33YepBABANE HA KOXATA | MOILYEH KPHBOHZIHEB,
XHIepTeH3As
PecnuparopHm, 6oJIKu B IEpIIOTO, XPHITOBE,
TOpaKaNHi ¥ IUCIIHEs NpH YCHIIHE, HHTEpCTHIMANEH
MEIHACTHHAIIRY EHMHCTAKCHC, RHEBMOHHT C NETaieH
HApYLIeHns Haso{)apHHTHT, n3xon, Genonpoben
KOHTECTH! Ha CHHYCHTE, | eMOOoNH3EM
DHHHT, HazajiHa
KOHIeCTHA
CromamHo-4peBHH TIOBpBHIAKE, 43BH B YCTaTa, NENTHYHA 7383,
HaPYIICHHS CyX0Ta B METEOPH3EM, KEPBEHE KBPBEHE 0T
ycrara, OT BEHUHTE, CTOMATHT, | CTOMAIHO-YpEBHUR
AUCHENCHA nucdarus, TIOCKT TpakT, o0paTuMa
MaHKpeaTHYHa
peaxnug (Hanp.
HOBHIEHHE HA
aMuna3a/AHnasa ¢ WK
6e3 xopemua Gonxa)
Xenaro-OunuapHu gepHOApoOHa
HapylWeHns HEHOCTaTH4HOCT,
yepHOApoOHa
IUcOYHKIHEI, MACTHA
49epHOApoOHa
JAereHepaliys,
XONaHTHT
Hapymenns Ha koxarta | o6pus, €K3eMa, HOTHHO aHrnoezieM
H MOJKOMHATA TEKaH | 3aCHACHO H3HOTABaHE, ICOPHA3UC,
H3NOTHBaNE peaxius Ha
thOTOUYBCTBHTENHOCT,
YPTAKAPHA, KOXKHO
HapylieHHe
Myckynao-ckenernn, | Gosnka B repba |- MyCKyNHM crasmu, MHO3HT
CHEIHHATENHOTEKARH Oouia B musTa,
H H KOCTHH MYCKYJIHO-CKENIETHA
HApYHICHHS 0onKka, KocTHa OONKa,
APTPHT, MYCKyJHA
caabocT
Hapymenus Ha HMIIOTEHTHOCT
PeNpoIyKTHBHATA
CHCTEM2 H I'BPIUTE |
OO0ywn HapymeHH s HEpasnoNoKeHHe,
CHCTOHAS HA MACTOTO jleraprud, 6onka 8
Ha NpMACKECHHE TBPOUTE, FOpeIn
BBIHH, KA¥3,
FPUIIONOZOOHO B
[T
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3aboispaue

Hapansapanus u Ipeno3ypade Ha
OTpaBAHEA BEINECTBOTO

MHoro paako anga uaTepdepoHnTE, BKIIOUHTENHO Pegasys, H21i0N3BaH
CaMOCTOSATEeNIHO MM B KOMOMHanws ¢ ribavirin, Morar Zia peguspaxar
AaHIATONICHN s, BKIIOYHTENHO AlNIACTHYHA AHEMH.

Ilpy naryenty, nugekTHpany enpopemMenno ¢ HIV-HCV, nekysany ¢
koMO¥HvipaHa Tepanusa Pegasys 1 ribavirin, ca cro6masany n Apyri HexenaHH
peaxue mpu > 1% A0 < 2% : xunepraKTaluaeMus/TaKTaTHa auua03a, TPy,
HHEBMOHUS, aNaTHs, ITYM B yIOuTe, (lapuHronapunreansa 00ika, Xelinur,
npunobuTa MUIOANCTPOGKT ¥ XPOMATYPHSL.

Jiabopatopuu croitHocTH

Jleuennero ¢ Pegasys e 6ri0 cBEp3aHO © aGHOPMHEH CTOHHOCTH Ha naﬁopa'ropmrre

nokasaTeny: nopuiieHne na ALT, nopumenye va GuiinpyonHa, eneKTPONUTHH

HapyMeHus (XUIMOKANAEMHLs, XUNoKanueMus, xunodocharemus), XUneprinKeMys,

. XMIOTJIMKEMUA ¥ TIOBHIIABaHe HA HHBATA Ha TpUrIMnepuaure (Bix 4.4.). Ilpu no

" 2% oT manuenTHTe, NSKYBaHH ¢ MOHOTeparws ¢ Pegasys M ¢ KOMOHHHpaHa Tepanyst ¢
pubaBupuH, mopumenyTe Buea Ha ALT ca moBenn A0 KOpHrHpaHe Ha [03aTa WK
TIpeyCTaHOBABAHE Ha JIEYEHHCTO.

Jleuenwnero ¢ Pegasys e 6u10 CBEP3aHO ¢ MOHMKERHE HA CTOHHOCTHTE Ha
XEMaTONOTrMYHHTE TIOKA3ATENH (IEBKONEHMS, HEYTPONEHHs, InMponeHys,

* TPOMOOLUTONEHHA ¥ XeMOTHO61H), KOUTO 0BUKHOBEHO ca Ce TIOR0BpARANY clIej
KOpUTHpaHe Ha [103aTa ¥ ¢a ce BPBINAId KbM HHBaTa NpeiH JeueHrero o 4 jo 8
CeaMHLM Clle]] NPeyCTaHOBsABaHE Ha TepanuaTa (Bik 4.2. 1 4.4.).

Vmepena (ABH: 0.749-0.5 x 10°/L) n Texka (ABH: <0.5x 10Q/L) HEYTPONCHUS ©
nabiofaBana croTBETHO nipH 24% (216/887) u 5% (41/887) oT nanpenTure,
nony4asany Pegasys 180 mxr n puGasupun 1000/1200 Mr B npogsmxeHye Ha 48
CEAMULM,

AHTH-EHTep(DEDPOH aHTHTENA

1-5% oT nanwmenTHTe, JIeKyBany ¢ Pegasys, ca pasBuNy HeyTpanu3HpaNy aHTH-
unTepdepon anTutena. Kakro npu apyrute untepdheponH, Mo-BHCOKA YeCTOTA Ha
HeyTpaJIHM3KIaIly aHTHTeNa & HabmoJaBaHa npy XpoHHyeH xenarut B. Y npu asete
3abonsBanus o6aye TOBA He € KOPEIHPAJIO C JIIICA Ha TEPAEBTHIEH OTIOROP.

Tupounna QyHKIHS

Jleuenuero ¢ Pegasys € 6110 CBBP3aHO ¢ KIMHUYHO 3HAYHMH IPOMEHH B
CTOHHOCTHTE Ha Nab0paTOpHHTE OKa3aTeN ! Ha THPOKAKATA PYHKIIHA, KOUTO ca
HaNIOXUIH KINHHIIHA HaMeca (Binx 4.4.), Yecrotalta (4.9%), HaGmoxapana npu
NallMeHTH, nonyyasamu Pegasys/ribavirin (NV15801), e 6una nogoGxa Ha Tasu npH
IpYTHTE HHTepdEepOHH.




JIaGopaTopHn CTOIHOCTH NipH HAllMEHTH, uH(eKTHpany eAHospemenno ¢ HIV-HCV
Bruipexu ue npusHaUy Ha XeMaTONOTHYHA TOKCHIHOCT (HEYTPONeHN A,
TPoMOOLUTONIEHHS K aHEMMS) ca HaOMoAaBaH# 110-YECTO PH nanpenTy ¢ HIV-
HCYV, npu noseyeTo 0T TAX OBIAAABAHETO HM e OHIIO BE3MOYKHO UYpe3 IPOMIHA Ha
Z03aTa H NPHIIOKEHNE Ha pacTesXHl (PaKkTopH, Kato MPEeXEBPEMEHHO
NpeyCTAHOBABAHE Ha JICYCHHETO CE € HANarallo He 4ecTo. Hamanspane na ABH nog

" 500 xieTku/mMM’ € HabloAaBaHO npH ¢boTBeTHO 13% 1 11% oT nauuenTHTe,
nonysapani MoHoTepanus ¢ Pegasys u xom6unupano neuenne. Hamanenue na
tpombonuTrTe HOA 50 000/MM° e HaBMIonaBaHO nipu cxoTBeTHO 10% u 8% ot
THaLMeHTHTe, HOyYaBain MOHoTeparms ¢ Pegasys M koMGHHHUpaHO neyeHne, AHeMus
(xemorno6un nog, 10 g/dL) ce crobmasa npu csotEeTHO 7% U 14% OT NanueHTHTE,
H0JydJaBani MOHOTepanus ¢ Pegasys 1 KOMOMBUpPano JeUeHuUe,

4.9. TIipemosupane

Hma crobmennsa 3a npegosupane Ha Pegasys, BKIIIOYBAINO HAH-MANKO JBE HHMKEKITHH
B OCHSNOBATENHY AHM (BMECTO IIPE3 §1]HA CEMHI[a), JO eXXeAHEBHO HIXKEKTHPAHE B
DpOABIDKEHHE Ha eHa cenmunia (T.e. 1260 mukporpama cenmuydno). Tpu Huro equn
OT TE€3U HaHUEHTH He € 0TOenA3aH0 HeoOMIaliHO TEKKO MM OrpaHryaBalo
neyenuero crbutee. [1o BpeMe Ha KIMHEMYHNATE H3NKTBAHNS CA IPUIATAHH CeIMHYHM
Zo3u A0 540 1 630 g CHOTBETHO NPU NAHKEHTH C KISTHYeH KapiinHoM Ha
650peiTe H XpOHHYHA MUETIOTEHHA JieBKeMHs. [[030-0rpaHNIaBaliiTe TOKCHIHH
peaxiiy ca OuIH yMOpa, IOBHIICHH YepHOAPOOHH eH3uMH, HeyTpOIEeHH 1
TPOMOOHHTOIEH!s, KOUTO CHOTBETCTBAT HA NEYCHUETO ¢ HHTepdepoH.

5. DAPMAKOJOTAYHHA CBOWCTBA
5.1. dapmaxoAMHAMHYHH CBOHCTBA

dapMaKo-TepalleBTHYHA Fpylia: HMYHOCTUMYIMpamo cpencTro/murokud, ATC xox:
L03ABI11

Tlerunnpasms uaETEpdepoH anda-2a (Pegasys) ce 06pasyea Npyu KOHIOTHPAHETO Ha
PEG (6u¢c-MOHOMETOKCH MOMKETHIIEH FIMKON) ¢ MHTEpdepoH anq)a-Za Pegasys
IpUTexaBa aHTHBHUPYCHA U AHTHIPONM(EPaTHEHA aKTUBHOCT in Vitro, KoATo e
XapakrepHa 3a uHTepdepor anda-2a.

Crnen neuenye ¢ Pegasys 180 pg smsara Ha HCV RNA namanssar asydazuo npH
orroBapsauy nanueHTH ¢ xenarat C. Ilspeara da3a Ha HamManeHueTo 3aIM0YBa 24 10
36 gaca cnen nepBaTa Ko3a Pegasys, a BTopata (asa Ha HaMalleHHETO 3alI04Ba NPe3
cnexsamuTe 4 10 16 ceAMMIN NpH MALNEHTH, KOUTO ¢4 JOCTUIHAAY IPOLABIGKUTEICH
otroBop. Pubasupun He e moxasai 3HaynTeNeH edexr BpXy HayanHaTa BUPYCHA
KUHETHKA Tpe3 TEPBHATE 4 X0 6 CeAMUIM NPH NalUeHTH, JeKyBakK ¢ KoMOuHanusTa
pubaBHpPHH U TIErUMpaH uuTepdepor anda-2a v natepdhepon anda.
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XnoHuueH XenatT B:

Pe3ysnraTi OT KIHHMYHHTE H3AMUTEAHKS

Tlpu BCHYKH KIMHWYRY H3NHTBAHUA ca HaOHpaHy NAIHEHTH ¢ XPOHWYEH XETaTHT B
C aKTHBHA BHPYCHA peIHKauus, usmepena upez HBV JIHK, noBHIneHH HHBA HA
ALT w pesynraty oT gepHOApoGHA GNONICHS, OTTOBAPAIIM Ha XPOHUYEH XeNaTHT. B
npoyusane WV16240 ca Habipanu nanuenty, nonoxurenny 3a HBeAg, a B
msnuTBane WV16241 - 6oy, orprnarensy 3a HBeAg U MOJT0KHUTENHH 32 aHTH-
HBe. B aeere uscnienBanis DpoABIDKATENTHOCTTA Ha ledeHUETo € Omna 48 cepMuny,
¢ 24-ceaMuYeH Niepro Ha npociefspane Oe3 neuenue. [lpu Asere M3MUTBAHMAA €
CpaBHABaHO JieueHHe ¢ Pegasys nmoc nnanebo cpemy Pegasys nmoc MonoTepanus ¢
AaMHBYZHMH. B Te3n KNHHIYHU W3NKBTBAH He ca OVIIM BKTIOYBaHM MAHEHTH,
uHbexTHpanu egHoBpeMenno ¢ HBV-HIV,

CreneHTa Ha OTTOBOp B Kpad Ha HepHOZA Ha NPOC/eAaBaHe Ha ABETE H3IIHTBAHHA €
npeycrasena Ha TaGauua 7. Tpu nsnursane WV16240 mepeuynre Kpamm TOYKH
3a edexTuBHoCT ca 6unu HBeAg cepoxonpepens u HBV [THK mog 10° KOTIFS/ ML,
1lpu npoyusane WV 16241 nepeuYHNTE KpaiiHH TOUKY 3a e()eKTHBHOCT ca Ounu
nopmamasupane Ha ALT v HBV JTHK nox 10° komus/min. HBV JIHK e Guna
nsmepsana ype3s COBAS AMPLICOR™ HBV MONITOR Assay (rpaunna Ha
orkpusane 200 xonua/Mi).

O6mo 283/1351 (21%) ot manueHTATE Ca MMaH HanpexHana $udpo3a WM Lupo3a,
85/1351 (6%) ca nmanu npposa. He e oTKpuTa pasiuKa B CTENIEHTa Ha OTTOBOD
MeXC/Iy Te3¥l HauMeHTH 1 GomuuTe Ge3 Hanpeanana Gubpo3a WK HHPO3a.

Tabanua 7. Ceponornyen, BHpOJIOI‘H‘lEH ¥ OHOXHMHYEH OTTOBOP NPH XPOHHYEH

xenatuT B

\ ':&"h - Ry
f.mr, peit®

§s

HBeAg nonoxuresun HBeAg orpanarenun/anTn-HBe
Knnnawno panarsage WV16240 TMOTORETEIHE
Kinanano p3naTeane WV16241
TlokazaTein 32 Pegasys Pegasys Lamivudin | Pegasys Pegasys Lamivudin
OTrOBOp 180 pg 180 pg e 180 pg 180 pg €
& & 100 mg & & 100 mg
mnaned | Lamivadin mwnaned | Lamivudin
0 e o e
100 mg 100 mg
n=271 n=271 n=272 n=177 n=179 n=131
HBeAg 32%" 27% 19% N/A N/A N/A
CEpOKOHBRepCHA . :
HBV JTHK 32%" 34% 22% 43%* 44% 29%
otrosop*
| Hopmanmsunan | 41%" 39% 8% 59%" 60% 44%
ena ALT
HBeAg 3% 3% 0% 3%t 2% 0%
CEPOKOHBEPCHS A W T
LT
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*3a HBeA g-nonoxurenuu nauuertn: HBV JTHK noﬁ 10° xomms/Mn
3a HBeAg-orpunarennn/anTu-HBe-nonoxurenyy nanuerra: HBV JHK nox 2 X
10* komusa/Mn

feroitrocrn Ha p (B cpaBHeHueE ¢ namuByuH) nox 0.01 (CTpam(lmquaH TeCT Ha
Cochran-Mantel-Haenszel)

XUCTONOTHYHUAT OTrOBOP € MOX0GEH B TPUTE IPYIH HA JIeYSHHE BBB BCAKO
macnefpane. [Ipy naruenTuTe ¢ NPOXBIKKTENEH OTFOBOP 24 CeMHIM Clief kpas Ha
neyeHuero ofaue BEpOATHOCTTA 3a XHCTONOTHYHO oAoGpeHne e 61Ia 3Ha9HTENHO
HO-TONsMa.

Benuxu nangerTy, 3apBpINAIE KIMHAIHETE W3NUTBaHKS dasza I, ca oTroapsany Ha
KPUTEPHHTE 32 BXIIIOYBAHE B IPOLBDKUTENHO MOCHESABAIN0 KIMHHYHO H3IUTBAHES
(WV16866). Ilpu nauuenTute 0T npoyusane WV16240, nonyuasaiy MOHOTEpanHs ¢
Pegasys 1 BKIIOYEHH B IPOABIDKHTENHOTO NOCASABAIIC KIHHWIHO M3NHTBaHE,
yecToTaTa Ha npoasmxutenta HBeAg cepoxonrepens 12 Mecena ciel Kpas ya
negenueto e 6una 48% (73/153). Iipu manuenTHTe, HONYyYaBald MOHOTEPANHAS ©
Pegasys B usnureane WV16241, crenenta na otrosop na HBY JTHK u
HopManusuparero Ha ALT 12 mecena cnex kpast na nedenuero e 6una 42% (41/97) u
59% (58/99) crotBeTHO.

Xponunuen xenarut C:

TpenckasyemocT Ha oTroBOpa
Moij, Bk pasgen 4.2. B Tabnuna 2.

J03a-0TroBop Npy MOHOTepamyst

Tpu AupexTHO cpaBHABaHE HA JIO3UTE, A03aTa oT 180 MKT e Guna CEBP3dHa G 1o~
R0OBp NPOIBIKKUTENEH BUPONOTHICH OTFOBOD NPH MNAIMEHTHTE ¢ LHPO3a B
cpaBHeHHE ¢ 90 MKT, HO HOROORY pesyNTaTH ca GHIIM TOKYYeHH K PK NMpoydBaHe
NPH HEUUPOTHYHY OONHE ¢ K034 135 MKr 1 ¢be 180 MKT.

HoTebpAUTCAHA KIHHHIHE N3HTBAHANA

BEB BCHYKHTE KNHHWYHH H3NMTBAHMA ¢a BaOUpaHy NAUUEHTH, HelleKYBaHH JOTOraBa
¢ uHTEpdEpOH, ¢ XpoHIYeH xenaTuT C, IOTBEPHEH OT H3MEPAMH HHBA Ha cepyMHa
HCV PHK, noeumenn nusa Ha ALT (c m3kmoyenne Ha naciensanero NR16071) u
9epHOAPoOHa GHOIICHS, CROTBETCTBAINA HA XPOHUYEH XEIaTHT. 3a KIHHHIHO
wznuTBane NV15495 ca HaGupanu nauyueHTH ¢ XHCTONOPHYHO AOKa3ana 1upo3a
(oxono 80%) unu npexox KeM 1upo3a (0koso 20%). B Te3n KiuHMYHN HANATBAHHA
€a BKNIOYBAHH CaMo MalMeHTH, HGeKTHpaHu efiHoBpeMerHo ¢ HIV-HCV,
yuactsany B uanureane NR15961 (Brok Tabanua 10). Tesu nanpeHTr ca uManyg
crabunno HIV 3a6onspare n cpeauusat Opoii wa CD4 T-xnetku e 6un okojo 500
xnetku/pl. Knuayauute M3NATBAHYS IPH HEOTrOBApSIMH GONHM M NALUEHTH C

PEUHAWE NMPORBIKABAT,
S EH X
R

R
o

s
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3a CXeMHTE Ha JISYSHHE, IIPONKIKITENHOCTTA Ha TEPANMATA H H3XOAA OT
H3CNCABAHCTO NPH NAlMEHTH ¢ MOHOMHpexnua ¢ HCV n Gonuu, nudexrrpann
emnoBpemenro ¢ HIV-HCV, pux Tabmuuy 8, 9 u Tabmaua 10 croTeeTHO.
BHpONOTHYHIAT OTTOBOP € ONIPEASIICH KaTo HeOTKpiBaeMu Hupa Ha HCV PHK npu
n3mepeate ¢ COBAS AMPLICOR™ HCV recr, Bepcrst 2.0 (rpauuny Ha OTKpHBaHe
100 xonusa/mn, exsusanenTay Ha 50 IU/ml) i npoabmKuTeNes 0TrOBOp, H3pasABall,
ce ¢ efina oTpHLEATeIHa Tpoba NpuGIH3HTENHO 6 Mecella cie) Kpas Ha eYeHUeTo,

Tabnuxa 8  Buposoruyed orrosop npu nanuentn ¢ HCV

Mouorepanns ¢ Pegasys

KomGunupana Tepanns ¢ Pegasys

HERHPOTHYHRH H
wHpoTHYHE Dol

HHPOTHYHEE GOTHI

HEUMHPOTHYHRW ¥ HBIPOTHYIHA Gonnu

Hscrensane NV15496 4+ | Mscrepsane NV15495 | HMacnenpane Wscneppane NV15801
NV15497 + NV15801 NV15942 :
Pegasys | Hurepdepo | Pegasys | Hurepdepo Pepasys -Pegasys | Unrepdepo
180 pg Ranala | 180pp | wanda-2a 180 pg 180 pg uanpa-2b
6MIU/ZMIU 3MIU & & IMIU
& - pubasHpnH | pubasHpHH &
-3.MIU 1000/1200 1000/1200 | pubasppun
. mg mg 1000/1200
(=701} (n=287) mg
48 (n=478) 48 (n=288) (n=436) | =453 | (m=449)
compuu | 48 cepvinmr | cenm. | 48 cemmimp | 48 cemvmm | 48 cempmun | 48 cemmumm
Q1roE0D B 55-69% | 22%-28% 44% 14% 68% 59% 52%
Kpast Ha
NSICHUCTO
OG, 28-39% 11%-19% 30%* §% 63%* 54%** 45%**
TIPOIEITKH- y
Tenex
OTTOBOP

* 95% CI 3a paznurata: 11% no 33%

Mantel-Haenszel) = 0.001

*%05% CI 3a pasnankara: 3% xo 16%

Mantel-Haenszel) = 0.003

croiiHocTn Ha p (crpaTudroapan Tect HAa Cochran-

croiidocTy Ha p (crparadmumpan Teer Ha Cochrap-

BuponorryHuTe OTTOBOPH Ha NAaUMEHTHTE, JIeKyBaHH ¢ MOHOTepanvis ¢ Pegasys u ¢
KomOuHupaua Tepanus ¢ Pegasys u pubasupHy, 1o OTHOIISHHE Ha FEHOTHIA U

- BUPYCHOTO HATOBapBaHe ¢a cymrpanu B Tabaunu 9 1 10 npu nanuenTy ¢
Monoundexius ¢ HCV u crorserHo Gonnn, nadextupany eaHospeMento ¢ HIV-
HCV, Pesyntature 0T KNMHMYHO H3THTBaHe NV 15942 nasat ocHoBaHme Aa ce
Nperophia cXeMarta Ha JiedeHye, OCHOBaHa Ha reHoTHna (Bwx Tabmuna 1).

Paznakara MExIy CXEMHTE Ha JIeYeHHE ODUKHOBEHO He Ce IIOBHABA OT BUPYCHOTO
HaTOBapBaHe WM HaJHYKe/HNca Ha 1ypo3a. Tlopajiy ToBa IpenopEKMTE 32 JSUSHHE
Iipu renoTHn 1, 2 uan 3 He 3aBHCAT OT TE3U M3XOAHH XapaKTepHCTHKH,

Tabauua 9. Ilpogsn:kaTeleH BHPOJOTHYEH OTFOBOP, OCHOBABAIIl ce Ha

reHOTAN2 H BHPYCHOTO HATOBAPBAHe Cliei KOMOMHHpaHa Tepanug ¢ Pegasys u
pHOaBHpHH ApH nanuenTn ¢ HCV i~
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Wicnenpane NV15942 ' HMacaepsane NY15301
Pegasys Pegasys Pegasys Pepasys Pegasys Harepdepon
180 pg 180 pg 180 pg 180 pg 180 png anda-2b/
& & & & & 3 MIU
pubasupun | puGagnpun | puGasupme | puGasupuu prbasupnn &
800 mg 1000/1200 800 mg 1000/1200 1000/1200 pufaprpus
mg mg mg 1600/1200
mg
24 cemmumy | 24 cemmumm | 48 ceqmemm | 48 cempmum | 48 cempmm 48 cenmunu
Temorun 1 20% 42% 41% 52% 45% 36%
(29/101) (49/118)* | (102/250)* | (142/271)* {134/298) (103/285)
Hucxo eupycuo | 41% (21/51) | 52% (37/71) | 55% (33/60) 65% 53% 44% (41/94)
HATOBapBaHe (55/85) {61/115)
Bucoxo upycro | 16%(8/50) | 26% (12/47) 36% 47% 40% 33% (62/189)
HaTORApBaHe (69/190) (87/186) (73/182)
Terotan 2/3 84% 81% 79% (78/99) 80% 71% 61% (88/145)
{81/96) . (117/144) ’ (123/153) (100/140)
| Hrcxo BapycHO 85% 83%(39/47) | 88%(29/33) | T7%(37/48) | 76% (28/37) { 65% (34/52)
HATOBApBAHE (29/34) ) ) :
Bucoxo eupycHO 34% 80% (78/97) | 74% (49/66) 82% 70% 58% (54/93)
HATOBApBane (52/62) (86/105) (72/103)
Texornn 4 (0/5) {8/12) (5/8) /1) (10/13) (5/11)

* Pegasys 180 mxr, pubasupnn 1000/1200 mr, 48 cenmuuy cpenry Pegasys 180 mxr, paGaeupus 800

Mr, 48 ceammm: {95% CI) = 1.52 (1.07 no 2.17)

Cochran-Mantel-Haenszel) = 0.020
* Pegasys 180 mxr, pubasupur 1000/1200 Mr, 48 cemmuuu cpenty Pegasys 180 mxr, puGasapus

1000/1200 mr, 24 ceavmmu: (95% CI) =2.12 (1.30 no 3.46)  croiinocTH Ha p (crparudumpan TecT
na Cochran-Mantel-Haenszel) = 0.002

CTOHHOCTA Ha p {CTpaTHdUIMpaH TeCT Ha

ITo-mo6pata edexTuBHOCT Ha Pegasys B cpasrenne ¢ uutepdepon anda-2a e
. JIOK23aHa CHINO K [0 OTHOMIEHHE HA XHCTONOTHIHHUA OTTOBOP, BKIIOYATEIHO IIPH
IaHEHTH ¢ HHpo3a w/umwn oonuu, nudextipany eqaospeMenso ¢ HIV-HCV.

TannenTy, nudeKTHpPaBn enuoppeMento ¢ HIV-HCV

Tabmuua 10. HpoasxaTeNen BHPONOrH4eH 0TIOBOP, OCHOBABAIL C& HA
TeHOTHIIA i BHPYCHOTO HATOBAPBaHe ciel KoMOHHupaHa Tepanus ¢ Pegasys n
pHOaBHpPHH NpPH HalHeHTH, nHdexkTHpann eqaospemento ¢ HIV-HCV

Kommnnaro wsnuteane NR15961
Hurepdepon anda- Pegasys Pegasys
2a 180 pg 180 pg
3IMIU & &
& miaueGo puGasupun 800 mg
pudaBupun 800 mg 48 cemMMIIH 48 cepMumm
48 cemmunu - ’
Beuykn mauHenTH 12% (33/285)* 20% (58/286)* 40% (51/176)*
Tenornn 1 T% (12/171) 14% (24/175) 29% (51/176)
Hucko BUpYCHO 19% (8/42) 38% (17/45) 61% (28/46)
HATOBApEAHE
BHCOKO BHPYCHO 17% (10/59) 5% (7/130) 18% (23/130)
HaToRapeate
Fenorrn 2/3 20% (18/89) 36% (32/90) === ="262% (59/95)
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HHCKO BHDYCHO 27% (8/30) 38% (9/24) 61% (17/28)
HaTOBapeane

Bucoko BHpycHO 17% (10/59) 35% (23/66) 63% (42/67)
HATOBApBAHE

* Pegasys 180 mxr, puGasupus 800 mr cpenry Hnrepedepon anga-2a 3 MIU, pubapupas 800 mr:
Odds Ratio (95% CI) = 5.40 (3.42 zi0 8.54); crofinoct Ha p (cTpaTudmumpan Teer Ha Cochran-
Mantel-Haenszel) < 0.0001

* Pegasys 180 mxr, pubasnpus 800 mr cpemy Pegasys 180 mr: Odds Ratio (95% CI) = 2.89 (1.93 mo
4.32); crolinocTn Ha p (cTpatudumupan Tect Ha Cochran-Mantel-Haenszel) < 0.0001

* Unrepedepon anda-2a 3 MIU, pubapupuy 800 mr cpemy Pegasys 180 mxr: Odds Ratio (95% Ch) =
0.53 (0.33 o 0.85); croiikocTy Ha p (cTparnduunupan Tecr Ha Cochran-Mantel-Haenszel) < 0.0084

HCV nauuenTtn ¢ Hopmanna ALT
B xmnuyno msnureane NR16071 namitentr ¢ HCV u nopMansu croiHocts na ALT

ca OMIH paHJOMI3NPANHH 3a Nedenue ¢ Pegasys 180 MKT cenMuuHo 1 pubasupun 800
MI AHEBHO B NIPOgbIDKEHNE Ha 24 win 48 ceamuny, nociensado ot 24-cemmuuen
NepHoj Ha npocneisBane Ge3 neyerne wim 72 cefMuLn 6ea nevenre. Bpost na
HanWeHTATE ¢ NPOAB/DKHTENEH BHPOJOTHYEH OTTOBOP B TOBA NPOYYBAHE € Gy
nozoben Ha 6pos Ha OONHKTE B CHOTBETHHTE IPYIHM OT IipoyuBane NV 15942,

5.2, PapMaKOKHMHETHYHN CBOMCTBa

CepyMHM KOHLEHTpaIK Ha HETUHTEpGEpoH anda-2a ce OTKpHBAT MPU 3APABH JHLA
3 o 6 yaca criesi €AHOKPATHO NOAKOXKHO HDKeKTUpaHe Ha 180 pg Pegasys. Jio 24
yaca ce IocTHra okoj1o 80% OT MaxcuManHaTa cepyMHa KOHUESHTPANMA,
Abcopbrinsra Ha Pegasys e NPOABIKUTENHA, KATO MAXCHMATHH CEepyMHH
KOHIIGHTPAlMH ce poctirat 72 [0-96 uaca cliel NpuioxeHHeTo. AGCOMoTHATa
OuonanmanocT Ha Pegasys ¢ 84% 1 e mozoGHa Ha a3y, HabmoNaBaHa IpH
unTepdepon anda-2a.

Tlernutepdepon anda-2a ce HaMHpa NPeTUMHC B KPEBHHS TOK H EKCTPALETyapHATE
TEYHOCT, KaKTO Ce BHDKAA OT 00eMa Ha pasnpeNe/icHie B paBHOBECHO CBEeTosHuE (V)
ot 6 110 14 nuTpa cie MHTPaBEHO3HO NPHIIOKEHNE NpY Xopa. BanaHchT Ha Macara,
TBKAHHOTO pasnpefiellcHHe M aBTOpajioRMyHOrpadiuHKTE HICHSABAHNA Ha LANOTO
TAJO NPY IUTEXOBE MOKA3BAT, Y€ OCBeH BHCOKATa KOHLUCHTPALHS B KPHBTa,
neruHTephepon anda-2a ce pasnpenens B yepHusa Apol, GEOPEHUTE B KOCTHAS
MO3EK.

MeraboausmeT Ha Pegasys He e HanbIHO H3ACHEH, 06ate H3CIENBAHHS [IPU NVEX0Be
TNOKa3BaT, ue OBOpenUTe ca IaBHUAT OPraH 3a eKCKpellls Ha GenasaHus MaTepHan.
CrcTeMHOTO eTUMHHHpaHe Ha nersuTepdepon anda-2a npu yosexa € oxono 100
ITBTH [O-HHCKO OT TOBA Ha eHAOTeHHHUs uHrepbepon anda-2a. Clesi MHTPaBeHO3HO
NPHIIOKEHHUE TEPMUHANHOTO BpeMe Ha ToJyelHMEHUpale Ha erutTepdepon anda-
2a e oxolio 60 fo 80 gaca B cpaBHeHHe ¢ 3 Lo 4 9aca Ha CTaHAAPTHHA HHTEpdEpOH.
TepMuHaHOTO BpeMe Ha MOTYETUMUIHUPAHE CHEA NOAKMKHO IPUIOXEHHE € 110~
TpoABIKETeNHO (50 n0 130 waca). TepMUHATHOTO BpeMe Ha NONyETMMHHHpPaHEe




MOXE Jia 0Tpa3siBa He CaM0 eAUMUHAIOHHATA ()a3a HA CheJMHEHHETO, HO M
YABJUKEeHaTa pe3opbima Ha Pegasys.

ITpu npunarake BEAHEAK CEAMUYHO Ce HaGMIOAABA TIPONOPLKOHAIHO Ha AO34Ta
YBENUYCHHE Ha eKCro3HIusTa Ha Pegasys npu :mpann JHLA W XIPN TTALMEHTH C©
XponuyeH xenatut B wmu C,

Iipn mauueHTH ¢ XpoHu4eH xenarut B wmi C cepyMHHTE KOHNEGHTPAIHH Ha
rerunTepgepoH andia-2a cliep IpuIaraHe BeAHLK CEAMHUYHO B IPOXBIDKCHHE Ha 6
10 8 ceAMUNY Ce YBEeNNYaBarT iBa A0 TPU IETH B CPaBHEHHE CHC CTOMHOCTHTE CIEK
SHOKPATHO NpuioxeHue. Cen oceM ceiMUIK Ha IPHIOKEHHE BEAHEXK CCAMHUIHO
HE Ce OTKPHBa MO-HATATRIIHOC yBenyeane. ChOTHONMIEHHETO MaKCHMATHH *
MHHHMAHA CTOMHOCTH CIeH IeYeHiE B NpoABIDKEHME Ha 48 cemMuny e okono 1.5
o 2. CepyMHNTe KOHIEHTPAIMH Ha NernuTepdepoH anda-2a ce NOAXBPKAT B
TPOABIDKEHUE HA eAHa 1Ana ceamuna (168 gaca).

ITanuenTH ¢ 6E0peYHo YBPEXKNaHE

B10pegHoTO yBpexKHate ¢ CBEp3ano ¢ Neko Hamanerre Ha CL/F ¥ yopakeHO BpeMe
Ha noifyenuMuBHpane, [Ipn nanuenti (n = 3) ¢ CL e, Mexny 20-40 mi/MuH
cpepuuat CL/F e pamanen ¢ 25% B cpasHenue ¢ 6oHu ¢ HopManHa 6B6pedna
dynxnus. lpu nanyenTy B TepMuHaneH crafuii Ha 6s0peuno zabonmpake,
MOIJIOKEHH Ha XeMOAHaH3a, KIHPRHCHT Hamanasa ¢ 25% no 45%, a go3u ot 135
MKT BOAAT O MOJ00Ha eKclosuus kato 180 MKr npu nanuenty ¢ HOpMalnHa
On0peuna dynkunas (Bux 4.2.).

T1oJIOBH Pa3IHKH
®apMaxokuHETHKaTa Ha Pegasys cliefi eAHOKpaTHO MOAKOKHO MIDKEKTHPAHS Ha
3ApaBu M'mxe ¥ JKeHH ca OMIIH CpaBHUMH.

Hame}rm B HATIDEAHANA BE3PAcT

Criest eHOXpaTHO NOAKOXKHO HEKekTHpane Ha 180 pg Pegasys e nabmogasana
3abaBeHa, HO HAJIMYHA pe3opOuma Ha Pegasys npu xopa Haf 62 roAMHA B CpaBHEHHE
€ T10-MAaTM MEAMBHIN (tmex 115 waca cpemy 82 yaca nipu auna Hay 62 rojuHy B

CpPaBHEHHE ¢ MO-MIa M pecnekTuHO). AUC e 6uia Manko no-srcoka (1663 cpemy -

1295 ng.h/ml), Ho MakcumanauTe KoHUeHTpau (9.1 cpemny 10.3 ng/ml) ca 6unn
noAoGHY NpH NHIATa Ha){ 62-rofuinHa BE3pacT. Bs3 0CHOBA HA JIeKapCTREHATa
eKCIOo3UIHs, (hapMaKoIMHAMIYHNS OTTOBOP H MOHOCHMOCTTA Be ¢ HeoOXoauMa Io-
Hucka go3a Pegasys npu crapu xopa (smx 4.2.).

YepronpobHo yBpexnane o ‘
®apmakokuHeTHKaTa Ha Pegasys e Gwira mogoGHa npu 3Apasy nuna 1 [IpH NALHEHTH
¢ xenarut B wiu C. Habmozapanu ca cpaBHUME €KCHO3YIHY H GapMakoXWHETHIHM

npo¢unu npy 6omHu ¢ muposa (Child-Pugh crenen A) u an HEFH Hpomqnn
HAIHCHTH. . ,. A PR , his
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MsicTO Ha DpHIOKEHHE

TopkoxHOTO IpUNOsKEHKE Ha Pegasys Tps6Ba a ce OFpaHiay N0 HIKEKTHPAHE B
Kopema ¥ 6efipoTo, ThH Kato pesopGupsita, ocHosasamma ce Ha AUC, e okono 20% xo
30% ro-BucoKa ciief HEXKEKTHpaHe B xopeMa 1 Geapoto. Excriosunusra Ha Pegasys
¢ Guia HamManera IpH NPOYYBAHNA Ciiei IPUIIOKEHUe Ha Pegasys B pEKaTa B
CpaBHEHHE C MHIKEKTHPAHETO My B Kopema 1 GefpoTo.

5.3. Hpeaxknuunyum nausu 3a GezonacHoCT

IlpepxminnynKUTe HNPOYYBAHMA Ha TOKCHYHOCTTA, HPOBEKAAHH ¢ Pegasys, ca Gumu
OTpaHHYeHH II0paJ¥ BUAOBATA CIEMQHUYHOCT Ha MHTepdeponuTe. [IpoyusanuaTa Ha
OCTpaTa H XpOHHYHATa TOKCHYHOCT ca MPOBEK/IaHN BEPXy MaliMysu cynomolgus 1
HaXOJKUTe, Ha0I0aBaHy NIPH KUBOTHHTE, TPETUPAHH ¢ IETHHTEP(EPOH, ca Gumm
NOROOHY 110 CTECTBO Ha Te3H, HPeAW3BHKAHY OT UHTepdepon anda-2a.

He ca npoge:xpany n3cASABaRNA Ha PENPOAYKTHBHATA TokcHUHOCT ¢ Pegasys. Kaxto
" TIpH IpYyTUTe UHTEpGEpORH, IPUIOKEHNETO Ha NernHTepdepon anda-2a Ha KeHCKU
MaHMYHH € JOBeJIO 10 YAbIKaBaHe Ha MEHCTPYAIHYS IUKEIL TPeTHpaHeTo Ha pesyc
MaHMyHH ¢ HHTepdepon anta-2a e KOBEJIO A0 CTATUCTUYECKY 3HAYMMO NOBHINEHHE
Ha aboptute. Brlpexu ye He ca HaOMOARBAHH TEPATOreHHH eieKTH B IIOTOMCTBOTO,
POZEHO Ha TEPMHH, He MOXKe Ja ¢e U3KIMoYAT HexenapnTe edieKTH npy JoBeKa,

Pegasys rumoc puGasipua

Koraro ce ¢ u3non3sa B koMOuHanms ¢ pubapnpuH, Pegasys e e ApefH3BHKaN B
MaliMyHH eheKTH, KOUTO Npey ToBa He ca 0¥ HaOmonaBany ¢ BCSIKO OT
JNIEKAapCTBEHHTE BEIIECTBA NOOTALNHO, QOCHOBHATA IPOMSAHE, CRHP3aHa C JIEYEHHETO, &
Guna obpaTnMa Jieka B0 yMepeHa aHeMMs, TEXECTTA Ha KOATO e GHNa NO-rojisma oT
NIPSIN3BAKAHATA OT BCAKO OT JEKapCTBEHHTE BEIIECTEA NOOTAEIIHO.

6. @®APMANEBTHYHY JAHHA

6.1. ° CnHchbk HA MOMOINHHTE BellecTBA

Sodium chloride, polysorbate 80, benzyl alcohol, sodium acetate, acetic acid, water
for injections '

6.2. HecuemecTHMOCTA

Ilopaxy marica Ha M3C/AEBaHMSA 3a CEBMECTHMOCT, Pegasys He Tpsa6Ba 1a ce cMecBa ¢
JpyTH NeKapCTRa.

6.3. Cpox Ha rogHOCT

3 roguHn
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6.4, Chenmainn HpefnasHH MEPKH NPH ChXpaHeHHe

Ha ce cuxpanspa B xnagunauk (2 go 8°C). Ja He ce 3aMpasssa.
Ha ce chXpaHsABa B OpUTHHAIHA ONAKOBKA, 3a /1A CE T1a3H OT CBETHIHA.

6.5. EcrectRo u chABPXAHNE HA OHAKOBKATA

0.5 MJT HEKEKIMOHEH PA3TBOP B NIPEABAPHTENHO HANBIHEHH CIIPHHIOBKH
(cHAUKOHU3MpPaHo cTEKIO THI I) ¢ GyTano ¢ orpaHUuKTeN 1 NpeANa3Ha Kaadka Ha
BEpXa (OyTHnoBa ryMa, TaMHHApaHa OT CTPAHATA Ha NPOAYKTA C (iyop-chaBpKama
naacTMaca) 1 urna. ITpouseexaa ce B onakoek# oT 1, 4 unu 12 Gpos.

6.6. HMucrpyxuuu 32 ynorpeda, paora 1 M3XBLpIisiHe H2 HPOAYKTA
WixexIMOHHUAT Pa3TBOP € NPeAHasHaueH caMo 32 eAHOKpatHa yrotpeba. Ilpemy aa
ce MPUIIOXH, Tol TpAGRa Aa ce Orvlefa BU3yanHO 3a HANHYKE Ha TBEPAU YacTHIM H -

npoMaH2 Ha IIBCTA.

Beexu Henznon3paH MpoAYKT WY OTNALBYSH Marepyal Tps0Ba fa ce H3XB'BpI[P[ B
CHOTBETCTBUE C MECTHHTE H3HCKBAHHS.

7. TPHTEXATEA HA PASPEIIEHHETO 3A YHHOTPEBA

Pom Brirapus EOO/, yn.”’bano none” 16, 1618 Codus, Boarapns.

8.— HOMEPA HA PASPEINEHUETO 3A YIIOTPEBA

;1"53‘113TA HA II'BPBO PA3PEINEHHE 3A YIHHOTPEBA / HOAHOBSIBAHE
HA PASPEINEHHUETO 3A YIIOTPEBA

02.08. 2002 r.

10. JATA HA PEFJAKIIM HA TEKCTA
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