MNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

Zeffix 100 mg ¢punmupanu TabIeTKA

2. KAUYECTBEH U KOJIMYECTBEH CBbCTAB
Bcesika punmupana tabietka chappika 100 mg mamuBynun (lamivudine)

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA

Ounmupana TadieTka (TadieTka)

CaetnokadsiBa Ha BT, puiMHupaHa TabieTka ¢ popmara Ha Karcyna, IBOHOU3IIbKHAIIA, C
npubmu3uTenHu pasmMepu 11 mm X 5 mm u ¢ rpaBupan Hagmuc “GX CG5” BbpXy eHaTa CTpaHa.
4. KIMHNUYHU JAHHUA

4.1 TepaneBTHYHU MOKA3AHUS

Zeffix e mokasaH 3a jieueHre Ha XpOHUYEH XeNMaTuT B mpu Bb3pacTHH MAIUEHTH C:

. KOMIIEHCUPAHO YepHOIPOOHO 3a00IsBaHe C JaHHU 332 aKTHBHA BUPYCHA PETUTUKAIIHS,

MOCTOSIHHO TIOBUIIICHN HUBA Ha allaHuH aMuHOTpaHcdepasa (AJIAT) B cepyma u XHUCTOIOTHYHH

JaHHM 332 aKTHBHO BB3MAJICHHE Ha YePHOAPOOHNUS napeHxuM u/mimn ¢Gudpo3a. 3anoyBaHe Ha
TEepanus C JTJaMUBYJIUH Tp516Ba Ja ce O6C'L)KI[3 CcaMoO B CJIy4YauTe, IIpu KOUTO HAMA WJIN HE €

MOJIXO/ISAIO M3MOJI3BAHETO HA AJITEPHATHBHO aHTUBUPYCHO CPEJICTBO C MO-BUCOKA FT€HETHYHA
Oapuepa KbM pe3UCTEHTHOCT (BXK. Touka 5.1).

. JEKOMIIEHCUPAHO YePHOIPOOHO 3a001sBaHe B KOMOMHAIIUS C BTOPO CPEJICTBO O3 KphCTOCaHa

PE3UCTEHTHOCT KbM JaMUBYIUH (BX. TOUKa 4.2).

4.2 JI0o3UpOBKA M HAYMH HA MPUJIOKEHHE
Jleuenuero cwe Zeffix TpsOBa a ce 3amoyBa OT Jiekap ¢ OIKT B TepanusaTa Ha XpOHUYEH XenatuT B.

ﬂOBI/I[zOBKa

Bwvspacmuu
INpenoppunrennara qo3a Ha Zeffix e 100 mg BeqasK THEBHO.

[Tpu manuenTy ¢ JEKOMIICHCUPAHO YEPHOIPOOHO 3a00IsIBaHe IAMUBYIMH BHHATH TPsOBA Ja ce

H3I10JI3Ba B KOMGI/IHaHI/ISI C BTOPO CpE€ACTBO 6e3 KpBCTOCaHa PE3UCTCHTHOCT KbM JIaMUBYIVH, 3a a C€

HaMaJIi pUCKa OT PE3UCTCHTHOCT U Ja CC IIOCTUTHE 6’Bp33 BHUpPYCHaA Cylpecus.

IIpoowcumennocm na mepanuama
OnrtuManHaTa OpOAbILKUTEIHOCT HA ICYEHUETO HE € YCTaHOBEHA.

. [Ipu naunentu c HBeAg nosutneen xponuueH xenatut B 6e3 nupo3sa, nedenuero TpsoOBa na
NPOJBIDKY Hail-malnko 6-12 mecena cien moTespxkaaBaHe Ha HBeAg cepokonBepcust
(n3uesBane Ha HBeAg n na /IHK Ha Bupyca Ha xenmaTut B ¢ mosiBa Ha aHTHTENa Cpemty
HBeAg), 3a 1a ce Hamany prcKa OT BUPYCOJIOTHYEH PEUUANB, UK 10 IOCTUTaHe Ha
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CEpPOKOHBEPCHS Ha MMOBHPXHOCTHHSI aHTHTEH Ha BUpyca Ha xermatut B (HBsAg), wim 1o 3ary6a
Ha eukacHOCT (BXk. Touka 4.4). Husata Ha cepymuaute AJIAT u IHK Ha Bupyca Ha xenatut B
(HBV IOHK) tps6Ba na Obaat npociiesiBaHu MEPUOAMIHO CIIC/ IPEYCTAaHOBSIBAaHE Ha
JICUCHHUETO, 32 J]a C€ OTKPHE KaKbBTO U /1a € KbCEH BUPYCOJIOTUYEH PEIIU/IMB.

o [Tpu manmentn ¢ HBeAg HeratnBeH XxpoHU4eH xenatuT B (pe-kop MyTaHTHH) Oe3 Lupo3a,
JICUCHUETO TPSOBA Ja ce Mpuiiara Hail-paHo JJ0 TIOCTHI'aHEe Ha CEPOKOHBEPCHSI Ha
MOBBPXHOCTHHS aHTUTEH Ha Bupyca Ha xematuT B (HBsAg) win 1o mokaspane Ha 3aryba Ha
e¢pukacHoct. [Ipy mpoabKUTENHA TEpalus ce MPenopbyBa a ce MPaBy peIOBHA IPEOLICHKA 3a
NOTBbPXKIIaBaHe, Ye H30PAHOTO JICUCHHE MPOIBIDKABA J1a ObJIe MOIXO/AIIO 32 MAIHCHTA.

o [Tpu manmeHTy ¢ JeKOMICHCUPAHO YEPHOIPOOHO 3200 IsIBaHE HITH LIMPO3a U TIPU
TpaHCIUTAHTHPAH YepeH Apod He ce MpermopbuBa CIIMpaHe Ha JICYCHUETO (BK. Touka 5.1).

[Ipu criupane Ha Tepanusra ¢ JaMUBYIUH TPsIOBa Jla ce U3BBHPIIBA IEPUOIUIHO TIPOCIICISIBAHE HA
TIAI[MEHTHTE 32 TIPOSIBM HAa PEKYPEHTEH XemaTHuT (BXK. Touka 4.4).

Knunuuna pesucmenmuocm

IIpu maruentn ¢ HBeAg nosutusen win HBeAQ HerarnBeH XpoHWUYEH XenaTut B, pa3ButHeTo Ha
YMDD (tupo3uH-MeTHOHUH-acmapTar-acnaprar) myrantaun HBV moxe 1a mosese 10 HamalieH
TEPAINICBTUYCH OTT'OBOP KbM JIaMUBYIWH, KOMTO ce MMposABsABa YPE3 IIOKAaYBAHC HA HUBATAa Ha

HBV JIHK u AJIAT cnpsimo Te3u Iipeu Ie4YeHneTo. 3a Aa ce HaMaJll PUCKBT OT PE3UCTEHTHOCT IIPH
NalMeHTHTE, TOTyYaBalld MOHOTEPAIHS C JJAMHUBYIMH, TPsiOBa J]a ce OOMUCIIN TPEMHHABaHE KbM HIN
Jno0aBsiHE Ha ANTEPHATUBHO CPEACTBO, O€3 KPhCTOCAHA PE3UCTEHTHOCT KM JIAMUBYAMH, B3 OCHOBA
Ha TepaneBTHYHHUTE MPENopbKH, ako cepymHara HBV JIHK ocraBa oTkpuBaema Ha uiu cief] 24-Ta
ceIMHUIIa OT JiedeHneTo (Bxk. Touka 5.1).

CrernuansHu NomyJIalin

bvbpeuno yspescoane

CepymuuTte konnenTpaiuu (AUC) Ha TaMUBYTMH ce TIOBHIIABAT MPH MALUEHTH C YMEPEHO JI0 TEXKKO
0B0peyHO yBpexaaHe opaay HamallsiBaHe Ha ObOpeuHus kimpbhHC. Jlo3aTta TpsadBa ma ce peaynrpa
IpH TALUEHTH ¢ KpeaTHHUHOB KiupbHC < 50 ml/min. B ciyyaunTe, korato ca HEOOXOJUMH 031 MO
100 mg, TpsiOBa na ce npunara Zeffix nepopanen pasreop (Bx. Tadnuua 1 mo-gomy).

Tabmuma 1: Jlo3uposka Ha Zeffix npu nanueHTH ¢ HaMmaieH ObOpeUYeH KIUPHHC.

KpeaTnHHHOB KJAUPBHC Hauanna no3za Zeffix Monabp:kama xo3a
ml/min nepopaJjieH pa3rsop * BeIHbK JTHEBHO
30 mo < 50 20 ml (100 mg) 10 ml (50 mg)
15 mo < 30 20 ml (100 mg) 5 ml (25 mg)
5m0<15 7 ml (35 mg) 3 ml (15 mg)
<5 7 ml (35 mg) 2 ml (10 mg)

* Zeffix nepopasien pa3tBop, chabpxaiil 5 mg/ml JaMUBYIUH.

HanwgawnTe naHHM P MAIMEHTH HA TIEPHOINYIHA XeMoananu3a (< 4 gaca auanuza 2-3 IbTH
CEJIMMYHO) TIOKa3BaT, Ye CJe]l HaMallsiBaHe Ha HavyajaHaTa 7032 JAMHUBYAWH, B 3aBUCUMOCT OT

KIIMPBHCA Ha KPECAaTUHHUHA, HC € H606XO,Z[I/IM3, MO-HaTaThIIHA IPOMAHA B 103aTa, JOKATO NAITUCHTUTC

ca Ha Juajii3a.

Yeproopobno yspexcoane

JlaHHU OT NMPOYYBaHMUs TPH MAIMEHTH C YEPHOJIPOOHO YBPEKIaHE, BKIFOYUTEIHO TAKUBA C KPacH

cTazuii Ha YepHOAPOOHO 3a00IsIBaHe, TOJICKAIN Ha TPAHCIUIAHTAIIMS, COJaT, Ue
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(bapMaKOKMHETHYHHUTE CBOMCTBA HA JIAMUBY/IMH HE C€ MPOMEHSAT 3HAYUTEITHO MPH HapyIlIeHa
yepHoApoOHa pyHkiusa. OT ToBa cjieBa, ue He € HeoOX0arMa IPOMSIHA B 103aTa IIPH YEPHOIPOOHO
YBpEKJIaHEe, OCBEH IIPU HAIMYKE HA CHITBTCTBAIO OBOPEUHO YBPEKIAHE.

Koungpexyus c HIV

3a nedeHneTo Ha MalueHTH, KOuTo ca konHdpektupanu ¢ HIV u momydaBar i ce mnanupa na

MOJTy4aBaT KOMOMHUPAHO aHTHPETPOBUPYCHO JICUCHHE, ChIIbPKAIIO JAMUBY/IUH, TPSIOBa J1a ce

M3II0NI3Ba [03aTa JaMUBYIMH, ipennucana 3a HIV nndeknusata (obukaoseHo 150 mg nBa metu
JTHEBHO B KOMOWHAIIUS C IPYTH aHTHPETPOBUPYCHHU CPEIICTBA).

Cmapuecka év3pacm

[1pu nanyeHT B cTapuecka Bb3pacT, HOPMAIHOTO CTapeeHe ChC ChITBTCTRALI Clia) Ha ObOpeuHaTa
(GyHKIHS HIMA KIMHUYHO 3HAYUM €(eKT BbPXY CKCIIO3UIUATA HA JTAMUBY/IMH, OCBCH IPH NALUCHTH C
KpeaTHHHHOB KiupbHC < 50 ml/min.

Ieouampuuna nonyrayus

besomnachoctTa u eukacHoctTa Ha ZeffiX mpu kbpmaueTa, Jena ¥ IOHOIIHN Ha Bb3pacT oA 18 roguu
HE ca yCTaHOBeHH. HannyHuTe MOHACTOSINEM TaHHU ca ONMCaHU B TOUKH 4.4 1 5.1, HO IpenopbKy 3a
JIO3UPOBKATa HE MOTaT /1a ObAAT Aa/IeHH.

Hauwnn »a npuioxeHue

[TepopanHo npunoxeHue
Zeffix moxe n1a ce nmpuema che mwin 0e3 XpaHa.

4.3 IIpoTuBOmOKAa3aHUS

CBp’bXLIYBCTBI/ITCHHOCT KBbM aKTUBHOTO BCIICCTBO WJIN HAKOC OT ITIOMOIIHHUTE BCUICCTBA, I/I36pOCHI/I B
Touka 6.1.

44 CneuuajaHu npegynpe:kaeHus U NpeanasHu MEPKH NpH ynorpeda

Ex3anepOammy Ha XenaTuT

Exzayepbayuu no epeme na neuenue

CrioHTaHHUTE eK3arepOaliy Mpu XpOHHYHUS XeNaTUT B ca OTHOCHUTEITHO YECTH U C€ XapaKTepu3upaT
C IIPEXOJHO TOBHIIaBaHe Ha cepymuuTe HUBa Ha AJIAT. Ciien 3aniouBaHe Ha aHTUBUPYCHA TepaITs
MIPH HAKOU MAIUEHTH cepyMHUTE HUBa Ha AJIAT MoraT z1a ce MOBHIIIAT C TOHM)KABAaHE HA CEPYMHUTE
nuBa Ha HBV JIHK. TIpu marnueHTy ¢ KOMIIEHCHPAHO YePHOAPOOHO 3200 sIBaHE Te3H MOBUIIICHUS Ha
cepymuuTe HuBa Ha AJIAT karo 1sio He ca OWIIK IPUAPYKEHHU OT TOBUIIICHHE HA KOHIIEHTPAIIUUTE
Ha CepyMHHUS OWJIMPYOHMH WIIM IPU3HALIM Ha YEPHOAPOOHA JIEKOMIICHCAITHS.

ITo BpeMe Ha NPOIBIDKUTENTHO JICUEHHE € YCTAaHOBEHA MosiBaTa Ha cyonomynauuu Ha HBV ¢ Hamanena
4qyBCTBUTETHOCT KbM JamMuByAuH (Y MDD mytanten HBV). [Ipu Hsikou nmanueHTH pa3BUTHETO Ha
takbB YMDD myranten HBV moxe na moBeze 1o BioIIaBaHe Ha XENMaTHTa, KOETO CE YCTaHOBSIBA
IbPBOHAYAJIHO 110 TMOBHIIIEHUTE cepyMHH HEBa Ha AJIAT u moBropuata nosisa Ha HBV JTHK (Bxk.
touka 4.2). [Ipu nauuentu ¢ YMDD myrtanren HBV TpsiOBa na ce oOMUCIN TPeMUHABAHE KbM HJIH
Jno0aBsiHE Ha ANTEPHATHBHO CPEJICTBO, O3 KPhCTOCAHA PE3UCTEHTHOCT KbM JIAMUBY/IMH, B3 OCHOBA
Ha TepareBTUYHUTE NPETOPBKHU (BXK. Touka 5.1).

Ex3ayepbayuu cneo npexvceane na nedeHuemo

Ocrtpa ex3auepOanys Ha XernaTura e HaOIrolaBaHa NPy MalUeHTH, KOUTO A MPEKbCHAIN JICYEHUETO
CH 3a XenaTuT B, 1 00MKHOBEHO € yCcTaHOBEHa 10 MOBUIIaBaHETO Ha cepyMHHTE HUBA Ha AJIAT u
noeropHara nosisa Ha HBV JIHK. B xonTponmpanu nsnurBanus dasa 1l c npocnenssane 6e3
aKTHBHO JIeUeHHe, YecToTaTa Ha nosumasane Ha AJIAT cien nedenue (moBede OT 3 MbTH U3XOJAHOTO
HHBO) € OMJIa TI0-BUCOKA IIPH JISKYBAaHHUTE C JaMUBYAMH nanuenTty (21 %), B cpaBHEHUE C Te3H,
noyyasaiu mwianedo (8 %). Odaue MPOIEHTHT MAIUEHTH, TIPH KOUTO € UMAJIO MMOBUIIICHHS CIIE]]
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JICYEHUETO, CBbP3aHM C MMOBUIIIEHUS Ha OMIMPYONHA, € OMJI HUCHK M CXOJIeH B IBETE paMeHa Ha
neuenne (BK. Tabauna 3 B Touka 5.1). [Ipu manpeHTHTE, IEKYBaHH C IAMHUBYINH, TOBEYETO
noBumieHus Ha AJIAT cnen gedeHue ca ce NoaBuId Mexay 8 u 12 ceqmuua cien jgeuenuero. [lpu
MOBEYETO MAI[USHTH TO3H MPOIIEC CE € CAMOOTPaHUYaBall, HO ca HaOJI0aBaHu U (paTalTHU CIydau.
IIpu npexsCBaHe Ha JIeueHUETO Che Zeffix, manuenTure TpsOBa MEPUOANIHO J1a CE TIPOCIICAsIBAT
KIIMHIYHO W Ype3 OIIEHKA Ha CEpyMHUTE (PYHKIIMOHAIHHN YepHOAPOOHH nokazarenu (HuBa Ha AJIAT n
OWIMpPYyOUH) Hall-MaJIKO Ha MEPHOJ] OT YSTUPU MECEIIa, a CJIe]l TOBA, KOTaTo € KIMHUYHO TTOKa3aHo.

Ex3ayepbayuu npu nayuenmu ¢ 0eKOMNeHCUpana yupo3a

[Tpu TpaHCIUTAHTHPAHH U MIAIIMEHTH ¢ IEKOMIIEHCHpaHa [IMP0o3a ChLIECTBYBA OBUIIEH PUCK OT
aKTUBHA BUpYCHa perumkanus. [lopaau cumHo HapymieHaTa (yHKIWS HAa YepHUS APOO MPH Te3H
HAaMeHTH, PCaKTUBHPAHETO Ha XETIaTHUTa CIIe]l CITUpaHe Ha JICYCHNETO ¢ JAMUBYAMH WK 3ary0arta Ha
e(pUKacHOCT 10 BpeMe Ha JICUeHHETO, MOXKE /1a I0BeJIe /10 TEXKKa U B HIKOM cllydad (aTajHa
nexommencanys. [lpu Te3n manuentn TpsadBa aa ce mpociensBaT KIMHUYHUTE, BUPYCOJIOTHUIHUTE U
CEPOJIOTHYHUTE TTOKAa3aTelll, CBbP3aHu ¢ XemaTtuT B, pyHkuusaTa Ha yepHus apod u 0s0penwnre, u
AQHTUBHPYCHHUS OTTOBOP IO BpeMe Ha JIeueHHe (Hali-MaKo BEIHBK MECEYHO), KaTO IPH NPEKbCBAHE
Ha JICYeHHETO NOPaH HAKAaKBa IPUUMHA TOBA MPOCieIsIBaHe TPsAOBa Ja MPOIBIIKH 33 Hali-MaJiko 6
Mecella cie ToBa. 3aJbJDKUTEITHO TPsiOBa J1a ce MPOCIIEAABAT CICAHUTE Ta00paTOPHH MOKA3aTeN
(xaTo MuHUMYM): cepymun HUBa Ha AJIAT, OnnnpyOuH, anOyMuH, KpbBEH YPEEH a30T, KPEaTUHUH U
BUpycoNOTn4HuUs cratyc: HBV aHTUTeH/aHTHUTSUIO U TIPH BE3MOKHOCT CEPYMHUTE KOHIIGHTPALIMH Ha
HBV JHK. ITauuentuTe ¢ mposiBu Ha 4YepHOAPOOHA HEJJOCTATHYHOCT 110 BpeMe Ha WU CIIe]T
JICYCHUETO TPSIOBA ]a C€ MOHUTOPHPAT IT0-9ECTO, B 3aBUCHMOCT OT CITydast

Hsama JOCTAaThbYHO JAaHHU 34 ITOJI3BUTE OT BB300HOBSBaHE HA T€pamnuAaTa C JaMUBYAWH IIPU MalIUCHTH,
KOHUTO CJICH JICYHEHHUETO Pa3BUAT CUMIITOMU Ha PEKYPECHTCH XCIIATUT.

MuToXOHAPUAIHA TUCPYHKIINS

B nipoyuBanus in Vitro u in Vivo e yCTaHOBEHO, Y€ HYKJICO3UIHUTE U HYKICOTHIHUTE aHATIO3H
NPUYUHSBAT PA3IMYHO O CTENEH YBPEKAaHe Ha MUTOXOHIpuuTe. [Ipu KbpMaueTa, U3I0KeHH iN
utero u/viM mocTHATaIHO Ha HYKJIC€O3UJIHH aHajl031, UMa ChOOIIEHUS 3a MUTOXOHApHAaJIHA
muchyakms. OCHOBHUTE ChOOIaBaHH HEXXeNaH! CHOUTHS ca XeMaTOJIOTHYHHN HapyIIeHus (aHeMHUS,
HEYTPOIIEHU ), METaOOUTHU HapyLIeHus (xumepiunazemus). Cbo0I1aBaHu ca HIKOHM HEBPOJIOTHIHU
HapyIICHUs ¢ KbCHO HaYaJlo (XUIIEPTOHUS, I'bpY, aOHOPMAaITHO NoBeieHe). HeBponornynure
HapyILICHHs MOrat Ja ObaT BpEMEHHH HJIH MOCTOSIHHU. BCsiKo fieTe, KoeTo e OuIto 3J0KeHo in utero
Ha JCHCTBUETO HA HYKJICO3UIHHU WM HYKJICOTHIHHU aHaJIO3H, TPsiOBa 1a Obae npociesiBaHo
KIIMHAYHO U JIAOOPaTOPHO U TPsiOBa ja Obje ISIOCTHO M3CIIEABAHO 33 Bb3MOKHA MUTOXOH/IpHAJTHA
JUCcYHKIMSA, B cydail Ha CbOTBETHH MTPU3HAIN WIH CHMITTOMH.

IlenpnaTpyyHy DallUEHTH

JlaMuBYyTMH € TIpuJIaraH mpH Aeua (Ha Bb3pacT 2 U MOoBeYe FOAMHHN) U IOHOIIN C KOMIIEHCHPaH
XpoHHYeH xenatuT B. Benpeku ToBa, Thi KaTO HANWYHUTE JaHHU Ca OTPAaHUYEHH, TIOHACTOSIIEM
MIPUJIOKEHUETO Ha JJAMUBYAMH MIPH Ta3W MOITyJIAIUs MallMeHTH He ce MpernopbhyBa (BXK. Touka 5.1).

Xenatut Jenta mnu xenatut C

EdukacHocTTa Ha TaMHUBYIMH MIPH NAIMEHTH ¢ KonHPeknus ¢ xernatut D unn xenatut C He €
YCTaHOBEHA U C€ IIPENOPbhYBA [IOBUILIEHO BHUMAHUE.

HIMyHOCYIpECUBHO JIEUEHUE

Wma orpannvenu JaHHM 3a IPUIIOKEHUE Ha JJaMuByAuH npu HBeAQ HeraTBHM manueHTH (Ipe-Kop
MYTaHTHH) U TIpY TAIIMEHTH Ha €JHOBPEMEHHO JISYEHNE C UMYHOCYTIPECOPH, BKIIOUUTETHO
XUMHUOTEPAITUs Ha paKoBH 3a00siBaHus. JlaMUBY/IMH TpsiOBa J1a ce MpHJIara ¢ IOBUILIEHO BHUMaHHE
IIPYU TE3U MALUEHTH.



IIpocnensBane
ITo Bpeme Ha nedeHueTo cbe Zeffix ChCTOSHUETO Ha MAIMEHTUTE TPSAOBA PEIOBHO Ja C€ MOHUTOPUPA.
Heobxomumo e cepymunte HuBa Ha AJIAT u HBV JIHK na ce uzcneasar Ha 3-MeCeUHU HHTEPBAIIH, &

npu HBeAg no3utuBHYN narueHT croiHocTrTe Ha HBEAQ 11a ce m3mMepBaT Ha BCEKH 6 Mecera.

Koundekius ¢ yosemku nmynoaedumres supyce (HIV)

IIpu nedenneTo Ha ManMeHTH, KOMH(PEKTHPAHU ¢ YOBEIKH nMyHoneduruter Bupyc (HIV), kouto ce
JISKyBaT WJIH C€ TUIAHUPA Ja Ce JICKYBaT ¢ KOMOMHHMpaHa aHTUPETPOBUPYCHA CXeMa, ChIbpIKallia
JaMUBYJIUH, TPsi0Ba Ja ce U3MOJ3Ba J03aTa Ha JaMUBYIMH, TIPEMUCAHA 32 JICUCHHE HA MH(EKITUATA C
YOBEWIKHA UMyHOAe(punTeH Bupyc (00mKkHOBeHO 150 MY ABa MBTH JHEBHO B KOMOWHAIHS C APYTH
AHTUPETPOBUPYCHH CPEJIICTBA).

Jo3zara 100 mg namMuByAHH, U3M0JI3BaHa OOWKHOBEHO 3a JieueHue Ha HBV undeknus, He e
ITOIXO/ISINIA 3a MMAIMEeHTH, KOuTo OuBaT 3apaszenu ¢ HIV wim ca konndexkrupanu ¢ HBV u HIV. Ako
npernopbrYanara 3a Jieuenrue Ha HBV no3a Ha namMuByuH ObJie IpeiNUcaHa Ha AIIMEHT C HEOTKPUTA
i HenekyBaHa HIV undekmus, e BeposTHa Obp3a mosiBa Ha pe3uctentHocT Ha HIV u orpannuaBane
Ha B3MOXKHOCTHTE 32 JICUCHHE KaTO PE3yJTaT OT CyOTepaneBTUYHATA 1033 M HEMOAXO0IAIIATa
ynorpeba Ha MOHOTepanus 3a Jiedenue Ha HIV undekiusita. Ha BcHuky nanyieHTH Ipeau 3armnovBaHe
Ha JICYCHHUETO ¢ JJaMuByauH 3a HBV u nepuoauuHo 1Mo BpemMe Ha JIeUueHHETO TPsiOBa Jia ce mpeyiaraT
KOHCYNTanuu 1 m3cneasanus 3a HIV.

IIpenaBane Ha xenatut B

Hma orpanndeHa nHpopmMarys 3a IpeaaBaHe Ha BUpyca Ha XenaTuT B oT Maiikara Ha muioza npu
OpeMeHHU KEHH TI0 BpeMe Ha JieueHHe ¢ TaMuBYAuH. TpsOBa Aa ce cieaBar CTaHAapTHUTE MPENOPBKU
32 UIMYHHU3alMs HA HOBOPOJEHUTE Cpelly XenaTuT B Bupyca.

[Maruenture TpsOBa 1a ObAAT YBEIOMSIBAHH, Y€ HAMA JJaHHU JICYCHUETO C JIAMUBYIUH J1a
MpeIOTBpaTsIBa PUCKA OT NpeJaBaHe Ha xenaTuT B Bupyca Ha oxosHuTe. [lopaau tasu npuyrHa

B3€MAaHETO Ha TOIXO/IAINH MPEATa3HA MEPKH TPSOBA 12 IPOIBIIKH.

B3EWIMOILCI71CTBPI$I C JAPYI'H JICKAPCTBCHH NIPOAYKTH

Zeffix He TpsiOBa na Oblie MpUEMaH ¢ APYTH JIEKapCTBEHH MPOAYKTH, ChABPKAIH JJAMHUBYIUH HIIH
JIEKapCTBEHHU MPOJYKTH, ChIIbPKAIIA eMTPUIIUTAONH (BXK. TOUKa 4.5).

He ce nmpenopbuBa KOMOMHUpAHE Ha JIAMHUBYTHH C KIaapuOuH (BK. Touka 4.5).

IToMo1iHu BenecTsa

ToBa j1ekapCTBO ChIbpIKa MO-Majako oT 1 mmol Hatpwuii (23 mQ) Ha TabiieTKa, T.e. MOXE J1a Ce Kaxe,
Yye MPaKTUYECKH HE ChIbpiKa HaTPUH.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKAPCTBEHH MPOAYKTH U APYru (JOPMH HA B3aUMO/eiicTBHE
IIpoyuBaHus 3a B3aUMOACHCTBUATA MMA CAMO IIPU Bb3PACTHH.

BeposiTHOCTTa 32 METAOOIUTHU B3aMMOJICHCTBUS € MaJIKa TIOPai OTPAHUICHUSI META0O0IH3bM,
CJ1a00TO CBBP3BaHE C IJIA3MEHUTE IPOTEHHH U TTOYTH IIbJIHATa OBOpeuHa eKCKpels Ha
HEMPOMEHEHOTO JIEKapCTBO.

JlaMuBYTMH ce eNMMMUHUPA OCHOBHO Ype3 aKTHBHA OpraHUYHA KaTHOHHA cekpenus. TpsOBa na ce mMa
IIpEeABU Bb3MOKHOCTTA 32 JIEKAPCTBEHH B3aUMOJICHCTBUSI C €THOBPEMEHHO IIPUEMAHU IPYTU
JIEKapCTBEHHU MPOJYKTH, KOUTO C€ eTMMHUHUPAT OCHOBHO Ype3 aKTHBHA OBOpeuHa CeKpeLus ¢
Y4aCTHETO Ha OPraHMYHAaTa CUCTEMA Ha KATUOHEH TPAHCIIOPT, HAIIp. TpPUMETONpUM. pyru nexkapcTea
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(Hamp. paHUTHIWH, IUMETHINH) C€ eIMMUHUPAT C YACTUYHO yYacTHE Ha TO3W MEXaHU3bM U HE
MTOBIIMSIBAT €KCKPEIHSITa Ha TAMUBYIUH.

He ce oyakBaT KIMHAYHO 3HAYNMH B3aMMOICHCTBUS HA JIAMUBY/IHH C JICKAPCTBA, KOUTO CE
SIMMUHHPAT C YYACTHETO Ha OPraHUYHATA CHCTEMAa Ha aHMOHEH TPAHCIIOPT HJIH Ype3 TIIOMepyiIHa
bunrparust. EqHOBpeMEHHHUSAT TIpHEM ¢ TpuMeTonpum/cyidamerokcason 160 mg/800 mg nmosuimasa
EKCIIO3UITUATA Ha TaMUBYTHH ¢ 40 %. PapMaKOKHHETHKATA Ha TPUMETONIPHM U CyJI(haMeTOKCa30I He
ce MPOMEeHs OT pUeM Ha TaMuByIuH. He e HeoOXoauMa nmpoMsiHa B J103aTa Ha JIAMHUBYIUH MTPH
3ama3eHa Op0peyHa QpyHKIuS.

[Tpu enHOBpEMEHEH MPUEM C JIAMUBYAHH € HAOMI0AaBaHO ciabo MOBUIIaBaHE HA CTOMHOCTUTE Ha
MaKCHMaJTHaTa cepyMHa KoHLeHTpauust Cmax Ha 3u70ByAuH (28 %). Beupeku ToBa, cTerneHTa Ha
sutoctHa ekcro3unus (AUC) He ce mpoMeHsl 3HaYUTeNIHO. 3UAOBYIUH HE BIIHSIC BBPXY
(apMaKOKHHETHKATa Ha JJAMUBYAMH (BXK. TOUYKa 5.2).

He ce ycranoBsiBaT hapMaKOKHHETHYHN B3aWMOICHCTBUS IPU €THOBPEMEHEH ITPUEM Ha JIAMUBYIUH U
anda narepdepon. He ca HabmogaBaHu KITMHUYHO 3HAYMMU HEXEJIaHW B3aUMOJCHUCTBHSI TPU
MAIMEeHTH, IPUEMAITA €THOBPEMEHHO JAMHUBYIUH ¢ OOMYaifHO MPIIAaraHUTE IMYHOCYTIPECOpH (Hatp.
nukiocnopud A). He ca mpoBexganu opuUIaTHI MPOYIBaHUS 34 JIEKAPCTBEHH B3aMOJICHCTBHS.

EmTpuriurabun

[MTopanu cxoxctBo, Zeffix He TpsiOBa /1a ce mpuiara eHOBPEMEHHO C IPYTH LUTHANHOBH aHAJIO3H,
kaTo emTpunuTabuH. OcBeH ToBa, ZeffiX He TpsOBa aa ce mprema ¢ IpyrH JIeKapCTBEHH POIYKTH,
CBHABPIKAIIN JAMUBYINH (BXK. Touka 4.4).

Knaapuoun

In vitro mamMuByaMH HHXUOKPA BHTPEKIETHYHOTO (hochopuinpane Ha KiaaprubuH. ToBa BOaU 10
MOTEHIIMAICH PUCK OT 3ary0a Ha e()MKaCHOCTTa Ha KIaApUOWH MpH KOMOWHHUpaHe B KIMHUYHH
yCJ10BUA. Hsxoun xIMHUYHN JaHHU ChIIO Ca B MOAKPEIIa Ha Bb3MOKHO B3aPIMOILCI>iCTBHC MCKOY
JaMUBYAWH U KiaapuouH. [lopaau ToBa, He ce MpenopbyuBa €AHOBPEMEHHOTO IPHIIOKEHHE Ha
JAMUBYIMH U KJaapuOuH (BXK. Touka 4.4).

CopOuTon

EnHOBpeMEHHOTO MPUIIOJKEHME Ha pa3TBop Ha copobutoi (3,2 g, 10,2 ¢, 13,4 g) ¢ enuHnYHa 1032

300 mg (aHeBHATa M03a 3a BB3pacTHu pu HIV) mamuBymuH mepopaiieH pa3TBOp BOIH JI0
J10303aBUCHMO HamassiBaHe ¢ 14%, 32%, u 36% Ha ekcrio3uiusaTa Ha jaMmuByauH (AUC.) u ¢ 28%,
52%, 1 55% Ha Cmax Ha TaMUBYIUH IIpH Bb3pacTHU. Korato e Bb3MOKHO, TpsiOBa aa ce n3dsraa
IPOIB/DKUTENTHO €THOBPEMEHHO npritoxkenne Ha Zeffix ¢ nmekapcTBeHM MPOIYKTH, ChIbPIKAIIH
COpOUTON WK APYTH OCMOTUYHO-ACUCTBAIIH [TOJUBAJICHTHH aJIKOXOJIH, HITH ATKOXOIIHU, TPOU3BOTHH
Ha MOHO3axXapuu (Harp. KCHIIUTON, MAHUTOJ, JIAKTUTOJI, MaITuTON). Koraro He Mosxe J1a ce u3derue
MPOJBIKUTEIHO SAHOBPEMEHHO MIPUIIOKEHHE, TPAOBA J1a ce 0OMHCITH MO-4eCTO MPOCe/sIBaHe Ha
HBYV BupycnoTo HaTOBapBaHe.

4.6 @epTHIAUTET, )PEMEHHOCT U KbpMeHe

BpemeHHocT

[IpoyuBanus IpH >KUBOTHH C JIAMUBYAMH TIOKA3BaT MOBHUIIABAHE HA paHHATA eMOpHUOHAIHA
CMBPTHOCT TPH 3alIM, HO HE U MPH IUTHXOBE (BX. TOUKa 5.3). YCTaHOBEHO € MpeMUHaBaHE MPe3
[UTalleHTaTa Ha JJaMUBYJUH [IPU X0pa.

HanuuHuTe JaHHA TIPU Xopa oT Peructbpa 3a OpeMeHHOCT Ha ()OHA Ha AaHTHPETPOBUPYCHA TEpaIIHs
(Antiretroviral Pregnancy Registry) moka3Bar, 4e u3xoaute ot OpemenHocTTa mpu nmosede ot 1 000
clly4ast Ha €KCIIO3HMLMS NIpe3 MbPBUsI TPUMECTHP 1 oBeue oT 1 000 ciryydast Ha eKCIIo3uIus 1pe3
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BTOPHYSL U TPETHUSI TPUMECTHP ITPH OPEMEHHU KEHU He TIOKa3BaT MajaopMaTHBEH U (eTo/HeoHaTaICH
edexrt. [lo-manko ot 1% ot Te3u xenu ca nexkyBanu 3a HBV, nokaro mo-ronsMara gact ca JieKyBaHU
3a HIV mipu mo-BUCOKH 703U | € IPYTO ChITBTCTBAIO JieueHue. Zeffix Moke fa ce mpuara o Bpeme
Ha OPEMEHHOCT, aKO € KIIMHUYHO HE0OX0IUMO.

[Ipu manmeHTHTE, KOUTO Ca Ce JIEKyBaJIX C JAMUBY/IMH U CJIE]l TOBa ca 3abpemMeHemnH TpsiOBa 1a ce nma
MpeABU Bb3MOXKHOCTTA OT NOBTOPHA MOSABA HA XEMATUTA MPU IPEYCTAaHOBSIBaHE HA MpHUeMa Ha
JTAMUBYTUH.

Kopmene

B®3 ocHOBa Ha pesynratute ot nmoBeue oT 200 nBoiiku Maiika/nere, JekyBanu 3a HIV, cepymuunTe
KOHIICHTpAIIMH Ha JIAMUBYJIMH B KbpMEHU OeOeTa Ha Maliku, JiekyBanu 3a HIV, ca MHOrO HUCKH
(mo-manko ot 4% OT MalluMHKUTE CEPYMHH KOHIIEHTPAIIMH) U TIPOTPECUBHO HAMAJISBAT 10
HEOTKPUBAaEMHU HUBA, KOTaTO KbpMadeTaTa HaBbpPIIAT Bh3pacT 24 ceamumu. OOIIOTO KOJIMIECTBO Ha
MOETHSI OT KbPMAYeTO JIAMUBYIMH € MHOTO MaJTKO, TIOPaJIi KOETO € Bh3MOXHO J[a CE CTUTHE JI0
€CKITO3UITUH, TIPOSBSBAIIN CyOONTHMAJICH MPOTUBOBUPYCEH edekT. Xematut B npu maiikara He €
MPOTHUBOIOKA3aHKE 332 KbPMCHE, B CIIy4all ue MpH HOBOPOJCHOTO MMa aJICKBATHO MOBEJICHHE 32
XemaTuT B npeBeHIrs Ipyu pakaaHeTo, U HIMa JaHHH, Y¢ HUCKATa KOHIICHTPAIHsI Ha TAMHUBYIUH B
KbpMaTta BOJIU J0 HeXKENaHu ChbOUTHS NPpU KbpMeHUTE OeOeTa. ClieI0BaTEIHO KbPMEHETO MPU MAMKH-
KbPMaYKH, KOUTO Ce JIEKyBaT ¢ JJaMuBYIuH 32 HBV, Moxe 1a ce oOMucnu kato ce uMaT mpeaBu
MoJ3aTa OT KbPMEHETO 32 JICTETO U T0J3aTa OT JICUSHUETO 32 jkeHara. Koraro e Hanuie TpaHCMHUCHS
Ha HBV ot maiikaTa, BbIpekn ajiekBaTHaTa NpOQpUIAKTUKA, TPSIOBa 13 Ob/ic OOMHCICHO
MPEYCTAaHOBSBAaHE Ha KbPMEHETO, 32 Jla C& HaMaJld PUCKa OT MOSIBa HA PE3MCTEHTHH KbM JIAMUBY IMH
MYTaHTHHU BUPYCH MPH JCTETO.

DepTunurer

PenponykTuBHUTE IPOYYBaHMS IIPH KUBOTHH HE TIOKa3BaT €PeKT BEPXY GepTHIINTETa IPH MBIKKUTE
WM XKEHCKUTE KUBOTHH (BXK. TOUKa 5.3).

Muroxouapranda guchyHKIHS

B npoyuBanwust in Vitro u in Vivo e yCcTaHOBEHO, Ye HYKJICO3HIHUTE U HYKJICOTHUIHUTE aHAIIO3H
HPUYKHSIBAT PA3JIMYHO 0 CTEIICH YBPEeXkKIaHe Ha MuUTOXOHApuuTe. [Ipu 6ebera, n310KeHH in Utero
W/MJIM IOCTHATAJIHO HA HYKJICO3UIHHU aHAJIO3U, UMa ChOOIICHNUS 32 MUTOXOHIpUAIHA TUChHYHKINSA
(Bx. Touka 4.4).

4.7 EdexTu BbpXy ciocodHOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

[MaumenTure TpsiOBa na ObAAT HHPOPMHUPAHH, YE TT0 BPEMe Ha JICUCHHUE C JIAMUBYJIMH Ca ChOOIIaBaHU
HepasIoyoKeHne 1 yMopa. KITMHUYHUAT cTaTyc Ha MalMeHTa U MPpOQIIBT HA HEXKEJIaH! PeaKIiK Ha
JaMUBYAMH TPsOBa J1a ce€ MMAT IPEJIBUII, KOTaTo Ce Pas3riiekaa CllocOOHOCTTa Ha MAallMeHTa 1a
modupa uin Jia paboTH ¢ MaIlIUHU.

4.8 HexejaHu JeKAPCTBEHH PEaAKIIUH

Pesrome Ha npoduia Ha 6€30I1aCHOCT

YecToTaTa Ha HEXKEJIAHUTE PEaKMU U IPOMEHUTE B J1a00PATOPHUTE IIOKA3aTeNH (C U3KIIIOUEHUE Ha
MO-BUCOKUTE CTOWHOCTH Ha KpeatnHuH(ochoknHaza u AJIAT, BxK. o-710)1y) IpH TalMEeHTH,
JIeKyBaHH C JIAMUBYHH, ca IO00HU Ha T€3U NpH, puemanure ianedo. Hali-uecto crobmaBanute
HE)KEJIaHU PeaKliy ca yMopa, Hepa3IoIoKeHUe, PeCIMpaTopHu HHPEKINH, Ipa3HeHe B 001acTTa Ha
TBPJIOTO U CIUBUIINTE, TTIABOOOIHE, TUCKOMMOPT U OOJKH B KOpeMma, TajicHe, MOBPhIaHe U TUAPHSL.



TabauyeH CIUCHK HA HEXKEITaHUTE PEAKIIUN

HeskenanuTe peakimu ca n30pOeHH 10-I0JTy [0 CHCTEMO-opranHu Kinacose u yectota (MedDRA). o
OTHOIIIEHHE Ha YeCTOTaTa, TE CE OMPEAENAT KaTo MHOro yectu (>1/10), wectu (=1/100 mo < 1/10),
meuectr (= 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000) u ¢
HeM3BeCTHA YecToTa (0T HATMYHUTE JaHHH HE MOKE Ja ObJie HalpaBeHa OLIEHKa).

KareropusupaHeTo 1mo 4ecToTa Ha HEeXXEJIAHUTE PEaKIIi € OCHOBAHO TJIaBHO HA OIMUT OT KIIMHUYHHU
W3MMTBaHUS, BKIIFOUBamiy oomo 1 171 manueHnTH ¢ XpoHW4YeH XenaTuT B Ha JiedeHue ¢ JaMHUBYIHH
100 mg.

Hapyumienusi Ha KpbBTa M JuUM(pHATA cCUCTEMA

C HemsBecTHA TpomOoruToneHms

4ecToTa

Hapyuienusi Ha MeTa00JIM3Ma U XPaHEHETO

MHoro penku | JlakratHa anpnosa

Hapyiienusi Ha HMYHHATa CHCTeMa

Penxu | Aurnoenem

XenaTo-OMJIMAPHU HAPYIIEHUSsI

MHOT0 4ecTH | [ToBumasane Ha HUBaTa Ha AJIAT (BXk. Touka 4.4).

Ex3anepbannu Ha XemaTtuTa, yCTAaHOBSBAaHU TJIIaBHO 10 TTOKauBaHe cepyMHnTe HUBa Ha AJIAT ca
ChOOIIaBaHU 110 BpEME Ha JICUCHHETO U Clie]] MPEKbCBaHe MpreMa Ha TaMuByauH. [loBeyeto peakunu
ca ce caMoOrpaHMYaBaIv, HO MHOTO PSJIKO ca HaOJII0IaBaHu (paTajiHU peakiuu (Bxk. Touka 4.4).

Hapyuienusi Ha KOKaTa M MOJKOKHATA ThKaH

Uectn | OOpuB, IPYPUTYC

Hapymenusi Ha MyCKYJIHO-CKeJI€THATA CHCTEMA H CheIMHUTEIHATA ThKaH

Yectu [ToBumaBaHe Ha cTOMHOCTHTE Ha KpeatnHuH(pochokuHazara (CPK)
YecTn MyCKyJIHH HapyIIeHHs], BKIIOYUTEIHO MUAITHS U KpaMIu™

C HeusBecTHa Pabnomuonusa

94eCTOTa

* B m3nurBanusta ¢asa ||l HaOnronaBaHaTa yecToTa B rpynara Ha JICYCHHE C JJAMUBY/IUH HE € Ouia
MO-BHUCOKA OT HaOJIF01aBaHaTa B Iuiane0o rpymnara.

IlegnaTpyyuHa monyJiarus

B3 ocHoBa Ha OrpaHUYCHHU JAaHHU IPU ACLa Ha Bb3pacCT OT 2 a0 17 roaAvHU, HIMa YCTaHOBCHU HOBU
C’LO6pa)KeHI/IH 3a 0€30I1aCHOCT B CpaBHCHUC C Bb3pPACTHH.

JIpyru clienMaIHy ONyJIalii

[Tpu manmenTy ¢ HHPEKIH ¢ YoBEMIKKsI nMyHo eduurer Bupyc HIV ca cpo0miaBanu cinydan Ha
MaHKpeaTHuT 1 nepudepHa HeBpomaTs (Win mapectes3us). YectoTara Ha Te3W ChCTOSIHUS TIPH
XPOHHMYEH XeNaTUT B e erHakBa 3a MalnyeHTuTe, JeKyBaH! ¢ JAMUBY/IMH M T€3H, JEKyBaHH ¢ IU1ane0o.

C’I)O6IIIaBaHe Ha ITOJ03UPaHH HEXKCJIaHU PCAKITNH

C'BO6I].IaBaH6TO Ha NOAO3UPAaHU HEKCIIaHU PCAaKIUU CIICA pa3pCllaBaHE 3a yHOTpe6a Ha JICKApCTBCHUS
IMPOAYKT € BAXKHO. Tosa mo3BoasBa Ja IpoaABbJIKU Ha6.HIO,ZIeHI/IeTO Ha CbOTHOIICHUETO non3a/p1x1c1< 3a
JICKApPCTBCHUSA IPOAYKT. Or MCECIHUIIMHCKUTC CIICIUAJINCTHU CE€ HU3HMCKBaA aa C’I)OGIIIaBaT BCsKa
[MoJ03npaHa HEXKCJIaHA pCaKd Ype3 HallMOHAJIHA CUCTEMaA 3a C’BO6H.IaBaHC, IIOCOYCHA B

IIpunoxenne V.

4.9 Ilpeno3upaHe

Crnen ocTpo mpeao3upane Ha JIAMHUBYIMH HE Ca YCTAHOBEHU CHEITUGUIHYN PU3HAIN U CUMIITOMH Ha
Mpe03UpPaHe OCBEH ONMHUCAHUTE MO-TOPE KaTO HEXKENAHU PEeaKIUu.
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IIpu npeno3upane TpssOBa Ja ce MPOCICIN ChCTOSHAETO Ha IMAIMEHTA U Ja CE€ B3eMaT CbOTBETHUTE
peaHI/IMaLII/IOHHI/I MepKI/I. HaMI/IByZ[I/IH c ,Z[I/Ia.J'II/I3I/IpyeM. He ca HpOBC)K,Z[aHI/I Hpoy‘-IBaHI/I}I 3a e(l)eKTa oT
JAuajin3ara, HO TO3U METOJ MOXKEC Ja 6’I>II6 H3MO0JI3BAH IIPH MPEAO3UPAHEC.

5.  ®APMAKOJIOITMYHU CBOMCTBA

5.1 ®apmakoauHAMHYHU CBOHCTBA

dapmakoTepaneBTHYHA Ipya; AHTUBUPYCHH TPENapaTy 3a CUCTEMHO MPUIIOKEHNUE, HYKICO3UIHU 1
HYKJICOTUITHN NHXUOUTOPH Ha oOpaTHaTa TpaHckpunrtasa, ATC xom: JOSAFO05.

MexaHu3bM Ha JIENCTBUE

JlamuBYIMH € IPOTHBOBHPYCHO CPENCTBO, aKTUBHO cperty HBV BBB Bcnuku kieTh4HM THHNH, B
KOUTO € U3IUTBAHO, U MTPH SKCIIEPUMEHTAITHO HH()EKTUPAHHU OTIMTHU JKUBOTHH.

B unbexTHpanu U B HeMHPEKTUPAHH KJICTKH JIAMHUBYIUH ce MeTaboam3upa 1o tpudochar (TD) Ha
JAMUBYIMH, KOMTO € akTMBHATa (hopMa Ha OCHOBHOTO CheAuHeHue. [Ipu ycimoBus in vitro
BBTPEKICTHUHHAT TONYKUBOT Ha Tpudochata B xenarouutu e 17-19 vaca. JlamuByaun-TO neiictea
karo cyoctpar Ha HBV-Bupycnara noimmepasa.

[To-naraTpiHata cuaTe3a Ha BupycHa JIHK ce Giokupa oT BkitouBaHETO HA TaMUBYAUH-TD BHB
BEpHUraTa, KOeTO BOIU A0 INPEKbCBAHE HA BEpUraTa.

JlamuByiuH-T® He HapymaBa HOpMaTHUA AE30KCHHYKJICOTHICH METa00IN3bM Ha KieTkaTa. Toii e
cnab naxuourop Ha JJHK nmonumepasu o u  npu 6o3aiianmnu. OcBeH ToBa eeKTHT Ha TaMUBYIUH-TD
BBPXY ChABPKaHUeTO Ha kieThuHa JJHK mpu 6ozaitauniu e ciad.

[Tpu n3cnenBaHe 3a Bb3MOXKHH €)EKTH Ha JTAMUBYIUH BbPXY CTPYKTYpaTa Ha MUTOXOHAPUHTE U
ChIbpKaHUETO U GyHKUUATa Ha MUTOXOHApUanHaTta JJHK He ce ycranoBsiBa 3a0e1e:KUM TOKCHYEH
edexT. JlaMuBYJMH ©Ma MHOTO MaJTbK MOTEHIMAN 332 HaMalsBaHe Ha chabpkanuero Ha JIHK B
MUTOXOHJIPUUTE, HE C€ HHKOpIopupa TpaitHo B MutoxoHapuanHaTta JIHK u He nelicTBa kaTo
nHXuOUTOp HAa MuToXoHApHanHarta JJHK nmonmumepasa rama.

Kinnnnuna edrkacHoCcT ¥ 6€300aCHOCT

Onum npu nayuenmu ¢ xponuuen xenamum B, nosumuenu 3a HBeAQ, u komnencupano uepnodpo6mo
3abonaeare

B koHTpONMpaHu KIMHIUYHHA NPOYYBaHUS € YCTAaHOBEHO, Y€ JICUYCHUETO C JJAMUBY/IMH B TIPOIbIDKEHUE
Ha | roMHa BOJIM JI0 3HAYMTEITHO MOATHCKaHe Ha perumrkaiista Ha HBV JTHK [34-57 % ot
NalueHTHUTE ca OWIIM MO HUBAaTa, KOUTO MOTaT J1a Ce€ PErucTpUpaT ¢ NpodH (XHOpHAN3aOHEH TECT
Abbott Genostics solution, LLOD < 1,6 pg/ml)}, 1o sHopmanusupate na auBata Ha AJIAT (40-72 %
OT marenTure), 10 uaaypane Ha HBeAg cepokonBepcus [n3uesBane Ha HBeAg n va HBV JIHK ¢
nosiBa Ha aHTUTeNa cpenty HBeAg (ycraHOBeHO ¢ KOHBeHLIMOHAIHA 1Tpo0da) npu 16-18 % ot
MAIUEHTHUTE |, 710 IOJ00psIBaHE HA YepHOAPOOHATA XUCTOIOTMYHA KapTuHa (ripu 38-52 % ot
MalMEeHTHTE € HabII0JaBaHO HaMallABaHe Ha WHAeKca Ha XucTojornyna aktusHocT mo Knodell [HAI]
¢ > 2 TOYKM) U A0 3a0aBsiHE MporpecusiTa Ha ¢pudposara (3-17 % OT manueHTUTe) U MporpecusiTa KbM
UpO3a.

[TpoaBIHKUTETHOTO JIeUeHNE C TAMHUBYIUH 33 TIEPUOJ] OT 2 TOJAMHU MPH MAIlHEHTH, IIPH KOUTO T10
BpeMe Ha ITbPBOHAYAIHUTE €IHOTOJUIITHI KOHTPOJIIMPAHH MPOyYBaHus He e HacThiia HBeAg
CEPOKOHBEPCHS, € IOBEJIO /10 JOIIBIHUTENIHO oJ00psiBaHe Ha MocToBaTta Gudpo3a. [lonodpenue no
OTHOIIICHNE Ha BB3MAJICHUETO HA YepHUs JIpo0 e HabmoaaBaHo nipu 41/82 (50 %) ot nanueHTHTE C
YMDD wmytantern HBV u nipu 40/56 (71 %) ot narmentute 6e3 YMDD myranten HBV.
ITonoOpenue Ha MocToBara huOpo3a e HabmogaBaHo npu 19/30 (63 %) ot narmentute 6e3 YMDD
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MyTaHTEH BHpYC Ha XenaTut B u npu 22/44 (50 %) ot manmentute ¢ myTantHara gopma. [Ipu ner
nporienta (3/56) ot naumenture 6e3 YMDD mytanT u 13 % (11/82) ot nanmenture ¢ Y MDD myTanT
YEPHOAPOOHOTO BH3MAJICHHE CE € BIIOIIWIO B CPABHEHHE ChC ChCTOSHUETO TIPS JICUCHUETO.
[Iporpecupane kbM Upo3a € ycraHoBeHo npu 4/68 (6 %) ot manmenTute ¢ YMDD myTtanT 1 ipu
HUKOI OT manueHTuTe 6e3 MyTaHTHa (opMma.

B mpoabsmKUTENHO KITMHUYHO MPOYYBaHe NpH ManueHTd oT azuatcku npousxon (NUCB3018), nuBara
Ha cepokoHBepcus Ha HBeAQ n Ha HopManm3upaHe Ha HuBata Ha AJIAT B kpast Ha 5-TOTUIITHIS
MIEPHUO/I Ha TIPOYyIBaHETO ca Omin choTBeTHO 48 % (28/58) u 47 % (15/32). HuBata Ha cepoKOHBEpCHS
Ha HBeAg ca Ounu moBHINeHU MPpU mManueHTH ¢ opuiieHu HuBa Ha AJIAT; ipu 77 % (20/26) ot
nanuenTute ¢ HuBa Ha AJIAT ot mpenu neuennero > 2 X ULN e HaOr01aBaHa cepOKOHBEPCHSI.

B kxpas Ha merara roguHa npu BCHUkH manueHTn HuBata Ha HBV JIHK ca Ovm wmu
HEPErUCTPUPYEMH HITH MTO-HUCKH OT HUBATA MPEIH 3al0YBaHE Ha JICUSHUETO.

JlomrbTHUTETHATE PE3yNTaTH OT MPOYYBAHETO 10 OTHOIIeHHe Ha ctaTtyca Ha Y MDD myrtanTHHTe
dbopmu ca 0606mIeHn B Tadmuma 2.

Ta6auuna 2: Pe3yiaraTu 3a epkacHOCTTA 32 5 roAMHU 10 OTHOIIeHUE HA cTtaTyca Ha YMDD
(Azuatcko npoyuBane) NUCB3018

JIuna, % (6poii)
Cmamyc na YMDD mymanmen HBV | YMDD! | He-YMDD!
HBeAd cepokonBepcus

- Benuku marueHTH 38 (15/40) | 72 (13/18)
- [TareHTH ¢ U3XOIHU HUBA HA

AJIAT <1 x ULN? 9 (1/11) | 33 (2/6)
- [TareHTH ¢ U3XOHU HUBA HA

AJIAT > 2 x ULN 60 (9/15) | 100 (11/11)

Heperucrpupyema HBV JIHK

- Usxomuu HuBa 3 5 (2/40) | 6 (1/18)
- Ceqmura 260 *
OTPHIIATETHH 8 (2/25) | O
THOJIOKUTENHH < M3XOJHU HUBA 92 (23/25) | 100 (4/4)
MTOJIOKHUTEITHH > W3XOIHA HUBA 0 0

Hopmaausupane Ha AJIAT

- U3xonau HuBa

HOpMa 28 (11/40) | 33 (6/18)

HaJl HopMaTa 73 (29/40) | 67 (12/18)
- Ceamuria 260

HOpMa 46 (13/28) | 50  (2/4)

HaJ HOpMaTa < W3XOIHH HHUBA 21 (6/28) | 0O

HaJ HOpMaTa > W3XOJHH HHUBA 32 (9/28) | 50  (2/4)

1 Tauuenture, onpenenenn karo YMDD myTtanTu ca 6unu te3u ¢ > 5 % YMDD mytantan HBV npu uscnensane
BCsKa TO/IMHA 1pe3 S-rogumiaus nepuoj. Karo e -YMDD mytanTHH ca onpenenenu naruenTure ¢ > 95 % nus tan
Ha HBVripu u3cienBaHe BCsika rOJMHA MPE3 S-TOAMIIHKS TEPUO]] Ha IPOYYBAHETO

I'opHa rpannna Ha HopMara

Xubpuamsanuonen tect Abbott Genostics solution (LLOD < 1,6 pg/ml

Tect Chiron Quantiplex (LLOD 0,7 Meg/ml)

A WN
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CpaBaurennu ganau mo otHomeHne Ha YMDD craryca mMma 1 OT olleHKa Ha XUCTOJIOTHIHATA
KapTHHa, HO caMo 70 TpeTara roguna. [Ipu 18/39 (46 %) ot marmenture ¢ YMDD myranten HBV e
HabIronaBaHo MoA00OpeHNe Ha HEKpOUH(IIaMaTopHaTa aKTUBHOCT, a ipu 9/39 (23 %) Bnomasane. Ot
nanueHTute 6e3 mytantHata Gopma pu 20/27 (74 %) e HabmogaBaHo NOJOOpEHHE HA
HeKponH(pIaMaTopHaTa aKTUBHOCT, a ipu 2/27 (7 %) BromiaBase.

Crnen cepokonBepcusita Ha HBeAg ceposorHuHUAT OTTOBOP U KIIMHUYHATA PEMUCHS CIIE] CITUPAHETO
Ha JJAMHUBYJIMH OOWKHOBEHO ca IBITOTPaiHu. BhIpekn ToBa, MOXe Jja ce HaOII01aBa PEIUIUB CIIe]T
CepOKOHBEpcHs. B eIHO JBIT0CPOYHO MPOCIesBaIlo MPOyYBaHEe Ha MAIIMEHTH, KOUTO ca UMalll
MPEIX0XK/IaIia CEPOKOHBEPCHUS U ca MIPEYCTAHOBWIIM NIpUeMa Ha JTaMUBYIUH, ripu 39 % oT TaX e
HACTBIIWJI KbCEH BUpycojoruueH peruaus. [lopaau tazu npuunna ciieq HBeAg cepoxonBepcust
MalKueHTHTE TPSOBa J1a ce MpOoCeIBaT MEPUOIUYHO, 32 J]a C€ YCTAHOBH JAJH CE MOThPKAT
CEPOJIOTHYHUAT U KIMHHUYHUAT OTroBOp. [Ipy manueHTH, KOUTO HE MOIIBPKAT OCTOSIHCH
CEPOJIOTHYCH OTTOBOP, TPSAOBA Jla ce 0OMUCIIM TTOBTOPHO IMOJAJIaraHe Ha JICUECHUE C JIAMUBYIMH WJIH C
ANTEPHATHBHO aHTHPETPOBUPYCHO CPEJICTBO 32 Bh30OHOBSABAHE HA KIIMHUYHUS KOHTPOJ BHPXY
nHpekmusaTa ¢ HBV.

IIpu manmeHTH, IPOCIENEHH 32 IEPHOA OT 0 16 cenMuITy e MpeyCcTaHOBSABaHE Ha JICYEHUETO CIIE]
1 ronuHa, mokauBane Ha HuBaTa Ha AJIAT crnen neyernnero e HabMIOAABAHO TIO-9ECTO MPH
MAIUCHTUTE, KOUTO Ca IPUEMaJIi JIAMUBY/IMH B CpaBHEHUE C TE3H, IPUEMalIy Tuiareoo.

Tabmuia 3 cpaBHsBa nokauBaHuATa HAa HUBaTa HAa AJIAT 3a nmepuoaa mexny 52-ta u 68-Ta ceqmuia
TIPH MAIUEHTUTE, IPEYCTAHOBUIIH JICYEHUETO C IAMUBYIUH B 52-Ta ceIMUIIA U TIAIIHEHTHUTE,
npreMaly 1mianedo 1mo BpeMe Ha TeparneBTUYHUS Kypce B CHIIUTE MPOYYBaHUs. BposaT Ha manueHTHre,
P KOUTO CJIE] JICYCHUETO € HaOroaaBano nosuiicHue Ha HuBara Ha AJIAT (ALT) BbB Bphb3Ka ¢
MOBHINIABaHE HA HUBATa Ha OMIMpyOWHA, € OMII MATBK M CXOJIEH B TPyIUTE, TPUEMAIIH JTAMHUBYIHH
WK TU1a1e0o.

Ta6anna 3: llopumasane Ha HUBaTa Ha AJIAT cJiien JieyeHneTo B 2 miane60 KOHTPOJIUPAHH
NPOYYBaHUS NPH Bb3PACTHU NALMEHTH

ITanmenTtu ¢ moxkauBaHe Ha HuBaTa Ha AJIAT/
ITanpenTn ¢ HAOMIOIEHHE*
AOHOpPMeEHa CTOWHOCT JlamuBy 11iH ITnaue6o
AJIAT > 2 bTH U3XOHOTO HUBO 37/137 (27 %) 22/116 (19 %)
AJIAT > 3 rbTH H3XOHOTO HUBO | 29/137 (21 %) 9/116 (8 %)
AJIAT > 2 nbTH U3XOIHOTO HUBO M a0COIOTHA
croiinoct Ha AJIAT > 500 U/ 21/137 (15 %) 8/116 (7 %)
AJIAT > 2 rbTH U3XOTHOTO HUBO ¥ OWIHPYOUH > 2
T ULN 1 > 2 mbTH U3XOQHOTO HHUBO 1/137 (0,7 %) 1/116 (0,9 %)

* BCcekd MamieHT MOKe Jia ObJIe PE/ICTABEeH B ¢[HA MU [TOBEYE KATErOPHH.
T CpaBHMMO CbC CTENEH 3 TOKCHMYHOCT, ChIJIACHO TpOMeHeRuTe Kputepuu Ha C30.
ULN = Upper limit of normal = I'opHa rpanuiia Ha CTORHOCTUTE B HOPMA.

Onum npu nayuenmu ¢ xponuyer xenamum B, necamusnu 3a HBeAg

[IppBOHAYAHUTE JAHHU TIOKA3BaT, Ye e(hUKACHOCTTA HA JAMUBY/IUH MPH MMAIIMEHTH C XPOHUYCH
xenatut B, HeratuaH 32 HBeA(g, e momoOHa Ha Ta3u npu no3utuBHUTE 32 HBeAQ narmenTu ¢
xpoHuueH xenatut B, karo mpu 71 % ot nanuenture HBV /IHK e noarucHaTa moja HUBOTO, KOETO
MOXe Jia ce onpezen ¢ npoda, pu 67 % AJIAT ce e Hopmanuzupan u ipu 38 % e umano
nonoOpenue Ha HAI ciien enqHa ronuHa nevyeHne. BupycHara perumkanyst ce € moAHOBHIIA TIPU T10-
rossima gact ot narrentute (70 %) cien mpekbcBaHe Ha JICYEHHETO ¢ JIaMHUBYIiH. HamnuHuTe 1anHu
ca OT MPOIBIDKUTEITHO MIPOYIBaHE TPH JICUCHHE ¢ JaMUBYINH Ha HBeAQ HeraTuBHY MayieHTH
(NUCAB3017). Cnen nBe rouHH JISYSHHE B TOBA NIPOYYBaHE ca HAOJIOIaBaHN HOPMaJIM3UpaHe Ha
croitHocTute Ha AJIAT u Hepeructpupyema HBV JIHK crotBetHO ipu 30/69 (43 %) u 32/68 (47 %)
OT MAaIMEHTHUTE, KAaKTO U MoJ00peHre Ha HekpouHpamaropHus unaeke npu 18/49 (37 %) ot
nanertute. Ot naruentute 6e3 YMDD myranten HBV npu 14/22 (64 %) € ycTraHOBEHO
notoOpeHre Ha HeKpouHpIaMaTOpHHS UHACKC, a ipu 1/22 (5 %) OT manueHTUTe ChCTOSHUETO CE ©
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BJIONIMJIO B CPaBHEHHE ¢ TOBa mpeu jJeuenueTo. [Ipu 4/26 (15 %) ot nmanmenTHTe ¢ MyTaHTHa popma
€ YCTaHOBEHO IMoJI00peHre Ha HeKporuH(IaMaTopHus HHJCKC, a ipu 8/26 (31 %) oT nanmueHTHTe
CBHCTOSTHUETO CE€ € BJIOIIIIO B CPABHEHHUE C TOBA Mpean JieueHueTo. [Ipu HUKOH OT malnueHTUTe OT
JBETE TPYITU HE € HaOIro1aBaHa MporpecHst 1O Upo3a.

Yecmoma na nossama Ha YMDD mymaumen HBV u erusnuemo my 6vpxy omeosopa Kom ieyeHuemo
MoHoTepamnusiTa ¢ 1aMUBYIUH Boau A0 cenektupane Ha YMDD myrtanten HBV npu npubnusurenno
24 % OT manMeHTHTE CIIeM e1Ha TOIMHA JICYCHHE, KaTo OposT UM ce yBenmdasa 10 69 % crnen 5
ronuHy nedenue. Passutrero va YMDD myTtanten HBV e cBpp3aHo ¢ HamaneH OTTOBOP KbM
JICUCHUETO NPHU HAKOM MAIMEHTH, KOETO Ce yCTaHOBsBa 1o noBumeHuTe Huea Ha HBV JITHK u na
AJIAT crpsiMo cTOWHOCTHTE, HAOMIOAaBaHH MIPEI TOBA M0 BpeMe Ha JICYUEHHETO, IPOrpecHsl Ha
NPU3HALNTE ¥ CHMIITOMUTE HAa YepPHOAPOOHO 3a00sIBaHe /WM BIIOIIaBaHEe HA HEKPOTHYHO-
BB3NATUTETHUTE MPOMEHHU B uepHus apob. Karo ce uma npensug pucksT oT Y MDD myrtanten HBV,
NOJIbPKaHe Ha MOHOTEPAIMs C IAMUBYAHMH HE € MOAXOAAIIO PH MAEHTH ¢ OTKpHBaeMa CepyMHa
HBV JJHK na wiu ciex 24-Ta ceaMuIia OT JeueHUeTo (BK. Touka 4.4).

B nBoiiHO-cnsimo npoy4uBaHe Mpu NauueHTu ¢ XxponudeH xenatuT B ¢ YMDD mytanten HBV u
KoMIteHcHpaHo YepHopodHo 3adosBane (NUC20904), mpu KOUTO € ycTaHOBEH HaMalleH
BHPYCOJIOTUYECH U OMOXWMHUYEH OTTOBOP KbM JaMuBYAMH (N=95), mpnubassHeTo Ha anedoBup
nunuBokcw 10 Mg BeIHBX THEBHO KbM MPOBEKIaHaTa Tepanus ¢ JamMuByaun 100 mg 3a

52 ceamurin, e 1oBeio 10 cpeaHo HamansBane Ha HBV JTHK ot 4,6 10gio komus/ml, B cpaBHEHHE ChC
cpennoro noummasane ot 0,3 10910 konust/ml npu nmarmeHTHTE HA MOHOTEPAITHS C JIAMUBYAUH.
Hopmanusupane Ha HuBata Ha AJIAT e nabmogasano nipu 31 % (14/45) ot naumeHTHTe HA
KoMOWHHpaHa Tepanus, crpamo 6 % (3/47) ot nauueHTUTE, IpUEMalK camo JJaMUBYAWH. BupycHara
cynpecus ce nmomabpxa (mpociessaiio npoyusane NUC20917) ¢ komOrHUpaHa Teparus o BpeMe
Ha BTOpara rofuHa ot jedeHnero Ha 104-ta cemMuIia mpu manyueHTH ¢ IPOABIKABAIIO TTOJ00pEeHre
Ha BUPYCOJIOTHYHHS M OMOXUMHUYHUS OTTOBODP.

B emHO peTpociiekTHBHO MIpOyYBaHe 3a onpeneisHe Ha gakTopure, cBbp3anu ¢ HBV JIHK
nonoopenuero, 159 HBeAQ no3uTuBHY NMalMEHTH OT a3UATCKH MPOU3XO]] Ca JICKYBaHHU C JIAMUBY IUH
U ca MpociesBaHu 3a nepuoj ¢ Meauana moutd 30 mecera. Te3u, kouto ca Ounu ¢ HuBa Ha HBV
JTHK, mo-Bucoku ot 200 korust/m| Ha 6-ust Mecerr (24 ceMUIIN) OT JICYCHUETO C JTAMUBY/IHH, Ca C

60 % BeposTHOCT 3a pa3zButie Ha Y MDD myTtant B cpaBHeHue ¢ 8 % ot te3u ¢ HBV JIHK HuBa oz
200 xorus/ml Ha 24-Tata cenqmuIia OT TepanusiTa ¢ JaMUBYIUH. PUCKBT 3a pazsurue Ha Y MDD
myTaHT € 63% cpenry 13% c¢ rpanuuna croitnoct ot 1 000 kormms/ml (NUCB3009 u NUCB3018).

Onum npu nayuenmu ¢ 0eKoOMNEeHCUPano 4epHoOpoOHo 3abons6amne

[Tpu nmanuenTy ¢ JeKOMIICHCUPAHO YEPHOIPOOHO 3a00IIsIBaHe Maned0 KOHTPOIUPAHUTE POYIBAHUS
ca MPHUETH 3a HeMOAXOASIIIM U HE ca MIPOBEXKIaHN. B HEKOHTPOJIMPaHH MTPOYUYBAaHUS, IPU KOUTO
JaMUBYJIMH € TIpWJIaraH Mpeiy U 10 BpeMe Ha TPaHCIUIAHTALUS, € HaOlt0JaBaHo e(hEeKTHBHO
noaruckane Ha HBV JIHK u HopMmanusupane Ha croitHoctute Ha AJIAT. Cren npoabiikaBaHe Ha
JICYCHUETO C JJAMHUBYIUH, CJI€ YepHOAPOOHATA TPAHCIUIAHTALUS € YCTAHOBEHO HaMaJlsiBaHe
penH(exTHpaHeTo Ha npucaakara ¢ HBV, mosumasane Ha nzue3saneto Ha HBSAQ u HuBO Ha
npexuBsieMocT oT 76 % m0 100 % B pamkute Ha 1 roguHa.

KakTo e npeaBikIaHO BbB BPb3Ka C €IHOBPEMEHHATa MIMYHOCYITPECHSI, 4ECTOTAaTa Ha [OsIBa Ha
YMDD mytanten HBV ciieq 52 ceamunu e Oua mo-pucoka (36 % — 64 %) npu nonymarusra ¢
qepHO}lp06Ha TpaHCIUIaHTalus, B CPaBHEHUE C UMYHOKOMIICTCHTHUTEC IMAIIUCHTU C XPOHUYCH

xenatut B (14 % - 32 %).

B otBopeHoTo pamo Ha npoyusaneTo NUC20904 ca Bxitouenu 40 naruentu (HBeAg HeratuBHU niin
HBeA(Q mo3uTuBHM) C JIEKOMIIEHCUPAaHO YEPHOAPOOHO 3a00siBaHe Wi ¢ pekypeHteH HBV crnen
yepHOApoOHa TpaHcmantaus 1 Y MDD myranren HBV. Ilpubassuero na anedoBrp JUMUBOKCHI
10 mg BeaHBK AHEBHO KbM IIPOBEXKIaHaTa Tepanus ¢ jamuByaud 100 mg 3a 52 ceaMuiiy, € J0BeJIO
o Hamasenne Ha HBV JTHK ¢ meauana 4,6 10910 xorms/ml. Cien eHa roanHa jJeueHHe €
HaOIroaBaHo ¥ MoJoOpeHne Ha yepHoapoOHata pyHkus. Ta3u cTeneH Ha BUpYCHa CyTIpecus ce
noaabpika (mpocnenssanio npoy4ysane NUC20917) ¢ komOuHMpaHa Teparusi o BpeMe Ha BTopara
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rojuHa ot JieueHueto Ha 104-Ta ceaMHMIIa U TIOBEYETO MALMEHTH Ca C MOJA00pEHN MapKepH 3a
4epHOpoOHa QYHKIIHS U MIPOIBIDKABAT JIa TIOTyYaBaT KIIMHUYHA TI0J134.

Onum npu nayuenmu ¢ Xxponuuer xenamum B u nanpeonana ¢pubposa unu yuposza

[pu nane6o KOHTPOIUPAHO MPOYYBAHE MPH 651 MAIMEHTH ¢ KIMHAYHO KOMIICHCUPaH XPOHUYCH
XemaTuT B ¥ XHUCTONOrnyHO MOTBEpAcHa (hUOpO3a Wi UPO3a, JICUCHUETO C TAMUBYIUH (CpeTHa
NPOIBDKUTEIHOCT 32 Mecella) HaMassiBa 3HAYUTEITHO CTENEHTA Ha [sUI0OCTHA POrpecus Ha
3abomsaBaneto (34/436, 7,8 % 3a namuByauH cripsimo 38/215, 17,7 % 3a mumanie6o, p=0,001). ToBa e
OIIpeIENIEHO TI0 3HAYUTETHOTO HaMaIsIBaHe Ha Opost MalueHTH ¢ mosuireH uuaekc mo Child-Pugh
(15/436, 3,4 % crpsimo 19/215, 8,8 %, p=0,023) uiau ¢ pa3BUTHE Ha XEMATOIETYIaPSH KAPIHHOM
(17/436, 3,9 % copsimo 16/215, 7,4 %, p=0,047). Ctenenra Ha IUIOCTHA IPOTPECHsi Ha 3a00JITBAHETO
B TpyIaTa Ha JaMUBYIUH € Omiia o-BUCOKa Ipw Jumara ¢ peructpupyeM Y MDD mytanten HBV
(23/209, 11 %), B cpaBHeHue ¢ Te3u O6e3 peructpupyem Y MDD myranten HBV (11/221, 5 %).
Brnpeku ToBa, nporpecusra Ha 3aboisBaneTo npu aunara ¢ YMDD BapuanTHa hopmMa B Tpymarta Ha
JAMUBYJIUH € Omia mo-HICKa OT MporpecusiTa B miamnedo rpynara (ceotBetHo 23/209, 11 % crnpsimo
38/214, 18 %). ITo Bpeme Ha mpoyuBaHeTo MOTBbpaAcHa HBeAQ cepokonBepcust ¢ HabIr0[aBaHa pu
47 % (118/252) ot manuenTute Ha iedeHue ¢ tamuyauH, a HBV JIHK ce e neratuupana mpu 93 %
(320/345) ot npuemanture mamuByaud (VERSANT [Bepcus 1], rect bTHK, LLOD < 0,7 MEg/ml).

Onum npu deya u oHOWU

JlaMUBYTMH € TIPUJIOXKEH HA JICIa U FOHOIIM ¢ KOMIICHCHPaH XpOHWYEH XenaTut B B miare6o
KOHTPOJIMPAHO poyYBaHe Mpu 286 manueHTH Ha Bh3pacT oT 2 1o 17 roguan. Tazu momymanus e Ovna
CBhCTaBEeHa IIPEJUMHO OT Jela ¢ JekocreneHeH xenatut B. Ilpu nena ot 2 1o 11 ronunu e npunarana
no3a ot 3 mg/kg BeaH®K AHEBHO (10 MaKCHMaTHa aHEBHA f103a 100 MQ), a Ipyu FOHOIIX Ha U Hag 12
TOJIMHY € mpuiarana no3a ot 100 mg Bexabx qHeBHO. HeoOxoanMo e Ta3u mo3a 1a 0bae
TOTTBTHUTEITHO TIOTBpBAeHa. PazmukaTa B HuBata Ha HBeAg cepokonBepcus (n3ue3Bane Ha HBeAg u
HBV JIHK, c otkpuBane Ha HBeAb) mexxny mare6o 1 1JaMUBYIMH HE € CTATHCTHYCCKU 3HAYUMA MIPU
Tasu momynaius (ciex 1 roanHa ca yCTaHOBEHH HHUBA ChOTBETHO 13 % (12/95) cpery 22 % (42/191);
p=0,057). Yectotara Ha YMDD wmytanten HBV e 6ua cxoina ¢ Habr01aBaHaTa pyu Bb3pacTHH,
Kato e Bapupana ot 19 % na ceamura 52 no 45 % npu nanueHTy, JICKYBaH! MPOABIDKUTEIHO 3a 24
Mecela.

5.2 ®apmakokuHeTHYHH CBOHCTBa

AOGcopbuus

JlamuBymuH ce abcopOupa 1oOpe OT CTOMAIIHO-YPEBHHS TPAKT U CIIE IIEpOpaIeH MTPUEM TPH
BB3PaCTHA HOPMAITHO JTOCTUTa OMoHATMYHOCT MexKy 80 u 85 %. CpenHoTO BpeMe (tmax) 38 JOCTUraHE
Ha MakcuMaiiHa cepyMHa KoHIeHTpaus (Cmax) € okoio 1 yac ciiex npuemane npes ycrara. [Ipu
IPUEM B TEpalleBTUYHU 1034, T.€. 100 mg BeaHBK AHEBHO, Cmax € okoio 1,1 - 1,5 ng/ml, karo Haii-
HHUCKUTE u3Mepenu croitnoctu ca 0,015-0,020 pg/ml.

EnHOBpeMEHHUSAT PUEM Ha JIAMHUBYAMH C XpaHa BOJHU /0 3a0aBsHE HA tmax M TO-HUCKW CTOWHOCTH Ha
Crmax (moHmxaBasne ¢ 10 47 %). Bernpeku ToBa, a0COpOMPaHOTO KOJTMUSCTBO JAMHUBYIMH HE CE
npoMmeHs (naHHuTe ca B3etu npu usMepBane Ha AUC). [1o Ta3u nprunHa JJaMUBYJIMH MOXeE Ja Ce
npreMa ChC Wik 0e3 XpaHa.

Pasnpenenenue

[IpoBenenu ca npoyyYBaHus NPU HHTPABEHO3HO MPUIOKEHUE HA TAMHUBYIUH, TTPU KOUTO €
YCTaHOBEHO, Y€ CpeTHUSIT 00eM Ha pasnpejenenue e okoo 1,3 /kg. [lpu cepyMHM KOHIIEHTpAIIWY,
Ha/IBUIIABAIIN TEPaNeBTUYHHUTE, rpaduuHo hapMaKOKHMHETHKATa Ha JTJaMUBYIUH NPEACTaBIIsABA IpaBa
THUS. Y CTaHOBSIBA ce ¢1a00 CBbP3BaHE C MIa3MEHUTE MPOTeHHU (I0yMuH). OrpaHHYeHN TaHHH
MIOKAa3BaT, 4e JJAMUBYAMH HaBIIM3a B [IEHTPAJHATa HEPBHA CUCTEMa U JJOCTUTA IIepeOpo-CIIMHAIHATA
teuHocT (CSF). CpenHOTO CHOTHOIIEHHE KOHLIEHTPALKS B IMKBOP KbM CEpyMHa KOHIIEHTPALHS, OT 2
10 4 yaca cnell iepopajieH npuem, e npudnusutento 0,12.
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BuorpanchopMarusg

JlamMuBYTMH ce eKCKpeTHpa HEMPOMEHEH NPeANMHO upe3 Onoperute. ChillecTByBa Maka
BB3MOXKHOCT 32 META0OJIMTHU B3aUMOJICHCTBHYSI C JIAMUBYIMH, TIOpaau akTa, ue JIEKapCTBOTO Ce
CBBp3Ba clabo ¢ MIa3MEHHUTE MPOTEHHU M CaMO MaJlka 4acT OT mpuetara jno3a (5-10 %) namuByauH ce
MeTaboIr3upa B YepHUS IPO0.

EnumMunupane

CpeaHaTa CTOMHOCT Ha CHCTEMHHUS KIMPBHC Ha JaMuBYIuH ¢ npuonusutento 0,3 1/h/kg.
EnuMunanuoHHusT nmorykuBoT € ot 18 10 19 vaca. JlamuByquH ce eKCKpeTHpa MPEeIUMHO Mpe3
O0p0pennTe HETPOMEHEH, Upe3 IIIoMepyIIHa GUITPANrs U aKTUBHA CeKpeIus (OpraHnyHa KaTHOHHA
TpaHcnoptHa cucteMa). Oxoso 70 % oT mpueTust TaMUBYIMH Ce eKCKpeTHpa mpe3 Ob0penure.

CrenpaiHy rpyny HalUeHTH

B nmpoyuBanus npu nanueHT ¢ 0b0peyHO YBpekAaHe € YCTAaHOBEHO, Ye SIIMMHUHUAPAHETO Ha
JAMUBYIUH € 3a0aBeHO MpH HapyIlieHa On0pedna ¢yHkmsa. Heobxoammo e HamansiBaHe Ha j03aTa
TP KpEaTHHUHOB KIMPBHC 1o 50 ml/min (Bxk. Touka 4.2).

®dapMakOKMHETHKATa Ha JJAMHUBY/IMH HE CE IPOMEHS B pe3yJITaT Ha YePHOAPOOHO yBpEXIaHE.
ChIecTBYBaT OrpaHUYEHH JIaHHU 32 (hapMaKOKMHETHKATa Ha JIAMHUBYIMH IPH MAIUCHTH, TI0UI0KSHN
Ha YepHOpoOHa TpaHCIaHTalus. Te oKa3Bart, 4ye HapyIIeHHETO Ha YepHOoApoOHaTa QyHKIHS He
IIOBJIMABA 3HAYUTCIIHO (l)apMaKOKI/IHeTI/IKaTa Ha JJaMUBYJIHH, OCBCH B ClIy4daH, KOrato €€ CbIIbTCTBA OT
HapymieHa 6p0peyHa QyHKIuS.

[Tpu manmenTy B cTapyecka Bb3pacT (hapMakOKUHETHUHUST MPOQHI Ha IAMUBYAHH Mpearnoara, 4e
HOPMAaJIHOTO CTapeeHe ChC CHITBTCTRAIL Claj Ha ObOpedHaTa pyHKIHS HIMa KIMHAYHO 3HAYUM €(eKT
BBPXY CHCTEMHATa €KCIO3UIINS HA JJAMUBY/IMH, OCBEH IIPH MAIMEHTH ¢ KPEaTHHHHOB KIUPHHC
no-HUCkK oT 50 ml/min (Bx. Touka 4.2).

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

B mpoBenenu npoydBaHus Ipy )KMBOTHH € TIPUEM Ha BUCOKH J03U JJAMUBYAMH, HE C€ YCTaHOBSIBA
OpraHHa TOKCHUYHOCT. [Ipu Haif-BUCOKHTE JO30BU HUBA CE€ MOBIUABAT C1a00 MOKA3aTEUTE Ha
O0bOpeuHaTa u yepHOAPOOHaTa (BYHKIHUS, KaTO B PEAKU ClIyyaH C€ YCTaHOBSBA HAMAJIEHUE HA TErJIOTO
Ha yepHUs qpo0. HamansBaneto Ha Oposi HA epUTPOLTUTUTE U HEYTpodUiIHTe ca epeKkTUuTe, 3a KOUTO €
Hall-BepOSITHO J1a ca OT KJIIMHUYHO 3HaueHue. [1o BpeMe Ha KIMHUYHUTE MPOYYBAHUSA TE3U CHOUTHS HE
ca HabJ0AaBaH! YeCTo.

JlamMuByIMH HAMa MyTareHeH e()eKT Ipu OaKTepHATHUTE TECTOBE, HO KAKTO MHOT'O HYKJICO3HTHU
aHaJI03H, € MMOKAa3aJl MyTareHHa aKTUBHOCT TPH [IMTOT€HETHYHKUTE TECTOBE iN VItro u mpu Tecta ¢
M Jumpom. JIaMUBYIMH He € OWJI TeHOTOKCHYEH iN VIVO B 103, BOJCIIH JI0 TUIa3MEHH
KOHIIEHTpaIuu okojo 60 - 70 IbTH MO-BUCOKU OT KIIMHUYHO OYaKBAHWUTE IJIa3MEHU HUBA. 1Bl KaTO
MyTareHHaTa akTHBHOCT Ha JJAMHUBY/IUH iN VItro He ¢ Ouiia MoTBbpEHA IPU OMUTH IN VIVO, CTUTHAJIO
ce € JI0 3aKIIF0UYEHUETO, Ye TAMUBYIUH He OU TpsiOBaJo Ja MpeCTaBIsIBa PUCK OT T€HOTOKCUYHOCT
MIpY TALIMEHTH, KOUTO CE JIEKYBaT C HETO.

[Ipu npoyuBaHus BEPXy peNpoOAyKTUBHOCTTA IIPH KUBOTHU € YCTAHOBEHO, Y€ HAMA JJaHHHU 32
TEpaTOreHHOCT Ha JIAMHUBY/IHH, KAKTO ¥ 32 €(PEKTH BEPXY MBIKKHUS WITH HKEHCKUST (PePTHIUTET.
JlamuBYyIMH TTpeIM3BUKBA MOBUIIIABAHE HA YECTOTATa HA CIIy4anTe Ha paHHA eMOpPHOHAIHA CMBPT PU
npuiarane Ha OpeMeHHH 3alii [IPY HUBA Ha €KCIO3MLMUS, MOJOOHH Ha IMOCTUraHaTuTe mpu xopa. He
ca yCTaHOBEHH 1OI00HM JaHHU MIPH TUTBXOBE JOPH MPU MHOTO BUCOKH CHCTEMHH €KCIIO3ULHH.

Pe3ynTaT1/1Te OT MPOYYBaHUsA 3a KAHICPOTCHHOCT P MHUIIKU U INTBXOBEC 3a ABJIBI IEPUOA OT BPEME
HC Ca NOKa3aJI KaHLICPOIrCHCH MOTCHIIUAI 3a JIAMUBYIWH.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Snpo Ha Tabnerkara
MukpokpucTanHa Leiryio3a
Harpues HunecTeH riaukosar
MarunesueB cTeapat

DUIMOBO MOKPUTHUE HA TADJICTKATA
Xumnpomenosa

TuraHoB THOKCUL

Makporoa 400

ITomucopbat 80

CHHTETHYEH JXBIT U YePBEH JKEIEe3EH OKCHU]T

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roguHu

6.4 CrhenuajaHu yCJIOBHS HA ChbXpPaHeHUe

a ue ce crxpansBa Hax 30°C.

6.5 Buawu cpabpxkaHue Ha OMAKOBKATA

Bnucrepu oT 1BOIHO (HOTUO C MOKPUTHE OT MOJMBUHIIXJIOPHUL.
OmnaxoBku 110 28 nnu 1o 84 punMupanu TabJIeTKH.

He BcHuKM BUIOBE OMAKOBKH MOT'aT Jia ObJIaT MyCHATH Ha masapa.
6.6 CnenmaJHu mpeana3Hu MEPKH NMPH U3XBHPJIsIHE
HensnonsBanusT neKkapcTBEH NPOLYKT WIK OTHaIbUYHUTE MaTEPUaAII OT HETro TpsioBa J1a ce U3XBBPIIST
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMS.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
GlaxoSmithKline Trading Services Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Upnannus

D24 YK11

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/114/001
EU/1/99/114/002
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9. JATA HA ITbPBO PASPEIIABAHE/ITIOTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha ppBO paspemaBane: 29 roau 1999 r.
Jlata Ha nocneaHo noaHoBsBaHe: 23 roHu 2014 T.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

ITonpo6Ha mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus o jiekapcTaaTa http://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHUA TPOAYKT

Zeffix 5 mg/ml nepopasnen pa3rBop

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ml nepopasier pastop chabpka 5 mg samusyaus (lamivudine)

IToMo11HHM BelecTBa ¢ U3BECTHO AEUCTBUE

Besika no3a ot 20 ml ceappika:

- 4 g 3axapoza

- 30 mg metun napaxuapokcubensoar (E218)

- 3,6 mg npormmn napaxuapokcudenzoar (E216)
400 mg npommnenrnukon (E1520)
- 58,8 mg narpwmii

3a IBIHUA CIIUCHK HA ITOMOIIHUTE BEI[ECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ilepopanen pa3TBop

[Ipo3paden, 6e3uBeTeH 10 OJIEIOXKBIT HA MBSIT.

4. KIMHNYHHU JAHHHA

4.1 TepaneBTHYHU MOKA3AHUS

Zeffix e mokasan 3a 1eyenue Ha XPOHHUYCH XCTIAaTUT B IIpU Bb3pAaCTHU MMAIUCHTHU C:

" KOMITCHCHPAHO YepHOIPOOHO 3a00IIsIBaHe C JaHHH 33 aKTHBHA BUPYCHA PETLIMKAIHS,
MOCTOSIHHO TIOBHIIICHH HUBA Ha aJlaHWH amMmuHOTpaHchepasa (AJIAT) B cepyMa U XHUCTOJIOTHYHH
JTAaHHM 332 aKTUBHO BB3MaJICHUE HA YePHOAPOOHHUS NapeHXxuM u/unu Guopo3a. 3anoypaHe Ha
Teparus ¢ JJaMUBYIWH TPsAOBa 1a ce 00CHKIa CaMo B CITyYauTe, IPH KOMUTO HIMA MJIH HE €
MOX OISO U3IOJI3BAHETO HA AITEPHATHBHO AHTHBUPYCHO CPEICTBO C MO-BUCOKA FCHETHYHA

Oapuepa KbM PE3UCTEHTHOCT (BXK. Touka 5.1).

- ACKOMIICHCHUPAHO qepHoz[po6Ho 3a00JIIBaHE B KOM6HHaLII/I$I C BTOpPO CPpEACTBO 0e3 KpbCTOCaHa

PE3UCTEHTHOCT KbM JaMUBYIUH (BX. TOUKa 4.2).

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

Jleuenuero cwe Zeffix TpsOBa ia ce 3amoyBa OT Jiekap ¢ OIKT B TepanusaTa Ha XpOHUYEH XenatuT B.

gOBH[)OBKa

Bwvspacmuu
[penopbunrennara nosa na Zeffix e 100 mg BeqHbx AHEBHO.

[Ipu nanyeHTH ¢ IEKOMIIEHCHPaHO YepHOAPOOHO 3a00MsIBaHE JIAMUBY/IMH BUHATH TPIOBa Jia ce
U3I0J13Ba B KOMOMHAIIMSA C BTOPO CPEACTBO 0€3 KPBbCTOCAHA PE3UCTEHTHOCT KbM JIaMUBY/IHH, 3a J1a CE
HaMaJi PUCKa OT PE3UCTEHTHOCT U JIa C€ IIOCTUIHE Obp3a BUPYCHA CYIPECHS.

18



IIpoowcumennocm Ha mepanuama
OnTuManHaTa MpOIbDKUTETHOCT Ha JICUEHHETO HE € YCTAaHOBEHA.

. IIpn manmenTn ¢ HBeAg mo3uTtnBeH XpoHu4eH xenaTut B 6e3 mupo3sa, JeueHneTo TpsoBa a
MPOABIDKM Hali-Maiko 6-12 Mecena cien noTeepkaaBane Ha HBeAg cepokonBepcust
(n3uesBane Ha HBeAg n Ha /IHK Ha Bupyca Ha xenmaTut B ¢ mosiBa Ha aHTHTENA CpemTy
HBeAg), 3a na ce Hamanu prucka OT BUPYCOJIOTHYEH PEIUINB, WK IO TOCTUTaHE Ha
CEpOKOHBEPCHS Ha TIOBBPXHOCTHHS aHTUTEH Ha Bupyca Ha xernatut B (HBsAg), unu 1o 3aryba
Ha eukacHOCT (BX. Touka 4.4). HuBata na cepymante AJIAT u IHK nHa Bupyca Ha xematut B
(HBV IOHK) TpsioBa ma 6baat mpoCiieIsiBaHu MEPUOAMIHO CIIC/T IPEYCTAaHOBSIBAHE HA
JICYCHHUETO, 32 J]a C€ OTKPHE KaKbBTO U /1a € KbCEH BUPYCOJIOTUYEH PEIU/IMB.

. IIpn manmenTn ¢ HBeAQ HeratrBeH XpOHUYEH XemaTtuT B (mIpe-kop MyTaHTHH) 0e3 IHpo3a,
JIeYeHUETO TPsIOBa Aa ce Mpuiiara Hail-paHo 1O MOCTHI'aHE Ha CEPOKOHBEPCHSI Ha
MOBBPXHOCTHHS aHTUTEH Ha Bupyca Ha xematuT B (HBsAg) win 1o mokasane Ha 3ary0a Ha
edpukacHoct. [Ipu mpoabKUTENHA TEpalus ce MPenopbyBa 1a Ce MPaBU pPeIOBHA PEOLIEHKA 3a
MOTBBbPKIaBaHe, ue H30paHOTO JeUeHHE NPOIbKaBa Ja ObJIe MOIXOAALIO 32 MAHEeHTA.

o [Tpu manmenTy ¢ AeKOMICHCUPAHO Y€PHOIPOOHO 3a00sIBaHe UM LUPO3a U TIPU
TpPaHCIIAHTHPAH YepeH Ipo0 HE ce MPEenopbyuBa CIUpaHe Ha JISYCHHETO (BXK. Touka 5.1).

[Tpu ciupane Ha TepanusaTa ¢ JaMUBYAMH TPsIOBa 1a ce U3BBPIIBA IEPUOAMYHO MPOCIIEsIBAHE HA
NalMEHTHUTE 3a [IPOSIBU HA PEKYPEHTEH XeNaTHT (BX. Touka 4.4).

Knunuuna pezucmenmuocm

[Tpu nanmentn ¢ HBeAg nozutusen wiu HBeAg HeraTuBeH XpoHHUYEH XenaTUT B, pazsutneTo Ha
YMDD (tupo3uH-MeTHOHUH-acmapTar-acnaprar) myrantaun HBV moxe 1a moBeie 10 HamalieH
TepaneBTHYCH OTTOBOP KbM JIAMHUBYAMH, KOWTO ce POSIBSIBA Upe3 MoKauBaHe Ha HUBaTa Ha HBV
JHK u AJIAT crpsiMo Te3u npeau JeueHHeTo. 3a Jia ceé HaMaJld PUCKBT OT PE3UCTEHTHOCT MPU
NalMeHTHTE, OIy4YaBalld MOHOTEPANHs C JIAMUBYANH, TPsIOBa 1a ce OOMHCIN NPEMUHABAHE KbM HJIH
no0aBsiHE Ha aITEPHATUBHO CPEACTBO, O€3 KPhCTOCAHA PE3UCTEHTHOCT KbM JIAMUBYANH, Bb3 OCHOBA
Ha TepaneBTHYHHUTE MPEnopbky, ako cepymHara HBV JIHK ocraBa oTkpuBaema Ha uiu cief] 24-Ta
ceIMHUIIa OT JiedeHneTo (Bxk. Touka 5.1).

CrernmanHu MoIyJIalnn

bvopeuno yepesicoane

Cepymuunte konnenTpauuu (AUC) Ha 1aMUBYIMH ce MOBULIABAT IPH MALMEHTH C YMEPEHO 10 TEXKO
O6BOpeyHO yBpeXkIaHe Iopaiu HamMajsiBaHe Ha ObOpeuHns kaupbHC. Jlo3ata TpsaOBa 1a ce pexyiupa
IpH TALMEHTH ¢ KpeaTuHUHOB KimpbHC < 50 ml/min. B ciyyaunTe, korato ca HEOOXOJUMH 03U MO
100 mg, TpsiOBa na ce npunara Zeffix nepopainen pasreop (Bxk. Tadbmuna 1 mo-momy).

Tabmuua 1: fo3upoBka Ha Zeffix npu manuenT ¢ HamaneH Ob0peyeH KIUPBHC.

KpeaTnHHHOB KJAUPBHC Hauvanna no3za Zeffix Monabp:kama xo3a
ml/min nepopaJjieH pa3TBop Be/IHbK JTHEBHO
30 mo < 50 20 ml (100 mg) 10 ml (50 mQ)
1510 <30 20 ml (100 mg) 5 ml (25 mg)
S5mo<15 7 ml (35 mg) 3 ml (15 mg)
<5 7 ml (35 mg) 2 ml (10 mg)

Hanuunanre JaHHU ITPpU MaUCHTHU Ha MICPUOJUIHA XEMOAHAJIN3a (S 4 yaca JAuajin3a 2-3 nbTH
CCJIMI/I‘-IHO) IMoKa3Bat, 4€ CJIC] HaMaJIAIBaHC Ha Ha4YaJIHaTa 103a JTJaMUBYJIHH, B 3aBUCUMOCT OT
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KIIMPBbHCA HAa KPpECAaTHHHWHA, HC € HCO6XOI[PIMa IMOo-HaTaThIOHA IIPOMAHA B A03aTa, JOKATO MAITUCHTUTE
ca Ha Juajii3a.

Koungexyus ¢ HIV

3a nedeHneTo Ha MaueHTH, KOUTo ca konHpektupanu ¢ HIV u momydaBar wim nmanupar aa
HOJTyYaBaT KOMOMHHPAHO aHTHPETPOBHUPYCHO JICYEHHE, ChIbPIKAII0 JIAMUBYIIMH, TPSIOBa /1a ce
M3M0J13Ba 103aTa JaMUBYAMH, peanucana 3a HIV undekuusra (oduknoseno 150 mg na mbTH
JTHEBHO B KOMOHMHAIMS C APYTH aHTHPETPOBUPYCHH CPE/ICTBA).

Yeproopobro yspedcoane

JlaHHU OT MPOYYBAHHUS TIPH MAI[MEHTH C YEPHOAPOOHO YBPEIKaHE, BKIIOYUTEIHO TAKMBA C KpacH
CTaauii Ha 4epHOAPOOHO 3a00JIsIBaHe, TOICKAIIN HA TPAHCIUIAHTAIHS, COYAT, Ye
(apMaKOKMHETHYHHUTE CBOMCTBA HA JIAMUBY/IMH HE CE MPOMEHSAT 3HAYUTEIHO MPH HapyIIeHa
yepHopoOHa GyHkuus. OT TOBa Clie/iBa, 4e HEe € He0O0X0AMMa IPOMSIHA B J103aTa IPH YEPHOPOOHO
YBPEKIaHe, OCBEH MMPH HAJUYNE HA CHITBTCTBANIO ObOPEUHO YBPEKIAHE.

Cmapuecka év3pacm

[1pu nanyeHT B cTapyuecka Bb3pacT, HOPMAIHOTO CTapeeHe ChC ChIIBTCTRALI Clia) Ha ObOpeuHaTa
(GyHKIUS HIMA KIMHAYHO 3HAYMM e(DeKT BbPXY SKCIIO3UIIUSITA HA JIAMUBYANUH, OCBEH NPH MAI[HEHTH C
KpeaTHHHHOB KiupbHC < 50 ml/min.

THeouampuuna nonynayus

be3omnachoctTa u ehukacHoctTa Ha ZeffiX mpu kppmauera, Jena v IOHOIIM Ha Bb3pacT oA 18 rogunu
He ca ycTaHOBeHH. HannyHuTe MOHACTOSIIEM TaHHU ca ONKCaHU B TOUKH 4.4 1 5.1, HO IpenopbKy 3a
J03MPOBKATa HE MOTraT J1a ObJaT Ja/lCHH.

Hauwnn »Ha npuioxeHue

IlepopanHo npuiIoKEHHE.
Zeffix moxe /1a ce mprema chC Win 0e3 XpaHa.

4.3 IIpoTuBOmOKAa3aHUS

CBpPBXYYBCTBUTEITHOCT KbM aKTHBHOTO BEIIIECTBO UM HAKOE OT IIOMOIIHUTE BEIIECTBA, U30POCHH B
Touka 6.1.

4.4 CrnenuaaHu npeaynpexIeHus U NpeanasHu MepKH NMPH ynoTpeda

Ex3anepOamn Ha XenaTuT

Exzayepbayuu no gpeme na neuenue

CrioHTaHHUTE eK3arepOaliy Mpu XpOHHYHUS XeNaTUT B ca OTHOCHUTEITHO YECTH U C€ XapaKTepu3upaT
C TIPeXOJIHO TIoBHIIaBaHe Ha cepymMHnTe HIBAa Ha AJIAT. Crieq; 3anouBaHe Ha aHTUBUPYCHA Tepamus
MIPH HAKOU TAIMEHTH cepyMHuTe HUBa Ha AJIAT Morart /1a ce MOBHUIIIAT C MOHM)KaBaHE HA CEPYMHUTE
nuBa Ha HBV JIHK. TIpu marnueHTH ¢ KOMIIEHCHPAHO YePHOAPOOHO 3200 sIBaHE Te3H MOBUIIICHUS Ha
cepymuuTe HUBa Ha AJIAT kato 1ss0 He ca OWITH NPUIPYKEHH OT TOBUIIICHHE HA KOHIICHTPAI[MHTE
Ha CepyMHHUS OWJIMPYOHMH WIIM IPU3HAILIM Ha YEPHOAPOOHA JIEKOMIICHCAITHS.

[lo Bpeme Ha MPOXBILKUTEIHO JIEUCHUE € YyCTaHOBEHA NosiBaTa Ha cyOnomynanuu Ha HBV ¢ Hamanena
4qyBCTBUTENHOCT KbM JamuByAuH (Y MDD myTtanten HBV). [Ipu HsikoM mannueHTH pa3BUTHETO HA
takbB YMDD mytanten HBV moxe na moBeze 10 BioIIaBaHe Ha XENaTHTa, KOETO CE YCTaHOBSBA
'bPBOHAYAJIHO M0 MoBHIIeHUTE cepyMHH HIBa Ha AJIAT n moBropnata nosisa Ha HBV JIHK (Bx.
touka 4.2). [1pu naumentu ¢ YMDD myrtanren HBV TpsiOBa na ce oOMuCIN MpeMUHaBaHE KbM HIIH
no0aBsHE Ha aNTEPHATUBHO CPEJCTBO, 0€3 KPBCTOCAHA PE3UCTEHTHOCT KbM JIAMUBY/NH, Bb3 OCHOBA
Ha TepaneBTUYHUTE MPENOPHKH (BXK. Touka 5.1).
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Exsayepbayuu cneo npexvceane na neyeHuemo

Ocrtpa ek3arepOarys Ha XeraTuTa ¢ HaOrolaBaHa NPy MalUeHTH, KOUTO ca MPEKbCHAIN JICICHUETO
CH 3a XenaTut B, 1 0OMKHOBEHO € yCTaHOBEHA IO IMOBHUINIABAHETO HA cepyMHUTE HUBA Ha AJIAT n
noBTopHara nosisa Ha HBV JIHK. B xonTponupanu nsnursanus ¢asa 1l c npocnenssane 6e3
aKTUBHO JICUEHHe, YecToTara Ha nmosuinasade Ha AJIAT cien neuenre (moBeue OT 3 IbTH U3XOAHOTO
HHBO) ¢ OMJIa MIO-BUCOKA MPHU JICKYBAaHHUTE C JaMUBYAUH nanueHty (21 %), B cpaBHEHHUE C Te3H,
noayvaBaiu miane6o (8 %). Obaue MPONEHTHT MAI[MEHTH, IIPH KOUTO € HMAJIO TIOBUIIICHHUS CIIe/]
JIEYeHUETO, CBbP3aHH C IMOBUIIIEHUS Ha OMIMPYOMHA, € OMJI HUCHK M CXOJIeH B IBETE paMeHa Ha
nedenue (Bx. Tabmuma 3 B Touka 5.1). [Ipu manueHTure, JeKyBaHU C IAMUABY/IMH, TOBEYETO
noBumieHus Ha AJIAT cnen nedeHue ca ce mogaBmiId Mexay 8 u 12 ceaqmuna cien jgeuenuero. [pu
MOBEUYETO MAI[USHTH TO3H MPOIIEC CE € CAMOOTPaHUYaBall, HO ca HaOJI0aBaH! U (paTaTHU CIydau.
IIpu pexsCBaHe Ha JIeueHUETO Che Zeffix, manuenTure TpsOBa MEPUOANIHO J1a CE TIPOCIICasIBAT
KIIMHUYHO U Ype3 OIICHKA Ha CEPYMHUTE (PYHKIIMOHATHU YepHOAPOOHU nokazarenu (HuBa Ha AJIAT u
OMIMpPYyOUH) Hal-MaJIKO Ha MEPHOJ] OT YSTUPU MECEIIa, a CJIe] TOBA, KOTaTo € KIMHUYHO TTOKa3aHo.

Ex3ayepbayuu npu nayuenmu ¢ 0eKOMNeHCUpana yupo3a

[Tpu TpaHCIUTaHTHPAHH U MIAIIMEHTH ¢ IEKOMIIEHCHpaHa [IMP0o3a ChLUIECTBYBA OBUIIEH PUCK OT
aKTHBHA BUpycHa perumkanus. [lopaan cnnno HapymeHnaTta GyHKIHSA Ha YepHUS APOO IPH Te3H
NalMeHTH, PCaKTUBHPAHETO Ha XETIAaTHUTA CJIe]l CITUpaHe Ha JICYCHUETO C JAMUBYIMH WIX 3ary0ara Ha
e(UKacHOCT II0 BpeMe Ha JIEYEHUETO, MOXKE Ja JI0BEE A0 TEKKa U B HAKOU ciIydau (aTanHa
JCKOMIICHCAaLuA. HpI/I TE3U MMallUCHTHU TpSI6Ba Ja ce nmpocjieadaBaT KIMHUIHUTE, BUPYCOJIOTUYHUTC U
CEPOJIOTHYHUTE TTOKA3aTell, CBbP3aHu C XemaTtuT B, pyHkuusaTa Ha 4epHus apod u 0p0penure, u
AHTUBHPYCHHS OTTOBOP I10 BpeMe Ha JieueHue (Hali-MaJIko BeIHBK MECEUHO), KaTo IIPU MPEKbCBaHe
Ha JICYeHHETO MOPaIi HAKAaKBa IPUYMHA TOBA MPOCIIeIsIBaHe TPSOBaA Ja MPOIBIIKH 33 Hali-MaJko 6
Mecella cliel ToBa. 3aJbJDKUTEITHO TPsiOBa J1a ce IPOCIIEASBAT CIICIHUTE Ja00OPaTOPHH MOKA3aTeN
(xaTo MuHUMYM): cepymun HUBa Ha AJIAT, OnnnpyOuH, anOyMuH, KpHBEH YPEEH a30T, KPEaTUHUH U
BUpYycoNoTn4Hus cratyc: HBV aHTUTeH/aHTHUTSUIO U TIPH BE3MOKHOCT CEPYMHUTE KOHIIGHTPALIMH Ha
HBV JHK. ITauuentuTe ¢ mposiBU Ha 4YepHOAPOOHA HEJOCTATHYHOCT 110 BpeMe Ha WIIH CIIe]T
JIEYCHUETO TPSOBA ]a C€ MOHUTOPHPAT IT0-YECTO, B 3aBUCHMOCT OT CITydJasl.

Hsama JOCTAaThbYHO JAaHHU 34 ITOJI3UTE OT BB300HOBSBaHE HA T€panusATa ¢ JaMUBYAWH IIPU MalITUCHTH,
KOHUTO CJICO JICHEHHUETO Pa3BUAT CUMIITOMH Ha PEKYPECHTCH XCIIATHUT.

MUTOXOHAPUAIHA JTUCPYHKIINSA

B nipoyuBanus in Vitro u in Vivo e yCTaHOBEHO, Y€ HYKJICO3UIHUTE U HYKJICOTHHUTE aHATIO3H
NPUYUHSBAT PA3JIMYHO 0 CTENEH YBPEKAaHe Ha MUTOXOHIpuuTe. [Ipn KbpMaueTa, U3I0KeHH iN
utero u/miM NOCTHATATHO HAa HYKJICO3UHN aHAI03H1, UMa ChOOIEHHS 32 MUTOXOH/IpHAaJHA
nmuchyrakms. OCHOBHUTE ChOOIaBaHH HEXeNaHU CHOUTHS ca XeMaTOJIOTMYHHN HapyIIeHus (aHeMUs,
HEYTPOIICHUS ), METAOOIUTHU HapylieHus (xunepiumnazemus). Cro0maBany ca HIKOU HEBPOJIOTUIHU
HapyIICHUs ¢ KbCHO HaYaJlo (XUIEPTOHUS, I'bpY, aOHOpPMAaITHO NoBeieHue). HeBponornunure
HapyIIeHHUs MOTaT Ja ObJIaT BPEMEHHH WU MTOCTOSHHH. BCSIKO /1eTe, KoeTo € OMIo M3I10KeHO in utero
Ha JIEWCTBUETO HAa HYKJICO3UIHH WM HYKJICOTHIHN aHaJI03u TPsOBa a Ob/ie IpOCIeAsIBaHO KIIMHIYHO
1 1abopaTopHO U TpsiOBa a Ob/Ie ISUTOCTHO M3CIEeIBAHO 32 BE3MOXKHA MUTOXOHIPHAIHA AUCHYHKITHUS,
B CJIy4aif HA ChOTBETHH NIPU3HAIN WA CUMITTOMH.

IlenpaTpyyHy MallUEHTH

JlaMuBYyTMH € TIpUJIaraH mpH Aeua (Ha Bb3pacT 2 U MoBeYe FOAMHHN) U IOHOIIN C KOMIIEHCHPaH
XpoHHUeH xenaTut B. Brnpekn ToBa, Tl KATO HATMYHUTE JAHHH Ca OTPAaHUYEHH, ITOHACTOSIIEM
MPUJIOKEHUETO Ha JJAMUBYAMH MIPH Ta3H TOITyJIAIUs MTallMEeHTH HE Ce MpernopbhyBa (BXK. Touka 5.1).

Xenatut Jenta nnu xenatut C

EdukacHocTTa Ha TaMHUBYIMH MIPH NAMEHTH ¢ KonH(eknus ¢ xernatut D unn xenatut C He €
YCTaHOBEHA U C€ IIPENOpPbYBA [IOBUILICHO BHUMAHUE.
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HMyHOCYTIpECUBHO JICUECHHUE

Wma orpannveHu JaHHU 3a PUIIOKEHUE Ha JaMUBYAUH npy HBeAQ HeraTHBHM manueHTH (mpe-Kop
MYTaHTHH) U IIPH NAIUEHTH Ha €JHOBPEMEHHO JICUCHHE C UMYHOCYTIPECOPH, BKITFOUUTETHO
XUMHUOTEPAIIUs Ha pakoBH 3a0osaBanus. JlaMuByJuH TpsiOBa Aa ce mmpujara ¢ IOBUILIEHO BHUMAaHHE
IpY TE€3U NALUEHTH.

IIpocnensBane
ITo Bpeme Ha neueHneTo che Zeffix chcTOSHUETO HA MAIMEHTUTE TPSIOBa PEIOBHO Ja C€ MOHUTOPUDA.
Heobxomumo e cepymunte HuBa Ha AJIAT u HBV JIHK na ce uzcneaBar Ha 3-MeCeUHU HHTEPBAIIH, &

npu HBeAg no3utuBHYN narueHT croiHocTrTe Ha HBEAQ 11a ce m3mMepBaT Ha BCEKH 6 MeceTa.

Koundekius ¢ yosemku numynoaedumres supyce (HIV)

[Ipu nedeHneTo Ha MaMeHTH, KOMH(PEKTHPAHU ¢ YOBEIIKH nMyHoneduuTer Bupyc (HIV), kouto ce
JIeKyBaT WJIM CE MJIaHUpa J1a Ce JIeKyBaT C KOMOMHUpPaHa aHTUPETPOBUPYCHA CXeMa, ChIAbpIKalla
JTaMUBYAWH, TPSAOBA J1a ce W3IOJI3BA J103aTa Ha JJAMUBYAUH, TIPEIIICaHa 3a JeUeHHE Ha HHPEKINATA C
YOBEWIKHA UMyHOAe(hunnTeH Bupyc (00mKkHOBeHO 150 MY 1Ba MBTH JHEBHO B KOMOWHAIMS C APYTH
AHTUPETPOBUPYCHH CPENICTBA).

Hozara 100 mg nramuByauH, U3M0I3BaHa OOMKHOBEHO 3a JiedeHrne Ha HBV undexnus, He e
MOJIXOJIAIIIA 32 AIIMeHTH, KouTo OuBat 3apaszenu ¢ HIV wnu ca koundextupanu ¢ HBV u HIV. Axo
npenopbrYanara 3a Jieuenue Ha HBV no3a Ha mamMuByauH ObJie IpeNUcaHa Ha MAIIMEHT C HEOTKPUTA
wn HenekyBaHa HIV undekius, e BeposTHa Obp3a mosBa Ha pe3uctenTHocT Ha HIV u orpannaaBane
Ha Bh3MOXKHOCTHTE 32 JICUCHHE KaTO PE3yJTaT OT CyOTepaneBTUYHATA 1032 M HEMOAX O IAIIAaTa
ynorpeba Ha MOHOTepanus 3a JiedeHue Ha HIV undekiusita. Ha BcHuky nanyieHTy peau 3armovBaHe
Ha JICYCHHUETO ¢ JJaMuByauH 3a HBV u nepuoauuHo mo BpemMe Ha JIeUeHHETO TPsiOBa Ja ce mpeyiarat
KOHCYNTanuu 1 u3cneasanus 3a HIV.

IIpenaBane Ha xenatut B

Nma orpanndeHa nHpopmMalys 3a IpeaaBaHe Ha BUpyca Ha XenaTuT B oT Maiikara Ha muioza npu
OpeMeHHH KeHH T10 BpeMe Ha JieueHue ¢ JaMuByAuH. TpsaOBa Jia ce ciaenBaT CTaHAapTHUTE MPETOPHKU
3a IMyHM3all¥s HA HOBOPOAECHHTE CpeEIly XenaTut B Bupyca.

[TaninentuTe TpsiOBa a ObIAT YBEAOMSBAHH, Y€ HIMA JaHHU JICYCHUETO C JIAMUBYIUH Ja
MIpeIOTBpaTsIBa PUCKA OT MpeaaBaHe Ha xenaTuT B Bupyca Ha oxonnute. [lopaau Ta3u npuanHa

B3C€MAHCTO Ha MOAXOJAIIHN MMPEAITa3HU MCPKHU TpH6Ba Ja MPOABbJIKU.

B3EWIMOILCI71CTBPI$I C JAPYI'H JICKAPCTBCHHU NIPOAYKTH

Zeffix He TpsiOBa na Oblie MpUEMaH ¢ APYTH JIEKapCTBEHU NPOAYKTH, ChABPKAIHY JJAMHUBYAUH HIIH
JIEKapCTBEHU MPOJYKTH, ChIIbPKAIIA eMTPUIUTAONH (BK. TOuKa 4.5).

He ce mpenopbuBa KOMOMHUpAHE Ha JIAMHUBYTHH C KIaapuOuH (BK. Touka 4.5).

TloMoIIHH BeniecTsa

3axaposa

IManueHTy ¢ peiku HACAeICTBEHH MPOOJIEeMU HA HEITOHOCUMOCT KbM (DPYKTO3a, TIIFOK030-TaIaKTO3HA
MaytabcopOIIUs MITH 3axapa3o-u3oManTtaseH JeHIUT He TPsAOBA 1a MPUEMAT TOBA JICKapCTBO.
[MarreHTHTEe CHC 3axapeH quabeT TpsaOBa qa ObaaT NpeAypPECHH, Ye BCsIKa /103a epopaliecH pa3TBop
(100 mg = 20 ml) ceabpika 4 g 3axaposa.
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Iponun napaxudpokxcubenzoam u memun napaxuopoxcubeH3oam
[epopanHUAT pa3TBOpP ChIBbPKa MPOIWI- K METHJI Napaxuapokcubensoar. Te3n BemecTBa Moxe aa
MPUYHHAT aJICPTUIHU peakiiuu (BEpOSTHO OT 3a0aBEH THIT).

Hampuui
To3u jekapcTBeH MPOAYKT Chabpxka 58,8 mg narpuii Ha 20 ml, kouto ca ekBuBaneHTHH Ha 2,9 % oT
MPENOPBUYNTEHUS MaKCUMAJICH JTHEBEH MPHEM OT 2 § HaTpHii 3a Bh3pacTeH.

45 B3auMmoaeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
[IpoyuBanus 3a B3auMOJACUCTBUITA UMA CaAMO IIPU Bb3PACTHU.

BeposTHOCTTa 32 METAOOJUTHHU B3aMMOICHCTBUS € MAJIKa, TIOPa OTPAHHUUCHHS METa00IHN3bM,
€1aboTO CBBP3BaHE C MIa3MEHUTE IPOTEHHH U TOYTH ITbJIHATA OBOPeUHA EKCKPEINs Ha
HETMPOMEHEHOTO JICKapCTBO.

JlaMuBYTMH ce eNMMMUHUPA OCHOBHO Ype3 aKTHBHA OpraHuYHa KaTHOHHA cekpeuusi. TpsOBa na ce nMa
IIpeBA] B3MOXKHOCTTA 3a JIEKaPCTBEHU B3aUMOJICHCTBHS C EAHOBPEMEHHO NTPUEMAaHU IPYTH
JIEKapCTBEHHU NMPOIYKTH, KOUTO C€ TMMHUHUPAT OCHOBHO Ype3 aKTHBHA OBOpeuHa CeKpeLus ¢
y4acTHETO Ha OpraHMyYHaTa CUCTEMa Ha KaTHOHEH TPaHCIIOPT, HATp. TpUMeTonpuM. [pyru nekapcTa
(Hamp. paHUTHAMH, IUMETHANH) C€ STMMUHUPAT C YACTHYHO YYacTHE Ha TO3H MEXaHU3bM U HE
MOBJINSIBAT €KCKPELMATA Ha TAMUBY IUH.

He ce ouyakBaT KIMHUYHO 3HAYNMH B3aI/IMO,Z[€I>'ICTBI/I$1 Ha JJaMUBYAHWH C JICKApCTBAa, KOUTO C€
€JIMMHUHHPAT C YYACTHETO Ha OPraHMYHATa CHCTEMa Ha AaHMOHEH TPAHCIIOPT WM Ype3 IIIOMepYiIHa
¢bunrparust. EqHOBpeMEHHHUSAT TIpHEM ¢ TpuMeTonpum/cyidamerokcason 160 mg/800 mg nosuimasa
EKCITO3UIUATA Ha JIaMUBYIuH ¢ 40 %. ®apMakoKMHETHKAaTa Ha TPUMETOIPUM H CyJihaMeToKCa30i1 He
CC MMPOMCHJ OT IIPHUECM Ha JIaMUBYIHH. Hee HCO6XOI[I/IM3 IMpoMsAHa B 103aTa HA JIAaMUBYJUH IIPpU
3ama3eHa Op0peyHa QpyHKIuS.

IIpu enHOBpEMEHEH ITPUEM C JTAMUBYAMH € HaOJI01aBaHo c1a0o0 MOBHIIABaHE HA CTOMHOCTUTE Ha
MaKcHUMasHaTa cepyMHa KoHieHTpanust Cmax Ha 3u10By1uH (28 %). Bbhrnpeku ToBa, cTeneHTa Ha
msutoctHa exkcriosuuus (AUC) He ce mpoMeHsl 3HaYUTeIHO. 3UAOBYIUH HE BIIUSIE BBPXY
(apMaKOKHHETHKATa Ha JIAMUBYAUH (BXK. TOUKa 5.2).

He ce ycranosiBaT (hapMaKOKHHETHYHH B3aMMOICUCTBHUS MTPU €JHOBPEMEHEH IPHEM Ha JaAMUBYIUH U
anda untepdepon. He ca HaOr01aBaHN KJIMHUYHO 3HAYMMU HEXKEJIAaHW B3aMMOJCUCTBUS TIPU
MAaIMeHTH, IPUEMaJTi €THOBPEMEHHO JIAMUBYIUH C O0OMYaHO TIPIWIaraHUTe UMYHOCYIIpEcopH (Hatp.
mukiociopud A). He ca nmpoBexanu oGHIHATHA POYIBAHHS 3a JICKAPCTBECHN B3aUMOICHCTBHSI.

EmTpururabun

IMopaau cxoxactio, Zeffix He TpsOBa 1a ce mpuara eTHOBPEMEHHO C JAPYTH HUTHANHOBH aHAJIO3H,
karo emrpunutabun. Oceen ToBa, Zeffix He TpsOBa 1a ce nmprema ¢ APYTH JEKAPCTBEHH MPOTYKTH,
CBHABPIKAIIN JAMUBYINH (BXK. Touka 4.4).

Knaapuoun

In vitro namMmuByAMH HHXUOKpPA BHTPEKIETHYHOTO (ochoprinpane Ha KiaaprOuH. ToBa Boau 110
MOTEHIIMAICH PUCK OT 3ary0a Ha e()MKacHOCTTa Ha KITaJpUOUH NPH KOMOWHUpaHE B KIMHUYHH
ycnoBHs. HAKOM KITMHUYHM JaHHU ChHINO ca B MOJKPEIa Ha Bb3MOXKHO B3aUMOJIEHCTBUE MEXKTY
JaMUBYIWH U Ki1agpuouH. [lopanu ToBa, He ce mpenopbuBa €THOBPEMEHHOTO NPHIIOKEHNE Ha
JaMUBYAMH U KJIaApUOUH (BX. Touka 4.4).
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Copburon

EnmHOBpeMEHHOTO MpHIIoKeHUe Ha pa3TBop Ha copouron (3,2 g, 10,2 g, 13,4 g) ¢ enuHnyHa 1032

300 mg (nHeBHaTa n03a 3a Bb3pactHH npu HIV) namuByanH nepopaieH pa3rBop BOIU 10
J10303aBUCHMO HamansBaHe ¢ 14%, 32%, u 36% Ha ekcriozuiusaTa Ha taMuByauH (AUC.,) u ¢ 28%,
52%, 1 55% Ha Cmax Ha TAMUBYIUH NIpH Bb3pacTHU. Korato e Bb3MOXKHO, TpsiOBa 1a ce n30sraa
HPOABIDKUTEITHO €HOBPEMEHHO npuiioxkeHne Ha ZeffiX ¢ nexapcTBeHH IPOIYKTH, ChIbPKALIN
COpOUTON WK APYTH OCMOTUYHO-ACUCTBAIH [TOJUBAJICHTHH aJKOXOJH, HIIH ATKOXOJIH, TPOU3BOTHH
Ha MOHO3axapuau (Harp. KCHIIUTON, MAHUTOJ, JIAKTUTOJI, MadTuToN). Koraro He Mose 11a ce n3derue
HPOJBDKUTEITHO €THOBPEMEHHO MPUIIOKEHHUE, TPsIOBa 1a ce OOMHUCIH MO-4eCTO MPOCIIeIIBaHe Ha
HBYV BupycHoTO HaTOBapBaHe.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe

bpemeHHoCT

IIpoyuBaHus IpH )KUBOTHHU C JIAMUBYAMH II0Ka3BaT IOBUIIABAHE HA PaHHATA €eMOPHOHAIHA
CMBPTHOCT TIPH 3ai1ly, HO HE U TPH ILTBXOBE (BXK. TOUKa 5.3). YCTaHOBEHO € MpeMHUHABaHE Mpe3
TUTalleHTaTa Ha JIJAMUBYIMH TPHU XOpa.

HanmuauTe nanau npu xopa ot Peructbpa 3a OpeMeHHOCT Ha ()OHA Ha aHTHPETPOBUPYCHA TEPATIHS
(Antiretroviral Pregnancy Registry) moka3ar, 4e u3xoaute ot OpeMeHHocTTa mpu nosede ot 1 000
Ciyvasl Ha €KCIIO3ULIHUS Mpe3 IbpBUs TpuMecThp U noseue ot 1 000 ciayyast Ha eKCIIO3UuLus Mpe3
BTOpHS M TPETHUS TPUMECTHP NpY OpPEMEHHH KEeHH He IMOKa3BaT Main(opMaTuBeH U GeTo/HeoHaTalleH
edekr. [To-maniko ot 1% OT Te3u xeHu ca JiekyBaHu 3a HBV, nokaro mo-royisiMaTa 4act ca JIeKyBaHU
3a HIV mpu mo-BHCOKHM 03U U € IPYro ChITbTCTBRAIO JeueHue. Zeffix Moke ma ce mpumara mo Bpeme
Ha OPEMEHHOCT, aKO € KIIMHIYHO HE0OX0IUMO.

HpI/I ManueHTUTE, KOUTO Ca CC JICKYBAJIM C JIaMUBYJIHH U CJIC] TOBA Ca 3a6p€MCHCJII/I Tp516Ba Ja C€ uma
MpeaBUI Bb3MOKHOCTTA OT ITOBTOPHA IT0sABa Ha XEIaTHUTa IIPH IMPEYCTaHOBABAHE Ha IpHEMa Ha
JIJaMHBYJIUH.

Kopmene

Bb3 ocHoBa Ha pesyiratute ot noede ot 200 aBoiiku maiika/nete, aekyBanu 3a HIV, cepymuunTte
KOHIICHTpAIIMU Ha TaMUBYAWH B KbPMEHH OebeTa Ha Maliku, JiekyBanu 3a HIV, ca MmHOTO HECKH
(mo-masko ot 4% OT MaifuMHHUTE CepyMHH KOHIIEHTPAIIUK) U IPOTPECUBHO HAMAJISBAT JI0
HEOTKpPHBaEeMH HUBA, KOTAaTO KbpMaueTara HaBbpIIaT Bb3pacT 24 cenmuiii. OOIIOTO KOJIMYECTBO Ha
MOETHS OT KbPMAUETO JIJAMUBYIMH € MHOTO MaJIKO, ITOPaJH KOETO € Bb3MOXKHO Jla C€ CTUTHE JI0
€CKIO3ULUH, IPOSIBSIBALIM CyOONITHMalIeH IPOTUBOBUPYCEH edekT. XenaTut B npu maiikaTa He €
NPOTHBOIIOKA3aHKUE 332 KbPMEHE, B CIIy4ai ye IIpy HOBOPOJCHOTO MM aJIKBATHO ITOBEICHHE 32
XenaTtut B mpeBeHIus Ipy paxaaHeTo, U HsIMa JaHHHU, Y€ HUCKaTa KOHIEHTpAIlHs Ha JIJAMUBY/IMH B
KbpMaTa BOJHY J0 HEeXKEeIaH! ChbOUTHS MpU KbpMeHUTe 6e0eTa. Crie0BaTENHO KbPMEHETO MPU MalKH-
KbPMAUKH, KOUTO C€ JIeKyBaT ¢ JJaMuByIuH 3a HBV, Moxe na ce oOMucnu kato ce uMaT mpeasu
moJi3aTa OT KbPMEHETO 3a JETETO U M0JI3aTa OT JISYeHHETO 3a )KeHarta. KoraTo e Haiuie TpaHCMUCHS
Ha HBV ot maiikaTa, BbIpekH ajickBaTHaTa NpOPUIAKTHUKA, TPSIOBa 13 Ob/ic OOMHCICHO
IpeycTaHOBSBAaHE HAa KbPMEHETO, 3a Ja Ce HaMaJll PUCKa OT MO0sBa Ha PE3UCTEHTHH KbM JIAMUBY TUH
MYTaHTHHU BUPYCH IIPH JETETO.

DepTUnuTer

PenpoaykTHBHHTE POYYBaHMSI ITPH KUBOTHU HE IMOKA3BaT eeKT BbPXY QEPTUIUTETA P MBIKKUTE
WJTH J)KEHCKUTE )KUBOTHH TI0JT (BK. TOUKa 5.3).
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MuToxoHapuagHa JUCHYHKIUS

B mpoyuBanus in VIitro u in vivo e yCTaHOBEHO, Y€ HYKJICO3UIHUTE U HYKICOTUIHUTE aHAIO3H
MPUYHMHABAT PA3JIMUHO MO CTENEH YBpeXkaaHe Ha MuToXoHapuute. [Ipu 6edeta, usnoxxenu in utero
W/WITY TIOCTHATAITHO Ha HYKJICO3UIHU aHAIO03H, UMa ChOOIIICHHUS 32 MUTOXOHIPHAITHA TUCOYHKITUSL
(Bx. TOuka 4.4).

4.7 EdexTu BbpXy criocodHOCTTa 32 mioupaHe U padoTa ¢ MAIIUHA

[Naruenture TpsiOBa a ObAAT HHPOPMUPAHH, UE 110 BPEME Ha JICUCHUE C JTAMHUBYHH Ca ChOOIIaBaHU
HEPA3MNoJIoKeHHE U yMopa. KIIMHUYHUAT CTaTyC Ha TAIlMeHTa U MPO(GHIBT HA HEXKEJIaH! PEaKIUU Ha
JAMUBYJIUH TPsIOBa Jla ce MMAT MPEJIBUJI, KOTaTo Ce pasriiekaa CocOOHOCTTa Ha MAIUeHTA J1a
modupa win a paboTH ¢ MaIIUHU.

4.8 Hexenanu JiekapcTBeHU peaKuu

Pesrome Ha mpodumiia Ha Oe30macHOCT

YecToTaTa Ha HEXKEJIAHUTE PEAKMK U IPOMEHUTE B J1a00OPATOPHHUTE MOKA3aTeNH (C U3KIIIOYEHUE Ha
MO-BUCOKUTE CTOWHOCTH Ha KpeatnHuH(ocoknHaza u AJIAT, Bx. mo-101y) pH NalueHTH,
JIEKyBaHU ¢ JIAMUBY/IMH, ca IOJOOHU Ha Te3H Ipu npuemanute mianedo. Hali-uecto crobmaBanute
HEXKEJIaHU PEaKlMu ca yMOopa, Hepas3IoIoKeHUe, PeCIMPaToOpHu HHPEKIMH, Ipa3HEeHe B 001acTTa Ha
I'BPJIOTO W CIMBHIIUTE, TIaBOOOINE, IUCKOMPOPT U OOJNKH B KOpeMa, TaJeHe, MOBPBIIaHe 1 JHAPHSL.

TabauyeH CIUCHK HA HEXKEIAHUTE pCaKnnu

Hexenanute peakuuu ca n30pOSHH MO-A0JTy M0 CUCTEMO-opranHu kinacose u yectota (MedDRA). 1o
OTHOIIICHHE HA YECTOTAaTa, T CE OMpPEAeNAT Kato MHOro yectH (> 1/10), wectu (= 1/100 no < 1/10),
HeuectH (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 g0 < 1/1 000), muoro peaku (< 1/10 000) u ¢
HEM3BECTHA YeCTOTa (OT HATMYHHUTE JaHHHU HE MOXKE J1a OBb/Ie HalTpaBeHa OIEHKa).

KareropusupaHeTo 1o 4ecToTra Ha HE)KEIAHUTE PEaKIIUi € OCHOBAHO TJIABHO HA OIUT OT KIMHUYHH
M3MHUTBaHU, BKIIOUBaIy oomo 1 171 manueHTy ¢ XpoHWUYeH XemaTuT B Ha JieueHne ¢ JaMUBYIHH

100 mg.

Hapyumenusi Ha KpbBTA U JUM@HATA CHCTEMAa

C HeusBecTHa TpombonmTonenus

YecToTa

Hapyumienusi Ha MmeTa001M3Ma U XPAHEHETO

MHoro penku | JlakTaTHa anuago3a

Hapyumienusi Ha UMyYHHaTa cHCTeMa

Penxu | Aurnoenem

XenaTo-OMJIMAPHU HAPYIIEHUSI

MHoro yecTu | [ToBumasane Ha HuBaTa Ha AJIAT (BX. Touka 4.4).

Ex3anepbanuu Ha XxemaTtuTa, yCTAaHOBSBaHU TJIaBHO TI0 TIOKauBaHe cepyMHnTe HUBa Ha AJIAT ca
ChOOIIIaBaHU 110 BPEME Ha JICYCHUETO U Clie/] MPEKbCBaHE MTpreMa Ha jJaMUBYIuH. [loBeueTo peakiuu
ca ce caMOOrpaHMyYaBajIv, HO MHOTO PSJIKO ca HaOJII0IaBaHu (paTajiHu peakiuu (Bxk. Touka 4.4).

Hapymemzm Ha KO’KAaTa M NOAKOKHATA ThbKAaH

Yectu | OO6pus, IpypHTyC

Hapyimenusi Ha MyCKYJTHO-CKeJI€THATA CHCTEMA U CheIMHUTEIHATA ThKaH

Yectn IMToBumaBaHe Ha CTOHHOCTHTE Ha KpeatnHUH(pochokuHazara (CPK)
YecTn MyCKyJIHM HapyLeHHs], BKIIOYUTEIHO MUAJITHS U KpamMIu™

C HeusBecTHaA Pabnomuonnsa

4yecTora

* B u3nurBanusTa ¢asa |1l HabnronaBaHaTa yecToTa B rpynara Ha JICYCHHE C JJAMUBY/IMH HE € Ouiia
M0-BHCOKA OT HaOJIr01aBaHaTa B ruianedo rpymnara.
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IlenuaTpuyHa momyJaamus
B®b3 ocHoBa Ha OrpaHUYCHHU JAaHHU MPU ACLA Ha Bb3pacT OT 2 gm0 17 roavuHu, HIMa YCTaHOBCHU HOBU
C’b06pa)KeHI/Iﬂ 3a 0€30I1aCHOCT B CpaBHCHHUC C Bb3PaCTHH.

JIpyTH clienMaIHy ONYJIAIiU

IIpn manmenTH ¢ uHGEKIUS ¢ YoBemkus uMmyHonedpuurer supyc HIV ca crobmaBanu cioyyan Ha
MaHKpeaTuT U neprudepHa HeBpomatus (WK mapectesns). YecTtorara Ha T3 ChCTOSHUS TIPH
XPOHHUYCH XCMaTUT B e eiHaKBa 3a MalMeHTHTe, JISKYBaHU C JIAMUBYMH U TE3H, JICKYBaHU C IUane0o.

CrpoOuaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIIMHT

Cpo0I1aBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEaKIIMU ClIe] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISABA Ja MTPOIBIDKH HAOMIOJEHNETO Ha CHhOTHOIIIEHUETO MOJI3a/PUCK 32
neKapcTBeHUs MpoaAyKT. OT MEAUIIMHCKUTE CIICIIHAIMCTH C€ M3MCKBA Ja ChOOIIaBaT BCAKA
MOI03UPaHa HEXKEIaHa PeaKius Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, MocoueHa B [IpuioxeHue
V.

4.9 TIlpemo3mpane

Cren ocTpo nmpeno3upaHe Ha JaMUBYAMH HE ca YCTAHOBEHH CHenr(UYHU NPU3HALM U CUMIITOMH Ha
IIPEJ03UPAHE OCBEH ONUCAHUTE MI0-TOPE KATO HEXEJIAHU PEaKIUH.

HpH npeno3upaHe Tp;[6Ba Jia ce MPOCJIEAN ChCTOSHUETO Ha ITAalIMEHTAa U J1a C€ B3eMaT ChOTBETHUTE
peaHnMannoHHN Mepku. JlamMuByauH e nuanmsupyeM. He ca mpoBexxnanu mpoydBaHus 3a ehekra ot
JAuajin3ara, HO TO3H METOJ MOXKEC Ja 6T>Z[e HM3M0JI3BAH IIPH MMPEAO3UPAHEC.

5.  ®APMAKOJIOTMYHU CBOMCTBA

51 ®apmakoguHAMUYHH CBOMiCTBA

dapmakoTepaneBTHYHA rpyna: AHTUBUPYCHH Ipenapary 3a CHCTEMHO NMPUIIOKEHNEe, HYKICO3UIHU 1
HYKJICOTHITHU HHXUOUTOpPHU Ha oOpaTHarta TpaHckpumnrasa, ATC kom: JOSAF05.

MexaHu3bsM Ha JIEUCTBUE

JlaMuBYTMH € IPOTUBOBHUPYCHO CPEICTBO, aKTUBHO cpeiy HBV BbB BCcHUKH KIETHUHU JIMHUY, B
KOHTO € U3MUTBAHO, U TIPU EKCIIEPUMEHTAITHO HHPEKTUPAHU OMTUTHU KUBOTHH.

B un(bekTHpanu U B HeMHPEKTUPAHH KJIETKH JIAMHUBYIUH ce MeTabou3upa 1o Tpudocdar (TD) Ha
JaMHBY/IMH, KOWTO € aKTHBHATa (JopMa Ha OCHOBHOTO cheauHenue. [Ipu yciosust in vitro
BBTPEKICTHUHHAT TIOTYKUBOT Ha Tpudochata B xenarouutu e 17-19 vaca. JlamuByaun-TO neiicta
karo cyoctpar Ha HBV-Bupycnara noimmepasa.

Ilo-naTarpinHara cuaTe3a Ha BupycHa [JJHK ce Giokupa oT BKIIOUBaHETO Ha TaMUBYIUH-T®D BHB
BepHraTa, KOeTo BOJIY J0 NPEKbCBAaHE HAa BEPHUTraTa.

JlamuBynuH-T® He HapyIaBa HOPMATHUS A€30KCHHYKICOTHIEH METa0OIMU3bM Ha KIIeTKaTa. 1ol e
cab naxuourop Ha JJHK nonumepasu o u f npu 6o3aiiaumm. OcBeH ToBa eeKTHT Ha JTaMUBYIHH-TD
BBPXY ChAbpkaHueTo Ha kierbuHa JJHK nHa 6o3aitnumm e cnal.

IIpn n3cneaBane 3a Bb3MOXKHU €eKTH Ha JaMHUBYAHH BbPXY CTPYKTypaTa Ha MUTOXOHAPUUTE U

ChABPKAHUETO U PyHKIIMATA Ha MuToXOoHApuanHara JJHK He ce ycraHoBsiBa 3a0€1€)KMM TOKCHUCH
edekr. JlaMUBYIMH Ma MHOTO MaJTbK IMOTEHIIMAN 32 HAaMaJIsIBaHe Ha chabpkanueTo Ha JJHK B
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MUTOXOHAPUUTE, HE CE€ MHKOpIIOpUpa TpaitHo B MutoxoHapuaitHata JIHK u He neiicTBa kaTo
nHXuOUTOp Ha MUTOXOHApHanHaTa JJHK nmomnmepasa rama.

Knnanuna edukacHocT 1 6€300aCHOCT

Onum npu nayuenmu ¢ xponuyern xenamum B, nosumuenu 3a HBeAQ, u xomnencupano uepnoopodmo
3abons8ane

B koHTpOJIMpaHy KIMHUYHY TPOYYBAHHUS € YCTAHOBEHO, Ue JICUSHUETO C JIAMHUBYIUH B IPOIBIKCHUE
Ha | roxMHa BOAM 10 3HAYMTEITHO MOATHCKaHe Ha perumrkaista Ha HBV THK [34-57 % ot
MalKueHTHTe ca OWIIK MO HUBaTa, KOUTO MOTaT JIa c€ PErUCTPUpAT ¢ IpoOH (XUOPUIN3AIOHEH TECT
Abbott Genostics solution, LLOD < 1,6 pg/ml)}, no Hopmanusupane na nuBara Ha AJIAT (40-72 %
OT marenTure), 10 uaaynupane Ha HBeAg cepokonBepcus [n3uesBane Ha HBeAg n nva HBV JIHK ¢
nosiBa Ha aHTUTena cpenry HBeAg (ycraHOBEHO ¢ KOHBEHLIMOHAIHA Tpoda) mpu 16-18 % ot
MAIUEHTHUTE |, 10 TO00psIBAaHE HA YePHOAPOOHATA XUCTONOTHYHA KapTuHa (ripu 38-52 % ot
MaIMEHTHTE € HabIIoIaBaHo HaMallABaHe Ha MHIEKca Ha XucTojorndna aktusHocT mo Knodell [HAI]
¢ > 2 TOYKM) U 10 3a0aBsiHe nporpecusTa Ha pudpozata (3-17 % oT mauueHTUTe) U MpOrpecusiTa KbM
UpO3a.

[IpoaBIKUTETHOTO JICUCHUE C JIAMUBY/IUH 32 TIEPUO/] OT 2 TOJAWHH MPHU MAIUSHTH, TIPH KOUTO TI0
BpeMe Ha IbPBOHAYATHUTE €THOTOJUITHNA KOHTPOJIMPAHHU NIPOYyYIBaHUs He ¢ HacThimia HBeAg
CEPOKOHBEPCHS, € JJOBEJIO J0 JOMBIHUTEHO Mono0psiBaHe Ha MocToBara (hudpo3a. [logobpenue mo
OTHOIIICHNE Ha BB3MAJICHUETO HA YepHUs Ipod e HabmoaaBaHo nipu 41/82 (50 %) ot nauueHTHTE C
YMDD mytanren HBV u nipu 40/56 (71 %) ot natmenture 6e3 YMDD mytanten HBV.
ITono6penue Ha MocToBaTa (hrubpo3a e Habmomasano npu 19/30 (63 %) ot nauuentute 6e3 YMDD
MyTaHTEH BUpYc Ha xenaTut B u ipu 22/44 (50 %) ot nauuenture ¢ MmyrantHara ¢opma. [Ipu ner
nporenTa (3/56) ot nauuenture 6e3 YMDD mytanT u 13 % (11/82) ot naumenture ¢ Y MDD myTant
YepHOIPOOHOTO BH3MAJICHUE CE € BIIOIINIO B CPABHEHUE CHC CHCTOSIHUETO MPEIH JEUCHUETO.
[Iporpecupane kbM UpO3a € ycTaHOBEHO npu 4/68 (6 %) ot manuenTute ¢ YMDD myTaHT 1 ipu
HHKOI1 OT ManeHTuTe 6e3 MyTaHTHa (opma.

B npoabmkuTeTHO KITMHIYHO MPOyYBaHe MpH NanueHTH oT asuarcku npousxo (NUCB3018), nuBarta
Ha cepokonBepcus Ha HBeAg u Ha HopManu3upaHe Ha HuBaTa Ha AJIAT B kpast Ha 5-TOAMITHUS
Nepuo/ Ha IPOyUYBaHETOo ca Omin choTBETHO 48 % (28/58) n 47 % (15/32). HuBarta Ha cepokOHBepCHS
Ha HBeAg ca Onnm moBuieH npu manyueHTH ¢ nopumeHn HuBa Ha AJIAT; ipu 77 % (20/26) ot
narueHTute ¢ HuBa Ha AJIAT ot npenu neyennero > 2 X ULN e HaOr01aBaHa CEpOKOHBEPCHSI.

B kpast Ha meTara roguHa npu BcHIKH nanuenTr HuBara Ha HBV JIHK ca O6unmm wnn
HEPEruCTpUPYEMHU HIIH ITO-HUCKH OT HUBATA MPEIH 3aIl0UYBaHE Ha JICUEHHETO.

JlomBIIHUTETHUTE PE3yNTaTH OT MPOYYBAHETO MO OTHOIIeHUE Ha ctatyca Ha Y MDD myTranTHUTE
¢dopmu ca 0600meHn B Tabmuia 2.
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Tadauua 2: PesyaraTu 3a epuKacHOCTTA 32 5 FOAMHU MO OTHOIIeHHe HA cTaTtyca Ha YMDD
(Azuatcko npoyuBane) NUCB3018

Jluna, % (6poii)
Cmamyc na YMDD mymanmen HBV |  YMDD! |He-YMDD!
HBeAd cepokonBepcus

- Bcnuku marueHTH 38 (15/40) | 72 (13/18)
- [TareHTH ¢ U3XOHU HUBA Ha

AJIAT <1 x ULN? 9 (1/11) | 33  (2/6)
- [TareHTH ¢ M3XOHO HUBO HA

AJIAT > 2 x ULN 60 (9/15) | 100 (11/11)

Heperucrtpupyema HBV JIHK

- UsxomuHo Hupo * 5 (2/40) | 6 (1/18)
- Cenmuna 260 4
OTpHIIATEITHH 8 (2/25) | 0O
THOJIOKUTEHH < U3XOJHO HUBO 92 (23/25) | 100  (4/4)
THOJIOKUTENHH > U3XOJHO HUBO 0 0

Hopmaauizupane Ha AJIAT

- U3xonnu HuBa

HOpMa 28 (11/40) | 33  (6/18)
HaJl HopMara 73 (29/40) | 67 (12/18)
- Cenmuna 260

HOpMa 46 (13/28) | 50  (2/4)
HaJ| HopMaTa < H3XOHO HHBO 21 (6/28) | O

HaJl HOpMaTa > M3XO0JHO HHBO 32 (9/28) | 50  (2/4)

1  Tlarmenture, onpenenern kato YMDD mytartn ca 6mmn tesu ¢ > 5 % YMDD myrtantan HBV npu nscnenpane
BCsIKa TO/IMHA TIpe3 S-roaumaus nepuoj. Karo ne -YMDD mytanTH# ca onpenenenn naruenTure ¢ > 95 % nus
T Ha HBV nipn n3ciesiane Besika rojivHa npe3 5-roJNIIHKS PO Ha TPOyUYBaHETO

T'opna rpanuna Ha HopMaTa

Xubpuausaiuonen tect Abbott Genostics solution (LLOD < 1,6 pg/ml

Tecr Chiron Quantiplex (LLOD 0,7 Meg/ml)

A wWN

CpaBHuTenHu JaHHu 1o otHomeHne Ha YMDD cratyca uMa 1 OT oLieHKa Ha XMCTOJIOTHYHATa
KapTHHAa, HO caMo 10 TpeTara roguna. [Ipu 18/39 (46 %) ot manmenture ¢ YMDD myrtanten HBV e
Ha0JIro1aBaHo o100peHNe Ha HEKporHQIIaMaTopHaTa akTUBHOCT, a ipu 9/39 (23 %) Biowmasane. Ot
nanueHTure 0e3 mytantHata Gopma npu 20/27 (74 %) e HabmoagaBaHo NOJOOpEHHE HA
HeKpoHnH(IaMaTopHAaTa aKTUBHOCT, a ipu 2/27 (7 %) BiomaBaHe.

Cren cepoxkonsepcusata Ha HBeAg ceposioriuHusT 0TrOBOp M KIMHUYHATA PEMUCHS CIIE]] CIUPAHETO
Ha JIaMHUBYIUH OOMKHOBEHO Ca JABJITOTpaiiHu. Benpexu ToBa, Moxe J1a ce Ha00/1aBa penuanB e
CEpOKOHBEPCHs. B e1HO ABITOCPOYHO MPOCIIEAABAIIO MPOYUBAHE HA MAIIMEHTH, KOUTO ca HMaJIN
NPEAX0KAallla CEpOKOHBEPCHS U ca PEYCTAHOBHIIIM IIpHeMa Ha JIAMUBYAMH, 1IpH 39 % OT TX €
HACTBIMJI KbCEH BUpyconornieH peuunus. [lopanu tasu npuuuna cien HBeAg cepokoHBepcust
HNalMeHTHTE TPAOBa Ja ce MPOCieIBaT IePHOINYHO, 32 JIa C€ YCTAaHOBH Al C€ IO IbPKAT
CEPOJIOTHYHUAT ¥ KIMHUYHUAT OTroBOp. IIpu manuenTy, KouTo He MOAAbPKaT MOCTOSHEH
CEepOJIOTHYEH OTTOBOP, TPsIOBa Jla c& OOMMCIIM OBTOPHO IOJUIaraHe Ha JICYCHHUE C JIAMUBYAMH WU C
ANTEPHATHBHO aHTHPETPOBUPYCHO CPEJICTBO 338 BH30OHOBSIBAaHE HA KIIMHUYHHS KOHTPOJ BHPXY
uHdeknusra ¢ HBV.
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[Ipu nanyeHTH, MPOCIIECHH 32 EPUO. 10 16 cemMUIM clie/l IpeyCTaHOBsIBaHEe Ha JICUYSHHETO cliex |
roJIHa, MoKauBaHe Ha HUBaTa Ha AJIAT crnen ieueHHeTo ¢ HaOJI0JaBaHo MO-9eCTO TPU MAIHCHTHUTE,
KOUTO Ca MpUEeMalli JIAMUBYJIUH B CPAaBHEHHE C TE3H, TPHEMaH 1iameoo.

Tabmuia 3 cpaBHsBa okauBaHuATa HA HUBaTa HA AJIAT 3a mepuoaa mexny 52-ta u 68-Ta ceamuia
NPY TAIUEHTUTE, TPEYCTAHOBUIIH JICUCHHETO C JAMHUBYIIUH B 52-Ta CEIMHUIIA U TIAIIUCHTHTE,
MpreMalti Ianedo mo BpeMe Ha TepareBTUYHUS KypC B CHIIUTE MPOYYBaHUSA. BposT Ha manueHTHre,
P KOUTO CJIE] JICYCHUETOo € HaOroaBano nosuiicHue Ha HuBara Ha AJIAT (ALT) BbB Bphb3Ka ¢
MOBHUIIIaBaHE HA HUBATa HA OMIIMPYOWHA, € OWII MaTbK U CXOJICH B TPYIIUTE, IPUEMAIIU JIAMHUBYIUH
WK TU1a1e0o.

Ta6anna 3: llopnmasane Ha HuUBaTa Ha AJIAT cJiienx JieyenneTo B 2 miane60 KOHTPOJIUPAHH
NPOYYBaHHSA NPH Bb3PACTHH NaLMeHTH

[TanpeHnTH ¢ mokayBaHe Ha HHBaTa Ha AJIAT/
[TanpeHTH ¢ HAOIIOICHHE*
AOHOpPMHA CTOMHOCT JlamuBy1MH [Tnaue6o
AJIAT > 2 mbTH U3XOHOTO HUBO 37/137 (27 %) 22/116 (19 %)
AJIAT > 3 mbTH H3XOHOTO HUBO | 29/137 (21 %) 9/116 (8 %)
AJIAT > 2 nbTH U3XOIHOTO HUBO U aOCOIOTHA
croitHoct Ha AJIAT > 500 U/ 21/137 (15 %) 8/116 (7 %)
AJIAT = 2 rbTH U3XOTHOTO HUBO U OWIHPYyOWH > 2
mpTH ULN 1 > 2 mbTH H3XOTHOTO HUBO 1/137 (0,7 %) 1/116 (0,9 %)

* Bceku manueHT Moxe /1a Ob/ie IPEICTaBeH B €JHA HJIH TIOBEUYE KaTeTOPUH.
T CpaBHMMO CbC CTENEH 3 TOKCMYHOCT CHIVIACHO poMeHenuTe kpurepun Ha C30.
ULN = Upper limit of normal = I'opHa rpanuiia Ha CTORHOCTUTE B HOPMA.

Onum npu nayuenmu ¢ xponuder xenamum B, necamusnu 3a HBeAg

[TbpBOHAYATHUTE JAHHHU TTOKA3BaT, 4e ePUKACHOCTTA HA JAMUBYIWH MPH MAIUEHTH C XPOHUYEH
xenatut B, HeratuHE 32 HBeA(g, e momoOHa Ha Ta3u npu no3utuBHUTE 32 HBeAQ nmarnmentu ¢
xpoHuueH xenatut B, kaTo npu 71 % ot naumentute HBV JIHK e nmoarucHara moji HUBOTO, KOSTO
MOJKe J1a ce onpeenu ¢ npooda, npu 67 % AJIAT ce e Hopmanusupai u nipu 38 % e umaio
nonoOpenne Ha HAI citen enqHa roquHa nedenue. BupycHara perumkanys ce € MoIHOBIIIA TPU
no-rosisiMa yact ot narentute (70 %) cien npekbeBaHe Ha JIEYEHUETO C JTaMHUBYIuH. Hannanure
JAHHU Cca OT TPOBIDKUTEITHO IPOYYBaHe MPH JICUCHHUE ¢ JIaMUBYAMH Ha HBeAQ HeraTuBHU ManyeHTH
(NUCAB3017). Cnen aBe roiHH JIeYSHUE B TOBA MPOyYBaHEe ca HAOJ0IaBaHH HOPMaJIU3UpaHe Ha
croiinoctute Ha AJIAT u Hepeructpupyema HBV JTHK, chotBeTHO mipu 30/69 (43 %) u 32/68 (47 %)
OT MAaIUEHTUTE, KAaKTO U MOJ00peHre Ha HekpouHpamaropuus unaeke npu 18/49 (37 %) ot
naruertute. Ot nanuentute 6e3 YMDD myranten HBV npu 14/22 (64 %) € ycraHOBEHO
noj00peHre Ha HeKpOHH(IaAMaTOPHUS HHJEKC, a ipu 1/22 (5 %) OT MalMeHTUTE ChCTOSIHUETO CE €
BJIOIIIMJIO B CPaBHEHHUE C TOBa mpe/u jieueHueTo. [Ipu 4/26 (15 %) ot nanuenture ¢ MytanTHa Gopma
€ YCTaHOBEHO I0JJ00peHre Ha HeKporH(IaMaTOpHUs HHJCKC, a ipu 8/26 (31 %) oT nanmueHTHTE
CHCTOSIHUETO C€ € BJIONIMIIO B CPABHEHHE C TOBA MPE/IH JICUCHUETO. [Ipy HUKOU OT MAIUEHTUTE OT
JIBETE TPYITH HE € HAOII0TaBaHa IPOTPECcHs JI0 IIPo3a.

Yecmoma na noseama va YMDD mymanmen HBV u erusnuemo my 6vpxy omeosopa Kom neyeHuemo
MoHoTepanusTa ¢ JTaMUBYAWH Boau A0 cenektupane Ha Y MDD myrantern HBV nipu npubnusurenHo
24 % OT HMalUeHTHUTE CJIe]] eIHA TOIMHA JICYCHHE, KaTo OpOosIT UM ce yBenndara J10 69 % cien 5
ronuHu edyenue. Pazsutrero Ha YMDD mytanten HBV e cBpp3aHo ¢ HamaseH OTTOBOP KbM
JICYCHUETO NPU HAKOM MALMEHTH, KOETO ce yCTaHOBsBa 1o noBumenute Huea Ha HBV JIHK u na
AJIAT cnopsimo cToitHOocTHTE, HAabJI0TaBaH! TIPEIN TOBA 10 BpEME Ha JICUCHHUETO, TPOTPecHs Ha
NPU3HAIMTE ¥ CUMIITOMUTE Ha YepHOIpOOHO 3a00JIsIBaHE W/WIIK BIIOIIIABAHE HA HEKPOTUYHO-
BB3NATUTEIHUTE IPOMEHHU B uepHus apod. Karo ce uma npensug pucksT o Y MDD myrtanten HBV,
NOJIbPKaHe Ha MOHOTEPAIUs ¢ IAMUBYAMH HE € MOAXOAAIIO IPH MALKEHTH ¢ OTKpHBaeMa CepyMHa
HBV JHK Ha unm cien 24-1a ceqMuIia ot JSYCHUETO (BK. ToUka 4.4).
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B nBoiiHO-CIIAIO TIpOyYBaHEe MPH NaIMeHTH ¢ XpoHudeH xernatut B ¢ YMDD myrtanten HBV u
KOMIICHCHpaHO YepHoapoOHO 3abomstBane (NUC20904), mpu KOUTO € yCTaHOBSH HaMaJIeH
BUPYCOJIOTUYEH ¥ OMOXUMHYEH OTTOBOP KbM JIaMUBYIHH (N=95), mpubaBsHeTO HA agedoBUp
nunuBokcus 10 Mg BeIHBXK THEBHO KbM MPOBEXKaHaTa Tepanud ¢ JamMuByaun 100 mg 3a

52 ceqmun, e moBemo 10 cpeaHo HamansBane Ha HBV JTHK ot 4,6 10gi0 kommus/ml B cpaBHEHHE ChC
cpennoto nosuiiraare ot 0,3 10910 konus/M| npu mareHTUTe Ha MOHOTEPAITHS C JTAMUBY/IUH.
Hopmanusupane na nuBata Ha AJIAT e HaOmonaBano mipu 31 % (14/45) ot manueHTuTe Ha
KoMOmHHpaHa Tepamnus cupsamo 6 % (3/47) ot marpieHTHTe, MpHEeMail caMo JaMuByIuH. BupycHata
cynpecus ce momabpxa (mpociessaiio mpoyusane NUC20917) ¢ komOrHUpaHa Teparus 1o BpeMe
Ha BTOpaTa rojvHa oT jedeHneTo Ha 104-ta cemmuna npu NanyeHTH ¢ IpoIbIDKaBaIlo Mo100peHne
Ha BUPYCOJIOTHYHUS 1 OUOXUMHYHUS OTIOBOP.

B exHO perpociekTHBHO MTPOyYBaHE 3a onpeneisHe Ha gakTopure, cBbp3anu ¢ HBV JIHK
nonoopenuero, 159 HBeAQ-no3uTHBHY MallMEeHTH OT a3UaTCKH MPOU3XO0]] Ca JICKYBaHU C JIAMUBYTUH
¥ ca TIpocieasiBaHu 3a nepuo ¢ Menrana mouru 30 mecerna. Te3u, kouto ca 6wy ¢ HuBa Ha HBV
JTHK, mo-Bucoku ot 200 xorust/m| Ha 6-ust Mecerr (24 ceIMHIIN) OT JICYCHUETO C JTAMUBY/INH, Ca C

60 % BeposTHOCT 3a pa3Butue Ha Y MDD myTtant B cpaBHenue ¢ 8 % ot te3u ¢ HBV JIHK HuBa noj
200 xorms/ml Ha 24-Tata ceqmuIia OT TepamnusiTa ¢ JaMUBYAuH. PUCKBT 3a pazsutue Ha Y MDD
MyTaHT € 63% cpeiry 13% c rpannuna croitroct ot 1 000 korms/ml (NUCB3009 u NUCB3018).

Onum npu nayuenmu ¢ 0eKOMNEHCUPAHO YePHOOPOOHO 3ab0sa8aHe

[Tpu manueHTH ¢ JGKOMIICHCUPAHO YEPHOIPOOHO 3a00sIBaHE Mane00 KOHTPOIUPAHUTE MPOYUBAHUS
ca MPHETH 3a HEMOAXOISIIH U He ca MPOBSXKIaHN. B HEKOHTPOIMPaHH MTPOYYBAHUS, IPH KOUTO
JaMUBYJIMH € TIpWJIaraH IpeIy U 10 BpeMe Ha TPaHCIUIAHTALus, € HaOltoaBaHo e()eKTHBHO
nonruckane Ha HBV JIHK u nHopmanmsupane Ha croiiHocTuTe Ha AJIAT . Cniex mpopinkaBaHe Ha
JICUCHUETO C TAMHUBYJIUH CJIe]] YepHOApoOHATA TPAHCIUTAHTAIINS € YCTAHOBEHO HAMANISIBaHE
peuH(pekTHUpaHeTo Ha npucaakara ¢ HBV, nopumasane Ha nzye3sanero Ha HBSAQ u HuUBO Ha
npexuBsieMocT oT 76 % mo0 100 % B pamkute Ha 1 roguHa.

KakTo e mpeaBmkIaHo BbB BpBb3Ka C €IHOBPEMEHHATA UMYHOCYTIPECHS, YeCTOTaTa Ha MOsBa Ha
YMDD mytanten HBV ciien 52 ceamunu e Ouna mo-Bucoka (36 %-64 %) npu nomynanusra ¢
4epHOIpOOHA TPAHCIUIAHTAILIKS B CPABHEHHE C UMYHOKOMITETEHTHUTE TAIMEHTH C XPOHHYECH
xematut B (14 %-32 %).

B otBOpenoTo pamo Ha npoyuBaneTo NUC20904 ca Bxirrouenu 40 nanuentu (HBeAg HeratuBHM nimmn
HBeAgQ no3uTHBHM) C IEKOMIIEHCHPAHO Y€pPHOAPOOHO 3a00saBaHe WK ¢ pekypeHteH HBV crien
yepHOApoOHa TpaHciuantams 1 YMDD myranren HBV. Tlpubasinero Ha anedoBUp JUMABOKCHI
10 mg BeaHBK JHEBHO KbM IIPOBEXKIaHaTa Tepanus ¢ JamuByaud 100 mg 3a 52 ceaMuiiy, € J0BeJo
1o Hamasenue Ha HBV JTHK ¢ menuana 4,6 logio xomms/ml. Cien eqHa roguHa JeueHHe €
HaOJro1aBaHo ¥ Mojjo0peHne Ha YyepHoapoOHaTta GpyHkus. Ta3u cTerneH Ha BUpYCHA CYTIpecus ce
noaabpika (mpocnenssaiio npoyusane NUC20917) ¢ komOuHMpaHa Teparusi o BpeMe Ha BTopara
rojuHa ot jeueHnero Ha 104-Ta ceaMuia u MOBEYETO MALMEHTH Ca C TOJO0OPEHH MapKepH 3a
yepHOApoOHa (DYHKIHMS U IPOABIDKABAT J1a TIOIydaBaT KIMHUYHA T0JI34.

Onum npu nayuenmu ¢ xpoHuuer xenamum B u nanpeonana ¢pubposa unu yuposa

[Ipu mnane60 KOHTPOIMPAHO MPOyYBaHe TIpH 651 MaUeHTH ¢ KITMHNYHO KOMIIEHCUPAaH XPOHHYEH
XernaTuT B 1 xucTonornyHo moTebpaeHa (pudpo3a Wi nupo3a, JISYSHHETO C JTAMUBYIUH (CpeHa
MPOABIDKUTETHOCT 32 Mecela) HaMallsiBa 3HAYUTEITHO CTETIEHTA Ha ISUIOCTHA ITPOTPecus Ha
3abossaBaneto (34/436, 7,8 % 3a namuByauH cripsimo 38/215, 17,7 % 3a umane6o, p=0,001). Tosa e
OIPEIeJICHO 110 3HAYMTETHOTO HaMallsiBaHe Ha Opost maruenTH ¢ nosuineH uuaekce mo Child-Pugh
(15/436, 3,4 % crupsimo 19/215, 8,8 %, p=0,023) nam ¢ pa3BuUTHE Ha XEMATOETYIaPEH KaPIHHOM
(17/436, 3,9 % cnpsimo 16/215, 7,4 %, p=0,047). CteneHTa Ha HSAJIOCTHA MPOTPECcHs Ha 3a00JSIBAHETO
B TpylaTa Ha JaMUBYIUH € Omia mo-Bucoka npu junara ¢ perucrpupyem Y MDD myrtanten HBV
(23/209, 11 %) B cpaBHeHue ¢ Te3u 6e3 peructpupyem Y MDD myrtanten HBV (11/221, 5 %).
Borpeku ToBa, mporpecusrta Ha 3abossBaneTo npu junara ¢ YMDD BapuanTHa hopmMa B Tpyrnara Ha
JaMHBYIIMH € O1ila mo-HHUCKa OT mporpecusra B mianedo rpynata (cborBetHo 23/209, 11 % crpsmo
38/214, 18 %). 1o Bpeme Ha mpoyuBaHeTo MoTBbpAeHa HBeAQ cepokoHBepcus € Habr0IaBaHa PH
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47 % (118/252) ot marnpienTrTe Ha JiedeHue ¢ tamuByauH, a HBV JIHK ce e HeraTuBupana mpu 93 %
(320/345) ot nmpuemamture namuyaus (VERSANT [Bepcus 1], tect bTHK, LLOD < 0,7 MEg/ml).

Onum npu deya u 1oHoOUWU

JlaMyBYTUH € TIPUIIOXKEH Ha JIela U FOHOIIW ¢ KOMIICHCHPaH XPOHUYEH XenaTuT B B mname6o
KOHTPOJIMPAHO Tpoy4BaHe mpu 286 manueHTH Ha Bh3pacT oT 2 10 17 roguan. Tazu momymanus e Ovna
ChCcTaBeHa MPEANMHO OT Jiela ¢ JiekocTeneHeH xenaTut B. [Ipu aeua ot 2 1o 11 rogunu e npuiarana
mo3a ot 3 Mg/Kg Beaubx AHEBHO (10 MaKCHMMaHa AHEBHA Ho3a 100 MQ), a Ipy FOHOIIX Ha U Hax 12
TOWHH ¢ TIpmiarada mo3a or 100 mg Benasx nHeBHO. HeoOxommMo e Ta3u mo3a ga Onae
JOIIBIIHUTEHO MOTBpbAeHA. Pasnukara B HuBata Ha HBeAg cepoxonBepcus (nzuesBane Ha HBeAg u
HBV JIHK, c otkpuBane Ha HBeAb) mexxny mare6o 1 JaMUBYIMH HE € CTATHCTHYCCKU 3HAYUMa MIPU
Ta3u nomysamys (cnex | romuHa ca ycTaHOBeHH HUBa ChoTBETHO 13 % (12/95) cpemty 22 % (42/191);
p=0,057). Uecrorara Ha YMDD myranten HBV e Ouna cxomna ¢ HaOr01aBaHaTa Mpu Bb3PaCcTHH,
Kato e Bapupana ot 19 % na ceamuia 52 1o 45 % npu nauueHTy, JIeKyBaHU MPOABIDKUTEIHO 3a 24
Mecerna.

5.2 @apmakoKMHeTHYHH CBOWCTBA

AGcopbuus

JlamuByuH ce abcopOupa 100pe OT CTOMAIIHO-YPEBHUS TPAKT U CIIE IIEpOpaIeH MIPHUEM MPH
BBH3PACTHU HOPMAIHO JocTHra OnoHanuaHocT Mexny 80 u 85 %. CpenHoTo BpeMe (tmax) 33 JOCTUTaHE
Ha MakcuMaiiHa cepyMHa KouteHTpamus (Cmax) € okojio 1 dac cien mpuemane npes ycrata. [Ipu
MpYEM B TEPaNieBTUYHU 1031, T.¢. 100 mg BeaHBK AHEBHO, Cmax € okouo 1,1-1,5 pg/ml, xaTo Haii-
HHCKUTE u3Mepenu croinoctu ca 0,015-0,020 pg/ml.

EnHOBpeMEHHUAT pUEM Ha JITAaMHUBYIMH C XpaHa BOJM 10 3a0aBsSHE HA tmax U TIO-HUCKU CTOMHOCTH Ha
Crmax (moHmxkasane ¢ 10 47 %). Bernpeku ToBa, aOCOpOMPAHOTO KOJIMYESCTBO JIAMHUBYAMH HE CE
npoMeHs (maHauTe ca B3eTH mpu n3MepBane Ha AUC). [lo Ta3u nmpuunHa TaMUBYIUH MOXKeE Ja ce
npuema cbe WM 0e3 XpaHa.

PasnpeneneHue

IIpoBenenu ca Mpoy4BaHUs IPU HHTPABEHO3HO MPUJIOKEHUE HA JIAMUBY/IUH, IIPU KOUTO €
YCTaHOBEHO, Y€ CpeHUAT 00eM Ha pasnpezenenue e okono 1,3 1/kg. Ilpu cepyMHN KOHIIEHTpauH
Ha/[BUIIABAIIN TEPANIeBTHYHUTE, IpaduHO papMaKOKMHETHKATa Ha JAMUBYAMH MIPEICTABIsIBA TIpaBa
THUS. Y CTaHOBSIBA ce ¢1a00 CBBbP3BaHE C MIA3MEHUTE MTPOTEUHH (AIOYMUH).

OrpaHuYeHH TaHHU TIOKA3BaT, Y€ JJAMUBY/IHH HABIIM3a B [IECHTPATHATA HEPBHA CHCTEMA U JIOCTUra
nepeopo-cnunannara TedHoct (CSF). CpeHOTO ChOTHOIICHHE KOHIICHTPAIIHSI B JIMKBOP KbM CEpyMHA

KOHIICHTpaIwms, oT 2 110 4 4aca cjej nepopaieH npueM, € mpudiausurendo 0,12.

Buorpanchopmars

JlaMuBYyTMH ce eKCKpeTHpa HEMPOMEHEH NpeANMHO upe3 0b0pernure. ChliecTBYBa Malka
BB3MOKHOCT 32 METa0OJIMTHU B3aUMO/ICHCTBHS C TAMUBY/AMH, IOpaan (akTa, 4e JIeKapcTBOTO Ce
CBBp3Ba cllabo ¢ TIIa3MEHHUTE MPOTEHHHU U CaMO MaJlka 4acT OT mpuetara no3a (5-10 %) namuByauH ce
MeTaboIr3upa B YepHUS PO0.

EnumMunupane

CpenHaTa CTOWHOCT Ha CHCTEMHHS KIMPBHC Ha JIaMuBYJHH € npuoimmsutento 0,3 1/h/kg.
EnuMuHanmoHHUAT oyKHBOT € oT 18 10 19 waca. JlaMuBYIMH ce €KCKpeTHpa MPEJHUMHO TIpe3
OBOperuTe HEMPOMEHEH, Ype3 TJIoMepyJiHa QUITpaIUs U aKTUBHA CeKpenusl (OpraHuyHa KaTHOHHA
TpaHcmopTHa cuctema). Okomo 70 % oT mpueTHs TaMUBYANH C€ EKCKpeTHpa mpe3 Obopenure.
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CrelnyaiHy rpyny NallueHTH

B nmpoyuBanus npu nanueHT ¢ 0b0peyHO YBpekKAaHe € YCTAHOBEHO, Ye SIMMUHUPAHETO Ha
JaMUBYIWH € 3a0aBeHO NpU HapylieHa 0b0peuna Gpynkus. Heobxonumo e HamansBaHe Ha 103aTa
MIPH KPEaTHHUHOB KIMPBHC 1Mo 50 ml/min (Bk. Touka 4.2).

dapMakOKMHETHKATa HA JAMUBYIWH HE CE IPOMEHS B pe3yJITaT Ha YePHOAPOOHO yBpEXKIaHE.
ChIiecTBYBaT OTpaHUYCHU JJAHHU 32 (papMaKOKWHETHKATa Ha TAMUBYIUH MTPH NAIMEHTH, MTOJI0KESHU
Ha YepHOApOoOHa TpaHCIUIaHTanuA. Te mokasBar, 4e HapyIeHHeTo Ha YepHOApoOHaTa (DyHKIIHS HE
TIOBJIMSIBA 3HAUYUTETHO (hapMaKOKMHETHKATA Ha JIAMUBYAMH, OCBEH B CITy4aH, KOraTo € ChIIbTCTBA OT
HapymeHa 0b0peuHa yHKUuSI.

I[1pu marnueHTy B cTapyecka Bb3pacT (apMaKOKHHETHIHHUAT MPODHUIT Ha TAMUBYIMH MPEIoJiara, 4e
HOPMAJTHOTO CTapeeHe ChC ChITBTCTRAII CIa]] Ha ObOpeuHaTa (QyHKIHs HIMa KIMHAYHO 3HAYMM €(EeKT
BBPXY CHCTEMHATA €KCIIO3HUIIUS Ha JIAMUBY/IMH, OCBEH TIPH MAIIMEHTH C KPEATHHUHOB KIIUPHHC
mo-HuCBHK oT 50 ml/min (Bx. Touka 4.2).

5.3 IlpeakJUHHYHHU JAHHH 32 0€30MACHOCT

B IMPOBCACHU MIPOYYBaHHUA IIPH )KMUBOTHU C ITPUEM HAa BUCOKHU 103U JIAaMUBYAHH, HE C€ YCTAHOBABA
opranHa TOKCHYHOCT. [Ipy Haif-BUCOKHTE JO30BU HMBA CE€ MOBIUSBAT C1a00 MOKa3aTeTUTe Ha
0b0peuHaTa u 4epHOoApoOHATA PYHKINS, KATO B PEIKHU CIyYal C€ yCTAHOBSIBA HAMAJICHHE Ha TETrJIOTO
Ha yepHUs qpo0. HamansBaneTo Ha Oposi HA epUTPOLUTUTE U HEYTpodUiInTe ca eQeKTUuTe, 3a KOUTO €
Haﬁ-BCpOHTHO Ja ca OT KJIMHHUYHO 3HAa4YCHHUC. ITo BpEMC Ha KIIMHUYHUTEC IIPOYyYBaHHA TC3U C'B6I/ITI/I$I HEC
ca HabJI0AaBaH! YeCTo.

JlamMuBY/IMH HSIMa MyTareHeH epekT npu OaKTepHalTHUTE TECTOBE, HO KAKTO MHOTO HYKJICO3UTHH
aHaJI03H, € MOKa3aJl MyTareHHa aKTUBHOCT TPH [ATOTCHETUYHUTE TECTOBE IN VItro u mpu TecTa ¢
M1 TuMpoM. JlaMUBYAMH He € OWJI TeHOTOKCHYEH iN VIVO B 03H, BOICLIN JI0 IUIa3MEHH
KOHIICHTpAIMU 0K0J10 60-70 MbTH MO-BUCOKHU OT KIMHUYHO OYaKBaHUTE IIa3MeHU HuBa. Thil KaTo
MyTareHHaTa akTHBHOCT Ha JJAMUBYUH IN VItro He ¢ Ouia MoTBbpACHA MPHU OMUTH IN VIVO, CTUTHATIO
ce € 710 3aKJII0YCHUETO, Y€ IAMUBYIMH He O TPIOBAIO Ja MPEACTABIIABA PUCK OT TEHOTOKCHYHOCT
IPH TALMEHTH, KOUTO CE JICKYBaT C HETO.

IIpu mpoy4uBaHus BbPXY PENPOLYKTUBHOCTTA MIPH KUBOTHU € YCTAHOBEHO, Y€ HsIMA JJaHHU 3a
TEPaTOreHHOCT Ha JIAMUBYAMH, KAKTO U 32 €(DEKTH BbPXY MBKKUS HIIH KEHCKUS (PEPTUITUTET.
JlaMuBYTMH ITpeJM3BUKBA TOBHUIIABAHE HA YECTOTATa Ha CIIydanuTe Ha paHHA eMOpHOHATHA CMBPT MIPH
npuiarane Ha OpeMeHHH 3alIH [TPYU HUBA Ha €KCIIO3MIIUS, TOJJOOHH Ha ITOCTUraHaTUTe mpu xopa. He
ca yCTaHOBEHH 1O100HM JaHHU NIPH TUTBXOBE JOPHU PU MHOT'O BUCOKH CUCTEMHH €KCIIO3ULHH.

Pe3ynTaTI/ITe OT MpOYYBaHMUs 3a KAHICPOTCHHOCT P MHUIIKU U INTBXOBEC 3a ABJIBI IEPUOA OT BpEME
HC Ca NOKa3aJIM KaHICPOIr€HCH MOTCHIIUAI 34 JIAMUBYIWH.

6. DAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha IOMOIIHHUTE BeLIeCTBA

3axapo3sa (20 % wiv)

Merun napaxuapokcudensoat (E218)
IMpornun mapaxuapokcubensoar (E216)
JlumoHneHa kucenuHa (0e3B0IHA)
[ponunenrmukon (E1520)

Harpues uurpar

N3KkycTBEH Aro10B apomMaT

W3kycTBeH OaHaHOB apoMar
IIpeuncrena Boga
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TOOUHU

Crnen mbpBo oTBapsiHe: 1 Mecen

6.4 CnenmuajJHM yCJI0BHUS HA ChbXpaHeHHUe

[a He ce cpxpansaBa Hax 25°C.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTa

Henpo3spauna 0si1a OyTriKa oT moaueTuieH ¢ Bucoka mrsTHocT (HDPE) ¢ monunponuneHosa
3alIMTeHa OT Jena 3amymanka. OnakoBkara ChIbpiKa ChIIO MOJUETUIICHOB aIalTOp 32 arIuKaTop 1
nepopaieH artukarop ot 10 ml, cberosi ce oT moaumponuiIeHoB peseproap (rpamyupad B ml) u
HOJIMETUIIEHOBO OyTaio. [lepopamHHUAT arTMKaTop € MpeHa3HadeH 3a TOYHO U3MEpBaHe Ha
npeAnucanara J1o3a nepopaieH pa3TBop.

OmakoBkara chabpska 240 ml mepopasieH pa3TBOp Ha JJaMUBYTHH.

6.6 CnenmajaHu NpeaNa3sHu MEPKH NMPHU U3XBBPJIsSTHE

Hewnsnomn3panust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUaJId OT HETO Tpﬂ6Ba Ja CC U3XBBPJIAT
B CBbOTBETCTBHUEC C MECTHUTC U3HUCKBAHU.

7. HPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12 Riverwalk

Citywest Business Campus
Dublin 24

Upnanaus

D24 YK11

8. HOMEP HA PA3SPEIHIEHUETO 3A YIIOTPEBA

EU/1/99/114/003

9. JATA HA ITbPBO PA3PEIIABAHE/IIOJTHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ara Ha mppBo paspemasane: 29 o 1999 r.

Jlata Ha nocneaHo noaHoBsiBaHe: 23 roHu 2014 T.

10. [ATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoxpo6Ha nH(popMalIus 3a TO3U JICKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus mo jekapcTeata http://www.ema.europa.eu
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MNPUJIOKEHHE II

MMPOU3BOUTEJ (M), OTTOBOPEH(HH) 3A
OCBOBOXJABAHE HA ITAPTHIH

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUA 1 U3BUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A. NPOU3BOJUTEJI(H), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTHU/ U

Hme n aapeC HAa MPOU3BOAMTCIINTE, OTTOBOPHU 34 0CB060)KI[3B3HC Ha NapTUuauTe

Ounmupana TadyeTka:

Delpharm Poznan Spotka Akcyjna
ul. Grunwaldzka 189

60-322 Poznan

[Tonmia

Tlepopanen pa3rBop:

GlaxoSmithKline Trading Services Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

D24 YK11

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPsIOBA 1a ChbPKa HMETO U ajpeca Ha
MPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXTaBAHETO HA ChOTBETHATA TAPTHIA.

b. YCJIOBUSA NN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA
JlekapCTBEHUST MPOAYKT CE OTIYCKa MO OrPaHUUCHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTika Ha IPOJIyKTa, Touka 4.2).

B. JPYI'M YCJIIOBUA U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
o IMepuoanyHu aKTyaau3upaHu Jokaaau 3a 6ezonacHoct (ITAJIB)

WzuckBanwusra 3a mogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npeasuzes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CJI€ABAIIN aKTyJIN3ALIH, ITyOJUKYBaHU HA €BPOIIEHCKUS
yeOropTa 3a JeKapcTBa.

. YCJI0BHUs WJIN OI'PAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

Henpunoxumo
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MNPUJIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA OITAKOBKA 3A TABJIETKHUTE: kytus ¢ 28 Tadnerku, kKyrus c 84
Ta0JIeTKH

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Zeffix 100 mg ¢punMupanu tabaeTkn
JaMUBYIUH

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpabpika 100 mg naMuByauH.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

28 dhunMupaHu TabIETKH
84 punmupanu TabneTku

‘ 5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npoveTreTe JIMCTOBKATA.

IlepopanHo npuioxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT ITIOIVIEJA U TOCETI'A HA JEITA

I[a CC CbXpaHsBa Ha MACTO HEAOCTBHITHO 3a ACLa.

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHELUWAJIHU NPEAINTAZHU MEPKMU ITPU U3XBBPJSIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIN OT

11. MME U AJPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Hpnannus

D24 YK11

12.  HOMEP(A) HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/99/114/001 28 TabneTku
EU/1/99/114/002 84 tabnerku

13. TMAPTHUJIEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUSI 3A YIIOTPEBA

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA

zeffix 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP - JIBYUSMEPEH BAPKO/{

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE U JIEHTUTE

KyTHA ¢ 28 TadaeTku, KyTus ¢ 84 TadjaeTKku

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Zeffix 100 mg tabaerkn
JaMUBYIUH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

IMaptunen Ne

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA BYTUJIKATA C IIEPOPAJIEH PA3TBOP

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Zeffix 5 mg/ml mepopanen pasreop
JIaMHBYTHH

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcekn MUTUIUTED HNEpOpaJIEH pa3TBOP ChABPXKA 5 MJ TaMUBYIHUH.

| 3.  CHOUCHK HA HOMOUIHUTE BEIECTBA

Chbappika chlIO:
3axap (3axapo3za), HaTpuii, mponmnenrankon (E1520), koHcepBaHTH: METHI MapaxuAPOKCHOCH30aT
(E218) u nponun mapaxuapokcubensoar (E216).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Bcesika OyTrika ceabpika 240 ml nepopainen pasTBop.
OmnakoBKaTa ChIbpiKa MEPOpajeH arTuKaTop.

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npoveTreTe JIMCTOBKATA.

IlepopanHo npuiioxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT ITIOIVIEJA U TOCET'A HA JEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

I[a CC U3XBBPJIM €AUH MCCCIL CJIC MBbPBOTO OTBAPAHEC.
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 25°C.

10. CIHEHNUWAJIHU NPEAINA3HU MEPKH ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. MME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Wpnannus

D24 YK11

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/99/114/003

13. TMAPTHUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUSI 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAJIOBA A3BYKA

zeffix 5 mg/ml

‘ 17. YHUKAJIEH HAEHTUH®UKATOP - JIBYUSMEPEH BAPKO/{

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTU®UKATOP - JTAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA C IIEPOPAJIEH PA3TBOP

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Zeffix 5 mg/ml nepopanen pastsop
JAMUBYIUH

2. OBSIBSABAHE HA AKTUBHOTO/UMTE BEINECTBO/A

Bcekn MUTUIUTED HNEpOpajIeH pa3TBOP ChABPXKA 5 MY TaMUBYIHH.

‘ 3. CIIUCBK HA IOMOIIHUTE BEIIECTBA

Chappika chUIO:
3axap (3axapo3a), Hatpuii, nmpormienraukol (E1520), koHcepBaHTH: METHII MAPaXHIPOKCUOEH30aT
(E218) u nponun mapaxuapokcubensoar (E216).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

Bcesika OyTrika cpabpixa 240 ml nepopainen pasTBop.

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXK/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.

IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSACTO JAJIEY OT INOIVIEAA U TOCEI'A HA IELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

I[a CC U3XBBPJIM €AUH MCCCL CJIC MBbPBOTO OTBAPAHEC.

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

[a He ce cbxpansBa Hax 25°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELUWAJIHU NPEANNAZHU MEPKMU ITPU U3XBBPJSIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT

11. UME U AJPEC HA TIPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Wpnannus

D24 YK11

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/114/003

13. TMAPTHUJIEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUSI 3A YIIOTPEBA

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA

‘ 17. YHUKAJIEH HIEHTUHO®UKATOP - JIBYUSMEPEH BAPKO/{

‘ 18. YHUKAJIEH WIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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b. IUCTOBKA
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JIncroBKa: I/IH(I)OpMaHPlﬂ 3a manMeHTa

Zeffix 100 mg ¢puamupann TadJaeTKu
namuByauH (lamivudine)

IIpoyeTeTe BHUMATEIHO IAJIATA JHCTOBKA MPEAU 1a 3aM04YHeTe /12 IpHeMaTe TOBA JIeKapCTBO.

- 3anazere Ta3u JUCTOBKA. MoOXKe /1a ce HANOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HIKaKBH JIOTBIHUTETHA BBIIPOCH, TTonhTaiiTe Bamms nekap wiu GapmarieBT.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Mmoxe
Jla M HaBpeJv, HE3aBUCHMO Ue TIPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.

- AKO TIONTyYuTe HAKAKBU HEXKEJIAHU Peakiluu, yBeJoMeTe Bammus ekap wiu dapmarent. ToBa
BKIIFOYBA M BCHYKH BH3MOKHU HEXKEIaHW PEaKINH, HEONMMCAHH B Ta3M JINCTOBKA. BrokTe
TouKa 4.

KakBo chabpika Ta3u JUCTOBKA!

Kakso npencrasimsasa Zeffix u 3a kakBo ce usnosssa

Kakso Tpsi6Ba na 3Haere, npeau na npuemere Zeffix

Kak ma mpuemare Zeffix

BB3MOKHH HEXETaH! Peakiuu

Kak na cexpansBare Zeffix

ChrbprkaHue Ha OTMIAKOBKATA U TOMBJIHUTEIHA HHPOpMAIIUS

Uk wd P

1. KakBo npeacraBiasiBa Zeffix u 3a kakBo ce u3nosssa
AxtuBHOTO BemiecTBo B ZeffiX e mamuBy nuH.

ZeffiX ce n3moJi3Ba 3a JieyeHHe HA TbJITOCPOYHA (XPOHNYHA) HH(EKIMs ¢ BUPyca HA XenaTut B
NPH Bb3PaCTHH.

Zeffix e mpoTUBOBUPYCHO JICKAPCTBO, KOETO MOTUCKA BUPYCa HA XENATUT B ¥ NpUHAICKH KbM TpyIa
JIeKapCTBa, HAPCUCHU HYKIEO3UOHU AHAN03U UHXUOUmMopu na oopamnama mpanckpunmaza (HAUOT).

Bupycht Ha xenmatut B nH]exTHpa uepHuS qpod U MpUYHHSABA IBITOCPOYHA (XpOHUYHA) HH(PEKIIHS,
KaTO MOYKE J1a JIOBEIE /10 YepHOApOOHO yBpexkaaHe. Zeffix Morke Jja ce U3MoI3Ba pu Xopa, YUiTo
4epeH Apod e yBpeJieH, HO Bee MaK (YHKIMOHHUPA HOPMAIHO (KOMIIEHCHPAaHO YepPHOAPOOHO
3a0oJisiBaHe) U B KOMOHMHAIINS C IPYTH JIEKapcTBa MPU XOpa, YHHTO YepeH JApo0 € yBpeIeH U He
(YHKIIMOHUPA HOPMAITHO (JEKOMIIEHCUPAHO YePHOAPOOHO 3a00MsBaHE).

Jleuenneto cbe Zeffix Morke 1a Hamanu Oposi Ha BUPYCHHUTE XenatuT B wactuim B oprann3ma. ToBa
HaMaJIsiBa yBPEKAaHUATA HA YePHUS Ipo0 U moodpsiBa HeroBara GpyHkuus. He Bcumuku xopa
OTroBapsIT Ha JieueHHeTo che Zeffix ennakpo. Bamust niekap 1ie npociesiBa eeKTHBHOCTTA Ha
JedeHueTo By upe3 peoBHO U3cieaBaHe Ha KPBBTA.

2. KakBo Tpsa6Ba 1a 3Haete, npeau aa npuemere Zeffix

BammsT nexap tpsOBa na Bu npennara koHcynTanuu u nciaenBanus 3a uHpexus ¢ XUB mpenu na
3al0YHETE JICUEHNETO Ha XenaTut B I/IH(beKHI/IHTa C JJaMUMBYAVH U 110 BPEMC Ha JICUCHUETO. Axo cte
3apa3eHu win ce 3apasute ¢ XMB, BuxTe Touka 3.

He npuemaiite Zeffix

° aKO CTE aJIePrU4HM KbM JIAMUBYJUH WIH KbM HIKOSI OT OCTAHAJIUTE ChbCTABKU Ha TOBA
neKapcTBO (u3bpoenu 6 mouka 6).

= O6bpHeTe ce KbM Bammus Jiekap, ako cMsTarte, ue TOBa ce OTHAcCs 3a Bac.
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Ipexynpexnennsi u NpeanasHu MepKU

Ipu usixou xopa, npuemantu Zeffix wnm npyru nogoOHU eKapcTBa, PUCKBT OT CEPHO3HU HEXKETaHU

peakiuu € nopuilieH. TpsiOBa j1a Mmo3HaBaTe JOITBIHUTEIHUTE PUCKOBH (PaKTOPH:

®  aKo HSAKOra CTE MMAJH JIPYT BUJl YePHOAPOOHO 3a00asiBaHe KaTo xenatur C

®  aKoO CTe C TOJIIMO HATHOPMEHO TerJio (0COOEHO aKko CTe JKeHa).

= O6cbaere ¢ Bamusi ekap, ako cMsiTaTe, 4e HAKOE OT IOCOYEHHUTE MO-rope TBbPAEHHs ce
otHacs 10 Bac. Moxe 1a e He0OXOIUMO TIPOBEXIAHE HA JIOMTBIHUTEITHU TPETIIC/IH,
BKJIFOUUTEITHO U Ha KPHBHU M3CJICJBAHUS, JOKATO MPUEMATE JICKapCTBOTO. BukTe TOUKa 4 32
oBe4e HGopMaIysi OTHOCHO PHCKOBETE.

He cnimpaiite npuema Ha Zeffix 6e3 na cte ce mocbBeTBanu ¢ Bamus Jiekap, Thil KaTo ChIECTBYBa
PUCK XemaTUTHT ja ce Bromru. Clies] criipaHe Ha JISYeHHETO TPSIOBa Ja OCTaHEeTe MO/ JeKapCKO
HaOII0IeHNe 3a Haii-Manko dyetnpu mecena. Llle Bu ce B3umaT kpbBHHU Tpo0H, 32 J1a Ce YCTAHOBU JIAJTH
vMa TOBHUIIIABAaHE HA HUBATa HA YEPHOAPOOHUTE SH3UMH, KOETO MOXKE Jla O3HAaYaBa yBPEKIAHE Ha
yepHus Apo6. BkTe Touka 3 3a moBede HHGOPMAIHSI OTHOCHO TOBa, Kak 1a npuemate Zeffix.

Ila3zere gpyrure xopa

Xenatut B nHdpeknuaTa ce npenasa upe3 CEKCyaleH KOHTAKT ¢ HAKOH, KOMTO € MH(eKTupaH, Win

4pe3 3apa3eHa KpbB (HapuMep upe3 M3MO0A3BaHe Ha €JHU M ChIIU UK 32 HHKekiwn). Zeffix ne

MOXeE Jja CIIpe MpelaBaHeTo Ha MHEKIHUITa Ha APYTH X0pa. 3a Ja MpeArna3uTe Ipyry xopa ot

3apa3sgBaHE C BUpyca Ha Xenarur B:

e  H3mouasBaiiTe mpe3epBaTUB, KOraTO UMATE OPAJIEH MOJIOB KOHTAKT WJIH MOJOB KOHTAKT C
IIPOHUKBAHE.

e He cb3naBaiiTe puCK OT NpeJaBaHe N0 KPbBEH BT - HAPUMED, HE pa3MEHsITe UTiu.

JApyrn nexapcrBa u Zeffix

Tpsi0Ba na kaxere Ha Bamms nexap uim GapmaiesT, ako IpueMare, HaCKOpO CTe MPUEMallH WIH €
BB3MOXHO J1a PHEeMaTe APYTH JIEKapCTBa, BKIIOUUTEIHO OMIIKOBH JICKapCTBa WM IPYTH JIEKApCTBa,
KOMTO CTe CH Kynuiu Oe3 perenra.

He 3abpassiiTe na kaxere Ha Bamus nexap wiu GpapmaneBT, ako 3alloYHeTe Jia IprueMaTe HOBO
JIEKapCTBO, JOKATO cTe Ha JieueHue cbe Zeffix.

CregHnTe JIeKapcTBa He TPSIOBA /1a ce MPUEMAT eIHOBPeMeHHO cbe Zeffix:
e JexapcTBa (OOMKHOBEHO B TeuHa (popMa), ChAbPIKAILM COPOUTOI U APYTH 3aXapHH AJIKOXOJIU
(KaTo KCUIIMTOJ, MAaHUTOJI, JIAKTUTOJI MJIM MAJITUTON), aKO CE€ IPUEMAT PEOBHO
® JIpyTH JIEKAapPCTBAa, ChIbPKALIY JIJAMUBYIMH, U3IIOJI3BaHU 3a JjeueHue Ha XU B undexuus
(mapuuana omie nHdekuus ¢ Bupyca Ha CIIMH)
e eMTpHUIUTAOWH, U3MOJ3BaH 3a ieueHre Ha XUB nnu xematur B nndexnus
e KJaapuOMH, U3MOJI3BAH 32 JICUEHHE HA KOCMATOKJIETbYHA JIeBKeMHUSl.
=  TpnoBa 1a kaxere Ha Bamus jJexap, ako cTe Ha JICYCHUE C HAKOE OT MOCOYCHHUTE MO-TOPEe
JIeKapCTBa.

Bpemennoct

Axko cTe OpeMeHHa, cMsITaTe, Ye MOXKe J1a cTe OpeMeHHa WK IJIaHupaTe OpeMEHHOCT:

=  Oo0cbaere ¢ Bammust ekap prickoBeTe 1 noisute ot npuema Ha Zeffix mo Bpeme Ha Bamrara
OpeMeHHOCT.

He cnimpaiite edenneTo cbhe Zeffix 6e3 cpBeta Ha Bamms siekap.

Kbpmene

Zeffix moxe /1a mpeMuHe B KbpMaTa. AKO KbPMHUTE WM CMSITATE J1a KbPMUTE:
=  Koucyarupaiite ce ¢ Bamms sekap, npeau aa npuemare Zeffix.
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Ilodupane u padoTa ¢ MAIIMHH
Zeffix moxxe ma npenn3Brka ymMmopa, KOSTO J1a 3acerne BammaTa criocoGHOCT 3a modupane win pabora
C MallliHHU.

= He modupaiite 1 He paboTETe ¢ MAIIMHU, OCBEH aKO CTE€ CHUTYPHH, Y€ HE CTE 3aCETHATH.

Zeffix cbabpka HaTpuii
ToBa sekapcTBO ChabpiKa Mo-mMajiako oT 1 mmol vatpwuii (23 mg) Ha TabieTka, T.e. MOXe Ja ce KaxKe,
Ye IPaKTHIECKH HE ChbprKa HATPHH.

3. Kak na npuemare Zeffix

Bunarn npuemaiiTe TOBa JJeKapcTBO TOYHO KaKkTo Bu e kazan Bammar jgexap. Axo He cTe
CUTYpHH B Helo, monuTaiite Bammus nexap unu gpapmanesT.

IMonabp:xaiiTe pefoBHa Bpb3ka ¢ Bamus jexkap

Zeffix momara 3a kouTposupane Ha Barrata xematut B undekuus. TpsOBa qa mpuemare JIeKapcTBOTO

BCEKH JIeH, 3a Ja KOHTpOIMpaTe NHPEKIUATa U Aa BB3IPEISITCTBAaTE BIOIIaBaHe Ha BameTo

3aboisBaHe.

=  TloaabpikaiiTe peqoBHa Bpb3Kka ¢ Bammus jiekap u He cnupaiiTe mpuema na Zeffix 6e3
KOHCYJITAaIHA C JIeKapsi.

Kaksa n03a 1a npuemare
Oonuaiinara no3a Zeffix e exna radaerka (100 mg 1aMuByArH) BeIHbK JTHEBHO.

Ako umare mpobnemu ¢ Op0pennte, BammsaT nekap Mmoxe na Bu npeanuine mo-aucka go3a. Mma
Zeffix mox hopmara Ha nepopajeH pa3TBOp 3a XOpa, KOUTO UMAT Hy)Ka OT IO-HHCKa 1033 OT
oOnyJaifHaTa WK 32 XOpa, KOUTO HE MOTaT J]a TIpueMar TabIeTKH.

= ToBopere ¢ Bammus aekap, ako ToBa ce oTHacs 3a Bac.

IanueHTH, KOMTO €A 3apa3eHH WM MOXKe [1a ce 3apa3aT u ¢ XUB

AKko cTe 3apa3eHu wiu ce 3apasute ¢ XVB u He ce npoBex/ia JieYeHHE C JISKapCcTBa 3a Ta3u UHQEKIHS,
JIOKAaTo B3MMaTe JIAMUBY/IMH 32 JieueHue Ha nHpeKnusTa ¢ xenatut B, upycst XMB Moxe na crane
PE3UCTEHTEH KbM HAKOMU JieKapcTBa cpelry XVB u eueHueTo cpelry Hero a cTaHe mo-TpyaHo.
JlamuByTMH MO>Ke Jla ce U3M0N3Ba U 3a JiedeHne Ha nHpeknus ¢ XVB. ['oBopere ¢ nekaps cu, ako
umate napexnus ¢ XMB. Bamust iekap moxe na Bu nexyBa ¢ Apyro JiekapcTBo, KOETO ChAbPIKa M0-
BHCOKa JI03a JJAMUBYIMH, 00MKHOBeHO 150 MQ 1Ba bTH AHEBHO, Thil KaTo Mo-HUCKaTa g03a (100 mg)
JTaMUBYJIUH HE € I0CTaTh4HA 3a JieueHne Ha nHpekusTa ¢ XVMB. Ako ce muaHupa nmpoMsiHa Ha
neuenuneto Bu cpemry XVB, mepBo 00chaeTe Ta3u npoMsiHa ¢ Bamms nekap.

= ToBopere ¢ Bammus gekap, ako ToBa ce oTHacs 3a Bac.

I'sniraiiTe TabneTKaTa 1151a, ¢ Boda. Zeffix Moke ma ce mpuema che win 6e3 XpaHa.

AKO cTe Ipuesiu moBeye oT HeodOxoaumara no3a Zeffix

Axo cityuaiiHO mpueMeTe npekaieHo Bucoka jno3a Zeffix, ysenomere Baruust nexap nnu hapmareBt
wim ce obasere Ha bbpp3a nomout 3a JomeiHKUTENEH cbBeT. [Tokakere nm onakoBkata Ha Zeffix, ako e
BB3MOXKHO.

AKo cTe mponycHaau aa npueMete Zeffix

AKoO cTe npoItycHalIu Jja IPUEMETE HIKOA 1032 OT JIEKapCTBOTO, IPHUEMETE 5 BeJlHara, CjIej] KaTo CU
cnomHute. Cries; ToBa npoabipkeTe BameTo nedenne kakro npeau. He B3emaiite aBoiiHa 103a, 3a 1a
KOMIIEHCHpaTe MpoITycHaTaTa J03a.

He cnimpaiiTe npuema na Zeffix
He tpsi6Ba na cimpare npuema Ha Zeffix, 6e3 na cre ce koncynrupanu ¢ Bamms nekap. Mima puck ot
BiiomaBane Ha Bamus xenarut (suoicme mouxa 2). Korato cnpere npuema Ha Zeffix, Bamusr nekap
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e Bu mpociemsiBa 3a Haii-MaJIKo YETHPH Mecelia, 3a Jia IPOBEPH 3a €BEHTyaIHU Ipodiemu. Tosa
03HaYaBa B3MMaHE Ha KPBBHU MPOOH, 32 J1a Ce MMPOBEPH €BEHTYaJTHO MOBHIIIABaHE HA HUBATa Ha
YEPHOAPOOHUTE EH3UMH, KOSTO MOJKE JIa TTOKa3Ba yBpEeXkIaHe Ha YSpHUS IPo0.

4, Bb3MoKHY HeKeJIaHU peakiun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IIPEAN3BHUKA HEXKECIaHN p€aKIUK, BBIIPEKU Y€ HE
BCCKH T'U IIOJTy4aBa.

Hesxxenanute peakunu, JOKIaJBaHA Y€CTO 0 BpeMe Ha KIMHUYHHUTE poyuBaHus cbe Zeffix ca
yMopa, MH()EKLIUHN Ha TUXaTeJIHUTE IbTHIIA, HEIPHUITHO yCeIlaHe B IbPJIoTo, TIaBodonue,
JuckoM$opT 1 OOJIKK B CTOMaxa, raJieHe, IOBphIIaHe U AUapus, TOKauBaHe HA HUBOTO HA
YEPHOPOOHUTE SH3UMH U Ha €H3UMHU, IIPOU3BEKIAHU B MYCKYJIHTE (8uaicme no-0ony).

AJlepruvHa peaxkuusi
AJepru4yHuTe peakuuu ca peaku (Morat ja 3acersat 1o 1 Ha 1 000 nanuentn). [Ipusnanure
BKJIIOYBAT:
e [I0/yBaHE Ha KJEMayuTe, JULETO UIIN YCTHUTE
e  3aTpyJIHEHO MperIbIlaHe WiIn AULIaHe.
=  He3abaBHo ce cBbp:KeTe ¢ Bammus Jekap, ako noixyuure Te3u cumntomu. Cripere mpuema
Ha Zeffix.

HexeslaHu peakium, 3a KOUTO ce CUMTA Ye ca npuunHenn ot Zeffix

MHoro yecta Hexkes1aHa peaknusi (Moxe /1a 3acerHe nmoseve ot 1 Ha 10 manueHTH), KOATO MOXKE 1
ce Ha0I0AaBa B KPbBHUTE U3CIICIBAHUS €:
® [IOBHIABAaHE HA HUBOTO HA HAKOU YEPHOAPOOHH CH3UMU (mpaHcamunasu), KOETO MOXe 1a e
NPU3HAK 32 Bb3MAJICHUE WIN YBPEKAaHEe HAa YEPHUS IpoO.

Yecra HexkeraHa peakuust (Moxe ja 3acerde 10 1 Ha 10 marueHTn) e:
e MYCKYJIHO CXBalllaHEe U MYCKYJIHHU OOJIKU
®  KOKEH OOpHB WJIM YPTHKAPHs, KbJIETO H JIa € TI0 TAJIOTO.

YecTa HexkelaHA peaKIus, KOSITO MOXeE Jla ce HaOM01aBa B KPbBHUTE U3CJIC/IBAHMUS €.
e [IOBHIIABAHE HAa HUBATA HA CH3UM, IPOU3BEKIAH B MycKyIuTe (kpeamun ¢ocgoxunasa),
KOETO MOJKE J1a € MPU3HAK 32 ThKaHHO YBPEXKIaHE.

MHoro psaaka HexeaaHa peakumsa (Moxke 1a 3acerae A0 1 Ha 10 000 maunenTn) e:
e JIaKTaTHa aIy/03a (O-TOJIIMO KOJIMYECTBO MJICYHA KHCEIIMHA B KPBBTA).

JApyru He:xeJ1aHM peakuuu
Jlpyru HeXXenaHu peakiuy ca HaOJIr0JaBaHy IPU MHOTO MaJIbK OpOii XOpa, HO TOYHATa UM 4ecToTa He
€ U3BECTHA.
e  pa3majaHe HAa MYCKyJIHAaTa ThKaH
e  BJIONIABaHE HA YEPHOIPOOHOTO 3a00sIsiBaHe cie/ crupane npuema Ha Zeffix wiu no Bpeme Ha
JICYEHHUETO, aKO BUPYCHT Ha XenaTtuT B crane pesucrenten Ha Zeffix. Toa moxe na Obe ¢
(atasieH U3X0. MpH HIKOH XOpa.

Hexenana peakiys, KOSITO MOXe Jla ce HaOJIr0JaBa B KPbBHUTE U3CIICBAHMS, €:
® [OHIKAaBaHE HAa OpOs Ha KIICTKUTE, KOUTO y4acTBAT B KPhBOCHCHPBAHETO
(mpomboyumonenus).

AKO MOJyYNTe HAKAKBA HeXKeJIaHa peaKkuus
=  VBenomere Bammus gexap wim papmaneBT. ToBa BKIFOUBa BCUYKH BE3MOKHU, HEOITMCAHU B
Ta3M JIMCTOBKA HEXKEIAHN PEAKIIHH.
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Cho011aBaHe HA HesKeJIAHH peakuu

AKO TIOJTyYuTe HAKAKBU HEXEJIaHU JICKAPCTBCHH PEaKINU, yBeqoMeTe Bamms nexap nin hapMmarieBT.
ToBa BKJIFOUBa BCUYKH Bb3MOKHH HEOTMCAHH B Ta3M JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOIINTE HEXKENAHU PEeaKIUK JUPEKTHO Upe3 HAIMOHAIHATA CHCTEMA 32 ChOOIIaBaHe, TOCOYEHa B
IIpunoxenne V. Kato cro0maBare HeXXeIaHA PEaKIInK, MOXKETE Ja TaJeTe CBOSI MPUHOC 3a
MoJTyYaBaHe Ha MoBeue HHPOpMaIMsg OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na coxpansiBate Zeffix

I[a CC€ CbXpaHsaBa Ha MACTO, HEAOCTBITHO 3a JICIa.

He u3znon3aiite TOBa JICKapCTBO CJIE CPOKaA HAa TOHOCT, OTOEA3aH BbPXY KapTOHEHATA OMAaKOBKA U
ommcrepa.

[a ne ce cexpansa Hax 30 °C.

He uzxBbprsiiTe nekapcTBaTa B KaHATU3AIUATA WIH B KOHTEHHEPA 3a TOMAITHHU OTIIa IbITH.
[Momuratite Bamus apMaleBT Kak Ja U3XBHPIATE JIEKapcTBaTa, KOUTO Beue He u3nonseare. Tesn
MEpKH 1€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATa cpefa.

6. Chbabp:kaHue HA ONIAKOBKATA M I0MbJIHUTETHA HHpopManus

KakBo cbabpixa Zeffix

AKTHBHOTO BEIIECTBO € JaMHBYAMH. Besika punmupana tabnerka cbabpxka 100 Mg raMuBy iuH.
Hpyrure cbcTaBKH ca: MUKPOKPHCTAIHA LETyJI03a, HATPUEB HUIIIECTEH TIIMKOJIaT, MarHe3HeB cTeapar,
XHUIIPOMEJI03a, TATAHOB TUOKCH I, Makporoi 400, moymcop6at 80, CHHTETHUEH JKBJIT U YSPBEH XKeJIe3eH
OKCH/I.

Kaxk m3rnexaa Zeffix u kakBo chabpska onakoBKara

Zeffix punmupann TabieTKu ce Ipeiara B 3alUTeHH CPElly OTBapsSHEe OMaKOBKH, ChIbPIKAIIH
osiuctepu ot donno ¢ 28 wiu 84 tabnetku. TabieTkuTe ca JBOMHOU3IIBKHAIIN, CBETIIOKA(IBY HA I[BAT,

¢ ¢opMma Ha KaricyJia ¥ rpaBupas Hagnuc ,,GX CG5“ Bbpxy efHara cTpaHa.

He Bcuuku BHI0BE OIIAKOBKH MOTaT jJa ObJIAT MyCHATH Ha Ma3apa BbB Baiara gbpixasa.

IIpousBoaguren IIpuTesxkaTes Ha pa3peLIeHUETO 32 yoTpeda
Delpharm Poznan Spotka Akcyjna GlaxoSmithKline Trading Services Limited
ul. Grunwaldzka 189 12 Riverwalk
60-322 Poznan Citywest Business Campus
[Tosma Dublin 24
Upnannus
D24 YK11

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TO3H JICKAPCTBCH MPOJAYKT, MOJI CBBPIKETC CC C JIOKAJITHUA
MNPEACTABUTCII HA NPUTCIKATECIIA Ha pa3pClICHUCTO 3a yHOTpe6a:
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Belgié/Belgique/Belgien
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Tél/Tel: + 32 (0) 10 8552 00

Bbbarapus
GlaxoSmithKline Trading Services Limited
Ten.: + 359 80018205

Ceska republika
GlaxoSmithKline s.r.o.
Tel: + 420 222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf.: + 4536 35 91 00
dk-info@gsk.com

Deutschland

GlaxoSmithKline GmbH & Co. KG
Tel.: + 49 (0)89 36044 8701
produkt.info@gsk.com

Eesti
GlaxoSmithKline Trading Services Limited
Tel: + 372 8002640

EAirGoda
GlaxoSmithKline Movorpécmnan A.E.B.E.
TnA: + 30 210 68 82 100

Espafia
GlaxoSmithKline, S.A.
Tel: + 34 900 202 700
es-ci@gsk.com

France

Laboratoire GlaxoSmithKline
Teél: +33(0)1 3917 84 44
diam@gsk.com

Hrvatska
GlaxoSmithKline Trading Services Limited
Tel: + 385 800787089

Ireland
GlaxoSmithKline Trading Services Limited
Tel: + 353 (0)1 4955000

island
Vistor hf.
Simi: + 354 535 7000

Lietuva
GlaxoSmithKline Trading Services Limited
Tel: + 370 80000334

Luxembourg/Luxemburg
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Belgique/Belgien

Tél/Tel: + 32 (0) 10 85 52 00

Magyarorszag
GlaxoSmithKline Trading Services Limited
Tel.: + 36 80088309

Malta
GlaxoSmithKline Trading Services Limited
Tel: + 356 80065004

Nederland
GlaxoSmithKline BV
Tel: + 31 (0)33 2081100

Norge
GlaxoSmithKline AS
TIf: + 47 22 70 20 00

Osterreich

GlaxoSmithKline Pharma GmbH
Tel: + 43 (0)1 970750
at.info@gsk.com

Polska
GSK Services Sp. z 0.0.
Tel.: + 48 (0)22 576 9000

Portugal

Glaxo Wellcome Farmacéutica, Lda.
Tel: + 351 21 412 95 00
FI.LPT@gsk.com

Romania
GlaxoSmithKline Trading Services Limited
Tel: + 40 800672524

Slovenija
GlaxoSmithKline Trading Services Limited
Tel: + 386 80688869

Slovenské republika

GlaxoSmithKline Trading Services Limited
Tel: + 421 800500589
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Italia Suomi/Finland

GlaxoSmithKline S.p.A. GlaxoSmithKline Oy

Tel: + 39 (0)45 7741 111 Puh/Tel: + 358 (0)10 30 30 30

Kvbzpog Sverige

GlaxoSmithKline Trading Services Limited GlaxoSmithKline AB

TnA: + 357 80070017 Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

Latvija

GlaxoSmithKline Trading Services Limited
Tel: + 371 80205045
IIaTa Ha IMOCJCIHO NMpepasrjaekaaHe HA JIMCTOBKaTa

[MonpoOHa nH(opMaIUs 3a TOBA JIKAPCTBO € MPEAOCTaBeHA Ha yeOcaiita Ha EBponelickaTta areHius
1o JiekapcTBata http://www.ema.europa.eu
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JIncroBKa: I/IH(I)OpMaHPlﬂ 3a manMeHTa

Zeffix 5 mg/ml nepopasien pa3TBop
namuByaud (lamivudine)

IIpoyeTeTe BHUMATETHO IAJIATA JIMCTOBKA MPEAN 1A 3aMI0YHETe 1a MPpUeMaTe TOBA JIEKAPCTBO.

- 3amasere Ta3u JUCTOBKA. MOJKe /1a Ce HAJIOXKH JIa Sl MPOYETETE OTHORO.

- AKO UMaTe HAKAaKBH JONbIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap win GpapMmarieBT.

- ToBa nekapcTBO € mpeanucano InyHo Ha Bac. He ro mpeoTcrhiBaiite Ha Apyru xopa. To Moxe
Jla M HaBpeJy, HE3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo Bamure.

- AKO MoJTyYuTe HIKAKBU HEeXXEJAHU Peakinu, yBegaomere Bamms nekap winn papmanent. ToBa
BKIIFOYBA ¥ BCHYKU Bh3MOXKHU HEXKEITAHU PEAKIIMU, HCOITUCAHU B Ta3u JIMCTOBKa. BrkTe
TOuKa 4.

KakBo cbIbpika Ta3H JUCTOBKA:

Kaxkso npencrasnsBa Zeffix u 3a kakBo ce n3nosi3sa

KaxBo Tpsi6Ba na 3Haere, mpenu na npuemere Zeffix

Kak na nmpuemare Zeffix

BB3MOXHU HEXKETaHU PEAKLUU

Kak na cexpansBare Zeffix

CobrpprkaHre Ha OTIAKOBKATa M JOIIBIHUTEIHA HHPOpManus

SOk~ wdE

1. Kakso npencraBasBa Zeffix u 3a kakBo ce n3moJi3Ba
AxrtusHoTO BetecTBo B Zeffix e mamuByaun.

ZeffiX ce n3mosi3Ba 3a JieyeHHe HA IbJITOCPOUHA (XPOHHMYHA) HH(EKIMA ¢ BUPYca HA XxenaTuT B
1pH BH3PaCTHH.

ZeffiX e mpoTHBOBHPYCHO JIEKapCTBO, KOETO MIOTUCKA BUPYCa Ha XeNATUT B U MpHUHAIIEKN KbM Ipyra
JIeKapCTBa, HAPCUCHHU HYKICO3UOHU AHAN03U UHXUOUmMopu Ha oopamuama mpanckpunmaza (HAUOT).

BupycsT Ha Xenatut B uH(pekTHpa yepHus 1po0 1 NPUYMHSABA JBITOCPOYHA (XPOHMYHA) HHEKIIHS,
KaTO MOYKE J1a JIOBEIe 10 YepHOApoOHO yBpexkaaHe. Zeffix Moke Jja ce U3MoII3Ba pu Xopa, YUHTOo
4epeH Apod e yBpeJieH, HO Bee NaK (YHKIMOHHUPA HOPMAIHO (KOMIIEHCHPAaHO YePHOAPOOHO
3a0oJIsiBaHe) U B KOMOMHAIIMS C PYTH JIEKapCTBa MIPH XOpa, YMHTO YepeH Apo0 € YBPEeH U He
(YHKIIMOHUPA HOPMAITHO (JEKOMIIEHCUPAHO YePHOIPOOHO 3a00sBaHE).

Jleuenneto cbe Zeffix Moke 1a Hamanu Oposi Ha BUpYCHUTE XenatuT B wactuim B opranu3ma. ToBa
HaMaJIsiBa yBPEKAaHUATA HA YePHUS Ipo0 U moo0psiBa HeroBata GpyHkuus. He Bcruku xopa
OTroBapsT Ha JiedeHneTo cbe Zeffix ennakso. Bamusr jekap mie npociessa epeKTHBHOCTTA Ha
JedeHueTo Bu upe3 peoBHO U3cieaBaHe Ha KPBBTA.

2. Kakso Tpsa0Ba 1a 3HaeTte, npeau Aa npuemete Zeffix

Bamust nexap tpsOBa na Bu npennara koHCcynTanuu u uscienBanus 3a uHpexus ¢ XUB mpenu na
3aro4YHeTe JIEUEHNETO Ha XemaTut B I/IH(i)eKIII/ISITa C JJaMUBYAVH U 110 BPEMEC Ha JICUCHUETO. Axo cte
3apa3eHu win ce 3apasute ¢ XMB, BuxTe Touka 3.

He npuemaiite Zeffix

o aKO CT€ aJIePruYHM KbM JIJAMUBYJUH WM KbM HSAKOS OT OCTAHAJIUTE CHCTaBKU Ha TOBA
neKapcTBO (u3bpoenu 6 mouka 6).

= O0bpHeTe ce KbM Bamms Jekap, ako cMmsrare, 4e ToBa ce oTHacs 3a Bac.
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IpenynpesxaeHust 4 MpeanasHu MePKH

Ipu Hsakou xopa, mpuemarniu Zeffix wiu apyru nomoOHM ieKkapcTBa, PUCKBT OT CEPHUO3HH HEKETAHU

peakuuu e moBuineH. TpsOBa 1a Mo3HaBaTe MOMBIHUTEIHUTE PUCKOBU (haKTOPH:

®  aKo HSKOra CTe UMaJH JPYT BHJ YePHOAPOOHO 3a00JsiBaHe kaTo xenatut C

®  aKO CTE C TOJSIMO HATHOPMEHO TerJ10 (0COOCHO aKO CTE JKCHA).

= O6¢cbaere ¢ Bamus Jiekap, ako cMsATaTe, Ye HAKOE OT MOCOYEHUTE MO-rope TBhPAeHHUs ce
otHacs 10 Bac. Moxe 1a ¢ HE00X0MMO NMPOBEKIAHE Ha OTBIHUTSITHH MPETJICIH, BKIIFOUUTEITHO
Y Ha KPBBHU M3CIICIBAHMS, JOKATO MPUEMATe JICKapCcTBOTO. BuKTe TOuKa 4 32 IoBeUe
nH(pOpPMAI OTHOCHO PHCKOBETE.

He cnimpaiite npuema Ha Zeffix 6e3 na cte ce mocbBeTBaiu ¢ Bamus Jiekap, Thil KaTo ChIECTBYBa
PUCK XeNaTUTHT Jia ce Biomu. Clie]] CliupaHe Ha JICYCHHUETO TPIOBa J1a OCTAHETE MO/ JICKapCKO
HaOII0IeHNe 3a Hail-Manko dyetnpu mecena. Llle Bu ce B3umaT kppBHHU Tpo0H, 32 /1a Ce YCTAHOBU JIAJTH
VMa TIOBUIIIaBaHE Ha HUBATa HA YEPHOAPOOHUTE EH3UMH, KOETO MOXKE J]a O3HAYaBa yBPEkKIAaHE Ha
yepHus Apo6. BmkTte Touka 3 3a moBede uH(OpMAIMsS OTHOCHO TOBa, Kak fa mpuemare Zeffix.

IIazere gpyrure xopa

Xenatut B nHdpeknuaTa ce npenasa upe3 CEKCyaleH KOHTAKT ¢ HAKOH, KOMTO € MH(eKTupaH, Win

ype3 3apas3eHa KPbB (HapuMep Ype3 M3MOJI3BaHe Ha ¢IHHU U ChIIM UK 3a uikekiun). Zeffix me

MOXeE Jja CIIpe MpelaBaHeTo Ha MHEKIHUITa Ha APYTH X0pa. 3a Ja MpeArna3uTe Ipyry xopa ot

3apa3sBaHe C BUpyca Ha XenaTur B:

e Msnon3eaiiTe npe3epBaTUB, KOTaTO UMaTe OPAJIECH MOJIOB KOHTAKT WJIN MOJOB KOHTAKT C
MIPOHUKBAHE.

e He cp3naBaiiTe puck OT npegaBaHe M0 KPbBEH BT - HAIIPUMEp, HE pa3MEHsITe UTiu.

Opyru gexapcerBa u Zeffix

TpsioBa na Kaxxere Ha Bammwst nekap win GpapMareBT, ako pUeMare, HaCKOpO CTE MPUEMAaH HIIH €
BB3MOXKHO JIa IPUEMAaTe APYTH JIEKapCTBa, BKIFOUMTEIHO OUIIKOBH JIEKApCTBA WITH JAPYTH JIEKapCTRa,
KOHMTO CTe CH KYITHIIN 03 periernTa.

He 3a0pasiite na kaxxete Ha Bamms jgexap win ¢apmareBT, ako 3alo9HETe J1a IpUeMaTe HOBO
JICKapCTBO, IOKATO CTe Ha jeucHue che Zeffix.

CuieHUTE JIEKAPCTBA He TPSIOBA /1a ce MpHeMAaT eTHOBpPeMeHHO che Zeffix:
e JexapcTBa (OOMKHOBEHO B TeuHa (popMa), ChAbPIKAILM COPOUTOI U APYTH 3aXapHH AJIKOXOJIU
(KaTo KCUIIMTOJN, MAaHUTOJI, JIAKTUTOJI MJTM MAJITUTOJN), aKO CE€ IpUEMAT PEOBHO
e JpyTH JIEKapCTBa, ChAbPKAIM JJAMUBYANH, U3I10J13BaHH 32 iedeHue Ha XUB nndexuus
(mapuuana omnie nHdeknus ¢ Bupyca Ha CITMH)
e eMTpuIUTabuH, M3MOA3BaH 3a JedeHnue Ha XUB miu xematut B ungexknus
e KJIaJpuOUH, U3MOJI3BaH 32 JIEYCHHE HAa KOCMATOKJIEeThYHA JIeBKeMUS.
=> Tpsab6Ba 1a kaxere Ha Bamus Jekap, ako CTe Ha JICUCHHE C HAKOE OT MMOCOYCHUTE TO-TOPe
JIeKapcTBa.

Bpemennoct

Axo cre OpeMeHHa, CMATaTe, Y€ MOXKe J]a cTe OpeMEeHHa WITH TUITaHUpaTe OPEeMEHHOCT:

=  O6cbaere ¢ Bammus jekap prckoBere U moi3ute ot npueMa Ha Zeffix mo Bpeme Ha Bamara
OpeMeHHOCT.

He cnmpaiite nedenueto cbe Zeffix 6e3 cpBera Ha Bamms nekap.

KbpMmene
Zeffix moxe 1a mpeMuHe B KbpMaTa. AKO KbPMHUTE WM CMSITATE J1a KbPMUTE:
=  Koncyarupaiite ce ¢ Bamms jekap, npeau na npuemare Zeffix.

lodupane u padora ¢ MAlLIMHU
Zeffix moxe na npeanu3Bruka ymMopa, KOsTO Jia 3acerne BaiaTta criocoGHOCT 3a modupane win pabora
C MalInHU.
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=  He wodupaiite u He paboTeTe C MAIINHU, OCBEH aKO CTE CHUI'YPHH, Y€ HE CTE 3aCETHATH.
Zeffix cbabpka 3axap, KOHCEPBAHTH, MPONMUJIEHIIHKO H HATPHii

AKo cTpazare ot quabeT, Mo a uMare npeasuz, de Beska qosza Zeffix (100 mg = 20 ml) ceaspixa
4 g 3axapo3a.

Zeffix cpappika 3axapo3a. Ako Bammsat jekap Bu e ka3ai, 4e uMaTe HETOHOCUMOCT KbM HSIKOH
3axapH, CBbpIKETe ce ¢ Hero mpeau fa npuemere Zeffix. 3axaposara Moske 1a yBpeau 3p0uTe.

Zeffix coappika KoHCepBaHTH (napaxudpoxcubenzoamit), KOUTO MOXKE J1a TIPHUUHST aJIEPTHUHH
peaxunu (BEPOSTHO OT 3a0aBEH THII).

Toga nekapcTBo chabprka 400 Mg mponuieHr Ko BbB Beeku 20 ml.

Topa nekapcTBO chabpika 58,8 My HaTpuii (OCHOBHA ChCTAaBKa Ha rOTBapCKaTa/Tparie3HaTa cojl) BbB
Bceku 20 ml. ToBa konuyecTBO ¢ ekBUBAJICHTHO Ha 2,9 % OT MpenopbUNTETHIS MAKCUMAJICH THEBCH
XpaHHUTENCH PUEM Ha HATPHUI 3a Bh3PACTCH.

3. Kaxk n1a npuemare Zeffix

Bunaru npuemaiiTe ToBa JJeKapcTBO TOYHO KakTo Bu e kazan Bammar jgekap. Axo He cTe
CUTYpHH B Hello, monuTaiite Bammus nexap umu gpapmanesT.

Hoaabp:xaiiTe penoBHa Bpb3ka ¢ Bamus jexap

Zeffix momara 3a kourposupane Ha Barrata xematut B undekuus. TpsOBa 1a mpremare JIeKapcTBOTO

BCEKH JIEH, 32 J1a KOHTpOJUpaTe HHQEKIUATA U 1a BB3MIPENITCTBaTE BiIOMaBane Ha Bamrero

3a0oisBaHe.

=> [Monabp:kaiiTe penoBHA Bpb3Ka ¢ Bamus Jiekap u He cnupaiite npuema Ha Zeffix 6e3
KOHCYJITAIUSA C JIeKapsl.

Kaksa 103a 1a npuemare
Oonuaiinara no3a Zeffix e 20 ml (100 mg namMuByiuH) BeIHb:K THEBHO.

Ako nmare nipobiiemu ¢ 6p0perte, Bammst nekap Mosxe ja Bu npemnmiie mo-Hucka 103a.
= ToBopere ¢ Bamus Jekap, ako ToBa ce oTHacs 3a Bac.

ITaumeHTH, KOUTO €a 3apa3eH WIH MOXe J1a ce 3apa3qar u ¢ X1B

AKko cTe 3apa3eHu wiu ce 3apasute ¢ XVB u He ce npoBex/ia JIeUeHHE C JISKapCcTBa 3a Ta3u UHQEKIHS,
JIOKaTO B3UMAaTe JJAMUBY/IMH 32 JieueHne Ha nHeknusaTa ¢ xematuT B, BupycsT XMB Moxe na crane
PE3UCTEHTEH KbM HAKOM JIEKapCcTBa cpelty XMB u jieueHneTo cpelty Hero Ja cTaHe Mo-TpyIHO.
JlamuByTMH MO>KE Jla ce M3I10J13Ba U 3a JiedueHue Ha uHpekuus ¢ XMB. ['oBopere ¢ siekaps cu, ako
nmate nHpeknusa ¢ XV B. Bamust nekap moxe na Bu nexyBa ¢ Apyro JekapcTBo, KOETO ChABPKa T0-
BHCOKa J103a JJAMUBYIMH, 00MKHOBeHO 150 MQ 1Ba bTH AHEBHO, Thil KaTo Mo-HUCKaTa g03a (100 mg)
JIAMHUBYJIUH HE € JIOCTaTh4Ha 3a JieueHue Ha uHpekusTta ¢ XVMB. Ako ce miaHupa npomsiHa Ha
nedenneTo Bu cpenty XU1B, mbpBo 06chaere Ta3u npomsiHa ¢ Bamus nekap.

= T'oBopere ¢ Bammus aekap, ako ToBa ce oTHacs 3a Bac.

Zeffix Mmoxe /1a ce mprema che Win 0e3 XpaHa.

Bu:xte cxemara u HHCTPYKIUUTE CJIECA TOUKA 6 B Ta3M JMCTOBKA 3a HU3MEPBAaHE U IPpUEMaHe HAa
TOYHaTa 1034 0T JEKapCTBOTO.
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AKO cTe pueJu MoBeYe oT HeodxoaumaTa no3a Zeffix

AKo cayJaiiHo TipueMere npekaieHo Bucoka nosa Zeffix, ysemomere Barmms nexap mnu dapmareBt
i ce obasete Ha bpp3a momorir 3a TOMBJIHUTENCH ChBET. [Tokaxere M onakoBkara Ha Zeffix, ako ¢
BB3MOXKHO.

AKo cTe nponycHaau 1a npuemete Zeffix

AKO cTe MPOITyCHAIH JIa IPUEMETE HAKOS J103a OT JIEKAPCTBOTO, IPUEMETE sl BEIHAra, CIIE]] KaTo CH
cromauTe. Cren ToBa mpoAbibkeTe Barmero nedenne kakTo npean. He B3emaiiTe nBoiiHa 103a, 3a 1a
KOMIIEHCHpaTe MPOITycHaTaTa /103a.

He cnimpaiiTe npuema na Zeffix

He tpsi6Ba na criupare npuema Ha Zeffix 6e3 na cre ce koncyarupanu ¢ Bammus nekap. Fima puck ot
Biomasane Ha Bamus xenarut (6uoicme mouka 2). Koraro cnipere npuema Ha Zeffix, Bammust nexap
e Bu nmpocnessBa 3a Haii-Malko 4eTUpU Mecela, 3a 1a MPOBEPH 3a €BEHTYaIHu npoosiemu. ToBa
03Ha4yaBa B3MMaHE Ha KPHBHU MPOOH, 3a Jia Ce MPOBEPH EBEHTYAITHO MOBUIIIABAHE HA HUBATa HA
YepHOJPOOHHUTE CH3UMH, KOSTO MOJXKE JIa TIOKa3Ba YBPEkKAaHe Ha YepHUS Ipo0.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAN3BHUKA HEKCIaHNU PCaKIIMH, BBIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

Hexenanute peakiuu, JOKJIaBaHU YECTO 10 BpeMe Ha KIIMHUYHUTE Mpoy4yBaHus cbe Zeffix ca
yMopa, HH()EKLIUHN Ha TUXaTeIHUTE IBTHIIA, HETIPUITHO yCeIlaHe B IbPJIoTo, TIaBodonue,
JuckoMdopT 1 OOJIKK B CTOMAaxa, raJieHe, IOBphIIaHe U AUapus, TOKauBaHEe HA HUBOTO HA
YEPHOPOOHUTE SH3UMH U HA €H3UMHU, IIPOU3BEKIAHU B MYCKYJIHTE (8uaicme no-0ony).

AJlepru4Ha peakuus
AnepruuHuTe peakiuu ca peaku (morat ga 3acertar Ao 1 Ha 1 000 nmanuentn). [Ipusnarure
BKJIFOYBAT:

L MmoAyBaHE Ha KJIICMIAYUTE, JIMIIETO UJIKW YCTHUTC
®  3aTpyJHEHO NperyIbIaHe Wiu JUIIaHe.
=  He3a0aBHo ce cBbp:KeTe ¢ Bamusi jiekap, ako nonay4durte te3u cumntomu. Cripere npuemMa
Ha Zeffix.

HexeslaHu peakium, 3a KOUTO ce CUMTA Ye ca npuunHenn ot Zeffix

MHoro yecta Hexkes1aHa peakuus (Moxe J1a 3acerHe moseve ot 1 Ha 10 marueHTH), KOATO MOXKE Ja
ce HaOr0/1aBa B KPHBHUTE U3CIICIBAHUS €:
e TIOBWIIaBaHE Ha HUBOTO HA HAKOM YEPHOAPOOHU €H3UMU (MpaHCAMUHA3U), KOETO MOXKE J1a €
MPHU3HAK 3a BB3MAJICHUE WJIH YBPEXKIaHEe Ha YePHUSI IPO0.

Yecra HexkenaHa peakuus (Moxe ja 3acerde 10 1 Ha 10 marueHTn) e:
® MYCKYJHO CXBalllaHe U MYCKYJIHUA OOJIKU
® KOXXEH OOpHB WJIM YPTUKAPHs, KBJETO U J1a € O TSIIOTO.

YecTa HexkelaHA peakusl, KOATO MOXe Jla ce HaOJI0/1aBa B KPHBHHUTE M3CIIC/[BAHHUS €:
e [OBHINIABAaHE HA HUBATA HA CH3MM, [TPOM3BEXKIAH B MyCKyIHTe (kpeamun (ochokunasa),

KOCTO MOXKE Jia € IPU3HAK 34 ThbKAHHO YBPCIKIAHC.

MHoro psaaka HexenaHa peakumsa (Moxke aa 3acerae A0 1 Ha 10 000 maunenTn) e:
e JIaKTaTHA aIu/03a (IO-TOJIIMO KOJIMYECTBO MJIEYHA KHCEINHA B KPBBTA).
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Jpyru HexKeJlaHH peakiuu
Jlpyru HeXeJaHu peakIvy ca HaOIroIaBaHu P MHOTO MaJIbK Opoit Xopa, HO TOYHATa UM YeCTOTa He
€ M3BECTHA.
e pasmnajaHe Ha MyCKYJTHATA ThKaH
e  BIOIIABAaHE HA YEPHOAPOOHOTO 3ab0isBane el cruupane npuema Ha Zeffix mmu mo Bpeme Ha
JICUCHHUETO, aKO BUPYCHT Ha xematuT B ctane pesuctenten Ha Zeffix. Tosa moxe 1a 6b1¢ ©
(ataneH U3X0J1 IPU HIKOU XOpa.

Heskenana peakiusi, KOSITO MOKE Jia ce HaOJIi01aBa B KPbBHHUTE U3CIIEABAHMS, €:
e [OHIKaBaHE HAa OpPOs Ha KIIETKUTE, KOUTO y4acTBAT B KPhbBOCHCHPBAHETO
(mpomboyumonenus).

AKO MOJTy4YnTe HAKAKBA HeKeJIaHa peaKnus
=  VBenomere Bammus gexap win papmaneBT. ToBa BKIFOUBA BCUYKH Bh3MOKHU, HEOTIMCAHU B
Ta3M JINCTOBKA HEXKEIAHU PEaKIH.

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO MoJTyunTe HSIKaKBU HEXEJIaHU JIEKapCTBCHU Peakluy, yBeaomere Bammus nexap wim gapmanesT.
ToBa BKJIIOUBa BCHYKH Bb3MO)KHH HEOTIHCAHH B Ta3M JINCTOBKA HEXKEJIaHU peaklru. MoxkeTe ChIo Ja
ChOOIIUTE HEXKENAaHH PEaKIMU JUPEKTHO Ype3 HAllMOHAJIHATa CHCTEMa 3a ChOOIIaBaHe, IIOCOYeHA B
Hpunoxenue V. Karo crobmaBare HexxenaHu peakLuyi, MOXKETe J1a aIeTe CBOs IPUHOC 32
NOJy4YaBaHe Ha IoBede HH(OpMaLHs OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Zeffix

I[a CC CbXpaHsiBa Ha MACTO, HEAOCTHITHO 3a JACHa.

He u3nosnsBaiite ToBa 1€KapcTBO €€ CPOKA Ha TOAHOCT, OTOEIA3aH BbPXY OyTHIIKaTa U KApTOHEHATa
OIIaKOBKaA.

Ha =e ce cpxpansBa Hax 25 °C.

Ja ce u3xBBpIM €1MH MECELL CIIE/] OTBAPSIHE HA OITAKOBKATa.

He u3xBbpisiiTe gekapcTBaTa B KaHAIM3ALUATA WIM B KOHTEHEPA 3a JOMAIIHU OTHAaAbIH.
[Momuraiite Bamus apMalieBT Kak jia U3XBHPIATE JIeKapcTBaTa, KOUTO Beve He u3nons3eare. Te3n
MEPKH 1€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJIHATa Cpefa.

6. Chabp:kaHHue Ha OIAKOBKATA M JONNBJIHUTEIHA HHpOopManus

KakBo chabpika Zeffix

AXTHUBHOTO BCLICCTBO € JIAaMUBYIHWH. Bcekn MUJIWJINTBP OT NEpOpaIHUA PA3TBOP ChAbPIiKa 5 mg
JIaMUBYJIHH.

[pyrute cbcTaBKy ca: 3axapo3a, MeTHJ napaxuapoxkcudensoar (E218), mponun
napaxuapokcuoensoar (E216), mumonena kucenuHa, nporwieHriukon (E1520), narpues uutpar,
W3KYCTBEH Sr0JIOB apOMaT, U3KYCTBEH OaHAHOB apOMaT, IPEYHCTEHA BOJIA.

Kak m3raexna Zeffix u kakBo cbabpika onmakoBKaTa

Zeffix mepopalieH pa3TBop ce npejyiara B KapTOHEH! KYTHH, ChIIbpiKallX OsJ1a MOJIHeTHIICHOBA
OyTHIIKa ChC 3alUTEHa OT Aela Karnayka. Pa3TBOpbT € mpo3padeH, Oe31BEeTeH 10 OJIEAOXKBIIT Ha LBST C
BKyC Ha siroja/0anan. bytuikara ceappika 240 ml paszrBop Ha namuyauH (5 mg/ml). OnakoBkata
ChABPIKA IpaJyrpaH B M| nepopaiieH aluiMkaTop 1 aJanTop 3a aluiliKaTopa, KOWTo TpsiOBa j1a ce
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MTOCTaBH B OyTHIIKATa IIpeIu yrmoTpeoa.

IIpousBoguTesa IMpuTe:kaTen Ha pa3pelieHUETO 32 yNoTpeda

GlaxoSmithKline Trading Services Limited ~ GlaxoSmithKline Trading Services Limited

12 Riverwalk 12 Riverwalk

Citywest Business Campus Citywest Business Campus
Dublin 24 Dublin 24

Hpnannus Hpnannus

D24 YK11 D24 YK11

3a momrpTHATETHA WHPOPMAIHSI OTHOCHO TO3H JIEKAPCTBEH MPOIYKT, MOJIS CBBPXKETE C€ C JIOKATHUS

MPEJICTABUTEI Ha MIPUTEKATEIS Ha Pa3pelIeHHeTo 3a ynorpeoda:

Belgié/Belgique/Belgien
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Tél/Tel: + 32 (0) 10 85 52 00

Buarapus
GlaxoSmithKline Trading Services Limited
Temn.: + 359 80018205

Ceska republika
GlaxoSmithKline s.r.o.
Tel: + 420 222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf.: + 45 36 35 91 00
dk-info@gsk.com

Deutschland

GlaxoSmithKline GmbH & Co. KG
Tel.: + 49 (0)89 36044 8701
produkt.info@gsk.com

Eesti
GlaxoSmithKline Trading Services Limited
Tel: + 372 8002640

EALGda
GlaxoSmithKline Movorpécmnan A.E.B.E.
TnA: + 30 210 68 82 100

Espafia
GlaxoSmithKline, S.A.
Tel: + 34 900 202 700
es-ci@gsk.com

Lietuva
GlaxoSmithKline Trading Services Limited
Tel: + 370 80000334

Luxembourg/Luxemburg
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Belgique/Belgien

Tél/Tel: + 32 (0) 10 8552 00

Magyarorszag
GlaxoSmithKline Trading Services Limited
Tel.: + 36 80088309

Malta
GlaxoSmithKline Trading Services Limited
Tel: + 356 80065004

Nederland
GlaxoSmithKline BV
Tel: + 31 (0)33 2081100

Norge
GlaxoSmithKline AS
TIf: + 47 22 70 20 00

Osterreich

GlaxoSmithKline Pharma GmbH
Tel: + 43 (0)1 970750
at.info@gsk.com

Polska

GSK Services Sp. z 0.0.
Tel.: + 48 (0)22 576 9000
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France

Laboratoire GlaxoSmithKline
Teél: + 33 (0)1 3917 84 44
diam@gsk.com

Hrvatska
GlaxoSmithKline Trading Services Limited
Tel: + 385 800787089

Ireland
GlaxoSmithKline Trading Services Limited
Tel: + 353 (0)1 4955000

Island
Vistor hf.
Simi: + 354 535 7000

Italia
GlaxoSmithKline S.p.A.
Tel: + 39 (0)45 7741 111

Kvnpog
GlaxoSmithKline Trading Services Limited
TnmA: + 357 80070017

Latvija
GlaxoSmithKline Trading Services Limited
Tel: + 371 80205045

Portugal

Glaxo Wellcome Farmacéutica, Lda.
Tel: + 35121 412 9500
FI.LPT@gsk.com

Roméania
GlaxoSmithKline Trading Services Limited
Tel: + 40 800672524

Slovenija
GlaxoSmithKline Trading Services Limited
Tel: + 386 80688869

Slovenska republika
GlaxoSmithKline Trading Services Limited
Tel: + 421 800500589

Suomi/Finland
GlaxoSmithKline Oy
Puh/Tel: + 358 (0)10 30 30 30

Sverige
GlaxoSmithKline AB
Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

IIaTa Ha MOCJIEAHO MpepasrjeKaane Ha JUCTOBKaTa

IMoxpoOHa uH(popMaIus 3a TOBA JIGKAPCTBO € Ipe0CTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHius

1o Jiekapcteata http://www.ema.europa.eu/
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Kak na HU3MEPUTE 103aTa U 1a IPUEMETE JICKAPCTBOTO

+10ml

3a 1a U3MEpUTE TOYHO [103aTa, U3MOI3BANTE MEPOPATHHS AIUTHKATOD, HATMYEH B OMTAKOBKaTa (sudicme
cvwo Touka 3).

Korato ce HamrbiIHH, aluiMKaTopbT chabpxka 10 ml pasrsop.

1.

2.
3.

© N O

10.

11.

12.

OrcTpaHeTe MIacTMacoBaTa 00BHBKA OT alIMKAaTOPa/aaanTtopa.

H3Banere aganTopa oOT aruiMKaTopa.

OrcTpaHeTe 3alIUTEHATA OT JAella Kanayka Ha OyTuikaTa (A) U s octaBere Ha 6€301acHO
MSICTO.

Hpwxre Oytunkara. [IputucHere cuotHo agantopa (B) KbM rppioTo Ha OyTHIKATa TOKpai.
MocraBere anstukaTopa (C) cTrabWiIHO B ajanrtopa.

OO6bpHeTE OyTHIIKATa C TBHOTO HArope.

M3abpnaiite 6yTanoro Ha ansiukaropa (D), 10kaTo u3TeruTe mbpBaTa 9acT ot Barrara jo3a.
O0bpHeTe OyTHIKaTa ¢ IHHOTO Hanoy. U3BaieTe amiimkaTopa OT aganTopa.

IMocTaBeTe anuIMKaTOpa B yCTAaTa CHU CpEIlly BhTpelrHaTa yacT Ha Oy3ara. HaTucuere 6aBHO
0yTajoTo, 3a a OCUTypuTe BpeMe 3a nperipiiane. He HaTucKaiiTe MHOTO CHITHO, 3aI[OTO
CUJTHAaTa CTPYsl, HACOYEeHA KbM 3aJHaTa 4acT Ha I'bPJIOTO MOXe Aa Bu 3anaBu.

IMoBTOpeTe cTHNKH OT 5 10 9 B ChHIIMS pe 10 IpUEMaHe Ha Iisiiara j1o3a. Hanpumep, ako
no3ata Bu e 20 ml, tpsi6Ba a mpumere 2 mbJIHH alIMKATOPA C JISKAPCTBO.

H3Bagere anjimkaTopa ot OyTHUJIKATA U ro M3MHIiTe 100pe ¢ uncta Boga. OctaBeTe ro aa
W3ChXHE HATBIHO TPEJU Jia TO U3NoiI3Bare oTHOBO. OcTaBeTe afanTopa B OyTHIIKATA.
3aTBopeTe IUILTHO OYTUJIKATA C Karavkara.

I/I3XB’I>pJ'IeTe nepopaliHud pa3sTBOp €AUH MECCL CJICA IbPBOTO OTBAPAHEC.
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