KPATKA XAPAKTEPHCTHUKA HA IIPOAYKTA
HIHICTEPCTBO HA SRPABEONASBABETO

. TpiAGRENHR Kot
Epivir™ ¢mmmapany TabneTKH Paspelietie 3aynotpebate AL Z oS ‘ 980D

2. KoamgecTBEeH H KaJeCTBEH CHCTAB ?0-}/ / j 5.0 & 0%&/‘/

Besxa gunmupana tabetka cpaspka 150 mg lamivudine.
3a IOMOIIHKTE BEMECTBa, BYUK pasnen 6.1.

1. Thpropcko HMe HA JIeKAPCTBEHUS HPOAYKT

3. JlexapcTreeHa Ggopma

Oumvupany TabIeTKA.
drnmvupanure Tabnerku Epivir 150 mg ca Oenm, ¢ dopma HanogodsIBama fuaMaHT o
rpasupar Hagmuc GX CJ7 BepXy enAaTa NOBBPXHOCT.

4, KnuauyHA JapHHA

4.1. Iloxazanns

Epivir e mokasay 3a negeHre ya uHbextrpann ¢ Human Immunodeficiency Virus (HIV)
BB3PaCcTHH U AENa, KaTo JacT OT KoMOWHMpaHa aHTHPETPOBUPYCHA TEPaIIHs.

4,2. Jio3EpoRKa U HAYHH Ha NPHI0KEHHE
JleueHmeTo TpsOBa Jia ce 2alogHe OT JeKap ¢ ONUT B nedepreTo Ha HIV madexnns.

Bwipacmnu u 0ena nao 12-200mmuna ev3pacm:

TIpenoprunrtennara pos3a Ha Epivir e 300 mg fAueBHO.

Ts MO3ke Na ce mpHeMa B 1o 150 mg xBa I6TH AHEBHO, HiIH 300 mg BeAHEX THEBHO
(Beox paszen 4.4). TabneTkata o1 300 mg € FOAXOMAIIA caMO 32 TEPANICBTHIEH PEXHM ¢ eJHH
[preM JHEBHO.

TManyenTH, Ipy KOHTO ¢e IPeMHHABA KBM PEXHM ¢ eJHH OpHeM JHEBHO TpsaOBa Ja
npremar 150 mg ABa IHTH AHEBHO H Ja IPeMHHAT Ha ClieABalnara CyTpuk KsM HpreM Ha 300
mg BeJHBX HHEBHO. AXO ce IpennoIuTa eOHH NpHeM JHEBHO Bedep, TpabBa ga ce npHeMaT
150 mg Epivir caMo mepBaTa cyTpsH, nocieasasn oT 300 mg Begepra. Ako ce B3eMe
peleHre IanueETHT Ja ce BEPHE KM PeXHM C IIPHEM ABa IHTH AHEBHO, Tol Tpsabea Aa
3aBBLPINH ONpeIeeHOTO JISISHAE 32 JIeHT M Ja 3al09He npHeM Ha 150 mg 8a MbTH THEBHO
OT CYTPHHTA Ha CNE/{BAlIHI JCH.

Heua:

Ha ev3pacm om 3 meceya 0o 12 2o0ounu: Ilpenopsantensara 1o3a € 4 mg/kg p Asa
IpHeMa JHEBHO JO MaKCHMaJiHa AHeBHa Ko3a 300 mg.

Ha evspacm nod 3 meceya: Juncara Ha JOCTATHEIHO JAaHHH He IIO3BOIEBRA A CC

IPEeopEYa IOAXOAAIN2 JO3HPOBKa (BIDK pasnel 5.2).

Epivir ce apeanara » oy Gopmara Ha IEpOpaJieH pa3TBOoP.
Epivir Moxe nia ce npueMa ¢ uimm 0e3 XpaHa.

Bvbpeuno yepencoane: R

ITopagyu HaMaXeHus KIHPEHC IIa3MEeHHTE KOHIEHT Etﬁéﬁ%&lﬁl € ca MOBHIIEHH
IIpH DalHeHTH C YMEPERO-TeXKO OROpeuHo yBpexAaHe 5 HUCHT &
KIApHHEC Tox 30 ml/min ce narnara Kopexuus Ha JOSHPYBRATA H/

OpenopEIEa NpriioXxeHne Ha Epivir mepopaien pasTs .%B »
L=

i3
Sy




TIpenop®ku 3a Josupade - BeiapacrHy H Jeha gan 12 rommmm:

KpeaTunHHOB KIAPEHC Iispea poza Honmbpxama jo3a
(m)/min)
=50 150 mg 150 mg ABa THTH AHEBHO
ot 30 no < 50 150 mg 150 mg BemHE®X THEBHO
<30 Trif KaTO c2 HeoOXOIHMI A03H HOX 150 mg ce
npenopsyea nsnonssane Ha Epivir nepopaseH pasteop

Hama nangy 3a nprnoxeHneTo Ha lamivudine mpu gena ¢ 650pegno yepexxzane. Ha
Oasara Ha JOMyCKaKe, e KIMPHHCUTE Ha KpeaTHHnHa U lamivudine npw fenaTa ca
aHaJNOrMYHK Ha Te3M NP BE3pACTHHTE, ce IPeNopEaBa A03ara IpH Aena ¢ 6x0pedHo
yBpexaHe fa 65/e perynApaHa B 3aBHCHMOCT OT KPEaTHHHHOBHS KIMPBHHC B ChITUTE
IPOTIOPHEH, KAKTO IIPH Bh3PACTHHTE.

Ipenwoprky 3a mozupane -_Jienra or 3 Mecena o 12 roguHm:

KpeaTHHHHOB KIHPLHC ITepea gosa Hogaspixamta go3a
{ml/min}
=50 4 mg/kg 4 mg/kg nBa IBTH XHEBHO
ot 30 mo < 50 4 mgfkg 4 mg/kg peAHTX THEBHO
ot 15 no < 30 4 mg/kg 2,6 mg/kg BeIHBK AHEBHO
oT5a0<15 4 mg/kg 1,3 mg/kg BenHBX JHEBHO
<5 1,3 mg/kg 0,7 mg/kg BemHEK THEBHO
Yeprnoopobno yepexcoane:

TasnuTe, NOIYIEHX TIPH NAMEHTH C YMEPEHO O T&XKO YePHONPOOHO YBpeKane
TOKa3Bart, 9e hapMaKoxuHeTHKaTa Ha lamivudine He ce MOBNHABA 3HAYATEIHO OT HApyIIeHATa
dynxmEs Ha gepHEs Opob. CreoBaTenHoO He € HeoOXoaMMO KOpHIHpaHe Ha J03aTa, OCBEH
aK0 9epHOAPOOHOTO YBpeKIaHe He ce CHIFTCTBA H 0T OB0pedno yBpexaare.

4.3, IIpoTHBONOKAZAHAA

CBpEXIYBCTBHTEIHOCT KbM lamivudine Wid KbM HAKOS OF HOMOIHETE CHCTABKE HA
IpoxyKra.

4.4. CuenHainn NpeynpeRIcHas 0 COCAANHA NpeANa3HH MCPKHA NpH ynoTpeda
He ce npenopbara yroTpedaTa sa Epivir KaTo MOHOTEpamisL.

FBuopeuno yepeacdane: IIpu nanpeHTH ¢ YMEPEHO [0 TEXKO OB0pETHO YBpeXaane,
KpaliuusT Iia3Mes IToTyxuBoT Ha lamivudine e ynpiDkeH B pe3yiTar Ha HAManeHAS KIHPEHC.
TIo Ta3y OpEIHHA CE IPeHopEYBa NPOMSHA B Jo3aTa (BIK pasuel 4.2).

Jlosupoexa ¢ npuem 6ednvaic Oneeno (300 mg eednvdic Oneeno): B IpoBENeHO KIXHUIHO
H3NUTBAHE € YCTAHOBEHO, 9¢ HAMA paz/iHKa MEXIy TepaleRTHIHHTE peXkKaMH Ha Epivir,
TIpHeMaH BETHEK M IBa IWHTH JHeBHO. Te3H pesyiTaTH ca OMIH NONyIeHH HPY TaNHeHTH,
KOHTO Ipe[ TOBa He ca OHia NEeKYBaHH C aHTHPETPOBUPYCHA TEPANHS, NPEAHMHO
acummTomariaaas HIV uedextupans nampentn (CDC stage A).

Tpotina HyKneo3udna mepania: ¢h00IHABAHY ca CliyJal Ha BHCOKOCTEIICHEH BHPYCCH
HEYCHEX ¥ [I0sBa Ha PE3WCTeHTHOCT B paHHaTa (hasza IIpu KOMGHHKpaHe fa lamivudine ¢
tenofovir disoproxil fumarate u abacavir, xakro u ¢ tenofovir
didanosine B pexx#M Ha JO3UPaHe €AFWH OBT JHEBHO.

Onopmionucmuunu ungexyuy: TlanpedTy, NpHeMania @H‘ Hf
AHTHPETPOBAPYCHA TEpaIlHs, MOTaT Jia IPOABIDKAT Ja pa3 1
| ipyra yenoxeernda Ba HIV padexknnsra 1 mopagu ToBa




BHAMATENHO KHEHUIHO HAOMIOAEHNUE OT JIEKAPH ¢ OIHT B JICYCHUETO HA NANHEHTH ChC
cepp3and ¢ HIV 3abongpanns.

Ilpedasane na HIV: Tlanuentute TpgOBa Ja ca YBEHOMEHH OTHOCHO JIHIICATa Ha
FOXa3aTeCTRa, I€ CEBPEMEHHOTO aHTHPETPOBHPYCHO JieYeHNE, BKIIOYATENHO Epivir,
npenmassa or upenasane Ha HIV Ha apyru npiia npu HoOXOB KOHTAKT KM HO KPEBEH IET.
IMopxomsmu npeAnasHu MEpKH Tpsi0Ba A4 TPOREBIDKAT ia OBJaT IpHAaraHy.

Hanxpeamum: Paaxo ca 6uny nabnmoapaHy ciydad Ha naHkpearut. He e acwo, obage,
JaJIM TE3H CHydaH C& JBDKAT Ha aHTHPETPOBUPYCHOTO NeIeHHE HIIH Ha OCHOBHOTO
sabongeane. Jlegenuero ¢ Epivir TpabBa ia ce IpeycTanoBH He3a0aBHO, aKO C& MOSBAT
KIMEATHA CHMITOMY HIK OTKIOHEHUS B 1abopaTopHUTE HOKa3aTeH, IOACKA3BAITH
IIAHKPEaTHT.

Jaxmamna ayudosa: TIpn nanuenTy, JEKYBaHN ¢ HYKICO3WIHH aHATO3H ca cro0INaBan
Ci[yYad Ha JaKTaTHA aluA03a, IpHApPYKeHa ODHKHOBEHO OT XCHATOMeTalns ¥ YepHOApoDHa
cTeaTo3a. PaHHKTE CHMIITOMHE (CHMIOTOMATHIHA XUIICPIAKTATEMHS) BKIIIOYBAT
J0DpOKAIECTBEHY CHMIITOMHE OT CTPaHa Ha raCTPOMHTECTHHANHES TPakT (FajieHe, IOBphInaLe
H KOpeMHa 6071Ka), EecnenndIIHo HepasHoIoKeHu e, 3aryda Ha aneTnT, 3aryba Ha Tero,
pecnupaToOpHHE CHMITOME (YIeCTeHO ¥/MAH ABIOOKO JUMIAHE) HIIH HEBPOIOrUIHE CHMITOME
(Bx. meurarensa ciadoct).

JlaxTatBaTa alEAO3a € CBEP3aHa ¢ BHCOKA CMBPTHOCT M MOXKE Aa Ob/1e IpHIpYKeHa OT
TaHKpeaTuT, YepHoapoGHa mid 6E0pevna HeZlOCTaThIHOCT.

JlaktaTanyao3ata 0OEKHOBEHO ¢ HAOMOasa e BAKOIKO Mecelia JJEICHHE.

JlegeHHETO ¢ HYKNEO3MAHK aHANO3K TPpaOBa a ce HpeKpaTH IIPH YCTAHOBABAHE Ha
CHMIITOMAaTH4HA XUIIepakTaTeMIit B MeTaboMuTHa/ TAKTATHA alfHA03a, IPOTPeCHBHA
XeraToMeranas, Wil 65p30 HOKAJBaHe Ha HUBaTa Ha aMUHOTpaHChepasure.

Hyxiieo3uaATe aHaI03H TpsbBa Ja ce IpHaraT ¢ NOBUINCHO BHEMAHAE IIPY BCHIKY
panuesTH (0coGEHO K XESHH ChC 2aTNECTIBAHE) C XENATOMET ANV, XENATHT WY IPYTH
W3BECTHH PHCKOBH (aKTOPH 3a pa3BuTHE Ha YepHOApobHO 3a00iaBane H YepHORpoSHa
crearo3a (BKIL HIKOH JIEKapCTBEHH NPONYKTH H ankoxon). [lanuenTate, Ko-HHQEKTHPAHH ¢
xemarur C u jexyBagu ¢ anda uHTepdepor 1 prOaBUPHH MOTAT Ja OPeNCTABIARAT FPYNa ChC
cnenndrIcH pHCK.

HeobxoAuMOo € Jia ce TpociieiiBa BHAMATEIHO CECTOAHHETO HA MAAEHTHATE C OBHIICH
PHCK OT NaKTaTHa aHmo3a.

Mumoxondpuarna duc@yuxyus.: B uscneapannsd in vitro ¥ in vivo € yCTaAHOBEHO, 1€
HYKHeO3HAHUTE ¥ HyKICOTHAHNATE AHAIO3H IMPHYHHABAT PA3IHO II0 CTENCH YBPEX/IaHE Ha
muroxongpunte. CroONaBany ca Cliy4ad Ha MEHTOXOHIpHANHA JuchyrKiwsa upy HIV-
OTpHUATENHH HOBOPONEHHE, H3TOXCHH Ha JeCTBHETO Ha HyKJICO3HIHHE aHAIO3Y in utero
w/nn mocTHATAHO. OCHOBHHTE HEKelaHH peaki[Hi, 3a XOUTO ce Chro0masa ca
XeMaTONOFMYHA HapyineHus (aHeMAs, HeyTPONIEHN) i MeTa0OMHTHE HapyIIeHNs
(xHIepaaKTaTeMus, Xunepamasemus). Tesu ceOrTHS ecTo ca BpemeHHH. CroOmaBatiy ca K
HAKOH KBCHOMOSBSBAIIH C& HEBPOJIOTWYHE HapyieHHs (XUIEpTOHHS, I'EPY, a0HOpManHO
NIOBeASHHE). 3acera He € yCTAHOBEHO Jali HEBPOJIOTHIHATE HAPYINEHUS C2 BPSMEHHH HITH
mocTosaaYA. Besko fere, K0eTo e OMiIo H3NoKeHO in utero Ha AeHCTBHETO Ha HYKNICO3HIHH
HITA HyKJIEOTHAHITE ananosy, gope HIV-orpunarensuTe nena, Tpsabea na 6B/1e IpocAeAcHO
KIEEAYHO H ¢ 1a00paTopHH H3cheABaHus. B ciyyaii Ha CHOTBETHY NPH3HANY W CHMIITOMH,
Tpsa6Ba Aa 63e HAPaBeHO NAIOCTHO NPOYYBAHE 32 BE3MOXKHA MUTOXQHPHATHA

H3MOJ3BAHEe Ha IPOTHBOPETPOBHPYCHATA Tepanus upu 6pe
BepTHKAIHATa TpaHcMucas Ha HIV.

JIunoducmpogus: KombuHERpanaTa IpOTHBOPETPO
IpepasnpenelicHue Ha TeNeCHUTe MasHuHHA (JTHIOIHCTPOd




H3SCHEHU IBITOCPOIHKTE NOCIEIHIM Ha ToBa ABleHue. He € HallbiHO yCTaHOBEH U
MEXaHH3MET, II0 KOiTO ce nosesea. [Ipeamonara ce Bpb3Ka MEXIY BUCHCPATHATA JIMIIOMATO32
4 nporeazuuTe unaxudurop (PIs), 1 munmoaTpodusTa ¥ HyKICO3HAHATE aHATIO3K HEXHOHTOPH
Ha obpatHata TpasckpunTasa (NRTIs). IlopmxenuaT puck OT THOOARCTPOMRS Ce CBBP3BA ©
HHARBHAYyaNHE (aKTopH KaTo MO-BE3PaCTHY NAMEHTH, KaKTo H ¢ GaKkTopH, ONPEREIIINH &
OT JISKApCTBaTa, KaT0 MO-TOJsIMa IIPOABIDKHTENHOCT Ha IPOTHBOPETPOBAPYCHOTO JiedeHHE B
CBEp3auy MeTaboNMTHH HapymeHds. KimmErgHuaT mperies TpaOBa ia BKIFOYBa H OIleHKa Ha
tbusmgeckn Genesu 3a npepasnpeliencHEe ka MazHuayTe. TpsabBa a ce 0OMUCIH n3MepBaHe
HHBaTa Ha CEpPyMHHUTE THII(A ¥ KphBHATA 3aXap Ha rilagHo. HapymennsaTa B ImnuaEaTa
obMsHa TpsaOBa Ja 6bar OBHAASBaHY 10 KIHHAIAO HPUETHTE Ha9HHH (BHXK paszen 4.8).

Cundpom Ha usmynnama peaxmusayust (Immune Reactivation Syndrome): B gaganoro
Ha OpalaraneTo Ha KoMOmBHpaHa aHTHperpoBHpycHa Tepamm (CART) nmpu HIV-
HH(EKTHpaHH HAWEHTH ¢ TEXBK UMyHeH Aednmpr, MOXKe JIa ce [IOSBH Bh3IIanuTenHa
peaxiisg KBM aCHMITOMATHYIHY HIlH OCTATHIHH ONOPTIOHHCTHYHM HaTOreHy ¥ TOBA A4
IPHYHHY CEPHO3HO BIIOMIABAHE Ha KIHHIIHOTO CHCTOSHUE M YIEKHIBAHE HA CHMIITOMHATE.
OOHKHOREHO TAKHBa peaKnHe ca OMini HaOOAaBaHH Hpe3 IBPBUTE HAKOIKO CEAMUIIE WY
MECEIH OT 3aI0YBAHeTO Ha KXOMOuHKpanaTa aETHperpoBupycHa Tepamus (CART). Taxusa
TPUMEPH Ca LIATOMETalOBHPYCEH PETHHAT, TEHePANH3NPAHY ¥/HNH OTHHINHE
MuKOGaKTepHATHY HH(EKITHA ¥ NHEBMOHMS, IPHINHEeHa 0T Pneumocystis carinii. Bemaxu
BB3NANMTENHH CHMIATOMHE TpsA0Ba Aa ObAAaT OIEHSBaKK B KOTaTo € HeoOXOMHMO Ja ce
Ha3Havapa JIC9CHHE.

Yeprodpobio sabonssane: B ciyganre, npu Kouto lamivudine ce npunara
eqHOBpeMenHO 3a ieyerne Ha HIV u HBV unbexnuy, NONBIEATENHA HEQOPMAITIS 3
ynorpebara ya lamivudine B iegeHHeTO Ha XenaTUT B AHbEKNUATa ¢ HaNWIHA B KpaTKaTa
XapakTepHCTHKa Ha poxykTa Zeffix.

TanmenTute ¢ xpormdeH xenarut B umu C 1 neKysanu ¢ KoMOHHUpaHa
aHTHPETPOBAPYCHA TEPANHS, CA ¢ MOBHINCH PHCK 3a TeXKKH M MOTCHIHANHO (aTamHu
HeXeJaHy peakmyy OT CTpaHa Ha deprus Apob. B cirydaii, 9e ce mpriiara ¢XHOBPEMEHHO
IIPOTEBOBHPYCHO Nedenye Ha Xenatut B u C, Mong moTepceTe ChII0 ChOTBETHA HEbOpMAaEs]
33 JISKAPCTBCHUTE HPONYKTH, KOUTO CE M3ION3BAT.

Axo npueMsT Ha Epivir nipn nanuents, ko-uadextapann ¢ HBV, ce mpeycranosu ce
IPENopEIBa IEPHONUTHO POCcesBase Ha 9epHOAPOOHUTE GYyHKIHOHAIHK TECTOBE M
mapkepuTe 32 HBV pemmixanus, Thil KaTo NpeyCTaHOBSBAHETO Ha IpHeMa Ha lamivudine
MOXe Jla IOBEZE AC ek3anepOals ua xenaTuta (BIDK KpaTKata XapakTepucTika ua Zeffix).

IIpu nan@EeHTUTE ¢ Bede CHIIeCTByBania YepHOApOOHa JUCQYHKIHS, BIIIOUHTEIHO C
XPOHWYEH aKTHBEH XEaTHT, OTKIOHEHUATa B 9EPHOIPOOHUTE (PYHKIIHOHATHE TECTORE MO
BpeMe Ha KOMOMHApaHa aHTHPETPOBUPYCHA Fepalins ca Ho-3ecTH. YepHoApoOHHTE
dYHKIHOHAINY TECTOBE TPZOBa ia ce MPOCIENABaT CHINacH0 CTaHAAPTHATA IPaKTHKA. AKO
¥M4 aHHY 34 BIOMIABAHE Ha YepHOAPoOHOTO 3a00naBaHe IPY TakkBa NaOHeHTH TpAOBa a
ce 06CHIE IPEKbCBaHe WK PEYCTAHOBABAHE HA HEUEHHETO.

4.5. BzanMoeicrsae ¢ APYyra JekapceTBa B APYTH OpMHE HA B3aMMOICHCTBHE

BBPOHTHOG'ITB. 3a MeTaDONMUTHE B3auMOeHCTBYS € HUCKA IIOpafH OrpaEHYCHEE
MeTabonM3EM | ¢1aboTo CBBP3BAHE ¢ IINA3MCHHTE NPOTCHHE, KaKTO H IIOPaJH IOYITH IIhITHI

6EOpeder KIHMPEHHC.
Vumepero ysemrgenue Ha C max (28 %) va zidovudine e 6110 pabmonasano mpy
eMHOBpEMEHHO Tprnarade Ha lamivudine, Ho obmaTa excmos ALIE) Hége npoMers

sHaummo. Zidovudine He okasBa BIMSHHE BEPXY (papMako: e (BIK
pazgen 5.2).
B®3MOKHOCTT2 33 B3aRMOAEHCTBUS ¢ APYTH JIEKapCTB g 144
eHOBpEeMEHHO, TpsOBa Jja ce HMa MpeNBUH, 0COOEHO KOTa Beto 1 MHHHDAHE
g A
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e aKTHRHaTa OEOpEIHa CEXpeIts Ipes CHCTeMaTa Ha TPAaHCHOPT Ha OpTaHHYHE KATHOHH,
Hanp. trimethoprim. J{pyru nexapcrsa (sanp. ranitidine, cimetidine) ce eMEMuHEPaT caMo
JaCTHYHO YIpe3s TO3H MEXaHW3BM ¥ € JOKa3aHo, 9e He B3auMozelicTeat ¢ lamivudine.
Hyxneosunuute asanosu (Hamp. didanosine u zalcitabine) kato zidovudine rve ce emMMuEApar
Ipe3 TO3H MEXaHW3bM H € MAJIKO BEPOSTHO Ja B3auMmoJekcTrar ¢ lamivudine.

TIpunarasero na trimethoprim / sulfamethoxazole 160mg/800mg soau o 40 %
NOBHHIZBaHE HA €KCHO3HIUATA Ha lamivudine, JpipKamo ¢e Ha trimethoprim;
cynidaMeTOKCA30TI0BaTa CECTaBKa He B3auMozelicTsa. He ce namara kopHrupaHe Ha Ao3ara Ha
lamivudine, ocBen npw manuenTH ¢ 050pedHO yBpexnane (Bipk. pasgen 4.2). Lamivudine me
HOBIHABA (apMaxoxwaeTHKaTa Ha trimethoprim u sulfamethoxazole. Korato e HanoxuTemio
€THOBPEMEHHOTO IPHOKEHHE, NAlHEHTATE TPAORA Aa ce NPOCIeHIBaT KINHHIHO.
EnnoepemennoTo npriarane Ha lamivudine ¢ BiEcOKH 403U co-trimoxazole 3a neueHue Ha
IIHEBMOHNSL, IPHYKEEHA OT Preumocystis carinii 1 Tokcomnasmo3a Tpaba fia ce m3darsa.

CYP3A ne yuactsa B MeTaboimizma Ha lamivudine, K0eTo mpaBH ManKo BEPOSTHHA
B3aHMOMCHCTBINTA C JICKApCTBa, METaOONM3KpaHy OT Ta3H CHCTEMa, Halp. TPOTeasHH
mixuburopu (PIs).

EnnogpemenroTo npuioxenne Ha lamivudine ¢ ganciclovir wim foscarnet, npunoxenn
HMHTPaBEHO3HO, HE CE IPENOopEYBa A0 MOIyYaBaKe Ha IoBede HEpOpMAaIi.

Lamivudine Moxe na uaxubnpa BETPEKICTHIHOTO HHXKMOUpane Ha zalcitabine npH
€AHOBPEMEHHO NPHJIOXKEHNe Ha JBATa JeKapCTBeHH HPOAYKTa. 3aTOBa HE Ce IIPEIOPhYBa
npunoxenne Ha Epivir B komOprHams cse zalcitabine.

4.6. BpeMeHHOCT H KbpMEHe

Bpemennocm: Besonacuoctra Ha lamivudine 3a GpeMeHHOCTTa IIpH 90BEKA HE €
yCTaHoBeHA. PepOXyKTHBHUTE W3CIESHABAHIS IPH ONMTHHE XXMBOTHHM HE ¢a II0Ka3aily AAaHHH 3a
TEPATOreHHOCT U e(eXT BEPXY MBKKYSL M JKCeHCKHS QepTumuTeT. Lamivudine mHaynupa
panpa eMOpHOHAIHA CMBPTHOCT IIPH BEBEXAAHETO My Ha OpeMEHHEH 3aiilli IIpH HUBA Ha
€KCIIO3MIAS, CPaBEMMH € Te2H, JOCTUTHATH NpH J0BeKa. B pesynrar Ha macHBHOYO
npemuanasage Ha lamivudine mpes mianesTaTa, CTOMHOCTHTE Ha KOHIEHTPANEATA Ha
lamivudine B cepyma Ha HOBOPOAEHOTO IIPH PAXKIAHETO Ca CHIOCTABEMM C T€3H B CepyMa Ha
MadKaTa B B 1ipo0a, B3eTa OT IBIHATA BPHB.

Bruipexs e, penpORyKTHBHATE H3CIEABAHHES BHPXY OINTHH KWBOTHE HE BHHAIH MOTAT
Jia IpeACKaKaT eeKTa BEPXY JOBEK, HPHNATraHeTO 10 BpeMe Ha IEPBATE TPH Mecelld OT
OpeMeHHOCTTa He ce IIPENoPhIBa.

Kupmene: Cen nepopanuo npuioxenne lamivudine e Oun excxpeTHpaH B KBpMaTa B
KOBIIEHTPaIHA IIOROOHHA Ha Te3u, YCTAHOBEHH B cepyMa. Tl karo lamivudine, kakTo u
BHPYCHT IPEMEHABAT B KbpMara, IPenophyBa ce Malku, npueManta Epivir, fa He KbpMsIT
nenara cu. IlpenopbaBa ce Maiixu, uEdexTHpann ¢ HIV, 12 He KEpMSAT JIenara CH IpA
HHKakBH 0DCTOATENCTBA, 32 a ¢e n3berne mpenasanero Ha HIV.

4.7. Edextu BLpXY cnocobHocTT2 32 ModHpane # padoTa ¢ MamIMHE

He ca npoBexmann n3clenpanns 3a edextute Ha lamivudine ppxy criocoGHOCTTA 32
mogupate WM padoTa ¢ MalIBHMA.

4.8. Hexxeanu JieKapcTBeHH peakKnHA

Crepuure HeXXeIaHA PEaKIUH ca ch00maraHy IO BpeMe Ha ’T‘j_?%‘PH\\(-saﬁomaHe
¢ Epivir. 3a MHOTO OT TSX He € CHO Jiajlki ¢2 CBbp3anH ¢ Epivi )2 ap
TpHEMAHH eJHOBPEMEHHO HIH Ce JBIDKaT Ha OCHOBHOTO 3200

HexenanuTe peaKkiiyy, pasrieiNaHHd KaTO BE3MOXKHO CB
r30poeny TO-NOJTy B 3aBHCHMOCT OT TENECHATa CHCTEMA, Opr:




gecToTa. YeCTOTHTE CE ONpPENELT KaTo MHOro decty (> 1/10), wectr (> 1/100, < 1/10), e
gectTs (> 1/1 000, < 1/100), peaxn (> 1/10 000, < 1/1 000) = Mmuoro pegxu (< 1/10 000).

Kobsha u aamdna cacrema
He vecmu: seyTponeHRs U aRemus (IIOHIKOTa TEXKH), TPOMOOIHTONEHMS
Mhnozo pedru: u3onupana amiazusi Ha YCPBEHUTE KPBBHM KIETKH.

Hepsha cacrema
Yecmu: Tnasobonre, Oe3chHES
Mruozo peoxu: nepudepHa HEBpOIIATHS KM IIAPECTE3HA.

PecnHpaTODHH, IDBAHA B MeIRACTHHAINY HAPYICHHS:
Yecmu: Kamiaxuna, CAMIITOMHA OT CTpatia Ha Hoca.

XpaHocMuIaTeTHA CHCTEMAS

Yecmu: rajeHe, TOBpHITaHe, kopeMHa OofNKa MIIH ca3sMi, HApHI.

Pedxu: noxauapue cTOMHOCTHTE Ha cepyMHaTa amMunasa. Cro0HIaBany ca ciyyad Ha
TIAHKPEATHT.

Kanyno-uepHoNpOoOHA HADVHICHAS
He yecmu: okagsade CTORHOCTHTE Ha depHOApoOHuTEe er3umu (AST, ALT)
Peoxu: xenarurt.

HapyineHss OT CTPAHA HA KOXATA B NONKOKHATA THKAH:
Yecmu: oOpus, anonemms.

OnopHe-IBHraTeIHA CHCTEMA
Yecmu: apTpallTHs, MyCKyJIHM CMYyIICHHS
Peoxu: pabgomuonusa.

O0mu HapymeHHs:
Yecmu: yMopa, Hepa3NIONOKEHHE, TPECKA.

TTpu prtoKeHne Ha HyKJICO3HTHH aHATO3H C€ OIHCBAT CJIydaH Ha JaKTaTHa anHx03a
(B HAKOH CiygaH C (arajied H3X0X), KOUTO Ce HPHApYKapaT OOHKHOBEHO OT 3HATHTENHA
XEIaToMeranusa i 9epHoApoOHa creatosa (R pasmen 4.4).

Kom6unaupanaTa IpOTHBOPETPOBAPYCHA TEpalliist € CBBp3aHa ¢ Iipepaspe/ieHcHEE Ha
TeslecHUTE MasHmHHE (unopvcTpodus) npa HIV nanwedTty, BRKIIOYBANIO 3aryDa Ha
nepr)epHa U IHIEsa MOAKOXKHA MacTHa TRKaH, MOBUINEHa HHTPaabHOMUHANHE H
BHCI€PATHAa MACTHA THKaH, XAIEPTPO(QHI Ha FBPAMTE H HATPYIIBAHE HA JOP30IePBHKANHA
MazguHa (GrBONCKa TEPOHNA).

KomOuHMpaHaTa IPOTHBOPETPOBAPYCHA TEPAIIH & CBEp3ana ¢ METabONNTHA
HapyIIeHUs Ka10 XUIePTPUIIHUEPHASMHES, XHIIEPXOIECTEPOISMus, HHCYIIHHORA
Pe3UCTEHTHOCT, XMISPIIHKEMHAS U XpTepiaKtatemMus (BHxK paszien 4.4).

B HawarnoTo Ha HpUiaraHeTo Ha KomMOnHHpana asTHpeTpoBupycHa Tepamus (CART)
npr HIV-undeKkTHpaHA HaNMeHTH ¢ TeXBK AMYHeH AeHUHET, MOXE fa Ce HOSBH
BE3NAMMTENHA PEaKIHs KbM aCHMITOMATHIHE HITH OCTATHYHM ONOPTIOHHCTHIHE HH(EKIHI
(Bmx pasnen 4.4).

4.9. IIpexozapane

IMpunarakeTo Ha lamivudine B MEOTO BHCOKY JO3H NPH OCTPHTE DpOydBanK 32
TOXCHYHOCT C JXHBOTHH He € JIOBENO IO OPTaHHA TOKCHIHOCT. KM a{g-xmr ER CBE/ICHAS 32
HOCHETUITHTE OT OCTPO Mpefo3npare IpH Jokeka. He e mabmo 98 ef-’t"’ﬁgx\a{:
HaHEHTHTE ¢a Ce BB2CTAHOBIM. ClIe TaKoBa NPeJO3upaHe QB
IPA3HAIE WA CHMIITOMH.
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B ciygail Ha IIpefo3npane CECTOSHHETO Ha TanueHTa TpsOBa ia ¢ IIPOCIie/isiBa K CIIOpexR
Hy)KIara Jia ce puiara CTaufaprHoTO HOANEpKamo nedense. Thi kato lamivudine Moxe 1a
Ce OTCTpaHy ypes Jualii3a, ipH Je4YeHe Ha IpeJo3HpaHeTo MOXKe Jia ce H3NON3Ba
IIPOJBIDKATEHA XeMOAHANN3a, BEIIPEKH 9€¢ TOBA HE € IPOYIBAHO.

5. @apMarkoJIOTHYHH CBOiicTBa
5.1. PapmarkoxaNaMAYHE CBOMCTBA
dapmaxoTepaneBTHIHa Ipyna - BykieosuaeH aganor, ATC xox: JOSA FO05.

Lamivudine e HyKI€O3HeH aHAOT, aKTABEH CPEITY Y0BemMKUsS UMyHOIEe(DHIUTEH BAPYC
(HIV) u Bupyca sa xenarar B (HBV). Lamivudine ce MeTabolin3npa BETPEKNETHIHO JIO
Jamivudine 5-triphosphate, kaTo OCHOBHEAT My MEXaHH3BM Ha JelicTBHE € IPeKBCBaHETO Ha
BepHATaTa Ha obpaTHara TpaHckpumnnus Ha HIV. TprdochaTsT npuTexapa celeKTHBHA
MHXUOHpania akTEBHOCT cpemry pemmakanuata Ha HIV-1 u HIV-2 in vitro. Toi e axTuBen 1
cpelny pe3ucTeHTHH Ha zidovudine kmuumasy nionaty Ha HIV, Lamivudine B koMOHHaIHS
cbe zidovudine nposBsea cuaepraHo apTH- HIV nelicTBre cpenry KIMHWIHY W30JIATH B
KIeTHIHa KYJITYpa.

HIV-1 pe3ncTenTHOCTTA XBM lamivudine e cBbp3ana ¢ pa3putieTo HA M184V
aMHPHOKHCEIHHHA IPOMsiHa B ONH30CT IO aKTHBHHSA HEHTHP Ha BUpycHaTa obpaTHa
TpasckpunTasa. TO3H BapHAHT ce TOSMBABA KAaKTO in vitro, Taka u npu HIV-1 uedexrupann
HAAEHTH, ICKYBAHE ¢ aHTHPETPOBHPYCHA Tepanns, BKinodsama lamivudine. M184V
MYTAHTHTE HPOSBSBAT 3HAUHTENIHO HaManeHa TyBCcTBHTENHOCT KbM lamivudine u oTcnabena
BHpYCHa PeIUTMKaTHBHA CHOCcOOHOCT in vitro. VzcienBanusTa in viiro OKa3sBar, 9e
pesucTenTHH Ha zidovudine BEpYCHHE H30J1aTH MOTAT Ha CTAHAT IyBCTBUTEIHE KEM
zidovudine, xoraTo egHOBpEeMeRHO IPHAOOHBAT pe3rcTeRTHOCT KM lamivudine. He e
YCTaHOBEHO KIMHIIHOTO 3HAYEHHE HA TE3H JANHM.

KpscrocaHata pe3sHCTeHTHOCT, npranHeHa or M184V RT, e orpanudeHa B IpynaTa Ha
AHTHPETPOBHPYCHATE IeKapCTBa, HEXUOUTOPH Ha oOpaTHaTa TpanckpunTasa, Zidovudine u
stavudine 3ama3sBar 2HTHPETPOBUPYCHOTO CH JieficTRHE CPEINy Pe3nCTEHTHH KbM lamivudine
HIV-1, Abacavir 3amia3Bat aHTHPETPOBHPYCHOTO CH JEHCTBHE CPENly Pe3HCTEHTHH KbM
lamivudine HIV-1, camo ¢ M184V myramma. M184V RT myranTute Hposssasar < 4-KpaTtHo
HaMaleHHe Ha 9yBCTBATENHOCTTA KeM didanosine u zalcitabine. He e ycTaHOBEHO
KIMHWIHOTO 3HAYEHHS Ha Te3W JaHHH. /1 Vitro H3CcIeABaHNHATA 34 SYBCTBHTENHOCT HE Ca
CTAHAAPTH3APAHHA W PE3YITaTHTE MOTAT JIa BAPHPAT B 3aBHCHMOCT OF METOMONOTHIHH
(haKTOpH.

In vitro lamivudine moxassa HECKa OUTOTOKCHIHOCT KBM mepHpepruTe TEMAOIHTH B

KPBETA, KPM 3PECIHTE J'II*IM(iJO}’_[PITH H MOHOIIHTO-MB.KPO@&I" CAIHE XNCTHYHH JTHHEHHE H KbM
peAHna pOROHATYAITHA KIETKH B KOCTHHA MO3BK.

Knunuuen onum:

B KiEAYYHE H3OHTBAHHS € YCTaHOBEHO, 9e KoMOunanusTa lamivudine cse zidovudine
Hamanssa HIV-1 BEpyCHOTO HaTOBapBaHe B HORHMana Oposg ga CD4 kneTkuTe.
OxoHYAaTeTHATE JAHHH OT KIMHKIHHATE H3IATBAHUS IIOKa3BaT ge lami
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Pesynath OT KIHHEYHH U3MHTBAHMS II0KA3BaT, 4e¢ KOMOHHanuaTa Ha lamivudine cpe
zidovudine 3a0aBs 1IOSBATA Ha H30JIATH, Pe3UCTEHTHH KbM zidovudine, IpH miua, KOATO
Hpeny TORa HE ca JIEKYBaHH ¢ aHTHPETPOBHPYCHH IPONYKTH.

Lamivudine e MHPOKO H3MOM3BaH KATO ACT OT aHTHPETPORApyCcHA KOMOHHEpaHa
TEpanmsi ¢ APYrd aHTHPETPOBAPYCHE areHTH OT CHINHA Kiac (HyKIeO3HIHH agano3H
AEXHOATOPHA Ha 00paTHAaTa TpaHckpunTasa - NRTIS) Hiu oT pa3nuuHu KnacoBe (IIpoTeasHu
rEXHOHTOPH - PIs, He-HyKIT€O3uAHA HHXHOWTOpH Ha obpaTHaTa TPaHCKPHIITA3a).

Veranosena € eeKTHBHOCT HA aHTHEPETPOBUPYCHA TEPAIs, CECTOANA CE OT HIAKOJIKO
nexapcTra, BKII. lamivudine, npy manmeHTH KOHTO IPEAH TORA HE ca JIEKYBaHM C
aHTHPETPOBHPYCHH IIPORAYKTH 1 IipH rarpedtd ¢ M184V Myraatn sa HIV.

Bprakarta Mexy in vitro gyscrButenHoctta Ha HIV kbM lamivudine 7 KTHHMIHAT
OTTOBOP KBM TepanHs, BKIHo4Bama lamivudine, mpoAsmkasa na 66/4e mpoyJBana.

Veranopera e eduracHOCT Ha Tepanus ¢ lamivudine B Koza 100 mg BeAHEXK AHCBHO MPH
BB3PACTHH NanueHTH ¢ XpoHnara HBV wadexnus (3a HOAPOOHH JaHHH OT KIHHAYHATE
H3METBARKS, BIK IeKapcTBenaTa nadopManus Ha Zeffix). 3a nevennero va HIV
uEdeKIHITa, 00ade, € yCTAHOBEHO, Je caMo AHEBHa 1032 o1 300mg lamivudine (8
KOMOHHAITHS ¢ APYTH aHTAPETPOBHPYCHY areHTH) € e(brKacHa.

Lamivudine se € npoygsan cnenuanzo npy HIV nanuents, ko-madextapann ¢ HBV.

5.2. dapMaKkoKHHETHYHH CBOHCTBA

Abecopbyus: Lamivudine ce pesopbrpa nobpe B 4epraTa 1 (HOHATHIHOCTTA HA
IepopaiHo MpHIoKeHus lamivudine npu Bb3pacTHy obHKHOBeHO ¢ Mexay 80 & 85 %. Cien
TIEpOPATHO IPHIIOKEHHAE CPEAHOTO BPeMe (max) 32 AOCTHIaHE HA MAKCAMATHH CEPYMHH
kornenTpaimi (Crax) € OXono eauH Jac. basupaliki ce Ha aHHH, NONYIeHA OT KIHHIIHO
H3NUTBAHE BLPXY 34paBH JOGPOBOIIH, IIPK TepaeBTHIHE H03a oF 150 mg Asa OETH JHEBHO,
croiHocTHTe Ha cpeAHoTo paBroBECHO {CV) Chax H Chin Ha lamivudine B niasMara ca
cporBeTHO 1,2 pg/ml (24 %) m 0,09 pg/ml (27 %). Cpennata croiizoct (CV) na AUC npr
mosmparm uATepBai ot 12 gaca ¢ 4,7 h.pg/ml (18 %). Ilpu Tepanestiana nosa ot 300 mg
BEAESK AHEBHO cTOHHOCTHTE Ha cpefiHoTo paBHOBECHO (CV) Crax, Cin 1 24-qacoBata AUC
ca cpoTReTHO 2,0 ng/ml (26 %), 0,04 pg/m! (34 %) u 8,9 h.ug/ml (21 %).

TabneTkuTe oT 150 mg ca GHOEKBHBAIEHTHY U 1038 HPONOPIFIOHANEH Ha TabHETKUTE OT
300 mg o orromenne Ha AUC,, Chax H tmax.

EnrospeMenHoTO HpHiarage Ha lamivudine ¢ XpaHa BOI| JIo HaManisiBaHe Ha tmax H
cumxaBate Ha Cpax (MoHmKeRHE ¢ 47 %). BronanmasocTTa Ha lamivudine, o6age (6a3upana
na AUC) He ce ITOBIUABA.

Enrnoppemennarta yroTpeda Ha zidovudine BoJu KO yBeNHYCHAE HA €KCIIO3UINATA Ha
zidovudine ¢ 13 % H MOBHIIEHHEe Ha MAKCUMANHATE Ia3Mene Husa ¢ 28 %. Caura ce, e
TOR4 HE € OT 3HAYeHHe 32 Ge30IaCHOCTTa Ha MaN@eHTa | IOpaay ToBa He € HeobxomauMo
KOpHFHpaHe Ha J03aTa.

Pasnpedenenue: TIpu A3caenBanus el HETPABEHO3HO IIPHIOKEHHAE CPEIHUAT 00eM Ha
paznpepenenue € 1,3 l/kg. Habmonasan e cpeicH miiasMeH TOIDICHE QQ‘JIO 7 gaca.

CpemuuAT crcTeMeH KIupeHe Ha lamivudine e npn6m3nreﬁnq\ﬁ 3,__ gffive TpeobiagaBamo
oTgensHe npes 6rOpenate (>70 %) upes cucTeMaTa Ha TPAHLIS 3. KaTHOHH.
Lamivudine mokaspa JImEeapHa papMakOKHEETHKA = y ‘; aXBBPHAIIH

TeparieBTHIBHTE, KaKTO B OTpaHHIeHo CBpP3BaHe ¢ and
(<16 % - 36 % csc cepyMHHS aNOYMHUH IIPH A3CIENBaH
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Wma orpanmdeHn faHHH 32 IpoHUKBaEe Ha lamivudine B nenTpannata HEPBHA CHCTEMA H
3a JOCTHTAHETO MY JO HepebpocnunanzaTa TeysocT. CpeggoTo OTHONEHNE Ha
KOHIeHTpapaTe Ha lamivudine nepeGpocnuuanna Teqnoct/cepyM 2-4 daca cuefi IepopanHo
npunoxenve e npudmspTenso 0,12, JelicTBuTeNHara cTelleH Ha IPOBMKRBAHE, KaKTO H
BpBR3KATA € KIIMHMIHATa e(peKTHBHOCT, Ca HeH3BECTHY.

Mematonusem: AKTHBHAST MeTa00JHT, BETPeKIeThIHHAT lamivudine triphosphate,
TIPHTEXABA YIBIDKEH TEPMHUHAIEH ITONYKUBOT B KiaeTkaTa (16-19 gaca) B cpapHeHUE C
Ia3MeHns oMy KHBOT Ha lamivudine (5-7 waca). Ilpu 60 3xpaBu BE3pacTAX JOODOBOALH €
ycranoBeno, ue Epivir 300 mg, nprer BegHBX JHEBHO € (apMaKOKHHETHIHO €KBHBANICHTEH B
paBHOBeCHO cherogaume ¢ Epivir 150 mg, npret nBa msTH auepHO o otHomenwe Ha AUCys 1
Crax Ha BETPEKIICTHIHAS TpHOCHAT.

Lamivudine ce orniens npequMuo ype3 650pedra excKpels B HEIPOMEHEH BHL.
BeposatHocTTa OT MeTabOIUTHY JIEKapCTBEHH B3aMMOJIeHCTBHS € HHCKA IIopanu ciabaTa
cTeneH Ha MeTabomsupase B gepuus apob (5-10 %) u Ha cpep3Bane C IIa3MEHHTE
MPOTENHMU.

Enumunupane: IlpoyysannsaTa npu NanyeHTH ¢ Op0peuHO yBpeKaaHe IOKa3BaT, ¢
otTnenaneTo ga lamivudine ce moBmugBa OT HapymneHara 6p0petina QYHKINS.
IperopbunTeNHaTa CXEMA Ha JORHpaHe NPH IalHCHTHA ¢ KPeaTHHMHOB KIHMpEHC 1o S0
ml/min e moxasana B paspena Jozmpane (Brx paspen 4.2).

BzanmoneiicTereTo ¢ trimethoprim, cecTaBHa gacT Ha co-tritmoxazole, Bogu mo
yeermgenne ¢ 40 % #Ha excrmozuniusata Ha lamivudine B TepaneBTHYHE X031, ToBa HE H3HCKEA
KOpHMTHEpPaHe Ha J03aTa, OCBeH aKO MAIMEHTHT HMa 1 Ob0pedHO yBpexkAane (BIDK. pasnend 4.5
u 4.2). IIpunaranero #a co-tritmoxazole ¢ lamivudine pu man@enTH ¢ 666pevHO yRpEXIane
TpsiOBa [fa ce NpereHy BEUMAaTEIIHO.

Dapmarorxunemuxa npy deya: B oOME sy (hapMakOKHEETHKATa Ha lamivudine npn
Jiena € Nofo6HA Ha Ta3| IIpH BE3pacTHH. AGCoMoTHaTa OHOHAMEIHOCT ofade
(oxoio 55-65 %) e mo-HHCKa IPH naneHTH Mox 12 rogusu. OcBeH TOBa CTOHHOCTHTE Ha
KnaMprHCa ya lamivudine HpH NO-MaJlKH NAaMEHTH ¢a TT0-TONEMH H HaMallsgBaT ¢ Bb3pacITa,
JOBIIDKABAKY e O TE3H IIPH BE3PaCTHH OKONO 12-Ta ropuHa. Tes3n pasinraus oOycnassrt
npenopbunTenHata fo3a or 8§ mg/kg/24h 3a gema ot 3 Mecelia 10 12 rouym, KOATO BOXH O
nopoBHY eKCIIO3UITH Py Aela | Be3pacthE {cpenaa AUC okono 5000 ng.h/ml).

dapMaKOKHHETHYHATE JaHHEY 32 IAITHEHTH Ha B3pacT IIOH TPH MECENa Ca OrpaHrICHH.
IIpy HOBOPOXEHH Ha BB3PACT ¢AHa CEIMHNA KNUPBHCET Ha lamivudine npm mepopaneH npreM
€ MO-MAallbK B CpaBHEHHE ¢ TO3H P IO-TONEMH Jiela. ToBa BEPOATHO CE NBJDKH HA HE3PSUIIOCT
Ha 6B0peanaTa (GyHKIEs ¥ BapHabwmwisa pe3opbiua. Ero 3amo, 3a fia Ce HOCTHTHAT S/(HAKBH
eKCIO3HIIHH OpH BB3PACTHA H Jena, IpelophIHTeHaTa 1032 33 HOBOPoRerH e 4 mg/kg/neH.
OrnenxuTe ga raoMepyiHaTa GHITpallHs HPEeAHONaraT, 4e 3a ia ¢ MOCTATHS eAHAKBA
eXCHO3HMIAA IIPH BB3PACTHH ¥ Jielia, HPENophYMTeNHATa 032 32 Jella Ha BE3PacT Ha H Hall
mIecT ceXMuy Moxe ja 0n1e 8 mg/kg/nen.

Dapmaroxunemuxa npy Opemenny: TIpH NepopansHo HPHIOKeHHe GapMakOKUHETHKATA
ua lamivudine B meprosia Ha KecHa OpEMEHHOCT € I0L00HA Ha Ta3H NpH NalHEHTKH, KOUTO He
ca OpeMeHHH.

5.3. HpeaxnuunananA J2HAN 32 Oe3omacHoCT

Ilpunaranero wa lamivudine BEB BHCOKH JO3H BEPXY O Hi )gﬂﬂ;],l;) YTHJ TIO BpEME Ha

TOKCHKOJNOTHYHATE U3CASIBAHUS He e OMHO CBBP3aHO Chb TeIHE épr Ha TOKCHIHOCT.
TIlpu Baii-BHCOKHTE O30BH HUBA ¢a HAOIMIONaBaHH HE3H L& | ‘@;_g(ilﬁ : T y
HOKa3aTeiTe Ha YepHopobHara u 6s6peanaTa ¢ 6H;m;ora3a %J@ ‘HaManeHHe Ha
TErNIoTo Ha yepHust Apod. OTdens3anuTe KIMHETIHO 3H e@elcgnga HafigieHre Ha

YCPBEHHTEC KPBBHH KICTKH H HEYTPOIICHH.
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Lamivudine msiMa MyTarered ekt npH OakTepHanHHTe TeCTOBE, HO KaKTO MHOTO
HYKJICO3HAHY aHAT03H, ¢ HOKa3al MyTareHHA aKTHBHOCT IIPH MUTOrEHETHYHNTE TECTORE in
vitro w ipu Tecta ¢ MamH AuMmdom. Lamivudine He € O¥i TeHOTOKCHYEH in7 Vivo B J03H,
BOJIEINY JIO MIIA3MeH KOHUEeHTpauuk okolo 30 - 40 IBTH I0-BHCOKH OT KIHHHEIHO
OYaKRaRWTE MNa3MeHH HEBA. TEil KaTo MyTareHHaTa akTEBHOCT Ha lamivudine in vifro He €
O1na DOTBBpAEHA IPH OIHUTH ix vivo, CTHTHAIIO ce € 0 3aKIodeHneTo, 3¢ lamivudine He 6
TpsAOBao La MPeHCTABIABA PHCK OT TEHOTOKCHIHOCT IPH IAUEHTH, KOHTO CE JIEKYBAr ¢
HETO.

TIpoBeneno e UANUTBAHE 33 TPAHCIIAIICHTApHA T€HOTOKCHYIHOCT IPH MaliMyHH,
CPaBHABANIO TIPHIIOKEHHeTO Ha zidovudine KaTo MOHOTepamus H koMOuHaaTa zidovudine u
lamivudine npr excno3WNUs, exBUBaNeHTHa Ha Ta3H HPH XopaTa. Pe3ynTaTure 0T
H3MUTBAHETO MOKA3BAT, Ye 3apOJHIHKTE, eKCIOHNPAHHA Ba KoMOMHan#gTa in utero, ca ¢ Ho-
BHCOKA CTelleH Ha HHKOPIOPHpaHe Ha Hykileo3uaauTe ananosu B JIHK B MHOXECTBO OpraHu
Ha IJI0fa, KaKTO { ¢ YI0-TOISIMO CKhCsIBaHe Ha TEIOMEPHTE B CPaBHEHHE CHC 3aPOJHILATE,
EKCIIOHHpaHM Ha MOHOTepanus cse zidovudine. KHEHWMYHOTO 35aYeHHE Ha TE3H HAXOAKH HE €
H3SCHEHO.

B npoabmKuTenHuTe IPOYIBAHHSA Ha KaHEPOTeHHOCT IPH IUTBXOBE M MUHIKH
Iamivudine He e MOKa3ayl KaHepOreHeH MOTEHNIHAN, KOKTO Jja MOXE Aa ce OTHeCE CIpsSMO
goBeKa.

6. DapManeBTHYHH AaHHH

6.1. CrichLK Ha HOMOHIHHATE BEIHECTBA B TEXHHTE KOJAYECTBA

ToMOIIRO BEIECTEO | Konmuecreo B exna abnerka | PediepentHy CTaHRAPTH
Copuesuna na mabaemrama:
Microcrystalline cellulose (E460) 138.75 PhEur
Sodium starch glycollate 9.00 BP
Magnesium stearate (E572) 2.25 PhEur
Qunmupaio ROKPHMNUE A IMAGRemKama:
Opadry YS-1-7706-6 white 6,75 — 8,25 In-house

- Hypromellose (E464) PhEur

- Titanium dioxide (E171) PhEur

- Macrogol PhEur

- Polysorbate 80 (E433) PhEur

6.2. HecEBMECTHMOCTH

Hama onHcas.

6.3. Cpox Ha rogaocT

B 6yTmiku oT mongeTHIeH ¢ ucoka mrstaocT (HDPE): 5 rogusny,
B Gimctepu oT PV C/amymusueso ¢onno: 2 roTHHH.

6.4. Crenuanuu UpexasHu MepKH IPH chXPaHeHne

Ila HE ce cBXpausiBa OpH Temieparypa gan 30 °C.

oo Bl B

10



6.5. lannu 3a opaKoBKATA

Epivir TaGreTky ce npeaarat B OyTHIKY OT ONHETHNICH ¢ Bucoka mrsTHOCT (HDPE),
HEIIO3BOJISBANIH OTBAPSHE OT HEIa, HH B OINCTEPH OT NONMBRHEHIXIIOPHL
(PVC)/anymunuepo Gommo. Besika onakoska csabpixa 60 Tabaerxka.

6.6. Ilpenopbka npu ynorpeda

Hsama cienmansy yxasaHmsd.

7. HFime u afgpec Ha NPUTeKATENs HA pa3pelieHNeTo 3a yHorpeda

Glaxo Group Litd.
Greenford, Middlesex,
UB6 ONN, UK

8. PerucrpanuoHeH xoMep B perucrbpa no 9. 28 3JIAXM
9700081

9. Jara Ha mopBo paspeinaBane 3a ynoTpeda Ha JeKAPCTBEHHS NPOXYKT

B benrapus - 17.03.1997 1.
Crpanure ot Esporeiickus Crro3: EU/1/96/015/001 — B Gy ks,
EU/1/96/015/004 — B GmucTepH.

10. {aTa na (YacTHYHA) aKTYANHU3AIHA KA TEKCTA
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