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1. TBProBCKO UME HA NIEKAPCTBEHWSA MNMPOOYKT

Zerit 50 mg TBBPAY Kancynu ¢ YobIKEHO 0CcBODOXJaBaHe.

2. KOINMYECTBEH U KAYECTBEH CbCTAB

Bcsika TBbPAa Kancyrna ¢ YobikeHo oceoboxgasane cbabpka 50 mg stavudine.

3a nomollHUTE BellgecTBa BUXK T.6.1.

3. JNEKAPCTBEHA ©OPNMA

Tebpau Kancyny ¢ yabnXkeHo ocsoboxgapaHe.

TBbpauTe Karicyniu ca oparKesn, Henpo3paYyHy, Kato Ha egHatTa NonoBrHa uMa Hagnic
BMS / 50 mg, a Ha gpyrata 1556.

4.  KNUHWYHA JAHHW

4.1 Tiokazauns

Zerit 50 TBBPAK Kancynu ¢ yObMmkeHo ocsoboxgaBaHe, € [fioKasaH 3a heuvcHue Ha
urdekTupanu ¢ HIV Bb3pacThu nauueHTy, 8 komBUHALKA C ApYrU 2@HTUPETPOBUPYCHU
rieKapcTBEHMN NPOAYKTU.

4.2 [osaupoBKa ¥ Ha4YMH Ha ynoTpeba

[MepopanHo nprnoxexue.

JNeyenueto TpROBa Aa 3ano4He ROL PEKOBOLCTBOTO HA JiEKap, UMalli onuT B NneveHneTo
Ha HIV uHekuusTa.

Bb3apacmHu nayueHmu: npenopbyuTenta jJosa:

Terno Ha | losa Ha Zerit TBBpAY Kancynn C YALMKEHO
nauueHTa ocBoboXHapaHe

< 60 kg 75 mg BeAHBLX AHEBHO

>60kg 100 mg BeOHBEX AHEBHO

Zerit TBBEPAM Kancynu ¢ yobivkeHo ocsoboxpaBaHe MOXe A3 ge-mpyemMa HesaBuchmo
OT pexuma Ha XpaHere (¢ unu 6e3 xpaxa) (BIXK T. 5.2 ¢apy§Kg§maQ143E«SBoﬁ0Taa).
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B cnyyait Ha 3aTpyAHEHO reATaHe Ha Kancynute, NauueHTa MOXe /[a OoTBOpu
BHYMATENHO Kancynara u Aa u3cune rpaHynuTe B KUCesio MITAKO iy siObIKOBO niope.
MpaHynuTe He TpsAbBa Aa ce maJukaT uny gbBYAar.

Orowu, deya u Kppmavema: Zerit TRbPAK KaNcynu ¢ yobibkeHo oceoboxgaBaHe He e
MpoyyeaH B neguarpudHata npaktuka. Popmute Ha Zerit (stavudine) ¢ HesabasHo
oceoGoxpoasaHe (Kancynu K mnpax 3a nepopaneH pasTBOp) Ce& npunaraT Npu Tasu
nonynauus.

Mauuenmu & HafpeOHana ewb3pacm. Zerit TBbPAW Kancynm ¢ YAbMKEHO
ocrobDOXgaBaHe, He e CrneyuarHo Npoyy4BaH nNpu nauuedTn > 65 roguiiHa BL3pacT.

lipomsiHa Ha Gozama

llepuchepHa Hespomamus; NpW NosiBa Ha CUMNTOMKU Ha nepudiepHa HesponaTud
(xapaktepuaupaila ce obBUKHOBEHO € nepcucTypalla CKoBaHOCT, W3TPbNBaHE UMK
fonka B crbnanata w/unu pbuete) (BwK T. 4.4 CneuwanHu MNPOTHBONOKA3aHUA #
cneuvianHy npegynpexaeHusl 3a ynotpeba), Tpabea ga ce obMucnu npeMuHasaHeTo
Ha nauueHTa KbM APYF anTepHaTMBEH PeXuM Ha fedeHue. AKO TOBa He e NOAXOAALI0
WM 2Ko criefi BpeMeHHO fipexpataBaHe npuema Ha Zerit cuMmnromuTe npemuHaT B
3HauyuTenHa cTened, To IedeHueTo cbe Zerit Mmoxe ga bb/ie Bb3CTaHOBEHO, KATo ce
npunara 50% oT npeguKaTa aosa.

YeprodpobHo yspexdane: He e HeobXoAVMO ApoMAHa Ha Ao3ara.

EnbpeyHo yapexdare: NpenopbuBa ce CriefHaTa npomsiHa Ha Aosara:

Hosa Ha Zerit TBbpAK Kancynu ¢
yOobsixeHo ocBoboxgaBaHe,
(B 32aBHUCMMOC OT KPEATUHUHOBUSA KITUPEHC)
Terno Ha 26-50 ml/min <25 mi/min
naumeHTa (BKNIOUMUTENHO NMaUVeHTn Ha
avanusa*)

<60 kg 37.5mg 37.5 mg Bcekn 48 vaca

BeAHBLX JHEBHO
> 60 kg 50 mg 50 mg Bceku 48 vyaca

BEAHB¥ AHEBHO

* [NauveHTUTe Ha xemoauanuaa Tpabea Aa npuemat Zerit TBbPAM Kancyni ¢ yAbITKEHO
ocsoboXXAaBaHe CReqd NpuKTioYBaHe Ha Xemopuanuahata npouegypa v o CbUoTo
Bpeme B gHute bes xemognanusa.

4.3 TMpoTuBonokasaHus

CBpBbXUYBCTBATENHOCT KbM stavudine nnv Kkbm HAKOE OT MOMOWHNTE BelllecTBa (BWK
T. 6.1 CnuchbK Ha NOMOLLHNTE BELLECTRA).
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4.4 CreumnanHv npefyrnpexaeHus U cneumnanty NpeanasHn Mepku fpu ynortpeba

[lepuchepHa Hesponamus: nNauMeHTUTE C JaHHK 32 nepudepHa HesBponaTus ca ¢
MOBUUIEH PUCK 3a Pa3BuTUe Ha Hesponatus. Ako Zerit Tpabsa Aa ce npunara B 103U
cniydait, e HeabxoAuMMO BHUMATENHO KIWUHWYHO npocnegsasaHe. CUMATOMUTE Ha
nepucbepHata HEBpONATUst Ce XapakTepusupar € [epcucTapatla CKOBaHOCT,
u3TPBAHANOCT uiik Horika B crbnanara uurm pbueTe.

flaHkpeamum: nauveHTUTe C NOBULIEH PUCK OT MaHKpeaTuT WK Tesu, fpuemaiiu
fEeKapcTea, 3a KOUTO Ce 3Hae, 4e Ca CBbp3aHu ¢ NoABata Ha naHkpeatwut, Tpabea
BHMMATENHO (YeCTo) Aa Ce npocrneassaT 3a CUMNTOMUTE Ha TOBA CbCTOsHUE.

flakmamHa ayudosza: npu ynotpebarta Ha HyKIeo3ugHW aHanosu e fJoknageaHa
nakTatHa auugosa, oBUKHOBEHO CBbp3aHa C XenaTomeranus n yepHogpobHa ctearosa.
PaHHWTe CMMNTOMM  (CUMNTOMAaTUYHA XWnepnakraTemus) BKMIOYBAT NEKU CUMITTOMY
OT CTpaHa Ha XpaHocmuraTenHaTa cucrema (rageHe, nospbliaHe v KopemHu bonku),
He-cneunbn4HO  HepasnonoxeHwe, 3aryba Ha anetuta, 3aryba Ha Tersio,
pecnupaTopHy cUMNTOMU (yyecTeHOo w/unn ObLNOOKO AUllaHe) Ny HEeBPOJIorNYHY
cumnTomK  (BKITIOMUTENHO MoTopHa cinabocT). JlakTarHata aunposa BoAM 0 BUCOKa
CMBPTHOCT ¥ MOXe Aa ObJe CBbp3aHa € MaHKPeaTwuT, yepHodpobHOo yBpexaaHe,
O6buOpeyHo yBpexgade UK MOTopHa napanusa.

JNlakTaTtHaTa auurgosa obukHOBEHO ce NoABABA CNej, HAKONKO Mecela neveHue.
JNleyeruneTo ¢ HyKNeosuwaHW aHanosu Tpsabea ga ObAe npeycTaHOBEHO B criywal Ha
CUMITOMAaTUYHa XMneprakratemus uny metabonuTHa/nakratHa auwaosa, nporpecusHa
xenaromeranua wiy  Obp30 NoBMILEHWE HMBaTa Ha amuHoTpaHcdepasure.
HeobxoauMo € NOoBULIEHO BHUMAEHUE MpW NpUnaraHeTo Ha HyKNeo3WaHW aHanosun npu
BCUYKKN naumeHTn (0cobeHo XeHu CbC 3aTITBLCTABaHE) ¢ XenaToMeranusi, XenaTtut unu
Opyrn ©k3BecTHU puckosu chaktopu 3a uepHogpoDHO sabonsBaHe W 4epHoApobHa
cTeatosa (BKMIOMUTENHO HAKOW NeKapcTBa W ankoxon). (MauvweHTuTte, NHDEKTUPaHn 1 ¢
Bupyca Ha xenatut C w nekyeaHu c anda-uHtepdepod u ribavirin, npeacraengsar
ocobeH puck.

[MauymeHTUTE C NOBULUEH pUCK TPsIDBa CTPUKTHO Aa ce npocnegssaTt (Bux cbuwo 7. 4.6
BpeMeHHOCT U KbpMeHe).

L]

Xenamum: XenatuT WIM JyepHoApoDHO YBpexgaHe, B HAKoM ciydau dartando, ca
BoxnanBanu npu npunaradeto Ha  stavudine. HeoBxogumo e obmucnsive Ha
Bb3MOXHOCTTZ 3a ChnupaHe Ha fievyeHueTo cbe Zerit TBbpAU Kancynu ¢ YAbIDKEeHO
oceoboXgaBaHe UMW ApYru NOTEHUWanHO XenaTOTOKCUYHW fexapcTsa, npy nauneHTy
CbC CbLUIECTBYBala uYepHoapobHa paunchyHKUMSA, B cnyyaih Ha BnoliaBanNe Ha
3abonsBaHeTo.

KnuHu4yHO 3HaYyuMO nosuuiasaHe Hueama Ha YepHOoOpobHUME mpaHcaMmuHasu
(ALT/AST, > 56 nwmu Had zopHama gpaduya Ha Hopmama, ULN): Heobxogumo e
obMUCIISHE Ha BBL3MOXHOCTTa 3a CriupaHe Ha NnedYenneTo cbe Zerit TBbpAn Karcynu ¢
yAbIkeHo ocBoboXgaBaHe wiv APYrM [OTEHLMAanHO XeratoTOKCUYHM nekapcrea, B
chny4ait Ha 6bp30 noBlKLlaABaHe HYBaTa Ha TpaHcaMuHasuTe. / KT S
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flunoducmpodgbus ¢ MemabonuMmHU HapyWeHUsT: KoMBUHMpaKata aHTUpeTpoBUpyCHa
Tepanusl .Ce ' CBbp3Ba C MpepasnpeferieHue - Ha TenecHarta - MacTHa TbKaH
(nunogchpocbmsl) TIpY NauueHTy ¢ HIv. ,[l,bnrocpquuTe ROCREANLN OT Tean CuBuTUs
3a. cera ‘He ca W3BECTHY. l‘loaHanma 3a MexaHusMa ca HenbnHW. CobulecTsysat
npep.nono;erMﬁ 'OTHOCHO, Bpb3kaTta’ Me)K,ﬂ,y BUCLiEpanHyaTa nuromMarosa u npoTeasHuTe
nRxubuTopY,. 1 nwnoap'rpoq)mrra W HykneosugHuTe akanosn. TI0-BUCOKUST pUCK OFT
nuno.qncrpocb;&ﬁ Ce.CBbp3Ba ¢ uHAUBMLYanHu (akTopyu xaTto HanpefHana Bb3pacT, ¥ ¢
cioa:(ropw “KOWTO * MMaT OTHOIUEHME KbM neKapCTBaTa KaTo Hanp. egHo no-
APOABIDKUATENHO aHTmpeTpoawpyCHo fleyeHne ' U CBbP3aHUTE ¢ TOBa MEeTabOfUTHU
HapyLWeHus. Knmumqﬁme u3cnefBaHus TpsibBa fia BKAIOYBAT OLEHKa Ha (husnyeckuTe
npmauaum Ha npepaanpep,enﬂﬂe Ha MacTHaTa TbKaH. TpsibBa fAa ce oBLpHe BHUMaHUE
Ha W3MEepBaHETO Ha CepyMHUTe NUAWOM U KPbBHA [II0KO3a Ha rmagxo. JiunupgHute
HapylueHust TpsaGBa ga ce TPeTUpaT No KAMHUYECKN nogxoasu| nbT (4.8 Hexenann
fiekapcTBeHn peakLium).

Mayuenmu e HanpelHana eb3pacm: Zerit TBLPAW Kancynu ¢ YABIDKEHO
oceBofoXgaraHe, He e Cneyuasnto NpoyysaH nNpy nauneHT > 65 roguluHa Bb3pacT.

Onowu, Geya u Kkppmayema: Zerit TBBPAW KaNCynu c yabmkeHo ocsoboxaasaHe, He
e NpoyyBaH B NeAnaTtpuyHaTa npaktuka (Bux T. 4.2 [lo3upoBKa 1 HauuHd Ha ynoTtpebda).

PedyuupaHo speme Ha nNpeMuHagaHe npes cmoMallHo-4ypesHus mpaxkm: abcopbumnaTa
Ha stavudine oT KancynuTe ¢ YABLIDKEHO ocBoboXAaBaHe moxe da bvAe HapylweHa B
chnyvyajl Ha CKbCsSIRaHE BpeMEeTO Ha NpeMuHaBaHe npe3 CTOMAallHO-YPEeBHWUS TPaKT,
Hanpumep npu guapus.

flakmo3sta HernoHOCUMOG: TBLPAMTE Kancynu cbabpXaTt nakroza (nog dopmara Ha
moHoxuapart). [lauMeHTUTe C pepkuTe Ccrnyyay Ha HacneacTseHa  ranakTo3Ha
HEMOHOCWUMOCT, flakTasHa HeJ0CTaTbUHOCT UMM [IOKO30-TanakTtosHa manabcopbuus,
He TpPsibBa 4a npuemat Tosa NISKapCTBo.

4.5 [lekapcteerHy n Opyri B3auMoaencTems

Toit kato stavudine akTMBHO ce cexpetupa npes 6LOpeuHuTe TYOYNK, € BHL3MOXHO
B3aUMOZENCTBUE C [PYIM aKTUBHO CeKpeTApallu ce TIeKkapcTsa, Hanpumep C
trimethoprim. He c¢a HaGriogaBaHn  KMMHUYMHO  3HAUYUMU  (DAPMaKOKMHETUUHN
B3aumogeicTeua ¢ lamivudine.

Zidovudine wu stavudine ce <ocdopunupar ¢ nomoliTa Ha KIETbYeH €EH3UM
(TmuranHkMHasa), koiTo docthopunupa ¢ npeauMcTeo  zidovudine, KOETO nMoHWXaBa
tocthopunuparHeTo Ha stavudine go HeroBata akTuBHa TpudoctartHa copma. ETo
33LU0 He ce NpenopbyBa egHOBPEeMEeHHOTO npunarade Ha zidovudine cbe stavudine.

In vitro npoyyBaHusiTa NoKassaT, Ye akTueupaHeTo Ha stavudine ce nHxubupa cbllyo OT

doxorubicin u ribavirin, HO He 1 OT Apyry NekapcTsa, Wanornssanu npu Hi ﬁthetcgfﬂ
‘}i\Ti.Hl L ) ‘




KOMTO Chlo ce docchopunupar, Hanpumep didanosine, zalcitabine, ganciclovir u
foscarnet. Bnuanneto Ha stavudine Bbpxy KMHeTukaTa Ha cocdonupupare Ha apyru
HYKMeo3WaH1 aHanosy, ocseH zidovudine He € npoy4BaHo.

He ca HabnogasaHy KNUMHUYHO 3HauumK Baanmopeicteus Ha stavudine unn stavudine
+ didanosine u nelfinavir.

Stavudine He uHxubvpa rnasHuTe nsocopmu Ha cytochrome P450 - CYP1A2, CYP2C9,
CYP2C19, CYP2D6, u CYP3A4;, ervo 3alio He ce 04akBaT KAMHWUYHO 3H34YMMY
B3aUMOASNCTBUSA C leKapcTaTa, MeTabonusnpatyy ce ¢ NoMOLWTa Ha Te3l eH3NMN.

Toit kato stavudine He ce cBbp3Ba ¢ BenTwuuTe, HE Ce 04YaKBa BNUSIHWE BBHPXY
thapmakokMHeTVKaTa Ha CBBbP3aHuTe ¢ NPOTENHUTE JleKapcTsa.

Hama in vivo npoyuyBaHWUs OTHOCHO B3auMofeilictBueto Ha Zerit TBbpOAM Kancynu ¢
yobibkeHo ocBoboxgasaHe ¢ Apyru rnexkapctea. OuakBa ce pesynratnre oT
NMPOBeAEHNKTE MPoyYBaHus 3a B3auMoaeicTBus Ha Zerit ¢ HesabasHo ocBoboxaasaHe,
[a MoraT ga ce npunoxar u npu Zerit TBBPAKW Kancynu ¢ yabIbkeHo ocsoboxaasaHe.

4.6 bBpemeHHOCT M KbpMeHe

EmBpuo- 1 ceToTokCUUHOCT ca HabniogasaHy, camo npy npunaraHe Ha BUCOKK [O3u
NP KUBOTHN.

HsAMa CbOTBETHM KOHTPOSIMPaHW KIMHUYHU fipoyYBaHus npy OpemeHHn Xewn, Ho uma
cboblleHus 3a BpofeHn aHoManuu u abopTtu npu ynotpebaTta Ha stavudine.

JlakraTtHa aumuposa (BWK 7. 4.4 Crneuunansu npeaynpexnaenna U cneunantdu npegnasHu
Mepkyu npu ynotpeba), noHskora dravanHa, e Habriogasana npu BpemeHHY XeHy,
npuemany kombBuHauusita didanosine u stavudine, c unun 6e3 SpYro aHTUPETPOBUPYCHO
rievenue. [o nonyyaBaHeTo Ha AOMbNHUTENHW gaHHu, Zerit TpabBa [a ce npunara npu
BpeMeHHI XeHW, CaMo Crief BHUMAaTerHa npeueHka (Bmk T. 5.3 MNpesknuHuYHK AaHRY
3a DesonacHocT). EAHO ex vivo npoy4yBaHe, U3Non3satio MoAen ¢ YoBellka nitaleHTa
(Ha TepMmuH), nokasea e stavudine goctura kpbLBOOOPLILUEHMETO Ha nrnofa, vpes
npocta audysus. [lpoyyBaHe npW nNABLXOBE, CbLIO MNOKa3Ba NpemMMHaBaHETO Ha
stavudine npes nnaueHTaTa, KaTto KOHUeHTpauuuTe My B fifloga ca okono 50% ot Tesu
y mMaitkata.

ChluecTByBaUTE faHHKU, OTHOCHO OTAensHeTo Ha stavudine B YOBEILKOTO MIISKO Ca
HefoCTaTbYHU 33 OUEHKa Ha pucka 3a KbpMaueTo. [lpoyuBaHusita npu Kbpmeliu
AABLX0Be nokassaT, Ye stavudine ce otaena B kepmarta. ETo 3awo, maitkute Tpadbea Aa
6baart npepynpeAcHn ga cnpar kbpMeHeTo npeau npvema Ha Zerit. [penopsyuBa ce
xeuute ¢ HIV uHdexkuns fa He KbupMAT npy Hukakeu obcTosTenctsa, € ommef
npegnaseane npemuHasaseTo Ha HIV y kepmadeTo.
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4.7 EdekTy BBPXY cnocobHocTTa 3a wWothupaHe u paboTa ¢ MalliuHy

He ca npoBexaaHn npoyyBaHUs OTHOCHO edeKTuTe BbpPXY cnocobHOCTTa 3a
wothupare u paboTa ¢ MallmHm.

4.8 HexenaHu fieKapcTReHW peakunmn

Br3pacmHu: cbljectBysa GoraTt onut OTHOCHO npodgna Ha BesonacHocT Ha Zerit ¢
HesabasHo ocBobBoxaaBane, nof copmara Ha MOHOTepanus Wnu B KOMBMHauun.
MHoro oT TEXKUTe HeXenaHu nekapcTeeHn peakuuu npu stavudine ca B pesynTar Ha
HiV wuHoekuusTa WnM ca HexenaHn peakuuv Ha CbhhbTCTBAWMTE fieveHus.
BesonacHocTTa Ha Zefit TBbpAK Kancynu ¢ YAbIKeHO ocsoboxAaBaHe € cpaBHeHa ¢
Tasu Ha Zerit ¢ He3abasHo oceobOXOaBaHe, Bcekn B koMOuHaums ¢ efavirenz un
lamivudine, B OBe panaoMuaupanu, ABONHO-CAIENK KIMHWYHN npoydsanus. FlpounsT
Ha ©es30nacHOCT HaA Kancynute ¢ YObDKeHO oOcBoDoxgaBaHe He ce OoTnuyasa
CbLUIECTBEHO OT TO3U Ha thopmaTa ¢ HezabasHo ocBobOXaaBaHe.

lMepuchepHa Heepormamus: 4ecToTaTa Ha MosABa Ha CUMNTOMUTE Ha NepudepHa
HEBpONaTHs B NPOYYBaHUATa CbC Zerif TBbpAY Kancynu ¢ yAbIMKEHO OCBoODOXAasaHe
(cpeaHo npocnegsisaHe 56 cepgmuun) € 6una 20% (3% 3a ymepeHa [0 Texka), Kato
yecToTaTa Ha NpeKbCBaHe Ha fleyeHneTo nopain Hesponatus e duna < 1%. Hozo-
saBucuMa nepudiepHa HeBponartud, U3UCKBaLlA NpoMsiHa Ha AosaTta e HabniojasBada
npu npoyusaHe ckC Zerit ¢ HesabaeHo ocBobOXAaBaHe, npunarad kKaTo MOHOTEepanus.
(Bvx T. 4.2 103upoBKa U HauuMH Ha ynotpeba). ObukHoBeHO ce Habnioaasa usvesBaHe
Ha CUMATOMWTE Cnep, peayumMpaHe Ha fo3arta unu npexparsasaHe Ha NneyvyeHneTo.

Maukpeamum: NaHKpPeaTUT e Habnogasad npu < 1% OT nauweHTUTE, Npuemaltn Zerit
TBbPAK Kancynu ¢ yAbMmkeHo ocsoboxpasare. MMa gaHHu 3a NaHKpeaTuT, pagko
¢hatanieH, apu 2-3% OT naumeHTuTe Ha MOHOTepanua cue Zert ¢ He3abaBHO

ocsoboxgaBaHe.

flakmamua auudosa: cnyyau ¢ naxtatHa alwpos3a, noHsikora dartanHiu, 0ONKHOBEHO
CBbp3aHy ¢ TEXKa XenaToMmeranus u yepHogpoBHa creatosa, ca cbobwaeaHu npw
ynoTpebara Ha HykieosuaHu aHarnosn (Bmx T. 4.4 CreuvanHu NpesynpexaeHus u
crietnantu npeanasHn mepxu npy ynotpeba).

XenatuT unu 4epHoapobHO yBpexaaHe, noHskora darando, ca HabnogasaHdn npu
ynotpebarta Ha stavudine u Ha gpyru HykneosugHu ananosu (Bux T. 4.4 CneunanHu
npeaynpexneHns u cnewmanihy npegnaskHn Mepku npu ynotpebda).
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K0M6MpraHaTa aHTwpeTposmpyCHa Tepanusa ce cabpaaa ¢ MeTabonuTHU HapylueHus

Karto Hamp. . aneprmrnuu,epm,qum Xuniepxorecteporemis, PE3UCTEHTHOCT KbM
Hcyan xmnepmwxemuﬁ n xunepniakratemust (4.4. ‘Crieumantn npefynpexaeHis v

cneluanku npeanasHu Mepku npu ynotpeba).

L{eCTOTaTé Ha ,qonymsﬁpdeﬂme He}KenaHm nel{apcﬁsérih peaxu,mu ‘Ce OTpepensi Kakro

cnep,Ba "MHOFO: qu'ro (> 1!10) qec:'ro (> ‘1/100 < 1/10}); He vecTo (> 1/1,000, < 1/100);

psaKko' (= 1/10, 000 "<11/1,000); MHOTO PsKO (2 1/10,000).

Hexenanu nekapcTBeHW peakuun (YMepeHu A0 Texku) ca cbobuleHn npu 466

faLpMeHTa, neKkysaHu ¢ Zerit TBbpAU KancynM C yAbHKeHo 0CBOOOXAaBaHe B

kombuHauua ¢ lamivudine n efavirenz 8 Ase paHooMU3UPAHN KNUHUYHW NPOYYBaHUS K

OBAroCpodHO nipocnessate (06Wo npocriegsasare: cpegHo 56 cegmuuy, Bapupallo

no 119 cegmuum).

YcTaHOBEHN Ca CleAHUTEe HeXenaHW peakunmn, CUYEeTeHW OT WU3cneposaTenurTe Kato

BEPOSITHO CBbP3aHu ¢ U3CrneaBaHoTo fieYeHue:

EHAOKPIHHI HApYLIEHUs: He GecTu: runekomacTiist

CToMAlIHO-UDEBHY HapYLUeHVs Lalecm p.napm ra.u,eHe nospbmaﬁe ,n,mcnencwﬂ
He YecTU: NaHKPEATUT, KOpemHa, Gorika

OB Py Ueciin: YMopE

Heuecty: acrenust
Xenato-Guiuaphu Habylieiins  He'decTu: XenaTuT i xenTeruua
HapyL YecTu: snmﬁd,qucfbodjm

MeTaESonwama - XPaHEHeTo" HeéyecTn;inakraTra auwp,ééa (B-HAKOW.CITyJau BKIIOUE
cnabocTt Ha ABvraTenHaTa. MycxynaTypa)

P By T S g e e R

He uecTu: mianius, _apTpanius

P

HapymeHuﬂ HE HepBHaTa UecTi: 3aMaahoct, TnaBogonue, Haf)yi.ueﬁm GuHMWA,

‘cucTeMal 6eac1:Hue nepmcbepam HEBpOﬂGI‘ML!HM
cmum‘romm Bl{anmenﬁo nepmcbepHa .
HeBponaThs, napecmaum " HepmcbepeH
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UecToTata Ha NpexbCBaHe Ha fedeHueTo nopaav HexenaHn cobutns e 5% npu
nauneHTUTe, rnexyBaHun cuC Zerit TRbPAY Kancynu ¢ yabnxeHo oceoboxpaaBaHe 1 7%
npw Zerit ¢ HezabaBHO ocBoBOXAaBaHe.

aBopatopHute npomeHu, HabnwgaeaHw Mpu Te3nw [ABe [POYYBaHUS BKMOYBAT
noeuuaesade Ha ALT (> 5xULN) npu 3%, AST (>5xULN} npn 2%, nwvnasa
(> 2.1 ULN) npu 4%, u 6unupybun (= 2.6 ULN) npu < 1% OT nauyueHTuTe Ha nevyeHue
cec Zerit JBLpAu kancymu c yBBIDkeHo ocsoBoxnaBaHe. HeyyponeHus (< 750
kneTk/mm?® ) e poknaaeaHa npu 5%, TpombouuToneHus (TpomBounTtu < 50 ,000/mm? )
npu 1% v aHemus (xemornobuH < 8 g/dl) npu < 1% oT nayuHTUTE npuemawy Zerit
TEBBPAN Kancynu ¢ yabimkeHo ocsoboxgaBaHe.

49 [lIpenosznpade

OnuTbLT OT npunaraHeTo Ha Zerit {c HesabaBHO ocBoDOXAaBaHe) B AHeBHM A03n 12
MbTY Haj npenopbyBaHUTE HEe € [oKasan ocTpa TOKCUYHOCT. YcrnoXHeHusTa npu
XPOHUYHO Tipefio3upaHe MOraT 4a BKIIOUBAT nepudepHa Hesponatus u YepHogpobha
auncyHKums. CpepHuaT xemoguanuseH knupbHC Ha stavudine e 120 mi/min. He e
dceH edekrta Ha XeMojuanusata 3a enuMuHupaneTo Ha stavudine, B criyyait Ha
npegosypaxe. He e sacHo ganu stavudine ce otaens 4pes neputoHeanHa guanuaa.

5.  ®APMAKOIIOIrMyHW BAHHW

51 dapmakofuHaMW4YHK CROMCTBA . .
dapmakoTepanesTUUHa rpyna: HykneosngeH uquﬁuTop“ﬁ'é“c')Bpﬁf}iaTa TPaHcKpAiTasa
ATC kop: JOSAF04.

Stavudine, TUMUOMHOB aHanor e aHTUBMPYCHO CPEeACTBO € in Vilro akTUBHOCT cpelly
HIV B YyoeetkuTe KneTk. Toit ce thochopunupa c nomollTa Ha KIeTbYHUTE KMHask A0
stavudine triphosphate, koitto unxubupa  HIV obpatHata TpaHckpunTasa upes
KOHKypupaHe ¢ ectectBenks cybetpat  thymidine triphosphate. Toit uHxuOupa u
cuHTesaTa Ha supycHata OHK, npuuunssaiiku npekbesane va [HK sepurata, nopagu
nuncata Ha  3-xuapoxcuniHa rpyna, Heobxoguma 3a enowrayusta wa  AHK
Knetoudata [HK nonumepasa y Cbllo € YyBCTBUTENHAE Ha uHxubupare ot stavudine
triphosphate, fokato knetbuHuTEe nonvmepasu o and B ce uHxubupat npu
KOHLEHTpauuu cboTBeTHo 4,000 u 40 mbTM No-BUCOKM OT Heobxoaumute 3a
uHxnbupare Ha HIV oBpatHaTa TpaHcKkpunTasa.

TTeuerueTo cbe stavudine Moxe Aa cenekTvipa WKUnu nogabpxa MyTauun, CBbp3aHu
pe3ncTeHTHOCT KbM stavudine. Wsonatute, cbibpxal Te3n Myvauun ocrtasar
yyBcTBUTEnHK KeM stavudine. KnudnyHata 3HaUMMOCT Ha Te3l OTKPUTUA He e ACHA.
AkTmBHOCTTA Ha stavudine ce noenusiBa OT MYNTU-NIEKAPCTBEHATA PE3UCTEHTHOCT,
cBLp3aHa ¢ MyTaumu, kato Q151 M.

MoHwxeHWe Ha YyBCTBATENHOCTTA noeye ot 10 nbTh KbMm stavudine, e HabniofaBaHo
fpK HSAKOW BUAOBE C HamarieHa YyBCTBUTENHOCT kbM  zidovudine u iamivud'm.e, In vivo




HEe Cca YyCTaHOBEHM MyTauuu, CBbP3aHuM ¢ BUCOoKa CcTened Ha cneyudunynHa
pesancTeHTHOCT KbM stavudine.

Knueuuha edektuBHOCT: Zerit ¢ HesabaBHO ocBoboxgasaHe e fpoyysaH B
komBuHauus ¢ Apyrv aHTUpeTPoBUpPYCHU cpeicTaa, Hanpumep didanosine, lamivudine,
ritonavir, indinavir, saquinavir, efavirenz n nelfinavir.

lee ABOWHO-CIENK NpOyJYBaHMsA C TPO#HA Tepanusa npyu NaduMeHTH, HenograraHu Ha
aHTupeTpoBupycHa Tepanust (ART) ca nokasanu nogodHa aHTUBMPYCHa edeKTUBHOCT 1
MOHOCKMMOCT Ha Zerit TBBEPAW Kancynu ¢ YALIMKEHO ocBoboXAaBaHe, CPpaBHEH CbC
Zerit c HesabaeHO ocBoDOXOaBaWe, BCEKM OT KOWTO € faasaH B KoMOMHauusa c
lamivudine n efavirenz. Zerit TBbpan kancynu ¢ yabmKeHO ocBoboxpaBaHe, He e
Apoy4YBaH fipy MayMeHTy, Ha KOUTO npefu ToBa e nipunarada ART.

[MpoyuyBaxeTo Al455-099 e 6uno 48-cegmuuM, paHooOMU3MPaHO, [BOWHO-CAAMNO,
cpaBHsaBawWo Zerit karicyny ¢ yabrokeHo oceoboxgasaHe (100 mg BeaH®BX AHEBHO)
cbe Zerit ¢ HezabaeHo oceoboxpgasaHe (40 mg gBa NbTW [HEBHO), BCEKM B
kombuHaumsa ¢ lamivudine (150 mg gea bty aHeBHO) + efavirenz (600 mg BeAHLK
AHEBHO), Npi 783 HeriekyBaHyu NaLUMeHTH cbe cpepeH bpoli Ha CD4 277 knetkw/mm?
(eapupaiy or 61 g0 1,215 knetkw/mm?) u cpegen 6poit Ha nnasmennTe HIV-1 PHK
4.80 logyy konua/ml (Bapupaw, ot 2.6 po 59log i konua/ml) B Havanovo Ha
neveHueTo. [laumentuie ca ©Gunu npegumHo MbXe (69%), Karo mnpoueHtTa Ha
npegcrTaBuTenuTe Ha He-bBanaTa paca e 6un 58%, a cpegHarta Be3pact 33 rogusn (or
18 go 69 roa.).

fipoyusaneTo Al455-096 e ©Ouno 48-cegmuun, paHAOMU3UPaHO, ABOWHO-CAAMNO,
cpaeHsBallo Zerit kancynu ¢ yabmkeHo ocsoboxzaasane (100 mg BegHBX AHEBHO)
cbe Zert ¢ HesabaBHo ocBoboxgaBaHe {(40mg ABa MbTY [IHEBHO), BCEKU B
xomBuHauus ¢ lamivudine (150 mg ABa nbTW gHeBHO) + efavirenz (600 mg BEAHBX
AHeBHO), ipn 150 HeneKyBaHu MauueHTy, cbe cpefeH 6pol Ha CD4 285 knetkw/mm®
(apupaly oT 63 go 962 knetkw/mm) u cpeneH 6poit Ha nnasmenute HIV-1 PHK
4.65loge konus/ml (Bapupaw, or 2.3 po 59log qoxonus/ml) B Havanoro Ha
nevenueTo. MauneHTnTe ca dunu npegumHo Mexe (75%) U oT oT Banarta paca (70%),
KaTto cpefiHaTa Bb3pacTt buna 34 roguhu (ot 20 go 69 roa.).

Ha Ttabnuuara ca npeactaseHu pesyntatute oT npoyuysaHusaTa  Al455-099
Al455-096:




Ipoyusane ITpouenT HpoueHT HIV PHK CD4
nauuent ¢ HIV | mauwentu ¢ HIV | Cpenna Cpenna
PHK < 400 PHK < 50 npoMsiHa OT ApOMSHa OT
Konus/ml konusa/ml H3XOJHHTE H2XOJHHTE
Otrosop Ha Otrosop Ha CTOHHOCTH CTOHHOCTH
nevenuero (%)* | newennero (%) | (logo (xkneTka/mm®)

copies/ml)

AT455-099 (48 cemmunn)

Zerit xancymny ¢ 78 54 -2.86 +202

YELIKEHO

ocBobOxAaBaHE +

lamivudine + efavirenz (n

=392)

Zerit HezabaBHO 73 55 -2.83 +182

ocpoGoxnaane +

lamivudine + efavirenz (n

=391)

AT455-096 (48 ceamuin)

Zerit Kancymu ¢ 70 41 274 +232

YHABIKEHO

ocBoboXAaBaHE +

lamivudine + efavirenz (n

=74)

Zerit He3abaBHO 66 38 -2.64 +195

ocBoboXxpasaHe +

lamivudine + efavirenz (n

=176)

* TIpouent mauuentu ¢ HIV RNA <400 ¢/ml nan < 50 ¢/ml, HeoTroBapsiik Ha HUTO eARH KPHTEPHH

32 HEeyClex Ha JEYEHUEeTO, BRIFOYUTENHO [0sBaTa Ha HoBa cBbp3ata cve CITHMH auarnoza.

5.2 (®apMakOKMHETUYHU CBOUCTBA

dapmaKoKuHeTMuHUTE CBOiiCcTBa Ha stavudine nop dopmata Ha Kancynu ¢ YALMKEHO
ocBoBoX[aBaHe ¢a NMPoYYeHn Npy 3apasi BbL3pacTHU Jobposonum u nauneHtn ¢ HIV
uncbekuus. baBHoTO ocBoBoxpasaHe Ha  stavudine oT Kkancynuie C YABLIDKEHO
ocBobOXOaBaHe MOBALPXA W3IMEpMMK NrnasMeHy KoHUeHTpauur 24 vaca cneg
enHokpateH pHeseH npuem. [lpu epHokpaTHWS OHEBEH MpUeM Ha  Kancynute ¢
yabmkeHo ocsofoxaasade ce Habrirogasa npubnusutento 50% no-cnaba npomsiHa B
nrasmeHaTa KoHUEHTpauus, B cpaBHeHWe ¢ npuema Ha  Zerit ¢ HesabasHO
ocBoboXaaBaHe ABa MbTH QHEBHO.

BtapacTHHU

ABcopbuusi: ERHOKPaTHUAT NPUEM Ha TBbPAWUTE Karcynun ¢ yAbimkeHo oceoboxiaBaHe

Boam [o nogobHa pHeBHa ekcrnosvuyus  (AUCpoa) € Tasy, Haﬁ’:,*gﬂa npu

JBYKpaTHUSi AHEBEH npuem Ha copmaTta ¢ HesabaBHO ocsoﬁoxc,qasaue/ KenosuuusaTa
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Ha stavudine e okono 12% no-Hucka cnef eadokpaTHus axeseH npuem Ha 100 mg nog
chopmaTa Ha Kancynu ¢ yabrhxeHo ocBoboxaaBaHe, B CpaBHEHWe C NpunaraHeto Ha
40 mg oBa nbTw AHEBHO Ha dhopMaTta ¢ He3abaBHO ocBoboxpaBaHe. CKOpPOCTTa Ha
aGcopbuns OT KancynuTe ¢ yabimkeHo ocsoboxasane e no-Hucka; Cmax 3@ Kancynure
C yAbmkeHo ocBoboxpaBaHe e 49% OT cTOWHOCTTa npu Kancynute c HesabasHo
ocsoboxaaBaHe. Tmax © OKONO 4 Yyaca 3a KancynuTe ¢ yObINKeHO ocBoDOXaasaHe i
0.5 vyaca npu Te3an ¢ HesabaBHo ocBoboxfaasaHe. Cnej MHOFOKpPaTHO MEepoparnHo
apunoxeHue Ha pnosn ot 100mg noa dopmaTa Ha Kancyny €  YObMKEHO
ocsoboxgaBaHe, € YCTaHoBeHa CTOWHOCT Ha Cmax 0T 228 £62 ng/ml.
dapMakokuHeTMkata Ha stavudine e HesasucMMa OT BpemMeTo, Tbidh KaTto
choTHOLWeHWeTo Mexxay AUC npu paBHoBecHO cbeToaHne n AUC crnief nbpsarta [osa
e npubnusutenHo 1. intpa- n uHTepruHauMBuayantuTe sapuaumn B eKCnosuuusaTa Ha
stavudine, nog chopMaTa Ha Kancynu ¢ yABIMKEHO ocBoboX(gasaHe ca Marku, oKomno
10% u cwoTBeTHO 31%. He e nabniopasaHo 3Havyumo akymynupaHe Ha stavudine,
crien, MHOMOKPaTHO npurioxenune npes 24 vaca. AUC e ysenuueH nponopLuoHando Ha
npunoxeHara nepopanda gosa ot 37.5 ao 100 mg.

Brusinue Ha xpaHama ebpxy nepoparndama abcopbyus: B cpaBHeHue ¢ NpunaraHeTo
Ha rnagHo, npuema Ha Zerit kancyny ¢ yabimkeHo oceoboaasare 3aefHo ¢ borarta Ha
MasHuHU xpaHa (945 kcal), neka xpana (373 kcal), xuceno mnsko (26 kcal) wnu
a6bnkoBo niope (32 kcal) He noenuaa shauutTenHo AUC u  Cpax Ha stavudine. C
KUCENOo MISIKO Unn si0BLIKOBO flope TBLPAMTE Karcyrnmk ¢ yabrokeHo ocsoboxaaBaxe ca
OTBOPEHW ¥ CbAbPXKAHWMETO e [AUPEKTHO CMEeCeHO ¢ XpaHaTa. Hama [aHun 3a
HeoyaKBaHu NOCNEACTBIUA B pe3ynTaT Ha npuraraHe Ha nexapcTeoTo ¢ unn 6e3 xpaHa.

Pasnpedenerue: 06em Ha pasnpeaeneHue npu paBHOBECHO CbCTosHNE e 46 =21 |. He
€ Bb3MOXHO OoTKpuBaHe Ha stavudine B UepebpocnuHanHsaTa TEYHOCT npeiyu Han-
ManKo 2 yaca cnef nepoparnHoTo NpunoXeHue.

4 yaca cief npunoXeHneTo cboTHoweHeTo CSF/nnasma e 0.39 + 0.06.
Cebp3BaHeTo Ha stavudine ¢ nnasmeHuTe 6enTbUU € HE3HAUMTEHO 38 KOHLEHTpauun
or 0.01 go 11.4 yg/ml. Stavudine ce pasnpefensa No paBHO MeXAy epuTpoLUTATE U
nnasmara.

Memabonuzem: metTabonusmeT Ha stavudine He e npoyded npu xopa. [poyysanuaTa
pKu MalimyHy nokassaT, ye okono 50% ce oTAens B HENpoMEHEH BUA C YpuHaTta, KaTto
OCHOBHA 4acT OT OCTaThKa ce Xyaponuanpa Ao TUMUH 1 3axap.

OmdernsHe: oBWNAT KIUpBHC Ha stavudine e 594 + 164 mi/min, a peHanHus KMpBHC
e 237 +98 mi/min, KoeTo nokassa akiMBHa TYOynHA cekpeuus B AOMbAHEHWE KbM
rnomepyndara cuntpauus. [lpu xopata othgensHeTo Ha  stavudine B ypuHata e
npubnuauTendo 40%, HesaBuUCUMO OT HauwnHa Ha npunoxexue. OctaHannte 60% ot
JIEKAPCTBOTO C€ enuMUHUpaT rhaBHO No eHjoreHeH nbT. Bpemetro Ha nosmy-
enuMuHKUpane Ha stavudine cneg npunoXeHWe Ha Kancynute ¢ HesabasHo
ocsoBoxaasaHe e OKono 2 vaca. Chned npunaraHe Ha Kancynute ¢ YObIKeHo
ocsoBoxaaBake, erneMUHUHUpaHeTo ce BrvsAe oT BasBHaTa abcopbuus Ha stavudine u
BPEMETQ Ha fony-enumMuHnpaHe e YabiskeHo fo 4 vaca.




CrieuuanHu nonynauuu

fOHowu, deya u kKbpMmavema: HaMa (MapMaKOKUMHETUYHK [AaHHW 3a Kafncynure ©
yabLMxeHo oceoboxaaBaHe. Popmu Ha Zerit (stavudine) ¢ HesabasHo oceoboxgaBaHe
(kancynu v npax 3a repopaneH pasTeop) Ce U3NON3BaT Npu Tasw nonynauus natneHTu.

flon, paca u eb3pacm: edekta Ha nona, pacata U Bb3pacTra BbLPXY
hapMakoKMHETUKATa Ha Kancynute ¢ ygb/pkeHo oceoboXfhaBaHe He e MpoyyeH.
MNonynauvoHen  gapMakokmHeTyeH  adanuMs Ha  AaHHuTe,  NOMy4eHk  oT
KOHTpOMUpaHuTe KIMHWYHK Npoy4usaHua Ha kancynuTte ¢ HesabasHo ocsobowiasaHe,
fipunarady npy nauueHTn ¢ HIV uHdekuma He nokassa KAMHUYHO 3HaYMMK pasnnins
MEXAY ABaTa fosa U [py pasnuyHuTe paci.

BrbpeyHo yepexOare: naHHuTe ot cdopmata ¢ HezabaBHo ocBoboAaBaHe nokassar
MOHWKEHNe Ha knupbHca Ha stavudine, cbOTBETCTBALO Ha NOHKEHUA KNUPBHC NpU
TOBa CBCTOAHME, €TO 3auWo Ce MpenopvyBa fo3ata Ha dopmarta ¢ YObIDKEHO
oceoBoxnaeaHe ga Obae npomeHeHa npu nauueHTuTe € foHWXKeHa  OwOpeuna
dyHKuMA (WX T. 4.2 [osuposka U HauWH Ha ynoTpeba).

YepHodpobHo yepexdaHe: hapmakokuHeTukata Ha stavudine npu nauuentn ¢
uepHoapobHO yBpeXaaHe, npuemalin dopma Ha stavudine ¢ HesabaeHo
ocBoboxnasade e nogobHa Ha Tasu Npu nauueHTWTe ¢ HOopManHa uepHogpobHa
dyHKuus. Tean peaynTatm morat ga 6bgar npuaokeHu u 3a QopMara C yAbIDKEHO
ocsoboOXaBaHe.

5.3 [pe@KAUHWYHYU JaHHK 3a De3onacHocT

JlaHHWTe npM XWBOTHWM nNokasBaT emOpuo- v (DETOTOKCUYHOCT Crief npunarade Ha
MHOro sucokn nosu. Stavudine e rnokasan reHOTOKCUYMHOCT fipn  in Vitro Tectose ¢
yoselky nuMpounTy, fiponBsisaiikyn Tpudocthopunupalla akTUBHOCT {fpU KOETOo He e
YCTaHOBEHO HUBO Oe3 edekT), mpu mbpobniacTk OT MULLKW, U Npu eAuH i vivo TecT
3a Xpomosomuu abepaumy. [Mogobum edektn ca HabniofaBaHu U npw  opyru
HYKNE03WUAHN aHanos3u.

Stavudine e KaHUeporeHeH npu MULIKM  (d4epHOapobHM Tymopu) ¥ [TbXOBE
(uepHogpoGHM  TymOpu:  Xonawruouenynapet, XenaroLenyrnapeH, cMeceH
XefaToxXonaHrouernynapes wunn BackynapeH; Kakro ¥ KapLuHoM Ha MUKOUHWUA Mexyp
)} NpU MHOFO BMCOKW LO3W Ha ekcnosuuwsi, He e HabrmiogaBaHa kaHLEepOreHHOCT npu
posu ot 400 mg/kg/day npu myuikm n - 600 mg/kg/day npw nnexoBe, OTrOBapslio
CLOTRETHO Ha ao3u ~ 39 1 168 Nty Haf npuraraduTe npu YoBeKa, KOeTo npegnosara
He3HauuTENeH KaHleporeHeH noteHuvart Ha stavudine npu KMHUYHOTO NeveHKe.

6. DAPMAUEBTWMYHU OAHHU




6.1 CnuchK Ha NOMOWHKUTE BellecTBa

Cwcmae Ha epaHyriume 8 Karicynama:
Lactose monohydrate

Magnesium stearate

Microcrystalline cellulose
Hypromellose

Talc

Ethylceliulose aqueous dispersion
Distilled acetylated monoglycerides

Cwemas Ha Kancyrnama:

Gelatin

Silicon dioxide

Sodium laurilsulphate

Red iron oxide (E172) and yellow iron oxide (E172)
Titanium dioxide (E171)

Bbpxy Kancynara uma Hagnuc, 3a KoiiTo € K3non3BaHo CUHbO MacTUNo, ChAbpXKallo:
Titanium dioxide (E171)

Indigo carmine (E132)

Shellac

Propylene glycol

6.2 DPU3IMKO-XMMUYHU HECHEBMECTUMOCTH

Hsama gadHu.

6.3 CpoK Ha rogHoCcT

18 meceua.
6.4 Creuuanhiy yCrnoBUs Ha cbXpaHeHue

3a 6nucmepume: [a ce CbxpaHsaBat npy Temnepatypa nog 25°C. [la ce cbxpaHsBar B
opurnHanHaTa onakoBKa.

6.5 [aHHK 33 oNaKoBKaTa

6nvicTep aluminium/aluminium ¢ 10 TeLpAK Kancynu B eauH onuctep n 3 Gnuctepa
(30 TBBLPAYM Kancynn) B eHa KapTOHEHa ONakoBKa.

6.6 Tpenoptku npu ynotTpeba

Hsama creuvanHn usnckeaHus.,




7. WME W AOPEC HA NMPUTEXATEJIA HA PASBPELUEHMETO 3A YIIOTPEBA

BEPUCTBII-MANEPC CKYWUB BBIITAPUSA

Yri. "20-7tu anpun” Ne 6
1606 Cochun

8. PEIMMCTPALMOHEH Ne B PETUCTBPA MO YJ1. 28 35IAXM

9. [OATA HA TbPBO PA3PELLABAHE 3A YNOTPEBA HA JIEKAPCTBEHWS

NPOOYKT (MOOHOBABAHE HA PA3PEILUEHUMETO)

10. JATA HA (MACTUYHA) AKTYATIU3ALINA HA TEKCTA

2004 r.
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