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1. TbPrOBCKO UME HA FIEKAPCTBEHWA NMPOAYKT
Zerit 30 mg TBBLPAN Kancynu
2. KOJIWYECTBEH N KAYECTBEH CbCTAB

Bcsaka tebpfia kancyna ceaspka 30 mg stavudine.
3a nomolUHuTE BellecTea BWK T7.6.1.

3. TJNEKAPCTBEHA ®OPMA

TBBPAN Kancynu

TebpauTe Kancyni ca CBETHO W TbMHOOPaHXEBW, HEMPO3padHK, KaTo Ha eaHata
nonoBuHa rva Hagnue BMS Hag kopa "1966", a Ha gpyrata "30".

4. KIVHWYHU DAHHA

4.1 [llokazakusa

Zerit e nokasaH 3a fieyeHne Ha uHdbekTupadu ¢ HIV naunentn B kombunaums ¢ gpym

AHTUPETPOBUPYCHYU FIEKAPCTBEHN MPOAYKTU.

4.2 HozupoBKa n HauMK Ha ynoTpeba
MepoparnHo ripunoxeHue.

JleyenueTo TpsibBa fa 3ano4yHe Noj pbKOBOACTBOTO Ha INEKap, Umall] OnuT B NEYeHUETo
Ha HIV unndekuuaTa.

BrapacmHu nayueHmu: npenopbyuTenHa gosa:

Terno Ha | Jo3a Ha Zerit

naumeHTa

<60 kg 30 mg gBa nbTy AHeBHO (Ha 12 vaca)
= 60 kg 40 mg nBa NbTU BHEBHO

HOHotum, feua n kbpMadeTa Haf 3 MeceuHa BbapacT: NpenopbynTenHa 4o3sa



Terno Ha | [Jozsa Ha Zerit

nauneHTa

<30kg 1 mg/kg nBa bW AHeBHO (Ha 12 yaca)
2 30 kg L031poBKa 3a Bb3pacTHu

3a ontumanHa abdcopbums, Zerit Tpabsa ga ce npuema 6e3 xpaHa (T.e. Haii-manko 1
uac Npeay XpaHeHe), HO aKo TOBa He € Bb3MOXHO, MOXe [ia Ce NpuemMa ¢ fieka XpaHa.
Zerit MmoXe [a ce npMeMa M KaTo ¢& OTBOPW BHUMATENHO Kancynara U CbabpXaHueTo
Ce CMECH C XpaHa.

Kppmayvema nod@ 3 meceyrna ew3pacm:. sk Kpatka xapaxrepuctuka Ha Zerit npax sa
nepopaneH pasTeop.

Mayuenmu e HanpedHana eb3pacm. Zerit He e NMpPoyyBaH CreumanHo npy NauveHTy
Hap 65 roavwHa Bb3pact.

fIpomsiHa Ha dosama

lMepuchepHa Hesponamus. fpyu MosIBa Ha CUMIITOMW Ha nepudepHa Hesponartust
(xapakTepusupawla ce 0BMKHOBEHO C fepcucTMpalla CKOBaHOCT, U3TpbhBaHe Wnu
forka B cTbnanara wwm pnuete) (Bwk T. 4.4 CreunanHu npegynpexacHus un
crneuuaniu npegnasHu Mepku npu ynotpeba), Tpstea Aa ce oBMUCHKM NpeMUHaBaHeTo
Ha nauueHTa KbM ApYr anTepHaTMBEH peXuM Ha sfieyeHne. AKO ToBa He € NOAXO4SALLo
UMK ako Cries BpPEeMEHHO MpeKpaTsBaHe npuema Ha Zerit cuMnToMuTe npemmuHaT B
3Ha4YUTENHa CTENeH, TO JievyeHueTo cbe Zerit Moxe aa 6bfe BL3CTaHOBEHO, KaTo ce
npunara 50% oT npeguluHaTa 0o3a.

YepHoOpobHo yepexxdare: He € Heobxogumo NpomMsiHa Ha fosaTa.

bEnbpeyHo yepexdaHe: Npenopbyea ce cieAHaTa rpoMsHa Ha gosara:

Hoza Ha Zerit
(B 3aBMCUMOCT OT KPEATUHUHOBWS KITUPBHC)
Terno na 26-50 mi/min < 25 ml/min
nauueHTa (BKIIOUNTENHO NaLUUeHTU Ha
nannsa®)

<60 kg 15 mg 15 mg Bceku 24 yaca

OBa ITbT JHEBHO
=60 kg 20 mg 20 mg Bcekn 24 yaca

LBa ITbT! JHEBHO

* MauueHTuTe Ha XeMopmanusa TpsadBa ga npuemat Zerit cnep npukniyeale Ha
XemMoAnanusHara npoueaypa 1 rno cbWoTo BpeMe B AHMTE De3 xemoananuaa.

Teli kamo fpu Oeya stavudine ce omdesia OCHOBHO € ypuHama, KIUPBbHCBLIM Ha
stavudine moxe 0a ce fpomeHu npu deya ¢ 6xbpeyHo yepe}KaaHe Maf(ap, 4e HAmMa



docmamuey4Ho 0aHHU, 3a O0a ce npernopbya KOHKpemHa rfpomMsiHa Ha dosama Zerit ripu
masu noriyhayus nauyueHmu, Moxe Oa ce obmuciu Hamaherue Ma Gosama u/unu
yeenudaeaHe Ha UHmMepasarna Mexoy oo3ume, fNPONOPUUOHEITHO Ha HamManeruemo 3a
8b3pacinHu.

4.3 FlpoTUBONOKa3aHus
CepbxuyBcTBUTENHOCT KbM  stavudine unu Kem HEKOS OT NOMOLWHWUTE BellecTBa (BIK
T. 6.1 CnnchK Ha NOMOLLIHMTE BELUECTBA).

4.4 Cneyunanum npegynpexacHuUsi U CielMantm npeanasHu MepKu fpu ynotpebda
MMepuchepra Hegpornamusi: NauMeHTUTe C AaHHW 3a nepudepHa HeBponaTUa ca ¢
MOBMIUEH PUCK 3a pas3BUTUE Ha HeBponatus. Ako Zerit Tpsabsa fa ce npunara B 703U
criyyait, € Heabxogumo BHUMATEMHO KIMHWYHO npochiefseane. CumnTomMuTe Ha
nepudepHaTa HeBponaTUa Ce XapakTtepusupar C fepcucTupalia CKOBEHOCT,
usTpbiHanocT unu Gonka B cTehianarta uwunu pouete.

lMankpeamum: npubnunsutenHo 5% oT NalmeHTUTE Ha fneyeHne cbe Zerit, ¢
npekapaH No-paHo NaHKpeaTuT, pa3susaTt 3aboninBaHeTo, B cpaBHeHue ¢

npubnunantento 2% sabonenu nauveHT T, KOUTO He ca NpeKapanu NaHkpeaTuT.

MNaumeHTnTe ¢ NoBULLEH pycK OT NakKpeaTuT unn Te3n, npuemMalin nekapcrea, 3a KOouTo
Cc 3Hae, Y& Ca CBbp3aHW C NnosABaTa Ha NaHKpeaTwWT, TpﬁﬁBa BHUMaTenHo pa ce
npocnegaear 3a CUMMNTOMWUTE Ha TOB& CbCTOAHME.

Jlakmamna ayudosa: npu yrotpebaTta Ha HyKrneosnpoHu mHXMbUTOpM Ha obparHaTa
TpaHckpunitaza (NRTI) e poknaapaHa, nakratHa aumposa, 06UKHOBEHO CBbp3aHa ¢
XenaTomeranusi U yepHoppobHa creatoza. PaHHWTe cuMATOMM (cumnTomMaTUyHa
XuneprniakratemMmsl) BKMIOYBaT MEKM CUMMTOMW OT CTpaHa Ha XpaHocMunarenHaTa
cucTema (rageHe, NOBPLLUAHE 1 KopeMhu Boniku), He-crielmdriHO HepasnonoXeHue,
saryba Ha anetuTta, 3aryba Ha Terno, pecnvMpatopHu CUMMTOMW (ydecTeHo w/unu
ALNOoKO AvLIaHe) WM HEBPONOTUYHM CUMITOMYK  (BIUTIOUUTENHO MOTOpHAa crabocT).
JNlaktatHata aumaosa BoAWM [0 BUCOKE CMBbPTHOCT W MoXe fa Obae csbp3aHa ¢
naHKkpeaTuT, 4YepHoapoOHO yBpexpaHe, ObbpeuHo  yBpeXxdaHe wWnn MOTOpHa
napanusa.

JlakTaTtHata auugosa obUKHOBEHO Ce MoSBABa CNel HSKOJIKO Mecela neveHne,
JleveHneTo ¢ HyKieosuaHn ukxudbutopn Ha obpartHata TpaHckpuntasa (NRTI) Tpsibsa
fa Obae npeycTaHOREHO B cryuall Ha CUMNTOMaTWuHa Xunepnakrartemust Wnu
mMeTabonuTHal/nakTaTHa auuaosa, porpecueHa xenatomeranvsi unu 6bpso nosuilisHne
HuBata Ha amuHoTpaHctepasute. Heobxogumo € TMOBUILEHO BHUMaHWe npu
NPUNaraHeTo Ha HYKReo3uaHu uHxnbuTopn Ha obpartHaTta TpaHCKpUNTasa npu BCUYKK
nauueHTyn {(0coDEHO XEHW CbC 3aTNBLCTABAHE) C XenaTomeranus, Xenatut Unm Apyru
N3BECTHU puckosy thakTopu 3a YephoapobHo saborsBaHe v YepHogpobHa cTeartosa
(BKAIOUMTENHO HAKOW NekapcTsa u ankoxon). MNMauneHTuTe, UHMEKTUPaHK 1 ¢ BUpYyCca Ha
xenamTt C 1 fiekyBaHu ¢ anda-uHtepdepoH u ribavirin, npeacraensaBaT ocobeH puUck.
MNMaumeHTUTEe ¢ NoBULLIEH pUCK TpROBa CTPUKTHO Aa ce npocneaasat (Bux cuwo 7. 4.6
bpeMeHHOCT ¥ KbpMEHE). ETTE




Xenamum: xenatht unu vepHonopobHO YBpeXaHe, B HAKOM cnyyaw datanHo, ca
HoknaneaHu. besonacHocmma u egukacHocmma Ha Zernit He e ycmarnoseHa fpu
nayueHmu cbe 3HayumenHa 4epHodpobHa Oucqhyrkyusa. [Ipu nayuesmu ¢ XpoHUYeH
xernamum B unu C , nodnoxernu Ha KoMburUpaHa aHmupemposupycHa meparus,
chljecmeayea ro-208M PUCK OM MexXKu U Oaxe camariinu Hexenaru lieKkapcneeHU
peakyuu. B cnyyall Ha cuiibmemeauja aHmueupycHa meparnusi 3a xernamum B unu C,
mpsibea Oa ce obbpHEe 6HUMaHUe Ha CbomeemHama UH@OpMauusi 3a mesu
neKapecmeenu rpooykmu. '

lNayuenmu cbe chlecmeysalia YyepHoOpobHa duchyHKUUS, 8 m.4. XPOHUYEeH aKmueeH
Xenamum, roKaseam [o-4ecmo HapyweHUsi Ha yepHoOpobHama yHKUUs 10 epemMe
Ha KoMOUHUpaHa aHmupemposupycHa mepanusi u chemosiHuemo um mpsibea 6a ce
credu 8 cromeememeue ¢ obuyaiinama npakmuka. AKo uMma OanHU 3a erioliagaHe Ha
yepHodpobHomo 3abossigaHe Npu makusa nauueHmu, Heobxodumo e obmuclisHe Ha
8b3MOXHOCITIME 38 NPEeKbLCeaHe Unu crnupane Ha JIeYeHuemo .

Knunuyno 3Hayumo rosuwlasaHe Hueama Ha 4YepHOOpobHume mpaHcamuHasu
(ALT/AST, > 5 nbmu Hal zopHama espaHuuya Ha Hopmama, ULN}): Heobxopmmo e
obmucriaHe Ha Bb3MOXHOCTT2 3a CMMpaHe Ha reyeHueTo cbc Zerit vunu gpym
MOTEHUMAIHO XenaTOTOKCUYHY NeKapcTea, B Criyyall Ha 6bp30 noevllaBaHe HUBaTa Ha
TpaHcamuHasuTe.

Cundpom ra umyHHama peakmusauusi: [lpu nayuenmu ¢ HIV, nokasanu mMexbK
umyHoBeguyum npu 3aroysaHe Ha KOMOUHUpaHa aHmupemposupycHa meparius
(CART) , Moxke Oa eb3HUKHae eh3fianumersHda peakyus crpsamo acuMnmomamuyHu unu
ocmambyHU OMOPIMIOHUCMUYHU TamoegerU, Kosmo 0a NpuyuHy CEpUO3HU KITUHUYRU
CbCMOSHUA UnU enowasaHe Ha cumamomume. TunuyHo, makusa peakyuu ca
HabmodasaHu fpe3 MbpeUme HAKOAKO ceOMuyu unu Meceyu cned ewsexdane Ha
CART. [lpumepu 3a mosa ca cytomegalovirus refinus, zeHepanusupaHu u/unu
¢hokycuparu muxobakmepuanHu UHgeKyul, kakmo u Pneumocystis carinii pneumonia.
Mosieama Ha cumMnmomyu Ha eb3fanumenHa peakuusi mpsibea Oa ce rodnaza Ha
oueHKa U rpu Heobxodumocm Oa Ja ce npumnoXu nevyerue.

Jlurioduempodbusi U Memabonumyu HapyweHUs:: KoMbuHupaHaTta aHTUPETPOBUPYCHA
Tepanus ce CBbp3Ba C [IpepasnpefdeneHueTo Ha TerecHata MactHa TbKaH
(nunoguctpodua) npu nauuentu ¢ HIV. Obnrocpounnte nocneanumn o1 Tesn cubutus
3a cera He ca useecTHW. [lo3HaHusTa 3a MexanusMa ca HenbnHu. CbllecTByBaT
MpeAanonoXeHnsl OTHOCHO Bpb3Kara MeXay BuUCliepanHaTa fMnomarosa v npoteasHuTe
NHXMBUTOPY, M NUNoapTpousaTa K HYKNEOo3ngHUTe uHXMbUTopu Ha obpaTtHaTa
TpaHckpunTaza (NRTI). [llo-Bucokusit puck OT nMNOOUCTPOMUS ce CBbp3Ba C
vHonBnayanHu akTopyu KaTto HanpepHana Bb3pacT, U € (hakTopu, KOUTO WUMET
OTHOLLEHME KbM NEKapCTBaTa Karo Hanp. 64HO NO-TPOALIMKUTENTHO aHTUPETPOBUPYCHO
fieyeHue U CBbP3aHUTE C TOBa MeTalOofAWTHM HapyleHus. KnuHuihuTe nacnefsaHus
TpRbBa Aa BKMOYBAT OUEHKA Ha (MIMHEecKUTe NpusHauu Ha npepasnpefensHe Ha
MacTHaTta ThkaH. Tpsibea Aa ce obbpHe BHUMaHWe, Ha W3MEPBaHETO-Ha INafHo Ha

W



CepyMHUTE TIMNMAX W KPpbBHaTa IMokosa. JinnugHute Hapywehus Tpabsa fa ce
TpeTupar no KnuHudeckr noaxoasw nbT (4.8 Hexenakn nekapcTBeHn peaxkuun).

[Mayuernmu e HanpedHana eb3pacm; Zerit He e cneunanHo NPoyYBaH Npyu NalueHTn >
65 roaniiHa BL3PACT.

Kupmavema nod 3 wmeceuHa ew3pacm: Cwujecmaysam OaHHU OM  KITUHUYHU
npoyysaHusi 3a bezonacHocm 3a fiedeHue 00 6 cedMUYKO neverue Ha 179 Ho8OPOOeHU
U Kbpmayema < 3 meceyHa eb3pacm (stx m.4.8)

Heobxodumo e 0a ce obbpHe ocoberHo sHuMaHUe Ha NPedUHO armupemposupycHo
neveHue u npoguna Ha pesucmernmyocm Ha HIV wama Ha malkama.

MumoxondpuanHa OucghyHkuusi: Creujecmeysam OaHHU in vitro u in vivo, de
Hykrnieozudume U HyKieo3uOHume awsanosy npuyuHseam 6 pasfiudHa cimereH
MUMOXOHOpUanHo yepexodade. Vima cbobujeHust 3a MUMOXOHOpuanHa OucghyHKUUSA
npu HiV-ompuuamenHu KepMmadema, U3fio)eHu in ufero u/unu cned paxdaHe Ha
HYKITe03u0HU aHanosu (ewx cuuo m.4.8). nasnume HexeriaHu peakuuu, 3a Koumo ce
croblasa, ca xeMamooauYHU Hapywerus (aHemus, Heymponerusi), Mmemabonumsu
cMywieHuUs (xuriepiiakmamemusi, xunepnunacemus). Tesu uryudeHmy Yyecmo Mbmu ca
npexodHu. Crobuwasa ce U 3a HAKOU KbCHO Hacmbllgallil HesporioauyHu HapyweHus
(XUNepImoHxUsl, KOHBYJICUU, aHopManHo nosedeHue). 3a ceza He e u3zsecmHo Banu
HeepoiozUYHUME HapyWeHUsi ca [PeXo0HU unu rocmosiHHU. Besiko Geme, U3foXeHo in
ufero Ha HyKneo3udu U HyKkneosudHu aHanosu, daxe u HIV-ompuuamesnru Jdeya,
mpsbea 0a ce npocriedseam KnuHuYecku u nabopamopro u mpsbea HanbiHo Oa ce
uscrnedsam 3a 8b3MOXHa MUMOXOHOpUalHa GUCYHKYUS 6 criydall Ha ChomeemHume
rpusHayy unu cumnmomu. Tesu 8aHRU He efusisam 8bpXy HaUUOHAaITHUMe Mperopbiu
da ce usnoniea aHmupempoesupycHa mepanusi npu bpemerru XeHu, 3a Oa ce
npedomepamu eepmukanHomo npedasaxe Ha HIV.

JlakmosHa HernoHOCUMOC, TBBPAWUTE Kanicynn cbabpkar nakrosa (180 mg).
MaumeHTUTEe C pepxnTe chnydyau Ha HacheACcTBEeHa  ranakrosHa HenoHOCUMOCT,
naxKTasHa HegocTaTbYHOCT WNK [TOKO30-fanakTosHa manabcopbuust, He Tpsbea ga
npremat TOBa NeKapcTso.

4.5 JiekapcTBeHM M ApYr B3aMMOBEUCTRUSA

Tl kaTo stavudine akTMBHO ce cexkpeTtupa npe3 6bLb6peuHnTe TYOYNKU, € BB3MOXHO
B3aUMOAENCTBME C APy aKTMBHO CEeKpeTupallu ce nexapcTBa, HanpuMmep ¢
trimethoprim. He ca HabnwpgaBakw KAMHWMYHO & 3HAYUMK  (hapMaKOKUHETUYHM
B3awmogeilicTteusa ¢ lamivudine.

Zidovudine u stavudine ce doccopunupar ¢ noMollTa Ha KIEeTbYeH EeH3UuM
(TuMuanHkuHaza), KoiTo chocchopurnivpa ¢ npeaumcTeo  zidovudine, KOETO NOHMKaBa
dochopunupareTo Ha stavudine [o Heroeata aktusHa Tpudioctatha copma. ETo
3allo He ce npenopbuBa eAHOBPEMEHHOTO NMpunaraHe Ha zidovudine cke stavudine.

- hendiL LI
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In vifro npoyyBakusiTa NokasearT, Ye akTueipaHeTo Ha stavudine ce uHxubupa cbilo oT
doxorubicin u ribavirin, Ho He 1 oT ApyrM fiekapcTea, nanonasann npu HIV nHdexums,
KouTo cbiilo ce docdopunupat, Hanpumep didanosine, zalcitabine, ganciclovir u
foscarnet. BnvsinveTo Ha stavudine BbpXy KuHeTUKaTa Ha ocdonupupade Ha [pyru
HYKIeo3uiHK aHanosu, ocseH zidovudine He e Npoy4YBaHo.

He ca Habmodasaru KTUHUYHO 3HaYyuMu e3aumodelicmeaust Ha stavudine unu stavudine
miroc didanosine ¢ nelfinavir.

Stavudine He nHxubupa rmaesHuTe nsodopmn Ha cytochrome P450 - CYP1A2, CYP2CS,
CYP2C198, CYP2D6, n CYP3A4; eto 3allo He Ce o4vakBaT KINHWUYHC 3Ha4YMMu
B3aUMOAENCTBUA C NIEKapCTBTa, MeTabonusnpaLiy ce ¢ NoMoLLTa Ha TE3N EH3UMMN.

Tl KaTo stavudine He ce cBbp3Ba ¢ OenTbLUTE, HE Ce OvaKBa BIMAHWE BBLPXY
thapmaKkoOKMHETUKaTa Ha CBbP3aHUTE C NPOTEUHNTE fEKapcTea.

Hama oduumantm RpoyyBaHUs OTHOCHO B3auMopeiicTBueTc Ha Zerit ¢ apyru
nekapcTBsa.

4.6 BpeMeHHOCT U KbpMekEe

HsAMa CbOTBETHU KOHTPORMPaHW KMUHWYHK MPOYy4BaHMst NPy DpeMeHHU XeHu, HO rma
CchOOLUEHWA 38 BpOAEHU aHomanuu n aboptu npu ynotpebata Ha stavudine.

B npoyusaHe Al455-094 nposedeHo e KOxna Agpuka, 362 deoliku MalKu ¢ Kbpmadema
ca bunu sxkmoYeHU 8 NMpoghunakmuyHo usnumeane 3a npedaeaHe Ha 3abonseaHemo
om Mmalikama Ha 0ememo. HernekysaHu OpeMeHHU XeHU ¢a 8IITIOYEHU 8 fipoydearemo
Kozamo ca Ob6unu e 2ecmayuoHHa cedmuua 34-36 u ca nonyvasanu
aHmMuUPempPosUPYCHO nedeHue 80 paxdaHemo. AHMUPEMmpPosUpPYyCcHa ripoghunakmuka —
chlwume yiekapcmea Kamo npu matikama — e npunazaHa Ha HosopodeHu 36 yaca cred
paxdaHe u e npodwmkuino 6 cedmuyu. HosopodeHume ca nekysaHu 6 cedmuyu ¢
1mg/kg stavudine BID. Npocniedsaeanemo e npoduimxuno 00 24-mecedHa eb3pacm.
Heolikume malika-Oeme ca bunu paHOomusupaHu, 3a 0a nosnyvasam stavudine (N=917),
didanosine (N=94), stavudine + didanosine (N=88} unu zidovudine (N=89).

95% onpedesieHa eeposMHOCIT 3@ Yecmomama Ha npedasare Ha sabofnssanemo om
maiika na deme: 5.4-19.3% (stavudine), 5.2-18.7% (didanosine), 1.3-11.2% (stavudine
+ didanosine), u 1.9-12.6% 3a zidovudine.

lpedsapumennume daHHu 3a GesonacHocm oOm moea fpoy4ysare (8UX cbWo m.4.8)
rfokazeam nosuuieHa 0emcKka CMBPMHOCT 6 2pyrnama Ha jiedeHue cbe stavudine +
didanosine (10%) e cpasHenue ¢ mesu Ha stavudine (2%), didanosine (3%) unu
zidovudine(6%), kamo ce ombernsizga M0-8UCOK NPOYEHM Ha MbpmeopoderHu 8
epynama Ha stavudine + didanosine. B mosa npoyuygare He ca cbbupaHu OaHHU 3a
MIEYHa KUCeNiuHa 8 Cepym.



JlaktatHa auvposa (Bux T. 4.4 CneunandHu NPOTUBOMNOKa3aHUA W cneluvanHu
npepynpexaeHns 3a yriotpeda), noHskora daTtanHa, € Habriogasara npn OpemeHHN
XKeHw, npuemanu kombuHauusTa  didanosine u stavudine, ¢ unun 6es fpyro
QHTUPETPOBUPYCHO NeveHne. EmMBpuUo u ghemo mokcuyHocmu ca Habmodasaru caMo
fpU  eUcoKa cmeneH Ha ekcrnosuyus napu xueomHu. [IpedKknuHUYHU [poy4YeaHus
roKassam rpeMuHagaHemo Ha stavudine npe3 nnayeHmama (eux m. 53) fo
ronyyasaHemo Ha donbnHumersiHu GarHu, Zerit mpsibsa 0a ce npunazga npu bpemeHHuU
XeHU, camo c1ed eHuMamesiHa npeuerka . Hama docmambyro uHghopmayus, 3a 0a ce
npenopbysa Zerit 3a npeeexyusi Ha npedaeare Ha HIV om malikama Ha demermo.
OceeH mosa, Kombuwauusma stavudine + didanosine mpsbea 0a ce npunaza
npednasnueo no speme Ha bpemeHHocm U ce fperopbyea camo axKo 8b3MOXHama
riofiza e f10-20/15iIMa O 6 b3MOXHUST PUCK.

[Mpenopwysa ce xenute ¢ HIV uHdekuua ga He KbpMAT NpK Hukakey 06CToSTENCcTEa,
c orrieq npegnaseaHe npeMuHasaHeto Ha HIV y kbpmavueTo.

ChliecTByBalLMTE AAHHK, OTHOCHO oTAensHeTo Ha stavudine B YOBELIKOTO MMAKO ca
HEeHoCTaTbYHW 3a OUeHKa Ha pucka 3a Kepmadeto. [lpoyuBaHusiTa npu KbpMelum
MITbXoBe Mokasgart, Ye stavudine ce oTgens B kepmarta. ETo salo, maikure Tpsibsa ga
6bAAT NpeaynpeneHn Ja cnpar KbPMeHETO, Npean rpnema Ha Zerit.

4.7 EdekTh BbpXy criocobHocTTa 3a Wwodunpate u pabota ¢ Maltukm
Bb3 ocHosa Ha chapmakoOuHamuyHume ceolicmea Ha stavudine, Hsama 6eposimHOCIT
Zerit 0a enusie ebpxy crnocobHocmma 3a wogupare u paboma ¢ MaluHu.

4.8 Hexenahy iekapCcTBEHU PeaKkuun

Bwapacmuu: cblecTByBa Gorart onuT, OTHOCHO nipodmna Ha BesonacHocT Ha Zerit ©
He3abaBHO ocBOGOXOaBaHe, NMoL opmara Ha MOHOTEpanusa unu B KombuHauu.
MHOTO OT TEXKWUTE HEXenaHW NekapcTeeHy peakuny npy  stavudine ca B pesyntaTt Ha
HIV uHdekumsaTa MnM ca HeXenanu peakuMd Ha CbibTCTBALUUTE revyeHwus.
BesonacHocTTa Ha Zerit TEbpAW Kancyny ¢ yabIkeHo ocsoboxaasaHe € cpaBHeHa C
Tasn Ha Zerit ¢ He3zabaBHO ocBoboXaaBaHe, BCeKM B KOMBMHaums ¢ efavirenz u
lamivudine, B ABe paHgoOMM3MpPaHy, ABOWHO-CiEny KNWHNYHW npoydqBaHust. [podunsT
Ha 6esonacHOCT Ha KancynuTe ¢ yAbbkeHo ocsoboXpapaHe He ce oThudasa
ChILECTBEHO OT TO3K Ha dhopmarTa ¢ HeszabaBHO ocBoboXaBaHe.

Mepuchepra Heeponamus: B [ABe KIMHWYHM MpoOyyBaHus cpaBHABawmn Zerit ¢
HesabaBHO ocBoDOXaaBaHe u Zerit ¢ yabxeHo ocsoboxhaBaHe, YecroTata Ha nosisa
Ha cuMrIToMMTE Ha nepudepHa HesponaTns e Guna 19% (6% s3a ymepeHa na Texka)
3a Zerit ¢ HesabaBHO ocBoDOXA@BaHe, KaTo YecToTaTa Ha MPeKbCRaHe Ha NevyeHUeTo
nopagu Hesponatus e buna 2%. [oso-sasucuma nepudepHa HeBponaThs, M3KUCKBalla
npomsiva Ha fo3ata e HabnopaeaHa npu npoyysaHe cbc Zerit ¢ HesabaBHO
ocBofoxaaBaHe, npunarad kato MoHoTeparmmsa. (B T. 4.2 [03UMPOBKO 1 HauyuH Ha
ynoTpeba). ObukHoBEHO ce Habniaasa K34esBaHe Ha CUMNTOMUTE CRES pegyLvpaHe
Ha [osara unv NpeKpaTsBaHe Ha fleveHneTo.



Mankpeamum: Vima ganHu 3a naHkpeaTuT, paaxo dartanen, npu 2-3% oT naumedture
Ha MOHOTEpanusl B KMUHWYHU TipoyyBaHus. FlaHkpeatmt € foknapsaH fipu < 1% oT
nalueHTUTE NPpY NPoyYBaHus], cpaBHsBalum Zerit kancynu ¢ yabmxkeHo ocsoboxaapaHe
n Zerit ¢ HesaGaBHO ocBobOXOaBaHe.

flakmamua ayudosa: cnyyaun ¢ rnakratHa auugosa, NoHsKora datanHn, o0bukHoBeHO
CBEbP3aHK C TEXKA Xenatomeranust U JYepHogpobHa cTearosa, ca cbobluasaHu npu
ynotpebata Ha HykneosugHu aHanosu (X 1. 4.4 CrieymanHu npoTUBOMNOKasaHus U
crielinanHu npeaynpexaeHus npy ynotpeba).

Xenatut nnu JvepHoppobHo yBpexpaaHe, noHskora daranHo, ca HabniopaesaHu npu
ynoTpebata Ha stavudine w Ha ppym HykneosupHu aHanosu (Buwx T. 4.4 Creunarnuu
NMpOTUBONOKa3aHUA N CReLmanHu npeaynpexaeHnsi npyu ynotpeta).

CuHOpoM Ha umyHHama peakmusauus: [lpu nayuesmu ¢ HIV, nokasanu mexpK
umyHoOecbuyum ripu 3anodeaHe Ha KombuHupaHa aHmupempoesupycHa mepanus
(CART) , moxxe Oa en3HUKHae 8k3faliumenHa peakyus Crpsmo acumnmomamuyHu unu
ocmamuyYHU ONOPIMIOHUCIIUYHU UHGeKyuu (8ux m.4.4)

JSunoducmpodghusi u mMemabonumHu HapyweHus: KombuHMpaHaTa aHTUPEeTPOBKpYCHa
Tepanusi ce CBbpaBa ¢ NpepasnpenensHe Ha MacTHaTa ThKaH (nunogucTpodns) npn
naumenTn ¢ HIV | BkniountenHo 3aryba Ha nepudepHa v nuuesa MogKOXHa MactHa
TbKaH, yBenudasane ofema Ha BbTPEKopeMHaTa W BUCLepanHa MacTHa TbKad,
xunepTpodusa Ha MrevHaTa JJiles3a v HaTpynsaHe Ha LOP30-LepBikariHa MacTHa ThKaH
(busoHcKa repbula).

KomGunnpaHata aHTUPeTPoBUpYCHa Tepanus ce CBbp3Ba ¢ MeTabonuTHM HapyLleHNs
K&TO Hanp. XWUNEPTPUIMULIEPUAEMUS, XMNEPXONecTEPOnemMusl, PesCTeHTHOCT KbM
MHCYIWMH, XUNeprivkemmnsi n xunepnaktatemus (4.4. CneumnanHu npenynpexaenns u
cneluanHn NpeanasHy Mepku npu ynotpebda).

UecTtoTata Ha JonynsbpoeHuTe HEXENaHu NeKapcTBeHN peakuuyv ce onpefens KakTo
criensa: MHoro yecto (> 1/10); vecto (= 1/100, < 1/10); He 4ecvo (= 1/1,000, < 1/100);
psagko (= 1/10,000, < 1/1,000); mHoro psigko (< 1/10,000).

Hexenanu nekapcTeeHn peakumu (YMepeHM BO TeXKM) ca cboblueHu npu 467
mauueHTa, nekysawum ¢ Zerit TBbpAnM kancynu ¢ HesabaBHo ocBoboXpaBaHe B
koMbunauus ¢ lamivudine u efavirenz B ape paHgoMmM3npaHi KAMKWYHK NpoyyBanlns u
ABATOCPOYHO NpociieassaHe (00O npocriegsBaHe: cpenHo 56 ceamuuy, Bapupallo
go 119 cepmuum).

YCTaHOBEHW Ca CNefHUTE HEXENaHW peakuuy, CYEeTEeHW OT u3criefoBaTterniuTe Kato
BEPOSITHO CBbP3aHU C U3CNeaBaHoTo fIeYeHmne:



EHOOKPUHHW HapyLleHns: He uectu: rmHekomactus
CromaliHo-4peBHN Hapylenus  Yectu: anapus, ragexe, kopemta 6onka , Lucriencust
He uecTtu: naHkpeaTwT, NOBPHLUGHE

Ob6un HapyLUeHns 1 MHUMAEHTH H YecTu: yMmopa
MSICTOTO Ha NPUINOXKEHNETO: He yectu: acreHuns

Xernaro-6unnapHu Hapylwennss  He yecTu: Xenatut unm xentexHuua

HapylweHus Ha UecTu: nunogucTpodusi
meTabonuama n XpaHeHeTo: He yecTti: nakratha aumpaosa (B HAKOW Criyyan BKIOYE
cnabocT Ha gBuratenHarta MycKynaTypa),aHopeKkens

Hapytiuexus Ha He vecTu: aptpanrms, Muanris
MYCKYINHO-CKENEeTHaTa cucTema,
CbeAMHUTENHATA ThKaH U KOCTUTE
Hapytiiehns Ha HepBHaTa UecTu: neprdepHn HEBPONOMVYHN
cuctema: CUMITOMM, BKMIOUUTENHO nepudepHa
HEBpONATUS, NapacTesun u nepudepeH
HEBPUT, 3aMasHacT ,HapyLUeHn ChHuLLa, rmasobosnue
BeacbHue, HapyLIEHO MUCTIEHE, ChHITMBOCT

[Mcyxuyrn Hapyiluenus: Uectu: genpecusi

HeuecTti: TpeBOXHOCT , EMOLMOHaNHa nabunHocT
Hapywenus na koxara Uectn: obpue, npyputyc
W NOAKOXHATA ThKaH: He vectu: ypTukapuss

UecToTata Ha MpeKkbeBaHe Ha NeYeHUeTo nopagu HexenaHw cvbutua € 7% npu
nauMeHTuTe, NekyeaHn cbe Zerit ¢ HesabaBHO ocBOOOXIaBaHe.

JlabopatopunuTe npomeny, HabniwogaeBaHu Npy Te3W fABe [MPOY4YBaHWS BKHIOYBAT
riopuiasade Ha ALT (> 5xULN) npu 3%, AST (> 5xULN) npu 3%, nunasza
(=21 ULN) npn 3% OT nauveHTWTe Ha mneuvenme cbe Zerit. Heytponienua (< 750
kneTku/mm®) e poknagsana npy 5%, TpomBoumTonenus (TpombouuTn < 50, 000/mm?®)
npn 2% u anemus (xemornobux < 8 g/dl) npu < 1% ot naumeHTUTE Nipuemaim  Zerit .
lpu mesu npoydsanus Makpouumosa He e riodnazaHa Ha OUeHKa, HO 6 rpPeduwWHo
fipoyyeaHe € ycmaHO8EHO, 4Ye € cebp3aHa ¢ rnpuemaHe Ha Zerit ¢ He3zabasHO
oceoboxdasane (MCV > 112 fi e vacmbnurno nipu 30% om nayueHmume f1eKyearu Cbe
Zerit ¢ HezabasHo oceoboxdasare

Mpu noppacteawm, geua v Gebeta: HexenaHute edekTn u cepuoskn nabopaTopHn
OTKMoOHeHns] ODUKHOBEHO ca CbLUMTE MO TUM M 4YecToTa Kato Te3W, KOWTo ce
Habniogasat npu Bb3pacTHUTE. [lo-pagkc ce Habniogasa KIMHWYHO 3HauMa
nepucepHa Hesponatvsl. Tesu npoyysarus exmodeam ACTG 240, & koemo 105 Oeya



Ha ebapacm om 3 meceua do 6 200urU ca nekysaHu cuc Zerit 2mg/kg/deH 3a nepuod
cpedro 6.4 mecela; KOHMPOAUPaHO KIUHUYHO usnumeaHe, npu Koemo 185
HosopodeHu ca 6unu rneKkysaHu cke Zerit 2mg/kg/OeH Uy camocmosmenHo unu 6
Kombunayust ¢ didanosine om paxdaremo 00 6-cefMuqHa eb3pacm; U e0HO KIUHUYHO
usnumeaHe, npu kKoemo 8 HogopodeHu ca nexkysaHu cwc Zerit 2mg/kg/den 6
komburauyus ¢ didanosine u nelfinavir om paxdaremo 0o 4-cedMuyra eb3pacii.

B npoyusare Al455-094 (Rwk cblio T.4.6), NnepUoALT Ha npocnedsiBaHe € orpaHyyeH
CaMo Ha LWecT Mecella, KOETOo MOMe fAa € HejoctarbyHo, 3a [a Ce nony4yar
ObIITOCPOYHM O3HHW 33 HEBPOSIOTMMHUTE HEeXernaHu peakuun 1 MUTOXOoHApuarnHa
TokcuuHocT. CboTBeTHUTE nabopartopHu oTkioHekusi creneH 3-4 npu 91 6Gebeta
nekysauM cbe stavudine riokasBaT HUCKO HMBO Ha HeyTpocurm npu 7%, HUCHK
xemornobud npn 1%, noBuiuasaHe Ha ALT npn 1% u nunca Ha NUnasHt OTKNOHEHNUS .
He ca cubupann ganHu 3a miedHa kKucenuHa B cepym. He ca otbernisisann sHaummMm
pasnuumMsi B YectoTata Ha HeXenaHuTe peakuun Mexpy rpynure Ha rnedeHue.
O76erisizaHa e, obade, NMO-BUCOKA OETCKA CMBPTHOCT B Ipynata Ha IeYeHue Cbe
stavudine + didanosine (10%) B cpaBHenue cbe stavudine (2%), didanosine (3%) wrm
zidovudine (6%), ¢ NO-BUCOK NPOLEHT MBPTBOPOAEHW B rpynara Ha stavudine -+
didanosine.

[focmmapkemune.
CbobwaBa ce 3a cnefnHute cbOWTUS,, HacTLMMNWM CMOHTAHHO MO Bpeme Ha
NOCTMapPKETUHIOBUS NMEPUOA:

HapylieHus B kpbBOHOCHaTa N MHOFO psigko: TpombouuToneHus
numMdHa cucTema:

Hapylwiennst Ha meTabonuama v XpaHeHeTo:  YecHio: acumimoMamu4Ha
xunepsiakmamemusi
PALKO: NaKTatHa aunposa

UepHoGpobHo-XITEYHU HapyLWeHUsI: MHO20 psOKo: YepHOdpobHa cmearmo3sa,
xernamum U YyepHoOpobHa
HedocmambYyHocm

Hapylilehns Ha HepBHaTa cucTema: MHOro psifko: MoTopha cnaboct (Hai-

YecTO CcBbp3aHa CbC CUMMTOMATU4HA
XuneprakratemMuss WM CUHOPOM Ha
nakTaTHa auwposa)

MumoxondpuanHa QucgyHKUUs:

lMpeznedsm Ha nocmmapkemuHzoeu 0aHHu 3a besonacHOC NoKasea, 4e HexesnaHu
peaxkuun, Koumo coyam MumoxoHOpuanHa OucgyHkyusi, ca Habmodasanu npu
HOB0POJEHU U Kbpmadema ¢ eKCro3uyusi Ha eOUH Ufiu riogeye HyKIeo3uoHU aHanosu
(eux culyo m.4.4). Hosopodernume u Knpmademama < 3 MeceyHa enspacm ca bunu
HIV-ompuyamernnu, a rmo-zonemume — ¢ meHdeHyus -3a-- HIV-nonoxumenHu.

e
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lpochunem Ha Hexernaku peakuuu rnpu Hoeopoderume U KepMadyemama < 3 meceyta
8b3pacm roKasea rnogulllagaHe HUBOMO Ha MiieYHa KUceluHa, Heymporiekus, aHemus,
mpomMOouUMoneHUsi, rioautlliagare Ha YepHOOPOBHUME MPaHCamUHasy U TOGLIIE6aHe
HUBOMO Ha fAunudume, 8 mosa 4Yucio U Xunepmpuanuyepudemus.. bposm Ha no-
eonemurmie Qeya e bun mebplde ManbK, 3a da ce ripassim 0606uweHus1.

4.9 f[lpeposupane

OnuTLT OT hipunaradeTc Ha Zerit (¢ He3abaBHC oceBoBoXfgaeaHe) B fHEBHM FO3U 12
[bTW Haj NPEnopbYBaHUTE HE € TMoKasan ocTPa TOKCUYHOCT. YCroXHeHusiTa npn
XPOHMYHO Mpefo3npaHe MOoTart [a BKhuBaT nepudepha HeBponams n YepHonpobHa
avchyHkums,  CpefHusaT XemoguannseH KnupbHC Ha stavudine € 120 ml/min. He e
siceH edekTa Ha XemoauanusaTta 3a enMMuWHMpaHeTo Ha stavuding, B cnyval Ha
npeposupaxe. He e sicho ganu stavudine ce oTaens 4Ypes nepuioHeanHa guanusa.

5. SAPMAKOINOrM4YH1 pAHHA
5.1 ®apmakoguHamMnUyHU CBORCTBZ

dapmakoTepanesTUHHa rpyna:; HyknieosnaeH nHxubutop Ha obpaTHaTa TpaHcKpunTasa
ATC koa: JOSAF04.

Stavudine, TMMKOMHOB aHanor, e aHTUBMPYCHO CPeACcTBO C N VIlro akTMBHOCT cpeluy
HIV B voeeLuknTe Knetku. Toil ce hocopunvpa ¢ noMoLiTa Ha KINEThYHUTE KMHasy Jo
stavudine triphosphate, koiito wnhxmbupa  HIV obpatHara TpaHckpuntasa 4pes
KOHKYpUpaHe ¢ ectecTBeHus cybctpar  thymidine triphosphate. Toln unxubupa wu
cuHTesaTa Ha eupycHata [HK, npuunHsaBsaiiku npekbceare Ha [HK sepurarta, nopagu
nvncata Ha  3'-xuApokcunHa rpyna, Heobxopuma 3a enodraumsta Ha @ AHK
Kneteudata OHK nonumepasa y cbllo e uyBCTBUTENHA Ha uHxubupaHe ot stavudine
triphosphate, gokato wneTeyHuTE nonumepasu a and B ce uHxubupar npu
KOHUeHTpaumun cwoTeetHo 4,000 1 40 nbTM NO-BUCOKKM OT Heobxopumute 3a
uHxubupaxe Ha HIV obpartHata TpaHcKpunTasa.

JleuenneTo cbe stavudine moxe ga cenekTipa Wiunum nogbpxa MyTauun, CBbp3aHn ¢
pe3NCTEHTHOCT KbM stavudine. MsonatuTe, cbibpXally TesW MyTaluy OCTaBaTt
yyBCTBUTENHM KbM stavudine. KnvHnyHaTa 3Ha4MMOGT Ha TE3N OTKPUTUA HE € ACHS.
AkTuBHOCTTA Ha stavudine ce noermsABa OT MYNTU-fIEKapCTBEHATa PE3UCTEHTHOCT,
cBbp3aHa ¢ MyTauuy, kato Q151 M.

MoHwxerne Ha yyBcTBUTENHOCTTA Nosedve oT 10 mbTh kbM stavudine, e nabmogasaxo
npY HAKOW BMAOBE C HamaneHa YyBCTBUTENHOCT KbM zidovudine wn famivudine. /n vivo
HE ca VYCTaHOBEeHW MyTaumy, CBbp3aHW € BWUCOKa CTeneH Ha chelududHa
pEe3UCTEHTHOCT KbM stavudine.

KnuHuuHa edpekTuBHOCT: Zerit ¢ HesabaBHO ocBoboxfaaBaHe € rMpoyysaH B
koMBUHALMS ¢ OpyrM aHTMPETPOBMPYCHU cpencTra, Hanpumep didanosine, lamivudine,
ritonavir, indinavir, saquinavir, efavirenz n nelfinavir.

Ilee ABOWHO-cReny Npoy4yBaHMst C TpofiHa Tepanus npu rnaureHTV , Henoanaraku Ha
aHTMpeTpoBupycHa Tepanus (ART) ca nokasanu nogodbHa aHTMBUPYCHa egekTUBHOCT U



nosocumocT Ha Zerit TBbpAM Kancynv ¢ YAbMKEHO ocsBoboXaasaHe, cpaBHEH CbC
Zerit ¢ HesabaBHO ocBoOOXAaBaHE, BCEKM OT KOMTO € AaBaH B KombuMHauus c©
lamivudine u efavirenz.

fipoyueaneto Al455-098 e 6wno 48-cegmuuiv, paHpoMuUsupaHo, [BOWHO-CMSMNO,
cpaBHaBalUo Zerit kancynu ¢ yabrxeHo ocBoboxaaeane (100 mg BefHBX AHEBHO)
cbe Zerit ¢ HesabaBHO ocBoboxpaBaHe (40mg ABa NbT AHEBHO), BCEKM B
komBuHaumst ¢ lamivudine (150 mg gBa neTM AHeBHo) + efavirenz (600 mg Be,D,I-I'bH{
OHEBHO), nipy 783 HernekysaHu naumeHm cbe cpeneH 6poit Ha CD4 277 knetkw/mm®
(rapupay ot 61 go 1,215 kneTku/mm® } v cpepen Opoit Ha nnasmeHuTe HIV-1 PHK
4.80 logye konusi/iml (Bapupauy ot 2.6 po 5.9log 1o kommsa/ml) B Hauanoto Ha
nevyeHneto. [Maumentute ca Ounu npegumHo mMbxe (69%), kaTo npoleHTa Ha
npeacTaBuTenuTe Ha He-Bsinarta paca e 6un 58%, a cpegHara Bb3pacT 33 roguHn (oT
18 no 69 rog.).

MpoyuBaneto Al455-096 e 6uno 48-cegmuuy, paHgoOMM3UPaHo, ABOWMHO-CRANO,
cpaBHsiBattlo Zerit kancynu ¢ yaobimkeHo oceoboxpasane (100 mg BefHBLX [AHEBHO)
cbkc Zerit ¢ HesabaBHo oceobowgaeaHe (40mg gBa MbTAW HHEBHO), BCEKM B
kombunauwa ¢ lamivudine (150 mg aea nbTM AHeBHO) + efavirenz (600 mg BEAHBXK
AHeBHO), npn 150 Henexysaku naumeHTm cac cpegeH Opoin Ha CD4 285 kneTkw/mm?®
(eapupaly ot 63 fo 962 Kne'n{mlmm) n cpepeH Opof Ha nnasmennte HIV-1 PHK
4.65 logye kormsi/ml (Bapupawy ot 2.3 po 5.9log 1o konus/ml) B HavanoTo Ha
neyenneTo. MaunenTuTe ca Ounu npegumuHo Mbxe (75%) u ot Banata paca (70%),
KaTo cpefHaTa BbapacT € bvna 34 rogunn (ot 20 fo 69 rog.).

Ha Tabnuuata ca npefctaBeHu pesynTtatute o7 npoyyBaHusaTa  Al455-099 n
Al455-096:
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IIpoyusane IMpouent .| IIponent HIV PHK CD4
nanpent ¢ HIV | nmauwertn ¢ HIV | Cpenmna Cpenna
PHK <400 PHK <50 IpoMsHa 0T IpoMAHA OT
Konzsa/mi komus/mi H3XOHHUTS H3XONHUTE
OtroBop Ha Otroeop Ha CTOHHOCTH CTOHHOCTH
neuenmero (%)* | newennero (%)° | (logw (kneTkH/mm’)

copies/ml)

AT455-099 (48 cemprnm)

Zerit Kancyny ¢ 78 54 -2.86 +202

YABIDKCHO ’

ocBoboXKmaBaHe +

lamivudine + efavirenz (n

=392)

Zerit HezabaBHO 73 55 -2.83 +182

oceoOormaBane +

lamivudine + efavirenz (n

=391)

AT455-096 (48 cemmunm)

Zerit katnicyns ¢ 70 41 2.74 +232

YIBIDKEHO

ocBoboXxaBane +

lamivudine + efavirenz (n

=T74)

Zerit ne3abaBHO 66 38 -2.64 +195

ocBoboxaBane +

lamivudine + efavirenz (n

=76)

* Ipouent nanpenta ¢ HIV PHK < 400 c/ml unu < 50 ¢/ml, HeoTropapsig Ha HUTO €AHH KPHTEPHH

33 HEYCIIEX Ha JICYEHHETO, BKIIOUHTEHO NIOSBaTa Ha HoBa cBbp3asa cuc CITMH nuarnosa.

5.2 ®dapmaKOKMHETMYHU CBOMCTBa

Bit3pacTthn

Abcopbuyusi: AbconoTHaTta BuonanuuHocT € 86x18%. Crnen mMHOrokpaTHo nepoparnHo
npunoxenne Ha nosn 0.5-0.67 mg/kg, e ycraHoseHa CTOWHOCT H& Cmax 0T 810+175
ng/mi. Cnax v AUC ce nosuluasaT nponopunoHanio Ha [o3nTe B CNeqHUTE rpaHuuu:
uHTpaeeHo3Ho 0.0625-0.75 mg/kg v nepopanto 0.033-4.0 mg/kg. EAHo npoyyBaHe ¢
acuMNTOMaTUYHW NAaUMeHTW MoKasBa, Ye CUcTeMHaTa eKCnosuuvsa € chbllarta, HoKaTo
CTOMHOCTTa Ha Crmax € TIO-HUCKa U Tmaxy € MO-BWUCOKO TPK nipunaraHe Ha stavudine Ha
FafHo MnM crnief CTaHgapTHa XpaHa C BUCOKO MacneHo chabpiaHuve. He e naBecTHa
KAuMHWYHaTa CTOMHOCT Ha TOBa.

Pasnpedenerue: 0bem Ha pasnpeperieHne npu paBHOBECHO CheTosiHue e 46 £ 21 . He
€ Bb3MOXHO OTKpMBaHe Ha stavudine B UepebpocnivHanHaTa TEYHOCT npean Hai-
Mariko 2 yaca chepf nepoparnHoTo NPUIoXEHKE.

4 yaca crief, NpunoxenueTo cwotHoweHneto CSF/nnasma e 0.39 = 0.06. He ce
Habriiogaea sHauuTeNnHo HaTpyneaHe Ha stavudine npw ripunoxenne Ha Bcekn 6, 8 urn
12 vyaca. LS

; S
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Cerp3BaHeto Ha stavudine ¢ nnasMeHute GenTbUM € He3Ha4YUTEHOo, 3a KOHUeHTpaLun
ot 0.01 no 11.4 yg/ml. Stavudine ce pasnpegens Mo paBHO MEXAY epuTpouuTUTE U
nriasmara.

Memabonusbm: MeTabonuambT Ha stavudine He e npydveH npw xopa. [poyuBanunTa
npy MaliMyH4 NokassaT, Ye okorne 50% ce oThens B HENPOMEHEH BYJ € ypuHaTa, KaTo
OCHOBHA& 4acT OT OCTaTbka Ce Xyaponuaupa 40 TUMKUH 1 3axap.

OmdensHe: BpeMeTo Ha nonyxuBoT e 1.3:0.2 yaca crnieq eguniyba gosa v 1.4+0.2
yaca Crief, MHOFOKpatTHM [03K, Kato He saBucy OT Aosata. In vitro, stavudine
triphosphate nma sbTpekneTb4eH nonyxkueot 3.5 yaca B CEM T-knetkn (4oBeliku T-
nmdcobnacrons) 1 nepnuepHN KPbLBHM MOHOHYKNeapHU KNEeTKW, Npu A03W ABa MbTH
OHEBHO.

QbuwaT kMpbHe Ha stavudine e 594 1 164 ml/min, a peHanHWAT KIMPBLHC €
237 £98 ml/min, Koetro BKMIOYBa akTMBHa TyOynHa cexpeunss B OOMBAHEHWE KbM
rnomepynHata untpauus. Cries WHTPaBeHO3HO npunoxeHue 42+7% ot fgosara ce
OTAENs HenpomeHeHa B ypuHata., CHOTBETHUTE CTOWHOCTA CHE[  nepopanHo
NpUFIOKEHNE Ha eguHWYHW Y MHorokpaTHu gosm ca 34+5% u 40+12% croTtBeTHo.
OcTtananute 60% OT NEKapcTBOTO Ce enuMUHKPAaT FNaBHO Mo eHJOreHeH mbT. BpemeTto
Ha nony-enMmuHnpaHe Ha stavudine e okono 2 yaca. ®apmakokuHeTuKaTa Ha stavudine
He 3aBWUCK OT BPEMETO, Thil KaTo OTHOoleHueto Mexay AUC (ss) B paBHOBECHO
cectoatme u  AUC (01) cnes nbpRata pgfosa e npubnusutenHo 1.
BbTpemHauBuayansute 1 MeXLyUHANBMAYatHUTe pasnuiyns BbEB (DapMakoKuHeTHYHNTE
XapakrepucTuky Ha stavudine npy nepopanHo npunoXxeHue ca Manku, CbOTBETHO OKOMO
15% 1 25%.

Crieynarnsy nonynauum

fOHowu, deya u kepmavema: dapmakokuHeTKaTa Ha stavudine npy loHowK, fela v
KbpMayeta e cpaBHMMa C Tasn npy BbapactiuTe. KnupeHCBT Ha stavudine € cBbp3aH ¢
TeriecHaTa NOBBPXHOCT W TENECHOTO Terno. LanoctHaTta ekcriosuums Ha stavudine e
cpaBHMMa MEXAY IoHOWKN, fetla u KbpmayeTta , Kouto nonyyasat foza 2 mg/kg/ aeH v
Bb3pacTHu, kouTto nonydasat 1 mg/kg/ aen = 14 aun. O4esulOHUSM Nepoparsies KIUPBHC
e npubnusumento 14ml/min/kg 3a deua om & cedmuyu do 15 eodunru, 12mi/min/kg 3a
b6ebema om 14 do 28 OHu, u S5mi/min/kg 3a Hogopoletu e JeHsi Ha paxOare. [lBa no
TpW yaca crief npunarade Ha posata, CSF/nnaswa Ha stavudine Bapupa ot 16% Ao
125% (cpennu ctolinocTu 59% £35%).

Enbpeuro yspexOaHe: KMpbHCLT Ha stavudine HamansABa C MOHWXaBaHETO Ha
KpeaTMHUHOBUA KNUPBHC. 3aToBa ce nperopbyBa KOpekuust Ha gosata Ha Zerit npw
nauneHTn ¢ HamaneHa OvbpedHa yHkUna (BwK T.4.2 fNosvpoBka u HauuMH Ha
yrnoTpeba).

tHepHoOpobHo yepexdarne: (papMmakokMHeTWKaTa Ha stavudine npw nauweHTn c
uepHonipobHO yBpexgaHe € nofobGHa Ha Tasu npu nau,meHTme C HOpMarHa
yepHoppobHa (hYHKLMS. . :



5.3 TpepknuHunyuEM AaHHK 3a 6e20nacHOCT

Januute npy KMBOTHW MoKasBaT embpuo- M (HETOTOKCMYHOCT chnep TpunaraHe Ha
MHOFQ BUCOKM A03U. . £X VIVO U3MUIMeaHe C U3fofi3eaHe Ha Yoeelika rinaueHma Ha
mepMUH rnokasea, Je stavudine docmuea KpbeoobpawieHuemo Ha nnoda 4pes npocma
duchyausi. [poyysaHe ¢ nnbxose ChUO fOKasea npemuHasaHe Ha stavudine npes
nrnauenmama, Kamo mbKaHHama KoHueHmpayus e rinoda e npubnusumendo 50% om
rinasmMeHama KoHUeHmpauusi npu madikama.

Stavudine e nokasan reHOTOKCUYHOCT MPW 1 Vilro TeCToBE ¢ YOBEetuKn NnumgounTy,
nposiesipalikn Tpudochopunupallla akTMBHOCT (ipy KOETO HE € YCTaHOBEHO HMBO Be3
ecekT), npu ¢ubpobnacT oT MWLIKK, ¥ NPWU eduH N VIVO TecT 3a XpOMO3OMHK
abepauun. NoaobHu edhekT ca HabngaBaHK 1 MNpy APYrY HYKNeo3naHu aHanosu.
Stavudine e KaHleporeHeH Mpy MWWIKK  (YEepHOAPOOHW TymMopu) U MITEXOBE
(yepHogpobHuU  Tymopis: XohaHrouernynapeH, xenarouenyrnapeH, cmeceH
XenaTtoxonaHrmoLenynapeH WWRM BacKynapeH, Kakrto W KapuuHOM Ha NUKOYHWUSA
MEXYpP) Npyu MHOIO BUCOKM JO3M Ha excrosuunsa. He e HabrmopasaHa KaHLeporeHHoCT
npu goau ot 400 mg/kg/day npn muwkn 1 600 mg/kg/day npr nnbxoee, OTTOBAPSILUO
CbOTBETHO Ha o3u ~ 39 1 168 kT Hag npyunaraHuTe ApPW YOBeKa, KOeTo npegnonara
HesHa4yuTerneH KaHUeporeHeH rotexuuan Ha stavuding apy KRUHKUYHOTO NieNeHMe.

6. OAPMALEBTUYHW OAHHW

6.1 CpnucibK Ha NOMOIHNTE BElleCcTEa
Cwecmas Ha Karnicynama:

Lactose

Magnesium stearate

Microgcrystalline cellulose

Sodium starch glycolate

Cneimas Ha Karicyfidaima obsuska:
Gelatin

Iron oxide colorant (E172)

Silicon dioxide

Sodium laurilsulphate

Titanium dioxide (E171)

Bbpxy Kancynata yMa Haanue, 3a KOWTo € U3No3BaHe YepHo MacTuno, ChiibpKatlo:
Shellac

Propylene glycol

Purified water

Potassium Hydroxide

Iron Oxide (E172)

6.2 DUIUKO-XUMUNUHY HECHLBMECTUMOCTH
Hama pannn.
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6.3 CpokK Ha rogsocT
2 roavHn.

6.4 Cneuuannmn ycnoBust Ha cCbXpaHeHue
[a ce cbxpausea npu Temnepartypa nog 30°C.

[a ce cbXpaHsea B OpurmHanHaTa onakoBska.
6.5 [iaHHK 33 onakoBKaTa

baunctep aclar/aluminium ¢ 14 Tebpau Kancynu B eaud Gnuctep u 4 Gnuctepa
(56 TBBPAY Kancynu) B €0Ha KapToHeHa onaKoBKa.

6.6 [penoptku npu ynotpebda
Hsma cneLmanHtm nsnucKksaHus.

7. WME U AOPEC HA NPUTEXATENA HA PASPELLEHUETO 3A YINOTPEBA
Bristol-Myers Squibb Co.
345 Park Avenue, New York, NY / USA

8. PEMMCTPALMOHEH Ne B PETUCTBPA MO 4J1. 28 3NAXM

9. [LOATA HA MbPBO PA3PEWLIABAHE 3A YMNOTPEBA HA JNIEKAPCTBEHWUA
MPOAYKT (MOAHOBSABAHE HA PA3SPELUEHUETO)

10. BATA HA (HACTUYHA) AKTYAINTM3ALINA HA TEKCTA
2005 r.
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