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HIHHCTEPCTBO HA 3LAPABEONASBARETD

fpuaoxenme nost
paspeliesis sa yrorpesa Ne ¥4 L5y \Lﬁ. 24,05

KPATKA XAPAKTEPUCTUKA HA NMPOOYKTA
684 /13-09.05 W

1. TbPTOBCKO UME HA JIEKAPCTBEHWUA NMPOLYKT

Zerit 20 mg TBBLPAM Kancynu
2. KOIIMYECTBEH N KAMECTBEH CHCTAB

Besika TBbpAa Kancyna cbabpxa 20 mg stavudine.
3a nomowHNnTE BelllecTBa BXK T.6.1.

3. JIEKAPCTBEHA ©®OPNMA

Tewpau kancynn

TebpaUTe Kancynu ca kadsBy, HENPO3PaYHK, KaTo Ha efHaTa NofoBuHa uma Hagnuc
BMS Hapg koga "1965", a na gpyrata "20".

4. KIlnsEW4ysEWn DAHHA

4.1 [llokazanuns

Zerit e nokasaH 3a fieuerue Ha uHhekmupanu ¢ HIV nayuenmu e KombuHauus ¢

Opyeu armupemposUPYCHU NeKapcmeeHu npodykmu.

4.2 [lo2MpoBKa U HAYWUH Ha yroTpeba
TepoparnHo npunoxeHne.

JleyeHneTo Tpsabea fa 3anoyHe noj PbKOBOLACTBOTO Ha NeKap, UMatll onuT B fieHeHKeTo
Ha RIV nkdekuuaTa.

BbspacmHu nayuermu: npenopvHuTenHa 4o3a:

Terno Ha | [osa Ha Zerit

naumeHTa

<60 kg 30 mg gBa nbTy gHeBHO (Ha 12 yaca)
= 60 kg 40 mg ABa NbT¥ AHEBHO

FOHoLwm, feua 1 KepMadeTa Hag 3 MeceuHa Bb3pacT: npenopbunTenHa gosa



Terno Ha | Josa na Zerit

naunenTa

< 30 kg 1 mg/kg gBa nbTv gHeBHO (Ha 12 vaca)
2 30 kg JloanpoBka 3a Bb3pacTHU

3a ontumanna abcopbumsa, Zerit Tpsbea na ce npuema 6e3 xpaHa (T.€. Hal-manko 1
yac npeau XpaHeHe), Ho ako TOBa He € Bb3MOXHO, MOXE [a ce fpuema ¢ fneka xXpaxa.
Zerit MoXXe [a ce npuema W KaTe ce OTBOPU BHUMATESNHO Kancynata u ChObKaHUueTo
ce CMecH ¢ xpaha.

Kbpmauema o0 3 mecedyna ebapacnt. 8x Kpamka xapakmepucmuka Ha Zerit nipax 3a
riepoparneH pasmsop.

Mayuenmu e HaripedHaa eb3pacm. Zerit He e fpoyysaH crieyuanHo npu nayueHmu
Had 65 20dutura eb3pacm.

lpomsiHa Ha 6o3ama

[lepuchepHa Hesporiamusi: nNpyu TNosBa Ha CUMNTOMKM Ha nepudepHa HeBponatwusi
(xapakTepusupalla ce ODBWKHOBEHO € MEepcucTMpallia CKOBaHOCT, W3TpbiBaHe Wnu
Gornka B crbhanara wunmm pbuete) (Bwx 7. 4.4 CneunanHu npepynpexaenus u
crieumantu npeanasHn Mepky npy ynoTtpeba), Tpsibsa fa ce obmuenu ripeMUHaBaHReTo
Ha NauveHTa KbM [pyr anTepHaTUBEH PeXum Ha fieueHne. AKo ToBa He € MOoAXoAsLo
WnKu aKko cnen BpPEeMeHHO MpekpaTaBaHe npuema Ha Zerit cumaToMUTe NMpeMnHaT B
3HauUTENHa CTENeH, TO JieYeHneTo Cbe Zerit MoXe aa 6bie Bb3CTaHOBEHO, KaTo ce
npunara 50% oT npegulHaTa foza.

YepHoOpobHo yepexdaHe: He e HeoOXoAMMO NpoMsaHa Ha fosara.

Enbpeyno yepexGaHe: NpenopbyBa ce cliefHaTta NpoMsiia Ha posara:

Ilosa Ha Zerit
(B 3@BUCUMOCT OT KPEATUHUHOBUS KITUPBHC)
Terno Ha 26-50 mi/min < 25 ml/min
naymneHTa (BKITIOUYMTENHO NauneHTn Ha
Iwanuza®)

<60 kg 15 mg 15 mg Bcekn 24 yaca

ABa NbTY OHEBHO
=60 kg 20 mg 20 mg BCceKn 24 yaca

ABa NbTh OHEBHO

* TlaumeHTUTE Ha Xemoauanusa Tpabsa ga npuemart Zerit crief, NpuKloUYBaHe Ha
XeMoOuanusHata npouenypa v no cuLLUoTo Bpeme B AHUTe Bes xemoananusa.

Tsli kamo npu Jdeya stavudine ce omoOejfisi OCHOSHO 8 YpuHama, KNUpbHCbM Ha
stavudine moxe Oa ce npomeHu rpu Oeua ¢ 6bbpeyHo yepexdare. Makap, 4e HsaMa
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docmambyHo OarHu, 3a 0a ce hipenopbya KOHKpemHa rpomsiHa Ha dosama Zerit npu
masu nonynauus nauyuenmu, Moxe 0a ce obmuchu HamarieHue Ha Oosama u/unu
yeenuyasaHe Ha UHmMepsana Mexdy 0o3ume, NporopyLOHaNHO Ha HamalreHuemo 3a
eBb3pacimHu.

4.3 TipoTRONOKazanus .
Cepbx4yBCTBUTENHOCT KbM  Stavudine wnn KbM HsKoe OT NOMOLUHUTE BeLLecTBa (BMXK
7. 6.1 CnuchLK Ha NOMOLWHKTE BELLECTBA).

4.4 CpeumariHy NpenynpexnesEns U cneynanyy npenazHu MepKu npu ynorpeta
lTepuchepra Heeporniamus: NauveHTUTE C AaHHW 3a nepudepHa HespornaTms ca C
MOBMLUEH PUCK 3a PasBMTHE Ha HeBponatus. Ako Zerit TpsibBa ga ce nipynara B TO3U
chnyyail, € HeabxoAWMO BHUMMATENHO KAMHWYHO npocnefssaHe. CuMnTomMuTe Ha
nepuchepHata HeBpoOMaThsl Ce Xapakiepusupar ¢ nepcucTupalla CKOBaHOCT,
usTpBNHanocT unn bornka B cTblianara uunu pbueTe.

Mankpeamum: npubrmantenHo 5% oT naumeHTUTe Ha neveHne cue Zerit, ¢
npexapaH No-paHo NaHKpeaTuT, pa3BuBat 3abofsieaHeTo, B cpasHeHne ¢

nputnuanTento 2% 3aboneny nauvmeHTy, KOUTO He ca NpeKapany NaHKpeaTuT.

MNauneHTnTe ¢ NOBULLEH PUCK OT NAaHKPEAaTUT T Te3un, Nipuemall nexkapeiea, 3a KOMTo
ce 3Hae, Y& ca CBbLp3aHW C NosABatTa Ha NaHKpeaTuT, Tpﬂ6Ba BHMMaTenHo na ce
npocrefsepar 3a CUMNOTOMWTE Ha TOBa CbCTOAHME.

flakmamna ayudosa: nipy ynotpebaTta Ha HykneosupgHu uHxmbutTopn Ha obpartHata
TpaHckpunTasa (NRTI) e pgoknagsada, fiaktatha auwposa, oOMKHOBEHO CBbp3aHa ¢
xXenaromeranus M depHogpoGHa creatosa. Pannute cumnTtoMyn  (CUMITOMaTHYHE
XWNnepnakratemMus) BKIOWMBaT fieKM CUMATOMU OT CTpaHa Ha XpaHocMunarenHata
cuctema (rapieHe, nospbLuaHe 1 kopeMHu Borki), He-creumduyHO HepasnonoXeHe,
saryba Ha aneTuTa, 3aryba Ha Terno, pecrmpaTopHy CUMMTOMM (y4ecTeHo W/unu
AbrBOKO AWLIaHe) WK HEBPONOFMYHKM cumnToMK  (BKIIOYWTENHO MoTopHa crnabocT).
NakraTHaTa auvposa BoAWM [0 BUCOKa CMBPTHOCT W Moxe fa Obpae cbBbpsaHa ¢
naHKpeaTuT, 4YepHoppobHo yBpexpaHe, ObbpeuHo — yBpeXAaHe WNKM  MOTOPHA
napanunsa.

JlaktatHaTa aunposa obuKHOBEHO ce NosABsIBa Cried HAKONKO Mecela neveHue.
JleueHneTo ¢ HyKNeo3uaHn HxMGuTopn Ha obpartHata TpaHckpuntasa (NRTI) Tpsibea
fa Obpe npeycTaHOBEHO B Chyqalh Ha cUMNTOMartudHa Xunepnaktaremus wnu
MeTabonuTHa/nakTaTHa aunao3aa, NporpecuBHa XenaTomerannus unv 6bps3o nosulLexHne
HMBata Ha amuHoTpaHctepasute. Heobxogumo € TNOBUMILEHO BHUMaHue MNpu
MPUIAraHeTo Ha HYKNeo3aufHW uHxubutopu Ha obpaTtHaTta TpaHCKpUNTasa rnpu BCUYKN
naumeHTM (0coBeHO XeHU CBC 3aTNBCTABAHE) C XenaTomeranus, Xenatnt Unv gpym
W3BECTHN puckoBk thaxTopy 3a udepHoOopobHO 3abonsAsaHe W yepHogpobHa creaTosa
(BKAIOYUTENHO HSKOM NeKapcTBa v ankoxon). NaunenTtuTe, MHMEKTUPaHY W ¢ BUpYyca Ha
xenatut C 1 nekysaHu ¢ anda-uktepdepoH u ribavirin, npepcraensaBar ocobeH puck.




MauwenTuTe C NoBMILIEH pucK TpsbBa CTPUKTHO pa ce npochedsisat (B ceio T. 4.6
BpemMeHHOCT U KbpMeHe).

Xenamum: Xenatut win depHogpobHO yBpexnaHe, B HAKOW chiydau partanHo, ca
poknaneakn. besonacHocmma U egbuxkacHocmma Ha Zerit He e ycmaHoeeHa npu
nayueHimu CeC 3HaYumernda 4epHodpobra oucghyrkyus. [pu nauueHmu ¢ XpoHu4eH
xeriamum B unu C , no0Onoxeru Ha KOMDUHUpaHa aHmupempoeupycHa meparius,
chllecmeyea 1io-204I5IM PUCK O MEXKU U Oaxke ghamarniHu HEXeNarku nexapemeeru
peaxkuuu. B cnyyall Ha ceibmemealya aHmuesupycHa meparus 3a xernamum B unu C,
mpsibea Oa ce obbpHe eHUMaHUe Ha cbomeemHama UHGpOpMayusi 3a mesu
JiexapcmeeHu rnpodykimu.

lMayuexmu cue culecmsysaiia YepHoOpobHa CUCHYHKUUSA, 8 M.4. XPOHUYEH aKmugeH
Xeniamum, roKkaseam [0-4ecmo HapyweHus1 Ha YepHoOpobrama yHKYUs 1o epeme
Ha KombuHUpaHa aHmupemposupycHa mepanus u chkemosHuemo uM mpsibea da ce
criedu e cromeermcmeue ¢ obuyaiiHama ripakmuka. AKe uma 0anHu 3a enolliasaHe Ha
yepHoOpobromo 3abornsasaHe npu makusa nayuesmu, Heobxodumo e obmucrnsiHe Ha
8Bb3MOXHOCIIMEA 3& NPEKBCEAHE UMl ChupaHe Ha JiedeHuemo .

Knunuyro 3HayuMo riosuwasaHe Hueama Ha YepHoOpobHume mpaHcamuHasu
(ALT/AST, > 8 nwmu Had 2opHama egpaHuuya Ha Hopmama, ULN): Heobxopumo e
obOMUCIIsiHE Ha BBL3MOXHOCTTA 3@ ChvpaHe Ha fleyeHueTo cbc Zerit unm gpyru
MOTEHUMANHO XeNaTOTOKCUYHY fieKapcTea, B CIy4Yai Ha 6bp30 NoBuLiaBaHe HuBaTta Ha
TpaHcaMnHasnTe.

CunOpoM Ha _uMyHHama peakmueauus: [Ipu nayuenmu ¢ HIV, nokasanu mexbK
umyHoOehuyum npu 3aroyeaHe Ha KombuHUpaHa aHmupemposupycHa mepariusi
(CART) , moxe Oa 8b3HUKHae eb3nanumeriHa peakuus crnpaMo acuMmmoMamuyHu unu
ocmambyRU ONOPIMICHUCMUYHU amoaeHu, Koamo 0a NpuduHu cepuosny KIURUYHU
CbCMOSIHUST UfU  efiowlasaHe Ha cumnmomume. TurnudHo, makuea peakuyuu ca
Habnwdasanu npes3 mbPsUMe HSKOIKO cedmMuuu unu meceyu cred engexdaHe Ha
CART. [llpumepu 3a mosa ca cylomegalovirus retinus, zeHepanusuparu u/unu
poKycupaHu MukobakmepuanHu uHgekyuu, Kakmo u Pneumocystis carinii pneumonia.
llosieama Ha cuMnmMoOMU Ha eb3najiumenHa peakuuss mpsibea 0a ce rnodnaza Ha
oueHrKa u npu Heobxodumocm Ga Ga ce NpurnoXu fneyeHue.

Jlunoducmpodbus u memabonumHu HapyweHus: KoMBuHMpaHaTa aHTUpeTpoBUpYCHa
Tepanuss ce CBbp3Ba C MNpepasnpefeneHWeTo Ha TenecHara MacTHa ThbKaH
(nunoguctpotusn) npu naument ¢ HIV. Obnrocpounnte nocreauiin ot tesm cbOnTns
3a cera He ca u3BecTHW. [losHaHMATa 3a mMexaHusma ca HenbliHW. CbluecTByBaT
ApeanonoMXeHusi OTHOCHO BPb3KaTa MEXAY BUCLlepanHaTa NUnomMarosa ¥ ripoTeasHuTe
MHXMOUTOPKN, W nunoapTpodwmsita W HyKneosugHutTe uHXxMbutTopu Ha obpaTHaTa
TpaHckpunTasza (NRTI). [Mo-Bucokmatr puck oT nunogucTtpodns ce cBbpsBa ¢C
nHavBupyanHn <akTopu Kato HanpegHana Bb3pacT, W ¢ dakropu, KOUTO umat
OTHOLUEHUE KbM NIEKapCTBaTa KaTo HAMP. €0HO NO-NMPOALINKMTENHO aHTUPETPOBUPYCHO
fieYeHne W CBBbP3aHuTe ¢ ToBa MeTabornuTHn HapylweHus. KnuHuaHute uscneasaHus
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TpabBa fa BKMOYBAT OLIEHKa Ha M3MYECKUTE MpU3HaUM Ha fpepasnpefensiHe Ha
MacTHata TbKaH. Tpsibea ga ce obbpHe BHMMaHWE Ha M3MEpPBAHETO Ha [IagHo Ha
cepymHvTE NWNMOM W KpbBHaTa rnwkesa. Jlunugrute HapyleHus Tpsibea pa ce
TpeTApPaT N0 KMMHUYECKU nogxodsil nuT (4.8 HexenaHn nekapcTeeHn peakumn).

lTayuenmu e nanpedHana ew3pacm. Zerit He e crneynanHo Npoyyeak npyu nauuentu >
65 roguina Bb3pacT.

Kppmavema nod 3 wmeceyHa ew3pacm: Couwecmeysam OaHHUu om KIUHUYHU
rpoy4ysaHus 3a be3onacHocm 3a nedyeHue 0o 6 ceOMuUYHO fieyeHue Ha 179 HosopodeHu
U KepMmadema < 3 MeceyHa ewn3pacm (eux m.4.8)

Heobxodumo e da ce obbpHe ocobeHo srHUMaRUE Ha NMPeGUUHO aHMUPemposUPYCHO
nieyerue U npothuna Ha peaucmenmuocm Ha HIV wama Ha maiikama.

MumoxonOpuanuna Jducgyrkuyusi: Cobuiecmeysam OaHHuU in vifro u in vivo, de
Hykneosudume U HYKIeo3UOHUME ‘aHafio3u [puduHsaeam 6 pasjuyHa cmefeH
MUMOXOHOpUanHo yepexodaHe. Vima cboblUeHUs 3a MUMmoXoHOpuanHa OucgyrkUyus
npu HiV-ompuuyamenunu kbpmadema, usnoxedu in ufero u/unu cned paxdane Ha
HYKeo3udHU aHano3u (8uX culyo m.4.8). lnasHume HexenaHu peakyuu, 3a Koumo ce
crobuiasa, ca XeMamosioauyYHU HapyweHus (aHemMus, Heymponerus), memabonumsu
cMyuleHus (xunepnakmamenmusi, xunepnunacemus). Te3u uHyudeHmu yecmo Mbmu ca
npexolru. Chobulasa ce U 3a HAKOU KbCHO Hacntbligalll HeaposioaUuyHU HapyweHuUs
(xuriepmoHuUs1, KOHeysicuu, aHopManHo riosederue). Sa ceza He e uzsecmHo danu
HeepooauYHUme HapyweHUsl ca nPexodHu unu nocmosiHHU. Besiko eme, U3NoXeHo in
utero Ha Hykneo3udu u HykneosuGHu awHanosu, daxe u HIV-ompuuyamenuu Odeua,
mpsibea Oa ce npocnedseam KiuHUYecKU U nabopamopro u mpsbea HanbnHo da ce
uscniedsam 3a 8bL3MOXHa MUMOXoHOpuanHa oucyHKUUs & erydall Ha cbomeemHume
fApusHauyu unu cummmomu. Teau OaHHU He enusasm ebpXy HayuoHalHume npenopbKu
Ja ce u3riofizga aHmMupemposupycHa mepanus npu bpemeHHU XeHu, 3a 0a ce
npedomepamu sepmukanHomo rpedasaHe Ha HIV.

JlakmosaHa HefloHOGUMOCI). TBbLPAMTE Kancyrv cbabpXar rnakiosa (180 mg).
MaumenTMTe ¢ pepxuTe Criyyan Ha HacnefAcTBeHa  ranakTtosHa HEenoHOCUMOCT,
NakTasHa HeAOCTATBLYHOCT WMMW [NIOKo30-TanakTosHa Mmanabcopbuusi, He TpsibBa fa
ripMemar TORa NekapcTBeo.

4.5 JiekapcTBeHM M BpYyrM B3auMoLencTBUs

Tb# kato stavudine akTMBHO ce cekpeTmpa npes 6ubpeqHnTe TYOYNKU, € BL3MOXHO
B3auMopelicTBME C [pYrM aKTUBHO CeKpeTMpalu Ce NeKapeTea, Harpumep ¢
trimethoprim. He ca HabriogaBaHW KAMHWUYHO 3HaYMMKM  apMaKOKUHETUYHM
B3anmoaeicTena ¢ lamivudine.

Zidovudine wn stavudine ce docopunupar ¢ nMOMoOWTa Ha KAETbYEH EH3UM
(TUMUAMHKMHA3a), KolTo drocdopunupa ¢ npeaumcTeo  zidovudine, KOETO NOHWXaBa



chocopunvpadeTo Ha stavudine fo Heroeata akTusHa TpudocdarHa copma. ETo
3allo He ce npenopbYBa e4HOBPEMEHHOTO Npunarade Ha zidovudine cke stavudine.

In vifro npoyuyBaHuATa NOKa3BaT, Ye akTuBupaHeTo Ha stavudine ce uuxubupa cbLyo OT
doxorubicin u ribavirin, HO He 1 OT Apyru NekapcTea, uanonseadu npu HIV nndekuyus,
Kouto cblio ce docthopunupar, Hanpumep didanosine, zalcitabine, ganciclovir un
foscarnet. Bnusinmeto Ha stavudine BbpXy KuHeTUKaTa Ha docdonuprpale Ha Opyry
HYKIE03UZHY aHanoau, oceeH zidovudine He e rnpoyysaHo.

He ca Habnodasaru KnuHUYHO 3HaYUMU e3aunooleticmeus Ha stavudine unu stavudine
rmoc didanosine ¢ nelffinavir.

Stavudine He nHxnbupa rmaeHuTe usodopmu Ha cytochrome P450 - CYP1A2, CYP2C9,
CYP2C18, CYP2D6, w CYP3A4; eTo 3allo HE Ce O4Yakear KIMHWYHO 3HaYMMK
B3aUMOZIEICTBIA C NEKAPCTBTa, MeTabonusvpally ce ¢ NOMOLUTA Ha Te3W eH3UMI.

Tvh kaTo stavudine He ce cBbps3Ba ¢ BenTbUUTE, HE CE O4YaKBa BIUSHUE BbPXY
thapmakokuHeTUKaTa Ha CBbP3aHuTe C NPOTENHUTE NeKapcTea.

Hama oduumanHu npoyyBaHus OTHOCHO B3aWMOZEWCTBMETO Ha Zerit ¢ Apyru
riekapcTsa.

4,6 BpeMeHHOCT M KbpmeHe

HsAMa CbOTEETHW KOHTPONMPaHW KIWHWYHK Npoy4Banus 1nipy OpeMEeHHM XeHu, HO uma
cbobllielus 3a BpoheHy aHoManuu u abopty npu ynotpebara Ha stavudine.

B npoyusane Al455-094 nposedeHo & KxHa Aghpuka, 362 deoliku malku ¢ kepmayema
ca buriu eKmoYeHU € fpothunakmuyHo usriumeane 3a npedasaHe Ha saborifeaHemo
om Malikama Ha dememo. HenekysaHu bpeMeHHU XeHU ca 6KIMIYeHU & MpoyyYysaHemo
Kkozamo ca 6bunu 8 2ecmauyucHHa cedmuya 34-36 u ca nonydasanu
aHmupemposuUpPYycHO feYeHue 00 paxdanemo. ARMUPempPosuUPycHa npoguUnaKmuka —
ChULIME REeKapemea Kamo Npu Malikama — e npunazara Ha Hoeopoderu 36 yaca ciied
paxOaHe U e npodbmkuno 6 cedmuyu. HosopodeHume ca rieKysanu 6 cedmuuyu ¢
1mg/kg stavudine BID. [pocriedsisaHemo e npodumxuno 00 24-MeceqHa eb3pacn.
[eolikume maiika-deme ca 6uiiu paHdomuszuparu, 3a 0a nosyyasam stavudine (N=91),
didanosine (N=94), stavudine + didanosine (N=88} unu zidovudine (N=89).

95% onpelenieHa seposimHOCM 3a Yecmomarma Ha npedasare Ha 3abosisgeaHemo om
maliika Ha Geme: 5.4-19.3% (stavudine), 5.2-18.7% (didanosine), 1.3-11.2% (stavudine
+ didanosine), u 1.9-12.6% 3a zidovudine.

lNpedeapumennume GanHu 3a 6e3onacHocm om moea [poyyYeaHe (8lx cbWo m.4.8)
roKaseam nosuweHa OemcKka CMBPITIHOCI 8 epynama Ha jiedyerue cbe stavudine +
didanosine (10%) e cpaeHeHue ¢ me3u Ha stavudine (2%), didanosine (3%) unu
zidovudine(6%), kamo ce ombensizea M0-8UCOK MPOUEHM Ha MbpmMeopodeHu 8
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epyriama Ha stfavudine + didanosine. B mosa npoyysaHe He ca cwbupaHu 0aHHU 3a
MIieYHa KUCE/IUHA 8 CepyM.

JlaktatHa aumposa (B 1. 4.4 Cneuwanuy MpoTUBONOKasaHust M creuuvanHu
npenynpexaeHns 3a ynotpeba), noHskora qraranHa, € HabniogasaHa npu bpemensn
XeHu, npuemany kombunaumsta — didanosine u stavudine, ¢ urmm ©6e3 ppyro
aHTMpeTpoBUPYCHO Nievenne. Embpuo u ¢hemo moKcuyHocmu ca HabirodasaHu camo
fpU 8UCOKa CmeEreH Ha eKCrnosuyusi npu XusomHu. [IpelKnuHuYHU rpoyYeaHust
riokaseam frpemMuHasaHemo Ha stavudine npes rnnayensmama (euwx m. 5.3) [o
noniyyaeaHermo Ha dombfiHumenHu OaHHu, Zerit mpsibsa Ga ce npunaza npu 6pemMeHHU
JKeHU, caMo cried eHUMarmeniHa rnpeyerka . Hama docmampyHo uHgopmayus, 3a da ce
npenopwyea Zerit 3a npeeenyus Ha npedasarne Ha HIV om malkama Ha Oemermo.
Ocees mosa, KombuHauusma stavudine + didanosine mpsbsa da ce npunaza
npednasniuso no epeme Ha bpemeHHOCM U €€ fperioppyea camMo akKo eb3MOXHama
1104132 € 110-20415iMa OIT1 8 b3MOXKHUST PUCK.

CululecTByBalMTE AaHHW, OTHOCHO oTAensHeTo Ha stavudine B YOBELUKOTO MITAKO ca
HeJocTaTbvHM 3a OUEHKa Ha pucka 3a KbpMauveTo. [poyysBaHusaTa MpU Kbpmelwm
MITbXOBE MOKasBarT, ye stavudine ce oTaens B kKbpMaTa. ETo 3aluo, malikute TpsiGea oa
Obaart npenynpeseHn fa cnpat KbpMEeHeTo, npean npuema Ha Zerit. [penopkyea ce
weuute ¢ HIV nHoekums pa He KbpMAT Mpu HUKaKeu obcToAtenicTBa, C orneq
npeanassaHe npemuHasaHeTo Ha HIV y kbpMaveTo.

4.7 EdeKkrn BbpXy cnocoGHOCTTA 3a Wogupake U padoTa ¢ MallMKEN
He ca npoeexpaHu MpoyyBaHWsi OTHOCHO edieKTuTe BbpXy cnocobHocTra 3a
wodupaHe n paboTta ¢ MaltHN.

4.8 Hexenaky REeKapCcTBEHU PeaKuun

Bn3pacmHu: cbliecTByBa borat onuT, oTHOCHO npoduna Ha 6esonacHocT Ha Zerit ¢
HesabaBHo ocBOBOXOAaBaHe, nof dopmara Ha MoHOTepannsa WnM B KoMOMHauuw.
MHOrO OT TEXKUTE HEXENaHU NeKapCTBEHW peakuun rpu stavudine ca B pesynTtaT Ha
HIV wuHbekunsaTa WM ca HexenaHu peakuMn Ha  ChTbTCTBaLNTE  JIEYeHus.
BesonacHocTTa Ha Zerit TBbpay Kancynu ¢ yobinkeHo ocsoboXaBaHe € cpaBHeHa C
Tasy Ha Zerit ¢ HesabaBHo oceoboXaaBaHe, Bceku B kombuHaumsa c efavirenz u
lamivudine, B OBe paHAOMU3MpaHn, OBOWHO-CrENU KNUHUYHW ipoyyBakus. [NpodunsT
Ha ©Oes3onacHOCT Ha KancynuTe C YAbIDKEHO oOcBoboX(iaBaHe He ce OoTnudasa
ChLECTBEHO OT TO3K Ha hopmara ¢ HesabaeHo ocBoboXgasaHe.

MepuchepHa Heeporiamusi. B ABE KIMHUYHW NpoyyBakvsa cpasHsABawmn Zerit ¢
HezabaBHoO ocBoboxaaBaHe u Zerit ¢ yabimkeHo ocBoboxparaHe, yecToTaTta Ha nossa
Ha cumnToMuTe Ha nepudepHa HeBponatus e 6una 19% (6% 3a ymepeHa fa Texka)
sa Zerit ¢ HesabaBHO OocBOOOXKAABAHE, KATO YECTOTATa Ha NpPeKbCBaHe Ha NevYeHueTo
nopaau Hesponatus e buna 2%. [lozo-zaBmcuma nepudepHa HeBponaTusl, 3NCKeallla
npoMsHa Ha posata € Habniogasana npw npoyysaHe cbkc Zerit ¢ HesabasHo
ocsoboXnaBaHe, npurarad Karo MoHoTepanus. (BUX T. 4.2 AO3UPOBKO W Ha4uH Ha



ynotpeba). ObukHoBeHo ce HabriiAaBa nadessaHe Ha cuMnTOMUTE cnef pepyuupaHe
Ha JosaTa unn nNpexkpaTaBaHe Ha fieyeHueTo.

lNMaukpeamum: ViMa faHHu 32 naHkpeaTuT, psiako dartaneH, npu 2-3% ot nauveHuTe
Ha MOHOTEpanuA B KNMWHWYHK npoydyBawumA. [lankpeatut e foknagsad npu < 1% oT
rnauveHTuTe rpy nNpoydYsanns, cpaBHaBalum Zerit kKancynu ¢ yabimkeHo ocsoboXaasaHe
v Zerit ¢ HeszabaBHo ocBoBoXaaBaHe.

Jlakmamna ayudosa: criyyan ¢ nakTatHa auuaosa, NoHskora dpaTtanHy, obuKHOBEHO
CBBP3aHM C TEXKa XenaTomeranua U yepHoppobHa cteaTosa, ca chobiliaBanu npu
ynotpebara Ha HykneosvpHu aHanosu (Bwk 7. 4.4 Crieynanty npoTusonoKasaHus 1
crieuvarnty npenynpexacHna npu ynotpeoa).

Xenatut wnv YepHogpobHo yBpexaaHe, noHskora haranHo, ca HabniogasaHud npw
yrnotpebara na stavudine n Ha ppyru HykneosvaHu aHanosw (8K T. 4.4 CrieyunanHn
MPOTMBOMNOKasaHUst U creuyanHn npegynpexaeHns npym ynotpebda).

JiunoBucmpodpusi U memabonumHu Hapywerus. kombuHupaHaTta aHTMpeTpoBUpYCHa
Tepanusi ce CBLP3Ba C MNpepasnpenensaHe Ha-MacTHaTa TekaH (nuriopnceTpodinst) apu
naument™ ¢ HIV , BkmovuTtenHo 3aryba Ha nepudepHa n nuuesa NoAKoxHa mactHa
TbkaH, yBenuyaBaHe obema Ha BbTPEKOpEeMHaTa W BucLepanHa MactHa TbKah,
XunepTpocus Ha MIeYHaTa XIieaa ¥ HaTpyneaHe Ha A0p3o-UepBuKanHa MacTHa ThkaH
(BnsoHcKa repduna).

KombuHupaHata aHTupeTpoBUpycHa TEpanusa ce CBbp3Ba C MeTabomunTHN HapyLeHus
KaTo Hanp. XunepTpurinuepuaemMus, XUNepXOoNieCTEPONEMUS, PE3UCTEHTHOCT KbM
VHCYNUWH, Xuneprikemus M xunepnakratemus (4.4. CneuuanHun npegynpexperns 1
CREeLWanHN NPeanasiu Mepki npu ynotpeba).

UectoTtara Ha Joriynsbpoennte HEXEIaHu NEeKapcTBeHn peakuuy ce ofpegerisi Kakro
criegea: mHoro vecto (= 1/10); yecro (= 1/100, < 1/10); He uecTo (= 1/1,000, < 1/100);
psigio (= 1/10,000, < 1/1,000); muoro pagko (< 1/10,000).

Hexenann nekapcTBeHuW peakuun (ymepeHW A0 Texkm) ca cbobiieHn npu 467
nauueHTa, nekyeaHW ¢ Zerit TBbpAw kancynu ¢ HesabasHo oceoBoXnaBaHe B
kKombuHauus ¢ lamivudine n efavirenz B e pangomnanpann KNnHUYHN NpoyyBanus U
OBArocpoyHo npocrniegsisade (o0LUO npocrnensBaHe: cpepgHo 56 ceamuuy, sBapupallo
no 119 cegmuun).

YCTaHOBEHN Ca CNEOHUTE HEeXernaHW peakumu, CHETEHW OT K3CTefOBaTenuTe Kato
BEPOSITHO CBBP3aHN C U3CNesBaHOoTOo NieYeHue:



EnpokpuHHK HapyLUeHus: He yectn: ruHekomacTus
CToMaluHO-4peBHN HapyweHns  Yectu: avapws, rageHe, kopemHa Gonka , oucnencus
He decTul: naHKpeaTnT, nospbiiaHe

061K HapyLueHus: Uecru: ymopa
He yecTu: acreHus

Xenaro-OMnnapHu HapyLleHns He yecTi: XenaTtut unm XenTeHuua

HapyweHus Ha UecTu: nunoguctpotus
meTabonmnama U XpaHeHeTo: He yecTu: nakrtaTha aumnposa (B HAKOW Criydau BKITIOYE
cnabocT Ha aBuraTeriiata MycKkynaTtypa),aHopeKcus

HapylueHus Ha He yecTu: aptpanrus, Muanrus
MYCKYITHO-CKEeNeTHaTa cucTemMa,
chefMHUTENHaTa ThKaH U KOCTUTE
HapylueHus Ha HepBHaTa UecTtu: nepudiepHn HEBPOSTOrMYHK
cuerema: CUMNTOMN, BKITIOUUTENHO nepudepHa
HeBponaTus, napacTreanu 1 nepudepeH
HEBPUT, 3aMasiHacT ,HapyLUeHn CbHULLE, rmasoborive
6e3ckbHue, HapyLleHo MUCrieHe, CbHITUBOCT

[Meuxu4HN HapyLweHws: UecTn: genpecust

Heuectu: TPEBOXHOCT , eMoLoHaNHa NaburHoct
Hapyiuenust Ha koxarta Uectu: o6pye, npypuTyc
W MOAKOXHATA ThKaH: He uectu: ypivkapusi

YectoTara Ha NpeKbCBaHE Ha JieYeHUETo nopaav HewenaHuw cbbutua e 7% npu
nawUueHTUTE, NEKyBaHu cbe Zerit ¢ HesabaeHo ocsoboXaaBaHe.

JlabopaTopHuTe npomeHw, HabniogaBasy Npyu TEe3U [OBe rpoyuvBaHus BKIIOYBAT
noeuwiasade Ha ALT (> 5xULN) npu 3%, AST (>5xULN) npun 3%, nunasa
(2.1 ULN) npu 3% o7 nauuneHTute Ha neuenHue cue Zerit. Heytponenus (<750
Knen{mlmm3) e poknaaBaHa npu 5%, TpombouuToneHus (TpomMbounTh < 50,000/mm®)
npu 2% v aHemua (xemornoBun < 8 g/dl) npu < 1% oT nauneHTute npuemawy Zerit .
Mpyu nogpacTeawm, peua v tebeta: HexenaHuTe edekTv U cepuosHn rabopaTopHu
oTknoHeHnAa OBUKHOBEHO Ca chblMTE MO TUN W YEcToTa KaTo Teau, KoMTo ce
Habniogasat npu Bb3pacTHuTe. [lo-psigko ce HabrniogaBa KIMHWUYHO 3HadKkma
nepudiepHa HeBponaTus.

TocmmapkemuHa:!

Cvobliasa ce 3a cnegHute cbbuTuA, HacTbLNWAW CRAOHTAHHO MO BpeMe Ha
MOCTMapKETUHIOBUS NIEPVOA:

Hapyiuehus B KpbBOHOCHATA 1 MHOTO psAKo: TPOMBOLUTONEHNA
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numMcHa cucTema:

Hapywetus Ha meTabonuama v XpaHeHeTo:  PAAKO: NaxkTaTha auuposa

HapyLiienns Ha HepBHaTa cucrema: MHOIC pPsAAKo: MOTopHa crnaboct (Hai-
4YeCcTO CBbp3aHa CbC CUMATOMATAYHA
Xunepnakratemuss Wnu CUHEAPOM Ha
naktaTHa aumposa)

4.9 Tflpepo3upaHe

OnnTbT oT npunaradeTo Ha Zerit (¢ He3abaBHO ocsoboxpaasaHe) B AHEBHM foau 12
ObTW Hag NPEnopbyYBaHUTE HE € MoKasarn OocTpa TOKCWYHOCT. YCMOXHeHusATa npu
XPOHWYHO NpeaosvpaHe MOraT Aa BKIYBaT nepudgepHa Hesponatnsa u YepHogpobHa
oucchyrkums. CpegHuaTt xemopuanuseH KNUpbHC Ha stavudine e 120 mi/min. He e
siceH edheKkTa Ha Xemopwanusata 3a. enumuHupaHeTo Ha stavudine, B chiyyail Ha
npegosupare. He e acHo gann stavudine ce oTAiens Ypes nepuToHeanHa anannaa.

5. GOAPMAKOJIOTUYHN DAHEN
5.1 dapmakoanHamMU4EN CBONCTBA

dapmakoTepaneBTiHa rpyna: HykneosugeH nHxubutop Ha obpartHaTa TpaHcKpurTasa
ATC kog: JOSAF04.

Stavudine, TUMMAMHOB aHarior, € aHTUBMPYCHO CPEeLCTBO C in Vifro akTMBHOCT cpewly
HIV B yoBewknTe KreTkn. Tol ce dhocdopunnpa ¢ NOMOLUTa Ha KNETbYHUTE KWHasu Jo
stavudine triphosphate, koiito wuHxmudbupa HIV obpatHata TpaHcKpunTasa 4pes
KOHKypupaHe c¢ ectecteehusi cybctpar  thymidine friphosphate. Ton uHxubupa u
cuHTesaTa Ha BupycHaTta [OHK, npuumHsasaiku npekecsade Ha [HK Bepurata, nopagw
nuncata Ha  3-xugpokcunHa rpyna, Heobxopuma 3a enoHrauuaTa Ha o [JHK
KnetbuHata OHK norumepasa y cbillo € YyBCTBUTENHA Ha uHxubupahe ot stavudine
triphosphate, pokato knetTbuHMTe nonumepas a and B ce nHxMbupaT npu
KOHUEeHTpauun cboTBeTHO 4,000 1 40 nbTM no-BUCOKM OT Heobxoaumute 3a
nuxubupane Ha HIV obpatHaTta TpaHckpunTasa.

fleyeHneTo cke stavudine moXe a cenekTupa wunu Aoabpxa MyTaluu, CBbp3aHu
pesncTeHTHoCcT KbM stavudine. Msonature, cbhbpXaiiy Tesw MyrTauum ocTasar
yyBcTBUTENHK KbM stavudine, KnmHuuHaTa 3Ha4uMMOCT Ha Te3W OTKPUTUSA HE € SCHS.
AKTMBHOCTTa Ha stavudine ce nosnusiBa OT MyNTU-NeKapcTBeHaTa pPesUCTEHTHOCT,
cBbp3aHa ¢ MyTauun, kato Q151 M.

[MoHmKeHMe Ha vyBCTBUTENHOCTTa noBeye o1 10 nbTh KbM stavudine, e Habniogasaro
Mpy HAKOW BUAOBE C HaMarneHa YyBCTBMTENHOCT KbM zidovudine v lamivudine. In vivo
He Cca yCTAaHOBEHM MyTauuWu, CBbLp3aHW C BUCOKa CTeneH Ha crneuudnyHa
PE3UCTEHTHOCT KbM stavudine. '

Knubeuuna edbextuBHOCT: Zerit ¢ HesabaeHo ocBoboxpasaHe € npoyyBaH B

komBuHaLmA ¢ ApYrM aHTUPETPOBUPYCHY CPEACTBa, Hanpumep didanosine, lamivudine,
ritonavir, indinavir, saquinavir, efavirenz u neifinavir.
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[ee ABOIHO-CRENN NPoy4BaHWsi ¢ TPOKa Tepanus NPWU naumeHTy , HenoAnarasn Ha
aHTMpeTpoBupycHa Tepanus (ART) ca nokasany nogobHa aHTnBMpycHa edeKTMBHOCT U
NosoCUMOCT Ha Zerit TBbpaW Kancyn ¢ yObiKeHo ocBoboxaasaHe, CPaBHEH CLC
Zerit ¢ nHesabaBHO ocBoDOXAaBaHe, BCEKM OT KOWTO e gaBaH B KOMOMHaUus C
lamivudine u efavirenz.

MpoyuBaneto AIl455-099 e Ouno 48-cegmuun, paHOOMMU3UPAHO, [ABOWHO-CIISIIO,
cpaBHsABRaWO Zerit Kancynu ¢ yabmxeHo  oceoboxaasaHe (100 mg BeOHbLX SHEBHO)
cbCc Zerit ¢ HeszabaBHo ocBoboXpaesaHe (40mg ABa NbTU OHEBHO), BCEKU B
koMmBuHaumsa ¢ lamivudine (150 mg asa nbTv AHesHO) + efavirenz (600 mg Bep,H'b}K
AHEBHO), Npu 783 HenexkyBaHu nauueHTm cbC cpefeH Opoit Ha CD4 277 knetku/mm’
(Bapupawy ot 61 go 1,215 kneTk/imm®) u cpeper 6poit Ha nnasmennte HIV-1 PHK
4.80 logyo xonus/ml (Bapmpau; oT 26 pno 58log g konus/ml) B Hayanoto Ha
nevennero. laumentiute ca OBunu npeaumHe MbXe (69%), kaTo npoleHTa Ha
npepcraBuTenuTe Ha He-BsiraTa paca e 6un 58%, a cpefHarta Bb3pacT 33 rogukn (oT
18 no 69 roa.).

MpoyuBaHeTo Al455-096 e O6uno 48-cepmuiv, paHpoMmuaupaHo, ABOWHO-CrsNo,
cpaBHsBalllo Zerit kancynu ¢ yagbmxeHo ocsoboxaaBane (100 mg BeAHBLX OHEBHO)
cbec Zerit ¢ HeszabaBHO ocBoboxpasaHe (40mgQ fABa nbTW [HEBHO), BCEKU B
xoMbuHauma ¢ lamivudine (150 mg geBa nvTh gHesHo) + efavirenz (600 mg ae,u,nmc
AHesHo), nipn 150 HernekyBakn naumeHTw cac cpefieH bpoit va CD4 285 knetku/mm?®
(Bapupawy ot 63 go 962 knetkw/mm’) n cpeaeH 6polt Ha nnasmeHute HIV-1 PHK
4.65 logqe konusi/iml (Bapupawy ot 2.3 pmo 5.9log 1 konus/ml) B Hauanoto Ha
neveHueTo. MauueHTTe ca 6unn npeguMHo Mbxe (75%) un ot Banara paca (70%),
KaTo cpepHarta BbapacT € 6una 34 roguHun (ot 20 go 69 rog.).

Ha Ttabnuuara ca npenctaBenw pesyntatute oTF Mfpoyysanusita  Al455-098 nu
Al455-096:
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IpoyuBane IIpouent TIpouent HIV PHK CD4
pauuents ¢ HIV | nammertn ¢ HIV | Cpepga Cpenna
PHK < 400 PHK <50 MpOMSHA OT EPOMAHA OT
xonus/ml xomua/ml H3XOHNHHTES H3XOOHHTE
OtroBop Ha OtroBop Ha CTOMHOCTH CTOHHOCTH
meuennero (%)° | meuermeto (%)* | (logp (KW mm’)

copies/ml)

AJ455-099 (48 cempuing)

Zerit xanicynu ¢ 78 54 -2.86 +202

YEBIDKEHO

oceoboxaaBane +

lamivudine + efavirenz (n

=392)

Zerit ne3abasHo 73 55 -2.83 +182

ocroboXxIaBaHe +

lamivudine + efavirenz (n

=391)

ATX455-096 (48 cemmuum)

Zerit xanicynu ¢ 70 4] -2.74 +232

YEBIEKEHO

oceoboxxHaBane +

lamivudine + efavirenz (n

=74)

Zerit vesabasHo 66 38 -2.64 ' +195

oceoboknaBane +

lamivudine + efavirenz (n

=76)

* [ponesrt namentu ¢ HIV PHK <400 ¢/ml wnn < 50 ¢/ml, HeoTroBapsuiy Ha HUTO eIHH KPHTepHI

34 HeycrieX Ha jieueHHETO, BKIIOUHTENHO HOSRaTa Ha HoBa cehp3aHa cke CITMH nuarnosa.

5.2 @apMaKoKUHETUYHU CBOMCTEA

Bt3pacThn

Abcopbuus: AbconoTHaTta bruoHanuuksoct € 86+18%. Crien MHOroKpaTHO nepoparnHo
npunoxexue Ha gosu 0.5-0.67 mg/kg, e yctaHoeeHa CTOWHOCT HA Cpax OT 8101175
ng/m). Cqax v AUC ce noeulUaBaT NponopLMoHanHo Ha A03uTe B CrefHUTe rpaHuLu:
nHTpaBeHosHo 0.0625-0.75 mg/kg v nepopanHo 0.033-4.0 mg/kg. EfHo npoy4yeare ¢
acUMNTOMAaTUYHM NaUnMeHTV NoKasea, Ye CUCTEMHaTa €KChosuuMs e cbluara, [oKarto
CTOMHOCTTA Ha Cmax € NO-HUCKa U Tmax © MO-BMCOKO Mp¥ nipunarane Ha stavudine Ha
flafgHo unK cnef craHjapTHa XpaHa ¢ BUCOKO MacrieHo cbabpxaHne. He e nssectHa
KNWHKWYHaTa CTOMHOCT Ha TOBa.

Pasnpedenenue: 06eM Ha pasnpepeneHne npy paBHOBECHO cbeTosiHME € 46 = 21 |. He
€ BL3MOXHO OTKpuBaHe Ha siavudine B uepebpocnuHanHaTa TEYHOCT Mpean Hail-
Mariko 2 yaca cfief, NEpopantoTo NpunoxeHne.

4 yaca crief npuioxenueTo croTHoileHneTto CSF/nnasma e 0.39 + 0.06. He ce
Habnioaaea sHauvTENHO HaTpyneaHe Ha stavudine nipy NpunoXxeHne Ha Bceku 6, 8 unn
12 vaca. ' I
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CabpssaneTo Ha stavudine ¢ nnasmeHnTe GenTblUl € HESHAYNTEHO, 38 KOHLEHTPaLMK
ot 0.01 go 11.4 yg/ml. Stavudine ce paanpefens no paBHO MeXay epUTPOLMTUTE K
nnasmara.

Memabonusbm: metabonusmsT Ha stavudine He e ripydeH npu xopa. [lpoyysanusTa
npy MaliMyHK nokassarT,.ue okono 50% ce oTOens B HEMpPOMEHEH BU/A C ypuHaTa, Kato
OCHOBHa 4acT OT OcTaTbhKa ce Xuaponuanpa 4o TUMWH 1 3axXap.

Omoeriare. BpemMeTo Ha nonyxueot e 1.3:0.2 yaca crnies eguHudHa fosa n 1.4:0.2
yaca cnej MHOrokpatH¥ J[OsW, Karo He 3aBucu OT gosarta. In vitro, stavudine
triphosphate nma BbTpekneThyeH nonyxusoT 3.5 yaca B CEM T-knetkn (dosetukmn T-
numdodbnacTona) v nepudepHN KPbBHU MOHOHYKIEapHU KNETKM, HPW 403N ABa MbTH
AHEBHO.

OBuwmst wimpbHe Ha stavudine e 594 + 164 mi/min, a peHanHuAT KAWMPLHC €
237 98 ml/min, koeTo BKMO4YBa aKTMBHa TyOynHa Ccekpeuns B JAONBLIHEHWE KbM
riomepyrnidata cuntpauus. Cren MHTPaABeHO3HO NpunoXenue 42+7% ot posata ce
oTZensa HenpomeHeHa B ypuHata. CbOTBETHUTE CTOMHOCTM Chef  nepoparHo
NPUNOXKEHNe Ha €QWHNWYHW U MHOTOKpaTHM [o3n  ca 34+5% u 40+12% ChOTBETHO.
Gerananute 60% OT NexapcTBOTO ce enyMUHNUPAT IMaBHO MO eHAOFEHEeH MbT. BpemeTo
Ha nony-enumnHupaHe Ha stavudine e okono 2 yaca. PapmMakokMHeTUKaTa Ha stavudine
He 3aBuUCM OT BpEeMeTo, Tbil KaTo oTHoweHueto mexiy AUC (ss) B paBHOBecHO
ckcTosime u  AUC  (0t) cneg nbpeata fosa e npubnusutenHo 1.
BwTpenHausngyantinte n MeXayuHanBuayarnHuTe pasnuuns BbB (hapMakoKuHeTniHuTe
XapakTepucTuky Ha stavudine nmpy nepopanHo NpuwioXkeHNe ¢a Maliki, CbOTBETHO OKOS10
15% v 25%.

Creunansu nonynauumn

fOHowu, deya u Kbpmavema: dapMakoKuHeTKaTa Ha stavudine nipu oHowm, geua un
KbpMadeTa e cpaBsHuma ¢ Tasun npy sbapactHnTe.KNnupeHCHT Ha stavudine e cBbpsaH ¢
TenecHarTa NOBBPXHOCT W TenecHoTo Terno. LlanocTHata ekcrnioauumns Ha stavudine e
CpaBHyMa MEXAY IOHOLWN, Aela ¥ KbpMadeTa , KOUTO nostyyasat gosa 2 mg/kg/ oeH n
Bb3pacTHy, komTo nonyyasat 1 mg/ka/ aeH = 14 guu. OvesudHusim nepoparneH KiUpbHC
e npubnusumento 14mil/min/kg 3a deya om 5 ceomuuu o 15 a208unu, 12mi/min/kg 3a
6ebema om 14 8o 28 OHu, u bml/min/kg 3a HosopodeHu 6 OeHs Ha paxdare. [Ia Oo
TPU vaca crnieq npunarade Ha gosata, CSF/nnaswa Ha stavudine Bapupa ot 16% no
125% (cpepHn croitHocTu 59% +35%).

bwbpeyno yspexOare: KIMPBHCLT Ha stavudine HamansBa ¢ MOHWXaBaHETO Ha
KpeaTUHWHOBYST KNUPBLHC. 3atoBa ce Npenopky4Ba KOPEKUMsi Ha [o3ata Ha Zerit npu
RaunMeHT ¢ HamaneHa ObbpeudHa dyHKkUMs (BwX T.4.2 [o3npoBKa U HauuH Ha
yrniotpeba).

YeprodpobHo yepexOaHe: hapmakokuHeTukata Ha stavudine npy nauueHtn c
YepHoapobHO yepexpaaHe e nopobHa Ha Tasum npwu nauwemme ¢ HOpMarnHa
yepHoApobHa dyHKLMS. -



5.3 TpenknuHnuky aaHHK 3a 6e3onacHoCT

HaHunuTe npy XMBOTHW MOKa3BaT emOBpuo- U (ETOTOKCUMHOCT CRef fpunarade Ha
MHOIo BMCOKK [03W. Stavudine e nokasan reHOTOKCUHHOCT Npu in Vvilro Tectose ¢
YOBELUKM NUMpoUmTH, NposiBSBaikn Tpudrocthopunupattia akTueHOCT (fpk KOETO He €
ycTaHoBeHO HUBO 6e3 edhekT), npu gubpobnactu ot MULLKM, 1 NpW eauH in Vivo TecT
3a xpomozomHwW abepauuwu. lMogolHn edextv ca HabmwogaeBaHW W npu  OPYrn
HYKNEOo3naHW aHanosn.

Stavudine e KaHUeporeHeH npy MULLKM  (YepHOApPODHKM TymMopWu) U [IbXOBE
(4epHoOppoOHM  TYmMOpHU: XonaHruouerynapeH, XerniaTouenynapeH, cMmeceH
XenatoxonaHruouenynapeH Wunu BackynapeH; Kakro ¥ KapuuHOM Ha MUKOMHWS
MEXYp) Npy MHOIO BUCOKM [i03M Ha ekcriosvumst. He e HabrniofaeaHa KaHLeporeHHocT
npu gosu ot 400 ma/kg/day npu mukn v 600 mg/kg/day npu nriexoBe, OTroBapsLLo
CbOTBETHO Ha A03M ~ 39 1 168 NbTN Hag npunaraHuTe Mpy YOBeKa, KOETo fnpeprnonara
He3HauuTesneH KaHueporeHeH rnoteHuman Ha stavudine npy KNMMHKWYHOTO NevYeHne.

6. SAPMALEBTUYHW OAHHU

6.1 CrMcEK H& NOMOHIHMTE BELECTBA
Cwcmae Ha Karicyfama:.

Lactose

Magnesium stearate

Microcrystalline cellulose

Saodium starch glycolate

Cwemas Ha KancynHama obeueka:
Gelatin

Iron oxide colorant (E172)

Silicon dioxide

Sodium laurilsulphate

Titanium dioxide (E171)

Bbpxy kancynarta uMa Hagiuc, 3a KOWTO € W3INoNA3BaHo CUHLO MacTuilo, CbAbPXaLL0:
Shellac

Propylene glycol

Purified water

Potassium Hydroxide

Iron Oxide (E172)

6.2 OUINKO-XMMHUUYHW HECEBMECTUMOCTH
Hama gaxyn.

6.3 CpoK Ha rogHOCT
2 roguHn.

6.4 CrieunanHsv yCriOEWUS H& CbXpaHeHne
Ha ce cbxpaHsBsa npu Temneparypa nog 30°C. e



Ia ce cbxpaHsBa B OpuIMHanHaTa OrakoBKa.
6.5 [aHnu 3a OnNakoBKaTa

Bbrivctep aclar/aluminium ¢ 14 TBbpaK Kancynu B eauH dnuctep n 4 bnucrepa
(56 TBBPAM Kancyrnv) B egHa KapToHEHA ONakoBKa.

6.6 [liperioptKu fipu yrioTpeda
Hama crieumarnHu nsncKksaHns.

7. VIME W ALQPEC HA NMPUTEXATENS HA PASPELUEHUMETO 3A YINOTPEBA
Bristol-Myers Squibb Co.
345 Park Avenue, New York, NY / USA

8. PEMMCTPAUMOHEH Ne B PETUCTBPA MO YJl. 28 3JIAXM

9. BATA HA NMBbPBO PA3PELUABAHE 3A YINOTPEBA HA NEKAPCTBEHWA
NMPOLOYKT (MOBHOBABAHE HA PA3PELUEHUETO)

10. HOATA HA (MACTWUYHA) AKTYAJIU3ALIMA HA TEKCTA
2005 1.
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