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TIDBAGKEHHE Kbbl
KPATKA XAPAKTEPUCTUKA HA TIPOOYKTA paspewente saynompeball y 14 60 19 08 Ry
{
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i. TbPrOBCKO MME HA JHEKAPCTBEHUA NMPOLOYKT
Zerit 40 mg TBLpAN Kancynu
2. KOJINHECTBEH W KAYECTBEH CbCTAB

Besika TBbpAa Kancyna ceabpxa 40 mg stavudine.
3a noMowHnTe BelllecTsa BXK T.6.1.

3. HNEKAPCTBEHA ®OPMA

Tebpan Kancynm

TebpauTe Kancynu ca TbMHO OpPaHXeBW, HEMpo3payHi, KaTto Ha egHara nonoBuHa uMa
Hagnuc BMS Hap kopa "1967", a Ha gpyrata "40".

4.  KIMHWYHN BAHHA

41 TiokazaHus

Zerit e noxkasak 3a neyeHve Ha KHghexktupann ¢ HIV nauueHT B komBuHauvsa ¢ apyrm

aHTUPETPOBMPYCHK NIEKapCTBEHM NPOLYKTA.

4.2 [o34poOBKa U Ha4MH Ha ynoTtpebda
MepopanHo npunoXeHue.

lNeyenneTo TpsibBa oa 3anouvHe NOL PHKOBOACTBOTO HA riekap, UMall onuT B NEYEHUEeTO Ha
HIV nHdekumsiTa.

BbspacmHu nayuedmu. npenopeYnTENha o3a:

Terno Ha | HJoaa Ha Zerit

nauueHTa '

<60 kg 30 mg gBa nbTi gHEBHO (Ha 12 yaca)
= 60 kg 40 mg gBa NbTH AHEBHO

HOnowum, neua n KbpMmaueTa Hag 3 mMeceyHa Bb3pacT: npenopbYnTenHa nosa



Terno Ha | Hosa Ha Zerit

nauveHTa

<30 kg 1 mg/kg ABa MbTW AHEBHO (Ha 12 Yaca)
= 30 kg Jo3upoBka 3a Bb3pacTHu

3a ontmmanHa abcopCuws, Zerit TpsbBa ga ce npuema 6e3 xpaHa (T.e. Hal-manko 1 4ac
fipenyn XpaHeHe), HO aKo TOBa He € Bb3MOXHO, MOXE fia ce npuema ¢ fieka xpaHa.

Zerit moxe Aga ce npMeMa M Kato Ce OTBOPUM BHUMAETENTHO KarcynaTta U CbAbpXaHUeTo ce
CMECH G XpaHa.

Kppmadema nod 3 meceuHa eb3pacm. BWK KpaTka xapaktepucTtuka Ha Zerit npax 3a
nepopareH pasTeop.

fTayuenmu e HanpelOHana en3pacm: Zerit He e nNpoy4BaH cneuuandHo Npu nauveHTn Hag 65
rofuLiHa BL3PAcT.

lIpomsiHa Ha do3ama

llepugpepHa Hesporamus: TPy MosiBa Ha CUMNTOMWM Ha nepudepHa HesponaTus
(xapaxTepuaupatiia ce 0BMKHOBEHO C MepcucTupalia CKOBaHOCT, U3TPwMNBaHe unn Gorka B
cTbnanaTta uiunu pbuete) (BUX T. 4.4 Crieunandu npegynpexgaennsa 1 cneumantn npegnastn
Mepku npu yrotpeda), Tpsabea ga ce obMmuchyM nNpemMuHaBaHETO Ha NauueHTa KbM Apyr
anTepHaTUBEH peXum Ha fedeHue. AKO ToBa He € MOOXOASALO WKW aKko Cfief, BPEMEHHO
npekpaTsiBaHe npuema Ha Zerit CcMMNTOMUTE NMPEMUHAT B 3HaYWUTENHA CTeMeH, TO NeYeHneTo
cbe Zerit moxe na 6bae BL3cTaHOBEHO, KaTto ce npunara 50% o7 npeguiiHaTta fosa.

HeprodpobHo yepexdaHe: He e HeoDXoANMO NPoOMsAHa Ha fosarta.

GrbpeyHo yspexdaHe: NpenopbYBa Ce cleaHaTa npoMsiHa Ha aosarta:

[loza na Zerit
(B 32BMCUMOCT OT KpEaTUHUHOBUS KIMPBHC)
Terno Ha 26-50 ml/min < 25 ml/min
naumeHTa (BKFOYMTENHO NAUUEHTU Ha
onannsa®)

<60 kg 15mg 15 mg Bcexu 24 vaca

OBa IbTU AHEBHO
= 60 kg 20 mg 20 mg Bceku 24 yaca

ABa NbTu AHEBHO

* [laumeHTnTe Ha xemopuanusa TpaGea ga npuemat  Zerit cnep rnpuknioyBaHe Ha
XemoauanusHata npouezypa v no cblUIoTO Bpeme B AHUTE Des xemoguanvaa.

Twil kamo npu Geua stavudine ce omdesnsi OCHOBHO 8 ypuHama, KIUpLHCbM Ha stavudine
MoXxe 0a ce npomeHu npu deua ¢ bubpeyHo yepexOare. Makap, Yye Hsama OocmanibyHO
danru, 3a 0a ce nperopbyYa KOHKPErnHa fpoMsHa Ha Go3ama Zerif npu masu ronynayus

ot



rrayueHdmu, moxe 0a ce obMUCU HamaneHue Ha 6o3ama u/unu ysefiuyasaHe Ha UHmepsana
Mexdy dosume, NPONOPUUOHANHO Ha HamaleHUemo 3a 6b3pacmHu.

4.3 TipoTuBONOKazaHusA
CBpbX4yBCTBATENHOCT KbM  stavudine uMnu KoM HAKoe OT noMollHuTe BelyecTBa (BUXK T. 6.1
CrincbK Ha NOMOLLHUTE BELLECTBA).

4.4 CreuuanHy npepynpeXaeHns U crielManHy npeanaszHu MepKu npu ynotpeda
MepugpepHa Hesponamus: NALUMEHTUTE ¢ AaHHM 33 nepudepHa HeBPONaTust ca C MOBULLEH
puck 3a paseBuTMe Ha Hesponatug. Ako Zerit Tpabsa fa ce npunara B TO3W cnyyai, €
HeabxogMmO BHUMAaTENHO KRVHWYHO nfpocnegssaHe. CumnTomute Ha nepudepHaTa
HEBpOMNaTUs CE XapakTepuavpar ¢ nepcucTupalla CKOBaHOCT, M3TPbIHanocT unu bornka B
cTbrnanara wunm pbLeTe.

TMaukpeamum: npubnuanTtenHo 5% oT nauueHTuTe Ha neyeHne cbe Zerit, ¢ npekapaH
No-paHo NaHKPeaTUT, pasBuBaT 3abonsaBaHeTo, B CpaBHeHue ¢ npubnunantento 2%

3aboneny naumeHTi, KOMTO He ¢a npekapalin NaHKpeaTnT.

MauveHTuTe ¢ NoBULLEH PUCK OT NaHKpeaTwuT vUnKn Tesu, npuemailly nexKapcTea, 3a KOUTO ce
3Hae, Ye ca CBbp3ahHi C NosaBaTa Ha NaHKpeaTnT, TpHGBa BHUMAaTEMHO Oa ce npocrnenqasat 3a
CUMMTOMWTE Ha TOBa ChCTOAHNE.

Jlakmamna ayudosza: npw ynotpebara Ha HykneosvugHu wuHxubutopyw Ha obpaTHata
TpaHckpuritaza (NRTI) e poknagpaHa, naktaTtHa aumposa, OOUKHOBEHO CBbp3aHa C
Xenatomeranns W JYepHoppobHa cTeatosa. PaHhHuTe cumMnTomn (cumnTomaTnyHa
Xunepnakratemys) BKIMIOYBAT FEKW CUMNTOMW OT CTpaHa Ha XpaHocMunartenHata cucrema
(rageHe, nospbliaHe W KopeMHu BGorku), He-cneumduryHo HepasnonoxeHwe, 3aryba Ha
aneTuta, saryba Ha Terno, pectmpaTopHu cumnToMu (ydecteHo u/unu SbRoKo Aullaxe) Unn
HEBPORNOTM4HY CUMMTOMM  (BKIIOUMTENHO MOTOpHA cnabocT). JlakratHata auwfosa BoAn A0
BUCOKa CMBPTHOCT M MOXe Aa Obhe CBLp3aHa ¢ NaHKpeaTuT, YepHoOpobHO yBpexnare,
OBBpeuHo yBpexgaHe UNnu MOTopHa hapanuaa.

NakratHaTta aunaosa obMKHOBEHO ce NosiBsiBa criefy HAKOMKO Mecela neveHne.

NeyenneTo ¢ HyKneosugHu MHXUBUTOpM Ha obpathata TpanckpunTtasa (NRTI) TpsGea Aa
ObAe MNpeycTaHoBEHO B  chAyYyaW HE  cCUMMTOMaTtuuHa  Xunepnakraremus  unu
meTaBonuTHa/naKTaTHa aunposa, NPOrpecMBHa Xxenatomeranus unu ObP30 noBuLIeHWE
HuBaTa Ha amuHoTpaHcdepasuTe. HeobxoaMmo € NoBMLLIEHO BHMMaHWE Npy NpunaraHeTo Ha
HyKneosuaHn uHXuBUTOpKU Ha ofpatHaTa TPAHCKpUINTasa npu BCUYKWM naumeHTy  (ocoBeHo
WEHWU CbC 3ATNBCTABAHE) C XenaToMeranus, XenaTtut unu Apyry M3BEeCTHU PUCKOBUK hakTopu
3a uepHofpobHO 3abonsBaHe U YepHoapobHa cTeaTosa (BKITIYMTENHO HSIKOM NekapcTea U
arnkoxor). MaumenTute, mHdekTMpadn v ¢ Bupyca Ha Xematut C U nexyBaHu ¢ anda-
MHTepdepoH u ribavirin, npegcraBnseaTt 0cobeH puck.

MaupneHTMTE € MOBULLEH PUCK TpsiGBa CTPUKTHO Aa ce npocneasieaT (Bux cblyo 7. 4.6
BpemeHHOCT 1 KbpMeHE).

Xenamum: XenaTuT nin YepHoapobHO YBpeXHaHe, B HAKOWU criydan gatanto, ca GoKnaasaHu.




besoniacrocmima U egukacHocmma Ha Zerit He e ycmaHoseHa ripu nayuenmu Chbe
sHayumenHa YepHoopobra ducgyrkyus. lpu nayueHmu ¢ xpoHuden xenamum B unu C
nodnoxeru Ha KoMburUpaHa aHmupemposupycHa meparius, culiecmeayea Ho-20/15iM pUCK Om
mexXKu U Oaxe chamarHu HexenaHu JiekapcmeeHu peakyuu. B ciydail Ha cbhibiicmeaua
anmusupycHa mepanusi 3a xenamum B unu C, mpsabea 0a ce obbpHe eHUMaHUe Ha
chomeemHama uHghopMayus 3a mesu jiekapcmeeru npodykmu.

lMayuenmu cbc cbulecmsysalja 4YepHoOpobHa OUCYHKUUA, & m.Y. XPOHUYEeH aKImueeH
xenamum, roKaseam [0-4ecmo Hapywerus Ha 4YepHodpobrama (PyHKUUSI 10 speme Ha
KOMBUHUpaHa aHmupemposupycHa mepanus U ChemosHuemo uM mpsibsa Oa ce crnedu 8
ceomeemecmeue ¢ obuvaliHama npakmuka. Ako uma JdaHHU 3a efloWasaHe Ha
yepHodpobHomo 3abonseane npu makuea nauyueHmu, Heobxodumo e obmuchaHe Ha
8B3MOXHOCITIMAE 38 IPEeKbCeaHe Unu criupane Ha jiedeHuemo .

Knusuyro 3xaqyumMo riosuuiasaHe Husama Ha YepHoOpobrume mparcamunasu (ALT/AST, > 5
memu Had eopHama 2paHuya Ha Hopmama, ULN): Heobxopumo e obmucrngHe Ha
Bb3MOXHOCTTA 33 CripaHe Ha hevyeHMeTo ¢be Zerit unu opyru noTeHUManHo XenaToToKCUYHN
nekapcTea, B cry4ail Ha Obp30 noBulLiaBaHe HMBaTa Ha TpaHcaMuHasuTe.

CurdpoM Ha _umyHHama peakmusauusi:  [lpu nayueHmu c¢ HIV, nokasanu mexbK
umyHodepuuum npu 3aroyeare Ha KombuHupaHa anmupemposupycHa mepanus (CART) ,
MOXe 0a @b3HUKHae ew3fnianumeiiHa peakuus CrpsMo acumrmoMamuygru Uil ocmambyHu
ONOPMIOHUCMUYHY TamozeHu, kosmo Oa fpu4uHU CepuosHU KIUHUYHU CbCMOSTHUS UfiU
anowasare Ha cumnmomume. TunuyHo, makuea peaxkuyuu ca HabnrdaeaHu rpes3 mepsume
HAKOMKO cedmMuuu unu Meceyu cred eweexdaHe Ha CART. [llpumepu 3a mosa ca
cytomegalovirus retinus, zeHepanuaupaHu u/unu gOoKycupaku mMukobakmepuanHu UxHghexuyuu,
Kakmo u Pneumocystis carinii pneumonia. [llosisama Ha cuMnmoMu Ha 8b3lNajumenHda
peakyusi mpsbea O0a ce nodnaza Ha oueHka U npu Heobxodumocm Oa Oa ce n[punoXxu
JfieyeHue.

Jiunoducmpodbusi U MemaGosnumHy HapyweHUs1: KOMbrHUpaHaTa aHTUPETPoBUpYyCHa Tepanunsa
ce cBbp3Ba C NpepasnpefeneHneTo Ha TerecHata MacTHa ThkaH (nunoguctpodms) npu
naunentn ¢ HIV. ObnrocpoyHute nocrnefuuy OT Te3n CbOWTUS 33 cera He Cca U3BECTHU.
Mo3danuaTa 3a MexaHuama ca HembiiHu, ChLUECTBYBaAT MPennonoXeHns OTHOCHO Bpb3KaTta
MeXOy BMUCLEpanHata nuroMarosa W npoTeasHute UHxubutopu, u nunoaptpodwmaTa
HYKNneosngHsutTe KHXMOuTOpU Ha obpatHata Tpadckpuntasa (NRTI). [Ho-BUCOKMAT puck oT
MNoancTpothua ce CBbP3Ba C MHAMBUAYanNHW (pakTopyu KaTo HanpepHana Bb3pact, U C
(hakTopw, KOMTO UMaT OTHOLEHUE KbM SlekapcTBaTta KaTto Hamnp. €BHO NO-MPOgbINKUTENTHO
aHTUPETPOBUPYCHO fledeHne U CBbpaaHuTe ¢ ToBa MeTabonutHu Hapywenns. KnunniHute
uscneneanns TpabBa Aa BKMIOMBaT OUEHKa Ha (M3NYECKUTE NpusHaLlu Ha npepasnpegensHe
Ha macTHarta TokaH. Tpsibea fla ce obbpHe BHUMaHUE Ha KM3MEPBAHETO Ha [najgHo Ha
CEpYMHWTE NUNMAK 1 KpbBHATA Frilokosa. JiunugHuTe Hapylwexns TpsidBa fa ce TpeTupar no
KMMHUYecKn nogxods nbT (4.8 Hexxenann nekapcTeeHy peakumu).

Mayuenmu 6 HanpelHana enb3pacm. Zerit He e cneuvanHo npoydyeaH fpu nauuenTn > 65
rofMiuHa Bb3pacT. R



Kepmadema nod 3 meceyHa ew3pacm: Coujecmeysam OaHHU Om KITUHUYHU [Ipoy4deaHusi 3a
beszoniacHocm 3a nedverue 00 6 cedmMuyHo siedeHue Ha 179 HoeopoleHu U Kppmavema < 3
meceuna eb3pacm (e m.4.8)

Heobxooumo e 0a ce 0bbpHe 0cobeHo sHUMaHUe Ha NPeCULIHO arMUPemposUPYCHO neYyeHue
u npochuna Ka pesucmexmHocm Ha HIV wama na malikama.

MumoxorOpuanHa ducghyHryus: Coulecmeyeam O0anHu in vitro u in vivo, ye Hykneosudume u
HYKIe0o3udHUme aHanos3u npudvuHseam & pasfudna CImerieH MUIMOXOHOPUaNHo yepexoaHe.
Uma cwobujerust 3a MumoxoHOpuanHa JucyHkyusi nipu HIV-ompuyamerinu Kepmadyema,
usnioxeru in utero u/unu crned pax0aHe Ha HYKIEO3UOHU aHailo3u (8w cbulo m.4.8).
lmasHuUmMe HeXenaHu peakuyuu, 3a Koumo ce cbobujasa, ca XeMamofio2UYHU HapyuweHus
(aHemusi, HeymporeHUs), MemadonumHU CMyWerUs (xunepiakmamemusi, Xunepiuriacemusi).
Tesu uHyudeHmU Yecmo NMbmu ca NpexodHu. Crobluasa ce U 3a HAKOU KbCHO Hacmbnsaliu
HEe8pOJI02UYHU HapywieHUs1 (XUNepmoRUs, KOH8YcuU, aHopManrno nosedeHue). 3a ceza He e
U3BECITIHO Oarnu HesposiozuyRume HapylweHusi ca npexodHu unu rnocmosHHU. Besiko deme,
U3MoXeHo in utero Ha HyKreo3udu U HyKkIieosudHu aHanosu, éaxe u HIV-ompuyamenHu deuya,
mpsbea 0a ce npocnedssam KIUHUYECKU U nabopamopHo U mpsbea HalibiiHo da ce
uacriedeam 3a 6b3MOXHa MUMOXOHOpuariHa GCUCQYHKUUS 8 ciiydall Ha cbomeemHurme
npusHayy uny cummmomuy. Tesu 0aHHU He enusisim ebpXy HayuoHasHume fipernopsku da ce
u3sfiofisea aHmupemposupycHa meparnus rnpu OpemeHHU Xeru, 3a Oa ce npedomepamu
gepmuxansomo npedasare Ha HIV.

JlakmoaHa HernoHoCUMOCT, TRLPANTE Kancynu cbabpaTt nakrosa (240 mg). MNauuentuTe ©
pedKUuTe criydan Ha HacnefCcTBeHa [anakio3Ha HEMOHOCUMMOCT, NaKTasHa HeROoCTaTBUMHOCT
MK roKo30-TanakrosHa manabcopduus, He TpsibBa fa npueMaT ToBa feKapcTBo.

4.5 JlexkapcTBEHM M LAPYrH B3aMMOACUCTBUS

Tl kato stavudine akTuBHO ce cekpetupa npe3 6bbpeunuTe TYOYNNU, € BBL3MOXKHO
B3aUMMOZENCTBYE C APy akTUBHO CEKpeTupaluy ce nekapcersa, Hanpumep ¢ trimethoprim. He
ca HabnogaBaHy KNMHWYHO 3HaYMMu (hapmakoKMHeTUYHY B3auMoaelicTens ¢ lamivudine.

Zidovudine u stavudine ce cocthopunvpaTt ¢ NoMoOLUTa Ha KNETbYEH SH3UM (TUMUAWHKMHE3E),
Konto dhocchopunupa ¢ npeaumctee  zidovudine, KoeTo foHwxaea docdhopunupaHeTo Ha
stavudine po Herorata aktuBHa Tpuchocdatha copma. ETo 3ailo He ce npenopbysa
€[AHOBpEeMEeHHOTO npunaradHe Ha zidovudine cbe stavudine.

In vifro npoyyBavvsiTa MOKa3BaT, Y€ akimeBuMpaHeTo Ha stavudine ce uHxmbupa cbLIO OT
doxorubicin v ribavirin, HO He 1 OT Apyru nekapcTea, wanonssanu ripu HIV unHdekuus, kouto
cblto ce docdopunupar, Hanpumep didanosine, zalcitabine, ganciclovir u foscarnet.
Bnusnneto Ha stavudine BbpXy KMHETMKaTa Ha docdonvpupane Ha Apyrn HYKNeo3sniHu
aHarnosu, oceeH zidovudine He € ripoy4yBaHo.

He ca nabmodasaru KIUHUYHO 3Hadumt esaumodeticmeus Ha stavudine unu stavudine rmroc
didanosine c nelfinavir.



Stavudine He uHxubupa rnasHute usocopmu Ha cytochrome P450 - CYP1A2, CYP2CS,
CYP2C19, CYP2D6, n CYP3A4; eto 3allo He ce Oo4vYakBaT KIMHWMHO 3Ha4YuMK
B3aUMOAEHCTBIA C NEKapcTBTa, MeTabonuanpatliy ce ¢ NOMOLUTa Ha TE3M EH3UMU.

Twui karo stavudine He ce cBbpsBa ¢ DenTbUMTe, He CE€ oOYakBa BfUsSHKWE BbPXY
thapMaKOKMHETUKaTa Ha CBbp3ahuTe C NPOTENHUTE JieKkapcTBa.

Hsma oduuymarnim npoyuyBaHns OTHOCHO B3auMoAeincTBueTo Ha Zerit ¢ Apyru nexapciea.
4.6 BbpeMeBHOCT U KbEPMEHE

HsMma CbOTBETHW KOHTPONUMPaHW KIMHWYHK MPOYYBaHWst npu OpemeHHW >XEHWU, HO UuMma
cbobleHns 32 BpogeHy aHomanuu v aboptu npu ynotpebaTta Ha stavudine.

B npoyuysaHe Al455-094 nposedeHo e FOxHa Adbpuka, 362 dsolku mallku ¢ KbpMayema ca
bunu eknOYeHU 6 npOouUTaKMUYHO usfumeaHe 3a fpedasaHe Ha 3abonseaHemo om
Mmailkama Ha 0ememo. Henekysarnu OpemeHHU XeHU ca SKITIOYEeHU 8 IPoyYsanemo Koaamo ca
bunu 6 zecmayuoHHa cedmuya 34-36 u ca nonyyYaeanu aHmupPemposuUpPycHO fiedeHue 00
pax0OaHemo. ABmupemposupycHa npodhunakmuka — cbljume fexkapcmsea Kamo [fipu
maiikama — e fnpunazaHa Ha HosopodeHu 36 yaca cried paxdaHe U e NPodLILKUNo 6 cedmMuyu.
HosopodeHume ca nexysanu 6 cedomuuyu ¢ 1mg/kg stavudine BID. [pocnedsisanemo e
npodsmxuno 6o 24-meceyHa ebapacm.

Heolikume malika-0eme ca bunu pandomusupaHu, 3a 0da nonydyaeam stavudine (N=891),
didanosine (N=94), stavudine + didanosine (N=88) urnu zidovudine (N=89).

95% onpedeneHa eeposMHOCM 3a Yecmomama Ha fipedasaHe Ha sabosisisanemo om maliika
Ha Oeme: 5.4-19.3% (stavudine), 5.2-18.7% (didanosine), 1.3-11.2% (stavudine + didanosine),
u 1.9-12.6% 3a zidovudine.

Mpedsapumentume OaHHu 3a 6GesonacHocm om moea fpoydysaHe (8wx cblio 1m.4.8)
fokaseam nosulieHa OemcKka CMBPMHOCM & 2apyrama Ha JfiedeHue cbc stavudine +
didanosine (10%) 8 cpasHeHue ¢ me3u Ha stavudine (2%), didanosine (3%) unu
zidovudine(6%), kamo ce ombernn3ea o-eUCOK MPOUEHM Ha MbPIMeopoldeHu & epyrnama Ha
stavudine + didanosine. B mosa nipoyyeaHe He ca cvbupaHu GadHU 3a MiieqHa KuceliuHa e
cepym.

JlaktatHa aumgosa (Bux T. 4.4 CneunanHu nPOTUBONOKA3aHMA U  crieluanHn
npenynpexaerust 3a ynotpeba), noHsikora datanHa, € HabniopasaHa npu SpeMeHHK XKeHN,
npueMany kombunaumsta didanosine u stavudine, ¢ wnu Oes Apyro aHTMPETPOBUMPYCHO
rneyenve. Embpuo u ¢hemo mokcuyHocmu ca HabmoldasaHu caMo Mpu eucoKa cmereH Ha
eKcrio3uuusi npu xueomiu. TIpeGKIUHUYHU [poyYsaHUsi oKa3sam rpeMuHasaHemo Ha
stavudine nipes miraueHmama (6wx m. 5.3) Lo nonyyasaremo Ha CombfHUMETHU OaHkU,
Zerit mpsibea Oa ce npunaza npu 6peMeHHU XeHU, caMo ciied gHuMamesina rpeyerka . Hama
docmambyHO uHgbopmauus, 3a Oa ce nperiopwyea Zerit 3a npeseruUuUs Ha npedaaaHe Ha HIV
om Mmaiikama Ha dememo. OceeH moea, Komburnayusima stavudine + didanosine mpsibea da
ce npunaza npednasnueo no epeme Ha OpemeHHocm U Ce [periopnysa Camo aKko
ebaMOKHama rofaa e r1o-20/isiMa o 8b3MOXHUST PUCK.

b



[penopbysa ce xeHute ¢ HIV nHpekumns ga He KepMAT Npy Hukaken oDCTOATENCTBa, C ornes
npeanaseade npemuHasaHeTo Ha HIV y kbpmaveTo.

CoillecTBYBalMTE [AHHW, OTHOCHO OTAENsiHETO Ha  stavudine B YOBELWIKOTO MANKO ca
HeAoCTaTLYHM 3a OUEHKa Ha pucka 3a KbpmaveTo. [lpoyusaHmnaTa npu KbpMeELUW MMITbXoBe
nokassaT, 4e stavudine ce otmens B kbpmata. ETo sawlo, maikute Tpsbesa pga Owvgart
npeaynpefeHu Aa crpar KbpMeHeTo, npeav npuema Ha Zerit.

4.7 EdeKkTn BbpXy cnocobHocTTa 2a wodupake u padbora ¢ Malliukn
Bb3 ocHosa Ha thapmakodusamudyHume ceolicmea Ha stavudine, Hama seposimuocm Zerit Oa
esusie 8bPXy criocobHocmma 3a wodgupare u paboma ¢ MaluUHU.

4.8 HexernaHu nekapcTBeHU peakLum

Bw3pacmsu: cbllectByBa Gorar onut, OotHocHO npodwuna Ha OesonacHocT Ha Zerit ¢
nesabGaBHo ocsobOXaaBaHe, noa dropmara Ha MOHoTepanusi U B koMbuHaumm. Muoro ot
TEXKUTE HEXeNnaHu nekapcTBeHn peakuwy npu stavudine ca B pesyntat Ha HIV uHdekuusTa
UMK Ca HEeXernaHW peakuvy Ha cbibTCTBaliMTe neueHusi. besonacHocTra Ha Zerit TBBpAN
Karncynu ¢ yObiDkeHo ocBoboXxpgaBaHe € cpaBHeHa € Tasu Ha  Zerit ¢ HeszabasHo
ocsBoboXaaBaHe, BCeKn B KombuHauuws ¢ efavirenz u  lamivudine, B ABe paHgomusupaHu,
[ABOHO-CREny KNMWHWYKEY npoyysaHus. [podmnsT Ha 6e30MacHOCT Ha KancynuTe ¢ YObImKEHO
oceoboxasaHe He Cce OoTnudaBa CbLEeCTBeHO OT To3u Ha dopmarta ¢ HesabasHO
oceoboxnapaHe.

MNepuchepra Hesporiamus; B OBE KNMWHWMHW NpoyuBaHusi cpasHsBawyn Zerit ¢ HesaGasHo
oceoBoxaaBaHe u Zerit ¢ yabmKkeHo ocBoboXaaBaHe, YyecToTaTta Ha nosiBa Ha CUMNTOMWTE Ha
nepudepHa Hepponatusi € Guna 19% (6% sa ymepeHa Bo Texka) 3a Zerit ¢ HesabasHO
ocBoboXaaBaHe, KaTto YecToTara Ha NpeKbCBaHe Ha NeyeHueTo nopaay Hesponatus € buna
2%. [oso-zaBucuma MepudepHa HeBponaThsd, W3UCKBalla M[poMsHa Ha jJosata e
HabrilogaBaHa npu npoyyBaHe cbe Zerit ¢ He3abaBHO ocBoboxpaeaHe, Mpunaral KaTto
MoHOTepanus. (BIK T. 4.2 [O3UPOBKO M HauuH Ha ynotpeba). ObukHoBeHO ce Habnopasa
n3dyessaHe Ha CUMINTOMUTE chef pedyLupaHe Ha [o3aTa Unu npekpaTsisaHe Ha neveHneTo.

Maukpeamum: VYiMa RaHHW 3a naHKpeaTut, pagko dartanen, npu 2-3% OT nauveHTuTe Ha
MOHOTepanusl B KMMHWYHY nipoyyBakusi, MankpeatT e foknageaH npu < 1% oT nauueHTUTE
npy npoy4eaHus, cpaBHsiBaLUm Zerit kancynv ¢ yabmxeHo ocsoboxaasaHe 1 Zerit ¢ HesabaBHo
oceoboxnaeaHe.

Takmamua ayudo3sa; cnyyaun ¢ NakTaTHa aumzosa, noHsikora dartanyn, 0OUKHOBEHO CBBP3aHu
C Texxa xernatomeranus M 4epHogpobHa cTearosa, ca cbobillapaHw npu ynoTpebara Ha
HYKMeo3auaHn aHanosn Bk T. 4.4 CreuywanHy npoOTUBONOKa3aHUs U cneLuantn
npenynpexaenus npy ynotpebda).

Xenatnt wnu yepHoppoGHO yBpexnaHe, MoHsKora artandHo, ca HabmopasaHu npu

yriotpebata Ha stavudine u Ha ppyrm HykneosupHu aHanosy (X T. 4.4 Creuuantu
NpOTUBCNOKA3aHWS 1 CeLunanHn npeaynpexaeHns npu ynotpeda).



Curbpom Ha umyHHama peakmusauus: [lpu nayuenrmu c¢ HIV, nokasanu meXbK
umyHodeduyum npu 3anoysaHe Ha KombuHupaHa aHmupemposupycHa mepanusi (CART) ,
Moxe 8a 6L3HUKHAE 8B3NANUMEeNHa PeaKuus CHPAMO aCUMITIMOMEMUYHY WL 0CmanmbyYHU
OFIOPIMIKUCMUYHU UHGbeKyuU (8L m.4.4)

Jlunoducmpodbus u memabonumHu Hapylwerus, kKomBuHnpaHaTa aHTUPeTPOBUPYCHa Tepanuna
ce CBbp3Ba C NpepasnpenensHe HA MacTHaTa TekaH (nunoaucTpodus) npu nauueHtn ¢ HIV ,
BKMIOUUTENHO 3aryBa Ha nepudiepHa 1 NvueBa NOAKOoXHa MacTHa ThKaH, yeenuyasane obema
Ha BbTPEKOPEMHaTa M BUCLiepanHa macTHa TbkKaH, XunepTpodus Ha MneuyHaTa »resa v
HaTpynBaHe Ha AoP30-LepBuKarntHa MacTHa TekaH (6nsoHcka rbpbula).

KomOuHMpaHaTa aHTMPEeTPOBUPYCHA Tepanusi ce cBbp3Ba ¢ MeTaboNNTHU HapyLueHusi KaTo
Hanp. XWNepTPUrNuLEPUaeMUsi, XUnepxoriecTeponemusi, Pe3WCTEeHTHOCT KbM  WHCYIMH,
Xuneprivkemust 1 xunepnakratemus (4.4. Cneuvansn npegynpexpgeHus W  crieduanHn
npepnasHu Mepku npy ynorpeba).

YectoTaTta Ha ponynsbpoenute HEKENaHu TEeKapCTBEHN PeaKLMi Ce ONpegers KakTo chefpa:
mHoro vecto (= 1/10); vecto (= 1/100, < 1/10); He vecto (= 1/1,000, < 1/100); psgoko (=
1/10,000, < 1/1,000); mHoro psgko (< 1/10,000).

Hexenann nexkapcTBeHW peakuum (ymeperu BO TexXkW) ca cboblieHu npu 467 nauweHTa,
riekyBaHu ¢ Zerit TBbpAN Kancynu ¢ HeaabaBHO ocBoboXaaBaHe B komGuHaums ¢ lamivudine
n efavirenz B gBe paHgoMM3aupaHU KNWHWYMHWA MPoOYyuBaHWs 1 ABITOCPOYHO NpocriensBaHe
(o6ulo npocnensBaxe: cpepgHo 56 cegmuuiv, Bapupawo fo 119 cegmuuy).

YcTaHoBEHN Ca CliegHUTe HeXernahu peakluy, CHETEHW OT UBCNeNOoBaTeNMTe Karo BepoATHO
CBBLP3aHN C U3CNEABAHOTO NEYEHUE:



EHOOKpUHHN HapyLUeHNs: He vecT: ruHekomacTus
CromaluHo-\pesHn Hapyliehuss  Yectu: guapus, rageHe, kopemHa Bosika , gucnencus
He uectu: naHkpeatT, noepbliaHe

Obuwn HapyLienns 1 tHUMAEHTU H YecT: ymopa
MACTOTO Ha MPUNoXeHNETO: He uecTu: acteHus

XenaTo-6unuaphu HapytlleHnst  He YyecTu: Xenatut unu XbrTesnua

Hapywenusa Ha YecTu; nunoguncrpodus
mMeTabonnsma n xpaHeHeTo: He uectu: naktaTHa aumposa (B HAKOW criyyan BKIIOYE
crnabocT Ha ABuraTenHaTa MycKyrnaTypa),aHopeKcus

HapytiieHus Ha He yectu: aptpanrust, muanrus
MYCKYFNHO-CKefieTHaTa cuctema,
CbefuHUTENHaTa ThikaH U KOCTUTE
HapylieHus Ha HepBHaTa UecTu: nepuchepHy HEBPONOTUYHN
cuctema: CMMITOMM, BKMIOYUTENHO nepudepHa
HeBponaTus, NapacTesun n nepugepex
HEBpUT, 3amMasHacT HapyLLeHn CbHULWa, rmasobonne
6e3cbHue, HapyleHo MUCTIEHe, CbHIIMBOCT

[fcuxuysn HapylleHns: Uectu: genpecus

HeuecTi: TpeBOXHOCT , eMOUMOHarHa fnabunHocT
HapyiueHnus Ha koxarta Yectn: obpue, npyputyc
W HOAKOXHAaTA ThKaH: He yectu: ypTukapusi

UecToTata Ha npeKkbCcBaHe Ha NEYEHMETO nopaav HexernaHu cubutus e 7% npu naumeHTuTe,
nekyesaHu cbC Zerit ¢ HesabaBHO ocBoDOXAaBaHe.

JlabopatopHuTe npomeHu, HabnoOaBaHu Npw Tesu gBE NpoyyBaHWUA BKAKOYBAT MOBULLABaHE
Ha ALT (>5xULN) npn 3%, AST (> 5xULN) npu 3%, nunasa (2.1 ULN) npn 3% ot
nNauveHTUTe Ha neueHue cbe Zerit. HeyTponenns (< 750 knetkw/mm®) e noknapsaHa npu
5%, TpomBoLmToneHus (TpomboumTi < 50,000/mm®) npu 2% u aHemmsi (xemorno6uk < 8 g/dl)
npu < 1% of naumeHTUTe Npuemalum Zerit .

[pu mesu npoy4sanusi MakpouLmo3sa He e rodnazana Ha OUeHKa, HO 8 NpeduwWHo npoydeaHe
€ YCcmaHOBEHo, 4e e cebp3aHa ¢ npuemare Ha Zerit ¢ HesabasHo oceoboxdaeaHe (MCV >
112 fl e Hacmbnuno npu 30% om nayuermume JneKyeaHu cbc Zerit ¢ HesabasHO
oceoboxdasare :

Mpn noppacTBawm, geua u O6ebeta: Hexenanute edeKTM WU cepuosHu nabopatopHu
OTKINOHEHUS 0OMKHOBEHO ca ChLUMTE N[O TN W YECToTa Kato Tesu, KoMTo ce HabniogaeaTt npu
Bb3pacTHuTe. [Mo-psako ce Habniogasa KIMHWUYHO 3Hauuma nepudepkla HesponaTus. Tesu
npoyuyearus exriroysam ACTG 240, e koemo 105 deua Ha ebspacm om 3 meceta do 6 zo0uHU
ca nekyearu cwe Zerit 2mg/kg/CeH 3a riepuod cpedHo 6.4 Meceua; KOHMpOonUpaHo KITUHUYHO
usnumeake, fpu koemo 185 HosopodeHu ca Gusiu nexyeaHu -cue™ Zerit 2mg/kg/Oen unu
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camocmoamenHo unu e komburnauyus ¢ didanosine om paxdanemo 00 6-cedMuyra eL3pacm; U
€0HO KUHUYHO usnumeaHe, npu koemo 8 HosopoleHu ca nekyeaHu cuc Zerit 2mg/kg/OeH &
KombuHauus ¢ didanosine u nelfinavir om pax0daHemo 0o 4-cedMuyHa eB3paci.

B npoyuahe Al455-094 (sux cbilo T.4.6), nepuoALT HA NpocnefsBaHe € OrpaHnyveH camo Ha
LIeCT MeceLa, KOETO MOXE [a € HefocTarkyHo, 3a Aa Ce nonyyat ALArocpoqHu AasHu 3a
HEBPOSIOMMYHUTE HEXENaHW peakuum ¥ MUTOXOoHApuanHa TokcudHocT. ChoTBeTHUTE
nabopaTophy OTKMoHeHus cTenek 3-4 npu 91 6ebeTta nekysaHm cue stavudine NOKasBaT HUCKO
HUBO Ha HeyTpodunu npu 7%, HUCBHK xemornobuH npu 1%, nosuitasane Ha ALT npu 1% n
riirica Ha nunasHy oTKNoHeHus . He ca cubupanu fnaHky 3a mrievHa kucenuHa B cepyM. He ca
oTOena3aH 3HaYMMKU pasfMuvsi B YECTOTara Ha HeXenaHuTe peakuvy MEXQY rpynute Ha
neverne. OtbenssaHa e, obade, NMo-BMCOKA BETCKA CMBPTHOCT B Ipynara Ha fiedeHne Cbe
stavudine + didanosine (10%) B cpaBHehne cbc stavudine (2%), didanosine (3%) wnn
zidovudine (6%), ¢ No-BUCOK NPOLIEHT MBLPTBOPOAEHY B rpynaTa Ha stavudine + didanosine.

ocmmapkemuna:
Crobluasa ce 3a crnefHuTe chbuTis, HaCTBNUAY CIOHTAHHO MO BPeMe Ha NOCTMapKeTUHIOBUSA

nepuon;

HapyweHhust B KpbBoOHOCHaTA U MHOTO pafKo: TpomOoUuTONEHUS
numdHa cucTema:

Hapyuienns Ha MeTabonnama 1 XpaHeHeTo:  Yecmo: acuMnmomamuyYHa Xuriepyiakmamemusi
PSIOKO: NaKkTatHa auuaosa

HeprodpobHo-»xmbYHU HapyweHUus: MHO20 psiOKO: YepHOOpobHa cmeamo3sa,
xeriamuim U YepHoOpobHa HedocmamsyHocm

HapyiueHus Ha HepBHaTa cucTema: MHOrO psiAKO: MoOTOpHa chnabocT (Hail-uecTo
CBbp3aHa ChC cUMATOMaTUYHA
Xunepnakratemms WK CUHOAPOM Ha fakrarHa
auwaosa)

MumoxouHdpuansa QuchyHKUUS:

lpeznedbm Ha nocmmapKkemuHzoeu 0aHHU 3a 6e30nacHOCIT ToKa3ea, 46 HexxenaHu

peakunu, KoUuImo covaim mumoxoHopuarnna ducghyHKyus, ca HabmodasaHu 1ipu HO8OPOOeHU U

KppMadema ¢ eKCro3uyus Ha eOuH ufiu noseye HyKeo3udHu aHasosu (elx cbuo m.4.4).

Hosopoderume u kppmademama < 3 mMeceyna ew3pacm ca bunu HiV-ompuuyamennu, a no-

zonemume — ¢ meHleHyuss 3a HiV-nonoxumernnu. lpodunsm Ha Hexenanu peakuyuu npu

HosopodeHume U KbpMmademama < 3 MeceyHa eb3pacm [ioKasea fnosuluaeare HUsoOmMo Ha

MIIeyHa KUucCefluHa, HeYymporieHUs, aHemusi, mpoMeoyumonerus, Irosuwiacare Ha

yepHodPOBHUME mpaHcamuHasy U rosuywiasaHe HUSOMO Ha Auudume, 8 mosa 4uciio u

xunepmpuenuuepudemus. Bposm na no-sonemume Oeua e 6un mebple MaibK, 3a Oa ce

npaessim 0600werus.



4.9 [ipegposupaHe

OnuTeT o7 npunaradeTo Ha Zerit (¢ HesabaBHO ocBoboXfaBaHe) B AHEBHM 03K 12 MbT Hap
npenopbYBaHUTE HE € foKasan ocTpa TOKCUYHOCT. YCINOXHEHUsiTa npu  XpOHUYHO
npefo3upaHe Morar Aa BkoueaT nepudepHa HeBponatus v YepHoapobHa AvcdyHKUWs.
CpegHusaT xemogmnarmseH KAMpbHCe Ha stavudine e 120 mi/min. He e siceH ediekra Ha
XeMmoovanusata 3a enuMuHupaHeTo Ha stavudine, B crnydait Ha npegosupaHe. He e sicHo
panun stavudine ce oTaens 4pes neputoHeanHa guanusa.

5. DAPMAKONOIrUM4yHU OAHHW
5.1 dapmakoguHaMU4YHM CBOUCTBA

dapmakoTepaneBTuiHa rpyna: HykreosuaeH nixuwbutop Ha obpathara TpaHckpunTasa
ATC kog: JO?AF04.

Stavudine, TUMWBUHOB @HANOT, € aHTMBUPYCHO CPEACTBO ¢ in vifro aktueHocT cpewly HIV B
YOBELLKUTE KIEeTKN. Tol ce doccopunvpa ¢ nomoluTa Ha KnetbyHuTe knHasu o stavudine
friphosphate, koito wHxmMBupa  HIV obpatHata TpaHckpuritaza uYpes KOHKypupaHe c
ectecTBenusi cybctpar thymidine triphosphate. Toil nHxubupa N cuHTesaTa Ha BUpycHaTa
JHK, npuunnseaiiku npeksceale Ha [OHK Bepurata, riopapu nuncara Ha 3-XuAapoKcuniHa
rpyna, heobxoauma 3a enoHraumsita Ha [OHK. Knetnuynwata [MOHK nonumepasa y cblo e
YyBCTBUTENHA Ha nHxubupade ot stavudine triphosphate, flokaTo kneTbuHNTE ROMUMEPasn a
and B ce unxubupar npu kosUeHTpauum cvotBeTHO 4,000 1 40 nbTH MO-BUCOKM OT
Heobxonumnute 3a unxubupade Ha HIV obpaTtHata TpaHckpunTasa.

Jfleyenneto cbe stavudine MOXe fa cenekTupa wmim nogbpXa MyTauuu, CBbp3aHu C
pesucTeHTHOCT KbM stavudine. Wsonatute, chabpxaluy Tesn myTalun ocTasaT YyBCTBUTENHK
KbM stavudine. KnuHnyHaTa 3HaUMMOCT Ha TE3N OTKPUTUNS He e SCHS.

AKTMBHOCTTa Ha stavudine ce noenusea ot MynTuU-NieKkapcTBeHaTa pe3nucTeHTHOCT, CBhp3aaHa ¢
MyTaumy, kato Q151 M.

[MoHwvskeHne Ha yyBcTBUTENHOCTTA NoBeve oT 10 nbTu kem  stavudine, e HabniofaeaHo Npu
HAKOM BMOOBE C HamaneHa uYyBCTBMTENHOCT KbMm zidovudine u lamivudine. In vivo He ca
YCTaHOBEHW MyTaLui, CBBHP3aHM C BMCOKa CTeMeH Ha cneunduyHa pesnCcTEeHTHOCT KbM
stavudine.

KrivnnuHa edextuBHocT: Zerit ¢ HesabaBHO ocBOGOMIaBaHe € fipoyyBaH B KombuHauus ¢
ApYMA aHTUPETPOBUPYCHKM cpefcTea, Hanpumep didanosine, lamivudine, ritonavir, indinavir,
saguinavir, efavirenz v nelfinavir.

[Be pABOWHO-CRienu rMpoyyBaHust € TpotHa Teparnus npu NauueHTM , HenoanaraHu Ha
aHTUpeTpoBupycHa Tepamusi (ART) ca noxasanmm nopobHa aHTUBMpycHa €gEeKTUBHOCT U
MOHOCMMOCT Ha Zerit TBLPAKN Kamncynu C YObIMKEHO oceBoboXaaBaHe, cpaBHeH cbC Zerit ¢
nesabaBHO ocBoBoXAaBaHe, BCEKM OT KOUTO € JaBaH B komBuHauua ¢ lamivudine n efavirenz.
FpoydyeaneTo Al455-099 e Guno 48-cegmuuy, paHfOMU3NPaHO, ABONHO-CANO, CpaBHABALLO
Zerit kancynn ¢ yabmxeHo ocBoboxpasane (100 mg BegHBbX AHEBHO) ¢be Zerit ¢ HezabaBHo
oceoboxpaBate (40 mg gBa MbTW GHEBHO), Beeky B kombBuHauma ¢ lamivudine (150 mg fga
nbTW aHesHo) + efavirenz (600 mg Be,u,be( OHEBHO), Npu 783 HeneKkysaHu nauweH'm ChC
cpefeH bOpoii Ha CD4 277 kneTkw/mm?® (Bapupaw ot 61 go 1,215 KneTku/mm-) U cpegeH
Gpoti Ha nnasmenute HIV-1 PHK 4.80 logso konus/mi (sapupati ot 2.6 fo 5.9 log 1o korins/ml)
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B Ha4aroTo Ha nedyennero. MauueHTnte ca Gunn npegumHo Mbxe (69%), kaTto npouenTa Ha
npegcTaBuTeninTe Ha He-Ganata paca e bun 58%, a cpepnHarta Bb3pact 33 rogunn (oT 18 o
69 rog.).

IpoyuBaHeTo Al455-096 e 6uno 48-cegmuuu, paHaoOMU3MPaHO, ABOWHO-CIIANG, CpaBHABALLIO
Zerit kancynu ¢ yabikeHo ocBoboxaasaHe (100 mg BefHbK AHEBHO) cbe Zerit ¢ HesabaBHo
oceBoboxnaeaHe (40 mg ABa IbTU AHEBHO), BCEKM B kKomBuHaumst ¢ lamivudine (150 mg gea
nbTW BHEBHO) + efavirenz (600 mg BegHLX AHeBHo), nipu 150 HenekyBaHum naumeHTH, cac
cpeneH 6poii Ha CD4 285 kneTku/mm® (sapupaly ot 63 fo 962 knetku/mm®) u cpeaek 6poii
Ha nnasmenute HIV-1 PHK 4.65 logye konus/ml (Bapupaiy ot 2.3 po 5.9 log 1o konusi/ml) B
HauanoTo Ha neveHueTo. lMauwenTuTe ca 6unn npegumio mbxe (75%) u ot banata paca
(70%), kato cpeaHaTa Bb3pacT € buna 34 rogunun (ot 20 go 69 rog.).

Ha tabnuuiata ca npeacTageHu pesynrature ot npoyuysadHmara Al455-0998 n Al455-096:

IIpoy4Bane ITponent Hponent HIV PHK CD4
rampenta ¢ HIV | namwentd ¢ HIV | Cpeana Cpenna
PHK < 400 PHK <50 IpoOMAHA OT OpoMsIHA OT
Kormus/mi xoms/ml H3XOIHHTE H3XOJIHHTE
OtroBop Ha Otroeop Ha CTOHHOCTH CTOHHOCTH
negenuero (%)* | nevenuero (%) | (loge (xteTke/mm’)

copies/ml)

AT455-099 (48 cempuin)

Zerit xancynu ¢ 78 54 -2.86 +202

YOBIDKEHO

oceodoKaBane +
lamivudine + efavirenz (n
=392) ]

Zerit Hez3abarHO 73 55 -2.83 +182
oceoboKIaBane +
lamivudine + efavirenz (n
=39])

AJ455-096 (48 cepmunm)

Zerit xkaucyny ¢ 70 41 2.74 +232
YIBIDKEHO
ocBo0oxOagane +
Jamivudine + efavirenz (n
=74)

Zerit He3abaBHO 66 38 -2.64 +195
ocsoDocpaBane +
lamivudine + efavirenz (n
=76)

2 HpouenT nauuent: ¢ HIV PHK < 400 ¢/ml wmm <50 ¢/ml, neoTropapsaiiy Ha HATO €HH KPHTEPHI
33 HEYCEX HA NEUSHHETO, BRIEOUHTENHO NOSRaTa Ha HoBa ceup3ana che CIIMH muarnoza.

5.2 ®apMaKOKUHETUYHN CBOKCTEA

Bw3pacThK
Abcopbuyus: AbcorniioTHata OuoHanuyHocT € 86+18%. Crnes MHOrokpaTHO TNepopanHo
rnpunoxenne Ha nosn 0.5-0.67 mg/kg, e yctaHoBeHa CTOMHOCT HA Cpax_OT 810£175 ng/ml.

-

-
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Cmax 1 AUC ce noBniuaeaT NponopUMnoHariko Ha f0sUTe B criefHUTE MPaHnLK: HHTPABEHOSHO
0.0625-0.75 mg/kg u nepopanno 0.033-4.0 mg/kg. EaHo npoyuBaHe G acumiaToMaTiyHn
nauMeHTn riokassa, Ye CUCTemMHaTa eKcnosuumsl e cbliara, JOKATO CTOMHOCTTa Ha Cmax ©
No-HUCKa N Trax € MO-BUCOKO MpM Mpunaraxe Ha stavudine Ha rmagHo Unu crieg ctaHgapTHa
XpaHa G BUCOKO MacneHo CbabpxaHue. He e usBectHa KNMHMYHATA CTOMHOCT Ha ToBa.

Pasnpedenernue; obeM Ha pasnpefeneHne npu paBHOBECHO CbCTOAHNE € 46 +21 1. He e
BL3MOXKHO OTKpMBaHe Ha stavudine B LepebpocnyHanHaTta TeYHOCT Npefiy Hail-manko 2
yaca cries nepopanHoTo NpunoXxeHue.

4 yaca cnef npunoxeHneTo crotHowedneto CSF/nnaszma e 0.39 £ 0.06. He ce nabniiogasa
3HauUTEeNHO HaTpynBaHe Ha stavudine npw npunoXxeHue Ha Bcekn 6, 8 unn 12 vaca.
CebpaeaneTo Ha stavudine ¢ nnasmeHuTe 6enTbUW € He3HAUNTEHO, 33 KOHLEHTpauun oT
0.01 go 11.4 yg/ml. Stavudine ce pasnpegens no paBHO MeXAY EpUTPOLIMTUTE 1 NylasMara.

Memabonusbm: meTabommameT Ha stavudine He e npyyeH npu xopa. [poyusaHusaTa npwy
MaiiMyHn riokaseart, ye okono 50% ce oTgens B HenpoMeHeH BUA ¢ YPUHaTA, Kato OCHOBHA
YacT OT OcTaThKa Ce XUAPONU3Mpa 40 TUMUH U 3axap.

OmdensHe: BpemeTo Ha nonyxusot e 1.3£0.2 yaca cneg egusnyka fosa v 1.4+0.2 yaca
criefy MHOrOKpaTHN [O3W, KaTo He 3aBUCU oT gosaTta. In vitro, stavudine triphosphate uma
BbTpeKneTbyeH nonyxmeoT 3.5 yaca B CEM T-knetkn (Yometukm T-numdpobnactong) u
nepudepHy KPbBHN MOHOHYKNEapHN KNeTKKW, NPy 4031 ABa NbTA JHEBHO.

O6umaT knupbHC Ha  stavudine e 594 + 164 ml/min, a peHanHWAT KNUPBLHC €
237 98 ml/min, koeTo BkMioyBa akTUBHa TYOYyNHa cekpeums B [AOABLMAHEHWE KbM
rnomepynHara gpunrpaums. Cnen UHTPaBeHO3HO NpunoXerne 42+7% oT HosaTa ce oTaens
HenpoMeHeHa B ypuHaTta. CbOTBETHWTE CTOWHOCTU CNEeL NEepopanHo MpUnoXeHne Ha
€0UHWYHK 1 MHOTrOKpaTHY aos3n ca 34+5% u 40+12% cooteeTtHo. OctaHanure 60% ot
NeKapcTBOTO ce enuMWHUPAT rMaBHO M0 €HAOrEHEH MbT. BpemeTo Ha nony-enumMuHupaHe
Ha stavudine e okono 2 Yaca. PapmakokuHeTnkaTa Ha stavudine He 3aBuUCK OT BpemeTo, Thit
KaTo oTHOtueHmeTo mexpy AUC (ss) B pasHoBecHO cbeTosiHue i AUC (0-t) crnep nbpeata
£o3a € npubnuanTenHo 1. BeTpeunamBuayantiute U MeXaynHAMBNAYanHuTe pasnuunus Bba
thapmaKkoxMHeTHYHUTE XapakTepucTuky ha stavudine npu nepopartHo NPUNOKeHne ca Manku,
CBOTBETHO oKono 15% v 25%.

CrienyanHm nonynauumn

fOrHowu, deya U kbpMmavema: dapMakoKMHeTUKaTa Ha stavudine npu loHowwu, geua n
KbpMadeTa e CpaBHMMAa C Taskn Mpy BbapacTHuTe.KNUpbHCHT Ha stavudine e cBbps3aH ¢
TenecHata MOBBbPXHOCT W TenecHoTo Terrno. LisnoctHara ekcnozuuns Ha stavudine e
cpaBHUMa Mex Oy OHOWM, Aella U KbpMauyeTta , KOWTO nonyyvasar fo3a 2 mg/kg/ geH un
Bb3pacThu, kouto nonydyasaTt 1 mg/kg/ nek = 14 gun. OvesudHusm riepoparnien KUPbHC e
npubnusumerto 14mifmin/kg 3a deya om 5 cedmuyu do 15 20duru, 12mi/min/kg 3a 6ebema
om 14 do 28 OHu, u dmi/min/kg 3a Hosopoderu 8 OeHst Ha paxdare. [dBa A0 Tpu Yaca chen
npunaradHe na posata, CSF/nnaswa Ha stavudine Bapupa ot 16% 4o 125% (cpenhu
cToitocTy 59% +35%).



brbpeyrno yepexOaHe:  KNUPBHCHT Ha  stavudine HamansBa ¢ TNOHWXaRaneTo Ha
KpEeaTHMHOBUSA KNUpBHC. 3aToBa ce npenopb4Ba KOpeKUUsl Ha gosata Ha Zerit npy nauneHTu
c HamarneHa 6bbpeuna dyHkLMA (BIK T. 4.2 [loanpoBka W HaumH Ha yrioTpeba).

UepHodpobHo yepexOare: hapMakokuHeTuKaTa Ha stavudine npu naumeHTn ¢ yepHogpobHO
yBpexaaHe e nofobHa Ha Tasun NPy NaLWeHTUTe ¢ HopManHa YepHoapobHa dyHKums.

5.3 TpeBKrMHMYHKM HaHHW 3a 0e30MacHoOCT

[aHHnTe npu XWUBOTHM MoKaseatT eMOpuo- M PEeTOTOKCHYHOCT Chep npuriaraHe Ha MHOro
BUCOKK [03W. EX vivo usnumeare ¢ usronagaHe Ha Joeellka nnaveHma Ha mepmuH rokasea,
ye stavudine docmuea Kpweoobpaujeruemo Ha nnoda qpes rpocma Ougy3us. [Mpoydysare ¢
nbXoee CbUO Nokassa npemunasare Ha stavudine npes rinaueHmama, Kamo nrbKaHHama
KOHUeHmpauusi e nnoda e npubnusumenHo 50% om nnasMeHama KOHUeHmpauyus npu
Malikama.

Stavudine e nokasan reHOTOKCWHMHOCT NpW il Vilro TeCcToBE C 4YOBELUKM numdoumnTi,
nposiesieaiiku  Tpudocdhopunupalla aktMBHocT (MPK KOETO HE € YCTaHOBEHO HUBO 0e3
edekT), npu dubpobnacTv oT MUKW, K NIPY €8uH  in Vivo TecT 3a XPOoMOo3oMHU abepauui.
Mopobhn edhexTn ca HabrnogasaHn 1 NpU Py HYKNeosuaHu aHarnosn.

Stavudine e KaHUeporeHeH npu MULLKKM (YepHoppoBHM TyMopK) 1 Nnbxose (YepHoppobHU
TYMOpY: XOSIaHTMOLENnynapeH, XenaTtouenynapeH, CMeceH XenaToxonaxrouenynapes wwnu
BacKyfnapeH; KakTo 1 KapLUMHOM Ha MIMKOYHUS MEXYp) NPy MHOro BUCOKM 103K Ha eKCnosnuus.
He e HabmogasaHa kaHueporeHHocT nipu gosw ot 400 mg/kg/day npym MULLKM W
600 mg/kg/day npw nAbxoBe, OTFOBapsio CbOTBETHO Ha Josnm ~ 391 168 MbTM Hapj
rpunaraHuTe npyM 4oBeKa, KOSTO Mpegrosiara HesHauwmTerieH KaHleporeHeH noTeHUwan Ha
stavudine npu KNNHWYHOTO SIEYEHME.

6. ®APMALEBTWUYHW OAHHK

6.1 ChuUCHK Hz NOMOIWHUTE BEeCTBa
Cncmae Ha Karicynama:

Lactose

Magnesium stearate

Microcrysialline cellulose

Sodium starch glycolaie

Cwcmas Ha KaricynHama obeuska:.
Gelatin

Iron oxide colorant (E172)

Silicon dioxide

Sadium laurilsulphate

Titanium dioxide (E171)

Bbpxy Kancyniara uma Hagnue, 3a KoTo € U3NOoM3BaHo YEPHO MacTuiO, CbabpXalLo:
Shellac

Propylene glycol

Purified water T
Potassiurn Hydroxide e
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Iron Oxide (E172)

6.2 DUIMKO-XUMHUYUIHWM HECTHLBMECTUMOCTH
Hswva pannu,

6.3 CpoK Ha rogHoCT
2 rogauHn.

6.4 Crieuuasntn yCHoOBUs Ha CbXpaHehue
[a ce cbxpanasa npy Temnepartypa nog 30°C.

Ia ce cbxpaHsBa B OpUIUHariHaTa onakoska.
6.5 [ianHM 23 onakoBKaTa

Brinctep aclar/aluminium ¢ 14 TBbpAM Kancynu B eguH 6nnctep n 4 tniucrepa (56 TebpAY
Karncymnu) B e4Ha KapToHeHa ONaKoBKa.

6.6 [Iperoptku ripu yrnoTpebda
Hsma cnelyarnim nancKkeaHns.

7. WME W ALOPEC HA NPUTEXATENA HA PASPELLEEUETO 3A YINIOTPEBA
Bristol-Myers Squibb Co.
345 Park Avenue, New York, NY / USA

8. PEMNCTPALMOHEH Ne B PEFTUCTBPA MO YJi. 28 31AXNM

9. [HATA HA IMbPBO PA3SPELNABAHE 3A YNOTPEBA HA JIEKAPCTBEHWA NPOOYKT
(MOAHOBABAKE HA PA3PELEHUETO)

10. BATA HA (MACTUYHA) AKTYAJIM3ALIUS HA TEKCTA
2005 r.
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