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1. HME HA JIEKAPCTBEHHA [TPOAYKT

Buaexe EC 250 mg cToMainHO~yCTORYMBY TBBPAN KallCYIIN.
Videx EC 250 mg gastro-resistant capsules, hard

2, KAYECTBEH H KOJIHYECTBEH CBCTAB
Bedka TBbpAa CTOMAIHO-YCTORUYKBA Kancyna cbabpxa 250 mg AunaHo3uH (didanosine).

3a MBJHUA CIUCBK Ha MOMOIIHWTE BeillecTBa, BHXKTE T. 0.1

3. JJEKAPCTBEHA ®OPMA
CTOMaAIHO-YCTOHYHBA KancyJia, TRbPAA

CTOMalIHO-YCTOWYMBUTE KANCYIH ca MaToBO OenM ¢ uepBeH Haanuc "6673" BLpXy edHara
nonosuHa U "BMS 250 mg" sbpxy apyrara.

4. KJXUHAYHYU JAHHH

4.1 TepaneBTHYHH NOKA3AHUSA

Videx e nokazaH 3a neveHHe Ha HHpexkTtHpanu ¢ HIV-1 naumenTd, B komOUHAIMg ¢ Apyru
aHTHPETPOBHPYCHH JIEKAPCTBEHH TIPOAYKTH.

4.2 HO3NpOBKA H HAYHH HA NPHI0KEHHE
3a nepopalHo IpUIOKEHHUE.

Teit kato abcopbumsra Ha didanosine HaMangBa B NPUCHCTBHE Ha XpaHa, CTOMAUIHO-
ycToiunBuTe Kancyau Videx EC, Tpa6pa 1a ce nipHeMar Ha npaseH cTomax (Hak-manko 2 yaca
Mpean UnM 2 yaca cief xpanene) (BUX T. 5.2).

Ho3upoBka

Videx EC croMaiiHO-yCTONYMUBH KalCyau MOXe Aa ce npHeMa BeIHBX (QD) wau asa nbpTH
(BID) nuesHo (BIX T. 5.1).

BoipacTHu: [Ipenopbuanara qJHEBHA 034 3aBHCH OT TEMNIOTO Ha NMALMEHTA:
e 3a nmapueHTH 2 60 kg: 400 mg AneBHO
e 3amnauueHTH < 60 kg: 250 mg AHeBHO

T
Ha Tabauuara no-aoiy ca NMpeacTaBeHy CXeMHUTE Ha NPUIOKEHHE 38 BCHYKHU K( QHTPALHY HA
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Terno Ha nauneHra | OOLIA AHEBHA Ro3a CbOTBETCTBAIL PEXHM

260 kg 400 mg ] xancyna ot 400 mg (Beaunx
OHEBHO)
WY
| kancyna or 200 mg (mBa nbTH
JHEBHO )

<60 kg 250 mg ] xancyna or 250 mg (BeaHBX
IITHEBHO)
AU
] kancyna or 125 mg (aBa nbTH
JAHEBHO)

HAena Ha Bb3pacr Haj 6 roaunu: Ynorpebara Ha Videx EC cTroMamiHo-yCTOHYHMBHY KanCYJIH He
¢ CNeUaIHO NMpoy4yBaHa NpH Aeua. IlpenopvuBaHaTa AHeBHA A03a (Bb3 OCHOBA HA MJIONITA HA
TesiecHaTa norbpxHoct) e 240 mg/m’ (180 mg/m? B kOMOHHAUMS ChC 3UJIOBYANH).

Jdena Ha BB3pact nmoA 6 roammm: CTOMamHO-YCTOHYMBHMTE Kamncyn¥ He Tpabea ma 6nuar
OTBapAHH, NMOPaAH BBH3MOXHOCT OT HEBOJIHA acnHpauud. ETo 3a10, To31 NeKapcTBEH NPOAYKT €

MPOTHBONOKA3aH NPH Ta3H Bb3pacToBa rpyna. ChlllecTBYBAT APYrH MO-NOAXOASALIH JEKAPCTRBEHH
¢opmu Ha Videx.

AjantHpaHe HA J03aTAa

b10peuyno yepexzane: [Ipenoprusa ce cieaHara KOpeKIMs Ha JO34TA;

KpeatHHHHOB KIIMPBHC Terno Ha nanueHTa
(ml/min) > 60 kr. < 60 kr,
ofl1a AHEBHA 1034 ob11a JHeBHA 71033
2 60 400 mg 250 mg
30-59 200 mg 150 mg*
10-29 150 mg* 100 mg¥*
<10 100 mg* 75 mg*

*He cbhitecrByBa Videx cTOMAaIHO-YCTOHYMBH KAIlCYJiId B TaKaBa XOHIEHTpauusa. Tpsabpa ga ce
M3I10J13Ba aNTepHaTUBHA (JopMa Ha MPOJAYKTa.

3a npeanounTaHe € JA03ara ja ce npusara cnel auanusza (B T. 4.4). He e HyxkHO cien
XeMOAWANIH3a Ja ce NpHiara AOMb/IHUATENHA 1034.

HYepuoapobuo yspexaane: He ce npenoppyBa HAKakBa criellMaiHa KOpeKUHs Ha Jo3aTa MpH
NAlHEHTH ¢ YEPHOAPOOHO HapYILISHHE.

MeToa Ha NpHJIOKEHHE:
C ornea onTHMM3HMpaHe Ha peloplOuuara, CTOMAIUHO-YCTOHYMBUTE Kancynu TpsOBa fga ce

npuemar ¢ Ha#i-manko 100 ml sopa. [TauueHTute TpsadBA 42 OBAAT HHCTPYKTHPAHH Jia HE OTBAPAT
KancyJuTe ¢ Uel no-IeCHOTO HM MpHeMaHe, ThH KaTo TOBA MOXe Ja Hamalld abcopbuusaTa (BHX

T. 5.2).

4.3 IipornBOnmOxKa3anns

Heua nop 6 roaminHa Be3pacT (PHCK OT HEBOJTHA acMpPaLy ).




4.4 CroenprajiiHn npeaynpexicHus K NPEeANA3HH MEPKH NPH ynoTpeda

IlanxpeaTnT: M3BecTHO €, Y€ MAHKPEATUTET € €JHO OT CEPUO3HUTE YCIOXKHEHHUS NPY NaLUEHTH,
uHdpexkrupand ¢ HIV. Cbillo Taka Toit ce CBbp3Ba ¢ IEYEHHETO C AUJAHO3HH M B HAKOH CAyYaH
BOMK 10 (ataneH uszxod. [lupanosus TpAGBa fa ce U3NOM3BaA C H3KIIOYMTENIHO BHUMAHHE mpPH
MayKeHTH ¢ aHAMHE3a 32 MAHKPEaTHT. Y CTAHOBEHA € MOJIOKUTENHA 3aBUCUMOCT MEX Y PHCKa OT
[IAHKpeaTUT W AHEBHATA A034.

BuHarn Korato KIMHUYHOTO CbCTOSHHE Hanara, NpHeMbT Ha AUJAHO3MH TpaGea jaa Owbae
BPEMEHHO TIPEYCTaHOBEH A0 H3KIIOYBaHe HA JWarHo3aTa MAaHKPeaTHT 4pe3 MOAXOASLIY
naGopatopuu u obpasuu uscnensanmns. [logobHo Ha TOBa, KOTaToO ce Hanara Je4eHME C APYTH
JICKAPCTBEHH MPOAYKTH, 32 KOHTO € M3BECTHO, Y€ BOJAT [0 YBPEXIaHe Ha maHkpeaca (Hamp.
MEeHTAaMH/KH), MPUEeMbT HA JUNAHO3WH TpAOBa A& ce IpeKparTaBa BHHAarKW, KOraTo € Bh3MOXKHO.
Heobxonnmo e HenpexkbcHaro  HaOnmojgeHne, B cay4ail ue €QHOBPEMEHHOTO JIeUYCHHE €
Heu3OexHo. [Ipy 3Hau¥MMO mMoBHILEHM OWOXMMHUYHM Mapkepu 3a MNAHKPEATHT, JOPU MpH
OTCHCTBHE HAa CHMNTOMM, TpsAOBa na ce oOMHCIH MpeKpaTsasaHe Ha npuemMa. 3HAYUTEIHOTO
MOBUIIEHHE HA TPUINIMLEPUAUTE € eAHAa OT H3BECTHHTE NMPHYHHH 3a TaHKpPeaTUT M Hajaara
PEROBHO MPOC/IEASBaHE.

Ilepudepna neBponatHst: flauMeHTH Ha OUIAHO3WH MOTAT Aa PAa3BHAT TOKCHYHA mepudepHa
HeBponaTHa, OOMKHOBEHO XapakTepu3HMpamia ce ¢ ABYCTPAHHO [AHCTAIHO H3TPBIIBAHE,
MpaByYKaHe U OOJIKH B XORMJIaTa M MO-pAAKko B 00acTTa Ha AIaHHTE. AKO CE PA3BHAT CHMIITTOMH
Ha nepd(epHa HEBpONATHA, MALMEHTHTE TpAOBA 1@ MPEeMHHAT Ha alTEPHATHREH JIEKAPCTBEH
PEXHM.

H3iMeHeHNus B PETHHATA WJ/IH 3PHTEJHHA HEPB: IPH NaUHEHTHTE HA JICUEHHE C JHAHO3MH B
PEAKH CNy4YaW C€ MOABABAT /IE3MM HA PETHHATA WIH 3PHTEHHA HEPB, OCOOEHO MpPH 03N HO-
BMCOKH OT NpEeNnopb4YBaHUTE KbM MOMEHTA. [IpH MalmeHTHTe Ha JeUYeHHe C JHJaH03uH TpaOBa aa
ce oOMHCIM MPOBEKAAHETO HA OQPTAIMONOIMYEH Mpernes, BKIOYHTEITHO Ha 3pHTENHATA
OCTpOTa, LIBETHOTO 3pEHHUE U Nperiex Ha OYHUTE AbHA CJe] pa3llUpABAHE HA 3€HHLATa, BEAHDXK
FOJUIIHO, KAKTO U NMpH MOABA HA POMEHH B 3pEHHETO.

JlakTaTHa anHA033: JaKTaTHA aupao3a, OOHMKHOBEHO CBBP3aHA C XEMmaTOMEraiug M
yepHoApoOHa cTearo3a e JokiaaBaHa MpH ynoTpabara Ha HYKIEO3HOHHM aHalo3u. PaHHHTe
CUMITTOMH {CUMNTOMATHYHA XHUNEPIaKTalEeMHs) BIIIIOYBAT HOOpOKavyeCTBEHN XPaHOCMHJIATEIIHH
CHMNTOMM (rajeHe, MOBpbIAHE H KopeMmHa OONKa), Hecnelu(pUIHa OTMaxzHAJIOCT, 3aryba Ha
aneTHT, 3ary0a Ha Terjio, AMXaTeJIJHH CHMOTOMM (Y4ecTeHO HW/WIH Iba0OKO AMILIAHE) HIIH
HEBPOJIOIHYHH CHUMIITOMH (BKNIOUUTENHO ABMrarejnHa cnadocrt). JlakraTHara anudio3a BOAH A0
BUCOKA CMBPTHOCT U MOXe Aa Obje cBbp3aHa ¢ MaHKpeaTtuT, yepHoAapoOHO wuiu ObbdpedHo
HapylleHue.

JlakTaTHaTa auna03a OOMKHOBEHO HACTBIIBA CKOPO WM ClIEH HAKOJIKO MECeLa JieUeHHE.
JledeHHeTO ¢ HYKNEO03WIHM aHAN03M TpAOBa Ja OBAE MNpEeyCTaHOBEHO IIPH [IOSBATA HAa
CUMATOMATHYHA  XUIEpnakTalueMus M MeTaboNWTHA/AaKkTaTHa  anugo3a, M[pPOTPECHBHA
xenaroMeraiva unu Obp30 NOBHIIABAaHE HMBATA Ha aMHHoTpancdepasnte. Heobxozumo e
MOBHIBCHO BHUMAHME MpPH HA3HAYABAHETO HAa HYKJCO3UAHW AHAJNIO3U NpH BCEKM  MALMEHT
(ocobeHO mpy JKEHH ChC 3ATIBCTABAHE) C XCMATOMETanus, XEemaTHT WIX JAPYTH HM3BECTHH

dakTopH, NPUUUHABAIM YepHOJApoOHO 3abongsane U 4epHOApPoOHA cTeaTo3a kﬁ[(]]l@‘ﬂ’l‘ﬁ{fﬁi .
HAKOUW JICKAPCTBEHH NMPOAYKTH U ankoxon). [lanueHtute, HHQEKTUpaHU EHHOE[?“
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Ha xenaTHT C W nekyBaHn ¢ anda-uHTephepoH U pUOABUPHH, ca H3IOKEHH Ha 0COOEeH pHCK.
[TagueHTHTE ¢ NOBHIICH PHCK TpA0Ba Aa ObJaT peAOBHO NPOCAeaaBaHl (BHX ChHINO T. 4.6).

YeproapoOuu 3abonssanus: YepHoapoOHN HapylleHHA ¢ HEH3BECTHA €THOJOTHA Ce CPellaT
PAAKO NMPH MAaUHEHTUTE, IEKYBaHU ¢ AuaaHo3uH. [lapuenture TpabBa na Obpaar HabMo aBaH 3a
OBHIIABaHE HUBATA HA €H3UMMUTE, KaTo NMPHEMBT Ha TUJaHO3KH TpAOBa na Objae npeycTaHOBEH B
ciy4ail, ye eH3MMuTe ObAAT MOBUINEHH HAJ 5 TBHTH CIPAMO TrOpHATa IPaHHIA Ha HOPMATA.
[lopTopHO npunoxkenne Tpabpa na ce OOMHCIR caMO, aKO HNOTEHIMAIHWUTE MOJ3H  SICHO
MPEBULIABAT MOTEHUHAIHUTE PUCKOBE.

besonacHocrra M edekTuBHOCTTa Ha Videx Mpu nauMeHTH ¢b¢ 3HAUYMUMO ChHIBTCTBALIO
4YepHOAPOOHO 3abongaBaHe He e ycraHoBeHA. [laupentuTe ¢ XpoHnueH xenatur B unu C, Ha
KOUTO C€ npujiara kOMOMHAPAHO AHTHPETPOBHUPYCHO ACYEHHE Ca C BHCOK PHMCK 3a TEXbK M
pataneH uepHoApobeH HMHUKIAEHT. B ciyuaii Ha eZHOBpeMEHHO AaHTHBHPYCHO JIEUeHHE 3a
xenatuT B unu C, Mona 3anosHalite ce ¢ ogoOpenata wHbopMmauud 3a Te3H NeKApCTBEHH
NPOAYKTH,

[Ipy namueHTUTE ¢ MNpeUiecTBAIH YEPHOAPOOHM AUCOHYHKIHH, BKIIOYHTEAHO XPOHHYEH
aKTHBEH XenaTuT, ce HabjgomaBa mNO-BUCOKA 4YeCTOTa Ha 4epHoApoOHMTE (YHKI{HOHANHH
HapylleHHs, MO BpeMe Ha KOMOWHMpaHaTa aHTUPETPOBHPYCHA Tepamus M TpAOBa Ja ce
MPOCNEAABAT CHOpel CTaHAapTHaTa [PaKTHKA. B cnyvali Ha paHHW 3a BIOIIaBaHE Ha
yepHOAPOOHOTO 3a0oNABaNe MpH Te3W NALMEHTH, TPAOBA ma Ce OOMMC/IH BBE3MOXKHOCTTA 3a
NMpeKbCBaHEe UK MPeYCTAHOBABAHE HA CUCHHETO.

CangpoM na umydaHna peaktuBauus: [lpu HIV uHdexTMpaHHTe malMeHTH ¢ TEXBK UMYHEH
AeULUT KbM  MOMEHTA Ha 3arMoyBaHe Ha KOMOMHHpaHaTa AHTHPETPOBHUPYCHA TEparus
(CART), Mmoxe ja HacTbOH BB3NAJUTEHA peakUud KhM ACHMOTOMHM UIM OCTaTb4HH
OMOPTIOHKCTHYHHU TIATONEHH, KOATO Ja JOBeae [0 TEXKO KIMHUYHO CBCTOAHHE MW BlollaBaHe
Ha cuMnToMuTe. OOHKHOBEHO, TAKWBA PEAKIMH ¢€ HAONIOJABAT B PAMKHTE HA ITbPBUTE HAKOIKO
ceAMHMLH uMIH MecelH oT 3anouBane Ha CART. Karo TakupBa nmpuMepH MoXe Ja ce Iocoyar
UUTOMEralOBUPYCHUA PETHHHMT, TCEHEpPaNN3UpaHUTe HW/UIM OrHULUIHM MHUKOOAKTEpUANHH
UH(pEKIUY U TTHEBMOHUATA, MPUUHHEHA OT Preumocystis jiroveci (B MHHAJNOTO H3BECTHA KATO
Pneumocystis carinii). Bcuukd CHMINTOMH Ha Bb3naneHWe Tpabsa ga ObaaT OUECHEHM M MpH
HeoOX0AUMOCT Ja ObAe HA3HAYUEHO JieUeHHe.

Junogucrpodpnsa u meraGoauTar Hapymenusa: KoMOUHHPAHOTO aHTUPETPOBUPYCHO NEUYCHUE
€ CBbP3aHO C [pepasrpeAcIeHHe HAa MACcTHATa TbKaH B OpraHui3Ma  (JUMogucTpodus) npu
nagueHTTe ¢ HIV. Jlbarocpoynure nocneAcTBUA OT TE3H Cly4ad B HACTOALLMSA MOMEHT HE ca
H3BeCTHH. [lo3HaHHATA OTHOCHO MeXaHHW3Ma €a HeMbJHH. Bpb3kara Mexnay BHcCLepalHaTa
aunoMaroza U PIs u nunoarpodusta 1 NRTIs e B kppra Ha xunoresute. [Io-BUCOKMAT pHCK
OT JNUNOAMCTPO(HSA C€ CBbP3BA KAKTO ¢ HAKOHM HMHAMBUAYAIHH (AKTOpH, KATO MO-roasMa
Bh3pacT, Taka U C (akTOpPH, CBBP3aHH CbC CAMOTO JIEKAPCTBOTO, KATO TPOABIKUTERHOCT HA
AHTHPETPOBHUPYCHOTO JIEUEHHE K CBBpP3aHUTE METAOOAUTHM HapywleHus. KIHHHYHOTO
HacneaBaHe TpaAGBa J[a BKIKOYBA OLEHKA Ha (PU3WYECKUTE [MPH3HAUM Ha MACTHO
npepasnpeneneHue. Tpabsa fa ce uma NpeaBU U3MEPBAHETO HA CEPYMHMTE JIMIMHAM HA CUIAJIHO
M Ha KpbBHaTa 3axap. JIunuaHuTe HapylleHus TpadBa Jda ce NEKyBaT CBIJIacHO Kﬂng_;_:l:i_nme
Bhb3MOXKHOCTH (BHXK T. 4.8). S




Hanpeanano HIV-3abondpaHe W/MAM TNPOABIKUTENTHO KOMOHHHMpPAHO AaHTHPETPOBHPYCHO
neyenue (CART). I[lanuenture Tpabea na ObAaT ChbBETBaHM Ja MOTHPCAT MEIUIIMHCKA MOMOLL
MpH NoABaTa Ha CTaBHU DOJIKH, CKOBAHOCT HA CTABUTE HJIM 3aTPYAHEHO JBHXKEHMUE,

MuTtoxouapuanna anchyskmusa: Hykneo3zupgHHuTe M HYKIEOTHAHH aHalO3W ca MOKa3aiu in
Vitro  in vivo, 4e BOAAT 10 pa3IM4Ha CTENEH Ha MUTOXOHAPHAJIHO yBpexnaHe. ChilleCTBYBAT
ChOOLEHNA 3a MUTOXOHApHANIHA auchyrxuusa npu HIV- otpunarenny kbpMmadera, H3JI0KEHH in
utero W/Wid TIOCTHATAHO Ha JeHCTBUETO HA HYKJICO3WAHHTE aHao3H. OCHOBHHUTE HeXelaHU
epeKTH Ca XeMaTONOTHYHM HapylLIeHUA (aHEeMHA, HEYTPONEHHA), MeTaOOJMTHY HapylICHHI
(XxnnepnaktalnemMus, XunepiaunazeMus). Te3nm edexTd decTo ca mpexoany. Jlokinaasanu ca u
Cly4aH Ha HEBpPONOTHYHH HAPYILIEHUSA (XUINEPTOHM, KOHBYJACHH, aHOPMAJHO mnoBeneHHe). B
HACTOALIIMA MOMEHT H€ € H3BECTHO Jajldi HEBPOJOTMYHHTE HApyIIEHHS ca TNpPeXoAHW WM
MepMaHeHTHU. BcAKo nere, NOMNOXKEHO in utero Ha JEHCTBHETO HA HYKICO3HAHH WU
HYKJICOTH/THH aHaio3H, aopd To Aa e HIV-oTpuuarendo, tpabea na 6bAe MOINO0KEHO HA €HO
KNHHUYHO W nabopaTopHo HaOMIOAEHHE, KakTO M jJa Obae HANpapeHO NBJIHO HU3CIEABAHE 3a
€BCHTYA/IHAa MHTOXOHApHAIHA AUCHYHKIUA, B Ciaydall Ha CHOTBETHH MPH3IHALM H CHUMIITOMH.
Te3n naHHH He OKa3BaT BIUSHHE BbPXY ChbBPEMEHHHTE HALHOHAJNHH MPEMOPBKH 3a W3MOJ3BAHE
Ha AaHTHPETPOBHpYCHaTta Tepands TNpd OpeMEHHH >KeHH, C LeJl TNpeaoTBpaTAsBaHe Ha
BEPTHKAJIHOTO ripeHacane Ha HIV,

Onoprionacruyan HApexkunn: [laumenTd, Nonyvasalu® IWAAHO3MH HJIM HAKAKBO JAPYro
AHTHPETPOBMPYCHO JIEUEHHE, MOrar Ja NpoABIDKAT Ja pa3BHBAT OMOPTIOHMCTHYHU MHGEKLUH
UK apyrd ycnoxkHeHus Ha HIV uHdexkumata unm neuenunero. I1o tazn npuuyuna, T¢ Tpadsa ga
OblarT peXOBHO NpOCNEAABaHH OT JieKapH € ONHMT B JEe4YeHUETO Ha cBbp3aHuTe ¢ HIV
3a00/19BaHUA.

BianMoaeHcrBHe ¢ APYrH JeKapCTBEHH NPOAYKTH:

Tenofovir: EqnoBpeMeHHOTO npunoxeHHe Ha didanosine u tenofovir disoproxil fumarate Boan go
MOBHILIABAHE HA CUCTEMHATA EKCIO3KIUANA HAa AuAaH03UH ¢ 40-60% , KOETO OT CBOS CTpaHa MOXKe
A3 MOBHIIK PHCKA OT CRBP3aHHUTE ¢ AUIAHO3UH HEXeNaHH edekTH (Bmwx T. 4.5). JloknaaeaHu ca
PEAKH CYYaH Ha MaHKpeaTUT H jIaKTaTHa aluao3a, MOHAKora (aTaiHi.

[Ipoyysany ca HaManeHd A03W AnAaHo3WH (250 mg) ¢ uen n3dArBaHe Ha NpPeKOMEpHaTa
eKCNO3NLUA Ha JUAAHO3HH, B cllyyail Ha eHOBpeMEHHO mnpHnoxeHue ¢ tenofovir disoproxil
fumarate, HO ToBa € OUJIO CBBP3aHO ¢ BUCOKA CTEISH HA BAPYCOJIOTHYEH HeycneX H OMacHOCT OT
PE3UCTEHTHOCT B PAHHHTE CTAJNH NPH MHOXKECTBO H3CIIEIRaHH KOMOUHALIHH,

Eto 3amo, He ce mpenopbyBa €HHOBpeMeHHOTO npHiokenue Ha didanosine u  tenofovir
disoproxil fumarate, ocofeHO Npy NalMEHTH ¢ BUCOK BUPYCEH TOBap ¥ HUCBK Opoll CD4 knetku.
EnHospeMeHHOTO ripuaoxeHude Ha tenofovir disoproxil fumarate u didanosine B 103m 400 mg
JHEBHO € CBBP3aHO ChC 3HAYUTEJIHO NMOHMKEeHHE Ha Opos Ha CD4 xneTkuTe, BEPOATHO ABIHKAILO
ce Ha BBTPEKJIETHYHO B3auMozeicTBHe, noBumapamo gochopunupanda (T. Hap. aKTHBEH)
OUaHO3HH. AKO Ta3d koMOHHalHs ce€ mpeleHH Kato abcomoTHO HeoOXoAuMa, TO MALHEHTHTE
TpAOBa Aa OBZAT BHUMATENHO NPOCIEAABAHH N0 OTHOLIEHHE Ha e)eKTHBHOCTTA U CBBP3AHHTE C
TUJaHO3UH HEeXeNaHU eeKTH.

Allopurinol: EgHoBpeMeHHOTO NprioxeHne Ha didanosine u allopurinol Boau no mosuinaBaHe Ha
cUcTeMHaTa ekcrno3uuus Ha didanosine, koeTro Moxe la AOBEAE A0 CBhp3aHa ¢ AMAAHO3ZUH
TOKCHYHOCT. ETO 3aillo, €AHOBPEMEHHOTO NpunokeHue Ha aliopurinol 1 didanpgiri He™

npenopbuBa. [lanueHTHTe Ha Neyenre ¢ didanosine, KOMTO ce HYXKAAAT OT npnema,fé aﬂbpuﬂﬂdb

TpabBa a NpeMUHAT Ha aANTePHATUBHO NeveHue (Bux T. 4.5). ;/-* {f}“ ot o
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Ganciclovir and valganciclovir: EndoBpemMeHHO NpuiaraHe Ha JUAaHO3WH M FaHUUKIOBUD WIH
RAITAHLHKIIOBHP MOXE fa NOBEAC A0 TOKCHYHOCT, CBbp3aHa ¢ AWAaHO3UHA. [launenTuTe TpabBa
la ObaaT BHUMaTENHO HabmoaaBauu (BX. T. 4.5).

Kombunayuu, xoumo ne ce npenopvueam: NaHKpeaTHT ((ataneH u HedartaneH) U mepudepHa
HEBponaTHA (B HAKOH Cliyyad Texka) ca pgoxnansaHd npu HIV undextupann nauuenTh,
npuematiy didanosine, saeaHo ¢ hydroxyurea u stavudine. XenaToToKCHYHOCT 4EePHOIPOOHO
YBpEXKAaHe, BOACUIM A0 CMBPT, ¢a NOKMAJBAHU MO BPEME HA MOCMAPKETHHIOBHMS MEPHOA INpH
HIV nHdexrnpaiyn nauueHTy, 1eKyBaHi ¢ aHTUPETPOBHPYCHH cpelcTBa K hydroxyurea; darainu
4epHOAPOOHH MHUMACHTH Ca NOKIAJBAHU MMO-4ECTO MM NAlMEHTH, JEKYBaHM cbC stavudine,
hydroxyurea u didanosine. Eto 3amo, hydroxyurea ne Tpafpa ja ce usnonsea npu jedyeHue Ha
HIV undexuus.

He ce npenopsusa €10BpEMEHHOTO NMPUNOXKEHNE HA pUBABMPNH U JMAAHO3UH MOPAAN MOBHLIEH
PHUCK OT HeXenaHu cbOUTHA, 0CODEHO MUTOXOHIPHANIHA TOKCHYHOCT (BHX T. 4.5).

Tpoliua nykaeosuansa repanusn: ViMa 1anHu 3a BHCOKA CTENMeH Ha BHPYCOJIOTHYEH HEYCIIEX U
OMAacHOCT OT PE3HCTECHTHOCT B PaHHHTE CTaauM Npud xoMOuHupaneTo Ha didanosine ¢ tenofovir
disoproxil fumarate u lamivudine, B pexxuM BeIHBXK AHEBHO.

IlaumenTH, NOANOXKECHA Ha AHMETA ¢ OrpaHMuYeH DpHeM Ha HaTpuii: Bcika croMammo-
yCTOHYHBA Kancyna cpabppxa 1,0 mg natpuii.

4.5 Bianmoneilicteae ¢ Apyra JeKapcTBEeHB NPOAYKTH H Jpyra <¢opMu HA
B3aHMoneHcTBHE

CneunguyHy NpoyuBanus Ha JIEKAPCTBEHHTE B3aHMOJAEHCTBMA Ca NPOBENEHH ChC 3HAOBYIMH,
CTaByIMH,  PaHMTHAWH,  JONEpPaMui,  METOKIONpaMui,  (OCKAPHET, TPUMETONPHM,
cyndrameTokcaszon, AancoH U pudadbyTHH, 663 AaHRYU 33 B3auMoeicTBHIE.

[TpunoxeHHeTo Ha AWAAHOIUH 2 yaca TIpeJH WIH €HOBPEMEHHO C raHIMKIOBHP CE CBbP3Ba ChC
cpeaHo yBenudeHue ot 111% Ha nmollTa noy kpuBara Ha miasMenata kouuenrpanus (AUC) B
paBHOBECHO CBCTOAHME (steady-state) Ha aMAaHO3MH. HesHaunTenHo Hamanenue (21%) na AUC
Ha FaHLUHKINOBUP ce HabnJasa, KOraTto JMAAHO3HH ce npuiara 2 yaca Mpefd raHIMKIOBUD, HO
He U KOraro ABaTa JIEKapCTBEHH NpOAYKTa Ce MPHeMaT eJHOBpeMeHHO. Y mpu JBaTa NMpOAYKTa
HAMA NpOMeHH Ha OBOpeuHus KnupbHC. He e M3IBECTHO Jany TE3W MPOMEHM Ca CBBPIAHH C
MPOMEHH B 0E30MacCHOCTTA HA AMAAHO3MH MM €¢eKTHBHOCTTA Ha raHuvkiIorHp. Hama naHuy,
ITOKA3BaLlKd 3aCH/IBAHE HA MHENOCYNPECHBHUTE €(eKTH HA TaHUMUKIOBUD HIH 3HOOBYAUH OT
AHAAHO3WH. DBBINpEeKH ue cTeNeHTa Ha [OBHUINABaHE EKCMO3WUMATA HA JAWJAHO3HH TIPH
€AHOBPEMEHHOTO MPHIIOKEHHE Ha BANraHUMKIOBUP HE € YCTaHOBEHa, OM MOr/0 Ja c€ O4YaKBa
MOBHUUICHHE Ha EKCHO3HIMATa Ha JWJAHO3HH, MNpH E€HHOBPEMEHHOTO MPHIOXKEHHE Ha TE3H
cpeacrea. [loaxoxdmara po3a MAHAAHO3KMH [pH  ynoTtpebaTa MYy ¢ TaHUMKIOBHpP WM
BAITAHLUMKIIOBHP He € ycCTaHOoBeHa. llauMeHTHTe, npHeMalid AMAAHO3UH B XOMOMHAUHUY C
TaHUHKJIOBUD HJIM BANTaHURKIOBUP, TpabBa na ObJaT peoBHO NPOCAEASBAHH 334 HAMYHETO Ha
CBbP3daHa C JUAAHO3HWH TOKCUYHOCT.

E,IIHOBPGMEHHUTO MPAAOXKCHHC Ha AHJAaHO3HH C JICKApCTBCHH NMPOAYKTH, 3a KONTO € U3
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In vifro naHHWTE MOKA3BaT, ¢ pHOABHPHH MOXXE Aa NMOBHIUH BbTPEKIETBUHUTE TpHochaTHH
HABA Ha AWAAHO3WH. DaTalHO 4YepHOApPOOHO HAapylIEHHe, KaKTO W NepudepHa HEBpOMaTHA,
NAHKPEATHT M CHUMIITOMATUYHA XMUIEPNAKTATEMHUA/NMAKTATHA anUao3a, ca AOKIAABaHH TIpH
NANMEHTH, [pUEeMany JAMAAHO3UH KM puOaBupuH, C¢bC WM 6e3 craByauH. EXHOBPEMEHHOTO
NpUIoKeHUe Ha pudaBUpUH U AMAAHO3UH HE ce npenophyBa (BUXK T. 4.4).

3a pasnuka OT AbBHAIATE/AUCHEprupawMTe ce TabmeTrkn Videx, CTOMalIHO-YyCTONYHBHTE
KarncyJid He ChbABXKAT aHTHAUMAHHU BeulecTBa. [1o Ta3m npuynHa, He ce 04aKBa B3aMMOAEeHCTBHE
C JIEKAPCTBEHHW MPOAYKTH, YHMATO pe3opdLHAsTa C¢€ BAHAE OT CTOMALUHATA KHUCETWHHOCT.
Koukperin npoy4BaHMA Ha JIEKAPCTBEHHTE B3aUMOACHCTBUA C HUNPO(IOKCANUH, HHAWHABHD,
KETOKOHA30J1, HTPAKOHAa30J H (JIYKOHA30J1 He NOKA3BaT JaHHH 3a 3HAUMMHU B3aUMOACHCTBHA.

[1pu nprirarade Ha didanosine CTOMAMIHO-YCTOWYHBY KANCylH 2 4aca Mpead WM €HHOBPEMEHHO
¢ tenofovir disoproxil fumarate, AUC Ha didanosine ce yBenu4apa CbOTBETHO CpeiHO ¢ 48% u
60%. Cpeanoto nopuinaBade Ha AUC Ha didanosine e 44%, korato 6ydeprpanute Tabnerku ce
npunarat 1 uvac npeam tenofovir. 1 B gpara cnyvyas (apMaxOKHMHETUYHHUTE MAapaMeTpPH Ha
tenofovir, mpunaral ¢ jieka XpaHa, OCTaBaT HENPOMEHEHHU. EAHOBPEMEHHOTO NpUIIOKEHHE Ha
AHAAHO3HH H TeHO(OBHP AHUIONPOKCUN (pyMapaT He C& MPenopbuBa (BUXK T. 4.4).

[Tpu eqHoBpeMeHnHoTO NMpuioxeHue Ha didanosine u allopurinol (14 3apaBn gobposonuu), AUC
u C,. Ha OHAAHO3HH C€ TMOBHHIABAT 3HAYMTENHO, CHOTBETHO CbC 105% u 71%. ETo 3alo,
eJHOBPEMEHHOTO TpHjoXkeHHe Ha allopurinol (kcaHTHHOB OkcuAaseH MHXHOHTOpP) ¢ didanosine
He ce npenopbysa. Ilanuenture, nekyBaHH ¢ didanosine, npy KOMTO € HEOOXOAHM NpPHEM HA
allopurinol, Tpa6pa na mpemuHar Ha anrepHaTHBHO JedeHHe (Bmxk T. 4.4). Xanthine oxidase e
eH3MM, yuacTBall B Merabonuama Ha didanosine. JJpyru WHXMOWTOpM Ha KCAHTHH OKH/a3aTa
MOXKE Jla [MOBHIIAT eKcrmo3uuuaTa Ha didanosine npyd eAHOBPEMEHHOTO UM MPHIOXKEHHE H MO
TO3U HAUMH MOBHUIIABAT BB3MOXKHOCTA 3a MOABATA HA CBbP3AHU ¢ AUJAHO3IUH HEXKENAHH eeKTH.
[TauventHTe TpAOBa na 6BAAT pelOBHO MPOCHEAABAHH 32 CBbp3aHNTe ¢ didanosine HEXeJNaHH

e(pekTh (BNXK T. 4.8).

[TpuemsbT Ha Videx ¢ xpaHa npoMeHd (apMaKOKHHETHKATA Ha JHAAHO3MH (BXK. T. 5.2).

4.6. DbpeMeHHOCT H KbPMEHE

Bpemennoct: He chlilecTByBaT CHOTBETHU JaHHH OTHOCHO ynoTrpedara Ha AMAAHO3HH HPH
OpeMeHHH XKEeHH Y He € U3BECTHO Jany JUAAHO3MH MOXe Ja IPUYNHH yBpexaaHe Ha MJ04a HiIH
2 NOBNHIE PENnpOAYKTHBHHTE BB3MOXHOCTH, KOraTo ce Mpujara no BpeMe Ha OpeMeHHOCT.
JlaktarHa anmjosa (Bmx T. 4.4), noHskora ¢aranHa, € NOKIajJBaHa NPH OpEMEHHH XKEHH,
IpHeMaid KOMOWHAlMATa AWJAHO3UH M CTaBYAHMH, CbC MM O€3 Opyra aHTMpPETPOBHUPYCH2
tepanui. ETo 3amo, ynotpefata Ha RUAAHO3HH N0 BpeMe HA OpeMeHHOCT TpAOBa Aa ce npuiara
npu abcoNMoTHA HeoOXOAMMOCT M TO €aMO, KOraTo  INOTSHLHaNHata mnon3a I[peBHIIaBa

Bb3MOKHHMSA PHCK.

TepaToreHHMTE NPOYYBAHHA MPH MJIBXOBE U 3alilM HE MOKa3BaT JA3HHH 32 eMOPHOTOKCH4HH,
eTOTOKCHYHH HNM TepaToreHHH edekT. [IpoyusaHe MpH MIBXOBE NOKa3Ba, Y€ AUAAHO3UH
/WY HeroBU MeTabonuTH MMpeMUHaBa Mpe3 LIALCHTATA B 171014,

Kbpmene: He € u3BecTHO Jand AWAAHO3MH ce €KCKPETHPAa B MAHYNHOTO MIIAKO.

KEHHUTE, NpHEMaLIH JMIAHO3MH, Ja HE KbpPMAT MOpajiH ChLIECTBYBAlATa BE3M gg%psﬁ" “Hos'ma ’P“
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ITpn nosu ot 1000 mg/kg/mHeBHO NpH MABXOBe, JHAAHO3MH € MOKazad cliaba TOKCHYHOCT 3a
KEHCKUTC U MAJIKMTE MIbX4eTa B CpefaTa M Kpas Ha Nepuoja Ha Jakrauud (HaMajleH IIpHeM Ha
XpaHa W HaJAaBaHE HA TErNI0), HO GUINMYECKOTO H (PYHKLIMOHAIHO pa3BHTHE Ha MOCHESABALIOTO
[MOKOJICHUE OCTaBa HeyBpeneHO. JlOMbIHMTENHO NpPOYYBAaHE MOKa3Ba, 4Ye€ cjie]| NMEepOpaIHo
MPUIOXKEHHE, TUIAHO3HH W/ HUIM HErOBHTE METabOIUTH Ce EKCKPETUPAT B MIIIKOTO Ha KbPMeELH
NIbXOBE.

4.7 Edextn BLPXY cnocobHOCTTa 32 MIopupaHe B pabora ¢ MalIHHK

He ca HabnonaBanu ediekTH BBPXY cIoCOOHOCTTA 32 IOGUpaHe U paboTa ¢ MALHHH.

4.8 Hexenand JJekapcTBeHH peakinnu

BnapacTrn: [lopeueTo or HabnionapaHNTE CEpHO3HM HekeNaHH eeKTH MO TIPUHLIMIT OTPA3SIBaT
KNYHUYHOTO npotHdaHe Ha HIV uudekuusra.

Ilo oTHOIIEHHE Ha NIO-paHHHTE KaHHH, BIUTIOYBALIN MOHOTEpanus, He ca HaOmonaBaHy pasIudus
B CPaBHEHHE C MPEACTABEHUTE MO~A0Y A4AHHM NIPH TPOKHA cXeMma Ha JeueHUe. B cpaBHUTENHH
npoy4BaHua Ha Videx, npunaraH BeAHBX H 2 MbTH JHEeBHO (TabneTKH), HE ca YCTAHOBEHU
3HAYMMH Pa3THYMS MO OTHOLICHHE YE€CTOTAaTa Ha NaHKPEATHTa U IEpudepHaTa HeBponaTHA.

[TankpeaTHT, KOHTO B HAKOM Cly4yau MOxke Aa Obae ¢artaneH, ce chobuapa npu < 1% ot
MalMeHTHTe, NeKyBaHK ¢ Videx cToMamrHO-yCTOWYHBM KamncyJid; MAUMEHTH ¢ Hanpegxano HIV
3abondBaHe MM aHaAMHEe3a 3a NMaHKPeaTHT ChINO MOXE Aa ca H3JO0XKEHH Ha NMOBHIIEH PHCK OT
pa3BUTHE Ha maHkpeaTHT (BK T. 4.2 u T. 4.4).

C Videx ce cepp3BaT CHMIITOMY Ha nepugepHa Hepponatus (8%) (Buwx T. 4.4).

[Ipu HIV nadekTHpaHuTE NAUUEHTH C TEXBK HMYHEH JSPHUUT KbM MOMEHTA HAa 3al0YB4HE HA
koMOWHMpanaTa aHTHpeTpoBUpycHa Ttepanua (CART), Moxe na HacTeOM  Bb3NANUTENHA
peakiua KbM aCUMITOMHU M/ OCTATBYHH ONOPTIOHUCTHUHH HHPEKUMH (BUK T. 4.4).

Hunoauctpodus u MerabonuTHN HapyueHus: KoMONMHupanaTa aHTHPETPOBUPYCHA Tepanus ce
CBBp3Ba C NpepasnpeaesieHie Ha MacTHAaTa ThKaH B OpraHusMa (JIMMogucTpodns) Npy NauueHTH
¢ HIV, Bxmountenso 3aryba Ha nmeprepHa ¥ JIMUEBA NOAKOXKHA MACTHA ThKaH, MOBHIIEHA
uHTpa-abloOMHUHAIHa MacTHa TBKaH, MOBHIIEHA BHUCLUEpallHA MAacTHa TbKaH, xuneprpopus Ha
MJICUHHMTE KJIe3H K HATPYNBAaHE HA JOp30-LEepPBUKATHA MACTHA ThbKaH (OM30HCKA rbpOulia).

KombuHUMpaHaTa aHTHPETPOBUPYCHA TEpanus € CBbp3aHa ¢ MeTaboJUTHU HapylUEHWd, Harmp.
XUMIEPTPUTIHLICPHAECMHA, XUIIEPXONECTEPONEMIA, HHCYTHHOBA PE3HCTEHTHOCT, XMNIEPriHKeMHA

U XUMephaaKkraleMus (Bux T. 4.4).

OcTeoHEeKpo3a: JAOKIagBaHM Ca CJIy4Yad Ha OCTEOHeKpo3a OC0DEHO MpH MauydeHTH C
obuiousBecTHH pHuckoBd daktopd, Hanpearano HIV 3abongsaHe ¥ npodBIKHTENHO
xoMOWHUpaHO aHTHpeTpoBUpYCHO NeueHne (CART). HectoraTa He e u3BecTHa (BUX. T. 4.4).

YecroTata Ha W3OpoeHHTe MO-JONY HEKENAHH peakuiuHu ¢ ompeaejicHa KakTo c/ASABa: MHOro
yectd (>1/10); wectn (=1/100, < 1/10); nevectu (=1/1000, < 1/100); peaxu (=1/10 000 , < 1/1
000); maoro peaku (< 10 000). I[Ipu BCAKO eaHO rpynHUpaHe No YECTOTa, HEXKEITAHUTE e@emga

MpeACTaBeHH B pel CMOpER HAMANABAHE HA TEKECTTA. ..-*1;'5*"" AL 1:\\

B enHO OTBOPEHO KJIMHHYHO MpoyusaHe (mpoyuBaHe 148), B koero yuacTBatr /482
nekyBany ¢ Videx tabl. mmoc stavudine u nelfinavir, ¥ B knHHU4HO Npoy4yBaHe




oleHABamo Videx cTOMAlHO-YCTOHYMHBH KAaNCymd KaToO 4acT OT TpoiHAa KOMOHHAUHUA mpu
Je4yeHHne Ha 255 Pb3pacTHH HHGekTupanu ¢ HIV, ca goknaapany cieaHUTe BEPOATHO CBbP3aHH

C JIEUEHUETO HEXENAHY ePEKTH (CPEAHO TEXKH A0 TEXKKH), C YecToTa = 2%:

Hapyuiennsi Ha HepBHATA CHCTEMA:

YecTH: nepudepHit HEBPOIOrHUYHH CUMNITOMHU (BKITIOYHUTENIHO HEBPOTIATHS ), MN1ABOOOIHE
CToMaliHO-YpPEeBAY HAPYLUICHHA:

MHoro 4Yecty: Auapus
YecTu: rageHe, NOBppIllaHe, KopeMHa Oonka

Hapymienns HA KOXKATA B HOAKOXKHATA ThKAH:

Yecrn: 0OpHB

O01n HapyuieHHn B epeKTH Ha MACTOTO HA NPHJIOKEHHE:
YecTu: ymopa

JlaGopaTopHu NpoMeHH:

JlabopaTopHuTe npoMeHH (CteneH 3-4), cbobluaBaHH fMpu npoyuybaHe —148 (Tabmetxu) n -152
(CTOMALLHO-YCTOHYHBY KAfCYJIH), BKIIOYBAT YBEIHUCHHE HE iUna3ara CbOTBETHO 1pd 7% U 5%,
nopuineHHe Ha ALT cwrotBeTHO npu3®% u 6%, nosumenue Ha AST cvotrBeTHO npu 3% H 5%,
MOBHIMEHHE HA MWKOYHATAa KWCEIHMHA mnpd 2% W mpuU JABeTe NPOYYBAHHA, YBENHYCHHE HA
OunupyOuHa cpoTtBetHo npu 1% n < 1% ot nanuentnre. HeytpomeHus (cremneH 3-4) ce
HabmoaaBa npu 2% OT NallMEHTHTE ¥ OT ABETE NpoyuBaHus (148 H 152), aHeMUS CHOTBETHO TpH
< 1% u 1% u TpoMGonuTonenna cboTBeTHO NpU 1% 1 <1% oTr nauueHTHUTE.

Hena: JanunTte oTHOoCHO 6e3omacHOCTTa NIpH Aella O MPUHLIMII Ca CXOAHH € Te3M, HabIonaBaHu
npu Bb3pacTHU. [Ipn koMOuHaLKSA cbC 3MAOBYANH ce HadMOJaBa NO-BUCOKA XEMATOTOKCHYHOCT
B CpaBHEHME CbC CAMOCTOATENHO MNpHIOXeHUWe Ha AuaaHo3uH. [Ipy Mamek Opoit peua ce
HaOnAaBaT TNPOMEHH B pETHHATA M 3PUTENHHA HepB, OOUKHOBEHO nNpH J03H Hal
NpenopbuBaHUTE (BXK. T. 4.4).

IocTMapKeTHHIOBH JAHHH:

MmMa cpobineHns 3a Cly4uad Ha JIAaKTaTHa auu03a, NOHAKOTa (pATAllHH, CBBp3aHN OOHKHOBEHO C
TEKKa XemaToMeranuss W XemnartajiHa crearosa, HabnoAapaHW MO BpeMe Ha ynotpeba Ha
HYKACO3HAHHA aHaNo3u (BK. T, 4.4).

CnenHuTe CHONTHS ca OTOENN3aHH B IIOCTMAPKETHHIOBUS MEPUON!

Hudexnun v nadecTanBu: CHATOATCHKT

B
Hapyumienns Ha KPbBTAa H JUMQHATA CHCTEMA: aHEMHS, IEBKONIEH U, Tpomﬁouﬂ/w{ggﬂm B
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Hapymendss Ha HMYHHATa CHCTEMA: aHAQUIAKTHYHA peaKkius



Hapymwenuns Ha Mera®0/ITH3Ma H XPAHEHETO: JIAKTATHA alW03a, aHOPEeKCHd, 3axapeH aAuaber,
XUNIOTIUKEMHS, XUTISPIITHKEMHS

Hapyilenans Ha OYHTE: CYXOTa B OUMTE, NEMUTMEHTALMSA Ha PETHHATA, Bh3MalEHHE HA OYHHA
HEpB

CTomaliHo-4peBHH HapymieRus: QIaTyJCHINS, YBeJIHUEHHE HA TAPOTHIHATA K/Ie3a, CYXOTa B
ycTara

Xenaro-OnaHapHn  HapymeHHsl: yepHoApoOHAa  CTeaTo3a,  XENaTHT, 4epHoApobHa
HEAOCTATBYHOCT (BHXK T. 4.4)

Hapylennus HA KOXKATA H MOAKOXKHATA THKAH: aJONELHA

HapynmieEnst oT CTPaHa Ha MYCKY/JIHO-CKEJE€THATA CHCTeMa H ChLEJHHUTEIHATA ThKaH:
mMuanrug (¢pe Uy 6e3 noBHiliaBaHe Ha KpeaTtHH ¢ochoknHaszara), pabAOMHONN3a, BKITIOYHTENHO

octpa Ob0peyuHa HEAOCTATBYHOCT M XEMOANANH3a, apTPalrds, MHOITATHS

O0uu Bapymenus 1 eQpeKTH HA MACTOTO HA NPHJIOXKEHHE | ACTEHUA, BTPUCaHe, OOJKH

Hicaeapanusa: MNOBUIICHA/aHOpPMAHA CEpyMHa aMMlIa3a, ankaidHa ¢ocdartaza U KpeaTuH
pocdokrHa3za.

Hapyuienns Ha BL3NPON3BOAHTEIHATA CHCTEMA H I'bPAATA: TMHHEKOMACTHY

4.9 Ilpeno3upane

He e u3BeCTeH aHTHIAOT 3a CAYYaMTE HA [pefo3UpaHe Ha AUAAHO3HH. OMUTHT OT paHHUTE
NpOY4YBaHUA, NPH KOUTO JHAAHO3HH MbPBOHAYAIHO € Npuaarad B 1034 10 nbTH MO-BHCOKH OT
NpenopbyBaHUTE 110KA3Bd, Y€ OUAKBAHUTE YCJIONKHEHHS OT MPERO3UPAHETO MOXKE [1a BKIIKOUBAT
NMa’KpeaTuT, nepudepHa HEBPONMAaTHA, XHUIEPYPHKEMHUA K YepHOAPOOHA MNCHYHKLIMS,

JnaaHo3MH He NMOAJIeXKH Ha MEPUTOHEATHA AMANK3a, MAKap Y€ ChIIECTBYBA U3BECTEH KIHPBLHC
npu xemMonuanusa. (YacTHYHOTO OTCTpPaHABaHE Ha JMFAHO3WH IO BpeMe Ha €JMH CE€aHC Ha
XeMOJHANIH3a ¢ MPOABIDKHTENHOCT CpeAHO oT 3 o 4 4. e npubimsurenHo 20-35% ot nosara,
YCTAHOBEHA B OPraHH3Ma B HAYANOTO HA JHAJIM3ATA).

5. ®APMAKOJOIrMYHHA CBOUCTBA

3.1 OapMaKOIHHAMHYHH CBOHRCTBA

Hykneo3upeH unxubutop Ha obparHara TpaHckpuntasa; ATC xoa: JOSAFO2

JInnanosuu (2°,3°-AHAe30KCHHHO3HH) € HHXMOUTOP Ha in vitro peruvkanuaTa Ha HIV B 4oBewikn
KICTbYHH KyATYpd H KICTBUHH JUHHH. Ciie[ HaBiM3aHe Ha AMMAHO3HH B KIETKATa, TOH
PEThPMNABA €H3IUMHO TMpeBpblUaHE B Auae3oKcHaneHOsHHTpHpochar (IoATP), HeroBuAT
akTHBEH MeTabonuT. B mpoligca Ha perMkandd Ha BHPYCHaTa HYKJAEHHOBA

e "_-_- “"""--1...%' ::".\
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Ocsen ToBa IIAT® unxubupa HIV-obpaTHaTta TpaHCKpHNTa3a, KOHKypHpaitku ce ¢ AAT® 3a
CBbpP3BaHE C aKTUBHOTO MACTO Ha €H3MMa, NpenoTepaTiaBaiky cuHTe3a Ha JIHK Ha nposupyca.

HsaMma ycTaHoBeHa 3aBUCHMOCT MEXAY in Vitro 4yBCTBUTENHOCTTA Ha HIV XBM AHAAHO3UH M
IIMHUYHUSA e¢ekT oT nedyeHuero. [lonoOHO, pe3ynTarure OT H3CIAEABAHUATA HA HH BHTPO
YYBCTBUTEIHOCTTA BapHpaT B [IHPOKM TpaHULM, KATO METOAMUTE 3a YCTAHOBABAHE HA
BUPY/IOTHYHHTE OTTOBOPH HE Ca JaKa3aHHU.

Mzanmonspaiiky TabnetHata ¢opma Ha Videx e HanpaBeHa oneHKa Ha edekra OT CXeMara Ha
PUIIOKEHHE HA MPOAYKTA 2 IbTH JAHEBHO, CAMOCTOATE/IHO UM B KOMOHHALIUA CbC 3UAOBY/IHH, B
HAKQJKO TOJIEMH PaHAOMHU3UPAHH KOHTPOJIMpaHH kNHHWYHM npoyuBaHus (ACTG 175, ACTG
152, DELTA, CPCRA 007). Te3su npoy4uBaHHs MOTRBPKAABAT HaMAallCHHA PHCK OT
nporpecupadHe Ha zabonsaBaHeTo, npuyvuHeHo oT HIV WM ot cMBpPT Mo BpeMe Ha JieHYeHHE C
Videx TabneTky, caMOCTOATENHO WIH B KOMOWHAIMA ¢ 3UOBYAUH, B CPABHEHHE ¢ MOHOTEpanus
CbC 3HAOBYOHWH NpH HHPexkTUpanu ¢ HIV HH}.‘[HBH,IIH BKJIIOUHTEIHO BB3PACTHH CBC HAH 0Oe3
cUMNTOMaTHKa, ¢ 6poil Ha CD4 < 500 KIETKH/MM® H Oena ¢ J4HHW 3a UMYHOCYIpECHH.
[TspBOHAYANTHATA KIMHUYHATA 10134 OT Je4eHHeTo ¢ OydepHHu TadneTkn Videx 2 ObTH JHEBHO €
JeMOHCTpHUpaHa MpH Bb3pacTHU npH npoyuBaHero ACTG 175. Tosa npoydyBaHe TNOKa3Ba, e
OCEM CEeIMHIM JieYeHHe ChC 3UNOBYANH, Videx tabneTkH 2 mbTH JHEBHO, wid Videx tabnerky 2
MbTH AHEBHO + 3UAOBYIHH HaManspa cpelHuTe rnnasMeHy Hupa #Ha HIV PHK crotBetno ¢ 0.26,
0.65 u 0.93 log;o xkonua/mn. B ycnoBuA Ha neYSeHWE C TPH MPOAYKTA B €ZHO PAHAOMH3HPAHO
oTBopeHo (open label) npoyusane (START II) ce nmpaBu cpapHeHHEe Ha koMOHMHauuATa Videx
(200 Mr) 2 NbTH OHEBHO + CTaByAHH + UHAMHABHMP CBHC 3HAOBYAUH + JTAMMBYAUH + UHAWHABHUP.
START II (n=205) nemoHCTpHUDPa, Ye B TeueHHe Ha 48 ceAMULM HA JIEUeHHE, DE3YJ/ITATHTE Ca B
non3a Ha cxeMara ¢ Videx. Brhpekn ToBa He MoXe Ja C& HaANpaBAT OKOHYATEIHH U3BOAM BE3
OCHOBA Ha JAHHHUTE OT JIBATa PEXKUMA.

JInaHO3WH HMa MHOTO ABJBI BRTPEKICTBYEH XHBOT (> 24 4.), KOETO NNO3BOJIABA KyMYJIHpaHe Ha
Heropata (apMaKkOJOrdH4HO AaKTHUBHA ChCTaBKa JIATE 3a NpoABIKHTENHH NEPpUOAM OT BPEME.
Tosa no3BoJisBa OpUIaraHeTo Ha Ha obmaTa JHeBHA f03a Videx BEIHEX AHEBHO.

[TpoBeneHH ca HAKOIKO KIHHUYHM MpoyyBaHHa ¢ Videx (TaGneTkH), Npunaraiy BeAHbXK JHEBHO,
a UMEHHO:

B ycnosusATa Ha TpoliHa Tepanus, paHXOMU3IKPAHOTO OTBOPEHO NpoyuBaHe —147 nokassa, ye NpH
[IOBEYETO ACHMIITOMHM nalueHts (n=123) c¢bc CTaOWIHO CBCTOSAHHE MpUH TAXHATA MHPBA
koMOMHHpaHa Tepanusi, ChAbpkama Videx pBa MBTH JHEBHO, NPEMHHABAHETO KbM NOAO0OHa
cXeMa C TpM TMpOAYKTa, ChAbpxkamia Videx, mpunaraH BeJHbBXK AHEBHO, HAMa €(EKT BLPXY
KpaTKkoTpaiiHaTa (24 ceqMUNM) ChIECTBYBALlla aHTUBHPYCHA €(EKTHBHOCT.

PanpomMusnpaHoTo orsBopeHo mnpoyuBaHe —148 (n=756) cpapHsBa Videx BeaHBX IHEBHO +
CTaByguH + HenduHaBUp CbC 3UAOBYAWH + naMuByIuH + HenduHasup. Crnej 48 ceamuuu
NeyeHne, pe3yATaTHTE ca B MOA3a HAa CXEMara, ChbAbpXaua 3WJOBYIWH (JBa IIbTH JHEBHO),
NAMHBYIMH H HeNndHHABHpP, B CpaBHEHHE CbC cXeMmara Videx BeIHBX AHEBHO, CTaBYAWH H
HendHHABHp, TIO OTHOIIEHME HA JENbT [AIHEHTH C HEOTKPHBAEM BHpPYCeH TOBap (AEHBT
nanenTd ¢ HIV PHK konusa < 400 xonua/ml e 53% 3a cxemara, cpabpxkama Videx, u 62% 3a
CpaBHUTENHATA cXeMa), Bblpekn ToBa, MOpaau METOAONOrMYHH ChOOpaXKEHUS HE MOXE Ja ce
HANPABY OKOHYATENEH H3BO OT TORA MIPOYUYBAHE.

EdextuBHocTta Ha Videx cToMawHO-yCTOWYMBH KAICYJM € OIll€HEeHA NpH JIeYeHHEe HA
HenekyBaHH HH(pekTHpaHu ¢ HIV BB3pacTHM karo 4YacT OT TpoHHA CXeMa, B JIBE Hﬂgﬂv&mmﬂmu)
paHAOMH3HPAHH OTBOPEeHM KIHHWUYHKM npoyuBaHusa. Ilpoyusaneto —1352
Videx cToMatllHO-yCTOMYHMBM Kancyiu (BeJHBXK AHEBHO) + CTaBYIHWH
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3UJOBYAHH + naMHBYAWH + HenduHaBup. ONpeaeneHUAT OT MPOTOKOJIA AaHATH3 MOKA3Ba, 4
aensT Ha mayHeHTHTe ¢ HIV PHK xomusg < 400 konus/ml, npes 48 ceamuna e nmoxobeH npu
ABETE CXeMM Ha JjiedeHdHe. CxonHo HamasleHue Ha log), Ha maasmenata HIV PHK cnpamo
H3XOJHHTE CTONMHOCTH (OCpeHEHa BEB BPEMETO pa3iinka) € HabmoaasaHo NpU ABATA PeXUMa Ha
NEYEHHUE.

B npoyusanero —158 (n=134). AHTHBHpYCHATa aKTHBHOCT H MMOHOCHMOCT Ha Videx cromamHo-
YCTOHYHBH KaNCyJIH € cpaBHeHa ¢ TaDIeTKH, KaTo U ABere GOpMHE ca MpUJIaraHy BeAHBK JHEBHO
B KOMOHHaums ©bC CTAaBYAWH ¥ HeadpuHasup. Cnen 24 ceAMHUHM NpochensBaHe W [PH ABETE
CXEMH Ha JICUCHHE MMa CXOJHO NOHIKEHWE Ha logy Ha mnasmenata HIV PHK B cpasHenne c
U3XOJHHTE CTOHHOCTH (OCpelHeHa BBB BpEeMeTO pa3dnuka). [lenbT mauueHTH ¢ HEOTKpHBaeM
BUpYCEH ToBap (rpaHuua 3a otkpuBaHe < 400 kormus/ml) € equH U cbllf ¥ NpH ABere GopMH Ha
Videx. Ilopanu BHcOKaTa cTelneH Ha oTrmagaHe oT ToBa npoyuBaHe (>50%) He Moxe fna ce
HalpaBH OKOHuaTaNeH W3BOoA. EdexrnBHocTTa HAa Videx CTOMAIHO-YCTOHYHBH Kancyjid HE €
YCTAHOBEHA MpH MaUMEHTH ¢ HanpeaHano 3abondBaHe WM TIPH NAllMEHTH, NOJIAraHd Ha
UHTEH3UBHO AaHTUPETPOBUPYCHO NIEYSHHE.

CeBpeMEHHHTE RAHHM [10KA3BaT, 4Y€ PE3UCTEHTHOCTTa KbM  didanosine e psaako cpellaHo
ABICHUE, C YMEpEHa cTeneH. JMAaHO3ZHH-PE3UCTCHTHH H30/1aTH ca OHIH H3CIeABAHH in VIvo H
ca CBbp3aHH CbC cOEUU(PUYHU FEeHOTHIIHH U3MeHeHUss B ofyacTra Ha KoJoHa 3a oOpaTHa
TpaHckpunTtasa (komaoHd L74V (umah-vecto), K6SR, MI184V u T69S5/G/D/N). KnuHuuHHuTe
H30J1aTH, TIOKA3BAIKM HaMajieHa YYBCTBUTEIHOCT KbM JHAAHO3HH, C€ ABJKAT Ha €JHa WM
MOBEYES CRBP3aHU C AMAAHO3MH MYyTauuu. MytupanuTe BUPYCH, chabpxaiuy L74V, roxassar
HaMaJleHa BUPYCHA aKTHBHOCT, KaTO Te€3H MYTAHTH OBP30 Ce BPBIIAT KbM IThPBOHAYATHHSA THII B
NPHUCHCTBHETO Ha AnAaHOo3MH. KpbcTocaHa pPe3sMCTEHTHOCT MeEXAY AWAAHO3MH W IpPOTea3HH
MHUXUOUTOPH WU HEHYKICO3UWAHH MHXMOWUTOpPH HAa ofOpaTHaTa TpaHCKpHUIITa3a € HeoOHvaliHa.
KpbcTOoCcaHa pe3HCTEHTHOCT MEXIY AMJAHO3MH H HYKJIECO3HWJHH HHXUOWTOpHM Ha oOparHarta
TpaHCKpuNTaza € HaOmogaBaHa B H30JATH, ChbABPKAINM MYATH-PE3HCTEHTHHM MYTALMH, KaTO
Q151M u T69S-XX (Ha M4CTOTA HAa €1HA AMHHOKHCENHHA CA BMBKHATH 2 aMHHOKHWCEINHH) H
MHO€ECTBO CBBP3aHU ¢ HYKJICO3WAHUTE aHano3u MyTtaunuu (NAMs).

5.2 PapMakOKHHETHYIHH CBOiCTBA

BnipacTHu

AGcopOuua: qUnaHo3uH ce pasrpaxaa Opp3o npu kuceno pH. I'panynure ot Videx cromaruHo-
YCTOWYHBY KaIcCysiu ocBoOOXAABAT AUAAHO3HH NIPH N0-BHCOKOTO pH Ha THHKHUTE YepBa.

B cpaBHeHME ¢ KapTHHATA HA CNAAHO, MpUeMaHeTo Ha VideX CTOMAIUHO-yCTONYMBH Kancyiu
3a€THO C XPaHH ¢ BUCOKO ChAbpKaHUe Ha Ma3HUHM 3Ha4uMO HamansiBa AUC (19%) u C ., (46%)
Ha AMAAHO3UH. EJHOBPEMEHHOTO NMpueMaHe Ha Videx CTOMalIHO-YCTOWUYHBH KalCyNH 3aelHO C
JeKa Xpana, 1 4. npeau WK 2 4. ClIel NMpUeMa Ha JieKa XpaHa BOAM A0 3HAYMTEIHO HaMansBaHe
kakTo Ha AUC (cpoTBeTHO ¢ 27%, 24% 10%), Taka u Ha C, HA AMAAHO3UH (CBOTBETHO ¢ 22%,
15% u 15%) B cpaBHEHHE CBC CBCTOSHHETO HA MNIATHO.

B apyro mpoy4BaHe mMpueMbT Ha Videx CTOMAIIHO-YCTOMYHMBHM KancynH 1.5, 2 U 3 yaca npeau
IeKa XpaHa BOMH N0 €KBHBANEHTHH CTORHOCTH HA Cp 1 AUC cnipaMo Te€3H, HabnoAaBaHH MpH

MpHUEMa Ha IJ1afHo.
3a MHHHUMH3MpaHe Ha edexkTa Ha XpaHata BbpXY (papMakOKMHETHKAaTa Ha AMIAHOZMH, -Videx..

xpaHeHe (BUX T. 4.2).



B cpaBHeHHE ¢ NMpUllaraHeTO Ha LENH CTOMAWIHO-YCTOHYHMBH Kancynd Videx Ha npaseH cToMax,
jobaBaHeTO Ha OOBHTHUTE C LEN MNpeanasBaHe OT pasrpaXJaHETO B CTOMAaxa TIPaHyIKH
OIMAAHO3HH, KbM KHCEJIO MJISKO HIH SOBJKOB COC BOJAK A0 3HAYHTENHO noHuxeHue uHa AUC
(¢bOTBETHO ¢ 20% U 18%) H C, o (chOTBeTHO € 30% U 24%).

ExsuBanenTHu croiiHoctd Ha AUC ce HabniofaBaT 3a kancynHata 4 TadneTHa ¢opma Ha Videx
npH 34paBd AoOpoBonuu 4 juua, uHpektupann ¢ HIV. Cxopoctra Ha pezopbius Ha Videx
Kancyniy e no-0aBHa B cpaBHeHME ¢ TablleTkuTe; CTOHHOCTTA HA Crpy 33 CTOMALIHO-YCTORYUBUTE
karcynu e 60% ot croifHocTTa 3a Tabnerkure. Bpemero 3a gocturade Ha Cp,, € NPHOIH3HTENHO
2 4. 3a Videx cromaulHo-ycToM4MBH Kancynu v 0.67 4. 3a Videx tabnerku.

[Ipn 30 nauuenTa, npuemMany egHokpaTHo auAaHo3uH 400 mg, BeAHbX JHEBHO, HA IMIAJHO, TIOX
dopmara Ha Videx croMmainHo-ycToRYMBY kancyny, AUC e 2432 £ 919 ng-h/ml (38%) (cpenno +
SD [%CV]), a Cax 933 = 434 ng/ml (47%)

Pasnpenenenne: O0eMbT Ha pasnpesaeseHlHe PH PaBHOBECHO CbCTOAHUE (steady-state) e okoJo
54 |, koeTo npeanmosnara W3BECTHO NMOEMaHe Ha AWJAAHO3IHMH OT TENECHUTEe ThKaHHW. HHBoTO Ha
AMAAHO3HH B LepedpocHHANHATA TEUHOCT eIUH Yac cliex uHQy3Us Bb3nu3a cpeaHo Ha 21% ot
ChOTBETHOTO MJIA3MEHO HUBO.

Metaboaussm: Merabomu3MbT Ha AHJAHO3WH NpU 4oBeka He € oueHapaH. Ha Oazara Ha
[IPOYYBAHHA NPH XKUBOTHH o0a4e ce AONYCKa, 4€ TOi CE€ OCBIIECTBABA M0 CBIUTE MbTHIE, KAKTO
npU eTUMHHAPAHETO HA SHAOreHHH NYPUHH.

Ennmannpane: CpefHHAT €IMMHHALMOHEH MOAYXHMBOT CAiel UHTPABSHO3HO MPHIOXKEHHE HA
AWAaHO3HH ¢ mnpubnuzurenHo 1.4 h. buOpeunnar knupbHC npeacrasngsa 50% or obMAT
Teneced KAUpBHC (800 ml/min), koeTo nokaspa, 4e B ENUMHHHPAHETO H2a AUAAHO3WH IIpe3
OnOpeunTe yuacTBa axTMBHaTa TYOynHa cekpelUs B [JOMBJHEHHE KbM TIJIOMEpY/HAaTa
dunTpalng. Bp3cTaHOBABaAHETO HA AWAAHO3HH OT YpHMHATa npeicTaBisBa npubausurenso 20%
OT J03aTa NpH nepepatHo JedyeHue. Hama gaHHM 3a KYMynMpaHe Ha JUAAHO3HH ClE NEPOPATHO
MPHI0KEHHE B IPOABIDKEHNE Ha 4 CEAMHIIN.

HepHoapoOHO HapyLIeHHE: He «ca wabmojgaBand crneuu¢puyHU TNPOMEHH BBB
(apMaKOKHHETHKATA Ha AMAAHO3HH [PH IALHUEHTH ¢ XeMO(QHIIUA ¢ XPOHHUYHO, NMEPCHCTHpALIO
NoBHIIEHHE HA YepHOApoOHUTE (DYHKLUHOHANHH €H3UMH (N=5), KOHTO MOKE Ja Ca MOKa3aTelHH
34 HapylleHHe Ha udepHoApoOHATA (QYHKUHMA; MALUMEHTHTE C XeMOMIHA, ¢ HOPMAJNHK WIH
MOBHILUEHH B MO-MaNiKa CTENeH YEpHOAPOOHH PYHKLUHOHANTHH €H3NMHM (n=8), KAKTO U NOpH He-
XeMOMUNHYHH MalUeHTH ¢ HOPMAIHY HHBa HA eH3uMMTe (Nn=8) clied eAMHHYHA UHTPaBSHO3HA
U4 nepopanHa Ao03a. PapMakOKHHETHKATA Ha ANIAHO3IHH € MpOy4BaHa ChIUO MpH 12 nauuenra,
kouTO He ca HHekTHpanu ¢ HIV, ¢ yMepeHo (n=8) a0 Texko (n=4) uepHOZpOOHO HapyuieHHe
(Child-Pugh Class B u C). Cpexnuure croitnoctd Ha AUC un C,, Chea egHokpaTHa ao3a OT
400 mg mgupaHo3uH ca npubnuzutenHo 13% n 19% noBuiueHH, CHOTBETHO NPU TALMEHTH C
YepHOAPOOHO HAPYIIEHHE B NIPH CHOTBETCTBAINKMTE UM 34paBH CyOekTH. CtoifHOCTHTE Ha AUC H
Cmax MPH TE3H MAMEHTH ¢ YepHOOpPOOHO HapylleHHE ¢a MoAOOHH Ha Te3u, HabNMoOAaBaHU MpH
3/jpaBU CyOeKTH OT JIPYTM IPOYYBaHHA ¥ Ca B paMKHUTE Ha (PapMaKOKHHETH4HATa Bapﬂaﬁunﬂocr

Ha AWAAHO3HH (BX. T. 4.2). e \\
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H¢ C€ OTKpHBAa B MEPUTOHCANHHA AHMANHM3AT; Bb3CTAHOBABAHETO MpPH XEMOAMANM3A BapHpa OT
0.6% no 7.4% ot nosara npu 3-4 yacosa quanu3a. [TanMeHTHTE ¢ KpeaTHHHHOB KIHPBHC <60ml/]
MOXeE Zia Ca ¢ MOBHIIECH PHCK OT AMAAHO3MHOBA TOKCHYHOCT, MOpajH HaMaleHHd KIHPBHC Ha
NeKapcTBOTO. [Ipy Te3u MaLueHTH ¢e npenopb4Ba HaMansBaHe Ha Ao3ara (Buxk T. 4.2).

Hena

Hama cneundmvnu QapMmakokMHETHYHM AAHHH MpH JAela, NeKyBaHH ¢ Videx cromaimxo-
YCTOHUYMBH KamncyJu.

5.3 IlIpeaknEEnYHH JaHHH 3a He30MacHOCT

Hali-auuckara neranHa ao03a B NPOYYBaHHA 33 OCTPAa TOKCHMYHOCT BBPXY MHIIKH, TUIBXOBE H
Ky4eTa e no-rongMa ot 2000 mg/kg, koero € ekBuBasieHTHO mpubausuTenHo Ha 300 nbTH NO-
BHCOKA 10332 OT MaKCHMAJHATA MPENopbYBaHa K034 MpH YoBeka (TableTkH).

TokcHuHOCT mnpH MHOroKpaTHo mnpuanoxeHne: B npoyuBaHHS 3a TOKCHYHOCT IIpH
MHOT'OKPATHO MEPOpaHO NPUIOKEHNUE CE YCTAHOBABAT JaHHM 33 1030-3aBHCHMA TOKCHYHOCT MO
OTHOILIEHHE Ha CKeleTHara MYCKyJaTypa MNpH rpu3avyd (HO He U IIpH  KydeTa) Clex
NpOABJKUTENHO (> 90 nHM) npueMaHe Ha AWAAHO3UH B A03M, npubnusnutenso 1.2-12 mpTH Mo-
BUCOKH OT OIpeAECIICHUTE NP Y0BEKA.

OcpeH TOBa, B MPOY4YBaHUA 32 MHOTOKPAaTHO MPHJIOXKEHHE MPH KY4eTa U INIbXOBE CE€ YCTAHOBABA
JEBKOINEHUA, KAKTO U CTOMAIHO-YPEBHH HApPYILEHUA (PeAKN W3NPAXHEHUS, IMaphs ) APH KyYeTa,
MpU FO3U NPHOINIUTENHO 5-14 MBTH NO-roieMH OT MAKCHMAJIHaTa 032 NPH HOBEKa.

Kanueporennocr: B npoyuysaHWd 3a KaHLUEPOTEHHOCT ca HabMoOAaBaHH He-HEONNACTHYHH
U3MEHEHHUA, BK/IIOYBAILHM MHUOMATHA Ha CKeJIETHATA MYCKYJarypa, YepHOApPOOHH HW3MEHeHWd H
exzalepbanmna Ha CNOHTAHHA BB3pacTOBO 0OYCNOBEHA KapAHOMHUOMATHSL.

Bbpxy MHLIKM M MUTBXOBE €a NMPOBEAEHH [MPOYYBaHHA 3a KaHIEpOreHHOCT ChOTBeTHO 22 m 24
Mecena (Ipuiarade Ha TipoaykTa ¢ xpanara). He ce nHabntomaBaT ynexapcTBeHO 0OyCIIOBEHHM
HOROOOpa3yBaHHA B HHTO €lHA OT TPETHPAHUTE C JUAAHO3UH IPYNH MHLIKH 10 BPEME WIH B Kpas
Ha nepHola Ha npvemane. Ilpu naexoBe ce oTOensA3Ba CTATUCTHYECKH 3HAYHMA [MOBHIUEHA
3a00/1€BAEMOCT OT 3IBPHHUCTOKAETHYHH TYMOPH NPH KCHCKUTE, MOJY4YaBalM BHCOKA 71033, OT
MOAKOXEH (UOpOCApKOM M XMCTHOLUHTEH CapKOM IPHU MBXKHTE, MOJyYdaBajd BUCOKATA 033 H
XeMaHTHOM TIpH MDBXKKHTE, MONAydaBand BHCOKH M CpeAHHM A03d AMAaHO3HH. Bpp3kata Ha
JIEKAPCTBOTO M KIMHNYHATA 3HAYMMOCT Ha T€3M CTATUCTHYECKH JAHHH HE Ca SCHMU.

I'enoToxkcHunocT: PesylraruTe OT NpOyYBaHHATA 34 T€HOTOKCHYHOCT MOKA3BAT, Y€ JUAAHO3UH
He ¢ MyTareHed B OHONOrHYHO H (PapMakKOJIOTHYHO PEIEBAaHTHH A03H. B 3HAYMMO NOBHIEHH
KOHLGHTpallid HH BHUTPO, F€HOTOKCHUYHHUTE e(eKTH Ha JHAAHO3HMH Ca CXOAHM MO BEJHYHHA C
TE3H, KOUTO ce HabmoaaBar npu ecrectbenute JTHK Hykneosuns.

PenpoaykrusHocT: IIpd nnbxoBe, AHAaHO3UH He HapyllaBa perpoAyKTHBHATa CIOCOOHOCT Ha
MBXKKHTE U XX€HCKH POJMTENH MPH JICUSHHUE IIPEly U 110 BPEMe Ha ONNOKAAaHETO, OpeMEHOCTTA B
KbpPMEHETO IIpH JHEBHH K03M AMAAHO3UH g0 1000 mg/kg. [Ipn npoyuBaHHsa BepXy NpeHaTaNIHATA
4 NOCTHATANHATA TOKCHYHOCT HA JUIAAHO3UH MNPH [LUTBXOBE, HE Ca YCTAHOBEHH TOKCHYHH €(EKTH.
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Kapmenoza HaTpnii

Huetundgranar

Cononumep Ha MetakpuinoBa kucenuna, 30% nucnepcus (EUDRAGIT L[L.30D-55)
Hatpues HuLIeCTEH MTHKOAAT

Tank

ChCTaB Ha Kancyiara:
Kenatuu

Hatpues naypuncyngar
Turtanuer guokcung (E171)

CreTaR Ha MacTUNOTO (TOAHO 3a MOrIblaHe MacTHIIO):
Hlennak

[IponnneHrauKoN
FD&C Blue #2 Aluminium Lake (E132)

6.2 HecLBMECTHMOCTH

He ca uzBecTHH.

6.3 Cpok Ha roanocr

2 TOIUHHU

6.4 CnenuaJiHi ycJIOBHA Ha ChXpaHEHHE
Ha ce cexpanspa mox 25°C.

6.5 Tannn 3a onaKkoBKAaTa

[lo 10 6pos TBBpau kancynu B 6aucrepu ot PVC/monnerunen/ACLAR/anymMmuaneso ¢onuo. Ilo
3 daucrepa (30 Kancynu) B €AHA OMAKOBKA.

6.6 Cuenuajins npeana3s MepKH NPH H3XBLPJISHE H paboTa

HensnoasBaHWAT NPOAYKT HIH OCTATHYHHUTE MaTepuanyd TpaOBa Ja 6b1aT H3XBBPAEHH CBITIACHO
MECTHUTE H3UCKBAHHA.

7 TIPATEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA
Bristol-Myers Squibb Kft; Szatadsag ter 7;
1054 Budapest, Yarapua

8 HOMEP HA PA3PEIIIEHUETO 3A YIIOTPEBA | K i
20010970 7T e T



9 HATA HA ITHPBO PA3PEINABAHE 3A YIIOTPEBA
04/10/2001

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA
02/2009
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