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KPATKA XAPAKTEPHCTHKA HA IPOJAYKTA

1. HME HA JEKAPCTBEHHA IPOOYKT

Videx EC 125 mg cTOMamHO-yCTOHIABH TRHPAH KaTCYTIH.

2. KOMYECTBEH H KAYECTBEH ChCTAB
Besika TBBpAa CTOMAIIHO-YCTOHM EA KallCyJla ChABPKA 125 mg AURaHO3HH (didanosineg).

3a RN CIMCEK HA ITOMOIMHNTE BEIMECTBA BIOK T. 6.1

3. JIEKAPCTBEHA ®OPMA
CToMamHo-yeToiYUBH KaIICyaH, TBEPAH

Cromamigo-ycTol9MBHTE KalCyMH Ca MaToBO Oelm ¢ gepBeH Hammuc "6671" BLpXy enmmata
nonosrHa 1 "BMS 125 mg" sspxy Apyrara.

4.  KJIPHEAYHE JAHHU

4.1  Iloxazamms

Videx e mokasad 3a Jrevenne Ha uupekrHpanm ¢ HIV-1 namments, B koMOHBaUHS ¢ OpYTH
AHTHPETPOBHPYCHY JIEKAPCTBEHH MPOAYKTH.

4.2 J03HpoBKa H HAYHH H2 HPHIOKEHNE

3a mepopanHo IpenoKeHHe.

Tel kaTo abcopbrmara ma didanosine Hamanssa B MPHCBCTBATE HA XpaHa, CTOMAIIHO-
yeroitaueute kancynu Videx EC, Tpa6ea na ce npueMar Ha IipaseH ctoMax (Hali-Manko 2 gaca
npeny WM 2 gaca cnex xpasese) (BIK 1. 5.2).

JozapoBka

Videx EC croMallHO-YCTOHYHRH Kancynn MOXe ja ce npHeMa pemamx (QD) wm fepa meTH
(BID) pmerno (Bmk T, 5.1).

Bripacruu: Ilpenopruanara AHEBHA 5033 33BHCH OT TENJIOTO HA MALMEHTA:
e 33 mapgenTH = 60 kg: 400 mg nueBHO
e 33 napwentH < 60 kg: 250 mg nuesHo

Ha rabnmiata no-gony ca NpelICTABSHH CXEMHTE Ha IPHIOXKEHHE 32 BC
CTOMAIIHO-YCTOMHHBHTE KATCYNH:




CHOTBETCTRALL PEXKHM

1 kancyna or 400 mg (repnmx
NHEBHO)

HIH

1 kancyna or 200 mg (mBa DETH
IJHEBHO)

1 xancyna or 250 mg (BexHbK
ZHEBHO)

WIH

1 kamcyia or 125 mg (nBa neTH
JIHEBHO)

O61ma qaeBHa Ao3a
400 mg

Tenmo ;fa mampeyTa
260kg

<60 kg 250 mg

Hena ua BB3pacT Hax 6 rogume: YnorpeGara Ha Videx EC cromamso-yCTORHMBY KANCYNH HE
€ CHeNHaTHO npoyibaHa IR Jend. Hpenopmnanara nHeBHa 033 (Bh3 OCHOBA Ha IUIOMA HA
TeecHaTa HOREpXHocT) € 240 mg/m’ (180 mg/m B KOMOHHAIIHA CBC SHIAOBYHH).

Jena ma Bu3pact mox 6 ropmam: CTOMANHO-YCTOHUMBHTE KamcCylH He Tpabpa az 6nxar
OTBApSHHU, HOPaAH BBE3MOIKHOCT OT HeBOJHA acimpamid. ETo 3a10, TO3H JEKAPCTEEH HPOAYKT €
MPOTHRONIOKA3aH HPH Ta3H BE3pacToBa rpyna. CHHICCTBYBAT JPYTH HO-IOTXOAMIH JIeKAPCTEEHH
dopma Ha Videx.

- AxanTHpaBe BA 703aTA

HauxpeaTut: 3HaYHTEHOTO MOBHIABAHE Ha MAHKPEacHATa AaMHIa3a Hallara CBOEBPEMEHHOTO
OpeKpaTdBaNe Ha JIeYCHHWETO H BHPMATENHA ONSHKA Ha BH3MOKHOCTTA 34 HAIMYHE HA
IAHKPEATHT, HOPH TIP¥ JIMTICA HA CHMITTOMH Ha NaHKpeaTut. Br3oGHOBIBAHETO HA CHOTBETHATA
cxeMa Ha JieueHue TpaOea Jja CTaBa caMo ClieHl M3KMOYBaHe Ha MABKPEATHT MIX CHell BPpllaHe
KEM HOpMa Ha KIHHHIHO-OHONOTHYHHUTE TIOKa3aTelH, H TO caMo aKko JICICHHETO Ce NPeNeHH KaTo
HAaTeXamo,

Bu6peano yspexuane: Ilpenopsuea ce cieiHaTa KOPEKIS Ha J103aTa:

KpeaTuH:HOR KINHPBHC Terno Ha nauueHTa
(ml/min) = 60 xr. <60 xr.
o0Ita nHeBHA 4032 obma JHepHa Kosa
260 400 mg 250 mg
30-59 200 mg 150 mg*
10-29 150 mg* 100 mg*
<10 100 mg* 75 mg*

*He criqecTByBa Videx cTOMAIHO-YCTOHUYMBY KANCY/IH B Takasa KoHUeHTpamus, TpaGea na ce

H3MONI3Ba alfTepHATHBHA ()OPMa Ha NPOTYKTA.

3a mpeamouMTane € J03ara Ja ce npiuara cuef Amanmza (Bwk T. 4.4). He € HYXHQ CIIen

XeMOaHali3a fa ce npuiiara JoITBIHUTENHa J03a.

Ieprdepna HeBpONATHN: aKO C€ Pa3sBUAT CHMATOMH Ha NepH(iepHa HEBPONATHA (oﬁmmoneﬂo
XapakTepH3Hpalla ce ¢ NOCTOSHHO K3YpPBMBaHe, MpaByykaHe MM OONKHM B-XOX
anaHuTe) (Biok T. 4.4), natpeHTaTe TpsaOBa Aa IPEMHHAT HAa AlTCPHATHBEH JICKap
aKo € TOAXOAAMmO. B peliu CiIysak, KOTaTo TOBA € HEYMECTHO, MOXe Jia ce obcx, u
Ha [lo3aTa Ha JMAAHO3WH, KOraTo CHMOTOMHTE HAa Tiepu{epHara HEBpO




HENOCPEACTBEHO HalmoeHne M e NONNGPIKAHA. 33[OBOJUTENHA BHPONOTHYHA CyNpecHsd.
3a10BONHITEHATA NONI33 OT HAMATARAHE HA fio3aTa Tpabea na ce GanaHcHpa IPH BCEKH CITyYal, B
CpaBHEHME ¢ PHCKOBETE, KOMTO MOraT na NpPOH3TECKAT IIPU Tasy ONeHKAa (Hamp. MO-HHCKU
MEXIYKIETEYHH KOHIEHTPAIHH).

Yeproapobno yspexnase: He ce npenopruBa HAKAKBA CIElHMaIHA KOpeKIAA Ha J03aTa IpH
NALEHTH ¢ yepHoapoOno napymenue. Tesn manuesTH TpaGra na 6paaT PpeHOBHO HPOCHEABaHA
33 KIXHHHYHE NPH3HAITK HA NHAAHO3MHOBA TOKCHYHOCT. MOHMTOPHPAHETO Ha IUIa3MEHHTE HUBA
HA JUHAHO3HH MOXEe Ja CIIOMOTHE 3a OTKPHMBAHE Ha TE3M HapylIeHHs, HO B HACTOAIIKI MOMEHT,
HAMA JaHHW [O3BOJISBAINM JABAHETO HA HAKAKBH cneldrYHM NPEnopeKH M0 OTHOIUEHHE Ha
TAPreTHHTE Nia3MeHd HuBa (BIK T. 5.2).

Metox Ha npnaoKenne:

C ornen onTUMH3MpaHe Ha pe3opOIpsra, CTOMALIHO-YCTOHYHBHTE KancylnH Tpadsa ja ce
npuemar ¢ Hali-Manko 100 ml Bona. Ylaupentrte TpsbBa na OBNAT HHCIPYKIHpPAHU A HE OTBAPAT
KalCy/IuTe ¢ [es IHO-MECHOTO MM NIPHeMaHe, Tl KaTo ToBa Moxke A2 Hamama abcopOimara (BIK

1. 5.2).

4.3 YIpoTHRONOKAZABNSA

_CepexayecreurensocT kM didanosine Mns KBM HAKOE OT IIOMOIIHHTE BEIIECTBA.
Jena mox 6 rogumba Br3pacT (PHCK OT HEROIHA aCIHPALHA);

4 44 - CoenmajEM npexynpexIeRHs A APeANa3nd MepKkd HpH ymoTpeda

Hankpearnt: V3pecTHO €, Ue NaHKPEATHTHT € €IHO OT CCPHO3HHTE YCAOKHESHNI P NAITHeHTH,
unexrapanu ¢ HIV. Crino Taka Tofi ¢e CBBp3Ba ¢ JEYEHHETO ¢ AHAAHO3MH M B HAKOH CIIyJau
Bomu Ko araned usxox. Junanozun TpabBa fa ce WBNON3EA ¢ H3KIIOYATE]IHO BHMMAHUE IpH
TAITHEHTH ¢ aHAMHE34 33 AaHKPeaTHT, YCTaHOBEHA ¢ NONOKUTe/IHA 3aBHCHMOCT MEXAY PHCKa OT
TIaHKpeaTHT M JHEBHATa J034. :

Bupard KOrato KIHHHYHOTO CHCTOSHME Hamara, NpHeMBT Ha JHUNAHO3MH Tpsbea Aa Ouje
BpPeMEHHO MpEYCTaHOBEH J0 H3K/HOYBAHC HA JAMAar#Ho3aTa NaHKPEAaTHT Ypes NOAXOAIIH
naGoparopuu H o0paznan mcnensadud. IlomoGHO Ha TOBa, KOTATO Ce Hamara JiedeHue ¢ IpPYTH
JeKapCTBeRH NpOXYKTH, 32 KOHTO € H3BeCTHO, Ye BOIAT HO YBpeskHaHe Ha DaHkpeaca {(Harp.
TIEHTAMMAHH), IPHEMET Ha JAUKAHO3KH TpAOBa Nla ce HpeKpaTABa BHHAIH, KOraTo ¢ BE3MOMHO.
HeoGxomumo € HempexbcHaro  HaGmopeHwe, B Clydafi Ye eJHOBPEMEHHOTO JICUCHHE ¢
nemsbexao. [fpu 3¥aYMMO NOBMINEHM OMOXHMEYHH MapKeDH 32 IAHKDEATHT, HOPH IpH
OTCHCTEHE Ha CHMITOMH, TpaGBa Zla ce OOMMCIH NpeKpatABaHe Ha NpHeMa. 3HATHTECHHOTO
fIOBHLICHHE HA TPUIALIEPHAMTE € eAHA OT M3BECTHMTE NPHYMHH 33 NAHKPeaTHT M Haara
PEnoBHO IPOCiefgBaRe.
;

Mepudepsa mepponatns: IlanueHTH Ha AMAAHOSHH. MOraT JA pa3BHAT TOKCUYHA mepudepHa
HEBpOUATHAA, OOHKHOBEHO XapakTepusypalia c€ C OBYCTPAHHO JUCTaiHO H3TPEHIIBAHE,
MpaBydKaHe 1 GONKH B XOJIANAaTa M Io-pAAKO B 00NacTTa Ha Juanute (BxK. Touka 4.2).

HzMeHeHHA B PETHHATA HJIH 3PHTEAHHA HEPB: NPH IALMEHTHATE HA JIEYCHHE C
PE/IKM CIYHaH ce HOABSBAT H3MEHCHUs! B PETHHATA WIH 3pHTENHMI HEPB, 0CO0CHO
BUCOKH OT Npenopsyanute. FiMa choOImenns 3a JermrMeHTanus Ha petatara. 1T




Ha nevenue ¢ Videx TpsabBa na ce 0OMECITH NPOBEXKIAHETO HA PEFOBAM TIPETVICAM HA peTHHATa
cJiell pasIIEpABaHe Ha 36HUIIATA,

JlakTaTRa an@ge3a: JNAKTATHA auuio3a, OOMKHOBEHO CBLp3aHA ¢ XENATOMEraNHA H
yepHOApoOHA Crearo3a € JOKNAJBAHA TPH YHOTpaGara Ha HyKIEOSHAHH aHaoza. PanHWre
CHMITTOMH (CHMITTOMATHYHA XHNEpPHaKTalieMus) BIUTIOUBAT 00POKAadeCTREHH XPAHOCMUINIATE EH
cuMITOMH (rajele, TOBpHIUAHe M KopeMHa Goika), Hecremudmusa oTHanHanocT, 3aryba Ha
aleTHT, 3aryba Ha TerIo, AMXaTeiHy CUMIOTOMH (YHecTeHO W/HIM IEI0OKO AWINAHE) W
HEBPOJIOTHYHM CHMITOMHM (BKIIOYHTENHO ABMraTensa cnaboct). JIakTaTHaTa arginosa BOKH 10
BHCOKA CMBPTHOCT M MOXKe Ha ObJe CBBp3aHa ¢ DaHKPeaTHT, wepHoApobBO mnm GBOpedso
HApYLIeHHE. )

JlaktaTHaTa anuA03a OOMKHOBEHO HACTHIIRA CKOPO HITH CJIEH HAKOIKO MEceHa JIeucHHe.
JleyeHHeTO ¢ HYKNEO3MOHH aHAmo3H TpaOea fa Owje IPeycTaHoOBEHO NpPH M[0ABATa Ha
CHMIITOMATHYHA  XHOepIaKramemMua W MeTabonurHa/MaKkTaTHa — auugo3a, I[POrPecHBHA
XemaToMeramud KM OBp30 DopviuaBaHe HpBaTa Ha aMMHOTpaEc(epasmre. Heobxomumo e
MOBMINEHO BHHUMAHHE NPH HA3HAYABAHETO HAa HYKACO3MAHH AHANO3H NPH BCEKH NAUHEHT
(ocofeHO NpE KEHH ChC 3aTHBCTABANE) € XCNATOMETAMd, XeNaTHT WIH JPYTH HM3BECTHM
dhaxTopy, MpUUMHABALIA YepHOApOOHO 3aboiieaHe H WepHOApPOOHA creaTosa (BKOYHTENHO
HAKOH JIEKAPCTBEHH NPONYKTH U akoxoln). [TarmenTuTe Mu(eKxTHpany eAHOBPEMEHHO C BHpYca
ma xeratur C ¥ Nexysanu ¢ anda-unTepdepoH H PUOABMPHH ca M3FOXKEHH Ha OCOOEH pHCK.
TlanueHTHTe ¢ HOBUIIEH PHCK Tps6Ba Ja 6BAaT PeAOBHO NPOCIEAABaH (BEXK ChIO T. 4.6).

Yepuoapotun 3aboassanus: YepHonpoOHH HapyINeHHS ¢ HEH3BECTHA €THOIOTMA C€ CpellaT
PAZAKO NpE MALMEHTHTe JeKyBauy ¢ JunaHo3uH. [larmenTure Tpa6ea na Gbaar HabmofaBaHH 3a
HOBHIIEBaHe HUBATA Ha SH3MMETE, KATO IIpHeMa Ha JHAAH03MH TpadBa ja Obie npeycTaHoBeH B
cryuadi, 9e ensmMATe OBAAT IOBMNICHM Haf 5 HETH COPAMO IOPHATA FpaHHIla Ha HOpMara.
[osTOpHO npIIOXKeHHe TpAOBa Aa ce OOMMCHA CaMO, akO TOTEHUMATHWTE YION3H  ACHO
npeBHINARA OTEHIHANHHTE PHCKOBE.

BesomacHocTTa M e(ekTHBHOCTTA Ha Videx IpH IAHMEHTH CBC 3HAYMMO CBHOBTCTBAIMO
4epHoApobHO 3a00NABaHE HE € ycraHoBeHa. IlamueHTHTe C XPOHMYEH XeNaTHT Bywm C, Ha
KOHTO Ce mnpmiara KOMOMHHPAHO aHTUPETPOBUPYCHO JIEYEHHE ¢a ¢ BHCOX PHCK 32 TEXBK M
daranen uepuoapobeH warmMAent. B ciydall Ba €IHOBDEMEHHO AHTHBEPYCHO JIEHCHME 3a
xemarur B miu C, Mond 3anospaiite ce ¢ ofobpeHara MH(pOpMamus 3a T3 JeKapCTBEHH
TIPOAYKTH.

IIpu mammpeHTHTe C MPEANECTBAM YEPHORPOOHM AHCQHYHKUMH, BIIIOYHTENHO XPOHKYCH
AKTHBEH XENATHT ce HabniofiaBa IO-BMCOKA YECTOTa Ha  HepHOXpoOHMTE (yHKIHOHATHE
Hapymedws, N0 BpeMe Ha KoMOWHMpaHaTa AHTHPETPOBMPYCHAa Tepanmi H TpabBa Aa ce
HpOCIeAABAT CHOPEN CTAHNAPTHATA YPAKTHKA, B cnyyaif ma jadHM 3a° BIOLDABaHe Ha
yepHoapoGHOTO 3a00/ABaHe NpH Te3W HaNMeHTH, Tpibsa Ja ce oOMHCIY BB3MOKHOCTIA 3a
IIPEKHCBAHE HIH NpeYCTaHOBABaHEe Ha JICUCHHETO.

Ceaapom Ba mmymrna peaxtEsamua: Ilpn HIV madexraparsire NalUMeHTH C TEXBK HMYHEH
nebHIMT KBM  MOMEHTA Ha 3anoyBaHe Ha KOMOMHMpanara aHTHPETPOBMpPYCHA Tepariit
(CART), Moxe Ha HACTHOM BR3NANMTENHA PEaKUMs KBM -aCHMITOMHM MWIH OCTATHIHH

Ha cramraromuTe. OGHKHOBEHO, TaKHRA peaxKyiy ce Habmongear B paMKMTE HA OLPB

cemMHUIH WM Meceld oT samousade Ha CART. Kato TakuBa npumepn Moxe X Conar,
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HH(EKIY ¥ MHEBMOHHATA NpAYUHEHa OT Prneumocystis jiroveci (B MHHAJIOTO H3BECTHA KaTo
Preumocystis carinii). BCHUXH CHUMIOTOME Ha BB3IaicHMe Tpabea za GBIar oueHeH: M HpH
HEODXOAHMOCT Aa O'B/le Ha3HAYECHO JICUCHHE.

JInnopucrpodus u MeraGonaTrH papymenns: KoMOMuHpaHOTO aHTHPETPOBHUPYCHO JICUCHIE
H CBEP3aHO C NpepasNiafelieHHe Ha MACTHATA THKAH B OpramusMa (JMuofmcTpodms) mpH
nmaugenrare ¢ HIV. JsArocpodruTe NOCIEACTBES OT TE3H CIIyHaH B HACTOAIIHI MOMEHT HE ca
m3BecTHH. Ilo3HAHMATA OTHOCHO MEXaHM3Ma Ca HEeNBAHHM. DBpb3KaTa MeKAy BHCLEpanHaTa
munmoMatosa 1 PIs u numoarpodusta 1 NRTIs e B kpera va xumotesute. [I0-BHCOKUAT —pHCK
OT JHMOAHCTPO(HS Ce CBBP3BA KAKTO ¢ HIKOH HHAVMBHNYANTHH (aKTOPH, KaTo IO-ToJMa
BB3PACT, TaKa # ¢ (JAKTOPH, CREP3aHH CHC CAMOTO JIGKAPCTBOTO, KATO IPONBILKHTENHOCT HA
AHTAPETPOBHMPECHOTO JeYeHwe M CREp3anuTe MerabomuTim wapymenws, Kimnuinoro
uichenBaHe TpaOBa Ja BIUHOYBA ONEHKA Ha (u3MYecKHTe MpPM3HAIM HA MAacTHO
npepastpeseneure. TpsaGea a ce Mva NpeBHA H3MEPBAHETO HA CEPYMHHTE JMITUAH Ha IIafHO
¥ Ha KpBBHATa 3axap. JIMuuAHUTE HapylreHHA TpabBa Jia Ce JEKYBAT CBIVIACHO KIHHHYHHTE .
BB3MOKHOCTH (Bk T. 4.8). :

Ocreonexposa: BBIpEKH, Ue €THOTOrHATA Ce IpHeMa 3a MHOrO(AaKTOpHa (BKAIOYHTEIHO
yrmorpefa Ha KOPTHKOCTEPOHMAM, KOHCYMAIlHd HA AJIKOXOM, TeXKA MMYHOCYIIPECHS, ¥IO-BHCOK
HEAEKC Ha TEJIeCHATA Maca), CITyJau Ha OCTEOHeKpo3a ca ¢ho0masany, 0cobeHO NpH MalMenTy ¢
panpegHano HIV-zabonpane WM NPOABDKHTENTHO KOMOMEHPAHO aHTHPETPOBHPYCHO
negenne (CART). Hauuentire TpaGea na 65037 CHLBETBAHH Ja NOTHPCIT MEJMIMHCKA HMOMOIX
TIPH [OABATA Ha CTABH¥ OOMKY, CKOBAHOCT HA CTABMTE HIIH 3aTPYAHCHO NABIDKCHHE,

Mpuroxonapraana aacyaxmus: Hykaeosupuure H HyKICOTHOHH AHANO3M cd NOKa3aH in
Vvitro B in vivo, 9e BOJAT A0 pasiMiHA CTeNeH Ha MATOXOHAPHANHO yBpexnaHe, CHIECTBYBaT
crOOIeHNs 32 MATOXOHAPUANia quchyrkms nps  HIV- oTpuuatentu kbpMayera H3I0KeHH in
utero W/WIA NMOCTHATANHO HAa NEHCIBHETO HA HyKICO3HAHUTEe aHano3u. OCHOBHMTE HEKENaHH
edlekKTH €3 XeMATONOTMUHM HapymieHus (AHeMHS, HEyTponeHus), MeTabONMNTHH HapyINeHHs
(xunepnaxraneMus, xunepnunaszemus). Teau ederxrn yecto ca mpexoaud. JoxnamsaHd ca M
CIly4ad Ha HEBPOJIOTHYHM HADYUIeHHA (XWMIIepTOHHMA, KOHBYJCHH, aHAPMAJHO mosenenve). B
HACTOAIHY MOMEHT He € M3BECTHO AAIM HEBPOJOTMHMHMTC HAPYINCHHA c& NpPEXOMHH K
nepMaHeHTHH. BCAKO Jere NONJIOMEHO in ufero Ha -JMEHCTBHETO HA HYKICOSHEHH HIIH
HYKJIEOTHIHH aHano3#, gopu To fa ¢ HIV-orpunarenso, TpadBa Aa 6bJe MOANCKESHO HA eIHO
KIMHUYHO K abopaTopHO HAOMIONEHHE, KakTo H Aa 0pAe HampaBeHO IBJIHO H3CACABAHE 3a
€BEHTYAIHA MHTOXOHAPHANHA AUCHYHKIHA, B Ciydall Ha CHOTEETHH NpPH3HAUM M CHMITTOMH.
Te3H MaHHM He OKa3BaT BIMAHME BHPXY CHBPEMEHHHTE HAIIHOHAIHM NPENOPHKH 32 H3NOJ3BaHe
Ha AHTHPETPOBHpPYCHATa Tepammd NpH OpeMEHHHM JKSHH, C LI NpPeJOTBpAaIABaHE Ha
BEPTHKATHOTO HpeHacsaye HIV.

Ounopriorncraynn AEgexuan: [larpenty, nonyyaBauji AUAAHOSMH MM HAKaKBO APYro
aHTHPETPOBHPYCHO JISICHAE MOTAT A2 IPOBIDKAT d Pa3BHBAT ONOPTIOHHCTHIHY HH(EKIIHH MM
npyTH yenoxsenns Ha HIV radesayasra wnu nesennero. ITo Tasu nputmua, Te Tpadsa fa 6Baat
PENOBHO TIPOCASAABAHE OT JICKAPH € OIIUT B JICUCHHETO Ha ceEp3anute ¢ HIV 3abonapanms. -

BianmojeiicTBHe ¢ APYra JeKAPCTBENH NPOAYKTHR:
Tenofovir: ExsoBpeMernoTo Ipunokenue Ha didanosine 1 tenofovir disoproxil fumarate
NOBHIIARAHE HA CHCTEMHATA eKCIIOMIHS Ha AunaHosuH ¢ 40-60% , KoeTo oT cBoA
Ia TIOBMIIE PHCKA OT CBap3aiHTe ¢ AMHAHO3HH HeweNnaHu edexru (Bmk T. 4.5).
PEKH CIyHa| Ha TAHKPEATHT M JIAKTATHA alH7I034, NOHAKOTa (aTaTHH.




[Ipoyusasy ca HamanesH HO3M IMAaHO3MH (250 mg) ¢ uen usbarsaHe Ha IpeKOMepHATa
eKCIO3ALMA HA NHAAHO3WH, B Clydyall Ha eAHOBpEeMEHHO IpuioxeHHe c tenofovir disoproxil
fumarate, Ho ToBa € GUIIO CBBP3AHO C BUCOKA CTENECH HA BHPYCONOTHYEH HEYCHEX M ONACHOCT OT
Pe3HCTEHTHOCT B paHHUTE CTafu¥ HPH MHOXKECTBO M3C/IeBany KOMOHRAIHH

Eto 3amo, He ce mpenophbyBa eAHOBPEMEHHOTO NpHiaokeHue Ha didanosine u  tenofovir
disoproxil fumarate, ocofeHo TPy NaLHeHT! ¢ BHCOK BHPYCEH TOBAp H HUCHEK Opoii CD4 kneTku.
Exnospemennoto npnoxenye Ha tenofovir disoproxil fumarate u didanosine 8 pozu 400 mg
JHEBHO € CBBp3aHO CBC 3HAUHMTENHO MOHIKeHMe Ha Opoa Ha CD4 kinerkmre. Ao TasH
koMOHHaluA ce NpelieHW KaTo a0CONIOTHO HeoOXOAWMa, TO NAUHEHTHTEe TpabBa Aa 6BIaT
BHHMATENIHO ITPOCNEeJABAHH II0 OTHOLIGHHe Ha eeKTHBHOCTTA M CEBP3aHHTe C JWIAHOZHH
HewkeNaHH edekTH.

Kombunayuu, xoumo ne ce npenopwugam: naskpearut (dataner n Hedartanen) u nepudepHa
HeBponaTHs (B HAKOM CHydaW Texka) ca Joknaneagy np HIV wAdekTHpany nauueHTH,
npuemantyn didanosine, saenHo ¢ hydroxyurea u stavudine, XenaToTOKCHYHOCT H 4epHOAPOOHO
yBpek/JaHe, BOASLIM K0 CMBPT ca JOKIaHBaHH [0 BpeMe Ha OCMapKeTHHIOBYA liepuox npu HIV
HHbEKTHpaHH TalMeHTH, JNeKYBaHW ¢ AHTHPETPOBHPYCHHM cpeacTa M hydroxyurea; tharanHu
4YepHOAPOOHH WHIMEESHTH ca NOKIAJBAHM [MO-YeCTO NpH NAmHEHTH JNexyBauu ¢ stavudine,
hydroxyurea u didanosine. Eto 3amo, hydroxyurea ve TpA6Ba Ha ce M3MON3Ba IIPY JieYEeHHE Ha
HIV ymdexuus.

Allopurinol: Exnospemenroro npunoxenve ua didanosine u allopurinol soxu xo nosunasane za
cecTeMHaTa excnosunud Ha didanosine, koero ja HoBele 10 CBBP3aHa ¢ AUAEHOZHH TOKCHYHOCT.
ETo 32110 enHOBpeMeHHOTO IpAiokeHue Ha allopurinol u  didanosine, He ce npemopbusa.
IManuenture Ha MeveHie ¢ didanosine, KoUTO ce HY:KIaaT OT npuMa Ha allopurinol Tpabea na
TIpEMUHAT Ha alTepHATHRHO JeueHne (BHXK T. 4.5).

He ce mpenoppusa ef0BpeMEHHOTO NPUIIOKeHHEe Ha pHOABUPHH U JUAAHO3HH, [Iopagy MOBHIICH
PHCK OT HejkeNany ¢H6uTHa, 0coBeH0 METOXOHAPATHA TOKCHIHOCT (BHK T. 4.5).

Tpolina nykneosngna Tepamnsa: MmMa NaHHK 32 BUCOKA CTENSH HA BHPYCOJOTHUEH HEYCIEX H
ONACHOCT OT PEe3NCTEHTHOCT B paHHHTE CTANHM NpH KoMOHHHpaHeto Ha didanosine ¢ tenofovir
disoproxil fumarate u lamivudine, B pexxuM BegHBK NHEBHO.

IlanMeRTH WOMJIOMKeHH HA AHeTa ¢ OrpaHH4Yed NpueM Ha Hatpwmii: Besgka croManino-
yeTofivKBa Kancyia ceabpika 0.53 mg HaTpuil.

4.5  Jlexkapcreenn m Apyrit HopMH Ha B3aHMoAelcTBIA

Crel(pHUHH MPOY4YBaHMS HA JIEKAPCTBEHHTE B3aUMONEHCTBYA ca NMPOBEIACHH CHC 3UAOBYAMH,
CTaBYJHH, pAHWUTHAWH, JIOmepaMHp, Merowionpamuy,  (ockapHeT,  TPHMETOIPHM,
cyndameroxcason, fancod U padadytun, 6e3 naHnu 3a B3auMoneiicTaHe.

Tlpunoxenuero Ha AMAAHO3UH 2 Yaca NMPeAM MIH €JHOBPEMEHHO C FaHLHKIOBHD CE CBHP3BA ChC
cpenHo yBenuuenne ot 111% Ha miolnTa noj KpHBaTa Ha IuiasMmeHata KoHieHTpauus (AUC) B
paBHOBecHO cberoAHHe (steady-state} Ha mumanosmn. Hesnauurenso Hamanenue (21%) ua AUC
Ha FaHUHIUIOBHP ce HabNioAaBa, KOraTo JUAAHO3HH Ce Npuiara 2 4aca NpelH TaHUMIJIOBUD, HO
HE M KOTaTo aBarta JICKApCTBSHH NPOAYKTA & NpHEMAaT €SHOBDPEMEHHO. H HpH ABaTa NpoayKTa
HAMA NpoMeHH Ha OBOpeunHus wiupbHe, He e H3BeCTHO FanH TE3H NPOMEHH Ca.CRBP

npoMeHH B Ge30MacHOCTTA Ha AMIAHO3MH MIH e(eKTHBHOCTTA HA TaHLUKIIOB




FIOKA3BAIM 3ACIVIBAHE Ha MHenocyrpecHBHure e(eKTH HA TaHIMKIIOBHP MM 3HIOBYAHH OT
IUIaHO3WH. BhOpeky, de CcTeneHTa Ha [OBHIIABAHE CKCUOMIHMATA HAa JHAAHO3MH IIpH
€IHOBPEMEHHOTO IPUIMKEHHE Ha BAIFAHUMKIOBUD HE € YCTaHOBeHa, 6u MOTNIO Ja ¢€ 0YaKsa
YIOBHIIEHAE eKCIIO3HMIUATA HA THIAHO3HH, [IPH SOHOBNSMEHHOTO NPHIOKCHHE Ha TE3H CPeCTRA.
Iomxonamara Ko3a JUAAHOSHH NPy yroTpebara My ¢ TaHUMKIOBHP HAM BAIraHIHKIOBHD HE €
ycTaHoBena. IlauuenTure, TpreMan(y [JUAAHOSMH B KOMOMHAIMA ¢ TAHLMKJIOBHD HIM
BaITaHIMKIOBED TpabBa fa OBAaT peAOBHO MPOCHEJABAHM 32 HAIMYMETO HA CBBp3aHa ¢
AAAAHOZMH TOKCHIHOCT. ’

EnHoBpeMEHHOTO NPHICKEHHE HA NAASHO3HH C JIEKAPCTBEHH IIPONYKTH, 3d KOUTO ¢ H3RECTHO, e
ApHIHEARAT Neprd)epHa HeBPOTATs HIH NAHKPEAaTHT MOKE Ja IIOBHINH PHCka OT [OABATA HA TE3U
TOKCHUMM ABIeHWA. IIanMenTH, mody9JaBaliH Te3M HpoAykTH Tps6sa ja Geaar HabmofaBamm
BHMMATEJIHO.

In vitro naHHWTE TIOKA3BaT, ¥e pUOABHPHH MOXE A2 HOBHINM BETpEKIeTHYRMTe Tpudochariu
HWEA Ha Aunano3uH. ParanHo yepHoapoOHO HapymeHHe, Kakro M nepudepHa HeppomaTHd,
FAHKpeaTHT H CHMITTOMATHYHA XUNeplaKTaTeMusa/IaKraTHa agupo3a, ca AOKIaiBaHH IIpH
DANMEHTH DpHeMajd JUJA2HO3MH W pubaBupHH, ¢ HmH Ge3s craBymud. EAHOBpeMEHHOTO
YIPIIOKEHHe Ha PHGABAPYH ¥ MU@HOZHH HE Ce TIpenopsaa (Brok T. 4.4.

3a pasuka OT ALBYAINTHTE/N@cHeprHpamuTe ce Tabmerxu Videx, croMauino-yCTOMMMBHTE
KAIICYRH He CHIbPXa aHTHANUIEH BemecTsa. 110 Ta3H IpIiHEA, He ce 0YaKBa B3aHMOJEHCTBHE ©
JIEKAPCTBEHH NPOAYKTH, 4YHATO  pezopbiusra ce BHAE OT CTOMAMHATa KHCENHHHOCT.
KoHKpeTar Ipoy4Banus Ha JEKApCTBCHHTE B3ANMOEHCTEUA ¢ IATIpOdsIoKCaliiy, HHIHHABUD H
(IyKOHA301 He MOKAa3BaT NAHHH 32 3HAYHMH B3aHMOCHCTBIL.

IIpu mpunarase Ha didanosine croMaliHO-yCTOMTIBH Kalicyn: 2 yaca IpeiH HIH CXHOBPEMEHHO
c tenofovir disoproxil fumarate, AUC wa didanosine ce ypenudaBa CLOTBETHO CPeAHO © 48% u
60%. Cpenroto nopumaeare Ha AUC na didanosine e 44%, xoraro Gydepupature TaOGIeTKH ce
npunarar 1 wac mpemu tenofovir. I B gsata ciydas (apMaKOKMHETHYHHTE IapaMeTpH Ha
tenofovir npmEIarad ¢ jileka XpaHa, OCTAaBaY HENPOMEHEHH. ENHOBpEMEHHOTO NPHIOXKCHHE Ha
FETAHO3HH ¥ TeHO(OBHP TU30MPOKCIUI yMapaT He ce npenopkysa (Bik 1. 4.4)

TIpu ensoBpeMensoTo Npwioxkenue Ha didanosine u allopurinol (14 3apasu noSposomm), AUC
u Cp. HA JANAHOZHH Ce HOBHINABAT 3HAYMTEIHO, CHOTBETHO cbc 105% m 71%. Ero samo,
eZHOBPEMEHHOTO MprUioxkenue ma allopurinol (KcaHTHHOB oKcHazeH mHxubuTop) ¢ didanosine
He ce mpemopbusa. Ilanuentute, nexysanu ¢ didanosine, mpu KouTo e HEOOXOZHM NpHEM Ha
allopurinol TpsbBa 2 MpeMUHAT Ha aTepHATHBHO jedenwe (BbK. T. 4.4). Xanthine oxidase e
eH3HM, ydacTeam( B Merabonmmsma pa didanosine. [IpyrH HHXBOUTOpDH Ha KCaHTHH OKHZA3ara
MOKEe Aa HOBHOIAT excrosuiuara uwa didanosine mpH €HOBPEMEHHOTO MM INPHIOMKECHHE M 110
TO3H HAYMH [OBHIUABAT BH3MOMHOCTA 33 TIOSBATA Ha CBBP3aHM ¢ QUZAHO3MH HEXelaHH edexTH.
IJaugenture Tpa6pa ja 6BOAT pefOBHO NMPOCIeAABAHH 3a cRhp3aHuTe ¢ didanosine HexeNahu

edpextH (Brox T. 4.8).

Ipuema Ha Videx c xpaua npoMens $apMaxoKMHETHKATA Ha AUAAHOSHH (BXK. T. 5.2).

4.6. BpeMeHHOCT H KbpMeHe

Bpevennoct: He CBIICCTBYBAaT CHOTBETHH NAHHH OTHOCHO yrorpefara Ha
GpeMeHHH JKCeHU H HE € M3BECTHO JaTH AHJAHOZHH MOXE Aa NPUIHHE YBPEKN;
na fOBNMMAE PerpoTyKTHBHHTE BB3MOXKHOCTH, KOTaro ce mpHiara Io Bpe

Ao ‘g‘wi*‘

7



JlaktatHa amunoza (swx T. 4.4), Donskora (aTalHa © NOKIAABAHA NPH GpeMEHHM SKCHH,
IpHeMamy KOMOWHAIMATA /MAAHOMH WM CTABYOWH, ¢ MM Oes jpyra aHIBpETpOBHPYCHA
tepamusa. Ero samo, ynorpe6aTa Ha JHEZHO3HH YO BpeMe Ha GpemeHHOCT TpAGBa ja ce rpliara
mpe aGcomorHa HeoOXOAMMOCT M TO CaMO, KOrarto NOTeHIMAIHAaTa MON3a NPEBHINABA
BE3IMOMKHMS PHCK.

TepaToreHHuTe MPOYYBAMYA TIPH IUIEXOBE ¥ 3aHIN He TMOKA3BaT HAHHM 32 eMOpUOTOKCHICHH,
deroTOKCHYEN WM TeparoreHHM edexri. IIpoydsaHe mpy IUIBXOBC IOKA3BA, Y& JMIAHO3HH
W/iH Heroky MeTaboyiiTy NPeMMHABA IIPe3 IUTANEHTATA B XUI0/1a.

Knpmene: He e u3BecTHO AanH AUAAaHO3HH Ce GKCKPeTHpa B MaiuaHOTO Misko. [Ipenopstsa ce
JKEHUTE, NPUeMaIny JUNAHOSHH /3 He KBPMAT MOPajil CHIBECTBYBALATa BE3MOKHOCT 3a T0ABa
Ha CepHO3HH HeXejIaHH peakiluy y KbpMayerara.

Ipu gosu ot 1000 mg/kg/aHeRHO NPH IIEXOBE, THAAHOSHH € TOKA3all ciaba TOKCHYHOCT 3a
JEHCKHTE H MaJKHTE ITEXYETa B CPe;laTa ¥ Kpasd Ha NepHoka Ha JakTauus (HamaneH pHeM Ha
XpaHa M HaxjaBpaHe Ha Terio), Ho (u3idecKoTo M (GYHKUMOHANHO PasBUTHE HA MOCIHENBAINOTO
NOKONEHHE OCTaBa HeyBpeAeHo. JIONBIHMTENHO IPOyYBAHE IIOKA3Ba, TC Clief HEPOpaiHo
NpUNOKEHNe, AMAAHO3HE WIJIH HeTOBHTE MeTabOoMATH Ce eKCKpeTHpa B MIAKOTO Ha KbpMEIH

ILTEXOBe.

4.7 EdexTH BEPXY cnocodHocTTa 32 modrpane i padoTa ¢ MATAHA
He ca Habmogasary edexTi BEPXy cnocoSHOCTEa 3a modupane H paboTa ¢ MalUKHH,
4.8 Hewxenann egexra

Buipacran: [Topeue or HabmMOIaBaHHTe CEPHO3HH HEXENAHH e(eKTH 0 NPUHIMII OTPasiBaT
KJIMHHYHOTO nipoThuane ya HIV mabexumaTa,

ITo oTHOMEHNE Ha NO-PARHUTE AAHHH, BIIIOYBAIIH MOHOTEpanus, He ¢a HabIronasauy pasHist
B CPABHEHHME C NpeNCTABEHATE IO-FOIy JaHHHH IpY TPoHHA cxema Ha JiedeHue. B cpapHuwenHu
npoydBanEs Ha Videx, mpwiaray BeAHBX ¥ 2 IBTH JHEBHO (TableTkH) He ca YCTaHOBEHH
SHAMMMM PATTIMYS IO OTHOIICHHE YECTOTaTa Ha MAHKPEeaTHTa U repuepHaTa HEBPONATHA.

IlaHkpearuT, xko#To B HAKOH Ciaydam Moxe Aa Opae datanes, ce cpobutaBa mpu < 1% or
NAIMEHTHTE, NeKyBaH ¢ Videx CTOMAIIHO-YCTOHYHBH KaNCy/; NAUMEHTH ¢ Hanpeanano HIV
3a60/IARaHE WIH aHAMEE3a 33 [IAHKPEATHT CBIN0 MODKE A ¢a H3MOKEHH Ha MOBHIIEH PHCK OT
pasBuTHe Ha naHkpeatyT (BIK T. 4.2 1 T. 4.4).

C Videx ce cenp3par cuMnToMy Ha nepudepra Hepponatua (8%) (Bink T. 4.4).
ITpu HIV undexTapaHuTe DALHEHTH C TEXBK HMYHEH AeQUIUT KbM MOMEHTA Ha 3al0o4BaHC Ha

koMOHHMpanaTa auTHperpoeupycHa Teparma  (CART), Moxke fAa HACTBNH - BE3NAIHTENHA
PeaKITA K6M ACHMITTOMHH KJIM OCTATHLYHH OTIOPTIOHACTHYHM MHeruun (8K T. 4.4).

Jvmonuerpodus W MeTaGonmuTHE HapyeHns: KomOunupanaTa aHTHPETPOB
CBBP3BA C Nipepasnpeenctte Ha MACTHATA THKAH B OpraHuama (InojucTpo
¢ HIV, sxmounrenso saryba Ha nepudepHa M JIHLICEA MOJKOXKHA MAaCTH

e




HHTpa-a6IOMMHANHA MACTHA THKAH, TOBHINCHA BHCIIEPANTHA MACTHA TBKAM, XHOEPTpo(ud Ha
MIIEYHHTE JUTe3H M HATPYNBaHE Ha J0P30-IepPBHKANHA MacTHa ThKaH (OuzoHCKa rypbuiia).
KomOuHMpanata aHTHPeTPORUpPYCHA Tepalis € cBhp3ada ¢ MeTalONUTHH HapyNIeHMH, Havp.
XHIIEPTPATJALIEPHAEMES, XHIIEPXONCCTEPONIEMHs, MHCYIIMHOBA PE3HCTEHTHOCT, XHIICPITIMKEMILL
# xunepnaxrateMus (BIK T. 4.4). -

OcTeoHeKpo3a: JOKAaNBAHM €A CIOyYad Ha OCTeOHeKpoza OcoOeHO UNpH Ta3HeHTH ©
OONIOH3BECTHM pMCKOBH (paxropy, HaupefHanto. HIV 3zaGonssane M NPOXBIDKHTENHO
koMGHHHpaso arTHpeTpoBupycHO neuerte (CART): UectoTaTa He € H3BeCTHA (BHXK. T. 4.4).

YectoTata Ha u3bpoennTe IMO-NONKY HEKENAHH PEAKIMA € ONpeAeneHa KaKTO CjefBa: MHOIO
gectd (>1/10); wectn (>1/100, < 1/10); Heuecrn (>1/1000, < 1/100); pemxn (=1/10 000 , < 1/1
000); Muoro pemia (< 10 000). Ilpu BesKo eXHO IPyIHpaHe TI0 H9ecTOTa, HexKenanuTe edexra ca
MPeJICTAREHHM B pell CIIope] HaMaJIABaHe Ha TeXKecTTa.

B enHO OTBOpEeHO KNMEMYHO mpoyusade (npoyusame 148) B xoero yuactear 482 niaiHeHTa
nexysauu ¢ Videx tabl. nmmoc stavudine u nelfinavir, ¥ B KMHEYEHO NpoyYBaHe (MpoyIBaHe 152),
onensisamo Videx croMammBo-yerofdMBH KarcyilE Karo 4acT OT TpoiiHa KomOuHamms NpH
nedenye Ha 255 pr3pacTay padexTaparn HIV, ca JoKIansaHM CICHHMTE BEPOATHO CBBP3AHH C
negeHeTo Hexenany edeKTH (CPeaHo TEKKH 10 TeXKH), ¢ YecToTa = 2%

HapymeHnua H5a HePBHATA CACTEMA:

YecTH: nepudeprs HEBPONOXMIHH CHMITTOME (BIIIIOUHTEIIHO HEBPONaTHA), riasobonue
CTOMAaMHO-YpeBHA HAPYIICHAN:

MHroro decTi: guapua
YecTH: rajicte, NOBpHIIaHe, KopeMHa 6omka

Hapymesas HA KOKATA H HOAKOKHEATA ThKAH:

Jecru: obpus

O61mE napymenas 0 et]aém‘n HA MACTOTO HA NPHIOKCHIE:

YecTu: yMopa

JIaGopaTopana npoMeHM:

JlaGopaTopruTe NpoMeRH (cTened 3-4) chobuapany npu npoygsane —148 (TabnetkH) H -152
(CTOMAIIHO-YCTOMMHBH KalCyJT) BRITIOYBAT YBE/IMYEHHe Ha JMNa3aTa CLOTBETHO IpH 7% u 5%,
noeamerre Ha ALT crorseTso npu 3% u 6%, nopmuenne #a AST cpoTReTHO NIpH 3% 1 5%,
TOBHIIIGHHME Ha NHKOYHATAa KpceluHa NpH 2% H HpH ABETe MPOYYBAHMS, YBENHMUEHHE HA
Gunmpy6una croTeetHo mpu 1% u < 1% or naupestare. Heyrpomesms (cremen 3-4) ce

Habmoaaea npu 2% OT NalHEHTHTE H OT ARETE npoyuBanus (148 1 152), aHeMus CHOTBETHO IIPH
< 1% 1 1% 1 TpoMBOLUTONCHAs CHOTBETHO HIpH 1% 1 <1% OT manpeHTHTe.




pabmofaBaT NPOMEEM B pETMHATA M 3PHMYENHHA HepB, OOMKHOBEHO ©pH [O3H Haj
NipeIOPHYBAHATE.

TocrMapKeTHATOBH NAHBH:

HMa cHOGIEHHS 33 CIy4ad HA JIAKTATHA alM03a, OHAKOra (atanny, cRbp3aHK OGHKHOBSHO ¢
TeXKA XeOaToMeralHs W XenaTajgHa crearo3a, HabmopaBaH 1o BpeMe Ha ymorpeba Ha
HYKJICO3HTHH aHanozu (Bx. T. 4.4).

Crnenmure cp0uTHA ca 0103900 B IOCTMAPKETHHIOBI TISPYIOA: ™~

Hndexnun 1 madgecTalnm: CHATOaICHAT

Hapymenns Ba KPHBT2 H AAMHITE CHCTEMA: aHEMIUS, ICBKONIEHMS, TPOMOOTHTONCHIL
HapymeHas HAa AMYHHATA CHETeMAa: aHat})unaﬁma pearrps

Hapymennsi Ha MeTaGoH3Ma | XpaneHero;: JAKTaTHA allai03a, aHOPEKCHS, 3axapeH juader,
XHIIOT/IHKEMHsl, XHIICPriIHKEMs

HapymieHAs] HA 0MHTe: CYX0Ta B OYHTE, AEMITMEHTALMA Ha PETHHATA, BE3NATCHHE HA OYHHS
HepB

Cromamuo-9peBnH Bapymennn: GNATYICHIHA, yBeIUYCHHE Ha NapoTHAHATA XJIe3a, CyX0Ta B
ycTaTta

Xeparo-OBanapun  Mapymenms:  4epsoripofBa  crearo3a,  XeMaTHT, yepHOIpoDHA
HEZOCTATEUHOCT (BIDK T. 4.4)

Hapynresns Ha KOXATA H NOAKOKHATR THKAR: aNONCIMA

Hapymennas 0T CTpaHA HA MYCKYJHO-CKeNeTHATZ CHCTEMA H CHEAHHMTENHATA THKAH:
Muaris (¢ pu 6e3 DOBHIIABaNe HAa KpeaTwH gocoKuyazata), pabooMHONK3a, BKIOYHIEHO
octpa 6L0pedna HeAOCTATEYHOCT H XeMOAMAIH3a, apTPanTHs, MHONATHA

O6my Hapymenns 1 eeKTH Ha MSICTOTO HA NPAIOKCANAE * ACTEHMs, BpHCaHe, GONKH

HsclicABAHMs: TOBUINEHA/AHOpMANHA CEPyMHA aMuiasa, amkanmwa Qocdarasa M KpeaTHH
tocdoxunasa.

Hapymemm HA BL3TPOR3BOARTEHATA CHACTEMA H IbPAATAL TRHCKOMAaCTHA

4.9 Hpenozapane

He ¢ u3BecTeH AHTHAOT 32 CIyYyaHTe Ha Ipexo3HpaHe Ha NpnaHo3uH. OIATET OT paHHHATE
IpoyuBAKHMA, TPH KOMTO AUAAHO3AH NEPBOHAYATHO € HpMiIarad B o3d 10 MeTH NO-BUCOKH OT
NPEnOpEYBatHMTe NOKA3BA, Y OYAKBAHWTE YCIOKHEHHA OT IPEJO3HPaHeTo MOXKE Aa BIIOTBAT
TIAHKPEaTHT, IepudepHa HEBPONATHs, XUIEPYPUKEMH i HepHOAPOOHa AUCHYHKITA.

JIaHO3MH He TOAJeKH Ha NMEPHTOHEeAllHA MUAIK33, MAKap Ye ChINECTBYBa M3
npu xeMonuanmza. (UacTHYHOTO OTCTpaHsBaHe HA NHIOAHO3WH MO BpPEME H.
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XEMOJHAIIEA ¢ MPOEB/DKHTENHOCT cpefHo oT 3 Jo 4 4. e npubmusurento 20-35% ot nosara,
YCTAHOBEHA B OPTaHH3MAa B HAHAKOTO HA HHANTH3ATa)

5. DAPMAKOJNOIAYHA JAHHHA
5.1 DapMaKoHEAMHYIHA CBOHCTEA
Hyxreosunes uHxuOMTOp Ha obpaTHara Tpanckpurrasa: ATC xon: JOSAF02

TunanosuH (2°,3’-ABAE30KCHHHOZMY) € HHXUOWTOpP Ha in vifro pemnmkanusta Ha HIV B
JOBEINKH KIETHUHH KyJITypH M KieTbyaH susny. Cliex Haplu3aHe Ha AHNAHO3MH B KIIETKATa, TOH
IpeTHPISBA €H3AMHO NpEBphilaHe B AuAesokcHapeHosunTpHbochar (agATD), Heropmsar
akTHReH MerabonuT. B Dponeca Ha pelnuKanHa Ha BHPYCHAaTa HYKIEHHOBA KHCCIIHHA,
HHKOPIIOPHPAHETO Ha TO3K 27,3 -AHIE30KCHHYKIICO3H]T NPEAOTBPATABA YALILKABAHE HA BepIrara
H 10 TOH HATHH MOATHUCKA PEILIHKAIEATA Ha BHPYCA.”

Ocsen Toea HuAT® umxubupa HIV-obparsara TpaHCKpHIITa3a, KOHKypHpalike ce ¢ JAT® 3a
CBBp3BaHE ¢ aKTUBHOTO MACTO Ha €H3MMa, NPefoTBpaTaBalixy cuxresa Ha JTHK na mpoenpyca.

Hima yCTaHOBEHA 3aBHCHMOCT MEXIY in vifro dyBeTBHTenHOcTTa Ba HIV KbM AFfaHO3HH H
KIHEHHES edext or neuenwero. IlogoOHo, pesynraTare OT H3CHCABAHMATA HA HH BHTPO
YYBCTBHTENHOCTTA BapHpar B INMPOKH FpaHHUM, Karo METO[MTe 32 YCTAHOBABAHE Ma
BHPY/JOTHYHUTE OTIOBOPH HE ¢a AaKa3aHH.

Visnonspaiiku Tabnernata ¢opma Ha Videx e HamlpaBeHa OlieHKa Ha edeKTa OT CXeMaTa Ha
TIPUIIO;KEHHE Ha TPOAYKTa 2 METH JHERHO, CAMOCTORTENHO WIH B KOMOMHALI ChC SHIOBYIHH, B
AAKONIKO TOJIEMH PAHAOMHBHpAHH KOHTpOTHpaHM KHHH4HM npoyusasna (ACTG 175, ACTG
. 152, DELTA, CPCRA 007). Te3u mpoy4BaHHA NOTBBPXJAaBarT HaMaJeHHs PpHCK OT
pporpecupane Ha 3abonssasero, npiuuHeHo oT HIV pmd o cMBPT 0O BpeMe HA Jie9eHHE C
Videx Tabmetky, caMOCTOATENHO WK B KOMOHEAIS ¢ 3UNOBYIUH, B CpaBHEHUE C MOHOTEPAIIHA
CBC 3UAOBYAMH NipH MH(exTHpasH ¢ HIV MuMBMOM, BROUHTENHO BL3pacTHH C Wi Ges
cHMIITOMaTHKa, ¢ Opolt na CD4 < 500 kmetkm/MM® ¥ fena ¢ NAHHH 33 MMYHOCYNPECHS.
TIspeoHayaHaTa KIHHEYHATA N0J3a OT NedeHneTo ¢ Gydepuu TabreTkH Videx 2 orTa JHEBHO
€ IeMOHCTPHpAaHa TP BE3pacTHy, mpw npoyusadero ACTG 175. Topa npoyusane rokasea, 4e
OCEM CeAMUIH JIE4eHHe ChC 3UNORYMH, Videx Tabnerky 2 WeTH JHEBHO, W Videx Tabnerxu 2
YIETH JHEBHO + 3WIOBY/THHE HaMaJABa cpenHuTe nnasmend vusa Ha HIV PHK cxotsetso ¢ .26,
0.65 u 0.93 logyy xomwg/mn, B ycnoBus Ha NEUEHHe ¢ TPH HPOAYKTA B GAHO PaHICMH3HDAHO
oTROpeHo (open label) mpoyusane (START II) ce npaBu cpaBHenue Ha KomOuHaimsaTa Videx
(200 Mr) 2 TI5TH AHEBHO + CTABYAMH + MHAMHABHD CEC 3UAOBYMMH + JAMHBYZIMH + HHAUHABHP.
START II (n=205) meMOHCTpMpa, W€ B TeueHHe Ha 48 ceqMHUL Ha JieyeHHe, pe3yNTaTiTe ¢4 B
momsa Ha cxeMara ¢ Videx. Bompexu T0Ba He MOXe [Aa CE HAIPABAT OKOHYATEITHH W3BOAH BB3
OCHOB& Ha JJaHHHUTE OT JABATa pexMma,

JlunaHO3MH HMa MHOIO JBIIBI BETPEKACThYEH HUBOT (> 24 1.), KOETo MO3BO/IBAa KYMYIHpaHe Ha
geropara (apMaxoJIOrHIHO aKTEBHA chcTaBka ANAT® 32 NPONBDKUTENHH TIEPHONM OT BpeMe.
ToBa mo3BoNABA IPHIAraHeTo Ha Ha 001NaTa iHeRHA Ao3a Videx BefAHEXK JHEBHO.

TIpoBesicHY ¢a HAKOKO KIMHUYHY poytradua ¢ Videx (TaGneTku), npuiarany B
4 HMeHHO:
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B ycnoBusTa Ha TpoiiHa Teparnis, paHIOMH3UPaHOTO OTBOPEHo Ipoyusare —147 nokassa, ye npu
oBeueTo acHMmmToMuM nammenTH (n=123) crc CcTabHAHO CHECTOAHME NPH TAXHATA IBPEA
KOMOMHHpaHa Tepamis, chabpkama Videx [pa ITETH BHEBHO, IPEMHHABAHETO KLM mopofHa
CXeMa ¢ TPH MpOAyKTa, ChEbpkama Videx, npunaraH BeOHEX AHEBHO, HaMa edeKkT BEPXY
KpaTkoTpaiHara (24 ceMHLM) CHIIECTBYBAINATa AHTHBHPYCHA e(IEKTHBHOCT.

PaHAOMH3HpaOTO OTBOpeHO mpoyusane —148 (n=756) cpammasa Videx Benmmx AHEBHO +
CTaBymuH + HendUHABHP CHC SUIOBYHMH + NaMmuBymuH + Headuuasup. Crex 48 cemmuip
ACYCHHE, pe3ylTaTHTe ca B [I0M3a Ha CXEMara, CHIBPKAIl 3UAOBYAMH (B2 IETH HHEBHO),
AaMHBYAMH ¥ Hen(MHABHD, B CPaBHEHWE CBC cXeMmara VideX BeAHBX HHEBHO, CTABYIHH H
HeJIUHABHp, MO OTHOINEHME HA [EThT HALUMEHTH ¢ HCOTKPHBAaEM BHPYCEH TOBap (HeisT
mamvenTd ¢ HIV PHK xomus < 400 xorms/ml e 53% 3a cxemara, cpaspxama Videx, u 62% za
CpaBHUTEHATA cXeMa). BuIpexu ‘ToBa, NOPaH MCTOXONOTHHHH CHOOPOKCHIA HE MOXE Ja ce
HaIpaBK OKOHYATENICH W3BOZ OT TOBA NPOYyHBaHe.

EdexrmprocTra HA Videx CTOMaIHO-yCTOHYHBH KanuCylHd € OLCHeHa IIpH JieYeHWe Ha
HeneKyBanu uudexrupany ¢ HIV Bb3pacTHH KaT0O HacT OT TpoiiHa cxema, B Ase (48-cemmuiiy)
PAEOMI3MpAHE OTROPEHH KIWHHYHM NpoyuBaHHA. Ilpoyusanero —152 (n=466) cpaeuiea
Videx croMammo-ycToiumBH Kancynd (BeOHEBXK MHEBHO) + cTaBymuH + Hel(HHABHp CBC
SHIOBYIHH + NAMHBYZMH + HelduHaBup. OnpefefeHEAT OT MPOTOKONA aHANM3 HOKassa, e
mesrsT Ha naguentute ¢ HIV PHK xomma < 400 xomma/ml, mpes 48 ceamiua ¢ moxobed npu
JIBETE cXeMH Ha neuepme. Cxoauo Hamanenwe Ha log Ha mrasmenata HIV PHK copsamo
H3XOMHATE CTOHHOCTH (OCPEHEHA BhB BPEMETO pasivka) e Hab/oNaBaHo IPH JIBaTa PeKHMa Ha
JegeHue,

B npoyuBanero ~158 (n1=134). AHTUBMpyCHATA AKTHBHOCT M MOHOCHMOCT HO Videx cromammHo-
YCTOHYHBY KaliCy/H € CpaBHeHa ¢ TabAeTky, Kato | AseTe GopMH ca NPHAATAHH BEIHBX AHEBHO
B KOMOHHALpA CLC CTaByAMH M HenduHaBup. Cien 24 ceaMHIHE mpocieNdBaie ¥ UPH JBETE
CXeMM Ha JicYeHHe MMa CXOJHO MOHIKeEHMe Ha logy Ha mwrasmenara HIV PHK p cpasrenue c
H3XOMHETE CTOMHOCTH (OCpeJHEHa BLB BpeMeTo paszmuka). [JensT MAlMEHTH ¢ HEOTKPHBAEM
BHpYCeH Toap (rpaHuIa 3a oTkpuBane < 400 xomua/ml) e equH u chI ¥ ITpY ABeTe GopMH Ba
Videx. [opanu BHCOKaTa cYelleH Ha OTNIafiaHe OT ToBa npoydsade (>50%) e moxe xa ce
Harpapy oKkoHdataneH H3pod. EdexrusHocTTa Ha Videx cTOMANIHO-YCTOWMHBY KauCynH He e
YCTAHOBEHA NpHM HAMEHTH C HampeAsaio 3abongsase WM NpH NAINEHTH, [IOAJIAaTaBH Ha
HMHTEHIHBHO aHTHPETPOBHPYCHO JIEUEHHE. :

CrBpeMeHHHTE NaHHM TIOKasBaT, de pesHcTenTHOCTTa KEM  didanosine e psamko cpemaHo
ABIIEHHE, ¢ YMepeHa cTenen. J[HMAaHO3MH-PesHCTCHTHE W30MaTH ca OWin m3cnexsay in vivo v
ca CBEP3aHH ChC criel(Muiy TeHOTHIIHH M3MCHCHHA B obnacTra Ha kOJ/0Ha 3a obparHa
TpaHCKpumTasa (komomm L74V (mait.wecro), K65R, M184V u T69S/G/D/N). Knunwunnte
HM30I4TH NOKAZBAINY HAMAJNEHA TYBCTEHTEIHOCT KaM JUAZHO3HH €& ABIDKAT HA €AHA HITH HOBedc
CBBP3aHHE ¢ JUNAHO3HH MyTaumn. MytupamiTe BHpycH cpaemxa L74V rokassar HamaleHa
BHPYCHA AKTHBHOCT, KATO Te3H MyTaHTH OBp30 ce BpPBUIAT KBM NEPBOHAYaNHMA THI B
DPHCECTBHETO Ha AHAaHO3HH. KpBECTocana pPEe3HCTEHTHOCT MEXAY AMAAHO3MM M IPOTCa3HH
HHHXHOUTOPH MiTH HeHYKICO3HHHH HHXMOHTOpH Ha ofparHaTa TpaHCKpuNTasa € Heobmuaiina.
Kpnerocana pesdCTeHTHOCT MEXTYy ANJAHOSHH M HyKIeosHgHM urxuburopa wa obparHara
TpaHCKpHIITasa € HabmozapaHa B H30NATH CHOLPKAINM MYNTH-PE3HCTCHTHH MyTalHH, KaTo
Q151M u T69S-XX (Ha MACTOTA Ha €AHA AMWUHOKHCENHHA ¢4 BMBKHATH 2 aMHHOKHCEIIHHM) U
MHOKECTBO CELP3AHH C HYKNCO3UAHATE aHAI03H MyTauuy (NAMSs).

5.2 PapmaxoKHHCTHIHH CBOHCTBA
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Br3pacTan

AGcopfmas: A¥AZHO3MK ce pasrpaxna 65p20 npu kuceno pH. Ipauynure ot Videx cTomanHo-
YCTOHYHMBH KanCyny 0cBoG0KAABAT UAAHO3HH NPH MO-BICOKOTO Pl Ha THHKHTE YepBa.

B cpaBHeHHE C XapTHHATA HAa TNIafHO, NpMEMaHeTo HAa VideX CTOMAIIHO-YCTOMYHBH KafCyJIH
336ITHO C XPaHH C BHCOKO ChHAbpIANKE Ha Ma3HIHH 3xauMo Hamanapa AUC (19%) u Cp,, (46%0)
Ha aupanosui. EqHOBpeMeHHOTO npHeMane Ha Videx cTOMANIHO-YCTOHYHBY KALICYJIH 3ae(HO C
nexa XpaHa, 1 4. mpemu wiu 2 9. clefl IpHEMa Ha JieKa XpaHa BOXM KO 3HAYHATEIHO HaMaidBaHe
xaxto Ha AUC (cpoTBeTHO ¢ 27%, 24% 10%), Taka 1 Ha Cpyx Ha AMAAHO3MH (CBOTBETHO ¢ 22%,
15% m 15%) B cpaBEenye CHC CHCTOAHHETO HA IIAHO.

B mpyro npoy4sarne npHema Ha Videx cromanmo-ycroifuisn kancynu 1.5, 2 u 3 yaca npenn
AieKa XpaHa BOJM /10 €KBUBaNeHTHH cToiEocTH Ha Cpay B AUC cnpamo Tes #abmo/iaBatd Opy
TpHeMa Ha I7IaJHo.

3a MeHuMH3HpaEe Ha eexTa Ha XpaHata BEDPXY (apMaKOKMHETHKATa Ha JUAAHO3MH, Videx
CTOMANTHO-YCTOMYHBH KAUCYNH Tpia6Ba Ila ¢€ TpEara Hafi-Manko 2 uaca Ipefd Wid 2 Haca
cnen XpaHeHe (BIK T. 4.2).

B cpaBHeHHe C [IPWIATAHETO Ha WesH c:romamuo-ycroﬁmmn Kancymu Videx Ha npaseH CToMax,
nobapgHeTo Ha OOBMTHTE C© LIET' OpeNasBaHe OT pasrPaKAaHETOo B CTOMaxa TIpaHylNKH
MHI2HO3MH, KbM KHCEN0 MIKO HiH A0LIKOB COC BOAM A0 3HAUHTENHO HoHmkeHHe Ha AUC
(crotBeTHO € 20% 1 18%) ¥ Cpay(cboTBETHO ¢ 30% 1 24%).

ExenpareHTHH cToiinocts Ha AUC ce HaGmopaear 3a kancynnara 1 Tabnersa dgopma ma Videx
npu 3apasu Aobposonmy M ana, uadexrupamu ¢ HIV. Cropoctra Ha pesopOumst Ha Videx
Kancyny e no-6apya B CpaBHEHHe ¢ TAOIETKHTe; CTOHHOCTTA Ha Cyy 32 CTOMANIHO-YCTORYHBHTE
xancyiu e 60% oT cToiirocTra 3a TabnerkuTe. BpemeTo 3a focTHrane Ha Cpgy € DpHOIU3HTENHO
2 1. 3a Videx cromMamuo-ycroiumey xancynu u 0.67 u. 3a Videx Tabnerkd.

TTpu 30 maimenTa npueMany exHOKpaTHo auAapozrH 400 mg, BeIERK AHCBHO, HA FaJHO, IOX
dopmara Ha Videx cromanmmo-ycroiuuen xancynd, AUC e 2432 * 919 ng-h/ml (38%) (cpenno
+ 8D [%CV]), a Cuaxoss + 434 ng/ml (47%). ‘

Pasnpenencnne: O6eMBT Ha pasupe/ie/ieHre IPH PABHOBECHO CheTosnue (steady-state) € okono
54 1, KOeTo NpeAmnoNara, H3BECTHO [OSMaHe Ha JMEAHO3MH OT TejleCHHTe ThKauu. Husoro Ba
TUIAHO3MH B iepeBpocIIMEaNHATA TEHHOCT eUH Yac clie HHY3HI BRamm3a cpeHo Ha 21% or
CHOTBETHOTO ILIA3MEHO HEBO.

MeraGonmsem: MeraGonusMbT Ha HBAQHOZMH IPH 4oBeka He ¢ omenanaH. Ha Oasara Ha
NpOYYBAHYS NIPH UBOTHH 00aye ce JOIyCKa, Ye TOH ce OCHINECTBSBA M0 CHLHTE BTHINA, KAKTO

TIPH ENMMUHHPAHETO HA €HAOTEHHH ITyPHHH.

Enavaanpane: CpefHHAT €IHMHHAITAOHCH NOJYKHBOT C/e) MHTPABCHO3HO TIPHIIOKCHUE Ha
munasosuH e npubmusurenHo 1.4 h. Bebpeunmsr wmpsHe npeactasngea 50% or obumar
teneceH Kmupeue (800 ml/min), xoero mokasea, u€ B eNEMMHHPAHETO Ha [WJAHO3MH Mpe3

On0penre ydyacTsa aKkTHBHaTa TyOyfMHa CeKpelds B JONBIHEHHE KbM IO
rrTpaus. BE3CTAHOBIRAHETO Ha JMAAHO3MH OT YPHHATA NpPEACTABILBA HPROI
OT /I03aTa Py MePOPANTHO JeyeHke. Hama nanuy 3a KyMyiupane Ha JUAaHO3HH
TIPHIIOKEHHE B NPOALIDKEHKE Ha 4 CeaMULH.
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YepHoapoGHO HapyDICHHE: He c¢a HabmozapaHs chnemupHEHE TPOMEHH  BBB
(hapMakOKHHETUKAT HA JUARHOZMA IPH MAalHeHTH ¢ XeMOQUIHS ¢ XPOHMYHO, IEPCHCTHPAINO
MOBHIICHHE Ha YepHOAPOOHATe GYHKUHOHATHH H3HMH (R=5), KOHTO MOKe J]a ¢a IOKA3aTeNnHI
3a HapymIEHHE Ha vepHoApoOHaTa (QyHKIWSE NaNHEHTHIC ¢ XeMO(UNMA, ¢ HOPMANHM WM
NOBHIIEHH B NO-MANKA CTENeH UepHOAPOOHH (YHKIMOHANHY en3uMH (n=8), K4KTO M NpH He-
XeMOGUIMIHH TIAlHEHTH C HOPMAJIHK HEBAa Ha eH3uMBTe (n=8) clell eAMHHYHA HHTPABEHO3HA
WA TepopanHa Fo3a. He Moxe ma OpAaT HallpaBeHH KpaHHE 3aKMIOYSHHSI HO OTHOHICHHE Ha
MeTabonnaMa Ha AHAAHO3ZHH, KOWTO 14 HMAT OTHOIICHME KBM NALMEHTHTE ¢ TEKKO JepHOAPOOHO
Bapyienue (BHK T. 4.2).

b50peuno yepexaane: ITony->KHBOTA Ha AMAHO3HI CIIEH IIEPOPATHO TIPHIIOKEHHE HAPACTBA OT
oxono 1.4 gaca mpu panuesTH ¢ HopMamHa GHOpeuna ¢yHxima Ha 4.1 vaca NpH DaNWeHTH ©
Teskko GEOpeuHO HapylieHye, W3KucKeamy Auanasa. Clie IepopaiHo MPHICKEHHE, AWIAHO3HH
HE C€ OTKpUBA B NEPHTOHCAIHHA AMANM3AT;, BH3CTAHOBABAHETO NPH XEMOMHManM3a Bapupa OT
0.6% pmo 7.4% ot mosata npy 3-4 wacoba jJuamuza. IlaipeHTHTE © KpeardHHHOB KIHPEBHC <
60ml/l Moxxe ma ca ¢ HOBMIIEH PHCKO OT JHJIAHOZHBHOBA TOKCHWHOCT, MOPagy HaMaleHus
KNUPBHC Ha JekapcTpoTo. [Ipy Tesw malleHTH ce Npenophusa HaMalngsaHe Ha f03ata (BEDK T.
4.2).

Jema

Hama cnemuduunn  dapMakOKMHeTHIHH JNAaHHM MPH Jena, JekysaHd ¢ Videx croMauio-
YCroiunBy KallCyaH.

5.3 IlpeniiaHEYHA AAHAN 32 0e30IACEOCT

Haii-HicKaTa JeTanHa F0a B NPOYYBAHHMS 34 OCTP2 TOKCHYHOCT BLPXY MHINKH, IUIBXOBE H
KydeTa ¢ no-royaMa or 2000 mg/kg, xoeTo e ekBuBaneHTHO HpHOIM3HTENHO Ha 300 mBTH Ho-
BHCOKA 7033 OT MaKCHMAITHATA NpeNopRyBana J03a OpH Joseka (Tabneri).

TOKCEYHOCT NpPH MHOIOKPATHO NpRJoxkende: B Dpoydsanmusd 3a TOKCHYHOCT TIpH
" MEOTOKPATHO MEPOPAIHO NPWICKEHHe ce YCTAHORABAT JaHHH 33 AO30-3aBHCHMA TOKCHYHOCT IO
OTHONICHAE HA CKeNleTHaTa MycKyjiarypa TpH Tpu3aus (HO He H NIpd Kydera) crex
ppoasoxuTenso (> 90 HEH) npreMane Ha AWAAHO3HH B KO3W, NpHOMEzuTenHo 1.2-12 meTi no-
BHCOKH OIPEJENEHH IPH JOBEKa.
OceeH TOBa, B NPOYYBAHUA 33 MHOIOKPATHO NPHIOKEHUE NPH KydeTa ¥ IUIGX0Be C& YCTAHOBSBA
JEBKOEHNS, KaKTO H CTOMALIHO-YPEBHH HapyIrenus (peiky H3NpaKHEH I, THapH) Opy KyJeTa,
TpH [02H OprOIM3HTENHO 5-14 ITHTH N0-TOJEMH OT MaKCHMalHaTa J03a IPH 10BeKa.

Kanueporemsocr: B mpoyuBanus 3a KaHLIEPOIeHHOCT ¢a HabmopapaMH He-HCOINACTHYHE
P3MEHEHN, BKHOYBAN(A MMONATHA HA CKEJIETHATA MYCKYNaTypa, YepHOAPOOHHM HM3MEHEHHA M
exsanepfaia Ha CTIOHTAHH2 BH3pacTOBO 00YCI0BEHA KapAHOMHONATHS.

‘Brpxy MHUIIKH B DALXOBE 4 MPOBECHH NPOYYBAHHA 33 KAHIEPOTEHHOCT CROTBETHO 22 H 24
Mecella (Ipuiarase Ha mpoaykra ¢ xpasara). He ce mabmomasar nexapcrseno ofycioBeHH
HOBOOGpAa3yBaHHA B HETO €XHA OT TPETHPAHHTE ¢ JUNAHOZHH IPYIIH MHIUKH 110 BpEME IH B Kpas
Ha mepuona Ha npuemane. Ilpy rureXoBe ce OTOeN3Ba CTATHCTHMECKM SHAYHMA TOBMINICHA

XEMAHTHOM I@IpH M'b}KKPITe HONYYaEalIH BYICOKH H CpCIHH JIOSH AHAAHO3
JIEKapCTBOTO ¥ KIIMHHYHATA 3Ha4UMOCT Ha TE3HM CTATHCTHHECKH AaHHH HE Ca AC
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I'eroroxcmanoct: Pesynrarure OT NMPOyYIBaHHATA 338 TEHOTOKCHIHOCT HOKa3BaT, Y& AHAAHO3HH
HE € MyTareHeH B OHOJOridHO H (apMaKoIOIMYHO PeXieBaHTHM JO3H. B 3HauwmmMo nobHIneHM
KOHUCHTPAMHE MH BHTPO, eHOTOKCHUHHTE €(EKTH HA HHMAAHO3HH €4 CXONHHM IO BEMYHHA C
Te3H, KOUTO co Habmomasar npu ecrecteesute [JHK nyxeosnau.

Penponyxraenocr: [IpH IWIEXOBE, AMJAHO3UE He HapyIIapa PeNpPOXYKTHBHATA CIOCOOHOCT Ha
MBKKHTE M JKEHCKM POIMTENH [PH JICICHHE NIPEAH ¥ [0 BpeMe Ha OILION(aHeTo, SpeMeHocTTa i

KHEPMEHETO Npy AHEeRHH Ao3H aumaHosus g0 1000 mg/kg. Ipy npoyyranus BEPXyY NpeHaTaIHATA
# TIOCTHATAHATA TOKCHYHOCT Ha AMRHO3KH NPH ITEX0BE, HE Ca YCTAHOBEHH TOKCHIHH S(EKTH.

6. PAPMATEBTHYHHM JAHHI

. 6.1 Cnuebk B2 NOMOIHATE BeIECTBA

Sodium carmellose,

Diethyl phtalate,

30% methacrylic acid copolymer dispersion {(EUDRAGIT L30D-55),
Sodium starch glycolate,

Tale.

Cneras Ha kancysiara:

Gelatin,

Sodium laurilsulphate,

Colloidal anhydrous silica and titanium dioxide (E171).

Cnerar Ha MacTHIOTO (TOMHO 32 IIOTTHINAHE MACTHIO):

Shellac,

Ppropylene glycol, : .
potassium hydroxide, titaniom dioxide (E171), yellow and red iron oxide (E172).
6.2 HecrBMeCTRMOCTH

He ca m3pecTHH

6.3 Cpox npa rogsocT

2 rogUHA

6.4 Coengansn ycaoBust ﬁa ¢BXpaneHBe

Ha ce cexpadsasa mox 25°C.

6.5 Bujg ¥ chabpranne Ha odakoBKaTa

ITo 10 6pos TaepaM kancymm B 6mucrepu o PVC/nomeriner/ ACLAR/amymunmero domeo. Ilo
3 6nucrepa (30 kancymi) B €AHA OIIRKOBKA.

6.6 CoenmEangy NpeaNa3HA MEPKH MPH HIXBHJIIAKE
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Heu3nomssasusT HPOAYKT WIM OCTATEUHETE MaTepHAIM TPIOBa a OBAAT H3XBEPICHH CHITIACHO
MECTHHTE H3HCKBAHNS, S

7 TPHTEXATE HA PASPEINEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb Kift; Szatadsag ter 7;
1054 Budapest, Yarapnus

8 PETHCTPATIMOHEH Ne B PETUCTHBPA O 4. 28 OT 3JJAXM
20010968

9 JATA HA OBPBO PA3PEIHIABAHE 3A VIOOTPEBA HA JIEKAPCTBEHHSL
NPOAYKT (IIOJHOBABAHE HA PASPEIIEHHUETO)

10. IATA HA TIOCJIEJHA PEAAKIHAA HA TEKCTA
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