KPATKA XAPAKTEPHCTHUKA HA TIPOQJTYRTA
HHHHCTEPCTRO HA 30PABEONASBARETO

1. THProBCcKO HMe HA JEKAPCTBEHNs NPOXYKT |

. . M9a0%a%Ud Ky
Ziagen 20mg/ml oral solution paapetsenue 3a ynorpesae | 1 RrR 0\ 0. n
2. KoandecTBeH M Ka9eCTBEH CHCTAB 72 é/ O 11 9L 1

ITepopanen paszreop, ceabpixkan 20 mg/ml abacavir o topmara Ha abacavir sulfate.

3a NoMOIEKTE BEIMEcTBa, Bk T.6.1.

3. JlekapcTBeHa dopma

ITepopanen pa3TBOD.
TlepopanHuaT pa3TBOp mpeACTABIBA IPO3padieH Ko ciabo onanecrypal 6IIeJOKBAT Ha BT
BOIIEH Pa3TBOP ¢ AroJj0BO-0aHAHOB apoMar.

4., KnnuuaHA JaHHH
41, TIloxazannsn

Ziagen B KOMOMBAUNS C JPYIH aHTHPETPOBHPYCHH IPOIYKTH € HOKa3aH 3a JIeYeHHe Ha
Human Immunodeficiency Virus (HIV) uabexmms .

JlauuuTe 3a ehHMKaCHOCTTA Ha JIeYeHHeTO cbe Ziagen OCHOBHO ce 0a3upaT Ha pe3ylaTaTH OT
NpOYIBaHus IPH BE3PACTHY NANHEHTH Ha KOMOHHHpaHA TEPaNys ChC CXeMAa Ha IIpUeM ABa IBTH
JaeBHO. ITpH Te3w IafHeHTH HE € NPOBENKAHO0 IIPeIBAPATENHO aHTHPETPOBHPYCHO JIeUeHHE (BIDK
pasgen 5.1).

42, o3npoBka H HAaYHH HA HPHJIOKEHHeE.

Ziagen TpsOBa J1a ce IPeAINICBa OT JeKapy ¢ onaT B nedenneto Ha HIV nadexmns.

Buwapacmuu u nodpacmeawu nao 12 zo0unu: ipenopsyanata gosa Ziagen e 600 mg
(30 ml) nuesno. [lneBHaTa K032 MOXe Aa ce rpuema xato 300 mg (15 ml) 1Ba HbTH JHEBHO HIIH
kato 600 mg (30 ml) Beguex JuenHO (B pazgemn 4.4. 1 5.1).

TTargienTH, IPH KOUTO ce IPeMHHaBa KBM PEXKM ¢ e/{HH IIPHEM JHEBHO TpsOEa Ja IpHeMaT
300 mg (15 ml) gBa WHTH FHERHO U Ja IPEMUHAT Ha cieBamaTa CyTpHH KbM npueM Ha 600 mg
(30 ml) BeswEX AHEBHO. AKO ce HPERHOINTA €IHH PHEM JHEBHO Bedep, TpAOBA Ja ¢e IpHEMAar
300 mg (15 ml) Ziagen camo nspeata cyTpu, nociexsass oT 600 mg (30 ml) segepra. Axo ce
B3eME pelleHie NAIHeHTHT a2 Ce BEPHE KEM PEXHM ¢ IPHEM /(Ba IIFTH JHEBHO, TOk TpsbBa 1a
3aBBPIIN ONPEAEIICHOTO JIeUeHue 3a eHs B Na 3anoTse npreM Ha 300 mg (15 ml) n1Ba meTH JHEBHO
OT CYTpPHHTA HAa CJICHBAmMN AeH. .

Heya na evspacm om 3 meceya oo 12 zo0unu: ipenopryanata o3a e 8§ mg/kg 18a IBTH
ITHEBHO 0 MakcuMairHa aHeBHa no3a 600 mg (30 ml).

Heya na ev3pacm nood 3 meceya: [auHuTe OT NIPHIOKEHHACSTO Ha Ziagen NpH Tasd
BB3PacToBa rpylia ca MHOIO OrpaHHYeHH (BIXK pasnel 5.2).

Ziagen ce mpeziiara ChHi0 ¥ KaTo TabIeTKH.




Bubpeuno yspesicoane:

He e geobxonuMa NpoMaEa B AO3HPOBKaTa Ha Ziagen NPH HallHCHTH C HApYMICHHS B
6n6peunaTa Qyaxnns. He ce npenopruBa NpHiokeHre Ha Ziagen NpH TepMUHaLeH cTagai Ha
Ge6peuno 2abonseange (BHX pazfen 5.2).

Yepnodpobno yepescoane:

Abacavir ce MeTabonn3upa npeAuEMHO B eprEs Apob. He MoraT na 651at HanpaseHn
TIPETIOPEKHE OTHOCHO JIO3HPAHETO MIPH NaAeHTH ¢ JEKOCTENIEHHO YepHOApoOHO yBpexane. Hama
JAHHH OT TIPHI0KEHAEeTO Ha IPONYKTa NpH NallicHTH C YMEPeHO 4epHOAPOOHO yBpexaane. ETo
3am(0, He ce MPEHOpHIBa NPHIOKEHIE Ha abacavir IpH NAiEeHTH ¢ YMEPEHO 9epHOIPOOHO
YBpeXKJIaHe, OCECH NIpH JokazaHa HeoOGxonumoct. [Tpy anueHTH ¢ IEKOCTENEHHO H YMEPEHO
gepHOAPOGHO YBPEKLaHe € HeOOXOMIMO BHIMATENHO IPOCIeNIBaHe ¥ aKo € BE3MOKHO
TpoclieisBane Ha MNa3MeHHTE HABa Ha abacavir (Bmk pazgen 5.2). IIpu manuenTH ¢
TEKKOCTEIEHHO YepHOXPOOHO yBpeknane, Ziagen e IpOTHBONIOKa3aH (BIk pasfemi 4.3 u 4.4).

TlanuenTy B HaTipefHaa Be3pacT: HsaMa fanan 3a GapMakoKHHEeTHKATa Ha Ziagen IIpH Fe3H
TIANHEHTH HA BR3PacT Hajl 65 TOUHH.

4.3, JIIpoTHBONMOKA3AHHN

Ziagen e IPOTHBONOKA3aH IPH NAIMEHTH ¢ H3BECTHA CBPBXTIYBCTBUTEIHOCT K6M abacavir Mg KbM
HIKOE OT IIOMOLIHKTE BemecTsa Ha npogykra. Bix MHOOPMAIIMATA 3A PEAKITVW HA

CBPBXUYBCTBUTENIHOCT B orpanesoTo kape B paznen 4.4. u B pasnen 4.8.

Ziagen e HpOTUBONOKa3aH IIPH NANHEHTH C TEXKO JEPHOAPOOHO yBpeKAaHE.

44, CpoenEaiHd NpeaynpexIeHNs H ClHeNUaiNn NpeANa3sHy MepKH 3a yHoTpeda

Pearyus na cepoxyyscmeumennocm (BIx u pasyen 4.8.):

ITpubmmsuTento 5 % OT MalMEeHTHTE, IpHeMaik abacavir 10 BpeMe Ha KIIMHHIHITE
A3NATBAHYS, ¢4 Pa3sBHIIH Peaxi[hs Ha CBPBEXUyBCTBHTENHOCT. HiiKkou oT Tesu ciryyau ca Ounm
JUBOTO3aCTPAMIABAINY 1 ca 3aBhPIIAIH JETAIHQ BRIPEKH FCICHHETO.

« QOnpcapde

PeakmmiTe Ha CBPBXYYBCTBHTENHOCT CE XapaKTepH3upaT ChbC CHMNTOMATHKA Ha IOMHOPTaHHK
nopaxerns, OeOpHIETeT H/HIM KOKeH 00pyB ce HabMOAaBaT B TOYTH BCHYKH CIYYaw.
Jipyru npr3Hany ¥ CHMITOMHE MOTaT Aa 654aT: peCIHPATOPHA IIPH3HALY ¥ CHMITTOMHE - KaTo
HalPEMEp JUCHHES, BE3NANCHHE Ha IEPIOTO, KallINIA i 2a0HOPMAJIHE HaXOIKH IPH
PEHTTeHOBO H3CAC{BAHe HA IPBIHAS KoM (TIaBHO HHGHITPATH, KOWTO MOTaT fa ObAar
OrpanwdeHn); FaCTPOUHTECTHHATHA CHMITTOMATHKA — FafieHe, OBPBINaHe, AHapus ¥l
kopemHa 6onka. Te Mozke Aa HacouaT KIHHEHIOBCTA KbM HeIPpaBHIHA AHATHO32 HA
CBPBXYYBCTBATENHOCTTA KAT0 32009BaHe HA AAXATEIHATE IHTHHA (IHEBMONHS,
GponxuT, papHHATAT) AJIHE racTPoeHTePAT. pyre ecTo HaboaaBaky MPU3HAITH HITH
CHMIITOMH Ha PeaKiysa Ha CBPEXIYBCTBATEIIHOCT MOTAT Aa BKIHOYBAT CBHIMBOCT HIIH
HepasnoNoKeHHe, KakTo ¥ MYCKyIHO-CKeJIeTHa CHMIITOMATHKA (MHANTHS, B PeNKH CIyIan
MHOIH3a, apTPAITHL).

CHMHTOM&TPIK&T&, CBBP3aHa C Ta3H peaklHsd Ha CBPEXIYBCTBHTCHHOC aBa IIPH




o Jleuecune

OOHKHOBEHO peaKIMHTE Ha CBPBXYYBCTBHTSIIHOCT CE MPOSBSIBAT IIpe3 MBPBHTE O CEIMHIH HA
negenneto ¢ abacavir, Takupa peaxniEn, obagye, MOTaT aa ce MOABST N0 BCAKO BpeMe NIpe3
nepuoja Ha Jiegenne. ITarnnenture TpaOBa xa 6BAAT O PEXOBHO JEKAPCKO HAOMOASHHE,
ocofeHO npe3 TEPBHTE JABa Mecelia OT Ie9eHreTo ¢ abacavir, Korato ce NpenoprYBa
KOHCYNTaUHs ¢ IeKaps Ha BCCKH JBE CEAMMUIIH.

IlarpieRTHTE C AHATHO34 3@ PEaKIHA Ha CBPBXIYBCTBHTENHOCT 0 BpEMe Ha JIEYeHHETO
TPHABBA pa mpeycranoesT nprueMa Ha Ziagen He3abaBHo.

HHAKOT A HE TPSBBA pa ce 3an049sa 0THOBO JiedenHe cbe Ziagen, KaAKTO H ¢ BCCKH
APYF JEKAPCTBEH NPOAYKT, chAbpxain abacavir (Kivexa, Trizivir™), ako To Beanbx e
HPEKPATEHO MOPAJU NPOSBEHA CBPBXIYBCTBHTENHOCT. Bp300HOBABAHE HA JIEYEHHETO IIE
JOBejie 4O HOBO GBp30 pa3puTHe Ha CHMIITOMUTE B PaMKHTE Ha HAKONKO qaca. JIpH noBTopHA
[IOSBA CUMITOMETE 0OHKHOBEHO Ca ¢ MIO-TEXKK. BE3MOXHO € 1a ce pa3BHue
SKHBOTO3aCTpAABaNTa XAIIOTOHNS, TIOCIISIBAHA OT JeTalleH H3X0.

3a ma ce u3berne 3a0apaHETO Ha ANArHOCTHIIAPAHETO H J(a ce CBENE N0 MUHHMYM PUCKA OT
JKHBOTO3ACTPAIIABAINA PEAKI{HI Ha CBPBXIYBCTBUTENHOCT, IPUEMET Ha Ziagen TpsabBa fa ce
IIPeYCTAHOBH OKOHYATETHO B CiIydaii 4e CBphXIyBCTBUTENHOCTTA He MOXKE [a Ce H3KIIOTH
HAITHIIHO, JIOPH HpPH BB3MOXKHOCT 3a ApyTa AHArHo3a (3ab0/1Bane Ha ANXATEIHATa CHCTEMA,
rpunonono0Ho 3a00IBane, TACTPOSHTEPHT WIH pEeaklVK KBM APYTH IEKapcTBa).

Crienmanno BEEMaHHE Tpa6Ba ia ce 0OBpHE Ha IalMEHTH, 3alI09BaNIy Tepanus cee Ziagen,
KOHMTO IPHEMAT €JHOBPEMEHHO JPYTH IIPOAYKTH, IIPUIAAIBANH KOXHA TOKCHIHOCT
(wanprimep, HEHYKICOIMTHY HHXAOHTOPH Ha o6paTHaTa TpaHcKpunTasza). Tosa € He06XoRIMO,
3aIMOTO 33 MOMEHTA € TPYOHO Aa ce 0TAHdepeHIEpPaT KOKHH 00pHBH BCNe/ICTBHE YIOTpebaTa
HA Te3H HPOAYKTH OT Peakiiii Ha CBPEXIYBCTBATEIHOCT, CBEP3aHH ¢ abacavir.

e CrenHalns BLIPOCH cjlel NpeKbcBaHe JeueHHeTo chbe Ziagen

B cayuqaif e npueMBT Ha Ziagen e OuJi IIPeyCTaHOBCH I0paiy KaKBato | Ja € IIPHYMHA U Ce
pasTHexna BBHPOCHT 32 BE300HOBABaHE Ha ICICHHETO, IPUYUHATA 32 HPEKECBAHETO TPsIOBa fa
O%7le TOYHO YCTAaHOBEHA, 3a [a ce MIpelleHH JalH DaMeHThT € HMal IpOoJBH Ha
CBPHXUYBCTBHTENHOCT. B ciysaii we, peaknus HA CBPLXIYBCTEUTENHOCT He MOKe A2 ce
H3KJTIOYH HAabJIHO, HPHEMET Ha Ziagen WIN HA KOHTO H A4 € ApYr JeKapCcTBeH HPOAYKT,
coanppkam abacavir (Kivexa, Trizivir) me TpstBa &a ce MOAHOBABA.

ITpm 8B300HOBsIBANE NpHeMa Ha Ziagen 0T DagHeHTH, KONTO NpefH HPeyCTAHOBABAHETO HA
nprema Ha Ziagen Bede ca NPOSBANH €H¥H 0T ChIECTBEHHTE CHMITOMHA Ha
CBPBXHYBCTRHTENHOCT (Ko/keH 06PHEB, BHCOKA TeMuepaTypa, CTOMANMHOIPeBHA,
pecnEpaTopHa CHMETOMATAKA HIA CHHIBBOCT M HEPasNo/lokenne) ce Habmoxapa
0bLP30HACTLOBAINA PeaKnaAst HAa CBPbXIYBCTBUTENHOCT, BRANTATCIHO
RABOTO32CTPAMABAIIO cheTogAAe, Hal-HecTHaT H30MMPaH CHMITOM HA peaKlMst Ha
CBPBXIYBCTBATEIHOCT € KGKAHAT 00pHB. B MBOro peaxu ciydan ce cH00MaBaT Peaknun
HA CBPBXYYBCTBHTEIHOCT H NPH NANHENTH, KOATO Bb300HOBABAT JIeYCHRET0, HO He ca
HMAlH OPENXo:RAANIH IPDOSBH HA PpeaKnus HAa cBPLXIyBeTBATENHOCT. M ripy iBaTa cirydas,
aKo ce pellE BL300HOBsSRAHE HA DpUeMa Ha Ziagen, HallMeHTHT TpabBa Aa OB1e mOCTaBeH py
YCIIOB¥S, TO3BOJIIBAINY HezabaBHA METHIIHECKa ITOMOIT,

e Ecenanmmanna pedopMannsd 32 HDANHCHTA

IHpeonuceamume cneyuanucmu mpadea oa ce yeepam, 4e nayu uﬁiﬁ%ﬂg0 HO
UARpOpMUPAHY 30 PeAKUUAMA HA CEPOXUYECHIGUIMEAHOCHT, KAK C

- Tp#0OBa Aa € H3BECTHO HA NAITHEHTATE, Y€ CHIIECTBYBA B




peakilisg Ha CBPhXYYBCTBATENHOCT KbM abacavir, KoSTO MOKe Ja JOBEAE KO OACHH 3a
JHBOTA PEAKIAH HITH CMEBPT.

- Ilpu nposBa HA CHMIITOMH, BEDOSTHO CBEP3aHH C Peakiyusi Ha CBPBXTYBCTBHTENHOCT,
nanuentHTe TPABBA HE3ABABHO ga YBEJOMAT nexyBamus Jexap.

~ Ha naugerTATe ChC CBPBXIAYBCTBHTEIHOCT KBM abacavir Tpabsa fa ce HaOMHHE HHKOra
Ia He npreMaT Ziagen WM KOHTO U Jia € APYT JIeKapcTBEH MIPOXYKT, ChABPKAI]
abacavir (Kivexa, Trizivir).

- 3a j1a ce H30erHE CaMOBOHOTO BE300HOBIBaHE Ha TepalysiTa ¢he Ziagen IIpu posBeHa
peaxiis Ha CBPEXIYBCIBHTENHOCT, AITUEHTHT TPSOBa Ja BEPHE 0CTaHANOTO
HeynoTpebeHo KONHIecTBO TableTKy HilH epopalleH pa3TBOp B aliTeKaTa.

— IlanuenTrTe, KORTO NOpamy HAKAKBa NIPUYHHA Ca IPEyCTAHOBHITH NpHeMa Ha Ziagen, H
[IO-CIIEITHANHO, aK0 IPHYHHATA € OHila BE3MOXKHA PEakIHg Ha CBPEXIYBCTBHTEIHOCT
Wi 3ab0ngBane, TpaOBa fa OBIAT yBEEOMEHEH ia ce OOPBINAT KbM JeKaps HpeNH CaMu
Ja ca Br300HOBMIIY TepanisaTa.

— TlanuenTsT TpAOBa fa Ope HHGOPMEpPAH 34 BAXKHOCTTA HA PeJOBHKA IpHeM Ha Ziagen.

- Ha Bcexu mauueHT TpAOBa Ja ce HalOMHH Ja npoyeTe BHUMATeNHO JIMCTOBKaTa,
TIPUIIOKEeHa KBM BCdKa OIlaKoBka. B omakoBkarta CHINO Taka € BKIOoueHa “Memumuscka
kapra 3a 6e3onmacuoct”. [lanuenTsT TPAOBa Aa oTKBCHE MemTunuHCKaTa KapTa 3a
fe30IacHOCT OT KapToHeHaTa OflakoBKa ¥ Ja 1 HOCH BHHATH Che cebe CH.

Jaxmamua ayudosa: TIpu yrorpeda Ha HyKIIEO3UIHNA aHaIO3H C€ OIHCBa JIAKTaTHA alHK033,
OOHKHOBEHO KOMOHANpPAHA ¢ XENaTOMErallid 0 YepHoppobHa cTeaTo3a. PaHHE CHMITOMY
(cHMITOMaTHYHA XUIIEPIAKTaTEMIS) ¢a NEKO CTEICHHH CHMITTOMY OT CTpaHa Ha
XpaHOCMHEIATENHATA CHeTeMa (TajieHe, TORPEINane H XopeMHa 60IKa), HeCTIEnHPUIHO
HepasIONIoXKeHNE, 3aryDa Ha aNeTHT, 3ary0a Ha TerJi0, PeCIIHpaTOpHHE CUMIITOMHE (GBp30 /1A
[(6T00KO FHMIAHE) HITH HEBPOIOTHYHH CHMITOMH (BKJL JBHFaTENHA CNaboCT).

JIaxTaTHATa amuAo3d4 € CBBp3aHA C BHCOKA CMBPTHOCT M MOXe na OBpfe IpHipyXeHa OT
HaHKPEATHT, YepHOAPOOHA HENOCTaTHIHOCT MM Ob0pedra HeIOCTATEYHOCT.

Jlaxtatanpmosarta oOMKHOBEHO ce HabNIoAaBa cliel HAKOIKO MECeHa JIUeHHE.

JeuenueTo ¢ HyKJICO3UAHA aHAIO3M TPOBa Jia ce MPEKPaTH NPH YCTAHOBIBAHE Ha CHMIITOMATHIHA
XANEPIAKTATEMHS B METaG0NIATHTHA/aKTaTHA aIii03a, IPOTPECHBHA XelaToMeranis, Wil 05p3o
MOKAYBaHe HA HABATA HAa aMHHOTpaHCdepasure.

Hykneozugxure aHamo3d TpsOBa Ja c€ MPHNAraT ¢ HOBAOIEHO BHUMAaHHE HpPH BCHYKH NANHEHTH
(ocoBeHO IpH JKeHM CBC 3ATAECTIBAHE) C XETATOMETaNHs, XEIaTHT WM IPYTH H3BECTHH PHCKOBH
daxropu 3a pasBUTHE Ha depHOJPoOHO 3abomdBane M dYepHONPOOHa CTearo3a (BKIL. HAKOH
JeKapCTBEHH IPOMYKTH ¥ amkoxoi). IlanueHTnTe, Xo-HH(pEKTHpaHA ¢ XemaTuT C H JEKyBaHu C
ana uaTepdepoH @ pubaBHPHH MOTAT Xa MPEeACTaBIIBAT IPYIa ChC ClenuduIeH PHCK.
HeobxoxuMo € fia ce Ipociefsisa BHUMATEHO CHCTOSHAETO HA NANUEHTHTE ¢ IOBHINEH PHCK OT
naKTaTHa aliAo3a.

Mumoxondpuanna oucgynxyus: B uscnenBaHus in vitro # in vivo € yCTaHOBEHO, [
HYKACOSHIHHTE U HEHYKICO3MHHATE aHallo3H NPHIHHABAT Pa3IHdHO II0 CTENEH YBPeXkAaHe Ha
METOXOHApuHuTe. CHOOIMAaRaHK ca CIydYan Ha MATOXOHApPHAIHA ,zmc(byHKu i

mocTHaTanHo, OCHOBHWTE HEXelaHH PeakIuH, 33 KOHTO ce chobmana /
HapymeHns (aHeMEs, HEyTpOIeHUsT) H MCTa0ONATHY HapyIeHAs (XHINEaiaas




xunepnuraszemus). Tesu cbOUTHS gecTo ca BpeMeHHH. CHo0MaBany ca i HIKOH KECHOIIOSABIBAIIN
ce HEBPONOTHIHYE HAPYHNICHHS (XUIIEPTOHMS, THPY, aOHOpMAaIHO IOBEAeHNE). 3acera He €
YCTAHOBEHO J(any HeBpPOJNOrHYHATE HapyIIeHHs ca BpeMeHHK UK HOCTOSHHY. Besiko eTe, KoeTo e
OWIIO B3NOMKEHO in utero Ha AeHCTBHETO Ha HYKIICO3HAHHE WK HEeHYKICO3HIHH aHaJIO3H, fopu HIV-
OTpHIATeNHUTE Aella, TpgOBa Aa 0F/1e NpocaeNeHO KIIHHNYHO U ¢ JabopaTopH: H3CICABAHMS.
I{smocTHO HpoydIBaHe 32 BB3MOKHA MUTOXOHApHANHA JACPYHKINA B CTy$ali Ha CHOTBETHH
IPU3HANNM ¥ CHMIITOME TpsOBa Na 6b1e HalrpaBeHo. Te3M 3aKiFOYcHUS HE IPOMEHSAT HACTOSINHTE
HAHOHAHH [IPEHOPEKH 33 H3HOJI3BaHe Ha HMPOTHROPETPOBUPYCHATA TepAIlisk IpH OpeMeHHH JKeHR
KATO [PEeBEeHNAd Ha BepTHKaiHaTa Tpancmucus Ha HIV.

JTunoducmpodgus.: Y CTaHOBEHO €, 9e KOMOHHHpaHaTa IPOTHBOPETPOBUPYCHA TEPAIIis €
CBBp3aHa C_IpepasnpeneieHne Ha TelecHHTe MasHUHM (iunoaucTpobus) npa HIV nanuenty. He
ca H3SCHEeHN JBITOCPOTHUTE IOCIeNANN Ha TOBA ABienne. He e HaIrblIHO yCTaHOBEH H
MEXaHM3MBT, HO KOHTO ce nosBsaBa. [Ipeanonara ce ph3ka MeXTy BHECIIEpanHaTa IHIIOMaTo3a i
npoTeazuuTe HEXHOHTOPY (PIs), ¥ MAMOaTpodusTa H HyKNEO3HAHUTE aHATIO3H HHXHOHTOPH Ha
obparnara Tpanckpuntasza (NRTIs). [ToumeRnsT pCcK OT HAMOXHCTPO(HS ce CBHP3Ba ¢
HHEIHBYAYaNHE (HaKTOpH KaTo [O-Bh3PacTHY IIaNAEHTH, KAKTO H ¢ (haXTOPH, ONPEACIIANH C& OT
JIEKapCTBaTa, KaTo I0-TOIsIMa ITPOIBIDKHTENHOCT Ha POTHBOPETPOBHPYCHOTO JIEICHAE H CBHP3aHA
MeTabonuTHA HapymeHus. Kiuanuauar nperies TpaOBa Ia BKIFOYBA K ONEHKA Ha (PH3MYECKH
Geness 3a Npepasnpe/ielicHre Ha MasHUENTE. 1pa0sa na ce 0OMUCIM H3MEPBAHE HUBATA HA
CepyMHITE JIMIIHAK W KPBEBHATA 3axap Harmanso. Hapymenusta B mmuaara ooMsHa Tpabsa fa
6BHAT OBIAASBAHM 1O KIMHAYHO IPHETHTE HAIUHY (BIDK pazzgern 4.8).

Hanxpeamum: ViMa cpobIMeHNs 32 NAHKPEATHT, HO HE MOKe JIa C& YCTAaHOBH CHC CHIYPHOCT
IPUIAHHO-CIEACTBEHA BPE3Ka Che Ziagen.

Tpoitna nykneosudna mepanus: VI300pbT Ha Nedenue ¢ Tpolina koMOuHalws oT abacavir,
lamivudine ¥ zidovudine Ipu HalHeHTH ¢ BHCOXO BUPYCHO HaToBapBase (> 100 000 copies/ml)
H3WCKBA CIENHAIH3APaNa Iiperienka (B paszel 5.1).

Cro0masany ca CiIyYaH Ha BICOKa JeCTOTa Ha BUPYCONOTHYEH HEYCIICX ¥ NOABa Ha
PE3HCTEHTHOCT B PAHEH cTajuii, korato abacavir e kom6unmpan ¢ tenofovir disoproxil fumarate n
lamivudine, chec cxema Ha IPUNOKEHHE BEIHEX JHEBHO,

Ipunoocenue eednvoic Onesro (abacavir 600 mg): Ylomure ot newenneto ¢ abacavir,
TpueMas BEAHEXK THEBHO C& OCHOBABAT IIaBHO HA NPOYYBaHe, H3BBPIICHO ¢ KOMOHHAPAH IIPHEM ©
efavirenz u lamivudine, npw malHeHTH, YIPH KOUTO HE € POBEKAAHO MPEABAPHTEIHO
aETHPETPOBHUPYCHO JeueHye (BIXK pazmen 5.1).

Yepnoopobro 3abonseane: Hava nannu 3a eduxacHocTTa M 68301aCHOCTTA Ha Ziagen IpH
[ANTHEHTH CHC CHITFTCTRANO 3HAYMTEIHO YepHOAPOOHO yRpexIane. Ziagen e IPOTHBOIIOKA3aH IIPH
MAIEEHTH ¢ TeXKOCTEIIEHHO epHOAPOo6HO Yepekaane (Bink pazaen 4.3). IIpu manueHTH ¢
xponudeH xenatut B mm C ¥ nexyBaHH ¢ KOMOHHHpaHa IIPOTHROPETPOBAPYCHA TEPANNSI PHCKET
3a [0sBa Ha TEXKH M IoTeruanio daTanuy 4epHoApoGH HexellaHy peaKili € MOBHIeH. B
cydaii Ha eIHOBPEMEHHO IIPOTHROBHPYCHO JiedeHHe Ha Xernatut B nmu C, npogyereTe H KpaTKATe
XapaKTEePUCTHKH HA CHOTBETHHTE JIEKAPCTECHM POMYKTH.

TIpy mauneHTy ¢ YepHOAPOOHa JUCHYHKIH, BKII. XPOHMIEH aKTHBCH XEIaTHT, €
yCTaHOBEHA HOBHINEHA YeCTOTa Ha IPOMEHH B 4EpHOAPOOHATA (PyHKI [T0 BpeMe Ha
KoMOHHHpa#a NpOTUBOPETPOBHpPYCHA Tepanus. Te TpaOBa ja OBaT CTaHAZPTHO NPOCTCNIBAHH.
AKO BMa JaHHY 33 YT&XHABAHE HA 9epHONPOGHOTO 3a00isBaHe IIPH TAKMBa IAIlHEHTH, TpsOBa ia
ce 06CH)M IPEKBCRAKE HITH NIPSYCTAHOBABAHE Ha JICICHHETO.

TIporemeHOo € hapMakOKHHETHYHO [IPOYIBAHE IIPH HAITHEHTH C JIEKOCTEIIEHHO YEPHOAPOOHO
yBpexmane. O6aue, IpenopbKa OTHOCHO HaMallBaHe J03aTa Ha IIPOXYKT2, He € BE3MOKHO Aa O5/e
HanpaBeHa Hopajy 3HadnTelHaTa BaprabunaocT Ha abacavir excn B a3H| Tpyma
mamuenTH (BEXK pasger 5.2). KanauuHATe naunny 3a Oe30nacHocyAlaMabaet HEHTH C
9epHOPOGHO YBpeXIane ca MHOro orpannden. Ilopagy note ‘ e Ha
excnosuigsta (AUC) npu HIKOM NAIHeHTH € HeoOXOMHMO BH NgBaHe.
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Hsiva napsm 0T npHIloeHue Ha Ziagen MpH NallAEHTH ¢ YMEPEHO WA TEXKO YepHOApPoOHO
yepexfade. Qgakea ce MHa3MeHUTE KOBIEHTPAiA Ha abacavir a ca 3HAYHTEIHO MOBHUINEHH HPH
Te3W naruesTH. ETo 3amo, He ce npenopbiBa IPAROXKEHAE Ha abacavir IIpH IalHeHTH ¢ YMEPEHO
gepHOAPoDHO YBpexKnaHe, OCBEH NPH A0Ka3aHa HeOOXOAHMOCT, KaT0 c€ HMa IIPESABHL
BHHMATEJIHOTO HM IpocieAsBaHe. IIpn nanMenTH ¢ TeXKOCTEEHHO YepHOAPOOHO YBpEKIaHe,
Ziagen e TIPOTUBOIIOKa3aH (BIDK pasznen 4.3).

Bvbpeuno 3abonasane: Ziagen He TpabBa Jia ce IIpHJiara Hpy TepMUHalieH CTafHl Ha
650pegno 3abonsaBaHe (BHK pasfen 5.2).

Homownu sewgecmea: Ziagen nepopaiieH pasteop csabpixa 340 mg/ml copburon. Korato ce
IpHeMa CHITIaCHO IPEHOPHKUTE 3a NO3HPAHE BCIKa 03a 0T 15 ml cpaspika okolo 5 g copbuTon.
To3H HPOEYKT HE € MOAXOIAN] 32 IPHIOKEHNAS NPH NALKEHTH ¢ HACICACTBEHA HEITIOHHCHMOCT KEM
(pyxroza. CopOUTONET MOXKE Ia AMa JieK JlakcaTHeeH edext. KanopuitHara cToitHOCT Ha
copburtona e 2,6 keal/g.

Cunopom na umynna peaxmueayus (Immune Reactivation Syndrome): IIpu HIV-
HHpEKTHPaHHA IAUEeHTH ¢ TeKHK UMYHEH AeQHIAT IpH 3all09Baie Ha KoMOMHUpana
apTupeTpoBupycHa Tepanmua (CART) MOXe Ma ¢e HOABH BR3NANHTEIHA PEAaKIii KbM aCHMIITOMHH
WA OCTATHYHHA OIOPTIOHHUCTAYHY ITATOTE€HH B JIa JOBEXE JIO CEPHO3HO KIMHHTHO CHCTOSHEE HIH
10 BIIOIIABaHE HAa CAMITOMATAKATA. TE3M Peakiuy ca Habmroxarany OOUKHOBEHO B paMKHATE Ha
THPBHUTE HAKOJKO CEAMHUIU HiH Mecenin ciell HadanoTo Ha CART. Taxusa npaMep ca
HUTOMETANIOBAPYCHANT PETHHUT, TeHepanu3ipanaTa Wi OTHENIHATa MEKoOaKTepHanHA HHOEKIHN
H HHEBMOHHSA, IPHYHHEHA OT Preumocystis carinii. Berdxn BE3NAIMTENHE CHMITOMY TPAOBa 1A ce
OIIeHAT U Jia Ce 3all0YHE JICICHHUE, KOTaTO € He0OXOmUMO.

Onopmionucmuuny ungexyuu: TlpueMpbr Ha Ziagen ¥ APYrA aHTHPETPOBAPYCHH NPOIYKTH
HE OTpaHAYaBa Pa3sBUTHETO HA ONOPTIOHHCTHIHE HHbEXM 1 Apyry yenoxuaenus va HIV
mabexnnaTa. [lanuestrTte Tps6Ba Aa 6BAaT NOK PelOBHO HaOIOAEHKE OT JeKapH ¢ OIIHT B
neyenreTo Ha acorunpannte ¢ HIV uadexnuara saboxisagus.

IIpedasane na HIV: TlanimentuTe Tpa0Ba Aa 6paat medopMEpany, de IPAEMET Ha Ziagen He
peAna3ssa or peHacsne Ha upyca HIV mo kKpeBeH Wi II00B IBT. 3a IIpeAa3sBaHe OT 3apa3saBaHe
Ha OPYTH X0pa € HeoOXOAuMO Ja IPOIBIDKAT /i Ce B3eMaT ChOTBETHH IIPE/IIa3HA MEPKH.

4.5. JlekapcTBEeHH H APYTH B3aUMOXEHCTBHS

Ha 6aza pesyiaraTHTe OT POBENEHUTE in Vifro OMUTH H H3BECTHAS BT Ha METaOOM3NPaHE
Ha abacavir € yCTaHOBEHO, e BE3MO)KHOCTTA 32 KOHKYPEHTHH B3anMoznelicTBIA Ha abacavir ¢ pyra
JIEKapCTBa 34 eH3uMHEATa cucreMa P450 e manka. P450 rrpae Manka pons B MeraboamusMa Ha
abacavir. Abacavir He mExHORpa MeTabonniMa, megunpan ot CYP3A4, Ilpu ycnoBus in vifro B
KIMHEAYHO peJieBaHTHH KOHNeHTpanuy abacavir He naxubupa egsumute CYP3A4, CYP2C9 u
CYP2D6. IIpu nanuenTy, y9acTBaIN B KINHAYHE H3IUTBAHMA, HE ¢ YCTAHOBABA HHIYKIEST Ha
gepHOApoOHIT MeTabomusbm. ITo Ta3y NpHYuHa CHINECTBYBa MaJIKa BEPOSTHOCT 32 JISKapCTBEHM
BIaUMOACHCTRHSA Ha AHTHPETPOBUPYCHH IIPOTEasHy HEXHUOHUTOPH M APYTH JIEKapCTBa,
mMeTa0ONA3HpaHN OT INaBHATa €H3MMHAATA crecTeMa P450. PesynratuTe OT KIHMHHYHE H3CIIEABAMS
TIOKa3BaT, 9& HaMA KNueIHOo SHAYRMH B3auMogelicTBua Ha abacavir cse zidovudine i lamivudine.

CuilpH eB3sHMHE MHAYKTOPH Karo rifampicin, phenobarbital m phenytoin morat crabo ga
TIOHIDKAT HJIa3MeHATE KOHIEHTPAyy Ha abacavir, Topajii BIASHUETO CH BBpXy ¥ ID-
TIEOKypoHHATpancdepasaTa.

Emanon: MeTtaGonmusMbT Ha abacavir ce IPOMeH: IIPH SAHOBPEMEHEH IIPHEM C eTaHON, KaTo
mnomra_nox xpusara (AUC) Ha abacavir ce mopamasa ¢ okoiio 41 %. Tasu npoMsaHa He ce npuemMa
33 KJIHEMYHO 3navuMa. Abacavir He moBIHgBa MeTabONH3Ma Ha €TaHOIL. :




dapmakoxuneTskara Ha abacavir He ce CINTAT KIHHASHO pelleBaHTHH. B ToBa u3nutrane abacavir
ITOBHIIABA CPEAHAA CACTEMEH KITHPBHC Ha MeTafoH ¢ 22 %. Eto 3amo He Moxe fa 6516
H3KIIF0YeHa HHIYKITHA Ha MeTaOoIm3ApampTe AeKapeTBOTO eH3uMA. ITarieRTHTE, KOHTO ¢&
nexysar ¢ methadone u abacavir, Tpa6Ba na 6snar HpocileIABaHH 32 XIPOSEH HA ONHATeH
abCcTHHEHTEH CHEIPOM, IOSBIBAIIM ce IIPH HUCKa 1034, KaTO YIOHIKOTa ce Hallara IIOBTOPHO
THTpHpaie A03ara Ha methadone.

Pemunoudu: IIpoAyKTHTE OT pasTpaKEaHETO HA peTHHOEBATa KHCEIMHA e eIEMUHEHDAT OT
aIKOXONAexuAporenazaTa. B3aumo/elicTBES ¢ abacavir ca BB3MOMKHH, HO He ¢a H3CICABaHH.

4.6. DBpeMeHHOCT H KEPMEHE

BpemennocT:

[punoxeHnero Ha Ziagen He ce IpenophyBa MpH Opemennn. besonacHocTTa Ha ynoTpebara
Ha abacavir 10 BpeMe Ba OpeMeHHOCT HpH JoBeKa He ¢ JJoxas3aHa. [IpH XKHBOTHH € YCTaHOBEHO
TpaHCIUIalleHTaApHO IpeMUHARaHe Ha abacavir B/HM Ha HeroBHTe MeTado/mTH. JloKassa ce
TOKCHYHOCT BEpXY emOproHa ¥ (eTyca nipu MIBX0Be, AOKATO TIPH 3alii TaKaBa JIMICBEA (BHX
pazaen 5.3).
B manutBanyus IIpHE JKHBOTHY € HEBB3MOKHO JIa Ce YCTAHOBH TEPATOTCHHIT HOTEHIIHaN Ha abacavir.

Knpmene:

Abacavir ¥ HeroBHTE METalOIMTH ¢ OTKPHBAT B MISIKOTO Ha NABX0Be. BeposrHo
IIpeMHHABAT B YOBENIKaTa KEPMa, HO He ¢ noTesp/eHo. He e ycranopena 6e30macHOCTTa Ha
yIotpebata Ha abacavir 3a Gebera mog 3 Mecedna Bp3pact. I1o Bpeme Ha Nedenue ¢ abacavir, e ce
HpenopsdBa MaHEHTKUTE Aa KEpMir. C el a ce n30erse 3apassBane Ha KbpMaderara ¢ HIV
crenuanHcTaTe npenoprusatr HIV nadekTrpannTe Maliky fa HE KEPMAT.

47. Edexra BbpXy caoco0HoCTTa 32 modupane A padiora ¢ MAIEHA

He ca mpoBerkaaHy W3cHeABaHys Jany Ziagen a BOME AO HAKakBH e(eKTH BEPXY CIIOco0HOCTTa
3a moupane 1 padoTara ¢ MANTHHH, -

4.8. Hexenany JeKapcTBeHH peaKIMH

Cepoxuyecmeumennocm (Bywx 1 pazaen 4.4. Crnenuanay npefylpexfeHus ¥ CHEIHATHH
Tpe/Ilia3Hy MEPKH 32 YIoTpeba):

Tlpr KIMEHYHETE U3NATBAHIS NPHOIU3KTEIHO 5 % OT NaNUeHTHTE, NpreMaly abacavir, pasBHBaT
peaKIys HA CBPBXIYBCTBATENHOCT. HKOH OT Te3H Cllydau ca XXKHBOTO3aCTPAIaBaiy K 3aBEPIIBAT
JI€TAIHO, BEIIPEKH B3eMaHuTe NPeAIa3HA MepKa. Te ce XapakTepH3HpaT ¢ IPOSIBY HA MONMOPraHHH
HITH CHCTEMHH YBPEKIAHSL.

debprmuTer WHMM XoxkeH o0puB (06HKHOBEHO MaKyJIONamyI03€H 1l YPTUKAPpHAIeH) IPHCECTBAT
B IIOYTH BCHYKH CJIydaH, KaTO IacT OT CHHApoMa. B HAKOM CiTydau peaklHuTe Ha
CBPHXJIYBCTBHTENHOCT MOXKE JIa e H3aBAT 6e3 oOpuey ¥ debpuimrer.

To-gony ca H3GpOeHH CHMITTOMATE (YCTaHOBEHH B KIIHHUYHY H3HTBAHUI WIH IIPH
HOCTMAPKETHHTOBOTO HAGIIOAEHNE) Ha PEaKIIATA Ha CBPEXIyBCTBHTENHOCT. CHMITOMHUTE,
crob6masann Hpy Hax 10 % oT NANAEHTATE C PeaKIlHd Ha CBPBXTIyBCTBHTEIHOCT, ca HONYepTaHy
¢ yepeH MpHGT.

Koorca: O0pue (00UKHOBEHO MAKYJIOIAIYI03EH

SA3BH B yCTarta.




Luxamenna cucmema: JucnHes, KABUIRNA, BB3TANEHO BP0, PECHHPATOPEH JUCTPEC
CHHIPOM IIpH BB3DACTHH, JUXATENHA HENOCTATHYHOCT.

Pasznu: @edpuNnTET, CHHIRBOCT, HEPA3I0J0KeHHE, OTOK,
muMpafeHONATHS, XUIIOTOHMS, KOHIOHKTABHT, aHa(HIakCHs.

Heeponozuunu/neuxuampuynu cumnmony: TiaaBe0ome, apecTes3Hs.
Xemamonozuunu cumpnmomy:  Jlumbonerns.

UYepen Opob/nanxpeac: HopHmenn cTOHHOCTH HA 9ePHOAPOOHNTE CH3MMY, XEIIATHT,
YepHOAPOOHA HEXOCTATHYHOCT.

Onopro-Osuzamenna cucmema: MBalnras, B pefKy CIydad MAOJH32, apTPANrhs, TOBHNICHH
cTOHHOCTH Ha KpeaTHHHH dochoKnHa3a.

Yponozuunu cumnmomu: TloBrImeHH CTOMHOCTH Ha KpeaTHHUH, OE0peuHa HeAoCTaThIHOCT.

Ilpn fena B cpaBHEHNE ¢ BE3PACTHH €A ¢ho0MaBann no-1ecro 00puen (81 % cpemy 67 %) n
CcToMamHo - YypepHH ApossH (70 % cpemy 54 %).

[Ipy HIKOM ManHEeHTH PeakHuTe Ha CBPBXIYBCTBHTEIHOCT ¢4 JHATHOCTHIMPAHH IBPBOHAYAIHO
KaTO NIPOSBH HA TaCTPOEHTEPHT, 3a00IBaHAS Ha AUKaTeHaTa CECTeMA (THeBMOHHS, OpPOHXHT,
dapuHrHT) WM rpuionogoGHo 3abonseane. Topa 3a0apsAe Ha TOIHATA JHATHO3a HA PeaKiiis Ha
CBPEXTYBCTBATEIHOCT B IIOBETETO CIyIaHl BOXH O MPOXEIDKABAaHE HJIH BH300HOBABAHE HA
Tepanusta cee Ziagen W KaTo pesylTar -~ pasBUTHE Ha HO-TEXKH MPOABH HA CBPBEXTYBCTBHTEIHOCT
pmu netanel uaxox. [1o Tasu npruuna TpadBa Ja ce MMa NpeABH BE3MOKHOCTTA 33 PA3BHTHE HA
PEaKI¥y Ha CBPhXIyBCTBHTENHOCT IIPH HAllUeHTH, IPOIBHAM FOPeH3OPOSHNTE CHMIITOMH.

Te3u CHMITTOMH OGHKHOBEHO Ce pa3sBHBAT mpe3 IBPBHTE 6 ceIMUNH OT JedyeHreTo (cpexuo cnex 11
JTHH), HO MOXKeE fja ce [IPOSIBST II0 BCAKO BpeMe Ha TepafiusTa ¢ abacavir. Ilanuenture TpsOsa fa
OBAAT 0K pPeJIOBHO JIeKapcko HaboAeHke, 0c0OEHO Mpe3 MHPBUTE IBA MeCena OT JICYCHHAETO C
abacavir, KoraTo ce Iperop5IBa KOHCYATAIMS ¢ JICKapst Ha BCEKH JBE CEIAMHITH.

He ca ycTaHOBEHH PHCKOBHATE (DaKTOPH, Upe3 KOBTO MOXKE Ja Ce IPS/CKaXe HACTHIBAHETO HIH
TEXECTTA Ha peaKiys Ha CBPEXIyBCTBHTeNHOCT. Hepexopuus IpueM Ha abacavir BepOsTHO
[IOBRIIABA PHCKA OT CEHCHOMII3AIAS | CIIeHOBATENHO OT MOSBa Ha KINHIYHO 3HA9MMa peaKins Ha
CBPBXUYBCTBUTEHOCT. [lanuentrTe TpsaOBa Aa OBAAT IipeyIpeneHH, de Tpabpa Ja npaemar Ziagen
PEHOBHO.

Bp300HOBABaNE Ha IEICHHETO CBC Ziagen clieh NPOsSBeHa PeaKIlis Ha CBPhXIyBCTBUTEIIHOCT BOJH
IO HOBO H 65p30 pasBATHE Ha CHMITOMHTE B pAMKHTE Ha HAKONKO yaca. [Ipu nmopTopHa mossa
CHMIITOMHTE OOHKHOBEHO Ca TI0-CHITHO NIPOSBEHA K MOTaT Aa AOBENAT A0 KUBOTO3acTpamabalna
XHUOTOHAS ¥ cMBPT. [lanHeHTATE NPH KOUTO ce € HPOSBMIA PeaKiHs HA
CBPBXYYBCTBHTEIHOCT TPHOBA 12 PEyCTAHOBAT NpHeMa HA Ziagen m HMKOra Xa ue ce
JIeKyBaT che Ziagen MIIA ApPYr JeKapCTBEH HPOAYKT, chabpxan abacavir (Kivexa, Trizivir ™).

3a f1a ce n3berne 3a0aBAHETO HA AUATHOCTHIMPAHETO M ia C€ CBEAS A0 MHHHMYM PUCKBT OT
YHBOTO3ACTPAIIABANIH PEaKIHH Ha CBPBbXIyBCTEBHTENHOCT, IPHEMBT Ha Ziagen Tpalea fa ce
MPEYCTAHOBH B Ciydail 9 CBPEXIyBCTBHTEIHOCTIA HE MOMKE Ja Ce U3
BB3MOKHOCT 3a Apyra Auarso3a (3abosgBane Ha AHXATENHATA CHCTE
TaCTPOSHTEPHT WK PEAKIHs KbM APYTO JIEKapcTBO).




IIpu pL300HOBABaHe HPHeMA HA Ziagen 0T HalHEHTH, KONTO HpeJH BPEYCTAHOBHBAHETO HA
npdeMa Ha Ziagen Bede ca HPOSBHIN ¢AHH OT ChIleCTBEHATE CHMATOMH Ha
CBPLXIYBCTBHTEIHOCT (KO3en 00pHB, BICOKA TEMHEPATYPA, CTOMAMHBOYPEBHA WIH
PECHHEPATOPHA CHMITOMATHAKA, KAKTO K 00IH0 HepA3HOJIOKEeHAE H CHHINBOCT) ce Habaoxasa
Obp30HACTHLIBANA PEAKNHA HA CBPHXYYBCTBHTCHHOCT, BRIIOYHTENHO KHB0TO32CTPamIaBanio
cherosiaae, Hali-4eCTHAT H30JAPAN CHMIITOM Ha PeaKIHAS Ha CBPLXIYBCTBHTE/NHOCT € KOKeH
o0pas. B MHOr0 peaxn ciiy4an ce ch00MABAT peaKnud Ha CBPLXYYBCTBATEIHOCT H IIPH
HAHENTH, KOETO BH300HOBSIBAT JI€IEHAETO, HO He €A HMAIN HPeAX0KAAN IPOSBH HA
PeAKHEs BHa CBPLXYYBCTBATENHOCT. I IpH BaTa ciiydas, ako ce pelld BE300HOBSBaHE HAa OpHEeMa
Ha Ziagen, MalHeHTHT TPSOBa Jia O'b/le IOCTABSH NPH YCIIOBH:, TO3BONABAINY He3abaBHa
MEJTHIHHCKA IIOMOII.

Bceru nanpeHT TpsOpa Aa O5e Dpenynpe/ieH 3a BE3MOXHOCTTA 32 TaKaBa Peakiyi Ha
CBPBXYYBCTBHTEIHOCT KM abacavir.

3a MHOTO OT APYTHTE HEXEIAHHTE PEaKIHN HE € U3SCHEHO Jald ca CBBP3aHH C
IPUNOKeHAETO Ha Ziagen, Ha ApyruTe AEKapcTBa, IpHEMaHn 3a Jedenue Ha HIV zabonaBanero
HIIH ca Pe3yNTAT OT Pa3sBHTHETO Ha 3ab0IIBaHETO.

Msuoro ot u30poeHuTe HO-~I0y HEXXeNaHu peakilpy ce Habmonasar decTo (fafeHe,
MOBpBIIane, Auapas, ¢GeOprnmTer, netapris, oOpHB) IPH DALMEHTH CBC CBPEX1YBCTBHTEIIHOCT
KM abacavir. 3aToBa py NANHEHTH ¢ HAKOH OT Te3H CHMIITOMH Tpg0Ba BHAMATEIHO Ja ¢e
TIpEIieHH ANy ce Kacae 3a HajlH4He Ha PEaKHusI Ha CBPBXYYBCTBHTEIHOCT, AKO ICZCHHUETO CBC
Ziagen e GO IPEyCTABOBEHO BEB BPh3Ka ¢ NI0SBATA Ha HAKOH OT TE3H CUMIITOMH, Ciell KOETO e
B3eMe€ pellenie 3a Bp300HOBABaHE Ha TepaliaTa che Ziagen, TORa Tps6Ba Ja Ce HANIPABH B
GonEnTHE yonoBus (BIX paszen 4.4). MHOro psako ca cs00imasany ciydau Ha erythema
multiforme, curppoM Ha Stevens Johnson 1 TOXCHYHA eNAZIEpManHa HEKPOIH3a, KaTO HE MOXKe Ja
Ce H3KIFOYH CBPEXYYBCTBATENTHOCT KBM abacavir. B Te3u ciy9an npuemMsT Ha ICKapCTBEHATE
IPORYKTH, ChABPKaIH abacavir Tpsfea fa ce IPEyCTAHOBH HAIIBIIHO.

TIpeoGrnaapamara Jact OT HEXENIaHHTE Peakya He HajaraT OrpaHidaBaHe Ha JIeYCHHETO.
Te ce xackGHIUPAT IO YECTOTa KaTo: MHOTO decTH (Hax 1/10), wectn (ot Haz 1/100 o mox 1/10),
ge gectn (or Hax 1/1000 xo mox 1/100), peaxu (ot raz 1/10000 xo mox 1/1000) 1 MHOTO peaxu
(mox 1/10000).

Hapymenus Ha MeTal0JH3Ma 1 XpaHeHET0
Yeern: aHOPEKCHS.

Hapymienns 0T cTpaHA HAa HEPBHATA CHCTEMA
Yeern: THasobonNE

Hapymelmﬂ oT CTPAHA HA TAaCTPOHHTECTHHAJMHATA CHCTEMA

Yeern: rafgcye, TOBpHIIaKe, JHAPH.
Penxn: nankpeaTuT.

HapymieHHs 0T CTPAHA HA KOKATA { NOTKOKHATA THKAH

Yecrm: oOpus (0e3 CHCTEMHHE CHMITOMY)

Mnuoro penxa: erythema multiforme, curApom Ha Stevens-Johnson i TOKCHIHA
enmaepManga HEKpOnu3a

O0mu HapymieHus
Yecrr: GeOpmmmTeT, CHHIMBOCT, OTHATHAIOCT




[Ipu npunoKeH:E HA HYKICO3UAHY dHANO3M ¢a Cho0IaBaHy CIyYan Ha JaKTaTHa alumo3a,
HOHSAKOra ¢ (haTajeH u3X0oJ, KOSTo 0OAKHOBEHO ce ChUeTaBa ¢ TeXKa XellaToMerams K
gepBOApoOHa crearosa (Bink pasjeln 4.4).

KomOuumpanata IpOTHEOPETPOBRPYCHA Tepalus e CBbp3aHa ¢ IipepaslipeleNlcHHe Ha
TeNeCHUTe Masuuuy (unonucrpodus) npu HIV nanmenty, BKIEoYBaimo 3aryba Ha IepHGEpHEa H
THIEEa IOAKOKHA MACTHA THKAH, OBUIEHa WHTpaaboMAHATTHA H BHCIepalIHA MACTHA THKaH,
XunepTpodus Ha TEPAVTE 0 HATPyNBaHe Ha JOpP30LEpBHKANIHA MazHHHA {OuBoicKa TEpOHna).

Kom6uanpanaTa mpoTHBOPETPOBHPYCHA TEPAlHs € CBEp3aHa ¢ MeTa0OMHTHE HapyIieHAS
KaTO XHIIEPTPHIIHIEPHACMES, XANEepXolecTepoiieMys, HHCYTHHOBA pe3HCTEHTHOCT,
XWIIEPFIUKEMUS i XUIIepiaKTaTeMus (BrxK pasgen 4.4).

TTpu HIV-nndexktrpany Dan@eHTyH ¢ TEXEK AMyHEH qeunnT npy 3aodsane Ha
KOMOHHHpaHa auTHpeTpoBupycHa Tepauist (CART) Moxe fa ce HOSBH BE3MATHTENHA PEaKilis KbM
ACEMIITOMHY WIH OCTATHYHH ONOPTIOHACTHIHY IaTOTeHH (BIK pasgen 4.4).

Omrnonenus ¢ nabopamoprume noxasamenu - I1pu IpoBeeHNTe KOHTPOIRPaHy KIHHATHH
RA3NMATBAHAS OTKIIOHEHHS B IAOOpaTOpHKTE TIOKa3aTeNH, CBEP3aHH C I€IeHHETO Che Ziagen, ce
YCTaHOBSBAT PANKO. UeCTOTaTa HM IpH IANUEHTHTe, ApAeMany Ziagen, H Te3H OT KOHTPOJHATa
rpyma e ChIOCTABAMA.

4.9. IlIpepozmpane

ITo BpeMe Ha KAMHAYHA H3CICKBAHMA TIPH NIPHeM Ha eAWHIYHE Ko3H Ziagen ot 1200 mg u
Jxuepan go3u go 1800 mg He ca cro0ImaBany HeOUaKBaHE He)KelnaHH peakuud. He ¢ yeranosen
eexTHT OpH IpHEeM Ha IO-BHCOKH 103H. IIpr npefosnpane nanuentHTe TpsAOBa Aa ce HabmoxaBsar
32 OpOsABY Ha TokcHIHOCT (BiK. 4.8) ¥ fa ce HasHaIM CTAHNaPTHOTO IOAFBPKAINO JicdeHue, He e
VYCTAHOBEHO fany abacavir MOJKE [a ce OTCTPAHH Jpe3 XeMOJUanu3a UK NepHTOHeaIHA JHANH3A.

5. ®apmMakoAOrHIHE AaHHH
5.1. ®apmaxkoaHHAMEYHH CBOHcTBA

MdapMmakoTepaneBTHIHA IPyIIa - HyKICO3KACH aHanor HHXHOHTOP Ha o0parHara
TparckprnTaza, ATC xox: JOSA F06.

Abacavir e HyxIeo3ngeH aganor HHXuOHTOp Ha o0paTHaTa TpPaHCKpHNTasa. Tol e MomeH
cenekTHBed naxuOuTOp Ha HIV-1 w HIV-2, BxmounTtenso Ha HIV-1 H30/aTH ¢ IOHIDKEHA
ayscTerTenHOCT X6M zidovudine, lamivudine, zalcitabine, didanosine s nevirapine. Abacavir ce
MeTabou3upa BETPEKIETHIHO IO aKTHBHOTO ChefiHeHne carbovir 5°- triphosphate (TP).
MexaBn3MbT Ha JeHCTBHE, YCTAHOBEH IIp¥ IPOBEAEHH i1 Vilro H3CHEHARAHAH, © HHXHOHpaHe Ha
BHPYCHHS €B38iM 00paTHa TPaHCKPHITA32, KOETO BOJHM 10 IpeKbeBane Beprrata Ha JIHK u no to3u
Ha9HH C¢ BH3NPEATCTBA PEIINKAEATA Ha BHpyca. B ycnorus in vitro ce HabmoaBa CHHEprHICH
ehexT npy KoMOUHAIMS Ha abacavir ¢ nevirapine u zidovudine. Ilpu xomMOurEpane Ha didanosine,
zalcitabine, lamivudine u stavudine ¢ abacavir ce gadnronasa B3aMHO JOIIBIBAHE HA TEXHUTE
eexTH.

ITpu yeIIoBHS M Vifro ca celrektupann u3ogary Ha HIV-1, pesrcTeHTHHA Ha abacavir,
VcranoBgBaT ce crenuHIHA IeHOTHIIHYE IPOMEHH B KOJIOHA Ha o0paTHaTa TPaHCKPHIITAa3a
(xoporm M184V, K65R, L74V u Y115F). Bupycrara pesHCTEeHTHOCT KBM abacavir IIpH yCIIOBKA in
Vitro W in vivo ce passupa GasHo. KIMHHYHO 3HAYMMHK HUBA Ha PE3UCTEHTHOCT ¢€ MIOCTHIAT IIPH
nopumenne Ha ICsg Hafl oceM NETH B CPaBHEHEE ¢ TA3HU 34 IIFPBHYHMS BHPYC. 34 TORA ¢a
HeoOXONUMHK MHOKECTBEHH MyTary. [I30naTH, pe3HCTEHTHH KbM abacavir, HOKa3RaT HOHHKEHa
9yBCTBHTERHOCT KM lamivudine, zalcitabine n/unm didanosine, Ho 3ana333 ‘

I

zidovudine m stavudine.
He ce 09akBa KphCTOCaHa PE3UCTEHTHOCT KM abacavir ¥ Hpogé
HEHYKJICO3UNHN HHXUOATOPH Ha 00patHata TpaHcKpuuTasa. Ilon
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abacavir ce HaGr0AABa TIpK NANHEHTH ¢ HEKOHTPOIMPYeMa BUPYCHA PEILIHKAIHS, TIPH
[IPEAMIECTBAINO JICYeHHE ¢ abacavir ¥ pe3sHCTEHTHOCT KbM APYIHM HyKIeO3WIHY HEXHOHTODH.
IMonmxena IYBCTBHTENHOCT KM abacavir ce 09aKkBa IpH M30MI4TH OT BHpPYCa ¢ 3 ¥ IIOBEYE MYyTAlfHH,
BOJICINY A0 PE3HCTEHTHOCT KBM HYXKIICO3HAHN HEXHOUTOPH Ha obpaTsaTa TpaRCKpHIITa3a.

Kamuaaau pesyaratn:

HNanuuTe 3a eHKaCHOCTTA Ha JISIEHHETO Che Ziagen OCHOBHO ce 0a3upar Ha pe3yNTaTH OT
NIpOy4BaBys IpH BH3PACTHH NAITUeHTH Ha TepalleBTHIeH pekuM ¢ preM Ha 300 mg Ziagen Ba
IIBTH MHEBHO B KoMOHHaks cbe zidovudine m lamivudine. TIpH Tesn man@eHTH He € NPOBEKAAHO
TIpeABapUTEIHO aHTHPETPORUPYCHO JICICHHE.

Ipuem na 300 mg dea nwmu Onegro:

» Buwspacmuu nayuenmu, HenpuemMany 0oce2d NPOMUGOPEMPOSUPYCHA Mepaniist

Ipu oxomo 70 % Ot BE3pacTHUTE IAIMEHTH, ICKyBaHH ¢ abacavir B komMOuranus ¢
lamivudine u zidovudine (tedenue B mponbDreHEE Ha 48 ceMUIIH) BAPYCHOTO HATOBAPRAHE
crIapa moj Impara Ha m3mepsare (< 400 xonms/ml), cbe ¢rOTBETHO oRHMmaBare Opos Ha CD4
KIIETKHTE.

TTpu eAHO PaHAOMU3KHPAHO, NBOHHO CHAI0, MIaue00 KOHTPONMPAHO KIMHAYHO H3IHTBAHE
TIpE BH3PACTHH HANUESHTH, HePHEMAaNH JOCETa IPOTHROPETPOBHPYCHA Tepanus, KOMOHHAIAATa OT
abacavir, lamivudine u zidovudine, npremMana B IpOSEIUKEeHNE HA HaJ 48 ceIMHUIH, € TTOKa3ana
CHES aHTHBHPYCeH edeKT xakTo KoMOrRanuaTa oT indinavir, lamivudine 1 zidovudine.

Topamu roneMus 6poit Ha HANUEHTHTE, NPeKBCHANH JICICHHETO Ipe/H 3aBbPIIBaHE Ha
H3MHTBAHETO (42 % OT MalHeHTHTE Ca NIPEKBCHANM PAaROMUIAPAHOTO NedeHne npeau 48
CeqMHMIR), He MOxe Na ObJie HanpaBeHO Ae(hHHNTHBHO 3aKIF09eHKe OTHOCHO EKBUBANICHTHOCTTIA HA
TepaneBTHIHATE PEXUME Ha 48 cenMuna. Beipek 9¢ e yCcTaHOBEH CXONEH TIPOTHBOBHPYCEH
edext Ho oTHOmenMe Ha % MAIMeHTH ¢ BEPYCHO HaTORapBaHe IOJ Ipara Ha HaMepsane (< 400
xonwus/ml; intention to treat analysis (ITT), 47 % u 49 %; as treated analysis (AT) 86 % u 93 % 3a
abacavir u indinavir cBOTBETHO) Ha TEPaNCBTHIHUTE CXEMH, BKIIOUBaINy abacavir um# indinavir,
pe3yJsITaTHTe ca B moi3a Ha indinavir koMOMHanuATa, 0COOEHO II0 OTHOIICHHE Ha IallHEHTHTE C
BHCOKO BHpYycHO HaToBapeane (> 100 000 konus/ml B saganoro Ha Teparmmsira; ITT, 46 % u 55 %;
AT, 84 % u 93 % 3a abacavir 1 indinavir ¢hOTBETHO).

B MyJITHIIEHTPOBO, ABOUHO-CIIAIO, KOHTpouupano m3nuTsane (CNA 30024), 654 HIV-
uH(EKTHPaHH, HeIIpHEeMaNy Jocera IPOTHBOPETPOBUPYCHa TEPAliks, ca paHIOME3HPAHH A4
upremar 300 mg abacavir nsa neTa gHeBHO Wk 300 mg zidovudine gBa ITHTH JHEBHO, H B ABaTa
ciydas B xomOunanus cs¢ 150 mg lamivudine apa et nueBHO B 600 mg efavirenz seansix
nuepHO. [IBOMHO-CNISMIATA Tepallks € IPoAbDKaBaia Haii-Manko 48 cexmumu. IIpy Holyranusta Ha
BCHYKH paEnoMmsupasH (intent-to-treat - ITT), 70% OT manmeHTHTE B rpynaTa Ha abacavir B
cpasHeHEE ¢ $9% Ot HanACHTHTE B rpynata Ha zidovudine DOCTHIaT BUPYCOIOrWIeH OTFOBOD HA
HIV-1 RNA < 50 xonus/m] nnasma jo cegmuna 48 (MOMEHT 3a OICHKa Ha TEPalleBTHYHA pa3jlHKa:
0.8, 95% CI—6.3, 7.9). Ilpu AT (as treated) ananusa pasnukaTa MeXIy JBETE TepalcBTHYHE
pamena & rio-sBHa (88% 0T naluueATHTe B IpyHaTa Ha abacavir B cpaBseHHe ¢ 95% OT manueHTHTe
B rpynara Ha zidovudine (MOMeHT 32 ONEHKA Ha TepalieBTHIHA pa3maka: - 6.8, 95% CI-11.8; -1.7)).
JiraTa aHamm3a, BCe MK CHOTBETCTBAT Ha 33KIIOYESHUETO 3a ChIocTaBuMocT (non-inferiority) ma
ABETE TepalleBTHYHHA PaMeHa. ‘

o Jleya, ne npuemanu doceza NpOMUEOPEeMpPoOSUPYCHA Mepantis

B OTKPHTO KIIHHAYHO U3TIUTBAHE IIPH JE11a, CPABHABAIO KOMOHHaLWHA Ha HYKICO3RAHA




OTHOLIEHHE IIPOLleHTa Ha ienara, TeKyBany ¢ KoMOHuHaumy, chAbpxamy abacavir - HIV-1 RNA <
400 xomust/ml na 48 cenmuna (crotBeTHO 53 %, 42 % 1 28 %, p = 0,07).

o Knunuunu npoyusanua npi REKYEany nayuenmu

TIpu BB3pacTHE HoGapsHETO HA abacavir KBM yMepeHa KOMOHMHEpaHa aHTHPETPOBHPYCHA
Tepamnud ce OKa3Ba CbC CKpPOMeH eheKT IO OTHOINEHNE Ha HaMaliIBaHe BHPYCHOTO HATOBapBaHe
(cpemno monmxenne 0,44 logjo/ml 3a 16 ceqmutm).

EdukacrocTTa Ha IeIeHAETO ¢ abacavir Ipy HaueHTy, JISKyBaHH HPEAH TOBa ¢ HyKIEO3HHH
AHaNO3H HHXHONTOPH Ha ofparHara TPagCKPHNTAa2a, € HACKA. Y CIIEXBT OT JISGeHHETO ¢ HOBaTa
KOMOMBAIAS 3aBACH OT THIIA U NPONBIDKUTENHOCTTA Ha IHPBOHAYAIHATA Tepalks, KOSTO MOXKE Jia
e goBena Ao nossa Ha HIV-1 BapmanTu ¢ KppeTOCaHa Pe3HCTEHTHOCT KhM abacavir.

Ipuem eednvoic onesno (600 mg):
o Iayuenmu, ne npuemanu 00ceza NPOMUBOPEMPOSUPYCHA MEPANA

TepaneBTATHUAT PEXUM ¢ IPHEM Ha abacavir BeAHEK JHEBHO Ce OCHOBaBa Ha pe3yNTaTuTe
oT 48-ceqMHuYH0 MYNTHIOEHTPOBO JBOHHO-CIIII0 KOETporpano n3nutsane (CNA 30021) mpu 770
HIV-undexTrpany BH3PACTHH HAUMEHTH, HE NpHEMan Jocera MPOTHBOPETPOBAPYCHA Tepatius.
ITanmuenTHTE ca IHpBoHadanso acumnToMatnaer HIV nadexrupann (CDC cramuit A). Te ca
pAaEIOMU3HEpAHH fa IpaeMar abacavir 600 mg pefu®x quesno amm 300 mg 1Ba TETH AHEBHO, B
xomOumamms ¢ efavirenz u lamivudine Begusx AHEBHO. Y IIpH ABaTa TepalleBTHYHM PEKHMA €
TIOCTHTHAT NoH00EH KIHHMYeH yenex (MOMEHT 32 OlIeHKa Ha TepaneBTHgHa pasmuka: ~1.7, 95% CI
-8.4, 4.9). Tezn pesynTaTi nokassar, 9e ¢ 95% CHTYpHOCT HCTHHCKATA pa3iiuka He € II0-ToXIMa OT
8.4% B mos3a Ha TepaneBTHYHHES PEXAM ¢ JBYKPATCH NHEBEH IHpHeM. Ta3y NOTEENHANHA Da3HKa €
JIOCTATHYHO MANKA, 33 1A Cc HAIIPABH 32KIIOUCHHKE, Y& pekuMa Ha HpHeM Ha abacavir BeTHEK
AIHEBHO M PeXXHMA Ha IIpHeM Ha abacavir ABa IBTH JHEBHO ca ChIIOCTaBHMH (non-inferiority).

ITozoOHa 00ma HHCcKA 9eCcTOTa Ha BUPYCOJIOTHYEH HeyclieX (BUPYCHO HaTtoBappage > 50
KoImmst/ml) e ycTanoBeHa Hpy ABeTe TPETHPaHH I'PYIH — ¢ IPHEM BEAHEX H BA IIBTH JHCBHO
(croTBeTHO 10 % 1 8 %). B Manka gacT oT mpoOKTe 3a reHOTHIIEH aHaiu3 ¢ YCTAHOBCHA TEHACHIUA
3a NoBHIEHO EHBO Ha NRTI-cabp3annTe MyTallll OpH TepaneBTHYHUS DEXXUM ¢ eNHOKpaTeH
[IpHeM B cpaBHEHHE ¢ IpHEMa Ha abacavir fBa IBTA AHEBHO. He MOXe Jia Ce HallpaBH KaTeTOPHYHO
3aKIIOYEHKE TI0paji OTpaHpYeHuTe JaHHH, HONYIeHH OT TOBa H3nurBane. [lonacTogmem
IBIITOCPOYHHTE HAHHH OT PEXHMA ¢ IiprieM Ha abacavir pelHEXK HHEBHO (Han 48 cenMumm) ca
OTpaHHICHH.

o Hexyeanu nayuenmu

B usmureane CAL30001, 182 nexysanu manyeHTa ¢ BUPYCOIOrHYeH HEYCHEX ca
paHAOMHE3MpPaHA | IONy9aBany JeueHne B IpoAkDKeHHe Ha 48 ceaMuniy ¢ komMOUHaNMsA
¢uxcrpana nosa abacavir/lamivudine BeIHEX NHeBHO wi 300 mg abacavir npa mbTH AHEBHO M
300 mg lamivudine BefHBX AHEBHO, H IIPH JBATA Cliydasd B KoMOuHaNms ¢ tenofovir H mpoTeazeH
uuxubuTop (PI) unx HerykieosnneH HHxubuTop Ha obparHaTa TpaHckpunTaza (NNRTI).
PezynrarTuTe HOKAsBaT CHIIOCTABMMOCT Ha JiedenneTo (non-inferior) Ipu rpynara Ha KoMOMHAHUATA
dHUKCcHpana 1032 ¢ TpynaTa Ha abacavir iga WeTH JHEBHO. TOBa 3aKIFOYEHUE C€ OCHORABA Ha
YCTAHOBEHOTO CXOXHO Hamanenue Ha HIV-1 RNA, uaMepeno HOCpeACTBOM CPERHATA IUTONT HOJ,
xkpuBaTa Muayc ocHoBHaTa HII (AAUCMB, - 1.65 logyo xomus/ml cpemy - 1.83 log)o xomms/ml
CBHOTBETHO, 95% CI - 0.13, 0.38). BsB Beska rpyna (ITT nonynanus) ca yeTAHOBEHH & noA00HH
TPONCHTHH ALIOBE C HIV 1 RNA < 50 xomus/m} (50% cpemmy 47%) 1 <400 Konnz/ml (54%

pe3yiITaTi 'rpﬂﬁna J4a ce HHTCPIPETHPAaT BHHMATCIIHO,




B m3narsare ESS30008, 260 nanuerTa ¢ BUPYCOIOTHYHA CYIIPECHS IIPH IEPBOHAYACH
TepanenTraeH pexuM 300 mg abacavir m 150 mg lamivudine, nBa IbTH JHEBHO W IPOTEazeH
HEXAOWTOP HIW HEHYKICO3HAeH HAXHONTOP Ha 00paTHATAa TPAHCKPHIITA3a, €4 PaHAOMH3HPAEH Ja
TIPOABIDKAT TO3Y PEXXHM HIIH Jia IPEBKIIOYAT Ha JiedeHne ¢ KoMOunanus QUKCHpana 1o3a
abacavir/lamivudine u PI uma NNRTI 3a 48 cemmunua. PesynraTtite okassart, 4e rpynara Ha
xomOunanus Guxcnpara gosa abacavir/lamivudine e ¢ moxoben BApycoNOTHIeH n3xo (non-
inferior), cpaBHeHa ¢ rpynara Ha abacavir @ lamivudine. Toa 3aKio9eHHe c€ OCHOBAaBa Ha
IIPONCHTHHTE HsnoBe Ha aunarta ¢ HIV-1 RNA < 50 xomusa/ml (90% u §5% croreerso, 95% CI -
2.7, 13.5).

o Jonvanumenna ungopmayus

Bee one #e e HambiIHO oleHeda epMKacHOCTTa H Oe3onacHoCcTTa Ha KoMOunanun Ha Ziagen u
IOpYTH OPOTHBOBHPYCHE HPOAYKTH (0coGeHO KoMOMHATHUTE ¢ HEHYKICO3UAHN HHXHOHTOPY Ha
o0parsara TpaHCKpHIITA3a).

Abacavir npeMHBaBa B THKBOpa (B pasfen 5.2) u normxasa BEuBata Ha HIV-1 RNA B mikBopa.
ITpu nmatwenTs ¢be CIIFIH-cBBp3aH JeMeHIIHOHEeH KOMITEKe IIPHEMBT Ha abacavir He BOIH IO
TIPOMEHH B HEPBHONCHXHYHOTO CHCTOSHHE.

5.2. dapMakoKHHETHIHH cCBOHcTBA

Pe3zopOnmsa:

Crex xepopaneH npueM abacavir ce pe3opbupa 6Ep30 I B rojiama crenes. AGcomoTHara
OroHANMYHOCT Ha abacavir mpy BE3pacTHH e okoxo 83 %. Cnex mepopaliel npyeM CPegHOTO BpeMe
3a OCTHIAHe Ha MaKCHMANHKA CEPYMHH KOHIIEHTparuH (tmax ) 38 TabneTkute e oxono 1,5 yaca, a 3a
pasTBOpa € okoo 1,0 wac,

Crotiroctrte Ha AUC 32 TabneTku u pa3TBop abacavir ca efHaksy. Iipu npreM Ba
TepaneBTHIHH o3k oT 300 mg fBa msTH fuesno, mean (CV) steady-state Crax H Cin HA abacavir B
nrasMara e npubmmsprrenHo 3.00 ng/ml (30 %) 1 0,01 pg/ml (99 %), crotBetHO. Cpennara (CV)
croitrocT 32 AUC nipm uHTepBa) MexAy npuemute 12 gaca e 6.02 pg.h/ml (29%), oTrosapsima xa
muesaa AUC oxomno 12 y1g.h/ml. Cyay 32 Iepopaliams pa3TBop abacavir € MaKo Mo-BHCOKA OT Crax
za TabneTkute. Crep rpreM Ha 600 mg abacavir rox dopmara Ha Ta0NETKH YCTaHOBEHATA Cpe/HA
(CV) Cax 52 abacavir e npubimsutenso 4.26 pg/ml (28 %), a cpeanara croligoct 3a AUC e 11.95
peg.b/ml (21 %).

IpueMsT Ha XpaHa 3a0ass pe3opbnusara i MoHMKaBa Cray, HO HE BIHsC Ha obmara
mnasmena xkonnenrpanus {AUC). ITo Tasu npuauta abacavir MOXe Ja ce IipHeMa 110 BpeMe Ha Hill
H3BBH XPaHEHE.

Paznpeneenne:

Crnext MSTPaBeBO3HO MPUIOKEHNE IPUOTH3UTENHHEAT 00eM Ha pasnpeeleHHe € OKOIo
0,8 I/’kg. Tosa oxa3pa, g€ abacavir HaBIH3a CBODOJHO B THKAHUTE.

ITpa HIV pndexTrpany NallHEHTH Ce YCTaHOBIBa KoOpo MPOHUKBAKE Ha abacavir B
nukBopa. ChOTHOHIEHHETO MEXIY KoHNeHTpanuuTe My B maksopa & AUC e Mexay 30 n 44 %.
TIpm mpueM Ba 1032 ot 600 mg JBa 'FTH SHEBHO ce HabmoapaT BEPXOBH KOHIIEHTpaluy 9 BT
mo-roiemH ot ICsq 32 abacavir, T.e. 0,08 png/ml nm 0,26 pM.

Tlpm ycioBHs in Vitro € U3CAEABAHO CBHP3BAHETO Ha IEK2PCTBOTO © INIA3MEHHUTE HPOTEHHH,
PesynraruTe mokasear cinabo xo cpenso (~ 49 %) cBpp3Bane NpH NedCHHE C TePANCBTHIHE HO3H.
ITTo Ta3d npHIKHAa HE ce 0YAKBAT KOHKYPEHTHH B3aNMOOTHOIIEHHMS 32 MACTOTO Ha CBBP3BAHE C
IAa3MEHHUTE IPOTEHHH.

MeraGonuzbsm:
Abacavir ce MeTabonu3kpa OCHOBHO B depHu#A Jpod. O
eKCKpeTHpa Ipe3 OnOpenuTe HerpoMeHeHa. OCHOBHHATE IIBTH
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Ha anKOXONICXHAPOTeHas3ara ! ypes rmoKypoHusupane. Oxono 66 % ot npreraTa Ko3sa ce
eKcKpeTHpa Iipe3 On0penuTe mox hopmara Ha 5 -KapOOKCHIIOBA KHCEIHHA 1 5 -TIIOKYPOHH,.

BrrpexrneTbuHA GapMAKOKHHETHKA

B exHO npoyuBase ¢ ysactee #a 20 narmentn ¢ HIV nudexnns, npremany 300 mg abacavir
JIBa WHTH JHEBHO, KaTo caMmo exna xoza ot 300 mg abacavir e npueMana npexu 24-9acoBHS IEPHOS
Ha aHaNN3a, YCTaHOBEHUAT Cpe/leH TeoMeTpHIeH TepMuBancH carbovir-TP BETpexneTraeH
IIOTY>KHBOT B PABHOBECHO cheTosHme € 20.6 waca. Cpenunst reoOMeTpHYeH INIa3MeH IOMYKHBOT Ha
abacavir, yCTaHOBEH B TOBa H3nATBRaHe € 2,6 h. OgakBaHaTa BETPEKIETHIHA KHHETHK 32 abacavir
600 mg pemBTK AHEBHO € moxobHa, Tesy JanHn OAKpEIAT NpriokeHreTo Ha 600 mg abacavir
BEIHBK AHSBHO 3a jlegcHue npy nanueHTH ¢ HIV nadexmus.

JonsnarTenno edppracHocTTa Ha abacavir, IpHEMaH BEAHEX JHEBHO € YCTAHOBCH B
nunoTHO KMHHEEIHO u3nuTBane (CNA 30021- Bmx pazgen 5.1. KiiHuYeH ONKT).

Eaavuanunpane:

CpenroTo BpeMe Ha IOYXXHBOT 3a abacavir € oxono 1,5 gaca. He ce ycTaHOBsBa 35a9MMO
axyMyanpaHe cliel MHOrOKpared mepopaneH mpreM Ha 300 mg abacavir ABa ETH JHEBHO.
EmmvuHAEpa”eto Ha abacavir cTaBa ryiaBHO 9pe3 MeTaOoIH3HpaHe B 9ePHEA Apod ¥ NOCIeABamo
eKCKpEeTHpaHe oCHOBHO Ipe3 6b6pemyre. Oxono 83 % oT mpueTara fo3a abacavir ce eKCKpeTHpa ¢
ypusaTa 6e3 ipoMaHa # nox dopmarta Ha MetadbonuT. OCTaHAKOTO KOJHYSCTBO CC OTHEN C

themneca.

Crennasnan rpyH# NanHEHTH

Hayuenmu c wepnodpodno yspescoane:

Abacavir ce MeTabonu3upa IAaBHO B yepHES Apod. Mi3pspHIeHo ¢ (papMaKOKHHETHIHO
IIpOydYBaHE IpH MAIMEHTH ¢ JIEKOCTEIeHHO deproapobHo yepexaane (Child-Pugh score 5-6),
IpreMany efrHEYHA X032 oT 600 mg. PesynTaTuTe OT TOBa NpoyYBaHe MOKaspar, ¢ AUC 3a
abacavir zapacTsa cpeaso 1,89 netr[1,32; 2,70], a BpemeTo 3a nonmyenuMuHupane 1,58 mer[1,22;
2,04]. He e Bp3M0OxHO 1a OpHe HalpaBeHa NPEHOPEKa OTHOCHO HaMallsiBakHe fo3aTa Ha IPOAyKTa
TIPH MAIHEHTH C JISKOCTENEHHO YepHOAPOOHO yBpexIaHe IOpaay 3HauHTeNIHATa BapuaduiHoCT Ha
abacavir eKCIIO3HITHATA.

Ilauuenmu c 6vbpeuno yepencoane:

Abacavir ce MeTabonmsnpa riaBHO B Yeprus Apob kaTo okono 2 % OT IpHeTarTa 5032 ce
eKCKpeTHpa HenpoMeHeHa ¢ ypuraTa. GapMakOKHHETHKaTa Ha abacavir IpH HallueHTH ¢
TepMHAHANCH cTajxuit Ha 650pearo 3aboiriBaHe ¢ HONO0HA Ha Ta3y IIpH HAllHEHTH ChC 3alla3CHA
656peana Qynaxmus. ETo 3amo He ce npeltophusa HaMallsfBaHe Ha J03aTa NP NallHeHTH ¢
6E6pearo yBpexaane. CHINeCTBYBAT OrpaHHYeH  JaHHY, ge Ziagen Tpabpa Ja ce M30Arsa Hpu
TAIECHTH ¢ TEpMEHAIEH cTanuil Ha 650pedno 3ab0IBake.

Heua:

B xnmHIgHg M3MATBaHES IPH JElla € YCTAHOBEHO, ue abacavir ce pezopbupa OBp30 # B
TOJLIMA CTENIEH ciief] IpHeM Ha IepopanicH pasrsop. PapMaxoKAHETHIHATE IapaMeTpH Ha abacavir
ca OJO0HH Ha Te3H 3a Bh3PACTHH, KaTO CHIIECTBYBAT HNO-TOJIEME BapHAUKH B IIa3MEHUTE
KOHNeHTpalwmy. FIpenopruanara 032 IIpH Aena oT 3 Mecenia fo 12 romunu ¢ 8 mg/kg ABa meTH
THEBHO. Ta3y JO3HPORKA Ite¢ OCHIYPH MAJIKO IIO-BHCOKH CPEHH ITIa3MeHH KOHNCHTPaHH IPH
Jieria, KaTo [0 TO3H HAaYHH HOBEYeTo IAUeHTH e [TONyJdaBaT TePaneBTUYHH KOHICHTPAIH PaBHH
Ha JHEBHATA K032 IIpH BB3pacTHE - 300 mg JBa IBTH THEBHO.

JanxmTe 3a 6€30aCHOCTTa OT IPHIOKEHAETO Ha Ziagen MpH feua moy 3 Mecena ca
HEJOCTATHYHH, KOETO HE IIO3BOJISIEA 4a C& HANPABY NpeNophKa 3a OpHIMKEHHe Ha IPOJYKTa Ipy
Ta3W BH3PacTosa rpyma. HamiaanTe OrpaHHYeHH JaHHN HOKa3Bat, 9¢ Zo54 07 ) mayke npH
HOBOPOAEHH Ha BE3pact rof, 30 ZHM OCHrypsBa CBITHTE HIH II0-BH Vo
CpaBHEHH C Te3w NpH OpHIoXKeHwe Ha fo3a 8§ mg/kg mpH mo-ronem;
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Iayuenmu ¢ nanpednana swv3pacu:
He e n3cnenpana dpapMakOKMHETHKATA Ha abacavir Ipu MAMHCHTH HaJl 65 TOHMHE.

5.3. YlpesxnmumaHHA JAHHM 32 OesomacHoOCT

He ce ycTanoBsSBa MyTaregHOCT Ha abacavir npu Oaxtepun. MyrareHHa akTHBHOCT €€
pabmosaBa B YCNOBHS in Vilro IIpH U3CIeJBaHS HAa JOBEMIKH JIMM(OONUTHA KyITypH 3a HOSBa Ha
XPOMO30MHH abepanuy U IIpH MUK TMMGOMEM KIETKH, KaKTO 1M NIPA MHKPOHYKIISApEH TECT ix
vivo. IlogobHa akTusHOCT ce HaOJrOZjara 1 IpH KPYTH HYKIICO3UAHN aHalo3H. PesynraTite
[IOXa3BaT, ¢ HPH BECOKH KOHIIEHTpALiiK abacavir IpHTexaBa ciad MyTareHeH NOTeNHall BEPXY
XPOMO3OMHUTE B YCIIOBUA iR Vilro 4 in vivo.

Hanpagenu ca u3cneiBaHns 32 KaHEPOreHHOCT Ha abacavir, IPHIGKEH [Iepopanso pH
MHIIKH ¥ IUTEXOBE. Pe3yATaTUTE FOKa3BAT HAPACTBAHE Ha YECTOTaTa Ha 3NMOKAYECTBCHUTE M
nmobpoxadgecTBeHnTe TYMOpH. Habmonaranu ca 3II0Ka9eCcTBEHN TYMOPH Ha IIPeIyIHATHATE XIIe3H
HpH MBEXKHUTE H HA KITHTOPHUTE XN€3K IPH XKEHCKHUTE HHIVBHAM OT JBaTa BHA, HA NMTOBHHATA
IKIIE32 NP MBXKHTE NNEXO0BE K Ha YEPHAS Apol, THKOTHAS MEXYD, TAMQHHATE BH3IH X
HDOIKOKHAETO IPH KEHCKUTE MIIBXOBE.

IlopegeTo OT TE3u TYMOPH ca HabMIoNaBaHy IpH Half-BHCOKaTa J03a Ha abacavir ot 330
mg/kg/24 h mpu Mumxu 1 ot 600 mg/kg/24 h npy mnexope. M3xmodenne € TyMOpET Ha
IpelyAaTHUTE JKIC3M [IPY MUNIKHA, IHETO Pa3sBHTHE € Habmoxapano npu nosa ot 110 mg/ks.
CucreMHaTa ekcrosunus 6e3 KaHueporeseH edexr IpH MUNIKY M INTEX0BE € 3-7 IBTH II0-FoliIMa
OT CHCTEMHAaTa eKCIIO3ANHS IIPH XOpa [F0 BpeMe Ha Tepanusra. JlokaTto He e YCTaHOBM JaNd
abacavir #Ma KaHIIEPOTeHEH ITOTEHNKAN HpX X0pa, ZaHHWTe I10-Tope Npefuoarar, 9e Ipy XopaTta
JIOTEHNMANHATA KAHHAIHA 07132 IIPEBHINABA KARIEDOTCHHNS PHCK.

B IpeqxmMHEYHE TOKCHKOJIOTHYIHH H3Ce[BaHAs ¢ yCTaHOBEeHO, Je abacavir BOIY A0
XenaroMeralls IIpy ITBX0Be B MaliMynu. Bpp3kata Ha Te3H HOKa3aTelICTBa ¢ KIHHUKATA He €
yeTasoBeHa. Hama kImHIYIHA JOKa3aTelcTRa, e abacavir e xermatoTokeudeH. Ilpu gosexa He e
yCTaHOBEHO HHAYIHpaHe Ha coOcTBe I MeTaboMM3bM, KaKTO H Ha TO3H 3a Jpyru IIPOIYyKTH,
MeTaboMM3Upaty B 4SpHI Jpol, MPHIUHEHO OT abacavir.

JlexocTenenna MEOKApAUANIHA Jerenepanys ¢ OKNa ycTAHOBEHA IIPH MHUIIKH H IIIBXOBE
cle] OpPIIIOKeHHe Ha abacavir B IPOXBIDKEHHE Ha ZBe roguan. CucTeMHarTa eKcIo3unHs ¢ Ouna 7
70 24 IBTH MO-TojIAMa OT O9aKBaHaTa CHCTEMHA EKCIIO3HIK HpH xopa. KiIuHugHOTO 3HaYeHEE Ha
Te3H Pe3yNITaTH HE € yCTaHOBEHO.

IIpy OpoBeXeHH PEIPOLYKTHRHE H3CHeABaHAS Ce JOKa3Ba TOKCHIHOCT BEPXY eMOpHOHa H
deTyca IpH ITEX0BE, TOKATO IIPH 3aiii{i TaAKaBa AMICBA. IIpOMEHATE CE H3PA3ABAT B HECKO TETIIO
IIpH paxzane, eaema Ha deryca, hydrops foetus universalis, MHOXeCTBEHH CKEJIETHH aHOMAIHK/
MandopMaliy, panna HHTPAayTepHHHa CMBPT U 3a0ases poxuneH nponec. Ilopamu Tasu emGpro-
(peTasa TOKCHYHOCT He MOTAT Ja CE HANPABAT H3BOJM 3a TepPaTOreHHNs IIOTEHNHAN Ha abacavir.

IpoBelieHO H3CHeABaHE HE YCTaHOBSBA BIUAHKE Ha abacavir BEpXY dQepranwreTa Ha
MEHCKUTE U MEKKUTE IUIHXO0BE,

6. @apManeBTHYHYE JAHHH
6.1. Cinucek Aa NOMOIOHKHTE BeIeCcTBA H TEXHHTE KOJHICCTEA

IloMOIGEM BellecTBa Komgectso
Sorbitol 70%, 492,00 mg/ml
Saccharin sodium

Sodium citrate
Citric acide anhydrous
Methyl parahydroxybenzoate
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Propyl parahydroxybenzoate 0,18 mg/ml
Propylene glycol 50,00 mg/ml
Natural and artificial strawberry and banana flavours

(maltodextrin, lactic acid, glyceryl triacetate) 4,00 mg/ml
Purified water 1o 1,0 ml

6.2. OH3IHKO-XHMHYHH HECHBMECTHMOCTH

HsMa oarcanm.

6.3. Cpox Ha rogaocT

2 rOOAHH.

Pa3TBOpET Tpsi0Ba fa ce H3XBLPIH ABa MECENa Clieq IFPBOTO OTBAPSHE,

6.4, Cpenuanum ycJIOBHS 32 CbXpaHeHHE

Jla ce chxpaussa npH Temneparypa oy 30 °C.

6.S. JiapHH 32 ONAKOBKATA

Ziagen oral solution ce mpeayara B Hempo3paysa, 0s11a, HOJIHeTHIICHOBA OYTHIIKA ChC
3aIHTeHa KAauKa, MPei0oTBpaTIBalIna oTBapsHe ot gella. Besxa OyTHika ceanpxa 240 ml or
TIepOopaHAL Pa3TBOp. B omaKoBKaTa € BKIOYEHA o3Hpama cHpHENoBKa oT 10 ml m mnactMacos

amanrep 3a OyTHIKAaTA.

6.6. JTlpenopnbku npu ynorpeda

HsMa crenyaliHy IPenophKH.

7. Hme u agpec Ha NPHTEXATENS H2 PA3PEIICHHETO 32 yHoTpeba

Glaxo Group Ltd.
Greenford, Middlesex,
UB6 ONN, UK

8. JaTa Ha pBpBO pa3pemieHne 32 YHOTPeda Ha JeKaPCTBEHNs MPOIYKT

B Beirapus - 29.12.1999 r. ITonuossBare Ha PV - 21.12.2004 r.
Esponeiicka cb103 — 08.07.1999 r. IlonHopsBase a PY - 18.08.2004 r.

9. PerucrpanmoneH HoOMep B perancrbpa no 4. 28 3JTAXM

Ne 9900427

10. JRara na (WacTHYHA) AKTYAJTH3aNHA HA TEKCT2

o 2006 r.
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