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KpaTka XapakTepHCcTHKA HA NPOAYKTA

1. THproucKko MME HA JEKAPCTBEHHA MPOAYVKT MUHUCTEPCTBO HA 30PABEONASBARETO

fpnacxenye kua
STOCRIN® 50 mg TBBpPAHM KancyH. padpewenue saynotpefate | 3a D\ql 920 &

2. KonuecTBeH H KA9E€CTBEH CLCTAB ;% Z ;

STOCRIN® 50 mg ceabpka efavirenz 50 mg xaTo akTHBHA CHCTABKA.

3a HeaKTUBHH CHCTABKHM BIOK pasfieln 6.1
3. Jlexapcreena popma .
TBEpAN KanCynH

Teppaure xancyasx STOCRIN® 50 mg ca TEMHO XBATH H Oe€ilH, OTHEYATAHH C
“3805™.

4, Krpuuaan Nawan

4.1. IToxasuns

STOCRIN® e nokasad 3a BKIIOUBAHE B KOMOHHHMPAHO aHTHPETPOBHPYCHO JICYCHME HA
BB3paCcTHH, FOHOIIH U Jella Ha 3 TOMUHH ¥ NO-rofieMd, 3apazeHd ¢ HIV-1.

STOCRIN® e e mpoy4BaH Upelr3HO Ipu manuenTu ¢ Hanpexuano HIV 3abonasane,
no-koukpetHo mpu mapueHTH ¢ CD4 6poit < 50 KneTKu/KyOHUSH MHIHMETED, HIH CIEN
HEYCIEIIHO HeUeHKe ¢ mpoTeasel uuxudburop [TU (PI).

Bopeku, e He € JOKA3aHO HANHYHE Ha KPBCTOCaHa pesmcTeHTHOCT Ha efavirenz ¢ ITHM
(PI), Hanu4HMTe 4O MOMEHTa JaHHH 3a e(QHKAaCHOCTTa Ha XOMOWHHpaHa Tepamud,
exmoupama I (PI) cmen HemocTmrHaT e(eKT HA TEpaNeBTHUEH PEXHM, CBEBPIKALI
STOCRIN®, He ca JOCTATHYHH.

3a noBeye KIHHUYHY H (apMakoJUHAMIYHH JAHHHE BIDKTE pasger 5.1,

4.2. No3MpoBKa H HAYHE Ha ynoTpeda

KomOuuupana anTuperpopupycHa tepanusi: STOCRIN® tpsbea na Onie mapaH B
KOMOMHALMA C APYTH AHTUPETPOBAPYCHY MelUKaMeHTH (BIXK paszen 4.5).

Ilpenoprusa ce STOCRIN® na ce mpuema Ha mpa3eH cToMaX. [IoBHIIEHNTE KOHIIEHTPAIHN
Ha efavirenz, noxyvenu cnen npuiaraneto va STOCRIN® 3aefHO ¢ XpaHa MOTAT Jia JOBEIAT
IO YBEIHYABAHE HECTOTA Ha HEXeNaHHUTe JIEKAPCTBEHU pe iy pameau 4.4 1 5.2)

C ornen za ce nogoOpH HOHOCHMOCTTA HA HEXEIAHH KTH-6 ANa Ha HepBHATa
cHCTEMa, IIPENOPHYUBA CE& B3MMaHe Ha HEKapCTBOTO NpPEaH @ :

Tepanuara Tpatsa na Ople 3amo4BaTa OT JeKap ¢ OIHY B
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Brnipacram: Tlpenoprumtennara xoza #a STOCRIN® B koMOHHalM ¢ HYKICO3HAEH
AHEXUOHTOp Ha obparnarta Tpasckpunrasa (HIOT(INRTI)) ¢ mwm 6e3 ITH (PI) (Bux pazgex
4.5) e 600 mg peTHEK JHEBHO NIPE3 YCTATA.

IOnomn n xena (or 3 mo 17-ropumma Bw3pacr): IlpemophunTennara xo3a Ha
STOCRIN® B xomGunamus ¢ [TH (PDu/mm HUOT (NRTI) 3a manuenTd Ha BE3pacT oT 3 Ao
17 ronunk € upencTasena B Tabnuna 1. Kancyimre STOCRIN® tpa6ea fa ce napat camo Ha
Zella, KOUTO ChC CHIYPHOCT MOraT Aa mpermbmar Kancynn. STOCRIN® He e npoyysaH OpH
Jiena Hox 3-roppiiHa BE3pacT MM ¢ TeJIecHO Tero nox 13 kr.

Tabnana 1
HepraTprunara go3a ce npueMa BeFHLK Ha AcH.

TenecHo Terno (Kr) Joza na STOCRIN (mg)
13m0<15 200
15 o <20 250
20 1o < 25 300
25 10 < 32,5 350
32,5 no < 40 400
=40 600

Bropeuna uexocrarsunocr: PapMaxokuHeTHKaTa Ha efavirenz He e mpoy4sana npu
nampeHTy ¢ 6L6peuHa HeZOCTaTHYHOCT; 0bade, no-Manko oT 1% ot efavirenz ce exckpeTHpa
HEIIPOMEHEH B YPHHATA, Taka 9e yBpezata Ha 6p0pennre oT eTHMHHEPAHETO Ha efavirenz Gu
TpAOBAJIO Jia € MEHAMANHA (BHK paszen 4.4).

YepHoppobuo 3adonnsane: IJanpeHTH ¢ JEKO HO YMEPEHO TEKKO HepHOOpPoGHO
3abomaBaHe Opxa MOIJH Ja Ce JIEKYBAT ¢ HOPMAJHO NperrophapaHaTa 3a Tax gosa efavirenz.
Hanuenrure Tpa68a na 6BAaT MOHHTOPUPAHY BHHMATENHO 33 CBBP3aHHA C K0O3aTa HeXKeJIaH!
NeKapcTBEHH peaKmul, NO-CIHEIUaNHO CHMETOMM OT CTpaHAa Ha HEDEHATa CHCTeMa (BAX
pasgemu 4.3 u 4.4).

4.3. Ilpornsonokazanns

STOCRIN® e npoTHBONOKAa3aH Ip¥ INANHEHTH C KIMHHYHO  3Ha9uMa
CBPBXIYBCTBHTENHOCT KBM HIKOS OT CECTABKHTE MY.

Efavirenz ge Tpa0Ba [ja ce KIION3BA NPy MANMEHTH C TEXKO 9€pHONPoOHO 3abolsBane
(Crenen C mo Child Pugh) (srox paszen 5.2).

Efavirenz #e TpalBa ja ce Npmiara eqHOBPEMEHHO ¢ TepbeHanuH, acTeMH307,
IU3ANpH, MMIA30iaM, TpHasoiiaM, IHMO3HH, OeNpHauil MM €proTaMHHOBH AalKaJOWIH
(HampuMep eproTaM¥H, AMXHAPOSProTaMHH, €PrOHOBMH M METHJIEPIOHOBMH), TBH KaTo
efavirenz ce xomxypupa ¢ Tax 3a CYP3A4 m Moxe ma moTHcHe MeTaGonmaMa MM H Ja
CH3afie OMACHOCT OT CEePHO3HH N/MIM JKMBOTO3acTpalapBamld HEXENaHnH peakiuu

pasznen 4.5).
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Jloxkato ce npuema efavirenz, ne tpsbsa na ce B3umar OWAKOBH [peliapatw,
cpabpKamgy KBAT KaHTapuoH (Hypericum perforatum), mopamm puck OT HaMansBaHe
IIa3MeHaTa KOHUGHTpalUus M [OHIKaBaHE KIMHW4HATa edeKTHBHOCT Ha efavirenz. (Bix
paznen 4.5).

STOCRIN® ne tpadBa Aa ce mpuiara eIHOBPEMEHHO ¢ voriconazole, TBH KaTo
efavirenz 3HauUWTENHO HaMaindpa IUIA3MEHATA KOHIIGHTpaLMA Ha voriconazole, mokato
voriconazole ¢BHIIO Taka 3HAYMTEIHO YBENHYaBa WiasMeHaTa KoEHeHTpauus Ha efavirenz (
BYOK paspen 4.5)

4.4, CpoenHannud NIpOTHBOIOKAZAHMA H  CHEMMAJHH NPEJYIDPERICHHAS 34
ynorpeba

Efavirenz He 61Ba a ce M3IIOI3Ba KATO MOHOTepamus 3a geuenne Ha HIV, Huto na ce
noGaBsl KaTo €MHHCTBEH HOB IpelapaT KbM Hee(eKTHBHA TepameBTHYHa cxeMma. KakTo npu
seruky apyrd HHAOT (NNRTIs) 65p30 ce nosBsBa pesucTEHTEH BHpYC, Xorato efavirenz ce
npuema karo MoHorepanus. IIpr nz6opa Ha HOBH aHTHPETPOBHPYCHH IIPEIIAPATH, KOMTO A
ce H3moa3Bar 3aeAHo ¢ efavirenz TpsOBa Ja ce B3eMe NpeABy BE3MOKHOCTTA 3a KPBECTOCaHa
pesucrentyoct. (Bmwx paszen 5.1).

[lpy e€JHOBpPEeMEHHO NpedNHCBaHEe Ha APYTH JekapctBa 3aeguo cbec STOCRIN®,
nexkapuTe TpsibBa Ja ce cBoOpas3sBaT CBC CHOTBETHATA JieKapcTBeHa HH(opMallug Ha
IIPOU3BOJIUTEINS 34 BCEKH MEIUKaMEHT.

[TammenTuTe TpAOBa A3 OBJAT CBBETBAHM, Y€ HACTOAIIATA AHTHPETPOBHpPYCHA
Tepanus, BKIOYBamia efavirenz, He € ¢ AOKazaH e(eKT 3a IPEJOTBPATSBAHE HA PHCKA OT
npenapane Ha HIV Ha ApyTu HHAUBUAY OpH CEKCyaneH KOHTAKT MIK KphBHA KOHTaMHHALH.
TpsidBa j1a ce APOABIKHE PANAraHeTO Ha CHOTBETHUTE HPEANAa3HA MEPKH.

AXO HAKOH OT aHTHPETPOBHPYCHHTE JIEKapCTREHH KPOIYKTH OT KOMOMHHpaHAaTa
TepalHs ce IpeKbCHe Mopanl HoJo3MpaHa HEIOHOCHMOCT, TPAOBa CEprO3HO XA c& 0OMHCITH
cnMpaHe Ha BCHYKH aHTHPETPOBHPYCHH JIEKApCTBEHH IpoXYKTH. I[IpoTHBOBHpYCHHTE
JeKapcTBeHH HpOAYKTH Tpsbea Oa ce BB30OHOBHT NpH OT3BYYaBaHe Ha IIPOSBHTE Ha
HEMOHOCHMOCT. MeXAMHEATA MOHOTEpanusd H HOCHEJOBATENHOTO BBBEXKAAHE Ha
AHTUPETPOBUPYCHUTE MpenapaTH HE € HNPEHOPHUYMTENHO IOpami IOBHINEHHMA PHCK OT
CeNEKIHL Ha PE3HCTECHTHH BUPYCH.

Koxes o0pus: Ilo Bpeme na IMHHY9HHMTE M3nuTasusa ¢ efavirenz MMa ommcaHH
CIIyYal HA JEKO O YMEPEeHO M3pa3eHH KOXHH OOpHBH, KOMTO OOMKHOBEHO OT3BY4aBaT IIpH
IpOABIDKaBaHe Ha JeveHwero. lloaxosuism aHTHXMCTAMHHOBH HIH TIIOKOKOPTMKOMIHH
mpenapaT# MoraT Aa HoJOoOpPAT NOHOCMMOCTTA M Ja YCKOPAT H3UMCTBAaHETO Ha obBpuBa.
Texxxku oOpuBH CBBp3aHu ¢ o0pasyRaHe Ha MEXYpPH, BIAKHH €pO3HH HIM YILEpalHH ca
Habmonapany npu mo-Manko oT 1% ot GosHuTe, jekyBanu ¢ efavirenz. Hecrorara Ha
MyNTHGOPMEHHS epuTeM MM cuHApoMa Ha CtubHe-DxoHesH Genme npubnusuTenso 0,1%.
Jlegenueto ¢ efavirenz TpsOBa ma ce NpekpaTd Ipu OONHH, IIPH KOUT
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JIpyraTe aETHPETPOBUPYCHH IpemapatH, 3a fia ce H30erse mosea Ha pE3UCTEHTHH BHPYCH
(Bumx paspen 4.8).

Koxen obpus Ge crobmen npe 26 ot 57 (46 %) oT nexysanute cke efavirenz gena no
BpeMe Ha 48-cepMHYEH HEPHOX, KAaTO XpH TPH TO# ¢ Oumn Texcek. IIpm jgenmara mMoxe jga ce
Oo6GMECITH IpOo(UIAKTHKA ¢ aHTUXHCTAMUHOBH NPENApaTH IIPEIH 3ar09YBaHe Ha JICYCHHETO C
efavirenz.

HManuenty, xouto cnupar nedcuuero ¢ Apyru HHUOT (NNRTIs), nopanu nosgsa Ha
KOJkeH OOpHEB, BEPOSTHO €A C BUCOK PHCK OT PAasBHTHE Ha OOPHB IO BpEME Ha ACUECHHETO C
efavirenz.

Henxparpaunn eumuToma: JJOKIaBaHY ca IICHXWATPHYIHK HEXKENanM JIeKapCTBCHHE
peaknMy [pH NAIHeHTH, Nexysann ¢ efavirenz, IlanmenTH ¢ NpeamecTByBala aHaMHe3a 32
ICHXMYHE pa3cTPOMCTBA INTOKA3BAT MOBHHIGH PHCK OT TE3H CEPHO3HH IICHXHATPHIHH
HeXeNaHd peakiuy. B gacTHOCT, Texka Aenpecns 6 JOKIa[BaHa I0-9eCTO NIpH MANMHETH C
IpeJIIecTByBaa aHaMHe3a 3a aenpecus. IIo BpeMe Ha MOCT-MapKeTHHTOBHSA IIEPHOA Ca
JIOKJIAJBAHH CIIydaH Ha TeXKka Jenpecus, caMoyOuiicTBa, ICAyIHH H ICHXOTHYHO NOBEICHAE.
ITanpentiTe Tpabea xa OBAAT CHBETBAHU, AKO C€ OMIAKBAT OT CHMITOMH, KaTo TEXKa
Jempecys, ICHX03a W CYHIHANA HaMepeHHs, He3a0aBHO Ja ce KOHCYATHPAT C JICKyBallus
Jexap 3a OHEHKA HA BEPOATHOCTTa TE3H CHMITOMM Jld €4 CREP3aHH C H3IOJI3BAHETO HA
efavirenz, ¥ aKo e Taka, Ja Ce IPENCHH Jail PHCKBT OT HpOAbJKaBaHe Ha TEpanusiTa
HAIXBEPIIA HON3aTa OT Hes (BEK pasnen 4.8).

CrMnaToMNH 0T CTP2HA Ha HeppHarTa cncreMa: CamoToMy, BimouBamy (Oe3 na ce
OrpaHH4aBat J0 W30pOEHHTE) 3aMasHOCT, O€3ChHHE, CHHIMBOCT, HAPYLIEeHA KOHIEHTPATHA B
KOINMMAapHH CHHAIA, ca OMNM YecTO NOKIaABaHM KaTo HEXeNaH# peakiyH IpH IalueTy,
nonygapamy efavirenz B mosa 600 mg AHEBHO NpH KAMHHYHUTE W3NHTBAHHA (BHK pasaell
4.8). CuMnroMuTe OT CpaHa Ha HepBHara cHcTeMa OOHMKHOBEHO 3alloyBaT 110 BpeMe Ha
IGPBES WIK BTOPRS JAEH OT HAYaNoTO Ha JICYEHHETO M NpeMHARaBaT ofuyalinio cies IBpBUTE
IBe {0 YeTHPH CeJMHUM Ha Tepamusara. [lamuentrnTe Tpabsa fa 6baaT uHGOpPMUpPAHH, Y€ B
crayuaii Ha HacTHIBAHE HA TE3M YECTH CHMITOMM, BEPOATHO € Te Ja ce IOAoOpAT mpu
[POALIDKABAHE Ha JICYEHHETO M HEe IPeJcKa3BaT IOCNEABAINO HAYal0 HA HIKOHM OT HO-
PEIKHTE NCAXAATPHIHE CHMITOMH.

I'spuoBe: pAAKO ca HaOIoZaBaHi KOHBYIICHE NIPH NAIMHTH, NModywapamy efavirenz,
OCHOBHO NIpPH HANHYHE HA H3BECTHA aHAMHe3a 3a npunanasud. IlarngeRTy, KOHTO yCHOpeNHO
HOJ[y9aBaT AaHTHKOHBYJCHBHH JIEKApPCTBEHH IIPOMYKTH, METAOONH3MPaHH MpPEJHMHO Ipe3
uepEus Apob, karo GeHHTOWH, KapbamasermH u (eHoGapOuTal, MOraT Ja M3HUCKBAT
HEepUOAMYHO MOHATOPHPAHE Ha TLTa3MeHuTe HM HUBA. IIpH npoygsane BEPXY JEKapCTBEHUTE
B3aIMONEGHCTRYS, NIa3MEHHTE KOHIEHTpAalMH Ha carbamazepine cHagar, KOTaro
carbamazepine ce npunara egmoppeMenHo ¢ efavirenz (swx Paspen 4.5). Tpabsa ga ce
[IpHNIAraT OpeAnasHy MepKH IIPH IanAcHTH ¢ aHaMHe3a 32 Npuliagbiu

Edext ma xpanmara: npumaranero ua STOCRIN® ¢ xpana MoXe A2 yBEIHYH
excriosunuaTa na efavirenz (Brx pazzen 5.2) M MOxe Ja JOBEIE KO YBEIHUABAHE YeCTOTATa
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CungpoM Ha HMyHHO peakTHBHpaHe: pd HIV undexTupanu nam#aeHTH ¢ TEXKBK
uMyHeH AehuIMT IIpu 3ancuarase Ha xomOmmwpana astuperposupycsa tTepanmms (KAPT
(CART)), Moxe na BB3HMKHE BH3NANMTEIHA Peakiid KbM aCHMOTOMATHYHH HIM OCTATBYHHU
OMOPTIOHUCTHYHH HATOTEHH H Ja NPHYHWHHE CEPUO3HU 3a00JABAHUS MM BIOLIABAHE HA
cuMnromute. OOHKHOBEHO NMOZOOHH peakluuy ca HAONIOAaBaHM IIpe3 IIBPBHTE HAKOJIKO
ceAMHIM HnE Mecelu ot 3anousane Ha KAPT. IIpuMepn 3a TakiHBa peakilid ca BB3NATICHHE
Ha peTUHATa IPHAS3BHKAHO OT IMTOMErANOBUPYC, TE€HEPAIN3HPAHH H/WIH JOKaIH3UPaHH
MHEKOBGAKTEPHAHY HHQEKINA B TTHEeBMOHHS NIpelu3BHKaHa oT Pneumocystis carinii. Beugxn
BB3NANUTENHY CAMITOMU Tpsabpa ha 6BAaT NpeleHSBaHH M KOTaTo € HeOOXOAHMO fa ce
Ha3HayM JleyeHuye.

Junopuerpodus H MeTa60IuTHH HApYUIEHHS KOMOHHHpaHaTa
AHTHPETPOBUPYCHA Tepanus ¢ Omia acollHMpaHa C MpepaslpelelicHHe HA MA3HMHHUTS B .
TanoTo (nunozucTpodms), npu mammentH ¢ HIV. JInjarocpousmnTe MOCHETUIH OT TE3H
CHOUTHs TOHACTOAIIEM He ca M3BeCTHH. JauHuTe OTHOCHO MEXaHH3Ma ca HEIBIHH.
IMpennoxena € XuOOTe3a 32 BpB3KAa MEKAY BHCIEpAliHATA JIHIIOMATO3a M IPOTEa3HHTE
uaxubutopu [IM (PI) u numoarpodusra M HyKIeo3uAHMTe HHXMOHTOpPM Ha oOpaTHaTa
tpauckpuntaza HHOT (NRTI). ITo-BucOX pUCK OT JHIOAMCTPOMHSI € acOLMHpaH KaKTo C
uHAMBHAYanHA (aKToOpH, KaTo IO-HANpelHANa BB3PACT, TAKA K ¢ (akTOPH OT CTpaHa Ha
JieKapcTBEHHIE IPOXYKTH, KaTo NO-MPORBIDKUTENHA AaHTHPETPOBHpycHa Tepanusd H
CBBEp3aHUTE ¢ Hes MeraGonmmTHM HapymeHusa. KUHHHYHOTO H3cnenBaHe TpsOBa 12 BKIIOYBA
OLleHKa Ha (PH3HKANHUTE NpH3HAIK Ha OpepasnpelcieHue Ha MasHUHKTe B TAIOTO. 1padea
Jla ce mMa TpelBUJ H3MEepBAHETO HA CCPYMHMTE JHUIMAM M KPBBHATA IIIOK03a HA TIIATHO.
Hapymenunsta B THIUIHUS MeTab0IN3EM CIeIBa J1a ca TPETHPaT CIOpe) KaKTO € IOEXOIIII0
OT KJIHHHYHA IefiHa Touka (Brx pazaen 4.8).

Jaxro3a:To3u nexapcTBen IPOAYKT ¢BABpxKA 342 mg JmaxTo3a BBB BCAKa J03a OT
600 mg nueBHO. TakoBa KOIMIECTBO HE OM MOIJIO Ja IPOBOKHPA M3sBaTa HAa CHMITOMH Ha
HAKTO3HA HEMOHOCHMOCT.

Kancymure Efavirenz ca HemoixomamM 3a Xopa ¢ peOKaTe HACIEACTBEHH
3aboJIgBaHu4 rajlakKTO3eMM HIM IIFOKO3CH/TalaKTo3eH ManabcopOLHOHeH CHHIPOM. XopaTa
¢ Takmpa 3a0oNgBaHHUSA MOTAT Aa IpHeMaT opanHus pa3rBop Efavirenz, koHTO He CBABPKA
JAKTO3a.

CoenpaJIia MONYJIAHHA:
YepuoapobHo 3abomasane: Ilopanu 3HaguTennus Meraboinizsm Ha efavirenz no nera
Ha nuToxpoM P450-cucTeMaTa M orpaHRUYeHMS OIMUT NIpU OONHH ¢ XPOHHYHO IEPHOAPOOHO
3abonsBane, TpadBa A4 ce BEEMABA IIPH JaBaHETO Ha cfavirenz Ha IaHUEHTH C JIEKO J0O
YMEpEeHO TekKO JYepHoApoOHO 3aboiapane. IlanmenThTe TpaOBa Aa GHEAT MOHHTOPHpAHH
BHHUMATEIHO 3a CBBP3aHU C A03aTa HeXKeNaHH JEKApCTBEHN Peakuiy, 0cobeHO OT CTpaHa.

/7
OleHKa Ha depHoApoOHarta um Gysums (BK pasgen 4.2).

BesomacHocTTa U eheKTHBHOCTTA Ha efavirenz He ca YCTaHOBEHH IIPH MAIM
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3HAYMTENHN IOJNEKAMK YepHonpoOHU Hapymwenus. Efavirenz e npoTHBOIOKa §‘
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NANyeHTH ¢ TeXKO gepHOApobHO 3abomisane (Bmx pasgen 4.3).JIpu mamueHTH ¢ XpOHWYIEH
xenatut B mnm C, nexyBaHR ¢ KoMOMHuWpaHa aHTHPETPOBHpPYCHA TEpalus, CHIOICCTBYBA
MOBYINEH PUCK OT PasBHTHE Ha TEXKKH H TIOTEHIUATHO (aTalHu 4epHOZPOOHH HEXENaHH
NeKapcTBeHH peakuwy, IlanpeHTH ¢ NpeflIecTBAld HapyIIeHHS Ha 4YepHOJPOoOHATA
GYHKUHSA, BKIIOYATENHO XPOHHYEH AaKTHBGH XeNaTwr, HMar II0-BHCOKAa YECTOTa Ha
OTKIOHEHHs B yepHoApoOHaTa (yHKIMSI IO BpeMe Ha KOMOWHMpaHa aBTHPEepPTPOBHpPYyCHA
Tepanud ¥ cllefBa Ja OB1aT MOHHTOPUPAHH CIIOpe] CTAHAAPTHATA IPAKTHKA. AKO ¢a HAJIHIE
JAHHH 34 BJIOIMABaHe Ha dYEpHONPOOHOTO 3a00JiABAHE MM IPOABIDKMTENHO HOBHINABAHE
CTOMHOCTHTE Ha CEpYMHHTE TpaHCaMHHAa3y 5 WI¥ HOoBede IBTH Hal rOpHA rpaHHIA Ha
HOopMaTa, TpaBa Ja ce MpPEeoNeHH Ioji3aTa OT NPOXbDKABAaHE Ha TepanHsara ¢ efavirenz
CHIpSAMO HOTEHIMANHHS PUCK OT 2HaYMTENHO TOKCHYHO vepHonxpoOHO yspexzane Ilpm
TaKpBa MALHEHTH, TpsAOBa Ja ce 0OMHCIHY BPEMEHHO IIPEKHCBAHE WM CIMpaHe Ha TepamHaTa
(Bux pazzen 4.8).

[Tpy mamuenTH, IEKYBaHK ¢ APYTH JEeKapCTBEHH IPOXYKTH, CBEP3aHy ¢ YepHOAPOOHA
TOKCHUYHOCT, CHIIO Ce NPeNophysa MOHHTOPHpPaHE Ha YepHOApoOHuTE eHskMu. B ciyaau Ha
eHOBPEMECHHA MPOTHBOBHPYCHA Tepanms 3a xelmatut B wmmm C, MONA CHIHO BHDKTE
CBOTBETHATA JieKapeTBeHa HHGOpMAaNHs 3a Te3H JIEKapCTBEHH MPOXYKTH.

BrOpeuna HEXOCTATHIHOCT: (hapMaKOKHHETHKATa Ha efavirenz me e mpoydBaHa mpH
manuenTH ¢ Or6pedHa HEXOCTATHYHOCT; 0bade, no-Manko oT 1% ot efavirenz ce ekckperHpa
HENpOMEHEH B YPHHATA, TaKka ge yBpe/aTa Ha 60peluTe 0T eNUMUHMPaHETO Ha efavirenz Ou
Tpabpano ma e MunaManHa (Bix pasgen 4.2). Hama onut mpH manueHTH ¢ Texka 0s0peuna
HEJOCTaThYHOCT ¥ TPH Ta3u IOIylNalds ce NpernophdysBa CTIPUKTHO MOHHTOpPHpaHE Ha
6e3011aCHOCTTa Ha HPENapara.

BrspacThn: pabmopnaBanusaT Opoi Ha XopaTa B HampeJHaNa M cTapdecka BB3pact,
BKFQUEHH B KIMHAUHHTE W3IHTAHUS HE € JOCTAaThUeH, 33 Ja MOXKe Jia ce IPeHeHn Jany Te

pearupar 0o pa3fiudcH HA9WH OT HO-MIANHTE.

Jlenia: efavirenz He e npoyysaH Opy Jiella IOZ 3-TOAMIIHA BE3PACT HIM C TENECHO
Terno nox, 13 xr.

4.5. Jlekapcrpend B ApYrH B3aHMOICHCTBAY

Efavirenz ¢ muagyxrop Ha CYP3A4 w unxuburop Ha Haxom CYP wH30€H3MMH,
pmousamy CYP3A4 (swx pasgen 5.2). Ilpu ensoBpeMeHHO npunoxeHne ¢ efavirenz
IUIa3MeHHTe HUB2 Ha APYrd Ipenapary, kouto ca cyberpat Ha CYP3A4 enzumHuaTa cucTeMa
Morar pa cmammar. ExcriosmnusTa Ha efavirenz Moxe fja ce IPOMEHH, KOTaTo C€ AaBa ¢
MeIUKAaMEHTH MK Xpada (HanpuMep COK OT rpeHmngpyT), BIMACINE BLPXY aKTHBHOCTTA Ha
CYP3A4.

Efavirenz me TpsaOBa na ce npmema eTHOBpeMEHHO ¢ TepdeHamHH, acTEMH3ON,
HH3a0pHE, MAjazoNaM, TPHA30JNaM, HHMO3uI, Oenpuiaun WIH eproTaMAHOBH ANKaNOHMIH
(HaHpHUMEp €proTaMm|H, IHXHAPOEPrOTAMHH, €PIOHOBMH W Memneprommﬂ) it Karo
TOATHCKAHETO HA  TEXHHAT MeTabonmEssM  MoOxe Ja CEpHO3HH,
JKHBOTO3aCTpaNIaBaINY CcITygay. (BIK pasjen 4.3).
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CBIOBTCTBAINO AHTHPETPOBUPYCHO JedeHue
ITpoTea3Hu HHXUOUTOPH

Amprenavir: BeIpeKH, Ue IIpH BB3PACTHH € HabmoaBaHo HaMalleHue ¢ okono 40% Ha
Cuax, AUC (unom mox kpuBara) B Cmin Ha amprenavir or efavirenz, Koraro amprenavir e
KOMOMHEMpaH ¢ ritonavir, geficTBHeTo Ha efavirenz ce xoMmmeHcupa OT ritonavir, KOHTO
MOAREpXKa (papMaKOKHHeTHKAaTa Ha amprenavir. Ilopamu ToBa, ako efavirenz ce naBa B
xomOuHanus ¢ amprenavir (600 mg asa TETE AHeBHO) ¥ ritonavir (100 unu 200 mg ABa OBTH
JIHEBHO), HE € He0OX0AUMO KOPUTHpaHe Ha JO3HTE.

OceeH ToOBa, ako efavirenz ce nmpunara B xomObunanua ¢ amprenavir u nelfinavir, He
HeoOX0AUMO KOpHIHpaHe Ha JIO3MTe Ha HHKOM OT JIEKApCTBEHHMTE NpPOAYKTH. Tepamusd oT
efavirenz B KOMOHHAIHA ¢ amprenavir ¥ Saquinavir He ce NpemophYBa, ThH KaTo ce 04aKsa
CBUIECTBEHO Aa ce HaManu exenosunusaTa B kM gsara [1M (Pls). He morar ga ce mamar
IpEeopbKA 3a JN03WpaHe NPH CHBMECTHO Npuiokexme Ha amprenavir ¢ npyr ITH (PI) u
efavirenz npu mena u manueHTH ¢ OBOpeuyHa yBpena. Takuea xoMOHMHAIMM clenBa Ja ce
H304rBaT ¥ IpH NanBenTH ¢ HapylleHa YepHoapodHa (yHKIHS.

Atazanavir: e HOBPEMEHHOTO UpHIMKeHne Ha efavirenz u atazanavir B KOMOMHAIIHA C
ritonavir MoXe IJa JoBene OO HAPCTBAHE Ha SKCIO3MIMATA KBM efavirenz, Koeto Moxe Ja
BIIOIIH IIpoduia Ha GezonmacHocT Ha efavirenz. EqnoBpeMeHHOTO NpUIoKeHHE Ha efavirenz
600 mg c atazanavir B KOMOMHAI{ES C HUCKA J03a ritonavir € JOBENO O 3HAYHTENHO
HaMaJIgBaHEe Ha EKCIIO3MIHMATA KBM atazanavir exposure, KOETO € H3HUCKBATO KOPEKIHA Ha
Jozara Ha atazanavir (pedepupane xsM KpaTkaTa xapakTepRCTHKa Ha atazanavir).

Hununasup: Koraro indinavir (800 mg na Bcexu 8 uaca) Oe JaBaH eAHOBPEeMEHHO C
efavirenz (200 mg wa Bcexu 24 waca), mromrra mox kpusara (AUC) u Ciugn Ha indinavir
Hamagxa npudbnusurento ¢ 31% u 40%, crorBermo. KoraTo ce mapaiie yBemuueHA X03a
indinavir (1000 mg Ha Bcexu 8 wuaca) ¢ efavirenz (600 mg emHOKpaTHO MHEBHO) HA
peHH(ekTHpany gooposonty, niomra nox kpusata (AUC) H Ciaeen Ha indinavir Hamanixa
cpeno ¢ 33-46% m 39-57% cHOTBETHO (rpaHHIMTE OTPA3IBAT AHEBHHUTE KONeOaHMHA),
CpaBHEHH ¢ Te3H, koraro indinavir feme mapal caMOCTOATENHO NpH cTaHXapTHa mosa (800
mg Ha Bceku 8 gaca). Ilogo6uu pasmuaus B nnomra nox xpusata (AUC) i Cyouen Ha indinavir
6axa nabmopasanu npu HIV-neEdexTHpaHn nanueHTH, KOMTO HOMydaBaxa indinavir (1000
mg Ha Bceku 8 waca) ¢ efavirenz (600 mg exHoxpaTHO IDHeBHO) B CpaBHeHue ¢ indinavir,
JapaH caMOCTOATENHO mpH cTaHxaptHa fo3a (800 mg #a Bcexn 8 uaca). JlokaTo KIMHAYHATA
3HaYMMOCT Ha HAMaJICHHTe KOHIEHTpanuu Ha indinavir He e ycraHOBEeHA, TOHEMMHATA HA
HabmojaBaHuTe (PapMakOKMHETHYHM B3UMOJielicTBI TpA0Ba a ce HMa IIpeIBUA IIpH u3bopa
Ha TepalneBTHYEH perkuM, BKIIIOURALL eTHOBPEMEHHOTO IpUnarane Ha efavirenz u indinavir.

Koraro efavirenz 600mg e mpunarad BeawsX OHEBHO 3aemuo ¢ indinavir/ritonavir
800/100mg mBa meTH OHEBHO Npu HeuMHekTHpamw AobSposomum ( n=14), mromra mox
kpuBata (AUC), Cmin ¥ Cmax =a indinavir ca HaMamsime ¢ npubnusurenao 25%, 50% u
cp0oTBeTHO 17% B cpaBHenme ¢ indinavir/ritonavir 800/100 mg npunaran JBa UBTH NHEBHO
Ges efavirentz. MummManHata nnmazmeHa KoHmenTpanusi Cmin Ha indinay
HpuIIaral ¢ ritonavir u efavirenz, ¢ GmiIa HO-BHCOKA B CPaBHEHME i
indinavir narag camocroaTenHo 800 mg wa Bcexu 8 gaca. ®apmako

camoctosTenHo ( 600mg BeaHDbIK JHEBHO).
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Korato efavirenz 600mg npunarad BeJHEX HHEBHO 3aggHO ¢ indinavir/ritonavir
800/100mg zBa usTH AHEBHO Ipu uHGexTupanw ¢ HIV-1 namweatn ( n=6 ),
(hapmaxoxuHeTHKaTa Ha indinavir i efavirenz B IIoBeYeTO Clydar ¢ OHia cpaBHEMA C AaHHHTE
Ipy HeuHdbeKTHpaHuTe JoOPOBOIIIH.

He ¢ Hy>xHa KOpeKIus Ba no3ara Ha efavirenz npu eZHOBPEMENHOTO My HIpPHIIAraHe ¢
indinavir mne indinavit/ritonavir,

Lopinavir/ritonavir: mpn xoM6unnpane ¢ efavirenz u gra HMOT (NRTIs), ynoTpebata
Ha 533/133 mg lopinavir/ritonavir apa meIH JHEBHO € JOBeNa A0 MozobOHa IIasMeHa
KoHIeHTpalys Ha lopinavir, xakro npu lopinavir/ritonavir 400/100 mg nBa mhTH HHEERHO Oe3
efavirenz (scropuyecku HawHu), IIpn npunarane efHOBpeMeHHO ¢ efavirenz, cnensa da ce
obepau yeenmuenue ¢ 33% Ha mosara ma lopinavir/ritonavir (4 xanmcyma/~6,5 ml ABa meTH
JHeBHO BMecTO 3 Kancymu/5 ml gea et mHeBHO). OnpaBAaHo € HOBHIIEHO BHMMAHHE, Thi
KaTO TAKOBa KOPHTHpaHe Ha JO3MTE MOXKeE Jia € HEAOCTATEIHO NPH HKOH NaIlUeHTH.

Hendunapup: Inomra nox Kpueara U MaKCHMalHaTa NasMeHa KOHICHTpalud Ha
Hendunasnp HapacTsaT ChOTBeTHO ¢ 20% m 21% npu egHOBPEMEHHO INpPHIOKEHHE C
efavirenz. KomOunanuara obukaoseno ce moHacs job6pe M mpu nedenme ¢ efavirenz u
HeN(HHABHD He € HeoOX0ANMa KOPEKINs Ha JO3KPOBKATA.

Puronapup: Koraro efavirenz e 6un npunaras 3aeano ¢ paToHasup 500 mg unu 600
mg ABa NBTH [JHEBHO, KOMOMHaumsTa He cc ¢ ToHacsIa Aodpe (HanpuMep MOSBUIH Ca Ce
3aMasHOCT, TafcHE, DApECTE3UHH OBHINCHNE Ha depHoApobnuTe epzuMH). Hima nannp 3a
HoHOCEMOCTTa Ba effavirenz mprraran ¢ HECKH fxo3u ritonavir (100 mg fBa NETH AHEBHO).

Caxpunasup: Ilpu egnoppemenno npuiarane Ha caxsusaBup (1200 mg tpu moTH
IHEBHO, nox (dopMata Ha MeKu Kancynm) u efavirenz, mmomra nof KpuBaTa M NHKOBATa
HJIa3MEHa KOHIEHTPAlHs Ha CAaKBHHABAP HaMassxa cbOoTBeTHO ¢ 62% u 50%. Manomzpauero
Ha cpyeTanne oT Bfavirenz u caksrinasup kato exuacTBeH [1H (PI) He ce mpenopruba.

CaxpuHaBup/putToHapup; FsMa JagHn OTHOCHO BB3MOXKHHUTE B3aHMOASHCTBHA MEXKITY
efavirenz 1 xoMOHHANHATA CAKBUHABHD/ PUTOHABHD.

HUOT (NRTIs): IlpoyuBanmsra Ha B3aHMOJCHCTBHETO MexHy efavirenz H
KoMOHMHAIMSTA OT 3WAOBYIMH M NAMHBYIUH ca [POBENEHHN mpm 3apaseHm ¢ HIV. He ca
HabMIomapaHy KJIMHHYHO 3Haunmy (GapMAaKOKWHETHYHH B3amMozeiicrems. CrenuaduiHu
Ipoy4Banns Ha Jexapcersenute psaumoneticrsus Ha STOCRIN c apyra HUOT (NRTI) me ca
npapeHd. KIMHWYHO 3HA9HMH B3apMoOjcHcTBHA He OHM TpaOBamo Ja ce OYaKBaT, ThH KaTo
HUOT (NRTI) ce meraOoimM3upaT IO Ipyr BT ¥ € MAIKO BEpPOATHO Jia Ce KOHKYpHpaT ¢
efavirenz 3a cHIMATE €H3UMH H NBTHIIA 32 €NHMMUHRPaNe.

HHUOT (NNRTIs): He ca mpoBesxyany IpoyuBaHus Ha KomOunHanmu ot efavirenz u
B3AHMOZEHCTBHS He ca H3BECTHH.

AnmumurkpoGru npenapamiu:




STO/C-EE/BG-20020060634

Pugavunpmn: Ylpm sppasm pobpoBommu pudaMOHUMH HaMalndpa IUIOMITA IOX
kpusata (AUC) ma efavirenz ¢ 26%, a mukoBara InasMeHa koHueHTpanusa — ¢ 20%. Ilpu
eXHOBpeMeHeH HpHeM ¢ pUgaMIMIMH ¢ HY)XKHO YBeIMyaBase Ha nozara wa efavirenz mo 800
mg Ha ged. He e HyXHa KOpeknui Ha Jo3aTa Ha padaMmMmunuHa npu KOMOHHHpaHE ¢
efavirenz. B enmno mpoyusane, efavirenz mpenu3prka HaMaligBaHE Ha ITMKOBATa INasMeHa
xoHnenrpanus Ha rifabutin (Cmax) 1 momra rox xpupata (AUC) ¢ 32% u 38% croTBETHO
Rifabutin usMa 3HaunTeneH edekT BEPXY hapMakoKHMHeTHIBHTE cBoicTea Ha efavirenz. Tesn
JlaHHE [OKa3BaT, ue JAHeBHaTa mo3a Ha rifabutin tpsbea nma ce ysemmuu ¢ 50% mpu
eXHOBPEMEHHOTO Tpuioxkenre ¢ efavirenz i ge mozata Ha rifabutin Moxe 1a ce yaBou npu
TepameBTMYHHM CXeMH, BKIouBamy rifabutin fpa unu Tpu DBTH CeAMUYHO B KOMOMHAUHA C
efavirenz.

MaxkpoluaHH aHTHOMOTHIIHN:

AsurpoMuin: ERHOBpeMEHHOTO NpUjaraHe Ha e€QHOKpaTHA 7033 a3HTPOMHMUNH |
MHOTOKpaTHH Jo3u efavirenz mpu 3gpaBu JOOpoBOMUM HE € Jaj0 HAKAKBY 3HAYHMU
(hapmaxokuHeTHUHH B3auMozeiictBua. He e meobxomumo XOpurypaHe Ha HO3aTa IpH
edHOBpeMeHHO NledeHue ¢ efavirenz u asmTpoMHLHH.

Knapurpomunun: EnsoppeMerHoTo n3nonssade Ha 400 mg efavirenz BennnK AHEBHO
1 wrapuTpoMule 10 500 Mr Ha 12 yaca B poABIbKeHEEe Ha 7 OHH JOBEAES MO 3HAYMATEIHO
noBaMsaBate Ha (hapMaKOKMHETHKaTa Ha KilapuTpoMunuH oT efavirenz. Ilmomra nox kpusaTa
1 NIHKOBaTa IMa3MeHa KOBIEHTPAIMS HA KIapUTPOMHUIHE HaMalnsixa ¢ 39% u 26%, a miomTa
TIOH KpHBATA ¥ ITHKOBATa KOHIEHTpalMsA Ha XHAPOKCHIIPOH3BOAHOTO HA KIZPUTPOMHIHH CE
yBeNHMYMXa cHOTBETHO ¢ 34% u 49% mpu exuBpemenHa ymotpeba ¢ efavirenz. Kimaapunoro
3HaYeHHe Ha Te3H IPOMEHH B IDIa3MEHHTE HUBA Ha KIAPUTPOMMIMH He ¢ u3pecTHO. Ilpu 46%
OT 37paBuTe JOOPOBONIM ce NOABK KOKEH OOpMB 110 BpeMe Ha KOMOMHHPAHOTO JIEUCHHE C
efavitenz u ximapurpoMuruH. Ilpn  emHoBpemeHHO mpuioxeHwe Ha efavirenz u
KHAPWTPOMHIEH He ce Nperopbyba MPOMsHa B JO3MpoBKara. by MOINIO fla ce MMAT IpeABH
3aMeCTHTENH Ha KIapPHTPOMHUITHH.

KombuHauuara ot efavirenz u Apyr# MaxpoiHaH KaTO HAOpHMep epHTPOMHIMH He €
H3CIE{BAHA,

Anmumuxomuunu cpedcmea:

Voriconazole: ennoBpeMeHHOTO Ipunarase Ha efavirenz ( 400mg BegH®XK IHEBHO,
upe3 ycrata) ¢ voriconazole ( 200mg Ha Bceku 12 9gaca, mpe3 ycraTa) IpH 3ApaBH
noOpoBoUM, € JOBENO A0 ABa BuAa B3auMmozeicreue.Steady state AUC u Cuax Ha
voriconazole ca Hamanenn cpemro ¢ 77% m  61%, mokaro steady state AUC u Cpax Ha
efavirenz crOTBETHO ca HapactHanmu cpefno ¢ 44% u 38%. EqHOBRpeMeHHOTO UpHiarage Ha
efaviranz u voriconazole e DpoTHBOIIOKA3aHO.
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Anmuxongyncanmau:

Carbamazepine: emHOBpeMeHHOTO Ipriiarasge Ha efavirenz (600 mg opanso egHH IBT
JHeBHO) ¢ carbamazepine (400 mg exys pT JHEBHO) TP HezapaseHU AOOPOBOILM BOAX A0
JBYITOCOYHO B3auMozeiicTBre. CTOHHOCTHTE B CHCTOSHME Ha YCTOHYMBO paBHOBECHE Ha
AUC, Chax B Cpin 3a carbamazepine mamamasat ¢ 27%, 20% u crorBetHO ¢ 35%, JOKaTo
CTOMHOCTHTE B ChCTOSHHAE Ha ycroiuanBo papHoBecne Ha AUC, Chax B Crin 32 efavirenz ce
noHMKaBar ¢ 36%, 21%, u cwotBeTHO ¢ 47%. CrolimocThTe npu cpmute yernopus Ha AUC,
Cmax ¥ Cpin 32 axkTeBHHA MeTalonur carbamazepine epoxide ocTaBaT HEIPOMEHEHH.
IlnasmenpTe HUBa Ha carbamazepine TpsaGBa mepuomuwHO Ja OB1aT MOHMTOpHpaHH. HaMa
JAHHH OT €IHOBPEMEHHO NpHJraraHe Ha BHCOKH HO3M OT KOMTO M Ja € OT JBaTa IIPOLYKTa;
IOpajii TOBa He MOrar jia 651aT AafeH: NPEIOPEKY 3a KOPHTHPaHe Ba Jo3aTa i TpabBa na ce
IpereHy Bh3MOYKHOCTTA 33 IPOBEX(aHe Ha alTepHATHBHO IPOTHROIBPYOBO JIEYCHHE.

AuTtukonByjicanTH: FlsMa HadudHE JAHHH 32 NOTEHLIHAIHO B3aMMOIECHCTBHE Ha
efavirenz ¢ denuTons, xapbamazenuy u enobapOHTAN, HIH APYTH aHTHKOHBYJcantH that
are substrates of CYP450 isozymes. Koraro efavirenz ce npmeMa eJHOBPEMEHHO C TE3H
FEKapCTBEHH MPOXYKTH, CEHINECTBYBAa BBE3MOKHOCT OT HaMaldBaHE MM yBelidaBaHe Ha
nnasMeHuTe KOHIEHTPALMH Ha BCEKH OT JICKapCTBEHMTE NPOAYKTH; CIeXOBATENHO, TpsaOBa
Ja Ce NpOBEXAA TEPHONNYHO MOHHTOPHpaHe Ha IIa3MeHWTe HHBa. He ca IIpoBeXIaHH
cnenudMTHN IPOYIBaHAS BEPXY JIEKapCTBEHHTE B3anmMozelicTers npH efavirenz u vigabatrin
uiu gabapentin. He morar Aa ce odakBaT KIHHHYHO 3HA9HMMH B3aHMOJEHCTBUY, Thbi KaTo
vigabatrin # gabapentin ce elUMMHHpaT NIPEIUMHO HENPOMEHEHH B YPHHATA H € MailKo
BEPOSITHO Zia C& KOHKYPHpAT 3a CHHIUTE MeTaDOJMTHH €H3MMH H IBTHINA Ha eIUMHUHHUpAHE,
KaKBH W3HON3Ba efavirenz.

Hamanaeauju HUgomo Ha IURUOHUME RPOOYKmU:

EnuoBpeMenHoTO npunoxenne Ha efavirenz 1 HMG-CoA pemykrasuus HHXuGHTopy
Kato atorvastatin, pravastatin wm simvastatin [okKaszap0o HaMalsiBa INIA3MEHHTE
KOHIEHTpALH Ha CTATUHHTE TIPH Hesapasenu nobposonny. Husara Ha Xomectepona Tpsbea
HNEPHOAHYHO Ma GbraT MoHWTOpHpaHW. Moxe Ja ce HANOKH KOPDHIHMpaHe Ha [03aTa Ha
cTaTHHMTE (MOJA, HampaBere crpaska ¢ KpaTkaTa XapaKTEPHCTHKA Ha NPOJAYKTa 3a
CHOTBETHUS CTATHH).

Atorvastatin: eguoBpeMennoro npunarane Ha efavirenz (600 mg opanHO €uMH TBT
JIHEeBHO) W atorvastatin (10 mg opanno enuH BT JHEBHO) HPH HE3apa3eHu JNOOpOBOILH
TOHM)KABA CTOIMHOCTHTE B CHCTOSAHME Ha ycroiiymso paBHoBecne Ha AUC m Chx 3a
atorvastatin ¢ 43 % u crorserHo ¢ 12 %, na 2-hydroxy atorvastatin croTBeTHO ¢ 35 % H
13 %, na 4-hydroxy atorvastatin ¢ 4 % u cvoTBeTHO ¢ 47 %, a Ha o6mo axrusEuTe HMG-
CoA pexnyxrasem uaxuburopu ¢ 34 % u cpoTBeTHO ¢ 20 %, B CpaBHEHHE CBC CAMOCTOATENHO
npunarad atorvastatin,

Pravastatin: enuoBpeMeHHOTO mpuiarage Ha efavirenz (600 mg opanHo e€OHH BT
nueBno) u pravastatin (40 mg opaniHO €OMH NBT KHEBHO) HpH JoOpOBOIIIH

FRERYI LTS

pravastatin.
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Simvastatin: exHoBpeMenHOTO mpunarage Ha efavirenz (600 mg opamHo emwH IBT
IHeBHO) ¥ simvastatin (40 mg opanHo eOME BT JHEBHO) NpPHM HE3apa3zeHH IOoOpOBOMUHM
[OHMXAaBa CTOMHOCTHTE B CBCTOfHMe Ha ycrodumBo paBHOBecme Ha AUC u Cyax 3a
simvastatin csOTRETHO ¢ 69 % 1 76 %, Ha cuMBacTaTHHOBA KucelHHa ¢ 58 % H CBROTBETHO C
51 %, na o6mo axTueHuTe HMG-CoA pemyrrazuu uaxuduropH ¢ 60 % u cwotsetHO ¢ 62 %,
# Ha o0wo axtusauTe HMG-CoA penykrazuu uaxuduropu ¢ 60 % = croteerHo ¢ 70 %, B
CpaBHEHHE ChC CaMOCTOATENIHO IpuilaraH simvastatin.

EmnospemennoTo npuiarage Ha efavirenz ¢ atorvastatin, pravastatin nmm simvastatin
He npomenst crodimoctute Ha AUC unu Cpyy 2a efavirenz. He ce Hamara xopurupase Ha
no3ata 3a efavirenz.

Jpyru jekapcTBeHH B3aHMOJCHCTBHA

Avrvapmnw/damornuy: Huto anymunueB/MarHesneB XHAPOKCHA-CHEBPKAMIUTE
aHTHAIMAN, HUTO (haMOTHAMH mpoMeHaT abcopbrusTa Ha efavirenz mpH 31pasu JoOPOBOIIH.
Te3u JaHHu coyar, Ue e MAIKO BepOSTHO NPOMSIHATA B CTOMAIIHATA KHCETMHHOCT 1A HOBIIME
abcopbumara Ha efavirenz.

Hepopanwy  kourpauenTrmeu: IlpaBeHw ca  npoydBaHuMa  caMO  BBPXY
eTHHHIECTPANHOIOBATA KOMIOHEH A Ha OPATHUTE KOHTPpaleITHBHY Npenapath. [Inomra mox

KpHBarTa clief] e[HOKPATHA J{03a eTHHHIECTPaqHoN ¢e ropuinana (¢ 37%) cliex MHOTOKpaTeH
npueMm Ha efavirenz. He ca ycranoBeHU ChINecTBEHW NPOMEHH B MaKCHMANHHATE IINa3sMEHH
HUBa Ha eTMHWIeCTpanuoi. KIIMHAYHOTO 3HaueHue Ha Te3H HabmoAenHs He e scHo. He e
YCTAHOBEHO MOBJIMSBaHE Ha MIIOINTA IO KpHBaTa K Ha MUKOBATA NNa3MeHa KOHIEHTpallusg Ha
efavirenz ot etummnecTpaguon. ThHit KaTo MOTEHUHMANHUTE B3aHMOJECHCTBUS Ha efavirenz c
OpaNHHUTE KOHTPAUENTHRH He ca HAUBIHO ONMCAHW, OCBEH OpaJlel KOHIpalenTus B AobaBKa
TpsOBa Jia ce U3HON3Ba U HaaexxeH OaprepeH MeTox.

Metanon: B mpoyuasie Ha HIV  DO3MTHBHH HHTPaBEHO3HM HapKOMAaHH,
eIHOBpeMeHHaTa ynmoTpeba Ha efavirenz ¢ MeTagoH AOBENE A0 HAMANsSBAHE HA IUIA3MEHHTE
HHBa Ha MeTagoHa M CHHJpPOM Ha OTHeMaHe Ha ommarta. MeTaloHOBaTa [03a Oelle yBeaHdHa
¢BC cpelino 22% 3a IOTHCKaHE CHMITOMMTE Ha oTHemaHe. IlanmentmTe Tpsbea xga O6nmart
MOHHTODHP2HH 3a NpH3HALlZ Ha OTHEMAaHE Ha ONMaTa M TAXHATA METafOHOBA 103a 4 CE
YBEINMYH, JOKOIKOTO € HYXKHO 3a IIOTHCKaHe CHUMIITOMHTE Ha OTHEMaHEe Ha OnuaTa.

Kear xaurapuosn (Hypericum perforatum): mmasmenure HuBa Ha efavirenz Moxe ma

ce NOHWXKAT NpH eOHOBpeMeHHa yroTpeba Ha TipemapaTH OT OWIKaTa XBIAT KaHTAPHOH
(Hypericum perforatum). Tosa ce IBDKH Ha HHAYKIHAL Ha METAOOIH3HpAIIHTE eH3UMH H/HITH
TPAHCIIOPTHH MPOTEMHA OT JKBITHA KaHTapuoH. [IpoAykTH, ChABpKAINH OHIKATa MKEBIT
KaHTApHOH, He TpA0Ba Aa ce mpueMar eJHOBpeMeHHO cke efavirenz. AkO manueHTHT Bewde
BP3EMA JKBIT KAHTapHOH, CIOpPETe XBITHS KAHTAPUOH, HpOBepeTe BUPYCHHTE HHBA W II0
BB3MOXHOCT HuBaTta Ha efavirenz. Huparta Ha efavirenz Moxe Ja ce HOBHIIAT IpPH CIMpaHe
Ha XKBITHI KaHTApHOH H MOXe 7a € HeoOXomuMa KOpeKIHs B JO3UpoBKaTa Ha efavirenz.

CEIMHITM CIIER CrUpaneTo My (BHXK paszen 4.3).
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AnTpnenpecanTy: He € HMalo KJIMHHYHO 3HAYHMO  JIOBIRABaHE Ha
dapMakOKMHETHIHHTE [apaMeTpH TIPH EXHOBPEMEHHO MPHJIOXKEHHME Ha paroxetine H
efavitenz. He ca neoOxofuMy KOpPeKIIHH B HO3MpOBKaTa HUTO Ha efavirenz, HuTO Ha
paroxetine, KOraro Te3H JIEKApCTBEHHW MPOAYKTH C¢e npumaraT 3aefHo. Thit kato fluoxetine
BEMa cXofleH ¢ paroxetine mpodmn Ha MeTabONM3MpaHe, HANpHMEp CHIEH HHXHOMTOpEeH
edexr Bepxy CYP2D6 , u mpu fluoxetine, momofro Ha paroxetine, creiBa A2 ce OYakBsa
pomobHa NHIca Ha B3amMopelcrsue. Sertraline, cyOctpar 3a CYP3A4 , He ¢ m3Mmenun
sHAYEMO (apmakokugeTrkara Ha efavirenz. Efavirenz e noHmxun Cpax, C24 1 AUC (mimomra
10 KpuBara) Ha sertraline ¢ 28.6 no 46.3 %. Veenuuapare J03aTa Ha serfraline ciejsa na ce
PBKOBOIY OT KJIMHHYHHA OTIOBOD.

Cetirizine: Hl — anTHEXUCTAMWEERT cetirizine He € HOBIMAN KIHMHHYHO 3HAYEMO
(hapMakoxuHeTHIHNUTE HapameTpy Ha efavirenz. Efavirenz e Hamanmmi Cpax ¢ 24 %, HO He €
mamennn AUC(nnom mox kpusara) Ha cetirizine. CMsgra ce, 9e Tas IPOMEHHM HE ca
KIEHENYHO 3HaanrMi. He ca #eoOGXoAHMH KOPEKHH B JO3WPOBKATa HATO Ha efavirenz, HUTO
Ha cetirizine, XOraTo Te3H JIEKapCTBEHH NPOLYKTH ce IPMIATAT 3a€IHO.

Lorazepam: efavirenz e ysemmgnn Cpae 1 AUC BHa lorazepam ¢ 163 % u 7.3 %
cpoTReTHO. CMsTA ce, 9e TasH IPOMEHH He ca KMHHYHO 3HaduMu. He ca HeoOxommmn
KOpeKIUM B HO3WpOBKaTa HUTO Ha efavirenz, Auro Ha lorazepam, KOTaTO Te3d JIEKaPCTBSHU
HPOAYKTH CE NpRIAraT 3aeHO.

4.6. bpeMeAHoCT H KLPMEHE

XKeuu srexypann ¢ efavirenz TpabBa Ja ce npejnassar oT 3abpeMensapane. Banary 1pabsa na
ce M3MON3Ba OapHepeH METOZ 3aelHO C IpYrH CpPeAcTBa 3a KOHTpalenis (HarpHMeED,
fiepopagHy WIM APYT BHJI XOPMOHANHE KOHTpanenTHsH). JKeHH B JETEpOAHA BE3PACT, IO
BB3MOMKHOCT TpsOBa Ja ce TecTBaT 3a OPeMEHHOCT NPpPEeNH Ja C€ 3al0YHE JICYEHHE C
efavirenz. Efavirenz ne TpadBa 2@ ce U3ION3ysa HO BpeMe Ha OPEMEHHOCT, OCBEH aKO HAMA
APYrH HOAXONSNIY TepaneBTHIHH BE3MOXHOCTH.

Jlnncear mOAXOAAINE M f00pe KOHTPONHpaHH M3NUTBAHHS 3a yrnoTpaba na efavirenz npu
6peMeHBM JXeHHM. IlpM IIOCTMAapKeTHHIOBH Habmomewus, Ha Oasara Ha perscTsp 3a
AHTHPETPOBHpYCHA Tepalus npy GpeMeHHH, ca foknanpany mosewe oT 200 OpeMeHHN JKeHN
B ITLPBYA TPHMECTHP Ha OpeMEHHOCTTa, KOUTO ca OMnH Ha Tepanus ¢ efavirenz karo gact or
KOMOUMHApaH aHTHPETPOBHPYCEH pexuM, Oe3 Hamuaue Ha cuemubmany Mandopmaru.
PerpocnexTrBro Ha Ga3aTa Ha TO3H PErMCTHP, ca Ouim JoxinamsaHd Mankk Opod ciuyvau ¢
nedexTH Ha HepBHaTa TpE0a, BRIIOYHTENHO MEHMHETOMHENONUENe, HO IPHIMHHA BPE3Ka HE €
funa ycranoBeHa. VI3MATBaHHA HpM JKMBOTHH Ca NOKa3aiM PEIpONYKTHBHA TOKCHIHOCT,
BKIIOYBAINA HONICPTAHH TepaTOreHHH ebekTH (BHxX pasaen 5.3)

IIpoyyBawust 0pu IUIBXOBE ca JOMOHCTpHpand, de cfavirenz ce exckpeTupa B
Mal9uH0TO MIIAKO, AOCTHTAI KOHIHTpallMH sajed IO-BHCOKM OT TE3H B IUlasMara Ha
Maiikata. He e m3BecTHO nanu efavirenz ce ekckpetrpa B Mai{YHHOTO MJIAKO IPH Xopa. Thi
KaTo JAHHWTE HPU KWEOTHH BHYINABAT, 16 cyﬁc'raﬁumra MOXe Ja HpeMHHC B Mantnmoro

Iia ce m3berne mpenasaneTo Ha HIV.




STO/C-EE/BG-20020060634

4.7. EdexTH BHPXY CHOCOOHOCTTA 34 IModupane H padora ¢ MAIHHKA

He ca mpaBeHH cHeHHalHM H3CNEABAaHMA HA BIMSHHEeTO Ha efavirenz BEPXY
cnocobHocTTa 3a modupane i padoTa ¢ Mammuu. Efavirenz Moxe na npeuzpuka 3aMalipane,
HapylIeHU:A Ha KOHIEHTpaLusTa W/eny cerinusoct. Ha manuenture Tpsabpa ma ce passcHu, ye
aKo MONy4aT HIKOe OT TE3H OIIAKBAHHSI, TpAOBa Ja HM30ArBaT PHUCKOBH 3aHEMAHM KaToO
modupae u padboTa ¢ MAIMIHHH.

4.8. Hexxenanu JJeKAPCTBEHH PeaKIHH

C efavirenz ca mpoBeleHH KIMHMYHH Wanmradus npd Hax 9000 nmamwenrtn. Haii-
YECTHTE HEXKENaHH NEKAPCTBEHH peakuuu npu efgHa rpymna ot 1008 Be3pacTtHH O0iHH,
nexysanu ¢ efavirenz 600 mg auepHO B cpueranue ¢ s Pls w/mma HYOT (NRTI) no Bpeme BHa
KOHTPONUpaHU KIUHHYHM HPOYYBAHMI, IOHE YMEPEHO IO TeXXKO H3pa3zeHH IpH Hait-Malko
5% or nanuentare, ca Ouma xoxer obpuem (11,6%), zamasuoct (8.5%), ramene (8,0%),
rasobonue (5,7%), u ormagHamoct (5,5%). Haii-cpmecTBeHUTE HEXKENAHH JEKAPCTBEHH
peakLHy Ipy MpUIOKeHHeTo Ha efavirenz ca kokHuTe ODPUBM M CUMIITOMETE OT CTpaBa Ha
HepeHara cucteMa. IlpuaraneTo Ha STOCRIN® ¢ xpana MoXe fia YBEIHYH €KCIIO3UIMATA Ha
efavirenz u MOXe ma JoBefle HO yBeJHYaBaHe deCTOTATa Ha HEXeNaHHTe JeKapCTBEHM
peaknuu. (Bixk paszgen 4.4).

pompivxuTensuar npodgun xa 0e30MaCHOCT Ha JIeueOHUTE PEXHMH, BKIIOYBAINH
efavirenz e olleHeH B KOHTPONUpPaHO KIHHWYHO Npoyusare (006), B KOETO HAlMCHTHTE ca
npuemanu efavirenz+ 3upoByaud + maMHBYIHH (n = 412, cpenna mpoxwipkurensoct 180
cenmuny ), efavirenz + uanusasup (n = 415, cpeana npogbinkatensocT 102 ceaMuIy ), ung
HUHAMHABHD + 3HAOBYAHUH + mamuBynuH (n =401, cpeana npoabDKUTENHOCT 76 cemMuUIy ),
TIpomemxurensara ynorpefa va efavirenz B Te3u IpOYUBAHUS HE € CBBP3aHa C HOBH JaHHH
3acsramy 6e20IacHOCTTA.

Koxen o0puB: B nipopenennTe KIMHIYHEA NpoyuBaHus 26% oT O0MHUTE, TeKYBAHU C
efavirenz 600 mg ca NoAy4YunM KOXHW OOpHBHM B cpaBHEHHE ¢ 17% OT HalMeHTHTE B
KouTpomsuTe rpynu. IIpemmomara ce, 4e ofpuBuTe ca OHMNU CBEP3aHU C JIEIECHHETO C
efavirenz B 18% ot nexyBanute Gomuu. Texsk oOpup ¢ HabmomaBaH IpH mo-Majiko oT 1%
oT nexyBaHuTE ¢ efavirenz manuentH u 1,7% ca mpexpartunm JIEHEHHETO Nopagu obGpuBa.
UectoTaTa Ha MyarHpopmenws epureM M cuEapoMa Ha CrupsHc-JDKOHCHEH Oeiue
rpubmusuTenso 0,1%.

Obpupute ca OOUKHOBEHO JIEKH A0 YMEPEHH MAaKYJOMAIyNO3HU epyIuid H ce
IIOABSIBAT B IIBPBUTE JBE CEAMHIH OT Ha4anoTO Ha nederuero ¢ efavirenz. IIpu mopeuero ot
nanuesTHTe OOPHBBRT OT3BYYaRa JO Kpas Ha IBPBHA Mecell OT JIEYeHUETO ¢ IIpenaparta, 6e3
Ja ce Hajara HpeKkparsBaHeTo My. Ilpm OONHMTE, NIPH KOUTO JIEYEHHETO € IPEKHCHATO
nopagu oOpuB, TO MOXe Ja ce Bh300HOBH cierl ToBa. [Ipu Bp306HOBABAHE HA JICUCHHETO C
efavirenz ce npemoppyBa M3MON3BaHE HA OAXOMINIM AHTHXHCTAMHHOBH  K/HIIH
KOPTRKOCTEPONAHHA NPEapaTH.
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THX IO BpEME Ha JicdeHweTo ¢ efavirenz e BR3EMKHAN JieK MO ymeped oOpHB H JBama ca
HPEKBCHATH JIEICHHETO.

Heaxnarpnann cavuromy: CepHO3HE NCHXHATPHYHM HEXEIaHH JIEKapCTBEHM
peaKify ca AOKNAJBaHH IPW NANWEHTH, JieKyBaHu ¢ efavirenz. B xoHponupand KIHHHYHY
npoyuBasid ¢ 1008 manwenTa, JeKyBaHM C TepalleBTHIHH CXeMU, BKIogBamu efavirenz sa
cpenro 1.6 roguuu ¥ 635 maumeHTa, NeKyBaHH ¢ KOHTPONHM CXeMH 3a cpefHO 1.3 roxunm,
YECTOTHTE Ha clenupuIHHTE CEPHO3HH IICHXUATPHYHH PEaKIUK Ca ONHCaHK I0-JoJTy:

CxeMmu sBxmrogsanu efavirenz KorTponsu cxemu
Texka nenpecus 1.6% 0.6%
CyHnpgHA HaMepeHus 0.6% 0.3%
Hedaranmuu cyruu ay OIuTH 0.4% 0%
ArpecHBHO NOBEACHHE 0.4% 0.3%
IMapanonaHu peaxknnn 0.4% 0.3%
ManpakalHH peaKkiiu 0.1% 0%

TlampenTrTe ¢ aHaMHE3a 32 MCUXAATPAYHK pa3TpoMCTBa ca ¢ HOBHILEH PHCK OT TE3H
CEPHO3HH NCHXWATPHYHY HEXKENaHH JEKApCTBEHH PEakHWH ¢ YecToTa Ha BCIKA OT
ropen3OpoeHnTe peakumn Bapupama oT 0.3% 3a manmaxanmauTe peaxuu Ao 2.0% 3a Texka
ACHpecHs W CyHUMAHEM Hamepenusd. CopmmecTBYBaT CHINO Taka CBOOINEHHS OT
IIOCTMAPKETHHIOBUs IIEPROJ 3a CMEBPT IpH caMOyOHHMCTBO, ZENylHMH M ICHXOTHIHO
TIOBEICHEE.

Hepposornyan xposiBM: B KOHTpoaupa#swTe KIMHAYHHM H3MHTBAHHA, [IPH
manuenrnTe, nexysanm ¢ efavirenz 600 mg npEeBHO B xoMOMHANHAE C©  JpYTH
AHTHUPETPOBHDPYCHH CPEHCTBA, 9eCTO JNOKIamBaHMTE HEXENAHU JICAKPCTBEHH PeaklHH ca
srkmoupany (Oe3s ;a2 ce CReXpaT caMo O TAX) CISAHHTE Peakluu: 3aMasgHoCT, 0e3CHHEE,
CHHIIBOCT, HApymMeHO BHMMaHHe M HeoOHualiHW CHHHINA. YMEPEHO [0 TEeXKKO H3Pa3eHH
HEeBPONOTHIHY CUMITOME ca ¢robmeru npu 19,4% or nmanuenTate B cpestenue ¢ 9,0% npu
KOHTPOJIHHTE TPYIIH NaWeHTH Ha Apyra Tepanus. [IposBrTe ¢a BHIH TEXKO U3Pa3eHH MPH
2,0% ot maumentute Ha 600 mg efavirenz u npu 1,3% oT GonHHTEe Ha KOHTPONHA TEpaIKs.
Tpu kiHAgHE HpoydBarns 2.1% oT nanueHTHTe, TyKyBanu ¢ 600 mg efavirenz npexbeHaxa
TEpanusiTa, IOpajy CHMITOMH OT CTPAHa Ha HEpBHATA CHCTEMa.

HexenaHnuTe peakimy OT CTpaHa Ha HEPBHATA CHCTEMA OOMKHOBEHO CE IIPOABABAT
pe3 OHPBUTE €AHH-/Ba JHM OT JICYEHHETO M Hall-4ecTo OT3BYy4YaBar cuefl 2-4 cexmuun. [Ipn
eJHO KJIMHHYHO NPOYYBaHE, MECEIHOTO IIpEBannpade Ha HEBPOJOrHYHHUTE CHMIITOMME C Hali-
MaJKO yMepeHa TexecT Mexuy 4 u 48 cexmmuna, Bapupame oT 5% mo 9% IpH manueHTH,
NEKYyBaHH C KoMOwnanuus, cpappxama efavirenz m 3% 10 5% npm namwenTure OT
KOHTpONIHATE rpymd. B mpoydsane Ha 374paBd JOOpOBONUM, €FHMH IPEACTaBHTENCH
HEBPONOTHYICH CHMIITOM € BB3HMKBAJl CPEJHO €AWH Yac ClEH IpreMa Ha MEAHKaMeHTa H ©
OT3Bydasal cpexno 3a 3 gaca. CHMITOMHE OT CTpaHa Ha HEpBHaTa CHCTEMa MOraT Ja ce
TIOARABAT MO-4ECTO B CIYJaHTe , KOraTo efavirenz ce IpueMa Io BpeMe Ha XpaHCHHATa,
KoeTo BH MOTIIO KA ce ABJDKHM Ha MOBHIISHOTO MIA3MEHO HU 3 . JosupaneTo
npeny Juiraie noxoGpsBa IICHOCHMOCTTA HA TEe3H IPOSBH Y
CeIMHIH OT JICYECHHETO M IPH MAlMEHTH, IPH KOHTO OIZKBAE
pasgei 4.2). HamangsaneTo Ha fjo3aTa MM Pa3AesaHeTo ¥ HakenRomaneVA -a- nol3a H
HE Cce IIpEnophYBa. R
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AHaTH3bT Ha JaHHUTe, CHOPaHH 32 HPORBIDKUTENIEH EPHO OT BpeMe B paMKHTE Ha
npoyusanero 006 (cpemmo mpocnepspame 180 cemmuinm, 102 ceamuuu m 76 cemMum
CBOTBETHO 32 NAIMEHTHTE, IeKyBauK ¢he efavirenz + 3umoByaud + namueymuH , efavirenz +
HHAUHABHD WM HHIWHABHD + 3HIOBYAWH -+ NaMHUBYIHH), IOKa3Ba 4e cier 24 ceqMuId OT
HAUaIOTO HAa JIeYeHWeTO, 4ecTOTAaTa HA HOBOBB3HMKHAIMTE CHMIITOMH OT CTpaHa Ha
BEpPBHATA CHCTEMA CPed HAallMeHTUTe, JeKyBRaHM che efavirenz € KaTo Ao eIHAKBA, C Ta3H B
KOHTPOJIHATA IPYTIA.

Ot0enszasn MO-AONY ca HeXeAaHH JEKAPCTBEHM peakilil OT yMepeHa ¥ no-rojsaMa
CTENIEH Ha TEXECT, KOUTO Omxa MOTJIH Jia MMAT IIOHE BEpOSTHA BPB3Ka C jedeOHIS pesxuM
(va 0a3a Ha OLEHKATA Ha H3CIENOBATENs), CHOOCUIEHM NpPH KIHHWIHU IIPOYYBAHHUS C
efavirenz, mpunarag B TpenopbuyBaHaTa A03a B paMKuie Ha KomOumupana Tepanus (n=
1,008). YectoTara e nedunupana Ha 6a3zaTa Ha CIeIHOTO oNpefensHe: MHOro decra (>1/10),
yecta (>1/100, <1/10), neobuuaiina (>1/1 000, <1/100), paaxa (>1/10 000, <1/1 00Q),
Mzoro paaka (>1/10 000).

Hapymienus B uMyHHaTa CHCTEMa
HeoOHYalHH : CBPBXYYRCTBHTEIHOCT

IlcuxuaTpuynu HapymenHs

YyeCTH: 6e3MoKoICTBO, Henpecus

HeoOWYalHKM: IPOMEHIMBO HACTPOBHME, arpecHBHOCT, eyQOpHYHO HacTpoeHue,
XafmIoIUHUPaHe, MaHUS, HApAHOs, OIMT 3a caMOoyOHHCTBO, CYHLIMAHN MUCIH

Hapymrenus B sepBHATA CHCTEMA:

YecTH: HeoOWYaliHH CBHHIIA, HApYIICHHSs B KOHIGHTPAIUATZ, 3aMasHOCT,
rrnasobonue, Oe3chHHEe, CHHINBOCT

HeoOuuaiinu: mpeRs30y/a, aMHE3Ms, ATAKCHI, HApyloeHa KOOPAMHAILIMS, CHCTOSHUE
Ha 06BPKAaHOCT, KOHBYJICHH, HApYIIEHUS B MUCICHETO

Ounn HapyIiCHHA:
HeoOHYaii: 3aMEIJIEHO BIDKIAHE

HapyiueHHs B CIIyxoBaTa ¥ BecTHOyIapHaTa CHCTeMa:
HeoOHYaiHI: CBETORLPTENK

Hapynrenug B xpanocmuiiaTenrHaTa cucTeMa:
yecTH: abnoMunanHa GosKa, quapus, rajede, oBprIiamne
HeoOUYaliHu: OCTED TaHKPEaTHT

XenatoOunuapsy HApyIIEHHS!
HeoOHYalHHI:0CTED XenaTHT

Hapymiennst Ha KO»xaTa ¥ OAKOKHETO:
MHOTO YeCTH: 00pHEB

YeCTH: CEpOex

HeoOuuaitnn: eputeMa Myarudopme
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OO0y HapyIieHUsA H HAPYIIEHAS B MACTOTO Ha IPHIIOKEHHE!
9ecTH: ymMopa

Canapom Ha mMyHno peakrasHpaHe: npm HIV- 3apaseHH HauumeHTH ¢ TeXKa
HMyHHa HEOCTATHFYHOCT II0 BpeMe Ha 3allo9BaHe H4 KOMOMHHpaHaTa aHTHpETpOBHpYCHA
repanus (KAPT (CART)), moxxe ia BE3HHKHE BB3NANUTENHA PEaKIIHI KbM aCHMITOMAaTHYHH
HJTH OCTATEYHM OIOPTIOHHCTHYHH HHpeKIHY (BrK pazzen 4.4 )

JanonucTpodus u  meralolMTHH Hapymmenms: IpH namuestw ¢ HIV,
KoMOMEEpaHaTa aHTHPETPOBHPYCHA Tepamus ¢ OWia acouMupasa ¢ TpepasnpejencHye Ha
MasHUHHATE B TAKOTO (IMmmomucTpodms), KoeTo Brmousa 3arydata Ha nepudepHa H
danpaiHa DOAKOXHA MacTHa THKAH, YBEJYaBaHe Ha BBLTPEKOPEMHATA M BHUCHEpalHaTa
MacTHa THKaH, xureprpodus Ha TbPOUTE H AOP30LECPBHKAHO HATPYNBHE HAa MACTHA ThKaH
(macTna repbuna).

KomOunupanaTa aHTHpeTpOBHpYCHa Tepamus € Ouma acoruupaHa ¢ MeTabOIHTHH
HapyOIeH!s, KAT0  XHIEPTPUIVIMIECPHIASMHSA, XHUISPXONECTEPOAEeMHdA,  HMHCYIHMHOBA
PE3NCTEHTHOCT, XMIIEPTIIMKEMHS ¥ XAIepakTaTeMHas (BIK pasgen 4.4).

Orxnonennd B naboparopuure H3CIEABAHMS

Yepuonpobuu ensumu: Ilosumenne Ha acmaprar aMmuHOTpanc(hepasata (ACAT) u
anasmH ammEHOTpauc(hepasara (AJIAT) moeewe OT IeT IBTH Hal IOpHaTa pedepeHTHA
rpaunua (I'PT) e mabmomapane npa 3% ot 1008 nammentu, nexysamm ¢ 600 Munmrpama
efavirenz (5-8 % cmen npoxsikuTenHo gevenue B npoyasare 006) . IToxobHo mopumenwne €
HaOJHONaBaHO @pH MAUMEHTHTe, NeKyBaHH ¢ KOHTPOINHHTE cxeMH Ha JeueHHe (5% crex
HpOXBIDKUTENHO jederne). [TopumeHne wa rama-TiyTaMmuiTparcdepasata (I'TTIT) mosede
or net neTH Hax IPT e ycranopeno npu 4% OT BeHukH Jnexysanu ¢ efavirenz 600 mg m 1.5-
2% mpH xoHTponHHTe mamuentd (7% ImpH nekyamuTe ¢ efavirenz maguentn m 3% npu
KOHTPOJHKTE NANUEHTH Cliell IPOABIDKATENHO Jegerne), Vizonupano nosumenre Ha I'T 111
npu Jgexkysanu ¢ efavirenz GomHu MoXe Ja ce ABIDKH Ha €H3UMHA HHEOyKmus B
TIpOABIDKATENHOTO npoyasane (006), 1% or manueHTHTE OT BCAKa TePaleBTHYHA IPyNa ca
HpPEKECHANY TIOpaIy HAPYICHUs, 3acaTalll XenaToOunrapyara cucreMa.

B pmampnTe OO0XBalAIM NPONBIDKATENEH TIEPHOHN OT BPEME, MONYYEHH OT
macnensageTo 006, 137 mamuenTa, JeKyBaHH ¢ pexuM, Bimoupam efavirenz (cpenma
OpPOAB/DKATEIHOCT Ha Tepanuara 68 ceqmuip) u 84 | nekyBaHM ¢ KOHTPONEH PEXHM (CpeaHa
NPONBIDKUTENIHOCT 56 CeqMUIN), ca OMIH CEPONIOZMTHBHM YIPH CKPHHEHIOBOTO H3C/IEIBaHE
3a XemaTuT B (I0JIoKKTeNeH NOBbpPXHOCTeH auTureH ) i / unu xematur C (momoxmTenHo
xenatar C anrarswio). Cpex Te3n Ko-HHpeKkTHpawy amdeHTd, nosumenus Ha ACAT no-
ronemu oT 5 meTa I'PT ca passunn 13 % oT manmeHTHTE OT rpynara cxe efavirenz m 7 % ot
T€3H OT KOHTpOJHaTa H ChOTBeTHC HoBumicHHS Ha AJIAT mo-ronema ot 5 meta I'PI ca
pazsune 20 % OT namMenTHTE OT rpymara cee efavirenz u 7 % ot Tesu oT xkonTponHarta . OT
KO-uH(bEKTHPaHHUTEe ManHeHTH 3 % OT Te3H JleXyBaHM ChC ACUEOHH PEXMMH, BKIIOYBAIIH
efavirenz u 2 % 0T KOHTpOJIHATA TPYHa, ca IPEeKbCHANN H3CAEIBAHETO IOPaay HApYIIEeHH B
xXemarobunpapHara cucrema. IlpuyuHHTe 3a IpeKbCBaHE Cpel KO-MH(EKTHpaHHTE,
noiydapam efavirenz ca BKIIOYBANH HApYIIEHWS B 4EpHOAPOOHHTE €H3WMM; HE ca OHIIH

pasgen 4.4).
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Amunasa: 0Ope ananmsa Ha 1,008 mampeHTH OT €OHO KIMHHYHO IIpOYUBaHE €
HabmonaBaHo Oe3CHMIITOMHO HOBHINEGHHE HAa CEpyMHHMTE HMBAa Ha aMuia3ara moseue oT 1.5
IBTH HaJl rOpHATa paHuna Ha Hopmara npu 10% oT nauumenTute nexysauu ¢ efavirenz u 6%
OT KOHTPOJHUTE TPYHH HanueHTH. KIIMHUYHOTO 3HAUYeHHe HA 0€3CHMIITOMHOTO ITOBHINICHHE
Ha CepyMHAaTa aMIUIa3a ¢ HEH3BECTHO.

Jiumuam: lpd Haxou 3ppapu moOpomoinm, TpetHpaHu ¢ efavirenz, e HabmomasaHO
DoBHIIeHHEe Ha obmus xonecrepon ¢ 10-20%. B KINHUYHE H3OUTBAHHUA C pazIUuHK
BKMOYBAM efavirenz cxeMu 3a JNSYCHHE Ha HENpPOBEXKIATM TaKOBa JjCUCHHE MAllMEHTH,
CTOHHOCTATE Ha OOIIHS XOJecTepol, X0lecTepola ¢ BUCOKA IIbTHOCT Ha mmugute (HDL-
XOJIecTepoa) U TPUTIHIIEPHANTE 32 IIepHo] Ha JledyeHHe oT 48 ceaMumu ce noeumasar (21 —
31%, 23-34% wu cporBeTHO 23-—49%). Hacrra namueHTH C OTHOINEHHE OOII
xonecrepos/HDL-xonectepon Haj 5 ocTaBa HempoMeHeHO. [OneMHHATa Ha NPOMEHHUTE B
HHBATA Ha IHMIHIATE MOXxe Ja ObIe NMOBNMAHA OT (aKTOpH KaToO IPOABIKMTEIHOCT Ha
TeIeHHETO K APYTH KOMIIOHEHTH Ha aHTHPETPOBUPYCHATA CXEMA.

Baaumoneiicreue ¢ xanabunonnes tectT: Efavirenz He ce cBbp3Ba ¢ KaHAOHHOHIHHTE
penentopu. CrobmaBany ca GanmuBo MO3UTHBHY PE3YATATH OT YPHHEH KaHAOHHOHIEH TECT
npu nobposoniy, npuemamu efavirenz. GammuBo NOUTHBHUTE pe3yATaTH ca HaOMIOHABHM
npu npunarade Ha CEDIA DAU Multi-Level THC MeToza, ko#TO ce B3M0I3Ba 33 CKPUHUHT,
1 He ca HabmMOAaBaHW NpH ApYTH KaHAOWHOMAHM TecT METORH, BKIIOUHTENHO TECTa,
M3IION3BAH 32 IIOTBBPANABAHE HA IIO3UTHRHHTE PEYIITATH.

IToctmapkernnaros onmt: IlocTMapkeTmrroBmar onuT ¢ efavirenz e mokasan
nosBaTta Ha CIEJHHMTE AOIBIHUTENHU HEXENaHW lIeKapCIBEHW pPEaKkiMd, BBHR BpPH3Ka C
H3I03BaHeTO Ha efavirenz BBB BKmIOUBAIMUTE 'O AHTHPETPOBHPYCHH JIeHeOHH PEIKHMH:
HaJlyJHOCTH, THHEKOMACTHS, YepHOAPOOHY HapYIIeHHs, HeBpo3a, Goroaliepruyes JepPMATHT,
NCHXO03M U M3BBPIIEHN caMOyOuiCTRA,

IHoapacreamm u pema: Hexenanute peakiuy mpH Jella Karo IUIO ITOKA3BaT
CXOACTBO C TE3H IIpU BB3pacTHH mauuenTH. OOpHMB e AakianBaH Mo-4ecTO Npu Jexa (B
KIHHUYHO IPOYYBaHe, BKIOYBAMC 57 Xela, KOUTO ¢a npuemanu efavirenz B mpoabiokeHue
Ha rrepuon ot 48 ceamMuiy, nosea Ha o6puB ce crobmara B 46%), KATO TO-4ECTO € O’ ¢ Ho-
rojisMa CTEeNEH Ha TEKeCT B CPaBHEHHE ¢ BB3pAcTHUTE (MHOrO TeXEBK OOpHE € JOKIAMBaH
mpE  5,3% ot pemara). Moxke ma ce o0chau  UpodmIaKTHpaHe C© IOJXONAHIH
AHTHXMCTAMHHOBH IpefiapaTi Npey 3aroYBase Ha nedenue ¢ efavirenz npu gena. Brnpeku,
de YCTaHOBSBAaHETO HAa CHUMIITOMM OT CTPaHA HA HepBHATa CHCTEMa OpPHM MalK{ Jera €
TPYZHO, C& OKa3Ba, 4e HeCTOTAaTa HM IPH JIela € IO-MajKa H KaTo IPIO ¢a MO~ITeK0 M3PA3eHH.
B npoyusanero, BKIOUBaIIo 57 meua , 3,5 % oT nalMeHTHTe ca MMalH CHMOTOMH OT CTpaHa
HA HEPBHATA CHCTEMa CHC CPelHa CTelleH Ha HM3siBa, IpeAMMHO TAKHBA HA 3aMagHOCT. He e
HMANIO JIETe ¢ TEXKA CHMITOMATHKA MM TAKOBa, KOETO € TpsadBajo ma ObIe H3KIIOYEHO OT
IPOYYBAHETO IIOPAAH CHMITOMM OT CTpaHa Ha HEPBHATA CHCTEMA.

4.9. Ipenosapane

CIiIa3MH.
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JleuenpeTo 1py mpefozupaHe ¢ efavirenz Tpsabpa Ja BouBa 00K NOANBPIKAIIH
MepKH, BKIIOUHTENHO CJE[CHE HA JKH3HEHHTE IIOKA3aTeNH H KIHHWIHOTO CHCTOIHHE Ha
Bonuns. 3a yiecHsBaHe HA SIHEMIHMPAHETO Ha HEYCBOSHHA MeJuKaMeHT MOXE Ja ce Jaje
aKTHBeH BBrieH. He chinecTByRa crienmdideH aHTHAOT NPH Dpefosupane Ha efavirenz, Tvi
Kato efavirenz ce cBHp3Ba B rojsiMa CTelleH C IUIA3MEHHATE TIPOTEMHH, CIIMMHHHMPAHETO Ha
MeQUKaMeHTa OCPEHCTROM XEMOIHANIH3A € MAJIKO BEPOATHO.

5. DapMakoJOrHIHH JAHHH

5.1 PapMaKoANHAMIYHHE CROICTBA

dapmaxomormgsa rpyna: HIV-1  cmermudmaern waxwbmrop Ha obpaTHaTa
Tpanckpuntaza HHHOT (NNRTTI).
ATC xom: JOSA G 03

Mexauu3sM Ha HeiicTBHE

Efavirenz ¢ HIV-1 HHMOT (NNRTI). To# wnpencrapnsisa HEKOMIETHTHBEH
nuxubuTOp Ha ofpaTHaTa TpaHckpunra3a Ha HIV-1 u Be motucka chbmecTBeHo obpaTHaTa
tpanckpunraza (OT (RT)) na HIV-2 wna xnersunnte JHK-nomimepasu (a, B, y wim §).

IIpoTHBOBHpPYCHA aKTHBHOCT

Heobxompumara KOHIEHTpaws 3a HoTHcKale Ha 90 10 95% oT puBHTE MaMOBE HIIH
11aBopaTOpHUTE W KIHHWIHA H30NIATH, Pe3UCTEHTHH Ha 3MAOBYINH, ce ABIKK Mexay 0.46 u
6.8 nM 3a tEMQ06IACTORTHA KIIETHYBH JIMHIH, TomuMop(oRyKkeapiTe OT NepH(epHa KPEB
# MaxpodareaTHI-MOHOIMTHH KYJITYpPH.

JlekapcTBena PE3SHCTEHTHOCT
Edextupnocrra Ha efavirenz B KIIeTh9HH KyJNTYpH CpPeIly BapHaHTH Ha BHPYCA ChC

cyOCTRTYHpaHE aMHHOKHCENHHHN Ha no3unuu 48, 108, 179, 181 uma 236 B monekynarta Ha
of0paTHaTa TPAHCKPUIITA3a HJM BapHaHTH CBC CYOCTHTYHpaHH aMHHOKHCENMHH Ha
IpoTeasara e OmiIa cX04Ha C Ta3u Cpelly JuBHTe maMobe. EnunaannTte cyOCTHTYIMH, KOWTO
ca BO@eNM IO Hali-BHCOKa UECTOTa Ha PE3UCTEHTHOCT KBM efavirenz B KIETHYHH KYITYPH
OTroBapAT Ha JEBLKH ¢ H30NeBIHH Ha rozuuus 100 (L100I, 17 no 22 neTH IO-pe3HCTEHTEH)
W nesuH ¢ acnaparan Ha nosunus 103 (K103N, 18 no 33 neTa mo-pesncrenten). [losewe ot
CTOKpaTHa 3aryba Ha TyBCTBHTENHOCT ¢ HabimofaBaHa IIpy BapuanTd Ha HIV ¢ excnipecus Ha
K103N, xaxTo ¥ Ha Jpyra cyOCTHTYLHK B MOJIeKylaTa Ha o0paTHaTa TPaHCKpHIITas3a.

K103N e Ouna mHaf-yectara cyOCTHTYIMA B o0paTHaTa TpaHCKPHIITA3a IPH BHPYCHH
HA30)IATH OT MAIlHEHTH CBHC 3HAYWTEIHO BH3CTAHOBABAHE HA BHPYCHHMA TOBAp IO BpeME Ha
KJIMHHYHATE W3NHTaHAs Ha efavirenz 3aeqHoO ¢ MHAMHABYP HNH 3WJOBYHUH + NaMHBYIHH.
Tasp Mmyranwst e HaGmonaBana mpu 90% OT HaUHMEHTHTE ¢ BHPYCOJOTHMYEH HEYCIEX,
nonygapamy efavirenz. Habmonapana e cpmo cybcTuTynrs Ha nosunuu 98, 100, 101, 108,
138, 188, 190 wnm 225 B Monekynara Ha obpaTHaTa TPaHCKPMUIITa3a, Makap H HO-PAIKO U

e,

CBELp3aHa ¢ pPE3UCTEHTHOCT KepM efavirenz, He e
IPOTHBOBHPYCHHA NPENapaTH, H3ION3BaHU 3aeHO ¢ efa



STO/C-EE/BG-20020060634

Kpbcrocana pe3sucTeHTHOCT

W3scrnenpaHeTo Ha KphCTOCAHATA pe3dcTeHTHOCT Ha efavirenz, HeBHpaluH M AENaBHPIUH B
KIeThYHM KyATYpH ToKa3Ba, ue cyOcruryumwsra KI103N ocurypssa 3aryba =Ha
uyecreuTeaHOoCTTa KEM Tpute HHUOT (NNRTIS). [Ba oT Tpu n3cieBaHu pe3UCTEHTHU KbM
JETABKPAUH KIHMHAYHA U30/0aTa ca MOKa3alld KPECTOCaHA Pe3HCTEHTHOCT KeM efavirenz 1 ca
6unz KI103N moaoxuTenud. Tperusr wusonar, Koiro e Oun cbe CyOCTHTYHpaHH
AMHBEOKM/JICHEHHE OCTATBHIM Ha O3HLHA 236 B MONeKyiara Ha oOpaTHaTa TpaHCKpHITa3a, HE
€ TI0KAa3aJl KpBCTOCaHa Pe3UCTEHTHOCT ¢ efavirenz.

BHpycHHTE H30JaTH OT MOHOHYKJIEapH OT nepudepHa Kpbe HA NAHEHTH BKIIOYECHH
B KIMBMYHUTE M3IOHTaHHs Ha efavirenz, Opu KOWUTO JIEUEHHETO € HEYCIIEIIHO
(BB3CTAHOBABAHE HA BHPYCHHUS TOBap), ca OHNIM H3CIEABAHH 32 YYBCTBHTENHOCT KBM
HHUOT (NNRTIs). TpuraneceT m3onata, ONMHMCAHM IMPEAX TOBA KATO DPE3UCTEHTHH KbM
efavirenz ca TOKa3agH PE3WCTEHTHOCT M KBM HEBHPAanWH M AenaBupAuH. [IpH meT oT Te3n
pesucrentun KpM HHIOT (NNRTIs) e yecranorena cydctutyrus K103N unu 3aMecTBane Ha
BaMH ¢ u3oneBuH Ha mosumus 108 (V108I) B Monexynata Ha oOpaTHaTa TPAHCKPHIITA3E.
TpH OT H3CIEABAHMTE M30JaTH 0T GONHM ¢ HeyclleX Ha IedeHHeTo ¢ evafirenz ca 3amasuim
JyBCTBHTEIHOCT KBM efavirenz B kieTpuyHa KyaTypa M ca OWIM YIyBCTBHTEIHHM H KbM
HERHPANMH H JeNABAPIUH.

IToTeHIHANET 32 KPBCTOCaHa pe3ucTHeHTHOCT Mexay efavirenz m IIH (PIs) e nucek
MOpaiM Pa3IMYHHUTE NPHICTHH CH3EMH. PHCKBT OT KPBCTOCAHA DPE3UCTEHTHOCT MEXAY
efavirenz 1 HAOT (NRTIs) e Huchkk mopagu pasnuyHHTE MecTa Ha CRBP3BAHE BBEPXY
IPHLEHAI SH3AM M PasidynMs MeXaHu3pM Ha ZeficTBHe.

dapmakoHHaMUIHE edeKTH

Efavirenz #e e mpoy4Bas Ipely3HO Np ranuenTd ¢ Hanpeanano HIV 3abonasane,
no-koukperao npu mamuentH ¢ CD4 6poit < 50 xreTkm/KyOMdeH MHITHMETED, HIH CIef
TepanepTrden pexudM, Bimogsam 1M (PI) unn HHHOT (NNRTI). KiuHHYHHS ONHT OT
KOHTPOJIHpaHNUTe NPOYUBaHUSA Ha KoMOHMHaimu, BKmouBaini didanozine wmm zalcitabine, e
OrpaHMYeH.

Jse xoxrrponupany kinadyam npoyusarus (006 u ACTG 364) ¢ npoaBIDKHTENHOCT
NpHOAU3HTENHO enHa romuHa ¢ efavirenz B koMGuuamma ¢ HUOT (NRTID) w/mma ITH
(PIs)noxazgar peZyKuMsd Ha BHPYCHMSA TOBap IIOJ IIpara Ha YyBCTBHTEIHOCT HA TECTOBETE H
nopumenne Ha CD4 nuM@ouuTHTe DpH HelleKyBaHH ¢ aHTHPETPOBUPYCHU LpElapaTH MAR
nexysauu ¢ HAOT (NRTIs) namuents, nHdexrupanu ¢ HIV. Ilpoyusanero 020 mokasa
nono0Ha akTuBHOCT 1pu jNekyBanure ¢ HUOT (NRTIs) nauuents 3a nepuoi oT 24 cenMUIIM.
Ilpu Tesu mpoyusamms efavirenz e nmpunaran B fo3a 600 mg BeAHBK FHEBHO; J03aTa Ha
uuaunasup e 6una 1000 mg Ha Bcexu 8 gaca, korato e H3NON3BaH B KoMOuHamus ¢ efavirenz,
u 800 mg ua 8 yaca, xorarto e gapax Oe3 efavirenz. [lozata va Hendurapup e 6una no 750 mg
Tpu OBTH AHEBHO. Ilpy Bemuxy macnenpanus ca usnomzpann HHUOT (NRTIs) B craunaptau
031 Ha 12 gaca.

PaHIOMH3HPAHOTO, OTBOPEHO KNIHHHYHO npoyunaHe 006, cpapaasa efavirenz + 3sugoBynuH +
sMaMuByAuH uiH efavirenz tHHAUHABHDP ¢ HHAMHABUP- 3UAOBYAMH -+ JaM

TIAIMEHTH, 32 KOMTO H3UCKBAHE OINE B HAYANIOTO Ha NPOYIBAHETO € GHo 47
efavirenz, maMupyaue, HHHMOT (NNRTI ) u IIM (PI). Haganuus 6poi
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cpemno e 6un 341 xmerxu /mm3 w waganoro HUBO cpefHo Ha HIV-RNA e 6mmo 60 250
konus /ml. PesynratnTe 32 e)eKTHRHOCTTA OT KIMHHYHOTO Ipoyysane 006 Ha Oasara Ha
614 namyenTa, KORTO ca OMIIM BIUIKOYEHH 3a Hali-Manko 48 cemMHENH, ca noka3any B Tabnuna
2. Tlpu amanp3a Ha CTENEHTA HA OTrOBOP (HE3aRBLPINANHE Ce DaBHsABa Ha HENOCTATHYCH
orrosop [NC=F]), nanuenTHTE, KONTO 3aBBPINKXA POYUBAHETO PAHO HO HAKAKBA NPHIHHA,
YIIY TIpH KOWTO NumcBame u3MepBane Ha HIV-RNA, koeto 6emme nimy mpeAmecTByBaHo, HIIH
NOCEABAHO OT CTOMHOCTH HaJl rpaHulaTa 3a KOJMMYECTBEHA OLEHKa, 0dXa CYNTan, J¢ NMaT
HIV-RNA nman 50 wm may 400 xonus/MaAnuTEp O BpEME Ha IPOIMYCHATHTE €IIM304Y OT
BpeMe.

Tabnuna 2;: Pesyarara oT npoyusanero (06 3a eexTasHOCT

Responder rates (NC=F") Mean change from
Plasma HIV RNA baseline-CD4 cell count
<400 copies/ml < 50 copies/ml cells/mm’
(95% C.I.%) (95% C.I%.) (S.EM.%)
Treatment n 48 weeks 48 weeks 48 weeks
Regimens®
EFV+ZDV+3TC 202 67% 62% 187
(60%, 73%) (55%, 69%) (11.8)
EFV+IDV 206 54 48 177
(47, 61) (41, 55) (11.3)
MV+ZDV+3TC 206 45% 40% 153
(38%, 52%) (34%, 47%) (12.3)

NC = F, noncompleter = failure.

C.L, confidence interval.

S.E.M.,, standard error of the mean.

EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir.

(=M = - N

JisnrocpodHETe pe3ynTaTH Ha 168 cexmuna mpH KiamHEYHOTO npoyusane 006 (160
NIaNEEHTH Ca 3aBLPINHIM NpOyuBaHETO npH jnedenue ¢ EFV +IDV, 196 namuentn ¢ EFV
+ZDV + 3TC u 127 ¢ IDV + ZDV + 3TC cB0oTBeTHO), IOKa3BaT cTabMIHOCT Ha OTrOBOpa
OT THeIHA TOYKa Ha ChOTHOMEHMATa Ha naimeHTH ¢ HIV RNA <400 copies/ml, HIV RNA
< 50 copies/m] ® OT ryeiHa TOUKa Ha CpeXHaTa NPOMsHA OT IhpBoHauanuus Opol ma CD4
KIIETKATE.

Peaynrarure 3a edexrusaoct or npoyupanuara ACTG 364 m 020 ca mocoyeHu B
Tabmuma 3. Ipoyusanero ACTG 364 obxsama 196 nanuenTta, KOUTO ca DHIM IEKYBaHH C
HUOT (NRTI ), wo me ¢ IV (P1 ) una HHUOT (NNRTI). I[Tpoyusanero 020 obxsama 327
HalMeHTa, KouTo ca Gunu nexysanu ¢ HUOT (NRTI ), vo we ¢ 1T (PI )} mmu ¢ HHHMOT
(NNRTI). Ha nexysammare ¢ Gino mo3soneHo xa mpomerar pexxuma Ha HHOT (NRTI ) na
TaIHEHTATE CH NPH BKIIOYBAHETO B W3cieapanero. Hupara Ha oTroBop ca OMNIM HAM-BHCOKA
pu nanuentaTe ¢ npoMsada 8 HUOT (NRTT).

Ta6auua 3: Pesyararare 3a eGeXTHBHOCT OT HPOYIBaHRALFAC Ie364 n 020

Responder rates (NC = change from
Plasma HIV-RNA D4 celi count

i)
ly
s

21
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Study Number/ n % (95% C.1.9 % (95%C.L) cellymm® (S.EM. .5
Treatment Regimens
Study ACTG 364 < 500 copies/ml < 50 copies/ml
48 ceamuuu
EFV+NFV+NRTIs 65 70 (59, 82) - -— 107 17.9)
EFV+NRTIs 65 58 {46, 70) --- - 114 (21.0)
NFV+NRTIs 66 30 (19, 42) . -— a4 {13.6)
Study 020 < 400 copies/mi < 50 copies/ml
24 cemmunu
EFV+IDV+NRTIs 157 60 (52, 68) 49 (41, 58) 104 9.1
IDV+NRTIs 170 51 (43, 59) 38 (30, 45) 77 (9.9

# NC =F, noncompleter = failure.

b EFV, efavitenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir; NRTI, nucleoside reverse transcriptase inhibitor;
NFV, nelfinavir.

¢ C.1, confidence interval for proportion of patients in response.

¢ §.E.M., standard error of the mean.

---, not performed.

Ipoyusanus npu aena: ACTG 382 e npoyupane 0e3 KOHTpOJHA TpyNa, KOETO OIIE
npoanivkasa. To obxpama 57 nena, nekyBanu ¢ HIIOT (NRTIs), (ua p3pacT Mexmy 3 u 16
T.), U Lenu Ja ce H3cieABaT (apMaKOKHHETHKara, NPOTHBOBUPYCHATA AKTHBHOCT H
fezonacuoctTa Ha efavirenz B xomOuHauus ¢ Hendunarup (20-30 mg/kg Ha TPH IpHeMa) U
€IMH MAY NOoBeYe HYKIICO3UIHH HHXUOHTOPH Ha ofpatHata TpascKpHunTaza. HauanHara moza
Ha efavirenz ¢ 6muna expuBaneHTHa Ha 600 mg BeIHBK JHEBHO (CHOOpazeHa ¢ H3UHCICHATa
TenecHa Iiowr, 6asupana Ha TENECHOTO Terno). UecTorara Ha OIFOBOPaA, OUCHEH BB3 OCHOBA
Ha aammza NC=F Ha DpoleHTa Ha OONHHTe, IDH KOWUTO € IIOCTHITHATO HaMalieHHE Ha
BUpeMusita )0 ImasMeHEr HEBa Ha HIV-RNA mox 400 xonmus Ha MuaIuTBp ciex 48-
CeAMMYHO JjiedeHHe, e duil 60% (95%, C.IL 47, 72), u 53% (C.I. 40, 66) r»3 OCHOBa Ha
HOpolieHTAa IaHWeHTH ¢ MmiuasMeHH HuBa Ha HIV-RNA mnop 50 xonuss Ha MITHIMTED.
Cpenuust 6poii na CD4 numdouuTute € HapacHan ChOTBETHO ke 63 + 34.5 wierTku Ha
KyOMYeH MHIHMETBD B CPaBHEHME C M3XOJHMTE HUBA. lIpONBIDKMTEIHOCTTA Ha OTrOBOpA
Oenre mogobeH Ha TO34, HabMOAABAH IPH BB3PACTHH ITAITUEHTH.

5.2 ®apMaKoKHHETHYHH CBOHCTBA

AGcopbuns

Ilpu 3ppaBu DOOPOBONIHM IHKOBM Iurasmend HuBa 1,6-9,1 uM ce nocrurar 5 uaca
cnes enHoOKpaTHa opanHa fo3a oT 100 no 1600 mg. ITukoBara nnasMesa KOHUSHTpaUus u
IIoiNTa OJ KpHBaTa HapacTBaT J0303aBACHMO Ipw xo3um xo 1600 mg. HapactBameTo e
HeNpONOPIHOHAHO, KOETO MOKa3Ba Mo-HUCcka abcopGius mpH mo-BUCOKK H03H. Bpemero 3a
IIOCTUraHe Ha MAKCHMAJHAa IUIa3MeHa KOHUEeHTpanus (3-5 daca) He ce HpPOMEHS Clel
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TIpu mudexrnpanu ¢ HIV nuna npu paBHOBECHH INIa3MEHH HHBA CpejHaTa NMKOBa
Iia3MeHa KOHNEHTPanys, CpeiHaTa MHHHMaHA IIa3MeHa KOHIEHTPald i cpefHaTa Mo
TIOX KpHBaTa oKa3sar nuHeitna 3apucnmoct nipu gHeBHA mo3n 200, 400 1 600 mg. Ilpn 35
Gomau, JekyBanm ¢ efavirenz 600 mg Benwex JHEBHO, NHKOBATa KOHLEHTpAlUs ClEx
NOCTUraHe Ha paBHOBecHH HmBa (paBHOBecHa Cmax) e 12,9+37 pM  (29%)
[cpembotcTanmapraa rpemxa (% C.V.)], papgoBecHaTa MHHAMAaNHa KOHUeHTpanmaCmin —
5,6+3.2 uM (57%), n momra nox xpusara AUC — 18473 nM.h (40%).

Edexr pa xpanara: BronamrdHoctra Ha efnHNYHA Ao3a efavirenz ot 600 mg mpr
aapapy KoOpoBonH HapactHa ¢ 22% u 17%, choTBeTHO, ciey Oorara Ha MasHUHH XpaHa
B XpaHa ¢ HOPMANHO CHOBPIKAHNE HA Ma3HWHH, OTHECEHO KaMm OHOHANHYHOCTTA Ha 1033
ot 600 mg, Aaxena Ha raagHo (BHX pasnen 4.4)

Paznpeneaenne

Efavirenz ce cBLp3Ba BBB BHCOKA CTEICH C INIA3MEHHTE NPOTCHHM (MpHOIH3HTENHO
99,5-99,75%), Hali-3HauEMo ¢ anbymuna. [Ipu 3apazesn ¢ HIV-1 6oma (n = 9), nexysanu ¢
efavirenz 200 po 600 mg BemgHBX MAHEBHO B NPOALIDKCHHE IIOHE Ha €OUH Mecel,
KOHIIGHTpAl¥iATa B JuKBOpa ce e aBmwkmia mexzy 0,26 m 1,19% (cpemmo 0,69%) or
CHLOTBETHATA NAa3sMeHa KOHHEHTpaumus. Tosa € IpHONM3WTENHO TPH IIBTH IIOBEYE OT
HeCBEp3aHaTa ¢ GenThk (CROOONHA) GpaKuys Ha MEAHKAaMEHTA B Njla3MaTta.

buoTpancdopmannan

Hpoyapanna npa xopa H in Vilro H3CACABAHHA ¢ MHKDO3OMH OT YOBCHIKH
XelaTOUTH coyar, Je efavirenz ce MeTaboN3upa OCHOBHO IIO BT Ha CHCTEMATa ITHTOXPOM
p450 [0 XHAPOKCHIMpaHA POU3BONHH C IIOCHENBAINO IMOKypoHupane. Tesn mMeTabomuTa
ca Ha IpaKTHka ueakTuBHM cpemyy HIV-1. IpoyuBanmsaTa In vilro ImOKasBar, 4e OCHOBHMTE
H30EH3MMA, aHTOXHPany B 0OManara Ha efavirenz, ca CYP3A4 u CYP2B6 u e npenapaTsT
unxubupa P450 uzoenzumu 2C9, 2C19 u 3A4. Ilpy in vitro m3cneapanmuara efavirenz me ¢
uaxubupan CYP2El, a wumxubupa CYP2D6 m CYPIA2 camo IIpH KOHIEHTDAIHM
3HAYATENHO HO-BUCOKH OT TE3H HpPH KIUHUYHA yroTpeba.

VerawoseHo e, e efavirenz ¢ mamyktop Ha P450 eH3nMHTe KaTo IIO TO3H HAYHH
WMHAYIHEpa 1 coberBerns cn MetabonnseM. Jecetnnesno nedenne ¢ 200-400 mg quesro npu
31paBy AOGPOBONIK € JOBENO AO KYMYJIHpaHe IO-HHCKO OT 0YaKBaHOTO (¢ 22-42% mo-
HMCKO) M IO IIO-KpaTbK KpaeH IUlasMeH HOMyxuBoT — 40-55 waca (I1a3MEHuAT MOMYKHEOT
Ha eIHOKpaTHa o3a e 52-76 Jaca).

EapMunnpane

Efavirenz WMa cpaBHHTENHO NO-IBIBr KpaeH IUIa3MEH MOMYKHBOT cle) eIMHHYIHA
noza — 52-76 gaca u cuey MHOrokparen npueM - 40-55 waca. Ilpubnusurtenno 14-34% or
MapKMpaHata ¢ pajuoHYKIMZ H033a CE € HUIBYANA ¢ YPHHATA KaTo Mo-Mamko oT 1% ot
obmara 032 ¢ OTKpUTA B ypUHATa KaTo HempoMeHneH efavirenz.

roJsaMa aKyMyIaiys,
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Dapmaxoxurnemuxa npu deya: Illpu 49 meua, monywapaly J03a, eKBUBANEHTHA Ha
600 mg efavirenz BeAHTLX AHEBHO (M3YHCICHA CIIOpE] IUIOMITA Ha TAIOTO B3 OCHOBA Ha
TENECHOTO TErj0) IHMKOBATa Ila3MeHa KOHIEHTpalus NpH paBHoBecHO cheTosHue (C max)
6eme 14.1 pM, TOCTOAHHOTO HHBO Ha MUHHMManHAaTa miasMeHa konuerTparas (C min) Gente
5.6 uM, u mwromra nmox xpurara (AUC) 6eme 216 pM-h. ®apMakokuseTHKaTa Ha efavirenz
IpH Zeua e Ounia CXORHA ¢ Tasu OpH BH3pacTHU.

Hon, paca, nanpeduana evspacm: N3cnenpanusra co4ar, 3¢ GapMaKOKMHETHKaTa HA
efavirenz e egHaxBa He3aBHCUMO OT IIONa ¥ pacoBaTa npHHannexHocT. FlMa orpanuyesn
IaHHH, BHYIDABAMIM, Y& mammedture or Asus ¥ THX0OKeaHCKMTe OCTPOBH, BEPOSTHO
H3IOKEHH B IIO-BHCOKA cremeH Ha efavirenz, Ho He ca mokasamy Io-Majlka HOHOCHMOCT
copamo efavirenz. @apMaKOKWHETHIHE HPOYYBAHUS MpH NANUEHTH B HallpeAHAla BE3PAcT
He ca [IpaBeHH.

5.3 llpeaknHMuBEYHH JAHHH 34 0€300aCHOCT

Ilpu cTaHOapTHUTE TECTOBE 32 I'€HOTOKCHYHOCT efavirenz He e mokasall MyTareHHH
MM KFACTOTeHHM CROHCTRA.,

Efavirenz npepuspukBa ¢eranHa pesopbmus mpH IUrbxoBe. MandopManem ca
Habmogasanu TpH 3 oT 20 mIoga/HOBOpOZEHM Ha TpeTHpaBm ¢ efavirenz MaiimyHu
IIHHOMOINTYC, KaTo JiaBaHaTa Jo3a efavirenz e mopena mo miasMeHo HHBO, CXOJHO ¢ TOBA IIPH
xopa. IIpu enun oT detycute e HabmonaBaHa aHeHUedaIus H eJHOCTPaHHA AHOPTANIMES C
BTOPMIHO YTrONeMsBaHe Ha €3HKa, NPH JPYT-MUKpOO(TAIMHA, NIPH TPETH-LEMHATO Hedue.
IIpu deTycuTe Ha IIBX0BE M 2aflum, Tpetupanu ¢ efavirenz, we ca wnabrronarasu
MandopMalum.

Bunuapna xunepninaszyd € HabaogapaHa NpE MaliMyHHM IMHOMONLYC, TPETHPaHH C
nosu efavirenz B DpofbIDKCHHE Ha >1 rofuua, OCHIypABallH CpeHA IUIONI IOA KpHBaTa
OKOMO 2 ITHTH JIO-BHCOKA OT Ta3H IPH X0pa, JEKYBAHH ¢ NpenopruaHata fo3a. bunuapsara
XHIEpIia3usd € perpecHupana ciell Kpas Ha [IpueMa Ha JIeKApCTBEHHS NPOXYKT. bmimapHa
¢udposza ¢ HabmomaBaHa IpH INBXOBe. ENM30AMYHH KOHBYICHH ca HaONIOJaBaHH IpH
HAKOU MaiMyHM, TIPH KOHTO B IpOAB/UKeHHE Ha > | roguna ¢ npmnarad efavirenz B mo3m,
OCHTYpSBaIlld CpefHa ILIONI IoJ KpuBaTa 4 40 13 IBTH IO-BHCOKA OT Ta3W HpH XOpa,
JEKYBaHH ¢ Iperrophuanara nosa. (Bux pasgent 4.4 u 4.8)

ITpoydranus Ha KAHIEPOrSHHOCTTA ¢a HOKA2aIM YBEIMYEHA JeCTOTa Ha YePHOAPOOHHM
1 Oenoapo0HH TYMOPH IIPH JKEHCKH MHINKH, HO HE H IIPH MBKKH MuInky. He ca H3BecTHH
MeXaHH3MHTe 38 00pa3yBaHe Ha TYMOPHTE, KAKTO U IIOTEHI[HAIHATA MM 3HAYUMOCT TIPH
xopa.

HpOY‘IBaHHSITa Ha KaHOCPOrCHHOCTTA IIPH MBXKH MHIIKH, MBXKKH H JKCHCKH ILTBXOBE
ca omnu OTPHHATETHH. ﬂOK&TO KaHIEPOreHERAT HOTCEIHAI IIPK X0pa € HEH3BCCTCH, TE3H

JaHgHH Opeanonarar, 9€¢ KIHHRI-HATa [TOI3a OT efavirenz HaIxXBBPIL NOTCHIHANEEL PHCK OT
KaHUSPOreHHOCT HPH X0pa.

6. @apMalleBTHYHH TAHHH

6.1. CouchbK Ha MOMOHIHHATE BEIIECTRA




STO/C-EE/BG-20020060634

Sodiumlaurylsulphate, lactose monohydrate, magnesium stearate and sodium starch
glycolate.

O6BuBkaTa a xancynata ga STOCRIN 50 mg: gelatine, sodium lauryl sulphate, yellow
iron oxide (E172), titanium dioxide (E171) and silicon dioxide.

Wnmuro 3a oTnevarsaune: cochineal carminic acid (E120), indigo carmine (E132), and
titanium dioxide (E171).

6.2. Pu3nKo-XHMHYHA HeChBMECTHMOCTH
Hsama

6.3. Cpox Ha roaHOCT
3 roguHH

6.4. Cnennajny YK2326HS Ha ChXPaHeHHe
HsaMa cnienpanay H3UCKBaHUS 34 ChXpanenue.

6.5. [lannn 32 onaKkoOBKAaTa

STOCRIN® 50 mg - HDPE Oyrwixku ¢ HEJOCTBIHO 3a Aella NOMUAPOITHICHOBO
3arBapsHe. BytankuTe cpappkat 30 TBEPAY Kalcyly.

6.6. IlpenopbLKH NPpH YHOoTPEO2
Hsma crrelinariay M3HCKBaHKA.

7. AMe 11 axpec Ha NPHTEKATE]A HA PASDENICHHETO 33 yioTpeda
Merck Sharp & Dohme IDEA, INC

Schaffhauserstrasse 136,

8152 Glattbrugg, Switzerland

8. Perncrpannonen Ne B peruersbpa mo ai, 28 3JTAXM
9900368.

9. JlaTa Ha_HBDBO_pa3pemiaBape 3a ynorpeda Ha JEKADCTBEHMS OPOAVKT
(moHOBSIBAHE Ha paspellleHHeTo)
14.12.1999r,

10. Tara 5a (qacTHYHEA) aKTVASHIANNA HA TEKCTa
Mecen mapt 2006 rogusa.

25



