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Kparka xapakKTepHcTHKA HA NPOAYKTA

1. Thpropcko uMe Ha aexapersenns npoayky | MUHUCTEPCTBO HA 3BPABEONASBAHETO

STOCRIN 600 mg dmmMupas TabaeTku fipuaoienme KuM

paspewenue 3aynorpeba Ne LAy l 6L.05.0

Al

2. KoqudgecTBeH M KQYECTEEH CLCTAB

695/250?‘@,6 {

»

Beska dunmupana Tabnerka STOCRIN 600 mg ceaspxa efavirenz 600 mg karo
JIeKapCTBEHO BEMIECTRO.

3a MOMOILHATE BemecTsa Bk pazzaen 6.1

3. Jlexkapereena dopma

dunm tabiet

STOCRIN 600 mg ¢dhunamM TabneTs ca THMHO XBITH, ¢ (hopMa Ha KalCysH, ¢ HaIIuc
“225” oT egHATA CTpAaHA.

4. Knuunigu JaHgu

4.1, IToxazapus

STOCRIN e nokasas 3a BKJIIOUBaHE B KOMOHHHPaHO AHTHPETPOBHPYCHO NCYCHHE Ha
BE3PACTHH, IOHOIIM U Jielja Ha 3 TORHHHE K NO-TOJIeMH, 3apasen ¢ HIV-1.

STOCRIN ne e mpoy4Bas mperu3Ho NpH nanueHTy ¢ Hanpeanaro HIV sabonasane,
mo-KoHKpeTHO npu manmeHtH ¢ CD4 Opoit < 50 xnerku/xyOudeH MHIAMETHD, WIH CIEX
HeycIelHo jledenue ¢ nporteasen uuxudurop [ (PI).

Berpexs, 4e He ¢ KOKA2aHO HANMYHE HA KPhCTOCAHA pe3ycTeHTHOCT Ha efavirenz ¢
IMA (PI), manwunute 7O MOMEHTAa NaHHM 3a e€(MKaCHOCTIA Ha KOMOWHMpaHa Tepamud,
pxmousamia IIM (Pl)cnen HemocTuMrHaT egeKT Ha TEpaneBTHYEH PEeXHM, CHIBpKaIl
STOCRIN®, me ca JOCTATHYHH.

3a moBeye KIMHHIHE U (PapMakoAUHAMHYEE JAHHHK BHXXTE pazfein 5.1,

4.2, Jlo3npoBKa 1 HAYHH Ha YIIOTpeda

KomOuuupana anruperposupycua tepaumus: STOCRIN 1ps6Ba ma 6nie AaBad B
xoMOUHaIws C APYTH aHTHPETPOBUPYCHH MeARKAMEHTH (BHOK paznen 4.5).

Ipemopsuea ce STOCRIN® Ja ce IpueMa Ha I ]
KOHIeHTparuy Ha efavirenz, omyueHu clefi TpuilaraHe]s ' N\3aeTHO € XpaHa
MOraT Ja NOBefaT IO YBEJIHYABAaHE YeCTOTA Ha HeKelahudTe
panenmu 4.4 u 5.2)
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C ornex na ce nonolpyu NOHOCKMOCTTA Ha HEXXENAHHTE eEKTH OT CTpaHa Ha HEPBHATA
CrCTEMA, IPENopEIBa Ce B3UMate Ha JIEKapCTBOTO Ipefy ChH (BHK pasaen 4.8).

Tepamusita TpabBa fa OpAe 3ar104HATa OT AEKAp C OIUT B JNedenueTo Ha HIV undexuns.

Bzipacran u oo ¢ terno Hap 40 xr: INpenopsunrtendara no2a va STOCRIN® s
KoMOuHanusi ¢ HyKICO3HIEH HHXHOMTOp Ha ofpartHata Tpanckpunrasa (HUOTINRTID) c
v 6e3 TTH (PI) (Bux pasgen 4.5) e 600 mg Beausx JHEBHO Tpes yoTaTa.

Drumv TabnerkuTe efavirenz He ca nojxonsmM 32 ynorpeba Opyu Aena ¢ Terno mox 40 kg. 3a
Te3H MALMEHTH ¢a HAIMIHY TBBPAN Kancyiu efavirenz.

bropeuna nepocTaTbunoct: PapmakokuueTHKaTa Ha efavirenz ye e MpoyYBaKa IpH
nanueHTH ¢ 050pedna HexoCTaTEIHOCT; 00age, II0-Manko oT 1% ot efavirenz ce exckpeTHpa
HempoMeHeH B YpHHATA, TaKa Ye yBpefaTa Ha OBOpenure oT eIMMHHUpPaneTo Ha efavirenz 6u
Tpa6Bano a e MEHEMaNHA (BIK pasaen 4.4).

Heproapobno 3aboasBane: IlaumeHTH ¢ JIGKO JO YMEPEHO TEKKO HEPHOAPOSHO
3abonaBane OMXa MOITH Ja ce AEeKYBaT ¢ HOPMaJHO NPeNOphYBaHaTa 3a TAX Ho3a efavirenz.
IManpenTrTe TpaOBa Za OBAAT MOHWTOPHPAHH BHHMATEIHO 32 HEXelaHH JIEKAPCTBEHH
Peaknyy CBBpP3aHK C [03aTa, MO-CHCIHAIEC 32 CHMIITOMM OT CTpaHa Ha HepBHAaTa CHCTEMa
(ewx pazzema 4.3 u 4.4).

4.3, Hporaeonoxkaiannsg

STOCRIN e nmpoTHBOmOKasaH HpH [AMEHTH ¢ KIMHAYHO  3HAYMMa
CBPBXYYBCTBHTEIHOCT KbM HAKOS OT CHCTABKHUTE MY.

Efavirenz e Tps6Ba fa e MION3Ba IIPH MAHEHTH C TEXKO YepHOAPOOHO 3ab0sBane
(Crenen C xro Child Pugh) (Bmx pazpen 5.2).

Efavirenz He TpsabBa ;a ce mprara €XHOBPEMEHHO ¢ Tep(heHaAWH, aCTEMH3OI,
IU3anpyHy, MHAA307aM ,TPHA30/iaM, NUMO3HM, Oelpufii WA E€ProTaMHHOBH AalIKANOHIH
(wampuMep eproTaMHH, AHXHADOSpPrOTAMEH, SPrOHOBHH H MeTHIEPTOHOBHH), THH KaTo
efavirenz ce xoHkypupa ¢ Tax 3a CYP3A4 u Moxe na motHeHe MeTaboNEsMa MM M Jia
CE3jalie OIaCHOCT OT CEPHO3HM MH/MJIH KHMBOTO3ACTPAIIABAIM HEKENAHM pPEaKIH{
(nampuMep CHPASYHH APHTMHH, TpaifHO CefHpaHe WIH TOTHCKAaHC HA JUIIAHCTO) (BIDK
pazzen 4.5).

Jlokato ce mpuema efavirenz, ne Tpslra nma ce B3uMaT OWIKOBM HpelapaTH,
ChABPXANM XBAT KaaTapuoH (Hypericum perforatum), Tsit kaTo ennospemennara yriorpeba
MOXKe Ja ce¢ O9aKBa Jla HaMalW IasMEHuTe KOHIEHTpallud Ha efavirenz .Toma Moxe na
JloBeze Jo 3aryda Ha TepareBTHanus edexT (BIk pasmen 4.5).

STOCRIN® me TpsOBa na ce mpmiara eJHOBPEMEHHO ¢ voriconazole, TsH KaTo
efavirenz 3HaUMTENHO HAMaNiBa IIA3MEHATa KOHIICHTpAHHA griconazole, moxaro
voriconazole CBINO Taka 3HAYATENHO YBEIHMYABA IIA3MCHATS,
BHJK pazzen 4.5) :
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4.4. CpoenuajHH NOPOTHBOMOKAAHHA _H CHEWHAJHH HpeayHpekieHHsa  3a
ynorpeda

Efavirenz ue Gupa Ja ce u3m0138a KaTO MOHOTEpanus 3a teueHne Ha HIV, auTo 1a ce
J00aBs KATO €NMHCTBEH HOB IIPEMapaT-KeM Hee(eKTHBHA TepaneBTHYHA cxeMa. Kakto mpu
BCHYKH JIPYT¥ HYKJICO3UIHHA HHXEOHTOPH Ha obpatmata tpaHckpuntaza HHUOT (NNRTIs)
OBp30 ce HOABsBA Pe3UCTERTEH BUPYC, Korato efavirenz ce mpuema xato MoHoTepanui. lpn
w300pa Ha HOBHM aHTHPETPOBHPYCHH TIPEmApaTH, KOUTO 2 ce H3MOM3BAT 3aexHO ¢ efavirenz

TpsAOBa Aa ce B3eMe IipelBHJ BH3MOMHOCTTA 3a KPHCTOCAHA pesHcTeHTHOCT. (Bmx paspen
5.1).

I[Ipn enHOBpeMEHHO NpEIIMCBAaHE Ha APYTH jekapcTsa 3aemmo che STOCRIN,
nekapuTe TpsibBa Ha ce choOpassdmaT CBC CHOTBETHATA JeKapcTReHa uHbopManus Ha
IIPOU3BOATEIS 32 BCEKH MeJIHKAMEHT.

IlamnenTure Tpsbea Ha OBOAT CHBETBAHH,. Y€ HACTOAMIATA AHTHPETPOBHPYCHA
Tepanms, BKIoYRama efavirenz, He e ¢ AokazaH eeKT 3a IpeNOTBpaTIBaHE HA PHCKa OT
rpenasade Ha HIV Ha gpyry MEIUBHMAYN NPH CEKCyaleH KOHTAKT MM KPbBHA KOHTAMHHAIMS.
Tpsbea ga ce IPOFBIDKY IPHIATaHETO Ha CHOTBETHATE MPEANA3HE MEPKH,

AKO HAKOH OT AHTHPETPOBHPYCHHTE IEKAPCTBEHH NPOXYKTH OT KOoMOHHHpaHaTa
TEpanis ce NPEKBCHE MOpajy HOHO03Upana HENOHOCHMOCT, TPA0Ba CepHO3HO Ja ce 0OMHUCIH
COHpaHe Ha BCHYKM aHTHUPETPOBUPYCHH JleKkapcTBeHH DpomykTd. [IpoTHBoBHpyCHuTE
JIEKapCTBEHH HPOAYKTH TpsaGBa Aa ce BB30OHOBAT IpM OT3BYHaBaHe Ha IPOSBHIE Ha
HEHOHOCHMOCT. MexXIuHHaTa MOHOTepallisi M IIOCIENOBATENHOTO BBBEXJAHE Ha
AHTHPETPOBUPYCHHUTE IpPENapaTH HE € NPeHOphYMUTENHO NOpajd [OBMIIEHHI PUCK OT
CeNleKIug Ha PE3UCTCHTHH BHPYCH.

Koxen o6pus: Ilo BpeMe ma xmmMHHYHHWTe H3nuTaHEsA ¢ efavirenz mMa ornmcanu
CIIyYad Ha JIeKO JI0 YMEPEHO M3Pa3eHH KOXHH OOpHBH, KOMTO OOMKHOBEHO OT3BYY4aBAT IIPH
IpoARIKaBaHe Ha NedeHHero. [TomXoAsmyu aHTHXWCTAMHHOBH WM TIIOKOKOPTHKOHIHH
npenapaTH MOraT Ja HoJoOpAT MOHOCMMOCTTAa M Jia YCKOPST HM3uYHCTBAaHETO Ha ofpuBa.
Texxn obpupm cBep2aHu ¢ oOpazyBaHe Ha MeEXypHW, BAXHE €pO3HH HIH YALEpaldH ca
HaOmonapann npy no-manko ot 1% or Gomsute, nekysamu ¢ efavirenz. HecToTara Ha
myrTadopMenns eputeM wid cuapoma Ha Cruprac-J[KoHCHH Geme npubnusurento 0,1%.
Jlegennero ¢ efavirenz Tpgdma ma ce mpekpaTH mpH OONHH, IPH KOHTO CE Pa3BHBa TEXKBK
o0pHB C BE3WKYNALMd, NeCKBAMalHsd, 3acsiraHe Ha JHraBuiuTe Wi GeOpuIHTeT. AKO
neuennero ¢ efavirenz ce cmpe, Tpabea ja ce o6MEUCHH IpeKbCBaHE H Ha TepaldATa C

IpyTUTe aHTHPeTPOBHPYCHH Ipernapary, 3a xa ce u3lderse nogea Ha PE3WCTCHTHU BHPYCH
(Brx pazmen 4.8).

Koxen obpus 6e crobmen npu 26 ot 57 (46 %) ot nexysanuTe cBe efavirenz siena mo
BpeMe Ha 48-cemMMYEH repuoj, xato npu TpH Toli e Omn Texsk. Ilpu genara Moxe ma ce

oOMHCITH NpoGRIIAKTHKA ¢ AHTHXUCTAMHHOBH NpelapartH MpelH 3al0YBaHe Ha JISYeHHETO ¢
efavirenz.

efavirenz.
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IcaxpaTpHIHA CHMITOME: JIOKIa/(BaHH Ca NCUXHATPHAYHEA HEXXENAHH JIEKapPCTBEHH
PeaKiyy NpH NalUHUeHTH, JICKyBaHH ¢ efavirenz. ITauuenTH ¢ NpeNmecTBYBala aHaMHesa 3a
OCHXHYHE pa3CTPOHCTBA IOKa3Bal MOBHINEH PHCK OT T€3W CEPHO3HH NCHXHATPHYHH
HEXENaH! peakiud. B yacTHOCT, TeXkka nenpecus Ge AOKNAABAHA MIO-YECTO TIPH NAIHHETH C
TpefINecTByBaia aHaMHe3a 3a fAenpecHd. [lo Bpeme Ha IOCT-MapKeTHHIOBHA IEPHOH ca
JOKIafBaHH CIIydal Ha TeXKa ASIIPECcHs, caMOoyOuifCTRa, JENYIMHE B ICEXOTHIHO IOBEACHHE,
IaipenTare TpabBa Na OBIAT CHBETBAHH, aKO CE OIUTAKBAT OT CHMITOMH, KATO TEXKa
AEApECHsl, ICAX032 Wi CYHIOHIHH HaMepeHus!, He3a6aBHO Ja ce KOHCYNTHPAT C JIeKyBallus
JeKap 32 OUCHKa Ha BEPOATHOCTIA TE3H CHMIITOMH Ja Ca CBBP3dHM C H3IION3BAHETO HA
efavirenz, m axo ¢ Taka, Ja ce DPELEHH JAN PUCKHT OT NPOABIDKABAHE HA TEPANHATa
HaAXBEPIIA 10J3aTa OT Hed (BIK pazyen 4.8).

CupmAToME 0T cTpana Ha HepBHATa cucrema: CuMIrToMHE, BKmogBany (6e3 fa ce
OTpaHu9aBaT A0 W30poeHHTE) 3aMasHOCT, Oe3CkHNe, CHHIMBOCT, HAPYIEHA KOHINEHTPALHS U
KOIIMapHy CRHHIA, ca OHIM 9YecTO HOKNAJBAHH KATO HEXENaHH PeaKilMi NpH NalHeTH,
noiyzapamqy efavirenz B zo3a 600 mg AHEBHO NpH KIMHHYHHTE H3NHTBAHMA (BEDK pasien
4.8). CiMnTOMHTE OT CpaHa HA HEpBHaTa CHCTeMa OOHKHOBEHO 3alodBaT IO BpeMe Ha
IBPBYS HITM BTOPHA JEH OT Ha4aldoTO Ha JICICHHETO ¥ NpeMHHaBaT o0u9aiiso Cle/l MBPBHTE
IBe X0 YeTHPH CEAMHIM Ha TepanuaTa, Iamuentarte Tpsabea qa 6naar undopMHEpany, de B
Cily9all Ha WACTHIIBAHE Ha TE3W 9eCTH CHMIITOMH, BEpPOATHO € Te Aa ce HOXoOpaAT mpH
TIPOABIDKABAHE HA JISYICHHETO M HE Ipefcka’saT MOCHEBAlO HAYAN0 Ha HAKOH OT IIo-
PenKuTe NCHXHATPUIHH CHMITOMH,

I"bpuoBe: pamko ca HaOMoXaBaHW XOHBYJICHH IIPH NALHHTH, ToXydaBamu efavirenz,
OCHOBHO IIp¥ HaJIM9He HA M3BESCTHA aHAMHE3a 3a TIPHIANGIM, [1allHeHTH, KOUTO YCHOPERHO
TONYYaBaT AHTHKOHBYICHBHE JICKAPCTBEHM HPOAYKTH, METaOONM3MpaHd [IPERHMHO IIpes
gepHus Apob, Kato denuronH, kapbamazemuH ¥ (enobapburan, Morat @ W3HCKBAT
HNepHOAMYHO MOHHTOPHPAaHE Ha IiasMeHnTe uM HuBa. [pu npoydusase BEpXY JIeKapCcTBEHHTE
B3aHMOZEHCTBUA, IUIA3MEHWTS KOHIEHTIpaMH Ha carbamazepine cmoagaT, Koraro
carbamazepine ce mpunara enHOBpeMeHHO ¢ efavirenz (swx Pasmen 4.5). Tpsbea na ce
TIpARAaraT Ipeia3Hy MepPKI NPy IALMEHTH ¢ aHaMHe3a 34 NPHIagbuy

Edexr na xpamara: npunaragero Ha STOCRIN® ¢ xpana Moxe na ysenwdn
excrnosuuuara na efavirenz (Bmx paszen 5.2) u Moxe Jia JOBeIE IO YBe/IM9aBaHe YecToTara
Ha HeXCHaHure JICKAPCTBEHH peakuuH. Tosm edekT Moxe Ja Onie [o-CHIIHO H3pa3eH NPy
¢umm TabneTATe, OTKOJKOTO TP TBEpARTEe Kaucynu. IIpenoprusa ce STOCRIN® ga ce
TPHEMa Ha Ipa3eH CTOMaX, 3a IpeNOYMTaHe IIPeAH JIraHe.

Cangpom Ha HMyHHO peakTnsupane: npr HIV usdpekTpann ManHeHTH ¢ TeXBK
HMYHEH AeQHIMT IIpH 3al0o9Bade Ha KoMOWHHMpaHa anruperposupycHa tepamusa (KAPT
(CART)), moxe Za BE3HHKHE BE3NAMWTENHA PEaKlHs KBM aCHMITOMATHIHHE HIH OCTATHIHHA
OTIOPTIOHUCTHINH NATOTCHH H Ja NPHYMHH CEepUO3HM 3a00/MBaHHA MM BIOINABaHE Ha
cummrromute. O6uKHOBEHO NMOROOHH peakipy ca HaGNIOAABaHH Hpe3 IEPBHTE HAKOIKO
CenMUNY MIH Meceny oT 3amouBaHe Ha KAPT. Ilpumepun 3a Takusa pe a BB3MAJECHHE
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BB3MANATEHHA CHMITTOME TpsiOba Ja ObJaT IpeneHSIBAHH M KOraTo € HeoOXOomuMo Ja ce
HazHAUY JeueHUe.

JIunopucrpoduna )i MerTafoauTHA HApPYLIeH¥s: xoMOMHApanarta
AHTHPETPOBUPYCHA Tepanus € OHAa acoOUMHpaHa ¢ IpepasmpeleficHHe HA Ma3HAHMTE B
TAnoTo (amoaucTpodud), npu manuertd ¢ HIV. Jenrocpounmte mocnmepuny OT Tesn
CLOMTHS TIOHACTOAIMIEM HE Ca H3BeCTHH. JlaHHWTE OTHOCHO MEXaHHW3Ma Ca HENBIHH.
Ipennoxena ¢ XuuoTesa 3a Bph3Ka MEXAY BHCUEGpAHHATZ JHMIOMAaTo3a M IpOTEazHHTE
naxuburopu A (PI) m nunoarpodmara m HywiIieosuIHMTE MHXHOMTOPH Ha obparHara
TpaHckpanraza HMOT (NRTI). {Jo-eucok puck ot mHMIogucTpodusd € acOUUHpaH Kakio ¢
WHIMBALYaNHE (akTopy, KaTO MO-HAlpeAHalla BB3pacT, Taka H ¢ (aKkTOpH OT CTpaHa Ha
NeKapcTBEHMTE NPOAYKTH, KAaTO IO-UPOABIDKMTENHA aHTHPETPOBMPYCHA TEpamHid M
CBBp3aHHTE ¢ Hesd MeTaOoNuTHM HapymeHud. IUIMHNYHOTO M3cHenBaHe TpsaOBa Ja BKIFOYBa
OIleHKa Ha (H3MKATHHUTE IIPU3HALK Ha IpepaslpencicHie Ha MASHHHUTE B TANOTO. 1pabBa
Ia ce ¥MMa IpesBWX H3MEPBAHETO Ha CEpyMHHMTE JUNMHIHM M KPHBHATA FIIOK03a Ha FIIAJHO.
Hapymenusra B IunUAHNI MeTa00MM3BM CIIEZBA Jia Ca TPETHPAT CIIOpe]] KaKTo € MOTXOAAI0
OT KJIMHMYHA T7eHa TO9Ka {BIDK pazyen 4.8).

Jlakro3a: Tosu nexapcTeen IpoAyKT chabpika 250 mg makTo3a 3a Besaka 600mg-opa
IHeBHa fo3a . TakoBa KOMHYECTBO HE € BepOaTHO Jia IipeAN3BHKA CHMIITOMU Ha JIAaKOT3Ha
HETIOHOCHMOCT.

Efavirenz d¢unMmmapanH Tabierkd He ca MONXOAMIIM 33 MHAHBHAM C PEAKUTE
HACJIEACTBCHH 3a00JIIBAHMS TANAKTO3EMHS HIH TJIEOKO3eH/IanakToseH Manabcopbuuosexr
CHHZPOM.

Cuenpainn nomysaanmu;

Yepuonpotuo zabonapane: Ilopanu 3HauuTensus Metabomu3sM Ha efavirenz mo neTs
Ha maToxpoMm P450-cuctemara M orpaHUYeHUs ONHT OpH OONHE ¢ XPOHHUYHO YepHOAPOOHO
3afonspane, TpsaOBa Ja ce BHHMaBa MPH JaBaHeTO Ha efavirenz Ha MallMEHTH ¢ JIGKO MO
YMEPEHO TEeXKO YepHOApoOHO 3abonsapanme. [lamuentnTe Tpsbea na 6BIaT MOHHTOPHpaHH
BHHMATENHO 3a HeXKeJJaHH JIeKapCTBEHH PEakuyH CBBP3aHHM ¢ J03aTa, NO-CHEHHANHO 32
CHMOTOMH OT CTIpaHa HA HepBHATa cHcTeMa. 1psadBa Ja ce HPOBEXIAT HEPHOAHYHO
nabopaTopHH H3CIEABAaHNUA 32 OlleHKa Ha JepHOApoOHaTa uM byHuud (BIK pasznen 4.2).

BesomacroctTa M edexTHBHOCTTA Ha efavirenz He ca yCTAHOBEHH IPH NMAIMEHTH CEC
3HAYMTENHM HOANEXKAIMH YepHoupobuu HapymeHus. Efavirenz e mpoTHBONOKa3zaH IipH
TaUCHTH ¢ TEXKO YepHOIpoOHo 3abongrane (Bix pasxen 4.3). Ilpu mauumesTH C XpoHIYeH
xenatuT B mmu C, mexyBaHH ¢ KoMOMHEMpaHa aHTHPETPOBHpPYCHA TEpaliis, CBHIIECTBYBA
NOBHEIEH PHCK OT Pa3sBHUTHE HA TEXKHM H HOTSHIHATHO (ATaNHH YCPHOAPOOHU HEXENIaHH
nexapcTBeHH peakuuu. l[JaumesETH ¢ mpenmecTBamE HApYImIeHHS Ha dYepHOIpoOHaTa
byHKIMS, BKEOYHTENHO XPOHHYEH aKTHBEH XeIAaTHT, HMar IO-BHCOKA YECTOTA Ha
OTKIOHEHHS B 4YepHoApoOHaTa (yHKHUSM MO BpeMe Ha KOMOMHHMpaHa aHTHPEPTPOBUPYCHA
Tepanud 4 ciensa Az ObAAT MOHMTOPHPAHH CHOpPEN CTAHNAPTHATA MpaKTHKa. AKO ca Haune
JaHHH 3a BiIOIIaBaHEe Ha YepHOZpoOHOTO 3aboNsBaHe WIH DPOMBIDKHTICTHO IIOBH
CTOHHOCTATE Ha CEPYMHHTE TpPaHCAMUHA3M 5 MM NOBeue IBTH HajJ TOpHA
HopMata, TpsOBa ZJa ce IpeOHeHH IIOJN3aTa OT IPOANLIDKaBaHe HA TepanHaTa
CIIPAMO MOTEHUMATHYMA PHCK OT 3HAYMTENHO TOKCHYHO HEPHOIpPOOHO VBpE
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pasnen 4.8). Ilpu TaxmBa mamueHTH, TpsOBa Ja ce OOMHCNH BPEMEHHO HpPEKECRAHE MM
CrnypaHe Ha TepaiusTa (BHK pasnern 4.8).

IIpu nanyesTH, NEKYBaHH C APYTH JIEKApCTREHH NPOAYKTH, CBEP3aHy ¢ YepHOAPOGHa
TOKCHYHOCT, CHHIO Ce NPENopEYka MOBHTOPHpaHe Ha YepHOApoOHATE eH3uME. B crygan Ha
GHOBpEMEHHA HPOTHBOBMPYCHA TepanMs 3a XematuT B mnm C, MOAA CHHIIO BHKTE
CBOTBCTHATA JICKapCTBEHA HE(QOPMAaN 3a Te3H JIeKAPCTECHH IPOAYKTH.

Brlpeuna nemoctaThunocT: dapMakokuHeTHKaTa Ha efavirenz me e mpoydrama npu
TanueHTH ¢ 6p6peuna HegocTaTEIHOCT; 06ade, mo-Manko oT 1% ot efavirenz ce excxpeTnpa
HCNIPOMEHCH B YPHHATa, Taka Je yBpeJara Ha OBOpenyTe ot euMuHupaneTo Ha efavirenz 6u
Tps0Bao ia e MUHKManHa (Brx pasnen 4.2). Hama onut npu naupenty ¢ Texka 650peana
HENOCTaTHYHOCT M TPH Ta3y I[ONYNAli Ce NPEeHOphbdBa CTPUKTHO MOHHMTOPHpaHE Ha
6e30macHOCTTA Ha [IpeHapaTa.

Brapactun: HabmonaBanmaT Gpolf Ha XopaTa B HampegHala W CTAPYESCKA BH3DACT,
BKIIOYCHE B KIHHHIHUTE H3IATAHMSA HE € AOCTaThYeH, 33 Ja MOXE Ja Ce NpELEHH Jalld T
pearupar 1mo pa3igdeH HaYHH OT IO-MIIAfHTe,

Hena: efavirenz He ¢ npoyuBan OpHE Aena HOJ 3-TONHINEA BB3pacT UMY C TEHECHO
Terio nox 13 xr.

4.5. JlexapeTBeHn | ApyIru B3aEMoaEHCTBNS

Efavirenz e munyxrop na CYP3A4 u umxubutop ma Hakon CYP W30eH3MMHE,
smogBamy CYP3A4 (smx pasmen 5.2). Ilpu enHospemeHHO NpHIOkeHHE ¢ efavirenz
THIa3MEHHUTE HUBA HA APYTH IpenapaTtH, kourto ca cybcrpate Ha CYP3A4 ensumyara cHcTeMa
Morar Ja cmajHar. Excrnosmuumsra Ha efavirenz Moske Xa ce IMpoMeHHM, KOTaTo Ce JiaBa C

MeJNKaMeHTH WIH XpaHa (HampuMep COK OT rpeHudpyT), BIHsSemy BLPXY aKTHBHOCTTA Ha
CYP3A4.

Efavirenz Be Tpa0Ba Ja ce IpHeMa eNHOBPEMEHHO ¢ Tep(CHANHH, aCTEMH3OI,
nnsaupuicisapride, MHEmasonaM, TpEasoNaM, HHUMO3HM, OEUPHANN WM eprOTAMHHOBH
AJIKUIOHAN (HApUMeEp €ProTaMHEH, AHXHAPOSPTOTaMEH, EPrOHOBUH M METHJEPrOHOBHH) Thil
KaTo TOATHCKaHETO Ha TeXHWAT MeTadoMM3PM MOXKe [Ja JI0BeNe [0 CEepPHO3HH,
KUBOTO32CTPAINABAIIY CiTygan. (BIK pazaen 4.3).

CeNbTCTBAMO AHTHPETPOBHPYCHO JeUeHme
Iporeasay nuxubutopr( ITH )

Amprenavir: BEIpPEKH, Ye IPH BL3PACTHH € Habmonasano HaManeHHe ¢ oxono 40% Ha
Crmax, AUC(nnom mox kxpusata) U Cpin Ha amprenavir ot efavirenz, xoraro amprenavir e
koMOuHupan ¢ ritonavir, pedicrBmero Ha efavirenz ce KoMmeHCHpa OT ritonavir, koiro
TmoJiAspXa (apMakokuHeTmKaTa Ha amprenavir. Ilopamm ToBa, axo efavirenz ce nasa B
xoMOuHanusa ¢ amprenavir (600 mg nBa nnTH AeBHO) K ritonavir (100 mm 200 mg nBa eTH
JHEBHO), HE € HEOOXOAHUMO KOPHIHpPAHE Ha JO3UTE,

OcgseH TOBa, ako efavirenz ce npuiara B KOMOHHALHS C
HeOoOXOAMMO KODHTHpaHe Ha JO3HTe Ha HHKOM OT JieKapcTee
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efavirenz B KoMOHHannsa ¢ amprenavir 1 saquinavir He ce MPeNOpbHYBA, THH KaTo ¢ 0YaKBa
CBHIIECTBEHO Aa ce ce Hamanu excmosuitusra ¥ KbM napara [ (PIs). He morar ma ce mamat
NpenopbKH 3a JO3MpaHe OmPH CHBMECTHO NPHIOKEHHe Ha amprenavir ¢ gpyr 1T (PI) u
efavirenz mpu pmena m mamueHTH ¢ OBOpeuHa yBperma. TaxkuBa KOMOMHALHM cleiBa Ja ce
U30ATBaT U IPH NAKEHTH ¢ Hapymena deproipodaa GyHKIHS.

Atazanavir: eIHOBPeMEHHOTO IpHIOKeHke Ha efavirenz u atazanavir B KOMOHHAIHA C
ritonavir Moxe ga JOBEAE [0 HApCTBaHE Ha CKCIIO3MIMATA KBM efavirenz, KoeTo Moxe Ja
BIOmHM Ipotuna Ha GesomacHoeT Ha efavirenz. ExHoBpeMeHHOTO NpuNoxeHue Ha efavirenz
600 mg ¢ atazanavir B XOMOHHANHA ¢ HHCKA 1034 ritonavir € JOBENO A0 3HAYATEIHO
HaMaIABaHEe Ha €KCIOMUMATA KbM atazanavir exposure, KOeTO € H3MCKBAn0 KOpeKUHs Ha
Jo3ara Ha atazanavir (pedepupane kM KpaTkara XapakTepHCTHKa Ha atazanavir).

HMupunapnp: Koraro indinavir (800 mg Ha Bcexu 8 waca) 6e IaBaH eanoBpeMEHHO C
efavirenz (200 mg Ha Beexu 24 uaca), mnomra nox kpmeaTa (AUC) M Cioyen Ha indinavir
HaMajixa npubmuznrento ¢ 31% wu 40%, ceoreerdHo. Koraro ce jasalle ypenndeHa 03a
indinavir (1000 mg ma Bcexkm 8 wuaca) c¢ efavirenz (600 mg egHOKpaTHO JHEBHO) Ha
gemubexTapany gobporosy, mwromra nox xpusara (AUC) u Cyeugn Ha indinavir HamamIxa
cpeano ¢ 33-46% u 39-57%, choTBeTHO (TPAHHUIMTE OTpPa3sABAT FEHOHOUIHATE KonebaHns),
CpaBHEHH ¢ Te3H, Korato indinavir Oelne AaBaH caMOCTOSTENHO HpH cTapaaptHa no3a (800
mg Ha BcekH 8 vaca). [Tonobuu pasmiraus B miomTa noz kpueaTa (AUC) i Cyroyen Ha indinavir
6axa Habmonasanu npu HIV-undexTHpann mampeHTH, XoMTO NolydaBaxa indinavir (1000
mg Ha scexu 8 uaca) ¢ efavirenz (600 mg emHOKpaTHO JHEBHO) B cpaBHeHue ¢ indinavir,
NlaBaH CaMOCTOSTETHO NpH cTaHgapTHa fosa (800 mg na Bcexu 8 gaca). JlokaTo XxmMHMYHATA
3HAYHMOCT HAa HaMaleHHWTe KOHIEHTpanuu Ha indinavir He e ycTaHOBEHA, rojleMHHATa Ha
HabmofaBanHTe (PApMAKOKHHETHYHY B3UMOIeHCTBIS TpSOBa Ja ce BMa NpeABU A NpH u3dopa
Ha TepaleBTHYEH PeXXHM, BKIIOYBAIl] €AHOBPEMEHHOTO Mpuiarane Ha efavirenz u indinavir

Koraro efavirenz 600mg e npunarad Beaumx AHEEHO 3aefHO ¢ indinavir/ritonavir 800/100mg
JBa OBTH JHEBHO Npu HenHpekTHpanu nobdposomiy ( n=14), mmomra nox xpusara (AUC),
Cmin u Cmax sa indinavir ca samansmu ¢ opubmusutenHo 25%, 50% u croteetHO 17% B
cpapHerHe ¢ indinavir/ritonavir 800/100 mg npusaran jBa NBTH OHeBHO Ge3 efavirentz.
MunumManHaTa miasMeHa KoHnentpaius Cmin #Ha indinavir (0.33mg/L), mpunarad ¢ ritonavir
u efavirenz, e Omna mo-sucoka B cpaBmemme ¢ Cmin (0.15mg/L) Ha indinavir naBsam
camoctositenso 800 mg ma Bceku 8 waca. PapMmaxkokuHeTHHATa Ha efavirenz mpunaraH B
xombrHauma ¢ indinavir/ritonavir e OmIa cpaBHHMA ¢ Tasu Ha efavirenz faBaH caMOCTOSTENHO
( 600mg BeaHBXK NHEBHO).

Koraro efavirenz 600mg nipunarad Bepubx AHeBHO 3aeAH0 ¢ indinavir/ritonavir 800/100mg
JlBa OBTH JHEeBHO npH mudextapasn ¢ HIV-1 mauments ( n=6 ), papMaKkoKkMHEeTHKaTa Ha
indinavir u efavirenz B moBeyeTo Ciyyan e GHila CpaBHEMa C JAHHMTE OPH HeuH(pEKTHPAHUTE
IOOPOBOJIIH. .

He e myxHa xopeknms Ha Ho3ata Ha efavirenz mpH eXHOBpEMEHHOTO My MNpHJIATaHe C
indinavir unu indinavir/ritonavir.

Lopinaiyir/ﬁionaviri IpE KoMOMEMpaHe ¢ efavirenz u OBa HYKICO3HIH
Ha obparmara Tpanckpunraza HUOT (NRTIs), ynotpebata na 533/133 mg lop
NBA IBTH JHEBHO ¢ J0BeNa JO NojobOHa IUlasMeHa KOHIEeHTpanus Ha lopina
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lopinavir/ritonavir 400/100 mg nBa meTR mHEBHO 6e3 efavirenz (uctopmaecku manuu), [Ipn
XpHiarane efHOBPEMEHHO ¢ efavirenz, cnenpa Jia ce obchan yeenmaenwe ¢ 33% Ha mo3arta Ha
lopinavir/ritonavir (4 xancynn/~6,5 ml 18a neTH HEEBHO BMecTo 3 Kamcynm/5 ml nsa nETH
JHeBHO). ONpaBIaHO € MOBUIIEHO BHHMAHHE, THH KATO TAKOBA KOPHIHpaHe Ha JO3HTE MOXe
22 € HEOCTATHYHO NPY HAKOH MAlHeHTH.

Hendunasup: [Inomra moj KpuBsaTa H MaxcHMalHaTa INasMeHa KOHUGHTpAIWs Ha
HenduHaBKp HapacTBar chOTBeTHO ¢ 20% u 21% NpPH SIHOBPEMEHHO TIPHAOKEHHE ¢
efavirenz. Komburaumita 06HKHOBEHO ce moHacs Ao6pe ¥ TpH JedeHme ¢ efavirenz u
HeNQUHABHD He € HeoOXOAMMa KOPEKITHS Ha JI03HpPOBKATa,

Putonapup: Ipy  eHOBpEMEHHOTO NpHAOKeHKe Ha efavirenz u puToHaBup 500 mg ,
mm 600 mg nBa meTH  IHEBHO KOMOWHaNmAra He ce € momacsna xobpe (HampmMep
3aMadgHOCT, YaZcHe, NapecTesut ¥ ¢ [0Bela N0 MOBMINCHHE HA YEPHOAPOOHHTE EHIUMM.
Hswma nannwm 3a nosocamoctTa Ha effavirenz YIpHUTaraH ¢ HMCKH Jo3d ritonavir (100 mg nsa
I'GTH FHEBHO).

Caxeunasyp: IIpn efHOBpeMenso mpuiarade Ha caksamasup (1200 mg Tpm meTH
JHEBHO, noA (opMaTa Ha MeKM Kamcymm) ¥ efavirenz, miomra mox KpuBaTa B ITHKOBATA
Ina3MeHa KOHIEHTPalyd Ha CaKBHHABHp HaMallixa ChOTBETHO ¢ 62% w 50%. Hznonspareto
Ha cpuetanme oT Efavirenz u caxeumasup xaro exuncreen IIH (PI) He ce mpenopbyusa.

CakpuHasyp/puToHasHp: HaMa NaHHE OTHOCHO BE3MOKHATE B3aHMOICHCTBIT MEXIY
‘efavirenz ¥ KOMOMHANASTA CAKBUHABHD/ PUTOHABHD,

HUOT (NRTIs): Ilpoyuranusira Ha B3aHNMOACHCTBHETO MexAy efavirenz o
KOMOMHan|ATa OT 3HROBYIHH H JIaMHBYIMH Ca IPOBeNeHH npH 3apasend ¢ HIV. He ca
HaOJIONABaHM IKJIMEHTHO 3HAYMMH (apMakoKMHeTWwsHMM B3ammopeiicTeusa., ChernpdHInn
Ipoy9BaHH] Ha NeKapcTBeHHTe B3auMozeticterna Ha STOCRIN ¢ apyra HUOT (NRTI) ne ca
npaBeHH. KIMHHIHO 3HATHMM B3auMoZelcTeus He OM TpabBano Aa ce O9aKBaT, TH KaTo
HUOT (NRTI) ce meraGonusupar 0 APYT NET B € MAIKO BEPOATHO J1a cé KOHKYPHPAT C
efavirenz 3a cHITUTE EH3UMH U IETHIIA 38 CAHMEHHpANE,

HHWOT (NNRTIs): He ca npoBexpann npoydpaHus Ha koMOGuranuu oT efavirenz u
ppyrtu HHUOT (NNRTI) n Be3MoxuuTe (GapMAKOKMHETHUYHE M (hapMaKOIMHAMHYHE
B3aMMOACHCTBHA HE Ca M3IBECTHH.

Anmumuxpobru npenapamu:

Pubampruru: Ilpu 3ppasd xoOGpoBoind pudaMOMOuH HAMansgBa IUIOITa TIOJ
xpurara (AUC) ma efavirenz ¢ 26%, a nukoBarta miasmeHa KOHIeHTpanua — ¢ 20%. Ilpu
€{HOBpPEMEHEH NpueM ¢ prdaMIIIIHH € HY)KHO YBelndyaBaHe Ha 03aTa Ha efavirenz zo 800
mg Ha fed. He e Hy)XHa KOpeKnps Ha ZHo3ara Ha padaMOMiuua npn KoMOHHHpaHe c
efavirenz. B egmo mpoyusame, efavirenz npefmsByxa HaMansBaHe Ha [HMKOBaTa IIA3MEHA
KOHIeHTparus #a rifabutin (Cmax) n muonrra nox xpusara (AUC) ¢ 32% u 38% CHOTBETHO..
efavirenz. Tezn
¢ 50% mpm
YIBOW MPH

JaHHH IIOKa3BaT, 4Ye AHEBHaTa Jo3a wa rifabutin Tpsoe
€/{HOBPEMEHHOTO IpuliokeHKe ¢ efavirenz u e mosata Ha
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TEPAUCBTHIHM CXeMH, BKIIOYBalmy rifabutin Apa HIM TP IBTH CEXMHYHO B KoMOuMHAanus ¢
efavirenz.

Maxkporuasay aHTHOHOTHITN:

Asutpomunpd: EMHOBpeMEHHOTO NIpuiarage Ha €GHOKPaTHA [103a A3UTPOMMUIHH H
MHOTOKpAaTHH go3m efavirenz npm 3apase HoOpoBONIH He € Jalno HAKAKBH 2HAIHMH
thapMakoxuHeTHIHE B3auMoxelictemia. He e HeoOxomumo XxopurupaHe Ha Jo3aTa HpH
eXHOBPEMEHHO JieueHue ¢ efavirenz u a3HTPOMHUIMH.

Knaputpomumun: Exiospemennoro usnonseane Ha 400 mg efavirenz seiHbX JHEBHO
M knaputpoMuniH mo 500 Mr ma 12 waca B npoxasoxkedue Ha 7 IHM BOBEHE JO 3HAUMTEIHO
IOBIHABAHE Ha (apMAKOKHHETHKATA Ha KnapuTpoMumuH oT efavirenz. ITnomra mox xpusara
H IHKOBaTa IasMeHa KOHIEHTpalus] Ha KIapuTpoMUnAH HaManaxa ¢ 39% u 26%, a nnomra
IOI KPHBATA M IHKOBATA KOHIEHTPAITHI Ha XHAPOKCHIPOM3BONHOTO Ha KIAPHTPOMHMIHE ce
yBeJm4nxa croTEeTHO ¢ 34% u 49% mpu eguBpeMenHa ynortpeba c efavirenz. Kianugroro
3HaueHUE Ha Te3H IPOMEHH B IUTa3MEHNUTE HUBA Ha KIAPUTPOMUITME He € u3secTHO. IIpu 46%
OT 3ApaBUTE JOOPOBOAIH CE MOSBH KOXeH OOpHB HO BpeMe Ha XOMOMHHPAHOTO JIEYeHHE C
efavirenz u xmapurpoMunuH. Ilpy enZHOBpeMeHHO IpwiIOXKeHHMe Ha efavirehz #u
KJIApUTPOMHIMH HE ¢ IpenopbyuBa IPOMAHA B JO3kpoBKaTa. Bu Mormo ga ce uMar npegsun
3aMECTHTEIHE HA KIIAPHTPOMUITHH.

KombrHaumsra or efavirenz y Jpyrd MaxpolMAy KaTo HapHMEP EPHTPOMHIIHH He e
M3CNENBAKA,

Anmunukomuunu cpedcmea:

Voriconazole: egnoBpeMenHoTo mpunarane Ha efavirenz ( 400mg Bean®XK AHEBHO,
npe3 yerara) c¢ voriconazole. { 200mg ma Bcekm 12 waca, mpe3 ycrata) OpH 3HpaBH
noOpoBONLM, € JOBENO A0 ABa Buga B3amMopneicreume.Steady state AUC m Cpax Ha
voriconazole ca Hamanemu cpego ¢ 77% um  61%, moxaro steady state AUC um Cpax Ha
efavirenz croTBeTHO ca HapacTHamm cpenuo ¢ 44% u 38%. EgHoBpeMeHHOTO Mpuiarame Ha
efaviranz u voriconazole e IIPOTHROIIOKA3aHO.

He ca nabmonaBaHy KIHHHYHO-3HAYMME (apMaKkOKHHETHYHH B3aMMONEHCTBHS IPH
€/HOBPEMEHHOTO INpHIOKeHHe Ha (nykonason u efavirenz npu s3gpasu moO6poBONIH.
IloTeEIManbT 3a NeKapCTBEHH B3auMMOAEHCIBMS ¢ JpYrH MMHIA30JI0BH U TPHA30IOBH
AHTHMHKOTHIM KaTO HAlpHMEp HTPAKOHA30) ¥ KETOKOHA20J He € H3CIe/BaH.

Anmuxonsyicanmu:

Carbamazepine: exHoBpeMeHHOTO Opmiarane Ha efavirenz (600 mg opanHo enus OBT
AHeBHO) ¢ carbamazepine (400 mg enuy BT AHEBHO) MPH He3apa3eHH KOOPOBOIIM BOAM J0
ABYNIOCOUHO B3aumMofeiicTBue. CTOMHOCTHTIE B CHCTOSHHME Ha YCTOHUMBO pAaBHOBECHE Ha
AUC, Ciax H Cpin 32 carbamazepine samansipat ¢ 27%, 20% u CbOTBETHO ¢
CTOHHOCTHTE B ¢hCTOAHME HA ycroHuuBo parHOBecHe Ha AUC, Chax U Cry
noHmxasar ¢ 36%, 21%, u croTBeTHO ¢ 47%. CTOHHOCTHTE UpH CHITHT T
Conax ¥ Cain 33 axkTHBHEHS MeTabomutT carbamazepine epoxide oct, 34 agﬁ'éﬁ‘@
ITnasmennre HuBa Ha carbamazepine TpsGBa DepHOAMIHO Aa OBART MQHH owgc}gﬁ%g
JaHHEH OT eJHOBPEMEHHO IPHIAraHe HA BHCOKHM JO3M OT KOMTO u ja e DO
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Topafy TOBA HE MOTaT ia BNt NaNeHH IPEOPHKHE 32 KOPUTHpPaHE Ha JI034Ta ¥ TpSOBa Ka ce
HpENeHH BE3MOMKHOCTTA 32 IPOBEXKAAHE Ha ANTEPHATHBHO IPOTHBOILEPYOBO JIeUCHHE.

AHTHKOHBYJICaHTH: HAMa Halnngeu JaHHH 32 MOTEHIHANHO B3aHNMOJCHCIBHME Ha
efavirenz ¢ denmTouH, Kapbamasenuy u (GeHoOapOuTaN, HAM APYTH aHTHKOHRYNCAHTH that
are substrates of CYP450 isozymes. Koraro efavirenz ce nprmema eZHOBDEMEHHO C Te3H
NEKapPCTBEHH TNPOMYKTH, CHUIECTBYBAa BE3MOMHOCT OT HAMalSBaHE MM YBENHYABAHE HA
IIa3MEHATE KOHIEHTPAMy Ha BCEKH OT JEKAapCTBEHHTE NPOXYKTH; CIEHOBATEIHO, TpibBa
Aa ce IpoBeXkAa NEPHONMYHO MOHMTOpHpaHE Ha INla3MeHHTe HuBa. He ca npopexmanm
crenuUInY IPOyIBaHHs BEPXY JICKapCTBEHHTE B3aUMONeHCTBHS MpH efavirenz u vigabatrin
wi gabapentin. He morar fa ce 09akBar XNMHAYHO 3HAYMMH B3aBMONEHCTBHS, THi KaTo
vigabatrin i gabapentin ce eJMMHEHpaT NPEJEMHO HENpOMEHEHH B YPHHATZ H € MAJKO
BCPOATHO Jia C¢ KOHKYPHPAT 3a CBOIMTE MeTabONHTHE €H3MMH M HBTHNIA HA eIHMHHHpAHE,
KaKkBH H3ron3ea efavirenz.

Hamanasauju Hueomo na tunuoHume npooyKmit:

EnnospemennoTo npunoxenue Ha efavirenz u HMG-CoA pexykTasans mexuaGuTopH
KaTo atorvastatin, pravastatin ym simvastatin _ZokasaHo HamansBRa IUIA3MEHHTE
KOHIIEHTpallHK Ha CTATUHNTE [P He3apaseHH Aobposony. Hupara Ha xonectepoia Tpatsa
HEpPHOAWIHO A4 ObAaT MOBHTOpHpaHM. MOXe Ja ce HAJOXH KOPHTHpAHE HA A03aTa Ha
CTATRHUTE (MONA, HampaBere cnpaBKka ¢ KpaTtkara XapakTepHcTHKa Ha IIPOAYKIa 32
CHOTBETHUS CTATHH).

Atorvastatin: enqHOBpeMeHHOTO NpuiaraHe Ha efavirenz (600 mg opanHo eguwH mBT
AHEBHO) ¥ atorvastatin (10 mg opanso €IMH WET AHEBHO) NPH HE3apa3eHH AOOPOBOIH
TIOHM)XKaBa CTOHHOCTHTE B CBCTOSHME Ha ycToHumBo paBHOBecme Ha AUC m Chux 3a
atorvastatin ¢ 43 % u cpoTBeTHO ¢ 12 %, Ha 2-hydroxy atorvastatin crotBeTHO ¢ 35% M
13 %, na 4-hydroxy atorvastatin ¢ 4 % u cnotBeTHO ¢ 47 %, a Ha 06mo axTrBHETe HMG-
CoA penyxraszuu HHXHOHTOPH ¢ 34 % u cb0TBETHO ¢ 20 %, B CpPABHEHHE CHC CAMOCTOSTENHO
TIpHJaray atorvastatin.

Pravastatin: exHoBpeMeHHOTO mpmnaraHe Ha efavirenz (600 mg opanHO €mUH IBT
IHEBHO) W pravastatin (40 mg opanHo e/MH BT AHEBHO) NpH He3apa3’eHH KOBPOBONIH
TIOHMDKaBa CTOHMHOCTHTE B CECTOAHHE Ha yoroitumBo paemosechHe Ha AUC m Cpy 3a
pravastatin ¢ 40 % u cworBetHO ¢ 18 %, B CpaBHeHHME CBC CAMOCTOSTENHO HpHAAraH
pravastatin.

Simvastatin: efHOBpeMeHHOTO Hpmiarane ma efavirenz (600 mg opanHO €JHH BT
IHEBHO) M simvastatin (40 mg opanHO efWH NUHT AHEBHO) NpH HE3apa3eHH AOOPOBONIH
NOHKXaBA CTOHHOCTHTE B CHCTOAHHE Ha ycToHumBo paBHOoBecwe Ha AUC n Chux 32
simvastatin crOTBeTHO ¢ 69 % u 76 %, Ha CHMBACTaTHHOBA KucenuHa ¢ 58 % M CHOTBETHO C
51 %, na obmo axrueeuTe HMG-CoA peayrrazuu maxudbntopH ¢ 60 % 1 choTBeTHO C 62 %,
u Ha o6uio aktuBHHTe HMG-CoA penykrasau uaxubutopr ¢ 60 % u croreetno ¢ 70 %, B
CpaBHEHHE CBC CAMOCTOATENHO NpuilaraH simvastatin.

ExsospemensoTo npriarane Ha efavirenz ¢ atorvastatin, pravastatin mnm simvastatin
He npomens croiHocTHTe Ha AUC mun Chpay 3a efavirenz. He ¢ UrHpaHe Ha
- Hosata 3a.efavirenz.

%
e fis
S —%
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Jpyru JexapcTBeHH B3aumMoueiicTBHS

Antuanunw/bamoniye: Huto "anyMUHHER/MarHe3MeB XUAPOKCHA-CHOBPIKAIIUTE
ATHALMAH, HUTO (baMOTHAMH npoMeHsT abcopOnuara Ha efavirenz npu 3apasu 10OpOBOIIIH.
Tesu JaHHH COYAT, d€ € MATKO BEPOsLLHO NPOMIHATA B CTOMAIIHATA KHCSTMHHOCT Ja IIOBIIHIe
abcopbiusTa Ha efavirenz.

Hepopanus  koHTpanentseu: IIpaBeHH ca  NpOyYyBaHHA  CaMO0  BBPXY
ETHHMNECTPAMOIOBATA KOMIIOHCHTA Ha OpaJHUTe KOHTpalleNTHBHH npenapaty. 1Lnomra nox
KpHBATAa CIIEfl AHOKpaTHa AO3a €THHMIIECTpaaHoN ce moBHmasa (¢ 37%) cyieli MHOTOKpaTeH
npueM Ha efavirenz. He ca ycTanoBeHH CHINECTBEHH NUPOMEHHM B MAKCHMAIHHTE INa3MeHH
HHBA HA €THHHIecTpaauoi. KNHHHYHOTO 3HadcHue Ha Te3H HabmozeHus He € scHO. He e
YCTAHOBEHO MOBJIMsABAHE HA MIONITA MO KPHBaTa U Ha IMKOBaTa [INa3MeHa KOBUEHTPAKI Ha
efavirenz oT eTumumecTpanuon. ThHil KaTo moTeHUHanHuTe B3auMoAelcTBEA Ha efavirenz ¢
OpaJHMTe KOHTPALENTHBYE HE CA HAITGIHO OIIKCAHH, OCBEH OpaileH KOHTpPAlenTHB B Jo0aBKa
Tps0Ba J1a ce H3II03BA ¥ HalleXieH Oapueper MeTo.

Metanon: B mppoysaeee Ha HIV DHO3UTHBHM HHTPAaBEHO3HH HApPKOMAaHH,
ejHOBpeMetinaTa ynotpeba Ha efavirenz ¢ MeTajod JOBeJe [0 HaMalBaHE HA IJIaMEHHTE
HUBA HA METAJOHA B CHEZPOM Ha OTHeMaHe Ha omdara. MeraJoHOBaTa Jjo3a Oeiie yBelIHYHA
che cpemHo 22% 3a MOTHCKAHE CHMOTOMHUTE HA oTHeMaHe. [lamweHTtHTe TpsGBa ma OBHAT
MOHHTOPHMPAHH 3a NPH3HAIM HAa OTHEMAaHE Ha OUHMATAa M TAXHaTa METaJOHOBA /034 Ja ce
YBEJIHYH, JOKOIKOTO € HYXKHO 34 IIOTHCKaHe CHMIITOMHUTE Ha OTHEMaHe Ha OnHara.

Krenr xantapuon (Hypericum perforatum): mmasMesuTe HuBa Ha efavirenz Moxe ma
Ce NOHIKAT NPH eAHOBpeMeHHa ynoTpefa Ha IpenapaTH OT OHKATa KBIT KAHTAPHOH
(Hypericum perforatum). ToBa ce IB/DKH Ha HHAYKIHS Ha MeTabomu3upaute eH3MMU W/ HIIH
TPaHCHOPTHH IIPOTEHHH OT Xbarus kantapuoH. [TpomyxTH, cpmbpxamy OHIKATA JKBIT
KaHTApHOH, He TpAOBa Ia ce IpHeMar eHOBPEeMEHHO ckc efavirenz. AKO HAaUHEHTET BeYe
B3MMA JKBIT KAHTAPHOH, CIpETe XKBIATHA KAHTApHOH, INPOBEpere BHPYCHHTIE HMBA M IIO
RBE3MOKHOCT HuBara Ha efavirenz. Husara na efavirenz Moxe 2 ce IOBHIDAT HPH CHMpaHE
Ha JKBJITHY KAaHTAPHOH M MOXe Ja e HeoOXOZuMa XOpeKIMs B JO3upoBKkaTa Ha efavirenz.
Hupyuupamuar ehpext Ha KXBATUSA KAHTPauOH € BepOSTHO Aa e ChXpaHH Hali-Maiko 10 2
CeaMUIK CeH CIUpaHeTO My (B pasuen 4.3).

AHTHICHpECAaHTH: HE € HMan0 KIMHHYHO  3HAaYuMMO  [OBIIIBAHE Ha
(bapMaKOKHHETMYHHTE NAPAMETPX NPH EAHOBPEMEHHO NPMIOXKEHME Ha paroxetine
efavirenz. He ca HeoOXONMMM KOpEKUHH B JO3HpOBKaTa Huro Ha efavirenz, HHTO Ha
paroxetine, KOraro Te3H JEKAPCTBEHH IPOLYKTH ce mpmuarar 3aemHo. Thit karo fluoxetine
HMa CXOHEH ¢ paroXetine mpodmun Ha meTaboiM3HpaHe, HAIPHMEp CHIEH HHXHOHTOpEH
edert Bepxy CYP2D6 u mpu fluoxetine, momoGuo Ha paroxetine, crmempa Aa ¢e OYaKBa
nonoOHa nunca Ha BiamMopelicTeme. Sertraline, cyberpar 3a CYP3A4 He e HM3MEHHI
3HAYMMO (apmakokunerukara Ha efavirenz. Efavirenz e monmxun Cpax, C24 1 AUC (zumomra

PBEKOBOIH OT KJIHHUYHN OTTOBOD,

Cetirizine: H1 — auTuxucramuset cetirizine He e MOBAMAN KM
(hapMaxokuHeTHYHUTe NapaMeTpy Ha efavirenz. Efavirenz e HaMamun Cax
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msmesmn AUC(mnom mox xpuBara) ma cetirizine. CMsra ce, 9e Tasw XIpoMeHH He ca
KIHHEYHO 3HaguMu. He ca HeoOXonuMu KOpeKIHH B JO3UpoBKaTa HATO Ha efavirenz, muro
Ha cetirizine, KOraTo Te3H JISKAPCTBEHU IIPOAYKTH € HPHIIATaT 32eKHO.

Lorazepam: efavirenz ¢ ypemmamn Cpax 0 AUC ma lorazepam ¢ 163 % u 7.3 %
crOTBeTHO. CMATa ce, 3¢ Tasy IPOMEHH He Ca KIMHHIHO 3HaumMH. He ca HeoBxonumm
KOPEeKIMHA B AO3UPOBKATa HATO Ha efavirenz, auTo Ha lorazepam, xoraro Tesm nexapcTBeHH
IPONYKTH CE IPHIAraT 3aeiHO.

4.6. BDGMBHHOCT B KbDMECHE

HKeun nexysanm ¢ efavirenz Tpabsa ma ce mpeamassat oT 3a6pemeHsBane. BuHarn
Tpa0Ba fa ce m3non3sa OapHepeH METOR 3aeiHO C JPYTHM CPEACTBA 33 KOHTPALCHIUL
(HanpuMep, nepopanHM MIHM JPYT BHJ XOPMOHAJHM KOHTpauentwBr). JKeHH B IeTepoxHa
BE3pacT, HO EBR3MOXHOCT TpAbBa Ma ce Tecrear 3a OpeMEHHOCT NpPEOM HA CE 3aHOYHE
newenne ¢ efavirenz. Efavirenz we tpsabpa #a ce u3nonsysa no speMe Ha GPEMEHHOCT, OCBEH
axo0 HAMa APYTH YIOAXOISAIM TEPANEeBTAIHH BB3MOKHOCTH,

JumcBar nogxonamy 1 no6pe KOHTPONHpaHK W3NKTBaHMA 3a ynoTpaba Ha efavirenz
npu OpeMenry xeHn. IIpu mocTMmapxernHrosd HaGmoAeHus, Ha 6asaTa Ha perHCTBP 3a
aHTHPETPOBHPYCHA Tepalus NpH OpeMeHHH, ca AOXIaapaHu nosede oT 200 GpeMeHHH KeHH
B IFBPBUS TPEMECTEP Ha OPeMEHHOCTTA, KOUTo ¢a 0K Ha Tepamud ¢ efavirenz xaTo Mact ot
KOMOUHMpPaH aHTHPETPOBHPYCEH pexHM, Ge3 HaHuve wa CuenuduIHE MandopMalii.
Perpocnextusno na 6asara Ba TO3M PETHCTED, ca OANM JOKNaIBaHH MaibK Opoit clydau ¢
nedexTy Ha gepeHaTa TPHOa, BKIFOTMTCNHO MEHHHIOMEENIOLENE, HO IPMIUHHEA BPb3Ka HE €
Ouna ycranoBena. HI3UTBAHMS NPH JKABOTHH Ca TOKA32JIH PENpOAYKTHBHaZ TOKCHYHOCT,
BIITIOYBAMA [OXICPTaHH TepaToreHnt edexta (BIOK pazgen 5.3)

Ilpoyusanus TpH INIBXOBE ca JIOMOHCTpMpanW, ge efavirenz ce exckperupa B
MafuHHOTO MiAKO, JOCTHTAll KOHIEHTpallWH jajied II0-BHCOKH OT T3 B IIHa3sMara Ha
maiikata. He e usBecTHO gamu efavirenz ce ekckperupa B MaiauHOTO MIIIKO IpH Xopa. Trit
KaTo JaHHHTE IIPH JKHBOTHH BHYIIABAT, Ye CyOCTAHIHMSTA MOXE Ja IIPeMHHEe B MaH4MHOTO
MILIKO, IIPENOPBHYBA C¢ MalKuTe, NpHeMamnd efavirenz na Be kppMaT Aenara cu. [Ipenoprasa
ce unbextupanute ¢ HIV Maliku ja He KGPMAT Aeliata CH IPH HAKAKBH 00CTOSTENICTBY, 3a
Iia ce usbeTHe npeaasaneTo Ha HIV.

4.7. EdexTn BEPXY cnoco0BocTTA 32 Modupane ¥ padora ¢ MANHA

He ca npapeEn cnenmansu w3clenBaHMs Ha BIugHHeTo H3 efavirenz Brpxy
crnocobuocTTa 3a mogdupane 1 paboTa ¢ Mamnay. Efavirenz Moxe fla npeaussyka 3amaiisane,
HapyHMICHHS Ha KOHICHTPAHHATA H/UIH CEHINBOCT. Ha mammentare rpafsa Ja ce pasiacHH, de
2KO MONYYaT HAKOE OT Te3¥ ONNaKBaHHS, TpaOBa Ja H30ArBAT PHCKOBH 3aHAMAHKA KaTo
modupane 1 pabora ¢ MaOIHHNA.

4.8. Hexxenany JeKapCcrBeHH peaxknan

C efavirenz ca mpoBefieHH KIMHHYHH HM3IMTAHUS TpH
‘HEeCTHTE HEKENAHH HEKAPCTBEHM PEakmuu IpPH eJHa Tpyna

13
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nexysan# ¢ efavirenz 600 mg nuerro B cpyeranue ¢ ITM (PDm/mma HAOT (NRTI) o speme
Ha KOHTPOJMpPaHM KIHHWYHE HpPOYYBaHHS], IIOHE YMEPEHO A0 TEXKO H3pa3¢HH IpPH Hai-
Manko 5% or manmuenTrTe, ca Ommm xoxuu oOpmeH (11,6%), 3amasuoct (8.5%), ragene
(8,0%), rmaBoGomue (5,7%), m otmamsanoct (5,5%). Hafi-chInecTBeHUTE HEXENaHH
JIEKAPCTBEHHM PeaKlliy JIPH NpHIIoXKeHneTo Ha efavirenz ca KokHUTE 0OPHBH H CHMIITOMMTE
OT cTpaHa Ha HepsHaTa cuctema. IIpunarasero Ha STOCRIN® ¢ xpaHa MOXe Ja YBEHUYH
excro3umusra Ha efavirenz u Moxe Za oBeZle IO YBENIHYaBaHE YECTOTATAa HA HEXKECIAHUTES
nexapcTsenu peakinu#. (Bmx paszgen 4.4).

Jenrocpoanuar npodun Ha Oe30macHOCT Ha JjeYeOHHTE PEXUMH , BKIHOUBAHIH
efavirenz e oleHeH B KOHTPOJHpPaHO KAMHAYHO npoyusane (006) , B xoeTo MAlHEHTHTE Ca
npuemaid efavirenz + sumoByaus + namuByauE (n = 412 , cpenua mpoxsspkuTenHoct 180
cenmuiy ) , efavirenz + uegusasup (n = 415 , cpegua npoasxurenyocr 102 cepmuny ) ,
HNM MHAMHABHD + 3UOOBYHEH + mamuBymus (n = 401 , cpensa mpOXBIDKHTENHOCT 76
cemqmuitd } . [Ipogsmxurensara ynorpeba ga efavirenz B Te3u DpOYYBaHHA HE € CBHP3aHA ¢
HOBH JaHHM 3acaramy 0e30IacHOCTIA.

Koxcen o0pas: B nmpoBeeHHTe KIMHAYHE OpoyuBaHua 26% oT OoiHATE, AEKYBaHH C
efavirenz 600 mg ca momyYmsiM KOXHM OOpmBH B cpaBHeHME c 17% oOT NMalHEHTHIC B
xouTponmuTe Tpynu. Ilpeamonara ce, e oOpHBHTEe ca OMIM CBBLP3aHH C JEYEHHETO C
efavirenz B 18% ot nexyeanure Gonsu. Texrwk o0pur e Habnronasad npu no-Mamko o1 1%
oT mexysauuTe ¢ efavirenz manumentu u 1,7% ca TpeKpaTHIH JIeYeHHETO IOpamu oOpHBa.
Yecrorata Ha Myarudopmenus eputeM H cuugpomMa Ha CruepHc-JDropcerH Oemre
npuomusarensao 0,1%.

ObpuBuTe ca ODMKHOBEHO JIEKH MO YMEPHUHHM MAaKyAONAIlYJIO3HH €PYIIHH H C¢
HOSABABAT B IBPBHUTE JBe CEAMMIH OT HAJaNOTO Ha neyeHuero ¢ efavirenz. I1pu nosegero ot
HAIMERTHTE 0OPUBBT OT3BYYARA O Kpasd Ha IBPBHS Mecell OT JIeUeHHeTo ¢ mpenaparta, 0es
Ia ce panara HpeKpataBaHeTo My. IIpu OonmuTe, IpH KOHTO JIEIEHHETO € INPEKBCHATO
opanu obpuB, TO MOXKe Jia ce BE300HOBH cliell ToBa. [Ipy Bp300HOBABAaHE HA JISYSHHETO C
efavirenz ce [pemopbYBa M3MOJN3BaHE HA MOOXOAAIIH aHTHXHCTAMBEHOBH H/MIM
KOPTHKOCTepOUAHH IperIapaTH.

Omurpr ¢ efavirenz npm HanMeHTH, KOHTO ca NPEKPATHIE JIEYEHHTO C JAPYIH
npenapati or rpynata Ha HHUOT (NNRTI), e orpanuden. C efavirenz ca nexypanu 19
GOJIHH, KOHTO C€ IPEKHCHANH JIEYSHHETO ChC HEBHpAmuH mopaxu Koxex obpus. ITpu 9 or
TAX 0 BpeMe Ha JiedyeHuero ¢ efavirenz e BE3HMKHAN JeK OO yMepeH oOpHMB M JABaMa ca
TPEKBCHARM TeYeHHETO.

Hemxparpuyay  cavuromyu: CeprosHM NCHXUATPHIHYE HEXeyaHW JIEKapCTBEHH
peakmu ca AOKJIAABAHH NpH DalBeHTH, JekyBaHH ¢ efavirenz. B xoHponupasd KIHEMYEH
npoyusanus ¢ 1008 manmenTa, MeKyBaHH ¢ TepaleBTMYHM CXEMHM, BKIIOUBAIIM efavirenz 3a
cpenuo 1.6 roguan 1 635 manueHTa, IEKyBaHY ¢ KOHTPOJIHH CXeMH 3a cpelfno 1.3 roxunw,
YecToTHTE HA CHCHNGUIHHTE CEPHO3HH HCHXHATPHYEH PEaKIIHH ca OMHUCAHH HO-JOIY:

Cxemn eximousamu efavirenz
Texxa genpecHs 1.6%
Cyuupmus HaMepeHHs 0.6%
Hedatanau cyHIHAHE OIIHTH 0.4%
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ATpecHBHO NOBEACHHE 0.4% 0.3%
Ilapanonnun peaknun 0.4% 0.3%
Mannakansaa peakiuy 0.1% 0%

ITanxenTHTE ¢ aHaMHe3a 3a ICHXMaTPHYHH pasTpOiiCTBa ¢a ¢ IOBHIIEH PHCK OT TE3H
CEPHO3HH ICHXHATPHYHM HEKEAaHH JIEKapCTBCHH peaKIMH ¢ YecToTa HA BCSKA OT
ropeusOpoeHuTe peaknyy BapHpama oT 0.3% 3a MaumakamHuTe peakups Ao 2.0% 3a TexKa
JenpecHs MW CYMIMIOHH HamMepeHEs. CpHIECTBYBaT CBINO Taka CLOOINEHHA OT
NOCTMapKETHHIOBUS TIEPHOM 3a CMBPT IpH CaMOYOMNCTBO, AENYIMH H IICHXOTHYHO
HOBEJCHME.

Hesposormann npossm: B  KOHTponMpanuTe KIMHWYHKM M3OATBAHHA, INpH
TanuenTATe, IeKyspanH ¢ efavirenz 600 mg pgHEBHO B KOMOMHANMY € JApYrH
AHTHPETPOBHPYCHH CPENCTBA, YECTO JOKIAABAHHTE HEXKENAHHM JEAKPCTBEHM peakKiiMi ca
BmoyBamH (0e3 Ja ce CBEXAAYT CaMO [0 TAX) CHESHHHWTE peaknuu: 3amasHocT, He3chHue,
CHHIMBOCT, HApPYNIEHO BHHMAaHWe ¥ HeOOHYaliHM CHHHMA. YMEDEHO JO TEXKKO H3Pa3eHH
HEBPONOTHYHY CHMIITOMH ca ¢chobmenn npu 19,4% oT mauuenTrTe B cpepHenue ¢ 9,0% npu
KOHTPOAHHTE IPYIH HAaMHEHTH Ha Apyra Tepanus. IIpossraTte ca Omim TexKo w3paseHy npu
2,0% ot maruenTute Ba 600 mg efavirenz u npu 1,3% or GonuuTe Ha KOHTPOIHA TEPATIH.
TIpn xnuungsy npoygsanms 2.1% or nanwenTure, Mykysanu ¢ 600 mg efavirenz npexncHaxa
TEpanyATa, Nopagd CHMITOMH OT CTpaHa Ha HEPBHATA CHCTEMA.

Hexxenanwre peaxnay OT CTpaHa Ha HCPBHATA CHCTEMa OODHMKHOBEHO €€ NPOSABIBAT
Tipe3 IGPBUTE €AHH-ABA JHH OT JIEYCHRETO W Hall-decTo oT3By4apat ciel 2-4 cemmuum. [lpn
€IHO KNHEHUIHO NPOYYBaHe, MECETHOTO IPEBAHpaHe Ha HEBPOJIOTHIHHTE CHMITOMH C Haii-
MaJIKo yMepeHa TexecT MEXIy 4 u 48 cegmuna, Bapupanle oT 5% mo 9% 1mpu manueHTH,
JgeKypaHH ¢ KomOuwanms, cepippxama efavirenz mw 3% mo 5% npm nanweHTHTE OT
KOHTPOJIHHTE Ipynd. B HpoyusaHe Ha 37paed A0OpOBONI, €IHH IpPEeXCTABHTENCH
HEBPOJIOFMYEH CHMIITOM € BE3HMKBAJK CPENHO €IMH 9Yac CNejl ipHema Ha MeJHKaMeHTa U €
OT3BYy4aBall cpefiHO 3a 3 Yaca. CHMITOMH OF CTpaHAa Ha HepRHaTa CHCTEMa MOTar Jia ce
[I0ABABAT HO-YECTO B CIy9auTe , KoraTto efavirenz ce npmema mo BpeMe Ha XpaHEHUHSTA ,
Koero 6 MOTIIO HAa ce ARDKH Ha IIOBHINEHOTO MIa3MEeHO HABO Ha efavirenz (Buwx paszen
5.2). HozupaneTo Ipeny Arale noaobpsea MOHOCHMOCTTa Ha TE3H MPOABH M C€ IPEeNophuBa
Ipe3 OBPBUTE CEAMMIE OT JIEIEHHETO M INpH IIAaHMEHTH, OpH KOMTO OIUIAKBAHUATA
mponsipkaBaT (Brx paszen 4.2). Hamanssanero Ha Ho3ara WM pasfeNsHETO W Ha HAKOIKO
YipreMa HAMa IIONI3a H HE CE HPENophYBa.

Ananu3hT Ha JaHHKTE, CHOpaHM 32 MPOABILKUTENEH NEPHOZ OT BPEME B PAMKHTE Ha
npoygsanero 006 (cpemno mpocnepssabe 180 cemmunum, 102 cemmuna m 76 ceaMHuH
CBOTBETHO 32 DAUMEHTHTE, JIEKYBaHM cbe¢ efavirenz -+ 3umoByauH + JaMuBynuH , efavirenz +
MHIHHABHD HAH MHIUHABHD + 3HAOBYAMH -+ NaMHBYIHH), ITOKAa3Ba 4e cien 24 CeIMHIH OT
HAyaJloT0 Ha HEYEHHETO, YeCTOoTara HAa HOBOBL3HUKHANMTE CHMIITOMH OT CTpaHa Ha
HepBHaTa CHCTEMa Cpei NaNUeHTHTe, IEKYBaHH ¢be efavirenz e xkato uamo efHaxsa, ¢ Ta3u B
KOHTpOJIHATA rpya.

CTelleH Ha TeXeCT, KOUTO O¥Xa MOIJH Ja MMAT JIOHE BepOAITI}
(Ha Gasa pa OLEHKATA HAa W3CIENOBATENH), CHOOMEHH I
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1,008). Yecrorara e nedunupana sa 6a3ata Ha CIEIHOTO onpeAeisiHe: Muoro yecta (>1/10),
vecta (>1/100, <1/10), meuectu (>1/1 000, <1/100), paara (>1/10 000, <1/1 000), muoro
panka (>1/10 000).

Hapymenus B uMyHHaTa cHCTEMA
HeoOpHalHK | CBPBXIYBCTRHTEIHOCT

[cHXUaTpUYHU HAPYIICHHS

yecTH: OE3MOKOMCTRO, JAenpecu

HEYECCTH: NPOMEHIMBO HACTPOCHHE, AarpecHBHOCT, eYQOpHYHO HACTPOEHHE,
XaMONHENpaHe, MaHU, IAPAHOS, OIKT 32 CAMOYSHMCTBO, CYHIEIHY MECTH

HapymieHus B HepBHATa CHCTEMA:

gecTH: HeoOMualfHUM ChHMIA, HAPYIIEHHS B KOHIIEHTPAHATa, 3aMasHOCT,
rnaBobonue, Oe3CHHIE, CHHIHBOCT

HeyecTH: HpeBh30yda, aMHe3Ms, aTakcHs, HapylieHa KOOpAMHAUMd, ChCTOSHHE Ha
00BpKaHOCT, KOHBYNCHH, HAPYIICHHS B MUCIICHETO

Ounm HapyIIeHHEA:
HEYECTH: 3aMBITIEHO BHKIAHE

HapymieHns B CIIyX0BaTa B BeCTHOYIIApPHATA CHCTEMA!
HEYECTH: CBETOBBPTEXK

HapymieHus B XpaHOCMUNIATEIHATA CHCTEMA:
gecTH: abloMuHanHa 60NKa, Iuapus, rajene, IOBPEIIaHe
HeYecTH: OCThHP IIAHKPEaTHT

XenaToOunuapHu HapyImieHud |
HEYECTH:OCTBD XEATHT

HapymmeHus Ha KOXATa B MOAKOXKHETO:
MHOTO 4eCTH: 00pUB

YecTH: ChpOexK

HegecTH: epuTeMa MyaTudopme

O6mu HapyIEeHUs i HAPYHIEHHS B MACTOTO Ha IPUIIOKEHHE:
YeCcTH: yMOpa

CuappoM Ha HMYHHO peaxTHBHpane: npu HIV- sapasenn nDanMeHTH ¢ TeXKa
HMYHHA HeZOCTATHYHOCT I10 BpeMe Ha 3allouBaHe Ha KOMOMHHUpaHaTa aNTHPETPOBEpyCHA
repanng (KAPT (CART)), Moxe Ja BE3HHKHE BE3NATHTENHA PEAKIHS KEM ACHMITOMATHIHH
HUTM OCTaTh9HHM OMOPTIOHHMCTHIHK HH(pekny (Brx pasaen 4.4 )

JunogueTrpodus ®  mMeraboJIMTHH HapyWIeHHs: IpH mnanweHTH c¢ HIV,
xoMBuBMpaHaTa aHTHPETPOBHPYCHA Tepamusd ¢ OWia acoluupaHa ¢ XpepasHpelelieHHe Ha
Ma3EMEHMTE B TUIOTO (MMOAMCTIpOdHA), KOETO BKIIOYRA 3ary6aTa TICPEQEpHA 1

MacTHa T‘I:KaH, XUnepIpodus Ha rsp,ume H JOP30LEPBUKAIHO HATP
(MacTHA rEpEHIA).
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KomGranpanara aHTHpeTPOBHPYCHA Tepanus € OHiia acOLMHpaHa ¢ MeTaGONHTHH
HapymieHHs, Kar0  XHOCPTPUINMLEPHACMHS,  XHIICPXONECTEPONEMHS,  HHCYIHHOBA
DPE3HCTEHTHOCT, XHIIEPITIHKEMHUA H XHIeplaKkTaTeMus (BIK pasnuen 4.4).

OTxIoHeHHS B JIaGOPATOPHATE HACHENBARUS

Hepuoxpobuu enzumu: IloBrmenne Ha acnaprar amusoTparchepasata (ACAT ) u
amanuH amuHoOTpaHchepasara (AJIAT) mosede oT meT WHTH Haj ropHata pedepeHTHa
rpasnna (I'PT) e mabmoxasano npu 3% ot 1008 maumenTH, JekyBauu ¢ 600 Mumurpama
efavirenz (5-8 % caex npoxsisxuTenHo Newenye B npoydsane 006). [Tomo6HO noRMIEHKE €
Ha0moAaBaHo NpY ITAIMEHTHTE, JIEKyBaHH C KOHTPOJIHHTE CXeMH Ha Jeyenme (5 % cnex
OPONBIDKHTENHO  JiedeHHe B npoyusaseTo  006). Ilopmmenne #Ha  rama-
rnyramuitpadcdepasara (IT TIH) moseue ot ner nsT I'Ple yeranoseno npa 4% oT BCHUKH
nexyBaus ¢ efavirenz 600 mg 1 1.5-2% npu xouTponuute nanuerty (7 % MpR NeXyaHHTE C
efavirenz naumentn u 3% NpH KOHTPONHHTE NANHEHTH CNEN HMPONBILKWTENHO JIEUEHHE).
Wsomipaso nopnmenwe Ha I'T 1T npu gexyeauu ¢ efavirenz 6omHm MOXe fa ce JBIDKE HA
€H3MMHA HHAYKIUA B npoxemxurenHoTo npoyusane (006),1% oT manuesTHTe OT BCIKA
TepaleBTU9HA IPyNa ca NpeKbCHANH IMOpadH HapyNIeHWs, 3acsrauiy xenmaToOHiHapHaTa
cucreMa.

B nmaunwre oOXBamlami DpPOABIUKMTENCH NEPHOR OT BpEME, NONYYEHH OT
mscnenaneTo 006, 137 nmaumenTa, JNeKyBaHH ¢ pexuM, BrIogsam efavirenz (cpepua
TPOABIDKATEIIHOCT Ha TepanuaTa 68 cemmuny) 1 84, neKyBaHH ¢ KOHTPOJNEH pexuM {cpeiua
TPONBIDKATENHOCT 56 CeAMULHE), ca OMIIM CEpOO3UTHBHY NpPH CKPHHAHIOBOTO H3CIEHBAHE
33 XemarutT B (DoNoXHTEICH MOBEPXHOCTEH auTured) u / win xenatuT C (TOMOXUTENHO
xenatar C anrurano ).Cpex Tesu xo-uHpexrupany mnauuentd, mopumenus Ha ACAT mo-
roseMu oT 5 0bTH I'PI” ca paspmumu 13 % or manwentuTe OT rpynata cbe efavirenz u 7 % ot
TE3H OT KOHTPONHATA M CHOTBETHO NMoBHmIeHHS Ha AJIAT mo-ronmemnm ot 5 meta I'PT ca
pazsuma 20 % oT manueHTHTE OT Ipymnata cbe efavirenz u 7 % ot Te3u oT xouTpomHara .OT
Ko-uH(peKTHpaHnTe NampentTn 3 % OT Te3M JeKyBaHH ChC JIEYeOHH PEXHMM, BKIFOYBANIH
efavirenz u 2 % oT KOHTpOJIHATA IPYNa, Ca NPEKhCHAH M3CNEABANETO NOPANY HAPYIICHUS B
xenaroOunmapHata cucTeMa. IIpwamupye 3a IpeKscBaHe CpeX  KO-HHGEKTHpaHuUTe,
mosiygapamy efavirenz ca BKIIOYBAIH HAPYINEHWS B 4epHOAPOOHHTE €H3MMH; He ca OHIH
IOKIAJIBaHH OpPeKBCBAHHA B X072 Ha KIHHUYHOTO NPOYYBaHe, JLIDKANM CE Ha PA3BHTHE Ha
XOJIECTATHYEH XCIIATHT, YepHOApoDHa HEeNOCTATHYHOCT HIH UYepHOZApOoOHa crearosa (BIK
paszen 4.4).

AMumnaza: mpz amamm3a Ha 1,008 XAUMEHTH OT €JHO KIMHHYHO HpOYYBaHE €
HabmoxaBaHO 0e3CHMITOMHO NOBHIIEHHE Ha CEPYMHHTE HHBa Ha aMMJIa3aTa Ioeede oT 1.5
I'BTH HaJl TOpHATa rpaHMUa Ha HopMata npa 10% ot manuwenTtute nexysaus ¢ efavirenz u 6%
OT KOHTPO/HHTE TPYIIH HanueHTH. KIMBEAIHOTO 3Hauenne HA Oe3CHMITOMHOTO ITOBHINCHUE
Ha cepyMHaTa aMHJIa3a € HEH3BECTHO.

Jimmwnu: Ilpn HIxom 34paBu NOGpPOBONLY, TPETHPAHH C efav1renz ¢ wnabnonasaro
nopuIneHywe Ha obmus xoxecrepon ¢ 10-20%. B xmumman ¢ paznEyHu
BKIOIBamy efavirenz cXeMu 3a JNeWeHHE HA HENPOBEIKI TIANAEHTH,
CTOHHOCTHTE Ha o6m;na XOJIECTEPOJL, XONECTEPOsia ¢ BHCOK
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31%, 23-34% u croteetHo 23-49%). UYacTra nHam@eHTH ¢ OTHOIHEHHE OO
xonecrepon/HDL-xosectepon Hal 5 ocTaBa HempoMeHeHo. [oneMuHaTa Ha MPOMEHHTE B
HUBaTa Ha JHUINAATE MOXKe Ja OBHe TOBHMsHA OT (aKTOpPH KaTo HPOIBIKMTIEIHOCT Ha
JIEYCHHETO H APYTH KOMIIOHEHTH Ha aHTHPETPOBHPYCHATA CXEMA.

BranmMozneticTeue ¢ xanabunonnen TecT: Efavirenz He ce cBEp3Ba ¢ KaHAOHHBOHAHHUTE
penentoph.' Crobiapany ca Ganm#Bo HO3MTHREM PE3YATaTH OT YPHHEH KaHaOMHOHEH TECT
npu noGpoeoniy, npueMamu efavirenz. QanmuBo TO3UTHBHUTE PE3YNTATH ca HAOMIONABHH
npu npunarage 3a CEDIA DAU Multi-Level THC Metoaa, Ko#iTo ¢ H3103Ba 338 CKPUHIHT,
H He ca HabmiojaBaHM IpH Apyrd KaHaOWHOUIHH TEeCTOBH METONH, BKIIOYBAINH TECTa,
H3MON3BaH 32 NOTBBPXKAABAHE HA NO3UTHBHUTE PEYITATH.

Hocrmapkernuroe onut: IlocTMapkeTHHroBHAT ONHT ¢ cfavirenz e mokasaln
[0ABaTa Ha CIECJHHTE IOUGIHMTEIHH HEXENAaHH JCKApCTBEHH pEaKmHH, BBB BpPB3Ka C
H3I0N3BaHeTO Ha efavirenz BB BIJIIOYBAINKTE FO AHTHPETPOBHPYCHH JICUCOHH DPEXMMH:
HaIyAHOCTH, IHHEKOMACTHsI, UepHONpOOHM HapyHICHHS, HEBpO3a, (oToanepradeH
IEpMAaTHT, IICHXO03H ¥ U3BBPINCHH caMoyOuiicTea.

HoapacTpamu M Jema : HEXENAHWTE peakUHd IPH Jiela Kato ISUI0 HOKA3BaT
CXOJCTBO ¢ TE3H IPH BE3pacTHHU NanueHtH. QOpuB € JalulafiBaH MMO-4ecTO IpU Jera (B
KIHHHYHO IpOy4YBaKe, BKMIOYBAWIO 57 Jeua, KOMTO ca mpueMand efavirenz B HpoAbiDKeHHAe
Ha nepuon oT 48 ceaMuIy, 11osea Ha 0OpHB ce crodmara B 46%), karo mo-decto e OWII ¢ 1o-
rojifMa CTeIICH Ha TeWEcT B CpaBHEHHEe ¢ Bp3pacTHuTe (MHOTO TeXBK OOpPUB € JOKIIaIBaH
opy  5,3% or geunara) Moxe pma ce o0cemu npoduIaKTHpaHE ¢ UOAXOIAIIH
aHTUXHCTAMHHOBH HpellapaTd NpefH 3al0ouBaHe Ha nedeHue ¢ efavirenz npm gena. Brnpexu,
4ye YCTAHOBABAHETO HA CHMITOMHM OT CTpaHa Ha HEpPBHAaTa CHCTEMA NpH Malkd jJena e
TPYZAHO, C€ OKa3pa, ue YecTOTaTa MM HpH Jella e Io-MalKa M KaTo I[SUIO ca O-HEeKO U3pa3eHu.
B npoyuranero, pxmousamo 57 neua , 3,5 % OT NanHEeHTHTE ca MMM CUMITTOMH OT CTpaHa
Ha HEpBHATA CHCTEMa CHC CpEJHA CTENCH Ha H3sBa, MpeAMMHO TakuBa Ha 3aMasHocT. He e
HMaJIO FETe C TeXXKa CHUMIITOMATHKA MM TaKoBa, KoeTo ¢ Tpadeano na Obje H3KIIOYEHO OT
OpOYYBAaHETO NOPATH CHMITOMHM OT CTpaHa Ha HepBHATA CHCTEMA.

4.9, TIpero3upane

Hsaxon mammeHTH ca chOGINABANM IO-TEXKM HEBPONOTHYHM IPOSBH CIEA CliydacH
npueM Ha 600 mg efavirenz Apa UpTH JHEBHO. EXMH malpieHT € MOMYYHA HEBOTEBH MYCKYIIHH
CIIasMH.

JleyenmeTo mpm npenosmpaHe ¢ efavirenz TpsOBa jna BmOYBa OOINM NMOATHPKAIIH
MEpK¥, BKIIOUYMTENHO ClIefleHe Ha JKH3HEHMTE ITOKa3aTeNnH M KIMHHYHOTO CHCTOSHHE Ha
Bonuusa. 3a yrecHABaHE HA CHMMMHMPaHETO Ha HEYCBOSHHS MEIHKAMEHT MOXKE Ia ce Jaze
aktueeH BBITIEH. He cpmecTByBa cnenudruer aHTHAOT IpH npefo3upane Ha efavirenz. Twit
Karo efavirenz ce CBBp3Ba B rojsMa CTCICH ¢ IUIa3MEHHTE NPOTEHHY, €NHMHUHHPAHETO Ha
MeAMKaMEHTa IIOCPEACTBOM XEMOJHANIH3a € MAIKO BEPOSTHO.

5. PapMaroIOrndYHH IaHHHK

5.1 PapMaxkoIHHAMAYHHA CBOICTEA
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Oapmaxonorwada rpyma: HIV-1 crenmduven wmuxmbutop Ha ofpatHara
Tpasckprnraza HHAOT (NNRTT).
ATC xon: JOSA G 03

MexaHn3nLM Ha JeiicTeHe

Efavirenz ¢ HIV-1 HHHOT (NNRTI). To¥ npencrasissa HeKOMICTHTHBEH
nuxpbuTop wa ofpathata TpamckpunTasza Ha HIV-1 u He moTucka chmecTseno ofpaTHaTa
rpasickpuntasa (OT (RT)) na HIV-2 umu knerrannte JTHK-nonumepasu (o, B, v uau 5).

IIpoTHROBHpYCHA AKTHBHOCT

Heobxonumara KOHDEHTpalws 3a HoTHcKade Ha 90 5o 95% OT ZMBUTE IHAMOBE YUIH
nabopaTopHuTe M KIIMHHYHY H30JIaTH, Pe3HCTEHTHH Ha 3HEOBYIHH, C& JBIKHE Mexay 0.46 u
6.8 nM 3a muMQoGIACTONIHY KIETHYHY JIHHAH, HONUMOP(OHYKIIeapHTe OT IepHbepHa KPEB
F MaKpo(areaHu-MOHOIHTHH KyATYPH.

JlexapcTBeHA Pe3RCTEHTHOCT
Edexrusroctta Ha efavirenz B KIeTBYHH KyNTYPH CpeIly BapHAHTH Ha BHPYCA ChC

cyOCTHTYHpaHH aMHHOKHCEeNIHHR Ha mo3unun 48, 108, 179, 181 wm 236 B MoneKynaTa Ha
oOpaTHaTa TpaHCKPHIITa3d HIH BapHaHTH CbHC CYOCTHTyHpaHM aMHHOKHCEIHHH Ha
npoTeasara € Oua CXOFHA € TasH Cpenly NBHTE mamobe. EquHudnnTe CyGCTATYIHH, KOUTO
ca BOJICJM JI0 Hall-BHCOKa YeCTOTa Ha PEe3MCTEHTHOCT KiM efavirenz B KIeTHUHH KYIITypH
OTTOBapAT Ha JIEBIWH C U30MeBHUH Ha no3uuua 100 (L1001, 17 mo 22 npTH mo-pe3ucTesTer)
H JH3HH ¢ acnaparud Ha nosunua 103 (K103N, 18 no 33 nei no-pesuctenten). Iloseve ot
CTOKpaTHa 3aryba Ha JyBCTBHTENHOCT ¢ Habogasana npu Bapuant Ha HIV ¢ ekcrpecus Ha
K103N, xaxto u ¥a npyru cyGCTHTYIINE B MOJIeKy/aTa ua o0paTHaTa TpaHCKpHANTA3a.

K103N e Ouna Hali-gecrara cyGcTuTynus B 06paTHATa TPAHCKPUIITA3A YIPY BHAPYCHH
H30JaTH OT NANUEHTH CBC 3HAYHTEIIHO BE3CTAHOBABAHEC HAa BHPYCHHS TOBAp IO BpEMe Ha
KITHHMYHUTE H3IMTAHHA Ha efavirenz 3aegHo ¢ MHAMHABMD HUTH 3HAOBYAHH + JAMHBYIHH,
Tasy Myranusa e nabmopaBaHa mpu 90% OT manwenrure ¢ BHUPYCOJOTHYEH HEYCIEX,
nonywasanim efavirenz. Habmozgasana e cplno cyGeTuTynus Ha mosunuu 98, 100, 101, 108,
138, 188, 190 mmm 225 B monexkynata Ha oOpaTHaTa TPAaHCKPHNTA3a, MAKAP ¥ [O-PSAKO H
gecto camo B cpueTanne ¢ K103N. TEnsT Ha cybcraTyinaTa Ha aMHHOKHMCEIMHHHE OCTATHIH,
CBEp3aHA ¢ PE3UCTEHTHOCT KBM efavirenz, He e mOKasal 3aBHCHMOCT OT APYruTe
IIPOTHBOBHPYCHU NpeNapaTtH, H3NOJ3BaHu 3aeHo ¢ efavirenz.

KQ’BCTOC&H& PEIUCTCHTHOCT
HzcnempareTo Ha KPECTOCaHaTa PE3HCTCHTHOCT Ha efavirenz, HEBHPpAIIUH H NENABHPAHH B

KICTBYHE KyATypH mokassa, 4e cyberurymmsra KI103N  ocurypsea zaryba ma
gyscTBATENHOCTTA KM TpHTe HHMOT (NNRTIS). JIB2 OT TpH H3CHeABaHH PE3UCTEHTHH KBM
JeNaBYpANH KIHHUYHH H30J1aTa ¢a IOoKa3alM KPBCTOCAHA PEe3NCTEHTHOCT KbM efavirenz u ca
6umr K103N nonoxwurensn. Tperwar wuzonar, Kolito e Omn chec cyOGCTHTYyHpaHH
aMUHOKHJICHHHHH OCTaTHIH Ha IO3HNHE 236 B MONeKynaTa Ha oOpaTHara TPaHCKpHIITA3a, He
€ YIOKa3a] KPHCTOCaHA PE3UCTEHTHOCT ¢ efavirenz.

BupycHnTe H3071aTH OT MOHOHYKJICApH OT niepudiepHa Kp ;
B KIMHMYHMTE M3OHMTaHMA Ha efavirenz, npm KouTO AlegeHiierh JBeyenenro
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(BE3cTAaHOBABAHE HA BHPYCHHS TOBap), ca OMIHM H3CHSHBAHH 33 TYBCTBHTEHHOCT KBM
HHHUOT (NNRTIs). Tpunanecer H3onara, ONHCAHM IIpefH TOBA KAaTo PE3UCTEHTHH KEM
efavirenz ca mokasamu Pe3MCTEHTHOCT W KbM HEBHpANMH U JenaBupius. Ilpu mer oT Te3m
pezucrentan KeM HHUOT (NNRTIs) e yeranopena cybetutynus K103N unu saMecTBane Ha
BaNMH ¢ M3onepnuH Ha nosuuug 108 (V108I) B Monexynara Ha oOpaTHaTa TpaHCKpHIITa3a.
Tpu or u3cnenBannTe H30IaTH OT OOJHH ¢ HEYCHEX Ha NedeHHeTo ¢ evafirenz ca 3amasuid
YYBCTBHTENHOCT KBM efavirenz B KIeThYHA KyiNTypa H ca OWIH UyBCTBHTENHEM H KEM
HEBHPAUHH H IEHABHPIHH.

ToTennuansT 3a KpBCTOCAHA pe3HCTHEBTHOCT Mexay efavirenz u ITH (Pls) e mucex
AOpagy pasiHIHMTe NpHIeTHE eH3uMH. PHCKERT OT KpbheTOCaHA PE3HCTCHTHOCT MEXKIY
efavirenz 1 HYOT (NRTIs) e HuCBK MOpaiM pasNWYHHTE MECTa Ha CBBP3BAHE BEPXY
DPHUETHES CH3UM ¥ Pa3iuyHus MEXaHU3bM Ha NeficTBHe.

(DaEMaKO,EHHaMH‘IHI/I GQGKTH

Efavirenz He e npoydpas npenusHo npy nanueHTd ¢ HampenHaino HIV zabonssane,
10-KoHKpeTHO 1ipu manueHTH ¢ CD4 6poit < 50 ximeTkw/KyOHYeH MHIMMETHD, HIH CIEX
TepanesTHyeH pexuM, Bkmousaml [T (PI) wm HHMOT (NNRTI). Knunauunusa omut oT
KOHTPONMPaHUTe NpOy4YBauus #Ha koMOuHammu, pxmousamy didanozine unm zalcitabine, e
OTpaHHYEH.

e xouTpomipanu KmMHEYEA npoyusanud (006 u ACTG 364) ¢ mpoasIDKATETHOCT
npubnuzuTento enua ropmma ¢ efavirenz B xomOmmaunus ¢ HUOT (NRTI) w/mmm ITH
(PIs)rokazear peAyKiyus Ha BHPYCHHS TOBAp IO Iipara Ha YyBCTBHTEJIHOCT HA TECTOBETE M
nopumenne Ha CD4 miMmgonuTHTe Npu HeNekyBaHU ¢ aHTHPETPOBUPYCHH IpenapaTd HIH
nexysaun ¢ HAOT (NRTIs) nauments, mudexrupann ¢ HIV. Ilpoyysanero 020 moxasa
nofo6Ha akTuBHOCT 1pH nexyBauute ¢ HIIOT (NRTIs) nampenTs 3a nepros ot 24 ceqMALH.
ITpu Te3u mpoyusanus efavirenz e mpunaran B xoza 600 mg BegHLK HHEBHO; 703aT1a Ha
uumuHaeup ¢ Gmna 1000 mg wa Bceku 8 yaca, xoraro e H3noN3pad B koMOunanus ¢ efavirenz,
u 800 mg ma 8 gaca, xkoraTo ¢ AaBan Oe3 efavirenz. Jfozata Ha Henguuasup e 6una no 750 mg
TpH NETH KHeBHO. Ilpy Bemuky nacnensanys ca uanoizsany HUOT (NRTIs) B craumapTen
no3u Ha 12 gaca.

PapnoMu3npasoTo, OTBOPEHO KIMHHYHO Npoyusane 006, cpaBuasa efavirenz +
SHAOBYNMH + NaMuMBYZMH miuM efavirenz +MHIMHABMD C HHAHHABHpPT 3HIOBYAMH +
naMHBYZEH npu 1, 266 manuedTH, 32 XOMTO H3HCKBAaHE OHIE B HAYAJOTO Ha IIPOYYBAHETO €
Gunno Aa He ca mpuemanu efavirenz, namusyzun, HHUOT (NNRTI ) u IIH (PI). Havannus
6poit Ha CD4 xietkuTe cpemuo ¢ 0mn 341 KineTks /mm3 U HAYaIHOTO cpeiHo HuBo Ha HIV-
RNA e 6unmo 60 250 xonug /ml. Pezynraturte 3a e)eKTUBHOCTTA OT KIMHHYHOTO IIPOyIBaHE
006 Ha Gazara Ha 614 manueHTa, KOHTO ca OWIHM BKIIOUEHHU 3a Haii-Manko 48 cemMuim, ca
nokazau® B Tabmuna 1. . TIpy aganu3a Ha CTeNEHTAa Ha OTrOBOp {HE3aBBPLINIIM CE PABHSABA
Ha HegoctaThueH oTroBop [NC=F]), nanmenTATe, KOHTO 3aBBpPIINXA IIPOYYBAHETO PAHO IO
HAKaKBa [IpUYMHA, WIH IPH KOuTO NUicRaime uamepsaHe Ha HIV-RNA, koeto Gemre mmu
IpeAINEeCTBYBAHO, WA IIOCTHEABAHO OT CTOHHOCTH Haj FpaHHMLATA 3a KOIMYECTBEeHA OLEHKa,
Oaxa cuurany, ge mMmar HIV-RNA man 50 wmm max 400 xonus/MHNMIHTBED IO BpeMe Ha
IPONYCHATHTE SOH30MH OT BpeMe.
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Tabauna 1: Pesyararn or npoyusanero 006 3a efaxacaocT

Hugo na pecnonpepu (NC =F?) Cpenna
HIV-RNA s nnasmata TIpOMSHA OT
H3XOJIHOTO
HHBO - Dpoi
na Ch4
KNeTKH
< 400 korms/ M < 50 konus / Ma xpemw’MM3
(95%CI® (95 % C.I°) (S.EM.9)
/ JieueGen n 48 ceamuLm 48 cenmuLy 48 ceaMHIHK
PEXKMM
EFV + 202 67% 62 % 187
ZDV + 3TC (60% , 73% ) (55 %, 69% ) (11.8)
EFV +IDV 206 54 % 48 % 177
. (47 %, 61% } (41%,55% ) (11.3)
DV + 206 45 % 40 153
ZDV +3TC (38,52) (34, 47) (12.3)

NC = F, noncompleter = failure.

C.I, confidence interval.

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

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

e 0 o 8

Hzarocpournre pesynrary Ha 168 cemmuua mpH KAHHHYHOTO npoydsane 006 (160
DAIWEHTH Ca 3aBbPIIHIH IpoydBaHeTo npu Jedenue ¢ EFV +IDV, 196 nanwenrtu ¢ EFV
+ZDV + 3TC u 127 ¢ IDV + ZDV + 3TC ¢»0TBETHO), NOKa3BaT ¢TaDHUNHOCT HA OTTOBOpa
OT TJIefiHa TOYKa Ha choTHomeHusTa Ha nanwenTd ¢ HIV RNA <400 copies/ml, HIV RNA
< 50 copies/ml 1 oT riegHa TOYKA Ha CpeXHATA NPOMAHA OT IbpEOHavanHus 6poi ma CD4
KIIETKHUTE. '

Pesyntarare 3a edpuxacnoct or mpoyusanusta ACTG 364 u 020 ca mocouenu B
Tabmuma 2. IlpoyaBanero ACTG 364 ob6xpama 196 naumenTa, KOUTO ca OWIH JIEKYBaHH C
HUOT (NRTI ), vo se ¢ IIH (PI ) unr HHAOT (NNRTI). [Ipoyusanero 020 obxsama 327
nanueHta, kouro ca Owmm gexypanu ¢ HAOT (NRTI ), no we ¢ [T (P ) unu ¢ HHHUOT
(NNRTI). Ha nexysampre e 6mI0 mo3BoieHo Aa npomensat pexuma va HAOT (NRTI ) ua
NANWEeHTHTE CH NPH BKIIOYBAHETO B u3cnexeaneTo. HuraTa Ha oTropop ca 6unm Hali-BHCOKH
IIpE naimeHTHTe ¢ npoMana B HUOT (NRTI ).
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Husa Ho pecnorpepu (NC = F*)
HIV-RNA B nnazmata

Cpenna npoMsHa oT
M3XOJHOTO HHBa-Opoii Ha
CD4 xnetkn

Kne'r;mf (S.EM.)Y

Boit B mpoytiBaHeTo/ n % (95%CL).YH % (95 % C.lL)

JeueBen pesxum® MM

Hpoyusane ACTG 364 < 500 xonus /mn < 50 xonua/mn
48 cepMmu

EFV + NFV +NRTIs 65 70 (59, 82) - - 167 (17.9)
EFV +NRTIs 65 58 (46, 70) - e 114 (21.0)
NFV +NRTIs 66 30 (19, 42) -— - 94 {13.6)
IIpoyusane 020 <400 xonus /Mn < 50 xonua /ma

24 cenMuuM

EFV + IDV -+ NRTIs 157 60 (52, 68) 49 (41, 58) 104 .10
IDV +NRTIs 170 51 (43, 59) 38 (30, 45) 77 0.9

# NC =T, noncompleter = failure.
® EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir: NRTI, nucleoside reverse transcriptase inhibitor;

NFV, nelfinavis,

¢ C.L, confidence interval 3a yacTTa OT OTTOROPHIKTE HA TEPANHATA OAUHEHTH.

¢ §.E.M., standard error of the mean.

-—, not performed.

22



STO/T-EE/BG-20020060638

Ipoyuranna npnu pema: ACTG 382 e npoyusane 6¢3 KOHTPOJIHA IPYIIA, KOETO OLIE
npoakKasa. To obxsama 57 mena, rexypanu ¢ HUOT (NRTIs), (Ha Bp3pact Mexay 3 u 16
r.), i OeNH na ce wM3cneABarT (hapMaKOKHHETHKATA, IPOTHBOBUPYCHATA AaKTMBHOCT H
Gesonacunoctra Ha efavirenz B xombumanus ¢ sendurasup (20-30 mg/kg Ha Tpu nprema) U
eJIMH HITH TI0BeYE HYKICO3UAHM HHXMOUTOpH Ha obpaTHaTa TpaHcKkpunTasa. Hagansara fosza
Ha efavirenz e Guna ekBUBaleHTHA Ha 600 mg BequbXK JHeBHO (CHOOpazeHa ¢ HIYUCIEHATA
TelleCHa MO, 6a3upaHa Ha TEJECHOTO Terno). JecToTaTa Ha OTFOBOpPa, OUECHEH Bh3 OCHOBA
Ha amanu3a NC=F Ha mnpolenTa Ha GONHHTE, HPH KOHTO ¢ IIOCTHTHATO HamaleHHe Ha
BUpeMHuATa N0 mnasMeHH HuBa Ha HIV-RNA nmom 400 xomms Ha Mmmwmursp cnen 48-
CeMEYHO JieueHHe, e 6mn 60% (95%, C.I. 47, 72), u 53% (C.1 40, 66) »p3 ocHOBa Ha
NpoueHTa YAalWeHTH ¢ ImasMeHH HuBa Ha HIV-RNA mog 50 xomps Ha MHIHIHTBP.
Cpegmusar 6poit ra CD4 nuMdonuTiTe € HapacHaNn CHOTBETHO e 63 + 34.5 KNeTKH Ha
KyOugen MUNMMETHP B CpaBHEHME ¢ H3XoipuTe HuRA. [Ipoab/bKHTENHOCTTa HA OTrOBOpa
6eme nofobeH wa To3n, HADMOAABAH IIPH BH3PACTHH MAllHCHTH.

5.2 PapmMakoKHHETHYHH CBOHCTRA

Abcoponus

Ilpu 3npaeu poOpoBONNE NHKOBHM IiasMeHH HmBa 1,6-9,1 uM ce mocTurar 5 gaca
cnex efAHoKpaTHa opanHa nmosa oT 100 mo 1600 mg. ITuxosara mnasMeHa KOHIEHTpAIMs H
IJOIITa IIOJ, KPHBaTa HApacTBaT H0303aBuchMoO xpu no3u 1o 1600 mg. Hapacteanero e
HENPONOPIHOHANHO, KOSTO IOKa3Ba Xo-Aucka abcopbnys NpH O-BHCOKH LO3H. BpemeTo 3a
IOCTHIAaHE Ha MaKCHMalHa IUIasMEHa XOHNeHTpanmusa (3-5 waca) He ce MpOMEHs Cliel
MHOTOKpPaTeH IIpHeM H PaBHOBECHH IJIa3MEHM HMBA Ce TIOCTHTAT cnel 6-7 OHU.

Ipu vadektapanu ¢ HIV nuna npr pasHOBECHH INIa3MEHM HMBA CpeHATa IHKOBA
Ia3sMeHa KOHUEHTPALs!, Cpe/iHaTa MHHAMAIHA [Ia3MeHa KOHICHTDAIMA ¥ cpefiHaTa IO
TIOJ] KpHBaTa NOKa3BaT JIMHEHHA 3aBUCHMOCT HpH AHeBHH xo3u 200, 400 u 600 mg, IIpa 35
Gomm, nekyBapu ¢ efavirenz 600 mg BeIHEX JHEBHO, ITHKOBATA KORNEHTPAIMA CIEH
MOCTHTAaHE Ha paBHOBecHM HEBa (pasHoBecHa Cmax) e 12,9437 pM (29%)
[cpensotcTaEnapTra rpemxka (%o C.V.)], paBHOReCHAaTa MHHHMaNHA KoHIeHTpanuaCmin —
5,6+3.2 pM (57%), u mromta mox Kpueata AUC — 18473 pM.h (40%).

EdexT Ba xpanata: Ilnomra nmox xpmBata (AUC ) u Cmax Ha egunwdnaTa Xo3a
efavirenz ot 600 mg dunmvmuapary TaGreTky npy 3apaBy NOGpoBOIIH HapacHa ¢ 28 % (upu
noeeputelied unTepsan 90 % Cl:22-33%) r 79 %(nipu morepurenes matepsan 90% CL58-
102%),cpoTBETHO CcIiez Oorata Ha MasHWHH XpaHa CHPSAMO KOraTo ce JaBa Ha IanHo (BIK
pazzen 4.4).

Pasapenenenne

Efavirenz ce cBpp3Ba BBB BHCOKA CTENEH C IIa3MEHUTE NMPOTEHHH (puOIH3NTENHO
99,5-99,75%), naii-3pagnmo ¢ anbymuna. [Ipu 3apazenw ¢ HIV-1 Gonax (n=9), nekypanu ¢
efavirenz 200 mo 600 mg BeZHLK MAHEBHO B UPOABIDKEHHE TIOHE Mecel,

CHOTBETHATZ IUIa3MeHa KOHHeHTpanus. Topa e HpPI6JIH3HTeJIHO
HecBbp3anaTa ¢ DentsK (cBoGomHa) (hpaknyg Ha MEAMKAMEHTA B 1N
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bBuotpanchopmanns

Ilpoyypanus [pH xOopa H in Vitro m3ciefBaHHd C MHKPO20MH OT YOBEIIKH
XE[aTOLUTH c0oYarT, ue efavirenz ce MeTabomuzrpa OCHORHO 1O IBTS HAa CHCTEMATa IIUTOXPOM
p450 o XMAPOKCHIMPAHK HPOM3BOMHE ¢ IOCHEABANIO THIOKypOHEpaHe. Tesn MeraGoluTH
A Ha MPaKTHKA HeakTuBHHU cpemy HIV-1. IIpoyueaHusTa in vitro MoKaspar, 4¢ OCHOBHHTE
H30eH3MMH, aHrKHpady B o6MaHara Ha efavirenz, ca CYP3A4 u CYP2B6 u ye npenapatst
pexubupa P450 mzoensumu 2C9, 2C19 n 3A4. Tlpx in vitro n3cnensanusta efavirenz e e
nuxubupan CYP2E1, a wumxubmpa CYP2D6 u CYPIAZ cam0 NpH KOHUEHTpamuH
SHAUYMTENHO IIO-BUCOKH OF Te3U IPH KIHHUYHA yrnoTpeba.

VeranoreHo e, ge efavirenz e ungyktop Ha P450 ensuMuTe Karo MO TO3H HAYMH
FHAYNEpa K cobcTBenns cM MeTabonuseM. JeceTnuesno neuenne ¢ 200-400 mg anerHo npu
37paBH JOOPOROMIE € AOBENO A0 KyMyNMpaHe NO-HHMCKO OT OYaksaHoTo (¢ 22-42% mo-
HHCKO) ¥ 1O MO-KPAaTHK KpaeH IUIa3MeH NONyxuBoT — 40-55 yaca (iasMeHusT MOMYKHUBOT
Ha eNHOKpaTHa Ko3a e 52-76 yaca).

EnavuHupane
Efavirenz nMa cpaBHHTERHO NO-ABIIET KpaeH [LUIA3MeH [OMYXKABOT CIE eTHEHYHA J03a — 52-

76 waca 1 cnef MEOTOKpateH npueM - 40-55 waca. ITpubmuzurenso 14-34% or Mapkupanata
¢ PaJHOHYKIMZA 1032 C€-€ HANLYHNIA C YPHHATA KaTo mo-Manko of 1% ot obmara nosa e
OTKpHTA B YpHHATA KaTO HelpoMeHeH efavirenz.

TIp1 eIMHCTBEHHEAT IpOyYBaH NMalUeHT ¢ TexKa depHonpobaa yspena (crenen C wo
Child Pugh), nnasMeHusT TORYKHBOT Oellle yABOCH, IOKa3Ball Bb3MOXHOCTTA 32 MHOTO HO-
rojsiMa aKkyMyJaIus.

Dapmaroxunemuxa npy deya: 1lpu 49 mema, monydyaBaid 032, €KBHBaNEHTHA Ha
600 mg efavirenz BeHbXK HHERHO (M3YHCIEHA CIOpel MIIOINTA HA TAIOTO BH3 OCHOBA Ha
TEJIECHOTO Terno) MHKOBATA TNA3MEHa KOHIEHTPAIHA IIp# paBHOBecHO cheroskue (C max)
6eme 14.1 uM, DOCTOAHHOTO HHBO Ha MUHHMAJIHATA IUa3MeHa koHmeHTparma (C min) Gemre
5.6 uM, | mnomra nox kpusara (AUC) Geme 216 pM-h. dapMakokuHeTHKaTa Ha efavirenz
IpH Aeia ¢ Ouia CXOAHA ¢ Ta3H IPU Bh3PacTHH.

Hoa, paca. nanpednana evspacm: Vizcnensapusara coyat, e hapMaKkoXxuHeTHKara Ha
efavirenz e elHakBa He3aBHCHMO OT IIONA M pacoBara TpHHalsiexHOCT. [iMa orpanuyenu
JlaHHM, BHYHIABALW, Ye NANMEHTHTE OT A3md B THXOOKEAHCKHTE OCTPOBH, BEPOATHO
H3N0KEHH B MO-BHCOKa ctemeH Ha efavirenz, Ho He ca mokaszainM HO-Majika MOHOCHMOCT

cnpamo efavirenz. ®apmakoKHECTUYHE NPOYUYBaHUA TIPH DalHEHTH B HANpefHala BB3pPacT
He ca IpaBeHH.

5.3 TlpeAkIHHAYHH JAHHH 32 0e30IacHOCT

Ilpu crasgaprauTe TecTOBE 32 eHOTOKCHYHOCT efavirenz He € nokasail MyTareHHH
M KJIACTOTEHHH CBOMCTBA.
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xopa. Ilpu exun ot derycure ¢ HabGmopaBasa aneHuedasus B €HOCTPaHHEA aHODTAIMKA ¢
BTOPHYHO YTONCMABAHE Ha €3HKa, NpPH APYr-MHKpoodhTanMus, TIpH TpeTH-nienHaTo HebIe.

Ilpn Qerycure Ha mpXOBE M 3afillM, TpeTHpaHM ¢ efavirenz, He ca wabmozaBaHu
MapopManuy,

Bunuapra xumeprurasus e HabIOKaBaHa IPH MaHMyHM UMHOMONTYC, TPETHPAHH C
mosu efavirenz B mpoakJoKeHue Ha >1 roguHa, OCHTYpsBANIM CPEHA IUION HOX Kpupara
OKONO 2 HBTH JIO-BHCOKA OT Ta3H NIPH XOpa, JIEKYBaHU C NpeNophuaHaTa [03a. bunnapraTa
XHOCPIUIa3HA € perpecHpala cjed Kpasd Ha IpHeMa Ha NEKapCTBEHHS TPOXYKT. Bummapna
$ubpo3a e HalmomaBana Opu INTEXOBE. EX3ONMYHE KOHBYJICHH ca HaGJONaBaHy npu
HAKOH MalMyHH, DM KOHTO B MPOABIDKeHHe Ha > | romwma e npunaran efavirenz B KosH,
OCHrypsBallld CpefiHa NJOI MoA KpmBara 4 1o 13 msTH IO-BHCOKZ OT TasH IPH Xopa,
JCKYBaHY ¢ IpenopsYanaTa qosa. (Bmx pasnenu 4.4 u 4.8)

llpoyusanms Ha KaHUEPOTCHHOCTTA Ca IIOKA3ANIK YBEIHYEHa Y6CTOTa Ha YepHOAPOOHH
u OeoApOOHH TYMOpPH NPH JKEHCKH MEIIKY, HO HE H IPH MBXKH MEmKH. He ca u3pecTHH
MEXaHI3MUTE 33 0Opas3ysane Ha TyMOPHTE, KaKTO H IOTeHIHANHATA HM 3HAYAMOCT IIPH
xopa.

IIpoyyBanysaTa Ha KaHIIEPOTeHHOCTTA IIPH MBKKH MEIIKH, MBKH H XKEHCKH ILITBXOBE
ca O oTpunarenny. JIokaTo KaHNEePOTeHHHUAT IOTEHIHAT IIPH XOpa € HEH3BECTEH, Te3N
JIAHHH NPENIONarar, 9¢ KIHHAYHATA 10132 OT efavirenz HagxBBPIS FOTCHIHAINHA PHCK OT
KaHIIEpOreEHOCT MPH X0pa.

0. @apManeBTHYIHHA JaABHA

6.1. Cnncbk Ba NOMOHIHETE BeDiecTBa

Ceopiieerna Ha Tabnerkara:croscarmellose sodium,microcrystalline cellulose,sodinm
laurilsulfate,hydroxypropylceliulose,lactose monohydrate and magnesium stearate.

ObeuEBKa Ha TabneTkara: hypromellose (E464), titanium dioxide (E171),macrogol 400,yellow
iron oxide (E172) u carnauba wax. '

6.2, PH3AKO-XMMHIHA HECHBMECTHMOCTH
Hama

6.3. Cpox Ha ronaocrt
2 ropuHn

6.4. Coenpaligi YKA3aHNA HA CLEXpAaHEHHC
Hama ClICIIHANHH H3HCKBAHHAA 32 CEXPaHCHHE.

6.5, lanny 32 onakoBKaTa

STOCRIN 600 mg - HDPE GyTuiky ¢ HefOCTRIHO 32 Zelia MONUIPONAIESHOBO 3aTBapsaHe.
bytunkute cbappxar30 dunmupanu Tabnerin.Onaxorku ot 30x1 QunMEpann TableTKH B

nepoprpanH, aTyMHHEEBH ONHCTEPH 32 NANATA 71034, Bb3aMONGIO € He BCUUKM OnaKkoBki Aa ce
npeanarar Ha nasapa.
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6.6. llpenopsky npe ynorpeda
Hama coenyanuy H3UCKBaHH.

7. Uvie 1 anpec Ha OPHTEXKATEAS HA PA3PEINEHHETO 32 YHOTpeGa
Merck Sharp & Dohme IDEA, INC

Schaffhauserstrasse 136,

8152 Glattbrugg, Switzerland

8. Perucrpanmones Ne B persernpa mo 1. 28 3JJAXM
STOCRIN 600 mg — 20030051

9. Jlata Ha mBpBEO paspemiaBaHe 3a ynorpeda Ha JeKAPCTBEHHH IPOAYKT
{noaHOBABAHE HA PA3PEHIEHHET))
STOCRIN 600 mg-20.01.2003.

10. Tata Ha (yacTaaHA) AKTYAIMIAMUAS HA TEKCTA
Mecen mapt 2006 romusa.
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