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KPATKA XAPAKTEPUCTHKA HA IIPOJAYKTA

HWme Ha JeKapcTBEHHS NPOXYKT

AGENERASE 150 mg mMexn xancynu
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Jlekapcrsena gopma

Mek# Kancyim.

Kancynate ca IposiroBaTy, HENPO3padHy, CBETIOKpeMaBH Ha BT, ¢ Hazmic GX CC2.

Kiaanynu aaneu

4.1. Hoxazanus

Agenerase B KOMOHMHaIMS C IPYyTH aHTHPETPOBHPYCHH JIEKAPCTBEHH NPOAYKTH € IOKa3aH 32
JIedeHuie Ha Bh3PAcTHM H Jiela Hag 4 TOOWHY, 3apazeHn ¢ Bupyca HIV-1, xourto ca 6umm neKyBaHH ¢
npoTeazed nHxuGHTOp. HOopMamHo Agenerase xancyli TpsOpa Ja e TpHiara ¢ HHCKA 1034
ritonavir, KOWTO 3acANBa ASHCTBHETO Ha amprenavir no PapMakOKHHETHIHE MEXanu3Mu (BAX
pasgemu 4.2. u 4.5). V360psT Ha amprenavir Tpsa0Ba Ja ce OCHOBaBa Ha M3CIEHBaHe Ha
AHAUBHIYATHATA PE3UCTEHTHOCT Ha BHPYCA H JOCETalIHOTO JIeYeHNE Ha NalHeHTa (BHX pasieil
5.1).
He e goxasana mossara OT nedeHHe ¢ Agenerase, OACHICHO ¢ ritonavir, IIpH NarHeHTH, KOUTO
HE ¢a JIEKYBaHH Aocera ¢ POTeasHu HHXAOHTopH (BIDK paszen 5.1).

4.2, Mo3upoBKa H HATHH HA NPHJIOKEHAE

Tepanusara Tpa6Ba na Obae HazHAYEHA OT JeKap ¢ ONHMT B nedeaueTo Ha HIV nadexmnsra.
Ha BcHaku nanuenTH TpAOBa na ce 00bpHE BHEMAaHHE KOJKO € BaXHO CTPHKTHOTO
chOMmoaBaHe Ha pexumMa Ha JIedenye.
Agenerase € 3a TIepOPAJTHO TPHIIOKESHAE H MOXKE Ja ce IpHeMa ¢ WK Oe3 XxpaHa.

Agenerase ce IIpeJyrara B kaTo pa3sTBOp 3a IepPOPATTHO IPANOKEHEE IPH €A H BE3PACTHH C
HEBE3MOKHOCT 32 IOLTBIIAHE Ha KancynuTe. BHOHaMIYHOCTTa TP MPHIOKEHUE Ha IISPOPAIHI
pastBOp Amprenavir e ¢ 14 % mo-Hucka OT Ta3H Ha Kancynute. [lopagu Tazu npuyrHa Agenerase
KamicyJM | Agenerase IepopalieH pa3TBop He ca B3aHMO3aMeHseMH Ha §a3a MHIKIpaM 3a METHTPEM
(Bmx pazzen 5.2).

Br3pacTaa ¥ noapacTBamd na 0 Hax 12 rogauu (¢ Texecno Ternao nax 50 kg):

TIpenopruaHara jo3a Ha Agenerase xarcynu e 600 mg aga IBTH AHEBHO H ritonavir 100 mg
ABa IFTH JHEBHO, B KOMOMHAIIHS C ZAPYTH aHTHPETPOBUDYCHH JIEKapCTBa.

Axo Agenerase Kancyis ce npuiarar 0e3 mopcuneaius edexr Ha ritonavir, Tpadsa ja ce
TIpEeMaT T10-BHCOKH o3H Agenerase (1200 mg nBa NBTH JTHEBHO).



®apMaKOKHHETHKATa, e(h)UKaCHOCTTa 1 §e301acHOCTTa Ha Agenerase B KOMOMHAINSE ¢ HUCKH
JI031 Titonavir HiE ApYTH OpoTea3HH HHEXUONTOPH OpH Jena He ¢a mpoydaeauy. [lopagy Tasu
IIPHYHHA IPHIIArageTo Ha NogoOHN KoMOuUBauy ITpy Aeta TpsOBa Ja ce n3bsrsa.

Jena mon 4 roguum:
Iopanu muIca Ha AaHHH OTHOCKO Oe30macHOCTTa ¥ e)EKAacHOCTTA IIPH Jela o 4-ToAumea
BB3pacT HE ce IpenophuBa ynorpedara Ha Agenerase pu Tix (BIK pazzen 5.2).

IlanpenTs B HanpeaHAJa BH3pacT:
(dapMaKoKHHETHKATA, ehHKacHOCTTa # 6€30IMaCHOCTTA Ha amprenavir He ca BH3CIEABaHH NpH
TAIEEHTH Hax 65-TrogumHa Br3pacT (BIK pasjen 5.2),

bripeunoc yBpemnane:
IIpu naunenty ¢ 0x0pedHO yBpeXKAaHe He ce Hajlara IPOMIHA B NIpUIIarasara 103a (BIK
pazzen 5.2).

YeprnonpoGHo yBpexxane:

OCHOBHEAT I'BT Ha MeTal0E3BM Ha amprenavir e npes yepHus Epod. Agenerase kancyia
Tps0Ba Jia ce W3MOI3Ba C BHUMAHKeE IPH NANKMEHTH ¢ YepHOAPoOHO yepexaane. [Ipu Tean
TI2ZIHEHTH He € ONpe/ieleHa KIMHEHYHATa erKkacHoCT B Ge30mackoCcT. 3a NanHeHTH ¢ 3epHOIpoGHO
yBpeXaaHe ca HAIHYHA (papMakOKHHETHYHH JJAaHHY 32 NPHIIOKEeHHe Ha Agenerase kancyiu Oe3
noxcunBam edekT Ha ritonavir. Ha ocHOBaHue dhapMakOKUHETHIHHMTE JaHHH J103aTa Ha Agenerase
TpsOBa sia Obae Hamanera Ko 450 mg ABa IHTH AHEBHO MIpH RE3PACTHY aNWeHTH © YMEPeHO i 10
300 mg nBa IHTH JHEBHO 3a NAIMERTH ¢ TEXKO YepHOoApobHO yepexnane. He Morart aa ce
HAIPABAT IPENOPEKY 32 NPUIOKESHHECTO Ha JIEKApCTBOTO [IPH Jiena ¢ 9epHOApoOHO YBpexkfaHe
(Bux pazgen 5.2).

VYnorpebata Ha amprenavir B KoMOKHAIMS ¢ rifonavir He € NpoydYBaHa IIPH HAIHEHTH C
gepHOApPOOHO yBpexkaaHe. He moraT fa OpAAT HanpaBeHH IPENOPEKH OTHOCHO AO3HUPAHETO HPH
Ta3u KoMOuHanusa. EFHOBpeMEeHHOTO IpHIIOKeHe TpaORa 1a € 0cOGeH0 BHHMAaTeIIHO IPH
TIAASHTH ¢ JIEKO i yMepeHo 4epHOEpoOHO yBpexaane. I[Tpn manrAeHTH ¢ TEXKO JepHOAPoOHO
YBPEXIaHe €IHOBPEMEHHOTO IPHIIOMKEHHE Ha TE3H JICKapCTBa € MPOTHBOIIOKA3aHO (BHX pasnen
4.3).

4.3. IlpoTnBoNoOKa3aHuA

CEBpEXYyBCTBUTEIHOCT KM aKTHBHOTO BEIIECTBO MM KEM HAKOE OT IIOMOIIHHTE BEIECTBA Ha
Agenerase KancyJi.

Agenerase He TpsOpa Jia ce MpHIIara ¢HBMECTHO C JIEKAPCTREHM UPOMYKTH ¢ TACHA
TepaneBTHYHa MHPHHA, KOMTO ca cybeTpaTtu Ha cytochrome P450 3A4 (CYP3A4).
EAHOBpEMEHHOTO HM MIPHIIOKEHHE MOXKe Ja ZOBele N0 KOHKYPeHTHO HHXuOHpane Ha MeTabomnsMa
HA TE3W NeKApCTRa M Xa Ch3Male BE3MOMKHOCT 3a CepHO3HH H/HIM XKHBOTO3aCTPANIaBaIlU HEXKEIAHH
peaKIiHE KaTo chpiedHa apuTMus (Hanp. amiodarone, bepridil, quinidine, terfenadine, astemizole,
cisapride, pimozide), umy mepudepeH Ba30CMa3bM HIIH HCXEMUS ¥ HCXEMUs Ha JPYTH THKAHH,
BENIOYHTENHO MOSBYHA WK MEOKapAHA HCXeMUs (Hap. IPOH3BOJHUTE Ha ergotamine).

Agenerase B koMOumamus ¢ ritonavir e MPOTHBOIOKA3aHa NIPH NAIHEHTH ¢ TEXKKO YepHOAPOOHO
yBpEXKIaHe.

He tpabea na ce mpmnara rifampicin eqsospeMeHHO ¢ Agenerase. Tol HaMansaBea Hal-HHCKaTa
mIasMeHa KOHIEHTpalliA Ha amprenavir ¢ npadmasurenso 92 % (Bux pasaen 4.5).

MPONYKTH C THCHA TepaleBTHIHa IMIHPHHA, KOHTO ca CHIIHO 3aBH
uanp. flecainide u propafenone (Bmx pazzen 4.5).
TlanwenTHTE, IpHEEMaK amprenavir, He TpsOBa fa yrorpes



NOHMKABAHE Ha NIa3MEeHHTe KOHIIEHTPAIHH K HaMalleHH KIMHAYHE e(eKTH Ha amprenavir (BIx
pazmen 4.5).

4.4. Cnenua/jinu NPOTHBOIOKA3AHAA H CiCOHAaJNHA NpeaAynpeRIeHUn 34 ynoTpeda

INanuenTute TpaOBa Aa OBAAT yBEeOOMIBAHH, Y& Agenerase HIM NPYTHTE IIPHIATAHM B MOMEHTA
AHNTHPETPOBHPYCHH JieKapcTpa He nexyeaT HIV urdexnuara i 9e € BE3MONKHO Pa3BUTHETO Ha
OTMOPTIOHHCTHYHME ME(hEeKITHA | ApyrH yenoxrerus o HIV nadexmiara. He e xoxazano, e
CHBPEMEHHEOTO AHTHPETPOBUPYCHO NedeHHe, BIIIOYBAmMO Agenerase, NNPefOTBPaTiIBa PUCKA OT
npenasane Ha HIV mocpeacTBoM NIONOB KOHTAKT WM KPhBHA KOHTaMuHanus. TpsOpa 1a
TIPOXBIDKABAT Ja OBIaT B3eMaHd NOIXOASIIA MPEATIa3HH MEPKH.

BE3 0cHOBA Ha CEBpeMEHHHETE JAHHH 32 (papMakoIWHaMUKATa Ha JIEKAPCTBOTO, amprenavir
TpsiOBa fa ce Ipuiara B KoMOrHaNHS ¢ Half-ManKo [Ba JPyTH aHTHPETPOBUPYCHH NpoAyKTH. Ilpn
IIpHJIATaHEeTO Ha amprenavir KaTo MOHOTepan#s OBp30 Ce NOABABAT PE3HCTEHTHH BUPYCH (BIK
paszen 5.1). Agenerase xancyi TpsOBa 0OOHKHOBEHO Jia ce IIprIara B KoMOuHalus ¢ ritonavir 4 B
KOMOWHAIIHS ¢ APYTH aHTHPETPOBHPYCHH JieKapeTsa (BIK pazzen 4.2).

YepHoapobHo 3a001BaHE:

bezonmacHocTTa B ¢hHKaCHOCTTA Ha amprenavir He € yCTAHOBEHA IIPH HallMelTH ¢ H3pa3eHn
CBIVETCTBAINA YepHOAPOOHA HapyIeHHs. Agenerase Kalicyln B KoMOumanus ¢ ritonavir e
IIPOTHBOIIOKA3aHAa IPH ITAITUEHTH C TEXKO JepHOApoOHO yBpekAane. IlanuenTnre ¢ Xxponuden
xertaTaT B unm C i AekyBaHH ¢ KOMOWHEpaHa aHTHPETPOBUPYCHA TEPans ¢a ¢ TOBHIICH PHUCK OT
TEXKH H NOTCHIHANHO (aTanHu 4epHOoNpoOHN HeKellaHu peakuny. B cayganTe, KoraTo ycropegHO
ce ppunara xetiaTur B una C aHTEBHpYCHA Tepamis, MO BMaiTe OpeABHA CBIIO CHOTBETHATA
IIPOAYKTOBa HAQOpMANH 32 TE3H JEKapCTBEHH IPOSYKTH.

I[Mpy man#\enTH ¢ IpefmecTBama YepHoapobHa uchYHKIM, BKI. XPOHHYEH aKTHBEH XCHaTHT,
TeCcTOTaTa Ha YepHOAPOOHNTe GYHKIMOHATHY HapyIIeHHs HO BpeMe Ha KoMOMHNpaHaTa
AHTHPETPOBUPYCHa Tepalikis € IOBHUINeHa U TpAOBa /1a OB4aT IPOCIIEAsSBaHK CBIIaCHO
CTaHJApTHATA IPaKTHKA. AKO ca HAMIE AOKA3aTENCTBA 38 BIOIIABAHE HAa 9€PHOAPOOHOTO
3aboJisiBaHe IIPH TaKuBa ITaIHeHTH, TpAOBa Jja ce 0OMHECIM peKbCBaHe HIIK TIpeycTaHOBIBaHE Ha
JIeYeHHETO.

JlexapcTBeny p3auMoneiicTBAS
EnnospemennaTa ynorpefa Ha Agenerase ¢ ritonavir u fluticasone uma apyra

ITIOKOKOPTHKOCTEPOU Y, KORTO ce MeTabomusupaT oT CYP3A4 He ce Ipenopsysa, OCBEH KO
TOTEHNUATHATA O34 OT JeYEHUETO HaJABHIIABa PUCKa OT CUCTEMHHM KOPTHKOCTEpOUAHH edeKTy,
BKII. cuaapoM Ha Cushing ¥ axpeHanHara cynpecus (BHK paspen 4.5).

MetaGomE3MBT Ha HEXHOHTOPHTE HA 3-XHAPOKCH-3-MeTHNTIyTapuil KoersuM A (HMG-CoA)
penykTasara lovastatin u simvastatin e cunso 3aBucHM o1 CYP3A4, €70 3am0 eqHOBpeMEHHATA
ymotpeba Ha Agenerase che simvastatin mmu lovastatin He ce IpenopsYBa, OpagH NOBHIIEH PHCK OT
MHOIIATHs, BKIIOUATENHO pabaoMuonusa. BErMaHAe cHINO Tpsa6Ba Aa ce 00phma ako Agenerase ce
npreMa eNHOBPEMEHHO ¢ atorvastatin, KoHTo ce MeTabonuzupa B o-Manka crenen or CYP3A4. B
TO3H ClIydai, Moxke Ja ce o0CchIu HaMalgBaHe Ha Jo3aTa Ha atorvastatin. Ako e mokazaHo IedeHHe ¢
HMG-CoA penyxTaseH HEXHOHTOp ce Ipenophdsa ynorpebGa Ha pravastatin ung fluvastatin (Bmx
pasgen 4.5).

HeoOxonnmo e mpociiefsBase Ha KOHICHTPaHATa IPH eMHOBPEMEHHOTO IPHIIOKEHHE Ha
Agenerase ¢ HIKOM JIEKAPCTBA, KOUTO MOTaT Aa NPWYHHAT CEPHO3HHE HIIM JXKHBOTO3AaCTpaIlaBaH
peaxiuu. Takupa TPOYKTH Ca carbamazepine, phenobarbltal phcnytom TpHHPIKJ‘II/I‘IHH

JIO MHHMMYM DHCKET OT RB3HUKBAHE HAa HOTCHIIMATHU NPOOIIEMH, C
eAHOBpeMEHHa ynoTpeda.

He ce npenoppuea eqnoBpeMeHBaTa yoTpeda Ha Agenerase
CHCTEMHO TIpHNOXKeHue) (Bk pasgen 4.5).



AHTHKOHBYIICaHTHTE (carbamazepine, phenobarbital, phenytoin) Tpsabea na ce npmiarar ¢
puuManue. [Ipy manuesT, IpHeMay €IHOBPEMEHHO TE3H JIEKapcTBa € BE3MOKHO Agenerase Ja e
¢ mo-Malka e)HKacHOCT NOPaay HaMaJIeHHTE Ha3MeHH KOHIIEHTpalMy Ha amprenavir (BEX pasziei
4.5).

IIpenoprdra ce MpociaeNIBaze Ha TEPaHEBTHYHHATE KOHIICHTPAIUY Ha JICKApCTBEHATE
IIPONYKTH, TIOATHCKAIIY UMyHHAaTa cucTema (cyclosporine, tacrolimus, rapamycin), KOraTo Te3u
JIeKapcTBa Ce HPUNIATaT eHHOBPEeMEeHHO ¢ Agenerase (BwoK pasznen 4.5).

IIpu ennoBpemeHHa ynorpeda Ha Agenerase ¢ PDES muxubntopn (Hamnp. sildenafil u
vardenafil) ce m3nckBa ocobeno BHEMaHME (BIDK paspen 4.5).

Ilpu eqeoBpeMeHHa yoTpe0a Ha Agenerase ¢ delavirdine (Bmox paszen 4.5) ce H3HcKBa
0coOEHO BHUMAHUE.

TpemoprunrenHo € HaMalsIBane Ha no3aTa Ha rifabutin ¢ maii-manko 50 % Ipr IpUIOKEHHETO
My ¢ Agenerase. Moxe ja e HeoOX0¥MO 1 FOIBIHATENHO HaMalsIBaHe Ha HO3aTa Ipu
xoMOmHMpaHe Ha JIEYEHHETO ¢ ritonavir (Bux pasgen 4.5).

EduxacHoCTTa Ha XOPMOHANHMTE KOHTPANENTHEH MOXKe Ja Oble IpoMeHeHa, Ho HIMa
JOCTATEYHO HH(OpMALKI, 3a Ia MOXKe Ja ce IPeABMAN NPHPOJATa Ha B3aMMOAESHCTBHUATA C
amprenavir. 3aToBa XIpH )KeHM BBB GepTHIHa BBE3pacT ¢e IPelopsaBaT alTepHATHBHE METOH 32
KOHTpauermus (Bix pa3nen 4.5).

He ce npenoprusa ennospeMenHaTa ynorpeda Ha Agenerase ¢ midazolam wimx triazolam
(Bmx pazmen 4.5).

EnroBpeMeBHOTO IPHIIOXKEHNE Ba amprenavir B methadone BOEM 10 HaMasBaHe
KoHUenTpammure Ha methadone. 3aToBa npH eNHOBpeMEHHO HPHIOKEHHE HA amprenavir i
methadone, nanuenTaTe TpssOBa Aa ObIaT pOCHeAFBAHY 3a II0SB8a Ha OIIMaTeH abCTHHEHTEH
CHEIPOM, 0CODEHO aKo IIpHeMarT | ritonavir B HHCKH Jo3H. [lonacTosmem He Morar Ja 651atT
HAPABEHA NPENOPHKH OTHOCHO HaMallfBage J03aTa Ha amprenavir, B CIIy9auTe B KOUTO
amprenavir ce Ipriiara egoppeMenHo ¢ methadone,

Agenerase kancyna cyaspxa sutamus E (36 IU/50 mg), 3aToBa He ce npenoprisa
JIOIBIHETENEH pueM Ha ButaMuH E.

Agenerase Kancynu chappikar u sorbitol (1E420). TlanuenTnTe ¢ pAAKO CpemaHaTa
HacnencTeena GpyKTO3HA HEIOHOCHMOCT He TpsOBa Zia IpHEMaT AEKapeTROTO.

Iopazy MOTEHIIHANHESA PHCK OT TOKCHIHOCT OT BHCOKOTO ChAbPKaHHe Ha HPOIHICHITIHKON B
IepOopaliHKs PasTBOP Agenerase, Tasd JeKapcTBeHa GopMa € IPOTUBONOKA3aHA [IPH Aela IO
4-romumHa BB3pacT H TpA0Ba N2 ce ynoTpebsBa BHEMATEIHO IPH HAKOU JPYI'H IPYITH NAIHEHTH.
3a enHa mHpOpPMANKS OTHOCHO TIPENITHCcBaHeTo TpOBa Ja ce yete KpaTKkara XapaKkTepycTHKA Ha
HpOAYKTa Agenerase IepopaleH pasTBOp.

O6pusr/Kokad peakiini
{Ipn moBeYeTo IanKenTH ¢ JieKka HIu yMepeHa dhopma Ha o6pHB MOYKE A ¢€ TPOIBIKH

HpuiarageTo Ha Agenerase, IIpHeMaHeTo Ha HOXXOSINY aHTHXUCTAMUHOBM IIPOAYKTH (Hamp.
cetirizine dihydrochloride) moxe Aa pemyuupa cEpOea ¥ ia yCKOPH ¥age3BaHeTo Ha oOpHBa. AXO
OOpHBET € TIPUAPYKEH OT CHCTEMHH HIIM ANepTHTHYA CHMIITOMH MM 3acArage Ha JIUTaBHIUTE,
IpreManeTo Ha Agenerase Tps0Ba Ja ce NpeyCcTaHOBH 3aBUHArH (BHK pasgen 4.8).

XIeprIHKeMHu

Ilpu manueHTy, IpHeMaNTy aHTHPETPOBUPYCHH JIEKapCTBa, BKIIOUHTENHO IIPOTEA3HH
HHXHOATOPH, C¢ 0TOeNsI3Ba pa3BUTHE Ha AHa0eT, XHIE =IERM]IM BIIOMIaBaHe Ha Bede IIPOABCH
3axapeH nquabet. IIpy HAKOM NanuenTy XAneprilKe ' @ K B HAKOH CIIydau e

JOBeNa 10 XeToanuno3a. MHOro oT manuenTHTe ca
KOMTO C€ ¢ HAJIOKHIIA TEPAIHA ¢ JIEKApCTRA, KOUTO!
XUTEPIIHKEMHS.

BCTOSHAA, IPH HAKOH OT
€ Ha nuaber u



JInnonmcrpodys

VeTanoBeHo e, ye xoMOHHHUpaHaTa aHTHPETPOBUPYCHA TEPAIIs ¢ CBhp3aHa ¢
IpepasnpeneleHne Ha TelnecarTe Massry (Jmnonucrpodus) npu HIV nanpenrn. He ca nascHes#
JBITOCPOYHETE HOCHCAHIIA OT TOB2 ABJeHAe. MeXaHH3MET HE € YCTaHOBEH HanbiHO. [Ipeanonara
ce Bpb3Ka MeXAy BHCIepanHaTa JIANoMaTo3a | NporeazHnTe REXuHOuTOpH (PIS), 1 munoatpodusta
¥ HyKICO3MTHHTE aHao3M, AHXUOHTOPH Ha obparHara Tparckpunrasa (NRTIs). Ilopuimenust
PHCK OT MUnonucTpodus ce CBHP3Ba ¢ HHANBHAYATHH (HaKTOPH KaTo HaupeJHalIa BE3DacT B C
(akTopH, CBBP3aHHU ¢ JIeKapCTBaTa, KaTO NO-ToIMa NPOXBIKHTEIHOCT HA aHTHPETPOBUpYCHATa
Tepams ¥ CBEp3aHH MeTa00NHTHE HapyeHns. KnpHuaansT Nperiae)] TpsOBa ia BKIIOYBa OICHKa
Ha (huzprdecku Oellesn 3a mpepaslipefencHyie Ha MasyguHnTe. 1pabBa ga ce 0OMMCHH H3MEpBaHe
HHEBATa Ha CEPYMHHUTE JUITHAY M KPHBHATA 3axXap Ha riaauo. JIMnuaanTe Hapymesus Tps0Ba Aa
ObaaT OBNAIsABAaHH 110 KIMHATHO NIpHETHTe HA9HEY (BIDK pasfeln 4.8).

Hanpenty ¢ xemodumms

ViMa nagHM 34 3acHIIeHO KBPBEHE, BKIIOYBANIO COOHTAHHH TOJKOKHH XeMaTOMH K
XeMapTpo3H, IIPH IAIHCHTH ¢ XeModms Tan A U B, nekyBarnu ¢ HpoTeasHn HEXuOnTOPH. [Tpn
HSKOH OT nargeHTaTe dakrop VII e naBan nonsmaaTeNHo. [IpH rropede o mONOBRHATA
PErHCTPHPaHH CIyYaH JEYCHHETO ¢ NIPOTea3Hy HHXUOUTOPH € NPONBIDKHIIO0 HilH € OIITo
BB300HOBEHO, aKO ¢ OMII0 IPeKECHATO, Bhipexy de MeXaHHU3MBT Ha BEHCTBHE BCE OINE HE €
H35CHEH, CIUTA Ce, Ye MOYKE JIa iMa IpAYMHHA BPB3Ka MEXIY 3aCHIeHOTO KbpBEHE 1 IpHeMa Ha
NpOAYKTA. 34TOBa MaNMeHTHTe XeMO(uIHIH TpsaOra Ja OBAAT YBeXOMEHH 32 BE3MOXKHOCTTA OT
3acHIEHO KBPBEHE.

CuHIpOM Ha HMYHHA DEaKTHBAIHA

ITpn HIV-uadexTHpany NalHeHTH ¢ TeXbK HMyHeH JeQUIHT DpH 3a09BaHe Ha KOMOHHHpaHa
anraperposupycra Teparit (CART) Moxe Ja ce HOSBH BB3IANMTEIHA PeaKiusg KbM
ACHMMNTOMATUYHH MM OCTATHYHM OTIOPTIOHHCTHYIHH IIATOTEHH M Jia JOBEe 1O CEPHO3HO KIHHMIHO
CHLCTOSHHE MIIH IO BIOINABAHE Ha CHMOTOMATHKATa. €31 peaknuu ca HabmogapaHu 00HKHOBEHO B
pPaMKHTE Ha IEPBUTE HAKOIKO CEAMUNM W Mecenn cierl Haganoro Ha CART. Taxupa npumepu ca
ITHTOMETaIOBHPYCHHAT PETHHHAT, TeHEPAIM3HPaHATA W/ OTHAMIHATA MHKODAKTepHATHH
HHQEKIWE ¢ THEBMOHIS, TIPHYMHEHa 0T Preumocystis carinii. Bcuuky BB3NAAUTEHE CHMITOMHA
TpsOBa Ja ce OLEHAT | JIa ce 3aIl0yHe JIeUeHHe, KOraTo € Heo0xXoaumo.

4.5, JlekapcTBCHH H APYTH B3anMOZeHCTBHS

Tporemeny ca NpoOyUBaHYS 34 B3aUMOACHCTBHITA Ha amprenavir, IPHIOKeH KaTo IpoTeaseH
HHXEOHTOD 3a MOHOTepanns. Korato amprenavir ce npreMa eJHOBPEMEHHO ¢ ritonavir, IpOQHIBT
Ba MeTabONHTHY TEKAPCTBEHN B3aNMOASHCTBIA HA ritonavir Moxe Ja JOMEHHPA, T KaTo
ritonavir e mo-momen CYP3A4 maxubdutop. Ritonavir cemo uexubupa CYP2D6 u naaynapa
CYP3A4, CYP1A2, CYP2C9 u nimoxoponosnnTpaschepasata. IIpean HaualoTo Ha TEpanus ¢
Agenerase u ritonavir Tps0Ba Ja ce HMa IpeBH ¥ ITBJIHATA JEKapCTBeHA HE(QOpManus Ha
ritonavir.

Amprenavir u ritonavir ce MeTaOONH3MpPAT ITIABHO B YepHHA Apob gpes ensuMa CYP3A4.
3aToBa JekapcTBa, KOWTO HMAT CHINHS IIBT Ha MeTa00IH3BM HIIH POMEHAT aKTHBHOCTTA Ha
CYP3A4, morar Ja n3MeHsT dapMaKkOKHHEeTHKATA Ha amprenavir. OT cBOs CTpaHa amprenavir u
ritonavir MOraTChINO fia IpOMeHsT (hapMakoKWHETHKATa Ha APYIH JISKapCTBa ChC CHINUA BT HA
MeTaGONH3EM.

Iporueonoxazany koMbananmm (BRex pasaen 4.3)

CYP3A4 cyDeTpaTi ¢ TECEH TepaleBTHYCH UHACKC
Apenerase He Tpg6Ba Jla ce NpHiIara eTHOBPEMEHHO ¢
TepaneBTHIHA IHPHHA, ChABPKANIN AKTHBHEY BEINECTBA
(CYP3A4). EngnospemenHata ynoTpela Moxe Ja JOBEAES

C TACHa
P450 3A4
Hpaue Ha



MeTalonu3Ma Ha Te3H aKTHBHY BEMICCTRA M IO TO3H HAYMH JIO NOBHINABaHe Ha INIa3sMeHHTe HM
HUBA ¥ N0 CEPHO3HY W/WMIH JKHABOTO3ACTpaNIaBaly HeXKEIaHH peakllHH KaTo Chp/edHa apuTMHS
(mamp. amiodarone, astemizole, bepridil, cisapride, pimozide, quinidine, terfenadine) wmi
nepudeper Ba3ocHa3bM HITH rexeMus (Hanp. ergotamine, dihydroergotamine).

CYP2D6 cybeTpaT € TeceH TEDANEBTHYICH HHIEKC

Agenerase c ritonavir He TpsOBa Ja ce Ipuiara eFHOBPEMEHHO ¢ JIEKapCTBEHH IIPONYKTH,
CHIBPKAINH aKTABHH BEIIeCTBA-CHIEO 3asEcHME 0T CYP2D6 merabonmsma 1 Ipy KOHTO
IIOBUINABAHE HA MIA3MEHHATE HM HHBA BOAH J0 CEPHO3HH H/HIIU JKHUBOTO3aCTPAIABAIIY HEXKETAHH
peaxuun, Te3n akTHBHE BemecTsa BKIousat flecainide u propafenone.

Rifampicin
EnnoBpeMeHHOTO HPHIIOKEHME C amprenavir e AoBelo Jo HaMasiBane Ha Cyin # AUC Ha
amprenavir croTBeTHO ¢ 92 % u 82 %. Rifampicin ye Tpa6Ba fa ce MpHmara eAHOBPEMEHHO C

amprenavir.

Kuvam xaumapuon (Hypericum perforatum)

CepyMunTe HEBA Ha amprenavir MoraT Ja ce IOHMKAT IpH eAHOBPEMEHHO IIPHIOKEHNE Ha
PaCTHTEIHY JIEKAPCTBEHH POAYKTH, ChABPIKAIH XBAT KaHTapuoH (FHypericum perforafumy). Tosa
JeHCTBHE ce ABIDKH Ha MHAYNUpAHe OT XBITHSI KAHTAPHOH HAa EH3UMHTE, MeTaboaM3upamu
nekapcrroTo. [lopany Tasu npr4HHA Agenerase He TpsaOBa fa ce KOMOHHMpA ¢ paCTUTENHA
NEKAPCTBEHH HPOAYKTH, ChABPIKANIHN KEAT KAHTAPHOH. AXO MaHEHTHLT Bede IPHEMa PaCTHTEIHI
TIPOIYKTH, CBIBDIKAIIHA BT KAHTAPHOH, TPAOBA Ja ce IpOBEpsT BHBATA HAa amprenavir | 1o
BE3MOKHOCT BUPYCHHTE HHBA, H 12 e CIIpe NPHEMbT Ha PACTHTeNHHATE mpoaykTH. Hupara Ha
amprenavir MOJKe Ja HapacHAT IPH CHHEPAHeTO Ha JEKapCTBOTO, ChABPIKAINO JKBIT KaHTApPHOH.
ToBa MOXe Jia HATOXH NPOMsIHA B J103aTa. Ha amprenavir, MEAymEpamuar edekT MOXKe aa
TIEPCHCTHPA Hall-ManKo 2 ceIMHIM CJIe] IPEKPATIBaHe Ha JICYSHHETO ¢ IPOXYKTA, ChybDKAIN K BIT
KaHTapHOH.

» IToyru KOMOHHAIN
Ja ce B3eMe IO BHUMAHNE, Y€ NAHHHTE 32 HOCOYEHHTE NI0-ROTy B3aHMOAEHCTBHA ca

IIOJIYY4€HH NIPH BB3PacTHH.

AHTHDETDOBHDVCHH JEKapCTBa

o Ipomeasuu unxubumopu (Pls):

Indinavir: AUC, Chin ¥ Ciax Ha indinavir Hamanaear cs0TBeTHO ¢ 38%, 27% u 22% npu
eIHOBPEMEHEH NpHeM ¢ amprenavir. KIMHIIHAaTa 3Ha9MMOCT Ha Te3H H3MEHEHH He € YCTaHOBEHA.
AUC, Cyin 1 Crax Ha amprenavir ce ysenugdasar csoTeerao ¢ 33%, 25% u 18%. He ¢ meobxonumo
KOpHIHpaHe Ha HO3EPOBKATa HA KOWTO M [a € OT JBara IPoAyKTa, koraro indinavir ce nmpuiara B
KOMOHMHAIMSA ¢ amprenavir.

Saguinavir: AUC u Cyin Ha saquinavir samMansasar c¢soTBeTHO ¢ 19% m 48%, a Cyyax ce
nosdmasa ¢ 21% mpyu egHOBpeMEHEH MpHeM ¢ amprenavir. KIIHHAYHATA 2HAYHMOCT Ha TE3H
n3menenns ue ¢ yeranosena. AUC, Cpin u Crmax Ha amprenavir HaMalgBaT chOTBETHO ¢ 32%, 14%
% 37%. He e Heo6X0IHUMO KOpHTHpaHe Ha JO3HPOBKATA Ha KOHTO H Ja € OT ABaTa MPOJYKTa, KOraTo
saquinavir ce mpanara B KOMOMHAIHS C amprenavir,

Nelfinavir: AUC, Cuin ¥ Crmax Ha nelfinavir ce yBenuuagat ce0TBexHQ ¢ 15%, 14% u 12% npn

efavirenz no-goiy).




Ritonavir: AUC u Cpin Ha amprenavir ce yBeln¥aBaT cs0TBETHO ¢ 64 % u 508 %, a Cpax
Hamaypiea ¢ 30 % xoraro ritonavir (100 mg xBa I¥eTH JHEBHO) ce IprieMa eAHOBPEMEHHO ©
amprenavir (600 mg nBa 0BpTHE JHEBHO), B CPAaBHEHHE ChC CTOMHOCTHTE, OMYYeHH ClIES IIpHEM Ha
amprenavir (1200 mg aBa xeTH AHERHO). B KNuHIMHY H3MHTBAHAS ¢ HPAIIOXKEHHE Ha amprenavir B
nmoza 600 mg aBa WETH AHEBHO H ritonavir B 1o3a 100 mg ABa IBTH AHEBHO Ca IIOTBBPJEHH
eprKacHOCTTA K OS30IaCHOCTTA Ha TO3M PEXHM.

Lopinavir/ritonavir (Kaletra): B orxputo hapMakoKHHETHYHO IIpOyIBaHe, HE3aBHCHMO OT
xpaneseTo, AUC, Chpin ¥ Crax Ba lopinavir HaManssat cboTBeTHO ¢ 38 %, 28 % u 52 % xoraro
amprenavir (750 mg xBa WeTH JHEBHO) € IpHeMaH B KomOurauus ¢ Kaletra (400 mg lopinavir +
100 mg ritonavir gsa neTH AHeBHO). B cpmoto npoyusane AUC, Chin i Chax Ha amprenavir ce
TIOBHINABAT CHOTBETHO ¢BC 72 %, 12 % 1 483 %, B cpaBHeHHe chC CTOMHOCTHTE CiIE] HPHAEM Ha
cTaumapTHATE Ho3d amprenavir (1200 mg nBa TETH AHEBHO).

ITnasmennTe Cin CrOMHOCTH Ha amprenavir, JOCTUTHATH IIpY IIpHEM Ha KOMOUHaNAATA OT
amprenavir (600 mg xsa wpTH fHEBHO) U Kaletra (400 mg lopinavir + 100 mg ritonavir 18a IsTH
HHEBHO) ca Mo-HucKM ¢ nprdnusutenHo 40-50 % B cpaBEEHEE CBC CTOHHOCTHTE, JOCTHIHATH IIPK
npueM Ha amprenavir (600 mg nBa IETH AHEBHO) | ritonavir (100 mg Ba IETH JHEBHO).
JTo6GapsaseTo Ha ritonavir KM pexxumMa amprenavir u Kaletra nopumasa croiinoctate Ha Cyin Ha
lopinavir, 50 He u Te3H Ha amprenavir. He mMorar a 651aT HalpaBeHu IPENIOPHKH 34 JO3HPAHETO
Ha amprenavir u Kaletra npH eAHOBPEMEHHOTO HM IIPHIOKEHKE, HO & HeoOX0UMO BHEUMATEIIHO
IIpoCHeIsABaHe, ThH Karo Oe30racHocTTa H ehKacHOCTTa Ha Ta3H KOMOHHAIMS HE ¢a YCTAHOBEHH.,

e Hyxneozuowu aHanoszu unxubumopu Ha copamuama mpanckpunmasa (NRTIs):

Zidovudine: AUC 1 Cpay 82 zidovudine ce ypemrgarat ¢rorBeTHO ¢ 31% 1 40% npu
eaHoBpeMenen npueM ¢ amprenavir. AUC u Cray Ha amprenavir ocTaBat HenlpoMeHeHH. He e
HeoOX0HMO KOPUrHpaHe Ha AO3MpOBKaTa Ha KONHTO H Ja € OT ABaTa NPO&yKTa, koraro zidovudine
ce IpuJIara B KOMOMHAIINS ¢ amprenavir.

Lamivudine: AUC 1 Cpax Ha lamivudine u amprenavir ocTaBaT HEIPOMEHEHH IIPH
eJHOBpeMEHeH IPUeM Ha XBaTa JeKapcTBeHH NpoaykTa. He e HeoOX0AuMO KOPHTHPAHEe Ha
IO3MpPOBKATa HA KOWTO M [a € OT ABaTa NponyKTa, Koraro lamivudine ce mprmara B KoMOHHAIuS ¢
amprenavir.

Abacavir: AUC, Cpin ¥ Czx Ha abacavir ocTasaT HeIIpOMEHEHH IIPH €AHOBPEMEHEH IIPHEM C
amprenavir. AUC, Cupin ¥ Crax Ha amprenavir ce yBeIMuaBaT ChOTBETHO CbC 29%, 27% 1 47%. He e
HeoBGX0oNuMO KOPHTHpPAHE Ha JO3HPOBKATA Ha KOHTO M Ja € OT JjBaTa IIPOAYKTa, KoTaTo abacavir ce
mpHiIara B KOMOHHaIKS ¢ amprenavir.

Didanosine: He ca mposexaany $apMAKOKUHETAYHE IPOYIBaHHS ¢ amprenavir B KoMOuHaus
¢ didanosine; Bce waK, IOpafgH HAMMINETO Ha aHTHALMEH KOMIIOHEHT C€ IPENOphYBa MpHaraHeTo
ua didanosine u Agenerase pasienHo ¢ HHTEPBaJ OT Hail-MaJIKo ¢IHH Yac (BHK HO-TOIy

AHTHAUMHA TIPOTYKTH).

o Henyxneo3udnu unxubumopu na oopamnama mparnckpunmasa (NNRTIs):

Efavirenz; Fima na6inofenns, 4e npx Bb3pactHA efavirenz BaMaisiBa Cuax, AUC # Cpjnss HA
amprenavir ¢ npubnusutenso 40%. Korato amprenavir ce npHema ¢ ritonavir, epexTsT Ha
efavirenz ce xomnencupa ot 6ycTepHns hapMakoKHHeTHIeH edexT Ha ritonavir. ITo Tasu mpuanHa
axo efavirenz ce mpreMa B KoMOHBauus ¢ amprenavir (600 mg nBa IETH JHEBHO) ¥ titonavir (100
mg una 200 mg nBa IHTH AHEBHO) HE Ce Halara IpoMsHa B JO3HPOBKATA.

He ce nasara npoMsHa B JO3UPOBKaTa Ha KOHTO ¥ Ha € OT IIPOXYKTHTE LB CIIy9auTe KOraTo
efavirenz ce mpuema B KoMOHMHAIHS ¢ amprenavir u nelfinavir,

He ce npenoppysa nedenue ¢ efavirenz B KoMOHHAHSA ¢ amprg
ce HaMallHJIa eKCIIO3UIMATA Ha ABaTa IPOTeasHl HHXHOUTOpa.

pitf KaTo OH



He Moxe 12 ce Mpenopbya JOIRPORKA 32 SNHOBPEMENHOTO IPHNOKEHNE Ha amprenavir B
KOMOHHAIAS ¢ ApYT OpoTeaseH HHXuOUTOp ¥ efavirenz npu mera. Iloxo6ru xombuHaIym TpsdbBa
Jia ce n30ATBaT IpH aUEHTH ¢ YEPHOAPOOHO YBpeKIaHe.

Nevirapine: Ha ocroBata Ha AeHCTEHETO MY BBPXY APYrH npoTeasun uaxuontopu Ha HIV & Ha
OTpaHHYEHUTE HATMYHYE JaHHH, ¢ IpeAnoiara, 9e nevirapine Moxe a HOHIKHA CEPYMHUTE
KOHNEHTPaNHy Ha amprenavir.

Delavirdine: IIpu exporpemenen npueM ¢ amprenavir AUC, Cpax 1 Cyin Ha delavirdine
HaMaJsIBaT CHOTBETHO ¢ 61%, 47% u 88%. AUC, Crax 11 Chyjn Ha amprenavir ¢e yBelIHYasar
CEOTRETHO ¢he 130%, 40% u 125%.

He moxe na ce npenopeya JO3UPOBKA 3a €AHOBPEMEHHOTO NPHIIOKCHEE Ha amprenavir u
delavirdine. Heobxomimo e BHEMaHNE TIPH eHOBPEMEHHO HPHIIOKEHAE Ha TE3H IEKAPCTBCHH
TIPOXYKTH, THii kaTo delavirdine Moxe na e mo-Manko edrracer NOpany HaMaeHy | IOTEHIUATHO
cyOTepaleBTHYHHM IINa3MEHH KOHICHTPAIHHM.

He Morar gz 651aT HanpaBeHY NPENOPEKH 3a JOSHPAHETO TIPH €AHOBPEMEHHOTO TIPHIIOYKEHHAE
Ha amprenavir u ritonavir sucky no3u ¢ delavirdine. [Ipu emHOBpeMEHHO IIPHIOKEHHE HA TE3H
HeKapcTBa ce MperophuBa BHAMATEHO KIIHHIIHO B BHPYCONOTEIHO IPOCIeASBaHe, Thif KaTo ¢
TPYAHO Ja ce NpeaBHAM e(PeKThT Ha KoMOHHAUMATA OT amprenavir | ritonavir pspxy delavirdine.

ABRTHOHOTHIA/IPOTABOTEOMYKOBH NPOIYKTH:

Rifabutin: EgnoBpeMeHHIAT HpHEM Ha amprenavir ¢ rifabutin ¢ qosen go 193 % yeenugaeHue
Ha AUC na rifabutin u ysenudenne Ha cBBp3anute ¢ rifabutin Bexenany JexapcTBEHN peaxIiyH.
VBemueHHTe MIa3MENH KOHIERTpalny Ha rifabutin BeposttrO ca pesynrar oT uHxulupanero ot
cTpaHa Ha amprenavir Ha Mepumpasus ot CYP3A4 metaboimzsm Ha rifabutin. Benpexu ge He e
HAIALE KIMEAYHa WHGOopMais, KOraTo OT KIHHIYHA MlefHa TOYKa € Heo0X0AuMOo
eIHOBPEeMEHHOTO MpIiIoKeHue Ha rifabutin u Agenerase, npenopruBagaTa J03HpoBKa Ha rifabutin
TpaOBa ga ce HaMaIH Hal-Manko naronoswaa. ITpy exrospeMeHeH IpueM Ha ritonavir
KOHIIeHTpanusATa Ha rifabutin Moxe fa ce yBenuau nosede.

Clarithromycin: AUC u Cyyy, Ha clarithromycin octaBaT BenpoMmeHeRH, a Cpyy HaMangsa ¢ 10%
npu exsoBpeMeneH npueM ¢ amprenavir. AUC, Chi B Chax Ha amprenavir ce yBenu4aBaT
cBoTBeTHO ¢ 18%, 39% 1 15%. He ¢ Be0OX0AMMO KOpHIHpaHe Ha JO3UPOBKATa HAa KOHTO U Ja € OT
TPOAYKTHTE NPY eJ{HOBPEMEHHO IIprunoxeHne Ha clarithromycin m amprenavir. IIpn eTHOBpeMeHeH
TpueM Ha ritonavir KoHIeHTpauusTa Ha clarithromycin MoXe Aa ce yBEIHIH.

Erythromycin: He ca nposexIany (apMaKOKUHETAYHE IPOyIBaHMs Ha Agenerase B
KoMOuHaIs ¢ erythromycin; Bce ITak CHIIECTBYBA BH3MOKHOCTTA NNIa3MEHHTE KOHHEHTPallHd B Ha
JBaTa MeJUKaMEeHTa J1a ce IOBHUINAT HPH CHHOBPEMEHEH IIPHEM.

Ketoconazole: AUC u Cyax Ha ketoconazole ce ysenumuasat croTBeTHO ¢ 44% 1 19% nipn
eHOBpeMeHeH npueM ¢ amprenavir. AUC ma amprenavir ce yBenudasa ¢ 31%, a Cpax HaManssa ¢
16%. He ¢ seoOxonumo KOpHTHpaHe Ha JO3APOBKATa Ha KOHTO M A € OT NPOIYKTHTE IIPA
eMHOBPEMEHHO TIPHIOKeHHe Ha ketoconazole u amprenavir. IIpu eqHOBpeMeHEH IIpHEM Ha
ritonavir KOHIeHTpanuaTa Ha ketoconazole MoKe f1a ce YBEIHIH NoBede,

Jpyra BH3MOKHHE B3auMonelicrBHA!

W36poeHnTe T0-K0ITy JEKapCTBa, BKIIOYHTENHO YIIOMEHATHTE CyOCTpaTy, MHIYKTOPE WK
uaxuburopu Ha CYP3A4, npunoxeHH eHOBPEMEHHO ¢ Agenerase Morar Aa JoBeAat A0
B3auMomedcTrrs. KinAvanara 3HauHMOCT Ha TONOOHN BE3MOKEY JIEKAPCTBEHH B3aHMOXEHCTBHS
HE € ¥3CHe/(BaHa U He € H3BecTHA. 3aT0Ba NanueRTUTe TpsOBa Ja ObaaT HabIIoAaBaHM 3a
HHTOKCHKALIMH, IPHENHEHH 0T XoMOUHUpaHeTo Ha Agenerase ¢ II HIoRapCTEa.

Aumuayudnu nexapemea: Ha ocHoBaTa Ha HEQOpMaHATa &4 APV
NPENOPHYBa Ja He Ce NpueMaT aHTHAHUAHM CPEIICTRa ¢IHOBD
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AnmurxoneyIcanmny akmueHy eeulecinea

EnHoBpeMeHHOTO IPHIIOKEHAE HA AmMprenavir 1 aHTAKOHBYICAHTHA AKTHBHH BEINECTRA,
H3BECTHH KaTo ensuMuy nanykropu(carbamazepine, phenobarbital, phenytoin) moxe xa nosene xo
IIOHIDKARAHE Ha INIA3MEHHTE KOHIIEHTpaluK Ha amprenavir. Te3u komOuHanmuu TpsaOsa fa ce
IIpHIaraT BHUMATENHO, KaTo e pelropbaBa NpocieaIBaHe Ha TepaleBTHIHATa KOHIEHTPAITASL
(Bmx pazgen 4.4).

Benszoduazenuny: amprenavir MoJke Jja OBHNIN CEPYMHHATE KOHIIGHTpaIyy Ha alprazolam,
triazolam, midazolam, clorazepam, diazepam u flurazepam, KO€TO X2 JOBENE X0 3aCHIBaHE Ha
ceaTHBHHA UM edeKT (BIK pazuen 4.4).

Kanyueeu anmazonucmu: CepyMBuTe KoHIeHTpanuy Ha amlodipine, diltiazem, felodipine,
isradipine, nicardipine, nifedipine, nimodipine, nisoldipine u verapamil MOrar xa ce HOBMIIAT OT
amprenavir. Ilopangu ToBa TSXHATAa aKTHBHOCT H TOKCHYHOCT MOXKE JIa C& HOBHINAT.

Jexapemea 3a nevenue Ha epexmunna ducyrxyus: Be3 ocHOBa Ha HEQOpMAIIHATA 32 APYTH
TIpoTea3H: HHXUOHTOPH TPsiOBa J1a ce MOAXOXK A BHUMATEIHO IPH NpennuceaseTo Ha PDES
uaxubuTopi (sildenafil u vardenafil) sa ranmenTH, Hpremamu Agenerase. EXHOBpeMEHHOTO
IIPANOXEHNE ¢ Agenerase MOXKe 3HAYUTENHO Ja NOBHIIK IIa3MEnuTe KoHenTpanyuy Ha PDES
HEXACATOPHTE U CBEP3aHKTE C TSIX HEOXENaHH CHOUTHS, BKJI. XMIFOTOHES, HApyIIEeHHs Ha 3pEHHETO
H Ipranmu3sM (BIXK pasgen 4.4).

Fluticasone propionate (g3aumodeticmeue ¢ ritonavir): B KTUHAYHO U3NUTBAHE, IPH KOSTO
ritonavir 100 mg Kamcynu ABa XIbTH JHEBHO € IIpHANokeH enHoBpeMenHo ¢ 50 pg fluticasone
propionate HHTpaHa3aNHO (4 IETH AHEBHO) 3a 7 AHU IPH 3/[paBY MHAUBHLH, [JA3MEeHHTe HHABa Ha
fluticasone propionate ca ce FOBHIIMIIE 3HAYATEHO, JOKATO CHITAHCKHUTE HABAa Ha KOPTH30Ja ¢a ¢e
TOHIKHIH ¢ mpuOmE3aTenHo 86 % (90 % wnarepsan Ha noseputennoct §2-89 %). Ilo-ronam edexr
MOXKe 12 ce O9axBa IIpH mHxanupane Ha fluticasone propionate. IIpu manuerTy, NpreManty
ritonavir u fluticasone propionate WAXaNaTOPHO UIIH HHTpaHA3aNHO, HMa CEOOMIEHHS 32 [105Ba Ha
CHCTEMHH KOPTHKOCTEPOHIHY ebeKTH, BKIIOUHTEIHO CHHAPOM Ha KaIKHr ¥ IOATHCKaHE Ha
HanOBEOpedHnTe XKIIe3H. Tora MOXe Aa ce Habmoasa i IpH APYTH KOPTHKOCTEPOHAH, KOHTO Ce
Meraboymsupar mo neTs Ha P450 3A, manp. budesonide. Crrenosarenso, eXHOBPEMEHHOTO
npEjarafe Ha Agenerase ¢ ritonavir ¥ Te3s NEOKOKOPTHKOBAH HE C€ IIPEIIOPHYBa, OCBEH KO
BH3MOMHNTE IIOJIZH OT JIedeHHeTO He IpeobiafaBaT Hali pucka OT CHCTEMHHE KOPTHKOCTEPOUIHA
edexTH (BrK pasnen 4.4). Tpsbra Aa ce oOMHCIH NpoMsHA Ha A03aTa Ha TIOKOKOPTHKOCTEpOHa
CHC CTPOTO NpOCHie/BaHe Ha MECTHHTE H CHCTEMEH eeKTH UM IPEMHUHABAHE KBM JpYyr
KOPTHKOCTEpOu, XouTo He e cyderpar Ha CYP3A4 (namp. beclomethasone). Ocsen ToBa, pu
IpEeKbCBaHe [IpHeMa Ha FIIOKOKOPTHKOCTEPORIH MOXKE fa C€ HAlIOJKH IIPOFPECHBHO HaMallIBaHe Ha
Ho3aTa 3a NO-NpOABILKUTENSH HEPHOX OT BpeMe. Bee ofme He ca H3BeCTHY e(peKTHTE Ha CHCTEMHA
eKCIIO3UIEA Ha BHCOKH n03u fluticasone BepXy nna3sMaHUTe HUBA Ha ritonavir.

HMG-CoA pedykmaznu unxutumopu.: Odaxsa ce HMG-CoA penyKkTazsHATe HEXHOUTODH,
yuiTo MeTabonuseM cHiHo 3asucH oT CYP3A4 , karo lovastatin 1 simvastatin, na uMaT
HOAYESPTAHO [IOBMIIEHH NNa3MEHH KOHIICHTPAIUH, KOTaTo CE IpHJIaraT eXHOBPEMEHHO C
Agenerase. Tt kaTo nosumenn kounenTparmmn HMG-CoA penykTasHu HHXHOHTOPH MOTAT Ja
[EPHIHEEST MHOHATHS, BKIOYHTENHO pabIoMAONIN3a, KOMOMHALEATA HA Te3H JEKapCTBEHM
IIPOAYKTH ¢ Agenerase He ce npenoprapa. MeTabonu3MET Ha atorvastatin € IIo-Manko 3aBHCHM OT
CYP3A4. Korato ce mpuiara ¢ Agenerase ce npernopbusa IpuAnarage Ha Half-HUCKaTa BE3MOXKHA
Io3a atorvastatin. MerabonusmbT Ha pravastatin i fluvastatin He e 3aBucEM oTr CYP3A4 u
B3aUMOAEHCTRBHA C IPOTea3Hu HHXHOUTOPH He ce ouakBaT. Axo e nokasaro Jegenre ¢ HMG-CoA

cyclosporin, rapamycin 1 tacrolimus Morar ga ¢e IOBHIUAT IIf]
amprenavir (Bmx paznen 4.4).




Memaodou u onuamuy npou3eo0HY: eTHOBPEMEHHOTO TIPHIMKEHIE Ha METAIOH H amprenavir
BOIH 10 HamangsaHe Ha Cpax 1 AUC Ha axTiBHAS MeTamos0R eHanTrHoMep (R-enantiomer)
CROTBETHO ¢ 25 % u 13 %, noxato Chax, AUC i Cphin Ha HEAKTHBHHS METAHOBOB €HAHTHOMED
(S-enantiomer) HamansBaT CHOTBETHO ¢ 48 %, 40 % u 23 %. IIpu eAHOBpEMEHHO NPHIIOKEHEE Ha
METaLOH W amprenavir naAeHTHTe TpsadBa fa OpAaT NpocieasBany 3a Pa3BUTHE BA ONHATEH
abCcTHHEHTEH CHHAPOM, 0cOOEHO aKo ce TIpHiiara U ritonavir B HACKH JIO3H.

IIpu cpaBHeHHe ¢ KOHTPOIHA TPYIa € YCTAHOBEHO, I¢ SAHOBPEMEHHOTO IPUIIOKEeHHe Ha METal0H U
amprenavir Bogu o Hamansgsae Ha AUC, Cpax i Crin Ha cepyMHES amprenavir ¢csoTBeTHO ¢ 30 %,
27 % u 25 %. IlonacrosmeM He Morar fa ObIaT HapaBeHH NIpelIOpBKH OTHOCHO HaMalisBaHe
Jlo3aTa Ha amprenavir IpH eZJHOBPEMEHEH TIPHEM Ha amprenavir 1 MeTafioH Iopaay HuIcKaTa
HafgeXIHOCT Ha pe3yNTaThTe, CEOMpany IpH HeCHOTBETCTRAINA KOHTPOJIHA IPyIIa.

Hepopannu anmuxoazynanmy: IPETOPHIBA CE 3ACHIICHO IPOCIIEAABARE HAa MEXAYHAPOIHOTO
CTaHAaPTH3HPHO CROTHONICHHEE B CiIyyaii Ha mpuiarane Ha Agenerase ¢ warfarin mnmm npyra
HEepPOPAIHH AHTHKOATYIAHTH HOPaiy BE3MOMHOTO HaMaJpsiBate UM IIOBANIABaHe Ha
arTATpoMOOTHYRKS AM edekT (BIXK paszen 4.4).

Cmepoudy: EcTporenare U IPOreCTOreHHTE MOJKE jla B3aUMOJIeHCTBAT ¢ amprenavir, HO
HAJIMYHATa KbM MOMEHTA HHAOPMANKS He € JOCTaThYHA J1a ce ONPEJENH CTECTROTO Ha
B3aEMOZeHcTBEETO. EngospeMennoto npunoxkenue ga 0,035 mg ernaun ectpaguon # 1,0 mg
popeTeHapod Boau no wamanaeade Ha AUC u Cpi, Ha amprenavir ceoTBeTHO ¢ 22 % 1 20 %. Ciax
octasa HenpomeneHa. Cpy, Ha eTHHAN ecTpanuon ce e nopummia ¢ 32 %, a AUC u Cyip Ha
HOPETHHAPOH ca ¢e MOBUITIH ¢50TBeTHO ¢ 18 % 1 45 %. Ha xxenuTe BEB (PepTHIIHA BE3PACT Ce
HpPeIopEYIBa UAMOI3BAHETO HA AITEPHATABHEN METOAH 32 KOHTpauenuus. 11pn eqaospeMeneH
IpHeM Ha ritonavir ebeKThT BEPXY KOHUEHTPAMHTE HAa XOPMOHAIIHHTE KOHTPALCIITHBH HE MOXe
Jia ce HPEIBUIH | Ce IPENOPHUBAT ANTePHATHBHY METOJM HA KOHTPAIICITHES.

Tpuyugnuyny aumudenpecanmy: IPEHopbIBa ce BHUMATEIHO IIPOCIIeisBaHe Ha
TeparleBTHIHKITE H Ha HEXENAHUTE JEKapCTBEHH PEaKIME Ha TPHIUKIHYEITE aHTHACHPECaHTH
(marpumep desipramine u nortriptyline), koraro ce mpHaraT eTHOBpEMEHHO ¢ Agenerase (BHK
paszen 4.4).

[Tpveu eemecmea: TInasMeHATe KOHUEHTPALHH Ha APYTH BEIIECTBA CHIIO MOTaT Aa 6vAart
HIOBHIIEHH OT amprenavir, KaTo 9acT OT Ta3u Ipyma ca clozapine, cimetidine, dapsone, itraconazole
u loratadine. Hsaxou BemecTra MOTaT qa MMAT CEpPHO3HE HE)XENAHH peaKuyy NIpH NpHEMaHeTO HM ¢
Agenerase (nanp. Lidocaine, nipumoxes cucTeMBO, 1 halofantrine). He ce mpemoprusa
eIHOBpeMeHHaTa uM ynoTpeba (BIDk pasgen 4.4).

4.6. BpeMeHHOCT H KbPMCHE

Bpementocm: Hama 10CTaTHIHO JaHHE 32 YIIOTpe0aTa Ha amprenavir Ipx GpeMeHiy KeHH.
I[Tpoy<BsaHEs HpH XHBOTHY Ca IOKA3aMH PeIPOSYKTHBHA TOKCHIHOCT (BIK pasnexn 5.3).
[ToTeHIHANHANT PHCK TP XOpaTa He € H3BECTEH.

To3H JeKapcTBeH IIPOAYKT TPsOBa fa ce IpHlara 1o BpeMe Ha OpeMEeHHOCTTa CaMO aKo Ciel
BHHMaTelHa Ipelenka BE3MOXKHUTE HOJN3H HafBHIABAT NOTCHIMAIHHIS PHUCK 32 IUIOAA.

Kwopmene: Cporau Ha amprenavir BEIECTRa ¢4 OTKPHTH B MIKOTO HA IUIEXOBE, HO HE €
H3BECTHO JAlM amprenavir ce eKCKpeTHpa B YOBEDIKOTO MILKO. [Ipu H3ciensane 3a
PENPONYKTHBHOCT Ha GpeMEeHHH IUTHXOBE HPHIIOKEHKTE NO3H Ipe3 IEPUO/ia OT HMIIIAHTAIHS 10
TaKTaN¥s ¢a AOBEIIH 0 HaMaleHO HajNaBaHe Ha TerJi0 B IIOKOJIEHHETO 10 BpeMe Ha KEPMEHETO.
CucreMHaTa SKCHO3HIMS Ha ITBXOBeTe Maiiky IIpH ToBa HabimoAeRMe € Ouia cxXoqHa C Ta3H 3a
YyoBEeKa, CIef IPIIOKEeHHE Ha IIpellopryaHara £o3a. [[o-naTtarsmuOTO pass
TIOKOJIEHHS, BKIIOYATENHO HEepTANHOCTTA ¥ PEIPOIYKTUBHHATE BE3MOXKE
OT HpHIAraHeTo Ha amprenavir Ipy MafkuTe.

Ha matixu, nexkypasm ¢ Agenerase, ce DperopbdBa Ja He KEPMIAT;
3apazenu ¢ HIV jxeHH [1a He KBPMIIT, 32 1a IPeiasaT IOKONEHHETO




4.7. Edextn BopXy cnocobuHocTTa 32 mopupase H padoTa ¢ Manmam

Hsma mpoBeneHd IIpoydBaHus 32 e(heKTH BepXy crrocobHocTTa 3a modupare i padora ¢
Marmay (BuK pasgen 4.8).

4.8. He:xenaHM JieKAPCTBEHH PeAKIAA

BezonacHocTTa Ba Agenerase B KOMOHHAIS ¢ APYTH aHTHPETPOBHPYCHHU JEKapCcTBa IpH
BBH3PACTHH H Aela Hax 4-FOAHINHA BE3PACT € IpoyIeHa B KOHTPONHPaH KITHHUIHE H3IIHTBAHAS.
Hesxenannte eKkapcTBEHH PEAKUHH, 32 KOUTO ¢ IIPHEMA, Y€ €2 CBBP3aHH ¢ JICYEHHETO C
Agenerase, ca TaCTpOMHTECTHHATIHE IIPOABH, OOPHEH U OpalHa/IieprHopanHa napecTe3ns. [losegero
HEXENAaHH PEeaki(iy, CBEP3aHH ¢ Tepalusra, ca O1id ciabo JO CpefHO IPOSBEHH IO TEXECT, ©
PaHHO HAYAJIO M PARKO Ca BOACHH O OTPaHHYCHHA B JEYEHHETO. 3a MMOBEYCTO OT Te3H PEeaKuuH He
€ SICHO JIaJIf ca CRLP3aHy ¢ NIPHIIOKEHUETO Ha Agenerase, CbC ChbIBTCTBAINOTO JISUSHHE,
uanomsano npu HIV 3abonspsadeTo mwim ¢ npoTHYaHeTo Ha caMara Goect.

TIposieenusT npodun Ha Oe30MacHOCT IpH Aela € HoA00eH Ha TO3H IIPH Bh3PaCcTHH.

HexenanuTe peaxiyy ca u30poeHn Ho-Ioy B ckoTBeTcTBHE ¢ MedDRA knacudukanusata 0
abcomoTHa gecToTa, M3ION3BaT ce clieJHATE KaTerOPHH B 3aBHCHMOCT OT 9€CTOTaTa:
Msuoro gect > 1/10

YecTH >1/100 ;< 1/10
He gectu >1/1000 = < 1/100
Penrn >1/10 000 1 <1/1000

Ka'reroprime II0 4eCT0Ta 3a IIOCOYCHHTE II0-A0Y HEXEITAH pEaKITHH Ca GasupaHH Ha JaHHHTE
OT KIIHHAYHH H3IMUTBAHHA d Ha DOCTMapPKETHHT OBH JaHHA

JlaHHHTE 32 TOBEYETO OT HEXENAHUTE CHOUTH I0~FOIY Ca OT JB¢ KIHHINIHN H3NUTBAHAL
(PROAB3001, PROAB3006) mpu naxeHTH, HENEKyBaHH Jocera ¢ IPOTeasHd MHXHOUTOPY 1
npueMamy Agenerase 1200 mg asa neTH AHEBHO. Brimrodenu ca peaknuuTe (cTenen 2-4),
CHLOOINEHH OT H3CISAOBATENTE B POYIBAHETO KATO CBHP3aHH ¢ MEHKAINATA HA H3NHTBAHETO, H
Habmoxapany ope > 1 % OT nalieHTHTE, KAKTO B CIEIIHKTE 32 JeUYeHNE JabopaTopHu
TATONOTHYHM peakuyy cretieH 3-4. Tpsabea fa ce oTOENEKH, Y€ OCHOBHUTE HUBA B CPABHUTEHUTE
TpYITH HE ca B3eTH I10f BHUMAaHHE,

MerabonuTHH U XPAHATETHY HADYIIEHHS

Yectn: Iloppileny TPUrIANEPHAH, TOBHIEHA aMHIA34a, IATONOIAIHO NPEpaspeicneHie Ha
MaCTHATa ThKaH, aHOPEKCHS

He wecTn: XunepriukeMus, XANEPXOIeCTEPOIEMIS

ITosumeHHATE TPHITMUEPHUAH, IOBUIIEHATA aMITa3a ¥ XHIIeprIuKkeMHusTa (cTenes 3-4) ca
CHOOMABAHY [ABHO TIpH NAlMEHTH ¢ TATOJMIOTHYHH H3XOJHHA CTOHHOCTH.

TToBrimeHnsATa Ha HUBATA Ha XOIecTepona ¢a ¢ HHTEH3UTET 3-4 cremeH.

KombGuuupanara aHTHPETPOBHPYCHA TEpAIHs € CBhP3aHa ¢ NpepasipeyefeHne Ha TeIecHaTa
MacTHa2 ThkaH (JEnogucTpodus) npu nawenTd ¢ HIV-undexuns, BKIOYMTENHO 3aryba Ha
neprdepHaTa U JHIEBaTa TOAKOXHA MaCTHA THKAH, IOBHINABAHE Ha abMOMHHANHATA H
BHCIIEpaHaTa MACTHA ThKaH, XANepTpobus Ha FEPAUTE H HATPYIIBAHE HA MacTHa ThKaH
JOpP30LIePBHKATHO (MacTHa THpOrna).

CaMnToMuiTe Ha IATONOTHIHO IIpepasNpe/IelieHHe Ha MACTHATA T : QIaB2HH YECTO B
npoyasanero PROAB3001 ¢ amprenavir. Cprobmien € camo ez
113 mura(< 1 %), KOHTO NpeAH TORA He ca OMIM JIEKYBaHH C 2
JeKyBany ¢ amprenavir 8 xom6rHayus ¢ lamivudine/zidovudirlg

11



npoaeisxHrensocT 36 cenmuny. B mpoyusareto PROAB3006 ca crobmenu cexem ciygas (3 %)
npu 245 nuna, TeKyBaHH ¢ HyKICO3HIHH HHXHOUTOPH Ha 00paTHATa TPAHCKPHUIITA3a B MEHAIIOTO,
Ha Teparmms ¢ amprenavir, 1 1pu 27 (11 %) or 241 nuausuaa, iekysasu ¢ indinavir B koMOrHAIMS
C HIKOJIKO HYKJICO3HAHH HHXHOUTOpa Ha 06paTHATAa TPAHCKPHUNTAa3a 32 HEPHOJ OT BpeMe CEC
cpefHa NPONBIDKATEHOCT 56 cepmur (p< 0.001).

KoMOnHHpa#oTO aBETHPETPOBUPYCHO JICUEHNE € CBBP3aHO ¢ MeTa0ONIATHY NATONOIWIHN CHCTOSHHA
KATO XHIICPTPHDIHLEPHACMES, XHIISPXOIECTEPONEMHS, HHCYINHOBA PE3UCTEHTHOCT,
XUNEPriMKeMHsS U XUneplakTareMus (BIK paszjen 4.4).

IlcuxpaTpraHy HApYNICHAS
Uectu: Hapymienns Ha HaCTPOESHWETO, ENPECHBHE HAPYIUCHHS

Hapymenng oT cTpaHa Ha HEpBHATA CHCTEMA
Muoro gectn; I'masobonne
Uecrn: Opanan/mepHopaliny IapecTe3nr, TPeMOp, pascTpoicTBa Ha CHHS

TacTpo-HHTECTHHANHY HapYIICHHIL
Mguoro sectr: Juapus, raneHe, MeTeOpU3EM, IOBPRIIAHE
Yecrn: Kopemna 6oika, KOpeMeH qUCKOM(OPT, TUCHENTHIHYE CHMIITOMH, TUAPHIHH H3IPAKHEHET

Xenato-OnIHapHEKE HapyYIIeHH]
Yectn: Iloprmenn TpaHcaMHHA3H
He Tonxosa wect: XunepOmwinpyOHHeMBs

[Topumenuy TpaHcaMuHA3H H XunepOunupyorHeMs (cteneH 3-4) ca cb00MaBaly IFIaBHO NPH
HANFEHTH ¢ TIATONOTHYHHE H3XOHHA cTOMHOCTH. [IoUTH BCHYKY HHAUBHAN C HAPYIIEHH
gepHOMPOOHN (PYHKIHOHAIMM TECTOBE ca OMiIy KO-HH(eKTHpany ¢ BupycrTe Ha XermatuT B mm C.

Hapyrmenws Ha xoxaTa ¥ DOAKOXHATa ThKaH
MHoro uectu: OOpuR
Pepxu: CueapoM Ha Stevens Johnson

O6puruTe 0OMKHOBEHO ca OMIIH OT JISKH 0 YMePEeHH, SpHTEMATO3HH HIIM MAKyNO-TaIyI03Hi
epynnaw, ¢ Hm 6e3 cepdeik, HOABSBAINY CE Ipe3 BTOPATa CEAMHANA OT JEIEHHETO H OTMHHABAINH
CHOHTAHHO CIIET ABe ceaMHUIH 03 IpeKHCRaHe Ha eyenueTo ¢ amprenavir. ITo-romsamM 6poii coygan
¢ 00pHB ca CHOOMEHH NPy NAIMEHTH, EKYBaHy ¢ amprenavir B komGuHanud ¢ efavirenz. [Ipu
TAHACHTH, JIEKYBaHM ¢ amprenavir ca HabNMIoAaBaHK B TeXKKU WM XHBOTO-3aCTpamiaBally PeaKiiy
(mx pazgpei 4.4).

MycxynHo-cKeNeTH Hapymenys ¥ BapylleHls Ba CheAWHANTENHATa THKAH
Iosumena CPK, MuanTHiI, MHO3HT M PAOKO pabaOMEOIA3a ca choOMaBaHy IpH IIPAEM Ha

IpoTeasHu HHXPI6KTOPK, 0cobeHO B KOMOHHAIHA C HYKICO3HAHH aHaJIO3H.

OGiny HapyINeHws: 1 NPOMEHY B MACTOTO Ha IPHUIOKEHYE
MHoro gecti: YMopa

Tlpu HIV-uadexTHpann MaMeHTy ¢ TEXBK UMYHEH JedUIUT 0 Bp
KOMOMHHMPaHOTO AHTHPETPOBUPYCHO JI€YeHwe, MOXKe Jla ce HabIIox;

/[

ACHMIOTOMATHYIHH HIIX OCTATHRYHH ONIOPTIOHUCTHYHNI HH(I)CKHPII/I (B 4



TIpu mauuenTH, TEKyBaHHE ¢ IpoTea3eH HEXHOUTOD B MUHATIOTO, IPHEMAaHETO Ha Agenerase
kancynn 600 mg xBa IBTH JHEBHO C HHMCKA X032 ritonavir, 100 mg ABa IFTH AHEBHO, XapakIepsT H
gecTOTaTa Ha HEKENaHnuTe peaknu (cTener 2-4) u m1abopaTopHHTE NaTONOTHYHH ChCTOSHUS
crened 3/4 ca Omnmm nonobHN Ha HabirofaBaHNTe IIPW CAMOCTOATEIHO NPHIIOKEHHE Ha Agenerase,
¢ HM3KII0YEHIE Ha MIOBHIICHKTE HIBa Ha Tpurauiepuaure 1 CPK, KouTo ca OB MHOTO YeCTH IpH
nanuenTiYe, IpueMany Agenerase i HucKa 034 ritonavir.

4.9, Ilpexozupane

Psgko ce chobmaBar ciygau ga rpenosupane ¢ Agenerase. [1pm nperosupase HaluesTsT
Tpsa6Ba fa ce abmogaBa 3a BE3MOXHM TOKCHYHHE NpossH (B 4.8. Hexenand IeKapcTBEHH
peakrun), Ako € BHeoOXOAUMO, ¢e IpuiIara CTaHJapTHO IOAABKAINO JiedeHHe. Amprenavir ce
CBBP3Ba BEB BHCOKA CTENEH ¢ IUTa3MEHHUTE MPOTEHHY, 32TOBA H3MIOI3BaHeTO HA J{alH3a 3&
CHIDKABAHE Ha IIa3MeHaTa My KOHIEHTpauMs ¢ 6e3 eheKT.

5. dapmaxkoROrAYHH JAHHH
5.1, ®dapmaxkoAHHAMHYHH CBOCTBA
(dapmaxorepaneBTHIHa Fpyna - mpoteaseH uExubnrop; ATC xox: JOSAEQS

Amprenavir € KOHKypeHTeH Huxu6uTop Ha npoteasara Ha HIV Bupyca. Tol 6roxnpa
cHOCOGHOCTTA HAa BEPYCHATA MPOTEasa Jia paslielBa NPeKyPCOPHUTE HONUIEHTHAN, HeOOX0IUMH 3a
peluKanys Ha BApyca.

Amprenavir e MOINEH cellekTRBeH WHXUOUTOp Ha pennuKauydra Ha HIV-1ua HIV-2 in vitro. B
H30JIMpPAHH €KCIIEPHMEHTANHH YCIOBHSA [TOKA3Ba CHHSPIHU3EM i1 Vifro B KOMOHHAIHA C
Hykneosunuy ananosn: didanosine, zidovudine, abacavir u poTeasHust HHXHOHTOP saquinavir.
Ha joxasaTercTEa 3a afuTHBEH e(hekT B KomOpmanus ¢ indinavir, ritonavir u nelfinavir.

PesracreHTHOCT

HIV-1 m3omaTs ¢ HaMalleHa TyBCTBHTENHOCT KBM ampPIenavir ca celeKTHPaHH 110 BpeMe Ha
CepHIiHE IaCAKHE eKCHEPHMEHTH in vitro. HaManenaTa qyBCTBHTEIHOCT KBM amprenavir e
CRBLP3aHA ¢ BUPYC, KOUTO ¢ paseui Mytanun 15OV wnn 184V amu V32IHIA7V amm 154M.

IMpoduasT Ha PE3UCTEHTHOCT, YCTAHOBEH 32 amprenavir B KIMHMIHATaE IPaKTHKE, € B
CBOTBEICTBHE C iR Vilro eKcIlepuMeHTHTe. Pa3BHTHETO Ha Pe3HCTEHTHOCT KM amprenavir mo BpeMe
Ha JEYSHHETO YECTO € CBBp3aHo ¢ MyTanus [S0V. Benpexu ToBa € HabmomaBaHo U 4€ TPH
ANTEPHATHBHY MEXAHU3MA BOJAT A0 PA3BHTHETO HA PE3MCTEHTHOCT KBM amprenavir B KITHHAKATA,
KaTO 4eCTO BKIIOYBAT wiy MyTauuu 154L/M mnu V32IH+H47V unm, paaxo, 184V. Beexu ot wetupure
FEHeTIYHY MOJENA BOJH 0 TOABATA Ha BHPYCH C HaMalieHa 9yBCTBHTENHOCT KBM amprenavir,
KaKTO ¥ 0 H3BECTHA KPBCTOCANA PE3ACTEHTHOCT KBM ritonavir, HO 9YyBCTBHTENHOCTTA KBM
indinavir, nelfinavir u saquinavir ce 3anasga.

Cnegpamara Tadnuna 00001apa MyTaliuuTe, aCOUKEKHPaR C Pa3BHTHETO HA TIOHMKEHA
(heHOTHITHA YYBCTBUTENHOCT KBM AmMprenavir Npy NanueHTH, TeKyBaHH ¢ amprenavir.

Hporeamu MYyTaluHH, HPH,IIO6I/ITPI IIpH BIJIFOYBAHTO amprenavir JICYCHHE, 2a KOHTO € JOKa3aHo,
g¢ BOOIT KO HOHHXKCHA (I)CHOTI/IHHa QYBCTBUTEITHOCT KBEM amprenavir:

150V umnm I54L/M  nnm 184V  wmm  V32IcI47V

C'BmeCTByBaI]IaTa HO-PaHO PE3UCTCHTHOCT KBM APYTH MCIHKAMEHTH OT HeH 3 IIEpBA
JIVHEA, BKIROYBAILO PI, B 3HaQUHTEIHa CTCHCH Cce aCONHHpa C NOCICABAII PQICA3HHA
MYyTalifil B TOBa IIOFYCPTABA KOJIKO € BAXKHO Ja Ce B36MAT IO BHUMaHH|L 4 IR Ha

S

Tepanusara, Korato € HCO6XOI[I’IMa npoMAaHa.

EF
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KprcTocana pe3HcTEHTHOCT
Msuoro in vitro PI - pesucTenTHr BapuanTh, H 322 oT 433-1e (74%) wmmmnado P -

PE3UCTEHTHH BApUAHTA ¢ MYTallHH C MHOXKECTREHA PE3HCTEHTHOCT KBM IpOTea3HH HHXUOHTOPH
0s1xa 4yBCTBHETENHU KBM amprenavir. OCHOBHATa IpoTea3Ha MyTalus, CBHp3aHa ¢ KphCTocaHa
PE3UCTEHTHOCT KBM amprenavir cief HeyclleX Ha JIS9eHUETO ¢ APYTH IIPoTeasHy HHXHOUTOpY
6una 184V, ocobeno xoraro ca 6umu vaymne u mytaurte L10I/V/F.

Ilpr MHOrO NManEedTH, KOATO Bede ca Ounn tekyeasu ¢ PI seposTHOCcTTa 32 yenemen
BHPYCOJIOTHYCH OTFOBOD Ce IIOBHINIABA ¢ yBelnM4YaBane Opos Ha aKTHBHHTE JIEKAPCTBA B
anTepHaTHBHATA TepalleBTHIHA KOMOUHAIHS (HallpEMep, JIEKapcTBa, KBM KOHTO BUPYCET €
gyBcTBHTENCH). Hamrmiero xeM MOMEHT2 Ha cMAHA HA JICYCHHETO IIPH Te3H NALMEHTH Ha
MHOFroGpoiHE KITIOYOBH MYTANMH, aCOUUPaHH ¢ Pe3RCTEHTHOCT KbM P, unm pa3sBUTHETO Ha
HOZOOHH MYTalUH IIpe3 BpeMe Ha jiedeHneTo ¢ Pl B 3Ha9HTeNHa CTEeIIeH ce OTpasABa Ha pe3ynrara
ot TepanuaTa. OO0yt Opoit Ha BCHUKY THITOBE NPOTEa3HE MyTauy, HanyyH KM MOMEHTA Ha
CMSHA Ha JIeUeHHeTo NPy NAIUeHTHTE, KOUTO Beue ca Ouny nekyBauH ¢ Pl Oeme crimo B
KODPENanys ¢ pe3yNTaTa or Tepanusra. HamraueTo Ha 3 mimm nosedge MyTanuu or M46I/L,
I54L/M/V, V82A/F/I/T, 184V u L90M B nomynauasaTa ¢ ToisiM Opoi DallHeHTH, TeKYBaHH BEYE C
PI, B 3maunTenna crencH e OMIO CBEP3aHO ¢ HEYCIICXa Ha TepaiisiTa ¢ amprenavir.

Ha mocnenpamara tabmina ca 0600menn MyranuuTe, UAeHTH(GHUITUpaHy B KITMHWIHHA H30JIaTH
OT NamHeHTH, IIPOIBIDKHTEIIHO JeKyBaHHU ¢ PI i acoruupanu ¢ HOBUIIEH PHCK OT HEeyCHex Ha
KoMOHHHpaHa Tepalis, ChAbPKalia amprenavir:

TIpoTeazHu MyTalliy BEB BUPYCH OT HAUHEHTH, Bedue JeKyBanu ¢ PI, aconaupany ¢ orcrabex
BUPYCONOrAYeH OTTOBOP KBbM IIOCTeABAlH TEPaleBTHIEN CXEMH ¢ BIIIOUBAHE HA aMpPIenavir:

KOMBHHAITAA OT HAW-MAJIKO TPU OT CJIEJHUTE:

M46I/L.  wny  IS4L/M/V amm VB2A/F/T/T wm 184V wmm  L90OM.

Bposit Ha XJIHOYOBHTE pe3ucTeHTHH KbM Pl MyTanuy 3abenexumMo ce ypenudapa, KOIKOTO 10~
IBITO MPOABIIKABA JeYeHue ¢ HeycnellHaTa KOMOMHAIHS, BKIO9IBAIa IPOTea3HH HHXHOHTODH.
TIpenoptusa ce paHHO IIPEYCTAHOBABAHE Ha HEYCIISITHOTO JIEUSHHUE, 3a Ja ce OrPaHHIH
KyMyJIHp2HETO Ha MHOXXECTBEHH MyTallHH, KOeTo Moxke Ja OpAe marybHo 3a mocieasama
aNTepHATHBHA TePaIlHs.

He ce nperopb4Ba caMOCTOSTENIHOTO HPHIIOKEHHE Ha amprenavir nopany 0bpsara Iossa Ha
PE3HCTEHTHH BUPYCH.

Kprcrocada pesucTEHTHOCT KBM amprenavir 1 HHXMOHTOpHTE Ha ep3uMa obpaTHa
TPaHCKPHIITA3a € MANKO BEPOATHO Ja C€ HOSBY, THil KaTO MHUIICHHTE Ha EH3UMUTE Ca PA3IHYHH.

Knunuyen onum:

Agenerase B xoMOHHANWMS ¢ HECKH FO3H ritonavir ¥ HyKIeO3H/IHH aHaio031 € roKa3ana
eEXTHBHOCT TIPH JieYeHHeTO Ha HHpekTHpaHn ¢ HIV-1 BE3pacTHH, KOMTO BeYe ca OMIli AeKyBaHH
€ OpOoTeazHy WHXAOUTOPH.

B panpoMu3upaHo, OTBOPEHO IIPOyIBaHe IPH BE3PACcTHH, BeYe JIEKYBaHH ¢ NPOTEa3HH
uHXUOUTOPH, TIPY KOUTO ce HabJHoJapa BEPYCOJIOTHUYeH Heycnex (BupycHo HaToBapeaHe =1000
komus/ml), xombusauusara Agenerase (600 mg nBa meTH JHEBHO) / ritonavir (100 mg n8a nBTH
JHEBHO) € cpaBHeHa ¢ JIPYTHTe NIpoTeasHH WHXubuTopH. Ilpoydsanero BKMO9BA ABE OTAECIHHA
xoMnoseHTH. ONUCaHUTe aHATM3Y ¢a OT FPYIHTE, IOIOKEHH Ha JedeHHe (eKCIOHHPaHH).

ox-npoyueane A (n=163) cpasugea Agenerase / ritonavir ¢ JpyTH,
ritonavir, npoTea3Hy MHXUOKRTOPH B CTAHAAPT Ha PEXHM HA TPIXKa IIPH
YYBCTBHTENEH Ha Agenerase, Hal-MallKoO €HH APYT IpoTeaseH HAXHO
HYKIEO3HeH HHXuOnTOp Ha oOpaTHaTa TpascKpunTasa. Cren 16 cexn : ;
AHTHBUPYCHNST OITOBOP KbM Agenerase/Titonavir, M3MepeH upes CpeAnen Gapine sHpoMsia oT




H3xopuuTe HUBa Ha masMenata HIV-1 RNA (AAUCMB), se e mmo-ciiab oT TO3H [IPH NAIHEHTHTE B
FpynuTe Ha JiedeHre ¢ ApYFH HpoTea3HH HHXUONTOpY [cpenHa nmnazmena HIV-1 RNA AAUCMB
1.315 log10 xormma/ml r 1.343 log10 xonms/ml croTBeTHO, cpenna pasmuxa 0.043 logl( xonms/ml
(95% CI: -0.25, 0.335), ITT(E) rpyna, nabnronasan ananus]. CHOTHOMEHNETO Ha MHIUBIIH C
mrasmera HIV-1 RNA <400 xonus/ml e 6uino nogo6HO BBB BCHUKH FPYNIX Ha JiedeHue (CHOTBETHO
66 % 1 70 %).

ITon-npoygrare B (n=43) cpaBHsiBa Agenerase / ritonavir ¢ IpoIbIDKaBaIla OHACTOSIMEM
TEPanus ¢ IPOTEA3HH MHXHOUTOPH IPK TANHMEHTH ¢ BHPYCH, Pe3HCTEHTHH Ha indinavir, ritonavir,
nelfinavir u saquinavir. KomOunamusta Agenerase/ritonavir e rmoxasana mo-rojiMa euxacHocCT,
namepena 1o AAUCMB cren 4 cemMuny [cpefHa MOCTIO#HA pA3NUKa 32 aNaTHPAHO JISYeHHE ~
mean strata adjusted treatment difference: -0.669 log10 xomust/ml (95% CI -0.946, -0.391),
p=0.00002, ITT(E) rpymna, HabmoaBaH aranns). B IonbIHeHNE Ha TOBa, CEOTHONICHHETO Ha
nunata ¢ mwiazMesa HIV-1 RNA nox 400 xomis/ml e 610 mo-BHCOKO B IpynaTa Ha
Agenerase/ritonavir (48%), 0TKOJIKOTO B rpynaTa, NOAABPKAaHA Ha PEXEAMA € IIPOTEea’eH
UHXHOWTOP OT NpeaM HayanoTo Ha npoyusanero (0 %), p=0.00048.

Agenerase 0e3 HECKY 2031 ritonavir, B xomOuxarms ¢ APyrH aHTHPETPOBHPYCHH CpelCcTBa,
BKIOYHTEIHO HYKJICO3KNHN aHaN03H, HEHYKIIEO3MIHN aHAJIO3H U HpOTea3HH HHXHOHTOPH, €
onenseada npu HIV-1 nadexrapann Be3pacTHH, KORTO HE ca NOANATAHHA Ha aHTHPETPOBHPYCHO
JICICHUE B MEHAIIOTO, H TaKKBa KOUTO ¢a JIeKyBaHH ¢ HyKJICO3HeH HHXHOUTOp Ha oOpaTHaTa
TPaHCKPWIITa3a, KAKTO ¥ IIPH fieTia Ha RE3pacT 4 WK [ToBede FOAHHH C IpeJIIECTBAIIO HHTCH3HBHO
TedeHue.

[MampienTH, KOUTO HE ¢4 HOJJIATAHH Ha aHTHPETPOBUPYCHO JISUeHHE

B [BoHHO-CIIAMO H3NMMTBaNe TPoiHaTa Tepanus ¢ amprenavir (1200 mg Ba IBTH AHEBHO) B
koMOuHaIms ¢ lamivudine u zidovudine ce e noKa3aia KaTo 3Ha9RTENHO II0-100pa oT ABOHHATA
teparus ¢ lamivudine u zidovudine. Benpexu Tora, amprenavir (1200 mg fBa TsTH AHEBHO) CE €
okazan mo-ciabo eduxacer or indinavir, B xoMOHHaNHS ¢ pa3NMIHU HYKICO3HIHA EHXHOUTOPH Ha
oOpaTHATa TpaHCKPHITa3a B OTBOPEHO URIIHUTBAHE.

[ManpenTs, MOANATAHY Ha JCYCHYE ¢ HYKIICO3WACH HHXHONTOP Ha 06paTHATA TPAHCKPUIITA3A,
HO HENeKyBaHH C IPOTea3eH HHXHOUTOD

B oTBOpEHO, pAHKOMH3HPAHO H3IUTBAHE HPH BB3pacTHH IuHa (n = 504), nmoxnarany Ha
JiEYeHHe ¢ HYKIICO3HACH HHXuONTOp Ha oOpaTHaTa TPaHCKPHITA3a, HO HENIEKYBaHH ¢ IpoTea3eH
HHXHOHUTOP, € YCTaHOBeHO, e amprenavir (1200 mg nBa neTa JHEBHO) B KOMOHHAIUS ¢ PasIHEYHH
HYKJI€O3¥(aY REXHOUTOPH Ha 00paTHATA TPaHCKPHIITA3a € Ho-ciabo edukacer ot indinavir:
CHOTHOIIEHHETO Ha JuIaTa ¢ masmena HIV-1 RNA < 400 xomma/ml Ba 48-Ma ceamuna e 6uno 30
% B rpymaTa Ha amprenavir i 46 % B rpynarta Ba indinavir B I'TT anamisa (Bcska THIICBAIa
CTOMHOCT WM TIPeXKIeBpeMeHHO IPEKHCBAHEe Ha IEIEHUETO Ce € IIPHeMalio 3a Heyenex, T.e. > 400
xonus/ ml).

elia ¢ IpenmecTBao WHTEH3UBHO JEICHHE
TIpoBenenu ca ABe KNIMHUYHYU H3NUTBaHNS, BnodBani 288 madexrupanu ¢ HIV gena Ha
Br3pacT of 2 Ko 18 rommuum, 152 oT kowuTO ca OMNM NEKYBaHH C NIPOTea3eH HHXHONTOD B MHHATIOTO.
HarmareannsTa oleHIBaT Agenerase pasTBOp 3a IEPOpPaHO IPHIIOKEHHE H KallCyJIH B JO3H
15 mg/xg TpM 'HTH AHEBHO, 20 mg/Kkg TpH IIBTH AHEBHO, 20 mg/kg ABa IHTH JHEBHO H 22.5 mg/kg

Aaepno. Tesn Ha BB3pacT 13 1 HOBeYE TOAWHY U C TeJIECHA Maca Hali-M
1200 mg Agenerase JBa npTH AHeBHO. He € iprAnarad eTHOBPeMEHHO Il



rEXuAOATOpH Ha 00paTHATa TPAHCKPHNTA3a, IPUIAaraHy 3aefHo ¢ Agenerase. Ha 48-ma cenmuna
npudnusurenso 25 % ot yaacteunure ca 6w ¢ mrasmena HIV-1 RNA <10,000 xomzst/ml 1 9 %
< 400 xomms/ml cbe cpefHa IpoMgHa OT u3XonHure crofisocTi Ha CD4+ kneTkuTe 0T 26
xreti/mm’ (n=74). B3 ocHOBa Ha Te3n AAHHH TPAOBA BHEMATEHO JIa C& OOMYCIM O9AKBAHATA
TIONI32 OT HENOACHIeHA Agenerase IPH ONITHMHA3HpaHe Ha TepallHaTa IpH Jelia, IpUeManu
mpoteasen nuxuOHTOP. He e HanmpaBeHa KIIMHIYHA OIleHKA Ha eduKacHOCTTa ¥ He301macHocTTa Ha
Agenerase B KoMOMHaN®s ¢ HACKH AO3H ritonavir.

5.2. ®apMaKoKHHETHYHH CBOCTB2

Pezop6yua: Amprenavir ce pezopdupa 6bp30 1 fobpe ciex iepopaned nprueM. AGCOmoTHATa
OHOHAIMMYIHOCT HE € YCTAHOBEeHA IIOpalH JINCATa Ha NPHEMIIMB2 MHTPaBeHO3Ha (hopMa 3a
npunoxenue npx 9oseka. Oxono 90 % ot mepopanno NprIoKEHaTa F03a MapKUpaH ¢
PagEOM30TOI amprenavir ce OTKpHBa B YpHHATa U deleca, OCHOBHO 1107 opMaTa Ha MeTaOoIHTH
Ha amprenavir. CIez IepopalieH HpUeM CPeIHOTO BpeMe (tnax) 34 HOCTAraHe Ha MaKCHMalIHaTa
cepyMHa KOHHEHTpallus Ha amprenavir € Mexnay 1 u 2 gaca 3a xamcynure u 0,5 5o 1 yac 3a
TIepOpaHus Pa3TBop. BTOpH HEK Ha KOHIEHTpanmsta ce rabmozasa cuex 10 1o 12 gaca, koeto ce
J'BJDKH HIH Ha 3a0aBeHa pe3opOiius, Ml Ha eHTepoXenaTaleH KpbroBpart.

Tpu mpunarase a TepanerTrgdn 1031 (1200 mg amprenavir 1Ba IETH Ha JEH) CpeRHATa
MaxCHMAJIBa pABHOBECHA CepyMHa KOHIEHTPAHs (Cmax ss) 32 Kancymure ¢ 5,36 pg/mi (0,92-9,81), a
cpefiHaTa MHHAMANTHA paBHOBECHA cepymMHa KOHIEHTpaMA (Crin,ss) € 0,28 pg/ml (0,12-0,51).
Cpepmara AUC ¢ unTepBa Ha go3upane oT 12 gaca ¢ 18,46 pg.h/ml (3,02-32,95). Kancymure oT
50 mg u 150 mg ca 6uoekBHBaNeHTHH. [lepopanuusaT pa3sTBop B €KBHBaJICHTHH J03H € ¢ HO-MaJlKa
6ronammanocT B cpasnenye ¢ xancyiure 8 AUC B Ciax 32 pasTBopa ca ChOTBETHO NPHOIU3HTENHO
14 % u 19 % mo-HuckH (BIXK paszen 4.2).

AUC u Cmin Ha amprenavir ca ce NOBRIMIIIA cEOTBeTHO ¢ 64 % 1 508 %, a Cmax e Hamanano
¢ 30 % mpu eTHOBPeMEHHO IIPRIOKeHKe Ha ritonavir (100 mg nBa IHTH OHEBHO) ¢ amprenavir (600
mg NBa IETH JHEBHO), B CPaBHEHHE CHC CTOWHOCTHTE, IONYIeHH ciex npueM Ha 1200 mg nsa oeTH
JTHEBHO amprenavir.

Brrpexn e NpHiaraeto Ha amprenavir ¢ Xpasa Bogu Ao Hamanenue Ha AUC ¢ 25%,
KOHIEHTpanusITa Ha amprenavir 12 gaca ciien npreMane Ha rosara (Cz) He ce rrosnusBa. 3aToBa,
BHIPEKH 4e XpaHaTa BIMge OTPHIATENHO Ha CTENEHTa H CKOPOCTTa Ha pe30pOLHsl, MUHHMAIHATa
paBHoBecHa KOHUEHTPAiITa (Crinss) HE C€ HOBIHSBA OT HPHEMA Ha XpaHa.

Paznpedenenue: Peannusr obeM Ha pasupenenenue e npubmmsutenno 430 I (6 kg npa
HpHETO 3a cpefro TenecHo Terno 70 kg), xoero npeAnonara roaM obeM Ha pasipeieNeHue Cbe
cBODOJHO HABIM3aHE HA amprenavir B ThKAHUTe A3BBH CHCTEMHOTO KpbhBoOOpallieHue.
KonmenTpanusTa Ha amprenavir B IepeSpocIHHEaIHATa TETHOCT € IIO-MANKO OT 1% OT nnasmeHara
KOHIICHTPAIHA.

B in vitro npoy4BaHus € YCTAHOBEHO, U CBBP3BAHETO HA amprenavir ¢ IPOTEHHHTE € OKOJO
90%. Amprenavir ce CBEp3Ba IPeRuMHO ¢ anda-1-KucenuHENA IHKONpoTenH (AAG), KakTo U ¢
anbymuHa. ITo Bpeme Ha Kypc ¢ aHTHPeTPOBHPYCHY CpPEACTBA KOHIeHTpauuTe Ha AAG cragar.
Tasu npomsina HaMaisiea 001IaTa KOHIEHTPaN s Ha aKTHBHOTO BEIECTBO B IIflasMara, HO
KOJIHYECTBOTO HECBHP3aH amprenavir, KOeTo ¢ aKTHBHA (PaKi(Hs, BEpOATHO 0CTaBa HENPOMEHEHO.
Brripexu e abCOMOTHATE KOHNEHTPANHN Ha CBOOOJHOTO aKTHBHO BEINECTBO OCTAaBAT NOCTOSIHHH,
IIPONEHTET Ha ¢cBOOOAHOTO aKTHBHO BEMECTBO ce Kojebae o BpeMe Ha MHTEpBaa MEXAY IpHeMa
Ha JO3HTE, KaTO OOIHHTE PaBHOBECHH KOHIEHTPANMH Ha aKTHBHOTO BEIIECTBO BAPHPAT OT Crax g5 O
Chin,ss- TOBa foBekIa 10 KoNeOaHHe B peannus obeM Ha pasnpe,n;eneﬂne Ha oﬁmoro aKTHRHO




Memabonuzwsm: Amprenavir ce MeTab0oaH3Kpa IMaBHO B YepHES Apo0 U ce eKCKpeTHpa
HEIPOMEHEH ¢ YPHUHATA B II0-MaJKO OT 3%. OCHOBHUAT BT HA METaOOIM3BM € C YIaCTHETO Ha
maroxpom P450 (CYP3A4) oxcnnasa. Amprenavir e cyOerpar 1 maxnOupa eHsumMa. 3aTopa
JIEKapCTBa HHOYKTOPH, HHXHOMTOPH WK cy0CeTpaTH Ha eH3uMa Tpi0Ba Ja ce IpHIaraT ¢ BHUMAaHNe,
KOraTo ca NpeAnHucaH eTHOBpeMEHHO ¢ Agenerase (Biok pasfemu 4.3, 4.4 u 4.5).

Enumunupane: IlnasmMeHUsT IOKYKEBOT Ha amprenavir e mexay 7,1 u 10,6 gaca. IIpu obmu
nepopamsy go3u ot 1200 mg xea TpTH AHEBHO HAMA 3HAYMNMO KYMY/IMpaHE Ha aKTHBHOTO
BEINECTRBO. [ TaBHUAT BT 3a €MEMHHHPAHE Ha amprenavir € gpes YepHoRpodHus MeTabonH3bM,
K4TO IO-MAIKO OT 3% Ce eKCKpeTHpa HEMpOMEHEH B ypuHaTa. KoNHgecTBOTO HEIpOMEHEH
amprenavir ¥ MeTabOIHTHTE My B YpUHaTa € OKoJIo 14 % oT mpuiokeHaTa 1032 i 0koyo 75 % BEB
dexammure.

Croenuajasn FPpYIIHA NanHeHTH?

Heua: ®apMakoKHHETHYHHATE JaHEH 32 Aena (0T 4-rogmuiHa Be3pacT Harope) ca noxo0Hu Ha
Te3H 3a Bp3pacTHU. Jozuposkute Agenerase kancym 20 mg/ke xsa neTH gHeBHO U 15 mg/kg Tpu
IBTH JHEBHO BOJAT JO [TA3MeHy KOHIECHTPALHH, CXONHHE Ha Te3H NpH BB3pacTHH ¢ xos3a 1200 mg
IBa ITHTH JHEBHO. BAOHANMYHOCTTA Ha amprenavir epopaieH pa3TBop € ¢ 14% no-Hucka OT TasH
Ha KancylHaTa dopMa; mopanu Tasu IpHIrHa Agenerase Kalcyid H Agenerase IepopaneH pasTBop
He ca B3auMo3aMeHsIeMH Ha 6a3a MHIHIpaM 3a MHIAIDaM,

Bwospacmnu nad 65 zo0unu: He e n3cnenpana dapMakoKUHeTHKATa IPH HAllHEHTH Hag 65
TOJHINHA BH3pacT.

Hayuenmu c Gobpeyno yepencoane: Ilanventn ¢ 6-0pedny 3a00ABaHNA HE ca OMIM IPOYYRAHH.
TTox 3% oOT TepalleRTHYHATA K032 amprenavir ¢e eKCKpeTHpa HellpOMeHeHa B ypHHaTa. bropeunoro
yBpexgaHe 0¥ OBNHSHO B MUHHMANHA CTEHCH HA SMMMUHHpPAHETO Ha amprenavir ¥ 3a10Ba He e
peobxoauMa npoMaHa Ha no3ara. BrOpeuHHAT KIHPBHC Ha ritonavir CBINo e He3HaIWTeNeH, OT
KOETO clielBa, Ye NOBNMSIBANeTO Ha eNMMIHEPAHETO Ha amprenavir H ritonavir oT HapymieHaTa
OpbOpeuna Qyaxnus TpsaOBa Ha e MUHMMANHO.

IHauuenmu c uepnodpobno yepedcoane: OapMakOKIHETHKATA Ha amprenavir ce IpoMeHs
3HAYUTEITHO IPH Hal[HEHTH ¢ YMEPeHO H TeXKKo depHonpobHo yepexaare. AUC mapacrpa
NpUGHE3UTENHO 3 WHTH IPH HANACHTH C YMEPEHO U 4 IIHTH IPH NaIHEHTH C TEXKO 9epHOAPOOHO
yspexpaane. KimprHesT epmo HaManssa B crotBeTcTBEE ¢ AUC, 3aToBa IIpH Te3H MAHEHTH
no3ara Tpsdsa na ce namany (K pasnen 4.2). Takss pexxuM Ha A03HpaHe 6H OCHTYPHI IIa3MEHH
HHEBA HA amprenavir, KOUTO ChOTBETCTBAT HAa HIBATA, [IOCTUIHATY IIPH 3hpaBy HHAUBIIH ¢ 1200
mg JiBa IETH AHEBHO Oe3 eHOBPEMEHHO IIpHIaraHe Ha ritonavir.

5.3. Ilpexkanuaaan Aanay 3a 6e301acHOCT

B mparocpouns u3cnensaHud 3a KaHNEPOreHHOCT Ha amprenavir Ipy MANIKA H IITBX0BE €&
Habiroparasy FOOPOKAYECTRCHHA XeNaTONEIyTapH aACHOMH IIPA MBXKY MHAHBHH [IPH HHBA
eXBHBaeHTHH Ha 2.0-KpaTHa (Muilky) uiM 3.8-kpatsa (misxose) Kosa or 1200 mg amprenavir 1sa
IIFTH JHEBHO NpH Xopa. FI3MeHeHH XenaToueTyTapHi OTHEATA IPK MEIIKH OT MEXKH 1IOJ ¢
HaOoAaBaHuy Hpy Ko3M HoHe 2.0 IBTH TepalleBTHIHATA KOHIIEHTPAIHA IIPH Xopa.

TTpy BCHYKH FPYIiE MANIKY OF MBXXKH IIOJ, TPETHPAHK ¢ amprenavir € HabirofapaHa BUCOKA
9eCTOTa Ha XeMaTolleNyIapeH KapIHHoM. Bee Hak ToBa yBeNHIeHUE HE € CTATREEHYECKH 3HATHMO

MEXAHH3IMEBT HA OTKPHUTHTC XCHaTOLCylapHd alleHOMH H KaplIHHOMH b
YCTAHOBCHa 3HATHMMOCT Ha HaOMOAaBaHUTE e(IJeKTIfI 3a Xopa. Bce mak
KIIHHHIHH DPOYHBaTNS 1 ynmtpeﬁa TIpn XOpa ce IIPeanoiara, 4¢ TOB
3HAYHMOCT.
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Amprenavir He e MyTaTreHeH M TeHOTOKCHYeH B HabOp OT in vivo W in vitro U3CNEOBAHHS 3a
IeHOTOKCHYHOCT, BIKJIOYBaIy 00paTHY OakTepranad MyTanud (Ames TecT), MU EMGOM,
MHKPOHYKJIEYC TECT IIPH ITHEXOBE H XPOMO30MHH abeparmyy B gopenmky nepudepan TaMGOUTH.

TIpH TOXCHKONOTMIHE M3CTESABAHNS HA 3PENH XHBOTHH KIMHHYHO 3HAYHMHTE HAXOAKH Ce
OTHACHXa OCHOBHO A0 YepHHs Apod H racTpOMHTECTHHANHES TpakT. YeproapoOHaTa TOKCHIHOCT
ce W3passsa B [IOBHOICHYE Ha YePHOAPOOHATE €H3UMH, TETJIOTO Ha YepHHS Ipod H
MHKPOCKOIICKHTE HaXOHKH, BKIIOYBANIH XeaTolenylapHa Hekposa. YepHoqpoOHaTa TOKCHIHOCT
MOXe Ja ce MOHHTOPHpPA B KIHHEKATA Ipe3 w3mepBane Ha ANAT, AcAT u A®. Ilpu nanuesTH,
JIEKYBaHH C Agenerase B XOfa Ha KIMHAYHY W3MUTBaHAS, He ce Habmojapa 3HaUNTEHA
XeNaTOTOKCHYHOCT II0 BpeMe Ha MpHiiaTaHe HiM cilell HpeKbcBaHe IpHeMa Ha Agenerase,

Amprenavir He ToBnusBa QeprunnTeTa.

TIpoyysanns Ipy XKHBOTHH HE YCTAHOBHXA JIOKAIHA TOKCHIHOCT B CEHCHOMNA3MpAN] edekT, HO
€ ycTasoBeHo ¢Nado u3pa3eHo Apa3sHeHe Ha OYHTe HpH 3aiy.

H3cnensannsaTa 3a TOKCUYHOCT MPH MIaIH XUBOTHH, JIEKYBaHH OT 9eTHPH AHEBHA BB3PACT,
IIOKa3BaT BHCOKa CMEPTHOCT B KOHTPONHATA FPyIla B IIpH IPyINTe, ipueMamy amprenavir. Tesn
pe3yNITaTy Ipe/IoaTaT, e IPH MJIaJH KHBOTHH JHIICBAT JoOpe pa3BHTH MeTabOoIHTHY IHTHINA H
T€ He MOraT a[eKBaTHO ja MeTaboNHM3HpaT H eKCKPEeTHPAT amprenavir il HIKOH OT KPHTHYHUTE
KOMIIOHEHTH Ha JieKapcTBeHata dopma (Kato nponmneHnmukoi, PEG400). He moxe obade na ce
H3KIIIOYH BB3MOJKHOCTTa 32 aHa(IIIaKTHYHa peakiys, cebp3ana ¢ PEG400. BesomacnocTra 1
edmxacHOCTTa Ha Agenerase IpH Aena o 4 roANIIEA B3PacT BCE OXIE HE ¢a YCTAHOBEHH.

ITpu 6peMeHHM MUTIKH, 3aiil ¥ INTHXO0BE HE ce HabMmoJaBaxa CEPHO3HA Bh3NEHCTBIA BEPXY
pasBuTHETO Ha eMOpHOHa M deTyca. [Ipn npreMaBeTo Ha TepaneBTHIHE A031 IIPH CHCTEMHA
IIa3MeHa eKCIIO3HIHS 3HATMTEIHO IO (TIpy 3aiiny) i He3HAUHTENHO Hax (IIpH IIEX0BE)
OYaKBaHHUTE EXCIIO3UIIMHE IIPH J0Beka, obade, Os1xa HaOIOfaBaHu HE3HATHTEHH H3MEHEHHS KATO
yBEIMYEHHEe Ha TEMyCa H He3HAYUTEIHK BApHALiY B CKeJieTa, KOHTO NIoKasBar 3a0apsne Ha
Pa3BUTHETO. YCTaHOBH C€ J0303aBHCHMO YBEIHYaBaHe Ha TEITIOTO HA INIANSHTATA DY 3aUITe i
ILTHEXOBETE, KOETO MOXKe Aa TIOKa3Ba BE3CHCTBHE BEPXY (yHKIupTe Ha nianeHTaTa. [fopagu 1asu
NPHYEEA ce NpellophIBa KEHuUTE BbB QEPTHIHA BH3PacT, KOUTO NpueMar Agenerase, 1a IIpHAaraT
HAIEK/IHE POTHBO3a9aTHIHH CpeAcTRa (HanpuMep GapHepHy METONH).

6. @apManeBTHYHH JAaHHH
6.1. ConchK Ha NOMOIEHNATE BEIIECTRA

Qbsusxa na xancyrama:

Gelatin

Glycerol

D-Sorbitol (E420) and sorbitans solution
Titanium dioxide

Red printing ink

Crowporcanue Ha KAnCynama:

D-alpha tocopheryl polyethylene glycol 1000 succinate (TPGS)
Macrogol 400 (PEG 400)
Propylene glycol

6.2. PE3AKO-XHMHYIHHE HECHBMECTHMOCTH

Hsima pandaa

6.3. Cpox Ha roJ{HOCT

3 rogpmu
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6.4. Coenmanam yeoBHst 32 ChXpaHeHHE
Jla ce cpxpamsBa IpH TEMIEpATypa, Henaasumasama 30°C.
TIpu cpxpaneHHe onakoBKaTta fia Obe Hobpe 3arBopena,
6.5. lanHH 32 0NIAKOBKATA

Bems mactmacoer (HDPE) Oytunxu, csaspixamu 240 xancyng.

6.6. IlpenophkH NpHu ynorpeda

Hemnznonssannte HPOAYKTH 'rprBa Ja C¢ YHHITOXKABAaT B ChOTBCTCTBHE C MECTHHTC M3HUCKBAHHMA.

7. HMme u afpec HA NPATEXRATeNs Ha pa3pelleHHeTo 32 ynorpeda

Glaxo Group Ltd
Greenford Road
Greenford
Middlesex UB6 ONN
UK

8. /lara pa nppEO pazpemenye 32 ynorpeda Ha jJeKapcTBeHNS NPOAYKT
Peructpanus B Epponetickus crio3 o lerTpanuzupana nponenypa Ha 20.10.2000
B bearapus - 17.05.2001 r.

9. PerucrpanyoneH HOMep B perucrepa no ui. 28 3JIAXM
Ne 2001 0468

10. fiata Ha (JacTHYHA) aAKTYaJIH3alNA Ha TEKCTA
®eppyapu 2006
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