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1. THLProeCcKo UMe Ha FieKapcTBeHWA NPOAYKT

1.
CRIXIVAN® 400 mg TEBPAK Kancynu
(KPUKCUBAH)
2. KonuuecTBeH ¥ KAYECTBEH ChLCTas

EaHa xancyna cbgbpa 500 mg indinavir sulphate, otrosapsiy Ha 400 mg indinavir
(ewx paspen 6.1).

3. JlexapcTBeHa chopma
TBbpAY KANCYS.

Kancynute ca nony-npospayny Genu v kogupaiy ¢ CRIXIVAN 400 mg B 3NaTuUcTo-
HBITTO.

4. KnmMHuyHK QaHHKA
4.1. Mokazadus

CRIXIVAN e nokazaH B KOMOUHaAUWMA © aHTUPETPOBUPYCHU HYKNEO3WAHU aHanosy 33
neusHue Ha uHdektupanu ¢ HIV -1 eb3pactHy, nogpacteam v geua (>4 rogviiHa Bb3pact).
MNpu nogpacTeawy v geua Tpabea ocobeHo Ja ce npeLeHy nonsara o neYeHneTo ¢ indinavir
cpeLly YeenwyeHus puck oT HedbponuTuasa. ( Buwx paspen 4.4 )

4.2 HoaupoBKa U Ha4KH Ha yrioTpeda

CRIXIVAN Tpabea ga ce npeanucea OT feKapy, KOMTO UMAT OMWUT 8 MSMEHMETO Ha
HIV-1 whdpekumnnaTa. Ha Gasara Ha HacToAwmMTe dhapMakogMHaMinuHK Jansmy, indinavir Tpsbea
aa 6bae u3nonzeaH B KOMBUHALUMA C ApYIA aHTUPETPOBWPYCHU areHTW. Korato indinavir ce
npyemMa KaTto MoHoTepanis, 6:P30 ce pasBUBAT Pe3UCTEHTHY BUPYCH (BUX (paspen 5.1)

Buapacthu
FpenopbusaHaTa Aoza Ha CRIXIVAN e 800 mg opanHo Ha Beceku 8 vaca.

Heua u noapacieawm {oT 4 ao 17 roAviHa BH3PACT)

MNpenoprusaHaTa aosa CRIXIVAN 3a mauveHts ot 4 po 17 rogviiHa eb3pact e
500 mgfm2 {ao3aTa e apanTUpaHa oT M3RUCMeHaTa Mnow| Ha TenecHa nosbPXHOCT [BSA] Ha
GazaTa Ha BMCOYMHATa M TErOTOo) Npes ycrara Ha Boeku 8 vaca (swk Tabnuuata no-pony).
Taswn n03a He TpROBA Aa NpeBulUaBa eKBVBANEeHTHaTa no3a npy Bb3pacTtHy orT 800 mg Ha
eceku 8 yaca. CRIXIVAN kancyrnv tpabea gz ce faBar Ha fella, KouTo MOraT Aa nombwar
xancynn. CRIXIVAN He e npoyysaH npyu Aeua noA 4 rogwilliHa sb3pact (MK pasgen 5.1 n
5.2).




MNepvatpuuLarta aosa (500 mg/m?) Tpabea Aa ce npyema Ha Beeku 8 yaca

Mnow Ha TenecHa | Hosa Ha CRIXIVAN
NOBBPXHOCT(M’) Ha Beexu 8 vaca (mg)
0.50 300
0.75 400
1.00 500
1.25 600
1.50 800

06y Npenopbki 3a HaYWHA Ha NPUNoNEeHUe

TebpauTe kancyny TpADBa Aa ce normbWAT Uenu.

T kate CRIXIVAN Tpabea ga ce npuema npea uHTepsanu ot 8 Yaca, cnegsa aa ce
paspaboTi cxema, rnogxogsila 3a nauueHTa. 3a ontumanHa pesopbuus, CRIXIVAN Tpabea
Za ce npunara Oe3 xpaHa, HO ¢ Boga 1 yac npepy unu 2 vaca cnep xpadede. CRIXIVAN
MOX(e Aa ce npunara anTepHaTUBHO ¢ fTeka XpaHa ¢ HACKO ChAbpMaHNe Ha MacTy.

3a ga ce oOCUrypy 3AeKksaTHO OBOSHABAHE, € NPENopBYMTENRHO Mo BPEME Ha Kypta Ha
feYyerue NauveHTsT A2 Y3nuea Hal-manko 1.5 nuipa TeyHocTy 3a 24 yaca. MNpenopLunTenHo
€ oLle 33 gela, KMTo Texar no-manko ot 20 kg ga nuaT TeyHocT Hal-manko 75 mi/kg/day v
AeLa, kouTo umar Terno ot 20 no 40 kg Aa nuat Hali-manko 50 mifkg/day.

MenoukameHTO3HOTO MeYeHWe Ha nauweHT ¢ eOWH uny NoBeve enusoaW Ha
HethponuThasza, Tpabea Aa BKNIOMBA aAeKBaTHO OBDJAHABZHE M MOXE Aa BIUTOYEA BPEMEHHD
npeKLcBaHe Ha Tepanmara (Hanp. 1-3 gHW) fo BpEME Ha OCTPUA enusch Ha HedponuTuasza
WnK cNUpaHe Ha NeveHneTo (B pazgen 4.4)

Coeunansy Npencpbil 32 A03MpaHe Npyu BbL3pacTHu

Mopaau ToBa, 4e ce yBenwyasa nnasMeHarta KOHUeHTpauva Ha rifabutin n Hamansea
nnasMmeHara KoHUeHTpauusa Ha indinavir, xorate Asata npernapata Ce  npuemar
€0HOBPEMEHHO, NpenopbvBa C& HamanssaHe Ha fosara Ha rifabutin Ha nonosWHa oT
cTaHgapTHara (KoHoynTupalite ce ¢ NUCTOBKATA Ha npouasoaurens Ha rifabufin} u
yBenuuasade Ha fosara Ha CRIXIVAN go 1000-1200 mg Ha 8 vaca. [pwn Ao3vposka oT 1000
mg, W3nonassaiTe kancynute oT 333 mg, a 33 BCUYKW OTCTAHANW [O3UPOBKM, U3nonasalite
kancynure or 100 mg, 200 mg u 400 mg. Tozm [osos pexuMm He & OUN NOTELPAEH B
KNWHUYHM NPOyYEaHWA W 61 Moren Aa RoBeAle A0 KNMHWYHO 3HaJYYMMO YyBenWyasaHe Ha
nhasMeHaTa KoHUeHTpauusa Ha rifabutin,

Hoaata Ha CRIXIVAN cnesea ga ce Hamany Ha 600 mg Ha sceku 8 vaca, Korato ce
fpunara eqrospeMeRHo ¢ itraconazole, T kaTo ANasMenKTe KoHUEHTpaUm Ha CRIXIVAN
ce noevwaear (swi pasgen 4.5.).

Mpy nauveHTw c neko A0 yMepeHo YepHoapoBHo yepexpaHe, AbMXauwo ce Ha
uuposa, aoaute Ha CRIXIVAN cnegsa ga ce HamanaT Ha 600 mg Ha Bceku 8 vaca. Tasu
Npenopeka € OCHOB@Ha Ha OorpaHnyeHy hapMakoKWHeTWdHU JadHy (BUX pasgen 5.2).
MNaureHTy ¢ Texka YepHogpobHa HepocTaTEHYHOCT HE Ca NPoyYBaHW, CneacsarTenHo He Morar
na 6bAaT HanpaeeHy NPenopbky 3a gosvpate (B pasien 4.4 )




BesonacHocTTa npy nauveHTuTe ¢ yepeaeHa 6wbpeuHa gyHryMa He e uacheasaHa;
obaue, no-manko ot 20% ot indinavir ce ekckpeTvpa B ypyHaTa KaTo HENPOMEHEHO NeKapeTso
unn MeTabonuiu (BuX pasgen 4.4

4.3. MNpotusonokazanuna

CBpbXUYBCTBMTENHOCT KbM aKTUBHOTO BELIECTED MU HAKOE OT HOMOLUHWUTE CLCTaBKM
Ha TO3U MPOAYKT.

Indinavir He TpAbBa pga ce npuiara ChBMECTHO € MEeAVKAMEHTM C Marka
TepangeTiyHa wupuHa v cyBetpatt Ha CYP3A4. CRIXIVAN He TpsGea pga ce npuema
efHoEpeMeHHo ¢ ferfenadine, cisapride, astemizole, alprazolam, triazolam, midazolam,
pimozide wnu eprotamMuEoBy gepueati. Muxubupardeto Ha CYP3A4 ot CRIXIVAN Bu Morno
Aa ACBeAe A0 YBEeNWYaBaHE HAa MMA3MEHVTE KOHLEeHTpauuy Ha Te3n NEeKapcTea, BERORTHO
TPYHUHABALLIY CEPUO3HW UM XUBOTO-3acTpAlIABALY peaKLMK.

Indinavir He MoXe pa ce npuema efgHOBpeMeHHo ¢ rifampicin, nopagu S0%
HamanseaHe Ha NnasMeHaTa KoHUeHTpauuA Ha indinavir npu egHoBpemMeHHaTa UM ynoTpeba.

PactutenHn npoaykTh, cbgbpxauy Bunkata wenT  kantapuoH  (Hypericum
perforatum} He TpAGBa Ha ce wanonseat oT nauvedTy, npuvemawm CRIXIVAN, Tei kato
elHOBpeMeHHaTa MM ynotpeba CbIYECTBEHO HaManfAsa NNasMeHUTe KOHUEHTPauvK Ha
indinavir. ToBa MoXe Aa A0Befde Ao HaManABaHe HA KNWHMMHUA ediext Ha CRIXIVAN (sux
pasaen 4.5).

4.4. CneuManHiy NpoTMBONOKAZaHWA ¥ CXeLlUarnHdu npegynpexaeHna sa
ynoTtpebGa

Hethponurnasa v TydynouHTepctuumaneH Hedpur,

Hedponutnasa e HacTeneana o BpemMe Ha nevesue ¢ jndinavir npy BL3pacTHn U
Aeua,. Yecrorara Ha HetbponuTUasaTa e No-BUCOKa NPK NIEAVNATPUYHN NALWEHTH, OTKOMNKOTO
npv BL3pacTHX. B HAkoil cryuaw, HedbponuTuazata e 6Guna cebpsaHa ¢ OGbOpedHa
HegocTaTeyHoeT unu octpa GbbpevHa HegocTaTsyHOCT, B OOMUMHCTBOTO OT TE3W crydaun
Gx6peuHaTta HefOCTaTLUHOCT M ocTpara 6bbpeyHa HeAOCTATEYHOCT ca By BBIBPATIMM.
Axo ce NosBAT NPU3HAUKM ¥ CUMNTOMM Ha HedponuTyasa, BrAOYBALLYM cilabuHHa Gonka, ¢ unn
Ges xemaTypusi (BKN. MVKDOCKOMCKa XeMaTypus), moxe pa Ovge o00chaoeHo BpemeHHo
npeksLCBaHe Ha Tepanuata (Hanp. 1-3 AHW) MO BpeMe Ha OCTPUA enusod Ha HedponnThasa
YU crvpade Ha fneveHneTo. Meguarprdln nauveHT, Koutoe ca umanu Gomka B xbrboka
TpsbBa Aa ce nscrnefBaT 3a RedponuTuasa. MacneasaHeTo MOXE Aa BXAWYBA aHanWUs Ha
YypVHaTa, CERYMHaTa YPEeR Y KPeaTWHWH, ¥ YNTPa3ByKOBO W3CHEARaHe Ha NUKOUHUA MeXyp W
6uGpeunte. [bnrotpaiibure ethbektt Ha HedpoONUTHA3aTa NPU nNegnaTpuyls NauveHTy ca
Heu3BeCTHM. AQEKBaTHa XuapaTaLus ce NpenopbYBa NpY BCUYKM nauveHTy Ha indinavir (erx
pazgen4.2n4.8)

Habniopaeany ca crnyyaw Ha MHTepCTULMAaneH HedpuT ¢ megynapHa kanuudpukauva
¥ KopTukanna artpodma npu nauueHTw ¢ GescumnToMHa Texka neskouwutypusa (Hag 100
KMeTk Ha none). Mpu nauneHTn © NoBUILEH PUCK, KATO HanpvuMep pela, cfejea ja ce uma
npeAeus CKPUHUWHN HA YpuHaTa. AKO & Hanwue nepcucTupalla NeskoUWTYpus, Moxe ga ca
HanoXxar no-3aabnboyueHy nacHeasaHns.

JlexapciBeHu B3auMoneicTeus
Indinavir 61 TpaAGeano ca ce Manonsea NPeAnas3nMeo C pyrv SIeKapcTsa, KOWUTO ca
BbL3MOXHM WMHAYKTOpM HAa CYP3Ad4. EQHOBPeMEHHOTO NpueMaHs Moxe Aa AoBefe [o
HamansBaHe Ha nnasMeHaTa koHUeHTpauwA Ha indinavir 1 kaTo nocneacrewe, yeenuvasaHe
pucka oT cyGONTManHO NMEeYEHUe U YNECHABaHe Pa3BuTUETo Ha
4.5).




Axo indinavir ce aapa saegHo ¢ ritonavir, Moxe aga ce ysBenwun BEpPOATHOCTTa OT
TNEeKapcTBEHY B3auMoSeicTens. OTHOCHO NOTEHUWANHWTE IEeKapcTBeHW B3avMOAENRCTBUA
CBLUO Taka criefpa Aa Ce HanpaewW Cnpaeka ¢ pasfena 3a JeKapCcTEeHU B3auMoaeicTBUA oT
KpaTrKaTa xapaKrepncTika Ha ritonavir.

EnsospemMesHunT fipveM Ha indinavir ¢ lovastatin unn simvastatin He ce npenopsuBa
fopagy NoBUWeEH PUCK OT MUOMATHA, BKMoyMTenHo pabaomuomsa. Indinavir TpaGsa as ce
npunara ¢ ronsMo BHUMaHWe, ako ce usnon3sa B KOMOWHauusA ¢ atorvastafin. (Bux paspen
4.5).

EgHoBpeMeHsuaT npuem Ha CRIXIVAN cove sildenafil ce ovaksa cwjectseHo ga
yBENMYA NNAasMeHWTe KoHUeHTpauwn Ha sildenafil v Moxe na AoBeae A0 yBenuuyasaHe Ha
cBep3aHnTe cuc sildenafil HexenaHw nexkapcTBeHM peakuuW, BKAKOYBALM XUMNOTOHUS,
NPOMEHN B 3pEHMETO, U Npranusbm. (Buk pasnen 4.5)

Qcrpa XeMONUTUYHA aHEMMWA

BoknaasaHa e 0cTpa XEMONUTUYHA aHEMUSA, KOATO B HAKOWM cnyday e Guna Texxa u
6bp30 nporpecupatia. B cnyuaid, 4e guarHo3arta e HeckmHeHa, TpAGBa ga ce npegnpuemar
ajJexBaTHy MepKy 3a NeYeHWe Ha XeMONMUTUYHATA aHEMWA, KOUTO MoraTt ga BKhicyaT cnupaHe
Ha indinavir.

Xvneprivkemusa
HoxnagsaH e HOBOMOSBWA ce 3axapeH AvabeT, Xuneprnukemus, obocTpsiHe Ha

cbllecTBYBAL 3axapeH AvaBeT npu nauueHTy, nonRy4asaly npoteasHy uHxudutopu (Pl). B
HAKOM OT TEsK Crydau, XVNeprfimkemMuaTa e 6una TexKa U Npu HAKOM CbLYO TaKka, CBbp3aHa
ketoauuaosa. MHoro naumedT ca Umany CuNbTCTBAIUW CLCTOAHWMA, HAKOW OT KOWTO Ca
M3UCKBaNM TEPanus ¢ areHTy, KOMTO €A CBBLP3AHW C pa3euThe Ha saxapeH Avaber unu
XUNEPTHUKEMUA,

MpepasnpeneneHye Ha MASHUHWUTE
MNpu nauvedty ¢ HIV, komOWHMpaHaTa aHTMPETPOBMpYCHa Tepanwa e 6Buna

acoummpaHa ¢ MpepasnpejeneHMe Ha MAasHuHuTe B TAmoTo  (nunoawcTpodwun).
JuarocpouHuTe nocnesuuv oT Tesw CbOMTWS MOHACTOAIEM He ca M3BecTHW. [laHHuTe
OTHOCHO MEXaHW3Ma ¢a HembrHn. MNpeanoxeHa e Xurnotesa 3a BPbaka Mexay sucliepanHarta
nunomaroza u Pl (NMA) v nunoatpocduaTa 1 HykneosuaHuTe WHxmOWTOpu Ha obpatHara
TpaHckpunTasa (NRTI). [Mo-eucok puck oT nunogucTpoduAa e acouwmpaHd Kakto ¢
nHguBMAyanHu haxkTopy, Kato no-HanpegHana Bb3IPACT, Taka W ¢ (pakTopy OT cTpaHa Ha
FISKaPCTBEHUTE MNPOAYKTW, KaTo NOo-NPOALIDKWTENHa aHTUPEeTpoBUpYCHa Tepanus WU
CBLP3aHWTe ¢ HeR mMeTabunuTHY HapyweHuA. KnuHWYHOTO uscrieasade Tpabsa Aa BKIOYBE
oUeHKa Ha QUsMKanHUTe RPU3HaUW Ha NpepasnpegeneHne Ha MasHuHWUTE B TANOTo. TpAGea
ha ce ¥Ma NpefBXS USMEPSBAHETO HAa CEepyMHUTE NUNVAM Y KPLBHA [MIOKO3a Ha rnagHo.
Hapywenusta B hunvaHusa metabonusbM cnegsa Az & TPeTHpar Ccnopef Kakro e
NOAXOZALLO OT KKMHWYHA rNegHa Touka. .( e pasgen 4.8 )

YepHoapobHo sabongeaHe
EdbextmerocTTa U Ge3onacHocTTa Ha indinavir He ca YCTaHoBEHU NpU NauUveHTH CkC

3HaYUTENHW MOANexalM YepHoapoBHn Hapyiuenvs. [py nauueHT! ¢ XpoHuueH xenatur B
mnu C, NekysaHu C KomGWHMpaHA aHTMPETPOBMPYCHa TepanuA WMaT AOBULIEH PUCK OT
passviie Ha TeXKW W NOTeHUManHo aTanHu 4epHOAPODHM HEXENaHW IIeKapCTEEHW
peaxiun. B cnyuay Ha egHOBpeMeHHA NPOTUBOBUPYCHA TepanuA 3a xenatut B unu C, mMona
CLLLD BIKTE CbOTBETHATA NekapeTeeHa UHoPMaLMs 33 Te2K NeKapCTESHY NPOAYKTY.

MNauneHTn ¢ NpefliecTealn Hapyllehwsa Ha YepHoapobHata diyHKUWA, KaTO Takuea ¢
XPOHWYEH aKTWUBEH XenaTuT, WMAaT No-BMCOKa 4ecioTa Ha OTKIOHEHWA-B L{epH(:),D,]:}OGHaTa




uyepHogpofHoTo 3abonseaHe MpU TakvBa nauueHTw, TpsBBa ga ce oGocbAM BPEMEHHO
NpeKLCBaHe UNy CripaHe Ha TepanuATa.

Mo-encoKa YecToTa Ha HethponuThasa e HabnaasaHa npy NauveHTH © NOgNEXan
yepHoApoGHY HapylLieHW:, nekysaHu ¢ indinavir.

CHHADOM HA UMYHHO peaKTUBUpPaHe

Mpr HIV uadextvpany naduentTy ¢ TeXbK  UMYHSH AaeduuuT npi 3anovBaHe Ha
KoMBMHWpaHa aHTupeTpoBupycHa Tepanua (KAPT (CART)), MoXe Ja Bb3HMKHe
Bb3NasIUTENHA peakuma KbM aCUMITOMATAYHN Wik OCTaThyHY ONOPTIOHUCTUYHM NaToreHu U
A4 NpudKMHY cepuo3dn 3aBonnBaHuA UnK BroasaHe Ha cumnToMuTe. OBuKkHoBEHO nofobHu
peaxyunn HabniofaBaHy Mpes MbLPBWUTE HAKONKO CeAMUUMW MM Mecell OT 3afoyBade Ha
KAPT. TMpuvmepyn 3a TakuMBa peakuMM ca BbL3NasieHMe Ha peTvHaTra NpUAS3BvKAHO OT
LUUTOMETanoBuUpyc, reHepanuaupandi Wiuny nokanvsyupany MukoOakTepuanin nHdexkummu u
NHEeBMOHMA npegu3ssnkada ot Pneumocystis carinil. Bonuky Bbananutentdy cumMnromi Tpabsa
Aa 6LhaT NpeleHsBaHy 1 KoraTto e HeoBXoAVMO Aa ce HasHauK NeveHne.

l'lagne:-rm C NpuapyKaga NaToNorviyH CuCToORHUA
C'bLI.[eCTByBaT ACKNaAW 3a yBenuyeHa CKNOHHOCT KeM KbpBeHe, BIIouBalla

CNOHTaHHW KOXHW XEMATOMW U XeMapTpoaw, npu xemodgumiuy tiun A U B, nexkysanu ¢ P] (MNA).
Mpu HAKOW NauveHTU e gasad ponvnsuTenHo thakrop VI MNpu noseve oT nonosuHata ot
Joknaasanute cnydyau, nevenueto ¢ Pl (MA) e 6uno npoAbieHo MNY BL3CTAHOBEHO cnej
cnupaHeTo. YcTaHoBeHa © MpUMWHHO-CNIEACTBEHA BPL3KA, BLAPEKM Y& MEXaHWIMUTE Ha
pelictene He c¢a 6unu pasacHeHW. CnegoeatenHo, 6w Tpsabeano ga ce wuHdopmupar
XemodunuuuTe 3a BL3MOXKHOCTTA OT YBeNW4YasaHe Ha CKNOHHOCTTA KbM KbpBeHe.

MauneHt™ ¢ neka Ao ymepeHa 4yepHoapobHa HeZocTaTBYHOCT, Ab/pKalia ce Ha
UMPOos3d, LYe VM3UCKBAT HamansaeaHe aosara Ha indinavir, nopagy HamaneH MeTaBonuabM Ha
indinavir (ewx pasgen 4.2). [auveHTu ¢ Texka 4vepHoApobHa HeROCTATBUHOCT He ca
uscneABaHW. 3apafv nMncara Ha Takviea wuscneaeaHws, Tpabdea Ja ce nopxoiga
BHUMATERHO, Thil KATO MOraT Aa Ce NoAsaT NoBMIeHY HuBa Ha indinavir.

He e wacnegeaHa Ge30nacHOCTTa Npu nauveHTV ¢ yepededa 6ubpeyHa dyHKUMA;
ofaue B ypUHaTa Ce eKckpeTupa no-manko ot 20% indinavir kaTo HenpomMeHEeHO feKapcTeo
unu MeTabonuti {BUXK pasgen 4.2)

Nakrosa

To3u NexapcTBEH NPOAYKT cbAbpxa 299.2 mg naxkrosa BLE BeAka gosa ot 800 mg
{MakcuManHa egHoKpaTHa fosa). ToBa KONMYEeCTBO  BepoATHO He € JOoCTarb4yHo jga
npeavIBKKa CUMMTOMI Ha NTaKTO3HA HENOHOCUMOCT {MNeYHa HENOHOCUMOCT)

Besika kancyna ot 400 mg ceabpxa 149.6 mg naxrosa.
MNayuweHT ¢ pedk HacneacTEeHW npobrnemMu Ha ranakrosHa HENOHOCHMMOCT, NaKTosHa
HeAOCTaTBLYHOCT WY ITIOKO30-TanakTo3eH ManabcopbuvoHeH ouHApOM, He TpAbea Aa
npreMaT ToBa NeKapeTBo.

4.5. lNexapcTBEHM M APYIY B2auMOASHCTBUA

BCUUKYM MPOYYBAHMA 338 NeKapcTEEH B3aUMOAEACTBUR ca NpoBeAEHN NPW Bb3PacTHU.
CLOTEETCTBMETO Ha pe3yfvaTuTe OT Tesu TPoydYyBaHWA NpY neguvaTpuuHy nauMetd e
HEN3BECTHO.

MeTafonuambT Ha indinavir ce Mmeguupa upes eHauM
MNopagw ToBa, NeKapcTea, KOMTO WK M3NON3BaT TO3u




aktmBHocTra Ha CYP3A4, morat aa noeawsasT dhapMakokmHeTkara Ha indinavir. Mo cbwuna
HauuH, indinavir moxe ga noBRAWRE (hapMaKkoKUHETUKaTa Ha ApyrM NeKapeTea, KovTo
npeMUHaBAaT rpes To34H metabonnTeH NobT.

O6epHere ce ¢blo Taka kbM pasgena 4.3 [potuBonokasanwa. 4.2 Hosuposka U
Ha4uH Ha ynoTpeba.

INpoBeaeHu ca cneuurdiy M3ICNSABaHUA HA ReKapcTBEHUTE B3aUMOAecTBUAA Ha
indinavir cbc cnegHute MeaukamedTn: zidovudine, zidovudineflamivudine, stavudine,
trimethoprim/suifamethoxazole, fluconazole, isoniazid, clarithromycin, quinidine, cimetidine,
theophylline, methadone n opanun kouTpauenTueu (norethindrone/ethinyl estradiol 1/35). C
TE3¥ MEeAMKaMeHTU He ca OTKPMTM KNUHUYEeCKW 3Hauumy B3aumopeiictems. lMo-fony ca
ONWCAHN KMUHUYHO 3HAYMMUTE B3aUMOAEICTBKA C BPYIN MeAUKaMeHTH.

He ca npoBexpaaHu oduUManHn npoyyBaHWA 3a feKapcTeeHW B3auMogelcTsua
mexay indinavir u warfarin. KomOGMHMPaHOTO MeYyeHWe MOXe Aa AOBefe A0 YBeluyasaHe Ha
HUBaTA Ha warfarin.

Kanuwesu aHTaroHWCTy
KanuueeuTe aHtaroHucTy ce metabonuzmpart of CYP 3A4, koiito ce ulxnbupa ot

indinavir, ChBMecTHOTC NpunoKeHMe Ha kanuuesw adtaroHucT ¢ CRIXIVAN moxe ga
AoseaAe 4o ysenmasaue H& nAasMeHiTe MM KOHLEeHTpauuy U No To3WN HaYdnH yabmxasaHe Ha
TepaneBTHYHWTE eheKTI 1 HEXENaHUTE peakuun.

Rifabutin

MpunoxeHneTo Ha indinavir B goswu or 800 mg Ha Bcexu 8 Yaca ¢ rifabutin B gosm ot
300 mg egvH nbT AHegHo wny 150 mg egvH MeT AHEBHO, Gelle OLUEHEHO B [iBe OTAeNHU
KNMUHUYHYK NpoyyBaHus. Pesynrature OT Tesu NpoyuBaHKus nokasaxa HamanasaHde Ha AUC Ha
indinavir (34% w 33%, cboteeTHo, cpely indinavir 800 mg Ha Bceku 8 uaca CaMOCTOATENHOD)
v yeenvyasaHe Ha AUC na rifabutin (173% un 55%, cwoteeTHO, cpelly rifabutin 300 mg eauH
LT AHEBHO CAMOCTOATENHO). TOBA MNOBULLEHME Ha NMNA3MEHUTE KOHUEHTpauun Ha rifabutin,
No BCAKa BEPOSATHOCT & CEBRSEHO C MoTuckaHe Ha meguupannd oT CYP3A4 metaSonnatm Ha
rifabutin ot indinavir. YeenmuaeaHe Ha go3ara Ha indinavir 1 HaMansasaHe Ha jo3aTta Ha
rifabutin e HanoxurenHo, korato indinavir v rifabufin ce npunarar ckeMecTHo (Bwx pasgen
4.2)

Ketoconazole

Egnoepemendara ynotpeba Ha indinavir u ketoconazole moxe ga foseae B ussectHa
CTENEH A0 YEEnM4aBaHe Ha HuBaTa Ha indinavir. He ce ovaksa ToBa CLLYECTBEHO A3 NoBnMAe
npothvna Ha GesonacHoct Ha indinavir, Nnopaagv KOeTo He ¢é NPENOPLYBEa HaMansasBaHe Ha
OCHOBHAaTA f1034.

ltraconazole

NpunoxenueTo Ha indinavir 600 mg Ha scexy 8 yaca ¢ itraconazole 200 mg Asa NuTU
AHeBHO, uHxubuTop Ha CYP3A4, eosu fo AUC Ha indinavir, nogoGro Ha ToBa, HabnoaasaHo
no epemMe Ha npvema Ha indinavir 800 mg Ha Bcex 8 yaca camocToATeNHO (BUXK pasgen 4.2).

Nevirapine
MpunoxeHneto Ha nevirapine 200 mg Asa MbTU AHEBHO, WHAYKTOP Ha CYP3A4, c

indinavir 800 mg Ha Bceku 8 yaca ecAv 40 28% cpepHo HamanaeaHe Ha AUC Ha indinavir.
Indinavir He e noxasan edekT BLPXY (PapMaKOKUHETVKATA Ha nevirapine. YsenuuasaHe Ha
Ao3ara Ka indinavir go 1000 mg Ha Bcekn 8 yaca Tpabea Aa ce uma npefdBUR, 8Ko ce AgBa ¢
nevirapine. He ca HanumuHu CHLOTBETHW JaHHW 3a OesomacHOCT U eduKacHOCT Ha Task
KOMBUHALMWA.




Delavirdine

MpunoxeHunero Ha delavirdine 400 mg Tpu NBTW SHEBHO, MHXUGWTOP Ha CYP3A4, c
eguHuyHa nosa ot 400 mg indinavir soan no 14% HamanseaHe Ha AUC Ha indinavir B
cpaBHeHWe ¢ HabniogaeaHata npu npunarade Ha indinavir 800 mg Ha Beceku 8 vaca
camocTosATenHo. EgHoBpeMerHoTo npunarake Ha delavirdine ¢ Ao3a ot 600 mg indinavir ecgw
Ao npebnusutenHo 40% no-ronama AUC Ha indinavir B cpaeHeHue ¢ HaBniogaesaHata npy
npunarade Ha indinavir 800 mg Ha Bcekv 8 vaca camocToATenHo. Indinavir He e noxaszan
etheKT BBPXY dhapMakokvHeETHKaTa Ha defavirdine. Hamanssade wa gosara Ha indinavir go
400-600 mg Ha Bcekv 8 yaca Tpabea Aa ce ¥MMma npefswa, ako ¢e aasa c delavirdine. He ca
HANWMHY CHOTBETHW AaHHW 3a 6e30nacHOCT ¥ &(hMKACHOCT Ha Tasn KoMBuHaLnA.

Efavirenz

Korato indinavir (800 mg Ha eEceku 8 wvaca) Dewe AaeaH ¢ efavirenz (200 mg
efHokparHo aHesHo) AUC Ha indinavir # Cyoeuwn Osxa Hamanenu ¢ npubnusutendHo 31% u
40%, cwoteeTHo. Korato no-sucoky Ao3u indinavir (1,000 mg Ha eceky 8 uaca) e npunaraH
3aegHo ¢ efavirenz (600 mg egHokpaTHO QHEBHO) Ha HewHdekTupanu gobposonuy, AUC u
Clrough Ha indinavir ca Hamanenu cpearo ¢ 33-46% u 39-57%, CLOTBETHO, CNPAMO KOraTo ca
npunarasi ctapfapTHi fosu (800 mg Ha ecexu 8 vaca). Mogo6Hn paznukn B AUC 1 Ciough Ha
indinavir ca Habnwaasakn ¥ npy HIV-uHdgektupadn nauuenTy, nonyyasany indinavir (1,000
mg Ha Bcekm 8 wvaca) saegHo ¢ efavirenz (600 mg egHOKpPATHO [SHEBHO) CNpAMO
CaMOCTORTERHO nperiarad indinavir (800 mg Ha Beexkn 8 vaca). [HokaTo knMHW4KAaTa
3HaUMMOCT Ha HamareHwTe HuBa Ha indinavir He e ycTaHoeeHa, npy wabopa Ha cxema 3a
CLEMECTHO npunoxeHwe Ha efavirenz n indinavir ronemuHaTta Ha HabmojasaroTo
hapMaKoKUHETYHO B3aWMOZeiicTBYe cregsa ja ce vMa npegeua. He ce Hanara kopekuun
Ha AoaaTa Ha efavirenz, korato ce gasa ¢ indinavir.

Huxubutopu Ha HMG-CoA peaykrasara
HMG-CoA pegykrtasHute uHxubutopn, koto simvastatin u lovastatin, umero

meTabGonuanparde 3sHauutenHo 3asuck or CYP3A4, ce o4aKkBa ja MMmaT ChLUECTBEHO
NIOBULLIEHM NIIA3MEHN HABA, KOTaTo Ce NpUNarart ¢xBMecTHO ¢ indinavir. Ts# karo NoBviIeHUTE
nnasmeHn Huea Ha HMG-CoA pegykraznute MHXMBUTOPM MOrAT Aa NPUMUHAT MUONATUS,
BKAUMTENHO pabaoMuUonvsa, KOMEBMHUPAHETO Ha Tesn NekapcTBEHN NpogykTh ¢ indinavir He
ce npenopvuea. MetabonuaupaHeTo Ha atorvastatin e no-manko sasvcvmo ot CYP3A4. He ca
HanUuHWU KMUHUYHK S2aHHW 3a koMGuHupaHeto Ha indinavir o uHxuGnvopu Ha HMG-CoA
peayKkrasata, KouTo He ce MeTabonuanpar npesvmHo Ypes CYP3A4 metabonvTHaTa Bepura.
MetaBonuanpaHero Ha pravastatin n fluvastatin He aaBsucn ot CYP3A4 w He ce ouakear
e3awmogeicTens ¢ Pl (M) . Ako e nokasaHo nederue ¢ HMG-CoA pepykrasHu nHxnBuroph,
ce npenopsysa ynotpebara Ha pravastatin nnn fluvstatin.

Bunkara XbNT KaHTapuoH (Hypericum perforatum)

MnasmenuTe HWBA Ha indinavir ca NOKaszanv CbLUWECTBEHO HamanssaHe npu
efHOBpeMeHHaTa ynotpeba Ha pacTuTenHy NPpoAYKTY, ChAbPXALN BUNKATa XKBNT KAHTAPNOR
(Hypericum perforatum) o okeno 20% ot Teau Npu caMmocToATENHaTa ynoTpeda Ha indinavir.
Toea ce SuIXU Ha uHAYUMpaHe oT GWnKara XbAT KaHTapuod Ha MeTabonusma Ha
NeKapcTBOTO WUNU TpaHConopTHUTE npoTeuHu. llopagu ToBA, PacTUTENHUTE MPOAYKTH,
cphaepxal Gunkara XLNT XKaHTapyWoH He TpAGBA Aa ce npunarar ceemecTHo ¢ CRIXIVAN.
AKo nMauveHTsT n[pveMa Beve Gunkara XBLNT KaHTApWOH, CNpeTe Tasu Ounka, npoeepeTe
HWBOTC HZ BUPYCHOTO HATOBAPBAHE W aKO € BL3IMOXHO HUBaTa Ha indinavir. Husata Ha
indinavir MoXXe fa Ce yBenuuaT npu cnvpaHe Ha GWNKaTa XbLRAT KaHTapuoH, U [o3aTa Ha
CRIXIVAN moxe ga usuckBa KopurvpaHe. VHAyUMpalwmAT edekT Moxe fa nepcvuctupa Ao
ABe ceaMULM criefl CnupaHe Ha neyeHueTo ¢ BunkaTa XeIT kaHTapuoH. (Blwi pasaen 4.3).

Pimozide
Pimozide He TprbBa Aa ce uanonaea 3aegHo ¢ indinavir. Maxwbnpadero Ha CYP3A4
oT indinavir 6v Morno ga noeede S0 NOBULUABAHE HA NNA3MEHNTE K Tpauuy Ha pimozide,

KaMepHY apnuimMin.



Rifampicin

Rifampicin He TpaBsa ca ce usnonsea eaHoepemerHo ¢ indinavir. Ynotpebara Ha
rifampicin Apy nauuedTy, nonydyasawy indinavir ApamMaTMYHO HAMANABA NAASMEHWTE HUBA Ha
indinavir go 1/10 ot Tesun npu camoctoaTenHa ynotpeda Ha indinavir. Toan edekr ce abnku
Ha uHgykuuata Ha CYP3A4 ot rifampicin (Bwx pasgen 4.3).

Ritonavir

OByKkpaTHWAT BHeBeH npueM Ha indinavir (800 mg) npu aoBpoBonuy e5HOBPEMEHHO G
ritonavir (100, 200, v 400 mg) no BpeMe HA XpaHeHe 3a fABe ceaMuuM AoBeAe o
yeenudaeaHe Ha AUC,,, Ha indinavir ¢ 178 %, 268 %, 1 220 %, CbOTBETHO, B CPABHEHUE ChC
croliHocTuTe Ha AUC,4, Ha indinavir npy nayveHT, KouTo ca nonyuaeanu CREXIVAN 800 mg
Ha Bcekn 8 vaca camoctosaTenHo. B poBaska, ABYKpaTHUST AHeeeH npuem Ha indinavir
(400 mg) egHoBpemeHHo ¢ ritonavir (400 mg) soav Ao yeenudasaHe Ha AUCzq, Ha indinavir ¢
68 %. B cbuloTo npoydBaHe, ABYKPATHUAT AHEBEeH npueM Ha indinavir (800 mg) c ritonavir
(100 nurm 200 mg) soaun Ao YeenuuyasaHe Ha AUC24h Ha ritonavir ¢ 72 %, v 96 %, ckoTBETHO,
B CpaBHeHWe CbC chbuMTe Ao3w rifonavir, npunoxeHu camoctostenHo. OOpaTHO Ha ToOBa,
ABYKpaTHUAT axesed npuwem Ha indinavir (800 wnu 400 mg) epHoBpemeHHO ¢ ritonavir
(400 mg) vmalle HesHauuTeneH edekr (7 % v 7% HamaneHue, PecrekTMBHO) BBpxy AUC24h
Ha ritonavir. [ToHacTOAWEM, HAMA HanNWYHW BaHHW 33 BezonacHoct U edUKacHOCT NpH
M3MON3BaHeTO Ha Tasu KoMOUHaLWa npy nauveHTn. B cnyyau Ha egHoepemMeHHa ynotpeba Ha
ritonavir u indinavir (8 no3a oT 800 mg ABa NbTX SHeBHE), TPAGBA Ad ce npunara NoBULLEHD
BHUMEHWE, Nopagy Bb3MOMHOCTTA OT yBenudeH puck oT Hadponutvasa. Npenoptusa ce
afeKeaTHO oBOAHABaHe. Ako jgoszara Ha indinavir e Hamanewa, nopaaw npoBnemu ¢
NOHOCUMOCTTA, MOHUTOPUPaHE HAa MNa3MeHMTe HUBA HA FNEeKapCTEOTO € OT non3a. Hama
JOCTaTLYHO JaHHM B Nofkpena Ha AethMHUTMEHATA Bpb3Ka MEXAY NNasMeHWTe Hysa Ha
indinavir 1 ehexTMBROCTTA, W HACTLNBAHETO Ha HedponvTuasa. (Bwx pasgen 4.4 )

Saquinavir
EnHoepemMeHHUAT npyvem Ha indinavir ckc saquinavir (600-mg Tewpav kancynn unu

800-mg meku kancynm unu 1,200-mg Mexu Kancynit B €AMHWYHE [03a) NPy 3APEBY MHAMBUAW
noeege fo 500 %, 620 %, n 360 % yeenvuyaeaHe Ha nnasmeHara AUC.s, Ha saquinavir,
cLoTBETHD. He ca HanMMHW CLOTBETHW BaHHW 32 Ges30nacHocT v ePUKAcHOCT NpW Tasu
KoMBuHauwA. [n3aliHbT Ha NPOYYRaHETO He No3B0MABa AeiMHUTUBHE oLeHKa Ha etheKTa Ha
saquinavir BLpxy indinavir, Ho BHylaBa, 4Ye MMa ro-Manko oT 4ea N7 YBEnuuaBaHe Ha
AUCSh Ha indinavir no epeme Ha eqHOBPEMEHHUA NPUEM CBC Saquinavir.

Didanosine

He e npoeefeHo odvuManHo npoyyealde 3a NEKAPCTBEHO B3avMOMEcTBUE Mexay
indinavir u didanosine. O6aue HopmanHoro (kceno) pH Ha cToMaxa Moxe Aa e Heobxoamo
3a onTmanHdaTa abcopbunna Ha indinavir, ZokaTo kucenuHata Bbpso noHwkasa abcopbuwaTa
Ha didanosine, koiTo e ¢Ebp3aH ¢ Gychepupalyy areHT! 3a ysenuuasare Ha pH. Indinavir n
didanosine Tpsbea ga ce NpunaraT npe3 MHTEpBan Hal-MasKko 0T e4uH Yac, Ha MiagHo (aa ce
npoBEep B FeKapcTEeHaTa uHgopmauus Ha npoussoguTens Ha didanosing). B eado
KIMHMYHO M3CregeaHe, aHTUPEeTpOBMPYCHAaTa aKTUBHOCT He e 6una npoMeHeHa, Koraro
didanosine e 61n NpunoxeH Tpu Yaca cnep TpeTupadeTo ¢ indinavir.

Sildenafil

Tt kaTo indinavir e uHxubuTop Ha UuToxpoMm P-450 3A4, eaHOBpEMEHHUAT NpUeM Ha
CRIXIVAN cue sildenafil BepoatHo 61 goEen fo YEeNUYaBaHe Ha nyia3ameHaTa KoHUeHTRaUnA
Ha sildenafil nocpeACTBOM KOHKYPEHTHO UHxmBupaHe Ha metabonusma. B efHo nybnukysado
npoyysaHe npu HIV-wHhekTMpaBy MBxe, XpoHuUHO nexysanu ¢ 800 mg indinavir, npuemsT
Ha equHWIHA A03a oT 25 mg sildenafil HAMawe sHauyutenel edpext Bbpxy AUC Ha indinavir,
Ho Aceepe ao 340 % ysenuyaBaHe Ha AUC Ha sildenafil B cpaBHeHWe € KOHTpOnHUTE
thapMaKkoKWHETHHHW faHHK 3a sildenafil gosa-HopmanusupaH Ao 256 mg. Havanda foza ot 25
mg sildenafil Tpabea ga ce obcwaw, ako indinavir u sildenafil ce usnonsear egHOBpEMEHHO
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Venlafaxine

Enno capmarkokMHeTWuHD M3nuTBaHe ¢ venlafaxine e nokazano 28% Hamanenve Ha
AUC un 36% Hamanenuwe Ha Cp, 32 indinavir. KnuHMMHOTO 3HaveHue Ha  ToBa
BlaumosieficTeve He € nssecTHo. Indinavir He & noenuAn dhapMaKkoknHeTukaTa Ha venlafaxine
WU Ha akTuBHuA MeTabonut O-desmethyl-venlafaxine.

dpyiv

EfHospemMeHHaTa ynorpefa ¢ Apyry fiekapcTsa, KouTo ca uHgykTopy Ha CYP3A4,
kato phenobarbital, phenitoin, dexamethasone u carbamazepine, moxe Aaa Hamanu
Ana3mMeHUTe KoHLeHTRpauun Ha indinavir.

3a vHdopmauva OTHOCHO BvieTara wnn ectbekra Ha XpaHaTa BbpXy abcopBuvsata Ha
indinavir, Bwx paspen 4.2 n 5.2)

4.6 BpeMeHHOCT U KLpMeHe

Ynotpeba no speme Ha GpemeHHoCT

Hsama pocrateuHO 1 Bobpe KOHTPOAWMPAHM NPOYYBaHUS Npu GPEeMeHHW HeHW.
Indinavir cnegea Aa ce W2NON3Ba CaMoO KoraTto NOTEHUWanHaTta nonsa npesuwiasa
noTeHynanHua puck 3a nnoga. Karo ce uMa npeasun HabniogesmeTo o7 €4HO MAnko
NpoyyBaHe BhLPXY 3HAYMTENHO ManbK Bpoii wHtekTupany c HIV EpemeHHN XeHW NoOATIoNEHN
Rpeay paXAaHe Ha FIeYeHre ¢ MEAUKAMEHTA, KaKTO ¥ ManXOTO HaHHW KOWTO MMA NPW Ta3u
nonynauus, indinavir He ¢é npenopbysa Npu 3apaseHn ¢ HIV GpeMeHHW nauveHTRU (BUXK
pazaen 5.2)

XunepbunvpybnHemusi, [AoOKnagBaHa nNpeguMHO KAaTo MOBUWEH WHAMPEKTeH
BunupydbuH, ce nossvna & 14% or NayueHTHTe, No BpeMe Ha nederneTo ¢ indinavir. Tii kaTto
He € wspecTHo ganu indinavir we yTexHWU M3MCNOTUYHATa XUnepbunmpybuHemns npu
HoeopofeHoTo, TpsAGBa Aa ce Hanpasy BHUMAaTENHa NpelUeHKa 3a ynortpebarta Ha indinavir
npy GpeMeHRY XeHW NO BPEMETO Ha paskaaHe (Bux pasgen 4.8 )

Mpu Rhesus maliMydy, npuemadeto Ha indinavir oT HOEOPOOEHW NPUHWHABA fEKO
ofocTpsAHe Ha npexogHara thuzuononuda xunepBunupybuHemun, vabnogasaHa npy Tesu
Buacee chned paxaaHe. TNpuemsTt HA indinavir o1 Bpemennv Rhesus MaliMyHn no BpeMe Ha
TPETUA TPUMECTep He npwumHu nogoBHo obocTpaHe  npu HoeopogeHw; obaue, e
HaGNioOAaBaHo CaMO0 OrpPaHUdeHo npeMrHaeaHe Ha indinavir npes nnauyexTara.

Ynortpeba no EpeMe Ha KepMeHe
FMpenopbyea ce xeHute, nHbekTupany ¢ HIV aa He KepPMAT fellata cu NpyY HUKaKBU

ofcToATencTea, 3a ga ce waberHe npegaeade Ha HIV. He e magectHo, panw indinavir ce
eKCKpeTUpa B uoBellkoTo MNako. OBave ce nocouea, 4e indinavir @ HanuLle B MNAKOTO Ha
fIILXOBETE M EKCKPEUWSATa My B MIAKOTO Ha NnbXa ce MadWudectupa ChbULIO TaKa Karo
HamanABaHe Ha CPegHOTO Terylo Ha MankvTe no BpemMe Ha KbpMeHeto. Malikure cnegga ga
OBAAT MHCTPYKTUPaHU A3 MPEKBCHAT KbPMEHETO MO BPEME Ha NTEYEHUETO,

4.7. Edrextv BLpXxY criocoBHocTTa 3a wodmpaHe U patoTta ¢ MallMHK

Hama gasHu, KOMTO fa SaBaT OCHOBaHWA fa ce npeAronara, 4e indinavir noenusaea
cnocoBuocTTa 3a wWodvpade v pabota ¢ mawwHn, O6aue nauuveHture Tpabea Aa Cwaar
uHdopMUpaHy, Ye N[O BpeMe Ha nedeHweTo ¢ indinavir ca foknageaHy CBETORBLPTEX Y
3aMBINEHD BIKAAHES.

4.8. HexenaHu siexapcTBeHU peakuui

KnwHuYeH onvt

B KOHTpoAWpaHW KNWHWYHKM Npoy4BaHWA, Npoeege cBAT, indinavir e




didanosine, stavudine wwnu lamivudine) Ha npubnuavtenHo 2 000 nauueHTa, No-FONAMaTa
4acT o7 kouto ca Sunu Benn Muxe (15% xKenv).

Indinavir He e nNpoMeHWNn TUMA, YECTOTATE WNW TEXEeCcTTa Ha Mo3HaTUTEe [F1aBHU
HexenaHv edhekTy, CBbp3aHn ¢ yroTpebara Ha zidovudine, didanosine v lamivudine.

Hexenanwte neKkapcTeeHy peakuwn, H[OKNAZABAHW OT MKICNefoBareniTe Karto
BL3MOXKHO, BEPOATHO UMW AecbvHUTMBHO CBBP3aHM ¢ MeauKkameHTa npu 5% u noeeuve or
nauuenTiuTe, nekysaHn ¢ CRIXIVAN camoctostenHo wim B KoMBuHauus (n=309) 3a 24
CeAMMUM ca ONUCaHY No-Aony. TTOBEYETO OT TE3U HEXENaHK SBNEHMS ¢a onpesenieHy, Chlo
Taka, kaTo 0GMKHOBEHO MPEAeCTBYBalLW WM YECTO BB3HUKBAILN MeAMUMHCK ChCTOAHUA B
Ta3un nonysauua. Tesn HeXenaHu Asnelus ca: rageHe (35.3%), rnaroSonue (25.2%), avapus
{24.6%), acteHus/ymopsaemMocT (24.3%), obpus (19.1%), usspaTeH exyc (19.1%), cyxa koxa
(16.2%), kopemHa Oonka (14.6%), noepwuwaHe (11.0%), ceetoewprex (10.7%). C
M3KMIOUEHWE Ha cyxaTa Kowa, obpusa v Ha W3BPaTEeHUA BKYC, CNyYauTe Ha HexenaHu
nexapcTBeHn peakuvd ca Gunu rnogobHU MW NO-BUCOKA Mexagy nauveHTuTe, nekysaHu
KOHTPOMNHO ¢ ZSHTMPETPOBUPYCHM HYKIE03WAHWU aHamnosl, OTKONKOTO MEXAY NauueHTuTe,
nekysaHn ¢ CRIXIVAN camoctosarenHo vnv B komOuHauus. UlermuAat Tozv npodin Ha
BeaonacHocT ocrara noacber za 107 nauueHTn, nekysaHu ¢ CRIXIVAN camoctostenHo wnn
B komBuHaumsa fo 48 cegmuuu. HexenaHyw RexapcTBeHW peakuuy, BKAKOYBaWU
HedponuTHaza, MoraT ga AoBeaar O NPeKseBaHe Ha NeYeHWeTo.

Muoro yectu (> 10 %

PazcTpoiicTea Ha HEpBHAaTa CUCTEMA: Masobonmne, 3aMasaHoCT.

CToMaWHGC-YPEBHY pasCTPORCTBA: rafieHe, NOBPLUIAHE; AUapus; Aucnenecus.

HapytieHua Ha KoXaTa u NoAKOXHUTE ThKasu: obpue; cyxa koxa.

PascrpoiicTsa Ha GuBpeuunTe 1 YpYHApHUA TpakT: HedponuTuasa npu neauaTpryHn
NaUUEHTW HA 3 FOAVHEN 1 NO-ToneMu.

OB1yK HapYIUEHUA M CLCTOSIHKSA, CBBP3EHN C HAYMHA Ha rpueMaHe: acTeHua/ymopa;
W3BPATEH BKYC; KOpemMHa Bonka,

Yectn (5—-10%

PascrpoiicTea Ha HepeHaTa cucTema: Be3chHME; XUN0ECTe3us; NapecTeans.

CToMallHO-UPEBHW pazcTpoiicTBa; natyneHUs; cyXota B YoTaTa; KUCENWHHE
peryprurauus.

HapyLieHus Ha KoXa M NOAKOXHY ThKaHK: ChpBex.

HapylueHus Ha ofopHO-SBATATENHWA anapar U CbeIMHATEeNHaTa TEKaH: MUarrin.

Pasctpoiictsa Ha 6L6peluTe U YpUHAPHUA TPakT: HedponwuTHasa Npu BLIPACTHY,

QVi3ypua.

Joxnaasato € 3a Hedgponuiuasa, Bkawouveawa Gorka B cnabuhure ¢ unv Bes
XeMatypus (BKN. MUKpPOCKONCKa xematypws) npu npubnuantendo 10% (252/2577) ot
nayueHTUTe, Nnonyyasawy CRIXIVAN npn KNuHWYHWTE KSNWTBAHWA B Npenopwysara fosa B
cpaHeHue ¢ 2.2% 0OpW KOHTponHuTe rpynu. [PpUHUUNHO, Te3M enU30AM He ca CBLP3aHW C
6u6peyHa HeAOCTATRYHOCT U Ce BBLICTAHOBABAT C XUApatauvs ¥ BpeMeHHO NPeKeeBaHe Ha
nedeHuneTo (np. 1-3 axu).

MNpy KNMHYMYHY OPOYYBAHWA HA NeguaTpyUydHy NaUMEeHTA Ha Bb3pacT 3 roAuHW v no-
ronemu, nNpoUITET Ha HeXenaHwTe NekapcTeeHy peaxuvy Gewe nopobed Ha To3w ApU
BbL3PACTHW NAUWMEHTW, C W3KMIOUEHUE Ha MO-BUCOKATA YEcToTa Ha Hetdponutuasa B 29 %
(20/70) npn neawaTpuMHUTE nauueHTy, nexysak ¢ CRIXIVAN B npenopbusaHara fosa ot

500 mglm2 Ha Boekn B Yaca.

Pesyntati o1 NabopaTtopHUTE TECTOEE
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NaSopaTopHuTe OTKNOHEHUA, AOKNaABaHW OT W3ICNEAOBATENWTE KATO BL3MOMKHO,
BEPOATHO UNU AeUHUTUEHO CBLP2aHK G MeavkameHTa, npy 10% 1 nosede OT NauMeHTuTE,
nexysanu ¢ CRIXIVAN caMocTosTenHo unv B komBrHauws Gun:

Muoro yectu (> 10 %)

Paacmpoiicmea Ha KpLeHama U fAuMgHama cucmeMa: yBennveHne Ha MCV,
HamaneHve Ha HeyTpothunuTe.

Pazcmpoiicmea Ha O6Bbpeyume U YpUuHapHUA mpakm: XaMaTypua, NpoTEeMHYpUs,
KpVCTanypys, NUypWs NPy NaLMeHT Ha 3 rogulliHa BL3pacT U No-rorneMi.

Xenamo-bunuapsy pascmpoiicmsea: W30NUpaHa acuMNTOMHa XunepBunnpybnHemus
(oOw] OunupybuH paseH wnu vag 2.5 mg/dl, 43 memoll), goknageaHa NpegWMHO KaTo
nosues wHavpexreH GMNUpYOuH W pRAKO CBbp3aHa ¢ yeenudeHue Ha ALT, AST unu
ankanHata goctaraza, ce nossuna npw npubnuanTenHo 14% oT nauweHTUTe, NEKyBaHN C
CRIXIVAN caMocTosTenHo Unw B KOMBUHaALWA ¢ APYM aHTUPETPOBUPYCHY areHTy. [oseveTo
mauveHTy ca Npogtrnan nevenueto ¢ CRIXIVAN, Ges HamanasaHe Ha L033Ta 1 HMBATA Ha
SunvpySuHa NOCTENEHHO ce BBPHANM KM USXOBHUTE cTofHoCTH. XunepbunupybuHemmnsra e
EB3HUKBANE NC-YECTO NPU A03M, HAAXBLPRAWM 2.4 g/aHEBHD, B CRABHEHUE C A03¥ No-Markv
oT 2.4 g/gHeBro. YeenudeHnne Ha ALT n AST.

Mpu knuHUYHYW npoyvsadnAa ¢ CRIXIVAN npy negvatpyyHiy nauMeHTV Ha Bs3pact 3
rogviHn 1 NO-roremMu, aCUMOTOMAaTUUHA NUYPUS C HEU3BECTHA eTuonorus Gewe zabenssaqa B
109 % 56155) o7 nauyvenTute, nonydaeawm CRIXIVAN B npenopnueaHata posa or
500 mg/m* Ha Bcekn 8 uvaca. Hakou ot Tezn cbbuTMA GAxa npuapyxeHW C yMEepeHo
nokaysaHe Ha CePYMHUA KPeaTUHWH.

OnuT cnej nyckaHe Ha MeAUKaMeHTa Ha nasapa

CregHuTe AONLAHUTENHN HEXeNaHW feKapCTEeHN Peakuuu ca [OKNagBaHuM crnej
nyckaHe Ha MEAWKamMeHTa Ha nasapa; Te MPOUSXOKAAT OT CNOHTAaHHW ACKNAAM, UWATO
yecToTa He MoxXe Aa ObAe onpefeneHa:

Pazcmpoiicmea Ha kpheHama U JNUMEHama cucmema:. yBeruieHV CrHOHTaHHM
KPBBOTEUEHUS NPY NauMeHTW ¢ XeMohUNuA; aHEeMWUs, BKMIOUNTENHO OCTPa XEeMONWTUUHA
aHemur, TpomBouuToneHun (Bwx pasgen 4.4

Pascmpoiicmea Ha UMyrHama cucmeMa: aHabunaxTongHu peakumi.

Erndokpunny pascmpolcmsa: OTKNIOMBaHe HA 3axaped Auaber vunu XUnepriavkeMus,
wnu oBocTpAHe Ha NpeAu TOBa ChLYecTByeall 3axapeH awaber (ewk pasgen 4.4)
Pascmpolicmea Ha HepsHama cucmemMa: opasiHa napecresus.

FacmpoumecmuyanAy  pascmpolicmea: XenaTur, BiniodBall HOKNaAM  3a
YepHoopoBHa HeAOCTaTBYHOCT; MaHKPeaTHT.

Hapywerus Ha xoxama u noOkoxHume mbraHu: obpue, BrIOYBaAL epuTema
mynTiachopMe U cuHBPOM Ha Stevens Johnson; XWNepceHaUTMBeH BacKynuT, anoneuus,
XUNEPrNUrMeHTaUMs; YPTUKapuUs; NUNCA Ha PRcTEX Ha HOKTUTE Ha KpakaTa Wunu NapoHnXna.

Hapywenua Ha onopHo-OguzamenHus anapam 4 CoeduHumenHama mMuKaH:
MUanTuA, MMo3uT; pabgomuonuaa.

Pascmpoiicmsa Ha GnOpeuume u ypuHapHUs mpakm: Hedponutnasa, npu HAKOM
ciydan ¢ GuOpeyHa HegocTaThyHOCT MMM ocTtpa OubpeuHa HegocTaTLYHOCT,
VHTEpCTUUManeH RedpuT, NOHAKOra CBLP3aKk ¢ oTnarade Ha kpucranu indinavir. Fpu HAKoKW
NaLMeHTls He HacTbNea 0DpaTHO pasBUTUE Ha WHTEPCTMUMAaNHWA HedipuT cfie cnupaHe Ha
Tepanuara ¢ indinavir; neskouuTypua (Bwk pasaen 4.4 )

Q6w HapyuleHus U CHCMOAHUS, Cabp3alLl ¢ HayuHa Ha npuemade. KomburupaHara
aHTUPETpOBKUpPYCHa Tepanus e Guna acouyuupaHa ¢ npepasnpegensHve Ha MasHUHWTE B
TAnoTo {(nunoaucTpodua) npn nauyuenTtu ¢ HIV, sruodBayy sarybarta Ha nepudepHa u
¢raumanHa noAgKoXHa MacTHa TbKaH, yBenuuaeaHe Ha BhTpekopemHara W BucUepanHa
MacTHa TbKaH, XunepTpodina Ha TEPAUTE W AOP30LIEPBUKRTHE AHE Ha MacTHa ThKaH
{macTHa repbuua). s
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KomBuHupaHata aHTypeTpoBUpycHa Tepamua e Buna acouuupada ¢ meTabonuTHW
HapylUeHWs, KaTo  XUNEPTPUIRULEpPUZEMWA,  XUINEpXOnecTeponemusi,  WHCYAWHOBA
PEe3nNCTEHTHOCT, XUNEPIFNKEMUS U XuneprakrareMun (Bisk pasgen 4.4
Mpu BIV- 3apaseHn nauueHTy ¢ TEXKa UMyHHA HefOCTATLYHOCT NO BPeMe Ha 3anovsaHe Ha
KkombuHMpaHata aHvupeTposepycHa vepanua (KAPT (CART)), moxe pa Bb3HUKHE
BLAMANUTENHZ PEakUns KbM aCUMATOMATHYHM WA OCTaTBYHW OMOPTIOHUCTAYHN WHCDEKLMK
(e pasgen 4.4 )

Haxonaku or NabopaTopHUTE TECTOBE

CnegHuTe SON=NHUTENHW naboparopHM aHOMArvyM ca [oKNajgsaHu Ao BPEMe Ha
NOCTMAaKPETUHIOBWA NEPUOL; T NPOU3AU3AT OT CRICHTAHHU JOKNaAM, YUATO YECTOTa He MoXe
i@ ce onpejeni CTPUKTHO:

Memabonumnu pascmpolicmea U HapyWweHUs Ha xpaHeHemo: YBENWYeHW CepyMHM
TPUrNMLEpVEH, YESNUUeH CEpyMeH XonecTeporn.

Xenamo-Gunuapru pascmpodicmsa; Hapyllenna Ha YepHoapofHaTa dyHKuuA.

Hapyuwexus Ha onopHo-Gguzamerntus anapam U ckeOUHUMEenHama mMbKaH:. YBenuieHsa
CPK.

4.9, Mpegozupate

Mma gaHHy 33 chyvanm Ha npegosvpade Ha CRIXIVAN npu xopa. Haii-yecto
FAOKNAABAHUTE CUMNTOMM Ca BUNK CTOMALUHC-YPEBHWUTE (Hanp. rafeHe, NOBpbLLUEHE, AUNapUa)
1 6u6peuHuTe (Hanp., HedponuTyasa, GoNKa B KPBCTA, XEMaTypus).

He e K3BeCTHO Zany e BbamoxHe indinavir aa 6bae AvanuaupaH Ypes NepuToHeanHa
Wy Xemoguanusa.

5. DapMaKonorMyHK CEBOACTEA
5.1, PapmMakoQMHaMUIHK CBOWCTBA

bapMakoTepaneBTuHa rpyna; npoTeaseHd ukaxwburop, ATC kog JO5AEQ02

Mexannabm Ha gelicTemne

Indinavir notucka pekomBuHarTHara HIV-1 v HIV-2 nporeasa, ¢ npubnuautenHo
JeceTokparHa CenexkTueHoCT 3a HIV-1, oTrkonkoto 3a HIV-2. Indinavir ce cerpasa obpatuMo ¢
AKTUBHOTO MACTC HA NpPOTEa3aTa U NOTHUCKA KOHKYPEHTHO €H3UMA, peaoTepaTABaliKi Mo TO3u
HauvH AENEeHeTo Ha NpefliecTEeHUKa Ha BUPYCHUA NUNONPOTEWH, KOETO c2 M3BLPLUBA No
BpEME Ha CL3pPABAHETO Ha HoBoodopMeHUTe BUPYCHM YacTvum. MMonyyasauure ce Hespenu
YacTHLM He ca VHEKUMOSHU W He cA B ChCTOAHME Aa NPUHUHAT HOBU LVKNY Ha MHMEeKuns.
Indinavir He VHXKMOUPA CUMHUMUKAHTHO EyKApUOTHUTE MPOTEA3W YOBEeWKW PEHWH, YOBEeWKU
karencvH D, YoeellKa enacTasa v YoBeLkM akTop Xa.

MukpoGronoms
Indinavir meaumpa B koxuenTpauun oT 50 go 100 nM, 95% notuckane ( 1C95) Ha

BUDPYCHOTO pasnpocTpaHeHue (CPaBHEHO ¢ HENEKyBaHW KOHTPONY, MHMEKTMPakN ¢ BUpyca) B
yoBellk T- MMGUWUTHY KMeTBYHA KYRTYPW W [TbPBMYHM YOBELWKM MoHounTu/Maxpodary,
sapasedn ¢ HIV-1 sapuantu LAl MN u RF v ¢ makpodaro-TponuueH papwant SF-162,
CHOTBETHO. B KoHUeHTpaumu ot 25 o 100 nM indinavir sBogn cho Taka po 95% notuckaHe
Ha BWPYCHOTO DA3NPOCTPEHEeHWE B KWITYPU Ha  MWUTOreH-akTMBMPEHM  YOBEIUKK
MOHOHYK/IeapH KNeTku oT nepudepHa kpbB, 3apaseHi ¢ PE3NUuHM, MBPBUHHA KMWHUUHM
waonat Ha HIV-1, BKIoYBaW K30MaTH, PESUCTEHTHW Ha Z ine M He-HyKNeO3UBHW
vHXuBuTOPpM Ha obpaTHara TpaHCKpUNTasa ChHepruyHa
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QHTUPETPOBUPYCHa AKTMBHOCT, KOraTo “YOBEILKW -NUMMOoLUTHI KNeTKY, WHdekTipadu ¢ LAL-
sapuaHTa Ha HIV-1, 6uny urkybupann ¢ indinavir u wnn ¢ zidovudine, didanosineg, unu c He-
HyKNeo3uagHn UHXuBKTOPK Ha obpartHaTta TpaHckpunTtaza (NNRTI).

JlexapcTEEHa PE3UCTEMTHOCT
]'Ipu HAKOW MauveHTW & Habrioaaeala nunca Ha cynpecvs Ha HWBaTa Ha BUpYCHAa

PHEK; obaue, Gpoat Ha CD4 kneTkute G1n YeCcTo NOARLDKAH HAM HUBATA MPSAU JIeMEHUSTO.
Korato Bw3HWKkeana munca Ha Cynpecua Ha erpycHara PHK, ToBa 61iic cBbP3aH0 CkC 3aMaHa
Ha LWMPKYNpaiua YyBCTBUTENEH BUPYC C PE3NCTEHTHW BUPYCHU BapuaHTy. PesucTeHTHOCTTa
Kopenvpana ¢ HaTPYNBAHeTo Ha MyTaUWi BEB BUPYCHWA resom, KOeTo 80AW A9 eKCrnpecua Ha
3aMecTBaHNA Ha aMUHOKMCENVHY BBR BUPYCHATA MpoTeasa.

WuaeHTudmumpadii ¢a Hail-manko eguHafecer nosvyun B  aMWHOKUCENUHEHWATE
octarbly Ha HIV-1 npoTeasara, CBLP3aHN © pe3UCTEHTHOCT Ha indinavir: L10, K20, 124, M48,
154, LE3, 164, A71, V82, 184, 1 L90. Ba3ara Ha TexHUs NpYHOC 338 Pe3UCTEHTHOCTTa, obave, e
KOMIHeKeHa. HUTO efHO OT Te3l 3amecTeaHusA He e Guno mnm HeoGX0AUMO, UMM JoCTaTBHHO
3a nosBaTa Ha Pe3uCTEHTHOCT. Hanpumep, HAMa e4MHMMHO 3aMecTBaHe Wrv rpyna or
3aMecTBaHWg, KoeTo ga Ovae chocoBHo pa npeawsBuka usmepuma {(Haj WAW paBHa Ha
YeTUPY [BTH) PE3UCTEHTHOCT KbM indinavir, 1 HUBOTO Ha pesucTeHTHOCT Delle 3aBUcHMO OT
HauWHa, 4Ype3 KoWTo ca KoMBMHUpaHW MHorokpartHu 3amectBadms. OcHoBHO, obaue, no-
BYCOKUTE HWBA HA PE3UCTEHTHOCT MPOU3XOXKAAXE OT ©AHOBPEMEHHATA EKCMpecus Ha no-
ronsaMm Opodl samecTeBaHuA Ha eavHageceTTe WMASHTMUHM nozvuvi. Cpes nauveHTwTe,
NPeXUBANNY Bb3BpELLaHe Ha BupycHara PHK no epeme Ha mMoHoTepanusATa ¢ indinavir 800 mr
Ha 8 vaca, Gelwe HabngasaHO 3IaMECTBaHe Ha CAMO TPW OT TE3W MECTa NPW [OBE4eTo
nauviedTr: V82 (go A wnn F), M46 (go | nrws L), # L10 (ot | vinn R). Opyrn samecteaHnA ce
Habniogaeaxa no-pagko. HabniogaeaHWTe AMWHOKMCENMHHM 33MECTBaHWA W3rmexga ce
HaTPYNBaT MOCNedoBaTeNHO W He B CTPUKTEH pefl, BEPOATHO KATO pesynTar Ha
npofbikaealla BUpycHa pennuKaumsa.

Cnegea aa 6ege otbennaszaHo, 4e no-cnaba cynpecna Ha HUBaTa Ha BlpycHa PHK e
HabniogaeaHa no-4ecto, KOrato neveHueto ¢ indinavir 6uno 3anoyHaTo ¢ No-HUCKK 03K OT
fpenoptuYBaHaTa opanHa gos3a or 2.4 g/pHeBHo. 3apagu ToBa, neveHueTo ¢ indinavir
Tpsabea ga ObAe 3anoyHaTo ¢ NpenopbLYBaHara J03a, 3a Aa Ce YBenu4K cylpecuaTa Ha
BHPYCHATA PennyKaluMs ¥ NO TO3M HAuMH Ja €2 HaManu nosiBara Ha Pe3sucTeHTHH
BUPYCH.

EpHoepementata ynotpeba ma indinavir ¢ HykneosugHn aHanosu (KOUTO nauveHTsLT
HE e B3UMAI), MOXe A3 HAMaNnu PUcka OT Pa3BWUTME Ha PE3UCTEHTHOCT, KaKTO KbM indinavir,
Taka U KbM HYKNeo3ngHWTe aHanosu. B eauH cpasHuTéned onut, komGHWpaHaTa Tepanusa ¢
HYKNeo3MaHn aHanosu (TpoitHa Tepanws ¢ zZidovudine pnioc didanozine) cbspnaea 3awuta
cpelly CenekUWATa Ha BUPYCHa eKcnpecun Ha Haii-Marnko efqHo CBLp3aHe C PE3VCTeHTHOCTTa
aMWHO-KMCcenuHHO 3amectsade npw indinavir (ot 13/24 po 2/20 npes 24 cesgmuya Ha
TepanuaTa) u npyu HykneoaugHW aHanosv (ot 10/16 po 0/20 npes 24 ceamMuLa Ha TepanusTa).

Kpkcrocana pesucTeHTHOCT
HIV-1 v3onaT Ha NAUMEHTU C NOHWXKEHA YYECTBMUTENHOCT KbM indinavir, nposenasar

pasnu4HK BUAOBE U CTENEHY HA KPbCTOCaHa PE3UCTEHTHOCT KbM CEpPWW OT pasHoobpastu
HIV-1 Pl (NW), exmovuTenHo ritonavir 1 saquinavir. MenHa kpbCTocaHa pe3nCTeHTHOCT e
onucaHa mexay indinavir v ritonavir; obavye KpLCTOCAHATA PE3VCTEHTHOCT KbM saquinavir ce
NpOMEHS Npy oTAenHuTe Xopa. foknageaHo e, Y& MHONo OT 3amecTBaHuATa B npoTeasHuTe
aMUHOXHCENMHI, CBBP3aHN C PE3UCTEHTHOCT KM rifonavir 1 saquinavir, csito unv cebp3anu
€ PE3UCTEHTHOCT KM indinavir.

DhapMakoAUMHaMUIHK edekTH

Bwapacthu
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Hocera e 6uno AoKyMeHTUpaHO, de nedsHueTo ¢ indinavir caMocToATENHO vy B
KOMEBVHAUMA ¢ ApYrM aHTUPETPOBWPYCHW areHTn (Hanp. HyKNeos3wgHW aHanosw) Hamansea
BUPYCHOTO HaToeapeaHe W ysenwdyasa CD4 numdouumte npu nauyvesty ¢ Spoid Ha CD4
gnetkuTe noa 500 kneTkn/mma3.

Indinavir camocToATEenHO WM B KOMBMHAUWA C HYKIeo3waHW  adHanosw
(zidovudine/stavudine wn lamivuding) e nokasan 3a0asAHe Ha CKOPOCTTA HA KNWHWYHA
NporpecHus B CPaBHEHWE ¢ HYKNEeO3WAHUTE aHano3y U uMa NPOABLMKUTENSH edekT BLPpXY
BURYCHOTO HaToBapeaHe u 6poA Ha CD4-kneTkute.

Mpu nekysaHu cbe zidovudine nauwedTw, indinavir, zidovudine u lamivudine B
KoMBUHaLWA, cpaBHeHn ¢ lamivudine, gobaseH kuM zidovudine, HamanAsa BEPOATHOCTTA OT
3a0oneBsaeMocT WY CMBPT, CBbp3aHa ¢ AIDS (ADID) Ha 48-ta ceamuum ot 13% Ha 7%.
MoaoBHo, Npy DaUVEeHT!, HENMEeKYBaHU G aHTMPETROBKPYCHY cpefcTea, indinavir cke unu 6es
Zidovudine, cpaeHeH cbe zidovudine camocTosTenHo, HaMannBea seposTHocTTa or ADID Ha
48-ta cegmuua or 15% cwbe zidovudine camocTosTenHo Ha npubnuswtenHo 6% ¢ indinavir
CaMOCTOSTENHO YN B KoMBWHaUwWA cwe zidovudine.

Ediextte BbpXy BUpPYCHOTO HaToBapeaHe Gele CBUWECTBEHO MO-U3pas’eHu npu
nauveHTHTe, nekyeaHu ¢ indinavir B KOMOMHaUKMA ¢ HYKTe0o3WaEWM aHanosy, HO NponpoLusATa
Ha NaUUeHTUTE CBC cepyMmHa eupycHa PHK noa rpaHvuaTta Ha konuyecTBeHa npeyeHka (500
KONVA/MUAMNMTREP) Bapupalle npy npoyyeaHusita oT 40% go noeeve ot 80% Ha 24-ta
cegMuiia. Tasu NpPonopLus NPOSBABA TEHAEHUMA 34 CTACMNHOCT 33 NPOALIHVTENEH nepron
Ha npocneaseade. MofobHo, edexTute BLpXy Gpoa Ha CD4-kneTkuTe, ca ¢ TeHAEHUUA Aa
6baaT no-uapaszeHn npW MauueHTW, NexkysaHyu ¢ indinavir B KOMOWHAUMA C HyKneosuaHu
aHanosu, B cpaeHeHwe ¢ indinavir camocToaTenHo. B pamkuTe Ha npoydsaHuaTa, Tosu edekT
£ TP2EH ChLUO TaKa cries, NPOALIDKUTENEH MEpKoA Ha NpocneAsaHe.

NeAvaTpUYHK naUueHTn

[Be npoabspkaBall KIMHWYHK NPOYYBaHNA npy 41 neavartpuyxn naumedTty (4 ao 15
roavitHa Bb3pact) 0OAxa ¢ nNpefeaputenHo 3agafed Ausalid Aa  Xapakrepusupar
Ge3onacHocTTa, aHTMBMpYCHATa aKTMBHOCT, M dapmakokuHeTwkata Ha indinavir B
koMBuHaumMa cbe stavudine wn lamivudine. B egdo npoydyeaHe, Ha 24-ta cegmullg,
NponepUVATA OT NauMeHTH ¢ NNasMeHo HWBO Ha evpycHata PHK nop 400 xonua/ml Gewe
60 %; cpefHoTo yeenuueHne Ha CD4 kneTwyHus Opoi Gewe 242 kneTkv/mm®; v cpenHoTo
yBenudeHne Ha npoueHTa Ha CD4 knetvuHusi Gpoli Gewe 4.2 %. Ha 60-tara cegmuua
NpORCPLMATA OT NauMeHTH ¢ MnasMeHo HWBO Ha eupycHata PHK nop 400 konus/ml Gewe
59 %. B pgpyro npoydsade, Ha 16-Tata cegmuua, NpPONopUWATa OT NaUUeHTV C U1asMeHo
HuBO Ha Bupychata PHK nog 400 konus/ml 6ewe 59 %; cpegHoTe yeenuueHue Ha CD4
KneTeyHua Gpoil Gewe 73 KNeTKWMMm®; U CPEAHOTO YBENMYEHME Ha npoueHTa Ha CD4
KneTsyHus Gpoit Bewe 1.2 %. Ha 24-tata ceamuua, NponopuMsTa oT NauveHTy ¢ MasmeHo
HUBO Ha BupycHaTa PHK nog 400 konua/ml Sewe 60 %.

5.2 DapMaKoOKMHETMYHM CBOMCTRA

ABcopbuus
Indinavir ce abcopbupa 6Gbp3c Ha [MAAHO C BpeMe Ha AOCTWraHe Ha MUKOBa

nrasmeHa xoHuenTpauus ot 0.8 yaca + 0.3 vaca (cpegro £ S.D.). MNo-ronsmo yeenuueHue Ha
NNa3MEeHNTe KOHUEHTpauvu Ha indinavir ot gosorponopuuoHanHoTo e HabnopasaHo B
rpannyure 200-800 mg fosos pexvm. MNpu HUBa Ha fosupaHe Mexgzy 800 mg n 1000 mg,
OTKMNOHEHWATA OT A030BaTa NponopuvanHocT ca no-cnato napasexu. B pesynTar Ha KpaTkoTo
Bpeme Ha nonyxwmeot, 1.8 + 04 uaca, ce noABABa caMo MWHWMAanHO ysenuveHve B
nrasMeMuTe KOHUEHTPauuW ChNenl MHorokpatHute foswu. BuoHanuyHocTTa Ha eguHWuHaTa
A03a oT 800 mg indinavir 6ewe npubnuantenHo 65% (90% ClI, 58-72%).
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OaHHuTe OT NpoydyeEaHe HA PABHOBRECHOTO CLCTOAHWE MPM 3ApaBu Acbposonum
nokasear, 4e dapMaKoKMHeTVKaTa Ha indinavir ce usMeHA B X0HAa Ha AeHA. Criegsaliki 4030B
pexuM oF 800 mg Ha BcekW & vaca, M3MEPEHNTE NUKOBW NMa3MeHn kKoHUeHTpaluu (Cmax)
cneg cyTpeluHarta, cneacbepHara M BeuepHaTa aosa ca 6uny cwotsetHo 15,550 nM, 8,720
ni, 1 8,880 nM. CwotBeTHUTE nnasMedy KoHueHTpadun § yaca cnea Ac3ata ca Buan 220
nM, 210 nM v 370 nM. He e ussecTHO ACKONKO TE3W AaHHW ca CeocTasuMy npu indinavir,
noAacwnex c ritonavir. Mpy paeHOBECHO CLCTOAHNE, CNER A030B PeximM oT 800 mg Ha sceku 8
yaca, HIV-ceponosuTuBHIUTE NauKeHTy B e8HO USCneasale [OCTUIHANN FTeoOMeTPUYHO-CpegHin
croiiHocTn Ha AUCgg, OT 27.813 nM*h (90% poeeputeneH uHTepsan = 22185, 34869),
MWKOBW MMa3MeHu KoHUeHTpauuy 11144 nM (90% goseputeneH uHtepsan = 8192, 13512) n
nnasMeln KoHUSHTpauMy Ha 8 vac cnep gosara 211 nM (80% poseputenes vHTepean = 163,
274).

Mpyu paBHOBECHO CLCTOAHMUE crlef A0308B pexum or 800 mgMM00 mg or
indinavirfitonavir e 12 yaca ¢ xpaHa © HUCKO CLALPXAHME Ha MasHUHW, 3APaBU
A0BpoBONUM B €4HO W3NWTBAHE Ca JOCTUIHaIM reomeTpudHin cpegrn: AUCO-12h 116067
nM*h (90% poBeputeneH wHTepean = 101680, 132490), nvKoBK NRa3sMeHU KOHUEHTpauuu
19001 nM (90% aoeeputeneH wHTepsan = 17538, 20588), ¥ nnasmeHu KoHUEHTpayun Ha 12
yac cneg gosara 2274 nM (90% poeeputeneH wHTepean = 1701, 3042). He e Habmopasava
3IHAUMMa Pa3NUKa B EKCMO3ULMATA, KOTaTo JO30BUAT PEXUM Ce & Npunaras ¢ XpaHa ¢ BUCOKO
ChAbPXKaHVE HA MasHUHN.

Mpwn BIV-uHbEKTMPaHW NeaguaTpUyHN NauMeHTH, A030B PEXUM Ha indinavir Kancynu,

500 mg;’m2 Ha Bcekn § uaca, npegwaenka croiHocTy Ha AUCD-ghr oT 27412 nM*h, nukoeu

nnasMeHn KOHLeHTpauuk oT 12182 nM, 1 nnasMedn KoHUeHTpaUuwWy Ha 8 Yac cneq aosaTa oT
122 nM. AUC 1 nukoBuTE NNa3mMeHn KOHLEHTpauuy Baxa B OCHOBHM NUHWM NnogobHn Ha Tean,
Habmogaeanyu hHpeau npu HIV-uhdextpaHyn  BL3pacTH  NauyueHTty, nonydyaBal|y
npenopwkyYyeaHaTa no3a ot 800 mg Ha Beeku § vaca; TPAGEA fa ce oTheneNu, ue nnasmeHnTe
KOHUEeHTpaLuy Gsxa no-HUCky 8 yaca cnen NpueMa Ha aosara.

Mo epeme Ha BPEMEHHOCT & AEMOHCTPUPAHO, Y& CUCTEMHOTO nalarake KM indinavir
e ckoTBeTHO HamaneHo (PACTG 358. Crixivan 800 mg Ha sceky 8 yaca + Zidovudine 200 mg
Ha Boeku 8 yaca v lamivudine 150 mg Aga neTh gHeBHo). CpeaHaTa nna3MeHa KOHUEHTPaLUUA
Ha indinavir AUC 0-8h npes 30-32 cegmuua Ha GpemenrHoctta (n=11) Geiute 9231 nM*hr,
KoeTo e cbC 74% {95% CL; 50%, 86%) no-Hucko oT HabnifaesaHoTo 6 cefmuUM creq
paxgaHeTo. Wect or tean 11 (55%) nauveHTy ca umann 8 Yaca cned npuemaHe Ha Ao3ata
cpegHa fnnasMeHa KoHUeHTpauus Ha indinavir (Cmin) no4 JonyctiMuA npar 3a TOYHO
KONMYECTREHO onpeAensHe no npunaradus MeTog. PapmakoxuHeTyikara Ha indinavir npu Tesm
11 nauveHTKW Ha LWecTaTa cegMula cneq paxgaHeTo Gellie B no-ronAMara oy HacT cxXoaHa ¢
Taau HabrioaaeadHa npy He GpeMeHHN NauMeHTKA OT ApYro NpoyuBaHe (B pasaen 4.6)

MpunoxeHueto Ha indinavir ¢ BucokokamopudMa XpaHa, Gorata Ha MasHWHW W
GenTbUM, BOAM A0 3aTPYAHEHA W HamaneHa pesopbuvs, ¢ npubnuautendo 80% HamaneHue
Ha AUC n 86% HamaneHve Ha Cmay. [pURoKeHMeTo ¢ neka Xpada (Hanp. Cyx npensyeH
xnA6 ¢ MapMaragn WY KOHCepBWpaHu Nnogoee, S0BLRKOB cok U kacthe ¢ obeamacneHo wnu
GenHO Ha MasHWHY MAAKO ¥ gaxap wiv corn flakes, oBeamacnedo unu BeaHo Ha MasHNHK
MASKO 1 3aXap) BoAV A0 NIAasMeHr KOHLIEHTpaUwy, cPaBHUMU CbC CBOTBETHUTE CTOMHOCTH Ha
[nagHo.

dapmakokuHeTMkaTa Ha indinavir, npuet kato indinavir sulfafe con (oT oTBOpeHa
kancyria) cmeceHa ¢ A0BLAKoB Myc Oelle KaTo LAN0 CpaBHUMA ¢ (apMakoKUHETUKATa Ha
indinavir, npueT kato xancysm Ha magHo. [Mpu HIV-uHbeKkTupatu neanaTpuyHy NauueHTy,
thapMakoKMHETMYHMTE NapameTpy Ha indinavir 8 a6unkos myc Gaxa: AUCpgy 26980 nM*h;
NUKOBA MNasMeHa KoHueHTpauus oT 13711 nM; 1 nnasMeHa kKoHueHTpauua Ha 8 4ac cneq
[0308vA npuem 146 nM.

Paznpepenchune
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Indinavir He ce CBBDP3Ba BbB BWCOKA CTENeH ¢ nnazMeHuTe Oenmeuy (39%
HECBBLP3aH).

Hsma ganuw, aokassawy, Je indinavir npeMiHaea B LgHTpanHaTa HEpBHA cuCTeMA
npy xopa.

BuoTpanchopmauua

OTkpuT Cc2 cegeMm (naeHu MeTabonura un  MeTabonuTHUTEe npoueck ca
WASHTURULIMPAHM KATO MMIOKYPOHUIALIWA AC NMPUAVH-30T, NUPUAUH-N-okcuaauma ¢ n Ges 3°-
XUOpoKCHAMpaHe Ha UWHAAHOBUA NPBLCTEH, 3'-XupgpoxcunupaHe Ha WHpaHa, p-
XUEPOKCVNKpaHe Ha heHVNMEeTUR hyHKUMOHANKKM Tpynu 1 N- AenvpuaoMeTunupaHe ¢ 1 6es
3 -xnapokcunupade. In vitro vscneasanHua ¢ YOBEWIKA YepHOAPODHY MUKPO3OMI NoKasaT, Ye
uutoxpom CYP 3A4 e eavHcTeeHuAaT P 450 usoeHsum, KOWTO Wrpae OCHOBHA pona B
oxcuaauuaTa Ha indinavir. AHanussLT Ha NNasma U ypyHa, nony4yeHu oT nvua, nonyyasaty
indinavir, nokaszar, 4Ye MeTabonutkute My umar cnaba uHxuBupawa aKkTUBHOCT BBLPXY
npoTenHasara.

EnvumuBupaHe
fipn fosu B8 pamkure Ha 200 go 1000 mg, npwnaradd ¥ Ha ZoGposonuy, u Ha

zapazedn ¢ HIV-1 nauveHT!, ypuHHaTa HanuqHOCT Ha indinavir ce € nosvWasana noseve,
OTKOMNKOTO & CLOTBETCTBANO Ha HapacTsaHeTo Ha fgo3nTe, 5xbpevdnar knupsHe (116 mimin)
Ha indinavir & He3aBUCUM OT KOHUEHTpALMATA B FPaHNLIATA HA KMMBYYMHO JosupaHde. MNo-manko
oT 20% ot indinavir ce orgenat npe3 Gvbpeyure. CpegHaTa eKCKpeUMA Ha HenpoMeHeH
MeQMKaMeHT B YpUHATa, Cnef NPURcKEHWeTo Ha eauHUYHa fosa Ha rnagHo, e 10.4% cnes
Ao3a o7 700 mg 1 12.0% cnea Aosa oT 1000 mg. Indinavir 6bp3c ce envMUBENPA, C BpEME Ha
nonyxueor ot 1.8 vaca.

Xagamegﬂw ocobeHoCT Ha AauMeHTa
He e ycraHoBeHo dapMaxkokuHeTukara Ha indinavir ga ce noenuAea oT pacara.

Hama KnvHWYHO 3HaYMMK paznuky BbB dapmakokvHeTukata Ha indinavir npun HIV
CEPONO3UTUBHM XeHW, cpasHeHn ¢ HIV ceponoauTUBHY MEXe.

ViMa gaHHu 3a HamaneH MeTabonusemM Ha indinavir npy NauveHT ¢ Neka Ao yMepeHa
yepHOApPOGHa HEefOCTATEYMHOCT W KNMHUKA Ha uwWposa, Bogew Ao npwbnksutento 60% no-
Bucoky cpeaHn AUC cneg aosa ot 400 mg. CpeAHoTO BpeMe Ha NOnyXWBOT Ha indinavir ce
yeenuuvea Ha npubnuantento 2.8 yaca.

53. flpegxnMHEKYHM AaHHMW 3a Ge3omacHoCT

BuasHu ca KpUcTanu B YPUHATA HA NNbX0BE, eaHa MaiimyHa U efHo kyue. TNoseaTta
VM He ce CBBP3BA C NPUYMHEHO OT MeavkameHta ObOpevro yepexaaHe. YBenuyasaHe Ha
TErMOTC Ha LUMTOBWMAHATA HUE3a W XWNEpnnasva Ha TupeouaHute (OMMKYNHW KNeTKH,
ObDKALYM ce Ha NOBMLLEH TMPOKCMHOB KNUPBLHC, ca HabniogasaHn Npu MibX0ee, TRETURaHY ¢
indinavir B gosu ot unu Hag, 160 mg/kg/gHesHo. HacTenu yeenuyaeaHe Ha TEMMOTO Ha UepHWA
Apo6 nNpu nmbXoBe, nexkyeaHu ¢ indinavir B po3au ot unu Hag 40 mglkg/gHeBHo,
CBMBTCTBYBAHO OT XenaTouenynapHa XunepTpodua Npi oan ot unu Hag 320 mglkg/asesHo.

MakcumanHaTa HeneTanHa opanta gosa Ha indinavir e nose 5000 mg/kg 3a nnbxoee
1 MULLKY, Hall-BUCOKATA [J033, TECTyBaHa B USCNESABaHWA 3a OCTPa TOKCWYHOCT.

ViscneasaHnA Npu NABbXOBE MNOKA3BaT, Y€ NOEMaHETO B MO3bLYHATA TbKaH &
OrpaHudeHD, PA3NPEAeSIeHNETO B M U3BLH NuMKHATa cucTeMa € Gup30 M OTHENAHETO B
MIISIKOTO Ha KbpMel nhbxoBe e ekcreHauBHO. PasnpegeneHuero Ha indinavir npes
nnauexTapHata Oapuepa e 3HaYUTENHO NpY NNbX0BE, HO

MyTarenrHoct
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Mpw uscnepsauvs indinavir HAMa MyTareHHa UNU FeHOTOKCKYHE aKTUBHOCT C Ny Be3
MeTabonuTHa akTMBauus.

KapuuHoreHHoct

He e 3abenssada kaHUEPOreHHOCT NP MWK Mpy MakcuMmanHara Tonepupada gosa,
KOATO KOPECnOHAMPA ChC CUCTEMHE eKcnozuuua npubnusutenHo 2 Ao 3 nuTH NO-BUCOKA OT
TOBA OPWM KAWHWYHK yenoBuA. [Mpu nnbxXoBe, NpW ChIUMTE HMBA Ha EKCNo3WuvAa, e
HabniogasaHo yBenuyasaHe Ha JecTOTaTa Ha TUPOWOHW 25eHOMMY, BEPOATHO CBLP3aHO ©
yBenuuaeaHe Ha ocBoboXAaBaHeTo Ha  TUpeoTponeH xopMoH (TSH) scneacreue Ha
yBENWYABaHeTO HA KMAPLHCA Ha TWpoxcuHa. BepoATHO e orpaHWMYeHo 3HaYeHVeTo Ha
HaxoAKvTe ApK Xopa.

TOKCUYHOCT Ha pA3BUTUETO
TOKCUKOROIMYHIY V3cnefBaHuA 3a edekT BbpXy pasBuTHeTo BAXa NpoReaeHn npu

NABX0BE, 3aiily U Kydeta (B 03V, KOUTO Npegn3BMKBaxXa cUCTEMHO EKCnoaupaHe, CPaBHUMe G
WAK MAanko no-rofisMo OT YOBELLKOTO) U He paskpuxXa AoKasaTencrsa 3a TepartoreHHocT. He
ca HabniogasaHn BLHLUHW WM OPraHHK NpoMmeHn npu nnbxoBe, obave, ca HabriofasaHn
YBENMMYSHUA HA ChyyauTe Ha AONLNHMTENHW pebpa ¥ Ha wuinute pebpa. MNpu zafim ww
Ky4eTa He ca OTKPWTY BBHLUHY, OPraHHM UM CKeNeTHN npoMeHu. Tpu nabXoBe 1 2aiiun He ca
HaGnoaasaHn edekTn BLpXy NPEXVBASMOCTTA Ha 3apoauWa/NboAa UnNW BbPXY TErnoTo Ha
nroga. MNpw kydeta, e HabnlopaBaHo nNexo yBenuyasaHe Ha pesopbuuuTe; obaue, BCWUHKM
heTycu npr TPeTUPaHWTE XUBOTHY BAxXa XuMaHecnocoBHu, U OpoAT Ha xuBuTe deTycH npu
TPETMPaHUTE XKMBOTHM 65Xa CpaBHUMN © TE3N OT KOHTROMHATA rpyna.

6. ®apMayeBTHYHN OaHHU

6.1. CAUCHK Ha MOMOILHUTE BellecTBA
CrappxaHne Ha kancynara:
anhydrous lactose
magnesium stearate.

O6ByBka Ha kancynara:

gelatine,

titanium dioxide,

silicon dioxide

sodium lauryl sulphate.

MeuaTtHo MacTuno: titanium dioxide (E 171) v indigo carmine (E 132) u iron oxide (E172).

6.2. ONIKO-XUMHUYHK HECHLBMECTUMOCTH
Hsma npunoxeHue

6.3. Cpok Ha rogHOCT
36 meceua (3 roanHn)

6.4. CrieuManHy ycrnoens Ha ckxpaHenne
[a ce ckxpaHsea B OPUIMHANHATA ONakoBka. [la ce 3aTsaps NTbTHO CHafj BCAka
yrotpeba, 3a ia ce nasy oT Bnara.

6 .5. laHH# 3a onakoBKaTa
CRIXIVAN 400 mg TeepAaY Kancyny ce goctasa B HDPE ByTunk, ¢ noavnponuneHosa
Kanauxa v horveBo NoKpuTie, chabpkat 180 kancynu.

6.6 Mpenopkru NpK ynoTpeda

BytunkaTta ceaspxa abcopbupauio sellectso (cywuuren), koiTo TpAbea fa ocraHe B
onakoekara. MauveHtuTe Tpabea 4a 6bOAT UHCTPYKTUREKN Brar abcopbupalloro
BEUeCTRO. ;
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7. me ¥ agpec Ha NPUTEXATENA HA pazpelleHMeTo 3a ynoTpeba
Merck Sharp & Dohme IDEA INC.
Schathauserstrsse 136
8152 Glattbrugg
Switzerland

8. PeructpauroHeH HOMep B perucrbpa ro 4n, 28 3f1AXM

9700526

8. Jlata Ha MbPBEO paspelielne 3a ynotpeba Ha NekapcTBeHWs NPOAYKT
{(nogHoBABaHe Ha paspelleHneTo)
28.10. 1997 (27.11.2002)

10. flata Ha NOGcNegHA PeBW3NA Ha TeKcTa
Sespyapu-Oxromepu 2005roavHa.
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