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Mysaoxerys ks

1. TwproBcko MMe Ha NeKapcTBeHNA NPoOAYKT

+ .
CR[XIVAN® 200 mg TaLpAK Kancynu

(KPMIKCUBAH)

THRNCTERCTEO HA 3BPABEONAZ

Paspelene s2 ynorpesa jo 2K

666/ 12.04.0p (DALY

2. KonuuecTeeH U KaYecTseH ChLCTaB

EpHa kancyna ceabpxa 250 mg indinavir sulphate, oTrosapswy Ha 200 mg indinavir
(evx pasgen 6.1).

3. HekapcreeHa chopma

TBbpAY Kancynu.

Kancynure ca nony-npo3pa4ky Genu 1 koaupahn ¢ CRIXIVAN 200 mg B cviHb0.
4. KnuHnyHY aaHHn

41. MokasaHusA

CRIXIVAN & nokazar 8 KoMGUHaUUA ¢ aHTUPETHOBUPYCHI HYWIE03MAHN 8Hano3k 3a
neyeHne Ha nHdektipatu ¢ HIV -1 Br3pacTHY, RogpacTeaMm U Geua (>4 rogniiHa BL3pacT).
Mpu nogpacTeaily U gena Tpatsa ocobeHo fia ce NpeLieHn NonsaTa oT nevyeHueTo ¢ indinavir
cpellly YBENMYSHUA PUCK OT HedponuTasa. { BuX pasaen 4.4 )

4.2, Jo3upoEeka U HAaYMH Ha ynoTpeba

CRIXIVAN TpaGea g2 ce npegnicba OT fekapu, KOWTO MMaT OMVT B SIEYEHHUETO Ha
HIV-1 wrdbekumaTa. Ha basarta Ha HacToswmTe chapMakoavHaMUYHK AadHy, indinavir Tpabsa
Aa Gbae M3NoN3saH B KOMOMHALMA © APYIM aHTUPeTPOBMPYCHU areHTh. Korato indinavir ce
npvema KaTto MoHOTepanks, Gbp3o Ce pa3BnBaT PesMCTeHTHY BUpYCH (Bvx pasgen 5.1 ).

BrapactHu
MpenopruBalaTta gosa Ha CRIXIVAN e 800 mg opanHo Ha Bceky 8 Jaca.

Heua u noapacteauw (oT 4 fo 17 roauiliHa BL3pacT)

I'Igenopmsauara nosza CRIXIVAN za nauwenTtu ot 4 ao 17 rogviuHa Bb3pacT e
500 mg/m® (aozaTta e apanTUpaHa OT UsuMCneHaTa nnow Ha TenecHa noswLpxHoCT [BSA] Ha
fasaTta Ha BUCOYWHATA W TEFNoTO) Npes ycrarta Ha Boekn 8 yaca (Bux TabnuuaTa no-gony).
Tazu posa He TpabBa Aa NpeBMLIZBa eKBUBANeHTHaTa fo3a npu Bb3pactHu oT 800 mg Ha
scexku 8 yaca. CRIXIVAN kancynu TpaGea Aa ce JaBaT Ha Aela, KOUTO Morar ga nornblyar
kancyru. CRIXIVAN He e npoyusaH npu gela nog 4 rogMwHa BB3pact (swx pasgen 5.1 u
5.2).

1 BanaseHa mapka Ha MERCK & CO., Inc., Whitehouse Stafion, N.J., ¢
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FleauarpuyHata £o3a (500 mg/m?) Tpsbea ga ce npuema Ha Bceku 8 yaca

Mnowy Ha TenecHa Hoza Ha CRIXIVAN
NOBLPXHOCT(M?) Ha Bceky 8 yaca (mg)
0.50 300
0.75 400
1.00 500
1.25 600
1.50 800

QO6UIM NpenopbLKY 33 HauvHa Ha NpUNoXeRue

TeLpAUTE Kancynv Tpsbea 4a ce nornbLAaT Lenu.

Toit kavo CRIXIVAN 1psabea Aa ce npweMa npes WHTEpBann ot 8 vacg, cneasa aa ce
paapaboTh cxema, NoAxoAsla 3a nauveHTa. 3a ontumanHa pezopbuun, CRIXIVAN TpaBea
A3 ce npunara Ge3 xpaua, HO ¢ Boga 1 yac npeau wau 2 vaca cneg xpadene. CRIXIVAN
MOMe ga ce Npunara aNTEPHATUBHO C FIEKA XpaHa ¢ HACKO ChAbDMAaHUE Ha MacTl.

3a Aa ce ocUrypy anekeaTHO OROAHSIEAHE, € MPEenopbYUTaNHO Mo Bpeme Ha Kypca Ha
fIeYeHne NAUUeHTLT 4a M3nuBa Hafi-manko 1.5 auvpa TeuHOCTH 3a 24 vaca. NpenopbunTenHo
€ Olle 33 AeUa, KUTO TeXaT no-manko ot 20 Kg Aa nKWAT TeMHOCTY Hail-manko 75 mlkg/day v
Lela, koute umart Terno ot 20 no 40 kg aa nuaT Hafi-manko 50 ml/kg/day.

MeaukamMeHTO3HOTO feyeHue Ha NaUMeHTW C e4WH Uny roBeve enusoau Ha
HethponuTuasa, Tpabsa Aa BKNOYBA aASKBATHO OBORHABAHE M MOXE A3 BKNIOYBA BPEMEHHO
NpeKkbLeBaHe Ha TepanuaTa (Hanp. 1-3 gHu) no BpeMe HA OCTPWA Enu3of Ha Hedponutiasza
unu crnivpaHe Ha nedeHWeETo (Bink pasaen 4.4)

Cneunansy Opencpski 38 Ao3MpaHe NPY BL3pacTHy

MNopaav ToBa, Y& ce yBenWyaBa nNasMeHaTa KoHUeHTpauus Ha rifabutin v HaMansea
nrasmeHara KoHUEHTpauus Ha indinavir, koraTo gBata npenapara ce NpWeMar
e]HOBPEMEHHO, Mpenopb4Ba ce HaMansBaHe Ha josata Ha rifabutin Ha nonosuHa oT
craHgapTHata {KoHcynmTupaitte ce C© NWCTOBKaTa Ha npoussoawTenss Ha rifabutin) u
yeenyyaeaHe Ha aosara Ha CRIXIVAN no 1000-1200 mg Ha & yaca. Mpu fosuposka ot 1000
mg, nanonsBaiiTe kancynute oT 333 mg, a 3a BCWUKM OTCTAHaNM A03UPOBKY, M3Non3saiTe
kancyrmure oT 100 mg, 200 mg »n 400 mg. Tosy JosoB pexuM He e 6un NOTBLPAEH B
KAWHWYHW NpoyuBaHWA W O MOMbN A JOBefAe A0 KIMHUYHO 3HAYMMO YBenuuaBaHe Ha
[1asMeHara KoHUeHTpauva Ha rifabutin.

Dosara va CRIXIVAN cnefea ga ce Hamanu Ha 600 mg Ha Beeku 8 vaca, korato ce
npunara efHoBpemMeHHo ¢ ifraconazole, Teil kaTo NnasmeHuTe KOHUeHTpauuu Ha CRIXIVAN
ce nosvwasar (swk pasgen 4.5.).

TNpu nayweHT! ¢ NeKo O YMepeHo uepHohapobHO yBpexpaaHe, AbMKaW0 ce Ha
unposa, aosute Ha CRIXIVAN cneapa aa ce Hamanar Ha 600 mg Ha ecexu 8 uaca. Tasu
NpefopLka € OCHOBaHa Ha OrpaHuYeHn GapMakoKMHETMYHM AaHHM (Bvx pasaen 5.2).
MNauvieHT ¢ Texka YepHogpobiHa HeloCTaTEHHOCT He ¢a NPoyYBaHtn, Cre0BaTenHo He MoTar
Aa GbAar HanpaBeHn NpenopLKn 3a Ao3npane (B pasgen 4.4 ),_ﬁ_
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BesonacHocTTa NpY NauveHTuTe ¢ yBpeaeHa 6ubpeuna dyHKUMA He e nacnensaHas;
obaue, no-manko ot 20% o7 indinavir ce ekckpeTupa B YPUHATA KATO HENPOMEHEHO NeKapcTso
vnv meTabonuTn (Bvxk pasaen 4.4 )

4.3, MpoTMBONIOKa3aHuA

CBPEXYYBCTBUTENHOCT KbM SKTUBHOTO BELLECTBO WY HAKOE OT NMOMOLHUTE CLCTaBKM
Ha TO3U NPOAYKT.

Indinavir He TpaAGBa pa ce npunara CBBMECTHO C MEAWKAMEHTM © Manka
TepanesTuyHa WupvHa W cybcrpaty Ha CYP3A4, CRIXIVAN He Tpabsa pa ce npuema
egHoepeMeHHo ¢ terfenadine, cisapride, asfemizole, alprazolam, friazolam, midazolam,
pimozide wnwn eprotamuiosu JepuBati. UHxmbGuparketo Ha CYP3A4 ot CRIXIVAN 61 mormo
Aa AoBefe A0 YBENWYABaHE Ha MNa3MeHWTE KOHUEHTPaLMN Ha Te3M SIEKapcTBa, BEpPOATHO
MPUUVHABALLM CEPUOSHI MUNU HMBOTO-38CTPAILABALLM PEAKLIMI.

Indinavir He MoOXe Aa ce npuema eghHOBpeMeHHo ¢ rifampicin, nopagn 90%
HamanAsaHe Ha NNasMeHaTa KoHUeHTpauws Ha indinavir npy egHoBpemMeHHaTa UM ynoTtpeba.

PacTUTenHy [poAyKTH, Cchabpxaulll ©Gunkata xunT KadTapuoH (Hypericum
perforatum) He TpaGBa Ba ce uanonseat OT naumeHTy, npuematu CRIXIVAN, Twit kato
e4HOBPEMeHHaTa MM ynoTpefa cblUecTBEHO Hamanssa nrasMeHuTe KOHLUEeHTpauwm Ha
indinavir. Tosa moxe ga foBeAe 00 HAMaNABaHe Ha KNUHWYHWA ediekT Ha CRIXIVAN (Bux
pasgen4.5).

4.4. CriennarnHy APOTUBONOKA3aHUA M CTIBLIMANHK NpeaynpexaeHus 3a
ynotpeba

Hedponutraza u TyGynouHrepcTyumanes Hedput

Hetponutiasa e HacTbneana no epeme Ha nedeHue ¢ indinavir npu BB3pacTHY W geua.
UecToTaTta Ha HedponuTMasara & no-BUcoKa Npl NefvaTpuydy nauveHTH, OTKORKOTO npu
Bb3pactHn. B Hakol cnyuau, HedponmTuazata e Ouna cBbp3aHa ¢ GubpeuHa
HeAoCTaThUHOCT v ocTpa OuOpeuHa HepocTaThyHOCT; B GONMMHCTBOTO OT Te3au cnyqau
fubpeyHaTa HEOCTATLYHOCT U OcTpaTa GuOpeyHa HEADCTATHEUHOCT ca BWAKN Bb3BpaTUMUL
AKO Ce NOABAT NPU3HALM 1 CUMNTOMN HA HedponuTuasa, BKMuBaL cnabuHHa Bonka, ¢ vunn
Bes xematypua (BKM. MWUKPOCKONCKA XemaTypusi), Moxe pga Gbae obcbAeHO BpemeHHo
npekkLCBaHe Ha TepanuATa (Hanp. 1-3 gHW) no Bpeme Ha OCTpMA enuiog Ha Hedponutnasa
unu cnupaHe Ha NeueHveto. (leguaTpudHM NaUMeHTH, KouTo ca umann Gonka B xwnboka
TpA6Ba fa ¢e U3cnenBar 3a HedponuTuasa. Mscneasaneto Moxe A3 BKITIOYBA aHanus Ha
ypuHaTa, cepyMHaTa ypea W KPeavuHWH, N YITPasBYKOBO W3CIIefBaHe Ha NUKOYHWA Mexyp 1
6ubpeunte. dbnroTpadHute edeKTy Ha HehpoNMTUA3aTa npy NeauaTphuv NauueHTu ca
HEM3BECTHN. AfeKBaTHa XMAPATALMA ce NpenopbYBa NPy BCUMKA naumeH i Ha indinavir (siwx
pasgen 4.2 1 4.8 Hexxenanw nexapcieeHn peakumm)

HabmiogasaHy ca cnyvan Ha uHTepcTyuvaned Hedput ¢ MeAynapHa Kanuugpukaums
M KOpTMKanHa atpodua npu nauveHTy ¢ GescuMnTOMHA Texka neskouuTypua (Hag 100
KneTkr Ha none). MNpyu NaUWeHTy ¢ NoBULLEH PUCK, KaTo Hanpumep Aeua, cneaea fa ce WMa
NPeABMA CKPWMHUHM Ha ypuHata. AKO € Hanvuge nepcucTUpatila NeBroLMTYPURA, MoXe ja ca
HanoXaT no-zagunboyenn W3cneasaHvs.

JlekapcTeeHU B3aUMOAEHCTBIS

Indinavir 61 TpRGBano ¢a ce uanonsea rpPeanasnueo ¢ ApYryu feKapcTsa, KouTo ca
Bb3MOXHM WHAykTop Ha CYP3A4. ERHOBpeMEHHOTO MpueMaHe Moxe A2 foseae Ao
A .
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pUcKa oT cyGoMTUMAnKO NEYEHUe 1 yRecHsBaHe PasBUTUETO Ha Pe3ucTeHTHOCT (Bux pasaen
4.5).

Axo indinavir ce gasa 3aggHo ¢ ritonavir, MoXe Ja ce yBenidW BEPOATHOCTTA OT
nexkapcieeHn BzanmopeicTeus. OTHOCHO MOTEHUMaNHWTE INeKapCcTEEeHW B3auMogelcTenA
CBILO Taka crefBa Aa Ce HanpasBu chipaBka ¢ pa3zfena 3a NekapcTseHn B3auMOogeincTByA oT
KpaTkaTa xapaKTepucTiKa Ha ritonavir.

EfHoBRpeMeHHUAT NpyeM Ha indinavir ¢ lovastatin wnu simvastafin He ce npenopwsysa
nopagv NoBvLLEH pUCK OT MUONATUA, BKMIOYUTESNHO padaomMuonusa. Indinavir Tpabea ga ce
nprnara ¢ ronamo BHYMMaHKe, aKko ce u3nons3ea B KoMOuHauwA ¢ atorvastatin. (swx pasaen
4.5).

EnHospeMeHHuAaT npueM Ha CRIXIVAN cwe sildenafil ce ovaxsa csllecTBeHo aa
YBENUYN NflasMeHnTe KOoHUeHTpaumn Ha sildenafil ¥ Moxe ga goeege Ao ysenuuaeaHe Ha
cEbp3anuTe cbe sidenafil HeXenaHw rnexkapcTBeHW peakuwuy, BKIICYBALM XWROTOHWA,
NPOMEHN B 3PEHUETO, U nipranudem. (B pasgen4.5)

OcTpa XeMONUTUYHE aHeMUA

Doxnagsada & 0cTpa XEMOMUTUYHA aHEMUA, KOATO B HAKOM cniydawn e Buna Texxa u
Obpso nporpecupalla. B cnyyaid, 4e guarHoaarta e HecbmHeHa, Tpabsa fa ce fpeanpuemar
AAEKBATHY MEPKI 38 NEYeHUe Ha XEMONUTUMHATA AHEMUA, KOUTO MOTaT jJa BKNIOYAT civpaHe
Ha indinavir.

Xunepramkemns
[oknaneaH e HOBOMNORBUA ce 3axapeH AvabeT, xuneprinkemus, oBocTpaHe Ha

CHlWEecTRYBaW] 3axapeH Auaber npu nauveHTH, nony4aeativ nporeasH uHxubutopu (Pl). B
HAKOW OT Tesu cnyyval, XWUMepriukeMnaTa e Bina Texsa 1 npy HAKOW CHLLO TaKa, CBbp3aHa ¢
keToaumaosa, MHOro nauweHTH ta uUMany CLILTCTBALLM CLCTOAHWA, HAKOM OT KOWTO ¢a
M3NCKEANW TepanuA C areHTy, KOWTO Ca CBbp3aHW ¢ pasBuTNe Ha 3axaped .quab’e*r wnu
XWUnepravkeMua.

[IpepasnpeneneHue Ha MasHUHWUTE
Mpn naguweHtn ¢ HIV, komGuHwpaHata aHTMpeTpoBWpYCcHa Tepanns e Guna

acoummpaHa C MpepasnpejefnsHWe Ha MasHuhWTe B Tanoto  {(vnogucrpodun).
[unrocpouHuTe nocnegmMuv OT Teaw cbOMTUA [OHACTOAWEM He ca MW3BeCTHU. [aHHuTe
OTHOCHO MexaHW3aMa ca Hermbnew. MNpegnoxeHa e XUNoTes3a 3a BpL3ka MeXay BuclepanHaTa
nvnomaroza U Pl (M) n nunoatpothunTa W HykneosugHute KHxuGHTopn Ha obpartHara
TpaHckpunTtaza (NRTL). [Mo-BuMcok puck oFf nunoavctpodid € acoluunMpaHd Kakto ©
nHaMevAyanHu ¢akTopu, KaTo No-HanpeaHana Bb3pact, Taka W ¢ haxkTopu OT cTpaHa Ha
flEKapCTBEHUTE NPOAYKTW, KaTo Mo-NpodblUTENHa aHTMPETPOBMPYCHa Tepanua W
CBbp3aHuTe ¢ Hea MeTalonuTHY HapylerhuA. KnuHuuHoTto nscnensade Tpabsa Aa BiIlovuBa
oLeHKa Ha drzMKanHuTe MPYM3HaUW Ha npepasnpegeneHye Ha MasHyEUTe B TANOTo. Tpabsa
A3 ce UMa npeaBuf W3MEPBAHETO Ha CEPYMHWUTE NWNMAW ¥ KPbBHA [FIIOKO3a HA rhagHo.
Hapywenusta 8 nunugHus MeTabonusbm criefBa Aa ca TpeTvpar Cropen Kakio e
MOAXOAAO OT KNMMHUYHA rnegHa Touka.{ BrK pasgen 4.8 )

YepHoapobHo 3abonasaHe

EdekruesroctTa 11 GegonacHoctTa Ha indinavir He ca ycTaHOBEHU NPY NaUUeHTH CbC
3HaYWTENHU NoAneXaly YepHoApobHU HapyweHusi. Tpy nayueHT ¢ XpoHUYEH xenatut B
vnn C, nekyeaHu ¢ kKOMOUHUPaHa aHTWPETPOBKMPYCHA TEPANUA, ChLLECTBYBA NOBULUEH PUCK OT
pa3sBUTUE Ha TEXKW WU noteHUWasiHo catanHu 4HepHoppobHM HEMENnaHu fnekapcTBeHU
peakuun. B cnyyan Ha eHOBpEMERHA NPOTMBOBUPYCHA Tepanus 3a xenarut B unmn C, mons
ChLLC BWKTe CLOTBETHATA NeKkapcTeeHa MHhopMaLya 3a Te3l SIEKapCTBEHN NPOAYKTI.

MauveHTn ¢ npealUecTBalyW HapylleHus Ha YepHoapobHara yHKUMA, KaTo Takuea ¢
XpOHWY&H AKTUBEH XenaTWT, WMAaT rno-BucoKa 4ecToTa f B 4epHoapobHata
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hyHKUMA 1o Bpeme Ha KoMBMHWpaHa aHTUPEPTPOBVRYCHAa Tepanus M chiegea ga Gwaar
MOHWUTOPMpEHW CAOPes CTAHAApTHaTa npaktuTa. flpu pJalHy  3a  BroluasaHe Ha
yepHoapoBHOTO 3abonsBaHe [PU Takea NauueHTw, Tpabea fa ce o6CLAV BpPeMeHHO
MPeKLECBaHe UMK CMpaHe Ha TEPaNUATAL

[Mo-Bucoka YecToTa Ha HethponuTvasa e HabniosaeaHa Npy MaUMEHTV C Nognexalyu
yepHoARoSHY HapyLWEHWs, feKyBaHW ¢ indinavir.

CUHAPOM Ha UMYHHO peakiMBUpaHe

Mpu HIV wHbekTupaHn nauvesTm © Texek  MMyHeH pedmuuT Npu 3anoysaHe Ha
KoMBMHMpaHa aHTwpeTposupycHa Tepanus (KAPT (CART)), Mowe [Ja BbsHukHE
BL3NANATENHA PeaKUus KbM aCUMNTOMATWYHM UM OCTAThYHW ONOPTIOHUCTUMHW RATOTEHN U
Aa NpPYYKMHK cepuostn 3abonasaHus unu Bnollasade Ha cumntomute. OBukHOBEHO nofobHU
peakuwn ca HabnoaasaHu Npes MbPBUTE HAKCMKO CSAMWLM UMK Mecell OT 3ano4saHe Ha
KAPT. fipumepyw 3a TakvMBa peakuui ca BLINANEHWe Ha peTuHaTa MApPWAS3BHKaHo oF
LMTOMETANOBUPYC, reHepanusMpanu wiuny noxanusupaun mMuxoBakrepuanHy nHdbekluy u
NMHEEMOHWS NpeguaBukaHa oT Pneumocystis carinii. Bcudky Bb3nanurenHy cumnTommn Tpabea
Aa 6bOaT npeteHABaHN ¥ KOraTo € HeoBXoAUMO Aa Ce HasHauW neveHune.

NauveHTy c IPNARYKEBAIIK NATONCIUMYHIY ChCTOAHUS

CulyecTsyBaT JOKN3AM 2a YBEAMHYEHA CKMNOHHOCT KbM KbpBEHE, BKIOYBAWLa
CMIOHTaHHW KOKHI XSMAaTOMV W XemMapTpoau, npi xemodwmnuum tvn A u B, nexysanu ¢ Pl ([TA).
Mpy HRKkoM nNaumeHTN e AasaH fonbnHuvTenHo cakrtop Viil. [py noseye or nonosuHara or
OoKnManeaHuTe cnydau, nedenneto ¢ PI (MA) e 61no npoabmieHo Wnu BL3CTAHOBEHO CRel
cnupaHero. YcTaHoBeHAa € NpUMWHHO-CMEACTBEHa BPL3KA, BLMPEKN He MEeXaHusMuTe Ha
neficTeMe He ca Ownw passcHeHu. Cnepgosartendo, Gu TpabBano Aa ce WHgopmupar
XemodmnamumTe 33 BE3MOKHOCTTA OT YBENWMUYEBaHE Ha CKNOHHOCTTA KbM KLPEEHE,

MauveHTM ¢ nexka [0 yMepeHa uepHoapobHa HedoGTaTb4yHOCT, AbIbKalla ce Ha
UMpo3a, Lle U3UCKBAT HaMannBaHe aosarta Ha indinavir, nopagy HamaneH meraGonustm Ha
indinavir (ewx pasgen 4.2). MalmeHTU C© TEXKA YepHOAPOGHa HEAOCTaTBMHOCT He ca
macrnieaBaHW. 3apaguM nAvncata Ha TakMBa M3crneAsaHwa, TpaGea ga ce noaxowna
BHUMATENHO, TL KATO MOraT Aa ce MosABAaT NOBKLLEHV HuBa Ha indinavir.

He e uscnepsada GesonacHocTTa Npy NaUMEHTW ¢ yepefeHa 6ubpevHa cyHKUMR;
oBaue B ypuHaTa ce ekckpetupa ro-marnko ot 20% indinavir xkaTo HENPOMEHEHO NEKapcTRO
nny Metabonuty (BUXK pasgen 4.2).

[Makroaa

Tosn NexkapcTBeH Npogykr chabpxa 299.2 mg naxkroda BLE BesAka gosa ot 800 mg
(MakcumanHa epHOKpatHa Aosa). ToBa KONMMYECTBO BEpOATHO He € JAocTaredHo Aa
Npeav3srKa CUMATOMK Ha NIaKTe3Ha HENOHOCUMOCT (MEYHa HenoHOCHMOCT)

Bcska kancyna oT 200 mg cbabpxa 74.8 mg naxkrosa.
MaumeHT ¢ peakn HacnefACTBeHW NpoBReMU Ha ranakTosHa HeMOHOCKMMOCT, NaKTosHa
He[oCTaTBYHOCT WRYM AIOKO30-TanakTozeH manabcopbuvoHeH cuHAROM, He Tpabea Aa
NpUemMarT ToBa NEKAPCTBOo.

4.5, FlekapcTBeHM ¥ Opyry B3aMMOASHCTBHUA

BCUYKM NPOYYBAHUA 3a NeKapCTEEHU B3auMoAeiicTBMA ca NPoBEAeHN NIPY BL3PAcTHW.

CLOTEBETCTEMETO HZ pesysTaTUTe OT Te3W MPOyYBaHUA NpN NeAnaTpudHA nauweTu e
HEW3BECTHO.
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MetaBonusmbLT Ha indinavir ce meguupa upes eHsuma cytochrome P450 CYP3Ad,
Mopann Tosa, nekapcTBa, KOMTO WM U3NON3EAT TO3W MeTabonuTeH MbT, UMK NPOMEHAT
akTMBHOCTa Ha CYP3Ad4, Morat fa noBnuasT dapMakokMHeTvkara Ha fndinavir. Mo cbiyus
Haumd, indinavir moxe pa noBnuse apMakoKUHETUKATa Ha JAPYrM FeKapcTea, KouTo
NpemMyHasar npes To3n MeTaGonuTeH NeT.

OG6tpHeTe ce chLLO Taka KbM pasgena 4.3 NpotuBonokasaHuA. 4.2 HosupoBka u
HaurH Ha ynotpeba.

MpoeeaeHu ca crnelUdUIHN M3chNefBaHUA HA NeKapCTEEHUTE B3aUMOASHCTEMA Ha
indinavir cbc cnegHuTe MegukameHTu: zidovudine, zidovudinefiamivudine, stavudine,
trimethoprim/sulfamethoxazole, fluconazole, isoniazid, clarithromycin, quinidine, cimetidine,
theophyliine, methadone » opanHu koxTpauenTnen (norethindronefethiny! estradiol 1/35). C
Te3n MEAVKAMEHTV He Cca OTKPUTM KMUHWMECKW 3HAYWMKW B3aumogeiictsuda. [lo-gony ca
ONUCAaHK KIMMHWUYHO 3HAYKMUTE B3aUMOASRCTEYA C APYIM MeANKaMeHTH.

He ca npoBexgaHu ouluanHu NpoyvBaHUS 33 NEKapCTEeHW B3auMOoOedCTBVA
mexay indinavir u warfarin. KoMBuHupaHoTO NeYeHWe MoXe Aa Bosede A0 YBENWJaBaHE Ha
HuBaTa Ha warfarin.

KanuueBn aHTaroBveTh

Kanuuesure anTaroHucTy ce MetaGormzvpar or CYP 3Ad, KoiTo ce uhxubupa ot
indinavir. CbBMECTHOTO NpUOXEHWe Ha KanuumeBu adtaroHuctn ¢ CRIXIVAN moxe ga
[AOBEAE [0 YEENNYaBaHE HA NAazMeHWTe WM KOHLEHTRaLUMW 1 N0 TO3Y HauvH YobIUKasaHe Ha
TepaneBThuyHuTe ediekT U HEXEeNaHnTe peakuum.

Rifabutin

MpunoxeHueTo Ha indinavir B fosu o 800 mg Ha Bceku 8 yaca c rifabutin 8 Aoam oT
300 mg ennH nuT AMeBHo UM 150 mg egvH NET AHeBHo, Delle oLEHEHO B ABe OTAENHU
KAWHUYHK NpOyYBaHns. PesynTaTure OT Tesu NpoydeaHuA Nokasaxa HamanssaHe Ha AUC Ha
indinavir (34% u 33%, cwoTeeTHO, cpely indinavir 800 mg Ha Bceku 8 yaca CaMOCTOATENHO)
n yeennyasaHe Ha AUC wa rifabutin (173% v 55%, choteeTHo, cpely rifabutin 300 mg eaun
BT AHEBHO CaMOCTORTENHO). TOBa noBWUEHUE HA MMaizMeHUTe KOHUEHTpauuu Ha rifabutin,
NO BCAKA BEPOATHOCT € CBBbP3aHC & NOTUCKaHe Ha MepguupaHua oT CYP3A4 metaBonuaem Ha
rifabutin oT indinavir. YeenuwyagaHe Ha fo3ata Ha indinavir W HamanABaHe Ha Lo3aTa Ha
rifabutin e HanoxuTenHo, korato indinavir n rifabutin ce npunarar ckeMecTHo (BuK pazgen
4.2},

Ketoconazole

EgHospemenHarta ynotpeba Ha indinavir u ketoconazole moxe fa [osefe 8 M3BECTHA
cTerneH Ac yeenudabBaHe Ha HVMBAaTa Ha indinavir. He ce ovaksa ToBa ChLIECTBEHO Ja NoBhUAE
npoduna Ha GesonacHoct Ha indinavir, Nnopaan KOETo He cé NpPenopbyBa HamansiBaHe Ha
OCHOBHaTa J034a.

Itraconazole

Mpunoxenueto Ha indinavir 600 mg Ha Bcekn 8 yaca c ifraconazole 200 mg gsa meT!
OHEeBHO, uhxubutop Ha CYP3A4, Bogw ao AUC Ha indinavir, nogobHo Ha ToBa, HabniaagaHo
no BpeMe Ha npuema Ha indinavir 800 mg Ha sceku 8 yaca camocToATenHo (BUK pasaen 4.2).

Nevirapine

MpunoxerueTo Ha nevirapine 200 mg ABa NMbTM AHEBHO, MHAYKTOP Ha CYP3A4, c
indinavir 800 mg Ha Bcekw 8 yaca sogu Ao 28% cpearo HamanssaHe Ha AUC Ha indinavir.
Indinavir He e nokasan edekt BLPXY (hapMaKoKWHETUKaTa Ha hevirapine. Yeenuuasave Ha
posarta Ha indinavir go 1000 mg Ha scekn 8 vyaca TpribBa ga ce UMa nNpesBsvA, aKo ce aBd ¢
nevirapine. He ca HanW4HY CLOTBETHM fAaHHU 3a GesOnNACHOC eduKacHoCT Ha Tasu
KOMBUWHAaLWA.
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Delavirdine

Mpunoxenuero Ha delavirdine 400 mg TpM NBTM BHEBHO, HXUGUTOP Ha CYP3A4, ¢
eaAuHnyHa fo3a oT 400 mg indinavir soan Bo 14% HamanssaHe Ha AUC Ha indinavir B
cpaBHeHue ¢ Habmopasanata npy npunarade Ha indinavir 800 mg Ha Bceku 8 daca
camocTorTenHo. EgHoepeMentoTo npunarane Ha delavirdine ¢ j4osa ot 600 mg indinavir sogn
Jo npebnusutenHo 40% no-ronaMa AUC Ha indinavir B cpasHeHue ¢ HabniogaeaHata npu
npunarane Ha indinavir 800 mg ua Bceku 8 vaca camocrosTenHo. Indinavir He e noxasan
ethexT BbPXY (hapmakokMHeTukaTta Ha delavirdine. Hamanasane va gosata Ha indinavir go
400-600 mg Ha scekn 8 yaca TprROBa Aa ce UMa npeasud, ako ce gasa ¢ delavirdine. He ca
HanWyHW CLOTEETHY AaHHK 3a SesonacHoCT Y ebuKacHoCT Ha Tasu koMBuHaLms.

Efavirenz

Korato indinavir (800 mg Ha Bcexu 8 uaca) Gewe fAapaH ¢ efavirenz (200 mg
eAHorpatHe aHeBHo) AUC Ha indinavir 1 Cypygn B5ixa Hamanenn ¢ npubnusutendo 31% u
40%, cwoTBeTHO. Korato no-sucoxy gosu indinavir (1,000 mg Ha eceku 8 vaca) e npunarad
saeaHo ¢ efavirenz (600 mg egHOKpaTHO BHEBHO) Ha HeuHbekTupann aobposonumn, AUC u
Cyough Ha Indinavir ca Hamanenu cpegHo ¢ 33-46% u 39-57%, cboTBETHO, CNPAMO KOFETO C2
npvinaraHy ctapgapTiy Ao3an (800 mg Ha scexy 8 yaca). MoaoGHK paznuky B AUC 1 Cygugn Ha
indinavir ca Habniogaeadu ¥ nopu HIV-uHtekTupann nauvesTy, nonyyaeany indinavir (1,000
mg Ha Bcekn 8 vaca) 3agpHo ¢ efavirenz (600 mg epHOKpaTHO [AHEBHO) CRPAMO
CaMocToATENHO nponarad indinavir (800 mg Ha Bcexy 8 uaca). [loxkato KNMHU4HaTa
3HAUMMOCT Ha HamaneHwTe HMBa Ha indinavir He e ycTaHoBeHa, npyu nabopa Ha cxema 3a
CLEMECTHO nNpunoxeHWe Ha efavirenz W indinavir ronemuHaTa Ha HabmoZgasBaHOTO
¢hapMaKOKVHETWYHO B3aumMofelicTEve cnepea Aa ce uMa npeasu. He ce Hanara Kopekuun
Ma aosara Ha efavirenz, korarte ce gaBa ¢ indinavir.

Wuxubutopu Ha HWG-CoA pegykrasara

HMG-CoA peaykrasHwre wuHxubutopw, koto simvastatin n lovastatin, uueto
MetaGonusvpadHe 3HauuTenHo 3asuck of CYP3A4, ce ouakea ja KMMatT CbLECTBEHO
NOBMLLEH! MNA3MEHN HUBE, KOTETO C& NpUNnarat cbBMEeCTHO ¢ indinavir. Toit kaTo NoBKLIeHATS
finasMeHn HuBa Ha HMG-CoA pegykrazHuTe vHXWBWTOPW MOraT ga NPUHMUHAT MUONaTHs,
BKIIOYNTENHO paBaomMuonusa, KOMBMHMPaEHETO Ha Te3l NeKapcTE&HM npodykTy ¢ indinavir He
ce npernopkysa. MetaGonnanpaneTo Ha atorvastatin e no-manko sagucumo ot CYP3A4. He ca
HanWuHY KNMHWYHKM BaHHW 33 xomBunHupaHeto Ha indinavir ¢ uuxwbutopn Ha HMG-CoA
peaykra’ata, KouTo He ce MeTabonusnpar npepvmHo Ypes CYP3A4 metabonutHaTta sepura.
MetaBonvaupaHeto Ha pravastatin 1 fluvastatin He sasucu oT CYP3A4 W He ce ouakeaT
saanmoaeitcTeva ¢ Pl (ITH). Ako e nokazano nevedue ¢ HMG-CoA pegykraaHu uHxubutopy,
ce npenopbyBa ynotpebara Ha pravastatin nnn fluvstatin,

Bunkara %bNT kaHTapuoH (Hypericum perforatum)

MnasmeHuTe HMBA Ha indinavir ca nokasany CblUECTBEHO HaMasiseaHe mpu
efHoBpeMeHHaTa ynoTpeda Ha pacTWTENHY NPOAYKTH, ChAbPXaIYM DUnKaTa XBLAT KaHTapUoH
{Hypericum perforatum) Ao okono 20% o7 Tesu npu camoctosaTenKara ynotpeba Ha indinavir.
Tosa ce Ab/bkM Ha uvHAyUUpaHe oT OBuUnkaTa KeiT XaHTapuoH Ha meTabonusma Ha
feKkapcTBOTO Wunu TpaHcrnoprHuTe npotewHu. Mopagu ToBa, pacTUTENHWTE MPOAYKTN,
cefibpialy GunkaTa MLNT KaHTapyoH He TpRBea ga ce npunarar cesmecTHo ¢ CREXIVAN.
AKO nNauveHTsT npvemMa Beve GUNKaTa XbNT KaHTapvoH, cnpeTe tasu Gunka, npoeepeTe
HMBOTO Ha BWPYCHOTO HaTOBapBaHe M 2Ko © BL3MOXHO HUBaTa Ha indinavir. Husara Ha
indinavir moxe [a ce yBenwudar npy cnupale Ha Ounkata XXbnT KaHTapuoH, ¥ fosara Ha
CRIXIVAN Mmoxe ga visucKkea kopurmpaHe. MHayuupawuat edektT MoXe Oa nepcucTupa oo
JBe ceaMULYs cheq CliMpaHe Ha fieyeHUeTo C GUNKaTa XbNT KaHTapuoH. (BUWK pasgen 4.3).

Pimozide
Pimozide He TpsbBa ga ce nanonssa 3aegHo ¢ indinavir. WnxuBupaHeTto Ha CYP3A4
oT indinavir 61 Morrio aa AoBeae A0 MOBMIABAHE Ha MAa3MeHuT! 1 Ha pimozide,

KAMEPHK apUTMUY.
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Rifampicin

Rifampicin He Tpsabsa ca ce uanonssa efHospeMeHHo ¢ indinavir. Ynorpebara Ha
rifampicin npy nauvesTy, nonydasatyy indinavir ApamaTvyHo HAaManNAEa NNAMEHUTEe HUBA Ha
indinavir go 1/10 ot Tesu npu camocTosTenHa ynorpeba Ha indinavir. Tosu etbekr ce abmxn
Ha vHAykuvaTa Ha CYP3A4 ot rifampicin (BvK pazaen 4.3).

Ritonavir

HAeykpaTHWAT SHEBeH npuem Ha indinavir (800 mg) npi aobpoBonUy e5HOBPEMEHHO C
ritonavir (100, 200, wu 400 mg) no BpeMe Ha XpaHeHe 33 ABe cegMMUW goBege 4o
ysenudyasaHe Ha AUC,4, Ha indinavir ¢ 178 %, 266 %, u 220 %, CbOTBETHO, B CpagHeHue Cbe
cToiiHocTTe Ha AUC,4, Ha indinavir npu naumnedTi, kouto ca nonyvasani CRIXIVAN 800 mg
Ha BCekM 8§ uyaca camocToATENnHo. B aobaeka, ABypaTHWAT AHEBEH nNpueM Ha indinavir
(400 mg) egHoepeMeHRo ¢ ritonavir (400 mg) sogu go yeenudasaHe Ha AUCq, Ha indinavir ¢
68 %. B cbloTo NpoyuBaHe, ABYKPaTHUAT AHeBeH npuemM Ha indinavir (800 my) c ritonavir
(100 vnu 200 mg) soan Ko yeenuyasare Ha AUC24h Ha ritonavir ¢ 72 %, v 96 %, cLOTEETHD,
B CpaBHeHWe CbC CbUMTE f02M ritonavir, npunoxeHyu camocroatento. ObpathHo Ha T0Ba,
BBYKDATHUAT AHeBeH npueM Ha indinavir (800 wnm 400 mg) epHoBpemeHHO ¢ ritonavir
(400 mg) umatlle HesHavyuTeneH edekt (7 % 1 7% HamarneHue, PeCneKTUEHO) BBpxy AUC24h
Ha ritonavir. [MoHacToswlem, HAMa HanudHM gadHW 33 GesonacHocT v edurKacHoCT npu
M3NON3BaHETO HA Ta3u KoMBUHaUMA Npu NauveHTU. B cny4yan Ha egHOBPEMEHHA ynoTpeba Ha
ritonavir u indinavir (8 go3a ot 800 mg ABa NV AHEBHO), TPADBA A4 C& Npunara NoBKILEHo
BHUMAHUE, NOpaay BbL3MOXHOCTTA OT YBENMWMEH pUCK oT Hadponutuasa. Mpenopeyea ce
aneKsaTHO OBOAHABAHe. AKO [Ao3aTa Ha indinavir € HamaneHa, nopagu npobnemu c
NOHOCUMOCTTE, MOHUTOPUPAHE Ha Nia3MeHUTE HWMBA Ha NEeKapcTeOTO & oT nonsa. Hama
[OCTATBYHO AaHHM B ROAKpena Ha AetMHUTMBHATA BPbL3KA MEMAY Ma3MeHUTe HWBa Ha
indinavir 1 ethexTMBHOCTTE, W HACTLIIBAHETO Ha HedponuTiaasa. (Bux pasgen 4.4 )

Saquinavir
EaHOBpeMeHHUAT npueM Ha indinavir ckc saquinavir (600-mg TeEPAW Kancynyu unn

800-mg meim kancynu vnu 1,200-mg MerW Kancysv B eAMHUYHA F03a) Npy 3ApaBy UHAKUBUIW
Aoseae no 500 %, 620 %, n 360 % ysenuuaBaHe Ha nnasMeHata AUC.s, Ha saguinavir,
CkOTBETHO. He ca Hanu4Hu CLOTBETHM AaHHWM 3a OezonacHoOCT U ehMKacHOCT NpuU Taw
KomOuHauvs. OuzafiHsT H3 NPOyYBAHETO HE NO3BONABa ASthUHUTUBHA oUeHKa Ha edeKTa Ha
saquinavir eepxy indinavir, Ho BHylWaga, Ye vMa NO-Manko OT [ABa MbLTW YBEfWJasaHe Ha
AUCBSh Ha indinavir no epeme Ha eAHOBPEMEHHMSA NPUEM CBC Saquinavir,

Didanosine

He e npoeegeHo odvuManHo NPOyYBAHE 3@ NEKaPCTBEHO B3anMofeicTBue Mexpy
indinavir 1 didanosine. O6aye HopManHoTo {kuceno) pH Ha cToMaxa Moxe A2 € Heobxoaumo
3a onTumManHaTa abcopbuwa Ha indinavir, fokaTto kucenuHata 6ep3o noHWxasa abcopbuusATta
Ha didanosine, xoiiTo e cBBP3an ¢ Gydepupalun areHTH 3a ysenudasaHe Ha pH. Indinavir u
didanosine TpabBa ga ce npunarat Npes MHTEPBa Hail-Marko OT eAWH Yac, Ha riapHo {(aa ce
NpOBEpU B nekapcTBeHaTa WHGoOpMauwa Ha npousscauTens Ha didanosine). B eaHo
KMMHUYHO M3crefBaHe, aHTMPETPOBMpYCHAaTa aKkTUBHOCT He & Guna npoMeHgHa, Koraro
didanosine e Gun NpunoxeH Tpu Yaca creg, TpeTupadeTo ¢ indinavir.

Sildenafil

Tt kaTo indinavir e MHXUBUTOP Ha uMToXpom P-450 3A4, egHOBPEMEHHWAT NPUEM Ha
CRIXIVAN cuc sildenafil BepoaTHe 6y gosen A0 YsenuyaBaHe Ha NNasMeHaTa KoHUeHTpauna
Ha sildenafil nocpencTEOM KOHKYPEHTHO MHXMGBVpaHe Ha meTabonusma. B eaHo nybnukysaHo
npoy4ysade npy HIV-uHbekTpaHy Mbxe, XpoHW4HO nekysaru ¢ 800 mg indinavir, npuemsT
Ha eAvHu4Ha fosa oT 25 mg sildenafil HAMate 2HauuTeneH edekt Bbpxy AUC Ha indinavir,
Ho goBege Ao 340 % yeenwdaeaHe Ha AUC Ha sildenafil B cpaBHeHUE ¢ KOHTRONHWTE
thapMaKoKUHETUYHM AaHKHy 3a sildenafil fpoza-Hopmanuaupad Ao 25 mg. Havansa gosa ot 25
mg sildenafil TpaGBa na ce obcbgw, ako indinavir v sildenafil ce usnonsear egHoBpeMeHHO
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Venlafaxine

EaHo dapmakokMHeTiiHo nanursaHe ¢ venlafaxine e noxazano 28% HamaneHve Ha
AUC wn 36% HamaneHne Ha Cnp 32 indinavir. KRMHWYHOTO 3HaueHve Ha TOBa
B3auMofelicTele He € u3BecTHO. Indinavir He e nosnuan dapmakokMHeTUKaTa Ha venlafaxine
wnM Ha akTueHUA MeTaBbomut O-desmethyl-venlafaxine.

Odpym

EaHoBpeMeHHaTa ynotpeba ¢ Apyri rekapctea, KOUTe ca MHAYKTopY Ha CYP3A4,
kato phenobarbital, phenitoin, dexamethasone w carbamazepine, Moxe Aa Hamanw
nnasMenuTe KoHUeHTpauK Ha indinavir.
3a vHthopmayua oTHocHO guetara uriv ediexTa Ha xpaHaTa sbpxy abecopbumara Ha indinavir,
B paznen4.2unb.2)

4.6 bpeMeHHOCT U KbPMEHe

YrioTpeba no Bpeme Ha BpemeHHOCT
Hsma poctatsuHo ¥ gofpe KOHTPONMpaHM NpoOydBaHWMs Npy OpeMeHHu xenu.

Indinavir crnegpa Aa ce W3NON3Ba CaMe KOTATO MOTEHUMANHaTa nons3a npesuiasa
MOTeHUWANHMA PUCK 23 nnoaa. Kato ce uma npesasnp HabmoaeHveTo OT €AHO Marnxo
npoy4BaHe, BLPXY 3HaYMTENHO Mantk Opoi nHdexTnparn ¢ HIV GpemMeHHN XeHW nogroxeHn
Mpeav pakaaHe Ha NeveHVe C© MEeSMKAMEHTa, KaKTo W MANKOTO JaHHM KOUTO UMa npu Tasu
nenynauws, indinavir He ce npenopkUeEa npu 3apaseHn ¢ HiV GpeMeHHM NaumeHTku. ( BIK
pasgen 5.2 )

XvnepBunupybrHemWA, HOKNagBaHa TnPEAMMHO  KaTO  NOBUWEH  WHAWPEKTeH
BunupyduH, ce noneuna s 14% OT nauMeKTWTe, MO BpemMe Ha neveHneTo ¢ indinavir. Twit kato
He e MaBecTHO gamn indinavir we yrexuw cusmonormuHara xurepbunupybiHemwa npu
HoBOpPOAEeHoTO, TpAGEa Aa Ce Hanpaeu BHMMaTenHa npeueHka 3a ynotpebata wa indinavir
npy BpeMeHHN KEeHW 110 BpeMeTo Ha paxgaHe (B pazaen 4.8 )

MNpu Rhesus malimysn, npyemadeto Ha indinavir oT HOBOPOAEHW APWHUHABA NEKO
cBocTpAHe Ha npexogHata dusuonorvyHa xunepbunvpybuHemus, HabniogasaHa npu Tesu
Buaose cnen paxnade. TpuemsT Ha indinavir ot Bpemennn Rhesus malimyHi No speme Ha
TPETUA TpMMecTep He npuwuuH¥ nogobHo ofocTpsHe  npy HoeBopopeHu; ofaue, e
HabniojasaHo camo OrpaHMyeHo npemrHaBaHe Ha indinavir npes nnayexrara.

YnotpeBa no BpeMe Ha KbpMeHe

Mpenopbuea ce xeHure, HgekTUupakn ¢ HIV aa He KopMAT felarta ol Npu HUKaKBK
oBcToATencTea, 3a aa ce naberHe npefasaHe Ha HIV. He e ussectHo, Aasm indinavir ce
EKCKpeTWpa B YOBeLIKoTO Mnsiko. Obaue ce nocousa, 4e indinavir e HanmMUe B MAIAKOTO Ha
NMBXOBETE W EKCKPeLUMATA MYy B MMAKOTO Ha nibxXa ¢& makudectupa CbLUO Taka KaTo
HamanssaHe Ha CpeAHOTO TENO Ha MarkuTe NMo BpeMe Ha KbpmeHeto. MalikuTe cnepea na
bRAT MHCTPYKTUPAHW A3 NPEKECHAT KbPMEHETO 110 BpeMe Ha NeHEHUETo,

4.7. Ethekt BLPXY CNocCGHOCTTA 33 odimpae U paboTa ¢ MalinHM

HAama AaHHW, KOMTO Aa AaBaT OCHOBaHWA Aa ce npegnonara, ve indinavir nosnuasa
cnocoBHooTTa 3a wodmpare W paborta ¢ mawuHu. Obave nauyuewTuTe TPAGBE ga Gvpar
nHopMupaHy, 4e no BpemMe Ha nevdeHueTo ¢ indinavir ca [oxIaABaHW CBETOBBLPTEX W
3aMBINEHO BUXAAHE.

4.8. HexenaHu nexapcTeeHW peaxkuumn

KnuHuyeH onMt

B KOWTPONMPAHW KNWHWYHW MPOYYBEHWUA, NPOBEAESHW—E , indinavir e
npunaradH caMoCTORTENHO UMW B KOMBUHALMA ¢ ApYry aHTVEg i eHTY (Zidovudine,
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didanosine, stavudine wiunu lamivudine) Ha npuSnuanTendo 2 000 nauueHTa, no-ronsaMara
YacT OT KOWUTO ca BunK 6enu mbxe (15% xeHw).

Indinavir He e npoMeHWn TWNa, YecToTaTa WUMW TEXECTTa HA NO3HATUTE TNIAaBHU
HexenaHn edekTyt, cBbp2aHn ¢ ynotpebara Ha zidovudine, didanosine 1 lamivudine.

Hexenanute nekaperBeHy peakuvd, JOKN3ABAHW OT  UICNEAOBATENUTE KaTo
BbaMOXHO, BEPOATHO MMK AedMHATUEHO CBLP3AHK C MeAuKaMeHTa mpu 5% o noseye oT
nayveHmTe, nexyeakiy ¢ CRIXIVAN camocrostenHo wnu B komOuHauus (n=309) za 24
cegmMuUM ca onvcany no-gony. TToBeYETO OT TE3U HEXENAHU ABMEHWUA ca ONPEASneHy, Chllo
Taka, kaTo oBMKHOBEHO NPeAWeCcTBYBAILM UMM YECTO BB3HUKBALLM MeAMLIMHCKA CLCTORHUA B
Tasu nonynauud. Tesyn HexenaHn ABNeHus ca: rageHe (35.3%), rmasobonue (25.2%), avapna
(24.6%), acreHua/ymopaemocTt {24.3%), obpus (19.1%), vwaspateH Bryc (19.1%), cyxa koxa
(16.2%), xopemHa Gonka (14.6%), noepbware (11.0%), ceeroBvprex (10.7%). C
U3KMIOMEHME HA cyxaTa Kokka, obpwBa 4 HA WSBPATEHUA BKYC, cnyvante Ha HEXenaHu
nexapcTBeHY peakuyun ca Buny nogoBHW uUnM NO-BUCOKM MEMAY NaUUeHTUTEe, NeKyBaHU
KOHTPOMHO C aHTMPETPOBUPYCHW HYKNEeo3ugHU aHanosn, OTKONKOTO Mexgy nayueHTdTe,
nexyeann ¢ CRIXIVAN camocrostenHo wnv B xomBudauvwa. Lenust To3n npodun Ha
SesonacHocT octasa nogobed 3a 107 nauvenTy, nexyeaHu ¢ CRIXIVAN camocToaTenHo wnu
B komBuHauma o 48 cesgmvuu. Hexenadu neKaperBeHW peakuuy, BrIOYMBALYM
HedponuThasa, MOraT 4a JoBegar A0 NPeKbCBaHe Ha NIeYeHHeTo.

Muoro vecty (> 10 %)

PascrpoiticTea Ha HepBHaTa cvcTeMa: rhasobonue, 3aManHoCT.

CromallHO-UYpeBHWU pascTpoicTBa: FaAeHe, NOBPLLUAHE; QNAPWA; AMCTEnecusn.

HapyuweHua Ha Koxara v MOAKOKHUTE TEKaHN: 00puB; cyXa Koxa.

PascrpoiicTsa Ha GbGpeLuTe v ypUHAPHNA TPAKT: HedponuTuasa npy NesmaTpudH
NauMeHT Ha 3 rOAVHN U NO-TONEMM.

Q61K HapYLLIEHWA U CBLCTOAHKA, CBLP3aHU C HAYMHA HA NpUeMaHe: acTeHUA/yMopa;
V3BpaTeH BKYC; KOpemHa Gonka.

UecTu (5 — 10 %)

PaacTpoiicTea Ha HepBHaTa cUcTeMa: GE3CHHME; XUITDECTE3us; NapecTeans.

CToMalHo-ypeBHU Dpa3CTPOWCTRa, naTyneHuus; cyXoTa B YCTATa, KWUCENUHHE
peryprutawms.

HapylUeHnA Ha KOXa ¥ NOgKMKHN ThKaHu: chpEex.

HapylieHua Ha onopHo-AByraTentud anapat v cbeguHUTENHaTa ThKaH: MYanivs.

Pasctpoiictea Ha Owbpenyute W yprMHapHUA TpakT: HedponuTUasa npu Bb3pacTHY;

AN3YPUS.

HoknageaHo e 3a HethponwTvaza, Brodsalla 6onka B cnabuHure ¢ win 6Ges
XeMaTypus (BKI. MUKPOCKONCKa xemaTtypus) npu npubnusutenHo 10% (252/2577) ot
nauvesTuTe, nonyyasaum CRIXIVAN npu knUHUYHWTE U3NUTBAHWS B NpenopLysaTta Aosa B
cpaHenve ¢ 2.2% npW KOHTponHuTe rpyni. [pUHUWNHO, T83M enns3oAn He ca CBbP3aHn ¢
61n6pevHa HegoCTATBYHOCT Vi Ce BL3CTAHUBABAT C XWAPaTaLMA W BpeMeHHO NpeKbocBaHe Ha
neveHueTo (np. 1-3 gHu).

MNpy KNUHWMHYHW NPOYUBAHUA HA NEAVATPUMHNA NauUWeHTW Ha BL3pPacT 3 rofvHN 1 no-
ronemy, npohvnLT HAa HEXenaHuTe NeKapcTBeHy peaxuw Gewie nogobeH Ha To3u npu
BL3PACTHM NAUWeHTH, C W3KNoYeHWe Ha Mo-BUCOKaTa 4ectoTa Ha Hedponutnasa B 29 %
{20/70) npu neguarpuyHUTE nauuweHTy, nexysaHn ¢ CRIXIVAN B npenopeysaHarta Ao3a oT

500 mg:’m2 Ha Bceku 8 yaca.

PesynTtatv o1 naGopaTtopHUTE TECTOBE
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MaGopatopHute OTKNOHEHWUA, AOKRAABaHW OT WICNEAOBATENWTE Karo BL3IMOXHO,
BEPOATHO VNM AePUHUTUBHO CBLp3aHM ¢ MegukameHTa, npy 10% u noseye OT NayueHTUTe,
nekyeaHu ¢ CRIXIVAN camoctostenHo unu B komBrHauws Gunu:

MHoro yectu (> 10 %)

Pascmpolicmea Ha KpmweHama u paumgHama cucmema: yesenuveHne Ha MCV,
HamaneHue Ha HeyTpothunuTe.

Pascmpoilicmea Ha Bnbpeyume U YPUHSPHUS MPaKm: XaMmatypus, NpoTeuHypus,
KpUCTaNYPUs, NUypUa NPY NauUMeHTH Ha 3 FOAULLHA BL3PACT U NO-TonemMu.

Xenamo-bunuapHy pascmpoiicrisa: nsonupaHa acuMnToMHa xunepGunmpybuHemua
(0B Ounupybwx paeed wnu Hag 2.5 mg/dl, 43 mcmolfl), AoknaneaHa NPefUMHC KarTo
[OBMWEH WHAMpEKTeH OunupySuH W pagko cBbp3aHa G yBenwyeHme Ha ALT, AST wmm
ankanHata doctharasa, ce NoABuMna npn npubnuantenHdo 14% or nauveHTUTS, NEKyBaHu C
CRIXIVAN camocToaTenHo unm B komBuHaUua ¢ gpyri aHTupeTpoenpyckn arelti. Floseyeto
NauueHTH ca npoabmxuny neveHneto ¢ CRIXIVAN, 6es HaMansBaHe Ha A03aTa M HUBATA Ha
ounupyBrHa NOCTENEHHO C& BbpHANY KbM M3X0AHMTE CTONHOCTW. XunepbunupybuHemunTa e
BL3HVIKBANG Mo-4ecTo NP A03K, HAAXBBLPNAWWY 2.4 g/GHEBHO, B CPaBHEHVE C J03W NOo-Marnku
oT 2.4 g/gHeBHo. YBenudeHve Ha ALT u AST.

Mpw knAMEVUKEKY Npoy4ealks ¢ CRIXIVAN npu neawaTpyyHM nagueHTU HA Bb3pacT 3
rOAVHA W NO-TONEMY, 2CUMITOMATHYHA MMYPWUA C HENSBECTHA eThonorva Gewe 3abenAsaHa B
109 % £6155) OT nauveHTute, nonyyaeawy CRIXIVAN 8 npenopbusaHara posa of
500 mg/m” Ha ecexv B 4aca., Hakom or Tesu cuOuTus Baxa NpUAPYKEHN C YMEPEHO
roxayBaHe Ha CepyMHWA KPEATUHUH,

Onwr_cred NyckaHe Ha MeAuKaMeHTa Ha na3apa
CregHuTe AOMBLIHWTENHU HEXENaHn NekapcTBeHy peaxuwu ca AoknafsaHy cref

nyckaHe Ha MEAWKAMEHTa Ha nasapa; Te NPoMSX0XAaT OT CROHTaHHM JOKNagW, HMATO
YyecToTa He Moxe Aa 6bae onpegenena:

Paszcmpolicmea Ha KpbeHama U JNUMbHama CcucmeMa: YBENWMEHW CMOHTaHHWU
KPLEOTEYEHUA TP MauWeHTH © XeMoMWnus; aHeMUs, BKRIOUMTENHO OCTpa XeMonuTuuHa
aHemua, TpomBouutoneHma (Buvx pasgern 4.4 )

Pazcmpolicmea Ha UMyHHama cucmema: aHadiunakTonHy peakuum.

EnfokpunHU pascmpolicmea: oTKITIOYBAHE Ha 3axapeH agnaber unn Xuneprnmkemus,
wim oBocTpsHe Ha Mpefu TOoBa ChllecTByBal] 3axapeH avaber (ewk pasgen 4.4)
Pazcmpoficmea Ha HepeHama cucmemMa: opanta napecreauns.

Facmpoumecmunanyuy  pascmpolicmea: XenaTwT, BrIOYBAW] Acknagn 33
YepHoAPOBHA HEAOCTATBEHYHOCT; NaHKpeaTwT.

Hapywenus Ha Koxama u noOkoxHUmMe mbKaHu: obpue, BKNIOMBAL epuTemMa
mysTudiopMe M cuHApoM Ha Stevens Johnson; XvNepceHsUTUBEH BacCKynwT, anoneLws,
XUNEPNUIMEHTaLUA; YPTUK2DWUS; NUIICA Ha PACTEX HA HOKTUTE Ha KpakaTa Winy NapoHuxXua.

Hapywerust Ha onopHo-OsuzamenHus anapam U CbedudumenHama IMbKaH.
Muanrus, MuosuT; pabaommonusa.

Pascmpoiicmea Ha 6bbpeyume U ypuHaphus mpakm. Hedponuinasa, npy HAKOU
cnyqan ¢ ©GubpevHa HegocTaTbyHOCT Wi octpa DbfipeuHa  HeAOCTATLYHOCT;
MHTepcTUUManeH HedbpuT, NOHAKOra CBBP3aH ¢ OTRaraHe Ha kpucrany indinavir. Tpw HAkou
NaUMeHT He HacTLNBA OGPATHO PasBUTME HA WHTEPCTULIMANHWUA HethpuT crieq cnipade Ha
TepanuaTa ¢ indinavir (swx pasgen 4.4 )

Obuu HapyleHus U CLCMOAHLS, G8bP3aHU ¢ HayUHa Ha npuemane: KomGuHupaHara
aHTUPETPOBUPYCHa Tepamua ¢ Guna acouumpaHa ¢ NpepasnpeaencHue Ha MasHUHWTE B
TAnovo (nunogmctpodua) npu nauvedtn ¢ HIV, BkmtouBam sarybata Ha nepudepHa u
dauManHa nNoSKOXHA MACTHZ TbKaH, YBENMYABAHE Ha BLTPEKOpeMHaTa WU BHcuUepanHa
MacTHa TbKaH, XWNepTpodus Ha rbpavTe W Sop3cUEepBUKa BaHe Ha MACTHA ThKaH
(macTHa repbuua).
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KomBunvpaHaTa aHTMpeTpoBUpycHa Tepanus e Guna acouumpaHa ¢ mMetabonwtHW
HapyweHusi, Karto  XWIepTpUrMMUEpUAEMUS,  XUNEPXOMNECTEPONEMMA,  UHCYMUHOBA

PE3UCTEHTHOCT, XMNEPIMUKEMIA U XVNepnakTatemus (Bux paspen 4.4 )

Mpu HIV- zapaseHn nauWeHTH C TeXKa UMyHHA HeAOCTaThYHOCT No BpeMe Ha 3anc4ysaHe Ha
KoMBUHVpaHaTa aHTupeTpoRepycHa Tepanwa (KAPT (CART)), moxe Az  eb3HMKHE
Bb3nanwternHa peakuws Kem acUMNTOMaTU4YHKM UNK OCTaTkYyHU ONOPTIOHNCTAYHW MHCDEKL]MH
(v pazgen 4.4)

Haxoaxu ot nafiopatophnTe Tecrose

CreaHUTe JOMBAHWTENRHY NabopaTopHu aHOManuu ca ACKNafBaHW Mo BpeMe Ha
NOCTMAKPETUHIOBUA NEPUOA; TE NPOUSNNSAT OT CHOHTaHHU JOKMaAY, UATO YECTOTa He MOXe
L2 ce ONpefesniy CTPUKTHO:

MemaGonumuu pazcmpoiemesa U HapYLWeHUR Ha XpaHeHemo: YBenudeHy cepyMHy
TpUrnuiepuaw, YeenwyeH cepyMeH XonecTepon.

Xenamo-6unuapau pazcmpolicmea; HapylleHvs Ha yepHogpobHaTa (OyHKUMA.

Hapywenus Ha onopHo-dsuzamenyus anapam 4 cbeQUHUMenHama mbKax: yeenwdeHa
CPK.

4.9, MNpepozupatxe

Mma naHuu 3a criyuan Ha npegosupade Ha CRIXIVAN npu xopa. Hait-vecro
ACKAafBaHUTE CUMNTOMM ca Bunu CTOMAWHO-YPpeBHWTS (HaMp. rafeHe, NoepLUaHe, suapus)
1 6v0OpeyHuTe (Hanp., HedponnTasa, Gonka B KPBLETA, XeMaTypua).

He e ussecTHO gann e BB3MOXHO indinavir Aa 6bae Avanksvpal 4pes nepuToHeanHa
Ny XeMoguannza.

5. PapMaKoIorMuH1 CECHCTBA
5.1. (MapMakoguHaMUYHWU CBORCTBA
tapMaKoTeparnesTUdHa rpyna: npoteaseH uHxubkrop, ATC kop JOBAEDZ

MexaHu3tm Ha geﬁc‘raue

Indinavir notucka pexombuHakTHata HIV-1 1 HIV-2 nporteasa, ¢ nputinuaurento
JeceTokparHa cenektmeHoct 3a HIV-1, otkonkoto 3a HIV-2. Indinavir ce cewpsea obpatnmo ¢
AKTWBHOTO MACTO Ha NPOTEea3aTa W NoTUCKA KOHKYPEHTHO EH3UMA, NpeaoTBpaTasaliki no Tosu
HaYWH feneHeTo Ha NpegLecTBeHVKa Ha BUPYCHUA NUNONPOTEWH, KOBTO Ce M3BLPLUBE 0
BPEME Ha CL3PABAHETO Ha HoBoodopMeRUTE BUPYCHY vacTyuy. [onyyaealute ce Hespenu
YacTuLM He ca MHMEKUMO3HA U He ca B ChCTOAHUE Ja NPUYHMHAT HOBY LIMKANA Ha MHdeKuws.
Indinavir He UHXMBKMPA CUTHUMKAHTHO EYKAPUOTHUTE MPOTEasH YOBELKW PEHWH, HCBELUKW
Katencuk D, woBellKa enacTasa 1 YoBeLIKM akTop Xa.

MukpoBuoncma

Indinavir Meguupa B KoHueHTpauwm ot 50 fo 100 nM, 95% notuckaHe ( [C95) Ha
BUPYCHOTO pasnpocTpaHeHne (CpaBHeHO C HemekyBany KOHTPONW, WHpeKTMPpaiu ¢ supyca) B
yoeewkyn T- NUMMLUTHNM KNETHYHM KyNTYpU M MBPBUYHW YOBEIWKM MOHOLMTW/Makpodrary,
3apaseHy ¢ HiV-1 eapnanty LAL, MN u RF u ¢ makpocharo-tponuueH sapuanr SF-162,
CLOTBETHO. B KoHueHTpaumys or 25 Ao 100 nM indinavir Boawn ceLjo Taka fo 95% noTuckaHe
Ha BWUPYCHOTO PpasnpocTPaHEHWe B KyNTypM HA  MUTOreH-akTUBMPaHW  JOBELLKW
MOHOHYKNeapHu KneTku oT nepudepHa KPbB, 3apaseHy ¢ PasnuuHi, MbPBUYHU KRWHWYHK
maonati Ha HIV-1, exknioysawy w3onaty, pesnucTeHTHM Ha zidovudine ¥ He-HyKneo3waHW
uHxubutopn Ha ofpatHata TpaHckpunTaza  (NNRTI). L € CcuHeprvdHa
aHTUPETPOBUPYCHE SKTWBHOGCT, KOIATO HGEELIKA ~ITHMGBOLSAT xibexTupan ¢ LAI-
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sapwasTa Ha HIV-1, 6unu urkyBupann ¢ indinavir u wau ¢ zidovudine, didanosine, unu ¢ re-
HYKNeosugHu nHxubuTopy Ha obpatHaTa TpaHckpunTasa (NNRTI).

{lekapcreeHa pesucTEHTHOCT

Mpy HAKOM NaUueHTV e HabniogasaHa NUNCca Ha CyNpecuA Ha HMBATa Ha BUpYCHa
PHK; oBaue, Bpoar Ha CD4 xnetkute Gun YecTo NOSALMKAH HaA HABATa npeau nevdeHneTo.
Korato 8b3HUKBaNa nunca Ha cynpecus Ha supycHata PHK, Toea Guno ¢Bbp3aHo cLe 3amaHa
Ha LUpKynupawusa YyBCTBUTENEH BUPYC ¢ PE3UCTEHTHY BUPYCHM BapuaHTU. PesncTeHTHOCTTa
KOpenupana ¢ HaTPYNBaHeTo Ha MyTaluuu BbE BMPYCHUA FeHOM, KOSTO BOAW SO eKCnpecus Ha
3aMecTBaHWA Ha aMUHOKUCENMHY BBLE BUPYCHAaTAa NpoTeasa.

WhaeHTUUUMPEHY €2 Hail-Manko efvHajecer MNosUUMW B  aMWHOKUCENWHHWTE
octarbUu Ha HIV-1 nporeasara, CABbP3aH C pesUCTeRTHOCT Ha indinavir: L10, K20, L24, M46,
154, L&3, 164, A71, V82, 184, n L90. Basata Ha TEXHMA NPUHOC 38 PE3UCTEHTHOCTTa, obaue, e
KommnekcHa., HuTo egHO OT Te3u 3aMecTBaHMA He € 6uno um HeobxXoauMo, Uik JOCTATBYHO
3a MoseaTa Ha pesucTeHTHOCT. Hanpumep, HAME EAWHUMHO 3IaMECTBaHE WM Ipyna oT
saMecTBaHws, KoeTo ga Gvae cnocobHO fa npegussuka uamepuma {(Hag whin paBHa Ha
UeTHMpPY NLTH) PE3UCTEHTHOCT KbM indinavir, U HUBOTO Ha pe3ucTeHTHOCT Belle 3aBUCUMO OT
Ha4uHa, 4Ype3 KOWTo ca KOMBUHKpaHn MHOrOKpaTHM 3amecrBaHuA. OcHOBHO, obaue, no-
BUCOKWTE HUBA HAa PE3UCTEHTHOCT MpCoU3XOoXAaxa 0T eJHOBPEMEHHAaTa eKCnpecua Ha no-
ronaM Gpoii 3aMecTBaHWA HAa AVHAZECETTe WASHTUYHW nosuuun. Cpea nauveHTuTe,
NPeXMBANU BL3BPpblLaHe Ha BUupycHaTa PHK no Bpeme Ha moHoTepanusaTa ¢ indinavir 800 mr
Ha 8 uaca, Gewe HabnionapaHO 3amecTBaHe Ha CAMO TPWM OT Te3W MECTa MpM Nose4eTo
nauuekTi: V82 {(no A vnu F), M48 (go | vnn L), n L10 (o7 | unu R). Opyru 3amectsaHua ce
Habniogasaxa no-psgko. HabniofaeaHuTe aMUHOKMCENWHHM 3a2MeCcTBaHWA W3rmexaga ce
HaTpynBaT nNOCRegoBaTenHo v He B CIPWKTEH pep, BEpPOATHO KaTo pesynrat Ha
npoAbLIbKaBaLLA BUPYCHA penfvkaums,

Crniegsa Aa 6bae otbenssano, Ye no-cnaba cynpecus Ha HUBaTa Ha BupycHa PHK e
HabnmiogaBaHa No-4YecTo, KOraTo neveHneTo ¢ indinavir Guno sanouHaTo ¢ No-HUCKW Q03K OT
fpenopbusaHaTa opanHa Aosa or 2.4 gigHeeHo. 3apagu ToBa, neveHneTo c indinavir
TpsbBa ga 6B4e 3ano4HaTo ¢ NPernopbLYBaHaTa A03a, 33 Aa ¢e YBenuun cynpecusaTa Ha
BHPYCHaTa peryiMkauusa ¥ Mo TO3M Ha4dMH Aa ¢€ Hamann noABaTa Ha Pe3ucTEeHTHU
BUPYCH.

Entospemerkara ynotpeba Ha indinavir ¢ HykneoauaHn aHanoan (KOWTO MauMeHTsT
HE € B3aWUMar), MOXe Aa HaMany PKCKa OT PasBUTWE Ha PesMCTEHTHOGT, KaKTO KbM indinavir,
TaKa ¥ KbM HyKreoangevte aHanosy. B enuH cpasHUTeneH onut, koMOnHKpaHaTa Tepanus ¢
HYKNEeo3naHN aHanosyu (TpoiiHa Tepanus c zidovudine nmoc didanozine) cbhagasa sawuta
cpely CenekUMaTa Ha BUpyCHa EKCNPECHA Ha Hal-MAanko egHO CELP3aHO C PE3UCTEHTHOCTTa
aMUHC-KUCEnNVHHO 3amecTBade npw indinavir (or 13/24 go 2/20 npes 24 cegmmua Ha
TepannaTa) n opy HyKneosnaHy adanosu (ot 10716 Ao 0/20 npes 24 cegmnLa HA TepanuaTa).

KpwscrocaHa pe3avicTeHTHOCT

HIV-1 n3onati Ha NauvMeHTH ¢ NOHWXEHa YyBCTBUTERHOCT KM indinavir, npoasasar
pasnVyHA BMAOBE W CTEMEHU Ha KPbCTOCAHA Pe3VCTEHTHOCT KbM Cepuy OT PazHoobpasHu
HIV-1PI (fil), exmiountenHo ritonavir n saquinavir. MNenHa kpbcTocaHa Pe3UCTEHTHOCT e
onucaHa Mexay indinavir u ritonavir; o6ave KpbLCTOCaHaTa PE3UCTEHTHOCT KM sSaquinavir ce
RpOMeHs Npu oTAenHuTe xopa. HownageaHo €, Ye MHOro oT 38MEeCTBaHUATA B NpoTeasHuTe
aMUHOKMCErUHK, CBBP3aHN C PeaVCTEHTHOCT KbM ritonavir u saquinavir, cbilio 61Ny cebpaaHu
C PE3VICTEHTHOCT KbM indinavir.

dapmakoanHamMnyaey edektu

B13apacTiu
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BUDYCHOTO HaToBapBaHe W ysenuwuasa CD4 sumdoumTTe Npy nauweHTV ¢ Bpoil Ha CD4
kneTkuTe noa 500 knetku/mma3,

Indinavir camocToATenHo wunM B KOMOWHALMA G HYKNEO3WAHK  aHanosu
(zidovudine/stavudine 1 [amivudine) e noxasan 3abaeaAHe Ha CKOPOCTTA HA KAWMHWYHA
NPOrPecUA B CPABHEHWE C HYKSIEO3WAHUTE aHanosn N uMa npoabikuteneH edekT Bbpxy
BWPYCHOTQ HaToBapsaHe 1 Bpos Ha CD4-knetkute.

fMpn nekyeadu ce¢ zidovudine nauvedTn, indinavir, zidovudine n lamivudine B
KkomOMHAUMA, cpaBHeHu ¢ lamivudine, aoBareH KeM zidovudine, HamanABa BEPOATHOCTTA OT
3abonesaeMoCT MNKM CMBPT, cBbpaaHa ¢ AIDS (ADID) Ha 48-ta cegmuun oT 13% Ha 7%.
MopcBHo, mpK NauveHTy, HenekyeaHu ¢ aHTUPSTPOBUPYCHA cpegeTea, indinavir cue uv Ges
Zidovudine, cpaeHeH cbe zidovudine camocToATEnHO, Hamansea eepoATHOCTTa o7 ADID Ha
48-ta ceamMuua oT 15% cwe zidovudine caMocToaTenHo Ha npubnusutenHo 6% c indinavir
CEMOCTORTENHO MK B KOMOWHaUMS ok zidovudine.

EdhekTuTe BLpXY BUPYCHOTO HATOBApBaHe Bellle CbLUECTBEHO NO-U3paseHy NpY NaUueHTUTe,
nekyBaHu ¢ indinavir B KOMBWHALUVSA C HYKIEO3nSHY aHArosy, HO MPoNpoUuATa Ha NauneHTuTe
ckC cepymHa BupycHa PHK nop rpanvdara Ha konuuecTteeHa npelieHka (500
KOMMA/MUAMAWTLP) Bapupawe npy npoyysaHuaTa ot 40% pgo noeeuve ot 80% Ha 24-Ta
cegmuua. Tasy nponopuvsa NpossseA TEHAEHUWA 3a CTaBUNHOCT 3a NPOABLMKUTENEH Nepyog,
Ha npocnegseaHe. [logobHo, ediexTure BBPXY Bpoa Ha CD4-knetkuTte, ca ¢ TeHAeHUMs ga
BbAat No-u3paseHyu npyv NayueHTH, nekyeaHn ¢ indinavir B KOMOWHALMA C HYKIE03auaHu
aHano3u, 8 cpaeHeHure ¢ indinavir camocTosTenHo. B paMkuTe Ha NpoyvBaHWATA, TO3WU ethekT
€ TpaeH CbUI0 Taka cref MPoabILKUTENEH Nepuog Ha npocnegsBaHe,

lMeavarpuydy NnauneHTn

[ee npogermxasaliy KNMHWYHK NpoydsaHna npu 41 neauarpuydn naumensTty (4 ao 15
foguliHa Bb3pacT) 6sxa ¢ npepeapuTenHo 3afapeH AvsaliH  Aa  xapakrepusupar
GesonacHocTTa, AaHTMBMPYCHaTa aKkTUBHOCT, ¥ dapmakokvHerukata Ha indinavir B
kombuHauws cve stavudine un lamivudine. B eaHo npoydeaHe, Ha 24-ta cepmuug,
NPOoNopLMATA OT NAaUWeHTH ¢ NNasmeHo HWEO Ha eupycHata PHK nop 400 konua/mi Gewe
60 %; cpenHoTo yEenuyehue Ha CD4 kneTbyHuA Gpoit Gewe 242 KMeTkW/mmS; 11 CPeaHOTo
yBenuueHne Ha npoueHTa Ha CD4 wieteunns Opol Bewe 4.2 %. Ha 60-tata cegmuua
APONOPUMATA OT NMALMEeHTU G rnasMeHo HUBO Ha BupycHata PHK nog 400 konus/ml Gewe
59 %. B ppyro npoydsaHe, Ha 16-tata cegMuUa, NponopuWATa oT NauWeHTU ¢ NNasMeHo
Hueo Ha BupycHata PHK nog 400 konua/ml Gewe 59 %; cpepHoTo yeenmdeHue Ha CD4
KneTe4yHUA Opoli Bewe 73 knetka/mm?; u CPERHOTO YBENWMEHWEe Ha npoueHTa Ha CD4
KneTLYHUA Bpoli Bewe 1.2 %. Ha 24-tata ceqmuua, NponopUuusaTa OF RALUEeHTH © NNasMeHo
HKBO Ha eupycHaTa PHK noa 400 konua/ml Gewe 60 %.

5.2, QapmakKOKMHETHYHKM CBOMCTBA

AGcopbuna
Indinavir ce abcopBupa Obp30 Ha [MagHO € BPeMe Ha JOCTUFaHe Ha FMUKoBa

nrasMeHa KouueHTpaumna ot 0.8 yaca 0.3 yaca (cpegHe + 5.D.). MNo-ronamo ysenuieHue Ha
nrnasmeHuTe KkoHueHTpauun Ha indinavir ot AgosonponopuyvoHanHoTo e HabmiogasaHo B
rpanvunre 200-800 mg Acsos pexum. Mpu Husa Ha gosuvpaxe mexay 800 mg v 1000 mg,
OTKMOHEHMATA OT JO30BATA NPONOpUMaNHOCT ¢a No-cnabo uapaleln. B pesynTaTt Ha XPaTKoTo
epemMe Ha nonyswsor, 1.8 + 0.4 uyaca, ce nosBABa CaMoO MUHMMAnNHO YBEAW4EHWe B
RMasMeHUTe KOHLUEHTpPauwn criefy MHOroKpaTHMTE Ao03k. BUOHanuuHocTTa Ha eAuHUMHaTa
Aoza ot 800 mg indinavir Gette npubnuaurenHo 65% (80% Cl, 58-72%).

HdaHHATE OT NpPOy4YBaHe Ha PaBHOBECHOTO CBCTOAHWE npu 3apasy pobposonun
nokazear, 4e thapmakokuHeTukara Ha indinavir ce uaMeHs B xofa Ha feHs. Crnenealikv J030B
pexwm ot 800 mg Ha Boekn 8 yaca, USMEpPEeHUTE NMKOBYN NIasMesykoHUeHTpauun (Cmax)

16



CRX/EE/BG-20053688

cnen cytpeluHara, cnefjobefHaTa W BeMepHarta fosa ca tunu croteeTHo 15,550 nM, 8,720
nM, 1 8,880 nM. CrorseTHUTe NNasMeHn KoHUEHTpaUuy 8 Yaca cnief Aosata ca Gunu 220
nM, 210 nM » 370 nM. He e u3BecTHO JOKONKO Te3W AaHHW ca cnoctasumy npy indinavir,
nogcunen c ritonavir. [py pasHoOBECHD ChCTOAHWE, CNER A030B pexuM oT 800 mg Ha Boeku 8
yaca, HIV-ceponosuTMBHUTE NaUMEHTV B BAHO UICNSABAHE JOCTUMHANY reOMETPUYHO-CPeaHU
CTOAHOCTY Ha AUCyg, 27813 nM*h (90% posepurteneH uHTepsan = 22185, 34869), nukosu
nRasMeHy KoduesTtpauwn 11144 nM (90% poseputensd uHTepean = 9192, 13512) u
NAasMeHn KOHUEeHTpaUun Ha 8 vac cnieg aosarta 211 nM (90% goeeputencH uHTEpBan = 163,
274).

IMpn paBHOBECHO CLCTOAHME cned Ao3cs pexum ot 800 mg/Mi00 mg ot
indinavirfritonavir Bcek 12 uyaca c xpaHa G HUCKO CbAbPXKAHME Ha MasHWUHY, 3ApaBW
SobpoBonuv B &QHO M3NWTBaHe Ca ACCTUIHANM reoMeTpuyHK cpeguu: AUCO-12h 116067
nM*h (90% poseputeneH uxtepsan = 101680, 132490}, nuKOBM NHNASMEHW KOHLEHTpaLuK
19001 nM (90% noseputeneH uHTepean = 17538, 20588), 1 nnasmeHu KOHUEHTPaUwy Ha 12
vac cnep gosara 2274 nM (90% goeeputeneH uHrepsan = 1701, 3042). He e HabnogasaHa
3HAYMMA Pa3NUKA B EKCNOZMLMATA, KOraTo A030BUAT PEXMM C8 & MPUNAran ¢ Xpaha ¢ BUCOKO
CHAbLPHAHVE HA MA3HNHW.

Mpu HIV-uHhexTupany neAraTpyuyHy naurMeHT, A0308 pexumM Ha indinavir kancyry,

500 mglm2 Ha Bcekn 8 vaca, npeaussuka cToiHocTi Ha AUCp-ghr oT 27412 nM*h, nvkoen

Nna3MeHy KoHLeHTpauwy ot 12182 nM, n nnasmeHw koHUeHTpauuu Ha 8 vac crefg gosara ot
122 nM. AUC ¥ nuxkoBWTE NNasmeHW KoHUeHTpauun 6sixa B OCHOBHM NMHUYM MOAOBHW Ha Te3w,
HabnoaasaHy npegn  npy HIV-ubdektupady BB3pacTHW  MNauueHTd, nonyyasaum
npenopeyeaHaTta Aosa oT 800 mg Ha Boekn 8 Yaca; TpAbBa Aa ce oT0eneXw, Ye rnasmeHuTe
KOHUYEeHTpaumm 6axa no-H1ucku 8 Yaca cnep npuemMa Ha AosaTa.

Mo Bpeme Ha GPeMEHHOCT & AeMOHCTPMPaHO, Yye CUCTEMHOTO WanaraHe KeM indinavir e
¢hOTBETHO HamaneHo (PACTG 358. Crixivan 800 mg Ha Bceky 8 yaca + zidovudine 200 mg
Ha Bceky 8 uaca u lamivudine 150 mg gea neTv gHesHo). CpefHaTa NnasMeHa KOHUeHTpaLusa
Ha indinavir AUC 0-8h npesz 30-32 ceamnya Ha BpemenHoctTa (n=11) Gete 9231 nM*hr,
KoeTo e ¢be 74% {(95% CL; 50%, 86%) no-Hucko oT HabrniogasaHoTo 6 cegmuun crieg
paxaaneTto, ect ot Tean 11 (55%) naumeHTrn ca uManu 8 Yaca cnep NpUeMaHe Ha gosara
CpeEHA nna3MeHa KoHUeHTpauua Ha indinavir (Cmin) nog AonycTimua npar 3a TOYHO
KONMUYECTREHD onpegerisHe No npunaradusa metod. PapmakokvHeTnkaTta Ha indinavir npu Tesn
11 nauMeHTKA Ha WECTaTa ceaMmuua cneq paxaaneTo Oelle B NO-ronNsaMaTa CU YaeT cxXoaHa ¢
Tasu HabmogaeaHa opu He BpemMetHy NaUueHTKYM aT Apyro npoyysaHe {Bux pasfen 4.6)

Mpuinoxenweto Ha indinavir ¢ BucokokanopwyHa xpada, Oorata HA MazHUHW W
GermrbUw, Boay Ao 3aTpyaHeHa U HamaneHa pesopbuus, ¢ npubnusutendo 80% Hamanenue
Ha AUC u 86% HamaneHwe Ha Cmay. [pUNOXeHUETO © sieka XpaKa (Hanp. cyx npeneded
xnAG ¢ MapManag Wy KOHCEepBMpaHW NRoaoee, ADBNKOB cok U kade c obesmacneHo unu
feqHO Ha MasHWHKU MRsKo WM 3axap wav corn flakes, oBesmacneno unv OefHO Ha MasHUEWU
MISKO U 3axap) BOAW A0 NNa3sMeHM KOHLEHTPaLWW, CPAaBHNMKN CBC CBOTBETHUTE CTOMHOCTY Ha
rnagHo.

dapmaxokuHeTnkaTa Ha indinavir, npuet kato indinavir suifate con (ot oTeopena
Kancyna) cMeceda ¢ AGBNKOB myc Gelle karo B\no cpaBHuMa ¢ (papMakoKMHeTMKaTa Ha
indinavir, npuet kato kancynu Ha rnagHo. MNpu HIV-nHdekTupaHn neguarpuvHn naumeHTw,
hapmakokMHETUUHWTE napaMeTpyu Ha indinavir B Aabwbnkos myc Baxa: AUCpa, 26980 nM*h;
nNWKOBa nNnasmeHa koHueHTpauwa ot 13711 nM; v nnasMmeHa koHUEHTpauus Ha 8 vac cnea
A030BUS npyem 146 nM.

Paznpepenenune
Indinavir He c¢e cBBp3Ba BLE BWCOKA CTENeH C nnasmeHute Oentuuu (39%

HECBLP3aH).
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Hama gakHu, gokassawm, Ye indinavir npemMruHasa B LeHTPanHaTa HepBHa cucTeMa
npu xopa.

Eunorpancdopmativg

OTtkput ca cegem rnasHM Metabonura W MeTabonuTHWTE RNpouUecH ca
naeHTUQMUMPaHN KaTo TMIOKYpPoHU3aums AC NMpUgWH-a30T, npuAnK-N-okcugauws c v 6es 3°-
XWApOKCMNMpaHe Ha UHAaHoBMA nNpBCTEH, 3 -XUApOKCHMNMpaHe Ha MH@aHa, p-
XnapoKkeunupaHe Ha cenunmetun dhyHKUMoHanHu rpyni u N- aenupuaoMeTunupaHe ¢ u Ges
3 -xuapokcunupase. In vitro uacneasaHus ¢ YoBeLLKY YepHOAPODHN MUKPO3OMK NOKa3aT, Ye
uutoxpoM CYP 3A4 e epuHcreennaT P 450 usoeHsvm, KOATO urpae oOcHOBHa PoOnA B
okcupauuAaTa Ha indinavir. AHanuabLT Ha nnasma ¥ YpUHA, NonydeHn ot nuua, nonydaealu
indinavir, nokaszar, ue metabonuTuTe My umar cnaba uHxwbupalla aKTMBHOCT BbpXY
fipoTenHasara.

EnuMuHupare

Mpu poan B pamkute Ha 200 go 1000 mg, npunaradn v Ha AoBposonun, U HA
sapaseHu ¢ HIV-1 nauveHTty, ypuHHaTa HanudHocT Ha indinavir ce e nosBuwaeana Marnxko
rnoBeYe, OTKONKOTO € CLOTBETCTEANO HAa HAPACTBAHETO HA A03uTe. BelpedHuaT KUpBHC
{116 ml/min) Ha indinavir @ HesaBWCUM OT KOHLEHTPAUUATa B rpaHuLaTa Ha KMUHWYHO
Aoasupane. Mo-manko ot 20% or indinavir ce otaenar npes 6uOpeyuTe. CpeaHaTa ekckpeLys
Ha HeNpOMeHeH MeAVKaMEHT B YpVHaTa, Cres NPUAOKEHMETO Ha egnHWYHA 2038 Ha rMagHo,
e 10.4% cnep posa or 700 mg n 12.0% cneg acsa or 1000 mg. Indinavir 6w»pso ce
SNUMUMHNPA, C BpeMe Ha nonyxueot ot 1.8 vaca.

XapakrepHu ocoSeHOCTU HA NauWeHTa
He e ycTaKoseHo dapmakokuHeTukaTa Ha indinavir ga ce nosnusAsa oT pacara.

HaMa KNUHUYHO 3HAYMMW pasrvKY BBB thapMakokuHeTkata Ha indinavir npn HIV
CepOnNO3UTUBHN KEHW, cpaeHeHk ¢ HIV ceponosuTUBHA MEXKE.

MmMa gaHHn 3a Hamaned metafonnabm Ha indinavir npy nauveHTH ¢ fieka 40 yMepeHa
yepHoApoGHa HEAOCTATLUYHOCT M KNWHMKA HAa UMposa, Bogew Ao npubmusurendo 60% mno-
sucokv cpeatu AUC crien Acsa ot 400 mg. CpefHOTO BpeMe Ha Mony:uMBoT Ha indinavir ce
yBENW4MBA Ha NpnbnusuTente 2.8 vaca.

5.3. TipeAKNVYHWYHK AaHHK 3a 6e30MacHoCT

BuAsHW Ca KPUCTANM B YPWHATA HA NNBXO0BE, £AHa MaiiMyHa ¥ egHe kyde. [oaeaTta
UM HE Ce CBBLP3aBa C NpydKHeHo oT MeavkameHTa 6u6pevHo yepexaaHe. YeeruuyaeaHe Ha
TErMOTO Ha LUMTOBWAHATA XKMeza M XWRepnnaswa Ha Tupeonannte QOMUKYNHA KNeTky,
AbMKaL ce Ha NOBWLUEH TMPOKCUHOB KAKPBLHC, ¢a HabrioaaeaHu npy NbXoee, TpeTUpaHu ¢
indinavir B goawn ot nnu Hag 160 mg/kg/aHeBHo. HacTeny yEEnnUaBaHe Ha TEINOTO HA YEpHUA
gpo6 npw nmbXose, nNekysaHu ¢ indinavir 8 foan o wi Hag 40 mg/kg/gHesHro,
CBLNLTCTBYBAHO OT XeNAaTONENyRapHa XUNepTpomUA Npy 403U oT unu Hap, 320 ma/kg/aHesHo.

MakcumanHara HeneTtanHa opanHa gosa Ha indinavir e nose 5000 mg/kg 3a nnibxoee
1 MWLLIK, HaR-BUCOKaTa A033, TECTYBaHa B USCNSBaHNA 33 0CTPA TOKCUUHOCT.

WscneaeaHuAa MpY NNbXOBe MOKassar, Ye MNOEMaHeTO B MO3byHATa ThKaH e
OfpaHMuEHO, PE3NPefensHNeTo B N W3BbH NuMdpHaTa cucTeMa e Bbp3o W OTHENAHETO B
MNAKOTO HA KBPMEWM NNbXOBE & ekcreHaueHo. Pasnpeaenenveroc Ha indinavir npes
nnaueHTapHara Gapuepa e 3HaUYMTEITHO NPY NABX0BE, HO OrpaHUueHD Npu saiuu.

MyrareHHocT
Mpu wacnegsadus indinavir HAMa MyTareHHa UNn relg
MeTabonuTHA aKTHBaLuA.




CRX/EE/BG-20053688

KapuuHoreHHoCT

He e 3abendsaHa kaHUeporeHHOCT [PY MULLKA NP MakcUManHaTa TonepupaHa josa,
KOATO KOPECMOHAMPA CbC CUCTEMHA eKCnozuuuA npubnuantenHo 2 Ao 3 NbTHU NO-BUCOKA OT
TOBa MNpWM KNMHWYHK yonosusa., [py nnbXoBe, Npy CBLMTE HMBA HA EKCNO3WUMA, €
HabnwaaBaHO YBEnUUaBaHe HAa HecToTaTa Ha TUPOMAHW aASHOMM, BEPOATHO CBLP3aHo ¢
yBenuyapaHe Ha ocsBoDoipaaBaHeTo Ha  TUpeoTponeH XxopmoH (TSH) Bcnegcisve Ha
yBENU4aBAHETO HA KIMPBHCA HA TUPOKCMHA. BEpPOATHO & orpaHn4eHo 3SHAYSeHWeTo Ha
HaxogKkuTe NPy Xopa.

TOKCUYHOCT HA Pa3BUTHETO
TOKCHMKOMNMOrMYHN M3CNEeRBanua 3a ethexT BbLPXY pazsutueto Gaxa npoBegern npu

NNBXOBE, 38K Y KyyeTa (B 403K, KOUTO NPSav3BUKBaXa CUCTEMHO eKCNo3UpaHe, CPAaBHUMO C
MINU MANKo AO-FONAMO OT YOBELIKOTO) 1 HE Pa3kpuxa AokasaTencrsa 3a TepatoreHHoct. He
ca HabnwgaeaHn BLHLIKKM WNW OpraHHWM MPOMEHW MpU NTeXoBe, obavye, ca HabmogasaHn
YBETIMYEHNA HA CnyvawTe Ha ACNeNHUTENHW pebpa W Ha WWitHUTe pebpa. Mpn saiuy wnu
Ky4eTa He Ca OTKPUTY BBLHILHW, OpraHHLM sk ckenetHy npomeHu. Tpu nnkxose 1 3afium He ca
HabnogasaHy ehekT BbPXY NPeXuBSeMocTTa Ha 3apoavIia/Nnoa vnv BLPXY TErnoTo Ha
nrona. Mpyn kyderta, e HabnoaaBaHO Neko yeBenwyasane Ha pesopbuuure; ofauve, BOWMKM
eTycy npu TpeTUpaHUTE XUBOTHY DsiXa MmsHecrnocobHW, 1 OpoaT Ha xuBuTe deTycu npn
TPeTUPaHWTE XMBOTHY B5iXa CPaBHUMM C TE3W OT KOHTPONHATA rpyna.

6. DapmaueBTUYHY AaGHHN

6.1. CNUcHLK HAa NOMOLLHNTE BelyecTea
Chabpxatiie Ha kancynara:
= anhydrous laciose
magnesium stearate.

O6BuUBKA Ha Kancynara:

gelatine,

fitanium dioxide,

silicon dioxide

sodium lauryl sulphate.

MeyatHo macTuno: fitanium dioxide (E 171} u indigo carmine (E 132).

6.2, PU3INKO-XMMHUUHN HECEBMECTUMOCTH
Hama npunoxeHne

6.3. CpoK Ha ToAHOCT
36 meceLa (3 roguHmN)

6.4. CneyManHy yCNOBKWA Ha ChXpaHeH e
Ja ce chxpaHaBa B OpUrMHaNHaTa onakoexa. [la ce 3aTeapa NTLTHO cnaj, BeAka ynoTpeba,
3a ga ce nasu oT Brara.

6 .5. JlaHHK 23 onakoBKaTa
CRIXIVAN 200 mg Tabpan kancynu ce Aoctasa 8 HDPE Bymumm, ¢ nonunponnnenosa
Kanauka n honAneERO NOKPUTHE, ChAbpXatlu 360 kancyny.

6.6 Mpenopkku Npy ynotpeba

ByTunkara ceaLpia abcopbupalyo BellecTso (cyumTten), KoiiTo Tpabsa fa ocraqe B
onakoekara. MauveHTuTe TpRBBa fa 6bAAT MHCTPYKTURAHK Aa He norknHar abeopbupalloto
BELLECTBO.

7. WMe ¥ agpec Ha NnpuTexarena Ha pa3peIleHMeTo 3a ynotpeba

Merck Sharp & Dohme IDEA INC.
Schathausersirsse 136
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8152 Glattbrugg
Switzerland

8. PernctpauMoHeH HOMep B perncibpa ro un. 28 3[IAXM

9700525

9. [ara Ha NbPEO paspellenne 3a ynoTpeta Ha NeKapcTBEHUA NPOAYKT
(nogHOBSBaHe Ha pPaspelieHHeTo)

28.10. 1997 (27.11.2002)

10. [JaTa Ha (YacTWYHA) aKTYann3anmns Ha TeKcTa
Oxvomepw 2005 roguHa.
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