KPATKA XAPAKTEPHCTHKA HA JEKAPCTBEHVSI IIPOJIYKT
MUHHCTEPCTBO KA 3[IPABEOTIAZBAHETO

ITpHAOIKEHIE Kb
Norvir 100 mg soft capsules paspeuseiie saynorpebalt W1 A0S | 1oL g

Hopeup 100 mg MexH Kalcyin éé{‘ c?: / iy e 7
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1. HAME HA JEKAPCTBEHHS ITPOJYKT
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Beaxa mexa kancyna Norvir ceaspixa 100 mg ritonavir.
3a mOMOIMHH BEIeCTBa BIK paszel 6.1.

3. JEKAPCTBEHA ®OPMA
Meku xancyns

4. K/DAHHUYHHA JARHA

4.1  Ilokasanus

Norvir e mokxazan 3a DOpHIOXKESHHE B KOMOHEHAUMA ¢ APYTH aHTHPSTPOBHMPYCHH
JEKapCTBEHH UPOAYKTH 32 AeYeHHeTO Ha ManueHTH, Ha(ekTHparHn ¢ HIV-1 (Bp3pacTad #

Jlena Hay 2 TOAHHA).

Ipy manueHTH, KOUTO ca Omiy JIeKyBaHY ¢ HpoTeaseH HEXHOHTOP, H30OpBT Ha ritonavir
Tpsa0Ba j1a ce OCHOBAaBa Ha H3cJEABaHKA Ha HHAWBHIYATHATA PE3MCTEHTHOCT HA BEpyca B
HCTOPHATA Ha JCYCHHETO HA HalHEHTHTE.

4.2  JIo3upoBKAa H HAYHH HA HPHJIOKEHHE

Vnompeba npu gvspacmuu: MeKkute Xaucymm NOIvir ce npuAaraT HepopamHO H 3a
OpeAnNoYMTaHe IO BpeMe Ha Xpasere. IIpemoppuaHata JO3HPOBKA HA MEKHTE KAICYMH
Norvir e 600 mg (6 xancynu) asa sTH JHERHO Ipe3 ycraTa.

ITocTeneHHOTO yBeIMYaBaHe Ha AO3APOBKaTa Ha ritonavir B Ha9ajioTo Ha JISICHHAETO MOXKE
Jla CIIOMOTHE 33 ToA0OpaBane Ha IOHOCUMOCTTA.

KoMGuBHMpay TepaneBTHYEH PeXXHM, ChABPIKAIN caMo efiWH mpoTeaseH mHXuHOHTOp (I1H),
ppH Be3pacTHU: Jlegernero Tpabea Aa samoune ¢ 300 mg (3 Kanucynu) 1pa IETH JHESBHO 33
HepHOJL OT TPH K H Ja ce mosumasa ¢ mo 100 mg (1 xaucyna) xpa OETH JHEBHO, A0
moctarade Ha 600 mg Ha mBa npHeMa npe3 HHTEPBAIA, HE HO-IHTH OT 14 nmm.
ITanmenTtHTe He TpaOBa ma octasar Ha 300 mg ABa MBTH AHEBHO IIOBEYE OT 3 JHH.

KoM0uBMpaHn TepaNeBTHYHH pEXuMH, cpabpiame gsa [IA: Kimpuuewar omur B
JNIeYeHHETO ¢ JIBA HeKapCTBEHH IPOJYKTa, BIIIFOYBAII0 TePAeBTHIHA A03H Titonavir H Apyr
npoteaseH HHXMOUTOP, € orpaEMdeH. Ritonavir eKCTeH3UBHO HHXKGII})& MeIa6omsma Ha
ToBeYeTo poTeasan paxuOATOpHE. OT TOBa CNeHBa, ¢ TpaOBa BHEMATENHO Aa ce 00ChId
JledeHreTo ¢ KOMOHHAMM OT IBa JEKApCTBEHH HMPORYKTa, ChABpXKama ritonavir, kato ce
B3eMaT IIOX BHEMaHuwe (apMaKOKMHETHYHHTE B3aUMOIEHCTBHA M npoduna =Ha



GezomacHOCT Ha INpHJAraHATE JeKapcTBa. B To3H KIac JCKapCTBEHH HPOXYKTH
CHIECTBYBa eKCTCH3HBHA KPBCTOCZHAZ pEe3UCTERTHOCT. 1psaGBa zia ce pasTiena
xoMOuAUpanero Ha JABa I1M ¢ Hali-Manko NpUIOKpHBaHE Ha NPoGHIa HA PE3HCTEHTHOCT.
Vnorpebarta Ha ritonavir B TakBa TEPANEBTHIHH PexkuMH TPAOBA Nia ce PHKOBOLH OT TE3H
thaxtopm.

Ritonavir xaTo Momyimpan dapMakoKrEeTHKaTa Ha Apyry 1[M: B ximAEWYHAaTa DpakTrKa
ritonavir JecTo ce W3mON3Ba 3a MOIYNMpaHe Ha (apMaxkOKWHeTHKaTa (B HECKH 03K OT
100-200 mg eauy WA ABa IHTH JHEBHO), 32 Ja TOBHINABA IINA3MEHATE KOHIICHTPAHH HA
apyra [T mpm Bn3pacTHH nanuenTH, HEQekTHpamm c¢ HIV. 3a ponsmemTenna
cuernpdrara nabGOpManma ce orHeceTe KbM KpaTkate XapaKTepHCTHKA Ha IPOAYKTA Ha
croteeTHATE [1TH. Brkre cpio paszen 4.5.

ITpu ymoTpeba Ha ritonavir eZHOBPEMEHHO CBC Saquinavir 03aTa ce TATPHPa BHAMATEHO,
KaTO ce 3amouBa ¢ ritonavir B mosuporka 300 mg fpa nETH AHEBHO.

Ilpe ymorpeba Ha ritonavir emEoBpeMeHHO ¢ indinavir mos3aTa ce THTPHpa BHHMATENHO,
KaTo Ce 3aliousa c ritonavir B mo3upoeka 200 mg hea IbTH JHCBHO H C€ yBENHIaBa C IO
100 mg mea weTH AHEBHO Ao Jocturane Ha 400 mg ABa OBETH MHEBHO 32 2 CEAMUNIH.

Vrnompeba npu deya (uaa 2-200umna éwv3pacm): Ilpenopsdanara Ao3upoeka Ha Norvir
opu gena e 350 mg/m” npes ycraTa JBa IGTH FHEBHO H He TpI6Ba 12 H&,ID(B’BPJIS[ 600 mg
IBa OBTH mEeBHO. Norvir Tpa0Ba Zia ce BBBeXha B Jo3mpopka 250 mg/m u Ja ce
yBenM9IaBa Ha 2- N0 3-ZHCBHH HETEpBamd ¢ w0 50 mg/m2 JBa IOBTH JHEBHO (MO,
oTHeceTe ce Kb6M KparkaTa XapakTepucTHKa Ha MPOAYKTA 2a HepopalHus pasTBop Norvir
80 mg/ml).

Ipu mo-romeMu Fema e BB3MOXKHO, 3a IOAFBPXAMO JIO3HpaHe, MEKHATe KAlCyad Aa
3aMEeCTST C TIepopalieH pa3TBop. “

TIpeMAHaBageE OT HO3UPaHe ¢ NEPOpANeH pa3TBOP Ha MEKH KallCyIH IPH Aera:

Jlo3a HA nepopaAHUd Pa3TBOP Jlo3a Ba kancyanare

175 mg (2.2 ml) 1Ba IETH THEBEO 200 mg cyrpua # 200 mg Bedep
350 mg (4.4 ml) 1Ba OETH AHEBHO 400 mg cyrpua # 300 mg Begep
437.5 mg (5.5 ml) ABa WETH HHEBHO 500 mg cyrpur 1 400 mg Begep
525 mg (6.6 ml) fiBa OBTH AHCBHO 500 mg cyrpu 1 500 mg Begep

He e ycraroBeHa 6e30macHOCTTA H e(peKTHBHOCTTA Ha rifonavir IpH Jena noX 2 TONHIHA
BE3pacT.

Buvbpeuna nedocmamwvynocwm: YOHACTOAINEM HAMa CHCOHQHIHE JAHHA 33 Ta3H
DOIyJIaps HAMCHTH K 3aTOBAa HE MOTaT Aa C¢ HalpasaT CnelE(HYHE OPEIOPHKA 3a
mosupage. Twif karo ritonavir € CBEP3aH C INIA3MEHMTE NPOTCHHHUTE B rojsMa CTENeH,
MAJKO BEPOSTHO € TOH na GBe OTCIPaHeH B 3HAYHTENHA CTCHEH qpes xeMo,uﬁaJmsa HAIH

HEepATOHealiHa TAau3a. e

F

Yepnodpobra nedocmamvynocm: Titonavir ce MeTaboNW3upa U eNHMHHEpA TJIABHO OT
gepEHs Ap0f. OapMaKOKHHETHIHHTE JaHHH MOKA3BAT, 7€ HE € HeoOXoMMMa KOPEKIMs Ha



JI03aTa IIPH HAlHEeHTH ¢ Jeka J0 yMepeHa depHoJjpobHA HEOCIATHIHOCT (BEXK pasiein
5.2). Norvir B¢ Tpabsa Ha ce Ipmiara YpH DamUeHTH ¢ TeXka dYepHOApoOHa
HENOCTaTHIHOCT (BIK paznen 4.3).

Ritonavir TpadRa fla ce Ha3Hag9aBa OT Jickap ¢ ondT B Niedenrero Ha HIV madexmmsTa.
4.3  IIporHBONOKA3ZaHHA

IlanpeHTH ¢ H3BECTHA CBPBXYYBCTBHTEIHOCT KBEM ritonavir MM HIKOE OT IOMOINHHTE
BeIecTBa. [JalMenTH ¢ Texka 9epHOpoDHA HEOCTATEIHOCT.

TIpoyusangs in vifro u in vivo IMOKa3paT, 9e ritonavir e MomeH uExuburop Ha CYP3A- 1
CYP2D6-memuupanaute OroTparchopmannd. B3 0CHOBA I[MIaBHO HA JMTEPATYPHH JaHHA
ce ogaxBa ritonavir Zia IIpefH3BHKBA TOJIAMO YBEIMUeHAe HA IIA3MEHHTEe KOHIEHTPAHN
HA CIGIHWTE JIeKapCTBEHH NpOAyKTH: amiodarone, astemizole, bepridil, bupropion,
cisapride, clozapine, dihydroergotamine, encainide, ergofamine, flecainide, meperidine,
pimozide, piroxicam, propafenone, propoxyphene, quinidine u terfenadine. Ilpu Tesm
JIGKADCTBSHH HpPONYKTH € YCTAHOBEH PHCK OT ApUTMHH, XEMATOJNOIHYHM AHOMAIWH,
TIpENAIBOE W HAPYFH TOTCHIHANHO TEXKH HeXeIaHH peakupH. B JCUOBIHEHHe, C
eJHOBPEMEHHOTO OpHIOXEHEE Ha ritonavir ¥ ergotamine mmM dihydroergotamine ce
acongHpa 0CTpa eproTHHOBA TOKCHYHOCT, XapakTepH3upallla ce ¢ IepudepeH Ba3ocnassM
M HcxeMus. Te3d neKapcTBeHH NPONYKTH He TPAOBa jia ce Ha3HAYABAT €AHOBPEMEHEO C
ritonavir. CBINO T4Ka, € BBE3MOXKHO ritonavir Ja mpefu3BHKA TOMSMO YBEIIMYSHHE Ha
CHefHATE BHCOKO MeTa0ONH3HpaHyd CeRaTHRY W XumHOTHIM: clorazepate, diazepam,
estazolam, flurazepam, midazolam u triazolam. ITopaam BE3MOKHOCTTA 33 H3KIIOIHTEIHO
CHJIHO YCHOKOHTSIHO AeicTBHe M MOTHCKaHe Ha NUITAaHeTO OT CTpaHa HA HAKOM OT Te3H
JIEKAPCTBa, Te He TpA0Ba Jia ce IPHJarar efHOBPEMEHHO ¢ ritonavir.

EMHOBpeMEHHOTO IPHIOXKEHHEe Ha ritonavir ® rifabutin e mpoTmRomokasaHO wopajH
KAMEFIHA [OCIEHHIH KaTo YBEMT B pe3ylJTaT Ha MHOTOKPATHOTO YBEIHGYCHWE Ha
cepyMHaTa KOHIEHTpanns Ha rifabutin.

EAHOBpeMEHHOTO IPHIOKEHHE HA ritonavir (400 mg ABa NETH ZHCBHO H IIOBEYE) C
variconazole e IPOTHBOIOKA3aHO, THH KaTo ritonavir 3Ha4uAMO NOHIDKaBa HHUBara Ha
variconazole (Brx pazaen 4.5).

TamueptaTe Ha ritonavir He TpsaORa Ha ymoTpe{sBaT HPOAYKIH KATO JKBIT KaHTapHOH
(Hypericum perforatum), Hopaiy PECK OT HAMAJIBaHe Ha MIASMEHHTE KOHNCHTPAIUH H
TepamesTHIHM:A eQeKT Ha ritonavir (Bmx pazzer 4.5).

44  CoenmalHd HpeXyNpexgeHHs U CIEeIHANHA DPEANAa3sHia MePKH 3a ynorpeda

Hayuenmu coc convmcmeaniu 3a60a326anun
Bvbpeunu zabonneanusn: Hima fmammu 3a QapMakoxkdHeTHKaTa H 0Oe3omacHocTTa Ha
ritonavir IpH HAHEHRTH CHC 3HAYUMO yBpex/ane Ha 6b0peynara Qyrxaus.

Yepnodpobinu 3abonssanus: GesonacHocTTa A eheKkTHBHOCITA Ha NOrvir He ¢ yCTaHOBEHA
OpE NANAEHTH CHC CHIBTCTBANO 3HAYHTENHO HePHOAPOOHO prexmaHe Norvir e
UPOTHBOIOKA3aH IIPH NAHHEHTH ¢ TeXKa YepPHOAPoOHA HeAOCTATEIHOCT (BrK pasgpexn 4.3).
HamuentnTe C XpommdeH xemarar B mwm C, ‘W' JeKysasmm © “koMOHHEEpana




AQHTHPETPOBHPYCHA TepallHi ca C IOBHIIEH PHCK OT TEXKH H IOTCHNHAIHO (aTaNHH
YepHOAPOOHH HeellaHH peaknuy. B ciygaif Ha crusTCTBAMIR AHTHPETPOBAPYCHA TEPAIIHS
3a XemateT B mm C, MOJIL OTHECETE ce KBM CHOTBETHATaZ IPOAYKToBa HHGOpMaUH Ha
TE3H JIEKAPCTBEHH MPOIYKTIH.

INan@euTHTe Cc OpemmecTBama jYepHOApPOOHA MHCOYHKIHS, BKIOYATENHO XPOHHYEH
AKTHBEH XC[ATHT MMaT IOBUINEHa JECTOTa Ha OTKIOHEHHA Ha YepHOApoOHETe (yHKmH
0 BpeMe Ha KOMOHHHpaHa auTUBHPYCHA Tepammsa ¥ TpsaOpa xa OpaaT mpociuengsadH
cmopel], CTAHNAPTHaTa IpPAKTHKE. AKO WMa [JOKa3aTelncIBa 3a BIOMIABaHE HA
gepHOAPOOHOTO 3a00MNaBaHe IpH TaKHBa NAHECHTH, TpAOBa J1a ce 00CHaE NpeKECRaHe Wl
IpeyCTaHORABARE Ha ICYCHHETO.

Xemogpunus: mMa cHO0OIIEHNS 32 TOBHIIEHO KEPBEHE, BKIIOUATENHO CHOHTAHHH KOXKHH
XEMATOMH H XeMapTpO3H, IPH MalHeHTH ¢ XeModmnud THE A ¥ B, nmexyBana ¢ nporeaznn
pxabuTopy. IIpy HAKOM NMamueHTH € faBad fombiEuTe HO Qaxrop VII. Ilpm mosedero
OT TOJNOBHHATA CHOOMABAZHW CHyd9ad, JIEGEHHETO ¢ IpoTeaseE HHXHOHTOp e Omio
MPOXBIDKEHO K 3alI0YHATO OTHOBO, aKO € OHIO MPEKECHATO. Y CTAHOBEHA € HPAIAHHO-
cleficTeeHa BPEH3Ka, BBIOPEKH 4€¢ MEXaHW3MET Ha BB3ZCHCTBHE HE € H3ACHEH. 3aToBa
mamaenTaTe ¢ Xemodmwms Tpabsa fa O6BIJaT 3an03HATH C BBE3MOXKHOCTIA OT 3aCHIICHO
KEPBEHE.

Cundpom HA UMYHHO peaxmugupare: TpH DanmeHTE HHGpexTHpanm ¢ HIV, ¢ Texsk
HMyHeH AeQHIMT IO BpeMe Ha 3aN0JyBaHeTo Ha KOMOHHHWpPAHOTO aHTHPETPOBUPYCHO
mevenne (KAPJII), moxe Aa ce NposdBH BH3IMAAHTENHA PECAKIEI KbM aCHMOTOMATHIHHE P
PE3HyaHHE ONOPTIOHHCTHYHE TIATOTEHH H fia NPHIMHY CEPHO3HE KNHHHIHM CHCTOSHHS
Wi BiOIOaBade Ha CHMOTOMHTE. 1HORYHO, mOHOOHH peaknuy ca HaOMIONaBaHH B
pamMKuTe Ha TEPBHTE HAKONKO CEIMHEIE MK Meceld oT 3amousane Ha KAPJL. CroTBerER
OpUMEPH €2 [UTOMETalOBHPYCCH pETHHHT, TICHEpAIH3Mpasd H/WM  doKamau
MuKoDaxTepHaTHA AHGEKIHA I MTHEBMOHHS, IpHYHEEHA oT Pneumocystis carinii. Benaxu
BE3MANHTE/HE CAMIITOMH TpsAOBa Za OBJaT OneHsBaHH H KOraTo € HeoOXOJHMO Ha ce
3aroYHe JICYCHHEE.

BesomacHocTTa ¥ eHKacHOCTTa Ha ritonavir mpw Aenia Zo 2-TOEWINHA BB3pacT EHe ca
YCTAHOBEHH. .

Bce ome He ca Haymne QapMaKOKHHETHYHW AAHHH 33 OPHNOXKEHHETO TIPH 4OBEKAa Ha
xoMOHHAIHES OT rifonavir ¥ Apyrd AaHTHPETPORHPYCHE JIEKAPCTBEHH IPOAYKTH, PasIAYHK
ot zidovudine mmm didanosine (ddl). Bsopexu ge, umHHYHAaTA yroTpeba Ha KoMOmHALHAS
cee zalcitabine (ddC) m stavudine (d4T) UpHE cpaBHHTENHO OrpasmdeH Gpod manmeRTH
H3TIeKa He CE acoluupa ¢ HeONATONpHATHA peakiud, ynorpebara Ha KOMOWHAWH Ha
ritonavir ¢ APyTH HYKJICO3HAHH &HANO3H TpgOBa Aa €€ PEKOBONH OT BHHMMATEIHO
HabIIoeHre Ha TepaneBTEIENA edieKT A Oe300acHOCTTA.

Ipenoppusa ce mo-BHUMATENHO HallEoNeHHAE IpH BE3HMKBaHE Ha Juapdd. OTHOCHTENHO
BHCOKATA YECTOTa Ha JUAPHATA 10 BpeMe Ha JieueHHe ¢ ritonavir Mosxe Ja KOMIpPOMeTHpA
pesopOmusta ¥ epuKaCHOCTTA (IOPaId BIOIICH KOMIAHBHC) Ha ritonavir WM Apyrare
€IHOBPEMHHO UPHJAraHd JNeKApCTBeH IPOIYKTH. TeXKO HNepCHCTApAIno. HOBPHIAHE
W/WMHM puapdsd, CBBP3aHH ¢ TpPHIOKEHAECTO Ha ritonavir, Mojke CBINO ..Taka Ma
KoMiIpoMeTupar OnOpednaTa (yaxmEs. IIpeHophbIHTENHO € IPH HATHEHTH ¢ }ere,ueHa
6B6peuna QyHKIHs Oa ce IpocieAssa QyHKIMATa Ha 6:56peume. .



Enao (hapMakOKAHeTHYHO IPOYHIBaHE IIOKas3d, 9e rifonavir eKCTCH3WBHO MHXHOHMpa
Meraboim3Ma Ha saquinavir, Koero BOAH MO TOASIMO YBEIHYCHHE HA IUIA3MEHHTE
KOHLEHTpampy Ha saquinavir (Bmwk pasmen 4.5). Hozu mo-pucokd oT 400 mg zpa mpTH
JHEBHO Ha eAHOTO OT [IBETE JIEKAPCTRA CE ACOLMHUPAT C IOBHIICHA YeCTOTa HA HEXKENAHHTE

peaKmas.

MexkuTe kamcyis Norvir cerbpxar ankoxon (12% w/w), mopamm koero Tpsbpa ga ce
n30ArBa eyHOBpeMeHHOTO mpmioxerwe Ha Norvir m disulfiram, mmi ¢ nexapcTBeR:m
mpoayxTH ¢ moyo0un Ha disulfiram peaxnan (gamp. metronidazole).

Hopootkpur 3axapen IHaOET, XHOepriMKeMAs AR 000CTpsHE HA CHIIECTBYBAIN 3aXapeH
puabeT ce ¢pobMmapar OpH Dan@eHTH, IpHECMAllH NpoTeasHd MHXuOHTopHA. B makowm oT
TE3H CIyJaH XHTNEPIIHKEMHATA € TEXKa, a B HAKOH CHydad ce acollH¥pa ¢ KeTOaIuzo3a.
MEOr0 TanueHTH AMAT CMECEHO CHECTOSHUE KaTo MpH HAKOH OT TAX CE Hanara JedeHde ¢
JICKAPCTBEHH IIPOAYKTH, KOUTO Ce acOIMMpaT ¢ pasBHTHE HA 3aXapeH pmaber wim
XHMEPIITHKEMES.

KoMmOraupamaTta aHTHpETpOBHpYCHA TEpalHA C€ CBBEpP3BAa C NIpepasnpelencHHe Ha
MaCTHATA ThKaH (JIanoIucTpodns) npy nanuenTd ¢ HIV. JIBITOCpOYHATE HOCHEHCTRIS Ha
Te3W peakHH MOHACTOAMEM HE ca H3BecTHH. llo3Hammara 3a MeXaHu3Ma ca HEDBIHH.
Haimmuna e XuWOoTeTHYHA BPB3Ka MEKAY BHCHEpanHara JmmoMatosa m IIW, =
nunoarpoduara u HEXHOMTOpPHTe Ha ofparHata Tpamckpunrasa (MOT). IlosmmenmsT
PHCK OT THOOAUCTPO(HA ce CBBP3Ba ¢ HEAHBHIYAIHH (akTOpH KaTo HalpeAHana Bb3pAcCT,
¥ (QaKTopy CBEp3aHM ¢ HEKAPCTBEHMS IIPORYKT KaTO IO-TONAMa IOPOABIKUTENHOCT Ha
AHTHPETPOBHPYCHOTO JCHCHHE M CBBp3aHmTe MerabonmTad Hapymenus. Kimmwaawsar
mperneX Tpsadpa Jja BKIOUBA ONcHKA Ha (QH3maEETE Oenesdm 3a IpepasnpencicHHE Ha
MACTHATAZ THKaH. 1psa0Ba Ja ce B3eMarT IpelBHJ A3MEPRAHETO Hd CEPYMHHTE NAWHIA H
KpBBHATA INIOK03a Ha INafHo. JIHmWHHTEe Hapynesws Ipa0Ba Aa C¢ JEKyBaT KaKTO €
KIMHUYHO OAXOAAmo (BEXK paszen 4.8).

OcofeHO BHEMaHHME C& H3UCKBa NpH NpPefNACBAHETO Ha ritonavir IpH IanHAeHTH,
npuemaiy  trazodone. Trazodone € cybcrpar ma CYP3A4 M €AHOBPEMEHHOTO
IpHIOKEHEE Ha ritonavir ce 09aKBa fa OBHINK HARaTa Ha frazodone. Hexenanu peaknwd
Karo rameHe, 3aMadHOCT, XMIIOTORMA ¥ CHHKOI, 0sXa Habmoasany y 34pasH JoOpOBOIIHA
[pH IPOYYBaHES Ha R3aMMOACHCTBHATA IPH €THOKPaTHA 032 (BIK paszgen 4.5).

OcobeHo BHEMABME Ce M3ACKBA NpH HasHadaBaHeTo Ha sildenafil, tadalafil wimm vardenafil
Ha TaNHEHTH, IpHeMamy ritonavir. O9aksa ce eHOBPEMEHHEOTO MPHJIOXKEHAE Ha ritonavir
C Te3¥ JEKApCTBEHH TPOAYKTH Ja Npefr3BHKA 3HaUATENHO IOBHINCHHE Ha TCXHHTE
KOHIIEHTPAIHATE M Ja NOBEAE N0 ACOIMHPAHM HEXENaHH PEeakilAH KaTo XHNOTOHHA H
VABIDKEHA epeKIus (BIXK CHINO pazzen 4.3).

HMG-CoA penykTasErTe HHXHORTOPE simvastatin m lovastatin ca MHOTO 3aBHCHMH OT
CYP3A 3a ceos MeTabONM3BM, 3aTOBa CZIHOBPEMCHHATA ymorpeba ma Norvir cse
simvastatin mne lovastatin He¢ Ce mpemopbysa, nopagH. HOBHmeH pHCK 0T MHONATHI,
BKIIIOUHTENHO pabnaoMuOmasa. Heo6XoMuMO ¢ BHEMAHHS H HAMAIABaHE Ha. H03HTE, AKO
Norvir ce m3mon3sa CBBMECTHO € atorvastatin, KoHTo ce Me'raﬁosmsapa B no-mamca CTENCH
or CYP3A. Axo e moxasaHo neuepme ¢ HMG-CoA  penykrasen mﬂmﬁm‘op ce
mperops4RaT pravastatin mmm fluvastatin (Bmx pasnen 4. 5)




He ce mpemopsuBa exsoBpeMeHHaTa ymorpeba mHa Norvir um fluticasone wma Apyrm
TTEOKOKOPTHKOHAH, komTo ce Merabommsupar ot CYP3A4, ocBeH ako mOTEHIEANHATA
ION3a OT JIEYeHHETO He IPEBHINABA PHCKA OT CHCTEMHH KOPTHKOCTEpOHMIHH edextH,
BKIIOYMTENHO CHHAPOM Ha KBIMHAr 7 agpeHanaa cynpecas (BIx pasnen 4.5).

OcofeHo BHMMagHe Ce¢ H3HCKBA, NpH NPEIICBAHETO Ha ritonavir Ha IIANAEHTH,
mpuemam digoxin. OuaxBa ce emHOBpeMeHHaTa ymorpeba Ha ritonavir m digoxin ma
IOBMIIDM KoHIeHTpanmraTe Ha digoxin. Ilopmmiemmte HwBa Ha digoXin HamamgBar ¢
BpeMeTo (Bmx pazznen 4.5).

ITpy Ha3HauaBaHeTO Ha ritonavir Ha HaUMeHTH, KOHMTO Bede ca Ha Tepamma ¢ digoxin,
ofmuaiinara fo3a Ha digoxin TpsbBa ma ce pelynEpa HANONOBHHA K IAAEHTHTE 4 CE
HaOIIofaBaT MMO-BHAMATEIHO OT OOMKHOBSHO, HIKONKO CEAMHNH CHCH 3al0YBaHE HA
eTHOBPEMEHHOTO IPIIIOKEeHNE Ha ritonavir # digoxin.

Ilpn HasnagapapeTo Ha digoxin Ha MaNECHTH, KOHTO Bede ca HA Tepauns ¢ ritonavir,
digoxin TpsabBa ga ce THTPHPA HNO-BHHMATENHO 0T o0EdaiigoTe. HaBara wa digoxin
TpabdBa Xa ce MOHHTOPHPAT IO0-9€CTO OT 00HYAHOTO 32 TO3W IEPHOX, KATO [A03aTa
mpH  HeofxXoaUMOCT ¢ KOPDHrmpa Bb3 O0CHOBA Ha KIHHUYHHTE H
elleKTpoKaApAHOrpadicKHa NaHHH, KAKTO H NANHHTE 32 HuBaTa Ha digoxin.

4.5  JlekapcrBeHH M JPYIrH B3aHMOAeHCTBHA
Bmx cemo Taka IIPOTUBOIIOKA3AHWS (pazzen 4.3).

Ritonavir mMa romsaM apHHMTET KM HAKOINKO m3o(opME OT CH3MMHATA CHCTeMA
cytochrome P450 (CYP) mpm cnenmara kmacamms: CYP3A > CYP2D6 > CYP2C9. B
MOTBIHEHAE Ha NekapcTBara, m30poeHd B pasfena IIpoTHBONOKa3aHHS, 32 CICHHHTS
JIEKapCTBeHE HOpPOAYKTH HJIH JIEKAPCTBEHH KIIACOBE € H3BECTHO HJH Ce MORO3HPa, e ce
MeTaOoNI3dpar OT CHIIUTE TE3H H30eH3HMH Ha cytochrome P450: mmymoCyrnpecopr
(mamp. cyclosporine, tacrolimus), Maxpommmee aETEOMOTHIHE (Hamp. erythromycin),
pasmuaad creponmu (Hamp. dexamethasone, prednisolone), apyru mExEOpTopE Ha HIV-
npoteasara, delavirdine, HecemaTHBHE aETHXHCTaMMHM (Hanp. loratidine), buspirone,
KAJIUERH AHTATOHMCTH, HAKOHM TPUIHKIMIHA aHTHAeOpecaHTH (mamp. desipramine,
imipramine, amitriptyline, nortriptyline), apyrm amtmaenpecamtH (manp. fluoxetine,
paroxetine, sertraline), mespomenTmmm (Hamp. haloperidol, risperidone, thioridazine),
OpOTHBOrEOMYHM  (Hamp. - itraconazole), MopdmeEoMEMeTHIE (Wanp. fentanyl),
carbamazepine, tolbutamide, amphetamine ® amderamunopE jepmBaTH. Ilopamm
BB3MOKHOCTIA OT 3HAYATENHO IOBHINABaHE Ha CEpyMHHMTe KOHIEHTpaOMH Ha Te3Hd
JIeKapCTBEHM NPOAYKTH, T€ He TpsAbBa Ja ce IpRjaraT €JHOBPEMEHHO ¢ ritonavir, 6e3
BHAMATEIHA OIEHKA Ha INOTEHIHANHHTE PHCKOBE ¥ moisd. Ilpemopsdsa ce BHUMATEIHO
HabmoeHHe Ha TepaneBTHIHATE edekTy H HeXXENaHuTe peaKu, KOraTo Te3H JIeKapcTBa
ce IpHIIAaraT efHOBPEMEHHO C Iitonavit.

KOHIeHTpanyiuTe Ha TepOpaNHAsS aHTHKOATYIAHT warfarin Mosxe Hd OBHAT MOBIIHANH, K
3a6eNeKIMO HaMaJeH Y, TIPA eHOBPEMEHHO IIPHIIoKEHEe ¢ titonavir. ToBa gecto BOIH 10
HaMaJleHa ~ AHTHKOATYJNamEs, NOpajs ToBa ce IpeIopsuBa . CIEiCHE Ha
AHTHKOATYIAHOHHATE ITapaMeTpH. o



CepyMHHTE KOHIEHTpAalWd Ha ritonavir MoraT zia OblaT HaMaleHH IIPH eAHOBPEMEHHA
yuotpeda ¢ pacTHTIENHH NPOAYKTH, CbIbDXKAMH OKBIT KaHTapHOH (Hypericum
perforatum). To3u edexr ce FBIDKE HA HERYOHPAHETO HA JEKapcTBa MeTabonA3HpantaTe
€H3HMH 0T KBITHI KaHTaproH. 3aT0Ba OHIIKOBY IPOAYKTH, ChABPKAIIY XKEIT KaHTAPHOH,
He TpsOBa Ha ce KOMOBAUpAT ¢ ritonavir. Ao TaAEHTHT Bede NOJyJaRa XKEIT KAaHTAPHOH,
CIIpeTe KBITHI KaHTAPHOH H aKo € BE3MOMKHO IIPOBEpeTe HUBATa Ha BHpyca. Husata Ha
ritonavir MoXke Ja Ce HOBMIIAT IPH CHHMpaHe Ha JKBITHSI KaHTapHOH. Moxe ma e
HeoDXOAMMO KOpHTHpaHe Ha H03aTa Ha ritonavir. Wanymmpammsr edext MoXe Aa
HOEePCHCTApA 32 IOHE 2 CEIMUIYE CIISH CIMpaHe Ha JIEICHAETO C BT KaHTaApAOH.

Hsva mamagay $apMakoKMHSTHYHH JaHHA 34 €OHOBpeMHHa ynotpeba ma MopdHEH =
ritonavir. Be3 ocHOBa Ha MeraGomm3Ma Ha Mop(hHEHa (TIIOKYpOHWAH3UPAHE) MOXE Jia Ce
OYaKBAaT IO-HACKH KOHUEHTPAIHH Ha MoppHHA.

Norvir VBEJIMYABA AUC (mmomra moji KpABATa) Ha CIEAHATE JEKAPCTBA, KOTATO Ce
IpHEIaraT CHHOBPEMEHHO ¢ ritonavir:

Clarithromycin: mopazs ronsMara TepaneBTHYHA NMpHHA Ha clarithromycin He ce Hamara
HaMajigBaHEe Ha JO3MPOBKAarTa IIpH IIaqWeHTH ¢ HopManHa OnOpessa dymxups. Ipm
manHeHTATe ¢ yBpelleHa Onbpeuna ¢ymExms TpsOBa Ja ce pasTliefiaT CICHHUTE
BE3MOKHOCTH 34 IPOMIHA HA JO30BHS PEKHAM: Opy KpeaTHHHHOB KIHPEHC (CLcgr) oT 30
ro 60 ml/min mosmpoBxara Ha clarithromycin Tpabea na ce Hamamm ¢ 50%, mpr CLcr <30
ml/min mosmpoekara Ha clarithromycin Tpsabsa na ce mamanm ¢ 75%. I{o3upoBka Ha
clarithromycin >1 g nHeBHO He Tp4OBa xa ce mpUiIara efHOBpeMerHo ¢ Norvir.

Desipramine: Tps0sa ma ce ofchbIE HamaliBaHC HA AO3HpOBKara Ha desipramine upd
[TATACHTH, IPAEMANTY TaKaBa KOMOHHAIHS.

Rifabutin_u merosud axrupen Meralommr 25-O-desacetyl rifabutin: emmorpemennata
yriotpeba ¢ ritonavir Bojm o MHOFOKparHO yBermmuenne Ha AUC Ea rifabutin ¥ Heropms
axTHReH Merabomut 25-O-desacetyl rifabutin ¢ ximRAIHM TocneficTBEA. Ilopamy Tazm
IpHYMHA SHOBPEMEHHOTO IPHIOKeH e Ha ritonavir u rifabutin e nporuBomoxasaso (Bmx
paszern 4.3).

Saguinavir: gagHUTe OT (GapMaxOKHHETHIHH OPOYJIBaHHSA NpH HAlHEHTH IIOKA3BAaT, 96
eTHOBPEMEHHOTO mpmioxkenue Ha ritonavir 400 mg 1aBa ETH AHEBHO IPe/H3BHKBA
MHOTOKPATHO YBEW4eqHe Ha CTAlMOHApHATa KOHNEHTPAOMsA Ha saquinavir B KPHBTa
(AUC 17-xpars0, Cnax 14-xpaTHO yBemmdenme). Jlo3u mo-BucokE oT 400 mg asa OBTH
JHEBHO H OT ABETe JSKApCTBa BOJAT JO IOBHINEHA YeCTOTa Ha HEIKSaHATE Peakifiy.

IIpm nanuents, wadexrapasn ¢ HIV, Invirase u Fortovase, B komOunauus ¢ ritonavir npa
nose ot 1000/100 mg qBa IETH DHEBHO BOLAT O CHCTEMHA SKCHO3HOEA HA saquinavir 3a
24 gacos TiepHOJ, HO-TOJIIMa OT Ta3H, llocTarHara ¢ Fortovase 1200 mg Tpe nsTH JHEBHO.
3a JODBIHHTENHA HWH(OpPMAIHS, jeKapHTe TpabBa Ja ce OTHECAT KBM KpaTKuTe
XapaKTepHCTHKY Ha mpoAyKrrTe Invirase u Fortovase. [

Indinavir: Ritonavir maxubupa MeraGomusma Ha indinavir, memmmpar or CYP3A. [pm
3apasH n0GpoBonti nprueM Ha 200 mg xo 400 mg ritonavir JiBa IHTH JHEBHO, IPHEMAHH C
expEmTEA 1038 400 mg o 600 mg indinavir yeemaaasar AUC ma indinavir cne.185% no
475%, Cuax ¢ 21% 70 110% = Csx 11 1o 33 o574 B cpasHeHHe ¢-MOHOTepamws ¢ indinavir



400 mg mo 600 mg. ExpoBpeMennoro mnpunoxenne Ha 400 mg ritonavir m 400 mg
indinavir ga NBETH JHEBHO IO BpeMe Ha XpaHEHE JaBa cXoAHo yBemmdenne Ha AUC Ha
indinavir, 4-kpareo yBemauenne Ha Cupin 1 50% 10 60% maManeEne Ha Cpax B CDABHEHHE
ChC CTOHHOCYHTE HA TE3HW IapaMeTpH npH Ipmioxkerwme Ha 800 mg indinavir 1pm weTH
JIHEBHO HA IIagHO. EAHOBPEMEHHOTO HpHiaraHe Ha ritonavir ¥ indinavir me moseze 1o
VBENMUYEHH CEpyMHH KOHIieHTpanpd Ha indinavir. JlamEATe 3a OesomacHocTIa H
eHKacCHOCTTa Ha HPIUIOKEHHETO HA Ta3W KOMOHMHAUMS TIPH HallWeHTH ¢a OrpPaHHYCHH.
PucksT oT HedponaTHAa3a MOXe Jia ce HOBHIIH, KOTaTo fo3uTe indinavir ca paBBE B IIo-
pucokd oT 800 mg fABa OBTH AHEBHO NPH CHHOBPEMEHHO NPHAOKCHHE C Fitonavir.
Heo6x0uMo € afieKBATHO XUAPATHPAHE ¥ MOBHTOPHpaHe HA NALHEHTHTE,

Nelfinavir: BzamMopeiicTereTo Mexay ritonavir u nelfinavir BeposSTHO BKIIOYBA KaKTO
HExAbOHpane, Taka B HEAyIEpade Ha Cytochrome P450. YcmopeIHOTO mpaioxeHue Ha
ritonavir 400 mg ABa OBHTH AHCBHO YBENWYaBa 3HAYATENHO KOHIEHTparmuuTe Ha M8
(rnaBEES axTEBeH Metabomut Ha nelfinavir) ¥ BOAM [0 TO-MAIKO YBEIMYEHHAE Ha
koHneHTpamanTe Ha nelfinavir. B egpo xnuHHYHO m3mmTBane npH 10 mamueRTH, KOHTO
efHOBpeMeHHO ca npueMard nelfepavir 750 mg = ritonavir 400 mg mBa ETH AHEEHO, CE
Habmoznaea nexo ysemmderre Ha AUC (160%), Cuax (121%) B Ciough (123%) Ha nelfinavir
B CpaBHEHHE ¢ WCTOPHIECKH J@HHU 3a IpHiIoxKeHHeTo Ha nelfinavir 750 mg Tpe nwTi
nHeBHO Kato MoHoTepames. AUC na M8 ce nopumasa ¢ 347%.

Amprenavir: KOHIEHTpaMHTe Ha amprenavir ce NOBHINABaT, KOTATO CE NIpHIara
CBBMECTHO ¢ ritonavir, nopamya auxuOupade Ha MeTaboJm3Ma Ha amprenavir, MEIHHPAHO
ot msoerasumuTe Ha Cytochrome P450. HomsnauTermsam m03H ritonavir, mafieH 3acIHO C
amprenavir BOAAT A0 KMMHWYHO 3auyMo yBemmdenwe Ha AUC m Cyin ¢ papraGunHO
JeiicTBHE BBPXY MaKCHMaJHWTe KoHIeHTpamud. Korato ce AaBaT B KOMOWHamws mpH
BB3PACTHH TpsabBa a ObAaT M3NO0N3BaHN HAMAICHH JIO3H OT ABaTa JEKapCTBCHH MPOAYKTA
(amprenavir 600 mg IBa OETH AHEBHO H ritonmavir 100 mg ABa OETH AHEBHO). 3a
JonphHATeNHA mHGOpManmi, iekapmre 1Tpsa0Ba ja ce orHecar keM Kpatkara
XapaKreprcTAKa Ha NPOAYKTa agenerase.

Efavirenz: TIpm 3apaBE moGpoBoimm, npmeMamu 500 mg ritonavir ABa TBTH JHESBHO
exaoBpemenHo ¢ efavirenz 600 mg peHEK AHEBHO, cTamrorRapHaTa AUC Ha efavirenz ce
mopummasa ¢ 21%. Habmopasano e acommupano ysemmdenne Ha AUC Ha ritonavir che
17%. TIpH Tan@eHTUTE HA TO3H TePaneRTHICH PEXHM, JeCTOTaTa Ha HEXCEIAHATE PeaKIHH
(Hamp. 3aMagHOCT, TajieHe, DApecTes3nd) H aHOMAIWHTE B NaOGOPATOPHHTE MOKA3aTend
(vBenmyeHn 4epHOPOOHA EH3HMM) € HO-BHCOKA.

Nevirapine: eHOBpeMEHHOTO IIPHIOKEHHE Ha ritonavir B TepaneBTUIHHA JO03H HE BOIH H0
KIMHAYHO 3HAYMMHE NPOMEHH B IUIa3MEHHTE KOHICHTPALMH HA Iitonavir Wid nevirapine.
3a mopede mmbopMamuEs NeKapHTe TpAOBa Aa HampaBAT COpaBKa ¢ Kparkara
XapaKTepHCTHKA Ha IIPOAYyKTa hevirapine.

Delavirdine: delavirdine ¢ wmxubGurop Ha MeraGomuzma, MemmmpaH ot CYP3A. B
MyGIMKyBaHO NpOydYBAaHE, STHOBPEMEHHOTO NPHIIOKESHME Ha KIHHHIHE Ro3d delavirdine
400 mg TpE OHFTE HHEBHO C ritonavir 600 mg msa OBTA HHEBHO (n—l?_ HalHeHTH,
mprdexrapaan ¢ HIV) ce cpobmaga, e MOBAINABA C'rannonapme KOHTEHTpamAd Cax H

AUC na ritonavir ¢ npuGmmsurenso 50%, a Crin ¢ okono 75%. B3 0cHOBa Ha cpaBHEHHE
C HCTOpMHecKY AAHEH, bapMakokmHeTHkara Ha delavirdine, H3riexza He e MOBIHIBA OT



ritonavir. Koraro ce msmomsBa B xoMOmmamms ¢ delavirdine Tpabea ma ce obmmcnu
HaMmalIdBaHe Ha J03aTa Ha ritonavir.

Sildenafil: exrOBpeMerHOTO MpUIoXKenre Ha sildenafil 100 mg eguAwraHa m034 B ritonavir
500 mg mea mETH AueBHO poBexpa xo 300% (QeTHpEKpATHO) YBENWYEHHE Ha
CTAI[HOHAPHATE MAKCHMAJHH KOHNESHTpanu# Cma B 1000% (11-xpaTrO) yRemmdaeHme Ha
mnasmengata AUC na sildenafil. [{Banecer m werupm dwaca ciex mpHeMa Ha sildenafil
miasMeduTe xouneaTpanzn Ha sildenafil ca mpubimsuremmo 200 ng/ml B cpaBrerne ¢ 5
ng/ml, xoraro sildenafil ce mpunara KaTo MOHOTEpANHA.

Sildenafil maMa puKaKes eheKkT BEPXY fapMakoOKHHETHKATa Ha ritonavir. B3 ocHOBa Ha
Te3H JAHHH He ce IPenophiBa ¢AHOBPEMEHHOTO OpmiokeHre Ha sildenafil u ritonavir u B
HEKAaKBB Clydail Ko3mpoBkara Ha sildenafil Ae Tps6Ba ma Hamsmmaa 25 mg 3a 48 uwaca
(emx cBIIO pasnen 4.4).

Tadalafil: enpoBpeMeHHOTO IpUNOXKeHHAE ¢ ritonavir 200 mg, ABa IHTE AHECBHO, YBE/IHYABA
excoozpmEsTa (wiom mox kpueata, AUC) npu mosa ma tadalafil 20 mg cse 124%, Ges
HpoMsHa B MakcaManHaTa KoaueHTpanus (Cpax). Tadalafil Tpsa6ra na ce m3non3ea MuOTO
BHEMATEIHO B PeAYIAPAHH A03H, He mo-royieMd oT 10 mg Ha Bcexn 72 9aca, IIpH IOBHINEH
KOHTPOJI 3a HeXKeJlaHH peakwd (BHK paszen 4.4).

Vardenafil: emmoBpemMenHOTO mpmENoxemme Ha ritonavir 600 mg, ABa IETH HHEBHO, C
vardenafil 5 mg, Bogn mo 49-xpatHO yBemmdeHde Ha AUC 3a vardenafil u 13-kpatrO
ysemmaeHre Ha Cma Ha vardenafil. Vardenafil tpabea ma ce nmpumara camo MaOro
BEHMATENHO U B PSAYIEpaHl JO3H, He mosede oT 2,5 mg Ha BeeKd 72 9aca, IpH IHOBHINEH
KOHTPOII 33 He)XENaH!U pPeaknun (BIK pasaen 4.4).

Trazodone: egHOBpeMeHHOTO NpHIoXKeHHe Ha 50 mg trazodone w 200 mg ritonavir,
yeenmmgaBa cpegHata AUC 3a trazodone cpepso fBa NETH B €QHOHO30BO, IUanebo-
KOHTPOJAPAHO KPHCTOCAHO NPOYIBaHE BEPXY 3/ApasH JoOpoBoiIHE. B ChII0TO MpoydBaHe
ce HabmopmaBaxa HEKEIAHH PEaKiHH KaTo TafieHe, CBETOBBPTEN, XHMIIOTOHHA H CHHKOI,
OpH JMOaTa, IPHEMAllH eJJHOBPeMeHHo ritopavir u trazodone, HO He H B Ipymara Ha
trazodone mmoc mnanebo. Axo trazodone ce H3HO3Ba EMHOBPEMEHHO ¢ ritonavir,
xoMOuHanusTa TpS0Ba fJa ce HpHiara BHAMATENHO, Ka10 C& 3aN09He ¢ Hali-HHCKaTa [03a
OT AHTHAEIPECAHTA W IpPH HENPEKECHAT MOHHTODHHT Ha KIWHAYHHS OTITOBOD H
TTOHOCHMOCTTA.

Ketoconazole: eJHOBPeMEHHOTO IpHIOXEHHWEe Ha rifonavir @ ketoconazole Boam mo
OTYETIHBO yBEIHMYeHHe Ha IDTA3MEHUTe KOHNEeHTpanuy Ha ketoconazole: cpemna AUC.4
ce yeenudapa 3,4 wbTH, a Cax c€ yBemuyaea 1,6 meTH. CpeIHOTO BpeMe Ha IIOyXHBOT Ha
ketoconazole ce ysermmyasa ot 2,7 Ha 13,2 waca. Ilopae rofsMoTo yBeIHIEHAS IPH ABETE
;eKapcTBa, Jo3m ketoconazole or 200 mg FHEBHO WM MO-BHCOKH He TpaOBa aa ce
IpHIaraT ¢AHOBPEMEHHO ¢ ritonavir, 6e3 Jia ce OISHH CHOTHOIUCHHETO MEXAY DHCK H
mon3a. Tompa B3aUMOACHCTBHE MOXe Ja MMa CEpHO3HM TaCTPOHHTCCTHHAIHH M
YepHOAPOOHU NOCHEACTBHAL.

Alprazolam: cnex 10 gEEBHO MpHIOKEHHE Ha ritonavir AAICH B TO3H Tmpnpaaa Eo 500
mg neykpato mEeBHO, AUC Ba alprazolam me ce moBmiiea 3HAYHTENHO 10, BpeMe HA
eNHOBPEMEHHOTO HpHIOXeHHEe. B ImybnmKysaHo npoydBaHe, KpatKOTpaiHOTO
npHiIoXenare Ha titonavir (200 mg IBYKpaTHO AHEBHO 32 2 JiHH) BOAH J:toi_Z,S-KpaTHo
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nosumerne Ha AUC na alprazolam. Alprazolam Moxxe 1a ce H3II0A3Ba €HOBPEMEHHO 110
BpeMe Ha XPOHHYHO JiedeHHre ¢ ritonavir (>10 aam). Tpadbpa fa ce rapaHTHpa BHAMAHHAE IO
OTHOIICHHE Ha EAHOBPEMEHHOTO NpHNoXeHHe ¢ alprazolam, mo Bpeme Ha IBPBHTE
HAKOIKC MHH CJleJ 3al0YBaHe Ha JICYEHHETO ¢ ritonavir, IpefH fa ce IpPOSBH
HEAYLIEpageTo Ha MeTabonu3Ma Ha alprazolam.

Triazolam: B myOnamMKyBaHO IIpOy4BaHe, KPaTKOTPAaKHOTO eHOBPEMEHHO NPAIOKEHHUE Ha
ritonavir | triazolam Bomm a0 MHOTO roisMo (>20 neTr) nopumenne B AUC ma triazolam.
Tes3d paHAH ca B HOAKpENa Ha TOBA, e triazolam wu ritonavir He TpaOBa Aa ce mpHiarat
eAHOBpeMeHHO (BIX paszen 4.3).

Zolpidem: B ny0nmxyBaHO HpOy4YBade, KPAaTKOTPAHHOTO €AHOBPEMCHHO HpPHIOXKEHHE Ha
ritonavir & zolpidem rozam g0 Manko (<30%) nopumenne 8 AUC Ba zolpidem. Tesn nanan
IHOJKPEIIAT, Y€ eAHOBPEMEHHOTO IpHIIOXKeEHe Ha Zolpidem ¥ ritonavir Moxxe Zia cTaRa OpH
BHEMATEJHO IPOCIeASBAHe 33 NIPESKOMEPHH CEIAaTHRHY edeKTH.

Fusidic acid: enmmoBpeMeHHO IpENOXeHHe Ha ritonavir 1 fusidic acid ce o9axBa Jja moBHIH
3SHAYWTEIHO IUIa3MeHnTe KoHenTpanyy Ha fusidic acid # ritonavir.

HMG-CoA penykrazsn maxubuTopy: HMG-CoA. pernyxrazHATe HHXMOATOPH, KOHTO ca
muoro 3asucaMu oT CYP3A MeraGormsma, xaTo lovastatin B simvastatin ce ogakea zma
HMAT 3HAYMTENHO NOBHIICHH IUia3MEHH KOHOCHTPAHM, XOraTto ¢¢ KpHjarat
emgoBpemenHo ¢ Norvir. Teli xaro posumenmre koEneHTpamEE Ha HMG-CoA
PEOyKTa3HHTe HEXUOUTOPH MOXE Jia AOBEHE 0 MHONATHS, BKIIOYHTENHO pabnioMuONH3a,
KoMOHHHPAHETO Ha TE3H JICKapCTBeHH NPOAYKTH ¢ Norvir He ce Ipenopb4sa. Atorvastatin
e mo-mManko sasucaM oT CYP3A 3a meraGomasma. Koraro ce u3non3ea ¢ Norvir Tpsa6Ba ga
ce IpHNATaT HAW-HACKATE BE3MOXHH Ho3H atorvastatin. MeraGonmsMET Ha pravastatin
fluvastatin me e 3asucuM ot CYP3A, u He ce odaksaT B3ammojeiicTeug ¢ Norvir. Axo ¢
nokasado jedgenHe ¢ HMG-CoA pemykrasBdTe HHXUORTOPH Ce IPENOphUBAT pravastatin
mi fluvastatin.

Buspirone: ritonavir ce CBBp3Ba ¢ IOBHIIABAHE HA PHCKA OT HEXKCJIAHH peakiiid Ha
buspirone (KAaTO HEBpONOIWYHH WIH ICHXHATPAYHA HApYIIEHHS), KOTaro Te3H
JIeKapCTBEHH MPOAYKTH ce IPHiaraT efHOBpPeMEHEO. ToBa Moxe Ha Ovze obsAcHEHO ¢
KIMHAYHO 3HAYYMO IIOKa9YBaHE Ha HuBara Ha buspirone mopanw mExuOHpaHe OT ritonavir
#a CYP3A-zasucuMuas MeraboimseM Ha buspirone. Korarto ritonavir ce mpmiara
eIHOBpPEMEHHO ¢ buspirone Tpa6Ba Ja ce yIpaxKHH BHIMaHHE H KIHHIIHO IPOCACHABAHE.

Digoxin: BmusHHero Ha ritonavir BBpXy HHBara Ha digoxXin e H3CHeABaHO B HBE
mpoydBapus. IIpH IEPBOTO OT TSX HOPHAOKESHHETO Ha ritonavir 3a JBa JHA YBEIHIABA
cpemmata AUC 3a eggaudHa 703a digoxin cpesmo ¢ +86% (cremenyrane 5-225%). Iipu
BTOpOTO IIpOYyUBAHE IPIIIOXEHNETO Ha ritonavir 3a 13 gmm yeemmuasa cpemmara AUC 3a
eppmEuaHa go3a digoxin ¢ +22% (cremenyBane -21 - +67%). IIpemmonara ce, 9e ToBa
B3aAMOSHCTBHE & IHIDKH HA Momu(prmzpamys edexT Ha ritonavir BEPXY METHHPHHES OT
P-mukonpoterH TpaHCnopT Ha digoxin. Tesw mammm npepmornarar, ue YBEIHUCHHTS
crofimoctd Ha AUC 3a digoxin mpH IauMeHTH, HpueMamy ntonav1r me ‘HaMaJifBaT C
BpEMETO. :

Norvir HAMAJIIBA. AUC Ba cnemEnTe IEKapCTBEHH npo,ny;cm HOpH CI{HOBPBME.‘.H:FIO
TPHIIOKEREHeE:
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Zidovudine (AZT) u ddl: Zidovudine m ddl mmaT MameK, ako He HHKAKBER e(hexT BEPXY
(apMaKkoKHHETHKATA Ha rifonavir. B efHo KIHENYHO H3NHTBAHE € YCTaHOBEHO, Je ritonavir
ramanssa cpeqHata AUC ma zidovudine ¢ npubmmsatenso 25%, HO IpOAEDKATENHOCTTA
HA H3NUTBaHETO He ¢ OHIIa JocTaThuHa 3a HOCTHIaHe HA PaBHOBECHH KOHIIEHTDAIHH Ha
ritonavir. Ritonavir Bogm 1o Hamanerwne Ha cpepamre ddl AUC ¢ 13%, xorato ca maieHn
ma uATepBai 2.5 yaca ot ritonavir. [Ipomstaa Ha nozupoekata Ha AZT wnu ddI no Bpeme ma
eHHOBpeMEHHO Ipwiarane Ha Norvir oOHKHOBEHO HE c¢ Hamara. Bce mak, IIpHEMBT Ha
ritonavir u ddl TpsGea na Opfe pasfeneH ¢ MHTEpBAN OT 2,5 uaca, 3a Za ce m3bermar
HECHBMECTHMOCTH. Bce ome HgaMa Janmu 3a (hapMaxOKHHETHKaTa IpH KOMOHWHATHS C
IpYTH AHTAPETPOBEPYCHH JIEKApCTBEHH NPOAYKTH, pasiHdad oT Zidovudine m ddl mpm
goBeKa (BHXK pazzein 4.4).

Voriconazole: ritonavir (1pa neTa xEEBHO 00 400 Mg B NpoAsDKeHre Ha 9 HY) HaMansIBa
AUC B paBHOBecHO cEcTogHEE (Steady state) mpm mepopasieB NpHeM Ha voriconazole
(mawamaa no03a 400 mg mBa OBTH HHEBHO, mocaeasasa oT 200 mg 1Ba IETH JHEBHO 3a 8
IHK) cpenHo ¢ 82% npH 371pasy irna. Ilopafd ToBa eHOBPEeMEHHEST IIPHEM Ha ritonavir
(400 mg zBa METH THEBHO MM IIOBedE) H voriconazole ¢ mporHBomokaszaH. EQexTsT Ha
B3amMoJielicTBie Ha IO-HMCKHM ao3m ritonavir (100 — 200 mg), xoraro ritonavir ce
F3I0N3Ba 3a (PapMaKOKHHETHIHO yCHIBaHe Ha ed)eKTa Ha APYTH MpOTea3HH HHXHOHTODH,
He e npoyded. IIpueManeTo Ha voriconazole He Biuse BEPXy HABaTa Ha ritonavir.

Ethinyl oestradiol: ThH KaTo eIHOBPEMEHHOTO MIPHAOXEHHE Ha ritonavir ¢ OepoparHA
KOHTPAIENITHBE B TOYHO OIpeJeneHa KOMOHHANEA BOAH IO HAMalsiBaHe HA CpejHara
AUC na ethinyl oestradiol ¢ 41%, Tpa6Ba Ja ce o6chAu yBenHYIaBane Ha AO3HPOBKaTa Ha
HepopaiHATe KOHTpanenTHpH ceaspxamu ethinyl oestradiol mnm nza ce mpemune KeM
aNTepHATHBEH METOJ 32 KOHTpareIITHs.

Theophylline: Moxe Ja ce HamoXe IoBMmapaHe Ha iposdTe theophylline, Te# Kato
eTHOBPEMEHHOTO IPIIOAEHHAE Ha ritonavir pe/IM3BHKBa NPUOIH3HTENHO 45% Hamanenne
Ha AUC ma theophylline.

Orxcupaga kombuHamwa sulfamethoxazole/trimefoprim: €XHOBpeMEHHOTO IPHIOKCHHE
ga Norvir u sulfamethoxazole/trimetoprim moseze mo 20% namaneame na AUC ma
sulfamethoxazole u 20% ysemmuenne ma AUC Ha trimetoprim. He e meoOxommMa
Kopekmus Ha po3mpoBkaTa Ha sulfamethoxazole/trimetoprim TpE €HHOBPEMEHHO
npmioxerne ¢ Norvir.

Methadone: eFHOBPEMEHHOTO IpHJIOKEeHUe Ha ritonavir © methadone Boa® 70 HaMaicHAE
ga cpemaata AUC Ha methadone ¢ 36%. B 3aBMCHMOCT OT NOBIMABAHETO HA NANACHTA
MOXE fa c¢ HajOKW NOBHINapaHe Ha pmo3ara methadone npm ezHOBpeMeHHOTO
TpFJIOKEHHE ¢ ritonavir.

Meperidine: eHOBPEMEHHOTO IPHIOKEHIE HA MHOTOKPATHE JO3H ritonavir B eTHOKpaTHa
mepopanHa mo3a meperidine Bomu mo 62% mamanenne B AUC ma meperidine u 47%
yeemmaenne B AUC Ha normeperidine. IloBummennero Ha mo3ara ‘B TIPOMBIDKHTEIHOTO
TIpHioKeHHe Ha meperidine ® ritonavir He ce MpeHopwpYBar HOPANH "ﬁol_smneme
KOHIEHTpalul Ha MeTaGomura normeperidine, KOHTO HMa aHAITETHIHO -meficTBHE W
ne#ictea Kato craMyant Ha [JHC (mamp. repaose). )
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Fluticasone propionate: B KIIMHAYHO HPOYIBAHE, KEAETO Kancy/x ritonavir ot 100 mg, 1Ba
OBTH JHEBHO ca OpHilarald eHOBpPeMeHHO ¢ 50 meg waTpanasaneH fluticasone propionate
(4 oeTH ABEBHO) 3a cemeM NHHM IpPH 34paBM JInMba, niasMeHwre HmBa Ha fluticasone
propionate ce ITOBHIIABAT 3HAYMTEIHO, IOKATO OCHOBHATE KOPTA30J0BH HUBA HAMAJIBAT C
npubmmsutenHo 86% (90% mosepuTencH mETEpBaN 82-89%). 1lo-roneMu edexTr MoXe na
ce ougakmar, xoraro fluticasone propionate ce mmxamapa. Cpo0maBaHu ca CHCTEMHE
KOPTAKOCTEpoHHA e(heKTH, BKIOUHTENHO CHEAPOM Ha KBIuHT ¥ afpenansa cynpecus,
KOTaTo ritonavir e JaBaH eJHOBPEMEHHO C MHXaJNaTOPHO WM WHTPAHA3AJIHO TPHIOKEH
fluticasone propionate; ToBa MOXE da €& CIYYH H C APYIM KOPTHKOCTEPOHAH, HAaIp.
budesonide. CnemoBaTensio, €IHOBPEMEHHOTO IpHNIOXKeHWE Ha Norvir (BKIHOYMHATEIHO
HECKH AO3H ritonavir) H HHXaNaTOpHO, HIiTH HHTPAHA3AIHO MPUIOKEHH TTIOKOKOPTHKOHNH
HE ce IpPerloph4sa OCBEH aKo IMOTEHIMANHATA O34 OT JICICHASTO He HaJBHIARA PHCKA OT
epeKTATe Ha CHCTEMHHTE KOPTHKOCTEpoH/ . Tpia6sa aa ce o6chau penynHpane Ha J03aTa
HA TCIOKOKOPTHKOHAHTE, C Opocierspade oT Ommso. Hemo mosede, B cuyvait Ha
HpeKbCBaHe Ha TOKOKOPTHKOHIUTE TpabBa Ja ¢€ H3BLPIIH IPOTPECHBHO HAaMalleHHe Ha
7103414 34 MO-TIPOXBIDKHTENCH Heprol. EdexTnTe Ha BHCOKAaTa CHCTEMHA €KCHO3HLAA Ha
fluticasone BBpXy IIia3MeHnTe HHBA Ha ritonavir Bce omle He ¢a IO3HATH (BOK paszei 4.4).

Teii Karo ritonavir ce CBEp3Ba BLB BHCOKA CTENEH C INIA3MCHUTE IIPOTEHHH,
BE3MOKHOCTTR 34 YCHIBAHE Ha TCPAlleBTHYHHSA H TOKCHUHHA edexT IOpafm H3MECTBAHE
OT MECTATa 33 CBBP3BaHe ¢ MPOTSHHUTE OT NCKAPCTBEHH HPOAYKTH HNPHIAraHlE CEBMECTHO
TpabBa Jia ce mMa IPEIBHL.

IlpE eqHOBpeMEHHO NIPAIOXEHHE Ha ritonavir u disopyramide, mexiletine, nefazadone mm
fluoxetine ce cpOOMABAT peakm@EH OT CIpaHA HA CBHPHEYC H HEpPBHATa CHCTeMA.
BE3MOKHOCTTA 32 JIEKAPCTBEHH B3auMOJICHCTBHA He MOKE Aa ¢€ H3KIIFOIH.

4.6 bBpeMeHHOCT H KhpMeEHe

He ca Ha®GmozaBaHy CBHP3aHH C JIEKAPCTBEH IPOAYKT MaI(OPMANHYE MPH EPHIOKCHAETO
Ha ritonavir Ha ITFX0BE MM 3aifiy. °

TokcuuansT edeKT BEPXY PasBATHETO, HAOMIOAABaH IPH ILTKX0BE (CMBPT Ha eMOpHOHa,
HaMmaJieHa TelleCHA Maca Ha Ioxa, 3a6apgHe Ha OCH(HKaNAITA ¥ BACICPATHE IPOMEHH,
BKIFOUHTENHO 3a0aBeH) CIyCKaHe HAa TECTHKYJMTE) Ce IPOSBIBA NPSIBMHO HpH IO3H,
TOKCHYHHA 33 Maiikarta. ToxcEYHHAT eexT BBPXY pasBHTHeTo Ipu 3alimm (CMBpPT Ha
eMOpHOHA, HamaneH Opoif Ha KOTHIOTO H HaMajleHa TeleCHA Maca Ha IUIOZA) ce IogBsABa
OpHE TOKCHYHH 32 Malikara nosd. HsaMa H3mureamua mpu OpeMeHHM XKeHH. To3m
JeKapCTBEH MPOXYKT TpsibBa Ia ce ymorpebasa mo Bpeme Ha OpeMEHHOCTTa ¢amO akKo
MOTSHIEAIHATE ION3H SBHO IPERB3X0XIAT HOTCHIHAHATE PHCKOBE.

He ¢ W3BeCTHO JalH TO3H JIEKAPCTBEH IPOAYKT Ce EKCKDETHpa B UOBEIIKATA KbpMa.
Exckpenmara B xspMara He € OHIA M3MepBaHa B IPOY9IBaHHA NpPH XKABOTHH, HO €JHO
Ipoy4BaHE Y IIEXOBE IT0Ka3a HAKOH edeKTH BEPXY Pa3BHTHETO Ha MOKOJCHHETO IO BpeMe
Ha KbpMeHe, KOWTO Ca CHOTBeTHH Ha €KCKpEIHATa Ha Iitohavir B XbpMara IpH TO3H
SKUBOTHHCKE BHZ. 3apasennTe ¢ HIV sxeEm npu HHKAKBE oﬁcrom?encma He TpsaORa ma
KBpPMIAT, 32 Jia ce m3berne npefasaneTo Ha HIV. s

£
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4.7 Edexrn Bppxy ciocob0HOCTTa 32 modHpane B paboTa ¢ MAMUHE

He ca mpoBexnaHM cuenm(puaHH IpoydBaHHs Ha Norvir mo oTHomeHHe edexrrre My
BBPXY cmocobHOCTTa 32 Imojupane H paboTa ¢ MammHE. [Bil KaTto CHHEIMBOCT H
3aMagHOCT ¢4 CpeJ H3BECTHHTE HEXeNaHd pPEeakmud, TOBa TpaOBa Zla Ce B3eMe IOK
BHEMaHHE, KOTaTo ¢e kKacae 3a modupade WK paGoTa ¢ MamAHA.

4.8 Hexenanu JekapcTBeHH PCAKIHH

OT KIuHWYHH HM3OETBaHHA BBpXY 1033 manwertm (pasa I/III) mpm >2% ot TIx ce
cp00IaBaT CICNHNTE HEXKEAHA PEAKIHH ¢ BB3MOXHA, BepOsITHA HIIH HEA3BECTHA BPB3Ka
¢ ritonavir:

Knacuguxangs Ha 0YaKBaHHTE JECTOTH:
Muoro yecta (> 1/10)

Yecrm (> 1/100, < 1/10)

Hegecta (> 1/1000, < 1/100)

Penxm (> 1/10000, < 1/1000)

M=oTOo YecTH ¥ CIHTaHH KaTO SCHO CBHP3AHH C ritonavir ca rafese, HapaAsg, HOBPHIaHe,
acTeHHs, HPOMIHA Ha BKyca, IepHopanHa ¥ nepuepHa napecTesns.

HepBHa cHcTeMa: 3aMagHOCT, uapecTesns, XHIOEpecTe3ns, CBHIHBOCT, OescrHEEe H
TPEBOXKHOCT Ca CHOOINaBAHH IECTO.

CupliedHOCHAOBA CACTEMA: YECTO € CHo0ImaBsasa BasogunaTalasd.
JImxaTenHa CHCTEMA: 9eCTO ca choOInaBany GapuHIAT U yCHIABAHE Ha KaIiJIANa.
['acTpoHHTECTHHANHEA HAPYINEHHI: MHOIO 9eCTo cho0IMaBaHd peakmusa € KopeMHara

Bosnka. Yecro ca chOOIMABAHN JHCHEICHA, AHOPEKCH, JJOKANHO Bh3NaleHue Ha THPIOTO,
datynenmys, cyx0Ta B ycTaTa, OpHIRaHe, A3BH II0 JAT4BAIATA Ha yCTaTa.

MycKyIHO-CKeNleTHa __CHCTEMd: MHOrO 4ecTo c¢po0IaBaHE ca TOBHNIGHHE Ha
kpearmaguadochoxmuazata (CPK) m Mmamres. Pagko ce cpoOmmaBa 3a MHO3HT.
Pabnommonnsa ce chobimaBa pAAKO IpH HOPWIOKEHAS ¢ HPOTCa3HH HMHXHOHTOpPH, MO-
CIIENHANHO B KOMOHEANHS ¢ HyKICO3HAHH AHATO3H.

Hapymreaus Ha KOXAT2 W HOAKOXKHWTE THKAHW: MHOI'0 WecTo ce chobmasaT ofpusw;
CEpPOEXK H H3MOTABAHE.

Crobmasany ¢a aNEepPrudHd PeaKildy, BKUEOYHTENHO YPTHKAPHES, JICKH KOXHH epyIIHH,
GpOHXOCIIA3BM, H aHTHOSHEeM. MMa choONICHHA 3a pefKH CJIY‘E[&H Ha aHa(bHJIaKCHﬁ 5
cuEApoM Ha Stevens-Johnson. S

Jlpyrw HapymleHWs: MHOro uHecta choOmiaBaHa peakmas € Iiapobonpe. Yecto ca
cp00maBanH Tpecka, foika 1 3aryba Ha Tero. ] -



¥iMa cnoHTaHHH cHOOIEHNA 38 TPOMOOMETONSHAS, TEPYOBE B MCHODATHA.

Crobmapa ce 3a gexuppaTanps OOHKHOBEBO ACOHNMHPAHA ¢ raCTPOHATCCTHHAMHATA
CHMITOMATHKA H HOHSKOTa BOJAEMA XOO XHWIOTOHHA, CHHKON unH 6nbpedna
HemocTaThIHoCT. CHHKOLI, OPTOCTATHYHA XHIOTOHMS K OBOpedHa HEHKOCTATHYHOCT CE
cpO0OINaBarT A OpH OTCHCTBHE HA JEXUPATAIIHI.

IlopymaBane Ha depHOApPOOHHTE TpaHcaMMHA3H, HAAXBBPILINIO HETKpaTHO TOpPHATA
I'paHATla, HIA HOPMATHH, KIHHAICH XCHATHT H XEBITCHANA Ce IPOABABAT IpH DaNHCHTH,
TpHEEMAId ritonavir KaTe MOHOTEpalHd WiH B KOMOHHAIHA C JPYIH aHTHPETPOBHPYCHH
JIEKapCTBEHHE TPOAYKTH.

KomGuumpanara aHTHpETpOBHpPYCHA Tepamds Ce CBED3BA C IpepasupefelicHAC Ha
MaCTHATa THKaH (MMmofucTpodusd) DpH HIKOM IIaOWeHTH, nHQeKTupana ¢ HIV,
BKIFOYATENHO 3ary0a Ha neprdepHa HOAKOXHA H B 00/1acTTa HA JMIETO MAacTHA THKaH,
yBeIMUeHre Ha HWATpaadJoMPHATHATA H BHCLEPANHA MACTHA THKaH, XwmepTpodHs Ha
THPAHTE H AOP30IepBHKAIHO HaTpynBaHe Ha MasHARY (OHBOJICKa IbpOHNa).

KomOmHupanaTa aHTHPETPOBEPYCHA TEpalAsd ce CBHP3Ba ¢ MeTaOONHTHE aHOMAalH Kato
XHUEPTPHETIIALECPHASMHAS,  XHUIIEPXOJECTEPONIeMHIsA,  UHCYIHHOBAZ  PE3WCTEHTHOCT,
XHUIIEPTIMKeMES B XumepnakrareMus (Baxk paszen 4.4).

IIpu maumesTy, uadexrapary ¢ HIV, ¢ TeXbK HMyHeH AedHIHET IO BpeMe Ha 3al09BaHe
Ha KomOummpagara antmperpoBHpycHa Tepamms (KAPT), wMorar pa BE3HHEKHAT
BBR3OANMTENHN PpEakOHd OT AacCHMITOMATHYHEM MIK Pe3MAYalHH ONOPTIOHHCTHIHR

audexman (BEK pasznen 4.4).

CpobmaBana e XHOepriukeMus OpH JmOa ¢ #md Oe3 amamEE3a 3a mmaber. He e
YCTAHOBEHA BPB3KATA MEXKAY IPHIHHA K e(eKT.

ScHo CBEp3aHH ¢  JieyeHHeTo ¢ rifonavir €  XHICPTPHINHMIEpHIECMHATA,
XHIIEPXOIECTEPONEMIATA H XATESPYPUKSMHATA.

ITaBKpeaTuT ¢ HabIHOAaBas y NaNHeHTH, JISKyBaHH ¢ Norvir, BRIIOUHTEIHO TaKHBa, KOHTO
DasBHBAT XuNepTpErmncpumeMud. MMa cioydad CBbC CMBPTEH H3XOX. llaumenTtHTE C©
manpensan CITAH moxxe 6% ca H3NpaBeHH IIPe]] PUCKA OT HOBHUICHAE HA TPHTTIHNEPHAIRTES
H TaHKPeaTHT.

Tpsabea ma ce o6CHIH BEPOATHOCTIA 34 BE3HHKBAHE HA TAHKPEATHT, KO Ca HANHIE
KIMHAYHE CEMITOME (TajieHe, HOBphINaHe, KopeMay GONKE) HiH aHOMANKH B KIMHAIHO-
71a6opaTOpHHTE HOKAa3aTeH (MOBHIICHHE Ha CEPYMHATE HHBA HA JHIIA33Ta H aMEIA3aTa),
KOHTO IIPEAMONArar HogBa Ha MaHKpeaTHT. [laueHTHTe ¢ Takasa CHMITOMAaTHKa TpaOsa
Jia GBIaT OperielaHl | aKo ce IOCTaBH JUarHo3a IAHKPEaTHT JIeYeHHeTo ¢ Norvir Tpa6sa
Ja Ce IPeyCTaHoBH.

\_:_q‘

Knmrrko-1a6oparopHa noKa3aTeny: . L
BHCOKH CTOHHOCTH Ha rama-IiiyTaMHuIE TpchnenTmIazaTa (GGT), BKCOKH CTOHHOCTH Ha

xpearuHEH(ochoxunasa (CPK), BHCOKH TpHUTTHNEPHEIH, BHCOKA anaHHHE-TpascaMHHA3A
(SGPT); BrCOKHE cTOHHOCTH HA acuaprar-'rpaacal\mr[asa (SGOT), Bucoxa ammasa, BHCOKA
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UKOYHA KHCEIHHA, HHACKH CTOMHOCTH HA KAIES, HaMajcHHe Ha CTOHHOCTHTE Ha
cBobomamsd ¥ 00m THpOKCHH (T4) ca choOImaBaEy 9eCTO.

Hegect cn0UTHA ca BACOKH CTOMHOCTH HAa IJIHOKO3aTd, HHCHK OON KalllEH, BHCOK
Mareesmi, BHCOK o0m ORmrpyOrH, BUCOKH CTOMHOCTE Ha ankajiHaTa docdarasa.

XeMaTONOTHYHHA HOKA3aTe/In:

Hucex Opoit Gene KpEBHE KIeTKH, HUCEK XeMOTIIOOHE, HACEK Opoii HeyTpodwim i BHCOK
6poit eosmHOmM ca crobmmapamm uecro. Heuecrmte cnbmrhs ca Bucox Opolt Oemm
KPBBHH KJIETKH, BHCOK Gpoif HeyTpodHH H YABIDKEHO HPOTPOMOHHOBO BpEME.

4.9 IIpenosupane

OnMTET ¢ OCTpPO npefo3upade ¢ rifonavir IpE xopa € orpaEwdeH. EQMH IanmpeET 8
KIHHAIHO IpoyduBare € npHen 1500 mg ritonavir ZEEBHO 3a 1Ba JHE H ce ch00IMaBa 3a
IApecTesws, KOSTO OT3Bydana cliefl HamManidsaHe Ha J03ara. C:F,oﬁmana ce 3a efIHH cilyJall
Ha 650peura HeoCTaTHIHOCT ¢ CO3HHO I, :

HPHSHaIJ.HTe Ha TOKCHYHOCT, Habmonapafmm Y XHBOTHH (I\HIIIIKH H ]IJT]':XOBG) BKIIOYBAT
HaMalleHa aKTHBHOCT, aTaKCHA, HACIHHCT H TPEMOP.

CroemududeH auTHIOT 3a Opefio3upaHe ¢ ritonavir HaMa. JledeHweTo Ha Ipefo3HpaHe ¢
ritonavir TpsiGBa Aa ce CECTOH B 00Dia IIOJUTEPIKAMIa TEPANHs, BRIIOIHTEIHC HaOIoenre
Ha JKM3HCHHATE OpH3HAaOH M o0IMEs KIAHAYCH CTaryc Ha OalleHTa. BBB BpB3Ka C
PasTBOPAMOCTTA Ha IPOAYKTa H BE3MOMKHOCTTA 338 TPRHCHHTECTHHANIHO €IHMHHHAPAHE ce
OpenopBIBaT CTOMAMIAY IPOMABKH X MIPHIOKEHNE HA aKTHREH BBIVICH IPH Mpe/I03HpaHe.
Tlopanu eKCTeH3HBHMS MeTabomussM Ha Titomavir B dYepEHA Apo6 H H3KIHOYHTEIHO
BHCOKATa My CTelleH Ha CBLp3BaHe ¢ IUIa3MEHHTe IPOTCHHH, rifonavir BeposATHO HE OH
MOTBI Ha ObZe OTCTPAHEH B 3HAYMMA CTEIEH C JHAIE3HA METOH.

5. DOAPMAKOJIOI'HYHU JAHHHA
5.1 @®apMaxoAHHAMHYHH CBOICTBa

dapMaKoTepaneBTHIHA IPYIIA: aHTHBHPYCHO JeKapCTBEH IMPOAYKT 34 CHCTEMHA ynoTpeha.
ATC xom: JOSA EO03.

IIpmeT mepopantHo ritonavir ¢ aKTHBEH HeNTHIOMAMETHIeH HaxubrTop Ha HIV-1 1 HIV-2
acmaptun nporteasmre. Ilotckamero ma HIV  mporeasara mocTaps €H3EMa B
HEEB3MOXHOCT Ja TpaHchOpMEpa MOJHIPOTEHHOBAL OpeKypcop gag-pol H ToBa BOAHA O
obpasyeame Ha Mopdomormuno Hespemn dacTrmE HIV, xomro HaMar HH(eKTOreHHA
aKTHEBHOCT. Ritonavir mpmtexasa cenektupeH aduamTer ksM HIV mpoTeasata B HMa
MaJIKa HEXHOMTOpHA aKTHBHOCT KhM YOBEINKHATE aCIIApTHII IIPOTEasH.

Jlaugw OT IpoydBaHEA in Vitro TIOKA3BAT, J€ Titonavir € aKTHBER KbM "BCHUYKH IaMOBE Ha
HIV, u3cnepasn B pasiu4Hy TpaHCHOPMAPAHA H NBPBEIHU JOBEIIKH KIIETHIHY JIHHHH.
KormenTpanusara Ha ritonavir, KoATo HHEXHOEpa BEPYCHATA peIHMKamus in vitro 50% =
90% ¢ crotBerHo npubmmzmrenne 0,02 meM m 0,11 mcM. Cxozmels uExubupang
fioTeHNHal Oeine YCTaHOBEH H NpH AZT-9yBCTBUTCIHH H AZT-pGSHCTeHTEH IIaMoBE Ha

15



HIV. [IpoyqpaHusATa, B KOETO CE H3MEPBa AUPEKTHATA KIETHYIHA TOKCHIHOCT HA ritonavir
33 HAKOJKO KIETHUHH JIWEHHA, HE [I0Ka3BaT AUPEKTHA TOKCHTHOCT NPH KOHIICHTPaHH M0
25 mcM, KoeTo JaBa TepaleBTHYCH HHAEKC in Vilro gait-manxo 1000.

PesrcTeATHOCT

PesuCTEHTHETE KEM Titonavir msonate or HIV-1 ca onpenenern in viiro. Pe3uCTCHTHATE
F30NATH ITOKA3BAT HaMaleHa 9yBCTBHTENHOCT KEM ritonavir, a IeHOTHIHHAT aHAM3
moKaza, de pE3HCTEHTHOCTTA MOXE JHa C€ OTAale IpeJuMHO Ha CcTieIMIIHA
aMuHOXHCeMEHY cyGerrTymau B HIV-1 mpoTeasata B xoponu 82 1 84.

UyBCTBHTENHOCTTa HA KIWHAIHHTE H30JATH KBM ritonavir e HabmopasaHa B
KOETDOIMpAHA KINHAYHE M3NWTBaHug. HAKOH HANMEHTH, NPHEMAilH ritonavir xaTo
MOHOTEpalys, pasBuBar mamose Ha HIV ¢ HaMmaneHa TyBCTBUTENHOCT KBM ritonavir.
CepHeH TeHOTHICH ¥ (JHOTHIICH aHAJM3 IIOKA3a, Ue TyBCTBUTENHOCTTA KBM ritonavir
HAMaISBa TOCISHOBATENHO H CTHIIANOBAAHO. [ILpBOHAYANHW MyTalliH C¢ ABABAT B
nosmims 82 Wa HUBHS BEPYC — 3aMecTBade HA BANHH C aNaHEH WM (eHATanaHuH
(V82A/F). BupycHHTE MaMOBE, H3ONEPAHH i1 Vivo He3 IpoMsHa B KOXOH §2 He MPOSBABAT
HaManeHa IyBCTBHTENHOCT KBM ritonavir.

KphcTocana pesHCTERTHOCT KBM APYTH AHTHPETPOBHPY CHH JIEKAPCTBERH HPOAYKTH
Cepmitrmre HIV H301aTR, HOTYYeHHE OT IieCT MAUEHTH TG BpEMe Ha JICUCHAS C ritonavir,
HOKA3paT HaMajeHHe Ha UyBCTBHTENHOCTTa KBM ritonavir in vifro, HO HE REMOHCTPHpAT
CHOTBETHO HAMAJICHWE HA JYBCTBUTENIHOCTTA KBM saquinavir in vitro, B CpaBHEHHE ChC
CHLOTBETHHTE H3XONHE m3oyaTH. Ho H3onaTATe OT ABA OT TE3H HAHECHTH AEMOHCTPHPAT
HaManeHHe (8-KpaTHO) Ha JYBCTBHTENHOCTTA KBM indinavir in vitro. Manxo BepodTHA €
KPBCTOCAHATA DPE3UCTEHTHOCT MEXy Titonavir H uAXubuTOpHTe Ha ofparHara
TPaHCKPUITA3a, Thil KaTo TeXeH 00SKT ca pasiiIHy TapreTHH CH3AMH. Enpn pesucreRTEH
wxM AZT HIV m307aT, H3CHEABAH i Vitro, 3aT1a3F ITLIHA YYBCTBATEIHOCT KBM ritonavir.

Knnnpana gapMaKogaHaMATHN JaHHH

Edexrrte Ha ritonavir (MOHOTepAIHs KA B xoMOHHAnpA ¢ APYrH aHTHPETPOBHPYCHH
JeXapcTBa) BEPXY OHONOTMYHHTE Mapkepm Ha GojecTHAaTa aKTHBHOCT KATO 6poa CD4
xierkd K pupycEa PHK ca onesssans B HAKONKO IPOYJBaHWS NPH IAHCHTH C HIV-1
radexunsd. Hali-paxKHE ca ClIeIHATE PE3YNTaTH:

Vnompeba npu 8b3pacniny HAYUEHMY
EJTH0 KOHTPOJHpPaHO KIMHATHO HPOYIBAaHE C Iitonavir Karo JONBIHUTENHO JICICHAC IpY

mamenTH ¢ HIV-1 mEbeKmus, HOMUICKEHH Ha EKCTEH3HBHO NMPEABAPHTENHO JICUCHHE C
HYKICO3ZAMEY aHano3n H usxomed Gpod CD4 xierxu <100/mcl mokasa HaMajCHHME Ha
CMEPTHOCTTA H ABACHHATA, XAPAKTEPHIHPAIHT CIIVH. Cpenuara onpepencHa NpoMIHa
COpAMO HM3XOJHHTC KOHICHIpaNwH Ha HIV PHK za 16 cemvuma Geme —0,79 logio
(MakCAMATHO CpeNHO HaManeHme 1,29 logio) B TpymaTa Ha ritonavir B cpasrerue ¢ —0,01
fogo B KomTpONHATA Ipyna. Hali-4ecTo ymoTpeOaBadTTe HyKIEO3HAH B TOBA IIPOYIBAHE ca
zidovudine, stavudine, didanosine & zalcitabine.

B exgo mpoydpade TPH NAHMEHTH ¢ HO-MalKo HalpenHana HIV-1 mrdpexnusa (CD4 xnetka
200-500 mcl) 6e3 mpeaxonEa aHTHPETPOBUPYCHA TEpAITHi ritonavir, 3. koMOHHAIASL CBC
zidovudine, T KaTO MOHOTEpaNHs MOKa3a HAMANEHHE Ha BUPYCHES TOBap B Tfa3MaTd |
yBenmaapane #a 6pos CD4 xetku. Edexrare Ha rifonavir KaTo MOEOTEpanys HEOIAKBAHO
HM3CNEKAAT Hai-MailKO TOIKOBa IOJIEMHE, KOJIKOTO H HA KOMOHMHHPAHOTO JECYCHHE — EfHA
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KOHCTaTamys, xosaro He Oc amexsarHO oOacHeHa. CpefmHara ompeficlicHa HpOMSHA B
cpaBHEHHE ¢ W3xonuwTe KoHmeHTpanmH Ha HIV PHK 3a 48 cemvmmu e —0,88 logp B
rpymara Ha ritonavir B cpasaerHde ¢ —0,66 logie B Tpymara Ha ritonavir + zidovudine 1 —
0,42 logyo B rpynara Ha zidovudine.

ITporpnkagaHeTo Ha JISYIEHHETO ¢ ritonavir TpabBa Na ce ONEHABA O BHPYCHHSI TOBAp,
TOopajy BE3MO)KHOCITA 33 BE3HMKBaHe Ha PE3UCIEHTHOCT, KaKTO € OIHCAaHo B pasneln 4.1
Tlokazagmns.

B efiHO OTKpHTO KIWHAIHO Ipoydsane npH 32 manmerTa ¢ HIV-1 madexnms, xowTo Be ca
OHIIH HEKYBAHH C aHTHPETPOBAPYCHM JIeKapCTBEHH NPOAYKTH, KoMOMBaIAsATa Ha ritonavir
cec zidovudine u zalcitabine HaMams BHpycHHA Topap (cpemHo Hamanemme Ha 20-ara
cemvmna ot —1,76 logig).

Ynompeba npu deya

B €AHO OTKpHTO KIMHHYHO OpoyusaHe mpH nHGektHparw ¢ HIV kmHmgHO crabminm
Iiella e HanywdHa 3HaIuTenHa pasitka (p = 0,03) B orkprBaeMaTa PHK B monsa Ha TpoliHus
TepaneBTHYeH pexuM (ritonavir, zidovudine m lamivudine), cien 48-ceMuaao neverne.

[IpoyuBaBMsATa OTHOCHO ONTHMANHATA KOMOHHAIMA, IBITOCPOYHATa €(EKTHBHOCT H
fe30macHOCT HAa ritonavir IpoIbIDKaBar.

52  dapMakoKHHCTHYHHM CBOMCTBA

Jlexapcteena hopMa Ha rifonavir 3a HapeHTEPAIHC OPHIOKEHHS He CHINECTBYBA, IOPAIH
KOST0 He e omopejelicEa Heropara pesopbmus H  abcomoTHa OHOHAIHYHOCT.
dapMaKOKHHETHKATa Ha ritonavir mo BpeMe Ha MHOTOM030BH TEPANCBTHIHH DEXHMH €
npoy4Bana mpe Bi3pacTHEE HIV-mosurmBa# NoGpoBOMLM, CIEA mpweM Ha XpaHa. Ciex
IpHEM Ha HSIKOJIKO KO3H aKyMyIHpaHETO Ha ritonavir e MajKo IMo-Majko OT NPeABHACHATA
CTOMHOCT NipH €HMHUYHA [03a MOpaJH 3aBHCHMO OT BPEMETO H JI034Ta YREJHUEHWE HA
spaes kmpsEc (CUF). HabmonasaHo ¢ HaManeHmWe ¢ T€UCHHE HAa BpemeTo Ha frough
KOHIEHTPAIMATE Ha ritonavir, BEPOATHO ABIGKAMIO CE HA SH3AMHA HHIYKIHS, HO H3TIEXKIa
HAacTHIBA cTa0MIM3HpaHe KbM Kpad Ha BropaTta ceaMuna. 1ipa ¢crabHiHe cheTOAHHES CHEN
nosupoBka 600 mg mBa IETH OHEBHO ce HaOmoAaBaT CTOMHOCTH HAa MaKCHMAiHA
xornerTpanEs (Cmax) ¥ trough xommerTpamms (Cyougn) cborBeTHO 11,2436 B 3,7+2,6
meg/ml (cpemHa CTOMHOCT + CTaHAAPTHO OTKNOHeHHE). IIpE 12-vacos wWHTepBan Ha
nosmapane, AUCz, e 77,5+31,5 meg h/ml nomyxueotsT () Ha ritonavir e mpAOIAIATEIHO
3 g0 5 gaca. KimapBHCET IpH cTa0MIHO CHCTOSHHUE IIPH HalHEHTUTE, TeKyBagH ¢ 600 mg
JiBa OBTH JHEBHO Bapmpa B AmanazoHa 8,8+3,2 I/h. BrOpeuHmaT KIHMPEHC € CPEaHO II0-
Mainxo oT 0,1 I/h ¥ ¢ OTHOCHTENHO IOCTOSHEH, HE3aBHCHMO OT Jo3ara. Bpemero 3a
FOCTATAHE HA MakcuManHara KoaneaTpanus {1y} 0CTABa HOCTOSHEO — IpHOIm3ETeNHO 4
gaca, IpH yBeNW9IaBage Ha 403aTa.

(dapmakoxuHeTEKATA Ha rifonavir e Jo3ozaBEcmMa: Cho0maBa ce IOBede OT
npornopuronanso yseimacEre Ha AUC 1 Chax IIpH yBeNHYaBane Ha fo3ara. 1lppemMsr mo
BpeMe Ha XpaEeHe BONH JO0 IO-TOJBMa eKCIO3MIM Ha ritonavir 0T TpreMa Ha TIajHO.
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He ca ycramosenu 3HawdATelNHHE pasiuk#E B AUC m Cpae MOKIY MBXKE H KEHH.
QapMaKOKUHETAYHUTE IapaMeTpH Ha ritonavir He ce acOMWHEPAT B CTATHCTHUSCKH
3HAYAMA CTEeNeH ¢ TeICCHOTO TErTIo HiTd TEISCHATa Maca Ha IJIaHo.

IMamwerTH ¢ uepHONPOOHA HEMOCTATHYHOCT: CHEJ MHOTOKpAareH NpHeM Ha ritonavir oT
3npaBH pobporonma (500 mg AByKpaTHO HHEBHO) H JIMIA C JIeKa X0 YMEpeHa depHoApobEa
mepoctarbuHocT (400 mg AByKpaTHO JHEBHO), €KCHO3HIIMATa Ha ritonavir cCiem
HOpMaJIA3HpaHe Ha JI03aTa HE CE Pa3iindaBa 3HAUYATEIHO MEXKAY ABETe IPYIH.

O6emsT Ha pasupezeneade (Ve/F) Ha ritonavir e mprbmasmTenro 20-40 1 cnex nprem ma
emaaaaHa xo3a oT 600 mg. CewpzBaHeTo Ha ritonavir ¢ mnasMeHHTE IPOTEHHHATE CE
otben3Ba Kato npudmmsuTenso 98-99%. Ritonavir ce cBEp3Ba ¢ ZoBemKns anda 1-kucen
rmukonpoTend (AAG) u yopemkms cepymeH andymme (HSA) cec cpaamM adHHETET.
CBBp3BaHETO ¢ IJIA3MEHATE IIPOTSHHE € HOCTOSHHO B fuanazona 1,0 — 100 meg/ml.

HzcnenBaErsTa Ha pasnpeIciICHAETO B THKAHUTE ¢ IOMOIITA HA MapKApPaH ¢ M¢ ritonavir
IOpH IUTBXOBE II0Ka3a, Je KOHNERTpallMUTe Ha ritonavir ca Hali-BHCOKH B uepHHSA Apos,
HapOBOpeka, maEkpeaca, OBOpenure B m@TOBHZHATA Muiesa. B mimbamTe BE3mMA Ha
IDTFXOBE € M3MEPEHO CHOTHOIMEHHe NpHONM3uTENnHO | MeXAy KOHIEHTPAIHMHTE B
THKAHATE W [JIa3MaTa, KOeTo IIPeanoiara de, ritonavir ce pasnpesiens B JIAM(HEATA TEKaH.
Ritonavir HaBIM34 B MO3bKa B MEEUMAITHE KOHIECHTPAITHK.

VcranoseHo e, 4e ritonavir ce MeTabonm3Epa €KCTEH3HBHO OT YepHOApOoOHATA eH3MMHA
cucreMa cytochrome P450 rmasHo ot m3oeHzmMma CYP3A4 m B mo-majmka CTEmEH OT
CYP2D6. IIpoyusanusTa y XXHBOTHA U €KCIIEPHEMEHTHUTE iA Vilre ¢ 9OBSHIKH YepHOAPOOHA
MHUKPO30MH IIOKa3BaT, Ye IIABHHSA BT Ha MeTaboimsMa Ha ritonavir e dpe3 OKCH/Iamud.
Ilpm woBexka ca ycTaHoBeHH 4 Meraboimra. M30mpommnTHA30N OKCHEANHOHHHAT
meraborut M-2 e raapeus MeTaboJHT, KOHTO IPATEKABa AHTUBEPYCHO JEHCTBHE, CXONHO
¢ TOBa Ha H3XOAHHA nekapeTBeH npoxykT. Ho AUC ma Merabormmra M-2 e npabnmsnTtenso
3% ot AUC Ha H3XOAHUS JCKAPCTBEH IPOAYKT.

IpoyyeaHmsTa IPH X0pa ¢ pagaolensa3an ritonavir NoKasBar, 9¢ H3IEYBAHETO HA ritonavir
€ THAaBHO 4pe3 4epHOApoOHO-MIBUHATA CHCcreMa, HpmHOmmsHTeNHO 86% oOT
pamuolens3ands HPOIyKT ce OTKpHBa BEB (PelieCa, JacT OT KOHWTO ¢e ouaxBa Ja Obae
Hepezopbrpad ritonavir. B Te3d Ipoy4dBakus & YCTaHOBH, Je TIAaBHEAT BT Ha M3)IEIBaHE
Ha ritonavir He e mnpe3 0xOpenmTe. ToBa e B Ch3ByIHe ¢ HaOMOAEHUATA OT HPOYIBAHHAATA
TIpH SKHBOTHH.

DapMaKOKHHETAKATZ B CTAOMAHOHO CHCTOAHHE € ONeHsBaHA y Jela Hafi 2-ToJuNTHA
BB3pACT C I~I[V rEQEKIHAd, IPAEMaIH 037 B JTHanazona or 250 mg/n:l2 IBa OBTH DHCBHO
7o 400 mg/m OBa ]I'BTH nuepHO. KopIeHETpanurTe Ha ritonavir, IOXydeHH CASH BPHAEM Ha
350 no 400 mg/m’ fBa DHTH IHEBHO IpH AeNa DANMEHTH 6xa cpaBHm.m C Te3m,
MOJIy9eHd IOpH BE3pacTHH, npuemamu 600 mg (mpmbmmsaremsno 330 mg/m®) mea oBTH
JHERHO.

5.3 IIpeakaIuHMAYHE JAHHHA 32 0e300acHOCT o .'ﬂ*-—-'-':- P

IlpoyuBanmsa 3a TOKCHIHOCT IPH IIOBTApAlH C€ JO3H - y mom mem@nunpau:
IIaBHATE TAPTETHH OPTAHH — YEPHAST Ipo6, peTHHATA, IMHTOBAAHATA Xlesa H Gs0pennTe.
YepronpobauTe NpOMEHH BKIHOGRAT XeNATONENyNapHH, HTEIHN B (JarONUTHH EIEMEHTH
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H Ce CBOPOBOXKAAT OT yBENMUCHEE Ha UYEpROJApOOHHTE eH3MMH. XWHEpIDIa3sHd Ha
OUTMEHTHHA SIATEN HA PETHHATA H ACreHEPAnut Ha PETHHATA ce HaOlFo#aBar BEB BCHIKHA
Ipoy4BaHmsA Ha ritonavir OpH TIpH3aum, HO He ce HAOMofaBaT mHpH Kydera.
VRTpacTpyKTypHUTE JOKa3aTeNcTBa OpEMIoNarar, e Te34 NPOMEH: B PETHHATA MOXKeE Jia
ca Bropm4HO cieicTeue Ha dochoimmmpo3a. KimAwgawWTe OpoydBaHMS HE JABaT
JIOKA3aTEJICTBa 33 HHAYIHpPaHH OT JISKAPCTBEHHUS HPONYKT HPOMEHH B OYHATE IIPH XOpa.
BeHukd MPOMEHH B METOBHAHATA JKie3a ca 0OpaTHME HpH IpEYCTAHOBIBAaHE HpHEMa HA
ritonavir. KiIMEWYHWTe NHpoydsaHUsS NpPH XOpa HE NOKa3BaT KIWHAIHO 3IHAYUMU
HA3MeHeHHMsT BBE OYEKIMOHANHATE TeCTOBe Ha NWTOBHIHATA J0le3a. lIpoMeHH B
OnOpenHTe, BIIIOYATENHO TyOylapmEa HereHepanmsd, XPOHHYHO BE3NANCHHE H
IIPOTEHHYpest, Ca YCTAHOBEHH Y IUTBXOBE H CE CUHTa, 3¢ ¢e TBJDKAT Ha BHNOBO CoeludaIHa
crmoRTanHa Oomect. ChImO Taka, B KIMHHYHHTE HPOYYBAHHE HE €a KOHCTATHDAHH
3HagmrTelEn GEOpedHE anOMalTin.

He ca ycTauOBSHH MyTarcHHH HIH KIACTOTCHHH CBOMCTBA HA ritonavir B m3cIEABAHHS iR
Vifro u in vivo, BKJIIOYATEHO Ype3 TecTa Ha Ames 3a 00paTHUMH MyTanud npu Oakreprd, ¢
u3nonspane Ha S, fyphimurium 4 E. coli, Tect 3a mam¢oMA OpH MANIKHA, MHKPOHYKIIEADEH
TECT IpH MALIKH A TECTA 32 XPOMO3OMEH a0epaliiy B SOBEIIKATE AUM(OIHTH.

Ilpoy4sanmsa Ha ABITOCPOTHATA KApMUHOTCHHOCT Ha ritonavir, A MUIIKE H IUTEXOBE,
pasKpHBAT TYMOpOIEHEH IOTCHIHAN, CUCIH(QHYICH 32 T3H KHMBOTHHCKH BHAOBE, HO TOBA
HE C& 0THACA 34 X0pa.

6. OAPMANEBTHYHA JAHHA
6.1 CnachK HA HOMOH(HUTE BEEcTRA

Mexure xancyie Norvir chABDIKAT:
Alcohol;

Butylated hydroxytoluene (E321);
Oleic acid;

Polyoxyl 35 castor oil.

IToMomm#TE BElIecTsa B KaucynHaTa oOBHBKa ca:

Gelatine;

“sorbitol special” (1.e. sorbitol sorbitolanhydrides m mannitol),
Glycerine;

Titanium dioxide (c a5 nB4T);

Medium chain triglycerides;

Lecithin &

HepHo MACTANO. CHABDKANIO:

Propylene glycol;

Black iron oxide; V R,
Polyvinyl acetate phthalate; S SR
Polyethylene glycol 400;

Ammonium hydroxide. ;




6.2  PH3uK0-XHMHYHH HECHBMECTHMOCTH

He ca uzpectER

6.3  Cpox Ha rogaOCT

2 ronHHH.

6.4  CroenmaiHu yCJIOBHS 32 ChbXpaHeHHe

MexkwuTe Kancymu Norvir Tpsbpa fia ce cbxpaHsBar B xyamamaak (2°C-8°C), nokaro ce
pasznajar Ha nanpeRTa. OT DalHeHTa HE C€ H3UCKBA HOCTaBIHETO B XIIAJUIHAK, aKO e
BT H3M0A3BAHH B paMkHTe Ha 30 1HH ¥ chXpaEaBsanu nox 25°C.

W30grsaiite 3ampa3sIBane d U3Jarane HA CHITHA TOIIIMHA.

6.5 JlaEHH 32 omMaKoOBKAaTA

Mexute kancyng Norvir ce KocTaBaT B OefmH GaHKA OT MOJHMETHIEH ¢ BACOKA IUTBTHOCT
(HDPE), 3aTBOpeHH C HONHIIPOIIHMNCHOBAa Kamadxa, ChAbpkamu 84 kamcymw. Besxa
omakoBKa ceaspika 4 6anku ¢ 84 kancyim (336 xancyim).

6.6 Xpemophxu IpH ynorpeda

Hsnva coenuamiay H3HCKBAHHAS.

7. MPUTEXATEJI HA PASPENIEHUETO 3A YIIOTPEBA.

Abbott Laboratories Ltd.

(ueenborough

Kent ME11 5EL

United Kingdom

8. PETHCTPAIIHOHEH HOMEP

20000677

9. JATA HA IBPBOTO/MNMOAHOBEHOTO PASPENNIEHHE 3A YIIOTPEDBA
10.11.2000 r.

10. JATA HA YACTHYHU IIPOMEHHM B TEKCTA

Asrycr 2005 1.
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