HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 800 mg/150 mg ¢hunMupanu TabueTku
REZOLSTA 675 mg/150 mg ¢punMupanu tTabaeTku

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
REZOLSTA 800 mg/150 mg duimMupanu TaOIeTKU

Bceska Tabnerka ceappxka 800 mg napynasup (darunavir) (kato eranonar) u 150 mg kobumucrat
(cobicistat).

REZOLSTA 675 mg/150 mg duimupaHu TabJIeTKH
Bcesika Tabnerka chabpika 675 mg napyHasup (darunavir) (kato eranosat) u 150 mg xoOuiucrar
(cobicistat).

3a IIBJIHKUS CIIMCHK Ha IIOMOIIHHUTEC BCIICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmMupana TabdaeTka (TabieTKa)

REZOLSTA 800 mg/150 mg ¢uimupany Ta0IeTKu

Po3oBa oBanna Tabnerka ¢ pasmepu 23 mm x 11,5 mm, ¢ BursOHato penedHo o3nauenue "800" ot
eanara crpana u "TG" ot npyrara cTpaHa.

REZOLSTA 675 mg/150 mg ¢duimupany Ta0IeTKu

3erneHa 10 ThMHO3€ENIEHa OBaiHA TabieTka ¢ pazmepu 21 mm x 10 mm, ¢ BJurbOHATO penedHO
o3Hauenue "675" ot exnara crpana u "TG" oT nmpyrara cTpaHa.

Jenurennata yepTa € caMo 3a yJECHSIBaHE Ha CUyIBAHETO C LIEJ MO-JIECHO I'bITAHE, a HE 3a pa3elsHe
Ha PaBHHU J03H.

4. KJIMHUYHHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

REZOLSTA e noka3aH, B KOMOMHAIUS C IPYTH aHTUPETPOBUPYCHH JIEKaPCTBEHU MPOIYKTH, 32
JeueHne Ha MHQEKIs, MPHYMHEHA OT YOBeIIKUs uMyHoaedunureH supyc-1 (HIV-1) npu Bp3pacTHH

U NICAUATPUYHU MATUCHTU Ha Bb3PacCT 6 u moBeue T'OAWHH, C TETII0 Haii-majko 25 kg

Wznom3eanero Ha REZOLSTA TpsiOBa 1a ce ppbKOBOAM OT I'€HOTHITHO M3ciieABaHe (Bxk. Touku 4.2, 4.4
us.1).

4.2 I[osnponlca N HAYMH HA NPUJIOKECHUEC

JledenueTo TpsiOBa 1a ObJe 3aIIOYHATO OT METUITMHCKH CIIEIIUAIUCT C OMHUT B JiedeHneTo Ha HIV
UHPEKIIHA.



gOBH[)OBKa

Bwspacmuu u neduampuunu nayuenmu ¢ meano Hav-manko 40 kg

Tlayuenmu, na koumo He e npunazana anmupemposupycra mepanus (antiretroviral therapy, ART)
[Ipenoppuntennata cxema Ha puiiarase e enna tabnerka 800 mg napynasup/150 mg kodunucrar
BEJHBK JTHEBHO, IPHEMaHa C XpaHa.

Tayuenmu, na xoumo e npunacana ART

Enna tabnerka 800 mg napynasup/150 mg KoOHIIMCTAT BETHEK THEBHO, TPUEMaHa C XpaHa, MOXe Ja
ce IpwuJjiara Ipy NayueHTH C MPeJUITHA eKCIIO3UIUS HA aHTUPETPOBUPYCHH JIGKAPCTBEHH MPOITYKTH,
HO 0e3 MyTallH, CBbP3aHU C PE3UCTEHTHOCT KbM AapyHaBHp (darunavir resistance associated
mutations, DRV-RAMSs)* u ¢ mnazmenn auBa Ha HIV-1 PHK < 100 000 xomusi/ml u 6poii Ha CD4+
xierkure > 100 knerku x 10%/1 (Bxk. Touka 4.1).

* DRV-RAMs: V111, V321, L33F, 147V, I50V, I54M, 154L, T74P, L76V, 184V, L89V.

[leduampuunu nayuenmu Ha ev3pacm 6 u noseye 200uHuU ¢ mea2no Hau-vaiko 235 kg 0o noo 40 kg

Hayuenmu, na xoumo ne e npunacana ART
[IpenopbunTtennaTta cxeMa Ha IpUIarate e exHa tabnerka 675 mg nqapynasup/150 mg kodunucrar
BEJHBK JTHEBHO, IPHEMaHa C XpaHa.

Tayuenmu, na xoumo e npunacana ART

Enna tabnetka 675 mg napynasup/150 mg koOMIKCTAT BEAHBK AHEBHO, IPHEMaHa ¢ XpaHa, MOXKe Ja
ce MpuJiara npy MalyeHTH ¢ TIPeHIHA eKCIIO3ULIMS Ha aHTUPETPOBUPYCHH JIEKAPCTBEHU IIPOAYKTH,
HO 6e3 DRV-RAMSs* u ¢ mnasmenn HuBa Ha HIV-1 PHK < 100 000 xormsi/ml u 6poit Ha CD4+
kierkure > 100 knetku x 1091 (Bxk. Touka 4.1).

* DRV-RAMs: V111, V32I, L33F, [47V, 150V, I54M, I54L, T74P, L76V, 184V, L89V.

IIpu Bcuuky ApyTy manueHTH, Ha Kouto e mpunaraia ART unn He e HanmuHO n3cneaBane 3a HIV-1
reHotun, n3nomBadHeTo Ha REZOLSTA He e moaxossiio u TpsAOBa 1a ce U3Io3Ba Jpyra
aHTUpPETpOBUpYCHA cxema. HampaBeTte cripaBka ¢ KpaTKaTa XapaKTepUCTUKA Ha JPYTH
AHTUPETPOBUPYCHH JICKAPCTBEHH MPOIYKTH 32 HH(OPMAITUSA OTHOCHO JT03UPAHETO.

Jucnepeupawu ce mabnemxu

REZOLSTA ce npeiara u nmox ¢popmara Ha AUCTIEPTUPAIIH ce TaOJIETKU OT

600 mg napynapup/90 mg KOOUIIUCTAT 3a ICAUATPUYHHM MAIUSHTH Ha BBH3PACT 3 U MOBEYE TOJUHHM U C
Teryo Haii-manko 15 kg u mox 25 kg.

Cwseem npu nponycHamu 003u

Axo REZOLSTA e npomycHaTa B paMkuTe Ha 12 yaca oT 00M4aifHOTO BpeMe 3a pueM, NalueHTHTE
TpsOBa fa ObAaT MHCTPYKTUPAHH Ja MpUeMaT Bb3MOXKHO Haii-CKOpO MpeAnucanaTa 103a ¢ XxpaHa. AKO
ca U3MHHAJIIM TIOBe4e OT 12 Haca cien 06ndaifHOTO BpeMe 3a MpHeM, MPOIyCHATaTa g03a He TpsOBa aa
ce MpreMa M NanyeHTHT TPsIOBa Jla MPOIBIKY 10 oOWvaifHaTa cxema Ha MPUII0KEHHeE.

AKO NanyeHThT MOBBbPHE B paMKUTE Ha 4 yaca ciel IprueMa Ha JeKapCTBOTO, BB3MOXKHO Hail-CKOpo
TpsiOBa 1a npueme Apyra go3a REZOLSTA c xpana. Ako manueHTsT HOBBPHE ClIe] ToBeYe OT 4 yaca
clle[] MpreMa Ha JISKapCTBOTO, He TPsOBa a mpueMa Apyra 103a A0 CIeIBaIloTO 0OnyaiiHO
IUTAHHPAaHO BpPEME.

Crenyaiiy monyJaiun

Cmapuecka 6v3pacm
[pu Ta3u nomynanus ¢ HanU4YHA orpaHnyena nadopmarwms u 3atoBa REZOLSTA TpsioBa na ce
npuiiara ¢ MOBUILEHO BHUMAaHHUE IPH MAMEHTH HAJ 65-roauiHa Bb3pacT (Bxk. Touku 4.4 u 5.2).



Yeproopobro yepedxcoane
Hsma Hannyan ¢papMakOKMHETHYHH JaHHH OTHOCHO m3non3BaHeTo Ha REZOLSTA npu nauueHTy ¢
YepHOAPOOHO YBPEKIaHE.

HapynaBup u kobuicraT ce MeTabonu3upaT ype3 uepHoApoOHaTa cucreMa. OTIEIHI IPOYUYBAHHUS C
JapyHaBUP/PUTOHABUD U KOOMLIMCTAT 1aBAT OCHOBAHHUE J1a CE IPEAIOIOKH, Y€ HE Ce Hajlara KOpeKIHs
Ha J103aTa MPH MalKueHTH ¢ Jieko (knac A no kiacudukarnusara Ha Child-Pugh) unu ymepeno (kinac B
no kinacugukanuara Ha Child-Pugh) uepnoapoOno yspexaane, odaue, REZOLSTA TtpsiOBa na ce
M3M0J13Ba C IOBUIICHO BHUMAaHHUE MPU TE3H NAlUEHTH.

Hsima Hann4yHM 1aHHA OTHOCHO yroTpebaTa Ha JapyHABUP WM KOOHMIIMCTAT MPH MAIIMEHTH C TEXKO
4epHOAPOOHO yBpekaaHe. TeKKoTo YepHOAPOOHO YBpEKAaHEe MOXKE /1A TOBEJIE /10 OBUIIIaBaHE HA
EKCTIO3UIUATA Ha JapyHABUP W/MIM KOOWIMCTAT U JIO BIIOIIaBaHe Ha mpoduia Ha 6e30MacHOCT.
Cnenoparenno REZOLSTA He TpsiOBa 1a ce M3M0II13Ba TIPH MAIUEHTH € TEKKO YEPHOAPOOHO
yBpexaane (knac C no knacudukanusra Ha Child-Pugh) (Bx. Touku 4.3, 4.4 u 5.2).

Bvopeuno yepedcoane

Y CTaHOBEHO €, Ye KOOMLMCTAT MOHWKaBa U3YHUCICHUS KPEaTHHUHOB KJIIMPBHC B PE3YJITAT HA
NOTUCKaHe Ha TyOynHaTa cekpenus Ha kpeaTnHuHa. Jleuenue ¢ REZOLSTA ne Tpsi6Ba aa ce 3amousa
NPY TALUEHTH ¢ KPEaTHHUHOB KIUPBHC 1o 70 ml/min, ako 3a HAKOW OT IMpUJIaraHUTe eTHOBPEMEHHO
JIEKapCTBEHHU MPOJYKTH (HAIP. EMTPUIIMTAOWH, TAMUBYIUH, TCHOQOBUP AM30MPOKCHI (KaTo pyMapar,
(hocdar nnm cykiuHar) wim anedoBUp JUMHBOKCHI) Ce HaJllara KOpeKIHs Ha J103aTa Ha 0a3aTa Ha
KpEaTUHUHOBHS KIUPBHC (BXK. Touku 4.4, 4.8 u 5.2).

B®3 ocHOBa Ha MHOT'O OTpaHMYEHOTO OBOPEUHO ETMMUHUPAHE Ha KOOUIIUCTAT U JapyHaBHUP HE ce
W3HCKBAT CIEIUAIHY NPEANAa3HA MEPKU WM afanTtupane Ha no3ata Ha REZOLSTA npu nanuentu ¢
0b0peuHo yBpexaane. JlapyHaBup, KOOMITUCTAT WM B KOMOMHAIMS HE ca MPOYYBAHM MTPH MAI[UCHTH
Ha JUalin3a, ¥ 3aTOBa HE MOJXKE J]a Ce HAMPaBH MPENOPHKa 3a Te3W MAIMECHTH (BXK. TOUKa 5.2).

3a noBeue UHPOPMAIHS BUKTE KpaTKaTa XapaKTEPUCTHKA Ha MPOYKTa 38 KOOUIKCTAT.

IenuaTpuyHa HOMY ALK

JlapyHaBup B KOMOHMHAIIMS ¢ KOOHIMCTAT HE TPAOBA Ja ce mpujiara npy neIdaTpHuHH MalMeHTH M0
3-roauIIIHA BB3PACT MOPaau ChoOpakeHus 3a O€30IaCHOCT, CBBP3aHU ¢ TOKCHYHOCT ¥ CMBPTHOCT,
HAOJIF0TaBaHM TIPU FOBCHUJIHU TUTHXOBE, TPETUPAHU C AapyHaBHp 110 23- 10 26-1HEBHA BB3pacT (BiK.
Touka 5.3).

bpemennocm u cneo pasxcoane

Jleuenneto ¢ napynasup/koourucrat 800/150 mg mo Bpeme Ha GpeMEHHOCT BOJH 10 HUCKA
eKCTIO3UIS Ha napyHaBup (Bk. Touku 4.4 u 5.2). 3aToBa Ta3u kKoMOMHAIIMS HE TPSOBA Ja ce 3aroyBa
1o BpeMe Ha OpeMeHHOCT, a KeHH, 3abpeMeHenu 1o Bpeme Ha tepanus ¢ REZOLSTA, TpsoBa na
NpEeMHUHAT Ha aJITepHATUBHA CXeMa Ha JieueHue (BK. Touku 4.4 u 4.6). JlapyHaBup/pUTOHABHP MOXKE
Jla ce CUMTAa 32 aJITepHATUBA.

Hauun na OPHUITOKECHUC

IIepopanno npunoxeHue

3a n1a ce rapaHTHpa MpUIaraHe Ha IislaTa J103a JapyHaBUp U KOOUIUCTAT, TabjeTKara TpsOBa aa ce
HOTJIBIIA LIsIA.

[ManuenTure TpsioBa na ce uHCTpyKTHpaT Aa npuemMatr REZOLSTA no 30 MuHyTH cliest KaTo
MIPUKITIOYAT ¢ XpaHeHeTo (BX. Touku 4.4, 4.5 u 5.2).

Bw3pacmuu u neouampuunu nayuenmu ¢ meano nati-manxo 40 kg

[Ipu manueHTHTE, KOUTO HE MOTAT Jla TIbTHAT Iisij1a Tadsietka 800 mg/150 mg, TabiaeTkaTa MOXe 1a ce
pasjieny Ha JiBe 4acTH ¢ TIOMOIITa Ha pe3ell 3a TabneTku. Besiko mapue TpsOBa aa ce mpueme BeHara
ClIef] pa3ieNsaHeTo, 3a Jja C€ OCUTYPH PUEMAHEeTO Ha Isu1aTa J03a.



Tleouampuunu nayuenmu Ha ev3pacm 6 u noseue 200uHY ¢ meaio Hat-manxo 25 kg 0o noo 40 kg
[Ipu nauueHTHTE, KOUTO HE MOTAT J]a TIIBTHAT Lsiyia Tabnerka 675 mg/150 mg, Tabnerkara ¢
JieUTeHa YepTa MOXKe Ja Ce pa3/ieNld Ha JBe 4acTH Ha pbka. Besiko mapde Tpsa6Ba fa ce npueme
BEJIHara ciiefl pa3/esIssHeTo, 3a Ja CE OCUI'YPU IIPUEMAaHETOo Ha IisIaTa 103a.

4.3 IIporuBomokazaHus

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MITH KBM HIKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

[MammenTu ¢ Texko yepHoApoOHO yBpexknane (kiac C mo knacupukanusra aa Child-Pugh).

EnHoBpeMeHHOTO npuiiokeHne cbe ciitHu HHIykTopu Ha CYP3A kato u3bpoeHuTe mo-momy
JIEKapCTBEHU MPOJYKTH MOPaJIY B3MOXKHOCTTA 32 3ary0a Ha TepaneBTuieH edekt (Bxk. Touka 4.5):
- kapOamazenuH, heHoOapOuTan, peHuTonH

- pubaMIuIH

- JIOTTUHABUP/PUTOHABHD

- XKBAT KaHTapuoH (Hypericum perforatum).

EnHOBpeMEHHOTO NPUIIOKEHHE C JIEKAPCTBEHUTE MPOIYKTH U30POCHH MO-I0JTY ITOpaan

BB3MOXKHOCTTA 33 CEPUO3HH /WM KUBOTO3aCTpalllaBallld HE)KEIaH! peakiuu (BX. Touka 4.5):

- angy3o3uH

- aMUOJIapOH, OenpuAnI, IpOHEAAPOH, UBAOpaauH, XUHUAUH, PAHOJIA3UH

- acTeMu3071, TepheHa

- KOJIXMLIMH, KOTaTO CE U3M0JI3Ba [IPU HalUEHTH ¢ ObOPEYHO H/WIIN YEPHOIPOOHO yBpEeXIaHEe
(Bk. Touka 4.5)

- pudaMuImH

- MIPOM3BOAHM HA MOPABOTO porde (Harp. JUXUAPOeproTaMUH, EPrOMETPHH, EproTaMuH,
METHJIEPTOHOBHH)

- U3anpU

- JATIOKCETHUH

- JIOMIIEPUIOH

- HaJIOKCETOJI

- Jypa3uoH, MUMO3U, KBETUAIUH, CEPTUHOM (BX. TOUKa 4.5)

- enbacBUp/rpa3onpeBUp

- TpHazoyiaM, MUIa30J1aM, IPUIIOKEH MEPOPATHO (3a MpeanazHUTe MEPKH IIPH NapeHTEPATHO
MIpUJIOKEHNE Ha MU/Ia30J1aM, BXK. Touka 4.5)

- cuizieHauII - KOraTo ce U3MO0J3Ba 3a JIedeHne Ha 0enoipoOHa apTepraiHa XUIEpTOHUS,
aBaHa(UI

- CUMBACTaTHH, JIOBACTaTHUH U JJOMUTANH] (BXK. TOUKa 4.5)

- TUKarpesop.

4.4 CroenuajaHu npeaynpesxxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

HpenoquBa CC PCAOBHO OLICHABAHC HAa BUPYCOJIOTUYHUA OTTOBOP. B cnyqaf/'l Ha JIUIICa UJIn 3ary6a Ha
BUPYCOJIOTUYCH OTTOBOD TpH6Ba Ja €€ U3BbPIIN U3CJIICABAHC 34 PC3UCTCHTHOCT.

JlapyHaBup ce CBbp3Ba IPEAUMHO C 0,1-KHCEeJ INIMKONPOTeHH. ToBa CBbp3BaHE € IIPOTEUHA € 3aBUCUMO
OT KOHIIEHTpAIMATa, IOKAa3aTeTHO 3a HaCUILaHE Ha Bpb3KaTa. 3aTOBa HE MOXKE 1A C€ U3KII0UH
MIPOTEHMHOBO U3MECTBAHE OT JIEKAPCTBEHH MPOAYKTH, KOUTO CE€ CBHP3BAT BB BUCOKA CTEIEH C
0l1-KHCeNHA TIIMKONPOTEeHH (BX. Touka 4.5).

ITammenTn, Ha xouto € nprmiarada ART

REZOLSTA He TpsiOBa J1a ce U3M0I3Ba MPU MAMEHTH C MPEIXOTHO JISUSHUE, C eJHA UK TTOBeUe
DRV-RAMs wmm ¢ HIV-1 PHK > 100 000 korus/ml nnu 6poit Ha CD4+ kietkute
< 100 xnerkm x 10%1 (Bxk. Touka 4.2).



Kombunauuu ¢ ontumuzupany ocHOBHH cxemu (optimized background regimen, OBR), paznuunau ot
> 2 HYKIICO3UJHA MHXHUOUTOpU Ha oOpaTHarta TpaHckpumnTaza (NRTI), He ca mpoyueHu B Ta3u
nomyanus. Hsima noctaTbuHo HaNMW4YHY JaHHM 3a nanuentu ¢ HIV-1 cy6Tunose, pasnuunu ot B (Bk.
Touka 5.1).

BpemeHHoCT

Jleuenueto ¢ napynasup/koouuctat 800/150 mg 1o Bpeme Ha BTOPUS U TPETHS TPUMECTBP BOIH 10
HUCKA EKCIIO3UITUS Ha TapyHABUP ¢ HaMajsBaHe HUBaTa Ha Cin ¢ okos10 90% (Bk. Touka 5.2). HuBoto
Ha KOOMIIMCTAT HaMaJISIBa ¥ € BB3MOXKHO Jla He OBJIC MOCTUTHATO JIOCTATHYHO IMOTEHIHPaHE.
3HAYUTETHO MOHWKEHATA EKCITO3UIIMS Ha JapyHAaBHP MOXKeE J1a TOBEAE A0 BUPYCOJIOTHYEH HEYCIEX U
MIOBHUIIIEH pUCK OT npenaBane Ha HIV undekuumsaTa ot Maiikara Ha jeTeTo. 3aToBa Ta3u KOMOWHAIINS
He TpsOBa J1a ce 3armoyBa 1o BpeMe Ha OpeMEHHOCT, a KeHH, 3a0peMeHelH [0 BpeMe Ha Teparus C
REZOLSTA, Tps6Ba 1a npeMHHAT Ha aNTepHATUBHA CXeMa Ha JieueHue (BX. Touku 4.2 u 4.6).
JapyHaBup, NIpUIIOKEH ¢ HUCKA 103a pUTOHABUP, MOKE J1a CE CUUTA 3a aJlTepHATHBA.

CTapquKa BB3pacT

Twii kato 3a ynotpedbata Ha REZOLSTA npu nanueHTy Ha BB3pacT 65 TOMHE U MOBeUe € HaTNdHa
orpaHuueHa HHPOpMAaIHsl, ce M3UCKBA MIOBUILICHO BHUMAaHKE, KaTo TpsiOBa J1a ce MMa IpeBH/ 110-
roJjsiMaTa 4ecToTa Ha IOHIKEHa YePHOAPOOHa (PYHKLMS U CHIBTCTBAILY 3a00JsIBAaHMS MU IpyTa
Tepanus (BX. Touku 4.2 u 5.2).

TexxKn KOXHHI PCAKIINH

B xozma Ha mporpaMara 3a KIMHUYHO pa3paboTBaHe Ha napyHaBup/puronaBup (N=3 063) mpu 0,4% ot
MAIMEHTHTE ce ChOOIIaBa 3a TeKKH KOKHHU PEaKIIMU, KOUTO MOXKE J1a ca IPUIPYKEHHU C TPECcKa H/WUITH
NOBHUIIIaBaHE HA CTOMHOCTUTE Ha TpaHcaMuHasuTe. B penku cinydan (< 0,1%) ce cpobimasa 3a
JieKapcTBeH 00puB ¢ eo3uHO(uIMs U cucteMHn cumntomu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS) u cunnpom Ha Stevens-Johnson, a 1o BpeMe Ha MOCTMapKETHHTOBHSI
OIUT ce ChOOIIABa 32 TOKCHYHA eMHUAepMaiHa HEKPOJIN3a U 0CTPa TeHepaIn3upaHa eK3aHTEMHa
nyctyno3a. Jleuennero c REZOLSTA Tpsi6Ba na 0b1e He3a0aBHO MPEyCTaHOBEHO, B CIIydail ye ce
MOSIBAT TMPU3HALIM WM CUMIITOMH Ha TEXKH KOKHH peakinuu. Te MoKe Jja BKIIIOYBAT, HO 0e3 Jia ce
OrpaHHyaBaT J0 TeXbK 00pHUB WK OOpUB, MPUAPYKEH C TPECKa, 0010 Hepa3MnoJIoKeHHe, yMopa,
MYCKYJIHU WIH CTaBHU OOJIKM, MEXYPH, JI€3UH B YCTHATa KyXHUHA, KOHIOHKTUBUT, XENaTUT H/WIH
€03HHO(HITHS.

OOpHBH ce MOSIBSIBAT MO-YECTO MPH MANUEHTH, HA KOUTO € MPHUIAraHo JICYSHHE U KOUTO TIOTydaBaT
TEPaNeBTUYHN CXEMH, ChAbPIKAIIN JapyHaBUP/PUTOHABUP + paJTErpaBup, B CPaBHEHHE C MAI[MEHTH,
MOJTyYaBallly JapyHaBHp/PUTOHABHP O€3 palTerpaBup WK paaTerpaBup 0e3 JapyHaBHp/pUTOHABHP
(Bk. Touka 4.8).

Aneprus KeM cyadoHaMUIA

Hapynasup cpabpika cynponamunsa rpyna. REZOLSTA tps6Ba na ce U3moi3Ba BHUMATEIHO IPU
MAIMEHTH C U3BECTHA ANIEPTHsI KbM CYJI(HOHAMU/IN.

XeImaToTOKCHYHOCT

[Ipu ynorpebara Ha JapyHaBUp/pUTOHABHUP CE CHOOIIABA 3a CITyYad Ha JEKapCTBEHO UHIYIIUPaH
XeMaTUT (HalpuMep OCTHpP XeMaTHT, IUTOJUTUYEH XenaTtuT). B Xxona Ha mporpamara 3a KITMHUYHO
paspabotBane (N=3 063) npu 0,5% OT manueHTure, JeKyBaH!u ¢ KOMOMHUPAaHA aHTUPETPOBUPYCHA
Tepans ¢ JapyHaBUP/pUTOHABHD, CE ChOOIABA 3a CITydal Ha XenatuT. [Ipu mamuenTy ¢
NPEBAPUTEIHO ChIIECTBYBAIIA YepHOAPOoOHA TUCYHKIMS, BKIIOUYMTEITHO U XPOHIUUYECH aKTHBEH
xernatuT B mm C, nMa MOBHIIIEH PUCK OT HapylleHa YepHOAPOOHa (YHKUNS, B TOBA YHCIIO TEXKH U
MOTEHIIMAITHO JIETATHU YepHOAPOOHH HEXENaHU peakiuu. B cirydail Ha chITbTCTBAIA aHTHBHPYCHA



TCpanuA 3a XCIaTUuT B nmn C, MOJIA, MPOYUCTCTC CHbOTBETHATA NIPOAYKTOBA I/IH(l)OpMaI_II/IH 3a TEC3U
JICKAPCTBCHU MMPOAYKTH.

[penu 3amouBane Ha Tepanusi ¢ REZOLSTA TtpsibBa 1a ce mpoBeaat noaxoIsIu J1abopaTopHU
M3CIEABAHUS U MAllMEHTHUTE TPsiOBa J1a ce MpocieasIBaT o BpeMe Ha JiedueHueTo. Tpsaosa aa ce
NpeABUIN 3acUiIeHo npociensiBane Ha croiHocTuTe Ha AST/ALT, npu nanueHTH ¢ yCTaHOBEH
XPOHHYEH XEMaTHT, IIUP03a WX IPH MAllUEeHTH, YUUTO CTOMHOCTH Ha TpaHCAMHHA3UTE Ca 3aBUIIICHU
Npeau JIEICHUETO, 0COOEHO Mpe3 MbPBUTE HIAKOJIKO Mecela OT JICUYCHUETO.

AKO UMa JTJaHHHM 3a [TOsIBa Ha HOBO WJIM BJIOIIABAHE Ha CHIICCTBYBAIIIO YePHOAPOOHO 3a00IIBaHe
(BKJIIOYMTEIHO KJIMHUYHO 3HAYMMO TOBUIIIABAHE HA CTOMHOCTUTE HA YePHOAPOOHUTE CH3UMHU U/UITH
CUMITOMH KaTO yMOpPa, aHOPEKCHsI, TaJIeHe, XKBITSHHUIIA, THMHA YpHUHA, 00JIE3HEHOCT Ha YePHUS IPO0,
XemaToMerajus) TpsOBa Ja ce B3eMe CBOCBPEMEHHO PEIICHUE 3a MPEKhCBAHE WU TPEKpaTIBaHe HA
JICYCHUETO.

TlanueHTH ChC CHIBTCTBAIIN 3a00IIBAHUS

Yeproopobro yepedxcoane

BezonacHoctTa 1 eprkacHOCTTa Ha AapyHABUP W/WIM KOOUIMCTAT HE ca YCTAHOBEHHU NPH MALMEHTH C
TEXKKH MO JIekKAIH depHoapoOHu HapymmeHus. CrnenoBatenHo REZOLSTA e mpoTuBoIOKa3aH mpu
MAIMEHTH C TEXKO YePHOIPOOHO yBpexkaane. [lopaan NoBUIIaBaHETO HA MIA3MEHUTE KOHIICHTPAIN
Ha HecBbp3aHui AapyHaBup, REZOLSTA Tpa6Ba na ce u3mos3Ba BHUMATEIHO NIPU MALUEHTH C JIEKO
JI0 YMEPEHO YepHOIPOOHO YBpexkane (BxK. Touku 4.2, 4.3 u 5.2).

bvbpeuno yspeocoane

YcTaHOBEHO €, Ye KOOMIUCTAT MOHMKAaBa U3UHCICHHUS KPEaTUHUHOB KIIMPBHC B PE3yJITaT Ha
MOTUCKaHEe Ha TyOyJIHaTa ceKpelus Ha KpeaTHHUHA. To3u eeKT BbpXy cepyMHHS KpeaTHHUH, BOJICHI
JI0 TIOHM)KaBaHe Ha M3YKCIICHUs] KPETHHHHOB KIMPBHC, TPsIOBa J1a ce UMa MpeBH/I, KOraTo
REZOLSTA ce npunara npy NanyueHTH, IPH KOUTO U3YUCICHUAT KPEaTHHUHOB KIMPBHC C€ U3I0I3Ba
KaTo HacOKa 3a JICYeHNEeTO, BKIIOYUTETHO 32 alaliTUpaHe Ha JO3UTE Ha €THOBPEMEHHO IpUIaraHu
JIEKapCTBEHU MPOJYKTH. 3a oBeue HHPOPMAIIHS BUKTE KpaTKaTa XapaKTEPUCTHKA Ha MPOAYKTA 32
KOOUIMCTAT.

Jleuenue ¢ REZOLSTA He Tpsi6Ba n1a ce 3amoy4Ba MpH MaueHTH ¢ KPeaTHHUHOB KIUPBHC MO

70 ml/min, KoraTo ce mpuiara eIHOBPEMEHHO C €JHO HJIH [TOBEYE CPEACTBA, N3CKBALIN KOPEKLUS Ha
Jo03arta Ha 0a3zaTa Ha KPEaTHHUHOBUS KIUPBHC (HAp. eMTPULUTAONH, JAMUBYAUH, TEHO(OBUD
JIU30TPOKCHI (KaTo dymapart, pocdar WK CyKIIMHAT) WK anedOBUP AUIMUBOKCHII) (BXK. TOUKH 4.2,
4.8u5.2).

Hsma cnenmaniu npeaynpekaeHus Wi He0OX0IMMOCT OT aJalTHPaHe Ha J103aTa MPH MalUeHTH C
0b0peuHo yBpexaane. Thil KaTo AapyHaBUP M KOOMIIMCTAT CE€ CBbP3BAT BB BUCOKA CTEIICH C
TUTa3MEHHUTE TIPOTEUHHU, MAJIKO BEPOSITHO € Te 1a ObJaT OTCTPAaHCH! B 3HAYUTEIHA CTETICH MTPH
XeMOJIMalln3a WK NIepUTOHeaTHa quanu3a (BxX. Touku 4.2 u 5.2).

B MomeHTa HsAMa 1OCTaThYHO JaHHHU, 33 J]a C€ YCTAHOBH JaJIM €AHOBPEMEHHOTO NMPUIIOKEHNE Ha
TEeHO(OBHUP TU3OMPOKCHII M KOOUIIMCTAT C€ CBBP3BA C MO-TOJISIM PUCK OT OBOPEUHH HEXETaH!
peaKIyy B CPaBHEHHE ChC CXEMH, KOUTO BKIFOUBAT TEHOMOBHP TU3OMPOKCHIT 6€3 KOOUIHCTAT.

Tlayuenmu ¢ xemounus

Nma choOieHns 3a yBENMICHO KbPBEHE, BKIFOYUTEIIHO CTIOHTAHHN KOXKHU XEMaTOMHU M XeMapTpo3a
Npy ManuenTy ¢ xeModuus Tun A u Tan B u nexyBanu ¢ HIV npoteaznn naxuburopu. [Ipu Hsxon
NanueHTy € faBal gonbiaauTesnHo ¢aktop VIIIL. IIpu noBede oT monoBuHaTa OT ChOOIIABAHUTE
cirydan geuerneto ¢ HIV npoTeasnu HHXHOUTOPH € IPOIB/KEHO WK € 3alI0YHATO OTHOBO, KO €
ouno npexbeHaTo. [Ipenmnonara ce ChIeCTBYBaHETO HA MPHYMHHO-CIICICTBEHA BPB3Ka, BBIIPEKH Ue
MEXaHU3MBT Ha JCHCTBHE HE € M3SCHEH. 3aTOBA MAI[MCHTUTE ¢ XeMopuinsl, TpsaOBa 1a ObaaT
npeaynpeaAcHH 3a BEPOSTHOCTTA OT yBEIMUEHO KbPBEHE.



Tero 1 MeTabOJIMTHH ITApaMETPHU

ITo Bpeme Ha aHTUPETPOBUPYCHA TEpANUS MOXKE Ja HACTHIIM YBEJIWYaBaHE HA TETJIOTO U Ha HUBATa Ha
JUTIAANTE U TIIFOKO3aTa B KpBBTA. TaknuBa MPOMEHHM JI0 M3BECTHA CTENIEH MOraT /1a Ob1aT CBBP3aHu C
KOHTpOIIa Ha 3a00IIIBaHETO U HauWHA Ha XUBOT. OTHOCHO JINTIUANTE, B HAKOU CITydan NMa
JIOKa3aTeNICTBA 3a €EeKT Ha JICUSHUETO, JOKATO OTHOCHO YBEIMYaBAHETO HA TETJIOTO, HAMA TBBPAH
JTI0Ka3aTeJICTBa, KOWTO Jla CBhP3BaT TOBA C HAKAKBO KOHKPETHO JIeYeHHE. 3a pocie/siBaHe Ha
JUNUANTE U TII0K03aTa B KPBBTA CE IIPABU CIIPABKA C YCTAHOBEHUTE HACOKHU 3a JieueHue Ha HIV.
JlunumHauTe HApyIIeHUs TPAOBa /1a ce JIEKyBaT [0 KIIMHUYHO TOAXOAI] HAUNH.

OcreoHekposa

Bbrpeku ue eTHoNoruara ce cMsATa 3a MHOro(hakTopHa (BKIFOUMTEIIHO yIoTpedaTa Ha
KOPTHUKOCTEPOUIN, KOHCYMAITUATA Ha aIKOXOJI, TEeKKA MMYHOCYTIPECHs, TI0O-BUCOK WHJIEKC Ha
TeJeCHaTa Maca), ClIydar Ha OCTEOHEKpO3a ca ChOOIaBaHu 0COOEHO MPH MAIUSHTHU C HAIIPEIHAIO
HIV 3abonsBane n/wnm npoAbIKATENHA EKCIIO3UIHS HA KOMOWHUpPaHA aHTUPETPOBUPYCHA TepaIus
(CART). [NanuenTure TpsiOBa J1a e MOCHBETBAT Ja MOTHPCAT JICKapCKa KOHCYJITALIMSA, aKO W3ITUTBAT
CTaBHU OOJIKH, CKOBAHOCT Ha CTaBUTE WM 3aTPYAHECHUS TIPU JBHKEHUE.

Be3nanureneH cMHAPOM IPU UIMYHHO Bb3cTaHoBsgBaHe (Immune reconstitution inflammatory
syndrome, IRIS)

[pu undexrupanu ¢ HIV nanmeHTy ¢ Texxka IMyHHA HEIOCTATHYHOCT KbM MOMEHTA Ha 3all0oYBaHe Ha
koMbOuHupana antuperpoupycHa tepanust (CART) Moxke 1a Bb3HUKHE BB3NAIUTEIHA PEAKIHs KbM
ACUMIITOMHH MJIH PE3UAYaTHH ONOPTIOHUCTUYHU ATOT€HH, KOSITO 1a JOBEE 0 CEPUO3HU KIMHUYIHH
CHCTOSIHUS WJIM BJIOIIaBaHe HA cuMOToMuTe. OOMKHOBEHO, TOJOOHH PEaKLMH ca HaOI0AaBaHu B
paMKuTe Ha IbPBUTE CEIMUIIM WM MECEIH CJie/l Ha4yajJoTo Ha KOMOMHUpaHa aHTHPETPOBUPYCHA
tepanusi. ChbOTBETHH MPUMEPH Ca PETUHHT, IPHYUHEH OT IIUTOMETATIOBUPYC, TeHEPATTU3UPAHH W/UITH
OTHHIIHA MUKOOAKTEePHaIHU UH()EKINN U THEBMOHMS, IPUYUHEHA OT Preumocystis jiroveci (o-paHo
U3BECTHA KaTo Pneumocystis carinii). BCHUKU Bb3MaIUTETHU CUMIITOMH TpsAOBa fa ObJaT OLCHEHH H,
aKo e Heo0XouMo, 1a Ob/le HA3HAYEHO JIeueHHe. B nombiiHeHne, peakTUBHPaHEe Ha XepIIec CUMILIEKC
U XepIiec 30CcTep € HaOII0aBaHo B KIIMHUYHU MPOYYBAaHMSA C JapyHABUD, IPHIAraH €JHOBPEMEHHO C
HUCKA /1032 PUTOHABHP.

B ycnoBusita Ha IMYHHO BB3CTaHOBSIBaHE c€ ChOOIIaBa ChIIIO 3a Pa3BUTUE HA aBTOMMYHHU
HapyeHus (kato 6onect Ha Graves U aBTOUMYHEH X€NaTHT); 00aue, ChOOIEHOTO BpeMe 10
HACTBIIBAHETO MM € TO-TTPOMCHIIMBO H TE3M CHOUTHS MOXKeE J]a C€ Pa3BUSAT MHOTO MECEIH CIIe]]
3alI0YBaHE Ha JICUCHUETO (BXK. Touka 4.8).

B3auMoelicTBuUe ¢ JeKapCTBEHU OPOAYKTHU

JKuBoTo3acTpariaBaiiy 1 JETAIHHU JIEKAPCTBEHN B3aUMOACHCTBHA Ce ChOOIIABAT PH MMALlUCHTH,
JIEKYBaHH € KOJXUIMH U cuiiHu naxuburopu Ha CYP3A u P-rnukonporeunn (P-gp) (Bxk. Touka 4.5).

REZOLSTA He Tpsi6Ba 1a ce U3MoiI3Ba B KOMOWHAIWS C APYTO aHTUPETPOBUPYCHO CPENICTBO, 32
KOETO € HeoOXoauM (apMaKOKMHETHYECH €HXaHCep, ThI KaTo HE Ca yCTAaHOBEHH NPENOPHKHU 3a
no3upoBKata B TakaBa komOuHanusi. REZOLSTA He TpsiOBa 1a ce U3M0iI3Ba eJHOBPEMEHHO C
MPOAYKTH, ChIBPIKAIIN PUTOHABUP UIIM CXEMH, ChIbPKAIId PUTOHABHUP MIIN KOOUITUCTAT.

3a pasnuka oT puTOHaBUp, KoOumucTart He ¢ uaaykTop Ha CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19 umu UGT1ALl. Ilpu npemMrHaBane OT pUTOHABHP KaTo (hapMakOKUHETUYEH EHXaHCep Ha
KoOuIHcTaT € He0OXOAUMO MOBUIIIEHO BHUMAHUE MIPE3 IIbPBUTE JBE CEAMULM Ha JICUCHHE C
REZOLSTA, oco0GeHo aKko 103UTE Ha CHITBTCTBAILO MIPUIATAaHUTE JIEKAPCTBEHU MPOAYKTH ca Onin
TUTPUPAHH WK aJIalITUPAHU 110 BpeMe Ha yrnoTrpedaTa Ha pUTOHABUP KaTo (apMaKOKHHETHUYCH
eHXaHcep.



Tlomonrau BCIICCTBA

REZOLSTA cbhaspika no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKeE JIa Ce KaxKe, ue
IIPaKTUYECKU HE ChIBPKA HATPUI.

4.5 Bs3amMmopeiicTBHe ¢ JPYIH JeKAPCTBEHH NPOAYKTH M APYrd (pJopMH Ha B3auMoeiicTBHe

Toit kato REZOLSTA chabpxa qapyHaBUp U KOOUIIUCTAT, B3aMMOJCHCTBHSI, KOUTO Ca YCTAHOBEHH C
JapyHaBup (B KOMOMHANHMS C KOOWIIUCTAT WM C HACKA 1034 PUTOHABUP) WJIM ¢ KOOMIIKCTAT,
OTIpEeETAT B3aUMOJICHCTBHUATA, KOUTO MOXKE Ja Bh3HUKHAT Mpu yrnorpebara Ha REZOLSTA.
[IpoyuBanwusiTa 32 B3aMMOJICHCTBUTA C JapyHABUP/KOOUIUCTAT, JapYHABUP/PUTOHABHUP U C
KOOWIMCTAT ca MPOBEXKIAHHU CaMO MPH Bb3PACTHH.

.HeKaDCTBeHI/I OPOAYKTH, KOMTO MOKE Ja CC IMOBJIUAAT OT I[aDVHaBI/ID/KO6I/IHI/ICTaT

Hapynasup e nuaxuburop Ha CYP3A, cnab nuxuburop na CYP2D6 u nunxuburop na P-gp.
Kobumucrar e maxubutop Ha Mexanu3bM, 6azupan Ha CYP3 A, u cnab uaxudurtop Ha CYP2D6.
Kobumucrat nnxubupa tpancnoprepute P-gp, BCRP, MATE1, OATP1B1 u OATP1B3. He ce
ouakBa koounmcrat na naxuoupa CYP1A2, CYP2B6, CYP2C8, CYP2C9 unu CYP2C19. He ce
ouaksa koounucraT na uaaynupa CYP1A2, CYP3A4, CYP2C9, CYP2C19, UGT1Al, uiu P-gp
(MDRI1). EqHOBpeMEHHOTO NMPHUIIOKECHUE HA TapyHABUP/KOOUIIMCTAT U JIEKAPCTBEHH MPOIYKTH,
Mmetabonausupany ocHOBHO oT CYP3A wunu tpancnoptupanu ot P-gp, BCRP, MATE1, OATP1B1 u
OATP1B3, moxe 1a moBese 10 MOBHUIIICHA CHCTEMHA EKCITO3UIINAS Ha TE3H JICKAPCTBEHHU IIPOIYKTH,
KOETO MOJKE JIa YBEIIMYHU VITH YIBIDKA TEXHUSI TEparieBTU4eH eeKT U HeKeTaH! peakiuu (BiK.
Touka 4.3 uu Tabnunara mo-1101y).

REZOLSTA He TpsiOBa 1a ce npuiiara B KOMOMHAIUSA C JICKAPCTBEHU NPOAYKTH, YUHTO KIUPHHC €
cuHo 3aBucuM oT CYP3A u 3a KouTO yBennueHaTa CUCTEMHA EKCITO3UITUS € CBhP3aHa ChC CEPUO3HU
W/WITH KUBOTO3aCTpAIlIaBalli ChOUTHS (TECEH TepaneBTHYSH HHICKC).

EnnoBpemennoro npunoxenne Ha REZOLSTA ¢ nekapcTBeHH NPOIYKTH, KOUTO UMAT aKTUBEH(H)
MeTabonuT(u), oopazyBan(u) upe3 CYP3A, Moxe 1a noBe/ie 10 MOHKEHU IUIa3MEHU KOHIICHTPAIlUU
HA Te3W aKTUBHU MeTabOJMTH, KOETO MOXKeE J1a IOBEJe JI0 3ary0a Ha TepareBTUIHUA UM edekT. Te3n
B3aMMOJICHCTBHUS Ca ONIMCAHU B Ta0MIIaTa HA B3aUMOJICHCTBHATA TI0-/I0ITY.

HeKaDCTBeHI/I IIPOAYKTH, KOHWTO IMOBJMUABAT CKCIIO3HUIIMATA HA Z[aDVHaBI/ID/ KO6I/ILII/ICTaT

HapyHapup u koourucrat ce MetadonuzupaT oT CYP3A. Ouakpa ce, JIEKapCTBEHUTE MPOIYKTH,
KouTO MHAYIHpaT akTuBHOCTTa HA CYP3A, 1a yBennyar kimpbhHCa Ha JapyHABHP W KOOHUIIHCTAT,
KOETO BOJIY JIO ITO-HUCKH TUIa3MEHH KOHIICHTPAIMY Ha JapyHaBHp W KOOUICTaT (Harp. ehaBUpeHIl,
kapbamazenuH, heHuTonH, penodapouTat, pudamMnuiiH, pudarneHTiH, pudadyTHH, KBIT
KaHTapuoH) (Bk. Touka 4.3 u TabnuIara Ha B3aUMOJICHCTBHSTA TIO-/I0Y).

EnnoBpemennoro npunoxxenre Ha REZOLSTA ¢ npyru nekapcTBeHH POIYKTH, KOUTO HHXHOUpAT
CYP3A, moxe 1a HaManu KIMpbHCA HA TApyHAaBUP U KOOMLIUCTAT, KOETO MOXKE J1a IOBEJE JI0
MOBHUIIICHH IJ1a3MEHU KOHLCHTPALMK Ha JapyHAaBUP U KOOMLMCTAT (HAMp. a30JI0BH aHTUMHUKOTHUIIH
KaTo KJI0TpuMason). Te3n B3anMoaeicTBYS ca ONMMCAaHH B TabIMIIaTa 32 B3aUMOJICHCTBHATA MO-J0ITY.

REZOLSTA ne TpsiOBa 11a ce U3M0I3Ba €AHOBPEMEHHO € IPOAYKTH HIIH CXEMH, ChIbPIKALIH
putoHaBup min koounuctaT. REZOLSTA He TpsOBa 51a ce U3MO0JI3Ba B KOMOHHAIIMS C OTACITHUTE
komroneHTH Ha REZOLSTA (mapynasup unu koourucrat). REZOLSTA He TpsiOBa ja ce u3noi3sa B
KOMOHMHALUS ¢ APYTO aHTUPETPOBUPYCHO CPEACTBO, 32 KOETO € He00X0IuM (papMaKOKUHETHIEH
eHxaHcep, ThH KaTo He ca yCTaHOBEHH IMPENOPBKHU 32 T03MPOBKATa B TAKABA KOMOMHALIHSL.



Tabaunia Ha B3aMMOJIEHCTBHATA

B tabnuiiaTa mo-aoi1y ca M30poeHU oYakBaHUTE B3auMoeiicTBus Mexay REZOLSTA u
AHTHUPETPOBUPYCHU U HE-AaHTUPETPOBUPYCHU JIEKAPCTBEHU IIPOLYKTH, KOUTO C€ OCHOBABaT Ha
YCTaHOBEHHUTE B3aMMOJCHUCTBUS C TapyHaBUP/PUTOHABUD, JapyHABUP/KOOUIIUCTAT U C KOOUITHCTAT.

[IpodunbT Ha B3aMo/IeiiCTBUE HA TApyHABUP 3aBUCH OT TOBA JIald PUTOHABHUP I KOOHMIIUCTAT ce
M3M0J3BaT KaTo (hapMaKOKHHETHUEH EHXaHCEep, CIECA0BATEIHO MOXKE /1a IMa Pa3IMYHH MPEHOPBKHU 32
M3I0JI3BAaHETO HA JApyHABUP ChC CHI'BTCTBAILOTO JeKapcTBO. B TabnuiaTa mo-1omy € moco4eHo,
korato npenopbkute 328 REZOLSTA ce paznudaBat OT Te3u 3a JapyHaBUP, TIOTEHIIMPAH ¢ HACKA /1032
putoHaBup. HampaBere cripaBka ¢ KpaTkaTa XapakTepucTHhka Ha poaykra 3a PREZISTA 3a
JOIBJIHUTENHA HHPOpMAaLus.

ChnuchsKbT ¢ MPUMEPH Ha B3aMOJIEHCTBUS OT THIIA JIEKapCTBO-JIeKapcTBO B Tabnuia 1 mo-nony He e
M3YepraTesieH U CIIeI0BATEIHO TPSOBa J1a ce HAaIllpaBHU CIIpaBKa ¢ NPOAYKTOBaTa HH(opMalus Ha
BCHYKH JIEKAPCTBEHH MPOLYKTH, KOUTO ce mpuiarat exHoBpeMenHo ¢ REZOLSTA, 3a undopmanus,
CBBbp3aHa ¢ ITbTS Ha MeTabOJIM3UpaHe, MHTUIIATA HA B3aMO/ICHCTBHE, TOTEHIIMATHUTE PUCKOBE H
creun(pUIHUTE ASHCTBHA, KOUTO TPAOBA Aa ce MpeAnprueMaT 10 OTHOIICHHE Ha €AHOBPEMEHHOTO
MIPUIIOKEHHE.

Tadauua 1 JlekapcTBeHH B3aMMOAeliCTBHS C APYIH JeKAPCTBEHU NMPOAYKTH M NPEeNOPbYUTEJHH 1031

IIpumepu Ha JieKapCTBeHH JlekapcTBeHO B3auMoJeiicTBUE IIpenopbKHU OTHOCHO
NMPOAYKTH MO TepaneBTHYHH €/THOBPeMEHHO NMPUJIoKeHne
rpynu

HIV AHTUPETPOBUPYCHU CPEACTBA

Humezpaznu unxubumopu

HoimyrerpaBup BB3 ocHOBa Ha TEOpETUYHHU REZOLSTA wu nomyterpaBup
ChOOpakeHUs HE Ce 0UaKBa MOJe J1a ce M3MOoI3BaT 06e3
JIOJIyTeTpaBUp Ja TMOBJIHsIEe ajanTHpaHe Ha J1o3ara.
(hapMaKOKHHETHKATA Ha
REZOLSTA.

Panrerpasup Hsikon KITMHIYHY IPOYYBAHUS [onacrosmem epeKThT Ha

IIOKa3BaT, Y€ PAITETPABUP MOXKE
Jla IOBeJIe 10 YMEPEHO HaMaJIeHUe
B IJIa3MeHaTa KOHIIEHTpanus Ha
JlapyHaBHD.

panTterpaBup BbpPXY IDIa3MCHUTE
KOHIICHTPAIIUH Ha TapyHABHpP HE
M3TIICKIIA 1A ¢ KITHHIIHO
3HaunM; REZOLSTA u
panTterpaBup MOXe 1a ce
M3MON3BaT 6e3 ajanTupane Ha
Jo3ara.

Hykneo3uonu unxubumopu na oopamnama mpauckpunmasza (NRTI) na

HIV

Jlnmano3ua
400 mg BeTHBX THEBHO

BB3 ocHOBa Ha TEOpETUUHU
CHOOpaKEHHUs HE CE OUaKBa
MEXaHHCTUYHO B3aUMOJICUCTBHE.

REZOLSTA u nunaHo3uH MOXe
Jla ce U3Moa3BaT 0e3 ajanTupaHe
Ha J[03ara.

Koraro aunano3un ce npunara
eqHoBpeMeHHO ¢ REZOLSTA,
UTaHO3HH Ce MpHjiara Ha
Mpa3eH CToMax, KaTo TpsiOBa 1a
ce MPIJIOXKH | gac mpemu witn

2 4aca cieJ] mpreMa Ha
REZOLSTA (xo#iTo ce npuiara

C XpaHa).
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Tenodorup nuzonpoxcu™

*[IPOYYBAHETO € IMPOBECHO C
TeHO(OBUP AU30IPOKCHIT

¢bymapar

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
IUTa3MEHUTE KOHIICHTPAILlUH Ha
TeHO(OBHP.

(uHXHOMpaHe Ha P-rInKompoTenH)

REZOLSTA wu TeHOhOBHp
JHM30IIPOKCHII MOXeE Ja ce
M3MON3BaT 6e3 ajanTupane Ha
Jo3aTa.

IIpu nmpuem nHa REZOLSTA B
KOMOHHAIIHS C TCHOPOBHP
JM30IPOKCIII MOXKE J1a €
HEoOX0ANMO TIpoCIie/IIBaHe Ha
0BOpeuyHaTa QyHKIHUSA, 0COOCHO
IIPH MTAIMEHTH € TOAJIEkKAII0
CHUCTEMHO WA OBOPEIHO
3aboJsiBaHe, WM TIPH MAlUCHTH
npreMany HehpOTOKCUIHU
CpeACTBa.

Emtpunuradbun/reHodoBup

TenodoBup anapenamun <>

IIpenopbunrennara 103a Ha

anadenamun (F/TAF) Tenoposup? (F/TAF) ¢ 200/10 mg Beaubx
JTHEBHO, KOTaTO Ce M3IO0JI3Ba C
REZOLSTA.

AbaxaBup Ilopanu pa3nuyHUTE IBTUILA 32 REZOLSTA moxxe n1a ce

Emtpunurabun enuMmuHupane Ha gpyrure NRTI npuiara ¢ Te3u NRTI 6e3

JlamuByanH (eMTpHINTAaONH, TAMUBY/IVH, ajlanTupaHe Ha J03aTa.

CraBynuH CTaBYJIMH U 3UJIOBYJINH), KOUTO CE

3UI0BYANH EKCKpEeTHparT MPeIUMHO Ype3

OBOperyTe U abakaBUp, YUHTO
MeTaboJIM3bM HE € MEIUUpaH OT
CYP, ne ce ouakBat
B3aUMOJICHCTBUSA IPU TE3U
JIEKapCTBEHHU BEIECTBA U
REZOLSTA.

Henyxneo3uonu unxudoumopu Ha 00,

amnama mpauckpunmasza (NNRTI) na HIV

Edasupent

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHHUs Ce OYaKBa
edaBupeHI] 1a TOHIKH
TUIa3MEHHUTE KOHIICHTPALMU Ha
JApYHABHP H/WIH KOOUIUCTAT.
(manynupane Ha CYP3A)

EnnoBpeMeHHOTO MpuUiIoKeHne
Ha REZOLSTA wu edaBupeHI He
ce MpenophyBa.

Ta3u npenopbka e pa3nnyHa 3a
JapyHaBHp, TIOTEHIIMPAH C
putonasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKkTepHCTHKa Ha
NpOJyKTa Ha JapyHaBHp 32
MOBeYe MOJIPOOHOCTH.

ETtpaBupun BB3 ocHOBa Ha TEOpETUYHU EnHOBpEMEHHOTO NPUIIOKEHHE
CHOOpaKEeHUS ce OYaKBa Ha REZOLSTA wu eTpaBupuH HE
€TPaBUPHH J1a IOHIKU ce MpenophyBa.

IUTa3MEHUTE KOHIICHTPAILlUH Ha

JMApyHAaBHP W/WUIH KOOUIUCTAT. Ta3u npenopbKa € pa3iandHa 3a

(uapynmpane Ha CYP3A) JlapyHaBUp, IOTCHLUPAH C
putonasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
IpOAyKTa Ha JapyHaBHp 3a
TIOBEYE NMOIPOOHOCTH.

Hesupanun B®3 ocHOBa Ha TeOpeTHYHH EnHoBpeMeHHOTO NpUIIOKEHHUE

CHOOpaXEHUsI ce OYaKBa
HEBHUPAITUH 1a TOHHKH
IUIa3MEHUTE KOHIEHTPAIMY Ha
JlapyHaBHP W/UITH KOOUIIHMCTAT,
(uanymupane Ha CYP3A). OgakBa
ce REZOLSTA na noBumm
IUIa3MEHUTE KOHIEHTPAIY Ha
HEBHPAITHH.

(uaxubupane Ha CYP3A)

Ha REZOLSTA u HeBUpanuH He
ce IpenopbyBa.

Ta3u npenopbka € pasnuyHa 3a
JapyHaBHUp, MOTCHIIMPAH C
putonasup. Koncynrupaiire ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
IpOAyKTa Ha JapyHaBHp 3a
TIOBEYE NMOIPOOHOCTH.
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Punnusupun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na noumu
TIJIa3MCHUTC KOHILICHTPAIIUN Ha
PHUINIUBUPHUH.

(naxubupane Ha CYP3A)

EnnoBpeMeHHOTO MpuUiIoKeHne
Ha REZOLSTA u punnuBupHH
MOJKE J1a Ce M3M0JI13Ba 0e3
aJjanTUpaHe Ha J03aTa, Thid KaTo
OYaKBAHOTO ITOBHUILICHUC B
KOHLIeHTpaHI/II/ITe Ha
PWINHBUPUH HE CE CUUTA 3a
KJIMHHYHO 3HAYHMO.

CCRS AHTAI'OHUCTH

Mapasupok
150 mg nBa bTH THEBHO

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaKEHUS ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPALIUH Ha
MapaBUPOK.

(naxubupane Ha CYP3A)

[IpenoprunTennara no3a
MapaBupok € 150 mg nBa nbTH
JTHEBHO, KOTaTO ce Tpuiiara
eqnoBpemenHo ¢ REZOLSTA.
3a moBeue HHPOPMAIHS BIKTE
KpaTKaTa XapaKTepHCTHKa Ha
POAYKTa HA MAPaBHPOK.

ol-AZIPEHOPELHHEIITOPHU AHTATOHUCTH

Andyzo3un B®3 ocHOBa Ha TEOPETUYHH EnHOBpeMEHHOTO NpHIIOKEHHE
CHOOpaKeHUs, ce 0YaKBa Ha REZOLSTA u andy3o3uH e
REZOLSTA na noumu MPOTHUBOTIOKA3aHO (BXK.
IUTa3MEHUTE KOHIIEHTPAIlUHN Ha Touka 4.3).
andy3o3uH.
(CYP3A unxubupane)
AHECTETHLH
AnderraHmn B®3 ocHOBa Ha TeOpETHYHH CBIPTCTBAIOTO MPIIIOKEHHE C
CHOOpaKEHUs ce OYaKBa REZOLSTA Moske 1a HaJ0KH
REZOLSTA na nosumu HaMaJIsIBaHe Ha Jo3aTa Ha
IUTa3MEHUTE KOHIICHTPALIUH Ha andeHTaHWI 1 U3UCKBA
andeHTaHmII. MPOCIIeASBaHE 32 PUCKOBE OT
MPOABIDKUTETHA WK 3a0aBeHa
pecMpaTopHa ICTPECHsL.
AHTUAIIMAHU CPEACTBA
AJlyMHHHEB/Marue3nuen Bb3 ocHOBa Ha TeOpeTUYHU REZOLSTA u autHauugau
XUIPOKCH]T CHOOpaKEHHUs HE CE OUaKBa CpelcTBa MoraT Jia ce mpuiaraT

Kanmues kap6oHat

MEXaHUCTUYHO B3aUMOJICHCTBHE.

CBHIIBTCTBAINO, O€3 aanTUpaHe
Ha J03ata.

AHTUCTEHOKAPIHU/AHTUAPUTMHNYHU CPEJACTBA

Juzonupamun B®3 ocHOBa Ha TeOpeTHYHU KoraTo Te3u aHTHapUTMUYHU
dnexanHU CHOOpaXKEHUsI Ce OUaKBa CpeJ/ICTBa Ce mpuilarat
JInpgokauH (32 CHCTEMHO REZOLSTA na nosumu eqnoBpeMeHHO ¢ REZOLSTA,
TIPUIIOKEHNE) IUTAa3MEHNTE KOHIICHTPALIMY Ha ce MPenopbyUBa MOBUIICHO
MexkcnneTnH TE3W aHTHAPUTMUYHU CPEACTBA. BHHMaHHE 1 NPOCIIesiBaHe Ha
[Mponagenon (vaxubupane Ha CYP3A n/unn TepaneBTUYHUTE KOHLIEHTPALUH,
CYP2D6) aKO0 € BH3MOXHO.
Amuonapox EnHOBpEeMEHHOTO HPUIIOKEHUE
Bbenpuaun Ha aMHOJapOH, OSTPHINII,
Hponenapon JPOHEIapOH, UBAOpaIvH,
WBabpaauu XUHUJIUH WK PAHONIa31H U
XUHUIUH REZOLSTA e npoTHBOIIOKa3aHO
Panonazun (Bk. TOuKa 4.3).
Jlurokcun B®3 ocHOBa Ha TeopeTHYHN [IpenopwunTenno e

CHOOpaXEHUsI ce OYaKBa
REZOLSTA na nosumu
IUTAa3MEHNTE KOHIICHTPALIMY Ha
JIUTOKCHH.

(nHXHOMpaHe HA P-rmkomnpoTenH)

IBPBOHAYAITHO J1a CE MpHiiara
BB3MOKHO Hali-HUCKaTa J103a
JUTOKCHH TIPY TAaIlMCHTH Ha
REZOLSTA. do3ara Ha
JUTOKCHH TpsIOBa a ObJ1e
BHUMATEIHO TUTPUPAHA J10
[TOCTUTaHE HA JKEJaHUs
KJIHHUYCH e()eKT U IIPU OLCHKA
Ha ISJIOCTHOTO KJIIMHHYHO
CHLCTOSIHUE HA IAIEHTA.
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AHTUBUOTHUIIN

Knapurpomunux

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
KJIAPUTPOMHIIHH J1a TIOBHIIH
IUIa3MEHUTE KOHIEHTPAIMU Ha
JlapyHaBHp W/WIIM KOOUIKCTAT.
(naxubupane Ha CYP3A)
Konuenrpanunte Ha
KJIApPUTPOMHUIIH MOJXKE Jla ce
MIOBUIIIAT MIPY €JHOBPEMEHHO
npunoxenne c REZOLSTA.
(uaxubupane Ha CYP3A)

Tps6Ba 1a ce BHUMaBa, KOTaTo
KJIAPUTPOMUITUH ce KOMOMHHpa ¢
REZOLSTA.

IIpu maruenT ¢ 6p0pedHO
yYBpeXIaHe TpsiOBa J1a ce
HAIMpaBy CIIPaBKa OTHOCHO
IpEnophUUTEHATA 1034 C
KpaTKaTa XapaKTepUCTHKA Ha
NPOIYKTA 33 KIAPUTPOMUIIKH.

AHTUKOATYJAHTUW/HNHXUBU

TOPU HA TPOMBOLUTHATA AT'PET'AIIUA

Arnukcaban
Puopoxcaban

B3 ocHOBa Ha TeopeTHYHN
CHOOpaXKEHUS €AHOBPEMEHHOTO
npunoxenne Ha REZOLSTA ¢
Te3W aHTHUKOAryJIaHTH MOXe Ja
MTOBHIITHN KOHIICHTPALIUUTE UM
(uaxuoupane Ha CYP3A wn/unu P-
TJIUKOTIPOTEHH)

EnHoBpeMeHHOTO NpUIIOKEHHUE
Ha REZOLSTA ¢ aupektHu
MepOPAIHU AaHTUKOATYIIaAHTH
(DOAC), xouto ce
Mmetabomnm3upaTt oT CYP3A4 u ce
TpaHcnopTupart oT P-gp, He ce
[IPENopbYBa, Thi KaTO TOBA
MOJKE J1a TOBEJE 10 MOBHIIEH
PUCK OT KbpPBEHE.

Jlaburarpan erexcuiar

naburarpan erekcunat (150 mg):

Heob6xomumo € KIMHUYHO

Ezloxca6aH Z[aDVHaBI/ID/KO6I/IL[I/ICTaT Ha6J‘IIO,Z[eHI/IC 1 HaMaJIsiIBaHE Ha
800/150 mg eMHMYHA 103a: nosara, korato DOAC,
na6uratpan AUC 1 164% TpaHCTIOPTHPaH OT P-gp, HO
na6uratpad Cmax T 164% Hemetabommupan ot CYP3A4,

BKJIIOUUTEITHO Ta0uraTpaH
apYHABUD/KOOUIIHCTAT eTeKCHJIaT U eJloKcabaH, ce
800/150 mg BeAHBXK AHEBHO: Hpujiara €IHOBPEMEHHO C
naburarpan AUC 1 88% REZOLSTA.
nmadurarpad Cmax T 99%

Tuxarpenop B3 OCHOBA HA TEOPETHIHH ChIPTCTBAIIO MTPUIIOKCHAC HA
CHOOPaKEHNUS €THOBPEMEHHOTO REZOLSTA ¢ tuxarpernop e
npunoxenne Ha REZOLSTA ¢ MPOTHBONOKA3AHO (BXK.
THKarpenop MOKe Ja OBHILIH TOUKa 4.3).

KOHIICHTPALMUTE Ha TUKATrPEIIop.
(naxuoupane Ha CYP3A n/umu P-
TIIUKOTIPOTEHH)

Knonunorpen B3 0CHOBA Ha TCOPETHYHH EnHOBpEeMEHHOTO HPUIIOKEHHUE
ChOOpaKeHHs, €IHOBPEMEHHOTO Ha REZOLSTA n xiommorpen
npunoskenne na REZOLSTA ¢ He ce npenopsbusa. [Ipenoprusa
KJIOIUJIOTPE CE 0YaKBa A ce ynotpeda na apyru
OHIDKY MIa3MeHaTa WHXUOUTOPH Ha TPOMOOIIUTHATA
KOHLICHTPAIHs Ha aKTHBHUSI arperamis, KOuTo He ce
MeTaBoJIUT Ha KIOMHOTPEN, noenusBat ot CYP unxubupane
KOETO MOJK€ J1a HaMaJlu WM HHIYKIHS (Hamp.
AHTHTPOMGOLMTHATA MY npacyrpen) (Bx. Touka 4.3).
aKTUBHOCT.

Bapdapun BB3 ocHOBa Ha TeOpeTUUHU IIpenopbusa ce

cpobpaxenust REZOLSTA moxe
J1a TIOBJIMSIE TIIIa3MEHHUTE
KOHLICHTPALIMK Ha Bap(hapuH.

MEKTyHAPOTHOTO
HOPMAJIM3UPAHO CHOTHOIICHUE
(INR) ma ce mpocieasiBa, KOraTo
BapdapuH ce KOMOMHUpA C
REZOLSTA.
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AHTHUKOHBYJICAHTH

Kapbamazenun BB3 ocHOBa Ha TEOpETUYHHU EnHOBpEMEHHOTO NPUIIOKEHHE

denobapburan CHOOpaKEHUs CE OYaKBa TE3U Ha REZOLSTA u Te3u

DeHuTonH AQHTUKOHBYJICAHTH /1a TIOHIKAT AQHTUKOHBYJICAHTH €
IUTa3MEHUTE KOHIICHTPAILlUH Ha MIPOTHBOIOKA3aHO (BXK.
JApyHABUP WU/WJIA KOOUIUCTAT. Touka 4.3).
(manynmpane Ha CYP3A).

Kionazenam BB3 ocHOBa Ha TEOpETUYHHU IIpenopbuBa ce KIMHUYHO
CHOOpaXEHUsI ce OYaKBa npociesBaHe, KoraTo
REZOLSTA na nosumu REZOLSTA ce npunara
KOHILICHTPAIIMHTE Ha KJIOHA3eTaM €/THOBPEMEHHO C KJIOHA3eTIaM.
(uaxubupane Ha CYP3A)

AHTUJENPECAHTHU

Pactutennu nobaBku
JKbaT kaHTapuOH

B®3 ocHOBa Ha TEOpETHYHU
CHOOPAXKEHUSI CE 0UAKBA KBIITHUSIT
KaHTAPHOH J1a TIOHUKU
ITa3MEHUTE KOHIICHTPAIIUH Ha
JMApyHABHUP W/WIA KOOUIUCTAT.
(manymupane Ha CYP3A).

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha XBJIT KAaHTApHOH U
REZOLSTA e npoTHUBONOKa3aHO
(Bk. Touka 4.3).

ITapokcetun
CepTpanuu

AMUTPUNTHINH
Je3unpamun
Nmunpamun
Hoprpunrunux
Tpazonon

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noBumu
IUTAa3MEHNTE KOHIICHTPALIMY Ha
TE3U aHTHAEIPECAHTH.
(naxubupane Ha CYP2D6 n/nmn
CYP3A)

[MpenBapuTenHn naHHYU 3a
JlapyHaBHp, HOTCHIMPAH C
pUTOHABHp, 0Oaye MoKa3BaT
MOHIDKEHUE B TUIA3MEHUTE
KOHLICHTPAI[MH Ha Te3U
AHTHJCTIPECAaHTH (HEU3BECTCH

MCX&HHS’LM); TOCJICAHUAT MOXEC na

€ crenu(puIeH 32 pUTOHABHP.

Bb3 0cHOBa Ha TEOPETUYHH
CHOOpaKEHHS CE OUaKBa
REZOLSTA na nosumu
TUIa3MEHHUTE KOHIICHTPALMU Ha
TEe3H aHTHACTIPECAHTH.
(uaxubupane Ha CYP2D6 u/nnn
CYP3A)

AKO Te3M aHTHIETIPECaHTH
TpsiOBa J1a ce mpuiarar ¢
REZOLSTA, ce npeniopbuBa
KJIMHUYHO TIPOCIIeISIBAHE U
MOXeE /1a € HAJIOXKH aJanTHpaHe
Ha 7103aTa Ha aHTU/IETPECaHTA.

AHTUIMABETHHU CPEACTBA

Metdopmun

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noBurmiu
TIJIa3MCHUTC KOHLICHTPAIIUN Ha

IIpenopbuBa ce BHUMATEIHO
IIpOCJeNsBAHE HA NALIUEHTUTE U
aJlariTUpaHe Ha J103aTa Ha
MET(GOPMHUH NPH MAIUCHTH,

MET(POPMHUH. kouto npuemMaT REZOLSTA.
(naxubupane Ha MATE])
AHTHEMETHLHA
Jlomnepunon He e nmpoyueno. EnHOBpEeMEHHOTO NPHIIOKEHHUE

Ha nomnepunon ¢ REZOLSTA e
MPOTHBOMOKA3aHO.
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AHTUMHUKOTHIH

Knorpumazon
DykoHa30I1
Htpakonason
N3aBykoHa30m1
ITocakonaszon

Bopukonason

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
Te3U aHTUMHKOTHIIU, KaKTO U
IUIa3MEHUTE KOHIEHTPAIMY Ha
JApYHABHP W/WIH KOOUITUCTAT
MOXe€ J1a Ce TIOBHIIAT IIPH
ynoTpeba Ha TE3M AaHTUMHUKOTHIIH.
(vaxuoupane Ha CYP3A n/ummn
nHxuOupane Ha P-gp)

KoHuenTpanuure Ha BOPUKOHA30J1
MOXCEC J1a CC IMOBHIIAT HUJIH
TIOHMKAT NP €ATHOBPEMECHHO
mpunoxenne ¢ REZOLSTA.

IIpenopbuBa ce NOBUILEHO
BHUMAaHHE ¥ KIMHUYHO
HaOJIf0IeHHE.

Koraro e Heob6xoaumo
€IHOBPEMEHHO NPIIIOKEHHE,
JHEBHATa J103a UTPaKOHA3HI HE
TpsibBa na HamxBepist 200 mg.

Bopukona3zon He Tps6Ba 1a ce
kombunmpa c REZOLSTA,
OCBEH aKO OLICHKAaTa Ha
CHOTHOLICHHETO T10JI33/PUCK HE
OllpaBJiae MPHIOKEHUETO My.

AHTUIIOJATPO3HM JIEKAPCTBA

Konxunun

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaXEHUsSI ce OYaKBa
REZOLSTA na nosumu
IUTAa3MEHNTE KOHIICHTPALIMY Ha
KOJIXUIIMH.

(naxuoupane Ha CYP3A n/umu P-
TIIUKOTIPOTEHH)

[IpenopwuBa ce HamalnsBaHe Ha
J103aTa Ha KOJIXUIMH HJIH
IPEKbCBAHE Ha JICYEHHETO C
KOJIXWIIMH TIPH HallMeHTH C
HOpMalTHa ObOpeYHa M
yepHOIPOOHA (PYHKIHS, aKO €
HEoOX0ANMO NPHUIIOKEHHE Ha
REZOLSTA.

KomOuHalmsTa Ha KOJIXUIMH 1
REZOLSTA e npoTuBOnOKa3aHa
IIpY HanyeHTH ¢ OB0peuHo unn
4epHOAPOOHO yBpexkaaHe (BXK.
Touka 4.3).

AHTHUMAJIAPUIHU CPEJICTBA

Apremerep/mymedanTpuH

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUS ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPALIUH Ha
TyMe(paHTPHUH.

(naxubupane Ha CYP3A)

KomoOunarusara na REZOLSTA
U apTeMeTep/TyMepanTpuH
MOXe J1a ce Tpuiara 6e3
aJanTHpaHe Ha J103aTa; BCE IMaK
Mopay MOBUIIABAaHE Ha
EKCIIO3HIIUATA HA TyMe(aHTpHUH,
KoMOWHanmsATa TpsOBa 1a ce
M3II0JI13Ba C IOBHUIIIEHO
BHHMAaHHE.

AHTUMHUKOBAKTEPUAJIHU CPEACTBA

Pudammunun

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUs Ce OYaKBa
pudamMnuH 1a MOHMWXU
IUIa3MEHUTE KOHIEHTPAIMY Ha
JApYHABHP H/WIH KOOUIUCTAT.
(uapynmpane Ha CYP3A)

Kombunupanero Ha
pudammuie 1 REZOLSTA e
MIPOTHBOIIOKA3aHO (BXK.

Touka 4.3).
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Pucgabytun
Pucdanentun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs CE OYaKBa TE3U
AHTHUMHKOOAKTEpHaIHU CPEICTBA
Ja IMMOHUXAT IIJIa3MCHUTEC
KOHIIEHTpAIIUN Ha TapyHaBUDP
W/WAIU KOOUITUCTAT.

(manynupane Ha CYP3A)

He ce npenopruBa
€/IHOBPEMEHHOTO HPUIIOKECHHUE
Ha REZOLSTA ¢ pudabyrtun u
pudaneHTHH. AKO €
HE00X0IMMO KOMOMHHUPAHETO
UM, TIpENOpbYUTENIHATA 1032 Ha
pudadytun ¢ 150 mg Tpu mpTH
CEIMHYHO B OTIPEAEICHH THU
(HanpuMep MOHeIeITHUK-CPsIa-
nersk). [Ipernoprusa ce no-
CTPHUKTHO TPOCIIEASBAHE 32
CBBp3aHU ¢ puadyTHH
HE)KeJIaH! peaKiny,
BKJIFOUUTEITHO HEYTPOIICHUS U
YBEUT, IOPaH OYaKBaHO
MOBUILIABAHE Ha CKCIIO3MIUITA
Ha pu¢aldytun. He e mpoyueHo
JIOI'BJIHUTEITHO MTOHM)KaBaHEe Ha
nmo3ara Ha pudadytun. TpsoBa
Jla ce MMa Ipe/IBU, Ye IpHueM
JIBa TBTH CEAIMHUYHO HA /1034 OT
150 mg MoXxe 1a He OCUTYpH
ONITHMAJTHA EKCIIO3ULNS Ha
pudaldyTuH, KOETO BOJH 0 PUCK
OT PE3UCTEHTHOCT KbM
pudaMHUIIIH 1 HEYCIIEeX Ha
nedenuero. TpsaOBa na ce
00BpHE BHUMaHUE Ha
oHIIHATHUTE TPETOPHKH 32
MPaBIJIHO JICYCHNE Ha
TyOepkyno3a mpu HIV
MH(EKTUpaH! TAIEeHTH.

Ta3u npenopbka € pa3nmuyHa Ipu
JapyHaBHp, TIOTEHIIMPAH C
putonasup. Koncynrupaiire ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 32
MOBeYe MOIPOOHOCTH.

AHTHUHEOIIJIACTUYHMU CPEJACTBA

Jlazatuuu6
Humoruuno
Bunobmnactun
Bunkpuctun

EBeponumyc
Hpunorekan

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPALIUH Ha

TE31 aHTUHCOIUIACTUYHHU CPCACTBA.

(naxubupane Ha CYP3A)

KoHuenTpauuure Ha T€34
JIEKapCTBEHH MPOTYKTH MOTaT Ja
ce MOBUIIAT IIPH SAHOBPEMEHHO
npunoxenue ¢ REZOLSTA,
BOJICIIO JI0 EBEHTYATHO
YBEIIMYaBaHE HA HEXKCIAHUTE
CHOUTHS, KOUTO 00MYAiHO ce
CBBP3BAT C TE3U JICKAPCTBEHU
MIPOIYKTH.

Heob6xoanmMo e moBuIeHo
BHUMaHHUE TP KOMOMHUPAHETO
Ha BCSKO OT TE€3U
AHTUHEOIJIACTHYHU CPEJICTBA C
REZOLSTA.

CpIbTCTBAILO MPUIOKEHNAE HA
€BEpOJIMMYC MJIM UPHHOTEKAH U
REZOLSTA =He ce npenopbuba.
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AHTUIICUXOTUHHW/HEBPOJIEITUIIN

[lepdenazun BB3 ocHOBa Ha TEOpETUYHHU IIpenopbuBa ce KIMHUYHO
Pucnepunon CHOOpakeHUs ce OYaKBa IpocieAsBaHe IPH
Tuopunazux REZOLSTA na noumu €THOBPEMEHHO MPUIIOKEHUE Ha
IJIa3MEHUTE KOHLIEHTPALUK Ha REZOLSTA, nepdenaszum,
Te3W HEBPOJICTITUIIH. PHUCTIEPUIOH WIN THOPUAA3HH.
(uaxubupane Ha CYP3A, 3a Te3u HEeBPOJICTITHIIN 1A ce
CYP2D6 w/unu Ha P-gp) oOMHCII HaMalIsIBaHE Ha J103aTa
Ha HEBPOJICNITHKA TIPH
€/IHOBPEMEHHO MPUIIOKEHHUE C
REZOLSTA.
Jlypasunon KomOunanmsTa Ha Typa3uioH,
IMumoznng MTUMO3HU]I, KBETHAIIUH HITH
CepTuHIO0N ceprurnon u REZOLSTA e
Ksetnanun MPOTHBOIIOKAa3aHa (BXK.
Touka 4.3).

BETA-BJIOKEPU

Kapsenunon
Mertomnpoion
Tumonon

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUTA3MEHNTE KOHIICHTPALUY Ha
Te3u Oera-0oKkepy.
(uaxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
MpOCIIeAsBaHe TIPU
€IHOBPEMECHHO TPIIIOKCHHIE Ha
REZOLSTA c Gera-610Kkepu n
TpsiOBa 1a ce OOMUCIH TTO-HHUCKA
J103a Ha OeTa-0Jokepa.

BJOKEPU HA KAJINUEBUTE KAHAJIN

AMIIOIUIINH
Jmnrunazem
denoaunun
Huxapaunun
Hudemunun
Bepanamun

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaKEHUS ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPAILlUH Ha
Te3u OJOKEepH Ha KaJINEBUTE
KaHaJIu.

(uaxubupane Ha CYP3A n/unu
CYP2D6)

[IpernoppuBa ce KITHHAYHO
MpOoCIeIIBaHe Ha
TepaneBTHIHUS e()eKT U
HEeXelaHUTe peakiiu, KOTaTo
TE3H JIeKapcTBa ce Ipuiarat
eqHoBpemenHo ¢ REZOLSTA.
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KOPTUKOCTEPOUAN

Koptuxocreponnu,
MeTa0OIN3UPAHU TIPEIUMHO Upe3
CYP3A (BKITIOUHUTEITHO
OetameTrasoH, Oy1e30HuU],
(GiyTHKa30H, MOMETa30H,
MIPETHU30H, TPHAMITUHOJIOH).

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
TIJIa3MCHUTC KOHILICHTPAIIUX Ha
Te3U KOPTHKOCTEPOHIH.
(naxubupane Ha CYP3A)

CeIrpTCTBAIIATa yIIOTpeOa Ha
REZOLSTA u
KOPTHUKOCTEPOU TN (BCHUKH
IBTHUIIA Ha BBEXKAAHE), KOUTO
ce metabonmzupar upe3 CYP3A,
MOXeE J1a YBEJIUUU PHCKa OT
pa3BHUTHE Ha CHCTEMHH
KOPTHKOCTEPOUIHU e(heKTH,
BKJIFOYMTEIIHO CHHAPOM Ha
Cushing n HanOBOpeuHa
cynpecus.

He ce npenopruBa
€THOBPEMEHHO TIpHJIarane ¢
KOPTHKOCTEPOHIH, KOUTO CE
Mmetabommsupat upe3 CYP3A,
OCBEH aKo MOTEHI[MAIHATA 10134
3a MaIMeHTa MpPeBHIaBa prcKa,
B KOMTO Cily4ail mauueHTuTe
TpsiOBa a ce HaOIrOAaBaT 3a
CHUCTEMHH KOPTUKOCTEPOUIHU
e(eKTH.

Tps6Ba na ce obmucIn
ynotpebara Ha alTepHATUBHU
KOPTHKOCTEPOUIH, KOUTO Ce
MeTa0oIM3UpaT B MO-HUCKA
crenied upe3 CYP3A, Hamp.
OEKJIOMETa30H, 0COOEHO 3a
JBIITOCPOYHA YIIOTpeba.

JlexcaMeTa3oH (3a CHCTEMHO
MIPUIIOKCHUE)

Bb3 0CHOBa Ha TEOPETUYHH
CHOOpaKEHHS CE OUaKBa
JEKCAMETa30H (32 CHCTEMHO
NPUIOKCHUE) 1a TOHWKU
TUIa3MEHUTE KOHLICHTPALUH Ha
JApYHABHP H/WIH KOOUIUCTAT.
(manynmpane Ha CYP3A)

JexcaMeTa3oH 3a CHCTEMHO
NpHJIoKeHUe TpsIOBa aa ce
U3II0JI3Ba BHUMATEIHO, KOTaTOo
ce komObuHnpa ¢ REZOLSTA.

EHJOTEJIMH-PEILIEITOPHHU A

HTATOHUCTHU

Bos3enran

BB3 ocHOBa Ha TEOpETUYHU
choOpakeHus ce 04akBa OO3EHTaH
J1a TIOHMKH TUTa3MEHNTE
KOHIICHTPAIIUH Ha TapyHABHP
/WU KOOHUITUCTAT.

(manynupane Ha CYP3A)

OuakBa ce REZOLSTA na
IMOBHUIIH [IJIA3MEHUTE
KOHIICHTPAIlM! Ha O03CHTAH.

EnnoBpeMeHHOTO MpuIoKeHne
Ha REZOLSTA c 6o3eHTan He ce
MpernopbyBa.

(uaxubupane Ha CYP3A)
AHTHUBUPYCHHU CPEJICTBA, IMPEKTHO JEMCTBAIIIA HA BUPYCA HA XEITATHUT C
(HCV)
NS3-44 unxudbumopu
En6acBup/rpazonpeBup B®3 ocHOBa Ha TeopeTHYHN CorpTeBammara ynorpebda Ha

crobpakenus REZOLSTA moxe
Jla TIOBUIIK CKCIIO3UITHATA Ha
Ipa3ompeBUp.

(OATPI1B u CYP3A unxubupane)

REZOLSTA u
enbacBup/rpa3onpeBup e
MIPOTHBOIOKAa3aHa (BXK.
Touka 4.3).

18




I'mexanpeBup/mudpeHTa3Bup

BB3 ocHOBa Ha TEOpETUYHHU
crobpakenuss REZOLSTA moxe
J1a IMTOBUIIH €KCIIO3UIIHMATA HA
TJIEKalpEeBUp U THOPEHTAa3BUP.
(P-gp, BCRP w/unun OATP1B1/3
nHXHOUpaHe)

He ce npenopruBa
€/IHOBPEMEHHO MpHUIIaraHe Ha
REZOLSTA ¢

TJIeKanpeBUp/ TUOPEHTA3BHD.

HMG Co-A PEAYKTA3ZHU UHXUBUTOPHU

ATOpBacTaTHH
®dnyBacTaTHH
IMuTtaBactaTux
[IpaBacTatun
PozyBactatun

JloBacTatun
CuMBacTaTUH

ATtopacrtatuH (10 mg BeAHBX
JTHEBHO):

atopBactaTu AUC 1 290%
atopBacTaTHH Cmax T 319%
artopBacTaTUH Cmin ND

Poszysacratun (10 mg BenHBX)
JTHEBHO):

posyBactatud AUC 1 93%
po3yBacTatuH Cmax T 277%
po3yBactatut Cpin ND

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaXEHUsSI ce 0YaKBa
REZOLSTA na nosumu
IUTA3MEHNTE KOHIICHTPALIMY Ha
(uryBacTaTHH, MNTaBACTATHH,
IIpaBacTaTHH, JIOBACTaTHH U
CHUMBAaCTATHH.

(uaxuoupane Ha CYP3A n/unu
TpaHCTIOPTa)

CrIrpTCTBAIIATA YyIIOTpeOa Ha
HMG Co-A penyxrasuu
uaxuouropn 1 REZOLSTA
MOXeE /1a TIOBHIIH TIa3MEHUTE
KOHLICHTpPAIX Ha
JIMITUIOTIOHM>KABAIIATE
CPE/ICTBA, KOETO MOJKE Ja IOBEIe
JI0 HeXKEJIaHU PEaKIy KaTo
MHOIATHS.

Koraro e Heob6xoaumo
npuioxenne Ha HMG Co-A
peayKTa3HH HHXHUOUTOPH U
REZOLSTA, ce npenopsyBa 1a
ce 3all0vHe ¢ Hali-HUCKaTa /103a
Y BB3XO/ISIII0 TUTPUPAHE JI0
JKEJIaHUS! KITMHNYEH e(eKT ¢
€/IHOBPEMEHHO MpOCIesiBaHe Ha
6e3omacHoCTTA.

CrIrpTCcTBaINA yIIOTpeOa Ha
REZOLSTA c noBacTaTtuH
CHMBACTaTHH €
MPOTHBOIIOKAa3aHa (BXK.
Touka 4.3).

JIPYTH JTUNHWJIOMOIU®ULUPAIIU CPEJICTBA

Jlomuranun

B®3 ocHOBa Ha TCOPCTUYHU
CLO6pa)K€HI/IH C€ O4YaKkBa

EI[HOBpeMeHHOTO MIPUIIOKCHUEC €
IMPOTHUBOIIOKA3aHO (B)K.

REZOLSTA na nosumu Touka 4.3)
EKCIO3UIMATA Ha JIOMUTAITU/L TIPH
€IHOBPEMEHHO MPWIIOKEHUE.
(uaxubupane Ha CYP3A)
H>-PEHHEIITOPHU AHTAI'OHUCTH
Humeruann BB3 ocHoBa Ha REZOLSTA wmoxe na ce
daMoTUIUH TEOPETUYHUCHOOPAKECHUS HE Ce npuiara B kombunarms ¢ H2-
Huzatunua 0YaKBa MEXaHUCTUIHO peLenTOpHA aHTarOHUCTH 0e3
Panutuaun B3aMMOJICHCTBHUE. aJanTUPaHe Ha 103aTa.
NMYHOCYIIPECOPH
uxnocnopun Bb3 ocHOBa Ha TeOpeTUYHU B cnyuait Ha eqHOBpeMEHHO
Cuponumyc CHOOpaXEHUsI ce OYaKBa NpWIOKEHNE TPsAOBa 1a Oblie
Taxponumyc REZOLSTA na nosumu IIPOBEKAAHO TEPAIIEBTUYHO
IUTAa3MEHNTE KOHIICHTPALIMY Ha JIEKapCTBEHO MOHUTOPUPAHE Ha
TE3U HUMYHOCYIIPECOPH. UMYyHOCYIIpecopa.
(naxubupane Ha CYP3A)
EBeponumyc CeropreTBama ynorpeba Ha

eBeponumyc u REZOLSTA ne
ce MPenophyBa.
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NHXAJIATOPHHU BETA ATOHUCTH

Canmetepon

BB3 ocHOBa Ha TEOpETUUHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
TIJIa3MCHUTC KOHILICHTPAIIUX Ha
caMeTepo.

(naxubupane Ha CYP3A)

CrIrpTCcTBaIA yIIOTpeOa Ha
canmetepon u REZOLSTA He ce
npenoppuBa. KomOunamnmsra
MOJKE J1a TOBEJIE JI0 MTOBUIICH
PHCK OT CHPACYHO-CHIOBO
HEeXellaHO CHOUTHE CBBP3aHO
CHC CAIIMETEPOJI, BKIIIOUNTEITHO
yabibkaBane Ha QT-uHTepBana,
HaJIHUTalud U CHHYCOBa
TaxXUKapausl.

HAPKOTUYHU AHAJITETUHIIU/JIEHEHUE HA ONMOUJIHA 3ABUCUMOCT

Bynpenopdun/Hanokcon

B®3 ocHOBa Ha TeopeTHYHN
cpobpaxenust REZOLSTA moxe
J1a TIOBHUIIY TIJIa3MEHHUTE
KOHIICHTpAaIUH Ha OynpeHophuH
u/vnn HopOynpeHophuH.

Moxe 1a He € HeoOX0ANMO
KOpHUTHpaHe Ha J103ara
OympeHopdUH, KOTaTo ce
npuJiara eJHOBPEMEHHO C
REZOLSTA, HO ce nmpenopbyBa
BHUMATEJIHO KIMHUYHO
HaOJroIeHUe 3a IPHU3HAIM Ha
OIMOU/IHA TOKCUYHOCT.

Metanox B®3 ocHOBa Ha TeoOpeTHYHH Koraro ce 3anousa
cpobpaxenust REZOLSTA moxe €IJHOBPEMEHHO IIPUIIOKEHUE C
7a TTOBUIIHM IJIa3MEHUTE REZOLSTA, He ce n3ucKBa
KOHIIEHTPalii Ha METa/I0H. KOpUTHpaHe Ha Jj03aTa Ha

METAJIOH.
IIpu napyHaBup, NOTEHIMPAH C IIpenopbuBa ce KIMHUYHO
PHUTOHABHP, ce HAOII01aBa JIEKO pocieasBaHe, Thi KaTo
MTOHMKaBaHEe Ha IIa3MEHUTE MOBPIKAIIOTO JICICHHE TIPH
KOHIICHTPAIIMH HA METaI0H. HSKOM MAIlMEeHTH MOJXKe /1a
KoncynTupaiite ce c kpaTkara M3UCKBA KOPEKIIHUA.
XapaKTepUCTHKA Ha ITPOAyKTa Ha
JlapyHaBHp 3a OBEUYE
moIpoOHOCTH.

deHTaHUI B®3 ocHOBa Ha TeOpeTHYHH [IpenopbuBa ce KITMHUYHO

OKCUKOOH cpobpaxenust REZOLSTA moxe IIPOCJICAABAHE IIPU

Tpamanon Jla YBEJIUYH MIa3MEHUTE €IHOBPEMEHHO MPHIOKEHHUE Ha

KOHLICHTPALIMU HA TE3H
AHANTeTHIIH.

(uaxubupane Ha CYP2D6 u/nnn
CYP3A)

REZOLSTA c Te3u aHaATeTHIH.

ECTPOT'EH-BABUPAHU KOHTPALIEIITUBU

Hpocnupenos (3 mg BeIHBK
JTHEBHO)

Eturunecrpammon (0,02 mg
BEIHBK THEBHO)

Hoperunapon

npocruperod AUC 1 58%
JIpocUpeHOH Cmax T 15%
JgpocupeHOoH Cmin ND

etnHunectpaguon AUC 4 30%
ernamnecTpagiol Cmax ¥ 14%
etnHUAeCTPaguon Cmin ND

B®3 ocHOBa Ha TeopeTHYHN
cpobpaxenust REZOLSTA moxe
J1a TIOBJIMSIE TIIIa3MEHHUTE
KOHLIEHTPALMH Ha HOPETHHIPOH.
(naxubupane Ha CYP3A,
unayupane Ha UGT/SULT)

IIpenopbuBar ce anTepHaTUBHU
WM JOMBIHATEITHI
KOHTPAIICTITUBHU MEPKH, KOTaTO
KOHTpaLENTHBH Ha 0a3aTa Ha
SCTPOTCHH Ce IpuiaraT
eqnoBpemenHo ¢ REZOLSTA.
[ManueHTKATE, N3MTON3BAIIH
ECTPOTCHH KaTO
XOPMOHO3aMECTHTEITHA TePaIus,
TpsiOBa J1a ce mpoCIIeasIBaT
KIMHUYHO 3a TIPU3HAIM Ha
€CTPOTCHOB JAC(UIINT.

Korato REZOLSTA ce mpuiiara
€THOBPEMEHHO C TIPOAYKTH,
CBHABPKAITN IPOCIIUPEHOH, Ce
MpernopbyBa KIMHIHYHO
MPOCIICASBAHE TTOPAIH
MOTCHITNAN 33 XUIICPKATUCMUSL.
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OIMMONJHU AHTATOHUCTH

Hamnokceron

He e npoyueHo.

EnnoBpeMeHHOTO MpuUiIoKeHne
Ha REZOLSTA u Hajmokceroi e
MIPOTHBONOKA3aHO.

NHXNUBUTOPU HA ®OCPOINECTEPA3A THUII 5 (PDE-5)

3a JeueHne Ha ePEeKTHUITHA

JTUChHYHKITUS
Cungenadun
Tanganadpun
Bapnenagun

ApaHagun

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIEHTPAIMY Ha
te3u PDE-5 naxuburopu.
(naxubupane Ha CYP3A)

CeoprATBaIIA yIIOTpeba Ha
naxuburopu Ha PDE-5 3a
JICYCHUE Ha EPEKTHIIHA
nuchynakius ¢ REZOLSTA
TpsiOBa J1a ce M3BBPIIBA C
MOBHIICHO BHUMaHHE. AKO UMa
MOKa3aHUs 33 CHITBTCTBAIIO
npunoxenue Ha REZOLSTA
cbe cuiaeHadw, BapacHa(ua
WK Taganad i, IpernopbraBa ce
cungeHad i aa 0b1e B
eIMHUYHA 1033, HeHaIXBbPIIALIA
25 mg 3a 48 yaca, BapaeHadun
na Oblie B eqUHUYHA 1034,
HEHAAXBBHPIAIIA 2,5 mg 3a

72 4daca, a Taganagui ga Op1e B
eIMHUYHA J1032, HCHAIXBHPIIAIIA
10 mg 3a 72 vaca.

Kombunanmsta ot aBanadui u
REZOLSTA e npoTuBONOKa3aHa
(Bk. Touka 4.3).

3a neyenue Ha 6emoapodHa

apTepUaiHA XUIIEPTOHUS
Cunaenadun
Tanganadun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
te3u PDE-5 uaxuburopu.
(naxubupane Ha CYP3A)

He ¢ ycranoBeHa Oe3omacHa u
e(heKTHBHA 71032 CHIIAeHADIT 32
nedeHue Ha 6eroapooHa
apTepuaHa XUIICPTOHUS,
MPUJI0KEHA CITHOBPEMEHHO C
REZOLSTA. CpiiectByBa
MOBUIIICH MOTEHIHAT 32
HEXeNIaH!U ChOUTHS, CBhP3aHH
chbe cHIIeHaGWIT (BKIFOUYUTEITHO
3PUTEITHH CMYIICHUS,
XUIIOTOHUSI, YIBIDKEHA ePEeKIINs
U CHHKOII). 3aTOBa
€IHOBPEMCHHOTO IPUIIOKCHHE
Ha REZOLSTA u cungenagwun,
M3IT0JI3BaH 3a JICUCHUE Ha
OenonpoOHa apTepraiHa
XHUIEPTOHHUS, €
MPOTUBOIOKA3aHO (BIXK.

Touka 4.3).

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha Tajanadui 3a JieueHue Ha
OemopoOHa XUTIEPTOHUS C
REZOLSTA He ce mpenopbuBa.

NHXUBUTOPU HA ITPOTOHHATA ITIOMITA

Jlekcnanzomnpa3zoin B53 ocHoBa Ha REZOLSTA moxe na ce
E3omemnpazon TEOPETUYHUCHOOPAKEHUS HE Ce Ipuiara eJHOBPEMHHO C
Jlan3onpason 04aKBa MEXaHUCTUYHO WHXUOWTOPH Ha IPOTOHHATA
Owmemnpa3zon B3aUMO/JICHCTBUE. nomria 0e3 Kopurupane Ha
[TanTonpazon Jlo3ata.

PaGemnpazon
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CEJATUBHU/CBHOTBOPHU CPEJICTBA

Bycniupon

Knopazenar

Jlnazenam

Ecrazonam

dnypazenam

Mpunazonam (3a mapeHTepasHo
MIPUIIOKCHUE)

3onnuaeM

Munasonam (3a mepopajtHo
MIPUIIOKCHUE)
Tpuazonam

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
Te3U CelaTHBHN/CHHOTBOPHH
CpelcTBa.

(naxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
IpocieAsBaHe IPH
€IHOBPEMEHHO NPHIOKCHHUE Ha
REZOLSTA c Te3n
CellaTHBHH/CHHOTBOPHU
cpelcTBa U OOMUCIISIHE Ha TI0-
HHCKa J1032 Ha
CellaTHBHUTE/CHHOTBOPHUTE
CpeACTBa.

EnHOBpEeMEHHOTO PHIIOKEHHUE
Ha REZOLSTA u napeHTepanHo
MPUIIOKEH MHUIa30JIaM TpsiOBa ga
C€ M3BBPILBA C TIOBHUIICHO
BHHMaHHE.

Axo REZOLSTA ce mpunara
€/IHOBPEMEHHO C MapeHTEPaTHO
MPWIOKEH MHIIA30J1aM, TOBa
TpsiOBa J1a ce HAPaBH B
WHTEH3UBHO WJIH TOJOOHO
OTJICNICHIE, KOETO OCHTYPsIBA
CTPOTO KIIMHUYHO TIPOCICIIBAHE
U NOAXOISAII0 MEIUIIMHCKO
JICYEHHE B CIIydail Ha
pecnuparopHa Aenpecust W/ uim
HPOIBIDKUTENHO CeIUpaHe.
TpsiOBa na ce 0OOMUCTH KOPEKIIUS
Ha JTo3aTa Ha MU/Ia30J1aM,
0co0eHO aKo ce Ipuiara rmopeye
OT e/THA JT03a MUIA30JIaM.

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha IepopajeH MAAa30J1aM I
TpuazonaM 1 REZOLSTA e
MIPOTHBOIOKA3aHO (BXK.

Touka 4.3).

JIEYHEHUE HA INIPEKJIEBPEME

HHA EAKYJIAIIA

JlanokceTun

He e npoyueHo.

EnnoBpeMeHHOTO MpuiIoKeHue
Ha REZOLSTA ¢ gamnokceTvH e
MIPOTHBONOKA3aHO.

YPOJIOI'MYHU JIEKAPCTBA

de3zotepoauH
Conudenara

He e npoyueHo.

Ja ce mpunara ¢ moBUIIEHO
BHUMaHUE. Jla ce npocnenssa 3a
HEXKETaH! PEaKIiH 10
OTHOIICHHE Ha (Pe30TepoIuH U
comudeHanuH. Moxe 1a e
HE00XOIMMO TIOHM)KaBaHE Ha
nmo3ara Ha (he30TepoarH U
conQeHaIIH.

4.6 DepruanTer, OPeMEHHOCT U KbpPMeHe

BpemeHHocT

He ca npoBexianu aJeKBaTHU U J00pe KOHTPOIHUPAHU MPOYUYBAHUS C TAPyHABUP WIIA KOOUIIUCTAT
npu OpeMeHHH keHu. [IpoyyBaHusTa MPH )KUBOTHU HE TIOKA3BAT MPEKH BpeIHU e(hEKTH 110
OTHOIIIEHUE Ha OpEMEHHOCTTa, EMOPHUOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKAAHETO U TIOCTHATAIHOTO

pasBuTHE (BX. Touka 5.3).
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Jleuenueto ¢ napynasup/kooumucrat 800/150 mg no Bpeme Ha OpeMEHHOCT BOJH IO HUCKa
EKCIO3UIMS Ha TapyHaBUP (BX. TOUKa 5.2), KOETO MOXKE /1a Ob/ie CBBP3aHO C MOBUIIIEH PUCK OT
HEeycIleX Ha JICYeHHETO U TIOBUIIIEH pUCK OT IpefaBane Ha HIV na nerero. [lopaau ToBa Ta3u
KOMOMHAIIMA He TPsOBa Jla ce 3alouBa 0 BpeMe Ha OPEMEHHOCT, a J)KeHH, 3a0pEeMEHEIIH 110 BpeMe Ha
tepanust ¢ REZOLSTA, tpa6Ba na mpeMuHaT Ha alTepHAaTHBHA cXeMa Ha JiedeHue (BX. TOUkH 4.2 u
4.4).

Kopmene

He e u3BecTHO nany napyHaBUp WIKM KOOHIIUCTAT Ce EKCKPETUpAT B KbpMaTa. [IpoyuBanus mpu
TUTHXOBE MOKA3BaT, Ue IApyHaBUP C€ eKCKPETHPA B MIIIKOTO | Tipu Brcoku HuBa (1 000 mg/kg
JHEBHO) BOJIH O TOKCUYHOCT B MOTOMCTBOTO. [IpoyuBanus npu ’KMBOTHU TIOKA3BaT, 4Ye KOOUIHCTAT
CE EKCKpETUPA B MILIKOTO.

[lopanu moTeHMana OT HEXXENaH! PEaKkUUy MPH KbpMaveTa, )KeHUTe TpsOBa Ja Obaar
WHCTPYKTHPAHU J1a He KbpMAT, ako npuematr REZOLSTA.

3a na ce uzberne npenasane Ha HIV Ha xbpMaueTo, ce npenopbuBa sxeHu, nHpexkrupanu ¢ HIV, na ne
KBPMST.

DepTunuTer

Hsima mannum nipu xopa 3a edekta Ha JapyHaBHUp MM KOOUIUCTAT BHPXY deprunurera. He ce
HabmroaBa eekT BepXy undrocBaHeTo WK (EpTUIIMTETA PH KUBOTHHU (BXK. Touka 5.3). B3 ocHOBa
Ha MPOYYBaHMUs IPH KUBOTHH HE C€ 0YaKBa €(EKT BHPXY YN(TOCBAHETO WK (EePTHIIUTETA C
REZOLSTA.

4.7 EdexTu BbpPXy cioco0HOCTTA 32 modupane u padéora ¢ MAIIMHA

REZOLSTA Mosxe 1a rmoBiuse B MaJIka CTEICH CIIOCOOHOCTTA 3a Io¢upaHe ¥ padoTa ¢ MallliHU.
HpI/I HAKOHU ITAITMCHTH, YHHUTO JIe4YeOHH CXEMHU BKIIOYBAT JapyHaBHup, IIpujiarad CbBMECTHO C
KOOHMIIMCTAT, ce ChOOIaBa 3a 3aMassHOCT U TOBA TPAOBA Jla c€ MMa MPEIBUJ, KOTaTo e MPEICHABa
CMOCOOHOCTTA HA MAlMeHTa J1a modupa Win 1a paboTH ¢ MaIIUHH.

4.8 Hexenanun JeKapCTBEHH PeaKINU

O06001menne Ha npoduia Ha 6E30MaCHOCT

OO6musaT npodun Ha 6e3omacHocT HAa REZOLSTA ce ocHOBaBa Ha HaJTMYHUTE JaHHU OT KIIMHUYHU
MIPOYYBAHUS C TapyHABUP, TOTCHITUPAH ¢ KOOUITUCTAT WU PUTOHABUP, C KOOUITUCTAT U OT
MOCTMAPKETHHIOBUTE JaHHU 3a JapyHaBUP/PUTOHABHP.

Toit kato REZOLSTA chabpxa qapyHaBUp U KOOUIIMCTAT, MOXKeE J]a C€ OUYaKBaT HEXEJaH! PEaKIUH,
CBBP3aHU C BCSKO €IHO OT BEILECTBATA.

Haii-yecture Hexxenanu peakuuy, CboOIIEHH B COOpHUTE AaHHU OT npoyusane GS-US-216-130

¢aza Il u B pamoro ¢ REZOLSTA B npoyuBane TMC114FD2HTX3001 ¢a3a III, ca quapus (23%),
rajgene (17%), oopus (13%) u rnaodosme (10%). Cepro3Hu HEKENaHN PEeaKIUU ca OWIH 3axapeH
nuabert, (JIeKapCTBEHA) CBPbXUYBCTBUTEIHOCT, BB3MAJIUTENICH CUHAPOM IIPH UMYHHO BBh3CTaHOBSBAHE,
00puB, cunapoM Ha Stevens-Johnson u oBpswIane. Bcuuku Te3u cepruo3HN HeXeNlaH! JIEKapCTBEHH
peakiuu ca HaOonapanu nipu eauH (0,1%) maruenT, ¢ u3knoueHue Ha oopus mpu 4 (0,6%)
MalUEHTH.

Haii-uecTute HeXeaHU peakiuy, ChOOIIECHH B X0/1a Ha MporpaMara 3a KIMHUYHO pa3paboTBaHe Ha

JApyHABUP/PUTOHABUD U KaTO CIIOHTaHHU CHOOIIEHHUS, Ca AUapHs, rajicHe, 00puB, riiaBoboue u
noBpblIane. Haii-uecTute cepuo3Hu peakuu ca octpa ObOpedHa HeAOCTaThYHOCT, HH(PAPKT HA
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MHUOKapAa, Bb3MAJIUTCIICH CUHAPOM IMIPU UMYHHO BB3CTaHOBSABAHC, TpOM6OI_II/ITOHCHI/I$I, OCTCOHCKPO3a,
Auapusi, XCIaTUT U MMUPCKCU.

B ananu3 na cenmmuna 96 npodmirst Ha Ge3omacHocT Ha AapyHaBup/putonasup 800/100 mg BeqHbXK
JHEBHO, IPUJIaraHy MPH HEJIEKYBaHU J0cera NalueHTH, € MoJ00CH Ha TO3H, KOWTO ce HabIroaBa npu
napyHasup/puronasup 600/100 mg 1Ba mbTH JHEBHO, IPWJIATaHU MIPH JIEKYBaHHU PEAH TOBA
NALMEHTH, C U3KIIIOYEHUE Ha raJIeHeTo, KOETO ce Ha0JII0aBa I10-4eCTO [IPU HEJICKYBaHU MAI[EHTH.
l'apenero npemMuHaBa C JeKa HHTEH3UBHOCT.

TabauIia ¢hC CIUCHLK Ha HEXETAHN pPCaKknnu

Hexenanute peakiuu ca n30poeHu mo cuctemo-opranau knacose (COK) u kaTeropus mo yecrora B
Tabmnuiia 2. BB Besika KaTeropHs 10 YeCTOTa HE)KETAHUTE JIEKAPCTBEHU PEAKIIMK Ce M30posiBaT B
HU3XOJIAIII PEJI IO OTHOIIICHUE HA TAXHATA CEPUO3HOCT. B 3aBUCHMMOCT OT KaTeropusTa 1o 4ecToTa,
peakuuuTe ca orpenereHn KakTo clieasa: MHOTO decTd (> 1/10), wectu (= 1/100 mo < 1/10), HeuecTn
(= 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000) u c HEU3BeCTHA YecTOTa (OT HATUIHUTE
JTaHHU HE MOXKe Ja ObJc HalpaBeHa OICHKA).

Tabmna 2 HexenaHnn peaknum ¢ AapyHABUP/KOOMIUCTAT NPH Bb3PACTHU MAIUECHTH

Cucremo-opranen kjac no MedDRA Hexenana peakuust
Kareropus mo yecrora

Hapywenus na umynnama cucmema

YCCTHU (J'IeKapCTBeHa) CBPBXUYBCTBUTCIHOCT
HCYCCTHU BB3NAJTUTCIICH CHHAPOM IIPU UMYHHO
BB3CTAHOBABAHC

Hapywenus na memabonuzma u xparenemo

YecTu aHOPEKCUs, XUIIEPXO0JIECTEPOIEMHUS,
XUMEPTPUTIINLEPUIECMHUS

HCUYECTH 3aXapeH AualeT, TUCITUITUACMUS,
XUIEPIIIMKEMUS, XUIEPIUTUAEMHUS

Hcuxuunu napywenus

4CCTHU SAPKH CbHHUIIA

Hapywenus na nepsnama cucmema

MHOTO YECTH | rnaBoGosme

Cmomawno-upesHu HapyueHus

MHOT'0 YECTH Iuapusi, TajJeHe

4eCTH NOBpBIIaHe, KOpeMHa 00JKa, pa3ayBaHe Ha

KopeMa, AUcHerncus, (haaTyaeHIus

HEYECTH OCTBp AHKPEATUT, IOBUILEHU TAHKPEACHU
€H3UMHU

Xenamobunruapnu Hapywenus

4ECTH MOBHUIIIEHU YePHOAPOOHHN EH3UMHU

HEUYEeCTU XeNmaTUT*, MUTOMUTHYCH XenaTuT™®

Hapywenus na xosrcama u nooKojicHama mvKaH

MHOI'O YECTH 00puUB (BKJIIOYUTEIHO MaKyJapeH,

MaKyJIonaInyJapeH, MamyiapeH, epUTeMeH,
cbpOA11 00pUB, TeHEpaTU3UpPaH 0OpHUB U
aJlepruyueH JepMaTuT)
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YECTH MIPYPUTYC

HEYECTH cungpoM Ha Stevens Johnson”, anrnoenem,
ypTUKApHUs
penku JICKApCTBEHA PEaKIHs ¢ CO3UHODUITUS U

CUCTEMHHU CUMITOMMU *

C HEM3BECTHA YECTOTA TOKCHYHA enuepMaliHa HeKponu3a®, octpa
reHepai3ipaHa eK3aHTEeMHa IycTyso3a*

Hapymesz HA MYCKYJHO-CKeJlemHama cucmema u CHeOUHUMENTHAMA MBKAH

4eCcTH MHAJITHS

HEYECTH OCTEOHEKpo3a*

Hapywenus na 6vopeyume u nuKoyHume nomuya

peaKu | KpucTajaHa Hedporatus*®
Hapywenus na ev3npouzsodumennama cucmema u 2opoama

HEUYECTH | runexomacTus*

Obwu napywenus u egpeKmu Ha MACHMOMO HA NPUNOHCEHUE

4eCTH | ymopa, acrenns

Hzcneosanus

9eCTH | moBHIIeH KpeaTHHNUH B KPBBTA

*
Te3u HexellaHu JICKapCTBEHH PEaklUK He ca ChOOLICHH OT ONUT IPH KIMHUYHH HPOYYBAHHS C

JTapyHaBUP/KOOHIICTAT, HO ca 3a0eNsI3aHy IIPH JICYCHUE C JapyHaBUP/PUTOHABHP U MOXKE CBIIO Jla C€ OYaKBaT IPH

JIeYCHHE C JapyHABHP/KOOUIHCTAT.

Korato ce B3emar npeaBua U JaHHUTE OT KIuHHYHOTO M3nutBaHe DRV/COBIl/emtpurradbun/Tenodoup

amadeHaMu, CHHAPOM Ha Stevens-Johnson Be3HUKBA psiako (pu 1 oT 2 551 yyacTHHIN), KOETO CHOTBETCTBA Ha

mporpaMara Ha KIMHHYHOTO u3nutBaHe DRV/rtv (Bk. ,, TeXKH KOXKHH peakuu™ B Touka 4.4)

Y mexemana peakius, ycTaHOBEHa B IIOCTMApKETHHTOBH ycinoBus. Criope] yka3aHusATa OTHOCHO Kparkara
XapaKTepUCTUKa Ha NMpoaykTa (u3xanue 2, M. centemBpu 2009 r.) yecToTaTa Ha Ta3u HEXeJlaHA PEaKUs B
MOCTMApKETUHIOBU YCJIOBHS € OIpeJIesieHa C U3MoJi3BaHe Ha ,,IIpaBuinoTo Ha 3.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Obpus

B mpoBeneHuTe KTMHUYHY IPOYYBAHUS C JapyHABUP/PUTOHABUD U apyHAaBUP/KOOMLIMCTAT OOPUBHUTE
ca MpeANMHO JIEKH 10 YMEPEHH, YECTO Ce MOABABAT NPe3 MbPBUTE 4 CEAMHUIIN OT JICUYEHHETO U
M34e3Bar C MpoAbDKaBaHe MpHUeMa Ha JIeKapcTBOTO (BK. Touka 4.4). B cOOpHUTE JaHHU OT MPOyYBaHe
C eIHO pamo, u3cieaBaimio napyHasup 800 mg BeqHBK JHEBHO B KOMOMHanwus ¢ kKobuructar 150 mg
BEJHBK THEBHO U APYTH aHTUPETPOBUPYCHU CPEICTBA, U €IHO paMO B KJIMHUYHO U3IUTBAHE, IPH
koeto ca npuinarann REZOLSTA 800/150 mg BemHbkK THEBHO U IPYTH aHTUPETPOBUPYCHU CPEJICTBA,
ce yCTaHOBsABA, ye 1,9% OT manueHTHTe ca NPeKbCHAIHN JICYEHUETO Mopaau 0OpHB.

Memaborumnu napamempu
ITo Bpeme Ha aHTUPETPOBUPYCHA TEPAIUS MOKE J]a HACTHIIM YBEIMYaBaHE HA TErJIOTO U HA HUBATa Ha
JUTHINTE | TIIF0KO3aTa B KPBBTa (BK. Touka 4.4).

Hapywenus na myckyano-ckenremnama cucmema

YBenunueHna kpeatu gochokxunaza (CPK), Muanrus, MUO3UT U PAIKO padIOMHOIH3a C€ ChOOIIABAT
npu ynorpedara vHa HIV nporeazHn ”HXUOUTOPH, 0COOCHO B KOMOWHAIINS C HYKIICO3UHU
WHXUOUTOPH Ha 0OpaTHATa TPAaHCKPHUIITA3a.

Crob1maBa ce 3a cay4ad Ha OCTEOHEKp03a, 0COOEHO NPH MALMEHTH ¢ OOIONPUETH PUCKOBHU (PaKTOPH,

HanpenHano HIV 3abonsBane nin npoIbIKUTEHO PUIIOKEHE Ha KOMOWHIpaHa
antupetpoBupycHa tepanus (CART). YUectoraTta e Hem3zBecTHa (BXK. Touka 4.4).
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Bwsnanumenen cunopom npu UMyHHO 8b3CTNAHOBABAHE

[Ipu nauuentyu, nnpexrupanu ¢ supyca Ha HIV, ¢ Texxka uMyHHa HEOCTaTHYHOCT, B MOMEHTA Ha
3armo4BaHe Ha KoMOMHHUpaHa anTuperpoBupycHa Tepanus (CART), Mmoxe a Bb3HUKHE Bb3MATUTENHA
peakiys KbM aCHMIITOMHH WM PE3UAyallH! OMIOPTIOHUCTHYHU HHpekimn. Cho0Iasa ce ChIo 3a
pa3BuTHE Ha aBTOMMYHHH HapyieHus (kato 6onect Ha Graves ¥ aBTOMMYHEH XEIaTuT); odaye
BPEMETO /10 HACTBIIBAHETO UM, KOETO CE€ ChOOIIaBa, € MO-MPOMEHINBO U TE3H CHbOUTHSA MOXKeE Ja ce
CIIy4yaT MHOTO MECEIIH CJIe] 3all0YBaHe Ha JICUCHHUETO (BXK. Touka 4.4).

Kwvpsene npu nayuenmu ¢ xemogpunusa
Nma choOiieHns 3a yBENUYCHO CIOHTAHHO KbPBEHE MPH NAIUEHTH, CTPAJIAIIH OT XeMO(HIHS, KOUTO
MoJTy4aBaT aHTUPETPOBUPYCHU MPOTEA3HU WHXUOUTOPH (BXK. Touka 4.4).

Tonusicenue Ha uzyuCLeHUs KPeAMUHUHOE KIUPBHC

YcTaHOBEHO €, ue KOOUITUCTAT MOHWKaBa M3UYHUCIICHNUS KPEaTHHUHOB KIIMPBHC B Pe3yJITaT Ha
WHXHOUpaHe Ha TyOyITHATa CeKpelys Ha KpeaTnHuHa. [{oBUIIEHnETO Ha cepyMHUS KPEaTHHUH B
pe3ynrat Ha nHXHOUpanys eekT Ha KoOUIMcTaT 0OOMKHOBEHO He HajBuinasa (0,4 mg/dl.

EdexrpT Ha KOOHIICTAT BHPXY CEPYMHUS KPEaTHHUH € M3CIIeABaH B poyuyBaHe (asa | mpu nanuenTu
¢ HopMmasiHa O0b0peuna ¢pynkuus (eGFR > 80 ml/min, n = 12) u nexo 10 ymepeHo 660peuHO
yBpexaane (eGFR:50-79 ml/min, n = 18). [IpomsiHa B U34nciieHaTa CKOPOCT Ha TIIOMEPYJIHA
(dunrparus, nzuucieHa no meroaa Ha Cockcroft Gault (eGFRcg), cripsiMo U3X01HOTO HUBO ce
Ha0JII0/1aBa B paMKHTE HA 7 THU CJIe]] 3all0YBaHe Ha JeYeHHeTo ¢ koounucrat 150 mg npu
NalueHTHTe ¢ HopManHa ObOpeuHa dynkuus (-9,9 = 13,1 ml/min) u Jeko 10 ymepeHo 6bOpedHO
yBpexxknane (-11,9 £ 7,0 ml/min). Te3u nonmwkenus Ha eGFRcg ca oOpatumu cieq npekpaTsiBaHe Ha
npreMa Ha KOOUIIMCTAT U He TIOBIUSIBAT JSHCTBUTEIIHATA CKOPOCT Ha TIIOMEPYJTHA (DHIATPALHS,
oIpezieNieHa Ype3 KIMPhHCa Ha JISKApCTBOTO COHJIA HOXEKCOIL.

B npoyuBane ¢a3za Il ¢ eano pamo (GS-US-216-130) ce nadnronasa namanenne B eGFRcg Ha
ceamuIia 2, KoeTo ocraa cradmHo 1o ceamuna 48. Cpennara nmpomsiHa B €GFRc ot nzxomHOoTO
HUBO ¢ —9,6 ml/min Ha ceamuna 2 1 —9,6 ml/min Ha cenmuiia 48. B pamoto ¢ REZOLSTA B
kiuHrnuHO n3nutBane TMC114FD2HTX3001 ¢aza 111 cpeanara npomsiHa Ha €GFRcg oT u3xoaHo
HUBO € -11,1 ml/min Ha ceaqmuua 48, a cpeanata npomsiHa Ha €GFR ystatin ¢ OT U3XOAHO HUBO €
+2,9 ml/min/1,73 m? Ha ceamuna 48.

3a roBeue I/IH(l)OpMaI_[I/IH BHMIKTC KpaTKaTa XapaKTCPUCTHUKA HA IIPOAYKTA 3a KO6I/ILII/ICTaT.

IlequaTpuyna momyJaanus

BezonacHocTTa Ha fapyHaBUpP B KOMOMHAIMS ¢ KOOUIMCTAT € OLICHEHA B KIIMHUYHO U3ITUTBAHE
GS-US-216-0128 mpu roHOIIN ¢ BUPYCHA Cylpecus Ha Bb3pacT oT 12 1o moj 18 roaunu ¢ Termo Haii-
maiiko 40 kg (koxopTta 1; N = 7), nena Ha Bb3pact ot 6 10 o1 12 roAuHu ¢ Terio Haii-manko 25 kg 1o
nop 40 kg (koxopta 2; N = 8) u nena Ha Bb3pacT > 3 ToJUHHU C Terio Hak-maiko 15 kg no mox 25 kg
(xoxopta 3; N = 11). Amanuszure Ha 6€30I1aCHOCTTa Ha OrpaHU4eH Opoil y4acTHUIM B IOHOLIECKA
BB3PACT U NIeTUATPUYHH YYACTHUIIM Ha BH3PACT Hal-MaJIKO 3 TOIWHH B TOBA MPOyYBaHE HE
YCTaHOBSIBAT HOBH JJAHHH, CBBP3aHH ¢ 0€30I1aCHOCTTa B CPAaBHEHHUE C U3BECTHUS PO HA
0e30MacHOCT NP Bb3pPacTHH MALHEHTH.

HDVFI/I CIICIMaJIHHU ITOIYyJIaITu

Iayuenmu, koungexmupanu c supyca na xenamum B u/unu eupyca na xenamum C

Hannuna e orpanudena napopmaius oTHOcHO yrnoTpedata Ha REZOLSTA npu nanuenrwy,
KonH(pexkTupanu ¢ Bupyca Ha xenatut B u/mmu C. Ot 1 968 nexyBanu npenu ToBa NalMeHTH,
NOJTy4aBalllyd AapyHaBHp, IpUiIarad eaHoBpeMeHHo ¢ puronasup 600/100 mg nBa mbTH JHEBHO, 236
ca 6w kouHdekrupanu ¢ xenatut B unu C. [Ipu kouH(eKkTHpaHuTe NanueHT IMa o-ToJsiMa
BEPOSTHOCT 3a IMOBHIIIABAHE Ha YEPHOAPOOHNUTE TPAHCAMHHA3W Ha U3XOJIHO HUBO U MO BpeMe Ha
JICYCHUETO, OTKOJKOTO MPHU MALUEHTUTE 03 XpOHUYEH BUPYCEH XemaTuT (BX. Touka 4.4).
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C’BO6H_[aBaH€ Ha IMoa03upaHn HEKCJIIaHW PCAKITUN

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeakluy ciie]] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
NPOJIYKT € BayKHO. ToBa MO3BOJISIBA J1a TIPOIBIKY HAOIOIEHUETO Ha CHOTHOIICHUETO TI0JI3a/PHCK 32
JeKapCcTBEHUS MPOAyKT. OT MEIUIIMHCKUTE CIICITUAIMCTH C€ U3UCKBA J]a ChOOIIaBaT BCAKA
MOT03UpaHa HeXKENaHa Peakius Ype3 HAITMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B
ITpunoxenue V.

4.9 TIlpeno3mpane

OnutsbT 0T octpo npenozupane ¢ REZOLSTA wiun napyHaBup B KOMOMHAIINS ¢ KOOUIMCTAT MPU XOpa
e orpanndeH. Equnnunm nos3u 1o 3 200 mg napyHasup nox opmara Ha iepopajieH pa3TBop
camocTtosTenHo u 7o 1 600 mg mapyHaBup moxa ¢popma Ha TabJIeTKH B KOMOMHAIMSI ¢ pUTOHABHP, Ca
NpUJIaraHy Ha 37JpaBu J0OpOBOIIHM Oe3 T0sBa Ha HEOIATONPUATHA CHMITOMATUYHU €EKTH.

Hswma cnenmnduuen antunot npu npenosupane ¢ REZOLSTA. Jleuenueto Ha mpe1o3UpaHeTo ce
CHCTOU OT OOIIH MOIBPIKAIITY MEPKH, BKIFOUUTEITHO MPOCIIEsIBAHE HA )KU3HEHUTE TIOKA3aTelH U
HaOII0IeHNEe Ha KIMHUYHMS CTaTyC HA MAlUeHTa.

Tbii KaTo TapyHaBUP U KOOWITUCTAT Ce CBHP3BAT BB BICOKA CTETIEH C MJIa3MEHUTE MTPOTEHHH, €
MaJIKO BEpPOSITHO Juaju3aTa Aa ObJe OT I10/13a 32 3HAUUTEIHO OTCTPAHsABAaHE HA AKTUBHUTE BEILIECTBA.
5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

®dapmakoTepareBTHIHA Tpyna: AHTUBUPYCHHU CPEICTBA 32 CHCTEMHO IIPIJIOKCHIE, AaHTUBUPYCHU
cpenctsa 3a neuenue Ha HIV undexnus, komobunamuu, ATC kox: JOSAR14

MexaHus3bM Ha JIEHCTBUE

JapynaBup npenctaBisiBa HHXHUOUTOp HA AUMEPU3ALHATA U HA KaTAIMTHYHATA akTuBHOCT Ha HIV-1
nporeasata (Kp ot 4,5 x 1012M). Toli cenekTHBHO HHXMOMPaA pa3lEenBaneTo Ha Koaupanute B HIV
Gag-Pol nonmunporennu B MHPEKTUPAHUTE C BUPYCa KIETKH, KaTO 10 TO3W HAYHMH NPEIOTBPATABa
o0pa3yBaHeTO Ha 3pesii MH()EKIUO3HN BUPYCHHU YaCTHUIIH.

ITo cBOst MeXaHU3bM Ha JCHCTBHE KOOMIIMCTAT MPEACTaBIsIBA HHXHOUTOP Ha UTOXpoM P450 ot
noacemeiictBoro CYP3A. Maxubupanero na metabonusma, Meauupad oT CYP3A, ot xoOunucrar
MOBHIIIABA CHCTEMHATa eKcro3uius Ha cyoctpatute Ha CYP3A, karo mapyHaBHp, KOraTo
OMOHATIMYHOCTTA € OTpaHUuEHA U TOTYKUBOTHT € ckbeeH nopaau CYP3A-3aBucuM MeTabonu3bm.

In vitro aHTUBUPYCHA aKTUBHOCT

JapyHaBup noka3Ba akTHBHOCT CpEILly J1a0OpaTOPHH IaMOBe M KIMHUYHM n3o0datu Ha HIV-1 u
naboparopuu mamose Ha HIV-2 npu octpo undexrupann T-KneTbUHH JIUHUH, YOBEIIKN
MOHOHYKJICAPHH KIIETKH OT NepudepHa KPbB U YOBEIIKA MOHOIIMTH/MaKpodark ¢ MeJiana Ha
croitHocTuTe Ha epektuBHA KoHIeHTparws (ECso) B rpanunu ot 1,2 1o 8,5 nM (0,7 no 5,0 ng/ml).
[JapyHaBup NoKa3Ba aHTUBHUPYCHA aKTUBHOCT in Vitro cpelly Iupok nanen ot HIV-1 neperuynn
uzonatu oT rpyna M (A, B, C, D, E, F, G) u rpyna O, npu croitHoctr Ha ECso oT < 0,1 10 4,3 nM.
Te3u croitnoctu Ha ECs0 ca mocta moa 50% OT KOHIIEHTpaLMUTe 3a KIEThUHA TOKCUYHOCT B
nuamnasona ot 87 uM mo > 100 pM.

KoburucraT HiMa OTKpUBacMa aHTUBUPYCHA akTUBHOCT cpeiyy HIV-1 1 He aHTaronnsupa
AHTUBUPYCHUS epeKT Ha JapyHaBHP.
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PesucrenTHOCT

In vitro cenekuuaTa Ha pe3UCTEHTHU KbM JlapyHaBup Bupycu oT nuB tun HIV-1 e nponsmxutenna
(> 3 roguun). CenekTrpaHuTe BUPYCH HE MOTaT Jia € pa3BUBAT B MPUCHCTBUETO HA IapyHABUD MPH
koHIeHTpanuu Hag 400 nM. Bupycure, cenekTupaHu B T€3H yCIOBHUS M MTOKa3Ballll HaMaJleHa
YYBCTBHUTEIHOCT KbM JapyHaBup (0T 23 no 50 mbTH), uMaT 2 10 4 aMUHOKUCETIMHHY 3aMECTBaHUS B
npoTea3Hus reH. HamaneHnara 4yBCTBUTETHOCT KbM JapyHABHP Ha HOBOIIOSIBUIJIM CE BUPYCH B OIHTA
3a CeNeKIHsI He MOJKe J1a ce OOSICHHU C MOosBaTa Ha T€3U NPOTEa3HH MYyTaLHH.

[Ipodunbt Ha pesuctenTHocT Ha REZOLSTA ce onpezens ot napyHnasup. KooumucraT He cellekTupa
MyTanmu Ha pesuctentHocT B HIV nopanu nurncarta Ha aHTHBHpYCHA akTHBHOCT. [IpodmnbT Ha

pesuctentHocT Ha REZOLSTA ce monkpens ot nBe npoyuBanus ¢asza I1I, nposenenu c

JlapyHaBUP/PUTOHABUD IIPH JICUCHUE Ha HanMeHTy 0e3 mpeamectsaiio jgeueHue (ARTEMIS) u ¢
npeamectsamio aedeHue (ODIN) u ot ananm3a Ha 48-ceIMUYIHH TaHHU OT MPOYyYIBaHE
GS-US-216-130 npu sieyeHne Ha MaMEeHTH 0€3 MPE/IIeCTRAIIIO JICYCHHE U C MPEIIIeCTBAIIO JICUSHHE.

HabmnromaBa ce Hiicka cTerieH Ha pa3BuTre Ha pe3uctenteH HIV-1 Bupyc npu nanneHT, HelneKyBaHH
nocera ¢ ART, kouto ce nexysart 3a mbpBu T ¢ REZOLSTA unu napyHaBup/puTOHaBUD

800/100 mg Benubx qHEBHO B KoMOuHauus ¢ Apyru ART, u npu nanueHTH, JIeKyBaHU IIPEIU TOBa C
ART, 6e3 DRV-RAMSs, nonyuasamu REZOLSTA v napynasup/puronasup 800/100 mg BemHBK
JTHEBHO B kKoMOuHanus ¢ apyra ART. B tabnuna 3 mo-noi1y ca moka3aHu pa3BUTHETO Ha MYyTallHX B
HIV-1 nporeazata u 3ary0ara Ha q4yBcTBUTENHOCT KbM HIV mpoTea3Hu HHXHOUTOPH B CIIydauTe Ha
BHPYCOJIOTHYEH HeycIleX B KpaitHara Touka B npoyuBanust GS-US-216-130, ARTEMIS u ODIN.

Tabanna 3
GS-US-216-130* ARTEMIS® ODIN®
HenexyBanu | JlekyBaHu npeau HenexyBanu JlekyBanu npeau | JlekyBanu npeau
Jocera TOBA MANMEHTH | I0Cera MalyeHTH | TOBA MALMEHTH | TOBA MAIMEHTH
MalUEHTH JapyHABHP/KOOH | JapYHABHP/PUTOH | JapYHABHMP/PHUTO | AaPyHABUP/PHUTO
JApyHABHP/KOOH mHCTAT aBHp HABHP HABHP
HcTar 800/150 mg 800/100 mg 800/100 mg 600/100 mg
800/150 mg BeJIHbK JTHEBHO BeJIHDLK JHEBHO | BeIHDLK JHEBHO |/JBa MNLTH JHEBHO
BEIHBX JHEBHO N=18 N =343 N =294 N =296
N=295
Bpoii manueHTy ¢ BUPYCONOTrHYeH HeyCIeX U ¢ TCHOTUITHY JaHHH, Pa3BHJIM MyTalMH® B KpaiiHa Touka, /N
[IbpBHYHK 0/8 1/7 0/43 1/60 0/42
(ocHOBHH)
MyTaluH,
CBBP3aHU C
PE3UCTEHTHO
CT KbM
IpoTea3Hu
HHXUOUTOPH
PI RAMs 2/8 1/7 4/43 7/60 4/42

Bpoii nanuenTH ¢
NpOTea3sH! MHXUOUTOPH KaTo KpacH

BHPYCOJIOTHYEH HEyCHeX U ¢ (CHOTHITHU TaHHH, COYCIH 3ary0a Ha YyBCTBUTEIHOCT KbM
€3yJITaT B CPABHEHHUE C U3XOJHO HUBO', /N

HIV npoteazen

UHXHOUTOP
JapyHaBHD 0/8 0/7 0/39 1/58 0/41
aMIpeHaBHp 0/8 0/7 0/39 1/58 0/40
aTa3aHaBHP 0/8 0/7 0/39 2/56 0/40
WHINHABHP 0/8 0/7 0/39 2/57 0/40
JIOTTUHABHP 0/8 0/7 0/39 1/58 0/40
CaKBHHABHP 0/8 0/7 0/39 0/56 0/40
THUIPaHABHP 0/8 0/7 0/39 0/58 0/41
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Bupyconoruunute Heycrexu, moJ0paHu 3a TECTBAHE Ha PE3UCTCHTHOCTTA ca Ne(HUHUPAHH KaTO: HECYNPECUPaHH, HAMAJICHHE
Ha HIV-1 RNA <1 logio B cpaBHEeHHE ¢ H3XOJHO HUBO U > 50 konust/ml Ha ceAMuIIa 8, TIOTBBPICHO HA CIICBAILA BU3UTA,

pebaynn: HIV-1 PHK < 50 xonwus/ml mocnenBano ot norbpaena HIV-1 PHK > 400 xonus/ml wiau notBbspaeHo > 1 logio
HIV-1 PHK noBumenue cripsamo Haaupa; npekparssane Ha nederneTo ¢ HIV-1 PHK > 400 xomust/ml Ha mocneHata Bu3nuTa
Bupyconornunu Heycnexu, 6a3upanu Ha nensypupa anropurbM TLOVR non-VF (Bpeme Ha 3ary6a Ha BUPYCOJIOTHYCH
otroop) (HIV-1 PHK > 50 komms/ml)

IAS-USA cnucwiu

IIpu GS-US-216-130 ¢enoTrna Ha U3XOIHO HUBO HE € HATUYCH

KpbcTrocana pe3sncTeHTHOCT

[Ipu Bupyconornynus Heycnex B m3nutBaneto GS-US-216-130 He ce Habm01aBa KphCTOCAHA
pesucreHTHOCT ¢ Apyru HIV npoteasnn naxubutopu. Brkre Tabnuiara no-rope 3a uHGpoOpManys 3a
ARTEMIS u ODIN.

Kimnanuau pesyaratu

AntuperpoBupycHusT edext Ha REZOLSTA ce apmku Ha KOMIoHeHTa aapyHaBup. JleficTBuero Ha
KoOuIHcTaT Kato (papMaKOKHHETHUCH EHXaHCEP Ha IapyHAaBUP € J0Ka3aHO BbB (PapMaKOKHHETHYHH
npoyusanus. B Te3u papMakoKMHETHYHU MPOyYBaHHS, eKCIIO3UIHATA Ha napyHaBup 800 mg,
NOTeHUMpaH ¢ kobuucraT 150 mg e cxoaHa ¢ Ta3u, HaOII01aBaHa Py MOTEHIPaHE C PUTOHABUP
100 mg. Hapynasup xato komnoneHT Ha REZOLSTA e OuoexBuBanenTeH Ha gapyHasup 800 mg
BEJIHBXK JHEBHO B KOMOHMHAIM ¢ Kobunmerar 150 mg BeJHbX JTHEBHO, IPUJIAraHd ChBMECTHO KaTo
OTJIEJIHU JIEKApCTBEHH MPOIYKTH (BXK. TOukKa 5.2).

JokazatenctBara 3a epukacHocT Ha REZOLSTA BenHBX THEBHO C€ OCHOBABAT HA aHATN3 Ha
nmanHuTe Ha cenmuiia 48 ot mpoyuBane GS-US-216-130 mpu nmarueHTH, Ha KOUTO HE € MpUiaraHa
ART n nanmenTu, nexyBanu npenu Toa ¢ ART, knmuanuno nznuteane TMC114FD2HTX3001 npu
nanueHTH, Ha kouto He e npuwiarana ART, u ase npoyusanus ¢aza I[II ARTEMIS u ODIN,
npoBeJieHH ¢ napyHasup/puronasup 8§00/100 mg BeIHBK THEBHO CHOTBETHO MPH MAIIUEHTH, HA KOUTO
He e npuiarana ART u manmenTy, nexyBanu npeau ToBa ¢ ART.

Onwucanne gHa ximanyay opovusaunsg Ha REZOLSTA npu B3pacTH

Eguxacrnocm na oapynasup 800 mg ednwvowc OHesHO, npuiazan cbemecmuo cve 150 mg kobuyucmam
BEOHDBIIC OHEBHO NpU nayueHmu, Ha koumo He e npunaeana ART, u na koumo e npuraecana ART

GS US-216-130 e otkpuro npoyusane daza Il ¢ enHo pamo, oreHsBaIIo papMaKOKHHETHKATA,
0e3omacHOCTTa, HOHOCUMOCTTA M €(hUKAaCHOCTTa Ha JapyHaBup ¢ koouuucTat npu 313 HIV-1
MH(EKTUPaHU Bb3pacTHHU MaueHTH (295 6e3 npeamecTsallo JeueHue 1 18 ¢ mpeamecTsamno
neuenne). Te3u nanmeHTH ca nmony4yuiin nqapyHasup 800 mg BeJJHBXK JHEBHO B KOMOHHAITHUS C
kobumucrat 150 mg BemHBK THEBHO ¢ U30paHa OT M3CIEN0BATENS ONTUMHU3UPaHa OCHOBHA CXeMa
(OBR), x04TO ce cbCTOM OT 2 aKTUBHH HYKJICO3UIHN HHXHUOUTOpPA Ha 00paTHATa TPAHCKPHIITa3a

(NRTI).

HIV-1 undextupanu nameHT:, KOUTO OTTOBAPST HA KPUTEPUUTE 3a TOBA IIPOYYBAHE UMAT TE€HOTUI
IpY CKpUHHHTA, KOWTO He moka3Ba DRV-RAMs u mnasmena HIV-1 RNA > 1 000 xomus/ml. B
Tabmnuia 4 mo-10Jy ca W3JI0KEHH JIAaHHH 3a e(PUKacHOCTTa OT aHANM3 Ha ceiMuIa 48 OT Mpoy4yBaHe
GS-US 216-130:
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Tabéauna 4

GS-US-216-130

HenexyBanu nocera JlekyBaHu npeau ToBa Benuku
nanueHTu nanueHTH JapyHaBMP/KOOMUIMCTAT
Pezyimamu na JApYHABHP/KOOULIMCTAT | JAPYHABHP/KOOUIMCTAT 800/150 mg BexHbIK
ceomuuya 48 800/150 mg BenHBIK 800/150 mg BenHBIK mHeBHO + OBR
nHesHo + OBR mHeBHO + OBR N=313
N =295 N=18

HIV-1 RNA 245 (83,1%) 8 (44,4%) 253 (80,8%)
< 50 kormmst/ml?
cpelHa IpoMsiHa Ha -3,01 -2,39 -2,97
HIV-1 RNA log crpsimo
M3XOJIHUTE CTOHHOCTH
(log1o xomusi/ml)
CpeIHa pOoMsIiHA B Opost +174 +102 +170
Ha CD4+ xieTkuTe
CIIPAMO U3XOOHHUTE
croiHoCTH®

a

6

IIpumucana croiinoct cbriacao TLOVR anropursma
[Ipunucana cTOMHOCT OT MOCIEAHOTO HAOJIOACHUE, U3HECEHA HATIPE]l

Eduxacnocm na kombunayusma c gpuxcupanu 0o3u oapyrasup/koouyucmam 800/150 mg eednwvorc
OHesHO npu nayuenmu, Ha Koumo He e npunazana ART

TMC114FD2HTX3001 e panmoMu3upaHo, akTHBHO-KOHTPOJIUPAHO, ABOMHOCIATIO KIMHIYHO
m3nutBane ¢asa Il 3a onenka Ha epukacHOCTTa U 6€30MaACHOCTTA Ha
JapyHaBUP/KOOUIIUCTAT/eMTPULIUTA0HH/TeHO(DOBHD anadeHaMU CIpAMO KoMOMHanus ¢ (GPUKCHpaHH
JIO3M TapyHAaBHUP/KOOUIIMCTAT + eMTPUIIUTA0NH/TeHOGOBHUD TU3OMPOKCHI Ppymapart. B pamoro Ha
JiedeHne ¢ KoMOWHanus ¢ GUKCUpaHH JI03U AapyHaBHp/KOOUIHCTAT ca jJekyBaHu 363 HIV-1
MH(EKTUPaHU HEIEKyBaHH JOCETa Bb3PACTHH MAlUEHTH.

HIV-1 undexrupannTe nanueHTH, OAXO I 38 TOBAa KIIMHUYHO U3MUTBAaHE, UMAT IIa3MeHa
HIV-1 PHK > 1,000 xomusi/ml. B Tabnuma 5 nmo-noiry ca moka3anu 48-ceIMIYHUTE JaHHU 32
e(pUKacCHOCT B paMOTO C JapyHaBUP/KOOUIMCTAT B KIMHUYHOTO n3nuTBane TMC114FD2HTX3001:

Tabéauna 5

TMC114FD2HTX3001 (pamo ¢ rapyHaBHP/KOOHIIUCTAT)

HenexkyBanu 1ocera manmeHTH
napyHaup/koonumuctat 800/150 mg BeqHbK THEBHO

Pesynmamu na Cednuna 48 + eMTpUIMTA0HH/TeHOGOBUD ANU30NPOKCHI ymMapaT

N =363
HIV-1 PHK < 50 konms/ml* 321 (88,4%)
Bupyconoruuen Heycmnex® 12 (3,3%)
be3 BUpyCOIOTUYHM JaHHU B 30 (8,3%)
48-ceaMuyHUsI po30operr
Cpenna npomsiHa Ha Opost Ha +173,8

CD4+ KeTKHTEe OT U3XO0IHO

HI/IBO6

a

6

[punucana CTORHOCT ChITIACHO anroputhma Snapshot.

yqaCTHHK, HE3aBbPIIWII U3IIUTBAHETO, CE€ CUMTA 3a cnyqaﬁ Ha BUPYCOJIOTUYCH HEYCIICX: HA MMAITMCHTUTC, MIPEKPATUIN
Y4acCTHUETO CU NIPEAU Kpasd Ha U3IIMTBAHETO, C€ IPUIIMCBA IIPOMsHA, paBHA Ha 0

Onucanue Ha KJIMHUYHU IpOoyYBaHHs C ZIaDVHaBI/ID/DI/ITOHaBI/ID IIpHY Bb3PaCTHHU

Eguxacrnocm na oapynasup 800 mg ednwviwc OHesHO, npuiazan eOHogpemenHo cve 100 mg
PUMOHABUD 8eOHBIC OHEGHO NPU NAyueHmu, HereKyeanu doceea ¢ ART

JlokazaTencTBaTa 3a epukacHOCT Ha napyHaBup/putonasup 800/100 mg BeAHBK THEBHO ce
OCHOBAaBaT Ha aHAJM3HUTE HA JaHHHUTE, ChOUPaHU B MPOABIDKEHNE HAal92 cenMuuy B paMKHUTE Ha
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PpaHIOMHU3HPaHO, KOHTPOJIUPAHO, OTKpUTO, poyuBaHe (aza [II ARTEMIS npu naumentu ¢ HIV-1
uH(peknys, HenekyBanu gocera ¢ ART, cpaBusBao gapyHasup/putonasup 800/100 mg Beanbx
JHEBHO ¢ JionuHaBup/putoHasup 800/200 mg mHEBHO (ChC CXeMa Ha MpHUJIaraHe JBa MMbTH JHEBHO WM
BEJIHBXK JHEBHO). U ipu iBeTe paMeHa e M3Mmoi3BaHa UKCUPaHa OCHOBHA CXEMa, ChCTOSIIIA CE OT
TeHo¢oBup au3onpokcua pymapat 300 mg BenHbK THEBHO U eMTpruuTaOuH 200 mg BeTHBXK
JTHEBHO.

JlanauTe 32 €PUKACHOCT OT aHATM3UTE Ha cenMuIia 48 u cenmuiia 96 B paMKuTe Ha U3MUTBAHETO
ARTEMIS ca uznoxenu B Tabmuia 6 mo-1o0iy:

Taoauna 6
ARTEMIS
Cenmuua 48? Ceamuna 96°
Pezynmamu aapyHasup/ | qonunasup/ | Paznmka B aapyHasup/ | nonunasup/ | Paznnka B
PUTOHABHDP | PUTOHABHUP JIeYeHHEeTO PUTOHABHDP | PUTOHABHP | J€eYEHHETO
800/100 mg | 800/200 mg (95% CIua | 800/100 mg | 800/200 mg | (95% CI na
BeIHBbK JTHEBHO pa3iuKaTa) | BeIHBK JHEBHO pa3iukara)
JTHEBHO N =346 JTHEBHO N =346
N =343 N =343
HIV-1 PHK 83,7% 78,3% 5,3% 79,0% 70,8% 8,2%
< 50 xonust/ml1® (287) (271) (-0,5; 11,2)" | (271) (245) (1,7, 14,7)"
Bcuuky manpeHTH
C U3X0IHO 85,8% 84,5% 1,3% 80,5% 75,2% 5,3%
HuBo Ha HIV- | (194/226) (191/226) (-5,2;7,9)" (182/226) (170/226) (-2,3; 13,0)"
PHK
<100 000
C U3X0IHO 79,5% 66,7% 12,8% 76,1% 62,5% 13,6%
uuBo Ha HIV- | (93/117) (80/120) (1,6; 24,1)" (89/117) (75/120) (1,9; 25,3)"
PHK
>100 000
C u3xoJicH 79,4% 70,3% 9,2% 78,7% 64,9% 13,9%
opoit Ha CD4+ | (112/141) (104/148) (-0,8; 19,27 | (111/141) (96/148) (3,5, 24,2)"
knetku < 200
C u3xoJicH 86,6% 84,3% 2,3% 79,2% 75,3% 4,0%
Opoit Ha CD4+ | (175/202) (167/198) (-4,6; 9,2)" (160/202) (149/198) (-4,3; 12,2)°
KieTku > 200
MeauaHa Ha +137 +141 +171 +188
mpoMsiHaTta B Opost
Ha CD4+
KJIETKUTE CIPSAMO
HNU3XOOHHUTEC
CTOMHOCTH
(x 10%/1)*

a
6
B

T

a

JlanHu, Oa3upaHu Ha aHAIW3U Ha ceamuna 48
Jlanuu, 6a3upaHy Ha aHAIM3U Ha cexMuLa 96
[Ipunucana croitnoct cpriacio TLOVR anropursma

B®3 ocHOBa Ha HOPMAJIHOTO HpI/I6J'II/DK€HI/IC Ha pa3sjimKara B % Ha OTTrOBOpPUTE

Y4acCTHUETO CU INPEAN Kpasi Ha U3IIUTBAHETO, CE NPUITKCBA TPOMAHA, paBHA Ha 0

yqaCTHI/IK, HE3aBBbPIINII U3IIUTBAHCTO, CE CUUTA 3a cnyqaﬁ Ha BUPYCOJIOTMYCH HEYCHECX: HAa MAIIUCHTUTEC, IIPCKPATUIIN

He no-maiika e(hpukacHOCT TP BUPYCOJOTHYHUS OTTOBOP KbM JICUCHUETO C JapyHaBUP/PUTOHABHUD,
M3pa3eHa KaTo MPOIIeHT Ha marueHTuTe ¢ miazMeHo HuBo Ha HIV-1 PHK < 50 konus/ml, e nokazana
(Tipu TpeBapUTEIIHO ONpe/IelicHaTa IpaHuIla 3a He mo-MaJika eukacHocT 12%) u B [BETE MOMyIaluu

— Intent-To-Treat (ITT) u On Protocol (OP) npu ananuza Ha cenmunia 48. Te3u pe3ynratu ce

MOTBBP>KIABAT IPU aHAJIU3UTE HA JaHHUTE Ha ceaMuIa 96 ot neyeHueTo B u3nutBaHeto ARTEMIS.
Pesyararute octaBat HempomMeHeHH A0 ceaMuna 192 ot neuennero B n3nutsaHeto ARTEMIS.
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Eguxacrnocm na oapynasup 800 mg ednwviwc OHesHO, npunazan eOHogpemenHo cve 100 mg
PUMOHABUP 8EOHBLIC OHEBHO NPU NAYUEHMU, KOUMO €A NeKysanu npeou mosa ¢ ART

ODIN e panoMu3upaHo, OTKpHUTO nipoyuBane ¢asa IlI, cpaBHsBaIIO qapyHABUDP/PUTOHABUD

800/100 mg Bequbxk qHEBHO ¢ AapyHaBup/putoHasup 600/100 mg na ety qHeBHO mpu HIV-1
MH(EKTUPaHU MalueHTH, npeMuHain ART, 4MuTo pe3ynratu OT CKpUHHMHT TeCTa 3a TeHOTHITHA
pesucrenTHOCT He couar DRV-RAMSs (1.e. V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V, L89V) u ckpununroso HuBo Ha HIV-1 PHK > 1 000 xonust/ml. AHanmm3bT Ha ehUKACHOCTTA €
HalpaBeH B3 OCHOBA Ha JaHHUTE Ha ceaMunia 48 ot neuenneto (Bxk. Tabnuma 7 mo-nomny). U mpu
naBete pamena e n3nonszBad OBR > 2 nykneo3nnau uHXuOuTOpa Ha 0OpaTHaTa TPAaHCKPHUITA3a

(NRTI).
Taoauna 7
ODIN
Ceamuna 48
Pezynmamu JapyHABHMP/PUTOHABUP | AApyHABHUP/PUTOHABHUP Pa3inka B JieueHUsATA
800/100 mg BeanbxK 600/100 mg nBa nbTH (95% noBepuresieH
aaeBHo + OBR mHeBHO + OBR HHTEPBAJI HA
N =294 N =296 pa3aukara)

HIV-1 PHK 72,1% (212) 70,9% (210) 1,2% (-6,1; 8,5)6

< 50 xorus/ml?
C U3X0/IHO HUBO Ha
HIV-1 PHK
(xorus/ml)
<100 000
>100 000
C uzxozeH Opoit Ha
CD4+ etk (x109/1)

77,6% (198/255)
35,9% (14/39)

73,2% (194/265)
51,6% (16/31)

4,4% (-3,0; 11,9)
-15,7% (-39,2; 7,7)

6post Ha CD4+ knetkuTe
CHPSIMO M3XOIHUTE
croitrocTH (x 10°/1)*

> 100 75,1% (184/245) 72,5% (187/258) 2,6% (-5,1; 10,3)
<100 57,1% (28/49) 60,5% (23/38) -3,4% (-24,5; 17,8)
C HIV-1 cyOTun

Tun B 70,4% (126/179) 64,3% (128/199) 6,1% (-3,4; 15,6)
Tun AE 90,5% (38/42) 91,2% (31/34) -0,7% (-14,0; 12,6)
Tun C 72,7% (32/44) 78,8% (26/33) -6,1% (-2,6; 13,7)
Jpyr® 55,2% (16/29) 83,3% (25/30) -28,2% (-51,0; -5,3)

MeauaHa Ha MpoMsiHaTa B +108 +112 -5"(-25; 16)

a

6

[punucana croitoct cerimacao TLOVR anroputrsma

B®3 ocHOBa Ha HOPMAJIHOTO HpI/I6J'II/DKeHI/IC Ha pa3sjimKara B % Ha OTTrOBOpPUTE

®  Cy6runose Al, D, F1, G, K, CRF02_AG, CRF12_BF u CRF06_CPX

r

a

Pasnuka B cpeaHuTe CTORHOCTH

HpI/IHI/IcaHa CTOMHOCT OT IIOCIECTHOTO Ha6JIIO)I€HI/Ie, H3HCECCHA HAIllpe

B cenqmuma 48 npu BUpYCOTOTHYHUSA OTTOBOP, U3pa3eH KaTo MPOIEHT Ha MallMEHTUTE C MIa3MeHO
HuBo Ha HIV-1 PHK < 50 xonusi/ml Ha neuenne ¢ napynasup/puronasup 800/100 mg BegHBXK THEBHO
€ Jl0Ka3aHa He Mo-Majika e(hpukacHOCT (P MpeaBapUTEIHO ONpeAeeHaTa PaHHLA 3a HE T0-MaJlKa
epukacHoct 12%) B cpaBHeHMe ¢ aapyHaBup/putonaBsup 600/100 mg nBa mbTH AHEBHO, KakTo 3a ITT

taka u 3a OP nmonynanusra.

REZOLSTA He Tps6Ba 1a ce npuiiara mpu MaeHTy ¢ eIHa WX [I0BeYe MyTallii, CBbP3aHU C
pesucTeHTHOCT KbM aapyHaBup (DRV-RAMs) wimu HIV-1 PHK > 100 000 konus/ml, uinu Opoii Ha
CD4+ knerku < 100 knerkn x 1091 (Bxk. Touku 4.2 u 4.4). Hanuunu ca orpaHdyYeHy JaHHU 32
narnuentu ¢ HIV-1 cyGrumnose, paznuyunu ot B.
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HGZ[I/IaTDI/ILIHa nonmyjaanusa

Onucanue Ha KJIMHUYIHO IIPpOYyYBAaHE C I[aDVHaBI/ID/KO6I/IHI/ICTaT IIpH IOHOIIHW U ACIa

dapMaKOKHHETHKAaTa, 0€30MaCHOCTTa U AHTUBUPYCHATA aKTUBHOCT Ha JapyHABUP M KOOMLIMCTAT B
no3ute U GopMHTE, 0T0OPEHH KaTO CAMOCTOSITEIIHH CPEACTBA, U B KOMOWHAIMSA C APYTH
AHTHPETPOBUPYCHH CPEJICTBA ca OIIEHEHU B OTKpHUTO npoyuBane (GS-US-216-0128) npu
nexuaTpuuHy nanuenTH, nHdexktupanu ¢ HIV-1 ¢ Bupycosnoruuna cynpecus.

YyacTHHIIUTE B IOHOIIECKa Bb3pacT oT 12 no nox 18 roxunu c terno Hai-manko 40 kg (koxopra 1,

n = 7) nony4asar aapynasup 800 mg u koounucrat 150 mg (mpuaraHyd KaTo OTJCIHU TaOJICTKH) U
none 2 NRTI Begubx qaeBno. Jlena Ha Bb3pact oT 6 10 nox 12 rogunu ¢ terio Hai-manko 25 kg
(xoxopra 2, n = 8) nmoxy4asat gapyHasup (600, 675 wnu 800 mg B 3aBUCHMOCT OT T€JIECHOTO TEIJI0) U
150 mg koOumucTaT (IpUaraHy KaTo OTACIHU TabneTkn) U Hali-manko 2 NRTI BeqHbK JHEBHO.
Heua na Bp3pacT 3 u noBeue roaunu ¢ terio 15 kg no <25 kg (koxopra 3, n = 11) noxyuasat 600 mg
JapyHaBup ¥ 90 mg koOuLUcTaT (IpUIIaraHy KaTo OTIEJIHY JICKApCTBEHU (OPMHU) U KOMOMHALUATA
F/TAF B no3a 120/15 mg BeHBXK THEBHO.

B Ta6n1/1ua 8 o-A0Jy Ca MOKa3aHW OCHOBHHUTC KpaﬁHH TOYKH, CBbpP3aHU C AHTUBUPYCHATA AKTUBHOCT,
IIpU TE3U KOXOPTH.

Tadonuua 8 BupycosiorudeH orrosop npu jgekyBanu ¢ ART nena u 1oHOIIM ¢ BUPYCHA cynpecusi HA

cenmMuua 48
GS-US-216-0128
Pe3ysaraTu Ha ceqmMuua_ 48 Koxopra 1 Koxopra 2 Koxopra 3
JapynaBup/koounucratr | JdapynaBup/koouuucra | JapynaBup/koouum
+ nHaii-manko 2 NRTI T + Haii-majako 2 NRTI crat + F/TAF
ON=17 N=8) N=11)

HIV-1 PHK < 50 xonus/ml 85,7% (6) 100% (8) 90,9% (10)
cnopen moaxoaa Snapshot Ha
FDA
Menuana Ha mpoMmsiHaTa Ha -6,1% 0,75% 1,5%
npoueHTta Ha CD4+ 0T U3X0qHO
HUBO"
Mennana Ha poMsiHATa Ha Opost -342 xnerku/mm?® -20 xkmeTkw/mm? 34 xirerku/mm?
Ha CD4+ KIeTKuTe OT U3X0HO
HUBO®

4 Bes MpUMNICaHa CTOMHOCT (HaOI01aBaH! JaHHH).

Onucanue Ha KIMHUYHU IpOoy4YBaHUI C I[aDVHaBI/ID/DI/ITOHaBI/ID IIpH IOHOIIHW U ACIa

EnHoKpaTHUAT IHEBEH NPUEM Ha JapyHaBUP, HOACUIECH C PUTOHABUD, IPHIIOKEH B KOMOHHALIUS C
JIpyTH aHTUPETPOBHUPYCHH CpeAcTBa 3a jJeueHne Ha HIV-1 npu roHomm 1 gena Ha Bb3pacT > 3 TOAUHH
U C TerJio > 15 KT, e pa3pelleH Bb3 OCHOBA Ha AaHHU oT npoyuBaHusTa TMC114-C230 (DIONE) u
TMC114-C228 (ARIEL), moxkpernenu oT GpapMakOKHHETHIHU CUMYJIallMU Ha 0a3aTa Ha MOJIENH C
EKCTPANoJMpaHy JaHHHU 32 €(UKacHOCTTa P Bb3PACTHHU U YCTaHOBEHUS Mpo(dui Ha 6e30MacHOCT Ha
,Z[ap}THaBI/Ip/pI/ITOHaBI/Ip, IIpueMaH ABa I'bTU JHCBHO IPH NEAUATPUYHU ITAIIUCHTH.

B mpoyusane TMC114-C230 (DIONE) ronomm, Kouto He ca noiydaBanu npeau toBa ART, ¢ Terno
>40 kg (N = 12) npuemart napynasup 800 mg BeJHBX JHEBHO B KOMOMHALIUS C PUTOHABUP U JPYTH
aHTHpeTpoBUpycHH cpencTBa. B mpoyusane TMC114-C228 (ARIEL) ce onensiBaT fema Ha Bb3pacT OT
3 1o < 6 roquaM, kouTo ca npuemanu ART, ¢ terno ot 10 mo < 20 kg (N = 21), mpu cxema Ha
NpuiIarane ABa IbTH JHEBHO Bb3 OCHOBA Ha TErJIOTO. BBB hapMakOKMHETHYHO MOANIPOYUYBAHE KbM
ARIEL ce onensiBa excriosuiusara Ha DRV/puronasup npu 10 nena, morydasainu 40 mg/kg (TenecHo
terno < 15 kg) nunmm 600 mg (TenecHo Terno > 15 kg) napyHaBup ¢ puTOHABHp H APYTH
AHTUPETPOBUPYCHH CPENCTBA.
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[TonpoOnu pe3ynTaTu OT MPOYUBAHETO ca MPEAOCTaBEHH B MIPOAYKTOBATa MHPOPMALIUS Ha
PREZISTA.

5.2 ®apmakokMHETHYHHU CBOWCTBA

B npoyusane 3a 6uonanuunoct Ha REZOLSTA u napynasup/puronasup 800/100 mg BeTHBXK THEBHO
B CTAIlMOHAPHO CHCTOSHUE U CJIe]l XpaHeHe MPHU 3paBH JOOPOBOJIIH € JJOKa3aHOo, Y€ eKCIO3UIHATA Ha
JapyHaBUp € CPaBHHUMA.

buoexsuBanentHoctra Ha REZOLSTA 1 napyHaBup/KOOHLINCTAT, IPUIOKEHN €THOBPEMEHHO KaTo
OTJICITHH JICKAPCTBEHH MPOAYKTH, € Moka3aHa 3a 800/150 mg cnen XpaHeHe U Ha TTIaIHO U 32

675/150 mg ciex xpaHeHe MpH 3ApaBu 100poBosIH. Jloka3aHa ¢ OMOCKBUBAICHTHOCTTA Ha
napynasup Mexxay REZOLSTA 600/90 mg napyHaBup/KOOMLIMCTAT TUCTIEPTUPAIIN ce TaOIeTKU U
napyHaeup cycrensus (100 mg/ml) B go3a 600 mg, npuinoxeH eqHOBPEMEHHO ¢ kKooumuctaT 90 mg
KaTo OTJAETHH JIEKapCTBEHHU MPOIYKTH CIIe/ XpaHEeHEe MPH 3IpaBH Bb3PaCTHH.

AOGcopbuus

lapynasup
AbcouoTHaTa OMOHANMYHOCT Clie/l IEpOopaTHO MPUIIOKEHHE Ha eAMHIYHA 1032 oT 600 mg gapyHaBup
e mpubnuzutenHo 37%.

Hapynasup ce abcopbupa 0bp30 ciex nepopanto npuinoxxkenrne Ha REZOLSTA npu 3apasu
JI00poBoIIH. MaKCHUMa HUTE IIa3MEHU KOHIICHTPAI[H Ha JApyHABUD B IPUCHCTBUETO HA
KOOMIIMCTAT KaTo ISUI0 ¢e AOCTHraT B paMKuTe Ha 3 110 4,5 vaca. Ciiel] mepopajiHo MPHIIOKEHUE Ha
REZOLSTA npu 3apaBu JoOpOBOILN MaKCUMAITHUTE IJIa3MEHN KOHLEHTPALUU Ha KOOUIKCTAT Ce
HaOmronaBaT 2 10 5 yaca ciel mprueMa Ha 103aTa.

Koraro ce mpunara ¢ xpaHa, OTHOCHUTEIIHATa €KCIIO3UIIUS Ha JapyHaBHp € 1,7 IbTH O-BUCOKA B
cpaBHEeHHE ¢ pueMa 6e3 xpana. CinenosatenHo, REZOLSTA tabnetku TpsOBa fa ce mpuemar ¢
xpaHa. BuasT Ha Xpanata He nosnusaBa ekcriosunusata Ha REZOLSTA.

Pasnpenenenue

Japynasup

HapynaBup ce cBbp3Ba npuOImn3utTesHo 95% c miazmenure npotenHu. JapyHaBup ce CBbP3Ba IIIaBHO
C TUTa3MEHUS o-KUcel TauKonporenH (AAG).

Crne MHTPaBEHO3HO MPUIIOKEHHE, 00EMBT Ha paslpeielIeHne Ha CaMOCTOSTENTHO MTPHIIOKEH
nmapyHaBup e 88,1 + 59,0 1 (cpeaHa CTOMHOCT & CTaHIAPTHO OTKJIOHEHKE) U ce yBenu4asa 1o 131 +
49,9 1 (cpenna cTOMHOCT + cTaHAAPTHO OTKJIOHEHKE) B puchbcTBUETO Ha 100 mg putoHaBup,
MIpHeMaH JiBa I'bTH JHEBHO.

Kobuyucmam
KobGummcrat ce cBbp3Ba oT 97 10 98% ¢ 4oBEMIKUTE TUTA3MEHH MTPOTEHHH, a CPETHOTO CHOTHOIIICHHE

Ha KOHIOCHTpaAOUUTE HA JICKAPCTBOTO B IIJIa3MaTa U B KPbBTA € HpI/I6JII/I3I/ITeJ]HO 2.

Buorpanchopmarus

Japynasup

In vitro excriepuMEHTaIHU IPOYYBAHUS C YOBELIKH YepHOApoOHH MuKpo3omu (HLM) moka3zBat, ue
JlapyHaBUP Ce TO/JIara OCHOBHO Ha OKCHIATHUBEH MeTabonu3bM. JlapyHaBup ce MeTaboamu3upa
eKCTeH3UBHO upe3 uepHoapooHaTta CYP cucrema n mouTtH n3kmounTenHo upe3 n3ozuma CYP3A4.
Enno usnursane ¢ *C-napyHaBup npu 31pasu JoOOPOBOJIIH TOKA3Ba, Y€ OCHOBHATA YaCT OT
paanoaKTUBHOCTTA B IJIa3Mara ciiell elMHIYHa 1032 napyHasup/puronasup 400/100 mg ce npmxu Ha
OCHOBHOTO aKTHBHO BelecTBO. Haii-Masko Tpu OKCHIaTHBHU MeTaboHMTa Ha JapyHABHP ca
UICHTH(GUIIUPAHH [TPU XOpa, KATO BCHYKU TIOKA3BaT aKTUBHOCT, KOATO € TIoHe 10 IbTH 1mo-Malka ot
aKTUBHOCTTA Ha JapyHaBHp cpenty aus tun HIV.
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Kobuyucmam

Kobumucrat ce metabonusupa upe3 okcuaupade, Meaurpano ocHoBHO oT CYP3A u B mo-manka
crenen or CYP2D6 u He npeTbpnsiBa rmokyponupane. Ciiel NepopaaHo Npuioxenue Ha C-
kooumuctat, 99% OT UpKyIUpaIaTa paJuioakTHBHOCT B Ila3MaTa € HeMPOMEHEH KoOuIucTar. B
ypuHaTa u eKanuuTe ce yCTAaHOBABAT HUCKU HHMBA HA META0OIUTUTE, KOUTO HSMAT OTHOLIEHHE KbM
naxuoupamniara CYP3A akTHBHOCT Ha KOOHIIHCTAT.

Enumunupane

Japynasup

Cnen npunarane Ha g03a 400/100 mg “C-napynasup ¢ puroHasup, npuoausureaso 79,5% u 13,9%
OT TpuiokeHara jo3a *C-1apyHaBup MOXKe J1a ce OTKPUE ChOTBETHO B M3MPAKHEHUSATA U yPUHATA.
Hempomenenust qapynasup npeactasisBa okono 41,2% u 7,7% oT npuoxkeHaTa 103a ChOTBETHO B
U3MpaKHEHHUsATa U ypuHata. TepMUHATHUSIT MOJMY)KUBOT Ha IapyHABHUp € MPHOIU3UTeNHO 15 vaca,
KOraTo € KOMOMHUPAH C PUTOHABHD.

KiupbsHCHT Ha AapyHaBUp MPH UHTPABECHO3HO MPUIIOKEHUE, TIPHIIOKEH camocToaTenHo (150 mg) u B
NPUCHCTBUETO HA HUCKA /1032 PUTOHABUP, € choTBeTHO 32,8 1/h u 5,9 1/h.

Kobuyucmam

Cnen nepopanno npuinoxenue Ha *C-xkooumuctat, 86% 1 8,2% 0T 103aTa ce OTKPUBAT CHOTBETHO
BBB (peKannuTe U yprHaTa. MeauanaTa Ha TEPMUHATHHS TOTYKHBOT HA KOOUIIMCTAT CIIe]T
npunoxxenne Ha REZOLSTA e npubnusurenno 3-4 vaca.

Crenyaiiy nonyJaiun

IHleouampuuna nonynayus

dapMaKOKWMHETUYHUTE JJAHHU B CTAIIMOHAPHO CHCTOSIHUE CIIE]T IPUIIOKEHHE BEIHBK THEBHO Ha
DRV/COBI karo otnennu tabnetrku B ipoyuBane GS-US-216-0130 npu Bb3pacTHH u OT
neanatpudHoTo npoyusane GS-US-216-0128 moka3art, ue €KCIO3UIUUTE HA JapyHAaBHUP U
KoOuIucTaT ca noo0Hu Mexay BbpacTHH (N = 60) u roHomH ¢ Terio > 40 kg (N = 7). I1pu nena ¢
Terno Hai-manko 25 kg (N = 8) cpenHUTE KCIIO3UIMY HA JapYHABHP Ca CXOHH C TE3H MPH
BB3PACTHUTE U IOHOIINTE, & CPEITHUTE EKCIIO3UIMY Ha KOOUICTAT OOMKHOBEHO Ca MO-BUCOKU
(mpubam3urento 2 nbpTH). CHILO TaKa CPEJHUTE EKCIIO3ULIUHU Ha JapyHABUP U KOOUIMCTAT IPH Jela ¢
terno 15 kg mo <25 kg (N = 11) 00MKHOBEHO ca MO-BUCOKH (ITPUOIUZUTETHO 2 IBTH) OT CPETHUTE

€KCITO3UIINH TP B3PACTHH U ToHOIIH (BXk. Tabmuma 9).

Tabimna 9 O0o0menne Ha papMAKOKHHETHYHHTe MapaMeTpu Ha fapyHaBup (DRV) u koounucrar (COBI) B
CTALMOHAPHO CHCTOSIHUE CJIe] NPUJIareHe BeHbK JIHeBHO B nmpoyuBaHusa GS-US-216-0130
(Bb3pacTHn) U GS-US-216-0128 (mneguaTpuyHM NALMEHTH)
GS-US-216-0130 GS-US-216-0128
Koxopra 1 Yact A Koxopra 2 nena | Koxopra 3 nena
wHomu ¢ HIV-1 na ¢ HIV-1 na ¢ HIV-1 na
BBb3pacT > 12 10 < 18 BBb3pacT = 6 10 Bb3pacT
Bo3pactHu ¢ HIV-1 TOJUHH C TErJo <12 roauum ¢ >3 roaMum ¢
DRYV 800 mg/ COBI >40 kg TerJo > 25 no Terso > 15 kg no
Tpoyusane/nomysamus 150 mg oTneann DRY 800 mg/ COBI <40 kg <25kg
cpeacTBa 150 mg oTaeHU DRV 675 mg / DRV
CpenHna croiiHoCT cpeacTBa COBI 150 mg 600 mg/COBI
(%CV) Cpenna croiiHoCT OTJEeJTHH 90 mg oTaesiHU
(%CV) cpeacTBa cpeacTBa
Cpenna Cpenna
croiiHocT (% CV) | croitnoct (% CV)
DRV
N 60 7 8 11
AUCo-24n (ng.h/ml) 81 646 (32,2)° 80 877 (29,5)* 92 052 (18,7)" 160 534 (54,0)
Cmax (ng/ml) 7 663 (25,1) 7506 (21,7) - 15 025 (38,4)
Con (ng/ml) 1311 (74,0)° 1 087 (91,6) 1345 (42,3 3772 (92,1)
COBI
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N 60 7 7 11
AUCo.24n (ng.h/ml)* 7596 (48,1)° 8 741 (34,9) 16 103 (35,0)° 16 071 (46,9)
Cumax (ng/ml)¢ 991 (33,4) 1 116 (20,0) 1510 (21,9) 2077 (36,0)
Con (ng/ml) 33 (289.4)° 28 (157.2) 86 (95,9) 63,8 (138.6)

%CV=koeduuunent Ha Bapuaius; N=6poi yuactauuu; AUCo.24v= IUI0L] IOJ KpHBaTa KOHLEHTPALUs-BpeMe 3a 24-4acoB MHTEPBaJ
Ha [IPUJIaraHe B CTAlMOHAPHO ChCTOSIHUE; Cmax=MaKCUMAaJIHa IUIa3MeHa KOHLeHTpalus; Coh=I11a3MeHa KOHLEHTPaLUs IIPeau

npunoxenne; COBI=kooumucrar; DRV=napynasup; HIV-1=4oBemku nmMmyHonepUIUTEH BUPYC THIT 1

& Cwbpan kato AUCoh: KOHLEHTpalus npeau npunoskenue (0 yaca) ¥ U3MOI3BaH KATO 3aMECTHTEN Ha KOHIIEHTPAIUATA 32

24 yaca c uen onenka Ha AUCo-24n

6 N=59
®  Tlomy4deH 4pes3 NOIYNANUOHHO (HaAPMAKOKHHETHYHO MOJEIMPaHe
r

N=5

Cmapuecka ev3pacm

lapynasup

Hannyna e orpanudena nHGopMaIus pu Ta3u nomynamnus. [lonynauoHusT GapMaKOKHHETHYCH
ananu3 npu uHextupanu ¢ HIV naunenTn nokasa, ye papMakOKMHETHKATa Ha JapyHABUD HE ce
pa3nuyaBa 3HAUUTETHO BB Bh3pacToBUs Auana3oH (18-75 ronuHu), olieHeH Npy NalueHTH,
undexrupanu ¢ HIV (n = 12, BB3pact > 65 roaunn) (Bx. Touka 4.4). [Ipu nanueHTure Haja 65 roguan
o0adye ca HaJUIE CaMO OTPaHUYEHU TaHHU.

Kobuyucmam
dapMaKOKMHETHKATa HAa KOOMIIMCTAT TIPH MAI[HEHTH B CTapuecKka Bb3pact (Ha 65 TOAWHH U TI0-
BB3PACTHH) HE € HAITBJIHO OICHEHA.

Lon

lapynasup

[MonynamuoHusT hapMaKOKMHETUYICH aHAIN3 ITOKA3Ba MAJIKO MO-TOJISIMA €KCITO3UIIHS Ha JapyHaBUP
(16,8%) nipu xenute, nnpexrupanu ¢ HIV, B cpaBHeHue ¢ MbkeTe. Ta3u pasinka HiMa KIMHAYHA
3HAYMMOCT.

Kobuyucmam
He ca ycTaHOBEHM KIMHUYHO 3HAYMMU Pa3InKy BB (DapMaKOKHHETHKATA, CBHP3aHH C I10jIa, 3a
KOOHIIHACTAT.

bvbpeuno yepescoane
REZOLSTA =He e u3ciieBaH mpy MaueHT ¢ 0bO0pETHO YBPEKIAHE.

Japynasup
PesynraTute OT €1HO NpoydBaHe 3a Oananc Ha MacuTe ¢ *C-1apyHaBup ¢ pUTOHABHD TTOKA3BarT, ue
npuOIM3uTENHO 7,7% OT MpUIIOKEeHATa 1032 TapyHABUP C€ eKCKPETHPAT B ypUHATA KaTO HEIIPOMEHEH

JapyHaBuD.

Brnpeku ue napyHaBup HE € IpOyYBaH NPH MAMEHTH ¢ OBOPEYHO yBpekKAaHe, IOMyIaluOHHUSIT
(hapMaKOKMHETHYEH aHAIIN3 TIOKA3Ba, 4ye (papMaKOKMHETHKATa HA JapyHABUD HE Ce MOBJIUSIBA
3HaYMTeNHO NpU nHpekTupanu ¢ HIV manuenTn ¢ ymepeHo 650peuHo HapylieHue (KpeaTHHHHOB
kupbHC Mexay 30-60 ml/min, n = 20) (Bxk. Touku 4.2 u 4.4).

Kobuyucmam

[IpoyuBane Ha (hapMaKOKHHETHKATa Ha KOOUITUCTAT € TIPOBECHO MPH YYACTHUIIH, HEWH(PEKTHPAHU C
HIV-1 ¢ texxo 650peuHo yBpekaane (M34uciIeH KpeaTHHUHOB KiaupbHC ox 30 ml/min). He ca
HaOII01aBaHK 3HAYUMH Pa3JIMKU BbB (PapMaKOKHHETHKATa Ha KOOMIMCTAT MEXIY YIaCTHHLIUTE C
TEXKKO ObOpPEUHO YBpEKIaHE U 3APABUTE YIACTHUIIN, KOSTO CHOTBETCTBA HA HUCKUSI OBOpeUeH
KJIMPBHC Ha KOOUIMCTAT.

Yeproopobno yepedcoane
REZOLSTA =e e uzcnensan mpu MalueHTH ¢ YePHOAPOOHO YBpEKIaHE.
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lapynasup

HapynaBup ce metabonu3upa U eTMMUHUPA OCHOBHO upe3 uepHus apo0. EaHo n3nutBane ¢
MHOTOKPATHO TPWJIOKEHHE Ha JapyHaBup/putonasup (600/100 mg) nBa mbTH JTHEBHO MTOKa3Ba, e
o0IIMTE TTa3MEeHH KOHIICHTPAIMK Ha JapyHaBUP NPH UHAUBUIHM C JIEKO (KJIac A 1O KiTacu(pUKanusaTa
Ha Child-Pugh, n=8) u ymepeno (xnac B no knacudukanusra Ha Child-Pugh, n=8) yepnoapo6Ho
YBpEXIaHE ca CPABHUMH C TE€3U IPH 3ApaBu HHAUBUAN. ChIIEBPEMEHHO KOHLEHTPALUUTE Ha
HECBBP3aHUS JapyHABHUP Ca ChOTBETHO NpHOIM3UTEIHO 55% (kiac A nmo knacugukanusata Ha Child-
Pugh) 1 100% (xnac B no knacudukanusira Ha Child-Pugh) no-sucoku. Knuanunoro 3Hauenue Ha
TOBa MOBHUIIICHUE HE € U3BECTHO, CIICAOBATEIHO JapyHAaBUP/PUTOHABUD TPsOBa Jja ce U3I0JI3BA
BHUMATEJHO MPU TaKWBa NanueHTH. EQEKTHT Ha TEKKOTO YepHOAPOOHO YBPEIKAAHE BHPXY
(hapMakOKMHETHKATa Ha JapyHaBHP BCE Ol HE € poy4eH (BxkK. Touku 4.2, 4.3 u 4.4).

Kobuyucmam

Koburmucrat ce metabonm3upa U eTMMUHAPA OCHOBHO upe3 depHus ApoO. [Ipoyusane Ha
(hapMakOKMHETHKAaTa Ha KOOUIMCTAT € MPOBEACHO NPU ydacTHULM, HeuHpekTupanu ¢ HIV-1, ¢
ymepeHo yepHoipoOHo yBpexnane (Child-Pugh xiac B). He ca HabnromaBany KIMHHYHO 3HAYNMHA
pas3yuKy BbB (papMaKOKHMHETHKATa Ha KOOUIMCTAT MEXK/y YYACTHHUIIUTE C YMEPEHO YBPEKAAaHE H
3npasuTe yyacTHUIM. He ce Hanara agantupane Ha no3zata Ha REZOLSTA npu nanueHnTu ¢ Jeko 10
yMepeHo 4yepHoApoOHO yBpexkaane. EQekTsT Ha TexkoTo yepHoApoOHO yBpexnaHe (Child-Pugh
knac C) BbpXy (hapMaKOKHHETHKATa Ha KOOWIKCTAT HE € TIPOy4BaH.

Koundexuyus ¢ supyca na xenamum B u/uau xenamum C

Nma HepocTaThbuHy (hapMaKOKUHETHYHU JJAHHU OT KIIMHUYHHUTE M3IUTBAHMS, 32 JIa CE ONpPEAeIIH
edexTa Ha nHpEKIMS ¢ BUpyca Ha xenatuT B n/wmm C BbpXy (hapMakOKHHETHKATA Ha JapyHABUP U
KoOHuIucTaT (BXK. ToukH 4.4 1 4.8).

Bbpemennocm u cneo pasicoane

Jleuenneto ¢ napynasup/koourctat 800/150 mg BenHBK THEBHO 110 BpeMe OpEMEHHOCT BOIH 10
HHUCKa eKCNo3uLuA Ha napyHasup. [1pu xenn, npuemamu REZOLSTA npe3 BTopus TpUMECTBP OT
OpEMEHHOCTTA, CPETHUTE UHTPA-UHIUBHUIyaTHA CTOMHOCTH Ha 00IIus NapyHaBUP Cmax, AUCi2n U Cpin
ca cboTBeTHO 49%, 56% 1 92% mo-HHUCKH, B CPABHEHHUE C TE3U CJIE]] paXKIaHETO; TI0 BpeMe Ha TPETHs
TPUMECTBP Ha OpEMEHHOCTTa, CTOHHOCTUTE Ha 001Ms AapyHABHP Cmax, AUC 2n B Ciin €2 CHOTBETHO
37%, 50% u 89% mo-HUCKHU B CpaBHEHUE C TE3U Clie]] pakaaHeTo. Hecepp3aHara dpakiiust ChIno
3HAYUTETHO HaMaJsBa, BKIFOUYUTEIHO 1 MTOHMKeHHE Ha HUBaTa Ha Cpmin ¢ 0K010 90%. OcHOBHATa
NPUYMHA 32 T€3U HUCKHU €KCIIO3HUILMH € ChIIECTBEHO MOHIKAaBaHE Ha EKCIIO3HULUATA HAa KOOUIIUCTAT

BCJICZICTBUE HA €H3MMHA HHAYKLMS, CBbp3aHa ¢ OpeMeHHocTTa (BX. Tadbmuma 10).

Ta6anna 10 @apMaKoKNHETHYHH Pe3yJITATH HA O0LIUS JapYHABHP cJie] MPHIoKeHHe Ha
napyHasup/kooummcerart 800/150 mg BeHBbK AHEBHO, KATO 4aCT OT
aHTHPETPOBHMPYCHA CXeMa, 10 BpeMe Ha BTOPHUSI TPUMeECThP Ha OpeMeHHOCTTa, HA
TpeTHs] TPUMECTHP HAa OPeMEHHOCTTA U el PaKIaHeTo

DapMaKOKMHETUKA BTtopu TpumecTsp Ha | TpeTn TpuMecTHP HA Ciaen paxnane
Ha 00LIUsI JapyHABUP OpeMeHHOCTTA OpeMeHHOCTTa (6-12 ceamuun)
(cpenno £ SD) (n=7) (n=6) (n=06)
Crax, ng/ml 4340+ 1616 4910+ 970 7918 +2 199
AUCn, ng.h/ml 47 293 £19 058 4799149 879 99 613 + 34 862
Chin, ng/ml 168 + 149 184 + 99 1538+1344

Excriosuiusta Ha KOOUIMCTAT € IO-HUCKA 0 BpeMe Ha OpEMEHHOCT, KOETO IMOTEHIIHATHO BOIAM 10
Mo-cy1ab0 OT ONTUMATTHOTO MOTCHITUpaHe Ha apyHaBup. [Ipe3 BTOpUsS TPUMECTBP OT OPEMEHHOCTTA
croitHOCTUTE Ha KOOUIUCTAT Cax, AUC24n B Ciin ca cboTBeTHO 50%, 63% 1 83% 1MO-HUCKH B
CpaBHEHHME C TE3H Cje]] pakaaneTo. [Ipe3 TpeTust TpUMECThP OT OpEMEHHOCTTa CTOMHOCTHTE Ha
KOOUIUCTAT Crax, AUC24h ¥ Ciin ca ¢bOTBETHO 27%, 49% 1 83% MO-HUCKHU B CpaBHEHHE C TE3H CJIC]

PAXKIAHCTO.

37



5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Ea[ZYHaBI/I[[

IIpoBexknanu ca TOKCUKOJIOTHYHY MTPOYYBAHUS IPU )KMBOTHH, MTOJI0KEHH HA €KCIIO3MLIMA 10 HUBA Ha
KIIMHUYHATA €KCIIO3ULUSA C JAPYyHABUD, IPUIIOKEH CAMOCTOATENHO IIPU MUILIKH, IIIBXOBE U Ky4eTa U
NPUIOKEH B KOMOWHAIIWS C PUTOHABUD TPH ITHXOBE H Ky4eTa.

B ToKcHKOJIIOTHYHY IPOYYBaHMS C MHOTOKPATHO MPUIIOKEHUE MTPU MHIIKH, TUTBXOBE U Ky4eTa, ca
HAJTUIIE CaMO OTPaHUYeHU e(DEeKTH OT JICUSHUETO C NapyHaBup. [Ipu rpuzaun uieHTUOUIIPAHNTE
IMPUILICIIHU OPraHy Cca XEMOIIOCTUYHATa CUCTEMA, KPbBOChCUPBAIllaTa CUCTEMA, YCPHUA I[p06 u
IMIMTOBUHATA Jie3a. HabmogaBa ce mMpoOMEHIMBO, HO OTPaHMYEHO HaMaJICHHE Ha MTapaMeTpHTe,
CBBpP3aHU C YCPBCHUTC KPBbBHU KIICTKU, 3a€IHO C YBCIMYCHUC HAa aKTUBHUPAHOTO IMapIiaiHO
TPOMOOIIIIACTHHOBO BpEME.

HabmromaBat ce mpoMeHH B 4epHuUs ApoO (XenaTouruTHA XUIIEPTPOQHS, BAKyOIU3aLHs, TOBUILICHH
YepHOAPOOHH €H3UMH) U HIUTOBUIHATA Jie3a ((ponmkynapHa xuneprpodus). [Ipu mrexose
KOMOMHAaLUATa OT JapYHABHUP C PUTOHABUP BOJH O MAJIKO yBEJIHMUEHHUE Ha e(eKTa BBPXY
napaMeTpuTe Ha YepPBEHUTE KPBbBHU KIETKH, YepHHUS APOO U IIUTOBUAHATA XKJI€3a U OBUIIEHA
yecrora Ha (UOPO3a Ha OCTPOBUETATA B MAHKpeaca (CaMo NMPH MBIKKH ITHXOBE) B CPABHEHHE C
JICUSHHE C JJapyHABUP, pHUIarad caMocTosTenHo. [Ipu kydeTa He ce HASHTUDUIUPAT 3HAYUMH
TOKCUKOJIOTUYHH HAXOAKHU WITU MPULIETHN OPTaHy MPHU €KCTIIO3ULINHN, paBHU HAa KIIMHUYHATA
€KCITO3UIIH TIPH MPENOpbUUTENHATA 034.

B enHO m3nuTBaHe, MPOBECHO NPH TUTHXOBE, OPOST HA KBITUTE TEJNA U UMILIAHTAIIMUTE HAMaJIsIBaT
MIPH HATMYUETO Ha TOKCUYHOCT 3a MaiikaTta. Have HAMa eeKTH BbpXy YU(TOCBAHETO U
(deprumTera npu neuenue ¢ qapyHasup jgo 1 000 mg/kg/nen u HuBa Ha ekcrio3unus moja (AUC —

0,5 pTH) TE3W MPHU XOpa MpY KIMHUIHO MPEeNophUnTeNHaTa 103a. Jlo ChIMTE HUBA HA Jj03aTa MPU
TUTHXOBE U 3aiIIH, JIEKYBaHU C TApYHABUDP, IPUIOKEH CAMOCTOSTEITHO, HEe ce HaOIroaaBa
TEPaTOreHHOCT, HUTO IbK IIPH MUIIIKH, JICKYBaHU B KOMOUHAIUS ¢ puTOHaBUp. HuBara Ha
SKCIIO3HIIHS ca MO-HUCKU OTKOJKOTO TE3H MPH MpernophuanaTa KIMHAYIHA 1032 MpH xopa. [Ipu orenka
HA TIpe- U IOCTHATATHOTO Pa3BUTHE MPH ILTHXOBE, JapyHABHUP ChC WK O€3 pUTOHABUD, BOAH IO
MPEXO0ITHO HaMaJICHHE Ha HAJIaBaHETO Ha TETJIO Ha TIOKOJICHUETO MPeIr TO Aa Oblie OTOUTO, a ChIIO
Taka ce Ha0JIr0/1aBa JICKO 3a0aBsHe NMPHU OTBAPSIHETO HA OYUTE U ymuTe. JlapyHaBUp B KOMOMHALINS C
pUTOHABHp NMPUYMHSABA HaMaJIeHHE B OpOsl Ha MAJIKUTE, KOUTO TIOKAa3BaT PEaKIUs Ha CTPSCKAIIU
IIyMOBe Ha 15-THs IGH OT KbPMEHETO U HaMalleHHe B Oposi Ha HOBOPOJISHUTE TUTHXOBE, KOUTO
OIIEJISIBAT 110 BpeMe Ha KbpMeHeTO. Te3n e)eKTH MOXKe J1a ¢a CIICICTBUE OT EKCIIO3UIIMATA Ha MAJIKUTE
Ha aKTUBHOTO BEIIECTBO YPe3 MIIIKOTO W/WJIM HAa TOKCUYHOCTTA IpH Malikata. [Ipu JedeHueTo ¢
JapyHaBUp, TPUIIaTaH CaMOCTOSTEITHO WJIM B KOMOHWHAIINS C PUTOHABUD, HE ce HAOII0jaBa 3acsraHe
Ha QYHKIHUTE cliea oTOuBaHe. [Ipu Miaam IbXoBe, MoIydaBally JapyHaBup 10 23 — 26 AeH, npu
HSIKOU KUBOTHH C€ Ha0II0JaBa yBeIMUeHAa CMBPTHOCT ¢ KOHBYJICMH. EXcrio3uIusTa B ruia3mara,
yepHUs Apo0 U MO3BKa € 3HAUYUTEITHO IT0-BHCOKA OT Ta3u MPU BH3PACTHH ILTHXOBE CJIe MPUIOKEHIE
Ha cpaBHUMH 11034 B mg/kg mexmy 5 u 11 nen ot xxuBota. Cien 23 eH OT )KUBOTa €KCIIO3UIUATA ©
CpaBHUMA C Ta3W IIPHU BB3PACTHHU ILTHXOBE. [loBHUIIIEHATa EKCIIO3UITHS, U3TIICHKIa IOHE OTYACTH, CE
JIBIDKH Ha HE3PEJIOCTTa Ha JIEKapCTBO-METa00IM3HpaIIUTe CH3UMHU ITPH MJIaIuTe )KUBOTHH. He ce
HaOII0/1aBa CBBP3aHa C JICUEHUETO CMBPTHOCT IPH MJIA/IN TUTHXOBE, IIPH KOUTO Ca TIPUIIOKEHH

1 000 mg/kg napynaBup (eqMHUYHA J103a) Ha 26-n1HeBHA BB3pacT win 500 mg/kg (MHOrOKpaTHa /1032)
ot 23-nHeBHa 10 50-THEBHA BB3PACT M €KCITO3UIUATA U IPOGUIBT Ha TOKCHYHOCT Ca CPAaBHUMH C
HaOII0JaBaHUTE NIPU BH3PACTHU ILTHXOBE.

[Topann HECUTYpHOCT IO OTHOIIICHNE HA CTENICHTA Ha pa3BUTHE HA KPHBHO-MO3bUYHA Oapuepa u Ha
yepHOApoOHHUTE eH3uMu npu xopata REZOLSTA He TpsOBa na ce mpuiiara npH aena noa 3 roAuHU.

JlapyHaBup € OILICHEH 3a KaHIIEPOTCHEH IMOTEHITHAN MIPHU IpUJIaraHe ChC CTOMAIITHA COHJIa HAa MUIIIKU U
wrbxoBe 70 104 ceamunu. [Ipunaranu ca gaeBHU 103u o1 150, 450 1 1 000 mg/kg Ha MUIIKK U 1034
ot 50, 150 u 500 mg/kg Ha mrpxoBe. HabmrogaBaHo € /10303aBICHMO TIOBUIIICHHE Ha YECTOTaTa Ha
XEMaToIeTyJIapHU aJICHOMHU U KapIIMHOMH IPU MBKKH U )KCHCKU )KHBOTHHU OT J1Bata Buja. [lpu
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MBKKH IDTBXOBE ca 3a0els13aHi THPOUTHHU (POIMKYIapHU KIeThYHA afeHomu. [Ipunaranero Ha
JlapyHaBUP HE MPEIU3BUKBA CTATUCTUYECKH 3HAYMMO MOBUIICHHUE HAa YECTOTaTa Ha IPYTH
JI0OPOKAYECTBEHU WM 3JI0KAUSCTBEHH HEOIJIa3MH TIPY MUILKH U IIbXoBe. CMsTa ce, ue
HAOJII0JaBaHUTE XETATOLCyPapHU ¥ THPOUIHHA TYMOPHY IIPU TPU3aYK UMAT OIPAaHUYCHO 3HAYCHUE
mpu Xopa. MHOTOKpaTHOTO MPHIIOKEHUE HA JapyHABUP MPH ILTHXOBE MMPEIN3BUKBA HHTYKITUS HA
YEPHOAPOOHUTE MUKPO3OMATHHA €H3UMH ¥ MOBUIIICHO STMMUHHUPAHE HA THPOUTHUTE XOPMOHH, KOETO
mpepasrnosara IIbX0BETe, HO HE M XopaTa, KbM THPOUIHHU HeoIua3Mu. [1py Hai-BUCOKHUTE
W3CJIeIBaHU JI03U, CHCTEMHATa eKCIIO3UIUS Ha JapyHaBHp, KOTaTo € MPHUIIaraH e JHOBPEMEHHO C
putoHaBup, (B3 ocHoBa Ha AUC) e mexny 0,4 u 0,7 mbtr (Mumkn) u 0,7 1 1 T (IIBX0BE), B
CpPaBHEHHUE C Ta3H, HAOJII0aBaHa IIPU XOpa MPH MPEMOPHYUTEIHH TEPANCBTUYHH JO3H.

Crnen 2 roaMHu npujiaraHe Ha JapyHaBUpP IpU €KCIO3UIMS paBHA WK O]l HUBOTO HA €KCIIO3ULIMSITA
IIPH XOpa, ce HaOJIF01aBaT IPOMEHH B ObOpenuTe npu MUIIKY (Hedpo3a) U IIbXoBe (XpOHUYHA
NpOrpecuBHa HEPPOTIATHS).

JapyHaBup He € MyTareHeH WM TeHOTOKCUYCH B CEPHS in Vitro W in vivo TECTOBE, BKIFOUUTEIHO MPU
OakTepualieH TeCT 3a 00paTHU MyTaluu (Ames), TECT 32 XpPOMO30OMHH a0epalliy B YOBCIIKH
TUMQOLIUTH U in VIvo MUKPOHYKIIEAPEH TECT IIPU MUIIIKH.

KoGumucrar

HexknmuHandHWTE MTaHHY HE TIOKa3BaT OCOOEH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUATE
HpOy‘IBaHI/IH 34 TOKCUYHOCT HpI/I MHOFOKpaTHO annomeHHe, T€HOTOKCHUYHOCT, perOJl}/KTI/IBHa
TOKCHYHOCT U TOKCHUYHOCT 3a pa3ButueTo. He ca HaOrogaBanu TepaToreHHH e(heKTH IpU IPOyYBaHHUS
32 TOKCUYHOCT 32 Pa3BUTUETO MPU IUIbXO0BE U 3ailiy. [Ipu mirbxoBe ca HACTHIUIN IPOMEHU B
ocu(uKanmsITa Ha TPHOHAYHUS CTHIO U CTEPHATHUTE CETMEHTH Ha (DeTYCH IIPU 03U, KOUTO BOJAT 110
3HaYMMa TOKCHYHOCT 3a MalKarTa.

Ex vivo nmpoy4BaHus TP 3alLIU U in Vivo TIPOYUBaHUs IIPU Ky4yeTa IpeArnoaraT, 4e KoOuIucTaT uma
MaJIbK MMOTEHIMA 32 yabbkaBaHe Ha QT nHTepBana u Moe Jieko aa yabsnku PR unTepBana, kakto u
Jia TIOHM KU JIeBOKaMepHaTa (pyHKIHS TpU cpeTHN KOHIIEHTpaIuy oHe 10 mbTH Mo-BUCOKU OT
€KCITO3ULMATA IIPH XOpa MIPH NpenopbYUTENHaTa JHEBHA 1032 oT 150 mg.

JBArocpodHo mpoydBaHe 3a KaHIIEPOTEHHOCT Ha KOOUITUCTAT MPH TUTHXOBE MOKa3Ba TyMOPOTCHEH
MOTEHITUA, CTIeNU()UYCH 32 TO3M JKUBOTHHCKH BUJI, 32 KOUTO CE MpUeMa, Y€ He € OT 3HaUeHHE 3a

xoparta. JbArocpoyHo Npoy4YBaHe 3a KAHLIEPOT€HHOCT MPU MULIKU HE NTOKA3Ba KAHIEPOreHEH
MMOTEHIIHAIT.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

REZOLSTA 800 mg/150 mg tabnerku
Slapo Ha Tabnerkara

be3Boaen xomounaen cunuiueB auokcun (ES51)
Hemynosa, mukpokpuctanna (E460(i))
Kpocnosunon

Xunpomenosa

Marnesues creapat (E572)

DumMoBo IOKPUTHEC HA TabJIeTKaTa

Maxkporon/nonuerwiex riaukon (E1209)
[TonuBHHMIIOB aKOXO0J - yacTU4YHO xuaposnusupan (E1203)
Tanx (E553b)
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Turanor nuokcun (E171)
XKenezen oxcun, yepsen (E172)
Kenesen oxcun, uepen (E172)

REZOLSTA 675 mg/150 mg tabnerku
Slapo Ha Tabnerkara

BbesBoaen xononaeH cumuiieB quokcu (E551)
Hemnynoza, mukpokpuctansa (E460(i))
Kpockapmenosa natpuii (E468)

Marnesues creapat (E572)

DuiMoBO MOKpHUTHE HA TabIeTKaTa

Makporon/nonuerunenriukon (E1209)

[TonMBHHMIIOB aKOXO0J - yacTU4YHO xuaponusupan (E1203)
Tank (E553b)

Turanor muokcun (E 171)

Kenezen oxcun, xbat (E172)

Kenesen oxcun, uepen (E172)

6.2 HecbBmMecTHMOCTH

Henpunoxxumo

6.3 Cpok Ha roAHOCT

REZOLSTA 800 mg/150 mg duimMupanu TaOIeTKU

3 roguHU
6 ceqmuIHM cien OTBapsiHE Ha OyTHIIKATA.

REZOLSTA 675 mg/150 mg duimMupanu Ta0IeTKu
3 roguHu
8 ceaMuIU ciie OTBapsHE Ha OyTHIIKaTa.

6.4 Crhenuananm ycja0oBHs Ha ChbXpaHeHHe
To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELHUATHH YCIOBHS Ha ChbXPAHECHHUE.
6.5 Bwuau chabp:kaHue HA ONAKOBKATA

REZOLSTA 800 mg/150 mg duimMupanu Ta0IeTKU

Bsina 6ytuika ot monmetnieH ¢ Bucoka mrsTHOCT (HDPE), chapprkamma 30 tabnerku, ¢
nonunponuiaeHosa (PP) samymanka, 3amurena ot aena, ¢ MHIYKIMOHHO 3alleyaTBaHe.
OnakoBKa 10 eIHa OyTHIIKA.

REZOLSTA 675 mg/150 mg duimMupanu Ta0IeTKU

bsina OyTtuika ot nonueruiieH ¢ Bucoka mibTHOCT (HDPE), chabpaxkaima 30 TabieTky, ¢
nonunponwieHoBa (PP) 3amymanka, 3ammureHa oT ela, ¢ MHAYKIIMOHHO 3aredaTBaHe.
OmnakoBKa 10 e1Ha OyTHIIKA.
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6.6 CrnenuajaHu nNpeana3sHu MepKHU NMPH U3XBbPJIsIHE

Hewusnon3sanusar JICKaApCTBCH NMPOAYKT WM OTHAABYHUTEC MAaTCPUAJTIN OT HETO Tp${6Ba Ja CC€ U3XBBPJIAT

B CBbOTBETCTBUE C MECTHUTC U3UCKBAHUS.

7. IHNPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

800 mg/150 mg REZOLSTA: EU/1/14/967/001

675 mg/150 mg REZOLSTA: EU/1/14/967/002

9. JATA HA TBbPBO PA3PEINABAHE/IIOJJHOBSABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mepBo paszpemasane: 19 noemspu 2014 1.

Jlata Ha mocnenno noaHoBsBaHe: 31 romm 2019 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMoxpoOHa uHpopManus 3a TO3U JEKAPCTBEH MPOIYKT ¢ MPEeI0CTaBeHa Ha yeOcaiiTa Ha EBporneiickata
areHIUs 10 JiekapcTBaTa https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 600 mg/90 mg nucneprupaiiy ce TadJIeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska agucneprupama ce tTabnetka cbabpxa 600 mg napynasup (darunavir) (kato eranonat) u 90 mg
koOumnucrat (cobicistat).

3a IIBJIHNA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Hucneprupamy ce TabIeTKH

UepBeHnnkaBo-1uiiaBa opaiHa (puiMupaHa tabierka ¢ pazmepu 21 mm x 10 mm, ¢ BIuTbOHATO
penedHo o3nauenue "690" ot ennara crpana u "TG" ot apyrara crpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTUYHU MOKA3AHUS

REZOLSTA e noka3aH, B KOMOMHAIHS C APYTH aHTUPETPOBUPYCHH JICKAPCTBEHHU MPOAYKTH, 32
JieyeHne Ha MHQEKUus, IPUYMHEHA OT YOBeIIKUs nMyHoaeduuureH supyc-1 (HIV-1) npu Bp3pacTHH

U TIeJIMaTPUYHY TTIAIMEHTH Ha BB3PacT 3 U TIOBeYe TOIUHHE C TErio Haii-manko 15 kg.

NznomsBanero Ha REZOLSTA TpsibBa fa ce ppKOBOIM OT T€HOTHITHO H3clieABaHe (Bxk. Touku 4.2, 4.4
us.1).

4.2 Jl03MpOBKa M HAYMH HA IPUJIOKEHHE

JledenueTo TpsiOBa 1a ObJC 3aMI0YHATO OT MEIUITMHCKH CIICIIUANIMCT C OMMT B JieueHueTo Ha HIV
WHPEKIHS.

REZOLSTA 600 mg napynaBup/90 mg koOUIUcTaT qucreprupaiia ce Tabierka Tpadsa 1a ce
JAUCIEepPrupa BbB BojA.

2 !OSI/I[QOBKa

[leouampuunu nayuenmu Ha év3pacm 3 u nogeue 200uHu ¢ mea2no Hau-vaiko 15 kg 0o noo 25 kg

THayuenmu, na xoumo ne e npunacana ART (antiretroviral therapy, ART)
[Ipenopbuntennata cxema Ha Ipuiiarate e exna tabnerka 600 mg napynasup/90 mg koduucrat
BEAHBX AHEBHO, IPHEMaHa ¢ XpaHa.

Hayuenmu, na xoumo e npunazcana ART

Enna rabnerka 600 mg napynaBup/90 mg koOUIUCTAT BEAHBX THEBHO, IPUEMaHa C XpaHa, MOXe Aa
ce MpuJiara Mpy MaluyueHTH ¢ IPeIX0AHa eKCIIO3UIMS Ha aHTHPETPOBUPYCHHU JIEKAPCTBEHH MTPOIYKTH,
HO 6e3 DRV-RAMSs* u ¢ mnasmenn nuBa Ha HIV-1 PHK < 100 000 xormsti/ml u 6poit na CD4+
kierkure > 100 knetku x 10%/1 (Bxk. Touka 4.1).

*  DRV-RAMs: VI1L, V321, L33F, 147V, I50V, 154M, 154L, T74P, L76V, 184V, L89V.

IIpu Bcuuky ApyTH manueHTH, Ha Kouto e nmpunaraia ART unn He e HanmuHO n3cneaBane 3a HIV-1
redotun, n3non3BaHero Ha REZOLSTA He ¢ moaxo1io ¥ TpsOBa 1a ce U3IoJi3Ba apyra
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aHTHpETPOBUpYyCHa cxema. HanmpaBeTe crpaBka ¢ KpaTkara XapaKTepUCTUKA HA APYTHTE
AHTHPETPOBUPYCHH JICKAPCTBEHU MPOIYKTH 32 HH(POPMALIUS OTHOCHO TO3UPAHETO.

Quamupanu mabremku
REZOLSTA ce npennara u nox ¢popmara Ha ¢unmupany Tadsetkd oT 800 mg napynasup/150 mg
KOOWIMCTAT 3a B3PACTHH U IOHOILH € TerIo Hail-manko 40 kg.

REZOLSTA ce npennara u nox ¢popmata Ha TaOJIETKH C IeNUTeNHa YepTa oT 675 mg
nmapyHaBup/150 mg KoOUICTAT 3a Jielia Ha BB3pacT 6  MoBeYe TOAWHY C TErNo Hai-mManko 25 kg u
nox 40 kg.

Cveem npu nponycuamu 003u

Axo REZOLSTA e npomnycHara B paMkuTe Ha 12 yaca oT 00M9aifHOTO BpeMe 3a pHueM, MallueHTHTe
TpsiOBa Ja ObAT HHCTPYKTUPAHHU Ja IpHeMaT Bh3MOKHO Hal-CKOPO Mpeanicanara 103a ¢ XxpaHa. AKo
ca U3MUHAaM 1noseye oT 12 yaca ciex 00M4aiiHOTO BpeMe 3a IpreM, IPOITyCcHaTaTa 103a He TpsiOBa aa
ce MpueMa M NauueHThT TPSOBa J1a MPOABIKY 10 oOnvaifHaTa cxema Ha MPUII0KEHHE.

AKO NalMeHThT MOBBbPHE B paMKUTE Ha 4 yaca ciel IprueMa Ha JEKapCTBOTO, BB3MOXKHO Hail-CKOpo
Tps6Ba na npueme apyra no3a REZOLSTA c xpana. Ako malMeHTHT MOBBPHE ClieA MoBede oT 4 yaca
clleN IpreMa Ha JIEKapCTBOTO, He TpsIOBa Jla mpueMa Jipyra 703a 10 CIeJBalioTo 00ndaiiHo
IUTAHUPAHO BpEME.

Crenyaiiy nonyJaiun

Cmapuecka ev3pacm
[Ipu Ta3u nomynanus e Hanu4YHa orpannyeHa naHdopmanus u 3atoBa REZOLSTA Tps6Ba na ce
MpUJIara ¢ MOBHIIIEHO BHUMAHUE TPH MAIMEHTH Haa 65-roauITHa Bh3pacT (BK. Touku 4.4 1 5.2).

Yeproopobro yepedxcoane
Hsima Hannyan apMakOKHMHETHYHH JaHHH OTHOCHO u3non3BaHeTo HAa REZOLSTA npu nanueHTu ¢
YepPHOAPOOHO YBPEKIaHE.

HapynaBup u kobuicraT ce MeTaboIu3upaT upe3 4uepHoapoOHaTa cucteMa. OTIEIHU IPOYYBAHHUS C
JapyHaBUP/PUTOHABUP U KOOHMIIMCTAT IaBaT OCHOBAHHUE JIa CE TIPEIIONIONKH, Y€ HE Ce HaJlara KOPeKIHs
Ha J103aTa MMpH MaueHTH ¢ Jieko (kmac A no kinacudukanusara Ha Child-Pugh) umn ymepeno (kmac B
no kinacugukanuara Ha Child-Pugh) uepnoapobno yspexnane, obaue REZOLSTA Tpsi6Ba na ce
W3M0J13Ba C IOBUIIICHO BHUMAHUE MTPU TE3H MAIIUEHTH.

Hsima Hanu4yHM JaHHA OTHOCHO yroTpeOaTa Ha JapyHABUP MM KOOMLIMCTAT NPH MALUEHTH C TEXKO
4epHOIPOOHO yBpekaaHe. TexKKOTO 4epHOIPOOHO YBpEKIaHE MOXKE /1a IOBE/IE /10 IIOBHUIIABaHE HA
EKCTIO3UIUATA Ha JapyHABUP W/MIIM KOOUIKCTAT U JIO BIIOIIaBaHe Ha Mpoduiia Ha Oe30MacHOCT.
Caenosarenno REZOLSTA ne TpsiOBa 1a ce U3Mo0i3Ba Ipy MAUEHTH € TEKKO YEPHOAPOOHO
yBpexnane (knac C no knacudukanusra va Child-Pugh) (Bx. Touku 4.3, 4.4 u 5.2).

bvbpeuno yspeocoane

YcTaHOBEHO €, Ye KOOMIUCTAT MOHMKABA U3UHCICHUS KPEaTHHUHOB KIIMPBHC B PE3yJNITaT Ha
MOTUCKaHe Ha TyOyiHaTa cexpenus Ha kpeatnHuHa. Jleuenue ¢ REZOLSTA He TpsiOBa fa ce 3amousa
NPY MALMEHTH ¢ KPEaTHHUHOB KIUPBHC 1o 70 ml/min, ako 3a HAKOW OT IMpUJIaraHUTe eTHOBPEMEHHO
JIEKapCTBEHHU NMPOAYKTH (HANp. eMTPULUTAONH, JTaMUBYIUH, TECHOQOBUP AM3ONPOKCHI (KaTo ¢pymapar,
(dhocdar minm cykiHar) win aneoBUp JUMMBOKCHI) CE Hajlara KOpeKIIMs Ha J103aTa Ha 0a3aTa Ha
KpPEaTUHUHOBHS KIUPBHC (BXK. Touku 4.4, 4.8 u 5.2).

BB3 ocHOBa Ha MHOTO OIpaHUYEHOTO OBOPEYHO EMTMMUHIPAHE Ha KOOUIINCTAT U apyHaBUP HE Ce
M3KCKBAT CIIEIIUATHY MPEAIa3Hyu MEPKU WK afantupane Ha go3ata Ha REZOLSTA nmpu narueHTu ¢
0b0peuHo yBpexaane. JapyHaBup, KOOMIIUCTAT WM B KOMOMHAIMS HE ca MPOYYBAHM MTPH MAI[UCHTH
Ha MaIn3a U 3aTOBa HE MOJXKE Jla Ce HaIlpaBH MPETopbhKa 3a Te3W MalMeHTH (BXK. ToUkKa 5.2).
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3a roBeue I/IH(l)OpMaI_II/IH BHMIKTC KpaTKaTa XapaKTCPUCTUKA Ha MTPOJAYKTa 3a K06I/II_II/ICTaT.

Ileduampuuna nonynayus

JapyHaBup B KOMOHHAIHS ¢ KOOMIIMCTAT HE TPsOBa Jia ce MpuJjiara npy NneIuaTpruIHu MalMeHTH 10/
3-roauinHa Bh3pacT MOPaau ChOOpaKEeHUs 3a O€30MIACHOCT, CBhP3aHN C TOKCHYHOCT U CMBPTHOCT,
HaOII0JaBaHY [P FOBSHIITHH ITHXOBE, TPETUPAHU C NapyHABUP 10 23- 1o 26-1HEBHA BB3pacT (BK.
Touka 5.3).

bpemennocm u crned pasicoarne

Jledenueto ¢ napynasup/kodurcrar 800/150 mg rmo BpeMe Ha OPEMEHHOCT BOJIU JI0 HUCKA
EKCTIO3UIS Ha napyHaBup (Bk. Touku 4.4 u 5.2). 3aToBa Ta3u koMOMHAIIMS HE TPSOBA Ja ce 3aroyBa
10 BpeMe Ha OpeMeHHOCT, a KeHH, 3a0peMeHenu 1o Bpeme Ha Tepanus ¢ REZOLSTA, tps6Ba na
MPEeMUHAT Ha aITCPHATHBHA cXeMa Ha jeueHue (BxK. Touku 4.4 u 4.6). JlapyHaBUp/pUTOHABUD MOXKE
Jla ce CuMTa 3a aJITepHaTUBA.

Hauun na OPHUITOKECHUC

[NanmenTure TpsidBa na ce uHcTpykTHpat Aa npuematr REZOLSTA no 30 munyTu cien kato
NPUKIIIOYAT ¢ XpaHeHeTo (BX. ToukH 4.5 u 5.2).

REZOLSTA nucneprupainy Ta0jaeTKy TPSAOBA 1a ce JUCHEPrupaT BbB Boaa. [laiueHTsT He TpsiOBa

Jla TbBYE WM I'bIITa TabneTkarta. TpsOBa aa ce clieaBar CleIHUTe YKa3aHuUs:

- Crnosxete TabneTkata B yaiia ¢ 30 ml (2 cyneHu JIbKHIIM) Hera3upaHa BOJa.

- Paz0owpxaiite 100Ope 10 MBIHOTO qUCTIEprHpaHe Ha TabieTKara.

- IIpuemere BegHAra MSUTOTO KOJTUYECTBO OT MPUTOTBEHOTO JICKAPCTBO.

- AKO € He00X0IMMO, 32 J1a yJIECHUTE IIpueMa, 100aBeTe KbM JUCIICPIUpaHaTa CMeC B JalaTa
omte Boja (10 ml uiu 2 YaeHU IHKUYKK) WK HIKOE OT CIICTHUTE: MOPTOKaioB cok (10 ml wiu
2 YaeHH JTBKUYKH), SOBIKOBO Tiope (1 YaeHa JIbKUYKA) UM KUCENIO MIISKO (1 JaeHa IBKAYKA).
CMeceTe 1 TpHEMETe BeIHAra LSJIOTO KOJIMYSCTBO OT IMIPUTOTBEHOTO JIEKAPCTRO.

- Yamata TpsiOBa fa ce usiakHe ¢ S ml (1 yacHa Tb)KUYKA) TSYHOCT WM Y2 YaCHA JTbKUYKA MEKa
XpaHa, KaTo TPsI0Ba J1a ce TIIBTHE IIsJ1aTa TEYHOCT, 3a Jia € CUTYPHO, Y€ € IpUeTa msiaTa 103a.
Ta3u cThITKa MOXKe J1a Ce TIOBTOPH NP HYXKIA.

- [TanueHTHT TpsIOBa 1a IpHUEME J103aTa OT JIEKAPCTBOTO BeaHara. AKO He ce IIpueMe BejHara,
cMecTa TpsiOBa Jia ce U3XBBPIIM U J1a Ce MPUTOTBH HOBA J103a JICKAPCTRO.

4.3 IIpoTuBomokazaHus

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MITH KBM HIKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

[NamuenTu ¢ Texko yepHoapoOHO yBpexaane (knac C no knacupukanusra za Child-Pugh).

EnHoBpeMeHHOTO npuiiokeHne cbe ciitHu HHIykTopu Ha CYP3A kato u3bpoeHuTe mo-momy
JIEKapCTBEHU MPOJYKTH MOPaJIN Bb3MOXKHOCTTA 32 3ary0a Ha TepaneBTudeH edekt (BxK. Touka 4.5):
- kapOamazenuH, heHoOapOuTan, peHuTonH

- pudaMuImH

- JIOTTUHABUP/PUTOHABHD

- XKBIT KauTapuoH (Hypericum perforatum).

EnHoBpeMeHHOTO NPUIIOKEHHE C IEKAPCTBEHUTE POILYKTH, H30POSHH MO-JI0ITY, TIOPaIH

BH3MOKHOCTTA 32 CEPUO3HU H/WITM KHUBOTO3ACTpAIaBaIld He)KETaHH Peakiuy (BXK. Touka 4.5):

- angy3o3uH

- aMHOIapoH, OCTIPHUIIII, TPOHEAPOH, UBAOpaINH, XMHUINH, PAHOJIA3UH

- acTeMu30d1, TepheHa

- KOJIXMLIMH, KOTaTO C€ U3MOJI3Ba [IPU HalUEHTH ¢ ObOPEYHO W/WIIN YEPHOIPOOHO yBpEXIaHEe
(Bk. Touka 4.5)

- pudaMuImH

44



- NPOM3BOJHM Ha MOPABOTO porye (Hamp. IMXUAPOESProTaMHuH, €proOMETPHH, EproTaMHUH,
METHJIEPTOHOBHH)

- U3anpU

- JTATIOKCETHUH

- JOMIIEPUIOH

- HaJIOKCETOJI

- Jypa3uaoH, MUMO3U, KBETHAIUH, CEPTUHION (BXK. TOUKa 4.5)

- enbacBUp/rpa3onpeBUp

- TpHazoyiaM, MUIA30J1aM, IPUIIOKEH MEPOPATHO (32 Mpeana3HUTe MEPKH IIPH NapeHTEPaTHO
MIpUJIOKEHNE Ha MU/Ia30J1aM, BXK. Touka 4.5)

- cuIZicHauII - KOraTo ce U3IO0JI3Ba 3a JIedeHne Ha OenoipoOHa apTepraiHa XUIEpTOHUS,
aBaHa(uI

- CHMBACTATHH, JIOBACTATHUH U JIOMUTANHU/ (BX. Touka 4.5)

- TUKarpesiop.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHil MEPKH IIPH ynoTpeda

HpenoquBa CC PCAOBHO OLICHABAHC HAa BUPYCOJIOTUYHUA OTTOBOP. B cnyqai/'l Ha JIUIICa UJIn 3ary6a Ha
BUPYCOJIOTUYCH OTTOBOD TpSI6Ba Aa CC U3BBPIUIN U3CIICABAHEC 3a PC3UCTCHTHOCT.

JlapyHaBup ce CBbp3Ba IPEAUMHO C 0,{-KHCEJ INIMKONPOTeHH. ToBa CBbp3BaHE € IIPOTEUHA € 3aBUCUMO
OT KOHIICHTpAIMATa, IOKAa3aTeTHO 3a HACUILaHE Ha Bpb3KaTa. 3aTOBa HE MOXKE 1A C€ U3KII0UH
MPOTEMHOBO U3MECTBAHE OT JIEKAPCTBEHH MPOIYKTH, KOUTO CE€ CBHP3BAT BB BUCOKA CTEIEH C
0L1-KHCeNHA TIIMKONPOTEeHH (BX. Touka 4.5).

ITammenTn, Ha xouto € npriarada ART

REZOLSTA He TpsiOBa J1a ce U3M0I3Ba MPU MAMEHTH C MPEJIXOTHO JISUSHUE, C eJHA WU TTOBeUe
DRV-RAMs mwmm ¢ HIV-1 PHK > 100 000 konus/ml nim 6poit Ha CD4+ kinetkute
< 100 knerkn x 10%1 (Bxk. Touka 4.2).

Kombunauuu ¢ ontumuzupany ocHOBHH cxemu (optimized background regimen, OBR), paznuunu ot
> 2 HYKJICO3UIHN MHXHUOUTOpH Ha oOpaTHarta TpanckpunTasa (NRTI), He ca nmpoyuenu B Ta3u
nonynanys. HsaMa moctaTh4HO HANWYHU TaHHHM 32 maiuentd ¢ HIV-1 cyOotunose, paznnynau ot B (Bxk.
Touka 5.1).

BpemeHHocT

Jleuenueto ¢ napynasup/koouuctat 800/150 mg no Bpeme Ha BTOpUS U TPETHS TPUMECTBP BOIH 10
HUCKa EKCTIO3UITUS Ha TapyHABUP ¢ HaMajsBaHe HuBaTa Ha Cpin ¢ okos10 90% (Bk. Touka 5.2). HuBoto
Ha KOOMIIMCTAT HaMaJIsiBa ¥ € BB3MOXKHO Jla He OBJIC MOCTUTHATO JIOCTATHYHO IMOTEHIHPaHE.
3HAYUTETHO MOHWKEHATA EKCITO3UIIMS Ha JapyHAaBHP MOXKeE J1a TOBEAE A0 BUPYCOJIOTHYEH HEYCIIEX U
MOBHUIIIEH pUCK OT npenasane Ha HIV undekuunsata ot maiikara Ha aereto. 3aToBa Ta3M KOMOWHALKS
He TpsOBa J1a ce 3armoyBa 1o BpeMe Ha OpeMEHHOCT, a KeHH, 3a0peMeHelH o BpeMe Ha Teparus C
REZOLSTA, Tps6Ba 1a npeMHHAT Ha aNTepHATUBHA CXeMa Ha JieueHue (BX. Touku 4.2 u 4.6).
JapyHaBup, NIpUIIOKEH C HUCKA 103a pUTOHABUP, MOKE J1a CE CUMTA 32 AITEPHATHBA.

Crapuecka Bbp3pacT

Toii kato 3a ynotpedbata Ha REZOLSTA npu nanueHTy Ha BB3pacT 65 TOMMHE U MOBeUe € HaTIHa
orpaHuueHa HHPOpMAaIHsl, ce M3UCKBA MIOBUILICHO BHUMAaHKE, KaTo TPsiOBa J1a ce MMa MpeABH/ 110-
roJjsiMaTa 4ecToTa Ha IOHIKEHA YePHOAPOOHa (DYHKLMS U ChI'BTCTBAILY 3a00JISIBAaHUS U IpyTa
Tepanus (Bxk. Touku 4.2 u 5.2).
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TexxKn KOXHHI PCAKIINH

B xoza Ha mporpamara 3a KIMHHYHO pa3paboTBaHe Ha napyHaBup/putoHaBup (N=3 063) mpu 0,4% ot
MAIMEHTHTE ce ChOOIIaBa 32 TeKKH KOKHH PEaKIINU, KOUTO MOXKE JIa ca TIPUIPYKEHH C TPecKa H/Win
NOBHUIIIaBaHE HA CTOMHOCTUTE Ha TpaHcaMuHasuTe. B penku cnydan (< 0,1%) ce cpobmasa 3a
JieKapcTBEeH 00puB ¢ eo3uHopuns U cucteMun cumnromu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS) u cunnpom Ha Stevens-Johnson, a 1o BpeMe Ha MOCTMapKETHHT OB
OIUT ce chOOIIaBa 32 TOKCHYHA eMHUAepMaHa HEKPOJIn3a U OCTPa TeHepaIn3upaHa eK3aHTEMHa
nyctyno3a. Jleuennero c REZOLSTA Tpsi6Ba na 0b1e He3a0aBHO MPEyCTaHOBEHO, B CIIydail ue ce
MOSIBAT MPU3HALIM WITM CUMITTOMHU Ha TEXKU KOYKHH peakiuu. Te Moke Ja BKIIOYBAT, HO 0e3 Jia ce
OorpaHHYaBaT JI0 TSKbK OOPUB HIIM OOPUB, IPUIPYIKEH C TPECKA, OOIIO HEPa3MOIOKEHHE, YMOPa,
MYCKYJIHU WIH CTaBHU OOJIKM, MEXYPH, JI€3UH B YCTHATa KyXUHA, KOHIOHKTUBUT, XENaTUT H/WIH
€03MHO(HITHS.

OOpuBH ce MOSIBSIBAT MO-YECTO MPH MAIMEHTH, HA KOUTO € MPHUIAraHo JICYSHHE U KOUTO TOTydaBaT
TEPaneBTUYHU CXEMH, ChBPIKAIIN TapyHABUP/PUTOHABHD + pPaTTErpaBUp, B CPABHEHHE C MAI[MCHTH,
MOJTyYaBallly JapyHaBUp/PUTOHABHP O€3 paiTerpaBup WK pajaTerpaBup 0e3 gapyHaBHp/pUTOHABHP
(Bk. Touka 4.8).

Aneprus KeM cyadoHaMUIA

Hapynasup cpabpika cynponamunsa rpyna. REZOLSTA tps6Ba 1a ce U3moi3Ba BHUMATEIHO IPU
MAIMEHTH C U3BECTHA AJIEPTHsI KbM CyJI(HOHAMU/IN.

XeImaToTOKCHYHOCT

[Ipu ynorpebara Ha JapyHaBUp/pUTOHABHUP CE CHOOIIABA 3a CITyYad Ha JEKapCTBEHO UHIYIIUPaH
XeMaTUT (HalpuMep OCTHpP XeMaTHT, IIUTOIMTHYEH XenaTuT). B xona Ha nmporpamara 3a KIMHHYHO
paspabotane (N=3 063) npu 0,5% OT manueHTure, J1eKyBaHu ¢ KOMOMHUPaHa aHTUPETPOBUPYCHA
Tepans ¢ JapyHaBUP/pUTOHABHP, CE CHOOIABA 3a CIydal Ha XenatuT. [Ipu maiuenTy ¢
NPEABAPUTEIHO ChIIECTBYBAIA YepHOAPOoOHA MUCYHKIHS, BKIIOUYMTEITHO U XPOHHYECH aKTHBEH
xernatut B mm C, nMa MOBUIIEH PUCK OT HapyllIeHa YepHOAPOOHa (PYyHKUNS, B TOBA YHCIIO TEXKH U
NOTCHIHAIHO JIETAIHU YepHOAPOOHH HEXENaHu peakuuu. B ciydail Ha chIIbTCTBAILA AaHTUBUPYCHA
Tepanust 3a XxenaTut B wnn C, Mous, mpoyeTeTe ChOTBETHATA MPOILYKTOBA HH(POPMAIIUS 32 TE3U
JIEKapCTBEHU MPOAYKTH.

[Ipenu 3amouBane Ha Tepanus ¢ REZOLSTA tpsOBa na ce mpoBeaat moaxo Iy JJabopaTOpHU
W3CIIE/IBAaHMS ¥ AIIMEHTHTE TPsIOBa J1a ce mpocye/sBaT Mo BpeMe Ha JieueHueTo. TpsoBa aa ce
NpeaBHIN 3acUiIeHo npociensBane Ha ctoiiHocTuTe Ha AST/ALT npu maneHT ¢ ycTaHOBEH
XPOHHYEH XEMaTHT, I[PO03a WU MPHU MAlUEHTH, YUUTO CTOMHOCTH Ha TPaHCAMHHA3HUTE ca 3aBUIICHU
NpE/H JICYCHUETO, 0COOCHO TPe3 MBPBUTE HIKOJIKO Mecela OT JICUYCHUETO.

Axo nma JaHHU 34 1TOsIBa HAa HOBO MJIM BJIOIIABaHC HAa ChIICCTBYBAILIO I'IepHO,Z[pO6HO 3a00JIIBaHe
(BKJ’I}O‘H/ITeHHO KJIMHUYHO 3HAYHMMO IIOBUIIIaBaHE HA CTOMHOCTHUTE Ha LIepHO,[[pOGHI/ITe EH3UMU U/WIn
CUMIITOMHU KAaTO YMOpa, aHOPCKCHA, I'aZICHC, XXBJITCHUIIA, TbMHA YpUHA, 0OJIe3HEHOCT Ha YCPHUA I[p06,
XeHaTOMGFa.TII/Iﬂ) TpH6Ba Ja €€ B3CMC CBOCBPCMCHHO PCHICHUC 34 MPCKBCBAHC WJIN IIPCKPATABAHC Ha
JICYCHHUCTO.

TTanueHTH ¢hC CHIBTCTBAIIU 3a00IIBAHUS

Yeproopobno yspedcoane

BezonacHoctTa 1 eprkacHOCTTa Ha AapyHABUP W/WIM KOOUIMCTAT HE ca YCTAHOBEHHU NPH MALMEHTH C
TEXKH NOJIeXaIIX YepHoapoOHn HapyieHus. CienoBatenHo REZOLSTA e npoTuBonokasaH npu
MAIMEHTH C TEXKO YEepHOIPOOHO yBpekaane. [lopaan MoBUIIaBaHETO HA MIa3MEHUTE KOHIICHTPAIMN
Ha HecBbp3aHus AapyHaBup, REZOLSTA Tps0Ba na ce u3mos3Ba BHUMATEIHO MIPHU MAIUEHTH C JIEKO
JI0 YMEPEHO YepHOAPOOHO yBpexaaHe (Bxk. Touku 4.2, 4.3 u 5.2).
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bvbpeuno yspeocoane

YcTaHOBEHO €, ye KOOWIUCTAT MOHMKABa U3UHCICHHUS KPEaTUHUHOB KIIMPBHC B PE3yJNITaT Ha
MOTUCKaHEe Ha TyOy/IHaTa ceKpelus Ha KpeaTHHUHA. To3u eeKT BbpXy CepyMHHUSI KpeaTHHUH, BOJICII
JI0 TIOHM)KaBaHe Ha M3YKCIICHUs] KPETHHHHOB KIMPBHC, TPsIOBa J1a ce MMa MPEeBH/I, KOraTo
REZOLSTA ce npunara npy NanyueHTH, IPU KOUTO U3YUCIECHUAT KPEaTHHUHOB KIMPBHC C€ U3MO0I3Ba
KaTO HacOKa 3a JICYEHNETO, BKIIIOYUTETHO 3a aallTUpaHe Ha JO3UTE Ha €THOBPEMEHHO IpUIaraHu
JIEKapCTBEHU MPOJYKTH. 3a oBeue UHPOPMAIIHS BUKTE KpaTKaTa XapaKTEPUCTHKA Ha MPOAYKTA 3a
KOOUICTAT.

Jleuenue ¢ REZOLSTA He Tps6Ba n1a ce 3amoy4Ba MpH MaueHTH ¢ KPeaTHHUHOB KIUPBHC MO

70 ml/min, KoraTo ce mpuiIara eJIHOBPEMEHHO C €JHO HJIH [TOBEYE CPEJICTBA, N3CKBAIIM KOPEKITUS Ha
Jo03arta Ha 0a3zaTa Ha KPEaTHHUHOBUS KIUPBHC (HAp. eMTPULUTAONH, JAMUBYANH, TEHO(OBUD
JTU30TPOKCHI (KaTo dymapart, pochar WK CyKIIMHAT) WK ane)OBUP AUIMUBOKCHI) (BXK. TOUKH 4.2,
4.8u5.2).

Hsama cnenmaniy npexynpekIeHus Wik HeoOX0IUMOCT OT aJalTHPaHe Ha J103aTa MPH MaIUeHTH C
0b0peuHo yBpexaane. Thit KaTo JapyHaBUP U KOOHMIIUCTAT CE€ CBBP3BAT BB BUCOKA CTEMEH C
TUTA3MEHHUTE TIPOTEUHHU, MAJIKO BEPOSITHO € Te 1a ObJ]aT OTCTPAaHCHU B 3HAYUTEIHA CTETICH MTPH
XeMOJIalln3a WK TIepUTOHeaTHa quanu3a (BxX. Touku 4.2 u 5.2).

B MomeHTa HAMa I0CTaTHYHO JaHHU, 33 J]a C€ YCTAaHOBH JaJId €THOBPEMEHHOTO MPUIIOKEHHE Ha
TEHO(OBUP AU3OMPOKCHI  KOOUIMCTAT C€ CBBP3Ba C MO-TOJISIM PUCK OT OBOPEUHH HEXETaH!
peaKIyy B CPaBHEHHE ChC CXEMH, KOMTO BKITFOUBAT TEHOMOBHP TU3OMPOKCHIT 6€3 KOOUIHCTAT.

Tlayuenmu ¢ xemoduaus

Nma cho0Omienns 3a yBenu4eHo KbPBEHE, BKIIOUUTEHO CIIOHTAaHHH KOJKHU XeMaTOMHU M XeMapTpo3a
Npy ManuenTy ¢ xeModuus Tun A u Tan B u nexyBanu ¢ HIV nporeasnn uaxuburopu. [Ipu Hsxon
MaIMeHTH € faBaH AonbiaauTenHo ¢aktop VIII. I[Tpu nosede ot monoBuHATa OT CHOOIIABAHUTE
cirydan geuerneto ¢ HIV npoTea3nun HHXHOUTOPH € IPOIB/KEHO WK € 3alI0YHATO OTHOBO, aKO €
6mto npexbcHatTo. [Ipennonara ce chleCTBYBaHETO Ha IPHUNHHO-CIIECTBEHA BPb3Ka, BHIIPEKH Ue
MEXaHU3MBT Ha JCHCTBHE HE € M3sICHEH. 3aTOBA MAI[MCHTUTE ¢ XeMOopuiIvsl, TpsgOBa 1a ObaaT
IIPEAYIPENCHHU 32 BEPOATHOCTTA OT YBEIUYEHO KbPBEHE.

Terno 1 MeTabOJUTHU ITApaMETPHU

Ilo BpeMe Ha aHTHPETPOBUPYCHA TEpANH MOKE 1a HACTBIIN YBEIMYaBaHE HA TErJIOTO M HA HUBATa Ha
JIMIIMAWUTE U I'JIFOKO3aTa B KPbBTA. TakuBa IMPOMEHU 10 U3BCCTHA CTCIICH MOrat Ja 6’I)I[aT CBBpP3aHU C
KOHTpOJIa Ha 3a00JIs1BaHETO M HAUMHA Ha KUBOT. OTHOCHO JIMIIMANUTE, B HAKOU CIIy4Yan UMa
JIOKa3aTeJICTBa 3a e(eKT Ha JICUEHHETO, JOKATO OTHOCHO YBEJIMYaBAHETO HA TETJIOTO, HSIMa TBBPAU
JI0Ka3aTeJICTBa, KOUTO Jja CBbP3BAT TOBA C HAKAKBO KOHKPETHO JICueHNe. 3a PocIIesiBaHe Ha
JUIUAUTE U INIF0K03aTa B KPBBTA CE€ IIPABU CIIPABKa C YCTAHOBEHUTE HACOKHU 3a JieueHue Ha HIV.
JlunuaHuTe HApyIIeHNs TPSAOBa Aa ce JeKyBaT M0 KIMHUYHO IMOAXOASI HAYHH.

OcreoHekposa

Brnpeku ge eTronorusara ce cMsATa 3a MHOro(hakTopHa (BKJIFOUUTEIHO yrnoTpeda Ha
KOPTHUKOCTEPOUIN, KOHCYMAITUS Ha aJIKOXOJI, TeKKAa MMYHOCYTIPECHs, TT0-BICOK MHICKC Ha TeJIeCHATa
Maca), CJiydad Ha OCTEOHEKPO3a ca ChoOIaBaHK OCOOCHO MPH MaIUEHTH ¢ HanpeaHano HIV
3a00IIBaHe W/WIIK TMPOIBIDKUTEIIHA €KCTIO3HIINS Ha KOMOMHIpaHa aHTUPETPOBUPYCHA TEpaITHs
(CART). [NanuenTure TpsiOBa J1a e MOCHBETBAT Ja MOTHPCAT JICKapCKa KOHCY/ITALIUS, aKO U3ITUTBAT
CTaBHU OOJIKH, CKOBAHOCT Ha CTaBUTE WJIW 3aTPyIHCHUS TP JIBIKCHHE.

Be3nanureneH cuHApPOM IIPU UIMYHHO Bb3cTaHOBgBaHe (Immune reconstitution inflammatory
syndrome, IRIS)

[Ipu uadextupann ¢ HIV nanuenTy ¢ Texka IMyHHa HEJJOCTATPYHOCT KbM MOMEHTA Ha 3aII0YBaHE Ha
koMOuHMpaHa anTupeTpoBupycHa tepanus (CART) Moke a Bb3HUKHE Bh3MAIUTEIHA PEaKIUs KbM
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ACUMIITOMHU WX PE3UAYATHU OMOPTIOHUCTUYHU MATOI€HU, KOATO A3 JOBEAC 10 CEPUO3HU KIMHUIHU
CHCTOSTHUS WITH BIIOIIIaBaHE Ha cuMnTOMUTe. OOMKHOBEHO, ITOI00HN PEaKINK ca HaOJF01aBaHu B
paMKuTe Ha IbPBUTE CEIMUIIM WM MECEIH CJie/l Ha4yajJoTo Ha KOMOMHUpaHa aHTHPETPOBUPYCHA
tepanusi. ChOTBETHU IPUMEPH Ca PETUHUT, IIPHYUHEH OT IIUTOMETAIOBUPYC, TeHEPATU3UPAHH H/UITH
OTHUIIIHYA MUKOOaKTepHaTHi HH()EKIINK U ITHEBMOHUS, IPHYUHEHA OT Prneumocystis jiroveci (mo-paHo
W3BECTHA KaTo Pneumocystis carinii). BCHYKY BB3MaTUTETHN CUMIITOMU TPsIOBa 1a ObJaT OIICHEHU U,
aKko e Heo0XoauMo, /1a Objie Ha3HAYCHO JieueHHe. B nombiiHeHNE, peaKTUBUPaHE Ha XepIiec CUMITIICKC
U XepIIec 30CTep € HaOII0IaBaHO B KIIMHUYHU MPOYYBAHUS C AapyHABUD, MIPIIIATaH €THOBPEMEHHO C
HUCKa J103a PUTOHABHUP.

B yCJI0BUATa HAa UMYHHO BB3CTAaHOBSABAHE CC C’bO6HIaBa ChbIIO 3a Pa3BUTUC HA aBTOMMYHHHN
HapymeHus (kato 6onect Ha Graves ¥ aBTOMMYHEH XEIaTHT); ChOOIIEHOTO BpeMe 10 HaCThIIBAHETO
UM o0aye € Mo-IPOMEHIINBO U Te3H ChOUTHS MOXKE J1a C€ Pa3BHAT MHOT'O MECEIH CJIel 3all0YBaHe Ha
JedeHueTo (BK. Touka 4.8).

B3aHMOIL€I>'ICTBI/Ie C JJCKApCTBCHHU MMPOAYKTH

JKuBoTo3acTpalaBaiiy 1 JeTAIHU JIEKAPCTBEHU B3aUMOACHUCTBHS C€ ChOOIIABAT PH MMALUECHTH,
JIEKYBaHH € KOJIXUIMH U cuiiHU naxuburopu Ha CYP3A u P-rnmukonporeunn (P-gp) (Bxk. Touka 4.5).

REZOLSTA ne Tpsi6Ba 1a ce U3M0I3Ba B KOMOWHAIIUSA ¢ APYTO aHTUPETPOBUPYCHO CPEICTBO, 3a
KOETO € HeoOX0IuM (papMaKOKHHETHYEH EHXaHCep, Thi KaTo He ca yCTAHOBEHH MPETIOPHKY 32
JI03UpOBKaTa B Takapa komOuHanus. REZOLSTA He Tpsi0Ba Ja ce U310J13Ba €HOBPEMEHHO C
MPOAYKTH, ChABPIKAIIY PUTOHABUP UM CXEMH, ChIbPKAIIN PUTOHABHUP MIIN KOOUITUCTAT.

3a pasnuka OT puTOHABUp, KoOuuucTat He € nuaaykrop Ha CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19 umu UGT1ALl. Ilpu npeMrHaBane OT pUTOHABHP KaTo (papMakOKUHETUYEH EHXaHCep Ha
KOOWIHCTAT € HeOOXOAMMO TTOBUIICHO BHUMAHUE ITpe3 IIbPBUTE JBE CEAMUIIM Ha JICUCHHE C
REZOLSTA, oco0GeHo ako 103UTe Ha CHITBTCTBAILO MIPUIIATaHUTE JICKAPCTBEHU MPOAYKTH ca Onn
TUTPUPAHH WM aJIalITUPAHU 110 BpeMe Ha yrnoTrpedaTa Ha pUTOHABUP KaTo (apMaKOKHHETHUYCH
eHXaHcep.

TloMoIIIHH BeliecTBa

REZOLSTA cpabpka no-maiko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe Ja ce Kaxe, e
NPaKTUYECKU HE ChIbPKa HATPUH.

4.5 Bs3amMmopeiicTBHe ¢ JPYIH JeKAPCTBEHH NPOAYKTH M APYrd (popMH Ha B3auMojeiicTBHe

Toii kato REZOLSTA chabpxa qapyHaBUp U KOOHUIIUCTAT, B3aUMOJICHCTBUS, KOUTO Ca YCTAHOBEHH C
JapyHaBup (B KOMOMHANMS C KOOWIUCTAT WM C HACKA 1034 PUTOHABUP) WIIM ¢ KOOMIIKCTAT,
OTIPEIIEIIAT B3aMMOICHCTBUATA, KOUTO MOXeE Jia Bb3HUKHAT NpH ynoTpedata Ha REZOLSTA.
[IpoyuBanwusiTa 32 B3aMMOJICHCTBUITA C JapyHABUP/KOOUIUCTAT, JapYHABUP/PUTOHABHP U C
KOOWIMCTAT ca MPOBEXKIAHHU CaMO MPH Bb3PACTHH.

.HeKaDCTBeHI/I OPOAYKTH, KOUTO MOKE /1a CC IMMOBJIHUAAT OT I[aDVHaBI/ID/KO6I/IHI/ICTaT

Hapynasup e nuaxuburop Ha CYP3A, cnad naxuburop na CYP2D6 u nunxuburop na P-gp.
Kobumucrar e maxubutop Ha Mexanu3bM, O6azupan Ha CYP3 A, u cnab uaxudurtop Ha CYP2D6.
Kobumucrat nunxubupa tpancnoprepute P-gp, BCRP, MATE1, OATP1B1 u OATP1B3. He ce
ouakBa koounmcrat na naxuoupa CYP1A2, CYP2B6, CYP2C8, CYP2C9 unu CYP2C19. He ce
ouaksa koounucrat na uaaynupa CYP1A2, CYP3A4, CYP2C9, CYP2C19, UGT1Al, unu P-gp
(MDR1).

EnHoBpeMEeHHOTO MpUIIOKEHUE Ha TapyHAaBUP/KOOULUCTAT U JIEKaPCTBEHH MPOAYKTH,
Metabonmu3upanu ocHoBHO oT CYP3 A wnu tpancnioptupanu ot P-gp, BCRP, MATE1, OATP1B1 u
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OATP1B3, moxe fa noBeae 10 NOBUILIEHA CUCTEMHA €KCIIO3ULIUS Ha TE3U JIEKAPCTBEHU MPOAYKTH,
KOETO MOXKE J1a YBEITUYU WIH yIBIDKU TEXHUSI TEPAIEBTUYCH e()eKT U HEeXKEIIaH! peakluu (BXK.
Touka 4.3 win TabnMIaTa mo-10iy).

REZOLSTA ne TpsiOBa 11a ce mpuiiara B KOMOMHAIHSA C JICKAPCTBEHU IPOIYKTH, YHHTO KIUPBHC €
cwtHo 3aBucuM oT CYP3A u 3a KOUTO yBeNHUYEHAaTa CHCTEMHA EKCIIO3UIINA € CBbpP3aHa ChC CEPUO3HU
W/WITY JKUBOTO3aCTpalIaBalid ChOUTHS (TECEH TeparneBTHUEH WHICKC).

Ennospemennoro npuioxenue Ha REZOLSTA c nekapcTBeHH NPOLYKTH, KOUTO UMAT aKTUBEH(M)
MeTabonuT(u), 0opazysan(u) upe3 CYP3A, Mosxe 1a qoBe/ie 10 MOHMKEHU IJIa3MEHU KOHIICHTPAIIUU
Ha Te3W aKTUBHU MeTabOJMTH, KOETO MOXKeE J1a JIOBEJIe JI0 3ary0a Ha TepaneBTHIHUS UM eeKT. Te3u
B3aMMOJICHCTBUSI ca OMKMCAaHH B TaOIMLIATa HA B3aUMOJCHCTBHUATA MO-10TTY.

JlekapCTBEHU MPOAYKTH, KOUTO MOBIMSIBAT CKCIIO3UITUITA Ha I[aDVHaBI/ID/ KO6I/IHI/ICTaT

Hapynasup u kobumucrat ce meradbonusupat oT CYP3A. Ouaksa ce, IeKapCTBEHUTE MIPOAYKTH,
KouTO HHIyIMpat aktuBHOcTTa HAa CYP3A, 1a yBenuyar KimpbHCa Ha TapyHABHP U KOOHIIHCTAT,
KOETO BOJH /10 MO-HUCKH IUIA3MEHH KOHLIEHTPAIMY Ha AapyHaBUp U KoOuIucTaT (Hamp. eaBUpeHL,
kapOamasenuH, GpeHuTonH, penodapburan, pudamMnuuyg, pudamneHTiH, pudaOyTuH, KbIT
KaHTapuoH) (Bxk. Touka 4.3 u Tabnuiara Ha B3aUMOJICHCTBHSATA TIO-/I0IY).

Ennospemennoro npunoxenue Ha REZOLSTA ¢ npyru iekapcTBeHH TPOIYKTH, KOUTO HHXHOUPAT
CYP3A, Moxe /1a HaMaJy KIHPHHCA HA TAPYHABUDP U KOOHMIIUCTAT, KOETO MOXKE JIa JIOBEJIE JI0
MOBHUIIICHU IJ1a3MEHU KOHIICHTPAIIUH Ha JTAPyHABUP U KOOUIMCTAT (HATIP. a30JI0BH aHTUMUKOTHIIH
KaTo KJI0TpuMa3o:). Te3n B3auMOAEHCTBYS ca ONIMCAaHU B TAOIHUIIAaTa 38 B3aUMOJCHCTBUATA TIO-10TY.

REZOLSTA He TpsiOBa J1a ce U3M0I3Ba AHOBPEMEHHO C TIPOYKTH HITH CXEMH, ChIIbPKAIIH
putoHaBup min koounuctaT. REZOLSTA He TpsOBa 51a ce U3M0JI3Ba B KOMOMHAIIMS C OTACITHUTE
xomnonenTH Ha REZOLSTA (mapynasup unu koourmcrat). REZOLSTA ne TpsiOBa na ce u3nomis3sa B
KOMOMHAIIUSA C IPYTO aHTUPETPOBUPYCHO CPEACTBO, 32 KOETO € He00X0auM (hapMaKOKHMHETHYCH
eHxaHcep, Thi KaTo He ca yCTaHOBEHH MPENOPHKHU 32 I0O3MPOBKATA B TAKaBA KOMOMHAIIHSL.

Tabiunia Ha B3aMOJIENCTBHATA

B tabnumiata mo-mony ca n30poeHn odakBaHuTe B3aumoeiictBus Mexay REZOLSTA u
AHTUPETPOBUPYCHU U HE-AHTUPETPOBUPYCHU JIEKAPCTBEHU MPOIYKTH, KOUTO CE OCHOBABAT HA
YCTaHOBEHHUTE B3aMMOJACHCTBHUS C apyHABUP/PUTOHABUD, JapyHABUP/KOOUIIMCTAT U C KOOHUITKCTAT.

[IpodunbT Ha B3auMoIeiicTBUE HA TapyHABUP 3aBUCH OT TOBA JajH PUTOHABUP MM KOOMLIMCTAT ce
U3M0JI3BaT KaTo (papMaKOKMHETHYEH €HXaHCep, CIIC0BATEIIHO MOXKE Ja MMa Pa3INuHU MPETIOPHKHU 3a
U3I0JI3BAHETO HA IapyHABHUP ChC CHIIBTCTBAILOTO JIEKApCTBO. B TabnmuaTa mo-1oiy € moco4yeHo,
koraro npenopskute 3a REZOLSTA ce paznanuaBaT OT Te3H 3a JapyHaBHp, IOTEHIIMPaH ¢ HUCKA 1032
puToHaBup. Hanpagere cipaBka ¢ KpaTkaTa XapakTepucThka Ha mpoaykra 3a PREZISTA 3a
JOIIBITHUTENHA HH(OPpMALIHUSI.

CIuCBHKBT ¢ IpUMEPH Ha B3aUMOJACHCTBHS OT THIIA JIEKapCTBO-JieKapcTBO B Tabnuna | mo-momy He e
U34epraTeieH U CIe0BaTeIHO TPsIOBa [a ce HAaIllpaBH CIpaBKa ¢ MPOIyKToBaTa HH(OpMaIus Ha
BCUYKH JIEKAPCTBEHH MIPOILYKTH, KOUTO ce nprarart enHoBpemenHo ¢ REZOLSTA, 3a undopmarnus,
CBBbp3aHa ¢ BT Ha MeTaboIM3upaHe, IbTUIIATA HA B3aUMO/IeHCTBIE, TOTEHIIMATHUTE PUCKOBE U
crienn(UIHUTE ASHCTBHS, KOUTO TPSAOBA Ja ce MpeIprUeMaT 1o OTHOIIICHHE Ha €THOBPEMEHHOTO
MIPUIIOKEHHE.
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Tadauna 1 JlekapcTBeHU B3auMOJelicTBUS ¢ APYTH JEKAPCTBEHH NMPOAYKTH M NPEeNoPbYUTEJTHH 1031

l'[pnMepn Ha JIEKAapCTBECHU
NMPOAYKTH IO TePANNeBTUYIHH

rpynu

JlekapcTBeHO B3auMoeiicTBue

IIpenopbKu 0THOCHO
€/ITHOBPEMEHHO NPUJIOKEHH e

HIV AHTUPETPOBUPYCHU CPEACTBA

Humezpaznu unxubumopu

HoiyrerpaBup BB3 ocHOBa Ha TEOpETUYHU REZOLSTA wu nomyterpaBup
CHOOpaKEHHUs HE CE OUaKBa MOJXKE JIa C€ M3M0JI3BaT 0e3
JTOJIyTETPaBHp J1a TIOBJIHSIC aJlanTUpaHe Ha J03aTa.
(hapMaKOKHHETHKATa Ha
REZOLSTA.

Panrerpasup Hsikoun KITMHIYHY IPOYYBAHUS [onacrosmem epeKThT Ha

IIOKa3BaT, Y€ PAITETPAaBUP MOXKE
Jla IOBeJIe 10 YMEPEHO HaMaJIeHUe
B IJIa3MeHaTa KOHIIEHTpanus Ha
JTapyHaBHD.

panTterpaBup BbpPXY IDIa3MCHUTE
KOHIICHTPAIIUH Ha TapyHABHpP HE
U3TIICKIIA 1A ¢ KITHHIIHO
3HaunM; REZOLSTA u
pasTerpaBup MOXKE J1a ce
M3MoI3BaT 6e3 ajanTupane Ha
Jo3ara.

Hykneo3uonu unxubumopu na oopamnama mpanckpunmasza (NRTI) na

HIV

Jlnmano3ua
400 mg BeTHBX THEBHO

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHHUs HE CE OUaKBa
MEXaHHCTUYHO B3aUMOJICHCTBHE.

REZOLSTA u gugaHo3uH MOKe
Jla ce M3TO3BaT 0e3 aJlanTupaHe
Ha J103aTa.

Koraro aunano3un ce npunara
eqnoBpeMeHHO ¢ REZOLSTA,
UTaHO3HH Ce MpHjiara Ha
Mpa3eH CToMax, KaTo TpsOBa 1a
ce MPIJIOXKH | gac mpeau witn

2 gaca cieJ| mpreMa Ha
REZOLSTA (koiiTo ce mpuiara
C XpaHa).

Tenodorup nuzonpoxcu™

*[IPOYYBAHETO € IPOBECHO C
TeHO(OBUP AU30IPOKCHIT

¢bymapar

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
TeHO(OBHP.

(nHXHOMpaHe HA P-rmkomnpoTenH)

REZOLSTA wu TeHOhOBHp
JHM30IIPOKCHII MOXeE Ja Ce
M3MoI3BaT 6e3 ajanTupane Ha
Jo3aTa.

IIpu nmpuem nHa REZOLSTA B
KOMOWHAIHs ¢ TeHO(QOBUP
JM30IPOKCIII MOXKE J1a €
HEoOX0ANMO TIpoCiie/IIBaHe Ha
0BOpevyHaTa QyHKIHUSA, 0COOCHO
IIPH MTAIMEHTH C TOAJIEkKAIIO0
CHUCTEMHO WA OBOPEIHO
3a00JBaHe, MU NIPH MAI[HEHTH
npreMany HehpOTOKCUIHU
CpeACTBa.

Emtpunuradbun/reHodoBup

Tenodopup anapeHaMmum <>

IIpenopbunrennara 103a Ha

anadenamun (F/TAF) Tenoposup? (F/TAF) ¢ 200/10 mg Beaubx
JTHEBHO, KOTaTO Ce€ M3IO0JI3Ba C
REZOLSTA.

AobaxaBup [Hopanu pa3nuyHUTE IBTHUILA 32 REZOLSTA moske 11a ce

Emtpunuradbun emumuHupane Ha apyrure NRTI npmara ¢ Te3u NRTI 6e3

JlamuBynuH (eMTpHUIUTaOWH, TAMUBY TUH, aJanTHpaHe Ha J103aTa.

CraByauH CTaBYIVH U 3UIOBY/IVH), KOUTO CE

3uA0ByAMH EKCKpETHPAT MPEINMHO Upe3

OBOperyTe U abakaBUp, YUHTO
MeTaboJIM3bM HE € MEIMUPaH OT
CYP, ne ce ouakBat
B3aUMOJICHCTBUSA IPU TE3U
JIEKapCTBEHHU BEIECTBA U
REZOLSTA.
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Henyxneo3uonu unxudoumopu Ha 0o,

amnama mpauckpunmasza (NNRTI) na HIV

Edasupent

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
edaBupeHI] 1a TOHIKU
TIJIa3MCHUTC KOHILICHTPAIIUX Ha
JMApyHABHP W/WUIA KOOUIUCTAT.
(manymupane Ha CYP3A)

EnnoBpeMeHHOTO MpuUiIoKeHne
Ha REZOLSTA wu edaBupeHI He
ce MpenophyBa.

Ta3u npenopeka € pa3jinyHa 3a
JapyHaBUp, TOTEHIIUPAH C
putonasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
MpOJyKTa Ha JapyHaBHp 32
TIOBEYE NMOIPOOHOCTH.

EtpaBupnn B®3 ocHOBa Ha TeopeTHYHN EnHOBpEeMEHHOTO NPHIIOKEHHUE
CHOOpaXEHUsI ce OYaKBa Ha REZOLSTA u eTpaBupuH He
€TPaBHPHH J1a TOHWXU ce IpenopbyBa.

IUTa3MEHUTE KOHIICHTPAILlUH Ha

JApyHABUP WU/WJIA KOOUIUCTAT. Ta3u npenopbKa € pa3anvHa 3a

(uanynupane Ha CYP3A) JlapyHaBUp, OTEHLIUPAH €
putonasup. Koncynrupaiire ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 32
TIOBEYE NMOIPOOHOCTH.

Hesupanun B®3 ocHOBa Ha TeopeTHYHN EnHOBpEeMEHHOTO NPHIIOKEHHUE
CHOOpaXEHUsI ce OYaKBa Ha REZOLSTA u HeBUpanuH He
HEBHPAITUH 13 TOHKH ce IpenopbyBa.

IUTA3MEHNTE KOHIICHTPALIMY Ha

JlapyHaBHp W/WIN KOOUIMCTAT, Ta3u npenopbka € pa3nudHa 3a
(manynupane Ha CYP3A). OgakBa | mapyHaBUp, HOTEHIUPAH C

ce REZOLSTA na noBumu putonaBup. Koncynrupaiite ce ¢
IUTa3MEHUTE KOHIICHTPAILlUH Ha KpaTKaTa XapaKTepHCTHKa Ha
HEBUPAIHH. MIPOAYKTa Ha TapyHaBHp 32
(naxubupane Ha CYP3A) MoBeYe MOJIPOOHOCTH.

Punnusupun BB3 ocHOBa Ha TEOpETUYHHU EnHOBpEMEHHOTO NPUIIOKEHHE
CHOOpaKEeHHUS ce OYaKBa Ha REZOLSTA u punnuBupHH
REZOLSTA na nosumu MOJKE J1a ce MU3I0JI3Ba 0e3
IUTA3MEHNTE KOHIICHTPALIMY Ha ajlanTupaHe Ha 7103aTa, Thil KaTo
PWINMBUPHH. OYaKBaHOTO MOBHUILICHUE B
(naxubupane Ha CYP3A) KOHLEHTPALMUTE HA

PWINMBUPUH HE CE CUNTA 32
KJIMHUYHO 3HAYHUMO.
CCRS AHTAI'OHUCTH
Mapaupok Bb3 ocHOBa Ha TeOpeTUYHU IIpenopbunTtennara qo3a

150 mg nBa IbTH THEBHO

CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
ITa3MEHUTE KOHIICHTPAIIUHU Ha
MapaBHPOK.

(naxubupane Ha CYP3A)

MapaBupok € 150 mg nBa mbTH
JTHEBHO, KOTaTo ce Mpuara
eqHoBpemenHo ¢ REZOLSTA.
3a noBeue HHPOPMAIIKS BIKTE
KpaTKaTa XapaKTepHCTHKa Ha
MPOAYKTa HAa MaPaBHPOK.

ol-AIPEHOPELHHENITOPEH AHTATOHUCT

Andysoznn B®3 ocHOBa Ha TeopeTHYHN EnHOBpEeMEHHOTO PHIIOKEHHUE
CHOOpaXKEHUs], Ce 0YaKBa Ha REZOLSTA n andy3o3un e
REZOLSTA na nosumu MPOTHBOIIOKA3aHO (BXK.
IUTA3MEHUTE KOHIICHTPAIMY Ha Touka 4.3).
andy3o3uH.
(CYP3A unxubupane)

AHECTETHIIM
AndenTtanun B®3 ocHOBa Ha TeopeTHYHN ChIIBTCTBAIIOTO NPHIIOKEHHUE C

CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na noBuriu
TIJIa3MCHUTEC KOHIICHTPAIIUN Ha
andeHTaHmI.

REZOLSTA moxe 1a HaloXu
HaMaJsBaHe Ha jJ03aTa Ha
arpeHTaHuI 1 U3UCKBa
NpOCJe/sIBaHE 32 PUCKOBE OT
MPOABIDKUTETHA WK 3a0aBeHa
pecnHpaTopHa IeOpecHsl.
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AHTHALMJIHU CPEICTBA

AnyMuHHEB/MarHe3uen
XHIPOKCHU]T
Kanmues kap6oHat

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHHUS HE CE OUaKBa
MEXaHHCTUYHO B3aUMOJICHCTBHE.

REZOLSTA u autHauugau
CpelcTBa MoraT Jia ce mpuiaraT
CBHIIBTCTBAIO, O€3 aanTUpane
Ha J103aTa.

AHTUCTEHOKAPIHU/AHTUAPUTMHNYHU CPEJACTBA

Jwuzonmpamug B®3 ocHOBa Ha TEOPETUYHH Korato Te3u aHTHapUTMUIHH
DriexanHU CHOOpakeHHUs ce OYaKBa CpeIcTBa ce Impujarat
JInnoxanH (3a CHCTEMHO REZOLSTA na noBumu ennoBpeMeHHO ¢ REZOLSTA,
MIPUIIOKCHUE) IUTa3MEHUTE KOHIICHTPALIUH Ha Cce MPernopbHYBa MOBHUIICHO
MexkcuneTnH TE3W aHTHAPUTMHUYHH CPEICTBA. BHUMAaHUE ¥ MIPOCIICAsIBaHe Ha
[Mponadenon (vaxubupane Ha CYP3A n/unn TepaneBTUYHUTE KOHLIEHTPALUH,
CYP2D6) aKO € BH3MOXKHO.
AwmuonapoH ExHOBpEeMEHHOTO IPUIIOKECHHUE
Bbenpuaun Ha aMHOJapOH, OSTPHINII,
Jponenapon JIpoHeIapoH, UBabpaIuH,
WBabpaaun XUHUIUH WIHA PaHOJA3UH U
XUHUIUH REZOLSTA e npoTHBOIIOKa3aHO
Panonazun (Bx. Touka 4.3).
Jluroxcux Bb3 ocHOBa Ha TeOpeTUYHU IIpenopbuntento e
CHOOpaKEHUS ce OYaKBa IBPBOHAYAITHO J1a CE MpHjiara
REZOLSTA na nosumu BB3MOXKHO Hali-HHUCKaTa J103a
IUTa3MEHUTE KOHIICHTPALlUH Ha JUTOKCHH TIPY TAllMeHTH Ha
JUTOKCHH. REZOLSTA. Jlo3ara Ha
(nHXHOMpaHe HA P-rIMKONpOTENH) | AMTOKCHH TPsOBa Aa ObIc
BHUMATEITHO TUTPUPAHA JI0
MOCTUTAHE Ha JKeTaHUsI
KJIMHUYEH e(eKT U MPHU OIICHKA
Ha IAJIOCTHOTO KIIMHUYHO
CHCTOSIHHE HA MAIlUEHTA.
AHTUBUOTUIIN
Knapurpomunux BB3 ocHOBa Ha TEOpETUYHU Tps6Ba 1a ce BHIMaBa, KOTaTo

CHOOpaKEHHs Ce OYaKBa
KJIAPUTPOMHIIHH J1a TIOBHIIH
IUTA3MEHNTE KOHIICHTPALMY Ha
JApYHABHP H/WIH KOOUIUCTAT.
(naxubupane Ha CYP3A)
Konnenrpanunte Ha
KJIApPUTPOMHUIIMH MOJXKE Jla ce
MOBHUILAT MPU €JHOBPEMEHHO
mpunoxenne ¢ REZOLSTA.
(naxubupane Ha CYP3A)

KJIApUTPOMHUIIUH ce KOMOMHMpa ¢
REZOLSTA.

[pu marmenTH ¢ 6BHOPEUHO
yBpexaaHe TpsiOBa aa ce
HAaIpaBH CIIPAaBKa OTHOCHO
HpenopbYUTEIIHATA 1034 C
KpaTKaTa XapaKTepHCTHKA Ha
MPOJYKTA 33 KIAPUTPOMUIIMH.

AHTUKOAT'YJIAHTUW/HUHXWUBHU

TOPU HA TPOMBOLHUTHATA AT'PET'ALIUA

Arnukcaban
PuBopoxcaban

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUS €THOBPEMEHHOTO
npunoxenne Ha REZOLSTA ¢
TE3U aHTHKOAryJIaHTH MOXe Jia
TIOBUIIN KOHIIEHTPAUUTE UM
(naxuoupane Ha CYP3A n/umu P-
TIIUKOTIPOTEHH)

EnnoBpeMeHHOTO MpuiIoKeHue
Ha REZOLSTA ¢ nupexTHH
MepOpPAIHU AHTUKOATYIaHTH
(DOAC), xouto ce
metabonusupar ot CYP3A4 u ce
TpaHcnopTupar ot P-gp, He ce
IpEeNnopbYBa, Thil KATO TOBA
MOJKE J1a TOBEJE 10 MOBUIIEH
PUCK OT KbpPBEHE.
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JlaburaTpan eTekcunaT
Enokcaban

naburarpan erekcunat (150 mg):
JapyHaBUP/KOOUIIMCTAT

800/150 mg equuwyHa 103a:
naburarpan AUC 1 164%

nmaburatpad Cmax T 164%

IapyHaBUP/KOOHUIICTAT
800/150 mg BEAHBK JHEBHO:
maburarpan AUC 1 88%

nmaburatpad Cmax T 99%

Heob6xoauMo e KIMHUIHO
HaOJII0/IeHNe ¥ HaMalsiBaHe Ha
no3ara, korato DOAC,
TpaHCcoOpTHpaH oT P-gp, HO
HemeTtabonmsupan ot CYP3A4,
BKJTIOYHUTENHO JaburarpaH
STCKCHJIAT U eJIOKCcadaH, ce
TprIara eqHOBPEMEHHO C
REZOLSTA.

Tukarpenop B3 0CHOBA Ha TCOPETHYHH CBIOBTCTBAIIO MPUIOKEHHE HA
CHOOPAKEHHs €JHOBPEMEHHOTO REZOLSTA ¢ tuxarpenop e
npunoxenne Ha REZOLSTA ¢ MPOTHBONOKA3AHO (BXK.
THMKArpesop MoKe Ja IOBUIIN TouKa 4.3).

KOHLICHTPALMUTE Ha TUKArpesop.
(uaxuoupane Ha CYP3A wn/unu P-
TJIUKOTIPOTEHH)

Knomunorpen B3 0CHOBA Ha TEOPETHYHH EnHOBpEMEHHOTO MPUIIOKEHHE
CHOOPAKEHHS, EHOBPEMEHHOTO Ha REZOLSTA n xonmnorpen
npunokenne na REZOLSTA ¢ He ce npenopbyBa. [Ipenoppysa
KJIOIUIOTPE cE 0YaKBa Ja ce ynorpeba Ha Apyru
HOHYKH TIIa3MEHaTA MHXUOUTOPH Ha TPOMOOIIUTHATA
KOHIIEHTPALMS HA AKTUBHUS arperamnus, KOuTo HE Ce
MeTaGoIHT Ha KIOMHAOTPel, noBnusBat oT CYP unxubupane
KOETO MOXE J1a HaMaJTH HITH MHIYKIHS (HATIp.
AHTHTPOMGOLUTHATA MY npacyrpen) (Bx. Touka 4.3).
AKTHBHOCT.

Bapdapun BB3 ocHOBa Ha TEOpETUYHHU IIpenopbuba ce
crobpaxkenuss REZOLSTA moxe MEXIyHapOAHOTO
J1a TIOBJIMsIE TIa3MEHHUTE HOPMaJIM3UPAHO CHOTHOILICHUE
KOHLICHTPAIMH Ha BaphapuH. (INR) nma ce mpocinezasiBa, KOraTo

BapdapuH ce KOMOMHUPA C
REZOLSTA.
AHTHUKOHBYJICAHTH

Kapbamazenun Bb3 0CHOBa Ha TEOPETUYHH EnHOBpEMEHHOTO MPUIIOKEHHE

denobapouTan CHOOpaXEHUsI Ce OUaKBa TE3H Ha REZOLSTA u te3n

deHuTONH AQHTHUKOHBYJICAHTH J]a TIOHHXAT AHTHKOHBYJICAHTH €
TUIa3MEHHUTE KOHIICHTPALMU Ha HPOTHBOIOKA3aHO (BX.
JAPYHABHP W/WIHA KOOUIUCTAT. Touka 4.3).
(uapynmpane Ha CYP3A).

Kionazenam Bb3 0CHOBa Ha TEOPETUYHH [penopbuBa ce KIMHUYHO
CHOOpaXKEHUsI CE OUaKBa npocJie/siBaHe, KOraTo
REZOLSTA na nosumu REZOLSTA ce npunara
KOHLIEHTPAI[MHTE Ha KJIOHA3eTaM €/IHOBPEMEHHO C KIIOHA3eIaM.
(naxubupane Ha CYP3A)

AHTHUAENPECAHTH

Pacturennu nodaBku
KbaT kaHTapruoH

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUS CE 0YaKBa KBIATHIT
KaHTapHOH J1a TOHKH
TUIa3MEHHUTE KOHIICHTPALMU Ha
JApYHABHP H/WIH KOOUIUCTAT.
(uapynmpane Ha CYP3A).

EnHoBpeMeHHOTO MpuiIoKeHue
Ha XBJT KAaHTApUOH U
REZOLSTA e npoTHUBONOKa3aHO
(BX. Touka 4.3).
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ITapokcetun
Ceprpanuu

AMUTPUNTHINH
Je3unpamun
Nmunpamun
Hoprpunrunun
Tpazonon

BB3 ocHOBa Ha TEOpETUUHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noBumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
TE3U aHTHUICTIPECAHTH.
(uaxuoupane Ha CYP2D6 u/nnn
CYP3A)

[MpenBapuTenHn naHHY 3a
JlapyHaBHp, HOTCHIMPAH C
pHUTOHABHp, 00aye MMOKa3BaT
TIOHIDKCHUE B TUIA3MEHUTE
KOHILICHTPALIMH Ha Te3H
AHTHJCTIPECAaHTH (HEU3BECTCH
MEXaHHU3bM); TIOCIESTHHUAT MOXKE Ja
e crieu(puyIeH 32 pUTOHABHP.

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na nosumu
IUTAa3MEHNTE KOHIICHTPALIMY Ha
TE3U aHTHAEIPECAHTH.
(naxubupane Ha CYP2D6 n/nmn
CYP3A)

AKO Te31 aHTHICTIPECAHTH
TpsiOBa J1a ce mpuiarar ¢
REZOLSTA, ce npenopbs4Ba
KIIMHWYHO TPOCIEIIBaHE U
MOJKE J1a ce HAJIOKH aJanTupaHe
Ha J103aTa Ha aHTHCTIPECAHTA.

AHTUJUABETHU CPEACTBA

Metdopmun

B®3 ocHOBa Ha TEOpETHYHU
CHOOpaKEHUs Ce OYaKBa

HpenoquBa C€ BHUMATCIIHO
IMPOCICAABAHC HA MAITUCHTUTC U

REZOLSTA na noumu aJlanTUpaHe Ha J103aTa Ha
MJIa3MEHUTE KOHIICHTPAINK Ha MeT(HOPMUH TPU TAITUEHTH,
MET(HOPMHUH. kouto mpuematr REZOLSTA.
(uaxubupane Ha MATE])
AHTUEMETHUIINA
Jommepunon He e npoyueno. EnnoBpeMeHHOTO MpuiIoKeHue
Ha pomnepunon ¢ REZOLSTA e
MPOTHBOMOKA3aHO.
AHTUMHUKOTHIHN

Knorpumazon B®3 ocHOBa Ha TeOpETHYHH [IpemoppuBa ce MOBUIICHO

dykoHa307T CHOOpaKEHUS ce OYaKBa BHUMAaHWE ¥ KIMHHIHO

Utpakonazon REZOLSTA na nosumu HaOJIIoeHUE.

WzaBykoHa301 IUTa3MEHUTE KOHIICHTPALIUH Ha

[MocakoHazon Te3W aHTUMHUKOTHIIH, KaKTO U Koraro e HeoOx01MIMO
IJIa3MEHUTE KOHIIEHTPAIMH Ha €THOBPEMEHHO MPHIIOKEHUE,
JMApyHABHUP /WA KOOUIUCTAT JTHEBHATA /1032 UTPAKOHA3HI HE
MOXe€ Ja ce MOBUILAT MPU TpsiOBa na HaaxBBpIst 200 mg.
yrotpeda Ha Te3u aHTHMHUKOTHITH.
(uaxuoupane Ha CYP3A n/unu
nHxubupane Ha P-gp)

Bopukonazon Konnenrpanuute Ha BopukoHa3oa | BopukoHa3on He TpsOBa 1a ce

MOXE J1a Ce TIOBHUIIAT HIIH
TIOHIDKAT NPH €JHOBPEMEHHO
npunoxenne c REZOLSTA.

komOuHupa ¢ REZOLSTA,
OCBEH aKO OLICHKAaTa Ha
CHOTHOIICHHETO MOJI3a/PUCK HE
olpaBae MPHIOKCHUETO MY.
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AHTUIIOJATPO3HM JIEKAPCTBA

Konxunun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
KOJIXUIIMH.

(uaxubupane Ha CYP3A u/wiu P-
TIIUKOTIPOTEHH)

[IpenopwuBa ce HamansBaHe Ha
J103aTa Ha KOJIXUIMH HJIH
NpeKbCBaHE Ha JICYEHHETO C
KOJIXUIIMH TPH NalUeHTH C
HOpMaJiHa ObOpedHa MiIu
4yepHOApoOHa QYHKIIUSI, aKO €
HEoOX0ANMO NPHUIIOKEHHE Ha
REZOLSTA.

Komb6uHamusTa Ha KOJIXUIMH U
REZOLSTA e npoTuBONOKa3aHa
MIPY TaUEHTH ¢ OBOpPEUHO WH
4epHOIPOOHO YBpexKIaHE (BK.
Touka 4.3).

AHTHMAJIAPUMHHU CPEJCTBA

Apremerep/mymeanTpuH

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na noumu
IUIa3MEHUTE KOHIEHTPAIMY Ha
nymedaHTpHH.

(naxubupane Ha CYP3A)

Kom6unanmsara ua REZOLSTA
U apremerep/nyMehaHTpuH
MOJXe Ja ce mpuiiara 6e3
aJlanTHpaHe Ha 103aTa; BCE MaK
MopaIy MOBHUINIABAHE Ha
EKCIIO3HIIUATA HA TyMe(aHTpHUH,
KoMOWHanmsATa TpsOBa 1a ce
M3II0/I3Ba C ITIOBHILIEHO
BHUMAaHHE.

AHTUMHUKOBAKTEPUAJIHU CPEJCTBA

Pudamnmmma

B®3 ocHOBa Ha TEOpETHYHU
ChOOPAXKEHUsSI CE OUaKBa
pudamMIuH 1a MOHUKU
[Ta3MEHUTE KOHIICHTPAIIUH Ha
JMApyHABHUP W/WUIA KOOUIUCTAT.
(mapymupane Ha CYP3A)

KomOuHumpaneTo Ha
pudamnunun 1 REZOLSTA e
HPOTHBOIOKA3aHO (BXK.

Touka 4.3).
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Pucgabytun
Pucdanentun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs CE OYaKBa TE3U
AHTHUMHKOOAKTEpHaIHU CPEICTBA
Ja IMMOHUXXAT IIJIa3MCHUTEC
KOHIIEHTpAIIUN Ha TapyHaBUDP
W/WAIU KOOUITUCTAT.

(manynupane Ha CYP3A)

He ce npenopruBa
€/IHOBPEMEHHOTO HPUIIOKECHHUE
Ha REZOLSTA ¢ pudabyrtun u
pudaneHTHH. AKO €
HE00X0IMMO KOMOMHHUPAHETO
UM, TIpENOpbYUTENIHATA 1032 Ha
pudadytun ¢ 150 mg Tpu mpTH
CEIMUYHO B OIIPECICHH JTHU
(HanpuMep MOHeIeITHUK-CPsIa-
nersk). [Ipernoprusa ce no-
CTPHUKTHO TPOCIIEASBAHE 32
CBBp3aHU ¢ puadyTHH
HE)KeJIaH! peaKiny,
BKJIFOUUTEITHO HEYTPOIICHUS U
YBEUT, IOPaH OYaKBaHO
MOBUILIABAHE Ha CKCIIO3MIUITA
Ha pu¢aldytun. He e mpoyueHo
JIOI'BJIHUTEITHO MOHMKaBaHEe Ha
nmo3ara Ha pudadytun. TpsoBa
Jla ce MMa Ipe/IBU, Ye IpHueM
JIBa TBTH CEAIMHUYHO HA /1034 OT
150 mg MoXxe 1a He OCUTYpH
ONITHMAJTHA EKCIIO3ULNS Ha
pudaldyTuH, KOETO BOJH 0 PUCK
OT PE3UCTEHTHOCT KbM
pudaMHUIIIH 1 HEYCIIEeX Ha
nedenuero. TpsaOBa na ce
00BpHE BHUMAaHUE Ha
oHIIHATHUTE IPETOPHKH 32
MPaBIJIHO JICYCHNE Ha
TyOepkyno3a mpu HIV
MH(EKTUpaH! TAIEeHTH.

Ta3u npenopbka € pa3nmuyHa Ipu
JapyHaBHp, TIOTEHIIMPAH C
putonasup. Koncynrupaiire ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 32
MOBeYe MOIPOOHOCTH.

AHTUHEOIIVIACTUYHMU CPEJACTBA

Jlazatuuu6
Humoruuno
Bunobmnactun
Bunkpuctun

EBeponumyc
Hpunorekan

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHHUs Ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPALIUH Ha

TE31 aHTUHCOIUIACTUYHHU CPCACTBA.

(naxubupane Ha CYP3A)

KonuenTpauuure Ha Te3u
JIEKapCTBEHH MPOTYKTH MOTaT Ja
ce MOBUIIAT IIPH SAHOBPEMEHHO
npunoxenue ¢ REZOLSTA,
BOJICIIO JI0 EBEHTYATHO
YBEIIMYaBaHE HA HEXKCIAHUTE
CHOUTHS, KOUTO 00MYAiHO ce
CBBP3BAT C TE3U JICKAPCTBEHU
MIPOIYKTH.

Heob6xoanmMo e moBuIeHo
BHUMaHHUE TP KOMOMHUPAHETO
Ha BCSKO OT Te3U
AHTUHEOIJIACTHYHU CPEJICTBA C
REZOLSTA.

CpIbTCTBAILO MPUIOKEHNAE HA
€BEpOJIMMYC MJIM UPHHOTEKAH U
REZOLSTA =He ce npenopbuba.
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AHTUIICUXOTUHHW/HEBPOJIEITUIIN

[lepdenazun BB3 ocHOBa Ha TEOpETUUHU IIpenopbuBa ce KIMHUYHO
Pucnepunon CHOOpakeHUs ce OYaKBa IpocieAsBaHe IPH
Tuopunazux REZOLSTA na noumu €THOBPEMEHHO MPUIIOKEHUE Ha
IJIa3MEHUTE KOHLIEHTPALUK Ha REZOLSTA, nepdenaszum,
Te3W HEBPOJICTITUIIH. PHUCTIEPUIOH WIIN THOPUAA3HH.
(uaxubupane Ha CYP3A, 3a Te3u HEBPOJICTITUIN Ja ce
CYP2D6 w/unu Ha P-gp) oOMHCII HaMalIsIBaHE Ha J103aTa
Ha HEBPOJICNITHKA TIPH
€/IHOBPEMEHHO MPUIIOKEHHUE C
REZOLSTA.
Jlypasunon KomOunanmsTa Ha Typa3uioH,
IMumoznng MTUMO3HU]I, KBETHAIIUH HITH
CepTuHIO0N ceprurnon u REZOLSTA e
Ksetnanun MPOTHBOIIOKAa3aHa (BXK.
Touka 4.3).

BETA-BJIOKEPU

Kapsenunon
Mertomnpoion
Tumonon

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUTA3MEHNTE KOHIICHTPALUY Ha
Te3u Oera-0oKkepy.
(uaxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
MpOCIIeAsBaHe TIPU
€IHOBPEMECHHO TPIIIOKCHHIE Ha
REZOLSTA c Gera-610Kkepu n
TpsiOBa 1a ce OOMUCIH TTO-HHUCKA
J103a Ha OeTa-0Jokepa.

BJOKEPU HA KAJINUEBUTE KAHAJIN

AMIIOIUIINH
Jmnrunazem
denoaunun
Huxapaunun
Hudemunun
Bepanamun

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaKEHUS ce OYaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPAILlUH Ha
Te3u OJOKEepH Ha KaJINEBUTE
KaHaJIu.

(uaxuoupane Ha CYP3A n/unu
CYP2D6)

[IpernoppuBa ce KITHHAYHO
MpOoCIeIIBaHe Ha
TepaneBTHIHUS e()eKT U
HEeXelaHUTe peakiiu, KOTaTo
TE3H JIeKapcTBa ce Ipuiarat
eqHoBpemenHo ¢ REZOLSTA.
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KOPTUKOCTEPOUAN

Koptuxocreponnu,
MeTa0OIN3UPAHU TIPEIUMHO Upe3
CYP3A (BKITIOUHTEITHO
OetameTrasoH, Oy1e30HuU],
(GiyTHKa30H, MOMETa30H,
MIPETHU30H, TPHAMITUHOJIOH).

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
TIJIa3MCHUTC KOHILICHTPAIIUX Ha
Te3U KOPTHKOCTEPOHIH.
(naxubupane Ha CYP3A)

CeIrpTCTBAIIATa yIIOTpeOa Ha
REZOLSTA n
KOPTHUKOCTEPOH U (BCHUKH
IBTHUIIA Ha BBEXKAAHE), KOUTO
ce metabonmzupar upe3 CYP3A,
MOXeE J1a YBEJIUUU PHCKa OT
pa3BHUTHE Ha CHCTEMHH
KOPTHKOCTEPOUIHU e(heKTH,
BKJIFOYMTEIIHO CHHAPOM Ha
Cushing n HanOBOpeuHa
cynpecus.

He ce npenopruBa
€THOBPEMEHHO TIpHJIarane ¢
KOPTHKOCTEPOHIH, KOUTO CE
Mmetabommsupat upe3 CYP3A,
OCBEH aKo MOTEHI[MAIHATA 10134
3a MaIMeHTa MpPeBHIaBa prcKa,
B KOMTO Cily4ail mauueHTuTe
TpsiOBa a ce HaOIrOAaBaT 3a
CHUCTEMHH KOPTUKOCTEPOUIHU
e(eKTH.

Tps6Ba na ce obmucIn
ynotpebara Ha alTepHATUBHU
KOPTHKOCTEPOUIN, KOUTO Ce
MeTa0oIM3UpaT B MO-HUCKA
crenied upe3 CYP3A, Hamp.
OEKJIOMETa30H, 0COOEHO 3a
JBIITOCPOYHA YIIOTpeba.

JlexcaMeTa3oH (3a CHCTEMHO
MIPUIIOKCHUE)

Bb3 0CHOBa Ha TEOPETUYHH
CHOOpaKEHHS CE OUaKBa
JEKCAMETa30H (32 CHCTEMHO
NPUIOKCHUE) 1a TOHWKU
TUIa3MEHUTE KOHLICHTPALIUH Ha
JApYHABHP H/WIH KOOUIUCTAT.
(manynmpane Ha CYP3A)

JexcaMeTa3oH 3a CHCTEMHO
NpHJIoKeHUe TpsIOBa aa ce
U3II0JI3Ba BHUMATEIHO, KOTaTOo
ce komObuHnpa ¢ REZOLSTA.

EHJOTEJIMH-PEILIEITOPHHU A

HTATOHUCTHU

Bos3enran

BB3 ocHOBa Ha TEOpETUYHU
cho0OpakeHus ce 04aKBa OO3EHTaH
J1a TIOHMKH TUTa3MEHNTE
KOHIICHTPAIIUH Ha TapyHABHP
/WU KOOHUITUCTAT.

(manynupane Ha CYP3A)

OuakBa ce REZOLSTA na
IMOBHUIIH [IJIA3MEHUTE
KOHIICHTPAIlM! Ha O03CHTAH.

EnnoBpeMeHHOTO MpuIoKeHne
Ha REZOLSTA c 6o3eHTan He ce
MpernopbyBa.

(uaxubupane Ha CYP3A)
AHTHUBUPYCHHU CPEJICTBA, IMPEKTHO JEMCTBAIIIA HA BUPYCA HA XEITATHUT C
(HCV)
NS3-44 unxudbumopu
En6acBup/rpazonpeBup B®3 ocHOBa Ha TeopeTHYHN CorpTeBammara ynorpebda Ha

crobpakenus REZOLSTA moxe
Jla TIOBUIIK CKCIIO3UITHATA Ha
Ipa3ompeBUp.

(OATPI1B u CYP3A unxubupane)

REZOLSTA u
enbacBup/rpa3onpeBup e
MIPOTHBOIOKAa3aHa (BXK.
Touka 4.3).
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I'mexanpeBup/mudpeHTa3Bup

BB3 ocHOBa Ha TEOpETUYHHU
crobpakenuss REZOLSTA moxe
J1a IMTOBUIIH €KCIIO3UIIHMATA HA
TJIEKalpEeBUp U THOPEHTAa3BUP.
(P-gp, BCRP w/unun OATP1B1/3
nHXuOupane)

He ce npenopruBa
€/IHOBPEMEHHO MpHUJIaraHe Ha
REZOLSTA ¢

TJIeKanpeBUp/ TUOPEHTA3BHD.

HMG Co-A PEAYKTA3ZHU UHXUBUTOPHU

ATOpBacTaTHH
®dnyBacTaTHH
IMuTtaBactaTux
[IpaBacTatun
PozyBactatun

JloBacTatun
CuMBacTaTUH

ATtopBacrtaTtuH (10 mg BegHBX
JTHEBHO):

atopBactaTu AUC 1 290%
atopBacTaTHH Cmax T 319%
artopBacTaTUH Cmin ND

PoszyBacratus (10 mg BeaHBX
JTHEBHO):

posyBactatud AUC 1 93%
po3yBacTatuH Cmax T 277%
po3yBactatut Cpin ND

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaXEHUsSI ce 0YaKBa
REZOLSTA na nosumu
IUTA3MEHUTE KOHIICHTPAIY Ha
(uryBacTaTHH, MNTaBaCTATHH,
IIpaBacTaTHH, JIOBACTaTHH U
CHUMBAaCTATHH.

(uaxuoupane Ha CYP3A n/unu
TpaHCTIOPTa)

CrIrpTCTBAIIATA YyIIOTpeOa Ha
HMG Co-A penyxrasuu
uaxuouropn 1 REZOLSTA
MOXeE /1a TIOBHIIH TIa3MEHUTE
KOHLICHTpPAIX Ha
JIMITUIOTIOHM>KABAIIATE
CpPE/ICTBa, KOETO MOJKE Jla JOBEIe
JI0 HeXKEJIaHU PEaKIy KaTo
MHOIATHS.

Koraro e Heob6xoaumo
npuioxenne Ha HMG Co-A
peayKTa3HH HHXHUOUTOPH U
REZOLSTA, ce npenopsyBa 1a
ce 3all0vHe ¢ Hali-HUCKaTa /103a
Y BB3XO/ISIII0 TUTPUPAHE JI0
JKEJIaHUS! KITMHNYEH e(eKT ¢
€/IHOBPEMEHHO NpOCIesiBaHe Ha
6e3omacHoCTTA.

CeIrpTCcTBaIA yIIOTpeOa Ha
REZOLSTA c noBacTaTtuH
CHMBACTaTHH €
MPOTHBOIIOKAa3aHa (BXK.
Touka 4.3).

JIPYTH JTUNHWJIOMOIU®ULUPAIIU CPEJICTBA

Jlomuranun

B®3 ocHOBa Ha TCOPCTUYHU
CLO6pa)K€HI/IH C€ O4YaKkBa

EI[HOBpeMeHHOTO MIPUIIOKCHUEC €
IMPOTHUBOIIOKA3aHO (B)K.

REZOLSTA na nosumu Touka 4.3)
EKCIO3UIMATA Ha JIOMUATAITU IPH
€IHOBPEMEHHO MPHIIOKEHHE.
(uaxubupane Ha CYP3A)
H>-PEHHEIITOPHU AHTAI'OHUCTH
Humeruann BB3 ocHoBa Ha REZOLSTA wmoxe na ce
daMoTUIUH TEOPETUYHUCHOOPAKECHUS HE Ce npuiara B kombunarms ¢ H2-
Huzatunua 0YaKBa MEXaHUCTUIHO peLenTOpHA aHTarOHUCTH 0e3
Panutuaun B3aMMOJICHCTBHUE. aJanTUPaHe Ha 103aTa.
NMYHOCYIIPECOPH
uxnocnopun Bb3 ocHOBa Ha TeOpeTUYHU B cnyuait Ha eqHOBpeMEHHO
Cuponumyc CHOOpaXEHUsI ce OYaKBa NpWIOKEHNE TPsAOBa 1a Oblie
Taxponumyc REZOLSTA na nosumu IIPOBEKAAHO TEPAIIEBTUYHO
IUTA3MEHUTE KOHIICHTPAIMY Ha JIEKapCTBEHO MOHUTOPUPAHE Ha
TE3U HUMYHOCYIIPECOPH. UMYyHOCYIIpecopa.
(naxubupane Ha CYP3A)
EBeponumyc CeropreTBama ynorpeba Ha

eBeponumyc u REZOLSTA ne
ce MPenophyBa.
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NHXAJIATOPHU BETA ATOHUCTH

Canmetepon

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
TIJIa3MCHUTC KOHILICHTPAIIUX Ha
caMeTepo.

(naxubupane Ha CYP3A)

CrIrpTCcTBaIA yIIOTpeOa Ha
canmetepon u REZOLSTA He ce
npenoppuBa. KomOunamnmsra
MOJKE J1a TOBEJIE JI0 MTOBUIICH
PHCK OT CHPACYHO-CHIOBO
HEXeNlaHO CHOUTHE CBHP3aHO
CHC CAIIMETEPOJI, BKIIIOUNTEITHO
yabibkaBane Ha QT-uHTepBana,
HaJIHUTalud U CHHYCOBa
TaxXUKapausl.

HAPKOTUYHU AHAJITETUHIIU/JIEHEHUE HA ONMOUJIHA 3ABUCUMOCT

Bynpenopdun/Hanokcon

B®3 ocHOBa Ha TeopeTHYHN
cpobpaxenust REZOLSTA moxe
J1a TIOBHUIIY TIJIa3MEHHUTE
KOHIICHTpAaIUH Ha OynpeHophuH
u/vnn HopOynpeHophuH.

Moxe 1a He € HeoOX0ANMO
KOpHUTHpaHe Ha J103ara
OympeHopdUH, KOTaTo ce
npuJiara eJHOBPEMEHHO C
REZOLSTA, HO ce nmpenopbyBa
BHUMATEJIHO KIMHUYHO
HaOJroIeHUe 3a IPHU3HAIM Ha
OIHOU/IHA TOKCUYHOCT.

Metanox B®3 ocHOBa Ha TeOpeTHYHH Koraro ce 3anousa
cpobpaxenust REZOLSTA moxe €IJHOBPEMEHHO IIPUIIOKEHUE C
7a TTOBUIIHM IJIa3MEHUTE REZOLSTA, He ce n3ucKBa
KOHIIEHTPalii Ha METa/I0H. KOpUTHpaHe Ha Jj03aTa Ha

METAJIOH.
IIpu napyHaBup, NOTEHIMPAH C IIpenopbuBa ce KIMHUYHO
PHUTOHABHP, ce HAOII01aBa JIEKO pocieasBaHe, Thi KaTo
MTOHMKaBaHEe Ha IIa3MEHUTE MOBPIKAIIOTO JICICHHE TIPH
KOHIICHTPAIIMH HA METaI0H. HSKOW MAIlMeHTH MOJXKe J1a
KoncynTupaiite ce c kpaTkara M3UCKBA KOPEKIIHUA.
XapaKTepUCTHKA Ha ITPOAyKTa Ha
JlapyHaBHp 3a OBEUE
moIpoOHOCTH.

deHTaHUI B®3 ocHOBa Ha TeOpeTHYHH [IpenopbuBa ce KITMHUYHO

OKCUKOOH cpobpaxenust REZOLSTA moxe IIPOCJICAABAHE IIPU

Tpamanon Jla YBEJIUYH MIa3MEHUTE €IHOBPEMEHHO MPHIOKEHHUE Ha

KOHLICHTPALIMU HA TE3H
AHANTeTHIIH.

(uaxubupane Ha CYP2D6 u/nnn
CYP3A)

REZOLSTA c Te3u aHaATeTHIH.

ECTPOT'EH-BABUPAHU KOHTPALIEIITUBU

Hpocnupenos (3 mg BeIHBK
JTHEBHO)

Eturunecrpammon (0,02 mg
BEIHBK THEBHO)

Hoperunapon

npocruperod AUC 1 58%
npoctiipeHOH Cmax T 15%
npoctiipeHoH Cin ND

ernnmnectpagion AUC 4 30%
eruamnecTpamion Coay ¥ 14%
etuHMWIeCTPAIuON Chin ND

B®3 ocHOBa Ha TeopeTHYHN
cpobpaxenust REZOLSTA moxe
J1a TIOBJIMSIE TIIIa3MEHHUTE
KOHLIEHTPALMH Ha HOPETHHIPOH.
(naxubupane Ha CYP3A,
unayupane Ha UGT/SULT)

IIpenopbuBar ce anTepHaTUBHU
WM JOMBIHATEITHI
KOHTPAIICTITUBHU MEPKH, KOTaTO
KOHTpAlENTHBH Ha 0a3aTa Ha
SCTPOTCHH Ce IpuiaraT
eqnoBpemenHo ¢ REZOLSTA.
[ManueHTKATE, N3MTON3BAIIH
ECTPOTCHH KaTO
XOPMOHO3aMECTHTEITHA TePaIus,
TpsiOBa J1a ce mpoCIIeasIBaT
KIMHUYHO 3a TIPU3HAIM Ha
€CTPOTCHOB JAC(UIINT.

Korato REZOLSTA ce mpuiiara
€THOBPEMEHHO C TIPOAYKTH,
CBHABPKAITN IPOCIIUPEHOH, Ce
MpernopbyBa KIMHIHYHO
MPOCIICASBAHE TTOPAIH
MOTCHITNAN 33 XUIICPKATUCMUSL.
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OIMMONJHU AHTATOHUCTH

Hamnokceron

He e npoyueHo.

EnnoBpeMeHHOTO MpuUiIoKeHne
Ha REZOLSTA u Hajmokceroi e
MIPOTHBONOKA3aHO.

NHXNUBUTOPU HA ®OCPOINECTEPA3A THUII 5 (PDE-5)

3a JeueHne Ha ePEeKTHUITHA

JTUChHYHKITUS
Cungenadun
Tanganadpun
Bapnenagun

ApaHagun

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIEHTPAIMY Ha
te3u PDE-5 naxuburopu.
(naxubupane Ha CYP3A)

CeoprATBaIIA yIIOTpeba Ha
naxuburopu Ha PDE-5 3a
JICYCHUE Ha EPEKTHIIHA
nuchynakius ¢ REZOLSTA
TpsiOBa J1a ce M3BBPIIBA C
MOBHIICHO BHUMaHHE. AKO UMa
MOKa3aHUs 33 CHITBTCTBAIIO
npunoxenue Ha REZOLSTA
cbe cuiaeHadw, BapacHa(ua
WK Taganaui, mperopbrIBa ce
cungeHad i aa 0b1e B
eIMHUYHA /1033, HeHAIXBbPJIAIIA
25 mg 3a 48 yaca, BapaeHadun
na Oblie B eqUHUYHA 1034,
HEHAAXBBHPIAIIA 2,5 mg 3a

72 4daca, a Taganagui ga Op1e B
eIMHUYHA J1032, HCHAIXBHPIIAIIA
10 mg 3a 72 vaca.

Kombunanmsta ot aBanadui u
REZOLSTA e npoTuBONOKa3aHa
(Bk. Touka 4.3).

3a neuenue Ha 6emoapodHa

apTepUaiHA XUIIEPTOHUS
Cunaenadun
Tanganadun

BB3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
te3u PDE-5 uaxuburopu.
(naxubupane Ha CYP3A)

He ¢ ycranoBeHa Oe3omacHa u
e(heKTHBHA 71032 CHIIAeHADIT 32
nedeHue Ha 6eroapooHa
apTepuaHa XUIICPTOHUS,
MPUJI0KEHA CITHOBPEMEHHO C
REZOLSTA. CpiiectByBa
MOBUIIICH MOTEHIHAT 32
HEXeNIaH!U ChOUTHS, CBhP3aHH
chbe cHIIeHaGWIT (BKIFOUYUTEITHO
3PUTEITHH CMYIICHUS,
XUIIOTOHUSI, YIBIDKEHA ePEeKIINs
U CHHKOII). 3aTOBa
€IHOBPEMEHHOTO IPUIIOKCHHE
Ha REZOLSTA u cungenagwun,
M3IT0JI3BaH 3a JICUCHUE Ha
OenonpoOHa apTepraiHa
XHUIEPTOHHUS, €
MPOTUBOIOKA3aHO (BIXK.

Touka 4.3).

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha Tajanadui 3a JieueHue Ha
OemopoOHa XUTIEPTOHUS C
REZOLSTA He ce mpenopbuBa.

NHXUBUTOPU HA ITPOTOHHATA ITIOMITA

Jlekcnanzomnpa3zoin B53 ocHoBa Ha REZOLSTA moxe na ce
E3omemnpazon TEOPETUYHUCHOOPAKEHUS HE Ce Ipuiara eJHOBPEMHHO C
Jlan3onpason 04aKBa MEXaHUCTUYHO WHXHOWTOPH Ha IPOTOHHATA
Owmemnpa3zon B3aUMO/JICHCTBUE. nomria 0e3 Kopurupane Ha
[TanTonpazon Jlo3ata.

PaGemnpazon
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CEJATUBHU/CBHOTBOPHU CPEJICTBA

Bycniupon

Knopazenar

Jlnazenam

Ecrazonam

dnypazenam

Mpunazonam (3a mapeHTepasHo
MIPUIIOKCHUE)

3onnuaeM

Munasonam (3a mepopajtHo
MIPUIIOKCHUE)
Tpuazonam

BB3 ocHOBa Ha TEOpETUUHU
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na noumu
IUIa3MEHUTE KOHIEHTPAIMU Ha
Te3U CelaTHBHN/CHHOTBOPHH
CpelcTBa.

(naxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
IpocieAsBaHe IPH
€IHOBPEMEHHO NPHIOKCHHUE Ha
REZOLSTA c Te3n
CellaTHBHH/CHHOTBOPHU
cpelcTBa M OOMUCIISIHE Ha TI0-
HHCKa J1032 Ha
CellaTHBHHUTE/CHHOTBOPHUTE
CpeACTBa.

EnHOBpEeMEHHOTO PHIIOKEHHUE
Ha REZOLSTA u napeHTepanHo
MPUIIOKEH MHUIa30JIaM TpsiOBa ga
C€ M3BBPILBA C TIOBHUIICHO
BHHMaHHE.

Axo REZOLSTA ce mpunara
€/IHOBPEMEHHO C MapeHTEPaTHO
MPWIOKEH MHIIA30J1aM, TOBa
TpsiOBa J1a ce HAPaBH B
WHTEH3UBHO WJIH IOJJOOHO
OTJICNICHIE, KOETO OCHTYPsIBA
CTPOTO KIIMHUYHO TIPOCICIIBAHE
U NOAXOISAII0 MEIUIIMHCKO
JICYEHHE B CIIydail Ha
pecnuparopHa Aenpecust W/ uim
HPOIBIDKUTENHO CeIUpaHe.
TpsiOBa na ce 0OOMUCTH KOPEKIIUS
Ha JTo3aTa Ha MU/Ia30J1aM,
0co0eHO aKo ce Ipuiara moBeye
OT e/THA JT03a MUIa30JaM.

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha IepopajeH MAAa30J1aM I
TpuazonaM 1 REZOLSTA e
MIPOTHBOIOKA3aHO (BXK.

Touka 4.3).

JIEYHEHUE HA INIPEKJIEBPEME

HHA EAKYJIAIIA

JlanokceTun

He e npoyueHo.

EnnoBpeMeHHOTO MpuiIoKeHue
Ha REZOLSTA ¢ gamnokceTvH e
MIPOTHBONOKA3aHO.

YPOJIOI'MYHU JIEKAPCTBA

de3zotepoauH
Conudenara

He e npoyueHo.

Ja ce mpunara ¢ moBUIIEHO
BHUMaHUE. Jla ce npocnenssa 3a
HEXKETaH! PEaKIiH 10
OTHOIICHHE Ha (Pe30TepoIuH U
comudeHanuH. Moxe 1a e
HE00XOIMMO TIOHM)KaBaHE Ha
no3ara Ha (he30TepOarH U
conQeHaIIH.

4.6 DepruauTeT, )PEeMEHHOCT U KbpPMeHe

BpemeHHocT

He ca npoBexianu aJeKBaTHU U J00pe KOHTPOIHUPAHU MPOYUYBAHUS C TAPyHABUP WIIA KOOUIIUCTAT
npu OpeMeHHH keHu. [IpoyyBaHusTa MPH )KUBOTHU HE TIOKA3BAT MPEKH BpeIHU e(hEKTH 110
OTHOIIIEHHE Ha OpEMEHHOCTTa, EMOPHUOHATHOTO/(PETATHOTO Pa3BUTHE, PAYKIAHETO U IOCTHATAIHOTO

pasBuTHE (BX. Touka 5.3).
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Jleuenueto ¢ napynasup/kooumucrat 800/150 mg no Bpeme Ha OpeMEHHOCT BOJH IO HUCKa
EKCIO3UIMS Ha JapyHaBUP (BX. TOUKa 5.2), KOETO MOXKE /1a Ob/ie CBBP3aHO C OBUIIIEH PUCK OT
HEeycIleX Ha JICYeHHETO U TIOBUIIIEH pUCK OT IpenaBane Ha HIV na nerero. [lopaau ToBa Ta3u
KOMOMHAIIMA He TPsOBa Jla ce 3alouBa 0 BpeMe Ha OPEMEHHOCT, a J)KeHH, 3a0pEeMEHEIIH 110 BpeMe Ha
tepanust ¢ REZOLSTA, Tpa6Ba na mpeMuHAT Ha aJITepHATHBHA CXeMa Ha JiedeHue (BXK. TOUKH 4.2 u
4.4).

Kopmene

He e u3BecTHO nany napyHaBUp WIKM KOOHIIUCTAT Ce EKCKPETUpAT B KbpMaTa. [IpoyuBanus mpu
TUTHXOBE MOKA3BaT, Ue IApyHaBUP C€ eKCKPETHPA B MIIIKOTO | Tipu Brcoku HuBa (1 000 mg/kg
JHEBHO) BOJIH O TOKCUYHOCT B MOTOMCTBOTO. [IpoyuBanus npu )KUBOTHU TIOKA3BaT, 4Ye KOOUIMCTAT
CE EKCKpETUPA B MILIKOTO.

[lopanu moTeHMana OT HEXXENaH! PEaKkUUy MPH KbpMaveTa, )KeHUTe TpsOBa Ja Obaar
WHCTPYKTHPAHU J1a He KbpMAT, ako npuematr REZOLSTA.

3a na ce uzberHe npenasane Ha HIV Ha kppMaueTo, ce npenopruBa xxeHu, nHpexrupanu ¢ HIV, na ne
KBPMST.

DepTunuTer

Hsima mannum nipu xopa 3a edekta Ha JapyHaBHUp MM KOOUIUCTAT BHPXY deprunurera. He ce
HabmroaBa eekT BepXy undrocBaHeTo WK (EpTUIIMTETA PH KUBOTHHU (BXK. Touka 5.3). B3 ocHOBa
Ha MPOYYBAHUS NPH KUBOTHH HE C€ 04aKkBa e(heKT BbPXY YN(PTOCBAHETO WK (PEePTHIUTETA C
REZOLSTA.

4.7 EdexTu BbpPXy cioco0HOCTTA 32 modupane u padéora ¢ MAIIMHA

REZOLSTA Mosxe 1a rmoBiuse B MaJIka CTEICH CIIOCOOHOCTTA 3a Io¢upaHe ¥ padoTa ¢ MallliHU.
HpI/I HAKOHU ITAITMCHTH, YHHUTO J'Ie‘-Ie6HI/I CXEMHU BKIIIOYBAT JapyHaBUp, Ipujiarad CbBMECTHO C
KOOHMIIMCTAT, ce ChOOIaBa 3a 3aMassHOCT U TOBA TPAOBA Jla c€ MMa MPEIBUJ, KOTaTo e MPEICHABa
CMOCOOHOCTTA HA MAlMeHTa J1a modupa Win 1a paboTH ¢ MaIIUHH.

4.8 Hexenanun JeKapCTBEHH PeaKINU

O0600menue Ha npoduia Ha 6€30MaCHOCT

O6musaT npodun Ha 6e3omacHocT HAa REZOLSTA ce ocHOBaBa Ha HaJTMYHUTE JAHHU OT KIIMHUYHU
MIPOYYBAHUS C TapyHABUP, TOTCHITUPAH ¢ KOOUITUCTAT WU PUTOHABUP, C KOOUITUCTAT U OT
MOCTMAPKETHHIOBUTE JaHHU 3a JapyHaBUP/PUTOHABHP.

Toit kato REZOLSTA chabpxa qapyHaBUp U KOOUIIUCTAT, MOXKeE J]a C€ 0UYaKBaT HEXEJaH! PEaKIH,
CBBP3aHU C BCSKO €IHO OT BEILECTBATA.

Haii-yecture Hexxenanu peakuuy, CboOIIEHH B COOpHUTE AaHHU OT npoyusane GS-US-216-130

¢aza Il u B pamoro ¢ REZOLSTA B npoyuBane TMC114FD2HTX3001 ¢a3a III, ca quapus (23%),
rajgene (17%), oopus (13%) u rnaodosme (10%). Cepro3Hu HEKENaHN PEeaKIUU ca OWIH 3axapeH
nuabert, (JIeKapCTBEHA) CBPbXUYBCTBUTEIHOCT, BB3MAJIUTENICH CUHAPOM IIPH UMYHHO BBh3CTaHOBSBAHE,
o0puB, cunapoM Ha Stevens-Johnson u oBpswIane. Bcuuku Te3u cepruo3HN HEXeNlaHH JIEKapCTBEHH
peakiuu ca HaOonapanu nipu eauH (0,1%) maruenT, ¢ u3knoueHue Ha oopus mpu 4 (0,6%)
MalUEHTH.

Haii-uecTute HeXeaHU peakiuy, ChOOIIECHH B X0/1a Ha MporpaMara 3a KIMHUYHO pa3paboTBaHe Ha

JapyHABUP/PUTOHABUD U KaTO CIIOHTaHHU CHOOIIEHHS, Ca AUApHs, rajicHe, 00puB, r1aBoboue u
noBpblIane. Haii-uecTute cepuo3Hu peakuu ca octpa ObOpedHa HeAOCTaThYHOCT, HH(PAPKT HA
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MHUOKapAa, Bb3MAJIUTCIICH CUHAPOM IMIPU UMYHHO BB3CTaHOBSABAHC, TpOM6OI_II/ITOHCHI/I$I, OCTCOHCKPO3a,
Auapusi, XCIaTUT U MMUPCKCU.

B ananu3 na cenmuma 96 npodunrbt Ha 6Ge3omacHoOCT Ha AapyHaBup/putonasup 800/100 mg BeqHbXK
JHEBHO, IPUJIaraHy MPH HEJIEKYBaHU J0cera NalueHTH, € MoJ00CH Ha TO3H, KOWTO ce HabIroaBa npu
napyHasup/puronasup 600/100 mg 1Ba mbTH JHEBHO, IPWJIATaHU MIPH JIEKYBaHHU PEAH TOBA
NAlUEHTH, C U3KIIIOUEHUE Ha raJIeHETo, KOETO ce HabJII0aBa I10-4eCTO [IPU HEJICKYBaHU MAI[EHTH.
l'aneneTo npeMuHaBa ¢ Jeka HHTEH3UBHOCT.

TabauIia ¢hC CIUCHLK Ha HEXETAHN pPCaKknnu

Hexenanute peakiuu ca n30poeHu mo cuctemo-opranau knacose (COK) u kaTeropus mo yecrora B
Tabmnuiia 2. BB Besika KaTeropus 10 Y€CTOTa HEXKEITAHUTE JIEKAPCTBEHU PEAKIIMK Ce M30posiBaT B
HU3XOJIAIII PEJI IO OTHOIIICHUE HA TAXHATA CEPUO3HOCT. B 3aBUCHMMOCT OT KaTeropusTa 1o 4ecToTa,
peakuuuTe ca orpenereHn KakTo clieasa: MHOTO decTd (> 1/10), wectn (= 1/100 mo < 1/10), HeuecTn
(= 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000) u c HEU3BeCTHA YecTOTa (OT HATUIHUTE
JTaHHU HE MOXKe Ja ObJc HalpaBeHa OICHKA).

Tabmna 2 HexenaHnn peaknum ¢ AapyHABUP/KOOMIUCTAT NPH Bb3PACTHU MAIUECHTH

Cucremo-opranen kjiac no MedDRA He:xenana peakuus
Kareropus mo yecrora

Hapywenus na umynnama cucmema

YCCTHU (J'IeKapCTBeHa) CBPBXUYBCTBUTCIHOCT
HCYCCTHU BB3NAJTUTCIICH CHHAPOM IIPU UMYHHO
BB3CTAHOBABAHC

Hapywenus na memabonuzma u xparenemo

YecTu aHOPEKCUs, XUIIEPXO0JIECTEPOIEMHUS,
XUMEPTPUTIINLEPUIECMHUS

HCUYECTH 3aXapeH AualeT, TUCITUITUACMUS,
XUIEPIIIMKEMUS, XUIEPIUTUAEMHUS

Hcuxuunu napywenus

4CCTHU SAPKH CbHHUIIA

Hapywenus na nepsnama cucmema

MHOTO YECTH | rnaBoGosme

Cmomawno-upesHu HapyueHus

MHOT'O YECTH Iuapusi, TajJeHe

4eCTH NOBpBIIaHe, KOpeMHa 00JKa, pa3IyBaHe Ha

KopeMa, AUcHerncus, (haaTyaeHIus

HEYECTH OCTBp AHKPEATUT, IOBUILEHU TAHKPEACHU
€H3UMHU

Xenamobunruapnu Hapywenus

4ECTH MOBHUIIIEHU YePHOAPOOHHN EH3UMHU

HEUYEeCTU XeNmaTUT*, MUTOMUTHYCH XenaTuT™®

Hapywenus na xosrcama u nooKojicHama mvKaH

MHOI'O YECTH 00puUB (BKJIIOYUTEIHO MaKyJapeH,

MaKyJIonaInyJapeH, MamyiapeH, epUTeMeH,
cbpOA11 00pUB, TeHEpaTU3UpPaH 0OpHUB U
aJlepruyueH JepMaTuT)
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YECTH MIPYPUTYC

HEYECTH cungpoM Ha Stevens Johnson”, anrnoenem,
ypTUKApHUs
penku JICKApCTBEHA PEaKIHs ¢ CO3UHODUITUS U

CUCTEMHHU CUMIITOMMU *

C HEM3BECTHA YECTOTA TOKCHYHA enuepMaliHa HeKponu3a®, octpa
reHepai3ipaHa eK3aHTEeMHa IycTyso3a*

Hapymesz HA MYCKYJHO-CKeJlemHama cucmema u CHeOUHUMENTHAMA MBKAH

4eCcTH MHAJITHS

HEYECTH OCTEOHEKpo3a*

Hapywenus na 6vopeyume u nuKoyHume nomuya

peaKu | KpucTajaHa Hedporatus*®
Hapywenus na ev3npouzsodumennama cucmema u 2opoama

HEUYECTH | runexomacTus*

Obwu napywenus u egpeKmu Ha MACHMOMO HA NPUNOHCEHUE

4eCTH | ymopa, acrenns

Hzcneosanus

9eCTH | moBHIIeH KpeaTHHNUH B KPBBTA

*
Te3u HexellaHu JIeKapCTBEHH PEaKklUK He ¢a ChOOLICHH OT ONUT IPH KIMHUYHYU POYYBAHUS C

JapyHaBUP/KOOUIIMCTAT, HO ca 3a0els3aHu IPH JICUCHHE C JapyHaBUP/PUTOHABHUP U MOXKE CBILO Ja CE OYaKBaT MPHU

JICUYCHHE C JapyHaBUP/KOOUIIUCTAT.

Korato ce B3eMar npeaBu/ U JaHHUTE OT KIMHUYHOTO u3nurBaHe DRV/COBI/emtpunntabus/TeHOGOBUD

amadeHaMu, CHHAPOM Ha Stevens-Johnson Be3HUKBA psiako (pu 1 oT 2 551 yyacTHHIN), KOETO CHOTBETCTBA Ha

mporpaMara Ha KIMHHYHOTO u3nutBaHe DRV/rtv (Bx. ,,TeXKH KOXKHU peakuu B Touka 4.4)

S Hexenana peaKiys, yCTaHOBEHA B TOCTMApKETHHIOBY ycinoBus. Cropes yka3aHUsITa OTHOCHO KpaTKaTta
XapaKTepUCTUKa Ha MpoayKTa (u3aanue 2, M. centeMBpH 2009 r.) yecToTaTa Ha Ta3u HEXKeEJIaHaA PEeaKLUs B
IMOCTMAapPKETHHTOBH YCJIOBHS € ONpeeseHa ¢ U30JI3BaHe Ha ,,[IpaBminoTo Ha 3.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Obpus

B mpoBenenuTe KIIMHUYHY IPOYYBAHUS C JAPYHABUP/PUTOHABUD U TAPyHABUP/KOOHIIUCTAT OOPUBHTE
ca MpeANMHO JIEKU 10 YMEPEHH, YECTO CE MOABABAT IPE3 IbPBUTE 4 CEAMUIHN OT JIEUEHHETO U
M34e3Bar C MpoAbDKaBaHe MpHUeMa Ha JIeKapcTBOTO (BK. Touka 4.4). B cOOopHUTE TaHHU OT MpOy4YBaHe
C eIHO paMmo, u3cieaBaio napyHasup 800 mg BeqHBK JHEBHO B KOMOUHarus ¢ koourucTar 150 mg
BEAHBX AHEBHO U IPYTU aHTUPETPOBUPYCHH CPEACTBA, U €IHO PaMO B KIIMHUYHO U3MUTBAHE, IPU
koeto ca npunarann REZOLSTA 800/150 mg BenHbK THEBHO U APYTH aHTUPETPOBUPYCHU CPEICTBA,
ce ycTaHOBsIBa, 4e 1,9% OT mareHTuTe ca MpeKbCHAN JICYEHUETO Mopaau OOpHB.

Memaborumnu napamempu
ITo BpeMe Ha aHTHPETPOBUPYCHA TEpANKA MOKE 1a HACTBIIM YBEJIMYaBaHe Ha TErJIOTO U HA HUBATa Ha
JTUTIAANTE U TIIF0K03aTa B KPBBTA (BXK. TOUKA 4.4).

Hapywenus na myckynino-ckenemnama cucmema

YBenmnuena kpeatud Gocdokunaza (CPK), Muanrus, MUO3UT U psIKO pabJOMHUOIN3A Ce ChOOIaBAT
npu ynorpedara Ha HIV nporeasan nuHXuOUTOpH, 0COOEHO B KOMOMHALIUS C HYKIJICO3UIHN
MHXUOUTOPH Ha 0OpaTHaTa TPAaHCKPHUIITA3A.

Cro01maBa ce 3a ciydyan Ha OCTEOHEKP03a, 0COOEHO TPH MAIUEHTH ¢ OOIIONPHETH PUCKOBU (PAaKTOPH,

HanpenHano HIV 3abonsBane nin npoab/KUTEIHO TPUIIOKEHHE Ha KOMOMHUpaHa
anTupetpoBupycHa tepanus (CART). YUectoraTta e Hem3zBecTHa (BXK. Touka 4.4).
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Bwsnanumenen cunopom npu umMyHHO 8b3CTNAHOBABAHE

[Ipu nauuentyu, nnpexrupanu ¢ supyca Ha HIV, ¢ Texxka uMyHHa HEOCTaTHYHOCT, B MOMEHTA Ha
3armo4BaHe Ha KoMOMHHUpaHa anTuperpoBupycHa Tepanus (CART), Mmoxe a Bb3HUKHE Bb3MATUTENHA
peaKiys KbM aCHMIITOMHH W PE3UAYaTHU OTIOPTIOHUCTUYHHU HH(pekun. ChoOIasa ce chIio 3a
pa3BuTHE Ha aBTOMMYHHH HapyieHus (kato 6onect Ha Graves ¥ aBTOMMYHEH XEIaTuT); odaye
BPEMETO /10 HACTBIIBAHETO UM, KOETO CE€ ChOOIIaBa, € MO-MPOMEHINBO U TE3H CHbOUTHSA MOXKeE Ja ce
CIIydaT MHOTO MECEIIH CJie] 3aII0YBaHE Ha JICUCHUETO (BXK. Touka 4.4).

Kwvpsene npu nayuenmu ¢ xemogpunusa
Nma choOiieHns 3a yBENUYCHO CIOHTAHHO KbPBEHE MPH NAIUEHTH, CTPAJIAIIH OT XeMO(HIHS, KOUTO
MoJTy4aBaT aHTUPETPOBUPYCHU MPOTEA3HU WHXUOUTOPH (BXK. Touka 4.4).

Tonuoicenue na uzuuciIeHUss KpeamuHuHo8 KiupbHc

YcTaHOBEHO €, ye KOOHMIIUCTAT MOHMKAaBa U3UHCIICHUS KPEAaTHHIUHOB KIIMPBHC B PE3YJNITAT HA
MHXUOUpaHe Ha TyOyJiHaTa CeKpelys Ha KpeaTnHUHA. [[oBUIIEHHETO Ha CepyMHUS KPEaTHHUH B
pe3yaTar Ha HHXHOupamus eQekT Ha KoouucTaT ooukHoBeHo He Haasuasa 0,4 mg/dl.

EdexTpT Ha KOOHIMCTAT BEPXY CEPYMHUS KPEaTHHUH € U3CIIe/IBaH B ipoyyBaHe (aza | mpu nanuenTu
¢ HopMmasiHa O0b0peuna ¢pynkuus (eGFR > 80 ml/min, n = 12) u nexo 10 ymepeHo 660peuHO
yBpexnane (eGFR: 50-79 ml/min, n = 18). [IpomsHa B n3unciieHaTa CKOPOCT Ha INIOMEPYJIHA
dunrparus, n3uuciieHa no Meroaa Ha Cockcroft Gault (eGFRcg), cripsiMo U3X0HOTO HUBO ce
Ha0JII0/1aBa B paMKHTE HA 7 THU CJIe]] 3all0YBaHe Ha JeYeHHeTo ¢ koounucrat 150 mg npu
NalueHTHTe ¢ HopManHa ObOpeuHa dynkuus (-9,9 = 13,1 ml/min) u Jeko 10 ymepeHo 6bOpedHO
yBpexnane (-11,9 £ 7,0 ml/min). Te3u nonmwkenns Ha eGFRcg ca oOpatumu cieq npekpaTsiBaHe Ha
npreMa Ha KOOUIIMCTAT U He TIOBIUSIBAT JSHCTBUTEIIHATA CKOPOCT Ha TIIOMEPYJTHA (DHIATPALHS,
oIpezieNieHa Ype3 KIMPhHCa Ha JISKApCTBOTO COHJIA HOXEKCOIL.

B npoyuBane ¢a3za Il ¢ eqno pamo (GS-US-216-130) ce nabmronaBa namanenne B eGFRcg Ha
ceamuIia 2, KoeTo ocraa cradmHo 1o ceamuna 48. Cpennara nmpomsiHa B €GFRc ot nzxomHOoTO
HUBO ¢ —9,6 ml/min Ha ceamuna 2 1 —9,6 ml/min Ha cenmuiia 48. B pamoto ¢ REZOLSTA B
kiuHruHO n3nutBane TMC114FD2HTX3001 ¢aza 111 cpeanara npomsina Ha eGFRcg oT u3xoaHo
HUBO € -11,1 ml/min Ha ceaqmuua 48, a cpeanata npomsiHa Ha €GFR ystatin ¢ OT U3XOAHO HUBO €
+2,9 ml/min/1,73 m? Ha ceamuna 48.

3a roBeue I/IH(I)OpMaI_II/ISI BHMIKTC KpaTKaTa XapaKTCPUCTUKA Ha ITPOJAYKTa 3a K06I/II_II/ICTaT.

IlequaTpuyna momyJaanus

BezonacHocTTa Ha fapyHaBUpP B KOMOMHAIMS ¢ KOOUIMCTAT € OLICHEHA B KIIMHUYHO W3ITUTBAHE
GS-US-216-0128 mpu roHOIIN C BUPYCHA CyTpecus Ha Bb3pacT oT 12 1o moj 18 roaunu ¢ Termo Haii-
maiiko 40 kg (koxopta 1; N = 7), nena Ha Bb3pact ot 6 10 o1 12 roauHu ¢ Terio Haii-manko 25 kg 1o
nop 40 kg (koxopta 2; N = 8) u nena Ha Bb3pacT > 3 ToJUHHU C Terio Hak-maiko 15 kg no mox 25 kg
(xoxopta 3; N = 11). Amanuszure Ha 6€30I1aCHOCTTa Ha OrpaHU4eH Opoil y4acTHUIM B IOHOLIECKA
BB3PACT U NIeTUATPUYHH YYACTHUIIM Ha BH3PACT Hal-MaJIKO 3 TOMWHH B TOBA MPOyYBaHE HE
YCTaHOBSIBAT HOBH JJAHHH, CBBP3aHH ¢ 0€30I1aCHOCTTa B CPAaBHEHHUE C U3BECTHUS PO HA
0e30MacHOCT NP Bb3pPacTHH MALHEHTH.

HDVFI/I CIICIMaJIHHU ITOIYyJIaITu

Iayuenmu, koungexmupanu c supyca na xenamum B u/unu eupyca na xenamum C

Hannuna e orpanudena napopmaius oTHOcHO yrnoTpedata Ha REZOLSTA npu nanuenrwy,
KonH(pexkTupanu ¢ Bupyca Ha xenatut B u/mmu C. Ot 1 968 nexyBanu npenu ToBa NalMeHTH,
NOJTy4aBally AapyHaBHp, puiiarad eaHoBpeMeHHo ¢ putoHasup 600/100 mg nBa mbTH THEBHO, 236
ca 6w kouHdekrupanu ¢ xenatut B unu C. [Ipu kouH(eKkTHpaHuTe NanueHT IMa o-ToJsiMa
BEPOATHOCT 3a IMOBHIIIABAHE Ha YEPHOAPOOHHUTE TPAHCAMHHA3W HA U3XOJIHO HUBO U O BpeMe Ha
JICYCHUETO, OTKOJKOTO MPHU MALUEHTUTE 03 XpOHUYEH BUPYCEH XemaTuT (BX. Touka 4.4).
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C’LO6H_IaBaHe Ha 1IMoa03upaHn HCKCJIIaHU PCAKITUNA

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeakluy ciie]] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
NPOJIYKT € BayKHO. ToBa MO3BOJISIBA J1a TIPOIBIKY HAOIOIEHUETO Ha CHOTHOIICHUETO TI0JI3a/PHCK 32
neKapcTBeHUs NpoayKT. OT MEAUIIMHCKUTE CIICITUAIMCTH CE U3MCKBA J]a ChOOIIaBaT BCAKA
MOT03UpaHa HeXKENaHa Peakius Ype3 HAITMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B
ITpunoxenue V.

4.9 TIlpeno3mpane

OnutsbT 0T octpo npenozupane ¢ REZOLSTA wiun napyHaBup B KOMOMHAIINS ¢ KOOUIMCTAT MPU XOpa
e orpanndeH. Equnnunm nos3u 1o 3 200 mg gapyHaBup noa ¢popmara Ha IepopajieH pa3TBop
camocrosTenaHo u 1o 1 600 mg napyHasup mox ¢popmMa Ha TaOJIECTKH B KOMOWHAIIMS C PUTOHABHP ca
NpUJIaraHy Ha 37JpaBu J0OpOBOIIHM Oe3 T0sBa Ha HEOIATONPUATHA CHMITOMATUYHU €EKTH.

Hswma cnenmduyen antunot npu npenosupane ¢ REZOLSTA. Jleuenueto Ha npe1o3UpaHeTo ce
CHCTOU OT OOIIH MOIBPIKAIITY MEPKH, BKIFOUUTEITHO MPOCIIEsIBAHE HA )KU3HEHUTE TIOKA3aTelH U
HaOII0IeHNe Ha KIMHAYHUS CTAaTyC Ha HauueHTa. Thii KaTo AapyHaBHP U KOOUIIMCTAT Ce CBBP3BAT
BBB BHCOKA CTEIIEH C IUIa3MEHUTE POTEHHH, € MAJIKO BEPOSITHO TUanu3aTa Aa ObAe OT Mo3a 3a
3HAYUTENHO OTCTPaHsIBaHE HAa aKTUBHHUTE BEIIECTBA.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

®dapMakoTepaneBTHYHA Tpyma: AHTUBUPYCHHU CPEACTBA 32 CUCTEMHO NMPHIIOKEHNE, aHTUBUPYCHH
cpencTra 3a jeuenue Ha HIV undekums, komounauu, ATC kox: JOSAR14

MexaHus3bM Ha IENCTBUE

HapynaBup npencTtaBisiBa HHXUOUTOP Ha AUMEPU3ALMITA H HA KaTaluTHYHaTa akTuBHOCT Ha HIV-1
nporeaszata (Kp ot 4,5 x 10'?M). Toii cenekTuBHO HHXUOUPA pa3lENBaHETO Ha Koaupanute B HIV
Gag-Pol monmmnporennn B MHPEKTUPAHUTE C BUPYCa KIETKH, KaTO TI0 TO3W HAYHH IPEIOTBpPATSIBa
o0pa3yBaHeTO Ha 3pesii MH()EKIUO3HN BUPYCHHU YaCTHUIIH.

ITo cBOs MeXaHU3bM Ha JCHCTBHE KOOMIIUCTAT MPEACTaBIsIBA MHXHOUTOP Ha UTOXpoM P450 ot
noncemeiictBoto CYP3A. Muxubupanero Ha metabonu3ma, meauupan ot CYP3A, oT koOuiucrar
MOBHIIIABA CHCTEMHATa eKkcro3uius Ha cyoctpatute Ha CYP3A, kato mapyHaBup, KOraTo
OMOHATIMYHOCTTA € OrpaHUuEHA U TTOTYKUBOTHT € ckbeeH nopaau CYP3A-3aBucuM MeTabonu3bm.

In vitro aHTUBUPYCHA aKTUBHOCT

JapyHaBup moka3Ba akTUBHOCT CpeITy Jab0opaTopHH MaMoBe U KIMHUYHH n3oiaTh Ha HIV-1 u
naboparopuu mamose Ha HIV-2 npu octpo nndexrupann T-KneTbUHH JIUHUH, YOBEIIKU
MOHOHYKJICAPHH KJIETKH OT NepudepHa KPbB U YOBEIIKM MOHOLIMTH/MaKpo(ark ¢ Meauana Ha
croitHocTuTe Ha epektuBHA KoHIeHTparws (ECso) B rpanunu ot 1,2 1o 8,5 nM (0,7 no 5,0 ng/ml).
JlapyHaBup moKa3Ba aHTUBHPYCHA aKTUBHOCT in Vitro cperry mupok nanen ot HIV-1 nppBuyunu
uzonaru ot rpyna M (A, B, C, D, E, F, G) u rpyna O, npu ctoiinoctu Ha ECso o < 0,1 1o 4,3 nM.
Tesu croitnoctu Ha ECs0 ca mocta moa 50% OT KOHIIEHTpaLMUTe 3a KIEThUHA TOKCHUYHOCT B
nuamnaszona ot 87 uM mo > 100 uM.

KobumucraT HiMa OTKpuBaeMa aHTUBUPYCHA akTUBHOCT cperry HIV-1 u He anTaronnsupa
AHTUBUPYCHUS epeKT Ha JapyHABHP.
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PesucrenTHOCT

In vitro cenexkuuaTa Ha pe3UCTEHTHHU KbM JlapyHaBUp BupycH oT nuB Tun HIV-1 e nponbmxutenna
(> 3 roguan). CenekTrpaHuTe BUPYCH HE MOTaT Jia € pa3BUBAT B MPUCHCTBUETO HA apyHABUD MPH
koHIeHTpanuu Hag 400 nM. Bupycure, cenekTupaHu B T€3H yCIOBHUS M MTOKa3Ballll HaMaJleHa
YYBCTBHUTEIHOCT KbM JapyHaBup (0T 23 no 50 mbTH), uMaT 2 10 4 aMUHOKUCETIMHHY 3aMECTBAHUS B
npoTea3Hus reH. HamaneHara 4yBCTBUTETHOCT KbM JapyHABHP Ha HOBOTIOSIBUJIA CE BUPYCH B OIHTA
3a CeNeKIHsI He MOJKe J1a ce OOSICHHU C MOosBaTa Ha T€3U NPOTEa3HH MYyTaLHH.

IIpodunst Ha pesuctenTHocT HAa REZOLSTA ce onpezens ot AapyHaBup. KoOumucraT He celekTupa
MyTanmu Ha pesuctentHocT B HIV nopanu nurncarta Ha aHTHBHpYCHA akTHBHOCT. [IpodmnbT Ha

pesuctrentHocT Ha REZOLSTA ce monkpens ot nse npoyuBanus ¢asza 1, nposenenu c

JlapyHaBUP/PUTOHABUD IIPH JICUCHHE HA HaMeHTy 0e3 mpemmectsaiio jgeueHue (ARTEMIS) u ¢
npeamectsamio aedeHue (ODIN) u ot ananm3a Ha 48-ceIMUYIHH TaHHU OT MPOYyYIBaHE
GS-US-216-130 npu seueHre Ha ManueHTH 0e3 MPe/IIIecTBaIIO JICYSHHE U C IPEAIIeCTBAIIO JeUeHHE.

HabnronaBa ce Hricka cTerieH Ha pa3BuThe Ha pesuctenteH HIV-1 Bupyc npu nanneHT, HelneKyBaHH
nocera ¢ ART, kouto ce nexysart 3a mbpBu T ¢ REZOLSTA unu napyHaBup/puTOHaBUD

800/100 mg Benubx qHEBHO B KoMOuHauus ¢ Apyrid ART, 1 npu nanuenTH, JeKyBaHH Ipean TOBa C
ART, 6e3 napynaBup RAMs, nonyuasaiu REZOLSTA wnu napynaBup/putonasup 800/100 mg
BEJHBK JHEBHO B koMOuHanus ¢ apyra ART. B tabnuia 3 mo-nony ca mokasaHu pa3BUTHETO Ha
mytamu B HIV-1 mpoteasara u 3ary6ata Ha uyBctBuTenHoct kbM HIV nmpoTeasnn nuaxuburopu B
CIIy4JauTe Ha BUPYCOJOTHUCH HEYyCIeX B KpaiiHaTa Touka B mpoyuBanus GS-US-216-130, ARTEMIS u

ODIN.
Tabanna 3
GS-US-216-130* ARTEMIS? ODIN®
HenexyBanu | JlekyBanu npeau HenexyBanu JlekyBanu npeau | JlekyBanu npeau
aocera TOBA MANMEHTH | I0Cera MalyeHTH | TOBA MALMEHTH | TOBA MAIMEHTH
NauueHTu JapyHABHP/KOOH | JapYHABHP/PUTOH | JapYHABHMP/PHUTO | AapyHABUP/PHUTO
JapyHaBHP/K00 HHCTAT aBHUp HABHUP HABUP
HIHCTAT 800/150 mg 800/100 mg 800/100 mg 600/100 mg
800/150 mg BeIHDLK THEBHO BeIHDLK THEBHO | BeIHDL:K JHEBHO |JIBA NLTH JHEBHO
BeIHDLK THEBHO N=18 N =343 N =294 N =296
N =295
Bpoii nanueHTy ¢ BUPYCOJIOTHYEH HEYCIeX U ¢ TEHOTHITHH JaHHH, pa3BHIM MyTauuu® B KpaiiHa Touka, n/N

[IbpBHYHK 0/8 1/7 0/43 1/60 0/42
(ocHOBHH)
MyTaluu,
CBBP3aHU C
PE3UCTEHTHO
CT KbM
IpoTea3Hu
HHXUOUTOPH
PI RAMs 2/8 1/7 4/43 7/60 4/42

Bpoit naunenTtu ¢
MIPOTea3HU UHXUOUTOPH KaTO KpacH

BHPYCOJIOTHYCH HEYCIeX U ¢ (PCHOTHUITHU TaHHH, COYCIIH 3ary0a Ha YyBCTBHTEIIHOCT KbM
€3yJITaT B CpaBHEHHE C M3X0AHO HHUBO', n/N

HIV npoteazen

UHXHOUTOP
JapyHaBUP 0/8 0/7 0/39 1/58 0/41
aMIpeHaBUp 0/8 0/7 0/39 1/58 0/40
aTa3aHaBUP 0/8 0/7 0/39 2/56 0/40
WHIMHABUP 0/8 0/7 0/39 2/57 0740
JIOTTUHABHP 0/8 0/7 0/39 1/58 0/40
CaKBHHABHP 0/8 0/7 0/39 0/56 0/40
TUTIPaHABHP 0/8 0/7 0/39 0/58 0/41
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Bupyconornynute Heycnexu, HoA0paHy 3a TECTBAHE HA PE3UCTEHTHOCTTA ca Ae(UHUPAHU KaTO: HECYIIPEeCHPaHH, HaMaleHue
Ha HIV-1 RNA < 1 logio B cpaBHeHHE ¢ M3XOIHO HUBO U > 50 xomus/ml Ha ceqmuIia 8, MOTBBPACHO HA ClIC/IBAIlA BU3HUTA;
pebaynn: HIV-1 PHK < 50 xonust/ml, nociensano ot norespaena HIV-1 PHK > 400 xonus/ml win notespaeno > 1 logio
HIV-1 PHK noBumenune cripsMo Hanupa; npekparspane Ha nederneTo ¢ HIV-1 PHK > 400 xomust/ml Ha mocneHata Bu3uTa

Bupyconornunu Heycnexu, 6a3upanu Ha nensypupa anropurbM TLOVR non-VF (Bpeme Ha 3ary6a Ha BUPYCOJIOTHYCH
otrosop) (HIV-1 PHK > 50 konus/ml)

TIAS-USA crimcsum
IIpu GS-US-216-130 ¢penoTrna Ha U3XOIHO HUBO HE € HATUYCH

Kpbcrocana pe3sncTeHTHOCT

[Ipu Bupyconornanus Heycnex B m3nutBaneto GS-US-216-130 He ce HaOmoqaBa KpbcTOCaHA
pesucreHTHOCT ¢ Apyru HIV npoteasnn naxubutopu. Brkre Tabnuiara no-rope 3a uHGpoOpManys 3a
ARTEMIS u ODIN.

Kimnanuau pesyaratu

AntuperpoBupycHusT edext Ha REZOLSTA ce apmku Ha KOMIoHeHTa aapyHaBup. JlelicTBuero Ha
KoOuIHCcTaT Kato (hapMaKOKHMHETHUCH EHXaHCep Ha IapyHaBUD € JIOKa3aHO BHB ()apMaKOKHHETHYHH
npoyusanusi. B Te3n papMakoKMHETHYHU MPOyYBaHHS, eKCIIO3UIHATA Ha napyHaBup 800 mg,
noTeHuupa ¢ kooummerat 150 mg, e cxoaHa ¢ Ta3u, HaOMIOAABaHA IPH MOTCHUKPAHE C PUTOHABUP
100 mg. Hapynasup xato komnoHeHT Ha REZOLSTA e OuoexBuBanenTeH Ha gapyHasup 800 mg
BEJIHBXK JHEBHO B KOMOHMHAIM ¢ KoOunmcerar 150 mg BeJHbX JHEBHO, IPUIIaraHu ChBMECTHO KaTo
OTJIEJTHH JIEKaPCTBEHH MPOAYKTH (BXK. TOUKa 5.2).

JokazatencTrata 3a epukacHocT Ha REZOLSTA BeHBX THEBHO C€ OCHOBABAT Ha aHAJIU3 Ha
nmanHuTe Ha cenMuiia 48 ot mpoyuBane GS-US-216-130 mpu nmarueHTH, Ha KOUTO HE € MpuiaraHa
ART n naumenTy, nexyBanu npeau Toa ¢ ART, knmuanuno nznuteane TMC114FD2HTX3001 npu
NalKeHTH, Ha KouTo He e npwiarana ART, u nBe npoyuBanus ¢aza [II ARTEMIS u ODIN,
npoBeJieHH ¢ napyHasup/puronasup 8§00/100 mg BeIHBK THEBHO CHOTBETHO MPH MAIIUEHTH, HA KOUTO
He e npwiarana ART u nmanueHTy, iekyBanu npeau Tosa ¢ ART.

Onucanne gHa ximanyay opovusaunsg Ha REZOLSTA npu B3pacTHH

Eguxacrnocm na oapynasup 800 mg sednwvowc OHesHO, npuiazan cbemecmuo cvce 150 mg kobuyucmam
6€OHBIIC OHE8HO Npu nayueHmu, Ha koumo He e npunaeana ART, u na xoumo e npunazana ART

GS US-216-130 e otkpuro npoyusane daza Il ¢ enHo pamo, oreHsBaIIo papMaKOKHHETHKATA,
0e3omacHOCTTa, HOHOCUMOCTTA M e()UKAaCHOCTTa Ha JapyHaBup ¢ koouuucTat npu 313 HIV-1
WH(EKTUPaHU BB3pACTHU MaleHTH (295 6e3 mpeamecTsanio JeueHne 1 18 ¢ mpeiecTpamnio
neuenne). Te3u nanueHTH ca nmoly4yuiin JqapyHasup 800 mg BeJJHBXK JHEBHO B KOMOHHAIIHUS C
kobummcraT 150 mg BeIHBK THEBHO ¢ M30paHa OT M3CIEI0BATENs ONTUMHU3UPAaHa OCHOBHA CXeMa
(OBR), ko510 C€ cbCTOM OT 2 aKTUBHH HYKJICO3WIHU HHXHUOUTOpPA Ha 0OpaTHATa TPAHCKPUIITa3a

(NRTI).

HIV-1 undextupanu namueHT:, KOUTO OTTOBAPST HA KPUTEPUUTE 3a TOBA IIPOYYBAHE UMAT T€HOTUI
NpY CKpUHHHTA, KoWTo He rmoka3zBa DRV-RAMs u mnazmena HIV-1 RNA > 1 000 xomus/ml. B
Tabnuia 4 mo-70I1y ca U3JI0KeHHU JTaHHU 32 e(pUKacHOCTTA OT aHAJIM3 Ha ceamuIia 48 oT mpoyyBaHe
GS-US 216-130:
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Tabéauna 4

GS-US-216-130

Pesynmamu na

HenexyBanu nocera
NanueHTn
JapyHABHP/KOOUIIMCTAT

JlekyBaHu npeau ToBa
NaneHTn
JapyHABHP/KOOUIIMCTAT

Benuku
JapyHABHP/KOOUIIMCTAT
800/150 mg BenHBIK

Ha CD4+ knerkure
CIIPAMO U3XOIHUTE
cToiHOCTH®

ceomuuya 48 800/150 mg BenHBIK 800/150 mg BenHBIK mHeBHO + OBR
nHesHo + OBR mHeBHO + OBR N=313
N =295 N=18
HIV-1 RNA 245 (83,1%) 8 (44,4%) 253 (80,8%)
< 50 xomust/ml?
cpelHa IpoMsiHa Ha -3,01 -2,39 -2,97
HIV-1 RNA log cipsimo
W3XOJHUTE CTOMHOCTHU
(logjo xkomust/ml)
cpenHa mpoMsiHa B O6pos +174 +102 +170

a

6

IIpumucana croiinoct cbriacaio TLOVR anropursma

[Ipunucana CTOMHOCT OT MOCIEAHOTO HAOJIOACHHE, U3HECEHA HATIPE]l

Eduxacnocm na kombunayusma c gpuxcupanu 0o3u oapyrasup/koouyucmam 800/150 mg eednwvorc
OHe6HO npu nayuenmu, Ha koumo He e npunazana ART
TMC114FD2HTX3001 e panmoMu3upaHo, akTHBHO-KOHTPOJIUPAHO, ABOWHOCIATIO KIMHIYHO
m3nutBane ¢asa Il 3a onenka Ha epukacHOCTTa U 6€30MACHOCTTA Ha
JapyHaBUP/KOOUIIUCTAT/€MTPUITUTAONH/TeHO(DOBHD anadeHaMu] ClipsiMo KoMOWHANus ¢ (GPUKCUpaHH
JIO3H TapyHABHUP/KOOUIIMCTAT + eMTPUIIUTA0NH/TeHOGOBHD JU3OMPOKCHI Ppymapart. B pamoro Ha
JeyeHne ¢ KomOuHauus ¢ GUKCUpaHH 03U AapyHaBHp/KoOHUIHKCTAT ca JekyBanu 363 HIV-1
MH(EKTUPaHU HEIEKyBaHH JOCETa Bb3PACTHH MAlUEHTH.

HIV-1 uadexTupanute naueHTy, MOAXOAAIIM 32 TOBA KIMHAYHO U3MUTBaHE, UMAT IIa3MeHa
HIV-1 PHK > 1,000 xomusi/ml. B Tabmuma 5 mo-noiry ca moka3zanu 48-ceIMIYHUTE JaHHU 32
e(pUKaCHOCT B PaMOTO C IapyHABUP/KOOUIMCTAT B KIIMHUYHOTO u3nutBane TMC114FD2HTX3001:

Tabéauna 5

TMC114FD2HTX3001 (pamo ¢ rapyHaBHP/KOOHIIUCTAT)

Pezynmamu na Ceomuya 48

HenexkyBanu 1ocera manmeHTH

napyHaup/koonumuctat 800/150 mg BeqHbK THEBHO
+ eMTpUIMTA0OHH/TeHOGOBUP AU30NPOKCHI PymMapaT

HI/IBO6

CD4+ KkIeTKHTE OT U3XO0IHO

N =363
HIV-1 PHK < 50 konust/ml® 321 (88,4%)
Bupyconoruuen Heycmex® 12 (3,3%)
be3 BUPYCOJIOrHYHM JaHHU B 30 (8,3%)
48-ceaMUYHUSA TTPO30peI’”
Cpenna npomMsina Ha 6post Ha +173,8

a

6

IIpunucana cTOHHOCT ChIIACHO anroputbMa Snapshot.

Y4acCcTHUCTO CHU NIPEAU Kpasd Ha U3IIMTBAHETO, C€ IIPUIIMCBA IIPOMAHA, paBHA HaA 0

y'—laCTHI/IK, HE3aBbPUINJI U3ITUTBAHETO, C€ CUUTA 3a cnyl{aﬁ Ha BUPYCOJIOTUYCH HEYCIIEX: HAa NMAUCHTUTE, IPEKPATUIIA

Onucanue Ha KIMHUYHU IIpOoyYBaHHs C I[aDVHaBI/ID/DI/ITOHaBI/ID IIpH BB3pacTHHU

Ed¢uxacnocm na oapynasup 800 mg éeonwvorc OnesHo, npunazan eonogpemenno cve 100 mg
PUMOHABUD 8€OHBIC OHEGHO NPU NayueHmu, Heaekysanu ooceza ¢ ART
JHoxkazarencTsara 3a epukacHocT Ha fqapyHaBup/puronasup 800/100 mg BeqHbXK THEBHO ce

OCHOBAaBaT Ha aHAJM3HUTE HA JaHHUTE, CbOMPaHU B MPOABIDKEHUE HA 192 ceqMHLIM B paMKHTE Ha

70




PpaHIOMHU3UPaHO, KOHTPOJIUPAHO, OTKpUTO, poyuBaHe (aza [II ARTEMIS npu nauuentu ¢ HIV-1
uH(peknys, HenekyBanu gocera ¢ ART, cpaBusBao gapyHasup/putonasup 800/100 mg Beanbx
JHEBHO ¢ JionuHaBup/putoHaBup 800/200 mg mHEBHO (ChC CXeMa Ha MpHUJIaraHe JBa MbTH JHEBHO WM
BEJIHBXK JHEBHO). U ipu iBeTe paMeHa e M3Mmoi3BaHa UKCUPaHa OCHOBHA CXEMa, ChCTOSIIIA CE OT
TeHo¢oBup au3onpokcua pymapat 300 mg BenHbK THEBHO U eMTpruuTaOuH 200 mg BeTHBXK
JTHEBHO.

JlanauTe 3a ehUKACHOCT OT aHATU3UTE Ha cenMuIia 48 u cenmuiia 96 B paMKUTe Ha U3MTUTBAHETO
ARTEMIS ca uznoxenu B Tabmuia 6 mo-1o0iy:

Jlannu, 6a3upaHu Ha aHAIN3U Ha ceamuia 48

6
B
r

a

JlanHu, 6a3upaHu Ha aHAIKM3U Ha ceamuna 96
[punucana croitoct cermacao TLOVR anroputrsma

Bb3 0cHOBa Ha HOPMAJIHOTO NPHOJIIKEHNE HA pa3InuKaTa B % Ha OTTOBOPHUTE

Y4aCTUETO CH IPEAN Kpas Ha U3NMTBAHETO, C€ IIPUITIUCBA IIPOMsHA, paBHA Ha 0

Taoauna 6
ARTEMIS
Cenmuua 48? Ceamuna 96°
Peszynmamu napynasup/ | sonunasup/ | Pasauka B napynasup/ | sonunasup/ | Pazauka B
PUTOHABHP | PUTOHABHUP JIeYEeHHEeTO PUTOHABUP | PUTOHABHUP | JeYEHUETO
800/100 mg | 800/200 mg (95% CIua | 800/100 mg | 800/200 mg | (95% CI na
BeIHBbK JTHEBHO pa3iuKaTa) | BeIHBK JHEBHO pa3iukara)
JTHEBHO N =346 JTHEBHO N =346
N =343 N =343
HIV-1 PHK 83,7% 78,3% 5,3% 79,0% 70,8% 8,2%
< 50 xomus/ml® (287) (271) (-0,5; 11,2)" | (271) (245) (1,7; 14,7)"
Bcenuku manuenTu
C U3X0IHO 85,8% 84,5% 1,3% 80,5% 75,2% 5,3%
uuBo Ha HIV- | (194/226) (191/226) (-5,2;7,9)" (182/226) (170/226) (-2,3; 13,0)"
PHK
<100 000
C U3X0IHO 79,5% 66,7% 12,8% 76,1% 62,5% 13,6%
muBo Ha HIV- | (93/117) (80/120) (1,6;24,1) (89/117) (75/120) (1,9; 25,3)"
PHK
>100 000
C u3xo/ieH 79,4% 70,3% 9,2% 78,7% 64,9% 13,9%
Opoit Ha CD4+ | (112/141) (104/148) (-0,8; 19,2)" | (111/141) (96/148) (3,5;24,2)"
kietku < 200
C u3xojeH 86,6% 84,3% 2,3% 79,2% 75,3% 4,0%
opoit Ha CD4+ | (175/202) (167/198) (-4,6; 9,2)" (160/202) (149/198) (-4,3; 12,2)°
Kkietku > 200
MeIuaHa Ha +137 +141 +171 +188
mpomsHaTta B Opost
Ha CD4+
KJICTKHUTC CHpS{MO
H3XOHUTE
CTOMHOCTH
(x 1091
a

y‘laCTHl/IK, HE3aBbpIINWJI U3IIMUTBAHETO, C€ CUMTA 3a cnyqaﬁ Ha BUPYCOJIOI'MYCH HCYCIIEX: Ha NALIUEHTUTEC, IIPEKPATUIIU

He no-manka ehrkacHOCT pyu BUPYCOJIIOTUYHUS OTTOBOP KBbM JICUEHUETO C JapyHaBUP/PUTOHABUD,
W3pa3eHa KaTo MPOIICHT Ha MalueHTuTe ¢ miasMeHo HuBo Ha HIV-1 PHK < 50 konus/ml, e nokaszaHa
(Tpu peBapUTEITHO ONpeieNieHaTa IpaHuIa 3a He To-Malka edukacHocT 12%) u B [BETE MOMynanuu

— Intent-To-Treat (ITT) u On Protocol (OP) mpu ananuza Ha cenmmuna 48. Te3u pesynratu ce

MOTBBPIKIABAT IIPU aHATU3UTE HA JaHHUTE Ha ceamuiia 96 ot euenneTo B m3nuTBaneto ARTEMIS.
Pesynratute octaBat HempoMeHeHH 110 cenmuiia 192 ot nedennero B m3nutBaneto ARTEMIS.
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Eguxacrnocm na oapynasup 800 mg ednwviwc OHesHO, npunazan eOHogpemenHo cve 100 mg
PUMOHABUP 8EOHBIIC OHEBHO NPU NAYUEHMU, KOUMO €A eKy8anu npeou mosa ¢ ART

ODIN e panoMu3upaHo, OTKpHUTO nipoyuBane ¢asa IlI, cpaBHsBaIIO qapyHABUDP/PUTOHABUD
800/100 mg Bequbxk qHEBHO ¢ AapyHaBup/putoHasup 600/100 mg na ety qHeBHO mpu HIV-1
MH(EKTUPaHU MaueHTd, npeMuHain ART, unnuTo pe3ynTatu OT CKpUHHUHT TecTa 3a FTeHOTHUITHA
pe3ucTeHTHOCT He coyat napyHasup RAMs (t.e. V111, V321, L33F, 147V, I50V, 154M, 154L, T74P,
L76V, 184V, L89V) u ckpununroso Hupo Ha HIV-1 PHK > 1 000 xonust/ml. AHanu3bT Ha
e(uKacHOCTTa € HallpaBeH Bb3 OCHOBA Ha JAaHHMTE Ha ceamuua 48 ot neuenuero (Bx. Tabmuna 7 mo-
noiy). U npu aere pamena e uznon3sad OBR > 2 Hykneo3nann nHXHOUTOpa Ha oOpaTHATa

tpanckpunTasa (NRTI).
Taoauna 7
ODIN
Ceamuna 48
Pezynmamu JapyHABHMP/PUTOHABUP | AApyHABHUP/PUTOHABHUP Pa3inka B JieueHUsATA
800/100 mg BeanbxK 600/100 mg nBa nbTH (95% noBepuresieH
aaeBHo + OBR mHeBHO + OBR HHTEPBAJI HA
N =294 N =296 pa3aukara)

HIV-1 PHK 72,1% (212) 70,9% (210) 1,2% (-6,1; 8,5)°

< 50 xormms/ml*
C H3X0HO HUBO Ha
HIV-1 PHK
(xorus/ml)
<100 000
>100 000
C uzxozeH 6poit Ha
CD4+ knerkw (x10%/1)

77,6% (198/255)
35,9% (14/39)

73,2% (194/265)
51,6% (16/31)

4,4% (-3,0; 11,9)
-15,7% (-39,2; 7,7)

opost Ha CD4+ kieTkute
CIIPAMO U3XOOHUTE
croinoctu (x 108/1)*

>100 75,1% (184/245) 72,5% (187/258) 2,6% (-5,1; 10,3)
<100 57,1% (28/49) 60,5% (23/38) -3,4% (-24,5; 17,8)
C HIV-1 cy6Tun

Tun B 70,4% (126/179) 64,3% (128/199) 6,1% (-3,4; 15,6)
Tun AE 90,5% (38/42) 91,2% (31/34) -0,7% (-14,0; 12,6)
Tun C 72,7% (32/44) 78,8% (26/33) -6,1% (-2,6; 13,7)
Jpyr® 55,2% (16/29) 83,3% (25/30) -28,2% (-51,0; -5,3)

MeauaHa Ha TpoMsIHATa B +108 +112 -57(-25; 16)

a

6

[punucana croitoct cermacao TLOVR anroputrsma

Bb3 0cHOBa Ha HOPMAJIHOTO NPHOJIIKEHNE HA pa3InuKaTa B % Ha OTTOBOPHUTE

®  Cy6runose Al, D, F1, G, K, CRF02_AG, CRF12_BF u CRF06_CPX

T

a

Pasnuka B cpequute cTOMHOCTH

HpI/IHI/IcaHa CTOMHOCT OT ITOCICAHOTO Ha6J’IIO,II€HI/I€, HU3HCCCHA HAIIpE/]

B cenqmuna 48 npu BUpYyCOJIOTUYHKSA OTTOBOP, U3pa3eH KaTo MPOLEHT Ha MAMEHTUTE C MIa3MEHO
HuBo Ha HIV-1 PHK < 50 xonusi/ml Ha neuenue ¢ napynasup/puronasup 800/100 mg BegHBXK THEBHO
€ JIoKa3aHa He Mo-Majka euKkacHoCT (TIpH MpeIBapUTEIHO ONpeeicHaTa IpaHMIIa 32 He T0-MaJlKa
epukacHoct 12%) B cpaBHeHMe ¢ aapyHaBup/putonasup 600/100 mg nBa mbTH AHEBHO, KakTo 3a ITT

taka u 3a OP nmonynanusra.

REZOLSTA He Tps6Ba a ce npuiiara Mpu NadeHTy ¢ eIHa WX [0BeYe MyTalllul, CBbP3aHH C
pesucteHTHOCT KbM JapyHaBup (DRV-RAMs), unun HIV-1 PHK > 100 000 konus/ml, nnu 6poit Ha
CD4+ knerku < 100 knerkn x 1091 (Bxk. Touku 4.2 u 4.4). Hanuunu ca orpaHdyYeHy JaHHU 32
narnuentu ¢ HIV-1 cyGrumnose, paznuyunu ot B.
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HGZ[I/IaTDI/ILIHa nonmyjaanusa

Onucanue Ha KJIMHUYHO IIpOyYBAaHC HA ]laDVHaBHD/KO6HHI/ICTaT IIpH FOHOIIHW U €A

dapMaKOKHHETHKAaTa, 0€30MaCHOCTTa U AHTUBUPYCHATA aKTUBHOCT Ha JapyHABUP M KOOMLIMCTAT B
no3ute U GopMHTE, 0T0OPEHH KaTO CAMOCTOSITEIIHH CPEACTBA, U B KOMOWHAIMSA C APYTH
AHTHPETPOBUPYCHH CPEJICTBA ca OIIEHEHU B OTKpHUTO npoyuBane (GS-US-216-0128) npu
nexuaTpuuHy nanueHTH, nHdekrupanu ¢ HIV-1 ¢ Bupyconornuna cynpecus. Y4acTHUIUTE B
IOHOLIEeCKa BB3pacT oT 12 o mop 18 roaunu ¢ Terno Hail-manko 40 kg (koxopta 1, N = 7) nomyuaBat
nmapyHaBup 800 mg u koOurucrar 150 mg (npunaranu Kato oTaeaIHH TadjaeTku) u noHe 2 NRTI
BEJHBXK JHEBHO. Jlera Ha Bb3pacT oT 6 10 noj 12 roguHu ¢ Terio Haii-manko 25 kg (koxopTa 2,

N = 8) monyuasar gapyHasup (600, 675 uau 800 mg B 3aBUCUMOCT OT TeJIECHOTO Terio) u 150 mg
KoOMIMcTaT (IpUIaraHy KaTo OTAC)IHU TabneTku) U Hali-Manko 2 NRTI Benubx aHeBHO. [ena Ha
BB3pacT 3 u mopeue roauHu ¢ terio 15 kg no <25 kg (koxopra 3, N = 11) nonyyaar 600 mg
napyHaBup ¥ 90 mg koOuLucTaT (IpUIaraHy KaTto OTIEJIHY JICKApCTBEHU (POPMHU) U KOMOMHAIUATA
F/TAF B no3a 120/15 mg BeqHBX THEBHO.

B Ta6n1/1ua 8 Mo-A0J1y Ca MMOKa3aHW OCHOBHUTC KpaﬁHH TOYKH, CBbpP3aHU C AHTUBUPYCHATA AKTUBHOCT,
IIpu TE3U KOXOPTH.

Tabauna 8 BupycoJioruueH oTtroBop npu jJgekyBanu ¢ ART fena v 1oHOIIM ¢ BUPYCHA Cylpecusi HAa
ceaxMuna 48

GS-US-216-0128

Pe3yaratu Ha ceqmuna_48 Koxopra 1 KoxopTa 2 Koxopra 3/lapynas
JapynaBup/koounuctatr | JdapyHaBup/koouuucTa up/KoduIUCcTAaT +
+ Haii-manko 2 NRTI T + Haii-manako 2 NRTI F/TAF(N=11)
N=7) N=8)
HIV-1 PHK < 50 xomus/ml 85,7% (6) 100% (8) 90,9% (10)
cropen moaxoaa Snapshot Ha
FDA
Menauana Ha TpoMsiHaTa Ha -6,1% 0,75% 1,5%
npouenTta Ha CD4+ oT U3X0aHO
HHBO"
MenunaHa Ha mpoMsiHaTa Ha Opost | -342 xieTkn/mm?® -20 kmeTkw/mm? 34 xierku/mm?
Ha CD4+ KJIETKHATE OT U3XOIHO
HHBO"

?  Bes npunucaHa cTOMHOCT (Ha6II0NaBAHY JAHHH).

Onucadue Ha KJIMHUYHU IpOoy4YBaHUIA C I[aDVHaBI/ID/DI/ITOHaBI/ID IIpH IOHOIIHW U ACIa

EnHoKpaTHUAT THEBEH NPUEM Ha JApYHABUP, TOJICWICH C PUTOHABHUP, MPHIIOKEH B KOMOMHAIIHS C
JIpYTH aHTHPETPOBUPYCHH cpeicTBa 3a ieduenrue Ha HIV-1 npu roHomm 1 nena Ha Bb3pacT > 3 TOAUHU
U C Terno > 15 kr, e pa3peleH Bb3 0CHOBA Ha AaHHU OT npoyusanusta TMC114-C230 (DIONE) u
TMC114-C228 (ARIEL), nonkpenenu oT hpapMakOKMHETHYHU CUMYJIallMU Ha 0a3aTa Ha MOJIEINH C
EKCTpAroIMPaHu IJaHHU 32 ¢(PUKacCHOCTTA IPU BH3PACTHU U YCTAaHOBEHHUs podri Ha 6€30MacHoCT Ha
JapyHaBUP/pUTOHABUD, IPUEMaH J1Ba ITbTH AHEBHO NPU MEJUATPUIHN TaLUCHTH.

B npoyusane TMC114-C230 (DIONE) tonomu, kouTo He ca rmosyuaBanu mpeau ToBa ART, ¢ Terso

> 40 kg (N = 12) npuemar aapynasup 800 mg BeIHBK JHECBHO B KOMOWHAIIMS C PUTOHABHUP U IPYTH
aHTHpeTpOBUpYCHU cpencTsa. B mpoyuane TMC114-C228 (ARIEL) ce onensiBaT nema Ha Bb3pacT OT
3 1o < 6 ronunwm, Kouto ca npuemanu ART, ¢ terno ot 10 mo <20 kg (N =21), Ha cxema Ha
NpUJIaraHe JiBa ITbTH JTHEBHO Bh3 OCHOBA Ha TErJIOTO. BBB (hapMakOKMHETHYHO MOANIPOYYBAHE KbM
ARIEL ce ouensiBa ekcriozuuusita Ha DRV/puronasup npu 10 geua, nomygasamm 40 mg/kg (TenecHo
teryo < 15 kg) nunu 600 mg (TenecHo Terno > 15 kg) napyHaBup ¢ puTOHaBUp U APYTH
AHTHPETPOBUPYCHH CPENICTBA.

[TonpoOHu pe3ynTaTu OT MPOYYBAHETO Ca MPEJOCTABEHHU B IPOAYKTOBATa MHPOPMALUS Ha
PREZISTA.
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5.2 ®apmMakoKWHETHYHH CBOJCTBa

B npoyuBane 3a 6uonanmuunoct Ha REZOLSTA u napynasup/puronasup 800/100 mg BeIHEXK THEBHO
B CTallHOHAPHO CHCTOSIHUE U CIIe[ XpaHEHe MPHU 31paBU JOOPOBOIIILH € JOKa3aHO, Y€ eKCIIO3UIHUATA Ha
JapyHaBUp € CPaBHHUMA.

buoeksuBanentHocTTa Ha REZOLSTA 1 napyHaBup/KoOHIIUCTAT, PUIOKEHH STHOBPEMEHHO KaTo
OTJIEJTHH JIEKapCTBEHH MPOAYKTH, € foka3aHa 3a 800/150 mg cnex xpaHeHe U Ha TJIaJHO U 3a

675/150 mg cnen xpaHeHe npu 3apaBu JoOpoBoiLy. JlokazaHa ¢ OMOEKBHBAJICHTHOCTTA HA
napyHaeup Mexxny REZOLSTA 600/90 mg napyHaBUp/KOOHIIMCTAT AUCIICPTUPAIH C€ Ta0JICTKH U
napyHaBup cycrensus (100 mg/ml) B go3a 600 mg, npunoxeH eqHOBPEMEHHO ¢ kooumuctaT 90 mg
KaTO OTAEJHM JIEKapCTBEHH MPOAYKTH CJIE XpaHEeHE MPH 3IpaBU Bb3PACTHU.

AOGcopOuus

lapynasup
AO0couoTHaTa OMOHANMYHOCT Clie/l IEpOPaTHO NPUIIOKEHHE Ha eIMHIYHA 71032 oT 600 mg napyHaBup
e npubmmsurenHo 37%.

JapyHaBup ce abcopoupa 0bp30 ciies] nepopaito npuioxenue Ha REZOLSTA npu 3apaBu
Jno0poBoIIM. MakCUMaIHHUTE TUIa3MEHH KOHIICHTPAIMY Ha JapyHABUP B IPUCHCTBHETO HA
KOOMIIMCTAT KaTo IS0 ce JOCTHUraT B paMKkuTe Ha 3 1o 4,5 gaca. Cries] mepopaltHo MPIIIOKEHUE Ha
REZOLSTA npwu 3npaBu 70OpOBOJIITN MaKCUMAaTHUTE IIa3MEHH KOHIICHTPAIIUY Ha KOOHIIHCTAT Ce
HaO;rogaBaT 2 710 5 Jaca ciien mprema Ha J103aTa.

Koraro ce mpunara ¢ xpaHa, OTHOCHUTEITHATA €KCIIO3UINS Ha JapyHaBHp € 1,7 IbTH MO-BUCOKA B
cpaBHEHHUE ¢ npuema 0e3 xpana. Cienoarenno, REZOLSTA Tabierku TpsOBa fa ce npuemar ¢
xpaHa. BuabsT Ha XpanaTa He moBnusaBa ekcro3uimsata Ha REZOLSTA.

PasnpeneneHue

lapynasup

HapynaBup ce cBbp3Ba npuOImn3uTesHo 95% c miazmenure npotenHu. lapyHaBup ce CBbP3Ba IIIaBHO
C TUTa3MEHUS 0,-Kucel TukonpotrenH (AAG).

Cren MHTPaBEHO3HO MPUJIOKEHUE 00EMBT Ha pas3lpeiesieHHe Ha CAMOCTOSTEITHO IPHIIOKEH
napynasup e 88,1 £ 59,0 | (cpenHa cTOWHOCT + CTaHAAPTHO OTKJIOHEHHE) U ce yBenudasa 10 131 +
49,9 1 (cpeana CTOMHOCT £ cTaHIAPTHO OTKJIOHEHHE) B IPpUChCTBHETO Ha 100 mg putoHaBwHp,
MIpHeMaH /iBa I'bTH JTHEBHO.

Kobuyucmam
Koburucrat ce cebp3Ba oT 97 10 98% c 4oBeNIKHTE MIa3MEHHU MPOTEHHU, & CPETHOTO ChOTHOIICHHUE

Ha KOHLICHTPAIUUTC HA JICKAPCTBOTO B IJIa3MaTa U B KPbBTA € HpI/I6J'II/I3I/IT€HHO 2.

Buorpaucdhopmarus

lapynasup

In vitro eKCTiepUMEHTAIHYU MIPOYYBaHUS C YOBEHIKH YepHOAPoOHN MuKpo3omu (HLM) mokassar, ue
JApyHAaBUP Ce TMoJyIara OCHOBHO Ha OKCUJIATHBEH MeTabon3bM. JlapyHaBHup ce MeTaboIm3npa
eKCTeH3UBHO upe3 uepHoapooHaTa CYP cuctema v mouTs M3KIOUNTENHO upe3 n3o3uma CYP3 A4,
Enno usnuteane ¢ *C-napynasup 1npu 31paBu 100pOBOJIIHM MOKa3Ba, Y€ OCHOBHATA YaCT OT
PaIMoaKTUBHOCTTA B IJIa3Mara cje]l eIUHUYHA J103a napyHasup/puronasup 400/100 mg ce AbmKu Ha
OCHOBHOTO aKTUBHO BelecTBo. Haii-manko Tpu okcugaTuBHU MeTaOoIHMTa Ha JapyHABHp ca
UACHTH(GULIUPAHH [IPU XOpa, KATO BCHUKU TIOKA3BaT aKTUBHOCT, KOSTO € oHe 10 IbTH mo-malka ot
AKTHBHOCTTA Ha JapyHaBup cpeuty aus tun HIV.
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Kobuyucmam

Kobumucrat ce metabonusupa upe3 okcuaupade, Meaurpano ocHoBHO oT CYP3A u B mo-manka
crenen or CYP2D6, u He npeThprsiBa riroKyponupane. Ciies nepopaiHo npuioxkenue na *C-
kooumuctat, 99% OT UpKyIUpaIaTa paJuioakTHBHOCT B Ila3MaTa € HeMPOMEHEH KoOuIucTar. B
ypuHaTa u eKanuuTe ce yCTAaHOBABAT HUCKU HHMBA HA META0OIUTUTE, KOUTO HSMAT OTHOLIEHHE KbM
naxuoupamniara CYP3A akTHBHOCT Ha KOOHIIHCTAT.

Enumunupane

Japynasup

Cnen npunarane Ha g03a 400/100 mg “C-napynasup ¢ puroHasup, npuoausureaso 79,5% u 13,9%
OT TpuiokeHara jo3a *C-1apyHaBup MOXKe J1a ce OTKPUE ChOTBETHO B M3MPAKHEHUSATA U yPUHATA.
Hempomenenust qapynaBup npezactasisBa okono 41,2% u 7,7% oT npusoxkeHaTa 103a ChOTBETHO B
M3MPaKHEHHUATA ¥ ypuHaTa. TepMUHATHUAT MOIYXXHUBOT HA JapyHABUP € MPUOIU3UTENHO 15 Yaca,
KOTr'aTo € KOMOMHHPAH C PUTOHABHD.

KiupbHCHT Ha JapyHABUP MPU UHTPABEHO3HO MPUIIOKEHHE, IPHIOKEeH camocTosaTenHo (150 mg) u B
NPUCHCTBUETO HA HHUCKA JI032 PUTOHABUP, € ChoTBeTHO 32,8 1/h u 5,9 1/h.

Kobuyucmam

Cnen nepopanno npuinoxenue Ha *C-xkooumuctat, 86% 1 8,2% 0T 103aTa ce OTKPUBAT CHOTBETHO
BBB (peKannuTe U yprHaTa. MeauanaTa Ha TEPMUHATHHS TOTYKHBOT HA KOOUIIMCTAT CIIe]T
npunoxxenne Ha REZOLSTA e npubnusurenno 3-4 vaca.

Crenyaiiy nonyJaiun

[leouampuuna nonviayus

®apMaKOKWHETUYHHU JIaHHH B CTAIHOHAPHO CHCTOSHUE CIIE MPUIOKEHUE BEHBXK JHEBHO Ha
DRV/COBI karo otnennu tabnetrku B ipoyuBane GS-US-216-0130 npu Bb3pacTHH u OT
neanatpuaHoTo npoyusane GS-US-216-0128 moka3Bart, ue eKCIO3UIMUTE HA JapyHABHP U
KoOMIucTaT ca moao0Hu Mexkay BbpacTHH (N = 60) u toHomH ¢ Terio > 40 kg (N = 7). I1pu nena ¢
terno Hai-manko 25 kg (N = 8) cpenHUTE €KCIIO3UIIMN HA JapYHABHP Ca CXOJHH C TE3H IPH
BB3PACTHUTE U IOHOIINTE, & CPEIHUTE EKCIIO3UIMY Ha KOOUICTAT OOMKHOBEHO Ca MO-BUCOKU
(mpubam3urento 2 nbpTH). CHILO TaKa CPEJHUTE EKCIIO3ULIUHU Ha JapyHABUP U KOOUIMCTAT IPH Jela ¢
terno 15 kg mo <25 kg (N = 11) 0OMKHOBEHO ca MO-BUCOKH (ITPUOIUUTETHO 2 IBTH) OT CPETHUTE
€KCIO3MINH NIPY BB3pacTHU | toHouH (BX. Tabnuua 9). He ca yctanoBenu npoGiiemu ¢
Oe3omacHocTTa (BXK. TOUKa 4.8).

Taboauna 9 O06o0meHue Ha papMaKOKUHeTHYHUTE MapaMeTpu Ha napyHaBup (DRV) u koounucrat (COBI) B
CTAlMOHAPHO ChCTOSIHME CJIe] MPUJIaraHe BeAHb:K JTHeBHO B npoyuBanus GS-US-216-0130
(Bb3pacTHn) U GS-US-216-0128 (meaguaTpuyHu NAIHEHTH)
GS-US-216-0130 GS-US-216-0128
Koxoprta 1 Yact A Koxopra 2 nena | Koxopra 3 nena
wHomu ¢ HIV-1 na ¢ HIV-1 na ¢ HIV-1 na
Bb3pacT > 12 10 <18 BBb3pacT = 6 10 Bb3pacT
Bs3pactau ¢ HIV-1 TOJHHH C TErJo <12 roauHu ¢ >3 rogMHu ¢
DRYV 800 mg/ COBI >40 kg Teryuo > 25 no Terso > 15 kg no
IMpovaBane/omyIams 150 mg orneann DRYV 800 mg/ COBI <40 kg <25kg
poy yran cpexcTBa 150 mg orneann DRV 675mg/ | DRV 600 mg/
CpenHna croiiHoCT cpeacTBa COBI 150 mg COBI 90 mg
(%CV) Cpenna cToiiHOCT OTeJIHU OTeJIHU
(%CYV) cpeacTBa cpeacTBa
Cpeana Cpeana
croiiHocT (% CV) | croiinoct (% CV)
DRV
N 60 7 8 11
AUCo-24n (ng.h/ml) 81 646 (32,2)*° 80 877 (29,5)* 92 052 (18,7)° 160 534 (54,0)
Cmax (ng/ml) 7 663 (25,1) 7506 (21,7) - 15 025 (38,4)
Con (ng/ml) 1311 (74,0)° 1 087 (91,6) 1345 (42,3 3772 (92,1)
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COBI
N 60 7 7 11

AUCo.24n (ng.h/ml)* 7596 (48,1)° 8 741 (34,9) 16 103 (35,0)° 16 071 (46,9)
Cumax (ng/ml) 991 (33,4) 1 116 (20,0) 1510 (21,9) 2077 (36,0)
Con (ng/ml) 33 (289.4)° 28 (157.2) 86 (95,9) 63,8 (138.6)

%CV=koeduuuent Ha Bapuaius; N=6poi yuactauuu; AUCo.24v= IUI0L] IO KpUBaTa KOHLEHTPALUsI-BpeMe 3a 24-4acoB MHTEPBaJ
Ha [IPUJIaraHe B CTAlHOHAPHO ChCTOSIHUE; Cmax=MaKCUMaJIHA IU1a3MeHa KoHLeHTpalus; Coh=II1a3MeHa KOHLEHTPaLUs IIPeau

npunoxenne; COBI=kooumucrar; DRV=napynasup; HIV-1=4oBemku nmMmyHonepUIUTEH BUPYC THIT 1

& Cwbpan kato AUCoh: KOHLEHTpalus npeau npunoskenue (0 yaca) ¥ U3MOI3BaH KATO 3aMECTHTEN Ha KOHIIEHTPAIUATA 32

24 yaca c e onenka Ha AUCo-24n

6 N=59
®  Tlomy4deH 4pes3 NOIYNANUOHHO (HaAPMAKOKHHETHYHO MOJEIMPaHe
r

N=5

Cmapuecka ev3pacm

lapynasup

Hannyna e orpanudena nHGopMaIus pu Ta3u nomynanus. [lonynauoHusT GapMakOKHHETHYCH
ananu3 npu uHextupanu ¢ HIV naunenTn nokasa, ye papMakOKMHETHKATa Ha JapyHABUP HE ce
pa3nuyaBa 3HAUUTETHO BB Bh3pacToBUs Auana3oH (18-75 ronuHu), olieHeH Npy NalueHTH,
undexrupanu ¢ HIV (n = 12, BB3pact > 65 roaunn) (Bx. Touka 4.4). [Ipu nanueHTure Haja 65 roguan
o0adye ca HaJUIE CaMO OTPaHUYEHU TaHHU.

Kobuyucmam
dapMaKOKMHETHKATa HAa KOOMIIMCTAT TIPH MAI[HEHTH B CTapuecKka Bb3pact (Ha 65 TOAWHH U TI0-
BB3PACTHH) HE € HAITBJIHO OICHEHA.

Lon

lapynasup

[MonynamuoHusT hapMaKOKMHETUYCH aHAIN3 ITOKA3Ba MAJIKO MO-TOJISIMA €KCITO3UIIHS Ha JapyHaBUP
(16,8%) nipu xenute, nnpexrupanu ¢ HIV, B cpaBHeHue ¢ MbkeTe. Ta3u pasinka HiMa KIMHAYHA
3HAYMMOCT.

Kobuyucmam
He ca ycTaHOBEHM KIMHUYHO 3HAYMMU Pa3InKy BB (DapMaKOKHHETHKATA, CBHP3aHH C I10jIa, 3a
KOOHIIHACTAT.

bvbpeuno yepescoane
REZOLSTA He e u3ciiesan mpy MayieHTH ¢ 0bOPETHO yBPEKIAHE.

Japynasup
PesynraTute OT €1HO NpoOydBaHe 3a OanaHc Ha MacuTe ¢ *C-1apyHaBup ¢ pUTOHABHP TTOKA3BarT, ue
npuOIM3uTEeNnHO 7,7% OT MpUIIOKEeHATa 1032 TapyHABUP C€ eKCKPETHPaT B ypUHATA KaTO HEIIPOMEHEH

JapyHaBuD.

Brnpeku ue napyHaBup HE € IPOyYBaH NPH MAMEHTH ¢ OBOPEYHO yBpekKAaHe, IOMyIaluOHHUST
(hapMaKOKMHETHYEH aHAIIN3 TIOKA3Ba, 4ye (papMaKOKMHETHKATa HA JapyHABUD HE Ce MOBJIUSIBA
3HaYMTeNHO NpU nHpekTupanu ¢ HIV mamuenTn ¢ ymepeHo 650pedHo HapylieHne (KpeaTHHHHOB
kupbHC Mexay 30-60 ml/min, n = 20) (Bxk. Touku 4.2 u 4.4).

Kobuyucmam

[IpoyuBane Ha (hapMaKOKHHETHKATa HA KOOUITUCTAT € TIPOBEJICHO MPH YYACTHUIIH, HEWH(PEKTHPAHU C
HIV-1 ¢ texxo 660peuHo yBpekaane (M34uciIeH KpeaTHHHHOB KiaupbHC mox 30 ml/min). He ca
HaOII01aBaHK 3HAYUMH Pa3JIMKU BbB (PapMaKOKHHETHKATa Ha KOOMIMCTAT MEXIY YIaCTHHLIUTE C
TEKKO ObOPEUHO YBPEKIaHE U 3APABUTE YIACTHUIIN, KOSTO CHOTBETCTBA HA HUCKUS OBOpeUeH
KJIMPBHC Ha KOOUIMCTAT.

Yeproopobno yepedcoane
REZOLSTA =e e uzcnensan mpu MalueHTH ¢ YePHOAPOOHO YBpEKIaHE.
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lapynasup

JapyHaBup ce MeTabonHM3upa U eMMMUHUPA OCHOBHO upe3 uepHust qpo0. ExHo n3nuTBane ¢
MHOTOKPATHO TPWIIOKEHHE Ha JapyHaBup/putonasup (600/100 mg) nBa mbTH JTHEBHO MTOKa3Ba, 4e
o0ImuTe MIa3MeHN KOHIIEHTPAMK Ha JapyHaBUP IPH HHAMBUIM C JIEKO (KJ1ac A 1O KiacupHuKanusaTa
Ha Child-Pugh, n=8) u ymepeno (xnac B no knacudukanusra Ha Child-Pugh, n=8) yepnoapoGHo
YBpEeXKIaHEe ca CPABHUMH C TE3H TPH 3/1paBu HHIUBUAN. ChIIIEBpEMEHHO KOHIIEHTPAIUUTE Ha
HECBBP3aHUS JapyHABHUP Ca CHOTBETHO MpHOMm3uTeaHo 55% (knac A mo kiracugukanusara #a Child-
Pugh) 1 100% (xnac B no knacudukanusra Ha Child-Pugh) no-sBucoku. Knuanunoro 3Hauenue Ha
TOBa MOBUIIICHUE HE € U3BECTHO, CIICJOBATEIHO JApyHABUP/PUTOHABUD TPSIOBA J]a Ce M3I0JI3BA
BHUMATEJHO MPU TaKWBa NanueHTH. EQEKTHT Ha TEKKOTO YepHOAPOOHO YBPEKAAHE BHPXY
(hapMakOKMHETHKATa Ha JapyHaBHUP BCE OLIe HE € Mpoy4eH (BXK. ToukH 4.2, 4.3 u 4.4).

Kobuyucmam

Kobumucrat ce merabonu3upa 1 eIMMUHAPA OCHOBHO upe3 depHus ApoO. [Ipoyusane Ha
(hapMakOKMHETHKaTa Ha KOOUIMCTAT € MPOBEACHO MPU y4acTHULM, HeuHpekTupanu ¢ HIV-1, ¢
yMepeHo yepHopooHo yBpexaane (Child-Pugh kinac B). He ca HaGirogaBany KIMHHUYHO 3HAYMMHM
pas3nuKy BbB (papMaKOKMHETHUKATa HAa KOOUIIUCTAT MEXy YUYACTHUIIUTE C YMEPEHO YBPEKAAHE U
3npasuTe yyacTHUIM. He ce Hanara agantupane Ha no3zata Ha REZOLSTA npu nanueHnTu ¢ Jeko 10
yMepeHo 4epHOoIpoOHO yBpexkaaHe. EdQexkTsT Ha TexxkoTo yepHoapoOHO yBpexaane (Child-Pugh
knac C) BepXy (hapMaKOKHHETHKATa Ha KOOWIMCTAT HE € TIPOy4BaH.

KOMH(,beKMM}Z c supyca na xenamum B u/unu xenamum C

Wwma HemocTarhbuHy (hapMaKOKMHETUYHU JaHHU OT KJIMHHUYHUTE U3MUTBAHU, 32 JIa CE€ OPEACITH
edekra Ha nH(pEKIUA ¢ BUpyca Ha xenatuT B n/unn C BbpXy GapMakOKWHETHKATA HA TapyHABUD U
KoOHuIucTaT (BXX. TOUkH 4.4 1 4.8).

Bbpemennocm u cneo pasicoane

Jleuenneto ¢ napynasup/koouructat 800/150 mg BenHBK THEBHO 110 BpeMe OpeMEHHOCT BOAM A0
HUCKa eKcro3unus Ha napyHasup. [Ipu xenn, npuemamu REZOLSTA npe3 BTopus TpuMecTsp OT
OpEMEHHOCTTA, CPETHUTE UHTPA-UHIUBHUIyaTHA CTOMHOCTH Ha 00IIus NapyHaBUP Cmax, AUC24n U Cpin
ca cboTBETHO 49%, 56% 1 92% mo-HHUCKH, B CPAaBHEHHUE C TE3HU CJIE]] PAXKIAHETO; IO BPEME Ha TPETHS
TPUMECTBP Ha OpEeMEHHOCTTa, CTOMHOCTUTE Ha 001Ms AapyHABHP Cmax, AUC2n 1 Ciin €2 CHOTBETHO
37%, 50% u 89% Mo-HUCKHU B CpaBHEHUE C TE3U Clie]] pakaaHeTo. HecBbp3aHara Gypakiiyst ChIno
3HAYUTETHO HaMaJIABa, BKIIOYUTEIHO U MOH)KEHNE Ha HUBATa Ha Cuin ¢ 0K0J10 90%. OcHOBHATa
NPUYMHA 32 T€3U HUCKHU €KCIIO3HUILMH € ChIIECTBEHO MOHIKAaBaHE Ha EKCIIO3ULUATA Ha KOOUIIUCTAT

BCJICICTBUE HAa EH3MMHA MHIYKIIUS, CBhp3aHa ¢ OpeMeHHOCTTa (Bk. Tabmuma 10).

Tabanna 10 ®apMaKOKHHETHYHH Pe3yJITATH HA 00LIUS JAPYHABHP CJIe] PHIIOKEHHe Ha
napyHasup/kooummcerart 800/150 mg BeHBbK JHEBHO, KATO 4aCT OT
AHTHPETPOBMPYCHA cXeMa, 10 BpeMe Ha BTOPUSI TPUMeECThP Ha OpeMEeHHOCTTa, Ha
TPeTHsl TPHMECTHP HA OPeMEHHOCTTA M el paKIaHeTo

PapMaKOKMHETHKA Bropu TpumecTsp Ha | TpeTn TpUMecTHP Ha Ciaen paxnane
Ha 00LIUsI JAPYHABUP OpeMeHHOCTTA OpeMeHHOCTTA (6-12 ceamuun)
(cpenno £ SD) (n=7) (n=6) (n=06)
Crax, ng/ml 4340£1616 4910+ 970 7918 +2 199
AUCun, ng.h/ml 47293 £ 19 058 47991 +9 879 99 613 + 34 862
Chin, ng/ml 168 £ 149 184 + 99 1538+1344

Excrnio3uiusita Ha KOOUIUCTAT € TO-HUCKA 10 BpeMe Ha OPEMEHHOCT, KOETO TOTSHITHATHO BOIH JI0
1o-cy1abo OT ONTUMATTHOTO MOTCHITUpaHe Ha qapyHaBup. [Ipe3 BTOpUsS TPUMECTBP OT OPEMEHHOCTTA
croiinoctuTe Ha KOOMIUCTAT Cax, AUCo4n 11 Ciin ca cb0TBETHO 50%, 63% 1 83% 10-HUCKH B
CpaBHEHHME C TE3H Cje]] pakaaneTo. [Ipe3 TpeTust TpUMECThP OT OPEMEHHOCTTAa CTOMHOCTHTE Ha
KOOUIUCTAT Ciax, AUC24n ¥ Ciin ca cb0TBETHO 27%, 49% 1 83% mo-HUCKYU B CpaBHEHHE C TE3U CIE]

PAXKIAHCTO.
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5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Ea[ZYHaBI/I[[

IIpoBexknanu ca TOKCUKOJIOTHYHY MTPOYYBAHUS IPU )KMBOTHH, MTOJI0KEHH HA €KCIIO3MLIMA 10 HUBA Ha
KIIMHUYHATA €KCIIO3ULUSA C JAPYyHABUD, IPUIIOKEH CAMOCTOATENHO IIPU MUILIKH, IIIBXOBE U Ky4eTa U
NPUIOKEH B KOMOWHAIIWS C PUTOHABUD TPH ITHXOBE H Ky4eTa.

B ToKcHKOJIIOTHYHY IPOYYBaHMS C MHOTOKPATHO MPUIIOKEHUE MTPU MHIIKH, TUTBXOBE U Ky4eTa, ca
HAJTUIIE CaMO OTPaHUYeHU e(DEeKTH OT JICUSHUETO C NapyHaBup. [Ipu rpuzaun uieHTUOUIIPAHNTE
IMPUILICIIHU OPraHy Cca XEMOIIOCTUYHATa CUCTEMA, KPbBOChCUPBAIllaTa CUCTEMA, YCPHUA I[p06 u
IMIMTOBUHATA Jie3a. HabmogaBa ce mMpoOMEHIMBO, HO OTPaHMYEHO HaMaJICHHE Ha MTapaMeTpHTe,
CBBpP3aHU C YCPBCHUTC KPBbBHU KIICTKU, 3a€IHO C YBCIMYCHUC HAa aKTUBHUPAHOTO IMapIiaiHO
TPOMOOIIIIACTHHOBO BpEME.

HabmromaBat ce mpoMeHH B 4epHuUs ApoO (XenaTouruTHA XUIIEPTPOQHS, BAKyOIU3aLHs, TOBUILICHH
YepHOAPOOHH €H3UMH) U HIUTOBUIHATA Jie3a ((ponmkynapHa xuneprpodus). [Ipu mrexose
KOMOMHAaLUATa OT JapYHABHUP C PUTOHABUP BOJH O MAJIKO yBEJIHMUEHHUE Ha e(eKTa BBPXY
napaMeTpuTe Ha YepPBEHUTE KPBbBHU KIETKH, YepHHUS APOO U IIUTOBUAHATA XKJI€3a U OBUIIEHA
yecrora Ha (UOPO3a Ha OCTPOBUETATA B MAHKpeaca (CaMo NMPH MBIKKH ITHXOBE) B CPABHEHHE C
JICUSHHE C JJapyHABUP, pHUIarad caMocTosTenHo. [Ipu kydeTa He ce HASHTUDUIUPAT 3HAYUMH
TOKCUKOJIOTUYHH HAXOAKHU WITU MPULIETHN OPTaHy MPHU €KCTIIO3ULINHN, paBHU HAa KIIMHUYHATA
€KCITO3UIIH TIPH MPENOpbUUTENHATA 034.

B enHO m3nuTBaHe, MPOBECHO NPH TUTHXOBE, OPOST HA KBITUTE TEJNA U UMILIAHTAIIMUTE HAMaJIsIBaT
MIPH HATMYUETO Ha TOKCUYHOCT 3a MaiikaTta. Have HAMa eeKTH BbpXy YU(TOCBAHETO U
(deprumTera npu neuenue ¢ qapyHasup jgo 1 000 mg/kg/nen u HuBa Ha ekcrio3unus moja (AUC —

0,5 pTH) TE3W MPHU XOpa MpY KIMHUIHO MPEeNophUnTeNHaTa 103a. Jlo ChIMTE HUBA HA Jj03aTa MPU
TUTHXOBE U 3aiIIH, JIEKYBaHU C TApYHABUDP, IPUIOKEH CAMOCTOSTEITHO, HEe ce HaOIroaaBa
TEPaTOreHHOCT, HUTO IbK IIPH MUIIIKH, JICKYBaHU B KOMOUHAIUS ¢ puTOHaBUp. HuBara Ha
SKCIIO3HIIHS ca MO-HUCKU OTKOJKOTO TE3H MPH MpernophuanaTa KIMHAYIHA 1032 MpH xopa. [Ipu orenka
HA TIpe- U IOCTHATATHOTO Pa3BUTHE MPH ILTHXOBE, JapyHABHUP ChC WK O€3 pUTOHABUD, BOAH IO
MPEXO0ITHO HaMaJICHHE Ha HAJIaBaHETO Ha TETJIO Ha TIOKOJICHUETO MPeIr TO Aa Oblie OTOUTO, a ChIIO
Taka ce Ha0JIr0/1aBa JICKO 3a0aBsHe NMPHU OTBAPSIHETO HA OYUTE U ymuTe. JlapyHaBUp B KOMOMHALINS C
pUTOHABHp NMPUYMHSABA HaMaJIeHHE B OpOsl Ha MAJIKUTE, KOUTO TIOKAa3BaT PEaKIUs Ha CTPSCKAIIU
IIyMOBe Ha 15-THs IGH OT KbPMEHETO U HaMalleHHe B Oposi Ha HOBOPOJISHUTE TUTHXOBE, KOUTO
OIIEJISIBAT 110 BpeMe Ha KbpMeHeTO. Te3n e)eKTH MOXKe J1a ¢a CIICICTBUE OT EKCIIO3UIIMATA Ha MAJIKUTE
Ha aKTUBHOTO BEIIECTBO YPe3 MIIIKOTO W/WJIM HAa TOKCUYHOCTTA IpH Malikata. [Ipu JedeHueTo ¢
JapyHaBUp, TPUIIaTaH CaMOCTOSTEITHO WJIM B KOMOHWHAIINS C PUTOHABUD, HE ce HAOII0jaBa 3acsraHe
Ha QYHKIHUTE cliea oTOuBaHe. [Ipu Miaam IbXoBe, MoIydaBally JapyHaBup 10 23 — 26 AeH, npu
HSIKOU KUBOTHH C€ Ha0II0JaBa yBeIMUeHAa CMBPTHOCT ¢ KOHBYJICMH. EXcrio3uIusTa B ruia3mara,
yepHUs Apo0 U MO3BKa € 3HAUYUTEITHO IT0-BHCOKA OT Ta3u MPU BH3PACTHH ILTHXOBE CJIe MPUIOKEHIE
Ha cpaBHUMH 11034 B mg/kg mexmy 5 u 11 nen ot xxuBota. Cien 23 eH OT )KUBOTa €KCIIO3UIUATA ©
CpaBHUMA C Ta3W IIPHU BB3PACTHHU ILTHXOBE. [loBHUIIIEHATa EKCIIO3UITHS, U3TIICHKIa IOHE OTYACTH, CE
JIBIDKH Ha HE3PEJIOCTTa Ha JIEKapCTBO-METa00IM3HpaIIUTe CH3UMHU ITPH MJIaIuTe )KUBOTHH. He ce
HaOII0/1aBa CBBP3aHa C JICUEHUETO CMBPTHOCT IPH MJIA/IN TUTHXOBE, IIPH KOUTO Ca TIPUIIOKEHH

1 000 mg/kg napynaBup (eqMHUYHA J103a) Ha 26-n1HeBHA BB3pacT win 500 mg/kg (MHOrOKpaTHa /1032)
ot 23-nHeBHa 10 50-THEBHA BB3PACT M €KCITO3UIUATA U IPOGUIBT Ha TOKCHYHOCT Ca CPAaBHUMH C
HaOII0JaBaHUTE NIPU BH3PACTHU ILTHXOBE.

[Topann HECUTYpHOCT IO OTHOIIICHNE HA CTENICHTA Ha pa3BUTHE HA KPHBHO-MO3bUYHA Oapuepa u Ha
yepHOApoOHHUTE eH3uMu npu xopata REZOLSTA He TpsOBa na ce mpuiiara npH aena noa 3 roAuHU.

JlapyHaBup € OILICHEH 3a KaHIIEPOTCHEH IMOTEHITHAN MIPHU IpUJIaraHe ChC CTOMAIITHA COHJIa HAa MUIIIKU U
wrbxoBe 70 104 ceamunu. [Ipunaranu ca gaeBHU 103u o1 150, 450 1 1 000 mg/kg Ha MUIIKK U 1034
ot 50, 150 u 500 mg/kg Ha mrpxoBe. HabmrogaBaHo € /10303aBICHMO TIOBUIIICHHE Ha YECTOTaTa Ha
XEMaToIeTyJIapHU aJICHOMHU U KapIIMHOMH IPU MBKKH U )KCHCKU )KHBOTHHU OT J1Bata Buja. [lpu

78



MBKKH IDTBXOBE ca 3a0els13aHi THPOUTHHU (POIMKYIapHU KIeThYHA afeHomu. [Ipunaranero Ha
JlapyHaBUP HE MPEIU3BUKBA CTATUCTUYECKH 3HAYMMO MOBUIICHHUE HAa YECTOTaTa Ha IPYTH
JI0OPOKAYECTBEHU WM 3JI0KAUSCTBEHH HEOIJIa3MH TIPY MUILKH U IIbXoBe. CMsTa ce, ue
HAOJII0JaBaHUTE XETATOLCyPapHU ¥ THPOUIHHA TYMOPHY IIPU TPU3aYK UMAT OIPAaHUYCHO 3HAYCHUE
mpu Xopa. MHOTOKpaTHOTO MPHIIOKEHUE HA JapyHABUP MPH ILTHXOBE MMPEIN3BUKBA HHTYKITUS HA
YEPHOAPOOHUTE MUKPO3OMATHHA €H3UMH ¥ MOBUIIICHO STMMUHHUPAHE HA THPOUTHUTE XOPMOHH, KOETO
mpepasrnosara IIbX0BETe, HO HE M XopaTa, KbM THPOUIHHU HeoIua3Mu. [1py Hai-BUCOKHUTE
W3CJIeIBaHU JI03U, CHCTEMHATa eKCIIO3UIUS Ha JapyHaBHp, KOTaTo € MPHUIIaraH e JHOBPEMEHHO C
putoHaBup, (B3 ocHoBa Ha AUC) e mexny 0,4 u 0,7 mbtr (Mumkn) u 0,7 1 1 obT (IUTBXOBE), B
CpPaBHEHHUE C Ta3H, HAOJII0aBaHa IIPU XOpa MPH MPEMOPHYUTEIHH TEPANCBTUYHH JO3H.

Crnen 2 roaMHu OpuiaraHe Ha JapyHaBUpP IpU €KCIO3UIMS paBHA WU MOJl HUBOTO HA €KCIIO3ULIMSITA
IIPH XOpa, ce HaOJIF01aBaT IPOMEHH B ObOpenuTe npu MUIIKY (Hedpo3a) U IIbXoBe (XpOHUYHA
NpOrpecuBHa HEPPOTIATHS).

JapyHaBup He € MyTareHeH WM TeHOTOKCUYCH B CEPHS in Vitro W in vivo TECTOBE, BKIFOUUTEIHO TPU
OakTepualieH TeCT 3a 00paTHU MyTaluu (Ames), TECT 32 XpPOMO30OMHH a0epalliy B YOBCIIKH
TUMQOLIUTH U in VIvo MUKPOHYKIIEAPEH TECT IIPU MUIIIKH.

KoGumucrar

HexknmuHandHWTE MTaHHY HE TIOKa3BaT OCOOEH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUATE
HpOy‘IBaHI/IH 34 TOKCUYHOCT HpI/I MHOFOKpaTHO HpI/UIO)KeHI/Ie, TCHOTOKCHUYHOCT, perOI[YKTI/IBHa
TOKCHYHOCT U TOKCHUYHOCT 3a pa3ButueTo. He ca HaOrogaBanu TepaToreHHH e(heKTH IpU IPOyYBaHHUS
32 TOKCUYHOCT 32 Pa3BUTUETO MPU IUIbXO0BE U 3ailiy. [Ipu mirbxoBe ca HACTHIUIN IPOMEHU B
ocu(uKanmsaTa Ha TPHOHAYHUS CTHIO U CTEPHATHUTE CETMEHTH Ha (DeTYCH IPU 03U, KOUTO BOJSAT 110
3HaYMMa TOKCHYHOCT 3a MalKarTa.

Ex vivo nmpoy4BaHus TP 3alLIU U in Vivo TIPOYUBaHUs IIPU Ky4yeTa IpeArnoaraT, 4e KoOuIucTaT uma
MaJIbK MMOTEHIKA 32 yabkaBaHe Ha QT nHTepBana u Mosxe Jieko aa yabnku PR uHTepBana, kakto u
Jia TIOHM KU JIeBOKaMepHaTa (pyHKIHS TpU cpeTHN KOHIIEHTpaIuy oHe 10 mbTH Mo-BUCOKU OT
€KCITO3ULMATA IIPH XOpa MIPH NpenopbYUTENHaTa JHEBHA 1032 oT 150 mg.

JBArocpodno mpoydBaHe 3a KaHIIEPOTEHHOCT Ha KOOUITUCTAT MPH TUTHXOBE MMOKa3Ba TyMOPOTCHEH
MOTEHITUA, CTIeNU()UYCH 32 TO3M JKUBOTHHCKH BUJI, 32 KOUTO CE MpUeMa, Y€ He € OT 3HaUeHHE 3a
xoparta. JbArocpoyHo Npoy4YBaHe 3a KAHLIEPOT€HHOCT MPU MULIKU HE NTOKA3Ba KAHIEPOreHEH
MOTCHITHAT.

6. DAPMAIEBTUYHHU JAHHHAU

6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Sapo Ha Tabnerkara

BbesBonen xononaeH cumuiieB quokcup (E551)

Hemynosa, mukpokpuctanna (E460(i))

Cunuduipana MEKpokprcTanHa 1enynosa (E460(i))

Kpockapmenosza narpuii (E468)

Marnesues creapat (E572)

Mamnwuton (E421)

Apowmar Ha siroaa (chAbpIKall KOMIOHEHTH Ha €CTECTBEH apoMart, Mantogaekctpus (E1400),
Mouduuupano napesuuHo Humecte (E1450) u cpeqHoBepmkeH TpUIIIMLEPHUL)

Cyxkpano3sa (E955)
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DumMoBo IOKPUTHEC HA TabJIeTKaTa

I'munieposioB MmoHokanprtokamnpat tum 1 (E471)
MakporoJ-moau(BUHIIOB aTKoXo), ipucaaeH ceronumMep (E1209)
[TonMBHHMIIOB aKOXO0J - yacTU4YHO xuaponusupan (E1203)

Tank (E553b)

TuranoB nuokcun (E171)

Kenezen oxcun, yepsen (E172)

Keneszen oxcun, yepen (E172)

6.2 HecbBmMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOINHU
8 ceamuIM ciieq OTBapsiHE HA OyTHITKaTa

6.4 CrnenuajHu ycJ0BHUSI HA ChbXPaHEHUe

[la He ce cpxpansaBa Hax 30°C.

CoxpaHsBaiiTe B OpUTrHHAJTHATA OIAKOBKA, 3a J]a ce MPe/a3u OT CBETIHHA.

KonreiinepsT 32 abcopOupaHe Ha KHCIOPOA MOXKe Ja ObJie OTCTPAHEH ClIeA OTBapSHE.

6.5 Buau chabp:kaHue HA OMAKOBKATA

bsina MHOTOCIOMHA OyTHIIKA OT TIOJMETHIICH C BUCOKA ITHTHOCT - €THIICH-BUHIIIOB JIKOXOJT
KonoJumep - monueTuiieH ¢ Bucoka mrsTHOCT (HDPE-EVOH-HDPE), cpabpikamia 30 TabneTkuy,
cHa0zeHa ¢ KOHTeHep 3a abcopOupaHe Ha KUCIIOPO, ChC 3alIUTEHA OT Jela 3alyIIanka.
OmnakoBka ¢ efjHa OyTHJIKA.

6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBbPJIsIHE

Hewnznon3Banusr jgexapcTBeH NPOIYKT WU OTHaAbYHUTE MaTepHaU OT Hero TpsiOBa Ja ce U3XBbPIIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBAHUS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/003

9. JATA HA TBbPBO PA3PEINIABAHE/IIOJJHOBABAHE HA PA3PEIIEHUETO 3A

YIOTPEBA

Jata Ha mepBo pazpemaBane: 19 noemspu 2014 1.
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Jlata Ha mocnenno noaHoBsiBade: 31 romm 2019 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMoxpoOHa uHpopManus 3a TO3U JEKAPCTBEH MPOAYKT ¢ MPe0CTaBeHa Ha yeOcaiiTa Ha EBporneiickata
areHIMs 10 JiekapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHUE 11

MPOU3BOJUTE.], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. TIPOM3BOJUTEJI, OTTOBOPEH 3A OCBOBOKXJIABAHE HA ITAPTU/HN

Hwme u aapec Ha npousBoauTesi(nre), OTTOBOPEH(HM) 32 0CBOOOKIaBaHe HA IIAPTUINTE

REZOLSTA 800 mg/150 mg:
Janssen-Cilag SpA

Via C. Janssen

Borgo San Michele

04100 Latina

Hranus

REZOLSTA 675 mg/150 mg:
Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

REZOLSTA 600 mg/90 mg:
Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

b. YCJI0OBUSA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT C€ OTITYCKa 10 OTPaHUYEHO JIEKapcKo npennucanue (Bx. [lpunoxenue I:
Kpatka xapakTepucTika Ha MPOAyKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA
. IlepuoauyHu aKTyaJu3upaHu aokjaaau 3a oezonacuoct (ITA/IB)

W3uckBanusTa 3a nonasane Ha [TAJIb 3a To31 JIeKapCTBEH MPOAYKT Ca IIOCOYEHH B CITUCHKA C
pedepentHute natu Ha EBponetickus c¢pro3 (EURD cnuchbk), npeasuiceH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, u BbB BCHUKHU CIICABAIIN aKTyaIU3alllH, ITyOJIUKYBaH! HA €BPOICHCKUS
yeOnopTai 3a JIeKapcTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (IITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tpsa6Ba na n3BbpIIBa H3MCKBAHUTE IEHHOCTU U
JIEMCTBUS, CBBP3aHH C TIpOCie/sIBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 0J00penus [TYP,
npezacraBed B Moayin 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICABALIN 0J00pEHH
akTyanu3anuu Ha [TYP.

Axryanusupas [IYP Tps0Ba na ce mogasa:

° 1o uckaHe Ha EBponelickaTa areHuus o JeKapcTBara;

° BHHATH, KOTATO CE U3MEHS CUCTeMaTa 3a yIpaBJeHUE Ha PUCKa, 0COOCHO B pE3yiTaT Ha
MoJTydyaBaHe Ha HOBa MH(GOPMAITH, KOSTO MOXKE Ja JOBEJIE 10 3HAYNMH IMPOMEHH B
CHOTHOIICHHUETO I0JI3a/PUCK, HITH CJIE JOCTUTaHe Ha BayKEH eTall (BbB BPh3Ka C MPOCIICAIBaHe
Ha JIEKapCTBeHaTa 0€30MaCHOCT WJIH CBEXKIAHE HA PUCKA 0 MUHUMYM).
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HPUJIOKEHMUE 111

JAHHU BBbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 800 mg/150 mg punMupanu TadbaeTku
JapyHaBUpP/KOOULIUCTAT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska punmupana tabnerka cpappka 800 mg mapyHasup (kato eraHoinar) u 150 mg kobumucrart.

|3. COUCBHK HA HOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

30 ¢unmupanu TabICTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpean ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tl'onen no:
Ja He ce u3non3Ba ciefi 6 ceZIMUIM OT ITBPBOTO OTBapsiHE HAa OYyTHIIKATA.

‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10. CHELOUAJIHU NPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/14/967/001

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Rezolsta 800 mg / 150 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP -ABYU3MEPEH BAPKO/]

JIByr3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbABPKA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 800 mg/150 mg tabnerku
JapyHaBUP/KOOUIIHCTAT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska punmupana tabnerka cpappka 800 mg mapyHasup (kato eraHoinar) u 150 mg kobumucrart.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

30 TabneTkn

5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpean ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CHEHUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/14/967/001

13.

IHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

HH®OPMAIIUA HA BPAJIOBA A3BYKA

YHUKAJIEH UIEHTU®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH HIEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 675 mg/150 mg punMupanu TabaeTku
JapyHaBUpP/KOOULIUCTAT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska puimupana tabnerka cpappika 675 mg napyHasup (kato eraHonar) u 150 mg kobuucrar.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

30 ¢unmupanu TabICTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpean ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSICTO, HEJIOCTHITHO 32 JCIIa.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tl'onen no:
Ja He ce u3non3Ba cies| § ceZIMUIM OT ITBPBOTO OTBapsiHE HAa OYyTHIIKATA.

‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10. CHELOUWAJIHU NPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/14/967/002

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

rezolsta 675 mg / 150 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP -ABYU3MEPEH BAPKO/]

JIByr3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbPKA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 675 mg/150 mg tabnerku
JapyHaBUP/KOOUIIHCTAT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceska puimupana tabnerka cpappika 675 mg napyHasup (kato eraHonar) u 150 mg kobuucrar.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

30 TabneTkn

5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpean ynorpeba mpoyereTe JIMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JCIa.

‘ 7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE
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10.

CHELHUAJIHU TPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/14/967/002

13.

IHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

HH®OPMAIIUA HA BPAJIOBA A3BYKA

YHUKAJIEH UIEHTU®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH HIEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA

93




JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 600 mg/ 90 mg nucneprupaiiy ce TabIeTKH
JapyHaBUpP/KOOULIUCTAT

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska aucneprupaiia ce tTabnerka cbappka 600 mg napynasup (kato eranonar) u 90 mg
KOOHMIIUCTAT.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

30 gucrieprupainy ce TabIeTKn

5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO IMIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT IOTJIEJA U TOCEI'A HA TELIIA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

Pa3tBOpeTe B TE€UHOCT.
[a He ce npBUar.
[a He ce rparTar uenu.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
Jla He ce m3Mo3Ba 8 CEAMMUIIN ClIe]] TPBOHAYAITHOTO OTBapsSHE Ha OyTHIIKATA.

‘ 9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
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C’BXpaHfIBafITe B OpUrMHaJIHATa OIMMAKOBKa, 3a Aa CC MpcAIa3nu OT CBCTJINHA.

10.

CIHIEHUAJIHM ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/14/967/003

13.

IHHAPTUJAEH HOMEP

ITapTuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINUA HA BPAJIOBA A3BYKA

rezolsta 600 mg / 90 mg

| 17.

YHUKAJIEH UWIEHTU®UKATOP -IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN

95




JAHHU, KOUTO TPABBA JIA CbABPKA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

REZOLSTA 600 mg/ 90 mg nucneprupaiiy ce TabIeTKH
JapyHaBUpP/KOOULIUCTAT

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska aucneprupaiia ce tTabnerka cbappka 600 mg napynasup (kato eranonar) u 90 mg
KOOHMIIUCTAT.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

30 gucrieprupaiy ce TabIeTKu

5. HAYUH HA ITPUJIIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT IOTJIEJA U TOCEI'A HA TELIIA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

Pa3tBOpeTe B TE€UHOCT.
[a He ce npBUar.
[a He ce rparTar uenu.

‘ 7. APYI'U CHEINUAJIHU TPEAYIIPEXJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
ChxpaHsiBaliTe B OpUTHHAIHATA OIIAKOBKA, 32 Ja Ce MPEe/Ia3y OT CBETIIHHA.
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10.

CIHEHUAJIHHA ITPEAITAZHU MEPKU ITPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/003

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

| 17.

YHUKAJIEH HIEHTUO®UKATOP - IBYU3MEPEH BAPKO/]

| 18.

YHUKAJIEH HIEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

97




b. IUCTOBKA
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JIncroBka: nuH(popManus 3a NOTpedUTENA

REZOLSTA 800 mg/150 mg ¢puamupanu TadaeTKkn
napyHaBup/koounucrat (darunavir/cobicistat)

IIpoyereTe BHUMATEIHO LSJIATA JIMCTOBKA, IIPEAH 1A 3all04HeTe 1A IpUeMaTte TOBa JIEKapCcTBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe 1a ce HaJO0XkH J1a sl MPOYETETE OTHOBO.

- AKO MMaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IoNUTaiTe Bammus nekap, papmManeBT uin
MEIMIIUHCKA CECTpa.

- ToBa nekapcTBo € npennucaHo JudHo Ha Bac. He ro mpeorcTbnBaiite Ha npyru xopa. To Mmoxe
Jla UM HaBpeIH, He3aBUCHMO Y€ PU3HAIMTE Ha TSAXHOTO 3a00JisBaHe ca chluuTe Kato Bammure.

- AKO TIOJTyYHTe HAKAKBU HEXEJIaHU JIEKAPCTBEHU PeaKIny, yBegomere Bamms jgexap,
(hapMarieBT WM MeIUIIMHCKA cecTpa. ToBa BKIIIOYBA U BCHUKH BE3MOKHH HEXKEIaHU PEaKIlny,
HEOIMCaHM B Ta3H JIMCTOBKA. Bikre TOUKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA:

Kaxso npencrasnsisBa REZOLSTA u 3a kakBo ce H3nonssa
Kakso Tps6Ba na 3naere, npeau ga npuemere REZOLSTA
Kaxk na mpuemare REZOLSTA

Bb3MOXHHN HEeXellaH! peakiiuu

Kaxk na cexpansiBare REZOLSTA

ChabpaHye Ha ONTAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

SN A LN

1. Kakso npencrabisiBa REZOLSTA u 3a kakBo ce H3110J13Ba

Kaxkso npeacraBiassa REZOLSTA?

REZOLSTA cbabpika akTHBHUATE BELIECTBA JapyHAaBUP U KOOMLIUCTAT.

JapyHaBup npuHAUISKN KbM Tpymia JiekapcTsa cpeiry XWUB, Hapeuenu ,,ipoTeasHu HHXUOUTOPH,
KOWTO JIEHCTBAT, KaTO HAMAJIIBAT KOJW4ecTBOTO Ha XVB BbB Bamus opranu3bM 10 MHOTO HECKO
HUBO. Toii ce mpuiara ¢ KOOMIKCTAT, KOWTO YBENUYaBa KOJIMYECTBOTO HAa AapyHaBHpP B KpbBTa Bu.
Jleuernneto ¢ REZOLSTA mie nogo6pu nmyHHata Bu cucteMa (eCTeCTBEHUTE 3allUTHU CHJIH Ha
OpraHuM3Ma) M Il HaMaJIll PUCKa OT pa3BUTHE Ha 3a00JisiBaHus, CBbp3anu ¢ XMB nndekuusara, HO
REZOLSTA He e cpeactBo 3a u3nekyBane Ha X1B ungexmus.

3a kakBo ce U3N0J3Ba?

REZOLSTA 800 mg/150 mg (napyHaBUp/KOOMIIMCTAT) CE M3II0JI3BA 32 JICYUEHUE Ha BE3PACTHH U Jiela
¢ Teryo Haii-manko 40 xkuiorpama, kouto ca nHdexktupanu ¢ X1B (Buwxre ,,Kak na npuemare
REZOLSTA® B Ta3u IMCTOBKA)

REZOLSTA Tpsi6Ba na ce npueMa B KOMOWHaNus ¢ Apyry JekapcTsa cpemry XVB. Bammst nekap mie
o0chau ¢ Bac kakBa koMOMHAaLUs OT JIeKapcTBa € Hai-moaxoasma 3a Bac.

2. Kakso Tpsa0Ba na 3Haete, npeau Aa npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIePruYHM KbM JIAPYHABUP, KOOUITUCTAT WIIH KbM HIKOS OT OCTaHAIUTE ChCTaBKHU Ha
TOBA JICKapCTBO (M30pOCHH B TOUKA 6).

- aKO MMaTe TEKKH YepHOApooHN mpodaemu. [lonuTaiite Barms jgekap, ako He CT€ CUTYPHU
OTHOCHO TEKECTTa Ha YepHOAPOOHOTO cu 3aboisBaHe. Moxke fa € HeoOXO0AUMO J1a Ce IIPOBeaT
HSIKOU TOITbTHUTEITHH U3CIIeIBAHNS.

yBeIIOMeTe Bamus JICKap 3a BCUYKH JICKApCTBA, KOUTO MpHUEMATE, BKIIIOYUTEIIHO 3a TE3U, KOUTO CC
nmpuemMar npe3 ycrata, MHXaJIUpaT €€, MHKCKTUPAT CC UJIHU CC MpUJIaraT BbpXy KOXKarta.
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He komOunupaiite REZOLSTA ¢ HHKOe 0T c/IefHHTE JJeKapCTBa
AKo npremaTte HAKOE OT Te€3H JIEKapCcTBa, oNuTaiiTe Bammus nexap 3a mpeMHUHaBaHE KbM JIPYro

JIeKapCTBO.

JlekapcTBO

[Ipenna3HayeHne HA JIEKAPCTBOTO

Angyzozun

3a JICHCHHUC Ha YIrOJICMCHA IIPOCTATa

Amuooapon, benpuoun, OponedapoH,
u8adPAOUH, XUHUOUH, PAHOJLAZUH

3a JIeYCHUE Ha HAKOU ChPJICUHH 3a00JIsIBaHus,
HaIlpUMEP HapyILICHUE HA ChbPJACYHMS pUTBM

Kapbamasenun, henobapdbuman n penumoun

3a OIpCAOTBPATABAHC HA MPpUITAAbLIN

Acmemuzon unu mepghenadun

3a JICYCHUC HA AJICPTUYIHH CUMIITOMU

Konxuyun (axo nmate 0H0pedHN/9epHOIPOOHH
po0JIeMu)

3a JIeYeHUE Ha Tojiarpa uim GpamMuiHa
(HacnenCcTBEeHA) CPEeIM3eMHOMOPCKA TPECKa

Kombunupanusam npooykm
JONUHABUP/PUMOHABUD

JekapcTBo npotuB XMB

Pugpamnuyun

3a JIeYeHUE Ha HIKOM HH(DEKIINH KaTo
TyOepKy03a

Jlypasuoon, numo3uod, keemuanun uiu
cepmuHoon

3a JIedeHre Ha ICUXUYHU 3a00/IIBaHNA

Epzo anxanouou xaro epcomamun,
OUXUOPOEPSOMAMUH, epeOMEMPUH T
Memuiep2oHO8UH

3a JICYCHUC Ha MUTPCHO3HO raaBo0oIIHe

Huzanpuo 3a JIeUCHUE Ha HIKOM CTOMAIITHU 3a00JIsIBaHUS
JKvam xaumapuon (Hypericum perforatum) pacTUTesICH NPOYKT, M3IIOJI3BAH TIPH JICTIPECHs
Enbacsup/epazonpesup 3a JeueHue Ha uHbekius ¢ xenatut C

ﬂoeacmamuﬂ, CUMBACMAMUH N IOMUMANUO

3ad IOHM>KaBaHC HMBATA Ha X0JICCTEPOJIa

Tpuasonam unu nepopanen (IpUET Mpe3 ycraTa)
Mudazonam

Ja Bu nomorne Ja CIIMTC H/Uu Ja HaMaJIn
TPCBOXXHOCTTA

Cunoenaghun 3a JIeYCHUE Ha CHPJICYHO U 0EI0ApOOHO
3a0oJsIBaHe, HApeYeHO OenopodHa apTepHatHa
xunepToHus. Vima v apyru npuiaokeHus Ha
cunaeHaduin. Mons BixTe Touka ,,J{pyru
nexapctBa 1 REZOLSTA®.

Asanagpun 3a JICUCHHE Ha ePEKTHIIHA AUC(YHKIUS

Tuxaepenop 3a MIPeIOTBpPATABaHE CIICIIBAHETO HA
TpOM6OHI/ITI/ITe IIpy JICHCHUC Ha ITAallUCHTHU C
UH}papKT

Hanoxcezon 3a JICUCHHE Ha 3aIeK, NPEIN3BUKAH OT ONMOUAN

Hanokcemun 3a JICUCHHE Ha MPEXKICBPEMEHHA eKYIalus

Homnepuoon 3a JICYeHHE Ha r'ajicHe M IIOBPBIIAHE

IIpenynpesxaeHusi u MpeanasHu MepPKH
l'oBopere ¢ Bamms nekap, ¢papMaiieBT Wi MEIULMHCKA cecTpa, npean aa npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce orie Morar jia pa3BusiT HHOEKIMH WK IPYyTH 3a00IIIBaHUS,
cBbp3anu ¢ XMB nndexuusara. Tpsadsa penoBHo Aa nocemansaTe Bamms nekap.

Xopara, npuemanin REZOLSTA, moxxe na mosryyat koskeH oopuB. Heuecto oOpuBBT MOKeE J1a cTaHEe
TEXbK HIIM MMOTEHIMATHO )KHBOTO3acTpamasa. Mois, cBepkeTe ce ¢ Bammus nekap, korato
MOJIY4YHUTE OOPHB.

[pu nanmentn, npuemaru REZOLSTA u panrerpasup (3a XVMB nndexnys), Moxe J1a ce TosBABaT

00puBY (OOMKHOBEHO JICKH 710 YMEPEHH) MO-Y€CTO, OTKOJIKOTO MPH MAIUEHTH, MPUEMAIIN OTACTHUTE
JIeKapcTBa.
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REZOLSTA e u3nos3Ban npu orpaHndeH Opoil MayeHTH Ha Bb3pacT 65 roJuHM WU 1oBede. AKO
CTE B Ta3H Bb3pacTOBa Ipyma, MoJjst, o0chaeTe ¢ Bamms ekap qanu MokeTe Aa npuemMare
REZOLSTA.

YBepere ce, 4e CTe MPOBEPHIIM TOUKUTE MO-A0Jy U ChoOIIeTe Ha Bamus nexap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- VYBenomere Bamms nekap, ako cte UMany Npoo1eMu ¢ YepHHsI APOO, BKITIOUYUTEITHO HHPEKIHS
¢ xenatuT B nnu C. Bamuar iekap Moxe Jja OLIEHH KOJIKO TEXKO € YepHOApoOHOTO B
3a0oJsIBaHe, MPEeay Ja pely Janu Moxkete aa npuemare REZOLSTA.

- Yeenomere Bamus ekap, ako mpean cTe uMaid npodJjaemMu ¢ 0b0penuTe. BammsaT nekap
BHHUMATEITHO IIe TIperieHn nainu na Bu nexyBa ¢ REZOLSTA.

- VYBenomere Bammusa nekap, ako nmate guader. REZOLSTA moske f1a NOBHIIM HUBATa HA
3axapTa B KpbBTa.

- YBenomere HezabaBHO Bamist jekap, ako 3a0eNeXnuTe HIKaKBH CHMIITOMH HAa HHpeKnmus
(HampuMmep yBenanyeH! JTUMGHH BB3MU U Tpecka). [lpu Hakou nanuenTty ¢ Hanpegnana X1B
MH(EKIYs U IpeKapaHu HeoOnvaitHu WHQEKINU, IbJDKAIIK ce Ha OTcIa0eHa UMyHHA cHcTeMa
(onOpTIOHUCTHYHY MH(EKIINH ), TPUIHALUTE U CUMITOMHUTE Ha BH3NAJICHUE OT MPETUITHH
MH(EKINN MOXKE J1a Ce MOSABAT CKOPO ciie]l 3arouBaHe Ha JieueHuero 3a XMB. Cusra ce, ye Te3u
CHUMIITOMH C€ ABJDKAT Ha MOJ00pEeHNe Ha UMYHHUS OTTOBOP Ha OPTaHU3Ma, TI03BOJISIBAIKH My
Jia ce 0opu ¢ HHPESKIIMUTE, KOUTO MOXKE JIa ca OMIIM HayuIe O0e3 OUEBUIHA CUMIITOMHU.

- B nonmbiHeHnE KbM OMOPTIOHUCTHYHHUTE HHPEKIIMHA MOXKE J]a HACTBIIT CHIIO M ABTOUMYHHH
HapyLieHus1 (CbCTOSHMSA, KOUTO HACTBIIBAT, KOTaTO IMyHHATa CUCTEMa aTaKkyBa 3paBaTa
ThKaH Ha OpraHu3Ma), Clie]] KaTo 3aroyHeTe Ja MpreMare JiekapcTpa 3a JeueHue Ha Bamara
XUB uHpekuus. ABTOUMyHHHUTE 3a00JIsIBAaHKS MOXKE J]a Bb3HUKHAT MHOT'O MECEIIH CIIE]T
HAYaJIOTO HA JIeYEHHETO. AKO 3a0€eJIeKUTe KAaKBUTO U J]a € CHMITOMH Ha MH(QEKIHS WIK APYTH
CHUMIITOMH KaToO MYCKYJHa ciabocT, cnadocT 3amouBaliia oT pblieTe U KpakaTa 1 IpeMHHaBaIla
Harope KbM TSJIOTO, ChplieOneHe, TPENepeHe WIN CBPBbXaKTUBHOCT, MOJISl, HHPOPMUpANTe
He3abaBHO Barwvst nekap, 3a g1a Bu ce npuinoxu HeoOX0AMMOTO JICUCHHE.

- VYBenomere Bammus nekap, ako ctpagare or xemoguimmsa. REZOLSTA moxe na moBuIy pucka
OT KbpBEHE.

- YBenomere Bamusg nekap, ako cte ajeprudeH(a) KbM cyagonamuam (Hampumep
ynotpeOsiBaHU 3a JICYCHHE Ha HIKOU WH(EKITUH ).

- Kaxere na Bammus sexap, ako 3a0eeKUTe HIKAKBU MYCKYJIHO-CKeJleTHU npodsaemu. Hsxon
NAIUEHTH, PHEeMaIld KOMOMHUpaHa aHTHPETPOBUPYCHA TEPaIns, MOKE JIa Pa3BUST
3a00JsIBaHE Ha KOCTUTE, HAPEUCHO OCTEOHEKPO3a (3aryda Ha KOCTHA ThKaH, MOPaar NPEKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYUH IIPU NPOIBIDKUTETHO
nedyenue 3a XMB, no-TexKo yBpexaaHe Ha IMyHHAaTa CUCTEMAa, HATHOPMEHO TETJIO WU
yrnoTpeba Ha aIKOXOJl, WJIH APYTH JeKapcTBa, HapeueH! KopTukoctepouau. [Ipu3Hanure Ha
OCTEOHEKPO3a ca CKOBaHOCT B CTaBHUTE, OOJIKH B CTaBUTE (0cOOEHO Ta300eapeHara cTasa,
KOJITHOTO W paMOTO) M 3aTPyTHECHUS TPH JBIDKEHHE. AKO 3a0€JIeKHUTE HIKOH OT TE3H
CHUMITTOMH, MOJIsi HH(opMupaiiTe Bamus nexap.

Jlena ¥ IOHOIIH
REZOLSTA 800 mg/150 mg (1apyHaBup/KOOMIIUCTAT) He € MpeaHA3HAYEH 32 YOTpeda npu
aena c Teryo nox 40 kuiorpama.

REZOLSTA ce npeyiara u kato GuaMupaHa Ta0yeTka ¢ IeiauTeaHa yepra ot 675 mg/150 mg 3a aena
Ha 6 TOIMHU U MO-TOJIEMH ¢ Terio Hai-maiko 25 kg u oz 40 kg (BrokTe OTZCIHA JTUCTOBKA Ha
REZOLSTA 675 mg/150 mg punMupanu TabIeTKH).

REZOLSTA ce npejyiara v noj ¢popmara Ha gucneprupariiu ce tadnerku ot 600 mg /90 mg 3a nena
Ha BB3pacT 3 ¥ [oBeye FoAMHY ¢ Teryo Hail-manko 15 kg n oz 25 kg (BukTe oTaeHaTa TMCTOBKA 32
REZOLSTA 600 mg/90 mg nucneprupaiiu ce TabaeTKn).

Hpyru nexapersa u REZOLSTA

Tps6Ba na kaxere Ha Bamus nexap uiu papmareBT, ako IpueMarTe Uik HaCKOPO CTE MPHEeMaln
JPYTH JeKapCcTBa.
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CepliecTByBaT HIKOH JIEKapCTBa, KOUTO He TPsAOBa Aa ce komOnmHupat ¢ REZOLSTA. Te ca
n30poenu mo-rope noy 3arnasuero “He komounupaiite REZOLSTA ¢ HuKoOe OT ciieqHuTe
JiekapceTBa:”,

REZOLSTA ne TpsiOBa n1a ce ynorpe6siBa ¢ APYro aHTUBHPYCHO JIEKAPCTBO, KOETO ChIbPIKA
TMOJICHJIBAIIA ChCTaBKa, WIIU IPYT0 aHTUBUPYCHO CPEACTBO, KOETO M3UCKBA MOJACHIBaHe. B HAKON
CIIy4au MOJKE J1a CE HaJIOXKH NMPOMSIHA B JO3UPAHETO HA APYTUTE JIEKapCTBA. 3aTOBA BUHAIH
cpobuiaBaiiTe Ha Bamms nekap, ako nmpuemare Apyru jekapctsa cpemy XMB u cneapaiite CTpUKTHO
yKa3aHHATa Ha Bamus nexap 3a ToBa KOM JIeKapcTBa MOrar jia Ob1aT KOMOMHUPAHH.

Edexrure Ha REZOLSTA morar na ObaaT HaMalleHH, aKo IpUeMaTe HAKOM OT CICAHUTE MPOAYKTH.
YBenomere Bauus nekap, ako mpuemare:

- Fozenman (3a neuenne Ha Cbp/IeYHHU 3200IITBAaHHS)

- Hexcamemaszon (MHXEKIIMOHEH) (KOPTUKOCTEPOUT)

- Edhasupeny, empasupun, negupanun (3a neuenue Ha XVB undexuns)

- Puganenmun, pugpabymun (3a nedeHne Ha OaKTEpUaTHA UHPEKIIUH ).

Edexrure Ha apyru nekapcTBa Morat a ObaaT nmoBiusHM, ako npuemate REZOLSTA, u Bammsr
JieKap MOJKe Jia TIoKesae Jia TIPoBe/ie HAKOH JOIBIHUTEIIHU KPHBHH U3CIIeIBaHus. YBenomere Bamist
JieKap, ako rnpuemMare:

- Amnoounun, Kapeeounon, ounmuazem, OU30RUPamuo, GeroounuH, Grekaunuod, 1IOOKAuH,
Memonpono, MeKCUIemuH, HUKapOUnuH, HUGeounuH, nponagperon, mumonoi, eepanamu (Ipu
CBp/ICYHHU 3a00JIIBaHMsI), Thil KaTO JIeYCOHUST €EeKT WM HeXKEIAaHUTE PEaKIny Ha Te3H
JIeKapCTBa MOXeE Ja C€ YCHUJIAT.

- Anuxcaban, dabucamparn emexcunam, e0okcaban, pusapokcabau, sapghaput, kionuoozpern (3a
HaMaJsIBaHE ChCUPBAHETO HA KPBBTA), Thil KATO TEXHUAT JIeUeOCH e(eKT WITH HeXKeTIaHH
peaKIMy MOTaT Jia ce MPOMEHSIT.

- Knonasenam (3a mpeoTBpaTsiBaHe Ha I'bPUOBE).

- Ectporen-6a3zupanyu XOpMOHAIHH KOHTPAIIENITUBY H XOPMOHO3aMECTHTEITHA TePaIIusl.
REZOLSTA moxe na Hamanu TsixHaTa eeKTHBHOCT. Korato ce M3mousBar 3a npena3Baie ot
3a0peMeHsIBaHe, ce MPENOpbUBAT ANTEPHATHBHN METOIM HA HEXOPMOHAJIHA KOHTPALCTILHSI.

- Emununecmpaouon/opocnupenon. REZOLSTA Moke fa MOBHIIM pUCKa OT MOBUILIABAHE Ha
HHBaTa Ha KAJIUM OT JPOCTIUPEHOH.

- Amopsacmamun, ghrysacmamun, NUMAsACMamun, npasacmamuH, pozysacmamun (3a
NOHM)KaBaHEe HUBATa Ha X0JIeCTepo). PUCKBT OT yBpekaaHe Ha MyCKYJIUTE MOXKeE Ja ce
yBeNnu4ur. Bamusar Jiekap 1ie npereHr Kos cXxeMa 3a HaMaJsiBaHe Ha XOJIecTeposia € Hal-700pa
3a Bamara KOHKpeTHa cuTyanusl.

- Luxnocnopun, eseporumyc, makpoaumyc, cupoaumyc (3a IOTHCKaHe Ha UMyHHaTa Bu cucrema),
THI KaTO MOXeE Jia ce yBeluuaT JeueOHus e(heKT Ui HeXKENaHUTE PEaKI[UK Ha TE3U
JIEKapCTBEHU MPOIYKTH.

- Kopmurxocmepouou, exirouumenno bemamemason, 6y0e30nuuo, hrymuxka3oH, MOMemasoH,
NpeoHU3oH, mpuamyuronion. Te3n TeKapcTBa ce U3I0JI3BAT 3a JICUeHUE Ha alepruu, acTMa,
BB3NATUTEITHN 3a00JIIBaHMsI HA YepBaTa, Bb3MAJIUTEIHHN 3200IsIBaHHS Ha KOXKaTa, OYHTE,
CTaBHUTE U MYCKYJIHUTE, KaKTO U APYTH BB3MAINTETHH 3a00saBanus. Te3u JekapcTBa
OOMKHOBEHO Ce IpUeMar Ipe3 ycTaTa, HHXaIupaT ce, HHKEKTHPAT Ce WIK CE HAaHACAT BbPXY
KOKaTa. AKO He MOTaT Jla C€ M3IOJI3BAT alTePHATUBH, yIIoTpedaTa My TpsiOBa Ja cTaBa caMmo
CJIe/l MEIMITUHCKA OLIEHKA U TIPY BHUMATEJHO MPOCIIe/siBaHe OT Bamist jekap 3a HeXenaHu
peaKknuy Ha KOPTUKOCTEPOUANTE.

- Bynpenopgun/nanokcon, memaoon (1ekapcTBa 3a JedeHHE HA OMHOMIHA 3aBHCUMOCT)

- Canmemepon (IeKapCTBO 3a JICUCHUE HA aCTMa)

- Apmememep/nymepanmpun (KOMOMHUPAHO JICKAPCTBO 3a JICUCHUE Ha MaJlapus)

- Lazamunub, upunomexan, HUTOMUHUO, 6UHOIACMUN, BUHKpUCMUHK (JIEKapCTBa 3a JICUCHHE Ha
pa)

- Tepgenasun, pucnepudon, muopudasun (JISKapCcTBa 3a ICUXUIHHA 3200 IIBAHU )

- Knopasenam, ouazenam, ecmasonam, gpypazenam (JiekapcTsa 3a JCUCHHUE HAa HAPYLICHUS Ha
CHHSI T TPEBOYKHOCT)
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- Cunoenagpun, madanaghun, eapoenagun (3a epeKTHIHA AUCHYHKLUS UIIH 32 JICUCHHE Ha
CBpACYHO U OenoapoOHO 3a00MsBaHe, HAPEUEHO 0esI0poOHA apTepHaIHa XUIIEPTOHUS)

- Texanpesup/nubpenmaszeup (3a neuenue Ha nadeknus ¢ xenatut C).

- Dezomepooun, conugenayun (3a ICUCHUE HA YPOJIOTUIHN HAPYUICHUS).

Bammusar nexap Moxe Ja moskenae Ja MpoBee HSIKOU JOITBIHUTEIHN KPbBHHU U3CIIEIBAaHHS U 103aTa Ha
JPYTH JIEKapCTBa MOXKE J]a ce HAJI0XKHU J1a O'bJie IPOMEHEHa, 3aI[0TO JeYeOHMST ePeKT WIn
HexxenanuTe peakuud Ha REZOLSTA unu Ha apyruTe JekapcTBa, MOTraT J1a ce IPOMEHST NPH
KoMOuHHpane. YBenomere Bamus nekap, ako npueMare:

- llabueampan emexcunam, edokcaban, éapghapun (3a HaMajsIBaHe ChCUPBAHETO HA KPHBTA)

- Anghenmanun (MHKXEKIIMOHHO OOJKOYCIIOKOSBAIIO ChC CHITHO U KPATKO JCHCTBHE, KOETO CE
M3I0J13Ba MIPH XUPYPTUUHH MIPOLIETYPH)

- Juzoxcun (3a NeyeHNe Ha HIKOU ChPJCYHH 3a00IIsIBAHMU )

- Knapumpomuyun (aHTHOMOTHK)

- Knompumason, ¢pryxonason, umpaxonason, u3agykoHazoi, no3akoHason (Cpeuy rbOnaHu
uH(pexuun). Bopuxonason TpsOBa Aa ce mpreMa caMo cliel MeIUIIMHCKA MPELeHKA.

- Pugabymun (cpeny 6akTepuainyg HHOEKIIH)

- Taoanagpun, cundenaghun, sapoeragun (IpU epeKTUIHA TUCHYHKLIUS UIH BUCOKO KPBBHO
HaJIsiTaHe B KPbBOHOCHHUTE ChAOBE Ha Oenute apo0oBe)

- Amumpunmunun, 0e3unpamut, UMUNPAMuH, HOPMPUNIMUIUH, RAPOKCEMUH, CEPMPATUH,
mpa3zo0on (3a JeueHne Ha JIeTIpecus U TPEBOXKHOCT)

- Mapasupok (3a nedenne Ha X1B nndexums)

- Koaxuyun (3a nedeHue Ha mojgarpa wid gpamuisa (HacJlIeACTBeHA) CPEAM3EMHOMOPCKA TPECKa).
Ako nMaTe ObOpedHO W/UITN YepHOAPpOoOHO YBpekaaHe BkTe Touka ""He komOuHupaiite
REZOLSTA c HuKOe 0T ciieHHMTe JieKapcTBa''.

- bosenman (3a nedyeHre Ha BUCOKO KPBBHO HAJSITaHE B KPbBOHOCHUTE ChIOBE Ha OENUTE
JpoOoBe)

- Bycnupon, knopazenam, ouazenam, ecmazonam, Quypazenam, 301nuoem, Muoda3onam, Ko2amo
ce u3non36a 3a undicexkmupane (JIekapcTsa 3a JeUeHrne Ha IPOOJIEMH ChC ChHS U/HITH
TPEBOXHOCT)

- Memgopmun (3a eyeHne Ha quadeT T 2)

- Denmanui, OKCUKOOOH, mpamadosn (3a JedeHne Ha 00JKa).

ToBa He € IBJIHUAT CIIUCHK OT JIeKapcTBa. Y BeaoMere Bailvg ekap 32 BCMUKHU JIEKApCTBa, KOUTO
IpueMare.

BbpemeHHOCT M KbpMeHe
YBenomere HezabaBHO Bamust jekap, ako cte OpeMeHHa WiTH TUTaHupaTe OpeMeHHocT. bpemeHHH
KeHu He TpsoBa ga npuemat REZOLSTA.

ITopanyn nmoTeHnyaNma OT HeXeJaH! PeakIuy MPU KbpMaveTa, JKeHUTe TpsOBa ga ObaaT
WHCTPYKTHPAHU J1a He KbpMAT, ako npuemat REZOLSTA.

He ce npenopbuBa kbpMeHe MpH sxeHHU, KouTo ca XVB-monoxurennu, Teii kato XMB unbekiusaTa
MOJKe J1a ce mpeaaje Ha 6edero upe3 KbpMmara. AKO KbpMHUTE WM TUTAHUPATe Ja KbPMHTE, TPsOBa /1a
oOchauTe TOBa ¢ Bamms iekap B3MOKHO Hal-CKOPO.

Ilodupane u padoTa ¢ MAIIUHU
He pabotere ¢ mammnu 1 He modupaiite, ako ce YyBcTBaTe 3amasHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HaTpHid

ToBa nexapcTBO ChAbpiKa Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e. MOXKE /1a Ce Kaxe,
Yye MPaKTUIECKH HE ChbpKa HATPHM.
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3. Kak na npuemate REZOLSTA

Bunaru npuemaiite ToBa JI€KapCcTBO, TOYHO KakTo Bu ¢ ka3an Bamwusr jekap, ¢papMarieBT win
MEIMIIMHCKA cecTpa. AKO HE CTe CUTYpHH B HEIIO, ronuTaiTe Barwus aekap, hapManesT Wi
MEIHULIMHCKA CECTpA.

TpsoBa na npuemare REZOLSTA Bceku jieH u BuHaru ¢ xpana. [leiictBuero Ha REZOLSTA He e
edexTuBHO Oe3 xpaHa. TpsOBa ga ce HaXpaHUTE WK J1a IpUeMeTe Jieka 3aKycka 30 MUHYTH Tpean
npueMa Ha REZOLSTA. Buabt Ha XpaHata He € OT 3HaUCHHE.

- I'priTaliTe TabNIeTKATA IsJ1a C HAMMMTKA KATO BOJIA WUIM MIISIKO. AKO MMaTe 3aTPYIHEHHS C
rentaHeto Ha REZOLSTA, xaxere Ha Bamms nekap. Tabmerkara Moxe Jja ce pa3ieiu ¢
MIOMOIIITa Ha pe3er] 3a TabJeTKH, KaTo Isu1aTa go3a (IBeTe MOJIOBUHU) TPsOBa J1a ce mprueMe
BeJHara cjieJi ToBa ¢ HalluTKa KaTo BOJA MJIM MJISKO.

- [Ipuemaiite ocrananute cu gexapctsa cpeity XWB, npunaranu B komOunanusi c REZOLSTA,
CBIJIACHO MPENopbKUTE Ha Bammms jexap.

CaaJjisiHe Ha 3aIIMTEHATA OT JAena 3anmymajka

@ [TnacTmMacoBaTa OyTHIIKA € 3aTBOPEHA ChC 3alIUTEHA OT Jelia 3aIlyIaika 1
' > TpsiOBa J1a ObJIe OTBOPEHA I10 CIICTHUS HAYWH:
6" - Haruchere minacTMacoBaTa 3arymainka Haloly, KaTo ChIIEBPEMEHHO 51
@J 3aBBPTHTE B I0COKA, 00paTHa HAa YACOBHUKOBATA CTPEJIKA.

- MaxHeTe OTBMHTEHATA 3aMylIajiKa.

AKo cTe mpueu moseye oT HeodxoaumaTta 103a REZOLSTA
Ceppokere ce He3abaBHO ¢ Bamms nekap, hapMaleBT Ui MEIUIITHCKA CeCcTpa.

AKko cTe nponycHaau a1a npueMere REZOLSTA

Ako 3a0enexxute ToBa B paMKuTe Ha 12 yaca, Tps0OBa 1a B3emere TabieTkara He3a0aBHO. BuHary s
npuemaiite ¢ Xxpana. Ako 3a0enexure cjen 12 yaca, ToraBa npoIrycHETe TO3U IIPUEM U B3EMETE
ClIeIBAIINTE JI03H, KaKTO 0OMKHOBEHO. He B3emaiite nBoiiHA /1034, 3a J1a KOMIIEHCHPATE MPOIycHAaTaTa
J03a.

Axo nopbpHerte cjel npuema Ha REZOLSTA

AKO MTOBBpPHETE B pAMKHUTE Ha 4 yaca OT IpreMa Ha JIEKapCTBOTO, Bb3MOXKHO Hali-CKOpO TpsOBa 1a
npueMerte npyra go3a REZOLSTA c¢ xpana. Ako IOBBpHETE cJiell oBedYe OT 4 yaca OT IIpreMa Ha
JIEKapCTBOTO, TOraBa He TpsiOBa 1a npuemate Apyra 1o3a REZOLSTA no ciensamoro oOndaitHO
IUTAHUPAHO BpEME.

Copikere ce ¢ Bamms nekap, ako He ¢Te CHTYPHH KaKBO Jja IpaBUTE, KOTaTo MPOITyCHETE 1032 WIIN
IIOBBPHETE.

He cnimpaiite na npuemare REZOLSTA, npean mbpBo Aa ce KOHCyJTHpaTe ¢ Bamms gexap
Crnen KaTo JICYSHUETO € 3aMI0YHATO, TO HE TPsiOBa 1a ce crnupa 0e3 yKa3aHus OT JIeKapsl.

JlexapctBara npotus XMB mMoxe na Bu Hakapar na ce nodyBcTBarte mo-goope. Jopu, xoraro ce
YyyBCTBaTe N0-100pe, He npekpatsaBaiite npuema Ha REZOLSTA. Koncynrupaiite ce mbpBo ¢ Bamus

neKap.

AKO MaTe HSKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKApCTBO, IONUTAlTe
Bamms nekap, ¢hapMarieBT WM MEUIIMHCKA CECTpa.
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4. Bb3MOKHHU HexkeJIaHU peaknuu

ITo Bpeme Ha sneuenue 3a XMB Moe Jja HACTBIIM yBEJIMYaBaHE Ha TEMVIOTO M HAa HUBATa Ha JIMIUAUTE
Y TJIFOKO3aTa B KpbBTa. TOBa OTYACTH € CBBP3aHO C Bb3CTAHOBSIBAHE HA 3JPABETO U HAUMHA HA )KUBOT,
a 10 OTHOILLEHUE Ha JINMTUIUTE B KPHBTA MOHSKOTa € CBBP3aHO U ChC caMuTe JiekapcTea 3a XVB.
Bamust nekap 1ie HarpaBy U3CIEABAHUS 32 TE3U IPOMEHH.

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKE 1a IPCAU3BUKA HCIKCIIAHNU PCAKIINU, BBIIPCKH YC HEC
BCCKMU I' I10JTy4aBa.

Ka:kere Ha Bamus Jiekap, ako pa3BueTre HKOS OT CJIeJHUTE HeKeJIaHU peaKkuHm.

Crob1maBanu ca mpodjaeMu ¢ YepHHs Apo0, KOUTO MOHSIKOra MOXe Ja ca TeKKU. Bammst nekap
TpsiOBa Ja Bu HampaBu n3cnenBaHus Ha KpbBTa npeau Aa 3anounere jedennero ¢ REZOLSTA. Axo
uMare XxpoHnuHa nHdeknus ¢ xematut B wmu C, Bammsit nexap tpsosa na Bu npaBu no-uecto
KPBBHU H3CIIEIBaHUsI, 3aI10TO NpH Bac MMa mo-rojsiMa BEpOsITHOCT OT Bb3HUKBAHE Ha MPOOJIEMH C
yepHus ApoO. ['oBopere ¢ Bamms nekap 3a npu3HanyTe ¥ CAMITOMUTE, CBBP3aHH C IPOOJIEMH C
yepHUs Apo0. Hskou oT TSX ca MOXBITABaHE HA KOXKaTa MU OsulaTa 4acT Ha OYMTe, ThMHA YpHHA (C
LBST HA Yail), U3NPa>KHEHUSI C MHOTO CBETHJI LIBST (M3X0KAaHUs), rajicHe, MOBPBIIaHe, 3aryda Ha
aneTuT Win O60Jika, 00JIKa U HENPHUATHO yCEelIlaHe OTASCHO oA pedpara.

Uecra Hexxenana peakius kbM REZOLSTA e koxen 00puB (T10-4€CTO KOraTo ce Impuiiara B
KOMOMHAaLUS ¢ paiTerpasup), cbpoex. OOpUBBT OOUKHOBEHO € JieK 10 yMepeH. Koxuuar oopus
MOJKE CBIIO Taka Ja ObJIe CHMIITOM Ha PAIKO, TEXKO 3a00JsBaHe. 3aTOBa € BAKHO J1a TOBOPHUTE C
Bamms nekap, ako monyunrte oOpuB. Bammust nexap me Bu mockBeTBa KakBo Jia MpaBUTE MPH TAKUBA
cumnromu u namu REZOLSTA Tpsi6Ba na ce cripe.

JpyrH TeXKH HeXXellaHW peakinu, HabmronaBanu npu 1 Ha 10 manuenTH, ca quader. Br3nanenue Ha
naHkpeaca (ImaHkpeaTut) ce chobiasa mpu 1 Ha 100 marueHTH.

MHoro yecTn HeXeTIaHH peakiuu (Moxke 1a 3acerHat nosede oT 1 Ha 10 gymm)
- riaaBobosme
- Juapus, TajicHe.

UecTn HEXXETIAaHU peakIuy (MoXxe aa 3acerHar g0 1 na 10 mymm)

- AJIEPTUYHH PEAKLUHU KaTo ChpOeK

- HaMaJleH areTuT

- HeoOMYaliHU CHHUILA

- MOBpBIIaHe, 00JIKa WK NOJyBaHe Ha KOpeMa, HapyIIeHO XpaHOCMUIIaHe, Ta30Be

- OOJIKH B MYCKYJIUTE

- ymopa

- OTKJIOHEHHS B PE3yJITATUTE OT KPHBHUTE U3CIICABAHNS, HAIPUMED HAKOU M3CIICIBAaHHS HA
yepHUs ApoO uinn 0bp0penure. Bammst nexap e Bu o0sichu ToBa.

- ciadocr.

Heuectn Hexxenanu peakrum (Moxe na 3acerHat 1o 1 Ha 100 xymm)

- CHUMIITOMH Ha MH(EKLUS UK HAa aBTOMMYHHH HapyIleHHs (Bb3MaIUTENICH CHHIPOM MPH
MMYHHO BB3CTaHOBSIBaHE)

- OCTEOHEKpo3a (3ary0a Ha KOCTHA ThKaH IOpaJiv NMPEKbhCBaHE Ha MPUTOKA HA KPBB KbM KOCTTA)

- YToJIEMSABAHE Ha I'bPJUTE

- OTKJIOHEHHA B pe3yJTaTUTE OT KPbBHUTE M3CJIEIBAHMS Ha TAaHKpeaca, BUCOKO HUBO Ha 3axap,
OTKJIOHEHHA B HUBATa Ha , IunuaAnTe" (MacTuTe). Bamuar nekap me Bu o0sicHu ToOBa.

- QJIEPTUYHH PEAaKLUHU KaTo KONPUBHA TpecKka (YpTHKapHsl), TEXKbK OTOK Ha KOXaTa U JPyTH
THhKaHU (Hali-4ecTo Ha YCTHUTE WM Ha OYHTE)

- TEXBK 00pUB ¢ 00pa3yBaHe Ha MEXYpH H JIIOLICHE Ha KOXKaTa, 0COOEHO OKOJIO yCTara, Hoca,
OYHUTE U MOJIOBUTE OPTaHU.
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Penxu vexxenanu peaknun (Moxe na 3acerHat 1o 1 #a 1 000 mymm)

- peaxnus, Hapeuena DRESS [Texbk 00puB, KoiTo MoXe Ja 0bJe Mpuapy>KeH OT BUCOKa
TeMIieparypa, ymopa, oJlyBaHe Ha JIMIIETO WIH JIUMGHHUTE BH3IH, yBeIMUaBaHe Ha
eosuHO(UHTE (BU OSITU KPHBHH KIETKU), €PEKTH BBPXY YEpHUS Ipod, ObOpennTe nim
Oenmute MpodoBe]

- 0BOpeuHo 3a0osABaHe B CIEACTBHE Ha 00pa3yBallUTe ce KpUcTanu B O0bOpeka B pe3yaTar oT
JICYEHUETO C apyHaABHUD.

Hexenanan pcaKknuu ¢ HCU3BCCTHA YCCTOTA: 06pI/IB, KONTO MOXeE Ja CTaHC TCKBK WK NIOTCHIMAJIHO

JKMBOTO3acTpaliaBaril:

- O6pI/IB C MEXYPpH U JIIOOICHE Ha KOXKaTa I10 rojiiMa 4acT OT TAJI0TO

- YCPBCH O6pI/IB, MOKPUT C MAJIKU ITBJIHU C THOM MNOAYTHHH, KOUTO MOIr'aT Aa CC paspOCTPaAHAT I10
TAJIOTO, ITIOHAKOr'a C TPECKa.

Hsixon HexxenaHu peakiuu ca TUIIMYHU 3a JiekapcTBara cpemty XHB, kouto ca oT chiaTta rpyna

kakTo REZOLSTA. Toga ca:

- MYCKYJIHa 00JIKa, YyBCTBUTEIHOCT WJIU ¢J1a0OCT. B penku ciiyyan Te3u MyCKYJIHU HapyIIeHUS
ca Onim cepuo3HHU.

Chol01aBaHe HA HelKeJIAHU pPeakluu

Axo IMOJIYYUTC HAKAKBU HCXKCIIaHU JICKAPCTBCHU PCAKIINHU, YBCIOMETC Bamms JICKap, (’papMaueBT 501041
MEIUIMHCKaA cecTpa. ToBa BKIIIOUBAa BCUYKU BH3MOXKHU HEONMCAHU B Ta3U JIMCTOBKA HEXKeEJaHH
peakiu. MoxkeTe ChIIo a ChOOIIUTE HEXKENaHU PEeaKIMy JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32
cbo0mmaBane, nocoueHa B IIpunoxenue V. Karo cro0maBare He)xellaHN peakluK, MOKETE J1a Ja/ieTe
CBOS IPUHOC 3a [0JyYaBaHe Ha MoBeue HH(POpMaIUI OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansaBate REZOLSTA
Jla ce cpxpaHsBa Ha MSCTO, HEOCTHITHO 32 JIEla.

He u3non3Baiite TOBa JIEKapCTBO CIIEI CPOKa HAa TOJHOCT, OTOENA3aH BhPXY KaPTOHEHATa OIAKOBKA U
Oyruikara cien “T'onmeH no:“. CpoKbT Ha TOHOCT OTTOBAPS HA MOCIEAHUS JICH OT IIOCOYCHUS MECETl.

He u3non3Baiite TOBa JIEKapCTBO Ciiel 6 CEAMUIIM OT ITBPBOTO OTBapsiHE HA OyTHITKATA.
REZOLSTA =He u3ucKBa CIieiaaIHu YCIOBHUS Ha ChXPAHCHHE.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHaIbIIH.
[Monuraiite Bammst papmanieBT Kak Ja U3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinspare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cpabp:xka REZOLSTA

- AKTUBHHM BElIECTBA: JapyHABUP U KoOuiuctat. Besika Tabnetka chabpxa 800 mg napyHaBup
(xaTo eranonar) u 150 mg koOuIMCTAT.

- Hpyru ceeraBku: 6e3BoAeH KojouaeH cuinnues nuokeua (E551), MukpokpucranHa nemyiosa
(E460(i)), kpocTIOBHIOH, XUIpOMeEno3a 1 MarHe3ues creapar (ES72). ®unmmMoBoTO MOKpUTHE
ChABpPrKa NodueTusIeH rnukon (Makporon) (E1209),9acTudHo XUAPOITU3NpPaH MOJTUBUHIIIOB
ankoxon (E1203), tank (E553b), Turanos nuokcun (E171), yepBen xene3en okcup (E172) u
yepeH xene3eH okeun (E 172).

Kak m3rie:xna REZOLSTA u kakBO ChABPKA OMAKOBKATA

dunmupana po3osa TabieTKka ¢ oBajHa ¢popma, ¢ o3Hauerne TG ot eqHara crpana, 800 ot apyrara
CTpaHa.
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30 TabneTKu B IIacTMacoBa OyTHIIKA.

IIpuTe:kaTen HA pa3pelIeHHETO 32 yOTpeda

Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIponsBoauTe

Janssen-Cilag SpA, Via C. Janssen, Borgo San Michele, 04100 Latina, Utamus

3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/IH OTHOCHO TOBa JICKApCTBO, MOJIsL, CBBP’KCTC CC C JIOKAJTHUSA

NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@.jnj.com

Buarapus

»oKOHCBH & JI)xoHChH brarapus” EOO/
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EArada

Janssen-Cilag ®appokevutiky Movorpoésmmnn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/Tel: 800 29 504
info_belux@.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600
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Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvéapoc Xatinmavayng Atod
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romania
Johnson & Johnson Romaéania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

Jarta Ha nocJjieJHO npepa3riexkaane Ha JucroBkara {MM/YYYY}.

IMompoOHa uH(popMalrs 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
o Jekapcraara: https://www.ema.europa.eu.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

REZOLSTA 675 mg/150 mg ¢puamupanu TadaeTKkn
napyHaBup/koounucrat (darunavir/cobicistat)

IIpoueTeTe BHMMATEIHO LSJIATA JIUCTOBKA, npeau (Bue uiu Bamero nere) 1a 3anounere aa

npueMare TOBa JIEKAPCTBO, Thil KaTo TA ChABbP:Ka BaxHa 3a Bac undopmanusi.

- 3ana3ere Ta3u AUCTOBKA. Moxe na ce Hanoxu Bue niu Bamero aete na s npouereTe OTHOBO.

- Axo Bue unu Bamrero nere nmaTe HsIKaKBU AOIBIHUTEIHU BBIPOCH, NonuTaiTe Bamus nexap
WM Jiekaps Ha Barero gere, hapManeBT WM MEJUIIMHCKA CECTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac wiu Ha Bamero gere. He ro npeorcThBaiiTe Ha
npyru xopa. To Moke 1a UM HaBpeaH, HE3aBUCUMO Y€ MTPU3HAINTE Ha TAXHOTO 3a00JIsBaHe ca
chInuTe Kato Bammre (v kato Ha Bameto gere).

- Axo Bue unmm Bamero JACTEC MOJYUUTEC HAKAKBU HCXKCIIAHU JICKAPCTBCHU pC€aKIINU, YBEAOMETC
Bamus nekap (unu nexapst Ha Bamiero niete), papManeBT Wil METUITMHCKA cecTpa. Tosa
BKJIIOYBA U BCUUKHU BB3MOKHHU HEXKEJIAHU PEaKIMHU, HEOMIMCAHU B Ta3U JUCTOBKA. BuxTe
TOYKa 4.

- WudopmanusTa B Ta3u IHCTOBKA € 32 Bac nnu 3a BameTo gere, HO B Hest HU€ OOMKHOBEHO
Ka3BaMe MpocTo ,,Bue®.

KakBo chbabp:ka Ta3u JUCTOBKA:

Kaxso npencrasnsiBa REZOLSTA u 3a kakBo ce H3nonssa
Kakso TpsiOBa na 3Haere, npeau na npuemere REZOLSTA
Kaxk na npuemate REZOLSTA

BBb3MoXxkHM HEXeETaHU peakuu

Kax na cexpansBare REZOLSTA

ChbabppkaHue Ha ONAKOBKATa M JOIBJIHUTENIHA HH(POPMALIUS

AN e e

1. Kakspo npencrabisiBa REZOLSTA u 3a kakBo ce H3110J13Ba

Kaxkgo npeacraBiassa REZOLSTA?

REZOLSTA cbabpika akTHBHUATE BELIECTBA JapyHAaBUP U KOOMLIUCTAT.

JapynaBup npuHauiexXu KbM rpyna Jekapcetsa cpeity XVB, Hapeuenu ,,iporeasHn HHXUOUTOPH,
KOUTO JIEHCTBAT, KATO HAMaJISIBaT KOJIMYECTBOTO Ha XVB BBB Banius opranusbsM 10 MHOTO HUCKO
HuBO. Toii ce mpuiara ¢ KOOMIKCTAT, KOWTO YBEIUYaBa KOJIMYECTBOTO HAa AapyHABHpP B KpbBTa Bu.
Jleuennero ¢ REZOLSTA mie nogo6pu nmyHnHata Bu cucteMa (eCTeCTBEHUTE 3allUTHU CHJIH Ha
OpraHM3Ma) W Ill¢ HaMaJid PUCKa OT pa3BUTHE Ha 3a00iisaBanHus, cBbp3anu ¢ XMB nndeknusara, HO
REZOLSTA He e cpezcTBo 3a n3nekyBane Ha X1 B unpekus.

3a kakBo ce u3no0J3Ba?

REZOLSTA 675 mg/150 mg (napyHaBUp/KOOHIIMCTAT) CE M3MOJI3BA 3a JICUCHUE HAa Jiela Ha Bh3pacT
6 rOAMHU UK TIO-TOJIEMU C TETJI0 Hal-Maniko 25 kunorpama o nof 40 kuiorpama, KOUTo ca
undexrupanu ¢ X1B (Buxre ,,Kak na mpuemare REZOLSTA® B Ta3u nucToBKa)

REZOLSTA TpsiOBa 1a ce npuemMa B KOMOUHAIMS C APYTH JiekapcTea cpenty XVB. Bamusr nekap e
o0chau ¢ Bac kakBa koMOMHAIUS OT JIEKapCcTBa € Hail-rmoaxosia 3a Bac.

2. Kakso Tpsa0Ba na 3Haerte, npeau Aa npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIePruYHM KbM JITAPYHABUP, KOOUITUCTAT WIIH KbM HIKOS OT OCTaHAIUTE ChCTaBKHU Ha
TOBA JIEKapCcTBO (M30POEHU B TOUKA 6).

- aKo UMate TeKKH YepHoApPoOHu mpodiaemu. [Tonuraiite Bammus nexap, ako He cTe CHTYpHU
OTHOCHO TEXECTTa Ha YepHOAPOOHOTO cH 3a0oisaBaHe. Moxke J1a € HEOOXOIUMO J1a ce TIPOBeIaT
HSIKOW AOIBJIHUTEIIHN U3CIICIBAHMS.

109



yBeI{OMeTG Bammsa JICKap 3a BCHYKM JICKapCTBa, KOUTO IIPUEMATE, BKIIFOUHUTEIIHO 3a TE3U, KOUTO CE
mpuemMar npe3 ycrarta, MHXaJInupar €€, MHKCKTHUPAT CC UJIKU CC MpuJIaraT BbpXy KoxKarta.

He komOunupaiite REZOLSTA ¢ HHKOe 0T c/IefHHTE JJeKapCcTBa
AKo npremaTte HAKOE OT Te€3H JIEKapCcTBa, oNuTaiiTe Bammus nexap 3a npeMUHaBaHE KbM IPYro

JIEKapCTBO.

JlekapcTBO

IIpenna3HayeHne HA JIEKAPCTBOTO

Angyzozun

3a JICHCHHUC Ha YIrOJICMCHA IIPOCTATa

Amuooapon, benpuoun, OponedapoH,
u8aOPAOUH, XUHUOUH, PAHOLA3UH

3a JIeYCHUE Ha HAKOW ChPJCUHH 3a00JIsIBaHus,
HampyMep HapyIICHUE Ha ChbPACUHUS PUTBM

Kapbamasenun, henobapdbuman n penumoun

3a OpCAOTBPATABAHC HA MPpUITAAbLIHA

Acmemuzon unu mepghenadun

3a JICYCHUC HA AJICPTUYIHH CUMIITOMU

Koaxuyun (ako uMate Ob0pevHN/9epHOIPOOHN
po0JIeMH )

3a JIeYeHHE Ha TIoarpa Wik GaMuIHa
(HacnenCcTBEeHA) CPEIM3eMHOMOPCKA TPECKa

Kombunupanusm npodykm
JONUHABUP/PUMOHABUD

nekapctBo npotus XMB

Pugpamnuyun

3a JICUCHUC Ha HAKON I/IH(i)eKIII/II/I KaTo
TyOepKy03a

Jlypazudon, numosuod, Keemuanu uiu
cepmuHoon

3a JICUEHHUE HA IICUXUYHU 3200 IIBaHUs

Epeo ankanouou xaro epecomamun,
OUXUOPOEPSOMAMUH, epeOMEMPUH T
MeMULEep2OHOBUH

3a JICHCHUC Ha MUTPCHO3HO riaBoOoJIre

Huzanpuo 3a JIeYCHUE HA HIKOM CTOMAIITHU 3a00JIsIBaHUS
JKvam xaumapuon (Hypericum perforatum) pacTUTesICH NPOYKT, M3IIOJI3BAH TIPH JICTIPECHs
Enbacsup/epazonpesup 3a JeueHue Ha uHbekius ¢ xenatut C

ﬂoeacmamuﬂ, CUMBACMAMUN A JIOMUMANUO

3a ITOHM’KAaBaHC HMBATA HA XOJICCTCPOJIa

Tpuasonam unu nepopanen (IpUET Mpe3 ycraTa)
Mudazonam

na Bu noMorse na cnurte u/uian Aa HaMajiu
TPEBOXKHOCTTA

Cunoenaghun 3a JIeYCHUE Ha CHPJICYHO U 0eN0ApOOHO
3a0oJsiBaHe, HApEUeHO OenoapoOHa apTepraiHa
xunepToHus. Vima v pyru npuiokeHus Ha
cunaeHaduin. Mons BixTe Touka ,,J{pyru
nekapctBa 1 REZOLSTA®.

Asanagpun 3a JICYCHUE Ha epeKTHIIHA AUCHYHKINUS

Tuxaepenop 3a NpeAOoTBpaTsIBaHE CICIBAHETO Ha
TPOMOOIIUTHUTE TIPH JICUCHHE Ha AIIUEHTH C
WH(PAPKT

Hanokcezon 3a JICYCHUE HA 3aIeK, IPEAU3BUKAH OT ONMOUAN

Hanokcemun 3a JICUCHHE Ha MPEXKICBPEMEHHA eKYIalus

Homnepuoon 3a JICUCHHE HA raJIeHe U TIOBPBIIaHEe

Ipenynpe:xnenust 1 Npeana3’Hu MepKu

I'oBopere ¢ Bamms nekap, ¢papMaiieBT Wi MEIULMHCKA cecTpa, npean aa npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce orie Morar aa pa3BusiT HHOEKIUH WK IpyTy 3a00sBaHus,
cBbp3anu ¢ XMB nndexuusara. Tpsadsa penosHo Aa nocemansaTe Bamms nekap.

Xopara, npuemani REZOLSTA, moxxe aa momydaT kokeH o0puB. HeuecTo oOpuBBT MOXKeE /1a CTaHe
TEXbK WU MOTEHIMAIHO )KUBOTO3acTpamasal. Moms, cBepkeTe ce ¢ Bamms nekap, korato

MOJY9IHUTE OOPUB.
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[Ipu naunentn, npuemainu REZOLSTA u panrerpasup (3a XVMB nndexnus), Moxke 1a ce mosBsABaT
00prBHU (0OOMKHOBEHO JIEKH 0 YMEPEHH) ITO-4€CTO, OTKOJIKOTO MIPH HAlMEHTH, IPHEMAIN OTACTHUTE
JIeKapCTBa.

YBepere ce, 4e CTe MPOBEPHIIM TOUKUTE MO-A0Jy U ChoOIIeTe Ha Bamus nexap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- VYBenomere Bamms nekap, ako cte UMany Npoo1eMu ¢ YepHHsI APOO, BKITIOUYUTEITHO HHPEKIHS
¢ xenatuT B nnu C. Bamusar nekap Moxe Ja OLIEHH KOJIKO TE€XKO € YepHOApoOHOTO B
3a0oJsIBaHe, MPEeay Ja pely Janu Moxkete aa npuemare REZOLSTA.

- Yeenomere Bamus ekap, ako mpean cTe uMaid npodJjaemMu ¢ 0b0penuTe. BammsaT nekap
BHHUMATEITHO IIe TIperieHn nainu na Bu nexyBa ¢ REZOLSTA.

- VYBenomere Bamns nekap, ako nmate guader. REZOLSTA moske f1a NOBHIIM HUBATa HA
3axapTa B KpbBTa.

- YBenomere HezabaBHO Bamist jekap, ako 3a0eNeXnuTe HIKaKBH CHMIITOMH HAa HHpeKnmus
(mampumep yBenanyeHU JTUMGHH BB3IU U Tpecka). [lpu Hakou nanuenTtu ¢ Hanpegnana XHMB
MH(EKIYs U IpeKapaHu HeoOnvaiiHu WHQEKINHU, IbJDKAIIN ce Ha OTcIa0eHa UMyHHA cHcTeMa
(onOpTIOHUCTHYHY MH(EKIINH ), TPUIHALUTE U CUMITOMHUTE Ha BH3NAJICHUE OT MPETUITHH
MH(EKINN MOXKE J1a Ce MOSABAT CKOPO ciie]l 3arouBaHe Ha JieueHuero 3a XMB. Cusra ce, ye Te3u
CHUMIITOMH C€ ABJDKAT Ha MOJ00peHHe Ha UMYHHHSI OTTOBOP Ha OPraHU3Ma, IIO3BOJISIBAIKH My
Jia ce 0opu ¢ HHPESKIIMUTE, KOUTO MOXKE JIa ca OMIIM HayuIe O0e3 OUEBUIHA CUMIITOMHU.

- B nonmbiHeHnE KbM OMOPTIOHUCTHYHHUTE HHPEKIIMHA MOXKE J]a HACTBIIT CHIIO M ABTOUMYHHH
HapyLieHusl (CbCTOSHMSA, KOUTO HACTBIIBAT, KOIaTO UMyHHATa CUCTEMa aTaKkyBa 3/paBaTa
ThKaH Ha OpraHu3Ma), Clie]] KaTo 3aroyHeTe Ja MpreMare JiekapcTpa 3a JeueHue Ha Bamara
XUB uHpekuus. ABTOUMyHHHUTE 3a00JIsIBAaHKS MOXKE J]a Bb3HUKHAT MHOT'O MECEIIH CIIE]T
HAYaJIOTO Ha JICYEHUETO. AKO 3a0eeKUTe KAKBUTO U J]a € CHMITOMH HA MHQEKIUS WIH APYTH
CHUMIITOMH KaToO MYCKYJHa ciabocT, cnadocT 3amouBaliia oT pblieTe U KpakaTa 1 IpeMHHaBaIla
Harope KbM TSJIOTO, ChplieOneHe, TPENepeHe WIN CBPBbXaKTUBHOCT, MOJISl, HHPOPMUpANTe
He3abaBHO Barvst nekap, 3a a1a Bu ce npuinoxu HeoOX0AMMOTO JICUCHHE.

- VYBenomere Bamusg nekap, ako ctpagare or xemoguimmsa. REZOLSTA Mmoxe na moBuIy pucka
OT KbpBEHE.

- YBenomere Bamusg nekap, ako cte ajeprudeH(a) KbM cyagonamuam (Hampumep
ynotpeOsiBaHU 3a JICYCHHE Ha HIKOU WH(EKITUH ).

- Kaxere na Bammus siekap, ako 3a0eJeKUTe HIKAKBU MYCKYJIHO-CKeJleTHU npodiaemu. Hsxon
NAIUEHTH, PHEeMaIld KOMOMHUpaHa aHTHPETPOBUPYCHA TEPaIns, MOKE JIa Pa3BUST
3a00JsIBaHE Ha KOCTUTE, HAPEUCHO OCTEOHEKPO3a (3aryda Ha KOCTHA ThKaH, MOPaan NPEKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYUH MPU NPOIBIDKUTETHO
nedyenue 3a XMB, no-TexKo yBpexaaHe Ha IMyHHAaTa CUCTEMAa, HATHOPMEHO TETJIO WU
yrnoTpeba Ha aIKOXOJl, WJIH APYTH JeKapcTBa, HapeueH! KopTukoctepouau. [Ipu3Hanure Ha
OCTEOHEKpPO3a ca CKOBAaHOCT B CTaBHTE, OOJKH B CTaBUTE (0cOOEHO Ta300eapeHara cTasa,
KOJITHOTO Y paMOTO) U 3aTPYJHEHUS MPH JBIKEHHE. AKO 3a0eeKHuTe HIKOU OT TE3U
CHUMITTOMH, MOJIsi HH(opMupaiiTe Bamus nexap.

Jlena ¥ IOHOIIH
ToBa JiekapcTBO He e MPeHA3HAYEHO 32 YNOoTpeda NpH Jena noja 6-roqunIHa Bb3pacT WM ¢
TerJyio noj 25 kuiorpama.

REZOLSTA ce npesytara u karo tadnerka ot 800 mg/150 mg 3a aena ¢ Terno Haii-manko 40 kg
(BwxkTe otaenHa nctoBka 3a REZOLSTA 800 mg/150 mg dbunMupanu TabaeTKH).

REZOLSTA ce npejyiara v noj ¢popmara Ha gucneprupariiu ce tadnerku ot 600 mg /90 mg 3a nena
Ha BB3PACT 3 U MOBeYE FOJUHM ¢ Terjio Hai-manko 15 kg u mox 25 kg (BuKTE OTHEIHATA JIMCTOBKA 3a
REZOLSTA 600 mg/90 mg nucneprupaiiu ce TabaeTKn).

Hpyru nexapersa u REZOLSTA
TpsOBa na kaxere Ha Bamus nexap wim papmarieBT, ako mpueMare |l HaCKOPO CTe IPHUEeMaH
JpyTH JE€KapCcTBa.
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CeliecTBYBaT HIKOH JIEKapCTBa, KOUTO He TPAOBa Aa ce komOmaupat ¢ REZOLSTA. Te ca
n30poeHu no-rope mox 3ariasuero “He komounupaiite REZOLSTA ¢ Hukoe ot cjiegHure

JiekapcTBa:”,

REZOLSTA ne TpsiOBa 11a ce ynorpe6siBa ¢ APYro aHTUBHPYCHO JIEKAPCTBO, KOETO ChIBbPIKA
MOJICWJIBAIIA CHCTaBKa, WM IPYro aHTUBUPYCHO CPEACTBO, KOETO N3UCKBA MOJACUIBaHe. B HAKon
Cllydad MOJKE Jla C€ HaJI0XKU IIPOMSIHA B JO3UPAHETO Ha APYTHUTE JIeKapcTBa. 3aT0BAa BUHATH
cpobuiaBaiiTe Ha Bamms nekap, ako nmpuemare Apyru jekapcTsa cpemty XMB u cneapaiite cTpUKTHO
yKa3aHuATa Ha Bamus nexap 3a ToBa KOM JeKapcTBa Morar a ObaaT KOMOMHUPAHH.

Edexrute Ha REZOLSTA morat na ObaaT HamMalieHH, aKO MPUEMaTe HAKOH OT CICAHHUTE TPOITYKTH.
YBepomere Bamus nekap, ako npuemate:

- Fozenman (3a neuenne Ha CbpIeYHU 3200IITBAaHHS)

- Hexcamemaszon (MHXEKIMOHEH) (KOPTUKOCTEPOU)

- Edhasupeny, empasupun, negupanun (3a neuenue Ha XVB undexuns)

- Puganenmun, pugpabymun (3a nedenne Ha OaKTEpUATHU UHPEKINN).

Edexrure Ha apyru nekapcTa Morat Ja ObaaT nmoBiusHM, ako npuemate REZOLSTA, u Bammsr
JieKap MOJXKE J1a TIoXKesae 1a IpoBe/e HAKOW JONBIHUTEIIHU KPbBHU U3CIIeABaHus. YBenomere Bamms
JieKap, ako rnpueMare:

- Amnoounun, kapeedunon, Ourmuazem, OU30NUPamMuo, Gearoounun, GiekauHuo, MOOKauH,
Memonpono, MeKCUlLEeMUuH, HUKApOUNUH, HUgh)eOunuH, nponagheHor, mumonon, gepanamu (Ipu
CBp/ICYHHU 3a00JIIBaHMsI), Thil KaTO JIeYCOHUST €EeKT WM HeXKEIAaHUTE PEaKIny Ha Te3H
JIeKapcTBa MOXeE Ja CE€ YCHJIAT.

- Anuxcaban, dabucampan emexcunam, e0okcadban, pusapokcabau, sapghapun, kionuoozpern (3a
HaMaJsIBAaHE CbCUPBAHETO HA KPBBTA), Thil KATO TEXHUAT JieueOeH e(heKT WK HEeKeJIaHH
peaKIMy MOTaT Jia ce MPOMEHSIT.

- Knonazenam (3a mpegoTBpaTsBaHe Ha T'BPUOBE).

- Ectporen-0azupanu XOpMOHaJIHA KOHTPALIENTHBU 1 XOPMOHO3aMECTUTEIHA TEParusl.
REZOLSTA moxe na Hamanu TsixHaTa eeKTHBHOCT. Korato ce M3mousBar 3a npena3Baie ot
3a0peMeHsIBaHe, Ce MPENophUBaT AITEPHATHBHNA METOIU Ha HEXOPMOHATHA KOHTPAIICTIIIHSI.

- Emununecmpaouon/opocnupenon. REZOLSTA Moxe 1a MOBHIIM PUCKa OT MOBHUILIABAHE HA
HHUBATa Ha KAIUH OT JPOCIIUPEHOH.

- Amopseacmamun, ghnysacmamun, numasacmamum, npasacmamuH, posyeacmamut (3a
NOHM)KaBaHEe HUBATa Ha X0JIeCTepo). PUCKBT OT yBpekaaHe Ha MyCKYJIUTE MOXKeE Ja ce
yBenuuu. Bamusr siekap 11e npereHy Kos cxema 3a HaMaJlsIBaHe Ha X0JIECTepoIia € Hail-1o0pa
3a Bamara KOHKpeTHa cuTyanusl.

- Lluknocnopun, eseporumyc, makpoaumyc, cupoaumyc (3a moTUCckaHe Ha UMyHHaTa Bu cuctema),
THH KaTO MOXeE Ja ce yBenuuaT JeueOHus e(heKT UIu HEXKENaHUTE Peakuy Ha Te3U
JIEKapCTBEHU MPOIYKTH.

- Kopmukxocmepouou, exniouumenno bemamemasoH, 6y0e30Hu0, GaymuKazon, MOMema3soH,
NpeoHU3oH, mpuamyuronion. Te3n TeKapcTBa ce U3I0JI3BAT 3a JICUeHUE Ha alepruu, acTMa,
BB3NATUTEIHN 3a00JI1BaHMsI HA YepBaTa, Bb3MAJUTEIHU 3a00sIBaHNS Ha KOXKaTa, OUHTE,
CTaBHUTE U MYCKYJIUTE, KAKTO 1 JPYTH BH3MAINTEIHHN 3200 siBaHus. Te3u ekapcTpa
OOMKHOBEHO Ce IpUeMar Ipe3 ycTara, HHXaIupaT ce, HHKEKTHPAT Ce WK CE HAaHACAT BbPXY
KO)KaTa. AKO He MOTaT Jja C€ M3IO0JI3BaT aJTePHATUBH, yIIoTpedaTa My TpsiOBa 1a CTaBa caMmo
CJIe/l MEIMITUHCKA OLIEHKA U TIPY BHUMATEJHO MPOCIIe/siBaHe OT Bamust Jekap 3a HexxenaHu
peaKIy Ha KOPTHKOCTEPOUJINTE.

- bynpenopun/nanoxcon, memaoon (JekapcTpa 3a JiedeHHE HA OITMOUIHA 3aBUCUMOCT)

- Canmemepon (IeKapCTBO 3a JICUCHUE HA aCTMa)

- Apmememep/nymedanmpun (KOMOMHHPAHO JICKAPCTBO 3a JICUCHUE HA MaJIapHsl)

- Lazamunub, upunomexan, HUTOMUHUO, UHOIACMUN, BUHKpUCMUH (JIEKapCTBa 3a JICUCHUE Ha
pax)

- Tepgenasun, pucnepudon, muopudasun (JISKapCcTBa 3a ICUXUIHUA 3a00JIIBAHUS )

- Knopasenam, ouazenam, ecmasonam, ¢iypasenam (IekapcTpa 3a JIeUeHUE HA HAPYIICHHUS Ha
CBHS WJIM TPEBOXKHOCT)
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- Cunoenagpun, madanaghun, eapoenagun (3a epeKTHIHA AUCHYHKLUS UIIH 32 JICUCHHE Ha
CBpACYHO U OenoapoOHO 3a00MsBaHe, HAPEUEHO 0esI0poOHA apTepHaIHa XUIIEPTOHUS)

- Texanpesup/nubpenmaszeup (3a neuenue Ha nadeknus ¢ xenatut C).

- Dezomepodun, conugenayun (3a JCUCHUE HA YPOIOTUIHN HAPYIICHUS).

Bammusar nexap Moxe Ja moskenae Ja MpoBee HSIKOU JOITBIHUTEIHN KPbBHHU U3CIIEIBAaHHS U 103aTa Ha
JPYTH JIEKapCTBa MOXKE J]a ce HAJI0XKHU J1a O'bJie IPOMEHEHa, 3aI[0TO JeYeOHMST ePeKT WIn
Hexxenanute peakuud Ha REZOLSTA unu Ha apyruTe IekapcTBa, MOTaT J1a ce IPOMEHST NPH
KoMOuHHpane. YBenomere Bamus nekap, ako npueMare:

- llabueampan emexcunam, edokcaban, éapghapun (3a HaMajsIBaHe ChCUPBAHETO HA KPHBTA)

- Anghenmanun (MHKXEKIIMOHHO OOJKOYCIIOKOSBAIIO ChC CHITHO U KPATKO JCHCTBHE, KOETO CE
M3I0J13Ba MIPH XUPYPTUUHH MIPOLIETYPH)

- Juzoxcun (3a NeyeHNe Ha HIKOU ChPJCYHH 3a00IIsIBAHMU )

- Knapumpomuyun (aHTHOMOTHK)

- Knompumason, ¢pryxonason, umpaxonason, u3agykoHazoi, no3akoHason (Cpeuy rbOnaHu
uH(pexuun). Bopuxonason TpsOBa Aa ce mpreMa caMo cliel MeIUIIMHCKA MPELeHKA.

- Pugabymun (cpeny 6akTepuainyg HHOEKIIH)

- Taoanagpun, cundenaghun, sapoeragun (IpU epeKTUIHA TUCHYHKLIUS UIH BUCOKO KPBBHO
HaJIsiTaHe B KPbBOHOCHHUTE ChAOBE Ha Oenute apo0oBe)

- Amumpunmunun, 0e3unpamut, UMUNPAMuH, HOPMPUNIMUIUH, RAPOKCEMUH, CEPMPATUH,
mpa3zo0on (3a JeueHne Ha JAeTpechs U TPEBOXKHOCT)

- Mapasupok (3a nedenne Ha X1B nndexums)

- Koaxuyun (3a nedeHue Ha mojgarpa wid gpamuisa (HacJlIeACTBeHA) CPEAM3EMHOMOPCKA TPECKa).
Ako uMaTe Ob0pevHO W/UITK YepHOIPOoOHO yBpekaaHe BkTe Touka ""He komOuHupaiite
REZOLSTA c HuKOe 0T ciielHUTe JieKapcTBa''.

- bosenman (3a nedyeHre Ha BUCOKO KPBBHO HAJSITaHE B KPbBOHOCHUTE ChIOBE Ha OENUTE
JpoOoBe)

- Bycnupon, knopazenam, ouazenam, ecmazonam, Quypazenam, 301nuoem, Muoa3onam, Ko2amo
ce u3non36a 3a undicexkmupane (JIekapcTsa 3a JeUeHrne Ha IPOOJIEMH ChC ChHS U/HITH
TPEBOXKHOCT)

- Memgopmun (3a eyeHne Ha quadeT T 2)

- Denmanui, OKCUKOOOH, mpamadosn (3a JedeHne Ha 00JKa).

ToBa He € IBJIHUAT CIIUCHK OT JIeKapcTBa. Y BeaoMere Bailvg ekap 32 BCMUKHU JIEKApCTBa, KOUTO
IpueMare.

BbpemeHHOCT M KbpMeHe
VYBenomere HezabaBHO Bamwis jekap, ako cte OpeMeHHa WK TuTaHupaTe OpeMeHHocT. bpemeHHu
KeHu He TpsoBa ga npuemat REZOLSTA.

[Topanu noTeHnraza OT HeXeNaH! peakuy MPU KbpMadeTa, JKeHUuTe TpsOBa ga ObaaT
WHCTPYKTHPAHU J1a He KbpMAT, ako npuemat REZOLSTA.

He ce npenopbuBa KbpMeHE NpH KkeHH, KouTo ca XV B-monoxurennu, Teit kato XMB unbekiusaTa
MOJKe J1a ce mpeaaje Ha 6edeTo upe3 KbpMmara. AKO KbpMHUTE WIIH TUTAHUpATe a KbpMHTE, TPsOBa J1a
oOchauTe TOBa ¢ Bamms iekap B3MOKHO Hal-CKOPO.

Ilodupane u padoTa ¢ MAIIUHU
He pabotere ¢ mammnu u He modupaiiTe, ako ce 4yBcTBaTe 3amMasiHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HaTpHid

ToBa nekapcTBO ChAbpiKa Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e. MOXKE /1a Ce Kaxe,
Yye MPaKTUIECKH HE ChbpKa HATPHM.
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3. Kak na npuemate REZOLSTA

Bunaru npuemaiite TOBa JIEKapCTBO, TOYHO KakTo Bu e kazan Bammmsr nekap, GpapMaieBT uin
MEAMIIMHCKA cecTpa. AKO HE CTE CUTYPHH B HEIIO, MonuTaiTe Barms jgekap, hapMalieBT Win
MEIHULIMHCKA CECTpA.

TpsoBa na npuemare REZOLSTA Bceku jieH u BuHaru ¢ xpana. [leiictBuero Ha REZOLSTA He e
edexTuBHO Oe3 xpaHa. TpsOBa Aa ce HaXpaHUTE WK J1a TIpUEeMeTe JieKa 3akycka 30 MUHYTH Tpean
npueMa Ha REZOLSTA. Buabt Ha XpaHarta He € OT 3HaUCHHE.

- I'pnTaiite TabneTkaTa 1s1a ¢ HAMMTKA KaTO BOJA UM MIISTKO. AKO MMaTe 3aTPyAHEHUS C
reataneto Ha REZOLSTA, kaxere Ha Bamms nexap. TabneTkara ¢ genuTenHa yepra MOXe 1a
ce pa3zieiy Ha 2 yacTu Ha pbKa. JlenuTenHaTa 4epTa € caMo 3a YJIEeCHsIBaHe Ha CUyIBAHETO.
Crnen pa3zuynBaHe Ha TabneTkaTa Is1aTa 1032 (IBeTe MOJI0BUHH) TpsiOBa Ja ce mpueMe BelHara,
3a Ja OJIy4MTE IIbJIHATA J103A.

- [Ipuemaiite ocrananute cu nexapctsa cpemry XWB, npunaranu B komOuHanus ¢ REZOLSTA,
CBIJIACHO MPENOPBKUTE HA Bamms nexap.

CpaJisiHe HaA 3al[UTEHATA OT Jena 3anmylrajkKa

@ [TmacTmacoBara OyTHIIKA € 3aTBOpEHA ChC 3allIUTEHA OT JIela 3aITyIanka 1
' Y TpsOBa a Ob/Ie OTBOPEHA 1O CIICTHUS HAYMH:
C - HarucHere nmactMacoBaTa 3amyniainka Hajoiny, KaTo ChIICBPEMEHHO 5
@J 3aBBPTUTE B TIOCOKA, 00paTHa Ha YaCOBHUKOBATA CTPEIIKA.

- MaxneTre OTBUHTCHATA 3alryniajika.

AKo cTe npuesu noseye otT Heodxogumara n103a REZOLSTA
Cewpxere ce He3abaBHO ¢ Bammis ekap, hapMarieBT WM MEUIIMHCKA CECTpa.

AKko cte nponycHam ga npuemere REZOLSTA

Ako 3a0enexxute ToBa B paMKuTe Ha 12 yaca, Tpsa0Ba 1a B3eMmere TabieTkara He3a0aBHO. Bunary s
npuemaiite ¢ Xxpana. Ako 3abenexwure cjea 12 yaca, ToraBa npoIryCHETe TO3U TIPUEM U B3eMETe
CJIeIBaIINTE JI03H, KaKTO 0OMKHOBEHO. He B3emaiite nBoiiHA /1034, 3a J1a KOMIIEHCHPATe MPOIycHaTaTa
J03a.

Axo nopbpHerte cjieg npuema Ha REZOLSTA

AKO NOBBPHETE B PAMKHUTE Ha 4 yaca OT IpHeMa Ha JIEKapCTBOTO, BH3MOXKHO Hal-CKOpO TpAOBa 1a
npueMerte npyra go3a REZOLSTA c¢ xpana. Ako IOBBpHETE cJiell oBedYe OT 4 yaca OT IIpreMa Ha
JICKapCTBOTO, TOraBa He TPpsAOBa Ja npuemarte apyra g03a REZOLSTA 10 cieaaiioTo o0u4anHo
IUTAHUPAaHO BpEME.

Cepprkere ce ¢ Bamms nekap, ako He cTe CUTYPHH KaKBO Jja IPaBUTEe, KOTATO MPOITyCHETE 103a WK
IIOBBPHETE.

He cnupaiite 1a npuemate REZOLSTA, npeau nbpBo Aa ce KOHCYJTUpaTe ¢ Bamus Jiekap
Cren xaTo JIeYEHHETO € 3aIl04HaTO, TO He TpsiOBa Jia ce crupa 0e3 yKa3zaHHs OT JIeKaps.

JlexapctBara npotus XMB mMoxe na Bu Hakapar na ce nodyBcTBarte mo-goope. Jopu, xoraro ce
YyBCTBaTe M0-1100pe, He npekpatsBaiite nprema Ha REZOLSTA. Koncynrupaiite ce mbpBo ¢ Bammms

neKap.

AKO UMaTe HIKaKBH JIOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, MOMHTAlTe
Bamms nekap, ¢papMarieBT WM MEJUIIMHCKA CECTpa.

114



4. Bb3MOKHHU HexkeJIaHU peaknuu

Ilo BpEMC Ha JICUCHUC 3a XHNB moxe Jla HaCTBhIIM YBCINYaBaHC HA TCTJIOTO M HA HUBATa HA JIMITUIAUTC
U TJIFOKO3aTa B KPpbBTa. Tosa otyactu e CBBP3aHO C Bb3CTAHOBSABAHC HA 3APaBCTO U HAYMHA Ha )XUBOT,
a [0 OTHOLICHUC HA JIMIINUAUTE B KPBBTA ITOHAKOI'a € CBbP3aHO U CbC CAMUTC JICKAPCTBA 3a XUB.
Bammsar JICKAp HIC HAIIpaBXU U3CJICABAHUS 3a TC3U IIPOMCHHU.

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKC 1a IPCAU3BUKA HCIKCIIAHU PCAKIINU, BBIIPCKHU Y€ HC
BCCKMU I' I10JTy4aBa.

Ka:kere Ha Bamus Jiekap, ako pa3BueTre HKOS OT CJIeJHUTE HeKeJIaHU peaKkuHm.

CrobmaBanu ca mpodaeMu ¢ YepHHUS Apo0, KOUTO MOHAKOTa MOXKeE Ja ca TeKKU. Bammst nekap
TpsiOBa na Bu HampaBu n3cnenBaHus Ha KpbBTa Mpeau fa 3anodynere jedennero ¢ REZOLSTA. Axo
uMare XxpoHnuHa nHdeknus ¢ xematut B wmu C, Bammsit nexap tpsosa na Bu npaBu no-uecto
KPBBHU H3CIIEIBaHUsI, 3a10TO NpH Bac MMa mo-rojsiMa BEpOSITHOCT OT Bb3HUKBAHE Ha MPOOJIEMH C
yepHus Apo0. ['oBopere ¢ Bamms nekap 3a npu3HayTe ¥ CAMITOMUTE, CBBP3aHH C IPOOJIEMH C
yepHUs Apo0. Hskou oT TSX ca MOXBITABaHE HA KOXKaTa MU OsulaTa 4acT Ha OYMTe, ThMHA YpHHA (C
LBST Ha Yail), M3NPa>KkHEHNsI C MHOTO CBETHJI LIBST (M3X0KAaHUs), TaicHe, TOBPBIIaHe, 3ary0a Ha
aneTuT Wwin O60JiKka, 00JIKa U HEMPHUATHO yCelIaHe OTIICHO oA pedpata.

Uecra Hexxenana peakius kbM REZOLSTA e koxen 00puB (T10-4€CTO KOraTo ce Impuiiara B
KOMOMHAaLUS ¢ paiTerpasup), cbpoex. OOpUBBT OOUKHOBEHO € JieK 10 yMepeH. Koxuuar oopus
MOYeE CBIIO Taka Ja ObJie CHMIITOM Ha PSIJIKO, TEXKKO 3a00JsBaHe. 3aTOBa € BAXKHO Jla TOBOPHTE C
Bamms nekap, ako nonyunrte oOpuB. Bammst nexap me Bu mochBeTBa KakBo J1a MPaBHUTE MPH TAKUBA
cumnromu u namu REZOLSTA Tpsi6Ba na ce cripe.

JpyrH TeXKH HeXXellaHW peakinu, HabmronaBanu npu 1 Ha 10 manuenTH, ca quader. Br3nanenue Ha
naHkpeaca (ImaHkpeaTut) ce chobiasa mpu 1 Ha 100 marueHTH.

MHoro yecTu HeXXeJIaHU peakIuy (Moke J1a 3acerHat nosede oT 1 Ha 10 gymm)
- riaaBobosme
- Juapus, TajicHe.

UecTn HEXXETIAaHU peakIuy (MoXxe aa 3acerHar g0 1 na 10 mymm)

- AJIIEPTUYHH PEaKIHNU KaTo ChpOeK

- HaMaJleH areTuT

- HeoOMYaliHU CHHUILA

- MOBpBIIaHe, 00JIKa WK NOJyBaHe Ha KOpeMa, HapyIIeHO XpaHOCMUIIaHE, Ta30Be

- OOJIKH B MYCKYJIUTE

- ymopa

- OTKJIOHEHHS B PE3yJITATUTE OT KPHBHUTE U3CIICABAHNS, HAIPUMED HAKOU M3CIICIBAaHHS HA
yepHUs ApoO uinn 0bp0penure. Bammst nexap e Bu o0sichu ToBa.

- ciadocr.

Heuectn Hexxenanu peakrum (Moxe na 3acerHat 1o 1 Ha 100 mymm)

- CHUMIITOMH Ha MH(EKLUS UK HAa aBTOMMYHHH HapyIleHHs (Bb3MaIUTENICH CHHIPOM MPH
MMYHHO BB3CTaHOBSIBaHE)

- OCTEOHEKpo3a (3ary0a Ha KOCTHA ThKaH MMOpaJiv NMPEKbCBaHE Ha MMPUTOKA HA KPBB KbM KOCTTA)

- YToJIEMSABAHE Ha I'bPJUTE

- OTKJIOHEHHA B PE3YyITATUTE OT KPbBHUTE M3CJICBAHM Ha TAaHKpeaca, BUCOKO HUBO Ha 3axap,
OTKJIOHEHHA B HUBATa Ha , IunuaAnTe" (MacTuTe). Bamuar nekap me Bu o0sicHu ToOBa.

- QJIIEPTUYHH PEAKLUHU KaTo KONPUBHA Tpecka (YpTHKapHs), TeXbK OTOK Ha KoXKaTa U JPyrd
THhKaHU (Hali-4ecTo Ha YCTHUTE WM Ha OYHTE)

- TEXBK 00pUB ¢ 00pa3yBaHe Ha MEXypH H JIIOLIICHE Ha KOKaTa, 0COOCHO OKOJIO yCTarta, Hoca,
OYHUTE U MOJIOBUTE OPTaHU.
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Penxu vexxenanu peaknun (Moxe na 3acerHat 1o 1 #a 1 000 mymm)

- peaxnus, Hapeuena DRESS [Texbk 00puB, koiTo Moke Ja Obae mpuapysKeH OT BUCOKa
TeMIieparypa, ymopa, o{lyBaHe Ha JIMIETO WK JIMM(pHHATE BH3IH, yBeJIMYaBaHe Ha
eosuHO(UHTE (BU OSITU KPHBHH KIETKU), €PEKTH BBPXY YEpHUS Ipod, ObOpennTe nim
Oenmute MpodoBe]

- 0BOpeuHo 3a00sABaHe B CIEACTBHE Ha 00pa3yBallUTe ce KpUCcTalIu B ObOpeKa B pe3yaTar oT
JICUCHHUETO C JApyHABUD.

Hexenanan pcaKknuu ¢ HCU3BCCTHA YCCTOTA: 06pI/IB, KONTO MOXeE Ja CTaHC TCKBK WK NIOTCHIMAJIHO

JKMBOTO3acTpaliaBaril:

- O6pI/IB C MEXYPpH U JIIOOICHE Ha KOXKaTa I10 rojiiMa 4acT OT TAJI0TO

- YCPBCH O6pI/IB, MOKPUT C MAJIKU ITBJIHU C THOM MNOAYTHUHH, KOUTO MOIr'aT Aa CC paspOCTPaHAT I10
TAJIOTO, ITIOHAKOr'a C TPECKa.

Hsixon HexxenaHu peakiuu ca TUIIMYHU 3a JiekapcTBara cpemty XHB, kouto ca oT chiaTta rpyna

kakTo REZOLSTA. Toga ca:

- MYCKyJIHa 00JIKa, UyBCTBUTEIHOCT MK CJIA00CT. B penku ciiydyan Te3u MyCKYJIHU HapyIIeHUS
ca Onim cepuo3HHU.

Chol01maBaHe Ha HesKeJIAHM pPeakuuu

Axo IMOJIYYUTC HAKAKBU HCXKCIIaHU JICKAPCTBCHU PCAKIINHU, YBCIOMETC Bamms JICKap, (’papMaueBT 501041
MEIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUYKU Bb3MOXKHU HEONMCAHU B Ta3M JINCTOBKA HEXKEJaHH
peakiu. MoxkeTe ChIIo a ChOOIIUTE HEXKENaHU PEeaKIMy JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32
cbo0mmaBane, nocoueHa B IIpunoxenue V. Karo cro0maBare He)xellaHN peakluK, MOKETE J1a Ja/ieTe
CBOS IPUHOC 3a [0JyYaBaHe Ha MoBeue HH(POpMaII OTHOCHO 0€30IacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansaBate REZOLSTA
Jla ce cpxpaHsaBa Ha MsCTO, HEJJOCTHITHO 32 JIela.

He u3non3Baiite TOBa JIEKapCTBO CIIEI CPOKa HAa TOJHOCT, OTOENA3aH BhPXY KaPTOHEHATa OIAKOBKA U
Oyrunkara cien “T'omeH no:“. CpoKbT Ha TOMHOCT OTTOBAPS Ha MOCIEAHHS JICH OT IIOCOYCHUS MECETl.

He u3non3Baiite TOBa JIEKapCTBO CIIE 8 CEAMHUIIM OT ITBPBOTO OTBApsIHE HA OyTHITKATA.
REZOLSTA =He u3ucKBa CIieiaaIHu YCIOBHUS Ha ChXPAHCHHE.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHU OTHaIbIIH.
[Monuraiite Bammst papmanieBT Kak Ja U3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinspare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cpabp:xka REZOLSTA

- AKTHUBHU BeIECTBA: JapyHaBUpP U KoOunucrtat. Beska TabneTka chabpika 675 mg qapyHaBup
(xaro eranonar) u 150 mg xobummcTar.

- Hpyru ceeraBku: 6e3BoAeH KojouaeH cuinnues nuokena (ES51), Mukpokpucranina nemyiosa
(E460(i)), kpockapmenosa Hatpuii (E468) u marnesues creapar (E572). ®unmMoBOTO MOKpUTHE
CBhABPIKa MoJueTusIeH riukon (Makporon) (E1209), monuBUHMIOB anKOXOJ - YaCTHYHO
xuaponusupan (E1203), rank (E553b), tutanoB quokcun (E 171), xbit sxene3eH okcun (E172)
1 depeH xenezeH okcun (E172).

Kak m3rie:xna REZOLSTA u kakBO ChIbP7Ka ONMAKOBKATA

OdunMupana 3ejeHa 0 ThMHO3eIeHa TabaeTka ¢ oBaliHa opMa U AeTUTENTHA YepTa, ¢ O3HAUYCHUE
,075% ot emqnata crpana, TG ot npyrara cTpana.
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30 TabneTKu B IIacTMacoBa OyTHIIKA.

IIpuTe:kaTen HA pa3pelIeHHETO 32 yOTpeda

Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIponsBoauTe

Janssen Pharmaceutica NV, Turnhoutseweg 30, B-2340 Beerse, benrus

3a JOIIBJIHUTCIIHA I/IH(bopMaL[I/IH OTHOCHO TOBa JICKapCTBO, MOJI, CBBbPIKCTEC CC C JIOKAJTHUA

NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@.jnj.com

Buarapus

»oKOHCBH & JI)xoHChH brarapus” EOO/
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EArada

Janssen-Cilag ®appokevutiky Movorpoésmmnn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/Tel: 800 29 504
info_belux@.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600
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Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvéapoc Xatinmavayng Atod
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romania
Johnson & Johnson Romaéania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

Jarta Ha nocJjieJHO npepa3riexkaane Ha JucroBkara {MM/YYYY}.

IMompoOHa uH(popMalrs 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
o Jekapcraara: https://www.ema.europa.eu.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

REZOLSTA 600 mg/90 mg nucneprupaim ce TadJieTK1
napyHaBup/koourucrat (darunavir/cobicistat)

IIpoueTeTe BHMMATEIHO LSJIATA JIUCTOBKA, npeau (Bue uiu Bamero nere) 1a 3anounere aa

npueMare TOBa JIEKAPCTBO, Thil KaTo TA ChABbP:Ka BaxHa 3a Bac undopmanusi.

- 3ana3zere Ta3u AUCTOBKA. Moxe na ce Hanoxu Bue niu Bamero aete na s npouereTe OTHOBO.

- Axo Bue unu Bamrero nere nmaTe HsIKaKBU AOIBIHUTEIHU BBIPOCH, NonuTaiTe Bamus nexap
WM Jiekaps Ha Barero gere, hapManeBT WM MEJUIIMHCKA CECTpa.

- ToBa nekapcTBO € npeanucaHo Ju4Ho Ha Bac wnu Ha Bamero gere. He ro npeoTcThiBaiiTe Ha
npyru xopa. To Moke 1a UM HaBpeaH, HE3aBUCUMO Y€ MTPU3HAINTE Ha TAXHOTO 3a00JIsBaHe ca
chInuTe Kato Bammre (v kato Ha Bameto gere).

- Axo Bue unmm Bamero JACTEC MOJYUUTEC HAKAKBU HCXKCIIAHU JICKAPCTBCHU pC€aKIINU, YBEAOMETC
Bamus nekap (unu nexapst Ha Bamero niete), papManeBT Wil METUITMHCKA cecTpa. Tosa
BKJIIOYBA U BCUUKHU BB3MOKHHU HEXKEJIAHU PEaKIMHU, HEOMIMCAHU B Ta3U JUCTOBKA. BuxTe
TOYKa 4.

- WudopmanusTa B Ta3u IHCTOBKA € 32 Bac nnu 3a BameTo gere, HO B Hest HU€ OOMKHOBEHO
Ka3BaMe MpocTo ,,Bue®.

KakBo cbabp:ka Ta3u JIMCTOBKA:

Kaxso npencrasnsiBa REZOLSTA u 3a kakBo ce H3nonssa
Kakso TpsiOBa na 3Haere, npeau na npuemere REZOLSTA
Kaxk na mpuemare REZOLSTA

BBb3MoxkHM HEXeENTaHU peakuu

Kak na cexpanasare REZOLSTA

ChabpkaHye Ha ONTAKOBKATa M JOBIIHUTEIIHA HHPOPMALIUS

AR e

1. Kaxkso npeacraBiasasa REZOLSTA u 3a kakBo ce u3noJi3Ba

Kakso npencraBiasiBa REZOLSTA?

REZOLSTA cbabpika akTHBHUATE BELIECTBA JapyHAaBUP U KOOMLIUCTAT.

JapyHaBup npuHAUICKN KbM Tpymia iekapcTsa cpenty XWB, Hapeuenu ,,ipoTeasHr HHXUOUTOPH,
KOHUTO AEHCTBAT, KaTO HaMaJsBaT KoandecTBOTO Ha XM B BbB Bammst opranusbsM 1O MHOTO HUCKO
HuBO. Toii ce mpuiara ¢ KOOMIKCTAT, KOWTO YBENUYaBa KOJIMYECTBOTO HAa AapyHaBHpP B KpbBTa Bu.
Jlewennetro ¢ REZOLSTA mie mogo6pu numyHHaTa Bu cuctema (€CTECTBEHUTE 3allIUTHA CHJTH HA
OpraHM3Ma) M Il¢ HaMaJIl PUCKa OT pa3BUTHE Ha 3a00JsiBaHus, CBbp3anu ¢ XV B nndeknusara, HO
REZOLSTA He e cpeactso 3a u3nekyBane Ha X1 B ungexus.

3a kakBO ce U3M0a3Ba?

REZOLSTA 600 mg/90 mg (napyHaBup/KOOHUIIUCTAT) Ce U3IIO3BA 3a JICUCHHUE Ha Jela Ha Bb3PacT
3 rOJIMHY UIIHU MO-TOJIEMH C TETTIO0 Hal-ManKo 15 kuimorpaMa 1o noj 25 KMIorpaMa, KOUTO ca
uHdexrupanu ¢ XMB (Buxkre ,,Kak na mpuemare REZOLSTA® B Ta3u TUCTOBKA)

REZOLSTA Tpsi6Ba na ce npueMa B KoMOWHaNus ¢ Apyry JekapcTsa cpeiry XVB. Bamust nekap mie
06chau ¢ Bac kakBa KOMOMHAITHS OT JICKapCTBa € Hai-1moaxosma 3a Bac.

2. Kaxkgo Tps0Ba 1a 3Haete, npeau na npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIePruYHM KbM JIAPYHABUP, KOOUITUCTAT WIIH KbM HSIKOS OT OCTAaHAIIUTE ChCTABKHU Ha
TOBA JICKapCTBO (M30pOCHH B TOUKA 6).

- aKO MMaTe TEKKH YepHOApooHn mpodaemu. [Tonuraiite Bamms jgekap, ako He CT€ CUTYPHU
OTHOCHO TEKECTTa Ha YepHOAPOOHOTO cu 3aboisBaHe. Moxke 1a € He0OX0AUMO J1a Ce IIPOBeaT
HSAKOU JOIIBJIHUTCIHU U3CJICABAaHUA.
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VYBenomMere Bamns nekap 3a BCHUKH JIEKapCTBa, KOUTO IpHUeMaTe, BKIIIOYUTEIHO 3a TE3U, KOUTO CE
IIpUeMarT Mpe3 ycraTa, MHXaIupaT ce, MHXKEKTUPAT Ce WIH e IIpuiiaraT BbpXy KOXKaTa.

He komOunupaiite REZOLSTA ¢ HHKOe 0T c/IefHHTE JJeKapCcTBa
AKo npremaTte HAKOE OT Te€3H JIEKapCcTBa, oNuTaiiTe Bammus nexap 3a npeMUHaBaHE KbM IPYro

JIEKapCTBO.

JlekapcTBO

IIpenna3HayeHne HA JIEKAPCTBOTO

Angyzozun

3a JICYCHHUC Ha YIrOJICMCHA IPOCTATa

Amuooapon, benpuoun, OponedapoH,
u8aOPAOUH, XUHUOUH, PAHOLA3UH

3a JIeYCHUE Ha HAKOW ChPJCUHH 3a00JIsIBaHus,
HampyMep HapyIICHUE Ha ChbPACUHUS PUTBM

Kapbamasenun, henobapdbuman n penumoun

3a OpCAOTBPATABAHC HA MPpUITAAbLIHA

Acmemuzon unu mepghenadun

3a JICYCHUC HA AJICPTUYIHH CUMIITOMU

Koaxuyun (ako uMate Ob0pevHN/9epHOIPOOHN
po0JIeMH )

3a JIeYeHHE Ha TIoarpa Wik GaMuIHa
(HacnenCcTBEeHA) CPEIM3eMHOMOPCKA TPECKa

Kombunupanusm npodykm
JONUHABUP/PUMOHABUD

nekapctBo npotus XMB

Pugpamnuyun

3a JICUCHUC Ha HAKON I/IH(i)eKI_[I/II/I KaTo
TyOepKy03a

Jlypazudon, numosuod, Keemuanu uiu
cepmuHoon

3a JICUEHHUE HA IICUXUYHU 3200 IIBaHUs

Epeo ankanouou xaro epecomamun,
OUXUOPOEPSOMAMUH, epeOMEMPUH T
MeMULEep2OHOBUH

3a JICHCHUC Ha MUTPCHO3HO riaBoOoJIre

Huzanpuo 3a JICUCHUE HA HAKOM CTOMAIIHU 3a00JIsIBaHUS
JKvam xaumapuon (Hypericum perforatum) pacTUTesICH NPOYKT, M3IIOJI3BAH TIPH JICTIPECHs
Enbacsup/epazonpesup 3a JeueHue Ha uHbekius ¢ xenatut C

ﬂoeacmamuﬂ, CUMBACMAMUN A JIOMUMANUO

3a ITOHM’KAaBaHC HMBATA HA XOJICCTCPOJIa

Tpuasonam unu nepopanen (IpUET Mpe3 ycraTa)
Mudazonam

na Bu noMorse na cnurte u/uian Aa HaMajiu
TPEBOXKHOCTTA

Cunoenaghun 3a JIeYCHUE Ha CHPJICYHO U 0eN0ApOOHO
3a0oJsiBaHe, HApEUeHO OenoapoOHa apTepraiHa
xunepToHus. Vima v apyru npuiokeHus Ha
cunaeHaduin. Mons BxTe Touka ,,J{pyru
nekapctBa 1 REZOLSTA®.

Asanagpun 3a JICYCHUE Ha epeKTHIIHA AUCHYHKINUS

Tuxaepenop 3a NpeAOoTBpaTsIBaHE CICIBAHETO Ha
TPOMOOIIUTHUTE TIPH JICUCHHE Ha AIIUEHTH C
WH(PAPKT

Hanokcezon 3a JICYCHUE HA 3aIeK, NPEAU3BUKAH OT ONMOUAN

Hanokcemun 3a JIeYCHHE Ha IPEKICBPEMECHHA ESKYJIALHSI

Homnepuoon 3a JICUCHHE HA raJIeHe U TIOBPBIIaHEe

Ipenynpe:xnenust 1 Npeana3’Hu MepKu

I'oBopere ¢ Bamms nekap, ¢papMaiieBT Wi MEIULMHCKA cecTpa, npean aa npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce orie Morar aa pa3BusiT HHOEKIUH WK IpyTy 3a00sBaHus,
cBbp3anu ¢ XMB nndexuusara. Tpsadsa penosHo Aa nocemansaTe Bamms nekap.

Xopara, npuemani REZOLSTA, moxxe aa momydaT kokeH o0puB. HeuecTo oOpuBBT MOXKeE /1a CTaHe
TEXbK WU MOTEHIMAIHO )KUBOTO3acTpamasal. Moms, cBepkeTe ce ¢ Bamms nekap, korato

MOJY9IHUTE OOPUB.
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[Ipu naunentn, npuemainu REZOLSTA u panrerpasup (3a XVMB nndexnus), Moxke 1a ce mosBsABaT
00prBHU (0OOMKHOBEHO JIEKH 0 YMEPEHH) ITO-4€CTO, OTKOJIKOTO MIPH HAlMEHTH, IPHEMAIN OTACTHUTE
JIeKapCTBa.

YBepere ce, 4e CTe MPOBEPHIIM TOUKUTE MO-A0Jy U ChoOIIeTe Ha Bamus nexap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- VYBenomere Bamms nekap, ako cte UMany Npoo1eMu ¢ YepHHsI APOO, BKITIOUYUTEITHO HHPEKIHS
¢ xenatuT B nnu C. Bamusar nekap Moxe Ja OLIEHH KOJIKO TE€XKO € YepHOApoOHOTO B
3a0oJsIBaHe, MPEeay Ja pely Janu Moxkete aa npuemare REZOLSTA.

- Yeenomere Bamus ekap, ako mpean cTe uMaid npodJjaemMu ¢ 0b0penuTe. BammsaT nekap
BHHUMATEITHO IIe TIperieHn nainu na Bu nexyBa ¢ REZOLSTA.

- VYBenomere Bamns nekap, ako nmate guader. REZOLSTA moske f1a NOBHIIM HUBATa HA
3axapTa B KpbBTa.

- YBenomere HezabaBHO Bamist jekap, ako 3a0eNeXnuTe HIKaKBH CHMIITOMH HAa HHpeKnmus
(mampumep yBenanyeHU JTUMGHH BB3IU U Tpecka). [lpu Hakou nanuenTtu ¢ Hanpegnana XHMB
MH(EKIYs U IpeKapaHu HeoOnvaiiHu WHQEKINHU, IbJDKAIIN ce Ha OTcIa0eHa UMyHHA cHcTeMa
(onOpTIOHUCTHYHY MH(EKIINH ), TPUIHALUTE U CUMITOMHUTE Ha BH3NAJICHUE OT MPETUITHH
MH(EKINN MOXKE J1a Ce MOSABAT CKOPO ciie]l 3arouBaHe Ha JieueHuero 3a XMB. Cusra ce, ye Te3u
CHUMIITOMH C€ ABJDKAT Ha MOJ00peHHe Ha UMYHHHSI OTTOBOP Ha OPraHU3Ma, IIO3BOJISIBAIKH My
Jia ce 0opu ¢ HHPESKIIMUTE, KOUTO MOXKE JIa ca OMIIM HayuIe O0e3 OUEBUIHA CUMIITOMHU.

- B nonmbiHeHnE KbM OMOPTIOHUCTHYHHUTE HHPEKIIMHA MOXKE J]a HACTBIIT CHIIO M ABTOUMYHHH
HapyLieHusl (CbCTOSHMSA, KOUTO HACTBIIBAT, KOIaTO UMyHHATa CUCTEMa aTaKkyBa 3/paBaTa
ThKaH Ha OpraHu3Ma), Clie]] KaTo 3aroyHeTe Ja MpreMare JiekapcTpa 3a JeueHue Ha Bamara
XUB uHpekuus. ABTOUMyHHHUTE 3a00JIsIBAaHKS MOXKE J]a Bb3HUKHAT MHOT'O MECEIIH CIIE]T
HAYaJIOTO Ha JICYEHUETO. AKO 3a0eeKUTe KAKBUTO U J]a € CHMITOMH HA MHQEKIUS WIH APYTH
CHUMIITOMH KaToO MYCKYJHa ciabocT, cnadocT 3amouBaliia oT pblieTe U KpakaTa 1 IpeMHHaBaIla
Harope KbM TSJIOTO, ChplieOneHe, TPENepeHe WIN CBPBbXaKTUBHOCT, MOJISl, HHPOPMUpANTe
He3abaBHO Barvst nekap, 3a a1a Bu ce npuinoxu HeoOX0AMMOTO JICUCHHE.

- VYBenomere Bamusg nekap, ako ctpagare or xemoguimmsa. REZOLSTA Mmoxe na moBuIy pucka
OT KbpBEHE.

- YBenomere Bamusg nekap, ako cte ajeprudeH(a) KbM cyagonamuam (Hampumep
ynotpeOsiBaHU 3a JICYCHHE Ha HIKOU WH(EKITUH ).

- Kaxere na Bammus siekap, ako 3a0eJeKUTe HIKAKBU MYCKYJIHO-CKeJleTHU npodiaemu. Hsxon
NAIUEHTH, PHEeMaIld KOMOMHUpaHa aHTHPETPOBUPYCHA TEPaIns, MOKE JIa Pa3BUST
3a00JsIBaHE Ha KOCTUTE, HAPEUCHO OCTEOHEKPO3a (3aryda Ha KOCTHA ThKaH, MOPaan NPEKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYUH MPU NPOIBIDKUTETHO
nedyenue 3a XMB, no-TexKo yBpexaaHe Ha IMyHHAaTa CUCTEMAa, HATHOPMEHO TETJIO WU
yrnoTpeba Ha aIKOXOJl, WJIH APYTH JeKapcTBa, HapeueH! KopTukoctepouau. [Ipu3Hanure Ha
OCTEOHEKpPO3a ca CKOBAaHOCT B CTaBHTE, OOJKH B CTaBUTE (0cOOEHO Ta300eapeHara cTasa,
KOJITHOTO Y paMOTO) U 3aTPYJHEHUS MPH JBIKEHHE. AKO 3a0eeKHuTe HIKOU OT TE3U
CHUMITTOMH, MOJIsi HH(opMupaiiTe Bamus nexap.

Jlena ¥ IOHOIIH
ToBa JiekapcTBO He e MPeHA3HAYEHO 32 YNOoTpeda npu Jena noja 3-roqMiIHa Bb3pacT WM ¢
TerJyio nox 15 kuinorpama.

REZOLSTA ce npesytara u karo tadnerka ot 800 mg/150 mg 3a aena ¢ Terno Haii-manko 40 kg
(BwxkTe otaenHa nctoBka 3a REZOLSTA 800 mg/150 mg dbunMupanu TabaeTKH).

REZOLSTA ce npeyiara 1 o ¢popmMata Ha TaOJIETKH € ACIUTEIHA YyepTa oT 675 mg/150 mg 3a nena
Ha BB3PACT 6 U MOBEYE MOJUHHM C Teryo Hai-manko 25 kg u 10 nox 40 kg (BukTe OT/e/IHATA IMCTOBKA
3a REZOLSTA 675 mg/150 mg ¢punmupanu TabneTkn).

Hpyru nexapersa u REZOLSTA

TpsOBa na kaxere Ha Bamus nexap wim papmarieBT, ako mpueMare |l HaCKOPO CTe IPHUEeMaH
JpYyTH JIEKapCcTBa.
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CeliecTBYBaT HIKOH JIEKapCTBa, KOUTO He TPAOBa Aa ce komOmaupat ¢ REZOLSTA. Te ca
n30poeHu no-rope mox 3ariasuero “He komounupaiite REZOLSTA ¢ Hukoe ot cjiegHure

JiekapcTBa:”,

REZOLSTA ne TpsiOBa 11a ce ynorpe6siBa ¢ APYro aHTUBHPYCHO JIEKAPCTBO, KOETO ChIBbPIKA
MOJICWJIBAIIA CHCTaBKa, WM IPYro aHTUBUPYCHO CPEACTBO, KOETO N3UCKBA MOJACUIBaHe. B HAKon
Cllydad MOJKE Jla C€ HaJI0XKU IIPOMSIHA B JO3UPAHETO Ha APYTHUTE JIeKapcTBa. 3aT0BAa BUHATH
cpobuiaBaiiTe Ha Bamms nekap, ako nmpuemare Apyru jekapcTsa cpemty XMB u cneapaiite cTpUKTHO
yKa3aHuATa Ha Bamus nexap 3a ToBa KOM JeKapcTBa Morar a ObaaT KOMOMHUPAHH.

Edexrute Ha REZOLSTA morat na ObaaT HaMalieHH, aKO IPUEMaTe HAKOH OT CICAHHUTE TPOTYKTH.
YBepomere Bamus nekap, ako npuemate:

- Fozenman (3a neuenne Ha CbpIeYHU 3200IITBAaHHS)

- Hexcamemaszon (MHXEKIMOHEH) (KOPTUKOCTEPOU)

- Edhasupeny, empasupun, negupanun (3a neuenue Ha XVB undexuns)

- Puganenmun, pugpabymun (3a nedenne Ha OaKTEpUATHU UHPEKINN).

Edexrure Ha apyru nekapcTa Morat Ja ObaaT nmoBiusHM, ako npuemate REZOLSTA, u Bammsr
JieKap MOJXKE J1a TIoXKesae 1a IpoBe/e HAKOW JONBIHUTEIIHU KPbBHU U3CIIeABaHus. YBenomere Bamms
JieKap, ako rnpueMare:

- Amnoounun, kapeedunon, Ourmuazem, OU30NUPamMuo, Gearoounun, GiekauHuo, MOOKauH,
Memonpono, MeKCUlLEeMUuH, HUKApOUNUH, HUgh)eOunuH, nponagheHor, mumonon, gepanamu (Ipu
CBp/ICYHHU 3a00JIIBaHMsI), Thil KaTO JIeYCOHUST €EeKT WM HeXKEIAaHUTE PEaKIny Ha Te3H
JIeKapcTBa MOXeE Ja CE€ YCHJIAT.

- Anuxcaban, dabucampan emexcunam, e0okcadban, pusapokcabau, sapghapun, kionuoozpern (3a
HaMaJsIBAaHE CbCUPBAHETO HA KPBBTA), Thil KATO TEXHUAT JieueOeH e(heKT WK HEeKeJIaHH
peaKIMy MOTaT Jia ce MPOMEHSIT.

- Knonazenam (3a mpegoTBpaTsBaHe Ha T'BPUOBE).

- Ectporen-0azupanu XOpMOHaJIHA KOHTPALIENTHBU 1 XOPMOHO3aMECTUTEIHA TEParusl.
REZOLSTA moxe na Hamanu TsixHaTa eeKTHBHOCT. Korato ce M3mousBar 3a npena3Baie ot
3a0peMeHsIBaHe, Ce MPENophUBaT AITEPHATHBHNA METOIU Ha HEXOPMOHATHA KOHTPAIICTIIIHSI.

- Emununecmpaouon/opocnupenon. REZOLSTA Moxe 1a MOBHIIM PUCKa OT MOBHUILIABAHE HA
HHUBATa Ha KAIUH OT JPOCIIUPEHOH.

- Amopseacmamun, ghnysacmamun, numasacmamum, npasacmamuH, posyeacmamut (3a
NOHM)KaBaHEe HUBATa Ha X0JIeCTepo). PUCKBT OT yBpekaaHe Ha MyCKYJIUTE MOXKeE Ja ce
yBenuuu. Bamusr siekap 11e npereHy Kos cxema 3a HaMaJlsIBaHe Ha X0JIECTepoIia € Hail-1o0pa
3a Bamara KOHKpeTHa cuTyanusl.

- Lluknocnopun, eseporumyc, makpoaumyc, cupoaumyc (3a moTUCckaHe Ha UMyHHaTa Bu cuctema),
THH KaTO MOXeE Ja ce yBenuuaT JeueOHus e(heKT UIu HEXKENaHUTE Peakuy Ha Te3U
JIEKapCTBEHU MPOIYKTH.

- Kopmukxocmepouou, exniouumenno bemamemasoH, 6y0e30Hu0, GaymuKazon, MOMema3soH,
NpeoHU3oH, mpuamyuronion. Te3n TeKapcTBa ce U3I0JI3BAT 3a JICUeHUE Ha alepruu, acTMa,
BB3NATUTEIHN 3a00JI1BaHMsI HA YepBaTa, Bb3MAJUTEIHU 3a00sIBaHNS Ha KOXKaTa, OUHTE,
CTaBHUTE U MYCKYJIUTE, KAKTO 1 JPYTH BH3MAINTEIHHN 3200 siBaHus. Te3u ekapcTpa
OOMKHOBEHO Ce IpUeMar Ipe3 ycTara, HHXaIupaT ce, HHKEKTHPAT Ce WK CE HAaHACAT BbPXY
KO)KaTa. AKO He MOTaT Jja C€ M3IO0JI3BaT aJTePHATUBH, yIIoTpedaTa My TpsiOBa 1a CTaBa caMmo
CJIe/l MEIMITUHCKA OLIEHKA U TIPY BHUMATEJHO MPOCIIe/siBaHe OT Bamust Jekap 3a HexxenaHu
peaKIy Ha KOPTHKOCTEPOUJINTE.

- bynpenopun/nanoxcon, memaoon (JekapcTpa 3a JiedeHHE HA OITMOUIHA 3aBUCUMOCT)

- Canmemepon (IeKapCTBO 3a JICUCHUE HA aCTMa)

- Apmememep/nymedanmpun (KOMOMHHPAHO JICKAPCTBO 3a JICUCHUE HA MaJIapHsl)

- Lazamunub, upunomexan, HUTOMUHUO, UHOIACMUN, BUHKpUCMUH (JIEKapCTBa 3a JICUCHUE Ha
pax)

- Tepgenasun, pucnepudon, muopudasun (JISKapCcTBa 3a ICUXUIHUA 3a00JIIBAHUS )

- Knopasenam, ouazenam, ecmasonam, ¢iypasenam (IekapcTpa 3a JIeUeHUE HA HAPYIICHHUS Ha
CBHS WJIM TPEBOXKHOCT)
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- Cunoenagpun, madanaghun, eapoenagun (3a epeKTHIHA AUCHYHKLUS UIIH 32 JICUCHHE Ha
CBpACYHO U OenoapoOHO 3a00MsBaHe, HAPEUEHO 0esI0poOHA apTepHaIHa XUIIEPTOHUS)

- Texanpesup/nubpenmaszeup (3a neuenue Ha nadeknus ¢ xenatut C).

- Dezomepodun, conugenayun (3a JCUCHUE HA YPOIOTUIHN HAPYIICHUS).

Bammusar nexap Moxe Ja moskenae Ja MpoBee HSIKOU JOITBIHUTEIHN KPbBHHU U3CIIEIBAaHHS U 103aTa Ha
JPYTH JIEKapCTBa MOXKE J]a ce HAJI0XKHU J1a O'bJie IPOMEHEHa, 3aI[0TO JeYeOHMST ePeKT WIn
Hexxenanute peakuud Ha REZOLSTA unu Ha apyruTe IekapcTBa, MOTaT J1a ce IPOMEHST NPH
KoMOuHHpane. YBenomere Bamus nekap, ako npueMare:

- llabueampan emexcunam, edokcaban, éapghapun (3a HaMajsIBaHe ChCUPBAHETO HA KPHBTA)

- Anghenmanun (MHKXEKIIMOHHO OOJKOYCIIOKOSBAIIO ChC CHITHO U KPATKO JCHCTBHE, KOETO CE
M3I0J13Ba MIPH XUPYPTUUHH MIPOLIETYPH)

- Juzoxcun (3a NeyeHNe Ha HIKOU ChPJCYHH 3a00IIsIBAHMU )

- Knapumpomuyun (aHTHOMOTHK)

- Knompumason, ¢pryxonason, umpaxonason, u3agykoHazoi, no3akoHason (Cpeuy rbOnaHu
uH(pexuun). Bopuxonason TpsOBa Aa ce mpreMa caMo cliel MeIUIIMHCKA MPELeHKA.

- Pugabymun (cpeny 6akTepuainyg HHOEKIIH)

- Taoanagpun, cundenaghun, sapoeragun (IpU epeKTUIHA TUCHYHKLIUS UIH BUCOKO KPBBHO
HaJIsiTaHe B KPbBOHOCHHUTE ChAOBE Ha Oenute apo0oBe)

- Amumpunmunun, 0e3unpamut, UMUNPAMuH, HOPMPUNIMUIUH, RAPOKCEMUH, CEPMPATUH,
mpa3zo0on (3a JeueHne Ha JAeTpechs U TPEBOXKHOCT)

- Mapasupok (3a nedenne Ha X1B nndexums)

- Koaxuyun (3a nedeHue Ha mojgarpa wid gpamuisa (HacJlIeACTBeHA) CPEAM3EMHOMOPCKA TPECKa).
Ako uMaTe Ob0pevHO W/UITK YepHOIPOoOHO yBpekaaHe BkTe Touka ""He komOuHupaiite
REZOLSTA c HuKOe 0T ciielHUTe JieKapcTBa''.

- bosenman (3a nedyeHre Ha BUCOKO KPBBHO HAJSITaHE B KPbBOHOCHUTE ChIOBE Ha OENUTE
JpoOoBe)

- Bycnupon, knopazenam, ouazenam, ecmazonam, Quypazenam, 301nuoem, Muoa3onam, Ko2amo
ce u3non36a 3a undicexkmupane (JIekapcTsa 3a JeUeHrne Ha IPOOJIEMH ChC ChHS U/HITH
TPEBOXKHOCT)

- Memgopmun (3a eyeHne Ha quadeT T 2)

- Denmanui, OKCUKOOOH, mpamadosn (3a JedeHne Ha 00JKa).

ToBa He € IBJIHUAT CIIUCHK OT JIeKapcTBa. Y BeaoMere Bailvg ekap 32 BCMUKHU JIEKApCTBa, KOUTO
IpueMare.

BbpemeHHOCT M KbpMeHe
VYBenomere HezabaBHO Bamwis jekap, ako cte OpeMeHHa WK TuTaHupaTe OpeMeHHocT. bpemeHHu
KeHu He TpsoBa ga npuemat REZOLSTA.

[Topanu noTeHnraza OT HeXeNaH! peakuy MPU KbpMadeTa, JKeHUuTe TpsOBa ga ObaaT
WHCTPYKTHPAHU J1a He KbpMAT, ako npuemat REZOLSTA.

He ce npenopbuBa KbpMeHE NpH KkeHH, KouTo ca XV B-monoxurennu, Teit kato XMB unbekiusaTa
MOJKe J1a ce mpeaaje Ha 6edeTo upe3 KbpMmara. AKO KbpMHUTE WIIH TUTAHUpATe a KbpMHTE, TPsOBa J1a
oOchauTe TOBa ¢ Bamms iekap B3MOKHO Hal-CKOPO.

Ilodupane u padoTa ¢ MAIIUHU
He pabotere ¢ mammnu u He modupaiiTe, ako ce 4yBcTBaTe 3amMasiHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HaTpHid

ToBa nekapcTBO ChAbpiKa Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e. MOXKE /1a Ce Kaxe,
Yye MPaKTUIECKH HE ChbpKa HATPHM.
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3. Kak na npuemate REZOLSTA

Bunaru npuemaiite TOBa JIEKapCTBO, TOYHO KakTo Bu e kazan Bammmsr nekap, GpapMaieBT uin
MEAMIIMHCKA cecTpa. AKO HE CTE CUTYPHH B HEIIO, MonuTaiTe Barms jgekap, hapMalieBT Win
MEIHULIMHCKA CECTpA.

TpsoBa na npuemare REZOLSTA Bceku jieH u BuHaru ¢ xpana. [leiictBuero Ha REZOLSTA He e
edexTuBHO Oe3 xpaHa. TpsOBa Aa ce HaXpaHUTE WK J1a TIpUEeMeTe JieKa 3akycka 30 MUHYTH Tpean
npueMa Ha REZOLSTA. Bunst Ha Xpanara He € ot 3HaueHne. REZOLSTA nucneprupammu ce
TabJieTkH TPsiOBA a ce pa3TBOPSAT BLB BOJA.

- [Ipuemaiite ocrananute cu gexapctsa cpeity XWB, npunaranu B komOunanusi c REZOLSTA,
CBIJIACHO MPENopbKUTE Ha Bammms jexap.

Yxka3zanus 3a ynorpeda
Crenka 1: CBaJisiHe Ha 3aIIUTEHATA OT Jena 3amyajJaKa

@ [TmacTmacoBara OyTHIIKA € 3aTBOpEHA ChC 3allIUTEHA OT JIela 3aITyIIanka 1
' D TpsOBa a Ob/Ie OTBOPEHA IO CIICTHUS HAYMH:
E" - Hatucuere miactMacoBata 3amymiaika HaJoJy, KaTo ChIIEBPEMEHHO 5
@} 3aBBPTUTE B TIOCOKA, 00paTHa Ha YaCOBHUKOBATA CTPEIIKA.

- MaxHeTe OTBMHTEHATA 3aMyIajKa.
- UzBanere enna tabnerka. He uynere u He pa3TpornaBaiite TabineTkaTa.

Crbnka 2: Cioxere TadjeTkaTa B yaiia
. Crnosxete TabyeTkata B yaiia ¢ 30 ml (2 cyneHu JbKUIM) Hera3upaHa Boja.
o Pasobpraiite 100pe 10 MBIHOTO pa3TBapsHe Ha TabjeTKaTa.

Ako pasJjieere JIeKapCTBOTO, M3YUCTETE PA3JaATOTO. I/I3XB'I>pJIeTe OCTAHAJIOTO MPUTOTBEHO
JICKAPCTBO U HAIIPpaBE€TE HOBA 1034a.

I[osaTa Ha JIEKapCcTBOTO TpﬂﬁBa Aa ce mpuemMe BeaHara. Axo HE MMpUEeMCTEC BCAHAra NpuroTBEHOTO
JICKapCTBO, U3XBBHPJICTE CMECTA U IMTPUTOTBETC HOBA 103a JICKApPCTBO.

Crenka 3: Ilpuem Ha 1eKapcTBOTO

o [Ipuemere BeHATa ISLIOTO KOJUYECTBO OT MPUTOTBEHOTO JIEKAPCTBO. AKO € HE00XO0IUMO,
nmobaBeTe KbM IPUTOTBEHATA CMeC B Hamarta ome Boja (10 ml umu 2 9aeHU TBKAYKA) HITH
HAKOE OT CJICAHUTE: OPTOKaI0B COK (10 ml uiu 2 yaeHU IBKUYKH), A0BIKOBO Mmiope (1 yacHa
TBKUYKA) WK Krceno Mirsiko (1 4aeHa JbKU4Ka), 3a J1a TTOATIOMOTHETE MTPHIIOKEHUETO.
CwmeceTe U pueMeTe BeAHara UsjioTo KOJIMYECTBO OT MIPUTOTBEHOTO JIEKAPCTBO.

. Yamara TpsiOBa fa ce u3rurakae ¢ 5 ml (1 yaeHa TpKUYKA) TEUHOCT WK 2 YaeHA JILKHIKA MeKa
XpaHa, KaTo TpsiOBa Jia ce TIIbTHE IsJIaTa M3IJIaKHATa TEYHOCT, 3a Jla € CUTYPHO, Y€ € IIpHeTa
1sIaTa A03a. Tasu cThlKa MOXe J1a ce TOBTOPU MPH HYXKJa.

AKo cTe mpueu moseye oT HeodxoaumaTta 103a REZOLSTA
Cepprkere ce He3abaBHO ¢ Barms jekap, hapMalieBT WM MEIUIIMHCKA CecTpa.

AKko cte nponycHam ga npuemere REZOLSTA

AKko 3a0enexute ToBa B paMkuTe Ha 12 yaca, TpsOBa Ja B3eMeTe TabjieTkaTa He3abaBHO. Bunaru s
npueMaiTe ¢ XpaHa. Ako 3a0enexwure ciaen 12 yaca, ToraBa npoIyCHETe TO3U MPUEM H B3EMETe
CIIeABalUTE 103H, KakTo 00MKHOBeHO. He B3emaiiTe nBoifHA 1034, 3a 1a KOMIICHCHpATE MPOIycHAaTaTa
J03a.

Ako nopbpHete cjen npuema Ha REZOLSTA

AKO TTOBBpPHETE B pAMKHUTE Ha 4 yaca OT IpreMa Ha JIEKapCTBOTO, Bb3MOXKHO Hali-CKOpo TpsOBa 1a
npuemerte npyra 1o3a REZOLSTA c¢ xpana. AKo IOBBpHETE cJie/l oBeyYe 0T 4 yaca OT prueMa Ha
JIEKapCTBOTO, TOraBa He TpsiOBa 1a npuemate Apyra 1o3a REZOLSTA no ciensamoro oOudaitHO
IUTAHHPAaHO BpPEME.
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Copikere ce ¢ Bamms nekap, ako He ¢Te CHTYPHH KaKBO Jja IpaBUTE, KOTaTo MPOITyCHETE 1032 WIIN
IIOBBPHETE.

He cnimpaiite na npuemare REZOLSTA, npeau mbpBo Aa ce KOHCyJTHpaTe ¢ Bamms gexap
Cren KaTo JICUEHHETO € 3al04HaTo, TO He TpIOBa Jia ce crnupa 0e3 yKa3zaHHs OT JIeKaps.

JlexapctBara npotus XMB mMoxe na Bu Hakapar na ce nodyBcTBarte mo-goope. lopu, xoraro ce
YyBCTBaTe Mo-100pe, He npekpatsBaiite npuema Ha REZOLSTA. Koncynrupaiite ce mbpBo ¢ Bammus
JeKap.

AKO MaTe HSIKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBA JIEKApCTBO, IONUTAlTe
Bamms nekap, ¢papMarieBT WM MEJUIIMHCKA CECTpa.

4. Bb3MOKHHU HekeJIaHU peaKknun

ITo BpeMme Ha neuenue 3a XMB Moxe 1a HacTBHIIM yBEINYaBaHE Ha TEIVIOTO U HA HUBATa Ha JIMITUANTE
U TJI0K03aTa B KpbBTa. TOBa OTYACTH € CBHP3aHO C BH3CTAHOBSBAHE HA 3/[pABETO M HAYMHA HA JKUBOT,
a 10 OTHOILIEHUE Ha JINIIUJUTE B KPBBTA IIOHSIKOTA € CBBP3aHO U ChC CaMUTe JiekapceTsa 3a XB.
BamusT nexap 1ie HaripaBu U3ciIeABAHUA 33 TE3U MPOMEHH.

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NIPCAU3BUKA HCXKCIIaHN PCAKINU, BBIIPEKH Y€ HE
BCCKM I' I[10JTy4aBa.

Ka:kere Ha Bamus j1ekap, ako pa3puere HAKOSI OT CJIeJHUTE HesKeJaAHU PeaKLuH.

Cro01maBanu ca mpobdjaeMu ¢ YepHHS APo0, KOUTO MOHAKOTa MOXKeE J1a ca TEXKKH. Bammst nekap
TpsiOBa Ja Bu HampaBu n3cnenBaHus Ha KpbBTa npeau Aa 3anounere jedennero ¢ REZOLSTA. Axo
uMare XxpoHnyHa nHdexnus ¢ xenatut B wnu C, Bammsat nexap tpsdsa na Bu npaBu no-yecto
KPBBHU M3CIIeIBaHUsI, 3alI0TO MpH Bac riMa mo-rojsiMa BEpOsITHOCT OT BE3HUKBaHE Ha MPOOIIEMHU €
yepHUs Apo0O. ['oBopere ¢ Bamms nekap 3a npu3HAIMTE H CUMIITOMUTE, CBBP3aHH C IPOOIEMH C
yepHUs ApoO. Hskou oT TIX ca MOXBATABaHE HA KOXKaTa MM OsulaTa 4acT Ha OYMTE, ThMHA YpHHA (C
LBST HA Yail), M3NPa>KkHEHNsI C MHOTO CBETHJI LIBST (M3X0KAaHUs), TajicHe, TOBPBIIaHe, 3aryda Ha
amneTHUT WK 00JIKa, 00JIKa U HEMIPUATHO YCEIllaHe OTISICHO o] pedpara.

Yecta Hexxenana peakuus kbM REZOLSTA e koxeH 00puB (110-4€CTO KOTaTo ce Ipuiiara B
KOMOMHAIIUSA C pajTerpaBup), cbpoex. OOpUBHT OOMKHOBEHO € JICK 10 yMepeH. KoxHusAT 00puB
MOJKE CBIIO Taka Ja ObJIe CHMIITOM Ha PAIKO, TEXXKO 3a00JsBaHe. 3aTOBa € BaKHO J1a TOBOPHUTE C
Bammus ntekap, ako nonyuute oOpuB. BamusT nekap me Bu mochBeTBa KakBo Ja MpaBUTE MPH TaKWBa
cumriromu U nanu REZOLSTA TpsibBa na ce crpe.

Jpyru TexXku HexxeNnaHu peakuuu, HabmronaBanu npu 1 Ha 10 manuenTy, ca quader. Br3nanenue Ha
naHkpeaca (maHkpeaTHT) ce cboOmmasa npu 1 Ha 100 manueHTy.

MHoro yecTn HeXXeNaHH peakiuu (Moxe J1a 3acerHat nosede oT 1 Ha 10 gymmm)
- riraBo0oJme
- JMapus, rajicHe.

UYecrtyn HexxemaHu peaknuu (Moxe fa 3acerHat 1o 1 Ha 10 gymm)

- AIIEPTUYHH PEAKIINU KaTo ChpOeK

- HaMaJIeH aleTUT

- HeOoOMYaliHU CHHUINA

- MOBpBINIaHe, 00JIKA WIIH TTOTyBaHe HA KOpeMa, HapyIIeHO XPaHOCMUIIAHE, Fa30Be

- 0O0JIKM B MYCKYJIUTE

- yMopa

- OTKJIOHCHHS B PE3YATATUTE OT KPHBHUTE M3CIICABAHIS, HAIPUMEDP HAKOU M3CIICBAHUS Ha
yepHus Apod mim ObOperuTe. BammusT nekap e Bu 00scHu TOBA.
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- cJ1abocCT.

Heuectu nexxenanu peaxruu (Moxe na 3acersHart 1o 1 Ha 100 xymm)

- CHUMIITOMH Ha MH(EKIINS WM HA aBTOMMYHHU HapyIIeHUs (Bb3IMaIUTENICH CUHAPOM TIPH
MMYHHO Bb3CTAHOBSIBAaHE)

- OCTEOHEKpo3a (3ary0a Ha KOCTHA ThKaH MOpaJu NPEKbCBaHE HA MPUTOKA HA KPBB KbM KOCTTA)

- yrojieMsiBaHE Ha T'bPIUTE

- OTKJIOHEHHS B pe3yJTaTUTEe OT KPbBHUTE U3CJICABAHUS Ha IaHKpeaca, BUCOKO HUBO Ha 3axap,
OTKJIOHEHHS B HMBAaTa Ha ,,Jqunuaure (Mactute). Bammsar nekap me Bu 06scHu ToBa.

- AJIEPTUYHY PEAKIINU KaTo KOMPUBHA TpecKa (YPTHKApHs), TeXBK OTOK Ha KOXKaTa U IPyTH
ThKaHU (Half-uecTo Ha YCTHUTE WJIK Ha OUUTE)

- TEXBK 00OpUB ¢ 00pa3yBaHe Ha MEXYpH U JIIOLICHE Ha KOXKaTa, 0COOCHO OKOJIO yCTarta, HOca,
OYUTE U MOJIOBUTE OPTaHHU.

Penxu vexxenanu peaknun (Moxe na 3acerHat 1o 1 #a 1 000 mgymm)

- peaxnus, Hapeuena DRESS [Texbk 00puB, KoiTO MOXe Ja ObJe Mpuapy>KeH OT BUCOKa
TeMIieparypa, ymopa, oJ{lyBaHe Ha JIMIETO WK JIMM(HHUTE BH3IH, yBeIHMYaBaHEe Ha
eo3uHouHTe (B O KPBBHU KIETKU), €heKTH BbPXY YepHUs I1pod, OpOpennTe nin
Oenmute MpodoBe]

- O0BOpedHo 3a00sIBaHe B CIIEJCTBHE Ha 00pa3yBallUTe ce KpUCTAIU B ObOpeka B pe3ynTar OT
JICYEHUETO C TapyHaBHUP.

Hexenanu pCaKknrun ¢ HCU3BCCTHA YCCTOTA: O6pI/IB, KONTO MOXE Ja CTaHC TCKBbK WJIH IIOTCHIIMAJITHO

JKMBOTO3acTpaliaBaril:

- O6pHB C MCXYPH 1 JIOMICHE Ha KOXKaTa 110 IrojiiMa 4acT OT TAJIOTO

- YCPBCH O6pI/IB, MOKPUT C MAJIKU ITBJIHU C THOM MNOAYTHUHH, KOUTO MOIr'aT Aa CC paspOCTPaAHAT I10
TAJIOTO, ITIOHAKOra C TPECKa.

Hsxown HexxenaHu peakiuy ca THIIMYHH 3a JieKapcTBaTa cpemry XV B, kouto ca oT chinara rpymna

kakTo REZOLSTA. Tosa ca:

- MYCKYJIHa 00JIKa, YyBCTBUTEIHOCT WJIU ¢J1a0OCT. B penku ciiyyan Te3u MyCKYJIHU HapyIIeHUS
ca OWim cepuo3HHU.

Chol01aBaHe HA HesKeJIAHU pPeakluu

AKO MoNTyyHnTe HIKaKBH HEXEJIaHU JICKApCTBEHU peaklyy, yBeaomere Bamus nekap, papmanesT nnn
MEIUIMHCKaA cecTpa. ToBa BKIIIOUBAa BCUYKU BB3MOXKHU HEONMCAHU B Ta3M JIMCTOBKA HEXKeJaHH
peakiy. MoxkeTe ChIIo a ChOOIIUTE HEXKENaHU PEeaKIUy JUPEKTHO Ype3 HAlMOHAJIHATA CHCTEMa 32
cbo0maBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HesxellaHN peakluK, MOKETE J1a Ja/ieTe
CBOS IPUHOC 3a [0Jy4aBaHEe Ha MoBeue HH(POpMaIsI OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate REZOLSTA

Ja ce cpxpaHsBa Ha MSICTO, HEJIOCTHITHO 32 JCIa.

He u3non3Baiite TOBa JIEKapCTBO CIEI CPOKa HAa TOJHOCT, OTOENA3aH BhPXY KapPTOHEHATa OIAaKOBKA U
Oytunkara cien “I'omgen 10:“. CpoKbT Ha TOJHOCT OTIOBAPs Ha MOCICTHUS ACH OT IOCOYCHIS MECeTl.

He u3non3paiite ToBa JICKapCTBO 8 ceaAMuIy CJICa TbPBOHAYAIHOTO OTBApPSAHC HA 6YTI/IHKaTa.

Ha ne ce cpxpansBa Haa 30°C. CpxpaHsBaiiTe B OpUTHHAIIHATA OTIAKOBKA, 32 JIa CE MPEa3u OT
ceeminHAa. KoHTelHEPHT 32 abcopOrpaHe Ha KUCIIOPOI MOXKe J1a ObJie OTCTPaHEH CIe]] OTBapsHE.

He PI3XBT)pJI$[I>'ITe JICKapCTBaTa B KaHa/IM3alusATa UJiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaAbIN.

[Monuraiite Bammst papmanieBT Kak Ja U3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3noinspare. Te3u
MEpPKH L€ CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA Cpeaa.
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6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOopManms

Kaxkgo cbabp:ka REZOLSTA

- AKTUBHH BelIeCTBa: JapyHaBUP M Koouucrat. Beska Tabnerka chabpxa 600 mg napyHaBup
(xato eranoxar) u 90 mg kodbunucTar.

- Jpyru cbeTaBKU: 0€3BOACH KoouaeH cuiniueB auokcua (E551), MukpokpucTaliHa 1eiysios3a
(E460(1)), cumuunmpana MukpokpucTanna nenyiosa (E460(i)), kpockapMenosa HaTpuit
(E468), marunesues creapat (E572), manurton (E421), apomar Ha sirona (Chabppikaig
KOMIIOHEGHTH Ha €CTECTBEH apomart, ManroaekcTpus (E1400), Moguduippato apeBUIHO
numecre (E1450) u cpenHoBeprkeH Tpuriuiepun), cykpanosa (E955). ®@unimoBoTo nokpurue
ChIbpKa IIULEPOJIOB MOHOKanpuiiokanpar tuml 1 (E471), Makporon-nonu(BUHUIOB aJKOXO0M),
npucaznex cenonaumep (E1209), momuBUHMUIOB aKOXO0J - yacTUYHO Xuapoiusupas (E1203),

tank (E553b), TuranoB auokcun (E171), sxbar sxxenezen okeua (E172) u yepeH kene3eH OKCua
(E172).

Kak m3rie:xna REZOLSTA u kakBO ChABPKA OMAKOBKATA

YepBeHnKaBO-IMIaBa OBajHA (pUIMUpaHa Tabierka ¢ o3HaueHue "690" ot egnata ctpana u "TG" ot
nOpyrata ctpana. 30 TabneTku B miactMacoBa OyTwiika (¢ KOHTeHep 3a abcopOupaHe Ha KUCIIOPO/,
KOMTO MOJe JIa ce OTCTPaHu clie/l 0OTBapsHe). AOcopOepbT Ha KUCIOPOJ C€ ChABPIKA B OT/CICH
KOHTEHHep U He TpAOBa Ja ce MOTTbIIA.

IIpuTe:kaTen HA pa3pelIeHHETO 32 YOTpeda

Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIponsBoauTe

Janssen Pharmaceutica NV, Turnhoutseweg 30, B-2340 Beerse, benrus

3a AombIHUTETHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@.jnj.com

Boarapus

L JkoHCchH & JxonchH bearapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/Tel: 800 29 504
info_belux@.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

El)LGoa

Janssen-Cilag ®appokevtiky Movorpdommn

A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvéapoc Xatinmovayng Atod
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z o.0.

Tel.: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.

Tel: +351 214 368 600

Romaénia

Johnson & Johnson Romaéania SRL

Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

Jarta Ha nocJjieJHO npepa3riexkaane Ha JucroBkara {MM/YYYY}.
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IMompoOHa uH(popMalrs 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
o Jekapcraara: https://www.ema.europa.eu.
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