MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

REZOLSTA 800 mg/150 mg dunmupanu TabneTku
REZOLSTA 675 mg/150 mg dunmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

REZOLSTA 800 mg/150 mg ¢punmupann TabneTkn

Bcesika Tabnerka cpabpika 800 mg mapynasup (darunavir) (kato eranonat) u 150 mg xoOurucrar
(cobicistat).

REZOLSTA 675 mg/150 mg ¢punmupann TabneTkn

Bceska Tabnerka cpabpika 675 mg napyHaBup (darunavir) (kato etanonar) u 150 mg koouuucrar

(cobicistat).

3a IBIHUA CIIMCHK HA ITOMOIIHUTE BEIECTBA BIHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®dunmMupana tabneTka (TabiaeTka)
REZOLSTA 800 mg/150 mg ¢punmupanu tabieTku

Po3zoBa oBanmHa Tabmetka ¢ pazmepu 23 mm x 11,5 mm, ¢ Bre0HaTO penedro oznauenue "800" ot
ennata crpada u "TG" ot gpyrara ctpasa.

REZOLSTA 675 mg/150 mg ¢punmupanu tabieTku

3eneHa 10 ThMHO3€eNEHa oBaiiHa Tabierka ¢ pazmepu 21 mm x 10 mm, ¢ BIursOHATO penedHO
osHauenue "675" ot exnara ctpana u "TG" oT npyrara crpaHa.

JenurenHaTta yepTa € caMo 32 YJIECHSBaHE Ha CUYIIBAHETO C LIEJI MO-JIECHO I'bJITAHE, a HE 32 pa3esisHe
Ha paBHHU J03H.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHHU MOKA3AHUS

REZOLSTA e noka3an, B KOMOMHAIUS C IPYTH aHTUPETPOBUPYCHH JIEKAPCTBEHU MPOJTYKTH, 32
JieueHre Ha WHQEKIKs, MPUYMHEHA OT YoBelIKus uMyHoaeduiuten Bupyc-1 (HIV-1) npu Be3pactHu

Y TIeIMaTpUYHY MTAIUeHTH (Ha BB3pacT 6 U MmoBeue TOAWHY, C TeTo Haii-mamko 25 kg).

M3nom3Banero Ha REZOLSTA TpsiOBa 1a ce pbKOBOIM OT TEHOTHITHO M3cieaBaHe (BX. Touku 4.2, 4.4
us.1).

4.2 Jlosnpomca W HAYUMH HA NMPUITOKEHUE

JledenueTo TpsOBa 1a ObJE 3aII0YHATO OT MEIUITMHCKH CIISIIUANIMCT C ONHT B JieueHneTo Ha HIV
HHPEKIINA.
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Bw3pacmuu u ne()uamputmu nayuermu ¢ meeio Havi-manxo 40 k,Q

Tayuenmu, na Koumo He e npunacana anmupemposupycua mepanus (antiretroviral therapy, ART)
IIpenoppunTennara cxema Ha npuiiarane € exna Tabdnerka 800 mg napyHasup/ 150 mg koOumEcTaT
BEJIHBK JIHCBHO, IPUEMAaHa C XpaHa.

Hayuenmu, na xoumo e npunazcana ART

Enna tabnerka 800 mg napynasup/150 mg KoOMIKCTAT BEIHBK THEBHO, IPHEMaHa C XpaHa, MOXe Ja
Ce TpuIIara Mpy MalyueHTH ¢ TPEUITHA eKCTIO3UIIMS Ha aHTUPETPOBUPYCHU JIEKAPCTBEHU NIPOAYKTH,
HO 0€3 MyTalliH, CBhP3aHH C Pe3UCTEHTHOCT KbM HapyHasup (darunavir resistance associated
mutations, DRV-RAMSs)* u ¢ mnasmenu nuBa Ha HIV-1 PHK < 100 000 xomus/ml u 6poit na CD4+
kierkure > 100 knetku x 10%/1 (Bxk. Touka 4.1).

*  DRV-RAMs: V111, V32I, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V, L89V.

Tleouampuunu nayuenmu Ha 8v3pacm 6 u nogeye 200uHu ¢ me2no Hau-wanko 25 kg 0o noo 40 kg

Hayuenmu, na xoumo ne e npunacana ART
[IpenoprunTenHaTa cxema Ha MpHUJIaraHe € egHa Tabnerka 675 mg gapyaaBup/150 mg kobumuctaTt
BEJHBXK JHEBHO, TIPUEMaHa C XpaHa.

Tayuenmu, na xoumo e npunazana ART

Enna tabnerka 675 mg napynasup/150 mg koOUIMCTAT BEHBX THEBHO, IpUEMaHa ¢ XpaHa, MOXe J1a
ce mpuIiara Mpy MalyueHTH ¢ IPeIUIHa eKCIIO3ULIMS Ha aHTUPETPOBUPYCHU JIEKapCTBEHU MPOAYKTH,
HO 6e3 DRV-RAMSs* u ¢ mna3menu nuBa va HIV-1 PHK < 100 000 xonusi/ml u 6poit na CD4+
xietkure > 100 knetku x 10%/1 (Bxk. Touka 4.1).

*  DRV-RAMs: V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V, L89V.

IIpu Bcuuky ApyTH ManueHTH, Ha kouto e npuiarada ART wnu He e HanmuHo u3cnenBane 3a HIV-1
reHotun, n3non3BaHeTo Ha REZOLSTA He e moaxossmio u TpsAOBa 1a ce U3IMoi3Ba Jpyra
aHTHpETPOBUpPYCHA cxema. HampaBete cripaBka ¢ KpaTkaTa XapaKTepUCTHKA Ha JIPYTH
AHTUPETPOBUPYCHH JICKAPCTBEHU MPOIYKTH 3a MHOOPMAIIUS OTHOCHO JIO3UPAHETO.

Cveem npu nponycuamu 003u

Axo REZOLSTA e nporycHaTa B paMkuTe Ha 12 yaca oT 00M4aifHOTO BpeMe 3a MpueM, MallueHTHTE
TpsiOBa Jja 0BT MHCTPYKTHUPAHHU Jla TPHEeMAaT Bh3MOKHO Hal-CKOpO IpeIIucanara /103a ¢ XxpaHa. AKo
ca U3MHUHaJM noBeye oT 12 yaca ciex oOM4aifHOTO BpeMe 3a preM, IPOIycHaTaTa j103a He TpsiOBa aa
ce MpreMa M NauueHThT TpAOBa J1a MPOABIKY 10 00nJaiiHaTa cxema Ha IPHI0KEHHE.

AKO ManyeHThT NOBbPHE B PAMKUTE Ha 4 yaca ciief] IpreMa Ha JISKapCTBOTO, Bb3MOXKHO Hai-CKOPO
TpsiOBa 1a npueme npyra no3a REZOLSTA c xpana. Ako naiMeHThT IOBBPHE clies oBede oT 4 yaca
cJle]] IIpUeMa Ha JIEKapCTBOTO, He Tps0Ba Jja IpueMa Jpyra Jo3a 0 ClIeJBalloTo 00u4aiiHO
IUTAHUPAHO BpEME.

CHGLII/IaJ'IHI/I nonyjaanuu

Cmapuecka ev3pacm
[Ipu Ta3u nomynanus e Hanu4yHa orpaHrnyeHa uHdopmanmsa u 3atoBa REZOLSTA Tps6Ba na ce
MpHJIara ¢ TOBHIIICHO BHUMAHUE TPH MAIMEHTH Haa 65-roauITHa BB3pacT (BX. Touku 4.4 u 5.2).

Yeproopobno yspedcoane
Hsma Hannyan hapMakOKMHETHYHHU JJaHHU OTHOCHO n3noi3Banero Ha REZOLSTA npu nanueHTy ¢
4epHOAPOOHO YBPEKIaHE.

JapynaBup u kobuucraT ce MeTaboIu3upaT upe3 YepHoapoOHaTa cucrema. OTASIIHU IPOYYBAHHUS C
JapyHaBUP/PUTOHABUP U KOOHMIIMCTAT IaBAT OCHOBAHHUE JIa CE TIPEIONIOKH, Y€ HE Ce Haara KOpeKIus



Ha J103aTa MPH MalrueHTH ¢ JIeko (kmac A o kinacudukanusra Ha Child-Pugh) unu ymepeno (knac B
o knacudukaiusaTa Ha Child-Pugh) yepHoapoOHo yBpexaane, obaue, REZOLSTA Tps6Ba na ce
W3II0JI3BA C TIOBHIIICHO BHUMAHKE MPH TE3U MAIlUCHTH.

Hsima Hanu4YHM TaHHK OTHOCHO yroTpebaTa Ha JapyHABUP MM KOOUIIMCTAT MPH MAIIMEHTH C TEXKO
4epHOAPOOHO YBpexkaaHe. TeKKOTO YepHOAPOOHO YBPEkKAaHE MOKE JIa IOBEJIE JI0 TIOBUINIABAHE HA
EKCIIO3UIUATA Ha TapYHABUP W/WJIM KOOUIIMCTAT | JIO BJIOIIABaHE HA MPpoQuiia Ha O€30MMacHOCT.
CnemoBatenrno REZOLSTA nHe TpsOBa 11a ce M3I0JI3Ba IpH MAaUEeHTH ¢ TEKKO YSPHOAPOOHO
yBpexaane (k1ac C mo knacudukanusata Ha Child-Pugh) (Bx. Toukn 4.3, 4.4 u 5.2).

bvopeuno yepescoane

Y CTaHOBEHO €, ue KOOMITUCTAT MOHMKAaBa U3YHCIICHUS KPEATUHUHOB KIIMPBHHC B PE3yNITAT HA
MOTUCKaHe Ha TyOyinHaTa cekpeuus Ha kpeaTuHuHa. Jleduenue ¢ REZOLSTA He TpsiOBa na ce 3amoyBa
NpY TALMEHTH C KPEaTHHUHOB KIUpBHC 1oz 70 ml/min, ako 3a HAKOH OT MpUJIaraHUTE €IHOBPEMEHHO
JIEKapCTBEHU MPOAYKTH (HAIIP. EMTPUIIUTAONH, TAMUBYIMH, TEHO(QOBUD JTU3OMPOKCHII (KaTo pymapar,
¢docdar nm cykuHAaT) Wi anedoBUp AUIMUBOKCHI) Ce Halara KOpeKIus Ha Jo3ara Ha 0azara Ha
KpEaTUHUHOBUS KIUPBHC (BXK. TOUkHU 4.4, 4.8 u 5.2).

B®3 ocHOBa Ha MHOT'O OIpaHMYEHOTO OBOPEYHO ETMMUHIPAHE Ha KOOULUCTAT U JapyHaBHUp HE ce
M3HCKBAT CIEIHAIHU MPEeANa3Hu MEPKH UK aganTtupane Ha go3ata Ha REZOLSTA npu nanuentu c
0B0peuHo yBpexxaane. JapyHaBup, KOOMIUCTAT MM B KOMOWHAILIMS HE ca MPOYYBAHHU MPH MAIMEHTH
Ha IUaiu3a, U 3aTOBa HE MOJXKE J1a Ce HallpaBH MPENOpbKa 3a Te3U MalUeHTH (BX. TOUKa 5.2).

3a moBeue HHPOPMAIHsI BUKTE KpaTKaTa XapaKTepPUCTHKA Ha MPOAYKTa 32 KOOUIMCTAT.

[legmaTpudHa TOMyIAIHS

Bbe3onacHocTTa M eyuKacHOCTTa HA JapyHABHP B KOMOWHAIIMS ¢ KOOUITUCTAT MIPH TICAUATPHIHI
MAIMeHTH Ha BB3PACT OT 3 10 6 TOAMHU WM MAIIMEHTH ¢ Terio < 25 kg Bce OIIe He ca YCTaHOBEHH.
Bce ome nuricBat nanuu. JapyHaBup B KOMOWHAIWS ¢ KOOWIIMCTAT HE TPSAOBA J1a Ce MpHiiara mpu
NeAMATPUYHU MAIMEHTH 1O 3-T'OJIUIIHA Bh3PACT HOPan ChOOPaKEHHUS 32 O€30I1aCHOCT, CBBP3aHU C
TOKCHUYHOCT ¥ CMBPTHOCT, HaOJF0/ITaBaHM MIPU IOBEHWJIHH TUIFX0BE, TPETUPAHU C AapyHABUP 110 23- 110
26-nHEeBHA BB3pacT (BX. TOUka 5.3).

bpemennocm u cneo pasicoane

Jleaenueto ¢ napynasup/koounucrat 800/150 mg mo Bpeme Ha OpeMEHHOCT BOJIH IO HUCKA
€KCIO3MLMS Ha napyHaBup (BX. Touku 4.4 u 5.2). 3aTtoBa Ta3u KOMOMHaNKs HE TPSOBa Aa ce 3a1ouBa
1o BpeMe Ha OpeMeHHOCT, a KeHH, 3a0peMeHenu 1o Bpeme Ha Tepanus ¢ REZOLSTA, tpsoBa na
MPEeMUHAT Ha aITepHATHBHA cXeMa Ha jieueHue (Bxk. Touku 4.4 u 4.6). JlapyHaBUp/pUTOHABUD MOXKE
Jla ce CYMTa 3a aJTepHATUBA.

Hauwnn »Ha npuioxeHue

IlepopasiHo npuIIOKEHHE

3a nma ce rapaHTHpa Mpujiarane Ha IpiiaTa 103a JapyHaBUp U KOOUIIMCTAT, TabjaeTKaTa TpsOBa fia ce
MOTIIBIIA LIsUIA.

[NanuenTure TpsiOBa na ce uHcTpykTUpaT Aa npuematr REZOLSTA no 30 MuHyTH Cciies KaTo
MIPHUKIIIOYAT ¢ XpaHeHeTo (BXK. Touku 4.4, 4.5 u 5.2).

Bwspacmuu u neouampuynu nayuenmu ¢ meano Hau-manxo 40 kg

[Ipu manmeHTHTE, KOMTO HE MOTAT Jia TIbTHAT Iisia Tadsietka 800 mg/150 mg, TabaeTkaTa MOXKe J1a ce
paszeny Ha JBE YacTH C MTOMOIITA Ha pe3el] 3a TabneTku. Besko mapue TpsiOBa Aa ce mpreme BerHara
CJIe]l pa3JIeNsIHETO, 32 J]a C€ OCUTYPH NIPUEMAHETO Ha Iis1aTa J103a.

Teouampuunu nayuenmu Ha 8v3pacm 6 u nogeve 200UHU ¢ Me2no Hali-maaxko 25 kg 0o noo 40 kg
[Ipu marMeHTHTE, KOUTO HE MOTaT Ja MIBTHAT Lisjia TadiaeTka 675 mg/150 mg, TabieTkara ¢
JISIUTEITHA YepTa MOXKe Jia Ce pa3JieNd Ha JIBe YacTH Ha pbKa. Besiko mapue TpsiOBa J1a ce mpreme
BeJIHAra CIie/l Pa3JIeNITHETO, 32 J1a CE OCUTYPU IIPUEMaHETO Ha Iisu1aTa J103a.



4.3 IIpoTuBOMOKA3aAHUA

CBpBXUYYBCTBUTEITHOCT KbM aKTUBHOTO BEIIIECTBO WM KBbM HAKOE OT IIOMOIITHUTE BEIICCTBA,
n30poeHM B TOUKa 6.1.

[MaumenTH ¢ TexKo yepHOApoOHO yBpexaane (knac C no knacudukanuara va Child-Pugh).

EnnoBpemeHHOTO TpHitokeHne cbe ciuitH HHIykTopu Ha CYP3 A kaTo n3bpoeHnuTe no-moiy
JIEKapCTBEHU MPOJIYKTH MOPaaX Bb3MOKHOCTTA 32 3ary0a Ha TepaneBTU4eH edekT (BK. Touka 4.5):
- kapOamasenuH, peHoOapOuTan, GeHNTONH

- pudaMIUIH

- JIOTIMHABUP/PUTOHABUP

- XKBAT KaHTapuoH (Hypericum perforatum).

EnHOBpEeMEHHOTO NPHUIIOKEHUE C JICKAPCTBEHUTE MPOAYKTH H30POCHH MO-I0ITy TIOpaan

BB3MOXKHOCTTA 33 CEPUO3HHU H/WJIH )KUBOTO3aCTpalllaBallld He)KEIaH! peakiuu (BxK. Touka 4.5):

- andy3o3uH

- aMHOJapoH, OCNPUINII, IPOHEAPOH, WBAOPaaNH, XUHUIHNH, PAHOTA3UH

- acTeMu3od1, TepheHauH

- KOJIXUIMH, KOTaTO CE M3I0JI3Ba MIPH MAIlUCHTH ¢ OBOPEUYHO H/UIIH YEPHOAPOOHO YBPEXKIaHE
(BX. TOUKa 4.5)

- pudaMIuIuH

- MIPOM3BOAHM HA MOPABOTO porye (Harp. JUXUAPOEproTaMHUH, EproOMETPHH, €proTaMuH,
METHIICPTOHOBHH)

- U3aIpUI

- JATIOKCeTHH

- JIOMIIEpUJIOH

- HaJIOKCET O

- Jypa3uioH, MUMO3U]I, KBETHAIIUH, CEPTUHIOM (BX. TOUKa 4.5)

- enbdacBUp/Tpa3onpeBup

- TpHUa30JIaM, MHa30J1aM, TIPHIIOKEH MEPOPATHO (3a MPeANasHATe MEPKH NPH MapEHTEPATHO
NPUIIOKEHUE Ha MH/Ia30J1aM, BXK. Touka 4.5)

- cuIZieHa I - KOraTo ce U3I0JI3Ba 3a JIeUueHrne Ha 0enoipoOHa apTepuaiHa XUIIEPTOHUS,
aBaHa(MI

- CHMBACTaTHH, JIOBACTATUH M JIOMUTAIU] (BX. TOUKa 4.5)

- €THKarpenop.

4.4 CroenuajaHu npeaynpeskaeHus: U NpeANna3sHi MepKH NPU ynorpeda

ITpenopbuBa ce peloBHO OLIEHSBaHE HA BUPYCOJOIMYHMS OTroBOp. B cityuail Ha nunca unu 3ary6a Ha
BUPYCOJIOTUYEH OTTOBOP TPsIOBa Ja ce U3BBPILU U3CIIEIBAHE 32 PE3UCTEHTHOCT.

JlapyHaBup ce CBbp3Ba IPEIUMHO C 0.{-KUCEJI [NIMKONPOoTerH. ToBa CBbp3BaHE ¢ IPOTEUHA € 3aBUCUMO
OT KOHLEHTpALMATA, IOKAa3aTEeTHO 3a HACHIL[aHE Ha Bpb3KaTa. 3aTOBa HE MOJKE J1a CE M3KII0UN
MIPOTEMHOBO MU3MECTBAHE OT JIEKAPCTBEHH MTPOLYKTH, KOUTO CE€ CBbP3BAT BB BUCOKA CTEIEH C
0L1-KUCENNS TIIMKONPOTENH (BX. TOUKa 4.5).

ITammenTn, Ha xouto € nprutarana ART

REZOLSTA He Tpsa6Ba ia ce U3M013Ba NP NAIMEHTH C MPEIXO0IHO JICUSHHE, C €HA UITH IOBEYe
DRV-RAMs mmu ¢ HIV-1 PHK > 100 000 konust/ml nm 6poit Ha CD4+ knetkute
<100 xetku x 10%/1 (Bx. Touka 4.2).

KomOuHaiuu ¢ onTuMu3npaHu oCHOBHHU cxeMu (optimized background regimen, OBR), paznuunu ot
> 2 HYKJICO3WIHN UHXUOUTOpHU Ha oOpaTHaTta TpaHckpumTasa (NRTI), He ca nmpoyuyenu B Ta3u



nomyJarus. HaMa qoctaThaHO0 HANMYHY JaHHH 3a narueHTa ¢ HIV-1 cyOTtunose, pazmuaan oT B (BXK.
Touka 5.1).

bpemeHnHocT

Jleaenueto ¢ napynaBup/kooumpcrat 800/150 mg mo Bpeme Ha BTOPHUS M TPETHS TPUMECTHP BOIH 10
HHUCKa €KCIIO3HLMUS Ha JapyHABUP ¢ HaMansBaHe HUBaTa Ha Cpin ¢ 0koso 90% (Bxk. Touka 5.2). HuBoto
Ha KOOWMIIMCTAT HAMAJISIBa M € Bb3MOXKHO Jla He OBJIe MOCTUTHATO JIOCTATHYHO IMOTCHIMPAHE.
3HAYHUTEITHO OHW)KEHATA eKCIIO3UIIHS Ha JJApYHABUP MOXKE JIa JIOBEJIe 0 BUPYCOJIOTHYEH HEeyCIeX U
MOBHUIIIEH pUCK OT npenaBane Ha HIV nndekuusTa ot Maiikara Ha geTeTo. 3aToBa Ta3u KOMOWHAIHS
He TpsiOBa J1a ce 3amo4Ba Mo BpeMe Ha OpeMEeHHOCT, a XeHH, 3a0peMeHelH M0 BpeMe Ha Teparus C
REZOLSTA, Tps6Ba 1a mpeMyUHAT Ha aJITepHATUBHA CXeMa Ha jedeHue (BXK. TOUkd 4.2 u 4.6).
JapyHaBup, IpUIOKEH C HUCKA 1038 PUTOHABUP, MOXKE /1a CE CUMTA 3a AJITEPHATHBA.

Crapuyecka Bb3pacT

Toii kaTo 32 ynotpebata Ha REZOLSTA npu nauneHTy Ha Bb3pacT 65 TOAWHY U MOBeUe € HATM4HA
orpaHuueHa HHPOpMAaLHs, Ce N3MCKBA MIOBUILICHO BHUMAaHME, KaTo TPsIOBa J1a ce MMa IpPEeABU] I10-
rojsMaTa 4yecToTa Ha IOHIKEHA YepHOAPOOHA (QYHKLMS U ChII'BTCTBALLY 3a00JsIBAHNS HIIH JpyTa
Tepanus (BX. Touku 4.2 u 5.2).

TeXKH KOKHHU pEAKIINU

B xoa Ha mporpamara 3a KIMHHYHO pa3paboTBane Ha napyHaBup/putoHaBup (N=3 063) npu 0,4% ot
MAIMEHTHTE ce ChOOIaBa 3a TEKKH KOXKHU PEaKIIMU, KOUTO MOXKE JIa ca TIPUIPYKEHU C TPECKa U/Win
NOBHUIIIaBaHE HA CTOMHOCTUTE Ha TpaHcaMuHasute. B penku cinyqaun (< 0,1%) ce cpobmasa 3a
JeKapcTBeH 00puB ¢ eo3nHo(uns U cucteMuu cumnromu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS) u cunnpom Ha Stevens-Johnson, a mo BpeMe Ha OoCTMapKETUHTOBHS
OIMUT ce chOOIaBa 3a TOKCHYHA SMHepMalTHa HEKPOJIM3a M OCTpa TeHepaTn3upaHa eK3aHTeMHa
nycrynosa. Jleuenunero ¢ REZOLSTA tpsiOBa 1a Objie He3a0aBHO MIPEYCTAHOBEHO, B ClIydai ue ce
MOSIBAT MPU3HALIM WM CUMIITOMH Ha TEXKH KOKHH peaknuu. Te MoKe Jia BKIIFOYBAT, HO 0€3 J1a ce
OrpaHuyaBaT JI0: TEKBK 0OPUB WK OOPUB, MPUIPYIKEH C TPECKa, 00II0 Hepa3MoI0KEeHUE, yMOpa,
MYCKYJIHU MJIM CTaBHU OOJIKH, MEXYPH, JIC3UU B YCTHATA KYXUHA, KOHIOHKTUBUT, XCNATUT H/WJTH
€03HHO(HITHSL.

OO0puBH ce MOSABSABAT M0-9ECTO MPH MAIUSHTH, Ha KOUTO € MPUJIaraHo JISYCHHE U KOUTO IMOITydaBaT
TEPANEeBTUYHH CXEMH, ChIbPIKAIIY JapyHABUP/PUTOHABUD + palITerpaBup, B CPABHEHHUE C MAIIUCHTH,
MOJTy4YaBally JapyHaBUp/PUTOHABUP 0€3 paiTerpaBup WK pajiTerpaBup 0e3 napyHaBUpP/PUTOHABUP
(Bk. TOuKa 4.8).

Aneprus KkpM cyndoHaMUIA

HapynaBup cpabpika cyinponamunsa rpyna. REZOLSTA tps6Ba 1a ce U3moi3Ba BHUIMATEIIHO IpU
MAIMEHTH C U3BECTHA AJIEPTHsI KbM CyJI(hOHAMUJIH.

XeInaToTOKCHYHOCT

ITpu ynorpebara Ha TapyHaBUp/PUTOHABHP c€ CHOOIIABA 3a CIy4au Ha JEKapCTBEHO MHIYIIHMPAH
XeMaTuT (HallpuMep OCThpP XeMaTUT, HUTOJUTUYEH XenaTtuT). B Xxona Ha mporpamara 3a KIMHUYHO
paspabotBane (N=3 063) mpu 0,5% oT manmeHnTuTe, J€KyBaHN C KOMOMHHpaHa aHTUPETPOBHUPYCHA
Tepanusl ¢ JapyHaBHp/pUTOHABHD, C€ CHOOIABA 3a Cilydau Ha xenatuT. [Ipu marueHTy ¢
NPEABAPUTETHO ChIECTBYBAILA YePHOAPOOHA TUC(HYHKIMSA, BKIIOUUTEITHO U XPOHUUEH aKTUBEH
xernatuT B mim C, nMa MOBHIIIEH PUCK OT HapylleHa YepHOAPOOHa (QYHKINS, B TOBA YUCIIO TEKKH U
MOTEHIIMATHO JICTATHU YepHOIPOOHH HEXKeNaHu peakiuy. B ciydail Ha ChIIbTCTBAIA AaHTHBHPYCHA
Tepanus 3a xenaTut B wiu C, Mouts, mpoyeTeTe ChOTBETHATA MPOILYKTOBA HH(MOPMAIIUS 32 TE3U
JIEKapCTBEHU MPOIYKTH.



IIpenu 3amouBane Ha Tepanus ¢ REZOLSTA tps6Ba f1a ce mpoBeaat moaxoasin JabopaTopHu
W3CIIEIBAHNS ¥ IAIIMEHTHUTE TPsIOBa Jia ce mpocie s Bar 1o BpeMe Ha JieueHuero. TpsoBa aa ce
MPEIIBUIN 3aCHIICHO TIpociieisiBaHe Ha cToiiHocTuTe Ha AST/ALT, npu manueHTH ¢ yCTaHOBSH
XPOHHUYCH XCMATHUT, IUP03a WU MPHU MAIUCHTH, YUUTO CTOMHOCTH Ha TpaHCAMHUHA3UTE Ca 3aBUIICHU
Npe/Iv JICYCHUETO, 0COOCHO NPe3 MBPBUTE HIKOJIKO Mecela OT JICYCHUETO.

AKO UMa JTaHHM 3a [T0sIBa Ha HOBO WJIX BJIOIIABAHE HA CHIICCTBYBAIIIO YSPHOAPOOHO 3a00IIIBaHe
(BKIJIFOUHATETHO KIIMHUYHO 3HAYMMO MTOBHUIIABAaHE HA CTOMHOCTHTE HA YSPHOAPOOHNUTE SH3UMH H/HITH
CUMITOMH KaTO yMOpPa, aHOPEKCHSI, TaJIeHe, XKBJITEHHUIIA, ThMHA YPUHA, O0JIE3HEHOCT Ha YepHHUS Ipo0,
XernaToMeraivs) TpsOBa Jia ce B3eMe CBOSBPEMEHHO PEIlICHHUE 3a MPEKhCBAHE WM MTPEKPATSIBaHE HA
JICUCHUETO.

[TanueHTH ¢hC CHIBLTCTBAIIM 3a00ISIBAHUS

YeproopobHo yspedxcoane

be3onacHocTTa M e(hUKaCHOCTTA HA AapyHABUP W/MiIM KOOUIMCTAT HE Ca YCTAHOBEHU IIPH MALMEHTH C
TEXKH TOJIeKaN YepHoapoOHu HapyieHus. CinenoBatenno REZOLSTA e npoTuBomnokasan npu
MAlMEHTH C TeXKO YepHOIPOoOHO yBpexxaane. [lopaan noBuinaBaHeTo Ha IMIa3MEHUTE KOHLIEHTPALUN
Ha HecBbp3aHus napyHasup, REZOLSTA Tps6Ba na ce 3mon3Ba BHUMATETHO TIPY MAIHEHTH C JIEKO
JI0 YMEPEHO YepHOAPOOHO yBpexkaane (Bx. Touku 4.2, 4.3 u 5.2).

bwvbpeuno yspescoane

YcTaHOBEHO €, ue KOOMIUCTAT MOHMKAaBA N3YHUCIICHUS KPEaTUHUHOB KIIMPBHHC B PE3yJITaT Ha
MOTHUCKAaHE Ha TyOyJIHATa CEKpelus Ha KpeaTHHUHA. T03u ePeKT BbPXY CEPYMHHUS KPEaTHHUH, BOJICIIT
JI0 TIOHM>)KaBaHE Ha M3YHMCIICHNSI KPETUHUHOB KIUPBHC, TPsIOBa 1a ce UMa MPeABH, KOTaTo
REZOLSTA ce npunara npu NauueHTH, IPU KOUTO U3YUCICHUIT KPEATUHUHOB KIIMPBHC CE U3MOI3BA
KaTo HAaCcOKa 3a JIEYCHUEeTO, BKIIOYUTETHO 32 alaliTUpaHe Ha JO3UTE Ha €THOBPEMEHHO MPUIIaraHu
JIEKapCTBEHU MPOJYKTH. 3a moBe4Ye HHPOPMAIHsI BUKTE KpaTKaTa XapaKTEpPUCTHKA Ha MPOAYKTaA 3a
KOOHUIMCTAT.

Jleuenne ¢ REZOLSTA He TpsOBa fa ce 3amo4Ba Npy NaMeHTH ¢ KPeaTHHUHOB KIIMPBHC MOJT

70 ml/min, koraTo ce npuiara eIHOBPEMEHHO C €HO WM IOBEYE CPEACTBA, N3CKBAIIN KOPEKIHS Ha
Jo03ara Ha 0azaTa Ha KpeaTHHUHOBHS KJIUPBHC (HApP. eMTPULIUTA0NH, IJAMUBYIUH, TEHODOBUD
JU30IIPOKCHII (KaTo (hymapart, pocdar iu CyKIMHAT) UIU aeOBUp AUMTUBOKCHIT) (BXK. TOUYKH 4.2,
4.8u5.2).

Hsma cnenmanau npenynpexaeHus Wik HeoOXOAMMOCT OT aJanTUpaHe Ha J103aTa MpH MallMeHTH C
0B0peuHo yBpexxaane. Thil KaTo JapyHaBUP M KOOUIMCTAT C€ CBHP3BAT BHB BUCOKA CTETIEH C
IUTa3MEHHUTE IPOTEHMHHU, MAJIKO BEPOSTHO € Te J1a ObJIaT OTCTPaHEHH B 3HAYUTEIIHA CTEIICH MIPU
XeMOIUalln3a WK NepUTOHeaTHa Auanu3a (BK. Touku 4.2 u 5.2).

B MoMeHTa HsIMa OCTaThYHO AaHHHU, 32 /1a CE YCTAaHOBH JaJld €JHOBPEMEHHOTO NPHIIOKEHHE Ha
TeHO(OBHP TU3ONPOKCHII M KOOUIIUCTAT C€ CBHP3Ba C IMO-TOJISIM PUCK OT OBOPEUHH HEXETaH!
peaKIuu B CPaBHEHHE ChC CXEMH, KOUTO BKJIFOUBAT TEHO(MOBHP JTU3OMPOKCHIT €3 KOOUIIHCTAT.

THayuenmu c xemoghunus

Mma cpobmieHus 3a yBeInueHO KbPBEHE, BKIIOYNTETHO CIOHTAHHH KOXKHH XEMAaTOMH U XeMapTpo3a
Tpu nmaruenTy ¢ xemoduus tuit A u Tun B u nexyBanu ¢ HIV nporeasnn naxudurtopu. [Ipn vHaxon
NalMeHTH € faBaH gonbiaHuTenHo ¢aktop VIIIL. [Ipu moBeue oT nmosoBuHaTa OT ChOOIIABAHUTE
cirydaun jedennero ¢ HIV nporeasnn MHXHOUTOpPH € MPOIBIDKEHO HIIM € 3aII0YHATO OTHOBO, aKO €
6mo npexbsecHaTo. [Ipenmonara ce chIeCTBYBaHETO Ha MPHYNHHO-CIIEICTBEHA BPH3Ka, BHIIPEKH Ue
MEXaHU3MBT Ha JICHCTBHE HE € U3SCHEH. 3aTOBa MALMEHTUTE C XeMOopuIus, TpAOBa 1a ObIaT
IPEAYIPENCHH 3a BEPOATHOCTTA OT YBEIIMYEHO KbPBEHE.



Terno u MeTabOIUTHHU ITApAMETPH

[To Bpeme Ha aHTUPETPOBUPYCHA TEpaHs MOKE Ja HACTHIIN yBEIMYaBaHE HA TETJIOTO U HA HUBAaTa HA
JUTHUIUTE | TJIF0KO3aTa B KpbBTa. TakuBa MPOMEHU JI0 U3BECTHA CTEIICH MOTaT Jia ObJIaT CBhP3aHU C
KOHTpOJIa Ha 3200IIIBaHETO M HaYMHA Ha )XUBOT. OTHOCHO JIMTTHINTE, B HAKOU CITydand UMa
JTIOKA3aTeNICTBA 32 €EeKT Ha JICUCHHETO, JOKATO OTHOCHO YBEIMYaBaHETO HA TETIOTO, HAMA TBBPAH
JTIOKa3aTesICTBa, KOUTO JIa CBHP3BAT TOBA C HIKAKBO KOHKPETHO JICUCHHUE. 3a IPOCieAsiBaHe Ha
JUTHAINTE | TIIFOKO3aTa B KPHBTa CE MPaBH CIIpaBKa C YCTAHOBEHUTE HACOKH 3a jedeHue Ha HIV.
JlunuaauTe HapyIIeHns TPIOBa 1a ce JIEKyBaT 110 KIIMHUYHO TTOAXO/IAIN HAUlH.

OcreoHekposa

Brrnpeku ue eTnonorusara ce cMaTa 3a MHOro(akTopHa (BKIIOYHTEIHO yroTpedaTa Ha
KOPTUKOCTEPOUIU, KOHCYMallMsATa Ha aJKOXOJI, TeKKa UMyHOCYIPECcHs, O-BUCOK MHAEKC Ha
TeJIecHaTa Maca), Cllydad Ha OCTEOHEKPO3a ca ChOOIIaBaHU 0COOCHO IIPY MALMEHTH C HallpeIHaIOo
HIV 3abonsiBane u/uiay NpoabJDKUTENIHA €KCIIO3ULNS Ha KOMOMHUPAaHA aHTUPETPOBHUPYCHA Tepamys
(CART). [Tanmnentute TpsiOBa 1a ce MOCHBETBAT /1A MIOTHPCAT JIEKApCKa KOHCYITALHS, aKO U3ITUTBAT
CTaBHHU OOJIKH, CKOBAHOCT Ha CTaBUTE WU 3aTPYAHEHUS IIPU ABHKECHUE.

Bu3nanureneH CHHAPOM IIPU UMYHHO Bb3cTaHoBsaBaHe (Immune reconstitution inflammatory
syndrome, IRIS)

[Tpu nadextupanu ¢ HIV nanueHTy ¢ Texka IMyHHA HEAOCTaTHUYHOCT KbM MOMEHTA Ha 3aIl04BaHe Ha
koMOuHMpaHa anThuperpoBupycHa Tepanus (CART) Moke a Bb3HUKHE Bh3MAIUTEIHA PEAKIUs KbM
ACUMITOMHH HWJIH PE3UyaTHH OTIOPTIOHUCTUYHN ATOT€HHU, KOSITO J1a JIOBEZE IO CEPUO3HU KITMHHYHI
CBHCTOSHUS FITH BJIOIIaBaHE Ha cuMITOMUTEe. OOMKHOBEHO, ITOTO0HN PEeaKINY ca HaOJI01aBaH! B
paMKHUTE Ha IIbPBUTE CEIMUIIM UM MECEIH CJIe/ HAa4ajl0To Ha KOMOMHUpPaHA aHTUPETPOBUPYCHA
tepanus. ChOTBETHU MPUMEPH Ca PETHHUT, MPUYMHEH OT [IUTOMETATIOBUPYC, TeHEPAIU3UPAHH H/HITU
OTHUIIHA MUKOOaKTepHaTHi HH()EKIINH 1 THEBMOHUS, IPHYUHEeHA OT Pneumocystis jiroveci (o-paHo
U3BECTHA KaTo Pneumocystis carinii). BCHUKY Bb3MAJUTEIHN CUMIITOMU TPIOBa 1a ObJaT OILICHEHU U,
aKo € HeoOX0MMO, 1a ObJie Ha3HAYeHO JiedeHne. B JonbiHeHNe, peakTUBUPaHEe Ha XepIIeC CUMILIEKC
U XepIiec 30CTep € HaOII0IaBaHO B KIIMHUYHU NPOYYBAHHS C JapyHABUD, IIPUIIATaH €THOBPEMEHHO C
HUCKA /1032 PUTOHABHP.

B ycnoBusiTa Ha IMyHHO Bh3CTaHOBSIBAHE CE CHOOIIABa CHIIO 32 PA3BUTHE HA ABTOMMYHHU
HapymieHus (kaTo 6onect Ha Graves M aBTOUMYHEH XeNaTuT); odade, ChoOIIEHOTO BpeMe 10
HACTBIIBAHETO UM € ITO-NIPOMEHIIMBO U T€3H ChOUTHS MOXKE JIa CE Pa3BUAT MHOTO MECEIIU CJIe]]
3armo4yBaHe Ha JICUeHUETo (BXK. Touka 4.8).

B3anMoielicTBHE ¢ JIEKAPCTBEHU NPOJAYKTH

JKuBoTo3acTpalaBamniy 1 JI€TaIHN JISKAPCTBEHN B3aMMOJICHCTBHUS c€ ChOOIIaBaT MPH MAIMEHTH,
JIeKyBaHH ¢ KOJXUUMH U cuiiHu nHxuoutopu Ha CYP3A u P-rimukonporenn (P-gp) (Bx. Touka 4.5).

REZOLSTA He TpsiOBa a ce U3M0iI3Ba B KOMOWHAIIHS C APYTO aHTUPETPOBUPYCHO CPEICTRBO, 32
KOETO € HeoOxoauM apMaKOKHMHETHYEH SHXaHCEeP, ThI KaTo He ca YyCTAHOBEHHU NPETOPHKY 3a
Jo3upoBKara B TakaBa komOuHanus. REZOLSTA He TpsiOBa J1a ce U3MoiI3Ba eAHOBPEMEHHO C
MPOAYKTH, ChIBPIKAIIN PUTOHABUP UIIM CXEMH, ChIbPKAIIA PUTOHABHP MIIN KOOUITUCTAT.

3a pa3nuka OT puTOHaBUp, KoonnucTaT He € nHAyKTop HAa CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19 nmm UGT1ALl. [Ipu npemrHaBaHe OT PUTOHABHP KaTO (hapMaKOKMHETHYEH €HXaHCep Ha
KoOUIMCTaT € HeOOXOAMMO MOBUIIEHO BHUMAHUE MIPe3 IbPBUTE JABE CEAMUIIM Ha JICUYEHHE C
REZOLSTA, oco0GeHo ako 103UTe Ha CHITBTCTBAILO [IPUIAraHUTe JEKapCTBEHU MPOAYKTH ca Omin
TUTPUPaAHH WIH aJallTHPaHU N0 BpeMe Ha yroTpedara Ha pUTOHABUD KaTo (papMaKOKWHETHYEH
€HXaHcep.



ITomonTHM BemecTBa

REZOLSTA cbabpika no-mainko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKe Aa ce Kaxe, e
MIPAKTUUYECKU HE ChABPKA HATPHIL.

4.5 B3auMmoaeiicTBHE ¢ IPYTd JeKaAPpCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE

Toit kato REZOLSTA cpabprka qapyHaBUp M KOOHIHCTAT, B3aNMOACHCTBASA, KOUTO Ca YCTAHOBEHH C
JapyHaBup (B KOMOWHAIMS ¢ KOOWIIMCTAT WIIH C HICKA /1032 PUTOHABUP) WA C KOOUITUCTAT,
OTIPEJIENIAT B3aMMO/ICHCTBUATA, KOUTO MOXeE Jia Bh3HUKHAT NpH ynoTpedata Ha REZOLSTA.
[TpoyuBaHusTa 32 B3aUMOACHCTBHATA C AapyHABUP/KOOUIIMCTAT, JaPyHABUP/PUTOHABHD U C
KOOHIIMCTAT ca MPOBEXIAHN CaMO TPH Bb3PACTHH.

JIekapCTBEHU NPOAYKTH, KOUTO MOXKE 1a CE OBIMUSSIT OT I[aDVHaBI/ID/ KOGI/IHI/ICTaT

Hapynasup e nuaxudburop Ha CYP3A, cnab naxudutop Ha CYP2D6 u maxuburop Ha P-gp.
Kobunucrar e mHXMOUTOp Ha MexaHu3bM, Oazupan Ha CYP3 A, u cnab uaxubutop Ha CYP2D6.
KobunmcraTr naxunbupa tpancnoprepute P-gp, BCRP, MATE1, OATP1B1 u OATP1B3. He ce
ouakBa koounmcrat na naxuoupa CYP1A2, CYP2B6, CYP2C8, CYP2C9 nmu CYP2C19. He ce
ouakBa kobounuctar na nagyuupa CYP1A2, CYP3A4, CYP2C9, CYP2C19, UGT1A1, umu P-gp
(MDR1). EnHOBpeMeHHOTO NPHUIIOKECHUE HA JapyHaBHP/KOOUIUCTAT U JIEKAPCTBEHH MTPOAYKTH,
MeTtabomm3upanu ocHOBHO oT CYP3A wmm tparcnioptupanu ot P-gp, BCRP, MATE1L, OATP1B1 u
OATP1B3, moxe 1a noBeje 10 MOBHUIIIEHA CHCTEMHA SKCIIO3UIIMS Ha TE3H JIEKAPCTBEHU MPOIYKTH,
KOETO MOJKE JIa YBEJINYHY WIIH YIBIKA TEXHUSI TepaneBTH4eH eeKT U HeXeNaH! peakiuu (BiK.
Touka 4.3 mnun Tabaumnara no-o.iy).

REZOLSTA He Tpsi0Ba 51a ce mpuiiara B KOMOMHAIUS C JICKApPCTBEHU IPOIYKTH, YUHTO KIUPHHC €
cuiHo 3aBucuM oT CYP3A u 3a KOUTO yBennueHaTa CUCTEMHA SKCIIO3UIIUS € CBhP3aHa CbC CEPUO3HU
W/WIH KUBOTO3ACTPAIIaBalIN CHOUTHS (TECEH TepaneBTHYSH HHIEKC).

EnnoBpemennoro npuinoxenne Ha REZOLSTA ¢ nekapcTBeHM MPOJAYKTH, KOUTO UMAT aKTUBEH(H)
MeTtabomut(u), oopazyBan(u) upe3 CYP3A, Moxe 1a noBese 10 MOHKEHH TIa3MeHH KOHIIEHTPAIluu
Ha Te€3W aKTHBHH MeTabOIIMTH, KOETO MOKE J1a JIOBeJle JI0 3ary0a Ha TeparneBTHYHUSA UM edekT. Te3n
B3aMMOJICHCTBUS Ca OITMCAHU B Ta0IMIIaTa Ha B3aMMOCHCTBUATA T10-/10JTY.

JlekapcTBEHM POJAYKTH, KOUTO MOBJIMSABAT €KCIIO3UIMATA Ha JapyYHaBUP/ KOOUIIMCTAT

HapyHnaBup u koburucrar ce Metadonmzupat ot CYP3A. Ouaksa ce, JIEKapCTBEHUTE TPOIYKTH,
KouTo MHAyIMpaT akTuBHOCTTa HA CYP3A, na yBenuuar kiupbhHCa Ha JapyHABHP M KOOUIIHCTAT,
KOETO BOJIY JIO TIO-HUCKH IJIa3MEHH KOHIIEHTPAI[MH Ha JapyHaBUP M KoOuIucTaT (Harp. edaBupeHil,
kapbamasenuH, heHuToNH, penobapOuTan, pudamMnuyH, pudarneHTiH, puadyTHH, JKBIT
KaHTapuoH) (Bk. Touka 4.3 1 Tabnuiara Ha B3aUMOJIEHCTBHATA TIO-/I0IY).

EnnoBpemennoro npunoxenne Ha REZOLSTA ¢ apyru nekapcTBeHH MPOAYKTH, KOUTO HHXHOUPAT
CYP3A, moxe 1a HaManu KIMpbHCA Ha JapyHABUP U KOOMLIMCTAT, KOETO MOJXKE J1a IOBEE 110
MOBHUIIICHU IJIa3MEHU KOHLUEHTPALMH Ha TapyHAaBUP U KOOMUKCTAT (HAIP. a30JI0BH aHTUMHUKOTULH
KaTo Kj10TpuMasoi). Te3u B3auMoneiCTBYS ca ONUCaHU B Ta0JIULaTa 3a B3aUMOJICHCTBUSATA 110-/101Ty.

REZOLSTA ne TpsiOBa J1a ce U3M0I3Ba €AHOBPEMEHHO C MPOJAYKTH MM CXEMH, ChIbpKaIIN
putonaBup wiu kooumuctat. REZOLSTA He TpsiOBa 11a ce u3moisBa B KOMOMHAITUS C OTIACITHUTE
komrnoneHTH Ha REZOLSTA (napynaBup mim koounuctat). REZOLSTA ne TpsiOBa aa ce M3non3Ba B
KOMOMHANUs ¢ APYro aHTUPETPOBUPYCHO CPEACTBO, 33 KOETO € Heo0X01uM (hapMakOKHHETHIEH
€HXaHCep, ThI KaTo He ca yCTAaHOBEHH MPENOPHKH 32 I03MPOBKATa B TAKaBA KOMOWHAIIHS.



Tabnuia Ha B3aMMOIEHCTBUATA

B tabnunara mo-mony ca n30poeHH ouakBaHuTe B3aumoeicTus Mexay REZOLSTA u
AHTUPETPOBUPYCHHU U HE-aHTUPETPOBUPYCHU JIEKAPCTBEHHU MPOIYKTH, KOUTO CE€ OCHOBABAT Ha
YCTaHOBEHUTE B3aMMOCHCTBUS C TapyHABUP/PUTOHABUD, JapyHABUP/KOOUIIMCTAT U C KOOUIIHCTAT.

[TpodubT Ha B3aMMOJEHCTBIE HAa JapyHABUP 3aBUCH OT TOBA JAJIM PUTOHABHUP WK KOOUIMCTAT Ce
M3I0J3BaT KaTo (hapMaKOKMHETHUYCH EHXaHCEp, CIEA0BAaTEIHO MOXKE 1a MMa Pa3IMYHH IPEHOPBKHU 3a
M3I0JI3BAHETO Ha JapyHABUP ChC ChIIBTCTBAIIOTO JEKapcTBO. B TabnuiiaTa mo-momy € moco4eHo,
korato npenopbkute 32 REZOLSTA ce pa3znuuaBat OT T€3u 3a JapyHaBUP, MOTEHIIUPAH C HUCKA 1032
putoHaBup. HanpaBere cripaBka ¢ KpaTkara XapakTepucThka Ha mpoaykra 3a PREZISTA 3a
JOIIBJIHUTENHA HH(OpMAaLHs.

CHUCBHKBT ¢ MPUMEPH Ha B3aUMOJICHUCTBUS OT THIIA JICKapCTBO-JIeKapcTBO B Taduuia 1 mo-gomny He e
W34epraTesicH U CIICJI0OBATEHO TPIOBa Jla ce HAIlPaBH CIIpaBKa ¢ MPOyKTOBaTa HH(pOpMAIIUs Ha
BCHYKH JIEKAPCTBEHH MPOAYKTH, KOUTO ce mpriiaraT eqHoBpeMeHHo ¢ REZOLSTA, 3a nndopmarus,

CBBbp3aHa C IbTA Ha METa0OJIM3UPaHE, TFTUINATA Ha B3aMMOJICHCTBUE, TIOTCHIIMAIHUTE PUCKOBE U
crierupUIHUTE EHCTBHSI, KOUTO TPSAOBA J1a Ce MpealpreMaT 0 OTHOIIIEHHE Ha € THOBPEMEHHOTO

IMIPUIIOKEHUE.

Taoaunna 1: JlekapcTBeHU B3aMMOJEHCTBHS € IPYId JIEKAPCTBEHH NMPOAYKTH M NPENOPbYUTETHH 1031

IIpumepu Ha JieKapCcTBeHU
NPOAYKTH II0 TepaneBTHYHH

Tpynu

JlekapcTBeHO B3aUMo/elicTBHE

IIpenopbku 0THOCHO
€/ITHOBPEMEHHO NMPUJIOKeHUe

HIV AHTUPETPOBUPYCHU CPEICTBA

Humezpasnu unxubumopu

HomyrerpaBup Bb3 ocHOBa Ha TeOpeTUYHHU REZOLSTA u nonyrerpasup
cboOpakeHHs He Ce 0YaKBa MOJKE JIa ce U3MoI3BaT 6e3
JOTyTEeTpaBUp Ja MOBIIHUSIE aJlanTHpaHe Ha Jo3ara.
(hapMaKOKHHETHKATa Ha
REZOLSTA.

Panrerpasup Hsxon KIMHWYHY TPOYYIBAHUS ITonacrosiiem eexThT Ha

MTOKA3BaT, Y€ PaJITErpaBUpP MOXKE
Jla TOBeJIe IO YMEPECHO HaMalleHHe
B IUIa3MEHAaTa KOHIIEHTPAIIHS Ha
JapyHaBHUD.

panTerpaBup BhPXyY IUTa3MECHUTE
KOHIICHTPAIIUH Ha TapyHABHp HE
M3TIICKIA 1A € KITHHHIHO
3HaunM; REZOLSTA u
panTerpaBup MOXE J1a ce
M3MoN3Bat 6e3 aganTupaHe Ha
Jro3ara.

Hykneo3uonu unxudoumopu na oopamnama mpanckpunmasza (NRTI) na

HIV

Junano3ux
400 mg BeAHBXK THEBHO

BB3 ocHOBa Ha TEOpETUYHU
CHOOpaKEHUS HE CE OUaKBa
MEXaHUCTUYHO B3aUMO/IEHCTBUE.

REZOLSTA u nuaaHo3vH MoOxe
Jla ce U3MoI3BaT 0e3 ajanTupane
Ha Jio3ara.

Koraro nunaHo3uH ce mpuiara
enHoBpemeHHO ¢ REZOLSTA,
JIMAAHO3MH Ce Mpuiara Ha
Mpa3eH CToMax, Kato Tps0Ba aa
ce MPUIOKY | Yac mpenu win

2 yaca cliej] mpyemMa Ha
REZOLSTA (xoiito ce npunara
C XpaHa).
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Tenodosup nuzonpokcur™®

*IpOyYBAHETO € MPOBEJCHO C
TEHO(QOBUP TU3OMPOKCHUI

¢dymapar

B®b3 ocHOBa Ha TeopeTHYHN
cb0oOpakeHHs ce 0YaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHLEHTPAlX Ha
TeHO(OBHP.

(uaxubupane Ha P-rimmkonporenn)

REZOLSTA u tenodoBup
JIM30IPOKCHII MOJXKE J1a ce
n3M0JI3BaT Oe3 afanTupaHe Ha
Jo3ara.

ITpu npuem Ha REZOLSTA B
KOMOMHAIHS C TEHODOBHP
JIM30IPOKCIIT MOXKE /1A €
HE00X0IMMO TIpOCcTeIIBaHe Ha
O0pOpeunara GyHKIHA, 0COOEHO
IIPY MTAIAEHTH C TOAJIEKAIIO0
CHCTEMHO W OBOpPEedHO
3abousiBaHe, MM TP MAIUCHTH
npueMaly He()pOTOKCUIHH
CpelIcTBa.

Emtpunuradbun/reHodoBup
anadeHaMuI

Tenodosup anapenamun <
Tenodosup?!

[Mpenopbuurennara g103a Ha
eMTPHULUTA0NH/TeHO(OBUP
anagenamug e 200/10 mg
BE/IHBK THEBHO, KOTaTo Ce

usnomssa c REZOLSTA.
AbakaBup ITopanu pa3iuyHuTE IBTUILA 32 REZOLSTA moxxe na ce
EmTpunuradbun enuMuHupane Ha apyrute NRTI npmiara ¢ Te3u NRTI 6e3
JlamuByanH (eMTpUINTAONH, TAMUBYIVH, ajlanTHpaHe Ha J03aTa.
CraBynuH CTaBYJVH 1 3UAOBYANH), KOUTO ce
3un0BYIMH eKCKPETHPAT MPEAUMHO Upe3

OBOpernuTe 1 abaKaBuUp, YHHUTO
METaboJIM3bM HE € MEIUHPaH OT
CYP, He ce ouakBar
B3aUMOJICHCTBUSA IIPU TE3U
JIEKapCTBEHH BEIECTBA U
REZOLSTA.

Henykneo3uonu unxubumopu Ha 00,

amuama mpanckpunmasza (NNRTI) na HIV

Edasupenn

BB3 ocHOBa Ha TeOpeTUYHHU
CHOOPaKEHUS CE OUaKBa
e(aBUPEHIL 1a MOHIKH
IUIa3MEHUTE KOHIICHTPALUH Ha
JapyHaBUP W/WIH KOOUINCTAT.
(menymupane Ha CYP3A)

EnHoBpeMeHHOTO MpuUiokKeHue
Ha REZOLSTA u edaBupen He
ce IpenopbryBa.

Ta3u npenopbka e pa3InyHa 3a
JlapyHaBHp, TIOTEHIIMPAH C
putoHaBup. Koncynrupaiire ce ¢
KpaTKaTa XapaKTeprCTHKa Ha
MIPOAYKTa Ha IapyHaBHp 3a
MOBeYe MOJIPOOHOCTH.

EtpaBupun Bb3 ocHOBa Ha TEOpETUYHHU EnHOBpEMEHHOTO NPUIIOKEHUE
CHOOpaKeHHs ce 0YaKBa Ha REZOLSTA wu eTpaBupuH He
eTPaBUPUH J1a TIOHKHU ce MpenopbYBa.

IUTa3MEHUTE KOHIIEHTPAINK Ha

JlapyHaBHp W/UIH KOOUIIACTAT. Ta3u npenopbKa € pa3nyHa 3a

(menymupane Ha CYP3A) JlapyHaBUp, MOTEHLIUPaH C
puronasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKTepHCTUKa Ha
IpOAYyKTa Ha apyHaBHp 3a
TIoBeYe 1Mo IpoOHOCTH.

Hesupanun B®3 ocHOBa Ha TeOpETUYHU EnHOBpeMEHHOTO NpHIIOKEHHE

CHOOPAKEHUS CE OUaKBa
HEBUPAIHH Ja TOHWKH
IUTa3MEHUTE KOHIIEHTPAIIUH Ha
JapyHaBUP W/UITH KOOUIUCTAT,
(mamymmpane Ha CYP3A). Ogaksa

Ha REZOLSTA u HeBupanuH He
ce MpernopbyBa.

Ta3u npenopeka € pasiuyHa 3a
JlapyHaBHUp, MOTEHIIMPaH C

ce REZOLSTA na nmoBumu puronaBup. Koncynrupaiite ce ¢
IUIA3MEHNTE KOHLEHTPAIX Ha KpaTKaTa XapaKkTephCcTHKa Ha
HEBHPAITHH. NPOJIyKTa Ha JapyHaBHp 3a
(uaxubupane Ha CYP3A) TIoBeYe 1Mo IpoOHOCTH.
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PunnuBupun

B®b3 ocHOBa Ha TeopeTHYHN
cb0oOpakeHHs ce 0YaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHLEHTPAlX Ha
PWIHBUPHH.

(uaxuoupane Ha CYP3A)

EnHOBpeMEHHOTO NPUIIOKEHHE
Ha REZOLSTA u punnuBupus
MO2e J]a ce U3IoI3Ba 0e3
aJlanTUpaHe Ha 103aTa, Thil KaTo
O0YaKBAaHOTO MOBUIIECHUE B
KOHIIEHTpAIUUTE Ha
PHINMBUPHH HE CE CUNTA 32
KIMHUYHO 3HAYHMO.

CCRS5 AHTATOHUCTH

Mapasupok
150 mg nABa MbTH IHEBHO

BB3 ocHOBa Ha TEOpETUYHU
ChOOpaKeHMsI ce 0YaKBa
REZOLSTA na moBumu
IUTA3MEHNTE KOHIICHTPAIlNN Ha
MapaBHpPOK.

(uaxuoupane Ha CYP3A)

[IpenopbunTennara no3a
MapaBupok € 150 mg nBa nbTH
JTHEBHO, KOTATO C€ TIpHiIara
enaoBpeMeHHO ¢ REZOLSTA.
3a moBeue nHpOPMANHS BIKTE
KpaTKaTa XapaKkTephCTHKa Ha
MPOJIyKTa Ha MapaBHpPOK.

ol-AIPEHOPELHEIITOPHU AHTAT'OHUCTH

Andysozun Bb3 ocHOBa Ha TeOpEeTUYHU EnHOBpEMEHHOTO NPUIIOKEHUE
cboOpaXkeHHs, ce 0YaKBa Ha REZOLSTA u andy3o3uH e
REZOLSTA na noumu MIPOTUBOTIOKA3aHO (BXK.
IUTa3MEHUTE KOHIIEHTPAIlUH Ha Touka 4.3).
andy303uH.
(CYP3A unxubupane)
AHECTETHLHA
AndeHTaHIT B®3 0cHOBa Ha TEOPETHYHH CBIBTCTBAIIOTO MPHIIOKEHHE C
CHhOOpaKEHMs ce 0YaKBa REZOLSTA moske 1a Han0XKu
REZOLSTA na noBumu HaMaJIsiBaHe Ha J03aTa Ha
IUTa3MEHUTE KOHIICHTPAIlUH Ha andeHTaHmWI 1 U3UCKBA
aneHTaHmI. MIPOCIIeASTBaHE 32 PUCKOBE OT
MIPOABIDKUTETHA WK 3a0aBeHa
pecnupaTopHa ACTIPECHsL.
AHTUALNUIHU CPEACTBA
AJlyMHHHEB/MarHe3uen Bb3 ocHOBa Ha TEOpETUYHU REZOLSTA u auTHanuaiu
XUJIPOKCH]T CHOOpaKEHUS HE CE OUaKBa cpezcTBa MOraT Jia ce mpuiaraT

Kanuues kap6oHat

MEXaHUCTHUYHO B3aHUMOJIEHICTBHE.

CBIIBTCTBAIIO, O€3 alanTUpaHe
Ha Ji03aTa.

AHTUCTEHOKAPJIHU/AHTUAPUTMUYHHU CPEJICTBA

Juzonupamun B®b3 ocHOBa Ha TeOpeTHYHU Koraro Te3u aHTHApUTMUYHH
dnexanHu cbOoOpaXkeHHs ce 0YaKBa Cpe/CTBa ce mpuiiarat
JIunokauH (3a CUCTEMHO REZOLSTA na noBumu eqHoBpeMeHHO ¢ REZOLSTA,
MIPUIIOKCHHE) IUTa3MEHUTE KOHIICHTPAI[UH Ha Cce MPernopbHYBa MOBUIICHO
MexkcuneTnH Te3W aHTHAPUTMHYIHH CPEICTBA. BHUMAaHHUE U MPOCIICAsIBaHE HA
[ponadenon (maxubupane Ha CYP3A w/nmu TEpaneBTHYHUTE KOHIICHTPAIIHH,
CYP2D6) aKo € Bb3MOXKHO.
Amuonapox EnHOBpEeMEHHOTO IPHIIOKEHUE
benpuann Ha aMHOJIapOH, OenpuIn,
HAponenapon JIpOHE/IapOH, UBAOpaIHH,
WBabpaaux XMHHUJIMH WK PAHOJIAa3KH U
XHUHUIUH REZOLSTA e npoTHBOIoKa3zaHo
Panonasun (BX. Touka 4.3).
Jurokcun B®3 ocHOBa Ha TeopeTHYHN [MpenopbuurenHo e

cboOpakeHHs ce 0YaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHLEHTPAIX Ha
JIUTOKCHH.

(uaxubupane Ha P-rimkonporenn)

IbPBOHAYAITHO JIa CE MpHJjiara
BB3MOKHO Hali-HHUCKaTa J103a
JIUTOKCHH MPY NMAaIlMCHTH Ha
REZOLSTA. Jlo3ara Ha
JTIUTOKCHH TPsIOBa 11a ObJie
BHHUMATEIHO TUTPUPAHA J10
[TIOCTUTaHE HA JKEJIAHUS
KIMHUYCH €(EeKT U IPU OIICHKA
Ha [JIOCTHOTO KIMHUYHO
CHLCTOSIHUE HA IMAIEHTA.
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AHTUBHUOTHUIIN

Knaputpomuniua

B®b3 ocHOBa Ha TeopeTHYHN
ChOOpaKEHUsI CE 0YaKBa
KJIaPUTPOMHUIIMH 2 TIOBUIIH
IUIA3MEHNTE KOHLEHTPAlX Ha
JlapyHaBHp W/UIH KOOUIIHCTAT.
(uaxuoupane Ha CYP3A)
KonuenTpauuure Ha
KJIapUTPOMHMIIMH MOXeE Ja Ce
MOBHIIAT IIPU €IHOBPEMEHHO
npuioxenne ¢ REZOLSTA.
(maxubupane Ha CYP3A)

TpsOBa 1a ce BHMMaBa, KOTaTo
KJIApUTPOMHUIIMH c€ KOMOMHUpa ¢
REZOLSTA.

[Tpn naumeHTH ¢ 6OpeYHO
yBpeXIaHe Tps0Ba 1a ce
HAaIPaBH CIIPaBKa OTHOCHO
[PENOPBUUTEIIHATA [103a C
KpaTKata XapaKTepuCTHKa Ha
HPOIYKTA 33 KIAPUTPOMHILIHH.

AHTUKOAT'YJIAHTU/MHXWBHU

TOPHU HA TPOMBOIIUTHATA ATPETALIUA

ArnkcabaH
PuBopoxcaban

BB3 ocHOBa Ha TEOpETUYHU
CHhOOpakeHNs €THOBPEMEHHOTO
npunoxenne Ha REZOLSTA ¢
TE3W AaHTUKOATyJIAHTH MOJXKE Ja
TIOBHUIIY KOHIIEHTPALIUUTE UM
(uaxubupane Ha CYP3A n/unu P-
TJINKOTIPOTEHH)

EnHOBpEMEHHOTO IPHIIOKEHHUE
Ha REZOLSTA ¢ nupextHI
MEepOpaNTHU AaHTUKOATYJIaHTU
(DOAC), xouto ce
metabonmusupar ot CYP3A4 u ce
TpaHcnopTupar ot P-gp, He ce
[IPENopbYBa, ThI KaTO TOBA
MOXe€ J1a I0BEJIE 0 ITOBUIIICH
PHCK OT KbPBEHE.

JaburarpaH eTekcuiaT

naburatpan etexcuiar (150 mg):

Heo6x011Mo € KIHHUYHO

E,I[OKca6aH I[aDVHaBI/ID/K06I/ILII/ICTaT Ha6J‘I}O,I[eHI/Ie 1 HaMaJIsIBaHE Ha
800/150 mg enuHWYHa 103a: no3ata, koratro DOAC,
naburarpas AUC 1 164% TpaHCIOPTHpaH OT P-gp, HO
naburatpas Cmax T 164% Hemetabommsupan ot CYP3A4,

BKJTIOYHMTEITHO Ja0uraTtpaH
JTapYHABHD/KOGHITHCTAT eTeKCUJIaT U efjokcalaH, ce
800/150 mg BenHBXK JHEBHO: Hpujiara €IHOBPEMEHHO C
naburatpan AUC 1 88% REZOLSTA.
naburatpat Cmax T 99%

Tukarpenop B3 0CHOBA HA TEOPETHYHH ChIbTCTBAIIO TPHIOKEHHE HA
ChOOPaKEHHs! €THOBPEMEHHOTO REZOLSTA c Tukarpenop e
npunoxenne Ha REZOLSTA ¢ NPOTHBONOKA3AHO (BXK.
THKArpesiop MOKe 1a OBUIIH TouKa 4.3).

KOHIIEHTPAI[MKUTE HA TUKArPEIIOp.
(maxubupane Ha CYP3A w/wmm P-
TIINKOTIPOTEHH)

Krnonunorpen B3 0CHOBA Ha TEOPETHIHH EnHOBpEeMEHHOTO IPHIIOKEHUE
CHOOPaKEHHs, €HOBPEMEHHOTO Ha REZOLSTA n xionmnorpen
npuioxenne Ha REZOLSTA ¢ He ce npenopsbusa. [Ipenopsusa
KIJIONIUOTPEII CE 0UaKBa J1a ce ynotpeba na ipyru
OHMKY MIa3MeHaTa WHXUOUTOPH HA TPOMOOIIUTHATA
KOHIICHTPAIUS HA aKTHBHUS arperamis, KOuTo He ce
MeTaBoJIUT Ha KIOMH/IOIPEN, nopnusiBat ot CYP unxubupane
KOETO MOJK€ JIa HaMaJIu WM HHIYKIH (Harp.
AHTUTPOMOOLUTHATA MY npacyrpen) (Bx. Touka 4.3).
AKTHUBHOCT.

Bapdapun B®3 ocHOBa Ha TeOpETUYHU IIpenopbuBa ce

cpoOpakenust REZOLSTA mosxe
J1a TIOBJIMSIE TJIAa3MEHUTE
KOHIICHTPAIlUH Ha BapapuH.

MEKTyHapOIHOTO
HOPMaJIM3UPaHO CHOTHOLICHNE
(INR) na ce npocienssa, Korato
BapQapuH ce KOMOMHHUPA C
REZOLSTA.
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AHTUKOHBYJICAHTH

Kap6amazennn B®b3 ocHOBa Ha TeopeTHYHN EnHOBpeMEHHOTO IIpHIIOKEHUE

denobapouTan ChOOpaKEHUSI CE OYaKBa TE3U Ha REZOLSTA u Te3u

denuronH AQHTUKOHBYJICAHTH JIa TOHWKAT AQHTUKOHBYJICAHTH €
IUIA3MEHNTE KOHLEHTPAlX Ha MPOTUBOIOKA3aHO (BXK.
JlapyHaBHp W/UIH KOOUIIHCTAT. Touka 4.3).
(uanynupane Ha CYP3A).

Knonazenam B®3 ocHOBa Ha TeopeTHYHU [TpenopbuBa ce KIMHAYHO
Ccb0OOpakeHHs CE 0YaKBa MPOCTIEsIBAHE, KOTaTo
REZOLSTA na moBumu REZOLSTA ce npunara
KOHILICHTPAIIHTE Ha KJIOHA3eTaM €IHOBPEMEHHO C KJIOHA3€TIaM.
(maxubupane Ha CYP3A)

AHTHUJENPECAHTH

Pacturennn nodaBku BB3 ocHOBa Ha TEOpETUUHU EnHOBpEMEHHOTO NPUIIOKEHHE

Xbnt kaHTapHOH CbOOPaKEHHS CE OYAaKBA )KBJITHAT | HA KBIT KAHTAPUOH H
KaHTapHOH J1a IOHWXHU REZOLSTA e npoTrBoOmOKa3zaHo
IJIJa3MEHUTE KOHLUEHTpAlUU Ha (Bx. Touka 4.3).

JApyHABUP U/WIN KOOUIHCTAT.
(uanynmpane Ha CYP3A).

[MapokceTrnn B®3 0cHOBa Ha TCOPETHYHH AKO Te3u aHTHCTIPECAHTH
Ceptpanun ChOOpaKEHUsI CE OYaKBa TpsiOBa J1a ce mpujarar ¢
REZOLSTA na noumu REZOLSTA, ce npenopbuBa
IUTa3MEHUTE KOHIICHTPAIlUH Ha KIIMHAYHO TPOCTICIIBaHE U
TE3W aHTUACTIPECAHTH. MOJKE J1a ce HAJIOXKH aJalTHpaHe
(maxubupane Ha CYP2D6 n/nmm Ha J103aTa Ha aHTUJENpEecaHTa.
CYP3A)

[IpenBapuTenan naHHYM 3a
JapyHaBHp, TIOTEHIUPAH C
pUTOHABHp, 06ade Mmoka3BaT
MTOHMKCHUE B IJIa3MEHUTE
KOHIIGHTPALlMH Ha Te3H
AHTUIETIPECAHTH (HEU3BECTEH
MEXaHU3bM); TIOCIICAHUAT MOXKE Ja
€ crieruduyeH 3a pUTOHABHUD.

AMUTPUNTUINH B®B3 ocHOBa Ha TEOpETUYHH
Jesunpamun CHhOOpaKEHUsI Ce 0YaKBa
Nmunpamun REZOLSTA na noBumu
Hoprpunrunux IJIa3MEHUTE KOHLIEHTPALUU Ha
Tpazonon T€3U aHTUACTIPECAHTH.
(uaxubupane Ha CYP2D6 u/nnn
CYP3A)
AHTUIAUABETHHU CPEACTBA
Metdopmun Bb3 ocHOBa Ha TEOpETUYHHU IIpenopbuBa ce BHUMATEIHO
CHOOpaKeHHs ce 0YaKBa IpociieAsBaHe Ha MAIlUeHTUTE U
REZOLSTA na noumu aJlafiTUpaHe Ha Ji03aTa Ha
IUTa3MEHUTE KOHIIEHTPAINK Ha MeT(GOPMHUH MPH MAIUESHTH,
MET(POPMUH. kouto nmpuemar REZOLSTA.
(uaxubupane Ha MATEI)
AHTHEMETHULHA
Jomnepunon He e mpoyueno. EnHOBpeMEHHOTO NpHIIOKEHHE
Ha pomnepugon ¢ REZOLSTA e
IMPOTUBONOKA3aHO.
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AHTUMHUKOTHIIHN

Knorpumazon
DirykoHa3011
Hrpakonaszon
H3aBykoHa3zon
ITocakonason

Bopuxkonason

B®b3 ocHOBa Ha TeopeTHYHN
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHLEHTPAlX Ha
TEe3W aHTUMHUKOTHUIIH, KaKTO U
IUIA3MEHNTE KOHLEHTPAlK Ha
JapyHaBUp W/WIN KOOUIHCTAT
MOXe J1a Ce IIOBHILIAT IPH
yrmorpeda Ha Te3W aHTUMHUKOTHIIH.
(maxubupane Ha CYP3A w/mmm
nHXubupane Ha P-gp)

KoHneHTpanunre Ha BOPUKOHA3071
MOJKe Jla ce MOBHUIIIAT WU
MIOHMXKAT IPU €THOBPEMEHHO
npunoxenue c REZOLSTA.

[MpenopbuBa ce MOBUIIIEHO
BHUMAHUE U KIIMHUYHO
HaOJIIoeHHE.

Korato e HeoOxoaumMo
€/IHOBPEMEHHO NPUIIOKEHUE,
JHEBHATA 1032 HTPAKOHA3UI HEe
TpsiOBa na HamxBHpIst 200 mg.

BopukoHasoun He TpsiOBa n1a ce
kom6uHupa ¢ REZOLSTA,
OCBEH aKo OLICHKATa Ha
CHOTHOIICHHETO MOJI3a/PUCK HE
OIIpaBJIac MPUIIOKCHUETO MY.

AHTHUIIOJATPO3HHU JIEKAPCTBA

Konxumnun

BB3 ocHOBa Ha TeOpEeTUYHHU
cb0OpakeHHs Ce 0YaKBa
REZOLSTA na noBumu
IUIA3MEHNTE KOHIICHTPAIN Ha
KOJIXUIIHH.

(maxubupane Ha CYP3A w/wmm P-
TJINKOTIPOTEHH)

[TpenopbuBa ce HamassIBaHe Ha
J103aTa Ha KOJIXHUIMH HIIH
MPEeKbCBAHE HA JICYEHHETO C
KOJIXUIMH NPH HalUEHTH C
HOpMaTHa ObOpeYHa WIn
4epHOIPOOHA PYHKIHS, aKO €
HEOOX0ANMO NPHUIIOKEHHE Ha
REZOLSTA.

KomOunHanuaTa Ha KOJIXULUH U
REZOLSTA e npotuBonoka3aHa
NPY MAIUEHTH ¢ OBOPEYHO MK
4epHOIPOOHO yBpEKIaHE (BXK.
Touka 4.3).

AHTHUMAJIAPUIHHU CPEJICTBA

Apremerep/iymedanTpuH

Bb3 ocHOBa Ha TEOpETUYHHU
CHhOOpaKEHUsI Ce 0YaKBa
REZOLSTA na noBumu
IUTa3MEHUTE KOHIICHTPAIlUH Ha
myme(haHTpHUH.

(maxubupane Ha CYP3A)

Kom6unarusara Ha REZOLSTA
U apTeMeTep/IyMepaHTpIH
MOJKe J1a ce Tpuiiara 6e3
aJanTUpaHe Ha 103aTa; BCE MaK
MopaJiy MOBUIIABaHE HA
EKCIIO3HIIUATA Ha TyMe(aHTpHUH,
KoMOWHanmsATa TpsOBa aa ce
M3I0JI13Ba C OBUIIIEHO
BHHMAaHUE.

AHTUMHUKOBAKTEPUAJIHU CPEACTBA

Pudpamnuiux

Bb3 ocHOBa Ha TEOpETUYHHU
CHOOPaKEHUS CE OUaKBa
pudamMnuH 1a MOHMKU
IUIa3MEHUTE KOHICHTPAIMU Ha
JlapyHaBHp W/UIH KOOUIIHMCTAT.
(uanyumpane Ha CYP3A)

Kombunmnpanero Ha
pudammuie 1 REZOLSTA e
MIPOTHBOIIOKA3aHO (BXK.

Touka 4.3).
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Pudabyrun
Pudanentnn

B®3 ocHOBa Ha TEOPETHYHH
ChOOpaKEHUSI CE OYAKBA TE3U
AHTUMUKOOAKTEPUAITHU CPEIICTBA
Jla IOHIKAT IIa3MEHUTE
KOHIICHTPAIIUH Ha TapyHaBHUP
W/MIU KOOUIIUCTAT.

(maoymmpane Ha CYP3A)

He ce npenopbsuBa
€/IHOBPEMEHHOTO IPHJIOKEHHUE
Ha REZOLSTA c pudabytun u
pudanenTuH. Axo e
HE0OX0ANMO KOMOWHHUPAHETO
UM, TIPENOPHYUTEIIHATA J1032 Ha
pudadytus e 150 mg Tpu mpTH
CEIMHYHO B OIIPEACICHH JHU
(HanpuMep MOHEIETHUK-CPsAa-
neTsK). [Ipemoprusa ce mo-
CTPHKTHO MPOCIIEASBAHE 32
CBBp3aHH ¢ puhadyTHH
HE)XeJlaH! peaKlny,
BKJIFOUYUTEIIHO HEYTPOIICHUS 1
YBEHT, OPaaH OYaKBaHO
MOBUILIABaHE HA EKCIIO3UIUATA
Ha pu¢adytun. He e npoyueHo
JIOITBJTHUTEITHO MOHM)KaBaHE Ha
nmo3arta Ha pudadytun. Tpsosa
Jla ce UMa MpeIBU, Ye IpHUeM
JIBa TbTH CEAMUYHO HA /103a OT
150 mg Moke 1a HE OCUrypH
ONTHMAaJIHA EKCIIO3UINS Ha
pudabyTnH, KOETO BOAM JI0 PUCK
OT PE3UCTEHTHOCT KbM
pudamMuLIH U HEyCIIeX Ha
neueHuero. TpsOBa na ce
00bpHE BHUMAaHUE Ha
oduIHaTHUTE IPETOPBKHU 32
MPaBIJIHO JICYCHNE Ha
TyOepkyno3a npu HIV
MH(EKTUpaHN MAIECHTH.

Ta3u npenopbka e pa3InyHa Ipu
JlapyHaBHp, TIOTEHIIMPAH C
puronasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKTepHCTHKa Ha
MIPOAYKTa Ha IapyHaBHp 3a
MOBeYe MOIPOOHOCTH.

AHTUHEOIIVIACTUYHMU CPEJACTBA

Jazatuauo
Humornuno
BunoOmactun
Bunkpuctun

EBeponumyc
Hpunorekan

Bb3 ocHOBa Ha TEOpETUYHHU
CHOOPaKEHUS CE OUaKBa
REZOLSTA na noBumu
IUTa3MEHUTE KOHIICHTPAI[UH Ha

TC3U AHTUHCOIJIACTUYHU CPEACTBA.

(maxubupane Ha CYP3A)

KonuenTparuure Ha Te31
JICKApCTBCHH MPOIYKTH MOTAT Ja
ce TMOBUIIAT [P SAHOBPEMEHHO
npunoxxenue ¢ REZOLSTA,
BOJICIIIO IO €BEHTYAJIHO
yBeJIMYaBaHE Ha HEXKEIaHUTE
CHOHTHS, KOUTO OOMYaiHO ce
CBBP3BAT C TE3U JICKAPCTBEHU
MPOYKTH.

Heo06xoauMo € OBHUIIIEHO
BHHUMAaHUE TIPH KOMOMHUPAHETO
Ha BCSIKO OT TE3H
AHTUHEOIJIACTHYHU CPEJICTBA C
REZOLSTA.

CpIbTCTBAILO MPUIIOKEHUE HA
€BEpOJINMYC WM UPUHOTEKAH U
REZOLSTA He ce npenopbuBa.
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AHTUIICUXOTUIHHW/HEBPOJIEIITUIIN

[epdenaznn B®3 ocHOBa Ha TeOpEeTUYHU IIpenopbuBa ce KIMHUYHO
Pucnepunon cb0oOpakeHHs ce 0YaKBa IpoclieisBaHe IpU
Tuopunasun REZOLSTA na nosumu €ITHOBPEMEHHO IPUIIOKEHUE Ha
IJIa3MEHUTE KOHLIEHTPALUY Ha REZOLSTA, nepdenasus,
T€3U HEBPOJICTITUIIU. PHUCTIEPUIOH HIIM THOPUAA3HH.
(unxubupane Ha CYP3A, 3a Te3u HEBPOJIENITUIIU Aa Ce
CYP2D6 n/unu Ha P-gp) oOMucCIM HamMalsiBaHEe Ha 103aTa
Ha HEBPOJIENITHKA IIPH
€IHOBPEMEHHO MPHUIIOKEHHE C
REZOLSTA.
Jlypazunon KombunanusTa Ha Typa3uioH,
IMumosun MUMO3U], KBEeTHAIIMH WU
Ceptunpnon ceprunnon u REZOLSTA e
Ksetnanux MPOTUBOIIOKAa3aHa (BXK.
Touka 4.3).

BETA-BJIOKEPHU

Kapsenumnon
Mertomnpoon
Tumomnon

Bb3 ocHOBa Ha TeOpeTUYHHU
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na noBumu
IUIA3MEHUTE KOHICHTPAIMU Ha
Te3u OeTa-0okepu.
(maxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
MpOCIeAsIBaHe TIPU
€IHOBPEMEHHO TIPIIIOKCHHUE Ha
REZOLSTA c 6era-0nokepu u
TpsiOBa 1a ce OOMUCITH MTO-HUCKA
J103a Ha OeTa-0J0Kepa.

BJOKEPU HA KAJINUMEBUTE KAHAJIU

AMIOIUIINH
Junrtrazem
Demoaunun
Huxapaunun
Hudenumnun
Bepanamun

B®3 0ocHOBa Ha TEOPETHYHH
ChOOpaKeHHs ce 0YaKBa
REZOLSTA na noBumu
IUTa3MEHUTE KOHIIEHTPAIlUH Ha
Te3u OJIOKEepH Ha KaJI[UeBUTE
KaHaJH.

(uaxuoupane Ha CYP3A n/unu
CYP2D6)

[IpemoppuBa ce KIMHIIHO
MpoCIieITBaHe Ha
TepaneBTHIHUS e(heKT 1
HEeXellaHUTe peakiluu, KoraTo
TEe3H JIeKapcTBa ce mpuiarat
enHoBpeMeHHO ¢ REZOLSTA.
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KOPTUKOCTEPOUIN

Koprukocrepounu,
MeTabOM3UPaHH PETUMHO Upes3
CYP3A (BxmounTenHo
OerameTaszoH, OyIe30HU,
(ITyTHKA30H, MOMETA30H,
MPEAHU30H, TPUAMIIHHOJIOH).

B®3 ocHOBa Ha TEOPETHYHH
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPAI[UH Ha
TE31 KOPTHKOCTEPOU/IH.
(uaxuoupane Ha CYP3A)

CenbTeTBamara ynorpeba Ha
REZOLSTA n
KOPTHKOCTEPOUIH (BCUYKH
IIbTHUIIA Ha BBBEXKAAHE), KOUTO
ce merabonusupar upe3 CYP3A,
MOXE /12 YBEJINUU PHCKa OT
pa3BUTHE Ha CUCTEMHH
KOPTHUKOCTEPOHUIHH e(heKTH,
BKJIIOYUTEITHO CHHIPOM Ha
Cushing n HanOsOpedHa
cynpecus.

He ce npenopbusa
CIHOBPEMCHHO MPHIIATaHEe C
KOPTHUKOCTEPOUTU, KOUTO CE
metabonsupar upe3 CYP3A,
OCBEH aKo MMOTEHI[MaIHaTa 10J13a
3a MaIlueHTa MPEBHUIIIaBa PUCKA,
B KOWTO Cily4ail malueHTUTe
TpsiOBa a ce HaOIrOHaBart 3a
CHCTEMHH KOPTUKOCTCPOUIHU
e(eKTH.

Tps6Ba na ce oOMucIH
ynotpebara Ha alTepHATHBHH
KOPTHKOCTEPOU/IH, KOUTO CE
MeTaboJIM3Upar B MO-HUCKa
creneH upe3 CYP3A, Hanp.
OeKIIoMeTa30H, 0cOOEHO 3a
JBITOCPOYHA yHoTpeba.

JexcameTas3oH (3a CHCTEMHO
MIPUJIOKCHHE)

Bb3 0cHOBa Ha TEOPETHYHH
CHOOpaXKEHHs Ce OYaKBa
JIeKCaMeTa30H (3a CHCTEMHO
NPUIIOKEHHUE) 1a TOHWKU
IUIa3MEHUTE KOHIICHTPALUH Ha
JapyHaBUp W/WIH KOOUIMCTAT.
(maoynmpane Ha CYP3A)

JlexcaMeTa30H 3a CHCTEMHO
NpHIOKeHUe TpsiOBa aa ce
M3II0JI3Ba BHUMATEIIHO, KOTaTo
ce koMOmHupa ¢ REZOLSTA.

EHJAOTEJIMH-PEIIEINTOPHU AHTAI'OHUCTH

Bosenran

Bb3 ocHOBa Ha TEOpETUYHHU
CHOOpaKEHUs ce 04aKBa OO3eHTaH
J1a TTIOHMKH TUTa3MEHUTE
KOHIICHTPAIMH Ha JapyHABUP
W/WIM KOOUIIMCTAT.

(menymupane Ha CYP3A)

OuakBa ce REZOLSTA na
IOBHUIIH [JIA3MEHUTE
KOHIICHTPALlM! Ha 003CHTaH.

EnHoBpeMeHHOTO MpUIOKEeHHe
Ha REZOLSTA c 6o3eHTaH He ce
MpenopbyBa.

(unxubupane Ha CYP3A)
AHTUBUPYCHHU CPEJICTBA, IMPEKTHO JEMCTBAIIIM HA BUPYCA HA XEIIATUT C
(HCV)
NS3-44 unxudumopu
EnbGacsup/rpazonpeBup B®3 ocHOBa Ha TeopeTHYHN ChrbpTeBamaTa yrnorpeda Ha

crobpakenust REZOLSTA moxe
J1a TTOBMIITK SKCITO3UIIMATA Ha
TPa3oNpeBUP.

(OATPI1B u CYP3A unxubupane)

REZOLSTA u
enbacBuUp/TpazonpeBup €
MIPOTHBOIIOKA3aHa (BXK.
Touka 4.3).
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I'nexanpeBup/nuOpeHTa3BUp

B®3 ocHOBa Ha TeOpeTUYHU
cpoOpakenust REZOLSTA moxe
Jla TIOBHIIN SKCITO3UIIUATA HA
TJICKANPEBUP U MHOPEHTA3BUP.
(P-gp, BCRP n/unn OATP1B1/3
uHxubupane)

He ce npenopbsuBa
€/IHOBPEMEHHO NpUJIaraHe Ha
REZOLSTA ¢
rIeKanpeBup/muopeHTa3Bup.

HMG Co-A PEAYKTAZHU HTHXUBUTOPHU

ATOpBacTaTHH
®dnyBacTaTUH
IMuTtaBactaTuH
[IpaBactatun
PozyBacratun

JloBacTaTuH
CuMBacTaTul

AtopsacratuH (10 mg BeqHBX
JTHEBHO):

atopBactatuH AUC 1 290%
aTopBacTaTHH Cmax T 319%
aTopBacTaTHH Cmin ND

PosyBacraTtus (10 mg BenHbk)
JTHEBHO):

posysacratua AUC 1 93%
po3yBacTatut Cmax T 277%
po3yBacTatuH Cpin ND

BB3 ocHOBa Ha TeOpeTUYHHU
cb00OpakeHHs Ce OYaKBa
REZOLSTA na noBumu
IUIA3MEHNTE KOHIICHTPAINN Ha
(IryBacTaTHH, MNTaBACTATHH,
TIpaBacTaTHH, JTOBACTATHH U
CHMBAaCTaTHH.

(uaxubupane Ha CYP3A n/unu
TpaHCIopTa)

CerbTeTBaara ynorpeba Ha
HMG Co-A penykrazau
naxuburopu u REZOLSTA
MO>Ke J1a TIOBHIIH IIa3MEHHUTE
KOHIIGHTPAIHU Ha
JMIHIOIIOHMKaBAIUTEe
CpelCTBa, KOSTO MOXKE 11 IOBE/Ie
JI0 HEeXKEJIaH! PeaKI1H KaTo
MHUOMATHSL.

Korato e HeoOxoaumMo
npuioxenue Ha HMG Co-A
pelnyKTa3HH UHXHOUTOPH U
REZOLSTA, ce npenoppyBa aa
ce 3aIl0vHe ¢ Hal-HHUCKaTa 103a
Y BB3XOJSAIII0 TUTPUPAHE 10
JKEeTIaHUS! KITMHUYEH e(eKT ¢
€IHOBPEMEHHO MPOCIEsIBaHE Ha
6e30macHoCTTA.

CeoprcTBaINA yoTpeOa Ha
REZOLSTA c noBactaTtus u
CHMBACTaTHH €
MIPOTUBOIIOKA3aHa (BXK.
ToukKa 4.3).

JPYTY JUIMHAJIOMOIM®UIUPAILN CPEICTBA

Jlomuranun

B®3 ocHOBa Ha TEOPETUIHU
CI»O6pa)KGHI/I$I C€ OYaKkBa

E,I[HOBpeMeHHOTO IIPUIIOKCHUC €
MNPOTUBOIIOKA3aHO (B)K.

REZOLSTA pna noBumu Touka 4.3)
eKCTIO3MIMATA HA JIOMUTAITU]L TIPH
€THOBPEMEHHO NPHIIOKEHHE.
(naxubupane Ha CYP3A)
H>-PEHHEIITOPHU AHTAI'OHUCTH
Humernann BB3 ocHoBa Ha REZOLSTA moxe na ce
damoTuaH TEOPETUIHHUCHOOPAKEHHUS HE Ce mpuiara B komounarms ¢ H2-
Huzatunua 0YaKBa MEXaHUCTHYHO pelenTOpHA aHTarOHUCTH 0e3
Panutuann B3aUMOJICIICTBHE. aJlanTUPaHe Ha 103aTa.
NMYHOCYIIPECOPHU
Huxnocnopun Bb3 ocHOBa Ha TEOpETUYHU B ciyuail Ha e1THOBpEMEHHO
Cuponumyc cb0oOpakeHHs Ce 0YaKBa MpWIOKeHNe TpsAOBa 1a Obie
Takponumyc REZOLSTA na nosumu IIPOBEKAAHO TEPALIEBTUYHO
I1a3MEHUTE KOHIIEHTPaluK Ha JIEKapCTBEHO MOHUTOPUPAHE HA
T€3U UMYHOCYIIPECOPHU. HUMYHOCYTIpecopa.
(uaxubupane Ha CYP3A)
EBeponumyc CeroprcTBama ynorpeba Ha

eBeponumyc U REZOLSTA He
Ce MPenopbYBa.
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NHXAJIATOPHU BETA ATOHUCTH

Canmerepon

B®3 ocHOBa Ha TEOPETHYHH
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na noumu
IUTa3MEHUTE KOHIICHTPAI[UH Ha
caJMeTepo.

(uaxubupane Ha CYP3A)

ChrbTeTBalIa ynorpeda Ha
canmetepon 1 REZOLSTA we ce
npenopbuBa. KomOuHanusta
MOXe€ Ja I0BEJIE 0 MOBUIICH
PHCK OT ChPJEUHO-CHJOBO
HEXKeJlaHO ChbOUTHE CBBP3aHO
CBC CaIMETEPOJI, BKIFOUUTEITHO
yabbkaBade Ha QT-uHTepBana,
MAJIHATAlNU U CHHYCOBa
TaxXUKapaus.

HAPKOTHYHU AHAJITETUIIU/JIEYEHUE HA OITMONJHA 3ABUCHUMOCT

Bynpenopdun/Han0KCOH B®3 ocHOBa Ha TEOPETHYHH Moxe a He € He00X0AUMO
cpobpakennst REZOLSTA moxe KOpHUTHpaHe Ha Jj03aTa
J1a TTOBHIIH ITa3MEHUTE OympeHOphUH, KOTaTO CE
KOHLIEHTpALK Ha OynpeHophHH Ipuiara eTHOBPEMEHHO C
n/um HopOynpeHophUH. REZOLSTA, Ho ce npenopbuBa
BHUMATEITHO KINHUYHO
HaOJII0/IeHUe 32 IPU3HAILM Ha
ONHOMIHA TOKCUYHOCT.
Meranon B®3 ocHOBa Ha TeopeTHIHN Koraro ce 3amousa
cpobpakennst REZOLSTA mosxe €THOBPEMEHHO MPUIIOKEHUE C
Jla TIOBUIIH IUIA3MEHUTE REZOLSTA, He ce nu3ncksa
KOHLICHTPALMH Ha METAI0H. KOpHUTHpaHe Ha 103aTa Ha
METaJI0H.
IIpu napyHaBup, NOTEHIMPAH C IIpenopbuBa ce KIMHUYHO
pHUTOHABHp, ce HaOJII0JaBa JIEKO IpociefsBaHe, Thi KaTo
MIOHMKAaBaHE Ha MIa3MEHUTE MOIBPIKAIIOTO JIEICHUE TIPU
KOHIIEHTPAIllM{ Ha METaI0H. HSKOM MAaIlMeHTH MOJXKe /1a
Koncynrtupaiite ce ¢ kpaTkarta H3UCKBA KOPEKITHSL.
XapaKTepUCTHKA Ha NIPOAYKTa Ha
JlapyHaBHp 3a IOBEYE
OIPOOHOCTH.
denTanmN B®3 ocHOBa Ha TeopeTHYHN [TpenopbuBa ce KIMHUYHO
OKCHKOJOH cpoOpakenust REZOLSTA moxe pociensBaHe npu
Tpamanon Jla YBEJINYH TIa3MEHHUTE €/IHOBPEMEHHO NPHIIOKEHUE Ha

KOHLICHTPALIMK Ha TE3H
QHAJITeTHIH.

(uaxubupane Ha CYP2D6 u/nnn
CYP3A)

REZOLSTA c Te3u aHaJIreTHLN.

ECTPOT'EH-BASUPAHU KOHTPAIIEIITUBHU

HpocnupeHoH (3 mg BeHBXK
JTHEBHO)

Eturnnectpanwon (0,02 mg
BEJIHBK JTHEBHO)

Hopetunapon

npocrupenoH AUC 1 58%
apocupeHOH Chax T 15%
apocnupeHOH Cmin ND

etTuHunectpaauonr AUC 1 30%
eTHHUIECTPATUON Crax 1 14%
eTuHuIeCTpaguoa Cpin ND

B®3 ocHOBa Ha TeopeTHYHN
cpoOpakenust REZOLSTA mosxe
J1a TIOBITUSIC TIa3MECHUTE
KOHIICHTPAIlU! HAa HOPETUHIPOH.
(maxubupane Ha CYP3A,
unaynupane Ha UGT/SULT)

[IpenopbuBar ce anTepHATUBHU
WM JOTMBIHUTEITHU
KOHTPAIICTITUBHU MEPKH, KOTaTO
KOHTpalEeNTHBH Ha 0a3zaTa Ha
€CTPOTECHH Ce MpuiaraT
enHoBpemeHHo ¢ REZOLSTA.
[MarreHTKUTE, U3MOI3BAIIA
€CTPOTreHU KaTo
XOPMOHO3aMeCTUTENHA Tepanus,
TpsiOBa J1a ce mpocCIieasBaT
KIMHUYHO 32 TPU3HAIM Ha
€CTPOTCHOB JCUITHT.

Koraro REZOLSTA ce mpunara
€THOBPEMEHHO C TIPOAYKTH,
CBABPKAITN APOCIIUPEHOH, CE
MpernopbyBa KIMHHIHO
npociensBaHe Mmopaau
MOTCHITHAJ 33 XUIICPKATUCMUSL.
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OIMMOUJHU AHTATOHUCTHU

Hamnokceron

He e mpoyueno.

EnHoBpeMEHHOTO MPUIIOKEHHE
Ha REZOLSTA u HallOKCerou e
MIPOTUBOTIOKA3aHO.

NHXUBUTOPU HA ®OCPOJUECTEPA3A THII 5 (PDE-5)

3a JeueHHe Ha epeKTUIHA

JuchyHKIUSL
Cunpenadun
Tananadun
Bapnenadun

ABaHadun

B®3 0cHOBa Ha TCOPETHYHH
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPAI[UH Ha
te3u PDE-5 naxuburopu.
(maxubupane Ha CYP3A)

CerbTaTBaIIa ynotpeda Ha
nuxuburopu Ha PDE-5 3a
JICYeHUE Ha ePEeKTHITHA
muchynkius ¢ REZOLSTA
TpsiOBa J1a ce N3BBPIIBA C
MTOBHIIICHO BHUMaHHE. AKO UMa
MTOKA3aHUS 32 ChII'BTCTBAIIO
npwioxenne Ha REZOLSTA
cbe cuiieHad I, BapaeHa(I
WK Taganad i, IperopbraBa ce
cuigenadui na Ob/e B
€/IMHUYHA /1033, HEHaIXBbPIIAIIa
25 mg 3a 48 uaca, BapaeHa(I
na Oblie B €qUHUYHA 1034,
HEHaAXBBPIAIIA 2,5 mg 3a

72 qaca, a Taganagun 1a Opae B
€IMHUYHA 1032, HCHAIXBBHPIIAIIa
10 mg 3a 72 ygaca.

KomOunanusara ot aBaHapmi u
REZOLSTA e npoTtuBonoka3asa
(BX. Touka 4.3).

3a neueHue Ha 6enoapobHa
apTepHUaIHA XUIIEPTOHUS
CunneHadun
Tananadun

Bb3 ocHOBa Ha TeOpeTUYHHU
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na noumu
IUIA3MEHUTE KOHIIEHTpAIUU Ha
te3u PDE-5 uaxuduropu.
(maxubupane Ha CYP3A)

He e ycranoBeHa Ge3omacHa u
eheKTHBHA 71032 CIIACHADUI 32
JieueHUe Ha OenoapooHa
apTepuaiHa XUICPTOHUS,
MPUIOKEHA STHOBPEMEHHO C
REZOLSTA. CoiectByBa
MOBUIIICH MOTEHIKAT 32
HEXellaH!u ChOUTHS, CBhP3aHH
che cuiieHaQ I (BKITFOUYUTEITHO
3pUTEITHH CMYIICHUS,
XHUIOTOHUSI, YIBJDKEHA ePEKIIUs
W CHUHKOIT). 3aTOBa
€IHOBPEMEHHOTO PUIIOKEHHE
Ha REZOLSTA wu cunaenadu,
M3I0JI3BaH 3a JICUCHUE Ha
OenonpoOHa apTepuaiHa
XHIIEPTOHMS, €
MPOTUBOIOKA3aHO (BIK.

Touka 4.3).

EnHOBpeMEHHOTO IIpHIIOKEHHUE
Ha Taganadui 3a Je4eHue Ha
6enopoOHa XUIIEPTOHHUS C
REZOLSTA He ce mpenopbyBa.

NHXUBUTOPU HA ITIPOTOHHATA ITOMITA

Jekcnanzonpasoi B53 ocHOBa Ha REZOLSTA moxe na ce
E3omemnpazomn TEOPETUIHHNCHOOPAKEHUS HE Ce MpuiIara eJHOBPEMHHO C
Jlanzonpazon OYaKBa MEXaHUCTUYHO WHXUOWTOPH HA IPOTOHHATA
Owmemnpa3zon B3aUMO/JICHCTBHUE. nomria 06e3 Kopurupane Ha
ITanTomnpazon no3arta.

Pabenpazon
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CEJATUBHU/CBHOTBOPHHU CPEACTBA

Bycnupon

Knopasenar

[wnazenam

Ecrazonam

Quypasenam

Mpupazonam (3a napeHTepaTHO
MIPHUIIOKCHIE)

onmmaeM

Munasonam (3a epopasHo
MIPUIIOKCHHE)
Tpuzonam

B®3 ocHOBa Ha TEOPETHYHH
ChOOpaKEHUsI CE 0YaKBa
REZOLSTA na nosumu
IUTa3MEHUTE KOHIICHTPAI[UH Ha
TEe3U CeJJaTUBHU/CHHOTBOPHU
CpeJICTBa.

(maxubupane Ha CYP3A)

[MpenopbuBa ce KIMHUYHO
npocye/siBaHe Mpu
€/IHOBPEMEHHO MPUIIOKEHUE Ha
REZOLSTA c te3u
CeIaTUBHK/CHHOTBOPHH
CpEeICTBa U OOMUCIISIHE Ha TMO-
HHCKa J103a Ha
CelaTHBHHUTE/ChHOTBOPHUTE
CpezcTBa.

EnHOBpEeMEHHOTO NPHIIOKCHUE
Ha REZOLSTA 1 mapeHTepaiHo
NPWIOKEH MHJIa30J1aM TpsiOBa aa
Ce U3BBPILBA C TOBUILECHO
BHHMAaHHE.

Axo REZOLSTA ce mpunara
€/IHOBPEMEHHO C MapeHTEPaTHO
MPWIOKEH MHUA30J1aM, TOBa
Tps0Ba 1a ce HaIllpaBy B
MHTEH3UBHO WM TOJOOHO
OTZEJIEHNE, KOETO OCUTYPsIBa
CTPOTO KIIMHUYHO IPOCIIEASBaAHE
M NOAXOIAII0 MEIULIMHCKO
JICYCHHE B Cllydail Ha
pecnuparopHa Jenpecus u/uiu
HPOJBIDKUTENHO CeUpaHe.
Tps0OBa 1a ce 0OMUCITH KOPEKIIUS
Ha JI03aTa Ha MHJa30J1aMm,
0c00CHO aKo ce MpuJiara moBeye
OT eJ[Ha 1032 MUJIa3071aM.

EnHOBpeMEHHOTO IPHIIOKEHHUE
Ha IepopajieH MHUAa30J1aM I
tpuazonaM U REZOLSTA e
MIPOTHBOIIOKA3aHO (BXK.

Touka 4.3).

JIEYEHUE HA ITPEXXKJIEBPEME

HHA EAKYJALDUA

JamokceTnn

He e npoyueHo.

EnHoBpeMeHHOTO MpUIOkKEeHNe
Ha REZOLSTA ¢ gamokceTuH e
MIPOTHBONOKA3aHO.

YPOJIOI'NMYHU JIEKAPCTBA

®de30TepoivH
Conudenanux

He e npoyueHo.

Ja ce mpunara ¢ nOBUIIEHO
BHUMaHue. /[a ce npocnenssa 3a
HEXXEJTaH! PEaKIiy M0
OTHOIICHHE Ha (He30TePONH U
comudenanue. Moxe 1a e
HE00X0IMMO IOHW)KaBaHe Ha
no3ara Ha (he30TepOoIHH U
cosuQeHAINH.

4.6 DeprTUauTeT, )PEMEHHOCT U KbPMeHe

BpemeHHocT

He ca npoBexanu aJieKBaTHH U 100pe KOHTPOIMPAHU MPOYUYBAHUS C JAPYHABUP HITH KOOUIIUCTAT
npu OpeMeHHU keHu. [IpoyuBaHusATa TP JKUBOTHH HE MTOKA3BaT MIPEKH BpeIHH e(heKTH 1o
OTHOIIIEHHE Ha OpEeMEHHOCTTa, EMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKIAAHETO U IIOCTHATATHOTO

pasBuTHe (BX. Touka 5.3).
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Jleuenueto ¢ napynaBup/koouructar 800/150 mg mo BpeMe Ha OPEMEHHOCT BOJIHU 10 HUCKA
SKCTIO3HITUS Ha TapyHaBHp (BXK. TOUKA 5.2), KOETO MOXe Aa OBbJe CBBP3aHO C TIOBHUIIICH PUCK OT
HEYCIIeX Ha JICYCHUETO U TIOBUIIICH PUCK OT NpeaaBane Ha HIV Ha netero. [lopaau ToBa Ta3u
KoMOWHanus He TpsOBa Ja ce 3arouBa 1o BpeMe Ha OpEMEHHOCT, a )KeHH, 3a0peMeHeN! 10 BpeMe Ha
tepamust ¢ REZOLSTA, tpsiOBa 1a mpeMHHAT Ha aJITCpHATHBHA CXeMa Ha JeueHne (BXK. ToUku 4.2 1
4.4).

Kwpmene

He e u3BecTHO nanu napyHaBUp WINM KOOMIUCTAT CE EKCKPEeTHpaT B KbpMaTa. [IpoyuBaHus npu
TUTBXOBE MTOKA3BaT, ue JapyHaBUP C€ eKCKpeTHpa B MISIKOTO U pu Bucoku HUBa (1 000 mg/kg
JHEBHO) BOJU 10 TOKCHYHOCT B TOTOMCTBOTO. IIpoyuBanust npu ’KMBOTHU IIOKA3BaT, 4e KOOUIMCTAT
ce eKCKpeTHpa B MIISIKOTO.

[Mopanu moTeHIMAaNa OT HEXENaHU PEaKIIUK MPH KbpMaveTa, )KeHUTe TpsOBa 1a Obaat
WHCTPYKTHPAHU J1a He KbpMsIT, ako mpuematr REZOLSTA.

3a nma ce nzberne npegaBane Ha HIV Ha kppMadeTo, ce npenopbuBa xeHu, nHdektupanu ¢ HIV, na ve
KBPMIT.

DepTunurer

Hsma nannu npu xopa 3a edekra Ha JapyHaBUp WIH KOOUIMCTAT BbpXY Qepruiurera. He ce
HabronaBa eexT BbpXy undrocBaHeTo WK (EepTUIIMTETA MPH KUBOTHHU (BK. Touka 5.3). Bb3 ocHOBa
Ha POYYBaHUS IIPH )KUBOTHHU HE C€ 0YaKBa e()eKT BbPXY YN(PTOCBAHETO WM (HEPTHINTETA C
REZOLSTA.

4.7 EdexTn BbpXy cniocodHOCTTA 32 moupaHe u padoTa ¢ MAIINHA

REZOLSTA moxe aa noBJMse B MaJika CTEIICH CIIOCOOHOCTTA 3a Iodupane U padoTa ¢ MallluHU.
HpI/I HAKOH ITAITUCHTH, YHUHUTO JIe'-Ie6HI/I CXCMHU BKIIIOYBAT AapyHaBUpP, IIpujiarad CbBMECTHO C
KOOHUIUCTAT, ce ChOOIaBa 3a 3aMasiHOCT U TOBA TPAOBA Jla c€ MMa MPEJIBUJI, KOTaTo ce MPeIeHBa
CNOCOOHOCTTA HA MAlMeHTa J1a modupa Wi 1a paboTH ¢ MaIIUHH.

4.8 Hexenanu JekapcTBeHH peakuuu

0O0600mmenue Ha npoduia Ha 6€30IaCHOCT

O6musaT npodu Ha 6e3onacHocT HA REZOLSTA ce ocHOBaBa Ha HaJIMYHUTE JaHHH OT KIIMHUYHU
MIPOYYBAHUS C TapyHABUP, TOTCHIIMPAH ¢ KOOUITUCTAT WU PUTOHABUP, C KOOUIIUCTAT U OT
MOCTMaPKETUHIOBUTE JaHHU 32 JapyHaBUP/PUTOHABHP.

Toit kato REZOLSTA chabpika qapyHaBup ¥ KOOHIIMCTAT, MOXKE Jla C€ OYaKBaT HEXKEIAHU PEaKIIuH,
CBBP3aHHU C BCAKO €THO OT BEIeCTBaTA.

Haii-yecture HexxellaHN peakny, CbOOLICHN B COOpHUTE AaHHU OT mpoyuBane GS-US-216-130

¢aza Il u B pamoro ¢ REZOLSTA B npoyuBane TMC114FD2HTX3001 ¢a3a 111, ca nuapus (23%),
ragene (17%), oopus (13%) u rmaBo6omue (10%). Cepro3an HeXeTaHU pEeaKINK ca OWIIH 3aXapeH
nuaberT, (JIeKapCTBEHa) CBPbXUYBCTBUTEIHOCT, B3MAJIUTENIEH CUHAPOM IIPH UMYHHO Bb3CTaHOBSBAHE,
o0puB, cuHApoM Ha Stevens-Johnson u noBpswIane. Bcuuku Te3u cepruo3HN HeXeNIaH! JICKapCTBEHH
peakiuu ca HaOonaBanu npu eauH (0,1%) narueHT, ¢ u3kioueHrue Ha oopus mpu 4 (0,6%)
MalUEHTH.

Haii-gectute HEXXEIaHU peaKIiy, CHOOIEHN B X0/1a Ha MporpamMara 3a KIHHUIHO pa3paboTBaHe Ha

JlapyHaBUP/pUTOHABUP U KaTO CTIOHTAHHU CHOOIICHUS, ca TUaps, TafeHe, 00puB, TIaBo0OIHE U
MoBpbIIane. Haii-uecTuTe cepro3Hu peakiuu ca ocTpa ObOpeyHa HeOCTATHYHOCT, HH(PAPKT HA
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MHOKap/a, B3MaJUTENICH CHHAPOM IIPH IMYHHO BH3CTAHOBSABAaHE, TPOMOOIIUTOIIEHHS, OCTEOHEKPO3a,
Iuapys, XeMaTUT U THPEKCHSI.

B ananu3 na cenmuna 96 npodmrsT Ha Ge3omacHocT Ha qapyHaBup/puronasup 800/100 mg BeqgHbxK
JTHEBHO, ITPUJIaTaHy TIPH HEJIEKYBaHH JI0ceTa MalMeHTH, € oJ00eH Ha TO3H, KOMTO ce Ha0Io1aBa mpu
nmapyHaup/putoHasup 600/100 mg aBa mbTH JTHEBHO, IPHIIATaHU [IPH JIEKYBaHH TIPEH TOBA
MalMeHTH, C U3KIIOUEHUE Ha TraJIeHeTO, KOETO ce HabJ0AaBa M0-4eCcTO MPH HEeJIEKyBaH! MallUCHTH.
l'agenero nmpemMuHaBa C Jeka HHTEH3UBHOCT.

Tabauia ¢hC CIUCHK HA HEXETAHU PCAKIINN

Hexenanute peakmuu ca n30poenwu 1mo cuctemo-opranau kinacoe (COK) u kaTeropus mo 4ecTora B
Tabmuiia 2. BbB Besika KaTeropus 1Mo YeCToTa HeXKEIAHUTE JISKAPCTBEHU PEAKIIMK ce H30posiBaT B
HU3XOJIAIII PEJT IO OTHOIIICHUE HA TAXHATA CEPUO3HOCT. B 3aBHCUMOCT OT KaTeropusTa Mo 4ecToTa,
pEeaKIMHTE ca OMPEISIICHH KaKTO clieABa: MHOTO dectd (> 1/10), wectu (= 1/100 mo < 1/10), HeuecTn
(= 1/1 000 mo < 1/100), penxu (= 1/10 000 mo < 1/1 000) u ¢ HEeM3BeCTHA YeCTOTA (OT HATUIHHUTE
JAaHHU HEe MOXKe Ja ObJie HalpaBeHa OI[CHKA).

Taoaumna 2: HeskeJJaHU peakIIiy ¢ TAPYHABUD/KOOHIIMCTAT MPH Bb3PACTHH MAMEHTH
Cucremo-opradex kiac no MedDRA Hexenana peakuust
Kateropus nmo yectora

Hapywenus na umynnama cucmema

4ecTH (JlekapcTBeHa) CBPBXUyBCTBUTEITHOCT
HEYECTU BB3NAJIUTCIICH CUHAPOM IIPU UMYHHO
BH3CTAHOBSIBAHE

Hapywenus na memabonuzma u xparenemo

YECTH AHOPEKCHS, XUIIEPXO0JIECTEPOIEMH,
XUMEePTPUTIINLEPUIEMUS

HCUYCCTHU 3axapCH ,Z[I/Ia6eT, JAUCIIUIINACMUA,
XUIOCPIIIMKEMHA, XUIICPJIUITUACMUA

Hcuxuunu napywenus

YCCTHU SIPKU CbHHIIIA

Hapywenus na nepgnama cucmema

MHOT'O YECTH | rnaBo6omme

Cmomawino-ypesHu HapyuieHus

MHOTI'O YECTH auapus, raJicHe

4eCTH HOBpBILIaHe, KOpeMHa 00JIKa, pa3ayBaHe Ha

Kopema, AHCIencus, GpuaryneHmus

HEYECTH OCTBp MAaHKPEATHT, TIOBUIIICHH TAaHKPEACHU
CH3UMH

Xenamobunruapuu HapyuieHus

YECTH MOBUIIIEHU YePHOAPOOHN CH3UMHU

HEUYECTH XeMaTuT*, UTOJIMTUYCH XeMaTuT*

Hapywenus na kooscama u noOKoxcHama mvKaH

MHOT'O YECTH 00pUB (BKJIFOUUTEITHO MaKyJIapeH,

MakyJionamnyjiapeH, namnyjiapeH, epUTeMeH,
CHpOsII 00pUB, TCHEPATH3UPAH OOPHUB H
aJIepruyeH JePMaTuT)

4eCcTH npyputyc
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HEYECTH cunapoM Ha Stevens Johnson”, anrmoenem,
YPTUKAPHS

penku JICKapCTBEHA PEaKIHs C CO3MHOPMINS U
CUCTEMHH CUMIITOMH *

C HEU3BECTHA YECTOTa TOKCHYHA eIHIepMaIHa HeKposm3a®, octpa
TeHepAIM3MpaHa eK3aHTeMHa MycTyno3a*

Hapymenuﬂ HA MYCKYJIHO-CKeJlienmHama cucmema u CbeOUHUMETHAMA MbKAH

9eCTH MHAJITHS

HEUYECTH OCTEOHEKpo3a™

Hapywenus na 6vopeyume u nuxoynume nomuwa

peaKu | kpucTanna Heponatus*®
Hapywenus na 6b3npouzsooumennama cucmema u 2poama

HEYecTH | THHEKOMacTus ™

Obwu napyweHus u egheKmu Ha MACMOMO HA NPUTONCEHUE

YeCTH | ymopa, acTenns

Hzcnedsanus

4eCcTH | moBHMIIIEH KpeATHHHH B KPHBTA

£
Te3u HexenaHu JeKapCTBEHH PEaKIUH He ca ChOOIIEHH OT ONUT IPH KIMHUYHH IPOYIBAHUS C

JapyHaBUP/KOOUIHMCTAT, HO ca 3abelsI3aHu MpH JICYCHHE C AapyHABHP/PUTOHABUD M MOXKE CHIIO J]a CE OYaKBaT IIPH

JICUCHHE C JapyHABHP/KOOHUIIUCTAT.

Korato ce B3emar npenBua u JanHuTe 0T KMMHIYHOTO m3nuTBane DRV/COBl/emtpururadbun/reHohoBup

anadenamun, cuHApoM Ha Stevens-Johnson Bb3HHKBa psaako (pu 1 oT 2 551 yyacTHHIN), KOETO CHOTBETCTBA HA

IporpaMaTa Ha KIMHHYHOTO u3nuTBaHe DRV/rtv (Bxk. ,, TeXXKH KOXKHM peakiun‘* B Touka 4.4)

¥ mexenana peakuys, ycTaHOBEHA B IOCTMapKETUHIOBH ycinoBus. Criope]] yKa3aHusTa OTHOCHO KpaTkara
XapaKTePHUCTHKA Ha MPOAyKTa (u3nanue 2, M. centeMBpu 2009 r.) yecToTaTa Ha Ta3u HEXKENaHa PEaKIus B
MMOCTMAapKETHHTOBH yCJIOBUS € ONpeeseHa ¢ H3II0I3BaHe Ha ,,[IpaBuinoTo Ha 3.

Onucanue Ha U30paHu HEXKEJIAHU PEaKIIMU

Obpus

B npoBenieHnTe KIMHUYHY TPOYYBAHUS C JapyHABUP/PUTOHABUP U JapyHaBUP/KOOUITUCTAT OOPUBHTE
ca MPEeIUMHO JIEKH IO YMEPEHH, YeCTO CE MOsBSABAT MPe3 IbPBUTE 4 CEAMMUIN OT JICUSHUETO U
M34e3BaT C MPOABbIDKaBaHe IpHUeMa Ha JIeKapcTBOTO (BX. Touka 4.4). B cOopHHMTE JaHHU OT MPOy4YBaHe
C €JIHO pamo, u3cieasaio napyHasup 800 mg BeIHBK JHEBHO B KOMOWHaIus ¢ koounucrar 150 mg
BEJIHBXK JHEBHO W JIPYTH aHTUPETPOBUPYCHH CPEACTBA, U €IHO PaMO B KJIMHUYHO U3MUTBAHE, IPH
koeto ca npuinarann REZOLSTA 800/150 mg BeqHbX JTHEBHO U APYTH aHTHPETPOBUPYCHHU CPENCTBA,
ce ycTaHoBsBa, ue 1,9% OT manueHTuTe ca NpeKbCHAIN JICYEHUETO MOpaanu OOpPUB.

Memaborumnu napamempu
ITo Bpeme Ha aHTHPETPOBUPYCHA TEPAITHS MOXKE J1a HACTHITH YBEIMYaBaHe HA TETJIOTO U HA HUBATa Ha
JUTIAIUTE U TITF0K03aTa B KPBBTA (BK. TOUKA 4.4).

Hapywenus na myckynno-ckenemnama cucmema

VYBennuena kpeatuH Gocdoknnaza (CPK), Muanrus, MUO3HT | PsIIKO pabaoMHOIIN3a ce ChoOIIaBat
npu ynorpedara Ha HIV nporeazHn ”HXUOUTOPH, 0COOCHO B KOMOWHAIINS C HYKIICO3UHA
MHXUOUTOPH Ha 0OpaTHATa TPAaHCKPHUIITA3a.

Cro01maBa ce 3a ciydyad Ha OCTEOHEKP03a, 0COOEHO TPH MAIEHTH ¢ OOIONPHETH PUCKOBU (PaKTOPH,
Hanpennano HIV 3abonsBane nin npoIb/DKUTENHO NPUIIOKEHHE Ha KOMOMHUpaHa
antuperpoBupycHa tepanus (CART). UecroraTa e Hem3BecTHa (BXK. Touka 4.4).

Bvsnanumenen cunopom npu uMyHHO 6b3CIMAHOBABAHE

[Ipu nauuenTu, nuapextupanu c supyca Ha HIV, ¢ Texxka nMyHHa HEAOCTaTHYHOCT, B MOMEHTA Ha
3armo4yBaHe Ha KoMOMHUpaHa anTuperposupycHa Tepanust (CART), Moxe 1a Bb3HUKHE Bh3MaTUTETHA
peaxiys KbM aCUMIITOMHH WIX Pe3UAyaJIHU ONOPTIOHUCTHYHY HHpekiun. ChobiiaBa ce chIlo 3a
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pa3BUTHE Ha aBTOMMYHHH HapyIieHus (kato 6ojecT Ha Graves U aBTOMMYHEH XEIaThT); obade
BPEMETO JIO HACTHITBAHETO UM, KOETO C€ ChOOINAaBa, € MO-MIPOMEHIIMBO B TE3U CHOUTHS MOXKeE Ja ce
CJIy4aT MHOTO MECEIIH CJIe]T 3alI0YBaHe Ha JICUCHUETO (BXK. ToUka 4.4).

Kwvpsene npu nayuenmu c xemogunusa
Mma cpoOmieHus 3a yBeInueHO CIOHTAaHHO KbPBEHE MPU MAIMEeHTH, CTPAIAIIH OT XeMO(HIIHS, KOUTO
MOJTy4aBaT aHTUPETPOBUPYCHH NPOTEA3HU HHXUOUTOPH (BK. TOUKa 4.4).

Tonuoicenue Ha uzyUCIEHUS KPEAMUHUHO8 KIUPBLHC

YCcTaHOBEHO €, 4e KOOMIIMCTAT MOHMKABA U3YUCICHHUS KPEAaTHHUHOB KIIMPBHC B PE3YJITAT Ha
WHXHOUpaHe Ha TyOyJiHaTa CeKpelysl Ha KpeaTnHuHa. [I0BUIIEHUETO Ha CepyMHUS KPEaTUHUH B
pe3ynTaT Ha nHXHOupamus ehekT Ha KoOuIcTaT OOMKHOBeHO He Haaumana 0,4 mg/dl.

EdexThT Ha KOOUIMCTAT BBPXY CEPYMHHUS KPEaTHHUH € U3CJIeABaH B poyuBaHe (aza | mpu nauueHTn
¢ HopmaiHa O0s0peuna ¢pynkmust (€GFR > 80 ml/min, n = 12) u 1exo 10 ymepeHo 6b0pedHO
yBpexaane (eGFR:50-79 ml/min, n = 18). [IpoMsHa B n34nciaeHaTa CKOPOCT Ha TIIOMEpYITHA
¢duntpanwms, uzuucicHa mo merona Ha Cockcroft Gault (eGFRcg), cripsiMO U3XOAHOTO HUBO CE
Ha0II01aBa B paMKUTE HA 7 JTHU CIIe 3all04BaHe Ha JedeHueTo ¢ koourmerar 150 mg npu
MAIMEeHTHUTE ¢ HopMaHa O0b0peuHa pyrkmus (-9,9 + 13,1 ml/min) u nexo n0 ymepeHo 60pedHO
yBpexaane (-11,9 £ 7,0 ml/min). Te3u nonmwkenus Ha eGFRcg ca oOpatumu cien npekpaTsiBaHe Ha
npreMa Ha KOOMIIUCTAT ¥ He MOBIHUABAT ACHCTBUTEIHATA CKOPOCT Ha TIIOMEPYIIHA (PHITPALIHS,
oIpezesieHa 4pe3 KIMPhHCa Ha JISKApCTBOTO COHJIA HOXEKCOIL.

B npoyusane ¢a3za III ¢ enno pamo (GS-US-216-130) ce nabnronaBa namanenune B eGFRcG Ha
ceamuIia 2, Koeto ocraBa cradmiHo o ceamuna 48. Cpennara nmpomsiHa B €GFReg ot mzxogHOoTO
HUBO € —9,6 ml/min Ha ceamuna 2 u —9,6 ml/min Ha cenmurna 48. B pamoto ¢ REZOLSTA B
knuanyHO n3nuTBane TMC114FD2HTX3001 ¢asza III cpeanata npomsina Ha eGFRc oT u3x01HO
HUBO ¢ -11,1 ml/min Ha cenmuna 48, a cpeanara npomsiHa Ha €GFRcystatin ¢ OT U3X0THO HUBO ©
+2,9 ml/min/1,73 m? Ha cenmuna 48.

3a noBeve HHPOPMAIHsI BUKTE KpaTKaTa XapaKTepPUCTHKA Ha MPOAYKTa 38 KOOUIHCTAT.

[lemaTpryna momyJIamus

be3zonacHocTTa Ha JapyHaBUP B KOMOMHALMS ¢ KOOMLMCTAT € OLIEHeHA B KIIMHUYHO U3IUTBAHE
GS-US-216-0128 npu roHOIIM ¢ BUpPYCHA Cynpecus Ha Bb3pacT oT 12 1o o 18 roauHu ¢ Terno Hail-
maiiko 40 kg (koxopta 1; N = 7) u nenia Ha Bb3pact oT 6 110 noj 12 roanHu ¢ Terio Hai-manko 25 kg
(xoxopta 2; N = 8). AHanm3uTe Ha O€30MaCHOCTTA Ha OTpaHIYeH OpOW YYaCTHHIIM B FOHOIIIECKA
BB3PACT U NeIUaTPUYHH yYaCTHUIM Ha BB3pAacT Hal-MaJIKO 6 TOAWHH B TOBA IPOYYBaHE HE
yCTaHOBSIBAT HOBH JJAaHHH, CBBP3aHU ¢ 0€30MaCHOCTTA B CPAaBHEHUE C U3BECTHUS MPOQUIT Ha
0e30MmacHOCT IIPH Bb3pPacTHU MAaIlMEeHTH.

JIpyru clienMajIHy ONyJIalii

THayuenmu, xoungexmupanu ¢ supyca Ha xenamum B u/unu eupyca na xenamum C

Hannyna e orpannuena nagopmanus oTHOcCHO ynoTpedata Ha REZOLSTA npu nauuenrwy,
KouH(peKTUpaHu ¢ Bupyca Ha xenatut B u/unu C. Ot 1 968 nekyBaHu npeau TOBA MAlUCHTH,
MoJTy4JaBallyl JapyHaBHp, MpHIarad eqHoBpeMeHHo ¢ putoHasup 600/100 mg nBa mbTH qHEBHO, 236
ca Own konHdpekTupanu ¢ xenatut B unn C. Ilpu KonHpekTupaHuTe NanueHTH UMa o-ToJisiMa
BEPOSTHOCT 3a IMOBHUILIABAHE Ha YSPHOAPOOHHUTE TPAHCAMHUHA3W Ha U3XOJIHO HUBO M 10 BpeMe Ha
JICYEHUETO, OTKOJIKOTO MPH MAIUEHTUTE 0€3 XPOHUUEH BUPYCEH XenaTuT (BXK. Touka 4.4).

Cno0InaBaHe Ha MMOI03MPAHN HOWKEIIAHHU PEAKIIUH

CpoO11aBaHeTo Ha T0I03UPAHH HEXKEITAH! PEaKIUK CJIe]] pa3pelaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUsI
OPOJYKT € BaykHO. ToBa M03BOJISIBA J1a MPOABIDKNA HAOIOICHUETO HA ChOTHOIICHHETO 10JI3a/PUCK 32
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATICTH CE U3UCKBA J]a ChOOIIABAT BCSIKA
N0/I03MpaHa HeKeJlaHa Peakilns ype3 Hal[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe B:
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4.9 Ilpeno3upane

OnutsT ot octpo npego3upane ¢ REZOLSTA wnun napynaBup B KOMOMHALIUS ¢ KOOUIMCTAT MIPU XOpa
e orpannyeH. Equanunn no3u 10 3 200 mg napynasup nox gopmara Ha epopaiieH pa3TBop
camocrosTenHo u 1o 1 600 mg mapynaBup moxa hopma Ha TaOJIeTKA B KOMOWHAIHS C PUTOHABHP, Ca
MIpHJIaraHy Ha 37paBy TOOPOBOIIIN Oe3 TosBa Ha HEOIAroMpHATHN CHMITOMATHYHHU €(PEKTH.

Hsmma cienmudmden antunot pu npepo3upade ¢ REZOLSTA. Jledennero Ha peo3upaHeTo ce
CBHCTOM OT 00X MOIBPKAIIA MEPKH, BKIIFOUNTEITHO MIPOCIEIBAHE HA KU3HEHUTE TIOKAa3aTeH H
HaOJroIeHNe Ha KIIMHUYHMS CTAaTyC Ha MalyeHTa.

Tbif KaTo mapyHaBUP U KOOUIMCTAT Ce CBHP3BAT BHB BHUCOKA CTEIICH C IIAa3MEHUTE MTPOTEHHH, €
MAaJIKO BEpPOSATHO JUalin3ara Jia ObJie OT 1oJi3a 3a 3HAYUTETHO OTCTpaHsIBaHE HAa aKTMBHUTE BEIIECTBA.
5. DAPMAKOJIOI'MYHU CBOUCTBA

5.1 ®apmakoaMHAMUYHHU CBOKCTBA

®apmMakoTepaneBTHUHA TpyIa: AHTUBUPYCHHU CPECTBA 32 CUCTEMHO MPUIOKEHNE, aHTUBUPYCHHU
cpenctra 3a seuenue Ha HIV undexnus, komounamuu, ATC kox: JOSAR14

MexaHu3bsM Ha JEUCTBUE

JapyHaBup npeicTaBiisiBa HHXUOUTOP Ha AUMEPU3aLUiITa U HA KaTaluTHYHaTa akTuBHOCT Ha HIV-1
nporeasara (Kp ot 4,5 x 10'2M). Toii ceneKTMBHO HHXUOKMPA pa3leNBaHETO Ha Koaupanute B HIV
Gag-Pol nonumnporenHn B ”HPEKTUPAHUTE C BUPYCa KIETKH, KATO TI0 TO3W HAYHH MPEIOTBPATsIBa
00pa3yBaHETO Ha 3peiid UHPEKIIHO3HH BUPYCHU YACTHIIH.

ITo cBOst MEXaHU3BM Ha JCHCTBHUE KOOUIIMCTAT MPEICTABIIABA HHXUOUTOP Ha 1uToxpoM P450 ot
noacemeiictBoro CYP3A. Muxubupanero Ha merabonusma, meauupad oT CYP3A, ot koOurucrat
MOBHIIIaBa CHCTEMHATa ekcro3uius Ha cyocrpature Ha CYP3A, kato napyHaBup, KOrato
OMOHAMYHOCTTA € OTPAaHWYCHA U TIONYXUBOTHT € CKbeceH mopaan CYP3 A-3aBucum MeTaboIn3bM.

In vitro aHTUBUPYCHA aKTUBHOCT

JapyHaBup moka3Ba akTHBHOCT CpEIIly JJAOOPaTOpHU IaMOBE U KJIMHUYHU u3ojatu Ha HIV-1 u
naboparopuu mamose Ha HIV-2 nipu octpo nndpekTrpann T-Ki1eThbUHU JTUHAHU, YOBEIIKA
MOHOHYKJICAPHH KIIETKH OT nepud)epHa KPbB M YOBEIIIKM MOHOIIUTH/MaKpodaru ¢ MeinaHa Ha
croitHocTHTe Ha epekTnBHA KoHIeHTparws (ECso) B rpanumu ot 1,2 10 8,5 nM (0,7 n10 5,0 ng/ml).
JlapyHaBup MmoKa3Ba aHTHBHPYCHA aKTUBHOCT in Vitro cpenty mupok nanen ot HIV-1 nmppBudnn
u3onaru ot rpyna M (A, B, C, D, E, F, G) u rpyna O, npu croiinoctu Ha ECso oT < 0,1 10 4,3 nM.
Tesu croitHoctu Ha ECso ca gocta moa 50% OT KOHUEHTPALMUTE 3a KIEThYHA TOKCUYHOCT B
nuamnaszona ot 87 uM mo > 100 uM.

Kobumucrat HAMa OTKpuBaeMa aHTUBUpPYCHA akTUBHOCT cpenty HIV-1 u He aHTaronnsupa
AHTHBUPYCHHUS €EKT Ha JJapyHABUP.
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PesucteHTHOCT

In vitro cenexknusTa Ha PE3UCTECHTHY KbM JIapyHABUP BUpYCH OT auB Tun HIV-1 e npoabmkuTenna
(> 3 rogunm). CenekTUpaHUTE BUPYCH HE MOTAT Jia C€ Pa3BUBAT B MPUCHCTBUETO HA IAPYHABUD MPH
koHmeHTparuu Hax 400 nM. Bupycure, cenexTiupaHnu B T€3H yCIOBHS U MTOKA3BaIlld HaMaJIeHa
YyBCTBHTETHOCT KbM fHapyHaBup (0T 23 1o 50 mpTH), MaT 2 10 4 aMUHOKHCEITMHHN 3aMECTBAHUS B
nmpoTea3Hus reH. HamaneHara 4yBCTBUTEIHOCT KbM JJApyHABUP Ha HOBOTIOSIBUIIM CE BUPYCH B OIIHTA
3a CEeNICKIUs HE MOXKE J1a ce O0SICHHU C MOSIBaTa HA Te3H MPOTEa3HH MYTAIHH.

[Mpodunst Ha pesuctenTHOCT HA REZOLSTA ce onpeznens oT qapyHasup. Kobuuucrat He cenexTapa
MyTaluu Ha pesucteHTHocT B HIV mopaau numncaTta Ha aHTHBHpYCHA akTHBHOCT. [IpoduinsT Ha

pesuctertHocT Ha REZOLSTA ce monkpens ot aBe npoyuBanus ¢asa IlI, mposenenu ¢

JlapyHaBUP/PUTOHABUD IPH JICUESHUE HA NarueHTu 0e3 mpenmectsamnio jeucHue (ARTEMIS) u ¢
npemmectsaiio yiedeHre (ODIN) u ot ananu3a Ha 48-CeIMUYHU JaHHU OT TIPOYYBAHE
GS-US-216-130 mpu siedyeHre Ha TAIMEHTH 0€3 MPEeIIecTBAIIO JICUSHUE U ¢ MTPEAIISCTBAIIO JICUCHHE.

HabnronaBa ce HucKa cTerieH Ha pa3BuTHE Ha pesucTenTed HIV-1 Bupyc npu naumeHT, HeleKyBaH!
nmocera ¢ ART, xouto ce nekysart 3a mbpBU T ¢ REZOLSTA nnu napyHaBup/puUTOHABHD

800/100 mg BenHBX qHEBHO B KomOuHaIwms ¢ Apyru ART, u mpu nmaruenTy, IeKyBaHH IIPEINd TOBA C
ART, 6e3 DRV-RAMSs, nonyuaBaimm REZOLSTA wnu napynasup/puronasup 800/100 mg BemHbxK
JIHEBHO B KOMOMHAIUS C npyra ART. B Tabnuna 3 I10-J10J1y Ca IIOKa3aH! pa3BUTUETO HA MyTalluy B
HIV-1 npoteasara u 3ary6ara Ha gyBcTBUTETHOCT KbM HIV mpoTeaznn mHXUOUTOPH B CITydanTe Ha
BHPYCOJIOTUYEH HeycIleX B KpaitHata Touka B npoyuBanust GS-US-216-130, ARTEMIS u ODIN.

Ta0uua 3
GS-US-216-130° ARTEMIS® ODIN®
HenexyBanu | JlekyBaHu npeau HenexyBanu JlekyBanu npeau | JlekyBaHu npeau
Jocera TOBAa MANMEHTH | 0Cera MalyeHTH | TOBAa MALMEHTH | TOBA MALMEHTH
MALUEHTH AapyHaBMP/KOOM | JapyHAaBMP/PUTOH | AAPYHABUP/PUTO | JAPYHABUP/PUTO
JapyHaBUP/KOOH nHCTAT aBHp HABHP HABHP
ucTar 800/150 mg 800/100 mg 800/100 mg 600/100 mg
800/150 mg Be/JIHbK JHEBHO BeAHDLK JHEBHO | BeJIHDLK JHEBHO |/JABAa I'bTH JHEBHO
BEIHDBX JHEBHO N=18 N =343 N =294 N =296
N=295
Bpoii nanpeHTy ¢ BUPYCONIOrHYeH HeyCIIeX U ¢ TeHOTHITHH JIJAHHH, Pa3BIIIM MyTalu® B KpaitHa Touka, /N
[TepBUYHK 0/8 1/7 0/43 1/60 0/42
(ocHOBHHM)
MYyTaluH,
CBBP3aHU C
PE3UCTEHTHO
CT KbM
NpOTea3HN
HHXUOUTOPH
PI RAMs 2/8 1/7 4/43 7/60 4/42

Bpoii nanuenTu ¢
NpOTea3H MHXMOUTOPH KaTo KpaeH

BHUPYCOJIOTHYEH HEYyCIeX U ¢ (PeHOTHUITHN JaHHH, COYEIH 3ary0a Ha TyBCTBUTEIIHOCT KbM
€3yJITaT B CPAaBHEHHUE C W3X0JHO HUBO', n/N

HIV npoteasen

MHXHOUTOP
JlapyHaBUD 0/8 0/7 0/39 1/58 0/41
aMIpeHaBHUp 0/8 0/7 0/39 1/58 0/40
aTa3aHaBUP 0/8 0/7 0/39 2/56 0/40
WHIWHABHP 0/8 0/7 0/39 2/57 0/40
JIONIUHABUP 0/8 0/7 0/39 1/58 0/40
CaKBUHABHP 0/8 0/7 0/39 0/56 0/40
TUIIPaHABUP 0/8 0/7 0/39 0/58 0/41
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Bupyconornunure Heycriexu, moa0paHy 3a TECTBaHE HAa PE3UCTEHTHOCTTA ca Ae(MHUPAHU KaTO: HECYIIPECHPaHH, HaMaIeHHe
Ha HIV-1 RNA <1 logio B cpaBHeHHE ¢ U3XOAHO HUBO U > 50 xomus/ml Ha cenmuna 8, MOTBBPACHO Ha CIIEABAIA BU3UTA;

pedaynn: HIV-1 PHK < 50 xonms/ml mocnensano ot notespaena HIV-1 PHK > 400 xomus/ml mmu motBspaeHo > 1 logio
HIV-1 PHK noBuienue crpsMo Haaupa; npekparssane Ha jeueHuneto ¢ HIV-1 PHK > 400 konwus/ml Ha mocnenHaTa BU3UTa

Bupyconornunu Heycnexu, 6aznpanu Ha nensypupas aaropursM TLOVR non-VF (Bpeme Ha 3ary6a Ha BUpyCOJIOTHYCH
otrosop) (HIV-1 PHK > 50 komusi/ml)
IAS-USA cnucpuu

TIpu GS-US-216-130 ¢enoTrna Ha H3XOAHO HUBO HE € HAIUYCH

KpbcTocana pe3sucTeHTHOCT

IIpu Bupyconornanus meycnex B m3nurBaneto GS-US-216-130 e ce HabmoaBa KpbCTOCaHA
pesucterTHOCT ¢ apyru HIV nporeasaun naxubutopu. BuxkTe Tabmunara mo-rope 3a nHdpopMaius 3a
ARTEMIS u ODIN.

Knunuunu pesyaratu

AnTtuperposupycHusT epekt Ha REZOLSTA ce npmku Ha KOMIIOHeHTa gapyHaBup. JleiicTBuero Ha
KoOHUIMCTaT KaTo (PapMaKOKMHETHUCH EHXaHCEp Ha JapyHaBUP € J0Ka3aHO BbB ()apMaKOKHMHETHYHH
npoyuBanusi. B Te3u GpapMakoKMHETHYHN MPOYYBaHHS, eKCIO3ulHATa Ha napyHaBup 800 mg,
MOTeHIUpaH ¢ koourucrar 150 mg e cxomHa ¢ Ta3u, HaOMIOJaBaHA TIPY IOTEHIMPAHE C PUTOHABUP
100 mg. HapynaBup xato komnoHeHT Ha REZOLSTA e 6noexkBuBasieHTeH Ha gapyHasup 800 mg
BEJIHBK JIHEBHO B KOMOMHaIuUs ¢ koOuiucTar 150 mg BeHBkK THEBHO, IPUIaraHd ChbBMECTHO KaTo
OTJIEJTHU JIEKapCTBEHU NMPOIYKTH (BXK. TOUKa 5.2).

Hoxa3zarenctata 3a epukacHocT Ha REZOLSTA BenHBX JTHEBHO C€ OCHOBABAT Ha aHAJTIHN3 HA
nanHute Ha cenmuiia 48 ot mpoyuBane GS-US-216-130 npu nanueHTH, Ha KOUTO HE € Mpujiaraia
ART u maumentu, nexkyBanu npenu tosa ¢ ART, knuanyno uznutBane TMC114FD2HTX3001 npu
MaInedTy, Ha kouto He e mpuinarana ART, u ase npoyuBanus ¢aza [II ARTEMIS u ODIN,
npoBeneHu ¢ napyHnasup/puronasup 8§00/100 mg BenHBK THEBHO CHOTBETHO MPH MAIIMEHTH, HA KOUTO
He e npuiarana ART u manmenTy, nexyBanu npeau ToBa ¢ ART.

Onwucanne gHa xmanuay opovusaunsg Ha REZOLSTA npu Be3pacTHU

E¢uxacnocm na oapynasup 800 mg 6eonwvowc OHesHO, npuiazan cvémecmuo cve 150 mg kobuyucmam
8EOHDBIIC OHEBHO NpU nayueHmu, Ha koumo He e npunaeana ART, u na xoumo e npunazana ART

GS US-216-130 e otkputo npoyusate daza Il ¢ enHo pamo, oreHsBaIio GapMakOKHHETHKATA,
0e30macHOCTTa, HOHOCUMOCTTA M €(pUKACHOCTTa Ha JapyHaBUp ¢ Koouuuctar npu 313 HIV-1
WH(pEKTHPaHU BB3PACTHU NanueHTH (295 6e3 mpeiiecTsalo Je4eHrne 1 18 ¢ mpeamecTao
neueHne). Te3n MaMeHTH ca moay4yuiu napynasup 800 mg BeJHBXK JTHEBHO B KOMOHHAIIHUS C
koburcrat 150 mg BeIHBXK THEBHO ¢ U30paHa OT M3CIeN0BaTelNsl ONTHMU3APAaHA OCHOBHA CXeMa
(OBR), x0sTO C€ CbCTOM OT 2 aKTUBHH HYKJICO3UIHN MHXHUOUTOpPA Ha 00paTHATa TPAHCKPHIITa3a
(NRTD).

HIV-1 uadexTrpanu manueHTH, KOUTO OTTOBAPAT Ha KPUTEPUHUTE 32 TOBA MTPOYYBAHE UMAT T€HOTHII
MIpHU CKpUHUHTA, KOWTO He moka3Ba DRV-RAMSs u mrasmena HIV-1 RNA > 1 000 xonmst/ml. B

Tabmnuia 4 1mo-10y ca U3JI0KEHH JIAHHHU 32 e(PUKAaCHOCTTa OT aHAIN3 Ha ceJIMUIIa 48 OT Mpoy4yBaHe
GS-US 216-130:
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Taoauna 4

GS-US-216-130

HenexyBanu gocera JlekyBaHM npeau ToBa Benukn
nanueHTu nauueHTH AapyHaBUP/KOOHIMCTAT
Pe3ynmamu na AapyHABHP/KOOULIMCTAT | JapYHABHP/KOOHIHCTAT 800/150 mg BeaHbxK
ceomuuya 48 800/150 mg BeagHb:K 800/150 mg BeaqHb:K auesno + OBR
aHeBHo + OBR aHeBHo + OBR N=313
N =295 N=18

HIV-1 RNA 245 (83,1%) 8 (44,4%) 253 (80,8%)
<50 xomusg/ml?
cpeliHa MpoMsiHa Ha -3,01 -2,39 -2,97

HIV-1 RNA log cnpsimo
U3XOIHNUTE CTOMHOCTH
(logio kornms/ml)

cpenHa mpoMsiHa B Opost +174 +102 +170
Ha CD4+ xiteTkure
CIIPSIMO U3XOJIHUTE
croitHoctr®

a

6

IIpumucana croitHoct cpriacao TLOVR anropursma
Ipumnucana cTOMHOCT OT MOCIETHOTO HAOIIIOJCHHE, H3HECCHA HAIIPE/

Eguxacnocm na xombunayuama c gpuxcupanu 0osu dapynasup/xoouyucmam 800/150 mg eeonwvoic
OHe6HO npu nayuenmu, Ha koumo He e npunazana ART

TMCI114FD2HTX3001 e pannoMu3upaHo, akTHBHO-KOHTPOJIUPAHO, ABOWHOCIAO KIMHUYHO
nsnmTBaHe (asa Il 3a ornienka Ha edukacHOCTTa M OE30MMaCHOCTTa HA
JapyHaBUP/KOOUIMCTAT/eMTPUIINTA0NH/TeHO(DOBHp anadeHaMHI CIIPSIMO KOMOUHANNS ¢ PUKCUPAHU
JI03H AapyHaBHUP/KOOUIMCTAT + eMTPULIUTA0NH/TeHOMOBUP JU30MPOKCHI Gymapar. B pamoTo Ha
JedyeHre ¢ KoMOUHanus ¢ GUKCUpaHu J03U AapyHaBHp/KoOUIHCTAT ca JekyBaHu 363 HIV-1
MH(EKTUPAHU HEJIEKYBaHH JOCETa Bb3PACTHH MAlUEHTH.

HIV-1 uadektupanure nanueHTy, MOIXOASIIH 332 TOBA KIMHUYHO M3MHUTBAaHE, UMAT MJIa3MeHa
HIV-1 PHK > 1,000 xommusi/ml. B Tabnuna 5 mo-mony ca nmoka3zanu 48-ceAMHYHUTE JaHHU 32
e(pUKacCHOCT B paMOTO C JapyHaBUp/KOOUIUCTAT B KIMHUYHOTO n3nuTBane TMC114FD2HTX3001:

Tabamnna 5
TMC114FD2HTX3001 (pamo ¢ gapyHaBUP/KOOMIHCTAT)
HesexyBanu nocera nanueHTH
napynasup/koduuucrart 800/150 mg BeAHb:K AHEBHO
Pezynmamu na Ceomuuya 48
+ eMTPUUMTAOMH/TeHO(OBUP AUZ0NPOKCHT pymapaT
N =363
HIV-1 PHK < 50 xonus/ml* 321 (88,4%)
Bupyconornden veycrex® 12 (3,3%)
be3 BUpyCOJIOrHYHM JaHHU B 30 (8,3%)
48-ceaMuyHus po3operr”
Cpenna npomsiHa Ha Opost Ha +173,8
CD4+ KIeTKHTE OT U3XO0JIHO
H1BO®

a

6

[punucana CTOMHOCT CHIIACHO aNropuThMa Snapshot.

Y‘IaCTHI/IK, HE3aBbPIINII U3IIUTBAHETO, CC CHUTA 3a cnyqaﬁ Ha BUPYCOJIOT'MYCH HEYCIIEX: HAa MAIIUCHTUTE, [IPEKPATUIIHA
Y4aCTHUETO CU NPEAU Kpas Ha U3IMMTBAHETO, CE€ IPUIIMCBA IIPOMsAHA, paBHA Ha 0

Onucanye Ha KIMHUYHU IpoOyYBaHHsA C JIaDVHaBI/ID/DI/ITOHaBI/ID IIpH BB3pacTHHU

Egurxacnocm na oapynasup 800 mg 6eonvowc OHesHo, npuiazan eOHogpemerHo cve 100 mg
PUMOHABUD BEOHBIIC OHEBHO NpU nayuenmu, Heiexyeanu doceza ¢ ART

Joka3zatencTBaTa 3a epukacHOCT Ha aapyHaBup/putonasup 800/100 mg BeHBK THEBHO ce
OCHOBABAaT Ha aHAJHM3HUTE HA JaHHHUTE, ChOMPaHU B MPOIbIDKeHUE HAal92 ceMUIM B paMKHUTE Ha
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PaHIOMH3UPAHO, KOHTPOJIUPAHO, OTKPUTO, poyuBane ¢aza IIl ARTEMIS npu manuentu ¢ HIV-1
uHbeknys, HeaekyBanu qocera ¢ ART, cpaBHsBaio napyHasup/putonasup 800/100 mg BeaHbxK
JHEBHO ¢ yionuHapup/putorasup 800/200 mg mHEBHO (ChC CXeMa Ha MpUJIaraHe JBa IIbTH JTHEBHO WU
BEJIHBXK JIHEBHO). W mpu BeTe paMeHa € u3IoJi3BaHa (PMKCUpaHa OCHOBHA CXeMa, ChCTOSIIA CE OT
teHoQoBup nuzonporcui pymapaTt 300 mg BenHBk qHEBHO U eMTpunuTaduH 200 mg BeTHBK
JTHEBHO.

JlanHauTe 3a ehUKaCHOCT OT aHATU3NUTE Ha ceamuIia 48 u ceqMuIiia 96 B paMKHATE Ha U3MTUTBAHETO
ARTEMIS ca uznoxenn B Tabauma 6 mo-moiy:

Tadoauna 6
ARTEMIS
Ceamuua 48* Cenmuua 96°
Pezynmamu napyHaBup/ | Jonunaup/ | Paznmka B napyHaBup/ | JomunaBup/ | Paziuka B
PMTOHABHP | PUTOHABHP JIeYeHHETO PMTOHABHP | PUTOHABHP | JieYeHHETO
800/100 mg | 800/200 mg (95% CIna | 800/100 mg | 800/200 mg | (95% Cl na
BeAHDbIK JTHEBHO pa3jiMKaTa) | BeAHBK JTHEBHO pa3jnKaTra)
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 xomnust/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%
auBo Ha HIV- | (194/226) (191/226) (-5,2;7,9)" (182/226) (170/226) (-2,3; 13,0)"
PHK
<100 000
C u3X0HO 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 usxomeH 79,4% 70,3% 9,2% 78,7% 64,9% 13,9%
Opoit na CD4+ | (112/141) (104/148) (-0,8; 19,27 | (111/141) (96/148) (3,5;24,2)"
kinetku < 200
C usxomeH 86,6% 84,3% 2,3% 79,2% 75,3% 4,0%
6poii 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
mpoMsiHaTa B Opost
Ha CD4+
KJIETKUTE CIIPSMO
HN3XOOHUTEC
CTOMHOCTH
(x 108/1)*

a
6
B

r

A

JanHn, 6a3upaHy Ha aHAJM3U Ha ceaMuIa 48
Jannu, 6a3upaHy Ha aHAJIM3U Ha cenmuia 96
[Tpunucana croitnoct ceriaacio TLOVR anropursma

B®3 ocHOBa Ha HOpMAJIHOTO l'[pI/I6J'II/DKeHI/Ie Ha pa3jiMKara B % Ha OTrOBOPUTE

Y41acCcTUETO CU NpE€AU Kpast Ha U3IIMTBAHETO, C€ IMMPUIIMCBA IIPOMAHA, paBHA HA 0

y‘IaCTHI/IK, HE3aBbPIUINII U3IIUTBAHCTO, CE CUNUTA 3a cnyqaﬁ Ha BUPYCOJIOTMYCH HEYCIHEX: HAa MAIIUECHTUTE, IIPEKPATUITU

He no-manka eukacHOCT IIpyU BUPYCOJOTHYHHS OTTOBOP KbM JICUCHHETO C JapyHaBHP/PUTOHABHD,
M3pa3eHa KaTo NPOIICHT Ha MmanueHTuTe ¢ mia3MeHo HuBo Ha HIV-1 PHK < 50 konusi/ml, e nokazana
(TIpu IpeaBapUTENTHO OIpeIeNieHaTa TpaHuIla 3a He o-Mainka edukacHocT 12%) 1 B ABETE MOIMyIaIiuu

— Intent-To-Treat (ITT) u On Protocol (OP) npu ananuza Ha cenmuiia 48. Te3u pe3ynraru ce

MOTBBPKJABaT MPU aHAIM3UTE HA TaHHUTE Ha cenMuua 96 ot nedenueto B uznutanero ARTEMIS.
Pesynrarute ocraBat HenpoMeHeHH 10 cenmuiia 192 ot nedenuero B uznursanero ARTEMIS.
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Egurxacnocm na oapynasup 800 mg éeonwvorc Onesno, npurazan eonospemenno cve 100 mg
DPUMOHABUD 6EOHBIC OHEGHO NPU NAYUESHMU, KOUMO ca JeKy8anu npeou moga ¢ ART

ODIN e pannoMu3upaHo, OTKpuTo npoyusane ¢asa IlI, cpaBHsBaIIO JapyHABUP/PUTOHABUD

800/100 mg Begubx qHEBHO ¢ AapyHasup/puToHasup 600/100 mg aBa ety nHeBHO npu HIV-1
MH(QEKTUPAHU MalueHTy, npemMuaan ART, aunuTo pe3ynTaTu OT CKpUHUHT TecTa 3a FeHOTHUITHA
pesucteHTHOCT He codar DRV-RAMs (1.e. V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V, L89V) u ckpununroso Huso Ha HIV-1 PHK > 1 000 xonust/ml. AHanu3bT Ha ehUKacHOCTTA €
HaIpaBeH Bb3 OCHOBA HA JaHHWTE Ha ceamuna 48 ot neuennero (Bx. Tabmuma 7 mo-momy). Y mpu
nBete pameHa e usnonssadn OBR > 2 mykneo3unnu nHXHOUTOpa Ha OOpaTHATa TPAHCKPHIITA3a

(NRTD).
Tabauna 7
ODIN
Cenmuna 48
Pezynimamu NApYHABHDP/PUTOHABHD | JapyHABHDP/PUTOHABHP Pa3znnka B JeueHusiTa
800/100 mg BegHB:IK 600/100 mg 1Ba NbTH (95% noBepuTeseH
aHeBHo + OBR aHeBHO + OBR HHTEpBAaJ HA
N =294 N =296 pa3iaukara)

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

< 50 xorumsa/ml?
C U3X0HO HUBO Ha
HIV-1 PHK
(xonmsi/ml)
<100 000
>100 000
C u3xozeH Opoii Ha
CD4+ xnetku (x108/1)

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)

Opos Ha CD4+ xietkute
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 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)
Hpyr® 55,2% (16/29) 83,3% (25/30) -28,2% (-51,0; -5,3)

MeJuaHa Ha IpoMsIHaTa B +108 +112 -5"(-25; 16)

a

6

[pumnucana croitroct cermacao TLOVR anropursma

B®3 ocHOBa Ha HOPMAITHOTO NPHOIIDKEHNE HA pa3ikKaTa B % Ha OTTOBOPHUTE

®  Cy6munose Al, D, F1, G, K, CRF02_AG, CRF12_BF u CRF06_CPX

r

a

Paznuka B CpE€OHUTE CTOMHOCTH

ITpumnucaHa CTOMHOCT OT MOCIEHOTO HAGIII0JeHNe, N3HECeHa HATIPE

B ceamuna 48 nipy BUPYCOJIOTHYHUS OTTOBOP, M3pa3eH KAaTo MPOIEHT Ha MAIlUeHTUTE C IIIa3MEHO
HuBo Ha HIV-1 PHK < 50 xonusi/ml Ha neuenue ¢ napynasup/puronasup 800/100 mg BeIHBXK THEBHO
€ JI0Ka3aHa He Mo-Majika epukacHOCT (Ipy MpeaBapuTeTHO ONpeesieHaTa IpaHuLa 3a He TI0-MajKa
epukacHoct 12%) B cpaBHeHue ¢ gapyHaBup/putonasup 600/100 mg nBa mbTH AHEBHO, KakTo 3a ITT

Taka u 3a OP nonynanusra.

REZOLSTA He Tps6Ba 1a ce nmpuiiara IpH naiueHTy ¢ enxa win moseue DRV-RAMs nin HIV-
1 PHK > 100 000 xorms/ml, uim 6poit Ha CD4+ knetku < 100 knetku x 10%/1 (8. Touku 4.2 u 4.4).
Hanuynu ca orpannuenu qanxu 3a nanueHT ¢ HIV-1 cyOtunose, pasnuunu ot B.

IlenuaTpuubga Iomyaanus

dapmMaKOKHHETHKAaTa, 0€30aCHOCTTa ¥ aHTUBUPYCHATa aKTUBHOCT Ha JapyHABUP M KOOHUIIUCTAT B
no3ute u GopMHTE, 0I00PEHH KaTO CAMOCTOSITEITHH CPEJICTBA, U B KOMOWHAIIHSA C IPYTH
AHTHPETPOBUPYCHHU CPENICTBA Ca OIICHEHH B OTKpHUTO mpoyusane (GS-US-216-0128) npu roHoMmIN,
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undextupanu ¢ HIV-1, ¢ Bupyconornyna cynpecus (koxopra 1, n=7) u neua (koxopra 2, n = 8) Ha
BB3pacT OT 6 rOAMHU 10 oA 18 roauHu U ¢ Terjio Hak-manko 25 kg.

YyacTHUIIUTE B IOHOIIECKA Bb3pacT oT 12 1o noj 18 rogunu momyyasat napyHasup 800 mg u
kobummeraT 150 mg (mpunmaranu kaTo otaeHu Tadnetkn) U moHe 2 NRTI Begasx naeBHo. Jlena Ha
BB3pacT oT 6 110 mox 12 roauHu ¢ Teriio Haii-manko 25 kg momydaBat napynasup (600, 675 niam

800 mg B 3aBUCHMOCT OT TeJeCHOTO Terino) U 150 mg koOunucTat (mpuiaraHi Kato OTAeTHH
TabneTKn) u Haii-Mainko 2 NRTI Bemusk THEBHO.

B Ta6J'II/IHa 8 Mo-40J1y Ca MMOKa3aHW OCHOBHUTC KpaﬁHH TOYKH, CBbpP3aHU C aHTUBUPYCHATAa aKTUBHOCT,
IIpU TE3U ABC KOXOPTH.

Taéauua 8 Bupycosioruden orropop npu jJekyBanu ¢ ART aena u 1oHOIIM ¢ BUPYCHA cynpecust
Ha cenmuua 48

GS-US-216-0128
Pe3yaraTu Ha cenmuna 48 Koxopra 1° Koxopra 1°
JapynaBup/kodunucrar + JlapyHaBup/koounucrar +
Haii-maako 2 NRTI Haii-manko 2 NRTI

N=7) N=8)
HIV-1 PHK < 50 xommmst/ml ciopen 85,7% (6) 100% (8)
noaxoja Snapshot Ha FDA
Menuana Ha mpoMsiHATa Ha -6,1% 0,75%
npouenta Ha CD4+ oT u3xoHo
HHBO"
Meauana Ha mpoMsiHaTa Ha Opos Ha -342 xnerku/mm? -20 xiretkn/mm?
CD4+ KJIeTKUTE OT U3XOAHO HUBO®

a

6

be3 mpunmcana croitHocT (HaOII01aBaHU TaHHH).
Koxopta 1 = 1oHommu Ha BB3pact oT 12 o mox 18 roaunm ¢ Terno Haii-manko 40 kg

® KoxopTa 2 = nerma Ha BB3pacT oT 6 10 mox 12 roauHu ¢ Terao Hai-manko 25 kg

EBpomneiickaTa areHnus mo JekapcTsaTa oTiara 3aJbJDKEHUETO 3a IPEAOCTABSIHE HA PE3YyITaTUTE OT
npoyuBanusita ¢ REZOLSTA B eana nim rnoeue NOArpyIy Ha MeAuaTpUUHATA MOMyJIalus Mpu
neuenne Ha nHPeknus ¢ HIV-1.

5.2 ®apmakOKMHETHYHH CBOWCTBA

B npoyusane 3a Ononanmunoct Ha REZOLSTA u napynasup/puronasup 800/100 mg BeTHBXK THEBHO
B CTallHOHAPHO CHCTOSIHUE U CIIE/ XPaHEHE IIPH 31paBH JOOPOBOJIILH € JOKa3aHO, Y€ eKCIIO3UIHATA Ha
JlapyHaBUp € CpaBHUMA.

buoeksuBanentHocTTa Ha REZOLSTA 1 napyHaBup/KoOUIIUCTAT, IPUIIOKEHH €IHOBPEMEHHO KaTO
OTJIEJTHU JIEKapCTBEHH MPOJYKTH, € oka3aHa 3a 800/150 mg cien xpaHeHe U HA TIAAHO U 3a

675/150 mg cnex XpaHeHe MPH 3/IpaByU JTOOPOBOIIIH.

AOGcopouus

Jlapynasup
AOcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPUIIOKEHHE HA eIMHUYHA 1032 oT 600 mg napyHaBup

e npubnmsuresnHo 37%.

HapyHaBup ce abcopbupa 0bp30 ciies nepopaiito npuioxenue Ha REZOLSTA npu 3apaBu
Jmo0poBod. MakcuMa HHUTE TUIa3MEHU KOHIIGHTPAIUK Ha JJApyHABUP B IPUCHCTBHETO HA
KOOMIIMCTAT KaTo IS0 ¢e JOCTHraT B paMKuTe Ha 3 110 4,5 vaca. Ciiel] mepopaiHo MPHIOKEHUE Ha
REZOLSTA nipu 31paBu 100pOBOJIIHM MAKCHUMAIHUTE IJIa3MEHH KOHIICHTPAIIMU Ha KOOMIIUCTAT Ce
HaOmoIaBaT 2 10 5 4aca ciies mpreMa Ha J1o3aTa.
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Koraro ce mpuiara ¢ XxpaHa, OTHOCHUTENIHaTa €KCIIO3ULIMS Ha JapyHaBup € 1,7 mbTH MO-BUCOKA B
cpaBHeHUe ¢ pueMa 0e3 xpana. Crnegosarennno, REZOLSTA tabneTku TpsiOBa na ce mpuemar ¢
XpaHa. BuasT Ha XpaHaTa He noBnusiBa excnosunuara Ha REZOLSTA.

Pasnpenenenue

Japynasup
HapyHaBup ce cBbp3Ba NpuOIM3UTENHO 95% C T1a3sMeHnTe npoTenHu. JapyHaBup ce cBbp3Ba IIIaBHO

C TUTa3MEHUS 0, -Kucel TkonpotenH (AAG).

Crniet MHTPaBEHO3HO MPHUJIOKEHUE, 00EMBT Ha pa3NPEICICHUE Ha CAMOCTOSTEITHO MTPHIIOKEH
nmapyHaBup e 88,1 + 59,0 | (cpeqHa cTOMHOCT & CTaHIAPTHO OTKJIOHEHHE) U ce yBennuvana o 131 +
49.9 | (cpegHa CTOMHOCT + CTaHAAPTHO OTKJIOHEHHE) B MpuchcTBHETO HA 100 mg putoHaBwmp,
MIpHEMaH JIBa ITbTH THEBHO.

Kobuyucmam
Kob6ummcrar ce cBsp3Ba oT 97 10 98% c 4oBEMIKUTE TUTa3MEHN IPOTEWHH, & CPETHOTO ChOTHOIICHNE

Ha KOHICHTPALMUTE HA JICKAPCTBOTO B IJIa3MaTa U B KPbBTA € HpI/I6JII/I3I/ITeJIHO 2.

Buorpanchopmars

Japynasup
In vitro ekcriepuMeHTaTHHA IPOYYBAHUS C YOBEIIKH YepHOApoOHN MuKpo3omu (HLM) moka3sar, ue

JlapyHaBUp ce MOAJara OCHOBHO Ha OKCUIATUBEH MeTabonu3bM. JlapyHaBup ce metaboausupa
eKCTeH3UBHO 4pe3 uepHoapooHaTa CYP cucrema u mouTs M3KIounTeHO upe3 n3ozuma CYP3A4.
Enno wsnurBane ¢ '*C-napyHaBup npu 31paBu 100pOBOIIIHM [OKA3Ba, Y€ OCHOBHATA YacT OT
pPaZMOaKTUBHOCTTA B IJIa3MaTa Ciell efnHUYHA 1032 gapyHasup/putoHasup 400/100 mg ce Apmxn Ha
OCHOBHOTO aKTHBHO BeliecTBo. Hali-mManko Tpu OKCHIaTUBHY MeTa0oJIMTa Ha JapyHABUP ca
UACHTH(QHUIMPAHH TP XOpa, KATO BCUUKU TIOKA3BaT aKTUBHOCT, KOSTO € oHe 10 BT mo-Manka ot
aKTHUBHOCTTA Ha JAapyHaBup cpeuly auB tun HIV.

Kobuyucmam

KoOunucrat ce metabonusupa upe3 oKkcuaupane, Mmeauupano ocHoBHO oT CYP3A u B nmo-mainka
crenen ot CYP2D6 u He npeThprisiBa ritokyponupane. Ciiel] NepopaiHo npuiioxenue Ha '*C-
kooumumcrat, 99% ot HupKyIUpaIiara paJuoakTUBHOCT B IIa3MaTa € HeMpoMeHeH Koouiucrar. B
ypuHaTa 1 QeKanuuTe ce yCTAHOBABAT HUCKU HHMBA HA META0OIUTHTE, KOUTO HSMAaT OTHOILIEHUE KbM
naxuoupamniata CYP3A akTHBHOCT Ha KOOHIIHCTAT.

EnumMunupane

Japynasup

Cnen npuarare Ha go3a 400/100 mg “C-napynasup ¢ puroHasup, npubausurenano 79,5% u 13,9%
OT TIpuiIoKeHara j1o3a *C-1apyHaBup MOXKe J1a ce OTKPHE ChOTBETHO B M3IPAKHEHHUATA U YPUHATA.
Henpomenenust napynasup npezacrasissa okono 41,2% u 7,7% oT npuitoxkeHaTa 03a CbOTBETHO B
W3MPaXHEHUATA ¥ ypuHaTa. TepMUHATHUSAT MOJTY>KUBOT Ha JIapyHAaBHp € pubam3uTenHo 15 Jaca,
KOTaTO € KOMOWHHpaH C pUTOHABHD.

KnupbHCBHT Ha TapyHaBUp OPU HUHTPABEHO3HO MPUIIOKEHHUE, TPUIIOKEH camocTosTenHo (150 mg) u B
NPUCHCTBUETO HA HHUCKA JI032 PUTOHABUD, € choTBeTHO 32,8 1/h u 5,9 1/h.

Kobuyucmam

Cnen nepopainso npwioxkenue Ha *C-xoounucrar, 86% u 8,2% 0T 103aTa ce OTKPUBAT CHOTBETHO
BBB (peKaunTe U ypruHaTa. MeuanaTa Ha TEPMUHATHAS TIOJTYKHBOT HA KOOHMIIUCTAT CIIEe]T
npunoxxenue Ha REZOLSTA e npubnusurenno 3-4 gaca.
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CrenpanaHy monyJIaliu

Heduamputma nonyaayus

Hannynante hapMakoKMHETHUHU JaHHU 32 pa3nuyHuTe KomnoHeHTH Ha REZOLSTA nokassart, ue
HSMa KIMHAYHO 3HAYMMH PA3JIMKH B €KCIIO3UIHATA Ha TapYHABUP U KOOUIIMCTAT MEX Ty BbPACTHU U
FOHOIIIY WJIH JIeTia ¢ Teryio Hai-mainko 25 kg cien ennokxpatHo nputoskenune Ha DRV/COBI karto
oTneNHU cpeacTBa npu namueHt ¢ HIV-1 (k. Tabmuia 9 no-noiny).

Tabauma 9 OOobmenne Ha (papMaKOKHHETHYHUTE NapaMeTpu Ha napyHaBup (DRV) n koonnucrat (COBI)
caeq enHokpaTHO npuio:xxenne Ha DRV/COBI B npoyuBanust GS-US-216-0130 (Bn3pacTau) u GS-
US-216-0128 (mequaTpu4Hu NAHEHTH)

GS-US-216-0130

GS-US-216-0128

Bw3pacTau ¢ HIV-1

Koxopra 1 Yact A
oHomu ¢ HIV-1 na
Bb3pacT > 12 10 <18

Koxopra 2 neuna Ha
Bb3pacT > 6 10
<12 roaMHu ¢ Teryiao > 25

le;:) ?L)(g) (I;i/eg}?“BI TOJAMHHU ¢ TerJio > 40 kg 1o < 40 kg

IIpoyuBane/momyJianus epencTsa DRYV 800 mg/ COBI DRV 675 mg / COBI
. 150 mg otnenHuU 150 mg oTnesiHu
CpenHa croifHoCT
(%CV) cpencTBa cpeficTBa
Cpenna croiinoct Cpenna croiinoct (% CV)
(%CV)

DRV
N 60 7 8
AUC-24n (ng.h/ml) 81646 (32,2)»° 80 877 (29,5)* 92 052 (18,7)°
Cmax (ng/ml) 7 663 (25,1) 7506 (21,7) -
Con (ng/ml) 1311 (74,0)° 1 087 (91,6) 1345 (42,3)°
COBI
N 60 7 7
AUCo-24n (ng.h/ml)* 7 596 (48,1)° 8 741 (34,9) 16 103 (35,0)"
Cmax (ng/ml)* 991 (33,4) 1116 (20,0) 1510(21,9)
Con (ng/ml) 33 (289.4)° 28 (157,2) 86 (95,9)

6 N=59

T NS5

®  IlomydeH upe3 MOMyNAMOHHO (PapMaKOKHHETHIHO MOJIETNpPaHe

%CV=koedunment Ha Bapuarus; N=6poit ydactauIr; AUCo-24h= 11011 [0/ KpHBaTa KOHIEHTpaLys-BpeMe 3a 24-4aca;
Cmax=MaKcHMaHa ma3MeHa KoHneHTpamus; Con=Tr1a3MeHa KOHIeHTpanus npeau npuioxenne; COBI=kobunucrar;
DRV—z[apyHaBHp, HIV-1=yoBeuixu uMyHoae(pUINTEH BUPYC THII |
Cr0pan kato AUCon: KOHIIEHTparus npeau npuiokenue (0 yaca) ¥ M3MOI3BaH KaTO 3aMECTUTEI Ha KOHLIGHTPAIKsTa 3a
24 yaca c nen onenka Ha AUCo-24n

Cmapuecka gv3pacm
lapynasup

Hanuuna e orpannyeHa naGpopMaIys mpyu Ta3u nomynanus. [lonynaiuoHusaT papMakOKUHETHUCH
aHanu3 npu nHpexTupanu ¢ HIV nanyenTn nokasea, ue papMakoKMHETHKATa Ha JapyHABUD HE ce
pa3iryaBa 3HAYUTEITHO BBB Bb3pacTOBHSA Auarna3oH (18-75 roanHn), olleHeH py NMalieHTH,
nHpextupanu ¢ HIV (n = 12, Bp3pacT > 65 rogunn) (Bx. Touka 4.4). [Ipu naruentute Han 65 ronuHu
o0adye ca HAJIMIE CaMO OTPaHUYEHU JTaHHH.

Kobuyucmam

®apMaKkOKHHETHKATa Ha KOOWITUCTAT IIPY MAIEeHTH B cTapyecka Bh3pacT (Ha 65 ToAuHu U To-
Bb3PACTHU) HE € HAIIbJIHO OLICHEHA.

Llon
Jlapynasup

[omynanuoHuaT ¢papMakOKHHETHYEH aHaJIU3 ITOKa3Ba MAJIKO IO-TOJIsIMA eKCIIO3UIMA Ha JapyHaBUD
(16,8%) npu >xenure, nHpekrupanu ¢ HIV, B cpaBaenne ¢ mbxere. Tasu pasinka HIMa KIMHUYHA

3HAYUMOCT.
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Kobuyucmam
He ca ycTtaHOBEHM KJIMHHYHO 3HAYMMH Pa3InKA BB ()apMaKOKHHETHKATa, CBBP3aHH C 0JIa, 3
KOOHITNCTAT.

Bvbpeuno vepeocoane
REZOLSTA He e u3cneaBas Ipu MarueHTH ¢ Ob0peYHO YBpeKIaHe.

lapynasup
Pe3ynraTute OT €IHO MpOydYBaHe 3a OanaHc Ha MacuTe ¢ “C-1apyHaBUp ¢ PUTOHABHP TTOKA3BarT, 4e
npuOIM3UTETHO 7,7% OT MPUIIOKEHATA /1032 IapYHABUD CE SKCKPETHPAT B ypUHATA KaTO HEITPOMEHEH

JlapyHaBuUp.

Brnpeku ue qapyHaBUp HE € MPOYYBAH MPH MAIUSHTH ¢ OBOPEYHO YBPEKIaHE, MOMTYJIAIIMOHHUST
(hapMaKOKMHETUYCH aHAJIN3 TI0Ka3Ba, e (papMaKOKUHETHKATa Ha JJapYHABUP HE CE MOBJIHSIBA
3HauuTeNnHO Npu nHpekTrpanu ¢ HIV nanmentu ¢ ymepeHo 0p0pedHo HapylIeHre (KpeaTHHHHOB
kiupbHC MexAy 30-60 ml/min, n = 20) (Bx. Touku 4.2 u 4.4).

Kobuyucmam

[IpoyuBane Ha papMaKOKMHETHUKATA Ha KOOUIMCTAT € POBEACHO IPH YYACTHUIIH, HECHH(PEKTUPAHH C
HIV-1 ¢ texxxo 6b0peuHO yBpexaaHe (M34HCiIeH KpeaTHHUHOB KiupbHC o1 30 ml/min). He ca
HaOJIr01aBaHH 3HAYMMH Pa3IKU BbB (hapMaKOKHMHETHKATa Ha KOOMIMCTAT MEXIY YIaCTHHIIUTE C
TEXKO OBOpPEUHO YBPEKAaHE U 3APABUTE YIACTHUIIHN, KOETO ChOTBETCTBA HA HUCKHS OBOpedeH
KJIUPBHC Ha KOOMIIUCTAT.

YeproopobHo vepesrcoane
REZOLSTA He e u3cneqiBat npu MarueHTH ¢ YepHOAPOOHO YBpEKIaHE.

Japynasup
HapyHaBup ce MeTaboiIm3upa ¥ eTUMIUHAPA OCHOBHO Upe3 uepHus Apod. EnHo m3nuTBaHe ¢

MHOTOKPAaTHO NpWIIOKEHHE Ha JapyHaBup/putonasup (600/100 mg) nBa mbTH JTHEBHO MOKa3Ba, 4e
o0mIKTE M1a3MEHU KOHIEHTPAIMK Ha JapyHaBUP TIPU WHAWBUAHM C JIeKO (KJ1ac A 10 Ki1acu(pHUKanusTa
Ha Child-Pugh, n=8) u ymepeno (xnac B no knacudukanusra Ha Child-Pugh, n=8) yepnonpoGHo
YBpEXKJIaHE ca CPABHUMH C TE€3M IPH 3ApaBu MHAWBUAN. ChIIEBPEMEHHO KOHLIEHTPALMUTE Ha
HECBbP3aHUS JapyHABHUP Ca ChOTBETHO MpuOIM3uTeIHO 55% (kiac A no knacudukanusata va Child-
Pugh) n 100% (xnac B no knacudukanusira Ha Child-Pugh) nmo-Bucoku. KitmanunoTo 3HaueHue Ha
TOBa MOBHUIIIEHUE HE € U3BECTHO, CJICAOBATEIHO apyHABUP/PUTOHABUD TPsOBa Ja ce U3I0JI3Ba
BHUMATEIJTHO MPU TaKuBa NanMeHTH. EQEeKThT Ha TEKKOTO YepHOJAPOOHO YBPEKAaHE BHPXY
(apMaKoKHHETHKATa Ha JapyHaBHp Bce Ollle He € mpoyueH (Bk. Touku 4.2, 4.3 u 4.4).

Kobuyucmam

Kobunucrar ce metabonu3upa u eIMMUHAPA OCHOBHO 4pe3 uepHus 1pod. [IpoyusaHe Ha
(apMaKOKMHETHKAaTa Ha KOOMIKCTAT € MPOBEICHO NpH Y4acTHULM, HenHpekTtupanu ¢ HIV-1, ¢
yMmepeHo uepHoapoOHo yBpexkaane (Child-Pugh knac B). He ca HabnronaBaHu KIMHUYHO 3HAYHMHU
pa3uKy BbB (hapMaKOKHHETHKATa Ha KOOUIMCTAT MEX/Y YIACTHHUIIUTE C YMEPEHO YBPEKIaHe U
3npaBuTe ydacTHUIM. He ce Hanara agantupane Ha no3ata Ha REZOLSTA npu nanyeHTy ¢ JeKo 10
yMepeHo uepHoapoOHO yBpexkaaHe. EQexThT Ha TexkoTo yepHoaApoOHo yBpexaane (Child-Pugh
kitac C) BepXy hapMaKOKHHETHKATa Ha KOOUITUCTAT HE € IPOyIBaH.

Koungexyus ¢ supyca na xenamum B w/unu xenamum C

Mma semocTaThuHu (hapMaKOKHHETUYHY JaHHU OT KIMHWUYHUTE U3IMUTBAHMS, 32 J1a CE OMPEIeITH
e(exra Ha MHDEKINS ¢ BUpyca Ha XxenaTuT B n/unu C BepXy GapMaKOKHHETHKATA Ha TapyHABUD U
koOummcrat (Bxk. Touku 4.4 u 4.8).

bpemennocm u crned pascoane

Jledenueto ¢ napynaBup/koounpcrat 800/150 mg BeaHBK JHEBHO 110 BpeMe OPEMEHHOCT BOJH 110
HUCKa eKCno3unMs Ha napyHasup. [Ipu xenu, npuemamy REZOLSTA npe3 Bropus TpUMECTbp OT
OpeMeHHOCTTa, CPeTHUTE HHTPA-UHANBUIYaTHH CTOMHOCTH Ha 001 JapyHaBUP Cmax, AUC2n B Ciin
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ca cboTBeTHO 49%, 56% 1 92% TO-HUCKH, B CPaBHEHUE C TE3U CJIE]] pAXKIaHETO; TI0 BpeMe Ha TPETHs
TPUMECTBP Ha OPEMEHHOCTTA, CTOHHOCTHTE HA 00mTHs TapyHABUDP Cmax, AUC 20 B Ciin €2 CHOTBETHO
37%, 50% 1 89% mo-HUCKHU B CpaBHEHHE C TE3U cliell pakaanero. HecBbp3aHaTa ¢ppakuus chIilo
3HAUUTETHO HaMajsiBa, BKIIOUUTEIHO U MOHIKEeHHE Ha HUBaTa HA Cmin ¢ 0K0JI0 90%. OcHOBHATA
MPUYHHA 32 T€3U HUCKU CKCIIO3UIINH € ChIECTBEHO TOHIKABaHE HAa EKCIIO3UITUATA Ha KOOUIHCTAT

BCJIEICTBHE HAa €H3MMHA MHIYKIH, CBhp3aHa ¢ OpemeHHOCTTa (BK. Tabmuma 10).

Tadanna 10 ®apMakoKMHETHYHH pe3yJITATH HA 001 JAPyHABHP CJIe] MPUJIOKEeHHe Ha
napynaup/koounucrar 800/150 mg BeqHbK THEBHO, KATO 4aCT OT
aHTHPETPOBHPYCHA cXeMa, [0 BpeMe Ha BTOPHUSI TPUMeCTbP Ha OpeMeHHOCTTa, HA
TpeTHsI TPHMECTHP HA OPeMEeHHOCTTA U el paxkIaHeTo

DapMaKOKHHETHKA Bropu TpuMecTbp Ha | TpeTn TpUMeECTHP Ha Caen paxnane
Ha o0LIUs TapyHABHP OpeMeHHOCTTA OpeMeHHOCTTA (6-12 ceqmuun)
(cpenno £ SD) n=7) (n=6) (n=06)
Cmax, ng/ml 4340£1616 4910+970 7918+2199
AUCa4n, ng.h/ml 47293 + 19 058 47991 +9 879 99 613 + 34 862
Chin, ng/ml 168 + 149 184 + 99 1538+1344

Excrio3urusita Ha KOOUITUCTAT € IMO-HKUCKA IO BpeMe Ha OPEMEHHOCT, KOSTO MOTCHIIUAIHO BOIH 110
Mo-cy1abo OT ONTUMAITHOTO TOTCHIUPaHe Ha TapyHaBup. [Ipe3 BTOpHS TPUMECTBP OT OpEMEHHOCTTA
croiiHocTHTE Ha KOOMITUCTAT Chax, AUC24n ¥ Crnin ca cb0TBeTHO 50%, 63% 1 83% MO-HUCKHU B
CpPaBHEHUE C TE3H ClIe]] paxkaaHeTo. [Ipe3 TpeTus TpuMecThp OT OPEMEHHOCTTa CTOMHOCTUTE Ha
KOOUIHCTAT Crax, AUC24n ¥ Cinin ca cbOTBETHO 27%, 49% 1 83% mo-HUCKH B CpaBHEHHE C TE3U CIE]
PaKIAHETO.

5.3 IlpeaxkJMHUYHU AAHHU 32 0€30MACHOCT

ﬂa[QYHaBI/I[Z

IIpoBexnann ca TOKCUKOJIOTUYHY IPOYYBaHUS NPH KUBOTHH, TIOJIOKEHN Ha €KCIIO3UIMS 10 HUBA Ha
KIIMHAYHATA €KCIIO3ULUA C JAPYHABUD, IPUIIOKEH CAMOCTOATENHO IIPU MUILKH, IIIbXOBE U Ky4eTa U
NPUIOKEH B KOMOWHAIIMS C PUTOHABUD NPH ILTBXOBE U KydeTa.

B TOKCHKOJIOTHYHM IPOYYBAHUSI C MHOTOKPATHO MPUJIOKEHHE TIPH MHIIKH, TUTHXOBE U KydeTa, ca
HaJIMIIE CaMO OrpaHWYeHU eDEeKTH OT JICUSHHETO C JapyHaBup. [Ipu rpuzaun uieHTHOUIIPAHUTE
IMPUIICIHU OPraHy Ca XEMOIIOCTUYHATa CUCTEMA, KPBbBOCHCUPBAIllaTa CUCTEMA, YCPHUA I[p06 u
IIMTOBHIHATA *kJie3a. HabnroaBa ce mpOMEHIMBO, HO OTPaHMYCHO HAMAJICHHE Ha ITapaMeTpUTe,
CBBP3aHU C YSPBCHUTE KPBBHU KJICTKH, 3a€HO C YBEIMUYCHUE HA aKTHBUPAHOTO MapIHAITHO
TPOMOOIIIIAaCTHHOBO BpEME.

HabmtomaBat ce mpoMeHH B 4epHUs Apo0 (XenaTouuTHa XUIepTpodus, BaKyoJIn3aus, TOBUILIECHH
YepHOJAPOOHH €H3UMH) M NIUTOBUAHATA Jie3a (pomukynapHa xuneprpodust). [Ipu mursxose
KOMOWHAINUATA OT AapYHABHUP C PUTOHABUP BOJH IO MaJIKO yBeJIMUEHNE Ha e)eKTa BBPXY
napaMeTpHUTe Ha YepPBEHUTE KPBbBHU KIIETKH, YEPHUS APO0 U IIUTOBUAHATA *kJI€3a U IOBUIIEHA
yectoTa Ha (UOPO3a Ha OCTPOBUETATA B MAHKpeaca (CaMo MPU MBXKKH IIThXOBE) B CPAaBHEHHUE C
JIeUeHHE C JapyHABUP, MpHIaral caMocTosTenHo. [Ipu KyueTa He ce HIACHTUDHUINPAT 3HAYUMH
TOKCUKOJIOTUYHH HAXOAKH WITU MPULIETHU OPTaHU MPHU €KCIIO3ULINHU, paBHU HA KIIMHUYHATA
€KCITO3ULMS NP MPENopbUUTETHATA 03a.

B enHO m3nuTBaHe, MPOBEICHO NPU TUTEXOBE, OPOSAT HA KBITUTE TEJA U UMILIAHTAMUTE HAMAJIsIBAT
NP HATMYUETO Ha TOKCUYHOCT 3a MaiikaTta. Have HsAMa epeKTH BbpXy YU(PTOCBAHETO U
¢beprunurera npu Jiedenue ¢ papyHasup 10 1 000 mg/kg/nen u HuBa Ha excrozunus nog (AUC —

0,5 mbTH) Te3u PH XOpa MPY KIIMHUYHO MPENopbuuTeiHaTa 103a. Jlo ChIIMTE HUBA Ha J03aTa MPH
TUTBXOBE W 3aHIH, JIEKYBaHU C IapyHABUP, IPUIOKEH CAMOCTOSTENIHO, HE ce HabIoaaBa
TEPaTOTeHHOCT, HUTO ITHK IIPH MUIIIKH, JICKyBaHH B KOMOUHAIUS ¢ puTOoHaBUp. HuBara Ha
€KCITO3HUIIUS Ca MO-HUCKH OTKOJIKOTO T€3U IPU NperopbhyaHaTa KIMHUYHA 7032 pu xopa. [Ipu orieHka
HAa TIpe- ¥ OCTHATATHOTO Pa3BUTHUE MPH ILTHXOBE, TAPyHABUP ChC WIH O€3 pUTOHABUP, BOJIH 10
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MPEXOIHO HaMaJIeHHE Ha HaJJIaBaHEeTO Ha TETJIO0 Ha IMMOKOJIEHUETO MPEIH TO Ja ObJe OTOUTO, a ChINO
Taka ce HaOJro/1aBa JIeKo 3a0aBsiHe MPHU OTBAPSIHETO HA OYHTE U ymuTe. JlapyHaBup B KOMOMHALNS C
PUTOHABUD NMPUYMHSABA HAMAJIEHHE B OPOsl HA MAJIKUTE, KOUTO MOKa3BaT peaKys Ha CTPACKAIIN
rymMoBe Ha 15-Tusi IeH OT KbpMEHETO U HaMalleHHe B Oposi Ha HOBOPOJCHUTE ITbXOBE, KOUTO
OIIETISIBAT 110 BpEeMe Ha KbpMeHeTo. Te3n eeKTH MOXKe J1a ca CIeCTBHE OT EKCIIO3UINATA HA MAJIKUTE
Ha aKTUBHOTO BEIIECTBO Ype3 MIIIKOTO W/WIM HAa TOKCHYHOCTTA Mpu Maikata. [Ipu nedennero ¢
JapyHaBup, IpUJIarad caMOCTOSATETHO WM B KOMOWHAIIMS C PUTOHABUD, HE ce HaOJIr01aBa 3acarane
Ha ¢yHKIHEHTE ciieq oTOuBaHe. [Ipy Miaan TTbXoBe, MOTyYaBally JapyHaBup 10 23 — 26 aeH, npu
HSIKOM JKHBOTHH C€ HaOJII0/1aBa yBeIMYeHa CMBPTHOCT C KOHBYJICHHU. Excrio3niusiTa B ria3mara,
YepHHs APOO M MO3BKA € 3HAUHUTEITHO MO-BUCOKA OT Ta3H MPH Bb3PACTHH IUIBXOBE CIIEH MPUI0KEHHE
Ha cpaBHUMU 1031 B mg/kg mexxay 5 u 11 neH ot xxuBota. Ciiex 23 1€H OT KUBOTA EKCHO3UIUTA €
CpaBHHMMA C Ta3W MPH Bb3PACTHH TUTbX0BE. [loBHIIIeHaTa eKCIIO3UIIHS, U3TIIeXK/1a TIOHE OTYACTH, CE
JIBIDKM Ha HE3PENOCTTa Ha JIEKapCTBO-METa00NM3NPAIIUTE €H3UMH IIPHU MIIAANTE KUBOTHH. He ce
Ha0JIro1aBa CBBP3aHa C JICYCHUETO CMBPTHOCT MPH MIIAAH TUIBXOBE, TIPH KOUTO Ca TPUIIOKEHH

1 000 mg/kg napynaBup (ennHuU4HA 103a) Ha 26-aHEBHA Bh3pacT mwin 500 mg/kg (MHOrOKpaTHa 1032)
oT 23-mHeBHA 110 S0-THEBHA BB3PACT U €KCITO3UINATA U TPO(HIIBT HA TOKCHYHOCT Ca CPABHUMH C
HaOJIr0IaBaHHUTE MPH BH3PACTHU TUIHXOBE.

Ilopaam HECUTYPHOCT IO OTHOIIICHHE HA CTETICHTa Ha Pa3BUTHE Ha KPHBHO-MO3bYHA Oapuepa u Ha
yepHOIpoOHKTE eH3uMU 1pH xopaTa REZOLSTA He TpsiOBa 1a ce nmpuiiara rmpu Jera moj 3 roJuHH.

JapyHaBup € oleHeH 3a KaHIIEPOTeHEeH OTEHINAI TIPY IpHjlaraHe ChC CTOMAITHA COH/A Ha MUIIKA U
wrbxoBe A0 104 ceamunu. [Ipunaranu ca gaeBHu 1034 ot 150, 450 u 1 000 mg/kg Ha MUIIIKK U 103U
ot 50, 150 u 500 mg/kg Ha mrpxoBe. HabnrogaBaHo € 10303aBUCUMO MTOBUIIICHUE HA YECTOTaTa Ha
XEeTaToleNyIapHH aICHOMH U KapIITHOMU TIPU MBXXKHU M )KEHCKH KHBOTHH OT JBaTa Buja. [Ipu
MBKKH ILTBXOBE ca 3a0elsA3aHr THPOUIHU (POJIUKYIApHU KIeThYHH afeHoMu. [Iprmaranero Ha
JlapyHABUP HE MPEAU3BUKBA CTATUCTUYCCKH 3HAYMMO TOBUIIICHUE HAa YECTOTaTa Ha JIPYTH
JI0OPOKAYECTBCHH WJIM 3JI0KAUECTBEHH HEOIIa3MH TIPU MHIIKU U TIbX0Be. CMsTa ce, ue
HaAOII0JaBaHUTE XETAaTONeTypapHu ¥ THPOUIHHA TYMOPH TPY TPU3a4YH UMAT OTPAaHINYEHO 3HAYCHIE
pu xopa. MHOTOKpaTHOTO MPHJIOKEHUE HA JapyHABUP MPH ILTHXOBE MPESAU3BUKBA MHIYKIUS HA
YEPHOAPOOHUTE MUKPO30MAIHA €H3UMH U MTOBHUIIICHO SJIMMHHUAPAHE HA THPOUTHUTE XOPMOHH, KOETO
mpepasnoiara IIbX0BeTe, HO HE U XopaTa, KbM THPOUIHH HeoriasMu. [pu Haif-BucokuTe
W3CJIeIBaHU 031, CHCTEMHATa €KCIIO3UITUS Ha JapyHaBUP, KOTaTo € MPHUIIaraH e IHOBPEMEHHO C
putoHaBup, (B3 ocHoBa Ha AUC) e mexny 0,4 u 0,7 mptu (Mumku) u 0,7 1 1 bt (TUT6X0BE), B
CpaBHEHHE C Ta3H, HaOJIr0aBaHa IIPU XOpa MPH MPETNOPHYNTETHH TEPAIIEBTUIHU JTO3H.

Cren 2 ronvuHY Mpuiarane Ha JapyHaBHp MPH €KCIIO3UIHSI PaBHA WITH TTOJI HUBOTO HA €KCTIO3UIUSATA
IIpH XOpa, ce Ha0JIF01aBaT MPOMEHH B ObOpenuTe npu Muliku (Hedpo3a) U IIbXoBe (XpOHUYHA
MporpecuBHa HedpormaTus).

JapyHaBup HE € MyTar€HeH Ui TEHOTOKCUYEH B CEpUs in Vitro W in Vivo TECTOBE, BKIIIOUUTEIHO MPU
OaxTepualeH Tect 3a 00paTHU MyTaruH (Ames), TECT 32 XpOMO30OMHH a0epanyy B YOBEIIKH
TUM(OLMTH U in Vivo MEKPOHYKJIEApEH TECT IPU MUIIKH.

KoGumucrar

HexnuHUYHUTE JaHHU HE MOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3ara Ha KOHBEHIIMOHATHHUTE
MPOYYBaHUS 32 TOKCHYHOCT MIPU MHOTOKPATHO MPHIIOKEHUE, TCHOTOKCHYHOCT, PENPOTyKTHBHA
TOKCHUYHOCT M TOKCHYHOCT 32 pa3BuTHeTO. He ca HaOmogaBaHu TepaToreHHU e(heKTH MPpH IPOy4BaHUS
3a TOKCHYHOCT 32 Pa3BUTHETO TIPH ILTHX0BE | 3ai1y. [IpH IrbXoBe ca HACTHIIWIN IIPOMEHH B
ocuuKanyaTa Ha TPHOHAYHHUS CTHJIO M CTEPHATHUTE CErMEHTH Ha (DETYCH IpH 7031, KOUTO BOJST JIO
3HaYMMa TOKCUYHOCT 3a MaiKara.

Ex vivo mpoydBaHus Tipy 3allIK U in Vivo IPOYIBAHUS IIPH KydeTa IpeIoiaraT, ue¢ KOOUIICTaT nMa
MaJTbK MOTEHIHAN 32 yabbkaBaHe Ha QT uHTEpBana u Moke JIeko Aa yapku PR uHTEpBana, KakTo u
Jla TIOHMXH JIeBOKaMepHaTa (pyHKIMS IpU CpelHU KOHIEHTpauuy noHe 10 IbTH Mo-BUCOKU OT
eKCITO3UIMATA [TPH XOpa MPH MpernopbunTeaHaTa JHEBHA 1032 oT 150 mg.
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JBIrocpodyHo mpoydBaHe 3a KaHIIEPOTSHHOCT Ha KOOWITUCTAT NPHU TUThXOBE TTOKa3Ba TYMOPOTEHEH
MOTEHIUAI, CTICIIM(DUYCH 332 TO3M JKUBOTHHCKH BUJI, 32 KOHUTO CE MPUEMa, Y€ HE € OT 3HAUCHHE 3a
xoparta. J[barocpoyHo npoy4yBaHe 3a KaHIIEPOT€HHOCT MPU MHUIIKH HE MTOKA3Ba KAaHIIEPOTCHEH
MOTEHITHAIL.

6. DODAPMAIIEBTUYHHU JAHHHU
6.1 CHouchbk Ha IOMOILIHHUTE BelIeCTBA

REZOLSTA 800 mg/150 mg Tabnetkn
Slnpo Ha TabueTkaTa

Xumnpomenosa

CununueB TUOKCUA, KOJIOUAEH
Cunucunypana MUKpOKpHCTaTHA LIeTyJ103a
Kpocnosunon

Marne3sueB creapaT

DuiIMoBO HOKpUTHE HA TabJeTKaTA

IToTMBUHUIIOB aIKOXOJI - YACTUYHO XUApOoJIrM3rupan
Makporosn/monueTHICH TIUKO

TurtanoB muokcun (E 171)

Tank

Kenezen oxcun, uepseH (E 172)

XKenesen oxcun, uepen (E 172)

REZOLSTA 675 mg/150 mg Tabnetku
Sapo Ha TabneTkaTa

CununueB TUOKCHI, KOJOUIEH
MUKpOKpuUCTaJIHA LETYJ103a
Kpockapmenosa narpuit
Marne3sues creapar

DuiIMOBO HOKpUTHE HA TabJIETKATA

Kenesen oxcun, xbat (E 172)

XKenesen oxcun, uepen (E 172)
Makporo/moTue THISHT THKOI

[ToMTMBUHWIIOB AJIKOXOJ - YACTUYHO XUAPOIU3NPAH
Tank

TuranoB nuokcun (E 171)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roaHOCT

REZOLSTA 800 mg/150 mg dunmupanu tTabneTku
3 roaguHU

6 ceaAMMIIM ClIe]] OTBapsiHE Ha OyTHJIKaTa.

REZOLSTA 675 mg/150 mg dunmupanu tTabneTku
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3 roguH"
8 cemMuIn ciex OTBapsiHE Ha OyTHIIKATA.

6.4 CrnenuanaHu yca0BHs HA CbXpaHeHHe

To3u 1ekapcTBEH MPOAYKT HE M3UCKBA CIELMAIHHU YCJIOBUS HAa ChbXPaHEHHUE.

6.5 Bwuau chabp:kaHue HA ONTAKOBKATAa

REZOLSTA 800 mg/150 mg dunmupanu TabneTku

bsna 6yTrnka ot monmuerniieH ¢ Bucoka mrsTHOCT (HDPE), chappxama 30 Tabmerky, ¢

nonunponuieHosa (PP) 3amymanka, 3amurena ot aena, ¢ MHIYKIIMOHHO 3alle4yaTBaHe.

OnakoBKa 1o efHa Oy THIIKA.

REZOLSTA 675 mg/150 mg ¢punmupann TabaeTku

bsina 6yTrnka ot monmuernieH ¢ Bucoka mrbTHOCT (HDPE), chappxama 30 Tabmerky, ¢

nonunponuieHosa (PP) 3amymanka, 3amurena ot aeua, ¢ MHIYKIXOHHO 3alledyaTBaHe.

OrmakoBKa 1o e/iHa OyTHJIKa.

6.6 CrneuuaJHu NpeaNa3sHu MePKH NPH U3XBbPJIsIHE

Hewnsnon3panust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT

B CbOTBETCTBHE C MECTHUTE U3UCKBAHMUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIHIEHHUETO 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 ITBbPBO PAZPEIIABAHE/IIO/IHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ata Ha mepBO paspemasane: 19 HoemBpu 2014 r.

Jlata Ha nocnenno noaHopsaBane: 31 romm 2019 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

07/2025

IToapoOHa uHoOpMaIKs 3a TO3M JCKAapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIys 110 JIeKapcTBaTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOJUTEJ], OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHNA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIKN OT'PAHUYEHMUSA 3A BE3OITACHA U
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. NPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTHUAUTC

REZOLSTA 800 mg/150 mg:
Janssen-Cilag SpA

Via C. Janssen

Borgo San Michele

04100 Latina

Uranus

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

B-2340 Beerse

benrus

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

JlexapcTBEHUAT MPOYKT c€ OTITyCKa [0 OPaHUYEHO JeKapcko npeanucanue (Bx. [lpunoxenue I:
KpaTka xapakTepucTrka Ha IpOoAyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokaanau 3a oezonacuoct (ITA/IB)

Wzuckpanusra 3a nogaBane Ha [IAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBporetickus cpro3 (EURD cnmcek), npeasuner B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIIN aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOIICHCKUS
yeOropTa 3a JeKapcTBa.

.  YCJI0BUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Mputexatensar Ha pa3pemieHrero 3a yrnorpeda ([IPY) tpsbBa na n3BbpIIBAa H3UCKBAHUTE ACHHOCTH U
JIEMCTBUS, CBBP3aHU C TIPOCIIe/siBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, MocoueHH B 0700penus [TYP,
npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICIBALIHN 0J00PEHH
akTyanu3anuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce moznasa:

. 10 MCKaHe Ha EBpornelickara areHuus 10 JeKapCcTBaTa;

o BMHArH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJieHne Ha pIUCKa, 0COOEHO B Pe3yiTaT Ha
NoJy4aBaHe Ha HOBa MH(pOPMaLKs, KOSTO MOXKeE /1a JI0BeJIe 10 3HAYMMH IPOMEHH B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CIIE]T JIOCTUTaHE Ha BaKEH eTarl (BbB BPb3Ka ¢ IPOCIIe/sIBaHe
Ha JIeKapCTBEeHAaTa 0E€30MacHOCT WM CBEXaHe Ha PUCKA 10 MUHUMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

REZOLSTA 800 mg/150 mg ¢punmupann TabneTkn
JapyHaBUP/KOOHUIIHCTAT

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

Bcesika punvupana tabnerka cpabpika 800 mg napynaBup (kato eranonat) u 150 mg kobunucrart.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢punmupanu TabIETKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IIpenu ynorpeba npoyerere JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, UE JEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

I'ogen no:
[a He ce m3non3Ba cieq 6 CeAMUIM OT MHPBOTO OTBApSAHE HA OYTHIIKATA.

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/14/967/001

13. MAPTUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Rezolsta 800 mg / 150 mg

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

JByn3mepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UIAEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

REZOLSTA 800 mg/150 mg Tabnetku
JapyHaBUP/KOOHUIIHCTAT

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

Bcesika punvupana tabnerka cpabpika 800 mg napynaBup (kato eranonat) u 150 mg kobunucrart.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 TabneTkn

5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IIpenu ynorpeba npoyerere JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

I'omen no:

9. CHHELHUAJIHHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AJIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/14/967/001

13.

HAPTUJAEH HOMEP

[MapTuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH UAEHTUO®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH HIEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

REZOLSTA 675 mg/150 mg ¢punmupann TabneTkn
JapyHaBUP/KOOHUIIHCTAT

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

Bcesika punvupana tabnetka cpabpika 675 mg napyaaBup (kato eranonat) u 150 mg kobunucrart.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢punmupanu TabIETKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IIpenu ynorpeba npoyerere JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

I'ogen no:
[a He ce u3non3Ba cies § CeIMUIM OT MBPBOTO OTBapsAHE Ha OyTHIIKaTa.

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/14/967/002

13. MAPTUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

rezolsta 675 mg / 150 mg

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

JByn3mepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UIAEHTU®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

REZOLSTA 675 mg/150 mg Tabnetkn
JapyHaBUP/KOOHUIIHCTAT

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

Bcesika punvupana tabnetka cpabpika 675 mg napyraBup (kato eranonat) u 150 mg kobunucrart.

|3. CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 TabneTkn

5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IIpenu ynorpeba npoyerere JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

I'omen no:

9. CHHELHUAJIHHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/14/967/002

13.

HAPTUJAEH HOMEP

[MapTuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

UH®OPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH UAEHTUO®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH HIEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

REZOLSTA 800 mg/150 mg ¢puamupanu TadJeTKa
napyHaBup/koourucrat (darunavir/cobicistat)

IIpoyereTe BHUMATEIHO LAJIATa JIMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBA JIEKapcTBO,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, ONUTalTe Bammus nekap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO NOJTyYuTe HAKAKBU HEXEJIaHU JIEKAPCTBEHM peaklyy, yBeromere Bammus nekap,
(dapmareBT WM MeAULMHCKA cecTpa. ToBa BKIIIOYBA U BCHYKH B3MOYKHH HEXKEJIAHHU PEaKIINH,
HEOIIMCaHU B Ta3H JIUCTOBKA. Buxre Touka 4.

KakBo cbabp:xa Ta3u JUCTOBKA:

Kaxgo npencraBnsisa REZOLSTA u 3a kakBo ce U3M0J3Ba
Kakso TpsiOBa na 3naere, npenu aa npuemere REZOLSTA
Kax na npuemare REZOLSTA

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak ga cexpansBate REZOLSTA

ChbabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

QAP

1. Kakso npeacraBiasiBa REZOLSTA u 3a kKakBo ce U3110J13Ba

Kaxkso npeacraBiasasa REZOLSTA?

REZOLSTA cpabpka akTHBHUTE BEUIECTBA JapyHABUP M KOOUITUCTAT.

HapyHaBup npruHaaiexxu KbM Tpyna JiekapcTBa cpemty XVB, Hapeuenn ,,ipoTeasHy HHXUOUTOPH,
KOUTO JIEUCTBAT, KATO HaMaJsiBaT Koau4ecTBOTO Ha XVB BB Bamus opranuzbM JJ0 MHOTO HHUCKO
HUBO. Tol ce mpuiara ¢ KOOUIIUCTAT, KONTO YBeIn4aBa KOJIMYECTBOTO Ha JIapyHABUP B KPbBTa Bu.
Jleaennero ¢ REZOLSTA mie mogo6pu umyHHaTa Bu cuctema (ecTecTBEHUTE 3allUTHHA CHIIH Ha
OpraHmM3Ma) U Ii¢ HaMajii PUCKa OT pa3BUTHE Ha 3a00iisiBaHus, cBbp3anu ¢ XMB unpeknusra, Ho
REZOLSTA He e cpeacTBo 3a uzniekyBane Ha XVB nndexnus.

3a kaxkBo ce U3M0a3Ba?

REZOLSTA 800 mg/150 mg (napyHaBup/KOOHMIIMCTAT) CE M3I0JI3Ba 3a JICYCHHE HA Bb3PACTHHU H
MeANATPUYHU MAIUEHTH C TeTI0 Hail-manko 40 kunorpama, Kouto ca nHpextupanu ¢ XVB (BuxTe
,»,Kaxk ga mpuemare REZOLSTA® B Ta3u TuCTOBKA)

REZOLSTA Tpsi6Ba fa ce npreMa B KOMOMHAIMSA C IpyTH JiekapcTBa cpeuty XMB. Bamust nexap me
00chau ¢ Bac kakBa kKoMOMHALIMS OT JIeKapcTBa € Hal-moaxoAsma 3a Bac.

2. Kakso Tps0Ba na 3Haete, npean na npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIePruYHM KbM JIApYHABUP, KOOUITUCTAT WIIK KbM HIKOSI OT OCTaHAJIUTE ChCTaBKH Ha
TOBA JICKapCTBO (M30POCHH B TOUKA 6).

- aKO MMaTe TEeKKHM YePHOAPoOHU mpodjemu. [lonuTaiite Barus aekap, ako HE CT€ CUT'YPHH
OTHOCHO TEKECTTa Ha YepHOAPOOHOTO cu 3aboisaBaHe. Moxe fa € HeoOX0AUMO J1a ce ITpoBeaT
HSIKOU JIOTTBITHUTEITHY U3CIIeIBAHNS.

YBGIIOMCTC Bammus JICKap 3a BCHYKH JICKApCTBAa, KOUTO NpHUEMATE, BKIIFOYUTEIIHO 3a TE3U, KOUTO CE
npueMar 1npe3 ycrata, MHXaJInMpaT €€, MHKCKTUPAT CC UK CC MpuJiarat BbpXy KOKara.
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He xomounupaiite REZOLSTA ¢ HUKOe 0T CJIeTHUTE JeKapcTBa
AKo pueMare HIKO€ OT Te€3H JIEKapCTBa, HonuTaiTe Baius jiekap 3a npeMruHaBaHe KbM JPYro

JIEKapCTBO.

JlekapcTBO

IIpexHa3HaueHne HA JIEKAPCTBOTO

Angyszosun

3a JICYCHUC Ha YIOJICMCEHA ITpocTaTa

Amuooapon, benpuoun, OpoHedapoH,
U8adPAOUH, XUHUOUH, PAHONA3UH

3a JICHCHUC Ha HAKOU ChbpACUHHN 3a6OHHBaHI/IH,
HarmpuMep HAPYIICHUEC HAa CbPACYHUA PUTHBM

Kapbamaszenun, chenobapbuman n pernumoun

3a MPEJOTBPATIBAHE HA MPUIATBIH

Acmemuszon unu mepghenaoun

3a JICYCHUC HA aJICPrUYHH CUMIITOMU

Konxuyun (axo nmare 060peTHmI/9epHOAPOOHH
npobieMn)

3a JeueHue Ha Tojiarpa wiv (pamrTHa
(HacnencTBEeHa) CpeAM3eMHOMOPCKA TpecKa

Kombunupanusm npodyxkm
JIONUHABUD/PUMOHABUD

nekapcTso nporus XHB

Puchamnuyun

3a JICYCHNE Ha HAKOU MHPEKIIUH KaTO
TyOepKyJi03a

Jlypasuoon, numosuod, Keemuanum unu
cepmunoon

3a JIEUEHHUE HA IICUXUYHU 3200 I1BaHUs

Epeo ankanouou xato epcomamun,
OUXUOPOEP2OMAMUH, ePeOMEMPUH T
MEMUNEPLOHOBUH

3a JICYCHUE Ha MUTPEHO3HO raaBo0oIIHe

Huzanpuo 3a JICUCHUE HA HAKOW CTOMAIIIHU 3a00JsIBaHUS
JKvam kanmapuon (Hypericum perforatum) PACTUTEJICH MPOIYKT, U3IOJI3BAH IIPH JISTIPECHS
Enbaceup/epazonpesup 3a JeueHue Ha uHQekIms ¢ xenatut C

ﬂoeacmamun, CUMBACIMAMUH T TOMUMANUO

3a IIOHWKaBaHC HMBATa Ha X0JICCTCPOJIa

Tpuazonam unu nepopaien (MPUET Mpe3 ycTaTa)
MUOA301aM

na Bu moMorse nga ciire W/uian 1a HaMalin
TPEBOXKHOCTTA

Cunoenaghun 3a JICYCHUE Ha ChPJCYHO U 0eI0IpOoOHO
3a0oJIsiBaHe, HapeueHo OenoapoOHa apTepruaHa
xunepToHus1. Mima u qpyru npuioxeHus Ha
cunieHadui. Mosist BiKTe Touka ,,J{pyru
nekapctBa 1 REZOLSTA®.

Asanagun 3a JICUCHUE Ha EPEKTHIHA TUCHYHKIMS

Tuxaepenop 3a MPeJOTBpaTsSBaHE CICIBAHETO Ha
TpOM6OIII/ITI/ITe IIpu JICHCHUEC Ha IMallUCHTHU C
WH}apKT

Hanokcezon 3a JICUCHHE Ha 3aIeK, IPETU3BUKAH OT ONMOUIN

Hanokcemun 3a JICUCHUE Ha MIPEKICBPEMEHHA eSKYIaIHsI

Homnepuoon 3a JIeYeHHE Ha I'a/IeHe U TIOBPBIIAHE

IIpexynpesxnenusi U NpeAna3sHu MepKU
I'oBopere ¢ Bammus siekap, papmaneBT WM MEAULUHCKA cecTpa, npeau na npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce ormie MoraT fia pa3BusIT WHGEKIINU WU IPYTH 3a00IIIBaHu,
cBbp3anu ¢ XMB nndexnusara. TpsaoBa penoBHO Ja mocemasaTte Bamms nekap.

Xopara, npuemarin REZOLSTA, moxxe Jia mosry4ar koskeH oOpuB. Heuecto 0OpHBBT MOXE J1a cTaHe
TEXbK WM MOTEHIMATHO )KUBOTO3acTpamasail. Moss, cBbpxkeTe ce ¢ Bammus nekap, korato
MOJyYHuTE OOPHB.

[pu nanmentn, npruemaru REZOLSTA u panterpasup (3a XVB nndexms), MoxKe Jia ce TOosSBSIBaT

00puBHU (OOMKHOBEHO JICKH 10 YMEPEHH) MO-YECTO, OTKOJIKOTO MPH MAIUEHTH, MPHEMAIIN OTACTHUTE
JIeKapcTBa.
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REZOLSTA e u3nomn3Baf nmpy orpaHUYCH Opoii MAIMeHTH Ha Bh3pacT 65 TOAWHM W MoBeUYe. AKO

CTe B Ta3W BH3pacTOBa IpyIa, Most, 00chaeTe ¢ Bamms nekap nanu MokeTe J1a mpuemMare
REZOLSTA.

YBepere ce, 4e cTe MPOBEPHIIM TOUKUTE MIO-A0NIY U choOlIeTe Ha Bamus nekap, ako HAKOS OT TAX Ce

oTHacs 3a Bac.

- YBenomere Bamus nekap, ako cTe HMaii Npo6JieMH ¢ YepHHUsl AP00, BKIIOYUTEIHO WHPEKIHS
¢ xenatut B mmm C. Bamusr nekap MoXe 1a OIIeHN KOJIKO TEXKO € YepHOoapoOHOTO B
3200 BaHe, IPEIU da pern naiu MoxkeTe aa nmpuemate REZOLSTA.

- VYBengomere Bamus nekap, ako nmpeau cte uMainu npodJjaemu ¢ 0b0penure. Bamusat nexap
BHUMATEIHO 1I1e npeneHy ganu na Bu nexysa ¢ REZOLSTA.

- YBenomere Bamus ekap, ako umate auader. REZOLSTA Moxe 1a MOBUIITN HUBAaTa Ha
3axapTa B KpbBTa.

- VYBenomere He3a0aBHO Bamms nekap, ako 3a0eneKuTe HIKaKBU CHMIITOMM HA HH(peKIHs
(mampumep yBenuueHr TUM(HU BB3IH U Tpecka). [Ipu Hakon nanuenTu ¢ HanpeaHana X1B
nH(pEKIMs ¥ IpeKapaHd HeoOMJaiHN HH(EKINHY, ThIDKAIIN ce Ha oTcaabeHa IMyHHa CHCTeMa
(onopTIOHUCTHYHY MH(EKLINH ), TPU3HALUTE U CHMITOMHUTE Ha Bb3MaJICHUE OT MPEIUITHH
WH(EKINN MOXe J1a Ce MOSIBAT CKOPO CIIe] 3aro4yBane Ha euennero 3a XMB. CusTa ce, e Te3n
CHUMIITOMH C€ ABJDKAT Ha [0100pEeHNE Ha UMYHHUS OTTOBOP HAa OPraHU3Ma, I03BOJISIBAlKH My
Jla ce 6opH ¢ MHGPEKIIUUTE, KOUTO MOXKeE Jia ca OWIM HaiuIe 0e3 OYEeBUIHU CUMIITOMHU.

- B nombiHeHNE KbM ONOPTIOHUCTUYHUTE UHPEKIIUH MOXKE Ja HACTBIIAT ChIIO U ABTOMMYHHH
HapyLieHus! (CbCTOSHMSA, KOUTO HACTBIIBAT, KOraTO UIMyHHATa CUCTEMa aTaKyBa 3[paBaTa
ThKaH Ha OpraHu3Ma), clie]] KaTo 3aloyHeTe Ja [puemMare JiekapcTBa 3a jJeueHue Ha Bamiara
XUB unbpeknus. ABTOUMyHHHUTE 3a00JIsIBaHUS MOXKE J]a Bb3HMKHAT MHOT'O MECEIH CIIE]T
HA4YaJIo0TO Ha JICYEHUETO. AKO 3a0eJe’KUTe KAKBUTO U J]a € CUMIITOMH Ha MH(QEKLHS WIK APYTH
CHUMIITOMH KaTO MYCKYJIHa cl1abocT, c1adoCT 3amouBaila oT pbLeTe U KpakaTa v IPpeMHUHABAILa
Harope KbM TsUIOTO, ChplieOHeHe, TpenepeHe Wil CBPbXaKTUBHOCT, MOJIsl, HHPOpPMUpanTe
He3abaBHO Bammst nekap, 3a n1a Bu ce npunoxu He0OX0MMOTO JicUeHHe.

- VBenomere Bamus nekap, ako crpanare ot xemopuimnsa. REZOLSTA moxe fa HOBUILN PUCKa
OT KbpBEHE.

- YBenomere Bamusg iekap, ako cte ajeprudeH(a) KbM cyapoHaMuan (Hapumep
ynotpeOsiBaHU 32 JIEYeHHE Ha HAKOWU WH(EKITUN ).

- Kaxere Ha Bamus nekap, ako 3a0enexure HIKAKBH MYCKYJIHO-CKeJIeTHH npo0aemu. Hakou
NalUeHTH, TPUEeMalii KOMOMHUPaHa aHTHPETPOBUPYCHA TEpaIvsi, MOXKE JIa pa3BUST
3a00JsiBaHE Ha KOCTUTE, HAPEUEHO OCTEOHEKPO3a (3aryda Ha KOCTHA ThKaH, IOPaan NPEKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOcTTa). TOBa € M0o-BEpOsITHO J1a c€ CIy4H MPU NPOIBIDKUTEITHO
nedyenue 3a XVMB, 0-TeKKO yBpeKJaHe HAa MMYHHATa CUCTEMA, HAITHOPMEHO TETJIO WU
ynotpe0a Ha ajJKoX0JI, UM IPYTH JeKapCcTBa, HapeueH! KopTukocTepouan. Ilpru3nHanure Ha
OCTEOHEKPO3a ca CKOBAaHOCT B CTaBHTE, OOJIKH B CTaBUTe (0cOOEHO Ta3o0eapeHara crasa,
KOJISIHOTO M paMOTO) U 3aTPYAHEHUS PHU JBKEHUE. AKO 3a0€TICKUTE HIKOU OT TE3U
CHUMIITOMH, MOJIsi HHopMupaiite Bamus nekap.

Jleua u roHOIIHN
REZOLSTA 800 mg/150 mg (napyHaBup/KOOUIUCTAT) He € MPeAHA3HAYEH 32 yOoTpeda npu
Aena ¢ terJio noxa 40 kujiorpama.

REZOLSTA ce npeiara u xato GuaMupaHa TadieTka ¢ JeauTeaHa yepra ot 675 mg/150 mg 3a nena
Ha 6 TOJMHHM U TI0-TOJIEMH C Terio Hal-mMaiiko 25 kg u oy 40 kg (BukTe OTIe/IHA IMCTOBKA Ha
REZOLSTA 675 mg/150 mg dunmupanu TabneTkn).

JApyru nekapcerBa u REZOLSTA
Tps6Ba na kaxere Ha Bammms nexap wiu gapmaneBT, ako IpreMaTe Ui HaCKOPO CTe MpUeMaln
JIPyTH JEKapCTBa.

CrlriecTByBaT HIKOHU JIEKapCTBa, KOUTO He TPAOBa Aa ce komouHupaT ¢ REZOLSTA. Te ca

n30poeHu no-rope noj 3ariasuero “He komounupaiite REZOLSTA ¢ HuKoe 0T ciiegHuTe
JekapcTBa:”,
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REZOLSTA e Tps06Ba 1a ce ynotrpeosBa ¢ Ipyro aHTHBUPYCHO JIEKAPCTBO, KOETO ChIBPIKA
MOJICHJIBAIA ChCTaBKa, WK IPYT0 aHTUBUPYCHO CPEJICTBO, KOETO M3UCKBA MOJICUIIBaHe. B Hikou
CIy4yau MOXeE Jia Ce HaJIOXKU MPOMsIHA B IO3UPAHETO HA JPYTUTE JIEKapCTBa. 3aTOBA BUHATH
chroOIaBaiiTe Ha Bammms nekap, ako mpuemare ApyTy JiekapcTsa cpemy XMB u cienBaiite CTpUKTHO
yKa3zaHusATa Ha Bammus mekap 3a ToBa KOM JIeKapcTBa MOrar Ja Ob1aT KOMOWHUPAHH.

Edexture Ha REZOLSTA wmorat na 6b1aT HamMalleHH, aKo TpueMaTe HIKOH OT CIIEAHUTE TPOIYKTH.
YBenomere Baus iekap, ako rnpuemMare:

bozenman (3a neyenne Ha CbpaevHH 3a00JISIBAHMS)
Lexcamemazon (MHXEKIUOHEH) (KOPTHKOCTEPOUN)
Egasupeny, empasupun, nesupanun (3a neaeane Ha XVB napexims)
Pugpanenmun, pugpadbymun (3a neueHue Ha OaKTEpUATHA UHPEKIIUN).

EdexrtuTe Ha apyru rekapcTBa MoraT a ObIat MmoBnusHY, ako npuemMate REZOLSTA, u Bammsar
JeKap MOXKe Jia TIoKeae Jia POBe/ie HAKOM JOMBIHUTEIIHN KPhBHU U3CIIeIBaHUs. YBenomere Bammis
JieKap, ako rmpremMare:

Amnoounun, kapeedunon, ourmuazem, OU3ORUPAmMuo, heroounun, ieKauHuo, IUOOKAuH,
Memonpoo, MeKCULeMUuH, HUKApOUnUuH, HUGeOunuH, nponagheHoH, mumonoi, eepanamu (pu
ChpACYHHU 3a00JIIBaHUs), Thil KATO JIeYEOHUST €PEKT UIIM HeXKEIAaHUTE PEaKIMy Ha Te3H
JIeKapCTBa MOXKE Ja C€ YCHJIST.

Anuxcaban, dabueampan emeKkcuiam, e00KCabaH, pusapokcabau, sapgapun, kionuoozpen (3a
HaMaJsBaHe ChbCUPBAHETO HA KPBBTA), Thil KATO TEXHHUAT JIeueOCH €PeKT WIIN HEeXETaHH
peaKIMy MOTaT Jia C€ IPOMEHSIT.

Knonazenam (3a mpenoTeparsBane Ha I'bPUOBE).

Ectporen-0azupanu XOpMOHAJIHU KOHTPALENTHBY U XOPMOHO3aMECTUTEIHA Tepamnusl.
REZOLSTA moxe na Hamanu TsixHaTa eeKTHBHOCT. KoraTto ce n3non3sart 3a mpeAnasBaHe oT
3a0peMeHsBaHe, ce MPernopbyBaT ANTEPHATHBHU METOJM HA HEXOPMOHAIHA KOHTPAIICTIIHSL.
Emununecmpaouon/opocnupenon. REZOLSTA Moke 1a MOBHUINK prCKa OT MOBHUINIABAHE HA
HHBaTa Ha KUK OT JPOCIHPEHOH.

Amopeacmamun, ¢nysacmamun, numasacmamum, npasacmamut, posyeacmamun (3a
MOHM)KaBaHE HUBATa Ha X0JIECTEPON). PUCKBT OT yBpekaaHe Ha MyCKYJIUTE MOXeE Aa Ce
yBenuud. Bamust siekap 1ie npereHn Kos cxemMa 3a HaMaisiBaHe Ha XoJlecTepoia € Hail-1o0pa
3a Bamara KOHKpeTHa CUTyallus.

Luxnocnopun, egeporumyc, maxkpoaumyc, cupoaumyc (3a MOTHUCKaHe HA UMyHHaTa Bu cucrema),
THH KaTo MOXe Jia ce yBenuuaT JeueOHus eheKT Uil HEXKENaHUTE PeaKuK Ha Te3U
JIEKapCTBEHU MPOYKTH.

Kopmukxocmepouou, eéxniouumenno bemamemasom, 6y0e30Hu0, GaymuKazon, MOMemasoH,
npeoHU30H, mpuamyuronon. Te3n TeKkapcTBa ce U3M0JI3BaT 3a JICUCHUE Ha alepruy, acTMa,
BB3NATUTEITHH 3a00JIIBaHUSI HA YepBaTa, Bb3MaJUTEIHH 3a00sIBaHHS Ha KOXKaTa, OYHTe,
CTaBHTE M MYCKYIIUTE, KAKTO ¥ JPYTH BH3NAIUTEIHH 3200 siBaHus. Te3u ieKkapcTsa
OOMKHOBEHO Ce IpHUeMar Ipe3 ycTara, HHXalIupaT ce, MHXEKTHPAT Ce WK CE HAHACAT BbPXY
Ko)kaTa. AKO He MOraT Jia ce W3II0JI3BaT aJTepHATHBH, yroTpebdara My TpsiOBa 1a cTaBa caMmo
CcJIeJ] MeIMITMHCKA OIIEHKA U TIPY BHUMATEITHO TPOCIie/siBaHe OT Bamus nekap 3a HexxelnaHu
peaKuu Ha KOPTUKOCTEPOUINTE.

bynpenoppun/nanoxcon, memadon (nekapcTpa 3a JiedeHHE Ha OMIMOHMIHA 3aBUCUMOCT)
Canmemepon (JIEKapCTBO 3a JICUCHHUE HA ACTMA)

Apmememep/nymedanmpun (KOMOMHUPAHO JICKAPCTBO 32 JICUCHUE HA MaJIapHsl)

Lazamunu6b, upunomexat, HUTOMUHUO, BUHOIACMUN, BUHKpUCMUH (JIEKapCTBa 3a JICUeHHE Ha
pax)

Ilepghenasun, pucnepuoon, muopuoazun (JEKapcTBa 3a MCUXMYHN 3a00IISIBAHI)

Knopasenam, ouaszenam, ecmasonam, ¢rypasenam (iekapcTBa 3a JIeUCHUE HA HAPYIICHUS Ha
CBHS WM TPEBOXKHOCT)

Cunoenagun, madanagun, eapoenagun (3a epexTrIIHA TUCHYHKIUS WU 3a JICUCHUE Ha
ChpACYHO U 0e10ApoOHO 3ab0sBaHe, HapeueHO OeoIPOOHa apTepraTHa XUTIEPTOHUS)
I'nexanpesup/nudpenmassup (3a neuenue Ha nHdpexuus ¢ xemnatur C).

Dezomepooun, conugenayun (3a ICUCHUE HA YPOIOTUIHN HAPYIICHUS).
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Bammwsr siekap Moxe Jia rmoxenae Ja mpoBeJie HIKOU JIOMTbIHUTEIHA KPBBHH U3CIIEeIBAHHS U JI03aTa HA
JpYyTH JIEKapCTBa MOXKeE J]a c€ HaJI0XKHU Ja Objie IPOMEHEHa, 3a10TO JIeYeOHUAT eeKT Uin
Hexxkenanute peakuun Ha REZOLSTA wnu Ha apyrure nekapcTBa, MOrar a ce MPOMEHST MpH
KoMOWHUpaHe. YBenoMeTe Bamms jiekap, ako mpremare:

- Jlabueampan emexcunam, eookcabdan, sapghapun (3a HaMalIBaHEe ChCUPBAHETO HA KPHBTA)

- Anghenmanun (MHKEKIMOHHO OOJIKOYCIIOKOSBAIIO ChC CUITHO U KPAaTKO JACHCTBHUE, KOETO Ce
W3M0JI3Ba MPU XUPYPTUYHU MPOIICTYPH)

- Jlueoxcun (3a JIedeHUE HA HIKOW CHPACYHH 3200 SIBAHUA)

- Knapumpomuyun (aHTUOHOTHK)

- Knompumason, pnyxonason, umpaxonason, uzagykonason, no3akouazon (Cpeuly rbOnuHI
WHDEKITUHN). Bopukonason TpssOBa 1a ce mprueMa caMo ciie] MEIUIIMHCKA IpeTieHKa.

- Pugpabymun (cpenty 6akTepuaiHu HHEKITHIH)

- Taoaragun, cundenagun, eapoenagun (Mpu epeKTIIIHA TUCHYHKITHS UITH BUCOKO KPBBHO
HaJIsTaHe B KPbBOHOCHHUTE CHIIOBE HA OEIUTE IPOOOBE)

- Amumpunmunun, 0e3unpamut, UMUNPAMUH, HOPMPUNIMUTIUH, NAPOKCEMUH, CEPMPATUH,
mpa3o0ox (3a IeueHre Ha JCTPechs U TPEBOKHOCT)

- Mapasupok (3a neuenne Ha XVB uHbpekms)

- Konxuyun (3a nedeHre Ha mojarpa v gpamriHa (HaClIeCTBeHa) CPeAN3EeMHOMOPCKA TPECKa).
Axko nMaTe ObOpedHO /UK YepHOAPOOHO yBpekaaHe BixkTe Touka ""He komOuHupaiite
REZOLSTA ¢ HuKOe OT cjleHUTe jJeKapcTBa'.

- bosenman (3a nedeHre Ha BUCOKO KPHBHO HAJSITaHEe B KPHBOHOCHUTE CHJIOBE HA OenUTe
JpoOoBe)

- Bycnupon, knopasenam, ouazenam, ecmazonam, Qaypazenam, 301nuoem, Muoazonam, Koeamo
ce uznonzea 3a undicexmupane (JIekapcTsa 3a JCUCHHUE Ha TIPOOJIEMU ChC ChHS U/HITH
TPEBOXKHOCT)

- Memgopmun (3a JeueHre Ha AUa0ET TUII 2)

- Denmanun, OKCUKOOOH, mpamado (3a JeueHue Ha O0JIKa).

ToBa He € IBJIHUAT CIIUCHK OT JIeKapcTBa. Y BenoMere Baiug nekap 3a BCMUKH JIEKapCTBa, KOUTO
rpuemMare.

BpeMeHHOCT 1 KbpMeHe
VYBenomere HezabaBHO Barmns nexap, ako cte OpeMeHHa WM IIaHupaTe OpeMeHHoCT. bpemeHHn
JKeHU He TpaoBa na npuematr REZOLSTA.

[Mopanu moTeHa a OT HeXKEJIaHHU PEaKIIMU MPH KbpMadeTa, )KeHUTe TpsIOBa Ja Obaat
WHCTPYKTHPAHU J1a He KbpMsIT, ako npuematr REZOLSTA.

He ce npenopbsuBa kbpMeHe IpH keHH, kouTo ca XVB-nmonoxurennu, Toii kato XM B undekiusaTa
MOJKe J1a ce mpejajie Ha 0e0eTo upe3 KbpMaTa. AKO KbPMUTE WM TUTAHUPATe Ja KbpPMUTE, TPSOBa Jia
oOcwauTe TOBa ¢ Bamms ekap B3MOXKHO Hali-CKOPO.

Ilodupane u padoTa ¢ MAIIMHHA
He pabotere ¢ mammau 1 He mogupaiiTe, ako ce 4yBcTBaTe 3aMasiHu cieq npruema Ha REZOLSTA.

REZOLSTA cbabpska HATpHid

ToBa jekapcTBO ChABPIKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha TabneTkKa, T.e. MOXKE JIa Ce Kaxe,
Ye MPaKTUYECKH HE ChIbpiKa HATPUU.

3. Kak na npuemate REZOLSTA
Bunaru npuemaiite ToBa JIeKapCTBO, TOYHO KakTo Bu e ka3an Bammsr jekap, GpapMaiieBT uin

MEIMIIMHCKA cecTpa. AKO He CTe CHUTYpPHH B Hello, MonuTaite Bamms jgexap, papMarieBT uiu
MEJULHCKA CecTpa.
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Tpsaosa na mpuemate REZOLSTA Bceku nen u BuHaru ¢ xpana. Jleiicruero Ha REZOLSTA ne e
edexTuBHO Oe3 xpaHa. TpsOBa ma ce HaXpaHWUTE WK Ja TIPUEMETe JeKa 3aKycka 30 MUHYTH TIpean
npuema Ha REZOLSTA. Bunbt Ha XpaHata He € OT 3HaUEeHHUE.

- I'praraiiTe TabneTkaTa 1sUI1a C HAITMUTKA KAaTO BOAA WIIM MIISIKO. AKO UMare 3aTpyAHEHUS ¢
reatanero Ha REZOLSTA, kaxkere Ha Bamms jgekap. TabimeTkara MOXe 1a ce pa3aeiy ¢
MIOMOIITA Ha pe3ell 3a Ta0JIETKH, KaTo Is1aTa 1032 (JBEeTe TOJOBHHHM) TPsIOBa J1a ce mpueMe
BeJIHATa CJIC/I TOBA C HAIIMTKA KaTO BOJA WIIU MIISKO.

- [Tpuemaiite ocrananute cu Jekapctsa cpemy XUB, npunaranu B komOunanus ¢ REZOLSTA,
CBITIACHO MpenopbKuTe Ha Bamus nexap.

CaaJjisiHe Ha 3aIIMTEHATA OT Jena 3anmylmajaka

@ [ImactmacoBarta OyTuiKa € 3aTBOpEHa ChC 3allIMTEHA OT Jela 3alylanKka 1
' D2 TpsiOBa a OBJC OTBOPEHA IO CIICTHUS HAYHH:
C - HarucHeTe muiacTMacoBata 3amynianka HaJjony, KaTo ChIIeBPEMEHHO 5
@) 3aBBPTUTE B TIOCOKA, OOpaTHA Ha YaCOBHUKOBATA CTPEJIKA.

- MaxHeTe OTBUHTEHATA 3amryniajika.

AKo cTe npuesu noseye ot Heodxoaumara 103a REZOLSTA
Cewpxkere ce He3abaBHO ¢ Bamms nekap, ¢papmaneBT WM MEAULMHCKA CECTPA.

Ako cte nponycHaau aa npuemere REZOLSTA

Ako 3a0enexute ToBa B paMkuTe Ha 12 yaca, TpsiOBa 1a B3emMeTe TabieTkaTa He3abaBHO. BuHaru st
nmpueMainTe ¢ XxpaHa. Ako 3a0enexxure ciaen 12 yaca, ToraBa npoIyCHETe TO3U IPUEM H B3EMETE
CIIeIBAIINTE 103U, KaKTO OOMKHOBEHO. He B3emaiite 1BoiiHA 1034, 3a 1a KOMIICHCHPATE MPOIycHaTaTa
J03a.

Axo nopbpHerte cjaeq npuema Ha REZOLSTA

AKO MOBBpPHETE B PAMKHUTE Ha 4 yaca OT IpHeMa Ha JIEKapCTBOTO, Bb3MOXKHO Hal-CKOpo TpsiOBa 11a
npuemMerte apyra 1o3a REZOLSTA c¢ xpana. AKo IOBBpHETE cJIe]l MoBedYe OT 4 yaca OT IpueMa Ha
JISKapCTBOTO, TOraBa HE TPsOBa 1a npueMate apyra 103a REZOLSTA 10 cienaiioTo o0M4aiHo
TUTAaHUPaHO BpeMe.

Ceppikere ce ¢ Bamms nexap, ako He cTe CHTYPHH KaKBO Jja IPaBUTE, KOTaTo MPOITyCHETE /1032 HIIN
IIOBBPHETE.

He cimpaiite n1a npuemate REZOLSTA, npean nbpBo 1a ce KoHcyaTHpaTe ¢ Bamus jexap
Crnen KaTo JIeYEHUETO € 3aII0YHATO, TO He TpAOBa /1a ce criupa 6e3 ykazaHHs OT JeKaps.

JlexapctBara mpotuB XVB Moxe na Bu Hakapar ga ce mouyBcTBate mo-moope. Jopu, koraro ce
YyyBCTBaTe Mo-100pe, He mpekpaTsaBaiiTe npuema Ha REZOLSTA. Koncynrtupaiite ce mppBo ¢ Bamms
JeKap.

AKO UMaTe HIKaKBH JIOTBIHUTEITHHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamms nekap, ¢papMareBT WM MEJUIIMHCKA CECTpa.

4. Bb3MOKHH HeKeJTaHU peakuuuun

ITo Bpeme Ha neyenue 3a XMB Moke 1a HACTBHIM YBEIUYABAHE HA TETJIOTO U HA HUBATA HA JIMIIHUIUTE
Y TJIIOK03aTa B KPHhBTA. TOBa OTUACTH € CBBP3aHO C BH3CTAHOBABAHE HA 3/IpAaBETO M HAYWHA HA JKHUBOT,
a 10 OTHOIIICHHUE Ha JIMUAUTE B KPbBTA MOHSIKOTa € CBbP3aHO U ChC CaMUTe JiekapcTBa 3a XNB.
Bamust nekap 1ie HarpaBy U3CIAEABAHUS 32 T€3U IPOMEHH.

KakTto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU pEaKIIUH, BBIIPEKU Y€ HE
BCCKH ' TIOJTy4aBa.
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Ka:xere Ha Bamus Jiekap, ako pasBueTe HAKOS OT CJIeIHUTE HEeXKEJIaAHU PeaKIuH.

Cro01maBanu ca npobdjaeMu ¢ YepHHS Apo0, KOUTO MOHAKOTa MOXKE /1a ca TEKKU. Bamust iekap
TpsiOBa na Bu HampaBu n3cnenBanus Ha KPbBTa Mpeau fa 3anouHere euenueto ¢ REZOLSTA. Ako
umare XxpoHuuHa nHexnus ¢ xenatut B win C, Bamust nexap Tpsa68a na Bu npasu no-uecto
KPBBHU M3CJIEIBaHMs, 3aI10TO pHU Bac nMa no-rojsiMa BEpOSITHOCT OT Bb3HUKBAHE Ha MPOOJIEMHU C
yepHus Apo0. ['oBopere ¢ Bamms nekap 3a mpu3HanuTe U CUMITOMHUTE, CBBP3aHH ¢ IPo0IeMu ¢
yepHUs Apo0. HAkou 0T TsIX ca MOXbITABAaHE HA KOXKAaTa WM OsulaTa 4acT Ha OYUTe, ThMHA YpHHA (C
[BAT Ha 4ail), N3MPaKHEHHS C MHOTO CBETHI IBAT (M3XOXKIAHUSA), TaIeHE, IOBPHIaHe, 3ary0da Ha
aneTuT Win 00sKa, 00JIKa 1 HEPHUITHO ycellaHe OTIsCHO Mo pedpara.

Yecra Hexxenana peakiust kbM REZOLSTA e xoxeH o0pHB (IT0-9eCcTO KOTaTo Ce Impujara B
KOMOWHaIus ¢ panTerpasup), cbpoex. OOpUBBT OOUKHOBEHO € JieK 10 yMepeH. KoxHusaT oOpuB
MOYKE CBILO Taka Ja ObJie CUMIITOM Ha PSIIKO, TEKKO 3a00JsiBaHe. 3aTOBa € Ba)KHO J1a TOBOPHTE C
Bamms nexap, ako momyunte o0puB. Bammsit iekap mie Bu mochBeTBa KakBo 12 MpaBUTE IPH TaKHBA
cumrrromu U nanu REZOLSTA TpsidBa na ce crpe.

Hpyru TeXXKu HeXXelaH! peakiuu, HabmoqaBanu mpu 1 Ha 10 nmarmenTy, ca aunabet. Brimanenne Ha
nmaHKpeaca (TraHkpeaTuT) ce chobmmana mpu 1 Ha 100 manuenTy.

MHoro0 YecTH HeXXeNlaHHu peakuu (MoXke J1a 3acerHar nosede ot 1 Ha 10 mymm)
- riaBo0osme
- Juapus, TajieHe.

UYectu HexxenaHH peakuu (Moxe 1a 3acerHat 1o 1 zHa 10 gymmm)

- QIEPTUYHU PEaKIIH KaTo ChpOek

- HaMaJleH aleTUuT

- HEoOMYallHU CHHUILA

- HOBpBILNAaHe, 00JIKa WM OTyBaHe Ha KOpeMa, HapylIeHO XpaHOCMUIIAHEe, Ta30Be

- 00JIKM B MYCKYJIHUTE

- yMopa

- OTKJIOHEHHS B PE3YJITATUTE OT KPBBHUTE M3CIICABAHNS, HAIPUMED HIKOHM U3CIICIBAHUS HA
yepHUs Apod wm 6b0penuTe. BammusaT nexap me Bu 00scHu ToOBa.

- ci1abocT.

Heuectu nexxenanu peakmum (Moxke na 3acerHat a0 1 Ha 100 xymm)

- CUMITOMH Ha MH(EKIIUS WM Ha aBTOMMYHHU HapyIIeHHs (Bh3MAIUTEICH CUHAPOM TIPU
MMYHHO Bb3CTaHOBSIBAHE)

- OCTEOHEKpOo3a (3aryda Ha KOCTHA ThKaH MOPaJiy MPEeKbCBaHe Ha MMPUTOKA Ha KPBB KbM KOCTTA)

- yroJieMsIBaHE Ha ThPIUTE

- OTKJIOHEHHUSI B PE3YJITATUTE OT KPHBHUTE M3CJIC/IBAHUS Ha TTAaHKpeaca, BUCOKO HUBO Ha 3axap,
OTKJIOHEHHS B HUBAaTa Ha , iunuanTte" (Mactute). Bammsr nekap me Bu o0sicHN TOBa.

- aJIeprUYHU PEaKI[UU KaTo KOTPUBHA TpecKa (YPTUKApHs), TeKHK OTOK Ha KOXaTa U JIPyTH
ThKaHU (Half-4eCcTO HA YCTHHUTE WJIM HA OUHTE)

- TEXbK 00pUB C 00pa3yBaHe Ha MEXYpH U JIIOIICHE HA KOXKaTa, 0COOCHO OKOJIO yCTara, Hoca,
OYUTE U MOJIOBUTE OpraHHu.

Penxu nexxenanu peaxiuu (Moxe na 3acernat 1o 1 va 1 000 gymm)

- peakuusi, HapedeHa DRESS [Texbk 00puB, KOWTO MOXe /1a Ob/ie IPUAPYKEH OT BUCOKA
TeMIieparypa, ymopa, oJlyBaHe Ha JIMIIETO WIH JIUM(QHHUTE BH3IH, yBeIHUaBaHe Ha
eo3uHOQUIHNTE (BUJ OEIT KPHBHH KIIETKH), €DEKTH BBPXY YEpHUS Ipod, ObOpenuTe nim
Oenute nMpodose]

- 0B0OpeuHo 3a00IsIBaHE B CIEACTBHE Ha 00pa3yBalUTe ce KpUcTanu B ObOpeka B pe3ynTar ot
JIEUCHUETO C JapyHAaBUP.
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Hexenaan PEaKIn C HEU3BECCTHA YECTOTA! O6pI/IB, KONTO MOXKE J1a CTaHE TE)XXBK WIIM ITOTSHITUATIHO

KHUBOTO3acTpamaBamni:

- O6pI/IB C MEXYpH U JIOLICHE HAa KOKaTa MO rojiiMa 4acTt OT TAJI0TO

- YCpPBCH 06pI/IB, IMOKPUT C MaJIKU IIbJIHU C THOH MOAYTHUHH, KOUTO MOraT 1a C€ pasnpoCTpPaHAT 110
TAJIOTO, IIOHAKOra ¢ TPECKa.

Hsixown HexxenaHM peakiMu ca TUIMYHY 3a JiekapcTBaTa cpeuty XMB, kouTo ca oT chliara rpyna

kakTo REZOLSTA. Toga ca:

- MYCKYJIHa 00JIKa, 9yBCTBHTEIHOCT MM c1a00CT. B penku ciryyan Te3n MyCKyJIHH HapyIICHHS
ca OWIIM CepHO3HH.

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO TIOJTyYnTe HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEAKIIMH, yBeoMeTe Barust nekap, hapManeBT Win
MeAUIMHCKA cecTpa. ToBa BKIIIOUYBAa BCUUKU Bb3MOXKHU HEONMCAHM B Ta3H JIUCTOBKA HEXKeJaHH
peaxiui. MoskeTe ChIIO /1a ChOOIINTE HEXENIAaH! Peakilni TUPEKTHO Ype3 HAIlMOHATHATA CHCTEMa 3a
CHOOIIaBaHe B:

HU3nenaautenHa arcHuus 110 JIEKapcTBaTa

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

Karo cro0rmaBare HexXeTaHA PEeaKIIFH, MOXKETE Ja TaZeTe CBOS IPUHOC 32 MOJTy9YaBaHe Ha ITOBEYe
MHQOpMAIUSI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKApCTBO.

5. Kak na coxpansiate REZOLSTA
[a ce cpxpaHsiBa Ha MACTO, HEIOCTBIIHO 32 J€La.

He n3non3BaiiTe TOBa JIEKapCTBO CJIE/ CPOKA HA TOTHOCT, OTOENSA3aH BPXY KapTOHEHATa ONaKOBKa U
Oytunkara cien “l'omgen 10:“. CpoKbT Ha TOJHOCT OTIOBAPS HA MOCIICTHUS JCH OT MOCOYCHHS MECEII.

He u3nosnsBaiite ToBa ekapcTBO ciieq 6 CEAMULM OT IbPBOTO OTBApsIHE Ha OyTHIIKATA.
REZOLSTA He u3nckBa CelMaIHu YCIOBUS Ha ChbXpaHEHHE.

He usxBbpisiiTe gekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apManeBT Kak j1a U3XBBPIISTE JIEKapCcTBaTa, KOUTO Bede He M3Mo3Bare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIa3BaHE HAa OKOJIHATA CPeaa.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HH(pOopManus

Kakso cbabp:xa REZOLSTA

- AKTHBHHM BelIeCTBa: JapyHaBUp U koounucrat. Beska Tabnerka chabpxa 800 mg napyHaBup
(xato eranonar) u 150 mg koOunucrar.

- Jpyru chCTaBKU: XUTIPOMEN03a, CUIIMCHITMPaHa MUKPOKPUCTATHA 11eTyJI032, KOJIOH/ICH
CUITUIIMEB JHOKCH]I, KPOCTIOBUJIOH M MarHe3ues creapar. @UIMOBOTO TIOKPHUTHE ChIbPKA
YaCTUYHO XUIAPOJIU3UPAH MOJTUBHHIIOB ajikoxoJ, TuTaHoB auokcun (E 171), nonuerunen
TJIMKOJT (MaKpOToJT), TANK, YepBeH xene3eH okcun (E 172) u uepen xenesen okcup (E 172).

Kak n3rue:xkxna REZOLSTA n kakBo CbIbp:Ka 0IAKOBKATA

dunmupana po3osa TadseTka ¢ opaiHa ¢popma, ¢ o3Hadenue TG ot egnara crpana, 800 ot apyrara
CTpaHa.

30 TabneTKu B IacTMacoBa OyTHIIKA.
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IpuTexaTes HA pa3pelleHHETO 32 yNOTpeda

Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIpousBoguTesa

Janssen-Cilag SpA, Via C. Janssen, Borgo San Michele, 04100 Latina, WUtamms

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/I}l OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPKETEC CC C JIOKAJTHUA

NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHETo 3a yIoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

bbarapus

»KOHCBHH & JIkoHCHH 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
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EA\LGdo

Janssen-Cilag ®oppoakevtikiy Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
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 5278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 6494 11
janssen@jacbe.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: 43176 711 1111
janssen@jacnl.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



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

Kvbmpog

Bapvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-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

JlaTa Ha mocjenHO mpepa3riexaane Ha aucroBkara 07/2025

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o Jekapcrpara: https:// www.ema.europa.eu.
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JlncroBka: undopmanus 3a norpeduTeNs

REZOLSTA 675 mg/150 mg ¢puamupann TadjJeTKa
napyHaBup/koourucrat (darunavir/cobicistat)

IIpoyeTeTe BHUMATEIHO USJIATA JUCTOBKA, npeau (Bue niu Bamero nere) 1a 3ano4yHere aa

NnpueMaTe TOBA JIEKAPCTBO, Thil KaTO THA ChABbP:Ka BaxkHa 3a Bac nundgopmanus.

- 3amazere Ta3u JucToBKa. MoKe na ce Hainoxu Bue nim BameTo gere ma s mpodereTe OTHOBO.

- Axo Bue win Bamero gete umarte HAKaKBU JONBJIHUTEIIHU BBIIPOCH, IToNUTaTe Baius nekap
WM Jekaps Ha Bamrero nete, hapMaiieBT WM MEIUIIMHCKA CECTpa.

- ToBa nekapcTBO € mpeanucano JuyHo Ha Bac unu Ha Bammeto nete. He ro mpeotcrhBaiite Ha
Ipyru xopa. To MoXke 1a UM HaBpeaW, He3aBUCHUMO Y€ MIPU3HAINTE Ha TAXHOTO 3a00JIsBaHE ca
chinuTe KaTo Bammre (wiu kato Ha Bameto gere).

- Axo Bue wnu Bamiero nere moiryunte HAKaKBU HEXKEIaHU JIEKAPCTBEHU PEAKIIUU, YBEIOMETE
Bammis nexap (wmm gexapst Ha Bammero gere), hapmarieBT Wi MeIUITMHCKA cecTpa. ToBa
BKIIFOYBA M BCHYKH BH3MOKHU HEXKEJIaHU PeaKIny, HEONMCAH! B Ta3u JIMCTOBKa. BrokTe
TOouKa 4.

- HNudopmarusaTa B Ta3u ucTOBKA € 32 Bac i 3a Bammero nere, HO B Hest Hie OOMKHOBEHO
Ka3BaMe Mpocto ,,Bue®.

KakBo cbabp:xa Ta3u JUCTOBKA:

Kaxgo npencraBnsisa REZOLSTA u 3a kakBo ce U3M0J3Ba
Kakgro TpsiOBa na 3Haere, npenu aa npuemere REZOLSTA
Kaxk ga npuemare REZOLSTA

BB3MOXHU HEXETaHU peakuu

Kax ga cexpansiBate REZOLSTA

ChbabppkaHue Ha ONIaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

SN N

1. Kaxkso npeacraBiasa REZOLSTA u 3a kakBo ce H310/13Ba

Kaxkso npeacraBiasasa REZOLSTA?

REZOLSTA chabpka akTHBHUTE BeeCTBA APYHABUP M KOOUITUCTAT.

JapyHaBup nprHaANIeKH KbM TpyTia JiekapcTBa cpemry XVB, Hapeuenn ,,mpoTeasHy HHXHOUTOPH®,
KOWTO JIEUCTBAT, KATO HaMaJsiBaT KoJau4ecTBOTO Ha XVB BB Bammus opranuzbsM 0 MHOTO HHUCKO
HUBO. Tol ce mpuiara ¢ KOOUIIUCTAT, KOUTO YBeIn4aBa KOJIMYECTBOTO Ha JIapyHABUP B KPbBTa Bu.
Jleaennero ¢ REZOLSTA mie mogo0pu umyHHaTa Bu cuctema (ecTecTBEHUTE 3allUTHHA CHIIH Ha
OpraHmM3Ma) U Iie HaMajii PUCKa OT pa3BUTHE Ha 3a0o0iisiBaHus, cBbp3anu ¢ XMB unpeknusara, Ho
REZOLSTA He e cpenctBo 3a usiiekyBaHe Ha X/B undekius.

3a kakBo ce U3n0J13Ba?

REZOLSTA 675 mg/150 mg (napyHaBUp/KOOMIIMCTAT) Ce M3IIOJI3BA 3a JIeYEHUE Ha JIela Ha Bh3pacT
6 rOIMHU WJIU MO-TOJEMHU C TErJI0 Hall-Manko 25 kuinorpama ao noa 40 kuiorpama, KOUTO ca
uHdexrupanu ¢ X1B (Buxre ,,Kak na npuemare REZOLSTA® B Ta3u nucToBKa)

REZOLSTA tpsi6Ba na ce npruemMa B KOMOWHAITUS C IPYTH JeKapcTBa cpenty XVIB. BammsaT mekap e
o0chau ¢ Bac kakBa kKoMOHMHAIUS OT JIEKApCTBa € Hak-1moaxosa 3a Bac.

2. Kakso Tps0Ba na 3Haete, npean na npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJlepru4Hu KbM JapyHaBHp, KOOMLUCTAT UM KbM HAKOS OT OCTaHAJIUTE ChbCTaBKH Ha
TOBA JIEKapCTBO (M30POEHU B TOUKA 0).

- aKo UMaTe TeKKH YepHOAPoOHHU mpodaemu. [Tonvraiite Bammus nexap, ako He CTe CUTYpHH
OTHOCHO TEKECTTa Ha YEPHOJIPOOHOTO cH 3abomnsiBane. Moxe J1a € HeoOX0JUMO Jia ce TPOBeaT
HSIKOW AOIBIIHUTEIIHU U3CIICIBAHMS.
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VBenomere Bamms JICKap 3a BCHYKH JICKApCTBa, KOUTO NpHUEMATE, BKIIFOYUTEIIHO 3a TE3U, KOUTO CE
nmpueMar 1npe3 ycrata, MHXaJIMpaT €€, NHKCKTUPAT CC UM CC puJiarat BbpXy KoKarta.

He xomounupaiite REZOLSTA ¢ HUKOe 0T CJIeTHUTE JeKapcTBa
AKo npueMare HsIKOe OT T€3H JIEKapCTBa, NonuTaiTe Bamus nekap 3a NpeMHHaBaHE KbM JAPYro

JIEKapCTBO.

JlekapcTBO

IIpexHa3HaueHne HA JIEKAPCTBOTO

Angyszosun

3a JICYCHUC Ha YIOJICMCHA ITpocTaTa

Amuooapon, benpuoun, OpoHedapoH,
UBAOPAOUH, XUHUOUH, PAHOAAZUH

3a JICUCHUE Ha HIKOM ChPJICYHU 3200 IsIBaHUS,
HaIpyuMep HapyIIeHHe Ha ChPICYHHS PUTHM

Kapbamaszenun, cpenobapbuman n pernumoun

3a MPEOTBPATIBAHE HA MPUHATBIH

Acmemuszon unu mepghenaoun

3a JICYCHUC Ha aJICPrU9YHH CUMIITOMU

Koaxuyun (ako nmate 0b0pedHn/9epHOIPOOHN
po0JIeMH)

3a JICUCHUE Ha ToJlarpa wiu (pamriHa
(HacenCcTBEHA) CPEIM3EMHOMOPCKA TPECcKa

Kombunupanusm npodyxkm
JIONUHABUD/PUMOHABUD

nekapcTBo npotuB XNB

Pugpamnuyun

3a JICYCHUE Ha HIKOU MH(EKINH KaTO
TyOepKyJi03a

Jlypazuoon, numo3uo, Keemuanut uiu
cepmunoon

3a JICUCHHUE Ha IICUXUYIHU 3200 IIBaHUS

Epeo anxanouou xato epecomamu,
OUXUOPOEP2OMAMUH, eP2OMEMPUH T
MEMUNEP2OHOBUH

3a JICHCHUC Ha MUT'PCHO3HO riaBo6oime

Huzanpuo 3a JICUCHHE HA HAKOW CTOMAIIIHU 3a00JsIBaHUs
JKvam kanmapuon (Hypericum perforatum) PACTUTEJICH MPOIYKT, U3IOJI3BAH IIPH JISITPECHS
Enbaceup/epazonpesup 3a JjeueHue Ha HHQekIms ¢ xenatut C

ﬂoeacmamuﬂ, CUMBACMAMUK N JIOMUMANUO

3a MMOHW>XaBaHE HUBATa Ha XOJIECTEPOJIa

Tpuasonam unu nepopanen (IPUET MPe3 yCTATA)
MUOa3oNaM

n1a Bu moMorse na ciire w/uiay 1a Hamalin
TPEBOKHOCTTA

Cunoenaghun 3a JICYEHUE Ha ChPJEYHO U 0eNI0IpoOHO
3a0oIsiBaHe, HApeueHo OerroIpoOHa apTepratHa
xunepToHust. Mima u qpyru npuioxeHus Ha
cungeHadwt. Monst BIKTe ToUKa ,,J{pyru
nekapctBa 1 REZOLSTA®.

Asanagun 3a JICUCHUE Ha ePEeKTHIHA TUCHYHKIMS

Tuxaepenop 3a MpeJOTBpaTsSBaHE CICIBAHETO Ha
TPOMOOIIMTHUTE TIPH JieUeHHE Ha MAIIUEHTH C
WHPAPKT

Hanoxcezon 3a JICUCHUE Ha 3aleK, IPEeTM3BUKAH OT OMMOUIN

Hanokcemun 3a JICUCHHE Ha MPEKICBPEMEHHA eSKYIaIHsI

Homnepuoon 3a JICUCHNE HA r'aJIeHe U TOBPBIIaHEe

IIpenynpesxaeHust u NpeanasHu MePKH

l'oBopere ¢ Bamus nekap, papManeBT WM MEJUIMHCKA cecTpa, npean aa npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce orie morar a pa3BusiT HHOEKINH WIK IpyTH 3a001BaHus,
cBbp3anu ¢ XMB nndexnusara. TpsaoBa penoBHO Ja mocemasaTe Bamms nexap.

Xopara, npuemarin REZOLSTA, moxxe Jia mosry4ar koskeH oopuB. Heuecto 0OpHBBT MOXe J1a cTaHe
TEXbK WM MOTEHIMATHO )KUBOTO3acTpamasail. Moss, cBbpxkeTe ce ¢ Bammus nekap, korato

MOJTy4nTE OOPUB.
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IIpu manuenTy, npueManin REZOLSTA u panrerpasup (3a XVB nnekius), Moke 1a ce mosBsBatT
00prBH (0OMKHOBEHO JICKH 10 YMEPEHH) ITO-YECTO, OTKOJIKOTO IPH MAITUEHTH, IIPUEMAITH OTICITHUTE
JIeKapCTBa.

YBepere ce, 4e cTe IPOBEPHIIM TOUKUTE MTO-A0NIY U choOlIeTe Ha Bamus nekap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- YBenomere Bamus nekap, ako cTe HMaii Npo6JieMH ¢ YepHHUsl AP00, BKIIOYUTEIHO WHPEKIHS
¢ xenatut B mmm C. Bamusr nekap MoXe 1a OIIeHN KOJIKO TEXKO € YepHOoapoOHOTO B
3200 BaHe, IPEIU da pern naiu MoxkeTe aa nmpuemate REZOLSTA.

- VYBengomere Bamus nekap, ako nmpeau cte uMainu npodJjaemu ¢ 0b0penure. Bamusat nexap
BHUMATEIHO 1I1e npeneHy ganu na Bu nexysa ¢ REZOLSTA.

- YBenomere Bamus ekap, ako umate auader. REZOLSTA Moxe 1a MOBUIITN HUBAaTa Ha
3axapTa B KpbBTa.

- VYBenomere He3a0aBHO Bamms nekap, ako 3a0eneKuTe HIKaKBU CHMIITOMM HA HH(peKIHs
(mampumep yBenuueHr TUM(HU BB3IH U Tpecka). [Ipu Hakon nanuenTu ¢ HanpeaHana X1B
nH(pEKIMs ¥ IpeKapaHd HeoOMJaiHN HH(EKINHY, ThIDKAIIN ce Ha oTcaabeHa IMyHHa CHCTeMa
(onopTIOHUCTHYHY MH(EKLINH ), TPU3HALUTE U CHMITOMHUTE Ha Bb3MaJICHUE OT MPEIUITHH
WH(EKINN MOXe J1a Ce MOSIBAT CKOPO CIIe] 3aro4yBane Ha euennero 3a XMB. CusTa ce, e Te3n
CHUMIITOMH C€ ABJDKAT Ha [0100pEeHNE Ha UMYHHUS OTTOBOP HAa OPraHU3Ma, I03BOJISIBAlKH My
Jla ce 6opH ¢ MHGPEKIIUUTE, KOUTO MOXKeE Jia ca OWIM HaiuIe 0e3 OYEeBUIHU CUMIITOMHU.

- B nombiHeHNE KbM ONOPTIOHUCTUYHUTE UHPEKIIUH MOXKE Ja HACTBIIAT ChIIO U ABTOMMYHHH
HapyLieHus! (CbCTOSHMSA, KOUTO HACTBIIBAT, KOraTO UIMyHHATa CUCTEMa aTaKyBa 3[paBaTa
ThKaH Ha OpraHu3Ma), clie]] KaTo 3aloyHeTe Ja [puemMare JiekapcTBa 3a jJeueHue Ha Bamiara
XUB unbpeknus. ABTOUMyHHHUTE 3a00JIsIBaHUS MOXKE J]a Bb3HMKHAT MHOT'O MECEIH CIIE]T
HA4YaJIo0TO Ha JICYEHUETO. AKO 3a0eJe’KUTe KAKBUTO U J]a € CUMIITOMH Ha MH(QEKLHS WIK APYTH
CHUMIITOMH KaTO MYCKYJIHa cl1abocT, c1adoCT 3amouBaila oT pbLeTe U KpakaTa v IPpeMHUHABAILa
Harope KbM TsUIOTO, ChplieOUeHe, TpenepeHe Wi CBPbXaKTUBHOCT, MOJISl, HHPOpPMUpanTe
He3abaBHO Bammst nekap, 3a n1a Bu ce npuinoxu He0OXOAMMOTO JiCUeHHE.

- VBenomere Bamus nekap, ako crpanare ot xemopuimnsa. REZOLSTA moxe fa HOBUILN PUCKa
OT KbpBEHE.

- YBenomere Bamusg iekap, ako cte ajeprudeH(a) KbM cyapoHaMuan (Hapumep
ynotpeOsiBaHU 32 JIEYeHHE Ha HAKOWU WH(EKITUN ).

- Kaxere Ha Bamus nekap, ako 3a0enexure HIKAKBH MYCKYJIHO-CKeJIeTHH npo0aemu. Hakou
NalUeHTH, TPUEeMalii KOMOMHUPaHa aHTHPETPOBUPYCHA TEpaIvsi, MOXKE JIa pa3BUST
3a00JsiBaHE Ha KOCTUTE, HAPEUEHO OCTEOHEKPO3a (3aryda Ha KOCTHA ThKaH, OPaan NPEKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOcTTa). TOBa € M0o-BEpOsITHO J1a c€ CIy4H MPU NPOIBIDKUTEITHO
nedyenue 3a XVMB, 0-TeKKO yBpeKJaHe HAa MMYHHATa CUCTEMA, HAITHOPMEHO TETJIO WU
ynotpe0a Ha ajJKoX0JI, UM IPYTH JeKapCcTBa, HapeueH! KopTukocTepouan. Ilpru3nHanure Ha
OCTEOHEKPO3a ca CKOBAHOCT B CTaBHTE, OOJIKH B cTaBUTe (0cOOEHO Ta3o0eapeHara crasa,
KOJISIHOTO M paMOTO) U 3aTPYAHEHUS PHU JBKEHUE. AKO 3a0€TICKUTE HIKOU OT TE3U
CHUMIITOMH, MOJIsi HHopMupaiite Bamus nekap.

Jleua u roHOIIHN
ToBa JiekapcTBO He € MpeIHA3HAYEeHO 32 yNoTpe0da Npu Jena noja 6-roqMuHa Bb3pacT WM ¢
TerJo moj 25 kuiaorpama.

REZOLSTA ce npejyiara u xaro tadietka ot 800 mg/150 mg 3a roHoIu ¢ Terio Hak-maiko 40 kg
(BwxkTe otnenHa ncroka 3a REZOLSTA 800 mg/150 mg dhunmupanu TabaeTKH ).

JApyru nekapcerBa u REZOLSTA
TpsiOBa na kaxxere Ha Bamms nexap wii gapmarieBT, ako preMarte Wil HaCKOPO CTe MpHeMan
JIPyTH JEKapCTBa.

CrplrecTByBaT HIKOHU JIEKapCTBa, KOUTO He TPAOBa Aa ce komoumHupaT ¢ REZOLSTA. Te ca

n30poenu no-rope nox 3ariasuero “He komOunupaiite REZOLSTA ¢ HuKOe 0T cjieAHuTe
JiekapcTBa:”.
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REZOLSTA e Tps06Ba ga ce ynotrpe0sBa ¢ Ipyro aHTHBUPYCHO JIEKAPCTBO, KOETO ChIBPIKa
MOJICHJIBAIA ChCTaBKa, WIIN IPYr0 aHTUBUPYCHO CPENCTBO, KOETO M3UCKBA MOJCWIBAHE. B HiKOH
CIIy4ad MOJKE /1a C€ HaJIOXKH NMPOMsHA B JO3UPAHETO Ha APYTUTE JIEKapCTBA. 3aTOBA BUHATH
cboOmaBaiiTe Ha Bamus nekap, ako npremarte ApyrH Jekapctsa cpemty XVB u cienBaiite CTpUKTHO
yKa3zaHusATa Ha Bamus nexap 3a ToBa KOH JeKapcTBa Morar Aa 6bAaT KOMOMHUPAHH.

Edexrure Ha REZOLSTA wmorat na ObaaT HaMalleH!u, aKO TIpUeMaTe HAKOH OT CIICAHUTE POITYKTH.
YBenomere Baus iekap, ako rnpuemMare:

bozenman (3a nedeHre Ha ChbpACTHH 3a00ITBAHIS)
Jexcamemaszon (MHKEKITMOHEH) (KOPTUKOCTEPOU/)
E¢asupeny, empasupun, nesupanun (3a neuenne Ha XVB uHbpekms)
Pugpanenmun, pugpabymun (3a neuenre Ha OGaKTepraTHA HHPEKIINHN).

Edexrute Ha apyru JiekapcTBa MoraT Jia ObJat moBiusHy, ako npueMate REZOLSTA, u Bamusr
JIeKap MOKe Jja MoKenae J1a IPOBeJe HAKOU JOIbIHUTEIHN KPbBHU U3caeABaHus. YBegoMere Bamns
JIeKap, ako npreMare:

Amnoounun, Kapeeounon, Ourmuazem, OU30NUPAmMuo, heroOunuH, GieKauHuo, 1UdOKauH,
Memonpoo, MeKCULeMUuH, HUKApOUnUuH, HUGeOunuH, nponagheHoH, mumonoi, eepanamu (pu
CBHPJEYHU 3a00JIBaHM), ThI KaTO JeUeOHHUAT eEeKT MM HeXKEITAHUTE PEeaKlluy Ha TE3U
JIeKapCTBa MOXKE Ja C€ YCHJIST.

Anuxcaban, dabuecampan emeKkcuiam, e00Kcabam, pueapokcaban, eapgapun, kionudozpen (3a
HaMaJIsIBaHe ChCHPBAHETO HAa KPHBTA), ThI KaTO TEXHUAT JiedeOeH eeKT HITH HEeXeIaH!
peaKIMy MOTaT Jia C€ POMEHSIT.

Knonazenam (3a nmpegoTBpaTsiBaHe Ha I'bPUYOBE).

Ectporen-06a3upann XOpMOHAJTHA KOHTPAIIENTHBH U XOPMOHO3aMECTUTEIIHA TEPAITHSL.
REZOLSTA moxxe na Hamanu TsixHaTa eexTuBHOCT. Koraro ce u3monssar 3a mpeana3BaHe oT
3a0peMeHsBaHe, ce MPernopbyBaT AITEPHATUBHU METOJM HA HEXOPMOHAIHA KOHTPAIICTIIIHSL.
Emununecmpaouon/opocnupenon. REZOLSTA Moske 1a MOBUINK PUCKA OT MOBHUIIIABAHE HA
HHMBaTa Ha KUl OT IPOCITUPEHOH.

Amopeacmamun, ¢nysacmamun, numasacmamum, npasacmamuH, posyeacmamut (3a
MOHW)KaBaHEe HUBATa Ha XOJIECTEPOI). PHCKBT OT yBpekaHe Ha MYCKYJIUTE MOXKeE J1a ce
yBeJIMYH. BammsT jekap 1me nmpereHn Kos cxema 3a HamaJisiBaHe Ha XOJiecTepoJia € Haif-1o0pa
3a Bamara KOHKpeTHa CUTyaIys.

Luxnocnopun, egeporumyc, maxkpoaumyc, cupoaumyc (3a MoTHCKaHe HA IMyHHaTa Bu cucrema),
TBI KaTo MOXeE J1a ce yBeInJar JieueOHus epeKT min He)KeNaHUTE PeaKIy Ha Te3U
JIEKapCTBEHU MPOIYKTH.

Kopmukxocmepouou, eéxniouumenno bemamemasom, 6y0e30Hu0, GaymuKazon, MOMemasoH,
NPeOHU30H, mpuamyunonon. Te3n eKapcTBa ce M3I0JI3BAT 32 JieueHHe Ha alepruy, acTMa,
BB3MAINTEIHN 3200IIBaHMS HA YepBaTa, Bh3NAJUTETHN 3a00JsIBaHNS Ha KOXKaTa, OUMTE,
CTaBHTE M MYCKYIIUTE, KAKTO ¥ JPYTH BH3MAIUTEIHH 3200 siBaHus. Te3u eKkapcTBa
O0OMKHOBEHO Cce MpHeMar Npe3 ycTara, HHXalIupaT ce, MHKEKTHPAT CE WM CE HAHACST BbPXY
KO’KaTa. AKO He MOTaT Jia Ce M3II0JI3BaT AJITePHATHBY, yroTpedara My TpsiOBa Jja cTaBa camo
clle/T MeJMIIMHCKA OIIEHKA U TP BHUMATEITHO MPOCIesIBane OT Bamus gekap 3a HexxelaHu
peaKiuy Ha KOPTUKOCTEPOUJIUTE.

bynpenoppun/nanoxcon, memadon (nekapcTpa 3a JiedeHHE Ha OMIMOHMIHA 3aBUCUMOCT)
Canmemepon (IE€KapCTBO 32 JICYCHNUE HA acTMa)

Apmememep/nymedanmpun (KOMOMHUPAHO JICKAPCTBO 32 JICUCHUE HA MaJlapysl)

Jazamunu6, upunomexan, HUTOMUHUO, uUHOIACMUN, BUHKpUcmun (JIEKapCTBa 3a JIeueHHe Ha
pax)

Tlepgenasun, pucnepuoon, muopudasun (JIekapcTBa 3a ICUXUYHH 3a00JISIBAHN )

Knopaszenam, ouasenam, ecmazonam, ¢hrypazenam (JekapcTpa 3a JieueHUE HA HAPYIICHHUS HA
CBHS WJIM TPEBOXKHOCT)

Cunoenagpun, maoanaghun, eapoenagun (3a epeKTHIIHA AUCPHYHKLINS WU 32 JICUCHUE Ha
CBHpAEYHO U 0eno1poOHO 3a00sIBaHe, HapeueHo O6enoapoOHa apTepraiHa XUTIEPTOHNS)
Inexanpesup/nubpenmassup (3a nedenue Ha uadpexus ¢ xenarur C).

Dezomepooun, conugenayun (3a JISUCHUE HA YPOIOTUIHN HAPYIICHUS).
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Bammwsr siekap Moxe Jia rmoxesnae Ja MpoBeJie HIKOU JIOMTbIHUTEITHA KPBBHH U3CIIEIBAHHS U JI03aTa Ha
JPYTH JIEKapCTBA MOXKE J]a C€ HAJI0XKH Jia ObJie IPOMEHEHa, 3aI0TO JICYCOHUIT eEeKT U
Hexxkenanute peakuun Ha REZOLSTA wnu Ha apyrure nekapcTBa, MOrar a ce MPOMEHST MpH
KoMOMHMpaHe. YBegomere Bamus nexap, ako npuemare:

- llabueampan emexcunam, eookcabdan, sapghapun (3a HaMalIBaHe ChCUPBAHETO HA KPHBTA)

- Angpenmarnun (MHXEKIIMOHHO OOIKOYCIIOKOSBAIIO ChC CHITHO M KPaTKO JeHCTBHE, KOETO Ce
W3II0JI3BA MIPU XUPYPTUYHU TPOIICTYyPH)

- Jlueoxcun (3a JIedeHUE HA HIKOW CHPACTYHH 3200 STBAHU)

- Krapumpomuyurn (aHTHONOTHK )

- Knompumason, pnyxonason, umpaxonason, usagykornason, no3akouazon (Cpeuly rbOnuHI
uHdexuun). Bopukonason TpsAOBa Aa ce MpueMa caMo Clie/l MeIUIMHCKA MpeleHKa.

- Pugpabymun (cpemry 6akTepuaiHu HHQEKITHIH)

- Taoanagpun, cundenagun, eapoenagun (pu epeKTIITHA TUCHYHKITHS I BUCOKO KPBBHO
HaJIsiraHe B KPbBOHOCHHUTE ChAOBE Ha Oenute IpodoBe)

- Amumpunmunun, 0e3unpamut, UMUNPAMUH, HOPMPUNIMUTIUH, NAPOKCEMUH, CEPMPATUH,
mpa3000n (3a JeUCHHUE HA ACTIPECHUS U TPEBOKHOCT)

- Mapasupok (3a neduenne Ha XVIB uHbpekims)

- Konxuyun (32 nedeHre Ha mojiarpa v gamriHa (HaClIeCTBeHa) CpeAN3eMHOMOPCKA TPECKa).
Axo umare 6b0pevHO W/WIK YepHOAPOOHO YBpekaaHe BIKTe Touka '"He komOuHupaiite
REZOLSTA ¢ HuKoOe OT cjleHUTe jJeKapcTBa'.

- bozenman (3a neueHne Ha BUCOKO KPHBHO HAJATaHE B KPHbBOHOCHUTE CHJIOBE Ha OenTe
IipoboBe)

- Bycnupon, knopasenam, ouazenam, ecmasonam, Qaypazenam, 301nuoem, Muoazonam, Koeamo
ce u3non36a 3a undcexmupane (JIekapcTa 3a JeUeHUe Ha IPOOJIEMH ChC ChHS W/HITH
TPEBOXKHOCT)

- Memdopmun (3a 1edeHne Ha quadeT TUT 2)

- Denmanui, OKCUKOOOH, mpamado (3a JeueHue Ha O0JIKa).

ToBa He € IBJIHUAT CIIUCHK OT JIEKapCcTBa. Y BeagoMeTe Bamust nexap 3a BCHUKHM JICKapCTBa, KOUTO
npuemMare.

BpeMeHHOCT 1 KbpMeHe
YBenomere HezabaBHO Bamms exap, ako cte OpeMeHHa WiH IuIaHupaTe OpeMeHHocT. bpemeHHH
JKEeHH He Tpa6Ba na npuemaT REZOLSTA.

ITopanu nmoteHMaza OT HEKEJIAHU PEaKLMH IIPU KbpMaueTa, )KeHUTe TpsiOBa Aa Obaat
WHCTPYKTHPAHU J1a He KbpMsIT, ako npuematr REZOLSTA.

He ce mpenopbsuBa kbpMeHe 1pH xeHu, kouto ca XM B-nmonoxurenan, Toit karo XVB nHbpeknusaTa
MOJKe J1a ce mpejajie Ha 0e0eTo upe3 KbpMaTa. AKO KbPMUTE WM TUTAHUPATe Ja KbPMUTE, TPSOBa Jia
06chauTe TOBa ¢ Bamms nexap B3MOXXHO Half-CKOPO.

Ilopupane u padora ¢ MAILIMHU
He pabotere ¢ MarmHu U He 1o upanTe, ako ce 4yBcTBaTe 3aMasHu cien npueMa Ha REZOLSTA.

REZOLSTA cbabpska HaTpuid

ToBa jekapcTBO ChABPIKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha TabneTkKa, T.e. MOXKE JIa Ce Kaxe,
Yye IPAKTUYECKU HE ChIbPKa HATPUil.

3. Kak n1a npuemate REZOLSTA
Bunaru npuemaiite ToBa JIeKapcTBO, TOYHO KakTo Bu e ka3an Bamwmsr iekap, GpapmarieBT uiu

MEIHMIIMHCKA cecTpa. AKO He CTe CHUTYpPHH B HElIo, MonuTaite Bamms jgexap, ¢papMareBT uiu
MEIMIHMHCKA CECTPA.
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Tpsaosa na mpuemate REZOLSTA Bceku nen u BuHaru ¢ xpana. Jleiicruero Ha REZOLSTA ne e
edexTuBHO Oe3 xpaHa. TpsOBa ma ce HaXpaHWUTE WK Ja TIPUEMETe JeKa 3aKycka 30 MUHYTH TIpean
npuema Ha REZOLSTA. Bunbt Ha XpaHata He € OT 3HaUEeHHUE.

- I'praraiiTe TabneTkaTa 1sUI1a C HAITMUTKA KAaTO BOAA WIIM MIISIKO. AKO UMare 3aTpyAHEHUS ¢
reatanero Ha REZOLSTA, kaxkere Ha Bamms nekap. TabnerkaTa ¢ IeauTelIHa YepTa MOXKe 1a
ce pa3zeny Ha 2 4yacTu Ha pbKa. JlenuTenHaTta yepTa € caMmo 3a yJIeCHsIBaHe Ha CUyIIBaHETO.
Crnen pa3zuymnBaHe Ha TabneTKara IsIara 103a (IBeTe MOJIOBUHH) TPsOBa Jja ce IpreMe BeIHara,
3a Jla MOJYYHTE ITBJIHATA J03a.

- [Tpuemaiite ocrananute cu Jekapctsa cpemy XWB, npunaranu B komOunanus ¢ REZOLSTA,
CBIVIACHO IpenopbKuTe Ha Bamms nekap.

CaaJjisiHe Ha 3aIIMTEHATA OT Jena 3anmylmajaka

y@ [TnacTmacoBara OyTHIIKA € 3aTBOpEHA ChC 3aIIUTEHA OT JIela 3aImyiaiKka 1
' D2 TpsiOBa 1a OBJC OTBOPEHA IO CIICTHMUS HAYHH:
C - Hatuchere miiactMacoBata 3amymiainka HajoiIy, KaTo ChbIICBPEMEHHO 5
@J 3aBBPTUTE B TIOCOKA, OOpaTHA HA YACOBHUKOBATA CTPEIIKA.

- MaxHeTe OTBUHTEHATA 3alryniajika.

AKo cTe npuesu noseye ot Heodxoaumara n103a REZOLSTA
CebpoxeTe ce He3abaBHO ¢ Bamust nekap, apManeBT win MEAUIIMHCKA CECTpa.

Ako cte nponycHaau aa npuemere REZOLSTA

Ako 3a0enexute ToBa B paMkuTe Ha 12 yaca, Tpsi0Ba Ja B3eMeTe TabJjieTKaTa He3abaBHO. BuHaru s
nmpueManTe ¢ xpaHa. Ako 3a0enexxure ciaen 12 yaca, ToraBa npoIyCHETE TO3U IIPUEM H B3EMETE
CJIEJIBAIIUTE 03U, KaKTO 00MKHOBEHO. He B3eMaiite nBoiiHA 1034, 32 1a KOMIICHCHPATE MPOMyCcHATATa
J103a.

Ako nopbpHere cjaeq npuema Ha REZOLSTA

AKO NOBbpPHETE B PAMKHUTE Ha 4 yaca OT IpHeMa Ha JIEKapCTBOTO, Bb3MOXKHO Hali-CKOpo TpsiOBa 11a
npuemerte npyra 1o3a REZOLSTA c¢ xpana. Ako moBbpHETE cJle/l oBedYe OT 4 yaca OT preMa Ha
JISKapCTBOTO, TOraBa HE TPpsOBa 1a npueMate apyra 103a REZOLSTA 0 cienaiioTo o0M4aiHo
IUTaHUPAHO BpEME.

CB’bp)I(eTe ce ¢ Bamms JICKap, aKO HE CT€ CUT'YPHM KAaKBO 1a MMPABUTEC, KOraTo MNPOITYCHETE J03a UJIN
IMOBBPHETE.

He cnupaiite n1a npuemate REZOLSTA, npeau nbpBo Aa ce KOHCYJTHPaTe ¢ Bamusa gexap
Crnien KaTo JIEYEHUETO € 3aII0YHATO, TO He TPAOBa /1a ce criupa 0e3 yKa3aHusl OT JIeKapsl.

JlexapctBara npotuB XVB moxe na Bu Hakapar na ce modyBcTBare mo-noope. Jopwu, korato ce
YyyBCTBaTe M0-100pe, He mpekpaTsaBaiiTe npuema Ha REZOLSTA. Koncynrtupaiite ce mppBo ¢ Bamms
JeKap.

AKO UMaTe HIKaKBH JIOTBIHUTEITHHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bammus nekap, papManeBT WM MEIUIMHCKA CECTpa.

4. Bb3MOKHN HeKeTaH! peakuu

ITo Bpeme Ha neuenue 3a XMB Moke 1a HacTHIM yBeNTM4aBaHe Ha TETJIOTO M Ha HUBATa HA JINITUANTE

W TJIIOKO3aTa B KpbBTA. TOBa OTYACTH € CBHP3aHO C Bb3CTAHOBSIBAHE HA 3[IPaBETO M HAYMHA HA KUBOT,

a 110 OTHOILIEHUE Ha JIMMUANTE B KPBBTA MOHSKOTA € CBBP3aHO U ChC caMuTe JiekapcTBa 3a XMB.
BammsT nexap e HarpaBu U3CIEABAHUS 33 TE3U MPOMEHH.
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Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU pE€aKIIUH, BBIIPEKU Y€ HE
BCCKM I'l IIOJTy4aBa.

Kaxere Ha Bamus Jiekap, ako pa3BueTe HAKOSI OT CJIETHUTE HEKeJIAHU PeaKIum.

CpobmraBanu ca mpoOIeMH ¢ YepHHUS Ap00, KOUTO IMOHAKOTa MOXKE Ja ca TeKKH. BammusT exap
TpsOBa Aa By HampaBw w3ciienBaHus Ha KpBBTA Mpean 1a 3armovnere Jeueanero ¢ REZOLSTA. Axko
uMaTe XxpoHudHa uHMekus ¢ xenatut B wiu C, BamusT nexap tpsoBa na Bu npasu mo-uecto
KPBBHU M3CIIEIBAHUSI, 3aII0TO NMPH Bac viMa mo-roisiMa BEpOSITHOCT OT BE3HUKBaHE Ha MPOOIEMH €
yepHUs Apo06. 'oBopete ¢ Bamus nekap 3a npuU3HAIMTE H CUMIITOMUTE, CBHP3aHHU C MTPOOIEMH C
yepHUs Apo0. Hakou oT TAX ca MOXKBATSIBaHE HA KOXKaTa WM Os1aTa 4acT Ha OYMTE, ThMHA ypUHA (C
UBAT Ha Yail), U3MPaKHEHHS C MHOTO CBETHII IBAT (M3XO0XKIaHUs), TaJICHE, TOBPBIaHe, 3ary0da Ha
ameTHuT WK 00JKa, 00JIKa ¥ HETIPHATHO yCellaHe OTSCHO 1o pedpaTa.

Yecra nexxenana peakuusi KbM REZOLSTA e kokeH 0OpuB (IT0-4€CTO KOraTo ce mpuiara B
KOMOWMHAIIMS C panTerpasup), cbpdex. OOpuBHT OOMKHOBEHO € JIeK 10 ymMepeH. KoxxHusT 06puB
MOJKE CBIIO Taka Ja ObJle CHMIITOM Ha PSAIKO, TEXKKO 3a00JIsIBaHe. 3aTOBA € BAJKHO J1a TOBOPHUTE C
Bammst nekap, ako noiayuute oOpuB. BamusT nekap me Bu nochBeTBa KakBO Ja MpaBUTE MPU TAKUBA
cumnromu u fanu REZOLSTA TpsioBa na ce cripe.

Jpyru Texxku HexkeNnaHu peakunu, HabnmronaBanu npu 1 Ha 10 manuenTy, ca quadet. Br3nanenue Ha
naHkpeaca (IraHkpeaTuT) ce choOiasa mpu 1 Ha 100 manueHTy.

MHoro0 uecTH HeXXeNlaHHu peakuu (MoXke J1a 3acerHar nosede ot 1 Ha 10 mymm)
- riaaBo0osve
- JIuapusi, TaJieHe.

UecTu HEexKenaH! peakiuu (Moxke na 3acerHat a0 1 Ha 10 gymm)

- aJIePTUYHU PEaKINU KaTo ChbpOexK

- HaMaJieH aleTUuT

- HeoOuYaliHi ChHHIIA

- MOBpbIIaHe, 00JIKa WM NOAYyBaHe Ha KOpeMa, HapyIIeHO XpaHOCMUIIaHEe, Ta30Be

- 0O0JIKH B MYCKYJIUTE

- yMopa

- OTKJIOHEHHS B PE3YJITATUTE OT KPBBHUTE U3CIICBAHNS, HAIPUMED HAKOU M3CIIC/IBAaHHS Ha
yepHUs Apo0 wim 6b0penuTe. Bamusat nexap me Bu 00scHu ToOBa.

- cimabocr.

Heuectu Hexxenanu peakuuu (Moxe fa 3acerHat 1o 1 Ha 100 mymnm)

- CHUMIITOMHU Ha MH(EKIHNS UM HA aBTOMMYHHHU HapyLlIeHHs (Bb3MaJIUTENECH CHHAPOM IIPH
MMYHHO Bb3CTaHOBSIBAHE)

- OCTEOHEKpo3a (3ary0a Ha KOCTHA ThKaH MOpajiv PEKbCBaHE Ha TIPUTOKA HAa KPBB KbM KOCTTA)

- yrojieMsiBaHe Ha I'bPIUTE

- OTKJIOHEHHS B PE3YJITATUTE OT KPbBHUTE M3CJICABAHUS HA IIaHKpeaca, BUCOKO HUBO HA 3axap,
OTKJIOHEHHS B HUBAaTa Ha , iunuanTe" (Mactute). Bammsar nekap me Bu o6sicHM TOBa.

- AJIEPTUYHU PEaKIMU KaTo KONPUBHA TpeckKa (YPTHKapHs), TEXbK OTOK Ha KOXKaTa U Jpyru
THhKaHH (Hali-4ecTO Ha YCTHUTE WM Ha OYHUTE)

- TEXXBK 00pUB ¢ 0Opa3yBaHe HAa MEXypH U JIFOIIEHE Ha KOXKaTa, 0COOCHO OKOJIO ycTara, Hoca,
OYHUTE U MOJIOBUTE OPTaHU.

Penxu nexxenanu peaxiu (Moxe na 3acerHat 1o 1 va 1 000 gymm)

- peakmwsi, Hapeuera DRESS [Texxbk 00puB, KOWTO MOXe 1a OBbAe MPUAPYKESH OT BUCOKA
TeMIeparypa, ymopa, olyBaHe Ha JIMIETO WIH JUM(PHHUTE Bb3IH, yBeJIMUaBaHe Ha
eo3uHO(uIMTE (BUJ OENTM KPBBHH KIIETKH), €PEKTH BbPXY YepHUs 1pod, ObOpeunTe ninn
Oenute 1poboBe]

- 0BOpevHo 3a00sIBaHE B CIIEJCTBHE HA 00pa3yBaliuTe ce KpUcTanu B ObOpeka B pe3ynTar ot
JICYCHUETO C JapyHABUD.
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Hexenaan PEaKn C HEU3BECCTHA YECTOTA! O6pI/IB, KOMTO MOXE J1a CTaHE TEXBK WIIM ITOTSHITUATTHO

KHUBOTO3acTpamaBamni:

- O6pI/IB C MEXYpH U JIOLICHE HAa KOKaTa MO rojiiMa 4acTt OT TAJI0TO

- YCpPBCH 06pI/IB, IMOKPUT C MaJIKU IIbJIHU C THOH MOAYTHUHH, KOUTO MOraT 1a C€ pasnpoCTpPaHAT 110
TAJIOTO, IIOHAKOra ¢ TPECKa.

Hsixown HexxenaHM peakiMu ca TUIMYHY 3a JiekapcTBaTa cpeuty XMB, kouTo ca oT chliara rpyna

kakTo REZOLSTA. Toga ca:

- MYCKYJIHa 00JIKa, 9yBCTBHTEIHOCT MM c1a00CT. B penku ciryyan Te3n MyCKyJIHH HapyIICHHS
ca OWIIM CepHO3HH.

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO TIOJTyYnTe HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEAKIIMH, yBeoMeTe Barust nekap, hapManeBT Win
MeAUIMHCKA cecTpa. ToBa BKIIIOUYBAa BCUUKU Bb3MOXKHU HEONMCAHM B Ta3H JIUCTOBKA HEXKeJaHH
peaxiui. MoskeTe ChIIO /1a ChOOIINTE HEXENIAaH! Peakilni TUPEKTHO Ype3 HAIlMOHATHATA CHCTEMa 3a
CHOOIIaBaHe B:

HU3nenaautenHa arcHuus 110 JIEKapcTBaTa

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

Karo cro0rmaBare HexXeTaHA PEeaKIIFH, MOXKETE Ja TaZeTe CBOS IPUHOC 32 MOJTy9YaBaHe Ha ITOBEYe
MHQOpMAIUSI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKApCTBO.

5. Kak na coxpansiate REZOLSTA
[a ce cpxpaHsiBa Ha MACTO, HEIOCTBIIHO 32 J€La.

He n3non3BaiiTe TOBa JIEKapCTBO CJIE/ CPOKA HA TOTHOCT, OTOENSA3aH BPXY KapTOHEHATa ONaKOBKa U
Oytunkara cien “l'omgen 10:“. CpoKbT Ha TOJHOCT OTIOBAPS HA MOCIICTHUS JCH OT MOCOYCHHS MECEII.

He u3nosnsBaiiTe ToBa 1eKapcTBO ciiel] 8§ CEAMMLM OT IbPBOTO OTBApsiHE Ha OyTHIIKATA.
REZOLSTA He u3nckBa CelMaIHu YCIOBUS Ha ChbXpaHEHHE.

He usxBbpisiiTe gekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apManeBT Kak j1a U3XBBPIISTE JIEKapCcTBaTa, KOUTO Bede He M3Mo3Bare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIa3BaHE HAa OKOJIHATA CPeaa.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HH(pOopManus

Kakso cbabp:xa REZOLSTA

- AKTHBHHM BelIeCTBa: JapyHaBUp U Koouuucrat. Beska Tabnerka chabpxa 675 mg napyHaBup
(xato eranonar) u 150 mg koOunucrar.

- Jpyru cbCTaBKU: KOJIOUIECH CUIMLIMEB TUOKCU], LeTy103a (MUKPOKpPHUCTaJIHA), KPOCKapMelo3a
HaTpUi 1 MarHe3ueB creapar. OUIMOBOTO MOKPUTHE ChABPKA KBIT kene3eH okcua (E 172),
yepeH xene3eH okcuy (E 172), monuernsen raukon (Makporoi), MOJIMBUHUIIOB aJTKOXOJ
(4acTUYHO XUAPOIU3NpPAH), TaJK U TuTaHoB auokcun (E 171).

Kak n3rue:xkxna REZOLSTA n kakBo CbIbp:Ka 0IAKOBKATA

Ounmupana 3eseHa 10 ThMHO3€eIeHa TabjieTKa ¢ OBaHa popMa U JeTUTENHA YepTa, C O3HAaYeHHE
,075% ot eqnata crpana, TG ot apyrara cTpana.

30 TabneTKu B IacTMacoBa OyTHIIKA.
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IpuTexaTes HA pa3pelleHHETO 32 yNOTpeda

Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIpousBoguTesa

Janssen Pharmaceutica NV, Turnhoutseweg 30, B-2340 Beerse, benrus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPKETEC CC C JIOKAJTHUA

NpEeJICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHETo 3a yIoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

bbarapus

»KOHCBHH & JIkoHCHH 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
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EA\LGdo

Janssen-Cilag ®oppoakevtikiy Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
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 5278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 6494 11
janssen@jacbe.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: 43176 711 1111
janssen@jacnl.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



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

Kvbmpog

Bapvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-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

JlaTa Ha mocjenHO mpepa3riexaane Ha aucroBkara 07/2025

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o Jekapcrpara: https:// www.ema.europa.eu.
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