MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

REZOLSTA 800 mg/150 mg ¢punmupanu tTadbneTku
REZOLSTA 675 mg/150 mg ¢punMupanu tTabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
REZOLSTA 800 mg/150 mg dunmupanu TabIeTKu

Bcsika Tabnerka cpabpika 800 mg gapynasup (darunavir) (kato eranonar) u 150 mg kobummerar
(cobicistat).

REZOLSTA 675 mg/150 mg ¢punmupanu TabaeTku
Bceska Tabnerka cpabpika 675 mg napyHaBup (darunavir) (kato etanonar) u 150 mg kobuuucrat
(cobicistat).

3a IBJIHUA CIIMCHK Ha IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tadnerka)

REZOLSTA 800 mg/150 mg drimMupany TaOIETKU

Po3oBa oBanHa Tabnetka ¢ pasmepu 23 mm x 11,5 mm, ¢ Birs0Hato penedno oznaueHue "800" oT
ennata crpana u "TG" ot apyrara crpana.

REZOLSTA 675 mg/150 mg duimupanu Ta0IeTKu

3eneHa 10 ThbMHO3€NIEHa OBajiHA TabneTka ¢ pasmMepu 21 mm x 10 mm, ¢ BoyrsOHaTo penedHo
o3HaueHue "675" ot enHata ctpana u "TG" oT gpyrara cTpaHa.

JenurenHaTta yepTa € caMo 3a YJIECHSABaHE Ha CUyIIBAHETO C LIeJ [0-JIECHO I'bJITAHE, a HE 3a pa3/elisiHe
Ha paBHHU J03H.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHHU MOKAZAHUS

REZOLSTA e noka3aH, B KOMOMHAIMS ¢ APYTH aHTUPETPOBUPYCHH JICKAPCTBEHHU MPOAYKTH, 32
JeyeHne Ha MHQEKUMs, IPUYMHEHA OT YOBeIIKUs uMyHoaeduuureH supyc-1 (HIV-1) npu Be3pactHH

U IIeIMaTPUYHM MAIMSHTH Ha Bb3PacT 6 U MOBeYe MOJMHM, C TErJI0 Hal-Maliko 25 kg.

UznomsBanero Ha REZOLSTA TpsiOBa fa ce ppKOBOIM OT TEHOTHITHO H3clieiBaHe (BK. Touku 4.2, 4.4
us.1).

4.2 Jlo3UpOBKA M HAYUH HA NPUJIOKEHHE

Jleuenneto TpsiOBa na Oblie 3aMMOYHATO OT MEIUIIMHCKH CIICIIMAIIMCT C ONUT B jieueHneTo Ha HIV
AHDEKIHS.



gO?»H[}OBKa

Bwspacmnu u neduampuunu nayuenmu ¢ meaio Hau-wanko 40 kg

Tayuenmu, na Koumo He e npunacana anmupempogupycia mepanus (antiretroviral therapy, ART)
[IpenopbunTenHaTa cxema Ha npuiarade ¢ eana tadsiaerka 800 mg napyHaeup/150 mg KoOUIMCTAT
BEJIHBXK JIHEBHO, IPUEMaHa C XpaHa.

Hayuenmu, na xoumo e npunazana ART

Enna tabnerka 800 mg napynasup/150 mg KoOMIKCTAT BEIHBXK THEBHO, IPHEMaHa C XpaHa, MOXe Ja
ce mpuJjiara Mpy NalueHTH C MPeJUIIHa eKCIO3UIHS HA aHTUPETPOBUPYCHHU JIEKAPCTBEHH MTPOAYKTH,
HO 0e3 MyTalluH, CBbP3aHH C PE3UCTEHTHOCT KbM JapyHaBup (darunavir resistance associated
mutations, DRV-RAMSs)* u ¢ muazmenu nuBa Ha HIV-1 PHK < 100 000 xomus/ml u 6poit Ha CD4+
xierkure > 100 knetku x 10%/1 (Bxk. Touka 4.1).

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

Teouampuunu nayuenmu Ha 6vb3pacm 6 u nogeye 200uru ¢ meaino Havu-vaixo 25 kg 0o noo 40 kg

Tlayuenmu, na koumo ne e npunacana ART
[IpenopbunTenHaTa cXeMa Ha Mpuiarade € eana tabdjerka 675 mg napyHaeup/150 mg KoOUIMCTAT
BEJIHBXK JIHEBHO, IPUEMaHa C XpaHa.

Hayuenmu, na xoumo e npunazana ART

Enna tabnetka 675 mg napynasup/150 mg KOOHIUCTAT BETHBK THEBHO, TPHEMaHa C XpaHa, MOXe Ja
ce mpuJjiara Mnpy NalueHTH C MPeJUIIHa eKCIO3UIHS HA aHTUPETPOBUPYCHHU JIEKAPCTBEHH MTPOAYKTH,
HO 6e3 DRV-RAMSs* u ¢ mna3menu nusa va HIV-1 PHK < 100 000 xonusi/ml u 6poit na CD4+
xierkure > 100 xknerku x 10%/1 (Bxk. Touka 4.1).

*  DRV-RAMs: V111, V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V, L89V.

IIpu Bcuuky apyry nanueHTH, Ha Kouto e nmpuiaaraia ART unm He e HanuuHOo u3cnensade 3a HIV-1
rexnotw, n3noia3Baneto Ha REZOLSTA He e moaxoasimio u TpsOBa Ja ce W3M0JI3Ba ApyTra
aHTHUpETpOBUpPYCHA cxema. HanpaBeTe crpaBka ¢ KpaTkaTa XapaKTepUCTHKA Ha APYTH
AHTHPETPOBUPYCHU JICKAPCTBEHU MPOIYKTHU 32 HH(POPMALIUS OTHOCHO TO3UPAHETO.

Lucnepeupawu ce mabnemru

REZOLSTA ce npeniara u nox ¢popmara Ha IUCIEPTUPAIIN ce TaOJIETKU OT

600 mg napynaBup/90 mg KOOMLIMCTAT 32 IEANATPUYHH NMALMESHTH HA Bb3pacT 3 U MoBeYe TOJUHU U C
teryio Har-mainko 15 kg u oz 25 kg.

Cveem npu nponycuamu 003u

Axo REZOLSTA e npomnycHara B paMkuTe Ha 12 gaca oT 00W4aifHOTO Bpeme 3a pHueM, MallueHTHTe
TpsiOBa Jja OBAAT MHCTPYKTHPAHHU Ja IpHeMaT Bh3MOKHO Half-CKOpO TMpeanrcanara 103a ¢ xpaHa. AKo
ca U3MHUHAaIM noBeye oT 12 yaca ciex 0OM4aifHOTO BpeMe 3a IpHeM, POIyCcHaTaTa 103a He TpsiOBa aa
ce MpreMa M NauyueHThT TPSAOBa J1a MPOABIKY 10 0OWYaifHaTa cxema Ha MPHII0KEHHE.

AKO manueHThT MOBbPHE B paMKUTE Ha 4 yaca cjeJl IprueMa Ha JeKapCTBOTO, Bb3MOXKHO Hai-CKOpo
TpsiOBa na npueme npyra no3a REZOLSTA c xpaHna. Ako naiueHThT OBBbPHE ClIe] oBeye oT 4 yaca
clle/l IpreMa Ha JIEKapCTBOTO, He TpsIOBa Jla mpuemMa Jipyra 7i03a 0 CIeBalioTo o0ndaiHo
IUIAHUPAHO BpEME.

CrenmanaHy noInyJIalu

Cmapuecka 6v3pacm
[Ipu Ta3u nomynanus e Hanu4YHa orpaHnyeHa uHGopmarmsa U 3atoBa REZOLSTA Tps6Ba na ce
MpIJIara ¢ IOBHINICHO BHUMAaHUE TPH MAIMEHTH Haa 65-romuITHa BB3pacT (BX. Touku 4.4 1 5.2).



Yeprodpobno yepesicoane
Hsima manmraam hapMakKOKHHETHIHY TaHHA OTHOCHO m3mnoiiBaHeTo Ha REZOLSTA npu namueHTH ¢
YepHOAPOOHO YBpEKAaHE.

JapyHaBup 1 KOOHITCTAT c€ METa0OIU3UpaT Upe3 YepHOApoOHaTa cucTeMa. OTACITHA TPOYIBAHUS C
JlapyHaBUP/PUTOHABHP M KOOUIMCTAT JaBaT OCHOBAHHE J1a C€ MPEATIONOXKH, Ye He Ce Hajlara KOPEeKIus
Ha J103aTa MpH MalueHTH ¢ Jeko (knac A no kinacudukanusata Ha Child-Pugh) wnu ymepeno (xmac B
no knacugukanmsara Ha Child-Pugh) uepronpobno yBpexnane, o6aue, REZOLSTA Ttpsibsa na ce
W3M0J13Ba C IOBUIIIEHO BHUMAaHUE MPU T€3H MAIUEHTH.

Hsima Hanu4HM 1aHHE OTHOCHO yroTpe0aTa Ha JapyHaBUP MM KOOMLIMCTAT MPH MAlMEHTH C TEXKO
YepHOAPOOHO yBpexaane. TexKoTo uepHOAPOOHO YBPEKAaHE MOKE /1a JOBEE 0 MOBUIIaBaHE Ha
EKCIO3ULUATA Ha JapyHaBUP H/WIM KOOUIMCTAT U 10 BJOIIaBaHe Ha mpoduia Ha 6e30MacHOCT.
Craenosarenno REZOLSTA ne Tpsi6Ba na ce U3mon3Ba NpH NALUEHTH ¢ TEXKO YePHOAPOOHO
yBpexaane (kinac C mo knacugukaiusata Ha Child-Pugh) (k. Touku 4.3, 4.4 u 5.2).

bvbpeuno yspeocoane

YcTaHOBEHO €, ue KOOHMIIUCTAT MOHMKAaBa N3YHUCIICHUS KPEATUHUHOB KIIMPHHC B PE3YJITAT HA
MOTUCKaHe Ha TyOyinHaTa cekpenus Ha kpeatnHuHa. Jleuenue ¢ REZOLSTA He TpsiOBa na ce 3amousa
NP MALMEHTH C KPEaTHHUHOB KIUPBHC 1o 70 ml/min, ako 3a HIKOW OT NPUJIaraHUTE €IHOBPEMEHHO
JIEKapCTBEHHU NMPOJYKTH (HAIp. eMTPUIUTAONH, JaMUBYIUH, TEHOQOBUP AU30NPOKCHI (KaTo Gpymapart,
(dhocdat unu cykiuHar) wim anedoBUp JUMMBOKCHI) CE Hajlara KOPEKIMs Ha Jio3aTa Ha 0a3aTa Ha
KpEaTHHUHOBUS KIUPBHC (BK. TOUkH 4.4, 4.8 1 5.2).

BB3 0cHOBa Ha MHOT'O OIPaHUYEHOTO OBOPEYHO CIMMUHHMPAHE Ha KOOMIIUCTAT U JapyHABUP HE Ce
W3HMCKBAT CIIEIIMATHY MpEeArna3Hyu MEPKU WK afantupane Ha qo3ata Ha REZOLSTA npu narmueHTH ¢
0B0peuHo yBpexmane. JlapyHaBup, KOOUIIUCTAT WM B KOMOWHAITUS HE Ca MPOYYBAHU TIPH MAI[HEHTH
Ha JMajin3a, ¥ 3aTOBa HE MOXeE J]a Ce HAIIPaBH MPETophKa 3a Te3H MalnueHTH (BXK. Touka 5.2).

3a moBede nHGOpPMAIHSI BIKTE KpaTKaTa XapaKTepUCTHKA Ha IPOAYKTa 3a KOOUITHCTAT.

IleanaTpuyna nonysanus

HapyHaBup B KoMOHWHAIMS ¢ KOOUIMCTAT HE TPAOBa /1a ce Mpuiiara Mpy MeANaTpUYHU MalueHTH 10/
3-rojuIiHa Bh3pacT MOPaau ChOOpaKEeHHUs 3a O€30MIACHOCT, CBbP3aHU C TOKCHYHOCT M CMBPTHOCT,
Ha0JIFOaBaHy IPH IOBESHITHH IDTHX0BE, TPETUPAHU C TapYHABHP 10 23- 10 26-THEBHA BB3PacCT (BXK.
Touka 5.3).

bpemennocm u cneo pasicoane

Jledenueto ¢ napynasup/koourpctar 800/150 mg mo BpeMe Ha OPEMEHHOCT BOJIU 10 HUCKA
€KCIO3MLMS Ha 1apyHaBup (Bk. Touku 4.4 u 5.2). 3aTtoBa Ta3u KoMOMHaNMs He TPsOBa Aa ce 3armoyBa
10 BpeMe Ha OpeMEHHOCT, a KeHH, 3a0peMeHenu 1o Bpeme Ha Tepanusa ¢ REZOLSTA, tps6sa na
MIPEeMUHAT Ha aITepPHATHBHA cXeMa Ha jieueHue (BxkK. Touku 4.4 u 4.6). JlapyHaBUp/pUTOHABUD MOXKE
Jla ce CYMTa 3a aJITepHATHBA.

Hauwnn Ha npuioxeHue

[Iepopanno mpunoxxeHue

3a ma ce rapaHTHpa NpUIaraHe Ha IsU1aTa 103a JapyHaBUp U KOOMLMCTAT, TabjeTkaTa TpsOBa J1a ce
HOIIIBIIA LsIA.

[NanuenTure TpsiOBa na ce mHCTpykTUpaT Aa npuematr REZOLSTA no 30 MunyTH cies KaTo
NPUKJIIIOYAT ¢ XpaHeHeTo (Bxk. Touku 4.4, 4.5 u 5.2).

Bw3pacmuu u neouampuunu nayuenmu ¢ meeno navi-manxo 40 kg

[Ipu nauneHTHTE, KOUTO HE MOTAT Jia MIIbTHAT Lsiiia Tadnerka 800 mg/150 mg, TabneTkara MoXxe 11a ce
pa3zeny Ha IB€ YacTU C IIOMOILITA Ha pe3ell 3a TaseTku. Besko nmapye TpsaOBa 1a ce mpreMe BegHara
CJIe]l pa3/IesTHeTO, 3a J]a Ce OCUTYPH NMPHUEMAaHEeTo Ha IslaTa J103a.



Teduampuunu nayuenmu Ha 8v3pacm 6 u noseve 200Uk ¢ meano Hati-maixo 25 kg 0o noo 40 kg
IIpu marueHTHTE, KOWUTO HE MOTAT J1a TUIBTHAT IsTa Tadbnerka 675 mg/150 mg, Tabnerkara ¢
JISIUTEITHA YepTa MOKe Jia Ce pa3/ieiy Ha JIBe YacTH Ha pbka. Besiko mapue TpsiOBa f1a ce mpreme
BeJ[HAra Cliejl pa3JeliTHETO, 3a JIa CE OCUTYPU MIPUEMAHETO Ha [syiaTa J103a.

4.3 IIpoTuBOMOKA3aHUA

CBp’bX‘IYBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBbM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

[NanuenTu ¢ Texko yepHoaApoOHO yBpexkaane (knac C mo knacudukanusta Ha Child-Pugh).

EnnoBpeMeHHOTO NpuiiokeHne cbe chiiHu nHIykTopu Ha CYP3 A xaTo n30poeHuTe mo-moiry
JIEKapCTBEHHU MPOJYKTH MOPaAX Bb3MOXKHOCTTA 32 3ary0a Ha TepaneBTU4eH edekT (BK. Touka 4.5):
- kapbamazernuH, heHoOapouTal, GeHuTonH

- pudaMIuImH

- JIOTTMHABUP/PUTOHABHP

- KBIT KaHTapuoH (Hypericum perforatum).

ENHOBpEMEHHOTO NPUIIOKEHHE C JICKAPCTBEHUTE MPOTYKTH U30POCHU MO-I0TY MOpaIn

BBH3MOXHOCTTA 32 CEPUO3HH W/WITH JKUBOTO3ACTPAIIABAIIN HEXEIaH! peakiiu (BK. Touka 4.5):

- andy303uH

- aMHOapoH, OCNPUII, TPOHEJAPOH, HBAOPANH, XUHUINH, PAHOJIA3UH

- acTeMu3011, TepheHauH

- KOJIXUIMH, KOT'aTO CE U3IO0JI3Ba MPH MAIUCHTH ¢ ObOPEUHO W/WITU YSPHOAPOOHO YBPEKTaHE
(Bk. Touka 4.5)

- pubamMIuIuH

- MPOU3BOJHHA HA MOPABOTO porde (Hamp. JUXHIAPOCPrOTAMHH, €pProMETPHH, €PrOTaMHH,
METHJIEPTOHOBHUH)

- U3aTPUT

- JIATIOKCETUH

- JIOMIIEpUJIOH

- HaJIOKCET O

- JTypa3uioH, TMMO3U], KBETUATNH, CEPTUHIOM (BXK. TOUKa 4.5)

- enbacBUp/Tpa3onpeBUp

- TpHazoyiaM, MUA30J1aM, IPUIIOKEH MEPOPATHO (32 MpeanasHuTe MEPKH MPU MapeHTEPaTHO
TIPUIIOKEHUE Ha MU/Ia30J1aM, BXK. Touka 4.5)

- crieHad T - KOTaTo ce M3I0JI3Ba 3a JICueHe Ha OeonpoOHa apTepruaaHa XUIIePTOHHUS,
aBaHadua

- CHMBACTaTHH, JIOBACTATHH M JIOMUTAIH (BXK. Touka 4.5)

- TUKarpesnop.

4.4 ChenuanaHu npeaynpeskAeHUus! U NpeANa3sHl MePKH PH ynoTpeda

HpenoquBa CC PCAOBHO OLICHABAHC HAa BUPYCOJIOTHUYHHA OTTOBOP. B cnyqaﬁ Ha JIUIica uJjin 3ary6a Ha
BUPYCOJIOTUYCH OTTOBOP TpSI6Ba Aa CC U3BbPUIN U3CIICABAHEC 3a PE3UCTCHTHOCT.

JapyHaBup ce cBbp3Ba IPEAMMHO C 0.1-KHCET IIMKOIPOTENH. ToBa CBBp3BaHe C MPOTEUHA € 3aBUCUMO
OT KOHLIEHTpAalMATA, IOKA3aTEeJIHO 32 HACUILAHE Ha BPb3KaTa. 3aTOBA HE MOXKE A CE€ U3KIII0UU
MIPOTEMHOBO U3MECTBAHE OT JIEKAPCTBEHU MTPOAYKTH, KOUTO CE€ CBBP3BAT BB BUCOKA CTEIEH C
0.{-KUCETIHSI TIMKOTIPOTEHH (BXK. TouKa 4.5).

IlammmenTn, Ha xouTto € nprmiaraga ART

REZOLSTA He TpsiOBa a ce M3M0I3Ba NPY NAIMESHTH C MPEIXO0HO JICUCHHE, C €THA WU IIOBEYEC
DRV-RAMs wm ¢ HIV-1 PHK > 100 000 korust/ml vim 6poit Ha CD4+ knetkute
< 100 xetku x 10%/1 (Bx. Touka 4.2).



KomOunanmu ¢ ontuMu3upanyn ocHOBHU cxemH (optimized background regimen, OBR), pazmudnan ot
> 2 HYKJICO3UIHU UHXUOUTOPHU Ha oOpaTHata TpaHckpumTasa (NRTI), He ca nmpoyueHu B Ta3u
nomynanus. Hama nocraTeuno Hannvyau AanHu 3a nauueHtu ¢ HIV-1 cyotunose, paznuynu ot B (Bxk.
Touka 5.1).

bpemennoct

Jleuenueto ¢ napynaBup/koourpctar 800/150 mg mo BpeMe Ha BTOPHUS U TPETHS TPUMECThD BOIHU 10
HHCKa €KCIO3MLMS Ha JapyHAaBUp ¢ HaMansaBaHe HUBaTa Ha Cnin ¢ 0KoJI0 90% (Bk. Touka 5.2). HuBoto
Ha KOOMLIMCTAT HaMaJIsIBa M € Bb3MOXKHO Jia He ObJIC MOCTUTHATO JOCTATHYHO MOTEHIMPAHE.
3HAYUTETHO MMOHIKEHATa EKCITO3UIIHSI Ha JapyHABHAP MOXKE Jla IOBEIE 10 BUPYCOJIOTHYEH HEyCIeX U
NOBHUIIIEH pUCK OT npenaBane Ha HIV undekunsTa ot maiikara Ha gereto. 3aToBa Ta3u KOMOWHAINS
He TpsiOBa J1a ce 3amo04Ba Mo BpeMe Ha OPEeMEHHOCT, a KeHH, 3a0peMeHeNH [0 BpeMe Ha Teparus C
REZOLSTA, Tps6Ba 1a mpeMUHAT Ha aJITepHATUBHA CXeMa Ha JedeHue (BxK. Toukd 4.2 u 4.6).
JapyHaBup, IPUIIOKEH C HUCKA J103a PUTOHABUP, MOXKE JIa CE CUUTA 33 AJITEPHATHBA.

Crapuecka Bb3pacT

Toit kaTo 3a ynotpebata Ha REZOLSTA npu naumeHTy Ha Bb3pacT 65 TOIMHM U ITOBEYe € HalTnuHa
orpaHuueHa HHPOpMAaIHsl, Ce N3MCKBA MOBUILICHO BHUMAaHHE, KaTo TPsiOBa Jla ce MMa IpeABH] 110-
roysiMaTa 4ecToTa Ha HOHIKEHa YepHOIPOOHA (YHKIMS U ChITBTCTBAIIM 3a00JIIBaHUS WM ApyTa
Tepanus (Bxk. Touku 4.2 u 5.2).

TeXKH KOKHHU pEAKIINU

B xozxa Ha mporpamaTta 3a KIMHUYHO pa3paboTBane Ha napyHaBup/putoHasup (N=3 063) mpu 0,4% ot
NalUeHTHUTE ce ChOOIIaBa 3a TeKKH KOXKHU PEaKIMU, KOUTO MOJKE J1a ca IPUAPYKEHH C TPECKa H/WiIH
MOBHUIIIaBaHEe HA CTOMHOCTUTE Ha TpaHcaMuHazuTe. B penku cnyqan (< 0,1%) ce chobmasa 3a
JIeKapcTBeH o0puB ¢ eo3nHOGmms U cucteMuu cumrromu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS) u curnpom Ha Stevens-Johnson, a 1o Bpeme Ha MOCTMapKETHHTOBHSI
OIMUT ce choOIIaBa 3a TOKCHYHA eHIepMalTHa HEKPOJIM3a M 0CTPa TeHepaIn3upaHa eK3aHTeMHa
mycTyno3a. Jleueanero ¢ REZOLSTA Tpsi6Ba na 0b/1¢ He3ab0aBHO MTPEYCTAHOBEHO, B CITydaid 4e ce
TIOSIBAIT TIPU3HAIIM WM CHMIITOMH Ha TEXKHU KOKHHU peaknuu. Te Moxe 1a BKII0YBAT, HO 0e3 /1a ce
OrpaHUYaBaT J0 TeXBK 00pUB MK OOPUB, MPUAPYKEH C TPECKa, 0010 HepasloIoKeHHe, yMopa,
MYCKYJIHU HJIH CTaBHHU OOJIKH, MEXYPH, JIC3UH B YCTHATA KyXWHA, KOHIOHKTUBUT, XENATUT H/WITH
€03MHO(PHITHAL.

O6pI/IBI/I CC MOABABAT IMO-YCCTO IPU MAMUCHTH, HA KOUTO € IMpUjIaraHo JICUCHHUE U KOUTO IIoJIydaBaT
TEPaNeBTUYHM CXEMH, ChABPKAILX JapyHaBUP/PUTOHABUD + palTErpaBup, B CPABHEHHE C MALIUECHTH,
NOJTyYaBally AapyHaBUP/pUTOHABHP O€3 panTerpaBup WiH pajTerpaBup 0e3 gapyHaBUp/pUTOHABHP
(Bk. Touka 4.8).

Aneprust KeM cyndoHaMUIA

Hapynasup cpabpka cyidponamumnaa rpyna. REZOLSTA tps6Ba ga ce n3moii3Ba BHUMATEITHO TIPH
MAIUCHTH C U3BECTHA aIePTUs KbM CYJI(OHAMUIH.

XenmaToTOKCHYHOCT

[Ipu ynorpebata Ha qapyHaBUP/pUTOHABHP CE CHOOIABA 3a CIIy4ar Ha JIEKAPCTBEHO MHIYIIUPaH
XeIMaTUT (HalpUMep OCTHpP XEMAaTHUT, IIUTOIUTUYCH XenaTuT). B Xo/1a Ha mporpamara 3a KIMHHYHO
paspabotBane (N=3 063) mpu 0,5% oT manmeHnTuTe, J€KyBaHH C KOMOMHIpaHa aHTUPETPOBHUPYCHA
Tepamnus ¢ JapyHaBUP/pUTOHABUD, Ce ChOOIaBa 3a ciiyyaun Ha xenatut. [Ipu maruenTu ¢
MPEIBAPUTEITHO CHIECTBYBAIa YSPHOIPOOHA TUCPYHKIIHS, BKIIOYUTEITHO U XPOHUYCH aKTHBEH
xeratuT B i C, nMa MOBHIIIEH PUCK OT HapyllleHa YepHOApoOHa (QYHKIIUS, B TOBA YUCIIO TEXKKH U
MOTEHITUATHO JICTATHU YePHOAPOOHU HEeXKENIaH! peaknuu. B ciyuail Ha ChITbTCTBAIA aHTHBHPYCHA



Tepanus 3a xenmatuT B wimu C, Mo, mpodeTeTe ChOTBETHATA MPOAYKTOBA HH(POPMAIUS 32 Te3U
JIEKapCTBEHU TPOAYKTH.

[Ipenu 3amouBane Ha Tepamus ¢ REZOLSTA tpsOBa fa ce mpoBeaat moIxosIy JJabopaTOpHH
W3CIICIBAHUSA 1 TIAITUEHTUTE TPSIOBa J1a ce MPOCIIEAIBAT 10 BpeMe Ha jJedeHneTo. TpsoBa ma ce
MPEIBUIN 3aCHICHO IpociieasBade Ha croiiHocTuTe Ha AST/ALT, npu mauyeHTy ¢ yCTaHOBEH
XPOHHUYCH XCIMATHUT, IIUPO3a WU MPHU MAIUESHTH, YUUTO CTOMHOCTH Ha TPaHCAMHUHA3HUTE Ca 3aBUIICHU
Mpe/Ix JICYSHUETO, 0COOCHO MPe3 IIbPBUTE HAKOJIKO MECela OT JICUSHHUETO.

AKO0 MMa JIJaHHH 32 MOsIBa Ha HOBO MJIM BJIOLIaBaHE Ha CHIIECTBYBAIIO YepHOAPOOHO 3a00isiBaHe
(BKJIFOUUTEIHO KIMHUYHO 3HAYMMO MMOBHUILIABAHE Ha CTOMHOCTUTE HA YEPHOAPOOHHUTE €H3UMH H/HUIIH
CHUMIITOMH KaTO YMOpPa, aHOPEKCHsI, TaJIeHe, JKBbITCHHUIIA, ThMHA YpUHA, OOJIE3HEHOCT Ha YepHHUsI Jpo0,
XeraToMeranus) TpsioBa J1a ce B3eMe CBOEBPEMEHHO pelIeHHE 32 IPEKbCBAHE WM MPEKpaTsBaHe Ha
JICYEHUETO.

HaHI/IeHTI/I CBhC CHbIBTCTBAIIN 3a00JISIBAHUS

Yepnodpobno yepesicoane

be3omacHocTTa M epUKaCHOCTTA HA AApyHABUP W/WIN KOOMIMCTAT HE Ca YCTAaHOBEHH IPY MAIMEHTH C
TEXKH MOJJIeKaIN YepHoapoonn Hapymenus. Cineqosatenso REZOLSTA e npoTrBomnokasaH mnpu
MalMEHTH C TeXKO YepHOIPOoOHO yBpexaane. [lopaan moBuinaBaHeTo Ha MIa3MEHUTE KOHLIEHTPALUN
Ha HecBBp3aHus AapyHaBup, REZOLSTA tps6Ba f1a ce m3mosi3Ba BHUMATEITHO TIPH MMAIIUCHTH C JIEKO
JI0 YMEPEHO YepHOAPOOHO yBpexkaaHe (Bx. Touku 4.2, 4.3 u 5.2).

bvopeuno yspeacoane

YcTaHOBEHO €, 4e KOOWIIMCTAT MOHMKABA N3YHUCIICHUS KPEaTHHUHOB KIMPHHC B PE3YNTaT Ha
MOTUCKaHEe Ha TyOy/IHaTa ceKpelus Ha KpeaTHHUHA. To3u epekT BbpXy cepyMHUS KpeaTHHUH, BOJEII
JI0 TIOHW)KaBaHe Ha M3YHMCIICHNS! KPETUHUHOB KIUPBHC, TPsIOBa 1a ce UMa MpeaBH, KOTaTo
REZOLSTA ce npuiara npu manuydeHTH, MPH KOUTO W3YHCIECHUSIT KPEaTHHUHOB KIMPHHC C€ U3MO0J3Ba
KaTO HAaCOKa 3a JICYCHUETO, BKIIOYUTEIHO 32 aJallTUPaHe Ha JO3UTE Ha €THOBPEMEHHO IpUIaraHu
JIEKapCTBEHHU MPOAYKTH. 3a HoBeue HHPOpMAIM BUKTE KpaTKaTa XapaKTEPUCTHKA Ha MIPOAYKTa 3a
KOOWIUCTAT.

Jleuenne ¢ REZOLSTA He Tps0Ba 1a ce 3amo4Ba NpH NALUEHTH ¢ KPEaTHHUHOB KIMPBHC 110

70 ml/min, KoraTo ce mpuiIara eJJHOBPEMEHHO C €JHO MJIM MTOBEYE CPECTBA, M3CKBAIM KOPEKITUS Ha
Jo03ata Ha 0azaTa Ha KpEaTHHUHOBHSI KITUPBHHC (HAIP. eMTPUIIUTA0KH, IAMUBY/IMH, TEHO(DOBUD
JTU30TPOKCHII (KaTo dymapart, hocdar min CyKIIMHAT) WU afeOBUP AUIMUBOKCHIN) (BXK. TOUKH 4.2,
4.8u5.2).

Hsama cnenmamay npexynpekaeHus Wik HeoOX0IMMOCT OT afaNTHPaHe Ha [03aTa MPH MAIlUeHTH C
0b0peuHo yBpexaane. Thit KaTo JapyHaBHP M KOOHMIIMCTAT CE€ CBHP3BAT BB BUCOKA CTEIICH C
MJIa3MEHUTE TIPOTEUHHU, MAJIKO BEPOSITHO € TE J1a ObaT OTCTPAHEHU B 3HAUNTEIHA CTETICH MPHU
XEMOJIMaJIN3a WK TICPUTOHeaTHa quanu3a (BxX. Touku 4.2 u 5.2).

B MoMeHTa HsIMa JOCTaThYHO JaHHH, 32 JIa C€ YCTAaHOBH Jalld €JHOBPEMEHHOTO MPUIIOKEHHE Ha
TEeHO(OBHP TU3OMPOKCUII M KOOUIMCTAT C€ CBHP3Ba C IMO-TOJSIM PUCK OT OBOpEUHH HEXETaH!
pEaKIMK B CPaBHEHUE ChC CXEMH, KOUTO BKIIFOUBAT TEHO(OBUP AU3OTPOKCHI O€3 KOOMIUCTAT.

Hayuenmu c xemoghunus

Hma cpo0meHns 3a yBenU4eHO KbPBEHE, BKIIIOYUTEIIHO CIIOHTAHHHU KO)KHU XEMaTOMH M XeMapTpo3a
TIpu MarenTy ¢ xemodrus tunt A u Tun B u nexyBanu ¢ HIV npoteasan naxubutopu. [lpu Hikon
nanueHTH e faBa gonbiaHutenHo ¢aktop VIII. IIpu moBede oT monoBuHATa OT ChOOIIABaHUTE
ciydau neuenneto ¢ HIV mpoteasHu HHXHOUTOPH € POIBIKEHO MITK € 3alI0YHATO OTHOBO, aKO €
6uso npexbecHaTO. [Ipennonara ce chIeCTBYBaHETO Ha IPUYMHHO-CJICACTBEHA BPb3Ka, BHIIPEKH Ue
MEXaHU3MBT Ha JICUCTBHUE HE ¢ N3SICHEH. 3aTOBA MAIMEHTHTE ¢ XeMo(wns, TpsiOBa ma ObmatT
MIpeIyNpeeHN 3a BEPOSTHOCTTA OT YBEIMUYEHO KbPBEHE.



Terno u MeTabOIUTHHU TAPAMETPH

ITo BpeMe Ha aHTHUPETPOBUPYCHA TepaNMs MOKE JAa HACTHIIN YBEJTMYaBaHE Ha TErJIOTO M HA HUBATa Ha
JUMUANTE U TII0K03aTa B KpbBTa. TakuBa IpoMeHH 10 H3BECTHA CTETIEH MOTraT J1a ObIaT CBbP3aHU C
KOHTpPOJIa Ha 3a00/IIBAaHETO U HAUMHA Ha XKUBOT. OTHOCHO JIMIIUINTE, B HAKOU CIIyyau uMa
JI0KA3aTeNICTBa 32 e()eKT Ha JIEYEHHETO, JOKATO OTHOCHO YBEIMYaBaHETO HA TETJIOTO, HAMA TBBPIU
JIOKa3aTeNICTBA, KOUTO J]a CBP3BaT TOBA C HAKAaKBO KOHKPETHO JIEYEHHE. 3a IPOCIIEsIBaHE Ha
JUIUAUTE U ITII0K03aTa B KPbBTA C€ NIPABU CIPaBKa C YCTAHOBEHUTE HACOKHM 3a JieueHue Ha HIV.
.HI/IHI/IZIHI/ITG HapymcHUuA TpSI6Ba Ja €€ JICKYBAT 110 KIIMHUYHO IMOJAXOAI HAYWH.

OcreoHekposa

Brrnpeku ue eTnonorusra ce cMaTa 3a MHOro(akTOpHa (BKIIIOYHTEIHO yroTpedaTa Ha
KOPTHUKOCTEPOUIH, KOHCYMAIMATa Ha aJIKOXOJI, TeKKa UMYHOCYIIPECHS], TO-BUCOK MHICKC HA
TeJecHaTa Maca), CiIy4Jan Ha OCTEOHEKpO3a ca ChOOIaBaHu 0COOEHO MPH MAIUEHTH C HAIIPEIHAIO
HIV 3abonsiBane u/Wiay NpOIBIDKATEHA SKCIIO3UIINS Ha KOMOMHHPaHa aHTUPETPOBUPYCHA TepaTIHs
(CART). ITanmentute TpsiOBa Aa ce MOCHBETBAT J1a OTHPCAT JIEKAPCKa KOHCYITALH, aKO U3MIUTBAT
CTaBHHU OOJIKH, CKOBAaHOCT Ha CTAaBHUTE WITU 3aTPYAHEHHUS MIPU JIBHKCHHE.

Be3nanureneH cuHApoM Ipy UMYHHO Bb3cTaHoBsgBaHe (Immune reconstitution inflammatory
syndrome, IRIS)

[Tpu uadexrupanu ¢ HIV nanuenTy ¢ Texka MMyHHa HEJJOCTATBYHOCT KbM MOMEHTA Ha 3all0YBaHE Ha
KoMOuHUpaHa anTuperpoBupycHa tepamus (CART) Moke a BE3HUKHE BH3MAIUTEIHA PEAKIUI KbM
ACHIMITTOMHHY WJIH PE3UyaTHH OTIOPTIOHUCTUYHH ITATOT'CHHU, KOSITO JIa JIOBEJIE 10 CEPUO3HU KIMHUYHU
CHCTOSIHHUS MJTH BJIONIaBaHe HAa cumnTomMuTe. OOMKHOBEHO, ITOIOOHH PEaKIIuy ca HaOI0aBaHu B
paMKHTe Ha MPBHUTE CEIMHUITN MU MECELU CIIE]] HaYaJloTO Ha KOMOMHUPaHa aHTHPETPOBUPYCHA
tepanusi. ChOTBETHU MPUMEPH Ca PETHHHUT, PUIUHEH OT [IUTOMETATIOBUPYC, TeHEpATH3UPAHU H/ITH
OTHUIIIHA MUKOOAKTepHaJHi HMH(OEKIMKA U ITHEBMOHUS, IPUUUHEHA OT Pneumocystis jiroveci (o-paHo
W3BECTHA KaTo Pneumocystis carinii). BCHYKY BB3MATUTETHN CUMIITOMU TPsIOBa 1a ObJaT OIICHEHU U,
aKo € Heo0X0IMMO, 1a ObJIc Ha3HAYCHO JIeUeHHEe. B JOMbIIHEHNE, peaKTHBUPaHE Ha XEPIIeC CUMILICKC
U XepIIeC 30CTep € HaOII0IaBaHO B KIIMHUYHHU IPOYYBAHMS C AapyHABUP, IPUIIAraH ¢THOBPEMEHHO C
HUCKA 1032 PUTOHABHP.

B YCJI0BUATAa HA UMYHHO BB3CTAaHOBSABAHE CC C'bO6IIIaBa ChIIO 3a pa3BUTUEC HAa aBTOMMYHHHU
HapymeHus (kato 6osect Ha Graves ¥ aBTOUMYHEH XeNaTuT); obaue, cho0IIEHOTO BpeMe J10
HACTBIIBAHETO UM € MO-IIPOMEHJIMBO U TE3H CHOUTHS MOXKeE J]a C€ Pa3BUSAT MHOT'O MECELH CIIe]
3amo4BaHe Ha JEYEHHETO (BXK. Touka 4.8).

BsanMoielicTBre ¢ JIEKAPCTBEHU IIPOJIYKTH

JKuBoTo3acTparaBaniy 1 JeTaIHU JIEKAPCTBEHH B3aUMOJICHCTBHS C€ ChOOIIABAT NP MAIMEHTH,
JIEKYBaHH ¢ KOJIXUIUH U cutHA nHXuouTopu Ha CYP3A 1 P-rimukxonporenn (P-gp) (Bx. Touka 4.5).

REZOLSTA He TpsiOBa a ce M3M0I3Ba B KOMOMHALIMS C APYro aHTHPETPOBUPYCHO CPEACTRO, 3a
KOETO € He00X01uM (papMaKOKUHETHYEH CHXaHCEP, Thil KATO HE Ca YCTAaHOBEHU IPEIOPHKH 3a
JI03UpOBKaTa B TakaBa komOuHanus. REZOLSTA He TpsiOBa na ce M3moia3Ba eITHOBPEMEHHO C
MPOAYKTH, ChIIbPKAI PUTOHABUP UM CXEMH, ChIbPIKAIIA PUTOHABHUP WIIK KOOUITUCTAT.

3a paznuka oT puTOHaBUP, KoOuuucTar He € uayktop Ha CYP1A2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19 nnmu UGT1ALl. Ilpu npemMrHaBaHe OT pUTOHABHP KaTo (hapMaKOKMHETHUEH EHXaHCep Ha
KOOUIMCTAT € HeOOXOAMMO MTOBUIIIEHO BHUMAHHUE MPe3 IIbPBUTE JIBE CEJAMUIIA HA JICUCHHE C
REZOLSTA, 0co6eHo ako J03HUTE Ha ChIIBTCTBAIIO PUIaraHUuTe JICKapCTBEHHU MPOIYKTH ca OMITU
TUTPUPAHH WM aalITHPAHH [10 BpeMe Ha yrnoTpebaTa Ha pUTOHABUD KaTo (hapMaKOKHHETHYCH
eHXaHcep.



ITomontHm BemiecTBa

REZOLSTA cbabpka no-majiko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKE Ja ce Kaxe, e
NPaKTUYECKU HE ChAbPKa HATPUHL.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMH HA B3anMoelicTBUE

Toii kato REZOLSTA chaspxa qapyHaBUp U KOOHMIIUCTAT, B3aUMOJICHCTBUS, KOUTO Ca YCTAHOBEHHU C
JapyHaBup (B KOMOWHAIMS C KOOMIIUCTAT MM C HUCKA J103a PUTOHABUD) HIIM C KOOHMIIUCTAT,
OTIPEJIEIIAT B3aUMO/ICHCTBUATA, KOUTO MOXeE Jia Bb3HUKHAT NpH ynoTpedara Ha REZOLSTA.
[IpoyuBanusiTa 32 B3aMMOJCHCTBHITA C JapyHABUP/KOOUIMCTAT, AapyHABUP/PUTOHABHP U C
KOOHWIUCTAT ca MPOBEXKIAHH CaMO TPH Bh3PACTHH.

HeKa‘DCTBeHH OPOAYKTH, KOMTO MOKE Ja CC MOBJIUAAT OT Z[aDVHaBI/ID/ KOGI/ILII/ICTaT

Hapynasup e naxuoburop Ha CYP3A, cnad naxuburop Ha CYP2D6 1 naxuburop Ha P-gp.
Kobumucrat e unxubutop Ha Mexanu3bM, O6azupan Ha CYP3 A, u cnab uaxubutop Ha CYP2D6.
Koburucrat naxudupa tpancrnoprepure P-gp, BCRP, MATE1, OATP1B1 u OATP1B3. He ce
ouakpa koounucrat na uaxuoupa CYP1A2, CYP2B6, CYP2C8, CYP2C9 unu CYP2C19. He ce
ouaksa koounumcrat na uanynupa CYP1A2, CYP3A4, CYP2C9, CYP2C19, UGT1Al, unu P-gp
(MDR1). EmHOBpeMEHHOTO NPUIIOKEHHE HA TapYHABUP/KOOUITUCTAT U JIEKAPCTBEHU MPOIYKTH,
meTabonm3upanu ocHOBHO oT CYP3A wnu tpancnoptupanu ot P-gp, BCRP, MATE1, OATPIBI1 u
OATP1B3, moxe 1a noBeJe 10 NOBUIIIEHA CUCTEMHA EKCIIO3ULIMS Ha TE€3U JIEKAPCTBEHU MPOIYKTH,
KOETO MOXKE J1a YBEIIUYH WIN YJIBJIDKU TEXHUsI TEPAEBTHYCH e()EKT U HeXKEIIaH! PEeaKiuu (BK.
Touka 4.3 win Tabiunara mo-a0i7y).

REZOLSTA ne TpsiOBa 51a ce npuiiara B KOMOMHAIHSA C JISKAPCTBEHU NPOAYKTH, YUHTO KIUPBHC €
cwitHo 3aBucuM oT CYP3A 1 3a KOUTO yBenMUYeHAaTa CUCTEMHA EKCIIO3HUIINA € CBbpP3aHa ChC CEPUO3HU
W/WITY J)KUBOTO3acTpallaBalid CbOUTHS (TECEH TepareBTHYCH HHIIEKC).

Ennospemennoro npunoxxenne Ha REZOLSTA ¢ nekapcTBeHH NPOIYKTH, KOUTO UMAT aKTUBEH(H)
MeTabonut(u), oopazysan(u) upe3 CYP3A, Moxe 1a noBe/ie 10 MOHMKEHU TJIa3MEHH KOHIIEHTPAIIUU
Ha Te3W aKTHBHU MeTabOoJUTH, KOETO MOXKE J1a JOBEJIE JI0 3ary0a Ha TepaneBTHYHUS UM eeKT. Te3n
B3aUMOJICHCTBUS ca ONMCAaHH B Ta0IMLaTa HA B3aMMOJICHCTBUATA MO-/10ITy.

JIekapCcTBeHU NPOAYKTH, KOUTO MOBIMSIBAT CKCIIO3UITUITA Ha JlaDVHaBI/ID/ KO6I/IHI/ICTaT

HapynaBup u kobunucrat ce metadbonusupat oT CYP3A. Ouaksa ce, IeKapCTBEHUTE MPOAYKTH,
KOWUTO MHAYITUpAT akTuBHOCTTa HAa CYP3A, na yBenmnyar KimphHCa Ha TapyHABUP U KOOHITHCTAT,
KOETO BOJH /IO MTO-HUCKH TUIa3MEHH KOHIIEHTpAlluK Ha AapyHaBUP U KOOUIMcTaT (Hamp. eaBUpeHLl,
kapOamasenuH, GpeHuTonH, penodapouTan, pudamMnuyy, pudanenTiH, pudpaOyTuH, KbIT
KaHTapuoH) (BXK. Touka 4.3 1 Tabaurata Ha B3aUMOACHCTBUATA T10-10TY).

Ennospemennoro npunoxenre Ha REZOLSTA ¢ npyru nekapcTBeHH NPOIYKTH, KOUTO HHXHOUpAT
CYP3A, moxe a HaManu KJIMpbhHCA Ha JapyHAaBHP M KOOMIIMCTAT, KOETO MOJKE /1a JOBEJE JI0
MOBHILIEHH TIJIa3MEHHU KOHIIEHTPAIlMN Ha JapyHABHP M KOOMIMCTAT (HAIP. a30JI0BH aHTUMHUKOTHITN
KaTo KJI0TpuMa3o:i). Te3n B3auMOAEHCTBHYS ca ONKCAaHU B TAOIHUIIATa 32 B3aUMOJACHCTBUATA TO-10TTY.

REZOLSTA He Tpsi6Ba 1a ce U3M0I3Ba €IHOBPEMEHHO C MPOTYKTH UM CXEMH, ChIbpPKaIlIn
putonaBup win koounuctar. REZOLSTA He TpsiOBa /1a ce M3MoI3Ba B KOMOMHAIINS C OTACITHUTE
xomnoHeHTH Ha REZOLSTA (mapynasup unu koourmcrat). REZOLSTA ne TpsiOBa na ce u3nomis3sa B
KOMOUWHAIUS C APYTO aHTUPETPOBUPYCHO CPEICTBO, 32 KOETO € Heo0X0IuM (hapMakOKHHETUICH
€HXaHcep, Thil KaTo He ca YCTAaHOBEHH MPEMOPHKH 3a JO3UPOBKATa B TaKaBa KOMOMHAIIHS.



Tabnuia Ha B3aMMOJIEHCTBHSITA

B Tabaunara mo-gony ca n3dpoeHn oyakBanute B3aumojieiictBust Mexny REZOLSTA u
AHTUPETPOBUPYCHHU U HE-aHTUPETPOBUPYCHU JIEKAPCTBEHU MPOAYKTH, KOUTO CE OCHOBABAT Ha
YCTaHOBEHHUTE B3aMMOCHCTBYS C JTapyHaBHP/PUTOHABHD, AapyHABUP/KOOUIIMCTAT M ¢ KOOUITHCTAT.

[IpodmrbT Ha B3anMoIeiicTBHE HA TapyHABUP 3aBUCH OT TOBA Al PUTOHABUP MJIM KOOMLIUCTAT ce
M3M0JI3BAT KaTo (papMaKOKWHETHUCH €HXAaHCeP, CIIC0BATEITHO MOXKE Ja MMa Pa3JIMYHU MPETIOPHKH 3a
U3I0JI3BAaHETO Ha JJapyHaBUP ChC ChIIBTCTBAILOTO JeKapcTBO. B TabnuiaTa o-10iy € oco4eHo,
koraro npenopbskute 3a REZOLSTA ce paznnuaBaT OT Te€3H 3a JapyHaBUp, IOTEHIMPaH ¢ HUCKA /1032
putoHaBup. Hanpasere cipaBka ¢ KpaTkara XxapakTeprucThka Ha npoaykra 3a PREZISTA 3a
JOTIBITHUTETHA HH(OpMAIISI.

CIUCHKBT ¢ IpUMEPH Ha B3aUMOJACHCTBHUS OT THIIA JIEKapCTBO-JIeKapcTBo B Tabnuua 1 mo-nony He e
U3uepraTesieH 1 cIe0BaTeIHO TPsiOBa J]a ce HaIllpaBH CIpaBKa ¢ MPOIyKToBaTa MH(OpMALS Ha
BCUYKH JICKAPCTBEHH MPOIYKTH, KOUTO ce mpuiarat enHoBpemenHo ¢ REZOLSTA, 3a undopmanus,

CBBbp3aHa C IIbTS Ha MeTaOONM3UpaHe, MbTUIATA HA B3aUMOJIEHCTBIE, TOTEHIIMAIHUTE PUCKOBE U
cnennUIHUTE ASHCTBHS, KOUTO TPSAOBA Ja ce MpenprHeMaT 1o OTHOILICHHE Ha €/THOBPEMEHHOTO

MIPUIIOKEHHE.

Tadauna 1 JlekapcTBeHH B3aMMOAeiliCTBHS C IPYTH JEKAPCTBEHHU NMPOJ

KTH U TIPENOPHUYUTECTHH 103U

IIpumepu Ha JieKaAPCTBEHH
MPOAYKTH 110 TePANEBTHIHHI

Tpynu

JlekapcTBeHO B3auMo/ieiicTBUe

IIpenopbKU 0THOCHO
€/THOBPEMEHHO MPUJIOKEHHEe

HIV AHTUPETPOBUPYCHHU CPEJCTBA

Humezpasnu unxubumopu

Jonyrerpasup B®3 ocHOBa Ha TeopeTUYHU REZOLSTA u nonyterpaBup
CBhOOpaXEHUsI HEe Ce OUaKBa MOXe J1a ce M3I0JI3BaT 0e3
JIOJyTerpaBHp Ja MOBIUsE ajJlaniTUpaHe Ha Jlo3ara.
(hapMaKOKMHETHKATa Ha
REZOLSTA.

Panrerpasup Hsixon kxnmuHUYHN TPOYyYBaHUS ITonacTosimem epexThT Ha

MOKa3BaT, Y€ PaJITErpaBUp MOXKE
J1a IOBeJie 10 YMEPEHO HaMaJIeHUe
B IIa3MEHATa KOHIICHTpALUs Ha
JlapyHABHD.

panTerpaBup BbPXy IUIa3MEHUTE
KOHICHTPAIMY Ha IapyHABUP HE
M3IIIEeKIA 1A € KIMHUIHO
3naunM; REZOLSTA un
pasTerpaBup MOJKE J1a Ce
U3Moa3Bat Oe3 ajanTHpaHe Ha
Jio3aTa.

Hykneo3uonu unxubumopu na oopamuama mpanckpunmasza (NRTI) na

HIV

JnnaHo3ua
400 mg BeAHBX THEBHO

B®3 ocHOBa Ha TCOPCTUIHU
CT)06pa)K€HI/IH HC CC€ O4YaKBa
MEXaHHUCTHYHO BSaHMO,HefICTBI/Ie.

REZOLSTA u nuaaHo3uH MOXe
Jla ce U3MOI3BaT 0e3 ajanTupaHe
Ha J103aTa.

Koraro nunaHo3uH ce mpuiara
eanoBpemenHo ¢ REZOLSTA,
TUTAHO3WH Ce MpHjiara Ha
Mpa3eH cToMax, KaTo TpsoBa J1a
ce npuioxku 1 yac npeau uiu

2 yaca cief] mpyeMa Ha
REZOLSTA (koiiTo ce mpmiara

C XpaHa).
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Tenodosup nuzonpoxcur™

*IpOyYBAHETO € MIPOBEJECHO C
TEHO(QOBUP TU3OMPOKCHI

¢dbymapar

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
TEHO(OBUP.

(uaxubupane Ha P-rimkonporenn)

REZOLSTA u teHodoBUD
JIM30IPOKCHII MOJXKE J1a ce
M3M0JI3BaT Oe3 afanTHpaHe Ha
J03aTa.

IIpu mpuem na REZOLSTA B
KOMOHHAIHS C TEHO(DOBHP
JM30IPOKCIIT MOXKE /1A €
HE00X0IMMO TIpOCTIeIIBaHe Ha
0p0peunaTa GyHKIH, 0COOCHO
IPH MTAIMEHTH C TOAJIEKAIIO0
CHCTEMHO WIH OBOpEedHO
3a0osBaHe, UM IPH MAHCHTH
npueMally He()POTOKCUYIHU
CpelCTBa.

Emtpunuradbun/reHodoBup

Tenodosup anapenamun <

HpenoquMTenHaTa J103a Ha

anagpenamuy (F/TAF) Tenodosup? (F/TAF) e 200/10 mg Benubx
JTHEBHO, KOTaToO Ce U3I0JI3Ba C
REZOLSTA.

AbakaBup Ilopaau pa3nuuHUTE TBTUINA 32 REZOLSTA moxe na ce

Emtpunuradbun enuMuHupaHne Ha apyrure NRTI npuinara ¢ Te3n NRTI 6e3

JlamuByanH (eMTpHINTAOMH, TAMUBY/IVH, ajlaniTUpaHe Ha J03aTa.

CraByauH CTaBYIWH ¥ 3UIOBYAHH), KOUTO CE

3un0BYyIMH EKCKPeTHpaT MPEeIUMHO Ype3

O0bpOperTe U abakaBUp, YUHTO
MeTaboIN3bM HE € MEAUHPaH OT
CYP, He ce ouakBat
B3aUMO/ICHCTBUS IIPU TE3U
JIEKaPCTBEHHM BEILECTBA U
REZOLSTA.

Henykneo3uonu unxubumopu na 0o,

amnama mpanckpunmasa (NNRTI)

na HIV

Edasupenn

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUs Ce OYaKBa
ehaBupeHI| 1a MOHMKU
[Ta3MEHUTE KOHIICHTPAIlMH Ha
JApyHABHP W/WIHA KOOUIUCTAT.
(mamymupane Ha CYP3A)

EnnoBpeMeHHOTO NpUIOKEHHE
Ha REZOLSTA n eaBupenn ue
ce MpenopbyBa.

Ta3u npenopbKa € pa3IndHa 3a
JapyHaBUp, TOTESHIIMPAH C
putoHaBup. Koncynrupaiire ce ¢
KpaTKara XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 32
noBeue 1o JpoOHOCTH.

ETpaBupun B®3 ocHOBa Ha TeOpETHYHH EnHOBpEeMEHHOTO NPHIIOKEHHUE
CHOOpaXEHUsI Ce 0UaKBa Ha REZOLSTA u eTpaBupuH He
€TPaBUPUH J1a TIOHIKU ce IpenopbyBa.

IUTa3MEHUTE KOHIICHTPAIIUH Ha

JApyHABUP W/WIHA KOOUIUCTAT. Ta3u npenopbKa € pa3invHa 3a

(mamymupane Ha CYP3A) JapyHaBHp, TOTEHIMPAH C
putoHaBup. Koncynrupaiire ce ¢
KpaTKara XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 32
MOBeYe MOIPOOHOCTH.

Hesupanun Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuiioxxeHne

choOpakeHHUs ce OYaKBa
HEBHPAITUH 12 HOHKH
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JlapyHaBHp W/WIIM KOOUIIMCTAT,
(uanyuupane Ha CYP3A). Ouaxsa

Ha REZOLSTA wu HeBupanvH He
ce MpenopbyBa.

Ta3u npenopwka € pa3InyHa 3a
JlapyHaBHp, TIOTEHIIMPAH C

ce REZOLSTA na nosumu putoHaBup. Koncynrupaiite ce ¢
IJIa3MEHUTE KOHIIEHTPAllUH Ha KpaTKaTa XapakTephCTHKa Ha
HEBHPAITHH. IPOIYKTa Ha JapyHaBHp 32
(naxubupane Ha CYP3A) MOBeYe MOIPOOHOCTH.
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PunnuBupun

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na noBuiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
PWIMTUBUPHUH.

(uaxubupane Ha CYP3A)

EnHOBpEeMEHHOTO PHIIOKEHHUE
Ha REZOLSTA u punnusupun
MOXe J1a ce u31oi3Ba 6e3
aJlaniTUpaHe Ha 7103aTa, Thil KaTo
OYaKBaHOTO MOBUILECHHUE B
KOHIEHTPAIIUNTE Ha
PUINMBUPHUH HE CE CUNTA 32
KIMHUYHO 3HAYHMO.

CCRS5 AHTATOHHUCTH

Mapasupok
150 mg aBa MbTH THEBHO

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHNUs ce OYaKBa
REZOLSTA na moBumu
IUTa3MEHUTE KOHIICHTPAIlUH Ha
MapaBUPOK.

(uaxubupane Ha CYP3A)

IIpenopbuntennara q03a
MapaBupok € 150 mg nBa mbTH
JTHEBHO, KOTATO Ce TpHara
ennoBpemMeHHo ¢ REZOLSTA.
3a moBeve nHMOPMAIIHSI BIKTE
KpaTKaTa XapaKTepHCTHKa Ha
IPOAYKTa HA MapPaBHPOK.

ol-AZIPEHOPEHHEIITOPHU AHTATOHUCTHU

Andy3o3uH Bb3 ocHOBa Ha TEOpETUUHU EnHoBpeMeHHOTO NpUIIOKEHUE
ChOOpaXKEHUs, CE OYaKBa Ha REZOLSTA wu andy3o03uH e
REZOLSTA na nosumiu MPOTUBOTIOKA3aHO (BXK.
IJ1a3MEHUTE KOHLIEHTPALUU Ha Touka 4.3).
andy3o3uH.
(CYP3A unxubupane)
AHECTETHUIIN
AndeHTaHmI BB3 ocHOBa Ha TEOPETUIHH ChITBTCTBAIIOTO MPHIIOKEHUE C
choOpakeHNUs ce OYaKBa REZOLSTA Moe 1a HaJoXu
REZOLSTA pna nosumu HaMaJIsiBaHE Ha [103aTa Ha
IJIa3MEHUTE KOHIICHTPAIMA Ha aleHTaHU ¥ U3UCKBA
anpeHTaHNI. MpOCyeIsIBaHe 32 PUCKOBE OT
OPOABIDKUTEIHA WK 3a0aBeHa
pecnuparopHa Aenpecus.
AHTHUAIOMJIHU CPEACTBA
AnyMuHHEB/MarHe3ueB Bb3 ocHOBa Ha TeOpEeTUUHU REZOLSTA u autnanugiu
XUAPOKCU]L ChOOpaXKEHUS HE CE 0YaKBa CpeJlicTBa MOraT Jia ce MmpuiaraTt

Kanmues kapOoHat

MEXaHHUCTHYHO BSaHMOHGﬁCTBHe.

CbIIBTCTBAIIO, 0e3 azanTupaHe
Ha ao3ara.

AHTUCTEHOKAPJHU/AHTUAPUTMUYHHU CPEJICTBA

Juzonupamun B®b3 ocHOBa Ha TeopeTHYHU Koraro Te3u aHTHApUTMHYHH
dnexanHUI CHOOpaXKEHUsI Ce 0UaKBa Cpe/CTBa Ce mpuiiarat
JIunokanH (3a CHCTEMHO REZOLSTA na noBumu ennoBpemMeHHo ¢ REZOLSTA,
MIPUIIOKCHIE) IUTa3MEHUTE KOHIICHTPAIlUH Ha Ce TPernopHYBa MOBUIICHO
MexkcuneTnx Te3W aHTHAPUTMHYHH CPEJICTBA. BHUMAaHHWE U TIPOCIIeIIBaHEe Ha
[Ipomadenon (maxubupane Ha CYP3A n/unun TepaneBTHYHUTE KOHIIEHTPAIIHH,
CYP2D6) aKo € Bb3MOJXKHO.
Awmuonapon EnHOBpEeMEHHOTO NPHIIOKEHHUE
Berpuaun Ha aMUOJIAPOH, OCTIPHIHIL,
Jponenapon JpOHeIapOH, UBaOpaIvH,
WBabpanuu XUHUJIVH WIH PAHOJA3UH U
XuHuAuH REZOLSTA e npoTHUBONOKa3aHO
Panosazun (BX. Touka 4.3).
Jluroxcux Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuntento e

CchoOpakeHHUs ce OYaKBa
REZOLSTA na moBumu
IUIA3MEHUTE KOHICHTPAIMU Ha
JIUTOKCHH.

(naXMOMpane Ha P-rmMKonpoTenH)

MI'bPBOHAYAITHO J]a CE MpHJIara
BB3MOYKHO Hal-HHUCKaTa J103a
JIMTOKCHH TIPH MaIlAEHTH Ha
REZOLSTA. lo3arta Ha
JIUTOKCHH TpsiOBa 1a Obe
BHUMATEITHO TUTPUPAHA JI0
[IOCTUIaHe Ha KEJIaHUs
KIMHWYCH €(PEKT U MPU OLICHKA
Ha OAJIOCTHOTO KIMHUYHO
CBCTOSIHUE Ha MAlEHTA.
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AHTUBUOTHUIIN

Knaputpomuniux

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
KJIAPUTPOMHIIHH /12 TIOBHIIH
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JlapyHaBHp W/WIIM KOOUIHCTAT.
(uaxubupane Ha CYP3A)
Konuenrpanuure Ha
KJIapUTPOMHMIIMH MOXeE Ja Ce
MOBHLIAT IIPH €HOBPEMEHHO
npunoxkenne ¢ REZOLSTA.
(naxubupane Ha CYP3A)

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

[Tpu manuenTn ¢ 660peyHO
yBpexaaHe TpsiOBa aa ce
HaIPaBH CIIPaBKa OTHOCHO
HPEHOPBUUTEIIHATA [103a C
KpaTKata XapaKTepuCTHKa Ha
MPOAYKTA 33 KIIAPUTPOMHILIHH.

AHTUKOATI'YJIAHTH/MHXUBHA

TOPU HA TPOMBOLMWTHATA ATPET'AIIUA

ArnnkcabaH
PuBopokcaban

Bb3 ocHOBa Ha TeopeTHYHU
CHOOpaKEeHUs STHOBPEMEHHOTO
npunoxenrue Ha REZOLSTA ¢
TE3U aHTHKOATYJIaHTH MOXKE J1a
MOBHUIIY KOHIIEHTPALUUTE UM
(uaxuoupane Ha CYP3A n/unu P-
TJIUKOTIPOTEHH)

EnHOBpPEMEHHOTO PHIIOKECHHUE
Ha REZOLSTA ¢ aupekTHH
NEepOPaIHU aHTHKOAryJIaHTH
(DOAC), xowuro ce
merabonusupar ot CYP3A4 u ce
TpaHcropTupar ot P-gp, He ce
NpernopbyBa, Thi KaTto TOBa
MOJKE J]a JOBEJE 10 TIOBHIICH
PHCK OT KbPBEHE.

JlaburaTpan eTekcunaT

nmaburarpan erekcunar (150 mg):

Heo0xoanmo € KIHMHHUYIHO

Enoxcaban TTAapYHABHD/KOOHIMCTAT HaOJroIeHNe W HaMaJsiBaHe Ha
800/150 mg exunuIHa n03a: no3ara, korato DOAC,
nmaburarpan AUC 1 164% TpaHCopTHpaH ot P-gp, HO
naburatpas Cmax T 164% HeMertabom3upan or CYP3A4,

BKJTFOUHMTENIHO Jaburatpan
JApPYHABHMD/KOGHIHCTAT €TEeKCUJIAT U efoKcabaH, ce
800/150 mg BeTHBK THEBHO: Ipujiara €IHOBpEMEHHO C
naburarpas AUC 1 88% REZOLSTA.
naburatpal Cmax T 99%

Tukarpenop Bb3 0CHOBA HA TEOPETHYHH ChIbTCTBAIIO PUIOKEHHE HA
CLOOPaKEHHs! €JHOBPEMEHHOTO REZOLSTA c tukarpesop e
npusoxenne Ha REZOLSTA ¢ MPOTHBOTOKA3AHO (BXK.
THKArpesiop MO J1a TIOBHIIN TOUKa 4.3).

KOHIIEHTPAI[MHUTE HA TUKArPEIOp.
(maxubupane Ha CYP3A w/umu P-
TJIMKOTIPOTEHH )

Kronunorpen B3 0CHOBA HA TEOPETHUHH EHOBpPEMEHHOTO TIPUIIOKEHHUE
CHOOpAKEHHs, EHOBPEMEHHOTO Ha REZOLSTA u knonmziorpen
HpUIIOKEHHE HA REZOLSTA ¢ He ce npenopsbusa. [Ipenopsusa
KJIONHUIOTPEJI CE 0YaKBa Ja ce ynorpeda Ha Apyru
OHIKH MIa3MeHaTa WHXUOUTOPH HA TPOMOOIIUTHATA
KOHIIEHTPAIMS HA AKTHBHHU arperanus, KOHTO He C€
MeTaGoNT Ha KIOMHAOTpel, noenusBat ot CYP unxubupane
KOETO MOXKe Ja HaMaJl HJTH MHY KIS (Hamp.
AHTUTPOMGOLMTHATA MY npacyrpen) (Bx. Touka 4.3).
AKTHBHOCT.

Bapdapun Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce

crobpakennss REZOLSTA moxe
J1a TIOBJIMsIE TJIa3MEHHUTE
KOHIIEHTpaIny Ha BapdapuH.

MEXYHapOIHOTO
HOPMaJIM3UPAHO CHOTHOLICHHE
(INR) nma ce mpocnensiBa, KOraTo
Bap(hapuH ce KOMOMHHUpA C
REZOLSTA.
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AHTUKOHBYJICAHTH

Kap6amazennn B®b3 ocHOBa Ha TeopeTHYHU EnHOBpEeMEHHOTO PHIIOKEHHUE

®denobapouTan CHOOpaXKEHUsI Ce 0UaKBa TE3U Ha REZOLSTA u te3u

DeHuTONH AQHTUKOHBYJICAHTH J1a TIOHWXKAT AQHTUKOHBYJICAHTH €
IUIa3MEHUTE KOHIIEHTPAIUU Ha MPOTUBOINOKA3aHO (BXK.
JlapyHaBHp W/WIIM KOOUIHCTAT. Touka 4.3).
(uanyunpane Ha CYP3A).

Kionazenam B®b3 ocHOBa Ha TeopeTHYHU [IpenopruBa ce KIMHUYHO
CBHOOPaXKEHUsSI CE 0UaKBa HPOCTIESBAHE, KOTaTO
REZOLSTA na moBumu REZOLSTA ce npuara
KOHIICHTPAIMHUTE Ha KJIOHA3eTaM €THOBPEMEHHO C KJIOHA3€TIaM.
(naxubupane Ha CYP3A)

AHTHUJEINNPECAHTH

Pacturtennn nobaBku Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuiioxxeHne

Xbnrt kaHTapHOH CHOOPAXKEHUSI CE 0UaKBa KBITUAT | HA )KBJIT KAHTAPHOH U
KaHTapHOH Ja TIOHWKH REZOLSTA e npoTuBOIIOKa3aHo
IJIa3MEHUTE KOHLIEHTPALUY Ha (Bx. Touka 4.3).
JlapyHaBHp W/WIIM KOOUIHCTAT.
(uanyuupane Ha CYP3A).

[MTapokceTnn B®b3 ocHOBa Ha TeopeTHYHU AKO Te3M aHTH/ICIIPECAHTH

Ceprpanun CHOOpaXEHUsI Ce 0UaKBa TpsOBa ja ce mpuiarar ¢
REZOLSTA na nosumu REZOLSTA, ce npenops4Ba
IUIA3MEHNTE KOHIIEHTPAIUN Ha KIIMHUYHO TPOCIIEISBaHE U
TE3U aHTHUACIPECAHTH. MOXE J1a CE€ HAJIOXKU aJanTHPaHe
(maxubupane Ha CYP2D6 n/unn Ha J103aTa Ha aHTHICTIPECAHTA.
CYP3A)

IIpenBapurenHu nanau 3a
JapyHABHP, TOTSHIIMPAH C
pUTOHABHP, 00aYe MoKa3BaT
MIOHI)KEHHUE B TUNIA3MEHUTE
KOHIIEHTpALIUU Ha T€3U
aHTUJETIPECaHTH (HEU3BECTEH
MEXaHHU3bM); IOCIESTHUSIT MOXKE J1a
¢ crienu(UyUCH 3a PUTOHABHD.

AMUTPUNTUINH Bb3 ocHOBa Ha TeopeTHYHU
Jlesunpamua CchOOpakeHNUs ce OYaKBa
Nmurnpamua REZOLSTA pna nosumu
Hoprpunrunix IJIa3MEHUTE KOHIICHTPAIMA Ha
Tpazomon TE3W aHTUICTIPECAHTH.
(uaxubupane Ha CYP2D6 n/nnn
CYP3A)
AHTUINABETHHU CPEJICTBA
Metdopmun B®3 ocHOBa Ha TeOpETHYHH [IpenopbuBa ce BHUMATETHO
CHOOpaXKEHUs Ce OYaKBa MPOCIIC/ISIBAHE HA MAIIMEHTUTE U
REZOLSTA na nosuiiu aJjanTUpaHe Ha J03aTa Ha
IUTa3MEHUTE KOHIICHTPAIIUH Ha MET(GOPMHUH TPH MAIUCHTH,
MeTHOPMHUH. kouto mpuematr REZOLSTA.
(naxubupane Ha MATE1)
AHTUEMETHUIA
Jommepunon He e npoyueno. EnnoBpeMeHHOTO npuiioxxeHne
Ha nomnepunon ¢ REZOLSTA e
MTPOTUBOTIOKA3aHO.
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AHTUMHUKOTHIH

Knorpumazon
Di1yKoHa3011
Htpakonason
H3zaBykoHa301
ITocakoHazon

Bopukonason

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na nosumiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3U AHTUMUKOTHUIIH, KAKTO U
IUTa3MEHUTE KOHIICHTPAIIUH Ha
JApyHABHP W/WIHA KOOUITUCTAT
MOJKe J1a C€ TIOBHIIAT IIPH
ynorpeba Ha Te3u aHTUMUKOTHITH.
(maxubupane Ha CYP3A n/unun
naxubupane Ha P-gp)

KonieHTpanuunre Ha BOPUKOHA30JT
MOJKE J1a CE TMOBHIIIAT WIIN
MTOHMKAT TPU €THOBPEMECHHO
npuinoxkenue ¢ REZOLSTA.

[IpenoppuBa ce MOBHUIICHO
BHUMAaHHUE U KIMHUYHO
HaOJIIoAeHHE.

Korato e Heo6xo11mMo
€/IHOBPEMEHHO NPHIIOKEHUE,
JHEBHATA J103a HTPAKOHA3WII HE
TpsiOBa na HagxBBHpIsA 200 mg.

Bopukonaso: He TpsiOBa 1a ce
komOunupa ¢ REZOLSTA,
OCBEH aKo OLICHKaTa Ha
CHOTHOLIEHHETO T10JI33/PUCK HE
OIpaBJae MPHUI0KEHUETO MY.

AHTUIIOJATPO3HU JIEKAPCTBA

Konxumnuna

B®3 ocHOBa Ha TeOpeTHYHH
CchoOpakeHNUs ce OYaKBa
REZOLSTA na moBumu
IUIA3MEHUTE KOHI[EHTPAIMU Ha
KOJIXHUIIMH.

(maxubupane Ha CYP3A w/umu P-
TJIMKOTIPOTEHH )

[IpenopruBa ce HamalsIBaHe Ha
J103aTa Ha KOJIXUIMH HIH
MPEKbCBAHE HA JIEIEHHETO C
KOJIXUIIMH NIPH HAUEHTH C
HOpMajHa ObOpedTHa Ui
yepHOIpOoOHA QYHKIHS, aKo €
HE0O0XO0IMMO TIPHIIOKEHUE Ha
REZOLSTA.

KomOuHamusTa Ha KOJIXUIUH U
REZOLSTA e npoTuBOnokasasa
IPY MAIUEHTH ¢ OBOPEYHO WK
YepHOIPOOHO yBpekIaHe (BiXK.
Touka 4.3).

AHTHUMAJIAPUIHHA CPEJICTBA

Apremerep/nmymedaHTpuH

B®3 ocHOBa Ha TeOpETHYHH
choOpaKkeHHUs ce 0OYaKBa
REZOLSTA na noBumu
IUIA3MEHUTE KOHICHTPAIMU Ha
myMmehaHTPHH.

(maxubupane Ha CYP3A)

KomOunanusra na REZOLSTA
1 apTeMeTep/TymepaHTpruH
MOJKe Ja ce mpuiiara 6e3
aJlafiTUpaHe Ha 703aTa; BCe MaKk
MOopajiy MOBUIIABAHE HA
EKCIO3UIKUATA Ha TyMe(aHTpHH,
KoMOWHanmsATa TpsiOBa 1a ce
M3I0J13Ba C TOBUIIICHO
BHUMAaHHUE.

AHTUMHUKOBAKTEPUAJIHU CPEACTBA

Pudamnunux

B®3 ocHOBa Ha TCOPCTUIHU
CT)06pa)l<€HI/IH C€ O4YaKkBa

pHudamMnuH 1a MOHWXU

IJIa3BMCHUTEC KOHLCHTPAIlUU Ha

JApyHABHP W/WIHA KOOUIUCTAT.

(mamympane Ha CYP3A)

Kom6uHunpanero Ha
pudamnums 1 REZOLSTA e
MPOTUBOINOKA3aHO (BIXK.

Touka 4.3).

15




Pudabyrun
Pudanentnn

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaKEHUS CE€ OYaKBA TE3H
aHTHUMUKOOAKTEPHATHU CPEICTBA
J1a MMOHMXAT IIa3MEHHTE
KOHIICHTPAIIUH Ha TapyHABHP
/WU KOOUIIUCTAT.

(mamymupane Ha CYP3A)

He ce npenopbusa
€/IHOBPEMEHHOTO IPHJIOKECHHUE
Ha REZOLSTA c pudaOytun u
pudaneHTiH. AKO €
HE00X0AMMO KOMOWHHUPAHETO
UM, TIPENOPHYHNTEIIHATA J1032 HA
pudadytus e 150 mg Tpu mbTH
CEIMUYHO B OTIPEACICHH JHU
(HanpuMep MOHEIETHUK-CPAa-
reTbK). [IpenoppuBa ce mo-
CTPHUKTHO MPOCIIEASBAHE 32
CBBp3aHU ¢ puhadyTHH
HEXeJIaH! peaKiny,
BKJIFOYMTEIIHO HEYTPOIICHUS U
YBEUT, IOPaaH OYaKBaHO
MOBUIIABAHE HA EKCIIO3UIUATA
Ha pu¢adytun. He e npoyueHo
JON'BJIHUTEJIHO MOHM)KaBaHE Ha
no3ara Ha pudadytun. TpsoBa
Jla ce MMa IpesIBUI, 4e IpHUeM
JIBa TbTH CEIMUYHO HA /1034 OT
150 mg Moke 1a He OCUrypH
ONITHMAaJIHA €KCITO3UINS Ha
pudaldyTuH, KOETO BOJH 10 PUCK
OT PE3UCTEHTHOCT KbM
pudaMHITIH 1 HEYCIIEX Ha
nedyenuero. TpsOBa na ce
00bpHE BHUMaHHE Ha
oduMaNHUTE NPENOPHKU 32
TIPAaBIITHO JICUEHHE Ha
TyOepkyno3a npu HIV
MH()EKTUPaHH TTALICHTH.

Ta3u npenopbKa € pa3nTuyHa Ipu
JapyHaBHp, TOTEHIIUPAH C
puronasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKkTephCTHKa Ha
NPOJYKTa Ha JapyHaBHp 32
noBeue 1o JpoOHOCTH.

AHTUHEOIIVIACTUYHU CPEJACTBA

JazaTuano
Hunotuau6
Bunbnactun
Bunkpucrun

EBeponumyc
Hpunorekan

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumm
[UTa3MEHUTE KOHIICHTPAIlUH Ha

TE3U AaHTUHCOIUTACTUYHHU CPEICTBA.

(maxubupane Ha CYP3A)

Konrenrpanuure Ha Te3u
JIEKapCTBEHU MPOAYKTH MOTAT Jia
ce MOBHIIAT [P €AHOBPEMEHHO
npwioxxenne ¢ REZOLSTA,
BOJICIIIO /IO €BEHTYAHO
yBeIMYaBaHEe HA HEXKEIAHUTE
ChONTHS, KOUTO OOMYaiHO ce
CBBP3BAT C TE3H JICKAPCTBEHU
TPOJYKTH.

Heo0xoaumMo € moBUIIECHO
BHUMaHHE TPU KOMOMHUPAHETO
Ha BCSIKO OT T€3HU
AHTHHCOIUTACTUYHU CPEJICTBA C
REZOLSTA.

ChIbTCTBALIO NPUIOKEHHE HA
€BEepOJIMMYC WM UPUHOTEKAH 1
REZOLSTA He ce mpenopbuBa.
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AHTUIICUXOTUIHHW/HEBPOJIEITUIIN

[Mepdenaznn B®3 ocHOBa Ha TeopeTUYHU IIpenopbuBa ce KITMHUYHO
Pucnepunon CHOOpaXEHUsI Ce 0UaKBa IpoclieisBaHe Npu
Tuopunaszun REZOLSTA na nosumu €JHOBPEMEHHO IIPUJIOKEHUE Ha
IJIa3MEHUTE KOHLIEHTPALMY Ha REZOLSTA, nepdenasus,
T€3U HEBPOJICITUIIH. PUCHEPHUIOH WK THOPUJA3HUH.
(uaxubupane Ha CYP3A, 3a Te3u HEeBPOJIENITUIIN Ja Ce
CYP2D6 w/unm Ha P-gp) oOMHUCIT HaMaIIsIBaHE Ha J03aTa
Ha HEBPOJIENTHKA PU
€THOBPEMEHHO MPHIIOKEHHUE C
REZOLSTA.
Jlypaszunon KomMOuHnamusTa Ha Typa3uioH,
IMumosug MUMO3U/, KBEeTHAIUH WU
CepTuHI0a cepruron u REZOLSTA e
Ksernanun NPOTUBOIOKAa3aHa (BXK.
Touka 4.3).

BETA-BJIOKEPU

Kapenunon
Mertomnpoiion
Tumomon

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUS Ce OYaKBa
REZOLSTA na noBumu
IUIA3MEHUTE KOHICHTPAIMU Ha
Te3u OeTa-0JI0KepH.
(naxubupane Ha CYP3A)

[IpenoppuBa ce KITMHUYHO
MPOCIIC/ISIBAHE TIPU
€IHOBPEMCHHO MPHIIOKCHHE Ha
REZOLSTA c 6era-6mokepu u
TpsOBa J1a ce OOMUCIIN TIO-HUCKA
J103a Ha OeTa-0okepa.

BJIOKEPHU HA KAJINUMEBUTE KAHAJIA

AMItounH
Jmntunazem
denoqunun
Hukapaunun
Hudenumnun
Bepanamun

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa
REZOLSTA na moBumu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
Te3U OJIOKEPH Ha KaJIUEBUTE
KaHaJIH.

(uaxubupane Ha CYP3A n/unn
CYP2D6)

IIpenopbuBa ce KIMHUIHO
IpoCIieIIBaHe Ha
TEepaneBTHYHUS €PEKT U
HEXKEJIAHUTE PEAKIINU, KOraTo
TEe3U JIEKapCTBa Ce Mpujiarat
eqnoBpemeHHo ¢ REZOLSTA.
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KOPTUKOCTEPOUIH

Koprukocreponan,
MeTabOoJIM3UpaHH PEIUMHO Ype3
CYP3A (BKJIIOUUTEITHO
OeTameTa3oH, OyAe30HUT,
(IryTHKa30H, MOMETa30H,
NIPEAHU30H, TPUAMIIMHOJIOH).

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na nosumiu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
TE3U KOPTUKOCTEPOHIH.
(uaxubupane Ha CYP3A)

ComprerBamiara ynorpeba Ha
REZOLSTA u
KOPTHKOCTEPOUAN (BCUUKU
OBTHILA HA BbBEXKIAHE), KOUTO
ce Metabosmsupar upe3 CYP3A,
MOJKE J]a YBEITHYH PUCKA OT
pa3BUTHE Ha CUCTEMHH
KOPTUKOCTEPOUIHU €PEKTH,
BKJIFOYHTEITHO CHHIPOM Ha
Cushing n HanOos6pedHa
CyIpeCHsL.

He ce npenopbusa
€/IHOBPEMEHHO NpUJIaraHe ¢
KOPTHKOCTEPOUIN, KOUTO Ce
merabonmsupar upe3 CYP3A,
OCBEH aKO NOTEHIMAIHATA 10132
3a MalMeHTa NPEBUILaBa PUCKa,
B KOWTO ciy4yall MalMeHTUTe
TpsiOBa a ce HaOIrOMaBart 3a
CHCTEMHH KOPTHKOCTEPOUJHA
e(eKTH.

TpsibBa na ce ooMucTH
yrnorpebara Ha aaTEpPHATUBHU
KOPTHKOCTEPOUIH, KOUTO CE
MeTabOoM3UPaT B MO-HUCKA
creneH upe3 CYP3A, nanp.
OeKII0METa30H, 0COOEHO 3a
JIBJITOCPOYHA YIIOTpeda.

JlekcameTa3oH (3a CHCTEMHO
TIPHIIOKEHHE)

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa
JIeKCaMeTa30H (32 CHCTEMHO
MIPHIIOKEHUE) J1a TTIOHKH
IUTa3MEHUTE KOHIICHTPAIlUH Ha
JApyHABHP W/ KOOUIUCTAT.
(unnyuupane Ha CYP3A)

JlekcameTa3oH 3a CUCTEMHO
MIPIJIOKEHUE TPsIOBa 1a ce
M3I0JI3Ba BHUMATEJIHO, KOraTo
ce kombunupa ¢ REZOLSTA.

EHAOTEJIMH-PEHEIITOPHU AHTATOHUCTHU

Bosenran

B®3 ocHOBa Ha TeOpETHYHH
ChOOpakeHUs ce oyakBa 003CHTaH
JIa TIOHIDKY TJIa3MCHUTE
KOHIICHTPAIIUH Ha TapyHABHUP
W/WIU KOOUITUCTAT.

(mamymupane Ha CYP3A)

Ouaxsa ce REZOLSTA na
MOBUIIH [Ia3MEHHUTE
KOHIIEHTpanuy Ha 003eHTaH.

EnqHOBpEMEHHOTO HPUIIOKEHHUE
Ha REZOLSTA c 6o3eHran He ce
npernopbyBa.

(naxubupane Ha CYP3A)
AHTUBUPYCHM CPEJICTBA, JUPEKTHO JEHCTBAIIIM HA BUPYCA HA XEIIATHUT C
(HCV)
NS3-4A unxubumopu
Enbacsup/rpazonpesup BB3 ocHOBa Ha TEOPETUIHH CeIrpTCBaIIaTa yrotpeda Ha

crobpaxenuss REZOLSTA moxe
Jla TIOBUIIY €KCIO3UIIHUATA Ha
rpa3onpeBup.

(OATP1B u CYP3A unxubupane)

REZOLSTA n
eJ10acBUP/TPa3onpeBup €
NPOTUBOINOKAa3aHa (BX.
Touka 4.3).
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I'nexanpesup/nuOpeHTa3BUP

B®b3 ocHOBa Ha TeopeTHYHU
crobpaxkenuss REZOLSTA moxe
Jla TIOBUIIY €KCIIO3UIHATa Ha
rJIeKarnpeBup 1 MUOpeHTa3Bup.
(P-gp, BCRP u/unn OATP1B1/3
nHXHOHpaHe)

He ce npenopbusa
€/IHOBPEMEHHO NpUJIaraHe Ha
REZOLSTA ¢

TJIeKanpeBup/ MMOpPEeHTa3BHD.

HMG Co-A PEAYKTA3ZHU UHXUBUTOPU

ATtopBacTaTuH
dnyBacTaTuH
[IuraBactaTun
IIpaBactatun
PosyBacraTun

JloBacTaTun
CuMmBacTaTHH

Atopsactarus (10 mg BeaHbK
JTHEBHO):

atopBactatia AUC 1 290%
atopBacTaTHH Cmax T 319%
aTtopBacTaTUH Cpin ND

PozyBacratun (10 mg BeaHbK
JIHEBHO):

posyBactatua AUC 1 93%
po3yBacTatuH Cmax T 277%
po3yBacTatuH Cpin ND

B®3 ocHOBa Ha TeopeTHYHH
CchOOpakeHNUs ce OYaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHIICHTPAIUU Ha
(uryBacTaTHH, MNTABACTATHH,
IIpaBacTaTHH, JTOBACTaTUH U
CHMBAaCTaTHH.

(uaxubupane Ha CYP3A n/unn
TpPaHCIOPTA)

CeoprcTBaIIaTa yioTpeda Ha
HMG Co-A penykra3zau
naxubutopu 1 REZOLSTA
MOXeE /1a TIOBHIIIH TNIAa3MEHUTE
KOHIEHTPAIMH Ha
JIMITUIOTIOHM)KABAIIMTE
Cpe/ICTBa, KOETO MOXKE Ja I0Be/Ie
JIO HEXKEJTaHU PEAKIIH KaTO
MUOTATHS.

Korato e Heo6xo11mMo
npunoxenue Ha HMG Co-A
peoyKTa3HH HHXHOUTOPH U
REZOLSTA, ce npenopb4Ba 11a
ce 3all0YHe ¢ Haif-HHUCKaTa 103a
1 BB3XOJSIIO TUTPUPAHE O
JKEJTaHWs KIIMHIYCH e(eKT C
€THOBPEMEHHO IPOCIIesIBaHe Ha
6e3omacHoCTTA.

CeoprcTBamma ynorpebda Ha
REZOLSTA c noBacTaTvH U
CUMBACTaTHH €
MPOTHBOTIOKAa3aHa (BXK.
Touka 4.3).

JIPYTH JUIMHWAOMOIAPULINPAIIIA CPEJICTBA

Jlomuranmy

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa

EAHOBpPEMEHHOTO MPHUIIOKEHHUE €
MPOTHUBOTIOKA3aHO (BXK.

REZOLSTA na moBumu Touka 4.3)
©KCITO3UIINATA Ha JIOMHUTAITH] TIPH
€THOBPEMEHHO MPHIIOKECHNUE.
(naxubupane Ha CYP3A)
H;-PEIIEIITOPHU AHTATOHUCTHU
HumeTuaua B3 ocHOBa Ha REZOLSTA mosxe n1a ce
damMoTHIUH TEOPETHYHUCHOOPAKECHUS HE CC npwiara B komOuHarms ¢ H2-
Huzatuaux 0YaKBa MEXaHUCTHUYHO pelenTOpHU aHTATOHUCTH 0e3
Panutuaux B3aHUMO/ICHCTBHE. aJlanTHpaHe Ha J103aTa.
HUMYHOCYIIPECOPH
Huknocnopun Bb3 ocHOBa Ha TeOpEeTUUHU B cnyuait Ha eTHOBpEMEHHO
Cuposumyc choOpakeHHUs ce OYaKBa MIPIJIOJKEHUE TPsIOBa 1a OblIe
Takpomumyc REZOLSTA na moBumu MIPOBEKIAHO TEPATIEBTUIHO
IJIa3MEHUTE KOHIICHTPAIMA Ha JIEKapCTBEHO MOHUTOPHpAHE HA
T€3W IMYHOCYTIPECOPH. UMYHOCYTIpecopa.
(maxubupane Ha CYP3A)
EBeponumyc CeoprcTBama ynorpebda Ha

eseponumyc u REZOLSTA ne
ce IpenopbryBa.
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NHXAJIATOPHHU BETA ATOHUCTH

Canmerepon

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na noBuiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
CaJIMETepoIL.

(uaxubupane Ha CYP3A)

CorbpTeTBala ynorpeda Ha
canmetepon u REZOLSTA He ce
npenopbuBa. KomOunanusta
MOXe€ J1a JIOBEIE 10 [TOBUIIIEH
PHCK OT ChPJEYHO-CHJIOBO
HEXXeJIaHO ChbOUTHE CBBP3aHO
CBC CalIMETePOJl, BKIIIOUYUTEITHO
ynbokaBane Ha QT-uHTepBana,
MAJIUTALMN U CHHYCOBa
TaxXUKaPAHSL.

HAPKOTHYHU AHAJITETUIW/JIEYHEHUE HA OITMONJHA 3ABUCHUMOCT

Bynpenopdun/Hamokcon BB3 ocHOBa Ha TEOPETUIHH Moske na He € He00X0TUMO
crobpakennss REZOLSTA moxe KOpHUTHpaHe Ha J103aTa
Jla TIOBHIIIN TUTA3MECHUTE OympeHopduH, KOTaTo Cce
KOHIICHTpAIlUU Ha OymnpeHopduH npuiiara eJHOBPEMEHHO C
u/vnu HopOynpeHophuH. REZOLSTA, HoO ce npenopbuBa
BHUMATEIHO KIIMHUYHO
HaOJFO/ICHUE 32 MIPU3HAIY Ha
OMUOMTHA TOKCHYHOCT.
Meranon Bb3 ocHOBa Ha TeopeTHYHU Koraro ce 3anousa
crobpakennss REZOLSTA moxe €THOBPEMEHHO TPHIIOKEHHUE C
J1a TIOBHUIIHN IUIA3MEHUTE REZOLSTA, He ce n3ucksa
KOHIIEHTPAIIMH HAa METaI0H. KOpWUTHpaHe Ha Jj03aTa Ha
METaJIOoH.
[Ipu gapyHaBup, IOTCHIUPAH C [IpenoppuBa ce KITMHUYHO
PUTOHABHP, CE HAOJIOIaBa JICKO NpPOCIe/IIBaHE, Thil KATO
MTOHUKABAHE HA TIA3MECHUTE MOJIBPKAIIOTO JICYCHUE TIPU
KOHIICHTPAI[UH HA METaI0H. HSKOW MAIIMEHTH MOJXKE J1a
Koncynrtupaiite ce ¢ kpaTkata W3UCKBA KOPCKITHSL.
XapaKTePUCTHKA Ha MPOIYKTa Ha
ApyHaBHD 3a MOBEYE
OIPOOHOCTH.
deHTaHUI Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce KIMHUYHO
OKCHKOJIOH crobpakennss REZOLSTA moxe MpocyensBaHe Mpu
Tpamazmon Jla YBEJIMYH TUTa3MEHUTE €HOBPEMEHHO TIPIIIOKCHHUE Ha

KOHIIGHTPALMH Ha Te3H
AQHAJTeTHIIH.

(uaxubupane Ha CYP2D6 n/nnn
CYP3A)

REZOLSTA c Te3u aHaJIreTHLIN.

ECTPOT'EH-BABUPAHU KOHTPALEIITUBU

JpocnupenoH (3 mg BeIHBK
JTHEBHO)

Eturnnecrpanwon (0,02 mg
BEIIHBX JTHEBHO)

Hoperunapon

npocnupenoH AUC 1 58%
npoctpeHOH Crax T 15%
npoctiapeHOH Cin ND

erunmitectpannosr AUC 4 30%
etnannecTpagnon Comax ¥ 14%
etuHMIeCTPanuoN Cnin ND

B53 ocHOBa Ha TeOpeTHYHU
crobpakennss REZOLSTA moxe
J1a TIOBIIHSIC [UIa3MEHHTE
KOHIIGHTPALIMH Ha HOPETHHIPOH.
(uaxubupane Ha CYP3A,
nunyuupane Ha UGT/SULT)

[IpenopbuBat ce anTepHATHBHH
WU JTOTBIHATCITHU
KOHTpPAIICITUBHI MEPKH, KOTaTO
KOHTpaIIeNITHBY Ha 0a3aTa Ha
€CTPOTEHH Ce IpuiiaraT
enaoBpemeHHo ¢ REZOLSTA.
[TanpeHTKHTE, N3MTOT3BAIIH
€CTPOTEeHH KaTo
XOPMOHO3aMECTHTEITHA TePaIIus,
TpsiOBa J1a ce mpociieAsIBarT
KIIMHUYHO 3a MpU3Haln Ha
€CTPOTCHOB JICUIIHT.

Koraro REZOLSTA ce npunara
€IHOBPEMCHHO C MPOIYKTH,
ChIbPKALIHN JPOCIUPECHOH, CE
MPernopbUBa KIMHUIHO
MPOCIIeASIBaHE TIOPATH
MOTSHITHAN 33 XUIIEPKATHSMHSL.
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OIMMOUHU AHTATOHUCTH

Hamnokceron

He e mpoyueHo.

EnHoBpeMeHHOTO NpUIIOKEHUE
Ha REZOLSTA u HallOKcerous e
MPOTUBOTIOKA3aHO.

NHXUBUTOPHU HA ®OCPOIMNECTEPA3A THII 5 (PDE-5)

3a JieueHne Ha epeKTUIIHA

JUCHYHKIUS
Cunnenadun
Tananadun
Bapaenadun

ABaHaduin

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
te3u PDE-5 uaxuburopwu.
(maxubupane Ha CYP3A)

CeoprATBaIIa ynoTpeda Ha
uaxuburopu Ha PDE-5 3a
JICUCHHE HAa EPEKTHIIHA
muchynkius ¢ REZOLSTA
TpsIOBa J1a Ce U3BBPINBA C
MIOBHIIICHO BHUMaHHE. AKO UMa
MOKA3aHUs 32 ChII'BTCTBAIIO
npmnoxenne Ha REZOLSTA
cbe cunaeHad i, BapaeHaduI
WK Tajana I, IperopbraBa ce
cunjeHadu J1a 0b/e B
€ANHNYHA 103a, HCHAJAXBbPJIdla
25 mg 3a 48 vaca, BapaeHa(II
na ObJie B €JUHUYHA 1034,
HEHaIXBBpIAIA 2,5 mg 3a

72 4daca, a Taganagun 1a Op1e B
eIMHUYHA 1032, HCHAIXBBPIIAIIa
10 mg 3a 72 yvaca.

KomMOunamusTa ot aBaHaQmI u
REZOLSTA e npoTHBOIIOKa3aHa
(Bk. TOuka 4.3).

3a sieuenue Ha OenopoOHa

apTepHaIHa XUIEPTOHUS
Cunnenadun
Tamanadun

B®3 ocHOBa Ha TeopeTUYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na noBumu
IJ1a3MEHUTE KOHLIEHTPALUU Ha
te3u PDE-5 uaxuburopu.
(uaxubupane Ha CYP3A)

He ¢ ycranoBeHa Oe3omacHa u
e(eKTHBHA 71032 CIIACHADII 32
JeyeHue Ha OenoapobHa
apTepUaHa XUTICPTOHUS,
MPUIOKEHA STHOBPEMEHHO C
REZOLSTA. CsuectByBa
MOBUILICH NOTESHIMAT 32
HEXEJIaHW ChOUTHSI, CBbP3aHU
ChC CHIACHAQ U (BKITFOUUTEITHO
3PUTEIHH CMYILICHHUS,
XHUIIOTOHUSI, YIBIDKSHA SPEKIIUS
Y CHHKOIT). 3aTOBa
€JIHOBPEMECHHOTO PUIIOKEHHE
Ha REZOLSTA wu cunnenadwi,
M3I0JI3BaH 3a JICUCHUE Ha
6enoapoOHa apTepualiHa
XHUMEPTOHHUS, €
MPOTUBOIMOKA3aHO (BIXK.

TouKa 4.3).

EnnOBpeMEHHOTO PHITOKEHHE
Ha Tajagadu 3a JedeHne Ha
OermopoOHa XUITEPTOHUS C
REZOLSTA He ce npenopbuBa.

NHXUBUTOPHU HA MTPOTOHHATA ITOMITA

Jlexcnan3onpaszon B®3 ocHOBa Ha REZOLSTA moxe na ce
E3omemnpason TEOPETHYHUCHOOPAXKEHHsSI HE ce Ipunara €JHOBPEMHHO C
Jlan3omnpazon 04YaKBa MEXaHUCTUYHO MHXUOMTOPH Ha ITPOTOHHATA
Omenpazon B3auMo/IeiicTBYE. nommna 6e3 KOpurupaHe Ha
ITanTomnpazon Jlo3ata.

PaGemnpazon
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CEJATUBHU/CBbHOTBOPHU CPEJACTBA

Bycnupon

Knopasenar

Jnazenam

Ecrazonam

®dnypazenam

Mupazonam (3a mapeHTepaIHo
TIPHIIOKEHHE)

3onmuaeM

Mupa3zosam (3a nepopaHo
TIPUIIOKEHHUE)
Tpuazonam

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3U CeaTHBHU/ChHOTBOPHH
cpencTBa.

(maxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
mpociensBaHe npu
€JHOBPEMEHHO MPUJIOKEHHE Ha
REZOLSTA c te3u
Ce/IaTUBHH/CHHOTBOPHHU
CpeICTBa U OOMUCIISIHE Ha TO-
HHCKa J103a Ha
CeTaTHBHHUTE/CHHOTBOPHUTE
CpencTBa.

E/HOBPEMEHHOTO HPUIIOKEHHUE
Ha REZOLSTA u napeHTepaiHo
MPWIOKEH MHJIa30JIaM TPsiOBa 1a
CE M3BBPIIBA C TOBUIIICHO
BHUMAaHUE.

Axko REZOLSTA ce mpunara
€/IHOBPEMEHHO C MapeHTEPaTHO
MPUIIOKEH MHUA30J1aM, TOBA
TpsiOBa J1a ce HaIpaBH B
MHTEH3MBHO WU NTOJO0HO
OTZAEJEHHE, KOETO OCHUTYPsIBa
CTPOTO KIMHUYHO TPOCIIEASBAHE
U noaxoAs41mo MEJUIIMHCKO
JICYECHHUE B Cllydail Ha
pecrnupaTopHa IeIpecusl 1/ uin
HPOJBIDKUTENHO CeUpaHe.
TpsibBa 1a ce 0OMHCTH KOPEKIIUS
Ha Ji03aTa Ha MHJa30J1aMm,
0Cc00CHO aKo ce MpuIiara rmoBeye
OT €J[Ha /1032 MU/Ia3071aM.

EHOBPEMEHHOTO HPUIIOKEHHUE
Ha nepopajieH MUa30JiaM WK
tpuazonaMm 1 REZOLSTA e
MPOTHBOIIOKA3aHO (BXK.

Touka 4.3).

JIEYEHUE HA ITPEXXJTEBPEME

HHA EAKYJAIIUA

JlarokceTuH

He e mpoyueno.

EnHoBpeMeHHOTO NpUIIOKEHUE
Ha REZOLSTA ¢ ganokceTuH e
MPOTUBOTIOKA3aHO.

YPOJIOI'NYHU JIEKAPCTBA

®dezoTepoanH
Conugenanux

He e mpoyueno.

Ja ce mpuiara ¢ MoBHUILICHO
BHUMaHnue. [la ce mpocienssa 3a
HEXEIIAHU PeaKIny 1o
OTHOIIICHHE Ha e30TePOIUH U
coymgenanua. Moxe na e
HEOOXOAUMO MOHIKaBaHE Ha
no3ara Ha (e30TepOIrH U
coyeHaIH.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

bpemennoct

He ca nmpoBexxganu afieKkBaTHA U 100pe KOHTPOJIMPAHH ITPOYYBAHMUS C NapyHABUP WA KOOHUIIMCTAT
nipu OpeMeHHM keHu. [IpoyuBaHusATa MPU )KUBOTHH HE MOKA3BAT MIPEKU BpeIHU e(hEeKTH 1O
OTHOIIICHUE Ha OpEMEHHOCTTa, EMOPHUOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKIAHETO U TIOCTHATATHOTO

pasBuTHE (BX. Touka 5.3).

22




Jlewenuero ¢ mapyHaBup/kooumuctar 800/150 mg mo BpeMe Ha OPEeMEHHOCT BOJIU 10 HHUCKA
SKCTIO3UITNS Ha TapyHaBHp (BXK. TOUKa 5.2), KOETO MOXe Aa OBbe CBBP3aHO C TIOBHUIIICH PUCK OT
HEYCIIeX Ha JICYCHUETO U TIOBUIIICH PUCK OT npeaaBane Ha HIV Ha netero. [Topaau ToBa Ta3u
KOMOWHAIMs He TpsAOBa Jla ce 3aroyuBa 1o BpeMe Ha OPEMEHHOCT, a )KeHH, 3a0pEMEHEIH 110 BpeMe Ha
tepamust ¢ REZOLSTA, tpsiOBa 1a mpeMHHAT Ha aJITCpHATHBHA CXeMa Ha jedeHue (BXK. TOUKU 4.2 1
4.4).

Kspmene

He e u3BecTHO nanu napyHaBup WINM KOOHIKCTAT CE EKCKPETUpaT B KbpMaTa. [IpoyuBanus npu
IUTHXOBE MTOKA3BarT, Y€ JapyHaBUP C€ eKCKPETHPa B MIIIKOTO 1 Iipu BHcokH HuBa (1 000 mg/kg
JHEBHO) BOJY 10 TOKCHYHOCT B TOTOMCTBOTO. [IpoyuBaHus pu »KMBOTHHU IIOKAa3BaT, 4e KOOUIKCTAT
Ce EKCKpeTHpa B MISIKOTO.

[Mopanu moTeHIMAaNa OT HEXENaH! PeaKIuu MPH KbpMaveTa, )KeHUTe TpsOBa Ja Obaar
WHCTPYKTHPAHU J1a He KbpMsIT, ako mpuematr REZOLSTA.

3a na ce uzberne npenasane Ha HIV Ha kppMauero, ce npenopbusa xenu, napexrupanu ¢ HIV, na ne
KBbPMAT.

DepTUInuTeT

Hsma nannu npu xopa 3a edexra Ha JapyHaBUp WM KOOUIUCTAT BHpXY Qeprunurera. He ce
HabronaBa eekT BbpXy Un(TocBaHeTO WK (PEPTUIIMTETA IPH KUBOTHHU (BXK. Touka 5.3). B3 ocHOBa
Ha IPOYYBAaHUS IIPU JKUBOTHHU HE C€ 04aKBa e(eKT BbPXY YN(PTOCBAHETO MU (DEPTHINTETA C
REZOLSTA.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padora ¢ MAIINHA

REZOLSTA moxe fa nmoBnusie B Majika CTEIIeH CIIOCOOHOCTTA 3a Io¢pupaHe U paboTa ¢ MaIIuHHU.
[Ipu HiAKOM MALMEHTH, YUUTO JIe4YeOHN CXEMH BKJIIOYBAT AapyHABUP, IPUIaraH CbBMECTHO C
KOOHMIUCTAT, ce ChOOIaBa 3a 3aMasiHOCT U TOBA TPSOBA J]a ce MMa MPENIBUJI, KOTaTo ce MpeIeHsBa
CIIOCOOHOCTTA Ha MalyeHTa Jaa modupa Wid 1a paboTH ¢ MaITUHHU.

4.8 Hexenanu JexkapcTBEeHH peakKINU

O060061eHMEe Ha npodwiia Ha OE30IIaCHOCT

O6muaT mpodun Ha 6e3omacHocT Ha REZOLSTA ce ocHOBaBa Ha HATMIHUTE NaHHU OT KIIMHAUYHU
MPOYYBaHUS C JAPYHABHUP, MOTCHIIMPAH ¢ KOOMIIUCTAT WM PUTOHABUDP, C KOOUIUCTAT U OT
MOCTMaPKETHHTOBUTE JaHHU 3a JapyHaBUP/PUTOHABHP.

Toit kato REZOLSTA chabpika qapyHaBup U KOOHIIMCTAT, MOYKE J]a C€ OYaKBaT HEIKEJIAHU PEAKIIMH,
CBBP3aHHU C BCAKO €THO OT BEIIecTBaTa.

Haif-gyectute HE)KeIaHU peaKIuy, CHOOMEHN B COOpHUTE NaHHU OT npoyuBane GS-US-216-130

¢aza Il u B pamoro ¢ REZOLSTA B npoyusane TMC114FD2HTX3001 ¢aza III, ca quapus (23%),
razgere (17%), oopus (13%) u rmaBobonme (10%). Cepro3Hu He:KENAaHN PEaKIUU ca OWIIH 3axapeH
IrabeT, (JIeKapCTBEHA) CBPbXUYBCTBUTEITHOCT, BB3MAJIUTENICH CUHAPOM IPH UMYHHO Bbh3CTaHOBSBAaHE,
o0puB, cunapoM Ha Stevens-Johnson u noBpwiane. Bcuuku Te3u cepruo3HN HEXeNaH! JIEKapCTBEHH
peaxiuu ca HabmogaBanu nipu eavH (0,1%) mamuenT, ¢ m3kroveHue Ha 00puB mpu 4 (0,6%)
MAI[UCHTH.

Haii-yecture HeXxenaHH peakuuu, C’LO6H.I€HI/I B X0/Jia Ha mporpamMarta 3a KIIMHUYHO pa3pa60TBaHe Ha

JlapyHaBUP/PUTOHABHP U KaTO CIIOHTAHHH CHOOILCHNUS, ca AUapus, TajeHe, OOpHB, r1aBoOOINe U
noBpblIane. Hali-uecTuTe cepruo3HU peakiym ca ocTpa ObOpevHa HeJOCTaATHUHOCT, HH(PAPKT Ha
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MHOKap/a, B3MaIUTENeH CHHAPOM IIPH IMYHHO BH3CTaHOBSBAaHE, TPOMOOIIUTOIIEHHS, OCTEOHEKPO3a,
Iuapys, XeMaTUT U THPEKCHUSI.

B ananu3 na cenmuna 96 npopurbt Ha Ge3omacHoCT Ha AapyHaBup/putonasup 800/100 mg BeaHbx
JTHEBHO, IIPUJIATaHK TP HEJICKYBaHMU JI0ceTra MalMeHTH, € oJ00eH Ha TO3H, KOMTOo ce HalJtoaaBa npu
napyHaBup/putonasup 600/100 mg aBa mbTH JHEBHO, IPUIIAraHM [IPH JICKYBaHU IPEIH TOBA
NalMeHTH, C U3KIII0UEHUE Ha TaIEHETO, KOETO ce HaO0AaBa M0-4eCTO MPH HEJICKYBaHH MAlUCHTH.
l'aneneTo mpeMnHaBa C JeKa HHTEH3WBHOCT.

Tabauia ¢hC CIUCHK HA HEXKEIAHU PpCaKIInn

Hexenanute peakiuu ca n3dpoenu 1mo cuctemo-opranau kiaacoe (COK) u kaTeropus mo 4ecTora B
Tabnuiia 2. BsB Besika KaTeropusi Mo 4ecToTa HeXEIaHUTE JICKAPCTBEHH Peakiuy ce U30pOsBaT B
HU3XOJIAIL PeJ] M0 OTHOIICHHUE HA TIXHATA CEPHO3HOCT. B 3aBUCMMOCT OT KaTeropusTa 1o 4ecToTa,
PEaKIMUTE ca OMPEISICHN KaKTo ciaenBa: MHOro yectu (> 1/10), yectu (= 1/100 no < 1/10), HeuecTH
(= 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000) 1 ¢c HeH3BeCcTHA YeCcTOTA (OT HATUUHUTE
JTAHHU HE MOXe J1a ObJic HAPaBeHa OICHKA).

Tab6auna 2 HekesaHu peakuuH ¢ JapyHABUP/KOOUIUCTAT MPU BH3PACTHH NAIUEHTH

Cucremo-opraden kiac no MedDRA Hexesnana peakuust
Kateropus no yecrora

Hapywenus na umynnama cucmema

YECTH (mexapcTBeHa) CBPBXUIYBCTBUTEITHOCT
HEYECTH BB3NATUTEIICH CHHPOM MIPU UIMYHHO
BBH3CTAHOBSIBAHE

Hapywenus na memabonusma u xpanenemo

YECTH AHOPEKCHS, XUIIEPXOIECTEPOIEMUSI,
XUTEPTPUTITALIEPUIEMHUS

HCYCCTHU 3axapcH ILI/Ia6CT, JAUCIIUIINACMUSI,
XUIMNCPIIIMKCMUSA, XUTICPIIUTTUACMUS

Hcuxuunu napywenus

YCCTH APKHU CHbHHIIIA

Hapywenus na nepsnama cucmema

MHOT'O YECTH | rmaBoGomme

Cmomawno-upesHu HapyueHus

MHOTO YECTH JIuapus, TajeHe

YECTH MOBPBIIIaHE, KOpEMHa 00JTKa, pa3lyBaHe Ha

Kopema, AHUCIencHs, (haaTyIeHus

HEUECTH OCTBP MAaHKPEATHUT, IOBUIIICHA TAHKPEACHU
E€H3UMH

Xenamobunuapnu napywenus

JecTH MOBUILICHU YEPHOAPOOHU CH3UMH

HEYECTH XenaTuT*, MUTOJUTHYEH XenaTuT*

Hapywenus na xoosxcama u nookoxcHama mokam

MHOTO YECTH 00pYB (BKIIFOUUTEITHO MaKyJIapeH,

MaKyJIonamnyjiapeH, nanyiapeH, CpUTEMEH,
ChpOsiIL 00PUB, FeHEpATU3UPaH 0OPUB U
aJeprUdcH ICPMaTHT)
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YecTH MIPYPUTYC

HEYeCTH cunapom Ha Stevens Johnson”, anrnoenem,
ypTUKApUs
penKu JICKaPCTBEHA PEaKIIUs C €O3MHOPUINA 1

CHCTEMHHU CHUMITOMH*

C HCU3BCCTHA YE€CTOTa TOKCHUYHA €uacpMaiHa Heronma*, ocTpa
TrCHCpaJin3rupaHa CK3aHTCMHA HYCTy.]'IO3a*

HapymeHwZ HA MYCKYJIHO-CKeJlemHuama cucmema u CbeOUHUMETIHAMA MbKAH

4ecTH MUAITHS

HEYECTH OCTeOHEeKpo3a™

Hapywenus na 6v0peyume u nuxounume nomuuya

peIKH | kpucTanda Hegponarus*®
Hapywenus na 6v3npouzsodumennama cucmema u 2bpoama

HEYCCTH | rurexomactus*

Obwu HapywieHus u eghexmu HA MACMOMO HA NPUTIOJCEHUE

4eCTH | ymopa, acrenns

H3zcnedsanus

4ecTH | moBHIIICH KpeaTHHUH B KPHBTA

*
Te3u HexxenaHu JICKApCTBCHU pCaKIU HE Ca CBOGH.[CHI/I OT OITUT NPU KIIMHUYHU IIPOYYBaHUS C

JIapyHaBUP/KOOULIUCTAT, HO ca 3a0elIs3aHU [IPH JICUCHHE C JapyHABUP/PUTOHABUP M MOJXKE CBIIO 1a C€ OYAKBAT IPH
JICUCHHE C AapyHaBUP/KOOMLIUCTAT.

Koraro ce B3eMaT npenBu/ U JaHHUTE OT KIMHUYHOTO n3nurBane DRV/COBIl/emtpururabun/TenohoBup

anadeHamun, cuuapom Ha Stevens-Johnson Bb3HuKBa psiako (pu 1 oT 2 551 yyacTHHIN), KOETO CHOTBETCTBA Ha
nporpaMaTa Ha KIMHHYHOTO u3nutBaHe DRV/rtv (Bx. ,, Texku KOXHH peakuun B Touka 4.4)

HEXKEJIaHa Peakius, yCTaHOBEHa B IOCTMAPKETUHIOBH ycioBusl. Criope]] ykazaHUsITa OTHOCHO KparkaTa
XapaKTepHCTHKa Ha MpoAyKTa (n3manue 2, M. centeMBpH 2009 r.) decToTaTa Ha Ta3u HEXEJNaHa PEaKIus B
[IOCTMApKETUHIOBH yCIOBUS € OIIpeieIcHa ¢ U3I0I3BaHe Ha ,,[IpaBunoTo Ha 3.

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH

Obpus

B npoBesennTe KIMHUYHY IPOYYBAHUS C apyHABHP/PUTOHABHP U IapyHABUP/KOOHIHICTAT OOPUBHTE
ca MPEeIUMHO JIEKH IO YMEPEHH, YeCTO Ce MOsBSBAT MPe3 IbPBUTE 4 CEAMUIH OT JICUCHUETO U
M34e3Bar C MpOoAbIKaBaHEe MpHUeMa Ha JIeKapcTBOTO (BK. Touka 4.4). B cOopHuTE JaHHU OT pOyYBaHe
¢ €IHO pamo, uscieasaio gapyHasup 800 mg BeIHBXK JHEBHO B KOMOHWHAINA ¢ KoourucTar 150 mg
BEJAHBXK JHEBHO U IPYTU aHTUPETPOBUPYCHH CPEACTBA, U €IHO PaMO B KJIMHUYHO U3MHUTBAHE, IPU
koeto ca npuinarann REZOLSTA 800/150 mg BegHbX JHEBHO U APYTH aHTUPETPOBUPYCHU CPECTBA,
ce ycTaHoBsBa, ue 1,9% OT marnueHTrTe ca NpeKbCHAIN JICYCHUETO MTOpand OOPUB.

Memaborumnu napamempu
ITo BpeMe Ha aHTUPETPOBUPYCHA Tepamus MOKE Ja HACTHIIM YBEJTMYaBaHEe Ha TErJIOTO M HA HUBATa Ha
JTUTIAAUTE U TIII0KO03aTa B KPBBTA (BXK. TOUKA 4.4).

Hapywenus na myckyano-ckenemnama cucmema

YBenmnuena kpeatuH Gocdokunaza (CPK), Muanrus, MHO3HT U psIIKO pabJoMHUONIN3a ce ChOOIaBaT
npu yrnorpedara Ha HIV npoTeaznn ”HXHOUTOPH, 0COOEHO B KOMOMHAIIHS C HYKJICO3UIHU
MHXHOUTOPH Ha oOpaTHaTa TPaHCKPHIITA3a.

Cro01maBa ce 3a ciy4yad Ha OCTEOHEKP03a, 0COOEHO TPH MAIMEeHTH ¢ OOIONPHETH PUCKOBU (PaKTOPH,

Harpeanano HIV 3a0onsBane wiy NpoJbDKUTENTHO MPUIOKEHNE HA KOMOMHUpaHa
antuperpoBupycHa tepamnus (CART). YUectoraTta e Hem3BecTHa (BXK. ToUka 4.4).
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Bwsnanumenen cunopom npu UMyHHO 8b3CMAHO8ABAHE

IIpu maruenTy, nHGEKTHpaHy ¢ Bupyca Ha HIV, ¢ Texkka IMyHHa HEOCTATHIHOCT, B MOMEHTA Ha
3armo4BaHe Ha KoMOWHUpaHa anTuperpoupycHa Tepanus (CART), Moxe /1a Bb3HUKHE Bh3MATUTEIIHA
peaknus KbM aCUMITTOMHU WK PE3UTyalTHU ONOPTIOHUCTUYHH MH(peknuu. ChoOIaBa ce ChIIo 3a
pa3BUTHE Ha aBTOMMYHHH HapyIIeHus (kaTo 6ojecT Ha Graves U aBTOMMYHEH XeTaTHT); obade
BPEMETO /10 HACTHIIBAHETO UM, KOETO C€ ChOOIIaBa, € MO-MMPOMEHINBO M T€3H CHOUTHS MOXKeE J1a ce
CJIy4aT MHOTO MECEIH CJIe]l 3alI0YBaHe Ha JICUCHUETO (BXK. ToUKa 4.4).

Kwvpsene npu nayuenmu ¢ xemopunus
Hma cho0OmeHns 3a yBelnu4eHO CIOHTAaHHO KbPBEHE MPH MAlMEHTH, CTPAAaId OT XeMO(HIH, KOUTO
NOJTy4aBaT aHTUPETPOBUPYCHH NPOTEA3HN HHXUOUTOPH (BK. TOUKa 4.4).

Tonusicenue na uzuUCIEHUs KDEAMUHUHOG KIIUPBHC

YcTaHOBEHO €, 4e KOOWIIMCTAT MOHKABA N3YHUCICHUS KPEaTHHUHOB KIIUPBHC B PE3YNITaT Ha
MHXHUOUpaHe Ha TyOyJiHaTa CeKpelysl Ha KpeaTuHruHa. [IOBUIIEHUETO Ha CepYMHUS KPEaTHHUH B
pe3ynTaT Ha uHXuOuparus eeKT Ha KOOUIMCTaT OOMKHOBEHO He Haapumasa 0,4 mg/dl.

EdexThT Ha KOOUTIMCTAT BBPXY CEPYMHHS KPEaTHHHH € U3CieBaH B mpoyuBaHe (aza I mpu nanmeHTn
¢ HopMmasiHa ObOpeuna ¢yHkims (€GFR > 80 ml/min, n = 12) u jeko 10 yMepeHo ObOpeyHO
yBpexaane (eGFR:50-79 ml/min, n = 18). [IpomsHa B ©3unciieHaTa CKOPOCT Ha TJIOMEPYJIHA
¢unrpanus, nzunciena no Metoga Ha Cockceroft Gault (eGFRcg), cipsimo u3Xx01HOTO HHUBO ce
HaOJIrogaBa B paMKUTE Ha 7 JTHH CJIEH 3aII0YBaHE Ha JICUeHHUETOo ¢ koOuruerat 150 mg mpu
MAIMEHTUTE ¢ HOpMaHa Ob0peuHa pynkus (-9,9 + 13,1 ml/min) u 1exo 10 ymepeHo OBLOpEeYHO
yBpexaane (-11,9 £ 7,0 ml/min). Te3u nonmwkenns Ha eGFRcg ca oOpatumu cien npekpaTsiBaHe Ha
npreMa Ha KOOUIMCTAT U He TIOBIUSBAT JSHCTBUTEIHATA CKOPOCT Ha TIIOMEpPYJTHA (DUITPALHS,
oIIpeziesieHa Ype3 KIMPhHCa Ha JIEKApCTBOTO COHJIA HOXEKCOIL.

B npoyusane ¢a3za Il c exno pamo (GS-US-216-130) ce nabmonaBa namanenue B eGFRcg Ha
ceaMuIia 2, KoeTo octaBa ctabmino no cenmuia 48. Cpemnnara npomsiHa B €GFRcg oT m3xomH0TO
HUBO ¢ —9,6 ml/min Ha ceamuna 2 u —9,6 ml/min Ha cenmuna 48. B pamoto ¢ REZOLSTA B
kinangHO n3nuTBane TMC114FD2HTX3001 ¢asza Il cpennata npomsina Ha eGFRcg oT n3xoaH0
HUBO € -11,1 ml/min Ha ceqmunia 48, a cpennata npomsiaa Ha €GFRcystatin ¢ OT H3XOHO HUBO €
+2,9 ml/min/1,73 m? Ha cegmuna 48.

3a noBeve HHPOPMAIHS BUKTE KpaTKaTa XapaKTEPHCTHKA Ha MPOAYKTA 38 KOOUICTAT.

[lenuarpuyna nonyJanus

be3onacHocTTa Ha JapyHaBUp B KOMOMHAIMS ¢ KOOMLIMCTAT € OLIEHEHA B KIIMHUYHO U3IIUTBaHE
GS-US-216-0128 npu roHOIIM ¢ BUpPYCHA Cynpecus Ha Bb3pacT oT 12 1o noj 18 rogunu ¢ Terio Hail-
maiiko 40 kg (koxopta 1; N = 7), nena Ha Bb3pact ot 6 10 o 12 roanHM ¢ Tero Hail-manko 25 kg no
o 40 kg (koxopra 2; N = 8) u Jielia Ha Bb3pacT > 3 TOAMHHU € TerIo Hai-manko 15 kg mo mox 25 kg
(xoxopra 3; N = 11). Ananu3ute Ha 0€30MaCHOCTTA HA OTPaHUYCH OPOH YJaCTHHUIIM B FOHOIIIECKA
BB3PACT U NeAUATPHUYHH yYaCTHULM Ha Bh3pacT HAal-MaJKo 3 TOAWHH B TOBA MPOYYBaHE HE
yCTaHOBSIBAT HOBH JIJAHHH, CBBbP3aHU ¢ 0€30MIaCHOCTTA B CPAaBHEHUE C U3BECTHUS MPODUIT HA
0e301macHOCT IPY Bh3PACTHU MAIlMEeHTH.

I[DVFI/I CricaIHy MOIyJIalinun

Hayuenmu, xoungexmupanu c supyca na xenamum B u/unu eupyca na xenamum C

Hannyna e orpannuena nagopmanus oTHocHO ynoTpedata Ha REZOLSTA npu nauueHrwy,
KouH(peKTUpaHu ¢ Bupyca Ha xenatut B u/wmu C. Ot 1 968 nekyBaHu npeau TOBA MAIUCHTH,
MoJIy4YaBallly JapyHaBUp, MPUIarad eJHOBpeMeHHO ¢ puToHaBup 600/100 mg nBa nbTH AHEBHO, 236
ca 6unu konHpektupanu ¢ xenatut B wim C. Ilpy konHQEKTUpaHUTE MAIUSHTH UMa MO-ToJisMa
BEPOSTHOCT 32 MOBHUILIABAaHE Ha YEPHOAPOOHHUTE TpaHCAMHUHA3M Ha U3XOIHO HUBO M MO BpeMe Ha
JICYEHUETO, OTKOJIKOTO IPH MAIMEHTUTE 0€3 XpOHUUEH BUPYCEH XemnaTuT (BXK. Touka 4.4).
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Cpo0111aBaHe Ha MOA03UPAHN HEXETAHHN PEAKITHH

Cpo0ImaBaHeTo Ha MOIO3MPAHN HEKEJIAHU PEaKLUH CIIe]] pa3pellaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOAYKT € BaykHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOICHUETO Ha ChOTHOILIEHUETO TOI3a/PUCK 3a
JIeKapCTBEHUS NPOAYKT. OT MEIULIMHCKUTE CIIELUAINCTH C€ U3UCKBA J]a ChOOLIABAT BCSKA
II0JJ03MpaHa HeXelaHa Peakiys Ype3 HallMOHAIHA CUCTEMa 3a ChOOIlaBaHe B

W3neanuTenHa areHnys Mo JeKapcTBaTta

yi. ,,Jlamsia I'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

OmutsT oT ocTpo npeno3upane ¢ REZOLSTA wnu mapyraBup B KOMOWHAIHS ¢ KOOMITUCTAT MPH XOpa
e orpanuyieH. Equmamanan no3u no 3 200 mg gapyHaBup noj opmara Ha IEpOPaIICH pa3TBOP
camocTtosTenHo u A0 1 600 mg gapyHaBup nmox ¢popma Ha TabJIETKU B KOMOMHALMSI C pUTOHABHD, Ca
NpUJIaraHy Ha 37JpaBu JToOpOBOIIM Oe3 T0siBa Ha HEOIArONPUSTHA CHMIITOMATUYIHU €(eKTH.

Hswma cnenmmduden antunor npu npenosupane ¢ REZOLSTA. Jleuennero Ha npeo3upaHeTo ce
CHCTOM OT OOILIH MOJABPKAIIN MEPKH, BKIIOUUTEIIHO NMPOCIEsBaHE HA )KU3HEHUTE IOKA3aTeNN U
HaOJro/IeHNe HAa KIIMHUYHMS CTATyC Ha MalyeHTa.

Tbi KaTO 1apyHaBUP U KOOMLIMCTAT CE CBBP3BAT BbB BUCOKA CTEICH C IUIa3MEHUTE IPOTEHHH, €
MaJIKO BEpOSITHO THANIN3aTa Aa ObJe OT MOJI3a 32 3HAYUTEITHO OTCTPaHsBaHE HA aKTHBHHUTE BEIIIECTBA.
5. DOAPMAKOJIOT'NYHHU CBOUCTBA

5.1 dapmakoaMHAMUYHHU CBOWCTBA

®dapmMakoTepaneBTHUHA TpyIa: AHTUBHPYCHHU CPEJICTBA 3a CUCTEMHO MPUIOKEHNE, aHTUBUPYCHHU
cpenctra 3a jeuenue Ha HIV undexmus, komounanuu, ATC xox: JOSAR14

MexaHu3bM Ha JIEHCTBUE

HapyHaBup npeacTaBisiBa HHXHOUTOP Ha AMMEPU3aLUITA U HA KaTalUTHYHAaTa akTuBHOCT Ha HIV-1
nporeasara (Kp ot 4,5 x 1012M). Toii cenekTuBHO HHXKOUPaA pasleNBaHETO Ha Koaupanute B HIV
Gag-Pol nonunporennu B MHGEKTHPAHUTE C BUPYCa KIETKH, KaTO MO TO3H HAYHMH IPEJOTBPATIBA
o0pa3yBaHeTo Ha 3penu HH)EKINO3HN BUPYCHHU YaCTUIIH.

ITo cBOst MEXaHM3bM Ha JCHCTBHE KOOMIMCTAT MPEACTABIIBA HHXHUOUTOP HA uTOoXpoM P450 ot
noacemeiictBoro CYP3A. Maxubupanero Ha Merabonmusma, Mmeauupad oT CYP3A, ot koOutucrat
MOBHINIABA CHCTEMHATa eKkcrio3uius Ha cyoctpatute Ha CYP3A, kato mapyHaBUp, KOTaTo
OMOHATMYHOCTTA € OTPaHMYEHA U TIOYKUBOTHT € CKbceH nmopaau CYP3A-3aBucuM MeTabOIN3bM.

In vitro AHTHUBHUPYCHA aKTUBHOCT

JlapyHaBup mOKa3Ba akTHBHOCT CpeEITy JabopaTOpHU IMAaMOBE W KITMHUYHH n3ojaTi Ha HIV-1 u
naboparopuu mamose Ha HIV-2 npu octpo nndextupann T-K1eTbUHN TUHUH, YOBEILIKA
MOHOHYKJICAPHH KJIETKH OT nepud)epHa KPbB M YOBEIIKH MOHOIIUTH/MaKpo(daru ¢ MeinaHa Ha
croriHocTUTe Ha epekTrBHA KOoHIEeHTpauus (ECso) B rpanuium ot 1,2 10 8,5 nM (0,7 1o 5,0 ng/ml).
JlapyHaBup noka3Ba aHTUBUPYCHA aKTUBHOCT in vitro cpeily mupok naHen ot HIV-1 nbpBuydHu
u3onaru ot rpyna M (A, B, C, D, E, F, G) u rpyna O, npu croiinoctu Ha ECso o1 < 0,1 1o 4,3 nM.
Tesu croitHoctu Ha ECso ca gocta moa 50% OT KOHUEHTPALMUTE 3a KIEThYHA TOKCUUHOCT B
nuamnaszona ot 87 uM mo > 100 uM.
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KoOumucrat HIMa OTKpHBacMa aHTHBUPYCHA aKTUBHOCT cpenty HIV-1 u He aHTaroHnsmpa
AHTUBHUPYCHHA e(heKT Ha TapyHABUP.

PesuctenTHOCT

In vitro cenexumsTa Ha pe3UCTEHTHU KbM JlapyHaBUp BUpycHu oT AuB Tuil HIV-1 e mpoabmxuTenna
(> 3 roguam). CenekTUpaHUTE BUPYCH HE MOTAT Jia C€ Pa3BUBAT B MPUCHCTBUETO HA TAPYHABUD MPH
koHeHTparuu Hax 400 nM. Bupycure, ceJeKTHpaHu B TE3U YCIIOBHUS U TIOKa3BaIlld HaMaIeHa
YyBCTBUTEITHOCT KbM fmapyHaBup (oT 23 g0 50 mbTH), uMat 2 10 4 aMHHOKHUCETUHHY 3aMECTBAHUS B
npoTea3Hus reH. HamaneHata 9yBCTBUTETHOCT KbM JTApYHABUP HA HOBOIIOSIBUIIM CE BUPYCH B OTHTA
3a CeJIeKIU He MOJKe JIa ce OOSICHHU C T0sIBaTa Ha TE3W MPOTEa3HH MYTAaIUH.

[IpodpwmnsT Ha pesuctenTHocT Ha REZOLSTA ce onpenenst ot napynasup. Kodunucrar He cenektupa
MyTanuy Ha pesucteHTHocT B HIV mopaau nuncata Ha aHTUBHpYCHA akTUBHOCT. [IpodunsT Ha

pesuctenTHocT Ha REZOLSTA ce monkpens ot nBe nmpoyuBanus ¢asa III, mpoBeaenu ¢

JlapyHaBUP/PUTOHABUD IPH JICUCHUE HA NalMeHTH 0e3 mpenmiectsaio jgeucHue (ARTEMIS) u ¢
npemmectsario JedeHre (ODIN) u oT ananm3a Ha 48-ceIMUYHN JaHHU OT IPOYYBaAHE
GS-US-216-130 npu sieueHye Ha MAMEHTH 0e3 MPEIIeCTBAIIO JICYCHHE U ¢ ITPEAIICCTBAIIO JICUCHHUE.

HabmionaBa ce HUCKa cTeneH Ha pa3BuTHe Ha pesuctenteH HIV-1 Bupyc npu nauneHTH, HeJeKyBaHH
nocera ¢ ART, kouto ce nexysar 3a mbpBu 16T ¢ REZOLSTA unu napyHaBup/puToOHaBUD

800/100 mg BeqHbXK qHEBHO B KoMOWHanus ¢ Apyrd ART, 1 pu nanueHTH, JJIeKyBaH! TPEIn TOBA C
ART, 6e3 DRV-RAMs, nonyuasammu REZOLSTA unu napynasup/puronasup 800/100 mg Bemqabx
IHEBHO B KomOuHanus ¢ apyra ART. B tabiuna 3 nmo-noiy ca nokasaHu pa3BUTHETO Ha MyTalllH B
HIV-1 nporea3ata u 3arybara Ha 4yBcTBUTENHOCT KbM HIV mpoTeazHn ”HXUOUTOPH B ClTyyaunTe Ha
BHPYCOJIOTHYEH HeyclleX B KpaitHaTa Touka B poyuBaHus GS-US-216-130, ARTEMIS u ODIN.

Tabauua 3
GS-US-216-130° ARTEMIS® ODIN®
HenexyBanu | JlekyBaHu npean HenexyBann JlexyBanu npenu | JlekyBanu npeau
nocera TOBA MALMEHTH | iocera MAlMeHTH | TOBAa MAIMEHTH | TOBA MALIMEHTH
TaIUEHTH NapyHABUP/KOOU | 1apyHABUP/PUTOH | JAPYHABHP/PUTO | JapYHABUP/PUTO
JapyHaBUp/KOOH nucTaT aBup HABHUP HABHUP
UCTaT 800/150 mg 800/100 mg 800/100 mg 600/100 mg
800/150 mg BeHb)K THEBHO | BeIHDb)K ATHEBHO | BeAHB’K IHEBHO |/[Ba IbTH JIHEBHO
BEIIHBX JTHEBHO N=18 N =343 N =294 N =296
N =295
Bpoii marueHTn ¢ BUPYCOJOTHYEH HEYCIEX U C TeHOTHUITHU JJAHHH, PA3BUIIM MyTallMu® B KpaiiHa Touka, n/N
[IppBHYHK 0/8 1/7 0/43 1/60 0/42
(ocHOBHHM)
MYTaIHH,
CBBP3aHH C
PE3UCTEHTHO
CT KBM
POTEa3HU
WHXHOUTOPH
PI RAMs 2/8 1/7 4/43 7/60 4/42

Bpoii nanmentu ¢
MPOTEAa3HU HHXUOUTOPH KaTO KPacH

BHPYCOJIOTHYEH HEYCIeX U ¢ (PCHOTHITHN JaHHH, COYCIIH 3ary0a Ha TyBCTBHTEITHOCT KbM
€3yJITaT B CPaBHEHHE C U3XO0AHO HUBO', /N

HIV nporeasen

UHXUOUTOP
JapyHaBHD 0/8 0/7 0/39 1/58 0/41
aMIpeHaBHp 0/8 0/7 0/39 1/58 0740
aTa3aHaBHP 0/8 0/7 0/39 2/56 0740
WHIWHABUD 0/8 0/7 0/39 2/57 0/40
JIOTIMHABHP 0/8 0/7 0/39 1/58 0/40
CaKBHHABUP 0/8 0/7 0/39 0/56 0740
TUIIPaHABUP 0/8 0/7 0/39 0/58 0/41
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Bupyconornunure Heycnexu, moa0paHu 3a TECTBaHE HA PE3UCTEHTHOCTTA ca Ae(HMHUPAHU KaTO: HECYIIPECHPAHH, HAMAICHHE
Ha HIV-1 RNA < 1 logio B cpaBHEeHHE C U3XOJHO HUBO U > 50 komus/ml Ha ceamuna 8, HOTBBPACHO HA ClIEBAIIA BU3UTA;

pebaynn: HIV-1 PHK < 50 xonust/ml nmocnexsano ot norespaena HIV-1 PHK > 400 xomus/ml wmm motBspaeHo > 1 logio
HIV-1 PHK nosumienue cnpsimMo Hagupa; npekparsBade Ha jsedennero ¢ HIV-1 PHK > 400 xonus/ml Ha mociennata Bu3uTa
Bupyconornunu Heycnexu, 6azupann Ha nenzypupas anroputrsM TLOVR non-VF (Bpeme Ha 3ary6a Ha BUpYCOJIOTHYCH
otrosop) (HIV-1 PHK > 50 komus/ml)

IAS-USA cnucpuu

ITpu GS-US-216-130 ¢eHoTnna Ha M3XOAHO HUBO HE € HAINYCH

KD’LCTOC&Ha PE3UCTCHTHOCT

IIpu Bupyconorngaus Heycrex B m3nuTBaneTo GS-US-216-130 He ce HabmomaBa KphCcTOCaHa
pesucteHTHOCT ¢ Apyru HIV npoteasnu naxubutopu. Bmkre Tabnuiara mo-rope 3a uHpopmanus 3a
ARTEMIS u ODIN.

Knuauunu pesyaratu

AntuperpoBupycHusT epekr Ha REZOLSTA ce ab/bku Ha KOMIIOHEHTa AapyHaBup. JleiicTBueTo Ha
KOOMIMCTAT KaTo (hapMaKOKHHETHUCH EHXaHCep Ha JIapyHABHD € JIOKa3aHO BbB (hapMaKOKHHETHYHH
npoyuBanus. B Te3u hapMakoKMHETUYHH MTPOYYBaHUs, €KCIIO3UIIUATA Ha AapyHaBup 800 mg,
MOTEHIIUPaH ¢ kobuiuerar 150 mg e cxoaHa ¢ Ta3u, HaOIFOJaBaHa NPU MOTEHIIMPAHE C PUTOHABHD
100 mg. lapynaBup kato komrnoHeHT Ha REZOLSTA e OuoekBuBasieHTeH Ha aapyHasup 800 mg
BEJIHBXK JITHEBHO B KOMOMHanus ¢ koouructar 150 mg BeHBkK JHEBHO, MTPIJIaraHd ChbBMECTHO KaTo
OTJICJTHH JICKAPCTBEHH MPOIYKTH (BXK. TOUKa 5.2).

JokazatenctBata 3a epukacHocT Ha REZOLSTA BeiHbX JHEBHO C€ OCHOBABAT HAa aHAJIU3 Ha
JaHHUTE Ha ceamuna 48 ot npoyuBane GS-US-216-130 npu nmanueHTH, Ha KOUTO HE € MpHJIarana
ART u mauuenTn, nexyBanu npeau ToBa ¢ ART, knmuanyno uznutane TMC114FD2HTX3001 mpu
NaIUeHTH, Ha KouTo He e npuiarana ART, u ne npoyuBanus ¢aza [II ARTEMIS u ODIN,
npoBeneHu ¢ napyHnasup/puronasup 800/100 mg BenHBK THEBHO CHOTBETHO MPH MAIMEHTH, HA KOUTO
He e npwiarana ART u nanuenTy, iekyBanu npeau ToBa ¢ ART.

Onucanue Ha xnHIHY npoyuBanus Ha REZOLSTA npu Be3pacTHH

Egukacnocm na oapynasup 800 mg éednvorc Onesno, npuiazan cvémecmuo cve 150 mg xobuyucmam
8€0HBIIC OHEBHO NPU nayuenmu, Ha koumo ne e npunaeana ART, u na koumo e npunaeana ART

GS US-216-130 e otkputo npoyuBane daza Il ¢ emHo pamo, orneHsBaIIo GapMakOKUHETHKATA,
0e30MmacHOCTTa, MIOHOCUMOCTTA M e()UKACHOCTTA Ha JapyHaBHp ¢ koourucrar npu 313 HIV-1
nHGEKTHPAHU Bh3PacTHU HaueHTH (295 Ge3 mpeaiiecTBaliio JiedeHne 1 18 ¢ npeinecTBalio
nedenue). Te3u manueHT ca nonyuymin aapyHasup 800 mg BeTHBK JTHEBHO B KOMOWHAIHS C
koOummctaT 150 mg BeIHBK JHEBHO C M30paHa OT U3CieIoBaTelNs ONTUMU3NPAaHa OCHOBHA CXeMa

(OBR), x0sITO CE€ CbCTOM OT 2 aKTUBHU HYKJICO3UIHN HHXHOUTOPA Ha OOpaTHATA TPAHCKPHUIITA3a
(NRTD).

HIV-1 uHdekTrpanu manueHTH, KOUTO OTIOBAPAT Ha KPUTCPUHUTE 332 TOBA MTPOYUBAHE UMAT TCHOTHIT
[P CKPUHHHTA, KOWTO He moka3Ba DRV-RAMSs u mrasmena HIV-1 RNA > 1 000 koriust/ml. B

Tabnuua 4 no-10y ca U3JI0KEeHHU TaHHU 3a e(h)UKAaCHOCTTAa OT aHANK3 Ha ceaMuna 48 OT mpoyyBaHe
GS-US 216-130:
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Tabauna 4
GS-US-216-130
HeJsiexkyBanu 1ocera JlekyBaHu nmpeau ToBa Beuukn
NalHeHTH NaNHeHTH JapyHaBHP/KOOUIIMCTAT
Pe3ynmamu na JapyHABHP/KOOUIIMCTAT | JapyHABHP/KOOHIIMCTAT 800/150 mg BeaHbK
ceomuya 48 800/150 mg BeaHbIK 800/150 mg BeaHbIK aueBHo + OBR
anesHo + OBR anesHo + OBR N=313
N =295 N=18

HIV-1 RNA 245 (83,1%) 8 (44,4%) 253 (80,8%)
< 50 korms/ml?
cpelHa IpoMsiHa Ha -3,01 -2,39 -2,97
HIV-1 RNA log cipsimo
M3XOJIHUTE CTOMHOCTH
(logio konms/ml)
cpenHa poMsiHa B Opost +174 +102 +170
Ha CD4+ kneTkute
CIPSIMO U3XOJTHUTE
croitHoCTH®

a

6

[Ipunucana croitoct ceraacio TLOVR anropurema
[Ipunucana CTOHHOCT OT MOCIETHOTO HAOMIOAEHNE, 3HECEHa HAIIPEX

Ec¢urxacnocm na xombunayusma c ¢huxcupanu 0ozu oapynasup/xoouyucmam 800/150 mg eeonvoic
OHe8HO npu nayueHmu, Ha Koumo He e npunraeana ART

TMC114FD2HTX3001 e pannoMu3npaHo, akTHBHO-KOHTPOJIUPAHO, ABOMHOCIANO KIMHUYHO
u3nutBaHe dasa Il 3a orieHka Ha eukacHOCTTa M OE30MaCHOCTTa Ha
JlapyHaBUP/KOOUIIMCTAT/EMTPUIIMTA0NH/TeHO(DOBUD aad)eHaAMHUI CIIPSIMO KOMOUHALINS ¢ (PUKCUPAHU
JI03M AapyHaBUP/KOOUIMCTAT + eMTPULUTAOMH/TeHOGOBUP AU30MPOKCHI Gymapar. B pamoTo Ha
JiedyeHne ¢ KoMOuHauus ¢ GUKCUpaHH JO3U AapyHaBHP/KOOHIHMCTAT ca jJekyBanu 363 HIV-1
WH(QEKTUPAHU HEJIEKYBaHH JI0CEeTa Bh3PACTHH MAIIHCHTH.

HIV-1 uadexTupanuTe nanueHTH, MOIXOISIM 32 TOBA KIMHIYHO U3MUTBaHE, UMAT IIa3MeHa
HIV-1 PHK > 1,000 komus/ml. B tabnuna 5 mo-mony ca nokaszanu 48-ceIMUYHUTE JaHHU 32
e(pMKaCHOCT B PaMOTO C JIapyHABUP/KOOHUIMCTAT B KIMMHUYHOTO u3nuTBaHe TMC114FD2HTX3001:

Taoauna 5

TMC114FD2HTX3001 (pamo ¢ napyHaBHp/KOOMIMCTAT)

HesiekyBaHu Jocera mauueHTH
aapyHaBup/koounmuctat 800/150 mg BeqHbK THEBHO

Pesynmamu na Ceomuya 48 + eMTpUIMTAOMH/TeHO(DOBUP AM3ONPOKCHI (pymMapaT

N =363
HIV-1 PHK < 50 xonus/ml* 321 (88,4%)
Bupyconoruuen Heycnex® 12 (3,3%)
bes BupycosoruuHu JaHHU B 30 (8,3%)
48-cemMuYHUS IPO30oper’
Cpenna npomMsiHa Ha Opost Ha +173,8

CD4+ KJIeTKHUTE OT U3XOIHO

HI/IBO6

a

§

IIpunucana cToiHOCT chriaacHO anropurbMa Snapshot.

Y4acTHHK, HE3aBBPILUII U3ITUTBAHETO, CE CUMTA 3a CIydail Ha BUPYCOJIOTHYEH HEyCIIeX: Ha MAlUeHTUTe, IPEeKpaTHIn
Y4YacTHETO CHU IIPEAu Kpas Ha M3IUTBAHETO, CE IIPHITICBA IIPOMsIHA, paBHa Ha 0

Onucanue Ha KIMHUYHU Opoy4YBaHHs C Z[aDVHaBI/ID/ PHUTOHABUDP IIPH BE3PACTHHU

Egukacnocm na oapynasup 800 mg éednwvorc Onesno, npuiazan eonogpemenno cve 100 mg
PUMOHABUD 8e0HBIC OHEGHO NPU NAyUeHmU, HeleKyeanu doceea ¢ ART

HoxkazarencTBara 3a edpukacHoCcT Ha napyHaBup/puronasup 800/100 mg BenHbXK THEBHO ce
OCHOBABaT Ha aHAJM3WUTE HA JaHHUTE, ChOMPAHU B MIPOIBIDKCHUE Hal92 cenMuny B paMKHUTE Ha
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paHIOMH3UPAHO, KOHTPOIMPAHO, OTKpUTO, TpoyuBane daza [II ARTEMIS npu narmentn ¢ HIV-1
nHpekus, HeekyBanu nocera ¢ ART, cpasusaBamo napynasup/putorasup 800/100 mg BeqHBX
JHEBHO ¢ jonuHaBup/putoHasup 800/200 mg qHEBHO (ChbC cXeMa Ha MpHJlaraHe ABa IbTH THEBHO HIIH
BeAHBK AHEBHO). U mpu nBeTe paMeHa e u3moii3BaHa (pukcrpaHa OCHOBHA CXeMa, ChCTOAIIA CE OT
teHodoBUp au3onpokcui pymapaTt 300 mg BenHBK JHEBHO U eMTpuinTaduH 200 mg BeIHBK
JTHEBHO.

JannauTe 3a epuKacHOCT OT aHATM3UTE HA ceaMuna 48 u ceamuna 96 B paMKHTE Ha U3MTUTBAHETO
ARTEMIS ca u3znoxenu B Tadauia 6 mo-maoiy:

Tabnauna 6
ARTEMIS
Ceamuna 48* Ceamuna 96°
Pesynmamu napyHaBup/ | sonunasup/ | Pasauka B napyHasup/ | sonunasup/ | Pazauka B
PUTOHABUP | PUTOHABHP JIeYeHHeTo PUTOHABUP | PUTOHABHP | JeYeHHETO
800/100 mg | 800/200 mg (95% CI na | 800/100 mg | 800/200 mg | (95% CI na
BeJHbK JTHEBHO pa3iukaTa) | BeAHbXK JTHEBHO pa3iukara)
JHEBHO N =346 JHEBHO N =346
N =343 N =343
HIV-1 PHK 83,7% 78,3% 5,3% 79,0% 70,8% 8,2%
< 50 konms/ml® (287) 271) (-0,5;11,2)" | (271) (245) (1,7; 14,7)"
Bcewuky nmaunentu
C u3xomHo 85,8% 84,5% 1,3% 80,5% 75,2% 5,3%
nuBo Ha HIV- | (194/226) (191/226) (-5,2;7,9)" (182/226) (170/226) (-2,3; 13,0)"
PHK
<100 000
C u3xomHo 79,5% 66,7% 12,8% 76,1% 62,5% 13,6%
wuBo Ha HIV- | (93/117) (80/120) (1,6; 24,1)" (89/117) (75/120) (1,9; 25,3)"
PHK
>100 000
C u3xoJcH 79,4% 70,3% 9,2% 78,7% 64,9% 13,9%
6poit na CD4+ | (112/141) (104/148) (-0,8; 19,27 | (111/141) (96/148) (3,5;24,2)
xietku < 200
C u3xoJcH 86,6% 84,3% 2,3% 79,2% 75,3% 4,0%
opoii Ha CD4+ | (175/202) (167/198) (-4,6;9,2)" (160/202) (149/198) (-4,3; 12,2)°
KieTka > 200
MeanaHa Ha +137 +141 +171 +188
MIpoMsIHaTa B Opost
Ha CD4+
KJIETKUTE CIIPSIMO
U3XOJTHUTE
CTOMHOCTH
(x 10%/1)

Jlannu, 6a3upaHu Ha aHANIU3U Ha ceaMuLa 48

6
B
r

a

Jlanuu, 6a3upaHy Ha aHAJIM3U HA cexaMuIa 96
IIpunucana croiinoct ceriacio TLOVR anropursma

B®3 ocHOBa Ha HOPMAITHOTO NPHUOIIKEHUE HA pa3liNKaTa B % Ha OTTOBOPHUTE

Yy4acTUETO CU MpeIy Kpasi Ha M3NUTBAHETO, Ce IPUIICBA IPOMsIHA, paBHa Ha 0

VYuacTHHK, HE3aBBPILII N3MUTBAHETO, CE CUMTA 32 CTydyal Ha BUPYCOJIOIHYEH HEeyCIIeX: Ha MAlMEeHTUTE, PeKpaTuiIn

He no-manka eukacHOCT pu BUPYCOJIOTUYHHS OTTOBOP KBbM JICUSHUETO C JapyHABUP/PUTOHABUD,
M3pa3eHa KaTo MPOIICHT Ha MalMeHTHTe ¢ mia3MeHo HuBo Ha HIV-1 PHK < 50 konusi/ml, e mokaszaHa
(TIpu peIBapUTEITHO OIpe/ielieHaTa IpaHuIla 3a He Mmo-Mayika eukacHocT 12%) u B [BETE MOMyIauu

— Intent-To-Treat (ITT) u On Protocol (OP) npu ananusa na ceqmuua 48. Te3u pesynraru ce

MOTBBPIKIABAT IIPH aHATU3UTE HA JAHHWUTE Ha ceamuIia 96 ot neuennero B m3nutBaneto ARTEMIS.
Pesynratute octaBat HempoMeHeHH 110 cenmuiia 192 ot nedennero B uanurBanero ARTEMIS.
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Egukacnocm na oapynasup 800 mg éednuvorc Onesno, npuiazan eonogpemenno cwve 100 mg
DPUMOHABUD 8EOHBIC OHEGHO NPU NAYUESHMU, KOUMO ca eKy8anu npeou moga ¢ ART

ODIN e pannoMu3upaHo, OTKpuTo npoyusane ¢asa Ill, cpaBHsBaIIo NapyHaBUpP/PUTOHABUD

800/100 mg Begubx qHEBHO ¢ AapyHasup/putoHasup 600/100 mg aBa mbtu nHeBHO npu HIV-1
nH(EKTHpaHu nanueHTy, npeMuHanu ART, 4uuTo pe3ynTaté OT CKpUHHHT TECTa 3a TeHOTHITHA
pesuctenTtHOCT He codar DRV-RAMs (t.e. V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V, L89V) u ckpununroso HuBo Ha HIV-1 PHK > 1 000 xonust/ml. AHanu3bT Ha e(hUKacHOCTTA €
HalpaBeH Bbh3 OCHOBA Ha JIAHHHUTE Ha ceamuna 48 ot sieuenuero (Bx. Tadbmuma 7 mo-mony). Y npu
nBete pamena e u3non3Bad OBR > 2 nykneo3uaau nHXHOUTOpa Ha 0OpaTHATa TPAHCKPHIITA3a

(NRTD).
Tabauuna 7
ODIN
Cenmuna 48
Pezynmamu JApYHABHDP/PHTOHABHDP | JapyHABHP/PUTOHABHP Pa3znuka B jeuennsita
800/100 mg BeaHbXK 600/100 mg nBa NbTH (95% nosepuTeseH
aHeBHO + OBR nHeBHo + OBR HHTEPBAJ Ha
N =294 N =296 pa3aunKaTa)

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

< 50 xomus/ml?
C U3X0/IHO HUBO Ha
HIV-1 PHK
(xonmsi/ml)
<100 000
>100 000
C u3xomeH Opoit Ha
CD4+ xretku (x10%/1)
>100
<100
C HIV-1 cyb6Tun
Tun B
Tun AE
Tun C

Hpyr®

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

75,1% (184/245)
57,1% (28/49)

70,4% (126/179)
90,5% (38/42)
72,7% (32/44)
55,2% (16/29)

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

72,5% (187/258)
60,5% (23/38)

64,3% (128/199)
91,2% (31/34)
78,8% (26/33)
83,3% (25/30)

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

2,6% (-5,1; 10,3)
-3,4% (-24,5; 17,8)

6,1% (-3,4; 15,6)
-0,7% (-14,0; 12,6)
-6,1% (-2,6; 13,7)
-28,2% (-51,0; -5,3)

MeanaHa Ha POMSHATA B
Opos Ha CD4+ kieTkure
CIIPSIMO M3XOIHUTE
croitnoctH (x 109/1)*

+108

+112

-57(-25; 16)

a

6

[Ipunucana croitoct cerinacio TLOVR anropursma

B3 ocHOBa Ha HOPMAITHOTO NPHUOIIKEHUE HA pa3liNKaTa B % Ha OTTOBOPHUTE

¥ Cy6runose Al, D, F1, G, K, CRF02_AG, CRF12 BF u CRF06_CPX

r

a

Pasnuka B cpeanure CTOHHOCTH

Ipunucana cTOHHOCT OT MOCJIEHOTO HAOIIOIEHHE, U3HECEHA HaIIPEe/

B cenmuna 48 npu BUpYCONIOTUYHHUS OTTOBOP, U3pa3eH KaTo MPOLEHT Ha MAlMEeHTUTE C TIIa3MEHO
uuBo Ha HIV-1 PHK < 50 konust/ml Ha neuenue ¢ napyHasup/putonaBup 800/100 mg BeqHBXK THEBHO
€ Jl0Ka3aHa He [0-Majika epukacHOCT (IIpu NpeaBapUTeIHO OIpeieieHaTa IpaHuLa 3a He [10-MaJka
edpukacHoct 12%) B cpaBHeHue ¢ gapyHasup/putonasup 600/100 mg nBa mbTH AHEBHO, KakTo 3a [TT

taka u 3a OP nomymanwmsita.

REZOLSTA ne TpsiOBa J1a ce npwiara npy MaueHTH ¢ elHa WIK OBeYe MyTalllH, CBbP3aHH C
pesucteHTHOCT KbM AapyHaBup (DRV-RAMs) unmu HIV-1 PHK > 100 000 konust/ml, nnm 6poit Ha
CD4+ knerku < 100 xknetxn x 1091 (Bxk. Touku 4.2 u 4.4). Hanuuuu ca orpaHUYeH] JaHHH 32
nauueHTu ¢ HIV-1 cyGtunose, paznuunu ot B.
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IlenuaTpudHa momyJamus

Onucanue Ha KIMHUYHO OpOy4YBaAHE C I[aDVHaBI/ID/KO6I/ILII/ICTaT OpHy IOHOIHW M ACT1a

dapMaKOKHHETHKAaTa, 0€30I1aCHOCTTa U aHTUBUPYCHATAa aKTUBHOCT Ha JapyHaBUP M KOOULIUCTAT B
no3uTe 1 HopMHUTE, 0100PEHN KaTo CaMOCTOSATEIIHN CPECTBA, M B KOMOWHALIUS C IPYTH
AHTHPETPOBUPYCHU CPENICTBA ca OIIEHEHH B OTKpHUTO mpoyusane (GS-US-216-0128) npu
neuaTpuIHu narueHTH, napexktupanu ¢ HIV-1 ¢ Bupyconorndna cympecus.

YyacTHULIUTE B I0HOIIECKa Bb3pacT oT 12 1o nox 18 rogunu c terao Hai-manko 40 kg (koxopra 1,

n = 7) nonyuasaT gapyHasup 800 mg u koounuctar 150 mg (mpuiiaranu Kato OTAeTHN TabJIETKH) U
none 2 NRTI Benubxk queBHo. Jlenia Ha Bb3pacT oT 6 110 moa 12 roAuHu ¢ Terio Hak-Maiko 25 kg
(xoxopta 2, n = §) noxyuasat napynasup (600, 675 nnu 800 mg B 3aBUCHMOCT OT TEJIECHOTO TETIIO) U
150 mg koOummcTaT (MprjaraHy KaTo OT/ETHU TabneTkn) U Haii-Manko 2 NRTI Benabx qHEBHO.
JHema Ha BB3pacT 3 1 noBeye roauHu ¢ terino 15 kg mo <25 kg (koxopta 3, n = 11) nomygasat 600 mg
napyHaBup 1 90 mg koOunucTaT (MpUjiaraHyd KaTo OTACIIHU JIEKapCTBeHH (POPMHU) U KOMOHMHAIUATA
F/TAF B no3a 120/15 mg BeqHBXK JHEBHO.

B Tabnuua 8 mo-moi1y ca moka3aHu OCHOBHHTE KpailHH TOYKH, CBbP3aHH C aHTUBHPYCHATA aKTHBHOCT,
IpU T€3U KOXOPTH.

Tabiuna 8 Bupyconornden orropop npu JjJekyBanu ¢ ART gena u roHoImM ¢ BUpyCHa cynpecusi Ha

ceqmnua 48
GS-US-216-0128
Pesystatn Ha cenmnna 48 Koxopra 1 Koxopra 2 Koxopra 3
JapynaBup/ko0unmcrar | /lapyHaBup/ko0unucra | JlapynaBup/koouuu
+ Haii-manko 2 NRTI T + Haii-majko 2 NRTI crat + F/TAF
ON=17 N=8) N=11)

HIV-1 PHK < 50 xommsi/ml 85,7% (6) 100% (8) 90,9% (10)
criopen moaxoaa Snapshot Ha
FDA
Menuana Ha npomsiHaTa Ha -6,1% 0,75% 1,5%
nponenTta Ha CD4+ oT u3X0aHO
HHUBO"
Menuana Ha TpoMsiHaTa Ha Opos -342 xnerkn/mm? -20 xnetkn/mm? 34 xneTkn/mm?
Ha CD4+ KJIeTKUTe OT U3XOIHO
HUBO"

?  Bes nmpunucana CTOMHOCT (HA0JI01aBaHK TaHHH).

Onucanue Ha KIMHUYHU Opoy4dYBaHHs C I[aDVHaBI/ID/DI/ITOHaBI/ID IIpH IOHOIIHX U ACHa

EnHOKpaTHUAT IHEBEH IIPUEM Ha JJapyHaBUP, IOACUIEH C PUTOHABUD, IPHIOKEH B KOMOMHALUS €
JpyTU aHTUPETPOBUPYCHHU CpezcTBa 3a jJeueHue Ha HIV-1 npu roHomu 1 gena Ha Bb3pacT > 3 TOAUHU
U c Teryo > 15 kr, e pa3peleH Bb3 0CHOBa Ha AaHHH OT npoyuBanusita TMC114-C230 (DIONE) u
TMC114-C228 (ARIEL), noakpenenu oT papMakOKMHETHYHU CUMYJIallii Ha 0a3aTa Ha MOJIEINH C
EKCTparoJIMpaHy JaHHU 33 ¢()UKACHOCTTA MPH Bb3PACTHH U YCTAHOBEHUS PO U Ha 0€30I1aCHOCT Ha
JapyHaBUpP/pUTOHABUD, IPHEMaH J1Ba ITbTH AHEBHO NPH MEAUATPUYHN TALUEHTH.

B mpoyusane TMC114-C230 (DIONE) tonomu, kouTo He ca mosydaBaiu rnpeau ToBa ART, ¢ Terso

> 40 kg (N = 12) npuemar napynasup 800 mg BeIHBXK JTHEBHO B KOMOWHAIINS C PUTOHABUP U IPYTH
aHTHpeTpOBUpYCHU cpencTBa. B mpoyusane TMC114-C228 (ARIEL) ce omeHsiBaT nena Ha Bb3pacT OT
3 1o < 6 ronunwm, Kouto ca npuemanu ART, ¢ Terno ot 10 mo <20 kg (N = 21), npu cxema Ha
npuiIarale JiBa TbTH JTHEBHO Bh3 OCHOBA Ha TErJIOTO. BBB (hapMakOKMHETHYHO MOANPOYYBAHE KbM
ARIEL ce ouensiBa ekcrio3unusita Ha DRV/putonasup npu 10 geua, nomyuasanm 40 mg/kg (TenecHo
teryo < 15 kg) unu 600 mg (tenecHo Terno > 15 kg) napyHaBup ¢ puTOHaBHp U APYTH
AHTHPETPOBUPYCHH CPENICTBA.
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[ToxpoOHU pe3ynTaTH OT MPOYYBAHETO Ca MPEAOCTABEHH B MIPOAYKTOBaTa HH(OPMAIIUS Ha
PREZISTA.

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

B npoyusane 3a 6uonanuyaoctT Ha REZOLSTA u napynasup/putonasup 800/100 mg BeAHBXK THEBHO
B CTallHOHAPHO CHCTOSHHUE U CIIE/ XPaHEHe MPH 3paBu JOOPOBOILH € JOKa3aHO, Y€ eKCIIO3UIMATA Ha
JapyHaBUp € CpaBHUMA.

buoeksuBanentHocTTa HAa REZOLSTA 1 napyHaBup/KOOHIIUCTAT, MPUIOKEHH SJHOBPEMEHHO KaTo
OTJEJTHH JIEKapCTBEHH MPOAYKTH, € Joka3aHa 3a 800/150 mg cnex xpaHeHe U Ha TIIaIHO U 3a

675/150 mg cnen XxpaneHe npu 3apaBu JoOpoBoy. JlokazaHa € OMOEKBUBAJICHTHOCTTA Ha
napyHaBup mexxay REZOLSTA 600/90 mg napyHaBUp/KOOHIMCTAT AUCIICPTUPAIIH € TA0ICTKH U
nmapyHasup cycrensus (100 mg/ml) B goza 600 mg, mpuioxeH eqHOBpeMEeHHO ¢ kooumumctaT 90 mg
KaTO OTAETTHH JIEKAPCTBEHU MPOIYKTH CIIE XpPaHEHE MPH 3paBy Bb3PaCTHHU.

AOGcopOrus

Jlapynasup
AOcoroTHaTa OMOHAIMYHOCT CJIEH IepOpaTHO MPIIOKEHHE Ha equHUYIHA 1032 oT 600 mg napyHaBUp
e npubnmsurento 37%.

HapyHaBup ce abcopoupa 0bp30 cies nepopaito npuioxenne Ha REZOLSTA npu 3apasu
no0poBo. MakcuMamHHUTE TUIa3MEHU KOHIIGHTPAIUK Ha JApyHABUP B IPUCHCTBHETO HA
KOOMIIMCTAT KaTo IS0 ce AOCTHUraT B paMKkuTe Ha 3 110 4,5 vaca. Cries] mepopaiiHo MPHIIOKEHUE Ha
REZOLSTA nipu 31paBu 100pOBOJIIHM MAKCUMAIHUTE MJIa3MEHH KOHIICHTPAIIMU Ha KOOMIIUCTAT Ce
HaOmromaBaT 2 70 5 Jaca ciiel mprema Ha J103aTa.

Koraro ce mpunara ¢ xpaHa, OTHOCHTENTHATa €KCIIO3UIMS Ha JapyHaBUp € 1,7 MbTH MO-BUCOKA B
cpaBHEHHUE ¢ npuema 0e3 xpana. Cinenoatenno, REZOLSTA tabierku TpsOBa 1a ce nmpuemar ¢
XpaHa. BuaeT Ha XpaHaTa He noBnusaBa ekcnosunuara Ha REZOLSTA.

Pasnpenenenue

lapynasup

HapyHaBup ce cBbp3Ba npudIN3uTeHO 95% C 1asMennTe NpoTenHu. JapyHaBup ce cBbp3Ba IJIaBHO
C TUTa3MEHUS 0, -Kucel rmkonpotenH (AAG).

Cren MHTPaBEHO3HO MPHUJIOKEHUE, 00EMBT Ha pa3npeesieHne Ha CAMOCTOSITETHO MPUI0KEH
napynaBup e 88,1 £ 59,0 | (cpemHa CTOHHOCT + CTaHAApPTHO OTKJIOHEHHE) U ce yBenuyana 10 131 +
49,9 1 (cpeaHa CTOMHOCT & CTaHIAPTHO OTKJIOHEHHE) B IPpUCHhCTBHETO Ha 100 mg puToHaBHD,
npUeMaH ABa IbTH THEBHO.

Kobuyucmam
Koburucrat ce cebp3Ba oT 97 10 98% c 4oBeNIKKTE MIa3MEHHU MPOTEWHH, & CPEJTHOTO CHOTHOIICHHUE

Ha KOHICHTPALIMUTE HA JICKAPCTBOTO B IJIa3MaTa U B KPBBTA € HpI/I6J'II/I3I/ITCJ'IHO 2.

Buorpaucdhopmarus

lapynasup
In vitro eKCcIIepuMEHTAHH ITPOYIBAHUS C YOBEIIKH YepHOApoOHN MuKpo3omu (HLM) noka3ssar, ue

JapyHaBUp ce MoJylara OCHOBHO Ha OKCHIATHBEH MeTabonn3bsM. apyHaBup ce MeTaboin3upa
EKCTeH3MBHO 4pe3 uepHoapodHata CYP cucrema u moutu u3KiIounTenHo upes n3ozuma CYP3A4.
Enno usnursane ¢ '“C-napyHaBup npu 31paBu 100pOBOJIIHM MOKA3Ba, Y€ OCHOBHATA YaCT OT
paJMOaKTUBHOCTTA B IIJIa3MaTa Cjel eANHUYHA 103a qapyHapup/putoHaBup 400/100 mg ce 1b/oku Ha
OCHOBHOTO aKTHBHO BelecTBo. Haii-manko Tpu okcugaTuBHU MeTaOoIUTa Ha JapyHaBHp ca
UACHTH(GHULIUPAHH [IPU XOpa, KaTO BCUUKU MTOKA3BaT aKTUBHOCT, KOATO € TIoHe 10 IbTH 1mo-Majika oT
aKTUBHOCTTA Ha JlapyHaBup cpeury nus tun HIV.
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Kobuyucmam

KobGurmucrat ce Mmetabonm3upa upe3 okcuanpane, Mmeauupano ocHoBHO oT CYP3A u B mo-Manka
crenen ot CYP2D6 u He npeTbprsiBa ritokyponupane. Ciie1 NepopaiHo npuioxenue Ha 'C-
kobummcrat, 99% oT uupKyIupaiiara paIiioakTUBHOCT B IJIa3MaTa € HelpOMEHeH koouucrat. B
ypuHaTa 1 (heKaTuuTe ce YCTAaHOBABAT HIUCKH HUBA HA METa0OJIUTHTE, KOUTO HAMAT OTHOIIIEHHE KbM
uuxudupamiatra CYP3A akTHBHOCT Ha KOOUIIMCTAT.

Enuvmunupane

lapynasup

Cnen npwiarane Ha go3a 400/100 mg '“C-napynasup ¢ putoHaBup, npuOIU3uTenHo 79,5% u 13,9%
OT TIpuiokeHara jo3a *C-napyHaBup MoXke 1a ce OTKpPHE ChOTBETHO B M3IPaKHEHHUATA U yPUHATA.
Henpomenenust napynaBup npeactasisna okoio 41,2% u 7,7% oT npuioxkeHaTa 1032 CbOTBETHO B
M3NPAXHEHUATA U ypuHaTa. TepMUHATHUAT MOMYKUBOT HA IapyHaBUp € Ipubiam3urenHo 15 gaca,
KOTraTo € KOMOMHHPAH C PUTOHABHD.

KnmupbsHCHT Ha TapyHaBHP IPH HHTPABEHO3HO MPUIIOKEHNE, IPHIIOKEH caMocTosTenHo (150 mg) u B
NPUCHCTBUETO HA HUCKA /1032 PUTOHABUD, € choTBeTHO 32,8 I/h u 5,9 I/h.

Kobuyucmam

Cnen nepopanno npuioxenue Ha *C-xobunucrar, 86% u 8,2% oT 103aTa ce OTKPUBAT ChOTBETHO
BBB (heKamunTe U ypuHata. Meauanara Ha TEpPMHUHAITHUS MTOJY>KUBOT Ha KOOUITUCTAT CIIET
npuinoxenue Ha REZOLSTA e npubausutento 3-4 daca.

CHCLII/IaJ'IHI/I nonyjganvuu

lleduampuuna nonyrayus

dapMaKOKMHETUYHUTE JJAHHH B CTAI[MOHAPHO CHCTOSIHUE CIIEH MIPIIIOKECHUE BEIHBK JHEBHO Ha
DRV/COBI karo otnennu tabnetku B npoyuBane GS-US-216-0130 npu Bb3pacTHU U OT
neauaTpuaHoTo mpoyuBaHe GS-US-216-0128 moka3sar, 4e eKCIO3UITMUTE HA TapyHABHP U
KOOHUIHCTAT ca momoOHN Mexay BbpacTHH (N = 60) u roHomu ¢ Terio > 40 kg (N = 7). IIpu nena ¢
Tero Han-manko 25 kg (N = 8) cpenHuTe €KCTIO3UIMHN Ha JapYHABHUP Ca CXOJHH C TE3H MPH
BB3PACTHHUTE U IOHOIINTE, a CPETHUTE EKCIIO3UITUN Ha KOOUIIMCTAT OOMKHOBEHO Ca IMO-BUCOKH
(mpubnu3urenHo 2 mbtr). CHIIO Taka CPETHATE EKCIIO3UIINH Ha JapyHABUP M KOOUIIUCTAT TIPH JIETa C
terno 15 kg mo <25 kg (N = 11) 0OMKHOBEHO ca 1M0-BUCOKH (TIPUOTUIUTEITHO 2 ITBTH) OT CPEIIHUTE
€KCITO3UIINH TIPH B3PACTHU U FOHOIIH (BX. Tabmuma 9).

Taboauma 9 O06o6ueHne Ha papMaKoOKUHeTHYHUTE MapaMeTpu Ha gapyHaBup (DRV) u koounucrat (COBI) B
CTAMOHAPHO CHCTOSIHUE CJIe] MPUJIareHe BeJHbK THeBHO B mpoyuBanusa GS-US-216-0130
(Bp3pacTHu) U GS-US-216-0128 (meguaTpuyHu NAIHEHTH)
GS-US-216-0130 GS-US-216-0128
Koxopra 1 Yact A Koxopra 2 nena | Koxopra 3 nena
woHomu ¢ HIV-1 na ¢ HIV-1 na ¢ HIV-1 na
Bb3pacT > 12 10 < 18 BBb3pacT = 6 10 Bb3pact
Bw3pacthu ¢ HIV-1 TOJMHH C Terjio <12 rogunu ¢ >3 roqunm ¢
DRYV 800 mg/ COBI >40 kg TerJao > 25 no Terso > 15 kg no
Tpoyusane/nomyaamus 150 mg oTneann DRY 800 mg/ COBI <40 kg <25kg
cpeacTaa 150 mg oTneHU DRYV 675 mg / DRV
Cpenna croiiHocT cpeiacTBa COBI 150 mg 600 mg/COBI
(%CV) Cpenana cToiiHOCT OT/AEJHH 90 mg oTneaHn
(%CV) cpeaAcTBa cpeacTBa
Cpeana Cpeana
croiiHocT (%CV) | croiinocT (% CV)
DRV
N 60 7 8 11
AUC-24n (ng.h/ml) 81 646 (32,2)»© 80 877 (29,5) 92 052 (18,7)" 160 534 (54,0)
Cmax (ng/ml) 7 663 (25,1) 7506 (21,7) - 15 025 (38,4)
Con (ng/ml) 1311 (74,0)° 1 087 (91,6) 1345 (42,3 3772(92,1)
COBI
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N 60 7 7 11
AUCo.24r (ng.h/ml)? 7596 (48,1)° 8 741 (34,9) 16 103 (35,0)" 16 071 (46,9)
Cumax (ng/ml)¢ 991 (33,4) 1 116 (20,0) 1510(21,9) 2077 (36,0)
Con (ng/ml) 33 (289.4)° 28 (157.2) 86 (95.9)" 63,8 (138.6)

%CV=xkoedunnent Ha Bapuarus; N=6poit yaactauim; AUCo-24v= IUTOI] ITOJ] KpUBaTa KOHICHTpanus-BpeMe 3a 24-9acoB HHTEPBaI
Ha IpUJIaraHe B CTAaMOHAPHO CHCTOSIHUE; Cmax=MaKCHMalIHA I1a3MeHa KOHIeHTpanust; Con=TIa3MeHa KOHICHTPALUs IIPean

npunoxenne; COBI=ko6umucrar; DRV=napynasup; HIV-1=4oBemku nmyHnonepuuutexn Bupyc tvm 1

% Cwbpan kato AUCoh: KOHUIEHTparws npeau npruiokenne (0 uaca) ¥ U3MONI3BAH KATO 3aMECTUTEN Ha KOHIIEHTPAIHATA 32

24 gaca ¢ uen onenka Ha AUCo-24n

5 N=59
®  Tlomy4eH 4pe3 NOMyIAUUOHHO (HaPMAKOKMHETUIHO MOJEIUPAHE
T

N=5

Cmapuecka eb3pacm

Jlapynasup

Hanuyna e orpanndena nagopmanus npu Tasu nomynanus. [lonynanuoHusT GpapMaKOKHHETHYECH
ananus rnpu nadexrupanu ¢ HIV narnuentu nokasea, uye papMaKOKHHETHKATA HA TapyHABUP HE Ce
pasnndaBa 3HAYUTEITHO BHB BB3pacTOBUS Auana3oH (18-75 ronqunu), oleHeH Py MalueHTH,
undexrupanu ¢ HIV (n = 12, Bp3pact > 65 roaunn) (Bx. Touka 4.4). [Ipu naunentute Hax 65 roquan
o0aue ca HaJMIIEe CaMO OTPaHUYCHH JTaHHH.

Kobuyucmam
®dapMakOKMHETHKATa Ha KOOWUITUCTAT IIPU MAIMEHTH B CTapyecka Bh3pact (Ha 65 TOAWHU U 110-
BBH3PACTHH) HE € HAITBJIHO OIICHEHA.

Lon

Jlapynasup

[TonynanuoHuAT papMaKOKUHETHYIEH aHAJIU3 [T0Ka3Ba MAJIKO I10-ToJIsIMa eKCIIO3UIIMA Ha JapyHaBUD
(16,8%) npu >xenure, napextupanu ¢ HIV, B cpaBaenue ¢ mbxere. Ta3u pasnuka HIMa KIIMHAYHA
3HAYUMOCT.

Kobuyucmam
He ca ycTaHOBeHM KJIMHUYHO 3HAYMMH Pa3IKU BbB (hapMaKOKHHETHKATA, CBhP3aHH C MoJja, 3a
KOOHIUCTAT.

Bvbpeuno yspexcoane
REZOLSTA He ¢ u3cneiBad Ipy MalueHTH ¢ 0bOPEYHO YBPEKIAHE.

lapynasup
Pesynrature OT €1HO IpOyUYBaHe 3a GanaHc Ha MacuTe ¢ '“C-1apyHaBUp ¢ PUTOHABHUP MOKA3BAaT, e
npuOIM3UTENHO 7,7% OT MPUIIOKEHATa /1032 JapYHABUP C€ EKCKPETHpAT B ypUHATa KaTO HEIPOMEHEH

JapyHaBHP.

Brrpeku ve napyHaBHp HE € IPOYYBaH MPH MAMEHTH ¢ OBOPEYHO YBpEkKIaHe, MOMyIAIIHOHHUST
(hapMakOKMHETHYEH aHAII3 TI0Ka3Ba, ue (papMakOKWHETHKATA Ha JJAPyHABUD HE Ce MOBJIUABA
3HauuTeNHO Npu nHpekTupanu ¢ HIV namnuentu ¢ ymepeHo 0b0pedHo HapylIeHue (KpeaTHHIHHOB
kiupbHC MexAy 30-60 ml/min, n = 20) (Bxk. Touku 4.2 u 4.4).

Kobuyucmam

[IpoyuBane Ha hapMaKOKMHETHKATa HAa KOOUIIMCTAT € IPOBEJCHO MPH YYaCTHHUIIHM, HEWH(PEKTUPAHU C
HIV-1 ¢ texxo 60pedHo yBpexaaHe (M3YNCIIeH KpeaTHHUHOB KiaupbHC 1o 30 ml/min). He ca
HaOJr0IaBaHH 3HAYMMH PA3IUKH BbB (DapMaKOKHHETHKATa Ha KOOUIMCTAT MEXY YIaCTHHIIUTE C
TEXKO0 OBOpPEYHO YBpeKAaHe U 3APaBUTE YUaCTHHULIM, KOETO ChOTBETCTBA Ha HUCKHA ObOpedeH
KJIMPBHC Ha KOOMIIUCTAT.

YepnoopobHo vepesrcoane
REZOLSTA He e u3cnieqiBat py MalueHTH ¢ YepHOPOOHO YBPEKIaHE.
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Jlapynasup

JapyHaBup ce MeTaboIM31Upa U eTMMHUHUPA OCHOBHO 4pe3 uepHus apo0. ExHo usnutBane ¢
MHOTOKPAaTHO NpUIIOKeHHEe Ha JapyHaBup/putonasup (600/100 mg) nBa mbTH JHEBHO MOKa3Ba, e
o0mmuTe Mm1a3MeHU KOHIEHTpAMK Ha JapyHaBUP IPU WHAWBUAHM C JIEKO (KJ1ac A 0 KiacupuKanusaTa
Ha Child-Pugh, n=8) u ymepeno (ki1ac B mo knacudukaiusta Ha Child-Pugh, n=8) ueproapoOHo
YBpEXJaHE ca CPABHUMHU C TE€3U IIPH 3paBU UHAUBUAU. ChIIEBPEMEHHO KOHLIEHTPALIUUTE Ha
HECBBbP3aHUs JapyHaBHUP ca ChOTBETHO MpuOmm3uTenHo 55% (kmac A mo knacudukanusara Ha Child-
Pugh)  100% (xnac B mo knacudukarusra Ha Child-Pugh) mo-Bucoku. Knuanunoro 3Hauenne Ha
TOBa MIOBUIIICHUE HE € U3BECTHO, CJICAOBATEIHO JIapyHABUP/PUTOHABUD TPIOBA J]a Ce M3I0JI3BA
BHUMATEJIHO MIPY TaKUBa NauueHTU. EQeKThT Ha TEKKOTO YepHOAPOOHO YBPEKAAHE BHPXY
(hapMakOKHMHETHKATa Ha JapyHaBHp BCE OLIE HE € Ipoy4eH (BX. ToukH 4.2, 4.3 u 4.4).

Kobuyucmam

Kobumucrat ce Mmetabonusupa 1 eMMMUHAPA OCHOBHO upe3 uepHus ApoO. [IpoyuBane Ha
(hapMakOKMHETHKATa Ha KOOUIIMCTAT € MPOBECHO MPH yYacTHHUIN, HenHekTupanu ¢ HIV-1, ¢
yMmepeHo uepHoapooHo yepexaane (Child-Pugh knac B). He ca HaOarogaBaHy KIMHMYHO 3HAYHMMH
pas3yIuKu BbB (papMaKOKHMHETHKATa Ha KOOUIMCTAT MEXAY YIaCTHULUTE C YMEPEHO YBPEXKAaHe U
3apaBuTe yaacTHUIM. He ce Hamara amantupane Ha qo3ata Ha REZOLSTA npu manueHTy ¢ JIEKO 110
yMEpeHo 4epHOpoOHO yBpexkaane. EQekThT Ha TexkoTo 4epHoapoOHOo yBpexnane (Child-Pugh
kiac C) BbpXy (apMaKOKHMHETHKATa Ha KOOMIMCTAT HE € IPOY4BaH.

KOMH¢€KI4M}Z c supyca Ha xenamum B u/unu xenamum C

Nwma HenocTaThuan (hapMaKOKHHETUYHU JaHHU OT KIMHUYHUTE W3IUTBAHUS, 32 JIa CE OTPEACTU
e(exra Ha nH(pEKIUA ¢ BUpyca Ha xenaTut B n/umu C BepXy QapMaKkOKWHETHKATA Ha apyHABUD U
KoOurucTat (BX. Touku 4.4 u 4.8).

Bpemennocm u cned pasicoane

Jleuenueto ¢ napynasup/koourctat 800/150 mg BenHBK IHEBHO 10 BpeMe OpEMEHHOCT BOAH 10
HUCKa eKcro3uIus Ha papyHaBup. [lpu xxenn, mpuemamu REZOLSTA mpe3 BTopusi TPUMECTBD OT
OpeMEeHHOCTTa, CPETHUTE UHTPA-UHINBUYaTHH CTOMHOCTH Ha 00IUs 1apyHABUP Cmax, AUCi21n B Ciin
ca cboTBEeTHO 49%, 56% 1 92% TMO-HUCKH, B CPABHEHUE C T€3U CJIE]l PAXKIAHETO; 0 BpeME Ha TPETUs
TPUMECTBP Ha OPEMEHHOCTTA, CTOHHOCTHTE HA 00MTus TapyHABUP Cmax, AUC 20 B Cimin €2 CHOTBETHO
37%, 50% u 89% mo-HKCKY B CpaBHEHUE C Te3U clie]] pakaaHeTo. HecBpp3aHara ¢pakiust chIno
3HAQUUTEITHO HaMaJlsBa, BKIIOUUTEIIHO U MOHMWKeHUE Ha HUBATA Ha Cpin ¢ 0K0JI0 90%. OcHOBHaTa
MPUYUHA 32 T€3W HUCKU eKCTIO3HIINH € CHIIIECTBEHO MOHIKaBaHe Ha EKCIIO3UIMATA Ha KOOUITUCTAT

BCIICJICTBUE HA CH3UMHA WHAYKITHS, CBhp3aHa ¢ OpeMeHHOCcTTa (BK. Tadmmma 10).

Tabanna 10 ®apMakoKHHETHYHH pe3yJITATH HA 001 JAPyHABHP CJIe] MPUIIOKEeHHe Ha
napyHaBup/koouuuctat 800/150 mg BeqHBK THEBHO, KATO YaCT OT
AHTHPETPOBHPYCHA cXeMa, 10 BpeMe Ha BTOPHUSI TPUMECTbP Ha OpeMEeHHOCTTa, HA
TpeTHsi TPUMECTHP HA OPeMEHHOCTTA U cJlell PAKIAHETO

DapMaKOKMHETHKA Bropu TpumecTsp Ha | TpeTn TpUMecTHP Ha Ciren paxnane
Ha 00IIUsI JapYHABUP OpeMeHHOCTTA OpeMeHHOCTTA (6-12 ceqmuun)
(cpemno £ SD) n=7) (n=6) (n=6)
Cax, ng/ml 4340£1616 4910+970 7918 +2 199
AUCn, ng.h/ml 47293 +19 058 47991 +9 879 99 613 + 34 862
Cuin, ng/ml 168 + 149 184 + 99 1538+1344

Excrno3uiusita Ha KOOUITUCTAT € TIO-HUCKA 110 BpeMe Ha OPEMEHHOCT, KOETO TOTCHITHATHO BOH JI0
10-cj1a00 OT ONTHUMAIHOTO MOTCHIIMPaHe Ha JapyHaBup. IIpe3 BTopus TpUMECTBP OT OPEMEHHOCTTA
croiiHocTUTe Ha KOOMITUCTAT Cax, AUC24n B Crin ca cboTBeTHO 50%, 63% 1 83% 1mo-HUCKH B
CpaBHEHHME C TE3U cle] pakaaneTto. [Ipe3 TpeTust TPUMECThP OT OPEMEHHOCTTA CTOHHOCTUTE Ha
KOOUIUCTAT Crax, AUC24n ¥ Cinin ca ChOTBETHO 27%, 49% 1 83% mO-HUCKHU B CpaBHEHHE C TE3U CIE]

paKIaHETO.
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5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

ﬂaQYHaBI/I[Z

HpOBC)KI[aHI/I Ca TOKCHUKOJIOTHMYHHU ITPOYYBaHUS IIPU ) KUBOTHH, IMOJJIOKCHN HAa €KCIIO3UIWA 1O HUBA HAa
KIIMHUYHaTa €KCIIO3NIHA C JapyHaBUP, MIPUIOKEH CaAMOCTOATCIIHO IIPHU MULIKHU, INIBXOBE U KYyUCTa U
IMPUIJIOKCH B KOM6I/IHaLII/I$I C PUTOHABUD IIPU IUTBXOBC U KyUCTaA.

B TokcukonoruyHu IIpOoy4YBaHWsA C MHOTOKPAaTHO NIPUIOKCHUE TP MUILIKHU, INTBXOBE U Ky4€Ta, Ca
HaJMe caMoO OrpaHUYCHHA e(i)eKTI/I OT JICYCHUCTO C AapyHaBUDP. HpI/I rpu3aiu I/I,Z[GHTI/I(l)I/II_[I/IpaHI/ITC
IMMPUIICIHU OPraHU Ca XEMOIIOCTUYHATAa CUCTEMA, KPbBOCHCUPBAIllaTa CUCTEMA, YCPHUSA ,I[p06 nu
U TOBUHATA KJIC3a. Ha6m011aBa C€ IMMPOMCHIIMBO, HO OI'PAaHUYCHO HAMAJICHUE Ha MMapaMETPUTE,
CBBbpP3aHU C YCPBCHUTC KPBbBHU KJICTKU, 3d€IHO C YBCIMYCHUC HA AKTUBHUPAHOTO MAapLUaIHO
TpOM6OHJ'IaCTI/IHOBO BpEMEC.

HabmromaBat ce mpoMeHH B 4epHUs AP0 (XenaTonuTHa XUIEpTPOQHsl, BAaKyOIN3aIHs, TOBUIIICHH
YepHOAPOOHH €H3UMHM) U IIMTOBUAHATA >ie3a ((onukynapHa xuneprpodust). [lpu mrexose
KOMOWHAIUATA OT JapYHABHP C PUTOHABUP BOJM JIO MAJIKO yBETHMUCHHUE HA e(PEKTa BBPXY
napaMeTpHUTe Ha YePBEHUTE KPBBHU KIIETKH, YePHHS APO0 U IUTOBUIHATA KJIE3a U TIOBUIIIEHA
yecToTa Ha (UOPO3a Ha OCTPOBUETATA B MAHKpeaca (CaMo MPU MBXKKH IITbXOBE) B CPAaBHEHHUE C
JIeYeHHE C JapyHaBUP, IPUJIarad caMocTosATeHo. [Ipu kydeTa He ce HAeHTU(UIUPAT 3HAUUMH
TOKCHKOJIOTUYHH HAXOJKH WM MPUIIETHA OPTaHH MPY SKCIIO3UIIMY, PABHH Ha KIIMHUYHATA
€KCIO3ULMS IIPY IPENOPbUYUTENIHATA 1032,

B eano u3nuTBaHe, MPOBEACHO MPHU IIBXOBE, OPOST HA KBIATHTE TEla U UMILUIAHTAIIUNTE HAMANISIBAT
NpY HAJTMYUETO HA TOKCHYHOCT 3a Maiikara. Haue HaMa eekTn BEpXy YH(TOCBaHETO H
(heptunuTera npu evenne ¢ napyHasup 10 1 000 mg/kg/nen u auBa Ha excrniozunus o (AUC —

0,5 mpTH) TE3U NPH XOpa NpU KIMHUYHO NpenopbUnuTeNHaTa 103a. Jlo chlunTe HUBA HA 103aTa IpU
TUTBXOBE U 3aMIIH, JIEKYBaHHU C JapyHaBUD, IPUIIOKEH CAMOCTOSTENTHO, HE ce HaboaaBa
TEpaTOreHHOCT, HUTO ITbK IPH MUILIKH, JIEKyBaH! B KOMOMHa1MA ¢ putoHasup. Husara Ha
€KCIO3UIHS Ca TI0-HUCKHU OTKOJIKOTO TE€3H IIPU IpenopbyaHaTa KIMHUYHA J103a pu xopa. [Ipu onenka
Ha Ipe- ¥ MOCTHATAITHOTO Pa3BUTHUE MPH IUIBXOBE, JapyHABHUP ChC WIH 0€3 PUTOHABUP, BOAH A0
NPEXOHO HaMaJIeHHEe Ha HaJIaBaHETO Ha TETJIO Ha MOKOJICHUETO MPeIH TO Ja 0bJie 0TOUTO, a ChILO
Taka ce HaOnoaBa JeKo 3abaBsHe IpU OTBAPSIHETO HAa OYMTE U ywuTe. JapyHaBup B KOMOMHALUS C
PUTOHABHD NIPUYHMHSBA HAMAJIEHUE B OpOS Ha MAJIIKUTE, KOMTO [TOKAa3BaT PeakLys Ha CTPSICKALIH
ryMoBe Ha 15-Tusi IeH OT KbpMEHETO U HaMalleHHe B Oposi Ha HOBOPOJCHUTE ITbXOBE, KOUTO
oLeJsIBAT 110 BpeMe Ha KbpMEHETO. Te3u eheKTH MOJKe J1a ca CIIEACTBUE OT EKCIO3UIMTA Ha MAJIKUTE
Ha aKTUBHOTO BEILECTBO YPe3 MIIIKOTO W/MJIM Ha TOKCUYHOCTTA NpH Maiikara. [Ipu neyenuero ¢
JapyHaBup, IpUIarad caMOCTOSTETHO MIIM B KOMOWHALIUS C PUTOHABUD, HE ce HaOJIr0/1aBa 3acarane
Ha ¢yHKIHHTE ciieq oTOnBane. [Ipy Miaan TbXoBe, MOMyYaBamly AapyHaBup 1o 23 — 26 aeH, npu
HSIKOM )KMBOTHU ce HaO/Iro/1aBa yBeJIndeHa CMBbPTHOCT ¢ KOHBYJIcuu. Excnosunusira B nmiasmara,
YepHHs APOO M MO3BKA € 3HAUMUTEITHO MO-BUCOKA OT Ta3M IIPH Bb3PACTHH ILUIHXOBE CIIEH MPUI0KEHHUE
Ha cpaBHUMH 1031 B mg/kg mexxay 5 u 11 nen ot sxuBota. Ciiex 23 1eH OT KHUBOTA EKCHO3UIMSTA €
CpaBHHUMa C Ta3U IPU Bb3pacTHU IUIbX0Be. IloBuIIeHaTa eKCIO3UIIMSA, U3IJIEXk 1A IIOHE 0TYaCTH, Ce
IBIDKU Ha HE3PENIOCTTa Ha JIEKapPCTBO-METa00IM3MpaIIUTe eH3UMHU [IPU MIIaAnTe KUBOTHH. He ce
Ha0JIr0/1aBa CBBP3aHa C JIEYCHUETO CMBPTHOCT MPH MIIAAH TUTBXOBE, TIPH KOUTO Ca PUIIOKEHH

1 000 mg/kg napyHaBup (enuHU4YHA 703a) Ha 26-aHeBHA Bh3pacT win 500 mg/kg (MHOrOKpaTHa 103a)
oT 23-nmHeBHa 710 50-1HEBHA BB3PACT U €KCIO3UIMATA U MPOPIITBT HA TOKCHYHOCT Ca CPABHUMH C
HaOII01aBaHUTE NP BH3PACTHHU TLITHXOBE.

[Topaau HECUTYpHOCT 1O OTHOIICHHE HA CTETICHTA HA Pa3BUTHE Ha KPhBHO-MO3bUHA Oapuepa 1 Ha
yepHOApoOHHUTE eH3uMu npu xopata REZOLSTA He Tpa6Ba fa ce npuiara npu Jeua noA 3 TOAUHU.

JlapyHaBup € OIICHEH 3a KaHIIEPOTeHEeH IMOTEHITHAN TP IpHUJIaraHe ChC CTOMAIITHA COH/Ia HA MHUIIIKH U
wrbxoBe 70 104 ceamunu. [Ipunaranu ca gaeBHu 103u ot 150, 450 u 1 000 mg/kg Ha MUILIKK U 1034
ot 50, 150 u 500 mg/kg Ha murbxoBe. HabmrogaBaHo € 10303aBHCHMO ITOBUIIICHHAE HAa YECTOTATa Ha
XEMaTOoIeNTyJIApHU aJICHOMHU U KapIIHHOMH IPY MBKKHU U JKCHCKH )KHBOTHHU OT JiBaTa Bua. [1pu
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MBKKHU IUTbXOBE ca 3a0essi3aHu TUPOUIHU (OIMKYIapHU KIeThbUHH afeHoMu. [Ipunaranero Ha
JapyHaBUp HE [IPEIU3BUKBA CTATUCTUYECKH 3HAYUMO IIOBUIIIEHUE HAa YyecToTaTa Ha JIpyTru
J00pOKauECTBEHHU WM 37I0KaY€CTBEHH HEOTIa3MH IIPY MHIIKH U IuIbxoBe. CMsTa ce, ue
HaOJII0aBaHUTE XETNaTOLENypapHU U THPOUAHN TYMOPH TIPH TPU3adHd UMAT OTPaHUYCHO 3HAYCHUE
npu xopa. MHOTOKpaTHOTO NPUIIOKEHHUE Ha JapyHaBUp NPH IUTbXOBE NIPEIU3BUKBA MHAYKLUS Ha
YepHOAPOOHUTE MUKPO30MaJIHU €H3UMH U NOBUILIECHO €JIMMUHHPaHE Ha TUPOUJHUTE XOPMOHU, KOETO
npepasnoiara IIbX0BETE, HO HE M X0paTa, KbM THPOUIHU HeomasMu. [pu Hail-Bucokure
U3CJIE[IBaHNU 103U, CUCTEMHATa eKCIIO3ULUS Ha JapyHaBUp, KOTaTo € MpujiaraH eAHOBPEMEHHO €
putoHaBup, (B3 ocHoBa Ha AUC) e mexny 0,4 u 0,7 mptu (Mumkn) u 0,7 1 1 mpTi (I0T6X0BE), B
CpaBHEHHME C Ta3M, HabJroaBaHa MPU XOpa MPH NPENOPbYUTEIHN TePAIEBTHYHH J03H.

Cren 2 ronvuHy MpuiiaraHe Ha JapyHaBHp MPH €KCIIO3UIMSI PaBHA WITH 11OJT HUBOTO Ha €KCIIO3UIIAATA
npu Xopa, ce HabJoAaBaT MPOMeHH B ObOpennTe npyu MULIKH (Hedpo3a) U IUIbX0BE (XpOHUYHA
nporpecuBHa HeQPOMATHS).

JapyHaBup HE € MyTareHeH Uil TEHOTOKCUYEH B CEpUs in Vitro W in vivo TECTOBE, BKIIFOUUTEITHO NMPU
OaxTepHaseH TecT 3a 00paTHH MyTanuu (Ames), TECT 3a XpPOMO30MHH a0epalyy B YOBEIIKH
TUMQOIMTH | in Vivo MEKPOHYKIICAPEH TECT IPU MUTIKH.

KobGumucrar

HexknuanaHuTe NaHHN HE TIOKa3BaT OCOOEH PUCK 3a X0opa Ha 0a3zaTa Ha KOHBEHI[MOHATHNATE
MPOYYBAHUS 32 TOKCUYHOCT MTPU MHOTOKPATHO MPUIIOKEHHUE, TEHOTOKCUYHOCT, PEIPOAYKTUBHA
TOKCUYHOCT U TOKCHYHOCT 3a pa3ButueTo. He ca HabmogaBanu TepaToreHHY e(heKTU PU MPOYUYBaAHUS
32 TOKCHYHOCT 3a Pa3BUTHETO MPH IUTHXOBE U 3ainu. [Ipu mrpxoBe ca HaCTHIIMIA TPOMEHH B
ocuuKanyaTa Ha TPHOHAYHUS CTHJIO ¥ CTEPHATHUTE CErMEHTH Ha (DETYCH MpH J031, KOUTO BOJST J0
3Ha4YMMa TOKCHUYHOCT 3a Maikara.

Ex vivo ipoydBanHus Tipy 3allIH 1 in Vivo IPOYIBAHUS IIPH KydeTa IperoiaraT, 4e¢ KOOUIICTaT nMa
MaJIbK MOTEHIMAN 3a yabibkaBaHe Ha QT uHTepBana 1 MoKe JieKo Aa yabbku PR nHTepBana, KakTo u
J1a TIOHMKH JIEBOKaMepHaTa (pyHKIHS IpU CpelHU KOHIEHTpauuy noHe 10 mbTH Mo-BUCOKU OT
eKCIIO3UIMATA [IPH XOpa MpH MpenopbyUTeTHaTa JHEBHA 103a oT 150 mg.

I[’LJ'IFOCpOLIHO MOPOYyYBAHC 3a KAHICPOTCHHOCT Ha KO6I/II_II/ICT3,T IpHU IJITBXOBC ITOKa3Ba TYMOPOT'CHCH
IMOTCHIIMAJI, cneun(bnqu 3a TO3U XXUBOTHUHCKH BH/, 3a KOMTO ce mnmpuema, 4€ HE € OT 3HAYCHUC 3a

xopara. JIbArocpoyHo nmpoydyBaHe 3a KaHIIEPOTCHHOCT MPU MHUIITKH HE TTOKa3Ba KAHIIEPOTCHEH
MOTEHITUAIL.

6. DAPMAIEBTUYHU JAHHU
6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

REZOLSTA 800 mg/150 mg tabneTtkun
Slapo Ha TabneTkara

Be3sonen xomounen cunmuimes quokcun (ES51)
Hemynosa, mukpokpuctanna (E460(i))
Kpocnosugon

Xumpomenosa

Marunesues creapar (E572)

DuiMoOBO HOKpUTHE HA TabJIEeTKATA

Makporon/monmuerunet riukon (E1209)
IToMBUHUIIOB aTKOXOJ - YaCTHYHO Xuaponusupa (E1203)
Tank (E553b)
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TurtanoB muokcun (E171)
Kenesen okcun, uepseH (E172)
Kenesen oxcun, yepen (E172)

REZOLSTA 675 mg/150 mg tabyieTku
Slapo Ha TabieTkara

be3Boaen xomomaen cunuieB auokcun (ES51)
Ilemyno3a, mukpokpuctaiaa (E460(i))
Kpockapmenoza Harpuii (E468)

Marunesues creapar (E572)

DdunmMoBo OOKPHUTHUC HA TabaeTkaTa

Makporoj/noaueruiacHriiukoi (E1209)

IToMBUHUIIOB aTKOXOJ - YaCTHYHO Xuaponusupat (E1203)
Tank (E553b)

TurtanoB muokcun (E 171)

Kenesen okcun, xxbat (E172)

Kenesen oxcun, yepen (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

REZOLSTA 800 mg/150 mg dunmupany Ta0IeTKU

3 ronuHU
6 ceMUIM cliel] OTBapsiHE HAa Oy THIIKATA.

REZOLSTA 675 mg/150 mg dbunmupasu TadbaeTKu
3 roauHu
8 cemMuIn ciex OTBapsHE HAa OyTHIIKATA.

6.4 Crhenuananm yca10BHs HA CbXpaHeHHe
To3u J1lekapcTBEH IPOAYKT HE U3UCKBA CIELIUAJIHYU YCIOBUSA HAa ChbXpaHEHHUE.
6.5 Bwuawu cbabpkaHue Ha ONMAKOBKATA

REZOLSTA 800 mg/150 mg ¢puimupasnu Ta0IeTKU

bsuta Oytriika ot monueTmiieH ¢ Bucoka mibTHOCT (HDPE), chabpaxkara 30 TabmeTky, ¢
nonunpornieHosa (PP) 3amymanka, 3amurena oT Jena, ¢ UHIYKIIMOHHO 3alle4yaTBaHe.
OnakoBKa 1o efHa OyTHIIKA.

REZOLSTA 675 mg/150 mg dunMupanu TabJIETKH

Bsuta 6ytuika ot monuetuiieH ¢ Bucoka mrbTHOCT (HDPE), chabpikaria 30 Tabnetku, ¢
nonunponmieHosa (PP) 3amymmanka, 3amureHa oT Jera, ¢ UHAYKIIMOHHO 3aredaTBaHe.
OrmakoBKa 10 e1Ha Oy THIIKA.
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6.6 CroenuajJH{ Npeana3sHu MePKH MPH U3XBBPJIsIHE

HewnsnomsBaHusT neKapCTBEH MPOIYKT WU OTHAABYHUTE MaTePHAII OT HETo TPsiOBa Ja ce U3XBBPIISAT

B ChOTBETCTBHE C MECTHUTE H3UCKBAHUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PABPEHIEHUETO 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 I'BbPBO PA3PEIIABAHE/TTIOJHOBSIBAHE HA PASPELLIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewaBane: 19 HoemBpu 2014 1.

Jara Ha nocneano noaHopsBane: 31 romm 2019 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

08/2026

IMonpoOHa nHpopManus 3a TO3M JCKAPCTBEH NPOAYKT € MPEI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHInus 1o JekapcTraTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

REZOLSTA 600 mg/90 mg nucneprupariiu ce TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika nucnieprupaiiia ce Tabnerka chaspka 600 mg gapyHaBup (darunavir) (kato eranonat) u 90 mg
koOwumuctat (cobicistat).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Jucneprupaiiy ce TabJeTKH

YepBeHnKaBO-THJIaBa OBajHa (puiiMUpaHa Tabnerka ¢ pasmepu 21 mm x 10 mm, ¢ BIurbOHATO
penedno oznauenue "690" ot eqHaTa ctpana U "TG" ot apyraTa cTpaHa.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTUYHHU OKA3ZAHUS

REZOLSTA e nokazaH, B KOMOMHAIUS C APYTH aHTUPETPOBUPYCHU JICKAPCTBEHU MPOJYKTH, 32
JeueHne Ha MHQEKIs, MPUINHEHA OT YOBeIIKUs uMyHoaeduureH supyc-1 (HIV-1) npu Bp3pacTHH

Y IeINaTPUYHY MMAllMEeHTH Ha BH3PACT 3 W MOBeYe TOJUHM C TerJo Hail-manko 15 kg.

Wznom3eanero Ha REZOLSTA TpsiOBa fa ce phKOBOIM OT T€HOTHITHO HU3ciieiBaHe (BK. Touku 4.2, 4.4
u5.1).

4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHHE

JledenueTo TpsOBa 1a Ob/e 3aII0YHATO OT MEIUITMHCKH CIISITUANCT C ONHUT B jiedeHunero Ha HIV
UHDEKIIHS.

REZOLSTA 600 mg mapynaBup/90 mg xoOumucTar gucreprupaiia ce TabieTka TpsadoBa 1a ce
AWCIeprupa BbB BojA.

gomposxa

Heouampuunu nayuenmu Ha 6b3pacm 3 U nogeye 200Ut ¢ meaino Havu-vaixo 15 kg 0o noo 25 kg

Hayuenmu, na koumo ue e npunraeana ART (antiretroviral therapy, ART)
[IpenopbunTenHaTa cxemMa Ha npuiarade € eana Tadserka 600 mg napyHasup/90 mg KoOUIUCTAT
BEIHBK THEBHO, TIPHEMaHa C XpaHa.

Tayuenmu, na xoumo e npunacana ART

Enna tabnetka 600 mg napyHaBup/90 mg KoOMIIMCTAT BEAHBK JHEBHO, IPUEMaHa C XpaHa, MOXe Jia
Ce TpuIIara Mpy MalnyueHTH ¢ TPEIX0/IHa eKCITO3UIIHS HA aHTUPETPOBUPYCHU JICKAPCTBEHH MTPOYKTH,
HO 6e3 DRV-RAMSs* u ¢ nna3menu nusa va HIV-1 PHK < 100 000 xonusi/ml u 6poit na CD4+
xierkure > 100 xknerku x 10%/1 (Bxk. Touka 4.1).

* DRV-RAMs: V111, V321, L33F, 147V, 150V, I54M, 154L, T74P, L76V, 184V, L89V.

IIpu Bcuuky apyry nanueHTH, Ha Kouto e nmpuiaaraia ART unm He e HanmuuHo u3cnensade 3a HIV-1
reHoTuIl, u3nonzBaneto Ha REZOLSTA He e moaxoasmo u TpsaoBa 1a ce U3MoJI3Ba Apyra
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aHTHUPETPOBUPYCHA cxema. HampaseTe cripaBka ¢ KpaTkara XapaKTepUCTHKa Ha APYTHTE
AHTUPETPOBUPYCHU JICKAPCTBEHU MPOIYKTH 32 HHPOPMAIIUS OTHOCHO JIO3UPAHETO.

Qunmupanu mabremxu
REZOLSTA ce npeiara u o ¢popmara Ha punMupanu Tadietku oT 800 mg napyHasup/150 mg
KOOMIIMCTAT 3a Bb3PACTHH U IOHOIIH ¢ Terjio Hai-manko 40 kg.

REZOLSTA ce npemiara u oy ¢gopMara Ha TaOJIETKH ¢ ASIUTETHA YepTa OoT 675 mg
napyHaBup/150 mg KoOHIMCTAT 3a Jielia Ha Bh3pacT 6 U OBeUe rOJUHU ¢ TErJ10 Haii-Majko 25 kg u
mox 40 kg.

Cwveem npu nponycrhamu 003u

Axo REZOLSTA e nporrycHaTa B paMKkuTe Ha 12 yaca oT 00M4aifHOTO BpeMe 3a NpueM, HalueHTHUTe
TpsOBa na ObIaT HHCTPYKTHUPAHH Ja MpHUeMaT Bb3MOXKHO Hail-CKOpO MpeAnucaHaTa 03a ¢ XpaHa. AKo
ca U3MHUHAJIU ToBeYe oT 12 yaca cieq 00MUaiHOTO BpeMe 3a MpUeM, ITPOITyCHaTaTa J03a He TpsOBa J1a
ce rMpreMa | NalueHTHT TPIOBa Jla MPOABIDKY 10 0OMYaiiHaTa cxema Ha MPHIIOKEHHE.

AKO HanueHThT MOBbPHE B paMKUTE Ha 4 yaca cjejl IprueMa Ha JeKapCcTBOTO, Bb3MOKHO Hail-CKOpo
TpsiOBa na npueme napyra go3a REZOLSTA c xpana. Ako manueHTsT HOBBPHE ClIe]] ToBede OT 4 yaca
cIIe[] TpueMa Ha JISKapCTBOTO, He TpsOBa Ja npuema Apyra J03a 10 CIeJBaioTo 00n4aiHo
IUTAHUPAHO BPEME.

Crenpanaiy noIyJialuu

Cmapuecka 6v3pacm
[Ipu Ta3u nmomynanus ¢ HaIMYHA orpaHuueHa nHpopmanus u 3atoBa REZOLSTA TpsioBa na ce
npuiIara ¢ MOBUILEHO BHUMaHKUE TP MAUESHTH HaJA 65-roauiHa Be3pacT (Bk. Touku 4.4 u 5.2).

Yeprodpobno yepesicoane
Hsma Hannyan dpapMakoKMHETHYHM JaHHU OTHOCHO m3noi3Baneto Ha REZOLSTA npu nauueHTu ¢
YepHOAPOOHO YBpEXKAaHE.

JapyHaBup 1 KOOUIUCTAT ce MeTabOIM3UpaT upe3 uepHoApoOHaTa cucteMa. OTAEIHYU MPOYYBaHHUS C
JapyHaBUP/PUTOHABHP U KOOUIIMCTAT JaBaT OCHOBAHHE J1a Ce MPEATOI0XKH, Ye He Ce Hajlara KOPEeKIus
Ha J103aTa MpH MarueHTH ¢ Jeko (knac A no kinacudukanusata Ha Child-Pugh) wnm ymepeno (kmac B
no kinacugukanmsara Ha Child-Pugh) gepronpobno yspexnane, obadue REZOLSTA tpsioBa na ce
U3II0J13Ba C IOBUIIICHO BHUMAHHUE ITPU TE3U MAIMEHTH.

Hsima Hanu4yHM TaHHA OTHOCHO yroTpe0aTa Ha JapyHABUP MU KOOMIIMCTAT MPH MAIIMEHTH C TEKKO
4epHOIPOOHO yBpekaaHe. TexXKoTo 4epHOApOOHO YBpEKIaHEe MOXKE J1a IOBEJIE 10 TIOBHUIIABaHE HA
SKCIIO3MIIMATA Ha TapyHABHP W/WIM KOOMIMCTAT U JI0 BIIOLIaBaHe Ha po¢uiia Ha Oe30MacHOCT.
Crnenosarennno REZOLSTA He TpsiOBa 1a ce M3M0JI3Ba IPH MAIEHTH C TEXKO YePHOAPOOHO
yBpexaane (knac C no knacupukanusra Ha Child-Pugh) (Bx. Touku 4.3, 4.4 u 5.2).

bvopeuno yepescoane

YcTaHOBeHO €, 4e KOOMIMCTAT MOHWKaBa N3UUCICHU KPEaTUHUHOB KJIUPBHC B PE3yNTaT Ha
MOTHCKaHEe Ha TyOyITHaTa cekpelus Ha KpeaTnHuHA. Jledenne ¢ REZOLSTA e TpsiOBa n1a ce 3amouBa
IpY MALMEHTH C KPEaTHHUHOB KIUPBHC 1o 70 ml/min, ako 3a HIKOW OT NpHJIaraHUTE €IHOBPEMEHHO
JIEKapCTBEHHU MPOJYKTH (HAIp. EMTPUIIUTAOWH, TAMUBYIUH, TEHOPOBUP AU30NPOKCHII (KaTo pymapart,
thocdat nu cykiuHat) i anedoBUp JUMMBOKCHI) CE Hajlara KOpeKIrs Ha 103aTa Ha 6a3aTa Ha
KpEaTHHUHOBUS KIUPBHC (BK. TOUkH 4.4, 4.8 1 5.2).

BB3 0cHOBa Ha MHOT'O OIPaHUYEHOTO OBOPEYHO SIIMMUHHUPAHE Ha KOOMIIUCTAT U JapyHABUP HE CE
W3WCKBAT CIEIMATHU MPEANa3HA MEPKH WK agantupane Ha jpo3ata Ha REZOLSTA npu nanuenTu ¢
0B0peuHo yBpexaane. JlapyHaBup, KOOUIIUCTAT WM B KOMOWHAITUS HE Ca MPOYYBAHU TIPH MAI[EHTH
Ha IUaiu3a 1 3aTOBa HE MOXKE Ja Ce HalpaBH MPeropbKa 3a Te3H MalueHTH (BX. Touka 5.2).
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3a moBeue uHGOPMAIIHS BIDKTE KpaTKaTa XapaKTEPUCTHKA Ha TIPOAYKTa 3a KOOHUIIHUCTAT.

IHeouampuuna nonynayus

JlapyHaBup B KOMOMHAIUS ¢ KOOUIIMCTAT HE TPsOBa /1a Ce Mpuiiara Mpy MeANaTpUIHU MAUeHTH 10T
3-roauiHa BE3pACT MOpaan ChOOpaXKeHUs 3a 0€30IaCHOCT, CBBP3aHN C TOKCHYHOCT M CMBPTHOCT,
HaOJII0aBaHy IPH IOBEHITHH IDTHX0BE, TPETUPAHU C TApYHABHP 10 23- 10 26-THEBHA BB3PaCT (BXK.
Touka 5.3).

bpemennocm u cneo pasicoane

Jleuenneto ¢ napynasup/koounucrat 800/150 mg o Bpeme Ha OpeMEHHOCT BOJH 10 HUCKa
€KCIIO3MLMS Ha 1apyHaBup (Bk. Touku 4.4 u 5.2). 3aTroBa Ta3u kKoMOMHaNuMs HE TPsOBa Aa ce 3aroyBa
0 BpeMe Ha OpeMEeHHOCT, a )KeHH, 3abpemenenu o Bpeme Ha Tepamusa ¢ REZOLSTA, tps0Ba na
NPEMHUHAT Ha aJITEpHATHBHA CXeMa Ha JiedeHue (BK. Touku 4.4 u 4.6). JlapyHaBUp/pUTOHABUP MOXKE
Jla ce CUMTa 3a aJITEpHATUBA.

Hauwnn »Ha npuioxeHue

ITanmmentute TpsiOBa ma ce mHCTpyKTHpAT Aa npueMaT REZOLSTA no 30 MuHyTH clieq KaTo
MIPUKITIOYAT C XPaHEHETO (BX. TOUKH 4.5 u 5.2).

REZOLSTA aucneprupaiiy TabjaeTku TPpsidBa Aa ce AUCHeprupart BbB Boaa. [lanneHTsT He TpsiOBa

Jla TbBYE WM I'biiTa TabneTkarta. TpsOBa fa ce cieaBaT CleIHNUTe YKa3aHus:

- Croxere Tabnerkara B yama ¢ 30 ml (2 cyneHu IbKUIK) HEra3upana BoJa.

- Pa30bpkaiiTe mo6pe 10 MBIHOTO TUCTIEpTUpaHe Ha TabiaeTKara.

- IIpuemere BegHara msu10TO KOJTMYECTBO OT MPUTOTBEHOTO JIEKAPCTBO.

- AKO e HeoOX0JMMO, 32 /1a YIIeCHUTE IpueMa, 1o0aBeTe KbM AUCIIEprupaHaTa CMec B yaiiaTta
omre Boja (10 ml vy 2 4aeHM IBKUYKN) WK HIKOE OT CJICTHUTE: MOpTOoKaoB cok (10 ml wn
2 YaeHU JTBKUYKHN), SOBIKOBO miope (1 JaeHa JTBKAYKA) WIIH KUceJIo MIIIKO (1 JaeHa JIbKUIKa).
CwMmecete 1 MpreMeTe BeAHAara Iaa0To KOJIMYECTBO OT IPUTOTBEHOTO JIEKAPCTBO.

- Yamrara TpsiOBa na ce u3miakse ¢ 5 ml (1 yaeHa rpknuKa) TEUHOCT WIIK Y2 YaeHa IHKUYKA MEKa
XpaHa, KaTo TpAOBa /1a ce TIIbTHE IIs1aTa TEYHOCT, 3a Ja € CUTYpPHO, Y€ € IpreTa [ajaTa 103a.
Ta3u cThIIKa MOKe /1a Ce TIOBTOPH MPH HYkK/1a.

- [NanuenTsT TpsOBa A2 IpUeMe A03aTa OT JIEKapcTBOTO BeHara. AKO He ce MpHeMe BeHara,
cMmecTa Tps0Ba /1a ce U3XBBPIIH U /1a CE IPUTOTBH HOBA /1032 JICKapCTBO.

4.3 IIporuBomokaszaHusi

CBp’I)X'-IyBCTBI/ITeJIHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

[ManmenTn c Texko yepHoIpoOHO yBpexaane (knac C no kinacudukanmsara Ha Child-Pugh).

EnHoBpeMeHHOTO NpuiiokeHue cbe cuiHu nHIykTopu Ha CYP3 A xaTo n30poeHuTe no-goiy
JIEKapCTBEHU NMPOIYKTH MOPaAX Bb3MOXKHOCTTA 32 3ary0a Ha TepaneBTu4eH edekr (Bx. Touka 4.5):
- kapbOamasenuH, peHoOapouTai, peHuTonH

- pubamMnunuH

- JIOTIMHABUP/PUTOHABHUP

- KBIT KaHTapuoH (Hypericum perforatum).

ENHOBpEMEHHOTO NPUIIOKEHHE C JICKAPCTBCHUTE MPOIYKTH, M30POCHH TO-I0ITy, IOPaIH

BB3MOXKHOCTTA 33 CEPUO3HU /WU KUBOTO3aCTpalllaBallld HEXKEIaH! peakiuu (BxK. Touka 4.5):

- andys3o3uH

- aMHOIapoH, OCNPUIII, TPOHEIAPOH, HBAOPA/INH, XUHUIVH, PAHOJIA3UH

- acTeMu30J1, TepeHa It

- KOJIXUIIMH, KOTaTO CE U3IO0JI3Ba MPH MAIUSHTH ¢ ObOPEUYHO W/WITU YSPHOAPOOHO YBPEKIaHE
(BXk. Touka 4.5)

- pubamMnunuH
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- NPOU3BOIHA HA MOPABOTO porde (Hamp. JUXHAPOESPrOTaMUH, €proMETPHH, €PrOTaMHFH,
METHJICPTOHOBHH )

- [U3ATPHU]T

- JAOKCeTHH

- JIOMIIEPUJIOH

- HAJIOKCET O

- JTypa3uioH, MUMO3Kl, KBETHAIIMH, CEPTHHAON (BX. Touka 4.5)

- enbacBUp/Tpa3onpeBup

- TpHazoyiaM, MUIA30J1aM, TIPUIIOKEH MEPOPATHO (32 MpeINa3HUTe MEPKH MPH TAPEHTEPATHO
NPUIOKEHUE Ha MHUa30J1aM, BXK. Touka 4.5)

- cuiieHauII - KOraTo ce U3I0JI3Ba 3a JIeUeHrne Ha 0enoApoOHa apTepuaitHa XUIepTOHuS,
aBaHa(UI

- CHMBACTaTHH, JIOBACTATHH M JIOMUTANHU] (BXK. TOUKa 4.5)

- THUKarpesop.

4.4 Chenuananu npeaynpesaeHus: U NpeAnasHyl MepKH NPU ynoTpeda

[IpenopbuBa ce peloBHO OlLIEHSBaHE Ha BUPYCOJIOTUYHHS OTTOBOp. B ciyuail Ha nurica mnu 3ary6a Ha
BUPYCOJIOTUYEH OTTOBOP TPSIOBA J]a ce M3BBPILNHU H3CIIC/IBAHE 32 PE3UCTEHTHOCT.

JapyHaBup ce cBbp3Ba NPEANMHO C 0.1-KHCET IIMKOIPOTENH. ToBa CBBp3BaHE C MPOTEUHA € 3aBUCUMO
OT KOHLIEHTpAalMsATa, IOKA3aTEeJIHO 32 HACUILAHE Ha BPb3KaTa. 3aTOBA HE MOXKE J1a CE€ U3KIII0UU
MIPOTEMHOBO U3MECTBAHE OT JIEKAPCTBEHU MTPOAYKTH, KOUTO CE€ CBBP3BAT BB BUCOKA CTEIEH C
0.{-KUCETIHSI TIMKOTIPOTEHH (BXK. Touka 4.5).

IlammmenTn, Ha xouTto € nprmiaraga ART

REZOLSTA He TpsiOBa a ce M3M0I3Ba NPU NAIMESHTH C MPEIXO0HO JICUCHHE, C €THA WU IIOBEYEC
DRV-RAMs i ¢ HIV-1 PHK > 100 000 korust/ml v 6poit Ha CD4+ knetkute
< 100 xetku x 10%/1 (Bx. Touka 4.2).

KoMOuHanuu ¢ onTuMu3UpaHu ocHOBHU cxeMu (optimized background regimen, OBR), pa3nuunu ot
> 2 HYKJICO3UIHA HHXUOUTOpH Ha oOpaTHaTa TpaHckpumnraza (NRTI), He ca mpoydeHu B Ta3u
nomyanus. Hsima noctaTpuyHO HaNW4YHY JaHHH 32 nanuenty ¢ HIV-1 cyotunose, paznuaau ot B (Bk.
Touka 5.1).

bpemennoct

Jledenueto ¢ napynasup/koourpcrar 800/150 mg mo BpeMe Ha BTOPUS U TPETHSI TPUMECTHD BOIHU 10
HHCKa €KCIO3MLMS Ha JapyHAaBUP ¢ HaMansaBaHe HUBaTa Ha Cpin ¢ 0K0JI0 90% (Bk. Touka 5.2). HuBoto
Ha KOOMLIMCTAT HaMAJIsIBa M € Bb3MOXKHO Jia He ObJIC MOCTUTHATO JOCTATHYHO MOTECHIMPAHE.
3HAYUTETHO MMOHIKEHATA eKCITO3UIIHS Ha JapyHABHAP MOXKE Jla IOBEIE 10 BUPYCOJIOTHYEH HEyCIeX U
MOBHILIEH PUCK OT npeaaBade Ha HIV undeknusaTa oT MaiikaTa Ha I€TETO. 3aTOBA Ta3d KOMOUHAIUS
He TpsiOBa J1a ce 3al04Ba Mo BpeMe Ha OPEeMEHHOCT, a KeHH, 3a0peMeHeNH [0 BpeMe Ha Teparus C
REZOLSTA, Tps6Ba 1a mpeMUHAT Ha aJITepHATUBHA CXeMa Ha JedeHue (BxK. ToUkd 4.2 u 4.6).
JapyHaBup, IPHIIOKEH C HUCKA JI03a PUTOHABUP, MOXKE JIa CE CUUTA 33 AJITEPHATHBA.

CTapquKa Bb3pacT

Toit kaTo 3a ynotpebata Ha REZOLSTA npu naumeHTy Ha Bb3pacT 65 TOIMHM U ITOBeYe € HalTuHa
orpaHuueHa HHPOpMAIHsl, Ce N3MCKBA MOBUILICHO BHUMaHHE, KaTo TPsiOBa Jla ce MMa IpeABH] 110-
roysiMaTa 4yecToTa Ha MOHIKEHa YepHOIpOOHa (YHKIMS U ChITBTCTBAIIM 3a00JIIBaHUS MM ApyTa
Tepanus (BX. TOUkd 4.2 1 5.2).
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TeXKu KOXKHU peakiuu

B xozxa Ha mporpamaTta 3a KIMHUYHO pa3paboTBane Ha napyHaBup/putoHasup (N=3 063) mpu 0,4% ot
NalUeHTHUTE ce ChOOIIaBa 3a TeKKH KOXKHU PEaKIMU, KOUTO MOKE J1a ca IPUAPYKEHHU C TPECKa H/WiIH
MOBHUIIIaBaHEe HA CTOMHOCTUTE Ha TpaHcaMuHazute. B penku cnyqan (< 0,1%) ce chobmasa 3a
JICKapCTBEH 00pHB ¢ co3uHOG MM U cucteMuu cumnromu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS) u curnpom Ha Stevens-Johnson, a o Bpeme Ha moCTMapKETHHTOBHSI
OIMUT ce choOIaBa 3a TOKCHYHA eMHepMalTHa HEKPOJIN3a M OCTPa TeHepaIn3upaHa eK3aHTeMHa
mycTyino3a. Jleueanero ¢ REZOLSTA Tpsi6Ba na 0b/1¢ He3ab0aBHO MTPEYCTAHOBEHO, B CITydaid 4e ce
NOSIBAT MPU3HALM MJIM CUMIITOMHU Ha TEXXKU KOKHH peakuuu. Te Moxe Jja BKIIOYBAT, HO 0e3 11a ce
OrpaHUyaBaT A0 TeXbK 00pUB MM OOPHUB, IPUAPYKEH C TPECKa, 0010 Hepa3oIoKeHHe, yMopa,
MYCKYJIHU HJIH CTaBHHU OOJIKH, MEXYPH, JI€3UU B YCTHATA KyXWHA, KOHIOHKTUBUT, XENATUT H/WITH
€03MHO(PHITHSL.

O6pI/IBI/I CC MOABABAT IMO-YCCTO IPU MAMUCHTH, HA KOUTO € IMpUjIaraHo JICUCHHUE U KOUTO IIoJ1ydaBaT
TEPaneBTHUYHN CXEMH, ChBPIKAIU TapyHABUP/PUTOHABUD + paiTerpaBup, B CPABHEHHE C MAIIMCHTH,
NOJTy4aBally AapyHaBUP/pUTOHABHP O€3 panTerpaBup WiH pajTerpaBup 0e3 gapyHaBUp/pUTOHABHP
(Bk. Touka 4.8).

Aneprust KeM cyndoHaMUIHA

Hapynasup cpabpxka cyiadponamumnaa rpyna. REZOLSTA tps6Ba na ce m3moii3Ba BHUMATEITHO TIPH
MAIUCHTH C U3BECTHA AIePTUs KbM CYJI(OHAMUIH.

XenmaToTOKCHYHOCT

[Ipu ynorpebata Ha qapyHaBUP/pUTOHABHP CE CHOOINABA 3a CIIy4ar Ha JIEKAPCTBEHO MHYIIUPaH
XENaTUT (HalpuMep OCThP XEMAaTHUT, IUTOIMTHYCH XernaTuT). B Xoa Ha mporpamara 3a KIMHUYHO
paspabotBane (N=3 063) mpu 0,5% oT nanmeHnTuTe, J€KyBaHH C KOMOMHIpaHa aHTUPETPOBHUPYCHA
Tepamnus ¢ JapyHaBUP/pUTOHABUD, Ce ChOOIaBa 3a ciryyau Ha xenatut. [Ipu manuenTu ¢
MPEIBAPUTETHO CHIECTBYBAIa YSPHOIPOOHA TUCPYHKIIHS, BKIIOYUTEITHO U XPOHUYCH aKTHBEH
xernatuT B i C, nMa MOBHIIIEH PUCK OT HapyllleHa YepHOAPoOHa (QYHKIIUS, B TOBA YUCIIO TEXKKH U
MOTEHI[HAIIHO JICTAJIHU YEPHOAPOOHHU HEXKEJIaH! peakinu. B ciydali Ha ChIIbTCTBAIIA AaHTHBUPYCHA
Tepanus 3a xenatuT B wiu C, Mouis, mpodeTeTe ChOTBETHATA MPOAYKTOBA MH(POPMAIIUS 32 TE3U
JIEKapCTBEHU IIPOJYKTH.

[Ipenu 3amouBane Ha Tepanust ¢ REZOLSTA TtpsiOBa na ce nmpoBegaT noaxoIsIy JabopaTopHU
M3CIIEBAHUs U MALMEHTHTE TPsiOBa 1a ce mpocieasBar o BpeMe Ha JieueHueTo. TpsaoBa aa ce
MPEIBUIN 3aCHICHO TIpociiesiBaHe Ha cToiiHocTuTe Ha AST/ALT npu nanMeHTy ¢ yCTaHOBEH
XPOHHMYEH XEMaTUT, [UPO3a WU PU MALKUEHTH, YUUTO CTOMHOCTH Ha TPaHCAMHUHA3UTE Ca 3aBUIIECHU
Npeay JIEYSHUETO, 0COOEHO Ipe3 MbPBUTE HIKOJIKO Mecela OT JICUCHUETO.

AKo MMa JIaHHH 32 MOsIBa HA HOBO HJTU BJIOLIIABAaHE Ha CHIIECTBYBAIIO YepHOPOOHO 3a00IIsiBaHe
(BKITIOYUTETHO KIMHUYHO 3HAYMMO TIOBUIIIABAaHE HA CTOMHOCTUTE HA YePHOAPOOHUTE €H3UMU W/WITH
CHUMIITOMH KaTO YMOpa, aHOPEKCHsl, TaJieHe, )KbITCHUIA, ThMHA ypUHa, OO0JIE3HEHOCT Ha YepHHUsI Jpo0,
XernaToMerains) Tpa0Ba /1a ce B3eMe CBOEBPEMEHHO pEIlIeHHUE 3a MPEKbCBAaHe WM MTPEeKpaTsBaHe Ha
JIEYCHUETO.

[TanueuTH ¢hC CHIETCTBAIIM 3a00ISIBAHMS

Yeproopobno yspedcoane

be3zonacHocTTa M ehUKacHOCTTa HA AapYHABHUP W/MIH KOOUIIMCTAT HE Ca YCTAHOBEHU MPH MAIIMEHTH C
TEXKH MOJIekKaIy depHoapooHu Hapymernus. CiemoBatenHo REZOLSTA e mpoTuBOIOKa3aH Mmpu
MAlMEHTH C TeXKO YepHOIPOoOHO yBpexxaane. [lopaan moBuiaBaHeTo Ha MIa3MEHUTE KOHLIEHTPALUN
Ha HecBbp3aHus AapyHaBup, REZOLSTA Tps6Ba na ce u3mosi3Ba BHUMATEIHO MIPU MALUEHTH C JIEKO
JI0 YMEPEHO YepHOIPOOHO yBpekaaHe (Bx. Touku 4.2, 4.3 u 5.2).
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bvopeuno yspeacoane

YcTaHOBEHO €, 4e KOOWIIMCTAT MOHIKABA N3YHCIICHUS KPEaTHHUHOB KIMPHHC B PE3yNTaT Ha
MOTHUCKAaHE Ha TyOyJIHaTa CeKpelus Ha KpeaTHHUHA. 103U eeKT BbPXY CEpyMHUS KPEATHHUH, BOJICII]
JI0 TTIOHIKABAaHE HAa N3YUCIICHUS KPETHHUHOB KIUPHHC, TPsIOBa J]a ce UMa MpeIBUJl, KOraTto
REZOLSTA ce npunara mpu MaueHTH, IPH KOUTO U3YUCICHUSIT KPEATHHUHOB KITUPBHC CE U3II0I3Ba
KaTo HAaCOKa 3a JICYCHNEeTO, BKIIOYUTETHO 32 aIaliTUPaHe Ha JO3UTE HA €THOBPEMEHHO MPUIIaraHu
JICKapPCTBEHHU MPOAYKTH. 3a MoBeve WHGOPMAIHS BIDKTE KpaTKaTa XapaKTepUCTHKA Ha TIPOIYKTa 3a
KOOMIIUCTAT.

Jleuenne ¢ REZOLSTA He Tps0Ba 1a ce 3amo4Ba Ipy NAUEHTH ¢ KPEaTHHUHOB KIMPBHC 10]1

70 ml/min, KoraTo ce mpuiara e AHOBPEMEHHO C €JHO MJIM MTOBEYE CPEACTBA, N3CKBAIIM KOPEKIHUs Ha
J03ata Ha 0azaTa Ha KpEaTHHUHOBHSI KIIUPBHHC (HAIP. eMTPUIIUTA0KH, JIAMUBY/IUH, TCHO(OBUD
IU30IPOKCHI (KaTo (pymapart, Gpocdar unm CyKIuHAT) WK afeQoBUp JUMUBOKCHII) (BX. TOUKH 4.2,
4.8u5.2).

Hsma crienmanay npenynpeskaeHus Wik HeoOX0JUMOCT OT aIaliTHPaHe Ha J103aTa TPH MaIUCHTH C
0b0peuHo yBpexxaane. Tl KaTo AapyHaBHp M KOOUIMCTAT CE CBHP3BAT BbB BUCOKA CTEIICH C
TUTa3MEHHUTE TIPOTEHHHU, MaJIKO BEPOSITHO € Te 1a ObJaT OTCTPAaHEHU B 3HAUUTEIHA CTETICH MPH
XeMOIUalln3a WIK NepUTOHeaTHa Auanu3a (BxX. Touku 4.2 u 5.2).

B MoMeHTa HsIMa IOCTaThYHO AaHHH, 32 /1a C€ YCTAaHOBH JaJld €JHOBPEMEHHOTO NPHIIOKEHHE Ha
TEHO(OBHP TU3OMPOKCUII U KOOUIUCTAT C€ CBHP3Ba C IMO-TOJISIM PUCK OT OBbOpEUHN HEXETaH!
PEaKnyu B CPaBHEHHE ChC CXEMH, KOUTO BKIIFOUBAT TEHO(OBHUP TU3OMPOKCHII O€3 KOOUIHCTAaT.

Iayuenmu c xemoghunus

Hma C’LO6IIICHI/I$I 3a YBCJIMYCHO KbPBCHE, BKIIIOUUTCIIHO CIIOHTAHHU KOKHU XEMAaTOMHU U XEMApTpO3a
Tpu maruerTy ¢ xemodrus tun A v Tun B u nexyBanu ¢ HIV nipoteasnau naxubdutopu. [Ipu Hikon
MAIMeHTH € naBaH ponbiaHuTenHO daktop VIII. [Ipu moBede ot momoBuHATA OT CHOOIIIABAaHHUTE
ciydau neuenneto ¢ HIV nporeasnun HHXHOUTOPH € TIPOIBIKEHO MITK € 3all0YHATO OTHOBO, aKO €
6uno npexbcHaTo. [Ipennonara ce chiecTBYBaHETO Ha IPUUMHHO-CJIEACTBEHA BPb3Ka, BHIIPEKH Ue
MEXaHM3MBbT Ha JeHCTBHE HE € N3sICHEeH. 3aTOBa MAIUeHTUTE ¢ XeMohrns, TpsiOBa 1a Ob1aT
NpeaynpencHu 3a BEPOITHOCTTA OT YBEINYEHO KbPBEHE.

Terno u MeTaOOJIMTHH ITApAMETPHU

ITo BpeMe Ha aHTUPETPOBUPYCHA TE€paIHsI MOKE Ja HACTHIIM YBETMYaBaHE Ha TErJIOTO M HA HUBATa Ha
JUTHIUTE | TIIF0KO3aTa B KpbBTa. TakuBa MPOMEHH JI0 M3BECTHA CTETICH MOTaT Jia ObJaT CBbP3aHU C
KOHTpOJIa Ha 3a00JIIBaHETO U HaYMHA Ha )XUBOT. OTHOCHO JIMTTUINTE, B HAKOU CITydan UMa
JIOKa3aTesiCTBa 3a e(eKT Ha JICYCHHETO, JIOKATO OTHOCHO YBEJIIMYaBAHETO Ha TETIJIOTO, HSIMAa TBBPIN
JIOKa3aTesICTBa, KOUTO JIa CBBP3BAT TOBA C HIKAKBO KOHKPETHO JICUEHHUE. 3a MPOCceAsiBaHEe Ha
JUNUANTE U TTI0K03aTa B KPBBTA C€ IIPABU CIPaBKa C YCTAHOBEHUTE HACOKH 3a JieueHue Ha HIV.
JlunuaanTe HapyIIeHus TPSOBa Aa ce JEKyBaT M0 KIIMHUYIHO TTOAXOISIT HAYHH.

OcreoHekposa

Bwnpeku ve ernonorusra ce cMaTa 32 MHOTO(aKTOpHA (BKIIFOYUTENHO yroTpeba Ha
KOPTUKOCTEPOHIN, KOHCYMallls Ha aJIKOXOJI, TEKKa UMYHOCYIIPECHS, TI0-BUCOK MHAEKC Ha TeJIeCHaTa
Maca), cIy4ad Ha OCTEOHEeKpo3a ca choOIIaBaHi 0cOOEHO NPH MAMeHTH ¢ Hanpeanano HIV
3a00JsIBaHE W/HIIH MPOIBJIKUTEHA SKCITO3UIINS Ha KOMOMHHUPaHA aHTUPETPOBUPYCHA TEPAITHs
(CART). ITaimmentute TpsiOBa Aa ce MOCHBETBAT J1a OTHPCAT JIEKAPCKa KOHCYITALH, aKO U3MUTBAT
CTaBHHU OOJIKH, CKOBAaHOCT Ha CTaBUTE WU 3aTPYAHEHUS NIPU JBHKECHUE.

BresnanureneH cHEAPOM ITPU UIMYHHO Bb3cTaHoBsBaHe (Immune reconstitution inflammatory
syndrome, IRIS)

[Ipu nadexrupanu ¢ HIV nanueHTy ¢ Te’Ka IMyHHA HEJOCTaTPYHOCT KbM MOMEHTA Ha 3all0YBaHe Ha
KoMOuHHpaHa anTuperpoBupycHa Tepamus (CART) Moke a Bb3HUKHE BH3MAIUTEIHA PEAKIUI KbM
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ACUMIITOMHH MJIH PE3UIYaIHU OMOPTIOHUCTUYHU IATOI'€HHU, KOSITO J1a JIOBEE 0 CEPUO3HU KITMHUYHH
CHCTOSIHHS FUIH BJIOIIaBaHe Ha cuMiiromuTe. OOMKHOBEHO, TTOIOOHH peakIny ca HaOJII0JaBaHu B
paMKHTe Ha MPBUTE CEIMHUITN MU MECELU CJIE]] HaYaJloTO Ha KOMOMHUpPaHa aHTHPETPOBUPYCHA
tepanusi. ChOTBETHU MPUMEPH Ca PETHHUT, MPUYMHEH OT [IUTOMETATIOBUPYC, TeHEPAITU3UPAHH H/UITH
OTHUIIHA MUKOOAKTepHaaHi HH()EKIMK U ITHEBMOHUS, IPHUUHEHA OT Prneumocystis jiroveci (o-paHo
U3BECTHA KaTo Pneumocystis carinii). Bcuuky Bb3MaTUTEIHN CUMIITOMU TPsIOBa 1a ObJaT OLICHEHH H,
aKo ¢ Heo0X0IMMO, /1a ObJIc Ha3HAYCHO JICUCHHEe. B JOMbIIHEHNE, PEeaKTHBUPAHE HA XEPIIEC CUMILICKC
1 XepIiec 30CTep € HaOIMI0AaBaHO B KIIMHWYHHU TIPOYIBAHMS C TAPYHABHP, IPHIIArad €THOBPEMEHHO C
HHUCKA 1032 PUTOHABHP.

B ycnoBusita Ha IMyHHO BB3CTaHOBSIBaHE ce ChOOIIIaBa ChIIO 3a Pa3BUTHE Ha aBTOMMYHHHU
Hapymenus (karo 6osiect Ha Graves ¥ aBTOMMYHEH XEIaTHT); ChOOIIEHOTO BPEME JI0 HACTHITIBAHETO
UM 00ade e Mo-MPOMEHJIMBO U Te3H CHOUTHS MOXKE Ja Ce Pa3BUAT MHOT'O MECEIIH CJIeH 3all0YBaHe Ha
JedeHneTo (BK. Touka 4.8).

B3anMoelicTBHE ¢ JIeKapCTBEHU OPOJAYKTH

JKuBoTo3acTparniaBaiiy 1 JeTaIHU JIEKAPCTBEHH B3aUMOJICHCTBHS C€ ChOOIIABAT MPHU MAIMEHTH,
JIEKYBaHM ¢ KOJIXUIWH U cutHA nHXxuouTopu Ha CYP3A u P-rimukonporenn (P-gp) (Bxk. Touka 4.5).

REZOLSTA He TpsiOBa a ce M3M0iI3Ba B KOMOWHAIIHS C APYTO aHTUPETPOBUPYCHO CPEICTRBO, 32
KOETO € He00X01uM (papMaKOKMHETHYEH CHXaHCEP, Thil KAaTO HE Ca YCTaHOBEHU IPEIOPHKH 3a
JI03UpOBKaTa B TakaBa komOuHanus. REZOLSTA He TpsiOBa na ce M3moia3Ba eTHOBPEMEHHO C
MPOAYKTH, ChIIbPKAI PUTOHABUP UM CXEMH, ChIbPKAIIA PUTOHABHUP WIIK KOOUITUCTAT.

3a pa3nuka OT puTOHaBUp, KoounucTaT He € nHAyKTop HAa CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19 nnmu UGT1ALl. Ilpu npemMrHaBaHe OT pUTOHABHP KaTo (hapMakOKMHETHUEH EHXaHCep Ha
KoOUICcTaT € HeOOXOAMMO MOBUIIIEHO BHUMAHHUE MIPE3 IbPBUTE JBE CEAMUIM HA JICUCHHE C
REZOLSTA, oco0eHo ako J03HUTEe Ha ChIIBTCTBAIIO PUIaraHUTe JICKApCTBEHHU MPOIYKTH ca OMIIU
TUTPUPAHH WM aalITHPAHH 110 BpeMe Ha yrnoTpebaTa Ha PUTOHABUP KaTo (hapMaKOKHHETHYCH
eHXaHcep.

Tlomonrau BCIICCTBA

REZOLSTA cbhabprka mo-manko ot 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXKeE Jla Ce KaxKe, ue
MPAKTHYECKU HE ChABPIKA HATPHUI.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMH HA B3anMoelicTBUE

Toit kaTo REZOLSTA chabpixa qapyHaBUp U KOOMLIUCTAT, B3aUMOJEHCTBUS, KOUTO Ca YCTaHOBEHH C
JapyHaBup (B KOMOWHAIMS C KOOMIIUCTAT MM C HACKA J103a PUTOHABUD) HIIM C KOOMIIUCTAT,
OTIPEJISIIAT B3aMOJICHCTBUATA, KOUTO MOXeE Jla Bh3HUKHAT TpH ynoTpedbara Ha REZOLSTA.
[IpoyuBanusiTa 32 B3aMMOJCHUCTBHITA C JapyHABUP/KOOUIMCTAT, JapYHABUP/PUTOHABHP H C
KOOHWITUCTAT ca MPOBEXKIAHH CaMO TPH Bh3PACTHH.

HeKa‘DCTBeHH OPOAYKTH, KOMTO MOKE Ja CC IMOBJIUAAT OT Z[aDVHaBI/ID/ KOGI/ILII/ICTaT

Hapynapup e naxuburop Ha CYP3A, cnad naxudburop vHa CYP2D6 1 naxuburop Ha P-gp.
Kobumucrat e unxubutop Ha MexanuzbM, O6azupan Ha CYP3 A, u cnab uaxudbutop Ha CYP2D6.
Kobumucrat nnxubupa tpancnoprepute P-gp, BCRP, MATE1, OATP1B1 u OATP1B3. He ce
ouakpa koounucrat na uaxuoupa CYP1A2, CYP2B6, CYP2C8, CYP2C9 unu CYP2C19. He ce
ouaka koounucrat na uaaynupa CYP1A2, CYP3A4, CYP2C9, CYP2C19, UGT1Al, unu P-gp
(MDR1).

EnHoBpeMEeHHOTO NpUIIOKEHHE Ha JapyHABUP/KOOUIMCTAT U JIEKAPCTBEHH MPOTYKTH,
metabonausupanu ocHoBHO oT CYP3A unu tpancnoptupanu ot P-gp, BCRP, MATEL, OATPIB1 u
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OATP1B3, moxe 1a noBeje 10 OBHUIIIEHAa CHCTEMHA SKCITIO3UITAS Ha TE3W JIEKAPCTBEHU IPOIYKTH,
KOETO MOYKE J1a YBEJTUYH WIIN YIBIDKU TEXHUS TEPANEeBTHUCH e()eKT U HeXKEIaH! Peaknu (BXK.
Touka 4.3 wiu Tabaumnara no-10iy).

REZOLSTA =ue Tps6Ba aa ce mpuiara B KOMOMHAITHS C JIEKAPCTBEHH MPOITYKTH, YHATO KIUPHHC €
crHo 3aBucuM oT CYP3A u 3a KOUTO yBeMUeHATa CUCTEMHA SKCITO3UITNS € CBhP3aHa ChC CEPUO3HU
W/WIH )KUBOTO3ACTPAIIaBAIN CHOUTHUS (TECEH TePANleBTHUCH HHJICKC).

EnnoBpemennoro npunoxenne Ha REZOLSTA ¢ nekapcTBeHH MPOAYKTH, KOUTO HMAT aKTUBEH(H)
MeTabonut(u), oopazyBan(u) upe3 CYP3A, Moxe 1a noBe/e 10 MOHKEHU TIa3MeHH KOHIIEHTPAIluu
Ha Te3W aKTHBHU MeTa0OJIUTH, KOETO MOXKE Ja AOBEE /10 3aryda Ha TepaneBTHYHMS UM edeKT. Te3u
B3aWMOJICHCTBUS Ca ONUCAaHH B TAaOIMIIATa HA B3aMMOJICHCTBUSATA TIO-/I0ITY.

.HeKaDCTBeHI/I OPOAYKTH, KOMTO IIOBJIWABAT CKCIIO3UIIMATA HA ,I[aDVHaBPID/ KO6I/II_II/ICTaT

Hapynasup n koourmctar ce Mmeradomuszupat or CYP3A. Ogaksa ce, JeKapCTBEHUTE MPOAYKTH,
KoHuTO MHAYIHpaT aktuBHOCTTa HAa CYP3A, na yBenuvaT KIMpbHCA Ha JapyHABUP U KOOHIIUCTAT,
KOETO BOJIM JIO ITO-HUCKH TUIa3MEHH KOHIICHTpAIMK Ha JapyHABUP ¥ KOOUIMCTaT (HAIp. eaBUpEHIl,
kapOamasenuH, peHuTounH, heHobapOouTai, pubamMuuiyH, pudaneHTHH, pudadyTHH, KBIT
KaHTapuoH) (BX. Touka 4.3 1 Tabiuuara Ha B3aUMOACHCTBUATA [TO-A0IY ).

EnnoBpemennoro npunoxkenre Ha REZOLSTA ¢ npyru nekapcTBeHH POIYKTH, KOUTO HHXHOUpAT
CYP3A, moxe 1a HaManu KIMpbHCA HA JapyHABUP U KOOMILIMCTAT, KOETO MOJKE J1a JIOBEJE 10
MOBHUIIIEHH IJIa3MEHU KOHLEHTPALUK Ha JapyHAaBUP U KOOMLUCTAT (HAMp. a30JI0BU aHTUMHUKOTHUIIH
KaTo KJ10TpuMasoi). Te3u B3auMoAeiCTBYS ca ONMCAaHU B Ta0JUIIAaTa 3a B3aUMOJCHCTBUATA I10-/10ITY.

REZOLSTA ne TpsiOBa 11a ce U3M0I3Ba €AHOBPEMEHHO C MPOAYKTH MIIM CXEMH, ChIbPIKALIH
putonasup win koounucrar. REZOLSTA ne Tps0Ba Aa ce n3mona3Ba B KOMOMHAIMSA C OTACIHUTE
komnoneHTH Ha REZOLSTA (napynaBup miu koounuctat). REZOLSTA ne TpsiOBa aa ce U3mon3pa B
KOMOMHANUs ¢ APYro aHTUPETPOBUPYCHO CPEACTBO, 33 KOETO € Heo0X01uM (hapMaKOKMHETHICH
€HXaHcep, ThI KaTO He ca yCTAaHOBEHH MPEMOPBKH 32 I03MPOBKATa B TAKaBA KOMOMHALIHAL.

Tabnuia Ha B3aUMOJIENCTBUATA

B tabnumata mo-gomy ca n30poeHn o9akBaHUTE B3auMmoeicTBrus Mexay REZOLSTA u
AHTUPETPOBUPYCHHU M HE-aHTUPETPOBUPYCHH JICKAPCTBEHHU MPOYKTH, KOUTO C€ OCHOBABaT Ha
YCTaHOBEHUTE B3aMMOJICHCTBUS C IapyHABUDP/PUTOHABUD, JapyHABUP/KOOUIIUCTAT U C KOOUITUCTAT.

[IpodunbT Ha B3auMoIeiicTBUE HA TapyHABUP 3aBUCH OT TOBA JIajld PUTOHABHUP MM KOOHIIUCTAT ce
M3M0J3BaT KaTo (hapMaKOKHMHETHUYEH EHXaHCEeP, CIEA0BAaTETHO MOXKE /14 MMa Pa3IMYHH NPENoOpbKU 3a
M3M0JI3BAaHETO Ha JITApYHABUD ChC CHIIBTCTBAIIOTO JEKapcTBO. B TabnuiiaTa mo-1omy € moco4eHo,
korato npenopbkute 33 REZOLSTA ce pa3zinndaBat OT T€3H 3a JapyHaBUP, MOTEHITMPAH ¢ HACKA 1032
putoHaBup. HampaBere cripaBka ¢ KpaTkara XapakTepucTnka Ha mpoaykra 3a PREZISTA 3a
JOIBJIHUTENHA HH(pOpMAaLHs.

ChnuchKbT ¢ MpUMEPH Ha B3aUMOJEHUCTBUS OT THIIA JIEeKapCTBO-JIeKapcTBo B Tabnuma 1 mo-gony He €
M34epraTesieH U CIEA0BATEIHO TPSIOBa J1a ce HAaIllpaBH CIIPaBKa ¢ NPOIYKTOBaTa HHQOpMaIus Ha
BCHYKH JICKAPCTBEHH MIPOLYKTH, KOUTO ce mpuiarart eqHoBpemenHo ¢ REZOLSTA, 3a undopmanus,
CBbp3aHa ¢ IIbTS Ha MeTabOJIM3UpaHe, MbTUIIATA HA B3aMO/ICHCTBHE, TOTEHIIMATHUTE PHCKOBE H
cneun(puIHUTE ASHCTBHSA, KOUTO TPSAOBA Aa ce MpeanpreMaT 10 OTHOILICHHE Ha €IHOBPEMEHHOTO
NPUIIOXKEHHE.
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Tabiuna 1 JlekapcTBeHN B3aUMOelCTBHS ¢ JPYTH JICKAPCTBEHU NPOAYKTH M NPENOPbYUTETHH 1031

IIpumepu Ha JeKapCcTBeHH
NMPOAYKTH II0 TePANleBTHYHH

Tpynu

JlekapcTBeHO B3auMo/eiicTBHe

IIpenopbKu 0THOCHO
€IHOBPEMEHHO MPUJIOKCHHE

HIV AHTUPETPOBUPYCHHU CPEJCTBA

Humezpasnu unxubumopu

Jonyrerpasup B®3 ocHOBa Ha TeopeTUYHU REZOLSTA u nonyterpaBup
CHOOpaXKEHUsI HE Ce OUaKBa MOXe J1a ce M3I0JI3BaT 0e3
JIOJyTerpaBHp J1a MOBIHsE ajJlaniTUpaHe Ha Jlo3ata.
(hapMakOKWHETHKATa Ha
REZOLSTA.

Panrerpasup Hsixon knmuHUYHN TPOYyYBaHUS ITonacTosimem epexThT Ha

MOKa3BaT, Y€ PAJITErPaBUpP MOXKE
J1a JIOBeJie 10 YMEPEHO HaMaJIeHUe
B IIa3MEHATa KOHIIEHTpALUS Ha
JlapyHABHD.

panTerpaBup BbPXy IUIa3MEHUTE
KOHIICHTPAIIMH Ha TapyHABHP HE
M3IIIEeKIA 1A € KIMHUIHO
3naunM; REZOLSTA un
panTerpaBup MOXe 1a ce
U3Moa3Bat Oe3 ajanTHpaHe Ha
Jio3aTa.

Hykneo3uonu unxubumopu na oopamuama mpanckpunmasza (NRTI) na

HIV

JnnaHno3ua
400 mg BeAHBXK THEBHO

B®3 ocHOBa Ha TCOPCTUIHU
CT)06pa)K€HI/IH HC CC€ O4YaKBa
MEXaHHUCTHUYHO BSaHMOHGﬁCTBHe.

REZOLSTA u nuaaHo3uH MOXe
Jla ce U3MoI3BaT 0e3 aanTupaHe
Ha J103aTa.

Koraro nunaHo3uH ce mpuiara
ennoBpemMeHHo ¢ REZOLSTA,
IUTAaHO3HH Ce MpHjIara Ha
Mpas3eH cToMax, KaTo TpsoBa J1a
ce Ipuioxku 1 yac npeau uiun

2 yaca cief] mpyeMa Ha
REZOLSTA (xoiiTo ce mpuiara
C XpaHa).

Tenodosup nuzonpoxcur™

*IpOyYBAHETO € IIPOBEJECHO C
TEHO(QOBUP TU3OMPOKCHI

¢dbymapar

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUs Ce OYaKBa
REZOLSTA na noBumu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TEHO(OBUP.

(naXMOMpane Ha P-rmKonpoTenH)

REZOLSTA u teHodoBUD
JIM30IPOKCHII MOJXKE J1a ce
M3M0JI3BaT Oe3 afanTHpaHe Ha
Jo3aTa.

IIpu npuem nHa REZOLSTA B
KoMOHMHanwus ¢ TeHO(GOoBUP
JM30IPOKCIIT MOXKE /13 €
He00X0IMMO TIpOCTIeIsIBaHe Ha
O0b0peunaTa GyHKIH, 0COOEHO
IpH MTAIAEHTH C TOAJIEKAIIO0
CHCTEMHO WIH OBOpEedHO
3a0o0JsiBaHe, MM IPH MaleHTH
npueMaly He(pPOTOKCUYIHU
CpeACTBa.

Emtpunuradbun/reHopoBup

Tenodosup anapenamuy <>

HpenoquMTenHaTa J103a Ha

anagpenamuy (F/TAF) Tenodosup? (F/TAF) e 200/10 mg Benubx
JTHEBHO, KOTaTO Ce M3II0JI3BA C
REZOLSTA.

AbakaBup [Topamu pa3nuIHATE THTHINA 32 REZOLSTA moxe na ce

EmMTpunuradun enumuHupane Ha apyrute NRTI npmiara ¢ Te3u NRTI 6e3

JlamuByauH (eMTpULINTAOHH, TAMUBY/IHH, ajlafTUpaHe Ha J103aTa.

CraByauH CTaBYIWH ¥ 3UIOBYIHH), KOUTO CE

3uJ0BY JMH EKCKPETHPAT MPEIUMHO Ype3

ObOpennTe U abakaBUp, YHITO
MeTa0OJM3bM HE € MEAUUPAH OT
CYP, He ce ouakBat
B3aMMOJICHCTBHS TIPU TC3H

JICKapCTBEHU BEIIECTBA U
REZOLSTA.

50




Henykneo3uonu unxubumopu na 0o,

amnama mpanckpunmasa (NNRTI) na HIV

Edasupenn

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
e(aBUpeHI] 1a OHKU
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JlapyHaBHp W/WIIM KOOUIHCTAT.
(uenyumupane Ha CYP3A)

EnnoBpeMeHHOTO NpuUIOKEHHE
Ha REZOLSTA n eaBupenn ue
ce MpenopbyBa.

Ta3u npenopbKa € pa3invHa 3a
JapyHABUP, TOTEHIIMPAH C
putoHaBup. Koncynrupaiire ce ¢
KpaTKara XapaKTepHCTHKa Ha
MPOAYKTa Ha TapyHaBHp 3a
MOBeYe MOIPOOHOCTH.

ErpaBupun Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuiioxxeHne
CchOOpaKkeHHUs ce OYaKBa Ha REZOLSTA wu eTpaBupuH He
€TpaBUPHH J1a TIOHIKA Cce TIPerophYBa.

IUIa3MEHUTE KOHIIEHTPAIUU Ha

JlapyHaBHp W/WIIM KOOUIHCTAT. Ta3u npenopbka e pa3nuyHa 3a

(uanyumpane Ha CYP3A) JlapyHaBUp, HOTCHLUPAH C
puronasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKkTephCTHKa Ha
NPOJYKTa Ha JapyHaBHp 32
MOBeYe MOIPOOHOCTH.

Hesupanun Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuiioxxeHne
CchOoOpakeHHUs ce 0OYaKBa Ha REZOLSTA wu HeBupanvH He
HEBUPAIHH Ja MOHKH Cce TPerophYBa.

IUTa3MEHUTE KOHIICHTPAIlUH Ha

JApyHABHP W/WIHA KOOUITUCTAT, Ta3u npenopbka € pa3udHa 3a
(uanyuupane Ha CYP3A). OuakBa | apyHaBHp, HOTSHIMPAH C

ce REZOLSTA na noBummu putoHaBup. Koncynrupaiite ce ¢
IUIA3MEHUTE KOHIIEHTPAIUU Ha KpaTKaTa XapaKkTephCTHKa Ha
HEBHPAITUH. NPOJYKTa Ha JapyHaBHp 32
(unxubupane Ha CYP3A) noBeue 1o JpoOHOCTH.

PunmnuBupun B®b3 ocHOBa Ha TeopeTHYHN EnHOBpEeMEHHOTO NPHIIOKEHHUE
CHOOpaXKEHUsI Ce 0UaKBa Ha REZOLSTA u punnusupun
REZOLSTA pna nosumu MOJK€E J1a ce M3I10JI3Ba 0e3
IUTa3MEHUTE KOHIICHTPAIlUH Ha ajanTHpaHe Ha 103aTa, T KaTo
PIJIITHBHPHH. 0YaKBAaHOTO MTOBHIIICHUE B
(maxubupane Ha CYP3A) KOHIICHTPAINHUTE Ha

PUINMBUPUH HE CE CUMTA 32
KIMHAYHO 3HAYUMO.
CCRS AHTAI'OHUCTH
Mapasupox B®b3 ocHOBa Ha TeopeTHYHU [IpenoprunTennara n03a

150 mg aBa MbTH THEBHO

CHOOpaXKEHUsI Ce 0UaKBa
REZOLSTA na nosumiu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
MapaBHpPOK.

(uaxubupane Ha CYP3A)

MapaBupok € 150 mg nBa nbTH
JHEBHO, KOraTo ce Mpuiara
eanoBpemeHHo ¢ REZOLSTA.
3a noBeue nHGOpPMAIUS BHXKTE
KpaTKaTa XapaKTepHCTHKa Ha
HpPOAYKTa HA MapaBHpPOK.

0l-AJ/IPEHOPEIEIITOPEH AHTATOHUCT

Andy303uH Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuiioxxeHne
choOpakeHus, Ce 09aKBa Ha REZOLSTA wu andy3o3uH e
REZOLSTA na moBumu MPOTHUBOTIOKA3aHO (BXK.
IJIa3MEHUTE KOHIICHTPAIMA Ha Touka 4.3).
andy3o3uH.
(CYP3A unxubupane)

AHECTETHIHA
Anderntanmn B®3 ocHOBa Ha TeOpeTHYHH CBIBTCTBAIIOTO MPHIIOKEHHE C

CHOOpaXKEHUsI Ce 0UaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
andeHTaHuI.

REZOLSTA Moske 1a HaJ0KH|
HaMaJIsiBaHe Ha J103aTa Ha
andeHTaHw1 1 U3UCKBA
MpocieisiBaHe 3a PUCKOBE OT
OPOABIDKUTEIHA WK 3a0aBeHa
pecnrpaTopHa ICTPECHsL.
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AHTUALIUJIHU CPEJCTBA

AnyMuHHEB/MarHe3ueB
XUIIPOKCHU]T
Kanmues kapOoHat

B®3 ocHoBa Ha TCOPCTUIHU
CT)06pa)K€HI/IH HC CC€ O4YaKBa
MEXaHHUCTHYHO BSaHMO,HefICTBI/Ie.

REZOLSTA u autnanugiu
CpelcTBa MoraT Jia ce mpuiarat
CBITBTCTBAIIO, O€3 alanTHPaHEe
Ha JI03aTa.

AHTUCTEHOKAPJHU/AHTUAPUTMHUYHHU CPEJICTBA

Juzonupamus B®3 ocHOBa Ha TeOpETHYHH Koraro Te3u aHTHApUTMHYHH
driekanHu CHOOpaKEHUS Ce OYaKBa CpeICTBa ce Impujarat
JlunokanH (3a CUCTEMHO REZOLSTA na nosuiiu eanoBpemenHo ¢ REZOLSTA,
MIPUIIOKCHIE) IUTa3MEHUTE KOHIICHTPAIlUH Ha Ce TPernopbHYBa MOBUIICHO
MexkcuneTnx Te3W aHTHAPUTMHYHH CPEJICTBA. BHUMAaHHWE U TIPOCIIeIIBaHE Ha
[Ipomadenon (maxubupane Ha CYP3A n/unun TepaneBTHYHUTE KOHIIEHTPAIIHH,
CYP2D6) aKo € Bb3MOXKHO.
Amuonapon EnnoBpeMeHHOTO npuiioxeHne
Bermpuaun Ha aMUOJIAPOH, OCTIPHIHIL,
Jponenapon JpOHEIapOH, UBAaOpaIvH,
WBabpanuu XUHUJIVH WIH PAHOJA3UH U
XuHuAuH REZOLSTA e npoTHUBONOKa3aHO
Panonazun (Bk. TOuka 4.3).
Jurokcun B®3 ocHOBa Ha TeOpETHYHH [IpenoppunTenHo ¢
CcHOOpakeHUs ce 0OYaKBa ITBPBOHAYAITHO J1a Ce IpHJjIara
REZOLSTA pna nosumu BB3MOKHO Hal-HUCKAaTa 1034
IUTa3MEHUTE KOHIICHTPAIlUH Ha JUTOKCHH NPY NAallMeHTH Ha
JIUTOKCHH. REZOLSTA. lo3aTta Ha
(maXMOMpane Ha P-riMkonpoTenH) | AUTOKCHH TPsOBa a Obe
BHUMATEIHO TUTPUPAHA JI0
MOCTUTaHE HA JKCJIAHUS
KIMHWYCH €(PEKT U MPU OLICHKA
Ha [IAJIOCTHOTO KIIMHUYHO
CHCTOSIHHC HA MAIIMCHTA.
AHTUBUOTHUIIN
Knaputpomunux B®3 ocHOBa Ha TeOpETHYHH TpsibBa a ce BHUMAaBa, KOTaToO

CHOOpaXKEHUs Ce OYaKBa
KJIAPUTPOMHMIIMH 1A TIOBUILN
IUTa3MEHUTE KOHIICHTPAIlUH Ha
JApyHABHP W/WIHA KOOUIUCTAT.
(maxubupane Ha CYP3A)
Konuenrpanuunre Ha
KJIAPUTPOMHMIINH MOJKE J1a Ce
MOBHIIAT TIPU THOBPEMECHHO
npunoxenue c REZOLSTA.
(unxubupane Ha CYP3A)

KJIApUTPOMHUIIMH c€ KOMOMHUpa C
REZOLSTA.

ITpu manmenTu ¢ 6LOpEIHO
yBpexaaHe Tps0OBa jia ce
HAaIpaBy CIPaBKa OTHOCHO
NpernopbYUTEHATA 1032 C
KpaTKara XapaKTepHCTHKa Ha
MPOAYKTA 32 KIAPUTPOMHUIIUH.

AHTUKOATYJAHTUW/HNHXUBA

TOPU HA TPOMBOLIMTHATA ATPETAIIUSA

Anukcaban
PuBopoxcaban

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXKEHUs! €THOBPEMEHHOTO
npunoxenue Ha REZOLSTA ¢
TE3U aHTHKOATYJIaHTH MOXKE J1a
MOBUIIY KOHIIEHTPALIUUTE UM
(maxubupane Ha CYP3A w/mmu P-
TJIUKOTIPOTEHH)

EnHOBpEeMEHHOTO NPHIIOKEHHUE
Ha REZOLSTA ¢ aupektHu
NEepOPaIHU aHTHKOAryJIaHTH
(DOAC), xowuro ce
Metabonm3upar or CYP3A4 u ce
TpaHcHoptupar ot P-gp, He ce
IIpenopbyBa, Thii KATO TOBA
MOJKe J1a IOBeJIe /10 MTOBHUIICH
PHCK OT KbPBECHE.
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Jlaburarpan eTekcuiar
Enokcaban

nmaburarpan erekcunar (150 mg):
JapyHaBUP/KOOUIIMCTAT

800/150 mg exuHUYHA J103a:
naburarpan AUC 1 164%

nmaburatpal Cmax T 164%

JapyHaBUP/KOOUIIMCTAT
800/150 mg BeIHBK JHEBHO:
naburarpan AUC 1 88%

nmaburatpal Cmax T 99%

Heob6xoauMo € KIMHUIHO
HaOJII0IcHUEe U HaMaJIsiBaHe Ha
no3ara, korato DOAC,
TpaHCHOpTHpPaH oT P-gp, HO
Hemerabonmzupan or CYP3A4,
BKJTIOUHTEITHO Jaburatpan
€TEKCHJIAT U e0KcabdaH, ce
Tpujiara €THOBPEMEHHO C
REZOLSTA.

Tuxarpenop B13 0CHOBA Ha TEOPETHUHH ChIbpTCTBANIO MPHIIOXKEHHE HA
CHOOPAKEHHS €THOBPEMEHHOTO REZOLSTA ¢ tuxarpernop e
npunoxerne sa REZOLSTA ¢ NMPOTHBONOKA3AHO (BIK.
THKArpesop Mose Ja MOBUIIN TouKa 4.3).

KOHICHTPAI[MHUTE Ha THKArPeJIop.
(uaxubupane Ha CYP3A n/unm P-
TJIMKOIIPOTEHH)

Knonunorpen B3 0CHOBA Ha TEOPETHUHH EnHoBpeMEHHOTO NpUIIOKEHUE
CLOOpaKEHHs, €IHOBPEMEHHOTO na REZOLSTA n kionuziorpen
HPUIOKEHNE HA REZOLSTA ¢ HE C€ IPETIOpBHYIBA. HpenoquBa
KJIONUJOTPE CE 0YaKBa A3 ce ynotpeba Ha IpyrH
HOHIDKH IIa3MeHATa MHXUOMTOPH Ha TPOMOOIMTHATA
KOHIIEHTPALUS HA aKTUBHUS arperarus, KOWTo HeE ce
MeTaGoIHT Ha KIOMHAOTPel, nosnusBat oT CYP unxubupane
KOETO MOYXE J1a HaMalll HITH MHIYKIHS (HATIp.
AHTUTPOMGOLMTHATA MY npacyrpen) (Bx. Touxa 4.3).
AKTHBHOCT.

Bapdapun B®3 ocHOBa Ha TeopeTUYHU IIpenopnusa ce
cpobpaxenust REZOLSTA moxe MEXIyHapOJAHOTO
Jla TIOBJIMsIE TIa3MEHHUTE HOPMaJIM3UPaHO CHOTHOLIEHNE
KOHLICHTPALK Ha Bap(hapuH. (INR) na ce npocienssa, Korato

Bap(apuH ce KOMOMHHUDA C
REZOLSTA.
AHTUKOHBYJICAHTH

Kapb6amazenmun Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO npuioxxeHne

denobapoburan CchOOpaKeHNUs Ce OYaKBa TE3U Ha REZOLSTA u Te3u

DeHUTONH AHTUKOHBYJICAHTH Ja TIOHMXKAT AQHTUKOHBYJICAHTH €
IUIA3MEHNTE KOHIIEHTPAIUN Ha MPOTHUBOMOKA3aHO (BX.
JApyHABHP W/WIHA KOOUIUCTAT. Touka 4.3).

(mamymmpane Ha CYP3A).

Kionazenam B53 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce KIMHUYHO
CHOOpaXKEHUsI Ce 0UaKBa npocJie/siBaHe, KoraTo
REZOLSTA na nosumu REZOLSTA ce npunara
KOHLIEHTPALMHUTE Ha KJIOHA3emam €/IHOBPEMEHHO C KJIOHa3eTaMm.
(unxubupane Ha CYP3A)

AHTUJENNPECAHTH

Pactutennu nob6aBku
Kbt xaHTapUOH

B®3 ocHOBa Ha TeOpETHYHH
CHOOPAKEHUS CE OYAKBA KBIITHUSIT
KaHTapHOH J1a IOHWKU
[UTa3MEHUTE KOHIICHTPAIIMH Ha
JApyHABHP W/WIHA KOOUIUCTAT.
(manymmpane Ha CYP3A).

EnqHOBpEeMEHHOTO HPUIIOKEHHUE
HA XBJT KAHTAPHUOH U
REZOLSTA e npoTuBOIIOKa3aHo
(Bx. Touka 4.3).

53




IMapokceTun
Ceptpanun

AMUTPUNTUINH
Jesunpamun
Nmunpamun
Hoprpuntunun
Tpazonon

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na noBuiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3U aHTHUETPECAHTH.
(uaxubupane Ha CYP2D6 n/nnn
CYP3A)

IIpenBapurenHu nanau 3a
JapyHaBHP, TOTCHIIMPAH C
pPUTOHABHUD, 00aye TOKa3BaT
MTOHMKCHUE B IIA3MECHHTE
KOHIICHTPAIMH Ha TE3H
aHTU/ICTIPECAHTH (HEU3BECTEH
MEXaHHU3bM); TIOCIECTHHUAT MOXKE Ja
e crienn(UYeH 32 PUTOHABUP.

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaKEHUs Ce OYaKBa
REZOLSTA na nosumu
IUIA3MEHUTE KOHICHTPAIMU Ha
TE3U aHTUICTIPECAHTH.
(maxubupane Ha CYP2D6 w/unn
CYP3A)

AKO Te3U aHTHJENIPECAHTU
Tps0Ba ja ce mpuiarar ¢
REZOLSTA, ce npenops4Ba
KJIMHUYHO MPOCeBaHe U
MOJKE J1a ce HaJIOXKU aJalTUpaHe
Ha J103aTa Ha aHTH/CTPECAHTA.

AHTUJUABETHHU CPEJICTBA

Metdopmun Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce BHUMATEITHO
CHOOpaXKEHUsI Ce 0UaKBa MpocielsBaHe Ha MAllUeHTUTE U
REZOLSTA na nosumiu aJjanTUpaHe Ha J03aTa Ha
IJ1a3MEHUTE KOHLIEHTPALUU Ha MET(GOPMHUH TPH MAIUCHTH,
MET(POPMUH. kouto nmpuemar REZOLSTA.
(unxubupane Ha MATEI])

AHTUEMETHIA
Jomnepunon He e mpoyueno. EnnoBpeMeHHOTO NpuUIOKEHHE
Ha nomnepugon ¢ REZOLSTA e
IPOTHBOIIOKA3aHO.
AHTUMHUKOTHULHA

Kiorpumazon Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce MOBUILIEHO

®DiryKoHA301T CHOOpakeHUs ce 0YaKBa BHUMAaHWE ¥ KIMHIIHO

Hrpakonazon REZOLSTA na moBumu HaOJII0/IeHUE.

WzaBykoHa301 IUTa3MEHUTE KOHIICHTPAIlUH Ha

[Tocakonazoxn Te3W aHTUMHUKOTHUIIH, KaKTO U Koraro e Heo6xoammo
IJ1a3MEHUTE KOHLIEHTPALUU Ha €HOBPEMEHHO NPUIIOKEHHE,
JApPYHABUP W/WIHA KOOUIUCTAT JTHEBHATA J103a UTPAKOHA3UJI HE
MOXe€ J1a C€ [MOBUILAT IIPU Tps6Ba na HagxBbpIs 200 mg.
ynotpeba Ha Te3W aHTUMUKOTHUIIH.
(uaxubupane Ha CYP3A n/unn
nuxubupane Ha P-gp)

Bopukonason KoHnienTpanuure Ha BOpruKOoHa30s | BopukoHaszon He TpsiOBa 1a ce

MOXeE J1a C€ TIOBHIIAT HIIH
MOHIDKAT IPU €AHOBPEMEHHO
npuoxkenne ¢ REZOLSTA.

komOuHMpa ¢ REZOLSTA,
OCBEH aKo OLIEHKAaTa Ha
CHOTHOIIIEHUETO T0JI3a/pUCK HE
OIpaB/iae MPHUI0KEHHETO MY.
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AHTUIIOJATPO3HU JIEKAPCTBA

Konxumnuna

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na noBuiu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
KOJIXUIIMH.

(uaxubupane Ha CYP3A n/unm P-
TJIMKOTIPOTEHH)

[IpenopruBa ce HamalIsIBaHE Ha
J103aTa Ha KOJIXUIIMH U
NpEeKbCBaHE Ha JICYEHHETO C
KOJIXMIIMH MPU MAIESHTH C
HOpMasHa ObOpeuHa Miu
YepHOIpoOHa (DYHKIIMSI, aKo €
HE00X0IMMO TPHIIOKEHHE Ha
REZOLSTA.

KomOuHarmsTa Ha KOJIXULHH 1
REZOLSTA e npoTHBOIIOKa3aHa
MIPY MTAIMEHTH ¢ OBOPETHO HITH
4epHOPOOHO yBpexKIaHe (BXK.
Touka 4.3).

AHTHUMAJIAPUIHHA CPEJICTBA

Apremerep/nmymedaHTpuH

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na nosumu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JymMedaHTpHH.

KomOunanusara na REZOLSTA
U apremerep/inymMedaHTpuH
MOXe J1a ce npuiara 6e3
aJlaniTUpaHe Ha 103aTa; Bce MaK
NOpajiy TIOBUIIABAHE HA

(maxubupane Ha CYP3A) eKCIO3HUIUATA HA TyMe(aHTpHUH,
KoMOWHanmsATa TpsiOBa aa ce
H3I0JI3Ba C MOBUILIEHO
BHHMaHHE.
AHTUMUKOBAKTEPUAJIHU CPEJICTBA

Pudammunma

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa
pubamMIuH 1a TOHKH
IUIa3MEHUTE KOHIIEHTPAIMU Ha
JlapyHaBHp W/WIIM KOOUIHCTAT.
(uanyuupane Ha CYP3A)

KomOunupaneTo Ha
pudammuima 1 REZOLSTA e
MPOTHUBOTIOKA3aHO (BXK.

Touka 4.3).
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Pudabyrun
Pudanentnn

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaKEHUS CE€ OYaKBA TE3H
aHTHUMUKOOAKTEPHATHU CPEICTBA
J1a MMOHMXAT IIa3MEHHTE
KOHIICHTPAIIUH Ha TapyHABHP
/WU KOOUIIUCTAT.

(mamymupane Ha CYP3A)

He ce npenopbusa
€/IHOBPEMEHHOTO IPHJIOKECHHUE
Ha REZOLSTA c pudaOytun u
pudaneHTiH. AKO €
HE00X0AMMO KOMOWHHUPAHETO
UM, TIPENOPHYHNTEIIHATA J1032 HA
pudadytus e 150 mg Tpu mbTH
CEIMUYHO B OTIPEACICHH JHU
(HanpuMep MOHEIETHUK-CPAa-
reTbK). [IpenoppuBa ce mo-
CTPHUKTHO MPOCIIEASBAHE 32
CBBp3aHU ¢ puhadyTHH
HEXeJIaH! peaKiny,
BKJIFOYMTEIIHO HEYTPOIICHUS U
YBEUT, IOPaaH OYaKBaHO
MOBUIIABAHE HA EKCIIO3UIUATA
Ha pu¢adytun. He e npoyueHo
JON'BJIHUTEJIHO MOHM)KaBaHE Ha
no3ara Ha pudadytun. TpsoBa
Jla ce MMa IpesIBUI, 4e IpHUeM
JIBa TbTH CEIMUYHO HA /1034 OT
150 mg Moke 1a He OCUrypH
ONITHMAaJIHA €KCITO3UINS Ha
pudaldyTuH, KOETO BOJH 10 PUCK
OT PE3UCTEHTHOCT KbM
pudaMHITIH 1 HEYCIIEX Ha
nedyenuero. TpsOBa na ce
00bpHE BHUMaHHE Ha
oduMaNHUTE NPENOPHKU 32
TIPAaBIITHO JICUEHHE Ha
TyOepkyno3a npu HIV
MH()EKTUPaHH TTALICHTH.

Ta3u npenopbKa € pa3nTuyHa Ipu
JapyHaBHp, TOTEHIIUPAH C
puronasup. Koncynrupaiite ce ¢
KpaTKaTa XapaKkTephCTHKa Ha
NPOJYKTa Ha JapyHaBHp 32
noBeue 1o JpoOHOCTH.

AHTUHEOIIVIACTUYHU CPEJACTBA

JazaTuano
Hunotuau6
Bunbnactun
Bunkpucrun

EBeponumyc
Hpunorekan

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumm
[UTa3MEHUTE KOHIICHTPAIlUH Ha

TE3U AaHTUHCOIUTACTUYHHU CPEICTBA.

(maxubupane Ha CYP3A)

Konrenrpanuure Ha Te3u
JIEKapCTBEHU MPOAYKTH MOTAT Jia
ce MOBHIIAT [P €AHOBPEMEHHO
npwioxxenne ¢ REZOLSTA,
BOJICIIIO /IO €BEHTYAHO
yBeIMYaBaHEe HA HEXKEIAHUTE
ChONTHS, KOUTO OOMYaiHO ce
CBBP3BAT C TE3H JICKAPCTBEHU
TPOJYKTH.

Heo0xoaumMo € moBUIIECHO
BHUMaHHE TPU KOMOMHUPAHETO
Ha BCSIKO OT T€3HU
AHTHHCOIUTACTUYHU CPEJICTBA C
REZOLSTA.

ChIbTCTBALIO NPUIOKEHHE HA
€BEepOJIMMYC WM UPUHOTEKAH 1
REZOLSTA He ce mpenopbuBa.

56




AHTUIICUXOTUIHHW/HEBPOJIEITUIIN

[Mepdenaznn B®3 ocHOBa Ha TeopeTUYHU IIpenopbuBa ce KITMHUYHO
Pucnepunon CHOOpaXEHUsI Ce 0UaKBa IpoclieisBaHe Npu
Tuopunaszun REZOLSTA na nosumu €JHOBPEMEHHO IIPUJIOKEHUE Ha
IJIa3MEHUTE KOHLIEHTPALMY Ha REZOLSTA, nepdenasus,
T€3U HEBPOJICITUIIH. PUCHEPHUIOH WK THOPUJA3HUH.
(uaxubupane Ha CYP3A, 3a Te3u HEeBPOJIENITUIIN Ja Ce
CYP2D6 w/unm Ha P-gp) oOMHUCIT HaMaIIsIBaHE Ha J03aTa
Ha HEBPOJIENTHKA PU
€THOBPEMEHHO MPHIIOKEHHUE C
REZOLSTA.
Jlypaszunon KomMOuHnamusTa Ha Typa3uioH,
IMumosug MUMO3U/, KBEeTHAIUH WU
CepTuHI0a cepruron u REZOLSTA e
Ksernanun NPOTUBOIOKAa3aHa (BXK.
Touka 4.3).

BETA-BJIOKEPU

Kapenunon
Mertomnpoiion
Tumomon

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUS Ce OYaKBa
REZOLSTA na noBumu
IUIA3MEHUTE KOHICHTPAIMU Ha
Te3u OeTa-0JI0KepH.
(naxubupane Ha CYP3A)

[IpenoppuBa ce KITMHUYHO
MPOCIIC/ISIBAHE TIPU
€IHOBPEMCHHO MPHIIOKCHHE Ha
REZOLSTA c 6era-6mokepu u
TpsOBa J1a ce OOMUCIIN TIO-HUCKA
J103a Ha OeTa-0okepa.

BJIOKEPHU HA KAJINUMEBUTE KAHAJIA

AMItounH
Jmntunazem
denoqunun
Hukapaunun
Hudenumnun
Bepanamun

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa
REZOLSTA na moBumu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
Te3U OJIOKEPH Ha KaJIUEBUTE
KaHaJIH.

(uaxubupane Ha CYP3A n/unn
CYP2D6)

IIpenopbuBa ce KIMHUIHO
IpoCIieIIBaHe Ha
TEepaneBTHYHUS €PEKT U
HEXKEJIAHUTE PEAKIINU, KOraTo
TEe3U JIEKapCTBa Ce Mpujiarat
eqnoBpemeHHo ¢ REZOLSTA.
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KOPTUKOCTEPOUIH

Koprukocreponan,
MeTabOoJIM3UpaHH PEIUMHO Ype3
CYP3A (BKJIIOUUTEITHO
OeTameTa3oH, OyAe30HUT,
(IryTHKa30H, MOMETa30H,
NIPEAHU30H, TPUAMIIMHOJIOH).

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na nosumiu
IUIa3MEHUTE KOHIIEHTPAIUU Ha
TE3U KOPTUKOCTEPOHIH.
(uaxubupane Ha CYP3A)

ComprerBamiara ynorpeba Ha
REZOLSTA u
KOPTHKOCTEPOUAN (BCUUKU
OBTHILA HA BbBEXKIAHE), KOUTO
ce Metabosmsupar upe3 CYP3A,
MOJKE J]a YBEITHYH PUCKA OT
pa3BUTHE Ha CUCTEMHH
KOPTUKOCTEPOUIHU €PEKTH,
BKJIFOYHTEITHO CHHIPOM Ha
Cushing n HanOos6pedHa
CyIpeCHsL.

He ce npenopbusa
€/IHOBPEMEHHO NpUJIaraHe ¢
KOPTHKOCTEPOUIN, KOUTO Ce
merabonmsupar upe3 CYP3A,
OCBEH aKO NOTEHIMAIHATA 10132
3a MalMeHTa NPEBUILaBa PUCKa,
B KOWTO ciy4yall MalMeHTUTe
TpsiOBa a ce HaOIrOMaBart 3a
CHCTEMHH KOPTHKOCTEPOUJHA
e(eKTH.

TpsibBa na ce ooMucTH
yrnorpebara Ha aaTEpPHATUBHU
KOPTHKOCTEPOUIH, KOUTO CE
MeTabOoM3UPaT B MO-HUCKA
creneH upe3 CYP3A, nanp.
OeKII0METa30H, 0COOEHO 3a
JIBJITOCPOYHA YIIOTpeda.

JlekcameTa3oH (3a CHCTEMHO
TIPHIIOKEHHE)

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa
JIeKCaMeTa30H (32 CHCTEMHO
MIPHIIOKEHUE) J1a TTIOHKH
IUTa3MEHUTE KOHIICHTPAIlUH Ha
JApyHABHP W/ KOOUIUCTAT.
(unnyuupane Ha CYP3A)

JlekcameTa3oH 3a CUCTEMHO
MIPIJIOKEHUE TPsIOBa 1a ce
M3I0JI3Ba BHUMATEJIHO, KOraTo
ce kombunupa ¢ REZOLSTA.

EHAOTEJIMH-PEHEIITOPHU AHTATOHUCTHU

Bosenran

B®3 ocHOBa Ha TeOpETHYHH
ChOOpakeHUs ce oyakBa 003CHTaH
JIa TIOHIDKY TJIa3MCHUTE
KOHIICHTPAIIUH Ha TapyHABHUP
W/WIU KOOUITUCTAT.

(mamymupane Ha CYP3A)

Ouaxsa ce REZOLSTA na
MOBUIIH [Ia3MEHHUTE
KOHIIEHTpanuy Ha 003eHTaH.

EnqHOBpEMEHHOTO HPUIIOKEHHUE
Ha REZOLSTA c 6o3eHran He ce
npernopbyBa.

(naxubupane Ha CYP3A)
AHTUBUPYCHM CPEJICTBA, JUPEKTHO JEHCTBAIIIM HA BUPYCA HA XEIIATHUT C
(HCV)
NS3-4A unxubumopu
Enbacsup/rpazonpesup BB3 ocHOBa Ha TEOPETUIHH CeIrpTCBaIIaTa yrotpeda Ha

crobpaxenuss REZOLSTA moxe
Jla TIOBUIIY €KCIO3UIIHUATA Ha
rpa3onpeBup.

(OATP1B u CYP3A unxubupane)

REZOLSTA n
eJ10acBUP/TPa3onpeBup €
NPOTUBOINOKAa3aHa (BX.
Touka 4.3).
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I'nexanpesup/nuOpeHTa3BUP

B®b3 ocHOBa Ha TeopeTHYHU
crobpaxkenuss REZOLSTA moxe
Jla TIOBUIIY €KCIIO3UIHATa Ha
rJIeKarnpeBup 1 MUOpeHTa3Bup.
(P-gp, BCRP u/unn OATP1B1/3
nHXHOHpaHe)

He ce npenopbusa
€/IHOBPEMEHHO NpUJIaraHe Ha
REZOLSTA ¢

TJIeKanpeBup/ MMOpPEeHTa3BHD.

HMG Co-A PEAYKTA3ZHU UHXUBUTOPU

ATtopBacTaTuH
dnyBacTaTuH
[IuraBactaTun
IIpaBactatun
PosyBacraTun

JloBacTaTun
CuMmBacTaTHH

Atopsactaru (10 mg BeaHbK
JTHEBHO):

atopBactatia AUC 1 290%
atopBacTaTHH Cmax T 319%
aTtopBacTaTUH Cpin ND

PozyBacratun (10 mg BegHbK
JIHEBHO):

posyBactatua AUC 1 93%
po3yBacTatuH Cmax T 277%
po3yBacTatuH Cpin ND

B®3 ocHOBa Ha TeopeTHYHH
CchOOpakeHNUs ce OYaKBa
REZOLSTA na nosumu
IUIA3MEHNTE KOHIICHTPAIUU Ha
(uryBacTaTHH, MNTABACTATHH,
IIpaBacTaTHH, JTOBACTaTUH U
CHMBAaCTaTHH.

(uaxubupane Ha CYP3A n/unn
TpPaHCIOPTA)

CeoprcTBaIIaTa yioTpeda Ha
HMG Co-A penykra3zau
naxubutopu 1 REZOLSTA
MOXeE /1a TIOBHIIIH TNIAa3MEHUTE
KOHIEHTPAIMH Ha
JIMITUIOTIOHM)KABAIIMTE
Cpe/ICTBa, KOETO MOXKE Ja I0Be/Ie
JIO HEXKEJTaHU PEAKIIH KaTO
MUOTATHS.

Korato e Heo6xo11mMo
npunoxenue Ha HMG Co-A
peoyKTa3HH HHXHOUTOPH U
REZOLSTA, ce npenopb4Ba 11a
ce 3all0YHe ¢ Haif-HHUCKaTa 103a
1 BB3XOJSIIO TUTPUPAHE O
JKEJTaHWs KIIMHIYCH e(eKT C
€THOBPEMEHHO IPOCIIesIBaHe Ha
6e3omacHoCTTA.

CeoprcTBamma ynorpebda Ha
REZOLSTA c noBacTaTvH U
CUMBACTaTHH €
MPOTHBOTIOKAa3aHa (BXK.
Touka 4.3).

JIPYTH JUIMHWAOMOIAPULINPAIIIA CPEJICTBA

Jlomuranmy

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHHUs ce OYaKBa

EAHOBpPEMEHHOTO MPHUIIOKEHHUE €
MPOTHUBOTIOKA3aHO (BXK.

REZOLSTA na moBumu Touka 4.3)
©KCITO3UIINATA Ha JIOMHUTAITH] TIPH
€THOBPEMEHHO MPHIIOKECHNUE.
(naxubupane Ha CYP3A)
H;-PEIIEIITOPHU AHTATOHUCTHU
HumeTuaua B3 ocHOBa Ha REZOLSTA mosxe n1a ce
damMoTHIUH TEOPETHYHUCHOOPAKECHUS HE CC npwiara B komOuHarms ¢ H2-
Huzatuaux 0YaKBa MEXaHUCTHUYHO pelenTOpHU aHTATOHUCTH 0e3
Panutuaux B3aHUMO/ICHCTBHE. aJlanTHpaHe Ha J103aTa.
HUMYHOCYIIPECOPH
Huknocnopun Bb3 ocHOBa Ha TeOpEeTUUHU B cnyuait Ha eTHOBpEMEHHO
Cuposumyc choOpakeHHUs ce OYaKBa MIPIJIOJKEHUE TPsIOBa 1a OblIe
Takpomumyc REZOLSTA na moBumu MIPOBEKIAHO TEPATIEBTUIHO
IJIa3MEHUTE KOHIICHTPAIMA Ha JIEKapCTBEHO MOHUTOPHpAHE HA
T€3W IMYHOCYTIPECOPH. UMYHOCYTIpecopa.
(maxubupane Ha CYP3A)
EBeponumyc CeoprcTBama ynorpebda Ha

eseponumyc u REZOLSTA ne
ce IpenopbryBa.
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NHXAJIATOPHHU BETA ATOHUCTH

Canmerepon

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na noBuiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
CaJIMETepoIL.

(uaxubupane Ha CYP3A)

CorbpTeTBala ynorpeda Ha
canmetepon u REZOLSTA He ce
npenopbuBa. KomOunanusta
MOXe€ J1a JIOBEIE 10 [TOBUIIIEH
PHCK OT ChPJEYHO-CHJIOBO
HEXXeJIaHO ChbOUTHE CBBP3aHO
CBC CalIMETePOJl, BKIIIOUYUTEITHO
ynbokaBane Ha QT-uHTepBana,
MAJIUTALMN U CHHYCOBa
TaxXUKaPAHSL.

HAPKOTHYHU AHAJITETUIW/JIEYHEHUE HA OITMONJHA 3ABUCHUMOCT

Bynpenopdun/Hamokcon BB3 ocHOBa Ha TEOPETUIHH Moske na He € He00X0TUMO
crobpakennss REZOLSTA moxe KOpHUTHpaHe Ha J103aTa
Jla TIOBHIIIN TUTA3MECHUTE OympeHopduH, KOTaTo Cce
KOHIICHTpAIlUU Ha OymnpeHopduH npuiiara eJHOBPEMEHHO C
u/vnu HopOynpeHophuH. REZOLSTA, HoO ce npenopbuBa
BHUMATEIHO KIIMHUYHO
HaOJFO/ICHUE 32 MIPU3HAIY Ha
OMUOMTHA TOKCHYHOCT.
Meranon Bb3 ocHOBa Ha TeopeTHYHU Koraro ce 3anousa
crobpakennss REZOLSTA moxe €THOBPEMEHHO TPHIIOKEHHUE C
J1a TIOBHUIIHN IUIA3MEHUTE REZOLSTA, He ce n3ucksa
KOHIIEHTPAIIMH HAa METaI0H. KOpWUTHpaHe Ha Jj03aTa Ha
METaJIOoH.
[Ipu gapyHaBup, IOTCHIUPAH C [IpenoppuBa ce KITMHUYHO
PUTOHABHP, CE HAOJIOIaBa JICKO NpPOCIe/IIBaHE, Thil KATO
MTOHUKABAHE HA TIA3MECHUTE MOJIBPKAIIOTO JICYCHUE TIPU
KOHIICHTPAI[UH HA METaI0H. HSKOW MAIIMEHTH MOJXKE J1a
Koncynrtupaiite ce ¢ kpaTkata W3UCKBA KOPCKITHSL.
XapaKTePUCTHKA Ha MPOIYKTa Ha
ApyHaBHD 3a MOBEYE
OIPOOHOCTH.
deHTaHUI Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce KIMHUYHO
OKCHKOJIOH crobpakennss REZOLSTA moxe MpocyensBaHe Mpu
Tpamazmon Jla YBEJIMYH TUTa3MEHUTE €HOBPEMEHHO TIPIIIOKCHHUE Ha

KOHIIGHTPALMH Ha Te3H
AQHAJTeTHIIH.

(uaxubupane Ha CYP2D6 n/nnn
CYP3A)

REZOLSTA c Te3u aHaJIreTHLIN.

ECTPOT'EH-BABUPAHU KOHTPALEIITUBU

JpocnupenoH (3 mg BeIHBK
JTHEBHO)

Eturnnecrpanwon (0,02 mg
BEIIHBX JTHEBHO)

Hoperunapon

npocnupenon AUC 1 58%
npocnupeHoH Cmax T 15%
npocnupeHoH Cpin ND

erurnnectpaanon AUC 4 30%
eTHHINeCTPAIHON Crmay ¥ 14%
etuHmecTpaauos Cuin ND

Bb3 ocHOBa Ha TeopeTHYHU
cro0paxkenuss REZOLSTA moxe
I TIOBIIHSIC [UIA3MEHHTE
KOHIIGHTPALIMX Ha HOPETHHIPOH.
(uaxubupane Ha CYP3A,
nunyuupane Ha UGT/SULT)

[IpenopbuBat ce anTepHATHBHH
WU JTOTBIHATCITHU
KOHTpPAIICITUBHI MEPKH, KOTaTO
KOHTpaIIeNITHBY Ha 0a3aTa Ha
€CTPOTEHH Ce IpuiiaraT
enaoBpemeHHo ¢ REZOLSTA.
[TanpeHTKHTE, N3MTOT3BAIIH
€CTPOTEeHH KaTo
XOPMOHO3aMECTHTEITHA TePaIIus,
TpsiOBa J1a ce mpociieAsIBarT
KIIMHUYHO 3a MpU3Haln Ha
€CTPOTCHOB JICUIIHT.

Koraro REZOLSTA ce npunara
€IHOBPEMCHHO C MPOIYKTH,
ChIbPKALIHN JPOCIUPECHOH, CE
MPernopbUBa KIMHUIHO
MPOCIIeASIBaHE TIOPATH
MOTSHITHAN 33 XUIIEPKATHSMHSL.
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OIMMOUHU AHTATOHUCTH

Hamnokceron

He e mpoyueHo.

EnHoBpeMeHHOTO NpUIIOKEHUE
Ha REZOLSTA u HallOKcerous e
MPOTUBOTIOKA3aHO.

NHXUBUTOPHU HA ®OCPOIMNECTEPA3A THII 5 (PDE-5)

3a JieueHne Ha epeKTUIIHA

JUCHYHKIUS
Cunnenadun
Tananadun
Bapaenadun

ABaHaduin

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
te3u PDE-5 uaxuburopwu.
(maxubupane Ha CYP3A)

CeoprATBaIIa ynoTpeda Ha
uaxuburopu Ha PDE-5 3a
JICUCHHE HAa EPEKTHIIHA
muchynkius ¢ REZOLSTA
TpsIOBa J1a Ce U3BBPINBA C
MIOBHIIICHO BHUMaHHE. AKO UMa
MOKA3aHUs 32 ChII'BTCTBAIIO
npmnoxenne Ha REZOLSTA
cbe cunaeHad i, BapaeHaduI
WK Tajana I, IperopbraBa ce
cunjeHadu J1a 0b/e B
€ANHNYHA 103a, HCHAJAXBbPJIdla
25 mg 3a 48 vaca, BapaeHa(II
na ObJie B €JUHUYHA 1034,
HEHaIXBBpIAIA 2,5 mg 3a

72 4daca, a Taganagun 1a Op1e B
eIMHUYHA 1032, HCHAIXBBPIIAIIa
10 mg 3a 72 yvaca.

KomMOunamusTa ot aBaHaQmI u
REZOLSTA e npoTHBOIIOKa3aHa
(Bk. TOuka 4.3).

3a sieuenue Ha OenopoOHa

apTepHaIHa XUIEPTOHUS
Cunnenadun
Tamanadun

B®3 ocHOBa Ha TeopeTUYHU
CHOOpaXEHUsI Ce 0UaKBa
REZOLSTA na noBumu
IJ1a3MEHUTE KOHLIEHTPALUU Ha
te3u PDE-5 uaxuburopu.
(uaxubupane Ha CYP3A)

He ¢ ycranoBeHa Oe3omacHa u
e(eKTHBHA 71032 CIIACHADII 32
JeyeHue Ha OenoapobHa
apTepUaHa XUTICPTOHUS,
MPUIOKEHA STHOBPEMEHHO C
REZOLSTA. CsuectByBa
MOBUILICH NOTESHIMAT 32
HEXEJIaHW ChOUTHSI, CBbP3aHU
ChC CHIACHAQ U (BKITFOUUTEITHO
3PUTEIHH CMYILICHHUS,
XHUIIOTOHUSI, YIBIDKSHA SPEKIIUS
Y CHHKOIT). 3aTOBa
€JIHOBPEMECHHOTO PUIIOKEHHE
Ha REZOLSTA wu cunnenadwi,
M3I0JI3BaH 3a JICUCHUE Ha
6enoapoOHa apTepualiHa
XHUMEPTOHHUS, €
MPOTUBOIMOKA3aHO (BIXK.

TouKa 4.3).

EnnOBpeMEHHOTO PHITOKEHHE
Ha Tajagadu 3a JedeHne Ha
OermopoOHa XUITEPTOHUS C
REZOLSTA He ce npenopbuBa.

NHXUBUTOPHU HA MTPOTOHHATA ITOMITA

Jlexcnan3onpaszon B®3 ocHOBa Ha REZOLSTA moxe na ce
E3omemnpason TEOPETHYHUCHOOPAXKEHHsSI HE ce Ipunara €JHOBPEMHHO C
Jlan3omnpazon 04YaKBa MEXaHUCTUYHO MHXUOMTOPH Ha ITPOTOHHATA
Omenpazon B3auMo/IeiicTBYE. nommna 6e3 KOpurupaHe Ha
ITanTomnpazon Jlo3ata.

PaGemnpazon
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CEJATUBHU/CBbHOTBOPHU CPEJACTBA

Bycnupon

Knopasenar

Jnazenam

Ecrazonam

®dnypazenam

Mupazonam (3a mapeHTepaIHo
TIPHIIOKEHHE)

3onmuaeM

Mupa3zosam (3a nepopaHo
TIPUIIOKEHHUE)
Tpuazonam

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
REZOLSTA na nosumiu
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3U CeaTHBHU/ChHOTBOPHH
cpencTBa.

(maxubupane Ha CYP3A)

IIpenopbuBa ce KIMHUYHO
mpociensBaHe npu
€JHOBPEMEHHO MPUJIOKEHHE Ha
REZOLSTA c te3u
Ce/IaTUBHH/CHHOTBOPHHU
CpeICTBa U OOMUCIISIHE Ha TO-
HHCKa J103a Ha
CeTaTHBHHUTE/CHHOTBOPHUTE
CpencTBa.

E/HOBPEMEHHOTO HPUIIOKEHHUE
Ha REZOLSTA u napeHTepaiHo
MPWIOKEH MHJIa30JIaM TPsiOBa 1a
CE M3BBPIIBA C TOBUIIICHO
BHUMAaHUE.

Axko REZOLSTA ce mpunara
€/IHOBPEMEHHO C MapeHTEPaTHO
MPUIIOKEH MHUA30J1aM, TOBA
TpsiOBa J1a ce HaIpaBH B
MHTEH3MBHO WU NTOJO0HO
OTZAEJEHHE, KOETO OCHUTYPsIBa
CTPOTO KIMHUYHO TPOCIIEASBAHE
U noaxoAs41mo MEJUIIMHCKO
JICYECHHUE B Cllydail Ha
pecrnupaTopHa IeIpecusl 1/ uin
HPOJBIDKUTENHO CeUpaHe.
TpsibBa 1a ce 0OMHCTH KOPEKIIUS
Ha Ji03aTa Ha MHJa30J1aMm,
0Cc00CHO aKo ce MpuIiara rmoBeye
OT €J[Ha /1032 MU/Ia3071aM.

EHOBPEMEHHOTO HPUIIOKEHHUE
Ha nepopajieH MUa30JiaM WK
tpuazonaMm 1 REZOLSTA e
MPOTHBOIIOKA3aHO (BXK.

Touka 4.3).

JIEYEHUE HA ITPEXXJTEBPEME

HHA EAKYJAIIUA

JlarokceTuH

He e mpoyueno.

EnHoBpeMeHHOTO NpUIIOKEHUE
Ha REZOLSTA ¢ ganokceTuH e
MPOTUBOTIOKA3aHO.

YPOJIOI'NYHU JIEKAPCTBA

®dezoTepoanH
Conugenanux

He e mpoyueno.

Ja ce mpuiara ¢ MoBHUILICHO
BHUMaHnue. [la ce mpocienssa 3a
HEXEIIAHU PeaKIny 1o
OTHOIIICHHE Ha e30TePOIUH U
coymgenanua. Moxe na e
HEOOXOAUMO MOHIKaBaHE Ha
no3ara Ha (e30TepOIrH U
coyeHaIH.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

bpemennoct

He ca nmpoBexxganu afieKkBaTHA U 100pe KOHTPOJIMPAHH ITPOYYBAHMUS C NapyHABUP WA KOOHUIIMCTAT
nipu OpeMeHHM keHu. [IpoyuBaHusATa MPU )KUBOTHH HE MOKA3BAT MIPEKU BpeIHU e(hEeKTH 1O
OTHOIIICHUE Ha OpEMEHHOCTTa, EMOPHUOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKIAHETO U TIOCTHATATHOTO

pasBuTHE (BX. Touka 5.3).
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Jlewenuero ¢ mapyHaBup/kooumuctar 800/150 mg mo BpeMe Ha OPEeMEHHOCT BOJIU 10 HHUCKA
SKCTIO3UITNS Ha TapyHaBHp (BXK. TOUKa 5.2), KOETO MOXe Aa OBbe CBBP3aHO C TIOBHUIIICH PUCK OT
HEYCIIeX Ha JICYCHUETO U TIOBUIIICH PUCK OT npeaaBane Ha HIV Ha netero. [Topaau ToBa Ta3u
KOMOWHAIMs He TpsAOBa Jla ce 3aroyuBa 1o BpeMe Ha OPEMEHHOCT, a )KeHH, 3a0pEMEHEIH 110 BpeMe Ha
tepamust ¢ REZOLSTA, tpsiOBa 1a mpeMHHAT Ha aJITCpHATHBHA CXeMa Ha jedeHue (BXK. TOUKU 4.2 1
4.4).

Kspmene

He e u3BecTHO nanu napyHaBup WINM KOOHIKCTAT CE EKCKPETUpaT B KbpMaTa. [IpoyuBanus npu
IUTHXOBE MTOKA3BarT, Y€ JapyHaBUP C€ eKCKPETHPa B MIIIKOTO 1 Iipu BHcokH HuBa (1 000 mg/kg
JHEBHO) BOJY 10 TOKCHYHOCT B TOTOMCTBOTO. [IpoyuBaHus pu »KMBOTHHU IIOKAa3BaT, 4e KOOUIKCTAT
Ce EKCKpeTHpa B MISIKOTO.

[Mopanu moTeHIMAaNa OT HEXENaH! PeaKIuu MPH KbpMaveTa, )KeHUTe TpsOBa Ja Obaar
WHCTPYKTHPAHU J1a He KbpMsIT, ako mpuematr REZOLSTA.

3a na ce uzberne npenasane Ha HIV Ha kppMauero, ce npenopbusa xenu, napexrupanu ¢ HIV, na ne
KBbPMAT.

DepTUInuTeT

Hsma nannu npu xopa 3a edexra Ha JapyHaBUp WM KOOUIUCTAT BHpXY Qeprunurera. He ce
HabronaBa eekT BbpXy Un(TocBaHeTO WK (PEPTUIIMTETA IPH KUBOTHHU (BXK. Touka 5.3). B3 ocHOBa
Ha IPOYYBAaHUS IIPU JKUBOTHHU HE C€ 04aKBa e(eKT BbPXY YN(PTOCBAHETO MU (DEPTHINTETA C
REZOLSTA.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padora ¢ MAIINHA

REZOLSTA moxe fa nmoBnusie B Majika CTEIIeH CIIOCOOHOCTTA 3a Io¢pupaHe U paboTa ¢ MaIIuHHU.
[Ipu HiAKOM MALMEHTH, YUUTO JIe4YeOHN CXEMH BKJIIOYBAT AapyHABUP, IPUIaraH CbBMECTHO C
KOOHMIUCTAT, ce ChOOIaBa 3a 3aMasiHOCT U TOBA TPSOBA J]a ce MMa MPENIBUJI, KOTaTo ce MpeIeHsBa
CIIOCOOHOCTTA Ha MalyeHTa Jaa modupa Wid 1a paboTH ¢ MaITUHHU.

4.8 Hexenanu JexkapcTBEeHH peakKINU

O060061eHMEe Ha npodwiia Ha OE30IIaCHOCT

O6muaT mpodun Ha 6e3omacHocT Ha REZOLSTA ce ocHOBaBa Ha HATMIHUTE NaHHU OT KIIMHAUYHU
MPOYYBaHUS C JAPYHABHUP, MOTCHIIMPAH ¢ KOOMIIUCTAT WM PUTOHABUDP, C KOOUIUCTAT U OT
MOCTMaPKETHHTOBUTE JaHHU 3a JapyHaBUP/PUTOHABHP.

Toit kato REZOLSTA chabpika qapyHaBup U KOOHIIMCTAT, MOYKE J]a C€ OYaKBaT HEIKEJIAHU PEAKIIMH,
CBBP3aHHU C BCAKO €THO OT BEIIecTBaTa.

Haif-gyectute HE)KeIaHU peaKIuy, CHOOMEHN B COOpHUTE NaHHU OT npoyuBane GS-US-216-130

¢aza Il u B pamoro ¢ REZOLSTA B npoyusane TMC114FD2HTX3001 ¢aza III, ca quapus (23%),
razgere (17%), oopus (13%) u rmaBobonme (10%). Cepro3Hu He:KENAaHN PEaKIUU ca OWIIH 3axapeH
IrabeT, (JIeKapCTBEHA) CBPbXUYBCTBUTEITHOCT, BB3MAJIUTENICH CUHAPOM IPH UMYHHO Bbh3CTaHOBSBAaHE,
o0puB, cunapoM Ha Stevens-Johnson u noBpwiane. Bcuuku Te3u cepruo3HN HEXeNaH! JIEKapCTBEHH
peaxiuu ca HabmogaBanu nipu eavH (0,1%) mamuenT, ¢ m3kroveHue Ha 00puB mpu 4 (0,6%)
MAI[UCHTH.

Haii-yecture HeXxenaHH peakuuu, C’LO6H.I€HI/I B X0/Jia Ha mporpamMarta 3a KIIMHUYHO pa3pa60TBaHe Ha

JlapyHaBUP/PUTOHABHP U KaTO CIIOHTAHHH CHOOILCHNUS, ca AUapus, TajeHe, OOpHB, r1aBoOOINe U
noBpblIane. Hali-uecTuTe cepruo3HU peakiym ca ocTpa ObOpevHa HeJOCTaATHUHOCT, HH(PAPKT Ha
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MHOKap/a, B3MaIUTENeH CHHAPOM IIPH IMYHHO BH3CTaHOBSBAaHE, TPOMOOIIUTOIIEHHS, OCTEOHEKPO3a,
Iuapys, XeMaTUT U THPEKCHUSI.

B ananu3 na cenmuna 96 npopurbt Ha Ge3omacHoCT Ha AapyHaBup/putonasup 800/100 mg BeaHbx
JTHEBHO, IIPUJIATaHK TP HEJICKYBaHMU JI0ceTra MalMeHTH, € oJ00eH Ha TO3H, KOMTOo ce HalJtoaaBa npu
napyHaBup/putonasup 600/100 mg aBa mbTH JHEBHO, IPUIIAraHM [IPH JICKYBaHU IPEIH TOBA
NalMeHTH, C U3KIII0UEHUE Ha TaIEHETO, KOETO ce HaO0AaBa M0-4eCTO MPH HEJICKYBaHH MAlUCHTH.
l'aneneTo mpeMnHaBa C JeKa HHTEH3WBHOCT.

Tabauia ¢hC CIUCHK HA HEXKEIAHU PpCaKIInn

Hexenanute peakiuu ca n3dpoenu 1mo cuctemo-opranau kiaacoe (COK) u kaTeropus mo 4ecTora B
Tabnuiia 2. BsB Besika KaTeropusi Mo 4ecToTa HeXEIaHUTE JICKAPCTBEHH Peakiuy ce U30pOsBaT B
HU3XOJIAIL PeJ] M0 OTHOIICHHUE HA TIXHATA CEPHO3HOCT. B 3aBUCMMOCT OT KaTeropusTa 1o 4ecToTa,
PEaKIMUTE ca OMPEISICHN KaKTo ciaenBa: MHOro yectu (> 1/10), yectu (= 1/100 no < 1/10), HeuecTH
(= 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000) 1 ¢c HeH3BeCcTHA YeCcTOTA (OT HATUUHUTE
JTAHHU HE MOXe J1a ObJic HAPaBeHa OICHKA).

Tab6auna 2 HekesaHu peakuuH ¢ JapyHABUP/KOOUIUCTAT MPU BH3PACTHH NAIUEHTH

Cucremo-opraden kiac no MedDRA Hexesnana peakuust
Kateropus no yecrora

Hapywenus na umynnama cucmema

YECTH (mexapcTBeHa) CBPBXUIYBCTBUTEITHOCT
HEYECTH BB3NATUTEIICH CHHPOM MIPU UIMYHHO
BBH3CTAHOBSIBAHE

Hapywenus na memabonusma u xpanenemo

YECTH AHOPEKCHS, XUIIEPXOIECTEPOIEMUSI,
XUTEPTPUTITALIEPUIEMHUS

HCYCCTHU 3axapcH ILI/Ia6CT, JAUCIIUIINACMUSI,
XUIMNCPIIIMKCMUSA, XUTICPIIUTTUACMUS

Hcuxuunu napywenus

YCCTH APKHU CHbHHIIIA

Hapywenus na nepsnama cucmema

MHOT'O YECTH | rmaBoGomme

Cmomawno-upesHu HapyueHus

MHOTO YECTH JIuapus, TajeHe

YECTH MOBPBIIIaHE, KOpEMHa 00JTKa, pa3lyBaHe Ha

Kopema, AHUCIencHs, (haaTyIeHus

HEUECTH OCTBP MAaHKPEATHUT, IOBUIIICHA TAHKPEACHU
E€H3UMH

Xenamobunuapnu napywenus

JecTH MOBUILICHU YEPHOAPOOHU CH3UMH

HEYECTH XenaTuT*, MUTOJUTHYEH XenaTuT*

Hapywenus na xoosxcama u nookoxcHama mokam

MHOTO YECTH 00pYB (BKIIFOUUTEITHO MaKyJIapeH,

MaKyJIonamnyjiapeH, nanyiapeH, CpUTEMEH,
ChpOsiIL 00PUB, FeHEpATU3UPaH 0OPUB U
aJeprUdcH ICPMaTHT)
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YecTH MIPYPUTYC

HEYeCTH cunapom Ha Stevens Johnson”, anrnoenem,
ypTUKApUs
penKu JICKaPCTBEHA PEaKIIUs C €O3MHOPUINA 1

CHCTEMHHU CHUMITOMH*

C HCU3BCCTHA YE€CTOTa TOKCHUYHA €uacpMaiHa Heronma*, ocTpa
TrCHCpaJin3rupaHa CK3aHTCMHA HYCTy.]'IO3a*

HapymeHwZ HA MYCKYJIHO-CKeJlemHuama cucmema u CbeOUHUMETIHAMA MbKAH

4ecTH MUAITHS

HEYECTH OCTeOHEeKpo3a™

Hapywenus na 6v0peyume u nuxounume nomuuya

peIKH | kpucTanda Hegponarus*®
Hapywenus na 6v3npouzsodumennama cucmema u 2bpoama

HEYCCTH | rurexomactus*

Obwu HapywieHus u eghexmu HA MACMOMO HA NPUTIOJCEHUE

4eCTH | ymopa, acrenns

H3zcnedsanus

4ecTH | moBHIIICH KpeaTHHUH B KPHBTA

*
Te3u HexxenaHu JICKApCTBCHU pCaKIU HE Ca CBOGH.[CHI/I OT OITUT NPU KIIMHUYHU IIPOYYBaHUS C

JIapyHaBUP/KOOULIUCTAT, HO ca 3a0elIs3aHU [IPH JICUCHHE C JapyHABUP/PUTOHABUP M MOJXKE CBIIO 1a C€ OYAKBAT IPH
JICUCHHE C AapyHaBUP/KOOMLIUCTAT.

Korato ce B3emar npeiBua U TaHHUTE 0T KIMHIYHOTO u3nurBane DRV/COBI/emtpunnTabin/TeHODOBUD

anadenamun, cuaapom Ha Stevens-Johnson Bb3HuKBa psiako (mpu 1 oT 2 551 yyacTHHIN), KOETO CHOTBETCTBA Ha
nporpaMaTa Ha KIMHHYHOTO u3nutBaHe DRV/rtv (Bxk. ,, TexKku KOXHH peakuuu B Touka 4.4)

HEXKEJIaHa PeaKIisl, yCTAHOBCHA B IOCTMAPKETHHTOBH yciioBus. Criope yka3aHHsITa OTHOCHO KpaTKaTa
XapaKTepPHUCTHKA Ha POAyKTa (m3nanue 2, M. centemBpu 2009 r.) yecToTara Ha Ta3H HEXKEJaHA PEaKIHs B
MMOCTMAapPKETHHIOBH YCIIOBHSI € ONpeieieHa ¢ U3Moj3Bane Ha ,,IIpaBunoro Ha 3.

Onrcanve Ha 30paHN HEXKETAHU PEaKITHH

Obpus

B npoBeneHuTe KIMHUYHN IPOYYBAHUS C JapyHABUP/PUTOHABHP U JapyHABUP/KOOUIIMCTAT OOPUBUTE
ca TPeANMHO JIEKH 10 YMEPEHH, YECTO CE MOABABAT NPe3 MbPBUTE 4 CEAMHIIN OT JICUYECHHETO U
M34e3Bar C MpOABbIKaBaHE MpHEeMa Ha JIeKapcTBOTO (BK. Touka 4.4). B cOopHUTE JaHHU OT pOyYBaHe
C €IHO pamo, u3cieasaio napyHasup 800 mg BeTHBK JHEBHO B KoMOuHanus ¢ koouructar 150 mg
BEJHBXK JTHEBHO U JAPYTH aHTHPETPOBUPYCHU CPEACTBA, U €IHO paMO B KJIMHHUYHO MU3IUTBAHE, MTPH
koeto ca npunarani REZOLSTA 800/150 mg BeqHbXK JTHEBHO U IPYTH aHTUPETPOBUPYCHU CPEJICTBA,
ce ycTaHOBABa, ue 1,9% OT manueHTuTe ca NpeKbCHAIN JICYEHUETO MOpaanu OOpHB.

Memaborumnu napamempu
ITo Bpeme Ha aHTHpETPOBUPYCHA TEpAIUs MOKE []a HACTHIIM YBEINYaBaHE HA TErJIOTO U HA HUBATa Ha
JUTHIMTE | TIIF0KO3aTa B KPBBTa (BK. Touka 4.4).

Hapyuwienus na MycKkyiHo-cKelemnama cucmemda

YBenuuena kpeatut gocdokunaza (CPK), Muanrus, MUO3UT U psiiko pabJoMHONIN3a ce ChOOIaBat
npu ynorpedara Ha HIV nporeazHn ”HXuOUTOPH, 0COOEHO B KOMOWHAIINS C HYKIJICO3UHN
WHXUOUTOPH Ha 0OpaTHAaTa TPAaHCKPUIITA3a.

Crnob1uaBa ce 3a ciaydyand Ha OCTEOHEKPO3a, 0COOEHO IPH NMALMEHTH ¢ OOIONPUETH PUCKOBHU (aKkTopH,

Hanpennano HIV 3abonsBane nin npoIbJDKUTEIHO NPUIIOKEHHE Ha KOMOWHIpaHa
antuperpoBupycHa tepamus (CART). YUectoraTta e Hem3BecTHa (BXK. ToUka 4.4).
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Bwsnanumenen cunopom npu UMyHHO 8b3CMAHO8ABAHE

IIpu maruenTy, nHGEKTHpaHy ¢ Bupyca Ha HIV, ¢ Texkka IMyHHa HEOCTATHIHOCT, B MOMEHTA Ha
3armo4BaHe Ha KoMOWHUpaHa anTuperpoupycHa Tepanus (CART), Moxe /1a Bb3HUKHE Bh3MATUTEIIHA
peaknus KbM aCUMITTOMHU WK PE3UTyalTHU ONOPTIOHUCTUYHH MH(peknuu. ChoOIaBa ce ChIIo 3a
pa3BUTHE Ha aBTOMMYHHH HapyIIeHus (kaTo 6ojecT Ha Graves U aBTOMMYHEH XeTaTHT); obade
BPEMETO /10 HACTHIIBAHETO UM, KOETO C€ ChOOIIaBa, € MO-MMPOMEHINBO M T€3H CHOUTHS MOXKeE J1a ce
CJIy4aT MHOTO MECEIH CJIe]l 3alI0YBaHe Ha JICUCHUETO (BXK. ToUKa 4.4).

Kwvpsene npu nayuenmu ¢ xemopunus
Hma cho0OmeHns 3a yBelnu4eHO CIOHTAaHHO KbPBEHE MPH MAlMEHTH, CTPAAaId OT XeMO(HIH, KOUTO
NOJTy4aBaT aHTUPETPOBUPYCHH NPOTEA3HN HHXUOUTOPH (BK. TOUKa 4.4).

Tonusicenue na uzuUCIEHUs KDEAMUHUHOG KIIUPBHC

YcTaHOBEHO €, 4e KOOWIIMCTAT MOHKABA N3YHUCICHUS KPEaTHHUHOB KIIUPBHC B PE3YNITaT Ha
MHXHUOUpaHe Ha TyOyJiHaTa CeKpelysl Ha KpeaTuHruHa. [IOBUIIEHUETO Ha CepYMHUS KPEaTHHUH B
pe3ynTaT Ha uHXuOuparus eeKT Ha KOOUIMCTaT OOMKHOBEHO He Haapumasa 0,4 mg/dl.

EdexThT Ha KOOUTIMCTAT BBPXY CEPYMHHS KPEaTHHHH € U3CieBaH B mpoyuBaHe (aza I mpu nanmeHTn
¢ HopMmasiHa ObOpeuna ¢yHkims (€GFR > 80 ml/min, n = 12) u jeko 10 yMepeHo ObOpeyHO
yBpexaane (eGFR: 50-79 ml/min, n = 18). [IpomsiHa B u3uucieHara cCKopocT Ha IJIOMepyJIHa
¢unrpanus, nzunciena no Meroga Ha Cockceroft Gault (eGFRcg), cipsimo U3X01HOTO HHUBO ce
HaOJIrogaBa B paMKUTE Ha 7 JTHH CJIEH 3aII0YBaHE Ha JICUeHHUETOo ¢ koOuruerat 150 mg mpu
MAIMEHTUTE ¢ HOpMaHa Ob0peuHa pynkus (-9,9 + 13,1 ml/min) u 1exo 10 ymepeHo OBLOpEeYHO
yBpexaane (-11,9 £ 7,0 ml/min). Te3u nonmwkenns Ha eGFRcg ca oOpatumu cien npekpaTsiBaHe Ha
npreMa Ha KOOUIMCTAT U He TIOBIUSBAT JSHCTBUTEIHATA CKOPOCT Ha TIIOMEpPYJTHA (DUITPALHS,
oIIpeziesieHa Ype3 KIMPhHCa Ha JIEKApCTBOTO COHJIA HOXEKCOIL.

B npoyusane ¢a3za Il c exno pamo (GS-US-216-130) ce nabmonaBa namanenue B eGFRcg Ha
ceaMuIia 2, KoeTo octaBa ctabmino no cenmuia 48. Cpemnnara npomsiHa B €GFRcg oT m3xomH0TO
HUBO ¢ —9,6 ml/min Ha ceamuna 2 u —9,6 ml/min Ha cenmuna 48. B pamoto ¢ REZOLSTA B
kinangHO n3nuTBane TMC114FD2HTX3001 ¢asza Il cpennata npomsina Ha eGFRcg oT n3xoaH0
HUBO € -11,1 ml/min Ha ceqmunia 48, a cpennata npomsiaa Ha €GFRcystatin ¢ OT H3XOHO HUBO €
+2,9 ml/min/1,73 m? Ha cegmuna 48.

3a noBeve HHPOPMAIHS BUKTE KpaTKaTa XapaKTEPHCTHKA Ha MPOAYKTA 38 KOOUICTAT.

[lenuarpuyna nonyJanus

be3onacHocTTa Ha JapyHaBUp B KOMOMHAIMS ¢ KOOMLIMCTAT € OLIEHEHA B KIIMHUYHO U3IUTBaHE
GS-US-216-0128 npu roHOIIM ¢ BUpPYCHA CyIpecus Ha Bb3pacT oT 12 1o noj 18 rogunu ¢ Terio Hail-
maiiko 40 kg (koxopta 1; N = 7), nena Ha Bb3pact oT 6 10 o 12 roauHH ¢ Teriio Hail-manko 25 kg o
o 40 kg (koxopra 2; N = 8) u Jelia Ha Bb3pacT > 3 TOAMHHU € TErIo Hai-manko 15 kg mo mox 25 kg
(xoxopra 3; N = 11). Ananu3ute Ha 0€30MMaCHOCTTA HA OTPaHUYCH OPOH YJaCTHHUIIM B FOHOIIIECKA
BB3PACT U NeAUATPUYHH yYACTHULM Ha BH3PacT HAl-MaJKo 3 TOAWHH B TOBA MPOyYBaHE HE
yCTaHOBSIBAT HOBH JIJAHHH, CBhP3aHU ¢ 0€30M1aCHOCTTA B CPAaBHEHUE C U3BECTHUS MPOGUIT HA
0e30MmacHOCT Y Bh3PACTHU MAIMEHTH.

HDVFI/I CricaJIHY MMOIIyJIalinu

Hayuenmu, xoungexmupanu c supyca na xenamum B u/unu eupyca na xenamum C

Hannyna e orpannuena nagopmanus oTHocHO ynoTpedata Ha REZOLSTA npu nauueHrwy,
KouH(peKTUpaHu ¢ Bupyca Ha xenatut B u/wmu C. Ot 1 968 nekyBaHu npeau TOBA MAIUCHTH,
MoJIy4YaBallly JapyHaBUp, MPUIarad eJHOBpeMeHHO ¢ puToHaBup 600/100 mg nBa nbTH AHEBHO, 236
ca 6unu konHpektupanu ¢ xenatut B wim C. Ilpy konHQEKTUpaHUTE MAIUSHTH UMa MO-ToJisMa
BEPOSTHOCT 32 MOBHUILIABAaHE Ha YEPHOAPOOHHUTE TpaHCAMHUHA3M Ha U3XOIHO HUBO M MO BpeMe Ha
JICYEHUETO, OTKOJIKOTO IPH MAIMEHTUTE 0€3 XpOHUUEH BUPYCEH XemnaTuT (BXK. Touka 4.4).
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Cpo0111aBaHe Ha MOA03UPAHN HEXETAHHN PEAKITHH

Cpo0ImaBaHeTo Ha MOIO3MPAHN HEKEJIAHU PEaKLUH CIIe]] pa3pellaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOAYKT € BaykHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOICHUETO Ha ChOTHOILIEHUETO TOI3a/PUCK 3a
JIeKapCTBEHUS NPOAYKT. OT MEIULIMHCKUTE CIIELUAINCTH C€ U3UCKBA J]a ChOOLIABAT BCSKA
II0JJ03MpaHa HeXelaHa Peakiys Ype3 HallMOHAIHA CUCTEMa 3a ChOOIlaBaHe B

W3neanuTenHa areHnys Mo JeKapcTBaTta

yi. ,,Jlamsia I'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

OmutsT oT ocTpo npeno3upane ¢ REZOLSTA wnu mapyraBup B KOMOWHAIHS ¢ KOOMITUCTAT MPH XOpa
e orpanuyieH. Equmamanan no3u no 3 200 mg gapyHaBup noj opmara Ha IEpOPaIICH pa3TBOP
camocrosTenHo u 1o 1 600 mg mapyHaBup moxa opMa Ha TaOJIETKA B KOMOWHAIIMS C PUTOHABHP Ca
NpUJIaraHy Ha 37JpaBu JToOpOBOIIM Oe3 T0siBa Ha HEOIArONPUSTHA CHMIITOMATUYIHU €(eKTH.

Hswma cnenmmduden antunor npu npenosupane ¢ REZOLSTA. Jleuennero Ha npeo3upaHeTo ce
CHCTOM OT OOILIH MOJABPKAIIN MEPKH, BKIIOUUTEIIHO NMPOCIEsBaHE HA )KU3HEHUTE IOKA3aTeNN U
HaOJro/IeHNe Ha KITIMHUYHUS CTATyC Ha ManueHTa. Thil KaTo JapyHaBHP U KOOUIIMCTAT Ce CBhpP3BaT
BBB BHCOKA CTEIICH C IUIa3MEHHUTE MMPOTEHHHU, € MaJIKO BEPOSTHO Auanu3aTa aa Objae OT 1moJsa 3a
3HAYUTEITHO OTCTpaHABaHE HA AKTUBHUTE BELIECTBA.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapmakoTepareBTHYHA rpyna: AHTHBUPYCHH CPEJICTBA 38 CUCTEMHO TPUIIOKEHHUE, AHTUBUPYCHH
cpenctra 3a jeuenue Ha HIV undexius, komounanuu, ATC xox: JOSAR14

MexaHu3beM Ha IEUCTBUE

JlapyHaBup TIpencTaBisiBa HHXHOUTOP Ha TUMEPU3alAATa U Ha KaTaTUTHYHATA akKTHBHOCT Ha HIV-1
nporeasara (Kp ot 4,5 x 1012M). Toii cenekTuBHO HHXKOUPaA pasleNBAHETO Ha Koaupanute B HIV
Gag-Pol nonumnporernHy B MHPEKTUPAHUTE C BUPYCa KIETKH, KaTO 10 TO3W HaYMH NPEI0TBPATABa
00pasyBaHeTo Ha 3peir HHHEKITMO3HH BUPYCHU YaCTHIIH.

ITo cBOst MeXaHM3BM Ha JISHCTBHE KOOUIIMCTAT MPEACTABISIBA UHXHOUTOP HA IuTOoXpoM P450 ot
noacemeiictBoro CYP3A. Muaxubupanero Ha Mmerabonmusma, Mmeauupad oT CYP3A, ot koOutucrat
MOBHILIABA CHCTEMHAaTa eKkcro3uius Ha cyoctpatute Ha CYP3A, kato mapyHaBHp, KOraTo
OMOHAIMYHOCTTA € OTPAHUYCHA U TIOIYXHUBOTHT € CKbceH mopaan CYP3A-3aBucum MeTaboIn3bM.

In vitro aHTUBUPYCHA aKTUBHOCT

JlapyHaBup moka3Ba akTHBHOCT CpEIITy JIAOOPaTOPHU IaMOBE M KIMHUYHU n3onatu Ha HIV-1 u
nmabopaTtopuu mamoBe Ha HIV-2 ipu ocTpo nHbexTupann T-KIeThYHN JTMHUH, YOBEIIIKH
MOHOHYKJICAPHH KJIETKH OT nepud)epHa KPbB M YOBEIIKH MOHOIIUTH/MaKpo(daru ¢ MeinaHa Ha
croiiHocTHTe Ha epekTuBHA KoHIeHTpauus (ECsy) B rpanunu ot 1,2 10 8,5 nM (0,7 m0 5,0 ng/ml).
JapyHaBup noka3Ba aHTUBUPYCHA aKTUBHOCT in vitro cpeily mupok naHen ot HIV-1 nbpBudHu
uzonatu oT rpyna M (A, B, C, D, E, F, G) u rpyna O, npu croitroctr Ha ECso oT < 0,1 m0 4,3 nM.
Tesu croitnoctu Ha ECso ca gocta moa 50% OT KOHUEHTPALMUTE 3a KIEThYHA TOKCUYHOCT B
nuanasona ot 87 uM no > 100 pM.
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KoOumucrat HIMa OTKpHBacMa aHTHBUPYCHA aKTUBHOCT cpenty HIV-1 u He aHTaroHnsmpa
AHTUBHUPYCHHA e(heKT Ha TapyHABUP.

PesuctenTHOCT

In vitro cenexmuATa Ha pe3NUCTCHTHH KbM JapyHaBup BUpycH oT auB Tur HIV-1 e nmpoabmkurenHa
(> 3 roguam). CenekTUpaHUTE BUPYCH HE MOTAT Jia C€ Pa3BUBAT B MPUCHCTBUETO HA TAPYHABUD MPH
koHeHTparuu Hax 400 nM. Bupycure, ceJeKTHpaHu B TE3U YCIIOBHUS U TIOKa3BaIlld HaMaIeHa
YyBCTBUTEITHOCT KbM fmapyHaBup (oT 23 g0 50 mbTH), uMat 2 10 4 aMHHOKHUCETUHHY 3aMECTBAHUS B
npoTea3Hus reH. HamaneHata 9yBCTBUTETHOCT KbM JTApYHABUP HA HOBOIIOSIBUIIM CE BUPYCH B OTHTA
3a CeJIeKIU He MOJKe JIa ce OOSICHHU C T0sIBaTa Ha TE3W MPOTEa3HH MYTAaIUH.

[IpodpwmnsT Ha pesuctenTHocT Ha REZOLSTA ce onpenenst ot napynasup. Kodunucrar He cenektupa
MyTanuy Ha pesucteHTHocT B HIV mopaau nuncata Ha aHTUBHpYCHA akTUBHOCT. [IpodunsT Ha

pesucrentHocT Ha REZOLSTA ce moakpens ot nBe npoyuBanus ¢asa 11, nposenenu ¢

JlapyHaBUP/PUTOHABUD IPH JICUCHUE HA NalMeHTH 0e3 mpenmiectsaio jgeucHue (ARTEMIS) u ¢
npemmectsario JedeHre (ODIN) u oT ananm3a Ha 48-ceIMUYHN JaHHU OT IPOYYBaAHE
GS-US-216-130 npu sieueHye Ha MAMEHTH 0e3 MPEIIeCTBAIIO JICYCHHE U ¢ ITPEAIICCTBAIIO JICUCHHUE.

HabmionaBa ce HUCKa cTeneH Ha pa3BuTHe Ha pesuctenteH HIV-1 Bupyc npu nauneHTH, HeJeKyBaHH
nocera ¢ ART, kouto ce nexysar 3a mbpBu 16T ¢ REZOLSTA unu napyHaBup/puToOHaBUD

800/100 mg BeqHbXK qHEBHO B KoMOWHanus ¢ Apyrd ART, 1 pu nanueHTH, JJIeKyBaH! TPEIn TOBA C
ART, 6e3 napynaBsup RAMs, nony4asam REZOLSTA wunu napynasup/putonasup 800/100 mg
BEJIHBXK JIHEBHO B KoMOuHanus ¢ apyra ART. B tabnuia 3 mo-moiry ca moka3zaHu pa3BUTHETO Ha
myTarmu B HIV-1 mpoteasara u 3ary6ara Ha 4yBcTBUTENTHOCT KbM HIV mpoTeasnn nHxuOuTOpHU B
CIy4yauTe Ha BUPYCOJIOTHUCH HEYyCIeX B KpaitHaTa Touka B npoyuBanus GS-US-216-130, ARTEMIS u

ODIN.
Tabauna 3
GS-US-216-130* ARTEMIS® ODIN®
HenexyBanu | JlekyBanu npeau HesexyBanu JlekyBanu npeau | JlekyBanu npeau
aocera TOBA MALMEHTH | iocera MAlMeHTH | TOBAa MAIMEHTH | TOBA MAIMEHTH
nanueHTn NapyHABUP/KOOU | 1apyHABUP/PUTOH | JaAPYHABHP/PUTO | JapYHABUP/PUTO
JapyHaBUP/K00 nucTaT aBup HABHUP HABHUP
HIHMCTAT 800/150 mg 800/100 mg 800/100 mg 600/100 mg
800/150 mg BeHb)K THEBHO | BeIHDb)K ATHEBHO | BeAHB’K IHEBHO |/[Ba IbTH JIHEBHO
BeJAHDbK THEBHO N=18 N =343 N =294 N =296
N =295
Bpoii nanueHTH ¢ BUPYCOJIOTHYCH HEYCIEX M C TCHOTHUITHU JIAHHU, Pa3BIJIUM MyTaluu® B KpaHa Touka, n/N

[IppBHYHK 0/8 1/7 0/43 1/60 0/42
(ocHOBHHM)
MYTaIHH,
CBBP3aHU C
PE3UCTEHTHO
CT KBM
POTEa3HU
WHXHOUTOPH
PI RAMs 2/8 1/7 4/43 7/60 4/42

Bpoit nanmentu ¢
MIPOTEa3HN UHXUOUTOPH KaTO KpacH

BHPYCOJIOTHYEH HEYCIeX U ¢ (PCHOTHITHN JaHHH, COYCIIH 3ary0a Ha TyBCTBUTEITHOCT KbM
€3yJITaT B CpaBHEHHE C M3XOAHO HUBO', n/N

HIV npoteasen

UHXUOUTOP
JapyHaBHD 0/8 0/7 0/39 1/58 0/41
amMIIpeHaBHp 0/8 0/7 0/39 1/58 0740
aTazaHaBHP 0/8 0/7 0/39 2/56 0740
WHJIMHABUP 0/8 0/7 0/39 2/57 0/40
JIOIIMHABUD 0/8 0/7 0/39 1/58 0740
CaKBHUHABHP 0/8 0/7 0/39 0/56 0/40
THIIPAHABHP 0/8 0/7 0/39 0/58 0/41
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Bupyconornunure Heycnexu, moa0paHu 3a TECTBaHE HA PE3UCTEHTHOCTTA ca Ae(HMHUPAHU KaTO: HECYIIPECHPAHH, HAMAICHHE
Ha HIV-1 RNA < 1 logio B cpaBHEHHE ¢ U3XOJHO HUBO U > 50 konwst/ml Ha ceMuIia 8, TOTBBPICHO Ha CIICBAIa BU3UTA;
pebaynn: HIV-1 PHK < 50 xonmst/ml, nocnensano ot notsspaeHa HIV-1 PHK > 400 xormst/ml v noteepaenHo > 1 logio
HIV-1 PHK noumienue cnpsiMmo Haaupa; npekparsBane Ha jsedenuero ¢ HIV-1 PHK > 400 xonus/ml Ha mociennata Bu3uTa

Bupyconornunu neycnexu, 6azupann Ha nenzypupas anroputsM TLOVR non-VF (Bpeme Ha 3ary6a Ha BUPYCOJIOTHYCH
otrosop) (HIV-1 PHK > 50 xomus/ml)

IAS-USA cnuceium
ITpu GS-US-216-130 ¢eHoTnna Ha M3XOAHO HUBO HE € HAINYCH

KD’LCTOC&Ha PE3UCTCHTHOCT

[Ipu Bupyconornunus Heycnex B m3nutBaneto GS-US-216-130 He ce HaOmo1aBa KPhCTOCAHA
pesucteHTHOCT ¢ Apyru HIV npoteasnu naxubutopu. BmkTe Tabnuiara mo-rope 3a uHpopmanus 3a
ARTEMIS u ODIN.

Knuauunu pesyaratu

AntuperpoBupycHusT epekr Ha REZOLSTA ce nb/bku Ha KOMIIOHEHTa AapyHaBup. JleiicTBHeTo Ha
KOOMIIMCTAT KaTo (hapMaKOKMHETHUEH CHXaHCEp Ha JapyHABHP € JIOKa3aHO BhB (hapMaKOKHHETUYHU
npoyuBaHus. B Te3u hapMakoKMHETUYHH MTPOYYBaHUs, €KCIIO3UIIUATA Ha AapyHaBup 800 mg,
MOTEeHITMpaH ¢ KoourucTar 150 mg, € cxoaHa ¢ Ta3w, HaOJIIoJaBaHa IPY MOTCHIIMPAHE C PUTOHABUP
100 mg. lapynaBup kato komroHeHT Ha REZOLSTA e 6uoekuBaneHTeH Ha qapyHasup 800 mg
BEJIHBK JITHEBHO B KOMOMHanus ¢ koouructar 150 mg BeHBXK JHEBHO, MIPIJIaraHd ChbBMECTHO KaTo
OTJIEITHH JICKaPCTBEHH MPOAYKTH (BXK. TOUKa 5.2).

Joxkazarenctata 3a edpukacHoctT Ha REZOLSTA BeHBX THEBHO C€ OCHOBABAT HA aHATU3 Ha
JaHHHUTE Ha ceamuna 48 ot npoyuBane GS-US-216-130 npu nmanueHTH, Ha KOUTO HE € MpHJIarana
ART u mauuenTn, nexyBanu npenu ToBa ¢ ART, knmuanyno uznutBane TMC114FD2HTX3001 nmpu
NalnueHTH, Ha KouTo He e npuiarana ART, u nse npoyusanus ¢aza I[II ARTEMIS u ODIN,
npoBeneHu ¢ napyHasup/puronasup 800/100 mg BenHBK THEBHO CHOTBETHO MPH MAlMEHTH, HA KOUTO
He e npuiarana ART u nmanmenTtu, nekyBanu npeau Tosa ¢ ART.

Onucanue Ha xnHYHY npoyuBanus Ha REZOLSTA npu Be3pacTHH

Eguxacnocm na oapynasup 800 mg éednuwvorc Onesno, npuiazan cvémecmuo cve 150 mg xobuyucmam
BEOHDBIIC OHEBHO NpU nayueHmu, Ha koumo He e npunaeana ART, u na koumo e npuiraecana ART

GS US-216-130 e otkputo npoyuBane daza Il ¢ emHo pamo, oreHsaBaIIoO GapMakOKUHETHKATA,
0e30MmacHOCTTa, MIOHOCUMOCTTA M e()UKACHOCTTA Ha JapyHaBHp ¢ koourucrar npu 313 HIV-1
MH(EKTUPAHU Bb3PACTHHU MAaMeHTH (295 6e3 mpeAmecTBalo jJeueHue 1 18 ¢ mpeamecTsamio
nedenue). Te3u manpeHTH ca nonyuywin aapyHasup 800 mg BeTHBK JTHEBHO B KOMOWHAIIHS C
koburcraT 150 mg BeIHBXK THEBHO ¢ U30paHa OT M3CIIe0BaTEIs ONTHMU3UPAaHA OCHOBHA CXeMa

(OBR), x0sITO CE€ CbCTOM OT 2 aKTUBHU HYKJICO3UIHN HHXHOUTOPA Ha OOpaTHATA TPAHCKPHUIITA3a
(NRTD).

HIV-1 undekTrpanu manueHTH, KOUTO OTIOBAPAT Ha KPUTCPUHUTE 33 TOBA MTPOYUBAHE UMAT TCHOTHIT
MIpHU CKpUHUHTA, KOWTO He moka3Ba DRV-RAMs u mrasmena HIV-1 RNA > 1 000 xorust/ml. B

Tabnuua 4 no-10y ca N3JI0XKEHHU TaHHU 3a e()UKAacHOCTTa OT aHANM3 Ha ceaMuna 48 OT mpoyyBaHe
GS-US 216-130:
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Taéauua 4
GS-US-216-130
HeJsiexkyBanu 1ocera JlekyBaHu nmpeau ToBa Beuukn
NalHeHTH NaNHeHTH JapyHaBHP/KOOUIIMCTAT
Pe3ynmamu na JapyHABHP/KOOUIIMCTAT | JapyHABHP/KOOHIIMCTAT 800/150 mg BeaHbK
ceomuya 48 800/150 mg BeaHbIK 800/150 mg BeaHbIK aueBHo + OBR
anesHo + OBR anesHo + OBR N=313
N =295 N=18

HIV-1 RNA 245 (83,1%) 8 (44,4%) 253 (80,8%)
< 50 xormus/ml?
cpeliHa IpoMsiHa Ha -3,01 -2,39 -2,97
HIV-1 RNA log cnpsimo
H3XOJTHUTE CTOMHOCTH
(logio xorust/ml)
cpezHa mpoMsiHa B Opost +174 +102 +170
Ha CD4+ knetkute
CIPSIMO U3XOJTHUTE
croiinoctu®

a

6

[Tpunucana croitoct ceraacio TLOVR anropurema
[Ipunucana CTOHHOCT OT MOCIEIHOTO HAOMIOAEHNE, H3HECEHa HAIIPEX

Ec¢urxacnocm na xombunayusma c ¢puxcupanu 0ozu oapynasup/xoouyucmam 800/150 mg eeonvoic
OHe8HO npu nayueHmu, Ha koumo He e npunraeana ART

TMC114FD2HTX3001 e pannoMu3npaHo, akTHBHO-KOHTPOJIUPAHO, ABOWHOCIANO KIMHUYHO
u3nutBaHe dasa Il 3a orieHka Ha eukacHOCTTa M OE30MaCHOCTTa Ha
JapyHaBUpP/KOOUIUCTAT/eMTPULIUTa0HH/TeHO(GOBHD anadeHaMuz CpaMo KoMOMHaLus ¢ GUKCHpaHH
JI03M AapyHaBHP/KOOUIMCTAT + eMTPULUTAOMH/TeHOGOBUP AU30MPOKCHI Pymapar. B pamoTo Ha
JiedeHne ¢ KoMOnHanus ¢ GUKCUpaHH 03U JapyHaBHP/KOOUIHCTAT ca jJekyBanu 363 HIV-1
WH(EKTUPAHU HEJIEKYBaHH JI0CEeTa Bh3PACTHH MAIlHCHTH.

HIV-1 undexrupanuTe NayueHTH, OAXO IS 32 TOBA KIIMHUYHO U3MUTBaHE, UMAT TIa3MeHa
HIV-1 PHK > 1,000 komusi/ml. B tabnuna 5 mo-mony ca nokaszanu 48-ceIMUYHUTE JaHHU 32
e(UKacCHOCT B paMOTO C JapyHaBUP/KOOHUIUCTAT B KIMHUYHOTO n3nuTBane TMC114FD2HTX3001:

Taoauna 5

TMC114FD2HTX3001 (pamo ¢ napyHaBHp/KOOMIMCTAT)

HesiekyBaHu Jocera mauueHTH
aapyHaBup/koounuctat 800/150 mg BeqHbK THEBHO

Pesynmamu na Ceomuya 48 + eMTpUIMTAOMH/TeHO(DOBUP AM3ONPOKCHI pymMapaT

N =363
HIV-1 PHK < 50 konust/ml® 321 (88,4%)
Bupyconoruuen Heycnex® 12 (3,3%)
bes BupycosoruuHu JaHHU B 30 (8,3%)
48-ceqMuuHUs po3oper?
Cpenna npomsiHa Ha Opost Ha +173,8

CD4+ KIeTKHTE OT U3XOIHO
HUBO®

a

6

[Ipunucana cTOHHOCT ChITIACHO anropuTbma Snapshot.

VyacTHUK, HE3aBbPIIMI H3IUTBAHETO, CE CUUTA 3a CIIy4ail Ha BUPYCOJIOIMYEH HEYyCIeX: Ha MallMeHTUTEe, IPEeKpaTHIN
Y4acTHETO CH IPeau Kpas Ha U3NUTBAHETO, C€ MPUITUCBA IPOMSHA, paBHa Ha (

Onucanue Ha KIMHUYHU OpOoy4YBaHHsA C Z[aDVHaBI/ID/ PHUTOHABHUDP IIPH BB3PACTHHU

Edurxacnocm na oapynasup 800 mg éednwvowc OHesHo, npuiazan eOHogpemenno cve 100 mg
PUMOHABUD 8eOHBIC OHEBHO NPU NAyueHmu, Herekysanu doceeda ¢ ART

JlokazaTencTBaTa 3a epukacHOCT Ha napyHaBup/putonasup 8§00/100 mg BeAHBK THEBHO CE
OCHOBABaT Ha aHAJM3WUTE HA JaHHUTE, ChOMPAHU B MIPOIBIDKCHHUE HA 192 cenMuIM B paMKHTE Ha
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paHIOMH3UPAHO, KOHTPOIMPAHO, OTKpUTO, TpoyuBane daza [II ARTEMIS npu narmentn ¢ HIV-1
nHpekus, HeekyBanu nocera ¢ ART, cpasusaBamo napynasup/putorasup 800/100 mg BeqHBX
JHEBHO ¢ jonuHaBup/putoHasup 800/200 mg qHEBHO (ChbC cXeMa Ha MpHJlaraHe ABa IbTH THEBHO HIIH
BeAHBK AHEBHO). U mpu nBeTe paMeHa e u3moii3BaHa (pukcrpaHa OCHOBHA CXeMa, ChCTOAIIA CE OT
teHodoBUp au3onpokcui pymapaTt 300 mg BenHBK JHEBHO U eMTpuinTaduH 200 mg BeIHBK
JTHEBHO.

JannauTe 3a epuKacHOCT OT aHATM3UTE HA ceaMuna 48 u ceamuna 96 B paMKHTE Ha U3MTUTBAHETO
ARTEMIS ca u3znoxenu B Tadauia 6 mo-maoiy:

JlanHu, 6a3upaHu Ha aHAIW3W Ha ceaMuIa 48

6
B
r

A

Jlannu, 6a3upaHu Ha aHANMU3U Ha ceaMuLa 96
[Ipunucana croitoct cernacio TLOVR anropursma

B53 ocHOBa Ha HOpMAJIHOTO HpI/I6III/I)KeHI/IC Ha pasjiKkara B % Ha OTTOBOPUTE

Y41acCcTUETO CU NIPEAU Kpasi Ha USITUTBAHETO, CE IPUITKCBA TPOMSHA, paBHA Ha 0

Tabauua 6
ARTEMIS
Ceamuna 48* Ceamuna 96°
Pezynmamu aapyHasup/ | qonuHasup/ | Paznamka B aapyHasup/ | nonunasup/ | Paznnka B
PUTOHABHP | PUTOHABHP Jie4eHHeTo PUTOHABUP | PUTOHABHUP | JeYEeHUETO
800/100 mg | 800/200 mg (95% CI na | 800/100 mg | 800/200 mg | (95% CI na
BeHbK JTHEBHO pa3iukaTra) | BeAHbXK JTHEBHO pa3iukara)
JHEBHO N =346 JHEBHO N =346
N =343 N =343
HIV-1 PHK 83,7% 78,3% 5,3% 79,0% 70,8% 8,2%
< 50 xorms/ml® (287) 271) (-0,5; 11,2)" | (271) (245) (1,7, 14,7)"
Bceuuku manueHTn
C U3x0HO 85,8% 84,5% 1,3% 80,5% 75,2% 5,3%
HuBo Ha HIV- | (194/226) (191/226) (-5,2; 7,9 (182/226) (170/226) (-2,3; 13,0)"
PHK
<100 000
C U3x0HO 79,5% 66,7% 12,8% 76,1% 62,5% 13,6%
muBo Ha HIV- | (93/117) (80/120) (1,6; 24,1)" (89/117) (75/120) (1,9; 25,3)"
PHK
>100 000
C u3xoneH 79,4% 70,3% 9,2% 78,7% 64,9% 13,9%
Opoit Ha CD4+ | (112/141) (104/148) (-0,8;19,2)" | (111/141) (96/148) (3,5;24,2)"
kieTkn < 200
C u3xoneH 86,6% 84,3% 2,3% 79,2% 75,3% 4,0%
opoii Ha CD4+ | (175/202) (167/198) (-4,6;9,2)" (160/202) (149/198) (-4,3;12,2)°
KieTku > 200
MeIraHa Ha +137 +141 +171 +188
npomsiHata B Opost
Ha CD4+
KJIETKUTE CHPSMO
W3XOJTHHUTE
CTOMHOCTH
(x 109"
a

y‘{aCTHHK, HE3aBbPUINII U3IIUTBAHCTO, CE CUUTA 3a cnyqaﬁ Ha BUPYCOJIOTUYCH HEYCIIEX: Ha MMAIITUECHTUTEC, IIPCKPATUIIN

He mo-manka epukacHOCT IPU BUPYCOJIOTHYHHS OTTOBOP KbM JICYEHUETO C IapyHABUP/PUTOHABHD,
M3pa3eHa KaTo MPOIICHT Ha ManueHTuTe ¢ mia3MeHo HuBo Ha HIV-1 PHK < 50 konus/ml, e moxazana
(Tpu peBapUTENHO OMpeesieHaTa TpaHuIa 3a He Mmo-Maiika eukacHocT 12%) u B [BETE MOmyIanuu

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

MOTBBP)KJABaT MPU AaHAJIM3UTE HA TaHHUTE Ha cenMuua 96 ot nedeHueto B uanutBanero ARTEMIS.
Pesynratute octaBat HenpoMeHeHH 10 cenmuia 192 ot nedennero B uznuteanero ARTEMIS.
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Egukacnocm na oapynasup 800 mg éednuvorc Onesno, npuiazan eonogpemenno cwve 100 mg
DPUMOHABUD 8EOHBIC OHEGHO NPU NAYUESHMU, KOUMO ca eKy8anu npeou moga ¢ ART

ODIN e pannoMu3upaHo, OTKpuTo npoyusane ¢asa Ill, cpaBHsBaIIo NapyHaBUpP/PUTOHABUD

800/100 mg Begubx qHEBHO ¢ AapyHasup/putoHasup 600/100 mg aBa mbtu nHeBHO npu HIV-1
nH(EKTHpaHu nanueHTy, npeMuHanu ART, 4uuTo pe3ynTaté OT CKpUHHHT TECTa 3a TeHOTHITHA
PE3UCTEHTHOCT He codat mapyHaBup RAMs (t.e. V111, V321, L33F, 147V, 150V, 154M, 154L, T74P,
L76V, 184V, L89V) u ckpununaroro vuso Ha HIV-1 PHK > 1 000 xonust/ml. AHanu3bT Ha
e(MKacHOCTTa € HallpaBeH Bb3 OCHOBA Ha JaHHWTE Ha ceamura 48 ot neuennero (Bx. Tabmumma 7 mo-
noiy). U ipu nBete pamena e m3nomBad OBR > 2 Hykineo3uaan nHXHOUTOpa Ha oOpaTHaTa

tparckpunTaza (NRTI).
Tabauuna 7
ODIN
Cenmuna 48
Pezynmamu JApYHABHDP/PHTOHABHDP | JapyHABHP/PUTOHABHP Pa3znuka B jeuennsita
800/100 mg BeaHbXK 600/100 mg nBa NbTH (95% nosepuTeseH
aHeBHO + OBR nHeBHo + OBR HHTEPBAJ Ha
N =294 N =296 pa3aunKaTa)

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

< 50 xomus/ml?
C U3X0IHO HUBO Ha

HIV-1 PHK

(xommsi/ml)

<100 000 77,6% (198/255) 73,2% (194/265) 4,4% (-3,0; 11,9)
>100 000 35,9% (14/39) 51,6% (16/31) -15,7% (-39,2; 7,7)
C usxoneH O6poit Ha

CD4+ knetku (x109/1)

>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 cybtun

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)
Apyr® 55,2% (16/29) 83,3% (25/30) -28,2% (-51,0; -5,3)

MeMaHa Ha IPOMSHATA B
opos Ha CD4+ kierkure
CHPAMO U3XOTHUTE
croiinoctu (x 10%/1)*

+108

+112

-57(-25; 16)

a

6

[Ipunucana croitoct ceriacio TLOVR anropursma

B53 ocHOBa Ha HOpMAJIHOTO HpI/I6III/I)KeHI/IC Ha pasjimKkara B % Ha OTTOBOPUTE

¥ Cy6runose Al, D, F1, G, K, CRF02_AG, CRF12 BF u CRF06_CPX

T

a

Pasnuka B cpeanure CTONHOCTH

Ipunucana cTOHHOCT OT MOCJIEAHOTO HAOIIOEHHE, U3HECEHA HAIIPEe/

B cenmuna 48 npu BUpYyCOIOTUYHUS OTTOBOP, U3Pa3€H KaTo NMPOLEHT Ha NAllUEHTUTE ¢ IIa3MEHO
uuBo Ha HIV-1 PHK < 50 konust/ml Ha neuenue ¢ napyHnasup/putonaBup 800/100 mg BeqHBXK THEBHO
€ JI0Ka3aHa He Mo-Majika epukacHOCT (Ipy MpeaBapuTeHO ONpeeieHaTa IpaHuLa 3a He T0-MajKa
edpukacHoct 12%) B cpaBHeHue ¢ gapyHasup/putonasup 600/100 mg nBa mbTH AHEBHO, KakTo 3a [TT

taka u 3a OP nomymanwmsita.

REZOLSTA ne TpsiOBa J1a ce npwiara npy MaueHTH ¢ elHa WIK I0BeYe MyTalllHi, CBbP3aHH C
pesucreHTHOCT KbM AapyHaBup (DRV-RAMs), niu HIV-1 PHK > 100 000 xorms/ml, wmu 6poit Ha
CD4+ knerku < 100 xknetkn x 10%/1 (Bxk. Touku 4.2 u 4.4). Hanuuay ca orpaHUYeHH JaHHH 32
nauueHTu ¢ HIV-1 cyOGtunose, pasnuunu ot B.
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IlenuaTpudHa momyJamus

Onucanue Ha KIMHUYHO OpOoy4YBaHC HA I[a'[)VHaBI/ID/K06I/II_II/ICTaT IIpH IOHOIIHW U ACHa

®dapMaKkoOKHHETHKATa, 0€3011acCHOCTTa ¥ aHTUBUPYCHATA aKTUBHOCT Ha JapyHABHP M KOOUITHCTAT B
Jo3uTe U GOpMHTE, 0I0OPEHHN KaTO CAMOCTOSITEITHH CPEJICTBA, U B KOMOHWHAIIHS C IPYTH
AHTHPETPOBUPYCHU CPENICTBA ca OIIEHEHH B OTKpHUTO mpoyusane (GS-US-216-0128) npu
neuaTpuIHU narueHT, napextupanu ¢ HIV-1 ¢ Bupyconorndaa cympecus. Y 4aCTHUITUTE B
IOHOIIIeCKa Bh3pact oT 12 1o noj 18 rogunu ¢ Terno Hai-manko 40 kg (koxopra 1, N = 7) momyuasar
napynasup 800 mg u xobuuuctar 150 mg (npunaranu kato otaeaHu TadneTky) u mone 2 NRTI
BEJIHBXK JIHEBHO. Jlena Ha Bb3pacT ot 6 70 noj 12 roguHu ¢ Terao Hail-manko 25 kg (koxopTa 2,

N = 8) momydasat napynaBup (600, 675 wim 800 mg B 3aBHCUMOCT OT TEIECHOTO Teriio) U 150 mg
KOOUIMCTAT (MIPUJIaraHu KaTo OT/eTHA TabneTku) u Haii-manko 2 NRTI Benawmxk qHeBHO. Jlena Ha
BB3pacT 3 1 nmoseye roguHu ¢ Terno 15 kg no <25 kg (xoxopra 3, N = 11) nomyugasat 600 mg
napyHaBup 1 90 mg koOunucTaT (MpUjiaraHyd KaTo OTIACIIHU JIEKapCTBeHH (POPMHU) U KOMOMHAITUATA
F/TAF B no3a 120/15 mg BeqHBK JHEBHO.

B Tabnuua 8 mo-oi1y ca moka3aHu OCHOBHHTE KpaiHH TOYKH, CBBP3aHH C aHTUBHPYCHATA aKTHBHOCT,
IIPU TE3U KOXOPTH.

Ta6smna 8 BupycosorndeH oTroBop npu JexkyBanu ¢ ART fnena u oHomM ¢ BUPpyCHa cynpecHsl Ha
ceamuna 48

GS-US-216-0128

Pesynrartn Ha cenmuna_48 Koxopra 1 Koxopra 2 Koxopra 3/lapynas
JapynaBup/kodunmcrar | lapyHaBup/ko0unmcra Hp/KOOMIHUCTAT +
+ Haii-manko 2 NRTI T + Haii-majko 2 NRTI F/TAF(N =11)
N=7) N=8)
HIV-1 PHK < 50 xormsi/ml 85,7% (6) 100% (8) 90,9% (10)
cnopex noaxoxaa Snapshot Ha
FDA
Menuana Ha mpoMsiHAaTa Ha -6,1% 0,75% 1,5%
nporeHTa Ha CD4+ oT u3X0aHO
HHBO"
Menuana Ha ipoMsiHaTa Ha Opost | -342 kneTkn/mm? -20 xneTku/mm? 34 xneTkn/mm?
Ha CD4+ KIeTKHTE OT U3XOIHO
HHBO"

% Be3 npunucana CTOMHOCT (HAOMIOaBaHY JaHHH).

Onucanue Ha KIMHUYHU OpOoy4YBaHHsA C I[aDVHaBI/ID/DI/ITOHaBI/ID IIpH IOHOIIHW M ACHa

EnHOoKpaTHUST THEBEH MTPHEM Ha apyHABUD, TOJCUIICH C PUTOHABUD, IPUIOKEH B KOMOMHAIIUS C
JIPYTH aHTUPETPOBUPYCHU CpelicTBa 3a Jiedenne Ha HIV-1 npu toHOmM 1 fera Ha Bb3pacT > 3 TOAUHU
U C TerJyio > 15 xr, e pa3pelieH Bb3 OCHOBa Ha AaHHU OT npoyuBanusTa TMC114-C230 (DIONE) u
TMC114-C228 (ARIEL), noakpenenu ot (hapMaKOKMHETUYHU CUMYJIallMK Ha 0a3aTa Ha MOJCIH C
EKCTpaIoJIMpaHy JaHHU 33 e()UKACHOCTTA NP BH3PACTHHU U YCTAaHOBEHUS PO I Ha O€30MaCHOCT Ha
JlapyHaBUP/PUTOHABUD, IPUEMaH J1Ba IbTH JHEBHO MPH TeIHATPUYHH MAIUCHTH.

B npoyusane TMC114-C230 (DIONE) roHo1mH, KOUTO He ca nony4aBanu npeau toBa ART, ¢ Terno
>40 kg (N = 12) npuemar napynasup 800 mg BeIHBX JTHEBHO B KOMOWHALIUS C PUTOHABUP U JPYTH
aHTHpeTpoBUpycHH cpencTBa. B mpoyusane TMC114-C228 (ARIEL) ce oneHsBat nera Ha Bb3pacT OT
3 1o < 6 ronunu, kouto ca npuemanu ART, ¢ terno ot 10 mo <20 kg (N =21), Ha cxema Ha
Mpujarate ABa IbTH JHEBHO Bb3 OCHOBA Ha TErJ0TO. BbB (hapMakOKMHETHYHO HOANPOYYBaHE KbM
ARIEL ce onensiBa excriosuiusita Ha DRV/puronasup npu 10 nernia, mosmy4dasaniu 40 mg/kg (TenecHo
teryo < 15 kg) nnm 600 mg (tenecHo Terio > 15 kg) napyHaBup ¢ puTOHaBHpP U APYTH
AHTHUPETPOBUPYCHHU CPEJICTBA.

[MonpoGHU pe3ynTaTH OT MPOYYBAHETO Ca MPEAOCTABSHH B IPOAYKTOBaTa HH(OPMAITUS HA
PREZISTA.
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5.2 ®apmakoKMHETHYHH CBOWCTBA

B npoyuBane 3a Ononannunoct Ha REZOLSTA u napynasup/puronasup 800/100 mg BegHBXK JTHEBHO
B CTallMOHAPHO ChCTOSHUE U CIIEJ XPaHEHE IIPU 3paBU JOOPOBOJILH € JOKa3aHO, Y€ EKCIIO3ULIMATA Ha
JapyHaBUp € CpaBHHUMA.

buoexBuBanentnoctta Ha REZOLSTA u napyHaBup/KoOHUIKCTAT, IPUIOKEHN €THOBPEMEHHO KaTo
OT/ICJTHU JICKApCTBEHH MPOIAYKTH, ¢ Joka3aHa 3a 800/150 mg cien xpaHeHe U Ha TJIaIHO U 3a

675/150 mg ciieq xpaHeHe MpH 3aApaBu 100poBosIH. JlokasaHa ¢ OMOEKBUBAJIEHTHOCTTA Ha
napynaBup mexxay REZOLSTA 600/90 mg napyHaBup/KOOMLIMCTAT IUCTIEPTUpAIIN ce TablIeTKU 1
napynasup cycnensus (100 mg/ml) B no3a 600 mg, npuioxeH exHOBpeMeHHO ¢ kobuructat 90 mg
KaTo OTAETHH JIEKapCTBEHU MPOILYKTH CIIE/ XpaHEHEe MPH 3IPaBH Bb3PACTHH.

AOGcoponus

Jlapynasup
AOcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPUIIOKEHHE HA eIMHUYHA 1032 oT 600 mg qapyHaBup
e npubnmsurenHo 37%.

HapynaBup ce abcopbupa 0bp30 ciexa nepopanto npuioxkenne Ha REZOLSTA npu 3apasu
Jno0poBony. MakCcUMaIHUTE IUIa3MEHU KOHIICHTPAK Ha JapyHAaBUP B MPUCHCTBUETO Ha
KOOMIIMCTAT KaTo IS0 ¢e JOCTHraT B paMKuTe Ha 3 110 4,5 vaca. Ciiel] mepopajiHo MPHJIOKEHUE Ha
REZOLSTA npu 3apaBu JOOpOBOILIN MaKCHUMATHUTE IJIa3MEHN KOHLIEHTPALUU HA KOOULIKCTAT Ce
HaOronaBaT 2 1o 5 yaca cieq npreMa Ha 103aTa.

Koraro ce mpusara ¢ xpaHa, OTHOCUTEIHAaTa €KCIO3ULINS Ha JapyHaBup € 1,7 MbTH MO-BUCOKA B
cpaBHEHHe ¢ npuema 0e3 xpana. CnenoBatenno, REZOLSTA tabnerku TpsOBa fa ce nmpuemar ¢
XpaHa. BuaeT Ha XpaHaTa He noBnusaBa ekcno3unuara Ha REZOLSTA.

Pasnpenenenue

Jlapynasup

HapyHaBup ce cBbp3Ba npudIN3UTENHO 95% C 11asMennTe NpoTenHu. JapyHaBup ce cBbp3Ba IJIaBHO
C ImIa3MeHus o-kucen raukonporend (AAG).

Crne MHTPaBEHO3HO MPIJIOKEHNE 00EMBT Ha pa3npeiesieHHe Ha CAMOCTOATETHO PUIIOKEH
nmapyHaBup e 88,1 + 59,0 1 (cpeaHa CTOMHOCT & CTaHIAPTHO OTKJIOHEHHE) U ce yBenrvapa g0 131 +
49,9 1 (cpenna cTOMHOCT + cTaHIAPTHO OTKJIOHEHUE) B IpUChCTBUETO Ha 100 mg puToHaBHp,
npueMaH ABa IbTH THEBHO.

Kobuyucmam
KobGummcrat ce cBbp3Ba oT 97 10 98% ¢ 4OBEHIKUTE TUTA3MEHH TIPOTEHHH, & CPETHOTO ChOTHOIICHUE

Ha KOHICHTPAIMUTE HA JICKAPCTBOTO B IIJIa3dMaTa U B KPbBTA € HpI/I6.HI/I3I/ITeHHO 2.

Buorpanchopmarms

Jlapynasup

In vitro excriepuMeHTaIHU POYYBAHMS C YOBEUIKH YepHOApoOHH MUKpo3omu (HLM) moka3zsat, ue
JapyHaBUp ce MoJylara OCHOBHO Ha OKCHIATHBEH MeTabonn3bsM. lapyHaBup ce MeTabonu3upa
eKCTeH3UBHO upe3 yepHoapooHata CYP cuctema 1 modTH H3KITIOUUTETHO Ype3 n3o3uma CYP3A4.
Enno usnursaue ¢ *C-napyHaBup npu 31pasu JOOPOBOJIIM TOKA3Ba, Y€ OCHOBHATA YaCT OT
paAMoaKTUBHOCTTA B IJIa3Mara cliesl efMHIYHa J03a AapyHasup/putoHasup 400/100 mg ce npmku Ha
OCHOBHOTO aKTHUBHO BelllecTBo. Hail-masiko Tpu okcugaTuBHY MeTaO0JIUTa Ha JapyHaBUp ca
UAEHTU(PUIUPAHU [IPU XOpa, KaTO BCUUKHU ITI0KA3BaT aKTUBHOCT, KOSITO € IIoHe 10 IbTH 10o-MaJika oT
aKTHBHOCTTA Ha JapyHaBHp cpeury aus tumn HIV.
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Kobuyucmam

KobGurmucrat ce Mmetabonm3upa upe3 okcuanpane, Mmeauupano ocHoBHO oT CYP3A u B mo-Manka
crenen ot CYP2D6, u He npeThprisisa riiroKyporupane. Ciies mepopaiHo npuioxkenue na *C-
kobummcrat, 99% oT uupKyIupaiiata paIiioakTUBHOCT B IJIa3MaTa € HepOMEHeH Koouucrat. B
ypuHaTa 1 (heKaJTunTe ce YCTAaHOBSABAT HICKU HUBA HA METa0OJIUTHUTE, KOUTO HAMAT OTHOIIEHHE KbM
naxubupamara CYP3A akTHBHOCT Ha KOOHWIIHCTAT.

Enuvmunupane

lapynasup

Cnen npwiarane Ha go3a 400/100 mg '“C-napynasup ¢ putoHaBup, npuOIU3uTenHo 79,5% u 13,9%
OT TIpuiokeHara jo3a *C-napyHaBup MoXke 1a ce OTKpPHE ChOTBETHO B M3IPaKHEHHUATA U yPUHATA.
Henpomenenust napynaBup npeactasisna okoio 41,2% u 7,7% oT npuioxkeHaTa 1032 CbOTBETHO B
M3NPAXHEHUATA U ypuHaTa. TepMUHATHUAT MOMYKUBOT HA IapyHaBUp € Ipubiam3urenHo 15 gaca,
KOTraTo € KOMOMHHPAH C PUTOHABHD.

KnmupbsHCHT Ha TapyHaBHP IPH HHTPABEHO3HO MPUIIOKEHNE, IPHIIOKEH caMocTosTenHo (150 mg) u B
NPUCHCTBUETO HA HUCKA /1032 PUTOHABUD, € choTBeTHO 32,8 I/h u 5,9 I/h.

Kobuyucmam

Cnen nepopanno npuioxenue Ha *C-xobunucrar, 86% u 8,2% oT 103aTa ce OTKPUBAT ChOTBETHO
BBB (heKamunTe U ypuHata. Meauanara Ha TEpPMHUHAITHUS MTOJY>KUBOT Ha KOOUITUCTAT CIIET
npmwioxenue Ha REZOLSTA e npubimsutenno 3-4 gaca.

CHCLII/IaJ'IHI/I nonyjganvuu

lleduampuuna nonyrayus

®dapMakOKMHETUYHU IaHHU B CTAIIMOHAPHO CHCTOSHUE CIIE] TPUIOKCHHUE BEIHBXK THEBHO HA
DRV/COBI karo otnennu tabnetku B npoyuBane GS-US-216-0130 npu Bb3pacTHU U OT
neauaTpuaHoTo mpoyuBaHe GS-US-216-0128 moka3sar, 4e eKCIO3UITMUTE HA TapyHABHP U
KOOHUIHCTAT ca moo0HN Mexay BbpacTHH (N = 60) u roHomu ¢ Terio > 40 kg (N = 7). IIpu nena ¢
Terao Han-manko 25 kg (N = 8) cpenHuTe €KCIIO3ULMN Ha JapYHABHP Ca CXOJHH C TE3H MPH
BB3PACTHHUTE U IOHOIINTE, a CPETHNUTE EKCIIO3UITNN Ha KOOUIIMCTAT OONKHOBEHO Ca IMO-BUCOKH
(mpubnu3urenHo 2 mbtH). CHINO Taka CPETHUTE SKCTIO3UIINH HA JapyHABUP U KOOHWIIMCTAT TIPH JIeTia C
terno 15 kg mo <25 kg (N = 11) 0OMKHOBEHO ca 1MO-BUCOKH (MIPUOTUIUTEITHO 2 ITBTH) OT CPEIIHUTE

€KCITO3UIINH TIPY BB3pacTHU U roHOIH (Bx. Tabmuna 9). He ca ycranoBenu mpobiemu ¢
Oe3omacHocTTa (BXK. TOUKA 4.8).

Tadimna 9 OO0oOmenue Ha papMakOKHHeTHYHHUTe MapaMeTpu Ha gapyHaBup (DRV) u koounucrar (COBI) B
CTAIMOHAPHO ChCTOSIHHE CJIe/ NIPUJIAraHe BeJHbK JHeBHO B npoyuBanus GS-US-216-0130
(Bb3pacTHu) U GS-US-216-0128 (neguaTpuyHu NAIUEHTH)
GS-US-216-0130 GS-US-216-0128
Koxopra 1 Yact A Koxopra 2 nena | Koxopra 3 gena
woHomu ¢ HIV-1 na ¢ HIV-1 na ¢ HIV-1 na
Bb3pacT > 12 10 < 18 BB3pacT = 6 10 Bb3pacT
Bn3pactHu ¢ HIV-1 TOJAMHH C TErJo <12 roaunm ¢ >3 roguHm ¢
DRYV 800 mg/ COBI >40 kg TerJao > 25 1o TerJio > 15 kg o
| (P —— 150 mg oTneann DRY 800 mg/ COBI <40 kg <25kg
poy yran cpexcTBa 150 mg oTaeaHu DRV 675mg/ | DRV 600 mg/
Cpenna croiiHocT cpeiacTBa COBI 150 mg COBI 90 mg
(%CYV) Cpenna croitHocT OT/IEJHU OT/IEJHHU
(%CV) cpeacTBa cpencTBa
Cpenna Cpenna
croitHoCcT (% CV) | croiiHocT (% CV)
DRV
N 60 7 8 11
AUCo-24n (ng.h/ml) 81 646 (32,2)~° 80 877 (29,5)* 92 052 (18,7)° 160 534 (54,0)
Cmax (ng/ml) 7 663 (25,1) 7506 (21,7) - 15 025 (38,4)
Con (ng/ml) 1311 (74,0)° 1 087 (91,6) 1345 (42,3)° 3772(92,1)
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COBI
N 60 7 7 11

AUCo.24r (ng.h/ml)? 7596 (48,1)° 8 741 (34,9) 16 103 (35,0)" 16 071 (46,9)
Cumax (ng/ml) 991 (33,4) 1 116 (20,0) 1510(21,9) 2077 (36,0)
Con (ng/ml) 33 (289.4)° 28 (157.2) 86 (95.9)" 63,8 (138.6)

%CV=xkoedununent Ha Bapuarus; N=6poit yaactaum; AUCo-24v= IUTOI] ITOJ] KpUBaTa KOHICHTpanus-BpeMe 3a 24-9acoB HHTEPBaI
Ha IpUJIaraHe B CTAaMOHAPHO CHCTOSIHUE; Cmax=MaKCHMalIHA I1a3MeHa KOHIeHTpanust; Con=TIa3MeHa KOHICHTPALUs IIPean

npunoxenne; COBI=ko6unucrar; DRV=napynasup; HIV-1=4oBemku nmyHnonepuuutexr Bupyc tvm 1

% Cwbpan kato AUCoh: KOHUIEHTparws npeau npruiokenne (0 uaca) ¥ U3MONI3BAH KATO 3aMECTUTEN Ha KOHIIEHTPAIHATA 32

24 gaca ¢ uen onenka Ha AUCo-24n

5 N=59
®  Tlomy4eH 4pe3 NOMyIAUUOHHO (HaPMAKOKMHETUIHO MOJEIUPAHE
T

N=5

Cmapuecka eb3pacm

Jlapynasup

Hanuyna e orpanndena nagopmanus npu Tasu nomynanus. [lonynanuoHusT GpapMaKOKHHETHYECH
ananus rnpu nadexrupanu ¢ HIV narnuentu nokasea, uye papMaKOKHHETHKATA HA TapyHABUP HE Ce
pasnndaBa 3HAYUTEITHO BHB BB3pacTOBUS Auana3oH (18-75 ronqunu), oleHeH Py MalueHTH,
undexrupanu ¢ HIV (n = 12, Bp3pact > 65 roaunn) (Bx. Touka 4.4). [Ipu naunentute Hax 65 roquan
o0aue ca HaJMIIEe CaMO OTPaHUYCHH JTaHHH.

Kobuyucmam
®dapMakOKMHETHKATa HAa KOOUITUCTAT IIPU MAIMEHTH B CTapyecka Bh3pact (Ha 65 TOAWHU U 110-
BBH3PACTHH) HE € HAITBJIHO OIICHEHA.

Lon

Jlapynasup

[TonynanuoHuAT papMaKOKUHETHYIEH aHAJIU3 [T0Ka3Ba MAJIKO I10-ToJIsIMa eKCIIO3UIIMA Ha JapyHaBUD
(16,8%) npu >xenure, napextupanu ¢ HIV, B cpaBaenue ¢ mbxere. Ta3u pasnuka HIMa KIIHHAYHA
3HAYUMOCT.

Kobuyucmam
He ca ycTaHOBeHM KJIMHUYHO 3HAYMMH Pa3IMKU BbB (hapMaKOKHHETHKATA, CBhP3aHH C Moja, 3a
KOOHIUCTAT.

Bvbpeuno yspexcoane
REZOLSTA He ¢ u3cneiBad Ipy MarueHTH ¢ 0bOPEYHO YBPEKIaHE.

lapynasup
Pesynrature OT €1HO IpOyUYBaHe 3a GanaHc Ha MacuTe ¢ '“C-1apyHaBUp ¢ PUTOHABHUP MOKA3BAaT, e
npuOIM3UTENHO 7,7% OT MPUIIOKEeHATa /1032 TapYHABUP C€ EKCKPETHpAT B ypUHATA KaTO HEIPOMEHEH

JapyHaBHP.

Brrpeku ve napyHaBHp HE € IPOYYBaH MPH MAIMEHTH ¢ OBOPEYHO YBPEkKIaHe, MOMyIAIIHOHHUST
(hapMaKkOKMHETHYEH aHAII3 TI0Ka3Ba, 4e (papMakOKWHETHKATA Ha JJAPyHABUD HE Ce MOBJIUABA
3HauuTeNHO Npu uH(pekTupanu ¢ HIV namnuentu ¢ ymepeHo 0b0pedHo HapylieHue (KpeaTHHIHHOB
kiupbHC MexAy 30-60 ml/min, n = 20) (Bxk. Touku 4.2 u 4.4).

Kobuyucmam

[IpoyuBane Ha hapMaKOKMHETHUKATa HAa KOOUIIMCTAT € IPOBEACHO MPH YYaCTHUIIM, HEWH(PEKTUPAHU C
HIV-1 ¢ texxo 60pedHo yBpexaaHe (M3YMCIIeH KpeaTHHUHOB KiupbHC 1o 30 ml/min). He ca
HaOJIF0IaBaHH 3HAYMMH Pa3IMKH BbB (DapMaKOKHHETHKATa Ha KOOWUIMCTAT MEXY YIaCTHHUIIUTE C
TEXKO0 OBOpPEYHO yBpeKAaHe U 3APaBUTE YUaCTHHUIIM, KOETO ChOTBETCTBA Ha HUCKHA ObOpedeH
KJIUPBHC Ha KOOMIIUCTAT.

YepnoopobHo vepesrcoane
REZOLSTA He ¢ u3cnieqiBat py MalueHTH ¢ YepHOPOOHO YBPESKIaHE.
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Jlapynasup

HapynaBup ce MeTaboIM3upa U eTMMUHUPA OCHOBHO 4pe3 uepHus Apo0. ExHo n3nutsane ¢
MHOTOKPAaTHO NpUIIOKeHHE Ha JapyHaBup/puronasup (600/100 mg) nBa mbTH JHEBHO MOKa3Ba, e
o0IIyTe MIa3MEHN KOHIIEHTPALNK Ha JapyHaBUP NP MHAMBUIM C JIEKO (KJac A 1o KinacudukanusiTa
Ha Child-Pugh, n=8) u ymepeno (kiac B mo knacudukaiusta Ha Child-Pugh, n=8) ueproapoOHo
YBpEeXKIaHE ca CPABHUMH C TE€3H IPH 3ApaBu HHAWBUAN. ChIIEBPEMEHHO KOHLIEHTPALIUUTE Ha
HECBBP3aHUS JapyHABHP Ca ChOTBETHO MpHOIM3uTEaHO 55% (knac A mo knacupukanusra Ha Child-
Pugh) n 100% (xnac B mo knacudukarusra Ha Child-Pugh) mo-Bucoku. Knuanunoro 3HaueHne Ha
TOBa MOBUIICHUE HE € U3BECTHO, CIICAOBATEIHO JapyHABUDP/PUTOHABUD TPAOBA Jja ce M3I0JI3Ba
BHUMATEJIHO IIPY TaKUBa NauueHTU. EQeKThT Ha TEKKOTO YepHOAPOOHO YBPEKAAHE BHPXY
(hapMakOKMHETHKATa Ha JapyHABHp BCE Ol He € Tpoy4eH (Bxk. Touku 4.2, 4.3 u 4.4).

Kobuyucmam

Koburmucrat ce Mmerabosmzupa 1 eMMMUHAPA OCHOBHO upe3 uepHus Apo0. [IpoyuBane Ha
(hapMakOKHMHETHKATa Ha KOOUIMCTAT € POBECHO MPH yYacTHHUIHM, HenHekTupanu ¢ HIV-1, ¢
yMmepeHo yepHoapoOHo yBpexkaane (Child-Pugh knac B). He ca nabnronaBaHyu KIMHUYHO 3HAYNMHU
pas3IuKy BbB (hapMaKOKHMHETHKATa Ha KOOUIMCTAT MEXY YIACTHHUIIUTE C YMEPEHO YBPEXKIaHe U
3apaBuTe yaacTHUIM. He ce Hamara amantupane Ha n1o3ata Ha REZOLSTA npu manyeHTH ¢ JIEKO 110
yMEpeHo uepHOoApoOHO yBpexkaaHe. EQexThT Ha TexkoTo yepHoapoOHo yBpexaane (Child-Pugh
kiac C) BbpXy (papMaKOKHMHETHKATa Ha KOOMIMCTAT HE € IPOy4BaH.

Koundexyus ¢ supyca na xenamum B u/uau xenamum C

Nwma HenocTaThuan (hapMaKOKHHETUYHU JaHHU OT KIMHUYHUTE W3IUTBAHUS, 32 JIa CE OTPEACTU
edexTa Ha mHPEKIYS ¢ BUpyca Ha XenatuT B n/umn C BepXy hapMakoOKUHETHKATa Ha JapyHABUP U
KoOurucTat (BX. Touku 4.4 u 4.8).

Bpemennocm u cned pascoane

Jleuenueto ¢ napynaBup/koourpcrar 800/150 mg BeIHBK AHEBHO 110 BpeMe OPEMEHHOCT BOIH 110
HUCKa eKCIo3unMs Ha napyHaBup. [1pu xenu, npuemamn REZOLSTA npe3 BTopus TpUMECTbp OT
OpeMEeHHOCTTa, CPEIHUTE UHTPA-UHIUBULyaJIHH CTOMHOCTH Ha 00Imus 1apyHaBUP Cmax, AUC24n ¥ Ciin
ca cpoTBeTHO 49%, 56% 1 92% TO-HUCKH, B CPAaBHEHUE C TE3U CJIE]] paXKIaHETO; IO BpeMe Ha TPeTHs
TPUMECTBP Ha OPEMEHHOCTTA, CTOHHOCTHTE HA 00MTus TapyHABUDP Cmax, AUC24h 1 Cinin €2 CHOTBETHO
37%, 50% 1 89% mo-HUCKHU B CpaBHEHHE C Te3U cliell pakaanero. HecBbp3aHaTa (ppakius ChIo
3HAYUTEIHO HAMAaJIsBa, BKIIOUUTEITHO U ITOHKEeHHE Ha HUBaTa Ha Cpin ¢ 0k0J10 90%. OcHOBHATa
MPUYUHA 32 T€3W HUCKU EKCTIO3HIINH € CHIIIECTBEHO MOHIKAaBaHEe Ha EKCIIO3UIMATAa Ha KOOUITUCTAT

BCJICJICTBYE Ha €H3MMHA MHAYKIM, CBbp3aHa ¢ OpeMenHoctTa (Bx. Tabmuma 10).

Ta6auna 10 ®apMaKoKHHETHYHM Pe3yJITATH HA 00LIUSI JaPYHABHP CJie/l MPUJIOKEeHUe Ha
napyHaBup/koouuuctat 800/150 mg BeqHBK THEBHO, KATO YaCT OT
AHTHPETPOBHPYCHA CXeMa, M0 BpeMe Ha BTOPHUSI TPUMECTHP HA OPEMEHHOCTTA, HA
TpeTHsi TPUMECTHP HA OPEMEHHOCTTA U CJlel PAKIAHETO

DapMaKOKMHETHKA Bropu TpumecTbp Ha | TpeTn TpUMecTHP Ha Caen paxnane
Ha 001Ul JapyHABUP OpeMeHHOCTTA OpeMeHHOCTTAa (6-12 ceamuun)
(cpemno £ SD) n=7) (n=06) (n=6)
Cunax, ng/ml 4340+ 1616 4910+ 970 7918+2 199
AUCn, ng.h/ml 47293 £19 058 47991 +9 879 99 613 + 34 862
Chin, ng/ml 168 + 149 184 + 99 1538+1344

Ekcro3umusata Ha KOOUIIUCTAT € MO-HKUCKA 10 BpeMe Ha OpEMEHHOCT, KOETO MOTEHIIUAIHO BOIH 10
0-cj1a00 OT ONTHUMAIHOTO MOTEHIMPAaHEe Ha JapyHaBup. [Ipe3 BTopus TpUMECTHP OT OPEMEHHOCTTA
croiiHOCTUTE Ha KOOMIHUCTAT Ciax, AUC24n B Cinin ca cb0TBETHO 50%, 63% 1 83% mo-HUCKHU B
CpaBHEHHME C Te3H cle] pakaaneto. [Ipe3 TpeTust TPUMECThP OT OPEMEHHOCTTA CTOHHOCTUTE Ha
KOOHUTTUCTAT Crnax, AUC24n 1 Cinin ca cOTBETHO 27%, 49% 1 83% T0-HUCKH B CpaBHECHHE C TE3H CIIC]

paKIaHETO.
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5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

ﬂaQYHaBI/I[Z

HpOBC)KI[aHI/I Ca TOKCHUKOJIOTHMYHHU ITPOYYBaHUS IIPU ) KUBOTHH, IMOJJIOKCHN HAa €KCIIO3UIWA 1O HUBA HAa
KIIMHUYHaTa €KCIIO3NIHA C JapyHaBUP, MIPUIOKEH CaAMOCTOATCIIHO IIPHU MULIKHU, INIBXOBE U KYyUCTa U
IMPUIJIOKCH B KOM6I/IHaLII/I$I C PUTOHABUD IIPU IUTBXOBC U KyUCTaA.

B TokcukonoruyHu IIpOoy4YBaHWsA C MHOTOKPAaTHO NIPUIOKCHUE TP MUILIKHU, INTBXOBE U Ky4€Ta, Ca
HaJMe caMoO OrpaHUYCHHA e(i)eKTI/I OT JICYCHUCTO C AapyHaBUDP. HpI/I rpu3aiu I/I,Z[GHTI/I(l)I/II_[I/IpaHI/ITC
IMMPUIICIHU OPraHU Ca XEMOIIOCTUYHATAa CUCTEMA, KPbBOCHCUPBAIllaTa CUCTEMA, YCPHUSA ,I[p06 nu
U TOBUHATA KJIC3a. Ha6m011aBa C€ IMMPOMCHIIMBO, HO OI'PAaHUYCHO HAMAJICHUE Ha MMapaMETPUTE,
CBBbpP3aHU C YCPBCHUTC KPBbBHU KJICTKU, 3d€IHO C YBCIMYCHUC HA AKTUBHUPAHOTO MAapLUaIHO
TpOM6OHJ'IaCTI/IHOBO BpEMEC.

HabmromaBat ce mpoMeHH B 4epHUs AP0 (XenaTonuTHa XUIEpTPOQHsl, BAaKyOIN3aIHs, TOBUIIICHH
YepHOAPOOHH €H3UMHM) U IIMTOBUAHATA >ie3a ((onukynapHa xuneprpodust). [lpu mrexose
KOMOWHAIUATA OT JapYHABHP C PUTOHABUP BOJM JIO MAJIKO yBETHMUCHHUE HA e(PEKTa BBPXY
napaMeTpHUTe Ha YePBEHUTE KPBBHU KIIETKH, YePHHS APO0 U IUTOBUIHATA KJIE3a U TIOBUIIIEHA
yecToTa Ha (UOPO3a Ha OCTPOBUETATA B MAHKpeaca (CaMo MPU MBXKKH IITbXOBE) B CPAaBHEHHUE C
JIeYeHHE C JapyHaBUP, IPUJIarad caMocTosATeHo. [Ipu kydeTa He ce HAeHTU(UIUPAT 3HAUUMH
TOKCHKOJIOTUYHH HAXOJKH WM MPUIIETHA OPTaHH MPY SKCIIO3UIIMY, PABHH Ha KIIMHUYHATA
€KCIO3ULMS IIPY IPENOPbUYUTENIHATA 1032,

B eano u3nuTBaHe, MPOBEACHO MPHU IIBXOBE, OPOST HA KBIATHTE TEla U UMILUIAHTAIIUNTE HAMANISIBAT
NpY HAJTMYUETO HA TOKCHYHOCT 3a Maiikara. Haue HaMa eekTn BEpXy YH(TOCBaHETO H
(heptunuTera npu evenne ¢ napyHasup 10 1 000 mg/kg/nen u auBa Ha excrniozunus o (AUC —

0,5 mpTH) TE3U NPH XOpa NpU KIMHUYHO NpenopbUnuTeNHaTa 103a. Jlo chlunTe HUBA HA 103aTa IpU
TUTBXOBE U 3aMIIH, JIEKYBaHHU C JapyHaBUD, IPUIIOKEH CAMOCTOSTENTHO, HE ce HaboaaBa
TEpaTOreHHOCT, HUTO ITbK IPH MUILIKH, JIEKyBaH! B KOMOMHa1MA ¢ putoHasup. Husara Ha
€KCIO3UIHS Ca TI0-HUCKHU OTKOJIKOTO TE€3H IIPU IpenopbyaHaTa KIMHUYHA J103a pu xopa. [Ipu onenka
Ha Ipe- ¥ MOCTHATAITHOTO Pa3BUTHUE MPH IUIBXOBE, JapyHABHUP ChC WIH 0€3 PUTOHABUP, BOAH A0
NPEXOHO HaMaJIeHHEe Ha HaJIaBaHETO Ha TETJIO Ha MOKOJICHUETO MPeIH TO Ja 0bJie 0TOUTO, a ChILO
Taka ce HaOnoaBa JeKo 3abaBsHe IpU OTBAPSIHETO HAa OYMTE U ywuTe. JapyHaBup B KOMOMHALUS C
PUTOHABHD NIPUYHMHSBA HAMAJIEHUE B OpOS Ha MAJIIKUTE, KOMTO [TOKAa3BaT PeakLys Ha CTPSICKALIH
ryMoBe Ha 15-Tusi IeH OT KbpMEHETO U HaMalleHHe B Oposi Ha HOBOPOJCHUTE ITbXOBE, KOUTO
oLeJsIBAT 110 BpeMe Ha KbpMEHETO. Te3u eheKTH MOJKe J1a ca CIIEACTBUE OT EKCIO3UIMTA Ha MAJIKUTE
Ha aKTUBHOTO BEILECTBO YPe3 MIIIKOTO W/MJIM Ha TOKCUYHOCTTA NpH Maiikara. [Ipu neyenuero ¢
JapyHaBup, IpUIarad caMOCTOSTETHO MIIM B KOMOWHALIUS C PUTOHABUD, HE ce HaOJIr0/1aBa 3acarane
Ha ¢yHKIHHTE ciieq oTOnBane. [Ipy Miaan TbXoBe, MOMyYaBamly AapyHaBup 1o 23 — 26 aeH, npu
HSIKOM )KMBOTHU ce HaO/Iro/1aBa yBeJIndeHa CMBbPTHOCT ¢ KOHBYJIcuu. Excnosunusira B nmiasmara,
YepHHs APOO M MO3BKA € 3HAUMUTEITHO MO-BUCOKA OT Ta3M IIPH Bb3PACTHH ILUIHXOBE CIIEH MPUI0KEHHUE
Ha cpaBHUMH 1031 B mg/kg mexxay 5 u 11 nen ot sxuBota. Ciiex 23 1eH OT KHUBOTA EKCHO3UIMSTA €
CpaBHHUMa C Ta3U IPU Bb3pacTHU IUIbX0Be. IloBuIIeHaTa eKCIO3UIIMSA, U3IJIEXk 1A IIOHE 0TYaCTH, Ce
IBIDKU Ha HE3PENIOCTTa Ha JIEKapPCTBO-METa00IM3MpaIIUTe eH3UMHU [IPU MIIaAnTe KUBOTHH. He ce
Ha0JIr0/1aBa CBBP3aHa C JIEYCHUETO CMBPTHOCT MPH MIIAAH TUTBXOBE, TIPH KOUTO Ca PUIIOKEHH

1 000 mg/kg napyHaBup (enuHU4YHA 703a) Ha 26-aHeBHA Bh3pacT win 500 mg/kg (MHOrOKpaTHa 103a)
oT 23-nmHeBHa 710 50-1HEBHA BB3PACT U €KCIO3UIMATA U MPOPIITBT HA TOKCHYHOCT Ca CPABHUMH C
HaOII01aBaHUTE NP BH3PACTHHU TLITHXOBE.

[Topaau HECUTYpHOCT 1O OTHOIICHHE HA CTETICHTA HA Pa3BUTHE Ha KPhBHO-MO3bUHA Oapuepa 1 Ha
yepHOApoOHHUTE eH3uMu npu xopata REZOLSTA He Tpa6Ba fa ce npuiara npu Jeua noA 3 TOAUHU.

JlapyHaBup € OIICHEH 3a KaHIIEPOTeHEeH IMOTEHITHAN TP IpHUJIaraHe ChC CTOMAIITHA COH/Ia HA MHUIIIKH U
wrbxoBe 70 104 ceamunu. [Ipunaranu ca gaeBHu 103u ot 150, 450 u 1 000 mg/kg Ha MUILIKK U 1034
ot 50, 150 u 500 mg/kg Ha murbxoBe. HabmrogaBaHo € 10303aBHCHMO ITOBUIIICHHAE HAa YECTOTATa Ha
XEMaTOoIeNTyJIApHU aJICHOMHU U KapIIHHOMH IPY MBKKHU U JKCHCKH )KHBOTHHU OT JiBaTa Bua. [1pu
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MBKKHU IUTbXOBE ca 3a0essi3aHu TUPOUIHU (OIMKYIapHU KIeThbUHH afeHoMu. [Ipunaranero Ha
JapyHaBUp HE [IPEIU3BUKBA CTATUCTUYECKH 3HAYUMO IIOBUIIIEHUE HAa YyecToTaTa Ha JIpyTru
J00pOKauECTBEHHU WM 37I0KaY€CTBEHH HEOTIa3MH IIPY MHIIKH U IuIbxoBe. CMsTa ce, ue
HaOJII0aBaHUTE XETNaTOLENypapHU U THPOUAHN TYMOPH TIPH TPU3adHd UMAT OTPaHUYCHO 3HAYCHUE
npu xopa. MHOTOKpaTHOTO NPUIIOKEHHUE Ha JapyHaBUp NPH IUTbXOBE NIPEIU3BUKBA MHAYKLUS Ha
YepHOAPOOHUTE MUKPO30MaJIHU €H3UMH U NOBUILIECHO €JIMMUHHPaHE Ha TUPOUJHUTE XOPMOHU, KOETO
npepasnoiara IIbX0BETE, HO HE M X0paTa, KbM THPOUIHU HeomasMu. [pu Hail-Bucokure
U3CJIE[IBaHNU 103U, CUCTEMHATa eKCIIO3ULUS Ha JapyHaBUp, KOTaTo € MpujiaraH eAHOBPEMEHHO €
putoHaBup, (B3 ocHoBa Ha AUC) e mexnay 0,4 u 0,7 mptu (Mumkn) u 0,7 u 1 meT (TUTBX0BE), B
CpaBHEHHME C Ta3u, HaOJroaBaHa MPU XOpa MPH NPENOPbYUTEIHN TePAIIEBTHYHH J03H.

Cren 2 ronvuHy Mpuiiarale Ha JapyHaBHp MPH €KCIIO3UIMSI PaBHA WITH 11OJI HUBOTO Ha €KCTIO3UIIUATA
Ipu Xopa, ce HabJIoAaBaT MPOMeHH B ObOpennTe Mpyu MULIKH (Hedpo3a) U IUIbX0BE (XpOHUYHA
nporpecuBHa HeQPOMATHS).

JapyHaBup HE € MyTar€HeH Uil TEHOTOKCUYEH B CEpUsl in Vitro W in vivo TECTOBE, BKIIFOUUTEIHO MPU
OakTepHaseH TecT 3a 00paTHH MyTanuu (Ames), TECT 3a XpPOMO30MHH a0epaiyy B YOBEIIKH
TUMQOIMTH | in Vivo MEKPOHYKIICAPEH TECT IPU MUIKH.

KobGumucrar

HexknuanaHuTe NaHHN HE TIOKa3BaT OCOOEH PUCK 3a X0opa Ha 0a3zaTa Ha KOHBEHI[MOHATHNATE
MPOYYBAHUS 32 TOKCUYHOCT MTPU MHOTOKPATHO MPUIIOKEHHUE, TEHOTOKCUYHOCT, PEIPOAYKTUBHA
TOKCUYHOCT U TOKCHYHOCT 3a pa3ButueTo. He ca HabmogaBanu TepaToreHHY e(heKTU PU MPOYUYBaAHUS
32 TOKCHYHOCT 3a Pa3BUTHETO MPH IUTHXOBE U 3ainu. [Ipu mrpxoBe ca HaCTHIIMIA TPOMEHH B
ocuuKanyaTa Ha TPHOHAYHUS CTHJIO ¥ CTEPHATHUTE CErMEHTH Ha (DETYCH MpH J031, KOUTO BOJST J0
3Ha4YMMa TOKCHUYHOCT 3a Maikara.

Ex vivo ipoydBanHus Tipy 3allIH 1 in Vivo IPOYIBAHUS IIPH KydeTa IperoiaraT, 4e¢ KOOUIICTaT nMa
MaJIbK MOTEHIMAN 3a yabibkaBaHe Ha QT uHTepBana 1 MoKe JieKo Aa yabbku PR nHTepBana, KakTo u
J1a TIOHMKH JIEBOKaMepHaTa (pyHKIHS IpU CpelHU KOHIEHTpauuy noHe 10 mbTH Mo-BUCOKU OT
eKCIIO3UIMATA [IPH XOpa MpH MpenopbyUTeTHaTa JHEBHA 103a oT 150 mg.

JBITOCpOYHO MpOyYBaHE 32 KAHIIEPOTCHHOCT HA KOOUITUCTAT PH TUTHXOBE TIOKa3Ba TYMOPOTEHEH
MOTEHIHAI, CTICHU(UYCH 332 TO3H JKUBOTHHCKH BUJI, 32 KOHTO CE MPUEeMa, Y€ HE € OT 3HAUCHHE 3a
xopara. JIbArocpoyHo nmpoydyBaHe 3a KaHIIEPOTCHHOCT MPU MHUIITKH HE TTOKa3Ba KAHIIEPOTCHEH
MOTEHITUAIL.

6. OAPMAIEBTUYHHU JAHHU

6.1 Chnucbk Ha NIOMOIIHHUTE BelIECTBA

Slapo Ha Tabnerkara

be3Boaen xomonaen cumuieB auokcun (ES51)

Hemynosa, mukpokpuctanna (E460(i))

Cunndunmpana MUKpokpucTanHa nenyiosa (E460(i))

Kpockapmenosa natpuii (E468)

Marunesues creapar (E572)

Manuron (E421)

Apowmart Ha srona (ChIbpKaIl KOMIIOHEHTH Ha €CTeCTBEH apomar, Maintoaekctput (E1400),
Moudunmpano napesuuHo Humecte (E1450) u cpeqHOBEpMIKEH TPHUTIIUIICPUNT)

Cykpanoza (E955)
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DHUIMOBO ITOKPHUTHE Ha TabJIeTKATa

I'muneponoB moHokanpuinokanpat tan 1 (E471)
Maxporo-moynu(BUHIIOB aJKOXO0I), mpucaaeH cenoiumep (E1209)
TToMBHUHUIIOB aTKOXOJ - YaCTHYHO Xuaponusupan (E1203)

Tanx (E553b)

TuranoB nuokcun (E171)

Kenezen oxcup, uepsen (E172)

XKenesen okcun, uepen (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOOUHU
8 cenMuIM ciies1 OTBapsiHE Ha OyTHIIKATa

6.4 CrnenuanaHu ycI10BHS HA CbXpaHeHHe

[a e ce cpxpansBa Hax 30°C.

CopXxpaHsBaiiTe B OpUTHHAIHATA OIIAKOBKA, 32 J]a C MPEINa3y OT CBETIHHA.

KonreiinepsT 32 abcopOupaHne Ha KHCIOPOI MOXKe Aa ObJe OTCTPaHEH clie]l OTBapsHE.

6.5 Buau chabp:kaHHe HA ONIAKOBKATAa

bsima MHOTOCTONHA OyTHITKA OT TIOJIMETHIICH C BUCOKA INTBTHOCT - €THJICH-BHHUIIOB QJIKOXOJT
KornonuMep - ronmeTieH ¢ Bucoka mrsTHocT (HDPE-EVOH-HDPE), cpappikamia 30 TabneTkw,
cHabJieHa ¢ KOHTelHep 3a abcopOupaHe Ha KUCIIOPOJ, ChC 3alllUTEHa OT Jiella 3allyajiKa.
OnakoBka ¢ eHa OyTHIIKA.

6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsIHE

Hewnsnon3BaHUAT IeKapCTBEH MPOXYKT WM OTHAIBYHUTE MAaTepPHAIN OT HETO TPsIOBa 1a ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE H3UCKBaHMSI.

7. NPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/14/967/003

9. JATA HA TIbPBO PASPELLIABAHE/MTIOJHOBSIBAHE HA PASPEHIEHUETO 3A

YIIOTPEBA

[Jata Ha mepBo pazpemanane: 19 noemspu 2014 1.
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Jlata Ha nocieano nogHoBsBane: 31 romm 2019 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

08/2026

IToapoOHa uHOpMaIKs 3a TO3M JCKApPCTBEH MPOAYKT € IMPeI0oCcTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys 1o JekapcTraTa https://www.ema.europa.eu.
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HNPUJIOKEHHUE 11

MHNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHNUS 3A TOCTABKA U YIIOTPEBA

APYT'U YCJOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA UK OT'PAHUYEHUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA IMTPOAYKT

82



A. NPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXXJABAHE HA ITAPTUIN

Hme n aJgpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)KZ[aBaHe Ha MapTHuauTe

REZOLSTA 800 mg/150 mg:
Janssen-Cilag SpA

Via C. Janssen

Borgo San Michele

04100 Latina

Hranus

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

B-2340 Beerse

benrus

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

B-2340 Beerse

benrus

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

JlexapcTBEHHUAT MPOIYKT Cc€ OTITyCKa I10 OTPaHUUEHO JieKapcko npeanucanue (Bx. [punoxenue I:
KpaTka xapakTepucTika Ha IPOAYKTa, ToUKa 4.2).

B. JPYI'M YCJIOBUA U U3UCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaaau 3a oezonacuoct (ITAIB)

Msuckpanusta 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT Ca MOCOYEHU B CIIUCHKA C
pedepentaute natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKHU CIICABALIN aKTyaIN3alliH, TTyOJTUKYBaHU HA €BPOIICHCKHS
yeOmopTai 3a JiekapcTBa.

I'.  YCJI0OBUSA UWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOJAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[IpurexarensT Ha pa3peienuero 3a ynorpeda (IIPY) TpsOBa na n3BbpIIBa H3NCKBAHUTE IEHHOCTU U
JICHCTBYS, CBBP3aHM C IPOCIeAsIBaHE Ha JIEKApCTBEHATa 0E€30I1aCHOCT, MOCOYeHH B 0100peHus [TYP,
npezactaBed B Mozayn 1.8.2 Ha pa3pemieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABALIHN 0J00pEHH
akTyanu3auuu Ha [TYP.

Axtyanmmsupan [1YP TpsOBa na ce momaBa:

° 1o uckaHe Ha EBponelickaTa areHIuys 1o JeKapcTBara;

° BUHAIM, KOTaTo ce U3MEHS CHCTEMAaTa 3a yIpaBjCHHe Ha PUCKa, 0COOEHO B Pe3yjITar Ha
MoJTy4aBaHe Ha HOBa MH(OpMAITHUs, KOATO MOXKE Ja JIOBEJIE 10 3HAYMMU IIPOMEHU B
CHOTHOIIICHUETO MOJI3a/PUCK, HITK CJIE]] IOCTUTAaHe Ha BaXKEH eTaIl (BbB Bph3Ka C IPOCIICAsIBaHEe
Ha JIeKapCcTBeHAaTa 0€30MMacCHOCT WM CBEXKIaHE HAa PUCKA 10 MUHUMYM).
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INPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 800 mg/150 mg dbunmupanu TadbaeTKH
JlapyHaBUP/KOOUIIMCTAT

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

Beska pumvupana Tabnetka cpabpixa 800 mg mapyHnaBup (kato eranonar) u 150 mg koOumucrar.

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 ¢ummupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
Jla He ce u3non3Ba cies 6 CeIMUI OT MEPBOTO OTBApsIHE HAa OyTHIIKATA.

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHENOUAJHHU INPEAITASHA MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/14/967/001

13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Rezolsta 800 mg / 150 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP -IBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbIABPKA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 800 mg/150 mg TabneTku
JlapyHaBUP/KOOUIIMCTAT

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

Beska pumvupana Tabnetka cpabpixa 800 mg mapyHnaBup (kato eranonar) u 150 mg koOumucrar.

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 TabneTkn

5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/001

13.

NAPTUJIEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH UAEHTU®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH UIEHTUO®UKATOP - JIAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 675 mg/150 mg dbunmupanu TadbaeTKu
JlapyHaBUP/KOOUIIMCTAT

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

Beska pumvupana TabneTka cpabpixka 675 mg mapyHaBup (kato eranonar) u 150 mg koOumucrar.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 ¢ummupanu TabaeTKH

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
Jla He ce u3noa3Ba ciel 8 CeIMUIM OT MFPBOTO OTBApsHE HA OyTHIIKATA.

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHENOUAJHHU INPEAITASHA MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/14/967/002

13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

rezolsta 675 mg / 150 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP -IBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbIABPKA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 675 mg/150 mg Tabnetku
JlapyHaBUP/KOOUIIMCTAT

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

Beska pumvupana TabneTka cpabpixka 675 mg mapyHaBup (kato eranonar) u 150 mg koOumucrar.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

30 TabneTkn

5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/002

13.

NAPTUJIEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH UAEHTU®UKATOP - IBYU3MEPEH BAPKO/|

YHUKAJIEH UIEHTUO®UKATOP - JIAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 600 mg/ 90 mg aucneprupaiiiy ce TadbaeTKu
JlapyHaBUP/KOOUIIMCTAT

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Besika mucnieprupania ce Tadietka cpappka 600 mg napynaBup (karo eranonar) u 90 mg
KOOHIIUCTAT.

‘ 3. CIINCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 mucnieprupaiu ce TabIeTKH

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

IIpenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

PasTrBOpeTe B TEUHOCT.
a He ce npBYarT.
Jla He ce reaTat menm.

‘ 7. APYI'U CHELOUAJIHU HPEAYIIPEXIEHUSA, AKO E HEOBXOANUMO

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

T'onmen mo:
Jla He ce u3M0/3Ba 8 CeAMMIIN CIIe]] MbPBOHAYAIHOTO OTBApsIHE Ha OyTHUIIKaTa.

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ue ce cexpansBa Hag 30°C.
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ChxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 32 J]a C€ Mpera3d OT CBETINHA.

10.

CIIEIIMAJIHU ITPEAITA3HU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/003

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

| 16.

HUH®OPMAIIUS HA BPAJIOBA A3BYKA

rezolsta 600 mg / 90 mg

| 17.

YHUKAJIEH TAEHTU®UKATOP -IBYU3MEPEH BAPKO/J|

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

| 18.

YHUKAJIEH HAEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbIABPKA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

REZOLSTA 600 mg/ 90 mg aucneprupariiy ce TadjJeTKH
JlapyHaBUP/KOOUIIMCTAT

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Besika mucnieprupania ce Tabietka cpappka 600 mg napynaBup (kato eranonar) u 90 mg
KOOHIIUCTAT.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 mucneprupaiu ce TabIeTKH

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXXKJIAHE

IIpenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

PasTrBOpeTe B TEUHOCT.
Ha He ce npBYarT.
Jla He ce reaTat menm.

‘ 7. APYI'U CHELOUAJIHU HPEAYIIPEXIEHUSA, AKO E HEOBXOANUMO

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ue ce cexpansBa nag 30°C.
ChxpaHsBaiiTe B OpUTMHAITHATA OTIAKOBKA, 32 Jla C€ Mpea3u OT CBETINHA.
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10.

CIIEIIMAJIHU ITPEAITIA3ZHU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

UME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/967/003

13.

ITAPTUJEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

| 17.

YHUKAJIEH UAEHTUOUKATOP - IBYU3MEPEH BAPKO/I

| 18.

YHUKAJIEH HAEHTUO®UKATOP - JAHHU 3A YETEHE OT XOPA
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Bb. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

REZOLSTA 800 mg/150 mg ¢punmupanu TadjIeTKN
napyHaBup/koounucrat (darunavir/cobicistat)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeM a 3all0YHeTe 1A IpHeMaTe TOBa J1eKapcTBo,

TBhH KaTo TS ChABbPKAa BaxkHAa 32 Bac nndgopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HaJIOXKU Ja 1 IIPOYETETE OTHOBO.

- AKO MMaTe HAKaKBH JIOITBIIHUTETHHN BBIIPOCH, TTONTMTaiiTe Bammms ekap, hapMareBT wim
MEAMIHMHCKA CECTpa.

- ToBa nexapcTBO € mpeanucano JnyHo Ha Bac. He ro nmpeotcremnBaiite Ha apyru xopa. To Mmoxe
Jla IM HaBpeIy, HE3aBHUCHMO Y€ MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIuTe Kato Bammure.

- AKO NIOITy4YHnTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIIMH, yBeoMeTe Bamms nekap,
(hapManeBT WM MEJUIMHCKA cecTpa. ToBa BKIIIOYBA U BCHYKH Bb3MOKHHU HEXKEIaHU PEaKIny,
HEOITMCAaHHU B Ta3 JINCTOBKA. BikTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kaxso npencrasnsisa REZOLSTA u 3a kakBo ce U3Moi3Ba
Kakgo Tpsi0Ba na 3naete, npenu na npuemere REZOLSTA
Kaxk na npuemare REZOLSTA

BB3MOXXHU HEXETaH! peakun

Kax na cexpansiBate REZOLSTA

ChbabppkaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

A e

1. Kaxkso npeacrapiasasa REZOLSTA u 3a kakBo ce u3noJji3Ba

Kakso npeacrasasisa REZOLSTA?

REZOLSTA cbabpika akTHBHHUTE BEIICCTBA JapyHABUP M KOOUIIMCTAT.

JapyHaBup nprHaANIEKH KbM TpyTa JiekapcTBa cpemy XWB, Hapeuenn ,,mpoTea3Hu HHXHOUTOPH ',
KOUTO JIEUCTBAT, KATO HaMaJsIBaT KOJIM4ecTBOTO Ha XVB BbB Bamius opranusbm 10 MHOTO HUCKO
HUBO. Toii ce mpuyara ¢ KOOUIKCTAT, KOWTO YBEIHYaBa KOJMYECTBOTO Ha AapyHaBHp B KpbBTa Bu.
Jleuenuero ¢ REZOLSTA mie mogo0pu umyHHaTa Bu cuctema (€CTecTBEHUTE 3alUTHH CUITH Ha
OpraHm3Ma) U Ile HaMaJil PUCKa OT pa3BUTHE Ha 3aboisBaHus, cBbp3anu ¢ XMB nndeknusara, Ho
REZOLSTA He e cpenctBo 3a uzniekyBane Ha XV B uHbpeknus.

3a kakBo ce U3M0a3Ba?

REZOLSTA 800 mg/150 mg (mapyHaBup/KOOHUIIICTAT) CE U3ITOJI3BA 3a JIeUeHHe Ha Bh3PACTHHU U JIeTia
¢ Terno Hait-manko 40 kunorpama, kouto ca uapekrupanu ¢ X1B (Bmxkre ,,Kak 1a npuemare
REZOLSTA® B Ta3u INCTOBKA)

REZOLSTA Tpsi6Ba na ce nprieMa B KOMOMHAIMS C ApYyTH JekapcTsa cpemry XMB. Bamust nekap mie
00cbau ¢ Bac kakBa kKoMOMHALIMS OT JieKapcTBa € Hai-moaxoAsmia 3a Bac.

2. Kakso Tpsi6Ba na 3Haete, npeau Aa npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKoO CTe aJIePruYHH KbM JIApYHABUP, KOOUITUCTAT WK KbM HIKOSI OT OCTaHATUTE ChCTaBKH Ha
TOBA JICKapPCTBO (M30pPOCHH B TOUKA 6).

- aKo UMaTe TeKKH YepHoAPoOHU mpodiaemu. [Tonuraiite Bamus nekap, ako He CTe€ CUTYPHH
OTHOCHO TEKECTTa Ha YepHOAPOOHOTO cu 3aboisBaHe. Moxke fa € He0OX0AMMO J1a Ce ITPOBeaT
HSIKOU JIOTTBITHUTEITHH U3CIICIBAHNS.

yBeIIOMeTe Bamms JICKap 3a BCHYKH JICKApPCTBA, KOUTO NpHUEMATE, BKIIFOYUTEIIHO 3a TE3U, KOUTO CE
nmpueMar npe3 ycrata, MHXaJINpPaT €€, MHKCKTUPAT CC UK CC MpUJiarat BbpXy KOKarta.
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He xomOunupaiite REZOLSTA ¢ HuKOe 0T cjlefHHuTe JIeKapcTBa
Axo mpueMare HIKO€ OT Te3H JIEKapCTBa, NonuTaiTe Baius iexap 3a npeMrUHaBaHe KbM JPYro
JIEKapCTBO.

JlekapcTBO

l'[pezmamallemle Ha JICKApPCTBOTO

Angyszosun

3a JICHCHHE Ha YroJIEMCHa IIpocTaTa

AmuooapoHn, benpudun, OpoHedapoH,
uU8aOPAOUH, XUHUOUH, PAHONA3UH

3a JIeYeHUE Ha HSIKOW ChPJACYHH 3a00IsIBaHus,
HanpuMep HapylleHHe Ha ChbPACYHUS PUTHM

Kapbamaszenun, penobapbuman v gpenumoun

3a PEIOTBPATSIBAHE HA MPUTIAIBITN

Acmemuszon unu mepghenadun

3a JICYCHHC Ha aJICPTUYHHU CUMIITOMHU

Koaxuyun (axo umaTte 0bOpeUHH/IePHOIPOOHU
npo01eMn)

3a JICYCHHE Ha rojarpa win GpaMuiHa
(HaciencTBEeHA) CpeAM3EMHOMOPCKA TPECKa

Kombunupanusim npooyxm
JIONUHABUP/PUMOHABUD

nekapctBo npotus XNB

Pughamnuyun

3a JICYCHHE Ha HAKOM MH(PEKIINU KaTo
TyOepKyo3a

Jlypazuoon, numosuo, Keemuanut uiu
cepmunoon

3a JICUEHHE HA IICUXUYHU 3a00/IIBaHUs

Epeo ankanouou xato epcomamun,
OUXUOPOEP2OMAMUH, ePeOMEMPUH T
MEMUNEPSOHOBUH

34 JICHCHHUEC HAa MUTPEHO3HO rIaBo0oIIHE

Luzanpuo 3a JIeYeHHE Ha HAKOM CTOMAIIHU 3a00JIsIBaHNS
Kvam kanmapuon (Hypericum perforatum) pacTUTEeICH NPOAYKT, U3MOI3BaH MPU ACTIPECUsi
Enbaceup/zpazonpesup 3a nedeHue Ha uHbekus ¢ xenatut C

ﬂoeacmamuﬂ, CUMBACMAMUH T IOMUMANUO

3d MOHM’KAaBAaHC HUBATA HA XOJICCTCPOJIa

Tpuazonam unu nepopaner (IPUET TPE3 ycTaTA)
MUOA30AM

la Bu momorse fa cnure W/Wid Ja Hamaiau
TPEBOXKHOCTTA

Cunoenagun 3a JIeYeHUE Ha ChPJIEYHO U 0eI0ApoOHO
3a0osBaHe, HApEeUeHO OenoApoOHa apTepHraiHa
xunepToHus. Vima u npyru npuiaoKeHus Ha
cungeHadui. Mons BixKTe TOUKa ,,J{pyru
nekapctBa ¥ REZOLSTA®.

Asanagpun 3a JICUCHUE Ha €PEKTHITHA TUCOYHKITUS

Tuxazpenop 3a IIPeIOTBPATSABaHE CICTIBAHETO HA
TPOMOOLIUTHUTE TIPH JICUCHUE HA NAUEHTH C
UHpapKT

Hanokcezon 3a JICUCHHE HA 3aIeK, NPEAN3BUKAH OT ONMOUAN

Hanokcemun 3a JICUCHHE Ha MPEXKICBPEMEHHA SAKYyIalns

Homnepuoon 3a JICYCHUE Ha TaIeHE W OBPBIIAHE

[pexynpe:xaeHns u npeanasHu MepKu
I'oBopere ¢ Bamus sekap, papMaiieBT Wi MeIUIIMHCKA cecTpa, npeau Aa npuemere REZOLSTA.

Xopara, kouto npuemat REZOLSTA Bce orie Morar a pa3BusiT UHOEKIUH WK IpyTy 3a00sBaHus,
cBbp3anu ¢ XMB undexiusara. TpsoBa peaoBHO 1a moceliapare Barws aekap.

Xopara, npuemaiin REZOLSTA, moxe na nomyyart koxkeH oOpuB. Heuecto 0OpuBBT MOKeE J1a cTaHe
TEXbK WM MOTSHIIMATHO KMBOTO3acTpamasaii. MoJs, CBbpxkeTe ce ¢ Bamms nekap, korato
MOJTy4nTE OOPUB.

[Ipu nauuentu, npuemainn REZOLSTA u panterpasup (3a X1B nndexnus), Moxe 1a ce IosBABaT

00prBH (0OMKHOBEHO JICKU 0 YMEPECHH) MTO-YECTO, OTKOJIKOTO MPHU MAITUEHTH, IIPUEMAITH OTJICITHUTE
JIEKapCTBa.
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REZOLSTA e u3non3Baf nmpy orpaHUYeH Opoil MaIMeHTH Ha Bh3pacT 65 TOAWHM WM IMoBede. AKO
CTE B Ta3W Bh3pacTOBa Tpyma, MoJIs, 00CcheTe ¢ Bamms iekap namu MoxkeTe Ja mpuemMare
REZOLSTA.

YBepere ce, 4e cTe IPOBEPUIIM TOUKUTE M10-I0JIY U ChoOLIeTe Ha Balus nekap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- YBenomere Bamus nekap, ako cte uMany npodJeMu ¢ YepHHsi AP0d, BKIIOUYUTEITHO HHPEKIHS
¢ xenatut B wm C. Bamusr nexap MoXxe 1a OI[eHN KOJIKO TEXKO € YepHOoApoOHOTO B
3a00JIsBaHe, MpeaM Ja pelu aaau Mokere aa npuemate REZOLSTA.

- VYBenomere Bamms nexap, ako npeau cte uMany npodJjaemMu ¢ 6b0penure. Bamusr nekap
BHUMATEIHO 1Ie NMpeneHn ganu na Bu nekysa ¢ REZOLSTA.

- Yeenomere Bamus nekap, ako nmate nuader. REZOLSTA moxe 1a moBuImy HUBaTa Ha
3axapTa B KpbBTa.

- YBenomere He3abaBHO Bamus nekap, ako 3a0eneKuTe HIKaKBU CHMIITOMH HA MH(eKIH
(HarmpuMep yBeHUYeHU JIUMQPHH BB3IU U Tpecka). [Ipu Hakou nanuenTH ¢ HanpeaHana XH1B
UHQEKIHS ¥ IpeKapaHd HeoOnvyaliHi WHPEKINHY, IbIDKAIIH ce Ha OTcliabeHa MMyHHa cucTeMa
(ONOPTIOHUCTHYHY MH(EKLINH), TPU3HALUTE U CUMITOMHUTE Ha Bb3NAJCHUE OT MPEIUIIHI
UHQEKIMHA MOXKeE JIa Ce MOSBSAT CKOPO clie]l 3a104BaHe Ha JieueHueto 3a XMB. Cusita ce, ue Te3n
CHUMIITOMH C€ ABJDKAT Ha MoJI0OpEeHNe HAa UMYHHUS OTTOBOP Ha OpraHu3Ma, TIO3BOJISIBAHKU My
na ce OopH ¢ nH(pEKUUUTE, KOUTO MOXKE Aa ca OMIM Hauie 0e3 OYeBUIHN CUMIITOMH.

- B nonmbiHeHne KbM ONOPTIOHUCTHYHNUTE HH(PEKIINH MOXKE Ja HACTBIIT ChILIO 1 ABTOUMYHHM
HapyueHus (CbCTOSIHMSI, KOUTO HACTBIIBAT, KOTaTO MIMyHHAaTa CUCTEMa aTaKyBa 3/lpaBara
THKaH Ha OpraHu3Ma), clie[l KaTo 3all04HeTe Ja pueMare JIeKapcTBa 3a JiedeHue Ha BamaTa
XWB unpekuns. ABTOUMYHHHUTE 3a00JIIBaHIS MOKE Ja BB3HUKHAT MHOT'O MECELH CJIEH
HAYaJIOTO Ha JIeYeHUEeTO. AKO 3a0eTIe’KUTe KAKBUTO U J]a € CUMIITOMH Ha HHMEKIHS WK APYTH
CHUMIITOMH KaTO MYCKYJIHa cllabocT, caboCT 3amouBaiia oOT pblieTe U KpakaTa U IpeMUHABAIIA
Harope KbM TsJIOTO, ChpLieOHeHe, TpenepeHe WiIH CBPbXaKTUBHOCT, MOJISl, HHpOpMUpanTe
He3abaBHO Bammus nekap, 3a na Bu ce npuinoxu He0OX0AUMOTO JICUEHHE.

- VYBenomere Bamus nekap, ako ctpagate ot xemopuiansa. REZOLSTA moxe 1a moBuIy pucka
OT KbpBEHE.

- YBenomere Bamms iekap, ako cre ajeprudeH(a) KbM cyadonaMmuam (HarrpuMep
yIoTpeOsBaHU 3a JeUeHNE Ha HSIKOW HH(EKIIUH).

- Kaxere Ha Bamms ekap, ako 3a0eeuTe HIKaKBU MyCKYJIHO-CKeJIeTHU Npodaemu. Hsakon
[alKEeHTH, IPUeMaIly KOMOMHUpPaHa aHTUPETPOBUPYCHA Tepanus, MOKe J1a pa3BUsT
3a00JsIBaHe Ha KOCTUTE, HAPEUEHO OCTEOHEKpo3a (3aryda Ha KOCTHA ThKaH, MOPaan NpeKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYYH MPU NPOIBIKUTEITHO
nedenue 3a X1B, mo-TexKo yBpeKIaHe HA IMyHHATa CUCTEMA, HATHOPMEHO TErJI0 WU
ynoTpeba Ha aJIKoX0JI, WM APYTH JEeKapCcTBa, HApEeUeHU KopTukocteponau. I[Ilpusnanure Ha
OCTEOHEKPO3a ca CKOBaHOCT B CTaBHTE, OOJKH B CTaBUTe (0cOOEHO Ta3o0eapeHara crasa,
KOJISTHOTO ¥ PaMOTO) W 3aTPYAHEHUS IIPH ABIKEHHE. AKO 3a0eNeXuTe HIKO! OT Te3U
CHMITTOMH, MOJIsl HHGOopMupaiiTe Bammus nekap.

Jlena v roHOIIN
REZOLSTA 800 mg/150 mg (napyHaBup/Ko0OMIMCTAT) He € MpeAHa3HAYEeH 32 YNoTpebda npu
aena c Teryo nox 40 kuiorpama.

REZOLSTA ce npeiara u kato GuaMupaHa TabeTka ¢ AeauTeaHa yepra oT 675 mg/150 mg 3a aema
Ha 6 TOAWHHU U TIO-TOJIEMH C TeTy0 Hail-Mamko 25 kg u mox 40 kg (BrkTe OTHETHA JINCTOBKA HA
REZOLSTA 675 mg/150 mg ¢punMupanu TabaeTkn).

REZOLSTA ce npejiara u o ¢popmara Ha qucneprupaiiu ce Tadnerku ot 600 mg /90 mg 3a nena
Ha Bb3pacT 3 ¥ MoBeue roJMHU ¢ Terjio Hai-Manko 15 kg u mox 25 kg (BmKTe oT/AeNHATa JIUCTOBKA 32
REZOLSTA 600 mg/90 mg nucneprupamiu ce TabaeTkn).

JApyru aexapcrBa u REZOLSTA

Tps6Ba na kaxxere Ha Bammus nexap wiu gapmaneBT, ako MpreMaTe Wi HAaCKOPO CTe MPHEeMaln
IPYTH JeKapCcTBa.
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CrlmecTByBaT HIKOU JICKapCTBa, KOUTO He TPsAOBa aa ce komouHupat ¢ REZOLSTA. Te ca
n30poeHu no-rope noj 3arnasuero “He komounnpaiite REZOLSTA ¢ HuKoe OT cjieTHuTE
JiekapcTBa:”.

REZOLSTA e Tps6Ba 1a ce ynotrpedsBa ¢ Ipyro aHTHBUPYCHO JIEKAPCTBO, KOETO ChIBPIKa
MOJICHJIBAIIA ChCTaBKa, WU IPYro aHTUBUPYCHO CPEACTBO, KOETO M3UCKBA MOACKHIBaHE. B HIKON
CIIydad MOJKE /1a C€ HaJIOXKH MPOMSHA B IO3UPAHETO Ha APYTUTE JIEKapCcTBa. 3aTOBA BUHATH
choOmIaBaiite Ha Bamms nekap, ako npuemare Apyru jekapctsa cpenty XMB u ciieapaiite CTpUKTHO
yKa3zaHuATa Ha Baius nexap 3a ToBa KOM JIeKapcTBa MOrar a ObaaT KOMOMHUPAHH.

Edexrure Ha REZOLSTA morat 1a ObaaT HaMalleHH, aKo IpUeMaTe HAKOH OT CICAHHUTE IPOITYKTH.
VYBenomere Bammsd nekap, ako npuemare:

- boszenman (3a nedeHne Ha ChbpACYHU 3a00JIIBAHMS)

- Hexcamemazon (MHXEKIMOHEH) (KOPTUKOCTEPOU)

- Edasupeny, empasupun, nesupanun (3a nedenne va XVB uHbpekims)

- Pugpanenmun, puchabymun (3a nedenue Ha OaKTepruaTHU UHPEKIINN).

EdexruTe Ha Apyry JiekapcTBa MOTaT J1a ObJaT MOBIUsAHY, ako nmpueMate REZOLSTA, u Bammsr
JieKap MOXKe Jia TIoXkesae 1a POBe/ie HAKOU JOMBbIHUTEIHU KPhBHU U3CIICABAHUsA. Y BeoMeTe Bamst
JieKap, ako npreMare:

- Amnoounun, kapeeouno, ourmuazem, OU30NUPamuo, hearoounun, Giekauruod, MIOOKauH,
Memonpono, MEKCULeMUH, HUKApOUNUH, HugheOunut, nponagheHon, mumonon, eepanamu (Ipu
ChpACYHU 3a00JIIBAHUS), Thil KATO JIEYCOHUAT ePEKT WM HEHKEITAHUTE PEaKIMU Ha Te3H
JIeKapcTBa MOXKeE Jla C€ YCHIIAT.

- Anuxcaban, dabuecampan emeKkcuiam, e00KCaban, pueapoxkcaban, eapgapun, kionudozpen (3a
HaMaJsBaHe ChCUPBAHETO HA KPBBTA), Thil KATO TEXHUSAT JieUeOCH e(EKT WITH HEXKEITaHH
pEaKIMy MOTAT Jia C€ TIPOMEHSIT.

- Knonazenam (3a npefoTBpaTsBaHe Ha I'bPUYOBE).

- Ectporen-6a3upanu XOpMOHAITHA KOHTPALIENITUBY ¥ XOPMOHO3aMECTUTETHA Tepartusl.
REZOLSTA moxe na Hamanu TsixHaTa epexTuBHOCT. Koraro ce u3mon3sar 3a mpeana3BaHe oT
3a0peMeHsIBaHe, ce MPENopbyuBaT aITEPHATHBHNA METOIU HA HEXOPMOHAIHA KOHTPALSTIIIHSI.

- Emununecmpaouon/opocnupenon. REZOLSTA Mosxe 1a MOBUIIK PUCKA OT MOBUIIIABAHE HA
HHUBATa HA KAIUH OT JPOCITUPEHOH.

- Amopsacmamun, hrysacmamun, numMasacmamun, npasacmamu, pozysacmamun (3a
MOHW)KaBaHe HUBAaTa Ha XOJIECTEpPO). PUCKBT OT yBpekJaHe Ha MyCKYJIUTEe MOXKeE Ja Ce
yBeNu4ur. Bamust jiekap 1ie nperieHn Kos cxeMa 3a HaMmaJlsIBaHe Ha XoJiecTeposia € Hal-noopa
3a Barnrata koHKpeTHa cuTyanusl.

- Luxnocnopun, eseporumyc, maxpoaumyc, cupoaumyc (3a IOTHCKaHe Ha UIMyHHaTa Bu cucrema),
THI KaTO MOXe Jla ce yBelmuuaT JeueOHus e(heKT Wi HEXKENaHUTE PEaKIIUK Ha TE3U
JIEKapCTBEHU MPOIYKTH.

- Kopmuxocmepouou, sxnrouumento bemamemasoH, 6y0e30Huo0, (hrymuka3oH, MOMEemasoH,
npeonu3oH, mpuamyuroaoH. Te3n ekapcTBa ce U3I0JI3BaT 3a JIeUeHHe Ha alepruu, acTMa,
BB3NATUTEITHN 3200JIIBaHUS HA YepBaTa, Bb3MAJIUTEIHHU 3a00sIBaHHS Ha KOXKATa, OUYHTE,
CTaBHUTE U MYCKYJIUTE, KAKTO M JPYTH BH3MAIUTEIHH 3200 siBanns. Te3u JieKkapcTBa
OOMKHOBEHO Ce MpUEMaT Mpe3 yCTaTa, HHXAIUPaT ce, HHKCKTHPAT CE WIIN CE HAHACAT BbPXY
KOXarta. AKO He MOTaT Jia ce M3I0JI3BAT alITepPHATUBH, yroTpedaTa My TpsiOBa Jia CTaBa camo
CJIe]] MEIMITUHCKA OIIEHKA U TIPY BHUMATEJHO MPOCIIe/siBaHe OT Bamus nekap 3a HexxelaHu
peaxIu Ha KOPTHKOCTEPOUINTE.

- bynpenoppun/nanoxcon, memaoon (nekapcTpa 3a JieueHHe Ha OTTHOMTHA 3aBUCUMOCT)

- Canmemepon (JIEKapCTBO 3a JICUCHHE HA aCTMa)

- Apmememep/nymepanmpurn (KOMOMHUPAHO JIEKAPCTBO 3a JICUCHHE Ha MaJlapus)

- Hazamunu6b, upunomexan, HUIOMUHUO, 8UHOIACUH, GUHKpUcmuH (JIEKapCTBA 3a JICUSHUE Ha
pax)

- Iepgenasun, pucnepuoon, muopudasun (JIeKapcTBa 3a ICUXUYHH 3a00JISIBAHUS )

- Knopasenam, ouazenam, ecmasonam, gpypasenam (JiekapcTsa 3a JeUCHUE Ha HAPYLICHUS Ha
CHHSI T TPEBOXKHOCT)
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- Cunoenagun, madanaghun, eapoenaghun (3a epeKTHIIHA TUCOYHKITHS WA 32 JICICHUE Ha
ChpICUHO U 0eoapoOHO 3a00msIBane, HapeUeHO OeIoapoOHa apTepraiHa XUIIEPTOHUS)

- I'nexanpesup/nubpenmassup (3a neueHue Ha nHpekuus ¢ xemnatur C).

- Dezomepoout, conugenayun (3a JCUCHUE HA YPOIOTUIHN HAPYLICHUS).

Bamusr siekap Moxe Ja [okesiae a IpoBeie HAKOU JONbJIHUTEIHU KPbBHYU U3CTIeIBaHUS U J103aTa Ha
JOpYyTH JIEKapCTBa MOXKE J1a c€ HaJ0XHU Aa ObJe NPOMEHEHa, 3al0TO JeYeOHUST ePEeKT Win
Hexxenanute peakimu Ha REZOLSTA wnum Ha apyrute nekapcTBa, MOTraT Jia ce MMPOMEHST MPH
KoMOuHMpaHe. YBegomere Bammus nekap, ako npreMare:

- Habuecampan emexcunam, edoxcaban, sappapun (3a HamMansIBaHe CbCUPBAHETO HA KPHBTA)

- Anghernmanun (MHXEKUUOHHO OOJIKOYCIIOKOSIBAIIO ChC CHIIHO M KPAaTKO JEHCTBUE, KOETO Ce
W3M0J13Ba MIPH XUPYPTUUHH MTPOIIETYPH)

- Luzoxcun (3a nedeHNE Ha HIKOU ChPICYHH 3a00IIsIBaHMU )

- Knapumpomuyun (aHTHOMOTHUK)

- Knompumason, gpaykonason, umpakonason, usagykoHazon, no3akonaszon (cpemty rbOuaHu
uHdekmn). Bopuxonazon TpsOBa Aa ce preMa caMo Clie/l MeITUIIMHCKA TIPeTeHKa.

- Pugabymun (cpemry 6akrepuannn HHGEKLINH)

- Taoanagun, cundenagun, eapoenagun (pu epeKTHIIHA TUCHYHKITHSI UM BUCOKO KPBBHO
HaJIAraHe B KPbBOHOCHHUTE ChJIOBE Ha OEIUTE IpoOOBe)

- Amumpunmunum, 0e3unpamut, UMUNPAMUuH, HOPMPUNMUIUH, NAPOKCEMUH, CEPMPATUH,
mpaz00oHx (3a JIe4yeHre Ha JIEMTPECHs U TPEBOKHOCT)

- Mapasupox (3a neuenne Ha XV1B undekius)

- Konxuyun (3a neyenue Ha nojarpa uid paMuwiHa (HacIeICTBEHA) CPEAU3EMHOMOPCKA TPECKA).
Ako umate 6p0pedHO W/WIK YepHOIPOOHO YBpekaaHe BIKTe Touka '"He komOumHupaiiTe
REZOLSTA ¢ HuKkoe 0T cjlelHUTe JeKkapcTBa'.

- Fozenman (3a neueHne Ha BUCOKO KPHBHO HaJISTaHe B KPbBOHOCHUTE ChJIOBE Ha OeuTe
IpoboBe)

- bycnupon, kiopazenam, ouazenam, ecmazonam, Qaypasenam, 30InuU0em, MUoa3onam, Ko2amo
ce u3non38a 3a undcexmupane (JIekapcTa 3a JeUeHNe Ha POOJIEMH CbC ChHS U/HITH
TPEBOYKHOCT)

- Memdgopmun (3a n1edeHre Ha AUaOET TUTI 2)

- Denmanu, OKCUKOOOH, mpamado (3a JIeueHre Ha O0JIKa).

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

BbpeMeHHOCT 1 KbpMeHe
YBenomere He3abaBHO Barmms srekap, ako cte OpeMeHHa WIH IIaHupaTe OpeMeHHOCT. bpeMeHHN
KeHU He TpsaOBa Ja nmpuematr REZOLSTA.

[lopanu nmoTeHIMana OT HEXXENaH! PEAKIUH IPU KbpMadeTa, X)KeHUTe TpAOBa na Obaar
WHCTPYKTHPAHU J1a He KbpMsIT, ako npuematr REZOLSTA.

He ce mpenoppuBa KbpMEHE TIPH JKeHH, KOUTO ca XV B-monoxurenan, Thit karo XMB unHbeknmsITa
MOJKe J1a ce peaaje Ha 6edeTo upe3 KbpMara. AKO KbPMHUTE WIH TUTAHUPATe Ja KbPMUTE, TPOBa J1a
oOcwauTe TOBa ¢ Bamus ekap B3MOXKHO HaH-CKOPO.

lodupane u paéoTa ¢ MAIIMHH
He pabotere ¢ mammnau u He modupaiite, ako ce yyBcTBarTe 3amasHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HATpU
ToBa nekapcTBO ChaBPIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKeE /1a Ce Kaxe,
Ye MPaKTUYECKH HE ChIbpKa HATPUH.
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3. Kak na npuemate REZOLSTA

Bunaru HpHCMaﬁTe TOBa JICKAapCTBO, TOYHO KAKTO Bu e xazan Bamusar JICKap, (bapMaueBT N
MCIUIIMHCKA CeCTpa. Axo He cTe CUT'YPHH B HCIIIO, nonuTante Bamms JICKap, (bapMaueBT N
MCIOUIIMHCKA CECTpa.

Tps6Ba na npuemare REZOLSTA Bceku aeH u BuHaru ¢ xpana. [leiicteuero Ha REZOLSTA ne e
edexTBHO 0Oe3 xpaHa. TpsiOBa JAa ce HaXpaHWUTE WU J1a TIpUeMeTe JieKa 3aKycka 30 MUHYTH Tipeau
npuema Ha REZOLSTA. Bunst Ha XpaHarta He € OT 3HaUCHHE.

- I'bnTaiite TabneTkara 1514 ¢ HAMMMTKA KaTO BOJA WM MIISKO. AKO UMaTe 3aTPYAHEHUS C
reatadeto Ha REZOLSTA, kaxere Ha Baius nekap. TabieTkaTa MOXe Ja ce pa3aeiu ¢
MOMOIIITa Ha pe3el] 3a Ta0IeTKH, KaTo Is1aTa 103a (IBeTe TIOJIOBUHH) TpAOBa Ja ce mpruemMe
BeJlHAra CJIe]] TOBA C HAIIUTKA KaTO BOAA WU MIISIKO.

- [Ipuemaiite octananure cu nexapcetsa cpenry XMB, npunaranu B komOunanus c REZOLSTA,
CBITIACHO MPENOpPBKUTE HA Bamms nexap.

CpaJisiHe HA 3alIUTEHATA OT Jena 3amylmraJjKa

w@ IImacTmacoBara 6YTI/IJ'IKa € 3aTBOpPCHA ChC 3alllMUTCHA OT ACHA 3alTylIajika 1
' ' TpSI6Ba Ja 6’]:,[[6 OTBOpPCHA IO CJIICAHNA HAUWH!:
C - Hatucnaere mractMacoBara 3arryniajika HaJ0oJ1y, KaTO CbINEBPEMCHHO A
@) 3aBBPTUTC B IIOCOKA, 06paTHa Ha 9YaCOBHHUKOBATa CTPCJIKA.

- MaxueTe OTBUHTCHATA 3alryurajika.

AKo cTe npuesu noBeye ot Heodxoaumarta 103a REZOLSTA
Cebpokere ce He3abaBHO ¢ Bamms nekap, ¢papManeBT WM MEIUIIUHCKA CeCcTpa.

AKko cTe nponycHagu ga npuemere REZOLSTA

Axko 3a0enexxute ToBa B paMKuTe Ha 12 yaca, TpssOBa qa B3eMmeTe TabieTkara He3a0aBHO. BuHaru s
npueMaiTe ¢ XxpaHa. Ako 3abenexure ciaen 12 yaca, ToraBa npoIycHETe TO3U PUEM U B3EMETe
CJIeJIBAIIMTE JIO3U, KAKTO 0OMKHOBEHO. He B3eMaiite nBoiiHA /1034, 32 J1a KOMIIEHCHPATE MPOIycHAaTaTa
J03a.

Axo nopbpHerte cjeq npuema Ha REZOLSTA

AKO IOBBpPHETE B PAMKHTE Ha 4 4aca OT IIprieMa Ha JIEKapCTBOTO, Bh3MOXKHO Hali-CKOpO TpsOBa /1a
npuemete apyra go3za REZOLSTA c¢ xpana. Ako OBBpPHETE cJie]] MoBeve 0T 4 yaca oT IIpuemMa Ha
JICKapCTBOTO, TOraBa HE TpsAOBa 1a npuemMate apyra 103a REZOLSTA 10 cienaiioTo oOM4aiHo
TUTAHUPAHO BpeMe.

Cpprkere ce ¢ Bamms nekap, ako He cTe CHTYPHH KakBO Jla IPaBUTE, KOTaTo MPOIMYCHETE /1032 WU
IIOBBPHETE.

He cnupaiite 1a npuemate REZOLSTA, npeau nbpBo Ja ce KOHCYJTUpaTe ¢ Bamus Jiekap
Cren xaTo JIeYeHHETO € 3al04HaTo, TO He TpsiOBa Jia ce crnupa 0e3 yKa3zaHHs OT JIeKaps.

JlexapctBara mpotuB XVB Moxe na Bu Hakapat na ce mouyBcTBate no-mnoope. opu, koraro ce
qyBCTBaTe 1M0-100pe, He npekpaTsBaiite npuema Ha REZOLSTA. Koncynrtupaiite ce mbpBo ¢ Bamms

JeKap.

AKO UMaTe HSIKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, MOMHUTANTE
Bamms nekap, ¢papManeBT WM MEIUIIMHCKA CECTpa.
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4. Bb3M0OKHU HeKeJTaHU pP€aKkuumn

ITo Bpeme Ha neyenue 3a XMB Moke 1a HACTHIM YBEeJIUYaBaHE Ha TETJIOTO U HA HUBATA HA JIUIHUANTE
U TJII0K03aTa B KPbBTA. TOBa 0TUACTHU € CBBP3aHO C Bb3CTAHOBABAHE HA 3PABETO M HAYMHA HA JKUBOT,
a M0 OTHOIIICHHE Ha JIMITUANTE B KPbBTa MOHSIKOra € CBbP3aHO U ChC caMuTe JiekapcTBa 3a XMB.
BamusT nekap 1mie HarpaBu U3CIEABAHUS 32 TE€3U IPOMEHH.

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHU pE€aKIIuH, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

Ka:xere Ha Bammus Jiekap, ako pasBueTe HAKOS OT CJIeHATE HeXKeJIaH! PeaKIHH.

CpoOmaBanu ca IpodIeMu ¢ YepHUS APoO, KOUTO MOHSIKOTa MOXKE J1a ca TeKKHU. Bammsr nexap
TpsiOBa na Bu HampaBu n3cnenBaHus Ha KpbBTa npenu Ja 3anounere gedenueto ¢ REZOLSTA. Ako
uMare XxpoHnyHa nHdeknus ¢ xenatut B wnu C, BammsT nexap tps6Ba na Bu npaBu no-uecto
KPBBHH M3CIEABAHMS, 3a1I0TO MpHu Bac nma mo-ronsiMa BEpOSITHOCT OT Bb3HUKBaHE Ha MPOOIEMH C
yepHUs Apo0. 'oBopete ¢ Bamms nekap 3a npu3HAIMTE H CUMIITOMUTE, CBHP3aHU C MTPOOIEMH C
yepHHs Apo0. Hskou OT TX ca MOXBITABaHE HA KOXKaTa M OslaTa 4acT Ha OYMTe, ThMHA YpHHA (C
UBAT Ha Yail), U3MPaKHEHHsI C MHOTO CBETHJI IBAT (M3XO0XKAAaHUsA), TajIeHe, TOBpbIaHe, 3aryoa Ha
arneTuT uiax 6oJka, 60JIKa ¥ HENPHUATHO yCellaHe OTASICHO 1oJ| pedpaTa.

Yecra Hexxenana peakuust KbM REZOLSTA e koxkeH 0OpuB (I10-4€CTO KOraTo ce nmpujara B
KOMOMHAIIUS C pajTerpasup), cbpoex. OOpUBHT OOMKHOBEHO € JIeK J10 yMepeH. KoxkHusT o0puB
MOXe€ CBILO TakKa Ja ObJe CUMIITOM Ha PsIIKO, TEXKO 3a00JsiBaHe. 3aTOBA € BAKHO Ja TOBOPHUTE C
Bammus nexap, ako noimyuurte oopuB. Bammsat nekap me Bu nmochBeTBa KakBo a MpaBUTe NPH TaKUBa
cumnromu u qanu REZOLSTA TpsioBa na ce crpe.

Jpyru TeXXKHN HeXellaH! peakiini, HaOmonaBanu npu 1 Ha 10 mamuenty, ca quadet. Be3manenue Ha
nmaHKpeaca (TTaHKpeaTuT) ce chobmmaBa mpu 1 Ha 100 marueHTw.

MHoro decTr HeXXeTaH! peakiuu (Moe /1a 3acerHat nmosede oT 1 Ha 10 gymmm)
- riaBo0osme
- JiMapus, raJicHe.

Uectn HeXxenaHu peakiun (Moxe na 3acerHat 1o 1 Ha 10 gymm)

- AJIIEPTUYHU PEaKIMU KaTo ChbpOeK

- HaMalieH afeTuT

- HeoOMuaiiHy ChHUILA

- MOBpBINAHe, 00JIKA WM NOAyBaHEe HA KOpEMa, HapyIIeHO XpaHOCMMIIAHE, Ta30Be

- OOJIKH B MYCKYyJIUTE

- ymopa

- OTKJIOHEHHS B PE3YNITATUTE OT KPBBHUTE M3CIEABAHNS, HAIIPHMEP HAKOHM U3CIIeIBaHUS Ha
yepHUs ApoO minu Ob0penure. Bamust nekap me Bu 00sichu ToBa.

- cnabocT.

Heuectu Hexxenanu peakiuu (Moxe na 3acerHat o 1 Ha 100 mymm)

- CUMITOMH Ha WH(EKIUS UM Ha aBTOUMYHHU HApYyIICHHS (BH3MAITUTEICH CUHAPOM TIPH
MMYHHO BH3CTaHOBSIBaHE)

- OCTEOHEKpOo3a (3aryba Ha KOCTHA ThKaH IMOpaau MPEKhCBaHE HA MIPUTOKA Ha KPBB KbM KOCTTA)

- yToJIeMSIBaHE Ha ThPIUTE

- OTKJIOHEHHS B PE3YyJTATUTE OT KPbBHUTE M3CIIEABAHI HA TTAaHKpeaca, BHCOKO HUBO Ha 3axap,
OTKJIOHCHHS B HMBaTa Ha ,, JunuanTe’ (Mactute). Bammsar jnekap me Bu o6sicHu TOBa.

- AIEPTHYHH PEaKI[UU KaTo KOMPUBHA TpecKa (YPTUKApHsi), TEKBK OTOK Ha KOXaTa U IPYTH
ThKaHU (Hal-4eCTO Ha YCTHHUTE WIIM HA OUHTE)

- TEXbK 00pUB C 00pa3yBaHe Ha MEXypH U JIIOIICHE Ha KOYKaTa, 0COOCHO OKOJIO yCTara, Hoca,
OYHUTE U MOJIOBUTE OPIaHU.
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Penxu Hexxenmanu peakiuu (Moxe aa 3acerHat g0 1 ma 1 000 mytm)

- peaknwsi, Hapeuera DRESS [Texxbk 00puB, KOWTO MOXe Aa Obe MPUAPYKESH OT BUCOKA
TeMIieparypa, ymopa, olyBaHe Ha JIMIETO WX JIUM(PHHUTE Bb3IH, yBeJIHUaBaHE Ha
eo3uHounHTe (BU OEU KPHBHU KIETKH), €PEKTH BbPXY YepHUs I1pod, O6bOpeunTe nin
Oenute 1poboBe]

- 0b0OpeuHO 3a00JIsIBaHE B CJICACTBHE Ha 00pa3yBalIUTE Ce KPUCTAIU B ObOpEeKa B pe3yJyTaT OT
JICYCHUETO C JapyHABUP.

Hexenaan PEaKn ¢ HEU3BECCTHA YECTOTA! O6pI/IB, KOHTO MOXeE Ja CTaHC TCKBbK WU ITOTCHIIMAJTHO

JKUBOTO3acCTpaliaBaril:

- O6pI/IB C MEXYpH 1 JIIOHICHE HAa KOKaTa 110 rojigMa 4acTt OT TAJI0TO

- YCPBCH 06pI/IB, IMOKPUT C MaJIKU IIbJIHU C THOH MMOAYTHHH, KOUTO MOraT a €€ pasnpoCTpaHAT 110
TSAJIOTO, IOHAKOIr'a € TPCCKaA.

Hsixou HexxenaHu peaklivy ca TUIIMYHM 3a JekapcTBaTa cpelry XMB, Kouto ca oT chlliara rpyna

kakTo REZOLSTA. Toga ca:

- MyCKyITHa 00JIKa, 9yBCTBUTEITHOCT WX CIa00CT. B peaku cimydaun Te3u MyCKyITHH HAPYIICHUS
ca OWIT CepHUO3HH.

Chol0maBaHe Ha HesKeJIAHH PeaAKINHU

AKO MoNTyunTe HAKaKBU HEXEJIaHU JICKApCTBEHU peakluH, yBegomere Bamus nekap, GpapmanesT nin
MeIMIMHCKA cecTpa. ToBa BKIIIOUYBA BCUUKH BH3MOKHHU HEOITMCAHU B Ta3H JIMCTOBKA HEXEJIaHH
peaxkuy. MoseTe chII0 1a ChOOIINTE HEXENaHU PEaKUUU TUPEKTHO Ype3 HAILlMOHAIHA CUCTEMa 32
CchOOIIABaHE B

WznbiHUTEIHA areHnys 1o JieKapcTBaTa

yi. ,,Jlamsn I'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg

Karo cpobiaBare Hexxenanu peakiiy, MOXKeTe Ja JajieTe CBOS MPUHOC 3a MMoJy4yaBaHe Ha IOBeYe
MHQOpMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiBate REZOLSTA

Jla ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 3a JCTIa.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOEI3aH BEPXY KapTOHEHATA OMAaKOBKA U
Oytunkara cien “l'omen 10:“. CpoKbT Ha TOMHOCT OTIOBApS HA MOCIEIHUS JEH OT TIOCOYCHHS MecCeTl.

He u3mnon3Baiite TOBa JIEKapCcTBO Ciief 6 CEAMUIIM OT ITBPBOTO OTBApsiHE Ha OyTHIIKATA.
REZOLSTA He u3ucKBa cIieliaaHu YCIOBHUSI Ha ChXPAHCHHUE.

He H3XBLpHHﬁTe JICKapCTBaTa B KaHAIM3aluATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbIN.
[NommTaiite Bamms papmaneBT kak qa H3XBBPISATE JEKapCcTBaTa, KOMUTO Bedye He u3noin3Bate. Te3u
MEPKH L€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJIHATa Cpefa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

Kakso cbabp:xa REZOLSTA

- AKTUBHH BElIEeCTBA: JapyHaBUP U KoouuctaT. Besika Tadnetka chabpxa 800 mg napyHaBup
(xato eranonar) u 150 mg koOUIHCTAT.

- Hpyru ceetaBku: 6€3BOIeH KoouaeH cuniueB nuokcuna (E551), MukpokpucTania memynosa
(E460(i)), kpocTioBIIOH, XUTIpOMeno3a 1 MarHe3unes creapat (E572). ®unmMoBoTo mokpuTHe
CBHABpPIKa TOJHeTHIeH ko (Makporon) (E1209),9acTiaHo XUAPOTU3NPAH TOTUBUHILIOB
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ankoxon (E1203), Tank (E553b), tutanos nuokcun (E171), uepBen xene3en okcuna (E172) u

yepeH xeneseH oken (E 172).

Kak m3rane:xxga REZOLSTA n kakBO CbIbpiKa ONaKOBKATA
dunMupana po3osa Tabnerka ¢ opanHa popma, ¢ o3Hadenue TG ot eqnara ctpana, 800 ot apyraTta

CTpaHa.
30 tabneTku B rIacTMacoBa OyTHIIKA.

IMpuTexaTtes Ha pa3pelIeHHETO 3a ynoTpeda

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

IIpoussoaure

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

3a nonbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPEICTABUTEN HAa MPUTEKATEISI HA Pa3pelIeHHEeTo 3a ynorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/T¢él: 0800 93 377
info_belux@.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH brarapus” EOO/
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Eesti

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

ee@its.jnj.com

EArGoa

Janssen-Cilag @appokevtiki Movonpdownn
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

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: 800 29 504
info_belux@.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

107



France

Janssen-Cilag

Tel: 0 800 25 50 75 /+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvapoc Xoattnmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

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

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocJeaHo pepasriekaaHe Ha JuctoBkaTa 08/2026

[TonpoOHa nHpOpManHKs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
10 JIeKapcTBara: https://www.ema.europa.eu.
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JlncroBka: undopmanus 3a norpeduTeNs

REZOLSTA 675 mg/150 mg ¢punmupanu TadjIeTKN
napyHaBup/koounucrat (darunavir/cobicistat)

IIpoyeTeTe BHUMATEIHO LAIATA JIUCTOBKA, Npeau (Bue nian Bamero xere) na 3ano4ynere aa

npueMaTe TOBa JeKAPCTBO, Thil KATO TS ChAbPika BaxkHa 3a Bac madopmanms.

- 3amazere Ta3u JrucToBKa. Moyke na ce Hajoxu Bue nin BameTo gere na s mpodereTe OTHOBO.

- Axo Bue wiu Baiero gete umaTte HAKaKBU JOIBJIHUTEIIHU BBIIPOCH, onuTaiTe Baiust iexap
Wi Jiekaps Ha Bamero nere, hapManeBT win MEJUIMHCKA CECTpa.

- ToBa nexapcTBO € Mpeanrcano JNYHO Ha Bac unu Ha Bamero nete. He ro mpeotcTenBaiite Ha
Ipyru xopa. To Moxke 1a UM HaBpe/Iv, HE3aBUCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JIsIBaHe ca
cpiuTe KaTo Bamure (uau kato Ha Bamero gere).

- Axo Bue i Bamiero iete nmoirydnTe HIKaKBU HEXKEIAHU JIEKApPCTBEHHU PEAKIUH, YBEIOMETE
Bamms nexap (wnm nexaps Ha Banrero aere), papmareBT win MeIUIIMHCKA cecTpa. Tosa
BKJIIOYBA M BCHYKH BH3MOKHU HEKEJIaHU PEeaKIMY, HEOMMCAHU B Ta3u JIMCTOBKa. BikTe
TOuKa 4.

- WNudopmanusTa B Ta3u IUCTOBKA € 32 Bac wmu 3a Bariero nere, HO B Hes HHe 0OMKHOBEHO
Ka3BaMe IpocTo ,,Bue®.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kaxso mpencraBnsssa REZOLSTA u 3a KakBO ce HU3I0NI3Ba
Kakso Tpsi6Ba na 3naere, npenu na npuemere REZOLSTA
Kaxk ma npuemare REZOLSTA

BB3MOKHU HEXETIaHU peakuu

Kak na cexpanasare REZOLSTA

ChbapprkaHue Ha OIlaKOBKaTa U JOI'BIHUTENIHA UH(POPMALIUS

Sk —

1. Kaxkso npencraBiassa REZOLSTA u 3a kakBo ce H3M0J13Ba

Kakspo npencraBiasisa REZOLSTA?

REZOLSTA chabpika akTHBHHUTE BEIIECTBA TAPYHABHP M KOOHIIHCTAT.

JapyHaBup nprHaaiiexxu KbM Tpyma JiekapcTBa cpemy XVB, Hapeuenn ,,mpoTeasHu HHXHOUTOPH,
KOUTO AEWCTBAT, KaTo HaMaJsBaT koaudecTBoTo Ha XV B BBB Bamms opraHusbM J0 MHOTO HUCKO
HUBO. Toii ce mpuyara ¢ KOOUIMCTAT, KOWTO YBEIHYaBa KOJMYECTBOTO HA JapyHaBHpP B KpbBTa Bu.
Jlewennero ¢ REZOLSTA mie mogo6pu nmyHHaTa Bu cuctemMa (eCTeCTBEHUTE 3alIUTHA CHJIH HA
OpraHu3Ma) M Lie HamMaJii PUCKa OT pa3BUTHE Ha 3a00J1BaHus, CBbp3aHu ¢ XVB nndeknusta, HO
REZOLSTA He e cpeacTtBo 3a u3nexyBane Ha XVB nngexus.

3a kaKBO ce H3MOJI3Ba?

REZOLSTA 675 mg/150 mg (mapyHaBup/KOOMIKCTAT) CE U3MOI3BA 32 JICUCHUE HA JIela Ha Bb3pacT
6 TOIMHU WJIU TI0-TOJIEMH C TETJI0 Hal-Manko 25 kmiorpama go moa 40 kuwiorpama, KOUTO ca
uHdekrupanu ¢ X1B (Buxkre ,,Kak na npuemare REZOLSTA® B Ta3u nucToBKA)

REZOLSTA Tpsi6Ba na ce npueMa B KOMOMHAIMS C Apyry JekapceTsa cpemy XVB. Bamust nekap mie
06cbau ¢ Bac kakBa KOMOMHAITUS OT JIeKapCcTBa € Hai-1moaxosima 3a Bac.

2. Kakso TpsoBa 1a 3HaeTte, npeau na npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIepru4Hu KbM JapyHaBHpP, KOOHIIUCTAT MM KbM HSAKOS OT OCTaHAJIUTE ChCTaBKH Ha
TOBa JIEKapCTBO (M30pOEHU B TOUKa 6).

- aKO UMaTe Te:KKU YepHoaApoOHH npodiaemu. [lonuraiite Bamus nekap, ako He CTE CUTYPHHU
OTHOCHO TEKECTTa Ha YepHOAPOOHOTO cu 3aboisaBaHe. Moxke fja € He0OXOAMMO J1a Ce ITpOBeaaT
HAKOU JOITBJIHHUTCIIHU U3CJICABAaHUA.
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Veenomere Bamms JICKap 3a BCUYKH JICKApPCTBA, KOUTO NpHUEMATE, BKIIFOYUTEIIHO 3a TE3U, KOUTO CE
nmpueMar 1npe3 ycrata, MHXaJIUpaT €€, MHKCKTUPAT CC UK CC MpuJiarat BbpXy KOKarta.

He xomounupaiite REZOLSTA ¢ HHKOe 0T cjiefHHUTe JIeKapcTBa
Axo mpueMare HIKOE OT Te€3H JIEKapCTBa, NonuTaiTe Baius iexap 3a npeMruHaBaHe KbM JPYro

JIEKapCTBO.

JlekapcTBO

l'[pezmamalleﬂne Ha JICKApPCTBOTO

Angyszosun

3a JICHCHHE Ha YIrojJ€MCHa IIpocTaTa

AmuooapoHn, benpudun, OpoHedapoH,
UBaAOPAOUH, XUHUOUH, PAHOAAZUH

3a JICYCHUE HA HAKOU ChPJICYHU 3a00SIBaAHUS,
HaIpyUMep HapyIIeHHEe Ha ChPJICYHHS PUTHM

Kapbamaszenun, penobapdbuman n gpenumoun

3a MPEIOTBPATSIBAHE HA MPUTIATBITH

Acmemuszon unu mepghenadun

3a JICYCHHC Ha AJICPTUYHH CUMIITOMHU

Konaxuyun (axo umare 0b0pedHn/9epHOAPOOHH
npo0eMn)

3a JICUCHHUC Ha moaarpa ujin (I)aMI/IJ'IHa
(HaCJ’Ie,I[CTBeHa) CpCAN3CMHOMOPCKA TPECKaA

Kombunupanusm npodyxm
JIONUHABUD/PUMOHABUD

nekapcTBo npotuB XMB

Pugpamnuyun

3a JIeYeHHe Ha HIKOW MH(EKINH KaTo
TyOepKyIo3a

Jlypasuoon, numo3uo, Keemuanumn uiu
cepmunoon

3a JICUCHHUE Ha IICHXUYHU 3a00JIIBaHUs

Epeo ankanouou xato epeomamu,
OUXUOPOEP2OMAMUH, ePeOMEMPUH T
MEMUNEPSOHOBUH

3a JICYHCHHUC Ha MUTPCHO3HO raaBo0oIIHe

Luzanpuo 3a JIeYeHHe Ha HAKOM CTOMAIIHU 3a00JIsIBaHNS
Kvam kanmapuon (Hypericum perforatum) pacTUTeICH NPOAYKT, U3MOI3BaH MPU ACTPECUsi
Enbaceup/zpazonpesup 3a nedeHue Ha uHbekus ¢ xenatut C

ﬂoeacmamun, CUMBACMAMUH N JIOMUMANUO

34 NIOHM>KaBaHC HMBATa Ha X0JICCTEPOJIa

Tpuaszonam unu nepopanen (IPUET TPE3 ycTaTA)
Mudazonam

la Bu momorse fa cnure W/Wid Ja Hamaiau
TPEBOXKHOCTTA

Cunoenagun 3a JIeYeHHE Ha ChPJIEYHO U 0en0ApoOHO
3abossBaHe, HapedeHo OemompoOHa apTepruasHa
XUMEPTOHUS. MIMa v APYTH NPUITOKEHUS Ha
cuneHadur. Mo BixKTe ToUKa ,,J[pyru
nekapctBa 1 REZOLSTA.

Asanagpun 3a JICUCHUE Ha €PEKTHIIHA TUCQYHKITUS

Tukaepenop 3a MPEIOTBpATSIBAHE CICTIBAHETO HA
TPOMOOIIUTHUTE TIPY JICUCHUE HA TAIIMCHTH C
HHpAPKT

Hanoxkcezon 3a JICUCHHUE Ha 3aIeK, IPEJAN3BUKAH OT OMHOUIN

Hanoxcemun 3a JICUCHUE Ha TPEXKICBPEMECHHA CAKYJIAIHSI

Homnepudon 3a JICYCHUE Ha TaIeHE W NOBPBIIAHE

[pexynpe:xaeHns u npeanasHu MepKu

I'oBopere ¢ Bamus sekap, papMaieBT Wik MeIUIIMHCKA cecTpa, npeau Aa npuemere REZOLSTA.

Xopara, kouto nmpuemar REZOLSTA Bce oriie MoraT Jia pa3BuAIT HHOEKIUN UK APYTH 3a00IIBaHMUs,
cBbp3anu ¢ XMB undexiusara. TpsoBa peoBHO 1a moceliapare Bars aekap.

Xopara, npuemaiin REZOLSTA, moxe fa nonmyyart koxkeH oOpus. Heuecto 0OpuBBT MOKeE J1a cTaHe
TEXbK WM MOTSHIIMATHO KMBOTO3acTpamasaini. MoJs, CBbpxKeTe ce ¢ Bamms nekap, korato

MOJTY4YHUTE OOPHB.
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IIpu naruenTu, mpueMani REZOLSTA u panterpasup (3a XIB undekIus), Moxe 1a ce TosIBIBAT
00prBH (0OMKHOBEHO JICKH 0 YMEPECHH) MTO-YECTO, OTKOJIKOTO MPH MAITUEHTH, IIPUEMAITH OTICITHUTE
JICKapCTBa.

YBepere ce, 4e cTe MPOBEPHIIM TOUKUTE M10-I0JIY U ChoOLIeTe Ha Balus ekap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- YBenomere Bamus nekap, ako cte uMany npodJeMu ¢ YepHHsi AP0d, BKIIOUYUTEITHO HHPEKIHS
¢ xenatut B wm C. Bamusr nexap MoXxe 1a OI[eHN KOJIKO TEXKO € YepHOoApoOHOTO B
3a00JIsBaHe, MpeaM Ja pelu aaau Mokere aa npuemate REZOLSTA.

- VYBenomere Bamms nexap, ako npeau cte uMany npodJjaemMu ¢ 6b0penure. Bamusr nekap
BHUMATEIHO 1Ie NMpeneHn ganu na Bu nekysa ¢ REZOLSTA.

- Yeenomere Bamus nekap, ako nmate nuader. REZOLSTA moxe 1a moBuImy HUBaTa Ha
3axapTa B KpbBTa.

- YBenomere He3abaBHO Bamus nekap, ako 3a0eneKuTe HIKaKBU CHMIITOMH HA MH(eKIH
(HarmpuMep yBeHUYeHU JIUMQPHH BB3IU U Tpecka). [Ipu Hakou nanuenTH ¢ HanpeaHana XH1B
UHQEKIHS ¥ IpeKapaHd HeoOnvyaliHi WHPEKINHY, IbIDKAIIH ce Ha OTcliabeHa MMyHHa cucTeMa
(ONOPTIOHUCTHYHY MH(EKLINH), TPU3HALUTE U CUMITOMHUTE Ha Bb3NAJCHUE OT MPEIUIIHI
UHQEKIMHA MOXKeE JIa Ce MOSBSAT CKOPO clie]l 3a104BaHe Ha JieueHueto 3a XMB. Cusita ce, ue Te3n
CHUMIITOMH C€ ABJDKAT Ha MoJI0OpEeHNe HAa UMYHHUS OTTOBOP Ha OpraHu3Ma, TIO3BOJISIBAHKU My
na ce OopH ¢ nH(pEKUUUTE, KOUTO MOXKE Aa ca OMIM Hauie 0e3 OYeBUIHN CUMIITOMH.

- B nonmbiHeHne KbM ONOPTIOHUCTHYHNUTE HH(PEKIINH MOXKE Ja HACTBIIT ChILIO 1 ABTOUMYHHM
HapyueHus (CbCTOSIHMSI, KOUTO HACTBIIBAT, KOTaTO MIMyHHAaTa CUCTEMa aTaKyBa 3/lpaBara
THKaH Ha OpraHu3Ma), clie[l KaTo 3all04HeTe Ja pueMare JIeKapcTBa 3a JiedeHue Ha BamaTa
XWB unpekuns. ABTOUMYHHHUTE 3a00JIIBaHIS MOKE Ja BB3HUKHAT MHOT'O MECELH CJIEH
HAYaJIOTO Ha JIeYeHUEeTO. AKO 3a0eTIe’KUTe KAKBUTO U J]a € CUMIITOMH Ha HHMEKIHS WK APYTH
CHUMIITOMH KaTO MYCKYJIHa cllabocT, caboCT 3amouBaiia oOT pblieTe U KpakaTa U IpeMUHABAIIA
Harope KbM TsJIOTO, ChpLieOHeHe, TpenepeHe WiIH CBPbXaKTUBHOCT, MOJISl, HHpOpMUpanTe
He3abaBHO Bammus nekap, 3a na Bu ce npuinoxu He0OX0AUMOTO JICUEHHE.

- VYBenomere Bamus nekap, ako ctpagate ot xemopuiansa. REZOLSTA moxe 1a moBuIy pucka
OT KbpBEHE.

- YBenomere Bamms iekap, ako cre ajeprudeH(a) KbM cyadonaMmuam (HarrpuMep
yIoTpeOsBaHU 3a JeUeHNE Ha HSIKOW HH(EKIIUH).

- Kaxere Ha Bamms ekap, ako 3a0eeuTe HIKaKBU MyCKYJIHO-CKeJIeTHU Npodaemu. Hsakon
[alKEeHTH, IPUeMaIly KOMOMHUpPaHa aHTUPETPOBUPYCHA Tepanus, MOKe J1a pa3BUsT
3a00JsIBaHe Ha KOCTUTE, HAPEUEHO OCTEOHEKpo3a (3aryda Ha KOCTHA ThKaH, MOpaan NpeKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYYH MPU NPOIBIKUTEITHO
nedenue 3a X1B, no-TexKo yBpeKJaHe HA IMyHHATa CUCTEMA, HATHOPMEHO TEIJI0 WU
ynoTpeba Ha aJKOX0JI, WM APYTH JEeKapCcTBa, HApEeUeHU KopTukocTeponau. I[Ipusnanure Ha
OCTEOHEKPO3a ca CKOBaHOCT B CTaBHTE, OOJKH B cTaBUTe (0cOOEHO Ta3o0eapeHara crasa,
KOJISTHOTO ¥ PaMOTO) W 3aTPYAHEHUS TIPH ABIKEHHE. AKO 3a0eNe)kuTe HIKON OT Te3U
CHUMITTOMH, MOJIsl mHGopMupaiiTe Bammms nekap.

Jlena v roHOIIN
ToBa JiekapcTBO He e MpeIHA3HAYEHO 32 YNOTpeda MpH Jena noJ 6-roquiniHa Bb3pacT WM ¢
TerJo noj 25 kuwiorpama.

REZOLSTA ce npeiara u kato tadiaetka ot 800 mg/150 mg 3a nena ¢ Terno Haii-manko 40 kg
(Bmwxte otaenHa uctoBka 3a REZOLSTA 800 mg/150 mg dbunMupanu TabaeTKH).

REZOLSTA ce npejiara u o ¢popmara Ha qucneprupaiin ce Tadnerku ot 600 mg /90 mg 3a nena
Ha BB3pacT 3 U IOBeYE rOIMHH ¢ Ter1o Haii-Majko 15 kg u mox 25 kg (BrKTe OTAeaHaTa JIMCTOBKA 3a
REZOLSTA 600 mg/90 mg nucneprupaiiu ce TabaeTKn).

JApyru nexapctBa u REZOLSTA

Tps6Ba na kaxere Ha Bamms nexap wiyu papmarieBT, ako preMarte Wil HaCKOPO CTe IPHUEeMan
JpYyTH JIEKapCcTBa.
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CrhlmecTByBaT HIKOH JICKApCTBa, KOUTO He TPsOBa a1a ce komouHupat ¢ REZOLSTA. Te ca
n30poeHwm mo-rope oy 3ariaaBueto “He komouHupaiite REZOLSTA ¢ HuKoe OT ciieqfHuTe
JiekapcTBa:”.

REZOLSTA e Tps6Ba 1a ce ynotpe0dsBa ¢ Ipyro aHTHBUPYCHO JIEKAPCTBO, KOETO ChIBPIKA
HOJICUJIBAIllA ChCTABKa, UJIM APYro aHTUBUPYCHO CPEICTBO, KOETO U3UCKBa NOACKIBaHe. B Hikou
CIIydad MOJKE JIa c€ HaJIOKH POMSHA B JO3UPAHETO Ha APYTHUTE JIEKapcTBa. 3aT0Ba BUHATH
choOmIaBaiite Ha Bamms nekap, ako npuemare Apyru jekapctsa cpemry XMB u cieapaiite CTpUKTHO
yKa3zaHusATa Ha Bammus nekap 3a ToBa KoM JIeKapcTBa MOTar Aa 0b/1aT KOMOWHUPAHH.

Edexrure Ha REZOLSTA Morat 1a ObJ1aT HaMaJieH!, aKo PUEMaTe HAKOU OT CIIEAHUTE NPOLYKTH.
YBenomere Baius sekap, ako rnpuemMare:

- bosenman (3a nedeHne Ha ChbpACYHU 3a00JIIBAHMS)

- Hexcamemazon (MHXEKIMOHEH) (KOPTUKOCTEPOU])

- Edasupeny, empasupun, nesupanun (3a neuenne vHa XVB uHbpekims)

- Puganenmun, pugpadbymun (3a neueHrue Ha OaKTEpUATHA UHPEKIIUH).

Edexrute Ha Apyry JiekapcTBa MOTaT J1a ObJaT MOBIUSHH, ako mpueMate REZOLSTA, u Bammsr
JIeKap MOJKe Jia MoJKeae Ja MPoBe/Ie HIKOU JOMBJIHUTEIHN KPbBHU M3CIIeABaHus. Y BeaoMeTe Baius
JeKap, ako mpuemare:

- Amnoounun, kapeeounon, ounmuazem, OU3ONUPamuo, Geroounut, (rekaunuod, 1MOOKAuH,
MEMONPONO, MEKCUIEMUH, HUKAPOUNUH, HUpeOunun, nponagenon, mumonon, eepanamui (Ipu
CHPJICYHU 3a00JBaHM), Thi KaTO JeUeOHHUAT eEKT WM HEXKEITAHUTE PEaKIUy Ha TE3U
JIeKapcTBa MOJKE J1a C€ YCHIIAT.

- Anuxcaban, dabueampan emekcuiam, e00Kcaban, pueaporkcaban, eapgapun, kionudozpen (3a
HaMaJIIBaHe ChCHUPBAHETO HA KPBBTA), ThI KaTO TEXHUSAT JICUeOCH CPEKT WIIN HEIKEITaHU
PEaKIui MOTarT Jia Ce IPOMEHSIT.

- Knouaszenam (3a mpenoTBpaTsiBaHe HA THPUOBE).

- Ectporen-0azupanu XOpMOHAIHY KOHTPAICIITUBYA U XOPMOHO3aMECTUTETHA TePAIIHs.
REZOLSTA moxe na Hamanu TsxHaTa epexTuBHOCT. Koraro ce m3mon3sar 3a mpeana3BaHe oT
3a0peMeHsBaHe, Ce MPETopPHYBAT ATEPHATUBHN METOAHN HA HEXOPMOHATHA KOHTPATSTIITHSL.

- Emununecmpaouon/opocnupenon. REZOLSTA Mosxe 1a MOBUIIK PUCKA OT MOBUIIIABAHE HA
HHBaTa Ha KAJIUM OT JPOCIHPEHOH.

- AmopsacmamuH, (rysacmamun, numagacmamut, RPasacmamun, pozysacmamun (3a
MIOHKABAHE HUBATa HA X0JeCTePoi). PUCKBT OT yBpekKIaHe HA MYCKYJIUTE MOXKE J1a CC
yBeMuH. BamusT fiekap e npereHn Kos cxema 3a HaMaJIsIBaHe Ha X0JIeCTepoJia € Hali-100pa
3a BamaTa KOHKpeTHa CHUTyaIusl.

- Lluknocnopun, esepoaumyc, maxkpoaumyc, cupoaumyc (3a moTuckaHe Ha IMyHHaTa Bu cuctema),
THHI KaTO MOXE JIa CE yBeIMYaT jJeueOHus e(hEeKT WIN HEXKEITAaHUTE PEaKIUU Ha TE3U
JIEKapCTBEHU TPOIYKTH.

- Kopmuxocmepouou, exnmouumento bemamemason, 6y0e30HUO, (rymuKa3ox, MOMema3oH,
npeOHu3oH, mpuamyuroion. Te3u JIeKapcTBa ce U3I0JI3BAT 3a JICUCHHE Ha aJIepPTUH, acTMa,
BB3MAIUTEITHY 3a00JI1BaHUs HA YepBaTa, BH3MAIUTEIHU 3a00JIIBaHUs HA KOXKaTa, OUUTE,
CTaBUTE U MYCKYJIHNTE, KAaKTO U APYTH BH3NAIUTENHHN 3a00sBanms. Te3u nekapcTpa
0OMKHOBEHO CE MpUEMaT Tpe3 ycTara, HHXAIHUPAT Ce, MHKEKTUPAT CE WIH CE HAHACAT BBPXY
KOXaTa. AKO He MOraT Jla c€ U3II0JI3BAT aTepHATHBH, YIIOTpeOara My TpsiOBa 1a cTaBa camo
CJIe]T MeIMIIMHCKA OIleHKa ¥ ITPH BHUMATEIHO MpOCieAsBaHe oT Bamus nekap 3a HexelaHu
peaxIui Ha KOPTUKOCTEPOUIHTE.

- bynpenopun/nanoxcon, memaoon (JiekapcTpa 3a JeUEHUE HA OMMOUIHA 3aBUCUMOCT)

- Canmemepon (JIEKapCTBO 3a JICUCHHE HA aCTMa)

- Apmememep/nymedanmpun (KOMOMHHPAHO JICKAPCTBO 32 JICUCHUE HA MaJIapHsl)

- Hazamunu6b, upunomexan, HULTOMUHUO, 8UHOIACTUH, GUHKpUcmuH (JIEKApCTBA 32 JICUSHUE Ha
pax)

- Tepgenasun, pucnepuoon, muopuoasun (JSKapCcTBa 3a ICUXUYHU 3200/ IIBAHUS )

- Knopasenam, ouazenam, ecmazonam, ¢aypazenam (JekapcTBa 3a JIeUCHUE HA HAPYIICHUS Ha
CHHSI T TPEBOXKHOCT)

112



- Cunoenagun, madanaghun, eapoenaghun (3a epeKTHIIHA TUCOYHKITHS WA 32 JICICHUE Ha
ChpICUHO U 0eoapoOHO 3a00msIBane, HapeUeHO OeIoapoOHa apTepraiHa XUIIEPTOHUS)

- I'nexanpesup/nubpenmassup (3a neueHue Ha nHpekuus ¢ xemnatur C).

- Dezomepoout, conugenayun (3a JCUCHUE HA YPOIOTUIHN HAPYLICHUS).

Bamusr siekap Moxe Ja [okesiae a IpoBeie HAKOU JONbJIHUTEIHU KPbBHYU U3CTIeIBaHUS U J103aTa Ha
JOpYyTH JIEKapCTBa MOXKE J1a c€ HaJ0XHU Aa ObJe NPOMEHEHa, 3al0TO JeYeOHUST ePEeKT Win
Hexxenanute peakimu Ha REZOLSTA wnum Ha apyrute nekapcTBa, MOTraT Jia ce MMPOMEHST MPH
KoMOuHMpaHe. YBegomere Bammus nekap, ako npreMare:

- Habuecampan emexcunam, edoxcaban, sappapun (3a HamMansIBaHe CbCUPBAHETO HA KPHBTA)

- Anghernmanun (MHXEKUUOHHO OOJIKOYCIIOKOSIBAIIO ChC CHIIHO M KPAaTKO JEHCTBUE, KOETO Ce
W3M0J13Ba MIPH XUPYPTUUHH MTPOIIETYPH)

- Luzoxcun (3a nedeHNE Ha HIKOU ChPICYHH 3a00IIsIBaHMU )

- Knapumpomuyun (aHTHOMOTHUK)

- Knompumason, gpaykonason, umpakonason, usagykoHazon, no3akonaszon (cpemty rbOuaHu
uHdekmn). Bopuxonazon TpsOBa Aa ce preMa caMo Clie/l MeITUIIMHCKA TIPeTeHKa.

- Pugabymun (cpemry 6akrepuannn HHGEKLINH)

- Taoanagun, cundenagun, eapoenagun (pu epeKTHIIHA TUCHYHKITHSI UM BUCOKO KPBBHO
HaJIAraHe B KPbBOHOCHHUTE ChJIOBE Ha OEIUTE IpoOOBe)

- Amumpunmunum, 0e3unpamut, UMUNPAMUuH, HOPMPUNMUIUH, NAPOKCEMUH, CEPMPATUH,
mpaz00oHx (3a JIe4yeHre Ha JIEMTPECHs U TPEBOKHOCT)

- Mapasupox (3a neuenne Ha XV1B undekius)

- Konxuyun (3a neyenue Ha nojarpa uid paMuwiHa (HacIeICTBEHA) CPEAU3EMHOMOPCKA TPECKA).
Ako umate 6p0pedHO W/WIK YepHOIPOOHO YBpekaaHe BIKTe Touka '"He komOumHupaiiTe
REZOLSTA ¢ HuKkoe 0T cjlelHUTe JeKkapcTBa'.

- Fozenman (3a neueHne Ha BUCOKO KPHBHO HaJISTaHe B KPbBOHOCHUTE ChJIOBE Ha OeuTe
IpoboBe)

- bycnupon, kiopazenam, ouazenam, ecmazonam, Qaypasenam, 30InuU0em, MUoa3onam, Ko2amo
ce u3non38a 3a undcexmupane (JIekapcTa 3a JeUeHNe Ha POOJIEMH CbC ChHS U/HITH
TPEBOYKHOCT)

- Memdgopmun (3a n1edeHre Ha AUaOET TUTI 2)

- Denmanu, OKCUKOOOH, mpamado (3a JIeueHre Ha O0JIKa).

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

BbpeMeHHOCT 1 KbpMeHe
YBenomere He3abaBHO Barmms srekap, ako cte OpeMeHHa WIH IIaHupaTe OpeMeHHOCT. bpeMeHHN
KeHU He TpsaOBa Ja nmpuematr REZOLSTA.

[lopanu nmoTeHIMana OT HEXXENaH! PEAKIUH IPU KbpMadeTa, X)KeHUTe TpAOBa na Obaar
WHCTPYKTHPAHU J1a He KbpMsIT, ako npuematr REZOLSTA.

He ce mpenoppuBa KbpMEHE TIPH JKeHH, KOUTO ca XV B-monoxurenan, Thit karo XMB unHbeknmsITa
MOJKe J1a ce peaaje Ha 6edeTo upe3 KbpMara. AKO KbPMHUTE WIH TUTAHUPATe Ja KbPMUTE, TPOBa J1a
oOcwauTe TOBa ¢ Bamus ekap B3MOXKHO HaH-CKOPO.

lodupane u paéoTa ¢ MAIIMHH
He pabotere ¢ mammnau u He modupaiite, ako ce yyBcTBarTe 3amasHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HATpU
ToBa nekapcTBO ChaBPIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKeE /1a Ce Kaxe,
Ye MPaKTUYECKH HE ChIbpKa HATPUH.
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3. Kak na npuemate REZOLSTA

Bunaru HpHCMaﬁTe TOBa JICKAapCTBO, TOYHO KAKTO Bu e xazan Bamusar JICKap, (bapMaueBT N
MCIUIIMHCKA CeCTpa. Axo He cTe CUT'YPHH B HCIIIO, nonuTante Bamms JICKap, (bapMaueBT N
MCIOUIIMHCKA CECTpa.

Tps6Ba na npuemare REZOLSTA Bceku aeH u BuHaru ¢ xpana. [leiicteuero Ha REZOLSTA ne e
edexTBHO 0Oe3 xpaHa. TpsiOBa JAa ce HaXpaHWUTE WU J1a TIpUeMeTe JieKa 3aKycka 30 MUHYTH Tipeau
npuema Ha REZOLSTA. Bunst Ha XpaHarta He € OT 3HaUCHHE.

- I'bnTaiite TabneTkara 1514 ¢ HAMMMTKA KaTO BOJA WM MIISKO. AKO UMaTe 3aTPYAHEHUS C
reatadeto Ha REZOLSTA, kaxere Ha Baius nekap. TabieTkaTa ¢ JeIuTelIHA YepTa MOXKE J1a
ce pa3feny Ha 2 4yacTH Ha pbKa. JlenuTenHaTa yepTa € caMo 3a YJICCHSIBAHE Ha CUYIIBAHETO.
Crnen pa3zuymnBaHe Ha TabJeTKaTa Is1aTa 103a (IBeTe MOJOBUHH) TPsiOBa Ja ce IprueMe BeTHara,
3a J1a TIOJTYYHTe IbJIHATA J103a.

- [Ipuemaiite octananute cu nexapctsa cpeury XMB, npunaranu B komOunanus c REZOLSTA,
CBIJIACHO MPENnopbKUTe Ha Bammms iexap.

CpaisiHe HA 3aIUTEHATA OT JIela 3amylajaKa

@ [MnactmMacoBaTa OyTHIIKa € 3aTBOPEHA ChC 3allIUTCHA OT JIella 3amyIaika U
' D TpsOBa ga OBJC OTBOPEHA IO CIICTHUS HAYHMH:
6" - Hatucuere mractMacoBara 3amyniajika HaJoJy, KaTo ChIICBPEMEHHO 5
@) 3aBBPTHUTE B IOCOKA, 00OpaTHA Ha YaCOBHUKOBATA CTPEIKA.

- MaxHeTe OTBUHTEHATA 3aryurajika.

AKo cTe npuesu noBeye ot Heodxoaumarta 103a REZOLSTA
Cewpxere ce He3abaBHO ¢ Bamms sekap, hapManeBT WM MEUIIMHCKA CECTpa.

AKko cTe mponycHagu ga npuemere REZOLSTA

AKko 3a0enexuTe ToBa B paMKkuTe Ha 12 yaca, Tps0Ba Ja B3eMeTe TabJjieTKaTa He3abaBHO. Bunaru s
nmpuemaiTe ¢ xpana. Ako 3abenexure cjeq 12 yaca, Torapa MpoIyCcHETE TO3U IPUEM U B3eMETE
clieNIBalNTe J03H, KAKTO 0OMKHOBEeHO. He B3eMaliTe nBOIHA 1032, 32 1a KOMIICHCHPATE MPOITyCcHATaTa
J103a.

Ako nopbpHerte cjaeq npuema Ha REZOLSTA

AKO MOBBpPHETE B PAMKHUTE Ha 4 yaca OT IpreMa Ha JIEKapCTBOTO, Bb3MOKHO Hali-CKOpO TpAOBa 1a
npuemerte apyra 1o3a REZOLSTA c¢ xpana. Ako HoBbpHETE cJle]l MoBeyYe OT 4 yaca OT pruemMa Ha
JIeKapCTBOTO, TOraBa He TpsiOBa na npuemate apyra n1o3a REZOLSTA no ciensamoro oOndaitHO
IUTAHHPaHO BpEME.

CB’bp)KeTe ce ¢ Bamms JICKap, aKO HE CT€ CUT'YPHH KAaKBO [a MMPAaBUTE, KOraTo MPOITYCHETE J03a UIIN
IMOBBPHECTE.

He cnupaiite 1a npuemate REZOLSTA, npeau nbpBo Aa ce KOHCYyJATUpaTe ¢ Bamus Jexkap
Crnen KaTo JIEYEHUETO € 3aII0YHATO, TO He TPAOBa /1a ce criupa 0e3 yKa3aHUs OT JIieKapsl.

JlexapctBara npotuB XVB moxe 1a Bu Hakapar ma ce mouyBcTBarte no-noope. Jopwu, xoraro ce
qyBCTBaTe 1M0-100pe, He npekpaTsBaiite mpuema Ha REZOLSTA. Koncynrupaiite ce mbpBo ¢ Bamms

Jexap.

AKO UMaTe HSIKaKBU JOITBIHUTEIHN BBIIPOCH, CBbP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, IIOMHUTANTE
Bamus nexap, ¢papManeBT WM MEJULIMHCKA CECTpa.
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4. Bb3M0OKHU HeKeJTaHU pP€aKkuumn

ITo Bpeme Ha neyenue 3a XMB Moke 1a HACTHIM YBEeJIUYaBaHE Ha TETJIOTO U HA HUBATA HA JIUIHUANTE
U TJII0K03aTa B KPbBTA. TOBa 0TUACTHU € CBBP3aHO C Bb3CTAHOBABAHE HA 3PABETO M HAYMHA HA JKUBOT,
a M0 OTHOIIICHHE Ha JIMITUANTE B KPbBTa MOHSIKOra € CBbP3aHO U ChC caMuTe JiekapcTBa 3a XMB.
BamusT nekap 1mie HarpaBu U3CIEABAHUS 32 TE€3U IPOMEHH.

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHU pE€aKIIuH, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

Ka:xere Ha Bammus Jiekap, ako pasBueTe HAKOS OT CJIeHATE HeXKeJIaH! PeaKIHH.

CpoOmaBanu ca IpodIeMu ¢ YepHUS APoO, KOUTO MOHSIKOTa MOXKE J1a ca TeKKHU. Bammsr nexap
TpsiOBa na Bu HampaBu n3cnenBaHus Ha KpbBTa npenu Ja 3anounere gedenueto ¢ REZOLSTA. Ako
uMare XxpoHnyHa nHdeknus ¢ xenatut B wnu C, BammsT nexap tps6Ba na Bu npaBu no-uecto
KPBBHH M3CIEABAHMS, 3a1I0TO MpHu Bac nma mo-ronsiMa BEpOSITHOCT OT Bb3HUKBaHE Ha MPOOIEMH C
yepHUs Apo0. 'oBopete ¢ Bamms nekap 3a npu3HAIMTE H CUMIITOMUTE, CBHP3aHU C MTPOOIEMH C
yepHHs Apo0. Hskou OT TX ca MOXBITABaHE HA KOXKaTa M OslaTa 4acT Ha OYMTe, ThMHA YpHHA (C
UBAT Ha Yail), U3MPaKHEHHsI C MHOTO CBETHJI IBAT (M3XO0XKAAaHUsA), TajIeHe, TOBpbIaHe, 3aryoa Ha
arneTuT uiax 6oJka, 60JIKa ¥ HENPHUATHO yCellaHe OTASICHO 1oJ| pedpaTa.

Yecra Hexxenana peakuust KbM REZOLSTA e koxkeH 0OpuB (I10-4€CTO KOraTo ce nmpujara B
KOMOMHAIIUS C pajTerpasup), cbpoex. OOpUBHT OOMKHOBEHO € JIeK J10 yMepeH. KoxkHusT o0puB
MOXe€ CBILO TakKa Ja ObJe CUMIITOM Ha PsIIKO, TEXKO 3a00JsiBaHe. 3aTOBA € BAKHO Ja TOBOPHUTE C
Bammus nexap, ako noimyuurte oopuB. Bammsat nekap me Bu nmochBeTBa KakBo a MpaBUTe NPH TaKUBa
cumnromu u qanu REZOLSTA TpsioBa na ce crpe.

Jpyru TeXXKHN HeXellaH! peakiini, HaOmonaBanu npu 1 Ha 10 mamuenty, ca quadet. Be3manenue Ha
nmaHKpeaca (TTaHKpeaTuT) ce chobmmaBa mpu 1 Ha 100 marueHTw.

MHoro decTr HeXXeTaH! peakiuu (Moe /1a 3acerHat nmosede oT 1 Ha 10 gymmm)
- riaBo0osme
- JiMapus, raJicHe.

Uectn HeXxenaHu peakiun (Moxe na 3acerHat 1o 1 Ha 10 gymm)

- AJIIEPTUYHU PEaKIMU KaTo ChbpOeK

- HaMalieH afeTuT

- HeoOMuaiiHy ChHUILA

- MOBpBINAHe, 00JIKA WM NOAyBaHEe HA KOpEMa, HapyIIeHO XpaHOCMMIIAHE, Ta30Be

- OOJIKH B MYCKYyJIUTE

- ymopa

- OTKJIOHEHHS B PE3YNITATUTE OT KPBBHUTE M3CIEABAHNS, HAIIPHMEP HAKOHM U3CIIeIBaHUS Ha
yepHUs ApoO minu Ob0penure. Bamust nekap me Bu 00sichu ToBa.

- cnabocT.

Heuectu Hexxenanu peakiuu (Moxe na 3acerHat o 1 Ha 100 mymm)

- CUMITOMH Ha WH(EKIUS UM Ha aBTOUMYHHU HApYyIICHHS (BH3MAITUTEICH CUHAPOM TIPH
MMYHHO BH3CTaHOBSIBaHE)

- OCTEOHEKpOo3a (3aryba Ha KOCTHA ThKaH IMOpaan MPEKhCBaHE HA IMIPUTOKA Ha KPBB KbM KOCTTA)

- yToJIeMSIBaHE Ha ThPIUTE

- OTKJIOHEHHS B PE3YyJTATUTE OT KPbBHUTE M3CIIEABAHI HA TTAaHKpeaca, BHCOKO HUBO Ha 3axap,
OTKJIOHCHHS B HMBaTa Ha ,, JunuanTe’ (Mactute). Bammsar jnekap me Bu o6sicHu TOBa.

- AIEPTHYHH PEaKI[UU KaTo KOMPUBHA TpecKa (YPTUKApHsi), TEKBK OTOK Ha KOXaTa U IPYTH
ThKaHU (Hal-4eCTO Ha YCTHHUTE WIIM HA OUHTE)

- TEXbK 00pUB C 00pa3yBaHe Ha MEXypH U JIIOIICHE Ha KOYKaTa, 0COOCHO OKOJIO yCTara, Hoca,
OYHUTE U MOJIOBUTE OPIaHU.

115



Penxu Hexxenmanu peakiuu (Moxe aa 3acerHat g0 1 ma 1 000 mytm)

- peaknwsi, Hapeuera DRESS [Texxbk 00puB, KOWTO MOXe Aa Obe MPUAPYKESH OT BUCOKA
TeMIieparypa, ymopa, olyBaHe Ha JIMIETO WK JIUM(HHUTE Bb3IH, yBeJIHNUaBaHE Ha
eo3uHouMTe (BUA OEU KPHBHH KIETKH), €PEKTH BbPXY YepHUs Ipod, 6b0pennTe nin
oenmte npodoBe]

- 0B0peuHO 3a00JIsIBaHE B CJICACTBHE Ha 00pa3yBalIUTE Ce KPUCTAIU B ObOpEKa B pe3yJsTaT OT
JICYCHUETO C JapyHABUP.

Hexenaan PEaKn C HEU3BECTHA YECTOTA! O6pI/IB, KOWTO MOXeE Ja CTaHC TCKBK WU ITOTCHIIMAJTHO

JKUBOTO3acCTpaliaBaril:

- O6pI/IB C MEXYPpH 1 JIIOHICHE HAa KOKaTa 110 rojigiMa 4acTt OT TAJII0TO

- YECPBCH 06pI/IB, IMOKPUT € MaJIKU II'bJIHU C THOH MMOAYTHHH, KOUTO MOraT Ja C€ pasnpoCTpaHAT 110
TSAJIOTO, IOHAKOIr'a C TPCCKA.

Hsxou HexxenaHu peakllMy ca TUIIMYHM 3a JekapcTBaTa cpeiry XMB, kouto ca oT chlliara rpyna

kakTo REZOLSTA. Toga ca:

- MYCKyJTHa 00JIKa, 9yBCTBUTEIHOCT MK CIIA00CT. B penku ciaydan Te3n MyCKYJITHH HapyIIeHUS
ca OWITM CepPHUO3HH.

Chol0maBaHe Ha HesKeJIAHH PeaAKINHU

AKO MOJTyunTe HAKaKBU HEXEJIaHU JICKApCTBEHU peakluy, yBegomere Bamus nekap, GpapmanesT nin
MeIMIMHCKA cecTpa. ToBa BKIIFOUBA BCUUKH BH3MOKHHU HEOITMCAHU B Ta3H JIMCTOBKA HEXEIIaHH
peakuuu. MoxeTe ChIIO J1a ChOOIIMTE HEXKEIAHN PEaKLUU TUPEKTHO Ype3 HAlMOHAJIHA CUCTEMa 32
CchOOIIaBaHE B

WznbiHUTEIHA areHIuys 10 JIeKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cpobiaBare Hexxenanu peakiiy, MOXKeTe Ja JajieTe CBOS MPUHOC 3a MMoJy4yaBaHe Ha IOBeYe
MHQOpMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cexpansiBate REZOLSTA

Jla ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 3a JCTIa.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOEI3aH BEPXY KapTOHEHATA OMAaKOBKA U
Oytunkara cien “l'omen 10:“. CpoKbT Ha TOMHOCT OTIOBApS HA MOCIEIHUS JEH OT TIOCOYCHHS MecCeTl.

He u3non3Baiite TOBa JIEKapCTBO CIIE] 8 CEAMUIIM OT ITBPBOTO OTBAPSIHE Ha OyTHIIKATA.
REZOLSTA He u3ucKBa clieliaaHu YCIOBHS Ha ChXPAHCHHUE.

He H3XBLpHHﬁTe JICKapCTBAaTa B KaHA/IM3aluATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbI .
[NommTaiite Bamms papmaneBT kak qa H3XBBPISATE JEKapCTBaTa, KOUTO BeUye He nu3noin3Bate. Te3u
MEPKH IIE CIIOMOTHAT 32 ONa3BaHe Ha OKOJIHATa Cpefa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

Kakso cbabp:xa REZOLSTA

- AKTUBHH BElIECTBA: JapyHaBUP M KoOuucTaT. Besika TabneTka chabpxka 675 mg napyHaBup
(xato eranonar) u 150 mg KoOUIHCTAT.

- Hpyru ceetaBku: 6e3BojeH KoouaeH cuniueB nuokcuna (E551), MukpokpucTaHa memynos3a
(E460(1)), kpockapmenosa Hatpuii (E468) u marnesues creapar (E572). ®uaMoBOTO MOKpUTHE
CBHABPIKA TOJTHeTHIeH TIuKoI (Makporon) (E1209), monmnBHHUIIOB alKOXOJ - YaCTUIHO
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xuaponmsupad (E1203), Tank (E553b), Tutanos nuokeun (E 171), xwar xene3en okcun (E172)

1 yepeH xene3eH okcun (E172).

Kak m3rne:xxna REZOLSTA u kakBO CbIbpa ONAKOBKaTa
dunmupaHa 3ej1eHa 10 ThMHO3€JIeHa TabjleTKa ¢ OBalHa (JopMa U JeIUTEIHa YepTa, C O3HAUECHUE

,075% ot eqnata crpana, TG ot npyrara cTpana.

30 TabNeTKH B IUIACTMAcoBa OyTHIIKA.

IIpuTexaTtes Ha pa3pelIeHHETO 3a YNOTpeda

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

IIpousBoauTe

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

3a nonbJIHUTETHA HHPOPMAIIHMS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPEICTaBUTEN HAa PUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/T¢él: 0800 93 377
info_belux@.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH brarapus” EOO/
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Eesti

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

ee@its.jnj.com

EArGoa

Janssen-Cilag @appokevtiki Movonpdownn
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

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: 800 29 504
info_belux@.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00
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France

Janssen-Cilag

Tel: 0 800 25 50 75 /+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvapoc Xoattnmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

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

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocJeaHo pepasriekaaHe Ha JuctoBkaTa 08/2026

[TonpoOHa nHpOpManHKs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
10 JIeKapcTBara: https://www.ema.europa.eu.
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JlncroBka: undopmanus 3a norpeduTeNs

REZOLSTA 600 mg/90 mg nucneprupaim ce TadjaeTkH
napyHaBup/koounucrat (darunavir/cobicistat)

IIpoyeTeTe BHUMATEIHO LAIATA JIUCTOBKA, peau (Bue nian Bamero gere) na 3ano4ynere aa

npueMaTe TOBa JeKAPCTBO, Thil KATO TS ChAbPika BaxkHa 3a Bac madopmanms.

- 3amazere Ta3u JrcToBKa. Moyke na ce Hajoxu Bue nin BameTo gere na s mpodereTe OTHOBO.

- Axo Bue wiu Baiero gete umaTte HAKaKBU JOIBJIHUTEIIHU BBIIPOCH, onuTaiTe Baiust nexap
Wi Jiekaps Ha Bamero nere, hapManeBT win MEJULIMHCKA CECTpa.

- ToBa nexapcTBO € Mpeanucano JNYHO Ha Bac unm Ha Bamero nete. He ro mpeotcTenBaiite Ha
npyru xopa. To Moxke 1a UM HaBpe/Iv, HE3aBUCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JIsIBaHe ca
cpluTe KaTo Bamute (uau kato Ha Bamero gere).

- Axo Bue i Bamiero iete nmoirydnTe HIKaKBU HEXKEIAHU JIEKAPCTBEHU PEAKIUH, YBEIOMETE
Bamms nexap (wnm nexaps Ha Banrero gere), papmareBT win MeIuIIMHCKA cecTpa. Tosa
BKJIIOYBA M BCHYKH BH3MOYKHU HEKEJIaHU PEeaKIM{, HEOMMCAHU B Ta3u JIMCTOBKa. BikTe
TOuKa 4.

- WNudopmanusTa B Ta3u IMCTOBKA € 32 Bac wnu 3a Barmiero nere, HO B Hes HHe 0OMKHOBEHO
Ka3BaMe IpocTo ,,Bue®.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kakso nmpencrasnasa REZOLSTA u 3a kakBo ce U3MO0I3Ba
Kakgo Tpsi6Ba na 3naere, npenu na npuemere REZOLSTA
Kaxk na npuemate REZOLSTA

BB3MOXHU HEXEIaHU peakuu

Kax na cexpanssare REZOLSTA

ChabpKaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AU e

1. Kakspo npencraBisiba REZOLSTA u 3a kakBo ce N310J13Ba

Kakso npencraBiasasa REZOLSTA?

REZOLSTA chabpika akTHBHHUTE BEIIECTBA TAPYHABHP M KOOHIIHMCTAT.

JapyHaBup npuHauIeXu KbM Ipyma JiekapcTsa cpeiry XUB, Hapeuenn ,,iporeasHn HHXHOUTOPU,
KOUTO JIEUCTBAT, KATO HaMaJiABaT KoiaudecTBOTO Ha XMB BB Bamus opranuzbM JJ0 MHOTO HHUCKO
HuBo. Tol ce mpuara ¢ KOOUIIMCTAT, KONTO YBeJIHYaBa KOJIMYECTBOTO Ha IapyHaBUP B KpbBTa Bu.
Jleaenuero ¢ REZOLSTA mie mogo0pu umyHHaTa Bu cuctema (ecTecTBEHUTE 3allUTHHA CHUITH Ha
OpraHmM3Ma) U Ile HaMaJli PUCKa OT pa3BUTHE Ha 3a0oisBaHus, cBbp3anu ¢ XMB nnpeknusra, Ho
REZOLSTA He e cpeactBo 3a u3niekyBane Ha XVB unbpexus.

3a kaKBO ce H3M0JI3Ba?

REZOLSTA 600 mg/90 mg (napyHaBup/KOOHMIIMCTAT) Ce U3IIO3Ba 3a JIeUeHNEe Ha Jiena Ha Bh3pacT
3 roAVHY WK TI0-TOJIEMH C TETJI0 Hal-Majako 15 KumorpaMa o moj 25 Kuiorpama, KOUTo ca
undextupanu ¢ X1B (Buxre ,,Kak na npuemare REZOLSTA® B Ta3u nuctoBka)

REZOLSTA Tpsi6Ba na ce npuemMa B KOMOMHAIIMS C APYTH JiekapcTBa cpeury XVB. Bammsr nekap ie
o0chau ¢ Bac kakBa koMOHMHAITUS OT JIEKapCcTBa € Hail-rmoaxosia 3a Bac.

2. Kakso Tps0Ba na 3Haere, npeau na npuemere REZOLSTA

He npuemaiite REZOLSTA

- aKo CTe aJIlepru4Hu KbM JapyHaBHpP, KOOUIIUCTAT MM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH Ha
TOBa JIEKapCTBO (M30pOEHU B TOUKA 6).

- aKO UMaTe Te:KKU YepHoaApoOHH npodaemu. [lonuraiite Bamus nekap, ako He CTE CUTYPHU
OTHOCHO TEKECTTa Ha 4ePHOAPOOHOTO cH 3aboisBane. Moske a € HeoOXOAMMO Jia ce poBeaaT
HSIKOW JOI'BbJIHUTEIIHU U3CIIeIBaHMS.
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Veenomere Bamms JICKap 3a BCUYKH JICKApPCTBA, KOUTO NpHUEMATE, BKIIFOYUTEIIHO 3a TE3U, KOUTO CE
nmpueMar 1npe3 ycrata, MHXaJIUpaT €€, MHKCKTUPAT CC UK CC MpuJiarat BbpXy KOKarta.

He xomounupaiite REZOLSTA ¢ HHKOe 0T cjiefHHUTe JIeKapcTBa
Axo mpueMare HIKOE OT Te€3H JIEKapCTBa, NonuTaiTe Baius iexap 3a npeMruHaBaHe KbM JPYro

JIEKapCTBO.

JlekapcTBO

l'[pezmamalleﬂne Ha JICKApPCTBOTO

Angyszosun

3a JICHCHHE Ha YIrojJ€MCHa IIpocTaTa

AmuooapoHn, benpudun, OpoHedapoH,
UBaAOPAOUH, XUHUOUH, PAHOAAZUH

3a JICYCHUE HA HAKOU ChPJICYHU 3a00SIBaAHUS,
HaIpyUMep HapyIIeHHEe Ha ChPJICYHHS PUTHM

Kapbamaszenun, penobapdbuman n gpenumoun

3a MPEIOTBPATSIBAHE HA MPUTIATBITH

Acmemuszon unu mepghenadun

3a JICYCHHC Ha AJICPTUYHH CUMIITOMHU

Konaxuyun (axo umare 0b0pedHn/9epHOAPOOHH
npo0eMn)

3a JICUCHHUC Ha moaarpa ujin (I)aMI/IJ'IHa
(HaCJ’Ie,I[CTBeHa) CpCAN3CMHOMOPCKA TPECKaA

Kombunupanusm npodyxm
JIONUHABUD/PUMOHABUD

nekapcTBo npotuB XMB

Pugpamnuyun

3a JIeYeHHe Ha HIKOW MH(EKINH KaTo
TyOepKyIo3a

Jlypasuoon, numo3uo, Keemuanumn uiu
cepmunoon

3a JICUCHHUE Ha IICHXUYHU 3a00JIIBaHUs

Epeo ankanouou xato epeomamu,
OUXUOPOEP2OMAMUH, ePeOMEMPUH T
MEMUNEPSOHOBUH

3a JICYHCHHUC Ha MUTPCHO3HO raaBo0oIIHe

Luzanpuo 3a JIeYeHHe Ha HAKOM CTOMAIIHU 3a00JIsIBaHNS
Kvam kanmapuon (Hypericum perforatum) pacTUTeICH NPOAYKT, U3MOI3BaH MPU ACTPECUsi
Enbaceup/zpazonpesup 3a nedeHue Ha uHbekus ¢ xenatut C

ﬂoeacmamun, CUMBACMAMUH N JIOMUMANUO

34 NIOHM>KaBaHC HMBATa Ha X0JICCTEPOJIa

Tpuaszonam unu nepopanen (IPUET TPE3 ycTaTA)
Mudazonam

la Bu momorse fa cnure W/Wid Ja Hamaiau
TPEBOXKHOCTTA

Cunoenagun 3a JIeYeHHE Ha ChPJIEYHO U 0en0ApoOHO
3abossBaHe, HapedeHo OemompoOHa apTepruasHa
XUMEPTOHUS. MIMa v APYTH NPUITOKEHUS Ha
cuneHadur. Mo BixKTe ToUKa ,,J[pyru
nekapctBa 1 REZOLSTA.

Asanagpun 3a JICUCHUE Ha €PEKTHIIHA TUCQYHKITUS

Tukaepenop 3a MPEIOTBpATSIBAHE CICTIBAHETO HA
TPOMOOIIUTHUTE TIPY JICUCHUE HA TAIIMCHTH C
HHpAPKT

Hanoxkcezon 3a JICUCHHUE Ha 3aIeK, IPEJAN3BUKAH OT OMHOUIN

Hanoxcemun 3a JICUCHUE Ha TPEXKICBPEMECHHA CAKYJIAIHSI

Homnepudon 3a JICYCHUE Ha TaIeHE W NOBPBIIAHE

[pexynpe:xaeHns u npeanasHu MepKu

I'oBopere ¢ Bamus sekap, papMaieBT Wik MeIUIIMHCKA cecTpa, npeau Aa npuemere REZOLSTA.

Xopara, kouto nmpuemar REZOLSTA Bce oriie MoraT Jia pa3BuAIT HHOEKIUN UK APYTH 3a00IIBaHMUs,
cBbp3anu ¢ XMB undexiusara. TpsoBa peoBHO 1a moceliapare Bars aekap.

Xopara, npuemaiin REZOLSTA, moxe fa nonmyyart koxkeH oOpus. Heuecto 0OpuBBT MOKeE J1a cTaHe
TEXbK WM MOTSHIIMATHO KMBOTO3acTpamasaini. MoJs, CBbpxKeTe ce ¢ Bamms nekap, korato

MOJTY4YHUTE OOPHB.
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IIpu naruenTu, mpueMani REZOLSTA u panterpasup (3a XIB undekIus), Moxe 1a ce TosIBIBAT
00prBH (0OMKHOBEHO JICKH 0 YMEPECHH) MTO-YECTO, OTKOJIKOTO MPH MAITUEHTH, IIPUEMAITH OTICITHUTE
JICKapCTBa.

YBepere ce, 4e cTe MPOBEPHIIM TOUKUTE M10-I0JIY U ChoOLIeTe Ha Balus ekap, ako HAKOS OT TAX ce

oTHacs 3a Bac.

- YBenomere Bamus nekap, ako cte uMany npodJeMu ¢ YepHHsi AP0d, BKIIOUYUTEITHO HHPEKIHS
¢ xenatut B wm C. Bamusr nexap MoXxe 1a OI[eHN KOJIKO TEXKO € YepHOoApoOHOTO B
3a00JIsBaHe, MpeaM Ja pelu aaau Mokere aa npuemate REZOLSTA.

- VYBenomere Bamms nexap, ako npeau cte uMany npodJjaemMu ¢ 6b0penure. Bamusr nekap
BHUMATEIHO 1Ie NMpeneHn ganu na Bu nekysa ¢ REZOLSTA.

- Yeenomere Bamus nekap, ako nmate nuader. REZOLSTA moxe 1a moBuImy HUBaTa Ha
3axapTa B KpbBTa.

- YBenomere He3abaBHO Bamus nekap, ako 3a0eneKuTe HIKaKBU CHMIITOMH HA MH(eKIH
(HarmpuMep yBeHUYeHU JIUMQPHH BB3IU U Tpecka). [Ipu Hakou nanuenTH ¢ HanpeaHana XH1B
UHQEKIHS ¥ IpeKapaHd HeoOnvyaliHi WHPEKINHY, IbIDKAIIH ce Ha OTcliabeHa MMyHHa cucTeMa
(ONOPTIOHUCTHYHY MH(EKLINH), TPU3HALUTE U CUMITOMHUTE Ha Bb3NAJCHUE OT MPEIUIIHI
UHQEKIMHA MOXKeE JIa Ce MOSBSAT CKOPO clie]l 3a104BaHe Ha JieueHueto 3a XMB. Cusita ce, ue Te3n
CHUMIITOMH C€ ABJDKAT Ha MoJI0OpEeHNe HAa UMYHHUS OTTOBOP Ha OpraHu3Ma, TIO3BOJISIBAHKU My
na ce OopH ¢ nH(pEKUUUTE, KOUTO MOXKE Aa ca OMIM Hauie 0e3 OYeBUIHN CUMIITOMH.

- B nonmbiHeHne KbM ONOPTIOHUCTHYHNUTE HH(PEKIINH MOXKE Ja HACTBIIT ChILIO 1 ABTOUMYHHM
HapyueHus (CbCTOSIHMSI, KOUTO HACTBIIBAT, KOTaTO MIMyHHAaTa CUCTEMa aTaKyBa 3/lpaBara
THKaH Ha OpraHu3Ma), clie[l KaTo 3all04HeTe Ja pueMare JIeKapcTBa 3a JiedeHue Ha BamaTa
XWB unpekuns. ABTOUMYHHHUTE 3a00JIIBaHIS MOKE Ja BB3HUKHAT MHOT'O MECELH CJIEH
HAYaJIOTO Ha JIeYeHUEeTO. AKO 3a0eTIe’KUTe KAKBUTO U J]a € CUMIITOMH Ha HHMEKIHS WK APYTH
CHUMIITOMH KaTO MYCKYJIHa cllabocT, caboCT 3amouBaiia oOT pblieTe U KpakaTa U IpeMUHABAIIA
Harope KbM TsJIOTO, ChpLieOHeHe, TpenepeHe WiIH CBPbXaKTUBHOCT, MOJISl, HHpOpMUpanTe
He3abaBHO Bammus nekap, 3a na Bu ce npuinoxu He0OX0AUMOTO JICUEHHE.

- VYBenomere Bamus nekap, ako ctpagate ot xemopuiansa. REZOLSTA moxe 1a moBuIy pucka
OT KbpBEHE.

- YBenomere Bamms iekap, ako cre ajeprudeH(a) KbM cyadonaMmuam (HarrpuMep
yIoTpeOsBaHU 3a JeUeHNE Ha HSIKOW HH(EKIIUH).

- Kaxere Ha Bamms ekap, ako 3a0eeuTe HIKaKBU MyCKYJIHO-CKeJIeTHU Npodaemu. Hsakon
[alKEeHTH, IPUeMaIly KOMOMHUpPaHa aHTUPETPOBUPYCHA Tepanus, MOKe J1a pa3BUsT
3a00JsIBaHe Ha KOCTUTE, HAPEUEHO OCTEOHEKpo3a (3aryda Ha KOCTHA ThKaH, MOpaan NpeKbCBaHE
Ha MIPUTOKA Ha KPBB KbM KOCTTa). TOBa € M0-BEPOSITHO Ja C€ CIYYH MPU NPOIBIKUTEITHO
nedenue 3a X1B, no-TexKo yBpeKJaHe HA IMyHHATa CUCTEMA, HATHOPMEHO TEIJI0 WU
ynoTpeba Ha aJKOX0JI, WM APYTH JEeKapCcTBa, HApEeUeHU KopTukocTeponau. I[Ipusnanure Ha
OCTEOHEKPO3a ca CKOBaHOCT B CTaBHTE, OOJKH B cTaBUTe (0cOOEHO Ta3o0eapeHara crasa,
KOJISTHOTO ¥ PaMOTO) W 3aTPYAHEHUS TIPH ABIKEHHE. AKO 3a0eNe)kuTe HIKON OT Te3U
CHUMITTOMH, MOJIsl mHGopMupaiiTe Bammms nekap.

Jlena v roHOIIN
ToBa JiekapcTBO He e MpeHA3HAYEHO 32 YNOTpeda npH Jena noJ 3-roquiiHa Bb3pacT WM ¢
TerJio mox 15 kuiiorpama.

REZOLSTA ce npeiara u kato tadiaetka ot 800 mg/150 mg 3a nena ¢ Terno Haii-manko 40 kg
(Bmwxte otaenHa uctoBka 3a REZOLSTA 800 mg/150 mg dbunMupanu TabaeTKH).

REZOLSTA ce npeiara u o ¢popMata Ha TaOJIeTKH € IeIUTeaHa YyepTa oT 675 mg/150 mg 3a aema
Ha BB3pacT 6 U IOBeYe rOIUHH ¢ Terj10 Hai-Majko 25 kg u mo moxa 40 kg (BrkTe OTAEIHATA JINCTOBKA
3a REZOLSTA 675 mg/150 mg ¢punmupanu TabneTkn).

JApyru nexapcrBa u REZOLSTA

TpsOBa na kaxere Ha Bamus nexap wiu papmarieBT, ako preMarte Wil HaCKOPO CTe IpHUEeMan
JOpyTH JIEKapCcTBa.
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CrhlmecTByBaT HIKOH JICKApCTBa, KOUTO He TPsOBa a1a ce komouHupat ¢ REZOLSTA. Te ca
n30poeHwm mo-rope oy 3ariaaBueto “He komouHupaiite REZOLSTA ¢ HuKoe OT ciieqfHuTe
JiekapcTBa:”.

REZOLSTA e Tps6Ba 1a ce ynotpe0dsBa ¢ Ipyro aHTHBUPYCHO JIEKAPCTBO, KOETO ChIBPIKA
HOJICUJIBAIllA ChCTABKa, UJIM APYro aHTUBUPYCHO CPEICTBO, KOETO U3UCKBa NOACKIBaHe. B Hikou
CIIydad MOJKE JIa c€ HaJIOKH POMSHA B JO3UPAHETO Ha APYTHUTE JIEKapcTBa. 3aT0Ba BUHATH
choOmIaBaiite Ha Bamms nekap, ako npuemare Apyru jekapctsa cpemry XMB u cieapaiite CTpUKTHO
yKa3zaHusATa Ha Bammus nekap 3a ToBa KoM JIeKapcTBa MOTar Aa 0b/1aT KOMOWHUPAHH.

Edexrure Ha REZOLSTA Morat 1a ObJ1aT HaMaJieH!, aKo PUEMaTe HAKOU OT CIIEAHUTE NPOLYKTH.
YBenomere Baius sekap, ako rnpuemMare:

- bosenman (3a nedeHne Ha ChbpACYHU 3a00JIIBAHMS)

- Hexcamemazon (MHXEKIMOHEH) (KOPTUKOCTEPOU])

- Edasupeny, empasupun, nesupanun (3a neuenne vHa XVB uHbpekims)

- Puganenmun, pugpadbymun (3a neueHrue Ha OaKTEpUATHA UHPEKIIUH).

Edexrute Ha Apyry JiekapcTBa MOTaT J1a ObJaT MOBIUSHH, ako mpueMate REZOLSTA, u Bammsr
JIeKap MOJKe Jia MoJKeae Ja MPoBe/Ie HIKOU JOMBJIHUTEIHN KPbBHU M3CIIeABaHus. Y BeaoMeTe Baius
JeKap, ako mpuemare:

- Amnoounun, kapeeounon, ounmuazem, OU3ONUPamuo, Geroounut, (rekaunuod, 1MOOKAuH,
MEMONPONO, MEKCUIEMUH, HUKAPOUNUH, HUpeOunun, nponagenon, mumonon, eepanamui (Ipu
CHPJICYHU 3a00JBaHM), Thi KaTO JeUeOHHUAT eEKT WM HEXKEITAHUTE PEaKIUy Ha TE3U
JIeKapcTBa MOJKE J1a C€ YCHIIAT.

- Anuxcaban, dabueampan emekcuiam, e00Kcaban, pueaporkcaban, eapgapun, kionudozpen (3a
HaMaJIIBaHe ChCHUPBAHETO HA KPBBTA), ThI KaTO TEXHUSAT JICUeOCH CPEKT WIIN HEIKEITaHU
PEaKIui MOTarT Jia Ce IPOMEHSIT.

- Knouaszenam (3a mpenoTBpaTsiBaHe HA THPUOBE).

- Ectporen-0azupanu XOpMOHAIHY KOHTPAICIITUBYA U XOPMOHO3aMECTUTETHA TePAIIHs.
REZOLSTA moxe na Hamanu TsxHaTa epexTuBHOCT. Koraro ce m3mon3sar 3a mpeana3BaHe oT
3a0peMeHsBaHe, Ce MPETopPHYBAT ATEPHATUBHN METOAHN HA HEXOPMOHATHA KOHTPATSTIITHSL.

- Emununecmpaouon/opocnupenon. REZOLSTA Mosxe 1a MOBUIIK PUCKA OT MOBUIIIABAHE HA
HHBaTa Ha KAJIUM OT JPOCIHPEHOH.

- AmopsacmamuH, (rysacmamun, numagacmamut, RPasacmamun, pozysacmamun (3a
MIOHKABAHE HUBATa HA X0JeCTePoi). PUCKBT OT yBpekKIaHe HA MYCKYJIUTE MOXKE J1a CC
yBeMuH. BamusT fiekap e npereHn Kos cxema 3a HaMaJIsIBaHe Ha X0JIeCTepoJia € Hali-100pa
3a BamaTa KOHKpeTHa CHUTyaIusl.

- Lluknocnopun, esepoaumyc, maxkpoaumyc, cupoaumyc (3a moTuckaHe Ha IMyHHaTa Bu cuctema),
THHI KaTO MOXE JIa CE yBeIMYaT jJeueOHus e(hEeKT WIN HEXKEITAaHUTE PEaKIUU Ha TE3U
JIEKapCTBEHU TPOIYKTH.

- Kopmuxocmepouou, exnmouumento bemamemason, 6y0e30HUO, (rymuKa3ox, MOMema3oH,
npeOHu3oH, mpuamyuroion. Te3u JIeKapcTBa ce U3I0JI3BAT 3a JICUCHHE Ha aJIepPTUH, acTMa,
BB3MAIUTEITHY 3a00JI1BaHUs HA YepBaTa, BH3MAIUTEIHU 3a00JIIBaHUs HA KOXKaTa, OUUTE,
CTaBUTE U MYCKYJIHNTE, KAaKTO U APYTH BH3NAIUTENHHN 3a00sBanms. Te3u nekapcTpa
0OMKHOBEHO CE MpUEMaT Tpe3 ycTara, HHXAIHUPAT Ce, MHKEKTUPAT CE WIH CE HAHACAT BBPXY
KOXaTa. AKO He MOraT Jla c€ U3II0JI3BAT aTepHATHBH, YIIOTpeOara My TpsiOBa 1a cTaBa camo
CJIe]T MeIMIIMHCKA OIleHKa ¥ ITPH BHUMATEIHO MpOCieAsBaHe oT Bamus nekap 3a HexelaHu
peaxIui Ha KOPTUKOCTEPOUIHTE.

- bynpenopun/nanoxcon, memaoon (JiekapcTpa 3a JeUEHUE HA OMMOUIHA 3aBUCUMOCT)

- Canmemepon (JIEKapCTBO 3a JICUCHHE HA aCTMa)

- Apmememep/nymedanmpun (KOMOMHHPAHO JICKAPCTBO 32 JICUCHUE HA MaJIapHsl)

- Hazamunu6b, upunomexan, HULTOMUHUO, 8UHOIACTUH, GUHKpUcmuH (JIEKApCTBA 32 JICUSHUE Ha
pax)

- Tepgenasun, pucnepuoon, muopuoasun (JSKapCcTBa 3a ICUXUYHU 3200/ IIBAHUS )

- Knopasenam, ouazenam, ecmazonam, ¢aypazenam (JekapcTBa 3a JIeUCHUE HA HAPYIICHUS Ha
CHHSI T TPEBOXKHOCT)
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- Cunoenagun, madanaghun, eapoenaghun (3a epeKTHIIHA TUCOYHKITHS WA 32 JICICHUE Ha
ChpICUHO U 0eoapoOHO 3a00msIBane, HapeUeHO OeIoapoOHa apTepraiHa XUIIEPTOHUS)

- I'nexanpesup/nubpenmassup (3a neueHue Ha nHpekuus ¢ xemnatur C).

- Dezomepoout, conugenayun (3a JCUCHUE HA YPOIOTUIHN HAPYLICHUS).

Bamusr siekap Moxe Ja [okesiae a IpoBeie HAKOU JONbJIHUTEIHU KPbBHYU U3CTIeIBaHUS U J103aTa Ha
JOpYyTH JIEKapCTBa MOXKE J1a c€ HaJ0XHU Aa ObJe NPOMEHEHa, 3al0TO JeYeOHUST ePEeKT Win
Hexxenanute peakimu Ha REZOLSTA wnum Ha apyrute nekapcTBa, MOTraT Jia ce MMPOMEHST MPH
KoMOuHMpaHe. YBegomere Bammus nekap, ako npreMare:

- Habuecampan emexcunam, edoxcaban, sappapun (3a HamMansIBaHe CbCUPBAHETO HA KPHBTA)

- Anghernmanun (MHXEKUUOHHO OOJIKOYCIIOKOSIBAIIO ChC CHIIHO M KPAaTKO JEHCTBUE, KOETO Ce
W3M0J13Ba MIPH XUPYPTUUHH MTPOIIETYPH)

- Luzoxcun (3a nedeHNE Ha HIKOU ChPICYHH 3a00IIsIBaHMU )

- Knapumpomuyun (aHTHOMOTHUK)

- Knompumason, gpaykonason, umpakonason, usagykoHazon, no3akonaszon (cpemty rbOuaHu
uHdekmn). Bopuxonazon TpsOBa Aa ce preMa caMo Clie/l MeITUIIMHCKA TIPeTeHKa.

- Pugabymun (cpemry 6akrepuannn HHGEKLINH)

- Taoanagun, cundenagun, eapoenagun (pu epeKTHIIHA TUCHYHKITHSI UM BUCOKO KPBBHO
HaJIAraHe B KPbBOHOCHHUTE ChJIOBE Ha OEIUTE IpoOOBe)

- Amumpunmunum, 0e3unpamut, UMUNPAMUuH, HOPMPUNMUIUH, NAPOKCEMUH, CEPMPATUH,
mpaz00oHx (3a JIe4yeHre Ha JIEMTPECHs U TPEBOKHOCT)

- Mapasupox (3a neuenne Ha XV1B undekius)

- Konxuyun (3a neyenue Ha nojarpa uid paMuwiHa (HacIeICTBEHA) CPEAU3EMHOMOPCKA TPECKA).
Ako umate 6p0pedHO W/WIK YepHOIPOOHO YBpekaaHe BIKTe Touka '"He komOumHupaiiTe
REZOLSTA ¢ HuKkoe 0T cjlelHUTe JeKkapcTBa'.

- Fozenman (3a neueHne Ha BUCOKO KPHBHO HaJISTaHe B KPbBOHOCHUTE ChJIOBE Ha OeuTe
IpoboBe)

- bycnupon, kiopazenam, ouazenam, ecmazonam, Qaypasenam, 30InuU0em, MUoa3onam, Ko2amo
ce u3non38a 3a undcexmupane (JIekapcTa 3a JeUeHNe Ha POOJIEMH CbC ChHS U/HITH
TPEBOYKHOCT)

- Memdgopmun (3a n1edeHre Ha AUaOET TUTI 2)

- Denmanu, OKCUKOOOH, mpamado (3a JIeueHre Ha O0JIKa).

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

BbpeMeHHOCT 1 KbpMeHe
YBenomere He3abaBHO Barmms srekap, ako cte OpeMeHHa WIH IIaHupaTe OpeMeHHOCT. bpeMeHHN
KeHU He TpsaOBa Ja nmpuematr REZOLSTA.

[lopanu nmoTeHIMana OT HEXXENaH! PEAKIUH IPU KbpMadeTa, X)KeHUTe TpAOBa na Obaar
WHCTPYKTHPAHU J1a He KbpMsIT, ako npuematr REZOLSTA.

He ce mpenoppuBa KbpMEHE TIPH JKeHH, KOUTO ca XV B-monoxurenan, Thit karo XMB unHbeknmsITa
MOJKe J1a ce peaaje Ha 6edeTo upe3 KbpMara. AKO KbPMHUTE WIH TUTAHUPATe Ja KbPMUTE, TPOBa J1a
oOcwauTe TOBa ¢ Bamus ekap B3MOXKHO HaH-CKOPO.

lodupane u paéoTa ¢ MAIIMHH
He pabotere ¢ mammnau u He modupaiite, ako ce yyBcTBarTe 3amasHu cien npuema Ha REZOLSTA.

REZOLSTA cbabp:ka HATpU
ToBa nekapcTBO ChaBPIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKeE /1a Ce Kaxe,
Ye MPaKTUYECKH HE ChIbpKa HATPUH.
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3. Kak na npuemate REZOLSTA

Bunaru HpHCMaﬁTe TOBa JICKAapCTBO, TOYHO KAKTO Bu e xazan Bamusar JICKap, (bapMaueBT N
MCIUIIMHCKA CeCTpa. Axo He cTe CUT'YPHH B HCIIIO, nonuTante Bamms JICKap, (bapMaueBT N
MCIOUIIMHCKA CECTpa.

Tps6Ba na npuemare REZOLSTA Bceku aeH u BuHaru ¢ xpana. [leiicteuero Ha REZOLSTA ne e
edexTBHO 0Oe3 xpaHa. TpsiOBa JAa ce HaXpaHWUTE WU J1a TIpUeMeTe JieKa 3aKycka 30 MUHYTH Tipeau
npuema Ha REZOLSTA. Bunbt Ha Xpanata He € oT 3HadeHue. REZOLSTA aucneprupanu ce
TabaeTku TpsidBa 1a ce pa3TBOPSAT BbB BOJA.

- [puemaiite octananure cu nexapctsa cpenry XMB, npunaranu B komOunanus c REZOLSTA,
CBITIACHO MPENOpPBKUTE HA Bamms nexap.

Yka3zanus 3a ynorpeoda
Crbnka 1: CBajisiHe Ha 3allIUTEHATA OT Jela 3amyliajaKa

@ [TnactmMacoBaTa OyTHIIKa € 3aTBOPEHA ChC 3allIUTCHA OT JIella 3amyIaika U
' D2 TpsOBa ga OBJIC OTBOPEHA IO CIICTHUS HAYHMH:
C - HarucHete mmacTMacoBata 3amynianka Hajjoy, KaTo ChIeBPEMEHHO 5
@J 3aBBPTHUTE B IOCOKA, 00OpaTHA Ha YaCOBHUKOBATA CTPENIKA.

- MaxHeTe OTBUHTEHATA 3aITyIIaNKa.
- M3Banete enna tabietka. He dyriere u He pa3TpoiraBaiite TadieTkara.

Crepnka 2: Cioxkerte TadsneTkara B yama
o Croxere Tabnerkara B yama ¢ 30 ml (2 cyneHu TbKHLN) HeTa3upaHa BOAaA.
o PasobpkaiiTe 1oOpe 10 MBIHOTO pa3TBapsiHe Ha TabJeTKaTa.

Ako pasjieeTe JJEKapCTBOTO, U3YUCTETE PA3JjIsATOTO. I/I3XB’bp.]'leTe OCTAHAJIOTO MPUTOTBECHO
JICKApCTBO U HANpaBeTe HOBaA /103a.

21033Ta Ha JIEKApPCTBOTO TpflﬁBa aa ce nmpueMe BeaHara. Axo He IMPUEMETE BE€AHAra npuroTBEHOTO
JICKApCTBO, U3XBBPJICTC CMECTA U MIPUTOTBCTC HOBA 103a JICKApPCTBO.

Crbnka 3: IIpuem Ha 1ekapcTBOTO

o IIpuemere BegHara msI0TO KOJUYECTBO OT MPUTOTBEHOTO JIEKAPCTBO. AKO € HEe0OXOANMO,
nobaBeTe KbM MPUTOTBEHATA cMec B variara oie Boaa (10 ml nim 2 qaeH! THKUYKA) WK
HSKOE OT CIIEAHUTE: TOPTOKanoB cok (10 ml miu 2 qaeHM MHKAYKH), SOBIKOBO Mope (1 yacHa
TBKUYKA) WU KUceIo MISKO (1 yaeHa IkKUYKa), 3a J1a TIOIITOMOTHETE TIPIIIOKEHUETO.
CwMmecerte 1 IpreMeTe BeJHara Iaa0To KOJMYECTBO OT IPUTOTBEHOTO JIEKAPCTRO.

. YamaTa Tps0Ba fa ce usruiakae ¢ S ml (1 yaeHa JIbKUYUKA) TSUHOCT WK Y2 YaeHa JIbhKHUIKA MEKa
XpaHa, KaTo TpsI0Ba J1a ce IIIbTHE IisjlaTa U3IUIaKHATA TEYHOCT, 32 JIa € CUTYPHO, Y€ € IpueTa
ms1aTa A03a. Tasu cThIKa MOXKe Jja ce TIOBTOPH TIPH HYKIA.

AKo cTe npue/iu noseye ot Heodxoaumara n03a REZOLSTA
CawpikeTe ce He3abaBHO ¢ Bammst exap, papMareBT WM MEJULMHCKA CECTpa.

AKxo cTe nponycHaym 1a npuemere REZOLSTA

Axko 3a0enexute ToBa B pamkuTe Ha 12 yaca, TpsiOBa 1a B3eMeTe TabneTkaTa He3abaBHO. BuHaru s
npuemaiite ¢ xpana. Ako 3abenexwure cjieg 12 yaca, ToraBa npoIryCHETe TO3H IIPUEM U B3eMETe
clie/IBalllUTe 1034, KakTo 00MKHOBEHO. He B3emaiite 1BoifHA 103a, 3a 1a KOMIIEHCHpATe IpOITycHaTaTa
J103a.

Axo nopbpHere ciaeq npuema Ha REZOLSTA

AKO MOBBpPHETE B pAMKHUTE Ha 4 yaca OT IIpHeMa Ha JIEKapCTBOTO, Bb3MOXKHO Hal-CKOpO TpsiOBa 11a
npuemete apyra n1o3a REZOLSTA ¢ xpana. Ako IOBBpHETE cJie]l oBeye OT 4 yaca OT IpreMa Ha
JISKapCTBOTO, TOTaBa HE TPpsOBa na npuemate apyra g03a REZOLSTA no ciieasaimoTro oOu4anHo
TUTaHUPAHO BpEMeE.
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CewpikeTte ce ¢ Bamus nekap, ako He cTe CHTYPHH KaKBO J1a IPABUTE, KOTaTo MPOIMYCHETE J103a WITH
MOBBPHETE.

He cnupaiite na npuemate REZOLSTA, npean mbpBo 1a ce KOHCyJaTHpaTe ¢ Bammus gexap
Cren KaTo JICYSHUETO € 3aI0YHATO, TO He TpsiOBa 1a ce crmpa 0e3 yKa3aHwusl OT JIeKaps.

JlekapctBara npotuB XVB moxe 1a Bu Hakapar ia ce nouyBcTBare no-nodpe. Jopwu, xoraro ce
YyBCTBaTe MO-100pe, He mpekpaTsaBaiite mpuema Ha REZOLSTA. Koncynrtupaiite ce mppBo ¢ Bamms
JeKap.

AKO UMaTe HAKaKBH JIOMTBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bammus nekap, papManeBT WM MEJULIMHCKA CECTpa.

4. Bb3MOKHH HeKeJTaHU pe€aKkuumn

Ilo BpEMC Ha JICYCHUC 3a XHNB moxe Jla HaCTBhIIM YBCINYaBaHC HA TCTJIOTO M HA HUBATa HA JIMITUAUTC
U TJIF0OKO3aTa B KPpbBTa. ToBa oTuacTu € CBBP3aHO C Bb3CTAHOBABAHC HA 3APAaBE€TO U HAYMHA Ha )KHUBOT,
a [0 OTHOLICHUEC HA JIUIMNAUTE B KPBBTA TOHAKOr'a € CBbP3aHO U CbC CaAMUTC JICKApCTBa 34 XUB.
Bammsar JICKAp LIS HAIlpaBU U3CJICABAHHNS 3a TC3U IIPOMCHHU.

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKE [1a NPECAN3BUKA HCIKCIaHU PCAKIIUN, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Ka:xere Ha Bammus Jiexap, ako pa3BueTe HAKOS OT CJIeJHATE HeKeJaHU PeaKkuM.

Crob1maBanu ca npobdiaeMu ¢ YepHHUs Apo0, KOUTO MOHAKOTa MOXKE a ca TeKKU. Bammsr nekap
TpsiOBa na Bu HampaBu n3cneaBaHusa Ha KPBBTa Ipean fa 3anouyHere edeHnero ¢ REZOLSTA. Axo
uMmaTe XxpoHuuHa HHMekus ¢ xenatuT B wiu C, BamusT nexap tpsoBa n1a Bu npau mo-uecto
KPBBHU M3CIIEIBaHMs, 3aI10TO NpHU Bac MMa no-rojsiMa BEpOSITHOCT OT Bb3HUKBAHE Ha MPOOJIEMH C
yepHUs Apo0. ['oBopere ¢ Bamms nekap 3a npu3HayTe U CUMITOMUTE, CBBP3aHHU C IIPOOIEMH C
yepHus ApoO. Hskon oT TX ca MOXBATABAHE HAa KOKaTa WK OslaTa 4acT Ha O4MTe, ThMHA ypuHa (C
UBST Ha Yail), M3MPaKHEHUSI C MHOTO CBETBJI IBSIT (M3XO0XKAaHUsI), TajieHe, IOBPBIIaHe, 3ary0da Ha
amneTHuT WK 00JKa, 00JIKa U HETIPUATHO yCelllaHe OTISICHO 1o pedpaTa.

Yecra Hexxenana peakuusi KbM REZOLSTA e kokeH 0OpuB (IT0-4eCTO KOraTo ce mpuiara B
KOMOWMHAIIMS C panTerpasup), cbpoex. OOpuBHT OOMKHOBEHO € JieK 10 yMepeH. KokHusT o6puB
MOXE CBILO TaKa Ja ObJe CUMIITOM Ha PsIIKO, TEXKO 3a00JsiBaHe. 3aTOBA € BAKHO Ja TOBOPHTE C
Bammus nekap, ako monyunte oOpuB. BammsT nekap e Bu mochBeTBa KakBo Ja MPaBUTE MPH TAKUBA
cumrrromu U nanu REZOLSTA Tpsi6Ba na ce crpe.

Jpyru Texxku HexkelnaHu peakuuu, HabnronaBanu npu 1 Ha 10 nmanuenTH, ca quaber. Br3nanenue Ha
naHkpeaca (maHkpeaTHur) ce cbo0mrasa npu 1 Ha 100 manueHTy.

MHoro gecTr HexellaH! peakluy (Moxe Aa 3acerHat noseye ot 1 Ha 10 mymm)
- rinaBooosue
- Juapusi, TaJieHe.

YecTu HEXXeNaHU peakuuu (Moke fa 3acerHat 1o 1 Ha 10 mymm)

- QJICPTUYHU PEAKIMH KaTo ChpOekK

- HaMaJleH aleTUT

- HeoOW4YaliHU ChHUILA

- MoBpbIIaHe, 00JIKa WM MOJyBaHE HA KOpeMa, HapyIIEHO XPaHOCMUIIaHe, Ta30Be

- 00JIKM B MYCKYJIUTE

- ymopa

- OTKJIOHEHHS B PE3yJITATUTE OT KPbBHUTE U3CIICABAHNUS, HAIPUMED HAKOU M3CIICIBAHMS Ha
yepHus apo0 wiu 0sOperute. Bamust nekap e Bu 00scHu ToBa.
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- ci1abocCT.

Hedectu nexxenanu peakunu (Moxke aa 3acernat 1o 1 Ha 100 gymm)

- CHUMIITOMH Ha UH(EKUIUS UK HAa aBTOMMYHHH HapyIleHHs (Bb3MaIUTENICH CHHAPOM MIPH
HUMYHHO Bb3CTaHOBSBAHE)

- OCTCOHEKpo3a (3aryba Ha KOCTHA ThKaH IMOpaau MPEKhCBaHE HA MIPUTOKA Ha KPBB KbM KOCTTA)

- YroJIeMsBaHE Ha I'bPIUTE

- OTKJIOHEHHS B PE3yJTATUTE OT KPbBHUTE M3CIIEABAHI HA TTAaHKPeaca, BHCOKO HUBO Ha 3axap,
OTKJIOHEHHS B HUBATa Ha , iunuanTe” (Mactute). Bammsar nekap me Bu o0scHE TOBa.

- QJIEPTUYHU PEAKINU KaTo KONPUBHA Tpecka (YpTHKapHs), TEXbK OTOK Ha KOXKaTa U JPyrd
THhKaHH (Hali-4ecTO Ha YCTHUTE WK Ha OYHUTE)

- TEXBK 00pUB ¢ 00pa3yBaHe Ha MEXYpH H JIIOILICHE Ha KOKaTa, 0COOCHO OKOJIO yCTaTa, Hoca,
OUYUTE U MOJIOBUTE OPTaHU.

Penxu nexxenanu peaxiyu (Moxe na 3acerHat 1o 1 Ha 1 000 mymn)

- peaktus, HapedeHa DRESS [Texxbk 00pHuB, KOWTO MOXKe 11a Ob/Ie TPUIPYIKEH OT BUCOKA
TeMIIepaTypa, yMopa, oyBaHe Ha JIMLETO WX JIUM(HHUTE Bb3JIH, yBEIHMYaBaHE HA
eo3uHO(UIMTE (BU OCITU KPHBHH KIETKH), €DEKTH BBPXY YEpHUs Ipod, ObOpennTe nim
Oenute 1poboBe]

- 0B0peyHO 3a00MsIBaHE B CIIEJCTBHE Ha 00pa3yBaIUTE c€ KPUCTAIH B ObOpEKa B pe3ysTaT OT
JICYCHUETO C JapyHaBUP.

Hexxenanu peakuyy ¢ HEM3BECTHA YECTOTA: OOPUB, KOMTO MOJKE J1a CTAaHE TEXXBK MM MOTEHIIUATHO

JKUBOTO3aCTpalIaBalll;

- 00pHB C MEXYpH H JIIOIIEHE Ha KOXKaTa 0 TOJIIMa YacT OT TSIIOTO

- YyepBeH 0OPHB, IOKPHUT C MAJIKH ITBJIHH C THOHM MOIYTHHH, KOUTO MOTAT Ja Ce Pa3pOCTPaHIT MO
TAJIOTO, MTOHSAKOTA C TPECKA.

Hsxou HexxenaHu peakuMy ca TUIIMYHMU 32 JekapcTBaTa cpeury XMB, kouto ca oT cblara rpyna

kakto REZOLSTA. Toga ca:

- MyCKyITHa 00JIKa, 9yBCTBUTEITHOCT WX CJIa00CT. B peaku ciyyan Te3n MyCKyJTHH HApYIICHUS
ca OWII CepHO3HH.

Cho01aBaHe Ha HeKeJIAHH pPeakIuu

AKO TIOJTyYUTE HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEaKInH, yBemoMere Barst nekap, hapMaieBT win
MEIMIIMHCKA cecTpa. TOoBa BKIIFOUBAa BCHYKU Bb3MOXHH HEOIHMCAHU B Ta3W JTUCTOBKA HEXKEIaHU
peakimu. MoxeTe ChIIOo JIa ChOOIIUTE HEXKENAHH PEaKIMU TUPEKTHO Ype3 HAI[MOHATTHA cCUcTeMa 3a
choOIIaBaHe B

W3nbaHuTeIHA areHIus 10 JIeKapcTBaTa

yi. ,,Jlamsia 'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo crobmiaBaTe HexenaHu peakiui, MOKETE J1a IaJIeTe CBOs IIPUHOC 3a MoJydyaBaHe Ha TTOBEUE
uHGOpMAIUSI OTHOCHO 0€30MMacHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak na cexpansiBate REZOLSTA
[la ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JICLA.

He u3non3BaiiTe ToBa JIeKapcTBO Ciie]] CPOKa Ha TOHOCT, OTOEIsI3aH BEPXY KaPTOHEHATA ONAaKOBKa H
oytunkara cien “lI'omen 10:“. CpoKBT Ha TOMHOCT OTIOBAps HA MOCIETHUS JEH OT TIOCOYCHHS MeCeTl.

He u3non3Batite ToBa JICKapCTBO 8 CSAMUIU CJIICA MBPBOHAYAIIHOTO OTBAPAHC Ha 6YTI/IJ'IKaTa.

126


http://www.bda.bg/

a me ce cexpansgsa Hax 30°C. CrxpaHsBaiiTe B OpUTHHAIHATA OTIAKOBKA, 32 JIa CE MPEa3d OT
cBetimHA. KoHTEHHEPHT 3a abcopOupaHe Ha KUCIOPOI MOXKE J1a ObJIe OTCTPAHEH CJICT OTBapsHE.

He u3xBbprsiiTe nekapcTBara B KaHAIK3AIMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbIIN.
ITormuratiTe Bamus dhapmarieBT Kak J1a U3XBBPIISITE JIEKapCTBATa, KOUTO Beue He m3mo3Bare. Te3un
MEpKH IIIe CTIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.

6. Cun)pmalme Ha OnMaKOBKaTa M JOIIbJHHUTEC/IHA mldmpMamm

Kakso ceabpxa REZOLSTA

- AKTUBHHM BellIeCTBA: JapyHABUP M KoOuuctaT. Besika Tadnetka chabpxa 600 mg napyHaBup
(xato eranoxnar) u 90 mg koOHUUCTAT.

- Hpyru ceeraBku: 6e3BoAeH KojouaeH cuianuueB nuokeua (ES51), MukpokpucranHa nemynosa
(E460(1)), cunmuduipana Mukpokpucraitna reynosa (E460(i)), kpockapMenosa HaTpuit
(E468), maruesues creapat (E572), marurton (E421), apomar Ha sirona (chabpKary
KOMITOHEHTH Ha ecTecTBeH apomart, Mmantoaekctput (E1400), Mmonuduuupano napeBU4HO
numecre (E1450) u cpenHoBepkeH TpUriuuepun), cykpaiosa (E955). @unmoBoTo mokpurue
CBhIBpKA TTUIEPOTIOB MOHOKampmiokamnpat Tan 1 (E471), Mmakporoyi-moyii(BUHHUIIOB aJIKOXOJI),
npucajneH cenonumep (E1209), monmmBUHUIIOB allkoXoI - 9acTHYHO xuaponusupas (E1203),

tank (E553b), tutanos auokcun (E171), bt sxene3eH okcup (E172) u uepeH xene3eH oKcH
(E172).

Kak n3rae:xxna REZOLSTA n kakBo CbAbp:Ka 0IIAKOBKATA

YepBeHrKaBo-THJIaBa OBajiHa (GHiIMUpaHa Tabierka ¢ o3HaueHue "690" ot eqnata ctpana u "TG" ot
npyrara ctpana. 30 TabJeTKH B IJ1acTMacoBa OyTHIIKA (¢ KOHTEHHEp 3a abcopOupaHe Ha KUCIOPOI,
KOWTO MOJKE J1a C€ OTCTPAHU Clie OTBapsiHe). AOCOpPOephT Ha KHCIOPO Ce ChbpIKa B OT/CIICH
KOHTeWHep u He TpsiOBa Jja ce MOTITbIIA.

IIpuTexaTes Ha pa3pelieHUETO 3a ynorpeda
Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

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

3a JonbIHUTETHA HHGOPMALUS OTHOCHO TOBA JIEKAPCTBO, MOJISL, CBBPXKETE CE C JIOKATHHS
IPEICTaBUTEN Ha MPUTEKATEIS Ha pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/T¢él: 0800 93 377 Tel: +370 5 278 68 88
info_belux@.jnj.com It@jits.jnj.com

Bbnarapus Luxembourg/Luxemburg
LJkoHCHH & J[xorchH bearapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: 800 29 504
jjsafety@its.jnj.com info belux@.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com
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Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
medinfo-de@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

Elrada

Janssen-Cilag ®oppokevutiky Movorpocmmnn

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

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(@yvistor.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

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00

jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

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
Ttn: +46 8 626 50 00
jacse@its.jnj.com
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Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

Jara Ha mocieqHo npepasriieskiade Ha Juctoskara 08/2026

[ToapoOHa uHOpMaIKs 3a TOBA JIEKapCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus
o jekapcreara: https://www.ema.europa.eu.
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