HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

EDURANT 25 mg ¢pmimupanu tabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika ¢punMupana tabjaeTka Chabpika pUIMHBHPHHOB xuppoxmopuz (rilpivirine hydrochloride),
€KBHMBAJICHTEH Ha 25 Mg PUITUBUPHH.

IToMOIITHO BENIECTBO ¢ U3BECTHO JICHCTBHUE
Bcesika punvupana tabnetka chabpika 56 mg 1akTo3a MOHOXHUAPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Odunmvupana TabneTka
Bsina o mourtu Osiia, KpbIiia, TBOMHOU3bKHANIA (UIMHUPaHa TabjeTKa ¢ TuaMeTsp 6,4 mm u
BIUTLOHATO penedHo o3Hayenue ,,IMC” oT eqHara cTpaHa u ,,25” OT ApyraTta.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHUYHU MOKA3ZAHUS

EDURANT B koOMOHMHAIMS C IPYTH aHTUPETPOBUPYCHH JIEKAPCTBEHH MPOAYKTH € TIOKa3aH 3a JieueHHe
Ha uHpeKIHs ¢ YoBemKkH nmyHoaeduiturer Bupyc tun 1 (HIV-1) npu HenekyBanu ¢
AHTHPETPOBUPYCHHU CPEJICTBA MAMEHTH Ha 12 rOJUHH U [TO-BB3PACTHH C BUPYCEH TOBAP

<100 000 HIV-1 PHK komus/ml.

Ynorpebara Ha EDURANT Tpsi6Ba na ce ppKOBOIM OT FEHOTHUITHO M3CJIEIBAHE 33 PE3UCTEHTHOCT (BXK.
Touku 4.4 u 5.1).

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

Tepanusra TpsiOBa J1a ce 3aM04HE OT JieKap ¢ onuT B JeueHnero Ha HIV undexmus.

2!03I/I[ZOBKa

[Ipenopbunrennata noza EDURANT e eqna tabnerka ot 25 Mg, mpueTa BEAHBXK AHEBHO.
EDURANT tpsioBa 1a ce mpuema ¢ XpaHa (BX. Touka 5.2).

Kopueupane na dozama

3a manueHTH, MoJTyYaBally ChIIbTCTBAIIO JieueHne ¢ pudadytun, nozata Ha EDURANT tpsiOBa na ce
yBesnan Ha 50 Mg (1Be TabneTku oT 1Mo 25 My Besika) BeAHBK qHEBHO. Crie/ Kpas Ha ChIIbTCTBAIIOTO
nedenue ¢ pudadyTuH, no3ata Ha EDURANT TtpsiOBa na ce Hamaiin Ha 25 MY BEAHBK THEBHO (BXK.
Touka 4.5).

Iponycuama 0o3a

B ciyuaii ue manmenTsT nporyche 1o3a EDURANT B pamkute Ha 12 yaca cien o0nuaifHOTO Bpeme
3a IpUJIOXKEHHE, TPSAOBA JAa pUeMe JIEKapCTBOTO € XpaHa Bb3MOXKHO Ha-CKOPO U J1a Bb30OHOBH
oOnyaifHaTa cxema Ha nmpujarade. AKo narueHTsT nponycHe g103a EDURANT 3a moeeue ot 12 4aca,
He TpsiOBa J1a mpreMa MpoIycHaTara /1034, a Jia [MOJJHOBY IpreMa 1o oOnJaiiHaTa cxema Ha MpHjiarase.



AKO manMeHTHT MOBBPHE B paMKHTE Ha 4 yaca ciieji mpreMa Ha JIEKapCcTBOTO, TPsOBa J1a mprueme
npyra tabnetrka EDURANT c xpana. Ako manueHThT IOBBPHE ClIe]] TToBede OT 4 Jaca ciie/1 preMa
Ha JIEKapCTBOTO, He TpsiObBa na npuema apyra noza EDURANT no crenBamara go3a no obuvaiiHara
cxema.

CrernyaisHu oIy IAIHA

Cmapuecka 6v3pacm

HNudopmanusra 3a ynorpedba Ha EDURANT npu narpenTs Ha Bh3pact > 65 roiuHu ¢ orpaHryeHa.
He ce u3ucksa kopurupane Ha gozata Ha EDURANT npu manuenTH B cTapuecka Bb3pacT (BiK.
touka 5.2). EDURANT Tpsi0Ba a ce npuiara ¢ NHOBUIICHO BHUMAHKE TIPH Ta3H MOIYJIalusl.

bvopeuno yepesicoane

EDURANT e npoyueH npeguMHO IIpH NaldeHTH ¢ HopMaiHa 0b0peuna gpynkuus. He ce n3ncksa
KOPUTHPAHE Ha 103aTa Ha PUIIMBUPHH IPH NMALMEHTH C JIEKO WM yMEPEHO ObOPEUHO yBpEKIaHe.
PunnuBupuH TpsiOBa 1a ce mpuiiara ¢ BHUMaHKE MPH MALMEHTH € TEXKO ObOPEeUHO YBpeKAaHe Uil
TepMUHalHa ObOpedHa HeAOCTaTHUHOCT. [IpH MalueHTy ¢ TeKKO ObOPEUHO YBpeXKIaHe TN
TepMHHAJIHA ObOpedHa HEJOCTATHPYHOCT KOMOWHAIIMATA OT PHIIMTMBUPHH U MOIIICH MHXHOUTOP Ha
CYP3A (mamp. ycunen ¢ purorasup HIV mpoTeasen naxubuTop) TpsdBa 1a ce mpuiara, caMo ako
1oJ3aTa HaJ[BUIIaBa PUCKa (BXK. TOYKa 5.2).

JleueHHeTo C PUIIIMBUPHH BOJH JI0 PAHHO HE3HAYMUTEIHO MMOBUILIABAHE HA CPEAHHUTE HUBA HA
CepYMHHUS KPEaTUHUH, KOETO OCTaBa CTA0MIHO BbB BPEMETO U HE CE€ CUMTA 32 KIIMHUYHO 3HAYUMO (BXK.
Touka 4.8).

YeproopobHo yspexcoane

HNudopmarusta 3a ynorpedbata Ha EDURANT mipu naieHTH ¢ JIEKO WM YMEPEHO YEPHOAPOOHO
yBpexaane (Child-Pugh ckop A unu B) e orpannuena. He ce u3nckBa kopurupase Ha j103ara Ha
EDURANT npu narnueHTu ¢ J1eKo Uik ymepeHo dyepHopooHo yBpexnane. EDURANT tpsioBa na ce
npuiara ¢ IOBUILIEHO BHUMaHKE NPH MalUeHTH ¢ yMepeHo YepHoapoOHo yBpexnane. EDURANT ne
€ MPOyYBaH MPH MAIUEHTH ¢ TEXKKO uepHoapodHo yBpexkaane (Child-Pugh ckop C). 3arora He ce
npenopbyBa npunoxkenneto Ha EDURANT npu manueHTH ¢ TeXKO YepHOIPOOHO YBpekIaHe (BK.
Touka 5.2).

Ieouampuuna nonyrayus
bezomacHoctTa 1 edmkacHoctta Ha EDURANT mipu nienia Ha BB3pact < 12 ronuHu Bee orie He ca
yCTaHOBEHHU. JIUICBAT JaHHU.

bpemennocm

ITo Bpeme Ha OpeMEHHOCT € Ha0JII0JaBaHa MTO-HUCKA eKCITO3HIINS Ha PUIIMMBUPUH, TTOPaId TOBA
BUPYCHUST TOBap Tps0OBa j1a ce mpocie/siBa BHUMATEIHO. ANTEPHATHUBHO, TPAOBA J]a ce IOMHCIH 32
NpeMHHaBaHe KbM JIpyra CXeMa Ha aHTHPETPOBUpYCHa Tepanus (Bxk. Touku 4.4, 4.6, 5.1 u 5.2).

HauuH Ha npunoxxenue

EDURANT Ttps6Ba na ce mpruema rnepopajiHo, BEIHBXK THEBHO ¢ XpaHa (BX. Touka 5.2). [IpenopbuBa
ce (mmMHupaHara TabJeTKa Jja ce I'bJITa IsU1a ¢ BOAA M 1a HE CE IbBUE WIIN pa3dyIiBa.

4.3 TIlpoTuBomoOKa3aHHUsA

CBp’bX‘IyBCTBI/ITeHHOCT KBbM aKTUBHOTO BCIIICCTBO WJIHN KBM HIAKOC OT ITIOMOIIIHUTE BCIIIECTBA,
n30poeHu B Touka 6.1.

EDURANT ne Tpsi6Ba f1a ce mpuiara B KOMOWHAIHS ¢ U30pOEHHUTE TIO-A0TY JIEKAPCTBEHH MPOIAYKTH,
TBHHU KaTO TIa3MEHUTE KOHIICHTPAIIMN Ha PUJITTUBUPUH MOXKE 3HAYUTEITHO Ja CE MOHIKAT (B pe3ysiTaT
Ha uHIynHupaHeto Ha en3uma CYP3A mnu moBuimaBaHeTo Ha cromMamHoTo pH), KoeTo Moxe na
noBezie 10 3aryba Ha Tepanestiunms epekt Ha EDURANT (8. Touka 4.5):



- AHTUKOHBYJICAHTUTE KapOaMa3enuH, okckapOa3enuH, henodapOuTai, GeHUTOUH

- AHTUMHKOOAKTEPHUATHUTE CPEACTBA puaMIuIHH, prubaneHTHH

- MHXUOWUTOPH Ha MPOTOHHATA ITOMITa KaTO OMENpPa3oJl, €30MeNpasoll, JaH30pa3ol,
MaHTOMpPa30J1, padenpas3o

- CHUCTEMHO TPUJIAraHUSIT TTFOKOKOPTUKOM]] IEKCAMETa30H, OCBEH KaTO JICYSHUE ¢ eIMHIYHA J]032

- KBAT Kautapuo (Hypericum perforatum).

4.4 ChoeuuajaHu mpeaynpesaeHus U Npeana3Hil MepKH NP4 ynorpeda

Bupycoaoruues HeycIieX U pa3BUTHE Ha PE3UCTSHTHOCT

EDURANT He e omieHeH Ipy NAIMEeHTH C MIPEIX0JeH BUPYCOIIOTUYECH HEYCIIeX Ha Apyra
aHTHpeTpOoBUpYycHa Tepamus. CIUCHKBT ¢ PUINMBUPUH-PE3UCTEHTHOCBBP3aHN MyTalluH, U3JI0KEH B
Touka 5.1, TpsiOBa a cyu eAMHCTBEHO KaTo Hacoka rpu ynotpedbata Ha EDURANT B momynanusra
Ha HEJICKyBaHU JI0CeTa MalueHTH.

B cOopHust ananu3 Ha ganHuTe 32 erukacHoCcT oT npoyuBanusita ®aza |1l mpu BB3pacTHH B
NpObDKeHNE Ha 96 ceIMUIN MAIMEHTHUTE, JICKYBaHU C PUIIMHBUPUH, C U3XOJICH BUPYCEH TOBAp

> 100 000 HIV-1 PHK xomust/ml ca u3j105KeHH Ha TO-TOJISIM PUCK OT BUpycoJoruieH Heycrex (18,2%
¢ pwimuBHpHUH cipsiMo 7,9% c edaBupeHIl) B CpaBHEHUE C TE3U C U3XOJICH BUPYCEH TOBAp

<100 000 HIV-1 PHK komusi/ml (5,7% c punnusupus cripsmo 3,6% ¢ edaBupeni). [To-romnsm prck
OT BHPYCOJIOTHYEH HEYyCIEX, IPH MAlMeHTUTE B PAaMOTO Ha PHIIIMBUPHUH, Ce HaOJI01aBa Npe3 IIbPBUTE
48 cenMuIM OT Te3U MPOyYBaHus, (BXk. Touka 5.1). [TanueHTn ¢ U3X0IeH BUPYCEH TOBAp

> 100 000 HIV-1 PHK xomnusi/ml, KouTo ca UMalii BUPYCOJOTHUYECH HEYCIIEX, JEMOHCTPUPAT
H0-BHCOKA CTETIEH Ha PE3UCTEHTHOCT KbM KJIaca Ha HEHYKJICO3HIHNUTE HHXUOUTOPU HA 0OpaTHaTa
tparckpuntasza (NNRTI) B pesynrar Ha tedennero. [loBeue manueHTH ¢ BUPYCOIOTHYEH HEYCIIEX MIPH
ynoTpebaTta Ha pUIMUBUPHUH, OTKOJIKOTO TE3U C BUPYCOJIIOTHYEH HEycIleX pH yHnoTpedara Ha
ehaBUPEHII, Ca Pa3BUIM JTAMUBYIHH/€MTPUIIMTAONH-CBBP3aHa PE3UCTEHTHOCT (BXK. Touka 5.1).

Pesynrarute ot npoyuBane TMC278-C213 npu ronom (0T 12 10 mo-mManko ot 18 roanHu) KaTo 110
ca B ChOTBETCTBHE C T€3U JIAaHHU (3a MOJPOOHOCTH BXK. TOuKa 5.1).

Camo 1oHOLINTE, 32 KOUTO CE€ CUMTA, Y€ LIe Ce MPUIbPKAT J0Ope KbM CXeMaTa Ha JICUEHHUE ¢
AHTHPETPOBUPYCHU CPEJICTBA TPSIOBA Ja Ce JIEKYBaT C pUIINIMBUPUH, Thi KaTO HEJOOPOTO cria3BaHe Ha
JICYCHUETO MOXKeE Ja JOBEJE 10 Pa3BUTHE HA PE3UCTEHTHOCT U 3ary0a Ha ObAeH Bb3MOXKHOCTH 32
JICYCHHE.

KakTo u npu ocTaHaTUTE aHTUPETPOBUPYCHH JICKAPCTBEHU MPOAYKTH, yoTpedaTa Ha PUITMBUPHH
TpsiOBa J1a ce PHKOBOM OT TECTOBETE 3@ PE3UCTEHTHOCT (BXK. Touka 5.1).

CbpaeYHOCHI0BA CUCTEMA

IIpu no3u, HagBumaBamny teparnesTnyHarta (75 n 300 mg BeAHBXK THEBHO), yroTpebaTa Ha
PWITIMBUPHH Cc€ CBBP3Ba ¢ yabibkaBane Ha QTc uatepBana Ha enekrpokapauorpamara (EKD) (Bxk.
touku 4.5, 4.8 u 5.2). EDURANT B npenopbunTenHara j103a ot 25 mg BEeIHbXK AHEBHO HE Ce CBbP3Ba
¢ KIMHUYHO 3HaunM edekT Bbpxy QTC unrepsana. EDURANT Tps6Ba na ce nmpunara ¢ BHUMaHUe,
KOTaTo ce yrnoTpeOsBa eHOBPEMEHHO C JIEKAPCTBEHH MIPOIYKTH C YCTAHOBEH PUCK OT IOsIBA HA
Torsade de Pointes.

CI/IHZIDOM Ha UMYHHA PCaKTHBAIIUA

[Ipu HIV-undexTupany naiueHTy ¢ TeXXbK UMyHeH Aeduuut npu 3anouaHe Ha CART moxe na ce
MOSIBY BB3MAJUTENHA pEakUsl KbM aCHMIITOMHHU WJIN OCTaTbYHHU ONOPTIOHUCTUYHM MATOTEHU, KOSITO
MOJKE /1a JIOBEJIE /IO CEPHO3HU KIMHUYHH ChCTOSIHUS MIIM JIO BIIOIIaBaHE Ha cCHMITOMUTE. Te3n
peakiuy OOMKHOBEHO ce Ha0II0JaBaT B pAMKHTE Ha ITBPBUTE HIKOJIKO CEIMUIIA UITU MECEIH CJIe]T
Hauganoto Ha CART. [Ipumepn 3a ToBa ca UTOMETATIOBUPYCHHUAT PETHHUT, TEHEPATU3UPAHU H/HITH



OTHHIIHA MUKOOaKTepraaHy nHpekmnn u Pneumocystis jiroveci maeBMonust. BcHuky Bh3MaIATETHA
CHMIITOMHM TPsIOBa JIa Ce OIEHSAT | JIa Ce 3aIll0YHe JICYeHHe, KOraTo € He0OX0IUMO.

B ycnoBusiTa Ha IMyHHO peakTUBHpaHE ce ChOOIaBa ChILO 32 Pa3BUTHE HA ABTOMMYHHU HapyIICHHS
(xato 6onect Ha Graves ¥ aBTOMMYHEH XeTaTuT); 00ade, BpEMETO JI0 HACTHIIBAHETO MM, KOETO Ce
ChOOIIaBa € MO-MIPOMEHIIMBO M Te3M ChOUTHS MOXKE Jla Ce CIIy4aT MHOTO MECEIIU CJIe]| 3alo4BaHe Ha
JedeHuero (Bx. Touka 4.8).

bpemennocm

EDURANT Ttpsi6Ba na ce n3nomn3Ba 1o BpeMe Ha OpEMEHHOCT CaMO aKko IMOTEHIMATHATA 0132
ompasaBa MOTeHIMATHUS pUCK. [1o Bpeme Ha OpeMEeHHOCT ca HaOI0JaBaH! TO-HUCKU €KCIIO3UIUN
Ha PUINMBHUPHH, KOTAaTO € TIPUeMaH PUIMUBHPUH 25 MQ BeHBX AHEeBHO. B npoyuBanusrta daza ||
MO-HHUCKA SKCTIO3UIMSI Ha PHJITMBUPHH, TO100HA Ha HaOJII0JaBaHaTa Mo BpeMe Ha OpeMEHHOCT, ce
CBBP3Ba C MMOBHIICH PUCK OT BUPYCOJIOTHYEH HEYCIEX, IOpaay TOBa BUPYCHUST TOBap TpsiOBa 11a ce
mpocieasBa BHUMaTenHo (BK. Touku 4.6, 5.1 u 5.2). AnreprartusHo, TpsiOBa J1a ce IIOMKCIIH 32
MIpeMHUHABaHe KbM JIPyTra CXeMa Ha aHTUPETPOBHUPYCHA TEPATIHsL.

Baxxna uadopmarms otHocHo Hikou oT cbeTaBkute Ha EDURANT

EDURANT cpabprka makro3a. To3u IekapcTBEH MPOAYKT He TPSOBaA [1a ce MpHeMa OT MAIHEeHTH C
pelKy HacIeCTBEHU 3a00sIBaHNS HA HETIOHOCHMOCT KbM TajlakTo3a, Lapp iakrazeH IeQHUIuT Ui
TJIIOK030-TalaKTO3Ha Manadbcopouusl.

4.5 BzaumoaeicTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru (opMHU HA B3auMo/elicTBHE

JlekapcTBEHM IPOAYKTH, KOUTO ITOBIMIBAT EKCIO3UIMATA HA PYINMBUPUH

PunmuBupuH ce Metabonmsupa ocHOBHO oT utoxpoM P450 (CYP)3A. JlekapcTBeHUTE IPOAYKTH,
KOUTO UHAyIUpaT wid uaxuoupar CYP3 A, Morar 1a noBIUsAT KIMPHhHCA HA PUIMUBUPHH (BXK.
touka 5.2). I[Ipu emHOBpEeMEHHO MPUITOKEHHUE Ha PUINMBUPUH M JIEKAPCTBEHH MTPOTYKTH, KOUTO
uaaymupar CYP3A, ce HaOnroaBa HamalsiBaHe Ha IJIa3MEHHUTE KOHIICHTPAINY Ha PUIIITUBUPYH,
KOETO MOYKE JIa HaMaJli TeParieBTHYHUS e(PEKT Ha PUITMBUPHH.

[Tpu eqHOBPEMEHHO TPUIIOKECHUE HA PUIITMBUPHH U JICKAPCTBEHH MTPOJAYKTU, KOUTO MHXHOUpAT
CYP3A, ce HabnroaBa MOBHIIABaHE HA TDIA3MEHHUTE KOHIIEHTPAIMK Ha PUIITUBUPHH.
EMHOBPEMEHHOTO MPUIIOKEHHE HA PUIITTMBUPHH U JICKAPCTBEHHU MPOJYKTH, KOUTO MOBHIIIABAT
cToMantHoTo pH, Moxe 1a J0Be/ie 10 HaMaJICH! TUTa3MEHU KOHIICHTPAIMK Ha PUIITMBUPHH, KOCTO
MO’K€ TIOTEHITMAITHO J]a HaManu TepareBTuaHus epext Ha EDURANT.

JlekapCTBEHU MPOJYKTH, KOUTO CE MOBIHUIBAT OT NPUJIOKEHHUETO HA PUIITUBUPUH

PunmnuBupuH B 1032 25 mg BeJIHBK THEBHO HAMA KIMHUYHO 3HAYUM e(eKT BbPXY SKCIIO3HIUSTA Ha
JIeKapCTBEHU MPOAyKTH, MeTtabomm3upanu ot CYP ensumure.

PunnuBupun naxubupa P-riukonporenna in vitro (ICsoe 9,2 uM). B kiimHu4HO npoy4yBaHe
PUJINMBUPHH HE TIOBIIUSIBA 3HAYMMO (hapMaKOKHHETHKATa Ha JUTOKCHH. BhIpeku ToBa, He MOXKe Ja
O'b/Ie HAITBJTHO U3KIIIOYEHO, Y€ PHINMBUPHH MOXKE J]a TOBUIIH EKCIIO3UIIUATA Ha JIPYTH JIEKapCTBa,
TPaHCIIOPTUPAHH OT P-TIIMKOIIPOTENHA, KOMTO Ca O-YyBCTBUTEIHN KbM HHXUOUpPAHE HAa YPEBHHS
P-ruKonpoTenH, KaTo Hanpumep qaburaTpaH eTeKCUaT.

PuimmuBupuH e in vitro naxuburop Ha tpancroprepa MATE-2K ¢ ICs ot < 2,7 nM. Knnanunute
HOCJICIUIIM OT Ta3M HaXOJKa Ca IOHACTOSIIEM HEN3BECTHH.

YcTaHOBEHUTE U TEOPETUYHH B3aMMOJICHCTBUS C N30paHu aHTUPETPOBUPYCHHU U
HEaHTHPETPOBUPYCHH JIEKAPCTBEHH MPOIYKTH ca M3noxkeHd B Tabnmma 1.

Tabruya Ha e3aumoodelicmeuama
[Ipoy4Banus 3a B3aMMOICHUCTBUATA Ca IPOBEXKIAHU CaMO IPH Bb3PACTHH.

BzanMopeiicTBrATa MEX Ty PHIMTUBUPUH U €THOBPEMEHHO MPUJIaraHy JEKapCTBEHU MPOIYKTH ca
Mpe/cTaBeH: B Tabnuma 1 (MoBUIIaBaHETO € TIOCOYEHO C ,,1”, MOHMKAaBaHETO — C ,,| ", 6€3 MpOMSsHA — C
5>, HETIPHIIOXKUMO — ¢ ,,NA” U JOBEpHUTEITHUAT HHTEepBai ¢ — ,,CI”).



Ta6auna 1: BBAUMOJIEMCTBHUS U TIPEINIOPHUYUTEJIHHU 103U C IPYT'U JIEKAPCTBEHH

MPOJAYKTH
.HeKapCTBeHl/I NPOAYKTH IO B3aHMOHeﬁCTBHH [Ipenopmm OTHOCHO
TEePaleBTUYHU I'PyIIA CpeuHa reoMeTpuviHa npomMsina €IHOBPEMEHHO IMPUJIOKECHUE
(%)

IMPOTUBOUH®EKIIMO3HU CPEACTBA

AHTHPETPOBUPYCHH CPeCTBA

HIV NRTIs/N[t]RTIs

JNupano3un**
400 mg BeAHBK JTHEBHO

mumanosna AUC 1 12%
IaaHo3uH Cpin NA
IIaHO3HUH Crax <>
prwmuBupuH AUC <
pumuBUpUH Chin <>
puinuBUPUH Crax <

He ce usuckpa kopurupasne Ha
nmo3ara. Jlunano3uH TpsAOBa 11a ce
mpreMa Haif-MaJKo 2 Jaca mpean
WM Ha-MaJIko 4 Jaca ciiern
MPWIOKEHNUETO HAa PUIINNBUPHH.

Tenodorup nuzonpokcui *#
245 mg BeIHBXK JTHEBHO

tenodosup AUC 1 23%
TeHOPoBHUP Cmin T 24%
TeHOPOBHUP Cmax T 19%
puwinuBupuH AUC <
pwinuBUPUH Crin <>
pyuInuBUPUH Crax <>

He ce u3uckna KOpUTUPAHEC Ha
Jo3aTta.

Hpyru NRTI

(abakaBup, eMTpHIUTAONH,
JIAMUBYJIVIH, CTaBYAUH 1
3UJIOBYJIMH)

He e npoyueno. He ce ouakBat
KIIMHUYHO 3HAYMMH B3aUMOJCHCTBHS
OT TUINa "JeKapCcTBO-JIEKApCTBO".

He ce usucka kopurupase Ha
J103aTa.

HIV NNRTI

NNRTI
(memaBuApwUH, eaBUPEHIL,
€TpaBUPUH, HEBUPAIINH)

He e npoyueHo.

He ce npenopruBa
€IHOBPEMEHHOTO IIPUIIOKEHIEC
Ha pwmuBUpuH c apyru NNRTI.

HIV Pl — ¢ eonospemenno npunodicenue na nucka 003a pumoHagup

JlapyHaBup/pUTOHABUP**
800/100 mg BeHBK AHEBHO

napyHasup AUC <
napyHaBup Cmin | 11%
napyHaBup Cmax <>
pwmusupuH AUC 1 130%
punuBupuH Cmin T 178%
puinuBUPUH Crax T 79%

(unxubupane Ha CYP3A ensumure)

JlonHaBUp/pPUTOHABUD
(MeKa jXelaTHHOBA KaricyJia)*"
400/100 mg 1Ba IbTH AHEBHO

snonuHasup AUC <
normHAaBHP Crin | 11%
sonuHaBUP Cmax <>
pumuBupuH AUC 1 52%
prmuBUpUH Chin T 74%
prumuBUPUH Crax T 29%

(uaxubupane Ha CYP3A ensumure)

Hpyru notenmpanu
npotea3an uaxuoutopu (PI)
(atazanaBUp/pUTOHABHD,
(o3amMmpeHaBup/pUTOHABHD,
CaKBHHABUP/PUTOHABHD,
TUIPaHABUP/PUTOHABUD)

He e npoyueHo.

EnHOBpEeMEHHOTO NPHIIOKEHNE
Ha PUJIMTUBUPHUH C YCUIICHH C
PUTOHABHP NMPOTEA3HH
naxuburopu (PI) Boxu 1o
MOBHIIIaBaHE Ha IIa3MEHUTE
KOHIIEHTPAIMH Ha PIIITUBUPHUH,
HO HE ce M3UCKBa KOPUTHUpaHe Ha
J103aTa.

HIV Pl — 6e3 ednospemenno npunodcenue Ha HUCKA 003a pUMOHABUD

Henorenuupanu PI
(arazanaBup, ho3aMIpeHaBup,
WHJMHABUD, HeNpHUHABUD)

He e npoyueno. OvakBa ce noBuIieHa
€KCIIO3HIIUS Ha PUIIITHBHPHH.

(uaxubupane Ha CYP3A enzumure)

He ce n3ucksa KOpUTrupaHe Ha
Jo3aTta.

CCRS5 anmaconucmu

Mapasupox

He e mpoyueno. He ce ouakar
KJIMHUYHO 3HAUYUMHU JIEKapCTBEHU
B3aMMOJIEHCTBHSL.

He ce usuckna KOpuUrupaHe Ha
Jo3aTta.




HIV Uuxubumopu na mpancghepa na unmezpasnama eepuea

PanrerpaBup™

panrerpasup AUC 19%
panrerpaBup Cmin T 27%
panrerpaBup Cmax T 10%
puwinusupuH AUC «
pwinuBUpUH Cpin <>
pUAMHUBUPHH Crnax <

He ce uzuckga KOpurupaHe Ha
Jo3aTta.

Jpyru aHTHBHPYCHH CpeJICcTBa

PubaBupun

He e npoyueno. He ce ouaksat
KITMHAYHO 3HAYNMH JICKapCTBEHH
B3aUMOICHCTBHSI.

He ce u3uckBa kopurupase Ha
nosara.

Cumenpesup* cumernpesup AUC « He ce u3uckBa kopurupase Ha
cumernpeBup Cpin <> Jo3ara.
cumenpeBup Cmax T 10%
prwmuBupuH AUC
punmuBUpUH Crin T 25%
pIUBUPUH Crax <>
JAPYT'U CPEJCTBA
AHTUKOHBYJICAHTHU
Kap6amazenun He e mpoyueno. OuaxBar ce PunnuBupuH He TpsiOBa na ce
OxckapbazenuH 3HAYUTEJIHU IOHWKEHHS B npuiiara B KOMOMHAIMS C TE3H
denobapOuTan IUIA3MEHUTE KOHIIEHTpAIMU Ha AQHTUKOHBYJICAHTH, Thi KaTo
denuronH PWINHBUPHUH. €/IHOBPEMEHHOTO NPUIIOKECHUE
MOJKe J1a TOBeJie 10 3aryba Ha
(unpyuupane Ha CYP3A ensumure) TepaneBTHIHUS e(heKT Ha
puInUBHPHH (BX. Touka 4.3).
MPOTUBOI'bBUYHU A30JIN
Kerokxonazomr*# kerokoHazon AUC | 24% Korato punnuBupuH ce npunara

400 mg BeAHBK JTHEBHO

KeToKoHa30JI Cnin | 66%
KeTOKOHA301 Crax <>

(menymupane Ha CYP3A, mpmxamo

C€ Ha BUCOKH JO3H PHIINMMBUPHH B
HPOYYIBAHETO)

punnuBupud AUC 1 49%
punnuBupuH Crin T 76%
punnuBupuH Cmax T 30%

(unxubupane Ha CYP3A enzumure)

B IIPEMOPBUYMTENHA /1032 OT
25 mg BeHBX JHEBHO,
€/IHOBPEMEHHO C KETOKOHA3011,
HE Ce U3UCKBA KOPUTHpaHE Ha
mo3aTa.

DiyKoHa3011

Urpakonazon
[No3akonazon
Bopukonason

He e npoyueno. EnnoBpemennara
ynotpe6a Ha EDURANT ¢
MIPOTUBOI'BONYHY a30JTH MOXKeE J1a
JIOBeJIe JI0 TIOBUIIABAHE Ha
IUTa3MEHUTE KOHIIEHTPAINH Ha
PHITUBUPHUH.

(uaxubupane vHa CYP3A ensumure)

He ce u3uckBa xopurupase Ha
Jio3ara.

AHTUMHUKOBAKTEPUAJIHA

CPEJICTBA

Pugabytuna*
300 mg BemHBK JHEBHO

300 mg BerHBX JHEBHO
(+25 mQ BenHBK THEBHO
PHIMUBUPHH)

pudadyrna AUC «
pudabytut Cmin <>
prhabyTH Cmax <>

25-0-nezanetnin-pugadyrun AUC «
25-0-nezanetnin-puadyTtut Cin <>
25-0-nezanetnin-puadyTu Cmax <>

punmuBupur AUC | 42%
punnuBUpuH Crin | 48%
punmuBUpUH Cmax | 31%

B xo1a Ha enHOBpEMEHHOTO
MPWIOKEHNE Ha PUINIMBHPHH C
pudalyTuH n03ata Ha
PWINMBUPHH TPsOBa /1a ce
YBEJINYH OT 25 mg BeJHBXK
JHeBHO Ha 50 mg BETHDBXK
nueBHo. Cnent kato puadyTHH
BE€Ye HE ce Ipujiara
€IHOBPEMEHHO, []03aTa Ha
PUINMBHUPHUH TPsiOBa 1a ce
HaMaJIi Ha 25 MJ BEIHBK




300 mg BeHBXK JHEBHO
(+50 mQ BenHBK THEBHO

punnuBupun AUC 1 16%
pwmuBUpUH Chin <>*

JTHEBHO.

PHINUBUPHH) punuBUpuH Cmax T 43%*
* B cpaBHEHHE C 25 MQ BEJAHBK JTHEBHO
PUINIUBUPUH CAMOCTOATEITHO
(uanynupane Ha CYP3A ensumure)
Pudamnumua*” pudamnua AUC < PunnuBrprH He TpsiOBa 1a ce

600 mg BenHBK THEBHO

pudamnua Cmin NA

pudammuiiH Crax <>
25-ne3anermwi-pudammurma AUC |
9%

25-nezanermwi-pudamumuH Cmin NA
25-nezaneTiia-puGaMuiH Cmax <>
prumuBupuH AUC | 80%
pumuBUpUH Chin | 89%
prumuBUPUH Crax | 69%

(uanyumpane #Ha CYP3A ensumure)

npuiiara B KOMOMHAIHS C
pudamMnuIyH, Thil KaTO
€/IHOBPEMEHHOTO MPUIIOKECHUE
MMa BEPOATHOCT J1a JIOBEAE 1O
3ary0a Ha TepaneBTHIHUS e(heKT
Ha PUITHBUPHH (BK. Touka 4.3).

Pudanentun

He e npoyueno. Ovaxsar ce
3HAYUTCJIIHU ITIOHU)XKXCHHUA B
ITa3MEHUTE KOHIICHTPAIIUH Ha
PUINIUBUPUH.

(unpyuupane Ha CYP3A ensumure)

PunnuBupuH He TpsiOBa 1a ce
Ipusiara B KOMOMHAIHS C
pudaneHTHH, Thii KaTo
€/IHOBPEMEHHOTO HPUJIOKEHUE
MMa BEPOATHOCT J1a IOBEZE /10
3ary0a Ha TepaneBTHYHUA e(heKT
Ha pUINUBHPHUH (BXK. Touka 4.3).

MAKPOJIMJJTHU AHTUBMOTUIIN

KiaputpomMunus He e npoydeno. OuaxBa ce nopuinena | KoraTto e Bp3MOXXHO, TpsiOBa 1a
EpurpoMunus eKCIIO3UIINS Ha PUIIIHBUPHH. ce 00CHIT aJTepHATHBU KaToO
A3UTPOMUILIMH.
(unxubupane Ha CYP3A ensumure)
INIIOKOKOPTUKOU N

JlexcaMeTa30H (CHCTEMEH, C
U3KIIFOYEHUE HA U3II0JI3BAHE
Ha eJMHUYHA 103a)

He e npoyueno. OvakBaTt ce 1030-
3aBHCUMH ITOHWKEHHUS B TNIa3MEHHUTE
KOHIIEHTPAIX Ha PHITHBHPHUH.

(uunyumpane Ha CYP3A ensumure)

PwimuBuprH He TpsiOBa 1a ce
mpuiara B KOMOMHAIHS ChC
CHCTEMEH JIeKCaMeTa30H (OCBEH
KaTo eIMHUYHA J1032), Thil KaTo
€IHOBPEMEHHOTO IPHIIOKEHHE
MOJe€ J1a TIOBeJIe JI0 3aryba Ha
TepaneBTHYHUS e(eKT Ha
puanuBUpuH (BXK. Touka 4.3).
TpsabBa ma ce OOMHUCTAT
aITepHATHBH, Hall-Bede 3a
JIBIITOCPOYHO TPHII0KEHHE.

NHXUBUTOPHU HA ITPOTOHHATA ITOMITA

Owmenpazon**
20 mg BeJHBX THEBHO

omenpaszon AUC | 14%
omenpazon Cmin NA
omenpazon Cmax | 14%
prwmusupuH AUC | 40%
punnuBupuH Crin | 33%
prmuBUPUH Crax | 40%

(HamaneHa abcopOIus B pe3yiTar Ha
nosuiaBa"ero Ha pH B cromaxa)

Jlanzonpazon
PaGemnpazon

[TanTonpaszon
E3omenpason

He e mpoyueno. Ouaxsar ce
3HAYUTEIIHU TTIOHWKEHHS B
IUIA3MEHNTE KOHLEHTPAIX Ha
PWITUBUPHUH.

(HamasieHa abcopOLus B pe3yaTaT Ha
MOBHUINIABAHE Ha cToMaInHoTo PH)

PwimuBrprH He TpsiOBa 1a ce
npuiara B KOMOMHAIHS C
WHXUOWTOPH HA IPOTOHHATA
ToMIa, Thi KaTo uMa
BEPOSATHOCT €HOBPEMEHHOTO
MIPIIOKEHHUE J1a TOBEJIE JI0
3ary0a Ha TepaneBTUIHMS ePexT
Ha PUITHBUPHH (BXK. Touka 4.3).




H2-PELHEIITOPHU AHTATOHUCTHU

damorumua**

40 mg enuHMYHA 71034,
npuioKeHa 12 yaca npeau
PUJITUBUPUH

puimuBupud AUC | 9%
puinuBUpUH Crmin NA
punUBUPUH Crax <>

damorumua**
40 mg enHOKpaTHA 1034,
NIPWIIOKEeHA 2 yaca peau

punnuBupur AUC | 76%
punnuBUpUH Crmin NA
puimuBUpuH Cmax | 85%

KoMmOuHausaTa Ha pHINHBUPUH
¢ Ha-penientopHu aHTarOHUCTH
TpsOBa ja ce mpuiiara ¢ 0co0eHO
BHUMaHue. TpsOBa 1a ce
usnon3ear camo Ho.penentopau
AHTarOHHUCTH, KOUTO MOTAT JIa Ce
IpHUJIaraT BeAHBX JHEBHO.

PHIHBUPUH Tps0Ba na ce u3nonssa
(mamarneHa abcopOLust B pe3ynTaT Ha | CTPUKTHA CX€Ma Ha IpHjIaraHe ¢
MOBHIIIaBaHe Ha cToMarmHoTo pH) npueM Ha Hp-penentopHn

®damoruaua** punmuBupur AUC 1 13% AHTaroHWCTH TOHE 12 "aca

40 mg equHWYHA 1034, prumuBUPUH Crin NA npean win 4 aca cnen

TpUiIoXkKeHa 4 Jaca ciexn pumuBUPUH Crax T 21% PUIINHBHUPUH.

PUIINHUBUPHH

Humernaun He e npoyueHo.

Huszatunun

Panutunun (HamaneHa abcopOLus B pe3yaTaT Ha
MOBHUINIaBaHe Ha ctoMaiHoTo PH)

AHTUALIMJIHU CPEACTBA

AHTHAIMIHU CPEJICTBA (HAI.
ATYMUHHEB WM MarHe3UeB
XHUIPOKCHUJI, KaJIIIUEB
KapOoHaT)

He e npoyueno. Ovaksat ce
3HAYUTCJIIHU ITIOHU)XKXCHHUA B
ITa3MEHUTE KOHIICHTPAIIUH Ha
PWIMHBUPHH.

(mamaneHa abcopOITHs B pe3yiTaT Ha
NOBHIIABaHE Ha cTOMAIIHOTO PH)

KomOuHanusaTa Ha pUINUBUPUH
C aHTHAIIUJIHU CPEACTBA TPsOBa
Jla ce Tpuiara ¢ 0Co0eHO
BHUMaHUE. AHTHALIMIHUTE
CpencTBa TpsIOBa Ja ce IMpuiiarat
MOHe 2 Jaca mpenu win 4 Jaca
cJell IpreMa Ha PUIITHBUPHH.

HAPKOTUYHHU AHAJITETHUIIA

Meramon*
60-100 mg BegHBX THEBHO,
WHIUBH/yaTH3UpaHa 1032

R(-) metamon AUC | 16%

R(-) meramon Cin | 22%

R(-) metagon Cmax | 14%
punnuBupud AUC «*
punnuBUpUH Cpjn <>*
pIMUBUPUH Crax <>*

* Ha GazaTa Ha HCTOPMYECKH KOHTPOIH

[Ipu 3anouyBane Ha
€HOBPEMEHHO MPUJIOKEHUE Ha
METaJIOH C PWINHUBUPHUH HE C€
M3HUCKBA KOpPUTHUPAHE Ha J103aTa.
Brrpeku ToBa ce mpenopbruBa
KIMHUYHO HaOII0IeHNe, Thil
KaTo MPH HIKOU MAIUEHTH MOXKE
Jla ce HaJIOKU KOpUTHpaHe Ha
MO TbpIKAIIATa TePaIus C
METaJIOH.

AHTUAPUTMUWYHMU CPEJACTBA

Jdurokcua™ qurokcud AUC < He ce usuckBa kopurupane Ha
TUrokcuH Chmin NA mo3ara.
TUroKCUH Cax <>
AHTHUKOATI'YJAHTH

JaburarpaH eTexcuiaTt

He e npoyueno. He moxe na ce
M3KJFOYM PUCK OT NTOBUINIABAHE Ha
I1a3MEHUTE KOHIIEHTPAluK Ha
naburaTpa.

(mEXMOMpaHe HA MHTECTHHAIHUSA

P-gp)

KoMOunHanusaTa Ha pHUINUBUPUH
¢ maburaTpaH eTeKCHIaT TpIOBa
Jla ce IpuJiara ¢ MOBUIICHO
BHUMaHHE.

AHTUIMABETHHU CPEACTBA

Metdopmun™
850 mg emurnyHa 1032

metpopmuH AUC <
MeTdopMuH Cnin NA
MeThopMuH Chax <>

He ce usuckBa kopurupase Ha
J03aTa.

PACTUTEJHHA NPOAYKTH

Kot kaurapron (Hypericum
perforatum)

He e mpoyueno. OgaxBar ce
3HAYUTCIIHU ITIOHUXXCHHUSA B
IUIA3MEHNTE KOHLEHTPAMX Ha
PHIITUBUPHH.

(uanyumpane Ha CYP3A eHzumure)

PunnuBupuH He TpsA6Ba 1a ce
mpuiara B KOMOMHAIHS C
MPOJYKTH, ChIBPKALIH XKBJIT
KaHTapHOH, Thi KaTo
€/IHOBPEMEHHOTO IPHIIOKEHHUE
MOXe J1a JIOBEZIe 10 3ary0a Ha
TepaneBTHYHMS eeKT Ha
puianuBupuH (BK. Touka 4.3).




AHAJITETHIH
IMapaueramon** napaneramon AUC « He ce usuckBa xopurupase Ha
500 mg emHOKpaTHa 1032 naparneTaMol Cmin NA Jo3ara.

napanetaMoil Cmax <>

puwinusupuH AUC «

punnuBupuH Crin T 26%

puiInUBUPUH Crax <

MNEPOPAJIHU KOHTPALHEIITUBHU

Etnnunecrpannor*® ernHunectpaanoa AUC « He ce n3uckBa kopurupase Ha
0,035 mg BegHBK AHEBHO eTHHIIIECTPATHOIN Crin <> mo3ara.

Hoperuraposa™ eTrHIIECTPATHON Cmax T 17%

1 mg BemHBK THEBHO HopetuHApoH AUC <

HOpPETHHAPOH Chin <>
HOPETHHAPOH Cmax >
pumuBupuH AUC «>*
puinuBUPUH Cpjn <>*
puIUBUPUH Cax <>*
* Ha 0a3aTa Ha HCTOPHYCCKU KOHTPOIH
NHXUBUTOPU HA HMG CO-A PEJYKTA3ATA
Atopsacratun** atopsactatud AUC < He ce usucka kopurupase Ha
40 mg BeIHBK THCBHO atopBactaTuH Cmin | 15% Jo3aTta.
aropBacTtaTHH Cmax T 35%
pwinuBupuH AUC <
puwinuBUpUH Cpin <>
pwmuBHPUH Crmax | 9%
WHXUBUTOPU HA ®OCPOJUECTEPA3A THUII 5 (PDE-5)
Cunpenapmr** cungeHapmr AUC « He ce usuckpa kopurupasne Ha
50 mg eauHIYHA 1032 cungeHadmt Cmin NA mo3ara.
cunaeHAQUI Cmax <>
pwinuBupuH AUC <
pwinuBUPUH Crin <>
puImuBUPUH Crax <>
Bapnenagun He e npoyueHo. He ce usucksa kopurupase Ha
Tamanadun Jro3ara.
BSaHMOHGﬁCTBHeTO MEXAY PUIINIUBUPUH U JICKAPCTBEHUA MPOAYKT € OLICHEHO B KIIMHUYHO NPOYYBAHE. Bceuuku Apyru
MIOCOYCHHU B3aHMO/IEIICTBUS OT THUMA '"IeKapCTBO-JIEKapCTBO' ca OYaKBaHHU.

*

ToBa npoyuBaHe 3a JIeKapCTBEHH B3aUMOAEIHCTBHS € MPOBEIEHO C J103a, MO-BUCOKA OT MPENOPbUUTETHATA 32
PHJINUBHPHH, KaTo € OLIEHEH MaKCUMAIHHUAT e()eKT BbPXY €JHOBPEMEHHO MPHIOKEHUS JIEKAPCTBEH IPOIYKT.
IpenopbkaTa 3a 103MpaHe € MPUIIOKHUMA 32 MPEIOPHYNTENHATA 1033 PUIIIMBUPHH OT 25 mg BeTHBX JHEBHO.
ToBa npoyuBaHe 3a JIeKapCTBEHH B3aUMOAEIHCTBHS € MPOBEIEHO C /1033, MO-BUCOKA OT MPENOPbUUTETHATA 32
PHIITUBHUPHUH.

JlekapcTBenu npoaykTH, yabipkasamm QT naTepBasia

JannuTe 3a noTeHuumana 3a GpapMakoIMHAMUYHO B3aUMOJEHCTBUE MEXY PUINUBUPUH U
JIeKapCTBEHU NMPOAYKTH, yabibkaBamu QTC unrepsana Ha EKI, ca orpannuenu. B mpoyusane,
MPOBEJIEHO ChC 3/IpaBy JOOPOBOIIIH, ce HabMro1aBa yabnkaBane Ha QTC unrepsana Ha EKI npu 1o3u
PUWJINMBUPHH, HA/IBUINIABAIIM TepaneBTuuHarta (75 Mg Beaubxk qHeBHO ¥ 300 MJ BEHBK JTHEBHO)
(Bk. Touka 5.1). EDURANT Tpsi0Ba na ce npuiiara ¢ HOBUIICHO BHUMAaHKE, IPU €HOBPEMEHHA
yrmoTpeda ¢ IeKapCTBEeH MPOYKT C YCTAHOBEH PUCK OT mosiBa Ha Torsade de Pointes.

4.6 @epTuauTeT, OPEMEHHOCT H KbPMEHe

BpemeHHocT

Heronsam obem nanuu 3a Opemennu xenu (3a uzxoaa ot 300 1o 1 000 cnyyas Ha OpeMEHHOCT) He
noKa3BaT MajagopMaTuBHa WK (eTaiHa/HeoHATAIHA TOKCHYHOCT Ha puiiuBUpuH (BXK. Touku 4.4, 5.1
u 5.2). Tlo Bpeme Ha OPEeMEHHOCT € HaOJI0IaBaHa MMO-HUCKA eKCIIO3UIIHS Ha PUITTMBUPHUH, TIOpaId
TOBa BUPYCHUSAT TOBap TPsiOBa J1a ce MpociesiBa BHUMATEIHO.

IIpoy4uBaHMATA IPU KUBOTHH HE MOKA3BAT PEMPOIYKTHBHA TOKCHYHOCT (BXK. TOUka 5.3).
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Yrorpebara Ha pUIITUBUPUH MOXKE Ja e OOMICIH IO BpeMe Ha OPEMEHHOCT, aKo € He0OXOIHMO.

Kopmene
He e n3BecTHO manm prIMUBUPHH C€ EKCKPETHPa B KbpMaTa. PHIIMUBUPHH ce eKCKpeTHpa B MIIIKOTO
Ha TIbXoBe. [Topaau Bb3MOKHOCTTA 32 HEXEJIaHU PEaKIuY IPU KbpMaveTaTa, MaliKuTe TpsiOBa Jia ce

WHCTPYKTHPAT J1a He KbPMST, aKO IIpHeMaT PIIITABUPHH.

3a na ce nzberHe npenasaneTo Ha XV B Ha kbpMaueTaTa, ce mpenopbuBa 3apasenute ¢ XMB xenu aa
HE KBPMSAT JIelaTa CH.

deprunurer

Hsma Hanngam nannu 3a edexta Ha PHIMMBUPHH BEPXY (epTunureTa npu 4oBeka. [IpoyuBanusra
IPH XKMBOTHH HE MMOKA3BaT KIMHHYHO 3HAYNMHK ¢PeKTH BbpXy (depTrinrera (BXK. Touka 5.3).

4.7 EdexTu BbpXy criocodHOCTTa 32 modupaHe U padoTa ¢ MAIIUHA

EDURANT He noBnusiBa WM MOBJIHSBA MPEHEOPESIKUMO CIIOCOOHOCTTA 3a Io(upaHe U padboTa ¢
mamuHy. [Ipu vakon nanuenTy, npuemanm EDURANT, o6aue ce cho0mmaBa 3a ymMopa, 3aMastHOCT |
CHHJIUBOCT, KOUTO TPAOBa J1a ce MMaT NPEIBU/I IIPH OLICHSBAHETO Ha CIIOCOOHOCTTA Ha MALUCHTHTE 32
mogupane win padboTa ¢ MalTuHH.

4.8 Hexenanu JeKkapcTBeHH peaKIHU

O0600menue Ha npoduiia Ha 6€30IaCHOCT

ITo BpeMe Ha mporpamMara 3a KJIMHHYHO paspaborBane (1368 manueHTH B KOHTPOJIMPAHUTE
npoyusanus ®aza |1l TMC278-C209 (ECHO) u TMC278-C215 (THRIVE)) 55,7% ot y4actHuIuTe
ca MOJIyYHITH Hali-MaJIKo e/[Ha He)KeJlaHa JiekapcTBeHa peakius (Bxk. Touka 5.1). Haii-uecto
cboOLIaBaHuTe HexkesaHu Jekapetsenu peakuuu (HJIP) (= 2%), kouto ca Hali-Majiko ¢ yMepeH
WHTEH3UTET, ca nenpecust (4,1%), rmaBobonwue (3,5%), 6e3cwuue (3,5%), 06puB (2,3%) u kKopemHa
oonka (2,0%). Haii-uectute cepuoszun HJIP, cBbp3anu ¢ nedeHueTo, ce chodimanar npu 7 (1,0%) ot
NalUeHTHTE, MOyYaBaly puinuBupuH. CpenHaTa IpoIb/DKUTEIHOCT HA €KCIIO3UIUATA 32
MAIMEHTHUTE B pAMOTO HA PUJINIMBUPHUH U B ToBa Ha edaBupeHIl € chorBeTHO 104,3 1 104,1 cenmury.
[ToBedeTo HeXxeENaHU JIEKAPCTBEHU PEAaKIMK HACTHIIBAT MPe3 MbpBUTE 48 CEIMUIIN OT JICUSHHUETO.

N30pany KIMHUYHE JJaOOPaTOPHU OTKJIOHSHHMS, N3UCKBAIIIN He3a0aBHa JIeKapcKa HaMeca, TIOSIBHIIH Ce
0 BpeMe Ha JieueHuero (creneH 3 win 4) u cuntanu 3a HJIP, 3a KouTo ce choOIaBa mpy MannueHTH,
nexyBanu ¢ EDURANT, ca noBuiieHa nankpearuuna amuiasa (3,8%), nosumena AST (2,3%),
nosumreHa ALT (1,6%), noBuinen LDL xonecrepon (Ha rmagno 1,5%), HamaneH Opoit Oesn KpbBHU
kietku (1,2%), noBumena nunasa (0,9%), nosuiieH ounupyoud (0,7%), MOBUILIEHN TPUTIULIEPUIH
(ma rmagHO 0,6%), mormxen xemoryoouH (0,1%), Hamanen 6poit pomGonuTH (0,1%) 1 moBHUIIEH
06111 xonecteposn (Ha rimaaxo 0,1%).

O00011IeHNE HA HEXKEIAHUTE DEAKIIMU B TA0INYEH BUI

HJIP, xouto ce choOmaBar npy Bb3pacTHH MALUECHTH, JIEKYBaHH C PUIITUBUPHUH, ca 0000IIeHH B
Tabmuiia 2. HJIP ca u30poeH#u 1o cUCTEeMO-OpIraHeH Kitac U uectora. UecToTuTe ce onpeaessaT KaTo
mHoro uectu (> 1/10), gectu (> 1/100 mo < 1/10) u Hewectn (> 1/1 000 no < 1/100). ITpu Besiko
rpynupane no yectora HJIP ca npeacraBenn B HU3XOAA1 pef.
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Tadanna 2: HJIP, 3a kouTO ce ch00IIaBa TPH HeJTeKYBAHU ¢ AHTHPETPOBHPYCHH CPEACTBA BH3PACTHH
nanuenTn, nHGexTupanu ¢ HIV-1 n sexkyBann ¢ PuimmBupun
(cOopHH 1aHHHM OT aHAJIU3A Ha cermuna 96 @aza 111 ot npoyusanuss ECHO u THRIVE) N=686

CucreMo-opraseH Kjiac Kareropus no HJIP (PuanuBupuH + BR)
4ecToTa
Hapymienus Ha KpbBTa U YeCTH HaMaJieH Opoii el KPBbBHU KIIETKU
auMpHaTa cucTemMa MOHIKEH XEMOTTI00NH
HaMaJyieH Opod TpOMOOIUTH
Hapymienus Ha uMyHHaTa HEeYecTH CHHJIPOM Ha MMYHHA PEaKTHBALHS
cucTeMa
Hapymenus Ha Mmetabonu3Ma | MHOTO 4€CTH MIOBHIIICH OOIII XOJIECTEepO (Ha TIIaIHO)
1 XpaHEHETO nosuieH LDL xonecTtepost (Ha riiaiHo)
4ecTH HaMalleH aleTHT
MTOBHUINICHU TPUTJIALIEPUIH (Ha TIAJIHO)
[NcuxnaHu HapynIeHHs MHOTO YeCTH OescpHHE
4ecTH NaTOJIOTHYHU CHHUIIA
Jenpecust

HapyHICHUA HAa CbHA
IIOTHCHATO HACTPOCHHUC

Hapywenus Ha HepBHaTa MHOTO YeCTH rnaBobonue
cucTeMa 3aMasgHOCT
4CCTHU CBhHJIIUBOCT
CTOMaIlIHO-‘-IpeBHI/I MHOI'O YE€CTH ragcHe
HapyHmeHus TMOBUILICHA IMTAHKpEATUYHA aMu1Jjia3a
4eCTH 601KH B KOpeMa
MOBPBIAHE

MOBUILIEHA JIUTIa3a
KOpeMeH JrckoMdopT
CyXoTa B ycTaTa

XenatoOuianapHu MHOTO YECTH MIOBUILICHH TPaHCAMUHA3H
HapyIICHHs YeCTH TIOBHUILICH OMIHPYOUH
Hapymienust Ha koxkata u YECTH o0OpuB

TIOJKO)KHATA ThKaH

OOy HapymeHns 1 epeKTH | YecTH ymopa

Ha MSCTOTO Ha IMPHUIIOKCHUC

BR=ocHOBHa cxeMa Ha JIeYCHHE
N=0poii nanueHTH

Jlabopamopnu omknoneHus

IIpu ananusa Ha cenmuna 96 BB Paza 1l Ha npoyuBanusta ECHO u THRIVE B pamoTo Ha
PWIIIMBUPYH, CpeHATA TPOMSHA CIIPSMO U3XOTHOTO HUBO HA OOMIHS X0JecTepon (Ha TIaIHO) €

5 mg/dl, ma HDL xonecteposna (ua riaaaHo) 4 mg/dl, ma LDL xomectepona (Ha riagro) 1 mg/dl u va
Tpuriniepuaute (Ha riaaaao) —7 mg/dl.

Onmcanne Ha W30paHu HEKEIAaH! JIEKAPCTBEHU PEAKIIAU

Cunopom na UMyHHA peaKmueayus

[pu HIV-uHbekTHpany nalueHTH ¢ TeXbK UMyHEH AeQUITUT Py 3ari04BaHe HA KOMOMHUpaHa
antuperpoBupycHa Tepamnus (CART) Moxe [1a ce MOsSIBU Bh3MAIUTEIHA PEAKIINs KbM aCUMIITOMHU
WIN OCTaTh4HU ONOPTIOHUCTUYHHU HH(peKuHu. ChoOmasa ce ChIlo 3a Pa3BUTHE HA aBTOUMYHHHU
HapywmeHus (kato 0onect Ha Graves U aBTOMMYHEH XeIaTHT); o0aye, BpeMETO 10 HACTBIIBAHETO UM,
KOETO Cce ChoOIIaBa € MO-TIPOMEHIINBO M Te3H CHOUTHS MOXKE J1a C€ CIIydaT MHOTO MECEIH CIIe]
3amo4BaHe Ha JeYeHHETO (BXK. Touka 4.4).

Tleauarpuuna nonynanus (ot 12 10 mo-Mauko ot 18 roauHn)

Onenkara 3a 6e30macHOCT € 0a3upaHa Ha aHau3 Ha cenmula 48 B mpoyuBane TMC278-C213,
oTBopeHo npoyuBaHe Pa3za I, c eqHo pamo, B KoeTo 36 HeNeKyBaHHU J0Cera NAlMeHTH B IOHOIIECKa
BB3pacT, ¢ HIV-undexmnms, ¢ terno Haii-manko 32 Kg, monyuasaT puanusupuH (25 My BeOHBK
JTHEBHO) B KOMOWHALIUS C IPYTH aHTUPETPOBUPYCHH cpencTBa (Bxk. Touka 5.1). Cpennara
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MPOIBIDKUTEITHOCT HA SKCIIO3UIHAATA Ha TIAIueHTUTE € 63,5 ceamuru. Hsama maruerTs, KOUTo ca
MIPEKbCHAJIN JICUEHUETO TIOPaIN HeXKEIaH! JIEKAPCTBEHH peakiun. He ca ycTaHOBEeHH HOBH HEXellaHU
JICKaPCTBEHU PEaKIIMY B CPAaBHEHUE C TE3U, KOUTO ca HaOII0aBaHu MTPYU B3PACTHHU.

IToBeueTo HexeTaHH JIEKAPCTBEHU PEaKIIny ca oT cTeneH 1 wim 2. Hali-uectrure HEXXemaHu
JIEKapCTBEHU peaknuy (BCHYKU CTETIeHH, TO-TosieMu i paBHU Ha 10%) ca rimaBobomnme (19,4%),
nenpecust (19,4%), cermuBoct (13,9%) u ranene (11,1%). He ce cpoOImaBa 3a OTKJIOHEHUS OT
crered 3-4 B naboparopuure nokaszatenu npu ASAT/ALAT win HeKeTaHd JTEKapCTBEHN PEaKIUN
CBBP3aHU C TIOBUIIICHX HUBA HA TPAHCAMHHA3UTE OT CTereH 3-4.

He ca ycraHOBeHM HOBU ChOOpaXKeHHUsI OTHOCHO Oe3omacHoCTTa mpu aHanu3 Ha Ceamuiia 240 Ha
npoyusaneTo TMC278-C213 npu roHOIIH.

be3omacHocTTa u C(I)I/IKaCHOCTTa Ha pWJITIMBUPHUH IIPU €A HAa BB3pacT <12 T'OAWHHU BCC OLIC HE Ca
YCTaHOBCHHU. JIuncBar JaHHU.

Z[DVI‘I/I CricnaJIHy IMMOIyJIaliin

Hayuenmu, xounpexmupanu c xenamum B u/unu xenamum C supyc

[Tpu naruentn, konHpekTrpanu ¢ xenatuT B uiu C BUpYC, U JIGKYBaHU C PUITUBUPHH CIIyYauTe Ha
MOBUILIEHU CTOMHOCTH Ha YePHOPOOHUTE CH3UMHU Ca MIOBEYE, OTKOJIKOTO P MAIUCHTH, JICKYBaHH C
PWITIMBHPHH, KOUTO He ca KouHpekTupanu. ChII0To ce HabMo[aBa U B paMOTO Ha e(aBUPCHIL.
®dapMaKkOKMHETUYHATA SKCIIO3UIUS Ha PUIITUBUPHH TPH KOUH(PEKTUPAHU TAIIMEHTH € CPAaBHUMA C
Ta3M MPU NAIMCHTH 0€3 KOMH(EKIIUS.

CrpoO1iaBaHe Ha HOAO3UPAHU HEXKEIIAHN PEAKIIHT

CpoO11aBaHeTO Ha MOI03UPAaHH HEXKEJIaHU PeaKIUy Clie]] pa3pelaBaHe 3a ynoTpeda Ha JeKapCTBEHUS
NPOAYKT € BaykHO. ToBa Mo3BosIsABa Aa NPOIBJDKH HAOMIOICHUETO Ha ChOTHOILIEHUETO MOJI3a/PHUCK 3a
JeKapcTBEeHUS MPoAYyKT. OT MEAULIMHCKUTE CIIEUAIMCTH C€ U3UCKBA Ja ChOOIIaBaT BCAKa
HO/I03MpaHa HEXEJIaHa PeaKlys uype3 HaI[MOHAIHATa CUCTeMa 3a ChOOIIaBaHe B!

W3nbiaHUTENHA areH1us 1o JeKapcTBara

yi. ,,JlamsiH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

4.9 TIlpemo3upane

Hsma cnenmguuen antunor npu npeno3upane ¢ EDURANT. [lanuuTe 3a npeno3upane ¢
PWINIMBUPHH TIPH XOpa ca orpaHndeHd. CHMIOTOMUTE Ha TIPE03UpaHe MOXKE Jla BKIIOUBAT
riaBo0osue, rajieHe, 3aMmaiBaHe 1/HiIH aTOJIOTUYHH ChHUIIA. JIeueHneTo npu npepo3upane Ha
PWINHBHUPHH BKJIIOYBA OOIIH MOJABPKAIIM MEPKH, B TOBA YKCIIO MOHUTOPUPAHE HA KU3HEHUTE
nokasatenu 1 EKT" (QT uHTepBa), KakTo u clie/iecHe Ha KIMHUYHUS CTaTyC Ha MalueHTa.
Heo6xonumo e nmpeanpueMaHeTo Ha JAOIBIHUTETHH MEPKU B 3aBUCUMOCT OT KIIMHUYHATa KapTHHA
WIH CBIIACHO MPENOPBKUTE HA HAIIMOHAIHUS LIEHTHP M0 OTPABAHUSA, aKO ca HATMYHU. TBH KaTo
PWINIMBUPHH C€ CBHP3Ba BHB BUCOKA CTEMEH C TUIa3MEHNUTE MPOTENHH, MaJIKO BEPOSITHO € Aran3aTta
Jla 10BEJIE€ JI0 3HAUUTEIHO OTCTPAHsIBAaHE HA aKTUBHOTO BEILECTBO.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOMCTBA

®dapmakoTeparneBTHIHa rpyna: AHTUBUPYCHU CPEJICTBA 32 CUCTEMHO NPUIIOKEHUE, HEHYKIICO3UTHU
nHXUOUTOpH Ha oOpatHara Tpanckpunrasa, ATC xox: JOSAGO5.
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Mexannu3sM Ha IENCTBUE

Punnusupun e auapunmupumuanaoB NNRTI na HIV-1. JleficTBueTo Ha pUiInuBUpPUH € MeTUUPAHO
OT HEKOHKYPEHTHOTO MHXUOUpaHe Ha oOparHarta TpaHckpunTasza (RT) na HIV-1. PunnuBupun He
nHXxuoOmpa goBemknre Kirerbyan JJHK momumepasu a, f u vy.

AHTHUBUPYCHA aKTUBHOCT iN Vitro

PunmuBuprH 1eMOHCTpUpa aKTUBHOCT Cpelly JlabopaTopHH mamMoBe Ha auB turm HIV-1 mpu octpo
uHpextrpana T-knerbuHa uHus cbe cpeana ECsp croitnoct 3a HIV-1/111B 0,73 nM (0,27 ng/ml).
Brbrpeku e puimuBUpUH NOKa3Ba orpaHudeHa in vitro akrusaoct cpeuty HIV-2 cbe cpeann

ECso croitnocTu, Bapupamu mexay 2 510 u 10 830 nM (920 u 3 970 ng/ml), npu nurcara Ha
KJIMHAYHU JaHHH HE ce mpenopbuBa JieueHue Ha HIV-2 nadexnus ¢ puimmBrpHH.

PunmuBupyH CHIO Taka IEMOHCTPHPA aHTHBHPYCHA aKTUBHOCT cpelry mupok naxern ot HIV-1 rpymna
M (moatum A, B, C, D, F, G, H) mepBuunan uzonatu ¢ ECso ctoitHocTH, Bapupamu ot 0,07 1o 1,01 nM
(0,03 10 0,37 ng/ml) u rpyma O mepBuuHM u30math ¢ ECsp cToiiHOCTH, Bapupary ot 2,88 1o 8,45 nM
(1,06 mo 3,10 ng/ml).

Pe3ucreHTHOCT

B knemvuna xynmypa

CenexTupaHeTo Ha I[aMOBe, PE3UCTEHTHH KbM PIIMUBUPHH, B KJI€ThYHA KYJITypa 3all04YBa OT JAUB TUI
HIV-1 ¢ paznuuen npousxon u noatunose, kakto ¥ NNRTI-pesucrenten HIV-1. Haii-uecto
HaOII0JaBaHUTE PE3UCTEHTHOCBHP3aHN MyTaIlllH, KOUTO Bb3HHUKBAT, ca L100I, K101E, V108I,
E138K, V179F, Y181C, H221Y, F227C u M230L.

Pe3nCTEeHTHOCTTA KbM PHIITHBUPHH € OTIpeIe/icHa KaTo KpaTHa MpoMsiHa Ha cToitHoctTa Ha ECso (FC)
HaJ OnosormunHata nparosa croiiHoct (BCO) B ananmsa.

IIpu nenexysanu doceza 8b3pacmuu nayuenmu

[Tpu ananm3a Ha PE3UCTEHTHOCTTA € U3IOJI3BaHA TO-IIIMPOKA JIehMHUIIHS 32 BUPYCOJIIOTUYECH HEYCIIeX,
B CpPaBHEHUE C ITbPBUYHUS aHATN3 32 epUKACHOCT. B cOOpHUS aHAaM3 Ha TAHHUTE 332 PE3UCTEHTHOCT
Ha ceamuna 48 ot ®aza |l npoyusanusTa, ipu 62 (0T 001110 72) cy4an Ha BUPYCOJIOTHYEH HEyCIeX
B PaMOTO Ha PWJINMMBHPUH MMa JIaHHU 32 PE3UCTEHTHOCT HA U3XOHO HUBO U KbM MOMEHTa Ha
Heycriexa. [Ipu To3u ananu3 pesncteHTHOCBBp3annTe MmyTanmu (PCM), cBbp3aHH C pe3UCTEHTHOCTTA
kbM NNRTI, kouTo ce pa3BuBaT npu MoHe 2 BUPYCOJOTHYHU HEycIlexa Ha pUIMUBHUPHH, ca: VI0I,
K101E, E138K, E138Q, V179l, Y181C, V189I, H221Y u F227C. B npoyuBaHusiTa HATUIAETO HA
myTtanuu V901 u V189l Ha nzxomHo HUBO He oBNUsABa oTroBopa. 3amsHaTa E138K ce mosiBsiBa Haii-
YECTO 110 BPpeMe Ha JICUCHUE C PUIIMUBUPHH, OOMKHOBEHO B KOMOMHAIUs ChC 3aMsiHa M 1841, B
aHanu3a Ha cenqMmuna 48, 31 ot 62 BUPYCOIOrMYHH HEyclexa Ha PUJITUBUPHUH UMAT €THOBPEMEHHO
NNRTI u NRTI PCM; 17 ot Te3u 31 umat xomOuHarwmst ot E138K u M1841. Haif-yecture MyTanuu
Ca eJIHU ¥ CHIIM B aHAIM3UTE Ha ceamuna 48 u ceamuia 96.

B cOopen aHanu3 Ha pe3sUCTeHTHOCTTa Ha ceamuna 96, mpe3 Bropute 48 cenMuIy ¢ HabIoJaBaHa mo-
HUCKa YeCTOTa Ha BUPYCOJIOTUYECH HEYCIIeX, B CPABHEHHUE C IbPBUTE 48 CEIMUIH OT JieueHneTo. B
aHanuza oT ceamuia 48 10 ceamuiia 96, ca HACTHIUIN JONBIHUTETHO 24 (3,5%) u 14 (2,1%)
BHUPYCOJIOTUYHH HEYCIIEXa B PAMOTO Ha PUIIMUBUPHH U PECIIEKTUBHO B paMOTO Ha edasupenil. OT
T€3U BUPYCOJIIOTMYHU HEYCNEXU ChOTBETHO 9 OT 24 u 4 oT 14 ca npu naiueHTy ¢ U3X0ACH BUPYCEH
toBap < 100 000 korms/ml.

Ipu nenexysanu 0oceea 1wHOWU

[Ipu ananu3 Ha pesuctenTHOCcTTa Ha cenmuua 240 na npoyusanero TMC278-C213
pesucTeHTHOCBbp3anu myTaru (PCM) kbM puinuBupuH ca HabmonaBanu npu 46,7% (7/15) ot
YYACTHUIUTE C BUPYCOJIOTWYEH HEYCIeX U TEHOTHUITHHU JIAHHHM CJIe/I U3XO0IHO HUBO. BCHuku y4acTHHIIN
¢ PCM kbM punnuBupHH ca uManu cbio 1 Haii-manko 1 NRTI PCM, nactenuia B xona Ha
JICYCHUETO, B MIOCJICHATA BPEMEBA TOUKA CJIE]] H3XOAHOTO HUBO C TeHOTHUITHH JAHHH.
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IpeaBua BCHYKH HATMYHM iN VItro 1 in VIVO TaHHU [TPU HEJIEKYBaHH J0CETa MAl[MEeHTH CIICTHUTE
PE3UCTEHTHOCBBP3aHN MYTAIIHH, KOTATO CHIIECTBYBAT Ha M3XOHO HMBO, MOTAT Ja MOBJIHSAT
nevicteuero Ha punusupud: K101E, K101P, E138A, E138G, E138K, E138R, E138Q, V179L,
Y181C, Y181l, Y181V, Y188L, H221Y, F227C, M2301 u M230L. Te3u
PYINTMBHPUH-PE3UCTCHTHOCBBP3aHN MYTAIMH TPSAOBA JIa CITy>KaT €AMHCTBEHO KaTO HACOKA MPH
ynorpebata Ha EDURANT B nmomynanusrta Ha HelleKyBaHUTE JOCcETra MalueHTH. Te ca U3BJICUEHU OT
in Vivo maHHM caMo 3a HeJIeKyBaHHU JOcera MAalMeHTH 1 3aTOBA HE MOYKE J1a Ce U3I0JI3BAT, 3a Ja Ce
NPEJBUIY aKTUBHOCTTA Ha PHIIMIMBUPHH TPH MAIIMEHTH C BUPYCOJIOTHYCH HEYCIIeX Ha
AHTHPETPOBUPYCHO JICUCHHUE.

KaxkTo mipu qpyry aHTHPETpPOBUPYCHU JIEKapCTBEHH MPOoAyKTH, TpuioxenneTo Ha EDURANT TpsioBa
Jla ce pPbKOBOJU OT Pe3yATAaTUTE OT TECTa 32 PE3UCTEHTHOCT.

Kpberocana pe3sncTeHTHOCT

Bupyc cve cneyugpuunu NNRTI mymayuu

B manen ot 67 HIV-1 pexomOnHnanTHH 71a00paTOPHU IaMa ¢ €Ha PE3UCTEHTHOCBbP3aHa MyTallHs B
oOpaTHaTa TPAaHCKPHIITA3a Ha MMO3UINH, CBHp3aHu ¢ pesrcteHHocTTa KbM NNRTI, koiiTo BrirOuBa
Haii-uecto cperanure K103N u Y181C, puianuBupuH 1eMOHCTPHpPA aHTUBUPYCHA aKTUBHOCT CPEIIY
64 (96%) ot Te3u mamoBe. EqMHUYHNTE Pe3NCTEHTHOCBBP3aHN MyTalluH, CBbP3aHH ChC 3arydara Ha
YyBCTBHTETHOCT KbM primuBupuH ca: K101P, Y1811 u Y181V. 3amectBanero K103N, camo mo cebe
CH, HE BOJIY JI0 HaMaJieHa YyYBCTBUTEIIHOCT KbM PHITUBUPUH, HO komOuHarusta or K103N u L1001
BOJIU JI0 7-KpaTHO HAMaJICHWE Ha YyBCTBUTEITHOCTTA KbM PHIIIUBUPHH.

Pexombunanmuu kKnunuuHu uzonamu
PunmuBupun 3anazsa uysctButenHocTta cu (FC < BCO) xkpM 62% o1 4 786 HIV-1 pekomOnHaHTHH
KIMHAYHU M30J1aTa, PE3UCTEHTHU KbM e(MBAPCHI] 1/HIH HEBUPAITHH.

Henexysanu doceea HIV-1 ungpexmupanu v3pacmuu nayueHmu

B cOopHUST aHaN3 3a PE3UCTEHTHOCT Ha JaHHuTe Ha ceamuna 96 or dasza Il mpoyusanusta (ECHO
u THRIVE), 42 ot 86 nanuenTs ¢ BUPYCOJOrHY€H HEYCIEX PH yrnoTpedara Ha PUIIITUBUPHUH
MIOKAa3BaT Pa3BUTa 110 BpEME Ha JICUCHUETO PE3UCTEHTHOCT KbM PHIIMBUPHH (T€HOTHIIEH aHAIIN3).
[Tpu Te3u nanueHTH € 3abens3aHa GeHOTUITHA KpbcTocana pesucTeHTHOCT KbM apyrd NNRTI, kakrto
crnenBa: etpaBupu 32/42 ebasupenir 30/42 u nepupanun 16/42. IIpu nanueHTH ¢ U3X0A€H BUPYCEH
toBap < 100 000 komusi/ml, 9 oT 27 manueHTH ¢ BUPYCOJIOTHYEH HEYCIeX Ha PHUIIITMBUPHH MTOKa3BaT
pa3BUTa MO BpeMe Ha JICYEHHETO PE3UCTEHTHOCT KbM PUIIITMBUPUH (T€HOTUIICH aHaJIM3) ChC CIIeIHATA
4yecTOTa Ha ()EHOTHUITHA KPBCTOCAHA PE3UCTESHTHOCT: eTpaBupuH 4/9, edaBupenir 3/9 u HeBupanus 1/9.

ECbeKTI/I BBPXY CICKTpOKapauorpamara

EdexThT Ha prIIMMBUPHH B IPENOPBUYUTENHATA 1032 OT 25 mg BeAHBX THEBHO BEpXY QTcF
MHTEpBaJia € OLEHEH B paHIOMHU3UPAHO, Tane00- 1 akTUBHO- (Mokcudiokcanua 400 Mg BegHbXK
JTHEBHO) KOHTPOJIMPAHO, KPBCTOCAHO TIpoydBaHe mpu 60 31paBu B3pacTHH, ¢ 13 m3MepBaHus B
pamkute Ha 24 yaca B craioHapHo cectosiHne. EDURANT B nmpenopbunTennara no3a ot 25 mg
BEJHBK AHEBHO HE C€ CBBP3BA C KIMHUYHO 3HaunuM edekT BbpXy QTc unrepsana.

IIpu mpoy4BaHeTO HA AO3W PUITUBUPHIH, HAIBUIABAIIN TEPATIEBTUYHATA, /5 Mg BEAHBXK JHEBHO H
300 mg BeHBK JHEBHO IPH 3/IpaBU Bh3PACTHU, MAKCHMAJHHUTE CPEIHH, ChIIOCTABEHH I10 BpeMe
(ropna rpanuna Ha 95% moBeputenen uarepBan) paznuku B QTcF nnrepsana, B cpaBHEHNE C
miare6o, ciies KOPEKIHs CIIpsIMO U3XOAHHUTE CTOMHOCTH, ca choTBeTHO 10,7 (15,3) m 23,3 (28,4) ms.
[IpunokeHneTo Ha pUIMUBKPHH 75 mg BeAHBX MHEBHO U 300 mg BEAHBXK THEBHO B CTAIIMOHAPHO
chCcTOsTHUE BOAM 710 cpestHa Cmax, KOATO CHOTBETHO € 2,6 MbTH 1 6,7 THTU MO-BUCOKA OT cpemHaTa Cmax
B CTallMOHAPHO CHhCTOSHUE, HAOIFO1aBaHa MIPH IIPETIOPhUNTETHATA BEAHEK JHEBHO /103a OT 25 My
PHIIITMBUPHH.
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KinnuyHa edhukacHOCT ¥ 0€30IaCHOCT

Henexysanu doceea HIV-1 unpexmupanu v3pacmuu nayueHmu

JlokazatencTBaTa 3a e()MKaCHOCTTA Ha PWINMBUPHH ca 0a3upaHy Ha aHaM3a Ha 96-CceIMUYHY TaHHU
OT 2 paHAOMH3UPaHH, TBOMHO-CIICIH, aKTHBHO-KOHTpoupanu, Pa3za |11 npoyusanus TMC278-C209
(ECHO) u TMC278-C215 (THRIVE). IIpoyuBanusTa ca ¢ MACHTUYCH JU3aiiH, C H3KIIOYCHNE Ha
ocHOBHara cxema Ha sieueHue (BR). B ananu3 3a eukacHocT Ha ceqmuia 96 € olleHeH POICHTHT Ha
BUPYCOJIOTUYEH OTTOBOP [MOTBBPIeH HeycTaHOBUM BHpyceH ToBap (< 50 HIV-1 PHK komust/ml)] mpu
MaIMeHTH, PUEMAIII PUIMTUBUPUH 25 mg BeJJHBXK JHEBHO B JIONbIHEHUE KbM BR, B cpaBHeHuMe ¢
MaIUeHTH, pueMainy edpasupeni; 600 mg BeAHBXK THEBHO B JAOMBIHEHUE KbM OCHOBHATa cxema. U B
JIBETE MPOYYBAHHS Ce HAOFO/1aBa CXOHA e()UKACHOCT Ha PUWIIIMBUPHH, KOSTO € HE MO-MaJIKa OT Ta3H
Ha e(aBUPCHIL.

B nmpoyuBanusita ca skmoyenn HIV-1 nngextiupanu, HeJeKyBaHH ¢ aHTUPETPOBUPYCHH CPEACTBA
nanueHTH ¢ miazmena HIV-1 PHK > 5 000 komusi/ml, Ha KOUTO € HalpaBeH CKPUHUHT 32
yyBcTBUTETHOCT KbM N(t)RTI 11 32 oTrcheTBre Ha crieruduaan NNRTI-pe3ucTeHTHOCBBp3aHT
myTaimu. B npoyuBanero ECHO ocHoBHata cxema e ¢ukcupana Ha N(t)RTI, teropoBup
nu3onpokcun ¢pymapat + emtpunutadbus. B npoyuBanero THRIVE ocHoBHata cxema ce chcTOM OT
2 N(t)RTI o n360p Ha nscnenoBaTens: TeHOGOBUP AMZOMPOKCHI PyMapar + eMTPUIIUTAONH HIU
3UJOBYIUH + JTaMUBYIMH WK abakaBup + namuByauH. B npoyusanero ECHO pannomuzanusira e
M3BBPIICHA IOCPEACTBOM CKPUHUHT Ha BUPYCHUS ToBap, a B THRIVE — mocpeacTBoM CKpUHUHT Ha
BUPYCHHS TOBAp U 10 OCHOBHATa cxeMma, chabprxkarnia N(t)RTI.

To3u ananu3 prirouBa 690 naruentu B ECHO u 678 manmenT B THRIVE, xouTO ca 3aBbpIimiyg win
96-ceIMIUYHOTO JICUCHHE UITH ca TO MPEKPATHIIH MPEXKICBPEMEHHO.

B c6opuust ananus 3a ECHO u THRIVE nemorpadckute u u3xoqHUTE XapaKTEPUCTUKH Ca
pasInpezeneHy o paBHO MEKAY PaMOTO Ha PWIMMBUPUH U TOBA Ha edaBupeHu. B tabnuma 3 ca
NpeACTaBEeHN N30paHH U3XOIHHU XapaKTepPUCTUKU Ha 3a00JIIBaHETO HA MALMEHTUTE B paMeHaTa Ha
PWITIMBUPHH U ehaBUPEHII.

Tadanua 3: W3xoaHu XapaKTepUCTHKHU Ha 3a0oJsiBaHeTo Ha HIV-undexkTnpanu n HelleKyBaHU ¢
AHTHPETPOBUPYCHU cpeAcTBa nanueHTH B npoyuBaHusita ECHO u THRIVE (c6open
aHAJIN3)

Coopuu nannm ot npoyysane ECHO u npoyuBane
THRIVE
PuamuBupun + BR Edasupenn + BR
N=686 N=682

M3x0aHN XapaKTepUCTUKH Ha 3200/151BAHETO

Mennana na n3xonna rrasmena HIV-1 PHK 5,0 5,0

(nmamna3zon), logio konms/ml (2-7) (3-7

Menuana Ha n3xozaeH CD4+ kierpuen Opoii 249 260

(ananason), x 10° knerxu/l (1-888) (1-1137)

IIpoueHT Ha MaLMEHTHUTE C:

kouHpekuus ¢ xenatut B/C Bupyc 7,3% 9,5%

[IpoleHT Ha MAlMEHTUTE Ha CISTHUTE

OCHOBHH CXEMH:

TeHO()OBUP AU30NPOKCHI Ppymapar + 80,2% 80,1%
EMTPULIUTAOUH

3UJIOBYIMH + JIAMUBYJUH 14,7% 15,1%
abakaBHp + JAMUBYJIUH 5,1% 4.8%

BR=ocHOBHA cxeMa Ha JIeYCHHE

B tabinuiia 4 mo-701y ca npeacTaBeHu pe3ysiTaTUTe 3a epUKACHOCT Ha ceaMuIia 48 1 Ha ceMulia

96 3a nmanueHTy, JIeKyBaHH C PUINUBUPUH U MTAIUEHTH, JIKYBaHU C e(haBUPEHII, OT COOPHUTE TaHHU
ot npoyuBanuaTa ECHO u THRIVE. Crenenrta Ha moBnmmsiBane (MOTBBPACH HEOTKPUBAEM BHPYCEH
toBap < 50 HIV-1 PHK komus/ml) Ha 96-raTa ceqmuiia € cpaBHUMa MEXKAY PaMOTO Ha PUIITUBUPHH U
pamoto Ha edaBupeHil. YecToTara Ha BUPYCOJIOTHUCH HEYyCIeX Ha 96-TaTa ceiMHIIa B paMOTO Ha
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PWINIMBUPHH € TI0-BUCOKA, OTKOJIKOTO B paMOTO Ha e(haBUPEHII, HO TIOBEYETO BUPYCOJIOTHIHU
HEYCIIeX¥ HACTHIIBAT B paMKHUTE Ha MbpBHUTE 48 cenMuIy ot euennero. [IpekpaTsaBaHe Ha JIeYEeHHETO
Nopajy HeXXeJIaH! peakiy Ha ceAMuIa 96 e mo-4ecTo B paMOTO Ha eaBUPEHL, OTKOJIKOTO B paMOTO
Ha puinuBupUH. [loBedeTo OT Te3u MpeKpaTsIiBaHus HACTHIIBAT Ipe3 IbpBUTE 48 CEAMUIIHN OT
JIEYEHUETO.

Ta6auna 4. Bupycosorudex pe3yJrat Npu Bb3pacTHU yyacTHHIHU B npoyuBane ECHO un
npoyusade THRIVE
(cOOpHH IaHHU Ha ceAMHUIA 48 (WbpBHYeH) M Ha ceamuua 96 ananus; ITT-TLOVR"

Pe3yaratu ot anaaun3a Ha 48 ceamuna Pe3yaratu ot aHaau3a Ha 96 cenmuna
Puinusup | Epasupenn | Ha0monasana |Puinnusupu| E¢pasupennu | HadnronaBana
uH + BR + BR pa3iuka H+ BR +BR pa3iuka
N=686 N=682 (95% CI)* N=686 N=682 (95% CI)*
Otrosop 84,3% 82,3% 2,0 77,6% 77,6% 0
(MOTBBpICH) (578/686) | (561/682) (-2,0; 6,0) (532/686) | (529/682) (-4,4;4,4)
(<50 HIV-1
PHK
xorusi/ml)%*
be3 otrosop
BupyconoruueH Heycnex '
06110 9,0% 4,8% ND 11,5% 5,9% ND
(62/686) (33/682) (79/686) (40/682)
<100 000 3,8% 3,3% ND 57% 3,6% ND
(14/368) (11/330) (21/368) (12/329)
> 100 000 15,1% 6,3% ND 18,2% 7,9% ND
(48/318) (22/352) (58/318) (28/353)
CMBpT 0,1% 0,4% ND 0,1% 0,9% ND
(1/686) (3/682) (1/686) (6/682)
IIpexbcHaTo 2,0% 6,7% ND 3,8% 7,6% ND
yqacTue (14/686) (46/682) (26/682) (52/682)
nopaau
HEXKEJITaHO
ceoutne (HC)
[MpexncHaTO 4,5% 5,7% ND 7,0% 8,1% ND
ydacTHe (31/686) (39/682) (48/682) (55/682)
nopaau
NIpUYMHA,
pa3inJHa OT
HCT
Omzo60p no nookamezopuu
Ilo ocnosnu NRTI
TenogoBup/ 83,5% 82,4% 1,0 76,9% 77,3% -0,4%
emrpuiurabud | (459/550) | (450/546) (-3,4;5,5) (423/550) | (422/546) (-5,4; 4,6)
3unoByauH/ 87,1% 80,6% 6,5 81,2% 76,7% 4,5%
JIAMHBYJIUH (88/101) (83/103) (-3.6; 16,7) (82/101) (79/103) (-6,8; 15,7)
AbakaBup/ 88,6% 84,8% 3,7 77,1% 84,8% -1,7%
JIAMHBYJIUH (31/35) (28/33) (-12,7; 20,1) (27/35) (28/33) (-26,7;11,3)
Ilo uzxooen supycen mosap (konus/ml)
<100 000 90,2% 83,6% 6,6 84,0% 79,9% 4,0
(332/368) | (276/330) (1,6; 11,5) (309/368) | (263/329) (-1,7,9,7)
> 100 000 77,4% 81,0% -3,6 70,1% 75,4% -5,2

(246/318) | (285/352) (-9,8; 2,5) (223/318) | (266/353) (-12,0;1,5)
o uzxoden opoit na CD4 (x 10° knemxu/l)

<50 58,8% 80,6% 21,7 55,9% 69,4% 13,6
(20/34) (29/36) | (-43,0;-05) | (19/34) (25/36) (-36,4; 9,3)

>50-< 200 80,4% 81,7% 1,3 71,1% 74.9% -3,7
(156/194) | (143/175) | (-9,3:6,7) | (138/194) | (131/175) | (-12.,8;5,4)

> 200-< 350 86,9% 82,4% 45 80,5% 79,5% 1,0
(272/313) | (253/307) | (-12;10,2) | (252/313) | (244/307) | (-5,3;7.3)

> 350 90,3% 82,9% 74 85,4% 78,7% 6,8

(130/144) | (136/164) | (-0,3;15,0) | (123/144) | (129/164) | (-1,9;15,4)
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BR=ocHoBHa cxema Ha jeueHue; Cl=moBeputenen unrepsai; N=0poii yuacTHHIH B rpymna Ha jedenne; ND=He e
OIIpeIeNICHO
*

Intent-to-treat Bpeme 10 3ary0a Ha BUPYCOJIOTHYEH OTTOBOP
+

§

Ha 6a3aTa Ha HOpMaITHO IPHUOIKEHHE

[ManpenTH, MOCTUTHATIM BUPYCOJIOTHYEH OTTOBOD ([IBa ITOCIIEI0BATEIHN BUPYCcHH ToBapa < 50 kxonmst/ml), KoiTo
ce e 3ana3mi npe3 ceqmuiia 48/96.

OuakBaHa pa3JiKa B IPOLICHTUTE HA 0TroBOp (95% noBepuTeNeH HHTEpBaI) IPK aHanu3 Ha cexmuia 48: 1,6%
(-2,2%; 5,3%) u nipu aHanm3 Ha ceamuna 96: -0,4% (-4,6%; 3,8%); oba p-croitnoct < 0,0001 (He mo-manka
euKacHOCT IpH rpaHuna 12%) oT JOTUCTHYHHMS perpecHOHeH MOJIEN, BKIIOUNTETHO (aKTOPH 3a paHJOMH3AIIHS
U NIpOY4BaHe.

T Bupyconornuen Heycriex B cO0peH aHami3 3a eUKACHOCT: BKIIOUBA NALMEHTH ¢ pebayH 1 (I0TBBDICH BUPYCeH
ToBap > 50 korms/ml crient mpeanIecTBaly OTTOBOpP Ha JICUSHUETO) WM TaKHBa, KOUTO HUKOTA HE ca HMaJH
cynpecus (6e3 MOTBBpIeH BUpyceH ToBap < 50 komwst/ml, mpoxbiokaBaIiy WM MPEKPATHIIN yYacTHe ITopaH
JHIIca WK 3ary6a Ha e(hHKacHOCT).

Harp. H3ry0eH 3a IpocieasBaHe, Heclla3BaHe Ha M3UCKBAHUATA, OTTEIJITHE Ha ChITIACHETO.

B cO6opuus ananu3 Ha npoyuBanusita ECHO u THRIVE nHa cenqmuta 96, cpeqnara mpomsiHa CIIpsiMo
M3XO0/IHOTO HUBO Ha 6post Ha CD4+ kneTkute € +228 % 10° kietkn/l B paMoTO Ha PUIIMBUPUH U
+219 x 10° knetku/l B pamMoTO Ha edpaBUpeHIl [OUaKkBaHa pasiuka B iedeHneTo (95% moBepuTeneH
unrepsan ): 11,3 (-6,8; 29,4)].

PesynraTtute 3a pe3UCTEHTHOCT OT COOPEH aHAJIN3 32 PE3UCTEHTHOCT Ha cexmuia 96, mpu nalueHTy ¢
BUPYCOJIOTHYEH HeycIeX, fe(UHIpaH B MPOTOKOJIA, U CABOCHU TEHOTHUITOBE (M3XOHO HUBO U
HEYCIeX) ca Moco4eH! B Tabnuua 5.

Tabnuua 5. Pe3yaratu 3a pe3ucteHTHOCT 0 ocHoBHU NRTI

(cOOpHU TaHHH OT aHAJHW3A 32 pe3ucTeHTHOCT Ha cenmuna 96 ot mpoyuBanusaTa ECHO u THRIVE)
TeHO(QOBUP/ 3UJOBUILYH/ abakaBup/ Beunukn*

EMTPHUIIMTAOUH JIAMHBYIUH JIAMUBYIMH

Jlexysanu c punnugupun

PesucrentHocT” KBEM 6,9 (38/550) 3,0 (3/101) 8,6 (3/35) 6,4 (44/686)

EMTPHUIMTAONH/TTAMUBY IUH

% (n/N)

Pe3ncTeHTHOCT KBM 6,5 (36/550) 3,0 (3/101) 8,6 (3/35) 6,1 (42/686)

PHUINHUBUPUH

% (n/N)

Jlekyeanu c epasupeny

Pe3ncTeHTHOCT KBM 1,1 (6/546) 1,9 (2/103) 3,0 (1/33) 1,3 (9/682)

EeMTPHUIUTAOWH/TAMUBY TUH

% (n/N)

Pe3ncTeHTHOCT KBM 2,4 (13/546) 2,9 (3/103) 3,0 (1/33) 2,5 (17/682)

eaBupeHI

% (n/N)

Bposr Ha manueHTHTE C BUPYCOJIOTHYEH HEYCIEX U CIIBOCHU I'eHOTUIIOBE (M3XOIHO HUBO M Heycmex) ca 71, 11 u 4 3a
pwmmuBupuH 1 30, 10 1 2 3a edaBupeHI] CHOTBETHO 3a PEKUMHTE HA JICUCHHUE C TCHO(POBUP/EMTPUIIUTAOHH,
3HUAOBY/IMH, TAMUBYAUH U a0aKkaBUp/TaMUBY IHH.

PesuctenTHOCT ce )1e(1)mmpa KaTO Bb3HMKBAHE Ha BCAKA PE3UCTCHTHOCBBbP3aHa MyTallusl TP HEYCIIEX.

[Ipu nauyeHTHTE C HEyCIEX HA TEpAIUATA C PUITUBUPHH U TAKWBA, Pa3BIIN PE3UCTEHTHOCT KbM
PWINMBHUPHH, KaTo LISJI0 ce HaOM0IBa KPhCTOCaHA PE3UCTEHTHOCT KbM APYTH Pa3pelleHH 3a
ynotpeda NNRTI (eTpaBupuH, edaBupeHil, HEBUPAITUH).

[IpoyuBane TMC278-C204 e pannoMu3npaHo, akTHBHO-KOHTposupano, ®aza IIb mpoyusane npu
HIV-1 undextupann 1 HEIEKyBaHH C aHTUPOBUPYCHHU CPEACTBA Bh3PACTHU MAIMEHTH, KOETO ce
CBCTOM OT 2 YaCTH: ITbPBa YACTUYHO 3acJICTICHAa YacT 3a ONPEIEIsTHE Ha JO3UTE [3aciIeNeH: 1031
(punmuBUPHH)]| ¢ MPOIBIDKUTEIHOCT A0 96 CeAMUIIM, MTOCIIEABaHA OT IBITOCPOYHA OTKPUTA YacT. B
OTKpHUTATA YacT Ha MPOYYBAHETO BCHUYKH MAI[EHTH, TbPBOHAYAIIHO PAHJIOMU3UPAHH HA €JJHAa OT TPUTE
JIO3H PUJINMBUPHH, Ca JIEKyBaHU ¢ PUIMIMBUPHH 25 mg BETHBXK JTHEBHO B JIOIIbIIHEHUE KbM BR, cnen
KaTo Beue e n3bpana no3ara 3a ®aza Il npoyuBanusra. [lanueHTHTE B KOHTPOIHOTO paMo HOIydaBaT
edasupenn 600 mg BeHBX JHEBHO B AOIBIHEHUE KbM OCHOBHATA CXEMa U B JBETE YACTH Ha
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npoyuBaHeTo. OcHOBHATa cxeMa ce cheTon OT 2 N(t)RTI o m360p Ha M3caeaoBaTeNs: 3UIOBYANH +
JAMUBYIUH HIU TEHOQOBUP TU30MPOKCHI (hymapaT + eMTpUINTaONH.

B npoyusane TMC278-C204 ca BrimtoueHu 368 HIV-1 undektupanu u HeJeKyBaHHU J0cera
BB3pacTHH nanueHTH ¢ miazmMeHa HIV-1 PHK > 5 000 konusi/ml, KOUTO Bede ca momyduiin

< 2 cenmuru siedenne ¢ N(t)RTI wiu nporteazen uaxuduTop, He ca ynotpedssaan NNRTI npenu ToBa
Y UM € HalpaBeH CKPUHUHT 3a 4yBCTBUTENHOCT KbM N(t)RTI, kakTo 1 3a 0TChCcTBHE Ha CrielMDUIHH
NNRTI- pe3ncTeHTHOCBBP3aHA MYTaIlHH.

B cenmuriia 96 crotHOmeHuneTo Ha narpentute ¢ < 50 HIV-1 PHK komnus/ml, npuemany puinuBupuH
25 mg (N=93), B cpaBHeHue ¢ naueHTuTe, npuemaiiy epasupeni (N=89), e cborBeTHO 76% 1 71%.
CpenHoTo yBenuueHue T u3xoauus opoit Ha CD4+ e 146 X 10° knetkw/l mpy manmeHTH, KOUTO
npueMar puinusupun 25 mg u 160 X 10° knetkw/] ipu TakuBa, KOUTO TpUeMat e)aBUPEHIL.

CenemzeceT 1 YeTHPH MPOLEHTA OT MAIMEHTHUTE, OTyYaBalld PUIMHBAPUH, PECTIOHACPH KbM
ceamuma 96, ca ocrananu ¢ HeyctanoBuM BupyceH ToBap (< 50 HIV-1 PHK xommst/ml) B
cenmuta 240, B cpaBaenue ¢ 81% oT nmanueHTuTe, NonydaBaiy edabupenn. B ananusute Ha
ceamuna 240 He ce naeHTH(OUIMPAT CHOOPaKESHHS 32 OE30ITaCHOCT.

IlegpnaTpryHa monyJiamust

®dapMaKkOKHHETHKATa, 0€30I1aCHOCTTa, TOHOCUMOCTTA U e(hUKaCHOCTTa Ha PHIIMTUBUPHH 25 MQ
BEJIHBXK JIHEBHO, B KOMOMHaIUs ¢ u30pana ot uscienoBarens BR, ceabpxkama aa NRTI, ca onenenu
B ipoyuBane TMC278-C213, orBopeno npoyusane Pasza Il, c eqHo pamo, npu HelleKyBaHU JT0Cera ¢
aHTHpeTpoBUpyCcHH cpenctBa HIV-1 undexTupanu roHomy, ¢ Terao Haili-manko 32 kg. To3u anamus
BKJIIOYBA 36 MAallMEHTH, KOUTO Ca 3aBbPILMIN Hail-Manko 48 ceAMUIIM JICUEHUE WU Ca IPEKbCHAIU
JICYEHUETO MO-PaHo.

Menunanara Ha Be3pacTTa Ha 36-Te manueHTH e 14,5 rogunau (rparunu: ot 12 1o 17 ronuHu), OT TAX
55,6% ca neBotiku, 88,9% vyepHokoxu u 11,1% azmatim. Menuanata Ha masmenara HIV-1 PHK na
U3XOHO HUBO € 4,8 10010 KOTIUSI HA MIJIHJIIMTBD, @ Menuanata Ha CD4 + KiIeTKHTe Ha U3XOIHO HUBO €
414 x 10° knetxu/l (rpanumm: ot 25 10 983 x 108 knetku/l).

B Tabnuia 6 ca 00001eH! BUPYCOJIOTUYHHUTE pPe3yiTaTtu B cenmuiia 48 u cenmuiia 240 ot
npoyuBaneTo TMC278-C213. lllect yyacTHHIM ca TPEYCTAHOBUIIH JICYEHUETO TIOPATH
BUPYCOJIOTHYEH HeycIex /10 ceamuia 48, a 3 yyaCTHHIM ca r'o IPeyCcTaHOBIWIIN cie]] cenmuna 48.
EnvH y4acTHHK € peycTaHOBUII JICUSHHETO TIOpai HeXKEJIaHO ChONTHE Ha ceamuia 48, kaTo
JOIIBIIHUTEITHO HUKOW HE TO € MPEeyCTaHOBWII OPaIi HEXKENaHo ChOUTHE TIPH aHAITN3a Ha
cenmuriia 240.

Tab6auma 6: BupycosormveH pe3yJaraTt npH IOHOIIM B KJIMHUYHOTO m3nuTBane TMC278-C213 —
anaan3 Ha ceamuna 48 u ceamuua 240; ITT-TLOVR*

Ceamuna 48 Cenmuna 240
N=36 N=32
Otrosop (MOTBBPAEH 72,2% 43,8%
< 50 HIV-1 PHK komusi/ml)® (26/36) (14/32)
78,6% 48%
= 100000 (22/28) (12/25)
50% 28,6%
> 100 000 (4/8) (27
bes otrosop
Bupycoornuen Heycrex *
060 22,2% 50%
B (8/36) (16/32)
17,9% 48%
= 100000 (5/28) (12/25)
37,5% 57,1%
> 100 000 (3/8) @
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[oBumenue na 6post Ha CD4+
kietkute (cpeaHo)
N=6poii namyeHTH B rpyma Ha JIeYeHHeE.

*  Bpewme 1o 3ary6a Ha BUPYCOJIOTMYEH OTrOBOP B Momynanusara Intent-to-treat.
§

201,2 x 108 knerxu/I 113,6 x 108 knerxu/l

TlanuenTH, MOCTUTHAIM BUPYCOJIOTHYEH OTTOBOP (I1Ba mocienoBareHy BupycHu ToBapa < 50 xommsi/ml), koTo ce
noJuTbpxa a0 ceamuna 48 u cemmuna 240.

I+

BupyconoruueH Heycrex Mnpu aHau3a 3a e(hUKacHOCT: BKIIIOYBA MAIIMEHTH ¢ pebayH (TOTBBPICH BUPYCEH TOBAp

> 50 konusi/ml creq mpe/uIecTBall OTrOBOP Ha JICYCHHETO) WM TaKKMBa, KOMTO HUKOTa HE ca MMaju cynpecust (6e3
HOTBBP/ICH BUpYyceH ToBap < 50 komust/ml, mpoabipKaBally WITH IPEKPATHIIN YYacTHe HOopaiy JIMIca Wik 3aryba Ha
edukacHoct).

EBpomneiickara areHIys 1o JeKapcTBaTa oTiara 33IbJDKEHHETO 3a IPEI0CTaBsIHe Ha PE3YJITATUTE OT
NPOYYBaHUATA C PUIMTUBUPHH B €1HA WJIHM MTOBEYE MOATPYIH Ha MEANaTPpUIHATA MOMYJIaus 3a
JedeHue Ha MHQEKIMs, MPUYMHEHA OT YoBelKus uMyHoneduimuren Bupyc (HIV-1) (Bx. Touka 4.2 3a
nH(pOpPMAI OTHOCHO yOoTpeba B MeAnaTpusTa).

bpemennocm

PI/IJ'IHI/IBI/IpI/IH B KOM6I/IH3HI/I$I C OCHOBHAa CXE€Ma Ha JICYCHUC € OLICHJIBAH B €JHO KIMHUYHO U3IINTBAHEC
npu 19 GpeMeHHH KeHH TI0 BpeMe Ha BTOPOTO M TPETOTO TPUMECEUHE U B TIEPUOIA CIIe paskKIaHETO.
dapMaKOKWMHETUYHUTE JAHHU MMOKa3BaT, ye obimata excrosuiist (AUC) Ha prINMBUPHH KaTO YacT OT
AHTHPETPOBUPYCHATA CXeMa Ha JieueHue € ¢ mpubmu3uTenHo 30% mo-HuCcKa 1o BpeMe Ha OpEeMEHHOCT
B CpaBHEHHE ¢ TIepuoa cien paxaane (6-12 ceamuiim). BUpycoIOrudHUAT OTTOBOP OOMKHOBEHO Ce
3arasBa 1o BpeMe Ha MPOyYBaHeTo: OT 12-Te y4acTHUYKHY, 3aBbPINIH ITpoyuBaHeTo, 10 ca 6mmu cbe
cynpecus B kpas My. [lpu apyrute 2 yyacTHUYKH € HAOJII0JaBaHO TIOBUILICHUE HA BUPYCHHSI TOBAp
caMo Clie/T paKIaHeTo, KaTo MoHe NMpH 1 yyacTHHYKA TOBa €€ TBJDKHM Ha MOJ03PEHHE 3a CyOOITUMAITHO
npuabpxkaHe kbM jedeHnero. [Ipu Bcuukute 10 6edera, poieHN OT MaliKUTE, 3aBBPIIIIN
M3MMTBAHETO U 32 KOMTO MMa jJaHHu 3a HIV craryc, He € ycTaHOBEHO Ipe/laBaHe Ha BUpyca OT Maiika
Ha JieTe. PUNNMBHpPHH ce noHacs JoOpe 1Mo BpemMe Ha OpeMEeHHOCTTa U ciiell paxkaanero. He ce
YCTaHOBSIBAT HOBH HAaXOJIKH 10 OTHOIICHHE Ha 0€30MaCHOCTTa B CPABHEHHE C U3BECTHUS MPOQHIT HA
6e3onacHoct Ha puinuBupuH 1pu HIV-1 nndexrupanu Bb3pactiu (Bx. Touku 4.2, 4.4 u 5.2).

5.2 ®apmakokuHeTHYHH CBOWCTBa
(DapMaKOKI/IHeTI/I‘IHI/ITe CBOMCTBA Ha PUITIUBUPUH Ca OLICHCHU IIPH 3/IpaBH Bb3PACTHU UHANBUIU U
npu HIV-1 nadekTupanu 1 HeNeKyBaHHU J10Cera ¢ aHTHPETPOBUPYCHHU CPEJICTBA MAIMEHTH Ha

12 rogunun u no-Bp3pactHu. Excriozunmsra Ha puinuBUprUH OOMKHOBEHO € No-Hucka npu HIV-1
WHQEKTUPAHUTE MAIIMEHTH, OTKOJIKOTO MPHU 3ApaBUTE JOOPOBOJIIIH.

AOGcopbuus

Criet mepopaiHO MPUIOKEHHE MaKCUMAJIHATA TIa3MEHa KOHIICHTPALMS Ha PUIITUBUPHH IPUHITAITHO
ce rtoctura 3a 4-5 gaca. A6comrorHara onmonanmuaoct Ha EDURANT He e u3BecTHa.

Edexrt Ha XpaHara BppXy abcopOunusira

Excrnozunusita Ha puinuBupuH e ¢ okoio 40% mo-nucka, korato EDURANT ce npuema Ha riiagHo B
CpaBHEHHE C ITPUEM ¢ HOpMaJIHa 10 KaopudHocT xpaHa (533 kcal) nim BucokokanopuyHa XpaHa,
6orara Ha masuunu (928 kcal). Koraro EDURANT ce npuema camo ¢ 6orata Ha poOTeHHH
XpaHHUTEHA HAITUTKA, eKcro3uuuTe ca ¢ 50% mo-HUCKHU, OTKOJIKOTO KOTaTo € IPHUET ¢ XpaHa.
EDURANT Tpsi6Ba 1a ce npuemMa ¢ XpaHa, 3a jia ce HOCTUrHe onTtuMaiHa abcopouust. [IpuemsbT Ha
EDURANT Ha rimagHO Wi caMo ¢ XpaHUTETHa HAlTUTKa MOXKE J]a IOBele A0 HaMaJIeHH TIa3MEeHH
KOHILIEHTPALMX Ha PUINKMBUPHH, KOETO MOXKE IIOTCHIUATIHO /1a HAMAJI TePareBTHYHHUA eeKT Ha
EDURANT (Bx. Touka 4.2).
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Pasnpenenenue
PunnuBupHH ce CBBP3Ba ¢ TIa3MEHHUTE MPOTEHHU iN Vitro mpubausurento B 99,7%, mpeauMHO ¢
anOymuH. PasnpeneneHrneTo Ha pUIMMBUPHUH B Pa3IMUMH OT IJIa3MaTa KOMIAPTUMEHTH (Harp.

1epeOpOCIHATHA TEYHOCT, CEKPETH OT TeHUTATHUTE ITHTUIIA) HE € U3CIIEIBAHO TIPH YOBEKA.

buorpanchopMarug

In vitro onuTHTe Coyart, 4e PHIMTHBUPUH OCHOBHO MPETHPIISIBA OKCUAATHBEH META00IN3bM, MEJUUPAH
ot cucremara Ha nuroxpom P450 (CYP) 3A.

Enumunupane

TepMUHATHUAT eTMMUHALIMOHEH MOTY>KUBOT Ha PUIMMBUPHUH € pubau3uTenHo 45 gaca. Cien
eIMHUYHA 1032 “C-pUInMBUpHH, TPUIIOKEH TIEPOPATHO, cpeaHo 85% u 6,1% OT paIrMoaKTHBHOCTTA
MOJKE J]a C€ OT/ICNU ChOTBETHO B M3MPAKHEHUATA U YPUHATA. B M3NpakHEeHHUATA HEMPOMECHCHHST
PWINIMBUPHH ChCTaBIIsIBA cpelHO 25% OT mpuiiokeHarta j103a. B ypuHata ca ycTaHOBEHH caMo
HE3HAYUTEIHHU CIIeAU HeTpoMeHeH puinuBupuH (< 1% oT nosara).

JlonbIHUTEIHA I/IHdJODMaHI/IH 3a CIICHHMAJTHHUTEC ITOMYyJalnun

Ieouampuuna nonynayus (noo 18 200unu)

®dapMakOKHHETHKATa HA PUIITUBUPHUH MIPY aHTUPETPOBUPYCHO JIeUeHUE Ha HeleKyBanu gocera HIV-1
uHdekTupanu roHomy, npuemMani EDURANT 25 mg BeqHbk JHEBHO, € CpaBHUMA C Ta3H MpU
JedeHneTo Ha HenekyBanu gocera HIV-1 undextupann Bp3pactan, momydaBamm EDURANT 25 mg
BEAHBX AHEBHO. HsiMa BnusiHUE Ha TEJIECHOTO TEJIO BbPXY (papMaKOKHHETHKATa HA PUITUBUPHUH IIPH
neInaTpUYHU NanueHT B npoyuBane TMC278-C213 (33 mo 93 kg), mogobHO Ha TOBa, KOETO ce
Ha0Jro1aBa MpH Bb3PACTHH.

®dapMakOKUHETHKATA HA PUINMMBUPHUH MPH MEIUATPUIHU NAIIMSHTH 110 12 TOUHM € B TIPOIIeC Ha
npoyuBane. [lopaau HeOCTaTPUHUTE JAHHHU HE MOXKE JIa C€ HAIPAaBAT PEIOPHKHU 3a J03UPaHEe MPH
NeIHaTPUYHK TanueHTH no 12 roauuu (BX. Touka 4.2).

Hayuenmu 6 cmapuecka 6vb3pacm

[omymannonauAT hapmMakoknHEeTHYeH aHau3 Ha HIV-uHpekTHpanu manueHTy moKasBa, ue
(apMaKOKMHETHKATa Ha PUWINTMBUPUH HE CE Pa3iiMyuaBa B OLICHSIBaHUS Bb3pacToB HHTepBal (18 1o

78 roauHmM), KaTo caMo 3-Ma OT MAIMEHTHUTE Ca Ha Bb3pacT 65 wiu nosede roguau. He ce nsncksa
kopurupane Ha qo3ara Ha EDURANT npu naunentu B crapuecka Bb3pact. EDURANT Tps6Ba na ce
M3I0J13Ba C BHUMAaHUE IIPH Ta3u Bb3pacToBa rpyna (Bxk. Touka 4.2).

Ilon
He ce HaOnroaBaT KIMHUYHO 3HAYMMU PA3JIMKHA BHB (hapMaKOKHHETHUKATA HAa PUITUBUPUH MEKITY
MBXKE U KEHH.

Paca
[MonynanuoHHUAT (hapMaKOKMHETUYECH aHAIHU3 Ha pruianuBupyH npu HIV-uH(pexTupanu nanueHTu
MMOKa3Ba, e pacara HIMa KIMHUIHO 3HAYNM €(PEKT BHPXY €KCITO3UINATA HA PYIITHBUPHH.

Yeproopobno yspedcoane

PunnuBuprH OCHOBHO ce MeTa0OIM3Upa U eTUMHUHUPA upe3 YepHus Apo0d. B npoyuBaHe, cpaBHBAIIO
8 nmanuenTH ¢ jeko yepHoapobHo yBpexaane (Child-Pugh ckop A) cripsivo 8 cbOTBETHH KOHTPOIH U
8 manmenTH ¢ ymepeHo uepHoipoOHo yBpexaane (Child-Pugh ckop B) cripsimo 8 croTBeTHH
KOHTPOJIM, €KCIIO3UIMATA IPH MHOTOKPATHO NpWJIaraHe Ha pUIIMMBUPHUH € ¢ 47% 1mo-BucoKa IpH
HAIMEeHTH C JIEKO YepHOIPOOHO yBpexaaHe u ¢ 5% 1o-BUCOKa IIPHU MAUEHTH C YMEPEHO
4epHOIPOoOHO yBpekaaHe. He Morke na ce n3kimoun 06ade 3HAUYMTEIHO MTOBUIIABAHE HA eKCIIO3UIMATA
Ha (papMaKoIOTMYHO aKTUBHMS, HECBBP3aH PUIIMUBUPHH IIPU YMEPEHO YEPHOAPOOHO YBpEXKIaHE.
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He ce npeanara kopurupase Ha 03arta, HO Ce IIPENOpPbUBa [IOBUIIEHO BHUMAHUE IIPY NAIIUEHTH C
ymepeHo uepHoapoOHo yBpexnane. EDURANT He e mpoy4BaH Mpu ManyueHTH ¢ TEKKO YepHOAPOOHO
yBpesxaane (Child-Pugh ckop C). 3aToBa He ce npenopbuBa npuiioxenne Ha EDURANT npu
MAIMEHTH C TeXKO YePHOIPOOHO yBpexkaane (BK. Touka 4.2).

Koungexyus c xenamum B u/unu xenamum C supyc
[NomynmanuoHHUAT (hapMaKOKMHETUYCH aHAIU3 TI0Ka3Ba, uye kKonHpekusara ¢ xenatut B u/wm C
BUPYC HsAMA KIIMHAYHO 3HAYMM e(EKT BbPXY SKCIIO3UIIHSITA HA PUITIUBUPHH.

bvopeuno yepesicoane

dapMakOKMHETHKATa Ha PWIMTUBUPUH HE € U3CJICABaHA MPH MalMeHTH ¢ ObOpeyHa Hel0CTaThYHOCT.
brOpeunHoTo enmMMuHEpaHe Ha PUITMBUPHH € He3HAUnTeNHO. He ce m3nckBa Kopurupane Ha J1o3ara
NIPY TIALMEHTH C JIEKO WU yMepeHo 0b0pedHo yBpexnaHe. [lpu manuenTy ¢ Texko 0b0pedHo
yBpeXkJIaHe win TepMuHanHa 060peuna HegoctarbuHocT EDURANT tpsioBa na ce mpunara
BHUMATEIJIHO, Thil KaTO ITa3MEHNTE KOHIICHTPAIIMK MOXKeE J1a C€ TIOBHIIAT ITOPAIH IPOMSIHA B
abcopOrusiTa, pa3npeeleHHeTo W/ MeTadoIN3Ma Ha JIeKapCTBOTO, B pe3yNTaT Ha ObOpeyHara
mucynknus. [Ipu manueHTy ¢ Texko ObOpedHo yBpeKIaHe WIU TepMUHaTHA ObOpedHa
HepoctaTbyHOCT KoMOuHarmaTa or EDURANT u momen naxubutop Ha CYP3A TpsiOBa na ce
npuiiara, cCaMo aKko IoJi3aTa HaJBHIIaBa pUcKa. T'hii KaTO PUIIMMBHUPHH C€ CBHP3BA BHB BUCOKA CTEIICH
C MJIa3MEHUTE MTPOTEUHH, HsIMa BEPOSITHOCT TOH Ja ObJic 3HAYUTEIIHO OTCTPAHEH C XEMOANAIIN3a HITH
NIepUTOHEaTHA Truam3a (BXK. Touka 4.2).

bpemennocm u cnedpoounen nepuoo

Excrniosunusita Ha OOIIMS PUIITMBUPHH CJIE TIPHEM Ha 25 MQ pHIMHBUPUH BEIHBK THEBHO KATO 4acT
OT aHTUPETPOBUPYCHATA CXeMa Ha JICYCHHE € TT0-HUCKa 110 BpeMe Ha OpeMeHHOCTTa (B O100Ha
CTEIEH Mpe3 2-poTo U 3-TO TPUMECEUHE) B CPaBHEHHUE C TIEpHUo/Ia Ciiell pakaane (Bk. Tabnuia 7).
[MonmxkeHneTo Ha HapMaKOKHHETHIHHUTE MOKA3aTeIH Ha CBOOOIHHUS (T.€. aKTUBHUS) PHIITHBUPHUH 10
BpeMe Ha OPEMEHHOCTTa B CPAaBHEHHUE C MEPHO/IA CIIE PAKIAHETO € M0-CIab0 U3Pa3eHO OTKOIKOTO
1pH OOLIMS PHIIITHBUPHH.

[pu xeHu, moTyyaBaIii PUIMTUBUPUH 25 MY BEIHBXK JHEBHO 110 BPEME Ha 2-pOTO TPUMECEUUE Ha
OpeMeHHOCTTa, CPEeTHUTE HHTPAWHANBHIYTHA CTOMHOCTH Ha O0IIHs prITMUBUPHH Cmax, AUCosn 1
croiiHOCcTHTE Ha Chin ca cboTBeTHO ¢ 21%, 29% u 35% mo-HHUCKH B CpaBHEHUE ChC CIEIPOIHITHUS
nepuoJ; npe3 3-To TpuMmecedrne Ha OpeMeHHoCTTa CTOHHOCTUTE HA Crax, AUC24n 11 Ciin Ca CHOTBETHO
¢ 20%, 31% u 42% no-HUCKHU B CpaBHEHHE C TIEPUO/IA CIIe]] paXKIAHETO.

Taéauma 7: PapMakoKHHETHYHH Pe3yJTATH OT O0LIUS PUJIMUBUPHH CJieA NMPUIOKEHHE HA
PUWINUBUHPHH 25 M BeIHb:K THEBHO KATO YACT OT AHTHPETPOBHPYCHA CXeMa Ha JedyeHue
1o BpeMe Ha 2-poTo TpUMeceuHne Ha OPeMeHHOCTTAa, 3-TO TpUMeceune HA OPeMeHHOCTTa H
CJIeIPOAMIHHS TIePHO.T

DapMaKOKUHETHKA Ha 001WMs Caen pa:xknane 2-po TpuMecedne 3-To TpUMeceune
PWINUBUPHH (6-12 cexmmmm) Ha OpeMeHHOCTTAa Ha OpeMeHHOCTTa
(cpemno % SD, tmax: Memuana (n=11) (n=15) (n=13)
[rpanwmiti])

Chin, Ng/ml 84,0 £ 58,8 54,3+258 529244
Cmax, Ng/ml 167 + 101 121 +45,9 123 + 47,5
tmax, h 4,00 (2,03-25,08) 4,00 (1,00-9,00) 4,00 (2,00-24,93)
AUC24n, ng.h/ml 2714 + 1535 1792 + 711 1762 + 662

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

TokcH4HOCT OpHy MHOI'OKpPAaTHO IpHjaaradic

IIpu rpuzaun ce HabIr01aBa YePHOAPOOHA TOKCHIHOCT, CBbp3aHa ¢ MHAYIMPaHe Ha YepHOAPOOHUTE
ensumu. [Ipu kydera ce 3abens3Bar eekTH, MOJ00HU Ha XoJecTasa.
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IIpoyuBaHus 32 penpOAYKTUBHA TOKCUYHOCT

[IpoyuBaHusiTa MPHU )KUBOTHU HE MOKA3BAT JAHHU 32 eMOPHUOHAIHA WK (DeTaHA TOKCUYHOCT, KAKTO U
3a e(heKT BhpXY penpoaykTuBHaTa GyHKIUs. [Ipy npunoxkeHre Ha PHITUBUPUH He ce HaOIroaaBa
TEpaTOTeHHOCT MPH TUTbXOBE U 3aiinu. Excrio3unuure Ha eMOpHOQeTaTHUTe HUBA, TIPU KOUTO HE Ce
HaOrogaBaT HexkenaHu JiekaperBern pekannu (NOAEL), mpyu TursXoBe u 3aiIl ca ChOTBETHO 15 1
70 TBbTH TO-BUCOKH, OTKOJIKOTO €KCIIO3UIIMUTE IIPH XOpa B MPENOPbYUTENHATA 71032 OT 25 mg BEAHBXK
JTHEBHO.

KaHieporenesa u Myrareiesa

PunnuBupyrH € olieHeH 3a KaHIIEPOTeHEH MOTEHIIUA, TIPHIIOKEH Ype3 MepopaHa COHIa BbPXY MUIIKA
Y IUTBXOBE C MPOABIDKUTENHOCT 10 104 cenmuny. B Hali-HUCKWTE N3MUTBAaHU JIO3H B IPOYYBaHUATA 32
KaHIEPOTeHHOCT CUCTEeMHHUTE excno3uiu (06azupanu Ha AUC) Ha pUIINMBUPHH Ca YBEJIHUYESHHU C

21 obtu (MHIIKK) U 3 IBTH (ILTHXOBE) B CPABHEHKE ¢ HAOIFOIaBaHUTE MIPU XOpa B MPEHOPbUUTEIIHATA
no3a (25 mg BemHBXK qHEBHO). [Ipu mrbXoBe HE ce HAOMIOIBAT HEOTUIa3MH, CBBP3aHH C JIEKAPCTBOTO.
[Tpy MHIIKY PUIITUBUPHH € JIAJ TIOJ0KUTENCH PEe3YITaT 3a HAIMUKE Ha XeNaTolelyIapHd HeoTIa3MH
KaKTO MPU MBXKKH, TaKa U TP KEHCKH UHIUBUIW. HabmronaBaHuTe XenaTonenyIapHd HaXOAKH MPH
MUIIKA MOXKE JIa ca XapaKTePHU CaMo 3a TPU3auHUTe.

PHJIMUBHUPHUH € Jal OTPHUIATEIICH PE3yITaT MPH JIUTICA U HAJIMYHE HA CHCTEMa 38 META0OIUTHO
aKTHBUpaHE B iN Vitro Tect Ha AMES 3a 00paTHU MyTaluH U iN Vitro TeCT 3a KIIAaCTOTeHHOCT BbPXY
MHIIH JTUM(POM. PHIMUBUPHH HE MPEIM3BUKBAa XPOMO30MHO YBPEKAaHE B iN VIVO MUKPOHYKIICApeH
TECT IIPpU MUILIKH.

6. DAPMAIIEBTUYHU JAHHHAU

6.1 Cnucbk Ha NOMOIIHHUTE BELIeCTBA

Sapo Ha TabieTKaTa

JlakTo3a MOHOXUIPAT

Kpockapmenosa Harpuit

IToBumon K30

[omucopbar 20

Cunudunypana MUKPOKPUCTATHA [eNyJ103a
Maruesues creapar

Tabnerna oOBUBKaA

JlakTo3a MOHOXHApAT
Xunpomenoza 2910 6 mPa.s
Turanos nuokcug E171
Makporon 3000

Tpuanerun

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogHoCT

3 roguuu

23



6.4 CnenuanaHu ycJ10BHsl HA CbXpaHeHHe

[a ce cpxpansBa B OpUrHHAIHATa OYTHIIKA, 32 Ja Ce MPEe/a3y OT CBETIHHA.

6.5 Buau chabpKaHHE HA ONAKOBKATA

75 ml Oytunka ot nonuetuieH ¢ Bucoka mwisTHOCT (HDPE) ¢ monunponunenosa (PP) 3anmymanka,
3aIlIMTeHa OT JIela M HHIYKIMOHHO 3aneJaTBane. Beska KapToHeHa OImakoBKa ChIbprka OyTHIIKA C
30 TabmeTkw.

6.6 ChenmajJHu mpeana3Hu MEPKH NPH U3XBbPJIsIHE

HewnsnonsBanusT JeKapcTBEH NPOLYKT WK OTHaIbUHUTE MaTEPUAIIM OT HEro TpsiOBa J1a ce U3XBBPIIST
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Benrus

8. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/736/001

9. JATA HA TBbPBO PASPEIIABAHE/ITOJJHOBSIBAHE HA PASPELHIEHUETO 3A

YIIOTPEBA

Hata Ha mbpBO pa3pewaBade: 28 HoemBpH 2011 1.
Jlata Ha nocneaHo noaHoBsBaHe: 22 onm 2016 T.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA
10/2022

[MoxpoOHa uH(popMaIus 3a TO3U JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus Mo JiekapcTeata http://www.ema.europa.eu.

24


http://www.emea.europa.eu/

HPUJIOKEHUE I1

MPOU3BOUTEJ(H), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC), OTFOBODGH(HI/I) 3a OCBO60)KILaBaHe Ha MapTuauTe

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

b. YCJIOBUs NN OI'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlexkapCTBEHUSAT MPOYKT CE OTITyCKa IO OrPaHUYCHO JieKapcko npeanucanue (Bx. [punoxenwue I:
Kpatka xapakTeprcTika Ha TPOAYyKTa, TOUKa 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
. IlepuoguyHM AKTyaAJIU3HMPAHM JOKJIAAU 32 0€30ACHOCT

M3uckBaHuATA 3a M0/1aBaHe HA IEPUOANYHYU aKTyaJIM3UPaHU 0K u 3a 0€30MacHOCT 3a TO3H
JIEKapCTBEH MPOAYKT ca MIOCOYSHH B CIIUCHKA ¢ pedepeHTHNTE nati Ha EBponeiickus cpio3 (EURD
CIHCHK), peasuaeH B wi. 1078, an. 7 ot Qupextura 2001/83/EO, u BB BCHUKH cleIBaIIN
aKTyaJlu3aluy, MyOIuKyBaHU Ha €BPONCHCKUS yeOmopTal 3a JeKapcTaa.

. YCJIoBus WJin OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

I1PY TpsiOBa 1a U3BHPIIBA U3UCKBAHUTE JICHHOCTH M JCHCTBUS, CBBP3aHHU C MPOCIICIIBaHE Ha
JieKapcTBeHaTa 0e30MacHoCT, nmocoueHu B onoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha
paspelIeHreTo 3a ynorpeda, KakTo U IPH BCUYKH CIICABALIM ChITIACyBaHU akTyanu3auuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

. II0 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBaTa;

o BHHArM, KOTaTo ce M3MEHS CHCTEMaTa 3a yIpaBjeHHe Ha pHUCKa, 0COOEHO B Pe3yiTar Ha
NOJy4aBaHe Ha HOBA MH(OPMaLKs, KOSTO MOXKeE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILIEHHETO TMOJI3a/PUCK, WIIK CIIE]T IOCTUTaHE Ha BayKeH eTal (BbB BPB3Ka ¢
npocIie/siBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT UITH CBEKIaHe HAa PUCKA JI0 MUHHMYM).
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HPUJIOKEHHUE I11

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

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT

EDURANT 25 mg ¢pwimupanu tabiaeTku
PUJITHBUPHH

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

Bcesika punvupana tabneTka ChabpikKa PHIMUBHPUHOB XUAPOXIOPHI, EKBUBAICHTEH Ha 25 MQ
PUITUBUPHH.

‘ 3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

ChbIbpika JaKT03a MOHOXHUAPAT.
BwxTe mucToBKaTa 3a JOMBJIHUTEIHA HH(DOpPMALIKSL.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 ¢punmupanu TabICTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT HOTJVIEJA U JOCEI'A HA TELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

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

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

‘ 9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTI'MHAIHATA 6YTI/IJ'IKa, 3a [1a C€ npeana3u OT CBCTIIMHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU 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 PA3PELIEHUETO 3A YIIOTPEBA
EU/1/11/736/001
13. MAPTUJIEH HOMEP
[MapTuna:
| 14. HAYMH HA OTIIYCKAHE
| 15.  YKA3AHMSI 3A YIIOTPEBA
| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

edurant 25 mg

| 17,

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mMepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTH(UKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA

PC: {Homep} [Kko/1 Ha MPOYKTa|

SN: {HOMep} [cepueH HOMmep |

NN: {Homep} [HamoHaIeH HOMEp 3a penMOypCUpaHe WK IPYT HAIIMOHAJIEH HOMEp, C KOWTO ce
UJICHTU(HUIUPA JTEKAPCTBEHUST TPOIAYKT]
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JAHHU, KOUTO TPABBA JA CBABP/KA IIBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

EDURANT 25 mg ¢pwimupanu tabiaeTku
PUJITHBUPHH

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

Bcesika punvupana tabneTka ChabpikKa PHIMUBHPUHOB XUAPOXIOPHI, EKBUBAICHTEH Ha 25 MQ
PUITUBUPHH.

‘ 3. CIIMCBK HA ITIOMOINHUTE BEIMECTBA

ChbIbpika JaKT03a MOHOXUAPAT.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

30 ¢punmupanu TabICTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U I'BT/UILIA) HA BBbBEKJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIHIEHUAJIHO ITPEAYHPEXIEHHUE, UE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHA.

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpansBa B opuruHagHaTa OyTHIIKa, 32 J]a C€ Tperna3u OT CBETINHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME N AJJIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/736/001

13.

HAPTUJAEH HOMEP

[MapTuna:

| 14.

HAYUH HA OTITYCKAHE

| 15,

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BYKA
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

EDURANT 25 mg ¢puamupanu tadaeTkn
punnuBupuH (rilpivirine)

IIpoyereTe BHUMATEIHO LsJIaTa JIMCTOBKA, IIPEIH 1A 3all04YHeTe 2 IpUeMaTte TOBa JICKapCTBO,

TBhH KaTo T ChbAbPiKa BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HaJIOXKM Ja s IPOYEeTeTe OTHOBO.

- AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, NoNuTaiTe Bammsa nexkap nnu dpapmanesT.

- Tosa sekapcTBO € npeanucaHo JnyHo Ha Bac. He ro mpeorcrenBaiite Ha npyru xopa. To moxe
Jla UM HaBpeId, He3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisBaHe ca chIIuTe KaTo BammmuTe.

- AKo mosryunTe HSIKaKBU HEXXEJaHU peakiuH, yBegomere Bamms nexap unu dpapmanest. Toa
BKJIFOYBA U BCUUKU Bb3MOXKHU HEKEIIAHU PEAKIUHU, HEOIIUCAHU B Ta3U JIUCTOBKA. Buxkre
TouKa 4.

KakBo cbabpika Ta3u JUCTOBKA!

Kakgo npencrasnsea EDURANT u 3a kakBo ce H3M0i3Ba
Kakso TpsiOBa na 3naere npeau ga npuemere EDURANT
Kak na npuemate EDURANT

BBb3M0KHM HEXETaHU pEeaKIUU

Kak na cexpanssare EDURANT

CpbxpaHeHHE Ha OIIAKOBKATa U JIOIBIHUTEIHA HHPOPMALHS

Sk wdE

1. Kakso npeacraBiasiBa EDURANT u 3a KakBO ce M3110J13Ba

EDURANT chabpika pUINUBUPUH, KOWTO C€ M3M0JI3Ba 32 JICUCHHE Ha MH(EKIHSI C YOBEIIKU
umyHoneuuuteH Bupyc (XMB). To npuHamiexu kpM rpynara Ha antu-XB nekapcTBara, HapeueHH
HEHYKJICO3UIHA MHXNOUTOpH Ha oOpaTHara Tpanckpunraza (NNRTI). EDURANT neiictpa, kato
HaMaJssiBa koiaudecTsoro Ha XMB BbB Bamus opranussm.

EDURANT ce u3nosn3Ba B koMOuHanus ¢ Apyru antu-XWUB nekapcTBa 3a jiedeHrie Ha IOHOIIHU
BB3PAaCTHU Ha 12 roMHM U O-BB3pacTHH, KOUTO ca nHpekTupanu ¢ XVB u KouTo HuKora He ca
JIeKyBaHU 1peau ¢ antu-XMB nekapcTsa.

BammsT nekap me o0cbau ¢ Bac kos komOWHaNms OT JeKapcTBa € Haii-100pa 3a Bac.

2. Kakso Tps0Ba na 3Haere, npenu xa npuemere EDURANT

He npuemaiite EDURANT, ako cTe anepruyHu KbM pUITUBUPUH WK KbM HIKOS OT OCTaHAJIHUTE
CHCTAaBKM Ha TOBA JIEKAPCTBO (M30pOCHU B TOUYKA 0).

He npuemaiite EDURANT B koMOMHanus ¢ HKoe OT CJIeIHUTE JIeKapPCTBAa, Thi KaTO TE MOXKeE Ja

noenusAtT aAercteuero Ha EDURANT nnu pefictBueTo Ha ApyruTe JIeKapcTBa:

- kapOamasenuH, OKkckapOasenut, peHobapOuTai, GeHUTONH (JeKapcTBa 3a JieYeHUe Ha
EMUJISTICUS ¥ TIPEAOTBpATIBaHE HA TIPUTIA IBIIN)

- pudammuimH 1 pudaneHTHH (JIekapcTBa Cpely HIKOU OaKTepUaTHU HHPEKIHH KaTo
TyOepKyno3a)

- OMEMPA30JI, €30MEIPa30JI, JIAH30MPA30J1, TAHTOIPA30JI, padernpa3ot (MHXHOUTOpH Ha
MPOTOHHATA [TOMIIA, KOUTO ca JIEKapCTBa 32 MPOQIIAKTHKA U JIeYeHHE Ha CTOMAIIIHH SI3BH,
CTOMAIITHU KUCEJIMHH WIH peIIyKC HA KUCEIHHH)

- JeKcaMeTa30H (KOPTUKOCTEPOU]], M3IOJ3BaH MIPH PA3IMYHH CHCTOSIHUS KaTO Bb3NAICHUE U
QIEPIUYHHU PEAKIMK) KOTaTo Ce MprueMa Mpe3 ycrara Wi 1moj popmara Ha HHKEKIIHs, C
W3KIIFOYEHUE Ha JICUCHHE C eJJHOKpaTHA 71032

- NPOJYKTH, KOUTO ChIIbPIKAT XBIT KanTapuoH (Hypericum perforatum) (OmikoB nmponaykr,
W3TIOJI3BAH 32 JICTIPECH).
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AKO npueMare HsIKOe OT T€3U JIEKapCTBa, NonuTaiTe Bamus nekap 3a Ipyru Bb3MOKHOCTH.

[penynpexaeHust ¥ MpeaIna3sHu MEPKH
T'oBopete ¢ Bamms siekap wim gapmaneBT, npeau na npuemere EDURANT.

EDURANT ne moxe na nznekyBa XVB-undexnusara. Tol e gacT oT JeueHne, HaMalsBallo
KOJIMYECTBOTO HA BUPYCa B KPBBTA.

EDURANT e mpuiaran camo np orpaHn4eH Opoii manueHTH Ha Bb3pacT 65 Win moBeve TOANHHU.
AKo crniajziate KbM Ta3u Bb3pacToBa rpyma, Moiis oochaere ynorpedara Ha EDURANT ¢ Bamus
JeKap.

HNndopmupaiite Bamms gexap 3a CbCTOSHUETO CH

3armo3HaiTe ce ¢ TOUKUTE Mo-A0y U nHpopMupaiite Bammms nexap, ako HIKOE OT Te3W ChCTOSHHS Ce

oTHacs 3a Bac.

- WNudopmupaiite Bamms nekap, ako uMare Wi CTe UMald NpodJieMH ¢ YepHusi 1poo,
BKIIFOUNTENHO XermatuT B w/mnu C, u/unu npodiaemu ¢ 0b0penute. Bammust nexap moxe 1a
OIICHU TeKeCTTa Ha Barero yepHOAPOOHO Mitn ObOpeyHO 3a00MsIBaHe, IIPEIn 1a B3eMe
petrenue nanu Moxke aa npuemate EDURANT.

- WNudopmupaiite Bamms nekap He3abaBHO, ako 3a0€Ie)KUTE HIKAKBH CHMITOMH HA MH(EKIHS
(mampuMep, MOBHUINICHA TEMIIEPATYPA, CTYACHH TPBIIKH, U3NOTsABaHe). [Ipy HAKOM MAIMEHTH C
HanpenHana XM B-uH)ekIwms 1 aHaMHe3a 32 ONOPTIOHUCTUYHA WH(EKIIUS MOXKE J1a CE MOSABSAT
0ene3u ¥ CUMIITOMH Ha BB3MaleHUE OT MPEAXOJHH HH(EKIIMU CKOPO cJie]] 3al04BaHe Ha
nedenueTo 3a XMB. CMmsTa ce, 4e Te3u CUMIITOMH Ce ThJDKAT Ha OJ00psiBaHe HA IMYHHUS
OTTOBOP, JABAIII0 BE3MOXXHOCT Ha OpraHu3Ma Jia ce 00pu ¢ MHPEKITUUTE, KOUTO MOXKE JIa ca
ChIICCTBYBaJIn 663 BUIUMHU CUMIITOMMU.

- B AOI'bJIHCHHUC KbM OIMMOPTIOHUCTUYHUTC I/IH(beKLII/II/I MOJXKE J1a HACTBHIIAT CbIIO U aBTOUMYHHU
HapyIIeHUs (ChCTOSHUS, KOUTO HACTHIIBAT, KOTaTO MMyHHATAa CHCTEMA aTaKyBa 3/[paBara ThKaH
Ha OpraHu3Ma), CJIe]l KaTo 3all0OYHeTe JIa IipueMaTte jJekapceTsa 3a jieueHue Ha HIV undexiusra.
ABTOMMYHHUTE 3a00JIIBaHUS MOXE J1a Bb3HUKHAT MHOTO MECEIH CJIe/] Ha4al0TO Ha JIEUEHUETO.
AKo 3a0enexnTe KakBUTO U J]a € CHMITOMH Ha WH(EKIUS WX APYTH CUMIITOMH, KaTo
MyCKyJTHa cabocT, C1aboCT 3amoyBalia B pelieTe 1 KpakaTa v IpeMHHAaBaIa Harope KbM
TSUIOTO, ChplicOneHe, TperepeHe Wil CBPbXaKTUBHOCT, MHPOpMupalTe HezabaBHO Bamms
JeKap, 3a Ja MOThpPCH HEOOXOAMMOTO JIeUeHHE.

- Kaxxere Ha Bammst nexap, ako rnpremare HIKaKBH JEKapCTBa, KOUTO MOTAT J1a PEeIU3BUKAT
JKUBOTO3aCTpaIllaBallld HapyIIeHus Ha chpacunust purhbM (Torsade de Pointes).

Jeuna
EDURANT He e npeana3HadeH 3a ynoTpeba npu aena noj 12 ronuHu, Thid KaTo He € JOCTaThuHO
MIPOYyYEH MPH TE€3H MaIUEHTH.

JApyrn nekapcrBa u EDURANT

Bue tpsa6Ba na npuemare EDURANT 3aenno ¢ npyru antu-XUB nexapcrsa. Bammsr iexap e Bu
nochBeTBa Kon aHTU-XUB nekapctsa moxe aa ce komOunupar ¢ EDURANT u 3aeano mie pemmre
KOs1 KOMOMHAIMA € Hal-moaxoasama 3a Bamure Hyxnu. CnenBaiiTe BHUMATEIIHO YKa3aHUATA HA
Bamusa nekap.

Hsikon nexapcrBa moxe na nosiusaat HuBata Ha EDURANT B kpbBTa, KOraTo ce npueMat
€THOBPEMEHHO C HETO.

Undopmupaiite Bammst nexap uinn papMaieBT ako npuemMare, HACKOPO CTe IMPUEMANH HITH €
BB3MOKHO J1a IIpUEMETE JPYTH JIEKapCcTBa.

He ce npennopbuBa komounupanero Ha EDURANT c¢ apyru HeHyKI1€03uIHI HHXHOUTOPH Ha
oOparHara Tpanckpunrasa (NNRTI) karo nenaBupanH, edhaBupeHIl, eTpaBUPHH U HEBUPAIIHH.
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Edexture Ha EDURANT miu apyru JiekapcTBa Moske 1a 0bAaT MOBJMSHH, aKO ITPHEMATE

EDURANT 3aenmno ¢ HIKOe OT ciiemHuTe Jiekapersa. Mapopmupaiite Bamms nekap, ako mpremMare:

- prdaldyTuH (CpeACTBO 3a JieueHHe Ha HAKOW OakTepHatHu HH()EKInH). AKO IpHeMaTe TOBa
nekapcTBo, nokaro npuemare EDURANT, mpouerere BHUMaTenHO Touka 3 ,,MTHCTpyKIuu 3a
npaBIHa ynoTpeba rmpu Be3pacTHH U toHomH (0T 12 10 mo-manko ot 18 roaunu)” 3a ToBa Kak
Jla T TIprjiarare.

- KJIAPUTPOMHUIIMH, €PUTPOMHUINH (AaHTHOMOTHIIN)

- UMETHANH, (aMOTHUANH, HU3aTHINH, paHUTHANH (H2-penentopHn aHTaroHUCTH, H3MOI3BAHN
3a JICYCHHE Ha 3B HAa CTOMAaxa WM YpeBaTa, WM 3a yCHOKOsIBaHE Ha CTOMAIIIHY KHUCEIIMHH,
IBIDKAIIK ce Ha pediykce). AKo mpueMarte Te3H JIeKapcTBa, IPovYeTeTe BHUMATEIIHO TOUKa 3
,,VIHCTpYKIIMH 3a MpaBUIIHA yHoTpeOa Mpy Bb3pacTHU U 0HOIIH (0T 12 10 mO-Mayko OT
18 romuHu)” 3a TOBa KaK Ja T Ipujarare.

- AHTHALMIHYU CPeCTBa (M3MIOI3BaHH 3a JIeUCHUE Ha 3a00IIsIBaHHS, CBbP3aHH C KHCEIUHUTE B
cTOMaxa; HalpuMep alyMUHHEB/MarHe3ueB XUAPOKCU, KalueB kKapOoHat). AKo puemare
TE3H JIEKapCTBa, IPOYETEeTe BHUMATEIHO TOUKa 3 ,,IHCTpyKINH 32 paBHiIHA YIIOTpeOa mpu
Bb3pacTHH U toHoIH (0T 12 10 mo-manko ot 18 roanum)” 3a ToBa Kak J1a 'M IpHiiarare.

- METaJI0H (M3IMO3BaH 3a JICUYCHNE Ha CHHPOM Ha OTHEMaHe Ha HAPKOTHIU MM HApPKOTHYHA
3aBHCHMOCT)

- nmaburaTpaH eTekcuiar (AHTUKOATyJIaHT).

BpemenHnocT n KbpMeHe
Nudopmupaiite Bamms nexap He3a0aBHO, ako CTe OpeMeHHa U aKo TUTAaHUPaTe OPEMEHHOCT.
Bpemennu xenu TpsioBa na ooceast ynorpedara Ha EDURANT cbe cBos nekap.

He ce mpenopbsuBa kbpMeHe 1pH jxeHH, KouTo ca XVB-monoxurenan, T kaTo XM B uHdpekiusTa
MOJKe J1a ce TpeiaBa Ha 6e0eTo upe3 KbpMara.

AKO KbPMHTE HJIM CMSTATE Ja KbPMHTE, TPAOBa Ja 00chauTe ToBa ¢ Bamms iekap Bb3MOXKHO Hali-
CKOpO.

INocwBeTBaiiTe ce ¢ Baius nekap win dapMaiieBT Ipean yrnoTpedaTa Ha KOETO U Ja € JIEKapCTRO.

Ilopupane u padora ¢ MAIIMHU

Hsixon manueHTH MOXe Ja U3MUTAT YMOPa, 3aMastHOCT WITH CHHIUBOCT IO BPEME Ha JICYCHUETO C
EDURANT. He modupaiite u He paboTeTe ¢ MalllMHM, aKO C€ YyBCTBATE YMOPEHH, 3aMasHU HITH
chHIMBH, nokato nmpueMate EDURANT.

EDURANT cbabpika 1akTo3a
Axo Bammsr nexkap Bu e ka3an, ye nmaTe HEIIOHOCUMOCT KbM HSIKOM 3aXapH, CE CBBPXKETE C HErO
Ipeay Ja 3alloyHeTe preMa Ha TOBa JICKapCTBO.

EDURANT cbabp:xa HATpHii
ToBa sekapcTBO ChIbpiKa Mo-Majiako oT 1 mmol matpwuii (23 mg) 3a 1 rabierka, T.€. MOXKeE Jia ce Kaxe,
Yye IPAKTUYECKU HE ChIbPKa HATPUil.

3. Kaxk na npuemate EDURANT

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xa3an Bammst nexap ninu ¢papmaneBT. AKo He
CTE CUTYpHH B HEIlO, nonuraiite Bamus nexap i papmanenT.

HHcTpykuuu 3a mpaBUJIHA yNOTPeda MpH BH3PAcTHH H I0HOIMH (0T 12 10 MO-MaJIKO OT

18 rogunm)

IIpenoppuntennara noza EDURANT e 1 tabiieTka BeAHBXK THEBHO.

EDURANT TpsoBa na ce npueMa ¢ XpaHa. XpaHaTa € BakKHa, 3a JIa C€ TIOCTUTHAT MOXOSIINTE
HMBa Ha aKTUBHOTO BEIIECTBO B Oprann3ma. CaMo XpaHUTEIIHA HANUTKA (Hamp. OoraTa Ha MPOTCHHH)
HE MOJKE JIa 3aMECTH XpaHara.
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CrhlecTByBaT YeTHPH CUTYAIHH, KOUTO M3UCKBAT CIIEIMAIHO BHIMAaHUE!

1. Axo npuemare pru¢adyTun (JIekapcTBO 3a JICUCHUE HA HAKOU OaKTepUaTHu UHOEKIHUN ),
npuemaiite o 2 tabnerku EDURANT BenHbk qHeBHO. KoraTo mpeycTaHoBUTE MprieMa Ha
pudabyrtun, npuemaiite mo 1 rabnerka EDURANT Benubx AHEBHO. AKO HE CT€ CUTYPHU B
HeIo, monuTaiTe Bamms nekap wim papmaneBT.

2. AKo0 npuemMaTte aHTHALU/ (CPEICTBO 32 JIeYeHUE Ha 3a00JsIBaHNUs, CBBP3aHU C KUCEITMHHTE B
CTOMaxa, HalpruMep aTyMUHHEB/MarHe3neB XUAPOKCH/, Kaiues kapooHart). [Ipuemaiite
AHTHALIMIHOTO CPEICTBO Hal-MalKo 2 yaca Ipeau Wi Hal-manko 4 yaca cieq EDURANT
(BmwxkTte Touka 2 ,,/Ipyru nekapctea 1 EDURANT™).

3. Axo npuemarte Hr-penientopen aHTaroHucT (JiekapcTBa, U3MOI3BAHM 32 JICUEHHETO Ha SI3BH
Ha cTOMaxa WM YpeBaTa, WK 3a yCIIOKOsIBaHEe Ha CTOMAIITHN KHCEJWHH, IBIDKAIIHN Ce Ha
pedaykce (kaTo nuMeTHIMH, GaMOTHMH, HU3ATHINH WK paHUTUANH). [Ipuemaiite
H»-peuenTopHust aHTarOHUCT Haii-Manko 12 yaca npenu uin Hail-manko 4 yaca ciex
EDURANT (Bmxre Touka 2 ,,J{pyru nexkapctea 1 EDURANT”). Hz-penienrropanTe
aHTAroOHHCTHU He TPsIOBa Ja ce mpueMar 1o cxema 2 mbTH JHeBHO. OOChIeTe Apyra Bh3MOKHA
cxeMa ¢ Bamus nekap.

4. AKo npuemMare IHAaHO3MH (JIeKapcTBO 3a JieueHue Ha XV B-undekius), He € He0OXO0IUMO
KOpHUTupaHe Ha Jo3arta. J{uaano3uH TpsaOBa 1a ce mpuiiara Ha Ipa3eH CToMaxX Hal-MaJiko J1Ba
yaca nmpenu uin Haii-manko yetupu aca cien EDURANT (koiiTo TpsioBa ia ce mpuema ¢
XpaHa).

CBaJisiHe Ha 3anmymaJjkKarta, 3alluTeHa OT Je1a

@ ByTtunkata e cHabnieHa che 3amyluaiKa, 3aluTeHa ot fena. Ts moxe na ce
OTBOPH, KaTO C€ HATHUCHE HAZ0Iy U €IHOBPEMEHHO CE 3aBbPTH 00paTHO Ha

97
’ YAaCOBHMKOBATA CTPEJIKA.

AKo cTe pueu MoBe4ve oT HeoOxoaumaTa 103a EDURANT
He3abaBHo ce cebprkere ¢ Bamus jiekap win papmarierT. B ciyuait Ha npeno3upaHe MOXe 1a
MIOJIyYHTE TIIaBO0OIUE, TaJleHe, 3aMassHOCT W/WIIM HeOOMYaliHu ChHUIIIA.

AKo cTe nponycHagu 1a npuemere EDURANT

B ciyuait ue 3abenexunte ToBa A0 12 yaca cJier BpeMeTo, B KOeTo 00M4aiiHO npueMate
EDURANT, tps6Ba na mpuemere tabieTkaTa Bb3MOXKHO Haii-ckopo. Tabmetkata EDURANT tpsioBa
na ce mpuemMa c xpana. Ciiex ToBa B3eMeTe clie/iBalllara J103a o 00M4aifHoTo Bpeme. AKo 3a0emexuTe
nporrycka cjeq 12 yaca, npormycHeTe Ta3u 1032 U IPOJbIDKETE ChC CIEABALIUTE 03U 110 o0MyaiHaTa
cxema.

He B3emaiite nBoiiHa /1034, 32 1a KOMIIEHCUpATe MPOIyCHATaTa J103a.

Axo moBBspHETE MO-MaNko oT 4 gaca cieq npuema Ha EDURANT, B3emeTe npyra TabiieTka ¢ XpaHa.
Axko noBbpHeTe ciell moBeue oT 4 yaca ciex npuema Ha EDURANT, ne TpsiOBa 1a npuemare apyra
TabJieTKa 10 clieABamaTa 103a 1o oonyaifHaTa cxema.

IToTbpcere Bamms nekap, Korato He CTe CUTYPHH KakBO J1a IIPABUTE, aKO CTE MPOIyCHAIN 1032 WK
MOBBPHETE.

He cnupaiite npuema na EDURANT

Jleuenneto Ha XM B He Moxe aa uznekyBa XUB undekuusta! He cnmpaiite npuema Ha EDURANT
0e3 1a cre ce KoHCynTHpanu ¢ Bammst exap. [lopu u 1a ce mouyBcTBaTe M0-100pe, He crimpaiirte
npuema Ha EDURANT mnu apyrute cu antu-XHB nekapcTBa, 3a10To Taka MOXKe Ja MOBUIINTE
pHCKa OT pa3BUTHE Ha BUPYCHa pe3ucTeHTHOCT. [IbpBO roBopete ¢ Bammst jekap.

AKO UMaTe HIKaKBH JIOMBIHUTETHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapPCTBO, IIOMUTANTE
Bammus siekap wiu papMarieBT.
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4, Bb3MOKHN HeKeJTaHU PeaKIun

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKCIAaHNU pCaKIIUK, BBIIPEKHU Y€ HE
BCCKH T'U IOJIy4aBa.

MHoro yectu:

- riraBobosme

- rajcHe

- TPYAHO 3acniuBaHe (0e3ChbHHUE)

- 3aMastHOCT

- NPOMEHH B €IMH OT CTaHIAPTHUTE YEPHOAPOOHH MMOKa3aTeH (TpaHCaMIHA3a)
- NOBUIIIABAHE HA XOJIECTEPOJIa M/MiIH TaHKpeaTHyHaTa aMuiia3a B KpbBTa

Yectn:

- [MaTOJIOTUYHH CHHHUILA

- o0puB

- 00JIKM B cTOMaxa

- Jienpecus

- ymopa

- MOBpBIAHE

- CHHIIUBOCT

- HaMaJIeH alleTUT

- HapYIICHUS Ha ChHS

- CTOMaIIeH quckoMdopt

- MOTUCHATO HACTPOCHHUE

- CyXO0Ta B ycTaTta

- HamaJieH Opoii Ha OennTe KPbBHU KIIETKH H/VITH TPOMOOIIUTHUTE, TTIOHIKaBAaHE HAa XeMOTIIO0MHA
B KPbBTA, MOBUILIABAHE HA TPUTIIUIICPUIUTE, JIUIIa3aTa 1/Wid OUITUpyOrHa B KpbBTa

Heuectn:
- MIPU3HAIN WA CUMIITOMU Ha Bh3MAaJeHHe, MM MHEKIHs, HapuMep, MOBHUIIIEHa TeMIIEpaTypa,
CTYJEHU TPBITKH, U3MOTSIBaHE (CHHIPOM Ha MMYHHA PEaKTHBAIIHS)

Chol0maBaHe HA HesKeJIAHH PeaKIHU

AKO TIOITyunTe HIKAKBU HEXEJaHH JISKApPCTBEHH peaKkiiy, yBejgoMere Bamus nexap uiu gpapmanenT.
ToBa BKJIIOUBa BCHYKH Bb3MO)KHH, HEOITMCAHH B Ta3M JIMCTOBKA HEXEJIaHU peakluu. MoxkeTe chIIo Aa
CHOOLINTE HEXEJIAaHU PEAKLMH AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChOOIIaBaHe B:
W3npnHATENHA areHnus 1o JIeKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

Karo cpobmaBare HexxenaHu peakiy, MOXKETe Jja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBeYe
uH(OpMAI OTHOCHO 0€30I1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansaBate EDURANT
[a ce cpxpaHsiBa Ha MSICTO, HEIOCTBITHO 32 JIeLa.

He m3nion3Baiite ToBa JIeKapcTBO Ciie]] CPOKa Ha TOIHOCT, OTOEISI3aH BbPXY KAPTOHEHATA OIAKOBKA H
Oytmikara cien ,,l'omen 10”°. CpoKbT Ha TOTHOCT OTIOBaps HA TOCIEAHMS JICH OT ITOCOYCHHS MECEIL.

ﬂa CC CbXpaHsBa B OpUTr'MHAJIHATA 6YTI/IJ'IKa, 3a [1a CC mpeana3n OT CBCTIIMHA.
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He uzxBbpIastiiTe nexapcTBaTa B KaHAIU3AIMATa WIK B KOHTEHHEPA 32 TOMAITHU OTIIaIBITH.
ITormuratiTe Bammus dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MOJI3Bare. Te3n
MEpKH 1€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa cpefa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMBJIHUTEIHA HHpopManus

KakBo coabp:xa EDURANT

- AKTHBHOTO BELIECTBO € PIIMHBHUPHH o] hopMaTa Ha PHIMTUBHPHHOB XUAPOXIopua. Beska
tabnerka EDURANT cbabpika puInuBUpUHOB XUAPOXJIOPU/, CKBUBAJICHTEH HA 25 MQ
PUJINUBUPHH.

- JlpyruTe ChCTaBKM Ha SIPOTO Ha (GUIMHpaHaTa TabJeTKa ca: JaKT03a MOHOXHUIPAT,
Kpockapmeno3a Hatpui, moBugoH K30, monucopOat 20, cunudunupana MUKpOKpUCTATHA
LeNTyJI03a U MarHe3ueB creapaT. OUIMOBOTO MOKPUTHE ChABPIKA JIAKTO3a MOHOXHUPAT,
xunpomenosza 2910 6 mPa.s, Turanos quokcua E171, makporos 3000 u TpHameTrH.

Kaxk m3rine:xkna EDURANT u kakBo chabpika onakoBKaTa

bsina mo mourtu 6sina, punmmupaHa, Kpbria, IBOMHOU3MbKHAIA TabaeTka ¢ Haamuc ,,IMC” ot eqnara
cTpaHa u ,,25” OT pyraTa.

ByTuiika c¢he 3amuTeHa OT Jela 3amylanka, chabpkamia 30 GuaMupanu TabIeTKy.

IIpuTexkaTes Ha pa3peLIeHUETO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauren
Janssen-Cilag SpA
Via C. Janssen
Borgo San Michele
04100 Latina
Uranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIsL, CBbPKETE CC C JIOKAJTHUSA
MNPEACTABUTCII HA IPUTCIKATECII Ha Pa3pCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

Boarapus Luxembourg/Luxemburg
,»JLKOHCBH & JlxoHChH Bearapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
Danmark Malta

Janssen-Cilag A/S AM MANGION LTD.
TIf: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com
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Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EAlhada
Janssen-Cilag ®appaxevtiki A.E.B.E.
TmA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
infojaces@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 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@INJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC
Tel: +353 1 800 709 122

Island
Janssen-Cilag AB
c/o Vistor hf

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 Xoatinmoavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

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

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)

Janssen Sciences Ireland UC
Tel: +44 1 494 567 444

JlaTa Ha MOCJIeAHO NMpepa3riiekaane Ha Jucropkara 10/2022.
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ITonpoOHa mH(pOpManHs 3a TOBA JIEKApCTBO € MpeaocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
1o JiekapcTBata http://www.ema.europa.eu/.
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