
3bHPEHM3BEITAJ 3A OCOBHHHTE HA JIEKOT

OBoj sek € Ha AONONHATENEH MOHHTOPHHT. Opa Ke OBO3MOKY 6P30 HAeCHTUUKyBalbe Ha
HOBM Ge36eqHOCHH wHdopMaliun. 3gpascTBeHuTe PaGOTHAUH ce Oapa Ja TH IPHjABYBAAT CHTC
COMHHTOJIHM HeCAKAHH peak1mn. Bunere Bo AEIIOT 4.8 3a Toa kako Aa TU NPHjABATE HecakaHUTe PEAKHHH,

1. HME HA JIEKOT

Kerendia® / Kepennna 10 mg, 20 mg burm-o6r10oxenu TabneTH

2. KBAJIWTATHBEH H KBAHTHTATHBEH COCTAB

Kepenxua 10 mg usm - o6roxeHu TabneTu
Cexoja parm-o610xena Tabnera conpxu 10 mg duHepeHoH.

Excyunueuc co nosham eqdexm:
Cexoja parm-0610%eHa TabseTa compxH 45 mg JAKTO3a (KAKO MOHOXHAPAT), BAH Jen 4.4.

Kepennna 20 mg usm - o6roxenx TaGnera
Cexoja pusM-oOn0xeHa TabneTa compu 20 mg duHepeHoH.

Excyunueuc co nosnam edberm
Cexoja dusiM-o6s1oxeHa Tabseta conpxu 40 mg nakrosa (Kako MOHOXHAPAT), BHM jes 4.4.

3a WelocHa JIACTA Ha eKCIMNMeHCH, BHAH Zen 6.1.

3. APMAIIEBTCKA IO3MPAHA ®OPMA

Ovnmm-o6noxena TaGreTa (TabserTa).

Kepexrua 10 mg buna oGroxeHx taOneTH
Py oN

Po30Ba, Ta6reTa co FON min% up ox 5 mm, co
o3Haka 10« Ha €XHATA CTpaHa H „Fre Ha ApyTaTa CTpanHa. m

Kepeuaua 20 mg dumm - oGroxenu Ta6reru
2KouTa, OBAJIHO-A3AOJBKEHA (pusim-o6s102%KeHa TaGJeTa CO AOJDKU HHa of 5 mm, co

*

03HaKa „20" Ha eqHata CTpaHa u „FI Ha ApyraTa CTpaHa

4. KJIUHHUKH IIOIIATOIIM

4.1 TepaneBTcku HHAHKAUHH

Kepennna e HAHAMHApAHA 3a TpeTMaH Ha xpoHH4Ha 6y6pexHa 6onecT (co aun6yMHHypnja) kaj
BO3PaCHH IIQIIHCHTH CO AHjaGerec Tun 2.

3a pesy1TataTe 3a 6yGpeKHATE M KAPAHOBACKYIAPHA HCXOAH BO CTYAAHTE BHIICTC BO Aen 5.1.
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4.2 Jlosupate u HAHMH Ha ynoTpeba

O3Hparbe

I[penopayanata Tapret 103a e 20 mg buHepeHoH eAHAI AHEBHO.
MakcuManHaTa Mpenopayana PO32 e 20 mg buHepeHOH CIHQIII AHEBHO.

[ouerok Ha TDeTMaHOT

3a na ce 3anouHe CO TpeTMaH CO OHHCPOHOH HA Aa ce ONpeAH HOUETHATA 1034, HOTPEÖHO e Ja ce onpenu
BPeAHOCTA Ha CCPYMCKMOT kaJIMyM U CTalika Ha TIOMEpyIapHa bustpaunja (eGFR).
AKO CePyMCKHOT KaJIHyM e < 4,8 mmol/L, Moxe za ce 3anoyHe co TpeTMaH co @uHepeHoH. 3a creneme
Ha CCPYMCKHOT KAlIHYM, BHAETE noXONY ,[IpoaomKkyBaHe Ha TPETMAHOT".

Ako cepyMckHoT e > 4,8 no 5,0 mmol/L, Moxe za ce pazMncnu 3a Ha TPETMAHOT
co buHepeHoH CO AONOMHATEMHO Ha CCPYMCKHOT KaJHYM BO IIPBHTC 4 Hee Bp3 OCHOBa Ha

KApaKTePHCTHKHATE Ha NAHAEHTOT H HHBOTO Ha CEPYMCKHOT KAJIHYM (BAAA Jen 4.4).

AKO CepyMCKHOT KAJTHYM e > 5,0 mmol/L, He Tpe6a Aa ce sarnouxe co TpeTMaH co daHepenon (BAM Aen
4.4).
IIperropayanara no4eTHa Ha PuHepeHoH ce Gazapa Ha eGFR u e n1percrasena Bo Ta6ena 1.

TaGena 1: IloueTok Ha TpeTMaHOT co OHHCPCHOH A Openopayana A03a
eGFR (ml/min/1.73 m?) IlouerHa 103a (exHam KHEBHO)
0 60 20 mg
> 25 no < 60 10 mg
<25 He ce npenopauysa

IIpodonacysarve na mpemmanom
CepyMckuoT KaJIHyM u eGFR Tpe6a nopTopHo Aa ce onpenar 4 HENENM NO 3aNOUHYBAHETO WIN

IIOBTOPHOTO 3alOuHyBarbe HA TPETMAHOT CO (puHepeHoH HJIH 3TONEMYBAHETO Ha AO3ATA (BAM Tabena 2
3a la Ce YTBPAH IIPOMOJDKYBaRb»e HA TPCTMQHOT CO OHHCPCHOH HM IpunaronyBame Ha AO3ATA).
Ilotoa, CepyMCKHOT KannyM Tpe6a Aa ce onpenyBa IICPHOIIHHHO HJIM HO TOTpe6a cmopen
KapaKTePHCTHKATE Ha NALMEHTOT.
Buau gen 4.4 u 4.5 3a noBeke uHdhopmanmn,

TaGera 2: Tpogzomxysarbe Ha TpeTMaHOT CO OHHCPGHOH A IIPHJIATONyBAlbe HA AO3ATA
Momentainmata 1032 Ha danepenou (exam IHCBHO
10 mg 20 mg

Momenranen < 4.8 3ronemysame go 20 mg OnpxyBajre 20 mg equal xHeBxo
CepyMCKH PHHepeHOH, AHEBHO
KAJIHyM > 4,8 no 5.5 Onpxysajre Ha 10 mg, exam Onpxygajre 20 mg ennar1 nHeBHO
(mmol/L) AHEBHO

> 5.5 e€KHHeTe ro (pHHepeHou.
3a 3anouHeTe CO 10 mg

3aTIOUHYBARE CO AHEBHO KOra CepyMCKHOT
AHEBHO kora cep MC KaJUYM) KaJIH e < 5,0 mmol/L
e < 5,0 mmol/L.

<r
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* onpxyBajre 10 mg Ha WeH, ako eGFR e Hamanen 3a > 30% Bo cropex6a co npeTxoqHOTO
Meperbe

IIponyumeua dosa
IIponyuitena 103a Tpe6a Ja ce 3eMe BEAHAIUI IITOM HAUHEHTOT Ke 3aGeJieKH, HO CAMO HCTHOT ICH.
TaunexTor He Tpe6a na 3eMa 2 103M 3a Aa ja HAJOMECTH HponyIITeHaTa 1038.

CnenjanHa HOnyYHALAA

ITocmapu
He e notpeGxo npunaroxyBare Ha AOSATA Kaj NOCTAPH IIQLIWCHTH (BAAH Jen 5.2).

By6peacno oumemyeare
Iouerok Ha TPeTMaHoT
Kaj nayuenta co eGFR < 25 mL/min/1,73 m', Tpermanor co bunepenon He Tpe6a Ja ce 3anouxyBa
nopanu OTPAHHAEHA KIIHHHYKH IIOHQTOII (BAAA Jen 4.4 u 5.2).

IlpoqomKyBate Ha TpeTMaHOT
Kaj maumentu co eGFR > 15 mL/min/1,73 m?, TpermaHoT co dbuHepeHoH Moxe Ja ce IIPOHOJDKM co
IIPHJIQTOH1YB2HO Ha AO3ATA BO 3QBHCHOCT OA CCPYMCKHOT KannyM. eGFR Tpe6a za ce onpenysa 4 Hexen
NO 3arlOUHYBAIB€TO 3a Ja Ce YTBPAH JAH TIOYeTHATa A03a MODKC JA ce 3TOJICMM JO Mpelopayanata
AHeBHa 103a oF 20 mg (BugH ,,/JJosuparbe, IIPOHOJDKYBAHO Ha TPETMAHOT" x Tabena 2).
Ilopaan OTPaHH4YEHATE KIIHHHYKH HOHATOUM, TpeTMaHOT co uHepeHon Tpe6a Ja ce npeKAHE kaj
NaUHeHTH KOM rporpecupare BO KpaeH cTa1nyM Ha 6y6pexHa Gonecr (eGFR < 15 mL/min/1,73 m?)
(Bnxm nen 4.4).

Xenamanno oumemyearoe
Ilaumentu co
- TCIIIKO XCIIQTQJIHO OIITETyBAHE:
He Tpe6a na ce co buHepeHon (Bann nen 4.4 u 5.2). Hema nocTanHn monaTolm.

- YMCPCHO XENIATAJIHO OMITeTyBabe:
He e notpe6Ho mpunarogyBame Ha IOYETHATA H03a. PasmucyeTe 3a AONONHATENHO CJICIICHC Ha

CCPYMCKHOT KaJIHyM HW IIPHJIQTOICTC TO MOHHTOPHHTOT CIIOPCA kapakTepMCTHKUTe Ha HAUHEHTOT (BHAU
nen 4.4 u 5.2).

- 61aTO XEITATAJIHO OMITeTyBaHe:
He e noTpe6Ho npunaroxyBaHe Ha TIOYETHATA 11038.

Hcmospemenu rekoeu
Kaj Kon 3eMaaT PHHEPeHOH HCTOBpeMeHO CO YMEpEHH WIM cna6u UHXHÖHTOPH Ha CYP3A4,
AOHATONH Ha KAJIHYM, TPHMCTOIIPHM HAM TPHMETONPHM/CyIIdbameTokcason, Tpe6a Aa ce 3eme IIpeaBHA

Ha CCPYMCKHOT
KApaKTEPHCTHKUTE Ha IIQLIWCHTOT (Bun jen 4.4). OnnyKuTe 3a TpeTMaH Aa ce
AoHecaT cnoper Tabena 2 (,,1o3nparse, IpOAOIDKyBalbe Ha TPETMAHOT")
Moxe Gare Ha (UHEPeHOH, KO MaaT

TPHMETOTIPHM HH TPHMeTOnpaM/cynbamerokcason. Bugu nen 4.4 u 4.5 3
4

Tenecna meorcuna
He e notpe6xo IPHHATOAYBARE Ha 103aTa Bp3 OCHOBA Ha TCJICCHQTQ TeKHHa (Bun WEN 52)

Tonge
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ITedujampucra nonynayuja
Be36enxocTa u etukacHocta Ha OHHCPCHOH kaj Della H AHOJIÈCHEHTH Ha BO3PACT Nog 18 roxAHA cé YIITE
He ce yTBpAeHH. Hema NOCTaIHH noHaTONH.

Hauyx Ha anmuHncTpaunja
Opanna ynompe6a
Ta6reTuTe Moxe Na Ce 3eMaaT CO Yala BOA u CO un 6e3 xpana (Bun nen 5.2).
Ta6nerute He Tpe6a na ce 3eMaaT co rpejnhpyT ANA cok ox rpejnppyT (Buan nen 4.5).

Crpwenu mabremu
3a HAUHEHTH KOH He MODK2T Na TOATAAT Nenn Ta6neTu, TabneTuTe Kerendia Moxe za ce 3npo6at x na ce
MeIlaaT CO Boa WIM MeKa XpaHa, Kako IIITO € mupe OX ja6onka, AupeKTHO npen opaHa ynotpeba (Bun
zen 5.2).

4,3 Kontpannankaynn

- IlpeoceTnaBoct Ha aKTHBHATA CyIICTaH1lmja HJIM HA HEKO) ON OKCIIMIIMCHCHTO HaBeyeHH BO CJIOT 6.1.
- HcToBpemeH TpeTMaH co cHIHH UHXHÖHTopH Ha CYP3A4 (Bun Aen 4.5), Ha np.

HTPAKOHA3OJNM
KeTOKOHA3071

PATOHABAP
HeJIDHHABHP
KOÖHLHCTAT
KJIQPHTPOMHIIMH
TENATPOMALHH
Heda3010H

- AxacoHoBa Gonect

4.4 Iloceönn Mepkn Ha IIPCTII23JIHBOCT AH NOCEÖHH NpenynpenyBarma

Xumepkanemnja
Xunepkasemuja e 3a6ereykaHa Kaj IIAIMEHTH TPCTHPQHM CO PunepeHoH (Bram nen 4.8).
Hexon nauneHTH ce U3IOKEHH Ha IIOTOJICM PH3HK Aa Pa3BHjaT xanepkasemuja.
®aKTopu Ha PH3HK BKIyuyBaaT HH30K eGFR, IIOBHCOK CepyMCKH KaNHYM H IPEeTXOAHH EIIHSONH Ha

xunepkaneMuja. Kaj oBue nannenTu Tpe6a na ce pa3MmHcJ1yBa 3a IIOHCCTO CHENERRE.

3anounysarse u npodonacyearve na mpemmanom (eudu den 4.2)
AKO CEPyMCKHOT KaJIHYM € > 5,0 mmol/L, He Tpe6a na ce 3anouHe CO TpeTMaH co (bHHeEpeHOH.
Ako cepyMckuoT Kal1nyM e > 4,8 no 5,0 mmol/L, Moxe a ce 3a 3aNOUHyBalbe Ha TPETMAHOT
co PuHepeHoH CO AONONHUTeNHO CJIeTeHE Ha CepyMCKHOT KANHyM BO IpBHTe 4 Hee Bp3 OCHOBA Ha

KApaKTEPHCTHKHTE Ha HALMEHTOT H HABOTO Ha CEPYMCKHOT KAJIHYM.
Ako CepyMCKHOT KaJIHyM e > 5,5 mmol/L, TPeTMaHoT co duHepeHon TpeGa na ce NpexuHe. Tpe6a na ce
CHEAT JIOKQJIHHTC YIIQTCTBA 3a JI€kyBarbe Ha XHTIEPKaneMnja.
OTkako CepyMCKHOT KAJIHYM Ke 6nne < 5,0 mmol/L, TpetmaHoT co (puHepeHoH Moxe a ce 3arouxe
IIOBTOPHO co 10 mg exHaut AHeBHO.

Monumopune

4CepyMckuoT kannyM u eGFR Tpe6a noBTOpHo Ja ce ONpenyBaaT Kaj cHTe nalHeHTH 4 Hexer JEVE My

3alloYHyBAarbeTO, IIOBTOPHO 3aNOUHYBARE WIM 3TONEMYBARE Ha A03aTa Ha uHepexox Vigtoa?
X

4
6 Monaro4

*
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CEPyMCKHOT KAJIHyM TpeOa Ja ce MOHHTOPHPA HEPHOHAAHO H IIO noTpe6a CHOpen KAPAKTEPACTHKHTE Ha
II2IIHCHTOT H HHBOTO Ha CCPYMCKMOT KAJIHyM (Buu Jes 4.2).

Konkomunanmna ynompeba na neKosu
Pr3uKoT ON XHMepKasleMuja, HCTO Taka, MOKC Ja CE BTOJICMM CO HCTOBPEMEHO 3eMalbe Ha JIEKOBH KOH
MOKC NA TO STOJEMAT CCPYMCKHOT Kal1HyM (Buu nen 4.5.). Bugu ucto Taka ,HcrospemMena ynoTpeda Ha

CJIICTQHIMM KOH BIIMjaaT Ha U3JOCEHOCTA Ha PAHEPEHOH*,

DuHepeHoH He TpeGa Ja ce HaBa HCTOBPCMCHO CO
- AMYPETAUA KOM IITEAAT KAJIHyM (Ha IIPHMEP, aMHIIOPHL, TPHAMTePEH) u
- ApyTH AHTATOHACTH Ha MHUHEPAJIOKOPTHKOHAHH peuenTopx (MRA), Ha np., eniepeHOH, ecakcepeHoH,
CHHPOHOJIAKTOH, KAPEHOH.

OuHepeHoH TpeOa Ja ce KOPHCTH CO IIPEeTNA3JIABOCT H CEPYMCKHOT KaJIHyM TpeOa Ja ce CJIEAH Kora ce
3€Ma HCTOBPCMCHO CO
- AOAATOLH Ha KAJIHYM.

TPHMETONPHM, HJIH TpuMeTonpum/cymbamertokcason. Moxe na Guxe HeonxoqHO npABpeMeHO
NpeKAHYBAHE Ha PHHEPEHOH.

byGpexxo OIIITCTYBQHC
PM3HKOT On Ce 3TOJIeMyBa CO HaMaJ1yBarbe Ha OyOpexHata (byHkumja. TeKOBHO crexene
Ha GyGpexHata hyHkauja TpeGa na ce BPIIIH No NOTpe6a CHope] CTAHAAPAHATA Npaktuka (BAY Den 4.2).

Iloyemok na mpemmanom
Tpermanor co dunepeHou He Tpe6a na ce 3anouHyBa Kaj nannenTu co eGFR < 25 mL/min/1,73 m?

ÖnnejkH KIIMHHYKHTE HOHATOUH ce orpaHAueHu (Bunm Aen 4.2 u 5.2).

IIpoodonacysarve na mpemmanom
Tlopayqu OTpaHH4EHHTE KJIHHHHKH TMONATONM, TpeTMaHOT co HHePeHOH Tpe6a Ja ce MpekHHe kaj
TAIHEHTH KOM HAnpenyBalle BO KpaeH CTa1myM Ha 6yOpexna bonect (eGFR < 15 mL/min/1,73 m2).

XenaTanHo OlIITETyBarbe
TpeTMaHoT co hHHepeHoH He Tpe6a Aa ce Kaj HAUHEHTH CO TELIKO XEMATAJIHO OMITETYBabe
(Baxu yen 4.2). OBne nauHeHTH He ce MCNHTyBaHH (BHAH Mei 5.2), HO ce ouekyBa 3HQHHTCJIHO

3TONEMYBAIbE Ha H3J0XEHOCTA Ha (PHHEpeHOH.

YnotpeOata Ha uHeEpeHOH Kaj IIQLIWCHTH CO yMepeHO XEIATANHO OLITeTyBawe MOxe Ja Oapa
HOIIOJIHMTCJIHO CJICIICHC HOPaAA 3TOJICMVBQHC Ha H3OKEHOCTA Ha PHHEPEHOH. JlononanTenxo creneme
Ha CEPyMCKHOT KaJIHyM HM IPANATOHYBAHE Ha MOHHTOPHHTOT Tpe6a Na ce 3eMaT NPeABHX cnopey
KapaKTepHCTUKHTe Ha IIQIIHCHTOT (BHaH Ben 4.2 u 5.2).

CpueBa craGocr
IlauneHtute co anjarhocrummpana cpueba,cna6 HAMAJICHA ejekuaoHa bpakumja u NYHA Kyraca II-

zen 5.1).IV 6ea HCKJIVUCHH OF KJIHHHKHTC CTYAMpasa

HcroBpemena ynorpeGa Ha evn au konaan m a OXCHOCTA Ha PHHEPEHOH
i wa

CepyMCKHOT KaJIHyM TpeGa na ceSOLLEN' Bpeme H® Ak ynoTpeba Ha PHHEPEHOH co yMepeHH

x

Ymepenu u cnabu unxuGumopu à CYP3A4
m
tr

au cna6n
à
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Cunnu u ymepenu undykmopu na CYP3A4
@unepenou He Tpe6a Ma ce KOPHCTH MCTOBPCMCHO CO CHJIHA WIM yMepeHH HHAYKTOpH Ha CYP3A4
(aan yen 4.5).

T'pejndpym
T'pejnbpyr wu cox on rpejnbpyT He Tpe6a ma ce KOHCYMHPQQT 3a BPCMC Ha TpeTMaHOT CO ŸHHEPEHOH
(sunu nen 4.2 u 4.5).

Em6puo-beTanHa TOKCHHHOCT

DuHepeHoH He Tpe6a Na ce KOPHCTH 3a Bpeme Ha OpeMeHOCT, OCBCH QKO BHUMATEIHO ce pasr11ena
KOPHCTQ 3a Majkara M PA3HKOT 3a dbeTycoT. Ako »keHaTa 3a0peMeHH NONeKa 3eMa (pHHepeHoH, Taa Tpe6a
na Gune uubopmupana 3a NOTEHUNJANIHHTE PAIAUA 3a PeTYCOT.
YKeHHTe BO penpozyKTHBEH IICPHOA Tpe6a Ja ce COBETyBaaT Na KOPHCTQT ebukacHa KOHTpamenumja 3a

BpeMe Ha TPETMAHOT CO PHHEPEHOH.
XKexure TpeGa Ja ce COBETyBaaT 12 He AOjaT 3a BPCMC Ha TPCTMQHOT CO PHHEPEHOH.
Buan jen 4.6 u 5.3 3a nopeke xHDopMauauH.

Pabopmangu 3a eKCHHIHEHCH

Kepenoua codpaicu nakmo3a
Tauuentute co peTKH HacweqHH npoôTeMA Ha HETONEPAHIMja Ha lAJaKTOSA, TOTANeH HCOHLIMT Ha
JAKTA3a WIM Maslancopmuvja Ha TIHKO3A-TANAKTO3a He TpeGaa ro 3eMaaT OBOj MCAIWIIWHCKH IPOH3BON.

Kependua coopoicu Hampuym
OBoj MEAAHHHCKH TIPOW3BOA COAPIKH TIOM@JIKY of 1 mmol HaTpayM (23 mg) no Ta6neTa, WTO 3HayH

CYIUTHHCKH ,,6e3 HATPHYM".

4.5 Marepakuun co apyru NeKoBH 14 P1PYTH GOPMH Ha HATepakWHA

CTYAMU 3a HHTEPAKIMH ce HANPABEHA CAMO kaj BO3PACHH.

@uHepeHoH ce HchpryBa peyHcu HCKJIYAABO Npeky OKCHIQTHBCH META6OIH3aM TIOCpenyBaH OA

imToxpoM P450 (CYP) (rnasno CYP3A4 [90% co Mam npunonec Ha CYP2C8 [10%).

KOHKOMHHaHTHAa ynoTpeba € KOHTPAHHAHUHPAHA

Cunnu unxubumopu na CYP3A4
Ucroppemenata ynorpe6a Ha Kepennma co HTPaKOHA30N, KJIQPHTPOMHIIWH MH Apyru CHJIHM UHXHÖHTOPH
Ha CYP3A4 (Ha np. KeToKOHa3on, PHTOHABHp, HENDAHABAP, KO6HLUMCTAT, TENATPOMAUHH WIN

Hea30710H) e KOHTPaHHAAUAPaHA (Buan nen 4.3), Gnunejku ce ouekyBa 3HAUATENHO STONEMYBArbE Ha

eKCIO3AUHjATA Ha PHHEPEHOH.

He ce KOHKOMHHQHTH8 ynoTpeba 7
ê,

Cunnu u ymepenu undyxmopu Ha CYP3A4 SG

Es
\

Kepennua He Tpe6a ma ce KOPHCTH HCTOBpEMEHO co u pyr -CHIIHH HHAYKTOPH Ha
CYP3A4 (na np., Kap6amasenux, DeHATOHH, pexo6ap6 KAHTAPHOH) num co' epaBupeHu u APyTA
yMepexx HHAyKTopn Ha CYP3A4. Ce ouekyBa oBHe HHAyKTOpH Ha CYP3A4 3HAUUTENHO Ja ja HAMAJIAT

KOHIIEHTPaI[njaTa Ha PHPEHOHOH BO I11a3MaTa u JA PC3YJITHPQQT CO-HAMAJIEH TeParleBTCKH ebeKT (BHAA
nen 4.4). =.
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Odpedenu nekosu KOU 20 3201emMyeaam CepyYMCKUOM Kanuym
Kepexxxa He Tpe6a a ce KOPHCTH HCTOBpeMeHO CO AMYPETALH KOH IIITCHQT KAJIHyM (Ha IIp., AMHJIOPHA,
TpHamTepen) 4 Apyru MPA (Ha npaMep, emnepeHoH, ecaKcepeHOH, CIIHPOHONAKTOH, KapeHoH). Ce
oyekyBa OBHC JICKOBM AA TO 3TOJIEMYBAaT PH3HKOT OF XAIIePKaJIeMHja (BAM Den 4.4)
Ipejndpym
FpejnhpyT wm cox ox TpejudpyT He Tpe6a na ce KOHCyMHpaaT 3a BpeMe Ha TPCTMQHOT CO PuHepeHoH,
Gunejku ce oyekyBa Ja TH 3FOeMH IJIA3MATCKATE KOHLEHTPALHH Ha OHHCPCHOH Mpeky UHXHÖHLMja Ha
CYP3A4 (euxu nen 4.2 u 4.4).

Hcrogpemena ynoTpeGa co MepKH Ha IIPeTHA3IIMBOCT

Ymepenu unxubumopu na CYP3A4
Bo enHa KIHHHUKA CTyAAja, HCTOBpeMeHaTa ynoTpeOa Ha eparpomauux (500 mg Tpu maTH Ha eH)
AoBene xo 3,5 natu 3TOJEMYBARE Ha AUC Ha unepexox u 1,9 naTH 3ronemyBake Ha HCTOBHOT Cmax. Bo
Apyra KJIHHHLKQ CTyAHja, Bepanamun (240 mg Ta6neTa co KOHTPOJIHPQHO ocro6oxyBare © XHEBHO)
xoBexe 210 2,7- u 2,2-KpaTHo 3rTOJIEMYBARE Ha AUC u Conax Ha PHHEPEHOH, COONBETHO.
CepyMCKHOT KaHyM MOXE NA Ce 3rOJIEMH, U 3aTOa Ce TiperlopayuyBa CJIeHEH€ Ha CepyMCKHOT KAJIHYM,
oco6eHo 3a BpeMe Ha 3aNO04HyBaHe€ HJIM MpOMeHH Ha AO3HPARETO Ha (HPEHOH WMH HHXHOHTOPOT Ha
CYP3A4 (eux nen 4.2 u 4.4).

Cnabu unxubumopu na CYP3A4
CamynauanTe Ha du3HoowiKH 6asmpana (bapmakoknuneruka (PBPK) cyrepapaar neka dbTyBokcamuH
(100 mg apa natu Ha Jen), ja sronemyBa AUC na hupexenon (1,6 naru) 4 Conax (1,4 naTu).
CepyMCKHOT KAJIHYM Moxe Ja Ce 3TOJIEMH, U 3aTOa CE IIpermopauyBa cIeNerbe HA CEPYMCKHOT KAJTHYM,
oco6eHo 3a BpeMe Ha HIM IIPOMCHM BO JAO3HPAHETO Ha OHPOHOH WH UHXHÖHTOPOT Ha
CYP3A4 (Bugu ren 4.2 u 4.4).

OÔpedenu neKosu Kou 20 3201eMyeaam cepymcKuom Kanuym (sudu den 4.4)
Hcroppemenata ymorpeba Ha Kepennna co HOHIQTOIIM Ha KaïHYM H TPHMETONPAM HJH
TpaMeTonpaM/cyrnpamerokca3on ce OyekyBa Wa TO 3TOJIEMH PH3MKOT ON XArepKkareMnja. Ilorpe6Ho e

CIIENEIDE Ha CCPYMCKHOT KANHYM.
Moxe na ÖHne HCOIIXOHIHO rpHBpeMEHO IIPeKUHyYBalbe Ha Kepennna 3a BpeMe Ha TPETMAHOT CO

TPHMETOIPHM WIM TPHMETONPUM/CyJIdaMETOKCA3ON.

Anmuxunepmensusnu JZ6KO6ZZ

Pu3ukoT 3a XHUOTEH3NJja Ce 3TOJIEMYBA CO HCTOBPEMEHA ynotpe6a Ha rogeke APyTH AHTHXHIIEPTEH3HBHH
JIEKOBH. Kaj OBHC IAUHEHTH CE IPENOpayyBa CJIENEIbE HA KPBHHOT IIPHTHCOK.

4.6 IInoaHocT u ynoTpe6a 3a Bpeme Ha ÖpeMeHocT u Koelbe

KoxTpanernnyja kaj XeHH
XKexure BO PeIPOAYKTHBHA BO3pacT TpeGa Ja KOPHCTQT etbukacHa KOHTpallenunmja 3a BPCMC Ha

TPCTMQHOT CO duHepeHoH (BHAH Der 4.4).

bpemexocT
Hema nonaToum 3a ynoTpe6a Ha duHepeHoH kaj ÖpeMeHH XeHu.

ME
DHE€

CTyAAATe Kaj DKHBOTHH mokaxaa PENPOAYKTHBHA TOKCHYHOCT (BA HAESIDE,SE 76,

Kepennna He Tpe6a Ja ce KOpHCTH 3a BpeMe Ha OpeMeHOCT oCBe Ha DKCHQTQ

He Oapa TpeTMaH co DuHepeHoH. Ako KeHaTa 3a6peMEHH None Bema bnhepeken, fag? e6a na Önne
HH pasuuu 3a herycor (Bann nen À 5, 3

* +
* SHKUP *

à
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oeHe
He e no3HaTo nar1n buHepeHoH/MeTa6oNHTUTE ce H3J1a4YBAAT BO Maj4HHOTO MJIEKO.

Jocranaure apMakokHHeTCKH/TOKCHKOJNONKH IIONATOUM Kaj DKCHBOTHHTC IIOKa)kaa EKcKpelmja Ha

uHepeHoH HW HeTOBHTE MeTaGouMTH BO MJIEKOTO. CTAOPIIM HU3JIOKEHH mpeky OBO] IIAT IIOKA>Kaa HECAKAHH

peak1mu (Bug nen 5.3).
He moxe Ja ce HCKIYIH PH3AKOT 38 HOBOPONEHYHFSATA/NOCHYHIBATA.
Mopa na ce noHece OAIYKA Wan Ta Ce HpeKHHE HOCHCTO HJIH Na ce TpeKHHE/BO3APKH ON Tepar1njara co

Kepenana, 3emajku ru IIPEABAA NPHAOGHBKATE ON HOCHCTO 3a AeTeTO H UPHANOÖUBKHTE ON Tepal1mjaTa 3a
KEHATA (BUH Jem 4.4),

ITroxxocr
Hema 3a esbeKTOT Ha BP3 HOBCHKQTQ IJIONHOCT.

CTyAuHTe Ha DKHBOTHH HOKaKAà HapyllyBalse Ha epTHAHOCTAa Kaj >KEHATE IpH H3JI0XKCHOCT Koja ©

HOrOJEMA NO MAKCHMAJIHATA H3JIOKEHOCT, IIITO YKAXKYBA Ha HHCKO KIHHHHKA BA)KHOCT (BAAH Aer 5.3).

4.7 Edekru Bp3 Cnoco6HOCTA 3a Bo3elbe H pakyBame CO MaIIIHHH

Kepennua Hema BrHjaHne Bp3 CHOCOGHOCTA 3a BO3eHE H PAKYBAHE CO MAIIHHH.

4.8 Hecakann jejcTBa

Iperner Ha 6e36e0HOCHHOT npobun
Hajuecro npujapyBaHa HecakaHa peaklimja TPeTMaH co unepexon Ousia xumepkanemnja (:4,0%).
Buan ,,Onnc Ha CeIeKTHBHHTE HeCAKAHH xunepkanemuja(11 nogomy u zen 4.4.

TaGenapex HKa3 Ha HeCAKaHA PEAKLHH

Be36ennocra Ha uHepeHoH Kaj naïHeHTH co xpoxuuHa 6y6pexHa Gonecr (XBB) u aujaGerec Tun 2

(T21]) 6eme esaryapana Bo kayaxyTe a3a III cryxuu FIDELIO-DKD (nnjabernuna 6y6pexxa GoecT)
x FIGARO-DKD. Bo FIDELIO-DKD cryanjara, 2.827 nannentu npumune buHepenon (10 mg uu 20

mg AHEBHO) CO IIPOCeYHO BpeMeTpaekse Ha TpeTMaHOT On 2,2 TonuHn. Bo cTyanjara FIGARO-
DKD, 3.683 nanuenrn no6une hanepenon (10 unu 20 mg CIIHQIII AHeBHO) Co IIPOCCHHO BpemMeTpaecrbe Ha

TPCTMQHOT OF 2,9 TONHHH.

3aGerexanuTe HecakaHH peaknum ce HaBeyeHH BO Tabena 3. Tue ce KracnduumpaHn cnopey 6asaTa Ha

IIOHQTOIH Ha CHCTCMCKQTQ KJIQCA Ha OPTAHH H KOHBEHHHjATA 3a PpekBeuHja Ha MedDRA.
HecakannTe peakuHn ce rpymupaHu cnopey HABHATA MO peqocney Ha Ha

CEPHO3HOCTA.
DpekBeHHAATE ce ACDAHAPAHA Ha CIEAHAOB HAYHH!

Muory aecro (> 1/10), Boo6uyaeno (> 1/100 no < 1/10), HeBoo6uuaeno (> 1/1.000 ao < 1/100), perko (>
1/10.000 go < 1/1.000), muory perko (< 1/10.000), He e nosHaTo (He Moxe 1a Ce NpaueH ON AOCTANHHTE
IIOHQTOIIH) 0.

TaGena 3: Hecakanu peakuHn

BackynapHu XunoTeHsuja
Hapyl1yBama

BooôuuaexoCucremcKa Ha Mnory uecro re)
>

raHH du À wt

Hapy1nybama Ha
MeTaOoJIM3MOT KH Xunepypukemuja *

HCXPAHATA
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Ha Tpyputyc
KODKQTQ H HOTK07KHOTO

Hamarena CTAIIKATA Ha Hamanex xemorroGux
TKHBO

Onuc Ha H36paHu HecakaHy DeakITHH

XunepKanemuja
Bo sxpyxexu noxaToux Ha cryauute FIDELIO-DKD u FIGARO-DKD, nactaHu Ha xuriepkaremnja Gea

npujaseHn kaj 14,0% ox nanneHTuTe TpeTHpaHH co duHepeHoH BO cnoper6a co 6,9% of nanHeHTHTE
TpeTupaHu CO mnane6o.
STOJIeMyBakbe ON IIOHCTHQTQ BPEAHOCT Ha IIPOCeYHHOT CCPYMCKM KATHYM BO IIPBHOT MCCCHI OA TPCTMQHOT
ox 0,175 mmol/L 6eme 3a6enexaHoO BO TpyriaTa co bupeHeHoH BO cnopex6a co koe ocTaHa
ctaOunHo. Tloronemuor zen on HacTaHuTe Ha xuMepKanemuja Gea OnarM WO yMepeHu MH peleHH kaj
HALHEHTH TPeTHPAHH CO hHHepeHoH. CepHo3HH HACTAHH Ha XANepKkaneMHja 6ea IIPHjaBEHH IIOHCCTO 3a

baaepexon (1,1%) oTkonky 3a naneGo (0,2%). CepyMckuTe KOHUEHTPAUHH Ha KaJIHyM > 5,5 mmol/L u
> 6,0 mmol/L 6une npujasenu kaj 16,8% u 3,3% ox nauaeTATe TpeTHpaHH co haHepeHoH H kaj 7,4% u
1,2% ox HaxHeHTHTe TpeTHpaHH CO raue60, COOABETHO.
XHnepKkaïleMHjaTa WTO BOREIIE 10 TPajHO NpekHHyBalbe Ha Tepanujata kaj HALHEHTHTE Ha
6eme 1,7% Hacnpotu 0,6% Bo nxaue6o rpynata. XOCHHTAJNH3aNHjATA NopaxH XHANepKareMHja BO

rpynaTa co bupeneHon 6eme 0,9% HacnpoTH 0,2% Bo nraueGo rpynata.
3a KOHKPETHH penopaku, IIOTJICIIHCTC ru AenoBnTe 4.2 u 4.4.

Xunomen3zuja
Bo 3xpyxenu nonaToum Ha cryaunte FIDELIO-DKD u FIGARO-DKD, HaCTaHH Ha xHnoTeH3Hja 6ea
IpnjabeHn Kaj 4,6% ON NalHeHTHTe TpeTHpaHH co duHepeHoH BO cnopenba co 3,0% ON HaHHCHTHTE
TpeTupanu co 1nale6o. Kaj 3 nammeHtu (<0,1%), TPeTMaHoT co duHepeHoH 6eme TpajHo NpeKHHaT
nopayqu XUTIOTEH3Nja. XOCHATANH3AUHAjATA nopanm XAIOTEH3Hja Oellle HCTa kaj NAUHEHTH KOM IIPHMAaT
PaHepeHox um mianeGo (<0,1%).
TloronemvoT nen ON HacTaHuTe Ha XHMOTeH3Hja Gea GJATH HIM yMepeHH H Ce pellieHh Kaj MaliMeHTH

TpeTHpaHH CO PHHEPEHOH.
Ilpoceunnot cucToneH KpBeH IIPHTECOK ce HaMAJIHJI 3a 2-4 mm Hg, a cpexanor Aujacronen KpBeH
TIPHTHCOK ce HaMa,1nn 3a 1-2 mm Hg Bo npBHOT OCTaHyBajku cra6uneH IIOTOA.

Xunepypukemuja
Bo snpyxenuTe nonatoum Ha cryaunte FIDELIO-DKD u FIGARO-DKD, cayyan Ha xnnepypnkemuja
6une npujapenu Kaj 5,1% ox nanueHTUTe TpeTHpaHH co uHepenon Bo cmopenba co 3,9% oA
TALHEHTUTe TPeTHPAHH co naue0o. Cute HacTaHH 6ea HeCePHO3HH H He pesy1tapaa CO TpajHo
IIPEKHHYBARE Ka) HAUHEHTH KOH UpHMaa HHepeHOH. 3roreMyBaHe ON IIOYETHHTE BPCHHOCTH Ha

CpeAHaTA cepyMcka ypuyHa kucennHa OX 0,3 mg/dL 6eme 3a6enexKaHO BO TpynaTa co HHeEPEHOH BO

cmopea6a co nrane6o 20 16-THOT Mecen, Koja NoTOa MocTeneHo ce HaMay1yBana. He Gene 3a6enexana
pas11uka 3a IIpHjaBeHH HACTAHH Ha THXT HOMefY rpymata co OHHCPCHOH u

yaayebo-rpynara (3,0%).

Hamanena cmankama na enomepynapna dunmpayuja (GFR)
4

Bo sapyxenuTe nonaroun Ha cryaunte FIDELIO-DKD u FIGARO-DKB, nactänyre anena GFR¢0%3
6ea npujasexa kaj 5,3% ON MAUMEHTATE TpeTHpaHH CO OHHCPOHOH!BO 2%
TperupaHH co nnaue6o Hamanysane Ha GFR, mTo noBe A0 TpajHo: Bath} Tepan1njara 6ea

30 @2

HKU? *
*
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HCTH Kaj NAUHEHTHTe KOM MpuMaa HHepenoH una mayeOo (0,2%). Xocnutanusauujara nopayu
Hamasiena GFR Geille ucTa Bo rpynaTa co (buHepeHoH u mnae6o (<0,1%).
Tloronemuor Jen Of HACTAHHTE co HaMaïeHa cTanka Ha GFR 6ea Onaru {nu yMepeHn x Gea pellieHH kaj
HAUHEHTH TPCTHPQHI CO PHHEPEHOH.
IlanuexTtuTe Ha duHepeHoH HMQJIC noueTHO HaMaryBaRe Ha eGFR (mpoceuno 2 mL/min/1,73 m*) koe ce
HAMAJIHJIO CO TCKOT Ha BpeMeTO BO cnopen6a co naue0o. Ce 4HHH Deka OBa HaMalyBae €

peBep3HOHJIHO 3a BpeMe Ha KOHTHHVHPQH TPETMAH.

Hamanen xemozno6un
Bo 3apyxeHuTe noxarToun Ha cryanute FIDELIO-DKD u FIGARO-DKD, dunepenor Guy HoBp3aH Co

mnalle60-KopernpaHo QIICOJIYTHO Ha cpeqHMOT xeMorno6uH on 0,15 g/dL x npoceuex
X€MATOKpHT OX 0,5% mo 4 MeceyeH TpeTMaH. AHeMujaTa 6una CIIOpeNIHBa Kaj HAHHCHTHTE TPETHPAHH
co uHepeno (6,5%) co nanneHTHTe Tperapax co ImIaue6o (6,1%). DpekBeHnujaTa Ha cepHosHH
HaCTaHH Ha aHeMuja Gere HMCKQ Kaj IBCTC TPYHH TPCTHPQHM CO OHHCPOHOH H TalHeHTH TPCTHPQHH CO

mane6o (0,5%).
Ipomexure BO XEMOTNOÖHHOT H XEMATOKPATOT Oea MHHIHBH H AOCTHTHAA CIIOPCIIJIHBM HABOA CO OHNE

3a0eneKaHn BO FPynaTa TpeTupaHa Co IIaue6o IIO oKosly 24-32 Mecenm.

IIpnjagyBarse Ha COMHHTCJIHI HeCAKAHH

IlpnjasyBarsero Ha COMHHTEJIHH HECAKAHH PeaKlIHH IIO ONOÖPYBAlbe Ha JICKOT € BA)KHO. Toa OBO3MOXKYBa

KOHTUHYHPAHO CIC Ha OHHOCOT KOPHCT/PH3HK Ha JIEKOT.
HecakanuTe PEaKHAH Of JIeKOBHTE MODKC Ja IH Npujasute Bo HAIIOHAJIHHOT HEHTAp 3a

dbapmakosurunanua IpH AreHIMjaTa 3a JeKOBH H MENHLMHCKH CpenctBa (y1.C8.Kupun u Meronnj 6p.54
kaT 1) MM 110 eeKTpOHCKH NAT IIpeky BeO cTpanata Ha Arenumjara http://malmed.gov.mk/ Mam 10
Hocurenot Ha OHO6POHMCTO rio eeKTpOHCKH AT Ha medinfo.macedonia(@bayer.com.

IIpenosupame
Hajsepojaruara mauudecramnja Ha mpenosnpabe ce ouekyBa Na Önne xumepkaneMnmja. JloKonky ce

pa3BHe xuriepkareMmuja, TPe6a Na ce 3anouHe CTAHAAPAEH TPETMAH.
Ma11ky e BepojatHo duHepeHoH e*ukacHo Ke ce OTCTPAHH CO XEMOHHjATH3A CO Orley HA HETOBATA

dpakt1mja Bp3aHa 3a IJ1a3Ma IIPOTEHHHTE of okony 90%.

5. OAPMAKOJIOIIIKH IIOIIATOIIM

5.1 DapmakoauHaMcKH CBOjCTBA

DapmakorepaneBTCKa rpyna: AUYPETALA, AHTATOHACTH Ha annocTepoH, ATC kon: C03DA05

Mexanu3aM Ha ejCTBO

DuHepeHoHOT € HeCTEPOHIEH, CCJICKTHBCH AHTATOHACT Ha MHHGP2JIOKOPTHKOHJ1HHOT peuenTop (MP) Koj
ce aKTHBHPA CO AJJOCTCPOH H KOPTH3OJI M ja perylMpa rEHCKATA TpaHckpun1mja. HeroBoTo Bp3yBarse 3a
MP nosenysa no
perpyrnpatmeTO Ha TPaHCKPHMMMOHHTe KOQKTHBQTOPH BKJIYUCHH HaÇ

rt

DapMakozHHaMCkH e CKTH
as 1. u

Bo FIDELIO-DKD u FIGARO-DKD, paHaomu3upaHu, ABOjHO cen M,

MYJITHIeHTpH4HM (ba3a II] cryqMu Kaj BospacHH mammentu co Xbb u T2 TO

penaTUBHO HaMaslyBalbe Ha OHHOCOT HA YPHHAPHHOT AN0YMHH-KPEATHHAH ( HEHTH
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PaHAOMH3HPAHH BO Tpynata Ha puHepeHoH 6usa 31% n 32%, coonBerHo BO 4-THOT Meceu u UACR
OcTaHaa HAMAJIEHH BO TCKOT Ha ABeTe CTYAHH.

Bo ARTS-DN, paHaomu3upaHa, HBojHO cena, niane0o-KOHTPONAPaHA, MYJITHUeHTpHYHa pasa IIb
CTyAuja kaj BO3paCHH naumeHTu co XBB u T2A, nnaye6o-koperupana pelaTHBHO HaMal1yBalbe Ha UACR
Ha 90-THOT nen Onna 25% u 38% kaj nauHeHTH TpeTHpaHu co dunepeHoH 10 mg u 20 mg exxam
AHEBHO, COOABETHO.

Cpyesa enexkmpopusuonoeuja
Cryanja 3a QT uxrepsaror kaj 57 31paBH yuecHHlm rokaxa Jeka hAHepeHOH HeMa ehekT Bp3 CPIICBATQ
penonapnsaunja. He noctojaT uHAnKaumn 3a IPOAOJDKyBarbe Ha QT/QTc uHTepBanoT Kaj HAUHEHTH Ha

dupeHoH No CAHHCHHM 403M OF 20 mg (TepaneBTckn) um 80 mg (cymparepanesctekn).

KruHuuxa eukacnocr x 6e36enHocT

Cryaunte FIDELIO-DKD u FIGARO-DKD ro ucrpaxysaa ebeKToT Ha (HpeHOHOT Bo cHopen6a co
nnale60To Ha 6yOpexHATe 1 KapaoBackyrapante (CV) ucxogu kaj BO3pacHu maumeHTu co XbB u T2].
Ilaumentute Gnre Ha CTaHnap1Ha Tepalinja, BKIIYUHTEIIHO H MakcHMaJiHa TOJIPHPAHA O3HayeHa 1032 Ha

HHXHOHTOP Ha AHTHOTEH3UH-KOHBEPTHPAYKHOT eH3HM (ACEI) HH 6J0KaTOp Ha AHTHOTEH3AH pelleliTop
(ARB). IlauneHtu co anjarHocTummpaHa cpreBa cia6ocr co HaMareHa ejekuuona dpakuuja Ku NYHA
knaca I-IV 6ea ncknyuenx nopaau Tipenopakata on KJIaCa 1A 3a Tepannja co MPA.

Bo crygujara FIDELOI-DKD nayuentute 6ea nogo6Hu 3a BKJyuyBae BP3 OCHOBQ Ha AOKA3H 3a

HepsACTeHTHA an6yMmunypnja (>30 mg/g no 5.000 mg/g), eGFR on 25 no 75 ml/min/1,73 m2 u

CepyMCKH KannyM < 4,8 mmol/L npu ckpHHHHr.

IIpumMapHata kpajHa Wen Guna KOMNO3HT ON BpeMeTo AO nojasa Ha OyOpexHa nHcynnmeHnnja
(nebuHnpaHo Kako XPOHHHHA AUjanusa WI TPAHCHNAHTAUZAjA Ha OyOper, WIM OAPDKJIMBO HaMallyBakbe Ha
eGFR ao < 15 mL/min/1,73 m2 Bo Tekor Ha HajManky 4 Hexexu), OAPIKIIHB nan Ha eGFR on 40% um
noBeKe BO CHOpeA6a CO IIOHCTHHTC BpeAHOCTH BO TeKOT Ha HajMay1ky 4 Hee WIM peHanHa CMPT.
K1ryyHaTa cekyHAapHa DEI 6una BpeMeTo Ao nojaBa Ha KB cMpT, HetbataneH MHOKapzeH HHdapkT (MN),
HebarareH MO304eH YACP HIM XOCIHTANH3AUHjA Mopagn CpueBa ciaGoct.

Bxynuo 5.674 malmeHTH One paHioMu3ApaHn Ja npaMaaT hanepexon (N = 2.833) nau nnaue6o (N =
2.841) x BKJIYUEHH Bo AHAJNH3HTE. IlpoceyHoTo cnegeme Guno 2,6 roxuxu. Ho3zata Ha unepenon nm
nnale6o MOKCJIQ Aa ce npanaroan nomery 10 mg u 20 mg exHaur HeBHO BO TCKOT Ha CTYAHjATa, TJIQBHO

Bp3 OCHOBa Ha CepyMCKaTa KOHLEHTpauAja Ha KaruyM. Ha 24-TuoT Mecell, OA HCIMTAHMUMTe TPETAPAHH
co duHepeHon, 67% Ouse TpeTupaHH co 20 mg exam AHeBHO, 30% co 10 mg exHam WHeBHO u 3% Gune

JIEKyBAHH CO IIPeKHHH Ha TPETMAHOT.

Ilo sasp11yBameTo Ha cTygujata, Oune HoGHEHH IIOHQTOIM 3a BHTANHHOT cTaTyc 3a 99,7% ox
nauaexTyTe. CTyAACKaTa nonyraudja COUHHYBAJIA 63% Senn, 25% asnjum 4 5% upHum. Ilpoceynara
Bo3pacT IIpu- paunoMmusnnanmja Onna 66 ronuxu, a 70% on nauuentute Önne Maxu. Ha rouerokor,
mpoceuuuor eGFR Gun 44,3 ml/min/1,73 m2, npa wro 55% on IIQLIWCHTHTC umaar eGFR< 45
mL/min/1,73 m2, cpenHaTa BPCHHOCT Ha UACR Guna 852 mg/g, a cpeqHata BpexxoCT Ha HbAlc 6nna
7,7%, 46% mMane acropuja Ha aTepocknepoTu4Ha KB 6onecr, 30% apTépACKA

HCTO pHa CpueBa craGocT uo IIPOCCHHHOT Kl 387 mm Hg8

IIpoceuHoto Bpemerpaee Ha T2D Ha noueTOKOT Ha CTyanjaTa Ha

a)an ARB
Anjabernuna petuHonarnja u AUjaGeTAAHA 6una 474oH 26 A HAUHEHTHATE,
COOABETHO Ha HOYETOKOT, CKOPO CHTC IIQLHCHTH Oune Ha (34%)

EACH ToBeke AHTAAH)ACETHUHA Je gis
%), a 97% OR

[44%],
Les

SHKU
6

* *

11



nenTun-l cHAUEH Ha rilykarou arOHACTHA Ha peyenropu [GLP-1] [7%], HapHyM-rmuKko3a KOTP2HCHIOPTCP
2 [SGLT2] unxu6utopu [5%). pyruTe HajuecTu JICKOBM 3eMeHH Ha IIOHCTOKOT Ouse CTATAHH (74%) u
GrokaTOpH Ha KANUHYMOBH KAHATH (63%).

3aGenexaHa € CTATUCTHUKH 3HQHQJH2 pa31mka BO KOPHCT Ha OHHCPCHOH 3a DPAMAPHATA H CEKYHAAPHATA
nen Ha crynmjara (Bunm cmuKa I/ta6ena 4 monony). Edexrure Ha TPeTMaHOT 3a HPAMAPHATE H

cekyHapHu uen Ouse TeHepanHo KOH3MCTCHTHI BO MOsrpynute, BK1yayBajku ro eGFR, UACR,
CHCTOJIHHOT KpBeH IIPHTHCOK (CKII) u HbAlc npu CKPAHAHTOT.

Bo cryamjara FIGARO-DKD, nayHentute Oea HoXOGHH, Bp3 OCHOBa Ha AOKa3H 3a HeP3HCTEHTHA
an6ymMuyypuja co UACR on > 30 mg/g no < 300 mg/g u eGFR ox 25 no 90 mL/min/1. 73 m2, unu
UACR > 300 mg/g u eGFR > 60 mL/min/1. 73 M2 mpm ckpuunnr. TpeGame na uMaat

cepyMCKH KaJIHyM on < 4,8 mmol/L cCKpuHHHT.

IIpumapuata KkpajHa nen Genre KOMIIO3KT OF BpeMeTO 20 nojaBa Ha KB cMpT, nebatanen MH, nedatanen
MO304eH yap MIM XOCNATANH3AUHAjA Mopagu cpueBa craGocT. CekyHNapHHTEe KpajHH Wen Oea KOMIIO3HT

oA BpeME NO OTKAKyBabe Ha 6yOpesuTe, oApxuB nag Ha eGFR ox 40% usm noBeke, BO croper6a co
HOYETHHTE BPCHHOCTH BO TCKOT Ha HajMasiky 4 WIM peHanHa CMpT.

Bxynuo 7.352 malmeHtu 6ea paHAoMH3HpaHu a IpuMaat huxepeHoH (N = 3.686), au naue6o (N =
3.666) x BKkayueHH BO AaHANH3HNTE. IlpoceuxoTo cnenetbe Seme 3,4 ronunn. Jlo3ara Ha uHepeHOH um
riaue6o Moxegaa ce Ipunarogu nomefy 10 mg x 20 mg exHaIu AHEBHO BO TCKOT Ha CTYAHjATA, TJIQBHO

Bp3 OCHOBA Ha CepyMCKaTa KOHLEHTPalmja Ha Kar1myM. Bo 24-THOT Mecell, OA HCHHTAHAUATE TPETHPAHH
co paxepexoH, 82% Oune Tperapaxn co 20 mg exxam WHeBHO, 15% co 10 mg ennan1 AHEBHO u 3% Ouse
Ha IIPCKHH Ha TPeTMaHOT. [lo 3aBpIllyBalbeTO Ha CTyAHjaTa, BHTAJIEH cTaTyc e no6nen 3a 99,8% on
nauyenTute. CTynuckara nonysaunja Guna 72% Oenu, 20% asmjum 14 4% upHn. IlpoceuHaTa Bo3pacT
6eme 64 ronmnu u 69% on MalmeHTuTe Gea Maxu. Ha rnouerokoT, npoceyHuot eGFR 6eme 67,8
mL/min/1,73 m2, npu ITO 62% on maumeHtute uMaat eGFR > 60 mL/min/1,73 m2, npoceaauor UACR
6eme 308 mg/g, a cpeqHata BpenHoct Ha HbAlc Genre 7,7%, 45% on naueHTHTe HMAJIE HCTOpHja Ha

aTepockreporauxa KB Gonecr, 8% HMAJIE ucTropuja Ha cpueBa CHa60CT H IIPOCEYHHOT KPBEH IIPHTHCOK
6un 136/77 mm Hg. IlpoceyHoTo Bpemerpaere Ha T2/1 Ha nouerokor 6eme 14,5 TOAHHH x HCTOpuja Ha

xmjaGeruuxa peTHHONaTHja u xnja6eTHuHa HeBponatuja 6eme rnpujaBeHa Kaj 31% u 28% on nanuenHTuTe,
coogpeTHo. Ha moueToKoT, ckopo cuTe maumentu Ouse Ha ACEi (43%) HJIH ARB (57%), a 98% on
IIQIIMCHTHTC KOPHCTENE eleH WIM noBeKe aHTHAHjAGeTHUHHA JICKOBM (AHCYAAH [54% Gursann1n [69%],
aroHHCTH Ha peyentopot GLP-1 [7%., xHxuGutopa Ha SGLT2 [8%). ApyruoT Hajuecr mex 3eMeH Ha

HOueTOKOT Gea cTaTHHUTe (71%).
CraTucTuukH 3HayajHa pPas11mka BO KOPMCT Ha uHepeHoH 3a KB npamapHaTa
KOMNO3HTHA KpajHa Len (BAAA CruKa 2/Ta6ena 5 nonony). EbekTOT Ha TpeTMaH 3a HPHMAPHATA KpajHa
uen bee KOH3HCTCHTCH Kaj HOATPYNATE, BKAY4YBajKH ro PETHOHOT, eGFR, UACR, SBP u HbAlc na
HOYETOKOT.
Tlonucka CTAIIKQ Ha WHOMACHHa Ha CeKyHNAPHHOT KOMNO3HTeH HCXOA Ha OyOpexHa HHcybHunHeHUNja,
onpx1nB mag Ha eGFR on 40% unm noBeke KIA peHanHa cmpT Gele 3a6enexana BO rpymata CO

dbuHepeHoH BO cmopen6a co naue60, HO OBaa pa3JIHKa He TlOCTHrHa CTQTHCTHUKQ 3HQHQJHOCT (BUA
TaGena 5 noxony). EbeKToT Ha JIeKyBalbe 3a CCKYHQPH2TQ KOMIIO3HTH2 KpajHa ka_Ha OyOpesute
Gerue KOH3HCTCHTH2 HP3 HOATPYIIHTE Ha eGFR Ha MOYeTOKOT, HO 3a co UACR
< 300 m

0,74 600 1,47) u 3a nonrpynaTa Ha II2LIMCHTHco ACRS g
HR 6e e (95% 0,62; 0,90)
JononHUTeNHA IIOCOHCHM CCKYHIQPHH KpajHH TOUKH OA BPÈME A0 HACTQH e-BKjiyueHu BO'TaGeTATA

Ta6ena 4: AHay1naa Ha IIPEM2PHQTQ u CeKyHAapHata Wer (70 nojaBa Ha HaCTa) {nu HABHY: KHAUBUÈYANHA
KOMIIOHEHTH) on casa. II] eryanjata FIDELIO-DKD Y
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Kepenrna (N=2,833) TInaye6o (N=2,841) Edext Ha

TpeTMaHOT
N(%) Hacran /100- HR (95%) CLHacran /100- N(%)

pyr pyt
IIpnmapnaTa 36HpHa peHasma KpajHa esl H HOTOBMTO KOMMOHeHTH

7.59 9.08 0.8230up ox 6y6pexHa 504 (17.8) 600 (21.1) (0.73;
HHcydbunmeHnmja, 0.93)
OAPXUIHB Wak Ha p=0.0014
eGFR > 40% um
PÉHANHA CMPT
By6pexxa 208 (7.3) 2,99 235 (8.3) 3.39 0.87 (0,72;

1.05)
7.21OxpxnuB nan Ha 479 (16.9) 577 (20.3) 8.73 0.81 (0.72;

eGFR 011 >40% 0.92)
PeHanna CMPT 2(<0.1) 2(<0.1)
Kayana 36npna cerynnapna KB Kpajna nest H HerOBHTE KOMIIOHCHTH
36up ox KB cMpr, 367 (13.0) 5.11 420 (14.8) 5.92 0.86 (0.75;
HebaraneH MH, 0.99)
HebaraneH p = 0.0339
MO3OU€H Yap MOA

XOCHHATANA3AIH) a

nopaam cpueBa
Cra6ocT
KB cmpr 128 (4.5) 1.69 150 (5.3) 1.99 0.86 (0.68;

1.08)
0.94 1.17 0.80Hedaranex 70 (2.5) 87 (3.1) (0.58;

MHOKApAEH 1.09)
(MH),

1.21 1.18 1.03Hedaranen 90 (3.2) 87 (3.1) (0.76;
MO3OHCH yap 1.38)
XocnmTannsaumja 139 (4.9) 1.89 162 (5.7) 2.21
nopa1n cpueBa 0.86 (0.68; 1.08)
cra6ocT
CekyHzapHa KpajHa we Ha ebHKACHOCT
Cmpraocr on cute 219 (7.7) 2.90 244 (8.6) 3.23 0.90

*+ (0.75;
IIPHHHHM 1.07)
Xocnurarnszanmja 1,263 (44.6) 22.56 1,321 (46.5) 23.87 0.95

++ (0.88;
OA CHTC TIPHAHHH 1.02)

i

36np on Oy6pexHa 252 (8.9) 3.64 326 CG DHE PA
ySsVey

4.74 0.76
**

(0.65;
HHCYbHLHEHUNJa, 0.90)
OHPDKJIMB Tal Ha Àty

{0 &

eGFR > 57% nm m UlX Mi
peHanHa CMPT a

Am: Ry\ 1 FA

*
* TperMax co 10 nu 20 mg exHaut AHEBHO Kako HOHQTOK CamañHo TQ epHpaHu O3HAYEHH A03H
Ha ACEi au ARB.

<
mwase N

Kons
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** p = He € CTQTHCTHHKH 3HAYAjHO HO MpHcnocobyBabeTo 3a MHOIIITBO

CI: Harepgan Ha aoBep6a
HR: Oxxoc Ha omacHocT

pyr: HAauMEHT-TONHHH

Cauxa 4: Bpeme no npBara nojaBa Ha 6y6pexHa UHCybHuMeHLMja, OApXIAB nay Ha EGFR > 40% ox
NOUETOKOT Ha CTYyAHjaTa HIM PeHANHA CMPT BO cTyqujata FIDELIO-DKD

0.50
Planned Treatment

1: Finerenone (N=2,833)
2: Placebo ON=2,841

0.45

Cu
m
ul
at
iv
e
in
ci
de

nc
e
pr
ob

ab
ili
ty

O
o a

0.101

Time to first event (manths)
Number of subjects at risk

1 2833 2705 2607 2397 1808 1274 787 441 83

2 2841 2724 2586 2379 1739 1248 792 453 B2

Ta6ena 5: AHanu3a Ha IpHMapHUTe U CEKYHHAPHATE KpajHM Wen ON BPCMCTO NO HACTAHOT (H HABHUTE

HOCHAHEUHH KOMIIOHEHTU) Bo pasa III cryguja FIGARO-DKD

Kepenma (N=3,686) IInaue6o (N=3,666) Edext Ha

TPETMAHOT

CMPT, He

MH, uedaraneH
MosoyeH ynap

XOCHHTANH3aunja
nopa1u CplieBa

14

0.40

0.35"

0.307

0.25

0.20

0.05

0.00
0 6 12 18 2 30 36 42 48

N(%) Hacran /100- N(%) Hae: ANTOO- (95%) CLTHRpyr EVE 4

36upua KB kpajna yen x Hejsunn AN

3.8736up oA 458 (12.4) 519 (14.2) w4.45 087 (0.76;
098

m 4 264
u x

*

x &,

4
©
©



cma6ocr
KB cmpt 194 (5.3) 1.56 214 (5.8) 1.74 0.90 (0,74;

1.09)
Hebararen 103 (2.8) 0.85 102 (2.8) 0.85 0.99 (0,76 >

MHOKApIAEeH 1.31)
wudapxt (MH),

0.89 0.92Hebararen 108 (2.9) 111 (3.0) 0.97 (0.74;
MO304eH yaap 1.26)
XocnuTanasang;ja 117 (3.2) 0.96 163 (4.4) 1.36 0.71 (0.56;
nopaau cpueBa 0.90)
cna6ocr
Kayuna s6mpna peHa,1na CeKYHAAPHA KpajHa Ue M HETOBHTE KOMIIOHCHTH

oA 3.15 3.58 0.8736up 350 (9.5) 395 (10.8) (0.76;
6yOpexHa 1.01)
HHCyPHLAEHAHjA, p = 0.0689**
OAPXIHB Tay Ha
eGFR > 40% nan
peHanHa CMPT
ByGpexxa 46 (1.2) 0.40 62 (1.7) 0.54 0.72 (0.49 >

HHcyburmennnja 1.05)
Ha 338 (9.2) 3.04 385 (10.5) 3.49 0.87 (0.75 3

eGFR 01 >40% >1.00)
0Pexanxa CMpT 2(<0.1)

CexyHjapHa KpajHa Ne Ha epukKacHocr
CMPTHOCT on 333 (9.0) 2.68 370 (10.1) 3.01 0.89 (0.77 >

CHTC HPHAHHH 1.04)"
Xocnuranusanuja 1,573 (42.7) 16.91 1,605 (43.8) 17.52 0.97 (0.90;
OA CHTC IPHYHHA 1.04)"

on 0.95 1.23 0.7736up 108 (2.9) 139 (3.8) (0.60;
OyOpexHa 0.99)"
HHCYÖbHIHEHLNjA,
OHPDKJIHB man Ha
eGFR > 57% unm

peHanHa CMpT

* TperMax co 10 unum 20 mg CHANT HIHCBHO KaKO M0NATOK Ha MQKCHMAJIHO TONEPHPaHN O3HAYEHH 03H
Ha ACEi HJIH ARB.
** p = He € CTQTHCTHHKH 3HAYAjHO IIO IIPHCITOCOÖYBAHLETO 3a MHOIIITBO
CI: HarepBan Ha aoBep6a
HR: Oxxoc Ha oflacHocT
pyr: HALHEHT-TOAHHH

C1mka 2: Bpeme no npBaTA nojaBa Ha KB!IcMpT, nepéraner CH MHapxr, HebaTarien Mosouex
My

yaap ARO-DKDNopagu cpuesa N Op
SHKU?
CK
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0.20

0.18

0.16

0 014
a
0a
© 0.12
68.0.10
£
0

0.08

z
à 0.06

0.04

0.02"

0.00 t z t t t

0 6 12 1B 24 30 36 42 48 84

Number of subjects at risk Time to first event (months)

13.686 3,600 3,517 3,427 3,320 2,781 2,184 1,712 1.093 598
2 3,666 3.577 3,479 3,389 3,267 2,730 2,125 1,657 1,076 585

Planned treatment

1. Finerenone (N=3,686)
2. Placebo (N=3,666)

Ilenujatpucka nonynaunja
Esponckata MEIHOHHCKA areHnuja He Mane oOBpcka Ma ce IIOHHCCAT PeSYITATHTE ON CTYAHHTE 3a

Kepennua 3a enHa HIM MoBeke HIENNjATPHCKH NONYAAUAH 3a TpeTMaH Ha xpoHnuHa Gy6pexHa Gorecr
(gun nen 4.2 3a uubopmalnun 3a NeyujaTpucka ynorpebda).

5.2 DapMaKOKHHETCKH CBOjCTBA

A6cop6unja

DuHepeHoH peuych KOMIIJICTHO ce a6cop6Hpa LO oparHa aAMMHHCTPannja AOcopOunjata e 6psa co
MaKCHMAJHH IINA3MATCKU KOHHEHTPATHH (Cmax) WoMery 0.5 u 1.25 yaca no 3eMaHe Ha TaOseTUTe Ha

r1anHo. AGconyrHaTa GuopacnonoKHBOCT Ha OHHCPCHOH e 43.5% 3apazxn ÖP3HOT IIPBHUCH MeTaGonu3am
HH3 IIpeBaTa U xelapoT. DuHepeHoH € Cy6CTPAT Ha edbslyKc TPaHCHOpTepor Ha P-TIHKonpoTeHH in vitro,
KO) ceIlaK He ce CMeTa 3a pesleBaHTeH 3a HCTOBQTQ ar1copn1umja in vivo HOPAXA BACOKATA IIPONYCTAABOCT
Ha PHHeEpeHoH.

Eqexmu na xpanama
BuecyBaleTO CO xpaHa CO BHCOKa COAP)KHHa Ha MaCTH H KaNOPHH ja STOJIEMYyBA U3IOKEHOCTA Ha

apenon, AUC 3a 21%, ja HaMaslyBa Cmax 3a 19% u ro nporoHrapa BpeMeTO 3a TOCTHTHYBAHEHA-Cmax
110 2.5 yaca. bugejkv oBaa He ce CMeTa 3a KIIHHHUKH PEJIEBAHTHO, OHHCPCHOH MODKC Aa
WIM Ha

ACT Mia m tu m

BoryMeHoT Ha xucTpu6yuuja Bo cTaGunaa cocToj6a (V.) Ha hanepenon e 52.

NPOTEHHHTe Ha uHepenon in vitro e 91.7%, a cepyMCKHOT anOyMHH er
IIPOTCHH
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BuoTpauchopmaumja

Oxony 90%oy META60IH3MOT Ha PUHEpeHOH e NocpenyBaH on CYP3A4 u 10% on CYP2C8. Hajrenu ce
4 TOJIEMH MeTaOOJIHTH BO II1A3MATA. CuTe MeTAGONHTH ce PAPMAKOKAHETCKHA HEAKTHBHH.

EJ1nmHuHaunja

Ha PuHepeHoH ON M11a3MaTa € 6p3a Co MOMY2KMBOT Ha EIHMHHaIMja (t4) ON OKony 2 NO 3
yaca. CHCTeMCKMOT KJIWPCHC OX KpBTa Ha (dHHepeHoH e okony 25 L/uac. Oxony 80% on
ANMHHHACTPHPAHATA 03a 6una eKCKpeTHpaHa Ipky YPHHQTQ u OKOJIY 20% OA HO3ATA ce CKCKPCTHP2
npeky deuecor. Exckperujata 6una peuuch HCKJIYHHTCJIHO rpeky METAÖONHTH, NONEKa EKCKPELHjATA Ha

HCIIPOMCHCT (DHHEPEHOH IIPETCTaByBa CAMO Mana KonmunHa (< 1% ON 1034Ta BO YPHHQTQ KQKO PC3JJITQT
Ha TI0MepynpHa PunTpunmja, < 0.2% Bo herecoT).

JInneapHoct

@MapMaKOKHHeTHKaTa Ha OHHCPCHOH € JIMHeapHa HH3 HCTPAKYBAHHOT oncer Ha Nosu of 1,25 ao 80 mg
NaNeHA kako TAÖNETH CO ENHHEYHA 1038.

Tloce6nu nomynanHn

Ilocmapu nayuenmu
Ox 2,827 IIQIHCHTH kon xoGure hanepexox Bo cryanjara FIDELIO-DKD, 58% ox nanmentute 6nse 65
TOXAHH 4 NocTapn, 4 15% Önne, 75 TOAHHH u nocrapu. On 3.683 nauxenTu Kou Ipumuse (puHepeHoH
Bo cTyaajara FIGARO-DKD, 52% ox nalmeHTuTe Gune Ha Bo3pacT of 65 TOAHHH u nocrapy, a 13%
6une Ha 75 TONMHH H HOCTapn.
Bo ABeTe CTyAAH, Hema Pa3JIAKa BO 6e36eqHOCTa HIM ebHKacHocTa Mery OBaa NONYJANHjA H Monynaunja
Ha IIOMJIAAM TANMEHTH.
Bo cryauure on basa I (N = 48) nocrapnte 31paBu ncnnTannua (> 65 rOXHHH) HMQJIC IIOBMCOKM ILTa3MAa

KOHHEHTPAHHH Ha OHHCPCHOH BO CIOpeA6a CO IHOMJIAAHTE 31PaBH ACHATAHAUA (< 45 roxaHHA), co cpexHa
AUC u Cmax BpexHocTH noMefy 34% n 51% TIOBHCOKH Kaj HOBOSpacHHTe rauHeHTA (BAM ne 4.2).
Tonyranacko-bapMakOKHHETCKATE aHANH3H He ja HACHTH BO3PQCTQ KAKO KOBapHjaT 3a dupeHoH
AUC um Cox.

B 6.escnona w sameB 6.escnona w same
Baaro 6y6pexHo HapylllyBalbe (KIIHPEHC Ha kpeaTHHHH [CrCl 60 no < 90 mL/min) He Baujae Ha AUC u
Cinax Ha PHPEHOHOH.

Bo cropen6a co nanneHTH co HopMarxa OyOpexHa yakuuja (CLCR > 90 mL/min), ebekror Ha

ymepeno (CrCl 30 no< 60 mL/min) remxo (CLCR< 30 mL/min) 6y6pexHo omrerysame, Ha AUC
Ha (pHHepeHoH 6usa CIHYHA CO 3roneMyBaRe 3a 34-36%. 131

HCMQJIO €PekT Bp3 Cmax (BHJCTE Den 4.2)
Ilopa1n BHCOKOTO Bp3yBarbe 3a I1JIa3Ma NPOTEHHATE, dup

DHL P4

>Kÿ]a Aa MODKC Aa ce
Anjanusnpa

Q y
+

Xenamanno ouumemysare
Hema npoMeHH npA H3JIOKCHOCT Ha OHPCHOH Kaj IIQIMCHTH AJNHO OIUTETYBArbE
(sum zen 4.2).

is oO
x m

*

026

CKons
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Kaj ranuexTu co uApo3a u yMepeHo xeraTarHo omTeryBaæe, AUC Ha BKYIIHMOT H HEBP3aHHOT ÉHPEHOH
Ouse 3TOJICMCHH 3a 38% u 55%, COONBETHO, MONEKA HEMANIO IIPOMEHA Ha Cymax BO cnopen6a CO 3HPaBH
KOHTPOJIHM yuecHHM (Bug nen 4.2).

Hema noyaTou 3a NallMeHTH CO TCIIIKO XEHATAMHO OWITeTyBalbe (BHAH Ae10BH 4.2 u 4.5).

Tenecna mescuna
TlonynauucKo-dapMakOKHHeTCKUTe 2H2JIM3M ja dukyBaa TeJleCHATA TEIKHHA KaKO KOBAPHJAT 3a

bupeHoH Cmax. Cmax HA cyOjekT co TCJICCHA TexuHa on 50 kg ce npomenysa neka e 38% no 51% noBacok
BO cmopen6a co cy6jekt on 100 kg. TpurarozyBaHeTo Ha 103aTa Bp3 OCHOBC Ha TCJICCHQTQ TEIKHHA He €

orpaB1aHo (Bun zen 4.2).

DapmakokunHercku/bapMaKoAHHAMCKH ONHOCH

IloppsaHocta KOHLEHTpaumja-ebe«T co TCKOT Ha BpemeTo 3a UACR ce kapakTepu3upa co Mosel Ha
MAKCHMAJIEH edekT IIITO YKaKYBA Ha 3ACHTEHOCT IpH BMCOKQ ekCrosuuyja. Ilpeapuzeuo Bpeme Bo

MOHCJIOT 3a IIOCTHTHYBAIB€ Ha HeJOCHHOT (99%) etbekT Ha JeKOT BO craOumHa cocTojOa Ha UACR Onno
138 nena. DapmaxoxuHeTMuKuoT (OK) nomyxuBoT Gun 2-3 yaca, a DK cTa6mnHara cocTojOa Ouna
HOCTHTHATA no 2 jjeHa, IIITO yKaxKyBa Ha HHAIHPCKTCH MH OHIJIODKCH e*eKT Bp3 DapMaKOHHHAMCKHTE
OATOBOPH.

K1mnnukn cTyAun 6e3 POJIEBAHTHH UHTEPaKIIHH IIOMEfy JICKOBM H JICKOBM

HicToppemena ynotpe6a co rembn6posun (600 mg ABa IIQTH Ha Jen), CHIEH Ha CYP2C8, ja
sronemun cpenHara AUC Ha PnpeHeHoH 4 Cox 38 1,1 u 1,2 IaTH, CoonBeTHo. Opa He ce cMeTa 3a
KIHHHUKH PEJTIEBAHTHO.

IlperxonenH 4 34eNHHUKA TpeTMaH CO HHXHOUTOPOT Ha IPOTOHCKATa IyMna oMenpason (40 mg exHanr
AHEBHO) HeMa edexT Bp3 cperHaTa AUC u Conax Ha PHPEHOH.

Hcropemena ynorpe6a Ha aHTaUMAHTE ANYMHHAYM XHAIPOKCHA1 H MarHe3HYM XHAPOKCHA1 (70 mVal)
HeMaa HHKaKBO BIIHjaHHe Bp3 CpenHaTa BpenHocr Ha AUC Ha upeHoH MH ja HaManyBaaT HeroBaTa

cpeHa BPCHHOCT 38 Cmax 34 19%. Opa He Ce CMCTQ 38 KIIMHHUKH PEJIEBAHTHO.

In vivo PEXHMOT co roBeKekpaTHH 703K of 20 mg upeHOH, AaneH equal IHCBHO BO Tek Ha 10 nena,
HeMa peseBaHTeH edekT Ha AUC Ha cyncrpatot CYP3A4, 3aToa, KIHHHUKH perleBAHTHA
HHXHÖHUNja WIM uHaykunja Ha CYP3A4 ox dupeHon Moxe Ja ce HCKIYAH.

Equa yo3a on 20 mg pupexon MCTO Taka HCMA KIHHHUKH PEJNÈBAHTEH eper:
»

CI

©CYP2C8 cynctpatot, penarnmHnn. Taka, pupeHoHOT He ro unxu6npa CYP2

Ha MefyceGHa Genre TIOKatqu nomery dipekond H

cynctpatot CYP2C9 sapdapuy u nomefy dbupeHouoT u P-gp cyncrpatot 14 roKendss. Ab Q uyD

Bp3IlogekekpatHute x03H ox 40 mg dunepenou CHHQIII HHCBHO HCMaa KJIMH

AUC u C *, x Ha HPOTeHHOT oTMOpeH Ha pak Ha nojka (BCRP) u opranck TPaHÉTIOPTEP
HOJIHNEITHAH (OATP) CYIICTPaTOT POCYBACTATHH

5.3 Llperkaunnmuku nogaToun 3a Ge30eAHOCTA
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IlperkuHunukurte HONATOUH He OTKPHBAAT IOCEGHA ONACHOCT 3a JIYTCTO Bp3 OCHOBa Ha
KOHBEHIIHOHAJIHHTE CTYIHH 3a Ges6enHocHa PapMaKkonorHja, TOKCHHHOCT CO EIUHEUHA H034, TOKCHHHOCT
CO MOBTOPeHH 03M, TEHOTOKCHYHOCT, POTOTOKCHYHOCT, KQHIICPOTCH HOTEHUHjAN H Mallika u DKCHCK2

IJIOHHOCT.

Toxcuynocm co noemopena do3a
Kaj KY4HHATA, HaMasiena TCKHHQ H TOJIEMHHA Ha IIPOCTATaTa € oTkpHeHa Ha AUCzenpsan OZ OKony 10 210

60 natu rnogeke ON oHaa Kaj nyfero. Jlo3aTa 6e3 Hao1m 06e36exyBa Ge36eHoCHa TPAHALA ON OKON 2.

Kanyepozen nomenyujan
Bo 2-roxuuiHuTe CTYAHH 3a KAHIIEPOTEHOCT, QHHCPCHOH He MoKaxka Kanyeporen NOTEHIH)AN Kaj MQIIIKM
H DKCHCKM cTaop1m WIM DKCHCKH riyBum. Kaj MAIIKHTE T1yBun, dHHepeHoH pesyITApae co
3rOJIeMYBaH€ Ha aeHOMOT Ha JlajauroBuTe KJIETKH BO 03H WTO MpetcTaByBaaT 26 naTH TIoBeke Ha

AUCyeapsax Kaj Iyfeto. Mosara LITO mpetctasypa 17 natu moronema of AUCespsax Kaj JIYFETO He

TIpequ3Buka HHKQKBM TyMOpH. Bp3 ocHoBa Ha II03HATATA YyYBCTBUTEJIHOCT Ha TJIOHQPHTC Aa Pa3BHjAT
OBHe TYMOPM H (bapMaKONOWIKMOT MexaHH3aM HPH cyMaTepalleBTCKH AO3H, KQKO MH COOJBeTHHTE
6e36enHocHH TPaHAUH, STOJIEMYBArbETO Ha TyMopuTe Ha JlajquroBuTe KJICTKH Kaj MallikHTe TJIyBIH He €
KJIHHHYKH PeJIEBAHTHO.

Tokcuunocm 3apa36oj
Bo cTyanjaTa 3a eMOpHo-dbeTamHa TOKCHUHOCT Kaj CTaop1lm, OHHCPCHOH pesysTupaliie co HaMaJIeHa
TexKHHa Ha IIJICIICHTQTQ H 3HAUH Ha deranna TOKCHYHOCT, BKIIYYHTEIHO U HaMayieHa TEIKHHA Ha PeTyCOT
H 3a0CTaHaTa OCHPHKAHjA BO TOKCHAHATA HO32 3a MajkaTa on 10 mg/kg/nen IIITO onrosapa Ha AUC
HeBp3ax on 19 naru on ayferto. IIpu 30 mg/kg/nex, HHUMACHUaTa Ha BHCHEPAIHH N CKeNeTHH BapHjaumn
6eme 3roneMeHa (Gxar exeM, CkpaTeHa NanouHa BPBLA, MQJIKY 3rOJeMeHa (pOHTaHeNa) u eHEH DeTyC
HOKaXKA KOMIIJICKCHM MAaJIbopMauMA BKAyuyBajkum PeTKa ManbopMaumja (asoex aopTeH Jak) Ha

AUCyespsaxn OA OKOJIY 25 HaTH OTKONKy Kaj myfeto. Josute 6e3 KakBu ÖNNO Hao] (HACKA HO3a Kaj
CTAOPIH, BHCOKA Kaj 3ajauu) o6es6ennja Ge36exHocHu TpaHn1m on 10 no 13 naTH 3a AUCyenpsan-

3aToa, HAOJHTE kaj CTQOPII He ykaxyBaaT Ha Tpuka 3a DeTANHA IITETA.
Kora cTaop1mre Önne H3JI0XKEHH 3a BpeMe Ha OpeMeHOCT H HaKTalHMja BO CTYAHjATA 3a pa3BOjHa
TOKCHHHOCT IPeX HM IIOCTHATAJIHa, 3a6elexana € 3TOJICMCH2 CMPTHOCT Ha MJIANCHYUHEATA H APyrH
HCTQTHBHH edekKTH (momana TEXHHA, OHIJIODKCHO Ha HHHATA) CO oKoNy 4 NATH noBeKe ON

AUCyespsan OHCKYBQHOTO kaj JIYFTO. JlONONHHTENHO, IIOTOMCTBOTO nokaxa MQJIKY 3TOJICMCHQ

JIOKOMOTOPHA aKTHBHOCT, HO Hemallie Apyru NpOMeHH BO HEBPO-6UXE)BHOPANHATE IIPOMCHM TIOYHYBajkM
on okony 4 natu noBeke on AUCyxpsax OHCKYBQHOTO Kaj yfeTo. Jlosara 6es Hao1m obes6enn
6e36exHocHa rpaHula Of okony 2 38 AUCzespaan STONEMEHATA JIOKOMOTOPHA AKTHBHOCT Kaj TIOTOMCTBOTO
MOKe Ja YKaxe Ha ITOTEHUHjaneH PH3HK 3a HeTyCOT. JIoNONMHHTENHO, nopayu HaoquTe Kaj
MJIANCHYAHATA, He MODKC a Ce HCKIIyYH PH3HKOT 3a AOHJIHOTO HOBOPONEHYE/NOCHYETO.

Kencka nnodnocm
@uvepenou TIPEAH3BAKA HAMAJICHA KEHCKA IIJIOHHOCT (HamameH 6poj Ha DKOJITH Tea H MecTa 3a

3aryOa HU HaManeH Opoj Ha ONPKIHBH deTycH) Ha OKON
HMILIAHTAHHJA), KQKO 3HAUH Ha pada EMÖPHOHCKa TOKCIL IOCT TIOCT-HMILIAHTAINHCKA

THER €
17 ATH NOTOJEMA OATCDKHH2 Ha jajHuunte Cele

A

He 6ea mponajqenu ebertu Bp3
Ha 10 natu nopeke 07 AUCyespsaxn Kaj Jtyreto. 3aTo 11 AH craopuu ce OA Masia

o &KJHHHUKA B@&KHOCT

vy ©
(Buxu zen 4.6)

*
CUP

*

Ckonté
*

6. APMAIIEBTCKH TIOJATOUN
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6.1 JIucra Ha eKkcnannency:

Janpo Ha TaGreTa:
MukpokpucTanHa ley n03a

Kpockapmerosa HaTpHyM
Xunpomenosa 2910
JIakro3a MOHOXHAPaT
Marxe3uyM cTeapaT
Hatpuym naypnncyndar

DunM-O6BHBKa:
Xunpomerosa 2910
THTaHHyM AHOKCHA
Tank

Kependua 10 mg bunm-o6noacenu mabnemu
Kexesen okcux npBeH (E 172)

Kependua 20 mg dbunm - o6noocenu mabnemu
XKerezex oxcuy JKOJIT (E 172)

6.2 HnkoMHaATHÖHNIHOCT

He e npaMexHrmBo.

6.3 Pok Ha Tpaee

3 TOAHHH.

6.4 Hauux na yyBame

Hema noceGHn yCJIOBH Ha YyBalbe,

6.5 Ipapoza u conp»«HHa HA NAKYBAIbETO
PVC/PVDC/ AJTYMHHHYMCKA IPO3HpeHH KAJIEHNAPCKH ÖHCTEPH, BO TlaKYBarbe ON 28 urm-
O6JIOKCHM TaG1eTA
PVC/PVDC/ AJYMHHHYMCKA TPaHCHAPeHTHH nepdbopnpann Onuctepu c FanKd-o
TAÖIETH,

KEHM
SEVE MRke

6.6 IloceöHn MepKH Ha NPeTNA31HBOCT 3a OTCTpanyBalbe faa)
*

Cekoj HeHCKOPACTEH MÉAALHHCKH IPOA3BOA WIM OTIICACH MaTepunjan T
COTJIQCHOCT CO JAOKAJIHUTE Oapatba. 03 4

aN

7. HOCYTEJI HA OJOBPEHHETO 3A CTABABE HA JIEKOT BO IIPOM

Bayer doo Ljubljana, Ipercrasyumrso Cxonje
Va.AxTox Tonos 6p.1, nox. 4/mes./1am.2, 1000 Cxonje

8. BPOJHA OJOBPEHHETO 3A CTABAHE HA JIEKOT BO IIPOMET
Kepexxua 10 mg - 11-5304/2, 16.10.2022

20



Kepenyua 20 mg - 11-5303/2, 26.10.2022

9. AATyM HA IIPBOTO OJOBPEHHE TABAIbBE BO IIPOMET H JATYM HAavIIOCJIEIIHOTO OBHOBEHO OIIOBP NE DHE 2 "fes:
4

10,XATYM HA IIOCJIEIIHA PEBH3NJ} HA T
03.2023

ty

GT "5
7w

*
3
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