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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



vTosn NIEKapCTBEH NMPOYKT MOIEXKH Ha JOMBIHKTeNHO Habmozenue. Topa wie no3soma 65p30To
YCTaHOBSIBAHE HA HOBA HHGOPMaKHA OTHOCHO GesonacHocTTa. OT MEAHUMHCKHTE CIICIMATIHCTH Ce
H3HCKBA 12 choOIIaBAT BCAKA [IONO3HPAHA HeXKENaHA peakia. 3a HauWHA Ha choDIaBaHE HA
HEXEIIAHH peakLHH BIKTE TOUKA 4.8.

1. HUME HA JIJEKAPCTBEHHS TIPOAYKT

U3NLAHWNTENHA ATEHUNA 10 NEKAPCTBATA
Xabanel 15 mg ¢MMHPM rabneTicH K painKe XapaxmepLciKg ha npogyxma - Mpuagweiiye 1

Xabanel 15 mg film-coated tablets ! % /70 3?’ b ¥y
Kua Pes. N /

Kca6anen 20 mg dunmupany TabneTkn N,Aé'//7”/7'é J S0~

Xabanel 20 mg film-coated tablets
g 25. 0i. N

| Ogofipanue Ne

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Kcabanen 15 mg dwimnpanu tabnerku

Beska prnMupana Tabnerka ceabpxka 15 mg pusapokcaban (nvarox,aban)

IoMON{HO BELIEeCTBO ¢ H3BECTHO AeHcTBHE

Besxa punMHpaHa Tabnerka ceabpika 16,32 mg NaKkTo3a MOHOXHIPAT, BIKTE TO4Ka 4.4.
Kcabanen 20 mg punmupanu tabnerku

Bcaka dpunmvupana tabnerka ceanpxka 20 mg pusapokcabau (rivaroxaban).

IToMOIIIHO BEIECTBO ¢ H3BECTHO ACHCTBHE
Beska guiMupana Tabnerka cpaspxka 21,76 mg nakroza MOHOXHMAPAT, BEDKTE TOUKa 4.4.

3a ruTHHUA CMECHK HA TOMOIIHHKTE BEINECTBa BHAKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Kcabanen 15 mg ¢punmupanu tabnetku
Drmupana Tabnerka (Tabnerka)

Yepaenu, KpuriH, ABORHOMITEKHAIH QuiMupans TabneTky, ¢ BuiLOHaTo pesiedHo 0bo3HaYCHHE
"15" or enHaTa cTpaHa M IMAIKH OT APYraTa, ¢ AHAMETHp NMpHOIM3uTeNHO 6,1 mm.

Kcabanen 20 mg ¢unm Tabnerku

unmupana tabierka (TabneTka)

Kadsapo-uepBeHH, KPEITIH, ABOHHOMSITLKHANH (DRIMHpPaHH TabneTky, ¢ BATHOHATO penehHo
obo3znadenue "20" ot eqHaTa CTPaHa M IIIAJKM OT APYTATA, C AHAMETHP NPHOAK3UTENHO 6,1 mm .

4. KIMHAYHH JAHHHA
4.1 TepaneBTHYHE DOKAIARAY

[Ipodunaxrika Ha HHCYNT ¥ CHCTEMEH eMOOTH3EM MPH Bh3PACTHH MALMEHTH ¢ HEKITAMHO
NPEACHPAKRO MBEX/IEHE C €IHH HIH NOBeYe PUCKOBH (aKTOPH, KATO 3acTolHA ChplcUYHa
HEAOCTATBYHOCT, XHIICPTOHHA, BBE3PACT > 75 roOHHHK, 3aXapeH Anader, MpeAlIecTBaILl HHe
npexojeH HCXCMHYCH MMPHACTEIIL. 7 .

Jleuenve Ha aBN6OKa BeHosHa TpoMOGo3a (IBT) n Genonpoben emGomasemM (BE)
peupauenpamy /BT u BE npu p3pacTHH. (8. To4Ka 4.4 33 XeMONHMHAMMYHO HE
c¢BE.)



4.2 [lo3EpoBKA B HAYHH HA OpRICKeHHe

EO3H@BK&

Ipopunaxmuxa na uncyam u Cucmemen embonuzem
IpenopturTensara nosa € 20 mg equH MHT AHEBHO, KOETO NPE/CTARNABA H NMPENOPbYHTE/HATA
MaKCHMaJTHa J03a.

Jleuenuero ¢ puBapokcabaH TpsOpa Na ce MPOTLKABA B JHITOCPOUEH [UIAH, KOTATO MOJI3ATA OT
TPOIIAKTHKATA HA HHCYAT H CHCTEMEH eMOOIH3LM HA/IBHIIABA PHCKA OT KBpBeHe (BXK. Touka 4.4).

Ako OBJe NpomycHaTa HAKOA A03a, MAUMEHTHT Tpatpa Aa mpHeMe pUBapokcabaH He3a0aBHO K HA
C/ICABALIMA ACH Ja NPOABIDKH ¢ IPHEMA BEAHBX AHEBHO CHITacHo nmpenopskute, He Tpabea na ce
npHeMa [BOHHA 1034 B CBHUIMA [IEH 3a KOMIIEHCHPaHe Ha TTPOITyCHATATA J03a.

Meyenue na BT, nevenue na KE u npogunaxmuxa na peyuoueupawu J{BT u BE
[IpenoprunTenHaTa 1032 38 HAYANHO Jieuenue Ha octpu J[BT unu BE e 15 mg nsa msTH AHEBHO Npe3
TBEPBUTE TPH CEAMMLH, MOC/IEBaHA 0T A03a 0T 200 mg BeOHBK AHEBHO 34 NPOALDKABALIOTO JICYCHHE
H npodiiakTHKa Ha peuHansupanm BT u BE.

Tpsabsa na ce MMa NpeABH] KpaTKOCPO4Ha Tepanua (Hai-Manko 3 Mecella) npu naimenTH ¢ JIBT wim
BE, MpOBOKHpaH| OT rojieMH NPEeXOHH PUCKOBH (aKTOpH (T.€. CKOPOIIHA TOIEMA OTIEpatua WIH
Tpasma). Ilo-npoanpKuTeHa TepanuaTa Tpabea Aa ce HMa NPEABH TIPH NalHEHTH C MPOBOKHPAHH
HBT e BE, Hecebp3anu ¢ roneMu mpexoRnu puckory daktopu, He nposoknpand JIBT wiu BE win
aHamuesa 3a penuaHeupaum JJHT wn BE.

Koraro e nokasasa no-npoxs/DKUTETHA ApodHiakTyka Ha peummeupauy JIBT u BE (cnea
3aBBpIUBAHE HA NOHE 6-Mecewna Tepanus 3a JIBT unn BE), npenopeunrenHara ao3a ¢ 10 mg searsx
agesHo. IIpu manMenTH, npe KOWTO Ce CMATA, Ye pHCKBT oT perauBrpay BT wix BE e sHCOK,
KaTo TE€3H ¢ YCAOKHEHH CHITbTCTBaL(M 3a001BAHHA, HJTH KOMTO Ca Pa3BH/IH PELiMAHBHPAIIH JABT win
BE npu no-npoxasmkuTenya npoduiakrika ¢ pupapokcaban 10 mg seubk queBHO, TpAOBa na ce
HMa [pe/IBHI IPHEM Ha puBapokcaban 20 mg BeAHEK AHEBHO.

IpoabokyTeHOCTTa Ha TepanuaTa TpAOBA Na ce ONpeaeTH | A03aTa Aa ce Hibepe WHIHBHIYAITHO
CNneA BHHMATEITHA ONCHKA Ha CHOTHOIICHHETO MEXIY IOJI3ATa OT JICUYCHHETO B PHCKA OT KhPBEHE (B)K
Touka 4.4).

Ilepnox ot Bpeme Cxema na npajarane Ob6ma paesEA 2032
Jleuenue Hen 1-21 15 mg ABa MBbTH AHEBHO 30 mg
NpogHIaKTHKa Ha
pewnmisupaus ABT | Or Jlen 22 naratsk 20 mg BeAHDK AHEBHO 20 mg
u BE
TTpodunakraka Ha Cnen zapppumiBade ya | 10 mg Bean®x AHeBHo wm | 10 mg wiu 20
pewnamsupanm /IBT | nali-manko 6-meceusna | 2g Mg BeAHDK JHEBHO mg
u BE Tepanus 3a [IBT wnu

BE

Ako BBB (hazaTa Ha jiedeHme ¢ 15 mg asa ouTH qHeBHO (AeH 1 - 21) ce npomycHe eIHH NPHEM,
nauHeHTsT TpAGBa HezabasHo fa MpHeMe puUBapokcabaH, 3a Ja ¢€ OCHTypH 0610 NpHETO
konx4ecTBo 0T 30 mg puBapokcaban 3a eaun aeH. B nono6en ciyqali Morar aa 664aT IpHETH ABE
TabneTku ot 15 mg HareaHbxk. [TaumeHTET TPAOBa A4 NPOTHIDKHU PEAOBHUR NpUeM Ha 15 mg,
TbTH THEBHO HA CNCABAIIHA A€H, KAKTO € MPEnophYaHo,

Ako BLB (ha3aTa Ha IEUCHHE C eIUH [IPHEM HA JCH CE NPOMYCHE €[ NPHEM, NALMCH;
He3alapHO [a PHeMe pHBapokcabaH H TPAOBA N2 MPOXKDKH PEIOBHHA TIPHEM BE




cneaBallya JCH, KaKkTo ¢ mpenopruano. He Tpa6Ba aa ce nanoa3sa ABoiiHa £03a B paMKHTE €HH 1
CHIIA AEH, 34 Ja CC KOMNEHCHPA NPOIYCHATATa 1034,

IIpemunasane om nevenue c anmazonucmu na eumamun K (ABK) xvm pusapoxcaban

3a nauMeHTHTE, KOMTO Ca HA JieYeHHe 3a NpodIIAKTHKA HAa HHCYNT 1 cucTeMeH emGommssm, ABK
TpsOBa /1a ce CTIpaT U Ja ce 3aM04He JeYEHNETO ¢ puBapoKcalan, korato MeXIyHapoaHOTO
Hopmanusnpaso ceotHoweHue (International Normalised Ratio, INR) e < 3,0.

3a naumeHTHTE, KOHTO ca Ha neyernne 3a JIBT, BE u npodunakrika Ha peunauss, ABK TpnbBa 1a ce
CTIpaT W Ja Ce 3an0uHe ACICHHETO ¢ puBapokcaban, koraro INRe <25,

IIpu npemunaBane ot nedenne ¢ ABK knM neyenue ¢ pusapokcabaH croiiHoctute Ha INR me 6baat
¢amuMBO I0BWILEHN cliel MpueMa Ha pHeapokcaban, INR He e sanuaeH napaMeTsp 3a M3MEPBaHe Ha
AHTHKOATY/IAHTHATA aKTHBHOCT Ha puBapoxcalaH i ciieoBaTeIHO He TpsbBa 1a ce H3noinea (BXK.
TouKa 4.5).

Hpemunasare om nevenue c pusapoxcatan Kem anmazonucmu Ha sumamun K (ABK)

Hma BepoATHOCT aHTHKOAry laLMsTa Aa 65/1€ HeaJeKBaTHA B X0/a Ha IPEMHHABAHETO OT JICUCHHE ¢
pusapokcabat kbM ABK. Tpabpa aa ce ocurypH npogs/nKdTeNIHA AICKBATHA AHTHKOATYJIALHSA [IPH
NpeMHHABAHE KBM AITEPHATHBEH aHTHKoAryiaHT. TpaGea ja ce oTbenexu, ye pHBapokcabaH Moxe
na o6ycnoBH NoBHINEHHU cToiiHOocTH Ha INR.

IMpu naumesTH, IPEMUHARALIM OT NeueHue ¢ puapokcaban koM ABK, ABK Tpabra na ce npuemar
napaienHo 4o aocturade Ha INR > 2,0. [Ipes mrepeuTe qBa AHM OT NpexoAHHA NepuoA TpaOBa Aa ce
MpHIara cTaHAapTHaTa HayaiHa go3a ABK, cnep koeto nosara Ha ABK Tpabra ja e cniopen
pesynrarnte 3a INR. Ilokaro naumenTHTe NIpHeMaT eaHOBpeMeHHO pusapokcaban H ABK, INR He
TpAOBa fia ¢e H3CJIefiBa NO-PaHo OT 24 yaca CIIEA NPEAXOAHATA /1034, & CAMO HETIOCPEACTBEHO NPEIH
cieaBanaTa A03a pusapokcaba. Cnes kaTo ce NpeycTaHOBRM MpHeMa Ha puBapokcaban, INR moxe na
CE M3CNIeABA W PE3Y/ITATHTE /3 Ca HANCKAHH NMoHe 24 vaca clie/l MPHEMa Ha MOCISHATA 1034 (BXK.
TOYKH 4.5 1 5.2).

Tlpemunasane om nevenue ¢ napenmepanuu AGHMUKOAZYRGHMU KbM pusapoxcaban

[Ipy natHeHTHTE, KOHTO B MOMEHTA NOMYYABaT (APEHTEPAIHN AHTHKOAryNaHTH, NPEYCTAHOBABAHETO
HA NAPEHTEPATHUA AHTHKOATYIIAHT W 38NI04BAHETO HA purapoxcala Tpabaa fa ce ocpumectest § no 2
Yaca NpeAH MOMEHTA 33 CIGBAIIOTO NNAHOBO MPHICKEHHE HA TIAPEHTEPATHHA IEKaPCTBEH MPOAYKT
(Hanp. HHCKOMOTIEKY/ICH XCMAPHH) WIM B MOMEHTA Ha CIHpAHE Ha NPOARDKMTEHOTO NPHIOAKCHHE Ha

NapeHTEpaTHUA JIEKAPCTBEH MPOAYKT (HAIpP. HHTPAaBEHO3eH He)PAKIIHOHHPAH XENApHH).

Hpemunasare om nevenve c pusapoKcaban KM NApeHMepaniy AHMUKOQZYNAHMY
Hpwnoxere mepeata no3a 0T NApEHTEPATHIA AHTHKOATYJIAHT B MOMEHTA, KOTaTo TpAOBa Ja ce
NpHeMe cReABalaTa Jo3a pusapokcaban.

CoenvanHy nomynamm

bvbpevno yepeoxoane

OrpanHyeHHTE KIHHHYHY JAHHA OT GALMEHTH ¢ TEXKO Fuipedso yepexaase (KPeaTHHHHOB KAMPLHC
15 - 29 ml/min) nokassar, ¢ IIa3MEHHTE KOHLEHTPALMH HA PHBapoKcabaH ca 3HAUMTENTHO
nopuiueny. I1o Ta3u mpuunHa pueapokcabaH TpsAOBa 1a ce NPHIAra BHAMATEIHO NPH Te3H NALMEHTH.
He ce npenopbusa ynotpebara npH NanHeHTH ¢ KpeaTHHHHOB KIAPEHC < 15 ml/min (Bx. To4yk# 4.4 u
5.2).

{Ipu nauperTi ¢ ymepero Gubpedro yepexaane (kpearuaunos kaupbHE 30 - 49 ml/min) unH ¢ TexxKO
616peuHo yBpexaaHe (KpeaTHHHHOB KIMPBHC 15 - 29 ml/min) ca Banuanu CIEIHHTE NPENOPHLKM 33
LO3MpaHe:

- 3a npodakTHKa HA HHCY)IT H CHCTEMEH eMBOTH3LM NPH NAUMEHTH ¢ HEKIAMHOA
MBIKICHE IIPENopbUHTENHATA 1034 € 15 mg BeAHEX AHEBHO (BX. TOUKA 5.2). / 'SQS“
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- 3a neuenne Ha BT, neuenne Ha BE 1 npodHnakTika Ha pelMAMBHpal}
nauyeHTuTe Tpabea Aa 6baaT NekyBaHH ¢ 15 mg npa ITbTH AHEBHO Mpe3 b



Cnen Toa, kOraTo NpenopbUMTENHATA N03a € 20 mg eaHH T AHEBHO, TpAGBa Aa ce oOMUCTH
HaMaaBaHe Ha A03aTa oT 20 mg BeAHbK XHEBHO Ea 15 Mg eMH ITET JHEBHO, AKO OLCHEHHAT
PHCK OT KbPBEHE 3a NalMeHTa Haaxpepuia pucka ot peupausnpainy J{BT # BE. TTpenopsxara
3a ynorpebarta Ha 15 mg ce ocHOBaBa Ha GapMaKOKMHETHYHO MOJIENIMPAHE H HE € NIPoyYBaHa
[IpH TE3H KJIHHUYHH YCJIoBHA (BXK. TOUKH 4.4, 5.1 w 5.2).

Koraro npenoprunTenuara 103a ¢ 10 mg equH IMhT JHEBHO, HE C¢ Hanara T jAa bvae
KOpHrHpaHa.

He ce Hanara kopexuys Ha 103aTa IPA NasiHEHTH ¢ Jieko 656peuHo yBpexkaane (KpeaTHHHHOB
KHpbHC 50 - 80 ml/min) (Bx. Touka 5.2).

Yeprodpobro yepeacoane

Pusapokcaban e MpOTHBONOKA3aH [IPH NALMEHTH C YepHOAPOOHO 3a60nARaNE, CBBP3AHO C
KOAryJIonaTus 1 IIHHHYHO 3HAYHM PHCK OT KBPBEHE, BKIIOYHTENHO naumeHTH ¢ 1pposa ¢ Child Pugh
B u C (sx. Tourun 4.3 u 5.2).

Ilonyaayur 6 cmapyecxa 6v3pacm
be3s xopexiiig Ha 203aTa (BX. TOUKa 5.2)

Tenecno mezno
Bes xopekuus Ba no3ara (8%. Touka 5.2)

Hon
be3 kopexuws Ha fo3zaTa (BK. T04Ka 5.2)

Ileouampuyna nonynayus

BesonacHocTTa M edHxacHOCTTa Ha pHBapokcaban npy aewa Ha er3pact 0 1o 18 ropunu He ca
ycranosens. JIuncar nanuu. [To Tasu npuyHHa He ce Mpenopbyusa ynoTpebara Ha puBapoxcabaH npH
Aeua noA 18-roammsa Bu3pacT.

Llayuenmu, nodnoxcenu Ha KapoOuoBep3Uo

[IpuemsT Ha prBapokcabaH MoXKeE [ 3aN04YHE WIH Aa MPOXB/DKH P NALMEHTH, PH KOUTO MOXE Jia
€ HeOOXOANMO KapAHOBEP3HO.

[pn kapaHOBEp3NO HAacOYBAHO OT TpaHce3opareanHa exoxapauorpabus (TEE) npu nauueHTH, KOHTO
He ca GWIK NIeKyBaHH ¢ AHTHKOAKY/IAHTH, JIEYSHHETO ¢ puBapokcaban TpsaORa /a 3ano4He Hal-MATKo
4 yaca npean KapAMOBEP3HOTO, 34 JA Ce TapaHTHpa a[EKBATHA AHTHKOAryaumns (BxK. TOUkH 5.1 u 5.2).
Ilpy BCHYUKM MALKEHTH, TIPe KAPAHOBEP3KO TPA0Ba fa Ce MOTHPCH NMOTBEPXKACHHME, Y€ NAUHEHTET €
npuen puBapokcaban, KakTo e npeankcano. [IpH p3eMaHe Ha peleHHe 33 3ano4YBAHE HA TEpanHs 1
onpeie/IAHE Ha IPOABDKATEIHOCTTA i, TpsOBa 1a ce HMaT npeABu YCTAHOBEHHTE NMPENOPBLKH OT
PBKOBOICTBATA 38 AHTHKOArY/IAHTHO JIEYCHHE NPH NALMEHTH, TIOIOKEHH HA KAPNHOBEP3HO.

Hayuenmu c uexnanio npedcopono mvacoene, koumo noonexcam na IIKH (nepxymanva xoponapua
uURmMEpPSeHyI) C NOCMABAKE HA CIMERM

Hwma orpaHudeH OfIMT Mo OTHOINEHHE Ha HAMAJIeHa 103a 15 mg seaHbx AHerHO (HiH 10 mg
pusapokcabaH BeIHEXK AHEBHO 33 MALMEHTH ¢ YMEpPeHO Texko 6x0peuHo yBpexkaase [KpeaTHHHHOB
kaApbHC 30 - 49 mi/min]), B aomsHenue kbM P2Y 12 unxubuTopa 3a 12 Mecena MAKCHMYM, ApH
TMALHEHTH ¢ HEKJIANHO MPEJCHPAHO MEXKACHE, KOUTO CE HYKIAXT OT NEPOPATHA AHTHKOATYJIAHTHA
Tepamua H ca Ounn moanoxkenu Ha [TKU ¢ nocrassane Ha cTent (Bx. Touku 4.4 u 5.1).

HaunH Ha npunoxenue

Kcabanen e 3a nepopanHo npuioxeHue.
TabneTxure TpaGBa A4 ce npueMar ¢ xpaxa (Bxk. Touxa 5.2).

Ilpn naumeHTH, KOUTO HE MOTAT Ja MOT/THLIAT TaGACTKHUTE 1eH, TabeTkaTa MOXe A,
CMECH ¢ BOJIA HITH SOBIKOBO MOpPE HEMOCPEACTBEHO MPeAH ynoTpeba K Aa ¢e [PHITO



Harpomenara Tabnerka MoXe Ia ce pHAara chillo H Ype3 CTOMAMUIHA COHAA CNEA NOTBbPKICHHE, Ye
COHJIATA € TIPaBHJIHO pa3nonoxkeHa B croMaxa. Hatpoimenara TaGnerka TpAdBa aa ce NMpHIara npes
CTOMAIIHA COHJA B MAITKO KONHYECTBO BOJA, CJIEA KOETO COHAaTa TpaOBa Aa Ohac MPOMHTA C BOAA.
Cnen npunaratero Ha HaTpoineHH ¢HIMHpaHu TabneTky ot 15 mg wim 20 mg, nosara TpsGpa aa
6Bae nocenBaHa He3a6aBHO OT EHTEPAITHO XpaHeHe (BK. Touka 5.2).

4.3 IlpoTuBonoKaA3aHNg

CBpLXYYBCTBUTEITHOCT KBM AKTMBHOTO BELIECTBO WM HAKOE OT MOMOIIHHTE BELECTBA, H3GpOcHH B
TouKa 6.1.

AKTHBHO, KIIHHHYHO 3HAYMMO KbPBEHE.

Jleansn nnu CrcTOSHME, aKo Ob/e CUETEHO, Ye MPEACTARIABA 3HAYMM PHCK 32 FONAMO KbpBexe. Tosa
MO [a BKJIOYBA HACTOAINA MM CKOPOMIHA FACTPOHHTECTHHAIIHA A3Ea, HATHMHC HA 310KAYeCTBeHH
HEOTLIA3MH ¢ BHCOK PHCK 33 KbPBEHE, CKOPOLIHO HAPAHABAHE HA TTIaBHUA WIH rpbOHaYHHS MO3LK,
CKOPOILHA OnepaliiA HA IMABHHA MO3BK, TPLOHAYHNS MO3BK HIIH O4MTE, CKOPOLIHA BETPEYCpenHa
XE€MOparui, H3BECTHH HIH CYCNEKTHH £30(arealHy BAPHLM, apTepOBEHO3HH MariopMaliiH, ChIAOBH
2HEBPU3MH WITH I'OJIEMH HHTPACTIMHAIIHH WIH HHTpauepeOpanti chIoBH aHOMAIHH.

EAHOBPEMEHHOTO JIeYEHHE ¢ APYTH aHTHKOAry/IaHTH, Hanp. Hedpakuuorupas Xenapud (HDX),
HECKOMOJICKYJIHH XeNapHHH (€HOKCATIAPHH, JATTENAPHH H Ap.), NPOH3BOHH HA XeIapHHA
(tbonnanapumykc # Ap.), MepopanHy aHTHKOAryaaHTH (BaphapuH, 1aburaTpan eTekcHIaT, anukcaban
H JIp.), OCBEH NpH cnelMpuiHK o0CTOATENCTRA 38 CMAHA HA JIEICHHETO C AHTHKOATY/IAHT (BiK. TOUKA
4.2) wnu korato HOX ce npunara B 1031, HeoOGXOAHMMHE 32 NOAFBPRKAHETO HA OTBOPEH LISHTPAICH
BCHO3CH HITH aPTEPHATICH KaTeTsp (BXK. To4ka 4.5).

Yepronpobo 3a6o/apane, CBLP3aHO C KOArYIONATHA ¥ KIMHHYHO 3HAYHM DHCK OT KbpBEHE,
BKJHOUHTENHO NaiuenTH ¢ uuposa ¢ Child Pugh B u C (Bx. Touka 5.2).

BpeMennocT M kepMeHe (BXx. TouKa 4.6).

4.4 Coensannss npeAynpexIeHHS H UpeANAIHE MEPKHE npa ynoTpeba

IIpenophBa ce KIMHUYHO HAGMONEHHE, CHOTBETCTBALIC Ha [IPOBEXIAHATA AHTHKOAry/1alus B X042
Ha LieaHd NepHO. Ha JICUEHHE. '

Puck or xemoparus

Kaxro ¥ ¢ Npyri aHTHKOATYIaHTH, TTALIHEHTHTE, KOMTO MpHeMar prBapokcaGaH, TpaOBa na ce
HabnofaBaT BHUMAaTEHO 3a IPU3HALIM Ha KbpBeHe. [Ipenoprusa ce yrnorpebara My ¢ HOBHIIIEHO
BHHMAaHHE NPH CECTOAHMA C IIOBHIICH PUCK 3a Xemoparua. [TpunoxeHnero Ha pusapokcaban Tpabsa
Aa ©¢ MPEYCTaHOBH NIPH MOABA HA TEXKKA XeMOparaa (Bx. Touxa 4.9).

B KIMHHYHHTE NPOYYBAHMA KhpPBEHE OT JIHraBHIMTE (T.€. OT HOCA, BEHIIHTE, CTOMALTHO-PEBHHA
TPAKT, MMKOYHO-MOJIOBHSA TPAKT, BKIIOYHTENHO aGHOPMHO BATHHAJTHO HITH YBEJIHYEHO MEHCTPYAITHO
KbpBEHE) M aHeMHA ce Hab/noJaBaT no-4ecTo NpH ABITOCPOYHO NeHeHHe ¢ puBapokcaban B
cpasHeHHe ¢ neveHne ¢ ABK. Mo Ta3u npuvmsa, B AONLIHEHHE KBM aIEKRATHOTO KIHHHYHO
HaGmoneHne, 1abopaTopHO uicneaBane HA xeMornofuHa/XemaTokpura 61 Morio aa 6bae oT nosa 3a
OTKPHBAHE Ha OKYJITHO KBPBEHE H 3a ONpeAensaHe Ha KIHHHYHATA JHAYHMOCT Ha ABHO KBPBEHE, N0
NpeLeHKa CRope Ciyyas. :

KbPBEHE YCIIONKHEHHA H aHEMMA Clle/l HAYAIOTO Ha JIe4CHHeTO (BK. TOUKa 4.8).
IpH BCAKO HEH3ACHEHO NOHIMKABAHE HA XEMOrNIOOHHA WK KPBBHOTO HAJIATaHe TP,
H3TOYHHMK Ha KbPBEHE.




BBIpexH ue neHeHHETO ¢ pHBapoKkcabaH He H3HCKB2 PYTHHRO MPOC/IEAXBAHE HA EKCIIOHIMMATA,
HHBaTa Ha puBapokcabaH, H3IMEPEHH ¢ KATHOPUPaH TECT 32 KOIMUECTBEHO ONPeJCIAHE Ha
aHTu(gakrop Xa, MOTaT A8 5BaT NO/IE3HH B H3BRHPEAHH CHIYaUHH, KOraTo JAHHHUTE 33 EKCTIO3HLMATA
Ha puBapokcaban MOKe 1a TOMOTHAT 33 B3eMaHe Ha HHGOPMUPAHH KIIMHHYHA PEINCHUA, HAP.
[Apeno3upaHe H CleWHA XKpyprua (Bx. Touka 5.1 u 5.2)

bnlpeuHo yBpexaate

IIpu naumeHTH ¢ Texkko ObOpeYHO yBpexaaHe (kpeaTHHUHOB KMPBHE < 30 mi/min) € BE3MOXHO
[UTA3MEHHMTE HUBA HA pusapokcaban Aa ObAaT 3HAUYHTENHO NOBAMEHH (cpenHo 1,6 meTH), KOeTO MOXe
Aa JoBede N0 NMOBHILECH PHCK OT KbpieHe. Pusapokcabas Tpabpa na ce npuiara BHUMATEIHO IIPH
NALKEHTH C KPEATHHHHOB KITHPEHE 15 - 29 mi/min. He ce npenoprusa ynotpefarta NIpH NMaliHeHTH ¢
KPEaTHHHHOB KIMPbHC < 15 ml/min (x. Touku 4.2 1 5.2).

PusapoxcabaHx Tpabsa ia ce npuiara BHYMATENHO NPk nauMeHTH ¢ 6u6pedHo yBpexkaase,
NIONTY4ABALIH CAHOBPEMEHHO APYTH JICKAPCTBA, KOMTO MOBHINARAT IUTAIMEHHTE KOHLICHTPallMY Ha
purapokcabaH, (Bxk. Touka 4.5).

B3anMoOeACTRUE C APYTH JICKAPCTBEHN MIPOAYKTH

He ce npenoprusa ynorpebara Ha pusapoxcaGaH (IpH MaliHeHTH, KOHTO NMOMY4aBaT €JHOBPEMEHHD
CHCTEMHO JIEYEHHE C a30JI0BH AaHTHMHKOTHIIN (KATO KETOKOHA30/]1, HTPaKOHA30Il, BOPHKOHA3011 K
nocakoHason) una HIV-nporeasnu vexuburopu (Hamp. puronasup). Tean akTHBHE BEIECTSA ¢a
MOMH HHxHOHTOPH Ha CYP3A4 1 Ha P-gp ¥ 1o Ta3K npHyMHa MOTAT ia NOBHIIAT [UTIA3MEHATa
KOHUEHTpAIHA Ha PHBAPOKCabaH 00 KIHHHYHO 3HAYHMO HUBO (CpeaHO 2,6 TETH), KOSTO MOXe A4
JoReAe N0 NOBHUICH PHCK OT KLPBEHE (B, TOUKa 4.5).

Heobx0auMo ¢ BHIMaHKE NIPH NALMEHTH, KOMTO eAHOBPEMEHHO €A HA JICUEHHUE C JIEKAPCTBEHH
TIPOJYKTH, KOHTO NOBIMABAT XEMOCTa3aTa, KaTO HECTEPOMAHH TPOTHBOBB3NATHTEIHH CPEACTRA
(HCIIBC), aneTiwicanHLianoBa KHCEJIHHA M HHXUOHTOPH Ha TPOMOOLMTHATA arperalis Wi
CENCKTHBHM HHXHOMTOPH Ha 06paTHOTO 3axBailaHe Ha cepoToHMHA (selective serotonin reuptake
inhibitors, SSRI) 1 uHxHGHTOPU HA OGpPAaTHOTO 3axBalllaHE HA CEPOTOHHHA W HOperHMHe(PHHa
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ipu nammesTHTe C© pUCK 33 YIIEPO3HO
CTOMAINHO-YPEBHO 3300/MBAHE MOMKE A C€ MOMMCIIHM 38 TIOAXOAKIO APOPIUIAKTHYHO IeUCHHE (BkK.
TouKa 4.5).

EQ!I‘H PHCKOBH Qampn 33 KbpPBEHE

Kakro 4 ¢ apyr aHTHTpOMOOTHYHH Cpe/ICTBa, puBapokcabaH He ce MPenophYBa NPH MALHEHTH C
MOBHIIECH PHCK OT KbPBEHE, KaTo:

. BPOJEHH WIH NPHI0OHTH HAPYINEHHUS B KPEBOCHCHPBAHETO;
. HEKOHTPOJIHMPaHA TeXKa apTePHATHA XMIEPTOHMS;
. APYro CTOMAITHO-4PeBHO 3aboyspade 63 akTHBHO pa3a3BaBaHe, KOETO NMOTCHIMATHO MOXKE Ja

NOBE/IE IO YCINOKHEHHS ¢ KbPBEHe (Halp, Bh3NanHTeHO 3a00onsBaHe Ha YepBaTa, e30(aruT,
FACTPHT H racTpo-e3odareaita peduryxcha 6onect);

. ChZOBA PETHHOTIATHN;

. OpOHXHEKTR3HH WIH 8HAMHE3] 32 KbpBeHe B Benns npob.

IMCHTH € KJARMHH IPOTE3H

PupapokcabaH He TpsaGBa Aa ce H3no/I3ea 32 TPOMOONPOPHIAKTHKA TIPH NIAIMEHTH, KOHTO HACKOPO ¢a
[IpeMHHATH TPAHCKATETHPHA CMAHA Ha aopTHara Kknana (TAVR). BesonacHocTTa H €JMKACHOCTTA HA
pHBapokcabaH He Ca MPOYHEeHU MPH NALHEHTH ChC ChPESHO KIATHO NPOTE3HPAHE; MO TA3H NPUIHHA,
HAMA JaHHH B MOJKpPENa Ha TOBa, 4¢ puBapokcabaH OCHIypABa aJeKBATHA AHTHKOArY/IalHs B TA3H
nomynais nauuesTy. JledenHero ¢ puBapokcaban He ce NPENOpHLYBA NPH TE3N NALHEHH

IMansenn ¢ antudochonunuaes cu M



antadochonunuacH cHHApoM. [To-crieLuanHoe npu TPORHONO3MTHBHA NALMEHTH (3a JIYIyCeH
AHTHKOATyJIAHT, AHTHKAPAHOIKIIHHORH AHTHTEIIA M AHTHTENA cpeilly GeTa-2-raukonpoTesH I),
neuenneto ¢ DOACs moke na 6bjie CBEP3aHO ¢ MOBHLIEHA 96CTOTA Ha IOBTAPALIH C& TPOMOOTHYHH
chOMTHA B CpABHEHHE C TEpANMATA C AHTAMOHKCT Ha BUTaMHH K.

[ManmenTy ¢ HEKIANHO NPEACHPAHO MBXKAEHE, KOUTO noanexkar Ha [TKU ¢ nocTaBsHe HA CTEHT

Hanuunm ca KIMHMYHK NaHHH, NOTYYEHH OT KHTEPBEHIHOHANHO NPOYYBAHE, C OCHOBHA LiEN
H3c/IeBaBe Ha 6€30NMacHOCTTA IPH NALMEHTHTE ¢ HEKNAMHO MPeACHPAHO MEXICHE, KOMTO ca OHnH
noanokenn Ha [TKH ¢ nocrapane Ha crenT. JauHure 3a e)HKaCHOCTTA PH TA3H NOMyIAIHA ca
orpanHdeHH (K. Toukd 4.2 u 5.1). JIunceaT AaHHH 32 TAKHBA DAUHEHTH ¢ aHaMHesa 32 HHCYrT/TIMIIL

XeMoanHaMu4HO HecTabWaHy nauweHTH ¢ BE MW naipienTH, KOUTO ce HYX/IAIT OT TPOoMGOAH3a WK
Genonpobna emOonexroMus

PupapokcabaH He ce MPenopBYBa KaToO ATTEPHATHBA Ha He(PAKIMOHAPAHHA XETIADKH TPH TIALIHEHTH C
GenoapobeH eMOONH3IBEM, KOHTO ¢a XeMOJHHAMHYHO HeCTaOWITHH HIM HA KOUTO MOXKE /la C¢ HaIlpaBH
TpoMGoH3a KM GestoapobHa eMGONEKTOMMA, Thil KATO 5e30NacHOCTTa H eHKACHOCTTA HA
puBapokcatiaH He ca YCTAHOBEHM (PH TEIH KITHHUMHH CHTYALMH.

CnupanHa/ennaypansa aHecTE3Hs WIH HYHKIAS ‘

Korato ce u3n0138a HEBpoaKCHaNHa aHECTE3MS (CIMHAIHA/SNHIYPaTIHA AHECTE3HA) WK
COMHANHA/CNAAYPaNHa MyHKLNA, NALMEHTHTE, TPETHPAHH ¢ AHTHTPOMOOTHYHH CPEACTBA 32
NPEBEHLMA Ha TPOMOOEMBOHYHN YCIOKHEHHA, Ca TIOUIOKEHH Ha PHCK OT NIOABA Ha ETHAYPAJIEH MITH
CIHHANEH XeMaTOM, KOHTO MOYKe JIa IOBEAE 10 FBITOCPOHHA HiIH TpaHHa napanu3a. To3H pHCK Moxe
Ja Ce MOBHIIH OT NIOCTONEpaTHBHATA YIIOTPeOa Ha BhBEK AL eNHAYPAICH KATeThp HiIH
€[HOBpEMEHHATa ynorpe(ia HA NEKAPCTREHH MPOXYKTH, NOBIMABAIIHM XeMOCTa3aTa. PUCKBT MOXe aa
C¢ MOBMIIH CHLIO TAKA M OT TPABMATHYHA WITH MHOTOKPATHA CMIYPaiHa HIH CITHHAAHA MyHKIIHA.
[Maumenture Tpabea qecTo Aa GpAaT NpOCKENABAHH 33 APU3HALM H CHMITTOMH HA HEBPOJIOTHIHO
YBpeXIaHe (Hanp. H3TpbiIBaHe WITH CAa0OCT B KpakaTa, AHCKOMGBOPT B YepBATA HIH MHKOYMHHA
mexyp). Ako 6b/ie KOHCTATHPAH HEBPONOrHYeH AeHUMT, ca HEOOXOAUMH CHELIHO JHATHOCTHIHPAHE
u neuenue. [lpean HeBpoaKCHAHA HHTEPBEHIIHA, JIEKAPAT TPAOBA 4 NPELIEHH CHOTHOMCHHETO
MEMY MOTEHUHATHATA M10/138 M PHCKA MPH NALMEHTH HA AHTHKOATY/IAHTHA TEPanHA WK NAUHEHTH,
kouTo e GbaaT noanoxkeHH Ha aHTHKOAryNaHTHA Tepanyi, 3a TpoMGonpodmnakTuka. Hama
KJIHHHYeH ONHT ¢ ynotpeGara Ha 15 mg u 20 mg puBapoxcaban B Te3d CHTYaIHM.

3a HaMAIABAHE HA MOTEHUMANHHA PHCK OT KBPBEHE, CBBP3aHO ¢ EAHOBPEMESHHOTO IPHIaraHe Ha
pHBapokcabaH H HeBpPOAKCHAITHA (EMMAYpanua /CIKHAITHA) aHeCTe3Us WIH CIHHANHA TYHKHIHA, Tpabsa
Iia ce UMa penpiy hapMakoKHHeTHIHHA podua Ha pusapokcabal. TlocTapaseTo Wik
NpeMaxBaHeTo Ha eMHAYPaleH KaTeThp WIH TyMOaaHa MyHKUMA ce H3BbpLIBa Hall-100pe, Koraro
AHTHKOATyaHTHH edekT Ha pHBapokcabaH ce olieHABa KaTO HECHK. BhIpexn TORA, TOUHOTO BpeMe
32 MOCTHIAHE HA OCTATHYHO HUCHK 2HTHKOAryJIaHTeH SEKT 3a BCCKH MALMEHT HE € H3BECTHO.

3a OTCTpaHABAHETO Ha SNMIYPAIHKS KATETHP H B3 OCHOBA Ha 00LIMTe (JapMaKOKHHETHYHH
XapaKTePHCTHKH, IOHE 2X NOMYXMBOTA, T.€. Hail-Maiko 18 vyaca npu maanm nauuents WiM 26 yaca
TIPH NALMCHTH B CTAPYECKA BB3PACT, TpabBa Aa ca MHHAIH Cefl NOWIEAHOTO NPHACKEHHE HA
pHuBapokcabaH (BX. TOuka 5.2).

Crien oTcTpansaBaHeTo Ha KaTeThpa, TPAGBA 13 N3MHHAT HAH-MAJIKO 6 Yaca PE/H NPHIOKEHHE Ha
clepallaTa 103a pusapokcaban.

[py nossa Ha TpPaBMATHYHA MYHKIHA, MPHICKEHHETO Ha pHBapokcabaH TpAOBa fa ObAe OTIOKEHO C
24 yaca.

IIpenopbKy 3a JOIHPAHETO H cJIe]] HHBAHBHE (POLECAYPH HAH HYHH HHTEPBE

AKO ce Hanara MpOBEXkaHe HAa MHBASHBHA NPOLEYPA WIN XMPYPrUyYHa HHTCPBEHLHSA pUBapokcaban
15 mg win 20 mg tpabsa na 6bae cAPSH MO BLIMOXKHOCT NOHE 24 Yaca npean mrrepne
OCHOBA Ha KJIMHHYHATA MIPELICHKA Ha ICKYBALIUA JIeKap.
Ako npouenypara He Moxe Aa Obne oTnokena, Tpabra aa ce npeue}m nonmnemu?/
CTPAMO CTIECHIHOCTTA HA HHTEPBEHLANTA.




[IpuembT Ha puBapokcaban TpAGBa Aa ce BB300OHOBM BL3MOXKHO HAli-CKOPO Cliel HHBA3HBHATA
npoueaypa HiN XUPYPrH4HATA HHTEPBECHLHA, KO KIHHHYHATA CHTYALMA NO3BOJIABA H € NOCTHIHATA
afIeKBaTHA XEMOCTA3a, KAKTO € ONpeeIeHO OT JeKyBalns fekap (BK. Touka 5.2).

Ilonynaimg B cTapyecka BE3pACT
C yBe/IHYaBaHETO Ha BB3PACTTA MOXE [a C€ YBEIIHYM PHCKLT OT XeMoparus (Bk. Touxa 5.2).

gepuaronormmn PEAKIIHH

Ilo BpeMe Ha NOCTMAPKETHHIOBO HaluloicHHE BBE Bpb3Ka ¢ ynoTpebaTa Ha puBapokcabaH ce
crobmapa 3a CepHO3HH KOXHH PeaKilHH, BKINOUHTEIHO CHHAPOM Ha Stevens-Johnson/TokcHriHa
enuaepManHa Hekponusa u DRESS cunapom (Bx. Touka 4.8). H3rnexaa, we nauueHTHTE ¢a
H3/10’KEHH HA HAli-TrOIAM PHCK OT T€3W Peaku i B HAYAJIOTO HA TEPANMATA: B OBEYETO CIIyqaH,
HaYaJlOTO HA peaKLHsTa ce NpOABABA NPe3 ITEPRATE CEAMMLM OT JiedeHHeTo. PuBapokcabaH Tpabea aa
C€ IPeyCTAHOBH ITPH ITHPBA MTOABA Ha TEKBK KOXKeH 0OpHB (Hamp. pa3snpocTpaHsballl ce, HHTEH3HBEH
WHTH CBEpP3as ¢ 00pa3zyBaHeTo Ha MEXyPH) WM APYT NPU3HAK HA CBPBXYYBCTBHTEHOCT, CBbD3aH C
TIe34H HA THTABHLATA.

Hudopm 33 IOMO! BeIlecTBa

Kcabanen chabpia nakrosa. ITaumeHTH ¢ penks HACAEACTBEHH POGIEMH HA HETIOHOCHMOCT KEM
ranakro3a, [Tb/eH JIAKTa3eH Ze(DHUIHT WIH INIIOK030-TAIaKTO3Ha ManabcopOuus He Tpabsa Ha npuemar
TOBA JIEKAPCTBO.

4.5 BiammojeiicTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrd $opME Ha BlanmoaelicTere

Huxuburops Ha CYP3A4 u P-pp

ExnospemMeHHOTO NpHIOKEHHe Ha pusapokcaban i ketoxoHason (400 mg eluH LT JHEBHO) MK
puToHaup (600 mg nBa METK JHEBHO) BOAM A0 2,6 MbTH / 2,5 mbTH no-Bucoka cpeaa AUC Ha
puBapokcabaH H 1,7 meTi / 1,6 moTH 10-Bucoka cpeaiHa Cmax CHC 3HAMHTENHO NOBAIIABAHE HA
tapmakoaHHAMHYHHTE eDEKTH, KOETO MOXKE Aa 0BEE A0 NOBHILEH PUCK OT kKbpseHe. [o Tasu
NpHYHHA He ¢ NMpenopsuBa ynorpedara Ha puBapokcalaH NpH NALHEHTH, KOMTO NOJy4aBaT
€IHOBPEMEHHO CHCTEMHO JIEYEHME ¢ a30/10BH AHTHMHKOTHIM KATO KETOKOHA3WI, HTPAKOHA3O,
BOPHKOHA30J1 H NnocakoHason uiM ¢ HIV-nporeasHd uuxuburopy. Te3n aKTMBHHA BEIISCTBA €4 MOIHU
uHxuOuTOpH Ha CYP3A4 1 P-gp (k. T0uKa 4.4),

Ouaxpa ce aKTHBHM BEIIECTBA, KOMTO CH/IHO MHXMOHPAT CaMO €MH OT MHTHILATA HA €THMHHMpPAHE Ha
pusapokcabat win CYP3A4 wnn P-gp a noBUINaT B no-Manika CTENeH IUIa3MEeHHTe KOHLICHTPAIIHM
Ha puBapokcaban, Hanpumep, kiaputpoMuums (500 mg 1pa ImsTH AHEBHO), KOHTO ce MpHEMa 3a
cuneH HHXHOuTOp Ha CYP3A4 u ymepeH HHxuGHTOp Ha P-gp, € BOAM 10 NOBMIIABAHE HA CPEXHATA
AUC Ha pusapokcaban ¢ 1,5 meTH # Ha Coax — ¢ 1,4 mbTH. B3anMoaelicTBHETO C KIaPHTPOMHILMH
BEPOATHO HE € KIMHWYHO 3HAYHMO TPH NIOBEYETO NALMEHTH, HO MOXe 1a 6be NOTEHIHATHO 3HATHMO
NpH BUCOKOPUCKOBH NMALMEHTH (3a RauMeHTH ¢ 6p0peyHo yBpekAaHe: BXK. Touka 4.4).

EpurpoMuias (300 mg TpH METH AHEBHO), KoifTo MHXHOHpa ymepeHo CYP3A4 u P-gp, soau 1o 1,3
MbTH nosHIeHHe Ha cpefHara AUC u Cmax Ha puBapokcaGan. B3auMoaeHCTBHETO C EPHTPOMHLIHH
BEPOATHO HE € KIHHHYHO 3HaUHMO [IPH NOBEUETO NALMEHTH, HO MOXe Aa Gbe NOTEHLHATHO
3HaYMMO NPH BHCOKOPHCKORH NALIMEHTH.

[Ipy nuna c neko 6x6peuno yspexnane epurpomuumH (500 mg TpU MBTH JHEBHO) Boaw xo 1,8-
KpaTHO NOBHII2BaHe Ha cpeanara AUC Ha pupapokcabaH U 1,6 mbTH noBHINeHHe Ha Cmax B
CpPaBHEHHE C HHAMBHM/IH ¢ HOpManHa 6u0peuta ynkums. [Ipu nuua ¢ ymepeHo 6x6peuHo yBpexnane
SPUTPOMHLMH € Aosen o 2,0 meTi nopriucHue Ha cpeanara AUC Ha punapoxcaﬁaﬂ ul, 6 e .

Orykonazon (400 mg enuH BT JHEBHO), KOKTO ¢e cMATA 33 yMEPeH HHXHOHTOp Ha
A0 noeuinasaxe oT 1,4 meTH Ha cpeanata AUC Ha puBapokcabaH M 1,3 meTH Ha cpeang
B3aumoneicTREETO ¢ IYKOHA30J1 BEPOSTHO HE € KIIHHHYHO 3Ha4UMO NPH NOBEYETo



MO 212 §b/ie NOTEHLHATHO 3HAYHMO ITPH BUCOKOPHCKOBH namueHTH. (32 naumeHTH ¢ 6B0pedHo
YBpEXIaHe: BWXK TouKa 4.4).

Karo ce umar nipeapua orpaHHYeHHTE KIMHHYHH JAHHH C JPOHEAAPOH, €MHOBPEMEHHOTO
NpAIOKEHHE C puBapokcabaH TpaGBa 1a ce wabarea.

AHTHKOATyJIaHTH

Crien xoMOMHMPaHO NPHIHKEHKE HA eHOKCanapuH (eAHOKpaTHa qo3a ot 40 mg) H pusapokcaban
(eanoxparna no3a ot 10 mg) e HabmogaBan agHTHBEH eeKT BHPXY aKTMBHOCTTA Ha aHTH(aKkTOp Xa,
Ge3 HUKAKBH NOMWIHUTENHH eeKTH N0 OTHOLIEHHE Ha KoarysausounTe Tecrose (PT, aPTT).
EHoxcanapeH He € MOBTAST (HaPMAKOKHHETHKATA HA PHBAPOKCAbaH,

Ilopaay noBuieHHA PHCK OT KbPBEHE € HeOOXOAHMO BHUMAHHE NPY NALMEHTH, KOMTO €4 Ha
©AHOBPEMEHHO NIEYEHUE ¢ APYI'H aHTUKOArYJIaHTH (BXK, ToukH 4.3 1 4.4).

HCTIBC/unxnbuTopn na TpoMbouuTHara arperaius

He e nabmozasano kKIMHWMHO 3HAYHMO YAKIKABAHE HA BPEMETO HA KBPBEHE Clle]] EQHOBPEMEHHO
NpHokKeHUe HA puBapokcaban (15 mg) 1 500 mg ranpoxceH. Benpekn To0Ba € BE3MOXKHO A2 HMa
MALHEHTH ¢ No-H3paieH GapMaKOAMHAMHYEH OTTOBOP.

He ca HabnronaBann KIMHHYHO 3HA4MMH (JapMAKOKHHETHYHH WK (apMaKoXMHAMHYHH
B3aMMOIEHCTBHA NPH €AHOBPEMEHHO NPHIMKEHHE Ha puBapokcabaH B 500 mg aueTWICANHIHIOBA
KHCeJIHHA.

Knonuporpen (300 mg HauanHa n03a, NOCHEABAHA OT 75 Mg NOLTHLPHKALIA J032) HE € [IOKA3A
tapmakokuHeTHYHO B3auMoneiicTere ¢ puBapokcaban (15 mg), Ho e HabmoaaeaHO 3HAYHMO
YAB/UKABAHE HA BPEMETO HA KBPBEHE NPH €4HA NOATPYIa NAMEHTH, KOSTO He € KOPesHpaso ¢
arperauuaTa Ha TpomboLMTHTe, HHBaTA Ha P-cemextnn wiH GPIIb/IIIa peuerrropure.

HeobxoaumMo ¢ BHMMaHue IIpH NANHEHTH, KOMTO eAHOBPeMeHHO ca nexyeatu ¢ HCIIBC
(BKIIIOUMTENHO ALETWICANHIMNOBA KHCENHHA) # MHXMOUTOPH HA TPOMOOMTHATA arperaums, oHekKe
TE3H NIEKAPCTBEHM NPOAYKTH OOHKHOBEHO NOBUILABAT PHCKA OT KbpBeHe (BXK. TOUKa 4.4).

SSRI/SNRI

KaxTto [IPH APYTH BHTHKOATYRaHTH MOXKE oa CBIIECTBYBA Bb3MOXHOCT ALHEHTHTC Ja Ca € NOBHIICH
PHCK OT KBpPBEHE B CRy4al Ha chsTeTRAA ynorpeba che SSRI unu SNRI nopany edexra um BEpxy
TpoMOOLMTHTeE, 33 KOiTO ce chobiaea, [Tpu cpirbTeTBaIa YNoTpeba B KIMHHYHATA IIPOrpaMa ¢
puBapokcaban, BbB BCHYKH IPYTIH Ha J€YeHHe ce HaGNIOAaBa YHCIIEHO MO-BHCOKA YECTOTA Ha TOJIAM
WI¥ BETOMAM KJIMHMYHO 3HAYHM KPbEOHINKE.

Ba HH

IpemunasaneTo oT neyense ¢ aHTaronHcta Ha suramuH K rapdapun (INR 2,0 no 3,0) k6M neueHue ¢
pusapoxcabar (20 mg) Hnu ot pusapokcabas (20 mg) kM sapdapun (INR 2,0 a0 3,0) nosumasa
CHOTHOLWEHHETO poTpoMOuHoBo BpeMe/INR (Neoplastin) noeede oT aAMTHBHO (BE3MOXKHO € Ja ¢e
uabnionapar oraenyH croiiHocTy Ha INR 1o 12), aokaro edexrure no orHomeHue Ha aPTT,
HHXHOHPaHETO Ha aKTHBHOCTTA Ha (axTop Xa ¥ noTeHUMANa Ha eHAONeHHNA TPOMOHE Ca ATHTHBHH,
Tlpw sxenanwe na ce uscnensar (papMakoIMHAMHYHUTE edekTH HA puBapOKcabaH B IepHO/Ia Ha
CMJHATA Ha TEpalluATa MOTAT Ia CE M3MOJI3BAT MOKA3ATENH KATO AKTHBHOCT Ha aHTH-(akTop Xa, PiCT
u Heptest, noHexe Te3u TecToBe He ce noBnMaBaT ot Bapdapun. Ha yeTBbpTHA AeH cnea nocieaHaTa
Aoc3a saphapun, BeuukH Nokaarend (sxn. PT, aPTT, naxubupane Ha akTuBHOCTTa Ha ¢dakrop Xa u
ETP) orpazasar eAHHCTBEHO e()eKTa Ha pHBapokcabaH.

IlpH xenanue aa ce H3caensar papMakOAMHAMUYHUTE eEKTH HA BapdhapHH B IEPHOJA HA CMAHA Ha
TEPAIHKATA MOXE /13 ce H3nom3pa H3MepBaHeTo Ha INR mpu Ciougn Ha puBapoxcabaH (24 4aca cnex
MPEAXOHHA MPpHeM Ha puBapokcaba), THif KaTo TO3M NoKa3aTeN ce NOBNHABa B mmumwen
OT pHBapokcabaH B Ta3d BpeMeBa TOUKA.

He e nabmogaBano gapMakoKHHETHYHO B3aHMOAEHCTBHE MEXKKY BaphapHH H pH

HUegykropn na CYP3IA4
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EnnoBpeMeHHOTO Npuioxetue Ha pusapokcabal 4 Mouraua HaaykTop Ha CYP3A4 pudaMnuuuH
BoAH 110 0konto 50% nonmkapane Ha cpeaHaTta AUC 3a puapokcaban ¢ yCIOpeAHO HAMAIABAHE HA
hapmakogunamurHuTe My edextu. ExnoBpemennara ynotpeba Ha puBapokcabau ¢ gpyri MOLIHM
HHIYKTOpH Ha CYP3A4 (Hanp. deHnTONH, KapGamasenun, GeHoGapOuTan WIH KBIT KAHTAPHOH
(Hypericum perforatum)) cbimo Moxke na A0BEAE A0 HAMAJICHH IIA3MEHH KOHUEHTPaLUH Ha
puBapokcabaH. 3aTopa TpsaGBa aa ce u3GATBA SRAHOBPEMEHHOTO NPHIATaHe HA MOLIHM MHAYKTOPH Ha
CYP3A4, ocBen ako NaLMeHTHT HE ¢ CeJH BHHMATETHO 34 Dene3u W cCHMITTOMH Ha Tpombo3a.

A CBITE

He ca HabmofaBaHH KIIHHAYHO 3HAYHMH (PAPMAKOKMHETHYHY WIH GapMaKOAMHAMHYIHE
B33aMMOZCICTBHA NIPH €JTHOBPEMEHHO MPHJIOKEHHE HA pUBapokcaban H Miuaa3onaM (cyGeTpar Ha
CYP3A4), nuroxcun (cyberpar Ha P-gp), atopBacratun (cyGerpar Ha CYP3A4 u P-gp) wim
omenpazon (HHXHOUTOp Ha NPOTOHHATA nomna). Pusapokcaban HETO MHXHOKpPa, HUTO HHAYLMP2
HAKOS OT ocHOBHHTE H3ogopmu Ha CYP, HanpuMmep CYP3AA4.

JlaboparopHy nokasatenu

Koaryaauuonuure napamerpw (nanp. PT, aPTT, HepTest) ce noBnuABaT criopell OUaKBAHUATA C OTTIE]
Ha MeXaHH3Ma Ha NelicTBHe Ha pHBapokcabaH (BX. Touka 5.1).

4.6 @epranaTer, GPEMEHHOCT H KLPMCHE

BpemenrocT

besonacrocTTa 1 epukacHOCTTa Ha puBapokcalan mpH GpeMEHHH XEHH HE €3 YCTAHOBEHH.
[IpoyuBaHisTa IIPH KMBOTHH NOKA3BAT PENPOAYKTHEHA TOKCHUYHOCT (BXK. Touka 5.3). [Topaan
HOTEHUMANHATA PEOPOAYKTHBHA TOKCHIHOCT, TIPHCHLOMSA PACK OT KLPBCHE B JAHHWTS, TOKAIBAINHM, 3¢
puBapoxcabaH MpeMMHaBa DPe3 [UIALEHTATd, PUBapoKcalaH € MPOTHROMOKA3AH [0 BpEME Ha
bpemennoct (BK. Touka 4.3). Xenure ¢ neTeposien noreHuMan Tpabra xa u30ATBaT Aa 3a0peMeHsBarT
O BpeMe Ha JICUEHUETO ¢ prABapoKcaban.

Krpmene

BeszonachocTTa ¥ eduKkacHOCTTa Ha pHBapoKcalbaH NPpH KhpMEIlH XEHH HE C4 YCTAHOBEHH.
ITpoyuBanuATa MPH JKMBOTHH MOKA3BAT, Y€ PHRAPOKcalaH c€ CEKpeTHpa B MIHKOTO. 1o Ta3d MpHYMHA
paBapokcabaH € MPOTHBONMOKA3aH B NEPHOIA Ha KhpMeHe (BK. Touka 4.3). Tpabea na ce pieme
pelneHKe Aaji ia Ce peyCTaHOBH KbPMEHETO HIM 1A C¢ MPEYCTAHOBH/JIa HE Ce MPUIOXKH TEpalHAaTa.

OeprHIHTeT

He ca nposexaany KoHKpeTHH NpOy4BaHu ¢ pUBapokcabaH MPU XOpa 3a OLEHKA Ha edeKTHTE 1o
OTHOILIEHHe Ha pepTunuTera. [IpH exHo NpoyuBaHe MO OTHOLIEHHE Ha (PEPTHIIMTETA PH MBKKH H
KEHCKH ILTLXOBE HE Ca HabmoaaBaHu edexTH (Bxk. Touxa 5.3).

4.7 Edextn supxy cnocobmocrra 3a modupane n pabora ¢ mamann

Kcabaten nop/ugBa B MaJka CTeTeH CHOCOGHOCTTA 3a ogHpase M pabora ¢ MamHHA. Hma
¢bo01IeHNA 33 HEKENTAHN PeakLiMH, KATO CHHKOI (YECTOTA: HEYECTH) H 3aMATHOCT (YECTOTA: YECTH)
(Bk. Touka 4.8). [TatmeHTHTE, IPH KOMTO Ce PA3BHMAT TE3W HEMENAHHM PEaKLHH, He TPabBa na modHpar
WK paboTaT C MANIMHM.

4.8 Hexe/aHH JeKAPCTBEHE PEAKIHA

PesioMe na npoduna na GesonacHoeT g

bezonacxocTra Ha pHBapokcabaH € NpoyYeHa B TPHHALECET KIMHMYHH IIPOYYBaH#s t.’p %
obxpamariu 53 103 naipenTy, excronupan Ha pusapokcaban (ex. Ta6nuua 1). 7

Tabauna 1: Bpoii npoywens nauuenTs, 06ma AneBHa 1032 B MAKCHMAIHA HPOXE
HA JICY¢HAETO NpH npoyasanny $asza ITT
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Hoxasanmre Bpoii O6ma nuesna ao3a | MaxceEmanma
NAnHEnTH* NPOAL/IKATETHOCT
HA JICYeHHETO
[Tpodnrnaxruka Ha BeHO3EH 6 097 10 mg 39 mun
TpoMboembonnstm (BTE) npu
BL3PACTHH MALMEHTH, TOLIOKEHH Ha
TUIAHOBO CTABHO NPOTE3HpaHe Ha
Ta3jo0eipeHaTa WK Ha KONAHHATA CTaBa
IMpodunaktuka Ha BTE mpu 3997 10 mg 39 nam
HEXHMPYPrAYHH MALMEeHTH
Jleueune ua JIBT, BE u npodpunaxruka | 6 790 Hen1-21:30mg 21 mecena
Ha peLiiIUBH
Jeu 22 u cnea ToBa:
20 mg
Cnen Haii-Manko
6 meceua: 10 mg wiH
20 mg
IpoduiakTHKa Ha HHCYNIT M cucTeMed | 7 750 20 mg 41 mMeceua
eMOOIM3EM NPH MALKEHTH ¢ HEKIIAMTHO
OpEACHPAHO MBXAEHE
TpogHunaxTuka Ha ateporpomboriyan | 10 225 5 mg unu 10 mg 3] mecena
CHOMTHA TIPH MALHEHTH ClIE] OCTHP CBOTBETHO,
kopoHapeH curapom (OKC) TIPHJIOKEHH
€AHOBPEMEHHO ¢
ACK umn ¢ ACK
[WToc KIOHHAOrpes
WITH THKNOMHIHH
[IpodunakTvka Ha areporpomMOoTHuHH | 18 244 5 mg, IpHIOKEHH 47 meceuia

cu0uTHA npH nanrenTu ¢ KAB/TIAB

€IHOBPEMEHHO C
ACK s 10 mg
CAMOCTOSTEITHO

*[TauxesTH, KOMTO ca 6HNH EKCIIOHHPAHK Ha MOHE €AHA 1032 pHuBapokcaban

Hafi-uecTo crobinasanure HeXKeNaHH PEaKLUMH IIPH TIALMEHTH, KOMTO NOTy4aBaT pHBapokcabaH, ca
Gunu xemoparuu (Tabnwuua 2) (k. Touka 4.4 1 “Onmcanve Ha M3OPAHH HEXKEJIAHH PeaKLHy,,
noaosy). Hali-gecTo crof1uaBaHuTe XeMOpAruH ca enmicTakcuc (4,5%) H KbpPBEHE B CTOMALIHO-

ypesHus Tpakr (13,8%).

Tabauaua 2: Yecrora na cHONTANTA Ha KppBeHe® H AHEMEY NPH NANHEHTH ¢ eKCHOHIEY HA
puBapokcalan B 3apbpmuiaTe Npoyysanns gaia I

Iloxazanume Beskakbe THI AHemnas
KbpBeHe
INMpodunaxruka va BTE npe 8b3pacTHy mauwenTd, | 6,8% ot 5,9% ot
NOJIOAKEHH Ha [U1aHOBO CTABHO MPOTE3MpPAHE Ha HAHUEHTHTE Nan{eHTHTe N
tazobeqpeHaTa WIH Ha KOJICHHATA CTaBa
IMpodunaxtuka Ha BTE npu Hexupypragsu 12,6% ot
nauMeHTH : HALHEHTHTE
Jleuenue Ha JIBT, BE n npodmnakTika Ha 23% oot
peLnauBH NalUMEeHTHTE

12




[TpopunakTHka Ha HHCYJIT U cUCTEMeH emMbou3bM | 28 Ha 100 2,5ua 100
TNPH NALHEHTH C HEKJIANHO NPEeACHPAHO MBXKIEHE | MALMEHTOrOJWHH | MALMEHTOrOJHHH

[TpodunakTrka Ha 22 Ha 100 1,4 a 100

aTepoTpoMOOTHYHU CHOMTHSA NIPH MALMEHTH CJie]] MALMEHTOrOMHHA | MAIHEHTOrOAUHHU
OKC

[MpodunakTrka Ha 6,7 na 100 0,15 na 100
aTepoTpoMOOTHYHM CHOMTHSA MPH NALMEHTH C NALMEHTOrOIMHA | MALMEHTOrOAMHU**
KAB/TIAB

* Beuuku cb0MTHA Ha KbpBEHE OT BCHYKH MPOY4BaHus ¢ puBapokcabaH ca chOpany,

NOKJIAIBAHH M OLICHEHH.

re B npoyuBanetro COMPASS ce HabmoaBa HHCKa 4eCTOTa HA AHEMMSA, ThH KaTo € MPHJIOKEH

CEJICKTHBEH I0AX0/ 3a cxﬁﬂpaﬂe Ha HEXKeNaHW ChOUTHS.

CnMchbK Ha HEXENIaHW Peakiiiy B TabJ1YeH BU

YecTroTuTe Ha HEXEIAHUTE PEaKIMM, CBbP3aHu ¢ puBapokcabaH, ca 0600wenn B Tabnauua 3 no-gony
0 CHCTEMHO-OpraHHM kiacose (no MedDRA) u no yecroTa.

B 3aBMCHMOCT OT YecTOTaTa TE CE ONMpEAeIAT KaTo:

mHoro yectH (> 1/10) wectu (> 1/100 go < 1/10) Heyectu (> 1/1 000 o < 1/100) peaku (= 1/10 000 ao
<1/1 000) muoro peaku (< 1/10 000) ¢ Heu3BecTHa YecTOTA: OT HAJIWYHKUTE JAAHHH He MOJKe /1a Ob/ie
HanpaBeHa OLIEHKa.

Tabauna 3: BcHUKH HeXKeJaHH PeaKUHH ca ChOOIeHH NPH NAUHEHTH B KJIHHAYHHE H3NHTBAHASN
¢asa 111 nan npr nocrmapkeTnHrosa ynorpeéa*

Hapymenuns Ha KpbBTA H JEMHATA CHCTEMA

Anemus (BKII. TpomboumToza
CBhOTBETHH (BKJI1. NOBHIIABAHE
snabopaTopHH Ha Opos Ha
napameTpH) TpomGouuTuTe)?,
TpombGormTonenus

Hapymenns Ha HMyHHATA CHCTEMa

AnepruvHa AnadunakTuuHu
peakuus, peaximH,

anepruyeH BKJIIOYHTEJIHO
JepMaTHT, aHaMJIAKTHYEH LIOK
AHruoenem H

JIEPruYeH OTOK
Hapymenns Ha HepBHATa CHCTEMA

3amasHocCT, Mo3bueH u

riasobonue BBTpEUepeneH
KPBBOHW3ITHB,
CHHKOI

Hapymenns Ha ounTe

OueH KpbBOH3ITHB
(Bx1.
KOHIOHKTHBAJIEH
KPBbBOH3JIHB)
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Conpaeunn Bapymenns

| Taxukapaus

CraoBd napymenns

XHMNoToHHA,
XEeMaToM

Pecnaparoprn, rpLAAE H MEAHACTHRAIHH

Hapywmenns

EnmcrakcHc,
XCMOITTH3HC

CroMamHuo-upeBHA HAPYIIERHS

KnpBeHe ot Cyxora B ycrara
BEHLUTE,
CTOMAIIHO-
9YpEeBHHA TPAKT
(BKJI. peKTaIHO
KbpBeHe),
CTOMALUHO-
YpeBHH H
abpoMHHEATHH
Gosku,
IHCTICTICHA,
rajiexe, 3anek®,
auapus,
noBpbLane®
XenaToOHIHAPHA HAPYIICHAS
IoBumasane Ha |YepHoapobHO XKurarenuna ,
TPAaHCAMHHA3HTE |YBpEXXIAHE , TopHIaBake Ha
IoBuineH KOHIOTHpaHHA
GHIApYGHH, 6umpy6us (¢ win
ToBUIeHa aTkatHa |0€3 CRITETCTRAIO
q;ocd,')a'raaa B MOBHIIIABAHE HA
xpbeta®, nopumena ALT),
GGTA Xonecrasa,
Xenarur
(BKMIOYHTENHO
XEeNaToLenyIapHO
YBpeKaaHe)

Hapymenns Ha KOXATA H NOAKOKHATA THKAH

CapOex (Bro1. Yprukapus CunapoM Ha
HeuecTH CITydaH Stevens-

Ha reHepamu3upaH Johnson/TokcHuna
cbpbex), obpus, eIMACpMAaNHa
CKXHMO3H, KOKHH HEKpOJIH3a,

H TIOOKOXKHH DRESS cunapoM
KPBBOMBIMBH

HapymenHs Ha MYCKY/IHO-CKEJIETHATA CHCTEMA H ChE/HHHTETHATA ThKAH
bonxka 8 Xemaprposa KpbBoHznME B

KpaiiuimTe? MYCKYJ
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Hapymenns na 6b6penure H HIRKOYHETE METHIIA

Ktpsese or Brbpeuna
YPOTEeHUTATHIA HEAOCTATEUHOCT/
TpPakT (BEJL. octpa 656pevuna
XEMaTypus 4 HEJ0CTaTBYHOCT B
MeHoparus®), pesynTar Ha
616peuno KbpBEHE,
YBpeskaaHe {BLL. JOCTATHYHA A3
MOBMILIEHHE Ha NpeAn3BHKA
KPEATHHHUHA H xunoneppyzus
NOBHIUEHHE HA
YpesTa B KPbBTa)
Ofmu Hapymenns u eeKTH HA MUCTOTO HA NPHJIOKEHHE
Iosninena Hepasnosnoxenue |Jloxanuaupan
Temneparypa®,  |(Kr.npuiowapane)oTok®
niepudiepeH OTOK,
TICHHXKEHa ob1a
cHila U
CHEPrUYHOCT
(BKJI. yMOpa H
acTeHud)
Hscaeasanns

Mosxwen LDHA,
TIOBHIIEHA JIHTA3a",
MIOBHINCHA
amMmunaza®

Hapanspanns, OTpaBanaAsd H YCI0KHEHAS, Bh3HEKHAIH B Pe3y/ITAT HA HHTEPBEHIHE
Knpaene cnen CreaoBa
HAKAKBa nceBa0aHeBpH3Mal

npouexypa (BE.
nOCTONCpaTHRHA

aHCMHA H

KbpBEHE

oT paHa)s

KOHTY3HA,

CeKpeLHs OT

parm®

A: uabmopgasauH mpH npoduiaktiaka Ha BTE npH BB3pacTHH NMAUMEHTH, NOLIOXKEHH Ha lmaHoBo

CTaBHO MpOTe3HpaHe Ha Ta300e/IPEHATa HIH KOJICHHATA CTaBa

B: Habmonasanu nipn neqenne Ha JIBT, BE wim npodmnakrika Ha pelHiMBH, KaTO MHOTO %€CTH NPH

KEHH < 55 rofuHun

C: nabmonapaHH K4TO HEUECTH NPH MPOOHIAKTHKE Ha ATEPOTPOMOOTHYHH CHOMTHA TIPH NALMEHTH
cnen OKC (cren nepkyTaHHA KOPOHAPHA MHTEPBEHLMA)

* Tlpunoxken e NpeaBapUTENIHO ONpeAEIIeH CEIEKTHBEH NOAXO0A 3a chOupaHe Ha HexKeNaHH CHOUTHA.

T kaTo YecTOTaTa Ha HEXKENaHUTEe PEAKLMH HE € YBEHYEHA H HE € YCTAHOBEHA HOBA HEXKE/IaHa

peaxuusi, naHHuTe ot npoyuBaHero COMPASS ne ca rmioueHs nmpu H3YHCIABAHE HA 4ECTOTATA B

Ta3u Tabnuua.

OnucaHune Ha H30PaHY HEXENAHH PEAKI[HH

INopany apMaKONOrHYHHA My MEXaHH3bM Ha JIeHCTBHE, YIOTpebaTa Ha pHBAPOKCA
CBBP3aHA C {TOBHIIEH PHCK 33 OKYJITHO HJIHM ABHO KBPESHE OT BCAKA THKAH WIH OpraH, J
Ia IOBefe A0 MOCTXeMopariiHa aHemus. [IpusHalunTe, CHMITTOMHTE H TEXeCTTa (BKA
dartanen U3X0x) Lie 3aBUCAT OT JOKANH3ALMATA M CTENCHTA WIM 06eMa HA KBPBEHETO
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aHeMHsTa. (BX. Touka 4.9 , IloBesenne npH kbpeeHe”). B KIHHHYHUTE MPOYYBAHHA KbPBEHE OT
RHTaBHIHTE (T.€. OT HOCA, BEHIIMTE, CTOMALIHO-YPEBHHA TPAKT, THKOYO0-[I0JI0BHA TPAKT,
BKJIIYMTERHO a0HOPMHO BArMHAIHO WM YBENHYEHO MEHCTPYATHO KEPBEHE) H AHEMHS C&
Hab04aBaT No-4ecTo NPH ABLITCCPOYHO JIEYEHHE ¢ pHBapokcabaH B cpaBHeHHe ¢ iedenne ¢ ABK.
ITo Ta3u npuyMHa, B NOITBIHEHHE KbM aJeKBATHOTO KIIHHHYHO HabmoaeHue, 1abopaTopHO
H3C/ICABAHE HAa XeMOrI00HHA/XeMaTOKpHTa OH MOLIIO A2 GB/ie OT MOJN34 3 OTKPHBAHE HA OKYITHO
KbPBEHE H 3a OIPE/Ie/I9HE Ha KIHHHYHATE 3HAYHMOCT Ha ABHO KLPBCHE, [0 NPCLCHKA CHOPEA CTyyas.
BB3MOXKHO € PUCKBT OT KbpBeHe fa 6'b/e IOBHIICH NMPH ONPEAEIICHH FPYIH MALMCHTH, HallPpHMEP
MAUBEHTH ¢ HEKOHTPOJMPAHA TEKKA apTEPHAITHA XHIIEPTOHUA W/HIH Ha CHITBTCTBALNA TEPanus, KOATO
TIOBJIMABA XEMOCTa3aTa (BX. Touka 4.4 ,.PHCK oT xeMoparua®). BE3aMOXKHO € MEHCTPYaNHOTO KbPBEHE
Na € NO-CHITHO M/WIH MO-NIPOAB/LKHTENHO. XEMOPArHYHHTE YCAOKHEHMA MOraT [Ja ce NMPOABAT KaTo
caaboct, OneaHOCT, 3aMagHOCT, FIaBOGOIHe Wi HEOOACHMMH OTOLH, AMCIHEA H HEOOACHHM IIOK.
Karo pe3y/nTar OT aHeMHUsTa B HAKOH C/Tyqas ¢a Hab/MoaBaHH CHMITTOMH Ha ChPACHHA HCXEMHA, KATO
60JKa B I'upIMTE KM CTEHOKAPAMS.

Hma cto01ueHHs 3a W3BeCTHH YCIIOKHEHHA B PE3YJITAT HA 3HAYMTE/IHO TEXKO KEPBEHE KaTo
KOMITAPTMEHT CHHAPOM H OLOpEtHa HeAOCTATHEYHOCT B pe3y/ITaT Ha xunonepdy3Hs NpH U3NoNI3BaHe
Ha prBapokcaban. [To Ta3u npHuHHa BEPOATHOCTTA OT KhpBEHE TPAOEA A CE MMa [IPSIBKA MPH
MPELIEHKATA HA CHCTOSHHETO HA BCEKH NALMEHT, KOKTO € TOUIOXKEH HA AHTHKOATYJIAHTHO JICYCHME.

'Cro € Ha DONO3H HEXETAHU pe

CrobiiaBaneTo Ha MOJO3HPAHH HEXEJAHH PEAKLMH CIICH paspellaBase 3a ynorpeba Ha NeKapcTREHUA
NPOXYKT € BakHo. ToRa noaBonAra Aa MPOIBDKH HAOMIOAEHHETO Ha CHOTHOIIEHHETO NOM34/PHCK 33
NEKapCTBEHHA NpoAykt. OT MEAHIMHCKATE CrIELMATHCTH CE M3HCKBA 1a Cho0OIaBaT Beaka
MOA03HPAHA HEKETaHa PEaKIHA HAlHOHATHA CHCTeMa 33 choOlaBaHe B H3TBIHHTENHA areHIHs 10
nexapeTsara, yi. . Jaman I'pyes” Ne 8, 1303 Codus, Texn.: +359 28903417, yebeaiir: www.bda.bg.

4.9 IIpenoanpane

HmMa cho01enus 3a peakn CoTydan Ha npefo3upase 4o 600 mg, HeyCIOKHEHH OT KEPBEHE HIIH APYTH
He)kenaHH peakumu. [Topagu orpannyeHata abcopBuus ce ovakea edeKT Ha THMHTHPAHO HACHILIAHE
0e3 MOMBIHKTENHO NOBMINABANE HA CPeIHATA TUIA3MEHA eKCIIO3HLIAA [IPH CYTNIPATEPAIEBTHYHH 1034
puBapokcaban ot 50 mg MM MO-BHCOKH.

ChinecTByBa crielMGHUYHO HEYTPAIM3HPAILO CPEACTRO (aHAEKCAHET anda) cpemry
bapmakoauHaMiHHA eexT Ha puBapokcabaH (BXK. KpaTKaTa XapaKTepHCTHKA Ha NPOJYKTa,
CBOBOKALL aHAEKCaHeT arpa).

B cmy4au Ha npeosHpaHe Ha pruBapokcabGaH MOXe /18 ce HMA NPEABU] H3ION3BAHETO HA AKTHBEH
BBIIIEH 32 HamasABaHe Ha abcopOimaTa.

IlopeaeHWe NpH KEpBEHE

AKO MMpH NAlHEeHT Ha le4yeHne ¢ puBapokcabaH ce pasBie CBhP3aHO C KhPBEHE YCIOKHEHHE,
CNEeABALIMAT NPHEM Ha pHBapokcaban TpabBa aa ce OTIIOKHA Wi leyeHneTo TpsGBa Na ce IpeKkpaTH,
ako ¢ Heobxoaumo. Pusapokcaban Hma monyxuBoT o1 okono S 1o 13 uaca (Bk. Touka 5.2).
[losencHueTo Tpa6Ba 12 € MHAHBHIYAAH3IUPAHO B 3aBUCHMOCT OT TEKECTTA H JIOKATHIAIMATA HA
KpBhBOMITHEA. MOXKe na c¢ H3NOM3Ba NOAXOMAIIO CHMITOMATHYHO JIEUeHHE, KaTO Hanp. MEXaHHYHa
KOMIIPECH: (HaMp. IPH TEXBK EMMHCTAKCHC), XHPYPrHvHA X€MOCTa32 ¢ MPOLIETYPH 38 YCTAHOBABAHE Ha
KOHTPOIT HAZl KbPBEHETO, 3aMECTBaHE Ha 0OeMa H MEPKH 32 IOAALPKAHE HA XEMOAMHAMHKATA,
NpeMBale Ha KPBBHKE MPOXYKTH (EPHTPOLIMTEH KOHLIEHTPAT HIH NPACHO 3aMpa3€Ha IUla3Ma B
3aBHCHMOCT OT aCOLIMMPAHATA AHEMHA WIH KOAryJoNaTHA) WIH TPOMOOLIUTH.

AKO KBbPBEHETO HE MOXe Ja Obie ORNANAHO ¢ TOPENOCOUSHMTE MEPKH, TpAGBa Ka ce o6chan
OPUNATAHETO WK Ha CIEIMQHIHO HeYTPATIIMPAINO CPeACTBO 32 HHXNOMTOP Ha daxTop Xa
(anpexcaner anda), koeTo aHTAroHW3Wpa GapMaKOANHAMHYHUA eeKT HA PHBAPOKCA0AH, WM A~
crienH}HIHO TPOKOAryNaHTHO HEYTPANH3HPALIO CPEACTBO, KATO KOHLIEHTPAT HA npo'rpy@
kommieke (PCC), akTHBHpaH KOHIIEHTpaT Ha npoTpoMGuHosws komuieke (APCC) wip &8~ 4, 6@0
pexomGuHanTen dakrop Vlla (r-FVIIa). KsM MoMeHTa obaue KIHHHYHHAT ONMT OT If @ drastenaitiag,

Te3H JIEKAPCTBEHM TIPOAYKTH NPH NAUMEHTH, [I0JY4YaBay puBapokcabaH, e MHOTO
[IpenopbKara ce OCHOBABA H HA OrpaHHYEHH HEIIMHMYHK JaHHH. Moxe 1a ce obM

16



npuarase Ha pekoMOuHarTeH Qaxrop VIla u xo3ata Tpabea aa ce THTpHpPA B 3aBHCHMOCT OT
HAMAJIABAHETO HA KEPBEHETO. B 3aBUCHMOCT OT BE3MOKHOCTTA HA MACTO, B CTY4aH HA MACHBHO
KLpBeHe, TpA6Ba /1a ce 0OMHCIIH KOHCYJTTAIs CHC CHELMATTHCT 110 KOAryJauMOHHA HapyuleHus (BK.
To4Ka 5.1).

He ce ouakpa npotamuu cyndgar n sutamus K n1a nornussaT aHTMXOary/JaHTHaTa aKTHBHOCT Ha
pusapokcaban. ONHTHT ¢ TpaHeKCaMOBa KHCEITHHA € OTpaHMYeH H JTHICRA TAKBB ¢ AMHHOKATIPOHOBA
KHCE/IMHA H afipOTHHHH NPH NALHEHTH, [0TyNaBainH pHapokcabaH, HamMa HHTO HayuHH
AOKA3aTeJICTRA 3a 6naronpmrmo TMOBMHABAHE, HUTO ONHT OT H3NOJ3BAHETO HA CHCTCMHHA
XEMOCTATHK JE3MOTIPECHH MPH MAUMEHTH, NomyJyasamy pusapokcatan. Ilopaau Bucokara cTeneH Ha
CEBLP3BaNE C [LIA3IMEHMTE NPOTEHHH HE CE OYaKBa pHBapokcaGaH Ja Moxe Aa Gnae oTaenen upes
AHAIH3A.

5. DAPMAKOJIOTHYHHA CRBOMCTBA
5.1 DapMAKOAHEAMHYHE CBORCTBA

PapmMaKoTepaneBTAYHA rPyna: AHTHTPOMGOTHYHH CPEACTBA, IMPEKTHH HRXMOHTOPH Ha dakTop
Xa, ATC won: BO1AFO1

MexaHu3bM Ha aeifcTBUe

PuBapokcaban € BHCOKOCENIEKTHBEH AMpekTeH HHxHOuTOp Ha daxTop Xa ¢ nepopannia GHOHANHUHOCT.
Huxubupanero Ha daxrop Xa npexscsa BETPEuIHAA M BLHIIEH ITHT Ha KOATYJIA1MOHHATA KACKANA,
koero mHxH6Hpa kakTo GopMHpaHeTo Ha TPOMOHH, Taka n obpasysaHeTo Ha TpoMOH. PuBapokcaban
He uHxubHpa TpombuHa (axTHsupan Qaxrop II) u He ca HaGmonaBanu eeKTH BHPXY TPOMOOLHTHTE.

DapMaKOIHHAMHYHH eheKTH

Ilpu xopa e HabmosaBaHO 3aBHCHMO OT Ji03aTa HHXHOHpase Ha dakrop Xa. [TporpombrnosoTO Bpeme
(PT) ce noBnudABa 10303aBHCHMO OT pHBApOKcalaH B TACHA BPB3Ka C [U1A3MEHHTe KOHLICHTPALIMH
(r=0,98), ako 3a Tecta ce u3nonsea Neoplastin. J[pyru peareHTd Guxa nand ApyrH pe3y/TTaTH.
Orauraneto Ha PT TpaGea na crasa B cexynum, nmoHexke INR € xanuOpHpaHo i BATHIHPAHO 32
KYMapHHOBH NIPONYKTH M He MOXE Ja CE IpUiara 3a ApYrH aHTHKOATYNaHTH.

Ilpn naumeHTH, nomyvasamy puBapokcabaH 3a nederre ua JIBT u BE u npodynaxTHka Ha peldAVBH,
nepcerTinute 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen npuema Ha Tabnerkara (1.€. KbM MOMEHTA Ha
MakCHMaleH eexT) 3a 15 mg puBapokcabaH ABa TBTH JHEBHO ca B rpaHHITE 0T 17 10 32 cexyHau,
a 3a 20 mg puBapokcaban selHbk AHeBHO oT 15 a0 30 cexyrnau. Ilo Bpeme Ha Raii-HECKaTa
konueHTpauuA (8 - 16 yaca cnex npuema Ha rabnerkara) nepcentinure 5/95 3a 15 mg Asa obTH
JHEBHO €a B rpaHULMTE 0T 14 10 24 ceKyHIH, a 3a 20 mg emrbxk AueBHO (18 - 30 waca cnen npHeMa
Ha Tabnerkara) ot 13 go 20 cekyHaH.

[Ipn naumeHTHTE C HEKIATHO NPEACHLPAHO MEXKAEHE, OTyYaBallH puBapokcabaH 3a MpoUIaKTHKa
Ha HHCYJIT H CHCTEMEH eMOOIH3IBM, NiepeeHTuiaTe 5/95 332 PT (Neoplastin) 1 - 4 gaca cnen nmpremMa Ha
TabneTKaTa (T.€. O BPEMETO Ha MakcHMAaNHus e)eKT) IpH NALMEHTHTE, JTeKyBaHH ¢ 20 mg elMH T
AHEBHO, BapHpat oT 14 1o 40 cexynau 1 npu nanmeHTH ¢ yMepeHo 6B6pedHO yBpexIaHe, JIEKYBaHH ¢
15 mg eauH meT AHEBHO, OT 10 A0 50 cexyHau. ITo BpeMe Ha Hali-HuckaTa koHueHTpauus (16 36 vaca
cnej npueMa Ha TablIeTKaTa) NepeeHTHINTE 5/95 NpH natMeHTHTE, NeKyBaHl ¢ 20 mg eqHH bT
AHEBHO, Ca B rpaHULMTe oT 12 10 26 ceKyH/IU, a NpH MALMSHTUTE ¢ yMEPEHO GBOpeYHO yBpeKIaHe,
JieKyBaHH ¢ 15 mg et BT AHEBHO, OT 12 A0 26 ceKyHH.

B imnHKo-(hapMakonoryHo Npoy4Bane Ha OOpaTMMHTE NPOMEHH BLE (apMakoAHHAMMKATA HA
puBapokcabaH MpH 32paBH BE3PACTHH A0OPOBOLM (n=22), € OUeHABAH €(EKTHT HA EAMHHIHH 034
(50 TU/kg) Ha ABa pa3fiMyHH THIIA KOHUEHTPAT Ha npoTpoMbunosua kommuieke (PCC), 3-dae
KOHIIEHTPAT Ha IPOTPOMOHHOBHA KoMiulekc (akrops 11, IX 4 X) u 4-haxTopen xoHuE:
mpoTpoMOuHoBHA KoMIueke (dakropu [, VII, IX u X). 3-(akToOpHUSIT KOHLIEHTpPAT Ha /,
OpPOTPOMOHHOBUA KOMILIEKC € NOHMKIII CPEe/IHHTE CTORHOCTH HA NPOTPOMOHHOBOTO B fredle/ g
Neoplastin ¢ npuGmusurento 1,0 cexyuaa B pamkure Ha 30 MEHYTH, B CpaBHEHHE C MONHAARS
npubausnrento 3,5 cexyHay HabOAaBAHO ¢ 4-PaKTOPHHA KOHUCHTPAT Ha MpoTpoMG )
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KOMILICKS. 34 cpaBHeH#e, 3-(QakTOPHHAT KOHUEHTPAT HA IPOTPOMOHHOBHA KOMILTEKC € HMAJI
No-rojiAM M no-6ep3 o6m epexT BpXy 0OpaTHMHTE IPOMEHH B €HAONEHHOTC 06pasyBaHe Ha
TPOMOUR oT 4-thakTOpHHSA KOHLIEHTPAT Ha MPOTPOMOHHOBHSA KOMILTEKC (BX. TO4Ka 4.9).
AKTHBHPAHOTO napLuanHo TpoMboIuiacTHHoBo BpeMe (aPTT) 1 HepTest chio ca yABIDKEHH B
3AaBHCHMOCT OT J1034Ta, HO H3IOM3BAHETO UM 32 OLIEHKA Ha apMakoAHHAMMMHHSA eeKT Ha
puBapokcabau He ce npenopbusa. HamMa Heo6x0aMMOCT OT HAGMOAEHHE HA KOATYJIALIAOHKTE
NapaMeTpH N0 BPEME HA JICUEHHETO C PHBapokcabaH B KIHHHYHATA IpaKTHka. Bripeku ToBa, ako e
KIAHHYHO MOKa3aHO, HABATA Ha piUBapoKcabaH MoraT aa ObaaT H3MepBaHH ¢ KATHOpHpaHH
KO/IMYECTBEHH TECTOBE 3a aHTH(akTop Xa (mK. Touka 5.2).

Kinunmina ebrkacuoct H HelonagHocT

Hpodrunaxmuxa na uncysm u cucmemen eMBOIUTEM NPU NAYUEHINYU C HEKAARHO NPEOCHLPOHO
MBoKCOEHE

KnuHu4HaTa NporpamMa ¢ pHBapokcabaK e naaHHpaHa ¢ 1en Aa JeMOHCTpHpa edrkacHocTTa Ha
puBapokcabaH 3a DpOQHIAKTHKA HA HHCYJIT H CHCTEMEH eMOOIHIbM MPH NAIMEHTH C HEKJIanHo
npeacepano Mpxcaexe. Ipu ocHoBHOTO ABOMHO cano npoyusaie ROCKET AF 14 264 naupenty ca
pasnpejeneHH Aa Moy4aBaT HiIH puBapoxcaban 20 mg ek AHEBHO (15 Mg BEAHEK JHEBHO NMPH
NalMEeHTH ¢ KPeaTHHUHOB KIHpBHC 30 - 49 ml/min), win BapdapHH ¢ THTpHpaHe Ha fo3ara A0 INR
2,5 (repanerTutu rpaniid 2,0 10 3,0). Cpeanara NpogBIKUTERHOCT HA NPOBEAEHOTO JiedeHHe, € 19
Mecella, a ofmara NpoADKATENHOCT € A0 41 Meceua.

34,9% ot nauHeHTHTe C& JICKYBaHH C AUCTH/ICATHIHIOBA KuceaHua H 11,4% ca nexysann ¢ kiac 1T
AHTHAPHTMHYHO CPEICTEO, BKIIIOYHTENHO aMHOAAPOH.

PuBapokcaban € ¢ He mo-Maika edeKTHBHOCT OT BapdhapHH 3a MbPBUYHATA CHCTABHA KpaHHA TOUKA 33
HHCYNT M cHCTeMeH embomu3eM W3BbH LIHC. B nonynaimara no NpoToKos Ha JIEYCHHE HHCYIIT HIH
cHcTeMeH eMBo/IH3bM ce Habmionasat npu 188 nauueHTH Ha puBapokcaban (1,71% na roapuHa) ¥ NIpH
241 na papdapuH (2,16% Ha roausa) (KP 0,79; TH 95%, 0,66 - 0,96; P<0,001 3a se no-mManka
edexkTUBHOCT).

Ot BCHMKH paHIOMH3HPAaHW NALMEHTH, KOUTO ca aHamw3upaiu 1o ITT, mepBHYAH chOHTHA C&
pa3suBaT npH 269 Ha pusapokcaban (2,12% na roauna) 1 306 Ba Bapdapus (2,42% Ha rosiHHa)

(KP 0,88; 95% JH, 0,74 - 1,03; P<0,00! 3a ne no-manka edexrusroct; P=0,117 3a npeBs3X0ACTBO).
PesynraTHre 3a BTOPHUHHTE KpaifHH TOYKH, KAKTO ca H3c/eaBaHH B HiepapxuueH nopaabk B ITT
aHanu3a, ca nokasanw Ha TaBnmuua 4.

Cpen nanpeHTUTE B rpynara Ha sapgapus INR cTofiHOCTHTE ca B rpaHHLMTE Ha TCPANeBTHUHHA
amanasoH (2,0 xo 3,0) cpenno 55% or epemero (Meauana 58%, WHTepXBapTHIeH auanasoH 43 1o 71).
EgexrnT Ha pusapoxcaban He ce pasnudasa Ha HiBo nentpanno TTR (speme s Taprered INR
auanasoH 2,0 ~ 3,0) npa kBapTunnte ¢ eaHaxse pasmep (P=0,74 3a p3anmozeiicTsue). B naii-ropHus
KBAapTHI M0 OTHOWIEHHE Ha UenThpa KoedumentsT Ha Puck (KP) 3a pusapoxcabaH cripamo
Bapdapus e 0,74 (95% JTH, 0,49 - 1,12).

YecToraTa Ha OCHOBHHTE Pe3ysTaT 3a Ge30nacHOCT (TOJIEMH M HETOIEMH KITHHHYHO 3HAYHMH
KPBbBOHITHBH) ca nogo6HM 3a ABeTe TepaneBTHYHHA rpym (Bx. Tabmiua 5).

Tabnmana 4: Peayararts 3a epaxacnocr or ¢paza [I ROCKET AF

IpoyuBana nomyawws ITT ananu3 Ha epMKACHOCTTA NpPH NMALUHECHTH ¢ HEKJIAMHO MPEACEPAHO
MBKICHE
Purapokcaban Bapdapus KP £95% ) p-
20 mg eAMH IrbT AHEBHO | TiTpHpan a0 INR 2,5 CTOMHOCT, TECT 32
(15 mg BeaHEXK AHEBHO | (TepanesTHuHw rpaHALM | NPEPBIXOACTBO
TpH NAIHEHTH ¢ 2,0 no 3,0)

TepanepTHuha no3a yMepeHo 6s6peuro
YBpexKAaHE)
YecTOTa HA CHOMTHETO YecroTa Ha chOMTHETO
(100 naupesrro-roguay) | (100 namyeHTo-rofxuH)
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HucynT u cacremeH

0,88 (0,74 -

1,03
embonuzem w3ebH [THC 269(2,12) 306 (2:42) )
0,117
HucynT, cucTemen 0,94 (0,84 -
embomm3sM H3BHH ITHC 1 572 (4,51) 609 (4,81) 1,05)
CHAOBA CMEPT 0,265
HucynT, cucremen 03 (0.83
eMbonu3bM u3ssH 1[HC, 0, 282 -
CBHII0BA CMBPT U WH(APKT 659.(5.24) 709 (5,65) 1,03)
Ha MHOKapaa 0,158
Hucynr 0,90 (0,76 -
253 281 1,07)
(1,99 2.22) 0’22 :
0,74
CrcreMeH eMbOAH3LM 20 27 042 -132)
u3BbH 1[HC (0,16) 0,21) ’ 03 01;
0,91 (0,72 -
Hudapkt Ha Muokapna 130 (1,02) 142 (1,11) (

1,16) 0,464

Tabsuna 5: Pesyararn 3a 6Gezonacnoct ot ¢paza Il ROCKET AF

IIpoyyBaHa nomyaauus TTAUMEHTH ¢ HEKNAMHO NPEACHPIHO MbKACHE
Pusapokcaban Bapdapun KP (95% W) p-
20 mg eqHH BT AHEBHO | TuTpupaH Ao INR 2,5 CTOHHOCT
(15 mg peaHEX AHeBHO | (TepareBTHYHH FPAHHIH
TIpH MaLMedTH C 2,0 no 3,0)
Tepanestuusna go3a ymepeso 656peuHo
yBpexkaaHe)
Yecrora Ha crGurHero | 16CTOTa Ha CHOUTHETO
(100 naupenro-romumu) | (100 maumenro-ronuHy)
T'OREMH H HE-FOIeMH 1475 1 449 1,03 (0,96 - 1,11)
KIMHHYHO 3HAYHMH (14,91) (14,52) 0,442
KPbBOK3ITHBH
1,04 (0,90 - 1,20)
I'onemu KpHBOMITHBH 395 (3,60) 386 (3,45 0.576
Cwmbpr B pesynratrua. | 27 55 0,50 (0,31 - 0,79)
KbpBeHe* (0,24) (0,48)
91
KwupeeHe ot kpuTHYEH 133 (1,18)

opran®

(0,82)
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HurpakpaHuaies 55 84 0,67 (0,47 - 0,93)
KpbBOHINHUB* (0,49) (0,74) 0,019
Cnan va 1,22 (1,03 - 1,44)
xeMornobuHa* 3052,77) 254(2,26) 0,019
Kpeeonpenusane Ha 2 | 183 (1,65) 149 (1,32) 1,25 (1,01 - 1,55)
WITH oBeYe ¢ qHHHLM 0,044
CPUMTPOLIHTA MM 1A
KpbB*
Heronemu KIHHUYHO 1185 1151 1,04 (0,96 - 1,13)
3HAYMMH KPBHBOHUIMBH (11,80) (11,37) 0,345
CMBPTHOCT 1O 0,85 (0,70 - 1,02)
BCHAKAKBH [PHYMHH 208 (1,87) 2502.21) 0,073
a) Ilonynauus, H3NUTBaHA NO OTHOLIEHWE HA 6€301MaCHOCT, Ha JIeueHHe
* HoMHHATHO 3HAYMMH

B nombnnenue kpM npoyusanero ¢aza Il ROCKET AF, e mpoBeaeHO NMPpOCTIEKTHBHO,
MOCTMAPKETHHTOBO, HEHHTEPBEHLMAHAITHO, OTBOPEHO KOXOPTHO Mpoy4Bane ¢ efHo paMo (XANTUS)
€ OCHOBCH H3XO0J, BKIIouBaul TpoMboeMGommiHH chOUTHA U ronaMo KepeeHe. 6 785 naipenTac
HEKNIAMHO MPEAChPIHO MBLKACHE ¢a OHIH BIUTIOMEHH 32 NMPO(PHNAKTHKA HA HHCY/T H eMOOIHA M3BBH
ueHTpanHara HepsHa cucrema (LIHC) npu peanun yenosus. Cpenmure peaysratd Ha CHADS2 u
HAS-BLED ca 6w 2,0 npe XANTUS, B cpaBxenne cne cpeaante pesyntard ia CHADS2 v
HASBLED or 3,5 1 2,8 crorserHo nps ROCKET AF. I'onsamo knpBete e HabmonasaHo npx 2,1
caydas 2a 100 naumenTo-roaunn. Crobmasa ce 3a paraneH kpspouains npu 0,2 crygas 3a 100
HAUMEHTOTOAMHH H BLTpeyepenieH kpheoutns npu 0,4 cryuas 3a 100 naumenro-rogunn. Hucynr
Wi embonua HapsH LHC ca perucrpupanu nip 0,8 ciyyas 3a 100 nanueHTo-roAHHH.

Teau nabmosenus B peanty YCJAOBUA Ca B CHOTBETCTBHE C YCTAHOBeHHS MPO(HN Ha Ge30NacHOCT MpH
TOBA [IOKa3aHHE.

l@geg TH, NOJJIONKECHH HA KAPAHOBEP3IHO

[IpocnexTHBHO, PAHAOMH3HPAHO, OTBOPEHO, MHOTOLIEHTPOBO, EKCIUIOPATOPHO MPOYYBAHE ChC
3acnencHa ofieHka Ha kpaiinara Touka (X-VERT) e npopeneno npu 1 504 nanmeHTy (HeneKkypaHu
aocera ¢ NepOPATHH AHTHKOATYIAHTH M JIEKYBaHH NPEIBAPHTEIHO) C HEKJIAMHO NMPEACHPAHO
MBXKIEHE NITAHHPAHO 33 KApIHOBEP3HO, 34 /Ia C¢ HAIMPaBH CPABHCHHE MEXKIY pHBapokcabaH H
ananTupana A03a ABK (panaomusnpano 2:1), 3a npeBeHIMA Ha ChPAEYHOCHIOBH CHOHTHA.
H3nonssaHu ca cTpaTerns ¢ NOMoITa Ha Hacousase dpe3 TEE (1-5 nHU npeaBapHTENHO JIEICHHE)
WIH KOHBEHIIMOHAIHC Kap[IHOBEP3HO (HAMH-MAIKO TPH CeIMHLMU NPEABAPHTETHO ICUEHHE).
ITbpBHIHHTE pe3y/iTaTH 33 €PUKACHOCT (BCHYKH HHCYJITH, MPEXOAHA HCXEMHYHA 8TAKA, CHCTEMEH
emboni3sm Hechbp3at ¢ LIHC, nndapkr Ha MAoOKapaa (MH) H chpaeuHOCHAOBA CMBPT) ¢& C&
nossHIH 1ipH 5 (0,5%) nauueHTH B rpynara Ha pusapokcabaH (n=978) u 5 (1,0%) nanmenTa B
rpynara Ha ABK (n=492; RR 0,50; 95% ClI 0.15-1,73; moauduumpana ITT-nonynaima). OCHOBHHAT
pesyaTar 3a be3onacsoct (MACHBHO KbPBEHE) ¢e € MOABK npu 6 (0,6%) u 4 (0,8%) nauueHTH B
Tpynure Ha puBapokcabau (n=988) n ABK (n=499) crorsetro (RR 0,76; 95% CI 0,21-2,67;
Geaonacua nomynaups). ToBa eKCIIOPaTOPHO NPOYYBAHE € [OKASANO CPaBHHMA e(PHKACHOCT H
Ge3onacHoCT MeXTy PYIMTE Ha JieueHHe ¢ pusapokcaGan n ABK B ycnoBHsTa Ha KapAMOBEPIHO.

Ha pupapokcaban u enna VKA-cxema. [Naupuentute ca GHIH pasnpeneieHn Ha CITyd
1:1:1 3a o6wa 12-meceuna repanua. IanmenTn ¢ aHamuesa 3a urcynt wid [TAIT ca

20



I'pyna 1 nomywasa pupapokcaban seHBXK AHEBHO 15 mg (10 mg BeAHEX JHEBHO IPH MALIKEHTH C
KpeaTHHHHOB KITHPBHC 30 - 49 ml/min) nmoc P2Y 12 uuxuburop. I'pyna 2 nomyuasa 2,5 mg
puBapokcaban ABa MeTH AHeBHO 3aenuo ¢ JITAC (gBoiina Tepanus ¢ aHTHTPOMGOIIMTHH CPEAICTBRA,
Hampumep Kionugorpen 75 mg [unu samectsaius P2Y 12 unxuGuTop] mmoc HUCka 2032
aneTHncannumnosa kucesmta [ACK]) 3a 1, 6 win 12 Meceua, nocneasana ot puBapokcaban 15 mg
(w1n 10 mg 32 nalMeHT © KpeaTHHHHOB KIHPBHC 30 - 49 ml/min) BeAHEXK AHEBHO, IUTIOC HUCKA 11038
ACK. I'pyna 3 nonyuasa kopurupata go3a VKA mmoc JITAC 3a 1, 6 wim 12 mecena, nocieasaHa oT
KopHrupasa fo3a VKA, mnoc nucka gosza ACK.

ITepeHYHaTa KpaiiHa TOUKA 33 6€30NACHOCT, KITHHWYHO 3HAYMMHTE CIIy4aH Ha KbPBEHE, C¢ NOABABAT
npn 109 (15,7%), 117 (16,6%) u 167 (24,0%) yuacTHuuy B rpyna 1, rpyna 2 u rpyna 3, peCcneKTHBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecieKTHBHO).
BropuuHara kpalina Touka (CECTaBEHA OT ChpaedHO-Chaosd CBOuTHa CC cmbpt, MM 1M HHCYNT), €
Habmopnasana npu 41 (5,9%), 36 (5,1%) 1 36 (5,2%) naupenT! B rpyna 1, rpyna 2 u rpyna 3,
CHOTBETHO. Besika oT cxemuTe Ha pHBapokcabaH Nokaspa 3HAMMTEIHO HAMANABAHE HA KIHHHYHO
3HaYHMHTE C1Y4aH HA KbPBEHE, B CpasHeHHe ¢ VKA-cxemara Mpyu HALMEHTH ¢ HEKNATHO OpeaAChPAHO
MBXZIEHE, KOMTO ¢a 61an nonnoxeny Ha IIKH ¢ nocTassHe Ha CTeHT.

Ocnoenara nen Ha PIONEER AF-PCI e ouenka Ha 6esonacHocTTra. Jlauuure oTHOCHO edHkacHOCTTa
(BKITIOYHTETHO TPOMG0EeMOONHYHY ARNEHHS) MPH TA3M MOMYTALHL C& OTPAHHYEHH.

Jlenenue na [{BT, BE u npogunaxmuxa na peyudusupawyu JIBT u BE

KnuunyHata nporpamMa ¢ prsapoxcabaH e ILIaHMpaHa ¢ e ia AeMOHCTPHpa epHKACHOCTTa Ha
pHBapokcabaH NPH HAHATHOTO U NPONBDKHTEIHOTO JeveHue Ha ocTpu JIBT u BE n mpodunakTikara
Ha perauey. Hax 12 800 nauventy ca npoyyeHH B YETHPH PaHAOMH3HPAHH, KOHTPOJHPAHH
KJIMHHYHH Tipoy4Banus ¢asa Il (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
ROMBIIHHTENHO € NIPOBE/ICH NPSABAPHTENHO eduHKpan cOOpeH aHany3 Ha npoyusaHHsTa Einstein
DVT u Einsten PE. O6marta xoMGuHMpaKa NpoABIDKMTETHOCT Ha JIEYCHHETO 34 BCHUKH [TPOYYBAHHY €
o 21 Meceiia.

B npoyusanero Einstein DVT 3 449 nauuenty ¢ octpa JIBT ca npoysend 3a iedenneto Ha JIBT u 3a
npodunaxruka Ha peusausupani JIBT » BE {nauneHTaTe ¢h¢ cuMpToMaThyer BE ca H3KmoyeHH ot
TOBa nMpoyusaHe). [IpoALDkHTeIHOCTTa Ha NedyeHHeTo € 3, 6 Wik 12 Mecera B 3aBHCHMOCT OT
KITHHHYHATA PELICHKA Ha H3CIeaoBarens.

3a iedeHueTo Npes mepBHTE 3 ceaMHuM Ha ocTpa JIBT ca npunarans 15 mg pusapokcaGan 1sa ITeTH
auesHo. Crien ToBa neyeHHeTo npoasnkaea ¢ 20 mg pusapokcalaH €MH ITHT JHEBHO.

B npoyueaneto Einsten PE 4 832 naiuenT ¢ octsp BE ca npoyueny 3a nevennero Ha BE 1 3a
npodunakraka Ha perpauBupamy JIBT u BE. IlpoabokwrenHocTTa Ha JiedeHAeTo € 3, 6 uik

12 Mecella B 3aBUCHMOCT OT KJIMHHYHATA TPELICHKA Ha M3CNeA0BATENA.

3a nevenneTo Ha ocThp BE npes mbpeuTe 3 ceamuum ca npunarany 15 mg prpapokcaban apa ImeTH
axesHo. Crien TOBa neueHHETO NPOIBDKaBa ¢ 2(0) mg puBapoKcabaH ¢AHH ITHT NHEBHO.

U npu iBere mpoyypanus Einstein DVT u Einsten PE cpaBHMTENHOTO JIedeHHE BKTIOYBA
CHOKCANAPHH B NPOABIDKEHHE HA NOHE 5 JHA B KOMOMHALIMS C aHTArOHUCT Ha BHTaMHH K 1o
nocTHrane Ha cTolnoct 3a PT/INR B TepanesruunuTe rpaHnim (2 2,0). JledeHneTo npogLnKasa ¢
aHTaroHMcT Ha BUTaMHH K, kaTo foraTa My e Takasa, ye croiisocture 3a PT/INR naca s
TepaneBTHYHHTE rpasHiM ot 2,0 ao 3,0.

B npoyurasero Einstein Extension 1 197 nanuentu ¢ JIBT wiu BE ca npoy4eHH 3a npoduiaKTHKATa
Ha peruauBupaity JIBT u BE. [MpoasmkurennoctTa Ha nedeHHeTc obxpama A0MbaHHTETHH 6 10 12
Mecela NpH NALMEHTH, KOHTO Ca MPEMMHATIH KypPC Ha NieueHue oT 6 10 12 Mecelia Ha BeHO3eH
TpoMOOEMOO0IHM3EM B 3aBHCHMOCT OT KJIMHHYHATA [IPELEHKA HA H3CICAOBATENA. Cpanussa ce
puBapokcaban 20 mg BeaHsxK AHEBHO C M1alebo.

Tpoyusauusta Einstein DVT, PE u Extension #3non3sat €AHM H CHLIH HPEABAPHTETHO
ITBPBHYHH ¥ BTOPHYHH PE3yATaTH 3a epuxacsocT. [ILpeudHuEAT peayaTar 3a eHKACHO
CHMITTOMATHYEH pelHAUBHpaIL BeHo3eH TpomGoembouasm (BTE), nedpHHmpaH KaTo CE
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neduunpa xato cheTaBeH ot peppaneupama BT, neneranen BE B CMBPTHOCT HE38BHCHMO OT
NPHYHHATA.

B npoyusane Einstein Choice 3 396 naumen ¢ norespaena cumnromarnuna J{BT w/unu BE, kouto
Ca 3aBBEPIIIH 6 A0 12-MecedHO AHTHKOATYIAHTHO JIEYEHHE, ¢4 POYYeHH 33 MPOQUIAKTHKA Ha
¢aranen BE u nedarannu cumnromaruaru JIBT u BE. IlauuenTaTe ¢ (0Ka3aHMe 38 NPOAWDKHTENHO
AHTHKOATYJIAHTHO JIEYEHHE C TEpaneBTHYHA 1034 CA H3KJIIOUEHH OT MPOY4BaHETO.
TIpoABmKMTETHOCTTa Ha IEYEHHETO € KO 12 Mecelia B 3aBUCHMOCT OT JIaTATa Ha HHAHBHYATHOTO
panaomusHpane (MeauaHa: 351 guu). PrBapokcaban 20 mg sepreak AHEBHO M pHBapokcabad 10 mg
BEINBIK JHEBHO Ca cpaBHenu ¢be 100 mg aueTiICATHUHIOBa KHCEIHHA BEAHEK JHEBHO.

ITbpPBUYHHAT Pe3yNTaT 3a ePHKACHOCT € CHMNTOMATHYEH PELHAHBHpAIIl BEHO3eH TpoMboemMbonn3sM
(BTE), neduumpan kato cmecnuara or pewaausupama JIBT win paranen nnu vedaraneH BE.

B npoyueraneto Einstein DVT (k. Tabnnua 6) ce nokazea, ye puBapokcabaH € ¢ He 110-MafiKa
edexTHBHOCT OT eHokcanapu/ABK 3a meperunus pesyorrar 3a edukacHoct (p < 0,0001 (Tecr 3a He
no-maika eextusrocT)); KP: 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a NpeBBLIXOACTBO)).
Ilpensapurento neuHMpaHaTa HETHA KITHHMYHA O3 ((TEPBHYEH PE3YIITAT 32 eUKACHOCT TUTIOC
rONeMH XPBBOHINHEH) ce crobmaea ¢ KP 0,67 ((95% AHU= 0,47 - 0,95), HOMHHaNHA P CTOHHOCT P =
0,027) B nonsa Ha pusapoxcaban. INR cTOiHOCTHTE C2 B TEPANCBTHYHHA HANA30H cpeato 60,3% or
BPEMETO IP# CPEAHA MPOARDKHTETHOCT Ha ieuenneTo ot 189 nuwm, u 55,4%, 60,1% u 62,8% ot
BPEMETO MPH IPYTIHTE C MNAHMPAHO NEHEHHE ¢ MPOARDKHTEHOCT CBOTBETHO 3, 6 M 12 Meceua. B
rpynara Ha enoxcanapns/ABK HiMa SCHa Bpb3ka MeXAy HHBOTO HA cpefiHoTo neHTpanio TTR
(speme B Tapreren INR auanazon 2,0 - 3,0) npu TepUMIHTE C eAHAXBE PASMEp M YECTOTATA HA
peumausrpaigute BTE (p = 0,932 3a paaumopeiicrene). B Hali-ropHus TepLmn no oTHOUICHHE Ha
ueHTspa KP npu puBapokcabau cripsmo sapdapus e 0,69 (95% IOH; 0,35 - 1,35).

HecroTaTa Ha THPBHYHMTE PE3YITTATH, CBhP3aHH ¢ 5€30MACHOCTTA (FOJIEMH FUTH KITHHHYEO 3HAYHMH
HEro/leMH KPBEOMIHBH), KAKTO M BTOPHYHMTE Pe3y/ITaTH CBBP3aHH ¢ OesonacHocTTa (TONEMH
KPBBOMITHBH) € CXO/HA IIPH JBETE TEPATNICBTHUHM [PYITH.

Tabaana 6: Peayararn 3a edExacnocT u Gesonacnoct ot ¢asa I1I Einstein DVT

[poyssana mony 3 449 naumeHTH ChC CUMITTOMATHYHA OCTpa I6100Ka BeHO3HA
TpoMGo3a
Purapoxcaban® Enokcanapu/ABK®
Jl03a H MPOAB/KUTENHOCT HA
eueHHeTo 3, 6 wim 12 mecena 3, 6 win 12 mecena
N=1 731 N=1718
CHMITTOMATHYEH pelMAUBHpALT 36 51
BTE* (2,1%) (3,0%)
CumrroMaTHueH 20 18
petmauBypan bE (1,2%) (1,0%)
CumMrmoMaTHuHa 14 28
peummenpama JABT (0,8%) (1,6%)
@,
Cumrrromatuuss BE u JIBT 1(0,1%) 0
Mararen BE/cMEprT, kbaero BE | 4 (0,2%) 6(0,3%)
HE MOXe Ja Oble U3KITIOUEH
FoasAMO WK KIHHHYHO 3HAYMMO 139 138
HEroNaMo KbpBEHE (8,1%) (8,1%)
14 20
I'oneMu KpBBOM3INHBH
(0,8%) (1,2%)
a) Pusapoxcaban 15 mg qsa meTH nueBHO 3a 3 cenMiuy, nocneasaHo ot 20 mg
6) EHokcanapHH 3a Haii-Manko S IHH, 3acTeieH H nocnenean ot ABK

22




* p < 0,0001 (ne mo-mManka epuKacHOCT N0 OTHOLIEHHE Ha npeapapuTento onpeaeneH KP 2,0);

KP: 0,680 (0,443 - 1,042), p=0,076 (npesn3xoacTso)

B npoyusasnero Einstein PE (sx. Tabnuua 7) ce nokasea, ue puapokcafaH € ¢ He MO-Majika
eHKacHOCT o1 eHokcanapun/ABK 3a mepBrunms pesysttar 3a eduxacuoct (p=0,0026 (Tect 3a ne no
mayika eukacroct); KP: 1,123 (0,749 - 1,684) ). IIpeasapurento AeHHUpaHATA HETHA KITMHAYHA
no/3a (ITbPBHYEH PE3yATaT 32 6PHKACHOCT [LTIOC FOJIEMH KphBOM3IHBH) ¢e chobiiasa ¢ KP or 0,849
((95% J1H: 0,633 - 1,139), Homuuansa p croiinoct p = 0,275). INR croiiHOCTHTE Cca B TEpaneBTHIHHAS
AuanaioH cpearo 63% or BpeMeTo NpH cpe/iHa NPOXBDKUTETHOCT Ha JICHEHHETO oT 215 Anm 1 57%,
62% u 65% 0T BpeMeTO NpH IPYNHTE C IIAHKPAHO NIEYEHHE C MPOIBDKHTENHOCT CHOTBETHO 3, 6 1 12
mecena. B rpynara na enokcanapun/ABK HAMa sAicHa BPhaKa MEXIY HHBOTO HA CPeJHOTO LIEHTPAHO
TTR (Bpeme B Tapreten INR guanazon 2,0 - 3,0) 0p# TEpLIIHTE C eHAKBE PA3MEP M YECTOTATA Ha
peunaueupaute BTE (p = 0,082 3a p3aumozeiicrare). B Hall-ropHus TEpLWI No OTHOICHHE Ha
uenTbpa KP npu pusapoxcabaH ciipamMo apdapun ¢ 0,642 (95% 1U: 0,277 - 1,484).

YecToTHTe 33 MEPBHYHKA pe3y.TTar 3a 6e30MacHOCT (roNeMH WM KIIMHHYIHO 3HRUHMH HETOJIEMH
KPLBOHATIHBH) Ca MAJIKO MO-HUCKM B rpynara Ha neveHue ¢ pusapokcabau (10,3% (249/2412)) s
cpaBHeHHe C rpynaTa Ha neucHue ¢ eHokcanapuH/ABK (11,4% (274/2405)). YecroraTa 3a
BTOPHYHMA pe3y.rTaT 3a 6e3onacHoCT (roJieMH KpLBOUIIMBH) € NO-HUCKA B TPYaTa Ha pHBapokcabax
(1,1% (26/2412)) B cpaBucHHE ¢ rpynaTa Ha enoxcanapus/ABK (2,2% (52/2405)) ¢ KP 0,493 (95%
JH: 0,308 - 0,789).

Tabamna 7: Pesyararu 3a epnaxacuaoct u Gesonacuocr ot dasa I11 Einstein PE

[Tpoyurana nomynaiuas 4 832 naumeHTH ¢ ocTpa cumMrroMaTHuHa BE
PuBapokcaban® Enokcanapus/ABK®
Jlo3a H MPOABIDKATENHOCT HA
R 3, 6 wn 12 mecena 3, 6 wnu 12 Mecena
N=2 419 N=2413
CyvMOTOMATHYEH PeLiHAHBHPALL 50 44
BTE* (2,1%) (1,8%)
CumMrroMaTH4eH _ 23 20
perzuBupaiy BE (1,0%) (0,8%)
CHMITOMATHYHA 18 17
petanerpama BT (0,7%) (0,7%)
0,
Cumnromatuund BE u JIBT 0 2(<0,1%)
aranen bE/cMbpr, ksaeto BE | 11 7 (0,3%)
He MoXe fa 6n1e M3KmoueH (0,5%)
IlonAMO HNH KITHHUYHO 3HAYHMO | 249 274
HETONAMO KBPBEHE (10,3%) (11,4%)
T'onemu OM3IT 26 52
OJIC] B HBH
il (1,1%) 2.2%)
a) Pusapoxcaban 15 mg n8a reTH AHEBHO 33 3 ceMHUM, TocheABaHo oT 20 mg eAHH LT JHEBHO
6) Enokcanapus 3a Haif-Manko 5 aun, 3acTened U nocaeasaH or ABK

* p < 0,0026 (xe no-mManka epHKaCHOCT NO OTHOMIEHNE HA NpeasapuTenHo onpeneneH KP 2,0);
KP: 1,123 {0,749 - 1,684) _

INpoeeaeH ¢ npeaBapuTesHO AehuHHpaH o6o6IIEH aHANK3 Ha PE3Y/ITATA OT NPOYBAH
DVT u PE (Bx. Tabanua 8).

Tabaana 8 Pesynrarn 3a epHEKacHOCT H BesonacHocT or chopen anaan3s Ha a3a
DVT u PE
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Ilpoyusana nomynamus 8 281 nauuenTy ¢ octpu cummromariydn JIBT wiu BE
PuBapokcaban® 3, Enokcanapui/ABK®
Hlosa u mpo HOCT Ha 6 wim 12 mecena 3, 6 mu 12 meceua
Jie4eHHeTo
N=4150 N=4131
CumrrroMaTiier peunavBupan; | 86 95
BTE* (2,1%) (2,3%)
CHMIToMaTHyeH peumauBupan | 43 38
BE (1,0%) (0.9%)
CumrrroMaTsyHa 32 45
petauspawa JIBT (0,8%) (1,1%)
Cumniromatiuny BE u JIBT 1 (<0,1%) 2 (<0,1%)
®aranex BE/cMBpT, Npa kKosTo | 15 13
He MOKE 113 ce makmoun BE (0,4%) (0,3%)
lonemu unH xnuHKYHO 3HauKMH | 388 412
HETOJIEMH KPbBOH3THBH (9,4%) {10,0%)
I'oneMu KpEBOHINUBY 40 72
(1,0%) (1,7%)
a) Purapokcaban 15 mg qsa mbTH AHEBHO 33 3 CEAMMLE, MOCHEARAHO OT 20 Mg e/IWH ITET
IHEBHO
6) EHokcanapns 3a Hali-Manko 5 iHM, 3acThIeH H nocueasad ot ABK
* p < 0,0001 (ee no-mManka epHKACHOCT O OTHOLIEHHE HA HipeaBapuTeHo onpeneciner KP or

1,75); KP: 0,886 (0,661 - 1,186)

[peapapurento gedpHHHpaHaTa HeTHA KTHHHYHA 110132 (ITPBHYEH PE3YITAT 32 EPHKACHOCT IUTIOC
roneMH KpbBOMTHBH) Ha cOopHuA aHann3 ce crobuasa ¢ KP or 0,771 ((95% AH: 0,614 - 0,967),
HOMHHAJIHA p cToiHocT p = 0,0244).

B npoyusanerto Einstein Extension (8x. Tabnuua 9) puapokcaGaH npen3xoxna miaue6o no
OTHOLIEHHE HA MEPBUYHHTE H BTOPHYHHTE Pe3yJITaTH 3a epUKacHOCT. 3a IMbPBHYHHMA PE3y/ITAT 33
OesonacHoOCT (TONeMH KPHBOHAIMBH) C€ YCTAHOBSBA HE3HAMMMO YHCIICHO NO-BHCOKA YECTOTA TIPH
MAl[MEHTHTE HA JIeYeHKe ¢ pHBapokcaban 20 mg elWH BT Ha ACH B CPaBHEHHE ¢ Iw1auebo.
BropuuHuaT pesynTar 32 6e30nacHOCT (rONeMH WIH KIHHWYHO 3HAYHME HErONEMH KPbBOMIITHBH)
TIOKA3B3 HO-BHCOKK YECTOTH IIPH MALHEHTHTE, NeKyBaHH ¢ puBapokcabax 20 mg €1HH ITbT JHEBHO, B
CpaBHeHHE ¢ manedo.

Tabanna 9: PesysiraTn 3a edpuxacaocr 1 Gezonacaoct or ¢pasa I1I Einstein Extension

Ilpoy4Bana momynauHs 1 197 nameHTH ca NPOABIDKHITH JIEMEHHETO H mpoduiakTHKaTa
33 peLMAMBHPAIL] BeHO3eH TpoMOoeMOONHIBEM
Jlo3a 1 NPOIBIDKHTENHOCT Ha Pusapoxcabau® [haue6o 6 wau
JICHCHHETO 6 wn 12 mecena 12 Mecetta
N =602 N =594
CumnromMarHyen peupmusupan, | 8 (1,3%) 42
BTE* (7.1%)
CamnromaTuueH peusaupupan | 2 (0,3%) 13
BE (2,2%)
CHMITTOMATHYHA 5{0,8%) 31
peumapupama JIBT (5,2%)
®aranen BE/cmbpT, npu koaro | 1 (0,2%) 1
He MOXe Jia ce u3kouu BE (0,2%)
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T'oneMy KpLBOHINHMBH 4 (0,7%) 0
(0,0%)

KJIHHHYHO 3HAYMMH HETOJIEMH 32 7

KPBBOHAIMEH (5.4%) (1,2%)

a) Pusapokcaban 20 mg enHH BT JHEBHO
* p <0,0001 (npers3xonctro), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bx. Tabnuua 10) pusapokcaban 20 mg v 10 mg npessaxoxna 100
Mg aUETHICATUALIAIORA KMCEIHHA N0 OTHOLICHHE HA IThPBMYHKA PE3ynTaT 32 eduracHoCT. OCHOBHHAT
pesysrar 3a 6esonacHocT (CBOMTHA HA TOJIAM KPHBOHAIHMEB) € CXOAEH NIPH MAlMEHTHTE, JICKYBAHH C
pusapokcaban 20 mg 1 10 mg BeaHbBxk aHeBHO B cpaBHeHue cbe 100 mg aleTHiCATMIMIOBA

KHCSJIMHA.

Tabanna 10: PeayaTaT 32 edpakacuoct B Gezonacnoct ot ¢a3a IIT Einstein Choice

3 396 ca npoaw/okian NpohHNAKTHKATE 33 PCUMAMBHPALL BEHO3EH

Tlpoy nomy TpomboemGonuanm
Pusapoxcabau 20 Pueapokcabanl0 mg | ACK 100 mg seamnxk
TepanerTiusa 032 Mg BEHBK JHEBHO BEAHBX JHEBHO JHEBHO
N=1 107 N=1127 N=1 131
Mennana Ha
OpOABKATEITHOCTTa Ha
TIEUEHUETO 349 [189-362] quu 353 [190-362]) aum | 350 [186-362] nuu
[uHTEpKBapTHIEH
JUATIA30H]
CuMrrromaTHieH 17 13 50
pewmausrpam BTE (1,5%)* (1,2%)** (4,4%)
CuMmnmoMaTuies 6 (0,5%) 6 (0,5%) 19
peimpuBupaut BE (1,7%)
CumnroMaTnusa 9 (0,8%) 8 (0,7%) 30
peunnypupaina JIBT (2,7%)
®aranex BE/ cMBpT, NpE 0
KONTQ HE MOeE JIa cé 2 (0,2%) 2 (0,2%)
u3kmoud BE
CumrrroMaTH4eH
peunmmerpam BTE, 19 18 56
MHGAPKT HA MHOKAp/a,
HHCYNT WIN CHCTEMEH (1,7%) (1,6%) (5,0%)
eMGonu3bM u3psH [THC
6 (0,5%) 5 (0,4%) 3 (0,3%)
I'onemu KpEBOHINHBH
KiHHMYHO 3HAYHMH 30 (2,7%) 22 (2,0%) 20
HEroleMH KpbBOH3IMBH (1,8%)
CuMIToMaTHIeH
BTE 2
PpeLIHBHpaI MITH 3 17 53 (4,7%
roNAM KPBEOKINMB (HETHA | (2,1%)" (1,5%)" ‘
KIHHHYHA 107134) : T

* p<0,001(npepr3xoncteo) pusapokcatan 20 mg seansx AHeBHO cripamo ACK 1
aneBHo; HR=0,34 (0,20-0,59)
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** p<0,001 (npers3xoacTeo) pusapokcabaH 10 mg Beaubxk anesno crpamo ACK 100 mg Beaersxi
anesro; HR=0,26 (0,14-0,47)

* pusapokcaban 20 mg seaupk AHeBHO cnpsaMo ACK 100 mg segasxk AHesHo; HR=0,44 (0,27
0,71), p=0,0009 (HoMHHaNHA)

** pusapokcaban 10 mg penyrsxk nHesno capamo ACK 100 mg seamsx AHesHo; HR=0,32 (0,18
0,55), p<0,0001 (HomuHanHa)

B ponuisenne koM nporpamata EINSTEIN casa 111, e mpoBeneHo npoCcneKTHBHO,
HEHHTEPBEHUHOHATHO, OTBOPEHO KOXOPTHO NpoyuBane (XALIA) ¢ ueHTpanu3npana OEHKa,
BKIK4Ball peuuausHpai BTE, romimo kepsere u cMbpr. 5 142 nausenTa ¢ octpa JIBT ca
BKJIFOYEHH 3a Mpoy4saHe 6ezonacHocTTa Ha pHBapoKcabaH B LITOCPOYEH L1AH B CPABHEHHE ChC
CTAHAAPTHATA AHTHKOArYJIAHTHA TEparns B KIHHWYHATA TpakTHKa. CTOHHOCTHTE Ha roIMO KbpBeHe,
peunausupant BTE u BeHtky crydas Ha cMbpT 3a puBapokcaban ca 6uiH choteerHo 0,7%, 1,4% u
0,5%. CrmecTsyBar pasiMKH B OCHOBHH XapaKTCPHCTHKH Ha MAUMEHTHTE, BIUIIOYHTENHO BE3PacT,
pax u 6B6peuno yepexaase, HanonssaH e cTparuduuupaH aHATH3 N0 NPSABAPHTEIHO ONPEACTICHH
CTOMHOCTH 3a rPYIHpPaHE Ha H3MEPBAHHTE OCHOBHH XAPAKTEPHCTHKH, HO BRIPEKH TOBA OCTABAILIMTE
OTKAOHEHUA MOXKE A2 NOBAMAXT Ha pesynrarvTe. Kopurupanure KP 3a roisMo KspeeHe,
peunausupam BTE 1 BcwykH ciydad Ha cMbpT ca 6unu cwoteerHo 0,77 (95% CI 0,40 - 1,50), 0,91
(95% CI1 0,54 - 1,54) n 0,51 (95% C1 0,24 - 1,07).

Te3u pesynTaT MpH nauMeHTH, KOUTO ca 611 HabMOKABaHH NPH peantH YCIIOBHA, ¢a B
CHOTBETCTBHE C YCTAHOBEHHA NMPOQ I Ha Ge30MACHOCT IIPH TOBA MOKA3AHHE.

ITauMeHTH ¢ BHCOKOPHCKOB TPORHONOZRTHREH aHTH(GoChHONHNHAEH CHHAPOM

B cnoHcopHpaHo OT H3CIIEN0BATENA, PAHAOMH3HPAHO, OTBOPEHO MHOTOLIEHTPOBO NPOYUBAHE ChC
3acreneHa OLEHKA Ha KpalfHUTe TOUKH, pHBapoKcabaH e cpaBHeH ¢ BapapHH NpU NAUMEHTH C
aHaMHE3a 33 TpomMOo3a, AMArHOCTHIMPAHH ¢ aHTHGOCHOIMIMACH CHHAPOM H C BHCOK PHCK OT
TpoMOOoeMOOTHHHY CHLOUTH (IOMOKHTE/IHH TIPH BCHIKHTE 3 aHTHMOCHOTHNHAHY TeCTa: AyHyceH
2HTHKOAryJIaHT, AHTHKAPJHONHITHHOBH AHTUTE/A M aHTUTENA cpely Gerta-2-rukonpoTenH ).
H3nuTBaHETO € NPEKPaTeHO NpEXAEBPEMEHHO Cle/] BRIIIOYBAHETO Ha 120 nawenTy 1opaay TBhpIe
MHOTC CEOMTHA CPe/l NAUMEHTHTE B rpynaTa Ha pupapokcaban. CpeaHoTo npocneassate ¢ 569 mHu.
39 naumenTy ca pansoMM3Kpany Ha puBapokcaban 20 mg (15 mg 3a nanMeHTH ¢ KpeaTHHHHOB
xnupbHE (CrCl) <50 m)/min) 1 61 na sapdapun (INR 2,0 - 3,0). TpomGoemGosirnu ¢HOHTHA Ce
nposBABat NpH 12% OT napeHTHTe, PAHIOMH3HPAHK HA PHBApOKCaGaH (4 HCXEMHYHM HHCYJITa H 3
mMHOKapaaH nHpapkTa). He ca cpobinasanu coOHTHS Npy NANMEHTH, paHAOMH3MpaHH HA BaphapHH.
MacuBHO KnpBeHe ce Habmonasa npH 4-Ma nanuenTy (7%) OT rpynara Ha puBapokcaban ¥ npu 2-ma
nauHeHTH (3%) ot rpynara ha BapgapsH.

IeanaTpHuna nomyJIaAHKA

Epponeiickata areHuus 1o JIeKAPCTBaTa OT/ara 3aIb/DKEHHETO 3a NpeJocTaBiHe Ha pE3yITATHTE OT
[POYYBAHHATA ¢ PHBAPOKCabaH B €/IHA WK OBEYE NOArpYIH HA NeAWATPHYHATA THOTLY IALMAS pK
neveHueTo Ha TpoMboembonuynn chbuTus. EBponeiickara areHuus no Aekapcrsara ocBoboxxnasa ot
3a1b/KCHHETO 3a MPEAOCTABIHE HA PE3YATATHTE OT MPOYyYBAHHATA ¢ pMBapokcabaH BB BCHHKH
MOArPYIIH HA NEAHATPHHATA NOIMYALMA NMPH NpodHIakTAKa Ha TpomGoeMbommHl cHOHTHA (BXK.
To4Ka 4.2 332 HHGOPMALIHA OTHOCHO YIIOTpeOa 8 NeaUaTPUATa).

5.2 DapMakoKHHEeTHYHE CBolicTBa

Abcopbuus

Pupapokcaban ce abcopOupa 6Bp30, kaTo MakcHManHUTe KOHLEHTpauuH (Cmax) ce gocTHTaT 2
- 4 qyaca cnes npuema Ha TabneTkara.

ITepopannara abeopbuma Ha prBapokcaGaH € MOMTH ITKIIHA H MEPOPANHATE OHOHAIMYHOCT,
(80 - 100%) za no3a ot 2,5 mg ® ot 10 mg, npuera karo Tabsierka, He3aBUCHUMO AATH
TTIaZiHO WM cnep XpaHeHe. IIpHeMsT Ha pusapokcaban ¢ xpaHa He noemiasa AUC un
ao3ata or 2,5 mg u ot 10 mg.

IMopaay HamaneHarta creneH Ha abcopOuma e onpeneneHa nepopaTHa GHOHATHYHOCT
Tabnerxa 20 mg npuera Ha rnaaHo. [Ipu npuem Ha TaGnerxu pusapokcaban 20 mg ¢ X
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Ha0nroaasar nopHinenna Ha cpeanata AUC ¢ 39% B cpaBHeHHE ¢ IpHEM Ha Ta6eTKMTe Ha MIaaHO,
KOETO roBOPH 3a NOYTH Mh/iHa aGcopbLue H BHCOKa nepopaiHa GuonannyHoct. Puapokcabau 15 mg
H 20 mg Tpa6Ba na ce npueMa ¢ XpaHa (BX. To4uka 4.2),

PapMakOKHHETHKATA HAa PHBapOKca®aH € MOYTH JIMHEHHA 10 OKOA0 15 mg eqHH BT HA ACH NPH
npeem HA rnagHo. Cries npHeM Ha Xpaua pusapokcabad Tabnerku 10 mg, 15 mg u 20 mg noxassa
MPONOPUHCHANHOCT Ha jtozaTa. Ilpu no-Brcoku o3y pusapokcabal NoOKA3Ba OTPAHMIEHa OT
Pa3sTBOPHMOCTTa abcoplLMA ¢ HaMalleHa GHOHATMYHOCT H HAMAIABAHE HA CTEeNeHTa Ha abcopbumaTa
NpH NoBHLLIABaHe Ha f03aTa. (PDapMakokHHeTHYHATa BapUabuiHOCT Ha pHBapokcabaH e yMepeHa ¢
Bapupane MeXay oraenHute naueHTH (CVY%) B uarepeana ot 30% no 40%.

AbcopOussTa Ha puBapoKcabaH 3aBHCH OT MACTOTO HA HETOBOTO OCBOBOXK/IaBaHe B CTOMAIIHO-
ypesHua Tpakt. Crobuiasa ce 32 29% u 56% namanenue Ha AUC u Coax B cpaBHeHHe ¢ Ta0NeTKA,
KOraTo rpaHy’ar pusapokcaban ce ocBo60MKIaBa B IPOKCHMAIHHTE OT/AEIH Ha THHKHTE YepBa.
ExcrnosuusaTa ce HaManABa JOMBIHUTEAHO, KOraTo puBapoxcaban ce oceobomKaARa B JHCTANHNTS
OTAE/H Ha THHKHTE HepBa HIH BhB BB3X0A4moTo Aebeno vepso. Ilo Tasu npHusHa TpgOBa fa ce
u30ATBA MPHIIOKEHUETO Ha puBapoKcalaH AHCTATHO OT CTOMAXA, Thi KATO TOBa MOXKe Aa AOBENE N0
HamaneHa abcopOums u ChOTBETHO CEBP3aHA EKCNO3MLMS HA pHBAPOKCAbaH.

buonanuyHOCTTa (AUC ¥ Cunax) € 6ua cparnima npu 20 mg pusapokcabaH MpHIIOXKeH NEPOPATHO
K4TO HaTpoIeHa TaleTka, pasMeceHa B A0RIKOBO MOpe, WK CYCNEHAUpPaHa BLB BOAA H NPHIOKEHA
npes cToMallHa COH/A, MOCICABAHO OT TEYHA XpPaHa, B CpaBHeHUe ¢ niaTa Tabnerka. Karo ce uma
MPEABHI TIPEABHAHMHS, MPONOPLUHOHATEH Ha Ao3aTa apMakokuueTHyeH npodiul Ha pHeapokcaban,
pesynTaTHTe 3a GHOHANTHYHOCTTA OT TOBA NPOYYBAHE BEPOATHO CA MPIWIMKHMY 33 OHHKABAHE HA
JO3HTE HAa pHBapokcaban,

Pasnpenenchue

CBBp3BaHeTO ¢ [UIa3MEeHHTE NPOTEHHE PH X0Opa € BHCOKO, Okojo 92% no 95%, karo cepyMHMST
anbyMHH € OCHOBHATa CBbp3Baina (pakims, O6eMET Ha PasPECCHHE € YMEPEH C Vs
npuGausATenHo 50 aurpa.

Buorpan M ¥ eIMMWHIAPAHE

Oxono 2/3 or npunoxenara 103a puBapokcaban ce nmogiara Ha MeTabOJINTHO pasrpax/iaHe, clel
KOETO [O/IOBHHATA CE eNHMHHKpA Nipes OR0pewwTe, a qpyrara nwicsuHa — ¢ dexanunre. [locneanara
1/3 or npunoxenara f03a ce HATBYBa Ypes AMpeKTHA (HOpeYHa eKCKpeLns KATO HEMPOMEHEHO
AKTHBHO BEIIECTBO B YPHHATA, INIABHO Ype3 akTHBHA Gu0peuna cexpenHa.

Pusapoxcaban ce metaGonuaupa upes CYP3A4, CYP2J2 u CYP-HezaBucHmMy MEXaHW3IMK.
PasrpaxxnaneTo upe3 okHcICHHe Ha MOP(HOIHHOHOBHS PAHKAT H XHAPONH3ATa Ha aMHAHHTC BPBIKH
¢a OCHOBHHTE nponiecH Ha Ouotpancdopmaiua. Ot in vitro ucnenpanys e H3BECTHO, Ye
puBapokcaban e cybcrpat Ha TpaHcnoprHMTE npoTeuHH P-gp (P-raukonporenH) H Berp (nporeuH Ha
PE3HCTEHTHOCT HA PaK HA I'bPAATa).

Henpomenenust pusapoxcaban € Haii-BKHMAT KOMIIOHEHT B YOBE1LKATa IU1a3Ma, 6e3 1a HMa ApyTH
OCHOBHY W/IH aKTHBHH LIMpKyMpanii MeTaGonuTH. Che cHcTeMeH KupbHe okono 10 Vh
pHBapokcabaH MOXe 1a ce KiaCHQHIMPA KATO BELIECTRO ¢ HHCHK KIuphHC, Clle]] HHTPABEHO3HO
TPHIOKEHHE Ha 1034 OT | mg enMMHAHALMOHHKAT NONYXHUEOT ¢ okono 4,5 waca. Cnen nepopammo
IMPHJIOXKEHHE ETHMHHHPAHETO CTABA JIMMHTHPAHO OT cTeneHTa Ha abcopOuus. EnMMuHMpaHeTo Ha
puBapokcalaH OT IIa3MaTa HacTBIIBA ¢ TEPMUHANCH MOTYKHBOT OT 5 10 9 Yaca NPH M1aaH HHAHBHIH
w ot 11 10 13 waca npH NaLWEHTH B CTAPYECKA Bb3PAcT.

CrielHaHy NoMyJIalmn
Hon

He ca ycTaHOBEHH KIHHHYHO 3HAYHMH PaIHKH BHB apMaKOKHHETHKATA H ¢apuaxonﬂnau
MEKAY NTALMEHTH OT MBAKKH M XKEHCKH 1TJL

Ilayjuenmu 6 cmapyecka gvapacm

TlaumeHTHTE B CTApUeCcka BB3PACT NOKA3BAT NO-BHCOKH [Ia3MEHH KOHLEHTPALMH B C
MI3JMTE MALMEHTH CBC cpedHH ¢ToitHocTH Ha AUC okono 1,5 mbTH 1o-BHCOKH, OCHOB!
HaMalenud (npuBHaeH) o6m u 6u6peded kHprac. He ce Hanara Kopexuus Ha A034Ta.
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Paznuvnu kamezopuu e 3asucumocm om meziomo

" Ilpexomeprn oTknonenns B Tenecroro Tero (< 50 kg wui > 120 kg) MMaT camMo MaTKO BITHAHHE
BBbpXY [UIA3MEHHTE KOHIICHTPALMK Ha puBapokcaban (no-manko ot 25%). He ce Hanara kopekums Ha
no3ara.

Meacoyemnuvecku paznmus

He ca ycTaHOBeHH KIIHHHYHO 3HAYHMM MEXAYETHHYESCKH PANIMYHMA IpH NAUHEHTH OT CBPONICHIHAT,
apo-amepHKaHCKaTa, TATHHOAMEPHKAHCKATA, ATIOHCKATE W KMTalickaTa rpyIlH [0 OTHOIUCHHE HA
dapmakokHBeTHKaTa U QapMAKOAHHAMHKATA Ha pHBapoKcabaH.

Yepnoopobuo yepexcoane

TNauwienTH ¢ HPO3a H JIeKO YepHOOPoOHO yBpexaaue (knac A no Child Pugh) npossssar camo
MHHHMATHY IPOMEHH BbE QapMakokuHeTKaTa (cpepto 1,2 meTi nosuwenue va AUC wa
puBapokcabaH), KOETO € NOYTH CPABHHMO CHC CHOTBETHATA MM KOHTPOJIHA rpyNa 3ApapH HHAHBHIH.
[lpn naieHTH ¢ UMpo3a U ymepeHo yepHoapoSHo yepexaane (xnac B no Child Pugh), cpensara
AUC Ha pupapokcaGaH e 3HAYHTENHO NOBHLIeHa (2,3 ITbTH) B CPABHEHHE CHC 3ApaBH A0OPOBONIIH.
AUC na HecsupiaHata dpakums ce nosuiuasa 2,6 mmuru. [Ipy Teau nauMenTs ¥Ma ¥ HAMANEHO
6u0pedno emMMHHUpaHe Ha puBapokcabaH, MoKOOGHO HA TOBA PH MAUHEHTH ¢ yMepeHo G6pedno
yBpexnane. Hama faHHu OT NaUMEHTH C TEOKKO MepHoApobHO yBpexkaate.

Huxubupanero Ha akTHBHOCTTA Ha (akTop Xa npu naumeHTs ¢ yMepeHo YepHoApoOHO yBpeknaHe ¢
TOBKIICHO 2,6 IBTH B CpaBHeHNE CbT 3apasn Aobposomps; PT cbmo e yasmkeno — 2,1 ObTH.
INanuenTnre ¢ ymMepeHo YepHOAPOOHO YBpEKAaHE Ca MO-4YYBCTBHTENHH KbM PHBapoKcabaH, KOeTo
BoaH A0 no-ctpemio PK/PD choTHOmMEHHE Mekay koHUeHTpanusTa v PT.

PHBapokcaban e NpoTHBOMOKa3aH MpH NAKCHTH C YepHOAPOGHO 3abo1aBaHe, CBEP3aHO ¢
KOArynonaTis H KIHHHYHO 3HAYHM PHCK OT KbpBEHE, BKITIOUMTEIHO nalueHTH ¢ muposa ¢ Child Pugh
B u C (Bx. TOuKa 4.3). ' ‘

Bvbpeuno yepexcoane

Habnronasa ce yBenuueHHe Ha eKCIIO3HIMATA Ha PUBApPOKCcaGaH YCNOPEIHO ¢ HAMAIIBAHE HA
616pednaTa QyHKIMA, HIMEPEHA YPE3 KPEaTHHHHOBHS! KNHPBHC. [IpH HHAHBHIH ¢ IIeKO
(kpeaTHHHHOB KITHpBHC 50 - 80 ml/min), yMepeno (kpeaTHuunop KIHphHC 30 - 49 ml/min) u TesxKo
(kpeaTMHHHOB KIHPBHC 15 - 29 ml/min) 6s6peuno yspexnane miasMeHHTe KOHUCGHTPAIMY HA
pusapokcaban (AUC) ca crorsetHO 1,4, 1,5 1 1,6 nuTH no-sucokH. CHLOTBETHOTO 3aCHIBAHE HA
tapmaxonuHamMiuHITE eieKTH € No-H3paseHo. [IpH MHAMBH/M C JIEKO, YMEPEHO H TEXKKO GLOpetHO
YBpeXKAaHe LATOCTHOTO HEXHOHpae Ha akTHBHOCTTA Ha ¢aktop Xa e cbotseTHo 1,5, 1,9 n 2,0 meTH
NO-CHIHO B CPaBHEHHE Che 3ApaeH aobpoeomiy;, PT ceiilo e yanmokeHo — ceoteetno 1,3,2,2 4 2.4
obTH. HAMa NaHHH OT NALMEHTH ¢ KpeaTHHMHOB KIHpBHE <15 ml/min.

ITopazu sHCOKaTa CTeNeH Ha CBBP3BAHE C [WIA3MEHHUTE IPOTEHHK HE Ce OYaKBa pHUBapokcabaH ja
Mozke Jia 6be oTAeNeH upe3 Auanusa,

He ce npenoprusa ynotpeSa npu NandedTy ¢ KPpeaTHHUHOB KMphHC <15 ml/min. Pusapokcaban
TpA0Ba 1a C€ H3MOJI3Ba BHUMATENHO [IPH NALMEHTH ¢ KPEATHHHHOB KIHPBHC 15 - 29 mi/min (Bx.
Touka 4.4).

@gpmauomnermnu AaHHY NPH HaltneHTH

ITpu naunenTH, NonyJasawy pusapokcalaH 3a JIeueHHE Ha 0CTpa aIui60ka BeHo3Ha TpoMbosa (JIBT)
20 mg efuH T AHEBHO, CPEAHATA FEOMETPHYHA KOHUEHTpaua (90% nporHosen HuTepsan) 2 - 4
4aca A OKoJIo 24 Yaca Cliei IpHEM Ha J03a (MPHGAH3NTETHO NIPEACTARNSBAIH MAKCHMA/IHATA U
MHHHMAJIHATA KOHIICHTPALIMH Npe3 BpeMe Ha A030BHA MHTepBan) e corBeTHO 215 (22 - 535)u 32 (6
239) meg/1.

Bpr3ka dapMakoKMHeTHKA- MAKCO Ka

Bpsskara dapmakokunerka/tapmakonuaamMuka (PK/PD) Mexy rwiasmenaTa KOHEE
prBapokcabaH H HAKO/KO KpalHH QapMakoaAHMHAMH9HH KpaHHH ToukM (HHXxHOMpaHe Ha fpal
PT, aPTT, Heptest) e mpoy4eHo cjien nipuaarate HA IMHPOK JHaNa3oH ot Ao3u (5 - 30 mg)| s
AeH). BprakaTa Mex Iy KOHUCHTpalMaTa Ha puBapokcaban 1 akTuBHOCTTa HA dakTop X4
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ce ormcea ¢ Emax Mopen. ITo otHomenne Ha PT Mogentt Ha nudeliHo MpecH4aHe ONMCBA JaAHHHTE
obukHOBEHO no-nobpe. HaxaoHsT Ha KpHBaTa BapHpa 3HAYMTETHO B 3aBHCHMOCT OT PAIIMUHATE
usnonspanu PT pearexty. Ilpy n3nomseane Ha Neoplastin PT, PT ua u3xoano HuBo ¢ okono 13 s, 2
HaKNOHBT 0k0n10 3 Ao 4 /(100 meg/1). Pesynrarare ot ananusa Ha PK/PD ot ¢asa 1l 1 HI ca cxoauu ¢
[AHHWTE, YCTAHOBEHM DK 3APABH MHIMBKAM.

Heanarpyuna nmomynanus
He ca npoy4sanu GesonacHocTTa H ¢hHKACHOCTTA NIPH ASUA ¥ IOHOIDHK Ha BL3PacT Ao 18 roansy.

53 [IpesrkIvEBYRE JAREH 32 Oe30NaCHOCT

HeKTHHHYHHTE JaHHH He NOKa3BaT ocoben pHCk 3a Xopa Ha 6a3aTa HA KOHBEHIHOHATHHTE
dapMaKonoTHIHH H3INUTBAHKS 32 G€30MACHOCT, TOKCHIHOCT MPH SAHOKPATHO NIPHIIOKCHHE,
(OTOTOKCHHHOCT, FeHOTOKCHYHOCT, KaHLIEPOTreHeH MOTEHIHAN H 10BeHWIHA TokcHuHocT. Edexrure,
HaGJionaBany NIPY W3NATBAHUATA 38 TOKCHYHOCT [IPH MHOTOKPATHO NIPHIOKEHHAS, C4 CBBP3aHH
OCHOBHO ChC 33CHICHaTa (PapMaKkoHHAMMYHA AKTHBHOCT Ha puBapokcabaH. [Tpu wibxose ca
Hab/I0/1aBaHK NOBAILICHH IU1a3MeHH HiBa Ha IgG v [gA npH HHBA HA eKCTIO3HLMA, CHOTBETCTBALIH
Ha KJTHHHYHHTE. ‘

Ipu nirbXoBe He ca HaGMmoxaBaHH eeXTH BBPXY (EPTHIHTETA PH MBKKHTE HIH XXKEHCKHTE
HUBOTHR. HanUTBAHUATA NPK FKMBOTHH NOKA3BAT PENPONYKTHBHA TOKCHIHOCT, CBLP3aHa C
(apMaKOIOrHYHHA MEXAHH3BM Ha JCHCTBHE Ha pHBApOKCaGaH (HAND. XEMOPArHyHH YC/I0KHEHHA).
[Tpu nnasmMenn HUBa, CHOTBETCTBAIUHN HA KIIHHUYHUTE, ca HabmoaasaHn eMOpHO-(eTanHA TOKCHUHOCT
(mocHMIIaHTALMOAHA 3ary0a, 3a6aBeHO/CTHMYTHPaHO OCHpHUMPaHE, MHOXECTBCHH Oiein
XeNnaTalHH MeTHA) H MOBHIIIEHA YECTOTA Ha Hal-uecTo cpelaHuTe MaiGopMalH, KakTo H
TUtalleHTapHH npomeHH. [IpH npe- W NOCTHATAIHO M3TMTBRHE HA IUTHXOBE € HAOMIONABAHA HAMANEHA
BHTAJIHOCT Ha MOKOIIEHHETO ITPH A03H, TOKCHYHMA 33 MaiKHTe.

6. PAPMANEBTHYHN JAHHHA
6.1 CHHCLK HA NOMOMIHATE BeIj¢CTRA

Kcabanen 15 mg punMupany tabnetku
Anpo Ha Tabnerkara:
MuKpoKkpHCTanHa uesynosa
Kpockapmenosa Hatpwii

Jlakrosa MoHOXMApaAT

Xunpomenosa

Harpues naypuncyndar

Marneaues creapar

DrIMOBD HOKPHTHE:

Maxkporon 3350 (E 1521)
Xunpomenosa 2910 (E 464)
Turanor quokens (E 171)
XKenezen okcun, uepres (E 172)

KcaGanen 20 mg ¢punmupanu TabneTku
Hnpo na Tabnerkara: :
MuxkpoxpHcTanHa nenyaosa
KpockapMenosa Harpuit

JlakTo3a MOHOXMApAT

Xunpomenosa

Harpuer naypuncyndar

MarHesuneB cTeapar




DHIMOBO NOKPHTHE:
Maxkporon 3350 (E 1521)

Xunpowmenoza 2910 (E 464)
Turanoe auckeun (E 171)
" XKeunesen okeun, ueped (E 172)
6.2 HecnBMecTEMOCTH
Henpunoxumo
6.3 Cpok Ha rogHOCT
3 rogusn
6.4 Caensajns yCNOBHA HA ChXPAHEHHE

To3u nekapcTBeH NPOAYKT HE H3HCKBA CHELMATIHH YCIIOBHA HA ChXPaHEHHE.

6.5 BHA # CHABPAXAHEE HA ONAKOBKATA

Kcabanen 15 HIMHpAHH TAGIeTKH
Tlo 14, 28 wim 42 ¢prnmupanu TabeTkn onakosaHH B GnHcTepH o1 PVC/anymuuueBo gonno. Io 1, 2
Wi 3 GiTHCTEpa B KAPTOHEHA KYTHA 3aeHO C JIHCTOBKA.

Kcabanen 20 mg dhunMupanu tabn
ITo 28 umu 100 punmupanu rabnerkd onakosan B GicTepn ot PVC/anymunnero donuo.llo 2 anu
10 6ucTepa B KapTOHEHA KYTHA 3a¢HO ¢ JIMCTOBKA.

He scHukH BuZioBe OITaKOBKM MOraT 1a GBAAT MyCHATH HA na3apa.

6.6  CroenHanHH NpeJHa3AH MEPKH NPH HIXBLPAAHE

Heusnon3saHuaT neXapcTREH NPOTYKT HIH OTIAABHHHTE MaTePHAITH 0T HEro TPAGRA fia & H3XBBPAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA,

7. HOPATEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA

CODAPMA AT
yn. Mnuencko moce 16, 1220 Codus, Brirapua
8. HOMEP(A) HA PASPEIUEHHETO 3A YIIOTPEGA

Per Ne:

9. AATA HA ITBPBO PASPEINABAHEMTIOJHOBABAHE HA PASPEHIEHUET
YIIOTPEBA

JlaTa Ha NLpEQ paspeluasaHe;
JlaTa Ha NMBPEO IOAHOBABAHE:

10.  JATA HA AKTYAJIN3HPAHE HA TEKCTA: ®espyapu 2021.
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