1.  HME HA JEKAPCTBEHHA NPOAYKT = :
 N3NLAHUTENHA ATEHLASA NO NEKAPCTBATA

Prkcernro 15 mg dumnmupann rabnetku mmmmmmwj?ummt
Kom Poz. Ne ﬂz O’z 9

RE/F7H/ I 7p-TA 60"
Paspouso b BT )

Rixelto 15 mg film-coated tablets

2. KAYECTBEH H KOJIHMECTBEH CHCTAB | Ogospeue N

Bcska unmmpana tabnerxa ceabpka 15 mg punapokcaGan (rivaroxaban).

TIoMOIHO BEIIeCTRO ¢ H3BECTHO AEHCTBHE

Beaxa q;mmuxaﬂa Tabnerxka chakpxka 16,32 mg nakrosa (kato moHoxunpar) o 0,481 mg naTpuit ,
BHXKTe TOYKa 4.4.

3a ITbJIHHA CIIHCEK Ha TFOMOLIHHTE BEINECTRA BIDKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA
Ormvupana TabnerTka

HepBern, Kpbriu, ABOHHOKITEKHAIE TabIeTKH, ¢ BATHOHATO penedno obosHauenne “15” ot
©AnATA CTPAHA M IMIANKH OT APYTaTa CTpaHa, ¢ AHAMETHD OKolo 6,1 mm.

4. KJIHHAYHHA NAHHHA
4.1 TepanesTHuRE nokazanusg

TIpodmnakTrka Ha HHCYIIT H CHCTEMEH eMOOIHIBM TIPH BH3PACTHH MATTHEHTH C HEKIIAITHO
UPSACEP/HO MEX/ICHE C €/IMH H/H [10BEYe PHCKOBH (AKTOPH, KATO 3aCTOHHA CHpIeYHA
HEIOCTaTBYHOCT, XHIEPTOHHA, BE3pAcT > 75 rouum, 3axapeH quaberT, NpemecTBAIN MHCYIT Wik
MpeXOacH HCXEMHYCH IIPACTBII.

Jleuelne Ha MENGOXA BeHOZHA TpOMGo3a (ABT) u 6enonpoben emGommssm (BE) n OpoHIAKTHKS Ha

pesngmmnpamﬂ ABT u BE npx 3pactay. (Bk. T0uKa 4.4 38 XeMOHHAMAIHO HeCTaOWAHM NALHEHTH
[

4.2 JA03ApoBKA 4 HA9EH Ba OpHIOKEHHE
O3HPOBKA
Ip UKQ HA UHCYIIM U CuCTeMeH eMbOT1T oM

IIpenopranrentara aosa e 20 g €AHH TET AHEBHO, KOETO NPEACTABIABA M NPENOPHYNTEIHATA
MaKCHMaJTHA 103a.

Jleuermero ¢ PakcenTo Tpsabea na ce NPOAB/DKABA B IKITOCPOYEH IWIaH, KOTATO HOJI3AT] OT
NPO(HIAKTHKAT] Ha HHCYIIT # CHCTEMEH eMOOITHILM HA\BHINABA PHCKA OT KbpBeHe (Bx. ToqKa 4.4).

Ako 6B1e mporTycHaTa Hiikos 7034, MALMEHTET TpAGBa Aa mpueme PukcenTo we3abaBHo 1 Ha
CRCNBAMUS eH ia NPOXBIDKH ¢ MIPHEMA e/THH ITET AHEBHO, CHITIACHO npenoppkiTe. He Tpa6ea na ce
npHeMa XBOHHA 1034 B CHINMA [cH 33 KOMIIEHCHpAHE Ha IPOITyCHATATA [03a.




Jlevenue na IBT, revenue na BE u npogpunaxmuxa na peyuoueupaugu JIBT u BE
Hpenoprummesnara 1034 3a HAYATHO JTEUEHHE Ha octpu JIBT snu BE e 15 mg npa meTa guesHO npes
ITHPBHTE TPH CEAMHIMM, NOCTEABAHA OT 4034 0T 20 mg BeANEX AHEBHO 32 MPOIEDKABAIIOTO JICUeHHE
H nipodunakTyka Ha peryaueupamy JIBT u BE.

TpaGea na ce uMa NpeABHA KpaTKOCpOUHA Tepanus (Hal-MATKo 3 Mecewa) IpH naumenTd ¢ JIBT wm
BE, npoBOKMpaHH OT rojieMu IIPEXOHA PHCKOBH axTopx (T.€. CKOpOIIHA roJAMa onepams WiH
Tpaema). [lo-npoan/mkiTensa TepanmsTa Tpatea na ce MMa NIpeOBA]| P AAIHEHTH C IPOBOKHPAHH
JBT wm BE, necenpsany c roneMu npexosu pHCKOBH ¢axropn, senporokupasd JIBT unu BE wim
aHaMHe3a 38 pensIdsApamy JJHT wiu BE.

Koraro e nokasana no-npoxsmkareaa npoduiakTaka na pemmusupanty BT u BE (cnea
3aBLpIIBANe Ha MOHE 6-Meceuna Tepams 3a JIBT win BE), npenoprunTrennara nosa e 10 mg BEAREK
AnesHO. IIpy nauuenTH, pH KOMTO ce CMATA, 46 PHCKET OT pewmusupan JBT wiu BE e Bucok,
KATO Te3H € YCI0KHeHH CEITBTCTBAINH 3a00ABAHNS, HIM KOHTO Ca pasBik peraueupamu BT
Wi BE npH no-npoxs/niciresHa Npoduiaktuka, TpaGea na ce uma IpeABHA npueM Ha Pukcerro 10
Mg BOAHEX AHCBHO HIH Ha PHKcesTo 20 mg BeaHIoK JHEBHO.

IlpoxbIDEMTENHOCTTa HA TepamuaTa TPA6BA A3 ce OllpelieJH H 103aTa Ja ce Hibepe HHAMBHIYATHO
CJIeZl BHHMATE/HA OLICHKA HA CLOTHOLICHHETO MesKIy TIOI3aTa OT JIEYSHHETO M PHCKA OT KLPBEHE
(Bx. TOUKa 4.4).

Wepuo.u OT BpeMe CxeMa Ha npunarane O6ma JTHeBHA
Jleuenue flen 1-21 15 mg npa WETH JHeBHO gﬁaﬁg
NpodHAaKTHKA Ha
pemwmasspani BT 1 [Or Jlen 22 natatex 20 mg BeaHEx qHEBHO 20mg
BE ‘
Ipodunaxraxa va Crien sasnpmBane Ha 10 mg Bereok nesHo Wi | 10 mg mma 20 mg
pemamasupaums JIBT v [wadi-mManko 6-Mecedna 20 mg peANBXK THEBRO
BE repanis 3a IBT win BE

3a ynecHaBaHE NpeMHHABAHETO OT 103 15 mg keM 11038 20 mg coen Hen 21 e wamiana 4- ceqmmana
onaxonka PHKCeNTO 3a 3anouBase Ha NedeHHe Ha JBT/BE.

Axo BBB daszara Ha nedeHue ¢ 15 mg /182 THTH IHEBHO (ZeH 1 - 21) ce nporycHe eMH npHeM,
DAIMEHTST Tpa6sa He3abaBHO 1a npHeMe Prxcento, 3a Aa ce OCHFYPH 00O IPHETO KOJIHYECTBO
or 30 mg Pukcenro 3a enun aen. B nonoben cirydali Morar Aa 6baar npeetH Be TaGerTkH ot 15
g HaBe/HbK. [laMeHTLT TPIGBA 13 IPOIBILKH peNoBHKA IpHeM Ha 15 g (Ba ITETH AHCBHO H&
CTCABAIHA IOH, KAKTO € NPenopLYuaHo.

Axo BEB (a3ata Ha edenme ¢ eqHH TIpHeM Ha [IeH ¢¢ IPONYCHE €IMH NPHEeM, TAlTHEHTHLT TpAGBa
HeaabaBHO Ja npueMe Pakcesrro u Tps6ea na TIPOABIDKH PEXOBHMA ITPHEM BENHLX NTHEBHO Ha
CNCNBallHA IeH, KAKTO ¢ Npenopbuano. He Tpa6sa A2 ce uanomea nsoiina A034 B pAMKHTC GIIHH H
CBIIH ACH, 32 Na ce KOMIIGHCHPA NPOITYCHATATA A034.

Tipemunasarie om nevenue ¢ anmazonucmu na sumamui K (ABK) xvm Puxcenmo

328 namuenTHTe, KOHTO Ca Ha redeHye 3a NpoQHIAKTHKA Ha HHCYIT H CHCTEMSH embonussm, ABK
TpAGEa 4 Ce CIPAT H AA Ce 3aN04He JIeYeHHETo Pukcenro, korato Mexmnysapoasoro
Hopumamasupano crorromenne (International Normalised Ratio, INR) ¢ < 3,0. e
3a manmeHTHTe, KOHTO Ca Ha NeveHke 3a BT, BE 1 NpoQAITaKTHER Ha perauBe, AR i
CIipaT ¥ Aa ¢¢ 3aN09He JedeHHeTo ¢ PukcerTo, korato INR e < 2.5,

Ips npemunarate or nevenne ¢ ABK kM iesense ¢ Pukcesrro croiinocTaTe Ha J]
Onaar GammBo nosMIIeHN cr1ex npHeMa Ha Pukcento. INR me e Baymnen napam I




aHTHKOAryJIaHTHATA AKTHBHOCT Ha PHKCENTO H ¢refioBaTeNHo He TpIGBa Aa e H3NOM3Ba (BX. TOUKA
45).

Ilpemunaeane om neventie ¢ Puxcenmo KoM aumazonucmu na sumamun K {ABK}

HiMa BepOATHOCT AHTHKOATyNAIMATA A3 GbJie HeaJeKBATHA B X0/ HA PEMHHABAHETO OT JIEYEHHE C
Prrcento koM ABK. Tpa6ia na ce OCHIYpY NpOITb/DKHTENHA ATSKBATHA AHTHKOAI Y ALHA MpH
IPEMUBARAHE KbM ATTEPHATHBSH aHTHKoarynanT. Tpaoea na ce orbenexs, ue Puxcerro Moxe aa
obycnoBu noBrmeny crofinocTu Ha INR.

IpH nanweHTH, IPEMAEHABAIIH OT IeIeHHE ¢ PHKCETTO KbM ABK, ABK 1paBa 1a ce npuemar
TApanento 1o aocrurane Ha INR > 2,0. Tlpes wspauTe ABa AHH OT PEXOaHHA NEPHO TPpiGBa fa ce
HpHIara CTaHAAPTHATA HavanHa 1033 ABK, crien koeto aosara na ABK Tpatea jia e cnopen
pesyrrrarure 38 INR. Jlokaro manyeHTHTe NpHeMat efiHOBpeMerHO Prkcerro u ABK, INR ne TpAdBa
Jia C& H3CNEABA NO-paHO OT 24 yaca CleZ MIPEAXOTHATA /1038, 4 CAMO HONIOCPEACTREHO TPE/H
crenamaTa fo3a Prkcesrro. Criex kato ce NpeycraHosu npreMa Ha Prkcenro, INR Moske za ce
M3C/IeNIBa H PE3yIITaTATe A Ca HaJexIHHA MOHe 24 waca clle/ IPHEMA Ha NOCHE(HATA 11033 (B, TOUKH
45n5.2).

IIpemunasane om nevenue c napenmepannu aumuxoazyianmu xom Puxcesmo

TlpH naupeHTHTe, KOMTO B MOMEHTA NOTY4ABAT IAPSHTEPAIHH AHTHKOATYIAHTH, NpeyCTAHOBABAHETO
HA MIApEHTEPANHAA AHTHKOAryJIaHT M 3aII04BaHeTo Ha Prkcenro Tpabea Aa ce ockimecTeaT ot 0 10 2
aca Ipe/Td MOMEHTA 34 CIEABAOTO IWIAHORO IPHIOKEHHE HA NAPSHTEPAIHHA JIEKAPCTBEH IIPOAYKT
(nanp. HHCKOMOJISKYJIEH XeNAPHH) KM B MOMEHTA Ha CIHpaHe Ha NPOXL/DKHTETHOTO NPHIOKEHHAE Ha
NAPCHTEPATHAA JICKAPCTBCH IPOMYKT (HAIP. HHTPABEHO3EH He()PAKLIMOHHPAH XeTapyH).

flpemunasane om neuenue c Puxcenmo xem napenmepaniu GHMUKOAZYNaHMY
Hpwioxere mEpBaTa 2032 OT NapeHTEpATHML AHTHKOATYJIAHT B MOMCHTa, KOraTo Tpa6ea Jia ce
MpHEME ClIeABaINaTa Jo3a PHKCenTO.

Creipanny nonysaumn

Bvbpeuno yepexcoane

OrpannuenuTe KIMHEYHA JaHHH OT DAIHEHTH ¢ TEKKO GnOpevHo yspesnane (KPeaTHHHHOB KITHPLHC
15 - 29 ml/min) nokaspar, e MIa3MEHHTe KOHUEHTPALIH Ha pHBapokcabaH ca 3HAYKUTEIHO
nosuueHH. [To Tasu npuunna PukcenTo Tpatea 1a ce npHiara BHAMATEIHO MpH Te3H naunenTH. He

e IpenophyBa YnoTpeOaTa NpH NALMEHTH ¢ KPeaTHHUHOR KIMPHHC < 15 ml/min (B%. To9kH 4.4 B
5.2).

IIpu nauzerT! ¢ yMepeno 616peuno yepexnane (xpeaturiHor KmupEHC 30 - 49 ml/min) wm ¢
TexkKo GBOPedHo ypesiane (KpeaTHHUHOE KiHpEHC 15 - 29 ml/min) ca pamHmHy ClIeTHATE
OPenopHKH 38 JO3MpaHe:

- 3a NpOQHIAKTHKA HA MHCYIT M CHCTEMEH eMOOTHIBM IPH MALMCHTH ¢ HEKNAITHO NPEACHPAHO
MBANCHE TIPETIOPRUHTENHATA K033 € 15 mg peHEK THeBHO (BX. TodKa 5.2).

- 3a nevetue Ha J[BT, neuenue ra BE u npodmnaktka na peunmisupamu JIBT u BE:
Taumerrrare Tpabea aa 65aar nexyeany ¢ 15 Ig ABa META AHCBHO Tpe3 ITEPBRHTE 3 CeaMHMIM,
Criex ToBa, KOraTO IpENOPBLYHTENHATA N03a & 20 g e/IHH IT6T JHEBHO, TPA6Ba Ja ce oOMucIH
HAMAILABAHC Ha No3aTa oT 20 mg BeAHEXK JHEBHO HA 15 Mg e/IAH BT AHEBHO, AKO OHEGHEHHST
PHCK OT KbpBeHe 3 MAllHeHTA HAAXBEPIA PHCKA OT permmueHpany JIBT u BE. Ilpenopekara
3a ynorpebarta Ha 15 mg ce 0CHOBaBa Ha dbapmakoKHEETHIHO MOJEIHpaHE H He e NpOy4eaHa
TIpH T¢3H KIMHAYIHH YCIOBHMA (BX. ToukH 4.4, 5.1 1 5.2).
Koraro npenoprusrensara aoza e 10 mg eHH ITET JHEBHO, HE Ce Hanara T4 na 6uae
KOpHTHpaHa,

He ce nanara xopexuis Ha nosara [Ip# NAHEHTH ¢ Jieko Gu0penuno yspexane (kpea
knapsrc 50 - 80 ml/min) (Bx. Touxa 5.2).




Yepnodpobuo yepexcoane

PHKCeNTO € IMpOTHRONOKA3aH NPH NAIMEHTH C YepHOAPOSHO 3a60napane, CBEP3aHO ¢ KOAI'YJIONATHS
H KTHHHIHO 3HATHM PHCK OT KbpBeHe, BKIIOMHTE/IHO MauMenTH ¢ muposa ¢ Child Pugh B u C (Bx.
ToukM 4.3 1 5.2). '

Ilonynayus ¢ cmapuecxa evspacm

be3 xopexima Ha nosara (Bx. Touka 5.2).

Tenecno mezno
Be3 RopekIEs Ha fo3arTa (BXK. Touka 5.2).

Ilon
be3 kopekums Ha fo3aTa (B, TO9Ka 5.2).

Heduampuuna nonynayus

BesonachocTTa B edukacHocTTa Ha PakcesTo mpu fena Ha BE3pact ot 0 (HoBopozeHK) 1o 18 romumu
He ca ycTaHoBenH. Jhuncear AannH. ITo Task nmpAvHHAa He ce npenopbyBa ynorpebara Ha PHkcerro
OpH xena noA 18-roauinHa ps3pact.

Hayuenmu, noonoxcenu na xapouosep3uo

TpuemsT Ha PakcenTo Mojce /1a 3aN04He WIH 13 MPOIKIDKH IPH NAIHEHTH, IIPH KOHTO MO3Ke A3 €
HeobxomMMo kapauoBepauo.

Tlpu kap/oBEP3MO HACOYBAHO OT TpaKcesodareanta exokapauorpadus (TEE) npu nawments,
KOHTO He & 61T eKyBaHH ¢ AHTHKOAKYIANTH, JieIeHHeTO PHKCeTTO TpSGBa 12 3a009He Hal-MANKO
4 waca npesy XaPAMOBEPIUOTO, 32 A8 C6 TAPAHTHPA ANEKBATHA AHTHKOArYIauMs (BX. ToTkH 5.1 H
5.2). IIpe BCHYKEA NANMHEHTH, OpeIy KapaMOBEp3Ho TPA6BA A3 CE NOTHPCH NOTELPKACHHE, Y&
NAIHEHTET € NpHesT PHkcenTo, kakTo ¢ npeamacano. [Ipu B3eMane na pellieHHe 3a 3aM0MBaHe HA
TOPAHA H ONPEACTIAHE HA NPOXLIDKHTENHOCTTA H, TpAORa Ja ce HMAT npeABM YCTAHOBSHHTE
OPEnopBKH OT PHKOBOJCTBATA 32 AHTHKOATYJIAHTHO JICYCHHE IIPH HALIMEHTH, IIOAIOKEHH HA
KAPAHOBEP3HO,

Ilayuenmu c nexnanro npedcvpono mvacoene, koumo nodaescam na ITKH (nepxymanna
KOPDOHAPHA URMePeeHYus) ¢ NOCMAGAHE HA CIERM

Hma orpaHMYeH ONMT 110 OTHOINEHHE HA HAMAJIEHA 1033 15 mg BeAHbXK MHEBHO (A 10 mg
PHKCENTO Be/IHEHK HEBHO 33 TIAIMEHTH ¢ YMEPEHO TexXKo GE6peuno yepekaane [kpearvHrHOB
KHpsHe 30 - 49 ml/min]), B noeiHenne xkem P2Y12 muxaGuropa 3a 12 Mecena MAaKCHMYM, TIpH
DAIHCHTH ¢ HEKIAMHO PEICHPIHO MEKACHE, KOMTO C& HyXIA4T OT NepOpaHa AHTHKOATYTAHTHA
Tepanus  ca Gwm nomnoxenn ua ITKH ¢ nocrapsse Ka cTedT (mk, Touku 4.4 1 5.1).

Haxun Ha npanoxense
PuxcenTo ¢ 3a nepopaiso npwioxeuse.

Tabnerxure TpaGBa Aa ce npHeMAT ¢ XpaHa (BX. TOUXA 5.2).

Ipu narmenTH, KOKTO He MOTAT /A NOTTHINAT TAGIIeTKHTE LENH, TAGIETKATA PHKCEIITO MOKe na ce
HATPOIIM H CMECH C BOAA WIH A0BIIKOBO IOPE HENOCPEACTREHO TIpeNy yIoTpeda | Aa e MIPHIIOKH
TepOpaHO.

Hatpomerara Tabnerka Prkcemro Moxe na ce OpHIIara CHUI0 H Ype3 CTOMAUIHA COHAA CHET
TOTELPXRICHHS, 4€ COHAATA € MPABHITHO PAsNooxkeHa B cToMaxa. Harpomenara Tanerka Tpa6ea xa
Ce Npuiara npes CTOMAIMHA COH/IA B MANIKO KOJIHYECTBO BOJ, G/ KOSTO COHIATR Tp2hra na Gnae
TpoMATa ¢ BoMa. Ciiel IPHIAraHeTo Ha HATPOMEHH GHIMHpaHH TabneTku Pukcento or 15 mg By
20 mg nosara TpabBa fa 6b1e mocHeABaNA He3a6aBHO OT CHTCPaJIHO XpaHeHe (BXK. To9Ka 5.2).

43 IIporuBonmokaIREHE

CBpPEXYYBCTBHTE/IHOCT KhM aKTHBHOTO BEINECTEO HIH HIKOE OT BOMOIIHHTE Belm
TOYKa 6.1,




AKTHBHO, KIMBHIHO 3HAYHMO KBPBEKE.

Jleana wm creTogHue, ako Gbae cweTeHO, Ye MpeCTARITRA IHATHM PHCK 3a rONAMO KupBere. ToBa
MOX¢e 1a BKJIO'BR HACTOAINA HITH CKOPOLIHA racTPOMHTECTHHAIHE A3B4, HATMUHE HA LIOKAYECTBOHK
HEOIIA3MH C BHCOK PHCK 33 KbPBCHE, CKOPOLTHO HRpaHABaHe HA ITIABHUS WM FPBGHAMHHS MOIB,
CKOPpOIIIHA ONEpAllHA HA IIABHUA MOSEK, IPROHATHHA MO3BK HITH OYHTE, CKOPOITHA BETpeHepellHa
XEMOparud, HIBeCTHH WIH CYCIIEKTHH €30()arealHH BAPHIH, ApTEPOBCHOZHH MAN(DOPMAIHH, CHIOBH
AHCBPH3IMH WIH rojicMH HHTPACIIMHATHH HIH HHTpalepeSpant ¢hA0BY aHOMANIHH.

EXHOBPEMEHHOTO JicHeHHE C APYTH aHTHKOATYJIAHTH, HAanp. Hedpaxmmorupay xenapun (HOX),
HHCKOMOJICKYJIHH XeIApHHH (EHOKCAIAPHH, JATTeNAPHH H JIP.), IPOM3BOIHM HA Xemapuna
($pounanapunyke 1 mp.), mepopanuu AHTHKOAryaHTH (BaphapHH, NaORTATPAH ETEKCHIAT, AMAKcAbAn
H JIp.), OCBEH HpH crieHHIEH OGCTOATENCTRA 38 CMAHA HA JICHCHHETO ¢ AHTHKOATYJAHT (BXK. TOYKA
4.2) umu koraro HOX ce nprnara B 1034, HeoGXOIHMY 3a HOAMLPAAHETO HA OTBOPEH LIEHTPANeH
BCHO3CH HIIH apPTePHATIEH KaTeThp (BK. TOUKa 4.5).

HepuonpoGuo 3a6onsBae, CBEP3AHO ¢ KOoarynonaTHa ¥ KITHHHIHO 3HAYHM PHCK OT KLpBEHe,
BKIIOYHTC/IHO mALMeHTH ¢ Hposa ¢ Child Pugh B 1 C (k. Touka 5.2).

Bpemennoct H xppMene (Rk. Touxa 4.6).
44 CuaenEalBH npeaynpexnecHns B HpennmasHH MEPKRE HPH yRoTpeba

Hpenop'vma €€ KNTHHHAIHO Haﬁmonerme, CHOTBETCTBAINO Ha IPOBEXKIAHATA AHTHKOAryIauMia B X04a
HA LeIHA [IEPHON HA JICUEHHE.

Puck or xemoparus
Kaxkro u ¢ apyrn anmuxoarynanrs, namsenture, koHTo npuemat PrkcesnTo, Tpa6Ba fa ce mabimosapar

BHHMATEITHO 38 HIPU3HALM Ha KEpBeHe. IIpenoprusa ce ynorpebara ¢ nopumeno BuEManue pH
CBCTOAHHA ¢ TIOBMINGH PHCK 3a xeMoparus. [Ipanoxensero va PuxcenTo tpataa na ce TIPCYCTAHOBH
[P NOSBA Ha TCKKA XeMODPATrH4.

B lHHUIEIETE NpOYBAHAS UTaBHIHO KbpPEEHS (T.e. OT HoCa, BeHITE, CTOMAMIHO-9PEBHKA TPAKT,
[THKOTHO-IONOBHSA TPAKT, BIJIOUHTEIHO AGHOPMHO BAIHHAITHO MK YBEIHUYCHO MEHCTPYAITHO
KBPBEHE) H aHeMHA c¢ HabmonaBaT no-vecto IIPH THITOCPOYHO JIeYeHAE ¢ pHBapokcaban B
cpasnerHe ¢ neveHne ¢ ABK. ITo Tasn npidvna, B 10MbIREHHe K6M AEKBATHOTO KIMHAYHO
HabozneHue, TaGopaTopHO H3cAenBaHe Ha XemornoGuua/xeMaTokpyTa 61 MOro a Ghe oT nosa 3a
OTKpHB&AHE HA OKY/IITHO KbPBEHE H 32 ONPEACNIAHE Ha KIIMHATHATA 3HAYMMOCT Ha SBHO KbpBeHe, 110
NpeneHKa Crope CiIydas.

Hixo/xo noarpynu narpieHTy, onacanu I0ApoOHO Ho-A0MY ¢4 ¢ MIOBHIIEH PHCK OT KbpBeHe. Tesn
DAIMEHTH CIeZBa A4 6uIaT BHMMaTeHO IpocieReny 3a Ge/1esn H CHMIITOMH Ha CBEP3aHH ¢ KBpPBEHE
YCNOKHCHHA H 8HEMHA ClIe]l HAUAJIOTO HA JIEGEHHETO (BXK. TOURA 4.8).

TIpy BeaKO HEH3ACHEHO NOMIDKABAHE HA XEMOITIOGHHA HIIH KPBBHOTO HaNATaHe TpadBa Aa ce ThpCH
H3TOMHHK HA KbpReHe.

Brnpexu ye sieuenuero ¢ pusapokcaban He w3KckBa PYTHHHO HPOCTIeASBAHE Ha €KCIIOIHIMSTA,
HHBATA HA PHBApOKcabal, HIMCPEHH ¢ KaTHOPHPAH TECT 38 KOTHIECTBEHD OlIpeie/ITHE Ha
aHmugaKxTop Xa, MOraT Ia 6BAaT OJICIHHE B W3BLHPEHH CHTYAIHH, KOTATO JAHHHTE 34 eKCIIO3MIMATA
Ha pHBapokcalan MoXe A2 TOMOrHAT 34 B3eMaHe Ha HH(OPMHpPAHH KITHRHYHH PeIICHNAS, HATIp.
TIPEACSHPAHE H CHIEIHA XHPYPraa (RX. TO4ka 5.1 u 5.2)

Ex6peano e




Aa oBefie 10 MOBHIIEH PHCK OT KEpBeHe. PHkcesTo TpsAOBa Ma ce mpuiara BHUMATEIHO TIPH NALHEHTH
€ KPeATHHMHOB KIMPEHC 15 - 29 ml/min. He ce mpenopraea ynotpeGara NpH NALKEHTH ¢ KPEATHHUHOB
KmapBHC < 15 mi/min (8. Toukm 4.2 u 5.2).

Puxcenrro Tpabea 1a ce npanara BHHMATENHO IIPH NALMEHTH ¢ GE6peTHO yBpexkaaHe, Moy aBammy
ENHOBPEMEHHO APYTH JICKAPCTHA, KOHTO NOBHINABAT INIA3MCHHTE KOHLCHTPALMH Ha pasapokcafan
(s TOUKA 4.5).

BaaMonelicTeue ¢ ApYTH IEKAPCTREHH OPONYKTH
He ce npenoppusa ynorpebara Ha PHKCETTO PH NaHEHTH, KOHTO [IJTYIABAT €THOBDEMEHHO

CHCTEMHO JIYEHHE ¢ A30I0BH AHTHMHKOTHIH {KATO KETOKOHA30/, HTPZKOHA30/1, BOPHKOHA3ON K
nocaxona3o) wm HIV-nporeassn HHXuGHTOpH (HANp. paToHABAp). Te3H AKTHBHH BEIECTRA ca
momtuy HixubHTops Ha CYP3A4 ¥ Ha P-gp ¥ no Ta3H TIpHYHEA MOTAT A8 NIOBHINAT IL1a3MEHATA
KOHLIEHTPALHS H& PHBAPOKCA0aH N0 KIHHHIHO 3HAMHMO HHBO (CpemHo 2,6 mbTH), KOETO MOXe Aa
ZoBene [0 NOBHINIEH PHCK OT KLPBEHE (B, TOUKa 4.5).

Heobxonmmo ¢ pHHMaHMe IPH NAIMEHTH, KOHTO ¢/IHOBPEMEHHO Ca HA JIEYSHHE C ISKAPCTREHH
NPOAYKTH, KOHTC NORMHABAT XEMOCTA3ATA, KATO HECTCPOHIHH MPOTHBOBLINAIHTEIHHE CPEACTRA
(HCIIBC), aneTnncamsumiosa KHCEIMAA H HHXHOMTOPH HA TPOMGOLMTHATA arperaius Wid
CeNeKTHBHK HHXHOHTOPH Ha 06paTHOTO 3aXBallaHe HA CepoTOHMHA (selective serotonin reuptake
inhibitors, SSRI) 1 unxubHTOpH Ha 0GPATHOTO 3aXBAMAHE HA CEPOTOHHHA H HOpENHHEDPHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). [Tpi nausenTHTe ¢ PHCK 38 YIIEPO3HO
CTOMAITHO-IPEBHO 3a00NIABaHE MOKE Jia Ce JIOMHCITH 38 TOAXOMAINO MPOQHIAKTHIHO AedeHHE
(k. TOuKa 4.5).

HCKOBH H 38 KbPBEHE
Kakro 1 ¢ apyrs anTETpOMGOTHYHY cpencTBa puBapoKcaGaH He ¢ NPENOPHYBa IPH NAIMEHTH C
MOBHIIEH PHCK OT KEPBEHE, KATO:

*  BpOJeHHM WIH NpHO0GHTH HAPYIUEnNS B KPLBOCECHPBAHETO;

*  HOKOHTPOIHPaHa TEKKa apTepHaiHa XHIICPTOHHS;

*  ZIpYro CTOMAIHO-4peBHO 3a860nsBane 063 aKTHBHO pazd3BABaHE, KOETO MOTEHIHATHO MOKE Aa
AOBECAC [0 YCHOMHEHHA ¢ KbPBeHe (HANp. BB3MATHTETHO 3a00/IBaKS HA YEPBaTa, 30(0arnT,
TACTPHT H ractpo-esodareansa pedurykcua Gonecr);

*  CBHAOBA PETHHONATHA,

*  OpoHXHeKTasHM HIH AHAMHE3a 33 KbPBEHE B GeImHs

Apob.
IIAUHeHTH ¢ KIIANHH [POTE3H

BesonacroctTa H eukacrocTTa Ha PHkcesTo He ca npoyyenn TIPH MALHEHTH CBC CHPASYHO KIAMHO
IIpOTe3HpaHe; N0 TA3H NPHIHHA, HAMA 1AHHH B IOJKPENa Ha TOBA, Ye Pukcerro ocHrypsea
AICKBATHA AHTHKOATY/AIMS B TA3H NOMy/Iaud naupeHTy. Jleuennero ¢ PrkcesTo He ce npenops
HpH Te3H NAUHEHTH, '

HTH ¢ He 0 0 eHe. xouTo nosiexar Ha ITKH ¢ nocrasaie ga crent
Hamuany ca KIMHWMEE JaHAR, NOTYYeHH OT HHTEPBEHIMOHANHO IPOYYBANE, C OCHOBHA L€
H3CIIeABAHE HA Ge30NacHOCTTa MK MALMCHTH C HEKIANHO MPEACHPIHO MEXICHE, KOKTO ¢a GITH
nonnoxeny Ha IIKH ¢ nocrassne Ha crenr. JlaHHATe 38 ehHKACHOCTTA IPH TA3H MIOHYNALMA ¢a
OrpaHHYeHH (BK. TOUKH 4.2 1 5.1). JIMNCBAT JaHHA 38 TAKHRA NALEHTH C AHAMHE3A 3a
HHCY)IT/IpexofieH nexeMuded npuersn (TTHLT).

XeMonuHAMAMHO HecTAGHIHY maupetrtv ¢ BE Wiy nanenTH, KOWTO ce HyXIadT oT TPOMOOINH3A HITH
6enonpobua emfoneiromus.

PHKCENTO He ce NMPenopsYBa KATO ANTePHATHEA HA HepaKIHOHHpAHHS XEapHH TIPH NALHES
6enonpoGen eMGOMAsEM, KOHTO Ca XEMOAMHAMBYHO HECTAGHIEH WK Ha KOHTO MOSKe g CoskE
Tpomboniza wiH Geofpobia eMGOTKTOMAS, THil KATO Ge30NACHOCTTA H epHKACHO
Puxcenro He ca ycraHoBeHM npH Tesu KNMHAYEA CHTYaLH.




€ AHSCTCINA MM

Koraro ce H3Io/I3Ba HEBPOAKCHATHA AHECTE3HS (cHHANHA/eTHAYpaRHA AHECTEIHA) HIH
CTHHAHA/eMHUYPaIHa HyHKLHA, NAUHCHTHTE, TPETHPAHH ¢ AHTHTPOMGOTHYHH CPE/ICTBa 38
TIPEBCHIMA Ha TPOMGOCMOOMIMEN YCIOKHEHHS, €A TO/IOXEHHH HA PHCK OT NOABA HA ENUAYPaneH
HITH CITHHATICH XEMATOM, KOHTO MOXe /1 I0BSJIE 10 TLITOCPOYHA M TpaitHa Mapannsa. Tosn puck
MO3Ke 21g Ce NOBHINH OT NIOCTONEPATHBHATA YNOTpe6a Ha BEBEKNAI CIMAYPANCH KATETHP WIH
€NHOBPCMCHHATA YTIOTPE0a Ha IEKAPCTBEHH MPOYKTH, TORTHABAIM XEMOCTaZaTa. PUCKET MOKe Aa
C€ HOBHIITH CHILO Taka H OT TPABMATHYHA HTH MHOTOKPATHA EMMIYPATHA WIH CIHHATHA TYHKLMN.
IamsenTaTe TpabBa ecto Aa GHAAT NPOC/EaABAHH 32 MPH3HAIN H CHMITIOMH Ha HEBPOJIOTHIHO
yBpexKzaHe (HAID. H3TPLITBAHE HIH caGoCT B Kpakara, AHCKOMQOpT B 9epBaTa WM NHKOTHHA
Mexyp). Axo 6ble KOHCTATHDAH HEBPONOTHYEH ASQHLMT, ca HEOGXOIAMH CHEIIHO JHATHOCTHI[HpaHE
H neveHre. [Ipenu HeBpOaKCHAIHA HHTEPBEHLIHA, IEKAPAT TPAGBA /1a IIPEIIeHH CHOTHOMICHHETO
MEHXIy NOTCHIHAIHATA TI0/I32 H PHCKA NPH NAUMEHTH HA AHTHKOAIYTIAHTHA TEPAITHA WIH [MALMEHTH,
KOHTO e 61T NOMIOKEHH Ha AHTHKOAI'YIAHTHA TEPaLIkg, 3a TpoMGonpodunakraka. Hama
KIIHHH9€H OIHT ¢ ynorpebara Ha 15 mg papapokcabaH B Te3u CHTYaIHH.

3a HAMAJIABAHE HA MOTEHLMAITHHA PHCK OT KEPBEHE, CEBP3AHO C SHOBPEMEHHCTO IPHIATaHe Ha
pHBapokcabaH 4 HeBPOAKCHAIHA (eIMIyPATHA /CITHHATHA) AHECTEINs WIH CHHHATHA TYHKIIHA,
Tps6Ba Aa ce uMa NpeABHA GapMaKOKHHETHUHHA npoduT Ha puBapokcaban. [locTapsHeTo HiH
NpEeMAXBAHCTO HA ENHAYPANCH KATCTHD HWIH JTyMOaiHa MyHKIHA ce H3BBPIIBA Hali-N1o6pe, KOTaTo
RHTHKOATYRAHTHMA eQeKT Ha puBapokcabal ce OLIEHIBA KATO HACHK. BEHIPeKH TOBA, TOTHOTO BpeMe
34 NOCTHIraHe HA I0CTATBYHO HHCBHK AHTHKOAI'YNIAHTEH e(eKT 38 BCEKH NAlMEeHT He € H3IBECTHO.

3a OTCTPaHABAHCTO Ha SMUXYPATHHA KATETHD H BE3 OCHOBA HA OGLIHTE (apMAKOKHHETHHHN
XapaKTCPHCTHEH, [IOHe 2X MOMYXKHBOTA, T.e. Hali-Manko 18 gaca pH Maany nanMenTd Wid 26 qaca
TIpH MAIHEHTH B CTap9ecka BE3PacT, TpA6sa Na ca MUHAJIH ClIe/] IOCASAHOTO NPHIOKEHHe Ha
puBapokcaban (Bx. Toyka 5.2).

Caen oTcTpansraHeTo HA KATETLpA, TPAGEA 12 H3MUHAT HAN-MAIKO 6 Taca TpeIH NPHMICKEeHNAE Ha
C/IeABAMIATA 1038 PHBapoKcabanu.

IIpu nosBa Ha TpaBMaTHIHA MYHKITHA, NPUIOKEHHETO Ha PHBAPOKCAGAH Tpsa6a na OBle OTNOoMXKEHO ©
24 gaca.

]] : : A MHBA3HBHH TIPONENYDPH HIH XHDYDIrHYHH HHTEPBEHIH)
AKO Ce Hanara IpOBEK]IAHE HA HHBASHBHA npoLeaypa WiH XHPYPrHIHa HHTEpBeHuHs, Puxcenro 15
mg Tpa6ra 1 GBAE CIPAH O FH3IMOKHOCT HoHe 24 Uaca Tipe/IH UHTEPBEHITMATA M BE3 OCHOBA Ha
KIIHHH'THATA NPELCHKA Ha JIEKYBalu4 Jexap.

AKO IpoLe/ypaTa He MOXe A2 6b/le OTNOKeHa, TpIOBA 8 ce HpeleHH NOBHIICHHIT PHCK OT KbpBEHe
CIPAMO CHEIIHOCTTA HA HHTEPBEHLMATA,

IIpueMsT Ha PukcenTo Tpatsa a ce BH30GHOBH BH3MOKHO Hali-CKOpO CJic/] HHBa3HBHATA TIPOLEypa
Wk XMpYPrH{HATA HHTECPBEHIMS, AKO KITHHUYHATA CHTYAlHA TI03BOJIABA H € IIOCTHTHATA ANeKBaTHA
XEMOCTa3q, KAKTO € ONIPEAENCHO OT JISKYBAIiA JTekap (B, TouKa 5.2).

Honynaums B crapuecka mpapact
C yBeNuqaBaHeTo Ha BRIPACTTE MOXKE J[a C& YBENHTH PUCKBT OT XeMOparud (Bx. To4ka 5.2).

Jepmaronornamy peaximu

Tlo speme Ha nocTMapkeTHRTOBO HaGmoneHUe BHE BPB3KA ¢ YTIOTpebaTa Ha puBapokcabaH ce
c0011aBa 38 CEPHO3IHH KOXKHH PCaKIHH, BKIHOTHTEIHO CHHAPOM Ha Stevens-Johhson/Toxcuana
CIHfepMania Hekpomza 1 DRESS curnpom (sx. Touxa 4.8), Harnexnaa, ge namuenTire ca
H3NIONEHH Ha HAH-TOJAM PHCK OT Te3H PSAKIIMM B HAYAIOTO HA TEPAITHATA; B IIOBEYETO CIIY4IaH,
HAYAIOTO HA peaKIHATa ¢ NPOARARA IIPE3 ITHPBHTE CEAMHELIM OT JICYCHHETO., Pupapokcaban Tpatpa
7 ¢e TIPEYCTAHOBH TPH ITEPBA T104BA Ha Te:KbK KOKeH 0OpHB (Hanp. PasmpoCTpaHABAN] Ce,
HHTEHSHESH W/HIH CBHp3aH ¢ 06pasyBaHeTo Ha MEXYDH) WIH APYT NPU3HAK Ha
CBPBXTYBCTBHTE/IHOCT, CBBP3aH C NE3HH HA JIMTABHIIATA.

Hudopm 34 IICMO, BeIlECTRA

Puxcenro craspka naxrosa. [amenTy ¢ PelKH HACACACTBEHH NMPobiIeMH HA HENOH(
FanakTo3a, MhICH IAKTA3eH Je(HUMT HAH NIOKO30-TAAKTOZHA Manafcopbuns He Tp
DIPHEMAT TOBA IGKAPCTRO,




4.5 BsaEmojeiicTsae ¢ ApPyrY NeKapcTBEeHR NPOIYKTH H APYrH (popMHE HA BIauMoeiicTBRE

Huxuturopn Ha CYP3A4 y P-gp
EnHOBPeMEHHOTO NpUIIOKEHHE HA pHBapoKcaban i keTokonason (400 mg eAMH ITET JHEBHO) WM

puToHaBHp (600 mg KBa ITeTH AHEBHO) BOaM A0 2,6 eTH / 2,5 1bTH Mo-BrcoKa cpemta AUC Ha
pHBapokcaban u 1,7 meT / 1,6 mbTi mo-BHCOKa cpea Cmax Che 3HAYHTENHO IOBHINABAHE HA
¢apMakoIMHAMHIHHTE e()eKTH, KOETO MOXKe 1A JOBE/E JI0 MOBKINEH PHCK OT KbpBene. ITo Tasw
NPHYHHA He Ce Ipenopbyba ynoTpebara Ha PHKCenTo NpH NANMEHTH, KOKTO TOTYdaBaT
€NHOBpEMEeHHO CHCTEMHO JICUCHHE ¢ a30JI0BH AHTHMHKOTHIM KATO KETOKOHA30, HTPAKOHA3O0N,
BOPHKOHA30M H focaxonazon Wik ¢ HIV-nporeasan nHxH6HTOpH, Te3H aKTHBHE BellecTBa ¢4 MOITHH
uuxuturopu Ha CYP3A4 u P-gp (Bx. Touxa 4.4).

OvaKea c¢ AKTHBHH BEMIECTBA, KOHTO CWIHO HHXMOHPAT caMo ¢/IMH OT MHTHILATA HA eIAMUHMPAHE HA
puBapoxcaban wnd CYP3A4 win P-gp, Aa NOBHINAT B NO-MaJIKa CTENEH TUIA3MEHITE KOHICHTPAIHH
Ha puBapokcabaH. Hanpumep, xmapurpomumun (500 mg fBa reTi AHEBHO), KOKMTO Ce MpHeMa 3a
crneH mxuburop Ha CYP3A4 1 ymepen unxuGurop Ha P-gp, Boau 0 NOBHIIABAHE HA CPEAHATA
AUC na pusapokcaba ¢ 1,5 bty # #a Cmax - ¢ 1,4 o1, B3auMoAeiicTBHETO ¢ KAGPATPOMUIHH
BEPOATHO HE € KIMHHYHO 3HAYHMO ITPH NOBEYETO NALMEHTH, HO MOXe a Ohe NoTeHIHaNHO
3HAYHMO NIPH BHCOKOPACKOBH TALMENTH. (3a nalmenTH ¢ O56peuHo yBpexxaane: BK. Touka 4.4).

Eparpomuis (500 mg Tpu neTH NHeBHO), KoliTo nuxubupa ymepeno CYP3A4 1 P-gp, somm zo 1,3 et
nobHimeHHe Ha cpeaHata AUC 1 Cmax na puBapoxcabas. B2anMoIeiiCTBHETO ¢ ePHTPOMELIME BEPOSTHO
He € WIHHHYHO 3HATMMO MpH TOBEYETO NALMEHTH, HO MOXe Ja ObAe NOTSHIMAIHO 3HAYMMO IPH
BHCOKOPHCKOBH IAIMEHTH.

Tlpu Jsma ¢ siexo 6u6pearo yBpexcnane epuTpoMHIMH (500 Mg TpM THTH AHEBHO) BOAM 10 1,8-KkpatHo
nosMmapase Ha cpexuara AUC pa puBapokcaban 1 1,6 meTH noBuuieHne Ha Cmax B CpaBHEHHE C
HHANBHIH ¢ HopManna 6b6peuna dynxuns. TIpy mHua ¢ ymepeno Gu0peuHO yBpexkAaHe EPHTPOMHITHH €
Aosent Ao 2,0 meTH nopAMenne Ha cpemHata AUC Ha paBapokcaban u 1,6 meTH nosumerme na Cnax B
CPaBHCHHE ¢ HHAMBHIHM ¢ HOpMATHA 666peuna dynxuus. EQekTrT Ha pHTPOMMITEH € aAHTHBOH KbM TO3H
Ha 6EOGpeuHOTO yBpeKaane (B, TouKa 4.4), '
Dnyxonason (400 mg exuH BT IHEBHO), KOKTO ce CMsATa 32 YMepeH HHxuGHTOp Ha CYP3A4,

BOJH 10 nosHmaBake ¢ 1,4 meH Ha cperara AUC Ha pusapokcaban u 1,3 sTH Ha cpeaHaTa -

Cmax. BaaumozieiicTereTo ¢ quIykoHa30 BEPOSTHO He ¢ KIMHHYHO 3HAYHMO [PH TIOBETETO

NAIACHTH, HO MOXe a ble NOTEHIMATHO 3HAMMMO FPK BHCOKOPHCKOBH NAlieHTH . (3a

naumMeHTH ¢ 6EOpedHO yBpekIaHe: BIOK Touka 4.4).

KaTo ce umar DpenBH OTPAHHICHMTE KIIHHHYEH JaHHH ¢ IPOHEJAPOH, EAHOBPEMEHHOTO
OPHIOKEHHE ¢ pHBapokcaban Tpabea na ce mbarea.

AHTHKOATYITANTH

Crnen xoMOGHHMpaHO IPHIICXKEHHE Ha eHOKCATIAPHH (SAHOKPATHA 1033 oT 40 mg) H puBapoKcaban
(emHOKpaTHA A03a OT 10 Mg) ¢ HabmoORABAH aAATHEEH epeKT BEPXY AKTHBHOCTTA Ha anTnjakTop Xa,
Ge3 HIKAKBH JOITHIHWTENHHK e()eKTH TI0 OTHOIEHHE HA koarynauponuure Tectose (PT, aPTT).
EHOKCANapHH He € NORIHAN (PAPMAKOKHHETHKATA Ha PHBApOKcabaH.

Topay NOBHIIEHMA PHCK OT KBPBEHE € HeoOXO0HMO BHEMAHKE NPH NALMEHTH, KOHTO ¢4 Ha
COHOBPEMEHHO JIEYCHHE ¢ APYTH AHTHKOAryJIaHTH (BXK. TOUKH 4.3 H 4.4),

H HHXHOATOpH Ha TpoMGO T
He ¢ nabmopasano KIHHIYHO 3HAYMMO YARDKABAHE HA BPEMETO HA KBPBEHE CIIe] €JHOBPEMEHHO
HPHIONEHRE Ha puBapokcaban (15 mg) n 500 mg nanpokcen. Bripeky TOBA € BHIMOKHO
TALAEHTH C N0-H3pales (apMaKONHHAMUYEH OTrOBOp.




He ca sabmonasany KIHHHYHO 3HAYHMH (apMaKOKHHETHYHH AIIH (apMaKOIHHAMHYHN
B3AHMOZICHCTEUS NIPH €AHOBPEMEHHO NIPHIOKEHHE Ha puBapokcaban u 500 mg aneTwicamupaiosa
KHCCITHHA.

Knomapnorpen (300 mg RayanHa nosa, nociensata or 75 mg noATbpkama A03a) He € oKa3a)
(apMakokuBETHIHO B3auMO/elicTBHE ¢ pupapokcaban (15 mg), Ho e HABIOABAHO 3HATHMO
YABDKABAHE HA BPEMETO HA KBPBEHE 1IPK €/jHa [OArPYNa MaleHTH, KOSTO HE € KOPETHpaio ¢
arperaiaTa Ha TpoMGoLMTHTe, HMBaTa Ha P-cenexrun wiu GPIIb/IMa penerrropute.

Heo6xomuMo ¢ BHHMaHRE NPH NALMEHTH, KOHTO €XHOBPEMEHHO ¢a JeKyBanH ¢ HCTIBC
(BRIIIOTHTENHO ALETHICATHLIWIOBA KHCENHHA) H HEXHOHTOPH HA TPOMGOIMTHATA ATPEraips, HOHeke
TE3H NICKAPCTBEHH NPOAYKTH OOHKHOBEHO NOBMINABAT PHCKA OT KbpBeHe (BXK. Tovuka 4.4).

SSRI/SNRI

Kakro npH apyry anTMKoarynaHTH MOXKE 1a CHINECTBYBA BE3MOXKHOCT NALMEHTHTE A CA G IIOBYIICH
PHCK OT KbpBeHe B CIfyqali Ha ChITETCTRaWA ynorpeba che SSRI mmn SNRI nopam ediexra HM BBpXy
TpoMGoIHMTHT®, 3a KOiTO ce chobmara. ITpn chITbTICTRAMA YNOTpea B KTHHMIHATA nporpama ¢
PHBApOKCA0aH, BbB BCHYKH [PYITH Ha JIeYeHHe ce HaGMOAaBa YHCIIEHO NO-BHCOKA 9eCTOTA Ha FOJIAM
HIH HErOAM KIHHHYHO 3HAYHAM KPBBOH3IHE,

Bapdapun

IpemyHasaneTo ot eweHMe ¢ aHTaroHHcTa Ha BuTamus K sapdaprn (INR 2,0 o 3,0) KeM Jiegerme ¢
pueapokcabaH (20 mg) wim or paeaporcaGan (20 mg) kbM bapdapun (INR 2,0 1o 3,0) noeumasa
CHOTHOIIEHHETO MpoTpoMOuHOEO BpeMe/INR (Neoplastin) mosede oT amATHBHO (BEIMOMKHO € 14 C&
Halmiozasar orenHy crokHocTd Ha INR no 12), Jokaro edexruTe nNo orHomenue Ha aPTT,
MEXMOMpAaHETO HA AKTHBHOCTTA HA (aKTop Xa H NOTEHIMANA HA eHI0TeHHAN TPOMOHH Ca ANHTHBHH,
IlpH xenanpe fa ce u3cnenpar PapMakoRMHAMITIHMTE SHEKTH HA pUBapoKcaban B TIEpHOAR Ha
CMAHATA Ha TEPAIMATA MOTAT /1a C¢ M3MOMI3BAT MOKA3ATENM KATO AKTHBHOCT Ha aRTU-(akrop Xa, PiCT
H Hepiest, moHexe Te3H TecToBe He ce MOBIMABAT OT papdapun. Ha dersspTus AcH cien nocneauara
038 BapdapuH, Bowuxe noxasatend (pici. PT, aPTT, mixubupade Ha akTHBROCTTA Ha taxTop Xa u
ETP) otpasssat euuCTBeHO edexTa Ha puBapokcabaH,

Ipy sxenarvie aa ce macnenpar dapmakoguHamMuHUTe e(peKTH HA BapdapuH B NEpHOA Ha CMAHA Ha
TepaimaTa MOXKE Aa ce Wanon3ba mMepeaneTo Ha INR npu Ctrough Ha pusapokcaban (24 uaca crex
NPSAXO/IHAA TIDHEM HA puBapokcabaH), Thi KATO TO3H NOKA3ATEN CE NOBIHABA B MHHHMAJIHA CTeneH
OT puBapoKcabaH B TasH BpeMeBa TOUKA.

He ¢ Habmozasano $papMakokAHETHHHO B3auMONEHCTRHE MEXKITY BapiapHH H pHBapoKcaGaH,

Hunykropn ga CYP3A4

EnHOBpeMeHOTO IpHIOXKeHHe HA PHBAPOKCAGAH M MOIUHHA maaykrop Ha CYP3A4 pudamimaumna
BoZH 110 okono 50% nonmwkasae ba cpennata AUC 3a pusapokca6aH, ¢ yCIopeaHo HaMaNSBaHe Ha
dbapmaxomumamramire My edexrn. EanoBpeMenHaTa ynotpeba pa paBapokcabaH ¢ ApYrH MOIIHA
uBAykTopH Hit CYP3A4 (Hanp. derwrrony, kapGamasers, GeHobapGHTAI WM %ot KaHT2pHOH
(Hypericum perforatum)) cvmo Mosxe Ka JoBeIe N0 HAMANCHH [LIa3MEHH KOHLIEHTPAIHH Ha
puBapoxcaban. 3arosa Tpabsa na ce H3barBa €JHOBPEMEHHOTO NpHIIATaNe Ha MOIHH HHAYKTOPH HA
CYP3Ad, ocBeH aKO DALHEHTET HE C& CICAH BHAMATEIHO 3a GEIesH | CHMITTOMHM Ha Tpom0bO3a.

Jpyrs chsTeTRaiy Tepamu

He ca Hafmozasany xMEWIHO 3HATHMY apMaKOKMHETHYHH HiH apMakoTHHAMHIHY
B3AHMONEHCTBHA NIPH €HOBPEMEHHO NPHJIOXKEHHE HA PUBAPOKCAbAH H MUIA30/aM (cyberpar Ha
CYP3A4), marokcun (cySerpar ra P-gp), aTopeacraran (cyGerpar Ha CYP3A4 u P-gp) wn
OMenpasoNl (MHXHGHTOP Ha MPOTOHHATA NoMa). PrBapokcaban mimo HHXAOHpA, HHTO MHIYIHHpPa
HAKOA OT OCHOBHHTE H30(¢opMHE Ha CYP, Hanpumep CYP3A4. e

JlabopaTophn nokasaresu
Koarynansousure napamerpu (sanp. PT, aPTT, HepTest) ce nopmusaear cHopen o4
OrJieN Ha MEXaHW3MA HA AelicTBYe Ha pupapokcaban (Bx. Todka 5.1).




4.6 DepTRaHTeT, GpeMeRHOCT B KhpMERE

bpemenHeer
besonacHocTTa H edHkacHoCTTa Ha PrEcerTo npy GpeMeHHH XEHH He ¢4 YCTAHOBEHH.

IIpoy4BaHusTa [P MHBOTHH TOKASBAT PENPOIYKTHBHA TOKCHIHOCT (B, To9Ka 5.3). Iopanu
NOTCHIHANHATA PSHPOAYKTHBHA TOKCHYHOCT, IPUCHITHA PHCK OT KEpPBREHE H NaHHHTE, NOKA3BaIH,
e pHBapokcabaH OpeMHHABA NPE3 IUIALEHTAT, PHKCENTO € NPOTUBONOKA3aH O BpeMe Ha
OpemennocT (BaK. TOUKa 4.3), JKenuTe ¢ neTepolen noTeHIMan TpsGsa Aa W3BATear na
3afpeMeHsBaT O BpeMe Ha IEIeHHETO C PHBApOkcabaH.

Kznpmene

be3onacHOCTTa H epUKACHOCTTA Ha PHKCENTO IpH KEpMEIH A&EHH HE CA YCTAHOBECHH.
TIpoyyBasusTa (PU KHBOTHH NOKAIBAT, Se puBapokcalan ce cexpeTnpa B MsKoTo. Tlo Tazu
npsauHa PukcenTo e mporueonokasan B epHolia Ha kepMene (B, Touka 4.3). TpaGea aa ce paeme
PeHIEHHE TATH Aa Ce MPeyCTAHORH KbPMEHETO HIIH /13 Cé NIPEYCTAHOBH/ /1A He CE IPHIONKH
Tepanusra.

DepTHIHTET
He ca npoBexxaatn KoHKpeTHH NPOoyYBaHus ¢ PHBAPOKCAGAH MPH XOpa 3a OLIeHKa Ha e)eKTHTE 1o

OTHOIEHHE Ha gepTiwmteTa. IIpH eHO OpOy4BaHe O OTHOLIEHME HA (PEPTHIHTETA IPH MEXKKH U
XKEHCKH TUTBXOBe HE ¢a HaDmoaasanu edexrd (Bk. Touka 5.3).

4.7 E¢exTn BLpxy coocobHOCTTA 32 mogupase ¥ pafoTa ¢ MAMMARA

Puxcesrro normisBa B Majika cTeneH criocoGHOCTTA 38 modHpase H paboTa ¢ Manmay, MMa cro0meHns
38 HEXENTAHH PeakiMy, KATO CHHKON (YECTOTA: HEYECTH) M 3aMagHOCT (MECTOTA: YeCTH)

(Bk. TOIKA 4.8). TlanueHTHTE, IIPU KOHTO c& PASBHAT Te3H HEXeNanu peakiuK, He Tpa0Ba Aa
modupat wm pabotar ¢ MaumHR.

4.8 Hexensun NexapcTBEHH peaknun

Peziome Ha npoduna Ha SesonmacHoct

BesonacHocTTa Ha puBapokca0an e poyuena B TPHHAASCET KIHHHYHY IPOYYBAHHA (asa
II1, o6xBamany 53 103 NALMCHTH, CKCTIOHHPaHH Ha puBapokcaban (Bxc. Tabmuwa 1).




Tabamna 1: Bpoii npoyuenn naneenTn, 06ma nesn2 J032 M MRKCHMAJIHR

RPOAL/KHTENHOCT HA JEYeHHETo UPH Npoyusanns $asa I1I

Maxcamanaa
IHoxasanue nal:;u]::l L* 06"‘;;;:”” IpOAB/GKHTEIROCT
HA NieIeHHeTo

Tpodumnaxruka Ha BeHO3eH 6 097 10mg 39 nm
TpoMboemGomrseM (BTE) npu
BB3PACTHH MNALMEHTH, IOANOKEHHA Ha
IUIAHOBO CTABHO MPOTE3HpaHe Ha
Ta300eIpeHaTa HITH Ha KOJILHHATA CTaBa
Mpodunaxraxa na BTE npu 3997 10 mg 39 mum
HOXHPYPIrU9HY IANHEHTH
Jlevenne ua JIBT, BE u npounaxruxa | 0 790 Hen1-21:30mg | 2T mecema
HA PeItHEN JeH 22 u crient ToBa;

20 mg Cnex Haii-

Manko 6 Meceua: 10

mg wiu 20 mg
podunakTHka Ha HHCYNT M cucTemen] / /00 20mg 41 mecena
MOOIMIEM MpPH NMALMEHTH ¢ HERJIAHO

ACHPIHO MBKACHE

Ipoduanaxruxa na aveporpoMGomircmn | 10 225 5mguma 10 mg | 31 mecena
CBOMTHA [IPH TIALHEHTH Clief] OCTHP CBLOTBETHO,
KoponapeH cuHnpoM (OKC) IPHIOKEHH

CIHOBPEMEHHO C

ACK mwm ¢ ACK

WHOC KIORHAOTpelT

HJTH THIUTOIHAWH
Ipodunaxraka Ha areporpomGoruaun | 18 244 5 mg, npunoxesy | 47 Mecena
ch0uTHa NpH natmenTu ¢ KAB/TIAB €AHOBPEMEHHO ¢

ACKwm 10 mg

CAMOCTOATE/IHO

*TIaumenTi, KOHTO ca GHITH CKCIIOHHPAHH HA TIOHE ¢RHa 0033 pHRapoKcaban

Haif-qecto crobmasanmme Hexenany PCaKLHH IDH NALMEHTH, KOHTO MONy4aBar pasapokcalaH, ca

6um xemoparuu (TaGming 2) (8. Touxa 4.4 w “OnmcanHe na w3GpaHu

HEXCIaHH peakiy,, rno-

Aoiy). Hati-aecto cho6mapanuTe XEMOpArHH Ca enHCTaKcHC (4,5%) H KbpBEHe B CTOMAIIHO-YpeBHUS

TpakT (3,8%).




Ta6nnna 2: YecTora Ba chOHTHITA HA KbpBeHe* 4 AHEMHN NPH HANBEHTH ¢ eKCHO3HIH

HA papapokcalan B 3apbpIHJIHTE NpoyuBasns daia 111

Hoxasanme Bcakakss THE Anemus

KbpBeHe
TIpo¢mnakruka Ha BTE npu ,8% oT naientHre | 5,9% OT manmMeHTHTE
BBIPACTHH NAIHEHTH, MTONIOXKEHH HA
IUTAHORO CTABHO MPOTE3HPaHe Ha
Tasc0e/ipeHaTa WIH Ha KOJSHHATA
CTaBa
Hpodunaxraka na BTE npu 12,6% o1 manuenture | 2,1% ot marmenure
HEXHPYPTHYHH ALHEHTH
Jleuernwe va IBT, BE u 23% OT naLmeHTHTE 1,6% ot naumenTuTe
IpoUNAKTHKA HA PEIHIHBH
Ipodwiaxmika Ha HECYNT B 28 Ha 100 2,5 1a 100
CHCTEMEH eMOONH3bM NPH MALHCHTH | NANMEHTOIOAMHM TAITHCHTOTOTAHE
C HEKJIAITHO NPEACHPAHO MEXJICHE
TIpodunakrika Ha 22 ua 100 1,4 Ha 100
arepoTpoMOGOTHYEM CEGHTHA TIPH TIAMHEHTOTOAHHH MANHEHTOrOHHI
Mpodunakrika Ha 6,7 wa 100 0,15 na 100
aTepoTpOMOOTHYHM CHOHTHA IIPH TAIHEHTOTOIHHH NalMEeHTOroAuHu* *

* BeHHKH CHOMTHS HA KBPBEHE OT BCHMKH NpOYHBAHMA ¢ PHBAPOKCaGaH ca CHOpany, NOKIAIBAHH H

OIICHCHH.

** B npoyusanero COMPASS ce HaG/IoNaBa HICKA HECTOTA HA AHEMUA, ThH KATO € IPHIIOKEH

CEIIEKTHBCH NIOKXO0/, 3a chOMpaHe Ha Hexenanu cr6uria

CHmChK Ha HEXENAHH peakuuy B TAOIHYeH pus

HecToTHTe Ha HeXKEIAHHTe peaKiuH, CBEP3AHM ¢ pHBapokcaban, ca o6o6merm B Tabuua 3 no-noy

MO0 CHCTEMHO-OpraHHH Kjiacoe (1o MedDRA) 1 mo wecToTa.

B 33BHCHMOCT OT 96CTOTATA TE CE OIPEAENST KATO:

MHoro gecTH (> 1/10)

yectd (> 1/100 mo < 1/10)
Heyecd (> 1/1 000 no < 1/100)
penxn (> 1/10 000 o < 1 /1 000)
MHoro peaxu (< 1/10 000)




C nenssecraa
YECTOTA
Hapymienas na BTa H AEMQHATS CHCTEMA
Anemus (Bi1. TpomGomuroza (exn.|
CBOTBETHH NOBHIIABAHE HA
naboparopun Gposa na
napamMerph) TpomGormHTe)?,
TpomGonmronemua
| Hapymenna 432 BMYBEATA CHCTEM#
Anteprurna AHapunakTiHy
PeaKis, amepraveH peaKuMH,
JEPMATHT , BKJTIOYHTENHO
AHTrHOGNEM H aRadunaxTHUCH
ANEPrHYeH OTOK MIOK
HapymieHng ga HepBEATA CHCTEMS
3aMaIHOCT, Mozsuen u
raasobomie BLTpedepencH
KPBEOHIIME, CHHKOT
Hapymenng g3 ounTe
Eeu KpBBOMATHE
(BKA.
OHIOHKTHRATCH
OHZITHR)
LCupaeasn napymenns
| Taxukapmaus T
Cri08E Rapymenna
OTOHMA,
XEMATOM
Pecnmparopan, qggn H MEIHACTHHAJIEN HRAPYIWICRES
TTHCTAKCHC,
XEMOITTH3IHC
Cromamuo-upesnn Rapymenng
Kzpeere ot Cyxota B ycTata
BeHI[HTE,
CTOMALIHO-YPEBHH
4 TPAaKT (BKJL.
PEKTaHO
KbpBene),
CTOMAITHO-YPERHI
M a0 JOMHHANHH
Oonxw, mrcnencus,
rajiesie, sanek®,
Anapui,
NOBphiane”®

Xenarobuinapnn sapymenny




NOBHIIEHa aMHjjaza®

Hecta HewecTn Pegkn Muoro peaxn C HeH3BecTHS
: ' JecToTa
Ilosmnasane Ba | YepHoapobuo Kerrennia |
TPAHCAMHHA3UTE | yBpexmaHe , Moeumapane Ha
IoBamieH KOHIOTHpaHHA
6wipyOuH, GraMpyOHH (c win
NIOBHUIEHA aKanHa | 6e3 CHITBTCTRAIND
docdaraza B MOBHINABAHE HA
KpBBTa®, nopumena | ALT),
GGTA Xonecraza,
Xenatur
{BRTIOIHTENHO
XeNaToLeTyJIapHO
YBPCHKNAHC
Hapyinenng HA KOKATA B NOAK0KHATA ThKAR
CopBex (BK. Y pTHKApHS CuHapoM Ha
HEYECTH CITyuaH Ha| Stevens-
reHePATHIHPAH Johnson/Toxcruun
cspbex), obpus, a eluIepMatHa
SKXHMO2H, KOKHH HEKpOomnH3a,
H NOAKOXHH DRESS cuaapom
KPBBOMRITHEH
Hapymenug Ha MYCKYJIHO-CKeJIETHATA CACTEMA H CheTHAHTE/INATS THEAK
B eMApTPO3a Kpbpouume B Kommaprsent
Kpa.ii]{mnne“ MYCKYI CHHAPOM B
pe3ynrar Ha
KBpBEHe
Hapywenngs 5a 6n6penure B nHKoYHETE NLTRIA
Kzpaeue ot : Br6peuna
YPOTCHHTATHHL HENIOCTATRIROCT/O
TPaKT (BKIL. c1pa Gu6peuna
XEMATYDHA H HEMOCTATHYHOCT B
MeHoparus®), pe3ynTar Ha
bn6pemo KbpBeEHe,
yBpeXKnaHe (BKJI. IocTaTh4HA 1A
NOBHILICHHE HA NIpeM3BHKL
KpeaTHHHHA H XHonephy3ns
MOBHIIEHHE Ha
ypesTa B KpBETA)*
Obma Hapymenus u eexTH HA MACTOTO Ha IPHIOKERHE
Morumena Hepasnonoxerue | Jloxamuazmpan
TeMneparypa®, (Bxn. mpAnomasang) | oToK*
nepudepen oTok,
HOHIKEHA 001Ha
CHJIA H
©HePrugHOCT (BKII,
YMOpa H aCTeHHH)
Hscneapanna
Mosumen LDHA,
TIOBHIIIEHA THTIa3a”,




Yecrn ‘Heuecrn Peaxn Muoro peaxn C HeH3BeCTHA
9eCcToTa

HapanaBauus,

oT [PABSHAS H YC/JI0XKHEHHS, Bb3HHKHAJIH B Pe3YJ/ITAT HA HHTepPBEeHIHA

Kspeene cnen ChbaoBa

HAKAKBa ncepoaHeBpu3Ma“

npoueaypa (BKI.

MOCTOINEepaTHBHA

aHeMHs H KbpBEHE

OT paHa),

KOHTY3H4, .

AZ"HabiioflaBany NPy Npo(uIaKTrKa Ha BTE HpH BE3pacTHH TTallACHTH, TIOI0KEHH Ha [L1aHOBO

B: nabmonasanu npu nevenne Ha JIBT, BE win npoHiakTHka Ha peLIIMBH, KATO MHOTO YeCTH npu
JKEHH < 55 roIUHH

C: HabmoJaBaHK KaTo HEYECTH NPH MPOPHIAKTHKA HA ATEPOTPOMOOTHYHH CHOUTHS NPH NALHEHTH
cnen OKC (cnen nepkyTaHHa KOPOHAPHA MHTEPBEHLIHS)

* IpunoxeH e NpeIBapUTENIHO ONPEE/IEH CEIEKTHBEH TIOIXO1 38 ChOHpAHEe HA HEXKE/IaHH CHOUTHSL.
Twii kaTo yecToTaTa Ha HEXE/lAHHTE PeaKLMH HE € YBeJIMUeHa H He € YCTAHOBEHa HOBA HeKeJlaHa
peakius, naHHuTe OT npoy4usaHeTo COMPASS He ca BKIIFOYEHH NPH M34HC/IABaHE HA 4ECTOTATa B
Ta3u Tabnuua.

Onucanne Ha W30paHH HEXKEJIAHH PEAKLIHH

Ilopamy papmakooruunns My MeXaHH3bM Ha JeHCTBHe, ynoTpebaTa Ha puBapokcaGaH MoxKe J1a
Ob/ie CBBP3aHa ¢ MIOBHIIEH PHCK 33 OKYJITHO WITH SBHO KbpPBEHE OT BCAKA ThKAH HIIM OPraH, KOeTo 6u
MOIJIO Jia I0BE/ie O NOCTXeMOparuyHa aneMus. [Ipu3HaImTe, CHMITTOMHTE M TEXeCTTa
(BxmounTeNnHO haTaneH U3XO/) LiE 3aBUCAT OT JIOKATH3ALMATA H CTENEHTA Wik 06eMa Ha KBbpPBEHETO
WK aHemuaTa. (Bx. Touka 4.9 , Tlosenenue npu KbpseHe™). B xiMHMuHNATE MPOYYBAHMSA JIATABHYHO
KBPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMAIIHO-4YPEBHHS TPAKT, MHKOYO-TIONOBHA TPAKT, BKIIOYHTE/THO
abHOPMHO BarHHAJTHO HJTH YBEJIHYEHO MEHCTPYAHO KbPBEHe) H aHeMHs ce HabIIo1aBaT no-4ecTo
NpH IBJIrOCPOYHO JIeUeHHe ¢ puBapokcabaH B cpaBHeHHe ¢ JieueHHe ¢ ABK. ITo Tasu npuuuna, B
AOITb/IHEHHE KbM a/IeKBATHOTO KIIMHHYHO HabmoieHHe, 1abopaTopHO H3c/ieBaHe Ha
XeMOrjioGuHa/xemaTokpHTa G MOIIO Z1a Gb/ie OT 1107132 32 OTKPHBAHE HA OKYJITHO KhpBEHE M 3a
ompejie/iiHe HA KIMHMYHATA 3HAYHMOCT Ha ABHO KbPBEHE, IO NpeLieHKa cropes ciyuas. BraMoxkHo e
PHCKBT OT KbpBeHe /1a Ob/ie IOBHILEH NPH ONpeJie/IeHH TPYIH NALHeHTH, HANPUMEP NALHEHTH ¢
HEKOHTPOJIMpaHa TEXKa apTepHaIHA XHIICPTOHHS H/HWIH Ha CHITBTCTBALNA TEPAIHs, KOATO MOB/IHABA
XeMocTasata (BX. Touka 4.4 ,,Puck oT xemoparus“). Bb3MOXKHO € MEHCTPYATHOTO KBPBEHE J1a € Mo-
CHJIHO H/HJIH TIO-TIPO/IBJDKHTENHO. XeMOPAarniHHTE YCII0MKHEHHS MOTaT J1a ce TIPOSBST KaTo c1abocT,
GreiHOCT, 3aMasHOCT, IMaBOGO/He WM HEOOACHHMH OTOLM, JMCTIHES M HeoOsSCHHM mok. Kato
PE3YNITAT OT AaHEMHATA B HAKOM CIIyYaH ca HaG/IIoIaBaHH CHMITTOMH Ha ChpJICYHA HCXeMHSI, KaTO
Gonka B I'bPIIMTE WM CTEHOKAPIHAL.

Hma chobienns 3a H3BECTHH YCIIOKHEHHS B PE3YITAT Ha TeXKKO KbpPBEHe, KaTO KOMITAPTMEHT
CHHIPOM H 60peyHa HeIOCTATHYHOCT B Pe3y/ITaT Ha XHnonepQysus NpH H3NOI3BaHE Ha
puBapokcaban. [To Tasu npuumMBa BepOATHOCTTA OT KbpBEHe TpAGBA 1a ce HMa NpeBU/ TIpH
TpELCHKATa Ha CECTOSHHETO HA BCEKH MALMEHT, KOHTO € TOUIONKEH Ha AHTHKOAIYJIAHTHO JIeYEHHE.

Crobmasane Ha IOIO3UPaHH HEKENAHH PEAKLIH

Cro0maBaHeTo Ha OAO3MPAHH HesKeaHH PeaKIly Cjle]l paspeLaBaHe 3a ynorpeba Ha

JIEKapCTBEHHA NPOAYKT € BaxkHO. ToBa Nno3BossBa 1a NPOIB/DKH HaGMIOIEHHETO Ha CHOTHOIIEHHETO

TOJI3a/PHCK 3a JIEKAPCTBEHAS MPOAYKT. OT MeIMUMHCKHTE CTIELMATHCTH Ce H3HCKBA Ja choOmasar

BCSAKA TO/I03MPaHa HEeXe/aHa PeaKiks, Ype3 HAUKOHS : :
Eoste

M3meinurenta areHnms no ekapcTsara
yi. ,Jamsan ['pyes* Ne 8

1303 Codus

Tes.: +359 2 890 34 17

yebcaiit: www.bda.bg

4.9 Ilpenosupane




HiMa cho0menna 3a peAKH clryqau Ha npeaosupane 1o 600 mg, HEYCIOXKHEHH OT KbPBEHE HIIH APYTH
HexenauH peakuuy. [lopaan orpansmenata abeopbimas ce oyakea ediekt ua MUMUTHPAHO HACKHINAHE
Ges NOMIHHTE/HO IOBATIABAHE HA CPEAHATA IUTa3MeHa eXCIIO3HLAS IPH CYTIPATEPANCBTHIHM JO3H
puBapokcaban ot 50 mg WiH no-BHCOKH,

He comectpysa cnemidiries anTamoT cpemy dapMakoHHAMHAYHNS eexr Ha prBapokcaba.

B ciyHaH Ha npeaosupane Ha pUBAPOKcaRBAH MOXKE J1a Ce HMa TIPE/IBUT H3IOBBAHETO HA AKTHBEH
BBIIICH 32 HAMALABAHE Ha abcopOumsaTa.

Horenenne npu KEpBere

AKO IpH NALKEHT Ha JICYCHHE C PHBApOKCabaH ce PasBHe cBBP3AHO ¢ KLPBEHE YCIIOXKHEHHE,
CIC/BAIMMAT IPHEM Ha pHBapoxcabaH Tpa6Ba Ja ce OTIIORH WA NeyeHneTo TPI6BA Ja ce MIPeKpaTH,
aKo e HeobxoauMo. Purapoxcaban HMa MOMYXHBOT OT 0K0JIO 5 10 13 gaca (»X. TOuxa 5.2),
orenennero TpaGRa A8 € HHIMBHYANH3HPAHO B 3aBHCHMOCT OT TEKECTTA U TOKANM3AIMATA HA
KpBBOK3ITHEA. Modke /1a Ce H3NOIBA IOAXOAALLO CHMITOMATHYHO JICUEHHE, KATO HAMp. MEXaHHNIHA
KOMIIPECHA (HAID. NPY TEKBK eNUCTAKCHC), XHPYPrUMHA XeMOCTasa C OpoUeAYPH 32 YCTAHOBABAHE Ha
KOHTPON HaJl KEPBEHETO, 3aMECTBaHe Ha 0GeMa M MEPKH 38 TIOATBPHKAHE HA XEMOIMHAMHKATA,
TIpENHBAHES HA KPHEHH NPOXYKTH (SPHTPOLMTEH KOHLICHTPAT HIH IIPACHO 3aMPA3CHA [UTA3MA B
3aBHCHMOCT OT aCOLHHPAHATA AHEMHA KA KOArYJIOATHA) HIH TPOMGOLHTH.

~ AKO KbPBEHETO He MOXe 18 6'B/e OBNA/ITHO ¢ FOPETIOCOUEHHTE MEPKH, MOXe Jia c& 00Cchau

OPRIANAHETO Ha CIICHQHIHO IPOKOATYIAHTHO CPE/ICTBO, KATO KOHLIGHTPAT Ha npoTpOMGHHOBHA
komruiekce (PCC), akTHRHpaH KOHLEHTpaT Ha nporpoMOHHOBHA KoMmimiekc (APCC) wim
pexombuHanTeR dakrop Vila (r-FVIIa). KbM MOMeHT2 06aye KIMHHYHMAT OFMT OT [PRAArAHETO Ha
TE3H ICKAPCTBCHH MPOIYKTH [PH NAIMEHTH, FIOJyYaBaNri PHBAPOKCAGAH ¢ MHOIO OrpaHHYEH.
Ipenopbkara ce ocHoRABa H Ha OrpAHHYEHN HEKIHHWIHE JAHHH. Monke 18 ce OGMHCH TIOBTOPHOTO
IpHiaraxe Ha pexombunanrer daxrop VIla u nosara TpaGea Ja ce THIPHPA B 3aBHCHMOCT OT
HAMAJIMBAHETO HA KbPBEHETO. B 3aBHCHMOCT OT BBIMOKHOCTTA Ha MACTO, B CIYUAH HA MACHBHO
KbpBeHE, TpAGBa Aa ce 0OMHCIM KOHCY/ITAIHA ChC CIELHATHCT MO KOary/lauMOHHH HapylueHus (BxK.
TO4YKa 5.1).

He ce o9akea nporamun cyndar u rramun K 1a nopmissar 4HTHKOATyJaHTHATA aKTHBHOCT Ha
pueapokcaban, ONMMTET ¢ TPAHEKCAMOBA KHCEHHA € OrpaHHYCH H JIHICBA TAKBE ¢ AMHHOKATIDOHOBA
KHCO/MHA ¥ aNIPOTHHHH TIPH NAKEHTH, N0/Iy4aBaM prBapokcabay. Hama HHTO HayaHH
ACKAIATENCTRA 32 GRATONPUATHO NORNMABAHE, HUTO OTHT OT MEMON3BAHETO HA CHCTEMHHA
XEMOCTATHK JIESMOTIPECHH NPH NALHEHTH, TOTy9aBAIH PHBAPOKcabaH. ITopazs BHCOKATA CTENEH Ha
CBBPIBAHE C IUTasMCHHTE NPOTEHHH He Co 04AKBa PHBApOKcabaH [a Moske na Gbae oTaeneH upes
HATH38.

5. $APMAKOJOI'HYHH CBOHCTBA

5.1 dQapmakoIEBEAMHMNH CBOcTBA

DapMakoTePaneBTHYHA rpyma: AHTHTPOMGOTHYHH Cpe/ICTBE, AMPEKTHH HHXHGHTOPH He daxTop Xa,
ATC xon: BO1AF01

MexauuseM Ha geiicTere
PuBapoxcabaH ¢ BHCOKOCENEKTHBEH HHPCKTCH HHXUOHTOP Ha daxTop Xa ¢ nepopaiHa

GuonamaanOCT. MHXUGHpaHETO Ha daxrop Xa npexscea PETpeINNS ¥ BLHIDEH TET Ha
KOaryNatMOHHATa Kackaja, KOETO MHXHOHpA KAKTO GOpMHpaHeTo Ha TpoMOuH, Taka H o6pasyBaneTo
Ha TpoMGu. PuBapokcaban He uHXHGHpa TpoMOuHa (axTHBHpaH Qakrop IT) H He ca HaGmoxapanK
e(PeKTH BEPXY TPOMBOLHTHTE.

DapuaxoIMEaMINIH edexTi
Ilpu xopa e HaGmonagano 3aBHCHMO 0T 03aTa HHxuOHpane Ha $akrop Xa.

TIpotpomGuHOBOTO BpeMe (PT) Ce MOBAMABA NO303ABHCHMO OT puBapokcaban B TACHA/R{E K
€ IUTaSMCHHTE KOHNeHTpalMH (r=0,98), ako 3a TecTa ce u3nonasa Neoplastin, Jipyra ffesrg e
Guxa nama npyru pesyrrath. Otumranero Ha PT TpAOBa Na cTaBa B CEKYHAH, IIOHEKE
KaTHOPHPRHO B BANHIHPAHO 32 KYMAPHHOBH IIPOYKTH H HE MOXE J1a ce TipAnIara 3a Np¥

RHTHKOAIYNBNTH,
lpn naumenTH, NOMy4aBammu puBapokcaban 3a nesernve ua JIBT u BE 1 NpodHNAKTHKA MpEHRANAT
nepcenTiETe 5/95 33 PT (Neoplastin) 2 - 4 uaca cnex npuema Ha TabneTkaTa (T.e. KbM MOMeY:




MakcHManer edexr) 3a 15 mg puBapokcabas ABa [TFTH JHEBHO ¢4 B rpaumuETe ot 17 A0 32 cexynmu,
a 32 20 mg pusapokcaGan Beausx AHeBHO ot 15 110 30 cexynmm. Io BpeMe Ha Hai-HHCKaTa
KkoHKeHTpaiwA (8 - 16 uaca ciiex npueMa Ha TabiieTkaTa) epceHTHIIHTE 5/95 3 15 mg ABa MbTH
HHEBHO CA B rpaMsiMTe OT 14 no 24 cexyuan, a 3a 20 mg BeqHEK JHEBHO (18 - 30 vaca cien npuema
Ha TaneTkara) ot 13 no 20 cexynam.

Tlpu naumerTHTe ¢ HEKNAIHO NPEACHPIHO MBX/ICHE, TONYHaBamH puBapokcaban 3a TPodrIIaKTHRA
Ha HHCYNT H CHCTeMEH eMGOMIBM, NepeeHTiimTe 5/95 3a PT (Neoplastin) 1 - 4 qaca cnen NpHeMa Ha
TabseTkaTa (T.6. [0 BPEMETO Ha MAKCHMANHHA ehekT) IPH NAIHEHTHTe, neKyBaHH ¢ 20 mg equH BT
AHeBHO, BapHpaT oT 14 10 40 cexyHu 1 IpH NALKMEHTH C yMepeHo GEGpeuHO YBpexRaAHe, JIEKYBAHH ¢
15 mg ezpm wsT ABERHO, OT 10 20 50 cexynmm. Ilo BpeMe Ha Hali-HUCKaTa KoHueHTpauns (16 - 36
9aca CeJl NpHEMa Ha TabJIeTKaTa) NepceHTHIATE 5/95 IPH NAIMEHTHTE, NeKYBaHH ¢ 20 mg e/uH BT
AHEBHO, ca B rpaHHIMTe OT 12 1o 26 ceyHny, a IPH NALMEHTHTE ¢ YMEPEHO OB6peqHo yepexnane,
JieKyBaHH ¢ 15 mg eppm mbT [Hero, ot 12 10 26 cexyrm.

B xnimmko-hapMakonoriaHo npoyusane Ha o0paTHMHTe IpOMeHH BEB (JapMAKOIUHAMUKATS H
pHBapOKCcaGaH NPH 3APaBH BE3PAcTHH A06POBOMIH (n=22), € OLEHRBaH eheKTET Ba euEMM [03M
(50 TU/kg) Ha apa pazmans Tana KOHLEHTpaT Ha nporpoMburosus kommexe (PCC), 3-gaxropen
KOHUCHTPAT Ha TIPOTPOMGHHOBHA KoMIutexc (daktopu II, IX u X) 1 4-jakropen KOHICHTPAT HA
nporpoMbunopra komimieke (Gaxtopu II, VII, IX 1 X). 3-¢akTOpHEAT KOHIEHTpPAT HA
OPOTPOMOUHOBAS KOMIUIEKS € TIOHIDKEUL CPEHHTE CTOMHOCTH Ha NMpOTPOMOHHOBOTO BpeMe Ha
Neoplastin ¢ nprbmmsuTento 1,0 cexynna B pamkrTe Ha 30 MUHYTH, B CPaBHEHHE C IIOHIDKABAHE OT
NpuGIH3UTeNHO 3,5 cexyHIH HabmonaBano ¢ 4-paxTopHH KOHLEHTPAT Ha NPOTPOMOHHOBHA
KOMIUIEKC. 3a CPaBHeHHe, 3-haKropHHAT KOHIEHTPAT HA TIPOTPOMOHHORMS KOMILIEKS € MMt Tio-
TONAM H NO-OEp3 061 edekT BbpXY 0OpaTHMHATE MPOMEHH B HIOFEHHOTO obpazysane Ha TpOMOHE
0T 4-paKTOPHUI KOHLIEHTPAT HA IPOTPOMOHHOBHA KOMITTEKS (rx. Touxa 4.9).

AKTHBHPAHOTO NAPLHAANHO TPOMOOIIACTHHOBO BPeMe (aPTT) u HepTest cplio ca yambKeHu B
SABMCHMOCT OT J032TA, HO M3TON3BAHETO HM 33 OLEHKA HA (hapMaKOAMHAMKIHNA eleKT Ha
pusapokcalan He ce npenopbuea, Hama HeofxomaMocT oT HabmoneHue Ha KOArynarpioHHTe
TIapaMETPH TI0 BPEME Ha JIeIeHHETO ¢ pHBapokcaban B KIMHWYHATA IpakTHKA. BuOpexH ToBa, ako e
WIHHUTHO NOKa3aHO, HHBATA HAa pHBAPOKCabaH MOraT 1A GBiaT W3MepBaH: ¢ KaNHGpHpaHK
KOIIMYECTBECHH TeCTOBe 33 aHTHdakTop Xa (Bxk. Touka 5.2).

Knuygwyra edrkacHocT i Sezonacuoct

Hpogunaxmuxa na uncysm u cucmemen emGonuom npu NAYUEHMYU C HEXRANHO RPEOCHPONO
MuocOene

Knumirara nporpama ¢ pusapoxcaGan e IUTaHHpaHa ¢ e 13 [eMOHCTpHpa edHKAacCHOCTTa Ha
pHBapokcaban 3a MpodUIAKTHKA Ha HHCYIIT M CHCTEMEH eMGOIILM NpK MNANHEHTHA ¢ HEKITAHO
TpeACHPAHO MEKIeHe. [IpH 0CHOBHOTO ABOHHO iAo npoyusake ROCKET AF 14 264 nanwerTs ca
PA3TIPELEIICHH /3 NIOTy4apaT HITH pubapoxcaban 20 mg BeHssk AHeBHO (15 Mg BeAHDK IHEBHO npH
NRAMCHTH C KPeATHHHHOB KIUpPEHC 30 - 49 ml/min) win Bappapun ¢ THTpHpaHe Ha no3ata o INR
2,5 (repanesTury rpanmw ao 3,0). Meananmnara APOIBIDKHTEIHOCT Ha NPOBEACHOTO NeqcHue ¢ 19
Mecelia, a 00ImaTa nposoKHTeNHOCT ¢ 1o 41 Mecena.

34,9% oT naLMEHTHTE Ca IEKYBAHH ¢ AlCTAICATMLMIOBA KHCETHEA H 1 1,4% ca nexyeanu ¢ kinac Il
AHTHAPHTMHYHO CPEACTBO, BKIIOYHTENHO AMHOZAPOH.

Pupapoxcaban e ¢ He no-Maska eeKTHEHOCT OT Bap(hapiH 3a MLPBHYHATA CHCTABHA KpabiHa TOYKA 3a
HMHCYJIT H CHCTeMeH eMGoim3sM usesH LIHC. B nonynaumsTa mo mpoToKon Ha Jedenue HHCYJTT HIIH
CHCTeMeH emMOonM3tM ce Habmonasar nipu 188 namuers Ha puapokcaban (1,71% Ha rogsna) u npu
241 pa Bapdapnn (2,16% fa rozuaa) (KP 0,79; TN 95%, 0,66 - 0,96; P<0,001 3a He no-Maika
eexTHBHOCT). OT BCHYKH PAHIOMH3HPAHK NAlMEHTH, KOHTO ca aHanusupanH no ITT, mepBHaHN
ChOMTHA ce passHBAT npu 269 Ha puBapokcabaH (2,12% Ha ropmsa) 1 306 na sapdapun (2,425
ropana) (KP 0,88; 95% JIH, 0,74 - 1,03; P<0,001 32 ne no-mainka edexrpHOCT; P=0,] 1! ;
TPeBE3XOACTRO). PesynraTire 3a BropHYHMTe KpaliHK TOUKH, KAKTO A HICIEABAHH B g

nopsaaek B ITT ananwusa, ca nokasams Ha Tabma 4. -




Cpen naumenTHTE B Fpymata Ha Baphapus INR crodHOCTHTE ca B IPAHHITITE HA TEPANCETHIHMS
muanazon (2,0 no 3,0) cpexro 55% ot BpeneTo (Meauana 58%, HHTEPKBAPTHICH AHANA30H 43 10 71).
Edexret Ha pusapokcaban He ce paziugasa Ha auso nenrpanso TTR (speme B Tapreten INR
muanasor 2,0 - 3,0) npa kpapTwATe ¢ exnakse pasmep (P=0,74 3a pzaumoneiictene). B nali-ropays
KBapTHII 110 OTHOIICHHE Ha UeHTEpa KoeduumenTsT Ha Prck (KP) 3a pusapokcabas cripamo
paptapun e 0,74 (95% AU, 0,49 - 1,12).

HecToTara Ha OCHOBHHTE PE3YIITATH 38 6€30MACHOCT (FONEMH H HErOJIeMH KINHIIHO 3HAYHMH
KPBBOHIIHBH) ca MOAOCGHY 3a IBETe TepanesTHHH rpynH (k. Tabmua 5).

Biacuocy or dasg I ROCKET
OyqBaHA HOIYNALML ITT aHanmuz Ha e(pHKaCHOCTT2 IIpH IALAEHTH ¢ HEKIANHO HIPEICHPIHO

Pupapokcabau Bapdapus tarpupan 1o | KP (95% IH) p-
20 mg eavm T nHEBHG | INR 2,5 (TepaneBTHunH | cTOHMHOCT, TECT 3a
(15 mg Beqpex qHeBHO | rpanmm 2,0 no 3,0) MPEBBIXOJCTRO
Tepanerruana ao3a IpH NALMEHTH ¢ YMEpPEHO
61.6peuto yBpexIane)

HectoTa Ha CELOHTHETO YecToTa Ha ¢hOHTHETO
(100 naimenro-roauan) | (100 nanmenro-rommem)

HI-IC}:’JI'I‘ H CHCTEMeH 269 306
eMBomIEM wsBHE [HC 2,12) 2,42) 0,88 (0,74 - 1,03) 0.117
Hucyirr, cucreMen 57 600
em6oHssM H3BBH [THC 1 0.94 (0,84 - 1,05) 0.265
_ 4,51) (4,81
CBAOBA CMBPT
Hucynt, cucreMen
emGomasM usebH ITHC, 659 709
CHIOBA CMBPT H MH(apKT (5.24) (5.65) 0,93 (0,83 - 1,03) 0,158
HA MHOKap/a
253 281
Hucynr (1.99) 2.22) 0,90 (0,76 - 1,07) 0,221
CucremeH eMGomuzsM 20 27
MisipapkT Ha MiOKapa 130 142 - 0,91 (0,72 - 1,16) 0,464

(1,02) (1,11)




Tabanna 5: Peavarara 3a Gezonacuocr or $a3s III ROCKET AF

Ilpoy4eana nonyyiaims | [lamyeHTs ¢ HEKNATHO IPEACHPIHO MEXACHE -!

Pusapokcaban Bapdapun KP (95% JTH) p-
20 mg enyH BT NHEBHO | TTpEpan zo INR 2,5 CTOHHOCT

(15 mg Bk MHERHO | (TepaneBTHUHH IpaHMIM
[IPH NAIHCHTH C 2,0 50 3,0)
Tepaneptaana no3a yMepeHo 6u6peuno

YBpeXHgHe)

YecToTa Ha cr0MTHETO Yecrora Ha cabutHETO
(100 maxmerrro-roguns) | (100 namHenTo-romumm)

Tonemn 1 HeroemMu 1475 1449 1,03 (0,96 - 1,11)
KIWHATHO 3HETHMA (14,91) {14,52) 0,442
KPBBOMIIHBH
395 386 1,04 (0,90 - 1,20)
Fonewn pommmmn |5 ¢, (3.45) 0,576
CMmepr B pesyirar va | 27 55 0,50 (0,31 - 0,79)
K'bpnpe':ie"‘ G,24) (0,48) 0,003
KspBeHe or kputgen | 91 133 0,69 (0,53 -0,91)
oprag* (0,82) (1,18) 0,007
HrrpakpanuaieH 55 84 0,67 (0,47 - 0,93)
KPBBOHIIHB* 0,49 (0,74) 0,019
Croaa Ha 305 254 1,22 (1,03 -1,44)
XeMOrTIo0HHa* 2,77) (2,26) 0,019
Kpnsonpenusane a2 | 183 149 1,25 (1,01 -1,55)
WITH TIOBEYE SHMHMIE (1,65) (1,32} 0,
CPHTPOLIMTH WU LA
KPEE*
Heronemn w0 1185 1151 1,04(0,96-1,13)
3HAMHMH KPhBOHBITHBH (11,80) (11,37 0,345
CMBpPTHOCT 1O 208 250 0,85 (0,70 - 1,02)
BCAKAKBH NIPHIAHH (1,87) (2,21) 0,073

a) IMomynarss, K=rMTEAKA O OTHOIISHHES Ha GesonacHocT, Ha jiedeHHe
* HoMiHANHO 3HAMHMY

B nomeinenue xsM NpoyuraneTo tdaza Nl ROCKET AF, e npozeneno NPOCTIEKTHBHO,
TIOCTMAPKETHHIOBO, HEUHTEPBEHLIMAHANHO, OTBOPEHO KOXOPTHO IPOYHBAHE ¢ €THO pamo
(XANTUS) ¢ ocuoBen m3xoq, BKJIFOYBAL TPOoMOOeMBOTHIRA CHOMTHS M rOIaMO KpbBeHe. 6 785
HalHeHTA ¢ HEKIAITHO NPeACHPAHO MEXICHE ca GHin BKJIFOYEHM 38 NPOOUNAKTHKS HA HHCYAT U
eMOO/IAA H3BLH IOHTPAIHATA HEPBHA CHCTEMA (HC) npu peanss yenosns. Cpegaure pesynaratu
#a CHADS?2 u HAS-BLED ca Gumu 2,0 npi XANTUS, B cpaBHeHMe ChC CPEIHUTE Pe3y/IaTaTH Ha
CHADS2 u HAS- BLED or 3,5 1 2,8 choTBeTHO pi ROCKET AF. Tonamo xpuaene e
Habmonasano nipu 2,1 ciyyad 3a 100 nanueHTo-rogniy. Crofmasa ce 3a datanen kpupda
opH 0,2 cmyyas 38 100 namueHTOrOKMHY 1 BBTPEYUCPEIICH KPHBOM3IHE NpH 0,4 cryyas
nanuenTo-roanaH. Hucysr win em6onus mpss IHC ca perscTpupanu npu 0,8
TIAUHEHTO-TOIHHH.




Tesn Habmonenua B peanHy YCIOBHA Ca B ChOTBETCTBHE © YCTAHOBEHHA NPodin Ha Ge30TacHOCT
[PH TOBa MOKA3GHHE.

CHTH, NO/PIOKEHH HA KAPTHOBEP3HO
TlpocnexTuBHO, pAHAOMI3HPAHO, CTBOPCHO, MHOTOLEHTPOBO, OXCILIOPATOPHO HPUYUBAHE ChC
3aciienieHa OliCHKA Ha KpaliHaTa Touka (X-VERT) e npoeeaeno npu 1 504 naumenmy (nesiexysann
AOCETa C [IEPOpATHY AHTHKOATYIAHTH H JICKYBaHH NPEABAPHTENHO) C HEKJIAIHO HPEeaChPIHO
MBAICHS IRHAPAHO 38 KAPAHOBEP3HO, 38 1A C¢ RATPaBH CpaBHEHHE MEXAY pUBapoxcaban u
anarmrapana ioza ABK (pasnommsupano 2:1), 3a npeseHIEs Ha CEPACYHOCHIOBH CHOHTHS.
Manonssaly ca cTpaTersn ¢ NoMoinra Ha Hacoupane upes TEE (1-5 qau npensapurento JIeYCHHE)
HIH KOHBEHIIHOHAITHO KAPAHOBEP3HO (HAH-MATKO TPH CEAMHLM PEABAPHTENHO JicYCHHE).
ITsperHETe pe3ynTaTH 38 ePUKACHOCT (BCHUKH MHCYIITH, PEXOAHA HCXEMIIHA ATAKA, CHCTEMEH
emGommzEM Heckbpsan ¢ [THC, undapkr na Muoxapna (MH) U CHp/Ie4HOCHI0BA CMBPT) Ca ce
nossuH 1pH 5 (0,5%) nauuenty B rpynara Ha pupapokcatan (n=978) u 5 (1,0%) narweHTa B
rpynara Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73; monndrumpana ITT-nomysaums). OcHOBHHAT
pesynTar 3a GesonacHocT (MACHBHO KbpBEHE) Ce e NosBII IipH 6 (0,6%) ¥ 4 (0,8%) naumenTn B
rpynHTe Ha puBapokcaban (n=988) 1 ABK (n=499) croteetHo, (RR 0,76; 95% CI 0,21-2,67:
GesonacHa momynaws). Tora ekcIUIOPaTOpHO Npoy4BaHe € MOKA3a/0 CPABHHMA e(HKACHOCT M
Ge30nacHOCT MEXKAY IPYIIHTE HA leYeHre ¢ puBapokcaban B ABK B yenopwsTa Ha KapAHOBEP3HO.

EHTH ¢ HEKIIAITHQ ChPIHO eHe, kouro nomnexat ua ITKH ¢ n dHe Ha CTEeHT
H3B%pImeHo ¢ paHaOMH3HPaHO, OTKPHTO, MHOMONCHTPOBO Npoyasane (PIONEER AF-PChHc2124
MALMEHTH ¢ HEKMIAIHO NPeIChPAHO MBXIEHe, KoHTO ca Gumd noioxenu Ha [TKH, ¢ nocrassaue Ha
CTEHT 38 ITBPBHMHO ATePOCKISpOTHYHO 3a00sRaHe, 32 CPABHsBaHe HA GE30MACHOCTTA HA JIBE CXEMM
Ha PHBApOKcabaH K eHa VKA-cxema. [TaumenTaTe ca Guiia pasnpesesicHa Ha CIyqacH IIPHHITHIT
1:1:1 3a ofma 12-Meceuna Tepamasn. [Tarpermu ¢ anamMHesa 3a HHCYIT Wi [THIT ca uskmovenH.
I'pyna 1 nomy«asa pusapokcaGan BeTHLk HeeHo 15 mg (10 mg BeTHEX JHEBHO IPH NAIEHTH C
KpeaTHHUHOR KIHPEHC 30 - 49 ml/min) nmoc P2Y12 mexuburop. I'pyna 2 nomy4asa 2,5 mg
puBapokcabad ABa TETH IHEBHO 3aeaHO ¢ JTAC (mBoifta Tepamus ¢ AHTHTPOMGOITHY CpencTea,
HanpuMep Knomunorpen 75 mg [ samectsanus P2Y 12 unxuGHTop)] Iioc HECKA 1038
aueTHNcATHIwNoBa kKhcemina [ACK]) 3a 1, 6 anu 12 Mecena, nocnessaHa ot pusapokcaban 15mg
(w1 10 mg 33 natpeHTH ¢ KpeaTHHUHOB KIHPEHC 30 - 49 ml/min) BefHEXK THEBHO, IUTFOC HUCKA
nosa ACK. I'pyna 3 nonyvara kopurupana nosa VKA mmoc JTAC 3a 1, 6 wm 12 Mecera,
HoClenABaHa OT KOpHTApana no3a VKA, mnoc Hucka nosa ACK.

TIbpeaunaTa kpaifHa TOUKA 38 6€300ACHOCT, KITMHHYHO 3HATHMMTE CJIy4aH Ha KbPBEHe, Ce OIBIBAT
mp 109 (15,7%), 117 (16,6%) & 167 (24,0%) yuacTHHIM B rpyna 1, rpyna 2 1 rpyna 3, pecniekTHBHO
(HR 0,59; 95% C1 0,47-0,76; p<0,001 & HR 0,63; 95% CI 0,50-0,80; p<0,001, PSCIIEKTHBHO).
Bropudnara kpajina Touka (CRCTABSHA OT CHPACYHO-CHAOBE CE6uTHS CC ¢MBpT, MH WiIn uHCYNT), €
nabmonasana npH 41 (5,9%), 36 (5,1%) u 36 (5,2%) yuacTHMUM B rpyna 1, rpyna 2 u rpyna 3,
CBOTBETHO. Beska oT cxemuTe Ha puBapokcabaH MOKA3Ba 3HAYHTENHO HAMANIBANE HA KIHHAYHO
SHATHMHTE CIIyYaH Ha KEPBEHE, B cpaBHeHMe ¢ VK A-cxeMara IIpH MAIHEHTH ¢ HEKIAIHO
OPSACEPAHO MBKASHE, KOHTO ca OWIH moaioxkenn Ha IIKH ¢ mocTaBaHe Ha CTEHT.

Ocnosnara uen sa PIONEER AF-PCI ¢ orieHka Ha 6e3011acHOCTTA. JlaHnyTe 0THOCHO euxacHoCTTa
(BxmowHTENHO TPOMOOEMBOIHTHY ABNEHHS) IPY Ta3H NOIYJIANHY ¢a OrPAHWHEHH.

Mesenue na JIBT, BE u npodpuraxmuxa na peyudusupawu JIBT u BE )
Knunwanara nmporpama c pasapokcaGan e [UIaHHPAHA ¢ LeNT 1A ACMOHCTPHpa e(PHKACHOCTTA Ha
PHBApOKcabaH MPH HAYATHOTO H NPOTLIDKUTEIHOTO JIEUeHHe Ha octpH JIBT u BE u
NPOQUIAKTHKATA HA PEITATHBH.

Hapn 12 800 mammenTy ca npoygenu s YETHPH PAHNOMA3HPAHH, KOHTPONHPAHH KIHHHYHH
npoy4saHus ¢asa I (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
AOITRTRHTEIHO € IPOREACH MPeABAPUTENHO AeuHHPAH cGOPEH aHAIH3 A IPOyIBaHHSTA Fipstein
DVT u Einsten PE. O6mara xoM6UHHpana MpOImDKHTETHOCT Ha IEUSHHETO 38 BOMMKHE Aoyl
¢ 1o 21 meceta.




B npoyasasero Einstein DVT 3 449 naugens ¢ ocrpa IBT ca npoyueny 3a ICYEHUETO Ha ABT nza
npoduiIakTHKa Ha peraaeapamE JIBT u BE (nauueHTHTe ¢he cuMmromaTided BE ca mrnouens ot
TOBA Npoyusate). [IPOWTKHTEIHOCTTA Ha JISIEHHETO € 3, 6 Wi 12 Mecena B 3aBHCHMOCT OT
KITHHHYHATA NPeLeHKa Hi H3C/EeOBATE.

3a neveHneTO Npes MbpaETe 3 ceMuIM Ha ocTpa BT ca nmpmaaranm 15 mg puBapokcabaH qBa TETH
aHesHo. Cliell ToBA JIEUCHHETO APOTBDKARA ¢ 20 mg pHBapokcabaH ¢nEH ITET HECBHO.

B npoyusanero Einsten PE 4 832 naumenmu ¢ octsp BE ca npoyuens 3a nevenwero #a BE H 3a
npodrnakTuxa Ha peramuenpany BT u BE. [Ipo&s/DKHTETHOCTTa Ha IEYEHHETO & 3,6 nm

12 Meceria B 3aBHCHMOCT OT K/IMHIYHATA IIPELICHKA HA H3CHEOBATES.

3a neuenveto Ha ocThp BE npes mupeuTe 3 cenMumm ca npunaranm 15 mg pusapokcaban 18a IETH
mrepH0. Crlelt TOBA JeeHHETO MPONkiDKaBa ¢ 20 mg pHBAPOKCABAH eIMH ITHT AHEBHO.

M npu neere npoyupanma Einstein DVT u Einsten PE cpaBHHTENHOTO JieyeHHe BKIIOYBA
CHOKCANAPHH B [IPOIBIDKCHHE HA TIOHE 5 THH B KOMOWHAUMA ¢ aHTAroHHCT Ha BHTaMuH K 1o
NoCTHraHe Ha croiHocT 3a PT/INR B tepanesTrunmTe rpasmms (> 2,0). Jleqennero MIPOTLIDKARS C
AHTArOHHCT HA BATaMHH K, karo f03aTa My e Takasa, 4e crofiHocTue 3a PT/INR za ca B
TEPANECBTHYHHTE rpaluin ot 2,0 mo 3,0,

B npoyusanero Einstein Extension 1 197 narmentu ¢ ABT win BE ca NpoydeHH 3a MpodMIAKTHRATA
Ha perpausupain JIBT u BE. IlpoxnpkuTenHocTTa Ha IedeHHETO 0GXBAIA AOMBLIHATE N 6 00 12
MECCTIa PH MALHMEHTH, KOHTO ¢a MPeMHHATH KypPC Ha iedeHHe oT 6 o 12 Mecena ma BeHoseH
TPOMOOEMOOITH3 LM B 3aBHCHMOCT OT KIHHHYHATA HpelieHKa Ha H3cnexosareld. CpasHaea ce
puBapokcaban 20 mg Beassk AHEBHO ¢ MwIame6o.

Ilpoyupanmara Einstein DVT, PE u Extension H3no/3ear ess # chum npeJBapHTeTHO AeHHHpAHA
ITEPEHYHEH ¥ BTOPHYHH PE3YITTaTH 38 ehuKacHOCT. [ThpBUMHHAT PesynTaT 33 eMKAacHOCT e
CHMITTOMATH'EH PeLHIMBHpAIR BeHO3eH TpoMboembomizeM (BTE), nedunmpan kato cheTaseH or
pemieupaima JIBT wiu neranen win weneraned BE. BropausmstT pesyirrar 3a etuxacHocT ce
nedmEmEpa KaTo CHCTaBeH OT peMauenpama JIBT, ueneraneH BE u eMupTHOCT HesaBHCHMO oOT
NPHYIHHATA.

B npoyusane Einstein Choice 3 396 naunenTy ¢ noTebpAcHa cumnromatiaHa JIBT wunu BE, xouro
Ca 3apLPIIHIH 6 JO 12-MeceUHO AHTHKOArYIAHTHO JICYCHHE, Ca NPOYYCHH 38 NTPOPHIAKTHKA HA
daranen BE n sedaranus cuMnroMaTiusm ABT 1 BE. [NangeHTHTe ¢ NOKA3aHHE 32 IPOIBIDKHTENHO
AHTHKOATYJIAHTHO NEYCHHUE ¢ TEPANPETHYHA 1033 A H3KIHOUEHH OT MPOYIBAHETO.
IpoasmxHTeNHOCTTa Ha eYeHHETO ¢ 0 12 Mecera B 3aBHCHMOCT OT JATATE HA HHIMBHAYAITHOTO
patzommsHpare (Memuana: 351 iau). Pusapokcaban 20 mg BeAHBX THEBHO B Pusapoxcaban 10 mg
BOAHEAK AHOBHO Ca CpaBHEHH cbe 100 mg aneTwICaNHIIUIOBA KHCETAHA BEIHBK JTHEBHO,

ITeperaHEaT pesynTaT 3a eQUKACHOCT & CHMITTOMATHYCH PeL/IHBHpPAI] BEHO3EH TPOMO0eMGOIHIBM
(BTE), nedurmpan karo cMecHIaTa oT peusBApama BT umm daranen win veparanen BE.

B npoyusanero Einstein DVT (sx. Tabnuna 6) ce mokasBsa, ue pHBapokcabaH € ¢ He Ho-MaIka
edexraBHOCT OT eHokcanmapur/ABK 3a TEPBMYHHA pesyaTar 3a edukacHoCT (p < 0,0001 (Tect 3a He
no-mManka edexrasroct)); KP: 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a npeBE3X0ACTBO)).
Tlpensapurento aedunMpanaTa HeTHa KITHHIYHA OT2a (repBHYeH pesynTar 3a epHKACHOCT WUHOC
roNeMy KpBBOMAINEH) ce chobiuasa ¢ KP 0,67 ((95% JAH: 0,47 - 0,95), HoMuuamHa P cTOMHOCT p =
0,027) B noma ra pusapokcaban. INR croifHocTuTe ca B TepaneBTHYHHA AHanasoH cpeano 60,3% or
BPEMETO IIPH CpeAHa NPOABDKHTENHOCT Ha JiedeHHETo oT 189 naH, u 55,4%, 60,1% u 62,8% or
BPEMETO NpH TPYIIHTE C IVIAHMPAHO JICUEHHE ¢ TIPOXBIKHTEIHOCT CHOTBETHO 3,61 12 mecena. B
Tpymata Ha eHokcanapui/ABK Hama sicHa Bpr3Kka MeXIy HUBOTO Ha cpemHoTo NeHTpamHo TTR
(Bpeme B Tapreren INR ananazon 2,0 - 3,0) npy TepIITHTE © eHAKEB PA3MEp H HUECTOTATA
petmnurrpainute BTE (p = 0,932 3a Bsaumoneticrene). B HAH-TOPHHUA TEPLAN IO OTHO,
uenTspa KP opr pusapoxcaban cipamo sapdapus e 0,69 (95% HH: 0,35 - 1,35).




HecroTwTe 3a MLPRIHHAN Pe3yITar 38 6e300ACHOCT (FOIEMHE. HWIH KITHHHYHO 3HATMMHA HEroeMu
KPEBOHNIMBH), KAKTO H 33 BTODHYHHS Pe3yJITAT 33 GesonacHOCT (ro/ieMu KYhBOWSITHBK), Ca CXOIHN 32

ABETE TEPANCBTHYHH IPYIIH, :

Tabaena 6: PesvaraTn 33 ebuKacHocT HACHOCT i T haza 111 Einstein DVT |
Mpoyusasa nonynamus 3 449 nanpenTtH :; CHMITTOMATHYHA OCTPA XBI00KA BeHO3HR

TpomM6b03a

Ho3a 1 IpoaBIDKUTEMHOCT Ha Pusapokcaban® Enoxcanapun/ABK® 3, 6 unu
NeYeHMETO 3, 6wm 12 mecenia N=1 731 | 12 Mmecena N=1 718
S%TDMMBH PELH AHBHPANT 36 (2,1%) 51 (3,0%)

ComirroMaTiuen peraaupupant BE 20 (1,2%) 18 (1,0%)

CaMroMaTHIHA 14 (0,8%) 28 (1,6%)

| _peumaaBapama JIBT
(1)

CamrrroMariaan BE u JIBT 1(0,1%) 0

Maraned BE/cMupt, kbaero BE 4 (0,2%) 6 (0,3%)

He MOXKe fia 6b4¢ HIKIIOYCH
I'onaMo wiH kIMHHYHO 3HAYHAMO 139 (8,1%) 138 (8,1%)
HEroJiaMo KbhpBeHe
ToeMy KPBBOMATHBH 14 (0,8%) 20 (1,7%)

a) PuBapokcaGan 15 mg fea TeTH OHEBHO 2a 3 CCIMHIE, nocnenpado ot 20 mg exguM mbT
JHEBHO

6) Enokcanapun 3a Hadi-manxo S JHH, 3aCTBIICH # nochaeneaH oT ABK
* p <0,0001 (ve no-Manka eHKACHOCT 1O OTHOMIEHHE Ha TpeaBapyTeRHo ormpenencH KP

B npoyasasero Einstein PE (mx. Ta6muua 7) ce MOKa3Ba, 9¢ PHBApoKcabaH € ¢ He mo-Maska
edHkacHoCT OT eHORcanapur/ABK 3a mspamumus pesynrar 3a edukacHoct (p=0,0026 (recT 32 He no-
Maika epuxacroct); KP: 1,123 (0,749 - 1,684} ). Ilpeapapurenso AepHHHPaHATA HETHA KITMHHYHA
1033 (ITLPBHNEH PESyIITaT 32 eHKACHOCT IUTIOC TONeMY KpPBBOHININBH) ce chobinasa ¢ KP or 0,849
((95% JTH: 0,633 - 1,139), HoMHHaTHA p crofiHocr p = 0,275). INR crolfHOCTHTE ca B TepanerTHIRNA
AHANASOH CpenHo 63% oT BpeMeTo NPy cpeHa NPOTWDKHTENHOCT Ha IEYEHHETO OT 215 nEm 1 57%,
62% u 65% ot BpeMeTO npH rpymMTe ¢ IVIAHHPAHO JeYCHAS ¢ TIPOTWDKHTENHOCT CHOTBETHO 3, 6 1 12
Mecena. B rpynara ua enoxcarapun/ABK mama scua BPB3KA MEHKIY HHBOTO Ha CPeITHOTO LIEHTPaTHO
TTR (apeme B rapreren INR nuanason 2,0 - 3,0) npH TepumanTe ¢ eaHaKLE pasMep M YecToTarta Ha
petauespaumre BTE (p = 0,082 3a Baumozeiictsue). B Hal-rOPHHA TepIHI [0 OTHOWIEHYE HA
uerTepa KP npu pusapokcatan cnpamo sapapun e 0,642 (95% JIH: 0,277 - 1,484),

YecToTHTE 34 ITLpRATHAR PesyITaT 3a 6€300aCHOCT (TOEMH HAH KITHHHTHO 3HAYHMH HErONCMA
KPEBOMATHBH) €& MAIKO TI0-HWCKY B TPYTIATA HA JIeYSHHE C puBapokcaban (10,3% (24972 412)) B
CpaBHCHHE ¢ IpynaTa Ha jiedeHue ¢ eHokcanmapui/ABK (11,4% (274/2 405)). YectoTata 38 Broprummg
pesyirraT 3a GesonacHocT (ronemu KPEBOHINHBH) € [I0-HVCKA B TPYTIATA Ha puapokcaban (1,1% (26/2

4]2)))3 CPaBHEHHE C rpynaTa Ha eHokcamapu/ABK (2,2% (5212 405)) ¢ KP 0,493 (95% JH: 0,308 -
0,789).




Taﬁnn_g;_ 7: PesyaraTn '3a eduxacaocT Ge30nacHOCT OT $aza I Q stein PE

IIpoyaBana MOMyIAIHEA 4 832 nampeHTH ¢ OCTPa CHMIITOMATHYIHA BE
J03a # NPOTBDKHTETHOCT Ha Pupapokcaban® Exokcanapun/ABK® 3, 6 wm
JIeYEHHETO 3, 6 win 12 Mecena N=2 419 12 Mecena N=2 413
CHMITOMATHYEH PelaHBHDAI 50 44
BTE* (2,1%) (1,8%)
CumrrroMaTiHaen 23 20
petmnusspam BE (1,0%) (0,8%)
CHMOTOMATHYHA 18 17
petmaerpama JIBT 0,7%) (0,7%)
2
CumrrromMatiasm BE u [IBT 0 (<0.1%)
@araneH BE/cMepT, kpaero BE | 11 7
He Moxke aa Opae mkmoyen (0,5%) (0,3%)
[onsmMo wis KIMHIYHO 3HAYHEMO 249 274
HETOJIIMO KEDPBCHE {10,3%) {11,4%)
26 52
Tl'onemu KpEBOH3INHMEN (1.1%) 2.2%)

a) Pusapokcaban 15 mg npa msTH gHerHO 2a 3 CeAMMIH, mocneaBaHo or 20 mg exuu LT
JTHEBHO
6) Eroxcanapu 3a Hali-Mafko 5 QHM, 3aCTEICH H nocneasan or ABK

* p < 0,0026 (He mo-Maka eHKACHOCT 10 OTHOLIHNME Ha NpeaBapHTEARO

Ilposenen e npeasapaTemHo0 nedmAupan 0Go6IeH aHANH3 Ha pesyJrTaTa oT NpOYYRAHUATA
Einstein DVT u PE (Bx. Ta6nma 8).

Tabanna 8: PesyararTa 3a eduxacuocr n Gesonacuoct or cbopen ananms na ¢paza III Einstein
DVT o DY :

| TIpoyusana nonynamas 8 281 naIMeHTH ¢ OCTPH CHMITTOMATHIHK ABT wmi BE
PurapokcaGan® Enoxcanapun/ABK®
Ho3a ¥ MpowDKUTENHOCT Ha 3, 6 i 12 mecena 3, 6 wnn 12 mecena
JICUEHHETO N=4150 N=4131
CvMoroMarauen PeLHAMBHpAT 86 95
BTE* (2,1%) (2,3%)
CummrromaTyuen perpummpam | 43 38
EE (1,0%) _1.(0.9%)
Camrrromatiina 32 45
peusEBApama JIBT (0,8%) (1,1%)
Cumnromarwanm BE u JIBT 1 2
(<0,1%) (<0,1%)
®aranen BE/cMupr, ipH xosro | 15 13
He MOxe 1a ce makmoun BE (0,4%) ' (0,3%)
Tonemn wmm knusiano sHavuvy | 388 412
HETONEMH KPhBOHIIIHEH (9,4%) (10,0%)
Tlosntemu xpeBOMZIHEBH 40 72
| 1,0% (1,7%)
a K Mg 7184 ITETH miennooaa CEIIMHIM, HOC/TEBAHO0 OT omg €ZMH T

6)Enoxgastamin 32 Hati-Manxo 5 JHH, 38CTHIICH ¥ nociensal 0T ABK

*p <0,0001 (ae no-manka e(HKACHOCT 1O OTHOIIEHNE Ha npeaBapHTENHO onpeaesrel KP or
1,75) ; KP: 0,886 (0,661 - 1,186) ‘




IIpeasapurento neduHMpanaTa HeTHa KIHHHYHA O3 (ITLpBHIEH Pe3YATAT 33 SUKACHOCT IUHOC
FONEMH KPBBOH3IIMBH) Ha cBOpHUS anamus ce chobmasa ¢ KP or 0,771 ((95% JIH: 0,614 - 0,967),
HOMMHA/HA p cTokHOCT p = 0,0244).

B npoyusanero Einstein Extension (sx. Ta6nua 9) pHBapokcaban nperE3XoKAa mwianeto mo

OTHOMICHHC HA TEPBHIHATE H BTOPHYIHHTE PE3Y/ITATH 34 6HKACHOCT. 3a IThPBHYHHA PEYIITAT 34

Ge20nacHOCT (roNeMH KPHBOMIMBY) C& YCTAHOBABE HE3HAYMMO THCIIGHO I0-BHCOKA 96CTOTA npH

NANACHTHTE Ha JieieHHe ¢ puBapokcabaH 20 mg e/MA BT Ha [eH B CpapHEHNe ¢ IWiane5o,

Bropuanuar pesynrar 3a GesonacHocT (TONeMH MM KIHMHUTHO SHATHMH HeTOIeMH KPHBOH3IIHEH)

TIOKa3Ba IO-BHCOKH “ECTOTH NpK MAMCHTHTe, JIeKYBAHH ¢ PHBapOKcabaH 20 mg e/INH BT AHEBHO,
&

a0aana 9: Pe3ynratn 3a ebuxacnocT B 6e300aCHOCT OT 111 Einstein Extension
1 197 nauueHTH ca NPOXWOKIIA JIEYeHHETO H MPo(HIAKTHKATS
TIpoyusaua monynamis
PO foy WHAHBHPAI BEHO3EH TPOMBOeMOONH3EM
Jl03a H IPOARIDKHTENHOCT Ha Pusapoxcaban® ITnaneGo
JEYSHHETO 6 vy 12 Mecena 6 wm 12 mecena
N=602 N=3594
CHaMITToMaTHYeH penpaMBHpa 8 42
BTE* {1,3%) (7,1%)
CyMITOMaTHYICH peMIUBHpany | 2 13
BE (0,3%) (2.2%)
CuMrroMaryana 5 31
T (0,8%) (5,2%)
Qaranen BE/cMupr, opH koato | | 11
He MOXKe 3 ce H3kmoun BE (0,2%) (0,2%)
Tlonemu xprEOH3IHMBH 4 0
(0,7%) (0,0%)
Koamano snaaimMy Beronemu 32 7
. BOHUIHBH {5,4%) (1,2%)
ag %I-Tfapoxcaﬁaﬂ 20 mg eaHH BT JHEBHO

* p <0,0001 (mpesnaxoncreo), KP: 0,185 (0,087 - 0,393)

B mpoysasanero Einstein Choice (mx. Ta6mrua 10) pueapokcabas 20 mg 1 10 mg
npeBsaxoxna 100 mg aneTHIcaIMIIOBa KHCEIMHA N0 OTHOMISHHE Ha ITbPBHYHAS
pe3ynTar 3a edukacHocT. OCHOBHMAT pezyiTaT 34 6e30MacHOCT (cuOHTHA Ha royIAM
KPEBOH3ITHB) € CXOJIEH NPH HALHCHTHTE, JieKyBanH ¢ pusapokcaban 20 mg 1 10 mg
BCIHEXK AHCBHO B CpaBHEHHE Che 100 mg aneTHncammpiopa xucenuHa.,




Tabnnna 10: Pesvararn 3a ebukacnoct B NYCHOCT O II1 Einstein Choice
3 396 ca NpOAWDKIIH IPOMHIAKTHKATA 34 PeIMIHBHPAIN BEHOEH
Ipoyurasa momynamis TpOMBOEMS .
Pusapoxcaban 20 mg | Puapokcaban10 mg|{ ACK 100 mg
Tepanestuuna go3a BEJHEXK RHEBHO BCIHEBXK NTHEBHO BOIHBXK THEBHO
N=1107 N=1 127 N=] 131
Menmana Ha
IPOMBIDKHTENIHOCTTA Ha
JMEYEHHETO 349 [189-362] auu 353 [190-362] mm | 350 [186-362] mm
[unTepxBapTHREH
JMANA30H]
CaMrmmoMaTHIeH 17 13 50
pemsmuapam BTE (1,5%)* (1,2%)** (4,4%)
CuMmroMaTHHeH 6 ' 6 19
pemmeHpam BE (0,5%) (0,5%) (1,7%)
CumnromMaTHuHa 9 8 30
peumzuBMpaia JIBT (0,8%) (0,7%) (2,7%)
Qaranex BE/ cMLpT, 2 0 2
IIPH KOSTO HE MOXKE JIa e ° °
mwKnouH BE (0.2%) 0.2%)
CuMIrroMaTiues
peumerpam BTE, 19 18 56
HHQApKT AR MHOKADRG, | () 70, (1,6%) (5.0%)
HHCYNIT HJIH CHCTEMEH
eM M H3BLH [JHC
ToneMH KPLBOHTHBH 6 5 3
{0,5%) (0,4%) (0,3%)
Kmirrguo snawumu 30 22 20
HerOJeMH KPEBOHI/THBH (2,7%) (2,0%) (1,8%)
CHMIroMaTHaeH
pemmusypam BTE wna 23 17 53
ro/sM KphBOH3NHB (HeTHa | (2,1%)+ (1,5%)™ {4,7%)
KIHHMYHA TIOJ3a)

* p<0,001(mpersaxoscTao) Prsapokcaban 20

HR=0,34 (0,20-0,59)

mg BeJHEX NHEBHO cnpaMo ACK 100 mg Bexipx NHEBHO;

** p<0,001 (mpeBnax0aCcTBO) PuBapokcaban 10 mg seannAK qHepHo cnpamo ACK 100 mg seamsx

nuepHo; HR=0,26 (0,14-0,47)
+ PuBapokcaban 20 mg BeHBK JHEBHO C
0,71), p=0,0009 (HoMuHANHA)

* Pupapokcaban 10 mg Bexmsxk nreRHO cnpamo ACK 100 mg senmsxk auesro; KP=0,32 (0,18-

0,55), p<0,0001 (HomMuHAIHA)

npamo ACK 100 mg rensnik muessio; KP=0,44 (0,27-

B romsimenwe kM nporpamara EINSTEIN ¢asa I11, e npoeaeko mpocnexTHEHO,

HEHHTCPBCHIMOHA/HO, OTBOPEHO KOXOPTHO Npoyusane (XALIA) ¢ LISHTPaIH3HPAHA OTICHKA,
BRIIOTBAI perauBupant BTE, ronamo kbpeere u cMbpT. 5 142 naum
BIIIOUCHH 34 NPOY'IBaHe 5e30NacHOCTTa Ha pUBapoKcabaH B Xpi

KbpBene, pemunusApant BTE i seryky

eHTa ¢ octpa JIBT,
FOCPOY€EH IUIaH B cpanpjien
CTAHAAPTHATA AHTHKOATYJIAHTHA TEPANHEA B KIHHHIHATA npaxTaka. CTOHHOCTHTE Ha Ty
CITyuaH Ha CMBPT 38 pHBapokcabaH ca Suym
1,4% u 0,5%. Crxmectaysar PasiIHKH B OCHORHH XAPAKTCPHCTHKH Ha MALIHEHTHTE, B
BB3pacT, pak K 6s6peqno yepexxnane. Hanosean e CIpaTMOHIHMpaH aHANHS [0 NPEBa)

s
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ONpefieieHH CTOMHOCTH 3a IPYIHpPAHE Ha H3MEPBAHHTE OCHOBHH XapaKTePHCTHKH, HO BBIIPEKH TOBA
OCTABANTHTE OTKIOHCHHA Moe 1a NOB/TUAAT Ha pesyrrraTrte. Kopurupaswure KP 3a ronsmo KBbPBEHC,
pemuBapai BTE u scuvxu coryuan Ha cMepr ca 6w ceotserro 0,77 (95% CI 0,40 - 1,50), 0,91
(95% C10,54 - 1,54) u 0,51 (95% C10,24 - 1,07).

Tesu pesyarars nps nalMenTH, KOHTO ca GHIH HAGIOABAHH NpH PEAJIHH YCIIOBUA, C4 B
CBOTBCTCTBHE ¢ YCTAHOBEHHA NPOGdII Ha GE30IIACHOCT IPH TOBA MOKAZAHKE.

Heavatpuasa nomynagus

EBponefickara areHIps o /iekapcTbaTa OTIATa 33TROKEHHETO 3a NMPeAOCTABAHE Ha Pe3y/ITATHTE OT
[pOYIBAHAATA C PHBAPOKCAOAH B €HA HTH OBEYE NOATPYITH HA TE/UATPHIHATA HOTYAIHS TpH
JNieueHHeTo Ha TpoMGoemMGomanH cs6uTHe. EBponetickara arermus nio JiekapcTBara ocBoboxIaBa or
SaB/DKCHHETO 38 HPEIOCTARAHE HA PE3YITATHTE OT NPOYYBAHHUATA C PHBAPOKCAGAH BHE BCHYKH
TIOArpYTH Ha NCAHATPHAHATA NOMYIALHA IIPH NPOITAKTHKA Ha TPOMEOEMBONHYHHE cHLEHTH (Bx.
TouKa 4.2 33 HHGOPMALHA OTHOCHO YIOTpe6a B NeMATPHSTA).

52 (PapmakoKMBeTHYHH CBOHCTBA

AGcopbmg

PreapoxcaGan ce abcopGipa 6130, kato MakcMManHHTe koHueHTpaum# (Cmax) ce goctHrar 2 - 4
vaca ¢lie/l npueMa Ha Tabnerxara.

Tlepopanuara aGcopGinia a puBapokcabas € NOYTH IrbIHA K NepOpaTHATA OHOHAIHYHOCT € BHCOKA
(80 - 100%) 3a 2032 o1 2,5 mg 1 or 10 mg, npuera kato TabMeTka, He3ABHCHMO JAITH IIPHEMBT € HA
[Aanuo w cnes xpanene. IipuemyT Ha paBapokcaban ¢ xpana He nosmsea AUC mnu Cmax npH
Aosara or 2,5 mg u ot 10 mg,

Topaxu HamanenaTa crenen Ha aGcopoums e onpeneneHa nepopaiaHa GHOHATHIHOCT 0T 66% 33
Tabierka 20 mg npueTa Ha raxwo. [Ips npueM Ha TabreTky pueapokcaban 20 mg ¢ xpana ce
HaOmonaBaT BOBMINICHES Ha cpemiata AUC ¢ 39% e cpasheHwMe ¢ nprem Ha TabneTkaTe Ha IMaJHo,
KOETO roBOPH 33 NOYTH ITkiTHA abcopOms B BHCOKA NEPOpajiHa GHORATHIHOCT. Pumapoxcaan 15 mg
1 20 mg Tpa6ea na ce nmpHema ¢ Xpana (BXK. Touxa 4.2).

DapuMaKOKHHETHKATA Ha PHBAPOKCABaH € NOUTH JIMHelHa Ao okoNo 15 mg emuH BT Ha AeH npH
npHeM Ha raamHo. Crien apHeM Ha Xpana puBapokcabaH Tabserkn 10 mg, 15 mg u 20 mg rmokassa
IPONIOPLHOHANHOCT Ha A03aTa. [Iph no-sHCOKH A03H pHBapoKcabaH nokassa orpaHHYeHa OT
PasTBOPHMOCTTA afcopbims ¢ Hamanena GHOHATHYHOCT H HAMAJIIBANE HA cTeneHTa Ha abcopSuHara
[pH NIOBHINABAHE HA 1034Ta. DAPMaKOKHHETHIHATA BAPHADHITHOCT Ha pHBapoxcabaH e ymepeHa ¢
BApHpaHe MexkAy oTAenHUTe nawuenTy (CVY%) B uarepeana or 30% no 40%.

AGcop6upsTa Ha puBApoKCcaGaH 3aBHCH OT MACTOTO Ha HEFOBOTO 0cBoGOANaBAHE B CTOMANIHO-
UpeBHAA TpakT. Crobmara ce 3a 29% u 56% namanenue sa AUC 1 Cmax » cpaBHeHHe ¢ TabneTka,
KOraTo rpaHy/aT paBapoxcabaH ce 0cB0G0OXIABA B NPOKCHMAIHHTE OTAEITH HA THHKHTE yepsa,
ExcniospuuaTa ce HAMANNBR OITEIHHTENRO, KOTETO puBapokcaban ce 0cBo0OKIABA B THCTANHHTE
OTHE/M HA THHKATE YepBa WM BHB BE3X0ASIIOTO 2e6ero gepeo. [1o Tasu npuanna TpaGaa Aa ce
H304TBa PUITOKEHMETO Ha PHBAPOKCAGAH MHCTATHO OT CTOMAXA, THH KATO TOBA MOXKeE Ha JOBee [0
HamaneHa abcopOLUMA H CHOTBETHO CPLP3AHA EKCTIOSHIAT Ha pHBapokcaGaH.

bronanwusoctra (AUC u Cmax) e 6una cpapauma npt 20 mg pusapokcaban nprroAen OEPOPATHO
KaTo HATpOIICHA Tab/eTka, pasMecena B I6RIKOBO mope, WiH CYCIICHPAHA BBB BOAR H IPHIOIKEHA
T(peS CTOMALIHKA COH/IA, NOCHEBAHO OT TEUHA XPAHA, B CPABHEHYE ¢ 1S/IATa TAb/eTka, Karo ce uma
TIpEABA/L NPE/IBANMMHS, TIPONOPIHOHAIICH Ha I03ATa (aPMAKOKHHETHIEH ApogMn Ha peBapokcaban,
PE3yNTATHTE 38 GHOHAMYHOCTTA OT TOBA IPOYURAHE BEPOATHO CA GPUNOKEMHE 32 IOHIDKABAHE Ha
Zio3uTe HA pHBapokcaban.

Pasnpenenenne
Crbp3paHeTo ¢ niasMenuTe ApOTEHHH NPk XOpa € BHCOKO, OKONo 92% ne 95%, KaTo cf

anCyMHAH ¢ OCHOBHaTa CBBpIBaiNa ppakuud. OGeMET Ha pasmpesencHte o YMepeH ¢
npHGIH3MTeTHO 50 JHTpa. ‘




bu M H e
Oxono 2/3 or npunoxenata x03a puapokcaban ce NOATATA Ha METAGONMTHO PasTpakiaHe, Cliel

KOETO TOIOBHHATA CC eIMMHHUPA Tpes GBOpeLyTe, a APYraTa NONOBHHA - ¢ (examanTe. [TocneaHara

1/3 or npunoxeHaTa Aoza ce HITBYBA Ypes AMPCKTHA GLGpeuna EKCKpEIHA KATO HEIIPOMEHEHO
AKTHBHO BEMIECTBO B YPHHATA, INIABHO Ipe3 aKTHBHA GBOpeTHa cCeXpemHa.

Pusapokcaban ce MeraGomvsupa apes CYP3A4, CYP2J2 u CYP-He3aBHCHME MEXAHI3MH.
PasrpakniaHeTo 4pes okHC/IeHHE Ha MOP(OTHHOHOBHSA PARMKAN M XHAPOMH3ATA HA AMHIHHTE BPE3KH
Ca OCHOBHHTe IpouecH Ha bHoTpanchopMatmd. OT in vitro HiceABaHHA € H3BECTHO, 9¢
pHBapokcabaH e cyGCTpaT Ha TPAHCHOPTHHTE NporeHHH P-gp (P-rankonpotenn) u Berp (npotenH Ha
PE3HCTEHTHOCT HA pak HA I'bpJaTa).

HenpomenennsT puBapokcabaH e Hali-BAKHHAT KOMIIOHEHT B YOBELUKATA I1a3Ma, 6e3 1a HMa OpYTH
OCHOBHH HTH KTHBHH LMPKYJIHPAINH MeTabomuTH. ChC CHCTEMEN KIMPBHC oKojio 10 I/h
puBapokcaban Moxke 2ia ce KIACH(PMLIMpa KATO BEIECTBO ¢ HECHK KIHpEHC. Clle HHTPaBeHO3HO

TIPHIOXKEHNE Ha 2034 0T | Mg eNMMHHAIMORHESAT HOMYKHBOT € OKOJC 4,5 daca. Cien nepopatso

NPHWIOKCHAC STHMHHHPAHETO CTaBa THMHTHPAHO OT cTeneHTa Ha abcopbums. Enumunrpanero Ha
PrBapokcaGaH OT I1a3MaTa HACTHITRA C TEPMHHAJICH TIO/yAKHBOT OT 5 10 9 9aca IpH MIazu
MHAMBHZHA B 0T 11 10 13 waca NpH MAlHEHTH B CTAPYECKA BB3PACT.

Cre TOIVJL

Ifon

He ca ycranoBeHH KIMHUYHO 3HATMMH PATHKH BHB dapmakoxHEeTHKAT2 H HAPMAKOIHHAMHKATA
MEWAY NANWCHTH OT MEKKH H JKEHCKH HOu.

Hayuenmu 8 cmapuecka ev3pacm

TamenTnTe B cTapuecka BBIPACT MOKABAT NO-BHCOKH TUIAIMEHH KORISHTPALHH B CPaBHCHHE C I0-
MU/ DAITHEHTH CBC cpeAitH cTolHocTH H2 AUC 0kolo 1,5 ITETH 10-BHCOKH, OCHOBHO HOpAH
HaMmajicHHH (NpHBHCH) o6m 1 6E6peyen kmpsHc. He ce Hanara KopeKiHs Ha J03aTa.

Pazmuunu xamezopuu e sagucumocm om mezromo

IIpexoMepHH OTKIOHSHHS B TENECHOTO Termo (< 50 kg wmm > 120 kg) umMaT camMo MajIko BITHAHHE
BEPXY IFIASMCHHTE KOHLCHTPAUMH HA pHBapokcabaH (mo-Manko or 25%). He ce nanara kopexums Ha
Ao3aTa.

Meoxcoyemuuvecku pasauvus

He ca yCcTAHOBEHH KIMHEYHO 3HAMMMM MEXTYSTHHUECKH PaXIH-IH OpH NAUHEHTH OT EBPONEHIHATA,
a(po-aMepHKaHCKATA, TATHHOAMEPHKAHCKATA, AIOHCKATA H KHTalckaTa rPyIH 10 OTHOLIEHHE Ha
hapmakoxuHeTHKATA M PapMAKOIMHAMUKATA HA PHBAPOKCAGAH.

HYeproopobuo yepexcoane
TlanpenTy ¢ LMpo3a H JIeko YepHOIPOGHO YBpexaHe (xmac A no Child Pugh) npossasat camo
MHHHMAITHH TPOMEHH BEB (papmakokuHeTnkara (cpeato 1,2 meTH nosmmersue ra AUC Ha
PHBapoKcabaH), KOETO € IHOYTH CPABHHMO ChC ChOTBETHATA HM KOHTPOITHA IPYTIa 30PABH HHIHBH/IH.
Upu nammenTy ¢ Hpo3sa B yMepeHo uepHOAPOGHO yBpexaane (knac B mo Child Pugh), cpennara
AUC Ha puBapokcaGaH e 3H8UHTEHO NOBHINCHA (2,3 rs™h) B cpaBHeHMe CBC 30PaBH AOGPOBOILM.
AUC Ha HecELp3aHaTa (paxims ce noBHmaea 2,6 weTH, ITpu Te3n nauMeHTH HMA M HAMANEHO
6B6peHO emMIHpane Ha puBapokcaban, ono6HO Ha TOBA TNpH NIALMEHTH ¢ YMepeHo On0pedno
yspexzane. HiMa aHHH OT NAUMEHTH ¢ TEXKO YePHOPOGHO YBpeXKIaHe.

Hrxubupanero Ha akTHBHOCTTA Ha daxrop Xa nps naumenTH ¢ ymepeHo 4YEepHOAPOOHO YRpEKIaHE e
MOBHILICHO 2,6 TETH B CPABHEHHE CHC 3IpaBH nobposonm; PT cvmo e yawmkeno — 2,1 muTh.
TNaumenTHTe ¢ yMepeno 4epHOAPOGHO YBpexkaHe ca No-JyBCTEUTETHH KbM puBapokcaban, xoero
BOZH 110 no-cTpsMHo PK/PD choTHOmeHBE Mexry KoHIleHTpammara u PT, o
PukcenTo e nporusonoxasan npu natmenTs ¢ uepHOAPOOHO 3a60nsBane, CBLP3aHO
H KIMHIIHO 3HAYAM PHCK OT KEPBEHE, BKITIOUHTEHO NALMEHTH ¢ muposa ¢ Child
ToqKa 4.3),




Bolipeuno yepeocdane

HaGmonasa ce ypesmvenne Ha eKCIIO3HIMATA Ha PABAPOKcabaH YCIOPEAHO ¢ HAMAIABARE HA
GnOpeqnara GyHKin, HIMEpEHa Ype3 KPeATHHHHOBHA KTHPBHC. I1pu vHmpBHIH ¢ Nexo
(xpeaTummHOB XIHPEHC 50 - 80 ml/min), yMepeHo (kpeaTHHHHOB xmuprHE 30 - 49 ml/min) B Texko
(xpeaTyHuHOB WIHPEHC 15 - 29 mi/min) 616peuno yspexmane niasMenmTe KOHUCHTPAllHY Ha
paBapokcaban (AUC) ca cyorBetro 1,4, 1,5 1 1,6 n5TH n10-BHCOKH. CHOTBETHOTO 3aCHIIBAHE HA
PapmakomuHaMITHITE obeKTH ¢ No-u3paseno. TIpH HATHBHIH ¢ 16K0, YMEPEHO H TEXEKO 6r6peqno
YBPOKIAHES IANOCTHOTO HHXHONpAHE HAa aKTWUBHOCTTA Ha axTop Xa € cpotBetHO 1,5, 1,9 1 2,0 msTH
HO-CRUIHO B CpabHEeHHE ChC 32pasd AoCposomm; PT crino e yawokeHo — cvoreerso 1,3, 2,2 1 meTh.
HsMa JAHHE OT NAIMEHTH C KPEaTHHHHOB KITHPBHC <15 mi/min.

Tlopasy pucoKaTa CTETICH HA CBLP3BAHE C ITIABMEHHUTE NIPOTeHHH HE Ce 0O9aKBA pHBapokcabax 1a
MOXe A ObJic OTHENEH Upes AHaTH3a.

He ce npenopbusa ynorpeba npu nanyenTy ¢ kpeaTHHHHOB KinpbHC <15 mi/min. Pukceyrro Tpabsa
Aia Ce HINOIIBA BHHMATEHO IIPH NAHEHTH ¢ KPEATHHHHOB KIHPBHC 15 - 29 ml/min (k. Touxa 4.4).

D o AHHL TIAIHMEHTH

Ilpr namers, nosysasainy prBapokcaban 3a leueHHe HA 0CTPa TBIGOKA BEHOIHA Tpombo3a (JIBT)
20 mg ey BT AHEBHO, CPEIHATA [COMETPHYHA KORNEHTpalms (90% MOPOrHO3CH HHTepBan) 2 - 4
Haca M okosio 24 Jaca cieA IPHEM Ha /1032 (MPHO/TH3HTENTHO MPEACTABIABANIY MAKCHMAJIHATA H
MHHHUMATHATA KOHLCHTPAIMH NIPe3 BpeMe Ha JO30BHA MHTEPBAN) ¢ CHOTBETHO 215 (22 - 535) u 32 (6~

239) pg/l.

B MAK: ~hapMaKo,

Bpuskara dapmaxokuneTika/hapmakomumamuka (PK/PD) MENTY IUIg3MEHaTa KOHIEHTPAIMA Ha
pHBApOKCA(aH H HAKONKO HapMAKOAHHAMETHH KPAi{HH TOUKH (mrxubHpare Ha daxtop Xa, PT, aPTT,
Heptest) e npoyuena ciex npinarane Ha IIHPOK ARANA3OH OT 03K (5 - 30 mg nBa nETH Ha Ken).
Bpiakara MexIy KORNEHTPAIWATE Ha PHBApOKCabaH H AKTHBHOCTTA Ha daxrop Xa nai-n100pe ce
omHcsa ¢ Emax mopen. Tlo ornolrenue ra PT Mozenst Ha museiino TIpeCHYAHE ONHCEA TAHHHTE
o6HKHOBEHO no-1oGpe. HakionsT Ha KpARATA BAPHPA 3HAYHTEHO B FABHCHMOCT OT pa3IHIHHTE
msrionspaiy PT pearenrn. I1pu wanonssane va Neoplastin PT, PT ma H3X04HO HHBO € 0Kko00 13 5, a
HAKJIONBLT oKoNO 3 o 4 8/(100 pg/D). Pesynrarure or ananusa na PK/PD or taza Il u III ca cxonmm ¢
JAHHHTE, YCTAHOBCHH IPH 3APaBH UH/IHBHIIH.

IlegnaTpadna nomynanus
He ca npoyatu GesonacHocTTa u edmxacuoctta NIPH Jena K I0HOIIH Ha BEIPacT IO 18 romumu.

53 IlpeaxnBHMYEE AaHHE 33 Gezomacnocr

Hewmnwarme aalnn He N0kasBat 0co0eH pHCK 3a xopa Ha 6a3aTa Ha KOHBEHI(HOHATHHTE
$apMaKonOrIIHM H3MTBAHNA 33 Ge301ACHOCT, TOKCHIHOCT IIPH €AHOKPATHO NPHIOKEHHAE,
$OTOTOKCHIHOCT, FeHOTOKCHYHOCT, KAHIGPOTEHEH MTOTEHLMAN H IOBOHIIHA TOKCHIHOCT.

Edexryre, naGmojapai npH MAMHTBAHKATA 32 TOKCHIHOCT TP MHOTOKPAaTHO NPHIOKEHHE, ca
CBEP3AHH OCHOBHO CBC 3ACHIEHATA (PAPMAKoOMHAMIYHA AKTHBHOCT Ha puBapoxcaban. ITpy mrsxose
ca HaGMO/ABAHY NOBAINEH): IIATMEHH HIBa Ha 1gG U IgA nipy HHBa HA €XCTIO3HIHA, CHOTBETCTBANH
HA KTHHHTHHTE,

Tlpu mbxoBe He ca HabinonaBaHy edexTy BEPXY (JEPTHIHTETS IIPH MEKKHTE HIIH JKEHCKHTE
KHBOTHH. H3NKTRAHMATS NPH JKMBOTHH NOKA3BAT PEIPOAYKTUBHA TOKCHYHOCT, CBBP34HA ¢
(apMaxonormasus MexauusLM Ha nelicTRRe Ha puBapokcabaH (Hanp. xeMoparudHy YCAOKHEHHSA).
I'pu nnasmMeHu HUBA, CEOTBETCTRANTA HA KNHHHYHHTE, ca Habmonapany eMGpHO-~peTania TokcHYHOCT
(mocTaMITaATALMONHA 3aryGa, 3a0aBeHO/CTHMY IHpaHO ocHpHImpane, MHOXKECTBEHH Gremn
XeMAarayHy NETHA) H NOBAWIEHA YECTOTa Ha Half-1ecTo CpewaHuTe ManhopManyH, e
HaneHTapHy npomMeHH. [Ipy npe- » NOCTHATANHO HINUTBAKE HA TWTEXOBE € HAGIIO
BHTATHOCT HA TIOKOJIEHHETO NPH NO3M, TOKCHYHH 38 MalikHTe,




6. SAPMAHEBTHYHHM JAHHHM
6.1 CoEchk Ha NOMOUIHNTE BemecTsa

Anpo Ha Tabnerkara;
MukpokprCTaTHa Henyo3a
KpockapMenosa natpnii
JlakTto3a MOHOXHApAT

XunpoMenosa
Harpues naypuncyndar
Marnesues creapar

DUAMOBO TIOKDHTHE;
Maxporon 3350 (E 1521)
Xumpomenosa 2910 (E 464)

Twranor anoxeun (E 171)

Kenesen oxcua, uepsen (E 172)

6.2 HecnBMecTaMOCTH

Henpunoxumo

6.3 Cpox Ba roanocr

3 ronuan

6.4 Cuensanng yciosus na chXpancnse

To3u exapcTBeH IPOLYKT He W3HCKBA CTICIMARHH YCIHOBHS Ha ChXpaHCHHE.

6.5 Bag B chaBpEanKe Ha ONAKOBKATA
Biucrepn or PVC/Aluminium dommo

- Omaxopakn ca 8 GTHCTEPH H KAPTOHEHH ONAKOBKH 10 10, 14, 28, 42 wm 98 dunMupasy TabneTion

He sewakn BagOBE OnaKosku Morar fia Snaat IYCHATH B npofaKkia.
6.6 Coenmanun upeAns3ng Mepka npa H3XBBLpJISHE

HewsnomspasmsaT sekapeTsen NpoayKT WIH OTIaTEIHHTE MaTepHATH OT HEro TPADBA 11 Ce WSXBEPIAT
B CBOTBETCTBHE C MECTHHTE H3HCKBAHMNS,

7.  NPHTEXATEN HA PASPEHIEHHMETO 3A YIIOTPEEA

Hubuorex OO

yau. ,, Tpuamuna® Ne 5A
1000 Codua
brirapns




8. HOMEP(A) HA PAIPEINEHHUETO 3A YIIOTPERA

9. JATA HA TBPBO PA3PEMIABAHEMO{ROBABAHE HA PAIPEEHHETO
3A YIOTPEBA

Hata Ha mepBo paspemarane;
10.  JATA HA AKTYAJIH3UPAHE HA TEKCTA

M.apryct 2020 rog.
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