KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



. FME HA JIEKAPCTBEHMSI IPOAYKT : -
: . A N3MBLAHUTENHA ATEHLMAS 110 HEKAPCTBATil

PusapokcaGan-Yaiikadbapma 10 mg hpunmupanu Tabnerku | Pk xapakmepucmuxa Ha npogykma - [pusoxerue 1

Rivaroxaban-Tchaikapharma 10 mg film-coated tablets Niii Pos. N /'BV.;( / 4 07 /&

2. KAYECTBEH U KOJIMYECTBEH CHCTAB | 8G/MA/MP - ; "? 6 (7 ...... ——— N—— |
LOOBDOMNUE M ..o ciiviinsiiaciiniininin e iasminisiiiiii,

Besika punmupana Tabnerka cpabprka 10 mg pnnapoxcaﬁan‘(?%’ﬂmxaba'n') s —

[ToMOLLHO BELIECTBO C M3BECTHO JEUCTBHE
Bceska punmupana tabnerka cbabpika 95,6 mg 1akTo3a MOHOXHAPAT, BHXKTE TOUKA 4.4.

3a MBbJIHUA CITUCHK HA MOMOILIHUTE BELeCTBa BUXKTE ToukKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka (Tabnerka)

Po30BM, KpBI/IH, JBOMHOM3MbKHAIK TabneTku ¢ BAABOHATO penedHo odo3Hauenue “10” oT eaHara
CTpaHa M IJIaJKH OT Apyrara CTpaHa U ¢ AMaMeTbp npubiusurenHo 9,1 mm.

4. KJIAHAYHA JTAHHUA

4.1 TepaneBTHYHH NOKA3ZAHHS

[MpodunakTuka Ha BeHo3eH Tpomboembonu3sM (BTE) mpu BB3pacTHU MaLMEHTH, MOMIOXKEHH Ha
[JIAHOBO CTABHO NMpPOTe3upaHe Ha Ta3o0eapeHaTa HiIM Ha KOJIsiHHaTa CTaBa.

Jleuenue Ha apn6oka BeHo3Ha TpoM6o3a (JIBT) u Genoapoden emb6onusbm (BE) v npodunakTika Ha
peuuausupauu JIBT u BE npu Bb3pacTHu. (BX. ToUKa 4.4 32 XeMOJAMHAMHYHO HECTAOMJIHM NALMEHTH

¢ BE.)

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

Jo3upoBKa

Ipoghunaxmuxa na BTE npu év3pacmuu nayuenmu, ROOI0NMCEHU HA NIAHOBO CMABHO NPOMe3Upane Ha

ma3zobeopenama uiu Ha KOJIAHHamMa cmasea

[lpenopbuutenHata no3a e 10 mg puBapokcabaH, NpHeTH MNEPOPAIHO €AWH MBT JAHEBHO.
[TepBoHauanHaTta no3a TpsibBa na 6bae mpuera 6 no 10 yaca cnen onepauuaTa, NMpH YCIOBHE Y€
XeMOCTa3ara € YCTaHOBEHaA.

[TpoABHKUTENHOCTTA HA JIEYEHHETO 3aBUCH OT WHAMBHIYATHHSA PHCK 3a BEHO3eH TpoMOoeMOOoNH3bM
Ha BCEKHM MMaLlMEHT, KOWTO ce ornpeesns OT BUJa Ha OpTonearuyHara ornepauus.

g 3a mauMeHTH, MOJUIOKEHM Ha rojisiMa onepauus Ha Tazo0eapeHaTra CTaBa, Cc€ MpenopbyBa
MPOAB/DKUTETHOCT Ha JIEYCHHUETO 5 CEAMHLIM.
° 3a nauMeHTH, TOMJIOKEHH Ha TroJjisiMa onepauds Ha KOJISIHOTO, C€ IMpenopb4Ba

MPOAB/DKHTETHOCT Ha JIEYEHHUETO 2 CEAMMLIH.

Ako 6BAe nporycHara HAKOS [03a, NalMeHTbT TpsAbBa na npueme PuBa
He3a0aBHO W Ha clieABaLHs AEH Ja NMPOAb/KH C IpUeMa BEAHBXK JHEBHO KaKT



Jlevenue na BT, revenue na BE u npopunaxmuxa na peyuousupawu J{BT u bE
[IpenoppunTenHaTa A03a 3a Ha4YanHo nevexne Ha ocTpH JABT wiau bE e 15 mg aBa neTH AHEBHO npe3
MbPBHTE TPH CEAMHULIM, NIOCNEABAHA OT 403a 0T 20 mg BEAHDBXK JHEBHO 3a NPOABIKABAILIOTO JIEYECHHE H

npodunakTuka Ha peunausupainy JIBT u BE.

TpsabBa aa ce HMa NPEABKHI KpaTKOCpOUHa Tepanud (Haik-Manko 3 meceua) npu nauuesTv ¢ ABT wim
BE, npoBokHpaHH OT rojieMu NpexoJHH PUCKOBH (hakTOpH (T.€. CKOpOLIHA rojiAMa onepauus WiIH
TpaeMa). [To-npoasaxuTenHa Tepanus Tpadsa Ja ce Ma NPEIBU NPH NAUMEHTH ¢ NpoBokupanu BT
unu BE, HecBBp3aHM ¢ roneMH npexogHH pUCKOBH (daktopH, HenposokHpaHd BT uau BE nnu
aHamue3a 3a peuuausupauiy IBT wnu BE.

Koraro € nokazaHa no-npoammkuTenHa npodunaktuka Ha peuuausdpainy BT u BE (cnen
3aBbpLUBaHe Ha NoHe 6-MecevHa repannd 3a BT wnu bE), npenopvuntennara go3a € 10 mg BeaAHBXK
JHEBHO. [Ipv naiueHTH, NPU KOUTO C& CMATA, Ye PUCKBT OT peunausupaiud BT uiu bE e Bucok, kaTo
T€3H ¢ YCJIOXKHEHH ChITBTCTBAIY 3a00N9BaHNA, WK KOUTO ca pa3BuaM peuuausnpainy JIBT nmm BE
npu No-nNpoab/kuTeHa npodunaxruka ¢ Pupapokcaban-Harikapapma 10 mg BeaHBk AHEBHO, TpaOBa
Ia ce UMa NpeaBuI NpHeM Ha Pueapokcaban-Yalikagapma 20 mg BeAHBXK ZHEBHO.

[IponbKMTENHOCTTA HA TEpANUATA TPAOBa Aa Ce ONpeAeid U 03aTa Aa ¢ H30epe HHAHBHIYATHO CIE
BHHMATEIHA OLIEHKA Ha ChOTHOLIEHHETO MEXKAY MON3ATa OT IEUEHHETO M PUCKA OT KbPBEHE (BiK. TOUKA

4.4).

[lepuoj oT BpeMme Cxema Ha npunarase Ob6mwa JHeBHA
no3a

Jleuenue u npodmunak- | Hen 1-21 15 mg nBa rbTH JHEBHO 30 mg
THKAa Ha peuuIHBH-
pawy /BT u bE Ot Jlen 22 HaTaThK 20 mg BEIHBXK AHEBHO 20 mg
[IpodunaxTuxa Ha | Cnex 3apbpuiBadHe Ha | 10 mg Beaubxk AHeBHo Unu | 10 mg unu 20
penuguBupau (BT | naii-Manko 6-meceyHa | 20 mg BeJHBX RHEBHO mg
u BE Tepanus 3a JIBT unu bE

3a yJecHABaHe MpeMHHaBaHeTo OT A03a 15 mg kbM ao3a 20 mg cnen Hew 21 e HanuvHa 4-ceJMUYHA
onakoBxa PuBapokcaban-YaiikagapmMa 3a 3anoyBane Ha ne4deHue Ha JIBT/BE.

AKo BbB (azara Ha jeveHue ¢ 15 mg aBa nbTH AHEBHO (AcH | - 21) ce mponycHe €QUH NpHEM,
nauyeHTsT TpabBa HezabaBHO Aa npueme PuBapokcabau-Halkadapma, 3a na ce ocurypu ob1o npuero
konudecTBo o1 30 mg PuBapokcaban-Uatikagapma 3a eauH aeH. B nogoben cnyvail Moxe aa 6paar
npueTd ase TabneTku oT 15 mg HaBeaHbXk. IlauneHTHT TpstOBaA Ja NpOakIKH peJOBHUA NTpHeM Ha 15
Mg ABa MbTU JHEBHO HA CJIeJBalliHA IE€H, KAKTO € MPENopBHUYaHO.

AKO BbB (pazaTa Ha JE€UYEHHE C €OWH NpHEM HA ACH Ce MPONyCHE €AUH MpHEeM, NMaUUEHTHT TpaOBa
He3abaBHO Ja npHeMe PuBapokcaban-YalikadapMa U TpadBa aa npoaAbiKY peAOBHHA NPHEM BEAHDX
IHEBHO HA ClieNBallug JI€H, KaKkTo e rpenopsyaHo. He TpabBa ga ce usnon3ea npoliHa n03a B paMKHTE
€JIMH U CBhIlIH JEH, 3a J1a cE KOMMEHCHpa NPOoMyCcHAaTaTa 03a.

Ipemunasarne om nevenue ¢ anmazoHucmu Ha sumamun K (ABK) xovm Pusapoxcaban-YHativagpapma

3a naiMeHTHTEe, KOMTO ca Ha JieueHue 3a BT, BE u npo¢unakraka Ha peunausi, ABK Tpsabsa na ce
CIIpaT # Ja ce 3amo4He neueHuero ¢ Pusapokcaban-Halixadgapma, korato INR e <£2,5.

MexayHapoanoro HopManusupaHo croTHowleHue (International Normalised Ratio,
¢danuuBo NOBHIUIEHH cnex npHema Ha PuBapokcaban-Yadkadgapma. INR He e Ban




M3IMEPBAaHE HAa AHTUKOAryJaHTHATA aKTMBHOCT Ha PuBapokcaban-Yakixadapma u cieaoBaTendHo He
TpabBa 1a ce H3nona3sa (BxK. To4dka 4.5).

Ilpemunasane om nevenue ¢ Pusapoxcaban-Hauxagpapma xem aumazonucmu na eumamun K (ABK)
HMa BepoATHOCT aHTHKOArynauusaTa Ja ObJe HealeKBaTHA B XOAa Ha NPEMHHABAHETO OT JIEYEHHUE C
Pusapokcaban-Yaiikagapma koM ABK. Tpsbsa na ce ocHrypd nDpoObIKHTENHA alJeKBATHA
aHTHKOAryJjalus NpH NpeMHHABaHE KbM ANTEPHATHBEH aHTUKoarynaHt. Tpadea na ce orOenexy, ue
Pupapoxcaban-Yalikagapma Moxe na obycnoBH noBHlIeHH cTORHOCTH Ha INR.

[Tpu nauuenTH, npeMuUHaBamu ot aeueHHe ¢ PuBapoxcaban-Yalikagapma xem ABK, ABK Tpsbsa na
ce npueMar napanento go aocrurade Ha INR > 2,0. Ilpe3 nbpBuTe ABa JHY OT NPEXOXHHUA NEPUON
TpsbBa Ja ce mpunara craHaapTHaTta HavanHa no3a ABK, cnea koero nosara wa ABK TpsaOBa na e
cnopes pesyiararure 3a INR. Jlokaro naumeHTHTe mnpHemar eaHOBpeMeHHO PuBapokcaban-
Yahikagapma u ABK, INR He Tps#OBa J1a ce uscneasa no-paHo ot 24 yaca cnea npeaxolHara no3a, a
caMO HENOCpeACTBEHO mnpedu crnelpaulata Aao3a PuBapokcaban-Yaiixadapma. Cneng kato ce
npeycraHoBU npueMa Ha PuBapokcaban-Haiikagapma, INR Moxke na ce nscnensa u pe3yJiTaTuTe Ja ca
HaAEXKAHH Moxe 24 yaca clieq npyueMa Ha mocaeanara ao3a (BxX. Touku 4.5 4 5.2).

IIpemunasane om nevenue ¢ napenmepaniu anmuxoazyrarnmu kem Pusapoxcaban-Yauxagapma

[Tpy nauMeHTHTE, KOUTO B MOMEHTA [10Ty4aBaT NMapeHTEPATHH aHTHKOArYJIaHTH, NPEeyCTaHOBIBAHETO
Ha MapeHTepalHUA aHTHKOAryJlaHT W 3amouBaHeTo Ha Pusapokcaban-Halikagapma Tpsbsa na ce
ochbilecTBaAT 0 n0 2 yaca nmpegd MOMEHTA 3a CIE[BAILNOTO IVIAHOBO MPHIOKEHUE HA NMapeHTepanHus
NEKAPCTBEH [POAYKT (Hamp. HUCKOMONEKYJEH XenapuH) MAM B MOMEHTa Ha CHNHpaHe Ha
NPOABLIKUTEHOTO NMPUAOKEHHE HA MNAPEHTEPANHUA JIeKapeTBEH MNPOAYKT (Hamp. HHTpaBeHO3€H
HepaKHOHUPAH XenapHuH ).

Ilpemunasare om neuenue ¢ Pusapoxcaban-Uatikaghapma xem napenmepannu anmuxoazyianmu
[IpHnoxkeTe NbpBaTa J03a OT NAPEHTEPATHHS AHTHKOATYJIAHT B MOMEHTa, KOraTo TpAORa Ja ce npueme

cneapalara 103a PuBapoxcaban-Yalkadapma.

Crneunainy nonynauuu
bvbpeuno yspexcoare

OrpaHMueHHTE KJIHHHYHH J@HHH OT MalMeHTH C TeXKO Ou0peyHo yBpexxaaHe (KpeaTHHHHOB KIHPBHC
15 - 29 ml/min) noka3Bar, 4e NnnasMeHruTe KOHIIEHTpallUi Ha pHBapokcadaH ca 3HAYHTENHO NOBULLEHH,
Mo Tasu npuurHa PuBapokcaban-Halikadpapma Tpabsa Ja ce npunara BHUMAaTEMHO NPH TE3H NALHEHTH.
He ce npenopsuBa ynorpedaTta npH nNalMeHTH ¢ KPEAaTUHHHOB KIHPBHC < 15 ml/min (Bx. T04ku 4.4 u
5.2).

- 3a nmpodunakTHka Ha BTE npd BB3pacCTHH NALMEHTH, MOJIOXKEHH Ha IUIAHOBO CTABHO
npoTe3dpaHe Ha Ta3obeipeHaTa WM HA KOJAHHATA CTaBa, HE ce Hajara NpoMsAHAa Ha Jo3ata npu
naueHTH ¢ Jnexko OnbpeuHo yepexaaHe (kpeaTMHHHOB KIUpBHC 50 - 80 ml/min) wiu ymepeHo
OBOpeuHo yBpexaaHe (KpeaTHHRHOB KIUPERHC 30 - 49 ml/min) (BK. Touka 5.2).

- 3a neuenue Ha JIBT, neuenne va BE u npodunakruka Ha peumauBupaind JIBT u BE, He ce
Hajlara NMpoMsHa Ha A03aTa NpH MauHeHTH ¢ JieKa creneH Ha On0peyHo yBpexaaHe (KpPEeaTHHMHOB
knupbHC 50 - 80 mi/min) (Bx. TOouka 5.2).

[Tpn naupeHTH ¢ yMepeHo Texko Ob0peyHo yBpexxaane (KpeaTHHHHOB KIHPBHC 30 49 ml/min) unu ¢
Tex KO 6BOpeyHo YBpexIaHe (KpeaTHHHHOB KIHPBHC 13 - 29 ml/min) ca BanuiHH ciegHUTE NPEenopbKU
3a JA03MpaHe: naluMeHTHTe TpadBa aa ObAaT nekyBaHd ¢ 15 mg ABa MBTH AHEBHO Mpe3 MBPBUTE 3
ceaMHLUH. Cliel1 TOBA, KOraTo npenopsuuTenHara ao3a e 20 mg eaAuH nbT AHEBHO, TpAOBa f1a ce 06MUCAH
HaMansBaHe Ha fo3ata oT 20 mg BeAHbK AHEBHO Ha 15 mg eaUH BT AHEBHO, aKO OLEHECHUAT PUCK OT
KbPBEHE 3a NallHeHTa HAIXBbpJsA pHcka oT penuausupaind JIBT u# BE. [Ipenopskara 3a ynotpebara Ha
15 mg ce ocHOBaBa Ha GapMAKOKMHETUYHO MOJCIUPAHE U HE € IPOYYBAHA NPH T€3U KIIMHUYHH YCII
(Bx. Touk# 4.4, 5.1 u 5.2).

Korato npenopsudTenHaTa Ao3a ¢ 10 mg eAMH NBT JHEBHO, HE Ce Hanara T4 aa Obae kopu




YeproOpobno yepesicoane
Pusapokcaban-Yaiikadapma e npoTHBONOKa3aH NpY NALHNEHTH ¢ YepHOAPoOHO 3abonaBaKe, CBbP3aHO
¢ KOAryJIonarTis U KIIMHUYHO 3HaYHM PHCK OT KbpBeHE, BKIIIOUMTENHO maunerTH ¢ uupo3sa ¢ Child Pugh

B u C (Bx. Touxu 4.3 n 5.2).

ITonynayus 6 cmapuecka ev3pacm
bes kopekuuda Ha A03aTa (BXK. TO4YKA 5.2)

Tenecno mezno
be3 kopekling Ha Jo3ara (BX. Touka 5.2)

Ilon
bes kopekuua Ha Jo3ara (BX. TOUKa 5.2)

[Teouampuuna nonyrayus
BezonacHocTTa M edukacHocTTa HA PuBapokcaban-Yalikagapma npy neua Ha Bu3pact 0 oo 18 roaMuu
He ca ycraHoBeHH. Juncear gadHu. Io Ta3zu npuunHa He ce npenopbuBa ynorpebara Ha PuBapoxcabaH-

Yaitkadapma npu Jeua noj 18roamiHa BB3pacT.

Ha4yuH Ha npunoxeuHe
Pusapokcaban-Yaiikadapma e 3a nepopanHo npuioxkenue, TabneTkuTe MOXe Ja ce NPUEMAT ChC UITH

Oe3 xpaHa (BX. TOUKH 4.5 1 5.2).

[lpu naupeHTH, KOMTO He Morar Ja nonrbwiar tabnerkure uenu, tabnerkata PuBapokcabaH-
YaiikadapMa MOXe Aa ce HAaTpPOLIH M CMeCH ¢ BOJA WU SAOBIKOBO NKOpe HENoCPeACTBEHO NpeiH
ynotpeda H Ja ¢e MPHIIOXKH [epOopaiHo.

HarpoiueHara Tabnerka PuBapokcaban-Yalikadgapma MOke a ce npuiara CblUo H 4Ype3 CTOMAllHA
COHJIa CJiel MOTBbPXKAEHHKE, Ye COHAATa € NPaBUJTHO pa3snonokeHa B croMaxa. HaTpoueHnara Tabnerka
TpAOBa Ja c€ mpuiara npes CTOMAallHa COHIA B MAJIKO KOJHYECTBO BOJA, Cliell KOETO COHAara Tpibra
Ia Ob1e npoMUTa ¢ BOAA (BX. TOUYKa 5.2).

4.3 IlporHBOmOKA3AHHA

CBpBXYYBCTBHTENHOCT KbM aKTHBHOTO BEIECTBO WJH HAKOE OT MOMOLIHWTE BelliecTBa, H3OpOeHH B
TOukKa 6.1.

AKTHBHO, KJTMHHYHO 3HAYNMO KbPBCHC.

Jle3aus UM CLCTOSHHE, aKo ObJie cueTeHo, Ye NPEACTaBAABa 3HAYHM PHCK 3a roisiMo KbpBeHe. ToBa
MOKE Ja BKJIIOYBA HACTOAIIA HIH CKOPOLIHA FaCTPOMHTECTUHANHA A3Ba, HATHYUE HA 3/I0KA4YeCTBEHH
HEeOIIa3MH ¢ BHCOK PUCK 3a KbpBeHe, CKOPOLIHO HapaHsBaHE Ha INaBHUA MW IpbOHAYHHS MO3IBK,
CKOpOILIHA Olepalys Ha [NaBHHA MO3BK, MPLOHAYHMA MO3BK HIH O4YHTE, CKOpPOLIHAa BhTpedepenHa
XeMOparus, W3BECTHH WM CYCNEeKTHH e30(hareéaiHy BapHiii, apTEPHOBEHO3HH Mas(opMaLiiK, CbIOBH
AHEBPH3MH HJIM FOJIEMH HHTPACIIMKAJIHH WIH HHTpalepeOpanHy chI0OBH aHOMAJIHH.

EnHOBpeMEHHO JleYeHHE ¢ JOpYrd aHTHKOAryJlaHTH, Hanp. HedpakuuoHupaH xenapuH (HOX),
HUCKOMOJIEKYJTHU XeNapHHH (€HOKCanapHH, JAITENAPHH U Ap.), NIPOY3BOJHH Ha X€NapHUHa
(boHaanapuMHYKC H Ap.), MepopaNHy aHTHKOArynaHTu (BapdapuH, JabUraTpaH €TeKkcunar, anukcabaH
H Ap.), OCBEH npH cneuupuIHH 00CTOATENCTBA 3a CMAHA HA JICYEHHETO ¢ AaHTUKOAry/laHT (BX. TOHYKa
4.2) nnu xorato HOX ce npunara B /1034, HEOOXOAUMH 33 NMOAABPXKAHETO HAa OTBOPEH LEHTpajieH
BEHO3EH HJIH aprepHalicH KateTsp (BXK. Touka 4.5).

YepuozpobHO 3ab0nfBaHe, CRBP3aHO € KOaryjonarus M KINHHYHO 3HAYHM PHCK O
BKAIOMUTENHO MauueHTH ¢ Liupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpemMeHHOCT U KbpMEHE (BXK. TOUKa 4.6).




4.4 ChnenHAa/JHA NpeAyNpexIeHHs H NPpeAna3Hin MePKH NpPH ynoTpeda

[Ipenopbupa ce KIHHHYHO HabnoAeHHe CHOTBETCTBALLO HA MPOBEXAaHaTa aHTHKOArynalKa B Xoaa Ha
LIeJIUA NEPHOA Ha JIeueHHe,

PUCK OT xXeMoparus

KakTo ¥ ¢ ApyrH aHTHKOAaryJlaHTH, NalHEeHTHTE, KouTo npuemar PuBapokcaban-Yailikagapma, tpabsa
Na ce HaOMKJaBaT BHUMATENHO 32 NPH3HALM Ha KbpBeHe. [IpenopwuBa ce ynorpedara ¢ noBHIIEHO
BHHMaHHEe NpPH CbCTOAHHA C MOBHIDEH PHCK 3a XxeMmoparus. [lpunoxenunero Ha PusapoxcabaH-
Yaiikadapma Tpabsa Ja ce npeyCcTaHOBH NMpH NOSBA HA TeXKa XeMoparus (Bx. Touka 4.9).

B xnMHHYHHMTE MPOYyYBAHHUA JIMFABHYHO KbpBEHE (T.€. OT HOCA, BEHIHTE, CTOMAIIHO-YPEBHUA TPaKT,
IIHKOYHO-1T0JIOBHA TPAKT, BKIIOYHTENHO aOHOPMHO BarHHAJIHO MJIH YBEITHYEHO MEHCTPYAIHO KbpPBEHe)
M aHeMHA ce HabmoaaBar no-4yecTo NpHU ABIrOCPOUHO NeYeHre ¢ puBapokcabaH B CpaBHEHHE ¢ NEYEHHUE
¢ ABK. [To Ta3u mpyuKHa, B JONBJIHEHHE KbM QJCKBATHOTO KIMHUYHO HaOmioacHue, nabopatopHo
H3cneaBaHe Ha XeMoryiiobuHa/xeMaTokpuTa OH Moriao aa Opae OT noja3a 3a OTKPUBAHE HA OKYJITHO
KbPBEHE H 3a oNpeleisHe Ha KIUHHYHATA 3HAYMMOCT Ha SBHO KbPBEHE, 110 NpeLieHKa CIIope] cny4vas.

Hskonko noarpynu nNalHeHTH, ONKCaHH NMO-noapoOHO No-A01y, ca ¢ NOBHIUEH PUCK OT KbpBeHE. Tesu
NAaUHEHTH cnefiBa Ja ObJaT BHUMAaTeaHO NpocieacHH 3a 6e1e3n i CUMIITTOMH Ha CBbP3aHM ¢ KbPBEHE
YCIOKHEHHA W aHEMHA Cllell HaUaloTo Ha jJe4eHHeTo (BX. Touka 4.8). Ilpu nanuvesTH, nonyyasaiiu
Pusapokcaban-Yaiikagapma 3a npodunaktixka Ha BTE crnen nnaHoBo CTaBHO NpoTe3HpaHe Ha
TazobeapeHaTa WIH Ha KOJISHHATA CTaBa, TOBA MOXE fia CTaBa ype3 peAOBHU (PU3MKAJIHU Npernean Ha
[alHEeHTHTE, YECTO MPOBEPABAHE HA PAHEBHA APEeHAX H NMEPUHOAUYHO K3IMEPRAHE HA XEMOrNoONHa.
[IpM BCAKO HEH3ACHEHO MOHMXKABAHE HAa XeMOINOOMHA MM KPBBHOTO HansraHe TpAbBa Ja ce ThpCH
M3TOYHHMK Ha KbpPBEHE,

BbnpekH ye neveHHeTo ¢ puBapokcabaH He M3MCKBa PYTHHHO NMpOCHEIABAHE HA €KCNO3HLMATAE, €
BB3MOXKHO W3MEPEHUTE HUBA Ha pHBapokcadaH ¢ KanubpupaH KONMYECTBEH aHTH-(haKTOp Xa TecT Ja
ObJAT MOJIE3HH B H3BbHPEAHH CHTYALHH, KOTaTO JaHHH 3a €KCHO3MLHUATA Ha puBapokcabaH MoraT Ja
MOMOFHAT ¢ MRpOpMaLMA 33 B3WMaHE Ha KJIMHUYHHM DELICHUA, HaNpUMEp NpeAo3dpaHe M CIelHa
onepanus (BK. ToYku 5.1 1 5.2).

brbpeyHo yBpexaane

[Tpn nauueHTH ¢ TeXKO OBLOpeuHO yBpexjaHe (KpeaTMHMHOB KIHpBHC < 30 ml/min) e Bb3MOXKHO
nna3MeHHTE HUBA Ha pHBapokcabaH Ja ObaaT 3HAYMTENHO MOBHIUEHH (cpeaHo 1,6 mbTH), KOETO MOXKE
Ja noBele A0 NOBHUIEH PHCK OT KbpBeHe. PuBapokcaban-Yalikagapma Ttpabea na ce npunara
BHUMATENHO NPH NALUNEHTH ¢ KPEATHHHHOB KIUpBHC 15 - 29 ml/min. He ce npenopvuBa ynorpebara
TpH MalHEHTH ¢ KPEaTUHMHOB KIMpPBHE < 15 ml/min (BK. Touku 4.2 n 5.2).

[Tpy naumeHTH ¢ yMepeHo OnOpeuHo yBpexaHe (KpeaTHHHHOB KIHpBHC 30 - 49 ml/min), kouto
NoJyYaBaT €JHOBPEMEHO ApYFH JieKapcTBa, [IOBMINABAINM [UIA3MEHHTE KOHLIEHTpAlUHd Ha
puBapokcaban, Pusapoxcaban-Yaiikadapma TpsOBa aa ce npuiara BHUMaTeNHO (BK. TO4Ka 4.5).

B3auMoaeicTBUE C APYIH JEKAPCTBEHH NPOAYKTH
He ce npenopb4Ba ynotpebara Ha Pupapokcaban-Uafixkajgapma npH nauueHTM, KOHTO MOJyHapar

eAHOBPEMEHHO CUCTEMHO JieYeHHe ¢ a30N0BM AHTHMHUKOTHLM (KaTO KETOKOHAa30J, MUTPAKOHa30ll,
BOPHKOHA30J H IocakoHas3on) uad HIV-nporeaznn uHxuburopn (Hanp. puTOHaBHp). Te3M aKTHBHH
BellecTBa ca MOWHH MHXUOHWTOpU Ha CYP3A4 u P-gp ¥ nmo Tasd npu4MHa MOrar Aa NOBHLUAT
niasMeHaTa KOHLICHTpaLHA Ha puBapokcabaH [0 KIMHHYHO 3HA4YMMO HHBO (CpedHo 2,6 MbTH), KOETO
MOJXe Ja ZI0BeAe A0 NOBULIEH PHCK OT KbPBEHe (BX. TOUKA 4.5).

Heo6xonuMo e BHUMaHHEe NMpPH NAalHEHTH, KOUTO EAHOBPEMEHHO €A HA JIEYEHHE ¢ JIeKapcT
NPOAYKTH, KOHTO TMOBIMABAT XEMOCTAa3aTa, KaTo HECTEPOUIHH IPOTHBOBL3NAIHTEIHH
(HCIIBC), aueruncanuumunora kucenuna (ACK) u muxubutopn Ha tpomOouMTHATa arpe
CENEeKTHBHH MHXHOUTOPU Ha oOparHOTO 3axBallaHe Ha cepoTOHMHA (selective seroto




inhibitors, SSRI) n HvuxuOUTOPH HA OOPATHOTO 3aXBalllaHe Ha CEPOTOHKHHA ¥ HOpenuHed puHa (serotonin
norepinephrine reuptake inhibitors, SNRI). 3a nauneHTHTe ¢ pHCK 32 YIUEPO3IHO CTOMAWIHO-YPEBHO
3a00J19BaHE MOXE Ja ce NOMHCIH 3a NOAXOAAII0 NPodUIAKTHYHO NedyeHue (B, Touka 4.5).

HQ!FH PUCKOBH ﬂ)ﬁ]ﬂ‘r{}pl‘_lr 3d KbDBCHE

[Tooo6GHo Ha ApPYrH aHTHTPOMOOTHYHH CPEACTBA, pHBapokcadaH He ce MpenopbuBa NPH NalHEHTH C
NOBHUILEH PUCK OT KbPREHE, KaTo:

. BPOAECHH HIIH NPHACOUTH HapyllleHHS B KPbBOChCHPBAHETO,
. HEKOHTPOJHPAHA TEXKA apTepHalHa XUNIEPTOHUS;
. APYTO CTOMAaLIHO-YpPeBHO 3a00MsBaHe €3 aKTHBHO Pa3A3BABAHE, KOETO NOTEHLHANHO MOXKE Aa

noBeAe A0 YCIOKHEHHA ¢ KbpBeHe (Hanp. Bb3naiuTenHo 3abonapaHe Ha uepsara, e3ogarur,
racTpUT H ractpo-eszodareanta pepnykcHa donecr);

. ChAOBA PETHHOMNATHS;

. OpOHXHEKTa3HH WAK aHAMHEe3a 3a KbpBeHe B Oenus apod.

TlaupeHTH ¢ KNANnH{ NPOTE3N

PusapokcabaH He TpaORa ra ce W3noJ3Ba 3a TpoMbonpoduraKTuka npy NauMeHTH, KOUTO Hackopo ca
NpEMHHAIH TPAHCKAaTETbpHA CMAHA Ha aoprHarta knana (TAVR). besonacHocTTa ¥ eduKacHOCTTa Ha
PupapokcabaH-Yalikagapma He ca NpOyyeHH NpH MALMEHTH CHC CHPAECUHO KIANHO NpoTe3upane; Mo
Ta3u NpHYMHA, HAMA JaHKH B OJKpena Ha ToBa, 4e Pupapokcaban-Yafikadapma ocurypssa anekBaTHa
aHTUKoArynaluus B Ta3H nonynauud naudentd. Jledenuero ¢ Pupapoxcaban-Yalikadapma He ce
MPenoOpPbYBa NPH TE3H MALMEHTH.

[Taunentu ¢ anTudochoaunuaeH CHHAPOM

JTupexTHO neiicTBaluy nepopaninu antuxoarynantd (DOACs), skmouurendo pusapokcabaH, He ce
MpenopbuBaT IMpH MNALUMEHTH C aHaMHe3a 3a Tpom003a, KOMTO C€a JHarHOCTMLUUpaHH ¢
antugoconunuaeH cunapoM. [lo-cmenmanHo npu TPOHHOMO3UTHBHH TIAUMEHTH (3a JyNyceH
AHTHKOArYyJaHT, AHTHKapJHONMNHHOBH aHTHTENA M aHTHTena cpelly OeTa-2-rnukonpotens I),
neyeHneto ¢ DOACs moxe ga Obae CBbP3aHO C MOBULLIEHA YECTOTA HA MOBTAPALUM ce TPOMOOTHYHH
CLOMTHS B CPABHEHHE C TepaNnuATa ¢ aHTaroHUCT Ha BUTaMHuH K.

XUpypru4Ho JleyeHue Ha hpaxTypy Ha deipeHara KOCT
PuBapokcabaH HE e U3CneABaH B pAMKHTE Ha HHTEPBEHLIMOHATHH KTUHHYHY MPOYYBAHNA 3a NPOyYBaHe

Ha epuKacHOCTTA M He30nacHOCTTA MPH NALHEHTH, NOATOKEHH Ha XMPYPTrHUYHO JIEUEHHE HA PpaKTypH
Ha OeapeHara KOCT.

XemoauHaMuuHo HecTabunnu nanmedTd ¢ bE MW nauueHTH, KOUTO ¢€ HYXKIAAT OT TpoMOoan3a UIH

benoapobHa eMOOIESKTOMMSL.
PuBapokcabaun-Yalikagpapma He ce npenopbyBa KaTo alTepHATHRA Ha HePPaKUMOHUPAHUS XEeNapUH NpH
naifHeHTH ¢ Oenoapoben eMOONU3BM, KOMTO Ca XeMOAMHAMUYHO HECTAOMIIHH WM HAa KOKWTO MOXe Aa

ce HanpasH TpoMOoH3a WIH OenoapobHa eMOoNeKTOMHES, Thif KaTo 0e30NacHOCTTa M ePUKACHOCTTA Ha
Pusapokcabau-YaiikadapMma He ca yCTAHOBEHH NP T€3H KNHHHYHU CUTYALHH,

CnuHanHa/enniypania aHecTe3Hd WIH NYHKUHA
[Ipy npunaraHe Ha HEBPOAKCHATHA aHECTE3us (CHUMHANHA/CMUAYPATHA AaHeCTe3Wd) WU MpU

CNUHAJHA/enuAypajlHa MyHKUHUS TalHeHTHTe, JIeKyBaHH C aHTHTPOMOOTHYHM CpPEACTBA KAaTo
npouIakTHKa cpely TpoMOOeMOONMHYHH YCIOXHEHMS, Ca ¢ NOBULIEH PUCK 3a Pa3BUTHE Ha
EeNMUAYPanHH WM CIHHAIHH XEMaTOMH, KOMTO OMxa MOrn¥ Aa J0BeAaT 4O NPOABKMTENHA HIIH
NOCTOAHHA napanu3a. PUCKbT OT nogobHH ChOUTHA MOXE A € MOBULIEH MTPH U3MON3BAaHETO HA TpaHHH
eNHWAYPATHA KaTeTpH B MNOCTONEPATUBHMA MNEPUOR HJH IIPH €IHOBPEMEHHOTO M3MON3BAHE Ha
NIeKapCTBEHU NPOAYKTH, NOBIMABALLM XeMocTazara. Cbino Taka pUCKBT MOXe Ja Ob/1e NMOBUINEH NpH
TpaBMaTH4HA WX HEKONKOKPAaTHA eNHWAYPpAIHA HIH CTHHANHA nyHKUus. Ilaunenture TpsbBa 4

cnaboCT B Kpakara, YpeBHa JUC(PYHKUHA HIH AHCPYHKLUHUSA HA TUKOYHUA Mexyp). Axo OB
HEBPOJIOrHYeH HAEe(ULMT, €€ Hajlara chnelHa auarHocTuka W nevenwe. Ilpeau H



WHTEpPBEHLIMH JieKapaT TpabBa Aa npeueHy CHOTHOLUCHUETO MEXAY MMOTEHIHAIHHTE TION3H H PHCKOBE
MpH MNAaUMEHTHTE Ha AHTUKOAryJaHTHO JIEYEHHE HIHM MNpH DNALHEHTHTE, HAa KOMTO IIPEICTOH
aHTUKOArYJaHTHO JieYeHHe KaTo aHTUTPOMOOTHHHA NpodHUIaKTHKA.

3a HaMansBaHe HaA TOTEHLMANHMA PUCK OT KbPBEHE, CBBP3aHO C €JHOBPEMEHHOTO INpHlaraHe Ha
pusapokcabaH H HEBpoakcHaNHa (enuaypaiHa /CNHHATHA) aHECTE3US MK CITMHANIHA ITYHKIH, TpiaOBa
Ia ce WMa MpeJeu] hapMakOKHHETHYHMA npodun Ha puBapokcabaH. [ToCcTaBAHETO UITH NPEMAXBAHETO
Ha enuAypaleH KaTeTbp WIH JyMOanHa MyHKUHA ce H3BbPILBA Haif-q00pe, KOraTo aHTUKOAryJIaHTHHA
edekT Ha puBapokcabaH ce OLIEHABA KAaTO HUCBK (BX. TOYKa 5.2).

Haii-manxo 18 yaca TpabBa aa H3MHHAT cnel NOCNCAHOTO NIPHIOKEHHE Ha pyHBapokcabaH npeau na ce
OTCTPaHK enuIypaiHus kareTsp. Cnea OTCTpaHABAHETO Ha KaTeTbpa, Hal-manko 6 vaca TpadBa na
M3MHHAT NIPeH Ja Ce MPUJIOKHU CIeIBallaTa 1033 puBapokcadaH.

B ciyuali Ha TpaBMATHUHO NYHKTHpaHe NPUEMBT Ha puBapokcadban TpsabdBa Aa ce 0TNoxKH ¢ 24 vaca.

[IpenopbKU 33 JIO3WPAHETO MpeaH W Cjiel WHBAZHBHU TIDOLEAYDH H XWPYPrUYHM HHTEPBEHLHH,
pa3IMYHHA OT NJAHOBO CTABHO NPOTE3WPaHE Ha Ta3o0eApeHaTa WK Ha KOJAHHATA CTapa

AKo ce Haiara npoBexAaHe Ha WHBa3UBHA MPOUEAYpa WIH XHpYypruusa HHTepBeHUus, Pusapokcaban-
Yaiikadapma 10 mg Tpabsa ga 6bae cnpsH Mo Bb3MOKHOCT NOHe 24 yaca Npea HHTEPBCHIMATA H B3
OCHOBA Ha KNHHHYHATA IIPELICHKA Ha JIeKYBalllug iekap. AKO NpoLefypaTa He MOXe Ja Ob/Jie OTIIOXKEHA,
TpaOBa Ja ce NpeLieHH MOBHLICHHAT PHCK OT KbPBEHE CNIPAMO CICIHHOCTTA HA HHTEPBCHIMATA.
[TpuemsT Ha PupapokcabaH-Yaiikadapma Tpsbea na ce Bb30OHOBU BB3IMOKHO Haif-Ckopo cnen
HHBAa3WBHATA NpoLEAYpPa UIH XHPYPrHYHaATa MHTEPBEHHHS, aKO KIMHHYHATA CHTYaLUs 1O3BOJIABA H €
MOCTUIHATA alekBaTHa XeMOCTa3a, KakTO € ONPEeAc/IeHO OT JeKyBalud Jiekap (BX. TOYKa 3.2).

[Nonynaius B cTapyecka Bb3pacT
C yBenHuaBaHeTO Ha Bb3PacTTa MOXe Ja ¢e YBEIHUUH PUCKBT OT XeMoparus (Bx. Touka 5.2).

LepMaTonoriyHi peakintny

[To BpeMe Ha MOCTMApKETHHIOBO HabnioeH e BB Bpb3ka ¢ yroTpebara Ha puBapokcabaH ce cro0lLiaBa
34 CEpHO3HH KOXHM pEaKiyH, BIUTIOMUTENHO CHHAPOM Ha Stevens-Johnson/TokcuuHa enuiepManHa
Hekponn3za 1 DRESS cunapom (Bxk. rouka 4.8). M3rexna, ye nauueHTUTE ca H3N10XKEHH Ha Hal-roJsIM
PUCK OT TE€3H PEaKUHM B HA4YanoTO Ha TepanuATa: B NMOBEYETO CIy4yaH, HayallOTO Ha peaKlusATa ce
MpoABABA NMpe3 MBPBUTE CeAMHIIK OT JieueHHeTo. PuBapoxcaban TpabBsa aa ce npeycraHoBH NpH NbPBA
[OsIBAa HA TEXBK KoXkeH 0OpHB (Hanp. pa3snpoCcTpaHABAaLL Ce, MHTEH3UBEH WU CBbp3aH ¢ obpasyBaHeTo
Ha MeXypH) UIIH JpYyr NpU3HaK Ha CBPbXUYBCTBUTENHOCT, CBLP3aH ¢ NE3UH Ha IMraBULATA.

HudopMalya 3a NOMOUIHUTE BEILECTBA

PuBapokcaban-Yaiikadapma cpappxka Jaxkto3a. [lauveHTH ¢ pelkH HacneaCcTBeHH npobnemMu Ha
HEMOHOCHMOCT KbM IajlakTo3a, MbjieH JaKTaseH AePHUUT URH IITIOK030-ralakTo3Ha Manabcopbuus He
TpAOBa Aa npHeMar TOBa J1eKapCTBo.

4.5 B3aaMoxeHcTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYTH (POpMH HA B3IaHMOJEHCTBHE

Unxuburopu Ha CYP3A4 u P-gp

EnHoBpeMeHHOTO NpUNOKeHHe HA pusapokcabdaH u keTtokoHas3on (400 mg eavH mBT AHEBHO) WM
puroHaBup (600 mg Asa mbTH AHEBHO) BoAX A0 2,6 nbTH / 2,5 by no-sucoka AUC 3a pusapokcaban
i 1,7 npTi/ 1,6 nBTH No-BUcOKa cpeaHa Cmax, ¢he 3HaUHUTENHO NOBHLLIABaHe Ha (papMakoAWHAMHYHHTE
e(peKTH, KOETO MOXE Ja JOBERE N0 MOBHIIEH PUCK OT KbpBeHE. [1o Tazu npu4MHa He ce NpenopLyBa
ynotpebata Ha Pusapokcaban-UaiikagapMa npH naumeHTH, KOMTO MNOJNy4aBaT €IHOBPEMEHHO
CHCTEMHO JIeYEHHE ¢ a30JI0BH AHTUMHUKOTHLH, KAaTO KETOKOHA30JI, HTPAaKOHa30J, BOPUKOHA30JI H
nocakoHasos wiu ¢ HIV-nporeasuy nuxuburopu. Te3n aKkTHBHH BeLLECTBA ¢4 MOLIHU HHXHOHUTOPH Ha

CYP3A4 n P-gp (BX. Touka 4.4).

Ouakga ce aKTHBHH BEIICCTBA, KOMTO HHXMOUPAT MOLIHO CaMO €IHH OT MbTHLIATA HA eTUMYMUNARE
puBapokcadad und CYP3A4 wnu P-gp na nosulllaT B O-MajnkKa CTENEH MJ1a3sMeHHTE KOHLJ

pusapokcaban. Hanpumep knaputpoMuuuH (500 mg nrBa mbTH Ha ACH), KOHTO ce npx



uHxuonTOp Ha CYP3A4 u ymepen uuxuburop Ha P-gp, e Boau 1o noevinasane Ha cpeanata AUC Ha
puBapokcabaH ¢ 1,5 mbTH ¥ Ha Cmax — ¢ 1,4 mbTy. B3aWMOAeACTBUETO C KNIAPHTPOMHIIHH BEPOSTHO HE
€ KJIMHHYHO 3HAYHMO MpH IOBEMETO NALUEHTH, HO MOXe Ja Obje NOTEHUHAIHO 3HAYHMO NpH
BHCOKOPHCKOBH NauueHTH. (3a mauueHTH ¢ 6bOpeuHo yBpexaaHe: BxX. Touka 4.4).

EpurpomMynuud (500 mg TpH nbTH JHEBHO), KoiiTo nHXKHOUpa ymepeHo CYP3A4 u P-gp, e nosen 1o 1,3
neTH nosuilerne Ha cpearsata AUC n Cmax na pupapoxcaban. BzauMoaeiAcTBUeTo ¢ epUTPOMULIMH
BEPOSTHO HE € KIMHHYHO 3HAYHMO NPH NOBEYeTO NMALHEHTH, HO MOXE Aa ObAe NOTEHUHANHO 3HAYHMO
pH BHCOKOPHUCKOBH MALMEHTH.

[Tpu nuua c nexo 6s6peuHo yBpexkaane eputpoMuLuH (500 mg TpH MbTH AHEBHO) BOAH A0 1,8-KpaTHO
nosyliaBaHe Ha cpeaHata AUC Ha pusapokcabaH ¥ 1,6 nbTU noBulenue Ha Cmax B CpaBHEHHE C
WHIMBHAH ¢ HopManHa Ou0peuna dyuxuna. [Ipu nuua ¢ ymepeHo On0peuHo yBpexaHe epuTpOMHLHH
e goeen go 2,0 meTH noBuineHue Ha cpeaHata AUC Ha puBapokcaban u 1,6 mbTH nosyuiieHue Ha Cmax
B CpaBHEHHE C HHANBHAH ¢ HOpMAIHA Ob0peuna GyHkuusa. EQexTsT Ha EPUTPOMHULIHH € AANTHBEH KbM
TO3H Ha OBOpeuUHOTO yBpexaaHe (Bx. Touka 4.4).

dayxonaszon (400 mg equH NbT JHEBHO), KOWTO ce cMiTa 3a yMepeH HHxuOuTOop Ha CYP3A4, e nosen
Jo nosuiuaBaHe ¢ 1,4 mbTH Ha cpeanara AUC Ha pupapokcaban u 1,3 nbTH Ha cpeanara Cmax.
BsaumopeiicTBuero ¢ GpNyKoOHa30J BEPOATHO HE € KNIMHHYHO 3HAYHUMO MPH MOBEYETO MALUEHTH, HO
MOXe Aa ObJe NMOTEHLMANHO 3HAYMMO NMpH BHCOKOPHCKOBH MauBeHTH. (3a mauMeHTH ¢ 6nOpeqHo
YBpEXKAAHE: BUK TOUKa 4.4).

Kato ce uMat npeaBu orpaHHyeHATe KIHHUYHHA BaHHH ¢ JPOHEAAPOH, EAHOBPEMEHHOTO IPUNOKEHHE
¢ puBapokcabaH TpabBa na ce u3bsarsa.

AHTHKOAIYJIAHTH

Cnex koMOMHHpaHO NpPHJIOKEHHE HA eHoKcanmapuH (eaHoxparHa gosa ot 40 mg) u pusapokcabaH
(eqHOKpaTHa n03a oT 10 mg) e HaOonaBaH aAUTUBEH eEeKT BbpXY aKTUBHOCTTA Ha aHTH(akTop Xa,
Oe3 HUKaKBH JONBIHKTETHH edEeKTH 10 OTHOLIEHKE Ha KoarynauuoHHuTe tectose (PT, aPTT).
EHoKcanapyH He € NOBNHA (papMakOKHHETHKATA Ha puBapokcaban.

[Topan# NMOBHLIEHHS PHUCK OT KbpBEHE € HEODXOIHMO BHHMaHME NpU MALMEHTH, KOHTO €a Ha
eJHOBPEMEHHO JICUYEHHE C APYTH AHTHKOAry/IaHTH (BX. TOYKH 4.3 1 4.4).

HCIIBC/unxnoutopu Ha TpoMOOLMTHATA arperayus
He e HaGmronaBaHo KIHHHYHO 3HAYWMO YIB/DKABaHE HAa BPEMETO HA KBbPBEHE Clel €AHOBPEMEHHO

npuioxeuue Ha puBapokcadban (15 mg) u 500 mg HanpokceH. Bunpekn ToBa € Bb3MOXKHO Ja HMa
MalydeHTH C N0-U3pa3cH papMaKOAHHAMHYEH OTIOBOP.

He ca HabmogaBany KIHHMYHO 3HAuMMHM  ($AapMaKOKHHETHYHM HWAM (dapMakoaHHAMUYHH
B3aUMOZCHCTBUA NpPHU €JHOBPEMEHHO NMpWIcKeHUe Ha pusapokcabad U S00 mg aueTHICATHUMIOBA
KHCeJIMHA.

Knonngorpen (300 mg nHavanHa no3a, nociejBaHa OT 75 mg noaabpikailla A03a) He € nokasad
(apMaKkOKHHETHYHO B3auMOAcHcTBUE ¢ pHBapokcabad (15 mg), Ho e HabdmoaaBaHO 3HAYHMO
yIb/DKABAHE HA BPEMETO Ha KBPBEHE NpH €AHa NOArpyna NauUeHTH, KOETO He € KOopenupaio C
arperaluaTa Ha TpoMbounTuTe, HUBara Ha P-cenextuH wiu GPlIb/lla peuenropure. Heobxonumo e
BHHMaHHe NMPH NallUeHTH, KOUTO eAHOBpeMeHHO ca nekysaHu ¢ HCTIBC

(BKAIOYHTENIHO aleTWICATHIMI0BAa KHCEHHA) U MHHXHOUTOpH Ha TpoMOOLMTHATA arperalus, roHexe
TE3M JIEKApCTBEHH NPOAYKTH 0OHKHOBEHO MOBHILIABAT PUCKA OT KbpBeHe (BX. Touka 4.4).

SSRI/SNRI
KaxTo npu Apyrd aHTUKOAryJaHTH MOXeE Ja ChILECTBYBa Bb3MOXXHOCT MAUMEHTUTE Ja Ca C NMOBHINLEH
PHCK OT KbpBEHE B ClTy4ail Ha chITbTCTBaINA ynoTpeba ¢vc SSRI unu SNRI nopany edexra uMm BbpXY
TpoMbOLINTHTE, 3a KolTo ce cbobujapa. [lpu cembTcTBaUia ynoTrpeba B KIHHHYHATA NpPOTPAM:
puBapokcabaH, BBB BCHUKH IpyIIH HA JieueHHE ¢e HaOMonaBa YUCIEHO MO-BHCOKA YECTOTE 7 J¥

NWIH HeroJsM KTHHHYHO 3HA4YHUM KPbBOH3JIHB. ‘3
-




Bapdapux
[TpeMKHHABaHETO OT JevueHHe ¢ aHTaroHHcTa Ha BuTaMuH K Bapgapus (INR 2,0 no 3,0) xeM nevenne ¢

puBapokcaban (20 mg) unu ot purapokcabad (20 mg) xuvm Bapapus (INR 2,0 no 3,0) nosuirasa
cbhoTHOUIeHHeTo npoTpombuHoBo BpeMe/INR (Neoplastin) noBseue oT agHTHBHO (BH3MOXHO € Ja ce
Habmoaaear otaenHu crofiHocth Ha INR no 12), gokaro edexkture no ortHowenwe Ha aPTT,
HHXHOMpAHETO HA aKTMBHOCTTA Ha ¢akTop Xa U MOTEHLHAaNna Ha eHAOreHHUA TPOMOKH Ca aIUTUBHH.
[TpH xenaHue Ja ce ucienpat GpapmakoauHaMHUHHTE eEKTH Ha pURapokcabaH B NepHo/a Ha CMAHATA
Ha TepanusiTa MOraT Ja ce H3IOJI3BaT IIOKAa3aTesy, KaTo akTUBHOCT Ha aHTH-¢axTop Xa, PICT u Heptest,
MOHE)KE TE3H TECTOBEe He ce MNOBIAHABAT OT BapdapuH. Ha uyeTBepTHS AEH CleA nocjenHara JA03a
papdapuH, BcHuKH nokazarenu (Bi. PT, aPTT, nuxubupane Ha aktuBROCTTa HA daxrop Xa U ETP)
OTpa3sBaT EAMHCTBEHO eheKTa Ha puBapoxcaban.

[Tpu xenaHue na ce u3cneasaT papMakoAHHAMHUYHUTE €PEKTH Ha Bap(dapHH B MEPHOJA HA CMSAHA HA
TepanuiaTa Moxe Aa ce H3noa3ea uimepsaHero Ha INR npu Curougn Ha puBapokcaban (24 uaca cnen
MpeAXOAHKA NpHeM Ha puBapokcabaH), ThH KaTo TO3H NOKa3aTeN CE MOBIHABA B MUHHMAIHA CTEMNEH OT
puBapokcabaH B Ta3H BpeMEBa TOMKA.

He e nabmonapano ¢apMakOKMHETHYHO B3aUMOACHCTBHE MEXAY Bap(apuH U pHBapoKcadaH.

Huaykropu Ha CYP3A4

EnHoBpeMEHOTO NMPpHIOKEHHE HA puBapoxcabaH H MowHKEa HHAYKTOp HA CYP3 A4 pudamnuuus soau
1o oxkono 50% nonmwxaBane Ha cpeaHata AUC 3a puapokcabaH, ¢ ycnopeaHo HaMandBaHE Ha
dapmakoguHamuutnTe My edextu. EaHoBpeMenHaTa ynoTpeba Ha puBapokcabaH ¢ Apyrd MOLLHH
uHayktopd Ha CYP3A4 (nanp. denuTouH, kapbamasenuH, ¢enHobapdutan WiIM XBAT KaHTapHOH
(Hypericum perforatum)) c¢plI0 MOXe Aa JOBEAEC A0 HAMAICHH IUIa3MEHH KOHLEHTPALHH HAa
puBapokcabaH. 3aropa TpabBa aa ce W30sArsa eJHOBPEMEHHOTO NPUNaraHe Ha MOLHH HHIYKTODH Ha
CYP3 A4, ocBeH ako NauydeHThT HE ce ¢/IeA BHUMATENHO 34 0ele3d U CHMIITOMU Ha TpoMOO3a.

Jpyry chbIILTCTBALIY TEPANUM;

He <ca HabmoaaBaHW KIWHHYHO 3HAYMMH (apMaKOKMHETHYHH WIH ¢dapMaKOAWHAMHYHY
B3aMMOAECHCTBHA NPH €JHOBPEMEHHO MNpHIOKEeHHe Ha puBapoxcabaH M MuaazonaMm (cybcrpar Ha
CYP3A4), nurokcun (cyberpar Ha P-gp), atopBactathH (cybcrpar Ha CYP3A4 u P-gp) nnu omenpason
(MHxXMOMTOp Ha NpoTOHHaTta momna). PuBapoxcabaH HMUTO HHXMOMpa, HMUTO MHIYLUMpPA HAKOS OT
ocHoBHUTE H3odopMH Ha CYP, HanpuMep CYP3A4.

He ca HabmomaBaHu KIHHHYHO 3HAUHMH B3aUMOAEHCTBUA C XpaHH (BXK. Touka 4.2).

JlabopaTopHu rokKazatenu
Koarynauuonnure napamerpn (Hanp. PT, aPTT, HepTest) ce noeauaBaT cnopel o4aKBaHHATA C OTJIEN

Ha M€XaHH3Ma Ha JeicTBUE Ha pHBapokcabaH (BX. Touka 5.1).
4.6 DepraanrTer, GPpEMEHHOCT B KbpMeRe

bpeMeHHOCT

besonacHoctra W eduKacHOCTTa Ha PuBapoxcabaH-Ualikagapma npu OpeMeHHH XeHH He ca
ycraHoBeHH. [IpoyuBaHuATa NP KUBOTHH MMOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOYKa J.3).
[lopany NOTEHLMATHATA PENpPOAYKTUBHA TOKCHYHOCT, NPHCBIIMA PHCK OT KBPBEHE M JAAHHUTE,
NMoKasBallld, Y€ pHBapokcabaH mnpemMHHapa nmpe3 mualeHrtara, Puapokcaban-Yailixkadapma e
NMPOTHBOIIOKa3aH No BpeMe Ha OpeMeHHOCT (BX. To4Ka 4.3).

XKenute ¢ aerepoleH NoTeHuMan TpAdGBa Aa m3barear na 3abpeMeHsABaT Mo BpeMe Ha JEYEHHETO ¢
prBapokcadaH.

Kspmene

bezonacHoctTa M edukacHocrra Ha Pupapokcaban-YalikagapMa npH KbpMELIH XEHH He ca

ycTaHoBeHH, [IpoyuBaHnsiTa npu KMBOTHH [OKA3BaT, 4e puBapokcadan ce cekpernpa B MIskoTo. [lo
Ta3n npuunHa Pusapokcaban-Yatixadapma e nporuponokasaH B nepuoaa Ha KbpMeHe (BiK.
Tpabea ga ce B3eMe pelleHHe, JATH Aa ce [IPEyCTaHOBH KEPMEHETO MK Ja ce NpeycTaH
MIPHIIOXKH TepanuaTa.




depTHAUTET
He ca npoBeXxaaHn KOHKPETHH NMpOy4BaHHA ¢ pHBapokcabaH npu xopa 3a OlleHKa Ha e(deKTHTE MO
OTHOLUeHKHE Ha ¢eprrnuTteTa. [IpH eaHO MpOoyUYBaHE MO OTHOLIEHHE HA PEPTHIIHTETA NIPH MBXKKH M

EHCKH IbXOBE He ca HabnoaaBaHn €(eKTd (BXK. ToUuKa 3.3).

4.7 EdexTn Bopxy cnocobBocTTa 32 110dpHEpaHe H paboTa ¢ MAIHAH

Pusapokcaban-Yaiikapapma noenusea B Majka creneH cnocobHocrra 3a wodupaHe n pabora c
MawMHu. UMa CLoOlUeHHA 33 HeXeNlaHW PeaKUMH KaTto CHHKON (YECTOTA: HEYECTH) U 3aMasHOCT
(uectoTa: 4yecTH) (BK. Touka 4.8). [laLMeHTHTE, NPH KOUTO C& PA3BHAT TE3H HEKEIAHH PEAKLHH, HE
TpAOBa na WoPHPaT UK paboTAT ¢ MALLMHH.

4.8 Hexenann JeKapCcTBEHA peaKUHHA
Pe3tome Ha npoduna Ha 6€30nNaCHOCT

BesonacHocTTa Ha pHBapokcabaH € TNpoy4yeéHa B TpPUHAJECET KIMHMYHM npoyusaHua ¢aza 1,
oOxsaulamy 33 103 nanueHT!H, eKCIOHUPaHHU Ha puBapokcadan (Bx. Tadbnuua 1).

Tabanana 1: bpoii npoydyenrn nanuenTH, 0011a NHEBHA 1032 K MAKCHMAJIHA NPOAB/KHTETHOCT HA
Je4eHHETO NpH npoyusanud ¢asza 111

e

Hoxkazanne bpoi O6ma aaeBHa no3a | Makcamaana
DalHenTH™ BPOALJUKHTENHOCT
HA JICYEHHETO

[IpodunaxTika Ha BeHO3eH | 6 097 10 mg 39 nuu
TpomMO0eMO0IH3BM (BTE) npH
BBb3PACTHM NAUMEHTH, MOANOXKEHH Ha
JRHOBO CTAaBHO [poTe3upaHe Ha
Ta300eApeHaTa N Ha KOJISHHATA CTaBa

4

| Ilpojpunaktuka na  BTE  npu| 3 997 10 mg 39 nHu
HEXUPYPrHYHH NaBHEHTH
Jeuenue ua [IBT, bE u npodunakruka| 6 790 Hen 1 - 21: 30 mg| 21 meceua
Ha peLUAUBH Hen 22 M cnea ToBa:

20 mg Cnen Hail-
Mako 6 Meceua: 10
mg unH 20 mg

.

[TpodunakTuka Ha UHCYAT U cuctemer | 7 750 20 mg 41 mecena
eMOOJM3BM NPH NARMEHTH ¢ HEKJIAMHO

NPeAChPAHO MBXACHE

[Tpopunaktka Ha ateporpomOoTHuHHK | 10 225 5 mg wiu 10 mg| 31 mecena
CbOMTHA MpPH NALUMEHTH CNel OCTBP CBOTBETHO,
kopoHapeH cuagpom (OKC) NPHIIOKEHH €HHO-

BpeMeHHO ¢ ACK,
nin ¢ ACK nmoc
KJIONKAOTPEN  WIH
THKJIONTUAHH
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[IpodunaxTika Ha atepoTpoMOoTHYHH | 18 244 5 mg, npunoxeHu | 47 Meceua

crouTHg npH nauueHTd ¢ KAB/TIAD €OHOBPEMEHHO ¢
ACK wumu 10 mg
CaMOCTOATENHO

*TTauueHTH, KOUTO ca OMJIM eKCIOHMPAHHU Ha NOHe e/1Ha 103a pHBapokcabaH

Haii-yecto chOOIaBaHUTE HEXKEJaHM PeakuMM MpH MalueHTH, KOUTO Nojy4asaT puBapokcabaH, ca
oumm xemoparuu (Tabnuna 2) (Bx. cbino Touka 4.4 1 "Onucanue Ha U30paHHU HEXKENaHW peakLuH" no-
aoay). Hali-uecto choliiaBannTe xemoparnu ca enucraxcuc (4,5%) u KkepBeHe B CTOMaIHOYPEBHHS

TpakT (3,8%).

Tabnuna 2: Yecrora Ha cHLOHTHATA HA KbpPBeHE™ H AHEMHS IPH NANHEHTH ¢ €KCOHO3HNHA HA
praBapokcaban B 3aBbpINRAHTE OpoyuBanua ¢a3za 111

Hoxa3zanue BeakaknhB THEN | AHeMHH
KbpBEHE
[lpodunaktuka ©Ha BTE  npu | 6,8% oT nauMenTure 5,9% oT naumeHTHTE

Bb3PACTHH MALUEHTH, MOAJI0KEHU Ha
NIAHOBO CTABHO IPOTE3IHPaHE Ha
TazobeapeHaTa HMNM HA KOJIAHHATA

CTdBad

[Ipopunaxtuka ©Ha BTE  npu | 12,6% or naunenrure 2,1% OoT nanueHTHTE
HEXUPYPTrHYHH NALHMEHTH

Jlewenne Ha  JIBT, BE u | 23% ot nailjueHTHTE 1,6% ot nanueHTHTE
npodunakTHKa Ha PELUAHBH
[lpopnnaxkTuka Ha  HHCYAT U |28 Ha 100 | 2,5 #a 100 nanneHTOoroAHHH

cUCTEMeH eMOOoIu3BbM npy MalueHTH | TAUUCHTOIOAHHH
C HCKJIAITHO NPpCACHPAHO MBIKIACHC

[lpodunaxruka Ha areporpomdo-| 22 Ha 100 | 1,4 na 100 nauuMeHTOroAuHU
THYHH CHOUTMA NpPU MAUUEHTH Cliel | MaUUEHTOrOAWHH
OKC
[Mpodunaktuxa Ha areporpombo- | 6,7 HA 100 | 0,15 na 100 nauuenTOrOAMHN**
THYHH CBOMTHA NpH NalUeHTH C | NAUHEHTOrOJMHH
KAB/TIAB
* Bcehyky ¢cEOMTHA Ha KbPBEHE OT BCHUKH ITPOYUYBaHUA ¢ pUBapokcabaH ca cuOpaHu, A0KIaABaHH
H OLICHEHH.
** B npoyuBaneTo COMPASS ce nabaronaBa HHCKa HecTOTa Ha aHEMHA, T KaTo € NpUNoKeH

CeJEKTHBEH NOAX0M 3a ChOUpaHe Ha HexeNaHu ChOMTHS.

Cnyuchbk Ha HEXENAHUTE PeakliMK B TabnnueH BUI
YecTOTHTE Ha HEXeTaHHTE peakuHH, CBbp3atn ¢ Pusapokcaban-Yaiikadapma, ca 06061enu 8 Tabnuua

3 no-pony 1o cUcTeMo-opraiHu xiuacose (no MedDRA) u no yecrtora.

B 3aBUCUMOCT OT YECTOTATA TE CE ONPEAENAT KATO!

MHOTO HecTH (= 1/10)

yectH { > 1/100 go < 1/10)

HedectH (= 1/1 000 no < 1/100)

peaxs (> 1/10 000 xo < 1 /1 000)

MHOro peakH ( < 1/10 Q00)

C HEM3BECTHA YE€CTOTA: OT HAJTMYHHUTE JaHHHU He MOxe Ja Oblie HanpaBeHa OLEHKaA.
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Taboaunma 3: BcHukH HeKeJ1aHH peakKiHH ¢ca ChbOOLIeHH NPH NAUHEHTH B KJIHHHYHH H3NHTBAHHS
daza II1 i npn nocTMapKeTHHroBa ynorpebda*

YecTn HeyecTH Penkn MHOro peaku |qC HEH3BeCTHA
ecToTa

Hapyuiennss Ha KpbBTa H JHM@HATA CHCTEMA

N
AHemHs (BKJI. ¢bo-{IpomMboumMTO3a (BKII.
TBETHH Jadoparop-noBHllaBaHe Ha Opos

HU MapameTpH) Ha TpombouuTHTE)?)
TPOMOOLIUTONEHHU S
Hapymenusi HA HMYHHATa CHCTEMA
AnepruyHa peaxuuﬂ.‘ AHa(HIaKTHYHH
QJIepruyeH J1epMaTHr, peaKLHH,
QHrHoeneM U anep- BKJIFOYMTETHO
MYEH OTOK aHa(uIaKTHYEH
LLIOK
HapymieHus Ha HepBHATA CHCTeMa
13amMasiHOCT, Mo3b4eH U BbTpe-
rinasodosue yeperneH KPbBOU3JIUB,
CHHKOTT

HaRymeHHﬂ HA OYHTE

OueH }cp'bﬂﬂuznuq
(BKJI. KOHKOHKTHBa-
lleH KPbBOU3JIUB)

Chbpaeynn HapylUIeHHs

Taxukapaus
Cb/10BH HapyLIEHHS
XMNOTOHMA,
XeMaToM
PecnHpaTOpHH, IPbAHH H MeIHACTHHAJIHH HAPYILIEHHS
Enucrakcuc,
XeMOITH3a

CTromMamiHO-4peBHH HAPYLUIEHHS

KbpBeHe OT BeHuHJnynTa B yCTaTa
T€, KbpBEHE  OT|
ICTOMALLIHO-YPEBHUS
TPaKT (BKJI.
PEKTaJIHO KbpBEHE),
ICTOMALUHO-YPEBHH

" abOMHHAJIHH
00JIKH, JUCMENCHs,
rajicHe. 3anek’,

piapus,
MoBpbllaHe”

XenaToOHJIHAPDHH HAPYIIEHHSA
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XEenaTuT (BKJIIOYH-
TEJIHO XernaToLesy-
JIAPHO YBpeKIaHe)

YecTH HeuecTn Penxu MHoOro peaxu If HEH3BEeCTHA
ecToTa

[loBuinaBaHe  HA YepHoapoOHO JKbaTeHuua, 1noBu-
TpaHCaMHUHA3UTE | YBpeXJaHe, MOBU- | L1ABAHE HaA KOHIOA

lIeH OUNupyOuH, rUpaHus OuIIH-A

NOBHILIEHA ankKalHa | pyOuH (c unu 6e3

¢ocdarasa B CbIIbTCTBALLO

KpbBTa”, MOBULIEHA | MOBUIIABAHE  HA

GGTA ALT), xosnecrasa,

HHE_}’I.I.IEHHH Ha KOKATa H NOAKOKHATA

ThbKaH

CobpOex (BKIL.
HEYEeCTH ClIy4au Ha

Yprukapus

CHHpPOM Ha
Stevens-Johnson/

reHepau3upaH TokcuyHa
cbpbex), 0OpHB, enuiaepMaiHa
EKXHMO3H, KOXKHH HEKPOJIn3a,
U MOJIKOXKHH DRESS cunapom
 KpBbBOMW3JIMBH
Hapyiennsi Ha MyCKYJ/IHO-CKeJIETHATA CHCTEMA H CheIHHHTETHATA ThKaH
bonka B Xemaprposa KpbBOH3/1HB B KomnaprMmeHT
kpaiiuuuure”® MYCKYJI CHHJIPOM B PE3yJi-

TaT HAa KbPBCHE

HapyweHnus Ha ObOpenHTe H NHKOYHHTE NbTHIIA

KbpBeHe 0T ypo-
FeHUTAJIHUA TPaKT
(BKJI. XeMa-TypHus U
MeHoparus®),

ObOpEYHO YBpEK-
JaHe (BKJI. [OBHU-
ILIEeHHEe Ha HHUBOTO
Ha KpeaTH-HHHA B
KPbBTA, [TOBH-
[HIEHHE Ha HHUBOTO
HAa  ypesTa B
KPbBTA)

brOpedHa

He10CTaTb4YHOCT/
octpa OBbOpeuHa
HeJ10CTaTbYHOCT H
pe3yJiTaT Ha Kbp-
BEHE, JIOCTaTb4YHQ
Aa  TpeAu3BHKY
xunonepdysus

Oomn HApYLIECHHS H quemn HA MSICTOTO HA NMPHJIOKEHHE

[loBuinena
TeMmneparypa’,
nepudepeH  OTOK,
NOHW)KeHa  001a

CMJla M €Hepruy-
HOCT (BKJI. yMOpa H
ACTECHUA )

Hepasnosioxkenue

(BKJI. MPHJIOLLIABAHE)

Jlokanu3supan
OTOK"

HicaenBanus
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YecTHn HeuecTH Peaku MHOIro peaKH IC Hem3BecTHA
4eCcTOTA

[ToBHlLIEH LDHA/
MOBMILIEHA JMna3a’)
noBMllIEeHa aMmuJja3a’

HﬂpﬂHHBﬂHHﬂ, OTpaBAHHA H YCIOKHEHHNA, BbJHHKHAJIH B PE3}’J’ITHT HA HHTECPBCHIIHH

KbpBeHe cnel CbaoBa

HAKAaKBa  [MpoLle- rceBl0aHeBpU3Ma”
aypa (BKJI. TOCT-
onepaTMBHA  aHe-
MHS H KbPBEHE OT
paHa), KOHTY-3u1,|
cekpeLusi OT paHu”

A: nHabmogaBanu npu npoguiaaktuka Ha BTE npu Bb3pacTHU NalMEHTH, MOIOKEHH Ha TJIAHOBO
CTAaBHO NMpOTE3MpaHe Ha Tazo0epeHaTa HJIH KOJIsHHaTa cTaBa

B: nabmopaaBanu npu aevenne Ha JIBT, BE wiu npodunakruka Ha peundIMBH, KATO MHOIO Y€CTH NpPH
KEHU < 35 roJiMHHU

C: HaOnro/1aBaHN KaTo HEYeCTH MpH npoduiIakTHKA HAa aTepOTPOMOOTHYHH CHOMTHSA NMPU NMALUEHTH
cinen OKC (cnen nepkyTaHHa KOpOHapHa MHTEPBEHLUSA )

* TIpunoxeH e npeaBapUTeNIHO OnpesesieH CeJIEKTUBEH MOJAX0/1 3a CbOMpaHe Ha HeXelaHH ChbOMTHA.
Twif kKaTO YecToTara Ha HEXeJaHWTe Peakliid He € YBEeJMYeHa U HE € YCTAHOBEHA HOBa HeXejlaHa
peakuus, naHHuTe oT npoyuBaHeTo COMPASS He ca BKJIIOYEHH NPH H3YUC/IABAHE HA Y€CTOTaTa B Ta3H

TabnulAa.

OnucaHue Ha u30paHu HeXxeJlaHH peakLnu

[Topanu ¢apmakoJOrHuHUs My MEeXaHU3bM Ha AeiicTBHe, ynoTpedara Ha PuBapokcaban-Yaiikadapma
MOKe J1a ObJIe CBbpP3aHa C MOBHLIEH PUCK 3a OKYJITHO WJIH SIBHO KbPBEHE OT BCSKa TbKaH WJIH OpraH,
koeto OM MOrjio na aoBese JI0 nocrxeMmMoparuyHa aHemus. [IpusHauure, CUMINTOMUTE M TEKECTTA
(BKJItOUMTENHO aTasleH W3X0[) Lie 3aBUCAT OT JIOKaJIM3alHAaTa U CTENEHTa WK 00eMa Ha KbpPBEHETO
u/Mnu anemudaTa (Bx. Touka 4.9 ,,IloBenenue npu kbpBeHe™). B KIMHUYHHUTE NPOYyUYBAHUS JIUTABUYHO
KbpBeHe (T.€. OT HOCA, BEHLMUTE, CTOMAILIHO-YPEBHHUS TPAKT, MHKOYHO-MOJIOBHSA TPAKT, BKIKOUYHUTETHO
aOHOPMHO BarnHaJIHO MJIK NMOBUILEHO MEHCTPYaA/IHO KbPBEHE) W aHeMHUs ce HabJIIoAaBaT Mo-4ecTo Nnpu
ABJACOCPOYHO JiedeHHe ¢ puBapokcabaH B cpaBHeHue c JieyeHue ¢ ABK. Ilo tasu npuuuna, B
NOMbJHEHHE KbM  aJI€KBAaTHOTO KJMHMYHO  HaOnwoaeHHe, 1adopaTOpHO  HM3C/I€BaHE  Ha
xeMoryiio0nHa/xemaTtokputa 64 Morjio jaa ObJe OT I110J13a 3@ OTKPHBAHE HA OKYJITHO KbpBEHE W 3a
onpejie/isHe Ha KJIMHWYHATA 3HAYMMOCT HA IBHO KbPBEHE, M0 NpeLeHKa cnopes ciayyas. Bb3aMoxkHO e
PUCKBT OT KbpBEHE Ja ObjJe MOBUILEH MNPH ONPEAECNEHH TPYNH MaUMEHTH, HAllpUMeEp MalUeHTH C
HEKOHTpOJIMpaHa TEKKa apTepuaiHa XUIIePTOHUSA W/WIK HA ChITbTCTBALLA Tepanus, KOATO MOBIUABA
xemocrasara (Bx. Touka 4.4 ,,Puck ot xemoparus*). Bb3MOKHO € MEHCTPYaJHOTO KbpPBEHE Ja € Mo-
CHWJIHO HW/MJIH MO-TIPOABIKHTENHO. XeMOParH4yHUTE YCA0KHEHUA MOrar Ja ce nposiBiT KaTo cjaadocr,
OJIeJIHOCT, 3aMasiHOCT, IJlaBoOosie WU HeOOSCHUMM OTOLH, JMcrnHes M HeoOscHuM wwok. Karto
pe3yJITAT OT AHEMUSATA B HAKOU CJIy4yau ca Habo4aBaHH CHMITTOMH Ha Chp/Jie4yHa HCXEMHS, KaTo OoJika
B I'bpJAMTE HJIK CTEHOKAPAHS.

Mma croOliieHts 3a U3BECTHH YCJIOXKHEHHUS B pe3yJITaT Ha TEXKO KbpBEHE, KATO KOMIIAPTMEHT CHHAPOM
Hu ObOpeyHa HEAOCTAaTBYHOCT B pe3y/TaT Ha Xunoneppys3us npv H3non3BaHe Ha PuBapokcabaH-
Yaiikadapma. [1o Ta3u npyurHa BEpOITHOCTTA OT KbpBeHe TpsAOBa 1a ce uMa npeJiB1/ NpH NpeleHKara
Ha CbCTOSHUETO HA BCEKH MAILMEHT, KOWTO € NMOAJI0KEH HAa aHTUKOAryJIJaHTHO JICYEHHE.

CpobulaBaHe Ha NOAO3UPAHH HEXKEJAHU PEaKLIMH
CboOl11aBaHeTO HA MOI03UPAHN HEXKEeIAHW peaklMu clie/l paspeluaBaHe 3a ynorpeda Ha jekape
NPOJYKT € BakHO. ToBa NMo3BoJjsiBa a NPOAbJIKH HaOJIIOIEHHETO HA ChbOTHOLIEHHETO N
leKapcTBEHUs MPOAYKT. OT MEAMUMHCKUTE CIIELHATIMCTH C€ H3HCKBA Jla ChoOIIlaBaT BCs
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HeKeNaHa peakius 4pes:

H3mreaHuTeIHA areHUMA O JIeKapCcTBaTa.
yi1. ,,JdaMsaH ['pyep” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaifr: www.bda.bg

4.9 Ilpenosupane

Hma crobLueHus 3a peaAKH ciydan Ha npenosupaHe ao 600 mg, HEYCIOKHEHH OT KbpBEHE HITH APYTH
HexenaHd peakuud. [Topagu orpaHudenara aGcopbuus ce ouakBa edexkr Ha HacuijaHe 6e3
JNOMBJIHKHTENHO NOBHUIABAHE HA CpelHATa IUIa3MEHAa EKCMO3HLMA NPH CYTIpaTepancBTHYHH AO3H
puBapokcabaH oT 50 mg HIH Mo-BUCOKH.

ChulecTBYBa  CreUM(HUHO  HeyTpaqu3upamwlo  cpeacTso  (aHjaekcaner  anda)  cpeugy
gapmakoaMHaMHUHHA e€QeKT Ha pHBapokcabaH (BXK. KpaTkaTa XapaKTepHCTHKa Ha NpOAYKTa,
ChabpXKAIll aHAeKcaHeT aida).

B ciy4au Ha mpeno3upaHe Ha pHBapokcabaH MOXe Na ce HMa NpeABHA H3MON3BAHETO HA AKTHBEH
BBIVICH 3a HaMangsaHe Ha abcopbuusara.

[ToBegeHUe NpU KbpBEHE
AKO MpH MauMeHT Ha& JIEYCHHE ¢ puBapokcabaH ce pa3BHe CBBpP3aHO ¢ KLpPBEHE YCIOXKHEHHE,

cleIBalMAT NPHEM Ha puBapokcabaH TpsaOBa na ce OTNOXKH HITH JICHEHUETO TpAOBa fa ce MpeKpaTy,
ako e HeoOxomumo. PuBapokcabGaH uMa nonyXHBOT OT okono 5 no 13 waca (BX. Touka 5.2).
[ToBeaeHueTo TPAOBA Aa € HHAMBUAYATHU3UPAHO B 3aBHCHMOCT OT TEXKECTTA M JIOKAIH3aUMATa Ha
KpbBOK3/HBAa. MoOXe Ja ce H3Mosi3Ba NOAXOAALIO CHMITOMATHYHO JICYCHHE, KaTO Hanp. MeXaHH4Ha
KoMripecHus (Harp. MpH TeXbK eMHCTaKCUC), XMPYPru4Ha XeMocTas3a ¢ NpoueAypH 3a YCTAHOBABaHE Ha
KOHTPOJ1 Hal KbpPBEHETO, 3aMecTBaHe Ha ofeMa M MEPKH 3a TMOJABPXAHE Ha XeMOAHHAMHKATA,
NpeAUBaHE HA KPBHBHU TPOLYKTH (epUTPOUMTEH KOHLEHTPAaT WM MpPACHO 3aMpa3eHa Iuia3Ma B
3aBUCHMOCT OT aCOLIHHPaHaTa aHeMHS WJIH KOaryJonaTus) Wik TPOMOOLIUTH.

AKO KBbPBEHETO He MOXke ga GbJe OBNaAfHO C ropenocodecHHTe Mepku, TpiAbpa ma ce obcwau
PWIAraHETO WIH Ha cneuudUUHO HEeYTPaNTU3MpAllo CPEeACTBO 3a HMHXHOWTOpD Ha ¢akrop Xa
(anpexcaHer anda), KoeTo aHTaroHWsHpa ¢apMakOAHHAMHUYHHUA €(deKT Ha pHBapoKcabaH, WIH Ha
cneud(UYHO MPOKOAry/MaHTHO HEYTPaJM3Upallo CPEACTBO, KATO KOHLIEHTPAT Ha NMpOTPOMOMHOBHA
kommwiekc (PCC), akTHBMpaH KOHUEHTpaT Ha mnporpoMOuHoBus Kommuieke (APCC) wunu
pexombuHanTed ¢akrop VIla (r-FVIla). Kem MoMenTa 0o6aue KNHHHYHHAT OIMHT OT IPUNAraHETO Ha
TE3H NEKAPCTBEHM MPOAYKTH NpH NALMEHTH, MOMy4aBalld pPUBAPOKCaOaH, € MHOro OrpaHHYeH.
[TpenopbKaTa ¢€ OCHOBAaBa M Ha OrPaHMYEHH HEKIMHHYHH JaHHH. Moxe ma ce 0OMHCIH MOBTOPHOTO
npwiaraHe Ha pexomOuHaHTeH daxrop Vila u nosara TpabBa na ce THTpHpPa B 3aBHCHMOCT OT
HAMaNABAHETO HAa KbPBEHETO. B 3aBMCUMOCT OT BB3MOXKHOCTTZ Ha MICTO, B ClIy4Yaud Ha MAacCHBHO
KbpBeHE, TpA6Ba Aa ce OOMHCIIH KOHCY/ITAlMA ChC CNELMANMCT 110 KOAryJaUHOHHH HApyUICHHA (BXK.
TO4YKa J5.1).

He ce ouakBa nporaMHH cyadar M BUTaMHH K na noBIHABAT @HTHKOAryJ/JIaHTHATA AKTHBHOCT Ha
puBapokcabaH. ONHTHT ¢ TpaHeKcaMOBa KMCENHHA € OrpaHHyeH W JIMNCBA TaKbB ¢ aMUHOKANPOHOBA
KHCEJIUHR M AanpOTHHHH MpH NauUMEeHTH, NoiyYaBauld pHBapokcaban. Hsma HHTO HAy4YHH
noKa3aTeacTBa 3a ONaronpUsTHO NOBIHABAHE, HUTO OIHUT OT H3MOJI3BAHETO HA CHCTEMHHA XEMOCTATHK
[e3MONPECHH MPH NaLHEHTH, Nolyvasaiuy pueapokcaban. [lopans BHCokaTa CTeneH Ha CBBP3BAHE C
[U1a3MEHKTE MPOTEHHH HE Ce OuakBa puBapokcabaH fa Moxe Aa OpAe OTACNIEH Ype3 AHaANH3A.

5. GAPMAKOJOI'MYHH CBOUCTBA

3.1 OapmMaKoAHHAMHYHH CBOHCTBA
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dapMmakoTepaneBTHiHa rpyna; AHTUTPOMOOTHYHH CPEeACTBA, RUPEKTHH MHXHOUTODH Ha daxTop Xa,
ATC xoa: BO1AFO1

MexaHu3bM Ha AeHCTBHE
PuBapokcabaH € BUCOKOCENEKTUBEH AUPEKTEH HHXHOUTOP Ha dakTop Xa ¢ nepopanHa BHOHATHYHOCT.

HMuxubupanero Ha axTop Xa npekbCBa BBTPEIIHUS M BBHIUEH MbT HA KOAryJalWOHHATA KaCKaja,
xoeTo HHXHOUpa xakTo dopMupaHeTo HAa TPOMOHH, Taka H 0Opa3yBaHeTo Ha TpoMbu. Pusapokcaban He
uHxnbnpa TpoMOuna (aktuBupan ¢aktop 1) v He ca HabnonaBaHu eeKTH BEPXY TPOMOOLIMTUTE.

MapmakoaHHAMUYHH €QEeKTH

[Tpy xopa e HabmoaaBaHO 3aBUCHMO OT [103aTa HHXUOUpaHe Ha dakTop Xa. [IpoTpomMOHHOBOTO BpeMe
(PT) ce noBnusBa N0303aBUCUMO OT pHBapokcabdaH B TACHA Bph3Ka ¢ IUIA3MEHUTE KOHLEHTpALHH
(r=0,98), ako 3a Tecta ce u3non3sa Neoplastin. pyru peareHTH OHXa AanM ApYrH pe3ynTary.
Oruutanero Ha PT TpabBa ma crasa B cexyHau, noHexe INR e xanubpupaHo M BamuaupaHo 3a
KYMapHHOBH MPOAYKTH M He MOXe Ja ce MNpujara 3a ApPYrd aHTukoaryiaHTd. [lpu nauumenTs,
MOJJI0KeHH Ha FOJIEMH OPTONEAHYHH Onepalnt, nepceHTUHInTE 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen
nprUeMa Ha Tabnerkara (T.€. KbM MOMEHTAa Ha MAKCHMAaJIeH e(peKT) ca B rpaHuiuTe oT 13 1o 25 cexynau
(U3XoOHHUTE CTOHHOCTU MpeAu XUpypruuecka uHTepBeHuus ca 12 no 15 cekyHau). B xiMHMKO-
(hapMakoNOrH4HO Npoy4YBaHe HAa oOpaTHMHTE MPOMEHH BbB (hapMakoJWHaMHKaTa Ha pHBapoxcabaH
NpH 3JPpaBH Be3pacTHU 100poBoLu (n=22), ¢ oueHABaH epekTbT Ha eAMHHYHY 1034 (50 IU/kg) Ha aBa
pasnHYHH THNA KOHUEHTpAT Ha nporpomMOuHoBHA koMIUlekC (PCC), 3-daktopeH KOHUEHTpaT Ha
nporpomburoBHa koMiUieke (daktopu II, 1X u X) u 4-¢pakTopeH KOHUEHTpAT Ha NPOTPOMOHHOBHA
xkoMiiekc (dakropu 1, VII, IX u X). 3-GpakTOpHHAT KOHLIEHTPAT HA NPOTPOMOHHOBUA KOMIUIEKC €
NOHMKHAJT CPeAHUTe CTOMHOCTH Ha npoTpoMOMHOBOTO Bpeme Ha Neoplastin ¢ npubnusurento 1,0
CEeKyHIa B paMKHTe Ha 30 MHHYTH, B CPaBHCHHE C NMOHMIKABAHE OT MPUOAU3UTENHO 3,5 CeKyHIH
HabmoaaBaHo ¢ 4-(akTOpHMA KOHLEHTpaT Ha MpPOTPOMOMHOBHMSA KOMIUIEKC. 3a CpaBHEHue, 3-
(aKTOPHHAT KOHLIEHTPAT Ha NpoTPOMOHHOBHA KOMIUIEKC € HMaJI MOTONIAM U no-0bp3 0b1l edekT BBpXY
o6paTHMHTE MpPOMEHH B EHIOreHHOTO o0pa3yBaH¢ Ha TpoMOWH OT 4-PaKTOpHHMA KOHLIEHTPAT Ha
npoTpoMOKHHOBHS KOMILIEKC (BXK. Touka 4.9).

AKTHBHPaAHOTO NMapuHanyo TpoMObonnacTuHOBO BpeMe (activated partial thomboplastin time — aPTT) u
HepTest cblo ca yABDKEHHM B 3aBHCHMOCT OT /03aTa; M3MNON3BAHETO MM 34 OLICHKA Ha
¢apmakoguHaMuuHuA edekT Ha pHBapokcaban obaue He ce mpenoppuBa. HiMa HeoOXOaUMOCT OT
HaOMOAEeHHE HA KOATYIAKOHHUTE MApaMETPH 1o BpeMe Ha JISYEHHETO ¢ pHRapokcabaH B KNIMHHYHATA
MpakTHKa. Benpexu ToBa, ako € KIMHMYHO NOKAa3aHO, HUBaTa Ha puBapokcabaH MoraT na 6wvaar
H3MEPBaHK C KATUOPHpaHH KOMUUECTBEHHU TECTOBE 33 aHTH(RAKTOP Xa (BXK. TOUKA 5.2).

KianHHy4Ha eDHKACHOCT ¥ Be3onacHocCT
Ipogpunaxmuxa na BTE npu ev3pacmuu nayuenmu, noOIOICEHU HA NAIAHOB0 CMABHO NPOMEIUPAHE HA
ma3ocbedpenama Uiy Ha KOMAHHamMa cmaeda

KanHnyHata nporpamMa 3a puBapokcaban € cb3gaieHa ¢ Lel ja MNoKake eduKacHOCTTa Ha
puBapoxcadaH 3a npodunakruka Ha BTE, T.e. npokcaManHy v AUCTATHHA TPOMOO3H Ha RBJIOOKUTE BEHH
(JIBT) u 6enoapobna embonus (bE) npu nauueHTH, NOANOXKEHH HA N'ONEMH OPTONEAHYHH ONEPaLHK Ha
aonHuTe Kpaitunuy. Hag 9 500 naunenty (7 050 ¢ ToTanHo CTaBHO NMpoTE3HpaHe Ha Ta300eapeHa cTaBa
H 2 53] ¢ TOTalHO CTABHO MMPOTE3UpaHE Ha KOJISHHA CTaBa) Ca NMPOCIEACHH MPH KOHTPOIHPAHH,
paHIOMH3MPaHH, ABOWHO-CIeNY KNWHUYKHU npoyyBanus ¢a3a 1l — nporpama RECORD.
PuBapokcaban 10 mg eqMH mbT JHEBHO, MPHIIOKEH HE NO-PAHO OT 6 Yaca Ces ONnepanuaTa, € CpaBHEH
c eHokcanapuH 40 mg equH MBT AHEBHO, NpuaoxeH 12 yaca npeau onepauudara. Hpu BCHUKHTE TpU
uznuTBanuug dasa Il (Bx. Tabnuua 4) pusapokcabaH BOAH RO 3HAUYUTENHO HaMaJIABaHe Ha 0DLIMA Opoii
Ha BTE (Bcakaksu BT, ycTaHoBeHN upe3 BeHOrpadysa U CHMOTOMATUYHO, HedaTanHa bE ¥ ¢cMbpT)
u Opoa Ha ronemu BTE (npoxcumanua /IBT, Hedaranna BE u cmbpT nopaau BTE), npensapuren

BCAKO €IHO OT TPHTE IMNpOy4BaHHA YecTroTaTta Ha cuMnTtoMaTHYHH BTE (cuMmnToma
HearanHa bE, cMBpT, cBbp3aHa ¢ BTE) e no-Hucka B rpynuTte NnauueHTH, JEKyBaHU € p
B CPaBHEHHUE C MPYNHUTE NALHEHTH, IEKYBAHH ¢ EHOKCAITAPHH.

16




OcHOBHATa KpaiftHa Touka 3a 0€30macHOCT (MacHBHO KbpPBEHE) € CBbC CBIIOCTABHMA YHECTOTa IpPH
MALIMEHTUTE, JEKYBaHH ¢ puBapokcaban 10 mg, cnpsamo enokcanapuH 40 mg.

Tabanna 4: PesyaTarn or KIHHHYHH npoyyBanns ¢a3za I no orsomenne Ha epHKACHOCT H
BezonacHoCT

| IRECORD 1 RECORD 2 IRECORD 3

IO6xBaHarta 541 nauueHTH, noanoxeuu2 509 nauneHTH, noanoxeHu 531 NauMEHTH, NMOIOKEHH

nonyna 4 TOTAJHA TIJIACTHKA HaHa TOoTajlHA IUIACTHKA HaHA TOTaJHAa MNNRAcTHKa Hal

LUus aszobenpeHaTa cTaBa [TazobepeHara crasa ONSHHATA CTaBa

[punarana |PuBapokca [Enoxcanap| P |PuBapokca [Enokcanap| P [Pusapoxca [Enokcanap| P

nosa ak 10 mgMH aH H aH H

MpOAbA ouH  eTA0 mg 10 mg ennd0 mg 10 mg enund0 mg

KUTET HEBHO JIUH ITBT MbT AHEBHOCAHH BT BT JHEBHOEIHH ITbT

HOCT HA35 £ 4 nHM |gHEeBHO 35 35 £ 4 JHM IHEBHO [2 + 2 nHW [IHEBHO

lleyeHneTo + 4 THU 12 + 2 nHH 12 £ 2 nHU

clen

onepaursaTa _ _

06wo BTE | 18 (1,1%) | 58 (3,7%)[<0,0(| 17 (2,0%) | 81(9,3%) | <0,0( 79 (9,6%) 166 <0,0
01 01 (18,9%) | 01 |

"onemu BTE | 4 (0,2%) |33 (2,0%)|<0,0( 6 (0,6%) | 49(5,1%) |<0,0| 9 (1,0%) (24 (2,6%)%0,01
1) 01

Cumnromatu | 6 (0,4%) | 11 (0,7%) 3(0,4%) |15 (1,7%) 8 (1,0%) (24 (2,7%)

uad BTE |

MacusHO 6(0,3%) | 2(0,1%) 1(0,1%) | 1(0,1%) 7 (0,6%) | 6 (0,5%)

KbpPBEHE |

AHanu3bT Ha 0bo0lLeHuTe pe3yaTaTi oT npoyuBanusa daza [II noTespxaasar 1aHHUTE, NOJYUYERH OT
OTASJHHTE NPOY4YBAHHA, MO OTHOLUEHHE HA HamaaaBaHeTo Ha oOuma O6poit BTE, ronemu BTE n
cumnroMatiuid BTE npu usnonspane na puBapokcabad 1) mg BeaHBXK OHEBHO B CPaBHEHHE ¢
eHokcanapHui 40 mg elMH BT JHEBHO.

B nonbnHende kbM nporpamMata RECORD daza Il e npoeeaeHO mNOCTMApKETHHIOBO,
HEMHTEPBEHLIHOHAIIHO, OTBOPEHO KOXOPTHO MpoyusaHe (XAMOS) cpen 17 413 nauneHTH, nperbpnenn
rojgMa OpToneAnYHa onepalys Ha Ta3o0epeHaTa cTaBa UITH KOJITHOTO, 33 1a C€ CpaBHH pHBapokcabaH
¢ Apyrd (apMakoJIOrd4HM aHTUTpPoMOOTHMIM (CTAHAAPTHO JIeYEeHHE) MpPH pEATHH YCIIOBHS.
Cumnromatuuno BTE ce Habmonasa npu 57 (0,6%) B rpynara nauyeHTH, ICKyBaHU ¢ puBapokcabaH
(n = 8,778) u npu 88 (1,0%) B rpynara nanMeHTH Ha craHaapTHo aeveHue (n= 8 635; HR 0,63; 95% CI
0,43-0,91) ; nonynawuus 3a 6e3onacHoct). MacuBHH KpbBOU3NHBH ca HaOmoaaBaHH npH 35 (0,4%) u 29
(0,3%) npu nauKeHTH B rpynuTe Ha puBapokcadbad U Ha cranaaptHo jedenue (HR 1,10; 95% CI 0,67-
1,80). CnenoBaTesiHO, pe3yNTaTHTE Ca B CbOTBETCTBHE C PE3YJITATHTE OT OCHOBHUTE paHLOMHU3HPaHH

NpoYyYBaHHI.

Jeuenue na IBT, BE u npodhunaxmuxa na peyuousupawu BT u bE

KnunuynaTa nporpaMa ¢ puBapoxcabaH € niaHupaHa C Lel Ja AeMOHCTpHpa e(HuKacHOCTTa Ha
prBapokcabaH MpH HAYaJHOTO W MPOABLIKHTENHOTO nevenre Ha octpu JIBT u BE u npodmunaxrukara
Ha peunausd. Han 12 800 nauueHTH ca npoy4eHHd B 4€THPH paHIOMH3HPAaHH, KOHTPOJIMPAHH KNIHHHYHH
npoyusauus ¢paza III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
NOMBJIHUTENHO € MPOBENEH NMpeaABapUTENHO JeduHApaH cOopeH aHann3 Ha npoyusaHuATa Einstein
DVT u Einsten PE. Ob1ara koM0MHHpaHa NpoABIKUTENHOCT HA NEYEHUETO 3a BCHUKH NPOYyYBaHUA €

no 21 Mecena.

npoduaakTuka Ha peunausupawid BT n BE (naienture cxe cumnroMatiyeH bE ¢
ToBa npoyuBaHe). [IpoabikurenHocTra Ha JedeHwero € 3, 6 uauM 12 mecerna B
KJIMHHYHATA [IpPELCHKA HA H3CIeN0BAaTENs.
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3a NeueHUETO Npe3 MbpsHTe 3 ceamuium Ha octpa BT ca npunaranu 15 mg pusapoxcaban 1B8a MbTH
aHeBHO. Crell TOBA JIEYEHHETO NMPoAbIKaBa ¢ 20 mg puBapokcabad €JUH MbT JHEBHO.

B npoyusaHero Einsten PE 4 832 mauuentd ¢ octep BE ca npoyyenu 3a neuenuero Ha bE u 3a
npodunakTHka Ha peuuauenpau IBT u BE. TponbmkuTeNIHOCTTA Ha IeueHueTo € 3,6 unu 12 mecena
B 3aBUCUMOCT OT KJIMHUYHATA NPEeLEHKa Ha U3Caen0B8aTeN .

3a neuenuero Ha ocTep BE mpes mbpeuTe 3 ceaMuuy ca npunaraHu 15 mg puBapokcabaH 1Ba ITbTH
aHesHo. Cnes TOBA JIEUEHHETO Npoabikasa ¢ 20 mg puBapokcabaH eIUH BT AHEBHO.

U npu apete npoyusanus Einstein DVT u Einsten PE cpaBHHTENHOTO NeueHKe BIUTIOYBA €HOKCANapHH
B NPOJb/DKEHHE Ha NIOHE 5 AHH B KOMOMHALHA ¢ aHTArOHACT Ha BUTaMHH K 10 MOCTHraHe Ha CTOHHOCT
3a PT/INR B TepaneBTHuHUTE rpaHuuu (> 2,0). JledeHnero npoabixkaba ¢ aHTarOHUCT HA BUTAMHH K,
KaTo 103aTa MY € Takasa, 4e ctoiiHocTuTe 33 PT/INR na ca B TepaneBTHuHHTE rpaHnuH ot 2,0 po 3,0.

B npoyusaueto Einstein Extension 1 197 naunentu ¢ JIBT nan BE ca npoyueny 3a npoduiakrika Ha
peuuaupupaind JIBT u BE. [NpombmxuTenHocTTa Ha Ne4eHHeTo oOXBalla JONMBIAHHTENHH 6 Jo 12
MEcella NpH MalHeHTH, KOUTO ca NMPEMHHANH KYPC Ha JieueHHe oT 6 a0 12 Mecella Ha BEHO3CH
TpoMB0oeMOOM3BM B 3aBHCHMOCT OT KIMHHMYHATa TNpeleHKa Ha uscneposarend. CpaeHaBa ce

puBapokcaban 20 mg BeAHB:K JHEBHO ¢ Nnauedo.

Mpoyusauunarta Einstein DVT, PE u Extension u3nonssart €IHH U ChIH NPeABAPUTENHO AePUHHPAHH
MBPBAYHH M BTOPHYHM pe3ynTaTH 3a edukacHOCT. ITbpBUYHMAT pe3ynraT 3a €(QUKACHOCT €
CUMIITOMAaTH4YeH peLMIuBHpall BeHo3eH TpoMOoemOomusem (BTE), nepuHHpaH KaTro chCcTaBeH OT
peupausupama JBT wnu neranes wiu HeneraneH BE. BTOpHUHHAT pesyiTaT 3a €(pHMKAacHOCT ce
AeduHMpa Karo cpucTtaHue ot peuuaupHpawia BT, uweneranen BE u CMBPTHOCT HE3aBHCHMO OT
npU4YMHATa.

B npoyusane Einstein Choice 3 396 nauuenTy ¢ notebpAeHa cuMnTomaruysa J[BT w/unu BE, xouto
ca 3apbppiiMnd 6 70 12-MecevHO AHTHKOAryJaHTHO JEYEHME, Ca NPOYYeHH 3a MPOPHUIAKTHKA Ha
daranen BE u Hedarannu cumnromaruuny JIBT u bE. [launenTture ¢ nokazanue 3a npoabaKHTETHO
AHTHUKOAryJaHTHO JIEYeHHE ¢ TEPAneBTHYHA J03a Ca U3KJIIOYEHH OT NPOYYBAHETO.
[TponbiXUTENHOCTTA Ha JIeYEHHETO € A0 12 Mecela B 3aBHCMMOCT OT AaTaTa Ha HHANBHUAYATHOTO
paHgoMusnpane (Meanana: 351 auu). PuBapokcaban 20 mg BeAHBX AHEBRO M puBapokcaban 10 mg
BEAHDK JHEBHO ca cpaBHeHH ¢bC 100 mg aleTHIcanHuKIOBa KHCENHHA BEAHBX AHEBHO.

[TopBUYHHAT pPe3yNTaT 33 eUKAaCHOCT € CHMITOMATHYEH PELMANBHPALL BEHO3EH TPOMOOEMOOIHIBM
(BTE), neduHupaH karo cMeculiaTa ot peunausupaitia IBT unu daranen unu nedaranet bE.

B npoyusasero Einstein DVT (Bxk. Tabnuua 5) ce nokaspa, ye puBapokcabaH € ¢ He Mo-MalKa
edekruBHoCcT 0T eHokcanapue/ABK 3a nbpBu4HMA pesynTar 3a eukacHocT (p < 0,0001 (rect 32 ne
no-manxa epextHBHOCcT)); Koedunuent na Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a
npesb3xoacTso)). [IpeapapurenHo aebuHUpaHata HETHA KIMHUYHA Non3a (ITbpPBHYEH pe3y/TaTr 3a
edMkacHOCT MIOC KpbBoU3nuBH) ce cbobmasa ¢ KP 0,67 ((95% OU: 0,47 - 0,95), nomuHanna p
crofinoct p = 0,027) B mon3a Ha puBapokcabad. INR cTolHOCTHTE ca B TepaneBTHYHHA AHANasoH
cpenHo 60,3% OT BpeMeTo NpH cpeaHa NPOIBDKHTENHOCT Ha JeueHueTo ot 189 anu, u 535,4%, 60,1%
U 62,8% OT BpEeMETO ApH IPyNHTE C IJIAHUPAHO JiIEUEHHE C NPOABLKUTENIHOCT CbOTBETHO 3, 6 U 12
Mmecenia. B rpynata Ha eHokcanapni/ABK HaMma scHa Bpb3ka MeXIy HHBOTO Ha CPENHOTO LICHTPAHO
TTR (Bpeme B Taprered INR auanason 2,0 - 3,0) npy TEPTHANTE ¢ €1HAKLB pasMEp W YecToTaTa Ha
peunausupaute BTE (p = 0,932 3a BzaumopeiicTeue). B Hall-ropHusi TEpTHA NO OTHOLICHHE Ha
pentTepa Koedunuentst Ha Puck (KP) npu pusapoxcaban cnpsamo Bappapus e 0,69 (95% JIH: 0,35 -
1,35).
YecToTHTE 3a MBPBUYMHUA pe3ynTarT 3a OezonacHOCT (roJieMH WM KIMHHYHO 3HaY
KPbBOH3HBH ), KAKTO U 3@ BTOPUYHMUSA pe3ynTar 3a 6e30nacHoCT (rojleMH KPbBOHIIHB
JBETE TepaneBTHYHH IPYIIH.
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Ta6auna 5: PesyaraTa 3a epuxacaoct n 6ezonmacuoct ot ¢a3sa Il Einstein DVT

3 449 nanueHTH ChC CHMIITOMATHYHA OCTPpa ABN00OKa BEHO3HA
[Ipoyupana ronynaius TpoMG03a
PuBapokcaban® 3, 6 unu 12 | Evokcanapuw/ABK® 3, 6
flosa W MPOABMKHTEIHOCT HA | yeceya N=} 73] wu 12 mecera N=1 718
JEYEHHETO
CHMNTOMATHYEH  peuuauBupaly | 36 51
BTE* (2,1%) (3,0%)
CumnrToMaTHuyeH  peuuaueupauy | 20 18
BE (1,2%) (1,0%)
CumMnromMatvyHa peunaneupaiia | 14 28
ABT (0,8%) (1,6%)
]
CumnromMaTiuii bE u HBT (0,1%) 0
dartaned BE/cMbpT, KbaAETO BE He | 4 6
MOXe Ja Oble H3KIIOHEH (0,2%) (0,3%)
ConssMO MMM KIMHUYHO 3Ha4MMoO | 139 138
HEroJIAMO KbpPBEHE (8,1%) (8,1%)
r 14 20
OJICMH KPBBOHIIIHBH (0,8%) (l ,2%)
a) PuBapokcabax 15 mg aBa mbTH JHEBHO 3a 3 CEAMHULM, NOCNeABaHO OT 20 mg €AWH NbT AHEBHO.
b) EHokcanapuH 3a Hali-MaJKko 5 JHH, 3acTeleH ¥ nocieasad ot ABK.
* p < 0,0001 (He no-Manka epUxacHOCT 110 OTHOLIEHHE HA NpeasapuTenHo onpenened KP 2,0);

KP: 0,680 (0,443 - 1,042), p = 0,076 (npeBb3X0OACTBO).

B npoyusanero Einstein PE (Bx. Tabnnua 6) e neMOHCTpUpaHo, Yye puBapokcabaH € ¢ HE Io-Maika
epukacHocT OT eHokcanapuH/ABK 3a mepBuuHUs pesynTar 3a epukacHoct (p=0,0026 (TecT 3a He mo-
manka egpukacuoct); KP: 1,123 (0,749 - 1,684)). [Ipeasapurenno acpuUHHpaHaTa HETHA KIWHHYHA
non3a (ITbpBHYEH Pe3yNTaT 3a e(PHKACHOCT FUHOC MOJIEMH KpBBOUINTHBH) ce choburasa ¢ KP or 0,849
((95% HOU: 0,633 - 1,139), HomunanHa p crofioct p = 0,275). INR crofiHocTHTE ca B TepaneBTHYHHA
nHanasol cpeaHo 63% ot BpemeTo NpH cpellHa NPOABILKHTEIHOCT Ha JeweHHeTo oT 215 AHU u 57%,
62% ¥ 65% OT BpeMeTO NMpH IPYNHATE € IITAHHPAHO JIEUEHHE € NPOABLIKUTETHOCT CHOTBETHO 3, 6 11 12
mecena. B rpynara Ha enokcanapui/ABK HaMa sicHa BpB3Ka MexXAY HHBOTO Ha CPEIHOTO LEHTPAITHO
TTR (Bpeme B Taprered INR guanason 2,0 - 3,0) npy TepUNINTE ¢ €1HAKbBB pasMep U HECTOTaTa Ha
peupausnpaminte BTE (p = 0,082 3a BlaumopeiicTsue). B Hali-ropHus TepuMNi N0 OTHOLIEHHE HA
ueHTbpa KoeduuuentsnT Ha Puck (KP) npu purapokcaban cnpamo BapdapuH € 0,642 (95% OU: 0,277
- 1,484).

UecToTHTE 3a NBHPBHUHMA pe3yaTar 3a 6e30MacHOCT (roJieMH HIH KIMHMYHO 3HAUMMHM HETOJIEMH
KPbBOM3IMBH) €a MallKO MMO-HMCKH B rpynara Ha nedeHue c¢ pusapokcaban (10,3% (249/2 412)) B
cpaBHEHHE ¢ rpynara Ha nededue ¢ eHokcanapni/ABK (11,4% (274/2 403)). Yecrorara 3a BTOPHYHUA
pe3ynTaT 3a Oe3zonacHoCT (rofeMH KPBBOU3IIMBH) € MO-HUCKa B rpynara Ha puBapokcaban (1,1% (26/2
412)) B cpaBHeHue ¢ rpynara Ha eHokcanapud/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% OH: 0,308 -
0,789).

Ta6auna 6: Pesyaratu 3a eprkacrocT # 6e3onacHocT ot ¢a3za I Einstein PE

4 832 nauHeHTH ¢ 0OCTpa CUMITTOMaTH4Ha bE

Pupapoxcabau® 3, 6 wiu 12 | Exoxcanapun/ABKZ
Jloza M MPOABLIKHTENHOCT HA [ \ocara N=2 419 .

IlpoyuBaHa nomynaus

NEeYEHUETO
CHMNTOMATHYEH  DPEUMINBHpALL | 50 44
BTE* (2,1%) (1,8%)
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CuMnToMaTH4yeH peunauBdpaiy | 23 20

BE (1,0%) (0,8%)

CumnToMaTHuHa peuuaupupaiua | 18 17

ABT (0,7%) (0,7%)

2

Cumnromatuuid bBE u JIBT 0 | (<0,1%) |

®aranen bE/cMbpT, KBaAETO BE He | 11 7

MOXe aa Obae H3KIKYEH (0,5% (0,3%)

[onsMoO MM KJIMHHYHO 3HauuMmo | 249 274

HEroNAMO KbpPBEHe (10,3%) (11,4%)
26 52

FOHEMH Kp’bBOH?-HHBH (ljl l%) (2!2%)

a) Pupapokcabad 15 mg aBa mbTH JAHEBHO 3a 3 CEAMHLIH, mocaeaBaHo ot 20 mg eAuH bT AHEBHO
b) EHokcanapHH 3a Haif-Manko 5 RHH, 3acThIIeH U nocneapan or ABK
* p <0,0026 (1e no-manka eduxacHOCT NG OTHOWICHHE HA ipeaBapUTenHO onpeaeneH KP ot 2,0);

KP: 1,123 (0,749 - 1,684)

[TpoBesieH € npeapapuTenHo AeduHUpaH 00o0WeH aHaTU3 Ha pesyntara oT mpoyusBaHuaTa Einstein
DVT u PE (Bx. Tabnuua 7).

Ta6anna 7: Pesyarata 3a eprxacHocT u HezonacHocT ot c6oper anaau3 Ha ¢asa 111 Einstein
DVT n PE

[TpoyuBana nomynauus 8 281 naipeHTH ¢ ocTpu cuMnromatu4Hy JIBT nnu BE
Pusapokcaban® 3, 6 unu 12| Enokcanapuw/ABK 3, 6 unmu
llosa W MPONLIKMTEIHOCT HA| vecena N =4 150 12 meceta N = 4 131
JIEYEHUETO
CUMOTOMAaTHYEeH peunaMBHpall | 86 95
BTE* (2,1%) (2,3%)
CuMmnroMaTHued peuuadeupaiy | 43 38
bE (1,0%) (0,9%)
CuMnroMaTH4Ha peul«l,zmaquama'| 32 45
ABT (0,8%) (1,1%)
CumnromatnyHy BE u JIBT ] 2
(<0,1%) (<0,1%)
Mdaraned BE/cMbpT, NpH KoATO HE | 15 13
MOXe J1a ce H3Kmovn bE (0,4%) (0,3%)
[ConeMH MIH KAWHHUYHO 3HA4YMMH | 388 412
HerolieMH KpbBOU3IHBH (9,4%) (10,0%)
["oneMH KpbBOU3NUEBH 40 72
(1,0%) (1,7%)
a) Pusapokcaban 15 mg nBa nbTH AHEBHO 3a 3 ceIMHLH, nocnensaHo oT 20 mg eIHH BT AHEBHO
b) EHoxcanapuH 3a Hali-MaJIKo 5 JHH, 3aCThIeH U nocneasaH oT ABK

* p < 0,0001 (we no-manka epUKacHOCT 10 OTHOLIEHHE HA NpeABapuUTeaHo onpeneneH KP or
1,75); KP: 0,886 (0,661 - 1,186)

[Ipensapurenno AedHHHpaHaTa HETHA KNHHHYHA Noa3a (MBPBHUEH pe3ynTar 3a eHKaCHOCT IUIOC
roleMH KpbBOM3JIHBH) Ha cGopHus aHanu3 ce cpobuara ¢ KP or 0,771 ((95% I 0,614 - 0,967),
HOMHHaNHa p cToilHocT p = 0,0244).

B npoyusanero Einstein Extension (ex. Tabnuua 8) pupapoxcabaH npepb3xoxkia mgliesy ':’h )
OTHOILIEHKHE Ha MLPBHYHHTE M BTOPHYHHTE PE3yATaTH 3a €PHKACHOCT. 3a MBPBHYHHUA g-l 2
I
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Ge3onacHOCT (roneMH KPbBOW3/MBH) C€ YCTAHOBABAa HE3HAYMMO 4YHCJIEHO MO-BHCOKA 4E€CTOTA MpH
MalMeHTHTEe Ha NeyeHue ¢ puBapokcaban 20 mg eayH LT HA XEH B CpaBHEHHE C mianebo. BropuuHUAT
pe3yaTar 3a Oe3onacHocT (roleMH MNM KIMHHYHO 3HAYHMH HErojieMH KpPbBOM3/NUBH) MOKa3sa Mo-
BHCOKH 4eCTOTH NPH NalHEHTHTE, JIEKYBaHH ¢ puBapokcadaH 20 mg elHH NMbT AHEBHO, B CPABHEHHUE C

nnaiebo.

Ta6anua 8;: Pesyararn 3a epuxacuocr a 6ezonmacHoct ot dasa III Einstein Extension

. 1 197 nauyeHTH ca IPOABLKHIIH JIeYeHHETO U podUNnakTHKaTa
poy'iBata nomyJ1allia 3a peLIMAMBHpAIL] BEHO3EH TpoMB0eMbOoNH3BM
Tlosa ¥ npoabbkuTenHocT Ha | PuBapokcaban® 6 wm 12 | [Tnanebo 6 unn 12 mecena N =
JEYEHNETO meceua N = 602 594
CuMrnTomaTHueH peuuadeupain | 8 42
BTE* (1,3%) (7,1%)
CuMnromMarddeH penuauBHpalLl] |2 13
BE (0,3%) (2,2%)
CuMIITOMATHYHA peLyadBypalla | 5 31
ABT (0,8%) (3,2%)
| datanexd BE/cMBpT, Npu KoATO HE | ] 1
MOXe Ja ce nakmouyu bE (0,2%) (0,2%)
["oneMH KpBBOUIIHBH 4 0
(0,7%) (0,0%)
Knuuuuno 3HauuMu Heronemi | 32 7
KPbBOH3IMBH (5,4%) (1,2%)
a) PuBapokcabaH 20 mg eIUH BT AHEBHO

¥ p <0,0001 (mpeeb3xoacteo), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bx. Tabauua 9) pusapokcatban 20 mg u 10 mg npesb3xoxaa 100 mg
alleTHICATHLIMJIORA KHCEIHHA MO0 OTHOLUEHHE HA MBbPBHYHMA pe3ynTaT 3a ePukacHOCT. OCHOBHMAT
pesyatar 3a OesonacHocT (CEOMTHA Ha IONIIM KPBBOM3JIHMB) € CXOACH NPH NALMEHTUTE, NEKyBaHHU C
puBapokcaban 20 mg u 10 mg BeqHBXK AHEBHO B cpaBHeHNE ¢be 100 mg aueTUACANHLNIIOBA KHCETHHA.

Ta6nanna 9: PesynraTn 3a epuxacnocT u GezonacHoct ot ¢asa III Einstein Choice

IMpoyusana nonynauus

3 396 ca npoabKUAM NMpodHIaKTHKaTa 332 peLUAHBHpALl BEHO3EH
TpoMO0eMOOH3BM

Pusapoxcaban 20 mgj Pueapokcafan 10 mg| ACK 100 mg Beannx

BeaHbX nHepHO N=1| Beaunx gHeBHO N=1! nHeBHO N=1 131
TepanerTHuHa A03a 107 127

MennaHa Ha nNPOABLIKU-
TEIHOCTTa Ha JICUCHUETO

[MHTEPKBAPTHNCH AHANASOH] | 349 [189.362] qun | 353 [190-362] mam | 350 [186-362] aun

CuMnroMaTHueH 17 13 50
peuuauBuapaly BTE (1,5%)* (1,2%)** (4,4%)
CuMnroMaTHYEH 6 6 19
peuuguBupail bE (0,5%) (0,5%) (1,7%)

21




CuMnromatuyHa 9 8 30
peunauBupawia BT (0,8%) (0,7%) (2,7%)
Pdaranes BE/ cMbpT, mpH
KOATO HE MoXe Ja ce| 2 0 2
u3kouu BE (0,2%) (0,2%)
CUMNTOMATHYEH  PELUIHU-
pupamy BTE, uHpapkT Ha
MHOKapAa, HHCynT unu| 19 18 56
cucreMeH em6oau3pM u3ebH| (1,7%) (1,6%) (5,0%)
HHC

6 5 3
["'oneMn KpbBOU3NIUBH (0,5%) (0,4%) (0,3%)
KJIHHHUYHO 3Ha4yumu | 30 22 r 20
HeroJieMH KpbBOU3JIHBH (2,7%) (2,0%) (1,8%)
CumMnTOMaTH4YEH  PEeLUIH-
papawy BTE wumu  roxam| 54 17 53
KPbBOM3NUB (HEeTHA KIWHH- (2,1%)" (1,5%)" (4,7%)
YHA 110)13a)
* p<0,001(npeBb3xoacTro) puBapokcaban 20 mg Beannbx AHesHO cripaMo ACK 100 mg seannx

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

** n<(,001 (npeBB3x0ACTBO) pHBapokcabaH 10 mg Beanwpxk AHeBHO cnpamo ACK 100 mg Beannx
anesHo; HR=0,26 (0,14-0,47)

* Pusapokcaban 20 mg seanbx aHeBHO cnpsMo ACK 100 mg Beannx avesno; HR=0,44 (0,27-0,71),
p=0,0009 (HomKrHanHa)

** Pupapoxcaban 10 mg eeaubx asesHo cnpamo ACK 100 mg seanwx aHesHo; HR=0,32 (0,18-0,55),
p<0,0001 (HoMHHanHAa)

B ponbnHenne xbM nporpamata EINSTEIN d¢asa 1ll, e npoBeaceHO MNPOCNEKTUBHO,
HEMHTEPBCHLMOHANHO, OTBOPEHO KOXOPTHO npoyusaHe (XALIA) ¢ ueHtpanusnpaHa OLEHKa,
puouBatl perpausupatll BTE, ronsiMo kepeeHe n cMBpT. 5 142 nauuenra ¢ octpa [IBT ca BkioueHH
3a MpoyuBaHe 0e30MacHOCTTa Ha pHBapokcabaH B OBJIMOCPOYEH NJIAH B CPaBHEHHE ChC CTaHAAPTHATA
AHTHKOAryJaHTHA TEpallud B KIIMHMYHATA NpakTHKa. CTONHOCTUTE Ha TOIIMO KbpBEHE, peliHAHBHPAIL]
BTE u BcHYKHM cliyyam Ha cMBPT 3a puBapokcabaH ca Ounn cworeBetHo 0,7%, 1,4% u 0,5%.
ChillecTBYBAT pa3iMKH B OCHOBHHM XapaKTEPUCTHKH HA MAaUUEHTUTE, BKIKUHTEIHO Bb3PACT, paK H
OLOpeuno yspexnane. HM3mon3BaH € cTparM@UUMpaH aHanu3 MO0 MNpeABapUTENIHO OlpeleneHH
CTOHHOCTH 3a rpynHpaHe Ha U3MEPBAHNTE OCHOBHH XapaKTEPUCTHKH, HO BBIIPEKH TOBA OCTABALIHTE
OTKJIOHEHHSA MOXE Ja MOBIHAAT Ha pe3yatatute. Kopurupadure KP 3a ronsiMo kepBeHe, peLiIiIHBHPALL
BTE u BcHukH cyyad Ha cMbpT ca Ouau cvorsetHo 0,77 (95% CI 0,40 - 1,50), 0,91 (95% C1 0,54 -
1,54) n 0,51 (95% C1 0,24 - 1,07).

Te3u pe3ynTaTi npH MauMeHTH, KOUTO ca OUnM HaboAaBaHH IPH peanHu yCl0oBHs, Ca B CbOTBETCTBUE
C YCTAHOBEHHA Npodun Ha 6€30MacHOCT NPH TOBA MOKa3aHHeE,

nﬂg!‘lEHTPI C BACOKOPDHCKOB TpOﬁHOI'lOBHTHBEH anm@c@o&ungger: CHHADOM
B CIIOHCOPHUPpAHO OT H3CJCNOBATEIINA, PaAHAOMH3IHPAHO, OTBOPCHO MHOIOHCHTPOBO NPOYYBAHE ChbC

3acieneHa OLieHKa Ha KpalHHUTe ToUkH, puBapokcabaH e cpaBHeH ¢ BapdapyH Npu MaNHEHTH ¢ aHaMHE3a
3a TpoM003a, AHATHOCTHIHMPAHH ¢ aHTU(OCPOIMIUIEH CHHIPOM H C BUCOK PHCK OT TpoMboemb9p
chOUTHA (MONOXKUTECNHH NOpH BCHYKHTE 3 aHTHPOCPOJUNMAHM TeCTa: JIYMYCEH AHTHKPATYPAPK
AHTHKApIHOJHIIHHOBH aHTUTeNa W aHTHTena cpemty Oera-2-raukonporeud I). HapATadye
npeKpaTeHo NpexaeBpeMEeHHo cliel BKMOoYBaHeTo HAa 120 mauvedTH nopaiu TBbpIe ok
cpel MallHEHTUTE B rpynata Ha puBapokcabaH. CpeaHoTo npocneaspade e 569 auu. 5t
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paHAOMM3IHpaHH Ha puBapokcabad 20 mg (15 mg 3a nanmenTn ¢ xpeatnHuHO8 KIMpbHC (CrCl) <50
ml/min) u 61 na sapdapuu (INR 2,0 - 3,0). TpombGoembonnynu cbOUTHA ce mposAsaBar npu 12 % ot
MalUEHTHTE, PAHAOMH3HPAHH Ha puBapokcabaH (4 HCXeMHYHU HHCYJITa H 3 MHOKapAHU HWH(papkTa). He
ca cboOlLIaBaHM CBOMTHS TIPH TALMEHTH, PaHAOMM3MpaHd Ha BapdapuH. MacHBHO KbpBeHE ce
HaOmoaasa npy 4-Ma nauuentd (7%) oT rpynara Ha pupapokcabaH H npH 2-Ma nauxenTH (3%) ot
rpyrnara Ha sapgapuH.

[TepuaTpyyiHa nonynalus

Epporneiickara areHLUs 10 JIEKapCTBaTa OTara 3alib/KCHUETO 32 NPelOCTaBAHE Ha PE3yJITaTHTE OT
MpOy4BaHMATA C pHBapokcabaH B ellHA WM NoBeYe MOArpynd Ha NeAHaTpHYHATA TNOMyNauus npH
AeyeHHeTo Ha TpoMBoeMbGonuyHn crOHTUA. EBponeiickaTa areHLusa No Je€KapcTBaTa 0CBOOOKAABA OT
3aBIDKEHHETO 3a MPEJOCTaBSIHE HA PE3YATaTUTE OT IMPOyHMBAaHMATa C pHBAapOKCabaH BbB BCHYKH
NOArpyny Ha NeAMaTpuuHaTa nomynauus npu npodunakTHka Ha TpoMOOEeMOOIHYHH CBOMTHA (BX.
Toyka 4.2 3a HHdopMaLHs OTHOCHO ynotpeba B NeIHATPHATA).

5.2 PapMaAKOKHHETHYHH CBOlicTBA

Abcopbuus
PusapoxcabaH ce abcopbupa 6bp30, KaTo MAKCHMATHHTE KOHLIEHTpaUKy (Cmax) ce nocturar 2 - 4 yaca

cnej npueMa Ha tabnerkara.

ITepopanHara abcopOluus Ha puBapokcabaH e MoYTH ITkJIHA H NMepopanHaTa OHOHANMYHOCT € BHCcoka (80
- 100%) 3a g03a ot 2,5 mg 4 ot 10 mg, npuera kato TabaeTka, He3aBUCHMO JATH NIPHEMBT € Ha IJ1aJHO
unu ciael xpaueHe. [IpueMsT Ha puBapokcaban ¢ xpata He nosnkaea AUC unn Cmax npu fo3sara or
2,5 mg u ot 10 mg. Tabnerkure puBapokcaban or 2,5 mg u o1 10 mg Moxe aa ce npueMaT Cbe WiH Oes3
XpaHa.

(bapmMaxoKWHETHKATa Ha puBapokcabaH e moutu JuHe#Ha 10 okono 15 mg eanH mbT Ha feH. [lpu
MOBUCOKH AO3M PHBapokcalaH MNoka3pa OrpaHHYeHa OT pa3TBOpPUMOCTTA abcopOLHA ¢ HaMaleHa
OHOHAIMYHOCT W HaMansBaHe HA CTeneHTa Ha abcopOuuATa NMpH MOBUilaBaHe Ha Jo3ara. Tosa e
MOM3PA3EHO B ChCTOAHKHE HA INAJIHO B CPaBHEHHE ChC CHCTOAHUE Citel XpaHeHe. PapMaKOKMHETHYHATA
BapHabMIHOCT Ha puBapokcafaH e yMepeHa C BapupaHe Mexay oraenHute nauueHtd (CV%) B
unTepsana ot 30% no 40%, oceeH B AeHA Ha ONepaTHBHATA HHTEPBEHLMA U HA CJIEIBALIKA ACH, KOraTo
BapHaOHIIHOCTTA HA eKCIo3uLuATa € BHcoKa (70%).

ABcopBLuaTa Ha pHRApOKCalaH 3aBHCH OT MACTOTO Ha HEFOBOTO OCBOOOXKJaBaHe B CTOMAIIHOMPEBHUA
tpakT. ChobiuaBa ce 3a 29% u 56% namanenue Ha AUC n Cmax B cpaBHenHe ¢ tabnetka, korarto
rpaHyiaTr puBapokcabaH ce ocBo00X1aBa B IIPOKCHMATHUTE OTAE/IH Ha ThHKHTE YepBa. Ekcnosuiusara
ce HaMa/IgBa TOMBIHHTENHO, Korato puBapokcadaH ce ocBoboxaaBa B AUCTATHHTE OTASH Ha ThHKHTE
yepBa WK BbB BB3XoAAwoTo aebeno 4epno. [1o Ta3u npHukHa TpabBa na ce H30Area NpHICKEHHETO
Ha puBapokcabaH JHCTANHO OT CTOMaxa, Thil KaTo TOBa MOXe Ja JIoBeAe N0 HamaneHa abcopOuus u
ChOTBETHO CBbP3aHa €KCIO3HIIMA Ha puBapokcabaH.

Bronarmunoctra (AUC 1 Cmax) e 6una cpasHuMa npu 20 mg pusapokcabad NpHIOKEH NEPOPATHO
KaTo HaTpolieHa TabneTka, pasMeceHa B AOBIKOBO MOPE, HH CYCNEHIHPAaHA BbB BOAA H NMPHIOKCHA
fIpe3 CTOMAIlHA COHAA, NMOCAeABaHO OT TEYHA XpaHa, B CpaBHeHHE ¢ usnara tabnerxa. Karo ce uma
NpeABH] NPEABHAMMAS, IIPOMOPUHOHANIEH HA 103aTa $apMakOKHHETHYEH Mpodl HA pHBAPOKCa0DaH,
pe3yNTaTuTe 3a OHOHATMYHOCTTA OT TOBA MPOYYBAHE BEPOATHO Ca MPHIOXKWMM 32 NOHWKABAHE HA
N03UTEe Ha puBapokcabaH.

PasnpeneneHue
CeBp3BaHeTo C MUIa3MEHWTE NPOTEUHH MPH XOpa € BHCOKO, okono 92% no 95%, xato cepyMHHAT
anGyMHH € OCHOBHaTa cBbp3paina ¢pakuus. OOeMBT Ha pasnpeaciaeHne € yMepeH ¢ Vss
npubnusuTenno SO nutpa.

BuoTpancopMauus ¥ eNMMHHUPAHE

Oxono 2/3 oT npuioxeHaTa 103a puBapokcadaH ce nojnara Ha MeTaboNHTHO pasrpaXiaHe
MONIOBHHATA Ce eNMMHHHpa Npe3 OLOpelLinTe, a Apyrara nonosuHa — ¢ dpexanuure. Ocra
MPHIOKEHATa 1032 C& M3TbYBA 4pe3 JHUpeKkTHa OnOpeuna ekCKpeuusa Kato Hempom
BELIECTBO B YPHHATA, IT1aBHO Ype3 akTHBHa ObOpeyHa cekpelus.
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Pupapoxcaban ce Metabonuzupa upe3 CYP3A4, CYP2J2 n CYP-He3aBHCHMH MEXaHH3MH.
PasrpasxaaHeTo 4ype3 OKUC/IeHUe HA MOPGONMHOHOBHS paZiuKain ¥ XHAPOAH3aTa Ha AMUAHHTE BPB3KH
ca OCHOBHHTE MpouecH Ha 6uorpancdopmauns. Ot in vitro U3cieBaHNA € H3BECTHO, € pHBapokcabaH
e cyOCTpaT Ha TpaHCNOPTHUTE npoTteuHu P-gp (P-rimvkonpoTtenH) u Berp (MpoTenH HA pe3SHCTEHTHOCT
Ha paK Ha repaara).

HenpomeHeHuaT puBapokcabaH e Hal-BaXXHHAT KOMIOHEHT B YOBELIKATA Mna3Ma, 0e3 1a uMa Apyru
OCHOBHM WM aKTHBHH WUMPKYARpaliy MetabonuT. Che cucreMeH KiupeHE okono 10 I/h pusapoxcaban
MOJKe Ja ce KIacH(QHLHpAa KaTo BEIIECTBO C HUCHK KIMpBHC. C1ea HHTPaBEHO3HO NPUIIOKEHHE Ha 1033
or | mg enMMMHAUUOHHMAT TNONYXHBOT € oxono 4,5 uaca. Cnen nepopanHo NPHIOKECHHE
eNMMUHHUPAHETO CTaBa JMMHTHPAHO OT cTeneHTa Ha abcopOuus. EnMMHHMpaHeTo Ha puBapoKcadaH OT
[J1a3MaTa HACTBIIBA ¢ TEPMHUHANEH MOJYKUBOT OT 5 10 9 yaca npu mnaay uaausnan v or 11 1o 13 yaca

MPH MAUHECHTH B CTAPUYCCKa Bb3pPAcCT.

CneljuanHy nonyaainy
Ilon
He ca ycTaHOBEHH KIMHHYHO 3HAaYMMH Pa3ljiMKM BbB (PapMakOKMHETHKATA H (papMakoJHMHaMMKaTa

MEXKAY NANHCHTH OT MBXKH H KEHCKH I10J1.

ITayuenmu e cmapuecka 8vspacm
[TauueHTHTE B cTapyecka Bb3pacT MOKA3BaT M0-BUCOKM IUIA3MEHM KOHLEHTPALMH B CpaBHEHHE C NO-

MNAJUTE NALMEHTH CbC cpelHH cToiHocTH Ha AUC okono 1,5 mbTH NMO-BHCOKH, OCHOBHO nopalu
HaManeHHs (npuBHaeH) o0 U Ox0pe4eH knupbHC. He ce Hanara kopexius Ha 1o3ara.

Paznuynu kxamezopuu 8 3agucumMocm om me2nomo
[MpexomepHH oTKNOHEHHS B TenecHOTO Tero (< 50 kg nnn > 120 kg) uMaT camo Mako BIHAHHE BPXY

Ia3MEHHTE KOHLEHTpalMK Ha pHBapokcabaH (no-manko ot 25%). He ce Hanara kopekius Ha 103aTa,

Meoicoyemnuvecku paznuius
He ca ycTaHOBEHHM KIMHMMHO 3HAYMMH MEXAYCTHHYECKH Pas3NIMuHA NpPH NALMEHTH OT €BPONCHHATA,
apo-aMepHKaHCKaTa, JJaTHHOAMEpHKaHCKaTa, ANOHCKAaTa W KMUTaHCKaTa Ipyimd 1O OTHOLICHWE Ha

dapMakokHHETHKATA U hapMaKOIUHAMMKATA Ha pUuBapoxcadaH.

Ueproopobro yspedicoane

[TauueHTy ¢ uMpo3a M jeko yepHoapobHo yspexaane (xnac A no Child Pugh) npossssar camo
MUHUM&IHM NpoMeHH BBB ¢apMakokuHerukara (cpegHo 1,2 nmptv nosuwienve Ha AUC na
pHBapokca®aH), KOETO e MNOYTH CPAaBHUMO CbC ChOTBETHATA HM KOHTPOJIHZ Irpyna 3XpaBH WHAHBHAM.
[Ipu naLHeHTH ¢ UHPo3a U yMepeHo YepHoapoOHo yBpexxaare (xiac B no Child Pugh), cpeanara AUC
Ha pUMBapoKcabaH e 3HaYNTETHO MOoBHLIEeHA (2,3 NBLTH) B CpaBHEHHE CBC 34paBH nodposonuy. AUC Ha
HecBbp3aHaTa ¢pakiusa ce nmoeuiiasa 2,6 neTU. [lpn Te3sum nauveHTH MMa B HaManeHo OnbOpeuHo
eTMMHHUpaHe Ha puBapokcabaH, MogoOHO HA TOBA IMPH MALKMEHTH ¢ YMEpeHO OBOPEYHO yBpexAaHE.
Hama naHHK OT MalLMEHTH ¢ TEXKKO YePHOAPOOHO YBpEKAAHE.

Unxubupasero Ha axTHBHOCTTA HA PakTop Xa NMpH MaLMEHTH ¢ YMEPEHO 4epHOAPOOHO YBpEXKIAaHe €
nosuuieHo 2,6 MbTH B CpPaBHEHHE CbC 3ApaBu jaobposoauy; PT cbuio e yaemkeno — 2,1 nerH.
[MTauyenTHTe ¢ yMepeHo YEPHOIPpOoOHO YBpexKaaHe ca N0-UyBCTBUTEIHH KbM puBapokcabaH, KoeTo BOaH
no no-¢1pbMHO PK/PD cboTHOIIEHHE Mexly KOHUEHTpauHsaTa i PT.

PusapokcabaH € MpOTHBOMNOKa3aH INpPH HNAlMEHTH ¢ 4YepHOApoOHO 3abosisBaHe, CBBP3AHO C
KOAryJoNnaTus U KIMHHYHO 3HAYHM PHCK OT KbPBEHE, BIUIIOUHTEIHO NauueHTH ¢ uuposa ¢ Child Pugh
B u C (Bx. Touka 4.3).

bvbpeuno yapeasicoane
HabniomaBa ce yBeNHYEHHE Ha EKCMO3MUMATA Ha puBapokcabaH ycnopeaHo ¢ Hamad
OpOpeuHara QyHKLMSA, H3MEPEHa Ype3 KPEaTHHUHOBHS KIUPBHC. [IpH RHAUBUAM C IEKO
(xpearunarHoB KaupeHC S0 - 80 ml/min), yMepeno (kpeatnHuHOB xiupbHc 30 - 49 ml
(xpeaTHHMHOB KIHPBHC 15 - 29 ml/min) 6ubpeuHo yBpexzaHe MIa3MEHHTE KO
pupapokcaban (AUC) ca cvorserHo 1,4, 1,5 H 1,6 npTH no-BHCOKH. CbHbOTBETHOT
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dbapMakoAMHAMHYHHTE edeKTH e no-u3pazeHo. IIpH UHAMBHIH ¢ JIEKO, YMEPEHO H TEXKO OBOpevHo
yBpekaaHe LAJ0CTHOTO HHXHOUpaHe Ha akTUBHOCTTA Ha dakTop Xa e choTBeTHO 1,5, 1,9 1 2.0 nxTH
MO-CHIIHO B CPaBHEHME Che 3apaBu Jo0poBonLH; PT cbio e yabmkeHo — ¢boTBeTHO 1,3, 2,2 1 2,4 b TH.
Hsma naHHy OT NaLHEHTH ¢ KPEaTHHHHOB KIHPBLHC <15 ml/min.

[Topanu BHCOKATA CTeNeH Ha CBbP3BaHe C IUTa3MEHUTE IPOTEHHH HE CE 04aKBa pUBapokcabaH Ja Moxe
1a ObJe oT/eneH Ypes Auasusa.

He ce npenopbysa ynorpeba mpu mayleHTH ¢ KpeaTHMHMHOB KIHPBRHC <15 ml/min. pusapokcabaH
Tpa6Ba Aa ¢ H3M10/13Ba BHRMATEJIHO MPH MaLMEHTH ¢ KPEaTHHHHOB KIHpBHC 15 - 29 ml/min (Bx. Touka

4.4).

PapMaKOKMHETHUHU JaHHU [IPY NALUEHTH

[Tpu naumeHTH, Monyyasaly pusapokcabad 3a npodunaktuka Ha BTE 10 mg eaud nbT QHEBHO,
cpelHaTa reoMeTpH4Ha koHueHTpauus (90% nporHoseH UHTepBan) 2 - 4 4Yaca U OKOMO 24 vaca clieft
pHeM Ha 103a (NpHONH3UTENHO NPEACTABNABAIIY MAKCHMAIHATa H MUHHMATHATA KOHLICHTPALIHH NTpe3
BpeMe Ha [030BHA MHTepBan) e cboTBeTHO 101 (7 - 273) u 14 (4 - 51) meg/l.

Bpbika dapMakOKHHETHKA-(DapMaKOAHHAMHKKA

Bpb3kaTa ¢apMakokuHeTHka-papMakoauHaMuka (PK/PD) mexny nnasMenara KOHUEHTpauMs Ha
puBapokcabaH ¥ HAKOJKO (apMaKOAHHAMHYHH KpakHH ToukH (MuxubhupaHe Ha dakTop Xa, PT, aPTT,
Heptest) e npoy4eHa cile NpHjaraHe Ha MUPOK AWana3oH oT fo3H (5 — 30 mg ABa mBTH HA JEH).
Bpb3kaTa MeXIy KOHIIEHTpauusTa Ha puBapokcabaH M aKkTMBHOCTTa Ha ¢akTop Xa Hai-100pe ce
onucea ¢ Emax Mmozen. ITo orHomenne Ha PT MoaentT Ha JMHEHHO mpecH4YaHe onucea JaHHHUTE
obuxkHoBeHO Mo-100pe. HaknouwsT Ha KpMBaTa BapHpa 3HAYMTENHO B 3aBHCHMOCT OT pPa3IHYHHUTE
uinonssaiu PT pearenTtn. [lpu usnonssane Ha Neoplastin PT usxoanara PT e okono 13 cekyHam, a
HaKNOHBT okono 3 1o 4 cexynau/(100 mcg/l). Pesyntarute or ananu3a Ha PK/PD ot ¢aza Il u Il ca
CXOZIHM C JAHHHUTE, YCTAHOBEHHM TPH 3paBH HHAUBUAM. [Tpu naumenTn usxoauute gakrop Xau PT ca
[MOBJIMAHM OT ONEPALMATA, KOETO BOAH A0 paziHka B HAKNOHA Ha KpHBaTa KOHUEHTpauua-PT mexay
JleHa Clel onepalnusTa U paBHOBECHATA.

[Teanarpuuna nonynaing
He ca npoyusanu 6e30nacHOCTTa M epKacCHOCTTA NIPH JIEa U IOHOLLIH Ha Bb3pacT Ao 18 roguny.

5.3 IMpeaKIHBHYHE JAHHH 3a §€30nacHOCT

HeknanuuyHuTe HaHHM He noka3saT ocofeH pHCK 3a xopa Ha 0a3ara Ha KOHBEHLHMOHAIHHTE
dapMaKoNOruyHy M3NHUTBaHUA 3a 06e30nacHOCT, TOKCHYHOCT MpPH €AHOKPATHO NPHIIOXKEHUE,
GOTOTOKCHUHOCT, FEeHOTOKCHYHOCT, KaHLEePOreHeH TNOTEHLMAl U IOBEHMNIHA TOKCHYHOCT. Edekrute,
HaOMIONAaBaHW TIPH NPOYYMBAHHMATA 3a TOKCHYHOCT MPU MHOIOKPaTHO MPHIOXKEHHE, Ca CBHp3aHH
OCHOBHO CBC 3acHiieHaTa (papMakoAMHAMHYHAa aKTUBHOCT Ha pusapokcabaH. [Ipy mibxoBe ca
HabmonaBaHM NMOBHINEHY Nia3MeHH HUBA Ha IgG u IgA npH HHBA Ha €KCITO3HLHA, ChOTBETCTBAILH HA
KITAHUYHHTE.

[Tpu napxoBe He ca HaOmoaaBaH!u eeKTH BbPXY MBXKKHS WIH KEHCKHS depTuanteT. U3anurBaHusaTa
[P XHUBOTHU NOKA3BAT PENPOJAYKTHBHA TOKCHYHOCT, CBbp3aHa ¢ (GapMakoJIOrHYyHUA MEXaHU3BM Ha
nelicteue Ha pHBapokcabaH (Hanp. XeMoOparHiHH YCJIoXHeHHA). [Ipy nna3sMeHU HHUBA, ChOTBETCTBALIH
Ha KIHHWYHHTE, ca HabmopaBaHu eMOpHo-¢peTanHa TOKCHYHOCT (NMOCTHMIUIAHTAlHOHHA 3aryda,
3a0aBeHo/CTHMYTHPAHO ocudrLMpaHe, MHOXKECTBEHH ONeIH XenaTalHH NIETHA) ¥ MOBHIIEHA YeCcToTa
HA Hali-4ecTo cpelaHuTe MandopMallii, KaKTO M NNAaLEHTapHHU NpoMeRK. [IpH npe- H NOCTHATaNHO
Mpoy4BaHe Ha IUTEX0Be e Hab/MoAaBaHa HAMANECHA BHTANTHOCT Ha TIOKOJIEHHETO NPH A03H, TOKCHUYHH 3a

*MUBOTHHTE-MANKH.
6. GAPMAIIEBTUYHHA JAHHH

6.1 COoHcenLK HR NOMOIUHHUTE BellleCTBA
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[TomMoOILIHH BewleCTRA:
XHITPOMENO3a

MukpokpucTanHa 1esyno3a
Hatpues naypuacyiadgar
JlakTo3a MOHOXHAPAT
Kpockapmenosa HaTpyuH
Marske3snen creapar

DUAMOBO TIOKPUTHE
Xunpomenosa 2910 (E 464)

Turanos auoxcua (E 171)

Maxkporon 3350 (E 1521)

Xenezen oxcun, yepsen (E 172)

6.2 HechbBMECTHMOCTH

Hernpunoxumo

6.3 Cpok Ha roguocrt

3 rogvHu

6.4 CnennrajiHn YCJIOBHA HA ChbXPaBeHHE

To3u nekapcTBeH NPOAYKT HE H3UCKBA CNELMANHH YCIIOBHA HA ChbXPaHCHHE.

6.5 Bua B ¢cbabpKanHe HA ONAKOBKATA

Ipospaunn PVC/anyMunueBy 6nuctepu. BructepuTe ca onakosaHH B KAPTOHEHH Ky TuH 1o 14, 28 unu
98 punMupaHu TabNETKH.

He BcHuku BHA0BE ONAKOBKH Morat Aa ObJaT nycHAaTH Ha 11a3sapa.
6.6 CrennajHH NpeINa3HH MEPKH NMPH H3XBLPJIAHE

Henznoa3BaHUAT NEKAPCTBEH NPOAYKT UIH OTNAABYHHUTE MATEPHANH OT HETO TPAOBA A2 ce H3XBBPIST
B CHOTBETCTBHE ¢ MECTHUTE H3NCKBaHMUA.

7. IMPUTEXATEJ HA PASPEIIEHHUETO 3A YITIOTPEBA

,Haiikadbapma Bucokokauecteenure JlexapcTea™ Al
oyn.” I'.'M.Inmutpos”Nel,

rp. Co¢ua 1172, brarapus

Ten.: 02/962 54 54

¢axc: 02/960 37 03

email: info@tchaikapharma.com

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEDBA

Peructpauunones Ne: 20210218
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9. JATA HA IIBPBO PA3ZPEIIABAHENIONHOBSABAHE HA PAZPEHIEHUETO 3A
YIHOTPEDBA

Hara Ha mepBO paspemaane: 27.07.2021
JlaTa Ha NoCIeAHO NOOHOBIBAHE:!

10. JATA HA AKTYA/INIUMPAHE HA TEKCTA

06/2026
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