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Beska punmupana Tabnerka cbabpka 15 mg puBapokcaban (rivaroxaban).

[ToMOLIIHO BELIECTBO ¢ U3BECTHO ACHCTBHE
Besika punmupana tabneTka cbabpka 16,32 mg nakro3a MOHOXHAPAT, BHXKTE TOUYKa 4.4.

3a MbJIHUS CITUCHK HA NMOMOILLHUTE BELLECTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tabnerka (trabnerka)

YepBeHH, KPBIJIM, ABOMHOM3IMbKHAIM TabNeTKu ¢ BATbOHATO penedHO 00o3HayeHHe “15” oT enHaTa
cTpaHa M IJIaJIKK OT Jpyrara CTpaHa U ¢ JMaMeTbp npHoiu3uTenHo 6,1 mm.

4. KJIMHWUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

[TpodunakTHka Ha HHCYJIT U CUCTEMEH eMOOJIU3BM TMPH Bb3PACTHH NALMEHTH C HEKJIANHO NpeAChPAHO
MBXKIEHE C €IWH WJIW [OBeYe pPHUCKOBHM (AKTOpH, KaTro 3acTOMHAa CbpJe4YHAa HEAOCTaTbYHOCT,
XUMEPTOHHS, B3pacT > 75 roauHu, 3axapeH AuabeT, npeAliecTBall HHCYIT WIH NPEXONeH HCXEMUYEH
MPUCTBHII.

Jleuenue Ha abiadoka BeHo3Ha TpombOo3a ([IBT) u 6enoapoben embonuszem (BE) u npodunakruka Ha
peurausupaum BT u BE npu Bb3pacTHu. (BXk. Touka 4.4 3a XeMOAWHAMMYHO HECTAOW/IHH NaLHEHTH

c bE.)

Jlo3upoBKAa H HAYHH HA MPHJIOKEHHE

Jlo3upoBKa

IIpoghunaxmuxa Ha uHcyam u cucmemen emooIu3vm

[TpenopbuuTennara no3a € 20 mg eaMH MbT JHEBHO, KOETO MPEJACTaB/siBa W MPErnopbYHTEIHATA

MaKCHMaJIHa N034.

Jleuenuero ¢ PuBapokcaban-Yaiikadapma TpabBa na ce npoab/kaBa B IBJMOCPOYEH IUIaH, KOraro
non3aTta oT nMpodHUIAKTHKATA HA HHCYJIT M CUCTeMEeH eM00IU3bM HaJBULIABA PHCKA OT KbpBEHE (BXK.
Touka 4.4).

Axo 6bBae mporycHaTa HSKOS 103a, MaLMeHTbT TpsiOBa jna npueme PuBapokcaban-Yaiikadapma
He3a0aBHO M Ha CjieIBallMs J€H 1a NMPOAB/KH C MpUeMa eIMH NbT AHEBHO, CBHIJIACHO MpenopbKkuTe. He
TpsOBa J1a ce npyeMa JBOKHHA /103a B CbILMA JAEH 32 KOMIIEHCHPaHe Ha MpoIlycHaTaTa 103a.
Jleuenue na [IBT, neuenue na BE u npopunaxmuxa na peyuousupawyu [{BT u bE ~
[IpenopbuuTeNHaTa 1032 32 HaYaJIHO JevyeHue Ha octpu JIBT vnu bE e 15 mg aBa n
MbPBUTE TPHU CEAMMLIH, NOC/IeABaHa OT J03a OT 20 mg BeAHBXK IHEBHO 3a NPOAbJIKA
npodunakTuka Ha peuuausupaiuy JABT u bE.




Tpabpa Aa ce MMa NpeBUA KPaTKOCPOYHa Tepanusa (nai-mManko 3 meceua) npu nanveHt ¢ JIBT nny
BE, npOBOKMpAHH OT rOjJeMH MPEeXOJHH PHCKOBH (hakTopH (T.€. CKOPOIUHA roJiiMa onepalus HIH
tpasma). [lo-npoabipkuTeNiHa TepanuaTa TpaOBa fa ce MMa NpeABUA MpPU MALMEHTH ¢ POBOKHpaHH
BT unu BE, necsbp3anu ¢ rojleMd NpexoaHH pUCKoBH ¢akTopy, HenpoBokupanu JIBT unu BE nan
aHaMHe3a 3a peuuausupaiuy JJHT wnu BE.

Korato € nokasaHa NO-npoAbKHTENHa npodpunakruka Ha peunwaumsupainy JIBT um BE (cnen
3aBbpilBae Ha noHe 6-Meceuna Tepanud 3a [IBT wmn BE), npenopbuntenuara nosa e 10 mg BeAHbX)
nHesHO. [Ipy NalMeHTH, IPH KOUTO ce CMATA, Y€ PUCKDBT OT peunauBupali JIBT uiu bE e Bucok, kato
Te3H ¢ YCJIOXKHEHH ChITETCTBAIM 3a00NIBaHHsA, W KOUTO ca pa3BuiH peuuausupaiiy BT unu bE
NpH MO-NpOAbLIKUTENHA npoduiakTHKa, TpabBa na ce HMMa mpelBHi npdeM Ha Pupapokcaban-
Yaiikagapma 10 mg BeHBK AHEBHO UM Ha PuBapokcaban-Yakikadapma 20 mg BERHBK THEBHO.

[TpoABMKNTENHOCTTA Ha TepanKaTa TPAOBa Aa ce ONPEAENH M A034aTa 1a ¢€ H3bepe MHANBHAYANHO clie]l
BHUMAaTE/IHA OLEHKA HA ChOTHOWEHHETO MEXIY NON3aTa OT IEHEHUETO U PHCKA OT KbpPBEHE (BXK. TOUKa

4.4)

[lepnoa ot BpeMme (Cxema Ha npunarase Obwa gHeBHa
103a

Jleuenue W rnpodu- | Hen 1-21 15 mg aBa NbTH JHEBHO 30 mg
JJaKTMKAa Ha peLuau-
sipau [IBT v bk Ot Jlen 22 HaTaThHK 20 mg BeAHBXK NHEBHO 20 mg
[Mpojpunaktuka  ma | Cnen 3aebpumBaHe Ha | 10 mg Beansx AHeBHO Wi | 10 mg unu 20
peupauBupami  J[BT | Hali-manko 6-mecevna | 20 mg BeAHBXK THEBHO mg
H bE tepanui 3a JIBT unu bE

3a ynecHABaHe NPeMHHABAHETO OT Jo03a 15 mg kbM J03a 20 mg caen e 21 e Hanuy4Ha 4- ceIMRYHA
onaxkoBKa PuBapokcaban-Yaiikagapma 3a 3anousaHe Ha JiedeHue Ha JIBT/BE.

Axo BbB (pazara Ha neyeHHe ¢ 15 mg aBa nbTH AHeBHO (AeH 1 - 21) ce nponycHe eUH NpHEM,
nauMeHTLT TpsiOBa HesabaBHO Aa npueMe Prueapokcaban-Yalikadapma, 3a 1a ce OCHIypy 00110 NpHETO
konHuecTBo OT 30 mg Pusapokcaban-Yaiikadapma 3a enus aen. B nonoben ciayyait Mmorar aa onaar
npueTH nBe TabaeTku ot 15 mg HaBenHBbX. [TauneHTHT TPAOBa 1a NPOIbJKH PENOBHYA NpHEM Ha 15 mg
JBa TbTH AHEBHO Ha CleBALLUs AEH, KAKTO € NPEenophyaHo.

Axo BBB (hazara Ha JieMeHHE C €XUH MpHeM Ha JeH ce NMpOIycHE €AYH NPHEM, NAUMEeHTHT TpAOBa
He3abaBHO Aa npueMe Pupapokcaban-YaiikagapMa ¥ TpsOBa 1a NpoABIXKH PEIOBHHUA NMPHEM BEAHBK
IHEBHO Ha CIeABAIIMA JEH, KAKTO e npenopbyaHo. He Tpabera aa ce uznon3sa nBoHHa 10332 B paMKUTE
eMH ¥ CbIUHU JIEH, 3a Ja C€ KOMIICHCHpa NpOITyCcHAaTaTa 1034.

ITpemunasare om neuenue ¢ anmazonucmu na sumamun K (ABK) xem Pusapoxcaban-Uauxagpapma
3a nalMeHTHTE, KOUTO Ca Ha JiedeHHe 3a NpoQUiIakTHKa Ha MHCYNT M cucTeMeH eMbonuszesM, ABK
TpsbBa Zla ce cnpar M Ja ce 3anoyHe IneveHuero ¢ Pusapokcaban-Yaidikagapma, koraro
MexayHapoasoTo Hopmanusupato cbotHowierue (International Normalised Ratio, INR) e < 3,0.

3a nauueHRTHUTEe, KOUTO ca Ha nedyedue 3a JIBT, BE u npodmnaktuka Ha peunausn, ABK Tpabra na ce
CTIparT v Jia ce 3anouHe aedeHuero ¢ PuBapokcaban-Yaiixagapma, korato INR e < 2,5,

[Ipu mpeMiHaBaHe oT neuende ¢ ABK kbM neuenne ¢ PuBapokcaban-Yaiikadapma croitHocTuTe Ha
INR ite 6baaT faniuuso NOBHILEHH cnel npueMa Ha Pupapokcaban-Yailikagapma. INR He e BannaeH
MapaMeThp 3a H3MEpBaHe Ha AHTHKOAryJaHTHATa aKTUBHOCT Ha PuBapoxcaban-YaiikadapMma n
CeJ0BATENHO He TpA0Ba Ja ce W3nossa (BXK. Touka 4.5).

IIpemunasane om nevernue ¢ Pusapoxcaban-Yaiikagapma xem anmazonucmu Ha eum




Mma BeposiTHOCT aHTHKOAryjJauusaTa Aa Oble HeanekBaTHa B X04a Ha [NPEMHHABAHETO OT JIEYEHHUE C
Pusapoxcaban-Uaiikagapma xsm ABK. Tpabpa na ce ocurypw npoabJKMTENHA aReKBaTHA
aHTUKOAryJaluus Npy NpeMHHABaHE KbM alITEpPHATHBER aHTUKoarynauHt. TpabBa jaa ce ordenexw, 4e
Pusapokcaban-Yaiikagapma Moxe 1a 00yciioBu noBHleHH cToiHOCTH Ha INR.

[lpu naiuyeHTH, MpeMUHABAIIM OT JeueHHe ¢ PuBapokcaban-Halikadapma kem ABK, ABK Tpabsa aa
ce npHeMart napaienHo Jo aocturade Ha INR > 2,0. Tlpe3 nbpBuTe 1Ba AHH OT NPEXOAHNA NMEPHOA
TpabBa Ja ce mpuiara ctaHAapTHaTa HayanHa nosa ABK, cnex koero nosara na ABK Ttpabsa na e
ciopen pesyararure 3a INR. Jlokaro nauueHTHTe npHemarT €RHOBpeMeHHO Pusapokcaban-
Yaiikadapma u ABK, INR He Tpa0Opa aa ce u3cneasa no-paHo oT 24 yaca cieq NpeaAXoAHaTa 103a, a
caM0 HENOCPEeACTBEHO MNpedu cheapawiata jo3a Pusapokcaban-Yaiikadapma. Cnen karo ce
npeycTaHOBU npueMa Ha Pusapokcaban-Yalikagapma, INR Moxe fa ce H3CeaBa H pe3y/TaTHUTE A ca
HaAEXKIHH NMoHe 24 yaca criel pUeMa Ha rnocneaHara ao3a (Bx. Toukd 4.5 U 5.2).

Ipemunasane om neyenue ¢ napenmepariu anmuxoazynarmu kem Pusapoxcaban-Yatixagpapma

[Tpu nalueHTUTE, KOUTO B MOMEHTA NOJTY4YaBaT NapeHTepalHi aHTHKOAryJaHTH, NPEYCTaHOBABAHETO
Ha MapeHTEepaIHUA AHTHKOAryJlaHT M 3ano4yBaHero Ha Pusapokcaban-Yalixacdapma Tpabsa na ce
ochiecTBAT 0 B0 2 yaca Mpead MOMEHTa 3a CJEABAUIOTO MJIAHOBO NMPHUIIOKEHHE HA NapeHTepalHHA
NEKApCTBEH TMPOAYKT (Hanp. HHCKOMOJIEKYJEH Xe€lapdH) HWIM B MOMEHTa Ha CMHpaHe Ha
NPOABb/IKUTENHOTO NPHIOKEHHE HA TNApEHTEPANHHA JIEKAPCTBEH MNPOAYKT (Hamp. HHTpaBeHO3eH
He(paKUHOHHPAH XETapHH).

ITpemunasane om newenue ¢ Pusapoxcaban-Yaiixagapma Kem napenmepainu GHmukodazyaianmu
[TpuioxeTe TLPBATA 4034 OT NAPEHTEPANHHA RHTHKOAryJIAHT B MOMEHTA, KOraTo TpAOBa Ja ce npHeMe
cneasailara go3a Pupapoxcaban-Yahikadapma.

CrneuuanHy noflyaaluu

bvbpeuno yepexcoane

OrpaHH4€HHTE KIMHUYHHM JaHHH OT NALKEHTH ¢ TeXxo OLOpEUHO yBpexaaHe (KpEeaTHHHHOB KIHPbHC
15 - 29 ml/min) noxa3gar, e MiazMeHUTe KOHLICHTPALHH Ha puBapokcabaH ca 3Ha4MTeIHO NOBUUIEHH.
ITo Ta3u npuynHa PuBapokcaban-Uaiikadapma Tpabea 1a ce nmpuiara BHUMATENHO NIPU TE3M MALMEHTH.
He ce npenopsuBa ynotpedaTa Npy NAUHEHTH ¢ KPEaTHHUHOB KIHpbHC < 15 ml/min (Bx. Touxky 4.4 1

5.2).

[Ipn nauyenTu ¢ yMepeHo 660peyHo yBpexaase (kpeatTHuHOB KHpbHE 30 - 49 ml/min) nau ¢ Texko
6bOpeuHo yBpexaaHe (KpeaTHHHHOB KJHPBHE 15 - 29 ml/min) ca BanuaAnM CNeAHUTE NPENOpPbKH 3a
O03UpaHe:

3a npouIaKTHKA HAa HHCYJIT U CHCTEMEH eMOOTH3BM NPH NAUUEeHTH C HEKJIAMHO NPEACHPAHO MBXKACHE
MpenopbYUTE/IHATA 032 € 15 mg BeAHBK AHEBHO (BXK. TOYKA 5.2).

- 3a neuenHe Ha JIBT, neyenne Ha BE u npodunaktrka Ha peunauBupaity [IBT u bE:
[TaumreHTHTE TpAOBa Ja ObAAT NeKyBaHu ¢ 15 mg ABa MBETU AHEBHO Npe3 MbpBUTE 3 ceamuuu. Cren
TOBA, KOraTo npenopbyHTenHara ao3a ¢ 20 mg eauH nbuT AHEBHO, TpAOBa fa ce 0OOMHUCIH HaMansBaHe
Ha no3arta oT 20 mg BeqHDBX JHEBHO HA 15 mg eanH MbT JHEBHO, AKO OLEHEHHAT PHCK OT KbpBEHE 3a
naiyeHTa Haaxebpias pucka ot peunaneupaiugd BT u BE. I1penopekarta 3a ynorpebara na 15 mg ce
OCHOBaBa Ha $APMAKOKHHETHYHO MOJENHPpAHE W HE € MpOy4YBaHa NpPH TE3H KNNHHYHH YCIOBUA (BXK.
toukH 4.4, 5.1 1 5.2).

Koraro npenopprunTennaTa A03a € 10 mg eAUH IbT JHEBHO, HE CE Hanara Ts Aa 6bae kopurupasa.,

He ce Hanara xopekids Ha J103aTa MPH NAUHEHTH ¢ J1eko 610peyuHo yBpexaaHe (KpeaTHHHHOB KTHPBHC
50 - 80 ml/min) (Bx. Touka 5.2).

UeproopobHo yepexcoane
PusapoxcabaH-Yaitkadapma e npoTHBONOKAa3aH NPH NALKUEHTH C YePHOAPOOHO 32004
C KOAryJonaTia H KJIMHHYHO 3HAYXM PHCK OT KbPBEHE, BKIIOUYUTENIHO NANHEHTH € LIUPO
B u C (Bx. Touku 4.3 u 5.2).




Tonynayua 6 cmapuecka ev3pacm
be3 xopekias Ha Ao3aTta (BX. TO4Ka 5.2)

Tenecno meano
be3 xopekius Ha ao3ata (BXK. TOUKa 5.2)

Ilon
be3 xopekuus Ha a03aTta (BXK. Touka 5.2)

[Teduampuuna nonyarayus
BesonacHocTTa M edpykacHocTTa Ha PuBapokcaban-Yalikadapma nipy neua Ha Bb3pact 0 10 18 roanHH
He ca ycTanoseHH. Jluncear AaHnu. [To Ta3u npu4KHa He ce nmpenoppyBa ynorpedara Ha Pusapokcaban-

YalikagapMa npu peua nox 18-roguiiHa Bh3pacT.

Ilayuenmu, noonoxcenu Ha KApOuUoEeP3Uo

[IpueMbT Ha PuBapokcaban-UalikadbapMa Moxe Ja 3anoyHe WIH Ja NPOAB/DKH NPH NALMEHTH, NPH
KOHTO MOXE Na € HeoOX0AUMO KapaHOBEP3HO.

[Tpu kapaMoBEP3HO HACOUYBAHO OT TpaHcesopareanHa exokapanorpadusa (TEE) npu nauneHTn, kouTo
He ca OMJTH TeKyBAHHU ¢ AHTHKOAKYJIAHTH, leyeHueTo ¢ Pusapokcaban-YalikadapMma tpsabsa Aa 3anoyne
Hall-MaJiko 4 yaca npeay KapAHOBEP3HOTO, 3a Ja Ce rapaHTHpa 4/1eKBaTHA aHTHKOoAryJiauus (Bx. TOUKH
5.1 1 5.2). IIpn BCHYKH NAaLHEHTH, NPEAN KapAUoBep3Ho TpaOBa 1a ce NOThbPCH NMOTBbPXKACHHE, Ue
nauMeHTsT € npuen Pueapokcaban-Yailikagapma, xakto e npeanucado. [Tpu B3emaHe Ha pelneHne 3a
3arI04BaHe HA Tepanus M onpejeNsHe Ha NPOAb/DKUTENHOCTTa M, TpadBa na ce MMaT npeaBH]
YCTAHOBEHHUTE NMPENOPHKH OT PbKOBOJACTBATA 33 AHTHKOAryNaHTHO JIeYeHHe NPH NaLHEHTH, TOATOKEHH
HA KapAHOBEP3HO.

Mayuenmu ¢ Hexnanno NpedcwPOHO Muiicoere, koumo noonedxcam na IIKH (nepxymanna xoponapha
UHMepBeHYUl) ¢ NOCMAassHe Ha CMeHm

MMa orpaHdueH OMMT MO OTHOILMEHUE Ha HamaneHa jao3a 15 mg seanwxk aHesHo (miau 10 mg
Pupapoxcaban-YailikadapMa BegHBX JHEBHO 3a MALMEHTH C yMEPEHO TeXKKO OLOpeuHO yBpexaaHe
[xpeaTunuHOB KIHpBHC 30 - 49 ml/min]), B noneaHenue xpM P2Y12 nHxubuTOopa 3a 12 Mecena
MAKCHMYM, NpPH NAalHEHTH ¢ HEKIANHO NPEACHPAHO MDbXKIACHE, KOHWTO Ce HYXIAAT OT MepopalHa
aAHTHKOArynaHTHa Tepanus U ca Ouian noanoxeHH Ha [TKH ¢ noctassne Ha creHT (BX. Toukn 4.4 4 5.1).

HauuH HA NPUI0KEHHE
Pupapoxcaban-YailikagapMa e 3a nepopaHO NMPHIOKEHHE.

Tabnerknte TpAOBa 1a ce MPHEMAT ¢ XpaHa (BX. TOYKa 5.2).

[lpn naiuueHTH, KOUTO HE MoOraT fAa mnormewar Ttabnetkure Lenu, tabnerkara PHBapokcadaH-
Yaiikadhapma MOXe Na ¢ HATPOLUM U CMeCH ¢ BoAa UM S0BIKOBO MOpPEe HENnocpeACTBEHO Mpeau

ynotpeba U Aa ce NpUIIoXKU NEPOPATHO.
HarpoiueHara tabnerka PuBapokcaban-Yaiixkapapma Moxe 1a ce npHijara Chbilo W 4Ype3 CToMatliHa
COHJA e/l MOTBBPIKACHHUE, Ye COHJIaTa € MPaBHIIHO pa3mno/oXkeHa B ctomaxa. Harpowenara rabnerka

TpsaOBa Jia ce npunara npe3 cTOMalllHAa COHJA B MAJIKO KOJIMUECTBC BOJA, CIE] KOETO CoHaara Tpabsa
na Obae npomura ¢ Boga. Clel NMpUJaraHeTo Ha HaTpolleHH (unmupaHu Tabnerkn PuBapokcaban-

Yaiikadapma ot 15 mg uiH
20 mg no3arta TpabBa aa ObAae nocienBaHa He3aDaBHO OT eHTEpaiHO XpaHeHe (BX. ToUka 5.2).

4.3 IIpoTHBONOKA3aAHHSA

CBpBbXUYBCTBUTEIHOCT KbM aKTHBHOTO BEIECTBO HIIH HAKOE OT MOMOLIHUTE BELIECTBa, H3OpOeHH B
To4yKa 6.1. -

AKTHBHO, KJINHUYHO 3HAYHUMO KbPBEHE.




Jle3ans uaM CbCTOAHHME, ako ObIE CHETEHO, Ye MPEACTARNABa 3HAYMM PHCK 3a rolaMo KbpbBeHe. ToBa
MOJe 1A BKIKOUBA HACTOALHA WM CKOPOLLHA raCTPOUHTECTUHANHA A3Ba, HAJIMYHE HA 3N10Ka4E€CTBEHH
HeOMNasMH C BHCOK PHCK 3a KbpBEHE, CKOPOLUHO HAapaHsBaHe Ha TNIaBHUA WIH IpbOHAYHHs MO3DK,
CKOPOLIIHA Onepalds Ha IMaBHHUA MO3bK, M'PbOHaUHHA MO3BK HMJIH OYHTE, CKOPOILHA BhTpeYepenHa
XeMOparus, U3BECTHH KM CYCNeKTHH e3o¢arealHd BapuliH, apTEPOBEHO3HH MajipopMallvH, ChI0BH
aHEeBPH3MH WK rOJIEMH HHTPACITMHAIIHY WJIH HHTpaLepeOpanHy CbIOBH aHOMAIHH.

EaHoBpeMEHHOTO JieveHHe ¢ ApYrd aHTHKoaryinaHTH, Hanp. HedpakuuonupaH xemapun (HOX),
HHCKOMOJIEKYJIHH XeNnapHHU (€HOKCAIMapUH, JaNTeENapuH H 1p.), NPOU3BOJAHH Ha XenapHHa
(boHNanapuHyKC U Ap.), MEPOpaNHK aHTHKoarynaHTi (BapdapHH, JaburaTpaH eTexkcunar, anukcabax
M 1p.), OCBEH NpH cneuMpuuEd 0OCTOATENCTRA 34 CMAHA HA JIEYEHHETO C AHTHKOATYJIAHT (BX. TOYKA
4.2) unn korato HOX ce npunara 8 no3u, HeoOXOIHUMH 3a NOAABPKAHETO HA OTBOPCH LICHTPAlNEH
BEHO3€H WK apTepualieH KateTbp (Bxk. Touka 4.5).

YepHoapoOHO 3a00/sBaHe, CBbP3aHO C KOArylonarus # KIWHHYHO 3HAYMM PHUCK OT KBPBEHE,
BKJIIOYHTENHO NanueHTy ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

BpeMeHHOCT ¥ KbpMeHe (Bik. Touka 4.6).
4.4 CnenHalHy npeaynpexacHas H NPeANa3HA MEPKH NPH ynotpeda

[NpernopbyiBa ce KIHHUYHO HabmoAeHHEe, CBOTBETCTBALIO HA MIPOBEXAAHATa aHTHKOArylallia B X0Ja Ha
LENHA NTepHO Ha JIEYCHHE.

PuCK OT XeMoparus

KakTo ¥ ¢ Apyrd aHTHKOAryJaHTH, NalMEeHTUTE, KOUTO npuemar PuBapokcaban-Yaiikadapma, 1psabsa
na ce HaOMoaaBaT BHHMATENHO 3a NpH3HAUM Ha KbpBeHe. IIpenopwysa ce ynorpedaTta ¢ NOBHILIEHO
BHUMAaHHE TpPH CbCTOAHMA C MOBUUWIEH PHCK 3a xemoparus. [Ipunoxenuero Ha PuBapoxcabaH-
Yahikadapma TpabBa aa ce NpeyCcTaHOBH MPH NOABA HA TeXKKa XeMoparns (BX. Touka 4.9).

B xIMHHYHHTE NPOyYBAHHS NMMTABUYHO KbpBEHE (T.€. OT HOCA, BEHLHTE, CTOMALIHO-YPEBHHSA TPaKT,
NMHKOYHO-NOJOBUA TPAKT, BKAIOYHTETHO aOHOPMHO BaArHHAIHO HIIH YBENHYEHO MEHCTPYATHO KbpBeHe)
H aHeMUs ce HaOnoAaBaT o-4ecTo MPH ABJrOCPOUHO JeHeH e ¢ pHBapokcabaH B cpaBHEHHE C TeYEHUe
¢ ABK. I'lo Ta3u npuurHa, B AOMBIHEHHE KbM ANEKBATHOTO KIMHW4HO HabiarogeHue, JabopaTopHO
HicnegeaHe Ha xemornobuHa/xemarokputa 6u MOrno aa 6bAE OT NoN3a 32 OTKPHBAHE HA OKYNTHO
KbPBCHC H 34 ONIPEAC/IAHE Ha KJIHHH4YHaTa 3Ha4HMOCT Ha ABHO KbBpBCHC, MO npeuemca cnﬂpen CJ'I}”-]&H.

Hsxonxo noarpyny nayMeHTH, ONMUCaHU NMoApOOHO Mo-107y, ¢a ¢ MOBHULIEH PHCK OT KbpBeHe. Tesd
NalHeRTH clielBa Aa ObJaT BHHMATENHO MPOCICACHH 3a Oene3H  CHMIITOMH Ha CBbp3aHH C KbpBEHE
YCIIOKHEHHA 1 aHEMHA Clle/l HA4YalloTo Ha NEUSHHETO (BX. TouKa 4.8).

[Ipu BCAKO HEM3ACHEHO MOHMXABAHE HA XEMOIVIOOMHA MM KPBBHOTO HaldraHe TpsadBa jJa ce ThpCH
M3TOYHHK HAa KbPBEHE,

Brnpeku ue neyeHuero ¢ puBapokcabaH He H3KCKBA PYTHHHO NPOC/IeASBaHE Ha €KCIIO3ULUUATA, HUBATA
Ha pUBapokcabaH, U3MEpEeHU ¢ KanuOpHpaH TECT 332 KOJHYECTBEHO ONPEIESNISHE HA aHTHQAKTOp Xa,
MOraT aa ObJaT Nojie3HH B U3BbHPEAHH CHTYALMH, KOTaTo JaHHHTE 3a eKCMO3HUHATA Ha pyBapokcalaH
MOJKE Ja TIOMOTHAT 3a B3eMaHe Ha HHQOPMHUDAHHU KIIMHUYHH pelieHHs, Hanp. NpeAo3UpaHe U ChelllHa
XHpYprua (BX. Touka 5.1 1 5.2)

brOpeuHO YBpEXKAaHE
[Tpu nanuenTH ¢ Texko ObOpeuHo yBpexjaHe (kpeaTWHHHOB KIHMpbHC < 30 ml/min) e Bb3MOXHO

nnasMeHHUTe HUBA Ha puBapokcabaH Ja ObaaT 3HAUHUTENHO NOBULLIEHH (cpeaHo 1,6 NbTH),
Ja [oBele AC MOBMINEH PHCK OT KbpBeHe. PuBapokcabaH-Yadikadapma Tpsadsa
BHHMATEHO MMPH MaUHEHTH ¢ KpeaTHHKHOB KNHPBHC 15 - 29 ml/min. He ce npeno
NpH NAIHEHTH ¢ KPeaTHHHHOB KIHPBHC < 15 ml/min (Bx. Touku 4.2 1 5.2).




Pupapokcaban-Yaiixadapma TpaOsa 1a ce npiiara BHUMaTENHO NPY NauxeHTH ¢ 660peyHo yBpexaane,
Mofy4aBallld €JHOBPEMEHHO APYrd JIeKapcTBa, KOMTO NMOBMILABAT TJa3MEHWTE KOHUSHTPallMK Ha
puBapokcabaH (Bx. Touka 4.5).

BiaumojeiicTBUE ¢ APYIH JIeKAPCTBEHH NPOAYKTH
He ce npenopwusa ynotpebata nva PuBapokcaban-Yalikadapma npud NMauMeHTH, KOUTO NONyvasart

¢IHOBPEMEHHO CHCTEMHO JICYEHHE € a30/I0BM AHTHMHMKOTHIIH (KaTo KETOKOHa30/l, WTPaKoHa3odn,
BOPHMKOHA30N M nocakoHason) unu HIV-nporeasnn uuxuburopu (Hanp. puToHaBHp). Te3u akTHBHH
BelllecTBa ¢a MOWHK KWHxuOnTopu Ha CYP3A4 u Ha P-gp M no Tasy NpHYMHA MOTraT 4a NMoBULIAT
N1a3MEHATa KOHLIEHTPAI{Ma Ha pHBapokcabaH J0 KIMHUYHO 3HAYUMO HHBO (cpeaHo 2,6 NbTH), KOETO
MOJE 3 J0Bele 10 NOBHIIEH PHCK OT KbpBeHe (BX. Touka 4.5).

HeobxoaMMo € BHHMaHHe TIPH NAUHEHTH, KOHTO €JHOBPEMEHHO ca Ha JiIeYEHME C JICKApCTBEHH
MPOAYKTH, KOWTO MOBJIHABAT XE€MOCTa3aTa, KAaTO HECTEPOHARM MNPOTHBOBBL3MAIHTENHH CPEACTBA
(HCTIBC), aueTHACaNIMUMIOBA KHCENHHAa M WHXHOMTOpPH Ha TpOMOOLMTHATa arperauls Wi
celleKTUBHU MHXHOUTOPM Ha oOpaTHOTO 3axBaniaHe Ha cepoToHMHa (selective serotonin reuptake
inhibitors, SSRI) u uHxuGHUTOPH Ha O6PATHOTO 3aXBalllaHe Ha CEPOTOHHHA U HOpenuHedpHRa (serotonin
norepinephrine reuptake inhibitors, SNRI). Ilpn nauueHTHTe ¢ PUCK 3a YALIEPO3HO CTOMAUIHO-YPEBHO
3aBonsaBaHe MOXeE 13 ce NMOMUCIH 32 NOAXOMAILO NPOodHAaKTHYHO NeueHUe (BX. Touka 4.5).

Ipyry puckoBu GaKTOPH 33 KbPBEHE
KakTo 4 ¢ ApyrH aHTUTpoMOOTHYHH CpelcTBa pHBapokcabaH He ce NMPenopbyBa MPH MALHEHTH C

MOBHILCH PHCK OT KbpPBCHC, KATO.

. BpOACHH WK MPHAOOHTH HapylleHHS B KPHbBOChCHPBAHETO;
. HEKOHTPONHPAHA TEXKA apTepHalHa XUIEPTOHMA,
. APYro CTOMAlHO-4YpeBHO 3a00iABaHe Oe3 aKTHBHO pa3d3BABaHE, KOETO MOTEHIHATHO MOXeE /12

N0OBeJE JO YCJIOKHEHHS ¢ KbpBeHe (Hamp. Bb3NaTUTENHO 3a0ondBaHe Ha yepBarta, €30(Qarur,
FaCTPUT N racTpo-e3ogareanHa pediykcHa 60aecT);

. ChIOBA PETHHOIATUSA;

. OpoHXHeKTa3HH WIKM aHaMHEe3a 3a KbpBeHe B benns apoD.

J1alHEeHTH C KNanHU NMPoTe3n
PuBapoxcabaH He Tpa6Ba aa ce U3MOI3Ba 3a TPOMOOPO(HIAKTHKA TPH NAIIMEHTH, KOMTO HACKOPO Ca

MPEMHHANH TPAHCKaTeThbpHa CMAHa Ha aopTHata kiana (TAVR). besonacHocTTa M edukacHOCTTa Ha
PuBapokcaban-Yaitkagapma He ca NpoyueHH MpH NALMEHTH ChC ChPAEYHO KIIAMHO NPOTEe3HpaHe; no
Ta34u NPHYKHA, HAMA JIAHHH B NOJIKpeNa Ha ToBa, ye Pusapokcaban-Yaiikadapma ocurypsapa anekBaTHa
AHTHKOAry/nalMs B Tasd nomynailws naiieHTH. JleyeHnero ¢ PuBapokcabas-YHailikadapma He ce

MpenopbyYBa MpH Te3M NALMEHTH.

[Taupenty ¢ anTUdochonuNUAEH CHHAPOM
IupekTdo AeiicTBaiy nepopanid aHTHxkoarynaHtH (DOACs), BkIIOUMTENHO PHBapokcabaH, He ce

pernopbuBaT MpH NalMeHTH C aHamHe3a 3a Tpom003a, KOHTO €& JAMAarHOCTHLHPaHH C
antudochonunuaed cuHapoM. [lo-cmeuuanHo npH TPOHHONO3UTHBHU NALMEHTH (32 JIyNyCeH
AHTUKOAry/aHT, aHTHKapAHOJUIIMHOBH aHTATENa W aHTuTena cpewy Oera-2-riukonpotenH I),
nedenuetro ¢ DOACs Moxe na Oble CBbP3aHO ¢ MOBMILIEHA YECTOTA HA NOBTApALUY ce TPOMOOTHUYHH
CLOMTHS B CPABHEHHE C TEPANUATA C aHTArOHHCT HA BUTaMHH K.

[TalMeHTH ¢ HEKNANHO MPEeAChpAHO MbxAeHe, kouTo noanekar Ha IIKM ¢ mocTapiHe HA CTEHT
Hanuuuau ca KJIHHMYHM JIAaHHH, TOJYHYeHH OT HHTEPBEHLUMOHANHO MpoyYBaHe, ¢ OCHOBHA Len
u3caeIBaHe Ha 6€30MacHOCTTa MPH MALHEHTH C HEKNalHO NPEeAChPARO MBLXKIEHE, KOMTO ca Ounu
noanoxeHH Ha [IKHM ¢ nocraBaHe Ha creHr. JJaHHUTE 3a €(UKACHOCTTA NMpPH Ta3u MOMyJauus ca

ucxemuueH npucten ([TAIT).




XeMOAHHAMUYHO HecTabunuu nauuedTy ¢ BE WiW nanyeHTH, KOHTO C€ HYXXAAAT OT TpoMOOoan3a HiH
GenonpodHa embonekrTomus.

Pusapokcaban-UaiikadgapMa He ce npenopn4Ba KaTo anTepHaTHBa Ha HeQpakLIHOHHPAHHA XeNapHH NpH
nalHeHTH ¢ Oenoapobed eMOONN3BM, KOUTO €A XEMOJUHAMUYHO HEeCTAOHIIHH WM HAa KOHTO MOXe Ia
ce HanpasH TpoMOonK3a UK GenoapobHa eMOoneKkToMuUA, Thi KaTo 6€30MacCHOCTTa H €PUKACHOCTTA Ha
PuBapokcabaH-Yaiikadapma He ca YCTAHOBEHH NPH TE3M KIMHHUYHH CUTYaLNH.

CrnyHanHa/enuaypanHa aHeCTe3Ns UAK NYHKIUS
Korato ce H3non3ea HEBpOaKCHaAHa aHecTe3nd (CNHHAJHA/eNUAYpaHA AaHeCTe3Hs) WM

CTIHHAJIHA/eNU Y PATHA MYHKLUA, TALHEHTHTE, TPETHPAHH C aHTUTPOMOOTHYHH CPELCTBA 32 IPEBEHLIMA
Ha TpoMO0eMOONTHYHH YCIOKHECHUSA, Ca MOATOKEHHH Ha DHCK OT MOABA HA eMUAYypaneH HWIH CITHHAJEH
XeMaToM, KOMTO MoXe Ja JoBelde A0 ABArMOCPOMHA WM TpaiiHa napanu3a. To3d puck MOXe Ja ce
NOBHILM OT MOCTONepaTHBHATa ynoTpeba Ha BbBEKAALl €NUAYPAIEH KAaTEThp WIM €IHOBpEMEHHATa
ynorpeba Ha NeKapCTBEHU NPOXYKTH, NOBIUABALUY XEMOCTa3aTa. PUCKBT MOXe a ¢e MOBMLIH CHIUIO
Taxa U OT TPABMaTHYHA UNH MHOTOKpaTHAa eNUAYypajHa WK CIMHANHA NyHKUMA. [Tauventure TpaOBa
yecTo Ja ObJaT NpOCNEeAsBaHH 3a APU3HALM M CHMIITOMH Ha HEBPOJIOTHYHO YBpeXIaHe (Hamp.
M3TpBIBaHE MNH cnabocT B Kpakara, AMCKOMGOPT B 4epBaTa MJIM NHKOYHHS MeEXyp). Ako Obae
KOHCTATHPAH HeBpOJIOrHYeH AeQUIAT, ca HeoOXOAMMH CMELIHO AXarHocTULHpaHe H nedenune. Ilpean
HeBpOAKCHAJIHA MHTEpPBEHLHS, JieKapaT Tpa0Ba Aa NpeueHH ChOTHOLIEHHETO MEXKAY INMOTEHLHANHATA
oa3a W pUCKa NpH NAUMEHTH HAa AHTHKOATYJAaHTHA TEpanus WM MauMeHTH, KOMTO wWe Onzat
MOJNOXKEHH Ha aHTHKoOarylaHTHa Tepanus, 3a TpoMmOomnpogunaktika. HsaMa KIMHUYEH OINUT C
ynorpebata Ha 15 mg pnBapokcabaH B Te3H CHTyaLMH.

3a HamaNABaHE HA IMOTEHLHAIHUSA PHCK OT KbpPBEHE, CBLP3AHO ¢ €AHORPEMEHHOTO MNpHlaraHe Ha
puBapokcabaH U HeBpoakcHanHa (enHlypanHa /CNMHANHA) aHeCTe3Msl WK CIMHANHA NYHKLHUA, TpabBa
aa ce uMa rnipeAsua dapMakKOKHHeTHYHHS npogua Ha pusapokcadaH. [TocTaBaHETO WM NIPEMAXBAHETO
Ha eNuAYypaJieH KaTeTbp WM NyMOanHa NyHKLUHXA ce W3BbPLiBA Hail-100pe, KOraTo aHTHKOAry TaHTHHA
edexT Ha puBapokcabaH ce OlleHABa KaTO HHUCHK. BBNpekd TOBA, TOUHOTO BpPEME 3a MOCTHUraHe Ha
NOCTAThYHO HHCHK aHTHKOATyJIaHTEH eeKT 3a BCEKM MNALMEHT He € U3BECTHO.

3a OTCTpPaHSBAHETO Ha ENUIYpaAJHHUA KATeTbp M Bb3 OCHOBA Ha o0mmMTe (hapMaKOKWHETUUYHU
XapaKTEPHUCTHKH, IOHe 2X MOJNY>XXUBOTA, T.€. Hal-Manko 18 yaca npu Miaau nauueHT Uiy 26 yaca npy
NanueHTH B CTapyecKa Bb3pacT, TpA0Ba Aa ca MHHANK Clej NoCaeAHOTO NPHIIOKEHHE Ha pHBApOKCcabaH
(BX. TOUYKa 5.2).

Cren OTCTpaHaBaHETO Ha KaTerbpa, TpAOBa Ja M3MKHAT Hak-Majko 6 yaca Npead NpHUIOKEHUE Ha
clleaBallara j103a puapokcadaH.

[Tpy moABa HA TpaBMATHYHA NMYHKLHA, MPUIOKEHHETO HA pUBapoKkcadaH TpAOBa Ja ObJie OTIOKEHO C
24 yaca.

[Ipenopbky 3a JO3UPAHETO NPEAH M Cie] HHBA3WBHHU NPOLEAYPH WIH XHPYPIUYHH MHTEPBEHUUHN AKO
ce Hajllara HpOBeXIaHe HA MHBA3MBHA NMPOLEAYpa WIH XHPYpruuHa WHTEpBeHuUs, PupapokcadaH-
Yaiikadapma 15 mg TpadOea aa 6bae cnpaH MO Bb3MOXKHOCT [TOHE 24 yaca NMpeaH HHTEPBEHLHATA H Bb3
OCHOBA Ha KJIMHHYHATA NMPELEHKA Ha JTEeKYBaUUA JIeKap.

AKo npoueaypara He Moxe na ObJe OTJIOKeHa, TpAOBa Aa ce NPELCHH NMOBULICHUAT PUCK OT KbpBEHE
CRPAMO CIIELIHOCTTA HA UHTEPBEHLUATA.

[MpuemMbT Ha PuBapoxcaban-Yalikadapma TpabGea na ce BB30OHOBM BBIMOXKHO Hal-CKOpPO chen
HHBa3HBHATa NpoLEeAYpa WIN XHPYPrU4HaTa HHTEPREHLMA, ak0 KIMHHYHATA CHTYaLUs MO3BONABA U €
NMOCTUrHATA aJIeKBAaTHA XEMOCTA34, KAKTO € ONpe/Ie/IeHO OT NIeKyBalll|s Jekap (Bx. Touxa 35.2).

[Tonynauus B cTapyecka Bp3pacT
C yBelnH4aBaHeTO Ha Bb3pacTTa MOJKE J1a C€ YBEIIMYH PUCKBT OT XeMoparus (Bx. Touka 5.2).

IlepMaTOoIQrHYHN PEAKIINY
ITo BpeMe Ha NOCTMApKETHHIOBO HabNI0JEHUE BbB Bpb3Ka ¢ ynoTpebara Ha pupapokcadaH
3@ CEPHO3HH KOXHHM peakLHH, BKIIOYHTEIHO CHHIAPOM Ha Stevens—.lohnsen/'rmccuqﬂ
Hekponusa ¥ DRESS cunapom (Bx. Touka 4.8). Marnexaa, ue mauueHTHTe ca wanoxelfi
PHCK OT T€3H PeaxiiMd B HA4aJllOTO HA TEpallHATa: B MOBEYETO Cly4al, HavyaloTof)
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NposBABa Npe3 MbPBUTE CEAMHLM OT NeueHHeTo. PuBapokcabaH TpadBa Aa ce npeyCcTaHOBH NP NbpBa
OSABA Ha TEXBK KOXKEH 0OpUB (Hamp. pa3npocTpaHABall ¢e, MHTEH3WBEH W/HIIM CBbp3aH ¢ obpa3yBaHeTo
Ha MEXYPH) HIIH JpYr NPH3HaK Ha CBPbXHYBCTBHTEIHOCT, CBLP3aH C JIE3HN Ha JTUraBHIATA.

Hudopmanus 3a nOMOIUHKHTE BELIECTBA
PuBapokcaban-YalikagapMa cbAbpka jnakro3a. [TalUMeHTH ¢ PEAKH HAaCNeACTBEHH nNpodiaeMH Ha
HEeOHOCHMOCT KbM TajlakTo3a, MMbJICH NIaKTa3eH AeQHUMT HIIH IJIIOKO30-TanakTo3Ha ManabcopOuus He

TpsiGBa fa NpHeMaT TOBA JIEKapCTRO.

4.5 B3anMoneiicTBHE ¢ APYrH JieKapcTBEeHH NPOXYKTH H APYrH ¢OpMH na B3aHMoAcHCTBHE

Unxnburopu na CYP3A4 u P-gp

EanoBpeMeHHOTO npunioxeHue Ha puapokcabaH ¥ ketoxonasonl (400 mg eavH mMbT AHEBHO) WM
puToHaBup (600 mg aBa MbTH AHEBHO) BoAM A0 2,6 mbTH / 2,5 nbTH no-Bucoka cpenHa AUC Ha
pupapokcabad u 1,7 mbth / 1,6 nbTH no-BHcoka cpeaHa Cmax CbC 3HAYMTENHO MOBHILIABAHE Ha
dapmakoAHHaAMHYHHTE €(eKTH, KOeTO MOXe Ja J0BeAe A0 MOBHIIEH PUCK OT KbpBeHe. Ilo Tasu
MpUYMHA He ce TpenopbyBa ynotpebarta Ha PuBapokcaban-Yakikadapma NpH NaLHEHTH, KOUTO
MoONy4yaBaT €JHOBPEMEHHO CHCTEMHO JIEYEHHE C a30JI0BH AHTHMHMKOTHUM KaTo KETOKOHAa3Oll,
MTPAKOHA30Jl, BOPHKOHA3071 M nocakoHa3on uiau ¢ HIV-nporeasiu wHxuOutopu. Tesu akTHBHM
BellecTBa ca MoHH HHXHOHTOPH Ha CYP3A4 n P-gp (Bx. Touka 4.4).

Ouakpa ce AKTMBHH BelLeCTBa, KOUTO CHIHO HHXHOUpAT caMo €IMH OT ITbTHILATa Ha eNHMHHHPAHE Ha
puBapokcabaHn unu CYP3A4 unn P-gp, 1a noBHILAT B TO-Ma/IKa CTENEH NJIa3MECHHTE KOHLIEHTPALKH Ha
puBapokcaban. Hanpumep, xnaputpomuuuH (500 mg nBa mbTH JHEBHO), KOHTO Ce MpHEMa 32 CHIIEH
uuxuburop Ha CYP3A4 u ymepen unxuburop Ha P-gp, Boan Ao nosHuiaBaHe Ha cpeanata AUC Ha
puBapokcabas ¢ 1,5 nbti # Ha Cmax — ¢ 1,4 nbTH. B3auMoaeHCTBHETO ¢ KIAPHTPOMHLMH BEPOATHO HE
¢ KIMHHYHO 3HauMMO MIpH MOBeYeTO MNAUHeHTH, HO MOXe Ja ObJe NOTCHLMATHO 3HA4YHMO [pH
BHCOKOPHCKOBH NManueHTH. (3a nagueHTd ¢ ObOpeyHo yBpexaaHe: BxX. Touka 4.4).

Eputpomuimu (500 mg Tpu nbTH AHEBHO), KoHTo HHxHOHpa ymepero CYP3A4 u P-gp, soau ao 1,3
nbTH nosuuieHue Ha cpeaHata AUC n Cmax Ha puBapokcabaH. BaaumonelicTBHeTO ¢ epUTPOMHLUH
BEPOATHO HE € KIMHHYHO 3HAYMMO NIPH HNOBEHeTO NaLHEHTH, HO MOXKE Aa Ob/ie MOTEHUHMAIHO 3HAYHMO
NpH BUCOKOPUCKOBH NAaLMEHTH.

Fpn nuna ¢ nexo 6BOpeuHo yBpexaaHe epuTpoMuLiMH (500 mg Tpy NbTH JHEBHO) BOAM A0 1,8-KpaTHO
nosulasaHe Ha cpeaHata AUC Ha pupapokcaban n 1,6 mbTH nopuuieHue Ha Cmax B cpaBHEHHE C
HHAMBHUIH ¢ HOpManHa Ob0peuHa dyHkuuA. [1py nuia ¢ ymeperno 0n0peyHo yBpexkaaHe epHTPOMUIIUH
e gosea Ao 2,0 nbTH nosuiienne Ha cpegHata AUC Ha puBapokcaban n 1,6 nbTH noBuieHue Ha Cmax
B CpAaBHEHHE ¢ MHAWBUAH ¢ HopManHa 6b0peuHa QyHKunaA. EdexTbT HA epHTPOMMLHMH € aAUTHBEH KbM
TO3H Ha OBOpeyHOTO YBpexaaHe (Bx. Touka 4.4).

dnyxonazon (400 mg enuH mpT AHEBHO), KOHTO ce cMATa 3a ymepeH nHxubuTop Ha CYP3 A4, Boau 1o
nosumasaHe ¢ 1,4 nbTH Ha cpeaHara AUC Ha pusapokcaban u 1,3 netH Ha cpeasara Cmax.
BiaumojelicTBHeTo ¢ qUIyKOHA30/ BEPOATHO HE € KIIMHMYHO 3HAYMMO IPH MOBEYETO MAUHEHTH, HO
MOXe 3 Obje NOTEHLUHAIHO 3HAYMMO NMPH BHCOKOPHCKOBH MalMeHTH . (3a nauuent ¢ 6B0peuHo

yBpeXKaaHe: BHK To4Ka 4.4).

KaTo ce nMar npeaBHA OrpaHH4eHHTE KIHHUYHYU JAHHH € APOHENAPOH, ¢ AHOBPEMEHHOTO IPHIIOKEHHE
¢ puBapokcalaH TpabBa faa ce usbdarsa.

AHTUKOQAryJIaHTH
Cnex koMOHHMpaHO MpPHJIOXKEHHE Ha eHoKkcanapuH (earoxparHa jgo3a ot 40 mg) W pusapokcabaH
(eqHoxpaTHa fo3a ot 10 mg) e HabnrogaRaH anUTUBEH €PEKT BbPXY aKTHBHOCTTA HA aHTRpAT ET. B,
Ge3 HHKAKBH TONBIHUTENHH ePEeKTH 110 OTHOLIEHWE Ha koarynauuoHHKTe TecToBe (PT/ARTF), flg A \
EnokcanapuH He e NOBAHAN (hapMaKOKHHETHKATa Ha pyBapokcabaH. S/ o Ty,
[y "”bﬂ-\%ﬁﬁ 5 )
X [ 2@ S anok B
L "‘i&:-:'} l%’ﬁ" Vorano
l:: U':-';_'.'.;_ - ¥y 4y : et
ERNE G
t% l"."_‘ *?@éﬁf#ﬁ*‘;ﬂp A f.
B w l\'\\h




[Topaayu NOBHIEHHA DHCK OT KbpBEHE € HEOOXOAWMO BHUMaHME NpPU MALIKEHTH, KOUTO Ca Ha
e IHOBPEMEHHO NIEYEHHE ¢ APYTH aHTHKOArYJIAaHTH (BXK. TOUKH 4.3 U 4.4).

HCIIBC/vaxubutopn Ha TpoMOOLNTHATA arperauus
He e HabnionaraHo KIMHMUHO 3HAYHMO YABL/DKABAHE Ha BPEMETO HA KbpBeHe cnell eAHOBPEMEHHO

npuioxeHne Ha pupapokcadan (15 mg) u 500 mg Hanpoxced. BrnpexH ToBa € Bb3MOXKHO Ja HMa
MaLHeHTH ¢ No-u3paseH GapMakoAHHaAMHYEH OTIOROD.

He ca wHaOmopaaBaHd KIMHHYHO 3Ha4MMHM  (apMakOKHHETHHHM MWAH  (apMakOJMWHAMUMYHH
B3aUMOJCHCTBHS TIpH €QHOBPEMEHHO NpUNOKeHHe Ha pusBapokcabaH W 500 mg auernicanvuHIIOBa
KACENKHa.

Knomuporpen (300 mg HauanHa fo3a, nocjielBaHa OT 75 mg MNOAAbpXalla [03a) HE € noKasaj
dapMakOKHHETHYHO B3auMoAelcTBHE ¢ pHBapokcabad (15 mg), Ho e HabmonaBaHO 3HAYHUMO
yAb/DKAaBaHE Ha BpeMeTO Ha KbpBEHE NpH €1Ha NOJArpyna MNalWeHTH, KOETO He € KOPERMpalo ¢
arperanuaTa Ha TpombouuTHTe, HUBaTa Ha P-cenextun unu GPIIb/Ila penentopure.

HeobxonuMo € BHHMaHHE NPH NAaLKHEeHTH, KONTO eAHOBPeMEHHO ca nexysann ¢ HCIIBC
(BKUIIOUHTENHO ALETHWICATHUMIOBA KHCEIMHA) H UHXHOMTOPH Ha TpOMOOLWTHaTA arperauns, NoHexe
Te3H JIEKApCTBEHH NPOAYKTH OOHKHOBEHO MOBHILABAT PHCKA OT KbpBEHE (BXK. TOUKa 4.4).

SSRI/SNRI

KakTo npH ApYrd aHTHKOAryJlaHTH MOXE Ja ChblIeCTBYBA Bb3MOXKHOCT MAaLMEHTUTE Ja €a ¢ MOBULLIEH
PHCK OT KbpPBEHE B Cllyyaii Ha cbmbTeTRalla ynotpeba cbe SSRI unu SNRI nopanu edexra uM BEpXy
TpoMbouuTUTe, 32 KOHTO ce choOwaBa. [Ipy cbnbTCTBaila ynorpeba B KIMHHYHATA nporpamMa ¢
puBapokcafaH, BbB BCH4KH IPyIH Ha JeHeHHe ce HabJogaBa YHCIEHO MTO-BHCOKA YECTOTA HA ToJisM

HIH HETONAM KJIWHHYHO 3HAa4YHM KPBbBOH3JIHE.

Bapdapun

[IpeMyHaBaHeTO OT JeueHHe ¢ auTaroHucTa Ha BUTaMuH K BapdapuH (INR 2,0 no 3,0) xbm nedenne ¢
puBapokcaban (20 mg) wnu ot puapokcaban (20 mg) xkpM Bapdapun (INR 2,0 no 3,0) nosuwasa
choTHOLIeHHeTo npotpoMbuHOoBO BpeMe/INR (Neoplastin) noBeye oT aqNTHBHO (Bb3MOXHO € Aa Ce
Habmopnasatr otaenHu croifHoctH Ha INR g0 12), mokxaro edektHre mo oTHomeHne Ha aPTT,
HHXHOHpaHETO HAa aKTHMBHOCTTA Ha dakTop Xa U MMOTCHHHAaNa Ha €HAOrCHHHUS TpOMOUH ca AJHTHBHM.
[TpH sxenanue aa ce u3caensaT PpapMakoJHHaAMUYHHATE eeKTH HAa pHBapOKCcabaH B epHOAa HA CMAHATA
Ha TepanuAaTa MOrar /ia ce W3MOJ3BaT NoKa3aTe/ld KaTo akTUBHOCT Ha aHTH-(akrop Xa, PiCT u Heptest,
OHEXE Te3d TeCTOBE He ce ropnugear or BapdapuH. Ha deTbpTua AeH ciiel nocieaHara Ao3a
apdapun, BCHUkY nokasarenu (Bxkn. PT, aPTT, nHxubupane na aktusHoctTa Ha ¢daktop Xa u ETP)
OTpa3ABaT €AUHCTBEHO edeKTa Ha pUBapoKcadaH.

[Mpu xenaHKe Ja ce U3CneaBaT ¢apMakoguHaMU4HUTE edekTH Ha BapgapHH B NepHoJa Ha CMsHa Ha
TEpanUATa MOXe Ja ¢e uianohisa usmepsaHero Ha INR npu Ciougn Ha puBapokcabaH (24 vaca cren
NpeaXONHKA NPHEM HA pUBapokcabaH), Thit kKaTo TO3M MOKa3aTeN ¢e NOBJUABA B MUHHMAaJIHa CTEMEH OT
puBapokcabaH B Ta3H BpeMeBa TOUKA.

He e Habmonaeano papmMakoKUHETHYHO B3aUMOACHCTBHE MEX Yy Bap(hapHH U puBapokcabaH.

Hnayxropu Ha CYP3A4
EnHOBpeMeHOTO NpunoxkeHue Ha puBapokcadbaH u MolHuA HHAYKTOp HAa CYP3A4 pudaMnuumy soau
10 okono 50% nonmkapaHe Ha cpemHata AUC 3a puBapokcabaH, ¢ ycnopeaHO HamMansiBaHE HA
dapmakoauHamMuunuTe My edextH. EaHoBpemeHHaTa ynoTpeba Ha puBapokcabaH ¢ ApYTH MOIUHH
nHaykropy Ha CYP3A4 (nanp. ¢eHuTOHH, KapOamasenuH, (peHobapOMTan WM KBJIT KaHTapHOH
(Hypericum perforatum)) cblI0 MOXE Ja JA0BeAe N0 HaMaJeHH IUIa3MEHH KOHUEHTpalWH Ha
puBapokcabaH. 3aToBa TpabGBa Aa ce u3bArBa eQHOBPEMEHHOTO NpUaraHe Ha MOIHH MHAYKTOPH Ha
CYP3A4, ocBeH axko NMalHEHTBHT He ce ¢/ieJ BHUMATENHO 3a Oelle3n 1 CUMNTOMH Ha TpomMbo3a.

Hdpyry ¢cbIbTCTBAIH TEPANUH

He ca #HabmozaBaHM KIWHMYHO 3HAYHMH (apMaKoKHHETHYHH WK  (dapMaxeRAHa
B3aMMOAEUCTBHA NpPH €JHOBPEMEHHO NpPHIOKEHWe HA puBapokcabaH U MH,H.&EOJI °f
CYP3A4), nvrokcuH (cyGerpar Ha P-gp), atopBactaThH (cyderpar Ha CYP3A4 u P-gp) i




(MHXUOHUTOp HA MpoTOHHAra nomna). PuBapokcabaH HUTO UHXMUOMpA, HHUTO HHAYLHPA HAKOA OT
ocHoBHUTE u3odopmu Ha CYP, Hanpumep CYP3A4.

JlaboparopHu nokasarenu
Koarynauuonnure mapaMerps (Hanp. PT, aPTT, HepTest) ce nosnusaeat cnopeli 0YaKBaHUATA C OrNE

Ha MeXaHH3Ma Ha AelcTBUe Ha puBapokcabaH (Bx. Touka 3.1).

4.6 DepTHauTeT, 6pEeMEHHOCT H KhPMEHE

bpemeHHOCT
BesonacHoctTa W edukacHoctra Ha PuBapoxcaban-Yaiikadpapma npu OpeMeHHHM XEHH He ca

yCTaHOBeRHU. [Ipoy4BaHMATA NPH XUBOTHH NMOKA3BaT PENpPOAYKTHBHA TOKCHYHOCT (BX. TOYKa J.3).
[Topaan noTeHUMaNHAaTa pPEeNpPOAYKTHBHA TOKCHUYHOCT, MPUCBLUHS PUCK OT KBPBEHE M JAHHHTE,
MoKa3Ballli, 4Ye pHBapokcabaH IpeMHHaBa IIpe3 IaleHTata, Pusapoxcaban-Yailikagapma e
MPOTHBOINOKA3aH 10 BpeMe Ha GpemeHHOCT (Bxk. Touka 4.3). Xennre ¢ nerepoaeH noreHuuan tpadsa
na u304reart ja 3a0peMeHsABaT Mo BpeMe Ha JIEYEHHETO ¢ pUBapokcadaH.

KbpMeHe

BesonacHocTra M eduxacHocrra Ha Pusapokcaban-UalikadapMa Mpu KbpMelld XEHH HE ca
ycTaHOBeHH. [IpoyuBaHnaTa NpH XKUBOTHH NOKa3BaT, ue prMBapokcabaH ce cekpeTHpa B MiskoTo. o
Tasu npuurHa PuBapokcaban-YailikadapMa € npoTHRONOKA3aH B MEpHOAA HA KbpMeEHE (BXK. TouKa 4.3).
TpsaOBa Aa ce B3eMe pelleHKe Jald Aa ce MpeyCTaHOBH KbPMEHETO WIH Aa ce NpEyCTaHOBH/na He ce
NPUI0XKH TEpanusiTa.

DepTUNUTET

He ca nmpoBexaaHH KOHKPETHH MPOy4BaHHWA ¢ puBapokcabaH Mpy xopa 3a OueHKAa Ha e(eKTHTE Mo
OTHOLUeHHe Ha (eprunuTera. [IpH eAHO NMpoy4yBaHe NO OTHOWIECHUE HA PEPTUNUTETA NMPH MBKKH H
)KEHCKH ITLXOBE He ca Habmonapanu edektn (BxK. ToUKa 5.3).

4.7 EdexTn Bppxy cnocodHocTTa 32 IIodupane n paboTa ¢ MALMHHH

PusapokcabaH-YaiikadapMa mOBRIMABA B Manka creneH crnocobHoctra 3a wodupaHe U padora c
mMalvHK. Ma choblueHns 3a HeXXenaHW peaklMHW, KATO CHHKOMN (YECTOTa: HEYECTH) M 3aMasHOCT
(yecToTa: yectd) (Bx. Touka 4.8). [lallueHTHTE, MPH KOUTO CE€ pPa3BUAT TE3M HEXENAHU PEeaKUHU, HE
TpaOBa aa wodupar uink paboTiT ¢ MaLLUHH.

4.8 Hexeslanu JieKapCTBeHH peaKHA
Pesiome Ha npoduia Ha Ge3onacHoCT

Be3omacHOCTTa Ha pHBapokcabaH € mpoy4eHa B TpPUHAleceT KIWHHYHH MnpoyuBanus ¢asza IlI,
obxpaiauty 53 103 nauyeHTH, eKCIOHMpaHy Ha puBapokcadaH (Bx. Tabnuua 1).

Ta6anua 1: bpoi#t npoydyeHH nanAedTH, 0011a AHEBHA 10332 M MAKCHMAJIHZ APOABLKHTETHOCT HA
JieUeHHeTO Opy npoyuBanus ¢asa 111

IToxazanue bpoii O6ma 1HeBHa 1032 | MaKcHMAJIHA
NanHEeHTH™ OPOAL/KATENHOCT
HA JCYEHHETO

[IpodunakTuka Ha BeHO3eH TpoMbo-| 6 097 10 mg 39 nHU
embonnabmM (BTE) npu Bb3pacTHH
nauMeHTH, NOMJIOKEHH Ha [LIaHOBO
CTAaBHO NpoTe3upaHe Ha TazobeapeHara
WM Ha KOJIAHHATa CTaBa
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IMpodunaktuka Ha  BTE  npu| 3 997 10 mg 39 nHM
HEXHPYPru4HH NalHEHTH
Jleuenne na JIBT, BE n npodunaktrka| 6 790 Hen 1 - 21: 30 mg| 21 meceua
Ha peUUIUBH Hen 22 ¥ ciiea ToBa:

20 mg Caen Ha#i-

Manko 6 meceua: 10

mg unM 20 mg
[TpodunaxkTka Ha MHCYAT H cucteMeH | 7 750 20 mg 41 mecena
eMOONN3BbM NPH NMAlHEHTH C HEKNANHO
NpeAChPAHO MBXAECHE
[IpopunakTuka Ha ateporpoMboruynn| 10 225 5 mg wim 10 mg| 31 mecena
chOMTHA TIpH [AUMEHTH chell OCTHP CBLOTBETHO,
xopoHapeH cunapom (OKC) NPUIOKEHH

eJHOBPEMEHHO ¢

ACK nmmu ¢ ACK

MIIOC KJIOMUAOTPEN

HJIH THIJIOTTHIUH
[TIpodunakruka Ha aTepoTpoMOOTHUHK | 18 244 5 mg, npunoxenu| 47 mecena
cbOuTHA npu nauuesTH ¢ KAB/TIAD eIHOBPEMEHHO  C

ACK wnwm 10 mg

CAMOCTOATENIHO

*TTaumeHTH, KOMTO ca OHNIHM €KCMIOHHPAHH Ha TTOHE €/IHa A03a pHBapokcadbaH

Hail-decTo ChOOLIABAHKTE HEXeNaHH pPeakuMy NpH NalueHTH, KOHUTO IMONyYaBaT pUBapokcabaH, ca
ounnu xemoparuu (Tabnuua 2) (Bx. Touka 4.4 ¥ “Onucanue Ha U3bpaHyn HeXXeNaHH peakluH,, No-A0Jy).
Haii-uecTo CHOOUIABAHHTE XeMOparuu ca enucrakcuc (4,5%) u KbpBeHEe B CTOMALIKO-YPEBHUA TPaKT

(3,8%).

Tabinnua 2: Yeerora HA ¢HOBNTHATE HA KbpPBEHE™ H AHEMHSA

pasapokcabaH B 3aBLpIIMANTE NpoyuBanun ¢aza Il

IIPH NailHCHTH ¢ CKCHO3HIIHA HA

Ioxkazanne

BeakaknbB
KbpBeHE

THII | AHEeMHS

[Nlpounaktuka Ha BTE rmpu
BB3PACTHH NALMEHTH, MOIJIOKEHH Ha
IUIAHOBO CTAaBHO MpPOTE3HWpaHe Ha
TazobeapeHaTa UMM Ha KONAHHATA
cTaBa

6,8% oT nanUeHTHTE

3,9% OT NnaLUeHTHTe

[Ipopunaktika Ha BTE mpwm
HEXHUPYPrUYHH NaluUdeHTH

12,6% OT naljHeHTHTE

2,1% oT nauueHTUTE

Jlewenue w©wa JABT, bBE #
nmpo¢uNaKTHKa HA peLlHINBU

23% OT NalUEeHTHUTE

1,6% oT naljeHTHUTE

OKC

[Tpodunaktuka Ha  HHCynT U | 28 Ha 100 | 2,5 #a 100 nauueHTOroaAHHM
CHCTeMEH eMOOTU3bM IMPH NALHEHTH | NaUHEeHTOrOAUHH

C HEKJIANHO NPEeAChPAHO MBXKIEHE

[Mpodunaktuka Ha arteporpombo- | 22 Ha 100

THYHH CBHOUTMA NpH NAUHEHTH Ciiel | naudeHTOroAWHH
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[Tlpodunaktuka Ha areporpombdo-| 6,7 Ha 100 | 0,15 na 100 nauneHTOroAMHU™**

THYHU CHLOWTHUA TIpH MNAUUEHTH C | MAUUEHTOroJAMHH
KAB/TTIAb

. BcHukH cbOMTHS Ha KbPBEHE OT BCHYKH MPOY4BaHHA C pUBapoKcadaH ca CbOpaHH, J0K/1aBaH

U OLlGHEHH.
e B npoyuBaneto COMPASS ce HabnoaaBa HHCKA 4€CTOTa HA aHEMHS, Thi KaTo € NMpUJIoKeH

CeJIEKTHBEH 110]1X0/1 38 chOMpaHe Ha HexelaHU CbOUTHS

CnMChbK Ha HEXKeJIaHW peakuuy B TabJHYeH BHJ
YecTOTHTE HA HEXKETAHUTE peakiiuH, cBbp3anu ¢ PuBapokcaban-Yaiixkadapma, ca 0600uienn B Tabinua
3 mo-10ay no cucTteMHo-opraniu knacose (mo MedDRA) u no yecroTa.

B 3aBUCHMOCT OT 4yecToTara T€ Ce€ ONpeJIe/IsAT KaTo:

MHOro yectu (= 1/10)

yectv (> 1/100 no < 1/10)

nHeyectH (> 1/1 000 no < 1/100)

peaku (= 1/10 000 no < 1/1 000)

mHoro peaku ( < 1/10 000)

C HEM3BECTHA YeCTOTa: OT HAUTMYHHUTE JJAHHH HEe MOe J1a Objie HarpaBeHa OLIEHKa.

Tab6auua 3: BcHYKH HeKeJIaHH peaKIHH ¢a ¢cbOOIEeHH NPH NALHEHTH B KJIHHHYHH H3NHTBAHHS
¢daza III uian npu nocTMapKeTHHIOBa ynorpeoda™

YeceTH HeuecTH Penxu MHoro peaku C HEeH3BEeCTHA
4ecToTa

Hapymenus Ha KpbBTa H JHM(pHATA CHCTEMA

AHemus (BKJI. ¢b0o4 TpomOouuTO3a (BKIIL.
TBETHH J1aDOpaTOp4 noBHilaBaHe Ha Opos

HH NapaMeTpH) Ha TpoMboLHuTHTE) ]
TPOMOOLIUTONEHHUS

HapylmieHnsi HAa HMYHHAaTa CHCTEMA
AllepruyHa peaxuus,| AHapHIaKTHYHH
alepruyeH  Jaepma- peaKL My, BKIIKOYH-
THT, QaHTCHOEIEM M| TeJHO  aHaduia-
ajepruyeH oTokK KTHYEH LIOK

Hapylmienus Ha HepBHATA CHCTEMA

3aMasHOCT, Mo3b4yeH U BbTpe-

rnaBodosiue yeperneH  KpbBOH3-

JIUB, CHHKOII
Hapymenusi Ha ouHnTe

OueH KpbBOW3JIHA
(BKJI. KOHIOHKTH-
BaJIeH KPbBOM3JIHB)|

Cbpaeynu HApYLLIEHHHA
Taxukapaus

CbA0BH HAPYILIEHHHA

XHUNOTOHHA,
XEeMaToM

PecnupaTOpHH, IPHAHH H MeIHACTHHAJIHH HAPYUICHHS

Enucrakcuc.
XEMOIMNTU3HUC

CroMalmIHO-4YpeBHH HAPYILEHHsA
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TaT Ha KbpBEHE

YecTn HeuecTn Peakn MHoro peaku C HeH3BECTHA
9eCcTOTa
KbpBeHe oT BeHUH-4 CyxoTa B ycTara
T, CTOMALHO-
YpPEBHMA TPaKT|
(BKJI. peKTaaHg
KbpPBE€HE), CTOMALlI
HO-YPEBHHU U a0/10-
MUHaJIHH  Oonku,
JINCIIeNCHS, raJieHe,
3anek”,  Auapus,|
noBpblilaHe”
XenaToOHJIHAPHH HAPYLUCHHSA
[loBHuiIaBaHe HaYepHoapoOHO JKbaTeHuua,
TpaHCAMHHA3UTE  |yBpekAaHe, NMOBHUILEHTOBUIIIABAHE Ha
OuIMpyOHUH, MOBHILIEKOHIOTHPAHUS
Ha ankaiHa docha{OunupyouH (c WU
Taza B KpbBTa“j0e3  ChNBTCTBALLO
nosuineHa GGT?  [moBuinaBaHe Hal
ALT), xonecrasa,
XenaTuT (BKIKOYHU-
TEeJIHO  Xernarolle-
1y IaPHO Y BPEXK/1aH¢
Hapyuienus Ha KoKaTa H NOJAKOKHATA TbKAH
Cbpbex (BkJI. He-{Yprukapus CHHAPOM HA
4yecTH CcJiydyau Ha Stevens-John-
reHepajau3upaH son/TokcuyHa
cbpOexk),  0OpHB, lenuaepMaiHa
IEKXHUMO3H, KOXKHH H Hekponnsa, DRESS
[NOJAKOKHH CHHIPOM
KPbBOM3JIMBU
Hapymienusi Ha MyCKYJIHO-CKeJIETHATA CHCTEMa H CheIHHHTE/IHATA ThKaH
bonka B  Kpa#h-XemapTpo3a KpbBOH3/1B B KomnapTMeHT
HHLIHTE" MYCKYJI CHHJIPOM B peE3YyJl-

Hapyuiennst Ha ObOpennTe H NHKOYHHTE NbTHILA
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YecTH HeuecTn Peakn MHoro peaku C HeH3BECTHA
qeCcToTAa
KbpBeHE OT ypore- bbOpeyHa  HeNO-
HUTAJTHUS TPaKT CTaTbYHOCT/OCTpa
(BKJI. XeMaTypus M ObOpeyHa He0CTa-
MeHoparus®), TbYHOCT B pe3yTaT
OBLOpPEYHO  yBpeK- Ha KbpBEHe, J10CTa-
NlaHe (BKJI. MOBHLLIE- TbYHA A TPE/H-
HHUE Ha KpeaTMHWHQ bBMKA  XHIOTEp-
U TOBHLIEHHE HQ by3us
lypesTa B KpbBTA)

IO6mn HapyumieHus H eeKTH HAa MACTOTO HA NMPHJIOKEHHE

TosuuieHa Ttemne4{Hepasznonoxenne  Jlokanusnupas oTok”
patypa®, nepude-(Bki. npunolaBane)
PEH OTOK, [MOHMXKe-
Ha o0wa cura Hu
IEHEPrUYHOCT  (BKIL.
yMOpa U acTeHus )

H3caeaBaHus

[ToBHUILEH LDHA|
MOBUILIEHA JiMmnasza’)|
[MOBHILIEHa aMuaza’

HﬂpﬂHHBEHHH, OTPaABAHHA H YCJIO0KHECHHH, BB3HHKHAJH B pe3y.JjiTart HA HHTCPBCHIIHH

KbpBeHe cien TCLﬂOBa [ceB10-
HKaKBa rnpoleaypa aHeBpH3Ma *

(BKJI.  mocrornepa-
TUBHA aHEeMHUs M
KbpPBEHE OT paHa),
KOHTY3HUs, CeKpeLus
oT paHu”

A: HaOmonaBauu npu npogunaktika Ha BTE npu Bb3pacTHH NALMEHTH, MOMAIOKEHH Ha MJIAHOBO
CTaBHO NpOTE3HpaHe Ha Tazo0e/lpeHarTa Uik KOoJIsHHATa CTaBa

B: nabmopasanu npu nevenune Ha JIBT, BE uan npogunakTika Ha peliuMBH, KATO MHOTO Y€CTH NpPH
KEHH < 3O IroJINHH

C: HabmoaBaHH KaTo He4YeCcTH Npu npoduiaKkTHKa HAa aTepoTPOMOOTHYHH CHOWUTHS NMPH NALMUEHTH
cinen OKC (cnen nepkyTaHHa KOpOHapHA HHTEPBEHLLMS )

* [IpuiokeH e npeaBapuTeIHO ONpeesieH CeIeKTHBEH MOAXO0/ 3a CbOMpaHe Ha HeXKelaHW ChbOWUTHS.
Toil KaTO YecToTaTa Ha HEXKEJAHUTE PEeaKilMH He € YBEJIMYeHa W He € yCTaHOBEeHa HOBa HexkejlaHa
peakuus, jaHuure ot npoyyBaHeto COMPASS He ca BKJIIOUEHH MMPH U3YKC/IABAHE HA YECTOTaTa B Ta3H

Tadaulia.

Onucanue Ha W30paHu HeXKENaHW peakUuHuu
[Topaan apMakosorHyH1s My MeXaHH3bM Ha jelicTBue, ynorpedara Ha PuBapokcaban-Yalikadapma

MO’Ke Jla ObJie CBbp3aHa C MOBHILEH PHCK 3a OKYJITHO WJIM SIBHO KbPBEHE OT BCAKA TbKaH WJW OPraH,
koeTo OM MOrJio Ja A0BeJe A0 NoCTXeMoparuyHa aHemus. [lpusHauuTe, CUMOTOMHTE M TEXKECTTa
(BKJIIOUMTEIHO (paTajieH W3X0J1) 1€ 3aBUCAT OT JIOKaJM3alMsaTa U CTENeHTa Ui odemMa Ha K’prEHET{J
u/Mau aHemusita. (Bx. Touka 4.9 ,,JloBeneHue npu KbpBeHe™). B KIHHUYHHUTE npﬂyqﬂa
KbpBeHe (T.. OT HOCA, BEHLHUTE, CTOMALIHO-YPEBHUA TPAKT, MHKOYO-IM0JIOBUS Tpa
aOHOPMHO BarMHAJIHO WJIM YBEJIMYEHO MEHCTPYATHO KbPBEHE) U aHEMHS Ce Ha0IIo
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ABAFOCPOYHO JeueHHe ¢ pHBapokca®aH B cpasHeHHe ¢ JsieyeHHe ¢ ABK. Ilo Tasm npuuuHa, B
AOMBIHEHHE KBbM  ajEeKBATHOTO KIMHHYHO HabmioneHwe, nabopaTopHO H3CH€NBAHE Ha
xeMorIoOMHA/XeMaTOKpHTa On Morno Aa OBAc OT Noi3a 3a OTKPHBAHE HA OKYJTHO KbpBEHE W 3a
onpejenaHe Ha KIHHHYHATA 3HAYHMOCT Ha ABHO KBPBCHE, N0 NpELEHKa Cniopex Ciry4yad. Bs3MoxHo e
PHCKBT OT KbpBeHe Aa ObJe MOBHMIIEH NPH ONPEAeNeHH Ipynyd MALMEHTH, HaNMpHMEp NMauHeHTH ¢
HEKOHTPOJHPAHA TEXKKA apTepHaliHa XMNEPTOHHSA H/WIH Ha CBITBTCTBAIIR TEparHi, KOATO MOBJIHABA
xemocTasara (Bx. Touka 4.4 ,,Puck or xemoparua™), Be3MOKHO € MEHCTPYANTHOTO KbPBCHE JAa € IO-
CWIHO WMWK MO-MPOJB/DKHTENIHO. XeMOPArH4HATE YCIOKHEHHA MOTaT Na ce MpOABAT KATo cnadocT,
61eqHOCT, 3aMasHOCT, rnaBobonuMe HAM HEOOACHWUMH OTOLM, AMCHHEs 4 HeobicHMM wok. Karo
pe3ysITaT OT aHEMHATA B HAKOH CTy4aH ca HabmonaBaHH CHMIITOMH Ha CbpAEYHa HCXeMui, KaTo Oonka
B FBPAMTE WIH CTEHOKapaHs.

Mma choOLueHHs 32 H3BECTHH YCIOXKHEHHUA B PE3YJITAT Ha TEXKKO KbPBEHE, KATO KOMIMApPTMEHT CHHAPOM
H 6BOpedHa HEJOCTATHYHOCT B PE3yNTaT Ha XunonepdysHs npd H3nonsBaHe Ha PupapokcabaH-
Yatikadapma. ITo Ta3u npHuHMHa BepOATHOCTTA OT KEPBEHE TPAOBA a ce UMa npeABHA NPH NpeLieHKaTa
Ha CHCTOSHHETO HA BCEKH MAallMeHT, KOHTO € MOAJIOXKEH Ha aHTHKOAryJIaHTHO JICUCHHE,

CrofllIapane Ha [IOO03MPAHH HEXENaHU peakliy
Cro0IIaBaHeTO Ha NOJO3UPAHH HEXENaHH PeaKliMH cfel paspelllaBaHe 3a ynorpeba Ha jiekapCTBeHH

MPORYKT € BaxkHO. ToBa MO3BOJSIBA Ja NPOSBIDKH HabMIOASHHETO HA CHOTHOLIEHHETO MMOJI3a/PHCK 34
neKapcTBeHHs MPOoAYKT. OT MEAMLIMHCKHTE CNEUHATHCTH C€ H3MCKBA Ja ChoOLIABaT BCAKAa NOAO3HPaHa

HEeXC/1aHa PpCAKLIHA YpPC3.

H3msnHUTENHA areHUMs 110 1eKapcTBaTa
yn. ,,Jlaman I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiir: www.bda.bg

4.9 Ilpenoszupane

Uma cpolllenus 3a pelkd ciiyyad Ha npeaosupane 1o 600 mg, HEYCIOKHEHH OT KbPBSHE WM APYTH
HexxenaHH peakums. [Topaau orpanuueHara abcopbuus ce ouakBa eekT Ha THMHTHPAHO HAcHLUAHE
6e3 JOMBJIHHUTENHO MOBHILIABAHE HA CPEAHATa NIUIa3MEHa €KCNO3MUMA NPH CYNMPATEPANeBTUYHH A03H
puBapoxcabaH ot 50 mg WIH Mo-BHCOKH.

CopmiecTByBa  CrieiMdHUYHO  HEYTPAIM3HpalOo  cpeAcTBo  (aHaekcaHer  anga)  Cpewry
(apMakoaHHAMUYHHA edekT Ha pHBapokcabaH (BiK. KpaTKaTa XapaKTepHCTHKa Ha TNpOAyKTa,
CBOBbPXKAL AHACKCAHET anga).

B ciyuan Ha npegosupaHe Ha puBapokcabaH MOXe Ja ce HMa NpEABMI H3MONM3BAHETO HA AKTHBEH
BBLIVICH 32 HaManaBaHe Ha abcopbuusTa.

IloBeneHHe NpH KbpBEHE
AKO nNpH TNAaUMeHT Ha JeYeHHe C puBapokcabaH ce pasBHe CBBP3aHO C KbpPBEHE YCJIOXKHEHHE,
clie/iBAllMAT MPHEM Ha puBapokcabaH TpabBa Aa ce OTHOXH HIH JeueHHeTo TpabBa na ce npekpary,
ako ¢ Heo6xogumo. PuBapokcabaH MMa HOMYXKHMBOT OT OKoJO S5 no 13 waca (Bx. Touka J5.2).
[MoeeacHuero TpAGBA 4a € MHAMBHAYAJIM3HMPAHO B 3aBHCHMOCT OT TEXKECTTA H JIOKaIH3alHATA Ha
KpBBOH3THBA. MoXe Ja ce H3MON3Ba MOAXOAAIC CHMITTOMATHUHO JICHYEHHE, KATO Hamp. MEXaHW4Ha
KOMIIpecHs {Hamnp. NpH TEXbK EMUCTAKCHC), XMPYPrHYHa XeMOCTa3a ¢ MPOLEAYPH 33 YCTAHOBABAHE HA
KOHTPOJ1 HaJ KBbPBEHETO, 3aMecTBaHe Ha obeMa M MepKH 3a noAxbp)kaHeé Ha XeMOAMHAMHKATa,
npesdBaHe Ha KPBBHH NPOAYKTH (€pHTPOUMTEH KOHLEHTPAT MJIHM MNpPICHO 3aMpaseHa IUia3Ma B
3aBUCHMOCT OT acOLMMpaHaTa aHEMHA WK KOAryJonaTus) Wik TpOMOOLHTH.

AKO KBPBEHETO HE MOXe Aa ObAe OBNAAAHO C TOpernocoueHUTe MEpKH, Tpabsa ga ge obcpav
MPWIAraHeTo MNH Ha CcneuM(UYHO HeyTpalu3upallo CpeicTBO 3a WHXHOWTOp M~ deaitidp/
(anpekcaner anda), koeTo aHTaroHWsupa (apMakoIMHaMHUUHHA €GEKT Ha pHBAPPKEHGar LT '

crielMHHIHO NPOKOAryaHTHO HEYTPATN3UPALIO CPEACTBO, KATO KOHLIEHTPAT Ha NpPTEOMGIyantil -

+
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komrmieke (PCC), akTuBHpan xoHUEeHTpar Ha npotpoMOuHoBus koMmmieke (APCC) umm
pekoMOuHaHTeH ¢akrop Vlla (r-FVIla). Kbm MoMenTa o0aue KIMHHYHHUAT ONHUT OT MPHUIAraHeTo Ha
Te3d JIEKapCTBEHH MPOAYKTH TMPH NAUWEHTH, NOJy4aeailld pHBapOKcabaH, € MHOrO OrpaHH4YeH.
[penopbKkaTa ce OCHOBaBa H Ha OrPAHMYEHH HEKJIMHUYHYU JaHHU. Moxe Aa ce 0OMHCIM NOBTOPHOTO
npuiaraHe Ha pekomOuHaHTeH ¢axktop Vila M nozara Tpabsa ga ce TUTpHpa B 3aBUCHMOCT OT
HaMAABAaHETO Ha KbPBEHETO. B 3aBHCHMMOCT OT BB3MOXHOCTTA Ha MACTO, B CIyYaH Ha MacHMBHO
KbpBeHe, TpsOBa Ja ce OOMHCIH KOHCYNTALUS CbC CMELHANUCT MO KOoaryJlaluHOHHN HapylIeHHus (BX.

Touka 5.1).

He ce ouyakBa npoTaMHH cyadar ¥ BUTaMHH K Jia MOBIMABAT aHTMKOAryJlaHTHAaTa aKTHBHOCT Ha
puBapokcabaH. ONUTBT ¢ TPAaHEKCAMOBA KHCEHHA € OrPAHMYEH W JIMNCBA TaKbB ¢ AMHHOKAMPOHOBA
KHCEJIHHA H aNnpOTHHHMH TNpPH TALUMEHTH, TMOJyuyaBalud puBapokcabaH. Hsma HHUTO HayuyHu
N0Ka3aTencTBa 3a O/1aronmpHATHO MOBAMABAHE, HHTO ONHT OT H3MOA3BAHETO Ha CUCTEMHHS XeMOCTATHK
Ne3MONPECHH MPHY NalMeHTH, Nony4aBalld pusapokcadas. [Topaau Bucokara CTENeEH Ha CBbP3BAHE C
TJIA3MEHHTE TIPOTEHHH He Ce OYaKBa puBapokcabaH na Moxe na Opae oTaeneH vMpe3 fuanu3a.

5. ®APMAKOJIOTHYHHU CBOHCTBA
3.1 DapMaKOAHHAMHYEE CBOHCTBA

PapmakoTepaneBTH4HA rpyna: AHTUTPOMOOTHYHH CPEACTBA, TUPEKTHH HHXUOUTOPH Ha dakTop Xa,
ATC xox: BO1AFO1

MexanuibM Ha AeHCTBUE

PusapokcabaH € BHCOKOCENEeKTHBEH JUPEKTEH HHXHOUTOD Ha dakTop Xa ¢ nepopanHa OHOHANTHYHOCT.
HUuxubupakero Ha ¢gakrop Xa npeKbCBa BbTPELIHUAA ¥ BbHUIEH MBT HA KoaryJlallHOHHATA KacKaja,
KOeTO HHXHOHpa KakTo GopMHUpaHeTo Ha TPOMOHH, Taka U 0OpaszyBaHeTo Ha TpOMOH. PHBapokcabaH He
HHXHOHpa TpoMOuRa (akTHBHpaH dakTtop 11) u He ca HabnaaBaHH €eKTH BBPXY TPOMOOLUTHUTE.,

MdapMakoAMHAMHYHHN ePEKTH

[Tpn xopa € HabniopaBaHo 3aBUCHMO OT A03aTa HHxHOUpaHe Ha dakTop Xa. [TpoTpoMOMHOBOTO BpeMe
(PT) ce noBnuaBa 00303aBUCUMO OT pHBapokcabaH B TACHA Bpb3Ka C NMNA3MEHUTE KOHLUEHTPALHUH
(r=0,98), ako 3a Tecrta ce wu3nmonspa Neoplastin. [lpyru pearcHtH OMxa nand Apyru pe3yiTaT.
Otunraneto Ha PT Tpsbsa Aa craBa B cexyHau, noHexke INR e kanubpupano u BanuaupaHo 3a
KyMapHHOBH NPOAYKTH H HE MOXKeE Jla Ce punara 3a Apyrd aHTHKOaryJIaHTH.

[Tpu nmauuedTH, nonyuasauy prupapokcabaH 3a nevenue Ha JIBT u bE u npodunakTika Ha peLiMANBH,
nepcenTuanuTe 5/95 3a PT (Neoplastin) 2 - 4 yaca caen npuema Ha tabnerkara (T.€. KbM MOMEHTA Ha
MakcuManeH edekxT) 3a 15 mg pupapokcadaH JBa NbTH AHEBHO ca B rpaHunuTe ot 17 10 32 cexyHau, a
3a 20 mg puBapoxcaban BeaH®Bx AaHeBHO OoT 15 10 30 cexkynau. Ilo BpeMe Ha Hali-HUCKaTa
koHLerTpaius (8 - 16 yaca cies npuema Ha TabyieTkara) nepceHTHNNTE 5/95 3a 15 mg n8a NbTH AHEBHO
ca B rpaHuuuTe oT 14 1o 24 cexyHau, a 3a 20 mg Beanpx aHeBHo (18 - 30 yaca cien nmpueMa Ha
tabnerkara) oT 13 a0 20 cekyHau.

[Ipy nalueHTHTE ¢ HEKJIATIHO NPEACHPAHO MBbXKACHE, MONyYaBalull puBapokcabaH 3a npouIakTUKa Ha
HHCYIT H cucTeMeH emboanseM, nepcentunute 5/95 3a PT (Neoplastin) 1 - 4 yaca cnea npuema Ha
tTabneTkara (T.e. 10 BPEMETO HAa MAaKCHMANIHHA €(eKT) NpH NaudeHTITe, JekyBaHi ¢ 20 mg eUH MbT
IHEBHO, Bapupat oT 14 10 40 cexyHAu W NMpu NALMEHTH € YMEpero ObOpeyHO yBpeXKJaHe, JEKYBAHHU C
15 mg equH nbT AHeBHO, oT 10 g0 50 cexynau. [To Bpeme Ha Hali-HucKaTa koHneHTpauns (16 — 36 vaca
cliea npueMa Ha TabneTkara) nepceHTHANTE 5/95 NpH NalUeHTUTE, IeKYBaHH ¢ 20 mg eIMH IbT AHEBHO,
ca B rpaHULHTE OT 12 10 26 ceKyHH, a NpH NALMEHTHTE C yMEpeHo OBOpEUHO yBpekIaHe, TEKYBAHH C
15 mg eauH 0BT AHEBHO, OT 12 10 26 CeKyHIM.

B xnuHHKO-PapMakolOrHUyHO NpoyuyBaHe Ha oOparuMHTE NMPOMEHU BHB (apMaxoNHHAMK
puBapokcabaH npH 3ApaBH BL3pacTHH AoOpoBonuy (n=22), € oleHABaH ePeKTbT Ha €WH 74 ¥ (v
IU/kg) Ha nBa pa3nuqHU THNa KOHUEHTpaT Ha nporpoMbuHoBHa koMIuieke (PCC ,/u
KOHLEHTpaT Ha npoTpoMOMHOBHA KoMmiuieke (dakropu II, IX u X) u 4-dakropen -HED;
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nporpoMbuHoBHa kommaeke (¢akropu II, VI, IX wu X). 3-paxTopHMST KOHLEHTpaT Ha
NpOTPOMOHHOBHA KOMIUIEKC € MOHHXKHJ CpeJHHTE CTOHHOCTH Ha NpPOTPOMOHMHOBOTO BpeMe Ha
Neoplastin ¢ npubnuzurenno 1,0 cexkynna B pamkure Ha 30 MHHYTH, B CPaBHEHHME C NIOHHXABaHE OT
npubnusurento 3,5 cexyHam HabmopaBaHo ¢ 4-hakTOpHHA KOHUEHTpAaT Ha NpoTpOMOHHOBHA
KOMIUIEKC. 3a cpaBHeHHE, 3-GaKTOPHUAT KOHLIEHTPAT Ha TPOTPOMOUHOBHS KOMILJIEKC € HMall NOroJsIM
U no-0up3 0011 edekT BLpXYy 0OpaTHMHUTE NPOMEHH B €HIOreHHOTO 0Opa3yBaHe Ha TPOMOMH OT 4-
$aKTOpPHHSA KOHUEHTPAT HA NPOTPOMOUHOBHA KOMILIEKC (BX. Touka 4.9).

AKTHBHpaHOTO napuuanHo TtpombomnactuHoBo BpeMe (aPTT) m HepTest cblio ca yaAnikeHH B
3aBUCHMOCT OT J03ara, HO M3MON3BAaHETO MM 32 OlUEHKa Ha ¢apMmakoInHaMu4HKA edekT Ha
puBapoxcaban He ce npenopbuBa. HsiMa HeobxoaumMocT or HabnOJeHHe Ha Koary/JlalHOHHMTE
napaMeTpH MO BpPEME Ha JICYEHHETO C pUBapoKcabaH B KJIMHHYHATA NMPAKTHKA. BbNpekH TOBa, ako €
KMMHUYHO I110Ka3aHO, HMBaTa Ha pHuBapokcabaH Morar ga ObJaT H3MEpPBaHM C KanuOpHpaHH
KOJIHYECTBEHH TECTOBE 3a aHTHdakTop Xa (BXK. Touka 5.2).

Knuunusa edukacHoCT M 0€30nacHOCT

IIpoghunaxmuxa Ha uHCyam u cucmemen emO0aUIbM NPU NAYUERMU C HEKNANHO NPEOCHLPORO MBICOEHE
Knuuuunata nporpaMma ¢ pHuBapokcabaH € NilaHHpaHa ¢ Len Ja JAeMOHCTpupa e(pHKacHOCTTa Ha
puBapokcabaH 3a NpoHUNaKTHKAa HAa HWHCYIT M CHCTEMEH eMOOJM3BM DpH MALMEHTH ¢ HEKJAMHO
npeachpaHo MexcaeHe. [Ipu ochoBHOTO ABOMHO cnano npoyysaHe ROCKET AF 14 264 nauueHty ca
pasnpeleneHu a Noay4asart uiau pubapokcaban 20 mg BeaHbxK AHEBHO (15 mg BeAHBX AHEBHO NpH
MALHEHTH ¢ KpeaTHHHUHOB KIKHPBHC 30 - 49 ml/min) unu Bapgapuy ¢ THTpUpaHe Ha no3sarta Ao INR 2,5
(TepaneBTH4YHH rpanduy 2,0 go 3,0). MeauanHaTa APOALIKUTEIHOCT Ha NPOBEAECHOTO JieyeHue e 19
Mecelid, a o0LIaTa npoabLKHTENHOCT € A0 41 Mecena.

34,9% ot naillieHTHTE ca JIEKYBaHH ¢ aleTuicanuuuaoBa kucenvua u 11,4% ca nekysadu ¢ knac 111
aHTHAPHTMHYHO CPEACTBO, BKIIOYHTEIHO AMHOAPOH.

PusapokcabaH e ¢ He no-Majnka e(peKTHBHOCT OT Bap(gapHH 3a NbpBHYHATA CHCTABHA KpaiHa To4Ka 3a
MHCYNT W cHcTeMed emMOomu3bm u3BbH LJHC. B nonynauusTa rno npoTokon Ha JieYEHHE HHCYNT HIH
cucreMeH embonu3bM ce nabniogaear npn 188 nanuentu Ha pusapokcaban (1,71% Ha roguHa) u npu
241 Ha sapdapun (2,16% na roauna) (KP 0,79; AU 95%, 0,66 - 0,96; P<0,001 3a He no-mainka
edexTuBHOCT). OT BCHYKM paHAOMHU3MPAHM NMALUEHTH, KOUTO ca aHanu3upanrd no ITT, mepBHYHH
ceOMTHA ce pa3BHBAT Npd 269 Ha pusapokcabau (2,12% Ha roanna) u 306 Ha BapdapuH (2,42% na
roiuMHAa)

(KP 0,88; 95% JIH, 0,74 - 1,03; P<0,001 3a He no-manka edexrusHocT; P=0,117 3a npeBB3X0OACTBO).
PesyntaTuTe 3a BTOPUYHUTE KpalHH TOYKH, KAKTO Ca H3C/AC/ABAHH B HepapXxuveH mopsabk B ITT
aHanu3a, ca nokasaHu Ha Tabnuua 4.

Cpen mauueHTHTE B rpynara Ha BapgapudH INR CTOHHOCTHTE ca B IpaHHLMTE Ha TepPaneBTHYHHUS
auanasod (2,0 10 3,0) cpenro 55% ot BpeMero (Meauana 58%, HHTEpKBapTUIEH axanasoH 43 no 71).
EdexThT Ha pHBapokcabaH He ce pasnn4asa Ha HUBO ueHTpanHo TTR (Bpeme B Taprered INR ananason
2,0 - 3,0) npu xeapTUiuTe ¢ €AHaKbB pasMep (P=0,74 3a B3aumoneiicTere). B Hall-ropHusa KBapTHUn no
otHoLieHHe Ha HeHTbpa KoeduuneHTsT Ha Puck (KP) 3a puBapokcaban cnpamMo BapdapuH € 0,74 (95%
U, 0,49 - 1,12).

YecToTaTa Ha OCHOBHHTE pe3yATATH 3a O€30MacCHOCT (roJiEMH H HErojieMH KIHHHYHO 3HAYHMH
KPbBOH3IKBH) ca 11o100HY 3a ABeTe TepaneBTHYHHU rpynH (Bxk. Tabauua 3).

Tabauna 4: PeayaTatn 3a epuxacuocr ot ¢paza IIl ROCKET AF

ITT aHanu3 Ha ePHKACHOCTTA NMPH NALUEHTH C HEKIAMHO NPeICHPAHO

[lpoyuBaHa nonynaius MBIKICHE
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KP (95% 1) p-
Pupapoxcaban 20 mg CTOHHOCT,  TeCT
34  MPEBBL3XOA-
cann 1 24380 (1| Bapap apupas 10 R ;™
5 2,5 (TepaneBTHYHHU PAHHULIH
Mpyu  MNAUUEeHTH
TepaneBTHYHa 1034 MEDEHO  GLODEUHO 2,0 mo 3,0) Yecrora Ha
yMepe b choutHero (100 nmaumeHTO-
yBpexxaane) Yectota R
Ha c¢wbutuero (100 A
NauHeHTOTOANHH)
0,38
Uacynr #  cucreMed| 269 306 (0,74 - 1,03)
embonuzbm 3BbH LLHC | (2,12) (2,42) 0.117
Hucynrt, cucremen embo- 599 600 0.94
asbM  H3BbH LJHC w (4.51) (4,81) (0,84 - 1,05)
ChAOBA CMBPT ’ ’ 0.265
Hucynr, cucreMer embo- 0.93
mizeM - n3BeH  LUHC, | 6359 709 (6 83 - 1,03)
cbIOBa CMBPT M UHapkT| (3,24) (5,65) 0 i 58 ’
Ha MHOKapaa ’
Hucynr 0.90
253 281 ‘
0,76 - 1,07
(1,99) (2,22) B 221 )
0,74
Cucremen embonuseMm| 20 27 (0,42 - 1,32)
u3sbH LHIHC (0,16) (0,21) 0,308
0,91
130 142 ’
MudapkT Ha MHOKapAaa (1,02) (1,11) 8?47631- 1,16)
Ta6anna 5: PesynraTu 3a 6ezomacunoct ot ¢pasa IIl ROCKET AF
[MpoyuBaHa nomnyiaus [TauyeHTH ¢ HEKIANHO NPEACHPAHO MbXAeHE"
KP (95% AH) p-
CTORHOCT H

Pusapokcaban 20 mg
eNH NbT gHeBHO (15 mg
BeJHBK IOHEBHO HOpH
MAaMEHTH C YMEPEHO
OnOpeuHO  yBpeXaaHE)
YecrtoTa Ha CBOUTHETO
(100 nauueHTOroAHHM)

BapdapuH TUTpuUpaH A0
INR 2,5 (TepaneBTHYHH
rpaunn 2,0 po  3,0)
Yecrora Ha c¢nbuTHETO
(100 nauMeHTOroINHH)

TepaneBTHuHa /1034

1475 1 449
[omemu M HETONEMH| (14 g]) (14,52)
KJIHHHYHO 3HdAYHMH
KpBBOHU3JINBH
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[ 0JieMH KPbBOU3IHBH ? 39 56 ) gi . 26?;0 1,20
= ’ 0,576
CMmbpT B pesynrat Ha| 27 55 ?653? 1-0,79)
% " ]
KbpBEHE (0,24) (0,48) | 0,003
0,69
K OT 91 i
X ;faiefe KPUTHYCH 0.82) 133 (1,18) (0,53 -0,91)
= | 0,007
HnTpakpanunaneH 3 84 {()66«;.77 -0,93)
KPbBOK3NHB* (0,49) (0,74) ’ ’
0,019
1,22
305 254 ’
Cnan Ha xeMornoouHa®* (1,03 - 1,44)
(2,77) (2,26) 0,019
183 149 1,25
KpsBonpenusaHe Ha 2 WM (1,65) (1,32) (1,01 - 1,55)
noBeye CAHUHHULIH 0,044
EPUTPOLMTH WM HAna ’
KpBB*
Heronemn KIMHUYHO | 1 185 1151 260;6 - 1,13)
3HAYUMH KPbBOH3JIHBH (11,80) (11,37) ’ ’
0,345
CmbpTHOCT no Beskakeu | 208 250 ?68-:,50 -1,02)
NpUYUHH (1,87) (2,21} 0,073
a) [Tonynatus, H3NUTBAHA MO OTHOLIEHUE Ha 6e30NacHOCT, Ha IEUEHHE

* HoMUHAITHO 3HAYUMH

B ponenuenne kbM npoyuBaHero ¢asza Il ROCKET AF, e npoBeaeHo nNpOCNEKTHBHO,
NOCTMAPKETHHIOBO, HEHHTEPBEHIIMAHATHO, OTBOPEHO KOXOPTHO NMpoyusaHe ¢ eaHo paMo (XANTUS) ¢
OCHOBEH M3XOJ, BKIIOYBall TpomMO0oeMOONH4YHH CHOWTHS M rofiaMo KpbBeHe. 6 785 mnauueHTa ¢
HeKJalHO NPEeAChPAHO MBXISHE ¢a OMIH BKITIOUEHH 3a NPO(HIAKTHKA HA HHCYNT H eMOONs H3BbH
neHTparHara HepeHa cucteMa (I{HC) npu peanuu ycnosus. Cpeanure pesynaratd Ha CHADS2 n HAS-
BLED ca 6unu 2,0 npn XANTUS, B cpapHeHne ¢b¢ cpeanute pesynarati Ha CHADS2 u HASBLED
ot 3,5 u 2,8 crorserno npu ROCKET AF. 'onamo xpeBeHe e HabmogasaHo npu 2,1 cnyuas 3a 100
naneHTo-rogHy. Crobinasa ce 3a ¢araneH kpbeou3nus npH 0,2 cay4ad 3a 100 mauueHTOoroaHHH H
BbTpedepeneH kpbeousnue npu 0,4 cinyvas 3a 100 nauMeHTo-rofMHH. MHCYIT Wik eMOONNS H3BBH
L{HC ca peructpupany npu 0,8 cnyyas 3a 100 nauMeHTO-roaAMHMU.

Te3n HaOMIOAEHNA B PEATHH YCIIOBHS €4 B CHOTBETCTBHE C YCTAHOBEHHUS Npodus1 Ha 6€30MaCHOCT MpH

TOBA ITOKa3aHHC.

[TauueHTH, NOANOKEHN Ha KApAHOBEP3UO
[MpocnekTHBHO, PaHAOMH3UPAHO, OTBOPEHO, MHOTOLEHTPOBO, €KCIIOPATOPHO MpOYy4YBaHE CbC
3aciieriena oleHka Ha KpaitHata Touka (X-VERT) e npoeeneHo npu 1 504 naumeHTH (HeneKyBaHH
nocera ¢ nepopajHH aHTHKOAryJIaHTH W JIEKyBaHH NPEeJABAPHTENIHO) ¢ HEKIIAMHO NPEACHPAHO MBXICHE
NIAHKPAHO 32 KapAHOBEP3HO, 33 []a C€ HaNpaBH CPABHEHHE MEXY puBapokcabaH M afanTHpaHa 1032
ABK (panaomusupano 2:1), 3a npeBeHIHs Ha ChbPACYHOCHAOBH ChOUTHA. M3M10/13BaHH ca CTpaTeruu ¢
nmoMmolnTa Ha HacousaHe upe3 TEE (1-5 aHM npeaBapuTenHo jeueHWE) HJIH KOHBEHUHOHAIHO
KapAMOBep3no (Hali-Manko TpU CeAMHUM OpEABAPHTENHO nedeHHe). [IbpBHUHKHTE 738,
euKacHOCT (BCHUKH HHCYNITH, [IPEXOAHA HCXEMHYHA aTaka, CHCTEMEH eMOOIH3bM He
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rpynara Ha pusapokcafad (n=978) u 5 (1,0%) naupenra B rpynara Ha ABK (n=492; RR 0,50; 95% CI
0,15-1,73; moguduunpana ITT-nonyaaims). OCHOBHHAT pe3ynTaT 3a 6€30NnacHOCT (MACUBHO KbPBEHE)
ce e nosasuA npH 6 (0,6%) u 4 (0,8%) naureHTH B rpynuTe Ha puBapokcabar (n=988) u ABK (n=499)
cporBeTHO, (RR 0,76; 95% Cl1 0,21-2,67; be3onacHa nonyiauud). Tosa eKCINOPATOPHO NPOYUBaHEe €
MOKa3aJi0 cpaBHIMa eUKAaCHOCT H GE30MAaCHOCT MEXAY I'PYIHTE Ha JedyeHHe ¢ puBapokcaban u ABK
B YCJIOBUATA HAa KapAKOBEP3HO.

[MauueHTH ¢ HEKNAnHO NpeAchpAHO MbxaeHe, kouto noznexar Ha IIKM ¢ mocrapade Ha CTEHT
VI3BLpIIEHO € PaHIOMM3UpaHO, OTKpHTO, MHoroueHTposo npoyusaHe (PIONEER AF-PCI) ¢ 2 124
NalLMEHTH ¢ HEKIAMHO NPeIChLPAHO MbXIeHe, KouTo ca O6mnu nopnokeHd Ha I1IKHM, ¢ nocraBaHe Ha
CTEHT 3a NBPBHYHO aTEPOCKIEPOTHYHO 3a00saBaHe, 32 CpaBHABaHe Ha 6€30MacHOCTTA Ha ABE CXEMHU Ha
puBapokcabaH u eqna VKA-cxema. [TanueHTuTe ca Ounu pasnpesienieHu Ha ciryyaeH npuHuun 1:1:1 3a
o6wa 12-meceuna tepanus. [NaunenTn ¢ aHamuesa 3a HHCYIT M TTHII ca usknoueHu.

I'pyna 1 nonyuyasa puBapokcabaH BeAHbkK JHEBHO 15 mg (10 mg BeaHbK OHEBHO NMPH MALHEHTH C
kpeaTHHMHOB KJIHpBHC 30 - 49 ml/min) mmoc P2Y12 unxuburop. I'pyna 2 nonyuasa 2,5 mg
puBapokcaban Asa mbTH AHeBHO 3aenHo ¢ JITAC (nBoiiHa Tepanus ¢ aHTUTPOMOOLIMTHH CpPeICTBa,
Hanpumep Kinonuaorpen 75 mg [unu 3amecTBaluus P2Y12 uHxuOuTOp] mMmoc Hucka Ro3a
atieruacanuuuiosa kucenuna [ACK]) 3a 1, 6 unu 12 mecena, nocneiBaHa oT puBapokcaban 15 mg (nin
10 mg 3a naLMeHTH ¢ KpeaTHHHHOB KiKpBHE 30 - 49 ml/min) BeAHbK AHEBHO, MMIOC HHcKa n03a ACK.
pyma 3 nonyuyasa kopurupaHa gosza VKA nmoc JATAC 3a 1, 6 unn 12 Mmecena, nocinelBaHa OT
KopurupaHa go3a VKA, nmoc Hucka posa ACK.

[TbpeMyHaTa KpaiiHa Touyka 3a 6€30nacHOCT, KITMHHYHO 3HAYMMHUTE ClTyYau Ha KbpBeHe, Ce TNOsABIBaT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) y4acTHHUM B rpyna 1, rpyna 2 u rpyna 3, peClieKTHBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnekrusHO).
Bropnunara KpaiiHa Touka (chcTaBeHa oT ¢bpaeHHO-ChA0BH chOuTHA CC cMBpT, MU KK HHCYAT), €
HabmonaBaHa npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) y4yactHuuu 8 rpyna 1, rpyna 2 4 rpyna 3,
cLOTBETHO. Befka OT cxemuTe Ha pHBapokcabaH IMOKa3Ba 3HAYHMTE/NHO HaMalsBaHE HAa KIWHHYHO
3HAYMMHTE C1y4Yan Ha KbpBEHe, B cpaBHeHHe ¢ VKA-cXxemara npH NauHeHTH ¢ HEKITANHO NpeaChpAHO
MBAKIeHE, KOUTO ca Ounu moanoxedy Ha [1KH ¢ nocTapaHe HA CTEHT.

OcHoBHara 1en Ha PIONEER AF-PCI e oneska Ha 6e3onacHocTTa. JIaHHUTE OTHOCHO €pUKACHOCTTA
(BKJTIOUMHTENHO TPOMOOEMOOIMYHY ABJICHHUA ) IIPH Ta3M MOIMyJIalHA Ca OrPaHHICHH.

Jeuenue na IBT, BE u npojhuraxmuxa na peyuousupawju BT u bE

Knuuuuynata nporpaMa ¢ puBapokca0aH € NJaHHpaHa ¢ Uel Aa ASMOHCTpHpa e(HKacHOCTTa Ha
pHBapokcabaH Nnpy HaYaJdHOTO M NPOJBIKUTENHOTO JeueHue Ha octp JIBT u BE u npodunakrukara
Ha peuyauey. Han 12 800 naumenTH ca npoyueHH B Y€THPH PAHAOMU3HPAHH, KOHTPOIHPAHH KITHHHIHH
npoyusaHus ¢asa III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
NOMBIAHUTENHO € MPOBeJeH NpeaBapuTenHo neduHupaH cOopeH aHanu3 Ha nmpoyusaHuiTa Einstein
DVT u Einsten PE. O6inara komOunKpaHa npoaAbJOKUTETHOCT Ha JIEYEHHETO 338 BCHUKH NPOYYBAHHUS €
no 21 meceua.

B npoyusareto Einstein DVT 3 449 nauuenTu ¢ octpa JIBT ca npoyueHu 3a neueHrero Ha /IBT u 3a
npodunaxtaka Ha peudaueupam JIBT u BE (mauuenTute cbe cumnroMaruieH bE ca n3kirouenu ot
ToBa npoyu4saHe). [IpoabmKUTENHOCTTa HA NeYeHueTo € 3, 6 win 12 Mecella B 3aBUCUMOCT OT
KJHHHYHATA MTPELIGHKA Ha H3CJIEJ0BaTENA.

3a neyeHueTo npe3 mupeuTe 3 ceamMuul Ha octpa JIBT ca npunaraHu 15 mg puapoxcabaH asa nbuTH
aHeBHO. Crie TOBA JiedeHueTo npoabkaea ¢ 20 mg pusapoxcabaH eIMH TbT AHEBHO.

B npoyusanero Einsten PE 4 832 nauueHtn ¢ octsp BE ca npoyuyenn 3a neuenuero Ha bE u 3a
npodunakTuka Ha peuradsupaiiid JIBT u BE. TIpoasmkuTenHocTTa Ha NedyenueTo e 3,6 unu 12 meceua
B 3aBUCHMOCT OT KJIMHHYHATA TNIPELEHKA HA W3CeaAoBaTe .
3a neuenueTo Ha ocTup BE npes nepeute 3 ceamuuu ca npuiaradu 15 mg pusapokcab
naesHo. Cnen TOBa leueHHeTo npoabakaea ¢ 20 mg pupapokcadaH €IMH BT JHEBHO.
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U npu asere npoyusanus Einstein DVT u Einsten PE cpapHHTENHOTO NeveHHe BKIIIOYBA €HOKCANapyH
B IPOABJDKEHHE Ha MOHe 5 JHM B KOMOHHALMA ¢ AHTArOHUCT Ha BUTaMHUH K 10 OCTHraHe Ha CTOMHOCT
3a PT/INR B TepanepTiunuTe rpanyun (= 2,0). Jleuennero npoawixkasa ¢ aHTArOHHCT HA BUTaMHH K,
KaTo [03aTa MY e Takasa, 4e cTofiHoctuTe 32 PT/INR na ca B TepaneBTHYHHTE rpanuiH ot 2,0 a0 3,0.

B npoyusaneto Einstein Extension 1 197 nauuentu ¢ JIBT wiu BE ca npoyuenu 3a npodunakrikara
Ha peuuausupaitd BT u BE. IlpoabnxuTenHocTTa Ha deHeHHeTo 00XBallla AOMbIHATENHH 6 no 12
MEceLla NpH NalMeHTH, KOUTO ca NpeMUHand Kypc Ha jeueHue ot 6 ao 12 Meceua Ha BEHO3EH
rpoM00eMO0IM3BM B 3aBHCHMOCT OT KIHHMYHATa MNpeiteHka Ha u3cneposarens. (CpaBHABA cCe
puBapokcabaH 2() mg BeAHbX JHEBHO ¢ Muauedo.

Mpoyusanuata Einstein DVT, PE u Extension n3non3sar eanst 1 CbLIM NPEABAPHTENHO AePUHHPAHH
MBPBHYHH M BTOPHYHH pe3ynTaTH 3a eduxacHOCT. IIbpBHUHMAT pesynrarT 3a €(QHKaCHOCT €
CHMIITOMATHYeH peuManBupan] BeHozeH TpomOoembommism (BTE), aeduHupan KaTo CbCTaBEH OT
peunauskpamia JIBT wnu neranen wnu HenetaneH BE. BTOpuuYHMAT pe3ynTar 3a eQuKacHOCT ce
JeduHupa KaTo chCTaBeH OT peumauBupawa /IBT, neneranen BE M CMBPTHOCT HE3aBUCHMO OT
NpHYHHATA.

B npoyueane Einstein Choice 3 396 nauuenTtu ¢ notsbpAeHa cumMnromariysa JIBT wunu BE, kouto
ca 3aBBpIIKAAKH 6 N0 12-MeCeYHO aHTHKOAryJaHTHO JEYEHHE, ca NpOy4YeHH 3a NMpoQHUNaKTHka Ha
daraned BE u Hedaranau cumntoMatyHd ABT u BE. [lauyeHTnTe ¢ nokasaHue 3a nNpoAbIKHTENHO
AHTUKOAryJaHTHO JIeHeHNe C TepaleBTHYHA 1032 C4 M3KJIYEHH OT NIPOY4BAHETO,
[Tpoab/OKUTENIHOCTTa Ha JeYEeHHeTo € A0 12 mecena B 3aBUCHMOCT OT JaTaTa Ha MHAMBHIYATHOTO
paHaoMu3upane (Meauana: 351 anu). puBapokcaban 20 mg BeNHBXK NHEBHO H puBapokcaban 10 mg
BEIHBX JHEBHO ca cpaBHEHH ¢b¢ 100 mg alleTHACATHLIMIOBA KHCETHHA BEIHBXK JHEBHO.

[TLpBHYHHMAT pe3yNTaT 3a e(PHKAcCHOCT € CHMNTOMAaTHYEH PELMAMBHpALl BEHO3€H TpoMO0oeMOOoIn3EM
(BTE), nedunupan karo cMecuiara ot peuyaueupawia JIBT unm daraned unu negaranex bE.

B npoyuraHero Einstein DVT (Bxk. Tabnuua 6) ce nokassa, 4e pHBapokcabaH e ¢ He No-mMaika
eeKTHBHOCT 0T eHokcanapuH/ABK 3a nppBuuHuA pesynrar 3a edukacHocT (p < 0,0001 (recT 3a He
no-Manka egekxrusHocr)); KP: 0,680 (0,443 - 1,042), p = 0,076 (recT 3a npeBB3XOACTBO)).
[penBapuTendo AepuHUpaHaTa HETHA KJIMHMYHA IOJ3a (MbPBHUEH pEe3ynTar 3a €PHKACHOCT ILIHC
roeMy KpbBousnusx) ce chodbiuara ¢ KP 0,67 ((95% OH: 0,47 - 0,95), HOMHHaNHA P CTOHHOCT p =
0,027) B non3a Ha pusapokcabad. INR cTofiHOCTHTE ca B TepaneBTHYHUA Juana3oH cpeado 60,3% ot
BPEMETO NpPH CpelHa NMpOAbJOKMTENHOCT Ha nedeHueto oT 189 amu, n 55,4%, 60,1% n 62,8% ot
BPEMETO MpPH TPYIHTE C [UTAHHPAHO JIEYCHHE C MPOIBIKUTENHOCT CHOTBETHO 3, 6 m 12 mecena. B
rpynara Ha eHokcanapis/ABK HsiMa sicHa Bpb3ka M4y HMBOTO Ha cpelHoTO lieHTpanHo TTR (Bpeme
B Taprered INR ananaszod 2,0 - 3,0) npu TepuUHNKTE C €IHaKbB pa3Mep H YECTOTATA HA PELHINBUPALIINTE
BTE (p = 0,932 3a B3aumopelicteue). B Haji-ropHus Tepuun no otHoweHHe Ha ueHThpa KP npu
puBapokcabaH cnpsamMo BapdapuH ¢ 0,69 (95% AH: 0,35 - 1,35).

YecTtoTHTE 3a NMBPBUYHHA pe3yaTaT 3a BesonacHocT (rojeMH WM KIMHHUYHO 3HA4YMMM HErojfeMH
KPBBOH3IUBH ), KAKTO U 33 BTOPUMHHA pe3yiTarT 3a 6€30nacHocT (rojieMud KpbBOHINIUBH), Ca CXOZHH 34
JIBETE TEPANEBTUYHM I'PYIIH,

Ta6anna 6: PesyaraTn 3a eduxacHocT H GezomacHocT oT $asa III Einstein DVT

3 449 nalUMeHTH CbC CUMNTOMATHYHA OCTPA AbJ00Ka BEHO3HA
TpoMbO3a

Pusapokcabas® 3, 6 Wi 12| EHokcanapuw/ABK® 3, 6

Hosa M MPOJLIKUTENHOCT Ha| yeceia N=1 731 w12 meceua N= Isﬂ
JIEYEHHETO /

CuMmnTomMaTHyeH  pelUauBHpall | 36 51
BTE* (2,1%) (3,0%)

IIpoyyBana nomnynauus
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CuMnTomMatidueH  peuuausdpaw | 20 18
bE (1,2%) (1,0%)
CumnroMaTHYHa peuudauBupaina | 14 28
ABT (0,8%) (1,6%)
|
Cumnromatuuii BE u JIBT (0,1%) | 0
®dartaned BE/cMbpT, kbaero BE He | 4 6
MoOXxe Aa ObJe M3KIoUEH (0,2%) (0,3%)
FonaMo WIH KIMHWYHO 3Ha4yuMo | 139 138
HeronsiMo KbpBEHe (8,1%) (8,1%)
14 20
[ 'onemu KDbBOH3JIHNBH (O,B‘VE) (1 ,2%)
a) Pusapoxcaba 15 mg Jpa METH AHEBHO 3a 3 CeAMHUIM, nocneaBaxo oT 20 mg eAuH NBT AHEBHO
0) EnokcanapuH 3a Hafi-Malko 5 AHM, 3aCTbNeH U nocaeasad oTr ABK
* p < 0,0001 (He no-Manka edukacHOCT N0 OTHOLIEHHE HA npeABapuTenHo onpeaeneH KP 2,0);

KP: 0,680 (0,443 - 1,042), p = 0,076 (npepp3X0ACTBO)

B npoyusaHeTo Einstein PE (mx. Tabnuua 7) ce moka3Ba, 4e puBapokcabaH € ¢ He Mo-Manka
edukacHoCT oT eHokcanapui/ABK 3a mbpBu4yHMA pe3ynTtatr 3a egmkacHocT (p=0,0026 (recT 3a He
nomaixa epukacHoct); KP: 1,123 (0,749 — 1,684) ). IlpeaBaputenHo aepuHHpaHaTa HeTHa KIMHHYHA
nonsa (ITbPBHYEH pe3yaTar 3a e(pHKacHOCT MIIKOC rofleMH KphBOH3IUBH) ce cpobmasa ¢ KP ot 0,849
((95% JU: 0,633 — 1,139), HomMuHanka p croiiHoct p = 0,275). INR crofiHocTuTe Ca B TepaneBTHYHH
AHAaNa3oH cpeaHo 63% oT BpeMETO NPU CpeAHA NPOALIKHTENHOCT Ha IeYeHHEeTO OT 215 nHu u 57%,
62% 1 65% OT BpeMeTO NPU IPYNHUTE C NIAHHUPAHO JIEYEHHE C NPOABMKUTENHOCT CHOTBETHO 3, 6 1 12
Mmecella. B rpynara Ha eHokcanapua/ABK HaMa aCHA Bpb3ka MeXAY HUBOTO HA CPEHOTO UEHTPAIIHO
TTR (BpeMe B TaprereH INR nuanazon 2,0 - 3,0) npu TeplLWINTE C €AHAKBB Pa3sMEp W HECTOTATa Ha
peunauBupaute BTE (p = 0,082 3a B3auMonelicteue). B Hal-ropHHA TEpUMI NO OTHOLICHHE Ha
ueuthpa KP npu puBapokcabaH cnpsamo BapgaphH € 0,642 (95% JMN: 0,277 - 1,484).

UecTOTHTE 34 ITBPBHYHHA Pe3y/ITaT 3a 0e30macHOCT (rojleMM MM KIMHHUYHO 3HAYMMM HETOJEMU
KphBOM3/IMBU) ca MANKO MO-HUCKU B rpynaTa Ha JiedeHue ¢ pusapokcaban (10,3% (249/2 412)) B
cpaBHeHHMe ¢ rpynara Ha nedenue ¢ evokcanapus/ABK (11,4% (274/2 405)). Yecrorara 3a BTopH4HHA
pe3ynTar 3a 6e3onacHocT (roneMu KpbBOH3/IHBH) € IO-HHUCKA B rpynaTta Ha puBapokcaban (1,1% (26/2
412)) B cpaBHeHHe ¢ rpynara Ha eHokcanapud/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% [H: 0,308 -

0,789).

TaGaunua 7: PesyaraTh 3a edukacnoct u 6esonacnocr ot ¢asa I1I Einstein PE

l [Tpoyusana nonynayus 4 832 mauMeHTH ¢ oCTpa cCUMIITOMaTu4Ha bE -
PusapokcaGan® 3, 6 wmu 12 | Enokcanapuu/ABK® 3, 6 |
Jlosa ¥ MOPOALIKUTENHOCT HA | \aseyig unu 12 Meceua N=2 413
JICHCHWUETO N=2 419
CumnrToMaTHded  peuuausupaun | S0 44
BTE* | (2,1%) (1,8%)
CuMIITOMATH4EH  peuuauBupalr | 23 20
BbE (1,0%) (0,8%)
CuMmnToMaTH4Ha peuudauBupania | 18 17
JABT (0,7%) (0,7%)
2
Cumnromatuydi bE n JIBT 0 (<0,1%)
Qaranen bE/cMmbpT, kbaeTo BE e | 11 7
MoXe aa Obae UIKITIOUeH (0,5%) (0,3%)

22




["'onaMoO MAH KIMHUYHO 3HAYUMO | 249 274

HeronsiMo KbpBeHe (10,3%) (11,4%) |
26 52

['o1eMH KPBBOH3IUBY (1,1%) (2,2%)

a) PuBapokcaban 15 mg ABa MbTH ZHEBHO 3a 3 ceMHLH, nocneasaHo ot 20 mg eluH NbT AHEBHO
6) EHokcanapHH 3a Hafi-MalIko 5 AHH, 3aCThIIeH M nociensad oTr ABK

* p <0,0026 (e no-Manka epHKacHOCT NO OTHOLIEHHE Ha IpeaABapHTeENHO onpeaened KP ot 2,0);
KP: 1,123 (0,749 - 1,684)

[poserexn ¢ npexsaputenHo AeduHupaH o6oblieH aHanu3 Ha pesynrata OT npoy4dsaHuaTa Einstein
DVT u PE (Bx. Tabnuua 8).

Tabauna 8: PesyaTaTn 3a edpakacaocT H GesonacHoct oT cGopen anauans Ha ¢a3sa Il Einstein
DVT u PE

[IpoyuBaHa nomyarus 8 281 nauueHTH ¢ ocTpH cumnroMaTHudu ABT unn bE
Pupapokcaban® 3, 6 wuau 12| Exoxcanapun/ABK® 3, 6 unu
Hoza W TNPOABIKUTENHOCT HA| yecena N =4 150 12 meceuia N =4 131
JIEHEHHETO
CuMnToMaTHyeH  peungudpupatl | 86 935
BTE* (2,1%) (2,3%)
CuMntoMaTHyeH  peunzuBupaly | 43 38
BE (1,0%) (0,9%)
CuMnTOMATHYHA peuuauBrpaiua| 32 45
ABT (0,8%) (1,1%)
Cumnromatuydiu BE u JIBT 1 2
(<0,1%) (<0,1%)
daraneH BE/cMbpT, npu kosTo He | 15 13
MOXe Ja ce U3knuu bE (0,4%) (0,3%)
['oneMH HNKW KAMHWYHO 3Ha4dumu | 388 412
HerojeMu KpbBOH3NTHBH (9,4%) (10,0%)
["'oneMHn KpLBOH3IUBH 40 72
(1,0%]) (1,7%)
a) PueapoxcabaHn 15 mg nBa 'bTH AHEBHO 32 3 CEAMHLUM, nocneaBaHo oT 20 mg €aHH MbT AHEBHO
0) ExnokcanapyH 3a Hafi-Malko 5 AHHM, 3acThieH U nocneasal oT ABK

* p < 0,0001 (He nmo-Manka euUKaCHOCT N0 OTHOLUEHHE Ha MpeABapHTeNnHo onpeaenaeH KP or
1,75); KP: 0,886 (0,661 - 1,186)

[MpensapuTenHo AeduHHpaHaTa HETHA KJIHHHYHA MoN3a (IbPBHYCH PE3yJTar 3a €PHUKACHOCT ILIFOC
roleMH KpPbBOM3NHMBK) Ha cOopHHA aHanu3 ce cbobwasa ¢ KP ot 0,771 ((95% [IH: 0,614 - 0,967),
HOMHHaTHA p cToiHOCT p = (0,0244).

B npoyuBaneto Einstein Extension (mx. Tabnuua 9) pusapokcabaH npeBb3xoxia niauebo no
OTHOLIIEHHE Ha MbPBHYHUTE M BTOPHYHHTE pe3yaTaTH 32 epHKacHOCT. 3a MLPBHYHMS pe3yiTar 3a
6e3zonacHOCT (rofleMH KPbBOHW3JIHMBH) C€ YCTAaHOBABA HE3HAYUMO HHCIIEHO I0-BHCOKA YECTOTa npy
nanMeHTHTE Ha NieueHHe ¢ piBapokcabaH 20 mg eauH ITbT Ha ieH B cpasHeHue ¢ mnauedbo. BropuuHMaT
pesyjarar 3a 0e3onacHoCT (rojeMH WAH KIMHHYHO 3HAYMMH HEroneMH KpPbBOW3IWBH) MOKa3Ba IO-
BHCOKH YECTOTH MPH MallMeHTHTE, JeKyBaHH ¢ puBapokcadban 20 mg €MH TbT AHEBHO, B CPABHEHHE C

nianedo.
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Tabanpa 9: PezyaraTa 3a edpukacHocT u GesonacHocTt ot dasa Il Einstein Extension

—
[TpoyuBaHa nomyaauud

1 197 nauueHTH ca NPOABIDKHIIN JEUEHHETO U npodunakTHKaTa
33 pelMAKBHpaLl BEHO3¢H TpOMO0eMOOIH3bM

Jloza M nNpOABLIDKUTENHOCT Ha

PuBapoxcaban® 6 na 12

[Mnaue6o 6 unu 12 Meceua N =

'|

JIEHEHUETO meceua N = 602 594
CuMnToMaTUMEH penuauBHpaull | 8 42
BTE* (1,3%) (7,1%)
CumMnToMaTH4YeH peuuauBMpan | 2 13
BbE (0,3%) (2,2%)
CuMnTOMaTH4YHa peunauBupania | 5 31
ABT (0,8%) (5,2%)
@daraneH BE/cMbpT, NpH KOATO HE | ] 1
MOKe Aa ce H3Koun bE (0,2%) (0,2%)
[‘'oneMH KpLBOH3INHBU 4 0
(0,7%) (0,0%)
KnuuuyHo 3HayuMH  Heronemu | 32 7
KPbBOH3JIMBH (5,4%) (1,2%)

a)

* p <0,0001 (npepp3X0ACTBO),

Pupapokcaban 20 mg €ArH BT AHEBHO

KP: 0,185 (0,087 - (0,393)

B npoyusanero Einstein Choice (Bx. TaGnuua 10) pusapokcaban 20 mg 1 10 mg npess3xoxaa 100 mg
allETIICANMLIM0OBA KUCEIWHA NO OTHOLIEHHE HA ITbPBHYHMA pe3ynTar 3a ePukacHOCT. OCHOBHUAT
peaynTart 3a 6e3onacHocT (CbOUTHS Ha ronsM KPbBOM3JIHB) € CXOAEH MPH NAUNEHTHTE, JIEKYBaHU C
pusapokcaban 20 mg u 10 mg BeAHBXK AHEBHO B cpaBHeHHE ¢b¢ 100 mg alleTuicaMUMIOBa KUCENHHA.

Tabanna 10: PesynTaru 3a epuxacuoct 1 6esonacHoct or ¢gasza I1I Einstein Choice

[Npoy4Bana nonyJjanus

3 396 ca mpoOBIKMAN NpodHiakTUKaTa 33 PeLMAUBMpAL BEHO3EH
TpoMO0eMOONHIBLM

TepanesTHuHa 1034 107

Pupapokcaban 20 mg
Be/HbXK JHEBHO N=I

127

Pusapokcaban 10 mg
BeHBXK NHEBHO N=1

ACK 100 mg
BeAHBX AHEeBHO N=1
131

Meanana Ha NpOABIIKKTEN-
HOCTTA Ha  JIEHCHHETO
[MHTEPKBAPTUIEH AMAINA30H]

349 [189-362] auu

353 [190-362] aun

350 [186-362] auu

Hikouu bE

(0,2%)

CuMnToMaTHueH ‘ 17 13 50
peunausupai BTE (1,5%)* (1,2%)** (4,4%)
CyUMNTOMATHYEH ] 6 6 19
peunansupatii BE (0,5%) (0,5%) (1,7%)
CuMnToMaTH4Ha 9 8 30
peunauBnpauia ABT (0,8%) (0,7%) (2,7%)
dartanen BE/ cMmbpT, npH

KOSTO He MoXe Ja cel 2 0
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CUMNTOMATHYEH PELIMAUBU-
paur BTE, undapkr Ha
MHOKapRa, WHcyaT  wad| 19 18 56
cucTeMeH eM6onn3eM H3BbH | (1,7%) (1,6%) (5,0%)
[THC
6 E 3

["'oneMu KpBLBOH3NIHBH (0,5%) (0,4%) (0,3%)
KnuHuyHo 3HauuMH Herone-| 30 22 20
MH KPbBOH3NIHBH (2,7%) (2,0%) (1,8%)
CuMnTOMATHYEH pPELUIHUBH-
paww BTE unn  ronsam| 54 17 53
KpPbBOM3/IUB (HETHA KIHHMWM- (2,1%)" (1,5%)" (4,7%)
Ha I1on3a)

* p<0,001(npepp3xoacteo) puBapokcadan 20 mg seaubxk fHeBHO cnpaMo ACK 100 mg seanbx

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

** n<(,001 (npepb3xoactro) pusapokcaban 10 mg Beanwvx AHeBHO cnpamo ACK 100 mg BemHbx
nuesHo; HR=0,26 (0,14-0,47)

* PuBapokcaban 20 mg Beaubx aHepHo crnpamo ACK 100 mg seannx anesno; KP=0,44 (0,27-0,71),
p=0,0009 (HoMuKanHa)

** Pusapokcaban 10 mg Beanwx aueBHo cnpaMo ACK 100 mg seansx nHesHo; KP=0,32 (0,18-0,55),
p<0,0001 (HoMunanHa)

B nonuanenne kbM nporpamata EINSTEIN dasza I, e nposeacHo mNpOCNEKTHBHO,
HEMHTEPBEHLHOHAIHO, OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ umeHtpanusupaHa OLEHKa,
pionouBall peuuauBupaiy BTE, ronsmMo kepeeHe M cMBpT. 5 142 nauuenra ¢ octpa JBT ca srmoyeHy
3a Mpoy4BaHe 6e30MacHOCTTa HA PHBApOKCcabaH B ABATOCPOUESH IJIaH B CPaBHEHHE ChC CTaHAApPTHATA
AHTUKOATYJIAHTHA Tepanys B KIMHUYHATA NpakTHKA. CTORHOCTUTE HA FOJIIMO KbpBEHE, PELIHIHBHPALL
BTE u BCHYKH cny4ad Ha CMBPT 3a puBapokcaban ca Ounu cworsetHo 0,7%, 1,4% u 0,5%.
ChblecTBYBaT pa3fiMKi B OCHOBHHM XAPaKTEPHCTHKH Ha NAlHEHTHTE, BKIIOYHMTENHO Bb3pacT, pak M
6b0peuHo yBpexaaHe. M3nonzpaH € crparudHuHMpaH aHanM3 MO TNPEABAPHTEIHO ONpeAc/eHH
CTOMHOCTH 3a IrpyYNHpaHe Ha W3MEpPBAHUTE OCHOBHU XAPAKTEPHCTHKH, HO BBIPEKH TOBA OCTABALIHTE

OTKJIOHEHHUS MOXKe Jia TIOBJIUAAT Ha pesyiaTtatute. Kopurupanure KP 3a ronaMo KkepBeHe, peLiiaMBHpall
BTE u BCHUKH Cay4yaH Ha cMBPT ca Ouim cpotBeTHO 0,77 (95% Cl1 0,40 - 1,50), 0,91 (95% C1 0,54 -
1,54)u 0,51 (95% C1 0,24 - 1,07).

Te3u pe3ynTaTv NpU NaUUEHTH, KOUTO ca OKIN HabnioJaBaHH NpH peaTHH yCJIOBHA, Ca B ChOTBETCTBHE
¢ ycTaHOBeHHUA mpodui Ha 6€301TacCHOCT IIPH TOBA I10Ka3aHue,

[TailMEHTH ¢ BUCOXOPHCKOB TPOHHOMO3UTHBEH aHTH®OCHONUNUAECH CHHAPOM
B cnoncopupano 0T u3cliedoBaTend, paHAOMHM3HPAHO, OTBOPEHO MHOMOLIEHTPOBO MPOYYBaHE ChC

3acjIeNneHa OLieHKa Ha KpalfHHTe TOYKH, puBapokcabaH e cpaBHEH ¢ BapgapvH NpH NallkeHTH ¢ aHaMHe3a
33 TpoMO03a, AHATHOCTUUHPAHH ¢ aHTHHOCHOTUIMUACH CHHAPOM H C BUCOK PHCK OT TPOMOOEeMOOTHYHH
CHbOMTHA (MONOXKHUTENHM NIPH BCHuxkuTe 3 AHTUPOCPONUNMAHM TECTa: NYMYCEH AHTHKOATyJIaHT,
aHTHKAPJAMOJIMIIHHOBH aHTHUTENa U aHTurena cpeuty Oera-2-rnukonporerH l). MsnuTBaHeto €
PEKPATEHO NMPEXISBPEMEHHO Cle BKIO4YBaHeTo Ha 120 manuenTH nopaiM TBbPAE MHOIO ChOUTHA
cpel MALMEHTUTE B rpynaTta Ha puBapokcabaH. CpeaHoTo npocneasiBaHe € 569 gxu. 59 naieHTH ca
paH/IOMH3MpaHy Ha puBapokcadaH 20 mg (15 mg 3a nauveHT ¢ kpeaTHHuHOB KiupbHC (CrCl) <50
ml/min) u 61 Ha Bapdapun (INR 2,0 - 3,0). Tpomboembonnunn cuburtus ce npossasat npu 12% ot

Habnozasa npu 4-ma naukenty (7%) Or rpynara Ha puBapokcabad ¥ NpH 2-M
rpynara Ha Bapgapui.
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[leguarpyyHa nonyjalng
Esponeiickata areHLMs 1o JieKapcTBaTa o1/lara 3aIb/DKCHHETO 33 NPeJAOCTaBAHE HA PEe3yNTATUTE OT

MpOy4YBaHHATA ¢ puBapokcabaH B eIHa WM NMOBEYE NOArPYNH Ha NERHaTpUYHATa MOMynauus Npi
neYeHneTo Ha TpoMboeMOonnunn csouTna. EBponelickara areHLMs N0 nekapcTBaTa 0CBOOOKAaBa OT
3aAb/DKEHUETO 33 NPEJOCTaBiAHE Ha pe3yiTaTHTe OT NMPOYYBAHWATA ¢ PUBApoKcabaH BBB BCHYKH
NOArpyNH Ha MEJAHATPUYHATA MONyJjauus NpH npodunakTvka Ha Tpomboembonuynu CHOUTHA (BXK.
Touka 4.2 3a HHpOpMaLHS OTHOCHO ynoTpeda B eanaTpysTa).

5.2 PapMaKoOKHHETHTHM CBOHCTBA

Abcopbing

PuBapokcabaH ce abcopbupa 6bp30, KaTo MaKCHMaTHUTE koHLeHTpaiuy (Cmax) ce nocTurar 2 - 4 yaca
caen npueMa Ha tabaerkara.

[Nepopannara abcopbums Ha paBapokcabaH € NoYTH ITbJIHA B NEPOPATHATA OHOHATHYHOCT € BUCOKA (80
- 100%) 3a nosa ot 2,5 mg 1 ot 10 mg, npneta kato TabneTka, He3aBUCHMO JANK NPHEMBT € Ha raaHO
UK ciel xpauene. [IpueMbT Ha puBapokcabaH ¢ xpaHa ne nosnusisa AUC niu Cmax npu posara ot
2,5mgu ot 10 mg.

[Mopanu HamaneHata cteneH Ha abcopOuua e onpeaeneHa nepopanHa OHoHanu4HocT OT 66% 3a
rabnetka 20 mg npuera Ha ranaaHo. [Ipy npuem Ha TabneTkH pHBapokcabad 20 mg ¢ XxpaHa ce
Habnmoaasar nosHuwenus Ha cpeanata AUC ¢ 39% B cpapHeHHE ¢ NpHeM Ha TabNeTKUTE Ha I1agHo,
KOETO rOBOPH 3a MOUTH MbJiHAa abcopOuus H BHCOKa nepopanHa bnonanuyHocT. PuBapokcaban 15 mg
u 20 mg TpabBa aa ce npueMa ¢ Xpana (Bx. Touka 4.2).

dapMaKOKHHETHKATa HA pHBapoKkcadaH € No4TH JMHeHHa J0 OkoJio 15 mg eIMH BT Ha ACH NPH NpUEM
Ha rnagHo. Cnen npueM Ha XpaHa puBapokcadaH Ttabmetku 10 mg, 15 mg v 20 mg mokassa
NPONOPLUNOHANHOCT Ha pgozarta. [Ipy mo-BHCOKH 1034 pHBapoxcabaH noKasea oOrpaHH4eHa oOT
pa3TBOpUMOCTTA abcopOuns ¢ HaManeHa OHOHATMYHOCT ¥ HaMaNgBaHe Ha CTenedTa Ha abcopbuuaTa
Mpy MOBHILABaHe Ha Ao3aTa. DapMakokuHeTHYHaTa BapHabOMIHOCT Ha puBapokcabaH € yMmepeHa C
BapupaHe Mexciy oTaenHute naunestT (CV%) B uuTepBana ot 30% 10 40%.

Ab6copOuuaTa Ha puBapokcalbaH 3aBYCH OT MACTOTO HA HETOBOTO OCBODOXKIaBaHe B CTOMALIHOYPEBHHUA
TpakT. Chobuaba ce 3a 29% u 56% namanenve na AUC u Cmax B cpaBHeHHe ¢ TabJjieTKa, KOrato
rpadynat puBapokcabax ce ocBoO0kAaBa B NPOKCHMANHUTE OTJAENH HA THHKHTE YepBa. ExcriosnuuaTa
ce HaMaJIsBa JOMBJIHUTENHO, KOraTo pHBapokcadan ce 0cBo00K,1aBa B NUCTATHHTE OTACIH Ha ThbHKHTE
yepBa WJIH BbB Bb3XOAAIWOTO Aebeno uepo. [1o Tazu npuvuHa TpadBa na ce U3bArsa NpUIOKECHHETO
Ha pHBapokcabaH JNCTAIHO OT CTOMaxa, Thil KaTo TOBAa MOXeE Ja J0Bele A0 HamaseHa abcopOuus u
CBHOTBETHO CBbP3aHa eKCMO3KLIMA Ha puBapokcabaH.

Buonanuuydoctra {AUC u Cmax) ¢ 6una cpaBiuMa npH 20 mg pusapokcadaH NpulokeH nepopanHo
KaTO HaTpolleHa TalyieTka, pazMeceHa B AOBIKOBO MIOpE, WM CYCIIEHAHPAaHA BbB BOJAA H NPHIIOKEHA
fipe3 CTOMAlHA COHJA, NOCIEABAHO OT Te€YHa XpaHa, B CpaBHeHMe ¢ uganara tabnerka. Karto ce nma
peABHA TIPEABHAKNMES, NPONOPUHOHANEH Ha 103aTa apMakokHHETHYeH npodun Ha pusapokcabaH,
pe3yaraTuTe 3a OMOHANKWYHOCTTA OT TOBA [IPOYYBAHE BEPOATHO €A NMPUJIOKHMMH 3a NOHWXKABAHE Ha
H03UTe Ha puBapokcabaH.

PasnpeneneHue
Cebp3BaHETO C MNa3MEHWTe NMPOTEUMHHA MPH XOpa € BUCOKO, okono 92% no 95%, kaTo CEpyMHMAT

anbyMHMH € OCHOBHaTa cBbp3Balia ¢pakuui. OGemMbT Ha pasnpejeneHde € yMepeH ¢ Vss
npubauzuTenso S0 nurpa.

BuorpaHcGopMalis H ETUMHUHHPAHE
Oxono 2/3 oT npuaokKeHarta 103a puBapokcabaH ce noanara Ha MeTaboJUTHO pasrpaxiaHe, Clel KOETo
NMOJIOBHHATA Ce eTMMUHHMPA nipe3 6s0penTe, a ApyraTta nouoBKHa — ¢ ¢pekanuure. [locnennara 1/3 or
MPUIKEHATA J03a C€ U3NBUBA 4pe3 AUpeKkTHa ObOpeyHa eKCKpeUHA KaTo HEMPOMEHEHO AKTMBHO
BELIECTBO B YpPHMHATA, [VIABHO Ype3 akTHBHA ObOpeuHa cekpeuus.
Pusapokcaban ce wMertaGonusnpa upes CYP3A4, CYP2J2 u CYP-nesaBucu
PasrpaxpaHeTo vpe3 OKHCNeHHe Ha MOP(OITHHOHOBHSA PAaIHKAT M XHIPOIU3aTa Ha
ca OCHOBHHTE NpoliecH Ha OHoTpaHcgopMauus. Ot in vitro uscneABaHUA € H3BECTHO
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e cyOCTpaT Ha TpauCnopTHUTe npotenHy P-gp (P-rnukonporenn) u Berp (npoTenH Ha pe3HCTEHTHOCT
Ha pak Ha I'bpjara).

HenpoMmeHeruaT puBapokcabaH e Hali-BaXHHAT KOMIIOHEHT B YOBELIKATA N1a3Ma, 0e3 1a uma apyru
OCHOBHH WJIM aKTHBHH LupKyaupary Metabonut. Cbe cucteMeH KidpbHC okono 10 I/h pusapokcaban
MO3Ke Jia ce Ktack$ULKpa KaTo BELECTBO C HUChK KIMPBHC. Cre1 HHTPaBeHO3HO MPHIOXKEHHE Ha 1032
oT 1 mg eIMMHHALMOHHWAT TMOAYXHMBOT € okono 4,5 waca. Crea mnepopantHO NpUNOKeHHE
eNHMHHHPAHETO CTaBa JMMHTHPAHO OT CTeneHTa Ha abcopOuus. EnumuHnpaneTo Ha puBapokcabaH ot
na3Mara HaCThIBA C TEPMUHAJIEH MOJNYKUBOT OT 5 10 9 4aca npu Maaav HHAMBKAK # oT 11 no 13 Yaca
[pH NANMEHTH B CTapYECKa Bb3pacT.

CreuManHy nonyJjaluy
Ion

He ca ycTaHOBEeHM KIMHHYHO 3HAYMMH pa3iHKH BbB (apMakOKHHETHKaTa H (apMaKoAHHaMHKara
MEXIY [AllHEHTH OT MBXKH M KE€HCKH N[O,

Ilayuenmu ¢ cmapuecka ev3pacm
[ManKeHTUTE B CTAPUYECKa RB3PAaCT MOKA3BAT HO-BUCOKHA IUIA3MEHH KOHLIEHTPALHH B CPaBHEHHE C Mo-
MJTAJIMTE MALUEHTH Che cpeaHu crofiHocth Ha AUC okono 1,5 mbTH NMO-BHCOKH, OCHOBHO MOpaaM

HaMasieHus (MpHBHIeH) o 1 6bbpeveH KIUpBHC. He ce Halara KopeKumMsa Ha J03arTa.

Paznuunu xkame20puu 6 3agucumMocm om meaiomo
I[MpexoMepHH OTKJIOHEHHA B TeNecHoTo Teruo (< 50 kg unn > 120 kg) BMat caMo MaKo BIHUSHHE BbPXY
n1a3MeHHUTE KOHLEHTPaUUH Ha puBapokcabaH (no-Manko ot 25%). He ce Hanara KopeklHs Ha Jo3ara.

Meowcoyemnuuecxu paznuyus

He ca yCTaHOBEHN KJIMHHYHO 3HAYMMH MEXAYCTHHYECKH pasIvyHs NPH MAUHEHTH OT €BPONEHAHATA,
apo-aMepUKaHCKaTa, JJATHHOAMEPUKAHCKATa, AMOHCKAaTa M KUTaickaTa Tpynd MO OTHOLUEHWE Ha
(hapMakokMHeTHKaTa U (hapMakoJMHaMHKATa Ha puBapokcadbaH.

Yeproopobro yspesicoane

[TaienT ¢ uuposa M neko uepHoapobno yBpexzaane (xiac A no Child Pugh) npossssar camo
MUHUMAIHH NpPOMEeHH BBB ¢apMmakokuHeTukara (cpeano 1,2 mpTH nosmiieHHe Ha AUC Ha
puBapokcabaH), KOETO € MO4TH CPaBHHMO CbC ChOTBETHATa MM KOHTPOJIHA Ipyna 3paBH UHAWBHIM.
[Tpu nauMeHTH C UHPO3a U yMepeRo YepHoapobHo yBpexaane (knac B no Child Pugh), cpeanara AUC
Ha puBapokcabaH ¢ 3HAaMMTENTHO MOBHUILEHA (2,3 NBTH) B CpaBHEHKE ChC 3apasu AoOpoBonuu. AUC Ha
HecBbp3aHaTa ¢pakig ce nopuasa 2,6 nbTH. [lpy Te3w nauMeHTH WMa U HamaneHo 0BLOpeuHo
eTMUMHHHUpaHe Ha puBapokcaban, nofoOHO Ha TOBa MpH NALUEHTH ¢ YMepeHO OBOpeYHO yBpexaaxe.
HaMa JaHHM OT NaLHeHTH ¢ TEXKO UepHOApOOHO yBpexXaaHe.

MHxubupaneTo Ha aKkTMBHOCTTA Ha (akTop Xa NpH NAaUUEHTH ¢ YMEPEeHO YepHOAPOOHO yBpeKaaHe €
MOBHIIEHO 2,6 MBTH B CpaBHEHHe CbC 3Apaed AcOposomuy; PT ceio e yawmpkeso — 2,1 merw.
[TauMeHTUTE ¢ YMEPEHO YEPHOAPOOHO YBPEKAaHE ca NO-4yBCTBUTENHU KbM pHBapokcadaH, KoeTo BOAH
10 no-crpbMHO PK/PD choTHOLIEHHE Mex¢ Ty KOHLEHTpaluuaTa 4 PT.

PuBapokcabaH € TIPOTHBOMOKA3aH NpH MNauMEHTH ¢ uYepHoApobHOo 3abondgBaHe, CBbP3aHO C
KOATYJIONATHA B KJIMHHYHO 3HA4YHM PUCK OT KbpBEHE, BIJIIOYHTENHO NaLMeHTH ¢ nupo3a ¢ Child Pugh
B n C (Bx. Touka 4.3).

Bvbpeuno yepescoane
Habmonasa ce yBenHueHHE HAa €KCNO3WLMATA HA pHUBapoKcadaH YCNOpEAHO C HamandBaHe Ha
ObnOpeutara QyHKLHA, H3MEpeHa Ype3 KpeaTHHUHOBUA KIHPBHC. [1pH HHAHBUAM C IEKO
(KkpeaTHHHHOB KIHPBHC 50 - 80 m/min), ymepeHo (kpeaTHHUHOB KaupsHC 30 - 49 ml/min) u TexKo
(KpeaTHHHHOB KIMPBHC 15 - 29 ml/min) OnOpeuHo yBpexiaaHe Naa3MEHHTE xonueﬂmaunn Ha
pupapokcaban (AUC) ca cworBetHo 1,4, 1,5 u 1,6 IbTH NO-BUCOKH. CLOTBETHOTG |
dapmakoaguHaMuuHUTE edeKTH € No-u3paseHo. [IpH MHAHBHAM C JIEKO, YMEPEHO H
yBpeXIaHe LANOCTHOTO HHXHOUpaHe Ha AKTHBHOCTTA Ha (akTop Xa e CbOTBETHO /
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[MO-CUJTHO B CPaBHEHHME ChC 3Apasu J00posonun; PT cbino e yabmkeHo — ¢boTBeTHO 1,3, 2,2 H 2,4 nbTH.
Hsma AaHHM OT MALIMEHTH ¢ KPEaTHHHHOB KIHPbHC <15 ml/min.

[Topaau BHCOKATA CTENEH HA CBBP3BAHE C 1171a3MEHUTE NIPOTEHHH HE Ce 04YaKBa pUBapokcabaH Jia Moxe
1a 6bae OTHeNieH upes AHanus3a.

He ce npenopbusa ynotpeba npu MaUMeHTH ¢ KPeaTMHMHOB KIMpBHC <15 ml/min. Pueapokcabau
Tpa6Ba Ja ce M3MOA3Ba BHUMATENHO MPH NAUHEHTH C KPEaTHHHUHOB KIMPBHC 15 - 29 ml/min (BXx. TOuKa
4.4).

PapMaKOKHHETHYHH JAHHU NP NAUHEHTH

[Tpu nauueHTR, nonayuasalid puBapokcabaH 3a jeqeHHe Ha ocTpa Aenboka BeHo3Ha TpomOosa (JIBT)
20 mg enuH NbT AHEBHO, CPeIHATA reOMETpUUHA KOHLEeHTpaLHs (90% nporHosex unrepsan) 2 - 4 yaca
n okoJo 24 uwaca cnex npuHeM Ha aAc3a (DpHONM3NTENHO NpPEACTaBAABAIM MAKCHMAlHATa M
MHHUMMAaJiHaTa KOHIIEHTPAUMM Mpe3 BpeMe Ha J030BHs HHTEepBal) € choTBeTHO 215 (22 - 335) u 32

(6239) meg/1.

Bpb3ka Qapmaxomnwuxa-@apmamgHHaMHKa

Bpwp3kata ¢apmakoxkuHeTuka/papmakoauHamuka (PK/PD) mexay nnasMenara KOHUEHTpaLHA Ha
puBapokcaban M HAKOJKO (apMakoaHHAMUYHU KpaliHu ToukH (MHxubupane Ha daxrop Xa, PT, aPTT,
Heptest) e nmpoyveHa cieA npujiaraHe Ha NIKPOK AnanasoH ot Jo3u (5 - 30 mg nBa NbTH HA JeH).
Bpp3kata MexJAy KOHLEHTpalMaTa HA puBapokcabaH u akTUBHOCTTA Ha (akTop Xa Haif-nobpe ce
onucea ¢ Emax mozen. [lo oTHoluenue Ha PT MoAensT Ha NUHEWHO MpecHYAHE OMUCBA AAHHHUTE
obuxHoBeHO Mo-A00pe. HakNoHBT HA KpuBaTa Bapupa 3HAUMTENHO B 3aBHCHMOCT OT Pa3jIHYHUTE
uanonssaHd PT pearenth. Ilpu usnonssade ra Neoplastin PT, PT Ha usxoaxHo HHBO € okoyio 13 s, a
HaKJIOHBT 0K070 3 1o 4 s/(100 mcg/l). Pesyntatute ot aHanusa Ha PK/PD ot ¢asa I1 n 111 ca cxoanu ¢
JAHHHTE, YCTAHOBEHU NPH 3ApaBH HHIAWBHAU.

[TeayaTpuyna nonyaanus
He ca npoyuBaHH 6e30nacHOCTTa H eHKAaCHOCTTa NpH ACUA A KOHOLUM HA Bb3pacT A0 18 roausm.

5.3 MpeakNBHKYHE JaHHH 34 Oe30NacCHOCT

HexnuHM4YHHTE JaHHH He [OKa3BaT ocobeH pHUCK 332 Xopa Ha 0asara Ha KOHBEHUMOHATHWUTE
(apMakoJOrHYHM HW3NHTBaHMA 3a 0e30MacHOCT, TOKCHYHOCT NpH €IJHOKPaTHO MPUNIOXKEHHE,
POTOTOKCHYHOCT, NTeHOTOKCHYHOCT, KAHLIEPOreHeH NMOTeHUMAn M IOBCHHIHA TOKCHYHOCT. EdexTuTe,
HaOMOAaBaHH TNpPH H3MNHTBAHWUATA 3@ TOKCUYHOCT NIPM MHOTIOKpAaTHO MPHIOXKEHHE, Ca CBBP3aHH
OCHOBHO CBC 3acHNieHaTa (QapMakoAMHAMH4HA AKTHBHOCT Ha pHBapokcabaH. Ilpy nabxoee ca
HaOnoAaBaHH NMOBHILEHH Ia3MeHU HHBa Ha IgG u IgA npd HHBA Ha €KCMO3HLHA, CHOTBETCTBALIH Ha
KITMHAYHHTE.

[1py nABXOBeE He ca HAOMIOAABaHH e(PEeKTH BBPXY QEPTHIIHTETA NMPH MBXKHTE KITH XKEHCKHTE XKHBOTHH.
UsnuTBaHKUATA IPH XXMBOTHH TIOKA3BaT PENpPOJYKTHBHA TOKCHYHOCT, CBbp3aHa ¢ (apMaKoJIOrHUHHA
MEXAHH3IbM Ha AclicTBHE Ha puBapokcabaH (Hanp. XeMOPAarH4HH YCI0KHEHNA).

[Tpu nna3sMeHH HUBA, CHOTBETCTBAIUM HAa KIHHHYHATE, Ca Habal0JaBaHH eMOpHO-eTanHa TOKCHYHOCT
(mocTUMNJaHTANHOHHA 3aryba, 3abaBeHO/CTUMYJHpaHO ocHHUMpaHe, MHOXECTBeHH Onean
XenaTajH¥ MEeTHA) H MOBHIUIEHA 4YeCTOTa Ha HAi-4eCTo cpellaHuTe Mal(opMalMy, KakTo M
niaaleHTapHy npoMenu. [IpH npe- ¥ NOCTHATANHO M3NMUTBAHE HA NUIBXOBE € HabNMoAaBana HaMalcHa

BUTAIHOCT Ha MOKOJIEHHETO NPH A03H, TOKCHYHU 3a MalKHUTE.

6. OAPMALHEBTUYHHA JAHHH
6.1 CHnHChLK Ha NOMOUIHATE BElECTRA
IToMoLIHH BeniecTRA;

Xunpomenosa
MukpoKpHCcTaiHA Lenyno3a
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Harpues naypuacyndar
JlakTo3a MOHOXHApAT
Kpockapmenosa HaTpui
Marnesues cTeapar

QDuUIMOBO IOKPUTUE
Xunpomenosa 2910 (E 464)

TuraHos auokcua (E 171)

Makporon 3350 (E 1521)

Kenesen oxkcua, vyepseH (E 172)

6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rognocr

3 ropuHH

6.4 CrnenHa/JHE YCIOBHA HA ChXPAHCHHE

To3u neKapCTBEH NPOAYKT HE U3UCKBA CIICHHATIHH YCJIOBHA HAa ChXpaHEHHUE.

6.5 Bna n cLaAbLpKaBHE HA ONNAKOBKATA

PVC/anymunuesy Onucrepd. Bnuctepure ca onakoraHu B kapTOHEHH KyTHH no 14, 28, 42 uin 98
(punMupaHyn TabaeTkH.

He BcHuxH BHAOBE ONMAKOBKH MOTaT Aa ObaaT MyCHATH Ha nasapa.
6.6 CnenHajany npeana3’HE MEPKH NPH H3XBBPJIAHE

Heu3non3BaHKAT JeKapcTBEH NPOAYKT WM OTNaAbYHUTE MATEPHaH OT HEro TpsadBa Ja ce H3XBbPAIT
B CBOTBETCTBHE C MECTHUTE U3NCKBAHHA.

7. NIPUTEXATEJ HA PASPEHNIEHHETO 3A YIIOTPEBA

.Halikadpapma BucokokadecTeenurte Jlexkapctsa” A/l
oyn.” I''M.Jumutpor” Nel,

rp. Codua 1172, Bearapus

ten.: 02/ 962 54 54

daxc: 02/ 960 37 03

email: info@tchaikapharma.com

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

PerucTpaumoneH Ne: 20210219

9. JTATA HA ITBPBO PA3PEIHIABAHE/TIOJHOBABAHE HA PA3PE
YIIOTPEBA

Iara Ha mbpBO paspeliasade: 27.07.2021]
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JlaTa Ha rocneaHO NOLHOBABAHE:

10. HATA HA AKTYA/IN3IUPAHE HA TEKCTA

06/2026
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