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Kardatuxan 15 mg film-coated tablets

s KAYECTBEH U KOJIMMECTBEH ChCTAB
Bcska punmupana tabnetka cbabpka |5 mg puBapokcabau (rivaroxaban).

[loMOLIIHO(H) BelecTBO(A) C U3BECTHO JICHCTBUE

Beska punmupana tabnetka coabpika 37,41 mg nakto3a (KaTo MOHOXHpAT), BUKTE TOUKa 4.4,

To3u nekapcTBeH NPOAYKT CbAbpxkaA No-manko ot | mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXeE /a ce
KaXke, Ye MpaKTHYECKH HE CbAbpKa HATPHIA.

3a MBJHUSA CITUCHLK HA MOMOILLIHUTE BellleCcTBa BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana tabaerka (tadbsnerka)

Po30BH, KpBIiiK, ABOHHOU3NBbKHANU TAONETKH (AMAMETHLP 0KOJI0 6 mm), ¢ o3HadyeHue “D2” oT eaHara
CTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHHS

Bwv3pacmnu

[IpodunakTHka Ha UHCYJIT U CUCTEMHA €MOOJIUS NPU Bb3PACTHH MALMEHTH C HEKJIAMHO NPEAChPAHHO

MbXKIIEHE C €[JUH WJIM NTOBEeYE PUCKOBH (PAKTOPH, KATO 3aCTOMHA Chp/ieYHa HE0CTATBYHOCT, XUIIEPTOHHUS,
Bb3pacT =75 roAMHHU, 3axapeH AHadeT, NpeallecTBalll HHCYAT WK NPEXOJAEH UCXEMHUYEH MPHUCTDII.

JleyeHnue Ha ababoka BeHo3Ha TpoMbo3a ([IBT) u 6enoapodben em60n1u3bm (BE) 1 npodunakTruka Ha
peurnauBupaiuy BT u BE npu Bb3pacTHH. (BXkK. TOUka 4.4 3a XeMOJAMHAMHYHO HECTAOMUJIHHU MALIHEHTH C
BE.)

4.2 Jlo3HpOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

IIpogunaxmuxa na uncyam u cucmemua emooaUst NPU 8b3PACMHU
[IpenopbumnTennara no3a € 20 mg €auH NbT JHEBHO, KOETO NPEACTaBJIABA U MPENOPbHUYUTES
MaKCHMaJIHa J103a.




Jleuenunero ¢ Kapaarykcan TpsOBa ja ce npoab/kaBa B JbJIrOCPOYEH MJIaH, KOraTo rnoJi3ara oT
Mpo(HIakTHKATa Ha HHCYJIT U CHCTEMHA eMOO0JIHs HaJIBULIABA PUCKA OT KbpBeHE (BX. Touka 4.4).

Ako ObJe npomnycHaTa HAKOs [03a, MauHeHTbT TpsAOBa na npueme Kapaarykcan He3abaBHO W Ha
cjeABalllvs JeH Aa NpOoAb/DKH C MpUEMa €IMH NbT AHEBHO, CbriacHO npenopbkuTe. He TpssbBa na ce
MpyHema JBOHHa 1032 B ChIIMSA J€H 32 KOMIIEHCHpaHe Ha NponycHara J03a.

Jlewenue na /{BT, nevenue na BE u npogpunakmuxa na peyuousupawyu /[BT u BE npu ev3pacmuu
[IpenopbvunTenHara n03a 3a HayanHo sevyenue Ha octpu JIBT unu BE e 15 mg aBa mbTH AHEBHO npe3
MbPBUTE TPH CEAMHULIH, NOCAeABaHa OT 4034 OT 20 mg BEAHbX AHEBHO 3a NPOAbJDKABALLOTO JIEYEHUE H
npodunakTuka Ha peunauBupauiy JIBT u BE.

TpsiOBa na ce uma npeaBH KpaTKOCpOYHa Tepanus (Hai-mManko 3 Mecena) npu nauueHTd ¢ JIBT unu BE,
MPOBOKHPAHH OT roJIEMH MPEXOAHH PUCKOBU (PAKTOPH (T.€. CKOpOLIHA roJisiMa onepaims Wi TpaBma).
[lo-npoabmxuTenHa tepanus TpsadBa Aa ce uMa npeaBua Npu naiuueHTH ¢ npoBokupanu JBT wiu BE,
HECBbP3aHH C roJIEMH NPEXOAHU PUCKOBHU (akTopH, HenpoBokupanu JIBT unu BE v anamHesa 3a
peurnauBupaiuu JIBT uaum BE.

Korarto e nokaszana no-npoabyukurenHa npodunaktuka Ha peuuausupaiiu JIBT u BE (cnen 3aBbpiuBaHe
Ha noHe 6-meceyna tepanus 3a JIBT unu BE), npenopbunrennara no3a € 10 mg BeaHbxk AHeBHO. [Ipu
NMaLMEeHTH, NMPH KOMTO Ce cMATaA, Y€ PUCKBT OT peuuauBupaiuy BT unu BE e BUCOK, KaTo Te3M ¢
YCIOXKHEHH CbIIBTCTBALLH 3a00JIIBaHUS, HJIM KOMTO ca pa3Buau peurauBupaiiu JABT wnu BE npu no-
npoAbJDKUTENHA NpodunakTuka ¢ Kapaarykcad 10 mg BeiHbX JHEBHO, TpsAOBa /1a ce UMa Npe/1BH ]
npueM Ha Kapaarykcan 20 mg BeqHBXK JHEBHO.

[IpoabmxuTenHocTTa Ha TepanusTa TpAOBa J1a ce onpeaenu U ao3arta Jia ce u3bdepe MHAMBHUAYATHO Cle

BHHUMATECJ/IHA OLU€EHKA HA CBbOTHOILLUEHHETO MCHY noJi3aTa OT JEHYCHHETO H pHUCKA OT KbPBCHC (B}K. TOYKA
4.4).

Ilepuoa oT Bpeme Cxema Ha npuiarade | O0ma a1HeBHa j103a

U BE

Tepanusd 3a BT unu
bE

20 mg BEAHBK JHEBHO

Jleuenue u Hen 1-21 15 mg nBa nbTH 30 mg
npopHIaKkTHKa Ha JAHEBHO

peuuauBupaiuy JIBT

1 BE JleH 22 HaTaTbk 20 mg BeaHbxk AHeBHO | 20 mg
[Ipodunaktuka Ha Cniea 3aBbpllUBaHe Ha 10 mg Beanbx AHeBHO | 10 mg
peunauBupaium JIBT | Hail-Manko 6-MeceyHa | WM niam 20 mg

3a ynecHsBaHe NMpeMHHaBaHeTo OT A03a 15 mg kbM no3a 20 mg cnen Jen 21 e HanuuHa 4-ceiMUYHA
onakoBka Kapaarykcan 3a 3anouBane Ha Jieuenue Ha JIBT/BE.

AKo BBB (ha3aTa Ha JieyeHue ¢ 15 mg nBa nbTH AHEBHO (JeH 1-21) ce nponycHe eMH NpHeM, NalHeHTbT
TpssOBa He3abaBHO J1a npueMe KapaatykcaH, 3a a ce ocurypu o01io npueTo koauyectro ot 30




[TauueHTHT TpsAOBA Aa NPOABIKK PEOBHUSA NpUeM Ha |5 mg Ba MbTH JHEBHO HA CleBALIMS IeH, KaKTO
€ NpenopbyaHo.

AKoO BbB (pa3aTa Ha Jle4eHHe C €JMH MPUEM Ha JIeH Ce NPOMYCHE eAUH NMPHUEM, MallHeHTBT TpsaOBa
He3abaBHO aa npueme KapaarykcaH U TpsaOBa 1a NpoAb/KH PEAOBHUS NPUEM BEIHbXK JHEBHO Ha
cleaBallus IeH, KakTo e npenopbyaHo. He TpsOBa na ce U3nos3Ba 1BoiHA 1032 B PAMKHUTE €1HH U CbILH
JIEH, 3a Jla C€ KOMMEHCHpa NponycHaTara 103a.

AKO ce NpoIycCHe e/IMH NpPUEM, NpoNycHaTara /103a TpsbBa J1a ce B3eMe Bb3MOXXHO Hai-CKOpO clie]l KaTo
ce 3a0esiexu Mponycka, HO CaMo B ChLLHKS JIeH. AKO TOBA HE € Bb3MOXKHO, MalMEHTHT TpsAOBa Aa NponycHe
J103aTa 1 J1a pOABJDKH ChC ClIe/iBallaTa 103a, KakTo € npeanucado. [launeHTsT He TpsOBa aa B3eMa JBe
11034, 3a 1a KOMIIEHCUpa NporycHaTaTa 103a.

[Ipemunasane om neuenue ¢ anmazonvucmu Ha sumamur K (ABK) xvm pusapoxcaban

- [Ipodpunakrika Ha HHCYAT U CHCTEMHA eMOOJTHS:

ABK TpsiOBa 1a ce cnipat u Aa ce 3anouHe JieueHueTo ¢ Kapaarykcas, korato MexayHapoaHoTo
Hopmanusupano crotHoweHue (International Normalised Ratio (INR)) e <3,0.

Jleuenue Ha JIBT, BE u npodunaktuka Ha peLUAUBH NPU Bb3PACTHH:

ABK T1psabBa na ce cnpar U aa ce 3anouHe nedyeHnero ¢ Kapnarykcat, korato INR e <2.5.

[Ipu npemunaBane ot seuyeHne ¢ ABK kbM neuenue ¢ puBapokcaban croiiHocTuTe Ha INR e Obaar
(haJIMBO MOBUILLEHH clie] npuema Ha puBapokcadaH. INR He e BaiMaeH napaMeTbp 3a U3MEpPBaHE Ha

dHTHKOAr'yJlaHTHAaTa aKTHBHOCT Ha pHB&pOKCHﬁﬂH H CJCJ1O0BATCJIIHO HE Tpﬂﬁﬂa A4a €€ U3I10J13Ba (B}K. TOYKa
4.5).

[Ipemunasane om neuenue ¢ pusapoxcaban kem anmazonucmu Ha eumamun K (ABK)

MmMa BepoATHOCT aHTHKOaryjauusTa aa Obae HeaJleKkBaTHA B X0/1a HA TPEMUHABAHETO OT JICUCHHE C
puBapokcadaH kbM ABK. TpsabBa na ce ocurypu npoab/DKUTENHA aIeKBaTHA aHTUKOAryaauus npu
NpeMUHaBaHE KbM AJITEPHATHBEH aHTHUKoaryJaHT. TpsOBa na ce orbenexu, ye puBapokcabaH Moxe aa
00ycJi0BU MOBHLIEHHU cTOHHOCTH Ha INR.

[Ipu nauMeHTH, NnpeMrHaBally OT JieueHue ¢ puBapokcadbaH kbM ABK, ABK TpsbOBa na ce npuemar
napaJiesiHo 10 aocturade Ha INR>2,0. [Ipe3 nbpBuTE ABa IHU OT NPEXOAHKUS NMEPHO/1 TpAOBa 1a ce
npuJiara ctaggaprHara HayajHa no3a ABK, cien koeto ao3ara Ha ABK TpsiOBa a € cnopea pe3yaTarure
3a INR. Jlokaro nmauueHTute npuemar eaHoBpeMeHHo puBapokcadban u ABK, INR He TpsiOBa na ce
H3cJie1Ba MO-paHo OT 24 yaca ciel NpeAxoAHara 103a, a CaMO HEeMOCPEACTBEHO NpEeAH cieBallara 103a
puBapokcabaH. Cnej kaTo ce npeyCcTaHOBHU Npuema Ha puBapokcaban, INR moxe na ce uscnensa u
pe3yJITaTUTE [a ca HAACXKAHHU NnoHe 24 yaca cjie/l npyeMa Ha noclieaHara jo3a (BX. ToUkd 4.5 u 5.2).

[Ipemunasane om neuenue ¢ napeHmepantHu GHMUKOA2YIaHmu KM pusapoxkcadban

[Ipu Bb3pacTHHU, KOUTO B MOMEHTA MOJIy4aBaT NapeHTEPaIHU aHTHKOAryJIaHTH, NMPEyCTAaHOBSIBAHETO HA
MapeHTEePAIIHUA AaHTUKOAr'yJIaHT M 3ano4YBaHeTO Ha puBapokcabaH TpsioBa j1a ce ocbuuecTBaT 0 10 2 yaca
Mpead MOMEHTA 3a CJIEIBALLOTO MJAHOBO MPUJIOKEHHE Ha NapeHTepaIHUs JIEKAPCTBEH NMPOAYKT (Hamp.
HHCKOMOJIEKYJIEH XElap1H) UKW B MOMEHTA HA CIIHPAHE HA NPOALDKHTEIHOTO NPHII0KEHUE HA
[MapeHTEPaIHHUS JIEKAPCTBEH NMPOAYKT (Hanp. HHTPaBEHO3eH HepaKLIMOHUPaAH XENapuH).

IIpemunaeane om neuenue ¢ pusapoxcaban KoM napeHmepaIHu aHmuKoazy1aHmu
[IpeycranoBere npuema Ha KapaatykcaH W npuiioxeTe bpBarta 103a OT NapeHTepaJHus aH
B MOMEHTa, KOraTo TpsidBa ja ce npueme ciejBauiara jo3a KapaarykcaH.



Cneyuannu nonyrayuu

bvbpeuno yspexcoare

Bb3pacTHu:

OrpaHH4YeHHTE KIIMHUYHH JaHHH OT NMaLMUEHTH ¢ TeXKO ObOpeuHo yBpexaHe (KpeaTHHHHOB KJIMPbHC
15-29 ml/min) noka3sar, ye naa3mMeHUTE KOHLEHTPALIMK Ha puBapoKcadaH ca 3HaYuTeIHO noBHILeHH. [1o
Ta3u npuuvHa Kapaarykcan TpsabBa na ce npuiara BHUMATEIHO NMpH Te3u nauueHTH. He ce npenopbuBa
ynorpedara npu nauMeHTH ¢ KpeaTUHUHOB KJUPBbHC <15 ml/min (Bx. Touku 4.4 u 5.2).

[Ipu mauueHTH ¢ ymepeHa creneH Ha Ob0peuHo yBpexaaHe (KpeaTHHUHOB KiaupbHC 30-49 ml/min) wnu ¢
TeXKa cTeneH Ha ObOpeyHo yBpexaaHe (KpeaTHHUHOB KJIMPBHC 15-29 ml/min) ca BanuaHu cieaHuTe
MpenopbKH 3a J03UPAHE:

- 3a npoduIaKTHKA HA MHCYIT U CHCTEMHA eMOOJIHMs NPH NAaLMEHTH C HEKJIAMHO NPEAChPAHO
MBXKJEHE NPENOopbUYUTEIHATA 1032 € 15 mg BEIHBK AHEBHO (BXK. TOYKa 5.2).

- 3a neuenue Ha [IBT, nedyenue Ha BE u npodunakruka Ha peuuausupaiuy JIBT u BE: nauuenTure
TpsiOBa na Obaat siekyBaHu ¢ 15 mg 1Ba NbTH JHEBHO npe3 nbpBuTe 3 ceamMuLiM. Cliel TOBa, KOrato
npenopbyMTenHara 103a € 20 mg eauH nbT AHEBHO, TPsAOBA a ce 0OMUCIH HaMaJisBaHe Ha Jo3ara
ot 20 mg BeAHBXK JHEBHO HAa 15 Mg €1MH NbT JJHEBHO, aKO OLIEHEHUAT PUCK OT KbPBEHE 3a
nalMeHTa HaaXBbpJig pucka ot peunausupail IBT u BE. [Ipenopbkarta 3a ynorpebara Ha 15 mg
C€ OCHOBaBa Ha (PapMaKOKMHETHYHO MOJIEJIMPaHe U HE € NMPOoyYBaHa MPH Te3W KIHHHYHH YCIIOBHS
(Bx. Touku 4.4, 5.1 n 5.2).

Korato npenopbsuntentara no3a e 10 mg eaAMH mbT JHEBHO, HE ce HaJjiara T4 Ja ObJe KOpUrupaHa.

He ce Hanara KopekuMs Ha 103aTa NNpy NaLMEHTH C JieKa cTeneH Ha 6bOpeyuHo yBpex aaHe (KpeaTHHHHOB
knupbHC 50-80 ml/min) (Bx. Touka 5.2).

Heproopoono yepexcoare
KapaaTykcan € npoTHBOINOKa3aH NpH MaLKUeHTH ¢ YepHOAPOOHO 3a00siBaHe, CBbP3aHO C KOAryJ/onaTHs u

KJIMHHYHO 3HAYUM PHCK OT KbPBEHE, BKJIIOYMTEIHO nauudeHTH ¢ uupo3a ¢ Child Pugh B u C (Bxk. ToukH
43 uS5.2).

[Ionynayus 6 cmapuecka év3pacm
be3 kopekuus Ha ao3ara (BXK. Touka 5.2).

Tenecno meano
be3 kopekuus Ha q03aTa NpH Bb3pacTHH (BXK. TOuYKa 5.2).

llon
be3 kopekuus Ha f103aTa (BXK. Touka 5.2).

llayuenmu, noonodicenu Ha KapouosepP3uUo

[IpuembT Ha Kapaatykcan Moxke Aa 3anoyHe MM 1a NPOAB/DKH MPH MALUEHTH, NPH KOUTO MOXKE /1 €
Heo0XoaMMO KapanoBep3no. [1pu kapanoBep3Ho HacouBaHe OT TpaHce3odareanHa exokapauorpadus
(TEE) npu nauueHTH, KOUTO He ca OUJIK JIeKyBaHU C aHTHKOAryJaHTH, JeueHueto ¢ Kapaartykca




3allO4MBAHE Ha TEpaIlus U ONnpeaAcC/ISHE HA NMPOABbJDKHUTECIIHOCTTA H, TpﬂﬁB& Ja C€ UMart NnpeaBu /i
YCTAHOBCHHTEC MIPCNIOPBKH OT PbKOBOACTBATA 3a aHTUKOAryJIJaHTHO JICHEHHUE NPH NALUEHTH, NMOATO0KCHH
Ha KapAHOBEP3HO.

ITayuenmu ¢ nexnanno npedcvpoHo mvoicoene, koumo noonexcam na IKH (nepxymanna koponapna
UHMEPBEeHYUsl) C NOCMABSHE HA CMEHM
MmMa orpaHuyeH onuT no OTHOLIEHWE Ha HaMalleHa o3a 15 mg puBapokcabaH BeIHBXK JHEBHO (KK

10 mg puBapokcabaH BEIHbX JHEBHO 3a MALMEHTH C YMEPEHO TEXKKa CTerneH Ha ObOpeyHo yBpexaaHe
[KpeaTHHHHOB KJIUPBHC 30-49 ml/min]), B aonmbaHenune kbM P2Y 12 nuxuburtopa 3a 12 Mecella MakKCHMYM,
MpU MALHEHTH C HEKJIAMHO NMPEACHPAHO MBXKIEHE, KOUTO C€ HYXK/AAT OT epopajiHa aHTUKoaryJjJaHTHa
Tepanus U ca ounu noanoxenu Ha [IKH ¢ nocraBsine Ha cTeHT (BX. Touku 4.4 u 5.1).

[leduampuyuna nonyrayus
Hsima choTBeTHa ynotpeba Ha KapaartykcaH B neijuaTpyyHaTa nomy.Jiaus.

HauuH Ha npuoxkeHue

Bw3pacmnu
KapnartykcaH e 3a nepopajHO NpUJIOKEHHE.
Tabnerkure TpsiOBa na ce npueMar ¢ xpaHa (Bx. Touka 5.2).

Paszmpowaeane na mabremxume

[Ipn naumMeHTH, KOUTO HE MOraT Ja norrsluaTt TabaeTkure uenu, tabnerkara Kapaarykcan moxe aa ce
pa3TpoLUH U CMECH C BOJA HJIH 0BJIKOBO MIOPE HEMOCPEACTBEHO MPeIH YnoTpeda U J1a ce MpHJIoKH
nepopajHo. Ciel npuiaraHeTo Ha pasrpolueHu puaMupanu tabnetkn Kapaarykcas ot 15 mg uam 20 mg
no3ara TpsdBa aa Obae nociieiBaHa He3a0aBHO OT XpaHEHE.

Pa3tpoliieHaTa TabjieTka MOXe J1a ce npuJjara Cbllo M Ype3 CToMalllHa CoH/1a (BXK. TOUkH 5.2 1 6.6).

B ciyyait 4e nauMeHTBT M3IUII0E BEHAra 103ara WiH NnoBbpHe B paMKuTe Ha 30 MUHYTH clie]l
MPUJIOKEHHE Ha N03aTa, TpAOBa 1a ce Aane HoBa 103a. AKO 06aye NalueHTbT MOBbPHE MOBEYE OT

30 MHUHYTH cliel TpUeMa, 1o3aTta He TpsiOBa Ja ce npujiara OTHOBO M Clie/BaliiaTa 103a TpsiOBa ja ce B3eMe
Mo cxemara.

Tabnerkara He TpsOBa na ce pa3aens npu ONMT J1a ce HabaBH YacT OT jJo3ara B TabJerkara.

Pasmpowasane na mabremxkama

[Ipy manMeHTH, KOMTO HE MOrarT Ja noryrbLIaT TableTKUTe L, TpAOBa 1a ce W3MoJI3BaT MpaHyJiu 3a
rnepopajiHa cycneHsus. He e HaiMyHa noaxoaswa koHueHTpauus Ha Kapaarykcas. TpsOsa na ce
U3M0JI3Ba AJITEPHATUBEH MPOAYKT ChC ChlllaTa ChCTABKA.

AKO nepopajiHaTa CyCreH3Hsl HE € Ha pa3nojoKeHHe BeAHara, Korato ca M3rnucaHu 1034 15 mg uau

20 mg puBapokcadaHn, Te Mmorat Aa Obaar HabaBeHH, KaTo ce pa3Tpoiuu Tabserka 15 mg wim 20 mg u ce
CMECH C BOJA HJIH A0BJIKOBO IMIOPE HENMOCPEACTBEHO Npeaun ynorpeda U ce NpUIIoKH MEPOPaITHO.
PasrpoliueHara tabsieTka MOXe J1a Ce npuJiara 4pe3 Ha3oracTpajiHa WM CTOMalliHa COHJIa 3a XpaHeHe (BiXK.
TOYKH 5.2 1 6.6).

4.3 IlporuBonoka3zaHus




CBpbXUYBCTBUTEJIHOCT KbM aKTUBHOTO BELLIECTBO MJIM HAKOE OT MOMOLIHHTE BelllecTBa, H30POEHH B
Touka 6.1.

AKTHBHO, KJIHHHYHO 3HAaYUMO KbpPBEHE.

Jle3ust uiIM CbCTOsIHUE, aKO ObJe CYETEHO, Ye NMpeACTaBsiBa 3HAUHM PUCK 3a roJisMO KbpBeHe. ToBa Moxe
Jla BKJIFOUBA HACTOSALLA UJIM CKOPOLUHA raCTPOMHTECTHHAJIHA 513Ba, HAJIMYKE Ha 3JI0KAYECTBEHU HEOIMJa3MHu
C BUCOK PHCK 3a KbpBEHE, CKOPOLLIHO HapaHsBaHe Ha IIaBHUS UJIM rPbOHAYHUS MO3BK, CKOPOIIIHA
orepalus Ha riiaBHHs MO3bK, FPbOHAYHHUS MO3bK HJIH OYMTE, CKOPOLLIHA BbTpeYepernHa XeMoparus,
W3BECTHH HJIH CYCNIEKTHH e30(¢areajiHu BapuL4, apTepoOBEHO3HH MajihopMaLIiMK, CbJOBH aHEBPU3MH HIIH
roJIEMH MHTPAClHHAIHKU WM UHTpauepeOpaiHU Cb/I0BH aHOMaJIHH.

ENHOBpEMEHHOTO NI€YeHHeE ¢ PYTH aHTHKOAryJIaHTH, Hanp. HedpakuuoHupaH xenapuH (HOX),
HHCKOMOJIEKYJIHH X€MapuHH (€HOKCanapuH, aJiTenapyH U Ap.), MPOH3BOAHH Ha XernapvHa
(ponnanapuHykc M ap.), NepopaHu aHTUKoarylaHTu (BapdapuH, jaburarpas eTeKcuiar, anukcabas u
J1p.), OCBEH NMpH cnieuupUuuHU 0OCTOSATENCTBA 32 CMSIHA HA JIEYEHHETO C AHTHKOAryJaHT (BXK. Touka 4.2)
uiaM korato HOX ce npunara B 1034, HEOOXOAWMH 3a MOJAbPHKAHETO HA OTBOPEH LIEHTPAJIEH BEHO3EH
WJIM apTepHalieH KaTeTbp (BXK. Touka 4.5).

YepHoapoOHO 3a00i1sBaHe, CBbP3aHO € KOAryJonaTHsi i KJIMHHYHO 3HaYUM PHUCK OT KbpBEHE,
BKJIIOYHTENHO nauneHTH ¢ uupo3sa ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT U KbpMeHe (BX. Touka 4.6).
4.4 ChneuHajHH npeaynpexaeHusi H NpeAna3Hd MePKH NpH ynorpeda

[IpenopbuBa ce KIMHUYHO HAOMOAEHUE, CLOTBETCTBALIO Ha MPOBEXK/JaHaTa aHTHKOAryalus B X0/a Ha
LI€JINS IEPHOJL HA JICYCHHE.

Puck ot xemoparus

KakTo ¥ ¢ Apyru aHTHKOAryJlaHTH, NallMEHTHTE, KOWTO NMpHemaT puBapokcabdan, TpsOBa ja ce
Ha0JI01aBaT BHUMATEIIHO 3a NPU3HALM Ha KbpBeHe. [IpenopbuBa ce ynorpedara ¢ NOBUILIEHO BHUMAHHE
MpH CbCTOSAHUSA C NMOBHILEH pUCK 3a xemoparus. [Ipunoxenuero Ha Kapaatykcan TpsiOBa aa ce
MpeyCTaHOBH MpPHU NOsSIBA HA TE€XKa XeMoparus (Bx. Touka 4.9).

B KJIMHHYHHUTE NMPOYYBAHHUS JIMTABUYHO KbpPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMAILIHO-YPEBHUS TPAKT,
MUKOYO-TIONIOBHS TPAKT, BKJIFOYHUTEJIHO aDHOPMHO BarnHAJHO MJIM YBEJIMUYEHO MEHCTPYaJIHO KbpPBEHE) U
aHeMus ce HabJro1aBaT No-4eCTo NPH ABJITOCPOYHO JeYeHHE C pUBapokcabaH B CpaBHEHHE C JIEYEHHE C
ABK. Ilo Ta3u npuumHa, B 10MbIHEHHE KbM a/IEKBATHOTO KJIMHHYHO HabmoaeHue, 1abopaTopHO
H3CJIeIBaHE HA XeMOrjioOMHa/xemarokputa Ou MorJio a Objie OT 1oJji3a 3a OTKPMBAHE Ha OKYJITHO
KbpPBEHE M 3a OMnpejie/isiHe Ha KIIMHUYHATA 3HaYUMOCT Ha SBHO KbpPBEHE, M0 NMPELEeHKA Crope Ciyyas.

HsKOJIKO MOArpyNH NauueHTH, ONUCaHU MOAPOOHO NO-10J1y, Ca C MOBULLIEH PHCK OT KbpBeHe. Te3n

NaLWEHTH cie/iBa Aa ObAaT BHUMATEHO MPOoCieeHH 3a 6esie3d 1 CUMNTOMH Ha CBbP3aHH C KbpBEHE
YCJIOXKHEHHSI M aHEMHUA CJIe]] HAa4aloTO Ha JIEYEHUETO (BXK. To4ka 4.8).
[IpH BCAKO HEHU3SACHEHO MOHHXKAaBaHE Ha XeMOorJIo0MHa HJIM KPbBHOTO HalsiraHe TpsOBa
H3TOYHHK HA KbPBEHE.




Bbnpeku ye jieueHueTo ¢ puBapokcabaH He U3UCKBA PYTHHHO MpPOC/esiBaHEe Ha eKCNO3ULMsaTa, HUBaTa Ha
puBapokcabaH, U3MEpPEHH C KaJuOpUpaH TECT 3a KOJMYECTBEHO onpeaeasHe Ha aHTudakTop Xa, Morar Ja
ObaaT noJie3HH B U3BbHPEAHH CHTYallMM, KOraTo JJaHHUTE 3a €KCNO3ULUATA Ha puBapokcabaH Moxe na
MOMOrHaT 3a B3eMaHe Ha HH(OPMHUPAHHU KJIIMHUYHHU pELLIEHUS, Hanp. Npe03MpaHe U CrielliHa XUpYprus
(BX. Touka 5.1 u 5.2)

bbOpeyHO yBpexaaHe

[1pu Bb3pacTHH MaLUEHTH € TEXKKO ObOPEYHO yBpexaaHe (KpeaTHHUHOB KJIHpBbHC <30 ml/min) e
Bb3MOXHO IJIA3MEHUTE HUBA HA pUBapokcadaH na ObaaT 3HAYMTENHO MOBULLEHH (CpeaHo 1,6 MbTH),
KOETO MOXE Ja 0Be/ie 10 [TOBUILIEH PUCK OT KbpBeHe. KapaaTykcan TpabBa aa ce npujara BHUMATE/IHO
MpU NaLMEHTH C KPEaTHHUHOB KJIUPBHC 15-29 ml/min. He ce npenopbuBa ynorpedara npu nauueHTH ¢
KpeaTHHUHOB KJIUPBHC <15 ml/min (Bxk. Touku 4.2 u 5.2).

KapaarykcaHs TpsiOBa aa ce npujiara BHUMATEIHO NPH NalMeHTH ¢ ObOpeUYHO yBpex1aHe, noyyasally
€JHOBPEMEHHO JIPYTH JIEKApCTBA, KOUTO MOBUILABAT MJIa3MEHUTE KOHLUEHTPAalLMH Ha puBapokcadaH (Bix.
Touka 4.5).

B3aumMoaencTBUE C APYTH JEKAPCTBEHU MPOAYKTH

He ce npenopbyBa ynorpebara Ha puBapokcabaH npv nalMeHTH, KOMTO MOJIy4YaBaT €/lHOBPEMEHHO
CUCTEMHO JIEYEHHUE C a30J1I0BM aHTUMUKOTULIM (KAaTO KETOKOHA30J1, UTPAKOHA30J/1, BOPUKOHA30J1 U
nocakonason) wik HIV-nporea3un uuxuburopu (Hanp. putoHaBup). Te3u akTUBHU BELECTBA Ca MOLLHH
HHXUOUTOpH Ha CYP3A4 n Ha P-gp 1 no ta3u npyyrMHa MOrar Ja noBUILAT MJia3MeHaTa KOHLEHTpalUs Ha
puBapokcadaH 210 KJIMHHYHO 3HAYUMO HHBO (CpeaHO 2,6 MbTH), KOETO MOXKE Jia IOBE/1€ /10 MOBULIEH PUCK
OT KbpPBEHE.

HeobxoauMo € BHHMaHHWe NpH NalMEHTH, KOUTO €JHOBPEMEHHO Ca Ha JIeYEHHE C JIEKApCTBEHH MPOAYKTH,
KOMTO IMOBJIMSABAT XEMOCTa3aTa, KaTo HECTEPOUAHHU NpoTHBOBB3NanuTeHU cpeacTsa (HCIIBC),
alETUJICATMLIMJIOBA KUCEJIMHA U HHXUOUTOPHU HA TPOMOOUMTHATA arperauus UM CeJIeKTUBHH
HHXMOMTOPH HA OOpPaTHOTO 3axBalllaHe Ha cCepoTOHMHA (selective serotonin reuptake inhibitors, SSRI) u
HHXUOMTOPH HA OOpPaTHOTO 3axBalllaHe Ha CEPOTOHMHA M HOopenuHedpHHa (serotonin norepinephrine
reuptake inhibitors, SNRI). [Ipu nauueHTHTE C PUCK 3a YJILEPO3HO CTOMAILIHO-4PEBHO 3a00JIsIBAHE MOXKE
J1a c€ MOMHUCIIH 3a NOAXOASIO NPO(PUIAKTHUYHO JieyeHHe (BXK. Touka 4.5).

Jlpyru puckoBH (hakTOpH 3a KbpBEHE
KakTo u ¢ Apyru aHTHarperaHTHU CpeacTBa, puBapokcabaH He ce Mpenopb4sa NpH NaLUHEHTH C MOBHILEH
PHCK OT KbPBEHE, KaTo:

. BPOJAEHH WJIK NMPUJIOOUTH HAPYLUIEHUS B KPbBOCHCHPBAHETO
. HEKOHTPOJIMpaHa TeXKa apTepraliHa XUTNIEPTOHUS
. APYTo CTOMALIHO-4YpeBHO 3a00JisiBaHe 0€3 aKkTUBHO pa3si3BsBaHE, KOETO MOTEHUHAIHO MOXE /1

J0BEJIE 10 YCIIO0XKHEHUS C KbPBEHE (Halp. Bb3NaJUTEIHO 3a00JisBaHE Ha YepBaTa, €30(arur,
racTpUT H racrpoesogareanta peduaykcHa 6onecr)

. CbJ0Ba PETUHOMNATHUSA

. OpOHXHMEKTa3uu UJIM aHaMHe3a 3a KbpBeHe B Oenus apod

[lalmeHTH ¢ pakoBO 3ab0JsIBaHE
[TauMeHTHUTE ChC 3/I0KAYECTBEHO 3a00sIsiBAaHE MOXKE €IHOBPEMEHHO J1a Ca U3JIOKEHHU W Ha Mo-
OT KbpBEHE U TPOMOO3a. MHauBHUAYyanHaTa Non3a OT aHTUTPOMOOTHYHOTO JieYeHHe TpsOBa
CIIPSAAMO PHCKa OT KbPBEHE NMPH MAUMEHTH C aKTUBHO paKOBO 3a00JIsIBaHE B 3aBUCHMOCT O




TyMOpa, aHTHHEOIIaCTHYHATA TEpANus U CTaaus Ha 3a00asBaHeTo. TymMopuTe, pa3noioKeHH B
CTOMAILIHO-YPEBHUSA HJIH ITHKOYHO-T0JIOBHS TPAKT, Ca CBbP3aHH C MOBULLIEH PUCK OT KbPBEHE M0 BpeMe Ha
TepanusATa ¢ puBapokcadaH.

[Ipy nauMeHTH ChC 3/10KaYECTBEHH HOBOOOpa3yBaHUs C BACOK PUCK OT KbpBeHe, ynorpebara Ha
puBapokcabaH € NnpoTUBONOKa3aHa (BXk. Touka 4.3).

[[aliMeHTH C KJIanHU MPOTE3H

PuBapokcabaH He TpsiOBa J1a ce u3Mo3Ba 3a TpoMObonpoduIaKTHKa NpU NalMEHTH, KOUTO HACKOPO ca
MpeMUHAIM TpaHCKaTeTbpHa cMsiHa Ha aopTHara kjana (TKCAK). be3onacHoctra u eukacHocTTa Ha
puBapokcabaH He ca NPOYYEeHH NPU NALMEHTH CbC ChPACYHO KJIAMHO NMPOTE3UPAHE; M0 Ta3u NMPHUKHA,
HsMa IaHHHU B NOJIKpENna Ha TOBa, Y€ puBapoKcabdaH OCUIypsBa a/IeKBaTHa AHTMKOAryjaauus B Ta3u
rnomnyJsauus nauueHTH. JleueHuero ¢ KapaarykcaH He ce npenopb4Ba MNpH T€3M MaLMEHTH.

[TauueHTu ¢ anTudocdoaunuaeH CHHAPOM

JlupekTHO AeAcTBalM nepopaiiu antukoarynaiutu (JIJINAK), BkaounTeHo puBapokcabaH, He ce
NPenopbYBAT NPH MALMEHTH C aHaMHe3a 3a TpoM003a, KOUTO ca AMArHOCTULIMPaHHu ¢ aHTUdochonUnuaeH
cuHapoM. [To-creunanHo npu TpOHHO MO3UTUBHM NMALIMEHTH (3a JIyMYCEeH aHTHKOAIYJIaHT,
aHTHKapJHOJMIHHOBH aHTHTEA U aHTUTENA cpelty Oeta-2-rinukonporeuH 1), neyenuero ¢ JIJIITAK moxe
na ObJe CBbP3aHO C MOBULLIEHA YECTOTA HA MOBTAPSLLM ce TPOMOOTHYHH CHOUTHS B CPaBHEHHE C
TepanusTa C aHTarOHUCT Ha BUTaMUH K.

[TalMEeHTH ¢ HEKJIANHO NPEAChPAHO MbXAeHe, kouTo noanexar Ha [TIKU ¢ mocTaBsiHe HA CTEHT

Hanuyuu ca KIMHWYHM JaHHM, OJlyYE€HU OT HHTEPBEHLIHOHAJIHO MPOY4YBaHe, C OCHOBHA LIEJ1 U3CJIe[|BaHe
Ha 0e30MacHOCTTa MPH NALMEHTH C HEKJIAMHO MPEAChPAHO MbX/IEHEe, KOUTO ca Ouau noanoxenu Ha [TKUA
C NOCTaBsIHE HA CTEHT. JJaHHUTE 3a e(pUKACHOCTTA NPHU TA3W NONyJalus ca orpaHu4YeHH (BX. Touku 4.2 U
5.1). JIunceat naHHM 3a TaKMBa NALMEHTH C aHAMHE3a 3a HHCYIT/pexoaeH nexemuueH npuctsn (ITAID).

XEMOJMHAMHWYHO HECTAOMJIHU NalueHTu ¢ BE MM nauMeHTH, KOUTO ce HYXIAAT OT TPOMOOJIM3a MK
0enoapodbHa eMOOIEKTOMHUS

KapaarykcaH He ce npenopbuBa KaTo ajiTepHaTHBa Ha He(paKLIMOHUPAHUS XEMapyH MPH NaLUEHTH C
OenoapobeH eMO0NH3BM, KOUTO Ca XEMOAMHAMHUYHO HECTAOMJIHU MJIH HA KOMTO MOXE Jla C€ HaIrpaBH
TpoMOoIM3a Uik O6enoapobHa eMOONEKTOMMUS, Thil KaTo Oe30macHOCTTa H ePUKACHOCTTA Ha
pHBapokcabaH He ca YCTAHOBEHHM MPH Te3H KIMHHYHH CUTYAllUH.

CnuHanHa/enuypajiHa aHecTe3usl WK MYHKLHS
Koraro ce u3non3sa HeBpoakcHaliHa aHecTe3Hs (CMUHAIHA/eNu/ 1y pajiHa aHECTE3US ) HITH

CMIHHAJIHA/€NU 1y pajiHa MyHKUMUSA, NAUHEHTUTE, TPETHPAHU C aHTHArPEraHTHH CPEJICTBA 3a NPEBEHLIMS Ha
TPOMOOEMOOIHYHH YCIIOKHEHHS, Ca MOAJI0KEHH Ha PUCK OT NMOSABA HA €NUAYpaJIeH WJIH CIIMHAJIEH
XE€MAaTOM, KOWTO MOXE /1a I0BeJIe 10 AbJroCpOYHa UM TpaliHa napanu3a. To3u puCK MOXe /a Ce MOBHILH
OT NOCTOMEepaTHBHATa ynorpeda Ha BbBEX/alll eNuypalieH KaTeTbp HJIM €JHOBpPEMeHHaTa ynoTpeba Ha
JICKAPCTBEHHU MPOAYKTH, MOBJIMSBALLMN XeMOCTa3aTa. PUCKBT MOXe /1a Ce MOBHILLHU ChILIO TaKa U OT
TpaBMaTH4YHA MJIM MHOIOKpaTHa enulypajHa Uik cnuHaiHa nyHkuus. [launenture TpsabBa uecro aa
ObJaT npocieasBaHy 3a NPU3HALM U CHMIITOMH Ha HEBPOJIOTHYHO YBpEXK/AaHe (Hanp. H3TPhIIBaHE HIIH
c1aboCT B KpakaTa, AMCKOM(OPT B yepBaTa UM MUKOYHUS MeXYp). AKO Objie KOHCTAaTHpaH
HEBPOJIOrHYEH JePHLMT, ca HEOOXOAMMH CMNELIHO AMarHocTulMpaHne u gevyenue. [peau




aHTUKOAryJlaHTHA Tepanus, 3a TpoMoonpodunaktiuka. Hama knuHuyeH onut ¢ ynorpebara Ha 15 mg
puBapokcabaH B T€3U CUTYALUH.

3a HaMaJIsiBaHE Ha NMOTEHLMAJIHUS PUCK OT KbpPBEHE, CBbP3aHO C €/IHOBPEMEHHOTO MpHUJIaraHe Ha
puBapokcabaH U HEBpOaKCHaslHa (€NnuypajiHa /CIMHaHA) aHeCTE3Us WJIK CIIMHAJIHA MYHKLUMS, TpsOBa 1a
ce uma npeaBuj papMakOKMHETHYHUS npodus Ha puBapokcabaH. [TocTaBsHeTO WM NpeMaxBaHETO HA
eNUAypaJIeH KaTeTbp WM JiyMOaJIHa MyHKLHSA Ce U3BBPLLBA Hai-100pe, KOorato aHTUKOaryJaHTHUS eexT
Ha puBapokcabaH ce OLEeHsIBa KaTO HUCHK. Bbrpeku ToBa, TOUHOTO BpeMe 3a NMOCTHIraHe Ha JOCTATbYHO
HUCBK @aHTHKOAryJJaHTEH e()EKT 3a BCEKH MaLMEHTH HE € U3BECTHO W TpsbBa a Obae NPELEHEHO CNPSIMO
CMELIHOCTTa Ha AWarHOCTUYHATA NpoLe1ypa.

3a OTCTpaHsABAHETO HA ENUYPAHUS KaTeThP H Bb3 OCHOBA Ha 00LIHMTEe JapMAKOKHHETHYHH
XapaKTEePUCTUKH, MOHE 2X MOJYXKUBOTA, T.€. Hail-Masiko 18 yaca npu Maaau Bb3pacTHU MALMEHTH UK

26 yaca npy NalMEeHTH B CTapyecka Bb3pacT, TpsAOBa a ca MUHAJIM CJie]] MOC/IEAHOTO NPUJIOKEHHE Ha
puBapokcabaH (Bx. Touka 5.2). Ciiel OTCTPaHSBAHETO HA KaTETbpa, Hai-Mako 6 yaca TpsbBa Ja M3MHUHAT
[peau a ce MPUJIOKH cleaBalara 103a puBapokcadaH.

B ciiyuyali Ha TpaBMaTHYHO NMyHKTUpaHe NpUEeMbT Ha puBapokcabaH TpsiOBa J1a ce OTJ0XH ¢ 24 yaca.

[IpenopbKH 3a AO3UPAHETO NPEAU U CJie] MHBA3WBHU NMPOLEAYPH WO XUPYPrHYHH MHTEPBEHLIUM

AKO ce HaJjlara poBe)/JaHe Ha MHBAa3WBHA MpOLEAYpa UJIM XUPYpruuHa uHTepBeHuus, KapaaTykcan

15 mg TpsadBa na Obae crnpsiH M0 Bb3MOXKHOCT MOHE 24 yaca NpeA HHTEPBEHLMATA U Bb3 OCHOBA HA
KJIMHUYHATA NpELeHKa Ha JIEKyBall1s Jiekap. AKO rpoueaypara He Moxe aa Obae oTioxeHa, Tpabsa aa
Ce MPELEHH MOBHLIEHUAT PUCK OT KbpPBEHE CIPAMO CMELIHOCTTa HA MHTEPBEHLIMATA.

[IpuembT Ha KapaaTtykcaH TpsOBa 1a ce Bb300OHOBH Bb3MOXHO Hai-CKOpO clie]l HHBa3HBHATa npoLueaypa
WJIM XUpPYpruYyHaTa HHTEPBEHLUS, aKO KIMHUYHATA CUTYaLUsl TO3BOJISBA U € MOCTUIHATA a/IeKBaTHA
XE€MOCTas3a, KakTo € ONpeaesIeHO OT JIeKyBallUs Jjiekap (Bxk. Touka 5.2).

[lonynauus B cTapyecka Bb3pacT
C yBe/MYaBaHETO Ha Bb3PacTTa MOXE /1a Ce YBEJIMYM PUCKBLT OT XeMoparus (Bx. Touka 5.2).

JlepMaToJOru4yHu peaxkiiu

[To BpeMe Ha NOCTMapKETUHIOBO HabJIl0IeHHE BbB Bpb3Ka ¢ ynoTtpebara Ha puBapokcabaH ce chbolllana
38 CEPHO3HH KOXXHH peaKkLMH, BKIIKOYUTETHO CHHAPOM Ha Stevens-Johnson/TokcHYHa enuiepMaliHa
Hekposiu3a 1 DRESS cungpom (Bx. Touka 4.8). MU3rnexna, ye nauyMeHTHTE ca H3JIOXKEHH HA Hal-roIsaM
PHUCK OT T€3W peaKLMM B HAYaJIOTO HA TEPANUsATa: B MOBEYETO CIy4Yau HA4al0TO HA peaklusaTa ce
posBsiBa Mpe3 MbPBUTE CEAMHULM OT JieyeHHeTo. PuBapokcabaH TpsOBa na ce npeycTaHOBH MPH NMbpBa
MosiBa Ha TEXBbK KOXXEH OOpHUB (Harp. pa3npocTpaHsBall ce, MHTEH3UBEH U/UJIM CBbP3aH ¢ 00pa3yBaHETO
Ha MEXYPH) UJIHM ApyT NMPU3HAK HA CBPbXYYBCTBUTETHOCT, CBbP3aH C JIE3UW Ha JIMraBulaTa.

HUHdopmaums 3a NOMOILLHUTE BELLIECTBA

KapaarykcaH cbabpaka nakro3a. [lauMeHTH ¢ peiky HaceICTBEHU MpoOaeMH Ha HEMOHOCHMOCT KbM
rajlakto3a, ITbJIeH JIaKTa3eH ACPULMUT WJIK IMIHKO30-rajlakTo3Ha MajlabcopOuus He TpsiOBa 1a npueMar
TOBA JIEKApPCTBO.

To3u nexkapcTBeH NpoAyKT cbabpxka no-manko ot | mmol Hatpuii (23 mg) Ha Tabnerka, T.€. MOXeE Ja ce
KaXke, Y€ NMpaKTHYECKHU HE ChIAbpiKa HATPHIA.

4.5 B3aumopeHcTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H APYrH (pJOpMH HA B3aHMO )&

HMuxudutopu Ha CYP3A4 u P-gp




EAHOBpEMEHHOTO NPUJIOKEHUE HA puBapoKkcabaH 1 keTokoHa30a (400 mg eAuH MbT JHEBHO) HJIK
putoHasup (600 mg aBa NbTH AHEBHO) BOAM 110 2,6 mbTH/2,5 nbTH no-Bucoka cpeagHa AUC Ha
puBapokcabaH u 1,7 mbTi/1,6 nbTH No-BUcoKa cpe/iHa Cmax ChC 3HAUYUTETHO MOBHIIABAHE HA
(dapMakoaAMHAMHYHHUTE e(PEKTH, KOETO MOXE Jia JOBele A0 MOBULLIEH PUCK OT KbpBeHe, I1o Ta3u npuunHa
He ce npenopbyBa ynorpebara Ha KapaarykcaHn npu nauMeHTH, KOMTO NoJy4yaBaT €IHOBPEMEHHO
CHUCTEMHO JIEYEHHE C a30JI0BU aHTUMUKOTHULM KaTO KETOKOHA30J1, UTPAKOHA30J1, BODUKOHA30J1 U
rnocakoHasoJi, uiu ¢ HIV-nporeasiu HHXuOUTOpH. Te3H aKTUBHHU BELLIECTBA Ca MOLLHH HHXUOUTOPH HA

CYP3A4 u P-gp (Bx. Touka 4.4).

OuakBa ce aKkTHBHH BELLECTBA, KOUTO CHJIIHO HHXHMOMpAT caMO €/IHH OT MbTHLIATA Ha €JIMMHHHUPAHE Ha
puBapokcadan wiu CYP3A4 uaun P-gp na noBuiuar B no-MaJjika CTeNeH mia3sMeHHUTe KOHLUEHTPALMH Ha
puBapokcabaH. Hanpumep, knapurpomuuut (500 mg aBa mbTH JHEBHO), KOWTO Ce MpHeMa 3a CHJIEH
uHxuburop Ha CYP3A4 u ymepen nuuxuburop Ha P-gp, Boau a0 nosuiuaBane Ha cpeaHara AUC Ha
puBapokcabaH ¢ 1,5 mbTH ¥ Ha Cpax — € 1,4 nbTH. B3auMOAEHCTBUETO ¢ KIAPUTPOMHULIMH BEPOSITHO HE €
KIMHHYHO 3HAYHMO TPH MOBEYETO MALMEHTH, HO MOXKE Ja Ob1e NOTEHLHAJIHO 3HAYHUMO TNpH
BMCOKOPHCKOBH MaLMEHTH. (3a mauueHTH ¢ ObOpeyHO yBpexaaHe: BxK. Touka 4.4).

EpurpoMuunn (500 mg Tpu nbTH AHEBHO), KOTO MHXHOUpa ymepeHo CYP3A4 u P-gp, Boau 10 1,3 nbTH
nosuieHre Ha cpeaHata AUC v Cnax Ha puBapokcabaHd. B3anmo/1elicTBHETO C EPUTPOMHIIMH BEPOSTHO
HE € KJIHHHYHO 3HAa4YHUMO IPH MOBEYETO MALKEHTH, HO MOXKe Aa Ob/ie MOTEHLIMATHO 3Ha4YUMO TpH
BUCOKOPHCKOBH NMAaLIMEHTH.

[Ipu nuua c sieka crened Ha 6bOpeuHo yBpexaaHe epurpomMuiidH (500 mg Tpu MbTH JAHEBHO) BoaM 10 1,8-
KpaTHO noBHllaBaHe Ha cpeaHaTa AUC Ha puBapokcadbaH u 1,6 nbTH noBuieHHe Ha Cax B CPaBHEHHE C
HHJMBH/H C HOpMaJiHa ObOpeuHa ¢yHkuus. [Ipu nuua ¢ ymepeHa creneH Ha ObOpeYHO yBpexaaHe
€PHTPOMHLHUH € foBea 10 2,0 nbTH noBuiueHue Ha cpeaHata AUC Ha puBapokcabaH v 1,6 mbTH
MoBUILIEHHE HA Ciax B CPABHEHHE C HHAWBUAM C HOpMasiHa 6bOpeyHa pyHkuus. EdekTbT Ha
€PUTPOMHLIMH € aJUTUBEH KbM TO3H Ha ObOPEYHOTO yBpexaaHe (BxK. Touka 4.4).

®nykoHa30i (400 mg eadH NbT AHEBHO), KOHTO ce cMmsaTa 3a ymepeH nuxuourop Ha CYP3A4, Boau 10
nosuilaBaHe ¢ 1,4 nbTH Ha cpeanaTa AUC Ha puBapokcadaH u 1,3 nbTH Ha cpeiHaTa Cumax.
B3aumoneiicTsueTo ¢ ¢uykoHa3oJ1 BEpOSTHO HE € KIMHWYHO 3HAYMMO TMPH MOBEYETO MALUEHTH, HO MOXE
a ObJ1€ MOTEHUMAIHO 3HAYUMO NPH BUCOKOPUCKOBH NalMeHTH. (3a nauueHTH ¢ 6bOpEeUHO yBpeKIaHe:
BX. TOuka 4.4).

Karo ce umar npeaBua OrpaHHuEHHTE KIMHUYHH JJAHHH C IPOHEIapOH, €IHOBPEMEHHOTO NPUJIOKEHHE C
puBapokcabaH TpsOBa aa ce u30sraa.

AHTHUKOAI'yJIaHTH
Cnen koMOMHHPAHO MPHIOKEHHE HAa EHOKcanapuH (eHoKpaTHa 103a ot 40 mg) u puBapokcadaH
(enHokpaTHa n03a ot 10 mg) e HabnoaaBan aguTHBEH eeKT BbPXY aKTHBHOCTTA Ha aHTH(akTop Xa, Oe3
HHUKAKBH JIOMbJHUTEIHH e(QEeKTH N0 OTHOLIEHHe Ha koaryhauuoHHute tectose (PT, aPTT). EHokcanapuH
HE € MOBJIMsAN (hapMaKOKMHETHKATA HA puBapokcabaH.

[lopanyu noBHILIEHHS PUCK OT KbPBEHE € HEOOXOMMO BHUMAHHE MPH MallMEHTH, KOUTO ca Ha
€IHOBPEMEHHO JIEYEHHEe C APy AaHTUKOAryJIaHTH (BXK. TOUKHU 4.3 u 4.4).

HCIIBC/uHxubutopu Ha TpOMOOLMTHATA arperaius
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He e HabmonaBaHO KIMHUYHO 3HAYMMO YAbJXKaBaHe HA BPEMETO Ha KbPBEHE Clie/l €JHOBPEMEHHO
npHioxeHue Ha puBapokcaban (15 mg) u S00 mg HanpokceH. Bbnpeku ToBa € Bb3MOXKHO Ja MMa
MalLMEHTH C MO-U3pa3eH papMaKOAHHAMHYEH OTTOBOP.

He ca HabntofaBaHH KIMHUYHO 3HAYMMH (apMaKOKHHETHYHU UK (papMaKOoJMHAMHYHH B3aUMO,1eHCTBHUS
NMpH €IHOBPEMEHHO MPHJIOXKEHHE Ha puBapokcadbad U 500 mg aueTHicaJuLmniIOBa KHCEJIMHA.
Knonuporpen (300 mg HayanHa no03a, nocjieaBaHa ot 75 mg nojabpxaiia 103a) He € nokasali
(papMaKOKHHETHYHO B3auMozieicTBUE ¢ puBapokcadaH (15 mg), Ho e Hab/1I0AaBaHO 3HAYMMO YIb/IXKaBaHe
Ha BPEMETO Ha KbPBEHE MpPH €[1Ha MOArpyna naudeHTH, KOETO HE € KOPEJIMpaJio C arperauusaTa Ha
TpoMOouuTHTE, HUBaTa Ha P-cenextuH unu GPIIb/Illa peuentopure.

HeobxoanMMo € BHUMaHHWe NpH NMaLuHeHTH, KOMTO eaiHoBpeMeHHO ca jiekyBaHu ¢ HCIIBC (BkJounTeIHO
alleTHJICAJTMIMJIOBA KHCE/IMHA) U MHXUOUTOPU Ha TPOMOOLIMTHATA arperauus, NOHEXEe T€3H JIeKapCTBEHH
MPOAYKTH OOMKHOBEHO MOBUILIABAT PUCKA OT KbpBeHE (BXK. TOUka 4.4).

SSRI/SNRI

KakTo npu Apyru aHTHKOAryJJaHTH MOXe /1a CblIeCTBYBa Bb3MOXHOCT MalMEHTHTE Jia ca C MOBHILIEH
PUCK OT KbpBE€HE B Cjiy4yaH Ha cenbTCTBaLA ynorpeda cbe SSRI uau SNRI nopaau edekra uM Bbpxy
TPOMOOLIMTHTE, 3a KOITO ce chobuiasa. [Ipu chbnbTcTBaLA ynoTpeOa B KIIMHMYHATA MporpaMa ¢
puBapokcabaH, BbB BCHUYKH I'PyIH Ha JieYeHHe ce Habo1aBa YKCIIEHO M0-BUCOKA YECTOTa Ha IoJIsiM MU
HEroJIIM KJIMHUYHO 3HAYUM KPbBOM3JIUB.

Bapdapux

IIpemrHaBaHeTO OT jieueHHe ¢ aHTaroHucta Ha ButTaMuH K Bapdapun (INR 2,0 1o 3,0) kbM jieuenue ¢
puBapokcabaH (20 mg) uau ot puBapokcabaH (20 mg) kbm Bapdaput (INR 2,0 g0 3,0) nosuiiasa
CbOTHOLUEHHETO NMpOTPOMOMHOBO BpeMe/INR (HeonnacTuH) noBeye oT aAMTHBHO (BB3MOXKHO € Ja ce
Habaoaaear otaenHu croitHocT Ha INR o 12), nokaro edekrure no otHoweHnue Ha aPTT,
HHXHOMPAHETO HA aKTUBHOCTTA Ha (hakTop Xa M NOTeHlHala Ha eHJI0reHHHsI TPOMOMH ca AU THBHHU.
[Ipu xenanue na ce uscneasar papmakoanHaMuuHuTe €hekTH Ha puBapokcabaH B nepuojaa Ha CMsiHaTa
Ha TepanusaTa MOrart /a ce U3I0JI3BaT MoKa3aTe/Id KaTo akTUBHOCT Ha aHTH-(dakTop Xa, PiCT u Heptest,
MOHEXE TEe3H TECTOBE HE Ce€ MOBJMABAT OT BappapuH. Ha 4eTBbpTHS JI€H cliea nocieaHara J103a
Bap(apHH, BCHYKH nokaszarenu (BkJ. PT, aPTT, unxubupane Ha aktuBHocTTa Ha paktop Xa u ETP)
OTpa3sBaT €AMHCTBEHO e(eKTa Ha puBapokcabaH.

[1pu xenaHue aa ce uszcneasar papmakoauHaMHuHuTe ehekT Ha BapdapuH B Mepuoaa Ha CMsIHA Ha
TepanusaTa Moxe Ja ce u3nosssa udmepsaHeTo Ha INR npu Cyougn Ha puBapokcadaH (24 yaca cnen
MpeaAXOoJHHs NPHEM Ha pUBapoKcadaH), Thil KaTO TO3M NMOKAa3aTe Ce MOBJIMsABA B MUHUMAJIHA CTEMEH OT
puBapokcabaH B Ta3u BpeMeBa TOYKa.

He e HabmonaBaHo (apMakOKMHETHYHO B3auMoeicTBHE Mex1y BapdapHH U puBapokcabaH.

Huaykropu Ha CYP3A4
EnHOBpeMEHOTO NpHiIokeHHEe Ha puBapokcabad U MouHKg HHAYKTOp Ha CYP3A4 pudamMnuuuy Boau 10
okoJi0 50% noHuxkaBaHe Ha cpeaHata AUC 3a puBapokcabaH ¢ ycropeJaHo HaMaJisiBaHe Ha
papmakoauHamuuHuTe My edpektu. EnHoBpeMeHHarTa ynorpeba Ha puBapokcabaH ¢ Apyrd MOLHH
uHaykropu Ha CYP3A4 (nanp. penurount, kapbamazenut, hpeHobapOUTan WilH KbAT KAHTAPUOH
(Hypericum perforatum)) cbl10 MOXe Aa JOBE/IE 10 HaMaJIeHH MJ1a3MEHH KOHLIEHTPALIMM Ha
puBapokcabaH. 3aToBa TpsiOBa Ja ce u30srea eIHOBPEMEHHOTO MpHJiaraHe Ha MOLLHH MHIYKTOPH Ha

Jpyru CbbTCTBAILM TEPANUU
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He ca HabntonaBaHu KIIMHHYHO 3HAYMMHU (PAPMAKOKMHETUYHHU WK (PapMaKOJAMHAMHYHY B3aUMOAEHCTBUS
MpH €JHOBPEMEHHO NMPHJIOKEHHE Ha puBapokcadaH U Muaasonam (cyocrpar Ha CYP3A4), AMrokcux
(cyberpar Ha P-gp), atopBactatuH (cy6crpar Ha CYP3A4 u P-gp) unu omenpason (MHXHOHTOp Ha
MpOoTOHHaTa nommna). PuBapokcaban HUTO HHXMOKUPA, HUTO HHIYLIMPA HAKOSI OT OCHOBHHUTE U30(OpMH Ha

CYP, nanpumep CYP3A4.

JlabopaTOpHHU nokaszareJiu
Koarynaunonuure napamerpu (Hanp. PT, aPTT, HepTest) ce noBausiBat cnopes o4akBaHMATa C OrJie Ha
MEXaHHU3Ma Ha IeHCTBUE HAa puBapokcabaH (Bx. Touka 5.1).

4.6 DepruauTeT, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT

besonacHocTTa M erkacHOCTTAa HAa puBapokcabaH npu OpeMeHHH )KEHHU He ca YCTaHOBEHH.
[IpoyuBaHusATa MMPH )KHUBOTHH 110KA3BaT pPenpoyKTHBHA TOKCUYHOCT (BX. Touka 5.3). [Topaau
MOTEHLIHAJIHaTa peNnpOAyKTHBHA TOKCUUYHOCT, MPUCHLIUS PUCK OT KbpPBEHE U JIAHHUTE, MOKA3BalllH, Ye
pruBapokcabaH npeMuHaBa npes nJjaueHrara, Kapaarykcan e npoTuBonokasaH no BpeMe Ha OpeMeHHOCT
(BX. TOUKa 4.3).

XKenute ¢ nereposieH noteHuMan TpsdBa aa u30arear aa 3abpeMeHsBaT o BpeMe Ha JICYEHHETO C
pUBapoKcabaH.

KbpmeHe

besonacHocTTa M eukacHOCTTa HA puBapoKkcabaH NpH KbpMELLH XKEHH He ca ycTaHOBeHH. [IpoyuBanusTa
MpH )KMBOTHH M0Ka3Bar, 4ye puBapokcadaH ce cekpetupa B MasikoTo. [1o Ta3u npuunHa Kapaarykcas e
MPOTHBOMNOKA3aH B NepHo/Ja Ha KbpMeHe (BXK. TouKa 4.3). TpsaOBa aa ce B3eMe pellieHHe aiu Jia ce
[peyCTaHOBH KbPMEHETO HJIK J1a C€ NPEYCTaHOBH/a HE CE MPUJIOKH TEpanusTa.

Depruaurer

He ca npoBex1aHu KOHKPETHH NMPOy4BaHHs C puBapokcabaH NpH Xopa 3a OleHKa Ha e(heKTHTE M0
OTHOLLEHUE Ha pepTHinTeTa. [Ipu eaHO npoyuBaHe Mo OTHOLIEHWE Ha PEePTUIIHTETA NPH MBXKKH H
KEHCKH IMUIbXOBE HE ca HalJirogaBaHu e(peKTH (BK. TOUuka 5.3).

4.7 EdexTH BBpPXY ClIOCOOHOCTTA 32 odupaHe H paboTa ¢ MAIHHH

PuBapokcabaH noBiiusiBa B MaJjika CTeNneH cnocoOHOCTTa 3a odupaHe U padora ¢ MawkMHHi. Mma
CHOOILIEHHS 3a HEXEIAHW peakLMH, KaTO CHHKOMN (YeCTOTa: HEYECTH) M 3aMasiHOCT (4ecToTa: YecTH) (BXK.
TOYKa 4.8).

[TauneHTHTE, PH KOUTO CE€ Pa3BUAT TE3U HEXEJIaHU peaklH, He TpsAOBa aa wodupar WK paboTsT ¢
MAllMHH.

4.8 HexeaHH JlIeKAPCTBEHH peaKIHH

PestoMe Ha npoduna Ha 6e30nacHOCT
be3onacHocTTa Ha puBapokcabaH € NpoyyeHa B TPHHA/IECET OCHOBHH MpoyuBaHus ¢asa Il
1).

O061wo 69 608 Bb3pacTHM NauMeHTH B ieBeTHaaeceT npoyuBanus dasa 11l u 488 ne
nse npoyuBaHus Da3a Il u aBe npoyuBanus @aza 1l ca ¢ ekcno3uiuKus Ha pUuBapokK
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Tab6auna 1: bpo#i npoyyeHn nauHeHTH, 001112 JITHEBHA 1032 H MAKCHMAJIHA NPOABJKHTETHOCT Ha

JIEYEHHETO NPH NPOYYBAHHSA NPH Bb3PACTHH H NeAHATPHYHH nauueHTH Pa3za 111

Iloxazanue bpoii O0ma aueBHa 103a MakcumaiHa
nauHeHTH™ NPOABJ/IKHTETHOCT
HA JIeYeHHETOo

[IpodunakTuka Ha BEHO3€EH 6 097 10 mg 39 nuu
TpoMboembonu3bm (BTE) npu
Bb3PACTHHU MALIMEHTH,
MOJAJOXEHHU Ha NJAHOBO CTABHO
[MpOTE3UpaHEe HA Ta300eapeHara
HJIK HA KOJISHHATa CTaBa
[Ipodpunaktuka Ha BTE npwu 3997 10 mg 39 axwu
HEXUPYPrUYHH NALUEHTH
Jleuenue Ha abiOOKa BEHO3HA 6 790 Jlen 1-21: 30 mg 21 meceua
Tpombo3a ([IBT), 6enoapobeH Jen 22 v cnen Tosa: 20 mg
eMboiu3bM (BE) u Cnepn Haii-manko 6 Meceua:
npo@uJaKTHKA Ha peLIUIHBH 10 mg unu 20 mg
Jleuenue Ha BTE u 329 Ho3a, kopurupasa crnopea | 12 meceua
npoHIaKTHKA Ha pELUIUBHU Ha TEJECHOTO TErJo, 3a
BTE npu HOBOpO/iIeHH Ha MOCTHUIaHE HA EKCIIO3ULUS
TEPMHHA M JIela Ha Bb3pacT Nojl KaTo Ta3u, HabJo1aBaHa
18 roaunH cies 3anoyBaHe Ha MpH Bb3PaCTHH, JIEKYBAHH
CTaHAAPTHO aHTHUKOAT'YJIAHTHO 3a JIBT ¢ 20 mg
NIeYEHHUE. puBapokcabaH €IMH MbT

JIHEBHO
[IpodunakTika Ha HHCYJT U 7750 20 mg 41 meceua
cUCTeMHa eM0ous npu
MalMEHTH C HEKJIAMHO
MpeAChPAHO MBbXKIEHE
[Ipodpunaktuka Ha 10 225 S mg uiu 10 mg 31 meceua
aTepoTPOMOOTHYHH CHLOUTHS NPH CbOTBETHO, MPHJIOKEHH
[MaLKEHTH ClEe OCTbP KOPOHApEH €AHOBPEMEHHO WJIU 3a€/HO
cuagpom OKC ¢ ACK, nam ¢ ACK nntoc

KJIOMUAOrpes U

THKJIONUAWH
[IpodpunakTuka Ha 18 244 5 mg, NPHIO0KEHH 47 meceua
aTepoTPOMOOTHYHHU CLOUTHUS MPH enHoBpemMeHHO ¢ ACK unu
naureHTu ¢ KAB/ITAB 10 mg caMOCTOSTENIHO

326" 5 mg, npuIoKEHH 42 meceua

eaHoBpemeHHOo ¢ ACK

* %k

Hali-yecTo cpoOlaBaHUTE HeXeJlaHU peakLHK NMPH NallMeHTH, KOMTO MoJly4yaBaT pyuBa
XeMoparuu (Bx. Touka 4.4 v ,,Onucanue Ha u30paHHd HeXeNaHW peaklHH™ no-a0.y)
YECTO ChOOLaBAHUTE XEMOparuu ca enucrakcuc (4,5%) u kbpBeHe B CTOMAILIHO-YP

[TaumeHnTH, KOUTO ca OUNM eKCOHUPAHHU Ha MOHE €/1Ha 103a pUBapoKcabaH
Ot npoyuBaHero VOY AGER PAD
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Tabauna 2: Yecrora HAa CHLOMTHATA HA KbpPBeHe* H AaHEeMHS NMPH NANHEHTH ¢ eKCMO3HIHA Ha
pHBapoKcadaH B 3aBbPLIHJIHTE NIPOYYBAHUSA NPH Bb3PACTHH H neJHATPHYHH nanHenTn Pasza 111

IToka3aHue BesikakbB THI KbpBeHe AHeMHA

[IpodunakTuka Ha BEHO3€EH 6,8% OT nauueHTuTe 5,9% oT nauMeHTHuTe
Tpomboembon3bm (BTE) npu
Bb3PACTHH MALIMEHTH, NMOAJIOKEHH
Ha IJIAHOBO CTaBHO MPOTE3UPAHE
Ha Ta3o0eapeHaTa UM Ha
KOJISHHATa CTaBa

[TpodunakTHka Ha BEHO3EH 12,6% ot nauueHTUTE 2,1% o1 nauMeHTuTe
TpoMboemboau3bM (BTE) npu
HEXHPYPruHYHH MaLUEHTH

Jleuenue Ha /IBT, BE u 23% OT nauueHTUTe 1,6% oT nauMeHTUTE
MPOMUIAKTUKA HA PELUIUBH
Jleyenue Ha BTE u npodunaktuka | 39,5% or nauueHTHTe 4.6% OT nalMeHTUTE

Ha peuuauBu Ha BTE npwu
HOBOPOJEHH Ha TEPMHHA W Jela
Ha Bb3pacT noa 18 roauHu cien
3al104YBaHE HAa CTaHAAPTHO
AHTHKOAryJIaHTHO JIEYEHHE.
[IpodunakTHka Ha HHCYJT U 28 na 100 nauueHToronuuu | 2,5 Ha 100 nalHeHTOroIMHH
CUCTEMHa eMOOJIMs NMpU NallMeHTH
C HEKJIAMHO NPEACHPAHO MbXKJIEHE
[IpodunakTuka Ha 22 na 100 nauuentoroaunu | 1,4 Ha 100 nalueHTOroAMHU
aTepoTPOMOOTHYHHU CHLOUTHS TIPH
nauueHTH caenq OKC

[IpodpunakTuka Ha 6,7 Ha 100 naunenToroguuu | 0,15 Ha 100 nauueHToroguuu**
aTepOTPOMOOTHYHH CHOUTHS TIPH
MaLUeHTH C KAB/TIAB 8,38 Ha 100 0,74 Ha 100 ,
nauuemoronnun# MaUMEHTOrOAUHK* **
* Bcuuku cbOMTHS Ha KbpBEHE OT BCMUKH NMPOyYBaHHs ¢ puBapokcabaH ca chOpaHH, JOKJIaABaAHH U OLIEHEHH.

¥ B npoyusanero COMPASS ce Habnt01aBa HUCKA 4eCTOTa HA AHEMMUSI, Thil KaTO € NMPHJIOXKEH CEJIEKTUBEH

Moaxo/ 3a cbOMpaHe Ha HeXeJlaHW ChOMTHS.

¥**  TlpuioxeH e ceNleKTHBEH NMOAX0/ 3a CbOUpaHe HexeNnaHH ChOUTHS
7 Ot npoyuBanero VOY AGER PAD

CnUChbK Ha HEXEJIAHU PeaKliMi B TaOJUYEH BHJL

HecToTHTE Ha HEXKENAHUTE PEaKLIMM, CBbP3aHu C puBapokcadaH, NpH Bb3PACTHH U NMEAHATPHYHH
nauueHTH ca 00001enu B Tabnuua 3 no-gony no cucreMHo-opraiHu kiaacose (o MedDRA) u no
4yecToTa.

B 3aBUCHMOCT OT YecToTara Te ce OnpeaesiaT KaTo:

MHOI0 yecTH (=>1/10)

yectd (=1/100 no <1/10)

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

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

MHoOro peaku (<1/10 000)

C HEM3BECTHA YECTOTa (OT HAJIMYHHUTE IaHHHU He MOXe Ja Objie HanpaBeHa OLIeHKa)
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Tabauna 3: BcHuKH HeKelaHH peaKlHH, ChbOOIIEHH NPH Bb3PACTHH MANHEHTH B KJIHHHYHH
npoyuBanus ¢a3za I1l nau npu nocrMmapkeTHHrosa ynorpeda* u B aABe npoyuBanus ®aza I1 u nBe
npoyuBanus ®aza Il npn neqHATPHYHH NAUHEHTH

Yecn Heuectn Peaxu Mmuoro peaku C HensBecTHa
4ecToTa

Hapyumenusi Ha KpbBTa H THM(HATA CHCTEMA

AHeMHuS (BKIL TpombouuTo3sa
CbOTBETHH (BKJI. MOBU1LIABaAHE
nabopaTOpHH Ha Opos Ha
napaMeTpH) TPOMOOLIUTHTE)?,
TPOMOOLIMTONEHUS
Hapymenusi Ha HMyYHHATA CHCTEMA

AnepruyHa AHapuIaKTHYHH
peaKLus, peaKkiuy,
ajepruyeH BKJIKOYMTEJTHO
J€pMAaTHT, aHaUJIaKTHYEH
aHrMoe/IeM U LLIOK

aJepruyeH OTOK
Hapyuienusi Ha HepBHATa CHCTEMA

3aMastHOCT, Mo3b4eH H

rinaBodonune BETpEYEpErneH
KPbBOM3JIHB,
CUHKOI

Hapymenus Ha ouuTe

OueH
KPbBOHU3JIMB
(BKIJIL.
KOHIOHKTHUBAJICH
KPBBOH3JIUB)
CobpaevHH HApYHIEHHSA

Taxukapaus

CbaoBH HapymieHHs

XHUNOTOHMUA,

XeMaToM

PecnHpaTOpHH, IPBAHH M MEIHACTHHAJIHH HAPYUIEHHs

Enucrakcuc, Eo3uHodunna
X€MOITU3HC MHEBMOHMUS

CTromauiHo-4YpeBHH HapylleHHs

KbpBeHe ot Cyxora B ycrara
BEHIIUTE, WA no ”F/Cg.
CTOMAILLHO- \3 PN S

YpEBHHS TPAKT §
(BKJI. pEKTaJIHO = | SBpow
%
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YecTH HeuyecTn Peakn MHoro peaku C Hen3BecTHA
4ecToTa
KbpPBEHE),
CTOMALLIHO-
YPEBHH H
a0 JOMHMHAJIHH
OoskH,
AUCIIENCus,
rajexe, 3arnek”,
AUapus,
MnoBpblliaHe”
XenaToOHJHAPHH HAPYLIEHMS
[loBuiuaBaHe Ha | UepHOoapoOHO Kbarenuua,
TpaHCaMHHAa3UTe | YBpEXKIaHe, MOBHILIEHH
NOBHLLIEH CTOHHOCTH Ha
OunupyOuH, KOHKOIMPaHU$
NnoBULUEHA OMAMpyOuH (Cbe
anKasiHa Wi 0e3
docdarasa B €IHOBPEMEHHO
KpbBTa®, NOBHILIABAHE Ha
nosuwiena GGT* | ALT),
xoJjecTasa,
XenaTuT
(BKJIFOYHMTEJIHO
XenaTouenyJapHo
yBpeXaAaHe)
HapymeHHst Ha KOKaTa H NOAKOKHATA ThKaH
Copbex (BKIL. Yprukapus CuHapoM Ha
HEYeCTH Cllyyau Stevens-
Ha Johnson/TokcuuHa
reHepaau3upas enuaepMaliHa
cbpbex), oOpuB, HEKPOJIK3a,
EKXHMO3H, DRESS cuuapom
KOXXHU W
MOAKOXHHU
KpbBOHW3JIMBH
HapymieHHsi HA MYCKYJIHO-CKeJIETHATA CHCTEMA H CheIHHHTE/IHATA ThKaH
boska B XemapTpo3a KpbBOH3/1MB B KomnapTMeHT
KpaiHULKHTE® MY CKY.JI CHHJIPOM B
pe3yJsTaT Ha
KbpPBEHE
Hapymenns Ha 0bOpenHTe H NHKOYHHTE NbTHILA
KbpBeHe ot brOpeuHa
YPOr€HUTATHUS HEe10CTaTb4HOCT/
TPakT (BKJI. ocTpa ObOpeyHa
XeMaTypHs u HEA0CTE
MeHoparus®),
O6b0peyHOo

yBpexaaHe (BKJI.
MOBHLIECHHUE Ha
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Yectn HeuecTn Penku MHuoro peakn C Hen3BecTHa
4eCcTOoTa
KpeaTHHHHA U npeau3BUKa
MOBHUILIEHUE Ha xunonepdy3us,
ypesaTa B KpbBTa) HedponaTus,
CBbp3aHa C
AHTHKOAryJIaHTH
OO6mu HapymeHHsi H epeKTH HA MACTOTO HA NPHJIOKEHHE
[ToBuieHa Hepasnosioxxenue | Jlokanusupan
TeMrneparypa’, (BKJI. OTOK"
nepudepeH OToK, | NpUJOLIABaHE)
MOHMXKEHa o011a
CHUJIa U
€HEPru4yHOCT
(BKJI. yMOpa H
aCTCHUS)
H3cnenBanus
[ToBuwena LDHA,
MOBHILIEHA
nunasza’,
NOBHLLIEHA
amuJasza’
HapaHsiBaHMS, OTPaBSAHHS H YCJI0KHEHHSI, Bb3HHKHAJIH B Pe3yJITAT HA HHTEPBEHIHH
KbpBeHe cnen CbaoBa
HSIKaKBa [lceBnoaneBpu3ma®
npoueaypa (BKJI.
[MOCTONEpaTuBHA
aHEeMHUS H
KbpPBEHE OT
paHa), KOHTY3uH,
CEeKpeLUs OT
paHu"
A: HaOmonaBaHu npu npodunaktuka Ha BTE npu Bb3pacTHH NalMEHTH, NOMLIOKEHH Ha MJI1aHOBO CTABHO
MpoTe3upaHe Ha Ta300epeHaTa M KOJIAHHATa CTaBa
b: HaOmonaBaHu npH neyenue Ha JIBT, BE uau npodunakTika Ha peLnanBH, KATO MHOTO YECTH MPH KEHU
<55 roavHM
B: Ha0JI0IaBaHM KaTO HEYECTH NMpPH NpodUIaKTHKA HA aTepOTPOMOOTHYHH CbOUTHA NpH naumeHTH chen OKC
(cnea nepkyTaHHa KOPOHapHA HHTEPBEHLIMSA)
. [TpunoxeH e npeaBapUTENHO ONpeaeNeH CeNEeKTHBEH MOAX0/ 3a ChOMpaHe Ha HeKeNlaHH ChbOMTHS B M30paHu

npoyusanus (asa III. YecroTara Ha HexenaHUTe peaklK He € YBeH4YeHa H He € YCTAHOBEHa HOBa HEXKEeJlaHa
peakuus clie] aHajlu3 Ha TE3U Npoy4YBaHHUs.

Onucanue Ha U30PaHU HEXETAHH PEAKLIMH
[lopanu apmaxkosiornyHus My MEXaHHW3bM Ha aeicTBHe, ynotpebara Ha puBapokcabaH Moxe 1a ObJie
CBbp3aHa C NOBHUILIEH PUCK 33 OKYJITHO HJIH IBHO KbPBEHE OT BCSIKA ThKAaH WJIM OpraH, KOETo

M3XOJ1) LIE 3aBUCAT OT JIOKAJIM3aLMATa K CTENEeHTa UM 00eMa Ha KbpBEHETO H/WIIH aHe
4.9 ,IloBenenue npu kbpBeHe™). B KTMHUYHKTE NPOYYBAHUSA TMraBUYHO KbpBEHE (T.€
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CTOMALIHO-YPEBHHUSA TPAKT, THKOYO-MOJIOBUS TPAKT, BKJIOUYUTETHO AOHOPMHO BarMHAJIHO UJIM YBEJTHYEHO
MEHCTPYaJIHO KbPBEHE) U aHEMHUS ce HaboAaBaT No-4eCTo MPHU AbJrOCPOUHO JIeYeHHe ¢ puBapokcabaH B
cpaBHeHue ¢ ieueHre ¢ ABK. [1o Ta3u npuurHa, B 1ONbAHEHUE KbM aeKBATHOTO KJIMHHYHO
HaOmroneH e, 1abopaTopHO U3ciieIBaHe Ha XxeMoraobuHa/xematokpura 61 MorJio a O6be oT nosiza 3a
OTKPHMBAHE HA OKYJITHO KbPBEHE W 3a OlpeJe/isiHE Ha KIMHWYHATA 3HAYUMOCT Ha SIBHO KbPBEHE, M0
npeLeHKa cnopes ciy4das. Bb3MOXXHO € pUCKBT OT KbpBeHE /1a Ob/ie NOBUILEH NPU ONPEAE/IEHU Py U
MalMeHTH, HAMPUMEP MaLHEHTH C HEKOHTPOJIMPAHA TEXKKA apTepUaJiHA XUIIEPTOHUS W/UJIH HA
CbIIbTCTBALLIA TEpaMNKs, KOSATO MOBJIMABA XeMocTa3ara (Bx. Touka 4.4 ,,Puck ot xemoparus*). Bb3amMoxHo e
MEHCTPYaJIHOTO KbPBEHE /1a € M0-CUITHO W/UJIK NO-MPOABHKUTENHO. XEMOPArHuHUTE YCIIOKHEHHUS MOraT
Jla Ce€ NpOSIBAT KaTo cnadoct, OJeAHOCT, 3aMastHOCT, r1aBodoIMe WK HEOOSICHUMH OTOLH, AUCTIHES U
HeoOsCcHUM oK. Karo pe3ynrat oT aHeMusiTa B HAKOM Cly4aM ca HaOJliojaBaHi CHMNTOMH Ha ChpJieyHa
MCXEMHMSs, KaTo OOJIKa B IbPAUTE MJIU CTEHOKAPAUS.

MMa cboOLIEHHS 3a H3BECTHH YCI0XKHEHHUS B pe3yJITaT Ha TEKKO KbPBEHE, KATO KOMIAPTMEHT CHHAPOM M
ObOpeYHa HeJOCTAaTbYHOCT B pe3yJiTaT Ha Xunonepdysus, Wau HedponaTus, CBbp3aHa ¢
aHTHKOAryJjaHTH, MpH K3MoJi3BaHe Ha puBapokcadaH. [1o Ta3u npuyMHA BEPOATHOCTTA OT KbpBEHE TpsiOBa
Jla C€ UMa MpeaABUI NPH NpeLEeHKaTa Ha CbCTOSSHHETO HA BCEKHU MAllUEHT, KOHTO € MOJJIOKEH Ha
AHTUKOAryJIAaHTHO JIEYEHHE.

CpoOLiaBaHe Ha MOAO3UPAHH HEXEJIAHHW PeaKLIHM

CboOL1aBaHeTO HAa MNOJ0O3MPAaHH HEXKENIAHU PeaklLlMy ciell pa3peliaBaHe 3a ynorpeba Ha JeKapCTBEHHS
NPOAYKT € BaXHO. ToBa no3BoJisiBa Ja NpoAbJKH HaOMIOAEHHETO Ha CbOTHOLLIEHHETO NMOJ3a/pUCK 3a
JleKapCTBEHHU NMPOAYKT. OT MEAMLIMHCKHUTE CMIEUHATUCTH Ce€ U3UCKBA J1a choOI111aBaT BCsiKa NoJ03HpaHa
HeXeJlaHa peaklus Ype3 HallMOHAIHA CUcTeMa 3a chodlaBaHe kbM M3nbiHuTenHaTa areHuus no
nekapcrsara, yi. ,,Jlamss ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ilpeao3upane

[1pu BB3pacTHH, MMa CHOOLLEHHS 3a PEAKH Clyyau Ha npejao3upane 10 1 960 mg. B ciyyaii Ha
pexo3rpaHe, NalMeHTsT TpsA0Ba aa Obje Haba01aBaH BHUMATEJHO 33 YCJA0XHEHHS, CBbP3aHH ¢
KbpBEHE, WJIM IPYTHd HEXEJIaHH peakUHH (BXK. Touka ,,[loBeaenue npu kbpBeHe™). [lopaau orpanMyeHara
abcopOuus ce oyakBa edekT Ha HacuLaHe 6e3 J0NBIHUTENHO MOBHILIABAHE HA CPEeHATa MJla3MeHa
CKCMO3ULIMS NMPH CynpaTepaneBTHYHH 1034 puBapokcadbaH ot S0 mg Ui Mo-BMCOKH MPH Bb3PACTHH.
CoiuecTByBa cneunduyeH aHTaroHuCeT (aHaekcaHeT anda) 3a oOpblilaHe Ha (JapMaKOAMHAMUYHHUS eeKT
Ha puBapoKcabaH NMpH Bb3pacTHH (BXK. KpaTKaTa XapakTepUCTHKA Ha NPOJAYKTA, ChAbPKalll aHAEKCaHEeT
anda).

B ciiyyau Ha npenosvpatne Ha puBapokcabaH MOXe Ja ce MMa NpeIBH/1 U3MO0JI3BaAHETO HAa aKTHBEH BbIJIEH
3a HamaJisiBaHe Ha abcopOuusTa.

IloBe/IEHHE NPH KbPBEHE

AKO NpH MalMeHT Ha JIeYEHHe ¢ pHBapokcabaH ce pa3Bue CBbP3aHO C KbpPBEHE YCJIOKHEHHUE, Cle/IBAILIMAT
NpHEM Ha puBapokcadaH TpsOBa Ja ce OTJIOKH UJIH JIeYeHHETOo TpAOBa J1a ce NPeKpaTH, ako e
HeoOxoauMo. PHBapokcabaH WMa nosy»kMBOT OT 0K0J10 S 10 13 yaca npu Bb3pacTHu. [ToBeneHneTo
TpsA0OBa J1a € HHAWBUy AJIM3UPAHO B 3aBUCHUMOCT OT TEXKECTTA M JIOKAJIM3allMATA Ha KpbBOM3JIMBA. MoXe
Jia C€ U3M0JI3Ba MOAXOAAII0 CHMITOMATHYHO JIEYEHUE, KATO Hanp. MEXaHMYHa KOMIpecHs (Hafp—Rp
TEXBK €MUCTAKCHC), XMPYPrH4Ha XeMOCTas3a C Npoue/ypH 3a yCTaHOBSBAHE Ha KOHTPO mnls \

3aMecTBaHe Ha obema M MCPKH 34 NoAAbPXKAHE HA XEMOJHWHaAMHUKaTa, NpC/IMBaHE HA KPb¥HU DOJLY KS
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(EPUTPOLIMTEH KOHLIEHTPAT MJIM MPACHO 3aMpa3eHa rJjia3Ma B 3aBUCUMOCT OT acCOLlMMpAHATa aHEMUS WIIH
KOaryJionaTtus) Uiy TpoMOOLIUTH.

AKO KbpPBEHETO HE MOXKeE /1a ObJie OBNAJSHO C FOPENOCOYEHUTE MEPKH, TpsiOBa J1a ce 0OCHAM NPHJIAraHeTo
WM Ha crieuudUYHO HeyTPaJIu3upalllo CPeACTBO 3a MHXHOUTOP Ha dakTop Xa (aHaekcaHeTt ajida), KoeTo
aHTaroHusupa papMakoJHHaMHU4YHKs edekT Ha puBapokcabaH, WK Ha cnelUUYHO MTPOKOoaryJaHTHO
CPEACTBO, KaTO KOHLEHTpaT Ha npoTpoMOnHOBHS komiieke (KITTK), aktuBupan KOHUEHTpAT Ha
nporpomOuHoBUS kommieke (AKITTK) unu pexkombunanren gakrop Vlla (r-FVIla). Kbm MomeHTa oOaue
KJIMHUYHHUSAT OMUT OT MPHUJIAraHeTO HA TE3U NIEKAPCTBEHHU MPOAYKTH MPU Bb3PACTHH, MOJy4aBallly
puBapokcadbaH, € MHOro orpaHuueH. [Ipenopbkara ce OCHOBaBa U Ha OrpaHHY€HH HEKJIMHUYHH JaHHM.
Mosxe na ce 0OMHCIH NOBTOPHOTO NpHaraHe Ha pekoMOuHanTeH ¢aktop VIla u no3ara TpsbBa aa ce
TUTPHPA B 3aBUCHMOCT OT HAMAJIIBAHETO HA KbPBEHETO. B 3aBUCUMOCT OT Bb3MOXKHOCTTA Ha MACTO, B
Clly4ad Ha MaCHBHO KbpBeHeE, Tps0Ba 1a ce OOMHUCIIM KOHCYJITALUS CbC CMELHAIUCT MO KoaryJallHOHHH
HapylueHus (BX. Touka 5.1).

He ce o4akBa nporamuH cyn¢ar u BUTaMuH K 1a noBIMsBAT aHTHKOAryJaHTHaTa akTHBHOCT Ha
puBapokcabaH. OnUTHT C TpaHEKCaMOBa KHCEJIMHA € OrpaHUY€eH M JIMTNICBA TaKbB ¢ aMHHOKANpOHOBA
KHCEIMHA U allpOTHHHUH NMPU Bb3PAaCcTHH, MOJyyaBallld puBapokcabaH. HaimMa HUTO Hay4yHH JOKa3aTesicTBa
3a 01aronNpUATHO NMOBJHMABAHE, HUTO ONMHUT OT HU3MOJI3BAHETO HA CUCTEMHHMSI XEMOCTATHK JIE3MONPECUH NMPH
NaLMeHTH, nosyyvyasaly puBapokcadan. [lopaau BiucokaTa cTerneH Ha CBbp3BaHe C MJIa3MEHUTE NPOTEHHH
HE ce oYakBa pHBapokcabaH aa Moxe aa Obe OTAeNeH Ype3 Auan3a.

5. ®APMAKOJIOTHYHU CBOHUCTBA
5.1 dapmakoaHHAMHYHH CBOHCTBa

dapMakoTepaneBTHUYHA rpyna: AHTUTPOMOO3HH CpeICTBA, AUPEKTHU HHXHUOUTOPH Ha (akTop Xa, ATC
kon: BO1AFO1

MexaHu3bM Ha IEHCTBHE

PuBapokcabaH € BUCOKOCEJIEKTUBEH AUPEKTEH HHXHMOUTOP Ha (pakTOop Xa ¢ nepopajiHa OMOHAIMYHOCT.
MuxubupaHeTo Ha (pakTop Xa npekbCcBa BbTPELIHUS W BbHILLIEH MbT HA KOaryJjalMoOHHaTa Kackaja, KOeTo
MHXHOMpa KakTO GOpMHUpaHETO HA TPOMOUH, Taka H oOpa3yBaHeTo Ha TpoMOM. PuBapokcabaH He
HHXHOKMpa TpoMOKHa (akTHBUpaH ¢akTop II) u He ca HabMoaaBaHH epekTH BbPXY TPOMOOLIMTHTE.

dapmakoagMHaAMUYHH ePEKTH
[Ipu xopa e Habr01aBaHO 3aBUCHMO OT J03aTa HHXHOUpaHe Ha dakTtop Xa. [IpoTpoMOGHHOBOTO Bpeme
(Prothrombin time, PT) ce noBnusiBa 10303aBUCKMO OT puBapokcabaH B TACHA BPb3Ka C MJa3MEHUTE
koHUeHTpauuu (r=0,98), ako 3a Tecta ce usnonssa HeonnactuH. JIpyru pearentu 6uxa janu apyru
pesyaratd. Otuutanero Ha PT TpsOBa na craBa B cekyHau, noHexe INR e kanubpupaHo v BanuaMpaHo 3a
KyMapHHOBH NMPOJYKTH U HE MOXe [1a Ce MpuJiara 3a Ipyrd aHTHKOAryJjaHTH.

[Ipu naumeHTH, nonyyasauiy puBapokcadax 3a jsieyenne Ha JIBT u BE u npodunakTuka Ha peLiuuBH,
nepcentunute 5/95 3a PT (Heonnactun) 2—4 yaca ciea npuema Ha tadsierkara (T.€. KbM MOME
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otT 14 no 24 cexyHnau, a 3a 20 mg BeaHbx AHeBHO (18-30 yaca cinen npuema Ha Tabnerkara) ot 13 10

20 cexyHaH.

[Ipy naLMeHTHUTE C HEKNAMHO MPEACHPAHO MbXAECHE, MoayyaBally puBapokcadaH 3a npoduiakTika Ha
HHCYJIT U cHcTeMHa eMOouus, nepceHtuaute 5/95 3a PT (Heonnactun) 1-4 yaca cien npuema Ha
TabneTkara (T.e. KbM MOMEHTa Ha MaKCUMaJIeH e(eKT) NpH MauUEHTUTE, JeKyBaHu ¢ 20 mg eAUH MbT
JHEBHO, BapupaTt oT 14 10 40 ceKyH/H ¥ NPH MaLKHEHTH C yMepeHa cTeneH Ha ObOpeuyHo yBpexaaHe,
JIeKyBaHM ¢ 15 mg eauH nmbT AHeBHO, OT 10 10 50 cexynau. [1o Bpeme Ha Hali-HUCKaTa KOHUEHTpALIKS
(16-36 yaca cnen npuemMa Ha TabneTkaTta) nepceHTUNUTE 5/95 NpU nauMeHTUTE, JeKyBaHH ¢ 20 mg equH
BT IHEBHO, Ca B rpaHHLIMTE OT 12 10 26 CeKyH/ 14, a NpH NaLlUEHTUTE ¢ yMepeHa cTerneH Ha ObOpeyHo
YBpPEKJaHe, JIEKYBaHU € 15 mg e1IMH NMbT AHEBHO, OT 12 10 26 CeKyHAM.

B xn1HMKO-hapMaKkoI0rHyHO NpoyyYBaHe Ha 0OpaTUMHMTE NPOMEHH BbB apMakoJMHaAMHKaTa Ha
puBapokcabaH NpH 3/ipaBH Bb3pacTHHU A00poBOJLUM (n=22), € oueHsBaH epeKTbT Ha €AMHHYHH 103H

(50 IU/kg) Ha nBa pa3niyHu THNA KOHLUEHTpAT Ha npoTpoMbuHoBus komiuieke (KITTK), 3-dakropen
KOHLIEHTpaT Ha npoTpoMOUHOBHS KomIuieke (dakropu II, IX u X) u 4-hakTOopeH KOHLEHTpAT Ha
npoTpoMOuHOBHA KoMIuieke (pakropu I, VIL, IX u X). 3-pakTOpHUAT KOHLIEHTPAT HA MPOTPOMOHHOBHA
KOMIIJIEKC € MOHWXXHJI CPEIHUTE CTOMHOCTH Ha NPOTPOMOMHOBOTO BpeMe Ha HeornnacTuH ¢
npubusurenHo 1,0 cexynaa B pamkure Ha 30 MUHYTH, B CpPaBHEHHE C MOHH)KABAHE OT MPUOJIM3UTENHO
3,5 cexyHau Habmo1aBaHO ¢ 4-(haKTOPHHUS KOHLEHTPAT Ha MPOTPOMOHWHOBHS KOMILIEKC. 3a cpaBHEHHE, 3-
(paKTOPHUAT KOHLIEHTPAT Ha MPOTPOMOMHOBHUS KOMIUIEKC € MMaJl MO-TroJiAM U No-0bp3 06111 eheKT BbPXY
00paTUMHTE NIPOMEHH B EHAOIN€HHOTO 0Opa3yBaHe Ha TPOMOMH OT 4-(hakTOPHHS KOHLIEHTpAT Ha
NPOTPOMOMHOBHUS KOMILIEKC (BX. TOUuka 4.9).

AKTHBHPAHOTO napuxanHo TpoMborniactiHoBo BpeMme (aPTT) u HepTest cbiiio ca yab/okeHH B
3aBHCHMOCT OT /103aTa, HO M3MOJI3BAHETO UM 3a OLICHKA Ha (papmakoaMHaAMUUYHUS eeKT Ha puBapokcabaH
He ce mpenopbyBa. HsaMa HeoOXoauMOCT OT HabAEHHEe Ha KoaryJallMOHUTE apaMeTpH 1o BpeMe Ha
JICYEHHETO C pUBapoKcabaH B KJIMHHYHATA NPakTHKA. Bbnpeku ToBa, ako € KJIMHHYHO NOKa3aHo, HUBAaTa
Ha puBapokcabaH MoraTt jJa 6baaT u3MepBaHU C KaTHOpUpaHH KOJMYECTBEHH TECTOBE 3a aHTH(akTop Xa
(BX. TOuKa 5.2).

KJIMHHYHA e(DUKACHOCT U 0€30MacHOCT

lIpogpunaxmuxa na uncynm u cucmemna emooIUs NPU RAYUCHMU C HEKIANHO NPEOCHPOHO MbA*COCHE
KnuHuyHaTa nporpama 3a puBapokcadbaH e cbh3/1a/JieHa ¢ 1eJ1 aa nokaxe eukacHocTTa Ha puBapokcabaH
3a MPO(MPHUIAKTHKA HA HHCYJIT U CUCTEMHA eMOOJIHS NMPH NAUMEHTH C HEKJIAMHO NMPEACHPAHO MBKIEHE.
[Ipu ocHoBHOTO ABOMHHO-casno npoyuBaHe ROCKET AF 14 264 nauueHTy ca pa3npeaeneHu aa
noJiy4yaBaTt WM puBapokcadad 20 mg BeaAHBX AHEBHO (15 mg BeIHbX AHEBHO NPH MAlLlHEHTH C
KpeaTHHMHOB KIHPBHC 30-49 ml/min) unu Bapdapun ¢ Turpupane Ha jo3ara 10 INR 2,5 (TepaneBTHYHH
rpaHvuM 2,0 1o 3,0). MeanaHHata npoaAb/DKMTENIHOCT HA MPOBEEHOTO JieueHHe € 19 mecena, a obiara
MPOABHKUTENHOCT € 10 41 Meceua.

34,9% ot nauMeHTHTE ca JIEKyBaHH C alleTUiIcaauiuIoBa kucenuHa v 11,4% ca nekysanu ¢ kiac 11
aHTHAPUTMHUYHO CPEACTBO, BKJIHOUUTETHO AMHOAAPOH.

PrBapokcabaH e ¢ He mo-Manka epeKTHBHOCT OT BapdapuH 3a MbpBHYHATA ChCTAaBHA KpaiiHa TOYKa 3a
HHCYJNIT U cucTeMeH emMO0nu3bM U3BbH LIHC. B nonynauusTa no npoTokoa Ha JieueHue MHCYJIT I
CUCTEMHa eM00aus ce HabnoaaBat npu 188 MauMeHTH Ha pusapouzcaﬁaﬂ (1,71% na FO,.[IHH&) U npu 241




BTOPHUYHHUTE KpaHHH TOYKH, KAKTO ca U3ciieBaHu B epapxuyeH nopsabk B I'TT ananu3a, ca noka3aHu
Tabnuua 4.

Cpen nauueHTuTe B rpynara Ha BapgapuH INR cToiiHocTHTE ca B rpaHULIMTE HA TepaneBTHYHUS
auana3zoH (2,0 1o 3,0) cpeano 55% ot Bpemero (MeauaHa, 58%; HHTEpKBapTUIEH auana3oH 43 go 71).
EdextbT Ha pBapokcabaH He ce pa3yinuaBa Ha HUBO LieHTpaHO TTR (Bpeme B Tapreten INR 2,0-3,0)
IPH KBApPTUIKTE C eAHaKbB pasmep (P=0,74 3a B3auMoneiicreue). B Hail-ropHusi KBapTHJ O OTHOLLIEHHE
Ha ueHTbpa Koepuuuent Ha Puck (HR) 3a puBapokcaban cnpsimo Bapdapu e 0,74 (95% JIH, 0,49-1,12).

YecroTaTra Ha OCHOBHUTE pe3yJITaTH 3a 6€30MacHOCT (rOJEMH U HEroJeMH KIMHHYHO 3HAYUMHM
KPbBOM3JIMBH ) Ca NOJO0HHU 3a ABETE TepaneBTHUYHU rpynu (Bx. Tadbauua 5).

Tabnuua 4: Pesyaratu 3a epukacHoct ot ¢paza III ROCKET AF

IlpoyuBana ITT ana/iu3 Ha ePHKACHOCTTA NPH MANHEHTH ¢ HEKJIANHO NPeACHPAHO
nonyJiauHus MbK/1eHe
TepaneBruuna no3a | PuBapokcatdan 20 mg | Bappapun tutpupan | HR (95% AH) p-
€/IHH NbT JIHEBHO no INR 2,5 CTOHHOCT, TECT 3a
(15 mg BeAHBbK JHEBHO | (TepaneBTHYHH NpeBb3X0ACTBO
NPH NALHEHTH C rpanuuH 2,0 g0 3,0)
yMepeHa CTeleH Ha YecToTa Ha
ObOpeuYHo yBpexaaHe) | cbOMTHETO
Yecrora Ha cbOHTHETO | (100 NnanuenTo-
(100 nauuenTo- roOAMHH)
rOAHHH)
Uucynr u cucremHa | 269 306 0,88
eM6onus u3sbH LIHC | (2,12) (2,42) (0,74-1,03)
0,117
Hucynr, cucreMHa 572 609 0,94
eM0Oonus u3sbH LIHC | (4,51) (4,81) (0,84-1,05)
U CbJI0BA CMBPT 0,265
Hucynr, cucremHa 659 709 0,93
eM0O01Hus1 U3BBH (5.24) (5,65) (0,83-1,03)
[IHC, cpbaoBa cMbpT 0,158
M HH(]apKT Ha
MHUOKap/a
Mucynr 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMHa 20 27 0,74
emMoous (0,16) (0,21) (0,42-1,32)
u3BbH [THC 0,308
HUudapkr Ha 130 142 0,91
MHOKapaa (1,02) (1,11) (0,72-1,16)
0,464
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Ta6auua S: PesyaraTn 3a 6e3onacHoct ot ¢paza III ROCKET AF

[IpoyuBana ITauHeHTH ¢ HeKJIANHO NPeIChPIAHO MbK/IeHe"
nonyJialus
TepaneBTHYHA 1032 PuBapokcaban 20 mg | Bapdapuun tutpupan | HR (95% JIN) p-
€/lHH LT JIHEBHO no INR 2,5 CTOHHOCT
(15 mg BeaHBXK (TepaneBTHYHH
JHEBHO NPH rpanunu 2,0 1o 3,0)
NALHEHTH C YMepeHa
cTerneH HA ObLOpeYHOo YecToTa Ha
YBpeK/aaHe) cbOuTHETO
YecToTa Ha (100 naumenTo-
cLOHTHETO rOAMHH)
(100 nauuenTo-
rOAHHH)
[‘oneMu U HeroJieMu 1475 1 449 1,03 (0,96-1,11)
KIMHHYHO 3HAYUMH (14,91) (14,52) 0,442
KPbBOU3JIMBH
["'onemu 395 386 1,04 (0,90-1,20)
KPbBOHM3JIUBH (3,60) (3.45) 0,576
CMBpT B 27 55 0,50 (0,31-0,79)
pe3yaTar Ha (0,24) (0.48) 0,003
KbpBEHe*
KbpBeHe oT 91 133 0,69 (0,53-0,91)
KPUTHYEH (0,82) (1,18) 0,007
opran*
HMuTpakpanuaneH | 55 84 0,67 (0,47-0,93)
KpbBOU3JUB* (0,49) (0,74) 0,019
Cnang Ha 305 254 1,22 (1,03-1,44)
xemorJyiobuHa* (2,77) (2,26) 0,019
KpbBonpenusane | 183 149 1,25 (1,01-1,55)
Ha 2 Uiy noseue | (1,65) (1,32) 0,044
€AUHHLH
€PUTPOLIMTH UITH
usia KpbB*
Heronemu 1 185 1 151 1,04 (0,96-1,13)
KJIUHHUYHO 3HauuMHu | (11,80) (11,37) 0,345
KPbBOM3JIMBH
CMBPTHOCT MO 208 250 0,85 (0,70-1,02)
BCSIKAKBU NPHYUHH (1,87) (2,21) 0,073

a)

*

HOH}’J'I&[].HH HM3IMHTBAHA MO OTHOUWCHHUE Ha GBBDﬂaCHOCT, Ha JICYHECHHEC

HoMHHaIHO 3HAYHUMH

B nonbanenue kbM npoyusadeto ¢asa [Il ROCKET AF, e npoBeaeHo npocneKTHBHO,

MOCTMAPKETHHIOBO, HEHHTEPBEHLIHAHAJIHO, OTBOPEHO KOXOPTHO NnpoyuBaHe ¢ eaHo pamo (XANTUS) ¢

OCHOBEH U3XO0/[l, BKJIKOUBAL TPOMOOEMOOIMYHH CLOUTHS U rOJIIMO KbpBeHe. 6 704 nalueHTa ¢ HEKJIAMHO
NMPeACbPAHO MBX/AEHE ca OUJIM BKIIIOYEHH 3a NPOPHUIAKTHKA HA HHCYJIT U eMOO/IHSl H3BBbH LIEHTpaJiHaTa
HepBHa cucTema (LIHC) npu peannu ycnosus. Cpenuure pesynrath Ha CHADS?2 ca 6uipe®s
BLED ca ousu 2,0 npu XANTUS, B cpaBHeHue cbe cpeanuTte pesyaratd Ha CHAD / %
3,5 n 2,8 chorBeTHO npu ROCKET AF. 'onisMo kbpBeHe € HabroaaBaHo npu 2,1 ¢
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BbTpeuepeneH KpbBou3auB npu 0,4 ciayyas 3a 100 naumento-roaunu. Mucynt uiau em60ust u3sbH LJHC
ca peructpupanu npu 0,8 ciyyas 3a 100 nauneHTO-roAHHH.

Te3u HabnroaeHHs B pealiHi YCJIOBHUS ca B CbOTBETCTBHE C YCTAaHOBEHHs NMPodu Ha 6€30MacHOCT MPH
TOBA MOKa3aHHe.

B nocTMapkeTHHIrOBO HEMHTEPBEHLIMOHAIHO Npoyy4BaHe npu noseye oT 162 000 nauueHTH OT YETHPH
ObpXKaBH pUBapoKcadaH € npeanucaH 3a npoduiiakTuka Ha HHCYAT U CUCTEMHA eMOOJIHS NPH MALMEHTH C
HEKJIaIMHO NPeAChPAHO MbXxeHe. HecTorara Ha chOuTHsTa 32 HcxeMuyeH uHeyaT e 0,70 (95% CI
0,44-1,13) 3a 100 nauueHtroroguuu. KbpBeHe, KOETO BOJAM 0 XOCMHUTAIN3ALMS, HACTBIBA C YECTOTA HA
cbOuTHATa Ha 100 naunentoroaunuu 0,43 (95% CI 0,31-0,59) 3a BbTpeuepenen KpbBou3sius, 1,04 (95%
C1 0,65-1,66) 3a cromaiuHo-upeBHO kbpBeHe, 0,41 (95% CI 0,31-0,53) 3a yporenuranHo kbpsene u 0,40
(95% CI 0,25-0,65) 3a apyro KbpBeHeE.

[lauMeHTH, NOAJI0KEHU HA KApAMOBEP3HO

[IpocnekTHBHO, paHAOMHU3UPaHO, OTBOPEHO, MHOTOLIEHTPOBO, EKCIIJIOPATOPHO MPOYYBAHE ChC 3aciieNeHa
OlleHKa Ha KpaHHara Toyka (X-VERT) e nposeaeno npu 1 504 nauveHTH (HeneKyBaHH J0cera C
MepopajaH{ aHTHKOAryJIaHTH M JIEKY BAHH MPEABAPUTEIHO) C HEKJIAMHO MPEACHPAHO MbXK/IEHE MIaHUPaHO
3a KapAMOBEP3HO, 34 Jla Ce HalpaBHU CPaBHEHHE MEX Y puBapokcabaH U aganTupaHa no3a ABK
(paHaoMH3HpaHo 2:1), 3a npeBeHLUs Ha CbPAEYHOCHA0BH ChOUTHS. M3M013BaHu ca CTpaTeruu ¢
nomoliuTa Ha HacoyBaHe upe3 TEE (1-5 aHu npeaBapuTeHO ieyeHue) WIH KOHBEHLIHOHAJIHO
KapJAMOBEP31O (Hal-MaJIKO TPH CEJAMULM NPEABAPUTENHO JieyeHue). [TbpBuYHKUTE pe3yJiTaTh 3a
e(pukacHOCT (BCHUKH MHCYJITH, IPEXO/IHa HCXEMHYHA aTaka, CHCTeMHa eM0ons HecBbp3aH ¢ L[HC,
HHpapkT Ha muokapaa (MH) u cepaeuHocb0Ba cMBPT) ca ce nossuiau npu 5 (0,5%) nauMeHTH B rpynara
Ha puBapokcabaH (n=978) u 5 (1,0%) mauuenra B rpynara Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73;
Moaupuumupana ITT-nonynauus). OcHOBHUAT pe3yaTar 3a 6e30nacHOCT (MAaCHBHO KbPBEHE) C€ € MOSBHII
npH 6 (0,6%) u 4 (0,8%) nauuenTtu B rpynute Ha puBapokcadbad (n=988) u ABK (n=499) cboTBETHO,
(RR 0,76; 95% CI 0,21-2,67; 6e3onacHa nonynauus). ToBa ekcrniopaTopHo Mpoy4YBaHe € 1oKas3auo
CpaBHMMa e(hUKACHOCT K 0€30MacHOCT MeX Ay IpynuTe Ha JiedyeHue ¢ puBapokcaban u ABK B ycioBusTa
Ha KapAHOBEP3HO.

[TalMeHTH ¢ HEKJIANHO NpeAChPAHO MbXIaeHe, kouTo noiexart Ha [TKH ¢ nocraBsiHe HA CTEHT
M3BBbpILIEHO € paHIOMH3UPAHO, OTKPHUTO, MHOToLIeHTpoBO npoyyBaHe (PIONEER AF-PCI) ¢

2 124 nauueHTH ¢ HeKJanHo NpeACLPAHO MbXJIEHe, KOUTO ca 6uiu noaioxeHu Ha [TKH, ¢ nocrassiHe Ha
CTEHT 3a MbPBHYHO aTEPOCKIEPOTHYHO 3a001siBaHE, 3a CpaBHABaHE Ha OE30MacHOCTTA Ha JIB€ CXEMH Ha
puBapokcadbaH u enHa ABK-cxema. [TauuenTure ca 6unu pasnpeaeneHu Ha ciydaeH npuHuumn 1:1:1 3a
obwa 12-meceyna tepanus. [Tauuentu ¢ anaMmuesa 3a uucy T uiau [THUIT ca uskinoyeHw.

['pyna 1 nosryyaBa puBapokcabaH BeHbk AHEBHO 15 mg (10 mg BeiHbK AHEBHO MPH MALUEHTH C
KpeaTHHUHOB KJIHPBHC 30-49 ml/min) nmoc P2Y 12 uuxubutop. ['pyna 2 nonyuasa 2,5 mg puBapokcaban
ABa MbTH AHEBHO 3aeHO ¢ JITAC (1BoiiHa Tepanus ¢ aHTHarperaHTHH CPeACTBA, HaMp. KJIONUAO0rpel

75 mg [unu 3amectBamg P2Y 12 unxuburop] nitoc HUCKa 1032 aleTuicanuuuiosa kucenuHa [ACK]) 3a
1, 6 uam 12 Meceua, nocaensana ot puapokcaban 15 mg (unu 10 mg 3a nauMeHTH ¢ KpeaTHHUHOB
KIupbHC 30-49 ml/min) BeaHbxk AHEBHO, nuoc Hucka jo3a ACK. I'pyna 3 nosyyaBa kopurupasa a03a
VKA nmoc JITAC 3a 1, 6 unu 12 meceua, nocieasana ot kopurupana go3a VKA miroc vucka no3a ACK.
l_['prH‘{HaTa KpaKHa To4ka 3a 0€30MacHOCT, KIMHMYHO 3HAYMMHUTE CJy4Yau Ha KbPBEHE, Ce nosiBsSiBaT Npy

TOYKa (C'bCTaBEHa OT CbpAae4YHO-Cb0BH CbOUTHS CC cMbpT, MU MM HHCYNT), € H
41 (5,9%), 36 (5,1%) u 36 (5,2%) yyactHuuu B rpyna 1, rpyna 2 v rpyna 3, CbOTBHTHD

2
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KbpBEHE, B CpaBHEHHE ¢ VK A-cxemarta npu nauMeHTH ¢ HeKJIanHo NpeIChbpAHHO MbXK/IEHE, KOUTO ca
Oounnu nopnoxenu Ha [1KH ¢ nocraBsiHe Ha CTEHT.

OcHosnara uen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHoctra. JlJaHHHTE OTHOCHO €(DMKACHOCTTA
(BKJIFOYHTETHO TPOMOOEMOOIMYHY SBJICHHUS ) NMPHU Ta3W NOMYyJalUs ca OrpaHHYEHH.

Jlewenue na /[BT, BE u npojurakmuxa na peyuousupawu JIBT u BE

KnnHnyHara nporpama ¢ puBapokcabaH € rnjaHupasa ¢ e Ja AeMOHCTpUpa eUKaCHOCTTa Ha
puBapokcadaH MpH HAYaJIHOTO M MPOABLIKUTENHOTO JeueHue Ha octpu JIBT u BE u npoduiakTukara Ha
pPEeLUHUAUBH.

Han 12 800 nauueHTH ca npoOy4€HH B YETUPH PaHJIOMU3UPAHHU, KOHTPOJIMPAHH KIMHUYHH MTPOYYBAHUS
¢a3a III (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) 1 10nbIHHTENHO € npoBeeH
npeaABapUTenHO AepuHUpaH cOOpeH aHanu3 Ha npoyuBaHusaTa Einstein DVT u Einstein PE. O6iuara
KOMOMHHMpPaHa NpOAb/DKMTENHOCT HA JIEYEHHETO 3a BCHYKH Npoy4BaHus € 10 21 mecela.

B npoyusaneTo Einstein DVT 3 449 nauuenTn ¢ octpa JIBT ca npoyuenu 3a neuenuero Ha JIBT u 3a
npodunaktuka Ha peunauBupaiiy JIBT u BE (nauyuenture cbe cumnromaruyen BE ca u3kioueHu ot
TOBa npoyusaHe). [IpoabpkuTenHocTTa Ha neyeHueTo e 3, 6 unu 12 Mecelia B 3aBUCMMOCT OT KJIMHUYHATA
NpeLeHKa Ha U3CJIeN0BaTeIs.

3a ne4yeHHeTo npe3 nbpeuTe 3 ceaMuun Ha octpa JIBT ca npunaranu 15 mg puBapokcabaH 1Ba MbTH
AHeBHo. Criesl ToBa jie4eHHeTo npoab/kasa ¢ 20 mg puBapokcabaH €HH MbT JHEBHO.

B npoyusaneto Einstein PE 4 832 nauuenTth ¢ octbp PE ca npoyuenu 3a neyenuero Ha BE u 3a
npodunaktuka Ha peunausupawd BT u BE. [IpoasmxutenHocrra Ha neueHueTo € 3, 6 uiau 12 meceua B
3aBUCHMOCT OT KJIMHUYHATA MpPeLeHKa Ha W3CieloBaTeNs.

3a neyeHueTo Ha octbp BE npes nbpBuTte 3 ceamuuu ca npunaraiu 15 mg puBapokcabaH 1Ba MbTH
nHeBHO. Cniell TOBA jeyeHHeTo npoabinkasa ¢ 20 mg puBapokcabaH eIMH MbT JHEBHO.

H npu asere npoyysanus Einstein DVT u Einstein PE cpaBHUTENHOTO JieyeHne BKIIOYBA EHOKCANapHuH B
MPOABJ/DKEHHE Ha MOHE 5 AHH B KOMOUHALMS ¢ AHTArOHUCT HA BUTAMHMH K 10 mocTHraHe Ha CTOMHOCT 3a
PT/INR B TepaneBTHyHMTE rpaHuum (>2,0). JleyeHHETO MPOABIKABA C AHTATOHMCT HA BUTaMHH K, kato
Jo03aTta My € TakaBa, 4ye ctoiiHocTuTe 3a PT/INR na ca B repaneBTuynute rpanuuu ot 2,0 a0 3,0.

B npoyusanerto Einstein Extension 1 197 nauuentu ¢ JIBT uau BE ca npoyuenu 3a npodunaktuka Ha
peunguBupaium JIBT u BE. [IpoabinkurenHocTra Ha JjeueHueTo o0xBalla AONbJIHUTEIHU 6 WU

12 Mecena npy NauMeHTH, KOUTO Ca MPEMHUHAJIM KYpC Ha jiedeHue oT 6 10 12 Mecela Ha BEHO3€EH
TPOMOOEMOOJIM3BM B 3aBUCHMOCT OT KJIMHMYHATA NpeleHka Ha uicneaoaresisa. CpaBHsBa ce
puBapokcabaH 20 mg BeHBbX JHEBHO ¢ nuaueoo.

[Tpoyusanusita Einstein DVT, PE n Extension u3nosi3Bar eiHH ¥ CbLIM IPpEBAPUTENIHO AeHUHUPAHH
NbPBUYHU U BTOPHUYHH PE3YJITATH 32 ePUKACHOCT. [IbpBUYHUAT pe3ynTaT 3a ePUKACHOCT €
CUMITOMATHY€EH peLUAHBHpalL BeHO3eH TpoMboemOonusbm (BTE), nepurupan kato checraBeH ot
peunausupaiia JIBT uiu neranen unu Heneraned BE. BropuunusT pesyarar 3a eMKacHOCT ce
neduHUpa KaTo cbhueTaHue oT peunauBupauia JIBT, veneranen BE u cMbpTHOCT HE3aBUCHMO OT
MpUYUHATA.

B npoyusane Einstein Choice 3 396 nauuenTu ¢ norsbpaena cumnromaruyna JIBT u/uau BE, kouTo ca
3aBBPIIKIIH 6 10 12-MeceyHO aHTHKOAryJIaHTHO JIEYeHHE, ca NPOYYEHH 3a npo(bunam reraned bE
H HesieTanHu cuMnToMatiyiu JIBT wnu BE. [Taunenture ¢ nokazanue 3a npoabink / Q@Aﬂ N0 ng,
AHTHKOAryJIAaHTHO JIeYEHHE C TEPANEBTHYHA /103a Ca U3KITFOYEHH OT MPOYUYBAHETO. /l’ ofo, %
Ha JIeYeHHeTOo e /10 12 Mecena B 3aBUCUMOCT OT J1aTaTa Ha MHANBUY AJTHOTO paHafMESypafiatiies
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351 nuu). PuBapokcaban 20 mg BeAHbXk JHEBHO W puBapokcabaH 10 mg BegHBXK JHEBHO Ca CPABHEHH ChC
100 mg aueTuicalMIMI0Ba KHCENTMHA BEHBK JHEBHO.

[IepBHYHUAT pe3ynTaT 3a €PUKACHOCT € CUMIITOMATHYEH peLWAHBHpalll BEHO3eH TpPOMO0eMBOIH3BM
(BTE), nedunupan karo cmecuuara ot peuuausupaina JIBT uaun neranen wiu HeneraneH BE.

B npoyusaneto Einstein DVT (Bx. Tabnuua 5) ce noka3Ba, ue puBapokcadaH € ¢ He Mo-Malka
epekTHBHOCT OT eHokcanapuH/ABK 3a nbpBuuHHs pe3yarar 3a epukacHocT (p <0,0001 (Tect 3a He mo-
masika epextuBHOCT); Koeduuuent Ha Puck (HR): 0,680 (0,443-1,042), p=0,076 (tecT 3a
npeBb3X0oACTBO)). IIpeaBapuTenHo aepHUpaHa HETHA KIMHUYHA NoJi3a (MbpPBUYEH pe3yJiTaT 3a
e(pHMKacCHOCT MJIKOC KpbBOU3IHBH) ce chobiana ¢ HR 0,67 ((95% JIU: 0,47-0,95), HoMHHaIHA p-CTOHHOCT
p=0,027) B non3a Ha puBapokcadaH. INR croiiHocTUTE ca B TepaneBTHYHHSA qHana3oH cpeaHo 60,3% ot
BPEMETO MPHU CpeiHA MPOABJDKUTEIHOCT Ha JIe4eHUEeTOo OT 189 nnu, n 55,4%, 60,1%, u 62,8% ot BpemeTo
[PH rPYNHUTE C MIAHUPAHO JI€YEHHE C NMPOABDKUTEIHOCT CbOTBETHO 3, 6 12 Meceua. B rpynara Ha
eHokcanapui/ABK HsiMa sicHa Bpb3ka MeX 1y HUBOTO Ha cpeiHOTO LieHTpanHo TTR (Bpeme B TapreTeH
INR nuanason 2,0-3,0) npu Tepunure ¢ eqHaKbB pa3Mep U yectorata Ha peuuausupaiure BTE (P=0,932
3a B3aUMOJIEHCTBHE). B Hal-ropHUs TepTH 110 OTHOWEHHE HA LueHTbpa KoeduuuenTsbT Ha Puck (HR)
npy puBapokcadaH cnpsamo Bapdaput e 0,69 (95% JIU: 0,35-1,35).

YecToTHTE 3a MbPBUYHUS pe3yTaT 3a 6€30MacHOCT (roJIeMH UK KIIMHWYHO 3HAYUMH HETONEMH

KPBbBOM3JIMBH ), KAKTO M 32 BTOPUUYHUS pe3yaTaT 3a 6e30nacHocT (rojieMu KpbBOM3JIMBH), Ca CXOHH 34
JIBETE TEpaneBTUHYHH I'PYIIH.

Tabanua 6: PesyaraTtu 3a epuxacnoct u 6e3onacHoct ot ¢pasa Il Einstein DVT

IIpoyuBana nmonynaunus 3 449 nauHeHTH CHC CHMNITOMATHYHA OCTPA AbJ100KA
BeHO3Ha TpomM0DoO3a
J103a H NPOABLJKHTEIHOCT HA PuBapokcaban® Enoxcanapun/ABK®
JIEYEHHEeTOo 3, 6 uau 12 mecena 3, 6 uam 12 mecena
N=1 731 N=1 718
CumnromatuueH peurauBupail BTE* 36 51
(2,1%) (3,0%)
CumnromaruueH peuuausupaiy bE | 20 18
(1,2%) (1,0%)
CumnroMaTH4yHa peuydauBUpallia 14 28
BT (0,8%) (1,6%)
Cumnromatnuuu BE u JIBT | 0
(0,1%)
Jleranen BE/cMbpT, npu KOATO He - 6
MOXe na ce u3kiioyu bE (0,2%) (0,3%)
["'onemMu UM KIMHHYHO 3HAYHMH 139 138
HEroJIeMH KPbBOHU3JIMBU (8,1%) (8,1%)
['onemMu KpbBOU3IUBH 14 20
(0.8%) (1,2%)
a) PuBapokcabaH 15 mg nBa mbTH AHEBHO 3a 3 ceaAMHULM, nocaeaBaHo ot 20 mg eUH MbT AHEBHO
0) EHokcanapuH 3a Hail-Mako 5 IHHU, 3acThieH U nociensad ot ABK
r p<0,0001 (He no-manka epukacHOCT Mo OTHOLIEHHE HA npeaapuTeaHo onpeaeieH HR 2,0);

HR: 0,680 (0,443-1,042), p=0,076 (npeBBb3X0ACTBO)

B npoyusanero Einstein PE (Bx. Tabnuua 7) e neMoHCTpHpaHo, 4e puBapokcadaH € ¢
eukacHocT oT eHokcanapuH/ABK 3a nbpBuuHHs pe3ynrar 3a edpukacHoct (p=0,00
Masika epukacHocT); HR: 1,123 (0,749-1,684)). IlpeaBapuTtenHo aeuHupaHaTa He
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(MbpBHYEH pe3yJTaT 3a €PUKACHOCT IJIOC I0JIeMH KpbBOHM3JIHBH) ce cbobiasa ¢ HR

0,849 ((95% AU: 0,633-1,139), HomuHanua p-croiiHocT p=0,275). INR croiiHoCTHTE ca B TepaneBTHYHHS
avana3oH cpeiHo 63% OT BpeMETO MpPH CpeiHa NPOAb/DKMTETHOCT Ha JiedeHHeTo oT 215 aHu u 57%, 62%
U 65% OT BpEMETO NpHU rpynuTe ¢ MNJIAaHUPAHO JeYEeHHE C MPOABKUTETHOCT CbOTBETHO 3, 6 U 12 Mecelia.
B rpynara na enokcanapua/ABK Hsima sicHa Bpb3ka Mex /1y HUBOTO Ha cpeiHoTo LeHTpanHo TTR (Bpeme
B TapreteH INR nuanaszon 2,0-3,0) npu TepumauTe ¢ e1HaKbB pa3Mep M YeCToTaTa Ha peUUAMBUpALLIUTE
BTE (p=0,082 3a B3aumojeiicteue). B Hali-ropHus Tepuus no oTHouleHUe Ha neHTbpa KoeduimeHT Ha
Puck (HR) npu puBapokcaban cnpsimo Bapgaput e 0,642 (95% J1U: 0,277-1,484).

YecToTUTe 32 MbPBUYHUSA PE3YITAT 3a O€30MACHOCT (roJIEMH WK KIMHMYHO 3HAYMMH HEroJjeMu
KPBbBOM3JIMBH) Ca MAJIKO NO-HUCKH B Irpyrnara Ha je4yeHue ¢ puBapokcadat (10,3% (249/2 412)) B
CpaBHeHHe C rpynara Ha jge4yeHue ¢ eHokcanapu/ABK (11.4% (274/2 405)). YecTorara 3a BTOpUUYHHUS
pe3yaTar 3a 6e30nacHOCT (rojieMu KpbBOM3/IHBH) € MO-HUCKA B rpynara Ha puBapokcabaH

(1,1% (26/2412)) B cpaBHeHHUe ¢ rpynata Ha eHokcanapuH/ABK (2,2% (52/2405)) ¢ HR 0,493 (95% JIU:
0,308-0,789).

Tabauua 7: PesyaraTu 3a epuxacHoct u 6e3onacHoct ot ¢paza III Einstein PE

IIpoyuBana nonyjauus 4 832 nauueHTH ¢ ocTpa cumnTomaTuuHa BE
Jlo3a u npoab/KuTENHOCT HA | PuBapokcadan® Enoxcanapun/ABK?®
JICYEHHETOo 3, 6 nau 12 mecena 3, 6 nau 12 mecena
N=2 419 N=2 413
CumnromaTuueH peuuauBupan; | 50 44
BTE* (2,1%) (1,8%)
CumnromaruyeH 23 20
peunauBupaiy bE (1,0%) (0,8%)
CuMnToMaTHyHa 18 17
peunauBupaia BT (0,7%) (0,7%)
CumntomaTtuyHu BE u 0 2
BT (<0,1%)
Jleranen BE/cmbprt, npu 11 7
KOSITO HE MOXE J1a Ce (0,5%) (0,3%)
u3kJI110Yn bBE
['oneMu MU KIMHUYHO 3HAYUMH | 249 274
HEroJIEMH KPbBOM3JIMBH (10,3%) (11,4%)
['oneMu KpbBOHW3JIHUBH 26 52
(1,1%) (2,2%)
a) PuBapokcabaHn 15 mg aBa mbTH AHEBHO 3a 3 CeaAMMLIM, MocaeasaHo ot 20 mg euH MbT AHEBHO
0) EHokcanapuH 3a Hal-MaJIko 5 IHM, 3acThbileH ¥ nocjeasaH oTr ABK
» p<0,0026 (He mo-manka euKacHOCT NoO OTHOLIEHHE Ha npeaBapuTenHo onpenaeaed HR ot 2,0);

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

[IpoBeneH e npeaBapurtenHo aepuHUpaH 00001IEeH aHalu3 Ha pe3ysTaTa oT npoy4yBaHusaTa Einstein DVT
U PE (Bx. Tabanua 8).

Tabauna 8: PesynraTu 3a epukacHocT u 6e3onacHocT ot coopeH anaiu3 Ha ¢asa III Einstein DVT
H Einstein PE

IIpoyuBana nony/ianus 8 281 nauunenTH ¢ octpu cumnromaTuunn JABT y i, W /s
Ho3a 1 npoabaxKHTEeIHOCT HA | PuBapokcaban® Enoxcanapun/fABKY P S
JIeYEeHHETOo 3, 6 nan 12 mecena 3, 6 Han 12 mg X
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N=4 150 N=4 131
CumnroMaTuyeH peuuausupail | 86 95
BTE* (2,1%) (2,3%)
CHMNTOMaTHYEH 43 38,
peunauBupail bE (1,0%) (0,9%)
CumnroMaTruyHa 32 45
peunausupaiia JIBT (0,8%) (1,1%)
Cumnromatuynu BE u 1 2
BT (<0,1%) (<0,1%)
Jleranen BE/cmbpT, npu 15 13
KOSITO HE MO€E J1a ce (0,4%) (0,3%)
H3KJIK04Y4 BE
["'oneMu MM KIMHWYHO 3Ha4YuMHU | 388 412
HEroJIEMH KpbBOH3JIMBH (9,4%) (10,0%)
['0IeMH KpBbBOHM3JIUBH 40 72
(1,0%) (1,7%)
a) PusapokcabaH 15 mg nBa mbTH AHEBHO 3a 3 ceaMHMLM, nocaeaBaHo ot 20 mg eauH MbT AHEBHO
0) EHOKcanapuH 3a Hali-ManKo 5 AHM, 3acTbNEH U nocaensad ot ABK
. p<0,0001 (He no-manka edukacHOCT NO OTHOLIEHHUE HA npeaBapuTenHo onpeaened HR or 1,75);

HR: 0,886 (0,661-1,186)

[IpeaBapuTenHo nepuHUpaHaTa HETHA KJIMHUYHA noJi3a (MbpBUYEH pe3yJiTaT 3a eprKACHOCT IO
rojeMH KpbBOM3JIMBH ) Ha cOOpHUA aHanu3 ce cbobwana ¢ HR ot 0,771 ((95% JIU: 0,614-0,967),
HOMHUHaJIHA p-cToHHOCT p=0,0244).

B npoyusaneTo Einstein Extension (Bx. Tabnuua 9) puBapokcaban npeBb3xoxaa niaunebo no OTHOLEHHE
Ha MbPBHYHUTE H BTOPUYHHUTE PE3yJITATH 3a €(PUKACHOCT. 3a MbPBUYHMS pe3yaTaT 3a O€30nacHOCT
(roJIEMH KpbBOU3JIMBH) C€ YCTAHOBSIBA HE3HAYMMO YHCJIEHO MO-BMCOKA YE€CTOTA NMPH NallHEHTHTE Ha
neyeHue ¢ puBapokcadbaH 20 mg eauH MbT Ha JAEH B CpaBHEHHE ¢ niauedo. BropuuHusaT pesynrar 3a
0e30nacHOCT (roJIiEMH HJIH KJIMHUYHO 3HAYMMH HEroJieMH KPbBOM3JIMBH ) MOKa3Ba NO-BUCOKH YECTOTH MPH
MalHEeHTHTE, JIEKyBaHH ¢ puBapokcadaH 20 mg eauH MbT IHEBHO, B CpaBHEHHME C MnJaledo.

Tabauua 9: PesyaraTu 3a epuxacHocT u 6e3onacHoct ot ¢pasza III Einstein Extension

[IpoyuBana nonyjaunus 1 197 naunenTH ca NPOALJIKHIIH JIeYeHHETO H
NpoPHIAKTHKATA 32 pellHINBHPAlll BeHO3€eH
TpoMb60eMbGOo/IH3BM
J03a ¥ npoaAb/IKHTEHOCT HA | PuBapokcaban® ILnaunebo
JICYEHHETO 6 nuu 12 mecena 6 nau 12 mecena
N=602 N=594
CumnroMaTHyeH 8 42
peunauBupaiy BTE* (1,3%) (7,1%)
CuMnTomaruyeH 2 13
peunauBupaill bE (0,3%) (2,2%)
CuMnTomaruuyHa > 31
peunauBupaia JIBT (0,8%) (5,2%)
Jleranen BE/cmbpT, npu | 1 I
KOSITO HE MOXe€ J1a ce (0,2%) (0,2%)
U3KJIOUH BE
['onemMu uiIu KIUMHUYHO 4 0
3HAYUMH HEroJieMH (0,7%) (0,0%)
KPbBOHU3JIUBH
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['onemMu KpbBOU3IHUBHU

32
(5,4%)

7
(1.2%)

a)

e

B npoyuBaneTo Einstein Choice (Bx. Tabauua 10) puBapokcaban 20 mg u 10 mg npeBb3xoxaa 100 mg

PuBapokcaban 20 mg eauH mbT AHEBHO

p <0,0001 (npeeb3xoacrteo), HR: 0,185 (0,087-0,393)

aleTHJICATMLIMJIOBA KHCEJIMHH 10 OTHOLLIEHUE HA TbPBUYHHUSA pe3yaTar 3a epukacHOCT. OCHOBHHUSAT
pe3yarart 3a 6e30nacHOCT (CbOMTHS HA ro/isiIM KPbBOW3IIMB) € CXOJEH NMPH NMalHEHTHTE, JIEKYBaHH C
puBapokcabaH 20 mg 1 10 mg BeAHbX AHEBHO B cpaBHeHHE cbe 100 mg alieTHiIcaIMLIMIIOBA KHCETHHA.

Tabauuna 10: PesyaraTu 3a epukacHocT u 6e3onacHoct ot ¢pasa Il Einstein Choice

IIpoyuBaHa nonyjanus

3 396 nanneHTH ca NPOAbJIKHIH NPOPHIAKTHKATA 32

peuHAHBHPpALL BeHO3eH TPOoMO0eMOO/IH3bM

Tepanen'ruqna A03a

PuBapokcaban
20 mg BeaHBK
JAHEBHO

N=1 107

PuBapoxkcaban
10 mg BeaH bk
JAHEBHO

N=1 127

ACK
100 mg Beaubxk

AHEBHO
N=1 131

MenuaHa Ha
NPOAB/DKUTEIIHOCTTA Ha
JICYEHHUETO
[MHTEpKBapTH/IEH AHANa3oH |

349 [189-362] nuwm

353 [190-362] nxu

350 [186-362] auu

CuMnromMatuyeH 17 13 50

peunauBupaul BTE (1,5%)* (1,2%)** (4,4%)
CuMnToMaTHyeH 6 6 19
peuuauBupaill bE (0,5%) (0,5%) (1,7%)
CuMnToMaTu4Ha 9 8 30
peuuausupaiia JIBT | (0,8%) (0,7%) (2,7%)
Jleranen BE/cMbpr, 2 0 2
MPH KOSITO HE MOXKE (0,2%) (0,2%)
Ja ce U3KJIw4u bE

CumnromMaTuyeH 19 18 56

peunauBupaul BTE, (1,7%) (1,6%) (5,0%)

HH(}APKT HAa MHOKap/a,

MHCYJIT UM CUCTEMHA

em00siust u3BbH [{THC

[‘oieMH KpbBOM3IHUBH 6 5 3

(0,5%) (0,4%) (0,3%)

KJIMHHUYHO 3HAYUMH 30 22 20

HEroJIEMH KpbBOU3JIMBH {d7) (2,0) (1,8)

CuMnroMmaTuyeH 23 17 53

peuuausupalll BTE uim (2,1%)" (1,5%)" (4,7%)

rojisiM KpbBOHU3JIUB (HETHA
KJIMHUYHA 110J134)

%

* %

+

p<0,001(npeBb3x0aAcTBO) puBapokcadban 20 mg BeaHbxk AHeBHO cnipsaMo ACK 100 mg BeaHbx
aHeBHo; HR=0,34 (0,20-0,59)

p<0,001 (npeBb3x0acTBO) puBapokcadban 10 mg BegHbxk aHeBHO crpsimo ACK 100 m

aHesHo; HR=0,26 (0,14-0,47)

PuBapokcaban 20 mg Beanbxk aHeBHO cnpsimo ACK 100 mg BeiHbX JAHEBHO;

p=0,0009 (HoMHHa/IHA)
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++  PuBapokcaban 10 mg Beansx queBHo cnpsiMo ACK 100 mg Beauwx nuesno; HR=0,32 (0,18-0,55),
p<0,0001 (HoMHHanHa)

B nonbanenue kbM nporpamara EINSTEIN ¢a3a 11, e npoBeneHo npocnekTHBHO, HEMHTEPBEHLIHOHAJIHO,
OTBOPEHO KOXOpTHO npoyuBaHe (XALIA) ¢ ueHTpanu3upaHa oueHka, Bkaousauo peurausupail BTE
roisiMO KbpBeHe ¥ CMBPT. 5 142 nauuentu ¢ octpa BT ca BkitoueHH 3a npoyuBaHe 6e30MacHOCTTa Ha
puBapokcabaH B JbJrOCPOYEH MJIaH B CPAaBHEHHUE ChC CTAHJAPTHATA aHTHKOAryJIaHTHA Tepanus B
KIMHHYHATa npakTika. CTOHHOCTUTE HA rojisMO KbpBeHe, peunauupaill BTE u Bcuuku ciayuyau Ha
CMBPT 3a puBapokcabaH ca Ounu cboTBeTHO 0,7%, 1,4% 1 0,5%. ChlilecTBYBaT pa3jiMKH B OCHOBHH
XapaKkTepPUCTUKH Ha MAaLUEHTUTE, BKIKOYUTEIHO Bb3pacT, pak  0b0peuHo yBpexaaHe. M3non3sax e
CTpaTHULHUPAH aHAJIU3 MO NPEABAPUTETHO ONPEAENIEHH CTOMHOCTH 3a rpyNHpaHe Ha H3MEpPBaHHUTE
OCHOBHH XapaKTEPHCTHKH, HO BBIIPEKH TOBA OCTABALLMTE OTKJIOHEHHSs MOXE /1a NOBJIMA[T Ha
pesynrarute. Kopurupanure HR, cpaBHsiBalu puBapokcabaH v CTaHAApTHO JieYeHHeE, 3a rojIsMO
KbpBeHe, peuuauBupall BTE u Bcuuku ciyyau Ha cmbpT ca 6uaum cvorBeTHO 0,77 (95% JIU 0,40-1,50),
0,91 (95% AU 0,54-1,54) u 0,51 (95% AU 0,24-1,07).

Te3u pesysiraTi Mpu NaUKMEHTH, KOUTO ca OWAK HaGAKOaBaHM MPH PEasIHH YCIIOBHS, Ca B ChOTBETCTBHE C
yCTaHOBEHHs NMpodui Ha OE30MacHOCT NPH TOBA MOKa3aHHE.

B nocTtMapkeTHHroBO HEMHTEPBEHLIMOHANIHO npoyuBaHe npu noseue ot 40 000 nauuenTH 6e3 aHaMHe3a
3a paK, OT YeTHPH ObpXKaBH, puBapoKkcabaH e npeanucaH 3a jgeyeHue win npodunaktuka Ha JIBT u BE.
Yecrorara Ha cbOuTHATA Ha 100 NalMEHTOroAMHH 3a CHMIITOMATHYHH/KJIMHHYHO 3HAYUMH
BTE/TpomboembonnyHu cbOMTHS, BOAELLM 1O XOCTHUTAM3alM, € B auana3oH ot 0,64 (95% CI 0,40-0,97)
3a Obeanenoro Kpancrtso 10 2,30 (95% CI 2,11-2,51) 3a 'epmanusg. KbpBene, KoeTo BOAH 10
XOCNUTAJI3alks, HaCcTbMBa ¢ YecTtoTa Ha cbOuTUsATa HA 100 nauuwentoroauuu 0,31 (95% CI 0,23-0,42) 3a
BbTpevyepeneH KpbBou3nus, 0,89 (95% CI 0,67-1,17) 3a cromauiHo-upeBHO kbpBeHe, 0,44 (95% CI
0,26-0,74) 3a yporenutanHo kbpBeHe u 0,41 (95% CI 0,31-0,54) 3a apyro kbpBeHeE.

[TaureHTH ¢ BACOKOPHUCKOB TPOHHOMO3WTHBEH aHTUdochoannuaeH cuHapoMm

B cnoHcopupaHo oT u3cnenoBarens, paHA0MU3UPaHO, OTBOPEHO MHOTOLIEHTPOBO MPOYUYBAHE ChC
3acjieneHa OLeHKa Ha KpaiHUTE TOYKH, pUBAapOKCabaH € cpaBHEH ¢ BapdhapuH NMpH NalHEHTH ¢ aHaMHe3a
3a TPOM003a, AMAarHOCTULMPaHHU ¢ aHTUHOCHONUIUIEH CHHIPOM U C BUCOK PHCK OT TPOMOOeMOOIHYHH
CbOUTHUS (MOJIOKHUTEIHH NMPU BCHUKHUTE 3 aHTH(HOCHONMIMAHM TecTa: JTYNyCeH aHTHKOAryJIaHT,
aHTHKapMOJUITHHOBH aHTHTEJIAa U aHTUTeNa cpelly 6era-2-raukonporeuH I). [IpoyuBaHeTo e npekpaTeHo
NpeXAEBPEMEHHO CJie/l BKJIIHOUBAHETO HA 120 nauueHTH nopaau TBbPAE MHOIo CbOMTHS Cpell NALMEHTUTE
B rpymnara Ha puBapokcadaH. CpeiHOTO npocaeasBaHe € 569 aHu. 59 nauueHTH ca paHAOMHU3HPAHHU Ha
puBapokcaban 20 mg (15 mg 3a nauveHTH ¢ kpeaTuHUHOB KJIHPBHC (CrCl)<50 ml/min) u 61 Ha Bapdapun
(INR 2,0-3,0). TpomboembonnyHu cbOuTHS ce nposiBaBat npu 12% OT naliMeHTHTe, paHAOMH3MPAHH Ha
puBapokcadaH (4 HCXeMHYHH MHCYATa U 3 MUoKapaHu MHpapkTa). He ca choblaBaHu cbOUTHS NpH
MalMEHTH, PaHAOMH3HpaHu Ha BappapuH. MacuBHO KbpBeHe ce HabuoaaBa npu 4-ma nauueHTH (7%) ot
rpynara Ha puBapokcadaH u rnpu 2-ma nauueHTH (3%) ot rpynara Ha BaphapHH.

[leanaTrpuyHa nonynauus

EBponeiickara areHuus Mo JiekapcTBaTa 0CBOOOX/1aBa OT 3aIb/DKEHUETO 3a NPelOCTaBsIHE Ha
pe3yJITaTUTE OT MPOY4YBaHHUATA C peEePEHTHHUS IEKAPCTBEH MPOAYKT BbB BCHYKH MOArPYIH Ha
neauaTpyyHaTa nomnyJauus npu npodunakruka Ha Tpom60eMO0IHYHK chOHUTHS (BXK. Touka 4.2 3a
HH(pOpMaLMs OTHOCHO ynoTpeba B neauarpusTa).

5.2 @dapMaKOKHHETHYHH CBONCTBa

AbcopOuus
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Cnenpawiara vH@Gopmauus e 6a3upaHa Ha JaHHH, NOJy4YEHH NPH Bb3PAcTHH.

PuBapokcabaH ce abcopbupa Obp30, KaTo MakCUMaNHUTE KOHLEHTpaUHH (Chax) € AocTHraT 2-4 yaca
cien nmpuema Ha tabJeTkara.

[lepopaninara abcopbuus Ha puBapokcabaH € NMoyTH MbJHA U nepopanHaTa OMOHAJTMYHOCT € BUCOKa
(80-100%) 3a mo3a or 2,5 mg u 10 mg, npuera kato TabneTka, HE3aBUCUMO J1aJIH NIPUEMDBT € Ha MIaJHO
uiam cnej xpanere. [IpueMbT Ha puBapokcadban ¢ xpaHa He noBausaBa AUC uin Chax NpH 103uTE 2,5 mg
10 mg.

[lopaau HamasieHa creneH Ha abcopOuus e onpeaeneHa nepopanHa OuoHalInyHoCcT oT 66% 3a TabneTka
20 mg npuera Ha rnaaHo. [1pu npuem Ha Tabnerku puBapokcaban 20 mg ¢ xpaHa ce HabaOAaBaT
noBuilieHHs Ha cpeaHaTa AUC ¢ 39% B cpaBHEHHE C MPHEM Ha TabNETKUTE HA I1a/IHO, KOETO FOBOPH 3a
MOYTH IMbJIHA abcopOLMs M BUCOKA nepopasiHa OuoHannyHocT. PuBapokcaban 15 mg u 20 mg Tps6Ba na
ce npuema ¢ xpasa (Bx. Touka 4.2).

dapMaKOKHHETHKaTa Ha puBapokcabaH € noYTH JMHeHHa 10 0koJ10 15 mg eiMH MbT Ha JIEH NPH MPHEM
Ha riaaHo. Cnez npyueM Ha XxpaHa puBapokcaban 10 mg, 15 mg u 20 mg TabneTku nokassa
MPONOPLUHOHAIHOCT Ha fo3ata. [Ipu no-Bucoku 1034 puBapokcabaH rnoka3sa orpaHM4eHa OT
pa3TBOpUMOCTTa abcopOuus ¢ HamajieHa OMOHAJMYHOCT M HamaJslsiBaHe Ha cTeneHTa Ha abcopOuusTa npu
MOBHILIABAHE Ha J03ara.

DapMaKOKHHETHYHATa BapuabUJIHOCT Ha pUBapokcabaH € yMepeHa ¢ BapupaHe MEX/y OTIETHHUTE
nauveHTd (CV%) B untepsana ot 30% no 40%.

AOcopOuusTa Ha puBapoKkcabaH 3aBUCH OT MACTOTO Ha HEMOBOTO OCBODOXKaBaHe B CTOMAILIHO-YPEBHHS
TpakT. CboOLuaBa ce 3a 29% u 56% Hamanenue Ha AUC ¥ Crax B CpaBHEHHE ¢ TabsieTKa, KOraTto rpaHyJiar
puBapokcabaH ce 0cB0o0OXK/1aBa B IPOKCUMAJIHUTE OTAEJIM HA ThHKUTE YepBa. Ekcno3uuusaTa ce Hamanssa
JIONBJIHUTETHO, KOraTo pHBapokcabaH ce ocBO0OX/1aBa B AUCTAJTHUTE OT/IC/H HA TBHKUTE Y€pBa WU BbB
Bb3X0AAL1OTO Aedeso yepBo. 1o Ta3u npuunHa TpsaOBa aa ce U30srea npUI0KEHHETO Ha puBapokcabaH
JAUCTAJIHO OT CTOMaxa, Thil KaTO TOBA MOXE /1a /I0Be/le 10 HaMasieHa abcopOuHMs U CbOTBETHO CBbp3aHa
€KCIO3HLUS HAa pUBapoKcadaH.

buonannuHocTTa (AUC # Chax) € Ous1a cpaBHuMa npu 20 mg puBapokcabaH, NpujioKeH NepopaiHo KaTo
pa3TpolleHa TabJieTka, pazMeceHa B sI0bJIKOBO MOpe, HJIM CyCNEHAMPaHa BbB BOJ1a U NPUJIOKEHA Mpe3
CTOMalllHa COH/a, NMOoCeABaHO OT T€4YHa XpaHa, B CpaBHEHHE ¢ usiara tabaetka. Karo ce nma npeaBua
NpeaABHAHMHS, MPONMOPLIMOHAJIEH HA J03aTa (hapMaKOKHHETHYEH Mpodus Ha puBapoOKcabaH, pe3yJITaTUTE
3a OMOHAJIMYHOCTTA OT TOBA NMPOYYBaHE BEPOATHO ca MPHI0KHMH 3a NOHWXKABAHE HA JIO3UTE Ha
puBapokcadaH.

Pa3npeaenenue
CBbp3BaHETO C MJIA3MEHHUTE NMPOTEHHH MPH XOpa € BUCOKO, 0K0JI0 92% 10 95%, kKaTo CepyMHHUST

anbyMHH € OCHOBHaTa cBbp3Balla ppakuus. O6eMbT Ha pa3npeeieHue € yMepeH ¢ Vss npuOIM3UTEHO
50 auTpa.

buoTtpanchopMallvs U ETHMHHUPAHE
Oxouno 2/3 ot npunoxeHnara 103a puBapokcabaH ce nojajiara Ha MeTaboOJMTHO pa3rpaxaaHe, clie] KOeTo
MoJIOBHHATA Ce eJIMMHHHpa npe3 ObOpeunTe, a Apyrara nonoBuHa — ¢ pekanuure. [locneanara 1/3 or
MpUJIOKEHATa 103a Ce U3/Tb4YBa Ype3 AMpEeKTHA ObOpeUHa eKCKpelys KaTo HEMPOMEHEHO aKTUBHO
BEILIECTBO B ypHHATa, NIaBHO Ype3 akTHBHA ObOpeyHa cekperus.

PuBapokcaban ce metabonusupa upe3 CYP3A4, CYP2J2 u CYP-He3aBUCHMH MEXaHU3MH.
Pa3srpaxaaHeto upe3 okucieHne Ha MOpGOJMHOHOBHUS paiMKal U XHAPOJIM3aTa Ha AMH/IH
OCHOBHHTE npolecu Ha OnoTpaHchopmauus. Ot in vitro u3cieBaHus € U3BECTHO, Ye
cyOcTpar Ha TpaHCnopTHUTE npoTeuHHu P-gp (P-raukonporeun) u Berp (nporeuH Ha
pak Ha rbpaara).
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HenpoMeHeHUSIT puBapoKcabaH € Hal-BaXXHHUAT KOMIIOHEHT B YOBELUKATa nJja3ma, 6e3 aa uma apyru
OCHOBHH HJIH aKTUBHH LMPKYJUpaiiy MeTaboiuTH. Cbe cucTeMeH KiupbHe okoio 10 1/h puBapokcaban
MOJXE J1a C€ KJIaCU(PHULIMPa KAaTO BELLECTBO C HUCHK KIMPbHC. Clie/l HHTPAaBEHO3HO MPHUJIOKEHHE HaA 103a OT
| mg eNMMHUHALHOHHUSAT MOJIY)KHBOT € 0KOJIO 4,5 yaca. Crnel nepopanHo NpHIOKEHHUE ENHMHUHHUPAHETO
CTaBa JIMMUTHPAHO OT CTeNeHTa Ha abcopOuus. EnMumMuHupaneTo Ha puBapokcabaH OT nja3Mara HacThIBa
C TEPMHUHAJIEH MOJIY)KHBOT OT 5 10 9 yaca npu mMjiaad UHAMBUAM M OT 11 1o 13 yaca npu nauMeHTH B
CTapyecka Bb3pacr.

CrneumanHu nonyJjaluu
Ilon

[Ipu Bb3pacTHH, HE ca YCTAHOBEHH KJIMHMYHO 3HAYUMH pa3jvKu BbB (hapMakOKMHETHKATA U
(apMakoaMHAMHMKaTa MEXAY MALHEHTH OT MbIKKH U HEHCKH MO

Ilayuenmu 6 cmapyecka év3pacm

[TauneHTHTE B CTapyecka Bb3pacT NOKa3BaT MO-BUCOKH MJIA3MEHH KOHLIEHTpallMKi B CPaBHEHHE C MNO-
MJIAJINTE NALHEHTH CbC CpeaAHH CTOHHOCTH HA AUC okono 1,5 mbTH Mo-BUCOKH, OCHOBHO NMOpajiu
HaMaJieHus (MpUBKAEH) o001l U ObOpeyeH kaupbHC. He ce Hanara kopekius Ha j03ara.

Paznuunu Kamesopuu 6 zdeucumocm om mezciomo

[Ipy Bb3pacTHH, NPEKOMEPHH OTKJIOHEHHS B TeJecHOTOo Terio (<50 kg unu >120 kg) umat camo MaJiko
BIMSIHHE BbPXY MJa3MEHHUTE KOHLIEHTPALIMK HA puBapokcadaH (no-manko ot 25%). He ce Hanara
KOpPEKLIMs Ha A03ara.

Mexxcoyemnuyecku paznuyus

[Ipu Bb3pacTHH, HE Ca YCTAHOBEHHW KJIMHUYHO 3HAYUMH MEXKYETHUUYECKH Pa3IHUuMsi MPH MalHEHTH OT
€BpOMNenIHaTa, appo-aMepUKaHCcKara, JJAaTHHOAMEPUKaHCKaTa, sSMOHCKATa M KWTalckaTa rpynu no
OTHOLUEHHE Ha papMaKOKHMHETHKATa M (hapMaKoJJMHaMHKaTa Ha puBapoKcadaH.

Heprnoodpobro yspeoswcoare
[TauMeHTH ¢ LMpO3a U JieKa cTeneH Ha YyepHoapoOHo yBpexaaHe (kaac A no Child Pugh) nposssiBar camo
MHHHUMAaJIHU TPOMEHH BbB (hapMakokuHeTUkaTa (cpeaHo 1,2 nmbTh noBuiueHue Ha AUC Ha
puBapokcabaH), KOETO € MOYTH CPABHUMO ChC CbOTBETHATA UM KOHTPOJIHA I'pyna 3/ipaByH HHAUBUIK. [1pu
MalMeHTH C LMPO3a U YMEpPEHa CTeneH Ha 4epHoapoOHo yBpexaaHe (kiac B mo Child Pugh), cpeanara
AUC Ha puBapokcadbaH € 3Ha4MTeJIHO NoBULIeHA (2,3 NbTH) B CpaBHEHHE CbC 3paBu 1006poBoauu. AUC
Ha HeCBbp3aHaTta ¢pakuus ce noBuuana 2,6 nbTH. [IpH Te€3M nalMeHTH HMa H HamasieHo ObOpeuHo
€TMMHHHpaHe Ha puBapokcabaH, NoAOOHO Ha TOBA MU NMAUUEHTH C YMEPEHA CTENeH Ha Ob0peyHo
yBpex/JaHe. HsiMa JaHHHW OT NalMeHTH ¢ TeXKa CTeneH Ha YepHOAPOOHO yBpex/1aHe.

MuxubupaHeTo Ha akTHBHOCTTA Ha (akTOp Xa NpH NalMeHTH C YMEpPeHa CTeNeH Ha YePHOAPOOHO
yBpex/aHe € MOBHULLIEHO 2,6 MbTH B CPaBHEHUE CbC 3/1paBu 1006poBoanu; PT ¢chbillo € yab/IkKeHO —

2,1 nbTH. [TauueHTHTE C yMEpeHa CTeNeH Ha YePHOAPOOHO yBpEek/aHe ca Mo-4yBCTBHTEIHH KbM
pHuBapokcabaH, koeTo Boau 10 no-ctpbMHO PK/PD choTHolueHue Mexy koHueHTpauusara u PT.
PuBapokcabaH € npoTHBONOKa3aH Mpy NauMeHTH ¢ 4epHOAPOOHO 3ab0/s1BaHe, CBbP3aHO ¢ KOAryJonaTHs
M KJIMHHYHO 3HAa4YHM PHCK OT KbPBEHE, BKJIIOUHTEIHO nauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx.

Touka 4.3).

bvbpeuno yspesxcoane

[1Ipn BB3pacTHU ce HaboAaBa yBeIMYEeHHE Ha eKCIO3ULUATa Ha puBapokcabaH ycn
Ha ObOpeyHaTa QyHKUMS, U3MEepPeHa Ype3 KpeaTHHUHOBUS KIMPbHC. [TpH HHAMBHIH
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kaupbHC 50-80 ml/min), ymepeHa (kpeatTHHHMHOB KJUPBHC 30-49 ml/min) u Texka (KpeaTHHUHOB KJIHPBHC
15-29 ml/min) creneH Ha 6pOpeuHO yBpexAaHe NJa3MeHHTe KOHLIEHTpaluH Ha puBapokcaban (AUC) ca
cboTBeTHO 1,4; 1,5 1 1,6 nbTH no-BUCcOKH. CHOTBETHOTO 3acUiIBaHe Ha (papMaKOAUHAMUYHHUTE e€(EKTH €
no-u3paseHo. IIpu HHAKMBHM C JIeKa, yMEpPEeHa H TeXKa CTerneH Ha ObOpeYHO yBpek1aHe LsJIOCTHOTO
HHXUOHpaHe Ha akTHBHOCTTA Ha (pakTop Xa e cboTBeTHO 1,5; 1,9 1 2,0 nbTH NO-CHIIHO B CpaBHEHHUE ChC
3apaBu 100poBoiM; PT cbuio e yabkeHo — ¢cboTtBeTHO 1,3; 2.2 u 2,4 nbTH. HAMa JaHHU OT MaLMEeHTH C
KpPeaTHHUHOB KJIMPBHC <15 ml/min.

[Topaau BHCOKaTa CTENeH Ha CBbp3BaHe C Ma3MeHUTEe MPOTEHHH HE Ce OYaKBa puBapokcabaH Ja Moxe /a
Obje OT/eNeH Ype3 qualiu3a.

He ce npenoppuBa ynorpeda npu nauMeHTH ¢ KpeaTHHUHOB KAUMPBbHC <15 ml/min. PuBapokcabaH TpsbBa
Jia Ce U3M0J13Ba BHUMATEIHO MPH NALMEHTH C KPEATHHUHOB KJAUPBbHC 15-29 ml/min (BXk. Touka 4.4).

DapMaKOKUHETUYHHU JaHHHU NPU NALIMEHTH

[1pu nauuenTH, nosyyasally puBapokcadaH 3a jeyeHue Ha ocTpa AbJOoka BeHo3Ha TpoMbo3a (JIBT)
20 mg equH MbT AHEBHO, CPEHATa reOMETPUUYHA KOHLUEeHTpauus (90% nporuo3eH MHTEpBaj) 2-4 yaca u
OK0JIO 24 yaca ciefl npueM Ha Jo3a (MpuOJIU3UTENHO Npe/CTaBIsBalll MaKCUMaJIHATa U MHHHMaJIHaTa
KOHLIEHTpaLMH Npe3 BpeMe Ha J030BUs HHTepBaJl) € cboTBETHO 215 (22 - 535) u 32 (6 - 239) meg/l.

Bpb3ka dapMakokMHeTHKA-(hapMakOaIMHAMHKA

Bpb3kara papmakokuHeTHka-papmakoanHamuka (PK/PD) Mexy nina3meHata KOHLEHTpaL|s Ha
pHBapokcabaH ¥ HAKOJKO (papMakOAMHAMHUYHHM KpaiiHu Touku (MHXHOUpaHe Ha dakTop Xa, PT, aPTT,
Heptest) e npoy4eHa ciel npujaraHe Ha LUMPOK AMana3oH ot 103 (5-30 mg aBa nbTH Ha aeH). Bpb3kara
MEeXJy KOHLIEHTpaLMsTa Ha puBapokcabaH W akTUBHOCTTA Ha (hakTop Xa Haii-100pe ce onuca ¢ Emax
mozen. [1o otHoweHue Ha PT MoaersT Ha NUHEHHO npecuyaHe ONnUCcBa JJAHHUTE OOMKHOBEHO Mo-100pe.
HakioHbT Ha KpHBaTa Bapupa 3HAYMTEJIHO B 3aBUCUMOCT OT pa3inuHuTe u3nonsBanu PT pearentu. [Tpu
u3noJi3BaHe Ha Heorstactun PT, PT Ha u3xoaHo HUBO € 0K0J10 13 CEKYHAH, a HAKJIOHBT OKOJIO 3 110

4 cexynnu/(100 mcg/l). Pesynrarure or ananusa Ha PK/PD ot ¢a3sa Il u 11l ca cxoanu ¢ nansure,
YCTAHOBEHHM IPH 34paBU UHAUBH/IH.

5.3 Ilpeak/HHHYHH JaHHH 32 0€30NACHOCT

HekJIMHHYHHUTE JaHHH He MOKa3BaT 0co0EH pUCK 3a Xxopa Ha 6a3aTa Ha KOHBEHI[HOHAJIHHTE
(hapMaKOJOrHYHU U3NMUTBAHUS 32 6€30MaCHOCT, MPOYYBaHUs 32 TOKCHYHOCT MPH €AHOKPATHO
[pHIIOKEHHE, POTOTOKCHYHOCT, F’EHOTOKCHYHOCT, KAHLIEPOr€HeH MOTeHMa U IOBEHWTHA TOKCHYHOCT.
Edexture, HabnroaaBaHu Npu U3NUTBAHUATA 32 TOKCHYHOCT MPH MHOTOKPATHO MPHJIOKEHHE, Ca CBbP3aHH
OCHOBHO CBbC 3acuJjieHaTa (papMaKkOAMHAMHYHA aKTUBHOCT Ha puBapokcabaH. [1pu mibxose ca
Ha0J110]aBaHH MOBHUILEHH M1a3MeHH HUBa Ha I1gG u IgA npu HMBA Ha €KCMO3ULIKHS, CbOTBETCTBALM Ha
KJIMHUYHHTE.

[Ipu nrbxoBe He ca HabmoAaBaHU eheKTH BbPXY QEPTHINTETA NPH MBKKHTE HJIH )KEHCKHUTE )KHBOTHH.
M3nuTBaHMATa NPH )KHBOTHH MOKA3BaT PeNpoOAYKTHBHA TOKCHYHOCT, CBbp3aHa ¢ (hapMakoIOrHyHu1s
ME€XaHH3bM Ha JeHCTBHE HA puBapoKcabaH (Hanp. XeMoparuyHu yciaoxHeHus ). [Ipu nia3MeHu HUBa,
CbOTBETCTBALLM HA KIMHUYHHUTE, ca Ha0J/roaaBaHu eMOpHO-deTaliHa TOKCUHYHOCT (MOCTUMIIAaHTAllMOHHA
3ary0a, 3a0aBeHO/CTUMYIMPAHO OCHPHLUUpPaHE, MHOXKECTBEHH O/l XenaTaJlHy NeTHa) U NOBHIlIEHA
YECTOTa Ha Han-4eCTO cpellaHuTe MapopMaLiMi, KaKTo U MjaalneHTapHu npomeHu. [Ipu npe- u
MOCTHATAJIHO NMPOYYBaHE NPH NJIbXOBE € Ha0J/IK0/1aBaHa HAMAJIEHA BUTAJIHOCT HA MOKOJIEHHETO NPH J03H,
TOKCUYHH 3a MaKUTE.
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PuBapokcabaH € u3cJie/IBaH Npu KOBEHUJIHH MUTbXOBE MPH MPOABDKUTENHOCT Ha JICHEHUETO 10 3 Mecela,
C Ha4yaJlo OT NOCTHATalleH JieH 4, KOETO NMoka3Ba MNOBHLLIEHHWE Ha NEPUUHCYJIapHa XeMoparus, KOSTo He €
3aBHCHMa OT J03aTa. He e HabnrogaBaHo A0Ka3aTe/cTBO 3a crneundUyHa TapreTHa OpraHHa TOKCHYHOCT.

6. ODAPMAIIEBTHYHHU JTAHHHU
6.1 ChnHcbK HAa NOMOIHHTE BelleCcTBA

Slapo Ha TabnerkaTa
MHUKpOKpUCTAJIHA LieTyJi03a
Kpockapmeno3a HaTpuid
JlakTo3a MOHOXHApAT
Xunpomernosa

Harpues naypuicyadar
MarHe3ueB creapar

DuIMOBO NOKPUTHUE

Maxkporon PEG 4000 (E 1521)
Xunpomenosa

TuranoB auokcua (E 171)
JlakT03a MOHOXHApAT

Xenesen okcua, kbt (E 172)
JXKenesen okcua, uepBeH (E 172)
Tpuauerun

6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHocT
3 roguHu

Pa3rpolueHu TabJieTKH
Pasrpoiuenute TabneTku puBapokcabaH ca cTabuJIHM BbB BOZIa U SOBJIKOBO MIOPE 3a nepuo A0 4 yaca.

6.4 ChneunajHH YCJIOBHSI HA CbXPaHEeHHe
To3u nekapcTBeH NPOAYKT HE U3MCKBA CMELHAIHK YCIOBHS Ha ChXpaHEHHE.
6.5 BuaucbabpkaHHe HA ONIAKOBKATA

KaproneHu onakoBkH, cbabpxkaium 10, 14, 28, 30, 42, 56, 90, 98 wnu 100 puamupanu tabig
1,30x 1,90 x 1 unu 100 x 1 punmupanu tabnerku. baucrepu ¢ 10 uan 14 tabnetku, u

eauHuyHa no3a ¢ 10 tabnerku B cpebpucro meko anymuuueBo dhonno OPA/ALU/PVC
(Al/Al).
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He BcHukM BMOBE OMAKOBKH MOrar Ja ObaaT nycHaTH Ha nasapa.
6.6 CrneunaJHH npeanas’HH MEPKH NPH H3XBbPJISHE H padoTa

Heusnon3BaHUsT JICKAPCTBEH MPOAYKT HJIKH OTNNAABYHUTE MATEPHAJIKH OT HEIO TpHﬁBa Aa CC U3XBbLPJIAT B
CbOTBETCTBHE C MECTHHUTEC H3UCKBAHHUA.

Pa3TpomiaBane Ha TabJIETKUTE

Tabnerkure prBapokcabaH Morar Ja ce pa3tpoluaT U aa ce cycnedaupar B 50 ml Boaa, u aa ce npujoxar
Yype3 Ha3oracTpajiHa COH/la HJIH CTOMALLIHA COH/IA 3a XpaHEHE CJie] NOTBbPXKACHHE, Y€ COHAATa €
pa3noJyioxkeHa B croMaxa. Cnej ToBa coHjara TpsbBa aa ce npoMue ¢ Boaa. Thit kato abcopbiusTa Ha
puBapokcabaH 3aBUCH OT MSICTOTO Ha OCBOOOX/1aBaHE Ha aKTUBHOTO BELLIECTBO, TpAOBa /1a ce u3bsarea
MPUI0XKEHHE Ha pUuBapoKcabaH AMCTAIHO OT CTOMaxa, Thil KaTO TOBa MOJXKE Ja J0BeAe 10 HaMaJjieHa
abcopOLMs U BbB Bpb3Ka C TOBa 0 HamaJleHa €KCIMO3MLMA Ha aKTHBHOTO BeliecTBo. Cliel NpHIIOKEHHE
Ha pa3TpolleHa tabiieTka puBapokcadbad 15 mg wiu 20 mg, npueMbT Ha 103aTa B TaKbB Cllyvaii TpssOBa na
ObJie nocie/IBaH OT EHTEPAITHO XPaHEHe.

7. IIPUTEXATEJI HA PASPELHIEHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest

GyO6mroi ut 19-21.

YHrapus

8. HOMEP(A) HA PASPEHLIEHHETO 3A YIIOTPEBA

Per. Ne 20220269

9. AATA HA ITbPBO PASPEHIABAHE/ITTIOJHOBSBAHE HA PASPELLIEHHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pelaBaHe: 29.09.2022
JlaTa Ha nocJieIHO NMOJAHOBSIBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

08.05.2024
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