KPATKA XAPAKTEPHCTHKA HA ITPO/IYKTA

W3NLNHUTENHA ATEHLMS N0 NEKAPCTBATA

Kpamua xapaxmepucmua na npogyxma - Npuramenve 1
1. HME HA JEKAPCTBEHHNA ITPOAYKT + TVF .. :(.‘ ....................

Pusapokcabasn ITonpapma 20 mg TBBPAH KarlCynH
Rivaroxaban Polpharma 20 mg hard capsules

2. KAYECTBEH U KOTHYECTBEH CbCTAB
Benka TBBp/Ia Kancyaa ceappxa 20 mg puBapoxcabad (rivaroxaban).

[ToMOmHO BSMECTBO ¢ W3BECTHQ ACHCTBHE:
Beaka TBEpPAA Kancyya ceaspxka 41,33 mg nakro3a MOHOXHAPAT.

3a MBLJIHMA CIIUCHK HA TOMOIMIHKTE BellecTBa BIDKTE ToMKa 6.1.

3. JEKAPCTBEHA ®OPMA
TpBpAA Kancyia

TeBLPAK HKETATHHOBY KaNCyJN pasMep 3 ¢ 4epBeHO TAIIO M Kamnade, ¢ Hagmic 20 mg, ChAbPKAHUETO Ha
Kancysaara e 6s1 40 noyTy 651 mpax WK JIEKO YIUTBTHEHH arfloMeparH.

4, KJIAHAYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHS

Buwspacmrnu
[MpodunaxTuka Ha HHCYJIT ¥ CHCTEMHA eMOONHA NMPH BH3PACTHH NALMEHTH C HEKJIAITHO NPEACHPAHO
MBbKIEHEe C eOWH HIM MoBede PHCKOBH (akKkTopH, Karo 3acToHHa ChpACYHA HEAOCTATHYHOCT,

XHTIEPTOHHS, BB3PacT > 75 rofMHY, 3axapeH AHabeT, MPeAIecTBAll HHCY/IT HIH NPEXOACH HCXEMH'CH
NPHCTBIL.

Jleuenue Ha ABI6oka BeHo3Ha TpomGo3a (JIBT) u Genonpoben eM6omusbM (BE) H npojunakTaka Ha

penuavsupaini JBT u BE npu BB3pacTHH. (BX, TOUKa 4.4 332 XeMOIHHAMITHO HecTabIIHU MAaUHEHTH
¢ BE.)

ITeouampuuna nonyaayun

JleueHne Ha BeHo3eH TpoMbGoemGomussM (BTE) u npodunaxThka Ha peummusd Ha BTE npu neua u
JOHOWM Ha BE3pacT noi 18 roguHM u ¢ Terno moseye or 50 kg Hafi-Manko 5 OHHM ClIe] HAYAIHO
NapeHTepaTHO AHTHKOArYIAaHTHO JIEYeHHE.

4.2 Jo3upoBKa H HAYHH HA NMPHJIOKEHHE

Ho3upoeka




IIpogunaxmuxa sa urcyam u cucmemna embonuR npu 6L3pacmuu
[IpenoprunTennara xo3a € 20 mg eAuH BT OHEBHO, KOETO TMpPEACTARIABA M MPENOPHLYHTENHATA
MAKCHMATHA 034,

Jleuennero ¢ Pusapokcaban ITondapma TpadBa Ha ce NMpoAb/rkapa B ABITOCPOMEH IUIAH, KOTaTO
[10M13aTa OT NPOGHNAKTHKATA HA HHCY/T H CHCTeMHA eMOONHA HaBHIIABA PHCKA OT KEPBEHE (BXK. TOUKa
4.4).

Axo 6B/¢ MPONyCcHaTa HAKOA 1034, MALMEHTLT TPA6Ba Aa mpueme Pupapoxcabau [ondapma HezabasHO
H Ha CNeBADIHA ACH Ia MPOTBDKH ¢ MPHEMA eJlHH ITBT JHEBHO, ChIitacHo npenopbkuTe. He Tpadsa aa
ce MpHeMa BOiHa 103a B ChIUMA JEH 38 KOMIICHCHpaHe Ha NpOoITycHaTaTa Ro3a.

JTeuenue na BT, neuenue na BE u npogunaxmuxa na peyudusupawu [JBT u bE npu ev3spacmuu
[IpenopbUHTEIHATA BO3A 38 HauanHo JeyeHne Ha ocTpH JIBT mwmu BE e 15 mg nBa MTH AHEBHO MpPeE3
MBPBHTE TPH CEIMHLH, NOCIEABaHa OT X034 OoT 20 mg BeAHBK AHCBHO 38 MPOARDKABAINOTO JICICHHE H
npodprnakTrka Ha peraupupami BT u bE.

Tpatba fa ce ¥Ma MpeaBHI KpPaTKOCpOYHa Teparmd (Hali-Manko 3 mMecenia) mpu naupeHTd ¢ JIBT wid
BE, NMpoBOKWPaHH OT rolieMHM INPEXOAHH PHCKOBH (akTopH (T.€. CKOPOIIHA rojiiMa OmepalMsA WIH
TpaBMa). [To-npoaBKHTENHA Tepanys TPA0Ba 4a ce HMa IpeBHA NPH NAIHeHTH ¢ MpoBokupanu JABT
win BE, HecBBp3aHH C rojieMH NpeXoAHH pHCKoBH ¢aktopu, HenpoBoxupand JBT wim BE wnu
aHaMHe3a 3a peupausrpamy JIBT win BE.

Koraro e moka3aHa mNO-MPOABDKHTENHa npodmwiaktuka Ha pemymsupaniy JIBT u BE (cnen
3apbpIIBaHe Ha NMoHe 6-Meceuna Tepanua 3a JIBT wnu BE), npenoprunrennara nosa ¢ 10 mg peaHex
nHesro. [Tpy NALMEHTH, IPH KOUTO CE CMATA, Y€ PUCKET OT peuuausupan JIBT unu BE e Bucok, kaTo
T€3H C YCNOKHEHH CHITETCTBALM 3a6onaBaHus, WiH KOWTo ca passiid peunauBdpan JIBT win BE
TIpM MO-TIPOIBJIKHTENHA TpodunakTuka ¢ Pusapokcabas ITondapma 10 mg Bemrex AHEBHO, TpAGBA A2
ce uMa npeaBH mpueM Ha Pusapokca®ax [Tondapma 20 mg BeAHEX KHEBHO.

ITpoAL/DKHTEIHOCTTA Ha TEpanuATa TPAGBA Jia Ce ONpe/IeNH B J03aT2a Ja ¢ H30epe HEANBHIYATHO CleN
BHMMATETHA OIICHKE HA CHOTHOLIEHHETO MEXAY MOJI3aTa OT JIeYeHHETO H PUCKa OT KbpBEHE (BX. TOYKA
4.4).
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Ilepuoj oT Bpeme CxeMa HA NpHJIAraHe O6ma /jHeBHA
| | mo3a
Jlewenue 7| ITen 1-21 15 mg pBa ITH AHEBHO 30 mg
npoduiakTHKa Ha
%eE[ mppnpany /BT v Ot JleH 22 HaTaThK 20 mg BeaHEXK OHEBHO 20 mg
[MpodunakTuka Ha | Cnen 3aBBpLIBAHE Ha 10 mg BenHsx oHeBHO WK |10 mg wiH 20 mg
peuuausupamy JBT u | Hafi-Mankxo 6-MeceuHa 20 mg BeOHBXK AHEBHO
BbE tepanus 3a BT unu
BE a

Axo BbB (asara Ha nedenue ¢ 15 mg Apa meTH HHEBHO (neH 1 - 21) ce npomycHe eHH NMpHEM,
MALMEeHTHT TpAOBa HesabasHo Aa npueme PusapokcabaH INondapma, 3a Na ce OCHTYpH 0010 NpHETO
komraecTso ot 30 mg Pusapokcaban [ToadapmMa 3a egun aeH. B nogoben ciyyait Moxe aa Onaar
npuety q8e TabnerkH ot 15 mg HasenHbx. [launenTsT TPAOBA a8 MPOXB/DKH PEAOBHUA MPHEM Ha 15
mg /ipa ITETH AHEBHO Ha CJieABamus AeH, KaKTO € Mpenopb»4aHo.,




IHEBHO HA CJISBALIHS ieH, KakTo e npenopsuano. He Tpz6Ba aa ce n3non3sa ABOHHA 1034 B paMKATEe
eMH H CHILM AEH, 38 a2 ¢ KOMIICHCHPA MPOITyCHATATA A034.

JTeuenue na BTE u npodpunaxmuxa na peyudusu na BTE npu deya u ronouiu
Jlegenuero ¢ PusapokcaGan ITondapMma npy peua U IOHOWM Ha Bb3pact noa 18 roaunu Tpabsa aa
3aMoYHe Hali-MaaKo 5 JHH c/ieA HaYanHo NapeHTepaHO AHTHKOAryIAHTHO JIe4eHHE (BX. Todka J.1).

TNo3aTa 3a Jella U IOHOIIM ce W34YNCIABa Ha 6a3ara Ha TENECHOTO TerJo.

-  Tenecno Terno 50 kg unu noseve:

MpenoprYBa Ce eAHOKpaTHa NHeBHa Ao3a 20 mg puBapokcabaH. ToBa ¢ MakCHMaNHaTa AHEBHA 1032,

- TenecHo Terio ot 30 no 50 kg:

MpenophYBa SAHOKPATHA AHEBHA fo3a 15 mg puBapokcaban. Topa e MakCHMANHATA NHEBHA /1034,

-  3a manHeHTH ¢ TejaecHo Terso no-Manko ot 30 kg BrxTe KparkaTa XapaKTepHCTHKA Ha NIPOAYKTa
na Pusapokcaban [Tondapma rpaHyiTH 3a NEPOPATHA CYCTICH3NA.

TernoTo Ha fAeTeTo TpAGBa Ja ce Mpociendsa M ao3ara ja ce npepasriexnaa peaoBHo. Tosa e
HeoGXOIMMO, 38 J1a Ce rapaHTHPA, Y€ ce MOATBDXKA TepaneBTHIHa No3a. KopeKima Ha fo3ara Tpa0Ba fa
ce NpaBH CaMo Bh3 OCHOBA Ha IIPOMEHH B TEICCHOTO TErJio.

Jlewennero Tpa6Ba Aa 6bje MPOTHWDKEHO 3a Hall-MaNko 3 Mecela NPH AeLia M FOHOUIH. JIeseHHeTO MoXe
fa Obje yaeDKeHo xo 12 Mecella, KOrato € KIHHHYHO HeoOxomuMo. JIMnCBaT JaHHW MpH ACLA B
MOFKpeNna Ha HAMAIABaHe Ha Jo3ara cnel 6-MecedHo jedeHHe. CHOTHOIICHHETO NO/3a-PHCK HA
NPOAB/DKaBaHe Ha TepammuaTa ciel 3 Meceua Tpatba na 6be oLeHEHO Ha HHAMBHAYanHa 6a3a, KaTo ce
HMa IpeIBUA pHCKa OT peuMIMBHpaila TpoM0b03a CipsMO NOTEHUHANHHA PHCK OT KbpPBEHE.

AKO ce MpOMyCHE eMH NPHEM, [IPOITyCcHATaTa f03a Tps#0Ba 1a ce B3eMe Bb3MOXHO HalH-CKOPO CJIER KaTo
ce 3abene)XH Npomycka, HO €aMo B ChlUMA AEH. AKO TOBa He € Bhb3MOXKHO, MALMeHTHT TpidBa Aa
MPOMyCHE J03aTa ¥ Ja MPOTB/DKH ChC CleABaIaTa 1038, KAKTO € MpeanucaHo. [1auneHTsT He TpAOBa
Ia B3eMa ABe JO3H, 3a Ja KOMIIEHCHpAa NpOITyCcHaTaTa A03a.

Hpemunasare om nevenue ¢ amazonucmu na eumamun K (ABK) kum Pusapoxcaban Ilongpapma
- TIpodpunakTika Ha HHCYNT U CHCTEMHA eMboHA:
ABK Tpsa6Ba na ce cmpaT M Na ce 3amouHe Jedenuero ¢ Pupapokcaban ITongapMa, KOrato
MexayuapoxsoTo Hopmanusupaso crotHomerue (International Normalised Ratio, INR) e < 3,0.
- Jleuerme wa JIBT, BE u npoduiakTika Ha peLHIMBH NpH B3pacTHH W jedeHne Ha BTE n
Npo(HIAKTHKA HA PEIMBHAM NTPH [IEAHATPHYHH NALHEHTH!
ABK Tps6Ba 1a ce crpar u Jia ce 3anouse nedenvero ¢ Pusapokcaban [longapma, xoraro INR e
<2,5.

[Ipn npemunasase or nedexne ¢ ABK xum nedenue ¢ Pusapokcaban [londapma croiiHocTHTE Ha
MexayraponHoro HopManusupaso ceorHomenue (International Normalised Ratio, INR) me Obaar
¢bamnuso nopHIIeHH cnex npueMa Ha PrBapokcaban Ilongapma. INR He € BaIMICH NapaMeTsp 3a
H3MEPBAaHE Ha RHTUKOATY/IAHTHATA AKTHBHOCT Ha PuBapokcabaH INondapma 1 cnenosarenHo He TpaOsa
aa ce W3noa3ea (BxK. Touka 4.5).

IIpemunasane om aevernue ¢ Pusapoxcaban Iongapma xem anmazornucmu na sumamun K (ABK)

MMa BeposTHOCT AHTUKOATYJIAIHATA Ja Oblie HealeKBaTHA B X0/1a HA MPEMHHABAHETO OT JICYCHHE C
Pupapoxcaban Ilonpapma xem ABK., Tpabsa na ce ocurypH MNPOXB/DKHTENHA ANCKBaTHA
AHTHKOAryJIAA TIPH MPeMHHABAHE KbM ANTepHATHBEH aHTukoarynant. Tpa6sa na ce orbenexn, ye
Pupapoxcaban [Tongapma moxe na o6yciops ropHIneHH CToiHOCTH Ha INR.

IMpu naumeHTH, MpeMHHaBAIY oT neueHHe ¢ Pusapokcaban Iondapma xem ABK, ABK Tpa6sa na ce
npHeMar napanenHo ao aocrura€e Ha INR > 2,0. I1pe3 mppBHTE ABa AHH OT NPEXOAHHA NEPHOK TpaOBa
Ia ce MpWiAara CTaHAapTHATAa HadanHa n03a ABK, cien xoero jmosara Ha ABK TpaGsa na e cnope
pesynrarute 32 INR. Jlokato maumeHTHTe NpueMaT exHoBpeMenHo Pusapokcabad [ondapma
INR ne TpabBa na ce Hicneapa no-paHo ot 24 [aca cnej NpeaxXoAHaTa A03a, a CaMo Hen
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npean cieapamiara xosa Pusapokcaban IlosgapMa. Ciaex karo ce€ IpEyCTAHOBH IpHeMa Ha
Pusapoxcaban ITondapma, INR Moxe aa ce H3CAeaBa H PE3YNTATHTE A2 ¢4 HANSKIHM MOHe 24 daca
Clen MpHeMa Ha MOCNexHaTa 0033 (BX. Touku 4.5 U 5.2).

IleqMaTpHYHH ITALMEHTH:

Ilenara, kouTo NMpeMHHaBaT oT PuBapokcalaH [Tondpapma keM ABK, Tpabpa na mpoab/IkaT Aa mpueMar
PusapoxcaGan ITondapma 3a 48 uaca cnex mppBata Ao3a ABK. Cnex 2 nun Ha eIHOBpEeMEHHO
mpanoxkeHue TpAOBA Ja ce HanmpaBH H3CHEABAHE H Na ce moaydar pesyntarére 3a INR, mpenu
cneapainarta fgo3a PuBapoxcaban Ilondapma no cxemara. I[Ipenopsusa ce €IHOBPEMEHHOTO
npuwioxenue Ha Pusapoxcaban INongpapma m ABK na nponsmxu, foxkato INR e = 2,0. Il{om xaro
npueMbT Ha PuBapokcaban [londapma ¢ npeycraHoreH, INR Moxe na ce uscnensa 4 oa ce Nnoaydar
HAOeKIHHM Pe3yNITaTH 24 yaca clie]l IpHeMa Ha TocleAHarTa Jo3a (BX. o-rope u Touka 4.5).

IIpemunasane om aevenue ¢ Rapermepanku anmuxoazyranmu kem Pusapoxcaban Ilongapma

IlpH maieHTH, KOUTO B MOMEHTA ITOTyJaBaT NAPEHTCPATHH AHTHKOATY/IAHTH, NpeyCTAHOBABAHETO Ha
IapeHTEPATHUSA AHTHKOATryJIAHT H 3armogYsaHeTo Ha PuBapokcaban [longapma Tpsabsa 1a ce OCBLIECTBAT
0 go 2 yaca mpeau MOMEHTA 3a CICABALOTO [UAHOBO MPHIOKEHHE HAa MAPCHTCPaNHWA JNCKApCTBEH
NMPOAYKT (Hamp. HHCKOMOJIEKYJeH XENapHH) WIH B MOMEHTAa HAa CIHpaHe Ha NPOABDKHTENHOTO

NPWIOKEHHE HA NapeHTEepaNHMA JIeKapCTBeH MNpOAYKT (Hanmp. WHTPaBeHO3eH HeQpaxkimOHMpaH
XerapuH).

IIpemunasane om nevenue ¢ Pusapoxcaban Ilonghapma kem napenmepaniu GHmuKoazyranmu
ITpunosxere mupBara [03a OT MAapeHTEpajiHMA AHTHKOATYJIAaHT B MOMEHTa, KOraTo TpA0Ba lia ce mpHeMe
cieapamiaTta no3a PuBapokcaban [Tondapma.

Cneuyaniy nomyaauyy
Bwbpeuno yapeocoane

Bovspacmnu.

OrpaHHYeHHTe KIMHHYIHH JaHHH OT MALMEHTH C TeXKa CTeneH Ha 656pedHo yBpexkaaHe (KpeaTHHHHOB
KJIMPBHC 15 - 29 ml/min) noxaspat, Ye nnasMeHHTe KOHLICHTPALUMH Ha pHBapokcabaH ca 3HAYHTEIHO
nopumeHu. [To Ta3u npuyiHHa PuBapokcabau ITondapma TpsiOba na ce nmpuiara BHUMATENHO NPH TE3U
nmaupentd. He ce npenopsyea ynotpebara npy NalMEHTH ¢ KPEATHHHHOB KITHPBHC < 15 ml/min (Bxk.
ToOYKH 4.4 U 5.2).

ITpu naumeHTd ¢ YMepeHa creneH Ha GuOpedHo yBpexpane (KpeaTHHHHOB KiMpbHC 30 - 49 ml/min)
WIH ¢ TeXKa crerned Ha Op0pedHo yspexkaaHe (KpeaTHHHHOB KinphHC 15 - 29 ml/min) ca BanraHu
CIeXHAUTE NPEMOPHKH 38 NO3UpaHe:

- 3a mpodiIakTHKa Ha HHCYJNT M cucTeMHa eMOONHA NMpH MALHEHTH ¢ HEKIAMHO NMpeNCHPAHO
MBKICHE NPenopbYHTENTHATA 1032 ¢ 15 mg BEAHbXK AHEBHO (BX. TOYKA 5.2).

- 3a neuenue Ha JIBT, neyenwe Ha BE M mpodmnaktuka Ha peupzmsupamy JIBT u bE:
[MauuenTure TpA6Ba Aa OBAAT NEKYBaHH ¢ 15 mg ABa ITHTH JHEBHO NPE3 MEPBHTE 3 CEXMULIH.
Cnez TOBA, KOTATO NpPENOPBLYHTENHATa J03a € 20 mg eAuH ITbT JHEeBHO, TpAOBa Ja ce oOMuCIH
HaMaIgBaHe Ha 03aTta oT 20 mg BeIHLXK AHEBHO Ha 15 mg eAHH MbT AHEBHO, KO OLEHEHHUAT
DHCK OT KBPBEHE 3a NALMEeHTa HaaxXBbpns pucka oT peumansupanid JIBT u BE. I1penopekara 3a
ynotpedaTa Ha 15 mg ce ocHoBaBa Ha ¢apMaKOKHHETHYHO MOIEIHpAHE H HE € Mpoy4BaHa MpH
Te3d KIHHWYHH YCTIOBHA (BX. ToUkH 4.4, 5.1 1 5.2).
Koraro npenopbuuTenHaTa 1032 e 10 mg equH IbT AHEBHO, HE Ce Hanara 74 Ja Obie KOpHrupaHa,

He ce Hanara KOpeKIMA Ha 1103aTa [IPH MALMEHTH ¢ JieKa CTeneH Ha 6u6peuro yspexase (KpeaTHHHHOB
mpeHC 50 - 80 ml/min) (Bx. Touka 5.2).

[TepuaTpiysa NOITyIaLua:




- Jlena ¥ }OHOMIM C JieKa CTeNneH Ha Or0peuHo yBpexaane (CKOpoCT Ha riioMepyiiHa ¢uurrpaims 50
- 80 ml/min/1,73 m2): He ce Hanara KOpeKIlMA Ha no3ara, Ha 6aszaTa Ha JAHHU MPH Bh3PaCTHH H
OrpaHMdeHH JaHHH MPH NEIUaTPHYHY HALMEHTH (BX. Touka 5.2).

- Tlena v I0OHONIM ¢ YMepeHa HITH TeXKa creneH Ha 6s6peuno yspexaaHe (CKOpOCT Ha IIIoMepyJTHA
¢wrrpamms < 50 ml/min/1,73 m2): PusapokcabaHx Ilondapma He ce npemopvdBa, TBA KaTo
JHIICBAT KJIYMHHUYHH JaHHU (BXK. TouKa 4.4).

Ueprnodpobro yepedicoane

Pusapoxcabau [Tondapma e mpoTHBonoka3saH IpM MalMEHTH ¢ YepHoApobHo 3abondBaHe, CBHP3aHO C
KOAryJonaTHa H KTHHUTIHO 3HAYHM PHCK OT KbPBEHE, BKIIOUMTENTHO MauueHTH ¢ upposa ¢ Child Pugh
B u C (Bx. ToukH 4.3 4 5.2).

ITonyaayun 6 cmapuecxa ev3pacm
Be3 xopekiuma Ha fo3aTa (BXK. TO4YKa 5.2).

Tenecro mezno
Be3 kopexmus Ha Ao3ata (BXK. ToUKa 5.2).

Ifon
Bes xopekira Ha go3ara (BX. Touka 5.2).

Iayuenmu, nooROJCEHYU HA KAPOUOEEPIUO

IpuemsT Ha PuBapokcaban [Tonpapma Mose 18 3an09He WIK Xa NPOABIKH NPY NAIMCHTH, IIPH KOUTO
MOXe Ja ¢ HeOOXOAHMO KapAHOBEP3HO,

[IpH kapIHOBEP3HO HACOYBAHO OT TpaHce3ogareanHa exokapavorpagus (TEE) npn nauneHTd, KouTo
He ca GWIH JIeKYBaHH ¢ AHTHKOAKY/IAHTH, JledeHneTo ¢ PuBapokcaban ITondapma tpaOpa aa 3anoune
Hali-ManKo 4 4aca npeaq KapJHOBEP3HOTO, 3a ia Ce rAapaHTHpPa afieKBaTHa AHTUKOATYJIAlMA (BX. TOYKH
5.1 1 5.2). Ipy BCHYKM NALMEHTH, NPEeaN KapAHOBEpP3HO TpsibBa Aa ce MOTHPCH MOTBBPKICHHE, Y€
nanueHTLT ¢ npuen Pusapokcaban INondapma, kakto € npeanucaHo. [Ipy BiemaHe Ha pelueHHe 3a
jarmoyBaHe HR Tepanus H onpeleisHe Ha IPOABRDKHTENHOCTTA M, TpaOBa Na C¢ HMAaTr NpeaBHI
YCTAHOBEHHTE MPETNOPhKH OT PHKOBOCTBATA 38 AHTHKOAry/JJAHTHO JEYCHHE NP MALMEHTH, MOAJIOKESHH
Ha KapOIHOBEP2HO,

Ilayuenmu ¢ Hexnanso npedcwvpoHo Mvdicoere, koumo nodaescam na IIKH (nepxymanna xoporapna
UHMEPBEHYUR) C NOCMABAHE HA CIMEHM

Hima orpaHuuyeH ONMHUT 110 OTHOIUGHHE HA HaManeHa jo3a 15 mg Pusapokcaban ITondapma seaxsx
nueBHO (wiH 10 mg Pusapokcabau [TondapMma BeHNEX JHEBHO 33 MALMEHTH ¢ YMEPEHO TEXKKA CTCTICH
Ha 6L0peyHO yBpexkaaHe [kpearnHuHOB KIMpBHC 30 - 49 ml/min]), B AombaHeHue kpM P2Y12
naxubuTopa 3a 12 Mecela MakCHMYM, TPH MALMEHTH C HEKJIAMHO NMPeAChPAHO MBXACHE, KOHUTO €&
HYXXHAAT OT MepopaiHa aHTHUKOary/iaHTHAa Tepamua H ca 6unM nomtoxernd Ha [IKH ¢ nocrapaHe Ha
cTeHT (BK. ToukH 4.4 1 5.1).

EHHHH Ha NPHIOKCHHC

Bvspacmuu
PrBapokcataH [Tondapma e 3a nepopanHo NpUiIoKeHue.
KancyauTe ce npueMar ¢bC XpaHa (Bxk. Touka 5.2).

H3nonzeane Ha CvOBPIACAHUEMO HA KANCYAUME
[Ipy nauHeHTH, KOHTO HE MOraT Oa TNOMITLIUAT KANCYy/NIHTE LUEIH, ChABPXAHMETO HA Kancynara
Pusapoxcaban ITongapMa MOXxe Ia ce CMECH ¢ BoAa WIH S0OBIKOBO MIOPE HEMOCPEACTBEHO MPEAH
yroTpeba M Ia ce NpwiokKK mnepopanHo. Cren NpHIAraHeTO Ha CHABKAHMETO HA Kancynara
Pusapoxcatan ITondapma ot 15 mg wiu 20 mg mosara tpabsa aa 6nne nmocnensaHa He3abaBHO OT
XpaHeHe.

CrappikaHHeTo Ha Kancynata Pupapokcabau [londapma Moske fa ce mpuiara ChIio ¥ 9pe3 CTO

conpa (BxK. TOUKH 5.2 1 6.6).




Teua u ioxowiu ¢ mezno nogexe om 50 kg

Pusapoxcaban [Tondapma € 3a nepopalHO NPHIOKCHHE.

ITampeHTHT TpA6Ba Aa Gble NOCHBETBAH N MOTIBINA KANCyJaTa ¢ TeYHOCT. T4 TpsOBa CBINO Aa ¢¢
npueMa ¢ Xpasa (Bx. Todka 5.2). Kancynure Tpabsa fa ce MPHEMAT Npe3 HHTepBa npuOnU3HTEHO 24
qaca.

B cnyuali ue nauMeHTLT W3IUTIOE BEAHArA [03aTa WM NOBBPHE B PaMKHTE Ha 30 MHHYTH CAC]
MpHJIOXKEHHE Ha [03aTa, TpA6Ba Aa ce Jane HOBa 103a. AKo 00ayue NalMEeHTLT NOBLPHE N0BEYE OT 30
MUHYTH CJiel IpHeMa, I03aTa He Tpa6Ba f1a ce Npiiara OTHOBO H CICABALIATA 032 TPAOBA fia Ce B3eME
IO CXeMarTa.

Kancynarta He Tpsa6Ba Aa ce pa3fiens MpH ONHT Aa ¢¢ HabaBM YacT OT [03aTa B KarncyJaTa.

Hsnonzsane Ha CvOBPICAHUEMO HA KANCyaume

ITpu MauMEHTH, KOUTO He MOTaT Aa MONTBILAT KalCy/IuTe LienH, Tps0sa a ce H3Mon3Ba puBapokcabaH,
CHIBPXKALIY IPaHyIH 33 NEpopaHa CyCIEeH3UA.

AKXO nepopasHaTa CYCNEH3UA HE € Ha Pa3MoIoKeHHe BeIHAra, KoraTro ¢a H3HcaHu 103H 15 mg unu 20
mg puBapokcabaH, Te Morar aa GraaT HabaBeHH, KaTo ce pasTPOIIH TabneTka 15 mg wiu 20 mg ¥ ce
CMECH C BOJA WIH AOBIKOBO MMIOpE HEMOCPENCTBEHO NPeaH ynoTpeda H ce NPUAOKH NEPOPATHO,
ChraspKaHHETO Ha Kancynarta Pusapokcaban Ilompapma Moxe fa ce mpunara Cpmo H 1pe3
Ha30TacTPaTHA WM CTOMALIHA COHAa (BX. TOUKH 5.2 1 6.6).

4.3 TIporHBomoxasaHHA

CBpBbXTyBCTBHTENIHOCT KbM aKTHBHOTO BEMICCTBO HIM HAKOE OT MOMOMHHWTE BEINECTBA, H30pOEeHH B
TOo4uxa 6.1.

AKTHBHO, KJIHHWYHO 3HAYHMO KBPBEHE.

Jleanst WM CHCTOSHME, aKo OBIE CueTeHo, ue NpPEeACTARNABE 3HAYMM PHCK 33 rolaMO KbpseHe. Tosa
MOKe Ha BKTHOMBA HACTOALLA UITH CKOPOLUHA racTPOUHTECTHHATHA A3Ba, HANHYHME HAa 3JIOKAYCCTBOHH
HeOILTa3MH ¢ BHMCOK PHCK 3a KBPBEHE, CKOPOIIHO HapaHABaHE Ha IMaBHHMA WIH IpbOHaTHHA MO3IBK,
CKOPOILIHA ONepalMa Ha rNaBHUA MO3bK, rpbOHAYHMA MO3BK WIH OYHTE, CKOPOIIHA BBTPEUCPEIHA
X€MOpArus, H3BECTHH MM CYCIIEKTHHU €30¢areatHi Bapruly, apTepHOBCHOIHH MaT(popMaLH, ChAOBH
aHEBPI3MM /M rojieMH MHTPACIHHAIHA WX MHTpanepeOpanHy ChA0BH aHOMATHH.

ENHOBpEMEHHO JEYeHHE C NpYTH &HTHKOATYNaHTH, Hamp. Hedpakmmonupa xenapuH (HOX),
HHCKOMOJIEKYJTHH XenmapuHH (EHOKcAamapuH, MAAITENapuH M Jp.), NPOM3BOJHM HA XeNapHHa
(bonaanapuHyKC H Jp.), NEPOPATHH aHTHKOATYNAHTH (BapdapHH, naburaTpas €TEKCHIAT, anmkcabaH
H p.), OCBEH TPH CHelHIHH 0GCTOATENCTBA 33 CMSHA HA JICYCHHETO ¢ AHTHKOAryJaHT (BXK. TOUKa
4.2) win xoraro H®X ce npuwnara B 703K, HEOOXOOHMH 32 MOAABPKAHETO HA OTBOPEH LCHTPANCH
BeHO3eH WIH apTepHalieH KaTteTsp (BX. To4ka 4.3).

YepHoapoOHO 3afoiiBaHe, CBBP3aHO C KOATyNOMaTHA H KIMHAYHO 3HAYHM DHCK OT KBPBCHE,
BIJTIOYHTENTHO NaumeHTH ¢ 1upo3a ¢ Child Pugh B u C (Bx. Touka 35.2).

BpeMeHHOCT ¥ KbpMEHeE (BX. Touxa 4.6).
4.4 CrnenHaaHH NPeAYNPeXIAeHHs H NpeANa3sHl MePKH NPH ynoTpeda

IpenophyBa ce KIMHHYHO HaGMIOACHHE CHOTBETCTRALLO Ha MPOBSKAAHATA AHTHKOAryialy4 B Xo/a Ha
e fepHol Ha TeYEHHE,




Puck ot xeMoparus

KaxTo ¥ ¢ ApyTH aHTHKOATYJIAHTH, MALMEHTHTe, KouTo npHemaT Puapoxcaba ITondapma, Tpsbea na
ce HaGmIonaBaT BHMMATENHO 3a NpH3HauM Ha xbpseHe. IIpenoppysa ce¢ ymoTpebaTra C MOBHINCHO
BHMMaHHE TPH CHCTOSHHA C MOBHIIEH pHCK 3a xemoparwa. [Ipuwnoxkenuero Ha PuBapokcaba
[Tondapma TpabBa Oa ce MpeyCTaHOBH MIPH MOABA HA TEXKa XEMOparus (BK. TOUKa 4.9).

B KIMHWYHHATE NPOYYBAHHS JHIAaBHYHO KBpPBEHE (T.e. OT HOCA, BEHLHTE, CTOMAIIHO-YPEBHHA TPaKT,
[TMKOYHO-MOJOBMA TPAKT, BKITIOYHTETHO aGHOPMHO BATHHAITHO WIH YBEIMUYEHO MEHCTPYATHO KEPBEHE)
¥ aHEMM: ce Ha6JII0AaBaT Mo-4eCcTo NpH IBLATOCPOHHO JeYeH e ¢ puBapoKcabaH B cpaBHEHUE C JICICHHE
¢ ABK. ITo Tasy npu4uHa, B JONWIHEHHE KbM ANEKBATHOTO KIMHWYHO HalmoaeHue, J1abopaTopHO
H3C/ienBaHe Ha xeMorjoOuHa/xemarokpura 6K Morno na 6mnae oT non3a 3a OTKPHBAHE HA OKYJTHO
KbpBEHE ¥ 3a ONPEAS/IAHE HAa KNTMHHYHATA 3HAYMMOCT Ha ABHO KBPBEHE, T10 MPELICHKA CIIOPEA Crydas.

Hsaxonko NOATrPyIH NalHeHTH, OMMCaHH NOo-NoApodOHO No-A0y, Ca C NOBHIIEH PHCK OT KbPBCHC. Te3u
MalMEHTH CIeABa g 6bAaT BHUMATE/THO NMPOCNeReHH 3a Oene3d H CHMITTOMH HA CBBP3aHH C KBPBEHE
YCIIOKHEHHA 1 BHEMHKS CJIel HAYAIOTO Ha ICHEHHETO (BX. TOUKa 4.8).

IIpu BCAKO HEM3ACHEHO MOHMDKABAHE HAa XEMOTNOOMHA WITH KPBBHOTO HAIATAHE TpabRa 14 ce TBPCH
M3TOYHMK Ha KbPBEHE.

Brupeku ue NeueHHeTo ¢ pHBapokca0aH He M3HCKBA PYTHHHO MPOC/ENABAHC HA E€KCIO3HLMATA, €
BB3MOXKHO H3MEPEHWTE HUBA Ha PHBapokcabaH ¢ KaMHOpHpaH KONHYECTBEH aHTu-(akTop Xa TecT Aa
6BIAT MONE3HY B W3BbHPEIHN CHTYAIHH, KOraTO JAHHH 32 eKCTIO3UIIHATA HA PHBApOKCcabaH Morar fia
NOMOTHAT ¢ MHPOpPMALHA 33 B3MMaHe HA KJIMHHYHH PEIICHHA, HampHMep Npelo3HpaHe M CIeuIHa
onepauma (BXK. TouxH 5.1 1 5.2).

ITeduampuuna nonynrayus
HMMa orpaHH4eHH JaHHM MPH Jelia ¢ MO3bIHA BEHO3Ha H CHHYCOBA TPOM0O03a, KOHTO HMAT HHEKITHS
na [THC (Bx. Touka 5.1). PHCKBT 0T KbpBeHe TpAGBa Aa Obe BHUMATETHO OLICHCH NPESAH H NO BPEME

Ha TepamMaTa C puBapokcabaH.

BbEOpeuHo YBpeKaaHe
TIpyk NAUMEHTH C TeXKa cTereH Ha GBOpedHO yBpexaHe (KpeaTHHMHOB KIAPBHC < 30 ml/min) e

BBE3MOXKHO TUIA3MEHUTE HUBA Ha puBapokcaban Aa ObAaT 3HAUUTENHO NOBUUICHH (cpeano 1,6 nuTH),
KOETO MOXe Ia JIOBEAE A0 NMOBHIICH PHCK OT KbpBEHE.

Pusapokcafau [Nondapma Tpsa6sa aa ce npunara BHUMATEIHO NPY NMAUHEHTH ¢ XPEATHHUHOB KITHPBHC
15 - 29 ml/min. He ce npenopbuBa ynoTpebaTa NpH MAaLKEHTH ¢ KPEaTHHHHOB KIHPEHC < 15 mi/min
(Bk. TOukH 4.2 1 5.2).

PuBapoxcaban londapma TpaGea aa ce nmpunara BHUMATETHO MPH MALHCHTH C 6m0pedHo yBpeKaaHe,
MOMy4aBalii SAHOBPEMEHHO ApPYTH JEKapCTBA, KOHTO MOBHIIABAT IJIA3MCHHTE KOHUCHTpaLHY Ha
puBapokcabaH (Bx. Touxa 4.5).

Pupapoxcaban INMondapMa He ce MpenoppyBa MpH Aela H IOHOMH C YMEPECHa WIIH TEXKa CTENCH Ha
656pedHO yBpekaaHe (CKOpOCT Ha rinoMepynHa durrpauus < 50 ml/min/1,73 m2), Teit kaTo NHUNCBAT
KITHHHYHH JAaHHH.

BiauMoaelicTBHe ¢ APYrH JIEKAPCTBEHH ITPOAYKTH

He ce npenopwusa ynotpebara Ha PuBapokcafan IlondapMa npu nauMeHTH, KOHTO MOMydaBat
eAHOBPCMEHHO CHCTEMHO JICYEHHE C a30/10BH QHTHMMKOTHUM (Karo KCTOKOHA30JM, MTPAKOHA30ll,
BOPHKOHa30J1 H nocaxkoHason) win HIV-nporeasin HHXHGUTOpPH (Hamp. PHTOHABKp). Te3H AKTHBHH
pemiecTBa ca MomHM uHxubutopn Ha CYP3A4 ¥ P-gp u no TasH nMpMYMHA MOrarT Aa MOBHIIAT
nna3MeHaTa KOHIEHTPaUHA Ha puBapokcadaH A0 KIHAHYHO 3HAYHMO HMBO (cpeaHo 2,6 mbTH), KOETO
MOXE [1a IoBele KO NMOBUILIEH PUCK OT KhPBEHE.




(HCTIBC), auerwicanuipuiosa kucenuna (ACK) u MHXMOMTOpH Ha TPOMOOLATHATA Arperaifui WiH
CelNeKTHBHM MHXHOMTOPH Ha oBpaTHOTO 3aXBamiaH€e Ha cepoToHHHa (selective serotonin reuptake
inhibitors, SSRI) ¥ HHXWGHTOPH Ha 0GpaTHOTO 3aXBalllaHe Ha CCPOTOHHHA M HoperuedpuHa (serotonin
norepinephrine reuptake inhibitors, SNRI). 3a mauueHTHTe ¢ PHCK 32 YJLEPO3HO CTOMALIHO-PEBHO
3a6019BaHe MOXE /18 Ce TIOMHCITH 3a NOAXOASIO NMPOQIIAKTHYHO JiedeHHe (BX. TOUKa 4.5).

Ipyry puckoBy GaKTOPH 33 KhPBEHE

[TomoORro Ha ApYTM AHTHAIPEraHTHW CpeACTBa, puMBapokcabaH He ¢e Npenoph4sa [pH MAUHEHTH ¢
MTOBHILIEH PUCK OT KbPBEHE, KaTO:

. HEXOHTPOJUPAHA TCXKKA APTEPHAITHA XHTICPTOHHA
. Ipyro CTOMAIIHO-upeBHO 3abongBane 03 aKTHBHO pa3s3BABAHE, KOETO MOTCHLMAIHO MOXKE 18
[OBEe [0 YCHOXKHEHHS C KbpBeHe (Hamp. Bh3NaiuTeaHO 3a0ondBaHe Ha UEpBaTa, e3odarur,

racTPHT M racTpo-e3odareanna peduryxcua 6onecr)

. CBHAOBA PETHHOMATHA
¢ ' GpOHXHEKTa3UM WIH aHaMHe3a 3a KepBeHe B Genusd apob.

eHTH ¢ pakoBo 3abonasaHe

[TauMeHTHTE CHC 3MOKAYECTBEHO 3a00IaBalHe MOXe eIHOBPEMEHHO Ja ¢a H3JIOXKEHH H Ha MMO-BHCCK PHCK
oT kbpBeHe M TpomGo3a. MHAMBHIyanHaTa moi3a OT aHTHTPOMOOTHYHOTO JIEYCHHE TpabBa da ce
MpELeH: CIIPAMO PHCKA OT KbPBEHE NMPH MAalMCHTH C AKTHBHO PAKOBO 3a00JBaHe B 3aBHCHMOCT OT
NOKAIMATA HA TYMOpA, AHTHMHEOIUIACTHYHATAa Tepanuid M CTaJiud Ha 3a00/IIBaHEeTO. 1 VYMOPHUTE,
pa3ToIOKEHH B CTOMAITHO-YPEBHUSA HIIH MAKOTHO-TIONIOBHA TPAKT, Ca CBHP3aHM ¢ MOBHIICH PHCK OT
KbpBEHE 10 BpEME HA TepanHusTa ¢ puBapokcabaH.

Ilpu NALMEHTH CBC IOKAYECTBEHH HOBOOOpasyBaHMA C BHCOK PHCK OT KbpBeHe, ymorpebata Ha
puBapoxcalaH € NpoTHBONOKa3aHa (Bxk. Touka 4.3).

[TanpeHTH ¢ KIANHK MPOTE3H

PuBapoxcaban He Tpa6Ba fa ce H3Mosea 3a TpoMGonpoduIaKTHka MpH NALHEHTH, KOHTO HACKOPO ca
MpeMUHANM TPAHCKATeThpHA cMsiHa Ha aoprHara Kinana (TCAK), besonacHOCTTa H edHKacHOCTTA HA
pupapokcalaH He ca IMPOYUEHH ITPU NaLMEHTH ChC CHPASTHO KIANHO IPOTE3UpPAHE; MO TA3H IIPHIMHA,
HAMA JJaHHHM B MOJKpENa Ha TOBA, 4e pHBapokcabaH OCHTypsBa ancKBATHA AHTHKOAryJNalyi B Ta3H
nomynauus nauuexty. Jleuennero ¢ Pusapokcaban [Nongapma He ce npenopb4ba NP TE3H NAUHCHTH.

Il M C AHTH JTHNUAEH CH M

JlnpexTHO HmeficTBalld mepopanHM anTukoarynawtd (IATIA), BKIIOUHTENHO paBapoKcadaH, HE ce
MpenopsYBAT NpPH NAUMEHTH C aHaMHe3a 32 Tpom0o3a, KOHTO Ca JHACHOCTHUMpaHH C
aHTEQOchonunuaeH cuHApoM. [lo-cneuManHO NpH TPORHOMO3HTHBHH NALMEHTH (3a JymyceH
AHTHKOATYJIAHT, AHTHKAPAHONMIIHHOBH &HTHTeN]a H aHTHTena cpeumty Oera-2-TIMKOMPOTEHH I),
nedenneto ¢ JUITA Moxe na 6b4¢ CBBP3aHO ¢ NOBHIIEHA YSCTOTA HA MOBTAPAM Ce TPOMOOTHIHHM
CHOUTHA B CpaBHEHHE ¢ TEPAITMATA C AHTATOHKCT Ha BUTaMHH K.

[TanueHTH C HEKJAHO IPeACHPAHO MbXJEHe, KOWTO NOMNEKAT Ha I[TKH ¢ nocTaBiHE HA CTEHT
Hamyuy ca KIMHYWMHM JAAHHHM, MOJYYEHH OT HUHTEPBCHIMOHANIHO NpOoyvYBaHe, C OCHOBHA LI

n3cnenBaHe Ha Ge30MacHOCTTa NMPH MALMEHTH ¢ HEKNATHO NMPEeACHPAHO MBXCHE, KOHTO Ca ounu
noxnoxenu Ha ITKU ¢ mocrassHe Ha CTeHT. JlaHHWTE 32 e(PHKACHOCTTA NPH TA3H IIOMyJaLMA Ca
orpaHndeHH (Bx. ToukH 4.2 u 5.1). JlunceaT gaHHM 3a TAKHBA NALICHTH ¢ aHAMHE34A 32 HHCYNT/IIpeXOoHeH
ucxemuded npacren (TTATI).

XeMoaquHAMHYHO HecTaOHIHM nauyeHTH ¢ BE WiIH NAlMEHTH, KOUTO C€ HYWIAAT OT TpoMOonI3a WK
beJyio Ha eMOONEKTOMMSL.

Pupapokcabax ITongapma He ce Npenopb4Ba KaTo AITePHATHBA HAa HeppaKLIHOHHPAHHA XEMapHH MpH
[ALMEHTH ¢ GenoapobeH eM60AM3BM, KOMTO Ca XeMOJHHAMUYHO HeCTaOWIHM WIH HA KOHTO MOXKE Ja
ce HanpaBu TpoMOoH3a WK GenonpobHa eMOONEKTOMHUA, THH KaTo 6e30NaCHOCTTA U e(HKaCHOCTTA H
puBapokcabaH He ca YCTAHOBCHH ITPH TE3H KIHMHHYHH CHTYaLMH.




CnyHanHa/enuaypania aHeCTe3HA WM Y HKINWA
[lpn npmnaraHe Ha HEBPOAKCHANHA AHECTE3HA (CITMHanHa/enuaypanHa AaHeCTe3HA) WIH IpH

CMHAMHA/ENMAYpanHa IIyHKUHA TALMEHTHTE, JICKYBaHM C aHTHArperaHTHH CpeicTBa KaTo
mpodbUNaKTHKA cpemry TpoMOoeMOONMIHM YCIOKHEHHA, Ca ¢ TIOBMINEH PHCK 33 DASBUTHE Ha
eMUAYyPATHH WIH COMHANHHM XEMATOMH, KOMTO OMxa MOTIIM [a ROBENAT A0 NMPOXBIKHTENHA HIH
MOCTOAHHA Mapany3a. PHCKBT MOXe Aa C€ MNOBUIIM CHIIO TAKa H OT TPABMATHIHA WIH MHOTOKpaTHA
enMIypanHa WK CIIHHANHA MyHKuuA. TlaimmenTuTe TpabBa na 6T CIIeACHH PEAOBHO 32 NPH3HALM H
CHMITTOMH HA HEBPOJNOTHYHO YyBpexiaHe (HAIp. HITPHNBAHE WIH ciabocT B Xpakara, YpeBHA
AHCOYHKIA WIH AMCcYHKLMSA HA THKOYHHA MeXyp). AKo Ob/ie 3a0e1A3aH HEBPOIOrHIeH aedumT, ce
HAJIaTa CICMIHA AHATHOCTHKA ¥ JeueHue. [Ipedn HEBPOAKCHAIHM HHTEPBEHIMH JTEKApAT TpAGsa Aa
NpelleHH CBOTHOMEHUETO MeXAy TNOTEHLUMAIHHTE IOM3M M PHCKOBE IpH MALMCHTHTC Hd
AHTHKOAryJIAHTHO JIEYEeHHE WIH IIpH MaLMEHTHTE, HA KOMTO NIPEACTOH aHTHKOAry/JJaHTHO JICHCHHE KaTo
aHTUArpEeraHTHa npodunaxkTuka. HiMa KIMHHYCH ONMT C ynorpebara Ha 15 mg unu 20 mg
puBapokcabaH B T€3H CHTYyaLHH.

3a HAMAISBAHE HA NOTEHIMAIHUA PHUCK OT KBpPBCHE, CBBpP3aHO C €AHOBPEMCHHOTO MpHAAraHC Ha
pHBapoKcabaH W HEBPOAKCHATHA (EMUAYpasHa /CNMHaNHA) aHECTE3HA WIH CIIMHATHA Ty HKIWA, TpAOBa
1a ce UMa IpeABHI GapMaKkOKUHETHYHUS npodun Ha puBapokcabaH. locTapsaHETO HAY TIPEMAXBAHETO
HA EMMAYpasieH KaTeThbp WIH JyMOanHa MyHKIHA ¢ H3BHPIIBa Hali-no6pe, KOraTo aHTHKOAr'YNaHTHHA
edext Ha pHBapokcabaH ce OLlEHABA KATO HUCHK. BBNPEKH TOBA, TOTHOTO BPEME 33 NOCTHraHe Ha
NOCTATBYHO HHCHK AHTHKOArynaHTeH e(ekT 3a BCEKH NMAlUMeHT He e M3BeCTHO W TpAbGpa na bbae
[peLieHeHO CIPAMO CMIELIHOCTTA Ha AHATHOCTHYHATA MPOLIeZypa. 3a OTCTPAHABAHETO HA CTIM/Ty PATHHA
KaTeThp H BBb3 OCHOBA Ha ofmwre (apMaKOKHHETHIHH XapaKTePUCTHKH, INOHE 2X NONyKUBOTA, T.€.
Hali-Manko 18 yaca MpH MIaay BH3PACTHH NAUHMEHTH WM 26 vaca Npy MaUMEHTH B CTapiecka Bh3pacT,
Tpa6Ba Ja ca MMHANIH Cled NOCNEAHOTO NMPHIOKEHHE Ha puBapokcabGan (Bxk. Toduxka 5.2). Cnen
OTCTpaHABAHETO HA KaTeThpa, TpAOGBa A8 M3IMMHAT HAA-MAIKO 6 uaca mpedd NpPUIOKEHHE HA
CJICABALIATA 033 pHBapoKcabas.

IMpu mosBa HA TPABMATHYHA TYHKLWS, MPHIOKEHHETO Ha PHBApOKCabaH TpaGpa na 6bOE OTIONKEHO C
24 uaca.

JIATICBAT AAHHM OTHOCHO MOIXOASLIOTO BpeMe 3a MOCTaBAHE WIH OTCTpaHsABaHe Ha HEBPOAKCHAIICH
KaTeTsp NpH Nella, AOKATO ca Ha JieYeHHe ¢ puBapokcabaH. B Takusa Ciydal, NpCYCTAHOBETS
NPUIOKEHHETO Ha pHBapokcabaH H oOMuMcreTe NPHIOKEHHEe Ha xparkoae#icTsalll napeHTepaaeH
aHTHKOATyJIaHT.

[IpenophKH 33 JO3NPAHETO NPEH M CJie/l HHBAZHBHH NPOLEAYDPH H XHPYPIHIHH HHTCDBEHIHH
AKO ce Hanara NpoBeKAAHE Ha HHBA3HBHA MPOLEAYPa HIH XMPYpPruiHa HHTCPBCHIINA, PupapokcabaH

TTondapma Tpabpa Aa 6bJe COpAH NO BH3MOXHOCT NMOHe 24 Yaca NPeAX HHTEPBEHLMATA X B3 0CHOBA
Ha KHHKYHATS fIPeleHKa Ha JTeKy Ball|s Jekap. AKo IPoleAypara He MOXe Ja GBI OTIOKEHS, TpsaOBa
7ia c& NpeLieHl MOBUILEHUAT PUCK OT KBPBEHE CIIPAMO CNICIIHOCTTA HA HHTCPBEHLMATA.

MpuemsT Ha Pupapokcaban ITondapma TpaGsa na ce Bb300OHOBH BBIMOXHO Halt-CKOpO CJlIex
HHBA3MBHATA MPOLCAYPA WIH XMPYPriYHaTa UHTEPBEHIIUS, 8KO KIMHHYHATA CHTyalnd Nno3BoJIABa H €
OCTHIHATA ANEKBATHA XEMOCTA34, KAKTO € ONpEHeNicHO OT IEKYBaIHA Jiekap (Bx. Touka 5.2).

Ilonvn B Yyecka Bh3
C ypenu4aBaHETO HA BB3PacTTa MOXKE A ¢¢ YBEIHYH PHCKBT OT XEMOparud (BX. TOuKa 5.2).

&EM&TOHOI‘H‘IHH peaKn

INo BpeMe Ha MOCTMAPKETHHIOBO HAGMIONCHUE BBB BPE3Ka ¢ ynoTpebara Ha puBapokcabaH ce crodmasa
33 CEPHO3HH KOXKHY PEakiUM, BITIOUHTENHO CHHAPOM Ha Stevens-] ohnson/ToOkCH4HA enMUAepMaliHa
nexposmmza H DRESS cunipoM (Bxk. Touka 4.8). Harnexa, Y€ NaLMCHTHTE C2 H3NOXKCHH Ha Hali-roysm
PHCK OT T€3H PEeakLMH B HayaloTO HA TepamuATa: B MOBEYETO CAy4ad, HAYaloTO HA peakiira ce
MposBsBa Mpe3 MbPBHTE CEAMHMLHE OT JIedeHHETO. PuBapokcadaH Tpst0OBa Aa ce NMpeyCTaHOBH NPH TEPBa
N0ABA Ha TEKBK KOXeH 0OpUB (HAnp. pasiipoOCTPaHABALL C€, MHTEH3HBEH HW/HIIH CBBP3aH C ofpazyBaHeTo
Ha MEXypH) HWIH APYT MPH3HAK Ha CBPBXUYBCTBUTETHOCT, CBBP3aH C JICIUH HA JIKTABHLIATA. :




HudopmM 34 NOMO BEIIECTBA

Pupapokcabax [Tondapma 15 mg chabpka 1aKro3a MOHOXHADAT.

[TaiMeHT! ¢ peAKH HACHEACTBEHM NpoOneMH Ha HEMOHOCHMOCT KbM TrajlakTo3a, ITHICH JIAKTalCH
HeHIMT KK TIIOK030-ranakTo3Ha Manabcopbuma He TpaOBa fa NMpHeMaT TO3H JIEKAPCTBEH NPOAYKT.

To3u NIeKaPCTBEH MPOAYKT ChIbpKa Mo-Manko oT 1 mmol HaTpu#f (23 mg) Ha K030Ba CAHHHIA, T.C.
MOXe Ja Ce Kaxe, 4é MpaKTHIYCSCKH He ChAbpxKa HATPHH.

4.5 BsanamoneHcTBHe ¢ APYTH JeKSPCTBEHH NPOAYKTH H APYrH $opmMH Ha BIsHMoleHicTBRE

O6XBaTsT HA B3AMMOJEHCTBHATA NpH MENHATPHYHATE MOMyNalLMA He € W3BecTeH. JlomynocodcHHTe
JAHHH 38 B3aMMOIEHCTBUATA, NOJIYYCHH NIPH BB3PACTHH, U NMpedynpeK/CHNATa B T04Ka 4.4 TpabBa Aa
ce UMaT NpeaBKM IPH NeAHaTPpUIHATA IOy NaLMA.

Huxuburops Ha CYP3A4 1 P-gp
EnROBpeMEHHOTO TIPWIOKEHHE Ha pHBapokcaban M KeTokoHason (400 mg emuH ITbT OHEBHO) HNH

puToHaBHp (600 mg ABa ITETH JHEBHO) BOAH A0 2,6 METH / 2,5 1meTH mo-srcoxa AUC 3a puBapoxcabaH
# 1,7 meTi/ 1,6 TBTH NO-BHCOKA CPERHE Cmax, CHC 3HAYMTENIHO NOBHINABAHE HA papMaKOAWHAMHIHHTS
eheKTH, KOSTO MOXe Ja AOBEfie 10 NOBHLIEH PHCK OT KbpeeHe. [1o Ta3n npuiMHA HE Ce Npenopbysa
yrorpebarta na PuBapokcabau [Tondapma npy nauueHTH, KOUTO NOTy4HaBaT €AHOBPEMEHHO CHCTEMHO
JIeYeHHE ¢ A30JI0BH AHTHMHKOTHIH, KATO KETOKOHA30J, HTPAKOHAa30J1, BOPHKOHA30JI H ITOCAKOHA30/ HITH
¢ HIV-niporeasHu #HXU6HUTOpH. Tean akTUBHM BEleCTsa Ca MOLIHH MHXuOUTOpH HA CYP3A4 H P-gp
(Bx. TouKa 4.4).

O4akpa ce aKTHBHH BEIIECTBA, KOWTO HHXHOHpaT MOIHO CAMO €IHH OT ITHTHILATa HA SJIHMHHHpaHe HA
pupapoxcabar win CYP3A4 win P-gp fa MOBMINAT B O-MaTKa CTENEH MUIa3MCHHTE KOHLCHTPALMH Ha
pupapokcaban. Hanpumep knapurpomunms (500 mg Asa MbTH Ha ACH), KOKTO ¢ MpHEMA 32 CHICH
prxuburop Ha CYP3A4 u yMepen uuxuburop Ha P-gp, Boau 1o nosumasane Ha cpeaHara AUC Ha
pusapokcabal ¢ 1,5 mbTH M Ha Cox. — € 1,4 meTH. B3auMoaeHCTBHETO C KIIAPHTPOMHIHH BEPOSTHO HE
¢ KIMHAYHO 3HAYHMO MpPH MOBEYeTO MNAUMEHTH, HO MOX¢ Aa Oble NOTCHUMANHO 3HAYHMO NpH
BHCOKOPMCKOBH maleHTH. (3a nauueHTH ¢ 656pedHo yBpexaaHe: BX. ToUka 4.4).

EpurpomunmH (500 mg Tpu METH AHEBHO), Koo MHxn6upa ymepeno CYP3A4 n P-gp, soxa no 1,3
weTH nopuinenue Ha cpeaHata AUC n Cone Ha puBapokcabad. BzanMozeHcTBHETO ¢ €PHTPOMHLIMH
BEPOATHO HE € KIHHMYHO 3HAYMMO TIPH TOBEYETO NMALMEHTH, HO MOXe Aa Obae NOTCHLUHMATHO 3HAYMMO
IIPH BUCOKOPHCKOBH MMaLIMEHTH.

ITpr nuua c neka creneH Ha 656pedHo yBpexaaHe epHTpoMuLt (500 mg TpH IMBTH XHEBHO) BOAH A0
1,8-kpaTHO moBumasaHe Ha cpeanata AUC Ha pusapokcaban # 1,6 MbTH NMOBHINCHHE Ha Caax B
cpaBHEHHE ¢ HHAMBUAH ¢ HopManHa O0s0peuna ¢yHkima. [1py aula ¢ yMepeHa CTENCH Ha 6n0pedHo
yBpexaHe CPHTPOMUIMH BoAM 1o 2,0 mbTH noBumeHke Ha cpenHara AUC Ha puBapokcabaH u 1,6
MbTH NoBuUmeHHe H2 Cmex B CPaBHEHHE ¢ HHOMBHMAM C HOpManHa G6bOpedna ¢yHkums. EdexTsT Ha
EPUTPOMMULIMH € RIHTHBEH KbM TO3H Ha GEOpeuHOTO YBpexaaue (K. Touka 4.4).

®nykoHason (400 mg eauH MBT JHEBHO), KOHTO ¢e CMATa 38 YMEPeH HHXHOMTOD Ha CYP3A4, ooy no
noumasae ¢ 1,4 mpTH Ha cpegHara AUC Ha puBapokcafaH u 1,3 metd Ha cpepHara Coae.
B3aumogelictenero ¢ GJIYKOHA301 BEPOATHO HE € KIMHHYHO 3HAYMMO NPH MOBEYETO NALMCHTH, HO
MOKe Ha ObAe NMOTEHIMANHO 3HAYWMO NpPH BHCOKOPHCKOBHM maumeHTH. (3a maumeHTd ¢ 6n0pedHo
yBpexAaHe: BK. Touka 4.4).

Kato ce uMaT NpelBHA OrPaHUMEHHTE KIHHHIHH JaHHH C IPOHENapOH, €AHOBPEMEHHOTO IPHNOKCHHE
¢ puBapokcaban TpaOBa na ce u3barea.
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AHTHKOAryJIaHTH
Crnen KoMGHHMpPaHO TIPHIOXKEHHE Ha eHokcarmapud (eZHOKpaTHa n03a oT 40 mg) u puBapoxcabaH

(exHokpaTHa no3a or 10 mg) e HabmionaBaH alUTUBCH €EKT BbPXY AKTHBHOCTTA HA aHTH(dakTop Xa,
6e3 HHKAKBH JOITLIHHTEIHHA e(eKTH MO OTHOLUEHHE HA KOArylauHOHHHTE TECTOBE (Prothrombin time
(PT) u activated Partial Thromboplastin Time (aPTT).

EHOKCATTApUH He € MOBIKAT HapMaKOKHMHETHKATa HAa pUBapoOKcabaH.

[opagd NOBHILEHHWSA PHUCK OT KbpBeHE € HeoOXOAMMO BHUMaHHE MPH NALMEHTH, KOWTO Ca HA
eHOBPEMEHHO JICYeHHe ¢ IPYTH aHTUKOATYJIaHTH (BXK. TOYKH 4.3 H 4.4).

HCITBC/ HTOpH Ha TpoMBo ara

He e yaGmopasaHo KMMHUYHO 3HAYMMO YAB/DKABAHE HA BPEMETO Ha KBPBEHE Cled €AHOBPEMCHHO
npunoxeHue Ha pusapokcaban (15 mg) u 500 mg HanpokceH. BBNPEKH TOBA ¢ BH3MOXHO Ja HMA
nalMeHTH ¢ ro-H3paseH apMakogXHHAMHYEH OTIOBOP.

He ca HaGMONABAHH KIHHHSMHO 3HAaYMMH (PapMakoOKHHETHYHH WM  ¢apMakoAUWHAMHIHH
B3aUMOIeNCTBIA NPH E€IHOBPEMEHHO MMPIIOKEeHWe Ha puBapokcabaH H 500 mg aleTHICATHUMIOBA
KHACEIHHA.

Knomuporpen (300 mg HabanHa no3a, NocieAsaHa OT 75 mg noAnspKalia 003a) He € IoKa3an
dbapMakoKHHETHIHO B3amMonelicrBue ¢ puBapokcaban (15 mg), HO € HaOMOZaBAHO 3HATUMO
yIbhiDkaBaHe Ha BPEMETO Ha KbpBEHE MPH €AHA MOArpyna MALHeHTH, KOCTO HE € KOpPEenupano ¢
arperaupsTa Ha TpoMOouuTTe, HuBaTa Ha P-cenextun uiu GPIIb/Illa peuerrropure.

Heo6x0XKHMO € BHUMAaHHE NPY NaLMEHTH, KOUTO eaHOBpeMeHHO ca nekypaHu ¢ HCTIBC (pxntoynTeHO
aleTWICATHIIWIOBA KHCeNuHa) ¥ HMHXHOWTOpH Ha TpoMbolMTHaTa arperauyd, IMOHEXKE TC3H
JIeKapCTBEHH MPOLYKTH OOHMKHOBEHO NOBHINABAT PUCKA OT KLPBEHE (BX. TOuKa 4.4).

SSRI/SNRI

Kaxto mpi ApYrH aHTHKOATYJIAHTH MOXXE 2a CBHICCTRYBA BE3MOXHOCT NALMEHTHTIC Aa Ca C MOBHIICH
PHCK OT KbpBEHE B C/Tyuaii Ha chryTeTBawia ynorpeba cse SSRI win SNRI nopamm edexTa UM BBHPXY
TpomGonuTHTE, 33 KOoMTo ce choGmana. [Ipu chmBTCTBAINA ynoTpeda B KIMHWYHATA MporpaMa C
puBapokcafaH, BB BCHYKH FPYMH Ha JiedeHre ce Habmonapa YHCACHO MO-BHCOKA JECTOTA Ha rojiM
HWJIM HEroJasaM KIHHMYHO 3HAYHM KPbBOM3JIHB.

Bapdapuu

[TpeMUHABAHETO OT JiedeHHe ¢ aHTaroHucTa Ha Butamus K apdapus (INR 2,0 zo 3,0) XbM neqerHe C
puBapokcaGan (20 mg) wm ot pusapoxcaGan (20 mg) kM Bappaprs (INR 2,0 o 3,0) nosumasa
CHOTHOLIEHHETO MpoTpoMbuHOBO BpeMe/INR (HeomnacTHH) noseve OT aUTHBHO (BB3MOXKHO € Jia ce
naGmonaBaT OTZENHM croiHocTH Ha INR xo 12), mokaro edextwre no orHomenne Ha aPTT,
AHXHOHPaHETO Ha aKTHBHOCTTA Ha $akTop Xa M MOTEHLMANa HA €HIOTeHHHA TPOMOHH Ca aJMTHBHY.
TIpH xenaHKe 1a ce ucnensar GapmMakofMHaMHuHHTe eheKTH Ha puBapoKcabaH B IEPHOAA HA CMAHATA
Ha TepaIlMATa MOFAT Ja C¢ H3M0/I13BaT OKa3aTeNH, KaTo aKTHBHOCT Ha aHTH-QaKTOop Xa, PiCT u Heptest,
NOHEXe Te3d TeCTOBE He ce MOBIMABAT OT BapdapuH. Ha 49eTBBPTHA OEH CICN MOoCHenHara no3a
papdapun, BCHUKH nokazatenu (Bkia. PT, aPTT, mnxuOmpane Ha aKTHBHOCTTa Ha daxrop Xa H
MOTEHLIMANA HA eHAOTeHHIA TPoMOHH) OTPA3sABAT eAUHCTBEHO cdeKxTa Ha pHBapoKcabaH.

IMpu xeJaHMe fa ce W3cnenBaT papMakoAHHAMHYHHTE eeKTH Ha BapdapHH B IEpHOAA HA CMAHA HA
TepanuaTa MOXE Ja ce H3nox3pa wimMepsanero Ha INR mpH Ceougn Ha pHBapoKcabaH (24 gaca cnexn
NpeAXOoaHMA NPHUEM Ha puBapokcabaH), Thi KaTo TO3HM MOKA3ATEN C€ NOBIHABA B MHHUMAITHA CTENCH OT
puBapokcabaH B Ta3H BpeMeBa TOYKa.

He e Habmonapaso GapMakOKMHETHHHO B3auMoaelicTBIe Mex Ty BapdapuH H prBapokcaban.

Hrgyxropu Ha CYP3A4
EZHOBPEMEHOTO NPHIOXKEHHE Ha puBapokcaGan K Momuua HHAykTop Ha CYP3A4 pudaMIMIHEH BOAK

10 okono 50% noHwkasaHe Ha cpeaHata AUC 3a pupapokcabaH, ¢ yCMOpenHO HAaMalABaHE Ha
dapmakoquHaMuaHHTe My edexrd. EnnospeMenHara ynorpeba Ha prBapoxcabaH ¢ ApyrdH MOIIHH
ungyktopn Ha CYP3A4 (manp. deHuroun, kapbamazenus, deHoGapOHTan WIH XKBIT KaHTap
(Hypericum perforatum)) CBIIO MOXE [1a HOBeAEe IO HaMaICHM IUIA3MEHH KOHLCHTP
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prBapoxcabaH. 3aToBa Tpa6Ba fa ce H36ArBa €MHOBPEMCHHOTO MpHIAraHe Ha MOIDHH HHAYKTOPH Ha
CYP3A4, 0CBEeH aKko NalMEHTLT He Ce CNeJH BHUMATEHO 32 bennesu B CHMITTOMH Ha TpoM6o3a.

HpyrH CHITFTCTBAINM TEPAIH:

He ca HaOmopaBaH¥M KIMHHYHO 3HA4YMMH (AapMaKOKMHETHYHH WIH ¢apMakoJHHAMHYHH
B3aMMOMEICTBIA MPH COHOBPEMCHHO MpPUJIOKEHWE Ha pHBapokcalaH W MunasonaM (cyberpar Ha
CYP3A4), auroxcuH (cybcrpat Ha P-gp), aropeacraTis (cyOctpar Ha CYP3A4 u P-gp) win oMenpazoi
(upxubuTOop Ha MpoTOHHaTa nomna). PuBapoxcabaH HHTO HMHXHMOMpA, HHTO HHAYHMpA HAKOA OT
ocHOBHuTE H3odopmu Ha CYP, Hanpumep CYP3A4,

JlabopaTopHU NOKAa3aTeNH

Koarynaumornnre napamerpu (Hamp. PT, aPTT, HepTest) ce moBnHABaT criopel 0YaKBaHHUATA C OTJIEN,
Ha MEXaHM3Ma Ha AelicTBHe Ha puBapokcabaH (BX. Todka 3.1).

4.6 @epruauter, GpeMeHHOCT H KbpMeHe

bpeMeHHOCT
BesonacHocTTa M €dHKACHOCTTA HA pusapoxcaban npH OpeMEeHHH >XEHHM HE Ca YCTAHOBEHH.

[IpoyapaHuaTa MpH JKHBOTHH MOKa3BaT PENPOAYKTHBHA TOKCHUHOCT (BX. Touka 5.3). Ilopaam
NOTEHLHAITHATA PEMPOAYKTHBHA TOKCHYHOCT, MPUCHUIMA PUCK OT KbPBEHE H NJAHHMTE, NIOKa3BallH, 1
puBapoxcabaH NMpeMuHaBa npe3 MUraneHTara, Pusapokcabau ITondapMa e MpoTHBOMNOKA3aH MO BpeMe
Ha 6peMeHHOCT (BX. TOUKA 4.3).

XKenute ¢ gereponeH noreHuman Tpadea aa u3bArsar Aa 3a0peMEHABAT MO BpPEMCE HA JICUCHHETO C
puBapokcabas.

Knpmere
BejonmacHocTTa H e(dHMKACHOCTTA Ha pHBapokcabaH NpH KbpMEMHK JXEHH HE ¢a YCTaHOBCHH.

IIpoyuBaHMATa NPH XKHBOTHH [IOKA3BAT, Ye puBapokcabaH ce cexpeTupa B MAkoTo. Ilo Tasy npuynHa
Punapoxcabas [TondapMa e npoTHBONOKa3aH B Mepuoaa Ha kbpmeHe (BXk. Touka 4.3). Tpabsa na ce
B3eMe pCIIeHHe, NATH Aa & NPEYCTAHOBH KHPMEHETO WIH Aa ce NPEyCTaHOBH/JAa HE Ce MPHIOKH
Teparnuaira.

OeprHnnTeT

He ca mposexaaH¥ KOHKPETHM MpOy4YBaHHA ¢ pHBapoxcabaH MpH Xopa 3a OLEHKA HA eeKTHTE IO
oTHomerue HAa ¢eprwmrera. [Ipu eaHO NMpoydBaHe N0 OTHOIICHHE HA (EPTHINTETA NMPH MEXKKH H
’KEHCKH ILTbXOBE He ca Habmonasany edekTH (BK. TOYKa 5.3).

4.7 EdexTH BBPXY cnocobHoOCTTA 3a wWodpupane H pabora ¢ MAIIHHH

PusapokcabaH TOBIMSABA B MAflKa CTeneH crnocobHocTTa 3a wodupade M pabora ¢ MawmHU. KMma
CHOGIEHHS 33 HEXENaHN PeaKLMH KaTO CHHKOI {(UECTOTa: HeUECTH) U 3aMagHOCT (JeCcToTa: YECTH) (BiK.
touka 4.8). [TaunenTuTe, MPU KOUTO CE Pa3BUAT TE3H HEXEJIAHH peakLH, He TpAOBa na modupar win
paborTaT ¢ MalIMHK,

4.8 HexenaHH JexkapcTBeHH PpeaKIHH

PesloMe Ha tipoduna Ha GezonmacHOCT

Be3onacHOCTTa Ha puBapokcabaH e Npoy4YeHa B TPHHANECET OCCHOBHH Npoy4ysaHua ¢dasa IlI (sxk.
Tabmuua 1).

0610 69 608 BL3pacTRH NALMEHTH B AeBeTHANECST NpoydBanus ¢aza Il u 488 nepquaTpu~HA MAMEHTH
B Ape npoyuBaHus dasa II u ape npoyusanus dasa Il ca ¢ excno3xuMs Ha pABapokcadaH.
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Ta6anna 1: Bpoii npoyuenH NaNAEHTH, 06112 AHEBHA 1038 H MAKCHMANHA NPOXBIKHTENHOCT Ha
JeqyeHHeTo NPH NPOYIBaHHA NPH nmgac'mu H NeHATPHYHH NAaHeHTH ga3a 1) S

IMoxazanne Bpoli O6ma fHeBHA MaxcuMaaHa
NAaNHEeHTH™ 032 NpoabLJIARHTETHOCT
Ha JICYEHHETO
[TpodpunakTuxa Ha BEHO3EH 6 097 10 mg 39 aun
tpoMGoembomuzzM  (BTE)  npu
BBb3PACTHH MALKEHTH, MOMNOKEHH HA
IIAHOBO CTABHO IIPOTE3HpaHe Ha
tTazobepeHaTa WIH Ha KOJIAHHATa
| crasa
[Mpopmnaktika Ha BTE  npw 3997 10 mg 39 num
HEXHPYPrUdHU NalHEHTH
JIeaenue Ha JIBT, BE ¥ npodunakTika 6 790 Hen1-21:30 mg 21 Mecena
Ha pelHANBH Hen 22 v cnen
toBa: 20 mg Cnen
Hali-Manko 6
mecena: 10 mg
| - B wm20mg | 0
Jleaenne Ha BTE u npodunakTHka Ha 329 Ho3a, KopHrupaHa 12 Mecena
pemuaueu Ha BTE npH HOBOpOZEHH Ha cnopen TENECHOTO
TepMHHA ¥ Aeua Ha BB3pacT noa 18 T€rio, 3a
roA¥MHH  Clef  3ano4YpaHe  Ha NOCTHIaHC Ha
CTRHOAPTHO aHTHKOATYJI@HTHO CKCITO3HLIHA KaTO
JNICYCHHE. Tasu,
HabaonaBaHa npH
BbL3pPACTHH,
nexkysaHH 3a /IBT
¢ 20 mg
puBapoxcabaH
e0HWH ITbT JHCBHO
[TpodunaxkTyKa Ha HHCYAT B CHCTEMHA 7750 20 mg 41 mMecena
eMOonMA NMpH NALHEeHTH C HEKJIAaNmHO
NPEeACHPAHO MEXOCHE
[Ipodunakruka Ha 10 225 5 mg win 10 mg 31 mecena
aTepoTpoMOOTHYHH CHOMTHA NIpH CBOTBETHO,
NalHeHTH ¢lIed OCThD KOPOHApeH MPHI0KEHH
curapoM (OKC) ¢ZIHOBPEMEHHO C
ACK, wnu ¢ ACK
IWIIOC KIOMMAorpes
HJIH THKJIOIMUIMH
[Tpodunakruxa Ha 18 244 5 mg, IPUIOKESHY 47 Mecena
aTepoTpoMOOTHYHE CBOMTHA NpH €AHOBPEMEHHO C
NanMeHTH ¢ KOpDOHapHa apTepHalHa ACK nunu 10 mg
CaMOCTOATENHO
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fonect (KAB)Y nepudepHa 3 256** 5 mg, npuioxKeHu 42 Mecela

aprepranta 6onect (I1AD) €HOBPEMEHHO C
ACK

*TTarmeHTH, KOUTO ¢a OMNH eKCOHHPAHH Ha IIOHE €IHa 034 pHBapomaéaH
**Or npoyusaHeto VOYAGER PAD

Haii-qecTo chOGLWIABAHUTE HEXENaHH PEAKLMH MpH [IALHEHTH, KOMTO MoNy4aBaT pHBapokcabaH, ca
61w xemoparuy (Tabnuua 2) (Bx. cbiuo Touka 4.4 K ,,Onucanue Ha H36paHn HeXENaHH PpeakLHH
no-gony). Half-uecTo cho6aBaHUTe XEMOpArnu ca enucTakcuc (4,5%) U KbpBeHE B CTOMALIHO-

ypeBHUA TPaxT (3,8%).

Tabauna 2: YecTrora Ha CLOHTHATA HA KbpPBEHEe* H AHEMHSA MPH NAUHEHTH ¢ eKCNO3HIHSA HA
pHBapoKcalan B 3aBLPIIHAHTE NPOYYBAHHA NPH BL3PACTHH H NCARATPHYIHH NALHEHTH daza
111

Moxa3aHKHe Besikakns THI AHeMHNA
| KbpBeHe
[lpo¢unakruka Ha BTE mnpu| 6,8% or nauneHTHTe 5,9% OT NallueHTHTE

BBE3PACTHH TALMCHTH, MOUIOKEHH Ha
IUIAHOBO CTABHO IMpOTE3WpaHe Ha
Tazo0eqpeHaTra WIH Ha KOJAHHATA
CTaBa

[Tpopunaktuka #na BTE npu| 12,6% ot nauueHrHre 2,1% ot naumMeHTHTE
HEXHPYPryU4yHH NauyeHTH

il i

Neweuue Ha BT, BE ul 23% OT NalMEHTHTE 1,6% OT NaLMEeHTHTE
MpOQHUIAKTHKA HA PELIHOHEBH
JIevenue va BTE u npodmnaxruka Ha | 39,5% oT maumeHTHTE 4,6% OT MALIHEHTHTE

pempusy Ha BTE npH HOBOpOJEHH
Ha TEpPMHHA H Aiela Ha Be3pacT oA 18
rogMHH  CHed 3amodBaHe  Ha

CTaHIApTHO AHTHKOATYJIaHTHO

Ne4YeHue. | - .
[TpodunakTHka HA HHCYAT U CHCTEMHA 28 Ha 2,5 Ha
eMGonus mpH marmeHTH ¢ HekitanHo| 100 maumeHTOroAMHH 100 maluMeHTOroAHHH
NMPeACHPAHO MBXKCHE | J _ B
[Tpodunakruka Ha 22 Ha 1,4 Ha

areporpoMboTruaM  cpOuTHA npH| 100 maumeHTOroAMHH 100 mauHeHTOroAHHH
namueHT# cneg OKC

[TpodunaxTiika Ha 6,7 Ha 0,15 na
atepoTpoMGoTHiHH  cubmrs  npu| 100 maumenroroguun | 100 naumeHTOromMHH**
nauuent ¢ KAB/TIAD 8,38 Ha 0,74 Ha

100 nanmeHToronuu#” | 100 naunemmngnn***‘

* Beuuky chOMTHA Ha KbpBEHE OT BCHUKM MpOy4BaHMA ¢ puBapokcaban ca cp0paHn, NoknanBaHH H

OLICHCHH.

*+ B ppoyusasero COMPASS ce HabmopaBa HMCKA 9€CTOTAa HA aHEMHA, THH KaTO € ITPHNOXKEH

CeJICKTUBEH IT0AX0/1 3a ChOMpaHe Ha HeXKeJTaHH CHOUTHA,
*** [[piUTOXKEH € CEeJICKTHBEH TIOAXOJ 32 ChOHpanHe HekeNaHH ChOHTHA

# Ot npoyusanero VOYAGER PAD
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Cruchbk Ha HEKEJIaAHWTE PEakIlMM B TA0IWYEeH BHN

YecTOTHTE HA HEKENAHHTE PEaKUMH, CBhp3aHH ¢ pHBapokca0aH, NMpH BL3PACTHM H MEJMATPH'IHH
nameHTH ca 0606menn B Tabmuua 3 mo-a0Ny MO CHCTEMO-OPTaHHH Kiacose (1o MedDRA) 1 no
qeCTOTa.

B 3aBHCHUMOCT OT 9€CTOTATA T€ C€ ONPCAENAT KATO!

mMHoOro 4ectd (= 1/10)

vectH (= 1/100 po < 1/10)

Hegect (& 1/1 000 no < 1/100)

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

muoro peaks (< 1/10 000)

C HEM3BECTHA YeCTOTa (OT HAIMYHKTE JaHHH He Mojke Xa (bIe HanpaBeHa OLEHKa)

Tabauna 3: BcHYKH HEKEIAHH PeaKkiHH, ChoOImEeHH NPH BL3PACTHH MALHCHTH B KAHHHYHH
npoyuBanus $asa [II nan npH NOCTMAPKETHHIOBA YNIOTPeba™ H B ABe MPOYYBAHHS ¢asa 1 1 aBe
npoyusannsi ¢pasa III npu nexHATPHIHM NALHEHTH

Yecrn HeuectH Penxu MHoro peakn C HEHIBECTH
JecTOTA

HapynieHHs Ha KPbLBTA H JHM(QHATA CHCTEMA

AHemus (m] TpoMGolmTo3a (BKII.

CBOTBETHH NoBHIIaBaHe Ha Opos
naGopaTopHH HA TPOMOOLHMTHTE),
napaMeTpH) TPpOMOOLMTONCHIA

HapymeHns Ha HMYHHATA CHCTEMA

ANepruvHa peakiius, AHapUNaKTUYHH
aepru4cH peaKLHH,
OepMATHT, BKJIIOYMTENIHO
aHroeaeM H aHaA(pUNAKTHYCH
anepru4ieH oToK IOK

Hapymenust HA HEPBHATA CHCTEMA

3aMafgHOCT, MospueH }J
riaBobonue BBTpEUEpeneH '
KPbBOM3/IMB, CHHKOM] _ )

| -

HapymeHns Ha OMHTE

OueH KpLBOHIIHB
(BKIL
KOHIOHKTHBAJIEH
 KPHBOM3JIHB)

Corpaeuns HAPYHICHHA

Taxukapans
IChI0BH HAPYIICHHUS
XHIIOTOHUA,
XEMATOM

PecnMpaTOPHH, IPLARA H MEAHACTHHA/IHH HAPYIICHHR

i il _
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Enmcrakcuc, Eo3nHO)UIHA
XEMONTH3A [THEBMOHMA

CTOMAMIHO-P¢BHH HAPYIICHHSA

KbepBeHe crj CyxoTta B ycrara
BEHIIMTE, KBPBEH
oT

CTOMAUIHO-9YPEBHH
g TpakT (BKN .
PEXTANHO

KbpPBEHE),

CTOMAILIHO-YPEBHH
u  adaOMHHAIHW
OonKH, JHCIENCHA,
rajeHe,  3amneK’,

AuapHs,
mospemane® | 0 . | i
XenaTofSuaHapHH RADYHICHHSA
Mosumapawe Ha YepHompobHO KbATeHULA,
TpaHCAMHHA3UTe | YBPCKIAHC, NOBHINABAHE HAa
[MOBHILEH KOHFOrHPaHHs
GrHpyOHH, 6mHpy6HH (¢ WiH
NOBHIIEHA ANKAIHA cor oy TETCTRALIO
(laoccl)atfsa 8 MOBHIIABAHE Ha
KGP(;"T“T‘-& , TOBHLEHA ALT), xonectassa,
XEMaTHT
( BKITEOYMTETHO |
XenaToLUeay1apHo
yBpexiaHe)
HapymeHHsl Ha KOXKATA H NOAKOKHATA ThKAH
Crpbex  (BKI. | YPTHKapHUA CuHapoM Hol
HEYECTH CITydau Stevens-
HA Johnson/ToxcHuHa
reHepand3npaH enuaepMainia
chpbex), 0bpHB, HEKPOAM3a,
eKXHMO3H, DRESS cunapom
KOXHH H |
NOAKOXKHH
KPBbBOU3INHBH

HapynieHHS Ha MYCKYJJHO-CKEIETHATA CHCTCMA H CheHHHTENHATA ThKAH

Bonka i XemapTpo3a KpBBOHANHE B KoMnapTMeHT

kpaliHuuuTe” MYCKYN CHHAPOM
pe3yJTar H
KhPBEHE

Hapymenns Ha ﬁbgp;nmg M MHKOYHHTE NHTHING

16




K'hpn'_a;le

XEMATYPHA K

MEHOparua’),
616pe1Ho
yBpexaaHe
NOBHIDEHHE
HHBOTO

KpEeaTHHHHA

Kp5BTa,
NOBHIICHHUE H

HHMBOTO Ha ypeaTa

xpseTa)

H

(BKN

:

‘1

r-

brOpedna
HEAOCTATHYHOCT/
octpa Onbpe
HEZOCTATHIHOCT
pe3ynTaTr
KbpPBEHE,
DOCTAThYHA

peAH3BHKA
xunonepdy3us

A

 O6mB HAPYII¢HHS U e eKTH HA MACTOTO HA NPHIOKERHE

[1opmilieHa
Temrepatypa’,

INOHIDKCHA
CHIIa

YMOpA H 8CTEHHA)

nepupepeH  OTOK,
ob1a

H
eHEPTHIHOCT (BKJL

HepasrnonoxeHne

(BKJ1. [TpHJIOILABAHE)

JloxanuzupaH
oTok?

Hicnaenpanus

[MopuineH LDI-I;“?

MOBUILICHA THMIa3a’,

MOBHLICHA aMHNa3a?

4 -

q‘-le:«t:'rll

HeuecTR

Peaxn Muoro l-nmcn

C HeH3BeCTH
JecTOoTA

HapausBaHHS, OTPABAHHA H YCAOKHEHHS, Bb3HHKHA/HM B Pe3yTaT HA HHTCPBEHUHH

KspBeHe
HAKAQKBa
| mpowexypa
NOCTONEpaTHBHA
aHeMHd H KbpBEHE
oT

KOHTY3HA,

(K1

paHa),

cexpelms OT paHu”

cney

CrooBa

HGBBJIO&HBB]JHBM&CF

QO W P

cnen OKC (cren nepkyTaHHa KOpOHapHa MHTEPBEHUMSA)

HabmogaBaHy npy npoduiaxkTiuka Ha BTE npH BE3pacTHH NAlMEHTH, NOANIOKEH! Ha ILTAHOBO
CTABHO NMpoTe3upaHe Ha Ta3zo0eApeHara HiH KOJIAHHATA CTaBa
HaGmopasanu npH nedenne Ha BT, BE unu npodunakTika Ha peluanBH, KATO MHOTO $€CTH
ITPH KEHH < 55 NOXMHH
HabMoNaBaHH KATO HEYECTH IpH MPodHIAKTIKA Ha aTepOTPOMGOTHYHH CHOMTHA IPH NAlMEHTH

[MpunoxeH € NpPeABapHTENHO ONpeneneH CEeNeKTHBEH MNOAXOA 33 chOupaHe Ha HexenaHH

crOuTHA B U30paHu npoyysauud daza Ill. UYectorara Ha HeXeNaHUTE peaKLMH HE € YBEJIM1CHa
H HE € YCTAHOBEHA HOBa HEXceNaHa JICKapCTBEHA peakiia Clel aHATIM3 Ha TE3H NIPOy-BaHHA,

O

[HCaHHE Ha N30paHy HeXeNnaHy peakiii

l'lépauu (bapMakoNOryIHHA My MEXaHH3bM Ha AelicTBHe, ynoTpebara Ha pHBapokcabaH Moxe na Obae

CPBP3aHa C MOBHILEH PUCK 33 OKYJITHO KA ABHO KbPBEHE OT BCAKA THKAH WIH OPraH, KoeTo On Mor1
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na JoBENEe A0 NMOCTXEMOparmdHa aHeMus. IIpWsHalMTe, CHMITOMHTE M TEXECTTa (BKIIOTHTENHO
JIETaleH W3X0A) IE 3aBHCHT OT JIOKATH3ALMATA M CTENEeHTa WK 00eMa Ha KbPBEHETO W/ WIH aHEMHUATA
(px. Touka 4.9 ,Jlopenenue npy kepBeHe™). B KNIMHHYHWTE NPOYYBAHHA JHTABHYHO KBPBEHE (T.€. OT
HOCA, BEHLMTE, CTOMAIIHO-YPEBHMA TPAKT, [HMKOUHO-TIONOBHA TPakKT, BKIIOUMTENHO abHOPMHO
BarHHATHO WIH TOBHIICHO MEHCTPYANHO KbpBEHE) M aHeMHA ce HalmoAaBaT Mo-4€CTO IpH
IBITOCPOMHO JIeYeHHe ¢ puBapokcaban B cpaBHeHHe ¢ jeueHHe ¢ ABK. Ilo Tasu mpuiuHa, B
NOMBJIHEHHE KBM AJeKBAaTHOTO KIMHHYHO HaGmomeHuwe, JnaboparopHO M3C/eABaHe Ha
xemornobuna/Xemarokpura 61 Morno na Gpae OoT moJ3a 3a OTKpHBaHE HA OKYNTHO KBPBEHE M 34
onpeleisre HA KIHHAYHATA 3HATUMOCT Ha ABHO KBPBCHE, 10 MPELICHKa cropes cirydad. BraMOKHO €
PHCKBT OT KbpBeHe Aa Objie MOBHINEH NPH ONPEACNCHH IPYNH MAUMEHTH, HAPYMEp MALMCHTH C
HEKOHTPOJHpaHa TEXKKa apTepHaHa XHUIIePTOHMA W/IWIH Ha CHITFTCTBALIA TEPAIs, KOATO MORIAIBA
xeMocTasara (BX. Touka 4.4 , Puck ot xemoparna*). BE3MOXKHO € MCHCTPYATHOTO KBPBCHE Ja € No-
CHJTHO W/VTH TO-NPOXKDKHTENHO. XEMOParHiuHHTe YCIOXKHEHHA MOTaT Ja ce MpOSBAT KaTo crabocrT,
6MeqHOCT, 3aMasHOCT, rnaBobonne WIM HeOOACHMMH OTOLM, OMCTIHEA H HeobAcHuM MoK, Karo
DE3yNTAT OT AHEMHATA B HAKOM CITydau ca HaGmoaaBaHH CUMITTOMH Ha ChpAEYHa MCXeMHA, KaTo 0ok
B IbpAHUTE WIH CTEHOKapAHA,

HmMa cprobiieHus 3a M3BECTHH YCA0XKHEHHS B pe3yJITaT Ha TeXKO KbpPBeHe, KaTO KOMITAPTMCHT CHHAPOM
¥ Gp6pedHa HENOCTATHYHOCT B pe3yATaT Ha xumonepdysus, Wid HepomaTHdi, CBBP3aHa C
aHTHKOATYIAHTH, NPH H3MNoN3BaHe Ha puBapokcabaH. Iio Tasd mpHYHHA BEPOATHOCTTA OT KBPBCHE
Tpa6Ba Aa ce HMA NPeNBU NPH NpPELieHKaTa Ha CECTOAHHETO Ha BCCKH MALHERT, KOATO € MOAIOKEH Ha
AHTHKOAryJIaHTHO JICYCHHE.

Ile HYHa DOy

JTeuenue na BTE u npodpunaxmuxa na peyuousu na BTE

Ouenkara Ha 6e30MacHOCTTa NPH ACLA U IOHOWM ¢ Ga3upana Ha JaHHMTE OTHOCHO 6e30macHoCTTa OT
[Be OTKPHTH AKTHBHO KOHTpONHpaHH npoy4saHua ¢asa Il u enno - dasa Il mpn neanarpyiHy
MAMEHTH OT POKAAHETO N0 BH3pacT moa 18 roaunm. OTKPHTHATA, CBBP3aHU C 0€30MacHOCTTa, B
TOBEYeTO Cyuan ca mogofHu Mexay puBapokcabaH W KoMnaparopa NMpU PalIHYHHUTE NCAHATPHIHH
BB3PAcTOBH rpynmu. O6mo npoduasT Ha GesomnacHOCT Mpd 412-Te nenma K IOHOIIH, JIEKYBaHH C
puBapokcabaH, e nogobeH Ha To3H, HabmonaBaH MpH BH3PacTHATA [OMyNALMA H CHBMECTHM ITpH
BB3PAaCTOBHTE TIOATPYNH, BBIIPEKH Ue OLIEHKATa € OrpaHH4YeHa OT Mankud Gpoif nalMeHTH.

ITpu neguaTpH4HUTE MALKMEHTH, riasobonue (MHOro YecTH, 16,7%), NoBHileHa TEMIEPATypa (MHOIO
gectu, 11,7%), enucrakcuc (MuHoro vyecty, 11,2%), nospeimane (MHoro dectd, 10,7%), Taxukapans
(decty, 1,5%), nopHmasaHe Ha OWiupybuHa (dectd, 1,5%) 4 NOBHINEH KOHIOTHpaH OunupyOuH
(HeqecTH, 0,7%) ca chobUIABaHHM T0-4ECTO B CPABHEHHE ¢ Bh3pacTHHTe. CbBMECTHMA C BBH3pacTHATA
momyaauus MeHoparus e HabmongasaHa rmpy 6,6% (9€CTH) OT FOHOMIUTE OT XKCHCKH MOJ ClIeX MEHAPXE.
TpoM6GoLMTONIEHHUATA, KAKTO € HAOMmoaapaHo 1o BpeMe Ha NOCTMapKETHHIOBUA OITHT [IPH BL3pacTHaTa
nonynawss, € Jecra (4,6%) Mpu NEAUATPHYHUTE KIHHHIHH TpOyUBaHHA. HeXeNaHuTe JIeKapCTBEeHH
PEAKIMHU TPH MeIHATPHIHKTE MALHEHTH Ca NMPEIMMHO JIEKH A0 YMEPEHH TIO TEKECT.

Crob € Ha NoAo3 HEXENaHU pe ¥

CrobiapaHeTo Ha NOJO3UPaHH HEXeNTaHH peakuyH cel paspelasaHe 3a yrnorpeba Ha JIeKapCTBeHHS
MpOAYKT ¢ BaxkHO. TOBa Mo3BoaABa Aa NMPOALILKH HabNIOAEHHETO Ha ChOTHOWIEHHETO noa3a/pUcK 3a
JIEKPCTBEHMA MPOLYKT. OT MEAULIHHCKHTE CICLMATHCTH C€ H3MCKBA Jia ChOOMAaBaT BCAKa N003MpaHa
HexenaHa peakuus upes:

H3ITBIHUTENIHA areHIM o JIeKapCcTBaTa

yi1. ,JdamsH ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcalt: www.bda.bg

4.9 Iipeno3npaHe

IIpu BE3pacTHH, ¥Ma ChLOGILEHHS 3a PEAKH CaydaH Ha npeaosupaxe Ao 1 960 mg. B
npefo3upane, nauueHTsT Tpabsa Aa 6pae HabmopaBaH BHHMATENHO 33 YCJIOXKHEHHA, CBB
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KBpBEHE, WM APYTH HEKENaHH peakuuu (BkK. TOuKa ,JIOBEXEeHHC NpH xkepBeHe”). [lopany
orpaHuyeHaTa abcopOLus ce 09akBa edexT Ha HacHLIaHe 0€3 AOTTBITHATETHO NOBHINABAHE HA CPE/IHATA
[1a3MEeHa EKCIIO3HLMA TIPH CYTIPATepaneBTHIHH A03H pHBapokcabaH ot 50 mg WA nO-BHCOKH.
CrmecTsyBa cneuuduuen aHTaroHuct (aHaexcarer anga) 3a o6phuane Ha QapMakOAWHAMHYHMA
edekT Ha puBapokcabaH (BXK. KpaTkaTa XapakTepHCTHKA Ha MPOAYKTA, ChABPXKALN aHACKCAHET anda).
B cnyuau Ha mpego3HMpaHe Ha puBapokcabaH MOXe /a ce MMa NpEABHI H3IOI3BAHCTO Ha AKTHBEH
BBLIVICH 34 HaMajaaBaHe Ha abcopOumaTa.

[ToBegenne MpU KEPBEHE
AKO TpH NalHEHT Ha JICYCHHE C PHBApOKcafaH ce pasBHe CBBLP3aHO C KBPBEHE YCIOXKHCHMC,

CleBAIIMAT PHEM Ha puBapokcafad TpaGBa oa ce OTIIOKH HWIH JIEYEHUEeTO TPAOdBa [a C€ MPEKPaTH,
ako e HeoGxomuMo. PusapokcabaH HMa TIONYyXWBOT OT okoio 5 mo 13 waca (Bk. Touka 5.2).
IMoeeneHuero TpaOBa Ja € MHAMBHAYATH3MPAHO B 3aBHCHMOCT OT TEXKECTTa M JIOKATH3ALMATA HA
KpBBOHATHBA, MOXe Jia ¢ H3MOoN3Ba MOAXOAAMWO CHMITOMATAYHO JICYCHHE, KATO HAIp. MEXaHWTHA
KOMIIpecHs (HAIp. MPH TEXBK SMUCTAKCHC), XHPYPridHa XeMOoCTasa ¢ NMPOLICAYPH 33 YCTAHOBABAHE HA
KOHTPON HAJ KBPBEHETO, 3aMecTBaHe Ha ofeMa W MEpKH 3a NOAXBPKAHE Ha XEMOJHHAMHKATA,
NpelABAHE HA KPBBHH MPOAYKTH (EPHTPOLMTEH KOHICHTPAT WIH MPACHO 3aMpascHa IuiasMa B
3aBUCHMOCT OT ACOLIMMPAHATA AHEMHS HIH KOAryJIonaTHs) WIH TPOMOOLMTH.

AKO KbPBEHETO HE MOXe Oa OBbAe OBNANAHO C IOPEMOCOYEeHUTE MEpKH, TpAGBa na ce o0CEAH
MPUIArAHETO WM Ha CHeLM(UYHO HEeYTPATH3HpAlo CPEACTBO 3a HHXHOHTOp HAa dakrop Xa
(anzexcamer anda), KOETO AHTArOHHM3Upa (apMakoIVHAMUYHHA e€()eKT Ha PUBApOKCaldaH, HIM Ha
cnetHdUIHO NPOKOAry/IAHTHO CPENCTBO, KATO KOHUEGHTPAT Ha NPOTPOMOHHOBHA KOMILIEKC (KIITK),
aKTMBMpaH KOHLIEHTpAT Ha MpoTpoMGuroBua koMieke (AKITTK) mie pexoMOHHaHTeH daxrop Vila
(r-FVIla). KpM MoMeHTa 06a4ue KIHHUIHHAT OITHT OT NPHIAraHeTo Ha Te3H JICKapCTBEHH MPOAYKTH IpH
MamMesTyH, NoJydaBalnd puBapokcabaH, e MHOro orpaHmieH. IlpernopbkaTa C¢ OCHOBaBa H Ha
orpaHMYEHH HEKIHHHYHU JaHHU. Moxe 1a ce 0OMMCNY NOBTOPHOTO MpUiaraHe Ha pexoMOUHaHTeH
daxrop VIla M mo3ara TpabBa na ce THTPHpA B 3aBHCHMOCT OT HAMAIABAHETO HA KBPBEHCTO. B
3aBHCHMOCT OT BB3MOXHOCTTA HA MACTO, B CIyYaH HA MAacHBHO KbpBeHe, Tpabea aa ce obmucnu
KOHCYNTALIAA CHC CIIELMATHCT 1O KOaryNallHOHHH HapylleHus (BkK. ToTka 5.1).

He ce ouaxsa nporaMuH cyi¢ar ¥ BHTAMHH K 13 NMOBIHABAT AHTHUKOATY/IAHTHATa aKTHBHOCT Ha
pupapokcabas. ONMTHT C TPAHEKCAMOBa KHCEMHA € OrPaHH{CH H JIMIICBA TAKBB C AMHHOKAIIPOHOBA

KHCEeNMHA M AQNPOTHHMH IpH TNalMeHTH, [OomyyaBaluy pHpBapokcabaH. Hima HHTO Hay4HH
[OKa3aTe/ICTBa 33 O/1arOIIPHUATHO MOBJIHABAHE, HHTO OIMT OT M3I0/I3BAHETO HA CHCTEMHIA XEMOCTATHK

Ne3MONpPECHH MpH MALMEHTH, nojyyaBamy pusapokcaban. [lopany BHCOKaTa CTENEH HA CBLP3BAHE C
IUIa3MEHHTE IPOTEHHH HE ¢e OYaKBa puBapokcabaH Ja Moxe Aa Oble OTAeNeH Ype3 AHaHsa.

5,  @OAPMAKOJOI'MYHH CBOUCTBA

5.1 @apMaKoAHHAMHYIHH CBOHCTBA

dapMaKOTEpaneBTHUHA rPyNna; AHTUTPOMGO3SHH CPEACTBa, AUPEKTHH HHXHOUTOPH Ha daktop Xa, ATC
xoa: BO1AFO1

MexaHu3bM Ha IEHCTBHE
PuapokcabaH ¢ BHCOKOCENIEKTHBEH AUpeKTeH HHXHOHTOD Ha dakTop Xa ¢ niepopajiHa OHOHAIMIHOCT.

Muxubupanero Ha daxrop Xa NpexkseBa BETPELIHHA U BhHIIEH MBT HA KOAry/lalHOHHATA Kackals,
KOETO HHXHOHpa KaxTo ¢popMupaHeTo Ha TpoMOHH, Taka M oOpa3yBaHeTo Ha TpoMbu. PuBapokcabaH He
uHxubupa TpoM6uHa (axTupupaH daxtop 1) ¥ He ca HabmonasaHy edekTH BbPXY TpOoMOOLIUTHTE.

Q&EM&KQL[HH&MH‘IHH BQE KTH

ITpu xopa ¢ HabMIOaBaHO 3aBHCHMO OT A03aTa HHXHOUpaHe Ha QakTop Xa. [TpoTpoMOGHHOBOTO BpeMe




koHueHTpauuu (r=0,98), ako 3a Tecra ce w3non3pa HeomnactuH. Jipyra peareHTH OHXxa Janu ApyTH
pesynrati. Orarradero Ha PT Tpabsa fa cTaBa B CEKyHAH, MOHEKE INR e xanuOpupaso 1 BUTHIHPAHO
33 KYMapHHOBH MPOAYKTH H HE MOXE /1a ce MprIara 3a JpYrH aHTHKOArynaHTH.

IMpu naupeHTH, Moy4dasauy pusapokcaban 3a nesenue Ha JIBT u BE u npoHnaKTHKa Ha PELUIHBH,
nepcentinure 5/95 3a PT (Heomnactun) 2 - 4 qaca ciel MpHeMa Ha tabnerxara (T.6. KbM MOMEHTA Ha
makcumaieH edexT) 3a 15 mg pusapoxcaban B3 ITETH AHCBHO C& B I'PAHMIMTE OT 17 mo 32 cexyHan, a
3a 20 mg pHBapokca0aH BeAHBX AHeBHO or 15 mo 30 cexysmu. Ilo Bpeme Ha Hali-HuCKaTa
KoHUeHTpauHs (8 - 16 uaca cnexn npHeMa Ha TabneTkara) ICPCEHTWINTE 5/95 3a 15 mg aABa TLTH AHEBHO
ca B rpaHMIMTe OT 14 ;o 24 cexysau, a 3a 20 mg BeaHsX mHeBHO (18 - 30 gaca cnen npHeMa Ha
tabnerxara) ot 13 mo 20 cexyHam.

[Ipy manMeHTHTE C HEKJIANHO MPeACHPAHO MBXKIACHE, MOy IaBalIly puBapokcabaH 3a NPOPHIAKTHKA HA
MHCYNT M CHCTeMHa eMbomusd, nepcerTiwmre 5/95 3a PT (Heonnactun) 1 - 4 gaca cnep MpHeMa Ha
tabnerkara (T.c. MO BPEMETO Ha MaKCHMAaNHUA e(eKkT) NpH NalHeHTHTE, JICKYBaHH ¢ 20 mg enuH BT
nHEeBHO, BapupaT oT 14 1o 40 cekyHIH ¥ NPH MALHEHTH C YMEpEHa CTCNEH Ha Ou0pevHO yBpeKAaHe,
fiexyBaHH ¢ 15 mg enuH meT AHeBHo, ot 10 g0 50 cexywau. Ilo Bpeme Ha Hali-HHCKaTa KOHUCHTpALMA
(16 — 36 uaca cien npueMa Ha TaGneTkara) nepceHTUINTE 5/95 Npy MAUKCHTHTE, NEKYBAHH C 20 mg
edUH BT JHEBHO, ca B rpaHuImMTe OT 12 no 26 cekyHaH, a MpH MAalMEHTHTE C YMEPCHA CTCNICH Ha
6L6peaHO YBpeXKIaHe, JeKyBaHu ¢ 15 mg enus mbT AHEBHO, oT 12 fo 26 cexyHM.

B iMHMKO-(apMakoJOrHiHO Mpoy4BaHe Ha OGpaTHMHTE NPOMEHH BBB (apMakoaMHAMHKATa Ha
puBapokcabaH IIpH 3ApaBH BE3pacTHH Ao0posomu (n=22), € oLecHABaH edexThT Ha eAMHAIHH 103K (50
IU/kg) Ha 7pa pasTHYHH THIA KOHLHEHTPAT HA MPOTPOMOMHOBHA KOMIUICKC (KIITK), 3-gaxropeH
KOHIIEHTpaT Ha npoTpoMGuuoBHA koMiuiekc (¢axropu II, IX 1 X) H 4-haKTopeH KOHIEHTpaT Ha
nporpoMGuHoBHA Kommekce (daxropu II, VI, IX n X). 3-0akTOpHMAT KOHUCHTpaT HA
npoTpOMOHHOBHA KOMIUIEKC € TIOHIDKHJI CPEJHHTE CTOHHOCTH Ha NpOTPOMOHHOBOTO BpeMe Ha
HeorvracTiH ¢ mpuOmiuTenHo 1,0 ceKyHna B paMKUTE Ha 30 MHHYTH, B CpPaBHEHHE ¢ MOHIDKABAHE OT
npuGnusnrensHo 3,5 cekyHAM HaGmonaBaHo C 4-(aKkTOPHHA KOHUCHTPAT HA IMpOTPOMOHHOBHA
KoMIUTeKc. 3a cpaBHeHHe, 3-QaKTOPHHAT KOHIECHTPAT Ha TPOTPOMOHHOBHA KOMIUIEKC € HMall ITOTOMIAM
H n0-6p3 06 edexr BHpXy o6paTHMHTE NPOMEHH B CHAOTeHHOTO 00pasyBaHe Ha TpoMOMH OT 4-
$bakTopHHA KOHLEHTPAT Ha MPOTPOMOHHOBHA KOMILIEKC (BK. TOUKA 4.9).

AKTHBHpPAHOTO MapLHaIHo TpoMGoracTHHOBO Bpeme (activated partial thomboplastin time, aPTT) H
HepTest chpmo ca yABDKEHH B 33aBHCHMOCT OT J03aTa; M3MON3BAHETO HM 3a OLCHKA Ha
hapMakoAHHAMHUEHA edexT Ha puBapokcaban ofaue He ce mnpenopwuea. Hama HeoOX0OUMOCT OT
HaBmoIe e Ha KoarynauUOHHTE MApaMeTPH Mo BpeMe Ha JISYEHHETO ¢ pUBapokcabal B KITHHUIHATA
NpaKTHKa. BBNpexd TOBa, ako € KAMHHYHO IOKa3aHO, HHBATA HE puBapokcabah Mmorar Ja Opaar
H3MEpPBaHH ¢ KATHOPHpPAHH KONIMYECTBEHHU TeCTOBE 3a aHTUdakTop Xa (BXK. TOVKA 5.2).

[Tepuarpyasa NOTYIAITHA
AHammybT Ha PT (peareHt - Heoruiactuh), aPTT u anTu-Xa (¢ kanuGpupaH KONMUMECTBEH TECT) N10Ka3Ba

TACHA BPbH3Ka ¢ IUIA3MEHWTe KOHLEHTPALMM NpH fela. Bpw3kara Mexxy aHTH-Xa H IUIa3MEHHTe
KOHLIEHTpalHH € JuHeiHa ¢ HakyioH 630 1o 1. Morar fa BE3HHKHAT HHAHBHAY &JTHH HCCBOTBCTCTBHA
¢ MO-BHCOKH WM IIO-HKCKM AHTH-Xa CTOHHOCTH, B CpaBHEHHE CbC CBOTBCTHHUIC ILIa3MCHM
koHueHTpaumy, Hama HeoGxoaumoct ot HabmoneHHe Ha KoarylallMOHHUTE MApaMETpH I0 BpEME Ha
KIHHHYHO JiedeHHe ¢ puBapokcabaH. Bee mak, ako € KIMHHYHO IIOKa3aHO, KOHUCHTPAlMUTE HA
puBapokcaban Morat ia OhIaT H3MEpBaHH ¢ KATHOpUPaHH KOMHYCCTBEHH TECTOBE 32 anTH-hakTop Xa
B mcg/1 (Bx. Tabmuua 13 B TouKa 5.2 32 AMANA30HMTE Ha HAOMOAABAHHTE IVTA3MEHH KOHLUCHTPALAM HA
puBapokcafan npH neita). JlonHaTa rpaHMUa H2 KONHYECTBCHHTE ONPCACIAHWA TpabBa Ja ce UMa
NpefBMI, KOTaTo Ce H3MOM3Ba AHTH-Xa TeCThT 38 KOIMYECTBEHO OMNPENCIAHE HA IUIASMCHHTC
KOHLIEHTpaMKY Ha puBapoxcaGal mpu feua. He € ycTaHOBEH mpar 3a eUKACHOCT WIH chHOMTHSA,
CEBp3aHH ¢ Oe30MacHOCTTA.

Knyunasa eprukacHOCT ¥ He30MacHoCT

HMpochunaxmuxa Ha uHCYIM u CucmemMna emOonuR npyu NAyueRmu ¢ HEKRanHo NpeOCLPOHO MbINCOEHE
KnuHeyHata nporpaMa ¢ puBapoxcabaH e IUlaHMpaHa ¢ L€ Ja ASMOHCTPHpa eHKaCHOCTTa HA

puBapokcabaH 3a NpoGWIAKTHKA HA MHCYNT M CHCTeMHa em00AM% NpH TALMEHTH ¢ HEKIANHO.
NpeaCHPOHO MBXICHE, =
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Tlpu ocHOBHOTO ABOIHO casno mpoyusaie ROCKET AR 14 264 nmauMeHTH ca pa3npenencHy Ja
nofyyaBaT Win pupapokcabad 20 mg BeAHLK AHeBHO (15 mg BeaHsX AHEBHO NMPH NALHEHTH C
KpeaTHHMHOB KAMpBHC 30 - 49 ml/min) wiu BapdapuH C TUTPHpaHe Ha Qo3aTa Ao INR 2,5
(repanesTHuHH rpaHuim 2,0 fo 3,0). MeananHaTa NPOABDKHTENHOCT Ha MPOBEACHOTO JICHEHHE € 19
Mecelq, a obImaTa NpoALDKHWTEIHOCT € 10 41 Mecela.
34,9% OT NaUHEHTHTE ¢4 JIEKYBaHH ¢ SUCTHICAIHIWIOBA KHCEITHHA U 11,4% ca nexypan# ¢ knac Il
AHTHAPHTMHYHO CPEACTBO, BRIIIOYHTE/THO aMHOTapOH.

PusapokcabaH e ¢ He no-Manka eeKTHBHOCT OT BapdapuH 32 MEPBUYHATA CHCTABHA KpalfHa TO9Ka 38
MHCYJIT B CHcTeMeH eMGonn3bM n3BbH LIHC. B nomynaiATa no MpOTOKOSN Ha JCHEHHE HHCYJIT HiH
cucTeMHa eMBoHA ce Habmoaapar npu 188 namuenTr Ha pusapokcabas (1,71% Ha roauna) ¥ npH 241
Ha Bap(apur (2,16% Ha rommna) (HR 0,79; I 95%, 0,66 - 0,96; P<0,001 3a He mno-Manka
epekTBHOCT). OT BCHYKH PAHIOMH3UPAHH NAIMEHTH, KOHTO CA aHATM3HPaHH MO Intent-to-treat (ITT),
ITPBUYHH CHOMTHA ce pa3sBuBaT npH 269 Ha puapokcabaH (2,12% Ha roausa) ¥ 306 Ha BapdapHH
(2,42% na roguna) (HR 0,88; 95% [H, 0,74 - 1,03; P<0,001 3a He mo-manka edexrusrocT; P=0,117 3a
NpeBBb3X0ACTBO). PesynTaTure 3a BTOpHUHMTE KpalHH TOYKM, KakTO Ca H3CICABAHHA B fiepapxuieH
nopsaxsk B ITT aHanu3a, ca noxasaHy Ha Tabnuua 4.
Cpen mauHedTHTEe B rpynata Ha BapdapuH INR cTOHHOCTHTE ca B IpaHMLMTC Ha TEPANEBTHYHHA
nuanazoH (2,0 10 3,0) cpeaHo 55% ot Bpemero (MeanaHa 58%, MHTEPKBAPTWIEH AHANA30H 43 no 71).
EdexTsT Ha puBapokcabaH He ce pa3nuyaBa HA HHBO LICHTPAJIHO BpeMe B TEPaNCBTHIHNA Anana3oH
(Time in therapeutic Range, TTR) (speme B TaprereH INR nuanasoH 2,0 - 3,0) npy KBapTUIUTE C
enHakpB pasmep (P=0,74 3a B3aumonelicrue). B Hal-ropHUA KBapTWI 110 OTHOMICHHC HA LCHTHPA
KoedunuentsT Ha Prck (Hazart Ratio, HR) 3a puBapokcabaH CripaMo sapdapuH e 0,74 (95% IH, 0,49

- 1,12).

UYecTOTaTa HA OCHOBHHTE pe3ynTaTH 3a 0e30MacHOCT (rofieMH H HEroieMH KIHHWYHO 3HaYHMMH
KpBBOMUTHBH) ca MOA0GHY 3a [BETE TEpaNneBTHYHA rPYNH (B, Tabmuua 5).

Ta6auua 4: Pesyararn 3a epuxacroct ot ¢pasa Il ROCKET AF

IpoyuBana momy ALK ITT anaaH3 HA e¢DHKACHOCTTA NPH MANHEHTH ¢ HEKJAANIHO NPEACHPARO
MBbIKAECHE i _ L
Pupapoxcaban 20 mg| Bapdapun HR (95% AH) p-
e1HH ITbT JAHEBHO tarpupas a0 INR 2,5 | crofimocT, TeCT 32
(15 mg BexHBbXK AHEBHO | (TepaneBTHYHH NpeBb3X0ACTBO
npH NALUHEHTH ¢ | rpannuu 2,0 no 3,0)
TepaneBTHYHA 1038 ymMepeHa CTeneH HA
6u6peuno yspeaxnaane) | Yecrora Ha cnbuTHETO
Yecrora Ha cbburnero | (100 nanMenTOrOAHNHH)
(100 nauneHTOroNAMHH)
o 0,88
MuHcyaT ®  CHUCTeMHa 269 306 (0,74 - 1,03)
emGomust u3ppH LTHC (2,12) (2,42) ’ 0 “7’
i ] B 4 I
Hacynr, CHCTEMHA 577 609 0.94
eMOonug u3BpH LHHIHC n (0,84 - 1,05)
(4,51) (4.81)
ChIOBA CMBPT | L _ _ 0,265 |
Hucynr, CHCTEMHA 0.93
eMbonua wu3eeH IIHC, 659 709 © 33’_ 1,03)
ChJ0BA CMBPT U HHQapKT (5,24) (5,65) ’ ’ '
Ha MHOKapaa
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HucynT

0,90

253 281 (0.76 - 1,07)
(1,99) (2,22) 0.221
CucreMHa eMOOMUS U3BBH 20 57 0,74
ITHC 0,42 - 1,32
©.16) ©021) O8
0,91
HudapkT Ha MHOKapIa 130 142 (0,72 - 1,16)
(1,02) (1,11) 0.464

Tabauua 5: Pesyaratn 3a GesonacHoct o1 dasa IIl ROCKET AF

| Ipoyapana monyaauss | [lanmesTH ¢ HEKNANHO NPEACHPARO MBbRAeHe” | |
Puapapoxcaban 20 mg | Bappaphn HR (95% IH) p-
eanH mbLT AHeBHOo (15| Turpupan a0 INR 2,5 | crofimocr
mg BeAHbLX JAHEeBHO | (TepanmeBTHYHH
TepameBTHYHA 1038 nps  nauWedT® ¢ | rpannns 2,0 no 3,0)
P yMepeHa CTeneH Ha
6n6peuno yepexaane) | Yecrora Ha ¢bONTHETO
Yecrora Ha cuburuerto | (100 nauHeHTOroAHHHK)
| (100 manHeHTOroXHHH)
'omeMM ¥ HEroNeMu 1475 1 449 1,03
CIMEMIHO T ——— (14,91) (14,52) (0,96 - 1,11)
KPBBOHUIIIHBH 0,442
["'oneMH KPhBOHINHBH ; 96 50 | ( ; i ?5 | (0,9{11,?4: 20
G, " ] 0,576
0,50
CMBpPT B pe3ynTarT Ha 27 55 (0,31 - 0,79)
) y " Vs
KbPBCHE (0,24) (0,48) 0,003
KepBeHe OT KpHTHYEH 91 133 (© 52’.63 91)
W ) ]
OpraH (0,82) (1,18) 0.007
0,67
HuTpaxkpaHuancH 55 84 (0,47 - 0,93)
KPBBOHIHB® (0,49) (0,74) ’ ’
— — _ | 0019
1,22
305 254 ’
L -
Coazg Ha xemornobuxa Q2.77) (2.26) (1,03 - 1,44)
_ _ L. _ _ 0,019
183 149 1,25
KprBonpenusaHe Ha 2 MITH ’
— & MHULH (1,65) (1,32) (1,01 - 1,55)
EPHTPOLMTH WIH LA 0,044
KpbB*
1,04
Heronemu KJINHHYIHO 1185 11351 (0,96 - L,13)._
3HAYMMH KPBBOH3THBH (11,80) (11,37) CakdE.
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CMBPTHOCT 110 BCSKAKBH 208 250 0 73,_851 02)
NpHYHHY (1,87) (2.21) | 0 073:

a)  [loIynauss, W3IHTBAHA O OTHOLLIEHUE HA OE30MACHOCT, Ha JIeHCHNUE
* HoMHHAMHO 3HAYUMH

B pomsiHeHue kbM npoyusanero ¢aza III ROCKET AF, ¢ mnpoBeneHO IpOCNEKTHBHO,
NMOCTMAPKETHHTOBO, HEHHTEPBEHLMAHAIHO, OTBOPEHO KOXOPTHO MPOYYBaHe C €HO paMo (XANTUS) ¢
OCHOBEH W3X07, Biomousam TpomGoeMGomuuuu chbuTHA M rosamo kpbeeHe. 6 704 naumenTa ¢
HEKJIAMHO MPEACHPIAHO MBXAEHEe ca GIIH BKITIOYECHH 38 MPOPUIAKTHKA HA MHCYAT H eMbonua M3PBH
nenrpaiHara HepeHa cucteMa (LIHC) npy peallHH yCNOBRA. Cpenunte pesynaraty Ha CHADS2 ca
6w 1,9 u Ha HAS-BLED ca Gunu 2,0 mpu XANTUS, B CpaBHEHHE CbC CPEIHATE pE3yJaTaTd Ha
CHADS? u HAS-BLED or 3,5 u 2,8 crorserdHo npd ROCKET AF. ['onsaMo KpbBEHE € HabmoONaBaHo
mpu 2,1 cry4as 3a 100 natmenTo-roguHy. Cho01aBa ce 3a IETAICH KpbBOHIHB ITPH 0,2 cayuas 3a 100
MMAIMEeHTO-TOAMEH H BbTpedepeneH Kprponaub npu 0,4 ciydas 3a 100 naleHTo-roIHHH. Hucyar unu
embonus n3pbH LHC ca perucrpupanu npu 0,8 ciy4ad 3a 100 mauHeHTO-roqnHH.

Teau HAG/TIONEHHS B PEAIHU YCJIOBHA ¢4 B CHOTBETCTBHE C YCTAHOBEHHS MPOGHN HA 6e30MacHOCT NpH
TOBA NOKa3aHue.

B nocTMapKkeTHHrOBO HEHHTEPBEHLIMOHAIRO NPOY4BaHE IPH NOBEYE OT 162 000 nalMeRTH OT YETHPH
IbpXkaBy pupapokcabGaH e NpeanncaHt 3a npodunakTHka Ha HHCYNIT U CHCTCMHA eM6onua IpH NMaHeHTH
¢ HeKJIANHO NMPEICHPAHO MEXIEHe. UecToTaTa Ha CHOUTHATA 32 HexeMudeH HHCYIT € 0,70 (95% C10,44
~ 1,13) 3a 100 maurerToroaunu. KbpaeHe, K0ero BOAK A0 XOCMHTAIN3ALNA, HACTBIIBA ¢ 4ecTOTa Ha
cu6uTHsTa Ha 100 maumenToromuuu 0,43 (95% CI 0,31 — 0,59) 3a BpTpeUcpencH KPbBOH3IINE, 1,04
(95% CI 0,65 — 1,66) 3a croMamHO-4pesHO KbpBeHe, 0,41 (95% CI 0,31 — 0,53) 38 YPOreHHTAIHO
kspaeHe u 0,40 (95% CI 0,25 - 0,65) 3a 1pyro KbpBeHe.

eHTH, TOIJIOKEHH Ha KapIHOBEP3IHO
[TpocneKTHEBHO, DPAHIOMH3MPAHO, OTBOPEHO, MHOTOLUEHTPOBO, EKCIUIOPATOPHO IPOYHBAHE ChC
JaclleneHa oLieHka Ha kpafinarta Touka (X-VERT) e nposeneso mpu 1 504 mauueHTH (HeneKyBaH#
AOCETA C NepOPaIHH aHTHKOAryIaHTH H JICKYyBaHH NpeNBapUTENTHO) ¢ HEKIIAITHO MPeACHEPAHO MEXCICHE
[VTAHHPAHO 33 KapAHOBEP3HO, 33 A C¢ HAINpaBH CPAaBHCHHE MEXAY puBapokcabaH 4 afanTHpaHa n103a
ABK (pangomusupaHo 2:1), 32 MpeBEHIMA HA CHPIEIHOCHAOBH chOuTHA. HanomssaHM ca CTpaTersy ¢
IOMOILITA HA HacouBaHe upe3 TpaHcesodareanna exoxapauorpadms (TEE) (1-5 mHu MpeABAPUTEIHO
IeUeHHe) HIH KOHBEHLHOHAIHO KapAMOBep3no (HaH-Manko TPY CEAMHUM NpEABAPHTCIHO TIeYeHHE).

[TepBHYHHTE Pe3yNTaTH 332 ePUKACHOCT (BCHYKM MHCYJITH, NpEXoAaHa HCXEMHUIHA aTaka, CHCTEMHA
embonusa HecBbp3al ¢ LIHC, nudapkt va muoxapaa (MH) u cbpAeHHOCH0BA CMBPT) ca c€ NMOABHIH
mpu 5 (0,5%) mauMeHTH B rpynara Ha puBapokcabaH (n=978) u 5 (1,0%) naumesTa B rpynara Ha ABK
(n=492; RR 0,50; 95% CI 0,15-1,73; moauduumpana ITT-nomynawusn). OCHOBHMAT pPE3y/Tar 3a
GezomacHOCT (MacUBHO kbpseHe) ce e nossun npu 6 (0,6%) u 4 (0,8%) mauueHTH B TPyIHTE Ha
pupapokcaban (n=988) u ABK (n=499) cworsetno, (RR 0,76; 95% CI 0,21-2,67; 6esomacHa
nomynauus). Topa eKCIUIOPaTOpPHO MPOY4YBAaHE € MOKasajo CpaBHHMA eduxacHocT H 0€30MacHOCT
MexcRy IpYIHTE Ha NledeHHe ¢ puBapokcabad 1 ABK B yClioBHATa Ha KapAHOBEP3HO.

INanHeHTH ¢ HEKIAMHO MPESACHPAHO MBXeHe, kowTo nomiexar Ha [IKH ¢ nocTaBdHe Ha CTCHT
H3pBpLIeHO € PaHIOMH3MPaHO, OTKPHTO, MHOTOLCHTPOBO MPOYYBaHE (PIONEER AF-PCI) ¢ 2 124

NALMENTH ¢ HEK/IANHO MPEeAChPAHO MEXAeHe, kouTo ca 6umn nomioxernn Ha IIKH, ¢ mocrassHe Ha
CTEHT 34 ITbPBHYHO ATePOCKIEPOTHIHO 3a00/ABaHe, 32 CPABHABAHE Ha fe30MacHOCTTA Ha ABC CXEMH Ha
puBapokcabaH u enHa ABK-cxema. [lantHeHTHTE ca GwIH pasnpenelieHd Ha CiydaeH mpuHIpn 1:1:1 3a
o6ma 12-Meceuna Tepanus. [TauueHTH ¢ aHaMHe3a 3a HHCYAT Wi [THI] ca HaKmo1eHH.

I'pyna | nomyuapa pueapokcaban BeAHEXK AHEBHO 15 mg (10 mg BeAHBX AHEBHO NPH NALMCHTH-&- -
KpeaTHHHHOB KaupbHC 30 - 49 ml/min) mmoc P2Y12 umxuburop. I'pyna 2 mnomy4asa g/,fr}mg o
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puBapokcabad nea meTH AHeBHO 3aemHo ¢ [ATAC (mBoiiHa TepanMs C AHTHArperaHTHH CPEACTBA,
HanpHMep Khaonuaorpen 75 mg [Win 3aMECTBALUKA P2Y12 wuuxuburop] MmoC HHACKA n03a
anermacanuwiona kucenuna JACK]) 3a 1, 6 nnm 12 meceus, nocaeasaHa ot pusapokcaban 15 mg (wm
10 mg 3a MaIMEHTH ¢ KPeaTHHHHOB KIUpBHC 30 - 49 ml/min) BeawbX AHEBHO, TUNIOC HHCKA A03a ACK.
Tpyna 3 nomydyasa xopurupaHa mosa ABK mmoc AT AC 3a 1, 6 wii 12 Mmeceua, mocnensasa OT
xopurupana no3a ABK, mmoc Hucka nosa ACK.

[IspBHuHaTa KpaliHa TOUKA 33 GE30MacHOCT, KIMHHTHO 3HATUMATE CITy4aH Ha KbPBCHC, ce MOABSBAT
pu 109 (15,7%), 117 (16,6%) u 167 (24,0%) y4acTHULH 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, pecnekTHBHO).
BropyyHara KpaitHa ToYKa (ChCTaBeHa OT ChpACTHO-ChAOBH cuOuTHn CC cMBpT, MU 1N HHCYITT), ©
na6monasasa npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) y4acTHHMLH B rpyna 1, rpyna 2 u rpyna 3,
CHOTBETHO. BCAKa OT CXeMMTe Ha pHsapokcabaH NMOKa3Ba 3HAYMTENHO HaMAMBaHC HA KIHHAHHO
JHAUMMHUTE CITyHaH Ha KbPBEHE, B cpaBHeHHe ¢ VKA-cxeMarta MpH NalMeHTH C HEKJIATHO NPeACHPAHO
MBKIeHe, KoHTo ca 61t noanoxernd Ha [1IKH ¢ nocrasiaHe Ha CTEHT.

Ocruopnata uen Ha PIONEER AF-PCI e ouenka Ha 6ezonacHocTTa. JlaHHWTE OTHOCHO e(pHKaCHOCTTA
(BITIOYMTEHO TpoMOOeMOONMYHY SB/IEHHA) [IPH Ta3H NOMy/AIs ¢ OrpaHHICHH.

Jevenue na BT, BE u npopunaxmuxa na peyuousupawgu [BT u bE

KmaMuHaTa nporpaMa ¢ puBapokcabaH € IUTaHMpaHa ¢ Len aa ACMOHCTpHpa edUKaCHOCTTA HA
puBapoKcabaH MPH HAYATHOTO M MPOXBIKHTEIHOTO JIEUCHHE HA OCTPH BT u BE n npo¢anakTHKaTa
Ha PELHIUBH.

Han 12 800 naupeHTH ca MpOYYEHH B YETHPH PaHIOMM3HPaHH, KOHTPOIHPAHH KIMHHTHH ITpOYBaHHA
daza ITI (Einstein DVT, Einsten PE, Einstein Extension 1 Einstein Choice) ¢ AOITBJIHKHTENHO ¢ NPOBEACH

npeapapuTenHo AeduHupan cOOpeH aHANN3 HA NPOY4BaHHATA Einstein DVT u Einsten PE. O6inara
KOMOMHMpPaHa [MPOABDKUTENHOCT Ha IEYEHHETO 38 BCHIKH NPOYBaHHA € 10 21 meceua.

B npoyugsasero Einstein DVT 3 449 naupmentd ¢ octpa ABT ca mpoyenHu 3a JCICHUETO Ha JBT u 3a
npodunakruka Ha peungusrpay JBT u BE (mauxeHTHTe ChC CHMITTOMATHEH BE ca H3KmOYeHH OT
Topa npoyusaHe). ITIpOABDKUTENHOCTTA HA JICYCHHETO € 3, 6 win 12 Meceua B 38BHCHMOCT OT
KITHHWYHATA IIPENCHKa Ha H3CJICNOBATEIA.

33 JIeUEHHETO Npe3 IbpBHTE 3 ceamMuuy Ha octpa [IBT ca npunarany 15 mg pupapokcabaH ABa ITBTH
nueHo. Cliel TOBA JTEYEHHeTo poabnkasa ¢ 20 mg pupapoxcabal efH ITbT AHEBHO.

B mpoyupanero Einsten PE 4 832 nmaumenTu ¢ ocTsp BE ca npoy4eHH 3a HEHEHHETO Ha BE u 3a

npodrnakThka Ha pewausupanw BT u BE. IIpoAR/IDKHTENHOCTTA Ha JIEIEHNHETO & 3,6 wim 12 Mecenia
B 3aBHCHMOCT OT KJIMHHYHATA IIPEIeHKa Ha H3C/ICNOBATEN.

Ja neueHneTo HA ocTsp BE mpes mhpsiTe 3 ceAMHUM ca mpunaraHd 15 mg puBapoxcabaH B3 BTH
nHeBHO. Cllell TOBA JIEUEHHETO IpoAwDKara ¢ 20 mg puBapokcabaH eHH T NHEBHO.

M upu asere npoy4sanua Einstein DVT u Einsten PE cpasHHTENHOTO ICIEHHE BIIIIOYBA eHOKcanapHH
B IPOABDKCHHE Ha NOHE 5 AHY B KOMOHHALIMA C aHTArOHUCT Ha BUTAMHH K 20 nocruraHe Ha CTOHHOCT

3a PT/INR B TepanepTudsuTe rpaHuuy (2 2,0). JleuenueTo NpoAmIkasa ¢ aHTArOHHCT Ha BUTAMHH K,
KaTo J03aTa My € Takasa, e croftHocritre 3a PT/INR za ca B TepancBTUHUTE IPAHUIH OT 2,0 no 3,0.

B npoyusanero Einstein Extension 1 197 natmesTu ¢ IBT win BE ca npoy4eHH 3a npodANakTHKA Ha
perpapueupany BT # BE. IIpoabikHTeNHOCTTa HA JICHCHHETO oOxpallla JOIBIHATENHE 6 10 12
Mecella NpH IMALMEeHTH, KOMTO ¢4 MPeMHHANH KypC Ha JCHCHHE OT 6 1o 12 meceua Ha BEHO3CH
TpoMGoeMGONM3BM B 3ABHCHMOCT OT KIMHHYHATa NpELeHKa Ha H3CNCAOBATCIL. CpasHsiBa ce
puBapokcaGay 20 mg BeAHBXK AHEBHO C ILUTaue6o.

Ipoyusapmsta Einstein DVT, PE u Extension n3no/3sar eaHH i ChIUM MPCABAPHTEIHO nedHHHPAHH

NHpBHYHM M BTOPHIHH DE3yJTaTH 3a e(hHKaCHOCT. [MepBUYHMAT pe3yXTaT 3a edHkacHoCT € _ .

CHMITTOMATHYeH peLpauBHpal BeHoleH TpoMGoemGonmabM (BTE), neUHHUpaH K4TO CHCTaBeH. OT
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nedHHMpa KaTo CHYCTAHHE OT PEHMAUBHpAIIA BT, HeacraneH BE U CMBPTHOCT HE3ABHCHMO OT
NPHIMHATA.

B npoyusane Einstein Choice 3 396 nauueHTd ¢ NOTBHpACHA CHMIITOMATHIHA BT wn/wnmu BE, xoHTO
ca 3aBBpLIWIH 6 00 12-MeceyHO aHTHKOAryNnaHTHO NIe1eHHe, Ca POy 1eHH 3a npodHIaKTHKA Ha IeTANeH
BE u Heneranud cumnromarudHd JIBT u BE. [NauweHTdTe ¢ nokazadHWe 3a NPOABIDKHTCIHO
AHTHKOATY/IaHTHO JIeUeHME C TepaneBTHYHA 032 Ca H3KNIOYEHH OT POY4BaHeTO. [TporbmXHTENHOCTTA
HA JleyeHnero € 10 12 Mecela B 3aBUCHMOCT OT AaTaTa Ha HHAWBHIYATHOTO PAHAOMH3HpaHe (MeIHaHa:
351 aum). PuBapokcaban 20 mg BeAHbX KHEBHO N pusapokcabaH 10 mg BeAHEX IHEBHO Ca CPABHCHH
cbe 100 mg aueTHNCaNHLIHIOBA KHCETHHA BEAHBK JHEBHO.

[TbpBUYHMAT Pe3Y/TAT 38 e)HKACHOCT € CHMITOMATHYEH PCUMANBHpAIl BEHO3CH TpoM60eMOOTIHIBM
(BTE), neduHHpaH KaTo cMecHLaTa oT peuuausupama ABT wiH netancH WM HECTAICH BE.

B npoyusanero Einstein DVT (s%. Tabnmua 6) ce nokassa, 4e puBapokcafaH € ¢ He Mo-MaliKa
edeKTHBHOCT OT eBoxcanapui/ABK 3a nbpBHIHHA Pe3yNTaT 38 edukacHoct (p < 0,0001 (Tecr 3a He
no-Manka edextusHoct)); Koedpuiment Ha Puck (HR): 0,680 (0,443 - 1,042), p = 0,076 (Tecr 3a
npeBB3XOACTBO)). IIpeapaputento aeduHupaHaTa HETHA KIHHHYHA O3 (ITBpBHYEH pe3yNTaT 3a
edHKacCHOCT IUIKC KPBBOMIIMBH) ce chobmasa ¢ HR 0,67 ((95% IH: 0,47 - 0,95), HoMHUHaNHA P
croftioct p = 0,027) B mom3a Ha pusapokcabaH. INR CTOMHOCTHTE Ca B TEPANCBTHIHHA JHANA3OH
cpeaHo 60,3% oT BpeMeTO NpH CpeaHa NPOABLIDKHTENHOCT Ha NEUCHUETO OT 189 ouH, 1 55,4%, 60,1%
n 62,8% OT BpeMETO MpPH FPYNUTE ¢ IUVIAHKPAHO JIeUeHHE ¢ MPONB/DKHUTENHOCT CHOTBETHO 3,612
Mecena. B rpynara Ha eHoxcanapui/ABK HaMa ACHA BpB3Ka MEXY HMBOTO Ha CPEAHOTO HEHTPANHO
TTR (speme B Tapreren INR ananason 2,0 - 3,0) np# TEpTHINTE C €QHAKBB pa3MEp W JeCTOTaTa Ha
peunpnsupamure BTE (p = 0,932 3a B3auMoneiicrsue). B Hal-ropsHs TEpTHI IO OTHOLICHHE HA
uenTspa KoeduuuentsT Ha Puck (HR) npH prBapokcabaH cripsMo sapdapun e 0,69 (95% OHN: 0,35 -
1,35).

YecToTHTE 3a ITHPBHYHHs pe3ynTaT 3a 06e30macHOCT (rojeMy WM KNMHUYHO 3HATMMH HErOIEMH
KPHLBOHITHBH), KAKTO H 32 BTOPHIHHA PE3YNTaT 32 06e30MacHOCT (rofieMH KpHBOMIIHBH), Ca CXOIHH 32

NBeTe TePaneBTHIHN TPYIIH.

Ta6auna 6: PeayaTaTn 3a epuxacHocT H 6e30MaCHOCT OT ¢a3a I Einstein DVT

3 449 DAlHEHTH ChC CHMIOTOMSTHYHA oOcTpa Ibaboka
IIpoyuBana nomyjaanus
_ __| BeHO3HA TpomGBo3a _ ) |
PupapoxcaGan® Enoxcanapan/ABKY
Jo3a H NPOABLJKHTESTHOCT HA 3.6 12
M eUeHHETO 3, 6 nau 12 mecena , & nAN 12X Mecena
_ _ ) N=1 731 B N=1718
CrMrmroMaTHueH  peLHIWBHpalLl 36 51
BTE* (2,1%) | (3,0%)
CHUMITTOMATHYEH PeLMIHBUpALl 20 18
BE (1,2%) (1,0%)
CuMITTOMaTHIHA 14 28
peumnuBapama IBT _(08%) _ (6% |
g
CuMmnromatuaay BE u BT 1(0,1%) 0
Jleraner BE/cMBbpT, XBACTO BE 4 (0,2%) 6 (0,3%)
__He MOXe a8 0B1e HIKIIOHCH _ _ L
FlonaMo WiIH KNHHHYHO 3HAYHMO 139 138
HEroisMo KbpBeHe (8,1%) _ __ (8,1%)
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14 20
- | (0,8%) (1,2%)
a) PuBapokcaGaH 15 mg /iBa IIbTH IHEBHO 2a 3 CEIMHIM, HOCAeBaHO 0T 20 mg eAHH ITBT JHEBHO
b) EHOKCanapHH 3a Hak-MaIKo 5 JHH, 3aCTBIICH H nocienBal or ABK
* p<0,0001 (e no-Manka epUKACHOCT 110 OTHOILCHHE HA NMPEIBAPHTEHO OMPENIC/iCH HR 2,0); HR:
0,680 (0,443 - 1,042), p = 0,076 (npep13X0ACTBO)

["oneMH KPHBOUIIHBH

B npoyusauero Einstein PE (8x. Tabnuua 7) e neMOHCTPHPAHO, 4e puBapoxcabaH € ¢ He Mo-ManKa
eduracHocT oT enokcanapus/ABK 3a mepBHUHMA pe3ynTar 3a €(HKAaCHOCT (p=0,0026 (TecT 3a He
nomaika edukactocr); HR: 1,123 (0,749 - 1,684)). ITpensapurenHo AedpHHHpaHATA HETHA KIMHU'YHA
nom3a (IrbPBMYEH Pe3YITAT 33 eHKACHOCT IUTIOC TFoJIeMH KpBBOM3NHUBH) ce chobmana ¢ HR or 0,849
((95% JOH: 0,633 - 1,139), Homunansa p croltioct p = 0,275). INR cTOHHOCTHTE Ca B TepaneBTHIHHA
AMAMa3oH cpeaHo 63% oT BpeMeTO NPH CpeAHa MPOXBDKHTEIHOCT Ha JIEICHHETO OT 215 gpuu U 57%,
62% ¥ 65% OT BPEMETO TPH IPYNHTE ¢ IUIAHKPAHO JIEYCHHUE C MPOTB/DKHTENHOCT CHOTBETHO 3, 6nml2
mecela. B rpynata Ha edokcanapui/ABK HaMa fcHa BpB3ka MEXXY HHBOTO HA CPEAHOTO LCHTPATHO
TTR (speme B TaprereH INR auanasoH 2,0 - 3,0) npu TepUMIIHTE ¢ €IHAKES PasMep H 9CCTOTATA HA
peimausupamure BTE (p = 0,082 3a s3aumone#icrsue). B Hai-ropHHA TEpUAI NO OTHOMICHHC HA
uentspa KoeduuuentsT na Puck (HR) npu pusapokcaban crpsamo Bapdaput e 0,642 (95% JIH: 0,277
- 1,484).

YecTOTUTE 32 MHPBMYHHA pe3ynTar 3a Oe3zomacHOCT (rolieMd WIM KIHHAYHO 3HAa4YHMH HETONCMH
KPBBOM3ITMBH) C4 MAlKO TO-HUCKM B pyTiaTa Ha JieYeHHe ¢ puBapokcabaH (10,3% (249/2 412)) B
CpaBHEHHe C Ipynara Ha neuexne ¢ eHokcanapu/ABK (11,4% (274/2 405)). YecToTaTa 38 BTOpHUHHA
peayarTar 3a 6e30nacHoCT (roneMH KpbBOMIIMBH) € TO-HUCKA B IPyMnaTa Ha pupapokcabax (1,1% (26/2
412)) B cpaBHeHHe ¢ rpynara Ha eHokcanapuH/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95% OH.: 0,308 -
0,789).

Ta6auua 7: PeayaraTn 3a epukacBocT H Gesonacnoct or ¢a3a I1l Einstein PE

IIpoyyiBaHa NOMyAAIHS ‘4 832 nanueHTH ¢ 0CTPA CAMOTOMATHYHA BE
Koza u 1po CennocT Ha Pusapoxcaban® Enoxcanapsuw/ABKY
eneHH ﬂup 3, 6 nan 12 mecena 3, 6 uan 12 mecena
N=2 419 N=2 413
CUMIITOMaTH9e¢H  pelMaHBHpalll 50 44
BTE* (2,1%) (1,8%)
CuMnrroMaTU4eH 23 20
peuausupam BE . {(1,0%) i ___(0,8%)
CuMmnroMarndHa 18 17
peunauBupama ABT _ (0,7%) (0,7%)
2
CumrmroMarvuii bE u [IBT B 0 (<0,1%)
JNeranen BE/cmbpT, KbaeTO BE 11 7
HE MOXe fa OB/ H3KIO4YeH (0,5%) (0,3%)
lonaMoO WIH KIHHHYHO 3HAYHMO 249 274
HEroNsAMoO KbpBEHe (10,3%) (11,4%)
L= . | A - — .
['oneMi KpbhBOHITNBH 26 52
P (1,1%) (2:2%)

a) P-Hnapoxcaﬁaﬂ 15 mg—naa IThTH IHEBHO 33 3 CEIMHULM, TIOC/IEABAHO ot 20 mg €HH ITET AHEBHO
b) EHokcanapdH 3a Hali-Manko 5 [HM, 3acThNeH 4 nocneasad or ABK

*  p<0,0026 (He no-Manka eUKACHOCT IO OTHONICHHE Ha Npe/iBapuTenHo onpeaencH HR ot
2,0); HR: 1,123 (0,749 - 1,684) /—”;‘*T'. o
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IIpoBeneH € npegBapuUTeNHO NehHHHpaH OOOOILEH aHAIMS Ha pe3yiTara OT NpoydBAHMATA Einstein

DVT u PE (x. TaOnuua 8).

TaGauna 8: Pe3yATaTH 3a epHKacHoCT H GesonacHocT 0T cGopeH AHANNHS HA Pasa ITI Einstein DVT

H PE
IIpoyyBana nonyJaanHs 8 281 nanuentn ¢ ocTpu cumnroMaTH4dan JIBT Han bE
b —
lloss W MPOTLIKHTEHOCT HA Pupapokcaban® Enoxcanapun/ABKY
TeYeHHeT 0[1 An 3, 6 nau 12 mecena 3, 6 nan 12 mecena
N=4150 N=4131
CumMrrroMaTaueH peLiiIuBHpalll 86 93
| BTE* ) _ ] (2,1%) (2,3%) N
CuMIIrToMaTH9eH 43 38
peiaueupaul BE (1,0%) | (0,9%)
CHMIITOMaTH4YHA 32 45
__permnusupama JIBT (0,8%) (1,1%)
CumnroMarnusdd BE u JIBT 1 2
_ _ (<0,1%) ~ (<0,1%)
Jleranen BE/cMBPT, IPH KOATO 15 13
He MOXe Aa ¢e u3Kmo4au bE (0,4%) (0,3%) |
ConeMy HIH KIMHHYHO 3HaYHMH 388 412
HeroJeMH KpbBOKATHBH (9,4%) (10,0%)
ConeMH KpbBOU3INHBH 40 72
(1,0%) (1,7%)

a) PupapokcaGaH 15 mg nBa ITbTH AHEBHO 3a 3 CEAMHIIM, NOCNEABAHO OT 20 mg eAuH ITET AHEBHO

b) EnoxcamapuH 3a Hali-MaJKO 5 OHU, 3aCTBICH H MOCIEABAH OT ABK

" p <0,0001 (He no-Manka eQUKaCHOCT M0 OTHOLIEHHE Ha NMPEABAPHTCIHO onpenencH HR ot
1,75); HR: 0,886 (0,661 - 1,186)

IMpenpapurenHo jAepUHUpaHaTa HETHA KIMHMYHA MOm3a (ITBPBHYEH PE3YNTAT 3a edHKACHOCT TLTIOC
rofeMH KPhBOMAIMBH) Ha cOOpHMA aHanus ce cpobwasa ¢ HR ot 0,771 ((95% IOU: 0,614 - 0,967),
HOMMHAIHA p croiiHocT p = 0,0244).

B npoyusarero Einstein Extension (Bk. Tabauua 9) puBapokcabaH npeBb3XOKAa IUauebo mno
OTHOLIEHHE HA ITHPBHIHATE M BTOPMIHWUTE DE3yNTATH 3a €pUKaCHOCT. 3a MEPBHYHMA PE3yITar 3a
GezomacHOCT (rofeMy KPHBOU3NIHMBH) C€ YCTAHOBABA HE3HATNMO HHCACHO MO-BHCOKA HOCTOTA NPK
HalMeHTHTE Ha JedeHHe ¢ puBapokcaban 20 mg ¢AuH IThT HA IEH B CPABHCHHE C rwane6o. BTopuaHHAT
pesynTaT 3a GesomacHoCT (ToNeMH WIH KIMHHYHO 3Ha4MMHM HCTOJICMH KPHBOM3NIMBY) TMOKA3Ba II0-
BHCOKH Y€CTOTH NPH NAlMEHTHTE, JIeKyBaHH ¢ pusapokcaban 20 mg eauH MBT AHEBHO, B CPABHCHHUE C

rinaie6o.

Tabauua 9: PesyaTaTH 3a epuKacHocT H He3onacHocT 0T ¢a3a I1I Einstein Extension

1 197 nanHeHTH ¢8 NPOABIKHIH JeUeHHETO H
Ipoy4BaHa NONyARNHSA npodHIAKTHKATA 38 PelHAHBHPAI BEHO3CH
1 _ TpomMGoemboaHILM _ _
Jlo3a B NPOSLJKHTENHOCT HE PasapoxcaGan® ILnaue6o
JIe¥eHHEeTO 6 nian 12 mecena 6 nau 12 mecela
L - N =602 | N =594 ]
CEMITOMaTHYEH pellMIHBHPAILL 8 42
 BTE* (1,3%) (7,1%)
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13

CHMIITOMaTHYCH 2
__peuunnsgpam_BE ) (0,3%) T (22%) ]
CHMNITOMATHYHA 3 31
peunaveupama JIBT (0,8%) , (5,2%) |
Jleraned BE/cMBPT, MPH KOATO 1 1
_He Moxe na ce w3kmo4wd BE | (0,2%) -~ (02%)
ToneMH KpbBOH3NIHBH 4 i 0
(0,7%) (0,0%)
KNHHHYHO 73HAYKMH HETOIEMH 32 7
KPbBOH3HBA (5,4%) (1,2%) .

5.) PHB&[JDKC&GE:H 20 mg enuH TbT AHEBHO
" p < 0,0001 (npeBw3xoacreo), HR: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bx. Tabmiua 10) puBapokcaban 20 mg u 10 mg npepn3xoxaa 100
Mg aleTHICANUIMIOBA KHMCEMHA [0 OTHOIIEHME HA MBbPBUMHHA Ppe3ynraT 3a e(UKacCHOCT.
OCHOBHHAT pe3yNnTaT 3a HezonacHoCT (CHOUTHA HA rojiaM KPBBOH3/IMB) € CXONEH MPH NMAIMCHTHTE,
nexyBaHu ¢ puBapokcaban 20 mg u 10 mg BeAHBX [HEBHO B CPaBHCHHE CBC 100 mg

ALETHICATHLIMIOBA KHCEIMHA.

Tabauua 10: Pe3y ATATH 38 €PHKACHOCT H 6esonmacuoct oT ¢a3a IIT Einstein Choice

3 396 ca npoAbLKHIH NPOPHIAKTHKATA 38 peUHIHBHPAI

28

Mpoy+BaHa NOMyIaNHs BeHo3eH TpoMbGoemboNHIBM _ |
popcsten [ Fmeposaten | i 00 mg
TepaneBTHYHA 1034 & BeJHDb IHEBHO
aHesno N=1 107 anesHO N=1 127 -
N=1 131
MennaHa Ha
NPOOBJDKHTEJIHOCTTA  HA
JIe4eHHETO 349 [189-362] o 353 [190-362]) aum | 350 [186-362] mam
[MHTEpKBApTHIEH
OUana3oH} ~
CyuMnITOMaTHYEH 17 13 50
peunanBupaus BTE (1,5%)* (1,2%)** (4,4%)

— ' - - ~ - - -
CuMITTOMAaTHYEH 6 6 19
pelnHBHpall BE (0,5%) (0,5%) (1,7%)
CuMNTOMATHYHA 9 8 30
peuuausrpama JIBT (0,8%) (0,7%) (2,7%)

Jleranen BE/ cMBpT,
NPH KOATO HE MOXeE Ja ;y 0 0 gny
ce uskaouu BE (0,2%) (0,2%)
CumMIrroMaTH4YeH
BTE,
iﬁﬁnp:: MPOTaPAS, s L6 0
MHCYIT MIHM CHCTEMHa (1,7%) (1,6%) (5,0%)
emboauns u3spH [IHC
6 5 3 1.
I"oneMu KpbBOHIITHBH (0,5%) (0,4%) (0,3%) 4:.::;::
A
A




KnuHI9HO 3HAYHMH 30 22 1 20
HEroJieMH KpbBOH3/IHBH (2,7) (2,0) (1,8)
CHMITTOMATHYCH 1‘
peuuaushpany BTE wiu 23 17 53
ronsiM KpbBOMIIMB (HETHA (2,1%)* (1,5%)" (4,7%)
KIMHUYHA OI3a)

* p<0,001(IPeBB3XOACTRO) puBapokcaGad 20 mg BEAHBX JHEBHO CIIpAMO ACK 100 mg BeasnX
nuesno; HR=0,34 (0,20-0,59)

** 1<0,001 (MPEBBIXOJICTBO) pHBapoKcabaH 10 mg eemubk aHesno cupamo ACK 100 mg BefHBK
nauesHo; HR=0,26 (0,14-0,47)

* PuapokcabaH 20 mg BeAHBXK AHECBHO CIPAMO ACK 100 mg BeAHDBK AHEBHO, HR=0,44 (0,27-0,71),
p=0,0009 (HOMHHATIHA)

+ pupapoxcaban 10 mg BEAHBK AHCBHO CIPAMO ACK 100 mg seawsx auesno; HR=0,32 (0,18~
0,55), p<0,0001 (HOMHHAJIHA)

B nomenuenMe xuM nporpamata EINSTEIN daza I, e 7npoBeAeHO NPOCHICKTHBHO,
HEeMHTEPBCHIIMOHAIIHO, OTBOPEHO KOXOPTHO NpOydYBaHC (XALIA) ¢ MLeHTpalH3upaHa OLEHKa,
smnousam peupausupant BTE, roiaMo KbPBEHE H CMBPT. 5 142 naumerTa ¢ octpa ABT ca BKIIOICHH
38 MpoydBaHe O€30macHOCTTa Ha pHBapoKcaGaH B ABATOCPOUEH IIaH B CPABHEHHE ChC CTAHAAPTHATA
AHTHKOAryJJAHTHA TEPATHA B KIIHHWTHATA ITPAKTHKA. CroliHoCTHTE Ha TONAMO KBPBCHE, PCLMIMBHDAIL
BTE ¥ BCHYKH CIy4aH Ha CMBPT 32 pHBapokcabaH ca 6uwm ceoTBetHo 0,7%, 1,4% 1 0,5%.
ChIIecTBYBaT PasNMK¥ B OCHOBHHM XAPaKTEPHCTHKH Ha MALMCHTHTCT, BKIIOYMTENHO BBE3PACT, Pak H
OnOpeuro yspeczane. HinoaspaH ¢€ cTpaTHGHUUHpaH aHamM3 [0 NPCABAPHTIHO ONpPCACICHHU
CTOMHOCTH 3a IpylHpaHe HAa W3MEPBAHHTEe OCHOBHH XapaKTepHCTHKH, HO BBNPEKH TOBA OCTABAIHTC
OTKIOHEHHS MOYKe J1a OBImsAAT Ha peayrarare. Koparupannre HR 3a ronaMo KbpBeHe, peLMIHBHPAILL
BTE ¥ BCHYKH CTy49aH Ha CMBPT ca OMTH CHOTBETHO 0,77 (95% CI 0,40 - 1,50), 0,91 (95% Cl 0,54 -
1,54) u 0,51 (95% CI 0,24 - 1,07).

Tesu pe3y/TaTd [IPH NALMEHTH, KOUTO ¢a Suu HabMONABAHH MPH pealHM yCIOBHA, Ca B CbOTBETCTBHE
¢ ycraHoBeHHs Mpodui Ha 6e30MacHOCT TPH TOBA NOKAIAHHAC.

B noCTMAapKETHHIOBO HEHHTEPBEHLIROHAIHO POy IBaHE MPH NOBEHE OT 40 000 nauueHTH H€3 aHaMHe3a
3a paK, OT YETHPH AbPKAaBH, puBapokcabaH ¢ NPENMHCAH 33 JICHCHNE Kl npodunakTuka Ha IBT u BE.
Yecrorara Ha cpbuTHATa Ha 100 naumeHTOroOAHHH 32 CHMITTOMAaTHIHH/ KITHHHYHO 3HATHMH
BTE/TpoM6oemMGonnaBK CHONTHS, BOACIIH A0 XOCTIMTAH3ALINA, © B auarnasoH ot 0,64 (95% CI 0,40 -
0,97) 3a O6enunenoro Kpancrso no 2,30 (95% C12,11 —2,51) 3a l'epManma. KbpBeHe, KOSTO BOIH 10
XOCIIMTAIM3AOUA, HACTBIBA ¢ IecToTa Ha chOuTHATa Ha 100 MalMeHTOrOAKHY 0,31 (95% CI 0,23 —
0,42) 3a BhTpeuEpeneH KPHBOHIIHB, 0,89 (95% CI 0,67 — 1,17) 3a croMamHo-IpEeBHO KBPBCHC, 0,44
(95% CI 0,26 — 0,74) 3a ypOreHHTAIHO KBPBCHE U 0,41 (95% C1 0,31 — 0,54) 38 Apyro KbpBeHE.

[lemnaTpuyHa NOMYJIALINA
JTeuenue na BTE u npogunaxmuxa na peyuousu na BTE npu neduampuyHu nayuenmu

O6mo 727 meua ¢ noTsppacH octsp BTE, ot kouro 528 moayTwin puBapokcabaH, ca MPOYYEeHH B 6
OTBOpPEHH, MHOTOLEHTPOBH NEANaTPHIHH MPOYHBAHUA. J03UpOBKATa, KOPHTHpaHa CNopen TEICCHOTO
Terno, MPH NALUMEHTH OT PaXkJaHeTo A0 BL3PacT Nnoa 18 roguHH, € IoBeJa OO EKCIIO3MIHA Ha
pusapokcafan, nonobna Ha HabmogapaHaTa NpH BB3PacTHH nammenTd ¢ JBT, nexyBaHH C
puBapokcaban 20 mg efMH BT AHEBHO, KAKTO € MOTBLPACHO B NPOYHBAHCTO daza III (Bx. Touxa 5.2).
IIpoyusanero EINSTEIN Junior ¢a3a 1l e paHIOMH3HpPaHO, aKTHBHO KOHTPONHMpPaHO, OTBOPEHO,
MHOTOLIEHTPOBO KIHHMYHO Npoy4baHe npy 500 neAMaTpHiHH NalUCHTH (11a BB3PACT OT paXKAaHEeTO /10
< 18 romunm) ¢ noTespAcH ocThp BTE. Mmano e 276 neua Ha BB3pacT 12 oo < 18 rogunn, 101 neua
Ha BB3pacT 6 1o < 12 roanHu, 69 neuaHaBHpaGanoﬁﬁmnmmHs4neuanan:3pacr<2mmnﬂ.
UunexcEuar BTE e xnacHpHLHpPaH KaTo €HO OT CIICAHHTE: BTE BbB Bpb3Ka ¢ LIEHTPAICH BEHO3CH
xarersp (L[BK-BTE; 90/335 mauueHTH B rpynara Ha pHBapokcaban, 37/165 nauueHTH B rpynara Ha
CPABHHUTE/IHO JieueHHe), LepedpaiHa BEHO3HA M CHHYCOBa tpombo3a (IIBCT; 74/335 paume
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rpynara Ha puBapokcabaH, 43/165 mauneHTH B rpynaTa Ha CPABHHTCIIHO JevYeHrue) U BCHYKH ApPYTH,
pnountendo BT u BE (#e-lIBK-BTE; 171/335 maieHTH B rpynara Ha puBapokcabaHn, 85/165
MAalHeHTH B FPyMNAaTa Ha CPABHHTEINHO JcueHHe). Hali-uecTo nmpencraBeHaTa HHACKCHA TpoM603a NpH
neua Ha Bb3pacT 12 1o < 18 rogunu e He-IIBK-BTE npu 211 (76,4%); npu nella Ha Bb3pact 6 1o < 12
FOIAHE M Ha BB3pacT 2 A0 < 6 roguny — [IBCT, crotBeTHO NpH 48 (47,5%) 1 35 (50,7%); ¥ ripu pena
Ha BB3pacT < 2 roaurH - LIBK-BTE npu 37 (68,5%). He e AMaio Aeua < 6 mecenia ¢ LIBCT B rpynara
Ha pusapokcabaH. 22 ot naumentute ¢ LBCT ca uMams undexma Ha {HC (13 nammeHTH B rpynara
Ha puBapoxcabaH # 9 NAMEHTH B rpynara Ha CPABHHTENHO JICYEHHE).

BTE e npeaM3BHKaH OT NMOCTOSHHH, MPEXOJAHH KM H OT HBETE — MOCTOAHHN H MPEXOMHH PHCKOBH
daxTopu npu 438 (87,6%) neua.

IMaipeHTHTe Ca MOJYYHRH TPBOHAYATHO JICUSHNE C TEPAIEBTHYHH 103H HE(PaKIIHOHHPAH XeIapHH
(HOX), xenapHH ¢ HUCKO MosieKynHo Terno (XHMT), win goxmanapuHyke 3a Hat-MaIKO 5 JHH H ca
paHAOMH3MpaHH 2:1 1a nojiyyaBaT WiH KO3 PHBApOKCalbaH, KOPHTHPAHH CIIPAMO TEJIECHOTO TELIO,
WM CPAaBHHTE/IHH JIEKApCTBa B Ipylara Ha CPaBHHUTEIHO JICYCHHE (xenapunH, ABK) 2a 3-mecedeH
NnepHoA Ha JieYeHKe B OCHOBHOTO mpoyuBaHe (1 Mecen npH jena < 2 roguryu ¢ lIBK-BTE). B xpas Ha
NepUoOfa Ha JIEYEHHE B OCHOBHOTO MPOYUBaHE AHATHOCTHIHOTO 00pa3HO H3CNeABaHe, HANPABCHO HA
M3XOINHO HHUBO, € HANIPABEHO IIOBTOPHO, 8KO € GHiI0 KITHHHYHO NPHIOKHMO, JIeueHHeTo B POy 1BAHETO
e MOXeTO Ja ObJe CIPAHO B TO3M MOMEHT HJIM N0 TpeleHKa Ha M3cnepoparens Aa OBae IpOoXLDKEHO
o610 38 no 12 Mecena (ripy gena <2 rogunu ¢ LIBK-BTE — no 3 Mecewa).

ITHpBHYHMAT pe3y/TaT 38 eUKacHOCT € cuMIToMaTHieH permausypant BTE. [TBpBHYHHUAT pe3yaTar
3a 6e30nacHocT e KoMOUHaLuATa OT IroJISM KPBbBOM3IHB H KIHHWUYHO 3Ha4YMM HE-TOJAM KPBRBOH3IHB
(K3HT'K). BcHUKH pe3ynTaT 3a ehuxacHOCT M 6€30macHOCT ca MPOBEPCHH H MOTBBPACHH UEHTPATTHO
OT He3aBHCHMa KOMMCHA, 3aC/ieNeHa 3a ONMpENeNeHoTo JedeHHe. Pesyrrature 3a e(QUKacHOCT H
GesonacHocT ca nokasaxdy B Tabmuuu 11 u 12 no-gomy.

CsOuTua Ha peuuausHpall BTE ca Bp3HHKHAIK B rpynaTa Ha JICYEHHE C pupapokcaban npH 4 ot 335
MALUMEHTH M B PYNara Ha CPaBHHTENHO JieyeHHe NMpR 5 oT 165 nalHeHTH. KomOnHaiua1a OT rojiaM
kpseomzuB H K3HI'K e noxnansana nipu 10 or 329 nauueHtH (3%), IEKyBaHH C puBapokcabaH H npu
3 or 162 nauuentu (1,9%), nexyBaHH ¢ koMmaparopa. HerHa KnMHHYHA Monsa (CHMITTOMATHYCH
peunurpam; BTE miioc ch6HTHs Ha ronsM KPHBOH3IIMB) € cro0lleHa B rpynara Ha JIEYeHHe C
puBapokcafaH mpH 4 oT 335 mauMeHTH H B Ipynara Ha CPaBHATENHO JIEICHHE NPH 7 ot 165 nauneHTY.
HopmanusdpaHe Ha TpoMOOTHYHOTO 0OpeMeHSBaHE IpH TOBTOPHOTO ofpa3Ho H3CHEABaHE €
PL3HMKHANO mpH 128 oT 335 maiMeHTH Ha JicucHHe ¢ pUBapokcabaH H NpPH 43 ot 165 nauMeHTH B
rpynara Ha CPABHHTENHO JiedeHHe. Te3H HaXOnKH OOHKHOBEHO €2 nonoOHM cpell Bb3pacTOBHTE IPYIIH.
B rpynara Ha pusapokcafaH e mmano 119 (36,2%) nena ¢ HAKAaKBO KbPBCHE, BB3HHKHANO IipH
JIe9eHHeTO, & B IPYTIaTa Ha CPABHHUTETHO JieueHHe ¢ uMano 45 (27,8%) nena.

Tabanua 11; PesyaraT 38 ¢PUKACHOCT B Kpas HA OCHOBHHA HEPHON HA ACHCHHE

CubuTHe PuBapokcaban KomnapaTtop
N=335* N=165*
empuBrpat BTE (MbpBUdeH pe3ynTaT 3a eHKkacHoCT) 4 5

(1,2%, 95% CI
0,4% — 3,0%)

(3,0%, 95% CI
1,2% - 6,6%)

KoMmOuEaImsa; cuMnToMarudeH peauausupant BTE +
CHMITTOMATHYHO BJIOLIABaHe IIPH MOBTOPHOTO 00pa3Ho
3cNIeABaHe

5
(1,5%, 95% CI
0,6% — 3,4%)

6
(3,6%, 95% CI
1,6% ~ 7,6%)

Eomﬁnﬂaum: cuMITOMaTHYeH peruausupaly BTE + 21 19
CHMITTOMATHUYHO BiOWIABaHE + 63 NpoMAHa IIpH (6,3%, 95% CI (11,5%, 95% Cl
NOBTOPHOTO 00pa3HO H3C/EABaHe 4,0% — 9,2%) 7.3% — 17,4%)
HopManu3upaHe MpY NOBTOPHOTO 0OPa3HO H3C/ICABAHE 128 43
(38,2%, 95% CI (26,1%, 95% Cl

33,0% - 43,5%)

19,8% - 33,0%)




oMOHHALMS: cUMITOMaTdeH permaupupam BTE +

KpBBOHIIHB {HETHA KJTHHHIHA N0/133)

4
(1,2%, 95% CI
0,4% - 3,0%)

7
(4,2%, 95% CI
2,0% - 8,4%)

UleraneH wnu HedaeraneH Oenogpoben eMbonH3IBM

1
(0,3%, 95% CI
0,0% — 1,6%)

1
(0,6%, 95% CI
0,0% — 3.1%)

*FAS= meieH HaGop 3a anamn3 (full analysis set), BcHixH zena, KOUTO ¢a OWITH PAHAOMH3HPAHH

Ta6auug 12: PesyaraTo 3a 6e30MacHOCT B Kpast HA OCHOBHHA NEPHO/L HA JeUCHHE

(T pBHYEH pe3yiTat 3a 6e30nacHoCT)

(3,0%, 95% CI
1,6% - 5,5%)

Pusapoxcaban KomuapaTop
N=329* N=162*
KomOunaums: rojsM kpseousinus + K3HI'K 10 3

(1,9%, 95% CI
0,5% - 5,3%)

["onsM KPBBOH3IHB 0 2
(0,0%, 95% CI (1,2%, 95% CI
0,0% - 1,1%) 0,2% - 4,3%)
Hsxakpo KbpBeHe, BE3HUKHANIO NPH JIEYEHHETO 119 (36,2%) 45 (27,8%)

*SAF= Habop 3a aHanu3s Ha 6ezomacHocTTa (safety analysis set), BCHIKH Jelia, KOHTO €a 6w
PaHNOMM3MPAHH U ca NMOTy4HIH Hal-Manko 1 fo3a OT H3NHTBAHOTO JICKAPCTBO

MpodwrsT Ha ePHKACHOCT M 6€30MACHOCT Ha PHBApOkcabaH ¢ B Io/IAMa CTeNeH MoA0OCH MEXIY
neaMarpuaHara nomynauxs ¢ BTE 1 e3pacrsara nomynauns ¢ JIBT/BE, Bbripexs ToBa, NeNbT HA
YYaCTHHLIATE C HAKAKBO KbPBEHE € MO-BHCOK B eAHaTpHiHara nomynauud ¢ BTE B cpaBHeHHE ¢
ppapacTHaTa nomynams ¢ JIBT/BE.

[TaumeHTH ¢ BECOKODMCKOB TpOlHONo3uTHBEH aHTH(OCHONHITHIEH CHHADOM

B CrOHCOpHpaHO OT H3CAEXOBATENA, PAaHIOMHIHUPAHO, OTBOPEHO MHOrOLCHTPOBO MPOY'BaHE CBHC
3acIIeNeHa OLICHKA Ha KpalHUTe TOUKH, puBapokcabaH ¢ cpaBHeH C BapdapHH Py NallHeHTH ¢ aHaMHE3a
38 TpoM603a, IMArHOCTHLMPAHH ¢ aHTH(OCHONHITHACH CHHIPOM H C BUCOK PHCK OT TPOMG0EeMOOTHIHY
ChOUTHS (TONIOKHUTEIHH MPH BCHYKHTE 3 aHTHPOCOONHIMAHH TECTa: JIYNyCeH AHTHKOAryJIaHT,
aHTHKapAWONMIMHOBM AHTHTeNa M aHTHTena cpemyy Oera-2-rnukonporeus I). Ilpoyusanero e
NpeKpaTeHo MPeXAEBPEMEHHO cllel BRIIoYpaHeTo Ha 120 malieHTH nopaay TBbPAS MHOro cpOUTHA
cpe/l NaUMEHTHTE B IpynaTa Ha pusapokcaban. CpegHoTo nmpocnenssase € 569 aHH. 59 nalHeHTH Ca
PAaHZOMH3HPAHH Ha puBapokcaban 20 mg (15 mg 3a nanKeHTH ¢ KPEATHHAHOB KIHPBHC (CrCl) <50
ml/min) i 61 na Bapdapun (INR 2,0 - 3,0). TpomGoemGonuHu cHOUTHS ce MPoABABAT NpH 12 % or
NALMeHTHTe, PAHIOMH3HPAHH Ha puBapokcabaH (4 HCXeMUYHN HHCYNTa i 3 MHOKapAHy uH(apkTa). He
ca choOmaBaHM CHOMTHA NpH MAlMEHTH, paHIOMH3uUpaH¥ Ha BapdapwWH. MacHBHO KBpPBEHE CC
naGmoxasa mpu 4-Ma nauueHTH (7%) OT rpynara Ha pHBapoxca0an u npu 2-Ma naumeHTH (3%) ot

rpynara Ha BapgapuH.

TNemuarpyuvHa MOy alHA
Esponelickara areHiis IO Jekapcrsata 0CBoOOXaaBa 0T 3afbIDKCHHETO 32 NPENOCTaBAHC Ha

pe3y/ITRTHTE OT NPoyYBaHHATa ¢ puBapokcabaH BbB BCHUKH MOATPYTH Ha NEIHATPHYIHATA NOMyTalm
npy npodiIaKTHKA Ha TpoMGoeMGonuuHy cbOHTHA (BXK. TOYKa 4.2 33 HH(OPMALHA OTHOCHO ynorpeba
B NEAHATPHUATA).

52 @apMaKOKHHeTHYHH CBOHCTBA

Abcopbuns

Cnensamara HHGopMamma ¢ 6asupana Ha JaHHH, NOTYICHH IIPH BB3PaCTHH.
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Pusapokcaban ce aGcopGupa 6bp30, kaTo MaKCHMATHHTE KOHUEHTPALMH (Cinax) €€ JOCTHTAT 2-4
yaca cjej IpHeMa Ha Karncynara.

Tlepopantata aGcopOLua Ha puBapokcaGaH e NOYTH TKIKA K riepopanHaTa SuoHammaHocT ¢ BHcoka (80
- 100%) 3a mo3a oT 2,5 mg u ot 10 mg pusapokcabaH, HE3ZBHCHMO AAIIH NMPHEMBT € Ha IMAAHO WK
cnen xpanene. IlpueMsT Ha puBapokcaban ¢ xpaHa He nowinaBa AUC uiH Cmex IPH f03aT8 OT 2,5 Mg
H ot 10 mg.

Mopagu HamaneHara creneH Ha aGcopbuma e onpeneneHa nepopatHa GHOHATHIHOCT OT 66% 3a
Tabnetka 20 mg npuera Ha rnagHo. Ilpu npueM Ha Tabnerkr pusapokcaban 20 mg ¢ xpaHa ce
nabmonasar nopumieHus Ha cpesuara AUC ¢ 39% B cpaBsHeHHe ¢ MpUeM Ha TAOJICTKHTE HA IJIAJIHO,
KOETO FOBODH 32 NMOYTH ITeiHA aGcopbuva U BHCOKa nepopanHa 6noHanu4HocT. PuBapokcaban 15 mg
1 20 mg Tpa6Ba na ce npHeMa ¢ XpaHa (BX. Touxa 4.2).

DapMaKOKWHETHKATA Ha pEBapokcalaH € HOdTH JMHEHHa 1o okono 15 mg eXMH MBT Ha fAeH. Cren
MmpHeM Ha XpaHa puBapokcabGan 10 mg, 15 mg 4 20 mg TabneTku noxassa NPONOPUHOHANHOCT Ha
nosara. [Tpu 1o-BHCOKH no3w pHBapokcafaH MOKa3Ba OTpaHWYeHa OT PasTBOPHMOCTTa abcopOIms ¢
HaManeHa OHOHAMMHOCT M HaMajsABaHe Ha cTreneHTa Ha abcopOuuMATa MpH NOBHINABAHE HAa J03aTa.
dapMaKOKHHETHYHATA BapHaGWIHOCT Ha pHBapokcabaH € yMepeHa ¢ BapHpaHE MEXIy OTHCITHHTE
nauueHTd (CV%) B HHTepBana ot 30% no 40%.

A6copOiuaTa Ha puBapokcaGaH 3aBUCH OT MACTOTO Ha HErOBOTO 0CBOOOKAABAHE B CTOMAIIHO-YPEBHMAS
rpakT. Cpobiana ce 3a 29% u 56% namaneHue Ha AUC H Cmex B CpaBHEHHE C TabneTka, KOraTo
rpaHynar puBapokcabaH ce ocBo60KIaBa B IPOKCHMANTHHUTE OTAENM HA ThHKHUTE YepBa. EKCIIO3HIHMATA
ce HaMaJIABa JOITB/THUTEHO, KOraTto pusapokcafan ce ocBo6ox1asa B ANCTATHHTS OTACITH HA TBHKHUTE
qepBa WIM BB BEIXOAAMOTO Aebeno 4yepBo. [To 1a3H nprdHHa TpsAbBa Aa Ce H30ATBA NPUIOKEHHETO
Ha pHBapokcabaH JMCTANHO OT CTOMaxa, ThH KaTo TOBa MOXE Jia AOBEAE N0 HamaneHa abcopOumms u
CHOTBETHO CBHP3aHa EKCIO3KIHA HA pUBapoKcabaH.

BronanuunoctTa (AUC ¥ Camax) € Ouna cpaBHEMa NpH pHBapokcabad 20 mg MpHIOXKeH NepopaiHo
KaTo pasTpouieHa Tabnerka, pazMeceHa B A0BIKOBO MOpe, WIH CYCNEHAWpana BhB BOJA K NMPHIOKCHA
npe3 CTOMANIHA COHAA, MOCNEJABAHO OT TeYHAa XpaHa, B CpaBHEHHME ILlANATa Tabnerka. Karo ce mma
npeABuA NpeABUINMIS, IPOTIOPLMOHANECH Ha 103aTa (apMakOKHHETHYeH nmpodun Ha puBapokcabaH,
pe3yNITaTHTe 33 GHOHATHYHOCTTA OT TOBA NPOYYBAHE BEPOATHO CA MPYIOKHMH 3a NMOHIKABAHE HA
IO3HTE Ha puBapoKcadaH.

ITeouampuuna nonynayun

Jlenata ca [ONyYdiIM puBapokcaban TabneTka HJIH MEpopajiHa CYCNICH3HA MO BpeME Ha WIH
HEMOCPEACTBEHO CIS XPaHEHEe HIIH IPHeM Ha XpaHa K ¢ 00nyaiiHa nopLus TeYHOCT, 38 1a CE rapaHTHpa
HafeXIHO Ao3MpaHe npy aeua. Kakro npu Be3pacTHUTE, puBapokcaban ce abcopOupa BeaHara cien
MepOpaTHO MPHIOKEHHE NOE PopMara Ha TabNeTKa Win IpaHy/IH 32 IEPOPANHA CYCTICH3HA IIPH fenaTa.
He e HabmonaBaHa pa3iiHKa HHTO B CKOPOCTTA, HHTO B CTENCHTa Ha a6COPOLIHA MEXIY TEKapCTBCHHTE
¢dopMu TabnerTka M rpaHynu 3a nepopanHa cycrnensus. Jluncear QK naHHM Cnex HHTPABEHO3HO
ApHIOKEHHE IPH Ae1a, Taka 9e abcomoTHaTa GHOHANKIHOCT Ha pUBapoKkcabaH NTpH iena e HEN3BECTHA.
VCTaHOBEHO € HaMaldBaHe Ha OTHOCHTE HaTa GHOHAIMYHOCT NpPH NOBHINABAIA C¢¢ A03H (B mg/kg
TENIECHO TETJIO), PEeANoJaranio orpaHnueHus Ha abcopOLUUATA NPH NMO-BHCOKK NO3H, XOPH ITPH NTPHEM
3ae€HO C XpaHa.

PusapokcaGan 20 mg TabneTku Tpabsa Aa ce mpueMa IPH XPaHEeHe WIK ¢ XpaHa (BX. TouKa 4.2).

PaznpenencHye
CBBp3BaHETO ¢ IUIA3MEHHTE [POTEHHH NMPH XOpa € BHCOKO, OK0N0 92% mo 95%, karo CepyMHMAT

anGyMHH € OCHOBHATa CRBp3Bama dpakums. OGeMbT Ha pasTIpeNeNicHHE € YMEPEH C Vg, IPHOTH3HTENHO
50 autpa.

buorpanchopM ¥ eJIMMUHHDAHE

Oxkono 2/3 oT NpWIoKeHaTa 1033 puBapoKcabaH ce nojiara Ha MeTabOJIMTHO pasrpakiaHe, CIC KOeTo
MONIOBUHATA Ce e1MMUHUpa npe3 Gpbpenure, a Apyrata noaosuHa — ¢ pexanuure, OcrarpuHara 1/3 ot
NPHIOKEHATA N03a Ce M3Tb4yBa Hpe3 AMPEKTHA OBOpedHa eKCKpelusA KaTo HEIPOMEHEHO AKTHBHO
BEILIECTBO B YPHHATA, FNaBHO Ype3 aKTHBHA HBOpeyHa cexpenus.
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Pusapokcafan ce MeraGomusupa upes CYP3A4, CYP2)2 u CYP-pe3aBHCHMH MEXaHW3MH.
PasrpakJaHETO 4Ype3 OKUCIEeHUE Ha MOPGOTHHOHOBUA pajukan H XHAPOIH3ATa Ha aMUJHITE BPB3KH
ca OCHOBHUTE npouecH Ha 6uotpanchopmatua. Or in vitro H3CNEIBAHNA € H3BECTHO, 1O puBapokcabaH
e cyBcrpaTt Ha TPAHCNOPTHUTE NPOTeHHH P-gp (P-rauxonporeuH) 1 BCRP (npoTenH Ha pe3HCTEHTHOCT
HA paK Ha rbpPRATA).

HenpoMeHeHuAT puBapokcaban € Hal-BaXKHHAT KOMMOHEHT B JOBCIUKATA IUIA3Ma, Oe3 Ja MMa pyrH
OCHOBHM MM AKTHBHH LIAPKYIHpAIy MeTabonnTi. ChC CHCTEMEH KIKPBHC OKoJIo 10 I/h paBapokcaban
MOXKE 1A Ce KNAacH(HILINPa XATO BEMECTBO ¢ HHCHK KIUPBHC. (e HHTPaBEHO3HO MPIIIOXKCHHAE HA /1034
or | mg eMMMHHALHOHHMAT IONY’)KHBOT € OKOJIO 4,5 gaca. Cnen mnepopaslHO NPHIOKCHHE
e/TMMMHEPAHETO CTABA TUMHTHPAHO OT CTENEHTa Ha abcopOLMA, ENMMHHIPAHETO Ha pusapokcabaH oT
[UIa3MAaTa HACTHIIBA ¢ TEPMHHATIEH IOYKHBOT OT 5 10 9 Yaca NpH MJIaAH HHIWBHIK # OT 11 xo 13 4yaca
NMpH NALIMEHTH B CTapuecka Bp3pacT.

Heduampuuna nonynayus

JIunceaT KaHHH 3a MeraGommsma, cneunduunn 3a Aeua. Jluncear @K [aHHW CI€X NHTPABCHO3HO
NpHIOKEHHE Ha pHBapokcabas mpH peua. KIMpPBHCHT (CL), usuncneH vpe3 nomynaupoxHso PK
MOZEHpaKe MpH Jeua (BB3pacToB mnanmasod 0 mo < 13 roAMHH) Cliel MEpOpaHO NMPWIOKCHHE Ha
puBapokcabaH, 3aBHCH OT TEJIECHOTO TETJI0 H MOXe Ja 6bae omMmMcaH ¢ anoMeTpHIHa QYHKUHA, ChC
cpeaua croliroct 8 l/uac 3a mmue ¢ TenecHo tero 82,8 kg. CpeiHHTE TEOMETPHYHH CTOHHOCTH 32
MONTYXUBOTA Ha AUCNO3XLNMA (t1/2), H3UUCIEHH Ype3 NOIyNALUHOHHO @®OK mMonenupaHe, HaMalABAaT C
HAMATABAHETO HA BH3PACTTA M BAPHPAT OT 4,2 4aca Mpy IOHOUIN 1O MPHOIVMIATEIHO 3 yaca npH aeua
Ha BB3pacT 2-12 rosnHy U ce noHmxasar A0 1,9 u 1,6 yaca, ChOTBETHO NPH A€LIA HA BH3PacT 0,5-<2
TOIUHH M ro-Maiku o1 0,5 FoZIMHHA.

Cneuanay nonmyJaliHH
IHon

[lpy BH3PACTHH, HE Ca YCTAHOBEHH KIHHWYHO 3HAYMMH PpalIMKH BbB dapMaKOKMHETHKATA H
dapMaxoAHHAMMKATa MEXITY MALMEHTH OT MBXKH H XKEHCKH NOJL. EnuH eKCIUVIOpPATOpEeH AHAIIN3 HE
10Ka3Ba 3HAYVMH Pa3IMuuA B €XCIIO3MLIMATA HA PHBAPOKCabaH MEXKIY NeLa OT MBKKH H HEHCKH 1O,

ITayuenmu 6 cmapecka bv3pacm

IlauHeHTHTe B cTap4ecka Bh3pacT N0Ka3BaT NO-BUCOKH IUIA3MEHH KOHICHTPALMH B CPABHCHHE C NIO-
MJIAJHTe MAalMeHTH Che cpemuH croiHocTH Ha AUC okono 1,5 mBETH Mo-BHCOKH, OCHOBHO HOpaiH
HaManeHus (mpusHAeH) o6m 1 6r6peyeH KNUpBHC. He ce Hanara KOpeKkIAs Ha 103aTa.

Paznuunu xkame2opuu 6 3agucumocm om meziomo

IIpH BL3PACTHH, NPEKOMEPHH OTKIOHEHHUA B TEJIECHOTO TErno (< 50 kg vnan > 120 kg) nmat camo MaITKoO
BIMAHME BBPXY IUI83MEHMTE KOHUEHTpallMH Ha puBapokcabaH (mo-Manko ot 25%). He ce Hanara
KODEKI[MA Ha 103aTa.

Meoicoyemnuuecku pasiuius

IMps BB3PACTHH, HE Ca YCTAHOBEHH KIMHHYHO 3HAYMMH MEXIYCTHHICCKH PadIHind [TpH IALMEHTH OT
eBpONEeHAHaTa, appo-aMEpPHKAHCKaTa, JIATHHOAMEPHKAHCKATA, ATIOHCKATa H KHTalickara rpynd mno
OTHOIIEHNE Ha JapMaKOKHHETHKATa H hapMaKOAHHAMHKATa Ha puBapoxcabaH.

EAHH eKCIUIOPATOPeH AHANM3 He MOKa3Ba 3HAYMMH MENIySTHHYCCKH PasNuvHA B CKCNIOULUATA HA
puBapokcafaH MpH jelia OT ATOHCKATA, KHTAACKaTa H a3UaTCKaTa IpynH M3BEBR HArronna H Kurait B
cpaBHeHHe ChC CHOTBETHATA 00 neguaTpUiHa MOITy/aLHs.

UepnoOpobno yepexcoane

IMamyeHTH ¢ LEPO3a M JIeKa CTeNeH Ha YepHoApoGHO yepexuaHe (Kkiac A 1o Child Pugh) npossssar
caMO MMHHMAJHM TPOMEHH BHB (papMakokuHeTHkarta (cpeaHo 1,2 MHTH MOBHINCHHE HA AUC Ha
puBapokcabaH), KOETO € MOYTH CPABHHUMO CbC CHOTBETHATAa HM KOHTPO/HA IPyTia 3/paBH HHOWBUIH.
[Ipy maudeHTU C LIMPO3a H YMEPEHa CTCNEH Ha uepHoapobHO yBpexaane (knac B no Child Pugh),
cpennata AUC nHa puBapokcalaH e 3Ha4HTEIHO MOBHIUCHA (2,3 mBTH) B CpaBHEHHE CBHC 3APABH
nobpopomuu. AUC Ha HecBbp3aHaTa ¢pakuusa ce MOBHINABA 2,6 neTH. Ilpy Te3n nauWeHTH HMa H
HaMalleHO GBOpeYHO eMMMUHMpaHe Ha puBapoxcabaH, nogoOHO Ha ToBa MpH NMAUMEHTH C YMEPEH
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creneH Ha OnOpeuHo yepexnane. Hama naHHH OT MAUKEHTH C TEXKa CTCNCH Ha qepHOIPOOHO
yBpexKIaHe.

UnxubupaHeTo Ha aKTHBHOCTTA Ha ¢axTop Xa IpH MAUUeHTH ¢ yMEPEHO qepHOAPOOHO yBpeXaaHe €
[IOBMIIeHO 2,6 TETH B CPaBHEHHE ChC 3APaBH A0GPOBONLM; NMPOTPOMOMHOBOTO BpeMe (PT) crmo €
yoemkedo — 2,1 nema. [launentdare ¢ ymepeHa CTENCeH Ha yepHoApoOHO YBpeXIaHe ca Io-
YYBCTBHTE/IHY KBM pUBapokcabaH, Koero BOAH A0 MO-CTPBMHO PK/PD CBOTHOMIEHHE MEXAY
KOHLIEHTpauHATa ¥ npoTpoMGuHOBOTO Bpeme (PT).

PusapoxcaGad € MPOTHBOMOKA3aH [IPH MAUWCHTH C qepHogpoOHO 3abondBaHe, CBBP3aHO C
KOAryNonaTdd ¥ KJIHHHIHO 3HAYHM PHCK OT KbpBEHe, BIIOUHTETHO MALMEHTH ¢ UMPO3a C Child Pugh
B u C (BX. TouKka 4.3).

JIMMICBAT KIMHMYHH AaHHW NpY Aelia ¢ 4epHOAPOOHO yBpexnaHe.

Bvbpeuno yepeoicoare

[lpn BB3pacTHH ce HaGmonapa yBellMMEeHME HA EKCMO3MLMATA HA puBapokcabaH YCIOpPeHHO ¢
HamanasaHe Ha 6pOpeunara pyHKLMA, H3IMEPEHA Ype3 KPCATHHHHOBHA KIHPHHC. TIpy MHOWBAH C JTeKa
cTeneH (kpeaTHHMHOB KupbHC 5O - 80 ml/min), yMepeHa CTeneH (xpeaTHHHOB KIHpPBHC 30 - 49
m}/min) ¥ Texka cTeneH (KpeaTHHHHOB KIMPHHC 15 - 29 mi/min) Ha 656peuHO yBpexaaHe IIa3MEHATE
KOHIIeHTpauuH Ha pusapoxcaban (AUC) ca CBOTBETHO 1,4, 1,5 u 1,6 mbTH No-BHCOKH. CHOTBETHOTO
sacHIBaHe Ha dapMakoIHHAMUIHHTE eheKTH € no-u3paseHo. [1py HHIHBUIM C JICKa, YMEPEHA M Te3Ka
creneH Ha GpOpeyHo yBpexaaHe LANTOCTHOTO HHXHOKpaHe HA AKTHBHOCTTA Ha dakTop Xa e CHOTBETHO
1,5, 1,9 u 2,0 IBTH NMO-CHIIHO B CPaBHEHME CBHC 3ApaBH AOOPOBOJILH; nporpom6unoBoto Bpeme (PT)
CHILO € YARIDKEHO — choTBeTHO 1,3, 2,2 ¥ 2,4 mbTH. HAMa JaHHH OT NAUMEHTH C KpCATHHHHOB KIMpPBHC
<15 ml/min.

Iopaay BHCOKATa CTENCH HA CBbP3Bate C IUIa3MEHUTe MPOTEHHH HE CE 09aKBa puBapokcabaH a MOXe
na OpJie oTAeNEeH 9pes3 Ananu3a,

He ce mpenoppusa ynorpeba npH NalMEHTH ¢ KPEaTHHHHOB KIHPBHC <15 ml/min. Pusapoxcaban
Tpa6Ba a c¢ U3M0/13Ba BHUMATENHO NIPH NALHEHTH ¢ KPCATHHHHOB KITHPBHC 15 - 29 ml/min (BX. TOUKa
4.4).

JIMIICBAT KIMHMYHH OAHHH IPY Jiel2 Ha | rofuHa WiH [10-rojieMH ¢ YMEpeHa WK TeXKKa CTCTICH Ha
6:6peuno yspexzane (CKOpOCT Ha rnoMepynHa ¢wrrpamus < 50 ml/min/1,73 m?).

MAKXOKHMHETHYHY RaHHH eHTH

ITpy maupeHTH, NOMy4aBally pHBapoxcabaH 3a JIEUCHHE HA OCTPa aeiboka BeHO3Ha TpomMOo3a (IBT)
20 mg eIMH ITHT HEBHO, CPSIHATA FeOMETPHIHA KOHUEHTpams (90% nporHosex unTepsan) 2 - 4 yaca
H OKOJIO 24 daca cien mpueM Ha jfo3a (NpHOAM3MTENHO MpeACTAB/IABAM MAKCHMAIHATA U
MUMHMMATHATA KOHIEHTPALMY TIpe3 BpeMe Ha A030BHSA HHTEPBA) € CHOTBETHO 215 (22 -535)u32(6-

239) mcg/1.

Ipu neauarpruHy nauneHTy ¢ octep BTE, nomyvasamy puBapokcabaH npH 1038, KOPUrHpaHa CIpAMO
TeNeCHOTO TEerjio, Boaella A0 €KCIO3WLMA, nogodHa Ha TasW ApH BH3PACTHH MALHCHTH C BT,
foNyyaBamM AHeBHa Jo3a 20 mg emuH IOBT AHEBHO, CpEAHATA reoMeTpU4Ha CTOMHOCT Ha
xoHUeHTpamuuTe (MHTepBan 90%), NoMyYeHH NPH BPEMEBHTE MHTEPBAIH HA BICMAHE HA npobure,
NpeACTABIABAIH NMPHONU3NTENIHO MAKCHMANHWTE ¥ MHHHAMANHHTE KOHLCHTpAlMK MO BpEeME Ha
RO30BHA HHTEpBAn, ca obobmenn B Tabmuua 13.

Ta6auua 13: OGo6mena craTncTuka (cpeana reomeTpu4na crvoltnocr (90% HATEpBA/X)) HA
NA2IMEHRTe KOHUERTPAIRH HA pHEBapokcaban B CTANHORADHO CHCTONHHE (mcg/) cnopen
pe’KHMA HA NO3HpAHE H Bb3PacTTa

- | i

peMeBH
IEITEPBMH ) _ |
o.d. IN 12 - IN E -< 12 roauHN
< 18 roxHHR 1
S.4gaca (171 PR41,5 h4 F29,7
nes (105-484) 91,5-777)
HIaraHe




0-24 waca  |I51 P06 b4 L15,9 | | )
ex 5,69-66,5) 3,42-45,5)
HJlaraHe _ B _
Ad. <12 ropuaH N 2 -< 6 roaHHH N To,5-<2 rogwen| |
E"j4 yaca 6 1454 38 |171,8 2
ex 46,0-343) (70,7-438)
WiaraHe | _ _
10-16uaca [33 6,0 37 P22 3 10,7
cren 7,99-94.9) 0,25-127) (n.c.-n.c.)
HiaraHe
E.d. N [2-<6roagnHH IN paxnanero [N 0,5 -<2 rogunn| N O pPaskIaHEeTO -
1< 0,5 years
2 years 1
S3uaca 5 [164,7 ps 11,2 13 [114,3 12 [108,0
en f(103-233) 22,9-320) r22,9-346) 19,2-320)
WIaraHe . _ )
Suacacnen B [3.2 R3 |18,7 12 E1,4 11 16,1
IIpHITAraHe (18,7-99,7) (10,1-36,5) 10,5-65,6) 1,03-33,6)

0.d. = eTHMH BT AHERHO, b.i.d. =ABa NbTH AHCBHO, t.i.d. . = TpH ITBTH BAHEBHO, N.C., = HE € HITUCIICHO
(not calculated)

CrolHOCTH IOJI NOHATA IPAHHMIA HA KOJIMYECTBEHO onpeaesHe (lower limit of quantification, LLOQ)
ca 3aMecTenm ¢ 1/2 LLOQ 3a wsancnennero Ha cratnetuctikara (LLOQ = 0,5 mcg/l).

Bobika dapMakOKHHETHKA-PapMaKonyHaMuka

Bprikara ¢$apmakoKHHETHKA-(PapMakoIHHAMUKA (PK/PD) Mexay IuiasMeHaTa KOHUEHTpalHd Ha
pHBapokcabaH H HAKONIKO dapMakoIHHAMUTHH kpaitiu ToukH (MHXKHOHpaHe Ha QakTop Xa, PT, aPTT,
Heptest) e npoydeHa Ciiel NpUiaraHe Ha MIMPOK IHAnasoH OT AO3H (5 — 30 mg OBa ITETH Ha JAeH).
Bpb3kata MOXKAY KOHIUCHTpAUHMATA Ha puBapokcabal M aKTHBHOCTTE Ha (axTop Xa Hait-mobpe ce
oricBa ¢ B MOAEA. [I0 OTHOUIEHHE Ha NPOTPOMOHHOBOTO BpEMe (PT) MozersT HA JHHEHHO
pecHdaHe OMKCBA JAHHHTE OOHKHOBEHO no-gobpe. HaknoHsT Ha KpWBaTa Bapypa 3HAYHTCIHO B
3aBHCHMOCT OT PA3THIHHTE H3MON3BAHH 33 IPOTPOMOHHOBO BPEMC (PT) pearerTh. IIpH H3MOM3IBAHE HA
Heoractin PT HM3XOHATA CTOMHOCT Ha mporpoMGuuooto BpeMe (PT) e okono 13 cekyHIOH, a
HAKITOHLT 0koa0 3 mo 4 cexynaw/(100 mcg/l). PesynTaTTe OT aHAIH3A Ha PK/PD ot daza Il n 11l ca
CXOOHY C JAHHWTE, YCTAHOBCHH MPH 3ApaBH HHAWBHIH.

e M9IHA [IOIYJ
BesonacHocTTa M e(DMKACHOCTTa MpH MOKAa3aHHETO MBPBHYHA npodunaxtuka Ha BTE npH Acua H
JOHOIIM HA BB3pacT A0 18 roaguHy He ca yCTaHOBCHH.

53 IIpeaxauuu4HR JaHHM 33 6e30NMACHOCT

HexnMHM4HMTE HAHHH He ToxaspaT ocoBeH pHMCK 3a xopa Ha 0Oasara Ha KOHBCHLMOHAIHHTC
hapMaKkONOTHYHH M3NUTBaHMA 32 0e30macHOCT, NpOYHBaHWA 33 TOKCHYHOCT MNPpH €BHOKPATHO
npHIoKeHHe, HOTOTOKCHIHOCT, 'EHOTOKCHYHOCT, KAHIIEPOreHCH NOTEHIIMAT 1 IOBEHHTHA TOKCHYHOCT.
EdexTnre, HaGmonaBaHH NpH MpOYYBaHHATA 33 TOKCHIHOCT IIPH MHOTOKPATHO IIPHIIOKEHHEe, ca
CBBP3aHH OCHOBHO CBC 3aCHICHATa (apMaKOIHHAMWIHA AKTHBHOCT Ha pusapokcabaH. [Ipy wIbxose ca
HaGIONaBaHM MOBHIIEHH Ta3mMeny Huea Ha IgG 1 IgA npH HUBA Ha CKCITOIHLINAA, CHOTBETCTBAIIM HA
KARHHYHHTE.

IMpu wisxoBe He ca HabmonapaHH eQeKTH BBPXY MBKKHA HIM XCHCKHA dbeprinurer. M3nurBaHuATa
MpH KHBOTHH [I0KA3BaT PENPOAYKTHBHA TOXCHYHOCT, CBbp3aHa C hapMaKOMOTHYHMA MEXAHM3BM Ha
nelicTere Ha puBapokcabaH (Hamp. XeMOparHiHH ycnoxuenns). IIpn nnasMeHH HUBA, ChOTBETCTBAIH
Ha KIHHHYHHTE, ca HabmonasaHi eM6puo-deranHa TOKCHYHOCT (MOCTHMIUIAHTALHMOHHA 3ary0a,
3a6aBeHO/CTUMYIHpaHo oCH(PHLMpaHe, MHOXKECTBCHH fedu XenaTa HM METHA) ¥ MOBUIICHA 9eCTOTa
Ha Half-9ecTo cpelaHuTe MandopMallH, KaKTO H IJIAUECHTApHA IPOMEHH. I[Tpu npe- ¥ MOCTHA
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poOyuBaHe MPH ILTEX0BE € HabmoiaBaHA HAMANEHA BUTAJIHOCT HA MOKQJICHHCTO IIPH AO3H, TOKCUYHH
38 XHBOTHUTE-MANKH.

PuBapokcalaH € W3CAEeABaH NPH IOBCHWIHH IUTHXOBE TpH IPOABLIKHTEHOCT Ha NEHEHHETO 10 3

Mmecena, C Haaio OT MOCTHATANEH NeH 4, KOETO N0Ka3sa NOBHUIEHHE Ha NEPHEHCYIapHA XEMOparis,
KOSTO HE € 3aBHCUME OT Ao3aTa. He e HaGmoaasaso AOKa3aTeNCTBO 3a CreliuIHa TapreTHa OpraHHa

TOKCHYHOCT.

6. ©APMAIIEBTHYHH JAHHH

6.1 CunchbK HS TOMOIIAHTE BenliecTsa

CpappxaHye Ha Kancynara |
Harpues naypuncyndar
JlakTo38 MOHOXHAPAT

MEKpOKPHCTAIHA LIETYJIo3a
KpockapMernosa HaTphi
XHIPOMEN03a

Marue3ues CTeapar

CxcThB Ha Karicynara
JKenatvH
Kenesen oxcun, uepseH (E 172)

bano nevarHo MacTHIO
IHlennax

¥enesen oxcuy, uepeH (E 172)
I[Tpormnenrmuxoin (E 1520)

AMoHsK, KOHIeHTpupaH pasrsop (E 527)
6.2 HecbrpMecTHMOCTH
HenpuaoxuMo

6.3 Cpox HA FOaHOCT

2 TOAUHH
ChABPKAHMETO HA KAICYTHTE € CTAOMIHO BB BOAA WIH B 16bNKOBO HHOpE 2O 4 yaca.

64 ChnenuailnHu YCI0BHR HA ChXPAHECHHE

To3u J1eKapcTBEH MPOAYKT HE H3HCKBA CNELHATHH YCIOBHA Ha ChbXPaHCHHE.
6.5 BHA X ¢CHALPKAHHE HA ONIAKOBKATA

TeupauTe kancynu ce npemnarat 8 PVC/PVDC/amymunnesn ONMUCTEPH.
Bunogse onakonky: 14, 28, 84 u 98 TBRpAN KalCyNH.

He BCHUKHM BMIOBE OHAKOBKY MOTaT 1a ObAAT ITyCHATH Ha nasapa.
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6.6 ChenuasHE NpeANasHH MePKH NPH H3XBbPAsHE B paboTa

Hensnoa3BaHMsT IEKapCTBeH TPOAYKT HIH OTNaXbMHHTE MATEPHAH OT HET'o TpaGBa f1a ce HIXBBPILAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAaHMH.

n e H HTe

ChIBPKAHHETO HA KANCYNaTa PHBAPOKCAOaH MOXE /12 Ce CyCIICHMpa B 50 ml ropa ¥ a ce IpHIOXKaT
qpe3 HA30TACTPANHA COHAA WIH CTOMalilHa COHJA 38 XPAHCHC CNEL MOTBBPMACHHC, ye COHpara ¢
pasnonoeHa B cromMaxa. Cres ToBa CoHAaTa Tps6Ba fa ce MpoMHe ¢ BoAa. T'hit XKAaTo aGcopOumsita HA
puBapoxcabaH 3aBHCH OT MACTOTO Ha ocBOGOKIABAHE Ha AKTHBHOTO BEIECTBO, TpAOBa Aa ce u3bsArsa
NPWIOKEHHE Ha PHBApOKcabaH AMCTANHO OT CTOMAXA, ThHA KATO TOBA MOXE /d A0BEJie OO HaMaleHa
aGcopBLus ¥ BHB BPb3Ka C TOBa 0 HAMAIEHA eKCMO3ULIKMA Ha AKTHBHOTO BEIIECTHO. Crnen npanoxeHne
Ha CYCMEHAMPAHOTO CHIBPKAHNE HA KalCylara puBapokcaban 20 mg, NpueMbT Ha [03aTa B TaKbB
cxyyait Tpa6Ba BeaHara 1a Obfie MOCNEABAH OT EHTEPANTHO XPAHEHS.

7 MPHATEXKATEJ HA PASPEIHEHHETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA B.A.
ul. Pelplifiska 19,

83-200 Starogard Gdanski,
[Noniia

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. No

9. JATA HA IIBPBO PASPEIIABAHE/MOAHOBSABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Ilata Ha IT5PBO pasperiaBaHe;

10. JTATA HA AKTYAJIM3HPAHE HA TEKCTA
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