KPATKA XAPAKTEPHCTHKA HATIPOAYKTA <0 /2542 /

I.  HAME HA JEKAPCTBEHUSI [TPOXYKT € 576/ 1606 005

Pynannakc 15 mg ¢punMupanu tabieTku

Runaplax 15 mg film-coated tablets

2. KAYECTBEH 1 KOJIMUMECTBEH CbCTAB

Besika ¢punmupana Tabnetka chabpka 15 mg puBapokcabaH (rivaroxaban).
[TomMOLIHM BELIECTBA C U3BECTHO AEHUCTBHUE:

Besika punmupana Tabnetka chabpka 42,749 mg nakrosa (karo MmoHoxuzapart) v 0,114 mg cbHeer
xb1T0 FCF anmymunues nak (E110).

3a ITBJIHUS CMTUCHK HA TIOMOILLIHUTE BELLIECTBA BHXKTE TO4YKa 6.1.

. 7 JIEKAPCTBEHA ®OPMA

®unmupana TabsieTka.

CaeTJi0 OpaHXXeBa, KpbIJla, ABOHHOU3ITbKHANA puiMHpaHa TabseTka, ¢ Haanue 157 oT eaHara
CTpaHa, ¢ AMamMeTbp 6 mm.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

Bw3pacmnu

[TpodunakTHka Ha MHCYJIT U CUCTEMEH €EMOOJIM3BM NPH Bb3PACTHH MALIMEHTH C HEKJIAIHO
NpeAChPAHO MBXKIEHE C €IMH WIH MOBeYe PUCKOBH (AKTOPH KaTO KOHIe€CTHBHA Chp/Ie4YHa
HEIOCTaThYHOCT, XUTIEPTOHUS, Bb3pacT > 75 roAMHHU, 3aXapeH auadeT, npeauecTall HHCYJIT
WM TPAH3UTOPHA UCXEMHUYHA aTakKa.

JleueHue Ha nbaOOKa BeHo3HA Tpombo3a ([IBT) u 6enoapodben embonu3bM (BE) 1
npodunakTuka Ha peuuauBupaiiu JABT u BE npu Bb3pacThu (BX. TOUuka 4.4 3a
XeMOJWHAaMH4YHO HecTaOWiHM nauueHTH ¢ bE.).

Ileouampuuna nonyarayus
Pynannakc 15 mg ¢punMupanu tabsieTku

Jleuenue Ha BeHO3eH TpoMboeMbonu3zbm (BTE) u npodpunakruka Ha peunanusu Ha BTE n
fela ¥ FoHOIIM Ha Bb3pacT noa 18 rogunu u ¢ terno or 30 kg no 50 kg Hait-manko 5
cJie/l HAa4aJTHO MapeHTepalHO aHTUKOAryJIaHTHO JIEYEHHE.

4.2 J1o3HpOBKAa H HAYHH HA NMPHJIOKEHHe



Jo3upoBKa

IIpochunaxmuxa va uncyam u cucmemer eMOONUIOM NPU 6b3PACMHU
[IpenoprunTenHarta 103a € 20 mg BeAHEX AHEBHO, KOATO € CHILO NPENOPLYHTE/IHATA

MaKCHMAJ/IHa A034a.

Teparmsara ¢ pusapokcabaH Tpa6Ba Ja NPOXBL/DKH 38 ABTBI MEPHOL OT BPEME, IIPH YCIOBHE Y€
o3aTa OT NpOodPUIAKTHKATA HA HHCYJIT M CUCTEMEH eMOOM3 LM HAJIBHLLIABA PUCKA OT

KbpBeHE (BXK. TOUKa 4.4).

Axo Gbjie MPOITyCHATA A038, NAlMEHTHT TPAOBa He3abaBHO Ja MpHeMe puBapokcabaH U 1a
NPOAL/DKH Ha CIIEABAIHA ACH C NPHeMa BEHEXK JHEBHO, KAKTO € MpenopsyaHo. Jlosarta He
Tpa6pa na 6bJe yABOABAHA B PAMKHTE Ha JICHR, 33 ia C€ KOMIEHCHpa MpOITyCHaTa 103a.

Jlevenue na [IBT, aevenue na BE u npodhunaxmuxa na peyuousupawu [IBT u BE npu ev3pacmru
[IpenopranTeIHAaTA 1034 38 HAYATHOTO JedeHMe Ha ocTpd JIBT win BE ¢ 15 mg apa nbTH
JAHEBHO Npe3 IMLPBHTE TPH CEAMHLM, NOCAEABAHA OT A03a OoT 20 mg BEAHEXK JHEBHO 32
POABL/DKABANIOTO ieYeHHe | npodunakTvka Ha peupansupamu JIBT u BE.

Tpa6Ba na ce HMa MPeABHI KPATKOCPO4Ha Tepanusa (Haii-Maako 3 MeceLia) NpH NalUEHTH C

JIBT unu BE, npoBOKMpaHH OT TOJIEMH NPEXOAHH PHCKOBH (aKTOpH (T.e. CKOpOILHA rojiiMa

onepauus Wiy tpaeMa). [To-npoas/pkuTenHa TepanuaTa TPAOBa Ja ce MMa NpeABH Npy
nauenTH ¢ nposokupans JIBT win BE, HecBBp3aHH ¢ rolleMH NPEXOHH PHCKOBH (pakTopH,
nenposokupanu BT unu BE wiu aHamHesa 3a peumausupawm JIHT wim BE.

Korato e moka3zaHa No-Ipoas/DKHTE/THA MpodHIaKTHKA Ha peLiMAMBHpaILH /]

BT u BE (cnen

3aBLPIIBaHE Ha NOHE 6-MeceuHa Tepanui 3a JIBT wiu BE), npenoprunrentara no3a e 10 mg
BeAHbX AHEBHO. [IpH NalMEHTH, MPH KOUTO ¢ CMATA, Y€ PUCKBT OT permausupain BT niu
BE e BUCOK, KATO Te€3H ¢ YC/IOKHEHH CHITBTCTBAILH 3a00/IABaHHA, HIH KOHTO Ca PasBHITH
peunaupupaiiy BT win BE npu no-mpoADKHTENHa MPpoQHIAKTHKE, TPAOBa fia ce HMa
npeABHMA IPUeM Ha puBapokcaban 10 mg BeAHBIK AHEBHO WM Ha puBapokcabaH 20 mg BeqHBXK

AHEBHO.

[IpoabOKHTENHOCTTa Ha TepanuaTa TpAOBba a ce onpeJiesid M 103aTa Aa ce u3bepe
MHIAMBH/IYANHO cjie[l BHUMATE/IHA OLICHKA HA CBOTHOIIEHHETO MEXIY MON3aTa OT JIEYEHHETO H
PHCKA OT KBPBEHE (BXK. To4Ka 4.4).

[TepHon OT Bpeme Cxema Ha npunarade | OO1ua AHEBHA 1034
Jleuenue n Hen 1-21 15 mg apa mpTH 30 mg
npodUNaKTHKE HA OHEBHO
EEHMHBHPMH ABT u | Or Jen 22 HataThK 20 mg BeAHBXK AHeBHO | 20 mg
ITpo¢unakTHKa Ha Cnen 3aBLplIBaHE Ha 10 mg Beauwx aueHo | 10 mg win
peumausupaiy BT u HaH-Malko 6-MeceyHa WIH 20 mg
BE tepamug 3a /IBT win BE | 20 mg BeAHBXK JHEBHO

AKo BB (pasaTa Ha neuyeHHe ¢ 15 mg aBa ITETH AHEBHO {eH 1 - 2] )ce npormycHe equH IPHEM,

NALEEHTHT TpAOBa He3abaBHO Aa NpHeMe pHBapokcabaH, 3a ia ce OCHIypH 00O NpH
konudecTBo ot 30 mg puBapoxcaGaH 3a emuH AeH. B nonoben ciy4sail moxe na Ob




npueTu ase tabneTky ot 15 mg HaBeaAHbK. [TalMeHTST TpAOBA 42 MPOXBL/DKM PEIOBHHUA
npueM Ha 15 mg JBa IBTH AHEBHO Ha ClIeRBAILHA A€H, KAKTO € MPEnopbYaHoO.

Axo BBB (azaTa Ha leyeHHe ¢ €AMH MPHEM Ha [IEH C¢ MPOITYCHE €AHH NPHEM, NALHEHTHT
TpaGBa He3abaBHO Aa npreme puBapokcabaH v TpAOBa Ja MPOALDKM peIOBHHA NPHEM €AHH
ITLT JHEBHO Ha CIIEABALIHA JI€H, KAKTO € npenopbuaHo. He Tpabsa na ce u3nonssa asoiHa
7033 B PAMKHTE €IHH M CBILM AEH, 33 J1a c€ KOMIIEHCHPa NpOoIyCHATaTa J03a.

JTeuenue na BTE u npogunaxmuxa rna peyudusu va BTE npu oeya u ronowu
JleyenueTo ¢ puBapoKcabaH MpH A€na M IOHOIHK Ha Bb3pact noj 18 roaunu Tpabea aa 3anouxe
Hali-MaJIKO § OHHM Cle/ HA4aIHO MapeHTEPANHO AHTHKOArYJIAHTHO JICUeHHE (BXK. TOUKa J.1).

HosaTa 3a JeLa H IOHOIHK Ce H34YMCIABa Ha Oa3aTa Ha TENECHOTO TEIIO.

- TenecHo Terno ot 30 mo 50 kg: npenopbuba ce eAHOKpaTHA AHEBHA 1034 15 mg
pusapokcaban. ToBa e MakcuManHaTa IHEBHA 1034,

- TenecHo Teryo 50 kg wiu noseye: npenopbyuBa ce €HOKPaTHA AHEBHA 1033 20 mg
puBapokcabaH. ToBa e MakCUMaHaTa qHEBHA J03a.

- 3a mauMeHTH ¢ TelecHo Teriio nmo-Manko ot 30 kg Buwkte KpaTrkaTa XapakTepHCTHKA Ha
NpoAYKTa Ha puBapokcabaH rpaHy/iH 3a nepopainHa CyCIeH3uA.

Ternoro Ha nerero TpAbBa Aa ce mpocaeadBa U Jo3aTa fa ce mpepasrinexaa peaosHo. Tosa e
HeOo6XOIHMO, 34 /1a Ce rapaHTHpa, ue ce NoJTbpKa TepanepTHUHa A03a. Kopekuus Ha no3aTa
Tpa0Ba Aa ce Mpasy caMO Bb3 OCHOBA HA MMPOMEHH B TEJIECHOTO TETJIO.

JleuenueTo Tp#OBa Ja 6BAe MPOABLDKEHO 3a Hai-MaJIKO 3 MeceLa NPy JeLa H IOHOLLIH.
JleuenueTo Moxe fia 6be YABIDKEHO 10 12 Mecena, korato e KiTHHHYHO Heob6xomumo. Jluncear
AAHHH NPH Aelia B NOAKPENa Ha HaMaJIABAHE Ha J103aTa C/1e/l 6-MeceyHO JieueHue.
CHOTHOLIEHHETO NON3a-PHCK Ha MPOIBDKABAHE HA TepanusaTa ciea 3 Mecela Tpadpa na 6vae
OLIEHeHO Ha MHIMBHMIyasHa 6a3a, KATO ce HMa MpeJBUJ PHCKa OT peLAMBHpalIa TpoMGo3a
CIPAMO TIOTEHIMATHHA PUCK OT KbPBEHE.

AKo ce NpoITycHe eJMH MpUeM, MpoITycHaTaTa 103a TpibBa /1@ ce B3eMe Bb3MOXKHO Hai-CKOpo
clied Karo ce 3abesiexKd NponycKa, HO ¢aMO B ChIUA ACH. AKO TOBA HE € Bb3MOXKHO, MALHCHTBT

TpabBa 1a MpOMyCHe A103aTa K Aa MPOXBIDKH ChC ClIeABAIIATa 1033, KAKTO € NPEANUCaHO.
[TaimeHTsT HE TpAGBa Aa B3eMa JBe JI03H, 38 Ja KOMIICHCHpa MpoITyCHaTaTa A03a.

Hpemunasane om neuerue ¢ anmazonucmu Ha sumamur K (ABK) xem pusapoxcaban
e IIpodunakTvka Ha HHCYIT ¥ cucTemMHa eMOonua: ABK Tpabsa aa ce cnpar 1 aa ce
3ar04He JIEUEeHHETO ¢ pHBapokcabaH, korato MexxayHapoaHoTo HopManuanpaHo
cpoTHoleHue (International Normalised Ratio, INR) e < 3,0.

e Jleuenne Ha JIBT, BE u npoduiakTHKa Ha pELMAMBH NPH BB3PacTHH H eyeHHe Ha BTE
¥ NpOQHIAKTHKA Ha PELIHBHAM NPH NeIUaTPHYHHK nauueHTH: [Ipy naigieNT!, NCKyBaHH
3a [IBT, BE u npodunakTika Ha peunansy, neyenuero ¢ ABK tpabpa na 6bae cripaso,
a TepanuaTa c puBapoxcabaH Tpsa6sa aa zanouse, korato INR € <2.5.

ITpu naupmeHTH, npeMuHasay or ABK kbM prBapokcabah, ctoliHocTure Ha INR me 6saar
¢anuuBo NOBHMILEHH ClieA NpHeMa Ha puBapokcabaH. INR He e BanuaeH napaMeTsp 34
M3MepBaHE HA AHTHKOArYIAHTHATa AKTMBHOCT Ha pUBapoKcabaH H C1eA0BaTeHO He TpabBa

[a ce U3No3Ba (BxK. Touka 4.5).




IIpemunasare om nexenue c pusapoxcaban kom anmazonucmu na sumamun K (ABK)

HMa BepOSATHOCT aHTHKOAryauuaTa 1a Ob/le HeaqeKBaTHa B X0Ja HA MPEMHUHABAHETO OT
neyeHue ¢ puBapokcadan kbM ABK. Tpabsa na ce ocHrypu npoab/DKMTENIHA AICKBATHE
aHTUKOAT'yJlal¥f MPYU NpeMUHABaHe KbM ANTEePHATUBEH aHTHKOaryJiaHT. 1psabea 1a ce
orfenexu, ye puBapokcabaH MOXe Ja JONpHHEce 3a MOBHILCHH cToiHOCTH Ha INR. Ilpu
nalLMeHTH, IPEMHHABAILH OT Jie4eHHe ¢ puBapokcabaH kbM ABK, ABK tpabea na ce
NpUeMart napanenHo ao gocrturade Ha INR e > 2,0. Ilpes mepBuTe n8a AHM OT MPEXOAHUA
nepuon TpaGBa Aa ce npuiara craHgapraara HadanHa n03a ABK, cnen xoero nosara Ha
ABK Ttpsabsa na e cniopen pesysaratvre 3a INR. lokaTto naumeHTHTe NpHeMaT € THOBPEMEHHO
puBapokcaban u ABK, INR He TpabBa aa ce u3cnenpa no-paHo ot 24 yaca cneg
NpeaXOaHAaTa 4034, & CaMO HEeMOCPeACTBeHO MIpelH cleasaiiaTa Ao3a puBapokcaban. Cnen
KaTO ce MpeyCTAaHOBH NMpHeMa Ha puBapokcabaH, INR Moxe aa ce m3ciieaBa ¥ pesy IraTure aa
ca HaJeXKIHH MoHe 24 4aca cliell MpHeMa Ha NnocieaHara n03a (BK. To4KH 4.5 1 5.2).

Ile HYHH MaLHeHTH:

Jenara, KoUTo NMpeMUHABaT oT puBapokcaban kem ABK, Tpabea na npoawpkar na npuemMar
pusapokcadaH 3a 48 uaca cnen meppata f03a ABK. Cnen 2 nHM Ha ¢ JHOBPEMEHHO NPHIOKEHHE
TpAOBa Aa ce HanmpaBu W3CNISABAHE U Aa ce NMoyyar pesyarature 3a INR, npean cneasauara
no3a puapokcaban no cxemara. [IpenopbuBa ce €AHOBPEMEHHOTO NPHIIOKEHHE Ha
pusapokcaban u ABK na npoawnku, nokato INR e 2 2,0. Illom kaTo npHeMBT Ha
puBapokcabaH e npeycraHoBeH, INR Moske na ce u3cnensa 1 aa ce noayyar HaleXKAHH
pe3ynrary 24 yaca cyief] MpUeMa Ha nocleiHaTa 71034 (BXK. No-rope H Touka 4.5).

IIpemunaeane om neuernue c napermepariu GHMUKOAZYIARMYU KoM pusapokcaban

[Ipu BB3pACTHH H NEOHATPHYHM MALMEHTHTE, KOMTO B MOMEHTA MOTYYaBaT NapeHTEpaTHH
aHTUKOArylaHTH, [IPpeyCTAHOBABAHETO HA ITapEHTEPATHHI AHTHKOATYJIAHT H 3aM04YBAHETO Ha
puBapokcaban Tpabea na ce ocoiuecTsAaT () 10 2 yaca npean MOMEHTA 3a CEeABAILlOTO
IUTAHOBO NPWIOKEHHE Ha NMapeHTePaTHUA JIEKapCTBEH NPOAYKT (HAIP. HUICKOMOJIEKYJIEH
XeMNapHH) WIK B MOMEHTa Ha CIIMPaHE Ha NMPOAL/DKHTETHOTO NPWIOKEHHE Ha

NnapeHTEpaATHHA IEKAPCTBEH NPOXYKT (Halp. HHTPaBEeHO3eH He(paKLIHOHHPAH XeMfapHH).

IIpemunacane om nenernue ¢ pueapoxcaban KoM napesmepaniu GHMuXoazynanmu
[IpeycraroBeTe mpHeMa Ha pHBapoKcaGaH H MPpHUIOKETE ITbpPBATa 1034 OT NApeHTEpATHHA
aHTHKOAryJaHT B MOMEHTa, Korato TpsabBa a ce TIpHeMe clieBaliara 1o3a pusapokcaban.

CnelmanHy nomynauyy
bvbpeuno yspexcoane

Bu3pacTHu:

OrpaHMuyeHHTE KTHHAYHH JAHHH OT NMALMEHTH ¢ TeXKKO OB0peuHo yBpexnaHe (KpeaTHHHHOB
KKMPBHE 15 - 29 ml/min) moka3Bar, ue IiasMeHHUTe KOHLIEHTpalUy Ha puBapokcabaH ca
3HAYMTEHO NoBHIUeHH. [To Tazu npuurHa puBapokcaban TpsaOBa ga ce npusara BHEMATENHO
npH Te3u nauueHTH. He ce npenopbupa ynorpebarta rpH NalMEHTH C KPEaTHHHHOB KJIHPBHC <
15 ml/min (Bx. Touxu 4.4 1 5.2).

[Tpx nauyeHTH ¢ ymMepeHo (KpeaTHHHHOB KNHPBHE 3{ - 49 ml/min) Wi ¢ TEXKO
(KpeaTHHHHOB KIMpPBHC 15 - 29 ml/min) 616peuro yBpexxaane ca NPHIOKUMH

CJICAHUTE MPENOPbKH 3a JO3NpPaHE:
¢ 32 Npo¢WIAKTHKA HA HHCYJIT H CHCTEMEH eMOOTHIBEM MPH NaLHEHTH C HEKJIAITHO




NpeACHPAHO MBKACHE NMPENOPbYHTENIHATA 1032 € 15 mg BeAHbK AHEBHO (BX. TOYKA
5.2).

¢ 3a eyeHue Ha [IBT, neqenue Ha bBE u npogunakrika Ha peupraueupainy JIBT u BE:
nauydeHTHTe TpAdBa ga 6baaT exyBaHH ¢ 15 mg ABa NHTH AHEBHO NPE3 ITBPBHTE 3
CEMHLIM.

¢ Cnen ToBa, KOraTo NMpENnoOpbYMTENIHATA J03a € 20 mg BeAHbK JHEBHO, TpAOBA aa ¢e
obMuCTH HaMaBaHe Ha A03aTa oT 20 mg BeHBXK AHEBHO A0 |5 mg BeaHBK JHEBHO,
aKo OLICHEHMAT PUCK OT KbPBEHE 3a NALMEHTA HAIXBhPJIsA PHCKA 33 peliHAHBHpALIH
ABT u BE. IIpenopekara 2a ynorpeba Ha 15 mg ce ocHoBaBa Ha papMakKOKHHETHYHO
MOJe/IMpaHe U HE € NMpOyYBaHa MNPH TE3H KIIMHUYHH YCI0BHA (BXK. TOUKH 4.4, 5.1
5.2).

Koraro npenoprsunrensara go3a € 10 mg eauH ImbT AHEBHO, He ce Hanara T4 Aa 6bae

KOpHUIHpaHa.

He ce nanara kopurupaHe Ha [o3ata IIpH NAUKUEHTH ¢ Jeko OBOpeuHo yBpexxaaHe
(kpeaTHHHHOB KIHPBHC 50 - 80 ml/min) (k. Touka 5.2).

[TeanaTpH4Ha NOMyIaLHA:

- Jlena ¥ IOHOWIH ¢ Nieka cTeneH Ha 6p0peuHo yBpexxaaHe (CKOpPOCT Ha roMepyHa dunrpaius
50 - 80 mI/min/1,73 m?): He ce Hanara KopeKLHA Ha A03aTa, Ha 6a3aTa Ha AAHHH NPH BL3PACTHH
M OrpaHHYEHH JaHHH [PU MeANATPHYHH NaUHeHTH (BXK. Touka 5.2).

- Jlelia ¥ IOHOIIIK C yMEepeHa HITH TeXKKa cTerneH Ha Op0peuHo yBpexgiane (CKOpOCT Ha
rinoMepyrnda ¢puwrrpauns < 50 ml/min/1,73 m?): pubapokcaGaH He ce MPenOPLYBA, ThHl KATO
JIHAINCBAT KIHMHHWYHM JAHHH (BXK. To4Ka 4.4).

Heprodpobro yepesicoane

PusapokcabaH ¢ npoTUROINOKa3aH NPH NauMeHTH ¢ YepHOAPOoOHO 3a60M4BaKe, CBBP3aHO C
KOaryaonaTHa W KITMHWYHO 3HAYHM PHCK OT KbPBEeHe, BIUTIOUMTETHO HALMEHTH C LIHpPO3a C
kiac B u C no Child Pugh (Bx. Touku 4.3 u 5.2). JIunceaT KTMHHYHH JaHHH NPK geLia C
yepHOApoOHO yBpexaaHe.

Ilonynayus 6 cmapuecka ev3pacm
be3 kopexima Ha go3ara (BX. TouKka 5.2).

Tenecro mezno
be3 xopeximsa Ha A03aTa MPH Bb3PAaCTHH (BXK. TO4Ka 5.2).
[px neauaTpUyHU NaUHEHTH A03aTa ce onpenend Ha 6a3aTa Ha TEJIECHOTO TENIO.

Ilon
be3 kopekis Ha qo3ara (BXK. TOUKa 5.2).

Hayuenmu noonoxcenu Ha xapouoeep3uo
[IpueMtT Ha pHBapoKcabaH MOXe Jia 3arnoyHe WM Aa NPOAKDKH NPH NALMEeHTH, IIPH KOWTO
MOe J1a € HeOOXOIMMO KapIUOBEP3HO.

[Ipu kapanoOBep3HO HACOUBAHO OT TpaHce3odareanHa exoxapauorpadus (TEE) nmpu nauueHTH,
KOMTO HE ¢a OUnM IEKYBaHU C aHTHKOAryJIaHTH, JISHECHHETO ¢ puBapokcabaH TpabBa na
3aroYyHe Hali-Masko 4 yaca nNpeAu KapaAUOBEpP3HOTO, 3a 4 Ce rapaHTHpa ajJeKBaTHa
aHTHKoarynauus (BX. ToukH 5.1 u 5.2). [IpH BCHUKH NMaLMEHTH, NPEaH KapauoOBEP3HO TPA
Jla ¢€ MOTBHPCH MOTEbPKICHHE, Ye NMalMEHTHT € TIPHeN puBapokcabaH, KakTo € npe




ITpy B3eMaHe Ha peLICHHE 3a 3aMOMBAHE HA TEPAITHA M ONPEAE/HETO Ha
NPOAB/LKKATEHOCTTA M, TPAOBA Ja ce UMaT NpeBUA YCTAHOBCHHTE HPENOPBKH OT
PBKOBOJCTBATA 38 AHTUKOArY/IAHTHO JISUSHHE IPH NALMEHTH, MNOJ0KEHH HA KApAHOBEP3HO.

ITayuenmu ¢ HexnanHo NPeOCvPOHO MybdicOeHe, koumo nodnexcam na IIKH (nepxymanna
KOPOHAPHA UKMEPEEHYUR) C NOCMABAHE HA CMEKM

HMa orpaHHuYEH ONHT 10 OTHOILCHHWE Ha HaMaJIeHa 032 15 mg BeaAHbA AHEBHO (1M 10 mg
pHBapokcabaH BeIHBXK JHEBHO 3a NMalLMeHTH ¢ yMepeHo Texkko Op0peuHo yBpexaane
[xpeaTunnHOB KIMPBHC 30 - 49 ml/min]), B normbaHeHHe keM P2Y 12 nHxubutopa 3a 12
Mecelia MAKCUMYM, NpPH NMAalKHeHTH ¢ HEKJIATTHO NMPEeACHPAHO MBXAECHE, KOUTO C€ HYXKIAAT OT
nepopajiHa AHTHKOAryJIaHTHA Tepanks ¥ ca 61win noioxenu Ha [1IKH ¢ nocTassse Ha CTEHT
(Bx. Touku 4.4 1 5.1).

Ileduampuuna nonyaayus
BesonacHocTTa 4 epMKACHOCTTA Ha pUBapokcabaH npH Aeua Ha Bb3pact 0 no < 18 roauHu He ca

YCTAHOBEHH NPH MOKA3AHHETO NMPOoQHIAKTHKA HA HHCYJIT H CHCTEMHA eMO0JIMA MU NALHEHTH ¢
HEKJAMHO NPeachpaAHO MbxkaeHe. Jluncear qanuu. [1o Tasu npuyHHa Toi He ce mpenophrYBa 3a
ynorpe6a npu geua noA 18-roamuiHa Bu3pacT MpH APYTH NoKa3aHus ocBeH Jevenne Ha BTE u
npodunakTHKa Ha peunausd Ha BTE.

Ha4yuH Ha TpUIOKEHHE

Bwapacmnu

[lepopanHo npunoXxeHHe.

TaGnerkure TpsaOBa 1a ce MpHeMar ¢ XpaHa (Bx. To4Ka 5.2).

Pasmpowasane va mabaemxume
TTpH nalMeHTH, KOMTO He MOraT Jia IO ThILaT TabaeTkuTe ueny, TabaeTkara puBapokcaban

MO’KE /1a C€ HATPOILIH H CMeCH ¢ BOJIA WIH AOBIKOBO MIOpe HENOCPEACTBEHO NpeaH ynotpeda
H JIa € IPHIOXKH nepopaino. Clex npuiaraseTo Ha HATPOLICHH QUIMHpaHH TabNeTKH
puBapokcabaH 15 mg unu 20 mg, no3ata Tpabea na 6bae nocneasaHa He3abaBHO OT
XpaHeHe.

Harpomenara TabieTka MOXe Ja ce Npuiara ChbLIo ¥ Ype3 CTOMAUIHA COHAA (BK. TOUKa 5.2
H 6.6).

Heya u ronowu c me2no 30 kg oo 50 kg
PuBapokcabaH ¢ 3a rnepopanHo NPUWIOKEHHE.

[TaunesTsT TPAGBA Aa ObAE NOCHRETRBAH Ja NMOrTbilla TabneTkaTta ¢ TeuHOCT. Ta TpaGea
CBHIIO /1a ¢e MpHeMa ¢ XxpaHa (Bx. Touka 5.2). Tabnerkure TpaOBa na ce npueMar npe3
HTepBan npubnuanTenHo 24 yaca.

B ciryuaii ye NalMeHThT H3ILTIOE BeJHAra 103aTa WiH NOBbpHE B paMKHTe Ha 30 MHHYTH cliel
IpWIOKEHHE Ha fo3aTa, TpsAOBa Ja ce Jaje HOBa A03a. AKO obave MauHeHTHT MOBBPHE NOBEYE
or 30 MUHMYTH cle/] TpHeMa, 03aTa He TpAOBa Aa ce Npuiara OTHOBRO H CJICABAIlaTa 4032
TpsAOBa 1a ce B3eMe IO CXeMarTa.

Tabnerkara He TpAGBa aa ce pa3fens Npy ONHT Aa ce HabaBH yacT OT J03aTa B TabneTKaTa.

Pazmpowaeane na mabremxume




[Ipu naumeHTH, KOUTO HE MOraT Aa NMoreitaT Tabnerkure uenu, Tpadsa Ja ce HINon3Ba
puBapokcabaH rpaHyJiy 3a NEpPOPaTHa CYCNCH3MA.,

AKO IepopaiHaTa CyCIIEH3Hd HE € Ha pa3no/IokKeHHe BEAHAara, KOraTo ¢a M3MucaHd Ao3d 15 mg
uwiH 20 mg pusapoxcaban, T¢ morar aa OpaaT HaGaBeHH, KaTo ce pasTpoilH Tadnerka 15 mg
1y 20 mg u ce CMeCH ¢ BOAA WIH SOBJIKOBO IMOpE HEMOCPEACTBEHO Npeau ynoTpeba H ce
MPHJIOKH NIEPOPATHO.

PasTpowieHara Taberka Moxke Aa Ce Mpujiara 4pe3 Ha3oracTpaiHa WK CTOMAaIlHA COHAA 34
XpaHeHe (BX. TOUKH 3.2 1 6.6).

4.3  IIpoTHBONOKA3AHHA

CBpEBXYYBCTBUTENIHOCT KbM aKTHBRHOTO BENIECTBO MK HAKOE OT NOMOILHHUTE BEILIECTBA,
n30poeHM B TOUKA 6.].

AKTHBHO, IJIHHHYHO 3HAYHMO KbpPBCHC.

Jle3us uny crerogHMe, ako ObAe CHETEHO, Y€ NPEACTABNABRA 3HAYUM PUCK 34 IOJIAMO KbPBEHE.
Tosa MOxe ja BKJTIOYBA HACTOAINA WIH CKOPOILLUHA F4CTPOHHTECTHHAIHA A3Ba, HAUIHMIHME Ha
3JI0KA9ECTBEHH HEOIUTa3MH C BHCOK PHCK 3a KbPBEHE, CKOPOLITHO HapaHABAHE HA IVIABHUA MITH
rpbOHaYHNA MO3BK, CKOPOIIIHA ONepaluya Ha rlIaBHHA MO3BK, rpEOHaUHMA MO3BK HIIM OUMTE,
CKOpOILIHE BbTPEYEPEeNHa XeMOoparui, H3BeCTHH WIH CyCleKTHH e30(areaiHi BapHLIH,
apTepoBEHO3HH MallpopMalHH, ChbAOBH AHEBPHIMH WIH IO/IEMH MHTPACIIHHANHH WIH
MHTpaLepeOpalHu CbIOBH aHOMAITUHM.

EnHOBpEeMEHHOTO leueHHe C APYIrd AaHTHKOArYJIAHTH, HAMND. HEQPAKLIMOHHUPAH XEMapHH
(H®X), HUICKOMONEKY/IHH XenapuHH (€HOKCaNnapuH, AaJITenapuH U Ap.), IPOU3BOAHH Ha
xenaprHa (poHIanapHHYKC U Ap.), NEPOPATHH AHTHKOAryJIaHTH (BapdapuH, gaburarpaH
€TEeKCHJIAT, anMkcabaH u ap.), OCBeH NpH crnelHPHIHH 0OCTOATENCTRA 38 CMAHA HA JICYEHHETO
¢ aHTUKOArynast (Bx. Touka 4.2) unm xorato HPX ce npunara B 1034, HeOOX0AUMH 3a
NOAABPIKAHETO HAa OTBOPEH LIEHTPAICH BEHO3EH WIH apTEpUAICH KaTeThp (BX. ToUKa 4.5).

YepHoapobHo 3ab01s1BaHe, CBbP3aHO ¢ KOAryJIONaTHa ¥ KIIHHMYHO 3HAYHM PHCK OT KbPBEHE,
BK/ROYHTE/THO NauMeHTH ¢ umpo3a ¢ kiac B s C no Child Pugh (Bx. Touka 5.2).

bpemeHHOCT U KbpMeEHe (BX. TOUKa 4.6).
44 CnennaaHA NpeAynpexKIeRAa H NPeANA3HH MEPKH NpH ynorpeba

I'Ipenop'htlaa C€ KJIMHHYHO NNPOCACAABAHC, CHOTBETCTBALLIC HA NMPOBCXKAAHATA AHTHKOAr'YJIauusa
B XO/la Ha LHC/THA NEPHOA HA NCUCHHE.

PHCK OT XeMoparus

KakTo u ¢ apyru aHTUKOAry/aHTH, MALMEHTUTE, KOUTO ITpueMat puBapokcabaH, Tpabea ga ce
HaOnogaBaT BHUMATESIHO 3a MpU3HaALM Ha KbpBeHe. [IpenopbuBa ce ynorpebara ¢ nmoBHiieHo
BHHMAaHHe MPH CECTOSHHKA C MOBUILUEH PHCK 3a XeMoparus. [IpunoxxkeHrHero Ha puBapokcabaH
TpabBa Aa ce MpeycTaHOBU NPU MOABA Ha TEXKKa XxeMoparus (Bywk Touka 4.9),

B xnuHuyHUTE NPpoOvyYBaAHUA JIMTABUYHO KbPBCHC ('r.e. OT HOCA, BCHUHMTE, CTOMAILLIHO-YPEBHHA
TPaKT, MHKOYHO-ITIOJIOBKA TPAKT BKIMIOYHUTCIIHO HGHOPMHO BAIHHATHO WIHK YBCIIHMECHO




MEHCTPYaJIHO KbPBEHE) U aHEeMHs ce HaOII01aBaT No-4eCTO MPH OBJITOCPOYHO JICYEHHE C
puBapokcabaHn B cpasHeHHe ¢ neueHHe ¢ ABK. Ilo Ta3su npyu4HHa, B JOITBTHEHHE KbM
aJIEKBATHOTO KJIMHUYHO MPOCeaAsBaHe, 1ad0OpaToOpHO U3c/iejBaHe HA XeMOorinobuHa/
XeMaTOKpHTa OH Morio aa Obje OT MoJi3a 3a OTKPHBAHE Ha OKYJITHO KbPBEHE M 3a
onpeAcnaHe Ha KIMHUYHATA 3HAYHMOCT Ha ABHO KbPBCHE, IO NMPELICHKA COope Coyyas.

Hakonko nogrpynu naudeHTH, ONMHCAHH NOAPOOHO MO-A0MY, €a ¢ ITOBHILEH PHCK OT
KkbpBeHe. Te3u nanueHTH creapa aa Ob0aT BHUMATENHO MPOCICACHH 3a O€1e3H ¥ CHMITTOMH
HA CBBP3aHH C KbPBEHE YCIIOKHEHHS M aHEMHA CJIel HaYalOTO Ha NTEYEHHETO (BXK. TOYKA
4.8).

[Ipu BcAKO HEM3ACHEHO MOHIKABAHE HAa XEMOrNIOOMHa WM KPBBHOTO HaLAraHe Tpabea 1a ce
THPCH H3TOYHHUK HA KEPBEHE.

Bbpeky 4e ieyeHHeTo ¢ puBapokcabaH He H3IUCKBA PYTHHHO NpOCneasBaHe Ha
€KCMO3HLMATA, HUBATa Ha pUBapoKcabaH, U3MEPEHH ¢ KaMHOPUPaH TECT 3a KOJTHYECTBEHO
onpeaensHe Ha aHTU(gakTOp Xa MOrar aa ObJaT noNe3HK B HIBLHPEHH CHTYALHH,
KOraTO JaHHHUTE 3a €KCMIO3ULMATA Ha pHBapokcabaH Moxe a TOMOTHE 3a B3eMaHe Ha
HHGOPMUPAHH KITHHHYHH PELICHHA, HATIP. MPEAO3MPAHE M CIICILIHA XHPYPrHa (BXK. TOYKH
5.1u5.2).

ITeouampuyna nonyarayun

MmMa orpaHH4eHH JaHHH TIPH J€la ¢ MO3bYHa BEHO3HA U CHHYCOBa TpoM003a, KOMTO HMAT
undeximg Ha ITHC (px. Touka 5.1). PHcKET OT kbpBeHe TpsaOBa na Ob/ie BHUMATEHO OLICHEH
NpeXH H N0 BpeMe Ha TepanuaTa ¢ puBapoxcabaH.

brOpeyHO yBpekaaHe
[Tpu BB3pacTHH MalMeHTH ¢ TeXKO OBb0peuHo yBpexaaHe (KpeaTHHHHOB KIMPBHC < 30

ml/min) e BL3IMOXKHO IUIa3MEeHHTE HHBA Ha puBapokcabaH Aa 6baaT 3HAYMTETHO MOBHILIEHH
(cpeaHo 1,6 meTH), KOETO MOXKE Jia A0BE/IS AC MOBHIIEH PUCK OT KBPBEHE.

Pusapokcaban Tpsabpa na ce npwiara BHUMATEIHO NMPH MaLHEHTH ¢ KPEeaTHHHHOB

KIupBHC 15 - 29 ml/min. He ce npenoprura ynorpebara npyu nauqueHTH ¢ KpeaTUHHHOB
KITHpBHC < 15 ml/min (Bx. Touku 4.2 1 5.2).

PuBapokcabaH Tpa0Ba 1a ce npuiara BHHMaTEJIHO NPH NALMEHTH ¢ 60peuHo yBpexaaHe,
NoJTyyaBalliH €JHOBPEMEHHO APYTH JICKAPCTBA, KOMTO MOBHILABAT IUTA3MEHHTE
KOHIIEHTpaLuKM Ha puBapokcabaH (Bx. Touka 4.5).

PuBapokcabaH He ce MpenopbuBa IPH Jelid H FOHOIIH ¢ YMEPEHA HIIH TEXKKa CTeNeH Ha
6B6peuno yBpexaane (CkopocT Ha rnoMepynHa ¢pwrrpauus < 50 ml/min/1,73 m2), Teit kaTo
JTHICBAT KIIHHHYHH JaHHHU.

BzaumopeicTBre ¢ ApYry JeKapcTBEHH TPOAYKTH

He ce npenoprbusa ynorpebata Ha puBapokcabaH NpH NaUMEeHTH, KOHTO MOTy4aBaT
eAHOBPEMEHHO CHCTEMHO JIeYeHuUe ¢ a30J10BH aHTHMHUKOTHLH (KaTO KETOKOHA30J1,
MTPAKOHA30JI, BOPHKOHA30M U nocakoHazon) wiu HIV-nporeaznn maxuburopu (Hanp.
pHTOHaBHp). Te3n aKTHBHH BelllecTBa ca MOLHHM HHXHOUTOpH HAa CYP3A4 m Ha P-gp u no
Ta3y NPUYHHA MOTAT [Ja MOBMILIAT IU1a3MEHATa KOHLIEHTpaLHi Ha puBapokcabaH 1o
KJIHHWUYHO 3Ha4YMMO HUBO (CpeHO 2,6 ITETH), KOECTO MOXKE Ja AOBEAE A0 MOBHILEH PHCK OT
KbpBEHE. JIMNCBAT KIMHUYHU NaHHH NIPH J€1a, NOTy4YaBallld CbITETCTRALIO CHCTEMHO
NeYeHHe ChC CIIHKM HHXMOUTOPH, KakTo Ha CYP 3A4, Taka 1 Ha P-gp (BxK. TO4Ka 4.3).




Heo6xonumo € BHUMaHHE NPH NAIHEeHTH, KOHTO €THOBPEMEHHO Ca Ha JIEYEHHE C
NEKAPCTBEHM NMPOIYKTH, KOKHTO MOBJIUABAT XEMOCTA3aTa, KATO HECTEPOUIHH
nporvBosb3nankresny cpeacrea (HCIIBC), aueTicanHIioBa KHCEWHA M HHXMOMTOPH Ha
TpoMBOLMTHATA arperaums WiH ceJeKTHBHH MHXHOHTOpH Ha 00paTHOTO 3aXBalllaHe Ha
ceporonmHa (SSRI) u uHXHOGHTOPH Ha O6PATHOTO 3aXBAllIAHE HA CEPOTOHMHA H
nopenuHedpruHa (SNRI). [Tpu naieHTHTE ¢ PHCK 34 YJLEPO3HO CTOMALIHO-YPEBHO
3a60NABAHE MOXKE A3 Ce TMTOMHCITH 3a MOAXOAALIO NMpodUNaKTHYHO NedeHHe (BX. To4ka 4.5).

gw!:ﬂ PHCKOBH @&KI‘OQH 334 KBEPBCHC

KakTo 1 ¢ Apyry aHTHTPOMGOTHYHH CpeCTBa, pHBapokcabaH He ce npenopbiBa MpH
MAILMEHTH C NOBHILICH PUCK OT KbPBEHE, KATO!

. BpOACHH WM MPHAOOHTH HAPYIIEHHA B KPLBOCHCHPBAHETO
. HEKOHTPONHPAHA TEKKA apTepHATHA XUIIEPTOHHUS
e APYro CTOMALIHO-UpeBHO 3a0onaBane 6€3 akTHBHO pa3sf3BsBaHe, KOETO

MOTEHLMANHO MOXE ia NOBEJE O YCIIOKHEHUA C KbpBEHE (Hanp. Bh3NaTHTEHO
3a60NABaHe Ha YepBara, €30()aruT, raCTPUT W racTpo-e3odareanta pedykcHa

Gonecr)
. CBZI0BA PCTHHOMATHA
. GpOHXHEKTA3MM WY aHAMHE3a 3a KbpBeHe B Hemmsa apob

[TaumpeHTH ¢ pakoBo 3ab0/ABaHe
[TaiMeHTHTE ChC JTOKAYECTBEHO 3a00/aBpaHe MOXKE €JHOBPEMEHHO J1a Ca HAIOXKEHH H Ha Io-

BHCOK PHCK OT KbpBeHe M TpoMbo3a. UHIMBHIyaHaTa NON3a OT AHTHTPOMOOTHYHOTO NIEYeHHE
Tpa6Ba 1a ce MpeLeHk CIPAMO PHCKA OT KbPBEHES NPH NMALMEHTH C aKTHBHO pakoBo 3abonsBaHe
B 3aBUCHMOCT OT JIOKAI[HATA Ha TYMOPAa, AHTHHEOIUTACTHYHATA TepPalHd K CTaaus Ha
3abonasaHero. TyMOpHUTe, Pa3NoNOXEeHH B CTOMAIHO-YPEBHHSA WIH MHKOYHO-TIOJIOBHA TPAKT,
ca CEBbP3aHH C MOBHILIEH PHCK OT KbpBeHe 10 BpeMe Ha TepanuaTa ¢ pupapokcaban.

[pu naLKeHTH CBE AMOKAYECTBEHH HOBOOOpasyBaHHs C BHCOK PHCK OT KbPBEHE, ynoTpebaTa Ha
pHBapoKcabaH ¢ MpoTHBONOKa3aHa (BX. Touka 4.3).

[TaluyeHTH ¢ KIAMTHU IPOTE3H

Pusapokcaban He TpaOBa Ja ¢e U3MoN3Ba 3a TPOMOONPOGHIAKTHKA MPH NALHEHTH, KOHTO
HACKOpO Ca MPEMMHAIIM TPAHCKATEThpHa CMAHA Ha aopTHarta Knana (TAVR). beaonacHocTTa
v eMKACHOCTTa HA puBapoKcabaH He ca MpOoyYCHH TPH NALMEHTH ChC CHPACHHO KIIAMHO
nportezupane. ClielOBATEIHO HAMA JaHHH B MOJKPENa Ha CXBAIIAHETO, e puBapokcadaH
OCHI'ypABa aA€KBATHA AHTHKOATYJIaLMs B Ta3H TOMyJIAlMs MAUHEeHTH. JIeyeHrneTo ¢
puBapokcabaH He ce TIpenopbYBa MPH TE3M NAlHEHTH.

[JaimeHTH ¢ aHTH(POCHONHITHACH C oM

JlupexTHo AciicTamum nepopaniy anTuxoarynaHTH (DOACSs), BRTIOYMTENHO pUBapoKcadaH, He
ce MpenopbLUBaT MPH NALHEHTH ¢ aHaMHesa 3a TpoMb03a, KOMTO ¢a JHArHOCTHLIMPAHH C
aHTHOChOMIAACH CHHApoM. [To-crielManHo NpH TPOHHONO3IWTHRHM MALMEHTH (3a JIYITyCeH
aHTHKOAryJIaHT, AHTUKAPIHOMIIMHOBH aHTHTENa H aHTHTeNna cpeiyy 6era-2-rIMKonpoTenH 1),
negennero ¢ DOACs Moxe na Obae CBBp3aHO ¢ MOBHILIEHA YSCTOTa Ha NOBTapAllH ce
TpoMOOTHYHH CHOUTHA B CpABHEHHE C TEPAITHATA C AHTATOHHCT Ha BUTaMKH K.

TlareHTH ¢ HEKNAMHO NPEACHPAHO MBXACHE, KOWTO MONNEXKAT Ha JTKH ¢ nocTaBgHe HA CTEHT
Hanuyeu ¢a KIMHAYHHM JaHHH, [TOJIYYeHH OT MHHTEPBEHLIHOHAIHO NPOYUYBaHEe, ¢ OCHOBHA 1
n3cneABaHe Ha 6e301MacHOCTTa NPH MalMEHTH ¢ HEKMATHO MPEACHEPAHO MBbKICHE, KOHTO Ca




oumn nomnoxkenu Ha [TKHU ¢ nocraBsHe Ha cTeHT. JlaHHUTE 3a €()UMKACHOCTTA MPH Ta3H
[MoryaauMa ca orpaHu4eHH (Bx. Toukd 4.2 1 5.1). JIunceat 1aHHM 3a TAKUBA MALIEHTH C
aHaMHe3a 3a uHcyaT/[TUII.

XeMoauHAMUYHO HecTabuIHM nauueHTH ¢ BE win nauyuMeHTH, KOUMTO c€ HYXAasAT OT
TpomOonu3a uim 6estoapobHa emOoIeKTOMUSA

PuBapokcabaH He ce npenopbuBa KaTo ajTepHATHBA Ha He(PPaKLIMOHHPAHHUSA XEMapUH NpH
nauueHTH ¢ 6enoapobeH eMO0TU3BM, KOUTO ca XeMOJMHAMHUYHO HECTAOWIHHM MITH HA KOUTO
MOJKE JIa Ce HarpaBu TpoMOoau3a uau 6enoapoOHa eMOOIEKTOMHUSA, Thil KaTO O€30MacHOCTTa
¥ e()UKaCHOCTTa Ha pUBapoKcabaH He ca YCTAaHOBEHH IPU T€3H KJIMHUYHHU CHTYALIUH.

CnuHanHa/enuaypajiHa aHeCTe3Us WIM Iy HKLUS

KoraTo ce u3nosi3Ba HeBpoaKCHAlIHAa aHeCTe3us (CMMHAIHA/eNUAypajiHa aHeCTe31a) Uil
CNHHaAJIHA/enuAypaiHa IMyHKUUs, TaLUEHTUTE, TPETUPAHH C aHTUTPOMOOTHYHHM CpelICTBa 3a
MpeBeHLMA Ha TPOMOOEMOOIMYHM YCII0XKHEHHS, Ca MOIOKEHH Ha PUCK OT M0sABa Ha
ENMUIypaJieH WK CIIMHAJIEH XEMAaTOM, KOWTO MOXKe J1a IOBE/E 0 AbJIrOCpoYHa WIH TpaHHa
napanusza. To3u pUCK MOJKe Ja ce MOBHILH OT MOCTONepaTUBHATa yNoTpeda Ha BbBEXK Al
enuaypaieH KaTeTbp WK €IHOBpEMEHHATa ynorpeda Ha JIEKapCTBEHH MPOIYKTH,
MOBJIMSABAILM XeMOcTa3aTa. PUCKBT MOXKe /1a ce MOBMILM CHILO TaKa U OT TPaBMaTH4YHa UJIHA
MHOT'OKpaTHa eMUIypajiHa WK CIIMHAIHA MyHKUMA. PUCKBT MOXKE J1a C€ MOBHILH CBIIO TaKa
M OT TpaBMaTH4YHA WJIK MHOTOKpaTHa eNnuypajiHa UK ClTIMHAJIHA myHKUus. [laiuenture
TpsaOBa yecTo Aa ObaaT npocneasBaHM 3a NMPU3HALM U CUMIITOMHM Ha HEBPOJIOTHYHO
yBpexaaHe (Hanp. u3TpblBaHe WM cnabocT B KpakaTa, IMCKOMOPT B uepBaTa W
MUKOYHHUA MeXyp). AKO Obie KOHCTaTUPaH HEBPOJIOrHYEH AeGULIMT, ca HEOOXOAUMH CIIELIHO
JIMarHOCTHLIMpaHe U NedyeHue. [Ipean HeBpoakcHaiHa HHTEPBEHLIMA, JIeKapAT TpsaOBa aa
MpPeLEHH CbOTHOLLIEHHETO MEXAY MOTEHLHAIHATA 10J13a MU PUCKA MPH NaLMEHTH Ha
aHTUKOAryJIaHTHAa Tepanus Wik NaLUeHTH, KOMTO e 0baaT NOAI0XKEHH Ha AHTHKOAIy/IAHTHA
Tepanus, 3a Tpombonpodunakrtuka. HaMa kinHuyeH onut ¢ ynotpebara Ha 15 mg/20 mg
puBapokcabaH B T€3U CUTYaLIHH.

3a HaMaJIABaHEe Ha MOTEHLIMAJIHUA PUCK OT KbPBEHE, CBbP3aHO C €JHOBPEMEHHOTO IpHIaraHe
Ha puBapokcabaH M HeBpOaKCHa/IHa (enuaypajiHa/CIMHAIHA) aHECTEe3Us WM CIIMHAJIHA
MyHKLMS, TpAOBa 1a ce uMa npeaBu papmMakoOKMHETUYHHUA NMPodU Ha puBapokcabdaH.
[TocTaBSsHETO WIH NMPeMaxBaHETO Ha EMUAYPAJIeH KaTeThbp WM JyMOaHa ITyHKLMA Ce
M3BBPIIBA Hal-100pe, KoraTo aHTUKOaryJJaHTHUs eekt Ha puBapokcabaH ce OLleHsIBa KaTo
HUCBHK. BbIIpekH TOBa, TOYHOTO BPEME 3a MOCTUIaHEHE Ha JOCTaTbYHO HUCHK
aHTHKOAryJjaHTeH e(eKT 3a BCeKH MaLMEeHT He € U3BECTHO U TpsAOBa J1a Ob/1e NMPELIEHEHO
CIpAMO CMELIHOCTTa Ha JIHarHOCTUYHATa Ipoueaypa..

3a OTCTpaHABAHETO HA €MUAYPATHHUS KATEThP U Bb3 OCHOBA Ha 001IMTE (papMaKOKHHETHYHH
XapaKTepUCTHKH, MOHE 2X MOJYKHUBOTA, T.€. Hail-Mako 18 yaca rnpu Mjaau Bb3pacTHH
MalMeHTH WK 26 yaca npy NaluMeHTH B CTapyecka Bb3pacT, TpsAOBa /1a ca MUHAJIH Clie]]
MOCJIEJHOTO NPUJIOXKEHHUE Ha puBapokcabaH (Bxk. Touka 5.2). Cnen oTcTpaHsABaHETO Ha
KaTeThpa, TPAOBA Ja H3MMHAT Hal-MaJIKo 6 yaca npeay NMPUIOKEHHUE Ha clie/iBallaTa J103a
puBapokcabaH.

[Ipu nosBa Ha TpaBMaTH4HA IMyHKLHSA, PUIOKEHHUETO HAa puBapokcabaH TpsadBa aa Obae
OTJIOXKEHO ¢ 24 yaca. JIunceaT JaHHW OTHOCHO MOAXOAAIIOTO BpeMe 3a MOCTaBIHE WU
OTCTpPaHsABaHE Ha HEBPOAKCHAJIEH KaTeTbp IPH Jela, J0KaTO ca Ha JIeYeHHE ¢ puBapokcadaH.
B TakuBa cityyau, npeycTaHOBeTe NMPHJIOKEHHETO Ha puBapokcabaH U oOmuciere
MPUIOKEHHE Ha KpaTKOAEHCTBall NapeHTepaieH aHTUKOAaryJiaHT.




IpenopbKH 3a AO3UPAHETO NPEAY U ClIE] HHBA3HBHY NPOLUEIYPH WIH XHPYPrHYHH

HHTEPBEHIIHH
AKO ce Hanara npoBeKJaHe Ha HHBa3MBHA NPOLECAYPa WIH XHPYPrH4Ha HHTCPBEHLIUA,

pusapokcabaH 15 mg Tpa6sa fna 6be crpsAH o BB3MOKHOCT NOHE 24 Yaca npeau
MHTEpBEHLIMATA U B3 OCHOBA Ha KJIMHHYHATA NpeLieHKa Ha JIeKyBalllus J1eKap.

Ako npoueaypara He Moxe Aa 6bae oTIokeHa, TpAOBa Aa C€ NPCLECHH MOBHIUCHHAT PUCK
OT KbPBEHE CHPAMO CNELIHOCTTAa Ha HHTEPBEHLIMATA.

[IpuemsT Ha puBapokcaban TpaOBa aa ce Bb30OHOBH BBL3MOXKHO Hal-CKOpPO cien
MHBa3MBHATA NPOLECAYpa HIH XUPYPrUiHaTa UHTEPBCHIHS, aKO KMTHHHYHATA CUTYALlHA
MO3BOJIABA M € TIOCTUTHATA AXCKBATHA XEMOCTa3a, KAKTO € ONpeAesIeHO OT JCKYyBallluA JeKap
(BXK. TO4Ka 5.2).

[Torrynatidg B cTapuecka BE3PacT
C yBeIM4aBaHEeTO Ha BB3pacTra MOXKE Ja C€ YBEJIHYHM PHCKBT OT XeMOparug (BxK. To4ka 3.2).

JlepMAaTOJIOrHMHH PeaKLIiH
[To BpeMe Ha MOCTMAPKETUHrOBO HAOMIOAEHHE BLB Bph3Ka ¢ ynorpedara Ha puBapokcabaH ce

cb0OMIaBa 3a CEPHO3HM KOKHH PEaKkUHH, BKIIIOYHTETHO CHHAPOM Ha Stevens-Johnson/TokcHyHa
enuaepManHa Hekponausza H DRESS cunapom (Bx. Touka 4.8). Uarnexna, ye nmauueHTHTE Ca
H3/I03KEHH Ha Hali-ro/IAM PHCK OT T€3H peakilHH B HAUaJIOTO Ha TEpPaIHATa: B IOBEYETC CITy4aH
HA4aI0TO Ha PeaklLWATA Ce MPOABABA MIPe3 MbPBUTE CEAMHULIM OT feueHHeTo. PHBapokcabaH
TpAOBa na ce NpeycTaHOBH MPH ITBPBRA NMOABA HA TEXBK KOXKeH OOpHB (Hanp. pasnpocTpaHABalLl
ce, HHTEH3HBEH H/WIH CBBP3aH ¢ 00pasyBaHe Ha MEXYPH) HJIH IPYT IIPU3HAK HA
CBPBXYYBCTBHTENIHOCT, CBBP3aH C JIE3HH HA JIMFABHILIATA.

Hudopmaums 3a nOMOLHUTE BEIIECTBA

PyHannakc cbabp:xka nakrosa. [TauueHTH ¢ peaKy HacaeACTBEHH MpobieMH Ha
rajJakTO3Ha HEIIOHOCHMOCT, 001 JIaKTa3¢eH AePULIUT WITH FMIOK030-TajlakTo3Ha

Manabcopbimia He TpAOBa 1a NMPHEMAT TO3H JIEKAPCTBEH NPOMYKT.

PyHannakc ¢pabpxka cbHeeT XbiTo FCF amymunues nax (E110). Tora noMolHo BelecTBo
MOJKE /1a MPCAK3BHKA AJICPTHUHH PEAKLIHH.

PyHannakc cbsabpka no-Manko ot 1| mmol Harpuii (23 mg) 8 eaHa prnMupaHa Tabnerka, KoeTo
03HA4apa, Y€ No ChIIECTBO HE ChAbPiKa HATPHUIA.

4.5 BsanmoaelicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H ApYrH GpopMH Ha
B3aEMoelicTBHE

O6xBaThHT Ha B3aHMOACHCTBUSTA NPU NMEAHATPUHHATA NOMYAALMI HE € U3BCCTEH,
JomynocoueHUTE ZaHHH 33 B3aUMOACHCTBHATA, NOJYYCHH NPHU Bb3PACTHH, U
npemaynpexaeHuaTa B Touka 4.4 Tpabea aa ce UMaT NpeaBU IIpH [eAHaTpUYHATa
MOIMyJIaLHA.

HWuxuburopu Ha CYP3A4 u P-gp
EnroBpeMeHHOTO NPHIOKEHHE Ha puBapokcabaH M keTokoHa30/ (400 mg BeAHBXK AHEBHO)

uny putoHaBup (600 mg nBa TETH AHEBHO) BOAM A0 2,6 MbTH / 2,5 METH NO-BUCOKA CpeHa
AUC na puBapokcaban u 1,7 reTH / 1,6 mbTH no-Bucoka cpeiHa Cmax Ha pHBapokcabaH




3HAYMTEJIHO MOBHIIaBaHe Ha dapMaKkogHHAMHYHHUTE e(PeKTH, KOeTO MOXE Ja A0Beae 10
NMOBMILIEH PUCK OT KbpBeHe. [1o Tasu npH4IMHA HE ce rpenophyBa ynorpebara Ha
pHBapoKcabaH MPH NalMEHTH, KOMTO MOJYyYaBAT ¢THOBPEMEHHO CHCTEMHO JICYSHHE C
a30JI0BH aHTHMHKOTHLIM KaTO KETOKOHA30/1, HTPAKOHA30J1, BOPHKOHA30J1 H MOCAKOHA30/T WIH

¢ HIV-tiporeastn mHxuburopu. Te3n akTHBHM BELECTBA Ca MOLHH HHXUOHMTOPH Ha
CYP3A4 u P-gp (Bx. Touka 4.4).

Ouakpa ce aKTHBHH BEILIECTBA, KOKTO CHTHO HHXMOUpAT caMO €{MH OT IThTHILATA Ha
enMMHHHpaHe Ha puBapokcaban (CYP3A4 win P-gp) na nosuilaT B [MO-MaJIKa CTENEH
IJ1a3MEHUTEe KOHUEHTpaLUHH Ha pHBapokcabaH. Hanpumep, knapurpomMuiH (500 mg asa
NBETH JHEBHO), KOMTO ce npremMa 3a chieH nHxuburop Ha CYP3 A4 u ymepeH HHXHOHTOp Ha
P-gp, Boau 10 nopuniapaHe Ha cpegHata AUC Ha puBapokcabaH ¢ 1,5 mpTH U Ha Coax — € 1,4
nbTH. B3auMozeficTBHETO ¢ KIApHTPOMULIMH HAH-BEPOATHO HE € KIHHHYHO 3HAYUMO IPH
NOBEYETO NMALMEHTH, HO MOXeE Ja OblIe NOTEHLIMATHO 3HAYHMO NMPH BUCOKO-PHCKOBH
nauueHTd. (3a mauueHTH ¢ 6L0peuHO yBpeXkaAaHe: BXK. TouKa 4.4).

Epurpomuiiud (500 mg TpH mbTH AHEBHO), KOMTO HHXHOHpa ymMepero CYP3A4 u P-gp, Boau
no 1,3 meTr nosHieHHe Ha cpeaHata AUC n Cmax Ha puBapokcaban. BzaumoneicTauero ¢
EPUTPOMULIKH HAK-BEPOATHO HE € KIMHHYHO 3HAYMMO MpH MOBEYETO MALUEHTH, HO MOXE Ja
ObAe NOTEHLMANHO 3HAYMMO NP BUCOKO-PHCKOBH naiumeHTH. [Ipu nuua ¢ nexo 6p6peuHo
yBRpexaane epuTpoMHULHH (500 mg Tpu mbTH AHEBHO) BOAM 10 1,8-KpaTHO NMoBHILIABaHE Ha
cpenHata AUC 3a puBapokcadbaH H 1,6 nsTH noBHIUeHHE HA Cmax B CpaBHEHHE C HHAMBHIH
¢ HopMaHa 6p6peuHa $pyHkums. [1pu mHua ¢ ymepeHo 6b0peuHo yBpexxaaHe epHTPOMHLIMH €
nosen ao 2,0 meTH nouiueRue Ha cpeaHata AUC Ha pusapoxcabaH ¥ 1,6 mbTH NOBUILIEHHE
Ha Cmax B cpaBHeHHUE ¢ HHIUBHAM ¢ HOpManHa OuOpeuHa ¢yHkuuA. EQeKkTsT Ha
EpPHTPOMMIIHH € aJIUTHBEH KBM TO3H Ha 0Bp0peuHoTO yBpexaaHe (BkK. Touka 4.4).

®dnykoHazo (400 mg BeaHEXK AHEBHO), KOUTO ce CMATa 38 YMEPEH HHXHOHUTOp Ha
CYP3A4, Boau no noeumasane ¢ 1,4 meTH Ha cpeaHata AUC Ha puBapokcaban u 1,3
MLTH Ha cpeaHaTa Cuax. BanMopaeficrsuero ¢ pnykoHaszon Hall-BEPOATHO HE € KIHHUYHO
3HAYMMO MPH NOBEYETO MALHEHTH, HO MOXe Ja 6p1e MOTCHIMAIRO 3HAYMMO TIPH BHCOKO-
pPHCKOBH mnai[ueHTH. (3a mauueHTH ¢ 60peuHo yRpexxaaHe: B Touka 4.4).

Karto ce yMaT npeaABUz OrpaHUYeHUTE KIMHWYHKA JAHHU C JPOHEAapOH, €AHOBPEMECHHOTO
NpHIoXkeHue ¢ puBapoxcaban Tpabna na ce u3bsarea.

AHTHKOAryn1aHTH
Cnen KoMOHHHpPaHO NMPWIOKEHKHE HA €HOKCanapuH (eAHOKpaTHa 2o3a ot 40 mg) u

pusapokcabaH (egHoKpaTHa A03a oT 10 mg) e HabmoaaBaH aqUTHBEH eEeKT BBPXY
aKTHBHOCTTA Ha aHTH(akTop Xa, 6e3 HHKaKBH AOITEJIHUTEIHU e(eKTH 0 OTHONIEHHE Ha
xoarynaioHHuTe Tectose (PT, aPTT). EHokcanapHH He ¢ nosinan papMaKOKHHETHKATA
Ha pHBapoxcadaH.

IMopaau NOBHILIEHHA PUCK OT KBPBEHE € HEOOXOAMMO BHUMAHKE NMPH NaLMEHTH, KOHTO ca
Ha €JHOBPEMEHHO JIeYeHHE C APYTH aHTHKOAryaHTH (BX. TO4KH 4.3 H 4.4).

HCTIBC/uuxubutops Ha TpOMOOLIMTHATA arperauus
He e HabmoaaBaHo KIHHHYHO 3HAYHMO YAB/DKABAHE Ha BPEMETO HA KbPBEHE clief

€JHOBPEMEHHO NMpUnokeHHe Ha puBapokcadad (15 mg) u 500 mg nanpoxceH. By
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€ Bb3MOXHO Ja UMa NalMEeHTH ¢ No-u3pa3eH PapMaKoIUHAMUYEH OTTOBOP.

He ca HabmonapaHH KIHHHYHO 3HAYHUMH GapMAKOKUMHETHYHH WIH PapMaKoJHHAMUYHH
B3aHMOAEHCTBUS ITPH €HOBPEMEHHO NPUIOKeHHe Ha puBapokcabaH u 500 mg
ALETWICATHLIOBA KHCEITHHA,

Knonuaorpen (300 mg HavanHa 103a, NOCAEABAHA OT 75 mg noaabpxaila 103a) He €
nokaszan ¢papMakOKHHETHYHO B3auMoaeicTeHie ¢ puBapokcaban (15 mg), Ho e
Hab/0AaBaHO 3HAUHMMO YAb/DKABAHE HA BPEMETO Ha KbPBCHE MPH €HA noarpyna
NalMEeHTH, KOETO HE € KOPENMpaNo ¢ arperalusaTa Ha TpoMboiTHTe, HUBATa Ha P-
cenexktuH unu GPIIb/11Ia penerrropure.

HeobxoquMo € BHHMAaHKE NPH NALUEHTH, KOUTO eqHOBpeMeHHO ca nexkyBaHu ¢ HCIIBC
(BKTIOUHTENHO ALIETWICATHIIWUIOBE KMCEIHHA) H HHXUOUTOpH Ha TpOoMOOLIMTHATA
arperamms, MOHEXe Te3U JACKAPCTBEHH NMPOAYKTH OOHKHOBEHO NTOBHILIABAT PHUCKA OT
KbpBeHe (BX. Touka 4.4),

SSRI/SNRI

KakTo npu OpyrH aHTHKOaryJiaHTH MOXKe J1a ChLIECTBYBa Bb3MOXHOCT MALMEHTHTE Ja ca C
MOBHUILIEH PHCK OT KbPBEHE B ClTyyaii Ha chirbTcTBana ynotpe6a cee SSRI mnu SNRI nopanu
edexra UM BBPXY TPOMOOLIMTHTE, 3a KO#TO ce cvobmasa. [Ipu cvmyTeTBaIna yriotpeda B
KIHHAYHATA IporpaMa ¢ puBapokcabaH, BbB BCHUKH MPYIH Ha Jie4eHHE ce HabiroaaBa YHC/IEHO
0-BHCOKA YECTOTA HA IOJIAM WIH HETOJIAM KITMHHYHO 3HAYUM KPBBOH3IIMB.

Bapdapuu

ITpeMHHaBaHeTO OT JieueHHe ¢ aHTaroHMcTa Ha BuraMud K sapdapus (INR 2,0 no 3,0) keM
neueHue ¢ puBapokcaban (20 mg) win ot puBapoxcabas (20 mg) xem Bapdapun (INR 2,0 no
3,0) nosHilIaBa CHOTHOLIEHHETO MpoTpoMOKnHOBO BpeMe/INR (Neoplastin) noseye ot
anuTHBHO (BB3IMOXHO € Aa ce Habmonpasar otaenuu ctoiHocTH HA INR no 12), nokaro
e¢exTHTe N0 oTHOLICHHE Ha aPTT, HHxuOHpaHeTo Ha aKTUBHOCTTA Ha (aKkTOp Xa U
NOTEHLHANA Ha €HAOTEHHUA TPOMOHH Ca a{HTHBHH.

[1pu xenanue aa ce u3ciaenpar papMakoAMHAMHMHATE e(eKTH Ha puBapokcabaH B nepuoa
Ha CMAHATA Ha TEpanMATa MOraT JAa C€ M3IIOJN3BAT MOKA3ATE)IM KaTO AKTHBHOCT Ha aHTH-
daxTop Xa, PiCT u Heptest, moHexe Te3u TecTOBe HE ce MOBIMABAT OT BapdapuH. Ha
YeTEBPTHA ACH Clie MoceAHaTa A03a BapdapuH, BCHYKH nokasarend (Bki. PT, aPTT,
HHXHOKpaHe Ha akTHBHOCTTA Ha ¢akTop Xa u ETP) otpasaBar eHHCTBEHO edeKTa Ha
puBapokcabaH.

[Ipu xxenaHve na ce u3cnenpar papMakoIUHAMHYHHTE ¢)EKTH Ha Bap(apHH B IIepHOIa

Ha CMAHA Ha TepanuaTa MoxXe Ja ce uanossa wsMepsaHeTo Ha INR npu Ctrough Ha
puBapokcabad (24 yaca cnen peaXOAHHA NPHEM Ha pHBAPOKCabaH), Thil KATO TO3H

Moka3aTeJl Ce MOBJIHABA B MHHMMAJIHA CTENEeH OT pUBapoKcabaH B Ta3H BPEMEBA TOUKA.
He ¢ HabmogaBaHo papMaKOKMHETHUHO B3aMMOJEHCTBHE MeXay BapdapHH H puBapokcabaH.

HWnnykropu Ha CYP3A4

EAHOBpeMEHHOTO MPHIOXKEHHE Ha puBapokcabaH 1 MolHUsA HHAYKTOp HAa CYP3A4
pudaMIEILMH BOAH A0 oKoo 50% nonmkasaHe Ha cpeanata AUC 3a puBapokcabaH, ¢
YCIIOpEAHO HaMasiABaHe Ha (hapMaKoAMHAMHUYHHUTE MY edekTH. EqHOBpeMenHaTa yrioTpeba Ha
puBapokcabaH ¢ Apyrd MoIHK HHaykTopn Ha CYP3A4 (Hanp. dennronH, kapbamazenus,
¢eHoOapOuTan wnu xxuaT KaHTapHOH (Hypericum perforatum)) CBILO MOXeE Ja A0BEAE A0
HaMaJleHH IU1a3MEHHM KOHLIGHTpallHK Ha puBapokcabaH. 3aTosa Tpabea 1a ce u3barea
€AHOBPEMEHHOTO NMpHIaraHe Ha MOIIHM HHIYKTOpH Ha CYP3 A4, 0CBEH aKO MALMEHTHT He CE
cJIeIM BHHUMATENHO 3a OeNne3y U CUMITTOMU Ha TpoMbo3a. |




JpyTH CHITPTCTBALLY TEparuu

He ca HabmionapaHH KIHKHYHO 3HAYHMH (apMaKOKMHETHYHH HIH QapMaKoAUHAMUYHH
B3aUMOICHCTBHS NIPH e THOBPEMEHHO IPHIOKEHHE Ha pHBapokcaban H MHaa3onaM (cybcTpar
Ha CYP3A4), nurokcuH (cyOcTpar Ha P-gp), atopsacraTuH (cyOcTpar Ha CYP3A4 u P-gp)
HJIH oMenpa3oi (MHXHOUTOP Ha MPOTOHHATa nomMna). PusapokcabaH HETO HHXHOHPA, HHTO
MHAYIMpa HAKOS OT OcHOBHMTE H30dopmu Ha CYP, Hanpumep CYP3A4.

JlabopaTopHU HOKA3aTENH
Koarynaumonsaure napametpu (Hanp. PT, aPTT, HepTest) ce nosnusaear criopen
OYaKBAHHATA C OTJIe]l Ha MEXAHKU3MA Ha JeHCTBHe Ha puBapokcabaH (BX. Touxa 5.1).

4.6  DeprTEnaTeT, 6pEMEHHOCT B KLPMEHE

bpeMeHHOCT

Be3onacHocTTa H eMKaCHOCTTA Ha pHBapokcalaH Mpy OpeMEHHH KEHH HE Ca YCTAHOBEHH.
[IpoyuBaHusTa NPH XHBOTHH MTOKA3BaT PEIMPOMYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3).

[Topaay NOTEHIHAIHATA PENPOAYKTHBHA TOKCHYHOCT, MPHUCBILHA PHCK OT KbPBEHE H

IaHHMTeE, TOKA3BAIllM, Y€ pHBapoKcabaH MpeMUHABA Mpe3 IUIalleHTaTa, puBapokcaban e
NPOTHBOMOKA3aH 110 BpeMe Ha SpeMeHHOCT (BXK. TOuKa 4.3).

JKeHuTe ¢ geTepoAeH MOTeHIHal TpAOBa a n30Arear Ja 3abpeMeHABaT MO BPEME Ha JICYCHUETO
¢ pHUBapokcabaH.

Kbpmene
BesonacHocTTa H €PHKACHOCTTA Ha puBapoKcabaH NMpU KbPMEIH KEHH He Ca YCTAHOBEHH.

[TpoyuBaHusTa NPH )XHBOTHH ITOKA3BAaT, ye puBapokcabaH ce cexpeTpa B MiIIkoTo. Ilo Tasu
MPUYKHHA PHBApOKCcabaH e MPOTHBONOKA3aH B NEpPHOAA Ha KbpMeHe (BX. Touka 4.3). Tpadsa

ia ce B3eME PELICHHE NANH [a Ce MPEeyCTAHOBH KbPMEHETO WIH a € MPEyCTAHOBH/1a HE C¢

MPHI0KK TeparusTa.

DQepTHIHTET
He ca nposexaaHi KOHKPETHH NpOy4BaHHUA ¢ pHBAPOKCcabaH NpH Xopa 3a OLEHKa Ha

edexTHTE N0 OTHOWIEHHE Ha deprunureTa. [IpH eqHO NMpoyuBate MO OTHOMICHHE Ha
bepTHIKTETa PH MBXKKH M XESHCKH TUTBXOBE He ca HabmoaaBaHu edexTH (BXK. TOYKa 5.3).

4.7 EdexTH Bhpxy cnoco0HOCTTA 32 modupaHe H padoTa ¢ MAIIHEH

PusapokcabaH NoBIMABa B MAJIKa CTeneH cnocobHoCTTa 3a wodupaHe U paboTa ¢ MAIKHH.
HmMa cboblueHns 3a HeKellaHH peaKiiMt, KaTo CHHKOMN (YeCTOTa: HEUYECTH) U 3aMasHOCT
(uecToTa: yecTH) (BXK. Touka 4.8).

[TauMeHTHTE, IPH KOUTO Ce PA3BHAT TE3H HEXEaHH peakiuy, He TpA6Ba na wodHpaT WK
paboTAT ¢ MallIHHA.

4.8 HexeIaHH N1eKAPCTBEHH PeaKIHH

Pesiome Ha npoduna Ha 6e30nacHOCT

BesonacHocTTa Ha pUBapokcabaH e npoyueHa B TPHHAAECET OCHOBHHM Npoy4ysaHus dasa III (px.
Tabnuua 1).




O6m0 69 608 BB3pacTHH NMALMEHTH B AeBETHaAeceT NTpoy4yBaHHA ¢aza [II n 488 neanaTpuyanu
MalMeHTH B JBe Mpoy4raHua (aza Il u ase npoyusaHua ¢aza Il ca ¢ ekcrno3uLud Ha

puBapokcabaH.

TaGauna 1: bpo¥k npoyuenn nansesaTH, 06ma THEeBHA 1034 H MAKCHMA/THA
BPOAL/LKHTEHOCT HA JICYeHHETO OPH Bb3PACTHH H NeJHATPHYHA NANHEHTH

npoyusanung ¢asza I11
Hoxazanne Bpoii O6ma neeBHAa MaxcaMaaBa
DANHEHTH* | q034 HPOABL/LKHTE/HOCT
Ha JICYEeHHETO
ITpodpunakTuka Ha BEHO3€eH 6097 10 mg 39 nxu
TpoMboembonmzsM (BTE) npu
BBL3PACTHH TALMEHTH,
MOA/IOKEHH Ha IUTAHOBO
TOTATHO CTABHO MPOTE3UpaHe
Ha TazobenpeHara Wid Ha
KOJIAHHATA CTABa
ITpodunaxtuka Ha BTE npu 3997 10 mg 39 nuu
HEXHPYPIrHIHH NAalHEHTH
Jleuenue Ha renfoka 6790 Hen1-21:30mg | 21 meceua
BeHO3HA TpoM6Oo3a ([IBT), Hen 22 n cnen
benogpobua embonus (bE) toBa: 20 mg
¥ NpoQUIAKTHKA Ha ICnen Hait-Manko 6
peLHAHBHU meceua: 10 mg unu
20 mg
Jleuenne Ha BTE u 329 iloaa, KopurupaHa (12 Mecena
MpoQIIAKTHKA HA pELIMIMBH Ha nopeJ| TENECHOTO
BTE npu HOBOpOASHH Ha Terno, 3a MOoCTHUraHe
TEPMHHA U Jiella Ha BB3PacT MoA Ha €KCMO3HLIMA KaTO
18 roauHu cinen 3arouBaHe Ha Ta3H, Hab/1roNaBaHa
CTAHAAPTHO AHTHKOAryJIaHTHO TIPH BH3PACTHH,
JIEYCHHE. nekysanu 3a [IBT ¢
20 mg pusapoxcabaH
I€AMH BT AHEBHO
[TpodrnakTHKa Ha HHCYJIT H 7750 20 mg 41 Mecena
CHCTEMEH eMOOTH3BM ITPH
MALMEHTH C HEKIAIHO
NPeaCHPAHO MBAKACHE




ITpodunakTika Ha 10 225 5 mg wnu 10 mg 31 mecena
aTepoTpoMOOTHYHH CHOHTHA CBHOTBETHO,

npu naupeHTH cneg OKC MPUIOXKEHH
eIHOBPEMEHHO €
ACK wmn c ACK
ILTIOC
KIOMMAOTPE WIH
THKJIONMIHH

[TpodmraxTuka Ha 18 244 5 mg npwioxenu | 47 Mecena
aTepOTpOMOOTHYHH CHOHTHA 3aeqno ¢ ACK
npu nauuenT ¢ CAD/PAD wy 10 mg
CaMOCTOATEITHO

3 256** 5 mg, npwiokeEu Y42 Mecena

ICTHOBPEMEHHO €
ACK

*TTaLMeHTH, KOUTO ca OWIH €KCITOHMpaHH Ha TIOHe €AHa A03a puBapokcabaH
**Or npoyuearero VOYAGER PAD

Haif-uecto chobIlaBaHHTe HEXKEIAHM peaKilMM MPH NMaLHEeHTH, KOKTO NoyvaBaT puBapokcabaH,
ca 6WIH xeMoparuu (BX. chIlo Touka 4.4 u "Onucanue Ha H30paHH HEXENaHHU peaKkLud” 110-
nony) (TaGnuua 2). Haili-uecto crobiiaBaHuTe XeMOparuy ca enuctakcuc (4,5 %) U KbpBeHe B
CTOMAILIHO-YpeBHHA TPakKT (3,8%).

Tabaana 2: YecToTa Ha CHOATHATA HA KbPBEHE H AHEMHS IPH NANHCHTH ¢ EKCNOIANHSA HA

pEBapoKcalaH B 3aBLPMHAJHTE NPOYIBAHHEA NPH BL3PACTHH H NEJHATPHIHHE NANHESHTH
$aza III

IHoxkasanme BeakaxksB THIO KbpBeHe AneMus
[MpodunakTuka Ha BeHo3Ha | 6,8% oT nauueHTHTE 5,9% oT nauueHTHTE
tpoMbembonua (BTE) nipu

BBL3PACTHU NALMEHTH,
NOANOKEHH Ha IU1aHOBO
CTABHO NPOTE3HpaHEe Ha
tazobenpenara Han Ha
KOISAHHATA CTaBa
[Npodunaxruka Ha BTE npu | 12,6% ot mauueHTHTE 2,1% OT naMeHTUTE
HEXHPYPrHYHH NaLHEHTH
Jleuenue Ha JIBT, BE u 23% OT NaLMeHTHTE 1,6% oOT naLlMeHTHTE
npo¢uiIakTHKa Ha
| pelHIHBH
Jleuenne Ha BTE u 39,5% oT nanMeHTUTe 4,6% oT narHeHTHTE
npo¢punakTHKa Ha
peuuauBH Ha BTE npu
HOpPOAEHH OKOJIO JaTaTa Ha
TEPMHHA, K Aclla Ha BB3PacT
nox 18 ronvHu cnex
3aM0YBAHE H& CTAHAAPTHO




AHTHKOAr'yJIJAHTHO JICYCHHE.

[IpodunakTuka Ha uHCYAT M | 28 Ha 100 naumeHTtoroaunu | 2,5 Ha 100 nalMeHTOroAWHH
CUCTEMEH eMOOJIU3bM TTpH
NALMEHTH C HEKJIAMHO
NpeACHPAHO MBXKIAEHE

[IlpodunakTuka Ha 22 na 100 nauuenroroauuu | 1,4 Ha 100 nauMeHTOroAWHHA

aTepoTPOMOOTUYHH

CbOMTHSA NMPH NMALUEHTH

cinen OKC

[IpodunakTuka Ha 6,7 Ha 100 nauuenroroauum | 0,15 Ha 100

aTepoTpOMOOTUYHHM MalMEeHTOroAUHU**

CHOUTHS NPU NALIUEHTH C

CALERS 8,38 a 100 0,74 ta 100
NMalMeHTOroaAuHU# NMalMEeHTOrOJUHU * * *#

*I1pu BCHYKH NMPOYyYBaHHUA C puBapoKkcabaH BCHYKH ClTyyad Ha KbpBEHe ce ChbOMpart, JoK1aaBaT
U OLIEHSBAT.

**B npoyusanero COMPASS, uma HUCKA 4ecTOTa Ha aHEMHUSA, ThH KaTo € NpujaraH CeJIKTHBEH
MOAXO0/ MPHU CbOMPAHETO HA HEXKEJIAaHUTE CHOUTHA.

¥** [IpunoxkeH e celeKTUBEH MOAX0/1 3a CbOMpaHe HexXeslaHH ChOUTHS

# Ot npoyuBasero VOYAGER PAD

CnUChK Ha HEXEJIaHU JIEKAPCTBEHH peaklui B TaOJIMYEH BU
YecToTHUTE Ha HEXKETAHUTE PEAKLIMHK, CBbP3aHU ¢ pUBapokcabaH NpH Bb3PacTHH M
rneaMaTpUYHH NaLUeHTH, ca 0bo0LeHu B Tabinua 3 1o-10,1y No CUCTEMHO-OPraHHU KJ1acoBe

(no MedDRA) u no yecrora.

B 3aBUCUMOCT OT yecToTaTa T€ C€ ONpPeE/IAT KaTo:

MHOro yectu (= 1/10)

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

HeuecTH (> 1/1000 1o < 1/100)

peaku (= 1/10 000 no < 1/1000)

MHoro peaku (< 1/10 000)

C HEU3BECTHA 4YeCTOTa (OT HAJIMYHUTE JaHHU HE MOXKe Aa Ob/ie HanpaBeHa OLIeHKa)

Tabsnna 3: BCcHYKH HeXXelaHH peaKIHH, CbOOIEeHH NPH Bb3PACTHH NALIHEHTH B
KJIHHHYHH npoyusanus ¢asa Il nan npu noctMapkeTHHroBa ynorpebta* u B a1Be
npoyuBanus ¢asza Il u n1Be npoyuBanus ¢aza Il npu nexHaTpHYHH NANHEHTH

Hapyumienns Ha KpbBTA H JIHMQHATA CHCTEMA
AHeMHUA (BKJI. TpombouTosa (BKiI.
CbOTBETHH noBullIaBaHe Ha Opos
11a00paTOpHH Ha TpoM6oLMTHTE) >

MapamMeTpH) TpomOouuTOneHus




HapymenHs HA HMYHHATA CHCTEMA

AnepruvHa peakiiu, AHadHIaKTUYHH
AJIEPrUY€H ACPMATHT, PEAKLHH, BKN.
aHTHOENEM H AHa(UAaKTAYEH HIOK

aJICPruycH OTOK

Hapymenss Ba HEPBHATA CHCTEMA

3aMasHOCT, Mo3bueH H

rnapobonue BBTPEUEPENIEH
KPbBOH3JIHB,
CUHKOII

iHapymensg Ha OYHTe

(OuyeH KpHLBOH3ITHB
(BKIL
KOHIOHKTHBAJIEH
KPBBOUINE)

qupneqnn HAPYIIC¢HAS

Taxukapams

Coba0oBH HApYIMICHHS

XHUNOTOH#MA,
XeMaTOM

PecnMpaTOpHH, rPbAHE H MEIHACTHHAJIHHA HAPYIIeHHAS

Enucrakcuc, Eo3uHodunHa
XEMOITH3UC ITHEBMOHHUA

[[CToMamno-qpennn HApYIIEeHHS

BPBEHE OT BeHLUTE, |CyX0Ta B ycTaTa
pBeHe OT
TOMALUHO-YPEBHHA
TPAkKT (BKJI. PEKTATHO
KbpPBEHE), CTOMAIIHO
MPEBHH H
a6 1OMHHATHH GONKH,
IMCIIETICHA, TAZIEHE,
Banex”, JHapms,
nospbilaHe”

XenaToOuIRaApHE HApYIICHAS




[ToBHILIEHHE HA
TPAHCAMHHARMTE

YeproapoOHO
YBpeXIaHe;

MOBHINIEH
SunupyOun,
docdaraza B

GGT?

NMOBHIIICHA AJIKANTHA

KpBBTa", NOBHILIEHO

BJITCHMLIA,
OBMIUEH
OHIOTMpaH
WIMPYOHH (CBC
unu 6e3
€IHOBPEMEHHO
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A: vabmoaasanu npH npodunakTHka Ha BTE npH BL3pacTHH MALMEHTH, MOAIOKEHH Ha
IUTAHOBO TOTA/THO CTABHO NMPOTE3HpaHe Ha TazobeapeHara Wi KOISHHATa CTaBa

b: na6monasauu npu nevenne Ha JIBT, BE wnu npoduiakTrka Ha peliMAHBH, KATO MHOTO
YECTH TIPU XKEHH < 55 rOIMHH

B: HabmoaaBaHu KATO HEUESCTH NMPH NpoQHIAKTHKA Ha ATepOTPOMOOTHYHH CHOUTHA NPH
naupeHTH cien OKC (cnen nepkyTaHHa KOpOHapHa HHTEpPBEHLIMA)

* [IpuiioxkeH € MpeBAPUTENTHO ONpe/ieNieH CeNeKTHBEH MOAXo/ 3a ChOMpaHe Ha
HexeJlaHH chOMTHA B m30pank npoyuBaHud (¢a3a [II. HYecrorara Ha HeXeTAHUTE PCAKIIMH
HE € YBeJIMYEHa H HE € YCTAHOBCHA HOBA HE)KellaHA JIEKAPCTBEHA Peaklud ClIe] aHamus Ha
TE3H NMPOYYBAHHA.

Onucanue Ha H3OpaHK HeXXENaHH PeaKIUH
[Topanu dbapMakoIOrHUHHA My MEXaHU3bM Ha JIEHCTBHE, yrnorpebara Ha pHBapokcabaH MOXe

na 6b/e CBbp3aHa C NOBUILISH PHCK 3a OKYJITHO WIH ABHO KbPBCHE OT BCAKA THKAH WIM OpraH,
kKoeTo OM MOTIJIO Aa JoBeAe A0 MocTxeMoparndHa aHeMHA. [Ipusnaumre, CHMITTOMHTE H
TexeCTTa (BKITIOUHTENHO (paTaneH H3X0A) 3aBUCAT OT JIOKAJIW3aLMATA B CTENEHTa WK oOeMa Ha
KbPBEHETO W/HIHM aHeMuATa (B¢ Touka 4.9 [loBenenue npy KepBeHe). B kanHnuHHTE
NpOYyYBAHHA JIKTABUYHO KBEPBEHE (T.€. OT HOCA, BEHLIHTE, CTOMAITHO-YPEBHUA TPAKT, MMTMKOYO-
NOJIOBHA TPAKT, BIUIIOUHTENHO aGHOPMHO BArHHANHO WIH MOBHILIEHO MEHCTPYATHO KbpBEHE) U
aHeMMs ce HabIoAaBaT Mo-4ecTo MPH AbArOCPOMHO JISUEHHE ¢ puBapoKkcabaH B CpaBHEHUE C
nederine ¢ ABK. ITo Tasu npH4MHA, B JOMBIHEHHE KBM aCKBaTHOTO KIHHHYHO HabmoneHue,
nabGopaTopHO H3cieABaHe Ha xeMortoGuHa/xeMaTokpHTa 61 Morno aa Obae oT nonsa 3a
OTKpMBaHE Ha OKYJITHO KbpPBEHE H 3a OfpeAe/fHe Ha KIMHHYHATE 3HAYHMOCT Ha ABHO KBEPBEHE,
1o NpelieHKa cropen cnyyas. Bs3aMoXKHO € pHCKBT OT KbpBEHE 1@ Ob/1€ NOBHILEH NPH
OIIpe/ieNIeHH IPYTH NalHeHTH, HAIPHUMEP NalIMEHTH C HEKOHTPOJTHPaHA TeXKa apTepyanta
XHTICPTOHHA H/WIH Ha CHITBTCTBALLA TEPAITHA, KOATO MOBJIHABA XEMOCTa3aTa (BXK. To4Ka 4.4
“Puck oT XeMoparus™). BE3MOXKHO € MEHCTPYaJTHOTO KBPBEHE J1a € NO-CHIHO M/HITH 110-
NPOXBL/DKHTENHO. XEMOParHuHUTE YCIIOKHEHHs MOraT Jia ce NposBaAT kato cnaboct, bneaxocr,
3aMasHOCT, I1aB00OIHEe WK HEOOACHHUMH OTOLH, AUCcIHed U HeoOACcHMM WOoK. Karo pesynrar oT
aHEMMATA B HAKOH C/TyuaH ca HabmoaBaHi CUMITTOMH Ha Chp/ie4Ha HCXEMHA, KaTo 60Nka B




IBPAUTE WIH CTEHOKAapIHA.

HMa chobmeHHs 3a H3BECTHH YCIIOKHEHHA B PE3YJITAT HAa TEXKKO KbPBEHE, KATO KOMIIAPTMEHT
CHHIPOM H 6B0petHa HEOCTATEYHOCT B Pe3yJITaT Ha XHronepdy3us wiu HedponaThs,
IBJDKAILA ¢ Ha aHTHKOATYJIaHTH, [IPH K3Moi3BaHe Ha pHBapokcadaH. ITo Tasm npuynHa
BEPOATHOCTTA OT KbpBEHE TpAOBa a ce HMa NpeBH ITPH MPELEHKATa Ha ChCTOSHHETO Ha
BCEKHM MAIHEHT, KOUTO € NOMJIOXKEH Ha AHTHKOAlryJIJaHTHO JICYCHME.

IleaparpuyHa nomynanus

Jleuenue na BTE u npogpunaxmuxa na peyuoueu na BTE

Ouenxara Ha H6e30MacHOCTTa MPH JeLa M KHOLIH ¢ 0a3HpaHa Ha JaHHMTE OTHOCHO
6e30MacHOCTTa OT ABE OTKPHUTH aKTHBHO KOHTpPOJIMpaHH npoy4sanus dasa II u eaHo - dasa 111
fIpH NEIHATPHYHH MALMEHTH OT paXXJaHeTo 10 Bb3pacT noj 18 roxuuu. OTKpHTHATA, CBBP3aHH
¢ 6e30MacHOCTTa, B MOBEYETO CIIYYaH ¢a NMOoJOoOHA MEXIy pHBapokcabaH H KOMIIapaTopa npH
paTHHHHTE NeAHATPHUHHM BH3PAacTOBH rpynH. OG0 npoduTeT Ha 6esonacHOCT Npk 412-Te
Aela M IOHOLLH, IEKYBaHH ¢ puBapokcabaH, e noaobeH Ha To3H, Hab/moaaBaH Mpy BB3pacTHaTa
MONy/alHsA H CbBMECTHM IPH Bb3PACTOBHTE NMOArPYNH, BHIPEKH € OLICHKATA € OTpaHHYEHa OT
MaJnikus 6poil nalMeHTH.

ITpH neAMaTpUYHKTE NMalMeHTH, riapobonne (MHOro 4ect, 16,7%), nosuilieHa TeMneparypa
(MHoro yectH, 11,7%), enncrakcuc (MHOro uecTH, 11,2%), nosphiane (Muoro uectH, 10,7%),
Taxukapaua (uectH, 1,5%), noBuinaBaxe Ha GuiHpySuHa (UecTH, 1,5%) ¥ NOBHILICH KOHIOTHpaH
6unnpyoun (HeuectH, 0,7%) ca cro01apaHK N0-4€CTO B CPaBHEHHE ¢ Bh3PacTHHTE.
CBBMECTHMa ¢ BE3PAcTHATA MOIyJlalvs MeHoparus e HabmoaapaHa npu 6,6% (vectu) oT
IOHOLLIHTE OT JKeHCKH 1on cnen MeHapxe, TpoMGoLHMTONeHNATa, KakTo € HabmoaaBaHo 1o
BpeMe Ha MIOCTMAPKETHHIOBMs OTIHT NIPH BB3pacTHaTa MoIynauus, ¢ Yecta (4,6%) mpu
NeAUATPHUYHMTE KITMHUYHY NpoyyBaHus. HexkenaHuTe NekapcTBeHU peakluH IIpH
[eAMaTpUMHHTE NAUHUEHTH ¢a NPeIUMHO JIEKH A0 YMEPEHH 10 TEXECT.

Cnobl1apaHe Ha MOJ03INPAHA HEXKEJaHHU PeaKiiy
C1061ABAHETO Ha MOAO3HPAHH HEXC/IaHH peaKiMu Cllejl paspeniabaHe 3a ynorpeba Ha

JIEKAPCTBEHHS MPOAYKT € BaykHo. ToBa MO3BOJIABA 1 MPOJBL/DKH HAOMOACHHETO Ha
CHOTHOIIEHUETO N0138/PHCK 32 JIEKapCTBeHH NPOAYKT. OT MEAHIIMHCKHATE CIIELHAIHCTH
ce H3HCKBA Ja ChoOLIaBaT Beska MOJO3HPaHa HexkellaHa peakuis dpes MampiHuTenHa
AreHIIHs 1o AeKapceTsata yiL. ,,Jlamsan Ipyes” Ne 8, 1303 Codus, Ten.: +35 928903417,
yebcaifr: www.bda.bg.

49  Ilpenosnpane

Ipu PE3PACTHH, KMa CHOOLIEHH 32 PefKH CAy4YaH Ha npeaosupaue o 1 960 mg. B cryuan
Ha Npeao3npaHe, NauMeHTsT TpA0Ba aa Obae HabmoaaBaH BHHMATEHO 32 YCTIOKHEHMA,
CEBP3aHH C KhPBEHe, MITH APYTH HEXeaHH peakumy (BxK. Touka ,JIoBeacHHe NpH KBPBEHE™).
HMiMa orpaHH4eHH HATMUHM naHHU npy geua. [lopaau orpaHuueHaTa abcopOLms ce ouakBa
edekT Ha HacHmaHe 6e3 JOMWIHMTE/THO NMOBHIIABAHE HA CpeHaTa MUTIa3MCHA EKCIIO3HLIHA
MpH CyNpaTepaneBTHYHU 1034 puBapokcaban oT 50 mg MK Mo-BHCOKH IPH BB3PACTHH,
obaye JUNCBAT JAHHH NPH CyNpaTepaneBTHYHH A03H MMPH AeLa.

CriecTByBa cnelMdH4eH aHTHAOT (axHaeKkcaHeT anda) cpeury ¢papmakoAHHAMHYHNS edexT
Ha puBapoxcabaH MpH BE3PACcTHH, HO HE € YCTAHOBCHO IpH feLia (Bik Kparka
XapaKTepPHCTHKA Ha MPOAYKTa Ha aHJeKcaHeT anda). B cmyyau Ha npeno3vpaHe Ha
puBapokcabaH Moxe a Ce MMa NPEBH H3MON3BAHETO HA AKTHBEH BBIVIEH 33 HAMAJIIBAHE HA




abcopbuuara.

[IopeneHne NpH KbpbeHe
AXO npH NALHEHT HA JCYECHHE C pHBapokcafaH ce pa3BHe CBBP3aHO ¢ KbPBEHE YCIOKHEHHE,

clIeIBAIlHAT IIPHEM Ha puBapokcabaH TpAOBa Aa ce OTIOKM WITH IeYeHHETO Tpsadpa na ce
NMpeKpaTH, ako € HeoOxoaumMo. PuBapokcabaH HMa MOMYKHBOT OT 0k0/10 3 A0 13 yaca npu
BB3pacTHH. II0My>KMBOTHT NpH AeLa, H3YKCIEH C H3IIOA3BAHE Ha MOMyIallHOHHH
¢apmakokureTHunl (PK) nomxonu 3a Mosenupate, € no-kpaTek (BXK. Touka 5.2). Iloseaenuero
TpaAOBa Ja € HHAUBHAYATU3HPAHO B 3aBHCHMOCT OT T€XECTTa M JIOKAIM3aLIUATA Ha
KpbBOMIIMBA. MOxXe Aa ce H3MOoN3Ba NOAXOIAIO CHMITTOMATHYHO JICYCHHUE, KATO Harp.
MEXaHHYHA KOMIIpecHA {HAIp. ITPH TEKBK EMHCTAKCHUC), XMPYPrayHa XeMOCTa3a ¢ NMPoLeIypH 3a
yCTaHOBABAHE Ha KOHTPOJI HaJl KbPBEHETO, 3aMeCTBaHe Ha ofeMa H MEPKH 3a MOALbPXKAHE Ha
XeMOJMHAMHWKATA, NIPE/THBAHE Ha KPBBHHU NMPOAYKTH (EPHTPOLIMTEH KOHLIEHTpAT HWIH NPACHO
3aMpa3cHa 1U1a3Ma B 3aBUCHMOCT OT acOILMHUpAHaTa aHEMHSA WIH KOary/onaTHa) WiH
TPOMOOLIMTH.

AKO KBLPBEHETO HE MOKe Jia Gbie OBNaJAHO ¢ TOPENOCOYEHHTE MEPKH, MOXE JIa ce 00CHAM
WM NPHJIATAHETO HA Ha cieMduuHeH aHTHAOT (aHAeKkcaHeT anda) Ha dakTop Xa, KOKTO €
POTHBOMNONIOXKEH Ha GpapMaKOAUHAMHYHHA e(eKT Ha pUBapoKcabaH Wi crieHpHUHO
NPOKOAryNaHTHO CPEICTBO, KATO KOHLIEHTpAT Ha npoTpoMOuHoBHA xomiuieke (PCC),
aKTHBHpaH KOHLEHTPAT Ha nporpoMGuHoBHA KoMIuteke (APCC) win pekoMbxHaHTeH
¢axrop Vlla (r-FVIla). KeM MomeHTa 06aue KIIHHMYHUAT ONUT OT NPHIAraHeTO Ha Te3u
NeKapCTBEHHN NPOAYKTH TPH BH3PAacTHH M Jielia, Nojy4aBaliy puBapokcabaH, € MHOTO
orpannueH. Ilpenoprkara ce OCHOBaBa M HAa OIPaHMYEHH HEKIMHHYHK NaHHH. Moxe na ce
O0OMHMCIIH IOBTOPHOTO MpHiaraHe Ha pekomOuHaHTeH ¢axtop Vila u 1o3aTta TpaOBa na ce
THTPHPA B 3aBUCHUMOCT OT HAMaJISBaHETO HA KEPBEHETO.

B 3aBHCHMOCT OT Bb3MOXHOCTTa Ha MACTO, B CJIyMad HA MACHBHO KbpBEHE, TpAOBa Aa ce
0GMHUCIH KOHCYTTALMsA CHC CIIELMAIMCT MO KOArylallHOHHM HapyLICHUA (BXK. Touka 5.1).

He ce ouyakBa nporamuH cyindar 1 BuTaMuH K 1a MOBIHSBAT aHTHKOATY/TAaHTHATA
aKTHBHOCT Ha pHBapoKcabaH. OnUTHT ¢ TpaHEKCaMOBA KHCEJIMHA € OrpaHUY€eH H JIMIICBA
TAKBB ¢ aMMHOKANIPOHOBA KHCENMHA U aNPOTHHHH NPH MPH Bb3PACTHH, ITOTy4aBallH
puBapokcaGan. Hama onur ot ynorpebara Ha Te3H CpEICTBa NP JieLia, NOTyYaBalH
puBapokca®aH. Hama HUTO HAyYHM JOKA3ATENCTBA 3a ONIaronNpyATHO NOBNHABaHE, HUTO
OITMT OT H3MOJ3BAHETO HA CHCTEMHHA XEMOCTAaTHK JE3MOIPECHH IPH IALHEeHTH,
no;y4aBaid puBapokcabat. ITopaau BHcOkaTa CTENEH Ha CBLP3BAHE C IUTa3MCHHUTE
NPOTEUHH HE Ce OYaKBa puBapokcabaH Jja Moxe Aa Obe OTAENEH Upe3 NHAJIH3A.

5, GAPMAKOJOI'MYHNI CBOUCTBA

5.1 PapMaKOAHHAMHYHE CBOHCTBA

(dapMmaxoTepaneBTHYHA Ipyrna: AHTUTPOMOOTHYHH CPEACTBA, IHPEKTHH
HHXKROHTOpH Ha dakTop Xa, ATC koa: BO1AFO1

MexaHH3bM Ha JeHCTBHE
Pusapoxcaban € BHCOKOCENIEKTHBEH JHpeKTeH HHXHOHTOP Ha gakTop Xa ¢ nepopaliHa

ononanuuHocT. UuxunbupaHeto Ha ¢axrop Xa npeKbCcBa BbTPECILIHUS H BHHILIECH ITHT




Koary/lallMOHHATa KacKaaa, KoeTo MHXMOHpa KakTo GopMHpaHeTo Ha TpOMOMH, Taka H
obpasypaHero Ha TpomOu. PuBapokcaban e wHxubupa TpomObrHa (akTuBMpaH dakrop II)
M He ca Ha0mogaBaHu e(eKTH BbpPXy TPOMOOLIMTHTE.

dapMakoAHHAMUYHHU eheKTH

[Tpu xopa ¢ HabmogaBaHO 3aBMCMMO OT A03aTa HHXHOMpaHe Ha dakrop Xa.
[TporpomGuuoBsoTo Bpeme (PT) ce noBnMABa N0303aBMCHMO OT pHBapoKcabaH B TACHA BpPb3Ka
¢ iasMeHnTe KoHueHTpalmu (r = 0,98), ako 3a Tecta ce usnonspa Neoplastin. Jlpyru
peareHTH Ouxa aanu ApyrH pe3yirath. OTuuraHero Ha PT Tpabea aa crasa B CEKyHAM,
noHexe INR (MeXayHapOAHO HOPMATW3HPAHO CHLOTHOLICHHE) € KATHOPHPAHO H BANTMAMPAHO
33 KyMapHHOBH NMPOXYKTH Y He MOXE J1a ce IpWIara 3a Apyru aHTHKOAryJIaHTH,

ITpu nalMeHTH, noyyasainu puBapokcaban 3a nevenve Ha JIBT u BE u npodunakruxa Ha
peuHaMBH, nepceHTwute 5/95 3a PT (Neoplastin) 2 - 4 yaca cnex npreMa Ha Tabaerkara
(T.e. KbM MOMEHTa Ha MaKcHMaleH edekT) 3a 15 mg pusapokcabaH Ba ITbTH AHEBHO Ca B
rpaHuumTe ot 17 [0 32 cekynan, a 3a 20 mg puapokcabaH BeIbK AHEBHO OT 15 f0 30
cexyHau. [To Bpeme Ha Hail-HHCKa KOHLeHTpaLwa (8 - 16 yaca cnen npreMa Ha Tabnerkara)
nepceHTHIMTE 5/95 3a 15 mg ABa IThTH AHEBHO Ca B rpaHULIATE OT 14 10 24 cexyHaM, a 3a 20
mg BeaHbx AHeBHO (18 — 30 yaca cnex npuema Ha Tabnerkara) ot 13 no 20 cekyHau.

[Ipx maLMEHTHTE C HEKNATHO MPeACHPAHO MBXKAEHE, NOTyuaBailid pupapokcabaH 3a
mpoHNAKTHKA HA MHCYJIT M CHCcTeMeH eMGom3bM, nepceHTHNTE 5/95 3a PT (Neoplastin)

1 - 4 yaca crniea npueMa Ha TabneTkaTa (T.€. IO BpEMETO Ha MAKCHMANTHHUA €(DEKT) NpH
NAlLMEHTHTE, JieKyBaHH ¢ 20 mg BeIHEXK THEBHO, Bapupat oT 14 1o 40 cexyHAH H NpH
nalHeHTH ¢ yMepeHo 6L0pedHo yBpexxaaHe, ieKyBaHH ¢ 15 mg BeaHsXx AHEBHO, ot 10 ao

50 cexynau. ITo BpeMe Ha Hali-HMcKa KoHUeHTpalus (16 — 36 yaca cnen mpuema Ha
TabneTKara) nepceHTIIATE 5/95 NpU NaLMEHTUTE, JeKyBaHH ¢ 20 mg BeAHBXK THEBHO, Ca B
rpaHduMTe oT 12 10 26 CeKyHIH, a NpH MaLHEHTHTE ¢ ymMepeHo Ob0peuHo yBpexaaxe,
NIEKYBAHH ¢ 15 mg BeIHBXK AHEBHO, OT 12 10 26 ceKyHaM.

B xiuHMKO-(hapMaKONIOrHYHO MPOY4YBaHe HAa 0OpaTHMHTE NPOMEHM BLB (PapMaKOAWHAMHKATA
Ha puBapoKcabaH MpK 3ApaBH BE3PACTHH AoOpoBONLM (n=22), € OLICHABAH €(EKTHT HA
eqnHM4HH o34 (50 [U/kg) Ha ABa pas/iHuHM THINa KOHLEHTPAT Ha TPOTPOMOHHOBHS
komivieke (PCC), 3-daxropeH KoHueHTpaT Ha NpoTpoMOuHOBHS Kommeke {(¢axTopu Il, IX 1
X) 1 4-¢axTopeH KOHIEHTPAT Ha PpoTpoMOIHOBHA KomIuteke (dakropw 11, VII, IX u X). 3-
(GaKTOPHHST KOHLIEHTPAT Ha MPOTPOMOUHOBHA KOMILICKC € MOHIKXHIT CPEHUTE CTOMHOCTH Ha
nporpoMGrHOBOTO Bpeme Ha Neoplastin ¢ mpubausmurenHo 1,0 cekynaa B pamxure Ha 30
MHHYTH, B CPABHEHHE C MIOHIDKaBaHe OT mpubausuTenHo 3,5 cexyHau HabmoaasaHo ¢ 4-
GAKTOPHHUA KOHUEHTPAT Ha MPOTPOMOHHOBHA KOMIUICKC. 3a cpaBHeHHE, 3-PaKTOPHHUAT
KOHLIEHTPAT Ha MPOTPOMOMHOBHA KOMILIEKC € HMaJl IO-ro/iAM M no-6bp3 of1u epekT BbpXy
oOpaTHMMTE IPOMEHH B ¢HAOTEHHOTO 06pazyBaHe Ha TpOMOUH OT 4-(haKTOPHHA KOHLIEHTpAT
Ha MPOTPOMOMHOBHA KOMIUIEKC (BiK. TOUKa 4.9).

AKTHBHpaHOTO napuuaiHo TpoMbomnactuHoBo BpeMe (aPTT) u HepTest chilo ca yab/pkeHH
B 3aBHCHMOCT OT A03aTa, HO H3IOI3BAHETO MM 3a OlleHKa Ha (japMaKkoAMHAMHYHMA ekt Ha
puBapokcabaH He ce npernopprysa. Hama HeobxoaumMocT oT HaOmoACHHE HA KOArylaMOHUTe
apaMeTpH Mo BpeMe Ha JIeUeHHeTo ¢ puBapokcabaH B KIITHHMYHATA MpakTHKA. Benpexu ToBa,
aKo e KIIMHHYHO NOKA3aHO, HHBATa Ha puBapokcabaH Morat aa 6bJaT M3MEpPBaHH C
KaTHOpUpaHH KOJMIMUECTBEHH TeCcTOBE 3a aHTH(akrop Xa (BXK. Touka 3.2).

IleauaTpHuHa NOMYJIAIMA
Ananu3wT Ha PT (pearent - HeomwnacTHH), aPTT u avTu-Xa (¢ kanHGpHpaH KOTHYECTBEH TECT)




NOKa3Ba TACHA BPBH3Ka C MU1a3MEHHTE KOHUEHTPALMH NpH geua. Bpbikata Mexay aHTH-Xa U
IUIA3MEHNTE KOHLCHTpAllHU ¢ NTMHeHHa ¢ HaKIOoH Ok30 no 1. Morar ga Be3HHKHAT
HHAHBUIYATHH HECHOTBETCTBHMA C MO-BHCOKM WIH NMO-HUCKH aHTH-Xa CTOHHOCTH, B CPaBHEHHE
CbC ChOTBETHUTE TUTA3MEHH KOHLeHTpaurH. Hama HeoOX0quMOCT OT HabmoaeHue Ha
KOAry/JaljHOHHHTE MapaMeTpH IO BpeMe Ha KITHHMYHO JicdeHHe ¢ puBapokcabaH. Bee nak, ako e
KIHHHYHO NI0Ka3aHO, KOHLIEHTpaLUMKUTe Ha puBapokcabaH morat ga ObaaT H3IMEpBaHH ¢
KaTHOpHPaHH KOJMYECTBEHH TECTOBE 32 aHTH-(akTop Xa B meg/l (Bxk. Tabnuua 13 B Touka 5.2
3a MANIa30HHUTE HA HAOMOJaBaHUTE MJIa3MEHHM KOHLICHTPALIMM Ha puBapokcabaH npH aeua).
JIONKHAaTa rpaHHIIa Ha KOJIMYECTBECHHTE ONnpe/iensiHua TpAOBa a ce HMa NPEABHA, KOraTo ce
M3MONI3Ba aHTH-X4a TECTHT 3a KOJIMYECTBEHO OMNpeAeNifiHe HA IUTa3MEHUTE KOHLEHTPALMH Ha
puBapokcabaH mpu Aeua. He € ycTaHOBeH npar 3a epMKacHOCT WiM ChOHTHA, CBBP3aHH C
GesonacHocTTA.

Knunmina epukacHOCT M He3onacHoCT

IIpogpunaxmuxa Ha uncyam u cucmemeH emMbonU3 LM NPU NAYUEHMYU C HEKIANKO NPEOCHPOHO
MbHCOEHE

KnunnyHaTa nporpama ¢ puBapokcadbaH € IulaHMpaHa ¢ Le Ja AEMOHCTpHpa e(UKacHOCTTa
Ha pHBapokcabaH 3a mpodunakTHKA Ha HHCYNIT U CUCTEMEH eMOONIN3EM MPH NMALMEHTH C
HEKJIAITHO NMPEACHPAHO MBXKACHE.

[Tpu ocHoBHOTO ABOIHO cmano npoyusaHe ROCKET AF 14 264 nanueHTH ca pasnpeneieHu
Aa nomy4aBar puapokcaban 20 mg BeaHbxk AHeBHO (15 mg BeAHBK JHEBHO MPH NMaLHEHTH C
KpeaTHHUHOB KMpbHC 30 - 49 ml/min) win BapbapuH ¢ TUTpUpaHe Ha no3arta Ao INR 2,5
(TepanesTidHH rpaHulM 2,0 no 3,0). MeauaHHaTa NPOARKUTEIHOCT Ha MPOBEACHOTO
neveHye € 19 Meceua, a oduara NpoABBKATENHOCT € A0 41 Mecena.

34,9% OT NaLMEHTHTE €A JICKYBaHH ¢ aAleTWICATHLMAOBA KMceluHa M 11,4% ca

nekysaHH ¢ Knac 11l aHTHapuTMHMHO CPEACTBO, BKIIOYHTESTHO AMHOAAPOH.

PuBapokcabaH € ¢ He no-mManka epeKTHBHOCT OT BapdapHH 33 ITLPBHYHATA CHCTABHA KpaiHa
TOYKa 38 HHCYJIT H cHcTeMeH eMbonn3bM n3ebH LIHC. B nonmynauusaTa no npoToKosn Ha
NieyeHHe MHCYNT WK CHCTeMEH eMOonm3bM ce Habmoaaear npu 188 naumeHTH Ha
puBapokcabaH (1,71% Ha roguHa) u ipu 241 Ha Bapdapun (2,16% Ha roausa) (KP 0,79; 95%
U, 0,66 — 0,96; P<0,001 3a He no-Manka epekTHBRHOCT). OT BCHUKH PAHAOMH3HPAHH
NalMeHTH, KOHTO ca ananu3upanu no [TT, mepBuyHu CEOMTHS ce pa3BUBaT npH 269 Ha
puBapokcaGaH (2,12% Ha roauna) u 306 Ha Bapdapus (2,42% na roquna) (KP 0,88; 95%
H, 0,74 — 1,03; P<0,001 3a ne no-manka epexktHBHOCT; P=0,117 3a npess3xoacTeo).
PesynraTuTe 3a BTOPHYHHTE KPAHHHU TOYKH, KAKTO €& U3C/IEABAHH B HepapXW4eH NOpAXbK

B ITT aHanusa, ca noka3aHy Ha Tabnuua 4.

Cpen naumenTuTe B rpynata Ha Bapgapil INR croitHocTHTE ca B rpaHHLIMTE Ha
TepaneBTHYHHMA Anana3oH (2,0 no 3,0) cpeano 55% ot speMero (MenuaHa 58%,
MHTEPKBapTHIEH Auana3oH 43 1o 71). EdekThT Ha puBapokcabaH He ce pa3iHyasa Ha HHBO
ueHTpatHo TTR (Bpeme B Taprered INR guanazod 2,0 - 3,0) npy KBapTHIMTE ¢ €THAKDB
pasmep (P=0,74 3a B3aumozeicTere). B Hafi-ropHHa KBapTWI N0 OTHOWIEHHE Ha LEHTHPA
xoedpureHTsT Ha puck (HR) 3a puBapokcaban cnpamo Bapdapus € 0,74 (95 % U, 0,49 -
1,12).

YecToTaTa Ha OCHOBHHTE PE3YNTATH 32 6€30MacHOCT (FOJIEMH H HErOJIEMU KITHHUYHO
3HAYHMH KPBBOH3JIHBH) ¢a MOJ0OHH 3a ABeTe TepaneBTHYHH rpynH (Bx. Tabnuua 5).

Tabanna 4: PeayaraTn 3a epuxacnoct ot ¢asa Il ROCKET AF




IIpoyunana nonmyaanns | ITT amanni pa epHKACHOCTTA OIPH NANHEHTH ¢ HEKJIANHO
npeaAChpPAHO MbAKIEHE
PaBapokca Bapapuns
-6an 20 mg TarpHpan 10
I INR 2.5 HR (95% IN)
TepanesTHYHA 1032 AHEBHO (TepaneBTHUHH p-CTOAHOCT,
(15 mg BenaBX rpanang 2,0 no | TECT 34
[BeBHO NPH 3,0) HpeBL3X0A-
NANHEHTH ¢ YMEPEHO €TBO
O0nOpeuno
ynpmane) YectoTa HA
cubnrTRETO (100
YecToTa HA CHOMTHETO | HARHEHTO-
(100 nannenTo-rogAnaM) | FTOAHAH)
HHcy.ITI‘ H CUCTCMCEH 269 306 0’88
eMOOITH3IBM H3BRBH L[I"IC (2,12) (2, 42) (0,7 4 — 1,03)
0,117
HHcynT, CHCTEMEH 572 609 0,94
embomm3bm n3BBH LIHC (4,51) (4,81) (0,84 - 1,05)
H CbJOBA CMBPT 0,265
Hucyar, cuctemeH 659 709 0,93
embomzbsMm M3BBH LHHC, (5,24) (5,65) (0,83 - 1,03)
CBIIOBA CMBPT H 0,158
MH}pAPKT HA MHOKApAa
253 281 0,90
Hucynr (1,99) (2,22) (0,76 — 1,07)
0,221
CucreMeH eMO0THU3EM 20 27 0.74
m3pbH [THC (0,16) (0,21) (0,42 — 1,32)
0,308
130 142 0,91
Hugapxt Ha Muokapia (1,02) (1,11) (0,72 - 1,16)
0,464

Tabanna 5: Pesyaratu 3a 6esonacuoct ot dasa III ROCKET AF

Ipoyusana nomyJIANHSN

IlanHeHTH ¢ EEKJANHEO NPeIChPAHO MbXKAeHE™)




TepaneBTHYHA 1032

PaBapokcaban
20 mg BeaEbLXK
aaesro (15 mg
BeIHBK
AHEeBHO NpH
NARHEeHTH ¢

Bapégapan
TRTpEpAH A0 INR 2,5
(TepaneBTHIHH
rpasanu 2,0 o 3,0)

HR (95% IHA)
p-CcTOHHOCT

yMepeHo YecTOoTa HA
6L6peuno ¢sb6aTreTO (100
yBpexaaHe) DANHEHTO-TOAHAH)
YecroTa HA
| OoMK W HOTOTOMH | 1475 1449 1,03 (0,96 — 1,11)
(14,91) (14,52) 0,442
KPbBOM3JIHBH
I'oneMu KpbLBOH3IHBH 395 386 1,04 (0,90 — 1,20)
(3,60) (3,45) 0,576
27 35 0,50 (0,31 -0,79)
CMBPT B pe3yiTar Ha ’
kbpBeHe* (0,24) (0,48) 0,003
Knpaere ot 91 133 0,69 (0,53 —0,91)
KPHTHACH (0,82) (1,18) 0,007
opran*
55 84 0,67 (0,47 — 0,93)
HurpaxkpaHuaneH ; ’ )
KPHBOH3THB* (0,49) (0,74) 0,019
Cnag Ha xemorsobuna* ?20‘,57 7 (225;6) [1)%?951,03 —1,44)
Kpbronpennpanena2 | g4 149 1,25 (1,01 — 1,55)
IR TIOBSHE SAMHHIE 1 (1,65) (1,32) 0,044
€PUTPOLIATHA Maca HiIH
L3 KpbhB*
snn xproromon | 1185 1,151 1,04 (0,96 - 1,13)
w (11,80) (11,37) 0,345
CMBPTHOCT NO BCAKAKBH 208 250 0,85 (0,70 — 1,02)
MPUYHHHA (1,87) (2,21) 0,073

a) T[Torynaius, MINNTBaHA MO OTHOLLIEHKHE Ha 6€30MacHOCT, Ha JIeYeHHe
* HoMHRATHO 3HAYHMH




NOCTMAPKETUHIOBO, HEHHTEPBEHLIMAHAITHO, OTBOPEHO KOXOPTHO MPOYYBaHe ¢ €IHO paMo
(XANTUS) ¢ OCHOBEH OTHHTaHE 38 U3XOJ, BKMOYBAI0 TpoMboeMboTHUHN CHOMTHA H
roisMo KepBeHe. 6704 nanpeHTa ¢ HEKJIAMHO NMPEACHPAHO MBXKIEHE Ca BKIIIOHCHH 34
npodHIAKTHKA Ha HHCYIT U cCUCTEMEH eMOOIM3BM H3BBH LIEHTPAIHATA HEPBHA CHCTEMA
(LTHC) B xumuuHaTa npaxTtuka. Cpeguunar pesyrratr Ha CHADS; e 6un 1,9 u HAS-BLED
e 6sn 2,0 mpu XANTUS, B cpaBHeRHe cbe cpeaHHTe pesyiratd Ha CHADS; u HAS-
BLED ot 3,5 n 2,8 ceorBetHo npt ROCKET AF. IN'onsimo kbpBeHe e HabioaaBaHO MpH
2,1 ciayyas 3a 100 nauuenTo-roguan. Crobmiapa ce 3a dataneH xphBOH3NUB mpH 0,2
cnyyas 3a 100 nauMeHTO-roAMHM ¥ BETpedepeneH Kpbeon3ne npu 0,4 ¢yyad 3a 100
nayueHTo-roguud. HucynT wm cucremeH embonu3sm u3BbH LTHC ca perucrpupanu npu
0,8 cryuas 3a 100 naupenTo-roguau. Te3u HaOmoOAEHHA B PCATHH YCTOBHA Ca B
CHOTBETCTBHE C YCTAHOBEHHS NpOoGi1 Ha 6e30MnacHOCT NPH TOBA MIOKA3aHHeE.

B nocTMapKeTHHIOBO HEMHTEPBSHLUMOHAHO Npoy4BaHe NMpH noseve ot 162 000 nauueHTH OT
YeTHPH AbPKABH PUBAPOKCAOaH € npeanucaH 3a NpogWIAKTHKA HA HHCYNIT H CHCTEMHA eMO0/IHs
IPH NaLMEHTH ¢ HEKNAIMHO MPEChPAHO MbKACHE. HecToTara Ha ChOMTHATA 32 HCXEMHYEH HHCYIIT €
0,70 (95% CI 0,44 — 1,13) 3a 100 maumeHToroauHn. KnpBeHe, KOETO BOJH 10 XOCIHATANN3ALINA,
HAaCTbIBA ¢ YecTOTA HA ChOHTHATA Ha 100 maimmenToroaunu 0,43 (95% C1 0,31 - 0,59) 3a
BBTpEYEpEneH KphBouanus, 1,04 (95% CI 0,65 — 1,66) 3a croMamHo-4peBHO kppBene, 0,41 (95% CI
0,31 - 0,53) 3a yporeunranuo kepeere u 0,40 (95% CI 0,25 — 0,65) 3a mpyro KepBeHe,

€HTH, IOAJI0XKEHH Ha KADAHOBEP3HO
[IpOCNeKTUBHO, PAHIOMU3HPAHO, OTBOPEHO, MHOIOLICHTPORO, €KCIUIOPATOPHO NPOYy4BaHe
ChC 3ac/ieneHa olieHKa Ha Kpaitnara Touka (X-VERT) e nposeneHo npu 1 504 nauueHTH
(HesIeKyBaHH AOCEra ¢ MEPOPaAIHHM AaHTHKOAryNaHTH H JIEKYyBaHH PEABAPHTENHO) C
HEKJIAMHO NPEeACHPAHO MBKACHE IUTAHUPAHO 3a KAPIHOBEP3HO, 3a Jla C€ HANpaBH
cpaBHEHME MeXIy puBapokcabaH M anamrrupana a03a ABK (panaomusnpaso 2:1), 3a
NIPEBEHLIMA Ha CHPJeSHOCHAOBH ChOMTHA. H3Mn0138aHH Ca CTPATErHH ¢ NOMOINTA Ha
HacouyBaHe 4Ype3 TEE (1-5 aHu ripeaBapUTENHO JICUCHHWE) HIH KOHBCHLIMOHAITHO
KApRHOBEP3HO (HaH-MaJIKO TPH CEAMHIM NPEABAPHTENHO Jeuenue). [TspBuuHUTE
pe3yJITATH 3a e(PMKACHOCT (BCHUKH MHCYJITH, MPEX0HA HCXEMHYHA aTaKa, CHCTEMEH
embom3eM HecBbp3aH ¢ [[HC, uadapkr Ha muokapaa (MI) u cepae4HOCHAOBA CMBPT) Ca
ce noasuwiH npH 5 (0,5%) namveHTH B rpynarta Ha puBapokcabas (n=978) u 5 (1,0%)
naieHTa B rpynata Ha ABK (n = 492; RR 0,50; 95 % /{1 0,15-1,73; monuduumpana ITT-
norynaurs). OCHOBHHUAT pe3y/TaT 3a 6e30MacHOCT (MACMBHO KBPBEHE) CE € MOSBUI MpH 6
(0,6%) 1 4 (0,8%) naumenTH B rpynure Ha puBapoxcabax (n=988) u ABK (n=499)
cvotBeTHO (RR 0,76; 95 % JIU 0,21- 2,67; 6e3onacHa nomynaums). ToBa eKCILIOpaTOPHO
NpoyvBaHe € M0Ka3ajl0 CpaBHMMA e(PHKACHOCT H 6€30MacCHOCT MEXKIY IPYITHTE Ha JICUCHHE
¢ puBapokcabad u ABK B ycioBuATa Ha KapAHOBEP3HO.

[laLMeHTH ¢ HEKJIAMHO NPEACHPAHO MBXKIeHe, kouro nozutexaT Ha [TKH ¢ nocTassgHe Ha CTeHT
H3BLpileHo € paHAOMH3HpaHo, OTKpHTO, MHOroueHTposo npoyusane (PIONEER AF-PCI) ¢
2124 naiyeHTH ¢ HEKIIATHO MPeAChPAHO MEXKAEeHe, kouTo ca 6w noanoxenu Ha IIKH, ¢
MOCTAaBSHE HAa CTEHT 33 MbPBHYHO aTEPOCKIICPOTHYHO 3abosBane, 3a CPaBHABAHE HA
fezomacHOCTTa Ha JIBE CXeMH Ha puBapokcaban ¥ enHa VKA-cxema. [launenture ca 6mm
pasnpenesieHu Ha ciydaer npuHumn 1:1:1 3a obma 12-meceuHa Tepanua. [TauneHTy ¢ aHaMHe3a
3a HHCYAT Wil [IHUII ca u3kmoueHn.

I'pymna 1 momyyasa puBapokcaGaH BeAAHBkK AHeBHO 15 mg (10 mg BeaH®X JHEBHO NMPH NALMCHTH
C KpeaTHHHHOB KIHpBHC 30 - 49 mV/min) mumoc P2Y 12 nnxuburop. I'pyna 2 nomyyasa 2,5 mg
puBapokcabaH a8a mbTH AHeBHO 3aeaHO ¢ JITAC (nBoiiHa Tepanus ¢ AHTHTPOMOOLMTHH




CpeacTBa, HanpuMep xionuaorpen 75 mg [wnu samectrawmg P2Y 12 unxuburop] ruioc Hucka
A03a ateTWIcATMLIUIOBa kucelHHa [ASA]) 3a 1, 6 unu 12 mecena, mocneasaHa OT
pusapokcaban 15 mg (wiu 10 mg 3a naLueHTH ¢ KpeaTHHUHOB KIMHMPBHC 30 - 49 ml/min)
BEAHBK IHEBHO, ILUMIOC HHCKa no3a ASA. 'pyna 3 nomyuaBa KopurupaHa aoza VKA mwioc
ITAC 3a 1, 6 wnu 12 Mecenia, nocneaBaHa oT kopurupasa no3a VKA, moc HUCKa no3a ASA.
[TepBuvHATA KpaliHa Touka 3a 6e30nacHOCT, KITHHHYHO 3HAYMMHTE CTy4YaH Ha KbpPBEHE, ce
noasasar npu 109 (15,7%), 117 (16,6%) n 167 (24,0%) ysacTHHum B rpyna 1, rpyna 2 1 rpyna
3, pecnekruBHo (HR 0,59; 95% CI 0,47-0,76; p<0,001 n HR 0,63; 95% CI 0,50-0,80; p<0,001,
pecneKTHBHO). BropuuHara KpaiiHa Touka (ChcTaBeHa OT ChbpAcHHO-ChAOBH chbuTHA CC CMBPT,
MM unu uHCyaT), € Habmonasana nipu 41 (5,9%), 36 (5,1%) u 36 (5,2%) y4acTHMuM B rpyna 1,
rpyna 2 H rpyna 3, cboTBeTHO. Besika oT cxeMHTE Ha pHBapOKCcabaH NOKa3Ba 3HAYHMTE/THO
HaMansBaHe Ha KITHHUYHO 3HAYUMHTE CITy4Yad Ha KbPBEHE, B cpaBHeHHe ¢ VKA-cxemaTa npH
NALMEHTH ¢ HEKJIATTHO MpeACHPAHO MBXIEHe, kouTo ca 6win noanoxeHu Ha ITKH ¢ mocrassauae
Ha CTEHT.

OcHosHara e Ha PIONEER AF-PCI e oueHka Ha 6e3onacHoctTa. JJaHHHTE OTHOCHO
e(pMKaCHOCTTa (BKIIOUHTETHO TPOMOOEMOOIHYHH SBICHUN) OPH Ta3H NOITyJIalKA Ca
OrpaHHYCHH.

Jlevenue na BT, BE u npogpunaxmuxa na peyuousupawju BT u bE

KnuHH4HAaTa nporpaMa ¢ puBapoxcabaH e IUlaHHpaHa ¢ Len Ja AeMOHCTPHpa
eMKaCHOCTTa Ha pHBAPOKCAOaH NPH HAYATHOTO H IIPOJBL/DKHTEIHOTO JIeUeHHe Ha OCTPH
JIBT v BE u npo¢unakTHKaTa Ha pELUMAMBH.

Hap 12 800 manMeHTH ca npoydYeHH B YETHPH PaHAOMU3HPaHH, KOHTPOIHPaHH KIHHHYHH
npoyusauus ¢asa III (Einstein DVT, Einstein PE u Einstein Extension Einstein Choice) u
JOITHIHMTEHO € MPOBeAeH NpeaBapHTeHO AeduHHpPaH cOOpeH aHAIM3 Ha NPOYYBAHKATA
Einstein DVT u Einstein PE. Ofiara koM6HHKpaHa MPOABIKMTETHOCT Ha JIEYEHHETO 32
BCHUKH NpOy4BaHMs € A0 21 Meceua.

B npoyuBaHero Einstein DVT 3449 naumentu ¢ octpa JIBT ca npoyueHH 3a JieUeHHETO

Ha JIBT n 3a npodunaxktuka Ha peunaueupani JIBT u bBE (naumenTure che
cuMmrroMatiadeH BE ca M3kmovuenu ot ToBa npoyusaHe). [Ipoab/DKUTENHOCTTA Ha

nedyeHHueTo e 3, 6 WK 12 Mecela B 3aBHCHMOCT OT K/IMHMYHATA MPELEHKA Ha

M3CNIeNOBATENA.

3a neueHneTo npe3 mupauTe 3 ceamuun Ha octpata BT ca npunarasu 15 mg pusapokcaban
JBa IMLTH AHeBHO. Clien TOBa JeueHHeTo Mpoabmxkasa ¢ 20 mg puBapokcadaH BEIHBK
JHEBHO.

B npoyusane Einstein PE, 4832 nauuenru ¢ ocrep BE ca npoytenu 3a neuenunero Ha bE u 3a
npodunakruka Ha peupaueupaiiy JIBT u BE. IpoALDKHTENHOCTTa Ha JIeYeHHETO € 3, 6 WM
12 Mecella B 3aBHCHUMOCT OT KIIMHH4YHATA NPELICHKA Ha H3CNIETOBATEIH,

3a neuecHueTo Ha ocTpus BE npes mupsuTe 3 ceaMuLy ca npuinarany 15 mg pusapokcaban
aBa NBTH qHeBHO. Cliell TOBa NeueHUeTo Mpoas/pkasa ¢ 20 mg puBapokcabaH BeTHBXK
JHEBHO.

U npu apere npoyuBanus Einstein DVT u Einstein PE cpaBHHTEIHOTO NeueHHe BKIKOYBA
EHOKCANAPHH B NPOTBDKCHHE HA NOHE 5 AHK B KOMOHHALMA ¢ aHTANOHUCT Ha BUTaMHH K 10
nocturase Ha croiinoct 3a PT/INR B TepanesTudnuTe rpaHuuM (> 2,0). JleueHuero
NPOOB/DKABA C AaHTArOHUCT HAa BUTaMMH K, KaTo n03aTa My € Takapa, 4e CTOHHO
PT/INR na ca B TepaneBTHYHHTE rpaHuuy ot 2,0 ao 3,0.




B npoyusaneto Einstein Extension 1197 naumentu ¢ JIBT wiu BE ca npoyyenu 3a
npodunakThKaTa Ha perausupaiy JIBT u BE. Ilpoab/mkuTenHocTTa Ha IEYEHHETO
06xBala JOITLIAHHTEIHH 6 N0 12 Meceua nMpU NaLMEHTH, KOHTO €A MPeMHHAIHN KYpC Ha
neueHue ot 6 40 12 Mecena Ha BeHO3¢H TpoMO0eMOOIM3BM B 3aBUCHMOCT OT KIIMHUYHATA
npeLieHKa Ha u3cnenosared. CpaBHapa ce puBapokcabaH 20 mg BeAHBK AHCBHO C
rnanedo.

Mpoyusannsita Einstein DVT, PE u Extension u3nonssar eAHA K CHIH NPEIBAPUTETHO
nedHHMpaHH ITHPBUYHH H BTOPUYHH pE3y/ITaTH 38 €pHKACHOCT. [TbpBUYHMAT PE3YNITAT 34
eHKACHOCT € CUMITTOMATHYEH PeLAHBHpall BeHoseH TpomboemGonussm (BTE), ne¢unnpan
KATO ChCTaBeH oT peuuausupawa BT wiu neranen win HeneraneH bE. BTopu4HHAT pesyirraT
33 epHKACHOCT ce AedHHUpa KAaTO CheTaBeH oT peumausHpaiia JIBT, veneranex bE u
CMBPTHOCT HE3aBHCHMO OT NPHYMHATA.

B npoyusane Einstein Choice 3 396 nauueHTH ¢ notebpaesa cumnromariyHa J[BT w/nnu BE,
KOWTO €A 3aBbPIIHIH 6 10 12-MeceqHO aHTHKOAry/iaHTHO JICUCHHE, ca IPOYYEHH 34
npo¢uiakTika Ha ¢aranes BE u Hedatamiu cumrmroMaTiiy JIBT u BE. IlaumenTure ¢
NoKa3aHHe 3a MPOABIDKMTEHO AHTHKOAry/1aHTHO JICUEHHE C TepaneBTHYHA 1032 Ca H3KIIOUYCHH
OT MPOYy4BaHeTO. [IPOABIKHTENTHOCTTa Ha JIEYEHHETO € A0 12 MeceLia B 3aBHCHMOCT OT JaTaTa
Ha MHIMBHIYATHOTO paHAOMMU3HpaHe (Meauana: 351 axm). PuBapokcaban 20 mg BeaHbX
IHeBHO H puBapokcabaH 10 mg BeHBK NHEBHO ca cpaBHEHH C¢he 100 mg aleTHNCaTHIMIOBa
KUCEJIMHA BEAHBXK JHEBHO.

[IHpBHYHHAT pe3yITaT 3a eUKACHOCT € CHMITOMATHYCH peLIiANBHPAILl BEHO3EH
TpomGoembonuanm (BTE), aedunmpaH karo cMecuuaTa oT perausupaina BT wiu dbaraneH
unu Hedaraned bE.

B npoyusaseto Einstein DVT (8x. Tabnuua 6) ce mokassa, ue puBapokcabaH e ¢ HE no-
manka edexTHBHOCT oT eHokcanapui/ABK 3a mepBHYHMA pe3ynTaT 3a €pUKAcHOCT (p <
0,0001 (TecT 3a He no-manka edextuBHoct)); HR: 0,680 (0,443 — 1,042), p=0,076 (Tect 32
npeps3xoacTeo)). [IpeasapuTenHo AedHHUpaHATA HETHA KIIHHMYHA NT0N3a (IThPBHIEH
pe3yITaT 33 eMKACHOCT ILUTIOC roJIeMH KpbBou3IuBH) ce chobmasa ¢ HR 0,67 ((95% JIH:
0,47 - 0,95), HomMuHanHa p croitHoct p = 0,027) B nonza Ha puBapokcabaH. INR croiHocTHTE
ca B TepaneBTUYHHA AMarna3oH cpeano 60,3 % oT BpeMeTo NpH CpeHa NPOAB/DKHTCIHOCT Ha
neuenneTo ot 189 auu, 1 55,4%, 60,1% u 62,8% OT BpeMeTO npH rPYNHTE C IULTAHHPAHO
neueHHe ¢ MPOARDKHTENHOCT CHOTBETHO 3, 6 U 12 Mecena. B rpynara Ha enokcanapun/ABK
HAMA SCHA BPh3Ka MEXIY HHBOTO Ha cpeaHoTo neHTpanHo TTR (Bpeme B TaprereH INR
AnanazoH 2,0 - 3,0) npH TEPLMANTE ¢ €AHAKLE Pa3MEP H YECTOTATa Ha peunansupaiinre BTE
(p = 0,932 3a B3aumozelicrue). B Hali-ropHua Tepi no oTHowweHs:e Ha ueHTbpa HR npw
puBapokcaban cnipamo Bapdapus e 0,69 (95% U 0,35 —1,35).

YecTOTHTE 3a ITHPBUYHMSA pe3yJITaT 3a 0e30nacHoCT (NoJIeMH WM KIMHHYHO 3HAYHMH
HEroNeMU KPBBOMATHBM), KAKTO ¥ 33 BTOPHYHMA pe3y TaT 3a 6e30nacHocT (ronemu

KPBBOM3JIMBH), €A CXO/(HH 32 JIBE€TE TEPANeBTUYHH IPYIIH.

Ta6nnna 6: Peayaratn 3a epruxacHoct B GesonacHoct ot ¢asa ITI Einstein DVT

I[Ipoyusana nonyJanusd 3449 nanAenTH CHC CAMOTOMATHYHA 0CTPA JbJ0oKka
BeHO3HA TpoMOo3a




Pnnapoxcaﬁan“) Enoxcanapaa/ABK
/1033 H HPOAL/UKHTENHOCT HR | 3 6 gy 12 6) 3, 6 mam 12
JICICHHETO Mecena mecena N=1718
N=1731
36 51
C
Bg{:'rouamqen peLHAMBHpALLL (2,1%) (3.0%)
CuMITTOMaTHYCH pelMAHBHpAIL 20 18
0
EE (1,2%) (1,0%)
C 14 28
HMITTOMATH4YHA (0,8%) (1 ,6%)
peuraunsupama IBT
Cumrromariyiil bE 1 JIBT (10 1%) 0
PataneH BE/cmupT, kpaero BE | 4 6
HEe MOXKe Ja OpJe H3KIOvEH (0,2%) (0,3%)
I'onsAMO MM KIMHHYHO 3Ha4uMo | 139 138
HETONAMO KbpBEHE (8,1%) (8,1%)
14 20
[‘'oneMH KpbBOWIHBH (0,8%) (1,2%)

a)  PumapoxcabaHn 15 mg iBa ITbTH AHEBHO 3a 3 ceMHLIM, nocyeaABaHo oT 20 mg BeAHbX
IHEBHO
6) EHokcanapuH 3a Haii-ManKo 5 IHH, 3acTbneH M nocneasad ot ABK

* p < 0,0001 (He no-Manka ePUKACHOCT MO OTHOLUCHNE HA MPEeBAPHTENIHO
onpenenex HR 2,0); HR: 0,680 (0,443 — 1,042), p=0,076 (nperp3xoacTeo)

B npoyugane Einstein PE (x. Tabmuua 7) ce mokassa, ye pupapokcabaH € ¢ He o-MaJika
eHKacHOCT OT eHokcanapur/ABK 3a mepeHuHuA pesynrar 3a euxacuoct (p=0,0026
(TecT 3a He no-Manka epukacHoeT), HR: 1,123 (0,749 — 1,684) ). IlpeasapurenHo
neUHUpaHaTa HETHA KITHHUMHA No3a (TbPBHYEH PE3YITTAT 38 €pHKACHOCT IUTIOC FOJIEMH
KphBOMMINBH) ce chobmasa ¢ HR or 0,849 ((95% AW 0,633 — 1,139), HoMuHanHa p
croitHocT p = 0,275). INR croliHocTHTE Ca B TeparncBTHYHHA Hana3oH cpeaHo 63% or
BPEMETO TIPH CPeHa MPOXBL/DKMTENHOCT Ha JICUeHHeTO OT 215 auu u 57%, 62% n 65% ot
BPEMETO MPH MPYTIMTE ¢ [UTAHHPAHO JIEYEHHE € MPOABDKHTEIHOCT CBOTBETHO 3, 6 1 12
mecera. B rpynara Ha eHokcanapui/ABK nsiMa sicHa BpB3Kka MEXIY HHBOTO Ha CPEHOTO
uentpanHo TTR (Bpeme B Tapreren INR ananason 2,0 - 3,0) npH TepLuinTe ¢ €1HAKbB
pasMep M uecToTaTa Ha permausupamnte BTE (p = 0,082 3a p3aumopeiicTeue). B Haii-
ropHus TEpPIMI N0 OTHOLIeHHe Ha 1eHThpa HR npu pusapoxcaban cnipamo BapdapuH e
0,642 (95% H: 0,277 - 1,484).

YecTOTHTE 34 ITEPBUYHHUA pe3yJTTaT 3a 6e301acHOCT (rojieMH WIH KIHHUYHO 3HAYMUMH
HEeroJIeMU KPbBOMITHBH) Ca MANIKO TO-HUCKM B IpynaTta Ha jeueHHe ¢ puBapokcaba (10,3%
(249/2412)) 8 cpaBHeHHe ¢ rpynata Ha nedyeHHe ¢ eHokcanapu/ABK (11,4% (274/2405)).
YecToTaTa 3a BTOPHUHHA pe3ynTat 3a Ge3onacHocT (TojieMH KPbBOH3/IHBH) € MO-HUCKA B
rpynara Ha puBapokcaban (1,1% (26/2 412)) B cpaBHeHMe ¢ rpynaTa Ha eHokcanapu/ABK
(2,2% (52/2 405)) ¢ HR 0,493 (95% OU: 0,308 - 0,789).




Tadanna 7: PesysraTs 3a eprnkacaoct H GesonacHoct oT ¢asa III Einstein PE

IlpoyusaHa NoMy.JIAKHS 4832 nanHeHTH ¢ ocTHP CHMOTOMATHYEH BE
Pnnaponcaﬁan“) Enoxkcanapai/ABK
J03HpOBKA H NPOABJDKHTENHOCT 3, 6 mum 12 0) 3, 6 man 12
HA JICYCHHETO Mecena Mecema N=2413
N=2419
CuMnroMaTH4eH peLiMAHBHpalL] >0 44
BTE® (2,1%) (1,8%)
CHMITOMATHYCH 23 20
pp o PEIVIBEPER ) (1,0%) (0.8%)
18 17
CUMITTOMaTH4YHA peLMAMBHpAILA (0,7%) (0,7%)
I[BT » ?
Cumnromaruai BE u IBT 0 (2<0 1%)
Pdatanex BE/cMbpT, kBpaeTO BE | 11 7
He Moxe a Opae H3KMOYeH (0,5%) (0,3%)
onaMo WK KIHHUYHO 3HAYUMO 249 274
HErONsIMO KbpBEHe (10,3%) (11,4%)
26 52
I'oneMH KpLBOM3INUBH (1.1%) (2.2%)

a)  PupapokcabaH 15 mg JiBa ITbTH AHEBHO 3a 3 CEAMHLIH, NOCTEABAHO OT 20 Mg BeAHBXK

AHCBHO

6) EHokcanapuH 3a Hali-MaTKo 5 HM, 3acTBIIEH H nocneasad ot ABK
* p <0,0026 (He no-Manka €pHKACHOCT 110 OTHOLIEHHE HA NPEBAPHTEITHO OTIpeJeieH
HR ot 2,0); HR: 1,123 (0,749 — 1,684)

[MposeneH e npeABapHTENHO AcHHHUPaH 0000IIEH aHAIK3 Ha pe3yaTaTa OT MPOYUBAHHUATA
Einstein DVT n PE (Bx. Tabnuua 8).

Tabauna 8: Pesyararn 3a epaxacHOCT H fezonacHOCT oT cOopen aHANR? Ha da3a
III Einstein DVT n Einstein PE

IlpoyuBaHa nONY.JIANHA 8281 nanuenTH ¢ ocTpH camMoTomMaTHyEn BT wian
PrBapoxcaGan® Enoxcanapaa/ABK
Jo3a H NPOALGKHTETHOCT HA 3,6 6)
JIeUeHHETO Hian 12 3, 6 nan 12 Mecena
Mecena N=4131
1;1; 95
g?éirmmameﬂ peLHauBHpalll (2,1%) (2,3%)
. 43 38
BEIMI‘I‘I‘OM&TH‘ICH pPELUHAHXBHPAIL (1,0%) (0,9%)
CuMnTOMaTH4YHA pelMANBHpAILA 32 0 + o
BT (0,8%) (1,1%)
1 2
Cumnromatuunu BE u JIBT (<0.1%) (<0,1%)




QaraneH BE/cmbprt, kbAeTO BE | 15 13
He MOKe 1a Obe U3KITIOUEH (0,4%) (0,3%)
["onsaMo WM KJTHHHYHO 3HAYHMO 388 412
HETOJIAMO KbPBEHE (9,4%) (10,0%)
['oneMu KpLBOU3TUBH 40 72
(1,0%) (1,7%)
a)  PuBapokcaban 15 mg asa meTH AHEBHO 3a 3 ceAMHLH, MocneaBaHo oT 20 mg BeJHbK

IOHEBHO
6) EHokcanapuH 3a Hali-Manko 5 qHH, 3acThNeH U nocneasal ot ABK

*  p<0,0001 (He mo-mManka eHMKACHOCT MO OTHOLLEHHE Ha MPEABAPHTENHO OINPEACIICH
HR or 1,75); HR: 0,886 (0,661 — 1,186)

IIpenpaputenHo AepuHMpaHaTa HETHA KJIMHWYHA MON3a (rbpBHYEH Pe3y/ITaT 3a
€(UKACHOCT IUTIOC FOJIEMH KPBLBOHM3NIHBH) Ha cOOpHHA aHanu3 ce ¢crobmasa ¢ HR or 0,771
((95% OH: 0,614 — 0,967), HomuHanHa p croidnocT p = 0,0244).

B npoyusaneto Einstein Extension (k. Tabmuua 9) puBapokcabaH npesb3xoxk/a maaneto
10 OTHOIUCHHE HA ITBPBHYHMTE U BTOPHYHHTE pe3yJITATH 33 €PUKACHOCT. 38 MEPBHUHHA
pe3yarat 3a 6e30nacHoCT (ToNeMH KPbBOH3IHBY) C€ YCTAHOBABA HE3HAYHTEITHO YHMCIIEHO T10-
BHCOK& YECTOTa NPH NALMEHTUTE Ha JieueHHe ¢ puBapokcaban 20 mg BeAHmK THEBHO B
cpaBHeHHe ¢ wane6o. BropudHusaT pesyaTar 3a 6e30nmacHOCT (ToNeMH WK KIHHHYHO
3HAYMMH HEMOJIEMH KPBBOHIIMBH) [TOKA3BA [MO-BHCOKH YE€CTOTH MPH NALMEHTHTE, JICKYBAHH
¢ puBapokcabaH 20 mg BeAHDBXK AHEBHO, B CpaBHEHHKE ¢ TU1anebo.

Tabaana 9: Pesynrarn 3a edpakacnocr B Gesonacuocr ot ¢pa3a 111 Einstein Extension

1197 nanEeHTR OPOABIDKHIH
II
poysinama nomynanus JICYeHHETO H NPOPHNAKTHKATA 38
peNHAEBRDAIL] BEHO3EH
PuBapoxcaban™ IL1ane6o
Jio3EpOBKa B NpogL/DKkHTeAHOCT | 6 BIA 12 6 uan 12
HA JICYEHHETO Mecena Mecena
N=602 N=59%4
8 42
g%irrouamen peLMaAMBHpALLL (1,3%) (7.1%)
CuMIITTOMAaTHY€EH pe B 2 13
BE aTUYCH PCLIHAHBHUPAILL (0,3%) (2,2%)
CHMIITOMaTH4H B a ; 3]
BT # POICHREPERE 1 (0.8%) (5,2%)
daranen bE/cMmbpT, kbaero bE He | 1 1
MOXe Ja 6pae U3KIMOuEH (0,2%) (0,2%)
4 0
[ 'onemMu KpBEBOUINHBU (0.7%) (0.0%)
KNHHHYHO 3HAYMMO HEeroasMo 32 7
KbpBEHE (5,4%) (1,2%)

a) Purapokcabas 20 mg BeaAHBX OHEBHO
* p <0,0001 (npesw3xoacrso), HR: 0,185 (0,087 — 0,393)




B npoyueaneto Einstein Choice (Bx. Tabnuia 10) pusapoxcaban 20 mg 1 10 mg npess3xoxaa
100 mg aueTHICATHLIMIOBA KHCEJIHHA MO OTHOILECHHE Ha ITBPBHYHHA PE3Y/ITAT 3a €PHKACHOCT.
OCHOBHMAT pe3ynTar 3a 6e3onacHOCT (cHOUTHA Ha ro/IAM KPBBOHM3JIHB) € CXOACH NMpH
NaLMEHTHTE, IEKYBaHH ¢ pHBapokcaban 20 mg u 10 mg BeaH®K AHEBHO B cpaBHEHHe cbC 100
mg aLeTHICATHLIMIOBA KUCE/IMHA.

Tataana 10: PesyaraTn 3a edprkacrocT i 6esonacuoct ot ¢aia III Einstein Choice

IIpoyuBana nonyJanHas 3 396 ca npoAL/LKEAE OPOPHIAKTHKATA 32
penHAHBHpAIN Beno3en TpoMboemboaaILM

TepanerTHuHA J03a Papapoxcaban 20 Parsapoxcatan 10 mg ACK 100 mg Benanx

mg BeAHbXK JHEBHO | BEAHDLX JHEBHO AREBHO

N=1 107 N=1 127 N=1 131
MeauaHa Ha 349 [189-362] nuu 353 [190-362] auu 350 [186-362] aum
NPOABJDKHTETHOCTTA Ha
JIEYEHHETO
[UHTEpKBAPTUIICH
NHAana3oH]
CuMrrroMaTHieH 17 (1,5%)* 13 (1,2%)** 50 (4,4%)
peunaueupail BTE
CuMnroMaTH4eH 6 (0,5%) 6 (0,5%) 19 (1,7%)
peuuaueupaiu bE
CHMIITOMATHYHA 9{0,8%) 8 (0,7%) 30 (2,7%)
permaueupawa [ABT
®daranen BE/ cMBpT, 2 (0,2%) 0 (0,0%) 2 (0,2%)
PH KOATO HE MOXKE a
ce u3Kkmo4H bE
CUMIITOMATHUEH 19 (1,7%) 18 (1,6%) 56 (5,0%)
peunausupail BTE,
HH(APKT Ha MHOKApJa,
WHCYJT WJIH CUCTEMEH
emMO0aK3BpM H3BEH LIHC
I'onemn xpuBouzauBd | 6 (0,5%) 5 (0,4%) 3 (0,3%)
KIMHHYHO 3HAYMMU 30 (2,7) 22 (2,0) 20 (1,8)
HErofIeMH KPBLBOM3JIKBM
CHMITTOMaTHYCH 23 (2’1%)+ 17 (1’5%)H 53 (4,7%)
peuraueupaiy BTE unu
rofsiM KpPEBOHRIIMB
(HeTHa KJIMHU4YHA
non3za)
* p<0,001(npes1axoncTeo) puBapokcaban 20 mg peaHbxk AHeBHO cipaMo ACK 100 mg Beansx
auaesHo; HR=0,34 (0,20-0,59)
** n<0,001 (npepB3xoacTBO) puBapokcaban 10 mg senHbxk AHeBHO cnpaMo ACK 100 mg BexHbxk




nHesHo, HR=0,26 (0,14-0,47)

' Pusapokcaban 20 mg BeAHEXK JHEBHO crq:imo ACK 100 mg Beauwmxk aueBHo; KP=0,44 (0,27-0,71),
p=0,0009 (HoMuHAaNHA)

" Pusapokcaban 10 mg Beansxk areBHO cnpsaMo ACK 100 mg BeaHbK AHEBHO; KP=0,32 (0,18-0,55),
p<0,0001 (HoMuHATHA)

B nombaHeHHe kbM mporpamara ¢asza 11 EINSTEIN, e nposeaeHo mpoCneKTHBHO,
HEUHTEPBEHIMOHAIHO, OTBOPEHO KOXOpTHO npoyuyBaHe (XALIA) ¢ oCHOBEH H3X0/, BKIIOYBAIL]
peurauBupamnt BTE, ronaMo xbpeeHe u cMbpT. 5142 nanuenra ¢ octpa JIBT ca BiioyeHu 3a
npoyvuBaHe 6€30MacHOCTTAa HA pUBApoKcabaH B ABJITOCPOYEH IUIAH B CPABHEHHE ChC
CTAHZAPTHATA AHTHKOATYJIaHTHA Tepanus B peasiHH ycaoBmi. CTOMHOCTUTE Ha rojiiMO KbpBEHE,
peuuaxpupain BTE u BCHYKM clTydaH Ha CMBPT 3a pHBapokcaban ca 6unmm croteetHo 0,7%,
1,4% u 0,5%. CpllleCTBYBAT pa3jIMK{A B OCHOBHH XapaKTCPHCTUKH Ha MALMCHTHTE,
BKJTIOYMTENHO BB3PAcCT, pak ¥ 666peuno yapexxaane. Msnomssa e ctpaTHGULUMpaH aHAIH3 110
MpeBapUTEIHO ONpEeNIeHH CTOMHOCTH 34 rpynMpaHe Ha W3MepBaHHTE OCHOBHH
XapaKTEPHCTHKH, HO BBIIPEKH TOBA OCTABALIHTE OTK/IOHEHHA MOTaT Aa MOBIHAAT Ha
pesynrature, Kopurnpanure HR, cpaBHsBawiy pHBapoxcabaH u CTAHAAPTHOTO JICUCHHE 32
ronsaMo kspsene, peupauerpaiy BTE u Bcuykn cryyan Ha cMbpT ca Onm ceoTBeTHO 0,77 (95%
A 0,40 — 1,50), 0,91 (95% AN 0,54 — 1,54) u 0,51 (95% AU 0,24 — 1,07).

Te3u pe3ynTaTv NpH NaUMeHTH, KOKTO ca OWiH HabmogaBaHH MPH peaHH yCIOBH, Ca B
CHOTBETCTBHE C YCTAHOBEHHUA NMPOGIWT Ha 6€30MacHOCT IPH TOBA NOKa3aHHE.

B rocTMapKETHHIOBO HEHHTEPBEHLIHOHATHO Npoy4BaHe npu noseye or 40 000 naupenTy He3
aHAMHE3a 34 pak, OT YeTHPH ALPXKABH, pUBapokcabaH € MpeaiincaH 3a JICYeHHEe WK
npopuwiakruka Ha JIBT u BE. YectoTtaTa Ha cs6uTHATA Ha 100 MaMeHTOroIUHH 32
CUMITTOMATHYHH/ XIHHHUHO 3HaunMu BTE/rpomboembonuurn cuOUTHSA, BOACIIH 10
XOCTIMTANI3ALMA, ¢ B quanasol ot 0,64 (95% Cl1 0,40 — 0,97) 3a O6eaneHoro Kpaicteo ao 2,30
(95% CI 2,11 —2,51) 3a 'epmanns. KepeeHe, K0€TO BOAM A0 XOCITUTAIM3ALIAA, HACTHIIBA C
yecToTa Ha cHOuTHATA Ha 100 marenToroaunu 0,31 (95% CI 0,23 - 0,42) 3a BrTpeuepeneH
KphBoU3NuB, 0,89 (95% CI 0,67 — 1,17) 3a croMamHo-upeBHO kbpBeHe, 0,44 (95% CI 0,26 -
0,74) 3a yporenuTanto kbpBere H 0,41 (95% C1 0,31 — 0,54) 3a qpyro kspBeHe.

HeamaTpruBa nomyJanas

Jeuenue na BTE u npogunaxmuxa na peyuousu na BTE npu neduampuinu nayuenmu

O6mo 727 peua ¢ norebpaeH ocThp BTE, ot kouTo 528 nomywutn puBapokcabal, ca npoy4eHH
B 6 OTBOPCHM, MHOTOLIEHTPOBY NEAHATPUMHH NpoyyusaHui. Jlo3MpopkaTa, KOpHTHpaHa cropen
TEJIECHOTO TEIJIO, NPH MALMERTH OT PaXXJaHeTO A0 Bh3pacT noj 18 roamHHy, € nosena ao
EKCMO3MIMA Ha pHBapokcabaH, noaofHa Ha HabmoaaBaHaTa NpH BL3PAcTHH naumeHTH ¢ JIBT,
JleKyBaHH ¢ pHBapokcabad 20 mg enyH MBT AHEBHO, KAKTO € NIOTBLPACHO B NIPOYYBAHETO dasa
[TY (Bk. TOUKA 5.2).

[MpoyusadeTo EINSTEIN Junior ¢a3a III € paH1oMH3HpaHo, AKTHBHO KOHTPOJHPAHO, OTBOPEHO,
MHOTOLIEHTPOBO KJIMHHYHO MpoyuBaHe npu 500 neauaTpuysm naldeHTH (Ha B13PACT OT
paxaaHeTo a0 < 18 roaunn) ¢ norespaeH octep BTE.

Hmano e 276 ngeua Ha Be3pacT 12 o < 18 rogunu, 101 aeua Ha pB3pact 6 o < 12 roauns, 69
AeLia Ha BB3pacT 2 A0 < 6 roguHu | 54 felia Ha Bb3pacT < 2 FOJHHH.




Unaexcuuar BTE e knacuduumpan karo eano ot cneauure: BTE BeB Bpp3ka ¢ LEHTpasieH
BeHo3eH KaTersp (LIBK-BTE; 90/335 nauneHTH B rpynara Ha puBapokcabas, 37/165 nanueHTH
B IPYIaTa Ha CPABHHTENHO ieYeHHe), LiepebpanHa BeHo3Ha U cuHycoBa Tpomboaa (LIBCT;
74/335 naumMeHTH B rpynara Ha pueapokcadan, 43/165 nauMeHTH B rpyrnara Ha CpaBHHTEIHO
neyenne) H Beuyky apyry, BKIounTenHo BT u BE (ne-1IBK-BTE; 171/335 nauueHTH B
rpynara Ha puBapokcabaH, 85/165 naupeHTH B rpynaTa Ha CpaBHHTENIHO jieycHUe). Hali-uecto
npeacTaBeHaTa HHAEKCHa TpoMOo3a npy aea Ha Be3pacT 12 1o < 18 roaunu e He-1IBK-BTE
npu 211 (76,4%); npH Aeua Ha BB3pacT 6 Ao < 12 roAMHH 4 Ha BB3PACT 2 10 < 6 roAMHH —
LIBCT, cvotBeTHO npu 48 (47,5%) u 35 (50,7%); v npu neua Ha Be3pact < 2 rofuHy - LIBK-
BTE nipu 37 (68,5%). He e nmano nena < 6 mecena c LIBCT B rpynara na puBapoxcaban. 22 ot
naiuenture ¢ [IBCT ca nmann nudexuus Ha ITHC (13 nauweHTH B rpynaTa Ha puBapokcabaH H
9 MalLMEeHTH B IpynarTa Ha CPaBHHUTE/IHO JICUCHHE).

BTE e npeau3BUKaH OT MOCTOAHHH, PEXOAHHA WIH H OT ABETE — IOCTOAHHH H ITPEXOIHH
puckoBH ¢axTopu npu 438 (87,6%) gena.

[TaumeHTHTE Cca MOTYYHIH TBPBOHAYAIIHO JICUCHHE C TEPANIeBTHHHH 103U HEQpaKIHOHHPAH
xenaput (HPX), xenapuH ¢ HHcKo MonekynHo Terno (XHMT), win donnanapuHyke 3a Haii-
MAJIKO 5 AHHM M ca paHIOMH3HpaHH 2:1 aa nomy4apaT WK 1034 puBapokcabaH, kopurupaHy
CIPSIMO TEJECHOTO TErJIO, WM CPABHUTEIIHM JICKapCTBa B IPyTaTa Ha CPaBHUTE/IHO JICUCHHE
(xenapunud, ABK) 3a 3-MeceueH nepHOA Ha JiedeHHE B OCHOBHOTO NpoyuBaHe (1 mMeceil npi
geua < 2 rogusu ¢ LIBK-BTE). B kpas Ha nepuoja Ha JJe4eHHE B OCHOBHOTO NPOYYBaHE
AMATHOCTHYHOTO 00Pa3HO M3C/IEABAHE, HANPABEHO HA M3XOAHO HHBO, € HAITPABEHO MOBTOPHO,
aKo € OWI0 KIHHUYHO NPHIIOKKUMO. JIeueHHETO B MPOYYBAHETO € MOXKEJIO J1a OBb/ie CIPSAHO B
TO34 MOMEHT WIH N0 npelienka Ha U3cnegoparens aa 6bae npoasipkeHo obiio 3a Ao 12 Mecena
(mpu aeua < 2 roaguHH ¢ LIBK-BTE — go 3 meceua).

[TopBUUHHAT pe3yTaT 3a epuKacHOCT € cumnToMatHueH peLausupail BTE. I1bpBHYRHAT
pe3yaTaT 3a 6e30nacHOCT € KOMOHHALMATA OT roJiiM KPHBOHM3JIMB ¥ KIMHUYHO 3HAYHM HE-TOJIAM
kpseomanuB (K3HI'K). Beuuku pesynraTi 3a epHKacHOCT M 0€30MacHOCT Ca MPOBEPEHH H
MOTBBPACHH LIEHTPATHO OT HE3aBHCHMa KOMHMCHA, 3aCJIENIEHA 3a OTIPEASICHOTO JICUEeHHE.
PesynraruTe 3a epuxacHOCT H 6e30nmacHOCT ca noka3aHy B Tabiuum 11 1 12 no-goury.

Cu6utHa Ha peumaneHpalll BTE ca Bb3HHKHaIM B rpyTaTa Ha JIe4eHHE ¢ pUBapokcaban npu 4
oT 335 nmaluMeHTH U B rpynara Ha CpaBHHUTEIHO JIEYeHHE NPH 5 0T 165 nauueHTH.
Kom6unanmsTa ot rojiaM kpbeonainke M K3HI'K e noxnaasana nipu 10 or 329 nanmentu (3%),
JleKyBaHH ¢ puBapokcabaH M npu 3 ot 162 maumentH (1,9%), nexysanu ¢ komnapatopa. Hetna
KIMHWYHA Mo/13a (cuMnroMaTuueH peuuauBupail BTE nnioc cbOHTHA Ha roisM KpbBOH3IIHB) €
cb0OIlleHa B rpynara Ha jJeucHue ¢ pusapokcaban npH 4 ot 335 nauyeHTH H B rpymara Ha
CpaBHUTENHO neyenye npH 7 ot 165 naumentu. HopManusupate Ha TpOMOOTHUHOTO
obpeMeHABaHE NPH NOBTOPHOTO 00pa3Ho H3c/eABaHe € BB3HMKHAMNO NpH 128 or 335 naumenTn
Ha JieyeHHe ¢ pMBapokcabaH H npu 43 o1 165 nauMeHTH B rpynaTa Ha CpaBHHTEIHO JICUCHHE.
Te3u HAXOAKM KATO LWIO ¢a NOAOOHHM cpel BB3pacToBuTe rpynu. B rpynara Ha puBapokcabaH e
umano 119 (36,2%) neua ¢ HAKAKBO KbPBEHE, BL3HUKHANO MPH /IEYECHHETO, & B rpynara Ha
CpaBHMTEINHO NeyeHue € umano 45 (27,8%) nena.

Ta6nuna 11: PesyaTarn 3a ¢pHKACHOCT B Kpas HA OCHOBHHY NIEPHOA HA JieUeHHE

CnlnTHE Pusapoxcaban KoMnapartop
N=335* N=165*




Pennansapam BTE (nbpBHYeH 4 5

PE3YITAT 3a ePHKACHOCT) (1,2%; 95% CI 0,4% - | (3,0%; 95% CI 1,2%
3,0%) - 6,6%)

KoMOHHaAIM: cCHMIITTOMATHYEH 5 6

peurauBupan BTE + acuMoroMaTHiHO (1,5%; 95% CI 0,6% — (3,6%; 95% CI 1,6% —

BJIOIIABaHE MPH MOBTOPHOTO 0Opa3HO 3,4%) 7,6%)

HU3CJIeABaHE

KomMOuuanmsi: cMMITOMaTHYeH 21 19

peunauBupaui BTE + acuMnroMaTuyHO (6,3%; 95% C1 4,0% — (11,5%; 95% CI 7,3%

BJIOLLIaBaHe + Oe3 IpoMAHa ITpH 9,2%) - 17,4%)

MOBTOPHOTO 00pa3HO U3C/IeABaHe

Hopmammzupane npu nopTopuoto odpazno | 128 43

H3CIIEABAHE (38,2%; 95% CI 33,0% - | (26,1%; 95% CI 19,8%
43,5%) - 33,0%)

KoMOuHanua: cHMIITOMaTH4YeH 4 7

peupauBupam BTE + rondm xpbBoH3IHB (1,2%; 95% CI 0,4% - (4,2%;, 95% CI 2,0% -

(HeTHa KIMHHUYHA 110J13a) 3,0%) 8,4%)

Jleranen wnu HenetaneH 6enonpoben 1 1

eMOOJIU3BM (0,3%, 95% CI1 0,0% — (0,6%:; 95% CI1 0,0% —
1,6%) 3,1%)

*FAS= neaeH HaOop 3a aHaau3 (full analysis set), BcHukm aeua, kouTo ca OUIH paHIOMHU3UPAHH

Ta6aana 12: PesyaraTn 3a 6€300aCHOCT B Kpasi HA OCHOBHHSA IIEPHO/I HA JIeYeHHE

PaBapokcaban Komnaparop
N=329* N=162*
KoMOuranusa: ronam 10 3
kppBoH3IuB + K3HI'K (3,0%; 95% CI 1,6% - 5,5%) | (1,9%; 95% CI 0,5% - 5,3%)
(TLpBHYEH pe3yTaT 3a
0€e3011acHOCT)
['omaM KpBBOM3IHB 0 2
(0,0%; 95% CI1 0,0% - 1,1%) | (1,2%; 95% CI 0,2% - 4,3%)
HakakBo KbpBeHe, 119 (36,2%) 45 (27,8%)
BB3HUKHAJIO TIPH JICYCHHETO
* SAF= Habop 3a aHanu3 Ha He3omacHOCTTA (safety analysis set), BCHUKH [Iella, KOUTO ca

OWNMK paHAOMH3MPAHH H Ca NMOIYYWIN Ha-MajIKo 1 f03a OT U3MHTBAHOTO JIEKAPCTBO

[IpodpunsT Ha eduKacHOCT M 6€30MACHOCT HAa puBapokcabaH e B ronsaMa cTeneH noaodeH MesxxIy
neauarpuyHarta nonyaauus ¢ BTE U Br3pactHaTa nonynauua ¢ JIBT/BE, senpexu ToBa, A€T6T
Ha YYaCTHHIINTE C HIKAKBO KbPBEHE € MO-BHCOK B NeavaTpUuHaTa nomysiaiud ¢ BTE 8
cpaBHEeHHe ¢ Bb3pacTHaTa nomynauus ¢ JIBT/BE.

[TalMeHTH ¢ BHCOKOPUCKOB TPOWHONO3UTHBEH aHTH(hochONMIUIEH CHHAPOM

B cnoHCOpHpaHO OT H3CAE0OBATENA, PAHAOMH3UPaHO, OTBOPEHO MHOTOLIEHTPOBO NPOYYBaHE
ChC 3ac/ICTieHa OLICHKA Ha KpalHUTe TOUKH, pHBapoKcabaH e CpaBHEH ¢ BapgapUH IIpH
nalHeHTH ¢ aHaMHe3a 3a TpoM003a, AMArHOCTHIMPAaHH ¢ aHTHDOCHOMUIIAEH CHHAPOM H C
BHUCOK PHUCK OT TpoMO0oeMO0nIHM CHONTHA (TIOJIOKHTENHH TIPH BCHUKHTE 3
aHTH(QOCHONMMNHAHHN TECTA: JIYITyCEH aHTHKOAry/IaHT, AHTHKAPAXOJAUITHHOBY AHTHTENA




BKIIOYBAHETO Ha 120 naupeHTH nopaau TEbPAE MHOIO CHOMTHA cpell NALHEHTHTE B rpynara Ha
puBapokcaban. CpeaHoTo npocneasBaHe € 569 quH. 59 nauMeHTH ca paHACMH3HPaHH Ha
puBapokcaban 20 mg (15 mg 3a naupeHTd ¢ KpeaTHHHOB KiMpbHC (CrCl) <50 mi/min) 1 61 Ha
sapdapun (INR 2,0 — 3,0). Tpomboembonuunu cpbuTHA ce npoaBaBat npu 12 % ot
NalHeHTHTe, pPaHIOMH3HPaHH Ha pHBapokcabaH (4 HCXeMHYHH HHCYNITA U 3 MHOKAPIHH
uHpapkTa). He ca cro0masanu crOMTUA NpH NallMEHTH, paHAOMH3UpPaHH Ha BapdapHH.
MacusHo kbpBeHe ce HabmonaBa npu 4-ma naiueHTH (7 %) oT rpynaTa Ha puBapoKcabaH H NpH
2-Ma nauueHTH (3 %) oT rpynara Ha BapdapuH.

[leapaTpyUvHa NomynauMA
EpponeiickaTa areHLus No JIEKAPCTBATA OT/1ara 3aL/DKCHUETO 3a ITPENOCTABAHE Ha

pe3yJITATHTE OT NpOY4YBaHUATA ¢ pecPEHTHHA JIEKAPCTBEH TMPOTYKT, ChABPKAill
puBapokcafaH B elHa WIHM MOBEHE NOATPYNH Ha NEAHATPHUHATA MOITYJIALKA NPH JICYEHHETO
Ha TpoMOoeMOoaHuHM cHOMTHA (BX. TO4YKa 4.2 3a HHGOPMAaLHA OTHOCHO ynoTpeba B
neaHaTpUATE).

52 (@apMaKOKHHETHYHH CBOHCTBA

Abco

Cneapamara uHpopMaLusa € 6azHpaHa Ha JaHHW, NMOTYyYEHHU IIPH BBE3PacTHM.

Pupapokcaban ce abcopbupa 6bp3o, kato MakcumanHuTe koHeHTpalyy (Cmax) ce focTHrar 2 -
4 yaca cnex npHema Ha Tabnerkara.

[MepopanuaTa abcopOuua Ha puBapokcabaH € MOYTH ITHJIHA U NIEPOPATHATA OHOHANHYHOCT €
Bucoxa (80 - 100%) 3a nosa ot 2,5 mg u ot 10 mg, npuera Karo TabiaeTKa, He3aBHCUMO JaIH
NPHEMBT € Ha MaJJHO WiH ciie]l XpaHeHe. [I[pueMbT Ha pHBapokcabaH ¢ XpaHa He [TOBJIMABA
AUC nunu Cpax nipu xo3ara ot 2,5 mg v ot 10 mg.

[Nopaau HamMaleHaTa CTeNeH Ha abcopOuums e orpeeneHa NepopaiHa GHOHATMYHOCT OT 66%
3a Tabnerka 20 mg npuera Ha riaaHo. [Ipu mpuem Ha Tabnerku puBapokcabaHn 20 mg ¢
xpaHa ce HaOmonasar nosumieHus Ha cpeaHata AUC ¢ 39% B cpaBHeHHe ¢ IpHEM Ha
TaOJIeTKHTE Ha IJ1aHO, KOETO FT'OBOPH 3a NOYTH IrbaHa abcopO1a M BHCOKa nepopanHa
onoHasmaHoCcT. PuBapokcaban 15 mg u 20 mg TpaGsa na ce npueMa ¢ xpaHa (Bx. Touka
4.2).

dapMakoKHMHETHKaTa Ha puBapokcabaH € NOYTH JiMHelHa 10 OKOMO 15 mg BEAHEX JHEBHO
NMpH NpHeM Ha rnagHo. Cnexn mpHeM Ha xpaHa puBapokcabad 10 mg, 15 mg u 20 mg
TabACTKH MOKA3BA [MPOMOPLIMOHANTHOCT Ha A03aTa. [IpH no-BHCOKH 103H pHBapoKcadaH
MOKa3Ba OrpaHUYEHA OT pa3sTBOPUMOCTTA abcopbuus ¢ HaManeHa OHOHATMYHOCT U
HaMangBaHe Ha cTeneHTa Ha abcopOimaTa npy MOBMILABAHE Ha J03aTA.
(DapMakOKHHETHUYHATA BapHaGMNHOCT Ha pHBapokcabaH € yMepeHa ¢ BapHpaHe MEXIY
oraenHuTe nauxeHTH (CV%) B uHTepRana ot 30% ao 40%.

AbcopOiLmaTa Ha puBapokcabaH 3aBICH OT MACTOTO HA HEFOBOTO 0CBOOOMXKAaBaHE B
cTOMaILHO-4peBHUS TpakT. Crobimasa ce 3a 29% u 56% Hamanenne Ha AUC 1 Crnax B
cpaBHeHME ¢ TabneTKa, KOraTo rpaHy/iaT puBapokcabaH ce ocBo60X1aBa B NPOKCHMANHHTE
OTZETM Ha THHKHUTE 4epBa.

Excrno3MnuaTa ce HaMaIABa JOMBIHUTENHO, KOraTo puBapoxcabaH ce ocBo00X/1aBa B
AUCTAJIHUTE OT/AENH HA THHKHTE YepBa UIIH BB BB3XOMALLOTO Aedeno yepso. [1o Tasu
NpHYKHHA TpIOBa Ja ce U30ATBa MPHIOXKEHHUETO Ha PHBapOKcabaH JUCTATHO OT CTOMaxa,

THil KaTO TOBA MOXe Jia A0BeJe A0 HaManeHa abcopOLuHsg U CbOTBETHO CBbP3aHa

€KCHO3HLIMA Ha pUBapokcabaH.

buonanuyHocTTa (AUC M Chax) € GHna cpaBamMa nipu 20 mg puBapokcabaH IPHIOKEH




epopaIHO KATO HaTpollieHa TabneTka, pazMeceHa B A0BJIKORO MOpPE, HIH CYCINIeHAXpaHa BB
BOJA M [PWIOKEHA NPEe3 CTOMAINIHA COHAA, MOCAEABAHO OT TEYHA XPaHa, B CPABHEHHE ¢
1gnarta rTabdierka.

Karo ce nma npeasua npeasuauMus, MPONOPLIMOHAJICH HA 103aTa (hapMaKOKHHETHYEH
npo¢ui Ha puBapokcadaH, pe3yTTaTuTe 3a OHOHATMIHOCTTa OT TOBA APOYUBaHe BEPOSTHO Ca
NPHIOKHMH 33 MOHWKABAHE Ha TO3UTE Ha pUBapoKcabaH.

Ileouampuuna nonyrayus

Heuara ca noiay4iwiH pusapokcabas Tabnerka wid NepopajiHa CyCreH3us Mo BpeMe Ha HIH
HEMOCPEACTBEHO CJIE XpaHEHE WM NPUEM Ha XpaHa H ¢ 00HYaiiHa NOPIHA TEUHOCT, 3a Ja Ce
rapaHTHpa HAJEXAHO NO3UpaHe NIpH Aclla. KakTo npu Bb3pacTHATE, puBapoKcabaH ce
abcopbupa BenHara cieqy nepoOpaiHoO NpHIoXKeHHe noj ¢opMara Ha TabneTka UK rpaHy/IH 3a
nepopaiiHa cycneH3us npu aeuara. He e HabmoaaBaHa pa3nuka HHTO B CKOPOCTTa, HUTO B
cTerneHTa Ha abcopOLMs MEXAY JieKapcTBeHHTe (opMH TabeTKa M rpaHy/IH 33 NEpopaiHa
cycrniensus. Jlunicear OK naHHU cliel UHTPABEHO3SHO NMPHIOKEHHUE NPH JIELia, TaKa e
abcomoTHaTa 6HOHATMYHOCT Ha pHBapokcabaH IPH Jela € HEH3BECTHA. Y CTAHOBEHO €
HaMAIABAHE HA OTHOCHTE/IHATA OHOHANIMYHOCT NMPH NOBHIUABAWM ce A03H (B mg/kg TenecHo
TEIJI0), NPEATIoaralo orpaHH4eHHA Ha abcopOLuaTa NpH NO-BUCOKM 03U, AOPH NPH NIPHEM
3aeqHO ¢ XpaHa. PuBapokcaban 15 mg tabneTku TpaOBa 1a ce npueMa NMPH XpaHEHE HITH C XpaHa
(Bx. TOUKA 4.2).

PasnpenencHue

CBBp3BaHETO ¢ IUTA3MEHHTE NPOTEHHH NPH BL3PacTHH € BHCOKO, okono 92% no 95%, karo
cepyMHHAT anGyMHH € OCHOBHATa cBbp3Bama ¢pakiua. O6eMbT Ha pasnpeacncHie € YMEpeH ¢
Vs npubnusurenso 50 nurpa.

Ileouampuyna nonynayus

JIMncBaT JaHHH 3a CBHP3BAHETO Ha pUBApPOKCabaH ¢ IU1a3MeHHTe MPOTeUHH, CrIeLM(pUYHH 3a
neua. Jiuncear MK naHHH clnef HHTPABEHO3HO NPHIIOKEHHE HA pUBapokcabaH [pH gena.
Ob6eMBT Ha pa3nipeae/IeHHE B CTALIHOHAPHO ChCTOSTHUE (Vs), H3YHCIICH vpe3 nomynaurorHo ®K
MOJle/IUpaHe NMpH Aclia (BB3pacToB auanasoH O o < 18 roguHM) cnea nepopanHo NPHIOKEHHE
Ha pHBapokcabaH, 3aBUCH OT TEJIECHOTO TEIJIO H MOXKE Aa 6bie ONKCcaH C AlTOMEeTPHYHA
dyHkuua, cbe cpeaHa ctoiHocT 113 | npu muua ¢ renecHo rerno 82,8 kg.

buortpanchopmalmg 4 eTMMHHHpaHe
I[Ipu BB3pacTHH, 0k0JIO 2/3 OT MpHIOXKEHATA A03a puBapokcabaH ce noanara Ha MeTabonmMTHO

pasrpaxzaase, clel KOeTo MoJIOBUHATA ¢e eMMUHMpa npe3 6s6peunTe, a ApyraTa NONOBHHA
— ¢ pexanumre. [locnennara 1/3 or npuoxkeHaTa 1038 C€ UTHYBA Ype3 JHpekTHa 6BOpevHa
CKCKpPELMA KATO HEMMPOMEHCHO AKTHBHO BEMIECTBO B YPHHATA, IMIABHO YPe3 aKTUBHA
61.6peuna cexperms.

PuapokcabaH ce metaGonusupa upes CYP3A4, CYP2J2 u CYP-HezaBHCHMH

MEXaHH3MH. PasrpaxkaaHeTo Ype3 OKHCNeHHe Ha MOPPOTHMHOHOBHUS PaIHKA U

XMAPOIH3aTA Ha aMUJIHUTE BPB3KH ¢a OCHOBHUTE npouecH Ha 6uotpancdopmannud. Ot in
vitro u3cieIBaHHA € H3BECTHO, Y€ puBapokcabaH e cyOCcTpaT Ha TpaHCHOPTHUTE

nporeunn P-gp (P-rankonporern) U Berp (IpoTenH Ha pe3UCTEHTHOCT Ha pak Ha

repAaTa).

HenpoMmeHeHusT puBapokcabaH ¢ Hall-BaXKHHAT KOMIIOHEHT B WOBELIIKATA IU1a3Ma, €3 f1a HMa
APYTd OCHOBHM WIH aKTHBHH LUpKYAUpan MeTabomumi, Che CHCTEMEH KITHPBHC oKoso 10
I/h puBapokcaban Moxe Aa ce KiacHpHLHpa KATO BELIECTBO ¢ HUCHK KITHPbHE. Cnexn




HHTPABEHO3HO MPHIMKEHHE Ha 1034 OT | mg eTMMHUHALMOHHMAT IOTYKHUBOT € OKOJIO 4,5
yaca. Cnien nepopasHO MPHIOKEHHE IMMHHHPAHETO CTaBa IKMHTHPAHO OT CTENEHTa Ha
aGcopbma. EnumMuHnpaneTo Ha pusBapokcabaH OT IIasmara HaCTHNBA C TEPMHHAJICH
NOAYXMBOT OT 5 10 9 yaca npu Miaau HHAWBKAM M OT 11 a0 13 yaca npH NAUMEHTH B
CTap4ecKa BB3pacT.

Ileouampuuna nonyaayus

JIuncBaT gaHHM 3a MeTabonusMa, cieludrUEN 3a gena. Jiuncsar OK naHHu cnen
MHTPABEHO3HO MPUIIOXKEHHE Ha pHBapokcabaH npu Acua. KnupeHesT (CL), H3uKcier upes
nomynauuonHo K MoaenupaHe npH geua (pv3pacToB quanasoH 0 no < 18 roaumm) cnen
NePOPAIHO MPIWIOKEHHE Ha pHBapokcabaH, 3aBUCH OT TEIECHOTO TErJIo U MoXe a 6ble OnucaH
¢ aloMeTpH4Ha GYHKIHA, ChC cpeqHa cToiHocT 8 L/uac 3a nuue ¢ TenecHo Terno 82,8 kg.
CpeHHTE reOMETPUYHH CTOHHOCTH 34 NONY)KABOTA HA JUCIIO3ULHA (t1/2), M3UHUCIIEHH Upe3
nomynauuoHHo ®K Moaenupane, HAMAIABAT ¢ HAMAIABAHETO HA BB3PACTTA H BApHpaT 0T 4,2
yaca NpH IOHOIIH A0 NpUOMN3UTENHO 3 Haca pM Aelia Ha Bb3pacT 2-12 roauHHM U ¢e NOHWKABaT
1o 1,9 u 1,6 yaca, chOTBETHO IpH Aelia Ha BB3pacT 0,5-< 2 roauHH H no-Manky ot 0,5 roauHH.

CnelmanHy nomyJ1auyy
IHon

[lpu BB3pacTHH, HE ca YCTAHOBEHH KJIHHHYHO 3HAYMMH PA3/IHKH BBB QapMAKOKHHETHKATA H
dapMakoIMHAMMKATA MEXKIY NMALMEHTH OT MBXKKH H )KCHCKHM MoJj1. EAMH excIuiopaTtopeH aHamu3
HE NMOKa3Ba 3HaYHMHM Pa3/iHuus B eKCTIO3NLIMATA HA pUBapoKcabaH MEXIY Aella OT MBbXKH H
AKEHCKH IOJI.

Iayuenmu e cmapuecka ev3pacm

[lauxeHTHTE B CTApYeCKa BE3PACT NOKA3BAT NO-BHCOKH IJIa3MEHH KOHUEHTpPaLMH B
CpaBHEHME C MO-MJIaJUTe NMANHEHTH ChC cpeaHu cToinocTH 3a AUC okono 1,5 mBTH 1o-
BHCOKH, OCHOBHO MOopaaH HaMaJieHua (mpuBuaeH) o6m 1 6u6peueH xmpbHe. He ce Hanara
KOpEKLHA Ha JO3aTa.

Paznuunu xamezopuu ¢ 3asucumocm om me2aomo

[Ipu BB3pacCTHH, MPEKOMEPHH OTKJIOHEHHA B TenecHoTo Terno (< 50 kg wim > 120 kg)
MMAT CaMO MAJIKO BIHAHHME BhPXY IUTA3MEHHUTE KOHUEHTPALMH Ha pHBapokcabaH (ro-
MasIko oT 25%). He ce Hanara kopekuus Ha go3ata. [Ipu neua, pusapoxcabaH ce no3upa
Ha 6a3aTa Ha TEJECHOTO TerIo. EMH eKCIUIOPATOPEH aHA/IH3 HE MO0KAa3ea 3HAUHMO
BIIMAHHE HA TOZHOPMEHOTO TEMIO WM 3aTIbCTABAHETO BBPXY EKCIO3HLMATA Ha
puBapoKkca0aH IpH Jaecua.

Meaicoyemuuvecku pazauiun

[Ipy BB3PACTHH, HE Ca YCTAHOBEHH KIIMHHYHO 3HAYUMH MEXKTYECTHHYECKH Pa3/idHA NPH
NnaldeHTH OT €BpONEHNAHAaTa, adppo-aMepHKaHCKATa, JAaTHHOAMEPHKAHCKATA, AMOHCKATA U
KHTa#HCKATA IPYIH 10 OTHOIIEHHE Ha (GapMAKOKMHETHKATa H (papMaKoIHHAMHMKATA Ha
puBapokcabaH.

EnuH eKCIUIOpaTOPEeH aHAIN3 He MOKa3Ba 3HAYMMH MEXYETHHUYECKH pasiudKs B
EKCIO3HLIMATA Ha PUBApOKCcabaH MpH Aeua OT AMOHCKATA, KHTaHCKATa W a3HaTCKAaTa IpyIH
w3BbH SInoHua M Kutail B cpaBHeHME ChC CHOTBETHATA 00Ma NEAHATPUYHA HOIMyNaLuA.

Ueprnoopobro yepesicoare




Bb3pacTHH NaLMeHTH ¢ LMpO3a H JIEKO YepHOApoOHO yepexaaHe (wiac A no Child Pugh)
NpoABABAT CaMO MHUHHMAJIHH NMPOMEHH BbB dapMakoKUHeTUKAaTa (cpeHo 1,2 nbTH
noeuieHre Ha AUC Ha puBapoxcabaH), KO€TO € NOYTH CPAaBHUMO ChC CHOTBETHATA UM
KOHTPOJIHA IPyNa 30paByU MHAWBUAH, [Ipu naiueHTH © HMpO3a H YMEPEHO YEPHOAPOOHO
yepexaaHe (knac B no Child Pugh), cpeanara AUC Ha pusapokcabaH e 3HaUHTE/IHO
noeuineHa (2,3 IETH) B CpaBHEHME CBC 3paBy fodposomu, AUC Ha HecBbp3aHaTa QpaKiMs
ce noBHiluana 2,6 meTH. [Tpy Te3H nauueHTH HMa M HaMaieHo Ob0peyHO enTMMUHMpaHe Ha
puBapokcabaH, nogo0HO Ha TOBA IIPH NAIMEHTH ¢ YMepeHO Ou0peuHo yBpexaane. Hama
JAHHH OT MALHEHTH C TeXKO YepHOAPOOHO yBpeKIaHe.

HMHxuOHupaHeTo Ha AKTHBHOCTTA Ha (akTop Xa ripy naiMeHTy ¢ yMEPEHo YepHoAPoOHO
YBpEXJaHe € MOBHIIIeHO 2,6 ITbTH B CpaBHEHME CHC 3apaBd 1o6posonuy; PT ceio €
yasDKeHo — 2,1 mbTH. [TaupeHTHTE C YMEpEeHO 4epHORPOOHO YBpEKIaHe ca no-
YyBCTBHUTE/IHM KbM pHBapoKcadaH, koeTo Boau A0 mo-cTpeMHO OK/D /] croTHOLIEHHE
MeXOy KoHLeHTpauusara U PT.

PupapokcabaH ¢ NpOTHBOMOKA3aH MpH MALMEHTH ¢ Y€pHOAPOOHO 3a00/1BaHE, CBBP3aHO C
KOAryJornaTiua ¥ KJIMHHYHO 3HAYMM PUCK OT KbpBEHE, BKIIOUMTETHO NIALMEHTH ¢ LIMpo3a ©
knac B 1 C nio Child Pugh (Bx. Touka 4.3).

JIMncBaT KIHHAYHM JAHHH NP Aelia ¢ YEPHOAPOOHO yBpexKaaHe.

bvbpeuno yepeacoane

[Ipu BE3pacTHM ce HabmoaaBa yBeJHveHHE Ha €KCIO3HIHATa Ha pHBApPOKcabaH yCopeIHo ¢
HaMassBaHe Ha 6x0peuHara QyHKIHA, HIMEPEHA Ype3 KpeaTHHHHOBHA KIHpBHC. [1pu
HHAMBHIH C JIEKO (KpeaTHHHHOB KIHpBHC 50 - 80 ml/min), yMepeHO (KpeaTHHHUHOB KITHPBHC
30 - 49 ml/min) u Texko (KpeaTHHHHOB KIHpPBHC 15 - 29 ml/min) 666peuno yspexxaane
IUTa3MEHHTE KOHIeHTpaLuK Ha paBapokcaban (AUC) ca cwotretHO 1,4, 1,5 1 1,6 muTH no-
BHCOKH. CHEOTBETHOTO 3aCHIIBaHE HA (papMAKOAHHAMHYHHTE €(EKTH € rio-u3paseHo. [Ipu
HHIKBHIIH C JIEKO, YMEPEHO H TeXK0 OBOpeuHo yBpexXaaHe UAIOCTHOTO HHXHOUpaHe Ha
aKTMBHOCTTA Ha dakTop Xa € ¢hoTBeTHO 1,5, 1,9 1 2,0 ITbTH NO-CUIIHO B CPaBHEHUE ChC
3apasi ao06poromuy; PT crino e yawmkeno — cvotBeTHo 1,3, 2,2 1 2,4 by, Hama navum ot
MaLMEeHTH C KPEaTHHHHOB KIHPHHC < 15 ml/min.

Tlopaau BHCOKATA CTEIEH HA CBBbP3BaHE C IUIa3MEHHUTE NPOTEMHH HE Ce OYaKBa pHBapokcabaH
na Moxe fa Op1e oTAeNneH Ype3 AUaInsa.

He ce npenopruBa ynorpeda npH NauueHTH ¢ KPEATHHHHOB KIMPBHC < 15 ml/min.
PupapokcabaH Tpabsa aa ce M3MOI3Ba BHUMATEHO NPH NALMEHTH ¢ KPEATHHHHOB KJIHPBHC
15 - 29 ml/min (Bx. Touka 4.4).

JIMmncBaT KIMHUYHM JaHHM [IPH fela Ha 1 rofaHHa WM NMo-ToJIEMHU C YMEpPEHa HIH TeXKa
cTeneH Ha 6B0pedHO yBpexaaHe (CKOPOCT Ha rimoMepy iHa dwrrpamus < 50 ml/min/1,73 m?).

DapMakOKHHETHYHH JAHHYU IPH MAIWEHTH

[Ipu nanMeHTH, MOJTy4aBallll pUBapokcabaH 3a JieueHHe Ha ocTpa IBI100Ka BEHO3HA
tpoM6bo3a (JIBT) 20 mg Beansk AHEBHO, CpeAHAaTa reOMEeTpHYHA KOHIEHTpauus (90%
NpPOrHO3€H HHTEpPBaN) 2 - 4 4aca ¥ OKOJIO 24 yaca clieq IpHeM Ha 11033 (MpHOIH3HTENHO
NpeACTaBNABAILH MAKCUMATHATA H MUHUMATHATA KOHLICHTPALIMH Tipe3 BPpEME Ha I030BHA
MHTEpPBaJ) € ChOTBeTHO 215 (22 - 535) u 32 (6-239) meg/l.

[pu nequaTpuuny naudedTH ¢ ocThp BTE, nomyuasanm pusapokcaban npu 1o3a, KOpUrupasa
CTIPAMO TENIECHOTO TETJIO, BOAEIA A0 eKCIIO3KLHA, Mo4o6Ha Ha Ta3H NMPH BH3PACTHH NALHEHTH C
BT, nonyyapauiy aAHeBHA o34 20 mg eAHH NBT AHEBHO, CPEIHATA N'EOMETPUYHA CTOHH




KoHUeHTpawuuTe (MaTrepean 90%), momydyeHH nmpy BpeMeBUTE HHTEPBAJIM Ha B3€MaHE Ha
npobure, NpeacTaBiABallM NpHOGIHIUTENHO MAKCHMATHATE H MUHHMAITHUTE KOHLICHTPaUHH 110

BpEME Ha A030BUA HHTepBaJ, ca 0606imenu B Tabouua 13.

Ta6aama 13: O6o6mena craTHCTHKA (cpelRa reoMeTrpa4na croiinoct (90% uuTEepBaN))
HA NJIA3MEHHTE KOBINEHTPANHE HA PHBAPOKCAGAH B CTANHOHAPHO cheTogHEE (meg/l)
cnopen peXxuMa Ha 103HpaHe H Bb3pacTTa

Bpemenn - - - - - - - -
HATEPBAJIH
o.d. N 12 - N |6-<12 - - - -
<18 rO/\HHH
roAHHH
2,5-4vaca | 171 | 241,5 24 | 229.7 - - - -
cnen (105-484) (91,5-777)
npuaarafe
20-24 yaca | 151 ] 20,6 24 | 15,9 - - - -
cneln (5,69-66,5) (3,42-45,5)
npuiarase
b.i.d, N [6-<12 N [2-<6 N 05-<2 |- -
rOAHHH TOAHBH roJiHHH
2,5-4yaca |36 | 1454 38 | 171,8 2 n.c. - -
cnen (46,0-343) (70,7-438)
npuiaraHe
10-16 waca | 33 | 26,0 37 | 22,2 3 10,7
cnen (7,99-94,9) (0,25-127) (n.c.-
npunaraHe n.c.)
t.i.d. N |2-<6 N [|Or N 05-<2 | N Or
rOAHHH PAKIAHETO roABEHH PAXIAHETO
< 2 rogEHRA <05
roJABHHA
0,5-3vyaca |5 164,7 25 | 111,2 13 114,3 12 108,0
cnen, (108-283) (22,9-320) (22,9- (19,2-320)
MpHJIaraHe 346)
7-8 uaca 5 33,2 23 | 18,7 12 21,4 11 16,1
cien (18,7-99,7) (10,1-36,5) (10,5- (1,03-33,6)
NpUIarafe 65,6)

0.d. = eANH LT AHEBHO, b.i.d. = JBa MBTH AHEBHO, t.i.d. = TPH ITBTH AHEBHO, N.C. = HE €
u3uHcneHo (not calculated)
CToHHOCTH MOA AOTHATA IPaHMLIA HAa KondecTeeHO onpeaensHe (lower limit of quantification,
LLOQ) ca 3amecTenu ¢ 1/2 LLOQ 3a H3dncneHuero Ha cratucTHcTHKata (LLOQ = 0,5 meg/l).

Bpb3ka ¢papmMakOkMHETHKA-PapMaKkOHHAMHKA

CroTHomeHHeTo ¢papMakokuHeTHKa/papMakogHHaMuka (PK/D ) mexay nnasMeHara

KOHLIEHTpAalMa Ha puBapokcabaH u HAKONKO GapMakOAMHAMMYHH KpaiHH TOYKH




(muxubupane Ha daxrop Xa, PT, aPTT, Heptest) € npoyueHo cnea npunarane Ha MHpPOK
AMana3oH oT X03H (5 — 30 mg ABa MLTH Ha JeH). Bpp3kaTta MexXAy KOHIIEHTpALMATA HA
puBapokcabaH H aKTHBHOCTTa Ha ¢akTop Xa Haii-nobpe ce onucsa ¢ Emex Mogen. [To
orHowenue Ha PT MoiensT Ha iMHEHHO NpecHuaHe ONMKCBA AaHHWUTE OOMKHOBEHO Mo-nobpe.
Hak/1oHBT Ha KpHBaTa BapHpa 3HAYHMTE/IHO B 3aBHCHMOCT OT PasjTHYHUTE H3nom3BaHu PT
pearexTH. [Ipu n3nonsane Ha Neoplastin PT, PT Ha uzxoaHo HuBO € okomno 13 s, a
HaKNOHBT 0K0710 3 10 4 /(100 pg/l). Pesynrature ot ananu3a Ha ®K/O ot dpazall u 11l ca
CXOAHH C JAHHUTE, YCTAHOBEHHU IMPH 3APABH HHIUBHIH.

[leaAuaTpyyHA MOy AALMA
He ca npoyvsanu 6e30nacHOCTTa H €pHKACHOCTTa NIPH NOKA33HHETO NPOHIAKTHKA Ha HHCYAT

H CHUCTEMHA eMOONIHA NpH MALMEHTH C HEKJIAMHO NPeAChPAHO MEKAEHE MPH JIEliA U IOHOLLH Ha
BB3pacT A0 18 rogunu.

3.3 IIpeaxnHARYHRHE JaHHEH 33 6e3omacHOCT

HexHHHYHHTE TaHHH HE NOKa3BaT ocobeH pUCK 3a xopa Ha 6a3aTa Ha KOHBCHLIMOHATHHTE
(papMakoIOrHYHH H3NMHTBAHHUA 33 H€30MACHOCT, TOKCHYHOCT NPH €AHOKPATHO MPHUICKEHHE,
GOTOTOKCHIHOCT, FeHOTOKCHYMHOCT, KAaHLIEPOT€HEH MOTEHIIMAN M IOBEHHIHA TOKCHYHOCT.
Edexture, HabmonaBaHu NpH H3MHTBAHHATA 338 TOKCHYHOCT MPU MHOTOKPAaTHO NPHIIOKEHHE,
¢a CBBP3aHH OCHOBHO ChC 3aCH/IEHATa papMaKoJHHAMHYHA aKTUBHOCT Ha puBapokcaban.
[Ipn mrpxoBe ca HabmoZaBaHH MOBMILIEHH IUTa3MeHH HUBA Ha IgG 1 IgA npu Hupa Ha
€KCMO3ULIMA, CHOTBETCTRAIM Ha KIMHHUYHHTE.

[Ipn nrexose He ca HabmogaBaHy edeKTH BLPXY PePTHINTETA IPH MBIKKHTE WIH KEHCKHTE
XKHBOTHH. M3NHTBaHKATA NPH KMBOTHH MOKA3BAT PEMIPOAYKTHBHA TOKCHYHOCT, CBBhP3aHa ¢
¢GapMakoNOrHYHHUA MEXAHH3BM Ha AchCcTBHE Ha pUBapokcabaH (Hanp. XeMOoparuuHH
ycinoxHeHus). I1pH nnasmenn HiUBa, ChOTBETCTBALIM HA KIIMHHYHMTE, ca HabnonaBaHu
eMOpHO-¢eTanHa TOKCHYHOCT (MOCTUMILTAHTALMOHHA 3ary0a, 3a6aBeHO/CTUMYIHPAHO
OCH(PULIMPAHE, MHOXKXECTBEHH OJie1H XeNAaTAJIHH I€THA) M MOBHILIEHA Y€CTOTa Ha Hal-4ecTo
cpemanuTe MapopMaLMK, KaKTO H TUTalieHTapHH pomeHH. TIpu nmpe- B nocTHaTaNHO
M3NMTBAHE Ha IUTbXOBE € HabMroAaBaHa HaMaJieHa BUTATTHOCT Ha ITOKOJIEHHETO NMPH A03H,
TOKCHYHH 38 MaHKHTe.

PuBapoxcabaH e micnenBaH npu I0BEHWIHH IUTEXOBE NPH NPOARDKHTETHOCT Ha JIEYEHHETO A0
3 Mecella, ¢ Ha4ano OT NOCTHATAJIEH JeH 4, KOeTO NOKa3Ba NOBHIIEHHE HA TIEPHUHCYIapHA
XeMoparus, KoATo He € 3aBUCHMMA OT Ros3ara. He e HabniogaBaHo ROKA3aTeNCTRO 3a
criei(pU4HA TAPTeTHA OPraHHAa TOKCHYHOCT.

6. PAPMAIIEBTHYHHA JTAHHHA

6.1 CoRchK HA NIOMOIMAATE BeIecTBa

CapueBuna Ha TabneTkara:
JlakTOo3a MOHOXHApAT

Hatpues naypuncyndar
XHIIpoMeI1o3a
Kpockapmenosa HaTpuit
Marue3ues creapar




Llemyno3a, MUKPOKPHCTATHA
KonouneH 6e3B0oAeH CWIHLIKEB THOKCH

OUIMOBO MMOKPHTHE:
XummpomMenosa

TuranoB auokeun (E 171)

Makporon

CuHcet xubiiro FCF anymunues nak (E110)

XKenezen okcua, yepseH (E 172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3  Cpok Ha roaHOCT

3 roguHH

6.4 CoenualHH yCJIOBHSE HA CbXpaHEHHE

To3H NeKapcTBEH NPONYKT HE H3UCKBA CIIEUMAIHH YCIOBHSA HA ChXPAHEHHE,

65 BHaH chALpXKARHE HA ONAKOBKATA

Bbnucrep ¢ OPA/Anymunnit/PVC/anymuuneso gomo
Bugoge onakoBku ot 10, 14, 20, 28, 30, 42, 50, 98, 100 ¢unMupaHu TabneTku.

BymctepH ¢ equauyHHA 1034 0T OPA/Anymuauit/PVC/amyMuHieBo ¢OHHO ¢ nepgopanus
Buaose onakoBky ot 5x1, 10x1, 14x1 ¢unmupanu tabnerku.

Bincrep ¢ npo3pauHo Wi HeripodpauHo PVC//PVDC/anymuHueBo ¢omHo
Bunose onakoBku ot 10, 14, 20, 28, 30, 42, 50, 98, 100 ¢pwimupasu TabneTku.

BrHcTEpH ¢ €AMHMYHHE J03M OT Npo3payHo unu Henpospayso PVC/PVDC/amymunneso donuo
¢ nepdopaums

Bunose onakorkH ot 5x1, 10x1, 14x1 ¢punmupanu TabneTxu.

Onaxkosxa 3a Tabnetkd ot HDPE ¢ BuHTOBa Kanatuka oT PP, 3amureHa cpely oTBapaHe OT
A€lia, ChABPXKALLA H3CYIIHTEN (CHITUKA I'el)

Bunose onakoBku ot 100 dunmupanu tabnerku.

He BcHYKHM BHIOBE OIMAKOBKHM MOTAT Aa ObJaT MycHATH Ha nasapa.

6.6 CpoenHAJHR NpeANA3HE MEPKH OPH H3XBhLpJIsHE H paboTa

HeH3non3paHuaT JIEKapCTBEH MPOAYKT WIH OTNABYHUTE MATEPUAIM OT HEro TpaOBa Ja ce
H3XBBPJIAT B CHOTBETCTBUE C MECTHUTE M3HCKBAHHAL.

PasrpomiaBsaHe Ha Tabnerkure




Tabnerkure puBapokcabaH Morar aa ce pa3TpoLIaT U Ja ce cycneHaupat B 50 ml Boaa u na ce
NMPWIOXKAT Ype3 Ha30TacTpalHa COHIA WX CTOMANIHA COHAA 38 XpaHeHe Cliel] IOTRBPKACHHE,
e COHAATa € pasrnoyioxkeHa B croMaxa. Cnen ToBa coHaara Tpabea ga ce npoMue ¢ Boaa. T
KaTo abcopbLuaTa Ha pHBapokcadaH 3aBUCH OT MACTOTO HA OCBOOOXKAaBaHE HA AKTHBHOTO
BEIIECTBO, TPAOBA Ja ce u30grpa NpUIOKEHNE Ha pUBapoKkcabaH JUCTATHO OT CTOMaxa, Thi
KaTo TOBA MOJKE Ja AoBeAe N0 HaMarneHa abcopbiiua U BBB Bp’h3Ka C TOBa A0 HAMAIECHA
EKCMO3HKIIHA Ha AKTHBHOTO BellecTBO. (e NpWIOKEHHE Ha pasTpoiieHa TadneTka
puBapokcaban 15 mg wiu 20 mg, npueMsT Ha 103aTa B TaKBLB CJTyuaii TpsaOBa BeaHara Ja 6nae
nocjieBaH OT EHTEPAIHO XpaHeHe.
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