KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

KT i HUTENHA ATEAUWA N0 NEKAPCTBATA

1. HWME HA JIEKAPCTBEHUSA IMTPOJAYKT | Kpama xapaxmapuomuxa Ha npogyxma - [Tpuscxerue 1
: 0240 /5T
Tun6au 20 mg (‘}JHJ'IMH]JEIHH Ta6IeTKH '{bM PR W i c:z 0{ ............ ceanenearenas
Thinban 20 mg film-coated tablets : -’a.:i'pewerfue N
3G/ MA/MP - Cd522 ....... e
DQo6neriuG N .......ouueveenirereernennns L/ S
2. KAYECTBEH U KOJIMYECTBEH CbCTAB e — o ke

Beska dunmupana Tabnerka cbabpaka 20 mg puBapokcaban (rivaroxaban).

[ToMOLIHO BELECTBO C M3BECTHO JIEUCTBHE
Beska dunmupana Tabnerka cvabpxka 167,2 mg nakro3a (KaTo MOHOXH/ApAT), BXK. TOYKa 4.4,

3a MbJIHUSA CIUCHK HA NMOMOILIIHUTE BeEllleCTBa BHUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana tabnerka (Tabnerka)

YepseHa, kpbria punmupana tabserka ¢ AuaMeTsp npyuOau3uTenHo 8 mm, ¢ BUIbOHATO penedHo
obo3nauenue I oT eaHaTa cTpaHa u “7R” or apyrara cTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

Bb3pacTHH
[IpodunakTHKa Ha HHCYJIT U CHCTEMEH eMOOJIM3BbM NPH Bb3PAaCTHH NAUMEHTH C HEKJIAIMHO

NPeAChPAHO MBIKJIEHE C €/IHH WJIH MOBeYe PUCKOBH (DAKTOPH KAaTO 3aCTOMHA Cbp/ieyHa
HE/I0CTATBLYHOCT, XHIEPTOHHUS, Bb3pacT > 75 roanHu, 3axapeH aader, npekapaH HHCYIT WK
[Mpexo/iHa HCXEMHUYHA aTaka.

Jleuenue Ha nbabdoka BeHo3Ha Tpombo3a (/IBT) u 6enoapodben embonu3zbm (bE), u npodunakTuka Ha
peuansupaiim JIBT v bE npu Bb3pactum naunenTu. (Bxk. Touka 4.4 3a XeMOAHHAMHYHO
HecTaOWIHK nauueHTH ¢ bE.)

[leauaTpuyHa nonyaaus
Jleuenune Ha BeHo3eH TpomOboemb0nu3bM (BTE) u npodunakruka Ha peunausu Ha BTE npu neua m
IOHOLIMK Ha Bb3pacT noj 18 roaunu u ¢ tersio Haa 50 kg Hal-mManko 5 1HUM ciejl Ha4yaaHo

napeHTepaiHO AHTHKOAryJJAaHTHO JIEYEHHE.

4.2 Jlo3upoBKa H HAMHH HA NPHJIOKEHHE

Jo3upoBka
IIpodhuraxmuxa na uncyim u cucmemen emMoO01U3IbLM NPU 6b3PACMHU
[IpenopbumnrenHara ao3a e 20 mg BeAHbK AHEBHO, KOATO CBHLILO € U MpernopbYrTe/IHaTa Makcmanﬁa‘-"tf- -
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Jleuenuero ¢ TuHOaH TpsaOBa 1a NPOABL/DKH ABJITO BPEME IPH YCIIOBHE, Y€ 110J13aTa OT rﬂieaermmrra

Ha MHCYJIT U CUCTEMEH eMOOJIM3BbM Ha/IBHLLIABA PUCKA OT KbpBEHE (BXK. TOUKa 4.4). [ 51
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NPpOaABJKH C [IPUEM BCAHBAK JHCBHO, KaKTo e Nnpernopb4YaHo. He TpFIﬁBa Aa CC ITpHUCMa JBOMHA 1032 B
€IHWH H CBbLIH ACH, 34 Ja CC KOMIICHCHPA MNpoITyCHATaTa A034a.

HMeuenue na J[BT, nevenue na BE u npogpuraxmuxa na peyuousupawju /IBT u bE npu ev3pacmnu
[IpenopbuMTenHaTa go3a 3a HayanHo aeueHue Ha octpa JIBT wiu bE e 15 mg npa meTH nHeBHO npe3
ITbPBUTE TPH CEAMMLIH, MMOCAeBaHa OT 103a 20 mg BeIHbXK AHEBHO 33 NMPOAB/DKABALIOTO JIEUEHHUE H
npodunakTHKa Ha peunausupaiuy JIBT u BE.

[Tpu nauunenty ¢ JABT nnu BE npeansBrkann 0T CepHO3HU NPEXOAHA PUCKOBH GaKTOPH (T.€. HACKOPO
npekapaHa cepHO3HA onepalyda Wid TpaBMa) TpAOBa aa ce 0OMHCIHN KpaTKOCpOUYHa Tepanys (Hai-
manko 3 Meceua). [lo-npoasinkuTenHa Tepandd TpadBa aa ce 0OMHCIIH NPH NALMEHTH ¢ MPOBOKHPaHU
JBT wnu BE, KOMTO He ¢a CBBP3aHH ¢bC CEPHUOIHH MPEXOAHHU PUCKOBH GAKTOPH, HETTPOBOKHUPAHU
BT unu BE, unu ucropus Ha peunansupau JABT wnu bE.

KoraTo ¢ nokazaHa no-npoaw/nkuTeNHa npodpunaktuka Ha peumansupaiy ABT n bE {(caen
3aBBLPIIBAHE Ha Hail-Manko 6 meceuHna tepanus 3a BT win bE) npenopwunrenHara no3a € 10 mg
BeAHB¥K AHEBHO. [IpH MaLMeHTH, MpyA KOUTO € CYMTA, Y€ pUCKBT OT peumauBupamu JIBT wnu BE ¢
BHCOK, KaTO TE3H C YCJIOMHEHH ChITbTCTBALUM 3a0019BaHNA KITH KOUTO Ca pa3BUiIM pexypeHTtHa J[IBT
uny BE npu no-npoabmkurennara npodunaktuka ¢ Tuaban 10 mg seansik aHeBHo, TpabBa na ce

obMucnH npueM HaTunbak 20 mg BEAHBXK JHEBHO.

[IpoobmKUTEHOCTTA HA JieweHHeTo U U30opbT Ha Ao3aTa TpaOea aa ce onpeaeysT HHAWBHUAYAITHO
cjlel BHUMAaTeNHa OLECHKA HA ChbOTHOLIEHHETO MEXKY MO0J3aTa OT ICHEHHETO U PUCKA OT KbpPBEHE
(BX. To4uKa 4.4).

Ilepuon orT Bpeme Cxema Ha npuaarane | Ooma aHeBHA 1032
JleueHue u Hen 1 -21 15 mg nBa meTH 30 mg
npo¢gunaKkTHKa Ha AHEBHO
pekypeHTHa JIBT u BE | ot ned 22 HaTaThk 20 mg BeaAHBK AHEeBHO | 20mg
IlpodunakTHka Ha Cnen 3aeppmiBade Ha | 10 mg peanvk AHesHo | 10 mg
pekypeHtHa /IBT u bE | noxe 6-MeceuHa Wik 20 mg BeAThK WiH 20 mg

Tepanus 3a BT wnu AHEBHO

bE

3a na ce ynecHH NPEMHMHABAHETO OT JICYEHHE € f03a OT 15 mg KbM siedeHure ¢ n03a ot 20 mg cnen
Hen 21 e HanMuHa ONakoBKa 3a 3anouBaHe Ha neyeHuero ¢ THHOaH 3a neueHue Ha JABT/BE.

Axo pbB ¢azarta Ha JieucHHe ¢ 15 mg aBa meTH AHEBHO (AeH | - 21) ce npomycHe eAHH npueMm,
nauueHTHT TpAOBa HesabaBHo na npueme TuHOaH 3a 1a ce OCUrypy oOLLO MPHETO KONHUYECTBO OT

30 mg TunOaH 3a egun aed. B To3m cnyuail Moxke fa ce npueMat no Aee TabneTku ot 15 mg
HaBeAHBXK. Ha cneaBauus aeH nauneHTLT TpAOBaA a NPOABL/IKM C PeIOBHUA NMPUEM Ha 15 mg ABa MbTH
JHEBHO, KaKTO € MPEnopbYaHo.

AKo BbB (pa3zaTa Ha JICUCHHE C NPUEM BEAHBK JHEBHO € MPOIyCHE €NdH NpUeM, NalueHTsT Tpabea na
npyeme HezabasHo THHOaH W Aa NPOABLIHKHA Ha PEOBHHUA MPUEM BEAHBXK JHEBHO, KAKTO €
npenopbuaHo. He TpabBa na ce npuema aBoiiHa 103a B paMKHTE Ha €AMH M CBbIUW AEH, 3a Ja ce
KOMIIEHCHpa MPOIycCHAaTaTa 1034,

Jevenue na BTE u npodunaxmuxa na peyudusu na BITE npu oeya u wnowu
JeuenuneTro ¢ TunbaH npu aeua M IOHOLWIHK HA Bb3pacT noa 18 roaunu TpsdBa aa 3anoyH
5 nHY Ccnex HAYATHO NAPEHTEPATHO AaHTHKOATYJIAHTHO JIEYEHHE (BXK. TOYKA 5.1).

,[[033Ta 3a JA€la H KOHOLIIHA C€ H3YHHKCAABA BB3 OCHOBA Ha TENCCHOTO TEIJIO.

- Tenecho Terno 50 kg win noseue: 4.
NpenopbYka c€ CAHOKpaTHA AHEBHA 1032 oT 20 mg puBapokcaban. Tosa e Mak

JHCBHa 4034.
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- TenecHo Terno ot 30 mo 50 kg:
npenopb4Ba Ce €AHOKpaTHA AHEBHa A03a oT 15 mg puBapokcabaH. ToBa € MakcHMalHaTa

IHEBHA 1034.
- 3a nanMeHTH ¢ TenecHo tersio noa 30 kg ca HanTHUHM APYTH NEKapCcTBEHH POopMH.

TernoTto Ha aeteTo TpAdBa na ce mpocieassa U 403aTa Aa ce npepasriexaa peaosHo. Tosa e
Heo0X0IMMO, 32 Jla Ce rapaHTHpa, Y€ ce NoJaAbpXKa TepaneBTHHHa f03a. Kopekuusa Ha no3ara Tpsadea
1a C€ H3BBPLIBA CAMO Bb3 OCHOBA HA MPOMEHH B TENECHOTO TEO.

JleuenuneTo TpadBa na Obae NpoALIMKEHO 3a Hal-MaJIKO 3 Mecella NpU Aela W IOHOLIH. JleueHneTo
MOXKe Ja ObJae yabKeHO A0 12 Mecela, koraTo € KNTHHHYHO HeoOxoaumo, JlunceaTt n1aHHM NpH Acua B
noAKpena Ha NOHWXaBaHe Ha 03aTa cieln 6-MeceyHo neyeHue. ChOTHOLLIEHHETO NOJ3a-pPUCK Ha
MpoAb/HKABAHE HA TepanusTa ciel 3 meceua Tpadsa Aa ObAe OLCHEHO HA HHAWBHIYAIHA OCHOBA, KaTo
Ce UMa NpeABUA PHUCKa OT pelUanBHpaula Tpombo3a CpaMo NOTEHUMATHMS PUCK OT KbPBEHE.

AKO ce NPOITYCHC CAHH NPHCM, TIPOTyCHAaTaTa 2034 TpﬂﬁBa Aa CE NMPHEME BB3MOMAHO Hﬂﬁ-CKﬁpD cren
KaTo ce 3abenexu nponyckKa, Ho CaMoO B paMKHUTC Ha ChillHA ACH. AKO TOBA HE € Bb3MOXKHO,
NaLtHCHTHT Tpﬂﬁﬂa Aa INMPONYCHE N034aTa U Aa [IPOABJDKH CbhC CJicABdllaTa 1034, KaKTO € NpEAITHUCaHO.
[lauueHTLT HE TpﬂGBa da IpUucMa Ae€ 4034, 3a 1a KOMIICHCHPa MNPOoIMMyCcHATaATa 403a.

[Ipemunaeare om aevenue ¢ anmazorucmu na sumamun K xom Tunban
- [1peBeHUHA HAa MHCYIT U CHCTEMEH €MOONH3BM: JICYEHHETO ¢ AHTArOHUCTH Ha BUTAaMHH K
(ABK) TpabBa na ce npekpaT 4 na 3anouHe Tepanus ¢ THHOaH, korato MexayHapoaHOTO
HOpManH3upaHo ¢hoTHOLeHue (INR) e < 3,0.
- Jleuenme 3a BT, BE u npeBeHumsa Ha peuUMANBH NPH Bb3pacTHH KU neucHHe Ha BTE u
peBeHLMA HA PELIMAMBH MPH NEAHATPHYHA NALHUEHTH:
Jleuenueto ¢ VKA T1pabea aa ce npekpaty 1 Ja 3anoyHe JeueHue ¢ Tunban korato INR e
<2,5.
[Ipy npeMuHaBaHe OT JieveHHe ¢ aHTAaroHUcTH Ha ButaMuH K KbM neuenue ¢ TunbaH, cToMHOCTHTE
Ha MexayHapoaHoro HopManusupaso cwoTHoirenue (International Normalised Ratio, INR) uie
Obaat ¢anuinBo NOBKHIEHHU ciel npuema Ha TunbaH. INR He € BannaeH napaMeTbp 3a H3MepBaHe Ha
aHTHKOArynaHTHaTa akTHBHOCT Ha TuHOaH W cinenoBaTeHO He TpabBa Aa ce n3nonzpa (Bx.

TOuKa 4.3).

Ilpemunaeane om nevenue ¢ Tunban xvm anmazonucmu va Bumamun K (ABK)

ChbluecTBYBa BEPOATHOCT aHTHKOAryjauuaTa 1a Obae HeaaeKBaTHA NMPU TIPEMUHABAHE OT JICUEHHE C
Tuaban kem ABK. TpabBa na ce ocUrypu npoab/DKHTENHA afeKBaTHA AHTHKOAry/JauMs nNpH
NpeMHHaBaHEe KbM aNTEPHATUBEH aHTUKoarynaHT. TpadBa na ce ordenexu, ye Tuaban Moxe na
00yCNOBH NOBHLUEHUTE CTOHHOCTH Ha INR.

[Tpn naumedTH, Kouto mpeMuuanat ot TuabaH koM ABK, ABK TpabBa na ce npunarat napanenHo
aokato INR e > 2,0. Ilpe3 mepBuTE ABE IHM OT NpeXoAHHA nepuol TpaOBa Aa ce npuiara
cTaHIapTHaTa HavanHa aA03a Ha ABK, cnen koeto nosara Ha ABK tpabea aa ce onpeaens cnopen
pesyntature 3a INR. okaro nanneHTure nueMat eaHoBpeMeHHO TuHOan u ABK, INR He Tpabea aa
ce U3cneAra no-paHo oT 24 waca ciel NpeaxoaHaTa 203a, a CaMO HEMOCPEACTBEHO Npeay clieaBaniara
no3a Ha TunOan. Cnen xato ce npeycraHoBH nprema Ha TunOaH, INR Moxe aa ce u3cneasa K
Pe3yNTAaTHTE OT U3CNEABAHETO Ca HANEKIHH MoHe 24 vaca cliel MpyUeMa Ha nocieaHaTa no3a (Bx.
TOMKH 4.5 1 5.2).

IHeduampuunu nayuenmu
Hena, xouto npemuHapat oT TuHOaH kbm ABK, Tpabra za npoabnxkar na npuematr Tunaban 3a

48 yaca cnen nepsata n03a ABK. Cnea 2 1Hu Ha ¢ IHOBPEMEHHO NPUIIOKEHHE TpAOBA J1a Co-HARpaBM
M3C/IEABAHE M Aa ce noayvat peayaraTtvre 3a INR, npeau cneasawara nosa Tunban no xemaﬁ AL Moy

_'_,..---l—| .

[Ipenoptusa ce eAHOBPEMEHHOTO NMpuIOkeHHe Ha TunbaH 1 ABK na npoxwiku, aoKaro £ >.2.6. o AN

Moo

Cnen kato npuemsT Ha TuHbaH ce npeycranosH, INR moxe aa ce uscneasa v na ce; oy, a:t"* ‘ﬁjﬁq* L )
* .r | %] -

HaZEeXAHH pe3yaTaTtd 24 vaca ciieq npHeMa Ha rocieaHara 103a (BX. no-rope u m'-ma4 “5). o .-.:.:'_‘_;_-* } 3’:‘.; |
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ITpemunasane om nevenue c napenmepainu anmuxoazynaumu xom Tunban

Ipy BB3PACTHH M NEAHATPUHHH MALIMEHTH, KOUTO MOHACTOSALIEM NOMYYaBaT NapeHTEPaIHH
dHTHKOAryJaHTH, MPEyCTAHOBABAHETO Ha MAPCHTEPANIHUA aHTHKOATYJIAHT M 3ano4BaHeTo Ha TUHOaH
TpAOBA Aa ce ocbluecTBAT (0 10 2 yaca npeau BPEMETO 3a CIEABALIOTO IUIAHUPAHO MPHUIOKEHHE HA
napeHTepajieH JEKapCTBeH NPOAYKT (Hanp. HUCKOMOJIEKYJICH XENAPpHH) WK NPH NIPEKPaTABAHE Ha
NPOABLKUTENHOTO NMPHIOKEHHE Ha NAPEHTEPATHHUS JIEeKapCTBEH NPOAYKT (Hanp. UHTPaBeHO3€eH
HedpakLHOHUPaAH XenapHH).

Ipemunasane om nevenue ¢ Tunban Kem napenmepaniu aHMuUKOAZyIaHmu
[pekpateTe TUHOAH M MPUIOXKETE MBLPBATA 1033 OT NAPEHTEPATIHUS AaHTHKOArY/IaHT 110 BPEMETO,
Korato TpabBa Aa ce npreme cieapailara 1o3a TuHbaH.

Cnenuanuy nonyaatua

bwvbpeuno yepeowoane

Buv3pacmnu:

OrpaHH4Y€HHTE KITHHWYHH JaHHH 34 MalKMeHTH ¢ TeXKo 0BOpeyHo yapexaaHe (KpeaTHHHHOR KIHPBHC
15 — 29 mi/min) noka3gar, He NjazMeHUTEe KOHLUEHTpALUU Ha puBapokcabaH ca 3HaYMTETHO
nosuiieHy. Ilo Tasu npuynHa Tunban Tpadea aa ce npunara ¢ NOBHLIEHO BHUMAHKUE MPU Te3M

nauuneHTH. He ce npenoprura ynorpebara npu nanydeHTH ¢ KPEATHHUHOB INIMPBHC < 15 ml/min (Bxk.
TOYKH 4.4 n 5.2).

[Tpu naunenTH ¢ ymepeHo (kpeaTHHHHOB KIHpbHC 30 — 49 ml/min) win ¢ Texko OpOpeuHo
yBpexaaHe (KpeaTUHHHOB KIHPBHC 15 — 29 ml/min) ca BanuAHYU clieaHUTE NPENOpPbKHY 3a JO3UpaHe:

- 3a npeBeHLIUA HA HHCYIT U CUCTEMEH eMOOJIH3BM NPH NALHEHTH ¢ HEKNATHO NIPEACHPAHO
MBXKICHE, IPENOpBLUMTENHATA A03a € 15 mg BeOHBK JHEBHO (BXK. TOYKa 5.2).

- 3a neuenne Ha JIBT, neuenne na bE n npesenuus Ha peuuausupanid BT u BE:
naluueHTHTE TpAOBA 12 ce nekyBat ¢ 15 mg aABa mbTH Ha oeH npe3 nbpBUTe 3 ceamuu. Cnen
TOBa, KOTAaTO NPenopbLUYMTENHaTa A03a € 20 mg BeIHBX IHEBHO, TPAOBA Aa ce oOMHUCaH
NOHWXABaHe Ha ao3ata oT 20 mg BeAHBLX AHEBHO Ha 15 mg BEAHBXK AHEBHO, aKO OLUEHEHUAT PHCK
OT KbpBeHE 3a MalMeHTa HaABULIaBa pyucka ot peunrausvpawy BT u BE. Ilpenopbkara 3a
ynotpeba Ha 15 mg ce ocHOBaBa Ha PapMAKOKMHETHHHO MOZENHUpPAHE ¥ He € NMpoyy4BaHa MpH
Te3W KIMHHYHY YeoBHa (B, Touku 4.4, 5.1 n 5.2).

Koraro npenopsynTenHaTa 103a € 10 mg BeAHBXK AHEBHO, HE C€ Halara Ts Ja ObAe
KOPHIHpaHa.

He ce Hanara kopekiys Ha A03aTa NPH NaUUEHTH ¢ Jieko 60peuHo yBpexkaane (KpeaTHHUHOB KIIMPBHC
50 -80 ml/min) (Bk. TOuka 5.2).

leouampuuna nonyrayua.

- Jlewa ¥ 1OHOLIN ¢ f1eKa cTerned Ha 0b0peuHo yBpexaaHe (CKOpOCT Ha rIoMepyJ/iHa QUATPpaLIHA
50 — 80 ml/min/1,73 m?): He ce Hanara KOpeKUMA HA 103aTa, Bb3 OCHOBA HA JaHHH NPH
BBL3PACTHU U OIPaHHYECHHU JAHHH NPHU NEAWATPUYHH NAUMEHTH (BX. TOUKA 35.2).

- Jeua v 10HOLIKM C YMEpPEHA HIH TeXKa CTENEH Ha ObOpeuHO yBpeXKIaHe (CKOPOCT Ha
rnomepyiHa punrpauus < 50 ml/min/1,73 m? ): Pusapokcaban He ce npenopbusa, Thil KaTo
JIMNICBAT KJIMHHYHH JaHHH (BX. Touka 4.4).

Heproopobuo yapenxcoane .
TuHOaH € NpoTHBOMOKA3aH NPH NALMEHTH ¢ YepHOAPOOHO 3aboIABaHe CBBLP3aHO C KOary, T TN
KJIMHHYHO 3HAaYUM PHCK OT KbPBEHE BKIIOUHTENHO nauueHTy ¢ nuposa Child Pugh B N

TOUKH 4.3 1 5.2). HaMa KNMHUYHM JaHHKM NPH Jeua ¢ YePHOAPOOHO yBPEKAAHE.

IHonyaayua e cmapuecka ev3pacm
He ce nanara kopurupase Ha go3ata (Bx. ToYka 5.2).

€
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Tenecrno mezno
He ce Hanara KopMrapaHe Ha A03aTa 33 Bb3PacTHH (BxK. TOUKa 5.2).
3a neIHaTpU4HU NAaLUMEHTH JO3UPOBKATA CE€ ONpPENSIs Bb3 OCHOBA Ha TEMECHOTO TEro.

Ilon
He ce Hanara kopurupaHe Ha A03ata (BX. Touka 5.2).

Hayuenmu noonazanu na kapouosep3uo

Jleuenve ¢ TunbGan Moxke 1a Ob/1€ HHULUAAPAHO WIH NPOABILKEHO MPU NALMEHTH, KOHTO MOXKE A C€
HY>XOAsT OT KapAHOBEP3HO.

[Tpu TEE (Tpance3odareanHa exokapauorpaMa) KapauoBEP3HO MNPH NMNAUHEHTH HEEKYBaHH Npeax
TOBA C aHTHKOATYJIaHTH, JleueHureTo ¢ THHOaH TpabBa Aa 3anmouHe NoHe 4 yaca npeaH KapaHOBEP3HOTO,
3a /12 C€ OCUIYPH aICKBATHA aHTUKoarynaums (B>x. Toukd 5.1 u 5.2). [Ipu BcHUkH nauveHTH npeay
KapaHOBEP3HO € HEOOXO0AUMO MOTBBLPXKACHHE, Y€ NALUMEHTHT € npueMan TuHbOaH cnopen
npeanHcaHuaTa. PeuieHuATa 3a 3aM04BaHe Ha JICYCHHE H HEMOBATa NPOABDKHTENIHOCT TpadOBa Aa
B3€MAT MOJ BHHMAHHE YCTAHOBEHHUTE IPETNIOPBbKHU 33 AHTHKOAry1aHTHO JICYEHHE TTPH NAUHEHTH
NOUTIOXKEHH Ha KAPAHOBEP3HUO.

Tayuenmu ¢ nexiranno npedcsporo muixcoene, koumo ca nooaoscenu Ha IIKH (nepxkymanna
KOPOHAPHA UNMEPBEHYUR) C NOCMABAHE HA CITNEHM

Hma orpaHuueH ONMHT OT MpWjiaraHe Ha NMOHIKEHa A03a ot 15 mg Tunban BeaHbK AHEBHO (MK

10 mg TunOaH BeaAHBK AHEBHO 3a MALKEHTH C YMEPEHO OBOPeUHO yBpekaaHe {KPCaTHHUHOR
kipbHe 30 — 49 ml/min]) B aonwiasenne kbM P2Y 12 nuxuburop 3a makcumym 12 mecena npu
MalHEHTH ¢ HEKJIAMHO NPEACHPAHO MBXKAEHE, KOMTO C€ HYKAAAT OT NepopallHa aHTHKoarynauus 4 ca
nonoxedH Ha I1KHM ¢ nocraBgHe Ha creHT (BK Toukn 4.4 u 5.1).

Ileouampuuna nonyaayus

besonmacHocTTa H e(pUKACHOCTTA Ha pHBapokcabaH npu aeua Ha Bu3pacT O 4o 18 roadHu He ca
YCTRHOBEHH NMPH NOKa3aHUeTO NpodHNAKTHKA Ha MHCYAT W CHCTEMHa eMOOJIHA NPH NaUMEHTH C
HEKJ1aITHO NpeACbpAHO MbxKaeHe. Jluncear aannu. [1o Ta3u npHuMHa TO#H He ce nNpenopbUBa 3a
ynotpeOa npH Aeua nof 18-roguiiiHa pb3pacT 3a ApYrM NOKa3aHuA, ocBeH JedeHne Ha BTE u
npodunakTika Ha peuuaueu Ha BTE.

HayuH Ha NpUWIOKEHHE

Bw3pacmnu.

THHOaH e npeaHa3HaYEH 3a MEPOPATHO NPHITOKEHHE.
TabneTkuTe ce mpueMart ¢ XpaHa (BxX To4ka 5.2).

Pazmpowasane na mabremxume

[lpn nauuMeHTH, KOUTO HE MOTAT Aa Nnornsat TabneTkure Henu, Tabnerkara TuHbOaH MOXe na ce
HATPOLUK H Ja C€ CMECH € BOAA WK 10BIKOBO MIOpe HEMOCPEACTBEHO NPEIH ynoTpeba H J1a ce
NPHIOXKH NiepopanHo. Cnel npuemMa Ha HaTpoUICHHUTE PUAMHpaHyu TabneTkn THHOaH 15 mg unu

20 mg TpabOBa BeaHara Aa ce NpueMe XpaHa.

HarpowenaTta TabneTka Moxe Jia ce npuiiara Cblllo K 4Ype3 CToMalllHa coHAa. (BX. To4Ka 5.2 W 6.6).

Heya u onowu ¢ mezno vao 50 kg

TuHOaH € 3a NepOpPATHO NMPUTOKEHHE.

[TaumeHTHT TpAOBa a 6bae NOCHBETBAH Ja NOoNThILA TabneTkaTa ¢ TeyHocT. T4 TpaOBa Aa ce npueMa
ChIIlO ¢ XpaHa {BXK. Touka 5.2). Tabnerkure TpaOBa Aa ce NpHeMaTt NpHOAH3IATENHO Npe3 HHTEpBan OT
24 yaca.

B cayuaii ue nauMeHTHT M3IUTIOE BEIHATA J103aTa WK NOBLPHE B paMKUTE Ha 30 MHHYTH WA Ay
NPWIOXKEHHUE Ha 103aTa, fo3aTa TpadBa fa ce npueMe NoBTOPHO. AKo obaue NauMeHTD ¢
30 —Ttata MUHYTa OT NIpUEMA, HOBA 103a HEe TpAOBa Ja ce npuiara ¥ cieJpaulara 103a
B3EME M0 CXEMaTa.

Tabnetkara He TpaOBa aa ce pasfens npH ONMT Aa ce HabaBM yacT oT Ao3aTa B Tabn
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Pasmpowasane na mabaemxume
[Ipy naLueHTH, KOWTO HE MOTaT Aa MNOorIbLAT TabNEeTKUTE LEAH Ca HAJIHYHH JIDYTH JIEKAPCTBEHH

¢opMH. AKO ApPYTHTE JIEKaPCTBEHHU (OPMU HE Ca HA Pa3noIoKEHHE NPH HINHCBAHETO Ha JO3H OT

15 mg wiu 20 mg pusapokcabaH, Te MOTaT Jja ce OCHTYPHAT, KaTo ¢e pa3Tpoluu TabdneTka oT 15 mg mm
ot 20 mg ¥ ce CMECH C BOAA MITH A0BIKOBO MIOPE HENOCPEACTBEHO MPEAH YNoTpeda H CE NPHIIOKH
NepopaHo.

PastpotiiieHaTa TabneTka Moxke aa ce npuiara 4pe3 Ha3oracTpaaHa HITH CTOMAIIIHA COHAA 32 XPaHEHE
(BXK. TOYKH 5.2 1 6.6).

4.3 IlporuBonoka3zanns

CBpBXYYBCTBUTEIHOCT KbM aKTUBHOTO BELLECTBO MM HAKOE OT NMOMOLLHHTE BELLECTBA, H30poeHH B
To4yka 6.1.

AKTHMBHO, KINHHYHO 3HaYUMO KbpPBEHE.

Jle3ns UM ChCTOSHUE, 8KO C€ CHHTA, Y€ NPEACTARNABA 3HAUUM PHMCK 34 CEPUO3HO KbpBeHe. ToBa
MOKE J1a BKUTIOUYBA HACTOALIA WiH CKOPOIIHA raCTPOMHTECTUHAIHA A3Ba, HAJIMYHME HA 3]10KaYECTBEHH
HEOoIU1a3MH C BHCOK PHMCK 3a KbPBEHE, CKOPOLIHO HapaHABaHE Ha IJTaBHUA WIK rpbOHa4YHAA MO3JBK,
HaCKOpO NpEeThPNAHA ONEPALIMA Ha [NTaBHUA MO3BK, FPbOHAYHHA MO3BK MJTH OUMTE, CKOPOLLCH
BbTpEUEPENEH KPhBOUINMB, U3BECTHH MITH CYCNEKTHH €30(¢arcaiHy BapulH, apTEPHOBEHO3HH
MandopMalWH, CbAOBH aHEBPH3IMH MJIM CEPUO3HH WHTPACNIHHAITHH HITH UHTpauepeOpaniy Cba0BH
aHOMaJIWH.

EanoBpemMedHo leueHHE C© APYrH aHTHKOArylaHTH, Hanp. HeppakuuoH1pal xenapud (HOK),
HHCKOMOJEKYJIHM X€NapyuHy (€HOKCanapuH, AaNTenapyH U Ap.), NPOU3BOAHH Ha XenapyHa
(boHAanapHHYKC H Ap.), NepopanHy aHTHKoarynaHTu (Bapdapun, AabMraTpaH eTekcunar, anikcaban
M Ap.) OCBEH NpH cneudpHUHH 0OCTOATENCTBA KATO NPOMAHA HA aHTHKOAryJaHTHOTO JIEYEHHE (BX
TouKa 4.2) unu koratro HOK ce npunara B 1031, He0OX0ANMMH 32 NOATLPIKAHETO Ha NPOXOAHM

LIEHTpaNeH BEeHO3EH WIH apTepHaicH KaTeTbp (BXK. Touka 4.5).

- YepHoapoOHo 3abonsBane, CBBLP3aHO ¢ KOATYJIONATHA W KJIIMHHYHO 3HAaYUM PHUCK OT KbPBEHE
BKJTFOYHTETHO NauHeHTH ¢ udpo3a ¢ Child Pugh B u C (BXk. TOuka 5.2).

4.4 CrhnennajHY NpeaAYNPekKIACHHA ¥ RPEANA3IHH MEPKH

[pe3 uenus nepyuoa Ha JICYEHHE CE NMPENOPBHYBA KIHHHYHO HAONIOACHHE B CHOTBETCTBHE C
aHTHKOarynauMoHHaTa rnpakTHKa.

Puck OT KbpBEHE

Kakto u ¢ Apyru aHTHKoaryjiaHTH, NauHeHTUTe KouTo npueMar Tunban Tpadbea na ce Habmonasar
BHUMATEHO 3a NpU3HaLK Ha kbpBeHe. [IpenopbuBa ce Aa ce H3NOA3BaT ¢ NOBHILIEHO BHUMAaHHE NpPH
3a00NABaHHSA C MOBMILIEH PHCK OT KbpBeHe. IIpunokeHnero Ha TuHOaH TpadBa na ce npeycTaHoBy, ako
HACTBIU TEKbK KPHBOU3IIUB (BXK. TOUKa 4.9).

B KIMHUYHHUTE NPOYyYBaHUA KbPBEHETO OT JIMFABULIMTE (HANp. EMUCTAKCHC, MTMHIMBAJTHO,
raCTPOMHTECTHHANTHO, YPOr€HHTATHO BKIOYHTENHO aOHOPMHO BarHHaNHO WIH YBeIHYeHO
MEHCTPYAJIHO KbpPBEHE) H aHEMHA ¢a HaOMIOAABAHH MO-4eCTO MPH ABJITOCPOHHO NIEYEHHE C
puBapokcabaH B cpaBHEHUE ¢ neueHHe ¢ ABK. Ilo Tasu nprunHa, B AOMBIHEHHE KbM aA€KBaTHOTO
KIMHUYHO HaOmoneHue, nabopaTopHOTO U3C/eABaHE Ha XxeMorobnHa/xeMaTokpura 6w Morno aa 6
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[Tpu BCAKO HEM3ACHEHO MNOHKXKABaHE Ha XeMOTIOOMHA WK KPLBHOTO HaisraHe TpAOBa Aa ce ThpPCH
M3TOYHUKBT Ha KbPBEHE,

Benpeku, ye 1€4eHHETO ¢ pUBapoKcabaH He U3NCKBA PYTHHHO NMpOC/ieAABaHe HA EKCIMO3ULIMATA,
HHBATa Ha pUBapoKcadaH, H3IMEPCHH ¢ KATHOpHpPaH TECT 3a KOJIMHMECTBEHO OIpeaesiHe Ha aHTH-
dakTop Xa Moxke na ObAar oT Non3a B M3BLHPEAHH CUTYALMH, KOraTo AaHHHUTE 34 €KCMO3ULIHATA Ha
pHBapoxkcabaH MOXe Ja MOMOrHaT 3a B3eMaHe Ha HHQOPMHpaHH KNHHHYHHU PELIeHHS, Hanp. Nnpu
npeao3yupaHe U CrElIHa XHpypriuHa HaMeca (BxK. ToOUkH 5.1 u 5.2).

Hleouampuyuna nonyrayus

[Ipu nena ¢ Mo3bYHA BEHO3HA B CUHYCcOBA Tpombo3a, kouTo uMat uudekuua Ha LIHC naHnuTe ca
orpaHHueHH (BkK. Touka J.1). PucksT 0T kbpBeHe TpaOBa na Obae BHUMATENHO OLEHEH NPEaH ¢ NO
BpeME Ha TepanuaTa ¢ puBapokcadaH.

brOpeuHo yBpexaaHe

[Ipu BBE3pacTHH NAUMEHTH € TEXKO OBLOpeyHO yBpexnaHe {(KpeaTHHHHOB KITHPBHC < 30 ml/min) e
BB3IMOKHO TIa3MEHHTE HUBA Ha puBapokcabaH aa ObAaT 3HAYMTENHO NOBMILeHH (cpeaHo 1.6 mbTH),
KOETO MOXe jAa AOBEAE [0 NOBULICH PHCK OT KbPBEHE,

Tunban Tpabea aa ce W3Moa3Ba C NOBHIIEHO BHHMAaHHWE NPH NaLIHEHTH C KPEATHHHHOB KIHPBHC 15 —
29 mi/min. He ce npenopnusa ynorpebara My nNpH NallHEHTH C KPEATHHUHOB KIHPBHC < 15 ml/min
(k. Touxku 4.2 u 5.2).

Tunbaun Tpabsa fa ce U3MOI3Ba BHUMATENHO NPH NalMeHTH ¢ 0B0peuHo yBpekaaHe, KOUTO
€JHOBPEMEHHO NPHEMAT APYTH NEKapPCTBCHU NPOAYKTH, NOBHLIABALLA TU1a3MeHHTE KOHLIEHTPALMY Ha
puBapokcabaH (Bx. TOUKa 4.5).

PusapokcabaH He ce npenopbyusa Npu AeLa H KOHOLIH ¢ YMEPEHa HITH TeXKa cTeneH Ha 6u6peyno
yBpekaaHe (CKOpOCT Ha riioMepyiHa duitpauua < 50 ml/min/1,73 m?), Thil KaTO JIUNCBAT KIHMHHYHH
NaHHM.

B3anMoIeHCcTBUE ¢ APYTH IEKa HU MPOAYKTH
Ynorpebara Ha TunDan He ce mpenopbyBa NpU NALKHEHTH, KOUTO NMOTYYaBaT €AHOBPEMEHHO CHCTEMHO

NeYeHHE ¢ a30J10BH aHTUMHKOTHLIM (KaTO KETOKOHA30J1, HTPAKOHA30/1, BOPUKOHA307 Y NMO3aKOHA30)1)
uind HIV nporea3un uHXuOGHTOpH (Hanp. puToHaBHp). Te3n akTHBHH BELIECTBA ¢a MOLUIHH HHXHOHUTOPH
Ha CYP3A4 u P-gp ¥ no tasu npuyuHa MOTaT Aa NMOBULIAT I1a3MEHATa KOHLUECHTPALIMA Ha
puBapokcadaH 10 KIMHHYHO 3HaYHMa cTenel (CpeaHo 2.6 NbTH ), KOETO MOXKE Aa NOBEE A0 MTOBULLEH
PUCK OT KbpBeHe. JIUNCRaT KIMHHYHH JaHHHW NIPH €14, KOUTO NPOBEXKAAT ChITETCTRALI0 CHCTEMHO
neyeHue cbe ciiHM MHXHOUTOpU Ha CYP 3A4 n Ha P-gp(Bx. Touka 4.5).

HeoOxoaumMo € BHUMaHHE NMPH NaLUEHTH, KOUTO NMPOBEKIAT JICUCHHE €AHOBPEMEHHO C JIEKAPCTBEHH
NPOAYKTH, KOUTO NOBJIMABAT XEMOCTA3ATA, KATO HECTEPOUAHH NPOTHUBOBBL3IIATUTEIHN CPEACTRA
(HCIIBC), auernncanuusnosa kucenuda (ACK) v uexubutopu Ha TpoMOOLMTHATA arperaiidsa Wiu
CeNIEKTUBHH HHXHOHTOpH Ha 0BpaTHOTO 3axBauiaHeHa cepoToHuHa (SSRI), ¥ HHXHOUTOPH Ha
OoOpaTHOTO 3aXBalllaHE Ha CepOTOHHHA K HopenuHedpuHa (SNRI). [1pu naumMeHTH © puck ot
YAUEPATHBHO FACTPOHHTECTHHAIHO 3abongBane MOXKe Aa ce OOMUCIH BL3MOXKHOCTTA 32 NOAXOAAILO
NPOPUIAKTUYHO NeUeHHe (Bxk. Touka 4.5).

HApyru puckoBy (HPaKkTOpH 3a KbPBEHE
[TonoGHo Ha aApyrn aHTHTPOMBOTHYHH CpeAcTBa, puBapokcabaH He ce penophYBa 3a ynotpeta npu
MALUMEHTH C NMOBHLUICH PUCK OT KbPBEHE, KATO:

g BPpOACHH UIIH HPHI[OﬁHTH HApYLICHHA B KPBbBOCDBCHPBAHCTO

® HCKOHTPOJJHPaHa TCXKKaA apTeépHallHa XHNEPTOHHUA /,,ff'- N o
TR N

® APYTro CToMalllHO-YPCBHO 3abonsBaHe 6e3 aKTHBHO Pa3a3BsaBaHEC, KOCTO NOTCHLHA g%ﬂ-ﬂ;ﬂ--

NOBEAE N0 YCJIOKHEHHS C KbPBEHE (Hanp. Bb3NanuTenHo upeBHo 3abonseane, €30
FaCTPHUT H racrpoesogarcaneH pediyke) j
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[MauneHTH ¢ pakoBo 3abonapaHe

B13MOXHO € NalMEeHTHTE ChC 3710Ka4YeCTBEHO 3a00/ABaHe €IHOBPEMEHHO /13 Ca M3JI0XKEHH Ha No-
BHUCOK PHCK OT KbpBeHe U TpoMbo03a. IIpn nauneHTH ¢ akTHBHO pakoBo 3abonssaHe TpaOBa aa ce
NpeLeHH HHAUBHAYANHATA 110J13a OT aHTUTPOMOOTHYHOTO JIEYEHHE CNPAMO PHCKA OT KbPBEHE B
3aBUCHMMOCT OT NIOKALUMATA Ha TYMOpA, aHTUHEOIUTaCTHYHATA TEPANUA U CTAIHA Ha 3abosigBaHeTo.
TyMopuTe, NOKaNTH3HPAHU B CTOMALIHO-YPEBHHS UJIH YPOTreHHUTANIHUS TPAKT, Ca CBBP3aHH C NOBHLLIEH
PHCK OT KbpBEHE NO BPEME Ha TepanuaTa ¢ puBapokcaban.

[Tpn naieHTH CbC 3N10KAYECTBEHH HOROOOpa3lyBaHHA C BHCOK PUCK OT KbpBeHe, yrioTpebaTa Ha
puBapokcabaH € npoTUBONOKa3aHa (Bx. Touka 4.3).

[TaiMeHTH ¢ KIAMHY NPOTE3U
PupapokcabaH He TpaOBa 1na ce H3noa3Ba 3a TpoMOonpodunakTHKa NpH NALHEHTH, KOUTO HACKOPO ca

npeTbLpreny TpaHcKaTETbpHa CMsHa Ha aopTHa Knana (TAVR). besonacHocTTa M e(MKacHOCTTa Ha
puBapokcabaH He Ca NPOYUEHH NPH NALMEHTH ChC ChPACYHO KIAMTHO NPOTE3UPaAHE; MO Ta3H NpUUHHA
HAMAa JaHHH B MMOJKpPENa HA CTAHOBHUILIETO, Y€ pUBapokcabaH OCHrypsaBa aJeKBaTHa aHTHKOAryJalmus
NPy Ta3u nomyaauus naudeHTy. [IpH Te3d NauKeHTH He ce NpenopbyBa neyeHue ¢ TuHOaH.

[TauneHTHn ¢ anTHPOCHONUNHAEH CHHAPOM

JHpexkTHO AeHcTBalIH opaiiHH aHTHKoaryJaHTH (DOACSs), sxmounTtenHo pupapokcabaH, He ce
NpenopbLYBAT NPH NALKEHTH C aHaAMHE3a Ha TpoM003a, KOUTO ca AHAarHOCTHLIMPaHHM C
anTHdochonunnaeH cHHAPOoM. OcoBeHOo npu NalHeHTH, KOUTO Ca TPOHHO NO3HTUBKHMU (32 TYyNTYCEH
AHTHUKOAryJlaHT, AHTUKApIUOJIMIIMHOBY aHTMTENa ¥ aHTHTeNa cpelly aHTH-0era 2-rnukonporeuH |),
neuerreTo ¢ DOACs Moxke aa 6bae CBBP3aHO ¢ MTOBHILCHA YeCTOTa Ha PeKypPeHTHH TPOMOOTHYHHU
CHOHTHA B CPaBHECHHE ¢ TEPANMATA ¢ AHTArOHUCTH HA BUTAMHH K,

[TalMEHTH ¢ HEKNANHO NPEACHPAHO MBKACHE, KOMTO ¢a noanoxeHd Ha [1IKHM ¢ nocTapsane Ha CTEHT
MMa xTMHUYHM NJAHHU OT HHTEPBEHLIMOHANIHO NPOYYBaHEe ¢ OCHOBHA LIEN J1a ¢ HANPaBH OLICHKA Ha

6e30MacHOCTTa NPH NAUMEHTH ¢ HEKIAMHO MPeAChPAHO MBKACHE, KOUTO ca noanoxenu Ha J1IKU ¢
NocTaBAHe Ha CTEHT. JlaHHHMTE 3a €PUKACHOCT B Ta3H MOMYJIaUMA ca OFpaHHYEHH (BXK. TOUKH 4.2 1 5.1).
Hama naHHM 32 TAKHBa NALMEHTH € NpEKapaH KHCYIT/TIipexoaHa ncxemMuuHa ataka ([1IMA).

XeMOAWHAMHYHO HecTaOWNHK NauneHTU ¢ bE WK NalldeHTH, KOHTO ce HYKIAAT OT TpoMOonu3a MK

6enoapobna emBonexromMus
Tunban He ce NpenopbUBa KaTO AJITEPHATHRA HA HE(PPAKLIMOHHUPAH XENapHH NPH NMAUKMEHTH C

benogpobeH eMOOTHIBM, KOUTO ¢a XEMOAHMHAMHYHO HECTAOWIHH WM HA KOUTO MOXKE [a C€ HANpaBH
TpoMbonu3a wiu denoapobHa embonexTomus, Thi kato 6e3onacHoCTTa H ePUKACHOCTTA Ha
puBapokcabaH He ¢a YCTAHOBEHH NPH T€3M KIIMHWYHH CUTYaLHHU.

CnuHanHa/enuypanHa aHecTe3Ua WiH ITYHKIHS
pu npwiarade Ha HeBPOAKCHANHA aHeCTe3ns (CNUHAIHA/ENNIYpanHa aHecTe3HsA) HIH ApH

CIIMHANHA/eNUAYPalIHA MyHKUHS, NAaLUEHTHUTE JIEKYBAHH C aHTHTPOMOOTHUYHM CpPEACTBA 32 NPeBeHUUA
Ha TPOMDOOEeMOONHYHH YCIIOXKHEHHA, €a H3JI0KEHH Ha NMOBHILEH PHCK OT MOABA Ha eNUAypalieH Wiu
CMIMHAJIEH XE€MaTOMM, KOWTO MOXKe a A0BEAE A0 NPOABDKUTENHA WM TpailHa napanusa.,

To3u pycK MOXKe Ja ce MOBHUIIN NPH NMOCTONepaTuBHA ynoTpeda Ha MOCTOSHEH ENUAYPaNeH KaTeThp
MJIM NPH €AHOBPEMEHHATa ynoTpeda Ha NekapCcTBEHH NPOAYKTH, NOBIYABALILMA XeMOCTa3aTa. Pucknr
MOX€E CBILO Aa C€ MOBHMLIK U NP TpaBMATHYHA WIH MHOIOKpPATHA ENUAYPATHA WIH CIIMHANIHA
nyHkuus, [lauuwenture Tpadea ga 6vaar HecTo NPoOCaEAABAHH 3a NPH3HALK U CUMITTOMH Ha
HEBPOJIOTHYHO YBpexAaHe (Hanp. U3TPBNBaHe HIIH ¢nalocT B KpakaTa, YpeBHA AHCPYHKLUMA WITH
AUChYHKLIMA Ha NMHKOYHHA MexXyp). AKO Oblie KOHCTaTUPAH HEBPONOTUUEH AePHULIMT ¢a HeoOX0ANMHU

CMELUHO JWArHOCTULIMPAHE U NeueHMe. [Ipeau HEBpoakCHanHa HHTEPBEHLMA IEKapAT TpAOBa aa
- -—_d-.""\-u__'
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TpaOBa Aa ce B3eMe NoJ BHUMaHHe GapMaKOKMHETUYMHHAT Npodua Ha pHBapokcabaH.
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MJTH OTCTPaHABAHETO HA €MUAYPANICH KaTeThp WK NyMOanHa NyHKLHMA ce W3BLPLUBAT Hail-nobpe
KOraTo € YCTAHOBEHO, Y€ aHTHKOAryJIaHTHUAT €(eKT Ha puBapokcabad € HUCHK. Bee nak, TOUHOTO
BpeMe 3a JOCTHIraHE Ha HUCbK AHTHKOArylaHTeH €eKT NPH BCEKH NMAaLHEHT HE € U3BECTHO M TPAOBa
Aa ce MpeLeHH CIpAMO CIIELIHOCTTa Ha AMarHOCTHYHATA IpoLeaypa.

3a Ja ce OTCTPaHH ENUAYPANEH KaTEThP Bb3 OCHOBa Ha obLuTe GapMaKOKHHETHYHH XapaKTePUCTHKH
clie] NOCNEAHOTO NMPUIMKEHUE Ha puBapokcabaH TpaOBa Ja ca M3MHHaIKM NOHE 2X NOJIY>KHBOTA, T.€.
Hail-manko 18 yaca npu MJIalH BB3PACTHH NaUWEHTH K 26 Yaca NMpy NaLMEHTH B CTapUyeCcKa Bb3pacT
(B. Touxka 5.2). Cnen oTcTpaHsABaHe HA KaTeTbpa, TPAOBA Aa M3MHUHAT roHe 6 yaca npeau Ja ce

MPHAOKH Clie/lBalliata 103a pHBapokcabaH.
B ciyyait Ha TpaBMaTHYHa MyHKLUMA IPUEMBT Ha puBapokcabaH TpaOBa Aa ce OTNOXH ¢ 24 vaca.

JIunceaT JaHHH OTHOCHO NOAXOAALLOTO BpeMeE 3a M0CTaBAHE WIM OTCTPaHsBaHe Ha HEBPOaKCHalICH
KaTeThp NpH Aelia, ZOKATO MPOBEXAAT icHeHHe ¢ puBapokcadaHn. B TakuBa ciyuaM, NpHIOKEHHETO Ha
puBapokcabaH TpaOBa Aa ce npeycTaHOBH U Ja ce OOMHCIIH NPUIIOKEHHE Ha KpaTKOAEHCTRALIL
MapeHTEePAICH aHTHKOArYAaHT

[IpenopsKH 3a AO3UpPAHE NPEAH W Clie] HHBa3UBHH NpPOileaYPH H XHPYpruyHa HaMeca
AKO Ce Hanara rpopexaaHe Ha MHBa3WBHA NMpOLCAypa WIM XHpYpPrHiHa HaMeca, NpUeMbT Ha THHOaH

20 mg Tpabga aa ce npekpaTH noHe 24 yaca npead HHTEPBEHLIMATA, aKo € Bb3MOXKHO, H C€ OCHOBaBa
Ha KJIMHHYHATA NpeLeHKa Ha JIEKYBallHA Jiekap. AKO npoleaypara He MOXke [1a ce OTMEHH, TpsOBa aa
ce HanpasH NpeleHKa Ha CbOTHOLLICHHETO MEXIY NOBHILEHHSA PUCK OT KHPBEHE H CNIELIHOCTTA Ha
HHTEPBECHLHUATA.

[Ipnnoxxennero Ha TunbGan TpgaOBa na ce BE300HOBH BB3MOXKHO Hal-CKOpO Cliel HHBa3HBHATa
Nnpoueaypa WiH XHpPYpPruyHaTa HHTEPBEHLUA aKO KNTHHHYHATA CHTYaLlHs NO3BOJABA H € MOCTHUrHaTa
aZleKBaTHA XEMOCTa3a, KAKTO € OfpeAesIeHO OT JIeKyBallus ekap (BxkK. Touka 5.2).

[lonynauus B cTapyecka Bb3pacT
C yBenH4aBaHETO HA BL3PACTTa MOXKE J1a CE€ YBEIHYH PHCKDBT OT KbpBeHE (BXK. TOUKA 5.2).

JlepMaToioriyHy peakuvu
[To BpeMe Ha nocTMapkeTUHIOBOTO HabaoJeHUe BbB BPb3Ka ¢ ynoTpebaTa Ha puBapokcabaH ce

choOLIaBa 3a CEPHO3HH KOXKHH peakliiH, BKIIOYMTENTHO CHHAPOM Ha Stevens-Johnson/TokcnuHa
enuaepMaiia Hekponusza U DRESS cunapom (Bx Touka 4.8). Usrnexaa, yue nauueHTHTE Ca U3N0XKEHH
Ha Hali-BUCOK PHCK OT TE3H PEaKIIMM B HAYAJIOTO HA TEPANHATA: B MNOBEYETO CIIYYaH HAYATOTO Ha
peakLMATa ce NpOsABABA Npe3 MbPBUTE CEAMHLIM OT JieueHueTo. JleueHuero ¢ puBapokcabaH TpsaOea 1a
ce NpeyCTaHOBH NPH MHPBaTa MOABA HA TEXKbK KOkKeH 0OpUB (Harp. pa3npocTpaHsBalll Ce,
WHTEH3HBEH WK ¢ 0Opa3yBaHe Ha MEXYPH) WIH APYT NPHU3HAK Ha CBPbXUYBCTBHTEJIHOCT, CBbpP3aH ¢
NIE3HM Ha IMTABHLIATA.

Hudopmaums 3a MOMOUIHHTE BELIECTRA
Tunban cbabpka nakrosa. IlatmeHTH ¢ peaku HacIeACTBEHH Npob/IeMH Ha HEMOHOCHMOCT KbM
rajlakTo3a, MbJIeH JIaKTa3eH AePHLIMT WIH MIKOKO30-ranakro3Ha Manabcopbuus He TpaOBa ga npueMar

TO3H JIEKAPCTBEH NPOAYKT.

Tosa nekapcTBO chabpka no-mManko ot | mmol Hatpuii (23 mg) Ha Tabnerka, T.€ MOXKe Ja ce Kaxe, He
MPaKTHYECKU HE ChAbPXKA HATPHH.

4.5 BiaumogeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH popMH Ha B3aHMOAEHCTBHE

CTteneHTa Ha B3aUMOACHCTBUATA NPH NeAMaTpUYHATA TI0NYJalKd HE € u3BecTeH. oaynocoueHure
NAaHHH 34 B3aHMOJICHCTBHATA, NOJYYEHH NPH Bb3PACTHH, H NPEAYNPEXKIACHHATA B TOUKa 4.4 TpabBa aa
Ce UMAaT NpeaBu NpH neaHaTpryHaTa MnomnynaLMs. e

AN AT E L, T
\I‘é:;:j‘“ ,_..-—..______:I"‘i:-i,fs .
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Huxuburopn na CYP3A4 u P-gp
EnHOBPEMEHHOTO NPWIOXKEHHE Ha pUBapokcabaH u kerokoHason (400 mg BeAHbX aHe

putoHaBup (600 mg nBa MLTH HA AEH) BOAM A0 2,6 nbTH/2,5 METH NOBHLIABaHE Ha cpeaHata G a2 .
puBapokcabaH u 1,7 nbTw/1,6 NbTH noBHLIaBaHE Ha CPeHaTa Cmax HA pUBapOKCabaH, CBY 7 wieHO "

“:;-f’"y\"a e
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nosuiilapaHe Ha papMakoJHHAMHUYHHTE eeKTH , KOETO MOXKE Ja A0BEAE A0 NOBHILEH PHCK OT KbPBEHE.
[1o Ta3u mpuuMHaA He ce NpenopbuBa ynorpedara Ha TUHOAH NMPH MALIMEHTH, KOHTO MOJTy4YaBaT
€IHOBPEMEHHO CHCTEMHO IEUEHHE C a30JI0BH AHTUMHKOTHLIM KaTO KETOKOHA30J1, MTPaKOHAa30/1,
BOPHKOHA30J1 ¥ no3akoHason Wik ¢ HIV npoTteasin HHXHOUTOpH. Te3n aKkTHBHH BEILECTBA Ca MOLIHH
uuxuburtopu kakra Ha CYP3A4, taka u Ha P-gp (Bk. TouKka 4.4).

OuakBa ce aKTHUBHH BelIECTBA, KOUTO CHIHO UHXUOHpAT camo €/1MH OT MbTHLLAaTa HA €ENMMHHUPaHE Ha
pusapokcaban — wid CYP3A4 wiu P-gp, na nosyiaT B N0-Majika CTENEH N1a3MEHNTE KOHUEHTPALIHH
Ha puBapokcabaH. Hanpumep knapurpomuunH (500 mg nsa rbTH AHBEHO), KOHTO C€ CYHMTA 334 CHIIECH
naxuOuTop Ha CYP3A4 u ymepeH uHxubutop Ha P-gp , Boau 10 noHiuasaHe Ha cpeaHata AUC 3a
puBapokcaban ¢ 1,5 muTH 1 Ha Cpax ¢ 1.4 mbTH. B3aUMOJEHCTBHETO C KNAPUTPOMULIMH BEPOATHO HE €
KIHHHYHO 3HAYHMO NMPH NOBEYETO NMALUMEHTH, HO MOXe Jia ObJ€ NOTEHLMAIIHO 3HAYHMO NpPH
BUCOKOPHUCKOBH NaLMeHTH (3a nauueHTH ¢ 61x6peuHo yBpexaaHe: BX. Toukad.4),

EpurpomuiuH (500 mg Tpu MbTH Ha aeH), KOHTO MHXHOMpa ymepeHo CYP3A4 u P-gp, Boau go 1.3
mbTH nosuineHHe Ha cpeaHata AUC u Cosy Ha puBapokcabaH. BzanMOAEHCTBHETO C €pPUTPOMHUHH
BEPOATHO He € KIMHHUYHO 3HAYKWMO MPHU NOBEYETO NMALUMEHTH, HO MOXE Aa Obje NOTEHLHATHO
3HAYMMO NPH BUCOKOPHCKOBH NALMEHTH.

[Tpu nawpieHTH ¢ Neko 6uOpeuHo yBpesiaaHe epuTpoMuLiH (500 mg Tpu mbTH AHEBHO BOaH A0 1,8

KpaTHO nosuiiaBaHe Ha cpenrara AUC na pusapokcaban u 1,6 mety nomueHne Ha Ciax B CpaBHEHME
C HHAUBHIHN ¢ HOpMaiiHa ObOpeyHa pyHKuUMA. [1py nauMeHTH ¢ ymepeHo 6b0peuHo yBpexaaHe
ePUTPOMULIMH € aosen A0 2,0 T noeuieHue Ha cpegHata AUC 3a puBapokcabal H 1,6 nbTH
nosuileHHe Ha Cnax B CPaBHEHHE C HHAWBHAM C HOpManHa 6b0peuHa @yHxkums. E¢gexTsT Ha
EPUTPOMHIIMH € AIUTUBEH KbM TO3H Ha 6B0pedHoTO yBpexxaaHe (BX. Touka 4.4).

dnykoHazon (400 mg BeaAHBXK ZAHEBHO), CUMTAH 33 YMEepeH HHXHOUTOp Ha CYP3 A4 Boan 1o
nosumasase ¢ 1,4 nbTH Ha cpeanata AUC Ha pusapokcabau u 1,3 meTH Ha cpeanara C,,,.
BianMoneticreueTo ¢ QIyKOHA30J1 BEPOATHO HE € KIIMHHYHO 3HAYUMO MPH MOBEUYETO MALMEHTH, HO
MOKe Aa 6bae NOTEHLMaIHO 3HAYHMO PH BHCOKOPHUCKOBH NALMEHTH, (3a nayueHTH ¢ 6b6peuHo

YBpEXAaHe: BXK. Touka 4.4).

[IpeaBua orpaHHUEHHTE HAIWYHM KIHHHYHH JaHHHU C JPpOHEAAPOH, EAHOBPEMEHHO NPHIIOKEHHE C
puBapokcaba Tpadpa na ce u3bArsa.

AHTHKOAryJIaHTH
Cnen kOMOMHUPAHO NPWIOKEHHE HA €HOKCanapHH (eaMHHYHa no3a ot 40 mg) u puBapokcabaH

(eaMHHUYHa no3a ot 10 mg) e HabGmoaaBaH aAUTHBEH €EKT BbPXY aKTUBHOCTTA Ha aHTH-(paKTop Xa be3
HHKaKBH JOMWJIHHTEIHH €(EKTH M0 OTHOILLeHHe Ha KoarynauMoHHuTe tectose (PT, aPTT).
Exokcanapms He npoMeHs rapMaKOKHHeTHKaTa Ha pHBapokcadaH.

[Topaau NOBHILIEHHS PUCK OT KbpPBEHE € HEOOXOAUMO NMOBHINEHO BHHMAaHHE NPH MALMEHTH, KOHTO
IMPOBEXAAT JIeYEHUE SAHOBPEMEHHO C ApYrH aHTHKOarynaHTH (Bx. Touku 4.3 1 4.4),

HCIIBC/unxuburopy Ha TpoMOOLIMTHATA arperauus
He e HabnoaasaHO KIHHKMYHO 3HAUHMO YAB/DKABaHe HA BPEMETO Ha KbPBEHE CJIEM] €IHOBPEMEHHO

npuioxkeHue Ha pueapokcadbas (15 mg) n 500 mg HanpokceH. Benpeky ToOBa € BL3MOXKHO Ja HMa
MauMeHTH ¢ No-HU3pa3eH GapMakoaHAMHUYEH OTrOBOP.

He ca HabmonaBaHy KIHHHYHO 3HAYMMH (PapMAKOKMHETHYHU WIH dapMakoaHHaAMHUYHH
B3aUMOAEHCTBUA NPH €AHOBPEMEHHO NMPUJIOXKEHHE Ha pUBapokcaban v 500 mg aueTHICATHLIMIIOBA
KMCETUHA.

Knomuporpen (300 mg Ha4anHa [03a, noc/ieiBaHa OT 75 mg noaabpikalia 403a) He foKas
(apMakOKHHETHYHO B3auMO/IeiicTBHE ¢ prBapokcabaH (135 mg), Ho € HabmoaaBaHo 3H
yAb/KaBaHe HA BPEMETO Ha KbpBeHe NpH €Ha NOATrPYNa NalMEHTH, KOETO HE Kope
arperalusTa Ha TpombonuTiTe, HuBaTa Ha P-cenextun win GPIIb/Ila peuentropur

(BKJIIOYHTENHO aUETHICATHLIMIOBA KHCEHHA) U HquﬁmopH Ha TpoMboLUTHATA 4
KaTO Te3Y JIEKAPCTBEHH NPOAYKTH 0OHKHOBEHO MOBHLIABAT PHCKA OT KbPBEHE (BXK.

DE/H/6205/001-005/R/001
10



SSRUSNRI
KakTo NMPH JpYIrd aHTHKOAryNnaHTH MOXE Ja ChbLUCCTBYBA BB3IMOXKHOCT NaliIHCHTUTE A4 Ca € [NTOBHLICH

PUCK OT KbpBeHe B ciyuaii Ha coibTeTBalla ynorpeba cx¢ SSRI win SNRI nopanu edekra UM BbpXyY
TpoMOOLIMTHTE, 3a KoitTo ce chobiaBa. [Ipu ennoBpemenHa ynorpeba B KIHHHYHATA NIPOrpama ¢
puBapokcabaH, BbB BCUYKH IPYIH Ha JiedeHHe ce HabmoaaBa YMCIEHO No-BMCOKA YeCTOTAa HAa MaCHBEH
WJIH HEMACHBEH KJIIMHHUYHO 3HAYUM KPBHBOH3IIMB.

Bapdapud
[TpeMuHaBaHeTO OT NEUCHKE ¢ AaHTArOHKUCTa Ha BUTaMuH K BapdapuH (INR 2,0 no 3,0) kM neuenue ¢

puBapokcabaH (20 mg) wiu ot pusapokcabaH (20 mg) koM Bapdapur (INR 2,0 a0 3,0) nosuiuasa
CbOTHOLIeHHeTO NMpoTpoMOHHOBO Bpeme/INR (Neoplastin) noBeue oT aAUTHBHO (BB3MOXHO € 1a C€
HabOmoaasat otaenHu ¢TotiHocTH HAa INR no 12), nokaro epexture no orHoueHye Ha aPTT,
HHXYWOHpaHeTO Ha aKTHBHOCTTA Ha (akTop Xa U NOTEHLMANa Ha eHAOTeHHUS TPOMOUH Ca alUTHBHH.
AKO € JeJIaTelIHO Aa CE M3C/IeIBAT (hapMaKOAMHAMHYHHTE eeKTH Ha pHBapoKkcabaH B NepHoAa HA CMAHA
Ha TepalnMATa, MOTaT Ja C& M3MON3BAT NOKA3aTE/IM KaTo aKTHBHOCT Ha aHTU-(akTopa Xa, PiCT, u
Heptest , Thii kaTo TE3H TECTOBE HE Ce NOBIKUABAT OT BapdapHH. Ha 4eTBLpTHA AcH cnen nocnegHara
no3a sapdapuH, BcHyku nokasarenu (Bmounrento PT, aPTT, nuxubHpane Ha akTHBHOCTTA Ha
tdakTop Xa u ETP) orpa3zsear eaMHCTBEHO edeKTa Ha pUBapoKcadaH.

AKO e XeJlaTeJIHO [1a Ce TeCTBaT (papMaKOAHMHAMHYHHMTE ¢(peKTH Ha BapapHH B MepHOAa Ha CMsHa Ha

TEepanugaTa, MOXKe Ja C€ H3M0JI3Ba UBMEPBAHCTO Ha INR npu Ctmugh Ha pHBapomaﬁaH (24 yaca
cJica NMMpEAXOAHHA NPHEM Ha puaapoxcaﬁaﬂ), TBH KaTO TO3H NOKA3aTEN Ce TTOBIHSBA MUHHMAJHO OT

puBapokcabaH B Ta3H BpeMeBa TOYKa.
He e nabnonasaHo papMakOKHHETHUHO B3auMOAeitcTBUE MeXKAY BapdapuH U puBapokcadaH .

Huaykropu Ha CYP3A4

EnHOBpeMEHHOTO NpHWIOKEHUE Ha pHBapokcabaH » MouiHKA HHAYKTOP Ha CYP3A4 pudpamnuums
Boau 10 okoao 50% nonukasaHe Ha cpeaHaTta AUC 3a puBapokcabaH, ¢ ycnopeaHo HaMaNsaBaHE Ha
dbapMakoaHHaMUYHATE MY edexTi. EnHoBpeMenHaTa ynoTpeba Ha puBapokcabaH ¢ ApyrH MOILHH
HHAYKTOpH HA CYP3A4 (Hanp. ¢genuronn, kapbaMalenuH, peHodapOHTan WiK XBJIT KAHTApHOH
(Hypericum perforatum)) MOKe CbLUO Aa A0Beae 10 HAMANEHH IUIa3MEHW KOHLIEHTPaLIUHK Ha
pusapokcaban. ETo 3aio Tpabra aa ce n3barpa e AHOBPEMEHHOTO NPHIMKEHHE HA MOLLHY HHAYKTODH
Ha CYP3 A4 ocreH, ako NalIKEHTBT HE ¢ TIPOC/IEAABa CTPUKTHO 34 NPU3HALIM W CUMITTOMH Ha
TpoMbo3a.

Zpyry cbbTCTBAILY TEPANUY
He ca naGmopaBaHH KIHHHMHO 3HAYMMH GAapMAaKOKHHETUYHH WK dapMakoAHHAMHYHH

B3aUMOIEHCTBHA NPH €AHOBPEMEHHO MPHIOKEHHE Ha pHBapokcabaH U Muaazonam {cydcTpar Ha
CYP3A4), nurokcuH (cybcTpar Ha P-gp), atopBactatuH (cybctpar Ha CYP3A4 u P-gp) wiu
oMenpason (MHXHOUTOp Ha NpoTOHHATA nomna). PuBapokcabaH HATO HHXHOHpaA, HUTO HHAYLIHpA
HSIKOSt OT ocHOBHHTE n3odopMu Ha CYP, nanpumep CYP3A4.

JlabopaTopHH NOKa3aTenu
Koarynauvonnure napametpH (Hanp. PT, aPTT, HepTest) ce nosnuaear cnopesl ouakBaHMATa OT

MEXaHH3Ma Ha JAeiicTBHE Ha puBapokcabaHn (BX. Touka 5.1).

4.6 DeprasiuteT, OPpEMEHHOCT H KbPMEHE

bpemenHoCT
besonacHocTTa 4 ePUKACHOCTTA Ha pHBapokcabaH NpH OPEMEHHH XKEHH HE Ca YCTAHOBEHH.

NOTEHLUHANHATA PENPOAYKTHBHA TOKCHYHOCT, NPUCHLLHA PHCK OT KbPBEHE H NaHHH
puBapokcabaH npeMyHapa rpes3 rualeHTata, THHOaH € MPOTHBONOKA3aH 3a ynoTpe

HpemeHHOCT (BXK. TOUKa 4.3).
Xenu B nerepoaHa Bb3pacT TpAOBa Aa M30Areart 3abpeMeHsBaHE MO BpEME Ha Jieye

puBapokcabdaH.

DE/H/6205/001-005/R/001
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Kupmene

be3sonacHOCTTa ¥ epUKaCHOCTTA Ha pyuBapokcaban pu KbpMayku He ca ycraHoBeHHU. Ilpoyusanus
BLPXY KHBOTHH TIOKA3BaT, ye puBapokcabaH ce cexpeTdpa B MiskoTo. I1o Ta3sk npuunna THubGan €
MPOTHBOMNOKA3aH 3a ynotpeba no BpemMe Ha KbpMeHe (Bk. Touka 4.3). Tpabpa na ce B3eMe pellieHune
NajIy J1a € NPEeyCTaHOBH KbPMEHETO WK Aa ce NpeyCTAHOBH/Aa HE CE NMPUIOKHU TEPAITUATA.

QepTHINTET

He ca npoBexx1aHy KOHKPETHY NMPOYYBaHUs ¢ pUBapokcabaH MpH Xopa, 3a OLEHKA Ha ePEKTHTE MY
BbpXY depTianreTa. B npoyyBaHe no ToOHOWEHUE HA PEPTHIIHTETA [TPH MBXKKH H XKEHCKH ILTLXOBE HE
ca HabmogaBaHu ePekTH (BK. ToUKa 5.3).

4.7 EdexTH BupXy cnocodHOcTTA 32 modHpase H padoTa ¢ MAIIHEN

TunbaH noBnKABa B MasiKa cTeneH cnocobHocTTa 3a wodupaHe ¥ padbora ¢ MmawnHu. Crodluasa ce 3a
HEXENaHW PeaKLMK KaTo CHHKON {(YECTOTA: HeYeCTH) H 3aMasgHOCT (4ECTOTA: YeCTH) (BXK. TOUKa 4.8).
ITauHeHTH, TPH KOUTO C€ PAZBHAT Te3H HEXKENAHH PeaklHH ne TpsuOBa Aa mopHpaT HIH

paboTHAT ¢ MAIIHHH.

4.8 HexenaHH 1EKAPCTBEHH PEAKIHH

Pesome Ha npoguna Ha Be3onacHoCT

BesonacHocTTa Ha pvBapoKcabaH € OUEHEHa B TPHHAAECET OCHOBHU KIMHKWYHMK W3NHTBaHKA (a3a [l

(k. Tabnuua 1).

O6wmo 69 608 Bb3pacTHH MALIHEHTH B A€BETHaAeceT NpoyusaHna ¢a3a 11l u 488 neauaTpuunn
nauMeHTH B ABe npoyusaHus ¢aza 11 u e npoyusanus ¢asza Ill ca ¢ excnozvuus Ha puBapokcadaH.

Tabauua 1: bpoil Ha mpoyuennTe NaNKHEHTH, 00L& NHEBHA A03a H MAKCHMAJIHA
NPOABLIKHTENHOCT HA JICYCHAETO NPH H3INHTBaAHHUA BbB ¢a3za I1]l npu Bn3pacTHn

NEAHATPHYHH NAHKHCHTH

Iloka3aHne bpo# O6ma aneBHa 1034 Maxcumaiina
namueHTH* NPOAL/JKHTEJIHOCT HA
NeYeHHeTO
[Ipodrnaxruka Ha BEHO3EH 6 097 10 mg 39 onu
TpomboemMGoausbM (BTE) nipu
Bb3PACTHH NALIUEHTH MOAN0KEHH
HA €/ICKTUBHO NPOTE3WpAHE Ha
TazodeApeHa WM KOJISHHA CTaBa
[lpopunakruka vHa BTE npu 6onuun | 3 997 10 mg 39 nuum
Oe3 XUpypruiHa Hameca
JleueHue Ha AbAOOKA BEHO3HA 6 790 Henl -21:30mg 21 meceua
TpomMboia ([IBT), benoapoben Hen 22 n cnen ToBa:
embonu3zbm (BE) u npodunakTuka 20 mg
Ha PELUHIHBH Cnen Haii-Manko
6 mecena: 10 mg unu
20 mg
Jleuenwe Ha BTE u npepedunz Ha | 329 Kopurupana cnpsamo 12 meceua
peunaus Ha BTE npu HoBopoaeHH TEAECHOTO TErJIO 1034
M aena Ha sbipacTt noa 18 ronmuu 3a J1a C€ [OCTUrHE
cjief] 3anoYBaHe Ha CTAHANAPTHO eKCIO3ULINA, noaodbHa
AHTHKOAryJJALIHOHHO JICYEHHE Ha Ta3H, HabmoJaBaHa
NpH Bb3PacTHH, .
nexysad 3a [IBT ¢
20 mg pusapokcabaH
BEHBXK JHEBHO ":fj-
[MpodunakTvka HA HHCYIT H 7 750 20 mg i

CUCTeMeH eMDOIN3BM I1pH

DE/H/6205/001-005/R/001
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NalHeHTH ¢ HEKJIANHO NPEACHPAHO
MBXACHE
[IpodunakTuka Ha 10 225 5 mg vnu 10 mg 31 Mecela
aTepoTpoMOOTHUHU CBOMTHA NpU CBOTBETHO, NPHUIOKEHH
NalLHEHTH Cliea OCTbP KOPOHapEH eAHOBpeMeHHO ¢ ACK
cHHApoM {OKC) wnn ACK mioc
KJIONHAOrpesl WK
THKJIONHAWH
[TpodunakTuka Ha 18 244 5 mg, npunoxeHH 47 Meceua
arepoTpoMOOTHYHH CBOHUTHA NpH eaHoBpeMeHHO ¢ ACK
NaLHEHTH ¢ HcXeMi4Ha SonecT Ha i 10 mg
cepueTo{UbC) nepudepua CAMOCTOSTENIHO
aptrepuanna 6onect (I1AB) 3,256%* 5 mg, NPHIOKEHH 42 mecena
| eaHospemerHo ¢ ACK
* [TalMEHTH C €KCNIO3ULIKA HA MOHE €HA 103a pHBapokcabaH

** Ot npoyusaHero VOYAGER PAD

Hafi-yecTo c100IMAaBaHHTE HeXeJIaHW peakUWH NMTPU NALMEHTH, KOUTO NOJyuaBaTpUBapokcabaH ca
OHNH XeMoparuH (Bx. Touka 4.4. u “OnxcaHne Ha U30paHH HexXeNnaHH peakuuH Mo-A0Jy)
(Tabnuna 2). Haii-uecto choOiiapaHuTe xemoparnu ca enucrakcuc (4,5 %) ¥ kspBeHe OT

raCTPOUHTECTHHANHUA TPakT (3,8 %).

Tabauna 2: YecroTa Ha ¢LONTHATA HA KhpBeHE™ H AHEMHR NPH BLIPACTHH H HeJHATPHYHH
NALHECHTH ¢ €KCIO3HIHA Ha puBapoxcaban B 3aBLPMHANTE NpoyuBanng ¢asa 11l
Ilokazanue Besko kbpBene AHeMHASR
[MpodunakTHka Ha BeHO3EH TPOoMOOEeMOOTH3IBM 6,8% OT nauMeHTUTE 5,9% oTr nauueHTHTE
(BTE) npu BB3pacTHH NaLMEHTH, NOVTOKEHH HA
e/ICKTYBHA OMNepalLys 3a NoAMAHA Ha Ta300e/peHa
WM KOJIIHHA CTaBa

[IpeBeHLHA HA BeHO3EH TpoMOOEeMOONIN3IBM NpH 12,6% oT naumMeHTHTe | 2,1% OT NaUMEHTHTE
6oaHH 63 XHpYpruuHa Hameca
Jleuenue Ha qpaboka BeHO3Ha Tpomboza (JIBT), | 23% or maumeHTUTE 1,6% OT nauueHTHTE
benoapoben embonusbMm (BE) U npo¢gunakruka
Ha pELUMAHBH

Jleuenne na BTE u npodunaktika Ha peuuauen | 39,5% ot naunenrure | 4,6% ot naumeHTHTe
Ha BTE npH HOBOpOAECHM M AeLa Ha Bb3pacT Mnoi
18 ronMHM cnel 3anovBaHe Ha CTAaHJAPTHO
AHTUKOArynalydoHHO JICUEHHE

[TpodvnakTka Ha MHCYJIT H CHCTEMEH 28 Ha 100 2,5Ha 100
eMO0NH3BM ni:m NAaUHEeHTH ¢ HEKJIANHO NaLlMeHTOroANHH NauHeHTOrOIMHU
IPEACHPAHO MbXKAEHE
[lpeBeHLMA Ha aTepOoTPOMOOTHYHHU CBOMTHA npu | 22 Ha 100 1,4 na 100
nanueHTH cnea OKC NaUUEHTOroAHHHU NAUHEHTOTOAKHH
[IpeBeHuns Ha arepoTpoMOOTHYHH cuOMTHS py | 6,7 Ha 100 0,15 ra 100
nauueHtH ¢ UBC/TIADB NaLMEHTOrOAHHH MauueHToroauHn™**
8,38 na 100 0,74 na 100
NauMEHTOrOAHHH" MALMEHTOrOaHHN* ** #
* Beiuky ¢hbOHTHS HA KbPBEHE OT BCUYKH H3NMTBAHUAC pUBapokcabaH ca cuOpaHK, IOKNAIBaHH H
OLIEHEHH.

** B npoyuBaneto COMPASS ce HabnionaBa HUCKa 4€CTOTa HA @RHEMHA, Thil KaTO € NPHIOKEH CEJIEKTHBEH
Noaxoa KbM ¢LOHpaHe HA AaHHU 32 HEXENaHU ChOUTUSA

g [punokeH € CENeKTHBEH NOAXO0A 33 ¢hOMpaHe HexxeNnaH! CbLONTHSA
# Ot npoyuraneto VOYAGER PAD
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YeCTOTA.

B 3aBUCHUMOCT OT Y€CTOTaTa T€ C€ ONpPEAECNIT KaTo:

mMHoro yectd (> 1/10) yectu (> 1/100 oo < 1/10)

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

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

MHoro peaxu ( < 1/10 000) -

¢ HEM3BECTHA YecToTa (He MOXe Ja Obae onpeaeneHa oT HATHYHUTE JaHHH)

Tadanua 3: Bcuukn HexeNlanH peaKINH, KOHTO ¢a ChoOLIEeHN NP BL3PACTHH NARHEHTH B
KIHHHYHA HINHTBANKAA ¢a3a I1l uau npu HocTMAPKETHHrOBATA ynoTpeba* n B ABe
uanuTBanug (pa3a 11 u e ¢a3a 11l npn neanaTpuynu NaANREHTH

YecTH HeuecTn Peaxn Mmuoro peaku C BeH3BecTHA
4eCTOTA
HapynienHsl Ha XPLBTA H JJHMQHATA CHCTEMA
AHeMus (BKJL. + | TpomOouuTO3a
CBOTBETHUTE | (BKJ1. MOBHILIEH
nabopaTopHH Opoi Ha
NoKasaTenu) TpoMboLMTHTE)?,
TpoMOOLIUTO-
NEHHUA
HapynieHHs Ha HMYHHATA CHCTEMA
AnepruyHa AHapHNaKTHYHH
peakLus, peaKuuH
anepruyucH BKJIIOYHTENHO
JEPpMaTHT, aHapunaKTHYEH
aHTHOEAEM U LLIOK
aJIEprH4€H OTOK

HEHIIIEHI‘IH Ha HEPBHATA CHCTEMA

3aMafgHoOCT, Mo3bueH U

rnasobonue BbTPEYCPENEH
KPbBOH3JIHUB,
CHHKOII

Hapymenus Ha ounTe

OueH KpbBOH3JTUB
(BK1.
KOHIOHKTHBAJICH
KPbLBOHIJIHB)

ChprednH napymeHus

| Taxukapaous

CraoBn HapyYillCHHAN

XHINOTOHMUS,
XEMaToOM

PecnupaTopHaH, TOpaKa/JHH H MEAHACTHHAJIHH HapYLIEHUS

Enucraxcuc, | EoznHodiiHa

XCMOIITH3a IMHCBMOHHUA

CTnMamHn—qpenHH HADVIIEHHS

KspaeHe oT Cyxora B ycraTa
BEHLIHTE, CTOMAILIHO-
YpEeBHHA TPaKT (BKJL.
PEKTATHO KbpPBEHE),
CTOMALLHO-4YPEBHH H
KopeMHH 60K,
AMCTIENCHA, FaJieHe,
3anek”, nuapns,
NoBpbILAHe"
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XenaToOHIHAPHH HADYUICHHAS

[losxinaBaHe Ha YeproapobHo XKibnreHuua,
TPaHCAMWHA3UTE yBPEKIaHE, MOBULICHH
MOBHUILCH CTOHHOCTH Ha
GunupyOuH, KOHIOTHPaHHA
MOBHILIEHA OMnUupyObMH (cbe
aJlKkajiHa iy Oe3s
(phocdarasza B €/IHOBPEMEHHO
KpbBTA®, NOBUIIaBaHE Ha
nopuwiena GGT* | ALT),
XofecTasa,
XenaTur (BKI.
XENaToue-1yJapHo
yBpeXIaHe)
HapymeHns Ha KOKAT2R H NOAKOKHATA THKAH
Copbex (BKN. Yprukapus CuHpapoM Ha
HEYECTH ClIy4aM Ha Stevens-Johnson
reHepaiu3upax /TokcuuHa
cbpbex), oOpHB, enuaepMaiHa
€KXHMO033a, KOXKHH H | HEKpOJIH3a ,
NOAKOXHU DRESS
KPBBOH3IHUBH CHHAPOM
HapymeHus HA MYCKYJOCKEJETHATA CHCTEMA H CheAHHHTEIHATA ThKAT
bonka B XeMapTpo3a KpbBOH3/IUB B KomnaprmeHnt
KpaitHunuTe? MYCKYJT CHHAPOM B
pe3yaTaTt Ha
KbpPBEHE
Hapymenns Ha 6L0penuTe 8 NHKOYHHTE NbTHIINA
KbpeeHe oT brOpeuHa
YPOr€HUTAITHHA HEIOCTATBYHOCT/
TpakT (BK. | octpa 6n6peuna
XEMaTypus H HEAOCTATBUYHOCT B
MeHoparusa®), pe3y/ITaT Ha
6b6pevHo KbPBEHE,
yBpEXKIAAHE (BKIL. NOCTaTh4yHa JAa
NOBHILIEHHE HA [peAM3BHKA
KpeaTHHHHA W Xunonepgpysus,
[OBUILEHHE HA HedponaTus,
ypeaTa B KpbBTa) CBbp3aHa C
AHTHKOATYJIAHTH
O6mn Hapymenun H epeKTH HA MACTOTO HA NPAJIOKEHHE
[loBuuieHa Hepasnonoxenue | Jlokanusnpan
TemmnepaTypa®, (K. oTok”®
nepHgepeH OTOK, NpHAOLIABAHE

HaMajieHa obina
CHJIa H €HEPIrHYHOCT
(BKA. yMOpa H
aCTeHHUAR )

HicnenBannsg

INoBuiueHa
LDHA,
[loBuileHa
nunaza’,
NOBHILECHA
aMmiiaza®

HﬂpﬂHHBHHHH, OTpaBAHHEA H YCUIOKHCHHA, Bhb3JHHKHAJH B PE3YATAT HA HHTEPBCHI
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[TocTnpoueaypHo Cobaoea

KbpBeHE (BKJI. rcesgoaHeBpu3Ma’t
nocTonepaTHBHa
aHEMMA H KbpBEHE
OT PaHM), KOHTY3u4,
CEKpeLHs OT paHu”

A nabmopasanu npu npeBeHiMs #a BTE npy BB3pacTHH NALMEHTH NOATOKEHHH Ha €IEKTHBHO NMPOTE3HPAHE
Ha Tazo0eapeHaTa Wik KOJIAHHATa CTaBa

B yabmongasauu npu nedenre Ha JIBT, BE wix npoduiakTHka Ha peLMINBH, KATO MHOTO 9€CTH NMPH XKEHH
< 35 roaMHH

¢ HabmopaBaHH KaTO HE4eCTH NpH NpodIiakTHKa Ha aTepoTpoMboTHIRK cHOMTHA npH nauuenTH ciea OKC
(ciea nepKyTaHHA KOPOHapHa HHTEPBEHLHA)

* B u3bpanu npoyusanns ¢pasa Il e npunoxeH € npeaBapUTENHO ONpEacAEH CEIEKTHBEH NOIX0/ 3a
crOHpaHe Ha HexeJlaHHU ChOUTHA. Cnel aHAH3 HA TE3H NMPOYYBAHHA YECTOTATA HA HEXKENAHUTE PEAKLUMH HE
€ YBEJIM4E€HA K He ¢a YCTAHOBCHH HOBH HEXXEJIaHH NEKAPCTBEHH peakLUHH.

OnucaHye Ha H30paHW HEXKEIaHW PEaAKLIMH
[Topanu papMakONOrd4HHA My MEXaHH3BM Ha AeHCTBHE, ynoTpebata Ha TuHOaH MoxXe fa Obae

CBbP3aHa ¢ NOBUILEH PHCK OT OKYATHO WIH ABHO KbPBEHE OT BCEKH BHJ ThKaH WIH OpraH, koero Ou
MOTJIO Aa AOBe[e A0 NOCTXeMOoparuyuHa aHemus. IlpusHaunTe, CHMNTOMHMTE H TeXeCcTTa
(BKTIOUHTENHO (aTajieH H3X0) L€ 3aBUCAT OT JIOKAIIM3aUMATA U CTENEHTA WIH 06eMa Ha KbPBEHETO
W/WIH aHeMMaTa (BX. Touka 4.9 “OsnagsBaHe Ha KbpBEHETO ). B KIIMHHYHUTE H3NHUTBAHHA KbPBEHE
OT TUraBuLMTE {T.€. OT HOCA, BEHUTE, CTOMALIHO-YPEBHHA TPAKT, MUKOYO- MOJNIOBHTE NBTHINE,
BKAKOYMTENHO aOHOPMHO BarHHA/HO WK YBENHUYEHO MEHCTPYAIHO KbpPBEHE) 4 aHEMHA ce
HabIOAABAT NO-YECTO NMPH ABJITOCPOUHO JieueHHe ¢ puBapokcabaH B cpasHeHHe ¢ neueHue ¢ ABK.
[lo Ta3u npHuKHAa, B AONBIHEHHE KbM aJACKBATHOTO KIMHHWYHO HabmoaecHKe, nabopaTopHOoTO
H3ciieBaHe Ha xeMornobuHa/xemarokpura 61 Morio aa 6ba¢ OT NoJi3a 3a OTKpYMBaHE Ha OKYJITHO
KbPBEHE M 3a ONpeAe/IsHE HAa KIIMHUYHATA 3HAYMMOCT Ha ABHOTO KbpPBEHE, KOTaTo ¢a NPEeLeHEHH 3a
noaxoAAlHd. BB3MOKHO € PUCKLT OT KbpBeHe Aa Obe MoBHILEH NTPY ONPEAENSHH IPYIH NALHEHTH,
HaMp. NAUHEHTH ¢ HEKOHTPOJIMPAHa TeXKKa apTepHaiHa XMINEPTOHHUA /UK HA CLITBTCTBALLA TEPANNA,
KOATO MOBAMABA XeMocTa3aTa (BXK. Touka 4.4 “Puck ot xemoparusa’). MeHCTPYaTHOTO KbpBEHE MOXKe
1a CTaHe MO-CUJIHO W/ WK NMO-APOAB/DKHUTENHO. XEMOPArn4HUTE YCIOKHEHHA MOTaT 14 Ce NpOABAT
KaTo ciaboct, OneaHocT, 3aMasHOCT, rnaeobonue WK HEOOACHUMMU OTOLM, JUCTIHEA U HEODACHHUM
iok. Karo nocneacTeue OT aHEMUATA B HAKOHU cilyyaH ca HabioaaBaHH CUMITTOMM Ha ChpJeyHa
MCXEMHS, KaTO OOJIKa B rbpAUTE UM CTEHOKapIHA.

HNma cbobliieHHA 3a H3BECTHH YCITIOAKHEHHA B PE3YJITAT Ha TEXKKO KbpPBEHE, KaTO KOMMAPTUMEHT
CUHApPOM U OBOpEUYHa HEAOCTATBYHOCT B pe3yJiTaT Ha Xunonepgy3us Wi HegponaTus, CBbLP3aHa ¢
aHTHKOAryJlaHTH NpH H3N0a3BaHe Ha puBapokcabaH. [1o Ta3u npuuKHa BEPOATHOCTTA OT KbpBEHe
TpaOBa a c€ UMa NPEABH] NMPH NPELIEHKATA HAa CbCTOAHHETO HA BCEKH MALHEHT, KOWTO € MON0XKEH
Ha aHTHKOAryJIaHTHO JIEYEHHE,

[TeanaTpyyHa nomyaalus

Hevenue na BTE u npesenyun na peyuoueu na BTE
OueHkaTa Ha 6€30MacHOCTTa MPH JcLa Y IOHOLIHK C€ OCHOBaBa Ha JaHHHMTE OTHOCHO Be3onacHocTTa OT
JABE€ OTKPHUTH AKTHBHO KOHTpOJUpaHu npoyusaHua ¢asa Il u eano dasa Il npu neanarprynun
NaUUEeHTH OT paxaaHeTo A0 Bb3pacT rnoa 18 roauHu. OTKpUTHATA, CBBp3aHHu ¢ 6e30nacHOCTTa, B
NOBEYETO CAyUaH ca noA00HHU MexX Ay puBapokcabaH U KoMnaparopa NpH pasiHuHUTE NEOUATPHYHH
Bb3pacTOBH rpyny. Kato usno npodunst Ha He3onacHoCT npu 412-1¢ aeua U IOHOIUH, JIEKYBaHH C
puBapokcabad € nogobeH Ha To3u, HabMOAABAH MPH BB3PACTHATA NOMYJALKA U CbBMECTHM FIpH
BB3PACTOBHUTE NMOATrPYIH, BLIPEKH Y€ OLIEHKATA € OrpaHrHyeHa OT ManKus Opoit NalMeHTH.

[Ipn neavaTpHYHUTE NALMEHTH ¢a ChOOLABAHH MO-YECTO B CPABHEHHME C Bb3PAaCTHUTE riiaBobonue
(MHOro uecth, 16,7%), noBHileHa TeMneparypa (MHOTO 4ecTH, 11,7%), enucrakcue (MHOro 4ect
11,2%), nospbulaHe (MHOro 4ectH, 10,7%), Taxukapaua (uecty, 1,5%), nopuiaeaHe Ha 6
(uectH, 1,5%) ¥ nopueH KoHIOFHpaH OSUNUPYOHH (HeuecTH, 0,7%). CbOTBETHA Ha BB3D
nomynauua MeHoparus € Habnroaapasa npu 6,6% (4ecTH) OT NOJAPACTBALLNTE AEBOMKH
TpomGouHTONEHHATA, KAKTO € Hab10JaBaHO NO BpeMe Ha NOCTMAPKETHHIOBHA ONMT Hi

NIEKapCTBEHH PEakiMU NPH NEAUATPUYHHTE NALMEHTH Ca NPEAMMHO KK 10 YMEPEHH
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C'bﬂﬁmaﬂal-le Ha NOA03HPAHH HCXKCETIAHH DCAKIIHH
CroOllaBaHeTO Ha MoaO3HpaHH HOXKCIAHHK PCAaKLUHKH CJIC pa3plliaBaHe 34 }’HO’I]JEﬁE Ha JICKAPpCTBCHHA

MPOAYKT € BXKHO. TOBa M03BOJIABA [1a NPOIBKH HAOMIOACHUETO HA CHOTHOLLEHHETO NOJI3a/PUCK 32
nekapcTBeHus NpoaykKT. OT MEAMLIMHCKHTE CICUMATMCTH Ce H3KUCKBA Ja ChOOLIABAT BCAKA

IOA03HpaHa HEXKeNaHa peakuns upe3 ManbwiaHuTenHa areHuMa no nekapereara yiu. ,Jlaman I'pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiT: www.bda.bg.

4.9 Ilpeno3upane

[Ipu sB3pacTHH HMa CHODLLIGHKUA 33 peAKH cyyad Ha npeao3upade Ao 1960 mg. [lpu npenosupane
NnauMeHTHLT TPAOBA na ce HabnloaaBa BHMMATEITHO 32 NMOABA HAYCIOKHEHHS OT KEPBEHE WK APYTH
HeXeNnaHHu peakuy (Bx. Touka ,,OBnanssase Ha KbpBeHeTo™). IlpH neua ca HanTUYHA OrpaHHYEHH
nauHH. [lopaau orpanyveHara abcopOLMa ce OYaKBa MAKCHMANIEH €(eKT 0e3 NOMbIHUTENHO
NOBMILIABAHE HA CPEHATA MJIa3MEHa EKCMO3KMIMA MPH CynpaTepaneBTUYHH 103M pUMBapoKcadaH ot
50 mg WM No-BUCOKH NpH Bb3PACTHH, 0Oaye NMUNCBAT AaHHH MPH CYNPATePANeBTHYHM JO3H MPH JeLa.
CrluecTBypa cneumdgutieH aHTUAOT (aHASKCaHeT ada)) KONTO aHTaroHn3upa ¢papMakoIHHAMUUHUA

edekT Ha puBapokcabaH NpH BL3PACTHH, HO ASHCTBUETO MY HE € YCTAHOBEHO NpH Acua (Bk. KpaTkara
XapaKTepPHCTHKA Ha MPOAYKTA, ChAbpiKaLl aHACKCAHET alpa)).

ITpu npeno3npaHe Ha pHBapokcabaH MoXe Aa ¢ UMa NPEIBH] M3NMON3BAHETO HA AKTUBEH BLIJICH 32
HaMasisiBaHe Ha abcopOuusdra.

OpnaagpaHe Ha KbpPBEHETO
AKO NpH naLKMeHT NeKyBaH ¢ puBapokcabaH, Bb3HUKHE KBPBEHE, KaTO YC/IOXKHEHHE, CNEABALLMAT

[pHEM Ha pHBapokcabaH TpsOBa Aa ce OTIIONKH WM JICHEHHETO TpAOBa Aa ce NpexpaTH,aKo €
Heobxoanmo. PuBapokcabas uma nomy>KMBOT OT 0KoNo 5 10 13 yaca npH BB3pacTHH. [lonyKUBOTBLT
NpH Jella, H3HKUCIIECH ¢ H3NON3BaHe Ha nonmyaauuoHHH dapMakokuneTuydHu (non®K) nogxoau 3a
MOJeupaHe, € Mo-KpaThK (BX. Touka 5.2). OBnaassaHero Tpadsa Aa Obae HHOUBUIYAIHO CHIope
TEKECTTA U NOKATH3ALMATA HA KpBBOM3MUBA. MOXeE Ja ¢ U3MO3Ba NOAXOAALUO CHMIITOMETHYHO
NIeUEHHE KaTo MEXaHWYHA KOMIpecHs (Hanp. NpH Texka GopMa Ha eNKCTAKCHC), XUPYPrHUHH
HHTEPBECHLIHH 3a XEMOCTAa3a ¢ M3MNOJI3BaHe Ha NpoLeaypH 3a KOHTPONHpaHE Ha KbPBEHETO,
00eMO3aMECTHTETHH BAMBAHHUA M MEPKM 34 NOABbP)KAHE HA XEMOJHHAMHKATa, Npe/IMBaHE Ha KPbBHU
NpoAYKTH (KOHLIEHTpAaT Ha EPUTPOLIMTHA MACa UK NPACHO 3aMpa3eHa fU1a3Ma, B 3aBUCHMOCT OT
CRBpP3aHaTa C KbPBEHETO aHEMHUA WIH KOAryJIONaTHs ) WU Ha TPOMOOLIMTH.

AKO KbpBEHETO He MOXKe Aa Oblie OBNANAHO C rOpENnoCOoMEHUTE MEPKH, TpsiOBa aa ce obcbau
ApHNAraHeTo Ha cnelMgpHYieH aHTHAOT 3a HHXubuTOp Ha dakrop Xa (andexanet alfa), ko#iTo
aHTaroHW3#pa (papMakOAHHAMHUYHUA €(QEKT Ha pHBAPOKCA0aH HIIH Ha CIIEUM(PHUYHO NMPOKOAryJIaHTHO
CPEACTBO, KATO KOHUEHTPAT Ha npoTpoMOuHOBKA KoMILieKe (KIIK), akTHBHpaH KOHUEHTpAT Ha
nporpomMOuHoBHa koMrLieke (AKIIK) wiu pekombunanren ¢gaxtop Vlila (r-FVIla). KbM moMeHTa
ofaye KIMHMUYHUAT ONMHUT OT MPUIAraHETO HA TE€3H JIEKAPCTREHH NPOAYKTH MPU Bb3PACTHU NMAUMEHTH H
aela, nojiyqapailu pusapokcabdat, € MHoOro orpanuuet. [Ipenopukara cbllo ¢€ OCHOBaBa M Ha
OrpaHH4eHH HEKIHHHUYHH AaHHK. HeobxoauMmo e aa ce B3eMe 1o BHHMaHHE NTOBTOPHO MPUIIOKEHUE
Ha pekoMOHHaHTeH dakTop Vila n no3zara Tpadsa aa ce THTpHpa B 3aBUCHMOCT OT HAMAJISBAHETO Ha
KbpPBEHETO. B 3aBUCHUMOCT OT Bb3MOKHOCTTa Ha MACTO, B CJTy4aH HAa MaCHMBHO KbpBEHE, TpsOBa Ja ce
OOMMCIIH KOHCYATalHS CbC CNELMATTHCT MO KOarylalHOHHY HapylleHus (B Touka 5.1).

He ce ouakpa npoTtaMuH cyi¢ar 4 BUTAMHH K aa NOBNYABAT AHTHUKOAryIaHTHATA AKTHBHOCT HA

pusapokcadaH. [Ip4 Bb3pacTHH NALMEHTH, NMONYYABALLH pHBapokcadaH OMUTBT C TPaHEKCaAMOBa

KHCEIHHA € OrPaHWYEH W JIMICBA ONKMT ¢ aMMHOKAPOHOBA KNUCEWHA M anpOTHHHH. Hama onurt ot
ynorpebara Ha Te3H CpeACTRA NPH Jela, Noy4aBaluy puBapokcadban. Hama HuTo HayuHH
NOKa3aTeNncTea 3a 61aronpHsITHO MOBIHABAHE, HUTO OMUT OT M3MON3BAHETO HA CHCTEMHHU
X€MOCTATHK JE3MOIPECHH NPH NauHeHTH, Noay4asaiud puBapokcabaH. Ilopaan Bucok
CBBLP3BAHE C IUIA3MEHHUTE MPOTEMHH He Ce ovakBa puBapokcaban aa Moxe na Obae ot

AHaJIn3a.
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5. ®APMAKOJIOI'MYHH CBOUCTBA

5.1 PapmMakoRHHAMHYHH CBOHCTBA

QapMakoTepancBTHYHA rpyna: AHTHTPOMOOTHUYHU CPEACTRA, AUPEKTHH HHXHOUTOPH Ha akTop Xa,
ATC xoa: BO1AFO1

MexaHU3bM Ha JEHCTBHE

PuBapokcabaH € BUCOKO CEIEKTUBEH JUPEKTEH HHXHOUTOP Ha dakTop Xa ¢ nepopalHa OHOHATMYHOCT.
HHxnbupaHero Ha ¢akTop Xa npexbcBa BHTPELIHHS H BLHLUIEH IMBT Ha KOAryialMOHHATA KacKaja,
KoeTo HHXUubupa kakto hopMUpaHeTo Ha TpoMOUH, Taka W obpa3yBaHeTo Ha TpoMOM. Pusapokcaban He
HHxHOHpa TpoMOuHa (akTHBHpaH (akTop II) u He ca HabmOaaBaHH edeKTH BLPXY TPOMOOLIMTHTE.

(DaEM dKOJHHAMHYHH eq:]e KTH

Hpu xopa e HabnoaaBaHO 1030-3aBUCHMO HHXHMDOHpaHe Ha akTWBHOCTTA Ha dakTop Xa |
[IporpombunoBoTO Bpeme (PT) ce noBnugBa 10303aBUCHMMO OT pHBapoKcabaH B TACHA KOpenaLus ¢
nnasMeHUTe KOHUeHTpauuH (1= (0,98) axo 3a Tecta ce uanonssa HeormnactHH. Jpyru peaxTueH e
NanaT paziH4yHH pe3yITaTH.

Otuuranero Ha PT Tpabsa na crapa B cekyuam , 3amoto INR e kanubpupaHo n BanuaupaHo camo 3a
KyMapHHOBH MPOAYKTH H HE MOXE J1a C€ H3MO/I3BA 32 APYTY AHTUKOATYNaHTH.

[Ipu naureHTH nomy4yasawy pusapokcabaH 3a nedeHue Ha /IBT v BE W npeseHuns Ha peLiMauBH,
nepcentmnte 5/95 3a PT (Heonnactun) 2 — 4 yaca cnea npuema Ha tabnetkara (T.€. Mo BpeMeTo Ha
MakcumasieH eekT) 3a 15 mg pusapokcabaH aBa MbTH JAHEBHO ca B rpaHHLHTE OT 17 10 32 s M 3a

20 mg puBapokcadaH BeAHBXK AHEBHO ca B rpaHHuMTe oT 15 10 30 s. Ilpu Hail-HHCKaTa KOHLEHTpaLUA
(8 — 16 u cnen npuema Ha rabnerkara) nepceHtunure 5/95 3a 15 mg ABa MbTH AHEBHO Ca B rPaHHLIATE
oT 14 10 24 s, a 3a 20 mg BeannxK AHeBHO (18 — 30 4 cnex npuema Ha tabnetkara) or 13 no 20 s.

[Ipu nauMeHTH ¢ HEKNAMTHO NPEACHPAHO MBXKIEHE, KOUTO NpUeMaT puBapokcadaH 3a npodUIakTHKa Ha
MHCYJT U CHCcTeMeH eMOomnn3bM, nepceHTwmire 5/95 3a PT (Heonnactun) | — 4 yaca cnea npueM Ha
Tabnerkara (T.e. N0 BpeMe Ha MAaKCHUMAJICH €(PEKT) NpH NMALMEHTH IeKyBaHH ¢ 20 mg BeHbK AHEBHO
ca B rpanydumTte ot 14 10 40 s, a npy NaLKMEeHTH ¢ yMepeHO ObOpetHO yBpekKaaHe NeKyBaHu ¢ 15 mg
BEIHBX AHEeBHO ca oT 10 0o 50 s. [1pu nait-HuckaTa koHueHTpauus (16 — 36 4 cnea npUeM Ha
TabyieTkaTa) nepceHTWIHTE 5/95 Npu nauueHTH tekyBadH ¢ 20 mg BeaHbx AHeBHO ca oT 12 no 26 s, a
NpU NaLHEHTH ¢ yMepeHo ObOpeuHo yBpexxaane, NeKyBaHU ¢ 15 mg BeaHBK JHEBHO ca oT 12 xo 26 s.

B x1MHHUHO papMakoJIOrHuHO NMpoy4YBaHe Ha oOpaTUMHUTE NPOMEHH BbB papMaKOIHMHAMMKATA HA
puBapokcabaH npu 3apaBy Bb3pacTHU A00poBonuHd (n=22) € OLieHABaH €PEKTHT HA €AHHHYHH JIO3H
(50 TU/kg) ot aea pasnuunu euaa [NKK, 3-pakropeH KoHUEHTpaT Ha NPOTPOMOHHOBHS KOMILIEKC
(I1KI1) (®axtopu Il, IX u X} u 4-paxropen IIKI1 (Paxropu 11, VI, IX n X). 3-paxropuusr [1KI1
[oHWxkaBa cpeaHrTe ctoiHocTH Ha HeortactiH PT ¢ okono 1,0 cekyHaa 3a 30 MHHYTH B CpaBHEHHE ¢
IOHWKECHHUATA OT Npubnu3nTenHo 3,5 cexynau HabmoaaBanu npu 4-daxropHus [TKIT. O6patHo, 3-
¢axTopuuaT [1KI1 uma no-ronsm u no-0up3 o611 edekT BbpXy 0OpaTHMHTE NPOMEHH B €HAOTeHHOTO
obpa3yBaHe Ha TpoMOMH, 0TKONKOTO 4-pakTopHuat [1KIT (B Touka 4.9).

AKTHBHPAHOTO NapuranHo tpomdbonnactuHoso speme (aPTT) u HepTest chilio ca yabikeRy

A0303aBHCHMO, HO M3MOJI3BAHETO UM 3a OLEHKA Ha hapMaKoJAMHAMHYHUA ¢DEKT Ha pUBapoKcabaH He
ce npenopbuBa. HaMa HeobxoaumocT ot HabMOAEHHE Ha KOATYNIaLIMOHHUTE NTapaMeTpu Mo BPpEME Ha
JIe4eHneTo ¢ pMBapokcabaH B KNnHHUYHATA NMpaKTHKA, BCe mak, ako € KIHHWYHO NOKa3aHO, HUBATa Ha
puBapokcabaH MOTAT [a ce M3MepBaT ¢ NOMOLITa Ha KanHOpUpaHH KONHYECTBEHH TECTOBE 3a

———

aHTH(axkTop Xa (BxkK. TOuKa 5.2). i :‘“ -
/ e T
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Anamu3wT Ha PT (peareHT - HeornacTul), aPTT u aHTH-Xa (¢ kanubpupaH konuueg Eéi-l’ TECT)
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: \
NOKa3Ba TACHA Bpb3Ka ¢ I1a3MEHHTE KOHLUEHTpauuy npu Jeua. Bpuikara Mexay a u-rxa Fl L S ]
IU1a3MEHHTE KOHLUECHTPAUMWH € JIMHeHHa ¢ HakioH 6au3o ao 1. MoraTt aa BL3HHKHaAT ,g;dnuﬂyaﬂﬁu T
HECHOTBETCTBUA € MO-BUCOKH WITH MO-HUCKK aHTH-Xa CTOHHOCTH, B CPABHEHHE CBC C theTHHTe o *"*’,/.-"

""* X
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nnasMe€HH KOHLUCHTpPalHA. Hama neobxonauMocT ot HabmoaeHHe Ha KOAryJJauHOHHHTE NapaMETPpH Nno

BpEME Ha KIIHHHYHO NeveHHe ¢ puBapokcadaH. Bee nak, ako e KTMHHYHO NOKA3aHO, KOHUEHTPALIUNTE
Ha puBapokcabaH Morart aa 6bAaT U3MepRaHK ¢ KaTUOPHPAHH KOIMYECTBEHU TECTOBE 32 aHTH(AKTOp
Xa B mcg/l (Bx. Tabnuua 13 B Touka 5.2 3a Auana3zoHUTE Ha HAOMOAABAaHUTE TUTa3MEHH
KOHUEHTpalKH Ha puBapokcaban npy acua). JlonHara rpaHuua Ha KOJTHYECTBEHUTE ONpeacIIAHUA
TpadBa 1a ce MMa NpeaBUA, KOTaTo C& K3MON3Ba AHTH-XAa TECTHT 3a KOJAKWHECTBECHO OMPEAC/ISHE Ha
Nnaa3MEHHTE KOHLIEHTPALIMK Ha puBapokcabaH npu acua. He € ycraHoBeH npar 3a epHKacHOCT HIN
CbOUTHA, CBbLP3aHH ¢ 0€30MaCHOCTTA.

KiauHruyHa edHKacHOCT H 6€30NacCHOCT

Ilpeeenyus na uncynm u cucmemen emboaUIOM NPU NAYUEHINU C HEKTANHO NPECOPOHO MBICOEHE
KnuHW4YHaTa nporpamMa 3a pMpapokcaban € cb3aajicHa ¢ uen Ja Nnokaxe epuKkacHOCTTA Ha
puBapokcabaH 3a NpeBeHLUHA HA HHCYJIT H CUCTEMEH €MOOIM3EM NTPH NALHUEHTH ¢ HEKJIATTHO

NPeACHEPIHO MBXKACHE.

B ocHoBHOTO ABOoHHO-ciisino npoyusaHe ROCKET AF, 14 264 nauveHTH ca pasnpeacneHH a
noxy4yapaT uin 20 mg pusapokcabaH BeOHDBX JHEBHO (15 mg ReAHBK HA A€H NPH NALHEHTH C
KpeaTHHHHOB KNUpBHC 30 — 49 ml/min) unu sapdapHH TuTpHpaH Ao TaprerHo INR 2,5
(repaneBTHYHH rpadui 2,0 no 3,0). Cpeanara npoOALDKUTENHOCT HA ICUYEHHETO € 19 Mecelia, a
ofmara NnpoaBBKUTENHOCT Ha NIeYeHHETO € A0 41 mMeceua.
34,9% OT naLMeHTHUTE Ca IEKYBaHH C aUCTHICANHLWIIOBa KHCENHHA, a 11,4% ca nekyBanu ¢ knac III
AHTUAPHTMHLH, BKJIFOYKTENHO aMHO/IapOH.

PusapokcabaH e nokasasn He no-manka e(pUMKaCHOCT B CpaBHeHHe ¢ BapdapHH nO OTHOIIEHHE Ha
NMLPBUYHHTE CHCTABHU KPaHH TOUKM 3a HHCYNIT H cucTtemen embonu3sM H3ssH LIHC. B
MOMyJlalMATA JIEKYBaHA MO NPOTOKONA, HHCYJT WIH CHCTEMEH eMOOIMIBM € HACTBIKI NpH

188 nauMenTn Ha puBapokcaban (1,71% Ha roaunHa) u 241 Ha BapdapuH (2,16% Ha ronuna) (HR 0,79;

95% CI, 0,66 - 0,96; P<0,00] 3a cxonna epukacrocT). Cpel BCHMKH paHAOMHW3HPAHH NALHEHTH
aHanusupany cnopel ITT (HamepeHue 3a neyeHue), MLPBUUHHU CHLOUTHA ¢a HACTHITWIH NPH

269 nauyientu Ha pusapokcadan (2,12% na roanna) u 306 na Bapdapun (2,42% Ha roauda) (HR 0,88;
95% (I, 0,74 — 1,03; P<0,001 3a cxonHa edukachnoct; P=0,117 3a no-gobpa epuxkacHocr).

PesyaraTire 3a BTOpU4YHUTE KpaidHHA TOUYKH TECTBAHHU NO HepapXHueH pea B I'TT aHanu3za ca nokasaHH

Ha Tabnuua 4. Cpea nauHeHTHTE B rpynara Ha BapdapuH, croiisocture Ha INR ca 6uiu B
TepaneBTH4HHM rpaHuuy (2,0 no 3,0) cpeano 55% ot BpeMero (Meanana 58%,; UHTEpKBapTHUICH
auanasoH 43 go 71). EdekTsT Ha puBapokcaban He ¢e paznnyuaBa Ha HUBO UeHTpaiiHo TTR (Bpeme B
taprereH INR auanazon ot 2,0 — 3,0) npu kBapTHAHTE ¢ €AHAKBLB pasMep (P=0,74 z3a

BaauMoacHcTBre). B Hal-ropHUs KBapTUI MO OTHOLUEHHE Ha LIEHTEPA, koepuumneHTHT Ha puck (HR) 3a

pverapokcabaH cnpamo sapdapud e 0,74 (95% AU, 0,49 - 1,12).

HecroTaTta Ha OCHOBHHUTE PEe3y/TaTH 3a 0€30NacHOCT (roJIEMHU M HErOJIEMH KIHHHYHO 3HaYHUMH
KPBLBOM3/IHBH) Ca CXO[HH MIPH ABETE TepaneBTHYHH rpyny (Bx. Tabnuwua 5).

Tabauna 4: PesyaraTn 3a epuxacuoct o7 ¢pasza 11l ROCKET AF

IIpoyuBana ITT ananu3 Ha ePHKACHOCTTA NPH NARHEHTH ¢ HEKJIAMHO NPEACHLPAHO
nonyJjanus MbakKAene |
PuBapokcaban
22 :BIE :eﬂﬂbﬂt Bapéapun
?15 mg BeIHBXK Turpapas xo
& Bed Taprerao INR 2,5 Koepnnuent na
AHEBHO NPH o
TepanesTnuna (TepaneBTHYHH pucka (95% .
NALHEHTH ¢ YMEpPEHo y |
MO3HPOBKA 616 DeUHO rpaunnu 2,0 no 3,0) p-cTOHHOCT .
5 5 ane) YecToTa HA npeBbL3X0 @f—— |
{rl pEAd csOuTReTO (100 X iR s
eeToTa Ha NAUHEHTOrOANHH) AR
cubuTHeTO (100 1( Sl
NAIHEHTOTOXHHH) W e
UHCynT 1 cucTeMen 269 306 \%% L
Cora
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eM00JI1M3bM H3BBH (2,12) (2,42) (0,74 — 1,03)
HHC | 0,117
HHcynT ¥ cucTeMeH 579 609 0,94
eMOOTH3bM M3BBH (4.51) (4.81) (0,84 — 1,05)
HHC u cbaoBa cMbpT ’ ’ 0,265
HUHcynT HeucTeMeH 0.93
eMOOJIH3BM U3BBH 659 709 (0,83 " 1,03)
LIHC, ¢baoBa cMBPT H (5,24) (5,65) ’ 0.15 8,
HHGapKT Ha MHOKapAa ’
253 281 0,90
HUucynr (0,76 — 1,07)
(1,99) (2,22) 0.221
| 0,74
CucremeH eMOOTU3IBM 20 27 (0,42 —1.32)
u3BbH LIHC (0,16) (0,21) 0,308
0,91
130 142 ’
HMudapkT Ha MHOKapAa (1,02) (L.11) (0,73 ;611,1 6)

Tabauua 5: PesyaraTh 3a 6esonacioct oT ¢pa3a 111 ROCKET AF

IIpoyuBana 0o %)
nonyasuus ANHCHTH ¢ HEKNANIHO NPEeACHPAHO MbXKIeHE
PuBapoxcaban
;:]I:Blifenghm Bapdapun
THTPHPAH J0
(15 mg BeantK rapreTer INR 2,5 |
TepaneBTHYHA AREBHO ipH (TepaneBTHYHH Koeguuuenr na
P NALKEHTH C YMEPEHO P pucka HR (95% AH)
AO3APOBKA BLEDeUHO | rpanunu 2,0 ao 3,0) p-cToHHOCT
P YecToTa HA
ﬂl‘;i’:f:::) cbbrTHEeTO (100
cr6uTHETO (100 NALKWEHTOrOAHHHA)
BAMHEHTO- FTOAHHH)
["'oneMu M He-roNeMH 1,475 1,449 1,03 (0,96 -1,11)
KJIAHHYHO 3HAaYUMH (14,91) (14,52) 0,442
| KPHBOHIHBH
395 386 1,04 (0,90 - 1,20)
"o1eMH KPbBOU3NHBH (3,60) (3,45) 0.576
CMmbpT nopaau 27 55 0,50 (0,31 - 0,79)
KbpBeHEe* (0,24) (0,48) 0,003
KbpBene ot 91 133 0,69 (0,53 -0,91)
KpUTHYEH opran® (0,82) (1,18) 0,007
BrurpeuepeneH 55 84 0,67 (0,47 —0,93)
KpBBOK3NUB* (0,49) (0,74) 0,019
Cnag Ha 305 254 1,22 (1,03 - 1,44)
xemoryobuHa* (2,77) (2,26) 0,019
KpbBonpenupaHe 183 149 1,25 (1,01 - 1,55)
Ha 2 Wi TIOBeYe (1,65) (1,32) 0,044
CAHHHLIH .
€PUTPOUHTHA /::; S **t;
Maca WiH uanaa / ki{p/f ’_:; o ~.',_~1-;:';, Rr
KpbB* . / f ey fﬁ:ﬁ.ﬂ s
HeroneMn KIHHHYHO 1,185 1,151 1,04 (O,GZ( 4,13 g
3HAYHMH KPBBOU3NIHBH (11,80) (11,37) 0,345 l > "" *
CMBpPTHOCT MO 2038 250 0,85 (O*R‘f‘:tm} CI -
BCAKAKBH MPHYHHH (1,87) (2,21) 0,073 R
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a) [Momynauus w3nyuTBaHa 3a 6€30MaCHOCT, HA NEYEHHE
* HoMuHanHO 3HAYHMH

Oceen ¢aza III npoyusane ROCKET AF, ¢ npoBeaeHO €1HO NMPOCHEKTHBHO, ¢ €4HO paMo,
IOCTMapKETHHIOBO, HEMHTEPBEHIIHOHAIHO, OTKPUTO KOXOpTHO npoyysane (XANTUS) ¢ ocHoseH
M3XO0Ji Ha pe3yJITATUTE, BKIIIOUYUTENHO 3a TpoMOOoeMOOINYHH CBOHTHA U FOJIEMH KpBbBOH3NHBH. 6 704

Nauxu€eHTH C HEKJIANMHO MPEACHPIHO MBXKACHE €A BKIIIOYCHH 34 YYACTHC, 34 NPCBCHINUA HAa HHCYJIT Y

cucteMeH emMGonu3sM m3sbH LIHC B knunnusara npaktika. Cpeauure croiiHoctu na CHADS,
ckopa ca 1,9, a Ha HAS-BLED ckopa ca 2,0 8 XANTUS, cpaBHenH cre cpeAHUTE CTORHOCTH Ha

CHADS2 yw HAS-BLED 3,5 1 2,8 8 ROCKET AF, ¢hoTBETHO, ['0/IAM KPBBOHIIHB € HACTBITI NPH

2.1 na 100 naumenroroarHn. Crobluasa ce 3a paraned kpbeBOH3NHB NpH 0,2 Ha 100 nauueHTOroanHH,
a pbTpedepeneH Kpbpeouiue npu 0,4 Ha 100 naunenroroanin. MMa cbobLieHns 3a HHCYAT Wi
cuctemeH em0onn3bM H3BbH LIHC npu 0,8 Ha 100 naupeHToroanyn.

Tean HaGnloaeHHA B KIMHHYHATA NPaKTHKa CHOTBETCTBAT HA YCTAHOBEHHA npodun Ha Oe3onmacHOCT

¢ TOBaA NMNOCKa3aHHE.

B nocTMapKkeTHHrOBO HEMHTEPBEHUHOHAMTHO npoy4saHe npy nosede ot 162 000 nauneHTH o1 YeTHPH
IbP’KaBH puBapokcabaH e mpeanucaH 3a npodunakTHka Ha HHCYJIT M CHCTEMHa eMOOJTHA NPH
MalMEHTH ¢ HEKJIATIHO NpeAcHPAHO MBxAeHe. HecToTaTa Ha cbOMTHATA 338 HeXeMHueH HHCYIT € (0,70
(95% CI1 0,44 — 1,13) 32100 naumedToroanHu. KnpseHe, KOETO BOJAH 0 XOCMHTAIH3AUMA, HACTHIBA C
4yecToTa Ha crOuTusTa Ha 100 naupenTorognum 0,43 (95% C1 0,31 — 0,59) 3a BbTpeuepeneH
kpbBoH3InuBs, 1,04 (95% CI 0,65 — 1,66) 3a cromainHo-ypeBHO kbpBene, 0,41 (95% C1 0,31 - 0,53) za
yporeHutanHo kppeeHe U 0,40 (95% CI1 0,25 — 0,65) 3a Apyro xbpBeHe,

IlauMEeHTH NMOATIOXKEHH HA KAPDAHOBEP3UO
EnHo npocnekTHBHO, PAaHAOMH3UPAHO, OTKPUTO, MHOTOUEHTPOBO, €KCIUIOPATOPHO NIPOYUBAHE ChC

jacnerneHa olieHka Ha kpaiinuTe ToukH (X-VERT) e npoeeaeno npu 1 504 nauneHTH (HeneKyBaHU a0
cera C NepopalHi aHTHKOAryJIaHTH H NPEeABAPUTENHO NEKYBAaHH) ¢ HEKJIEMHO NPEACHPAHO MbXKACHE
[UIaHHPaHH 32 KapJHOBEP3HO, C LiEN1 CpaBHABaHE Ha puBapokcabaH ¢ kopurupaHa nosa ABK
(panpoMu3upaHu 2:1), 3a npo¢ruiakTHKa Ha ChpACYHOCHAOBH ChOUTHA. M3anon3aHu ca CTpaTerni ¢
noMollTa Ha HacoyBaHe upe3 TEE (1 - 5 aHM npeasapHTEAHO JICYEHHE) UNTH KOHBEHLIHOHANTHO
KapaHOBep3HO (TMOHE TPH CEAMULIM NpeaBapUTeNnHO acueHne). [IepBuUHHTE PE3yNTaTH 33 €PHKACHOCT
(BCHYKM BHAOBE HHCYJIT, MPEXOAHA HCXeMHUYHA aTakKa, CHCTeMEH emBonu3bm n3BbH LIHC, HHpapKT
Ha MHokapaa (MH) 1 cMbpT nopagu cbpAeYHOCHA08H 3a00N14BaHUA) ca YCTaHOBEHH TipH S (0.5%)
[AUKEHTH B rpynarta Ha puBapokcaban (n = 978) u 5 (1.0%) nauueHTH B rpynara Ha ABK (n = 492;
RR 0,50; 95% C10,15-1,73; moauduumpana ITT nonynauus). OCHOBHUST pe3ynTar 3a 6e30NacHOCT
(ronsM KpbBOUINKB) € ycTaHoBeH npu 6 (0,6%) u 4 (0,8%) naunenTu B rpynara Ha puBapokcabaH (n =
988) B rpynarta Ha ABK (n = 499) , cvorserHo (RR 0,76; 95% C1 0,21-2,67; nomynaums 3a
OezonacHocT). ToBa eKCIUIOPaTOPHO MPOYy4BaHe MOKa3Ba CpaBHMMa €(PHKACHOCT K De30MacHOCT Mex Iy
TEpaneBTUYHUTE rpynu Ha puBapokcaban 1 ABK B ycioBuATa Ha KapAHOBEP3HO.

[MalMeHTH ¢ HeKJIANHO NPEeACHPAHO MbikaeHe, noanoxeHy Ha [1KH ¢ nocrapsane Ha cTeHT

[IpoBeAeHo € paHIOMH3UPaHO, OTKpHUTO, MHOoroueHTpoBo npoy4Barne (PIONEER AF-PCI) npu 2 124
MALMEHTH ¢ HEKITAMHO NPEACHPAHO MBXKACHE, KoUTO ¢a bunu noanoxeHu Ha 11KH ¢ nocraesaHe Ha
CTEHT 32 MLPBUYHO aTEPOCKICPOTHYHO 3a00I1BaHe, 3a CpaBHABAHE Ha DE30MAacHOCTTa Ha ABA peXKHMa C

puBapokcalaH 1 eanH pexxuM ¢ ABK. [lauuenTtare ca panaomusupany B ceoTHOWwEHHe 1:1:1 3a
neueHue 061mo 12 Meceua. OT MpoyyBaHETO ca UIKITIOMEHH MALIMEHTH ¢ npexapan HHeynt wim [1UA .

I'pyna 1 ca noayuasanu 15 mg puapokcaban BenHbxk AHeBHO (10 mg BeAHBX AHEBHO NPH NALMEHTH C
KpeaTHHHHOB KIUpBHC 30 — 49 ml/min) mntoc P2Y 12 unxuburop. ['pyna 2 ca nosryuaBanu

pupapokcabaH 2,5 mg nea mbt aHeBHo Iunoc JITAC (aBoina aHTHTpOoMOOTHUHA Tepanu, T.c.
knonuaorpen 75 mg [wiu antepuatuee P2Y 12 uHxuOuTOp] matoc HMCKa fo3a aueTHiican q Eﬁ‘?
kHcesmHa [ASA]) 3a 1, 6 win 12 meceua, nocnearana ot pusapokcadban 15 mg (wm 10 A o
KpeaTHHHHOB KNHpbHC 30 — 49 ml/min) BeAnbx AHEBHO MJIIOC HUCKA 1038 aLETHICAT
xucendHa. I'pyna 3 ca nonyuasanu kopurupasa no3a ABK nmoc JITAC3a 1, 6 nu |
nocneABaHa oT KopurupaHa ao3a ABK nioc Hucka n03a aleTHICATHUWIIOBA KHCENTH
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[TbpBUuHaTa Kpatina Touka 3a 6€e30nacHOCT— KIMHUYHO 3HAUUMH KPBBOH3JIHBH Ca YCTAHOBEHH MPH
109 (15,7%), 117 (16,6%), u 167 (24.0%) naumenty B rpyna 1, rpyna 2 u rpyna 3, cboreetHo (HR
0.59; 95% CI 0,47-0,76; p<0,001 u HR 0.63; 95% CI 0,50-0,80; p<0,001, cvorBeTHO). Bropnunara
KpaiiHa Touka (CMBPT OT CbCTARHH CbpACYHOCHAOBH CHOUTHUA, HH(PAPKT HA MHOKapAa WX HHCYJIT) €
yctaHoBeHa npH 41 (5,9%), 36 (5,1%), v 36 (5,2%) naumentd B rpyna 1, rpyna 2 u rpyna 3,
CLOTBETHO. Besika oT cxemuTe Ha puBapokcabaH noka3pa 3Ha4yMMO HaMaJIEHHE Ha KIIHHHUYHO
3HAYHUMHTE KPBBOM3JIUBH B CpaBHEHHE ¢ pexkuMa Ha ABK npy nauueHTH ¢ HEKIanmHo npeachbpaHo
MBbKIaeHe, nopiokesn Ha [1IKH ¢ nocTasane Ha CTeHT.

[Tspsuunara uen Ha PIONEER AF-PCI e oueHka Ha 6ezonacHocTTa. Jlanuure 3a eukacHocT
(BxunounTenHO TPOMOOEeMDOIHUHH CEOMTHA) NPH Ta3H MOMYyJAaL|A Ca OTPaHHYEHH.

Hevenue na [[BT, BE u npoghwnaxmuxa na peyuousupayu /IBT u bE

Knuuuuxata nporpaMa Ha puBapokcabaH e [U1aHMpaHa C L€ [a JEMOHCTPHpa ePHKACHOCTTa HA
puBapokcadaH NpH HAYATHOTO M Npoab/kaBaino neveHue Ha octpu ABT u bE u npesenunara Ha
PELMAUBH.

Han 12 800 nauMeHTH ca NPOYYEHH B YETHPH PaHAOMH3HPaHHA KOHTpoaHpaHH daza 111 knnauuHu
npoyusanua (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) u AonbiHHTENHO €
NMpOBEIeH NpeABapHTENHO AePUHHpaH cOopen ananus Ha npoy4saHuAaTa Einstein DVT n Emnstein PE.
O6wara KoMOMHHPAHA MPOIBDKHTENHOCT Ha JICHEHHETO 32 BCHUKH NpoyuBaHHd e 10 21 Mecela.

B npoyusanero Einstein DVT 3 449 nauuenty ¢ octpa [ABT ca npoyuenw 3a neuennero na JIBT u 3a
npodunakTHkaTa Ha peuuaysupawid DVT u PE (naumenture cbe cimnromaTtuyed bE ca u3kmouenn
OT TOBA npoyuBaHe). [IpoabmKUTENHOCTTA HA JieweHHeTo € 3, 6 WK 12 Mecela B 38BHCHMOCT OT
KNHHMHHATA NPELICHKA Ha U3CTIEI0BaTE.

3a neueHneTO Npe3 NbpBUTE 3 ceaMuUM Ha octpa BT ca nprunaranu 15 mg puBapokcabaH aABa muTH
aHesHO. Cnell ToBa NevueHneTo npoab/kaea ¢ 20 mg puBapokcabaH BEAHBXK AHEBHO.

B npoyusaneTo Einstein PE, 4 832 naupentn ¢ octop BE ca npoyuenw 3a neuenuero Ha bE u
npodunakTukara Ha peudansrapaiuy JIBT v BE. IlpoawipkurenHoctTa Ha neveduero € 3, 6 unu 12
Mecela B 3aBHCHMOCT OT KIMHWYHATA MpeLeHKa Ha U3CIeaoBaTeNs.

3a neueHueTo Ha ocThp BE npes nbpeBUTe TPH ceAMMIM ca npunaraHu 15 mg pueapokcadaH ABa mbTH
aHeBHO. Cniel ToBa NIEYeHHETO Npoaw/nkaBsa ¢ 20 mg puBapokcabaH BEAHBK AHEBHO.

M npu asere npoyusanus Einstein DVT u Einstein PE |, pe:xMMDBT Ha CpaBHHTENHO JIEYEHHE BKIIOUBA

€HOKCanapHWH NMpwiaraH B NpOABLKEHHE HAa Hai-Mako 5 JHM B KOMOWHALMS C AHTArOHHCT Ha
suTaMHH K 1o nocturane Ha ctoiiHocT Ha PT/INR B TepanesruyHuTe rpaduuM (> 2,0). JleueHnero

NpoAB/DKABA ¢ AHTANOHUCT Ha BUTaMHUH K ¢ 103a KopHrHpaHa 3a noAabpikaHe Ha CTOMHOCTHTE Ha
PT/INR B TepaneptauHure rpauuum ot 2,0 no 3,0.

B npoyusanero Einstein Extension 1 197 naunentn ¢ JIBT niv bE ca uscneasany 3a npeBeHLns Ha
peunaueupaiud /BT u BE. [IpoanbkuTenHocTTa Ha 1e4eHHETO 00XBalLA JOMLIHHTENHO 6 10

12 mecelia Npy NalMEHTH, KOUTO Ca NPEeMUHAH KYpC Ha JeueHHe oT 6 10 12 Mecela Ha BEHO3EH
TpoMOOeMOOIH3BLM B 32BUCHMOCT OT KJIMHUYHATA NPELCHKA Ha u3cneaoparea. CpaBHABa ce
puBapokcabaH 20 mg equH BT Ha AeH ¢ ruiauedo.

Einstein DVT, PE u Extension u3non3sar eqJHH ¥ CblilH NPEABAPUTEITHO Je(PUHUPAHH TBPBHUYHH H
BTOPHYHM Pe3yNTaTH 3a ePpUKAcHOCT. [IbpBHYHHUAT pe3ynTaT.3a ePHKACHOCT € CHMITTOMaTHYEH
peuyauBupalll BeHoseH Tpomboembonuzsm (BTE) nedunupan karo cbetaBeH ot peuyauempauia JIBT
win atanen win HedaraneH BE. BropHuuusaT peaynrar 3a epHKacHOCT ce JeHHHUPA KaTO ChCTABEH OT
peunausupawa BT, HedaTtaneH BE v ofbia cMbpTHOCT.

B npoyusanero Einstein Choice, 3 396 naunenTH ¢ norebpaeHa cumnromatuusa JIBT v/
KOWTO ¢a 3aBbpIIWIN 6-12 MECEUHO aHTUKOATyJIaHTHO JIEYEHHE Ca NPOYUEHH 32 NMPEeBeH1l
dataneH BE unu HedaTanHn cumnromatiuHu peunansupaiiy JABT unu bBE. IauueHnTH
MoKasaHMe 3a NpoAb/DKaBaHe Ha aHTUKOAryJlaHTHOTO IEUYEHHE CTEPANEBTHYHA A03a ¢a Y
npoyusaHero. [IpoabmKUTEAHOCTTA Ha NeueHUETO € 10 12 Mecela B 3aBUCHMMOCT OT Aar
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HHAVBHAYaNHaTa panaoMusanvs (Meauada: 351 nuu). CpaBHsaBaHu ca pusapokcabaH 20 mg BeAHDBXK
AHEBHO M puBapokcabaH 10 mg BeaHbx AHeBHO ¢b¢ 100 mg alleTHIICANUIUIOBA KUCE/IHHA BEAHBXK

AHEBHO.

[TopBAYHKAT pe3yaTaT 3a €PUKacCHOCT € cHMNTOMaTHYeH peuranBupaul VTE neduHupal karo

chkeTaseH oT peunauBvpaumia BT wnu daraned unu Hegaranes bE.

[Ipoyusauxero Einstein DVT (Bx Tabnuua 6) nokassa, ue puBapokcadaH € ¢ He No-Majika ePpHKaCHOCT
ot enokcanapui/ABK 3a mbpeuunms peayntar 3a euxacHocT (p <0.0001 (rect 3a He no-Manka
edukacHocT); koeduureHTt Ha pucka(HR): 0,680 (0,443 — 1,042), p=0.076 (TecT 3a npeBb3IXOACTBO)).
[TpenpapuTenHo onpeaesicHaTa HETHA KIMHWYHA NON3a (ITbpBHYEH pe3ynTarT 3a e(pHKaCHOCT TUIIOC
MACHBHH KpbLBOM3IUBH) ce ¢hobimasa ¢ HR 0,67 ((95% AU: 0,47 — 0,95), HoMuHaHa p CTOHHOCT
p=0,027) B non3a Ha puBapokcaban. CroilHocTHTe Ha INR ca B TepaneBTHUHMS IHaNa3oH CpeAHO
60,3% oT BpeMeTO NMpH cpellHa NPOABIKUTENHOCT Ha neueHHeTo 189 aun, u 55,4%, 60,1%, u 62,8%
OT BPEMETO [IPH IPYIHTE C IUIaHHUPAHO JIEYEHHE ¢ NPOAWDKHTENHOCT ChOTBETHO 3-, 6-, 1 12 Mecena. B

rpynara Ha eHokcanapui/ABK HsMa sicHa Bpb3ka Mexy HUBOTO Ha cpefHoTo LeHTpanHo TTR (Bpeme

B TapreTeHINR auanason or 2,0 — 3,0) npy Tepunnurte ¢ eiHaKbLB pa3Mep H 4ECTOTaTa Ha
peumaueupainute BTE (P=0,932 3a Bzaumopneiicteue). B Hall-ropHua TepLun o OTHOWEHHE Ha
LeHTbpa KoeHLIHEHTHT Ha PUCK Npu puBapokcadan cnpsaMo BapgapuH e 0,69 (95% [H: 0,35 - 1,35).

YecToTHTE 33 MHPBHYHHKA PE3YNTAT 32 6€30NacHOCT (ronemMu Wiv KIMHUYHO 3HAaMMMH HerojiieMH
KPbBOM3NIMBH) KAKTO M 32 BTOPUYHHA Pe3yNTaT 3a 6e30nmacHOCT (rojieMH KpbBOM3IUBH) €8 CXOJIHH 32

ABETE TepaneBTHYHH FPYIIH.

Tabauua 6: PesynraTh 3a epuxacnoct 1 6esonacnoct o1 ¢da3za Il Einstein DVT

IIpoyuysaHa monyaaunus

3 449 nanMeHTH ¢bC CHMITOMATHYHA OCTPa ALJAOOKA BEHO3HA

Tpombo3a |

Jlo3npoBKa H PuBapoxcaban® Enoxcanapun/ABK"™

NPOAL/DKHTEAHOCT HA 3, 6 nan 12 mecena 3, 6 uan 12 mecena

JIeYeHHEeTO N=1 731 N=1 718

CuMnToMaTH4eH 36 51
peuvausupain BTE* (2,1%) (3,0%)

CuMnToMaTHYEH 20 18

peunanBupain bE (1,2%) (1,0%)

CHMITOMaTHYHA 14 28
peunauBupama JABT (0,8%) (1,6%)

CumnromatHuH# BE n ] 0

BT (0,1%)

dartanen BE/cMbpT, 11pH 4 6

koaTo bE He Moxke na (0,2%) (0,3%)

ObAe U3KITHOYEH

["onaMo unM KIIMHHYHO 139 138

3HAYHMO HEeroJItMo (8,1%) (8,1%)

KbpBEHE

[ 'oneMH KpbLBOU3IKUBH 14 20

(0,8%) (1,2%)

®  Pupapokcaban 15 mg ABa MLTH AHEBHO 33 3 ceaAMHUM nocneBano oT 20 mg BeAHbX AHEBHO

b Exoxcamapu 3a Hali-Majgko 5 A, 3acTbneH U nocneasad oT ABK

*  p<0,0001 (He no-manka epUKACHOCT N0 OTHOLWIEHHE HA NMPEABAPUTEAHO ONpeAeneH KoePHLHEHT Ha pHCKa

2.0); HR: 0q680 (0,443 — 1,042), p=0,076 (mpeBBIXOACTBO)

IMToyusauneTo Einstein PE (sx Tabnnua 7) nokazsa, ue puBapokcadaH € ¢ He no-manka e(puKacHOCT OT

ernokcanapuH/ABK 3a nbpBuuHus pezynrat 3a epuxkacHocT (p=0,0026 (recT 3a He no-Manka
edpukacHoct); HR: 1,123 (0,749 - 1,684)). [Ipeapapurento aedpuHupaHatad HETHa Knuﬂﬂuﬂfhonaa

(ITbpBHYEH pe3yITaT 32 e(pMKaCHOCT IUOC Fo/leMH KpbBOHIHBH) ce chobuwiasa ¢ HR 0,2 9&6(95%)5[1/1,'_" QR
0,633 — 1,139), HoMuHanHa p croitHocT p= 0,275). INR cToifHOCTHTE Ca B TEPANEBTHYEH: ,r.ur s
cpeaHo 63% OT BpeMeTO MPH cpeaHa NPOALIDKUTENIHOCT Ha leueHueTo 215 gHu n 5
OT BPEMETO NPH IPYTIUTE C MJIAHHUPAHO JICYEHHE € MPOABLIDKUTEHOCT ChOTBETHO 3-, ﬁt H 12 Mﬁ:céua B' RS
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rpynata Ha esokcanapun/ABK HaMa scHa Bpb3ka MeKAYy HHBOTO Ha cpeaHoTo ueHrpanso TTR
(Bpeme B TaprereH INR nunanazon or 2,0 — 3,0) npu TepuUMAHTE C €1HAKDBB pa3MeEpP H YECTOTATA Ha
peunauenpainte BTE (p=0,082 3a B3aumoneiicTeue). B Hali-ropHHsa Tepumi no OTHOLIEHHE Ha
LIeHTbpa KoehMLIMEHTHT HA PUCKa NpH puBapokcabaH crpamo BapdapuH e 0,642 (95% ON: 0,277 -

1,484).

YecToTHTE 32 MbPBUHHHA pe3yaTar 3a 06e30nacHoOCT (rofleMH WIH KIHHHYHO 3HAYHMH HETOJIEMH
KPbBOH3JIMBH) ¢a MAJIKO NO-HUCKH B Ipynara Ha jieveHue ¢ pusapokcaban (10,3% (249/2 412)) s
cpaBHEHHe ¢ rpynarta Ha neveHue ¢ eHakcanapui/ABK (11,4% (274/2 405)). YecroraTa Ha BTOPUYHHS
pe3yaTar 3a 6ezonacHoCT (roieMH KPBBOU3NMBH) € MO-HUCKA B rpynara Ha puBapoxcabad (1,1%
(26/2 412)) orkonkoTto B rpynara Ha enokcanapud/ABK (2,2% (52/2 405)) ¢ koe(pMLMEHT HA pHCKa

0,493 (95% JIH: 0,308 — 0,789).

Tabauna 7: PezyaratH 3a epukacuocT H HezonacHoct oT ¢a3a 11l Einstein PE

IIpoyusana nony/janns

4 832 nanueHTH ¢ ocThp cHMATOMaTHYEeH bE

Pupapoxcaban® Enoxcanapun/ ABK P
J0o3HpoBKa B NPOABLDKHTEIHOCT HA 3, 6 nau 12 mecena 3, 6 uan 12 mecena
JICYEHHETO N=2 419 N=2 413
CumaTromaTuHueH peunaupupail BTE* (2?12 %) (1;1 %)
CumnromatuieH peunaubupall bE 23 20
(1,0%) (0,8%)
CumnromaruyHa peupaueupalua JJBT (0’178.:, %) (0,171 %)
Cumnromatuudu BE n JIBT 0 ( {0’21 %)
Mdaranen bE/cMbpT, Npy koaTO BE He 11 7
MOXe aa ObAe H3KIH0YEH (0,5%) (0,3%)
["0nAMO KM KIIHHUYHO 3HAYMMO HErOnaMo 249 274
KbPBEHE (10,3%) (11,4%)
26 52
["oneMyn KpLBOMINHEH (1,1%) (2.2%)

*  PupapokcabaH |5 mg ABa mbTH AHERHO 33 3 CeAMMULIM NOCIEABaH 0T 20 mg €AWH MbT AHEBHO
®  EHocanapuH 32 Hait-Manko 5 aHM, 3acThNeH H nocneasaH ot ABK
* p <0,0026 (ne no-Manka e(pHKaCHOCT NO OTHOLWIEHHE Ha npensapuTenHo onpeaened HR: 2,0); HR: 1,123

(0,749 — 1,684)

[IpoBeaeH e npeaBapHUTENTHO onpeaencH 0000l1eH aHanu3 Ha pe3yaTaTa oT npoyusanusaTa Einstein

DVT u PE (Bx. Tabnnna 8).

Tabauua 8: PesyaraTu 3a epukacHocT H Ge3onmacHocT OT cfopen ananau3s Ha ¢asza IlI Einstein

DVT u Einstein PE

IIpoyyBsaua nonyJianKsa

8 281 naunuenTH ¢ ocTpH cumMmnromMaTH4HH BT

HaH bE
J{03HPOBKA H NPOTLIKHTEAHOCT HA Pusapoxcaban® Enoxcanapun/ ABK ¥
3, 6 nau 12 meceua 3, 6 ian 12 Mecena
JICYEHHETO N=4 150 N=4 131
CumnromaTuyeH peunansupauw BTE* 36 9>
(2,1%) (2,3%)
CuMnToMaTyueH peuuansupaul bE 43 58
(1,0%) (0,9%)
CuMmnToMaTuuHa peumaveupaiua JIBT (0,38%’ %)
Cumnromathdyin bBE n JIBT ( {0,11 %)
MDataneH bE/cMbpT, NpH koaTo BE He 15
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MOKe Ja ObJe H3KIKYEH (0,4%) 0,3%)
["'oneMH HIH KIHHHYHO 3HAUYUMH HETONEMH 388 412
KPBbBOW3JIHBH (9,4%) (10,0%)
["oneMH KpLBOH3IHBH 40 72

(1,0%) (1,7%)

9 PupapokcaGaH 15 mg 1Ba MbTH AHEBHO 3a 3 ceAMMIM Nocaeasan oT 20 mg eAUH LT RHEBHO
b} EnokcanmapHH 3a Hal-MaJiko 5 AHH, 3aCTbAEH W nocaeapaH oT ABK
*  p<0,0001 (He mo-manka eQuKacHOCT NO OTHOIUEHUE HA npeaBapuTenHo onpeaeseH HR 1,75); HR: 0,886

(0,661 — 1,186)

[lpeaBapurenHo onpeneseHaTa HeTHa KIIMHHYHA O34 (impnuqeu pE3YATAT 3a eHKACHOCT TUTIOC
CBOHTHA ¢ ronemMH KpbBOHTHBH) Ha cOophua aHanus ce crobuwara ¢ HR 0,771 ((95% JU: 0,614 —
0,967), HomuHaHa p croiiHocT p=0,0244).

B npoyusanero Einstein Extension (Bxk Tabnuua 9) puBapoxcaban npepbaxoxaa nnauebo no
OTHOHIEHHE HA ITLPBUYHHUTE U BTOPHYHH PE3Y/ITaTH 3a €PUKACHOCT. 32 MbPBUUYHKA PE3YJITAT 32
be3onacHOCT (roIEeMH KPbBOH3NHNBH) C€ YCTAHOBABA HE3HAUMMO YHCIEHO MO-BHCOKA YECTOTa INPH
NaLMEHTH Ha NeUeHHe ¢ puBapokcaban 20 mg BeAHBbXK ZHEBHO B cpaBHeHHe ¢ iauebo. BropuuHusT
pe3yaraT 3a 6e30nacHoCT (FOJIEMH WIH KIHHMYHO 3HAYHMH HEFOJIEMH KPBbBOH3IHBH) NOKa3Ba Mo-
BHCOKA YE€CTOTa MPH MALUMEHTHTE NEKYBaHHU ¢ puBapokcabaH 20 mg eiMH MbT AHEBHO B CPABHEHHE C

rnnarebo.

Tabauua 9: PesyaraTn 3a epuxacHoct H 6ezonacnocr ot ¢asa Il Einstein Extension

Ilpoyusana nonyaanns

1 197 nannenTH ca NPOABLIKAJIN JIESIEHHETO H
NPOPHNAKTHKATA HA PeRHAHBHpALL BEHO3CH

TpoMboemboan3IBLM
- PusapoxcaGan® INaauedo
/038pOBKA W NPOLIKATENHOCT Ha 6 nan 12 mecena 6 nan 12 Mmecena
JICICHHETO N=602 N=504
. 3 42
CumnromaTtHyeH peunaneupan) BTE (1,3%) (7,1%)
C 2 13
HMIITOMATHYEH peuvausupail bE (0,3%) (2,2%)
CuMnroMaTHuHa peunausupaiia IBT (O g% ) (5 321.0/ )
’ < /0
MaraneHd BE/cMmbpt, npu xoato BE He ] ]
MOXe Ia ObAc M3KITIOUEH (0,2%) (0,2%)
4 0
[ oneMH KpLBOM3IUBH (0,7%) (0,0%)
KJIMHMYHO 3HAaUHMH HErOJIEMH KPbBOH3NHBH 5 3:120 %) (1 ;y )
) 0 » 0

¥ Pusapokcaban 20 mg eanH IrbT IHEBHO
*  p<0,0001 (mpesw3xoacteo), HR: 0,185 (0,087 — 0,393)

B npoyusanero Einstein Choice (Bx. Tabnuua 10) pusapokcaban 20 mg v 10 mg nokassar no-ronsMa
epukacHocT ot 100 mg aueruacantMHAOBa KHCENKMHA N0 OTHOLIEHWE Ha MbPBHYHHA pe3y/ITAT 34

epukacHocT. OCHOBHHMAT pe3ynTar 3a 6e3onacHoOCcT (CbOMTHA Ha rOJeMH KPbBOH3IIHBH) € CXOJEH MNMPH
NMaLHEHTH JIEKYBaHH ¢ puBapokcadaH 20 mg u 10 mg eaun muT IHEBHO B cpaBHeHKE Che 100 mg

ALETWICATTHLIHITOBA KHUCCITHHA.

Tabanua 10: PesyaraTu 3a epukacnaoct u 6esonacnoct ot ¢asa 11l Einstein Choice

IpoyuyBana mony.Jauns

3 396 nauneHTH NPOABLLKABAT NPOPHIAKTHKATA Ha
penxHAHBHpaUl BeHo3eH TpomboeMb0aHIBM

TepaneBTHYHA NO3HPOBKA

PuBapokcaban
20 mg BeAHDBK

AHEBHO
N=1 197

PuBapokcaban
10 mg BeanbX

AHEBHO
N=1 127
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MenuaHa Ha
MpONbTNpETOe TS 2 349 [189-362] mum | 353 [190-362] mun | 350 [186-362] num
NI€YEHHETO [MHTEepKBAPTUICH |
AHana3oH]
CuMnroMaTHYEeH 17 13 50
peunausupaily BTE (1,5%)* (1,2%)** (4,4%)
CuMnToMaTH4eH 6 6 19
peunausupaui bE (0,5%) (0,5%) (1,7%)
CHMIITOMaTHYHA 9 8 30
peumasdpaiia BT (0,8%) (0,7%) (2,7%)
dataned BE/cMbpT, ) 0 5
npH koaTo bE He Moxe (0.2%) (0,0%) (0.2%)
na 6bae U3KIIUEH
CuMnTOMaTHYEH
peupansupainl BTE, undapxr 19 18 56
Ha MHOKapaa, HHCYJIT HIH (1,7%) (1.6%) (5,0%)
cHcTeMeH eMOOIM3BLM H3BBH
HHC
["'onemu KpbBOU3NTHBH 6 5 3
_ (0,5%) (0,4%) (0,3%)
seronemm xpusowsmwen | 29 22 20
(2,7) (2,0) (1,8)
CuUMITOMaTHYEH
peudausupau; BTE win 23 17 53
rojisM KpbBOW3/HUB (HETHA (2,1%)" (1,5%)" (4,7%)
KIMHHYHA N0133)
* p<0,001(npeBb3Xx0acTBO) puBapokcadaH 20 mg BeAHDBX JHEBHO CIPAMO AUETWICANIKLNNOBA KHCEIMHA
100 mg Beaunx aHesHo; HR =0,34 (0,20-0,59)
*k p<0,001 (npepb3x0oacTBO) puBapokcaban 10 mg BeHBLK THEBHO CIIPAMO aLETWICATHLUWIOBA KHCEIHHA
100 mg seaubx aHesHO; HR =0,26 (0,14-0,47)
! Pusapokcaban 20 mg BeIHbXK JHEBHO CAIPAMO aUETHICATHUWIOBA KHCennHa 100 mg BeAHDLK JIHEBHO;
HR =0,44 (0,27-0,71), p=0,0009 (HOMHHANHO)
“ Pupapokcaban 10 mg senHbxk JHEBHO CPAMO alleTWiIcanuitnaopa kuceanHa 100 mg BeAHbXK THEBHO;

HR =0,32 (0,18-0,55), p<0,0001 (HoMuHanHO)

B norminenne kuM nporpamara EINSTEIN daasa 111, e nporeacHo NpocneKTHBHO,
HeHHTEPBEHLIMOHATIHO, OTKPHTO KOXOPTHO npoyuraHe (XALIA) ¢ ueHTpaIH3HpaHa OLIEHKA
BrItoyBaLla peunaueupail BTE, ronaMmo kbpBeHe U cMBpT. 5 142 naunentv ¢ octpa BT ca
BKJTIOYEHH 3a MPpOYUBaHe Ha ALArocpoyHaTa 6e30nacHOCT Ha pUBapoKCabaH B CpaBHEHHE ChC
CTaHJapTHaTa AHTHKOAryJlaHTHA Tepallds B KIIHHHYHATA NPaKTHKA.

CTOHHOCTHTE Ha roNaMO KbpBeHe, peunaneupall BTE M BCHUKHM ciyyaH Ha CMBPT 3a pUBapokcabaH ca
0,7%, 1,4% u 0,5%, crotBeTHO. CHUIECTBYBAT PAa3fiMKH B H3XOJHHUTE XapaKTEPUCTHKH Ha NAUMEHTHTE
BKJIKOUHTEIHO BB3pacT, pak U 6u0peuHo yepexaane. U3non3paH € npeapapHUTENHO ONPEACAcH
CTPaTHHULIMPAH aHAIH3 32 KOPUIHPAHE HAa H3MEPBAHUTE OCHOBHH Pa3uyMi, HO BEIIPEKH TOBA
OCTABALIHTE OTKNOHEHHA MOXE Aa TIORNHAAT Ha pe3ynratuTe. Kopurupasure HR cpaBHsABallH
puBapokcabaH ¥ cTaHIapTHATA TEpanHg 3a rojiIMO KbpBeHe, peuausupail BTE v Bcruky ciyyau Ha
cmupT, ca 0,77 (95% C1 0,40 — 1,50), 0,91 (95% C10,54 — 1,54) u 0,51 (95% CI 0,24 — 1,07),
ChOTBETHO. |

Te3u peayntaTv B KIMHHYHATa NPAKTHKA Ca B CbOTBETCTBHE C YCTAHOBEHUS Npodus Ha
6€30MacHOCT NMpH TOBA NOKa3laHHeE.

B nmocTMapKeTHHIOBO HEMHTEPBEHLUHOHATHO npoyuBaHe npy nosede ot 40 000 nauueHT
aHaMHe3a 3a paK, OT YETHPH AbPIKaBH, puﬂapoxcaﬁaﬁ € MpeArncan 3a JICYEHUE WM TIPO
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[0 XOCMUTATIN3ALMS, HACTBHIIBA ¢ YecTOoTa Ha chOUTHATA Ha 100 naumenroronunun 0,31 (95% CI 0,23 —
0,42) 3a BLTpeuepeneH kpbeousnue, 0,89 (95% ClI 0,67 — 1,17) 3a croMalHo-4peBHO KbpBeHE, 0,44
(95% CI1 0,26 — 0,74) 3a yporenuranHo kepBene U 0,41 (95% Cl1 0,31 — 0,54) 3a apyro KbpBeHe.,

[lenwaTpyynHa nofynauus
Jlevenue na BTE u npogunaxmuxa na peyuousu na BTE npu neduampuynu nayuenmu

O6wo 727 aeua ¢ norsbpaeH ocTep BTE, ot konTo 528 nonyuunn pueapokcaban, ca npoy4eHH B 6
OTKPHTH, MHOFOLICHTPOBH TNeAHaTPHYHKM H3NnuTBaHU4. Jlo3npoBKaTa, KOpHIrHpaHa Cnopea TeJECHOTO
Terjio, NpH NaUKEHTH OT PaXKAaHETO [0 Bb3pacT noj 18 roauHu, e noserna 1o eKCno3uuys Ha
puBapokcabaH, noaodHa Ha HabnronaBaHaTa NNpU BB3PAcTHH rauMeHT ¢ JABT, nekyBanu ¢
puBapokcabaH 20 mg enuH MbT JHEBHO, KAKTO € NMOTBBbPACHO B npoyusaneTo daza Il (Bx. Touka 5.2).

[TpoyusaneTro EINSTEIN Junior ¢asa 1l e pannoMu3npano, akrdBHO KOHTPONHPAHO, OTKPHTO,
MHOTOLIEHTPORO KJIMHHAYHO npoy4BaHe npu 300 neauaTpuyHH MaureHTH (Ha Bb3pacT OT paxIaHETO
1o < 18 roaunn) ¢ norespAcH ocTbp BTE.

Brtrouenu ca 276 neua Ha pbapact 12 no < 18 roaunn, 101 aeua Ha su3pact 6 a0 < 12 roaunu, 69
nela Ha Pb3pacT 2 A0 < 6 roavHu W 54 feua Ha Bb3pacT < 2 rOAHHH.

Unnexcuuar BTE e knacuduunpan karo enHo ot cneadure: BTE BbB Bpbika ¢ LeHTpaleH BEHO3EH
kateThp (LUIBK-BTE; 90/335 nauneHTH B rpynata Ha puBapokcabaH, 37/165 nauMeHTH B rpynarta Ha
CpaBHUTENHO JieueHue), Lepedpaina BeHo3Ha U cuHycoBa Tpombo3a (LIBCT; 74/335 nauneHTH B
rpynara Ha puBapokcaban, 43/165 nauueHTH B rpynara Ha CpaBHHUTETHO JICYEHHE) H BCHUKH APYTH,
sxmountento JIBT u BE (we-LIBK-BTE; 171/335 nauMeHTH B rpynaTa Ha pueapokcaban, 85/165
NAaLHEHTH B rpynaTa Ha CPaBHUTENHO JieueHue). Hali-uecTo npeacTaBeHara HHAEKCHa TpoMOO3a npH
neua Ha pb3pacT 12 ao < 18 ropunu e He-LIBK-BTE npu 211 (76,4%); npu Aeua Ha Bb3pacT 6 Ao < 12
rOAMHH U Ha BB3pacT 2 Ao < 6 roanun — UBCT, cvoreeTHo npu 48 (47,5%) u 35 (50,7%); v npu nena
Ha Bb3pacT < 2 roguny - LIBK-BTE npu 37 (68,5%). He € umano acua < 6 meceua ¢ LIBCT B rpynara
Ha puBapokcabat. 22 ot nauuenture ¢ LIBCT ca umanu nidexuns Ha HUHC (13 naunent B rpynara
Ha puBapokcabaH M 9 MauHEHTH B IpynaTa Ha CPaBHUATEIIHO JIEYEHHE).

[Tpu 438 (87,6%) neua BTE e npeau3BukaH OT NOCTOAHHM, IPEXOAHUA UM H OT ABETE — MTOCTOAHHH H
npexoaHu PUCKOBH PaKkTOPH.

[TauxeHTUTE Ca MOMYUYHIIH MHPBOHAYATIHO NCUYEHHE ¢ TepaneBTHYHH 1034 He(PaKLIHOHHUPAH XEnapH1H
(H®X), xenapun ¢ nucko MonekynHo rerjo (XHMT), unu dponnanapuHyke 3a Hait-Manko 5 IHH U ca
PaHAOMM3WpaHH 2:]1 Ja MosSy4aear Win 4034 pUBapokcabaH, KOpUIrHpaHH CHPAMO TEECHOTO TENNO,
HJI4 CPABHHUTEITHHM JIEKAPCTBa B rpynara Ha CpaBHHTENHO neveHue (xenaputn, ABK) 3a 3-Meceuen
NEPHO/ Ha JiIeueHHe B OCHOBHOTO npoyuBaHe (1 Meceu npy Aeua < 2 roaund ¢ LIBK-BTE). B kpas Ha
epHOJa Ha NeYeHHe B OCHOBHOTO NPOYYBaHE JAHArHOCTHYHOTO 00pa3HO H3CNeABaHe, HaNpaBeHo Ha
U3XO0JHO HHBO, € HanpaBeHoO NOBTOPHO, ako € OWN0 KIIHHUYHO NPHNOKUMO. JleueHueTo B
MPOYUYBAHETO € MOXENO f1a Ob/e CpAHO B TO3W MOMEHT MM NO npeneHka Ha Hicnenosarens na 6nae
npoab/KeHo obuo 3a 10 12 Mecena (npu geua <2 roauHuc LIBK-BTE — no 3 Mecena).

[TbpBHUHHAT pe3ynTar 3a epUKacHOCT € CHMITToOMaTHueH peuransupaly BTE. [1upeuunusT pesynrar
3a 6€30MacCHOCT € KOMOHHALMATA OT FONAM KPbBOHIIHUB H KJIMHHYHO 3HAYHM HE-TOJIAM KPBbBOH3IHB
(K3HI'K). Bcnuku pe3yntaTti 3a epukacHOCT U 0€30MacHOCT ¢a NPOBEPEHH H NOTBBLPACHH LEHTPATHO
OT HE3aBHCHMA KOMHUCHS, 3aCJIeNeHa 3a ONpPeACNeHOTO eveHue. PesynraTure 3a eHUKacHOCT H
Oe3zonacHocT ca noka3zanu B Tabnuuu 11 u 12 no-pony.

CwsOurHa Ha peunauBupaul BTE ca Bp3HMKHANKW B rpynara Ha JieueHue ¢ pyBapokcadaH npum -ﬁ.,H
MAalLKMEHTH W B IPyNaTa Ha CPaBHUTEHO eueHHe npH 5 ot 165 naunenTu. KomOunauusta o Q&iﬂﬂm i : N
kpberon3nuB U K3HI'K e noknaaeana npu 10 o1 329 naumenTn (3%), neKyBaHu ¢ pusapoﬁca’sw H‘l‘lpﬁ;’;ﬂ‘ \ T \
3 ot 162 naumnenTH (1,9%), nekyBanu ¢ komnaparopa. HeTHa KNHHKYHA 0133 (CHMITOMATHYEH "+ . %
peunausupail BTE mioc ch6UTHA Ha rofsM KpbBOM3/IMB) € ChOOILEHa B IpynaTa Ha eYenne ¢ s 5
puBapokcabaH npu 4 ot 335 nauMeHTH U B rpynaTa Ha CPaBHUTENHO JIEYEHHE NpH 7 OT 156 *ﬁauﬂeﬁm >

HopMmannsupane Ha TpoMOOTHUHOTO oOpeMeHaBaHe MPH NOBTOPHOTO 00pa3Ho uscnenaaueie\»? -
~ ,-a}bi
Ll
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Bb3HUKHaJO npH 128 ot 335 nauneHTH Ha KeyeHKe ¢ puBapokcabaH H npH 43 ot 165 nmauveHTy B
rpyrnaTa Ha CpaBHHTENTHO eueHHe, Te3n HaxoaAkH 0OOMKHOBEHO ca MOJOOHU Cpejl Bb3paCcTOBUTE
rpynu. B rpynara Ha pusapokcaban € umaso 119 (36,2%) aeua ¢ HAKAKBO KbpBeHe, Bb3HUKHAJO NPH
JICUEHHETO, @ B IPyNaTa Ha CPaBHHUTEJHO JeuycHUe e umaio 45 (27,8%) neua.

Tabauua 11: Pe3yaraTs 32 ¢pHKACHOCT B Kpasi HA OCHOBHHSA NEPHOA HA JICUYECHHE

Cu0HTHE PrBapokcaban Komnaparop
N=335* =165*
Peunaueupans BTE (mepBuven pesynrar 3a epukacHoct) 4 5

(1,2%, 95% C1

(3,0%, 95% CI

0,4% — 30%) 1,2% - 6,6%)
KombuuHauus: cumnroMaTuueH peuuausupawy BTE + S 6
aCHMIITOMATHYHO BJAOWIABAHE MIPH MOBTOPHOTO 00pa3Ho | (1,5%, 95% CI (3,6%, 95% CI
H3cleaBaHe 0,6% — 3,4%) 1,6% — 7,6%)
KomOuuauusa: cuMmromaTuueH peuuausupaiy BTE + 21 19

aCHMIITOMATHYHO BJOIIaBaHe + 6e3 npomMsaHa npy
NOBTOPHOTO 00pa3HO U3CAEABaHE

(6,3%, 95% CI
4,0% - 9,2%)

(11,5%, 95% CI
7,3% — 17,4%)

HopMmanusupase npu noBTOPHOTO 0Opa3HO H3IcnEeaBaHe

128
(38,2%, 95% CI
33,0% - 43,5%)

43
(26,1%, 95% CI
19,8% - 33,0%)

KoMOnHauua: cumnroMaTH4eH peudausupaiy BTE +
rofisM KpbBOM3NMB (HETHA KNIKHHUYHA N10/13a)

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

7
(4,2%, 95% C1
2,0% - 8,4%)

®daraneH wiau HedataneH denoapodeH eMOONH3IBM

1
(0,3%, 95% CI
0,0% — 1,6%)

]
(0,6%, 95% C1
0,0% - 3,1%)

*FAS= nuneH Habop 3a ananus (full analysis set), BCHUKH Acua, KOUTO ca SWIH paHIOMH3UPaHH

Tabanna 12; Pe3yaTaT 3a 6€30N2CHOCT B Kpas Ha OCHOBHHS NEepHO/ HA JlevYeHHe

PuBapokca- Komnapa-
Oan TOp
i N=329* N=162*
Kom6unanus: ronam kpbeousnne + K3HI'K (nspsuuen | 10 3

pe3yarar 3a 6e30nacHoCT) (3.0%, 95% CI (1.9%, 95% CI

- ) 1.6% - 5.5%) 0.5% - 5.3%)

["'onAM KpBBOHIIUB 0 2

(0.0%, 95% Cl1 (1.2%, 95% (I
0.0% - 1.1%) 0.2% - 4.3%)

HskakBo KbpBeHe, Bb3HHKHANO [IPH JIEYEHHETO } 119 (36.2%) 45 (27.8%)

* SAF= nabop 3a aHaaH3 Ha Ge3onacHocTTa (safety analysis set), BCHUKH aeua, KOHTO ca WM

pPaHAOMU3HPAHH H Ca INTOJTYHHIIH Hali-Manko | 103a OT M3NUTBAHOTO JCKApPCTBO

[TpodunsT Ha eduxacHocT B 6e30MacHOCT Ha puBapokcabaH € B rojisMa CTeneH noaoden Mexay
neauarpHuHata nonynauusa ¢ BTE u Bb3pactHara nonynauus ¢ JIBT/BE, senpeku ToBa, 1enbT Ha
YYaCTHHLIMTE ¢ HAKAKBO KbPBEHE € MO-BUCOK B NeaMaTpuuHara nonynauus ¢ BTE B cpaBHeHMe ¢
Bb3pacTHata nomyjauus ¢ JIBT/BE.

[TaiteHTH ¢ BUCOKOPHCKOB TPOMHOMO3ZUTUBEH aHTUHOCHOANNHAEH CHHIAPOM

B cnoHCOpHpaHO OT H3CEN0BATENS PAHAOMU3UPAHO, OTKPHTO MHOTOLIEHTPOBO NPOYYBa
3ac/ieneHa olleHKa Ha KpaiHHTe TOUKH, pHBapokcabaH ce cpaBHABa ¢ Bap(apHH NpH na
aHaMHe3a 3a Tpomb03a, IHarHOCTHUMPAaHHU ¢ aHTHGHOCHOMHNHAEH CHHAPOM H C BHCOK
TpoMOboeMOOTHYHH CHOUTHS (MO3ZUTHBHM NPH BCHYKHTE 3 aHTHGPOCHONUNHAHM TeCTa: Ty
AHTUKOATYJIAHT, AHTUKAPAHOJHITMHOBY aHTUTENIa H aHTUTENA cpelly aHTH-0era-2- muwmﬂmu l)

HU3nHTBAHETO € NPEKPaTeHo NPEXIECBPEMEHHO CJIE]l BIJIOUBAHETO Ha 120 nanueHTH nohaiy TBspae -
MHOI0 CHOMTHA Cpea NalMEHTHTE B rpynaTta Ha puBapokcadaH. CpelHOTO npociensasaHe Sb%&mu;

am,
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r. -1., R
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L
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‘1.,.-' J——

-

DE/H/6205/001-005/R/001
28




59 nauueHTH ca paHAOMH3HpaHU Ha puBapokcabad 20 mg (15 mg 3a nauHeHTH ¢ KPEaTHHHHOB
knupbHe (CrCl) <50 mL/min) u 61 na sapdapus (INR 2,0-3,0). TpomboeMbonnuHu crbuTns ce
npoaBsBaT npH 12% OT nauMeHTHTE paHAOMH3HPpaHN Ha pHBapOKcabaH (4 HCXEMUUYHH HHCYITA K 3
uH¢papkTa Ha MHOKapaa). He ca chobuiaBann cbOHTHA NPH MAUHEHTH, PAHAOMH3UPAHH Ha Bap(apHH.
MacusHo kbpBeHe ce Habmoaasa npu 4 -ma naumeHTH (7%) oT rpynara Ha puBapokcabad H nipH

2 naurenTv (3%) ot rpynara Ha BapdapHH.

Tleaguarpuyuna nomynaius
EBponeiickara areHLHs 110 JleKapcTBaTta 0cBOOMKAABA OT 3aALKEHHETO 32 NPeAOCTaBAHE Ha

pe3yNTATHTE OT Mpoy4BaHua ¢ pedepeHTHUA NPOAYKT ChAbpiKaLll pHBapoKcabaH BbB BCHYKH ,
NMOATrPYIH Ha NeAHATPHYHATA NOMYyallksg NpU nNpodriakTHKa Ha TpoMOOeMOONTHYHH CHOHTHA (BX
Touka 4.2 3a HHPOpMaLMUA OTHOCHO ynoTtpeba B neaHaTpusTa). |

5.2 @apMAKOKHHETHYHH CBOHCTBA

Abcopbums

Cnennata nHdopMalia ce OCHOBABA Ha AaAHHUTE, NOMYYEHH NPH BB3PACTHH.

PusapokcaGaH ce abcopbupa 6bp30, kaTo MakcUManHU KOHUEHTpAUMH (Cmax) ce focTHrar 2 - 4 yaca
ciea npueMa Ha tabnerkara,

[Tepopanunara abcopOuuna Ha puBapokcabaH € NouTH ITLIIHA Y NEpopanHaTa OHOHAIMYHOCT € BUcoKa (80
- 100%) 3a no3a ot 2.5 mg u 10 mg, npueta xato Tabnerka, HE3aBHCHMO AaJIH NPHEMBT € Ha IVIaQHO
WK ciied xpaHeHe. IlpueMbT ¢ xpada He nosaussa AUC win Cmax Ha puBapokcaGan npu ao3ute
oT 2,5 mg ¥ 10 mg. |

[Topaau HaManeHaTa cTeneH Ha abcopOumi € onpeaeneHa nepopanta buoHanuyHocT ot 66%
3aTabneTrakaTa ot 20 mg, npvera Ha rnaaHo. [Ipn npuem Ha puBapokcaban 20 mg Tabnerky ¢ xpaHa,
cpeaHata AUC ce noeumasa ¢ 39%, B cpaBHeHue ¢ NpHEMa Ha TabJIETKHTE HA MMAgHO, KOETO NOKa3Ba
NoYTH MEJHA a0CopOLMA H BUCOKa nepopaiiHa OnoHanyHocT. PuBapokcaban 15 mg u 20 mg Tpadaa
Ja ce MPHeMarT ¢ XpaHa (Bx. Touka 4.2).

MapmakoKMHETHKATA HA pHBapokcadaH € NOYTH JIMHEHHA K0 OKOIO 15 mg enanH mbT Ha ACH, NMpHeMaHH
Ha ranHo. Cnen npueM Ha xpaHa puBapokcadan 10 mg, 15 mg u 20 mg TabneTku nokassar
NpONOPLHOHATHOCT Ha Ao3aTa. [1pu no-Bucoku no3u puBapokcadbaH nNposissBa OrpaHHYEHa OT
pa3TBOpHMOCTTA abcopbLua ¢ noHWwxKeHa OHOHANTMYHOCT H HAMANABAHE Ha CTENEHTa Ha abcopbuuaTa
NpH NOBHIIABAHE Ha A03aTa. ‘

dapMaKOKWHETHUYHATA BapHabHIIHOCT Ha puBapokcabaH € ymepeHa C BapUpaHe MEXIy OTRAE/THHTE
nauneHTH (CV%) B naTepeana ot 30% no 40%.

AOcopbuusaTa Ha puBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOXKAaBaHETO MY B CTOMAIHO-UPEBHHS
tpakT. Chobiuasa ce 3a 29% u 56% namanenne Ha AUC # Cmax B cpaBHeHme ¢ TabneTka, Koraro

rpaHyslaT Ha pUBapokcabaH ce ocBoO0XKAaBa B MPOKCHMATHHTE OTACAH HA ThbHKHTE YepBa.
Excrno3nuusATa ce HaMaiaBa JOMTKIHUTENHO, KOraTo pHBapokcaban ce ocBod0kaBa B AUCTATHUTE
OTAEJH Ha ThHKHTE YepBa HH BbB BB3XOJALIOTO Aebeno uepso. 3arosa TpsaOBa aa ce H30ArBa
MPUWIOXKEHHETO HAa pUBapokcabaH AHCTAIHO OT CTOMAaxa, ThH KaTo TOBA MOXKE Aa JOBEJE A0 HaMaleHa
aOcopOLIHA Y CBbp3aHa €KCIIO3UIIMA Ha pUuBapoKcabaH.

buonanvunoctra (AUC and Ciax) € cpaBauMa npu 20 mg puBapokcabaH NpHIOKEH NEPOPATTHO KaTo
HaTpolueHa TabneTka pasMeceHa B A0BJAKOBO MIOPE WIH CYCNIEHAUPAaHA BbB BOJA H MPUIOKEHA TTpe3
CTOMALHa COHAA, NOCNEABAHO OT TeYHa XpaHa, B CPaBHEHHE ¢ LisuiaTa TabneTka, Karo ce uMa npens
npeABUANMMA, N030-TIPONOPLIMOHATICH (PapMaKOKHWHETHYEH MpogdHN Ha pHBapokcabaH, pesy
OHOHATHYHOCTTA OT TOBA NPOYYBAHE BEPOATHO ¢a NMPUIOKUMH 3a NIOHIDKaBaHE Ha QO3HWTE H
pvBapokcabaH.

Teduampuuna nonysayus i f S

Heuara ca nomyynnu pupapokcaban tabneTka Wi nepopanHa CycneHsus no BpeMe Ha
HEMOCPEACTBEHO ClIe/l XPAHEHe WK MpHeM Ha XpaHa U ¢ 00nuaiina nopuus TEHHOCT, 3a i
rapaHTHpa HaJeAaHO Ao3upaHe npH aeua. Kakro npu Bw3pacTHHTEe, puBapokcalan ce abeoj
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BEAHAra ciie[ NepopaHO NPWIOKEHHE oA opmaTa Ha TabIeTKa WK rpaHy/IH 3a MepopaiHa
cycneH3na npu acuata. He e Habmopasana paznyuka HUTO B CKOPOCTTA, HATO B CTETIEHTA HA
abcopbuna Mexay nekapcTBeHuTe (popmu TabneTka U rpaHyJy 3a nepopainHa cycneHsua. Jinncear
®K naBHM clie] HHTPaBEHO3HO NPUIOXKEHHE NPH Jeua, Taka 4€ adbconmoTHaTa OMOHATUYHOCT Ha
pyBapokcabaH npu Aela € HEW3IBECTHA. Y CTAaHOBEHO € HAMAJISIBAHE HAa OTHOCHTETHATa OHOHATTHYHOCT
fIpKH NOBHLLABALIM ce A03H (B mg/kg TenecHo Terno), npeanonaratio orpasHueHus Ha adcopOuusaTa
MpH NO-BUCOKH A03H, AOPHU NPH NMpUEM 3aeHO ¢ XpaHa. PuBapokcaban 20 mg rabnerkw TpaGea ga ce
puemMa ro BpeMe Ha xpaHeHe (BxK. Touka 4.2).

Pasnpeaenenue
CBBbp3BaHETO C TUIA3MEHUTE NPOTEHHH NPH Bb3PACTHH € BUCOKO, OKOJIO 92% 1o 95%, kato

CepYMHHAT ATOYMHH ¢ OCHOBHHAT CBbp3Balll KOMNOHEHT. O6eMBT Ha pasnpeae/iCeHHE € YMEPEH € Vs
npubnnszurenHo 50 aurpa.

[Ieouampuuna nonyiayus

JInncear naHHH 3a CBLP3BAHETO Ha pyuBapoKkcabaH ¢ ruasMeHHTe NMPOTerHHH, CrielMPUUYHM 3a ASLA.
Jlunceat @K naHHH ched HHTpaBREHO3HO MNPUIOKEHHE Ha puBapokcaban npu acua. O6emMbT Ha
paznpeaeneHue B CTaAlHOHAPHO CbCTOAHKE (Vss), u3ukcneH upes nonynaunoHHo QK Mogenupane
npH geua (Bu3pactoB auana3soH () no < 18 roauHn) cnea nepopanHo NpUIOKEHHE HA puBapokcaban,
3aBHCH OT TE€IECHOTO TETNIO K MOXKE Ja ObA€ ONMKUCAH C aJIFOMETPHYHA PYHKLIHA, ChC CpeAHa CTOHHOCT
113 ] 3a nuue ¢ renecHo terio 82,8 kg.

buotpanchopmalng ¥ ETMMHHHPAHE

[Ipu pB3pacTHH OKONO 2/3 OT npuioKeHaTa 103a puBapokcabaH ce noanara Ha MeTaboNUTHO
pasrpaxiaHe, ciaej KOeTo €HaTa NnoJIoBUHA ce eJIMMUHNMpa npes 0v0peunTe, a Apyrara noJoBHHA C
¢exanure. OcraHanata 1/3 oT npunoxkeHara n03a ce M3TbYBa Ype3 JupekTHa OuOpetHa ekcKpeLHs KaTo
HENPOMEHEHO AKTHBHO BELLECTBO B YPHHATA, FJIABHO Upe3 aKkTHBHA OBLOpeYHa cexpeuns.

Pusapokcaban ce Mmetabonusupa upes CYP3A4, CYP2)2 u CYP-HezaBHCHMH MEXAHH3MH.
PasrpaxxaaHeTo 4ype3 OKHCAEHHE Ha MOP(OJTHHOHOBHA PaaHMKaAN H XHAPOJH3aTa Ha AaMHAHHTE BPb3KH
ca OCHOBHHTE mecTa Ha OuoTtpancdopMaumi. Or in vitro U3CieABaHUA € U3BECTHO, Ye pUBapokcadaH ¢
cybcTpaT Ha TpaHCNOpTHHTE NpoTedHu P-gp (P-rnukonporerH) U Berp (npoTenH Ha pe3HCTEHTHOCT
Ha paK Ha ropJara).

HenpomeHeHHsT puBapokcabaH € Hali-BaXHUAT KOMIIOHEHT B YOBELIKATA TU1a3Ma, 63 1a iMa apyru
OCHOBHHM WIH aKTHBHHU LUPKyAUpaln MeTabouTH. CbC CUCTEMEH KAUWPBHC OT okoJio 10 Iy, |
pusapokcabaH Moxxe Ja ce KacHPULMPa KaTO BEUIECTBO ¢ HHCBK KIHPBHC. Cnel HHTPaBEeHO3HO
NPUWIoXKEHHe Ha 103a OT 1 mg eNMMHHAIIMOHHUAT NONYXXHUBOT € okoJio 4,5 yaca. Crea nepopaiHo
NPUIOKEHHE ENTMMHHMPAHETO CTaBa OMPaHHYEHO OT cTeneHTa Ha abcopbuma. EnuMMHHpaHeTo Ha
pHBapokcabaH OT 11a3mMaTa HacThIBa C TEPMHHAJIEH NMOYKHBOT OT 3 A0 9 Yaca npu M1aaH HHAUBHAK
M ¢ TepMHHAJIEH NOAYXHUBOT OT 11 1o 13 yaca npu NALMEHTH B CTApUECKa Bb3PAcCT.

[Teouampuuna nonynayus
JlunceaTt aAaHHH 3a MeTabonu3Ma, cneuuduryH 3a aeua. Jiuncear MK naHHM cnea MHTpaBEeHO3HO
NPpUNOKEHUE Ha puBapokcaban npu aeua. KinvpsHewT (CL), M3uncnen ypes nonynanuonHo OK
MOZEAKpaHe NpH acua (Bb3pactos auanasoH 0 go < 18 roauHy) cnep nepopaiHO NPUIOKEHHE Ha
puBapokcalaH, 3aBHCH OT TEJIECHOTO TETJIO U MOXe Aa ObAe ONMUcaH ¢ anroMeTpudHa (PyHKLHA, Che
cpeaHa ctoiinocT 8 1/uac 3a nuue ¢ TenecHo Terno 82,8 kg. CpeaHure reoMeTpHyHH CTOMHOCTH 33
NONYXKMBOTA Ha JUCTIO3HLMA (12), H3UHUCAEHH upes nonmyhauHoHHo OK Moaenupane, HAMaABaT ¢
HAMAIIABAHETO HA Bb3PacTTa H Bapupar ot 4,2 yaca npy I0HOWK A0 NpUOAU3KTENHO 3 Yaca npH aeua
Ha Bb3pacT 2-12 roauHn 1 ce noHWXxkaeat /10 1,9 n 1,6 yaca, cbOTBETHO NpH Aclia Ha Bb3pact 0,5- <
2 roIHHK ¥ o-MankK ot 0,5 roauHm. |

CneLHanHy nonyJauMu

Hon
[TIp4 BB3pacTHH He Ca YCTAHOBEHHU KIIMHHMYHO 3HAYMMH Pa3IMKH BbB PapMaKOKHHET Ka

-",_ri h}d‘; . ‘_..

E'rU
'-..______._____._,_.--"

¢apmaxonunamuka1‘a MCAKAY NALUHCHTH OT MBbiKKH H 3 KCHCKH T10/1. Eaux CKCIUIOpaTto N
NOoKa3Ba 3Ha4YHMMH pa3JiIHiHKA B CKCHO3HLHATA HA pHBHpOKCHﬁHH MCXKOY ACLA OT MBbXKKH i ‘RH noJl ,ﬁi
o) .
e b'q._: P
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IHonynayus 6 cmapuecka év3pacm

[MauueHTHTE B CTAPYECKA BB3PACT NOKA3BAT MO-BHCOKH TUTa3MEHH KOHUEHTPALMH OT NO-MIIagHTE
MAalUMKEHTH, CbC cpeaHu cTtoiHocTH Ha AUC okono 1,5 nbTH No-BHCOKH, rAaBHO NopaiH HaMalleHUs
(npuBnaeH) obur 1 6pOpeuen knupbHC. He ce Hanara kopekuusa Ha no3ara.

Pazauunu xamezopuu 6 3asucumocm om meziomo

[Ipy BB3pacTHH NPEKOMEPHH OTKAOHEHMA B TeNeCcHOTO Terno (< 50 kg unu > 120 kg) uMat camo
MAaJIKO BJIMSIHHE BBPXY IUIa3MEeHHTUTE KOHLUEHTPALUHKM Ha pyuBapokcadbaH (no-mainiko ot 25%). He ce
Hajara KOpeKilHg Ha o3aTa. _

Ilpn neua, puBapokcabaH ce no3HMpa Ha Oa3aTa Ha Te/eCHOTO Terno. EAUH eKCcriopaTopeH aHaniu3 He
NoKa3Ba 3HaYWMO BIIMAHUE HA NOJHOPMEHOTO TEIJI0 WIH 3aTILCTABAHETO BbPXY €KCNO3HLIMATA Ha

prBapokcabaH npH aeua.

Mexcoyemnuvecku paznuuus

[IpH BB3pacTHHU HE ca YCTAHOBEHH 3HAYUMH MEKIYECTHUHECKH PasIHYHA [IPH NMAIHMEHTH OT
€BpOIenaHaTa, aQpo-aMEpHKAaHCKaTa, JaTHHOAMEPHKAHCKATA, ATMIOHCKATA H KWTalcKkaTa rpynu no
OTHOLIeHHEe Ha apMaKOKUHETHKAaTa U (JapMaKOJAHHAMMKATA HA pHBapoKcabaH.

EauH ekcroparopeH aHaIN3 He NMOKA3Ba 3HAYHMHU MEXIYETHHYECKH Pa3inyuUa B €KCITO3HLIMATA Ha
puBapokcalaH NpH Aella OT ANOHCKaTa, KHTaicKaTa H asHaTcKaTa rpynu u3sbH Anonus u Kurafi B

CPAaBHCHHC CHC CBHOTBCTHATA ob1a NEAWATPHUYHA NONYJaLHA.

Yeproodpobro yepexcoane

Bb3pacTHK nallMeHTH ¢ LIHPO3a U 1eko 4yepHoaApoOHO yBpexaaHe (kiac A no Child Pugh A) npossasar
CaMO HEe3Ha4YMTe/IHH NPOMEHH BLB dapMaKOKHHETUKAaTa Ha puBapokcaban (cpeano 1,2 mbTH
nopHuieHre B AUC Ha puBapokcabaH) KOeTO € NOYTH CPABHUMO ChC ChOTBETHATA UM KOHTPOJIHA
rpyna 3apasy HRAMBHAM. [IpH nauueHTH ¢ uMpo3a u ymMepeHo YepHoapobHo yBpexnaHe (knac B no
Child Pugh ), cpennara AUC Ha puBapokcabaH € 3HaYHTENHO NoBHLICHA (2,3) ITbTH B CpaBHEHHE ChC
3apaBH pobposonuu. AUC Ha HecBbp3aHaTa QpakLusg ce € MoBHLIMAA ¢ 2,6 meTH. [1pH Te3n nauHeHTH
HMa H HAMAJICHO eJIMMHHHUpaHe npe3 61OpeunTe Ha pusapokcadad, noaobHo Ha TOBa NPH
NALHEHTHTE ¢ YMEpPEHO OB0peuHo yBpexXaaHe.

Hama faHHU NPH MALKHEHTH C TEXKO YepHOAPOOHO YBpEIKAGHE.

HHxnbupaHeTe Ha akTHBHOCTTA HA QakTop Xa € MOBHLUEHO ¢ (akTop 2,6 NpH MaLHEHTH ¢ YMEPERO
4yepHOApOoOHO YBpeXXaaHe B CpaBHEHHE Che 3Aparu AcOpoBoiuy; PT cbino e yabsmkeHo ¢ dakrop 2,1.
[TaimeHTHTE ¢ YMEPEHO YEepPHOAPOOHO YBPEXKAAHE ca MO-YyBCTBHTEIHA KbM PHBApOKcabaH, KOeTo
BOAH A0 NMO-CTPBMHO (papMaKOKHMHETHYHO/(hapMaKOAHHAMMYHO ChOTHOILIEHHE MEXY
KOHUeHTpauuaTa U PT.

PuBapoxcabaH e npoTHBOMNOKa3aH NPH NALMEHTH ¢ YepHOAPOOHO 3abonaBaHe, CBBP3aHO C
KOarysionaTtusd ¥ KIHHHYHO 3HAUUM PHCK OT KbPBEHE, BKIIKOYUTETHO NalMeHTH ¢ yupo3sa ¢ Child Pugh B
u C (Bx. TouKa 4.3). ‘

JIMrceaT KIMHUYHU JaHHU NPH Jela ¢ YepHoApOoOHO yBpexkaaHe,

bvbpeuno yepescoane
[1py BB3pacTHH € HabroAaBaHO YBENHUEHHE HA EKCMO3HLMATA Ha pHBapokcabaH CBBbP3aHO C

HamaJieHHe Ha 6bOpeuHaTa QpyHKIMA, H3MEpeHa Ype3 KPEATHHHHOBUA KIHpBHC . [TpH HHAKMBUAM C
Jieko (kpeaTHHHHOB KIHpBbHC 50 — 80 ml/min), ymepeno (xpeatnnHOB KaupbHe 30 — 49 ml/min) u
TEXKO (KpEaTHHHHOB KIHPHHC 15 — 29 ml/min) 6u6peuno yspexaane, nmnazMeHHTe KOHLUEHTPALIMYA Ha
puBapokcaban (AUC) ca cvotBeTHO 1,4, 1,5 1 1,6 nbTH no-BHcoKH. CHLOTBETHOTO 3aCHIBaHE HA
dapMakoaHaMHYHHTE edeKTH € no-u3paseHo. [Ipy HHAMBUAHK C JIeKO, YMEPEHO H TEXKKO OBOpeyHo
yBpexJaHe LJIOCTHOTO HHXHOUpaHe HA aKTHBHOCTTA Ha (akrop Xa e cvoTBeTHO 1,5, 1,91 2,0
NO-CHJIHO B CpaBHEHME CBC 3apaBy godpoponuy; Pt cblo e yasaxkeHo-cboTBeTHO 1,3, 2,2
nbTHHAMA JaHHKH NPH NAUMEHTH ¢ KpeaTHHUHOB KINHPBHC < 15 ml/min.

29 ml/min (Bx ToUKa 4.4).
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JIuncBaT KWIHHHYHH JaHHH NPH A€Ua Ha | rOAMHA WK RO-rOJIEMH C YMEPEHA HITH TEXKKa CTENEH Ha
616peuHo yBpexcaade (CKOPOCT Ha roMepyaHa ¢untpauus < 50 ml/min/1,73 m?).

DapMaKOKHHETUYHHU JAHHHW NpY NALIHEHTH
[Tpu maumeHTH nomyvasaly puapokcabaH 3a JeueHue Ha octpa JIBT 20 mg eaun nbT AHEBHO, cpeaHaTa

reoMeTpuuHa koHueHTpauus (90% nporHosen uutepsan) 2 - 4 yaca v okoJ10 24 yaca cnell MpueM Ha
no3a {mpuONM3UTENHO NPEACTARIABALIH MAKCUMANHHTE H MUHUMANHH KOHUEHTPALMH 1O BpeMe Ha
NO30BHA HHTEpBAN) € choTBeTHO215 (22 - 535) n 32 (6 - 239) meg/l.

[Tpu neauaTpuyHn nauueHTH ¢ ocThp BTE, nony4yagainy pusapokcabaH IMpH 103a, KOPHrHpaHa
CNPAMO TENIECHOTO TErNo, BOJEIA 0 €KCNO3HLMA, NoaodHa Ha Ta3H Npyu Bb3pacTHU nauneHtu ¢ JIBT,
nojy4apallld JHeBHa A03a 20 mg eAuH MbT JHEBHO, CPEAHATAa FrEOMETPHYHA CTOMHOCT Ha
KoHUeHTpauuute (MHTEpBan 90%), MosyueHn NpH BpeMEBHTE HHTEPBAJIK Ha B3eMaHe Ha NpoOHTe,
NpeACTABNABAILH NPUONU3ZHUTENTHO MAKCHMAIHUTE H MHHHMAJIHHTE KOHUEHTPALHH MO BpeMe Ha
N030BHA HHTEpBaN, ca 06001enu 8 Tadbauua 13.

Tatauna 13: O6obmena craTucTHKA (cpeana reomeTpHuHa cToHHOCT (90% nATepBaJ)) Ha
NJ1a3MeHHTe KOHNEHTPALIHK HA PHBAPOKCAlaH B cTANHOHAPHO cheTOuHKE (Mcg/l) cnopen
peXHMAa HA JO3APAHE H BL3paCTTa

BpemeBn
HHTep-
BAJIH
o.d. | N 12 -< 18 roannn| N 6 -< 12 roaHHH
2,5-4h cnen 171 | 241,5 | 24 2297
npunarakHe | (105-484) (91,5-777)
20-24h cnen 151 | 20,6 24 15,9
' Mpunarade - (5,69-66,5) (3,42-45,5)
b.i.d. N 6-<12roauuu | N 2-<6roauan | N | 0,5-<2 roannu
2.5-4h chen 36 1454 38 171.8 2 n.c.
MpHiIarake (46,0-343) (70,7-438)
10-16h cnen | 33 26,0 37 22,2 3 10,7
npunaraue (7,99-94,9) | (0,25-127) (n.c.-n.c.)
t.i.d. N 2-<6roamum | N Ot paxaanero-| N | 0,5 -<2roauuu | N | Ot paxnaHero-
< 2 roaHHH < (0,5 roannn
0,5-3h cnen 5 164,7 25 111,2 13 | 114,3 12 | 108,0
pUAAraHe (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8h cnen 3 33,2 23 18,7 12 | 214 11 | 16,1
APHAAraHe (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

0.d. = eguH NBT AHEBHO, b.i.d. =ABa TBTH JHEBHO, t.1.d. . = TPH MBTH AHEBHO, N.C. = HE € H3YHUCICHO

(not calculated)
CToliHOCTH MO/ A0/IHATA IPaHMIIa HAa KonuuecTBeHO onpeacnaHe (lower limit of quantification,

LLOQ) ca samectendn ¢ 1/2 LLOQ 3a n3uncaensero Ha ctaticTHeTHkara (LLOQ = 0,5 meg/]).

Bpb3ka ¢papmakokuHeTHKA/hapMakogMHAMUKa

Bpbakara dapmakoknHeTuka/papMaxoaudamMuka (PK/PD) mexay rnnasmeHata KOHIEHTpaUHA Ha
puBapokcabaH M HAKONKO apMAKOAHHAMUYHH KpaliHU TOUKH (HHXHOHpaHe Ha dakTop Xa, PT, aPTT,

Heptest) e npoyueHa ciea nNpyaaraHe Ha UIMPOK AMana3soH ot 1034 (S — 30 mg ABa nbTH Ha JeH).
Bpb3kaTa MexKIy KOHUEHTpaUMaTa Ha puBapokcadaH u aKTHBHOCTTA Ha daxTop Xa Hau-mﬁpg:ﬁe

B
13 cexyHau, a HAKIOHBT € Okoo 3 ao 4 cexyran/(100 meg/1). Peayma'rme OT aHa.rmm Ha PKJ'PD 0‘1‘ ;
daza II u Il ca cxoaHu ¢ JaHHUTE, YCTAHOBEHH NPH 3/paBH WHAHUBUIH. \ | Y
[eauaTpuusa nonynauus N
"‘*-‘.{’ A biL
) ‘:‘H"—T"
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BesonacHocTTa M edHKACHOCTTA HE €A YCTAHOBEHH MPH MOKA3aHHETO NpoUIAKTHKA HA HHCYJIT H
CHCTEMHa eMOOHA NpHY NAaUUEHTH C HEKJIAMHO NPEAChPAHO MBXIEHE NpPH J€La W KOHOIIMN Ha Bb3pacT
no 18 roansn.

5.3 IlpeakTHHHYHH JaHHH 33 Oe3onacHOCT

HexknuHuuHUATE AaHHM He NMOKa3BaT 0co0eH PUCK 3a Xopa Ha 6a3aTta Ha KOHBEHLIMOHANTHHTE
GapMaKoIOrnuHK W3NKTBAHUA 32 6e30MacCHOCT, TOKCHYHOCT NPH €0HOKPAaTHO NPWIOKEHHE,
($OTOTOKCHYHOCT, FTEHOTOKCHYHOCT, KAPUHHOTEHEH NOTEHLHA H FOBEHWIHA TOKCHYHOCT.

Edekrure, HaOnogaBaHu MPU NpOYUBAHUATA 38 TOKCHYHOCT NPH MHOMOKPAaTHO MPpUIOKEHHE, Ca
CBBP3aHH OCHOBHO ChC 3acHiIeHaTa papMakoAMHAMHUHA aKTHBHOCT Ha puBapokcadban. [Ipy mibxose
ca HabaroaBaHW NOBHIUEHH M1a3MeHH HHBA Ha 1gls v IgA npyu KIWHHYHO 3HAYHMH HHBA Ha
€KCMO3HLIMA.

[Tpu nrbxoBe He ca HabnogaRaHH eeKTH BbPXY MBXKKHS MM KeHCKUA QepTHHTeT. M3nuTBanuaTa
BbPXY KHBOTHH NOKa3BaT PENPOLYKTHBHA TOKCHHHOCT CBLP3aHa ¢ (papMaKoJOrHYHHA MEXAHUIBM Ha
neiicTBHe Ha puBapokcabaH (Hanp. XeMoparduHH ycnoxHeumns). EMbpuo-peranHa TOKCHYHOCT (NOCT-
MMITIaHTalMOHHa 3aryba, 3abaBeHa/nporpecupaiia ocudukalys, MHOXKECTBO OJIe[iN XenaTaiHH NETHA)
H MOBMIliEHAa YECTOTA HA HAK-4eCcTO cpelaHuTe MandopMaliy, KakTo H IU1alteHTapHH NPOMEHH ca
HaOJIIOaBaHy NPH KIHHUYHO 3HAUKMM TUTa3MEHH KOHUEHTpauKH. [1py npe- B nocT-HaTanHo
NpoyyuBaHe Ha IUIbXO0BE € HabnaaBaHa NOHMIKEHA KU3HEHOCT Ha MOKOJIEHKHETO NPH JO3H TOKCHYHH

3a MAHKHTE.

PuBapokcabaH € H3c/e/1BaH TIPH FOBEHWIHH IUTEXO0BE MPH NPOABDKHTEIHOCT Ha JIEYEHHETO 10
3 Mecena, ¢ Ha4Yano OT NOCTHATANEH JeH 4, KOeTO NOKa3Ba MOBHUICHHE Ha NEPUUHCYNAapHa
XeMoparus, KoiaTo He € 3aBUcUMa OT Jo3arta. He e Habnionasano JoKa3aTencTBo 3a crieuuduyHa
TapreTHa OpraHHa TOKCHYHOCT.

6. ©APMAHEBTUYHU JAHHH

6.1 ChnHcbK HAa NOMOINHHTE BeuiecTBAa

HAnpo na Tabaerkara:
Harpues naypuncyndar

JlakTo3a MOHOXHMApAT
XHApoMenosa
Kpockapmenosa HaTpHUH
MarxesueB creapar

POHIMOBO NOKPHTHE:
YacTHUHO XHAPONH3INPaH NOJMBUHUNOB ankoxon (E1203)

Makporon 3350

Tank (E553b)

YepreH xenes3eH okcna (E172)
6.2 HecbBMeCTHMOCTH
Henpuio:xumo.

6.3 Cpok Ha rogHocrt

3 roguHHU

Pastpowienn TabneTku
Pastpoiuenute Tabnetkn puBapokcaban ca cTabWiHK BbB BOAA K 0B/IKOBO NIOpE |

4 yaca.
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6.4 CnenHa/HH yC/I0BHA HA ChbXPaHEHHE
To3u nekapcTBEH NPOLYKT HE U3UCKBA CIIELIHATHH YCITOBHA Ha CbXPaHEHHE.
6.5 BuaH chALpXKARHE HA ONAKOBKATA

Biuctepun onakosku oT PVC/PVAC — anymunneBo ¢onuo ceabpxaim repgopipaiy €1HON0308H
6aucTepH B KapToHeHa onakoBka ¢ 10x1, 14x1, 28x1, 30x1, 90x1, 98x1, 100x1 n 112x1 TabneTkm.

HDPE 6yTtunku, ¢be 3auintenu ot Aeua PP kanauku, cvaspxaium 100 » 200 (2x100) Tabnerky.
He Bcvukn BHAOBE ONAKOBKH MoraT Ja ObaaT nmycHaTH Ha nasapa.
6.6 ChneunananH NpeANa3IHA MEPKH NPH HIXBLPJIAHE H padoTa

Hensnon3saHUAT 1€KapCTBEH NPOAYKT WM OTNaXbYHHTE MAaTEPHAJIM OT HEro TpsOBa la c€ H3IXBbPAAT
B CbOTBETCTBHE C MECTHHTE U3HCKBAHHSL.

PazTpolunaBane Ha Tabnerkara
TabneTkure puBapokcabaH Morar Aa ce HaTpowar 4 pasTBopAaT B 50 ml Boaa u aa ce npunoxar

npe3 HA30racTpajiHa COHJA MM CTOMALLHA COHAA 3a XPaHEHE CIIE NOTBbPIKAaBaHe, e COHAATa €
paBHITHO Pa3MOJIOKEHA B CTOMAXa, cjief koeTo coHaaTa Tpabsa aa ce npomue ¢ Boaa. Thif kato
abcopOuuaTa Ha pyBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOKaBaHE HA AKTHBHOTO BELLECTBO,
TpabBa ga ce u3bArsa NpunaraHeTo Ha puBapokcabaH AUCTANIHO B CTOMAXa, ThH KaTO TOBAa MOXE 1a
AoBeje A0 HaMmaneHa abcopOLMA ¥ NO TO3H HAYWH A0 HAMaleHa €KCMO3ULHA Ha AKTHBHO BEHLIECTBO.
Cnen npunaraveTo Ha HaTpolieHa Tabnerka puBapokcaban ot 15 mg unun 20 mg, HezabaBHo Tpabsa
[a NMOC/IEABa CHTEPAJIHO XPAaHEHE.

7. TNPHTEXATEJ HA PASPEUIEHHUETO 3A YITIOTPEBA
Tesa ®apma EA /]

yn. ,Jlio6a Bennukosa® Ne 9
1407 Codwus, boarapus

8. HOMEP(A) HA PAZPELLIEHHUETO 3A YIIOTPEBA

Per. Ne 20210150

9, JATA HA ITBPBO PABPENIABAHEAIOAHOBABAHE HA PAZPEHIEHHETO 3A
YHOTPEBA

JlaTa Ha nbpBeo pazpewasane: 03.06.2021]
NlaTa Ha NnocneaHoO NOJHOBABAHE:

10, JAATA HA AKTYAJIHZUPAHE HA TEKCTA
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