KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

AL ATENMHA ATEHUMA 1O NEKAPCTBATA

1. HME HA JIJEKAPCTBEHHS TPOAYKT Gk AApamEPUGTIR W NEOgyRTE - TipuACweE
cwPs e .. FOINOILIAC

Pusapokcaban [Iondapma 15 mg TBpAM Kancynu 3 35 anauence Ne
Rivaroxaban Polpharma 15 mg hard capsules R -U8-
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2. KAYECTBEH H KOJTMUECTBEH CbCTAB

Besaka TBhbpAa Kancyna caaepika 15 mg pusapoxcaban (rivaroxaban).

[ToMOIHHO BEHIECTBO ¢ H3BECTHO ACHCTBHE:
Beska TebpaAa Kancya Ceabpka 31 mg 1akTo3a MOHOXHApAT.

3a ITBTHUA CIIHCHK Ha MOMOIIHUTE BEeWIeCTBA BUKTE TOUkA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tebpaa xancyna

TBepOou KeNAaTHHOBH KaliCyJH pasMep 4 ¢ XBATO TAIO ¥ OPaHXXEBO Kamnaye, ¢ Hagndc 15 mg,
ChABP/KAHUETO HA Kancynara € 041 10 nouTH 681 npax WK NeKO YIUTETHEHH arnoMEepaTH.

4. KJHUHHYHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

Bre3pacmuu

[MpodunakTHKa Ha HHCYAT U CUCTeMHa eMOONUA MpU Bh3PAaCTHK MALMEHTH C HEKITAIHO NPEeAChPAHO
MbXIEHE ¢ €IMH MW MNOBe4Ye PHCKOBH (PaKTOpH, KATO 3acTOiHA CbpAEYHA HENOCTATBhYHOCT,
XUNEPTOHMA, Bb3pacT = 75 rooMHH, 3axapeH AnabeT, MpeallecTall HHCYAT WU NpeXoAeH UCXEMHYEH
MPUCTHIL.

JleueHue Ha aepnSoka BeHosHa Tpombo3a ([IBT) u 6enoapober embonusbm (BE) u npodunaktuka Ha
peunansupamid BT u BE npu Br3pacTHH. (BA. TO4Ka 4.4 32 XeMOAHHAMUYHO HECTAOWIHH NMALHEHTH
¢ BE.)

Heduampuyna nonvaayus
Jleuenne Ha BeHo3eH TpomGoeMbonu3ssM (BTE) v npodunaktuka Ha peuuansd Ha BTE mpu gena u
IOHOIIH Ha BB3pacT noa 18 roguun u ¢ terno ot 30 kg Ao 50 Kg Hai-Majko 5 OHH cied Ha4yalHo

[MAapEHTECPATHO aHTUKOAI'YJTTAHTHO JICHCHHUE.

4.2 o3mpoBKa H HAYHH HA NPHIOKEHHE

JloaupoBka




Hpodunaxmura na uncynm u cucmemua emb0nUA NPU 6L3DACMHU
[TpenoppunTenHara no3a € 20 mg eaWH T AHEBHO, KOETO MPEACTaBABA W TPENOpLUUATETHATA
MAKCUMAaJTHA HO3a.

Jleuenuero ¢ PuBapokcaban [londapma tpsiGBa ga ce MpOAL/HKABA B IOBJITOCPOYEH IUIAH, KOraTo
MOJ13aTa OT NpodIaKTHKAaTa Ha MHCYAT U CUCTeMHAa eMOO0/NA HAIBULIABA PUCKa OT KbPBECHE (BXK. TOYKA

4.4).

Axo Opzie npomycHaTa HAKOS 1034, nauMeHTsT TpAOBa aa npueme Pusapokcaban [Tondapma HezabasHO
H Ha ClIeJBaIlMA JCH XA NPOXB/IXKU ¢ IPHEMA €IHH ITHT AHEBHO, CHINIacHO npenopwskuTe. He Tpsabsa na
ce rMmpuema nBo¥iHa J03a B CHILUA ASH 3a KOMIIEHCHUPaHe Ha MPOITyCHATAaTa J034.

Jlevernue na BT, neuenue na BE u npogpunaxmuxa na peyuousupawu BT u bE npu evapacmnu
[IpenoppunTenHaTa 4032 33 Ha4aIHO jJeueHue Ha ocTp JIBT wnu BE € 15 mg nBa msTH AHEBHO TIpe3
NBPBUTE TPH CEAMHLH, MOCIEABaHA OT 4034 0T 20 mg BeAHBXK AHEBHO 32 NPOABL/DKABALIOTO JIEYCHHE H
npodwiakTiaKa Ha peurnusuapanm /IBT u bE.

TpsbBa na ce Ma NpEABHUI KPATKOCPOYHA TepanuA {Hal-Manko 3 Meceua) npu nauueHTH ¢ BT win
BE, npoBOKMpaHH OT TFOJIEMHM NPEXOAHM PUCKOBH (akTopH (T.€. CKOPOILUHA rojigMa ofepauus WM
TpaBma). [To-npoasmxuTenHa Tepanua TpAOBa Aa ce UMa NpeABUA NPH NALKUEHTH ¢ npoBokupanu BT
win BE, HecBBp3aHH C ToNeMH NpeXOOHH puUckoBH daktopu, HernpoBokupaHn BT wiu BE win
aHaMHe3a 3a peunauBupawy BT unu bBE.

Koraro e nokasaHa MO-TIPOARIXHTENHA npoduiakrdka Ha peuuausdpaimiuy JBT u BE (cnen
3aBbpLIBaHE Ha NMOHE 6-MeceyHa Tepanui 3a JIBT unu BE), npenopvuurenyara ao3a € 10 mg BeAHBX
AHEeBHO. [Ipu MauMeHTH, IPU KOUTO C& CMATA, Y€ PUCKET OT peungusupamiv [IBT unu BE e BHCOK, KaTo
TE3U C YCIOKHEHH CBHITBTCTBALLM 3a00NABaHNA, WIK KOUTO ¢a pa3BuiM peunausnpalnu BT wim bE
TIPH NO-NIPOABIDKATENHA npodunakTuka ¢ PuBapokcabad INondapma 10 mg BeAHBX AHEBHO, TPAOBa Aa
ce uMa npensun npueM Ha Pusapokcaban [Tondapma 20 mg BeaHBXK AHEBHO.

MpoasmkUTETHOCTTA Ha TEpANTMATa TPAOBA A ce ONpeReH U A03aTa Jia ¢ u3bepe HHAMBHAYAIHO Clex
BHHUMATENHA OLICHKA HAa CEOTHOILICHHETO MEXCAY I10J13aTa OT JICHEHHETO M PHCKA OT KbpBREHE (BXK. TOYKA
4.4).

Ilepunon oT Bpeme CxemMa Ha npUaarase Qbmxa AHeBHA
A03a
Jleuenue H Jen 1-21 15 mg aABa NbTH AHEBHO 30 mg
npodIaKTUKA Ha
EEEHHHHBHpamH ABT n Ot JleH 22 HaraThK 20 mg BEAHDBXK OHEBHO 20 mg
[Ipopunakruka Ha | Cnep 3aBBbpLIBaHE HA 10 mg BenHwpA aAHesHo Wi | 10 mg wiu 20 mg
peudguupamu ABT u | Hali-Manko 6-meceyHa 20 mg BeaHBK AHEBHO
BE Tepanus 3a BT unu
bE

Axo BEB (aszatra Ha nedeHHe ¢ 15 mg OBa MeTH OHEBHO (OeH 1 - 21) Ce MpOIyCHE €IUH IIPHEM,
mauxeHTsT TpAOBa He3abasHO aa npueMe Pusapokcaban [Tondapma, 3a ga ce 0CHrypH o010 NIPHETO
konndecTso ot 30 mg Pumapokcaban IMondapma 3a enud aed. B nonoben cimyaadi Moxke na Obaat
npueTH aee TabaeTku oT 15 mg HaBeaHBXK. [TauneHTsT TPAGBA da MPOABIKK PENOBHUA NpHEM Ha 15
mg Ba ITbTH JHEBHO Ha CeABAlUMS ACH, KAKTO € MpeNnophHaHo.

'-:?‘h.‘
Axo BnB ¢a3zaTa Ha JIeYeHHE C €IHH [IPHEM Ha JIH Ce NMPOmyCHe €IUH NMpPHEM, NalHEHTLT WTETEY s
He3zabaBHO ma mpueme PuBapokcaban ITongapMa u TpAOBa Ja MpoAB/IKHM PEAOBHHA IIPHEM *
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AHCBHO Ha CJICABAUINA OCH, KAKTO € IIPENIOPBhYaHO. He T‘pﬂﬁBa [a C€ M3ION3Ba NBOWHA 103a B PaMKHTE
CIHH ¥ CBLUIH ICH, 34 a CC KOMIICHCHpA IpOITyCHATATA J034a.

Hevenue na BTE u npogpunaxmuxa na peyuoueu va BTE npu deya u wonowu
Jleuenuero ¢ Pusapokcaban [londapma npu neua v wHOWM Ha Bb3pacT nod 18 roguHd Tpadea aa
3al04He Hal-MaJIKO 5 THH clie]] HAYaANHO NapeHTepaIHO AHTHKOAryJaHTHO JiedeHHe (BX. Touka 5.1).

Ho3ara 3a neua U KOHOLUH ce U3YKCABA Ha 6a3aTa Ha TENIECHOTO TEro.
- TenecHo terno ot 30 no 50 kg:
NpernophyBa ce eAHOKpaTHA JHEBHA A03a 15 mg pusapokcabaH. Tosa € MakCHMAaTHATA JHEBHA
n03a.
- Tenecuo terno 30 kg win nopeye BuxkTe Kparkara xapakrepuctuka Ha Pusapokcabad
[TondapMa 20 mg kancynu.
- 3a maluWeHTH ¢ TenecHo Terno no-manke oT 30 kg suxkTe KpaTkara XapakTepucTHKa Ha
MPOAYKT, ChABPIKALL pUBapoxcadaH rpaHy/Iy 3a nepopaiHa CyCricH3u.

Ternoto Ha AeTero TpabBa Aa ce MpocAensBa W J103aTa Ja ce npepasriexia pexoBHo. Topa e
HeoOX0OHMO, 3a Ia Ce rapaHTHpa, 9€ ce NoJabpXKa TepaneBTHYHA fo3a. Kopexipis Ha no3ara TpsaGBa fa
Ce MpaBH CaMO Bb3 OCHOBA HAa TIPOMEHH B TEJIECHOTO TErNO.

JleyeHuero TpabBa ga OpAE NPOABIKEHO 3a HaH-MATKO 3 Mecella IIPY Jena i I0HOLIH. JIedeHHeTo Moxe
na Ople yopmkeHo o 12 Meceua, KoraTo € KIHHHYHO HeoOxomumo. JINncBaTr HaHHMW NpH JEla B
NoJAKpena Ha HAMajJsABaHE Ha paos3ata cren 6-Mece4Ho sedeHue., ChbOTHOLUCHHETO NOoJ3a-puUcK Ha
NPOABIAKABAHE Ha TepanuAaTa cnen 3 Meceua TpsadBa na Obpae OUSHEeHO HA HHAUBUAYAlIHA Oa3a, KaTo ce
HMa NPEABUI pUCKa OT peluauBUpalla TPoMO03a CNPAMO NMOTCHLIMATHHA PHCK OT KBPBECHE.

AKO ce IpOIMyCHE €IMH NpUeM, IIpoIycHaTaTa J03a TpA0Ba Aa ce BieMe Bb3MOXXHO Hal-CKOpO CJIe] KaTo
ce 3abenexu nponycka, HO CaMO B CHIUMUA JeH. AKQ TOBa HE € BB3MOXKHO, MAaLMEHTHLT TpAOBa na
IpOMYCHE 103aTa U Aa NPOAB/KH CbC CIEABalUaTa 1033, KakTo € npeanucaHo. [lauueHTsT He TpAdBa
Aa B3eMa JIBE I03H, 32 Ja KOMIIEHCHpa OpOoITyCcHaTaTa 4034,

Ilpemunaeane om neuenue ¢ anmazosucmu na eumamur K (ABK) kom Pusapoxcaban Honrgapma
-  IIpodmnakTHKa HA HHCYJT H CHCTEMHa eM0Oonu:
ABK TpabBa nxa ce cnpat M ga ce 3ano4yde nedeHuero ¢ PupapokcabaH Ilondapma, koraro
MexnyuapoaHoto HopMmanusupano ceotHoweHue (International Normalised Ratio, INR) e < 3,0.
- Jlewenue na JIBT, BE u npodnnaxkryka Ha peuHanBH NPH Bb3pacTHU M JiedeHHe HA BTE n
NPpOQUNAKTHKA H& PELUUBUAU NPU NEJUATPHYHH NALIMEHTH
ABK Ttpabra ma ce cripat u na ce 3ano4yHe neyeHuero ¢ Pusapoxcaban Ilongapma, korato INR e
<2,5.

[Ipr npemunaBaHe or neueHUe ¢ ABK xvm neyenue ¢ PuBapokcabas Ilongapma cTroliHOCTHTE Ha
Mexayuapoanoro HopManusupaHo ceoTHoweHHe (International Normalised Ratio, INR) mie 6paar
danlMBO NOBMIIEHK cned npueMa va PuapokcabaH [londgapma. INR He e BanvaeH napaMersp 3a
H3MEpBaHe Ha aHTHKOAryJJaHTHAaTa akTHBHOCT Ha PuBapokcabad [Nondapma u crnenosaTtenHe He TpsabOpa
fla ce H3non3Ba (BX. Touka 4.5).

Ilpemunasane om aeuernue ¢ Pusapoxcaban Ionpapma xem anmazonucmu Ha eumamun K (ABK)

HMMa BepoATHOCT aHTHKOAryauuaTa ga ObA¢ HeaJeKBaTHA B X0a HA NPEMUHABAHETO OT JICYECHHE ¢
Pusapoxcaban [londapMa xbmM ABK. Tpsabpa pga c€ OCHTYpH HNpPOADKHTEIHA aAEKBaTHA
AHTHKOATYJIAUMA TIpH NpeMUHaBaHe KbM aITEepHATHBEH aHTHKoaryjaHT, Tpa0Ba na ce orOenexH, e
Pusapokcaban Ilondapma Mmoxke na 06ycinoBu nosuineHH cTofiHOCTH Ha INR.

ITpy nauueHTH, NpeMMHaBallM oT neueHue ¢ Pusapokcaban ITondapma koM ABK, ABK Tpsibsa aa ce




pesyntratuTe 3a INR. Jlokaro naupeHTHTe npueMar enHoBpeMeHHo Pusapokcaban [Tondapma u ABK,
INR He Tpabsa na ce uacneasa no-paHo Or 24 uyaca ciej npeaxoaHara 1033, a CaMO HEMOCPeaCTBEHO
npead cnenpamara no3a Pusapokcaban Ilondapma. Cnen karo ce NpeycTaHOBH I[MpHEMa Ha
Pupapoxcabad [Mondapma, INR Moxe na ce HacneaBa H pe3ysITaTHTE Ja ca HAJexIHH NOoHe 24 vyaca
CIIE[ TpUEMa Ha ITocaeaHaTa no3a (Bx. Toukn 4.5 1 5.2).

[leauaTpuyHH NALMEHTH:

Heuara, kouTo npeMuHaBaT OT Purapokcaban [Nondapma ksM ABK, Tpa0Ba na npoabmxart Aa npHeMar
PurapokcaGan Ilondapma 3a 48 uaca cnepg nepeata go3a ABK. Cnea 2 aHuM Ha €IHOBpPEMEHHO
npuiokKeHue TpAOBa a C€ HANMpPaBM M3CNEABAHE W Ja c€ noaydar pesyaratute 3a INR, npenu
cnenpalaTa jao3a Pueapokcaban Ilondapma no cxemara. [IpenoppyBa €€ E€AHOBPEMEHHOTO
npunoxkeHne Ha PuBapokcabaH Ilondapma u ABK ma npopsmku, gokaro INR e > 2,0. LiloM kato
npHeMbT Ha PuBapoxcaban Ilondapma e npeycranoset, INR Moxe na ce M3cneaBa ¥ Ja ce nomyyar
HaZSKAHH pe3yNnTaTy 24 yaca ciiell NpHeMa Ha nocaeaHaTa A03a (BK. 1o-rope ¥ Touka 4.5).

Ipemunasarne om nevenue c napenmepainu anmuxoazyranmu kem Pusapoxcaban Hongpapma

[Ipy BB3paCTHE H NEOHATPUMHHM [MMALUWEHTH, KOUTO B MOMEHTAa TMONY4YaRaT MNapeHTepanHu
AHTHKOAryJ1aHTH, [PEYyCTAHOBABAHETO HA I[IApEHTEPATHUS AaHTHKOAryJaHT W 3alo4BaHETO Ha
Pusapokcaban [londapma TpabBa ma ce oceinecTBAT (0 no 2 4yaca mpend MOMEHTa 3a CIeIBaliOTO
IUTAHOBO NPUIOKEHHE HA APEHTEPATHUA JIEKAPCTBEH NMPOAYKT (HANp, HUICKOMOACKYJICH XeNapuH) WiH
B MOMEHTA Ha ClMpaHe Ha MPOABIDKUTENHOTO MPUNOXKEHUE HA NAPEHTEPATHHA JIEKAPCTBEH ITPOAYKT
(Harp. HHTPABEHO3¢H HeQPaKIMOHUPAH XENapHUH).

IIpemunasane om nevenue ¢ Pusapoxcaban Ilongapma kem napenmepaniu GHMuKoazynranmu
[Tpunoxxere mbpBaTa 4032 OT NAPEHTEPATHUA AHTUKOAryIaHT B MOMEHTa, KOTaTo TpAOBa 1a ce MpHEME
cneapamaTa no3a Pusapokcabax INongapma.

CrieunanHy nonyaluu
Bvbpeuno yapesxcoane

Brp3pacTHHu:

OrpaHHveHHTE KITHHWYHH JaHHY OT NAUWEHTH ¢ TéXKa cTeneH Ha 610peuHo yBpexxaaHe (KpearHHWHOB
KMUPBHC 15 - 29 ml/min) noka3Bar, ye MinasMEHUTE KOHLICHTPALMH Ha puBapokcabaH ¢a 3HaAYMTEIHO
nosywieHH. [To Tazu npuvnHa Pusapokcaban Ilondapma TpAOBa na ce nmpunara BHUMATEIHO MMPH TE3H
naupedtd. He ce npenoppuBa ynorpebara npH NalMeHTH ¢ KPEATHHHHOB KJIHPBLHC < 15 mi/min (Bx.
TOYKH 4.4 1 5.2).

[Ipn nanuMeHTH ¢ yMepeHa creneH Ha ObpOpeuHo yepexxnaHe (KpeaTHHHHOB KIHpBHC 30 - 49 mi/min)
HJIM ¢ TeXKa cTeneH Ha OpOpedHo yBpexiaHe (KpeaTHHHWHOB KIMPBHC 15 - 29 ml/min) ca BanHaHH
ClleNHUTE NPErNOpPbKH 3a J03HPAHE:

- 3a npoduIaKTUKA HA MHCYJNT H CHCTEMHA eMOONHE IpH MAUHEHTH C HEKJArHO NPEeachpAHO
MBKIEHE NpenopbYMdTesHaTa 1032 ¢ 15 mg BeAHBXK JHEBHO (BX. TOYKa 5.2).

- 3a ngeyenne Ha JIBT, nmeuenne Ha BE u npodmnakthka Ha peuuauBupamud BT u BE:
[TaipenTHTe TpAdGBa Aa OBAAT NeKyBaHu ¢ 15 mg ABa IbTH JIHEBHO IIpe3 MBPBHUTE 3 CEAMHLM.
Cnen ToBa, KOraTo IpenopbyHTeNIHaTa 1o3a € 20 mg eAMH NbT AHEBHO, TpAOBa Aa ce OOMUCTH
HaMalgBaHe Ha nao3ata or 20 mg BeAHBK AHEBHO Ha 15 mg enuH MbT AHEBHO, aKO OLCHEHHAT
PHCK OT KbPBEHE 32 NaLMeHTa HaaAXBBpJiA pucka ot peumausupainu JIBT u BE. [Ipenopekara 3a
yrnotpebaTa Ha 15 mg ce ocHoBaBa Ha ¢papMaKOKKHETHYHO MOJAE/NHpaHe U He € NPOy4YBaHa NpH
T€3U KIMHHYHH YCJIOBUA (BXK. TOUKH 4.4, 5.1 ¥ 5.2).
Koraro npenopburTeaHaTa 1033 € 10 mg equH IMbT IHEBHO, HE Ce Haara T4 4a 0b/1¢ KOpHrHpaHa.

He ce nanara xopekuusa Ha 03aTa MPH MALHEHTH C Jieka cTerneH Ha Os0peuHo yBpexaaHe (KpeaTHHH
KnupeHC 50 - 80 ml/min) (BX. Touka 5.2).




ITegnaTpuyna nmomyIaLud:

- Tleua ¥ FOHOILHM C JIeKa cTeneH Ha OBOpetHo yBpexuaHe (CKOpOCT Ha riioMepyiHa ¢uarpauns 50
- 80 ml/min/1,73 m?): He ce Hanara KopeKuMA Ha A03ara, Ha 6a3aTa Ha JAHHU MPH BLE3PACTHH H
OrpaHHUYEHH JaHHH NPH NeAHaTPUYHU NALKMEHTH (BXK. TOYKA 5.2).

- Iena ¥ FOHOUIY C YMEpEHa MK TeXKa cTeneH Ha 6b0peuHo yBpexkaaHe (CKOPOCT Ha TTIOMepyTHa
¢wrrpanma < 50 ml/min/1,73 m?®): PusapokcabaH He ce Mpenopp4Ba, Tbil KATO JIHICBAT
KIIMHUYHH JAaHHHU (BXK. Touka 4.4).

Heprnodpobro ygpeosicoane

PuBapokcaban Iongapma € NpoTHBONOKA3aH NMPU MALKEHTH ¢ HepHOAPOOHO 3abonABaHe, CBBP3aHO C
KOArynonaTus ¥ KIHHHUYHO 3HAYMM PUCK OT KbpBEHE, BITIOUUTENHO nauueHTH ¢ uuposa ¢ Child Pugh
B un C (Bx. Toukn 4.3 1 5.2).

Honynayus 6 cmapyecxa gwv3pacm
be3 kopekius Ha go3ata (Bx. Touka 5.2).

Tenecno meano
be3s kopekuus Ha go3ara (BxK. TO4Ka 5.2).
[Mpy neauaTpHYHK MAUMEHTH J03aTa C€ Onpeless Ha 6a3zara Ha TEAECHOTO TEITIO,

Hon
be3 kopekLys Ha [03aTa (BX. TOYKa J.2).

ITayuenmu, noonooKenu A KapouogepsuUo

IMpueMsT Ha PuBapokcabau [londapma Moxe 1a 3anoyHe HIH Ja NPOABIKH IPH NAUHEHTH, INTPH KOHTO
MOKe 112 € HeoOXOAUMO KapAKOBEP3UO.

[Ipu KapaHOBEP3HO HAacCOYBAHO OT TpaHcesodareanda exokapavorpadus (TEE) npy nauueHTH, KOUTO
He ca GWIKN feKyBAaHHX ¢ AHTHKOAKYNAHTH, Nieuennero ¢ PuBapokcaban ITondapma Tpsabsa na sanoyHe
Hali-MaNKO 4 yaca npear KapIHoBEP3IHOTO, 3a Aa CE rapaHTHpa afieKBaTHA aHTMKOoarylalys (BX. TOUKH
5.1 u 5.2). [Ipy BCHYKH MAHEHTH, Npeay Kapanosep3no TpadBa Ja ce NOThPCH MOTBBPKICHHUE, He
nauueHTsT e npuen Pusapokcaban [Mondapma, kakto e npeanucaHo. IIpH BleMaHe Ha pEILICHHE 3a
3aANOYBaHe Ha TepanuA M ONpelensHe Ha NMPOOBDKUTENHOCTTA W, TpA0BAa Ja c€ MMaT NpeABHA
YCTaHOBEHHTE IIPEMIOPHKHU OT PEKOBOACTBATA 33 AHTUKOATYJIAHTHO JieUeHHUE NPH NalliEeHTH, ITOTOMEHH

Ha KapAHOBEP3HO.

Hayuenmu ¢ HeKAGNHO NPedCbPOHO MbicOeHe, koumo noonexcam wa ITKH (nepxymanna koponapra

UHMEPBEHYUA) C NOCMABAHE HA CMEHm

MMa orpaHudeH ONMMT IO OTHOIUEHME Ha HamaseHa 1032 15 mg Pusapoxcaban Ilondapma BeOHBXK
nHeBHO (mu 10 mg PuBapoxcaban [Tondapma BeAHEX JHEBHO 32 NALMEHTH C YMEPEHO TEXKKa CTENCH
Ha OBOpedHo yepexiaaHe [kpearmHuHoB knHpbHC 30 - 49 ml/min]), B momeaHeHue xpM P2Y12
UHXHOHTOpa 3a 12 Meceua MaKCHMYM, NPH MAUMEHTH C HEKNAMHO NPEeACHEPAHO MBXKAEHE, KOUTO ce
HYIAAT OT NepopaliHa aHTHKOoarynaHTHa Tepanus ¥ ca 6wim noanoxeHn Ha IIKH ¢ nocrassaHe Ha

cTeHT (Bx. Toukn 4.4 n 3.1).

Ileduampuuna nonyrayus

besonacHoCTTa U e(PHUKACHOCTTa Ha puBapokcafaH npu neua Ha Bb3pacT O no 18 roauHu He ca
YCTAHOBEHH INpH TOKa3aHHETO MPOPWIAKTHKA HA WHCYIT M CHCTEMHA eMOONMMA NpH MAalHeHTH C
HEK/TANHO NpeAchLPAHO MBbxaaeHe. Jluncsar paHHW. Ilo TasW npuyYHHa TOH HE ce Mpenopn4Ba 3a
ynotpeba npu aeua nox 18-rogMiuHa BB3pacT NpH APYTH NOKAa3aHWs oCBeH jedeHue Ha BTE u

npodunakTHKa Ha peuuaneu Ha BTE.

Ha4yuH Ha n0puaoKEeHHE
Bv3pacmnu

Pupapokcaban Ilondapma e 3a nepopanHo NPUIOKEHHE.
Kancynure ce npueMar ¢bC XpaHa (BxkK. To4Ka 5.2).




Hanpazsane na xancyaume

[Ipy nmauyeHTH, XOMTO HE MOraT Aa NOrBIUAT KanCyJIWTe LENW, CbhIbPKAHHUETO Ha Kancyljara
PunBapokcaban [londapma MoOxke ma ¢€ CMeCH ¢ BoAa MIH A0BIKOBO MIOPE HEMOCPEACTBEHO MpeaH
ynotpefa M Ja ce MNpWIoxu nepopanHo. Clen mnpwiaraHeTo Ha CBHABPKAHHUETO HA KarcyJiara
Pusapokcaban Tlondapma ot 15 mg wnu 20 mg no3ara Tpabsa ga Opae nocnenpana He3abaBHO OT
XpaHeHe,

CeabppxaHMETO Ha Karcysiata Pueapokcaban IlongapmMa Moxke a ce mpuiara CbLIO H Ype3 CTOMAlllHa
coHza (BXkK. TOUkH 5.2 u 6.6).

Heya u wonowu ¢ mezno 30 kg 0o 50 kg

PusapokcabaH [Tondapma € 3a nepopajtHO rMpUioKEHHE.

[TaupeHnTsT TpAGBA Oa ObAe NOCHBETBAH Aa NMOINbILA KANCynaTa C TEYHOCT. T4 TpAbGBa ChbILO 1a ce
npUeMa ¢ XxpaHa (Bx. To4dka 5.2). Kancynure Tpabsa na ce npHueMar npe3 uHTepsal npubiansurento 24
yaca.

B cnyvaii ye nMauMeHThT M3ILVIKOE BeIHara go3ara WIH NOPbpPHE B paMkute Ha 30 MHHYTH clen
NPWICKEHHE Ha 103aTa, TpAOBa fa ce nazie HOBa A03a. Ako 00ade nauMeHTsT NoBLpHE noseye oT 30
MHHYTH Clie pueMa, no3ara He TpaOBa 1a ce npinara OTHOBO H ClieABallara no3a Tpsabsa 1a ce p3eMe
[0 CXeMara.

ChappaHUETO HA KalicyJara He TpaOBa jAa ce pasfens nmpH ONUT Ja ce HabaBM 4acT OT J03ara B
Karncyara.

Hs3npaszsane na kancyasume

IIpu naupeHTH, KOWTO HE MOrar a NornbliaT KancynuTe LEnd, TpAOBa Ja ce H3MOJM3Ba NPOOYKT
ChABPKALL pHBapokcabaHn rpaHyH 3a EpOPATHA CYCIICH3UA.

AKO MepopajNHaTa CYCIEH3Usi HE€ € Ha pa3NoJIOKEHUE BEAHAra, KOrato € MinucaHa posa 15 mg
pnBapokcabaH, Te Morar na Obaat HabaBeHH, KaTo c& W3IMPa3HM CHABPKAHUETO Ha Kancyna 15 mg u ce
CMECH C BoJa WIH AOBAKOBO MIOpE HEMOCPEACTBESHO NMpeau ynorpeda ¥ ce NpUNOXKH MEpOpanHo.
CohabpxaHdeTo Ha PusapokcabaH [TongapmMa karncysnsa MOXE Oa ¢ NpUIara 4pe3 HasoracTpaiHa WIH
CTOMAIIIHA COHJA 33 XpPaHeHE (BxK. TOMKY 5.2 u 6.6).

4,3 IIporusonokazaHHA

CBpPBXUYBCTBUTEIHOCT KbM AKTUBHOTO BELIECTBO WIH HAKOS OT NOMOILUHWTE BElECTBa, U3OpOEHM B
Toyka 6.1.

AKTHBHO, KJIHHHYHO 3HAYHMO KLPBEHE.

JIeaus WiH CHCTOAHHE, aKO OBJie CUETEHO, Ye MPEACTARIABA 3HAYHM PHUCK 34 rongMo KbpseHe. Tosa
MOJXKe Oa BKII0YBA HACTOALIA WM CKOPOUHA racTPOMHTECTHHANIHA A3Ba, HAWYHE Ha 3JIOKAYeCTBESHH
HEeoIJIa3MM ¢ BUCOK PHCK 3a KBPBEHe, CKOPOLIHO HapaHABaHE Ha TVIABHUA WIH TPHOHAYHHUA MO3EK,
CKOPOILIHA OMepalns Ha rMaBHUA MO3BK, rphrOHAYHMA MO3BK WIM OYWTE, CKOpOlIHA BETpEYCpenHa
XeMOpParus, W3BECTHH WX CYCTIEKTHH e30{dareanHy BapHLH, apTEPUOBEHO3HH MaldOpMamyH, ChbAOBH
aHEeBPHU3IMH UJIU FOJIEMH MHTPACTIMHAJIHU MW UHTpaLepeOpaliiyu ChI0BM AHOMANHH.

ELHOBpDEMEHHO JIEYEHHE C APYTM aHTHKOArylaHTH, Hanp. Hedpakuuonupah xemnapud (H®PX),
HHCKOMONEKY/NIHH XemapuHH (€HOKCAnapuH, AaTTenapyudH H 1p.), MNpPOM3BOJAHM Ha XemapHHa
(boHIAMApUHYKC H Ip.), NEPOPaHK aHTHKOArynaHTH (BapdapuH, naburatpad eTexcunar, anikcaban
M Ap.), OCBEH NpH crieludHUIHE 0OCTOATENCTRA 32 CMAHA HA JICYEHHUETO C aHTHKOAryJIaHT (BX. TOUKA
4.2) nnu korato HPX ce npuwiara B 034, HEOOXOAUMH 32 NOAALPXKAHETO HA OTBOPEH LIEHTpAll
BEHO3€EH MK aprepdalieH KaTeThp (BXK. TOUKa 4.5).




UepnoapoOuo 3abonssaHe, CBBLP33HO C KOAryJonarHd W KIMHHYHO 3HAYHMM DPHCK OT KBPBEHE,
BIJIIOYMTENHO nanueHTH ¢ uupo3a ¢ Child Pugh B 1 C (Bx. Touka 5.2).

bpeMeHHOCT U KBEpMeHe (BX. Touka 4.6).
4.4 ChnenuaJ iy npeaynpexIeHHS H NPeanasHy MepKH NpH ynoTpeda

[TpenopbuBa ce KMMHUYHO HaGMI0ZeHHE ChOTBETCTRALIQ Ha MMPOBEXIaHATa AaHTHKOATY1alMg B X014 Ha
LeJTUA MePHOA HA ICUEHHE.

PHCK OT xeMoparus
KakTo ¢ ¢ Apyru aHTHKoarynaHTH, naldeHTUTe, KOMTOo npueMar Pusapokcabau [Tondapma, Tpabea na

ce HaOmionaBaT BHHUMATE/IHO 32 NpU3HALK Ha KbpBeHe. [IpenopwyBa ce ymorpebara ¢ mMOBMIIEHO
BHHMaHHE MpPH CBCTOAHAA C MOBHIUEH pHCK 3a XeMoparuA. [IpunoxeHwero Ha Pubapokcaban
[Tondapma TpabBa aa ce NPEyCTAHOBU NIPM IMOABA Ha TEXXKa XeMoparus (Bx. To4ka 4.9).

B KIMHMYHHTE NpOY4YBaHUA JIMFABHYHO KBPBEHE (T.€. OT HOCA, BEHUMUTE, CTOMAlUHO-YPEBHHA TPAKT,
NUKOYHO-NIOJOBUA TPAKT, BKAKYHTENIHO aOHOPMHO BArMHANIHO WiIH YBEIMYEHO MEHCTPYAJTHO KBPBEHE)
B aHEMMA €€ HAONMIOJaBaT NO-YECTO NP ABITOCPOMHO JICYEHUE ¢ pUBapOKCcabaH B CpaBHEHHUE C JICYEHHE
¢ ABK. lo Ta3u npuuuHa, B JOMBJIHEHUE KBM aJIeKBATHOTO KJIMHHYHO HabmozeHue, 1abopaTopHO
H3cnenBaHe Ha xeMornofOuHa/xeMaTokpuTa Ou Morno aa Obae OT moi3a 3a OTKPMBAHE HA OKYATHO
KBPBEHE U 3a Olpele/iiHe Ha KNTUHUYHATA 3HAYUMOCT Ha ABHO KbLpBEHE, M0 IPELIEHKA CrIOpe Cnydas.

Haxoiko noArpynu manueHTH, ONKMCAHH No-MoApoOHO Mo-A0NY, Ca C MOBHIIEH PHCK OT KbpBeHe. Te3u
NaLMeHTH clelpa Ja ObJaT BHUMATENIHO NPOCIENcHH 3a 6ee3n ¥ CHMITTOMHM Ha CBBbP3aHH C KbpBEHE
YCIOXHEHHA M aHEMUS CNel Ha4al0TO Ha ieyeHHeTo (BX. Touka 4.8).

[IpH BCAKO HEM3ACHEHO MOHKIKABAaHE Ha XeMOrMoOMHA WM XPBBHOTO HaJAraHe TpAOBa Aa ce ThpPCH
H3TOYHHK Ha KbPBECHE.

Benpekn ue nedyeHHero ¢ puBapokcabaH He H3HCKBA PYTHHHO MPOCNEAsBaHE HA €KCIIO3HLMATA, €
Bb3MOXKHO N3MEPEHUTE HHBA Ha puUBapokcadaH ¢ kaTHOpUpaH KOMU4YEeCTBEH aHTH-(PakTOp Xa TeCT Aa
OBAAT NOJIE3HU B U3BBHPEAHH CHTYALIMH, KOraTo AAHHH 3a EKCNO3HLHKATA HA puBapokcabaH Morar fa
NMOMOTHAT ¢ MHpOpPMalLUsa 3a BIMMaHe Ha KIMHWYHHU peEIlUeHHs, HanmpuMep Npeao3vpaHe H CneliHa
onepaums {Bx. TOYKH 5.1 1 5.2).

IleavarpuyHa nonynauus
MMa orpaHHyeHH JaHHH MPH JeUa ¢ MO3bYHA BEHO3HA M CHMHYCOBa TpoMG03a, KOUTO MMaT HHpeKuus

Ha ITHC (Bx. Touka 5.1). PHCKBT OT KbpBeHe TpaOBa Oa Ob1¢ BHUMATENHO OLICHEH NPEAH H MO BpEME
Ha Tepamnmuara ¢ pubapokcadaH.,

bsOpeuno yspexaaHe
[Ip¥ nauHeHTH ¢ TeXKa creneH Ha OLOpedHo yBpekIaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min) €

BB3IMOXHO MNa3sMEHUTE HMBAa Ha pUBapokcaban na 0baT 3HAYMTENHO NOBULICHM (cpeaHo 1,6 meTH),
KOETO MOXE 1a JOBeJe 10 NOBUINEH PHCK OT KbPBEHE.

Pusapokcaban [Tondgapma tpabea ga ce nmpuiara BHUMATEIIHO NIPH MALMEHTH ¢ KPEATHHUHOB KITHPBHC
15 - 29 ml/min. He ce npenoppuBa ynorpebara npy NauueHTH ¢ KPEATHHHUHOB IUIHPBHC < 15 ml/min
(Bk. Toukn 4.2 1 5.2).

PusapoxcataH [Mondapma Tpabea na ce npuiara BHUMATENHO NpY nalMeHTH ¢ OBOpeyHo yBpexnaHe,
nonyuaBally €JHOBPEMEHHO IPYrH JEKapcTBa, KOMTO IIOBHMIUABAT IUIa3MEHHUTE KOHLIEHTPALHH Ha
pHBapokcabaH (BxK. To4ka 4.5).

Pusapoxcaban [longapMa He ce npenopbyBa NpH Jela X IOHOWK ¢ YMEpEeHa WM TeXKa CTENneH Ha
6B6peuHo yBpexaaHe (CKOpOCT Ha rnoMepyiHa ¢uatpauus < 50 ml/min/1,73 m?), Thit kato nunceat

KIHHHYHH JdHHH.




B3auMoneACTBUE ¢ IPYTH NIEKAPCTBEHN NPOAYKTH
He ce nmpenopvrusa ynorpebara Ha PuBapokcabau [londapma mpy nauueHTH, KOHTO MOJYy4apar

EOHOBPEMECHHO CHCTEMHO JICYEHHE C a30/0BM AHTUMHKOTHUM (KAaTO KETOKOHA30Jl, HTPAKOHA30I,
BOPHKOHa30Nn M nocaxkoHason) wid HIV-nporeasHu HHXHOUTOPH (Hanp. pHTOHABHP). Te3H aKTHBHH
BelliecTRa ¢a MOWHU UHXUOWUTOpH Ha CYP3A4 w P-gp ¥ no Tasy npuyHHA MOrar ga TIOBHINAT
nna3MeHaTa KOHLIEHTpauus Ha puBapokcabaH A0 KIHHHYHO 3HA4YHMMO HMBO (CpenHo 2,6 ITbTH), KOETO
MOXe 2a JoBele A0 NMOBHULIEH PUCK OT KbpBEHe. JIMNCBaT KIMHUYHY JaHHU NIpW Jela, nojy4abalu
CBIILTCTBALIIO CHCTEMHO JIeUeHUE CbC CHIHKM MHXUOUTOPH, KakTo Ha CYP 3A4, taka u Ha P-gp (Bxk.
To4Ka 4.5).

Heobxoaumo e BHUMaHHME IpH NALMEHTH, KOWTO E€IHOBPEMEHHO ca Ha JIedeHHE C JIEKapCTBEHM
MPOAYKTH, KOWTO TMOBAHABAT XEMOCTa3aTa, KaTO HECTCPOHUAHM NPOTHBORBINAIHTENHH CPEACTBA
(HCTIBC), aueruncanuumnosa kuceanHa (ACK) u mxuburopy Ha tpoMbOoLMTHaTa arperanus WM
CeIGKTUBHM MHXMOMTOPU Ha oOpaTHOTO 3axBallaHe Ha cepoTOHHHAa (selective serotonin reuptake
inhibitors, SSRI) # uHxubuTopu Ha 0O6PATHOTO 3aXBalllaHe HA CEPOTOHKHHA U HOpenuHedpuRa (serotonin
norepinephrine reuptake inhibitors, SNRI). 3a nauueHTUTEe ¢ PUCK 3a YIUEPO3HO CTOMAILHO-YPEBHO
3abosiABaHe MOXE A C& MOMUCIIH 3a NMOAXOASI0 NpodUIaKTHYIHO JieueHne (BXK. Touka 4.5).

Hpyru puckoBd GaKTOpH 33 KbpPBEHE
[lonoOHO Ha ApYrH aHTHArperasTHH CPEACTBa, pUBapokcabaH He ce Nnpenopn4Ba MPH NALHEHTH C
[MOBUILEH PHCK OT KBPBEHE, KaTO:

° HEKOHTPOJIHPAHa TEXKA apTepHaliia XUIEPTOHUA

. APYro CTOMALIHO-4YpeBHO 3abonsBaHe 663 akTUBHO pa3f3BABaHe, KOETO NOTEHLHUANHO MOXe Aa
OOBEAE A0 YCIOXHEHUS ¢ KBpBEHE (Hamp. BBINAIUTENHO 3alonsBaHe Ha yeppara, e3odarwr,
racTpHT ¥ ractpo-esodareanta pedaykcHa 6onecr)

. ChAOBA PETHHOMATHA
. OpOHXMEKTA3UH WIH aHAMHE3a 3a KbpBeHE B Oenna apod.

[TanpeHTH ¢ pakoBo 3abonsaBaHe

[TauMeHTHTE CHC 3710KAUECTBEHO 3a00MIABaHE MOXKE SAHOBPEMEHHO Ia €A U3I0XKEHH W Ha N0-BHCOK PHCK
OT KbpBeHe M TpoMOo3a. MHAMBHIOyanKara rmon3a OoT aHTHATPOMOOTHUYHOTO neueHHe TpAOBa Aa ce
NpeUueHn CnpsaMO PUCKA OT KbPBEHE NPH MALNECHTH ¢ AaKTHBHO pakoBO 3ad0/iAiBaHE B 3aBUCHUMOCT OT
JOKAUMATa HA TYMOpa, aHTMHCOIUIACTHYHATA Tepanus M Ccraaus Ha 3abonsasaHero. Tymopwure,
PAa3oONM0XEHU B CTOMALIHO-YPEBHUA WIKM ITUKOYHO-IIOJIOBHA TPAKT, Ca CBBP3AHHU C IMOBUILEH PHCK OT
KbpPBEHE 10 BpEME Ha TEpanusTa ¢ puBapokcaban.

[Ipy nauMEeHTH CbC 3/IOKAYECTBEHM HOBOOOpasyBaHusA C BHUCOK PHCK OT KbpBeHe, ynorpedara Ha
puBapokcabaH € NpoTHUBOIOKa3aHa (BX. Touka 4.3).

TlalMeHTH C KNANHHK IPOTE3H

PupapokcabaH He TpabBa ma ce n3noi3sa 3a TpoMOOnpoGUIAKTHKA NIPH NALMEHTH, KOHTO HACKOpO ca
NpeMHHANH TpaHCKaTeThbpHAa cMsHA Ha aoprHara knamna ([CAK). BesonacHocTTra M €PUKACHOCTTA HA
puBapoKcabaH He ca NPOYUYEHY NPH NALMEHTH CBC CHPASUHO KNAMHO NPpOoTe3rpane; No Tasyu NpyunHa,
HAMA JaHHU B MOJKpena Ha TOBa, Y€ pUBapokcadaH OCHUrypsABa aJeKBaTHA AHTHUKOAryJalusA B TasH
nomyaauua nauMeHTH. Jleuenuero ¢ PusapokcadaH [Mongapma He ce npenopbryBa NpH TE3M MALMEHTH.

[TanpeHTH ¢ aHTUDOCHOANNUACH CUHAPOM

HNupextHo neiicTealy nepopanHd aHTukoarynadtd (JUJITIA), BxnioYyMTenHO pHBapokcabaH, He ce
NpenopbyYyBaT MNPH MNAUUMECHTA C anaMHesa 3a Tpombo3a, KOUTO ca JAHATHOCTHUHMPAHH C
antudochonunuuen cuHapom. [lo-cneuuanHo npH TPOHHOMOIWTHBHH NAUMEHTH (3a HyNyceH
aHTUKOAIy/IaHT, aHTHKapOHOJHWIIMHOBH AaHTHTENa M aHTMTena cpeumy Oeta-2-rmukonporenH 1),
neyeHrero ¢ JUITTA moxe aa O6bae CBbpP3aHO € MOBHIIEHA YECTOTA HA NOBTAPALLU C€ TPOMOOTHYHH
CHOWUTHS B CpaBHEHUE ¢ TEpanusTa ¢ aHTaroHUCT Ha BUTaMuH K.




[MalMeRTH ¢ HEKJAMHO MPEACHPAHO MbXJeHe, kouTo momiexarT Ha TIKHM ¢ mocrapsHe Ha CTEHT
HamuyHM ca KIMHUYHM JaHHHM, MOJYYeHH OT WMTEepBEHUMOHAIHO MNpOoy4YBaHe, ¢ OCHOBHA el
M3CTEABaHE Ha GE30MACHOCTTa NPH MALMEHTH C HEKIAMHO TMPEACHPAHO MBKICHE, KOHTO ¢a OWiIM
nomioxeny Ha IIKH ¢ mocrassue Ha cTeHT. JlaHHMTE 33 €(PHKACHOCTTA NPH Ta3H MOIMyJauusa ca
orpaHudenH (Bx. TOUkH 4.2 1 5.1). JIUnCBAT JaHHY 32 TAKHBA MALICHTH ¢ aHAMHE3a 32 HHCYTT/TIpeXo/ieH
ucxemuueH npuctsil (TTUT).

XeMoaHHAaMHUYHO HecTabuNHY naiuenTH ¢ BE WM malHeHTH, KOUTO C& HYXIAAT OT TPOMOOoIN3a Wi
benoapodHa eMO0JIeKTOMHA,

Pusapoxca6as [TondapMa He ce npernoppipa KaTo anTepHATHBA HA HEDPAKLIMOHMPAHKA XETNApHH NPH
naimesTy ¢ 6enoapobeH eMOONU3LM, KOMTO Ca XEMOJWHAMHYHO HECTAOMIHM HITH HA KOHTO MOXE Aa
ce HanpaBH TpoMbonu3a Ui GenoapobHa eMboneKTOMMA, ThH KaTo 6€30MaCHOCTTa ¥ €PUKACHOCTTA Ha
pHBapokcabaH He ca YCTAHOBCHH NPH TE€3H KIWHHYHH CUTYalIHH.

CnunHanHa/enyaypajHa aHecTe3us WiIH NYHKINS

[py npuwiaraHe Ha HEBPOAKCHAllHA aHecTe3ud (CMMHANHA/EMHAypalHA AHECTe3WA) WIH MpH
CMMHANHA/ENUAYpATHA MYHKLUMA NaUMEHTHTE, JIEKYBaHH ¢ QaHTHarperaHTHH CpeAcCTBa Karvo
npodnakTHka cpeury TpoMOoeMOONMUHM YCIOXKHEHHA, Ca C MOBMINEH DPHUCK 3a PasBUTHC Ha
eNMUAYpaNHd WIM CINMHIHKM XEMaTOMH, KOMTO OMXa MOIJM Aa AOBEAaT A0 NPOABL/DKHTENHA WIH
NOCTOSHHA Mapain3a. PUCKBT MOXE Ja ¢€ MOBHIIK CHINO TaKa ¥ OT TPaBMAaTH4YHA WJIH MHOIOKpAaTHa
eNnUIypalHa WM CMHaTHa myHKuua. [TamrenTyTe Tpabea ga ObAar cneneHn peXOBHO 38 MPH3HALM H
CHMIOTOMM Ha HEBPOJOTHYHO YBpEKIaHe (Hamp. M3TPBMBaHE MIH C¢MadocT B Kpakara, 4peBHa
nuchyHKIMA WK ZHCHYHKUMA HA MHKOYHHA MeXyP). Ako Oble 3abens3an HEBPONOTHYCH neHLUT, ce
HaJlara ChelHa OUArHOCTHKa W nedenne. [Ipeay HEBPOAKCHANTHM WHTEpPBEHUMH AeKapaT Tpabsa da
MPElEHH CHOTHOIIEHHETO MEXAY MOTCHUWATHMTE IMON3H Y PHCKOBE TIIpH TMAUMEHTHTE Ha
AHTUKOATYJIAHTHO JIEYSHHE HITH IPH MALMEHTHTE, Ha KOUTO INIPEACTON QHTHKOAry TAHTHO JICYCHHE KaTo
AHTHArperaHTHa npodunakTuka. HaMa xiuHH4Yed omuT ¢ ynorpebara Ha 15 mg wix 20 mg
puBapokcabaH B T€3H CHTYAIINH.

3a HaMansgBaHE HA TOTEHLMATHHA PUCK OT KbpBEHE, CBbP3aHO C €AHOBPEMEHHOTO NpHJIAaraHe Ha
puBapokcabaH ¥ HeBpoakcHanHa (eMuaypaiHa /CMHAIHA) RHeCTE3nA WM CIIHHAIHA MyHKLHA, TpsadBa
na ce UMa npeasud GpapMakoKMHeTHUHHA Npodui Ha pueapokcabaH. [TocTaBaHeTo HIH MPEMAXBAHETO
Ha eMUAypaIeH KaTeTbp WM TyMOaiHa myHKLHMA ce H3BbPLIBA Hali-100pe, KOraTo aHTHKOAryIaHTHHUA
edexT Ha puBapokcabaH ce OLIEHABA KaTO HUCHK. BBIpexu TOBa, TOYHOTO BPEME 33 MOCTUraHe Ha
OCTaThYHO HHCBHK AHTHKOArylaHTeH e(eKT 3a BCEKH MalMeHT He € M3BECTHO ¥ TpsAbBa na Onne
NpEeLIEHEHO CIPAMO CTICIIHOCTTA Ha HATHOCTHYHATA NMPOUEAYpa. 32 OTCTPaHABAHETO HA EMTHAYPATHHA
KaTeThp M BH3 OCHOBA Ha obuyTe GapMaKOKMHETHYHH XaPaKTePUCTHKH, MOHE 2X NOMYKHMBOTA, T..
Hali-manko 18 yaca Ipu MM Bh3pacTHH NALUEHTH WK 26 Yaca npy MauueHTH B Crapuecka Bb3pacT,
TpaOBa Ha ca MHHANM Clel MOCNEeAHOTO TNPUIOKEHHE Ha puBapokcaban (Bk. Touka 5.2). Cnen
OTCTPaHABAHETO Ha KaTeTbhpa, TpAOBa Ja HIMMHAT HaH-Manko 6 4Yaca NpeAH TNpPHIIOKEHHE Ha
crneasalliaTa nosa puBapokcabaH.

[Tpu noABa Ha TPABMATHUYHA MYHKLMA, TPUICKEHHETO Ha pHBapokcabaH tpabBa fa OBae OTIOKEHO C
24 yaca.

JuncsaT maHHM OTHOCHO MOOXOIALIOTO BpeMe 3a MOCTaBsHEe WIM OTCTpaHABaHE Ha HEBPOAKCHANCH
KaTeTsp NpW J€Lia, AOKATO Ca Ha NeueHWe ¢ puBapokcabaH. B Takupa Ciyyaw, NpeycTaHOBETE
MPHIOKEHHETO Ha pHBapokcalaH W obMucieTe IMPHIOKEHHE Ha KPaTKOACHCTBAIL NapeHTepalceH
AHTHKOAryJ1aHT.

[IpenopsKy 3a AO3UPAHETO NPEM H ClIe]l HHBA3UBHHU MPOMEAYPH M XHPYPriHH HHTCDBEHIINH
AKo ce Hajara NnpoBeXAaHe Ha UHBA3MBHA ITPOLENYpa HIH XHPYPrUiHa HHTCPBCHLINA, PuBapokcaban

[Tondapma Tpabea aa Gbae CIPAH MO BH3MOXKHOCT MOHe 24 yaca Npeay HHTEPBEHUMATa H Bb3 OCHOBA
Ha KIMHHYHATA MPELIeHKA Ha IeKy Balllks jiekap. AKO NpoledypaTa He Moxe fa ObIe OTI0%eHa, TpabBa
71a ce MPEUeHH MOBUIIEHUAT PHCK OT KbPBEHE CMPAMO CNEUTHOCTTA Ha HHTEPBCHUMATA,

[Mpuembt Ha Pusapokcaban Ilondapma TpaGsa Ja ce Bb30OHOBH BB3MOXHO Halt-CKOpo cnen
MHBA3WBHATA MPONENYPa WIN XHPYPrHYHaTa MHTEPBEHUMA, aKO KIMHHYHATA CHTyallls NO3BOMABA H €
NOCTHIHATA ANeKBATHA XeMOCTa3a, KAKTO € OTNPEIC/ICHO OT JleKyBallys nexap (BxK. Touka 5.2).




[lonynauua B CTapyecKka Bb3pacy
C yBennuaBaBeTO Ha Bb3pacTTa MOXKE Jd C€ YBETHYH PHCKET OT XeMoparua (Bx. Touka 5.2).

JepMaToOnoOruyHHy peakimy

[To BpeMe Ha NOCTMAPKETHHIOBO HabNIOAEHHE BLB BPb3Ka ¢ yrioTpedaTa Ha puBapokcabaH ce cxobimana
33 CEPHO3HH KOKHH peaKLMM, BKIOUUTENHO CHHAPOM Ha Stevens-Johnson/TOKCHYHA €NHAEpMaHa
Hekponu3a 1 DRESS cunapom (Bx. Touka 4.8). Harnexna, ue nauMeHTUTE ca U3NOXKEHH HA HAH-TONAM
PHCK OT T€3d peakuU#d B HAYANOTO HA TEPAIHUATA: B MOBEYETO ClyyaH, HAYAJIOTO Ha peakuudara ce
MposABABa Npe3 MbPBHUTE CEAMUIM OT JeueHneto. PuBapokcaban TpadBa Aa ce peycTaHOBH IIpU TbPBA
MOABa Ha TEXDBK KOKeH oOpuB (Hanp. pa3npocTpaHABall Ce, UHTCH3HBEH W/ U CBBp3aH ¢ 00pasyBaHeTo
Ha MEXYpH) WIH APYT NMPH3HAK HA CBPBXYYBCTBHTENHOCT, CRBbP3aH C IE3UH HA IMraBULIATA.

HMudopmMaiiys 3a NOMOIIHKUTE BEIIECTBA

Pusapoxkcaban [Toadapma 15 mg cpabpxa n1aKkTo3a ¥ HaTpPHA.

[TanMeHTH ¢ peaKd HACNEACTBCHHM npodneMH Ha HEMOHOCHMOCT KbM TalaKTOo3a, ITBIIEH JI&KTa3€H
nedHUUT UM TAHOKO30-raNakTo3Ha Manabcopbuus He TpsabBa Ja NpUeMaT TOBa JIEKapCTBO.

To3u nekapcTBeH MPOAYKT ChABPXKA NMOo-Maiako OT 1 mmol HaTpuit (23 mg) Ha no30Ba €AHHWLA, T.C.
MOXKE J1a C€ KaXKe, e NPAKTHUYECKH HE ChAbPXKA HATPUH.

4.5 B3auMoaelicTBHE ¢ APYIrH JIEKAPCTECHH NMPOAYKTH H APYrH PopMH HA BIAHMOAEHCTBHE

OOXBAaTHLT HA B3aUMOJCHCTBUATA NPU NEAMATPUYHATA MONYJauusa He € uiBecreH. JoaynocodeHHTe
IaHHH 3a B3aHMOACHCTBUATA, NOJYYEHU TIPH BB3PACTHY, U NPeayNnpexacHusaTa B Touka 4.4 tpsabsa na
CE MMAT MpEeABHAI NpH NEAKATPHYIHATA NOITYIALIMA.

Nuaxuburopu Ha CYP3A4 u P-gp

EnHoBpeMEHHOTO MPWIOKEHHe Ha puBapokcabaH v keTtokoHason (400 mg enuH OBT AHEBHO) WIM
putoHaskp (600 mg n8a MbTH AHEBHO) BOOM K0 2,6 meTH / 2,5 mbTH no-sucoka AUC 3a puBapokcabax
u 1,7 nerin/ 1,6 NbTH No-BUCOKa cpelHa Cmax, ChC 3HAYHTEIHO MOBH1lABaHe HA papMaKOAHHAMUYHHUTE
edheKTH, KOSTO MOXe Zia J0Bee 1o MOBUIIEH PUCK OT KbpBeHe. 1o Ta3zn nmpuyHHa He ce MpenopsuBa
yniorpeOarta Ha PuBapokcaban [lTondapma npy nauueHTd, KOKTO NONMyYaBaT € AHOBPEMEHHO CHCTEMHO
NIEYEHHE ¢ a30J10BY aHTBMUKOTHLIM, KATO KETOKOHA30!, HTPAKOHA30/1, BOPHKOHA30J1 H ITOCAKOHA30]1 WIH
¢ HIV-nporea3zuun nHxubutopy. Te3n akTHBHU BellleCTBa ¢a MOIIHM HHxHOUTOpU Ha CYP3A4 u P-gp

(Bx. TOUKA 4.4).

Ouakpa ce aKTUBHH BEIECTBa, KOUTO HHXHOHPAT MOLIHO CaMO €JMH OT ITETHLIATA HAa eNMUMHHHpaHe Ha
puBapokcaban win CYP3A4 wnu P-gp na NoBUILAT B ITO-MaKa CTETEH IUIa3MEHHTE KOHLEHTPaLWH Ha

pusapokcaban. Hanpumep knapurpomuuuu (500 mg asa msTH Ha A€H), KOWTO ce MpHEMa 3a CHIICH
uuxuburop Ha CYP3A4 u ymepen unxuburop Ha P-gp, Boau no nosumasase Ha cpeaHata AUC Ha
puBapokcabal ¢ 1,5 meTH U Ha Ciax — ¢ 1,4 IbTH. B3auMoaeHCTBHETO ¢ KIAPHTPOMHIIHH BEPOATHO HE
€ KIMHHYHO 3HAYHMMO NpPH TIOBEYETO MAlUeHTH, HO MOXe Na OpJe MOTEHUHATHO 3HAYHMO IpH
BHCOKOPHCKOBH NalyeHTH. (3a mauueHTH ¢ 650peuHo yBpeKIaHe: BX. To4Ka 4.4).

Epurpomuund (500 mg Tpu mbTH AHEBHO), KoifTo HHXUbupa ymepeHo CYP3A4 u P-gp, Bonn no 1,3

neti nosuniedde Ha cpeaHata AUC U Caax Ha puBapokcaban. B3auMoaeiCTBHETO C epUTPOMHIMH

BEPOATHO HE € KIMHUIHO 3HAYHUMO NpH IOBEYETO MALMEHTH, HO MOKe Ja Ob/1€ MOTCHIMAITHO 3HAYHMO

IIPH BUCOKOPHUCKOBH IMALHEHTH.

ITpu nuua c Jeka crened Ha GuOpeyuHo yBpexaaHe eputpoMUUMH (500 mg TpH MBTH IHEBHO) BOIM OO

1,8-kpatHo nosumasane Ha cpeaHara AUC Ha puBapokcabaH U 1,6 mbTH NOBHIIEHHE HA Cmax B

CpaBHEHHE C HHAMBUAM ¢ HOpManHa OnOpeuHa Qyuxuus. [Ipu nuua ¢ yMepeHa cTemneH Ha OBOpeuHo

YBpEKAaHEe ePUTPOMHMIME Boau no 2,0 nbry nosumeHne Ha cpegHata AUC Ha pusapokcaban u 1,6

N'bTH NOBUIIEHHE HA Cmex B CPABHEHHE C WHAWBHAM ¢ HopManHa ObOpeuna QyHkima. EdexTsT Ha I
epUTPOMUUMH € AIUTHBEH KbM TO3HM Ha 6bOpeuHoTO yBpekaaHe (Bxk. To4Ka 4.4). o
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®nykoHazon (400 mg eAuH NbT AHEBHO), KONTO ce cMsTa 3a yMepeH HHxuouTop Ha CYP3A4, Boau 1o
nosdmapaHe ¢ 1,4 msTH Ha cpeanata AUC Ha puapokcabanH ¥ 1,3 nmptm HA cpeaHata Coa.
BianmoneNCcTBHETO € QNYKOHA30J BEPOATHO HE € KJIMHHYHO 3HAYUMO [PH MOBEYETO MNALMEHTH, HO
MOXe na OBAe MOTEHLMANHO 3HAYUMO MpPU BUCOKOPUCKOBU MaLMEHTH. (3a mauueHTH ¢ 6pbpeuHo
yBpEKAAHE: BXK. TOuka 4.4),

KaTo ce yMaT IpeaBH/ OrpaHUYEHHTE KIIHHHYHH JaHHH C IPOHEAAPOH, €JHOBPEMEHHOTO ITPHIIOKEHHE
¢ puBapokcabaH TpaOBa na ce u30Araa.

AHTHKQAr'yJIaHTH

Cnen xoMOMHHpAaHO NMPUIOKEHHE Ha eHOKcamapuH (emHokpatHa jao3a ot 40 mg) m puBapokcabaH
(enHOKpaTHa 1033 OT 10 mg) e HabnroaaBaH aguTHBEH eeKT BbPXY aKTHBHOCTTA Ha aHTH(aKTop Xa,
6e3 HIKaKBY DOIMBAHHUTEAHH ¢deKTH 10 OTHOWIEeHNE Ha KoaryJauuoHHuTe TecToBe (Prothrombin time
(PT) n activated Partial Thromboplastin Time (aPTT).

ExokcanapuH He e nosnuan GpapMaKkOKMHETHKATA Ha puBapokcadaH.

[lopagu NMOBHIIEHHA PUCK OT KBPBEHE € HEOOXOOAWMMO BHWMAaHME NpPH MAUMEHTH, KOUTO ¢a Ha
€IHOBPEMEHHO JISYEHUE € APYIrd AaHTUKOATrYJIaHTH (BX. TOUKH 4.3 u 4.4).

HCTIBC/unxuburopu Ha TpoMOoLMTHATA arperauus

He e Habar0paBaHO KIMHWUYHO 3HAYHMO YAB/DKABAHE HA BPEMETO HA KbPBEHE Cliell €OHOBPEMEHHO
npuioxeHue Ha puapokcadbad (15 mg) u 500 mg HanpokceH. Buplpekd TOBa € BH3MOXKHO Aa HMa
nalyeHTH ¢ No-U3paizeH papMakoAUHAMUYEH OTTOBOP.

He ca HnabmopaBaHM KIMHUYHO 3HAYMMU  (QapMakOKMHETMUHH WIM (apMakOIMHAMHYHU
B3aUMOJICHCTBHA NMPH €OHOBPEMEHHO NPWIOXKEHHe Ha pHBapokcaban u 500 mg aHeTHICANHLIMIOBA
KHCEJIUHA.

Knonuporpen (300 mg HauanHa fdo3a, mocienBaHa OT 75 mg MOAABPKALUA 103a) HE € TOKas3al
(apMaKOKMHETHYHO B3auMoneicTeue ¢ puBapokcabadH (15 mg), Ho e HabmogaBaHO 3HAYMMO
yAbHKABAHE HA BPEMETO Ha KbPBEHE NpPU €AHA MOATrpyIa NALMEHTH, KOETO HE € KOpeIUupalno ¢
arperanmaTa Ha TpoMbounTHTe, HHBaTa Ha P-cenektH unu GPIIb/II1a peuernrropie.

Heo0xo0a1uMo0 e BHUMAHHE PN NAlHEHTH, KOUTO eAHOBpeMeRHO ca nexyBany ¢ HCIIBC (BxmounTenyo
allSTANCANMIIMIOBA KHCEIHHA) M MHXHOMTOpH Ha TPOMOOLUWTHATA arperalus, TMOHEXe Te3H
JIEKApCTBEHH MPOAYKTH ODUKHOBEHO IOBHILIABAT PUCKA OT KbpBEHE (BXK. TOUKA 4.4).

SSRI/SNRI

KakTo npu Apyrd aHTHKOAryJjJaHTH MOXE 114 CBUIECTBYBA Bb3MOXKHOCT NMALUEHTHUTE 44 €a ¢ [OBHLICH
PHCK OT KbpBEHE B CiTydalt Ha cpnbTcTBalla ynotpeba cee SSRI wnu SNRI nopanu edexra uM BupXy
TpoMOOUUTHTE, 332 KOWTO ce choduasa. IIpu cenrpTcTBalla ynorpeba B KIMHHUYHATA NPOrpaMa C
pHBapokcalbaH, BBB BCHYKY I'PYNH Ha JICHEHHE ¢e Ha0oaaBa YUCIIEHO I0-BHCOKA 4€CTOTa HA rojgM

HJIH HEroJaM KIHHHYHO 3HAYHM KDbBOHW3NHB.

Bapdapux

[IpeMuHaBaHETO OT JICYEHHE ¢ aHTaroHucTa Ha ButaMuH K Bapdapur (INR 2,0 no 3,0) kbM neucHue ¢
pusapokcadan (20 mg) unu ot pusapoxcaban (20 mg) xem Bapdapun (INR 2,0 no 3,0) nosuinasa
CBOTHOLUEHHETO npoTpoMOUHOBO BpeMe/INR (HeorutacTuH) nopede OT aXMTHBHO (BB3MOXHO € 1a ce
HabmogaBaT otnenHd croifHocTH Ha INR mo 12), mokato edexture no orHouweHue Ha aPTT,
MHXHOMpAHETO Ha aKTHBHOCTTA Ha (akTop Xa M NOTEHUMANa Ha EHIOreHHHE TPOMOHH ca alMTHBHH.
[Mpu xxenanue 1a ce H3cneaBaT GapMakoaMHaAMUYHUTE e(peKTH Ha puBapokcabat B NepHOAa Ha CMAHATA
Ha TEPAMUATa MOTAT Ja Ce H3M0I3BaT [IOKA3ATeNIN, KaTO aKTMBHOCT Ha aHTH-¢(akTop Xa, PICT n Heptest,
MOHEXEe Te3lW TEeCTOBE HE Ce MOBAMABAT OT BapdapuH. Ha ueTBBpTHA AeH cien nmociaeaHara ao3a
papdapu, Bcuukd noxasarend (kia. PT, aPTT, uuxubupane Ha axTUBHOCTTa Ha dakTop Xa H

NOTEHLMAA HA EHAOTeHHHA TPOMOHH) OTpa3sBaT €AWHCTBEHO edexra Ha puBapokcadaH.

[1pu xenanue na ce Wacnensat papMakOgUHAMHUYHHTE ePeKTH HA BapdapHH B NEPHOIA HA CMAHA Ha

TepanuaTa MoxXe aa ce uanoassa usmepsaHeTo Ha INR npu Cieugn Ha puBapokcaban (24 vaca cne
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NpeaxoNHHd TIpUeM Ha pHBapokcabaH), Thit KaTo TO3M roKkasatel ce NOBIHABa B MUHHMAJIHA CTENEH OT

pHBapokcabaH B Ta3u BpeMeBa TOYKA.
He e nabnionapaHo GpapMakoKHHETHYHO B3auMoae#icTBue Mexay BapdapuH U pusapoxcabaH.

Unnykropu Ha CYP3A4

ENHOBpEMEHOTO MPHIOXKEHUE Ha puBapokcabaH W MOIHUA HHAYKTOp Ha CYP3A4 pupaMNHuLMH BOAHK
ne oxono 50% noHmwkasaHe Ha cpeaHara AUC 3a puBapokcabaH, ¢ yCNopeAHO HAMaljdBaHE Ha
dapMakoguHaMuuHuTe My edextH. EnHoBpeMenHata ynotpeba Ha puBapoxcadaH ¢ OpYrd MOIIHH
uHaykropd Ha CYP3A4 (uwanp. ¢enurouH, kapbamasenuH, ¢eHoOapOMTan HnM bAT KaHTApHOH
(Hypericum perforatum).) CbII0O MOXE HAa AOBENE N0 HaMaleHW IUTa3MEHH KOHLEHTpPAlMH Ha
puBapokcaban. 3aToBa Tpabpa ma ce U30ArBa SAHOBPEMEHHOTO NpPHJiaraHe Ha MOLIHHM HHIOYKTODH Ha
CYP3A4, OCBeH ako MALMEHTHT HE CE CIEAN BHHMATENTHO 3a Delle3d U CHMITTOMH Ha TpoMbo3a.

Ipyrs ChITbTCTBAIIY TEPANKY:

He ca HabmonapaHd KIHMHMYHO 3HA4YUMH (QapMaxOKHHETHYHM WiH ¢apMakoAHHAMHYHH
B3aMMO/CHCTBHA NpPU €NHOBPEMEHHO MPWIMKEHHe Ha puBapokcabaH M MupasonaM (cyberpar Ha
CYP3A4), nurokcuH (cyGerpar Ha P-gp), atropBactarul (cyScrpar Ha CYP3 A4 u P-gp) unu oMenpason
(uuxubuTOp HAa NPOTOHHATa nomna). PuBapokcabaH HMTO HHXMOHMpa, HHTO HHAYUHpPA HAKOA OT
ocroBHHTe n30¢opMu Ha CYP, Hanpumep CYP3 A4,

JabopaTopHy nokasaTenu
Koarynaunonuute napamerpu (Hanp. PT, aPTT, HepTest) ce mopnuasar cnopea 04akBaHHATA ¢ Orliel
Ha MEXaHU3Ma Ha JieiicTBHE Ha puBapokcabaH (Bx. Todka J.1).

4.6 @epTuanrtert, 6peMeHHOCT H KbpPpMeHe

bpeMeHHOCT

BesomacHocTTa W edHKacHOCTTa HA pHBapokcabaH npH OpeMEHHHM >KEHH HE C€a YCTaHOBEHH.
[TpoyuBaHuATA MPH JXHUBOTHH IIOKA3BAT pENpPOAYKTHBHA TOKCHYHOCT (BX. Touka J5.3). [lopamu
NOTEHLUKAIHATA PENPONYKTHBHA TOKCHUYHOCT, NMPHCHIHUA PUCK OT KbpBEHE H JAHHHUTE, MOKA3BalllH, 4¢
pHBapoxcabaH mpeMUHaBa npe3 nnauexTara, Pusapokcaban [Tongapma € npoTHBONOKA3aH MO BpeMe
Ha 6peMeHHOCT (BX. Touka 4.3).

Keuute ¢ AerepomeH NMoTeHUMa1 TpAOBa na w30Arsatr Na 3aOpeMEHABAT NO BPEME Ha JICHCHHETO ¢
puBapoxcabaH.

KnpMeHe

BesonacHocTra U edukKacHOCTTa HAa puBapokcalbaH NpU KbpMEWH XeHH He Ca YCTaHOBEHM.
[IpoyuBaHUATa PH XHBOTHH MOKA3BaT, Y& puBapokcabaH ¢e cexperupa B MIAkoTo. 1o Tasu npu4inHa
Pupapokcaban [Tondapma e npoTUBONOKa3aH B Nepuoaa Ha KbpMeHe (Bxk. Touka 4.3). TpaOBa na ce
B3eMe pellleHMe, NaMH Ja ¢ NMpPeyCTAHOBH KBPMEHETO WM Aa C€ MpPEyCTAHOBW/IA HE C& MPUJIOKH

TCpallHATa.

QepTUIHTET

He ca npoBeKNaHH KOHKPETHH NPOy4YBaHHA ¢ puUBapoxcabaH MpH Xopa 3a OLCHKA Ha eheKTHTe o
OTHOIIEHHe Ha depTwinTera. [IpM emHO Npoy4YBaHe MO0 OTHOLICHHE HA (PEPTHINTETA NMPH MBXKKH H
’EHCKH TUTEX0BE He ca Habmoaasanu edexty (Bx. To4ka 5.3).

4.7 EdexTn Bbpxy cnocobHOCTTA 38 MO0dHupaHe H patoTa ¢ MAIIHHH

PupapoxcabaH moBNMABA B Majka CTenmeH criocobHocTTa 3a modupaHe ¥ pabora ¢ MammHH. HMma
CHOBIIGHHA 38 HEXKETAHH PEaKUMH KaTo CHHKOM (UeCcTOTa: HedecTH) U 3aMasHOCT (YeCTOTa: YeCTH) (BXK.
Touka 4.8). [TauHeHTHTE, MPH KOKTO Ce pasBUAT TE3W HEXENaHN peakluH, He TpAOBa Aa modupar win
paloT4T C MAallIAHH.
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4.8 Hexenann JeKapcTBeHH peaKluH

PesroMe Ha npoduia Ha He30nacHOCT

Be30MacHOCTTa Ha pHBapoKcabaH e npoyyeHa B TPHHAAECET OCHOBHM npoy4sanus ¢asa 11 (Bx.
Tabnuua 1).

0610 69 608 BB3pacTHU NALIMEHTH B AEBETHARECET MpoyuBaHus ¢asa Il v 488 nmeauaTpHyiHM NaLuUeHTH
B 1Be npoyuysanus daza Il u nBe npoyusanusa ¢asa Il ca ¢ excnosuuua Ha puBapokcabaH.

TaGanua 1: Bpoli npoy4eny nanxvedTH, 061Ua AHEBHA 4034 H MAKCHMAJIHA NMPOABLIKHTEIHOCT HA
Je4eHHeTOo MPH NPOYMBAHHA NPH BL3PACTHH H NEAUATPHYHY nauHeHTH dasa 111

IloxazaHHe bpoi O6ma qHeBHA MakcuManna
IaUHeHTH™ 1032 NPOALJKHTEIHOCT

Ha JICHECHHETO

[Ipodunaxtuka Ha BEHOREH 6 097 10 mg 39 nHH
tpoMBoembonuzem  (BTE)  mipm
Bb3PACTHH MAUMEHTH, MOJJIOKEHH Ha
IUIaHOBO CTAaBHO [POTE3HpaHe Ha
TazobeapeHaTa HWIH Ha KOJNSHHATA

CTaBa
[IpopunakTika Ha  BTE  npu 3 997 10 mg 39 nuu
HEXHPYPrH4YHY MalUeHTH
Jleuenue Ha JIBT, BE u npodunakTuka 6 790 Hen 1-21:30mg 21 MeceLa
Ha peliiHEH IeH 22 u cnen
ToBa: 20 mg Cnen
Hal-MaNnko 6
Mecena: 10 mg
unu 20 mg
Jleyenne Ha BTE u npodunakTiika Ha 329 Ho3a, kopurrupaHa 12 mecena
peunauBd Ha BTE npy HOBOpOieHH Ha CIIOpel TENECHOTO
TepMHHAa W AcLa Ha BB3pacr noa 18 TCrO, 33
roAMHH  clen 3ano4yBaHe  Ha MOCTHI'AHE Ha
CTAHAAPTHO AHTHKOATYNAHTHO CKCTIO3UUMA KaTo
NIeUeHue, Tasy,
HaOJonaBaHa Nnpu
BB3PACTHH,
nexysaHu 3a BT
c 20 mg
puBapokcaban
€IHMH BT AHEBHO
[TpodrnakTHKa Ha HHCYNIT H CHCTEMHA 7 750 20 mg 41 Mecena

eMOONKg Ip#A MalHEeHTH ¢ HEKJAIMHO
NPeAChPAHO MBXICHE
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[MpodunakTuka Ha 10 225 5 mg unu 10 mg 3] Mecena

aTepoTpoMOOTHUHH CBOMTHA  IpH CHOTBETHO,
MALMEHTH CNen OCTHP KOpOHApeH MPUITOMKEHH
cuaapom (OKC) €AHOBPEMEHHO C

ACK, umm ¢ ACK
ILUTXOC KJIOTTHAOTPEN
WJIH THKJIOTIMAHH

[MpodunaxTyika Ha i8 244 5 mg, nprIOKEeHH 47 MeceLa
aTepoTpoMOOTHMHM  CBOMTHS  IIpH €XHOBPEMEHHO ¢
MALMEHTH € KOpPOHapHa aprepyajiHa ACK unu 10 mg
bonect (KAB)Y nepudepHa CaMOCTOATEJTHO
aprepuanta bonect (HIAD) 3 256** 5 mg, NpHIoXKEeHU 42 mecela
eIHOBPEMEHHO C
ACK

*TlanupeHTd, KOUTO ca OMITH EKCIIOHKWPAaHHU Ha [IOHE €HA 1032 pUBapokcabaH
**Ort npoyusanetro VOYAGER PAD

Hati-yecTo ¢chOOIIABAHUTE HeXENaHW peaKLHH IIPH NauMeHTH, KOHTO MMONyJYaBaT puBapokcaban, ca
ouny xemoparuu (Tabnuua 2) (Bx. ¢wllo Touka 4.4 1 ,,OnMcaHue Ha N30paHyn HeXeNaH! peakuuu™
no-gony). Hal-uecto crobinaBanure xemoparuu ca enuctakcuc (4,5%) W KkbpBEHE B CTOMALIHO-
ypeBHHA TPaKT (3,8%).

Tabauna 2: Yecrora Ha CHLOHTHATA HA KXbpBeHe* H AHEMHSA NPH MANHEHTH ¢ EKCIIO3HIHA HA
pusapoxcabaH B 3aBbPUIHIHTE NPOYYBAHHA MPH BL3PACTHH H NEJHATPHEHH NALUHEHTH Pa3s

11X

Iloxa3zauue BceaxkaxKbB THI AHeMHA
KbpBeHe
[lpopwnaktnka Ha BTE  npu| 6,8% or nauueHTure 5,9% OT nauueHTUTE

Bb3PAaCTHH ITALIMEHTH, MOLTOXKEHHA Ha
[UTAHOBO CTaBHO TMPOTE3MpaHe Ha
Tazo0eppeHara WIM Ha KOJNSHHATA

CTaBa

[Mpodunaktuka ©Ha BTE  npu| 12,6% or nanuenture 2,1% OT naumeHTUTE
HEXHPYPrHYHH NaUHUEeHTH

Jleuenne Ha JIBT, BE n| 23% ot naupeHTHre 1,6% OT nalMeHTHTE
NpoQuIaKTHKE HA PELIHIHBH

Jleuenue Ha BTE u npodunakruka Ha | 39,5% ot nanueHTure 4,6% OT mauueHTHTE

peuuauey Ha BTE npu HOBOpOZEHH
Ha TEPMUHA U ACLa Ha Bb3pacT nof 18
FOOWHM  CNEJd  3anoyBaHe  Ha

CTAHRAPTHO aHTUKOAryJaHTHO

JICYCHHE.

[TpodpunakTHKa Ha HHCYJIT H CHCTEMHA 28 Ha 2,5 Ha

emOonna NMpH nauMeHTH ¢ HeknanHo| 100 nauMeHTOroAvuHH 100 naumeHTOrOANHH
NPEACHPAHO MBXKIEHE

[IpodunakTHka Ha 22 na 1,4 Ha

areporpomboTHuHM  CBOMTMA  npu| 100 mauueHTOroAMHH 100 nauneHTOroANHH

naunenT cieng OKC
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[TpodpunakTHka Ha 6,7 Ha 3,15 Ha
arepoTpoMO0OTHYHEH  cubutHa  npu| 100 maymenroroauuyn | 100 maumeHroroauuu**
nanuenTy ¢ KAB/TIAB 8,38 Ha 0,74 Ha

100 maugertorogunu’ | 100 nauneHTOrogHHN™****

* Bcuuki CHOHMTHA HAa KbPBEHE OT BCHYKHM NpOy4BaHHUA ¢ pHBapokcabaH ca cpbOpaHM, JOKIIAZBaHH H

OLICHEHH.
** B npoyusanero COMPASS ce nalniogaBa HUCKa 4ECTOTa HA aHEMHA, ThH KATO € TIPHIOKEH

CeNneKkTHBEH NMOAXOA 3a CLOMpAHE HA HEXEAAHU CHOUTHA.
*** [IpHnoXeH € CeNneKTUBEH NMoaXon 3a CrOUpaHe HeXenaHH ChOUTHA

# Ot npoyusanero VOYAGER PAD

CrHchK Ha HEXEIaHUTE peakunu B rabanyeH Bua

YecTOTHTE HA HEXKeTaHUTE peakliMM, CBbp3aHH ¢ puBapokcadaH, Npy BB3PACTHU H NEIHATPUYHH
nauyueHTH ca obobuieHn B Tabnuua 3 no-gony no cucreMo-opraHHn Knacose (no MedDRA) U no

HECTOTH.

B 3aBUCUMOCT OT YEeCTOTATA TE CE ONPEHESNIAT KATO:!

MHOTO uecTH (= 1/10)

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

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

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

MHOTo peakd (< 1/10 000)

C HEU3BECTHA 4eCTOTa (OT KAIMYHKTE JaHHU He MOke Ja Oble HarpaBeHa OLEeHKA)

Tadoauua 3: BCHUKH HeXe/IAHM peaKUHH, ¢cboblieny npH BH3PACTHH NMallHEHTH B KJIHHHYHH
npoy«uBaHns ¢a3a Il Han npn noctmapkeTHHrosa ynorpeéa® H s Ase npoyusanus ¢asa Il n ase
npoy4Banyda ¢a3za IlI npu neaHaTPHYHH NALHEHTH

HecTH He4ecTn Penaxu MHoro peakn C Hemnecmal
YecToTA

Hapymerus Ha KPbBTAa H TUMPHATA CHCTEMA

AHeMHA (Bka.| TpoMbonuTo3a (BKIIL.
CBOTBETHH MOBUIIABAHE HA OpOs
nabopaTopHH Ha Tp{)Mﬁn::-l.lld'rrd'l'f-:)f'*",r
napaMeTpH) TPOMOOLMTOIIEHHA

Hﬂp}’lﬂ&ﬂ“ﬂ HA HMYHHAaTa CHCTEMA I

AnepruvHa peakuns, AHRapUNaKTHYHH

anepruvcH peaKiyy,

IepMAaTHT, BKJIKOUHUTENHO ‘
aHTUOeaeM U aHa(pHUTaKTHYCH

anepruyeH oToK HIOK

HapyuieHHsl Ha HEPBHATA CHCTEMA

3aMafaHOCT, Mo3bueH 51

rnaBofosine BbTpEYEpENEH
KPBHBOUIINB, CUHKOIT ]

HapymeHHs Ha OYHTE
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QueH KpBBOU3IIHB
(BXN.
KOHIOHKTHBAJICH
KPBBOH3/IUB)

CopaedHH HAPYLUIEHNA

TB.XHK&PI[HH

KCB00BH HAPYLIEHHNA

XHIIOTOHHUA,
XEMaTOM

PecnupaTOpHH, rPHAHA H MeAHACTHHAIHH HAPYUIEHHSR

Enucrakcuc, Eo3unodunHa
XEMOIITH3a ITHEBMOHUSA

CToMalIHO-YpEeBHH HAPYIICHHS

KspeeHe Cyxora B ycrara
BEHUUTE, KBPBEH
oT

CTOMAIIHO-YPEBHH

1 TpakT  (BK1,
PEKTAITHO

KbPBEHE),

CTOMALLHO-4YPEBHH
H  abpoMHHANTHH I
OOJIKH, HUCHENCHA,|
rajeHe,  3anek’
IHAPHUS,
moBpblUaHe” |

XenaToOUJIHAPHH HAPYILEHHNA .

[ToBuIlIaBaHE H% YepHoapobHo XKbaTeHUNa,

TpaHCaMHMHa3HuTe | YBPEXKIAHE, [MOBHLIaBaHe  Ha
[TOBHILECH KOHIOTHPAHHA
Ounupy6u, 6TupyOHH (¢ Wid

NOBHIIIEHA aNKATHA
¢docdaraza B
KpBBTa®, MOBHILEHA

GGTA

0e3 CEBITBTCTBALD
MOBUIIABAHE  Ha
ALT), xonecrasa,
XEeNnaTuT

( BKITIOUHTEITHO
XenaToUeNyIapHo
yBpEXIaHE)

HapymeHHs HA KOXKATA H NMOJKOKHATA ThbKaH
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Cespbex  (Bxi. | YpTUKapHA Cunapom Ha|
HEYECTH CITyvau Stevens-

Ha Johnson/Tokcu4HA
reHepaln3Iupas enuaepMalHa
cepbexk), obpus, HEKpOu3a,
EKXHMO3H, DRESS cuHzapom
KOXHH H

MOJAKOXHH

KPBbBOH3JIUBH

HapyiuneHHst HA MYCKYJ/JHO-CKEJIETHATA CHCTEMa H CheJHHHTEJTHATA ThKAH

bonka B XeMapTpo3a KpbBOH3NHE B KoMnapTMeHT

kpaliHunure MYCKYJI CUHAPOM
peayaTar H
KbPBEHE

Hapymenua Ha On6penHTe H NHKOYHHTE MbTHIIA

KnpBene 0T bs6pevuHa

YPOTCHHUTAITHHA HEIOCTATHYHOCT/

TPaKT (Bi1, octpa  GbOpedn

XEMATYPHA U HEJOCTATBUHOCT

MeHoparus®), pesysTaT o

6B0peuHo KBPBEHE,

yBpe:xkaaHe  (BKIL. TOCTATHUHA e

NOBULLICHUE Ha NpeH3BHKa

HUBOTO Ha XUTIONepdYy3Hs

KpeaTHHUHa B

KPbBTAa,

MOBHLLIIEHHE Ha

HUBOTO Ha ypesATa g

KPBHBTA).

O0mu HapyUieHHs H epeKTH HA MACTOTO HA MPHJICKEHHE

[ToBu1lIeHA Hepa3znonoxenue | Jlokanusupas

TeMneparypa”, (BKJ1. IpWIOILABAaHE) | OTOKA

nepudepeH OTOK,
MoHwkeHa  obwwA
cuna

eHEPrHYHOCT (BKN
yMOpa U ACTEHHA)

HacneaBaHns
[Mosuwmen LDHA,
noBUIlleHa Aunasa’,
MoBHlLEeHa aMmuiaza®
YecTH HeuecTH Peakn Muoro peaxku C HEH3IBECTH
YeCcTOTA

HapansiBauus, OTPABAHHS H YCJ10KHEHHS, Bb3HHKHAJH B Pe3yJTAT HA HHTePBCHUHH
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KepBeHe cnen| CosaoBa |
C

HAKAKBa ceBAOAHEBPH3IMA
npouenypa (BKA)
MOCTONEepaTUBHA
AHEMHA W KbPBEHE
oT paHa),
KOHTY3H,

CeKpelLlus OT paHu”

A: nabmopasaHM mpy npodriakTika Ha BTE npH BB3pacTHUA MAUMEHTH, NOUIOXKEHH Ha IUIaHOBO
CTaBHO TpOTe3upaHe Ha TazobeapeHaTa WM KONJHHATA CTaBa

B: wuabmopasanu npu nevyeHde Ha JBT, BE wnu npodunaktika Ha pellHAHBH, KATO MHOIO YE€CTH
MpH KEHH < 35 roIMHH

C: nabaonaBaHH KaTO HEYECTH NPH NPoPUIAKTHKA Ha ATEPOTPOMOOTHYHH CHONTHS NPH NALHEHTH
cien OKC (cnen nepkyTaHHa KOPOHapHa MHTEpBEHLIUA)

* [Mpunoxken € NpeABapHTENHO ONpeaeNieH CEMCKTUBEH MOIX0J 3a ChOMpaHe Ha HEeXETaHH
cbOuTHA B N30panu npoyusanus ¢ala llI. YecToTraTa Ha HeXeaHUTE PeakKLHK HEe € YBEIH4YeHa
Y HE € YCTAHOBEHA HOBA HeXXENaHa JIeKapCTBEHA peakLus Clell aHAIU3 Ha Te3H IpOYy4BaRUA.

Onucanye Ha W3OpaHH HEXKEIAHU peaklivu

[Mopagy dbapMakoJOrHYHUA My MeXaHU3bM Ha AelicTBue, ynorpebara Ha puBapokcaban Moxe Aa Obae
CBBP3aHa C NOBHILEH PUCK 32 OKYJITHO WIH ABHO KBPBCHE OT BCAKA ThKAH WIM OPraH, Koero 01 Morio
Ia JoBede A0 MocTXeMoparuvHa aHeMmudA. IIpH3HaluTre, CUMIITOMUTE U TEXECTTa (BKIIOYHTEIIHO
neTaned U3Xon) 1€ 3aBHCAT OT JNIOKATH3aLHATA H CTENEHTa WK 06eMa Ha KBEPBEHETO WM aHEMHATA
(Bx. Touka 4.9 ,JloBeneHre npu kbpeeHe™). B KTMHHYHHTE NPOYYBAHUA JIMTABHUHO KBPBEHE (T.€. OT
HOCA, BCHLIUTE, CTOMALUHO-YPEBHHA TPAKT, MHKOYHO-IIONOBHA TPaKT, BKIHOYATENTHO aOHOPMHO
BATMHAIHO WIM [OBHILIEHO MEHCTPYanHO KBpPBEHE) M aneMus ce Habmozaear TM0-UeCTO IpH
IBITOCPOYHO NeueHHe ¢ puBapokcabaH B cpaBHeHue ¢ JevyeHue ¢ ABK. [lo Tasu npnunna, B
JOIMbJIHEHME KBbM  aJE€KBATHOTO KJIWHMYHO HaOnwjeHue, nabopaTOpHO HM3CHENBaHE Ha
xemoriobuHa/xemaTokpura 6M Morno aa ObAae OT Moi3a 3a OTKPHBAaHE Ha OKYJATHO KBPBEHE H 34
omnpeaesHe Ha KIHHHYHATa 3HAYHMOCT Ha SBHO KbpBEHE, 110 NMPELEHKA CHOpea cayvas. Be3MOXKHO €
DUCKBLT OT KbpBeHE Aa ObJe MOBHINEH NpH OMPENEICHU I'PyNH MALMEHTH, HANPUMEP MALHCHTH C
HEKOHTPOJIHPaHA TEXKa apTepHaiiHa XMMEPTOHHS W/WJIH Ha CBITBTCTBAILA TEpanus, KOATO IMOBIHIBA
xeMmocTa3ara (BK. Touka 4.4 ,,Puck or xemoparus™). Bb3MOXHO € MEHCTPYalHOTO KbPBEHE 1A € I0-
CHIHO W/WIH MO-MPOABIKUTENHO, XeMOpar#4yHUTE YCAOXKHEHHA MOraT a ce MposBAT KaTo crnabocr,
OnegHoOCT, 3aMasHOCT, rnasofonue Hn¥ HEOOACHHMH OTOUM, AMCIIHES M HeoOscHuM mok. Karto
PE3YNITAT OT aHEMHATA B HAKOH Cllyyau ca HabNioAaBaHN CHMITTOMM Ha ChPCYHA HCXEMHS, KaTo bonka
B I'bpPAHTE WK CTCHOKApAUS.

ViMa cpoOIIeHHSA 32 H3BECTHH YCJIOKHEHHA B pe3yJITaT Ha TEXKO KbPBEHE, KATO KOMIIAPTMEHT CHHAPOM
H ObOpeuHa HEJOCTATBMHOCT B pe3yJITaT Ha Xxunonepdysus, WiId Hedpomarus, CBbp3aHa C
aHTHKOAryNaHTH, TIpH H3non3paHe Ha pHueapokcabad. Ilo TasH NMpWYHHA BEPOATHOCTTA OT KBPBCHE
Tps6Ba Na ce ¥Ma NpeaBMA MPH NPELIEHKATa Ha CbCTOAHHETO HA BCEKH MALUEHT, KOHTO € MOMJIOKEH Ha
AHTUKQATYJIAHTHO JICYECHHUE.

[TegyMaTpyyHa nonyaailys
Jleuenue na BTE u npogpunaxmuxa na peyuousu na BTE

OueHkara Ha 6e30nacHOCTTa MpU AEla W HOHOLIK e HasupaHa Ha JaHHHUTE OTHOCHO 0€30MacHOCTTa OT
IBE OTKPMTH A4KTHBHO KOHTponupaHu npoyuBaHus ¢asa Il n emHo - ¢asza Il npu neaMarpHiny
MalMEeHTH OT P&KIOAHETO A0 Bb3pacT noa 18 romuuHu. OTKpuTHATa, CBBp3aHd ¢ Oe3omacHOCTTa, B
I0BEYETO CJIY4an ¢a MoJoOHM MexXx Iy puBapokcabaH M KOMNAapaTopa NpH pa3sfIMYHUTE NeIHAaTPHYHH
pp3pacToBu rpynu. O6uwo npodunbt Ha GesonacHocT npu 412-te aeua W IOHOINH, JICKYBAHU C
puBapokcabaH, e nogoben Ha TO3M, HabmoOAaBaH NMpPH Bb3pactTHaTa NOMYIaUMA H CbBMECTHM IIpH
BB3PACTOBUTE MOArPYIH, BEIPEKH Ue OLIEHKATA € OrpaHKYeHa OT MaJikKsg Opoii NalueHTH.

[Tpu nequaTpHYHHTE MALMEHTH, rnaBobonme (MHOro 4ectH, 16,7%), moBuilcHa TeMnepaTypa (MHOTO
gecTH, 11,7%), enuctakcuc (MHoro dect, 11,2%), nospelane (MHOTO YECTH, 10,7%), Tax
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(dectH, 1,5%), moBHaBaHe Ha OunupyOuHa (dectd, 1,5%) W NOBHINEH KOHIOTHpaH OWNIHPYOHH
(neyectn, 0,7%) ca cboOlIaBaHK NO-YECTO B CpaBHEHHME C Bb3pacTHUTe. CHBMECTHMA C Bb3PacTHATA
[OMmyJIalKs MeHoparus ¢ HabmonasaHa npu 6,6% (4ecTH) OT IOHOUINTE OT KEHCKH IOJ CJIel MeHapXe.
TpoMmOoLHTONMEHHATE, KaXTO € HabNoAaBaHo Mo BpeMe Ha MOCTMAPKETHHIOBMA OIHT NPH Bb3PACTHATA
nonynauus, e yecra (4,6%) npu nmegMaTpUMHUTE KIMHUYHY MpoyuysaHus. HexenaHHTe neKapcTBEHH
peakLyy NpH MeAUaTPUYHUTE MALIMEHTH Ca IPSIUMHO JIEKM A0 YMEPEHH IT0 TEXKECT.

Cro0luaBaHe Ha NONO3HPAHH HEXKEIAHW PeaKLIHK

Cro6aBaHeTo Ha NMOJO3MPaHH HEXEJaHH PeakUMy cnel paspellaBaHe 3a ynorpeda Ha NeKapCTBCHUS
MPOAYKT € BaxkHO. TOBa nO3BONABA Ja NMPOLBIKHE HAONFOIEHHETO Ha CHOTHOLIEHHETO MON3a/PUCK 34
JIeKapCTBEHHA NPOoayKT. OT MEAHLIMHCKHTE CNELHAIHCTH CE H3MCKBA ia ChobmaBar BCika MoJo3HpaHa
HEeXellaHa peaklius upes:

HM3nsnHKuTEIHA areHUVA M0 JIEKapeTBaTa

yi. ,,Jlamsax ['pyeB” Ne 8

1303 Codus

Tes.: +35 928903417

yebcaiir: www.bda.bg

4.9 [Ilpenozupane

[Ipy BB3PHLCTHH, HMa ChOOWIEHHA 3a pedKH ciIyuaW Ha npexosnpade a0 1 960 mg. B cnyyai Ha
npenosupane, nauueHTsT TpAdGBa Aa OpAe HabmionasaH BHUMATENHO 3a YCJIOKHEHMA, CBBHP3AHH C
KbpBEHE, WM [PYTH HEKENaHu peakuud (Bx. Touka ,JloeneHue npu kbpeeHe™). Ilopanu
orpaHH4eHaTa abcopOui ce ouakBa eekT Ha HacHlaHe 6e3 JONbAHKWTENHO NOBHUIABAHE HA CpeHATa
I1a3MEHa eKCIIO3HIMA NPH CyNIpaTepaneBTHHHH 1031 puBapokcaban ot 50 mg UIH MO-BHCOKH.
CollecTByBa crnielMdUuYeH aHTaroHuCT (aHmekcaHer anda) 3a oOpsluaHe Ha (apMaKOXHHAMHYHHA
edexT Ha puBapokcabaH (BX. KpaTKara XapaKTepUCTHKA Ha NPOAYKTa, ChAbpXKall aHAEKCAHET anda).
B cnyudad Ha npeno3upaHe Ha pHBapokcabaH Mo)ke Aa c€ MMa NpeABHJ H3MOJ3BAHCTO HA AKTHBCH
BBIJIEH 3a HaMaldaBaHe Ha abcopOuusTa.

[TonegeHue NMpH KepBEHE
AKO Npd TNalMeHT Ha Je4YeHWe C puBapokcadaH ce pa3BHE€ CBBP3aHO C KBPBEHE YCIOXKHEHHE,

CIeJBALIMAT MIpHEM HA puBapokcabaH TpAOBa Ja ce OTNIOXKHU MIIH JIEHEHHETO TPAOBa Ja ce MpeKpard,
ako e HeobxommMo. PupapoxcabaH HMa MONYXHBOT OT OKojfo 5 go 13 =Haca (Bk. Touka 5.2).
[Toseaenunero TpabBa Aa € MHAMBUAYANH3IUPAHO B 3aBHCHMOCT OT TEXECTTA M JIOKATU3aLMATa Ha
KpBBOM3IMBA. MOXKE Ja ¢e M3NOA3BA MOAXOAALIO0 CUMINTOMATHYHO JIeYeHHEe, KaTO HAIlp. MEXaHHYHA
KOMIIpecHs (Hamp. MPH TEXbK €NUCTAKCHC), XMPYPrHuHa XEMOCTa3sa ¢ MpOLeAyPH 33 YyCTaHOBABAHE Ha
KOHTPON HAaJ KBPBEHETO, 3aMecTBaHe Ha o6eMa W MEpKM 3a MOAAbpXKAHe HAa XeMOJHWHAMHKATa,
npenuBaHe Ha KPBBHH TNPOAYKTH (CPHUTPOLMTEH KOHLECHTPAaT HIH NPACHO 3aMpa3cHa IU1asMa B
3aBHCHMOCT OT aCOL[MHPAHATA AHEMHA WIH KOAryJIONATHsA) HWiH TPOMOOLMTH.

AKO KBPBEHETO He MOXe Ja Obae ORIaAAHO C TOPENnocoueHHTe MepkH, Tpabsa aa ce obcpaM
OPHAATAHETO WIM Ha CNeUM(UYHO HEeYTpalTH3UpAllo CPeAcTso 3a MHXHOMTOp Ha daktop Xa
(anpexcaner anda), KOeTo aHTaroHu3upa QapmMakoaMHaMHYHNA edekT Ha puBapokcalaH, HIM Ha
crieUYHO NPOKOATYJIAHTHO CPeICTBO, KATO KOHLEHTpaT Ha nporpoMbuHoBua koMruieke (KITTK),
aKTHBHpaH KOHLEHTpaT Ha npoTpoMbunoBua koMiuieke (AKIITK) unn pexomOuHanten gakrop Vila
(r-FVIla). KoM MmoMenTa ofavue KITHHUYHMWAT OMUT OT MPUJIATaHETO HA TE3H JICKApCTBEHH NPOAYKTH IPH
MaMeHTH, M[OoJydaBallld puBapokcabaH, € MHoro orpaHuueH. IIpenmopbkara ce OCHOBaBA H Ha
OTpaHVHEHH HEKIHHUYHH faHHH. Moxe ma ce oOMHCIN MOBTOPHOTO NpHJlaraHe Ha peKOMOMHAHTEH
daxtop Vila m mosara TpabGBa da ce TUTPUpa B 3aBUCHMOCT OT HaMajfBaHeTO Ha KhpBeHero. B
3aBHCHMOCT OT BB3IMOMHOCTTA HAa MSACTO, B C/yuad Ha MacUBHO KbpBeHe, TpadBa Aa ce oOMHUCAH
KOHCYNTAlMA ChC CTICHHANKCT 110 KoaryJauMOHHH HapyllieHMA (BX. Touka 5.1).

He ce oyakBa nporaMuH cyndar U BUTAaMMH K Ja MOBIHABAT aHTUKOAryJlaHTHaTa akTMBHOCT Ha
puBapokcabaH. ONMUTHET C TPaHEKCAMOBA KHCEIHHA € OTPaHMY€H Y JIUMNCBA TaKbB ¢ AMHHOKAINPOHO
KUCEJMHA M AaNpOTHHMH ©NpH NAaLMEHTH, nonyyaBawry pusapoxcabaH. Hsama nHuTO Hayd
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I0KAa3aTesCcTBa 3a ONaronpHATHO MOBAHABAHE, HUTO ONUT OT M3MON3BAHETO HA CUCTEMHHSA XEMOCTATHK
NE3MOIPECHH NIPH MAIMEeHTH, NonyyYasal puBapokcabaH. Ilopaau Bucokara CTeneH Ha CBbp3BaHe C
MJa3MEHHTE NPOTEHHH He Ce 04YaKBa pHBapokcabaH na Moxke Ja ObAe OTAENEH Upe3 AHaH3a.

5. GOAPMAKOJOI'NTYHHU CBOHCTBA

5.1 dapmaxkoauHaMHYHH CBOHCTBA

bapMakoTeparieBTHYHA rpyna: AHTUTPOMO03HM cpeacTBa, AMPEKTHY HHXUOHUTOPH HA dakTop Xa, ATC
koa: BOIAFQ1

MexaHH3bLM HA JEHCTBHE

PusapokcabaH e BUCOKOCENEKTHBEH JUpeKTeH HHXHOHTOp Ha akTop Xa ¢ nepopanHa OHOHATHYHOCT.
Uuxubupanero Ha daktop Xa npekbcBa BTPELIHHA ¥ BbHIUIEH BT HA KOAryJlallMOHHAaTa KacKala,
KOETO HHXUOHpa KakTo GopMHpaHeTo Ha TpoMOMH, Taka H oOpa3yBaHeTo Ha TpoMOu. PuBapokcabaH He
HUHXUOHupa TpoMOHHa (akTHBHpan daktop II) 1 He ca HabGnoaaBaHy epexkT BLPXY TPOMOOLIMTHTE.

PapMaKkOAHHAMHUYHY ePeKTH
[Tpu xopa e HabMOXABaHO 3aBHCHMMO OT A03aTa HHXHOMpaHe Ha (dakrop Xa. [IporpoMONHOBOTO BpeMe
(Prothrombin Time, PT) ce noenusBa 10303aBHCHUMO OT pUBapoKkcabaH B TACHA BPB3Ka C IUIa3MEHHTE
koHlieHTpaunH (r=0,98), ako 3a Tecta ce u3non3sa Heornactun. Jlpyru peareHTH Oxa manu Apyru
pesyarati, OruutaHero Ha PT TpabBa na crasa B cekyHau, noHexe INR e kanubpupaso v BANHAKPAHO
38 KYMapHHOBHY NPOAYKTH U HE MOXE J1a Ce MpHiara 3a Apyri aHTHKOAaryJJaHTH.

[TIpu nauueHTH, NoTydaBallin pusapokcabas 3a neuenue Ha IBT u BE 1 npo¢unakTHka Ha pCLMANBH,
nepcentanaure 5/95 3a PT (Heonnactun) 2 - 4 yaca cien npueMa Ha tadjeTkara (T.6. KbM MOMEHTa Ha
MakcuMaieH edekT) 3a 15 mg pubapokcabaH fBa MBTH ZHEBHO €& B rpaHULINTE OT 17 no 32 CeKyHaHu, a
3a 20 mg pusapokcabaH BeanpxX OgHeBHO OT 15 po 30 cexkyHmu. Ilo Bpeme Ha Haf-HuUCKaTa
KoHueHnTpauus (8 - 16 1aca cnex nprema Ha TabneTkara) nepceHTHaUTE 5/95 3a 15 mg ABa MbTH THEBHO
ca B rpaHvuHTe oT 14 A0 24 cexyHaH, a 3a 20 mg seausxk auesHo (18 - 30 vaca cnen npueMa Ha
tabnerkara) ot 13 g0 20 cexkyHan.

[Tpu nauMeHTHTE C HEKJIAMHO NMPEAChPAHC MBXIEHE, ToNyYaBall(i puBapokcabaH 3a NpoUIaKTHKa Ha
MHCYNIT U CHCTeMHa eMbonus, nepcentuante 5/95 3a PT (HeonnactuH) 1 - 4 yaca cnep npuema Ha
TabneTkara (T.€. N0 BpEMETO Ha MAKCHMANHUA e(pEeKT) NPH MalUEHTHTE, IeKyBany ¢ 20 mg enuH MbT
IHEBHO, Bapupar ot 14 go 40 cexyHAX W NpH NALMEHTH C yMepeHa cTeneH Ha 6p0pedHo yBpexaaHe,
nexyBaHHu ¢ 15 mg eauH mbT AHEBHO, o1 10 po 50 cexynau. [1o BpeMe Ha Hal-HHCKAaTa KOHLIEHTpaLMA
(16 — 36 yaca cinen npveMa Ha tablneTkara) mepceHTUnUTe 5/95 npy nmauveHTHre, NeKyBaHu ¢ 20 mg
eIUH MbT KZHEBHO, ca B I'paHHLMUTE OT 12 10 26 CexkyHIH, a NpH NalMeHTHTE C YMEPEHa CTEINeH Ha
6x6peyHo yBpeXaaHe, NeKyBaHu ¢ 15 mg enuH mbT AHEBHO, OT 12 10 26 ceKyHau.

B xnuHHKO-papMaKoJOTHYHO MpOYYBaHe Ha 00paTUMHTE NMPOMEHH BLB (papMakoAWHAMHKaTa Ha
puBapokcabaH Mpu 34pasy Bb3pactHU AobposomuM (n=22), € oLeHsBaH eGEeKTHT HA EAMHUYHH 103H (50
1U/kg) Ha npa pasinuuHM THnNa KOHUCHTpAar Ha mporpoMOuHOBUA Komivieke (KITTK), 3-daxropen
KOHIEHTPAT Ha npoTpoMOHHOBHA Komiuieke ((akropu II, IX u X) u 4-pakTOpeH KOHLEHTPAT Ha
nporpoMbuHoBus Kommnekc (dakropu II, VII, IX #u X). 3-¢akTOopHMAT KOHLEHTpAar Ha
NPOTPOMOMHOBHA KOMILIEKC € MOHKXKWI CPEAHUTE CTOHHOCTH HAa NPOTPOMOHMHOBOTO BpeMe Ha
HeomractuH ¢ npubnnzurenHo 1,0 cekyHaa B paMxuTe Ha 30 MMHYTH, B CPaBHEHKHE C MOHWKaBaHEe OT
npubausuTendo 3,5 cexynnu HabnrogapaHo ¢ 4-akTOpHMA KOHLEHTPAar Ha APOTPOMOUHOBHA
KOMILUTEKC. 3a cpaBHeHNe, 3-(akTOPHUAT KOHLIGHTPAT Ha NPOTPOMONHOBHA KOMIUTEKC € UM TTOTOJIAM
U Mo-6bp3 061 edexT BhPXY 0OpaTHMHUTE NPOMEHH B €HIOr€HHOTO 00pasyBaHe HAa TPOMOWH OT 4-
baKTOpHHA KOHLEHTPAT Ha NPOTPOMOMHOBHA KOMILIEKC (BX. Touka 4.9).

AKTHBHPAHOTO MapLHanHo TpoMGornacTuHoBO BpeMe (activated partial thomboplastin time, aPTT) u
HepTest c¢cpmio ca yARDKEHH B 3aBMCHMOCT OT [03aTa; H3MOJ3BaHETO HM 33 OLCHKaZ Ha
dapmakonuHaMuyHusa edekT Ha pusapokcabaH obaye He ce npenopbusa. Hama HeoOXoauMocT OT
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NpakTHKa, BBNpekW TOBA, aKO € KNMHWYHO I[MOKA3aHO, HMBAaTa Ha puBapokcabaH morat ga Obuar
M3MEPBaHH C KAMHOPUpaHH KOMIM4YECTBEHH TECTOBE 3a aHTH(aKkTop Xa (BXK. TO4Ka 3.2).

[Teauarpyy4Ha rnonyaanqg

AnanusbT Ha PT (pearent - HeornacTuH), aPTT u aHTH-Xa (¢ kanubprpaH KOJTHYECTBEH TECT) N0Ka3Ba
TACHA BPB3Ka ¢ IUIa3MEHHTe KOHLEHTpauuu mpu aeua. Bpeikara Mexay aHTH-Xa M MIa3MCHHTE
KOHLIEHTPALIHY € NHHEeHHa ¢ HakJtoH 6uim3o Ao 1. Morar Aa Bb3HHKHAT HHIWBHAYJIHH HEChOTBETCTBHUA
C MNO-BHCOKH WIH MO-HHCKH aHTH-Xa CTOMHOCTH, B CpPaBHEHHC CBC CBHOTBCTHHTE IUNIa3MCHH
KOHUeHTpauuu. HiamMa HeoGXoRHMMOCT oT HabmoaeHHe Ha KOaryJIaldOHHATE NapaMeTpH N0 BpeMe Ha
KNHHUYHO JIeYeHHe ¢ puBapokcabaH. Bce nax, axko € KIHHAUHO T0Ka3aHO, KOHLEHTPAaLHMHWTE Ha
puBapoxcabaH MOTaT aa ObJaT H3MepBaHH ¢ KaMTUOGpUpaHH KOJHYECTBEHH TECTOBE 3a aHTU-(akTop Xa
B mcg/l (Bx. Tabmiua 13 B Touka 5.2 3a nMana3oHHTE Ha HabnogapaHUTE MUIa3MEHH KOHLEHTPAUWH Ha
puBapokcaban npu geua). JonHara rpaHdua Ha KOJIMYECTBEHHTE ONpeeNaHHA TpAOBa Aa ce HMa
MpEIBH, KOraro €€ H3M0N3Ba aHTH-Xa TEeCTHT 33 KOJHYSCTBEHO OMNpPEIC/IAHE Ha TUIa3MEHHTE
KOHUEHTpalluyd Ha puBapokcabaH mpu jgeua. He e ycraHoBeH mpar 3a €pUKacHOCT WIH ChOMTHA,
CBBbP3aHH ¢ 0€30MacHOCTTA.

KnuayyHa edpukacHOCT H O€300aCHOCT

Hpodunaxmura na uncyam u cucmemua emOOnUR NPU NAYUEHMU C HEKAANHO NPEeJCHLPOHO MBICOCHE
Knunauuynara nporpaMa ¢ puBapokca®aH e IUlaHMpaHa € LEJ Ja AEMOHCTpHpa €PHKacHOCTTa Ha
puBapoxcabaH 3a npodWIaKTHKa Ha HMHCY/NIT H CHCTeMHa eM0OoIHsd npH MAUMEHTH C HEKJAIHO
NPeACHPOHO MBXKICHE.

lpu ocHoBHOTO nBOMHO cnano npoyuBaHe ROCKET AF 14 264 nauueHTd ca pasnpefesieHd Aa
nosy4asaTr unud pusapoxcabaH 20 mg BeaHBK OHEBHO (15 mg BEmHBX NHEBHO NMPU MALHCHTH C
KkpeaTHHHHOB XauphHC 30 - 49 ml/min) win BapdapuH ¢ TuTpHpaHe Ha po3ata g0 INR 2.5
(TepaneBTHuHM rpaHuu 2,0 1o 3,0). MeauaHHaTa NPOABIKHTENHOCT Ha NPOBEAEHOTO JeyeHHe € 19
Mecela, a 00LaTa NPOABIDKHTETHOCT € a0 41 Meceua.

34,9% OT MALMEHTUTE Ca JEKYBAHM C alleTHICANMLIIoBa KucenuHa u 11,4% ca nexysanu ¢ knac IlI
aHTHAPHTMHUYHO CPEACTBO, BKJIIOYHTEIHO aMHOXAPOH.

PusapokcafaH € ¢ He no-Manka eekTUBHOCT OT BapdapHH 3a MbPBHYHATA CHCTABHA KpalHa TOYKa 32
MHCYAT U cHcTeMeH eMOoan3bM M3BbH LIHC. B nomynauusaTa 1o npoTOKON Ha JICYCHHE HHCYIT WIH
cucTeMHa eMbonusa ce Habmopnasat npu 188 nauuentu Ha pusapokcaban (1,71% Ha roauHa) v npu 241
Ha sapdapud (2,16% Ha romuua) (HR 0,79; TN 95%, 0,66 - 0,96; P<0,001 3a He mo-Manka
ebexTrBHOCT). OT BCHUKH paHZOMH3HPaHY MAlMEHTH, KOUTO ca aHanu3upanw 1o Intent-to-treat (ITT),
MbpPBUYEM CHOMTHS CE pa3BMBaT npu 269 Ha pupapokcabaH (2,12% na roauna) u 306 Ha BapdapuH
(2,42% ua roguna) (HR 0,88; 95% AU, 0,74 - 1,03; P<0,001 3a He no-Manka epeKTHBHOCT, P=0,117 3a
NpeBb3IXOACTBO). Pesynrarure 3a BTOPHYHHMTE KpalfHM TOYKH, KaKTO Ca M3CICABAHH B HEpapXHicH
nopsabk B ITT ananu3sa, ca riokazaHu Ha Tabauua 4.

Cpen nauueHTHTE B rpynata Ha BapgapuH INR cToHHOCTHTE ca B rpaHHUMTE Ha TepaneBTHYHWA
anamazoH (2,0 go 3,0) cpenno 55% ot Bpemero (Menuana 58%, MHTEpKBAPTUICH Auana3on 43 1o 71).
EdexThT Ha pHBapokcabaH He ce pa3nMyaBa Ha HHBO LICHTPANTHO BpeMe B TEPANCBTHHHHUA JHANA30H
(Time in therapeutic Range, TTR) (Bpeme B Taprered INR awuamazon 2,0 - 3,0) npu KBapTuiuTe ¢
enHaxsB pasmep (P=0,74 3a B3auMopedicTsue). B Hal-ropHMs KBapTHI MO OTHOIIEHHE HA LEHTHpa
KoeduumeHTsT Ha Prck (Hazart Ratio, HR) 3a puapokcaban cnipamo sapdapus e 0,74 (95% JIH, 0,49
- 1,12).

YecTOTaTa Ha OCHOBHHTE pesylaTarH 3a Oe3onacHOCT (roJleMM W HEroJiEeMH KNMHHYHO 3HaYHMH
KpbBOM3/IHUBH) ca nofo6HM 3a BeTe TepaneBTHIHM rpynu (Bx. Tabmuua 5).

Tabanua 4: PesyaraTtu 3a epuxacHoct oT (Ppaza Il ROCKET AF

ITT aHaan3 HA e(PpHKACHOCTTA NMPH NALHEHTH ¢ HEeKJANHO NPEACHDIHO |
MBbKACHE “

[poyuysana nonynauusa
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Pusapoxcaban 20 mg| Bapdapuu HR (95% I[Hi p-
eIHH N'bT AHEBHO Turpupan go INR 2,5| crolinocT, TecT 34
(15 mg BeIHDBK XHEBHO | (TepaneBTHYHH NPeBb3X0ACTBO
npH NalUeRTH ¢| rpanuum 2,0 oo 3,0)
TepaneBTHYHA 1034 YMepeHa CTENcH Ha
6n6peyno yBpexaaHe) | YecToTa Ha CHLOHTHETO
Yecrora Ha cnburHero | (100 nauneHTOroRHHH)
(100 nauHeHTOr O AHHH)
0,88
HMucynt ©®  CUCTEMHA 269 306 (0,74 - 1,03)
eMbonns u3BbH LTHC (2,12) (2,42) ’ 0 1' 17’
Hucynt, CHCTEMHA 0.94
emOonusa n3spH [JTHC n (:?521) (f(g) (0,84 - 1,05)
ChA0Ba CMBLPT ’ _ ’ 0,265
HUHCynT, CHCTEMHA 0.93
embonua HM3BBH LIHC, 659 709 (© 83’- 1,03)
CBIOBA CMBPT W UHAAPKT (5,24) (5,65) ’ 01 58’
Ha MHOKapaa ’
Hucynr 0,90
253 281 (0,76 - 1,07)
(1,99) (2,22) 0.221
CucremHa eMOOIHA H3BEBH 00 - 0,74
{HC (0,42 - 1,32)
(0,16) (0,21) 0.308
0,91
HMudapkr Ha MHOKapaa 130 142 (0,72 - 1,16)
(1,02) (1,11) 0.464

Ta6auua 5: PesyaraTu 3a GesonacHoeT or ¢a3za IIl ROCKET AF

Mpoyusana nonyaanus | ITaUHeHTH ¢ HEKJIANHO MPEACHPAHO MbiaeHe”

Pupapokcaban 20 mg | Bapdapuu HR (95% AHN) p-
eanH nNbT AHeBHO (15| THTpupan mo INR 2,5 | crolHocT

mg BeAHbLK [HEBHO | (TepaneBTHYHH
npH nauMentTs ¢ | rpaunuu 2,0 go 3,0)
yMepeHA CTeneH Ha
0n6peuno yepexaane) | Yecrora Ha CHOHTHETO
YectoTa HA cubnTHeTO { (100 MauHeHTOroOAHNHK)
(100 nauHeHTOrOAHHK)

TepaneBTHYHA 1034

[oneMd ¥ HErojemu 1475 1 449 1,03
KJIMHAYHO IHAUUMH (14,91) (14,52) (0,96 - 1,11)
KPbBOM3IIUBH 0,442
['oneM# KpbBOH3/IHBH 305 286 s (1) ,?1 o

(3,60} (3,45) 0.576
CMBPT B pe3ynTar Ha 27 55 0,50
KbpBEeHe* (0,24) (0,48)
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0,003
KbpBeHe OT KPHUTHYEH 9l 133 (0 52’?(9) 91)
opras® (0,82) (1,18) " 0.007
HMuTpakpaHHaieH 55 84 (© 423?3 93)
KPbBOH3THEB* (0,49) (0,74) 1 0.019

1,22

3035 254 ’
Cnan Ha xeMormoOuHa* 1,03 - 1,34
a (2,77) (2,26) ( 0,019 )

Kpssonpenusate Ha 2 Wi 183 149 1,23
rnoseye eANHALIY (1,65) (1,32) (101 - 1,53)
EPUTPOLMTH WM  Lina 0,044
KpbB*

1,04
Heronemu KITHHHYHO 1 185 1151 (0,96 - 1,13)
3Ha4YUMM KPbBOH3IUBH (11,80) (11,37) 70,345

0,85
CMBPTHOCT 1O BCAKAKBH 208 250 (0,70 - 1,02)
NpU4KHU (1,87) (2,21) | 0 07?:

a) [Tomysiaumd, M3MHTBaHA MO OTHOLIEHHE HA DE30MacHOCT, Ha JIeueHHe
* HoMHHaNHO 3Ha9YUMH

B pmomenHenue KbM IpoyusaHero (asa [l ROCKET AF, e npoBeaeHO NpOCNEKTHBHO,
[MOCTMapKEeTHHIOBO, HEMHTEPBEHLIMAHATHO, OTBOPEHO KOXOPTHO NpoyuBaHe ¢ enHo pamo (XANTUS) ¢
OCHOBEH H3XOA, BKIIOYBAll TpoMOoeMOGonuunM chOMTHMA M ronsaMo Kpbsene. 6 704 manuenra c
HEKNAMHO MPEICHPAHO MBXKACHE ca GHIH BKJIIOYEHH 38 NpodunakTHka HA HHCYNT W eMOONHA H3BBH
lieHTpanHara HepBHa cuctema (L{HC) npu peannu ycnosusa. Cpeanure pesynararu Ha CHADSZ ca
ounu 1,9 n va HAS-BLED ca 6unu 2,0 npa XANTUS, B cpaBHeHHE CbC CPSOHUTE PE3YNATATH HA
CHADS2 u HAS-BLED or 3,5 u 2,8 ceoreetho npu ROCKET AF. IN'onsaMo kpeBeHe € HabmonasaHo
npu 2,1 cryuas 3a 100 mauuenTo-roquid. Chobmiasa ce 3a netaneH Kpbheousnus npH 0,2 cyya 3a 100
MALIMEHTO-TOAMHH M BETPeYepeneH Kpspousius nmpu 0,4 cnyuan 3a 100 nauuesTo-rogMHi. HCynT wiu
emGonuda u3sbH LTHC ca peructpupanu nipu 0,8 cnyyas 3a 100 natieHTo-roquHA.

Te3n HabMOAESHNA B PEATTHH YCIIOBHA Ca B ChOTBETCTBHE C YCTAHOBEHHA NMPOodHa Ha 6€30MacHOCT NpH
TOBa MOKa3aHue,

B noCTMapKeTHHIrOBO HEMHTEPBEHLMOHATHO Npoyusane npH nosede oT 162 000 maLuneHTH 0T YETHPH
IbPKABH pUBapoKkcabaH e npeanucax 3a npodwiakTHKa Ha HHCYIT H CHCTEMHa eMOONHS NPH NaLHEeHTH
¢ HEKJ1ATTHO NPEAChPAHO MbXKIeHe, YecToTaTa Ha ChGUTHATA 33 HoxeMuyeH uHeynT € 0,70 (95% C1 0,44
— 1,13) 3a 100 mauMeHToroauuu. KepeeHe, KOETO BOAM A0 XOCMUTATH3aUMA, HACTBIIBA ¢ Y€CTOTA HA
chouTHATa Ha 100 nammenroroansu 0,43 (95% CI 0,31 — 0,59) 3a spTpeyepeneH KpbBOUNHB, 1,04
(95% CI 0,65 — 1,66) 3a croMauiHo-upesHo xbpBeHe, 0,41 (95% CI 0,31 - 0,53) 33 yPOreHMTAIIHO
kbppBexe U 0,40 (95% C1 0,25 - 0,65) 3a apyro KbpBeHe.

[TammerTH, NOANMKEHU Ha KapAHOBEP3HO
[TpOCIEKTHBHO, DPaHOOMU3HPAHO, OTBOPEHO, MHOTOLCHTPOBO, EKCIUIOPATOPHO NpOY4BAaHE CbC

3ac/ieneHa oLeHka Ha kpaitnata Touka (X-VERT) e nposeneno npu 1 504 nampeHTH (HENCKyBaHH
Jocera ¢ NeEpopanHy AHTHKOATY/IAHTH U JIEKYBAHH MPEBAPUTENHO) C HEKIANHO MPEAChPAHO MBKACHE
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MOMOUITA Ha HacouBaHe ype3 TpaHcezodareanna exoxapauorpapus (TEE) (1-5 aHu mpeaBapHTENHO
fieYEHHE) WAH KOHBEHIMOHATHO KapAHOBep3no (Hal-Mallko TPH CEAMHULM NPEABAPHTEHO NieYeHHE).
[TepBHuHWTE pe3yiTaTH 3a eHKacHOCT (BCHYKH HHCYNITH, MPEXojHa HCXEMHYHA aTaka, CHCTEMHa
eMbosus HecBbp3aH ¢ LJTHC, nndapkr na Muokapaa (MH) # cbpaedHOCHI0BA CMBPT) Ca Ce IMOABUIH
npi 5 (0,5%) nauperTy B rpynarta Ha pusapokcabad (n=978) u 5 (1,0%) nauunenTa B rpymara Ha ABK
(n=492; RR 0,50; 95% CI 0,15-1,73; moauduunpana ITT-nonynauus). OCHOBHUAT pe3ynTar 3a
6e30macHOCT (MacHBHO KbpBene) ce e nossuwir npu 6 (0,6%) u 4 (0,8%) naumesTH B TPYNHTE Ha
pupapokcabad (n=988) u ABK (n=499) cworserso, (RR 0,76; 95% CI 0,21-2,67; Oe3onacHa
nonmynauus). ToBa €KCILIOPATOPHO MpOy4BaHE € NOKa3alo CpaBHUMA e(PUKAaCHOCT H OesomacHoCT
MEeX Iy rpYIUTE Ha NiedeHue ¢ puBapokcabaH 1 ABK B ycroBusTa Ha KapAHOBEP3HO.

[MauHeHTH ¢ HERIANHO PEACHPAHO MBXAEHe, KOUTO noajexar Ha [IKH ¢ nocTaBAHE Ha CTEHT
M3BBpIUeHO € PaHIOMH3MPAHo, OTKpUTO, MHorougHTpoBo npoyusane (PIONEER AF-PCI) ¢ 2 124

NALKMEeHTH ¢ HEKIAMHO NMpeACHPAHO MBXIeHe, kouTo ca Ounu noanoxenu Ha I1KH, ¢ mocrassanHe Ha
CTEHT 33 MbPBHYHO aTEPOCKIIEPOTHYHO 3abonaBaHe, 3a CpaBHsABAHE HAa 6€30MaCHOCTTA HA IBE CXEMH Ha
puBapokcaban u enHa ABK-cxema. [MauueHTHTe ca 6WIN pasnpeesieHs Ha cnydaeH mpuHumn 1:1:1 3a
obuia 12-Meceqna Tepanud. [TauvenTH ¢ anamue3a 3a uacyar wid [TMI1 ca uaknoueHu.

'pyna | monyyaBa puBapokcabaH BeAHBX AHEBHO 15 mg (10 mg BenHBX AHEBHO NPH MAUHEHTH C
KpeaTMHUHOB Kimapbac 30 - 49 ml/min) rumoc P2Y12 uuxuburop. I'pynma 2 momyvasa 2,5 mg
puBapokcaaH aBa MBTH AHeBHO 3aeqHo ¢ JITAC (mpoifHa Tepamusd ¢ aHTHArpEraHTHU CPeICTBa,
nanpumep knonuporpen 75 mg [wim 3amecrsawma P2Y12 wuuxuburop] mwmnoc Hucka nosa
ateTHncanuunosa kucenuna [ACK])) 3a 1, 6 unu 12 meceua, nocieasasa oT puBapokcaban 15 mg (wm
10 mg 3a MAUMEHTH ¢ KPEaTHHMHOB KIuphHC 30 - 49 ml/min) BeanbXK AHEBHO, IUTIOC HUCKA K033 ACK.
I'pyna 3 nonywasa kopurupana nosa ABK mmoc ITAC sa 1, 6 win 12 mecena, mocneapasa or
kopurupana no3a ABK, mmroc nucka nosa ACK.

[TepBrunara kpaiiHa Touka 3a 6e30nacHOCT, KNHHHYHO 3HAYMMHUTE CllyYad Ha KbPBEHE, CE NOABABAT
mpu 109 (15,7%), 117 (16,6%) u 167 (24,0%) y4acTHULM B rpyna 1, rpyna 2 u rpyma 3, peCnekTHBHO
(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, pecrexTHBHO).
BropuyHaTa Kpaiina Todka (ChCTaBeHa OT ChPAEYHO-ChA0BH CHOHTHA CC cMBpT, MH IIH HHCYJT), €
nabmonasana npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yuacTHuuM B rpyna 1, rpyna 2 u rpyna 3,
CBOTBETHO. BcAka OT cxemure Ha puBapokcalaH nmoxassa 3HAYHTEJHO HaMalABAHC Ha KIHHUYHO
3HAUMMMUTE CIYYau Ha KbpBEHE, B cpaBHEHHe ¢ VKA-CcXeMara npH NaluueHTH C HEeKJIAMHO NpEeAChEPAHO
MBIKIEHE, KOUTO ca 6unu nognoxeHy Ha [IKH ¢ mocTaBsaHe Ha CTEHT.

OcHogHata et Ha PIONEER AF-PCI e oueHka Ha 6e3onacHocTra. JJaHHUTE OTHOCHO €(MKAaCHOCTTa
(BIUTIOUHTENTHO TPOMOOEMOOTHYHH ABJIEHHA) TIPH Ta3H IOITYJIAlHA Ca OrPaHHUCHH.

Jlevenue na IIBT, BE u npogunaxmuxa na peyudusupawyu [{BT u bE

Knuauynata nporpaMa ¢ puBapokcabaH e MnaHupaHa C L€ Ja JEMOHCTpHpa e(HKacHOCTTa Ha
puBapokcabaH ApH HAYAIHOTO U MPOALIKUTENTHOTO JeyeHue Ha octpu BT u BE u npo¢HIaKTHKATA
Ha peLIUAMBH.

Han 12 800 naumseHTH ca IpOoy4eHH B YETHPH PaHIOMH3HPaHH, KOHTPOJAHPaHH KIWHHYHA NIPOYyYBaHNA
dasa llI (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) 1 10NBbAHHTETHO € NPOBEAEH
npeaBapHTeHO AeduHupak c6opeH aHanu3 Ha mpoyusaHusta Einstein DVT u Einsten PE. Obwara
KOMOUHMpaHa NPOABIKHTEIHOCT Ha JICUEHHETO 33 BCHHKH NpoyyBaHui e fo 21 mecena.

B npoyusaseto Einstein DVT 3 449 nanuentu ¢ octpa JIBT ca npoydeHu 3a neyeHnero Ha JIBT u 3a
npodunaxTika Ha peuuausipad JIBT u BE (mauueHTuTe ChC CHMITOMaTHYEH bE ca H3KII0YeHH OT
ToBa mpoydsate). [TpORBLAKHTETHOCTTa Ha nedeHuero e 3, 6 wim 12 Mecela B 3aBHCHMOCT OT
KJIMHMYHATA NPELIERKA Ha U3CIeaoBares.

3a neueHuero npes mupeuTe 3 ceaMuuu Ha octpa BT ca npwnaranu 15 mg puBapokcabaH 1iBa MbTH
nauesHo. Clieq TOBA JIEUEHHETO NPOabIDkaBa ¢ 20 mg pusapokcabaH elMH BT XHEBHO.
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B npoyusanero Einsten PE 4 832 naumentu ¢ octsp BE ca mpoyuenu 3a seueHuero Ha BE u 3a
npodwiaxTika Ha peruausupainy IBT u BE. [IpoALDKATENHOCTTa HA eYeHHeTo € 3,6 iy 12 Mecelia
B 3aBUCUMOCT OT KJIMHHYHATA MIPELEHKA HA N3CIIEIOBATEA.

3a nedeHneTo Ha ocThbp BE npes mupeuTe 3 ceAMHMUM ca nMpunarany 15 mg puBapokcabas aBa MBTH
naneBHo. Cren ToBa JeYeHHeTo Npoabkana ¢ 20 mg puBapoxcabaH €IUH BT JHEBHO.

U npu asete npoyuBanus Einstein DVT u Einsten PE CpaBHUTENHOTO JIEYEHHE BKIIKOYBA €HOKCAapHH
B MPOAB/DKEHHE HA NOHE 5 IHM B KOMOHHALMA C aHTATOHUCT Ha BUTaMHH K 10 MocTHrane Ha CTOHHOCT

3a PT/INR B TepaneBTHYHATE rpaHHH (2 2,0). JleueHHETO NMpoaBIKaBa C aHTArOHUCT Ha BUTaMHH K,
KaTO 7103aTa MY € Takasa, ue croitHocTuTe 3a PT/INR na ca B TepanesTHuHuTe rpanuuu ot 2,0 1o 3,0.

B npoyusaHeto Einstein Extension 1 197 mauuents ¢ JIBT wiu BE ca npoyyenu 3a Mpo¢wIakTHKa Ha
pemunusnpaiy JBT u BE. [TpoasmxHTeqHOCTTa Ha NeveHHETo ofxBalua AOMBJIHUTENHH 6 10 12
Mecelia TMpH TAlMEHTH, KOMTO ¢a MpeMHHANHM Kype Ha JieyeHue oT 6 1o 12 Mecela Ha BEHO3CH
TpoMGoeMOONM3BEM B 3aBMCHMOCT OT KJIMHHYHATA NpELCHKA Ha H3cnepoBartend. CpapHsABa Ce
puBapokcabaH 20 mg BeIHBX JHEBHO C 1UTalleo.

[Tpoyusannara Einstein DVT, PE u Extension u3non3sar eHH H CBLUH NPENABAPHTENIHO nepuHUpaHn
ObLPBUYHM M BTOPMUHH pe3yiraTi 3a e(duKacHOCT. ITbpBUUHMAT pe3ynTaT 3a eQHKacHOCT ¢
CHMMTOMATHYEH peLHauBupall BeHo3eH TpoMboeMboinasMm (BTE), nedwuHupaH kato ChCTaBEH OT
peurpusupama BT wiu neraneH wnm HenetateH bE. BTOpHYHHMAT pesyiTaT 3a ePUKACHOCT ce
nedunnpa karo cwpuetaHwe ot peuuausupawia BT, HenetaneH BE w CMBPTHOCT HE3aBUCHMO OT
MpUYHHATA.

B npoyusane Einstein Choice 3 396 nauuenTtn ¢ norsbpaeHa cumnromatuyna JIBT w/unu BE, kouro
ca 3aBBLPIIAITH 6 110 1 2-MECEeYHO aHTHKOATY/IaHTHO JISYEHHE, Ca NPOYUECHH 32 MPO(UNAKTHKA Ha IETAICH
BE u Heneranum cumrroMatHyHyu JIBT w BE. IlaupeHTHTe ¢ NOKa3aHHE 3a [POABIXKHTENHO
aHTHKOAryJAHTHO JICYEHHE C TepaneBTHYHa 033 €3 H3KJIIOYEHH OT NPOYYBaHeTO. IIpOXBIKUTEIIHOCTTA
HA JIeYeHMETO € 0 12 Mecela B 3aBUCUMOCT OT AATaTa Ha HHAWBUAYAIHOTO paHAOMH3HpaHe (MeIHaHa:
351 gun). PuBapokcabad 20 mg BeAHBXK JHEBHO ¥ puBapokcabaH 10 mg BeIHBX THEBHO Ca CPABHEHH
cpe 100 mg aueTwicanyuMNIOBa KHCENHHA BEAHBXK JHEBHO.

[TepBUYHUAT pe3yNTaT 3a €PUKACHOCT € CHMIITOMATH4EH pELMINBHPAll BEHO3CH TPpoMOOeMOONHIBM
(BTE), nedunupaH Xaro cMecuilata oT peuyausipaita JIBT winn neraneH win HeJICTAIEH bE.

B npoyupasero Einstein DVT (px. TaGnuna 6) ce mokassa, 4e pusapoxcaban € ¢ He ro-manka
edpexTuBHOCT OT eHokcanapui/ABK 3a nepsuuHHs pesyarar 3a eduracHoct (p < 0,0001 (recT 3a He
no-manka edextusroct)); Koeduuuent va Puck (HR): 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a
npeps3xoAcreo)). [IpensapurenHo aAcpHUHHpaHaTa HETHA KIHHHYHA MOJ3a (TepBHYEH pe3ynTaT 3a
edHKacCHOCT IMOC KpbBoM3nueM) ce cbobuiasa ¢ HR 0,67 ((95% M. 0,47 - 0,95), HomuHanHa p
crotnoct p = 0,027) B mon3a Ha pusapokcabaH. INR cToHHOCTHTE ca B TEpancBTHYHHSA AHalasoH
cpenHo 60,3% OT BPEMETO NPY CpeaHa MPOABDKUTENTHOCT Ha NleueHUeTo 0T 189 nuu, u 55,4%, 60,1%
H 62,8% OT BPEMETO NPH IPYNHTE C MNAHUPAHO JEHEHHE ¢ POABMKHTEIIHOCT CHOTBETHO 3, 6 ¥ 12
Mecela. B rpynara Ha eHokcanapun/ABK HsMa fCHa BpB3Ka MexXAy HUBOTO HA CPECAHOTO LICHTPATHO
TTR (BpemMe B Tapreted INR auanaszon 2,0 - 3,0) mpy TEPTHIHTE ¢ €AHAKDB pasMEp W YCCTOTATA HA
peunansupaizure BTE (p = 0,932 3a B3aumogeiicTsie). B Hail-ropHus TEPTHI 110 OTHOLUCHHE HA
nentbpa Koedunuentst Ha Puck (HR) npu pusapokcaban cnpsmo sapdapuH e 0,69 (95% JH: 0,35 -
1,35).

YecTOTUTE 33 ITHPBUYHHA pe3yiarar 3a 6e3onacHocT (rojflieMH WiIH KJIWHHYHO 3HAYHMH HEroleMH
KpbBOM3/INBH), KAKTO M 3@ BTOPHYHUA Pe3yNTaT 3a 6€300acHOCT (ToNneMH KPBHBOM3IIHBY ), C& CXOAHH 32
IBETE TEPANICBTHYHH T'PYITH.

25




Ta6auua 6: PesynraTn 3a epuxacHoct u GesonacHocT o7 ¢asa 111 Einstein DVT

3 449 naHEHTH CbC CHMITOMATHMHA OCTpa IbAOOKa
MpoyuBaHa nonyJalmHs
BE€HO3HA TPOMODO3a
To3a W MPOXbIKHTETHOCT Ha Pupapokcaban® Enokcanapun/ABKY
neqenue'rup A 3, 6 uiu 12 mecena 3, 6 unu 12 mecena
N=1 731 N=1 718
CUMOTOMAaTUYeH pPEUMIUBHPALLL 36 51
BTE* (2,1%) (3,0%)
CuMIITOMaTH4eH peliHIuBUpalLl 20 18
bE (1,2%) (1,0%)
CHMIITOMAaTHYHA 14 28
peupayBupaiia JIBT (0,8%) (1,6%)
Q
Cumnromatiudy bE u JIBT 1 (0,1%} 0
Jleranen BE/cMbpT, KBACTO BE 4 (0,2%) 6 (0,3%)
He MOXe 13 ObJe HIKITIUCH
TonsaMo HNIH KIAHKYHO 3HAYMMO 139 138
HErOJIIMO KEPBEHE (8,1%) (8,1%)
["oneMH KPpbBOW3NTHBH 14 20
P (0,8%) (1,2%)

a) PupapokcabaH 15 mg npa IbTH JHEBHO 32 3 ceqMuLM, nocneasaHo or 20 mg eauH NbT JHEBHO
b) EHokcanapuH 3a Haii-Manko 5 IHH, 3aCThIIEH H nociensan ot ABK

* p<0,0001 (e no-Manka eHKaCHOCT N0 OTHOIUSHUE Ha NPEABAPHTEIHO ONIPEACITICH HR 2,0}; HR:
0,680 (0,443 - 1,042), p = 0,076 (NpeBB3XOACTBO)

B npoyusaueto Einstein PE (Bx. Tabnuna 7) € 1eMOHCTPHPAHO, 4€ pHBapokcabaH € ¢ HE Mo-MalKa
eduxacHocT oT enokcanapus/ABK 3a mbpBHYHHA pe3ylTar 3a €(PHKaCHOCT (p=0,0026 (Tecr 3a He
nomanka edukacHoct); HR: 1,123 (0,749 - 1,684)). IIpensapurento aeQUHHpaHaTa HETHA KIMHAHA
mo13a (ITbPBHUEH PE3YNTaT 3a eUKACHOCT ILUTIOC IOJIEMH xpbBOM3MHBH) ce crobiasa ¢ HR ot 0,849
((95% U 0,633 - 1,139), HoMUHAIHA P CTOWHOCT P = 0,275). INR cTOHHOCTHTE Ca B TEPANEBTHIHIA
NMANa30H cpedso 63% OT BPpEMETO MU CPEAHA NPOIBIDKHTEIHOCT Ha JIEYEHUETO 0T 215 IHH 37%,
62% u 65% OT BPEMETO TIPH T'PYTIHTE C MIAHUPAHO JeYSHHE C NPOABIKHTEHOCT CHOTBETHO 3,612
mecena. B rpynaTa Ha eHokcanapu/ABK Hama ACHa BpB3KA MEXAY HHBOTO Ha CPEIHOTO HCHTPATHO
TTR (Bpeme B Taprered INR auanazon 2,0 - 3,0) npu TepuninTe ¢ €AHAKLB PasMep H YECTOTATA HA
pernuerpamure BTE (p = 0,082 3a B3aumogeiicTBue). B nal-ropHus Tepuuil 1o OTHONMCHHE Ha
nearspa KoepuunentsT Ha Puck (HR) npu puBapokcabaH clipaMo papdapui e 0,642 (95% OU: 0,277
- 1,484).

YecToTHTE 3a IMHPBHYHKA pe3ynTaT 3a 6e3omacHOCT (rojieMH WM KIHHMYHO 3Ha4HMH HEroeMH
KPBBOM3JIMBH) Ca MAJIKO NO-HUCKH B rpynara Ha JICYEHHE C pusapokcaban (10,3% (249/2 412)) B
CpaBHEHHE ¢ IPyNaTa Ha feueHue ¢ eHokcanapuys/ABK (11,4% (274/2 405)). YecroraTa 3a BTOpHIHAA
pesyiITar 3a 6e30nacHocT (roieMl KpbBOM3IUBH) € IIO-HHCKA B rpynara Ha pusapokcabas (1,1% (26/2
412)) B cpaBHeHHe ¢ rpynara Ha esokcanapui/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95% JAH: 0,308 -

0,789).

Ta6anua 7: Pe3yaraTH 3a epHKaCHOCT U 5e30MACHOCT OT §asa III Einstein PE

IMpoy4yBaHa NOMyJaLHA 4 832 nauMenTH ¢ ocTpa cHMnToMaTH4Ha BE
Ho3a ¥ NMPOIbJUKHTEIHOCT HA PusapoxcaGan® Enoxcanapun/ABKY
n an HOCT
qunemp 8 3, 6 nu 12 mecena 3, 6 nan 12 Mecela
N=2 419 N=2 413
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CuMITroMaTHMEH  penMAuBHpall] 30 44
BTE* (2,1%) (1,8%)

CUMIITOMATHYEH 23 20
peuuauBupall BE (1,0%) (0,8%)

CuMITTOMaTHYHA 18 17
penuauBrpauia BT (0,7%) (0,7%)
CumnTomaruuHi bE u JIBT 0 (-i():?l %)

TNeranen BE/cMmbpT, kbaeTO BE 11 7

He MOXe 1a 6bae U3KNIUEH (0,5%) (0,3%)

ConaMo WM KIWHUYHCO 3HAYUMO 249 274
HEroJNIAMO KbpPBEHE (10,3%) (11,4%)

["oneMM KpbBBOU3NHBH 26 )2
(1,1%) (2,2%)

a)  PupapokcabaH 15 mg zBa MbTU JHEBHO 3a 3 CeIMMIIY, OCAEABAHO OT 20 Mg SANH OBT JHEBHO
b)  EHoxcamapuH 3a Haii-Manko 5 [HW, 3aCThIIEK M nocneasaH or ABK

" p < 0,0026 (He mo-Manka epUKACHOCT N0 OTHOLIEHHE Ha NpeABapHTENHO onpenesieH HR ot
2,0); HR: 1,123 (0,749 - 1,684)

[IpoeeneH ¢ npeapapuresiHo AcuEKMpaH 0OOOILEH aHANKW3 Ha pe3ynTaTa OT Npoy4BaHMATA Einstein
DVT u PE (k. Tabnnua 8).

Ta6auua 8: Pesyaratn 3a epuxacHocT H 6e30MacHOCT OT cGopeH aHaan3 Ha ¢asa Il Einstein DVT
u PE

Ipoyusana nonyJjauua 8 281 naunenTH ¢ ocrpH cumnromaTH4Hu JIBT nan BE
lTosa # MPOXBIKATEIHOCT Ha Pusapoxcaban® Enoxcanapun/ABKY
H b
SNSRI 3, 6 wiu 12 mMeceua 3, 6 nan 12 Mecea
N =4 150 N=4131
CuMnToMaryiueH peLiIHBHPALL 86 95
BTE* (2,1%) (2,3%)
CUMITOMATHYEH 43 38
peuyausupail bE (1,0%) (0,9%)
CumMnroMaTH4Ha 32 45
peudausupaia JBT (0,8%) (1,1%)
CumntoMatuyHy BE u BT 1 2
(<0,1%) (<0,1%)
Jeraned BE/cMBpT, IpK KOATO 15 13
He MOXe Na ce U3Ko4H bE (0,4%) (0,3%)
ConeMH WA KJIHHHYHO 3HAYUMHU 388 412
HEroJIeMH KPbBOHIIUBH (9,4%) (10,0%)
["oneMn KpbBOH3NHBHU 40 72
(1,0%) (1,7%)

a)  Pusapokcabas 15 mg nBa ITbTH JHEBHO 3a 3 CEAMULM, IOCREABAHO OT 20 mg eauH BT JTHEBHO

b) EsokcanapuH 3a Hali-MaJIKO 5 JHH, 3aCTHICH U NOCISABAH OT ABK

" p < 0,0001 (#e no-manka epHKaCHOCT 0 OTHOLICHHE Ha NPEABAPHTETHO ONPEAC/ICH HR ot
1,75); HR: 0,886 (0,661 - 1,186)
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[IpensapuTenHo mepHHHpaHaTa HETHA KIHHWYHA Nom3a (TBPBHYEH pPE3yTaT 33 €HKAaCHOCT ILTIOC
roIeMH KpPbBOWNHBH) Ha cBopHKA aHanu3 ce cpobiara ¢ HR ot 0,771 ((95% JH: 0,614 - 0,967),
HOMHHAJIHA p CTOHHOCT p = (,0244).

B npoyusasero Einstein Extension (Bx. Tabnuua 9) puBapoxcaban npespixoxkaa muauebo no
OTHOLLEHHE HA NBPBHUYHUTE W BTOPHYHHTE PE3yNTATH 3a €PHKACHOCT. 3a MBPBHYHHUA PE3ynTaT 3a
OeszonmacHoCT (rojieMH KPBBOM3JIMBK) C€ YCTRHOBSBA HE3HAYMMOC YHCJIEHO MO-BUCOKa 4eCTOTa MpH
NalMeHTHTE Ha IedeHHe ¢ puBapokcadbaH 20 mg eNMH MbT HA IEH B CPaBHCHME C IUtale0o, BTopHYHMAT
pesyaTar 3a 6e30macHocT (romeMy WM KITHHHYHO 3HAYMMM HEroJieMH KPhBOW3NIMBM) MOKa3Ba Io-
BHCOKH Y4€CTOTH IIPH NALIMEHTUTE, JEKyBaHU ¢ puBapokcaban 20 mg eluH ITbT AHEBHO, B CPABHEHHE C

ruiauebo.

Ta6sauna 9: Peayarats 3a epuxkacuoct H 6esonacnoct ot ¢asa I1l Einstein Extension

1 197 nauHeHTH Ca NPOALIAKHIH JIEUEHHETO H
IIpoyuBana nonyJjaiHs NpoPHAAKTHKATA 38 PELUHAMBHPAI BEHO3eH
TpomMboemMboaH3IBM
lo3za N OPOABIKHTENHOCT HA Pusapoxcaban® Maane6o
JeYeHHeTo 6 uaH 12 Mecena 6 nau 12 Mmeceus
N =602 N=5%
CUMNTOMATHUYCH PELAHBHpPAIL 8 42
BTE* (1,3%) (7,1%)
CuMnroMaTHieH 2 13
peunausrpaw bE (0,3%) (2,2%)
CuMnroMaTHyHa 5 31
_peunavsupaua ABT (0,8%) (5,2%)
Jleranen BE/cMBbpT, NpH KOATO 1 ]
He MOXKe aa ce N3KNKUU bE (0,2%) (0,2%)
["'oneMH KpBBOUTHBH 4 0
(0,7%) (0,0%)
KIHHHMYHO 3HAYUMH HEroJeMHu 32 7
KpPBBOU3/UBH (5,4%) (1,2%)

a)  Pusapoxcabax 20 mg eauH NHT JHEBHO

* p < 0,0001 (npepw3xoncrso), HR: 0,185 (0,087 - 0,393)

B npoyusatdeto Einstein Choice (8x. Tabauua 10) pusapokcaban 20 mg v 10 mg npess3xoxaa 100
mg ALUETHWICATHLUWIOBA KHCENMHA 1O OTHOLIEHHE HA NBPBHUHMA pe3yaraT 3a €(pHKacHOCT.
OCHOBHHUAT pe3yaTar 3a 6e3onacHocT (CbOUTHA Ha roNsAM KPbBOHAIIMB) € CXONEH NPH MALHCHTHTE,
nekyBaHH ¢ puBapokcaban 20 mg u 10 mg BeaHmXK AHEBHO B cpaBHeHue cp¢ 100 mg

aUuCTHICANHLHIOBa KHCC/IHHA.

Ta6anna 10: Pesyarath 3a epuxacuoct u 6esonacuoct ot dasa 111 Einstein Choice

IIpoyupasa nonyJiauus

3 396 ca npoALMKHIAH NPOPHIAKTHKATA 32 pPeUHAHBHPAIL
BeHO3eH TpomMOoeMO0IH3ILM

lz’gﬂapumcaﬁaﬂ fl':;B;P'::c:ia; ACK 100 mg
TepanesTHYHA 1032 Mg BEAHBE S BEAHDA ANCBHO
aneBHo N=1 107 aunesno N=1 127 N=1 131
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Menuana Ha
MPOIBIKUTENHOCTTA  Ha
neyeHHeTo 349 [189-362] nuu 353 [190-362] aun | 350 [186-362] nHu
[MHTEpKBApPTHIEH
AHANa30H]
CUMIITOMaTHYEH 17 13 50
peunausupal BTE (1,5%)* (1,2%)** (4,4%)
CuMIITOMATUYEH 6 6 19
penuauenpail bE (0,5%) (0,5%) (1,7%)
CuMrrroMaTHyHa 9 8 30
peunausupawa ABT (0,8%) (0,7%) (2,7%)
Jleranen BbBE/ CMBpT,
MpH KOATO HE MOXeE Ia Z‘y 0 2ﬂ
ce msxmoun BE (0,2%) (0,2%)
CUMITOMATUY4EH
MBHpAILl BTE,
wbaprr ma woapss, |19 - 3
MHCYNIT HIH CHCTEMHa (1,7%) (1,6%) (5,0%)
embonug n3ppH HHC
6 5 3
['oneMH KPBBOH3INTHUBH (0’5%) (0’49,‘“) (053%)
KJIMHHYHO 3HAYHMH 30 22 20
HETOIEMH KPbBOH3TUBY (2,7) (2,0) (1,8)
CuaMIToMaTUyueH
peimauBdpamy BTE wau 23 17 33
ronsiM KpbBOU3NHUB (HETHA (2,1%)" (1,5%)" (4,7%)
KJIMHHYHA T110/13a)

* p<0,001(npesb3xoncTeo) puapokcaban 20 mg BEAHBXK JHEBHO CIIPAMO ACK 100 mg BeaHnx
nHepHo, HR=0,34 (0,20-0,59)

** 5<0,001 (MpeBB3XOACTBO) puBapokcaban 10 mg BeAHbXK NHEBHO CNIPAMO ACK 100 mg sBenHbX
nuesHo; HR=0,26 (0,14-0,47)

* PuBapokcafan 20 mg Begasx qHeBHO cnipsaMo ACK 100 mg BeaHBX AHEBHO; HR=0,44 (0,27-0,71),
p=0,0009 (HoMHHAIHA)

* Pupapokcaban 10 mg seanbk nHeBHO cripaMo ACK 100 mg BeaHBX AHEBHO; HR=0,32 (0,18-
0,55), p<0,0001 (HoMuHaNHa)

B nomsnHenne xvM nporpamara EINSTEIN ¢asa 1ll, e npoBeacHO RPOCICKTHBHO,
HENHTEPBEHUMOHAJIHO, OTBOPEHO KOXOPTHO TIPOYYBAHE (XALIA) ¢ UeHTpalH3HpaHa OLICHKA,
prmrouBau peunaupupaws BTE, ronaMo kepBeHe U ¢MBPT. 5 142 mauunedTa ¢ ocTpa JIBT ca BKIIOUEHMH
3a poyuBaHe Ge30MaCHOCTTA Ha puBapokcabaH B ABNATOCPOYCH UIaH B CpaBHEHHE ChC CTAHAAPTHATA
AHTUKOATy/JAHTHA TEPANHA B KIMHUYHATA NpakTHKA. CTOHHOCTHTE Ha rofsiMO KbPBEHE, PCLIHAHBHPALLL
BTE M BCMuKM Clyyad Ha CMBPT 3a puBapokcaban ca Gunu cporserHo 0,7%, 1,4% n 0,5%.
ChblleCTBYBaT Pa3IMKH B OCHOBHM XapaKTEPHCTHKH Ha MALMCHTUTE, BK/IIOYHTENHO BB3pacT, pak H
6u6peuHo yBpexcaaHe. Msnon3pad € CTparduUMpaH aHAIW3 N0 NPEABApHUTEIHO  OMPEACICHH
CTOMHOCTH 3a PYIIMPAHE HA M3MEPBAHUTE OCHOBHH XapaKTCPHCTHKH, HO BBIPEKH TOBA OCTABALLHTC
OTKJIOHEHUA MOXE Na MOBNUAAT Ha pesynrarure. Kopurupanure HR 3a rojisiMo xxpBeHe, pelvANBHApPalLl
BTE 1 BCHYKHM Cydau Ha cMbpT ca 6uau ceotBeTHO 0,77 (95% Cl 0,40 - 1,50), 0,91 (95% CI 0,54 -
1,54) n 0,51 (95% C1 0,24 - 1,07).
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Te3n pe3ynTaTH PU MALKEHTH, KOUTO ca 611K HabMmoaasaHH MPH pealHy YCIIOBHA, ¢a B ChOTBETCTBHE
¢ ycraHOBeHMA npodui HA 6€30IMacHOCT NMPH TOBA NOKa3aHHE.

B mocTMapKETHHIOBO HEMHTEPBEHLIMOHATHO NpoyBase pu noseye oT 40 000 nauxeHTH 0e3 aHaMHE3a
3a paK, OT YeTHPH AbPIKaBH, PUBapOKcabaH € MPERNMCAH 3a JICUCHHE HITH npodnnaxTuka Ha JIBT u bE.
YectoraTa Ha ce0uTHATa Ha 100 NMauMeHTOroAWHM 3a CHMITTOMATHYHH/KITHHHYHO 3HATHMHU
BTE/rpomMGoeMb60iIHuHY chOUTHSA, BOAELIN A0 XOCTIMTaNH3alKs, € B Auana3oH ot 0,64 (95% Cl 0,40 -
0,97) 3a O6enuneHoTo Kpancrpo a0 2,30 (95% Ci 2,11 — 2,51) 3a 'epManuit. Kepeexe, KOETO BOIH 10
XOCIIMTAIM3alMs, HACTBNBA C HecToTa Ha chouTHaTa Ha 100 nauuenroronuuu 0,31 (95% ClI 0,23 —
0,42) 3a BpTpeuepeneH kpbeousnus, 0,89 (95% CI 0,67 — 1,17) 3a croMalTHO-4PEBHO KBPBEHE, 0,44
(95% CI 0,26 — 0,74) 3a yporenutanuo kspeene u 0,41 (95% C1 0,31 - 0,54) 3a apyro KepBEHe.

[MeguaTpuyHa nomnyalnd
Jeuenue na BTE u npounaxmuxa na peyudusu na BTE npu neduampuunu nayuenmu

O6mo 727 neua ¢ norespaeH octbp BTE, or xouTo 528 nomy4nwnu pusapokcabaH, ca MpOy|eHH B 6
OTBOPEHH, MHOTOLICHTPOBK NeAHaTPHYHH Npoy4BaHus. JI03HPOBKATa, KOPHTHPaHa CITOPEA TEICCHOTO
Terno, NpH NALMEHTH OT pakXJaHeTo N0 Bb3pacT moA 18 roauHu, € JOoBENa RO CKCMO3HUMA Ha
puBapokcabaH, nonobHa Ha HaOMWIaBaHaTa NpPH BB3PACTHH MNALMEHTH C JIBT, neKyBaHH ¢
puBapokcaban 20 mg eauH BT AHEBHO, KAKTO € NOTBBPACHO B NPOYYBAHETO dasa III (Bx. TOUka 5.2).

[TpoyusaHero EINSTEIN Junior dasa Ill ¢ paHaoMu3upaHO, aKTHBHO KOHTPONMPAaHO, OTBOPEHO,
MHOTOLIEHTPOBO KIHHHIHO Mpoy4BaHe npyu 500 neanaTpuYHy NaUKMeHTH (Ha Bb3pacT OT paXIaHeTo Jo
< 18 roauuy) ¢ noTBEpAeH ocTkp BTE. Umano e 276 neua Ha sw3pact 12 go < 18 roguuy, 101 neua
Ha BB3pacT 6 10 < 12 roauHu, 69 fena Ha BB3pacT 2 A0 < 6 TOAMHM H 54 Heua Ha BE3pacT < 2 roIuHH.

Hunexcuuat BTE e xiacuduuupan karo eano ot ciaeanute: BTE BbB BpBh3Ka C LUEHTPaAlCH BEHO3€H
karersp (LIBK-BTE; 90/335 nauueHTH B rpynara Ha pusapokcabaH, 37/165 nauneHTH B rpynara Ha
CpAaBHUTEITHO JieueHue), uepebpanHa BeHO3Ha U cuHycosa TpoMboza (LIBCT; 74/335 mauMeHTH B
rpyriata Ha puBapokcafan, 43/165 nalUMeHTH B rpynara Ha CPaBHUTENHO Jle4eHHNEe) U BCHYKH JpYTH,
pionouutento JIBT u BE (ue-LIBK-BTE; 171/335 naumeHTH B rpynara Ha puBapokcabaH, 85/165
fAlMeHTH B [PYMaTa Ha CPaBHUTENHO JeueHne). Hali-uecTo mpencrapeHara MHAEKCHa TpoMbo3a NpH
aelia Ha Bb3pacT 12 10 < 18 ronunu e He-LIBK-BTE npn 211 (76,4%); npu aeua Ha BB3pacT 6 no<12
roMHHU ¥ Ha Bb3pacT 2 10 < 6 ronuHd — LIBCT, chotBeTHO npH 48 (47,5%) 1 35 (50,7%); 1 npn nena
Ha Bb3pacT < 2 ronuuy - IBK-BTE npu 37 (68,5%). He e uMano neua < 6 meceua ¢ [IBCT B rpynara
Ha puBapokcaban. 22 ot naunenture ¢ LIBCT ca umanu uudexuus Ha LIHC (13 namWeHTH B rpynara
Ha puBapokcabaH H 9 NalKeHTH B rPyNara Ha CPABHUTENHO JieYeH1e).

BTE e mpeau3BHKaH OT MOCTOSHHH, NPEXOIHA WIH W OT ABETE — NOCTOAHHH M NPEXONHH PHCKOBH
daktopu npu 438 (87,6%) neua.

ITalMeHTHTE ¢a MONYHWIH NbPBOHAYATHO JIEYEHHE C TEPANEBTUYHMU J03H He(PpaKIMOHUPaH XeMapHH
(H®X), xenapuH ¢ HECKo MonekynHo Terno (XHMT), win ¢poHaanapuHyKc 3a HaH-MalKo S DHH H ca
paHfOMHM3MpaKK 2:1 Ja moyuaBaT WM N03¥ pUBapoxkcadaH, KOPUTHPaHH CPAMO TEIECHOTO TETJIO,
WIN CPaBHHTENHH JIEKAPCTBA B IPyNara Ha CPAaBHHTEJIHO JIeHEHHE (XCnapHHH, ABK) 3a 3-MeceueH
MepUoJ Ha JedeHre B OCHOBHOTO npoyusaHe (1 Mecer npu Aeua < 2 roiMHH ¢ LIBK-BTE). B kpas Ha
[MEpHOAA Ha JICUeHHe B OCHOBHOTO NpOYYBaHe AHArHOCTHYHOTO o6Gpa3Ho u3cnenBaHe, HAITPABEHO Ha
W3XOMHO HUBO, € HAMPABEHO MOBTOPHO, aKO € GUNO0 IWIHHHYHO NPHIOKUMO. JICYEHHETO B MPOYYBAHETO
e MoXeN0 1a Gblie CIpAHO B TO3M MOMEHT WIIH TI0 npelieHka Ha Macnegosartens aa Opae MPOABIDKEHO
o610 3a 10 12 mecena (nipu aeua < 2 rogunv ¢ LIBK-BTE — o 3 Meceua).

[TEpBUUHHUAT Pe3yATaT 3a ePHUKACHOCT € CHMATOMATHYEH PCLIMANBHPALL BTE. I15pBHYHHMSAT pe3yNTar
33 6e30MacHOCT € KOMOMHALIMATA OT rondM KpbBOW3JIMB U KIIHHHYHO 3HAYUM HE-TOMNAM KPBBOWIINB
(K3HI'K). Beyuxy peayararu 3a eprKacHOCT U 6€30nacHOCT €a NPOBEPEHH H NOTBBPACHHU LICHTPATHO
OT HE3ABMCHMA KOMMCHS, 3aClierleHa 3a ONpeleieHOTO JieueHue. PeaynraTure 3a e(pUKacHOCT M i, T
6esonacHoCT ca nokaszanu B Tabauuu 11 1 12 mo-goy. '
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Cu6urns na peunauerpanl BTE ca Be3HHKHaN#A B rpynaTa Ha JICYCHHE C prBapokcabaH npH 4 ot 3335
NALMEHTH M B IPYNATa HA CPABHHTENHO JieueHHe MpH 5 oT 165 nauventu. KoMbuHanuaTa OT rojiam
xpbeouainB B K3HTK e noknansana npu 10 ot 329 nauueHtH (3%), TEKYBaHH ¢ prBapokcadbaH H Npy
3 or 162 nmaumenty (1,9%), nexyBaHH ¢ kommapaTopa. HeTHa KIMHHYHA 10132 (CHMITTOMaTH4eH
peunnueupau] BTE mwioc ¢bOMTHA Ha TofisiM KPBBOHM3NIUB) € ¢HOOIlEHa B IpynaTta Ha JICHEHHE C
priBapokca6aH npu 4 oT 335 NallHeHTH K B rpynara Ha CPaBHHUTENHO JICHCHHE NIPH 7 ot 165 nauueHTA.
HopManusupane Ha TpOMOOTHYHOTO 0OpeMEHABaHE MpPH MOBTOPHOTO oOpa3HO H3CIeABaHE €
Bb3HUKHANo npy 128 ot 335 mauueHTH Ha JeveHue ¢ puBapokcabad H npu 43 oT 165 nauueHTH B
rpynaTa Ha CpaBHMTEIHO JieyeHne. Te3n HaXONKH KaTo A0 ca NOTOOHH Cpell BB3PACTOBHTE IPYTIH. B
rpynara Ha pusapokcaban e umano 119 (36,2%) nelia ¢ HAKaKBO KbpBEHE, BE3HHKHAIO TIpH JICICHHETO,
a B IPyrnara Ha CpaBHHTENHO ederue e uMano 45 (27,8%) neua.

edMKacHOCT)

PuBapokcaban Komnapartop
N=335* _ N=165*
4 5

(1,2%; 95% CI
0,4% — 3,0%)

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

KomOunauus: cuMnroMaTHueH peuuausypain BTE +
ACHMIITOMATHYHO BOLIABAHE MPH MOBTOPHOTO 00pa3HO

5
(1,5%; 95% CI
0,6% — 3,4%)

6
(3,6%; 95% C1
1,6% — 7,6%)

. e mE s rrmers e — e e S R Bl T — LU

0,4% - 3,0%)

KomOuRauua: cumnroMaTuueH peudausupanl BTE + 21 19

ACHUMITTOMATHYHO BJOIIaBaHe + 0e3 npoMAHa Npy (6,3%:; 95% CI (11,5%; 95% C1

[IOBTOPHOTO O0pa3HO U3CIeNBaHE 4,0% - 9,2%) 7,3% — 17,4%)

HopMmanusupaHe npy NOBTOPHOTO 00pa3sHO U3C/IEABAHE 128 43
(38,2%,; 95% CI (26,1%; 95% C1
33,0% - 43,5%) 19,8% - 33,0%)

KoMmbuHanus: cuMrnToMarnyed peunausupaung BTE + 4 7

roJIsAM KPBbBOM3AUB (HETHA KINIMHUYHA ITOJ138) (1,2%; 95% CI (4,2%; 95% CI

2,0% - 8,4%)

i
(0,3%; 95% CI
0,0% — 1,6%)

1
(0,6%; 95% ClI
0,0% - 3,1%)

*FAS= muien HaGop 3a anamu3 (full analysis set), BCHYKH Jelia, KOHTO Ca OWTH PAaHIOMU3NPAHA

Tabanua 12: PesyaraTn 3a 6€30N8CHOCT B KpaA HA OCHOBHHS NEPHOA HA JeHeHHE

(0,0%; 95% CI
0,0% - 1,1%)

PuBapokcabaH KomnapaTtop
N=329* N=162*
Kom6uHauus: ronsaM kpbeousznus + K3HI'K (nupBryeH 10 3
pe3ynTar 3a 6e30macHoCT) (3,0%; 95% CI (1,9%; 95% CI
______________________________________________________________________ U _ 1,6% - 5,5%) 0,5% - 5,3%)
["onsaM KpBBOHU3INHUB 0 2

(1,2%; 95% Cl
0,2% - 4,3%)

HAKaKBO KbpBEHE, Bb3HWKHA/O [IpH JIEHEHUETO

119 (36,2%)

45 (27,8%)

*SAF= nabop 3a aHanu3 na GesomacHocrra (safety analysis set), BCHYKH fieHa, KOUTO ca OUnK
PaH/IOMH3NPAHH U Ca NOJIYUUIH Hak-Manko 1 103a 0T H3MHTBAHOTO JICKAPCTEO

[IpodunbT Ha epuUKACHOCT U 5€30MacHOCT Ha PMBAPOKCAOaH € B roniMa CTencH nonoben M
neauaTpuuHata nomynauud ¢ BTE u pe3pacTHaTa nomynalus C I
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y4aCTHHIUTE ¢ HAKAKBO KLPBEHE € MO-BMCOK B NMEAWATPHYHATA MOMynalys © BTE B cpaBHEHHE C
ph3pacTHaTa nonysauus ¢ JBT/BE.

[TanieHTH € BUCOKOPDHCKOB 'I'EﬂﬁHOHOBHTHBGH &HTH@OCQOHHHEQEH CHHAPOM

B CHOHCOPUPaZHO OT M3CNeNOBATeNd, PaHNOMU3MPAHO, OTBOPEHO MHOTOLUEHTPOBO MpOYHBAHE CHC
saciIerneHa OLleHKa Ha KpaliHUTE TOUKH, pruBapokcabaH € cpaBHEH ¢ BaphapHH NPH MNAlMEHTH ¢ aHaMHE3a
3a TpoM603a, IMArHOCTULHPaHH ¢ aHTHGHOCHONHNMHACH CHHIPOM ¥ C BHCOX PHCK OT TpoMOoeMbOTHYHH
cobuTus (MONOKHWTENHH npu BewukuTe 3 anTHdochonMnMAHM TecTa: JNYIYCEH AHTHKOAryJaHT,
AHTHKApPAMONMIMHOBA aHTHTENa M aHTHTena cpemyy OeTa-2-rIMKONMpOTEUH ). Ilpoy4yBaHeTo €
NpeKpaTeHo MPEeXIEBPEMEHHO CNejl BKIIOYBAHeTo Ha 120 malieHTH nopaau TBHPAC MHOro CrOHTHA
cpel MauMeHTHTE B rpymara Ha pupapokcabaH. CpelXHOTO NPOCTENABAHE € 569 gHH. 59 naLHeHTH ca
paHAOMHU3HpaHy Ha puBapokcaban 20 mg (15 mg 3a naluMeHTH ¢ KPEATHHUHOB KIIHPBHC (Cr(C1) <50
ml/min) u 61 Ha Bapdapun (INR 2,0 - 3,0). TpomGoembonuuHU CLOMTHA Ce MPOABABAT I1PH 12 % ot
NMALUMEHTHTE, PAHAOMU3MPAHH Ha pUBApOKcabaH (4 HCXEMUYHH MHCY/ITA ¥ 3 MHOKAPIHH uHdapkra). He
ca choGlAaBaHM CHLOMTHA NpU NANMEHTH, PaHIOMHU3HpaHH Ha BapdapuH. MacHBHO KBpPBCHE C€
HaBnionasa npu 4-ma nauuentu (7%) OoT rpynara Ha puBapokcabaH W NpH 2-Ma MAUMCHTH (3%) ot
rpyrnara Ha BapgapuH.

[TeguwaTpuyHa nonynayua

EBponefickata areHUds O JekapcTeata ocBofoxiasa OT 3alb/DKEHHETO 334 NPEAOCTABAHC HA
PE3YNTATUTE OT NPOYYBAHUATA ¢ pHBapokcabaH 8bB BCHIKH NOATPYTH HA MEAHATPHYHATA [OMyJiallig
py podIaKTHKE Ha TpoMGoemGonuuny ch6uTHA (BXK. TouKa 4.2 3a HHpOpMALHA OTHOCHO yrnotpeba
B NEAHUATPHATA).

52 (@apMaKOKHHETHYHH CBOHCTBA

Abcopbuun

Cnensaimara unpopmauns e 6azupaHa Ha JaHHH, NOMYYEHH NTPH BL3PACTHH.
PusapokcabaH ce abcopbupa 0bp30, KATO MAKCUMATHUTE KOHLIEHTPAaUHH (Cumax) €€ AocTHIAT 2 - 4
yaca cliej, Mpuema Ha Karcymara.

[Tepopanuara aGcopOrius Ha pHBapokcabas € MOUTH ITLJTHA K NepopasiHaTa GHOHAIHYHOCT € BUCOKA (80
- 100%) 3a no3a ot 2,5 mg ¥ ot 10 mg puBapokcabaH, HE3aBUCUMO JANH NPHEMBT € HA TMaAHo HWiH
cnen xpaHeHe. TIpueMbT Ha puBapokcabaH ¢ xpaHa He nosausBa AUC WiH Crex TIPH 103aTA OT 2,5 mg
n ot 10 mg.

[Mopany HamaneHata creneH Ha abcopbuua € onpeneneéHa nepopanHa OHOHAIHYHOCT 0T 66% 3a
rabnerka 20 mg npueTa Ha rnagHo. Ilpu npuem Ha TabneTkn puBapokcaban 20 mg ¢ xpaHa ce
HaGmonaBar nopHIIeHUs Ha cpefnata AUC ¢ 39% B cpaBHeHHE ¢ NpKHeM Ha TAONETKHTe Ha INajHo,
KOeTO FOBOPH 3a NOYTH ITbiHA aGcopOLMs H BUCOKA NepopanHa OHOHATHYHOCT. PuBapoxcabaH 15 mg
u 20 mg TpabBa Aa ce npuema ¢ xpaxa (Bx. Touka 4.2).

dapMaKOKMHETHKATA Ha puBapokcabaH € IMoYTH JMHEHHA N0 OKONMO 15 Mg €AWH BT Ha JICH. Cnen
npuemM Ha xpaHa pusapokcabaH 10 mg, 15 mg u 20 mg Tabnerku Mokas3sa NpONOPLUHOHATHOCT Ha
no3ara. [Ipy mo-pMCcOKH 103 pHBapokcabaH Mokaspa OFPaHHYCHA OT pa3TBOPHMOCTTA abcopbuus ¢
HaMaicHa GHOHATTMYHOCT M HaMagBaHe Ha cTeneHTa Ha abcopbuuara npy NMOBHIIABAHE HA RO3aTa.
dapMaKOKWHETHYHATA BapHaGWIHOCT Ha puBapokcabaH € yMepeHa C BapupaHe MexJy OTACIHHTC
natueHtd (CV%) B urTeppana ot 30% ao 40%.

A6copbupsTa Ha puBapokcaGaH 3aBUCH OT MACTOTO Ha HEOBOTO 0CBOOOXKAABAHE B CTOMAINHO-1PCBHAS
tpakT. Cpobmasa ce 3a 29% u 56% namaneHHe Ha AUC ¥ Ciax B CPaBHCHHE C Tabnerka, KOraTo
rpaHysaT puBapokcabaH ce ocBoboxaBa B MPOKCHMATHHTE OTACIH Ha ThHKUTE HCpBa. Excnoyuusra
ce HaMaJIgBa AOITEITHMTENHO, KOTaTo pHBapoKcadaH ce ocB000XK 1aBa B AUCTAIHHTE OTAC/IH HA TBHKUTE
yepBa WIM BBB BB3XOIALUIOTO Aebeno deppo. [1o Tasu npHirHa Tpa6Ba Ia ce W30Area NPUICKEHUETO
HA PUBApOKCca0aH JUCTATHO OT CTOMaXa, ThH KaTO TOBA MOXE Aa AOBEAE A0 HAMAlCHA abGcopOLus H
CHOTBETHO CBbP3aHa €KCIIO3ULIMA Ha pUBapoKcabaH.

Bruonann4roctra (AUC 1 Cmax) € Ouna cpaBHuMa npu pusapokcaban 20 mg NpuiioXeH nepopaiHo
KaTo pa3TpolneHa TabneTka, pasMeceHa B A0BJIKOBO MIOpE, A CyCreHaAnpaHa BbB BOKA U IPUIIO
[mpe3 CTOMAIIHA COHIA, NMOCNCABAaHO OT Te4Ha XpaHa, B CPaBHEHHE C LyiaTa tabnerka. Kato
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MpeIBri NPEIBUAAMHA, MPOTIOPLHOHANICH Ha 1032Ta (apMAKOKHHETHYCH npodun Ha puBapoxcabaH,
pe3yJaTaTHTE 32 GMOHATMYHOCTTAa OT TOBA MpOY4BaHE BEPOATHO Ca NPUIOKHMMH 33 NOHWKABAHC Ha
N034Te Ha puBapoxcadaH.

IHeouampuuxa nonyaayus

Tleuarta ca NONY4YWIW puBapokcabaH KanCynyd WIM MNEpopalHa CYCMEH3IWA MO BpPEMC Ha HIH
HEMOCPEACTBEHO CIEN XPaHEHe WK NPHEM Ha XpaHa H ¢ o0M4aiiHa MopuuA TEUHOCT, 32 12 C€ rapaHTHpa
HaIeXIHO AO3MpaHe npH feua. Kaxro npu Bu3pacTHuTe, puBapokcabaH ce abcopOupa seaHara cren
MEpOpATHO MpuiokeHue nod dopMara Ha TaONeTKa WY rpaHy Ny 3a NEpopajiHa CyCeH3UA IpY AclaTa.
He ¢ HabniofaBaHa pa3iiMka HATO B CKOPOCTT2, HWUTO B cTeneHTa Ha aGcopOuuA Mexay TBbpOM
nexapcTBEHH (opMM M IpaHyJIH 3a MepopanHa CycneHsus. Jluncear DK naHHM ciel MHTPaBEHO3HO
NPWIOXKEHHE NPH Aelia, Taka 4e abCcooTHaTa GHOHANMYHOCT Ha pHBapokcabaH NpH ACLA € HEH3BECTHa.
VCTAHOBEHO € HAMAIABAHE HA OTHOCHTENHATa GHOHANIMYHOCT MpPH MOBHINABAIIN C& AO3M (B mg/kg
TENIECHO TErVIO), IPEANoarame orpaHiYeHUA Ha abcopOLUMATA NTPH IO-BUCOKH A03H, IOPH NPH IPHEM
3a€HO C XpaHa.

PupapokcaGaH Kamncyau TpabBa a ce NpreMa NPH XPaHeHe MITH € XPpaHa (BxK. TOYKa 4.2).

PasnpeneneHne
CBbP3BAHETO C IU1A3MEHMTE MPOTEMHU TIPH XOpa € BHUCOKO, OKONo 92% mo 95%, KaTO CEpyMHHAT
anbyMMH € OCHOBHATa CBBp3Ballia dpakiius. OOeMbT Ha PasNPEeACICHHE € YMEPEH C V s« NPUONUBUTENHO

50 nutpa.

Ileouampuuna nonynrayus

JIMNCBAT JaHHM 3a CBLP3BAHETO HA pHBapokcabaH C MNa3sMeHWTE NMPOTEHHH, CICLUH(HYHM 33 Jela.
NMuncear ®K nauHu ClIEX WHTPABEHO3HO NpWIokeHue Ha pupapokcaban npu neua. ObembT Ha
pasnpeeseHHe B CTAUHOHAPHO CBCTOAHKE (Vs), H3UMCIIEH Ype3 NOIYJAllHOBHO OK Moacnupase npu
neua (Bb3pacroB Auana3oH O o < 18 roausn) cnen MepopanHo NpPUIoKEHHE Ha puBapoKcabaH, 3aBHCH
OT TEJIECHOTO TEMIO U MOXe 1a 6b/1e ONHcaH ¢ anoMerpuuHa QyHKLMA, Cbe cpeniHa cToliHocT 113 1 npn
nuua c¢ renecHo terio 82,8 kg.

BuoTtpancdopMalug v eNTUMHUHHPAHE
Oxouto 2/3 OT MpHIOKEHaTa 103a puBapokcabaH ce nojuiara Ha MeTabOIMTHO pasrpakIaHe, ClIel KOeTo

MONOBHHATA Ce eMMMHMHMpA Ipe3 6u6peunTe, a ApyraTta nmonosuHa — ¢ dekamuure. OcraTpiHaTa 1/3 ot
NpANOXKEHaTa H03a C& M3NBYBa 4ped HUpekTHa OnOpedHa eKCKpelus KaTo HEeMPOMEHCHO AKTHBHO
BENICCTBO B YpHHATA, NTaBHO 4pe3 akTHBHa OBOpeUHa cekpeLn.

PuBapokcaban ce weraGonuzupa upes CYP3A4, CYP2J2 n CYP-He¢3aBUCHMH MEXaHH3MH.
PasrpaxaaHeTo 4pe3 OKUCIEHHEe HA MOP(OJHHOHOBHA PaAMKal M XMAPOAH3aTa HA AMHAHWTE BPE3KH
ca OCHOBHUTE npoliecH Ha 6uoTpaHchopmanys. OT in vifro H3CNEABaHUA € HIBECTHO, "€ puBapokcabaH
e cyGeTpar Ha TpaHenopTHUTE npoTensu P-gp (P-riukonporent) 1 BCRP (mpoTeHH Ha pe3HCTEHTHOCT
Ha paK Ha rephara).

HenpomeHeHusT puBapokcaaH € Hal-BOKHHAT KOMIIOHEHT B HOBEIUKATa Iuia3ma, 6e3 na Uma ApyrH
OCHOBHM W/1 AKTHBHH LMPKYIHpali MeTraGonnTh. Che CHCTEMEH KNHMPBHC 0kono 10 I/h puBapokcabaH
MOXe fa ce KIacu(PULMpPa K4ATO BELIECTBO ¢ HUCBHK KIHPBHC. Cliel MHTPaBEHO3HO NPIJIOKCHHE Ha 71033
oT | mg eNHMMHALIMOHHMAT MONYXKHBOT € OKono 4,5 uaca. Cnea MNEPOPaJHO NPUIOKCHHE
eTMMHUHAPAHETO CTaBa JIMMHTHPAHO OT CTENEHTa Ha abcopOunsi. ENHMHHNPAHETO Ha puBapokcabaH OT
A1a3MaTa HACTHIBA C TEPMUHANIEH IIOYXUBOT OT 5 10 9 Yaca Npy MJIAAH HHAUBKAK 1 OT 11 1O 13 yaca

Npu NALKMEHTH B CTapyecKa Bb3pacT,

ITeduampuyna nonynayus
JIuncear DaHHH 3a merabonusMma, crneuuguyasM 3a neua. Jiuncear OK maHHH cliel UHTPABEHO3HO
NpUIOKEHNe Ha puBapokcabaH npH aena. KiMpBHCBT (CL), usqucieH upes nomynauuonHo OK
MOZeMpaHe nipH Aeua (Bu3pacTob aManasoH 0 go < 18 rOAWHH) Clefl NEPOPANHO MPIIOKEHHE Ha
puBapokcabaH, 3aBHCH OT TENECHOTO TErNO M MOXe Ja Objie ONUCaH C anoMeTpHiHa dyHKUMA, CBC
cpenna crofisoct 8 l/yac 3a nuue c tenecHo terno 82,8 kg. CpeaHUTe T€OMETPHYHH CTOHHOCT
MONYXHBOTA HA AMCHO3MLMA (t12), M3UMCIECHH 4pe3 monynaudorHo @K mozennpaHe, HaMm
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HaMaJISBAHETO HA BH3PACTTA M BapHpaT OT 4,2 yaca NpH IOHOIIM 10 NpubIM3UTENHO 3 Jaca Mpu xeua
Ha BB3pacT 2-12 roauHu U ce moHmwxasar a0 1,9 u 1,6 vyaca, ChOTBETHO NpH ACLA HA BB3pacT 0,5< 2
FrOOUHM U MO-MaNKH 0T 0,3 TOOHHM.

CneuvanHy_nonynauydu
Ilon

He ca ycTaHOBEHM KIMHMYHO 3HAYMMH DAaiMKH BbB (apMaKOKMHETHKaTa M ¢apMaKoaMHAMHKATA
MEXAy MALMEHTH OT MBXKH M EHCKH noj. EQuA excnaopaTopeH aHaJiM3 HE NoKaiBa 3HAYMMHU
pa3HYuA B eKCMO3UUMATA Ha puBapokcabaH Mexay JELA OT MBKKH H KCHCKH NOJI.

IHayuenmu 6 cmapuecka sv3pacm

[MalMeHTHTE B CTapuecKa BH3pacT MOKa3BaT M0-BUCOKH IL1a3MEHU KOHLEHTpAlHH B CPaBHCHME C I10-
MIIAOUTe MAuMeHTH cbe cpeauy croliHoctd Ha AUC okono 1,5 mbTH no-BHCOKH, OCHOBHO NMOPaaH
HaManesns (pUBKAcH) 061 ¥ 6B6pedeH KIMPHHC. He ce Hanara KOpeKknus Ha 103aTa.

Paznuunu xame2opuu 8 3a8UCUMOCt Om mez2iomo

[Tpy BB3PACTHH, NPEKOMEPHH OTKJIIOHEHUsA B TENIECHOTO TEIIIO (< 50 kg wm > 120 kg) uMat camo Maiko
BIMAHHE BbLPXY IUIa3MEHHMTE KOHLEHTpalMM Ha puBapokcabaH (Mo-Maako OT 25%). He ce Hanara
KOpeKLIMA Ha J03aTa.

[Tpu neua, puBapokcabaH ce 103Mpa Ha 6a3aTa Ha TEICCHOTO Terno. EAvH eKCriopaTopeH aHAN3 HE
IOKa3Ba 3HAYMMO BJIMAHME HAa NOJHOPMEHOTO TerJio MM 3ATIECTABAHETO BBPXY CKCIIO3HMUMATA Ha
pusapokcadbaH npu gena.

Mexcoyemuuvecku paznuyus

[Tpu BL3PACTHH, HE Ca YCTAHOBEHH KJIMHHYHO 3HAYHMH MEXYETHHUCCKH Pa3iMins NPH MAUHCHTH OT
eBponenaNaTa, adpo-aMEepHKaHCKarTa, IaTHHOAMEPHKAaHCKaTa, AMNOHCKaTa H KHTafcKata Ipynd Mo
OTHOLIEHME Ha (apMaKOKMHETHKATA H (apMakoJHHAMHKATA Ha pUBapokcabaH.

EauH eKCIUIOpaTopeH aHaIW3 He NMOKa3Ba 3HAYUMH MEXKIYCTHHYECKN PAs/IMMHA B CKCTNIO3NIMATA HA
puBapokcalaH MmpyU Jela OT AMOHCKAaTa, KUTaHCKaTa ¥ a3uaTcKkara rpyrH H3BbH Anoxnpa v Kura#l B

cpaBHEHHE ChC ChHOTBETHATa 00I1a MeIHaTPHYHA MOy IaLHs.

YeprodpobHo ygpeoicoane

TMangenTy ¢ WUPO3a U Jieka CTEeneH Ha 4epHoApoOHO yBpexaane (xmac A no Child Pugh) npossasar
caM0 MMHMMANTHM NpOMeHH BbB (apMakokuHeTHKata (cpeaHo 1,2 mbTH MOBHILCHHE Ha AUC Ha
puBapokcabaH), KOETO € MOYTH CPaBHMMO ChC ChOTBETHATA HM KOHTPOJIHA rpyna 3/paBy MHANBAIM.
[Ipu mAUMEHTH ¢ UMpPO3a U YMEPEeHa CTENeH Ha 4epHOIPOOHO yBpeXAaHe (xnac B no Child Pugh),
cpennata AUC Ha puBapokcabaH € 3Ha4WTENHO MOBHUIEHa (2,3 NETH) B CpaBHEHUE CHC 3ApaBH
no6posonuu. AUC Ha HecBbp3aHaTa ¢paxuus ce noBuiIasa 2,6 MBTH. INpu Te3u nauUeHTH UMa M
HamaneHo 6ROpEeYHO eNMMUHMpaHe Ha pusapokcabad, NoAoOHO Ha TOB2 NpPH MALMEHTH € yMEpCHaA
crened Ha 6b6peuHo yppexaaHe. HaMa JaHHH OT MaygMeHTH ¢ TEXKa CTCNCH Ha yepHoLpoOHO
yBPEKIAHE.,

MHXuOHpaHETO Ha aKTUBHOCTTa Ha (axTop Xa MpH MalMeHTH ¢ yMCPEHO 4epHOApPOOHO YBpEKIaHE €
NOBHILIEHO 2,6 ITETH B CPaBHEHHWE CHC 3ApaBh NOGPOBONLM; MPOTPOMONHOBOTO BPEME (PT) cpuio €
yarmkeHo — 2,1 nwTH. Ilaumenture ¢ ymMepeHa CTCNCH Ha yepHOOpOOHO YBpEXKAaHE ca [O-
YyyBCTBHTENTHH KBbM pHBapokcabaH, KOeTO BOAH N0 INO-CTPBMHO PK/PD CBOTHOLUCHHE MEXIY
KOHLEHTpaLUsTa 1 npoTpoMGHUHOBOTO Bpeme (PT). PusapokcabaH € MpOTHBOMOKA3aH MPH NALMCHTH C
qepHOOpoGHO 3abonsBaHe, CBBP3AHO C KOArynomaTHA W KIHHWYHO 3HAYUM PHCK OT KBPBEHE,
BKJTIOUMTENHO MmauneHTH ¢ uuposa ¢ Child Pugh B n C (Bx. Touka 4.3).

JIumncear KIMHUYHY AAHHH NPH Jleta ¢ 4epHOIpOoOHO YBpeXIaHe.

Bvbpeyro yapescoare
[Ipy BB3pacTHM ce HabnlofaBa yBENWHEHHE HA CKCMOIWLMATA Ha pHBapokcabaH YCOpeaHO C
HaManspaHe Ha OpOpevHara QyHKUHA, H3MEPEHA YPe3 KPEATHHNHOBHA KIHPBHC. [Ipy uHAUBUIH C JiE
creneH (kpearMHMHOB KnupbHe 50 - 80 ml/min), ymepeHa CTeneH (xpeaTHHHHOB KAUpBHC 30




ml/min) ¥ TeXKa CTeNeH (KPeaTHHHHOB KNUpPBHC 15 - 29 ml/min) Ha 6K0pedHO yBpeXIaHS IUTA3MEHHUTE
koHueHTpauuu Ha pusapokcaban (AUC) ca ChOTBETHO 1,4, 1,5 u 1,6 NbTH No-BHCOKH. CBOTBETHOTO
3aCHNIBaHE HA PapMakogHHAMHUYHHTE eEKTH € MO-H3Pa3eHo. [Ipu MHOUBHAM C JIeka, YMEPEHA B TEeXKa
crened HA 6EOPEUHO YBpEXKAAHE LANOCTHOTO HHXHOHpaHe Ha aKTHBHOCTTA HA daxrop Xa € CbOTBETHO
1,5, 1,9 1 2,0 nbTH NO-CHJIHO B CPABHEHHE CBC 3paBU 106pOBOIUHM; MPOTPOMOHHOBOTO BPEME (PT)
CHILO € yIBIDKEHO — cboTeeTHO 1,3, 2,2 1 2,4 mbTi. HAMa JaHHA OT NALIMEHTH C KpeaTHHHHOB KIHPBHC
<15 ml/min.

[Mopajs BUCOKATA CTENEH HA CBLP3BAHE C ILIA3MECHUTE MPOTEHHH HE CC 04aKBa puBapokcaban na MOXe
na 6pae OTHENEH Ypes Auann3a.

He ce nmpenopwusa ynorpeba npy MauueHTH ¢ KPEaTHHHHOB KITUPBHC <15 ml/min. PuBapokcabax
Tps6Ba Ja ce H3M0M3Ba BHUMATEIHO NPH NALUMEHTH ¢ KPEATHHHHOB KITHPBHC 15 - 29 ml/min (Bx. Touka
4.4),

JiMOCBaT KIMHHYHM KAHHH NpY jJena Ha | rofuHa Wik No-rojieMH ¢ yMEpeHa Wiy TEKKa CTEMeH Ha
616 peuHo yBpexaaHe (CKOPOCT Ha riomepyiHa Guirpauus < 50 mi/min/1,73 m?).

PdapMaKOKHHETHYHH JaHHU NPH HALHCHTH

[Tpy mauueHTH, MOJy4aBallH puBapokcabaH 3a nedeHHe Ha OCTpa Xbl00Ka BEHO3HA tpoM6bo3a (JIBT)
20 mg exMH BT JHEBHO, CpPEHATA FEOMETPUYIHE KOHLICHTpaUKUA (90% nporHo3eH HHTepsan) 2 - 4 yaca
W OoKkomo 24 uaca ciej MpHeM Ha Jo3a (npHONU3MTENTHO NpeacTaB/ABallM MakCHManHara H
MHHHMATHATE KOHLIEHTPALMHY Npe3 BpeMe Ha J030BHA KHTEPBAN) € CbOTBETHO 215(22-535)u32(6 -
239) meg/l.

IMpu neauaTpuunn nanueHTH ¢ ocThp BTE, noryyapauiy puBapokcabaH MpH 1033, KOPUrUpaHa CTIPpAMO
TeJecHOTO TEerNIo, BoAella OO0 eKCIOo3uLusA, nogodHa Ha TasW MNpH BH3PaCTHH MALHUCHTH ¢ ABT,
nonyuasalmy [HeBHa Jo3a 20 mg eaMH IbT IHEBHO, CpelHara reoMeTpHdHA CTOKHOCT Ha
KoHLeHTpauuuTe (MurepBan 90%), nonyyeHu Npu BPEMEBMTE HHTEPBAIM HA B3EMaHC Ha npobure,
NMpeACTaBNABAIM NPUOMTM3NTENHO MAKCHMANHUTE ¥ MHHMMAITHHTC KOHUCHTpALlkH no BDEME HaA
N030BHA UHTEpBaN, ca 0600menn B Tabnuua 13,

Tatauua 13: O600ieHa cTaTHCTHKA (CpeAHA reoMETPHYHA CTOHHOCT (90% wunTepBan)) Ha
n1a3MeHHTe KOHUEHTPAUNH HA PHBAPOKCAOAH B CTANHOHAPHO ChCTOSHHE (mcg/1) ciopen

pe’KHMA HA 103UPAHE H BL3PACTTA
:

Bpemenn
HHTEPBAJIH
o.d. N 12 - N 6 -
< 18 roaunu < 12 roaHHH
2.5-4 gacal 171 | 241,5 24 | 229,7
cnen, (105-484) (91,5-777)
npuiaraHe
20-24 vacai 151 | 20,6 24 | 15,9
cnen (5,69-66,5) (3,42-45,5)
puiiarate
b.i.d. N 6 - N 2 - 0,5 -
< 12 roARHH < 6 rOAHHH < 2 rOAHHH
2,5-4 yacal 36 | 1454 38 [ 171.8 n.c.
chaen (46,0-343) (70,7-438)
NMpuiaraHe
10-16 uacal 33 | 26,0 37 | 22,2 10,7 (n.c.-
cnen (7,99-94,9) (0,25-127) n.c.)
npwiarase
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t.i.d. 2 - N |Or 0,5- N |Or
< 6 TOAUHH pPaXkaaHeTo - < 2 FONHHH pakIaHeTO <
< 2 rOAHHH 0,5 roguHH
0,5-3 w4aca 164,7 25 1111,2 114,3 12 | 108,0
cnen (108-283) (22,9-320) (22,9-346) (19,2-320)
fipwiaraie
7-8 yaca 33,2 23 | 18,7 21,4 11 | 16,1
cnen (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
npHiaraie
0.d. = el{H BT AHEBHO, b.i.d. = ABa HTH AHEBHO, t.1.d. = TPH NBTH AHEBHO, N.C. = HE € H3THCIICHO (not
calculated)

CTOMHOCTH 101 ROMHATA CPAHHIA HA KOMHUECTBEHO onpenelste (lower limit of quantification, LLOQ)
ca 3aMecteHt ¢ 1/2 LLOQ 3a y3uncneHueTo Ha CTAaTHCTUCTHKATA (LLOQ = 0,5 mcg/l).

Bpr3ka hapMakoKHHeTHKa-(papMakoanHaMHKa

Bpoikara ¢apMakOKHHETHKa-(papMaxoInHaMHUKa (PK/PD) mexny mna3MeHaTa KOHICHTPalMi Ha
puBapokcabaH U HAKOAKO GapMaKoIMHAMUYHH KpaHHH TOUKH (uHxubupane Ha daxrop Xa, PT, aPTT,
Heptest) e npoy4eHa ciel puiaraseé Ha WHPOK AxanasoH OT A03H (5 — 30 mg nsa WBTH Ha JEH).
Bpr3kaTa Mexay KOHUEHTpauusaTa Ha puBapoKkcabas W aKTMBHOCTTAa Ha (hakTop Xa Hali-pobpe ce
onucea ¢ Era MOZen. I10 OTHOIIEHME Ha TPOTPOMOHHOBOTO BpEME (PT) MOOenbT Ha JINHEHHO
npecHyaHe OMHCBA JAHHHTE OOHKHOBEHO no-nobpe. HakloHbT Ha KpHBaT2 Bapupa 3HAYMTENHO B
3aBUCHMMOCT OT PaslINYHHTE H3TION3BaHH 32 IPOTPOMOHHOBO BpeMe (PT) pearertd. [1pu n3non3BaHe HA
Heomnactuy PT m3xomHaTa croifHoct Ha nporpomOuHoBoTo Bpeme (PT) € oxono 13 cexyHnu, a
HAKIIOHBT OKOJO 3 mo 4 cexyHAW/ (100 mcg/l). PesynraTuTe OT aHAIH3a Ha PK/PD ot daza Il u 1Il ca
CXONHY C NAaHHUTE, YCTAHOBEHM NPH 31paBH KHAHWBHAK.

[lepraTpyyya NONMYNALMA
BesonacHOCTTa H ePMKAacHOCTTA NpH TOKa3aHHETO MBPBHYHA npotwriaktuka Ha BTE npu Aeua

FOHOILIM Ha BB3pacT 10 18 roAHHH He ¢a YCTaHOBCHH.
5.3 TpeakAHHHYHH AAHHH 32 6€30MaCHOCT

HekIMHMYHWNTe NAHHM He MOKa3BaT ocobeH pHMCK 3a Xopa Ha Oa3ata Ha KOHBEHIMOHAIHHTC
dbapMakonorudHU WMIMHTBaHWA 3a 0e30MacHOCT, NMpOYYBaHUA 32 TOKCHYHOCT TIPH €IHOKPATHO
NpUI0KEHHE, POTOTOKCHIHOCT, FCHOTOKCHYHOCT, KAHLICPOTCHEH NOTEHIMAT 1 IOBEHWIHA TOKCHYHOCT,
Edextute, HabnoaapaHy MNPU NpOyuBAHWATA 32 TOKCHYHOCT MPH MHOTOKPATHO IPHJIOKEHHE, Ca
CBBP3aHH OCHOBHO ChbC 3aCHjieHaTa papMakogMHAMHA aKTHBHOCT Ha puBapoxcabau. [1py nirexose ca
HaGIIIONABAHH TOBMILLIEHH TUTasMeHH HuBa Ha IgG n IgA npd HHBA Ha CKCMO3HIMA, CHOTBETCTBAILH Ha
KIMHUYHUTE.

[Tpu rbXoBe He ca HabnmonaBaHu eQeKkTH BbPXY MBKKHA HIH KEHCKHUA depTinnTer. M3nuTBanuaTa
FIPH XKMBOTHHM MOKAa3BaT PEMpPOAYKTHBHE TOKCMYHOCT, CBBP3aHa C dapMakoJOTHYHHUA MEXaHU3BbM Ha
aelicTBve Ha pHBapokcabaH (Hanp. xeMoparuitu ycnoxknenua). I1pu nia3MeHd HHBa, ChOTBETCTBALLM
Ha KTHHAYHHTE, ca HabmogapaHu eMmOpHo-QeTalHa TOKCHMHOCT (NOCTHMMNAHTAUNOHHA 3ary0a,
3a6aBEHO/CTUMYJIHPaRO OCH(pHIMpaHe, MHOKECTBEHH 6neqn XenarajiHu INeTHa) U NOBHUICHA YE€CTOTa
Ha Hafi-uecTo cpelaHuTe MaIQOpMALMH, KaKTO H MIALESHTapHH MPOMERH. [Tpy mpe- ¥ NOCTHATAIHO
[poy4BaHe MpH MTbX0BE € HabnonapaHa HaMaleHa BUTAIHOCT Ha MOKOJIEHHETO NMPH A03H, TOKCHYHH
3a XKHBOTHHTE-MaHKH.

PupapoxcalbaH € W3CHeABaH [PH HOBCHWIHH IUTBXOBE IPH NPOABLKUTEIHOCT HA JIEHEHHETO 10 3
Mecelld, ¢ HAuano OT MOCTHATAJIeH JIeH 4, KOeTO MOKa3sa MOBULICHHE Ha NIEPHHHCY1apHa XeMOparus,
KOSTO HE € 3aBUCHMa oT no3aTta. He e HaOmrogaBaHO 10Ka3aTCACTBO 34 criendUyHA TApreTHa opra
TOKCUYHOCT.
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6. OAPMAIEBTHYHHA JAHHH
6.1 Cnucebk HA NOMOLIHHTE BeHIeCTBA

CeanpxaHye Ha Kareysata
Harpues naypuiacyindar
JlakTo3a MOHOXHApAT
MUKpOKpHCTA/IHA LIETYII03a
Kpockapmenosa HaTpH#
Xumnmpomenosa

Maruesues creapar

CuCTHB Ha KaNCyiara
XKenaruH

Kenezen oxcun, %17 (E 172)
¥enezex oxcun, yepseH (E 172)

bano neyaTtHo MacTHIIO

Ulennax

XKenezen okcun, uepeH (E 172)
[Tponunenrnuxon (E 1520)
AMOHSK, KOCHUEHTpHYpaH pasTBop

6.2 HecnrBMecTHMOCTH
HenpunoxuMo
6.3 Cpox Ha roAHOCT

2 rogvHH
ChIBKAHUETO HA KamCynuTe € CTabWnHO BbB BOJA HIH B A0BIKOBO MIOpe A0 4 Jaca.

6.4 ChnenHajlHH YCJOBHA HA ChbXPAHEHHE

To3u nexapcTBEH MPOAYKT HE HIUCKBA CHELMATHH yC/I0BHA HA ChXPAHCHHUC.
6.5 B#au cbhbIbPKAHHE HA ONAKOBKATA

Teupaure Kancynu ce npepnarat B PVC/PVDC/anymunnesy ONHUCTEPH.
Bunone onakoBky: 14, 28, 84 win 98 TBBPIAH KalCYITH.

He BCUUYKH BHOBE ONaKOBKH MoraT 1a ObJaT IIyCHATH Ha Masapa.

6.6 CreuHaJHi NPeaNa3HK MEPKH NPH H3XBbPJIAHE H paboTa

Heu3non3saHuAT JIEKAPCTBEH NPOAYKT HIH OTNAXbYHUTE MaTEPHAIIH OT HETO TpsbBa Aa ce H3XBBPJIAT
B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.
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H3npa3eaHe Ha Kancysara
ChIbPKAHUETO HA KalicyJaTa puBapokcabas MOXe ia e CyCleHANpa B 50 ml Bona ¥ ga ce MpUIoXKaT

ype3 HA30TACTPATHA COHAA WIM CTOMALIHA COHJA 33 XPaHCHE CNEJ NOTBEPAACHUE, HE cOoHlara e
pasmnonoxeHa B croMaxa. Cnen ToBa COHAATA TpsOBa Ja ce MpoMHE ¢ BOAA. ThH Kato abcopOuusra Ha
puBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOK/1aBaHe Ha aKTUBHOTO BELIECTBO, Tpabsa na ce u3bsArsa
PHIOXKEHHE HA puBapokcadaH AUCTAIHO OT CTOMaxa, THI KaTo TOBAa MOKE Oa AOBEAE OO HaMaleHa
aGcopOuus ¥ BbB BPB3Ka C TOBA 10 HAMAJIEHA €KCITO3MLMA Ha aKTHBHOTO BELICCTBO. Cnen npuioxeHHe
Ha CYCMEHAMpPAHOTO CHABPKAHHE Ha KarcCynaTa puBapokcabaH 15 mg, NpHEMBT HA N034TA B TAaKbB
ciryyaii TpabBa BefHara Aa 6b/1€ NOCHEABaH OT CHTEPANHO XPaHEeHE,

7.  TIPUTEXATEJ HA PA3ZPEILIEHHETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA S.A.
ul. Pelpliniska 19,

83-200 Starogard Gdanski,
[Tonma

8. HOMEP(A) HA PAPELIEHHETO 3A YIIOTPEBA

Per., Ne

9. JATA HA ITPBO PAZPEUIABAHE/TIOJHOBABAHE HA PASPEUHIEHHETO 3A
YIIOTPEBA

JlaTa Ha MBPBO paspeLIaBaHe:

10. JATA HA AKTYAJIU3HPAHE HA TEKCTA
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