KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. HUME HA JJEKAPCTBEHUS MTPOAYKT
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Viatrix 20 mg film-coated tablets {foodnaeue Ne o e e

2. KAYECTBEH 4 KOJIMMECTBEH ChCTAB
Besika punmupana Tabaerka cpabpxa 20 mg pusapokcaban (rivaroxaban).

[1oMOIIIHO BELIECTBO € U3BECTHO ACHCTBHE
Besxa ¢unmupata Tabnietka coabpika 56,66 mg nakro3a (KaTo MOHOXHAPAT), BUXKTe TouKa 4.4.

3a MBJIHNSA CIHCHK HE MOMOILIHHTE BELECTRA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®0OPMA
Dunmiipata TabreTka

Kadsapo-uyepsenu, Kpurim, ABOMHOH3MBEKHANMY PHIMHPAHH TabJieTKU ¢ IAAMETHP NIPHOAM3HTETHO
7 mm.

4. KJIMHHUYHH JAHHHU
4.1 TepaneBTHHHH NOKA3ZAHHSA

By3pacmuu

[TpounaxkTHka Ha HHCYAT H CHCTEMHA €MOOJIHA NMPH BB3PACTHH MAIHEHTH C HEKNATTHO NPEJIChPAHO
MBXKIEHE ¢ €MH HIIK NI0BeYe PUCKOBH (PAKTOPH, KaTO 3aCTOHHA CBPACYHA HEAOCTATHUHOCT,
XHINEPTOHUA, BBE3PAcT = 75 roguHH, 3axapeH auader, npeauiecTrall HHCYAT WIH NIPEX0AeH UCXCMUYCH
NPHCTEL,

JleueHue Ha apaGoka BeHo3Ha TpoM6bo3a (JIBT) u 6enonpoten embonnzeM (BE) n mpopuiakTHKa Ha

peunaypyipami BT u BE npH Bb3pacTHU. (Bx. Touka 4.4 32 XeMOJHHAMHUYHO HECTAOMIHH IMALIMEHTH
¢ bE.)

{Iecuampuyna nonyrayus

JleueHne Ha BeHO3eH TpoMboeMGonu3eM (BTE) v npodrnaxkThka Ha peunauer sHa BTE npu neua u
IOHOLIY Ha Bb3pacT no 18 roaunu u ¢ Terno ot 30 kg no 50 kg Hali-MaIko 5 1HH Cnell HAYAHO
MapeHTepalTHO aHTUKOAryJIAHTHO JICYEHHUE,

4.2 Io3MpOBKA H HAMMH HA NPHJIOKCHHE

EOSH POBKA

IIpogpunaxmuxa Ha UHCyaAm U CUCTHEMHA eMOORUA NPU 8LIPACMHY
[1penoppurTensaTa o3a e 20 mg eUH ITbT JHEBHO, KOETO NpE/ICTARIABA H IIPEMOPBYNTETHATA
MaKCHMaIHa J03a.

Jleuenuero ¢ Buarpukc tpsadra aa ce npoab/kaBa B IBATOCPOYEH IL1aH, KOraTo 1o
npodUHIAKTHKATA HA HHCYJIT H CHCTEMHA eMOONHs HA/BHILABA PHCKA OT KbPBEHE (

Ako Obplie NponycHATa HAKOA 1034, NallHeHTsT TPAOBa 1a npremMe BHaTpHKC He3a
cleaABalMs A€H Ja MPOABIXKHU C IPHEMA €IHH bT AHEBHO, ChIVIACHO [IPENOPbKH
NIpHEMa BOHHA 1034 B CHIIHA AEH 34 KOMIICHCHpaHe Ha NporiycHaTaTa 4034,



Heuenue na /[BT, nevenue na bE u npogunaxmuxa na peyuoueupawyu BT u bE npu sv3pacmuy
[lpenopvunTenHara no3a 3a HauaiaHo JiedeHHe Ha octpu JIBT wiu BE e 15 mg aBa nsTH AHEBHO Npe3
ObPBUTE TPH CEIMMLM, MOCNEABaHA OT A03a OoT 20 mg BeAHBXK JHERHO 32 NMPOAB/DKABAIIOTO ICHUEHHE
1 npodunakTuka Ha peunauevpamiu JIBT v BE.

Tpabea na ce HMa NMpeABUA KPaTKOCpOYHa Teparis (Hai-Manko 3 Meceua) npH mauueHTH ¢ JABT unu
bE, npoBokupanH OT rojsieMu NpexozHKH pHCKOBH (PakTopH (T.€. CKOPOLUHA rojisiMa onepanHs WiH
Tpasma). [lo-mpoabmxUTeNHa TepanuaTa TpsIORa Aa ce HMa MPEABK NpH MALHEHTH C NPOBOKUPaHH
JABT unu BE, HecBbp3aHH ¢ TONEMH NpeXOAHH PHCKOBH (akTopH, Henporokupasu JIBT wiu bE 1an
aHamHe3a 3a peuyausupama JHT unu BE.

Koraro e noxa3zana no-npoABLKUTENHa npodunakTHka Ha penrareupaid BT u BE (ciea
3aBLpLIBaHe Ha mone 6-meceuna tepanus 3a JIBT wiu BE), npenoprunrennata no3a e 10 mg BeAnbK
meeBHo. [Ipy nanmedTsH, Npy KOHTO ce cMATa, ye pHCKET oT petausupainy JIBT wnin BE € Bucok,
KaTo Te3H ¢ YCIIOXKHEHH CHITBTCTBAINH 3a00/IIBaHNSA, HIIH KOMTO Ca pa3BHIH peuuanBupaiy BT uin
BE npu no-npoabikuTensa npodriaktika, TpaOBa aa ce MMa npeapu npueM Ha Buatpukc 10 mg
BEeIHBHK ZHEBHO HIIM Ha BHatpHkce 20 mg BEAHBK AHEBHO,

[IpoasmkuTennocrTa Ha TepanusaTa TpaOBa Ja ce ONpeeNd U ao3ara ga ce usbepe HHAWBHIYAIHO
cJiefi BHUMATEJTHa OLIEHKA Ha CHOTHOLIEHMETO MEX/IY [I0J13aTa OT IEUEHHETO U PHCKA OT KbpPBEHE (BK.
TOuKa 4.4).

ITepuon ot Bpeme Cxema Ha NMpMIarase O61ua [AHeBHd 1032 |
Jleuenue u Hen 1-21 15 mg nra nwrei 30 mg
npo¢rIakTHKa Ha JHEBHO
peunauBapany BT u
bE Or JleH 22 HataTbK 20 mg BeaHEXx aHeBHO | 20 mg
[TpodpunakTHka Ha Cnen zapnpuiBane Ha | 10 mg Beannxk aHeBHo | 10 mg
peudaueupaind JABT 4 | Hali-Manko 6-MeceuHa | WM win 20 mg
BE Tepanus 3a JIBT uwmm | 20 mg BeAHBXK JHEBHO
BE

3a ynecHABaHEe MpeMHHABAHETO OT #o3a 15 mg kuM ao3sa 20 mg cnen MeH 21 e Hanuuna 4- ceaMU4Ha

onakoeka BuarpHkc 3a 3anouBaHe Ha sieueHue Ha JIBT/BE.

Axo BbB dazara Ha ieweHue ¢ 15 mg nsa nbTH JHeBHO (AeH | - 21) ce mponycHEe €aHMH IPUEM,

MaUMEHTHT TpAOBa He3a0aBHO Ja npHeMe BuatpHkc, 3a Aa ¢e OCHTypH OOIIO NPHETO KOJTHYECTBO OT

30 mg Buarpukc 3a eann aeH. B nogoGen cnydait Morar ga 6baar npuetH gse TabneTkn ot 15 mg
HaBeAHbK. [laluenTsT TpaOBa na NpoNBIKH peJOBHHUS IpHeM Ha 15 mg aABa METH AHEBHO HA
cliegBaiuysa AeH, KaKTo € NPENnophYaHo.

AKo BBE (ha3aTa Ha JIEYEHHE ¢ €HH NPHEM Ha JE€H Ce MPOMyCHE €HH NMPHEM, NalHeHThT TpadBa
He3abaBHO J1a ipHeMe Buatpuke n Tpabea 1a npoabky PeAOBHHSA NIPHEM BEAHBXK AHCBHO HA
CeBalliMg ICH, KaKTO € npenopruaHo. He Tpsabsa aa ce u3noi3Ba ABoHHA 1032 B pAMKHTE €IHH H
ChillH ICH, 3a J1a ¢& KOMIIEHCHPA NPOITycHaTaTa 03a.

Hevenue na BTE u npoghunaxmura na peyuousu na BTE npu oeya u ronouiu
Jleuenunero ¢ Buarpukc npu el v 10HOIIM Ha Bh3pacT noj 18 roguuu Tpabsa aa 3ano
5 JHH CNeX HavallHO NapeHTEPaIHO AHTHKOAryJIAHTHO JIEYeHHE (BK. TOUKa J.1).

Jlo3aTa 3a nena u WHOIIH ¢e U3YHCIABA Ha 0a3aTa Ha TEJIeCHOTO Tero.
- Tenecuo Terno or 30 no 50 ke:

Npenopb4Ba ¢e €HOKPaTHA AHeBHa A03a 15 mg pueapokcabaH. Tosa € MaKCHMAaH % SO et
- TenecHo Teryo 50 kg wnu noseuye:




penopbYBa ¢ EAHOKpaTHA JHeBHA 103a 20 mg puBapokcaban. Toga ¢ MakcuMasiHara THEBHA 103a.
- 3a NAHMEHTH ¢ TEIECHO Terno no-manko oT 30 kg Biwkre KpaTkaTa XapakTepHCTHKA Ha NPOAYKTa Ha
Buarpskc rpadynu 3a nepopaiHa CYCIEH3HA.

Ternoro Ha gerero TpabBa Aa ce npocieassa M 103aTa [a ce npepasraex/ia pelopHo. Topa e
HeOOXOIHMO, 3a Aa C¢ rapaHTHpPa, Y€ ¢ MOAIbPKa TepaneBTHMHA A03a. Kopekuus Ha Jo3aTa TpAdBa
1a ¢e€ MpaBH ¢aMO Bb3 OCHOBA Ha APOMEHH B TEJIECHOTO TETJIO.

Jeuenurero TpsaORa na 6bae NPOAB/DKEHO 33 Hali-MaIKo 3 MEceLa MpH Aela ¢ IOHOWH. JleyeHHeTo
MOXke J1a Obae yabmkeHo 10 12 Mecela, Koraro € KIMHUYHO HeoOxoaumo. JIuncsar 1aHHM NpH A€LA B
NOJKpena Ha HaMaNisBaHe Ha J03aTa ciej 6-MecedHo JedeHHe, ChOTHOIMEHHEeTO NMON3a-pPUCK Ha
NPOBDKABAHE Ha TepanuaTa ciell 3 Mecena Tpsadsa a Ob/e olgHeHO HA MHOUBHAYaIHa 0a3a, KaTo ¢e
MMa TIPEIBHA PHCKa OT peLaMBHpaIla TpoMOo3a CripaMO NOTEHUMAIHHA PHCK OT KbPBCHE.

AKoO ce NpoNmyCHe €/1MH NPUEM, NPOoITyCcHaTaTa A03a TpAOBa 1a ce B3eMe BE3MOXHO HAaH-CKOpO ciell
KaTo ce 3abeexH mporycka, HO CaMo B ChIIMA IeH. AKO TOBA He € Bb3MOXKHO, TNIalMeHThT TPAOBa Aa
[POIYCHE [103aTa | JIa IPOIBKH CHC CIEBAIIATA 1034, KAKTO € nipeanucaHo. [TaiMeHTsT He TpsOBa
Aa B3€Ma ABE JIO3H, 3a 1a KOMIIEHCHpa NpoMyCcHaTaTa 1034.

Ilpemunaeane om aevenue ¢ anmazorucmu na sumamun K (ABK) xem Buampuxc

- HIpogunakTika Ha HHCYJIT H CHCTEMHA eMOOJTUA:

ABK TpabBa aa ce cnipat ¥ a ce 3anoune AeyeHueTo ¢ BMaTpHKC, korato MexayHapoaHOTO
HopmManuzupaHo eworromenne (International Normalised Ratio, INR) e < 3,0.

- Jleuenue Ha JIBT, BE u npoduiakTika Ha peny/HBY IIPH BhipacTHH U jieueHue Ha BTE H
npodHIAKTHKA Ha peLMBAAH NPH NeAHaTPHYHH MALIHEHTH:

ABK Tps0Ba na ce cripaT H Ja ce 3aMo4yHe JeueHHeTo ¢ Buarpukc, xoraro INR ¢ <2,5.

Hpu npemuHaBane ot neueHne ¢ ABK koM neuenne ¢ Buarpuke croiiHocture Ha INR e 6baat
¢anMeo HOBHICHH ciael npHema Ha Buatpurkce. INR He € BanuaeH napaMeTsp 32 H3MEPBAHE Ha
AHTHKOAryJIaHTHATa AKTUBHOCT Ha BHAaTpuKC U ceIoBaTeNIHO He TPSAOBa Aa ce U3MI0N3Ba (BXK. TO4Ka

4.5).

Hpemunasane om nenenve ¢ Buampuxc xom anmazonucmu na sumamun K (ABK)

HMa BEPOATHOCT aHTHKOAryJjaiuaTa 4a Opae HeaJeKBaTHA B X04a Ha NPeMUHaBaHETO OT JICUCHHE ¢
Buarprke kbM ABK. Tpsabsa 1a ce ocHrypy npoab/DKUTEIIHA a/icKBaTHA aHTHKOAryJaius npy
NpeMHHABAHE KBM aNTEpPHATHBEH aHTHKoaryiaauT. TpabBa na ce orbenexku, ye BuaTpuxkc Moxe aa
o0YCIOBHA NMOBHILIEHH CTOHHOCTH Ha INR.

[Ipy nauueHTH, NpeMUHABAMIH OT JleyeHue ¢ Buatpuke kpM ABK, ABK TpsOBa na ce npHemar
napanenHo Ao gocturade Ha INR > 2.0, Ilpes wepBrTe ABa AHW OT NPEXOAHAA NIEpHOA TpaAbBa aa ce
npuWiara CraHaaprHaTa Havansa noza ABK, ciaen koero nozara Ha ABK TpabBa na e cniopen
pesynratite 3a INR. [Tokato manmeHTure npueMat equoepemento Buatpuke H ABK, INR ne 1pabsa
J1a ce M3cieBa No-paHo ot 24 yaca ciea NpeaxoHara 403a, a caMoO HEMOCPeACTBEHO 1peaH
cneaBamara ao3a Buarpuke. Cnen karo ce npeyctanoBu npHema Ha Buatpuke, INR Moxke aa ce

H3CIIeABA H Pe3yNTATHTE Aa ¢a HAJCXKIHH NoHe 24 vaca cie/l IpHeMa Ha Mmocie/IHaTa 103a (BXK. TOUKH
4.5u3.2).

IlenWaTpHYHH NANHEHTH:

Jenara, xouto npemMuHaBat oT Buarpukc kbM ABK, Tpadra na npoabsmkar aa npremar Buatprke 3a
48 yaca cnen mbpeara n03a ABK. Cnep 2 1HH Ha e THOBpeMCHHO NPUIMKEHHUE TpAOBa /1a ce Hamnpasu
H3CJICABAHE M Ja ce noaydaT pesyiararute 3a INR, npeau cnenpamara no3a BuaTpukce no cxemara.
[TpenioppuBa ce eNHOBPeMEHHOTO IpHnoxeHne Ha Buarpnke 1 ABK na npoawmku, nokaro INR e >
2,0. LlloM karo npueMbT Ha Buatpuke ¢ npeycranoBeH, INR moxe na ce -‘:""_"'"""‘"w; qar
HAJCXKAHH pe3yNTaTi 24 daca ciel rIpyeMa Ha nocjeHarta 1o3a (BX. no-rope
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DPWIOKEHHE Ha NAPEHTEePAIHHA JIEKaPCTBEH MPOAYKT ( HAIP. HUICKOMOJIEKYJIEH XEnapHH) HIH B
MOMEHTA Ha CITHPaHE Ha NPOAB/HKHTENHOTO MPRIOKECHHE HAa NapeHTEPaTHHs JICKapCTBEH NMPOAYKT
(Hanp. HHTPABCHO3EH HedpaKUMOHUPAH XenapHH).

lipemunasane om nevenue ¢ Buampurc koM napenmepanny QumuKoacyaanmy
IIpeycranoeere npHeMa Ha Buatpuke U npunoxere nbpBaTa 03a OT MapeHTEPATHHA AHTHKOArYJIaHT

B MOMCHTA, KOraTo TpﬂﬁBa Aa CC NMIPHUEME CiicABallara 103a BH&TPHKC.

{nennaniy OomyaaiHy

bvbpeuno yepeosicoane

Bupacmuu:

OrpaHM4eHHTE KNHHUYHM IaHHM OT Mal{HEHTH ¢ TEXKKA CTeneH Ha OBOpeuHO YBpexKaHe
(KpeaTHHHHOB KJIHpPBHC 15 - 29 ml/min) nokaspat, 4e niasMeHHTe KOHLEHTPAaluH Ha puBapokcabaH
€a 3HA4YWTEIHO MoBHUIeHH. [10 Ta3u npHunHa BHaTpuKC TpAOBa a ¢e Npuiara BHUMATEIHO IIPH TE3H

nauuenTu. He ce npenopbuBa ynorpebara npu NauMeHTH ¢ KPeaTUHUHOBR KIMPBHC < 15 ml/min (Bx.
Toukn 4.4 n 5.2).

IIpu nauuenTH ¢ ymepena crenen Ha 610peyHo yBpexaane (kpeaTHHHHOB KinpbHC 30 - 49 ml/min)
HJIM € TEXKa CTENEH Ha 6p0pedHoe yBpeXxaaHe (KpeaTHHMHOB KaHpBHE 15 - 29 ml/min) ca BanuaHu
CJIC[IHHTE NPENOPEKH 3a JO3HpaHe:

- 3a IpPOMHJIAKTHKA Ha HHCYJIT H CHCTEMHA eMOO0aHA NMpH NalHEHTH C HEKIANHO NpeACHPIHO
MbIKJIEHE TIPENOPBYUTENTHATA 1034 € 15 mg BeanbK HHEBHO (B, TOUKE 5.2).

- 3a nevenue Ha [IBT, nevenne na BE U npodunaxruka Ha peupaupipaind BT u BE: IlaupenTHTe
TpsiOBa fa OBAAT JleKyBaHHu ¢ 15 mg /Ba MeTH AHEBHO Npe3 mbpBHTE 3 ceaMuLm. Cre TOBa, KOraTo
NpenopBrYUTENHATa No3a ¢ 20 mg eAuH BT JHEBHO, TPAOBA 1a ce OOMHCIIM HAMaJIABaHEe HA 103aTa oT
20 mg BeAHBX THEBHO HA 15 mg eMH BT AHEBHO, KO OLICHEHUAT PHCK OT KbpPBEHE 34 MALMEeHTa
HaaAXBLpIA pucka oT peuuaredpaniy JIBT n BE. ITpenopbkaTa 3a ynorpebara Ha 15 mg ce ocHOBasa
Ha (papMaKOKMHETHYHO MOACIIMPAHE H He € [IPOy4BaHa [IPH T€3H KIMHHYHH YCHOBUA (BXK. TOUKH 4.4,

5.1u5.2).
Korato npenopruHTenHara go3a € 10 mg equn nbT JHEBHO, HE c€ Haslara T4 1a 6bJe KOpHrHpaHa.

He ce Haznara kOpekiug Ha A03ata NPH MalMeHTy ¢ Jieka crerneH Ha OB0peUHO yBpeKIaHe
(kpeaTunrHOB KIupbHC 50 - 80 mi/min) (B, Touka 5.2).

[leguaTpuuna nomynaums:

- eua u 10HOIIIH C 1€Ka cTeneH Ha Ob0peuno yBpexaaHe (CKopocT Ha rmoMepynHa ¢uarpauus 50 -
80 ml/min/1,73 m2): He ce Hanara KOpekIHg Ha 034aT4a, Ha §a3ara Ha IaHHH NPH Bb3PacTHH U
OTI'paHUYCHH JaHHH MNpH ICAHATPHYHH TNALMEHTH {BX. TO4YKa 5.2).

- [lelia ¥ 10HOIM ¢ YMepeHa WIIH TeKKa cTeneH Ha 0sOpedHo yBpexaaHe (CKOpPOCT Ha FIOMEpPYJIHA
dunrpanus < 50 mlmin/1,73 m2): Buatphkc He ¢ce npenopeusa, Thi Karo JHICBAT KIHHKWYHY JAHHH
(Bxk. To4ka 4.4).

Yepnoopobro yepesicoane
BuarpHkc € npoTHBONOKA3aH NPH NALUKUEHTH ¢ 4epHOAPOoOHO 3a00n19BaHe, CBBP3aHO ¢ KOArynonaTus U
KJIMHMYHO 3HAYHM PHCK OT KhPBEHE, BKIIKOUHTEIHO NaldeHTy ¢ uMposa ¢ Child Pugh B u C (Bx.

TOYKM 4.3 1 5.2).

JIMncBar XIHHHYHH AaHHH TIPH Aela ¢ 4epHOApOOHO YBpEXaaHe.

Honynayua ¢ cmapyecka av3pacm
bes xopexkuus Ha n03aTa (BXK. TOYKa 5.2)

Tenecno meano
be3 kopekiys Ha 102aTa NPU BL3PACTHH (BX. TOUKa 5.2)




l'[pH MNEAHATPUYHH IMAaLHCHTH Ho3ara ¢ OIpeaciia Ha OazaTa Ha TeNECHOTO TErno.

o
be3 Kopexuus Ha nosata (BXK. Touka 5.2)

{layuenmu, nooRGIICEHU HA KAPOUOBEPIUO

ITpremM®T Ha BuarpHkc MoXe Aa 3alo4HE WIH Ja NPOABIDKH HPH MALMEHTH, IPH KOWTO MOXE Jia €
HEOOXOAMMO KapIHOBEP3HO.

Iipy xapAHOBEP3MO HACOUBAHO OT TpaHcesodarcanHa exokapauorpagus (TEE) npH maumueHT!H, KOUMTO
He ca OWNU JIEKYBaHH ¢ AaHTUKOAKYJIAHTH, IedueHHeTo ¢ Bruarpukc TpsaOBa na 3anodHe Hai-Manko 4
9aca Ipeid KapAMOBEP3UOTO, 3a /1 Ce rapaHTHPa aJCKBaTHA AHTHKOAryauus (BXxK. ToukH 5.1 v 3.2).
Ilps BCHYKH NAanHEHTH, NPEH KapAHOBEP3HO TpadBa J1a c€ IOTHPCH NOTBBPKACHHUE, Ye NaLMCHTHT
€ npHell Buarpuke, kakto e npeanucano. Ipu B3eMaHe Ha pellIcHHE 32 3all0YBAaHE Ha Tepanus U
OTpeAesIiHE Ha NPOAB/LKHUTEIHOCTTA H, TPAOBa [a ce UMAT NpeIBHT YCTAHOBCHHTE NIPEMOPBKH OT
PBEKOBOACTBATA 33 AaHTHKOATYJIAHTHO JIEYCHHE TIPH NALHEHTH, NOJIOKECHH HA KapAMOBEP3HO.

[layuenmu ¢ HexpanHo npedcvPorE Muicoere, koumo nodnexcam Ha IIKH (nepxymanna koponapra
UHMEPBEHYUA) C NOCINAGRHE HA CIMERM

MMa orpanutieH onMT No OTHOLIEHHE HA HaMaleHa Ao3a 15 mg BeHbK AHeBHO (HWiIH 10 mg Brarpuke
BEJHDBIK AHEBHO 3a MALHEHTH ¢ YMEPEHO TEXKKa CTelNneH Ha Gp0petito yBpexaaHe [KpeaTHHHHOB
KIHPBHC 30 - 49 ml/min]), B AonbnHeHue kbM P2Y 12 unxuburtopa 3a 12 Mecella MaKCUMYM, NIpH
TANHEHTH ¢ HEKNANHO NPeACHPAHO MBXKACHE, KOMTO ce HY X IasT OT NEpOopalHa AHTHKOAry/1aHTHA
Tepanus M ca Ounn monoxeHnu Ha [TKU ¢ mocraBsHe Ha cTeHT (BX. Toukd 4.4 1 J.1),

Hleduampuyna nonviayus :

besonacHocTTa M eprkacHocTTa Ha BHaTpuke mpy neua Ha Bb3pact () 10 < 18 rogMHH He ¢a YCTaHOBEHH
NpH MOKa3aHHETO NMpOodHNAKTHKA HA HHCYJIT H cMcTeMHa eMOONHMA MNpH [ALKMEHTH ¢ HEKIalHo
NpeaCEPAHO MEXAcHe. JIMncBar aanny. Io Tasy nprurHa TOH HE ¢€ MPENOpbYBa 3a ynoTpeda npu felia

noa 18-roaummHa Bb3pact npu Apyru mokaszaHua oceeH neveHue Ha BTE n npodunakTika Ha peuMIHBH
Ha BTE.

HaguH HA NPHIOKEHHE

Bb3pacTHH
BHaTpHKC € 33 nepoparHO APUIIOKEHHE.
TabneTkure TpaOBa na ce mpueMar ¢ XpaHa (BX. Touka 5.2).

Pasmpowasane na mabremxume

IIpu maupeHTH, KOMTO HE MOraT Aa MoriIbiaT TabfaeTKUTe LesH, Taberkata BHaTpuke MOXe nia ce
pa3TPOLLH H CMECH ¢ BOJAA HIH A0BIKOBO MOPE HENOCPENACTBEHO TpeiH yNoTpeda 1 J1a ce IIPUIOKH
nepopanHo. Cney npunarasero Ha pastpouieHn ¢dunMupanu Tabnetku Buatpuke ot 15 mg vam 20 mg
no3ata Tpadsa ga Obae nocieapaHa He3abaBHO OT XpaHeHe.

Pa3tpowmenara tabierka MoXke 1a ce TIPANIAra CbLlo H Ype3 CTOMAIHa COHJIA {BK. TO4KH 5.2 ¥ 6.6).

Adeua H oHomwM ¢ terno 30 kg no 50 kg

BHaTpHKC € 3a nepopaiHO NPHIOKCHHE.

[TauyeHTsT TPaOBA 12 OBZA€ TOCHBETBAH Ja NMonTeina TabneTkara ¢ TeHHOCT. T4 TpadBa CBHIO Aa C€
npueMa ¢ XpaHa (Bx. Touka 5.2). Tabnerkure TpaOBa Aa ce pUEeMaT Npe3 HHTEPBAT NPHOIH3HTE/THO
24 yaca.

B ciryuaii ye naupeHTHT H3MTIOE BEAHATA 103aTAa WIH NORBPHE B paMKuTe Ha 30 MH
APWIOKEHHE Ha Jo03aTa, TpAOBa Aa ¢¢ Aaie HOBa 103a. Ako 006aue MalMEHTLT MOB

MHHYTH CJICH NTPHEMA, J03aTa HE TpﬂﬁBa Ja €€ npuiara ¢cTHOBO H CAgaABalliata 1o
B3CMC 110 CXEMarTa.

Tabnerkarta He TpAOBa Aa ce pa3meisa NMpH OINAT Aa ce HabaBH 4YacT OT J03aTa B

Pasmpowaeane na mabaemrume




[Ipu manueHTH, KOUTO HE MOTAT Jia IOIJIbIIAT TabaeTkuTe ey, TpAdBa Aa ce u3nonssa Bratpukc
I'paHyJH 3a epopajiHa CyCIIeH3H.

AKO nepopanHaTa CyClIeH3Hs He € Ha pPa3nooKeHHE BEHATa, KOTaTO Ca M3MTWCAHM JO3H 15 mg uiu
20 mg puBapokcabaH, Te Morar Ja 6b1aT HabapeHH, KaTo ce pasTpomH tabnetka 15 mg unu 20 mg u
CE CMECH ¢ BOJIA HIIH AOBIKOBO MIOpe HEMOCPEACTBEHO NPENH YNOoTpeba H ce MPHIIOKH MepopaiHo.
PastpouieHara TabneTka MOXe Ja ce MpHiara upes HazoracTpaiHa MM CTOMAalllHA COHJA 32 XpaHeHe
(BK. TOYKH 3.2 H 6.6).

4.3 IIpoTABONOKA3ZAHHA

CBpBXUYYBCTBUTEIHOCT KEM aKTHBHOTO BEIMIECTBO WIH HAKOE OT MOMOIIHHUTE BELLECTBA, H3OPOEHH B
Touka 6.1.

AKTHBHD, KIIHHHYHO 3HG4YHMO KbpPBCHE.

Jle3us unu cbCTOAHHE, aKko Obe CUETEHO, Ye MPEACTABNABA 3HAUUM PHUCK 3a rojisIMO KbpBeHe. Tosa
MOKE J1a BKTIOYBA HACTOALLA MM CKOPOIIIHa raCTPOMHTECTHHANIHA 3B4, HATWYKME HA 3JTOKAYECTBCHH
HEOIIa3MH C BHCOK PHCK 32 KbpBEHE, CKOPOLIHO HapaHABaHE Ha TJAaBHHA HIH rpBOHAYHHA MO3BK,
CKOPOLIHA ONepalHs Ha [MaBHKS MO3bK, rPhOHAUHHS MO3BK WIH O4YMTE, CKOPOLIHa BETPEUCpenHa
X€MOParus, ¥3BECTHY WIH CYCTIEKTHH e30dareanty Bapuliy, apTepORCHOIHH Man(QoOpMalluy, CbA0BU
AHCBPH3MH WIH MONEMH HHTPACIIMHAIHY MW UHTpaLepeOpalHy ChAOBH aHOMAJTHH.

EZHOBPEeMEHHOTO JIe4EHHE ¢ APYTH aHTHKOAIYJIaHTH, Hanp. HedpakuuoHupaH xenapui (HDX),
HHCKOMOJIEKYIHH X€IapHHH (eHOKCaNapyH, AajTENapyH H Ap.), MPOU3BOAHM Ha XeTlapHHa
(boHmanmapuHyKC U Ap.), HEpOpaTHH aHTHKOAry aHTH (Bapdapun, naburarpaH eTeKkcHIar, anukcadan
H Ip.), OCBEH NPH cleUHQHUHN 00CTOSTENCTBA 32 CMAHA Ha JIEYCHHETO ¢ aHTHKOATYJIaHT (BXK. TOYKa
4.2) unu korato HOX ce npunara B 1034, HE0OOXOAHMH 33 NOAABPIKAHETO Ha OTBOPEH LICHTPANCH
B€HO3CH MIIH apTEepHANICH KateThbp (BXK. TOuKa 4.5).

YepaoapobHo 3abongBale, CBBP3aHO ¢ KOAryJI0ONaTHA M KIMHAYHO 3HaYHM PHUCK OT KBPBEHE,
BKJIIOUMTENHO MauMeHTH ¢ 1upo3a ¢ Child Pugh B n C (Bx. Touka 5.2).

BpeMeHHOCT H KbpMEHE (Bx. Touka 4.6).
4.4 CpoenHaJHH npeiynpe:KAeHAS H NPeJNA3HH MEPKH NPH YIOTpeda

HPEHDP'B‘]BEI C€ KJIHHHYHO Haﬁnm,uenne, CHLOTBETCTBALLIO HA NPOBOKIAHATa aHTHKOAryJlauuia B Xo/a
Ha HCHA NICPHOA Ha JICUCHHC,

PHCK OT XeMoparud

KakTo ¥ ¢ Apyrd aBTHKOATYIAHTH, TIAIMEHTHTE, KOWTO MpHeMat Buarpukce, Tpabsa Aa ce HabmoaaBat
BHHMATEJIHO 34 NPU3HALM Ha KepBeHe. [Ipenopbuea ce ynoTpedara ¢ IOBUIIECHO BHHMAHKE NpH
ChLCTOAHHSA ¢ NMOBHINEH PHCK 3a Xemoparua. [Tpunoxkenuero Ha BuaTpHke TpaOBa 1a ce npeycraHoBU
[IPM MOABA HA TEeKKA XeMoparus (BxkK. Touka 4.9).

B KAMHHYHUTE NPOYYBaHMA TMFABHYHO KBPBEHE (T.€. OT HOCA, BEHUHTE, CTOMALITHO-UYPEBHHA TPAKT,
MUKOYHO-NIONIOBHS TPAKT, BKJIFOUHTEIH0 aOHOPMHO BarHHAMTHO HIH YBEJIMUEHO MEHCTPYATHO
KbpBEHE) H aHEMHsI ce HabJIIoAaBaT 1o-4ecTo MPH ABITOCPOYHO JICUeHHe ¢ puBapokcabaH B
cpasHeHue ¢ neueHue ¢ ABK. Tlo Tasu npuuvHa, B AOMBIHEHUE KBM aACKBATHOTO KIMHHATHO
HabmoaeHue, NabopaTopHo H3ceIBaHe Ha XeMOTIOOHMHA/XeMaToOKpUTa 61 Moryio Aa ©
OTKpHBaHE Ha OKYJITHO KbpBEHE H 3a ONpEeAeS/sHE Ha KIHHHYHATA 3HAYHMMOCT Ha fB
NpereHKa Crnope CIyyas.

Hsaxkonko noarpynu NalUeHTH, ONHCaH# I0APOOHO MO-A0ITY, ¢a ¢ MOBHIIIEH PHCK nt
TIAlMEHTH cleBa Aa ObAAT BHUMATENHO HpOCJICIEHH 3a bene3d 1 CHMIITOMH HAa CBR]GH
YCIOXKHSHHA B aHSMHS CJIe] HA9alI0TO Ha Je4YeHHeTo (BXK. To4uka 4.8).




HpH BCAKO HEW3ACHEHO NOHWKABAHE Ha XeMOr1oO0MHa WK KPBbBHOTO HAJIAIaHC TpﬂﬁBa Aa €€ ThpPCH
H3TOYHHK Ha KbpPBCHC.

Benpeku ye nedyeHHeTo ¢ pUBaApPOKCAOaH HE H3HCKBA PYTHHHO NPOCIEAKBAHE Ha CKCHO3HIIMATA,
HHBATa Ha puBapokcadaH, H3MEPEHH ¢ KanTHOpUpaH TECT 34 KOJIAYRCTBEHO OnpeAc/IaHe Ha
aHTH(akTop Xa, Morat aa 6baT NONE3HH B H3BBLHPEAHU CUTYALIMH, KOraTo AAHHMTE 34 €KCMO3HLUHATA
Ha puBapokcabaH MOXE J1a MIOMOTHAT 3a B3eMaHe HAa HHPOPMHPaHH KIMHAYHYA PellCHHs, HAmp.
peao3HpaHe H clielHa xupyprud (Bx. Todka 5.1 u 5.2)

Heouampuuna nonynayun

Mma orpaHuveHH JaHHM TIPH Jie1]a ¢ MO3bYHA BEHO3HA H CHHYCOBA TPOMO03a, KOHTO HMAT HHQEKLHA
Ha LIHC (Bx. Touka 5.1). PuckbT oT kbpBeHe TpaOBa aa ObJe BHUMATENIHO OLICHEH MPE/IH U MO BpeMe
Ha Tepanuara ¢ puBapokcadaH.

brbpeyno yepexaaHe

[1py BB3pacTHY NAMEHTH ¢ TEXKa CTENeH Ha 60peuHo yBpexnaHe (KpeaTHHHHOB KIHPBHC < 30
ml/min) e Bp3MOXKHO IUIa3MEHUTE HUBA Ha prBapokcabaH Aa ObaaT 3HAUHTETHO TOBHLIEHH (CpeiHo
1,6 nkTH), KoeTo MOXke Aa HOBEAE O NOBHILIEH PHCK OT KbpBeHe. BruaTpHukc TpaOBa fa ce npuiara
BHUMATEJIHO TIPH NALHEHTH C KPEATHHMHOB KAHPBHC 15 - 29 ml/min. He ce npenopbusa ynorpedara
IIPH MAUWMEHTH ¢ KPEATUHHHOB KIMPBHS < 15 ml/min (8. Touku 4.2 u 5.2).

Buatpuxc TpaOea fa ce npuiiara BHHMATENHO NPH NalHeHTH ¢ 060peuHo yBpexaaHe, NOTyYaBaii
¢IHOBPEMEHHO APYTH JIeKapCcTBa, KOUTO MOBHINARAT TUIA3MEHHTE KOHLICHTpAHy Ha puBapokcadaH
(BX. TOyKa 4.5).

BuaTpHKc He ce Mpenophysa IpH Jela ¥ KOHOLIM ¢ YMEPeHa WU TexXKa creneH Ha 610peuno
yBpeXKaaHe (CKOpocT Ha rnoMepyiana dunrpauus < S0 ml/min/1,73 m2), Thi KaTo JHNCBAT KIHHAYHHA
JAAHHH.

BsanMoneHcTBHE € APYTH IEKADPCTBEHU NIPOAYKTH

He ce npenopwuBa ynorpedata Ha BuatpHke npy nalMeHTH, KOUTO TIOMY4apaT e AHOBPEMEHHO
CHCTEMHO JISYECHHE C a30JI0BH AHTUMHUKOTHLM (KAaTO KETOKOHA30J1, HTPAKOHA30J1, BOPHKOHA301 M
nocakoHason) uid HIV-nporeaznu MHXHOMTOPH (Hanp. pHTOHaBHUp). Te3H aKTHBHH BELIECTBA Ca
mMolHK yHxHOMTOpK Ha CYP3A4 1 Ha P-gp 4 no Ta3yd npu4YHHa MoraT Aa MOBHIIAT IUIa3MEeHaTa
KOHIIEHTpallug Ha pHBapokcabaH 1O KIHHHYHO 3HAYHMO HHUBO (CpeaHO 2,6 MHTH), KOETO MOXKE Ja
NOBEAE N0 MOBHIIECH PHCK OT KbPREHE, JIMNICBAT KIMHHYHHA JaHHM [IPU ACLIA, [TOTyYaBallli
CHITBTCTBALIO CHCTEMHO NIEYEHHE Che CHITHM HHXHOWTOpH, KakTo Ha CYP 3A4, Taka v Ha P-gp (Bxk.
TO4Ka 4.5).

Heobxomumo e BHUMaHHe MPH MTALKMEHTH, KOWTO €JHOBPEMEHHO ¢a Ha JIeYeHHKe C JTEKapCTBEHH
NPOOYKTH, KOUTO MOBIMABAT XEMOCTA3aTa, KaTO HECTEPOUHH NIPOTHBOBLINANUTEIHH CPEIACTRA
(HCIIBC), anetuncankiiniosa KHCeNnHHa H HHXHOMTOPH Ha TpoMOOLMTHATA arperalHs Hiu
CEJIEKTHBHM MHXHOMTOPH Ha 00paTHOTO 3aXBalllaHe Ha CePOTOHHHA (sclective serotonin reuptake
inhibitors, SSRI) 1 unxuburopn Ha oGpaTHOTO 3aXBalllaHe HA CEPOTOHWHA ¥ HOpENMHHEPPHUHA
{serotonin norepinephrine reuptake inhibitors, SNRI). IIpa nauxesTHTE C pUCK 33 YIHEPO3HO
CTOMAIITHO-4YPERHO 3a00MSIBaHE MOXE /1a Ce TOMHCIIM 3a MOAXORMILO MPOMPHIAKTHYHO JCUEHHE (BXK.
TouKa 4.5).

JpYrH pUckoBH (aKTOPH 332 KbPBEHE
KakTo u ¢ Apyri aHTUTpoMOO3HH CpeacTBa puBapokcalaH He Ce MpenopbYBa [PH NALHeHTH ¢
MOBHIIIEH PHCK OT KbPBEHE, KATO:

*  BPOAEHHU WIH OpHAOOHTH HapyHIeHHs B KPbBOCHCUPBAHETO,

*  HEKOHTPOJIHPAHA TEXKA apTePHAINHA XHUIICPTOHMSA;

*  Jpyro CTOMAalIHO-YpeBHO 3abonssane 6e3 akTHBHO pasda3BABaHe, KOSTO I
JoBeIe 10 YCJIOKHEHNS ¢ KbPBEHE (Hanp. Bb3NANUTENHO 3a00/igBaHe HA
racTpur H racrpo-e3odareanya pedmykcaa 6onect);

*  CBJ0BA PETUHOMNATHS;

¢ OpOHXHMEKTa3HH WIHM aHaMHe3a 3a KbpBeHe B Oenna npoo.




[TauHEeHTH ¢ KIanHHU NPOTE3H

Pusapoxcaban He TpsOBa ga ce M3Mmo3Ra 3a TpoMOonpodiakTHKA NpH MALHEHTH, KOHTO HACKOPO ca
TIpeMMHATH TPAHCKATeThPHA CMAHA Ha aoprHata kiana { TAVR). bezonacHocTra H €pHKaCHOCTTa Ha
BuaTpHkc He ca NPOYUECHHU NPy NALUEHTH ChC CHPACYHO KIANHO MMpOoTe3HpaHe; o Ta3H NpHYnHa,
HAMA NAHHH B MOAKPENa Ha ToBa, ye BHaTpuxc ocUrypsBa afeKBaTHa aHTHKOArynaumua B Tasu
MOMyJlauuA naureHTH. JleueHnero ¢ BUaTpHKC He ce NpenopbyBa NpHU TE3H NALHEHTH.

HanueHTH ¢ aHTHdOCPHONUNUIeH CHHAPOM

JIMpexTHO aeicTBalM nepopaniu aHtHKoaryaanTd (DOACSs), BKIIOUHTENHO puBapoxcadaH, He ce
Npenopb4BaT PY MAMEHTH ¢ aHAMHE3A 33 TpoMD03a, KOUTO ca JHarHOCTHIHPaHH ¢
anTHQocommnuaeH cuuapoM. Ilo-crneHanHo np# TPOMHONO3UTUBHH MAlMEHTH (3a JIyNyceH
aHTHKOATyJIaHT, AHTHKApJHOJIMITHHOBH aHTHTEJIA M aHTUTElIA cpelry OeTa-2-rIuKonpoTeHH 1),
nedeHueto ¢ DOACs Moxe 1a 6B CBBP3aHO ¢ IOBUIIEHA YeCTOTA HA MOBTAPAINM ce TPOMOOTHUHH
CLOMTHA B CPAaBHEHHE C TE€PANHATA C AHTArOHHCT Ha BUTaMuH K.

HaupMeHTH ¢ HEKTIAMHO MpeAchpPIHO MBXJIeHe, kouTo noaiexkar Ha [1IKH ¢ noctapgHe Ha CTEHT
HanH4Hy ca KAMHUYHHE JaHHH, HOJYYEHH OT HHTEPBCHUHOHAIHO MPOYYBaHe, ¢ OCHOBHA [E1

A3cAcABaHe Ha 6€30MaCHOCTTa NPH NALMEATH ¢ HEKIANHO TIPEACHPAHO MBXIEHE, KOHTO ¢a OHITH
noanoxenu Ha ITKH ¢ nocrapsHe Ha creHT. JlaHHHATE 32 €PUKACHOCTTA IIPH Ta3H NONyJalMa ca
orpaHuAueHH (BK. Touku 4.2 1 5.1). Jluncear naHHM 3a TaKHBa MalleHTH ¢ aHaMHe3a 34
MHCYIT/TIpexoaeH ucxemuuen npucrsi (ITUIT).

XeMoaHHAMUYHO HeCTAOMIIHY NaliMeHTH ¢ BE WK NalHenTy, KOHTO ¢€ HYKAadT OT TpoMOOoJIH3a Wi
GeaoapobHa eMOOIEKTOMMA.,

BuaTtpHkc He ce mpenophuBa KaTo aITEPHATHBA HAa HEPPAKIIMOHUPAHHUA XENIapHH MPH NALMEHTH ¢
benoapodeH eMOONH3BM, KOKTO ¢a XeMOJHHAMHYHO HECTaOMIHY HIM HA KOUTO MOXE J1a C€ HallpaBH
TpoMbomnuza wiH GenoapobHa emMOo/IeKTOMES, Thil KaTo 0e30macRoOCTTa M edhHKAcHOCTTa Ha Buarpuke
HE Ca YCTAHOBEHH [P T€3H KIHHHYHH CHUTYallHH.

CnuBaiHa/enyaypalina aHecTe3Ud WiIN ITYHKIHS
Koraro ce u3nonsba HeBpoakCHaNMHa aHeCTe3MA (CIIHHATHA/eNHIYpaNHa aHeCTE3H) HIIH

CTIMHAJTHA/ETTHy PaiHa MyHKLHA, MALHEHTHTE, TPETHPAaH ¢ AHTUTPOMOO3HH CPE/ICTBA 38 NPEBEHLIUA
Ha TPOMOOSMOOITHYHH YCNIOXKHEHHUSA, ca MOLIOKEHUH Ha PUCK OT MOABa Ha SNUAYPAJICH HIH CIIHHAJICH
X€MAaTOM, KOMTO MOXeE a JOBEJE 10 IBATOCPOUHA WK TpaiiHa napanu3a. To3u puck MOXKe Jia ce
NOBKINY OT [NOCTONEPATHBHATA YNIOTPeOa Ha BHBEXKAALL ENUAYPAICH KATEThp WM €THOBPEMEHHATa
ynorpeba Ha NeKapeTBeHH NPoJyKTH, NOBIMSBAIIH XEMOCTa3aTa. PUCKBT MO3Ke Ja ¢€ MOBHLUH CBUIO
TaKa U OT TPaBMaTHUHA MJId MHOTOKPATHA eMH/IypaiHa HiTH cMHATHA NyHKuus. [lauueHtrire tpsabea
4eCTO Aa ObAaT NpoceAgBaHH 3a IPU3HALA M CUMITTOMH Ha HEBPOJIOTHYHO yBpeXaHe (Hamp.
M3TPBIBaHE MITH CNaboCT B KpakaTa, AMCKOMPOPT B 4epBaTa Wid MUKOYHUA Mexyp). AKo Obae
KOHCTATHpaH HeBpoioTHueH NedMLIHT, ca HeOOXOJHUMH CIICIIHO JUarHOCTHLMpaHe 1 JeuerHe. IIpeau
HEBPOAKCHAIHA WHTEPBEHLIMA, JICKApAT TpA0OBa Aa MPEUEHH CHOTHOLIEHHAETO MEXKAY MOTCHIHAIHATA
10/132 H PHCKa DU NAIMEHTH HA aHTHKOATYJIaHTHA Tepallia WiH NMalKeHTH, KOHTO e Obaar
MOIJTOKEHHU HA AHTUKOAryNaHTHA TEpanus, 3a TpoMmOonpodunaktTika. Hama KIMHAYCH ONMUT ¢
ynorpebata Ha 15 mg puBapokcabaH B Te3d CHTYal[HHU.
3a HaMansBaHe Ha MOTEHIHMAJIHAA PHUCK OT KLPBEHE, CBBP3aH0 C §AHOBPEMEHHOTO MIPHIaraHe Ha
puBapokcabaH » HeBpoakcuanHa (enuaypansa /CMHAIHA) aHECTE3UA K CITMHAIHA My HKLHA, TPAOBA
ia ce UMa npeaBuia PapMakoKHHETHUHUA nipodun Ha puBapokcadbad. IlocraBgHeTo HIIH IPEMaxXBaHETO
Ha eNUAYpPaATIEH KATEThP Wiy TyMbaIna ITyHKIMS C& W3BBPIIBA Hali-no0pe, koratg "'":"-'}“* HHS
eQeKT Ha puBapokcadad ce olleHABa KaTO HUCHK. BENpexH TOBa, TOUHOTO Bpehs N
BOCTaTBYHO HHCBK aHTHKOATyJaHTeH e(EeKT 3a BCEKH NALHEHT HE € H3BECTHY/) R
TIPELICHEHO CIIPAMO CIIMIHOCTTA HA AMATHOCTHUIHATA NPOLeaypa. iy 8 =.
3a OTCTpaHABAHETO Ha SR/l PATHHA KATETbP K Bb3 OCHOBA Ha obuyiTe hapiaspl@iiuuy B8 | |
IH %IIHGH'%QJTH

XapaKTePHCTHKH, [IOHE 2X MOJYKHBOTA, T.€. Haii-Manko 18 yaca npu Mnaxs WHSDRCTHEE DAL ;

26 yaca NpH NaUHEHTH B CTAPUECKA BB3PAcT, Tp2OBa Ja ca MMHANK CJIC MOCINIERTQ ﬁpﬁnomeu:& Ha
- o 4 - \;'.“

puBapokcaban (Bx. To4ka 5.2). * Ay



Cnen oTcTpaHsABaHETO HA KaTEeTEpPa, TPAORA 1a U3MHHAT HAH-Manko 6 Yaca npen IprUnoXKeHHE Ha
crie/iBaiara J03a pHBapokcabaH.

IIpu mosiBa Ha TpaBMaTHYHA ITYHKLHA, TIPIIOKEHHETO HA puBapokcabaH TpaOBa na Obe OTIOKEHO C
24 vaca.

JIuncear naHHKM OTHOCHO MOAXOAALIOTO BpeMeE 3a MOCTABAHE HIIH OTCTPAHABAHE HA HEBPOAKCHAJICH
KaTeThp NPH J€1a, A0KATO ca Ha nevcHue ¢ Buarpuke. B TakuBa cy4aH, NpeyCcTaHOBETe
NPUIOXKEHHETO HA PHBapokcabaH M oOMHUcIeTe MPHIIOKEHHE HA KPATKOJACHCTBAL] NApEHTEPalieH
AHTHKOATyJIaHT.

ITpenopekH 3a JO3UPAHETO NMPEH H Clle]] HHBa3WBHU OPOLIEYPU WIH XHPYPrHYHY HHTEPBRECHUHH
AKO ce Hallara APOBEK/aHE HA MHBA3KMBHA MPOLEIYPa WIH XHPYpPridHa HHTEpBEeHLHA, Buatpukc 15

mg TpadBa Aa Obae COpsH [0 BE3MOXKHOCT NOHE 24 yaca NpeIu MHTEPBEHLUMATA U Bb3 OCHOBa Ha
KJIMHHYHATA MPELICHKA Ha JIEKYBaIliMa Jlekap.

AKO IpoueypaTa He MoKe 1a Obae OT/IONeHa, TpAOBa a ce npelieHH NOBHICHHUAT PUCK OT KbPBCHE
CIIPAMO CHOEIIHOCTTA HA HHTEPBEHLIMATA.

ITpueMbT Ha Buarpuke tpsabea aa ce Bb300HOBU BB3IMOXKHO Hali-CKOPO clie/l HHBa3HBHATa npoLeaypa
WM XMPYPTHYHATA HHTEPBEHLINA, aKO KIIMHUYHATA CHTYaLMs NO3BOJIABA H € OCTUIHATA aficKBaTHa
X€MOCTa3a, KaKTO € OMpeIeICHO OT JIeKyBallua jJekap (BX. To4uka 5.2).

[lomyyanug B cTapyecka BL3pacT
C yBenMuaBaHETO Ha Bb3PacTTa MOMKE Ja Ce YBEIHYM PHCKDBT OT XeMoparus (BX. Touka 5.2).

JepMaTONOrHYHH PeaKiiiu

Mo BpeMe Ha MOCTMapKeTHHIOBO HAOMIOeHHE BBB Bph3ka ¢ ynoTpebaTra Ha puBapokcadaH ce
c0011aBa 38 CEPUO3HM KOXKHM PeaKiliH, BKIIKOUATETHO CHHAPOM Ha Stevens-Johnson/TokcH4Ha
enuaepMaina Hekponnsa 1 DRESS cunnpom (Bik. Touka 4.8). Msrnexna, ye nanueHTHTE Ca
U3I0)KEHH Ha Hal-rOJIIM PACK OT T€3H PeakiMH B HAYaloTO Ha TeparyaTa: B NOBEYETO CITy4aHu,
HaYaj0TO Ha peakumsTa ce NPoaBABa Npe3 IMLPBHTE CEAMHKLM OT JieyeHHeTo. Purapokcaban TpsOBa na
Ce MPEYCTAHOBH IPH ITbpBa NOABA HAa TEXKDHK KOXKEH 0OpuB (Hanp. pasnpocrpaHiaBaill ¢e, AHTCH3UBCH
W/WIH CBbp3aH ¢ 00pa3yBaHETO HA MEXYPH) WK APYT NIPH3HAK HA CBPBXYYBCTBHTEIHOCT, CBBP3aH €
JIC3WH Ha JIMTaBMLIATA.

Undopmatius 3a MOMOILIHKTE BELISCTRA

Buarpukc cpabpiKa nakrosa. IlaumMeHTH ¢ pekH HacneACTBEHH NpodIeMH Ha HENIOHOCHMOCT KBbM
rajakTo3a, hJIeH JIaKTa3eH JehHIMT WH [II0K030-TaIaKT03Ha MasiabcopOums He TpadBa Aa npueMar
TOBa NeKapcTrO. ChALpKaHHETO Ha JIaKTO3a TPAORA 1a ¢€ HMa NpeBU NIPH TMAUHEHTH ChC 3aXapeH
auaber.

To3u nexapCTBEH NPOIYKT ¢hABPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €AHHHIIA, T.C.
MOJKE [1d CE€ KaXKe, Ue NMPAaKTHYECKH HE ChIBpKa HATPHIA.

4.5 Biaumogeficreae ¢ APYrH JieKapcTBeHH HPOAYKTH H APYTH (POPMH HA B3aHMOAEHCTBRE

OOXBAaTHT Ha B3aUMOJCHCTBUATA [IPH NEAWATPMYHATA MOMyNalUs He € H3BECTeH. JIoIynocoUeHUuTe
AaHHH 32 B3aBMOJIEHCTBHATA, MIOMYSEHH NMPH BB3PACTHH, U NIpeayTpexkKICHHUATA B Touka 4.4 Tpadea na
C€ HMaT NpPCABUA NPH NeIHATPHYHATA NOIMY AL

HWuxubutopu Ha CYP3A4 u P-gp
EAHOBPEMEHHOTO NPIIOKEHHE Ha puBapokcabaH U ketokoHason (400 mg eMH MbT AHEBHO) WiH
putoHaeup (600 mg nBa MbTH AHEBHO) BOAM 0 2,6 BTH / 2,5 IBETH NMO-BHCOKA cpe,uHa A 4a

puBapokcaban ¥ 1,7 meTn / 1,6 mbTH no-Bucoka cpeana C - ChC 3HAMHTENHO MOBHMATRYS

(papMaKkOAHHEMHYHHTE e(PEKTH, KOETO MOXE J1a N0BEE 10 OBHIIEH PHCK OT
NPUYHHA He CE¢ NpenopbuBa ynoTpedara Ha BHaTpUKC MPH NaUHEHTH, KOUTO I
€ITHOBPEMEHHO CHCTEMHO JI€YEHHKE ¢ a30JI0BM AHTHMHKOTHIIH KaTO KETOKOHA3 14
BOPHKOHA30J1 K NocakoHazon unu ¢ HIV-nporeasnu uuxuOuropu. Teau akTues

uaxubuTopu Ha CYP3 A4 u P-gp (BX. Touka 4.4). \
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OuyakBa c¢ aKTHEHM BELIECTBA, KOWTO CHIIHO HHXUOKpAT caMoO ¢J1MH OT N'bTHUIATa HA €THMHHUPAHE HA
puBapokcabaH uiH CYP3 A4 unu P-gp, 1a noBMIIAT B NO-MAJIKa CTENMeH IUIa3MEHHTE KOHLEHTPaLHH
Ha puBapokcaband. Hanpumep, knaputpomuriud (500 mg aBa ImeTH AHEBHO), KOHTO CC MIpHEMA 33
cwieH uHxubuTop Ha CYP3 A4 u ymepen nHxuburop Ha P-gp, Boau A0 MOBHILABAHE Ha CpeJHATA
AUC na pusapokcaban ¢ 1,5 mptu M Ha C  — ¢ 1,4 nbTH. B3auMOAEHCTBHETO ¢ KIIAPHTPOMHIIHH

max

BEPOATHO HE € KIIMHHYHO 3HAYMMO MPH MOBEYETO MALMEHTH, HO MOXKe [a Ob/1e NOTCHIMAIHO 3HA4YHMO
NpH BHCOKOPHCKOBH NalMEeHTH. (3a manueHTH ¢ 6u0peuHo yBpeskaaHe: Bx. Touka 4.4).

Epurpomunius (500 mg Tpi neTH JHEBHO), KoiTo HHxubupa ymepeHo CYP3A4 u P-gp, oau 10 1,3
TbTH TTOBHIUEHKE Ha cpeaHaTa AUC u C Ha pHBapokcabaH. B3aMMOZSHCTBHETO ¢ EPUTPOMHLINH

ma

BEPOATHO HE € KIMHUMHO 3HAYMMO TP NOBEYETO NALMEHTH, HO MOXeE Ja OBAe NOTCHIHATHO 3HAYHMO
NPH BUCOKOPHUCKOBH IALMEHTH.

[Ipwm nmna c neka creneH Ha OsOpeuHo yBpexnaHe epurpoMuluH (500 mg Tpy IIBTH JHEBHO) BOAM J0
1,8-kpaTHo noBumapane Ha cpeaHata AUC Ha pusapokca®aH U 1,6 msTH noBuuieHne HaC B

max

CpaBHEHHE ¢ MHAMBUIH ¢ HopManHa O6b6peuna ¢pyHkuma. [Ipu nuua ¢ ymepeHa crenen Ha 060peyno
YBPEXKJIAHE EPUTPOMUIIMH € A0Be 10 2,0 mbTH nosumenne Ha cpeanata AUC Ha puBapokcabaH # 1,6

TBTH MOBHIICHHE Ha Cmx B CpaBHEHHE ¢ WHAMBHAM ¢ HOpMaiHa OnOpeuHa (pyHKuusA. EdekrpT Ha

SpUTPOMHLMH € AAMTHBEH KBM TO3M Ha OBOpPEYHOTO YBpEeXKIaHe (BX. Touka 4.4).

®ykonazon (400 mg enH NBT AHEBHO), KOMTO ce cMATa 32 YMepeH uHxubutop Ha CYP3A4, Bosu
10 nosuiaeaxe ¢ 1,4 meTu Ha cpennara AUC Ha pupapoxcabad u 1,3 mbTi Ha cpeanara C .

B3anmoaeHcTBHETO ¢ PIIYKOHA30]1 BEPOATHO HE € KIIHHHYHO 3Ha4MMO HIPH MOBEYETO NAllHEHTH, HO
Moxe Aa ObAe NOTEHLHATHO 3HAYHMO IPH BHCOKOPHUCKOBH MalKeHTH. (3a nauueHTH ¢ 650pevno
yBpEXIaHe: B, Touka 4.4).

Kato ce HMaT npeapu/ OrpaHHYEHHUTE KIIHHWYHH JAHHH ¢ JIPOHEAPOH, €IHOBPEMEHHOTO
NpUNOKEHUE ¢ puBapokcaban TpaOBa na ce H30ATBA.

AHTUKOAryJaHTH
Cnen xOMOMHMpPaHO NMIPHIOKEHHE HA eHoKcanapus (eaHokpaTHa no3a ot 40 mg) u puBapokcabaH

(emnokparna aosza ot 10 mg) e HabnonaeaH aguTHEEH eekT BHPXY aKTUBHOCTTA Ha aHTH(AKTOp Xa,
0e3 HUKaKBH JOILJIHHUTETHH e(PEKTH NO OTHOLIEHHE Ha KoaryiauponHure Tectore (PT, aPTT).
EHOKCanapuH He e NoBnUsN (apMaKOKHHETHKATa Ha pHBapOKcabaH.

[Topaau noBUILIEHHS PHCK OT KbpPBEHE € HEOOXOXMMO BHHMaHHe TIPH MALMEHTH, KOUTO ¢a Ha
€AHOBPEMEHHO JIEYEeHHE ¢ JAPYTy aHTHKOATryJIaHTH (BXK. TOUKH 4.3 1 4.4).

HCIIBC/muxuburopy Ha TpoMOOLIATHATA arperauys
He e HaOmoAaEaHO KIMHUYHO 3HAYHMO YABDKABAHE HA BPEMETO HA KBPBEHE CJIe]l €THOBPEMEHHO
NPUIOKEHHME Ha puBapokcabaH (15 mg) u 500 mg HanpokceH. Berpekd ToBa € Bb3MOXKHO A4 UMA
NalMEeHTH ¢ No~-u3paized GapMaKkoJHHAMHYEH OTTOBOP.

He ca HabmoaaBaHH KITHHHYMHO 3HAYHMH GapMakOKMHETHYHH WK ¢apMaKoJHHAMHYHH
B3aHMOACHCTBHA NIPH € THOBPEMEHHO NPHIIOKEHHe HA puBapokcadbaH u 500 mg aueTHIcaTHIHIOBa
KHCEJIHHA.

Knomugorpen (300 mg navanHa 71034, [focjaeaBana oT 75 mg nojappxaila 403a) HE € roKasai
¢dbapMakOKMHETUYHO B3aHMo/IeiicTBHe ¢ pusapokcabad (15 mg), Ho e HabmogapaHO 3HaYHMO
yIb/DKaBaHE Ha BPEMETO Ha KbPBEHE NP €1Ha TOATPYNa MalHeHTH, KOETO HE € KOPEIMpano ¢
arperauMsTa Ha TpoMbouuTtute, HHBara Ha P-cenexktud unu GPIIb/Illa peuenrropHre,
Heobxoaumo € BHAMaHKe NPy NaLMeHTH, KOUTO eaHOBpeMenHo ca nexysanu ¢ HCIIB
(BKJHOYHUTEIHO AlIETWICATMIIWIOBA KUCEiMHA) W HHXAOUTOPH Ha TpoMbOoLTHATA 25
T€3H JICKAPCTBECHH NMPOAYKTH OOHMKHOBEHO MOBUIIARAT PHCKA OT KbPBEHE (BX. TQH

SSRI/SNRI

Kakro npH Apyrv aHTHKOATYJIaHTHA MOXKE J1a CHIIECTBYBA Bb3MOKHOCT ITALIHEH *r ¥g;¢ oKy
PUCK OT KbpPBEHE B CTy4aii Ha chITbTeTRana ynotpeba cbe SSRI unn SNRI nopdsg epekTa uM BhY

TPpOMOOLIMTHTE, 3a KOWTO ce chobwasa. [Ipu cenbreTBaIa ynorpeda B KTHHAYHN POrpaMa € 3

My
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QHB&[!DKCHﬁHH, BbB ECHYKH I'DYIIH Ha JICHYCHHE CC HaﬁﬂmgaBa YHUCJICHO MO-BHCOKA HECTOTA Ha roJidM
HJIH HCTONAM KIIMHWYHO 3HAYHUM KPHLBOHIJIHE,

Bapdapuu

IIpemuHaBaHeTO OT eueHne ¢ aHTaroHrcTa Ha BuTaMuH K Bapdapus (INR 2,0 ao 3,0) xbM neuenye ¢
puBapokcadan (20 mg) unu ot puBapokcadban (20 mg) kM Baphapus (INR 2,0 no 3,0) nosuimasa
ChOTHOLIEHHETO nipoTpoMOHHOBO Bpeme/INR (HeornacTuH) noeede oT afHTHBHO {BH3MOXKHO € J1a ce
HaGmoaaBaT otaenHu cToiHocT# Ha INR a0 12), aokaro edextute no oTHoweHHe Ha aPTT,
MHXHOMpPaHETO Ha aKTHBHOCTTA Ha pakTop Xa M TIOTEHLHAJIa Ha CHAOICHHMS TPOMOHH Ca aTUTHBHM.
[Ipn xenanue ga ce M3cneaABaT papMakoaHHAMHUHHTE e)eKTH Ha puBapokcabaH B MepHoja Ha
CMsHATa Ha TepalHATa MOTAT Jia C€ M3NON3BaT IOKA3ATENH KaTo akTUBHOCT Ha aHTH-(akrop Xa, PiCT
H Heptest, nonexxe Te3n TecToBe He ¢€ NOBNUABRAT OT BapgdapuH. Ha yeTBBbPTHA IEH CNE] NoC/IeAHaTa
no3a Bapdapun, Bcuuky nokasatend (8xi. PT, aPTT, uHxuOupaHe Ha akTHBHOCTTa Ha aktop Xa u
ETP) orpa3ssar eJMHCTBEHO epekTa Ha puBapokcabaH.

Ilpu ;xenanwve na ce nacnensar papmakoguHaMHYHNTE €EKTH Ha BapdapHH B IIEPHOA HA CMAHA Ha

TEpanuATa MOXe Ja ce U3NoN3Ba niMepraneTo Ha INR npu Cmgh Ha pHBapokcaban (24 yaca ciel

NpeaxoJHHA NpyueM HA pHBapoxcabaH), ThH KaTO TO3M I10Ka3aTel ¢e MOBIHABA B MHHHMAJIHA CTEIIEH
OT pHBApOKCabaH B Ta3H BPEMEBA TOYKA.

He e Habnronasano ¢gapmMakoOKHHETMYHO B3aMMOIEICTRHE MexXy BapdapyH U pHBapOKCcabaH.

Huaykropy Ha CYP3A4
EnHoBpeMeHOTO NPHIOKEHHE Ha pHBapokcabaH H MolHHas uaaykrop Ha CYP3A4 pudaMIIMLUH BOJIH

ao oxono 50% noHmxasane Ha cpeaHara AUC 3a pusapokcadan, ¢ ycnopeiHo HaMaNgBaHE Ha
¢papmakoaHHamuunnTe My edexTH. Eqnospemennara ynorpeba wa pupapokcadaH ¢ Jpyri MOIIHH
UHAYKTOpH Ha CYP3 A4 (Hanp. denuronH, kapbaMaszennH, perobapOuTa Wi XBIT KaHTApHOH
(Hypericum perforatum)) chlIo MOXe na nA0BEIE A0 HAMAICHH IJIa3MEHH KOHLIEHTPALUK Ha
puBapokcadad. 3aTosa Tps0Ba a ce u3b4rea eJHOBPEMEHHOTO NpUNAraHe Ha MOIIHH HHAYKTOPH Ha
CYP3A4, ocBeH ako NALMEHTEHT HE ¢€ Cledd BHUMATENHO 3a Dene3d H CHMNITOMH Ha Tpombo3a.

JpYr¥ CEIETCTRALIM TEpanuy

He ca nabnrosapaHy KIMHHYHO 3HAYMMH (apMaKOKHHETHYHH WIH GapMaKoIHHAMHYHH
B3aHMOJIEHCTBHS NPH e JHOBPEMEHHO NPUIIOKEHHE Ha pHBapokcabaH M mugasonaM (cyberpar Ha
CYP3A4), nurokcun (cyberpar Ha P-gp), atopsacratie (cyoctpar Ha CYP3A4 u P-gp) unu
omenpasoi (MHXHOMTOpP Ha MPOTOHHATa rMoMia). PuBapokcatan HUTO HHXMOMpPA, HHTO HHIYLHPA
HAKOA OT ocHOBHHTEe M3ogopMu Ha CYP, nanpumep CYP3A4.

JlabopaTopHu NMOKA3aTENK
Koarynaumonnure nmapaMerpH (Hanp. PT, aPTT, HepTest) ce nornuasar cnope]l OMaKBaHHATA C OTJIER
Ha MEXAHH3Ma Ha JeiicTBHE Ha pHBapokcabaH (Bx. Touka 3.1).

4.6 DepruanTer, 6peMEeHHOCT H KbPMEHE

bpeMEHHOCT
bezonacHocTTa ¥ eHKacHoCTTa Ha Buatpukc npu GpeMeHHY JKeHH He ca YCTaHOBEHH. [[poyuBaHunsTa
MPH XXUBOTHH TTOKA3BAT PENPONYKTHBHA TOKCHYHOCT {BX. Touka 5.3). Ilopaay noTeHIManHara
pENpOAYKTHBHA TOKCMYHOCT, TIPHCHIIKA PUCK OT KbPBCHE M JAHHHTE, NOKa3Bally, 4e puBapokcadbaH
npeMiHaBa Npe3 IUlaleHTaTa, BHaTpuke € npoTHBONOKAa3aH No BpeMe Ha GpeMEHHOCT (B yxa 4.3).
JKennre ¢ aerepoaeH noreHunan Tpabea Aa u30arear aa 3adpeMeHABaT O BpeMe
pHBapoxcadaH.

KbpMeHe W oRRE
BesonachocTra M edukacHocTTa Ha BHaTpHKC NPy KbPMeIIH JKeHH He ca yCTagbiRHu. Hpoytm

NP XHUBOTHH MOKA3BAT, Y€ pHBapoKcabaH ce cekpeTupa B MaskoTo. I1o Tasu npuuvHa Brarphke
MPOTHBOIIOKA3aH B TIEPHO/a Ha KbpMmeHe (Bik. Touka 4.3). Tpabea aa ce Baeme pellicHHE nanM Aa Cex
NpEeyCTaHOBH KBPMEHETO WK 14 Ce NPEYCTAHOBH/ 1A He CE MPHIIOKH TepanusaTa. 4

;r.,.-;.-‘; -
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DepTHNNTET

He ca npoeexnaHd KOHKPETHH MPOYYBaHHA ¢ pHBapokcabaH nipy Xopa 3a OLIEHKA Ha ePeKTHUTE NO
OTHOWIEHME Ha QepTunnTeTa. Ilpy €110 MpoyyBaHe No OTHOLIEHHE Ha PepTHIATETA NIPH MBXKKH H
»KEHCKH IUIBbXOBE He ¢a HabmoaapaHu edeKTH (BXK. Touka 5.3).

4.7

EdexkTn BEpXY cnoco0uocTTa 32 modupane 7 padoTa ¢ MAINHNH

BuaTpHKC NOB/IHABA B MAJIKa CTEMEH cnocoOHocTTa 3a niogupane u padora ¢ MamunH. Mma
CBODILICHHA 32 HEXKENTAHH PEaKIIiH, KATO CHHKOII (MeCTOTa: HEYECTH ) M 3aMasHOCT (YeCTOTa: YECTH)
(Bk. Touka 4.8). IlaumenTrTe, MPH KOHTO CE Pa3sBHAT TE€3M HEXKE/IAHHM PeaKLHH, He TpaOBa Ja mogpupar

HIH pabOTAT C MAIlIUHH.

4.8 HexeJaHH JEeKaPCTBEHH PeAKNHHE

Pestome ra npoduna Ha 6€300acHOCT

bezonacHocTTa Ha puBapokcabaH e npoyyeHa B TpMHANECET OCHOBHM NpoyuBaHus daza 11

(Bx. Tabnuna 1).

O6u1o 69 608 sb3pacTHY NalMEHTH B JIeBeTHAJECET NPOVYRAHUA

aza [1l v 488 nexunarpuunu

NalMeHTH B B¢ NMpoyyuBanus daza Il ¥ ase npoyuBanus da3a Il ca ¢ excno3unms Ha puBapokcabaH,

Tabarna 1: bpoii npoyyeHn nanmenTH, 00103 JHEBHA 1032 H MAKCHAMAJIHA HPOAL/LKHTETHOCT
YBAHHS NPH B3PACTHA H NEJHATPHYNH NaltHeHTH hasa 111

Ha Ji¢UeHHETO IPH Hpoy

HOBOPOJEHH Ha
TePMHHA U ACLA Ha
Bb3pacT noj 18
FOAMHHU clell
3ar0YBAHE Ha
CTAHJAPTHO
AHTHKOAI'YJIAHTHO
JeUEHME.

Iloxazanne bpoi nanneaTun* O0ma gneBna no3a Maxkcumaiana
NPOAB/HKHTEINOCT
Ha JJeYEeHHETO
[TIpodunaxTuka Ha 6097 10 mg 39 nun
BEHO3€H
TpoMOOEeMOOIU3 LM
(BTE) npu Bp3pacTHH
NaLHEeHTH, MTOAJTOKCHH
Ha IUIaHOBO CTaBHO
NpOTE3NpaHe Ha
Taz00eApeHaTa Wil Ha
KONAHHATA CTaRa
Ipodunakruka Ha 3997 10 mg 39 nuu
BTE npu
HEeXHPYPrU4HH
NaLHEHTH
Jleuenue Ha J[IBT, BE | 6790 Hen 1 -21:30 mg 21 Meceua
1 npounakTuka Ha HeH 22 1 cnen ToBa:
PEUHAHBH 20 mg
Cnen Haii-manko 6
mecena: 10 mg vm 20
mg
Jledenue na BTE u 329 Ho3a, kopHrupaHa 12 meceua
npo¢UiakTHKa Ha cnopea TENeCHOTO
peurausi Ha BTE npu TErJO, 3a IIOCTHIAHE

HA €KCIIO3HULIAA KATO
Ta3H, HabmoXaBaHa
TIpH BB3PACTHH,
nexkysaHnu 3a JIBT ¢ 20
mg puBapokcabaH
€JIiH ITBT JAHEBHO
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IIpodunakThka Ha 7750 20 mg 41 meceua
MHCYJIT H CUCTEMHA
emOo01g npH
NALUMCHTH ¢ HeKJIaINHo
NpeACHPAHO MbKACHE
IIpodunakTrka Ha 10 225 5 mg uin 10 mg 31 mecena
aTepOTPOMOOTHUHH CBHOTBETHO,
cBHLOMTHA NpU PHIO0KEHH
NAUUEHTH clle]] OCTbP enHoppemerHo ¢ ACK,
KOPOHAPEH CUHAPOM wid ¢ ACK niroc
(OKCO) KJIOTIHIOTPEN HIIH
THKJIONUAUH
IIpodunakTuka Ha 18 244 5 mg, NpAIoKeHH 47 mecelia
aTepoOTPOMOOTHYHH egHoBpeMeHHO ¢ ACK
CBHOHTUA NpU unu 10 mg
nauueHTH ¢ KAB/IIAD CAMOCTOSI TCIIHO

*TlaumenTn, XOUTO ca OMIIM EKCNIOHUPAHH Ha NMOHE e/iHa J03a puBapokcadbaH

Hafi-yecTo chofinaraHnTe HeXeNnaHH peakiiyy IIPH MALMEHTH, KOUTO NOTyvaBaT puBapokcadan, ca
Ounu xemoparun (Tabnuuia 2) (Bx. cbio Touka 4.4 v ,,Onmucanie Ha H30paHH HEXKETIAHH PEaKLHuH
no-noiy). Haii-uyecto choblliaBanuTe XeMoparuu ca enucrakcuc (4,5%) 4 KEpBeHe B CTOMAIIHO-
4YpeBHUA TPAKT (3,8%).

Tabauna 2: Yecrora Ha ¢cLOATHATA HA KhpBeHEe* H AHeMHA NPH NANHEHTH ¢ €KCHO3HIHA HA

pHBapokcabaH B 3aBLPIIH/INTE NPOYIBAHHN NIPH Bb3PACTHH H NeAHATPHYRHE NAUHEHTH ¢a3a
11

IHoxkaszanne

BeakaksB THN KBDBeHe AReMHA

[Tpopunaxruka Ha BTE npu
BB3PACTHH [{ALIHCHTH,
NONI0KEHH Ha THTAHORO
CTaBHO OPOTE3UPAHEC HA
Ta300epeHaTa By Ha
KOJISIHHATA CTaBa

6,8% oT nanueRTHTC 5,9% OT NalHEHTHUTE

[Ipodunakruka va BTE mpu
HEXUPYPrHYHH MALMCHTH

12,6% oT nalueHTUTE 2,1% or manueHTUTe

JleueHue na JIBT, BE u 23% OT nanMeHTHTE

npodunakTHKa Ha pELHAHBH

1,6% OT maiHeHTHTE

Jleuenue Ha BTE H
NpOPUAAKTHKA HA PELIHIHBH
Ha BTE npu noBopoaeHu na
TEPMHHA H Jela Ha BB3pacT
nod 18 roguuu cnex sanoypaHe
Ha CTAHJapTHO
AHTHKOAryJIaHTHO JICYCHHUE.

4,6% OT NAalMEHTUTE

39,5% or ralMeHTuTe

[TpodunaxTrka HA HHCYJIT H 28 na 100 nauueHTOroauHU
CHCTeMHA eMOONHA NIpH
NaUUEHTH ¢ HEKIAMHO

NpPeICHPIHO MbKIECHE
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Ipodunakmka Ha 22 Ha 100 naijueHTOroiMHU 1,4 Ha 100 nauMEHTOrOAKHU
aTepoTpOMOOTUUHN CEONTHS
npH nauHeHTH ciaea OKC

[TpodunakTika Ha 6,7 #a 100 nayHeHTOroaHHN 0,15 12 100
aTepoTpoMOOTHUHH CHOMTHA NALMEHTOrOAMHHA * *
npH naumuenTu ¢ KAB/I1AB

* Bcnuku cuOMTHS Ha KbPBEHE OT BCUYKH NIPOYYBAHUSA C pUBapokcadaH ca ceOpaHu, JOKIaBaHV U
OLICHEHH.

** B npoyupanero COMPASS ce HaOmonaga HHCKa 4e€CTOTa Ha aHEMHA, Thil KaToO € NpHIOXKEH
CEJIEKTHBEH MOAXON 32 ChOupaHe Ha HeKeTaHW CLOUTHA.

{CnUcHK Ha HexXeNaHUTE peakuHH B Tabayven B

YecTOTHTE Ha HEKETIAHWTE peaKilui, CBbp3aHd ¢ BUaTpHKe, Ipy BB3PacTHH H NeIHATPHYHH
naryeHT! ca 06061wenH B Tabnuna 3 no-aomy no cucremo-opraniu kinacose (mo MedDRA) 1 no
4yeCcToTa.

B 3aBHCHMOCT OT 4eCTOTaTa T C€ ONMPEAENIAT KaTo:

MHoro yectu (= 1/10)

yecTH { = 1/100 po < 1/10)

HeuecT# (> 1/1000 oo < 1/100)

penkH (= 1/10 000 xo < 1 /1000)

MHoTO peakH (< 1/10 000)

C HeH3BeCTHA YeCTOTa (OT HaIMUHHUTE JTaHHH He MoKe Ja O'b/ie HanpaBeHa OLIEHKa)

Tabimna 3: BcHYKH HeXKeNaHH peaKlHM, CLOOEHH NP BL3PACTHA NAUHEHTH B KTHHHYHH
npoyuBanis ¢asa I nium npx nocrMapxkeTHArosa ynorpeba* n B Ase npoyusanns ¢pasza Il n
ABe Npoyysarud ¢asa Il npu neguaTpUYIHH TaNHEHTH

YecTH Heuecrrn Peaxu Muoro peakn C HensBecTHa
JeCcTOTA

Hapymenns Ha KPbBT2 H JIHMpHATA CHCTEMA

AHeMBd (BKJ. TpoMbonurosa
CBOTBETHH (BKJT.
1a00paTopHH [IOBHLIABAHE Ha
napaMeTpH) Opos Ha
’I]JOMGO[IHTHTe)A’
TPOMOOUUTOTICHH

s
HapynieHus Ha IMyHHATa CHCTEMA

AJlepruyHa AHaQHIaKTHIHH
peakums, peaKiliH,
aJepruyeH BKJIIOYHATETHO
AEPMATHT, aHa(pHIAKTHUEH
AHTHOESAEM H 0K

ajleprudeH OToK

HapyLueHusi Ha HEPBHATA CUCTEMA

3aMadgHOCT, MossueH u

raasobonme BLTpEUCpEneH
KPHLBOMAJIHB,
CHHKOII

HapymeHHsi Ha 04YHTE
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OueH
KPBbBOH3/IUB
(BKII.
KOHIOHKTHRAJIE
H KPbBOUTHR)

CBpAcyHH HapyIeHHs

Taxukapnus

CpaoBH HapyICHAA

XHIIOTOHMNS,
XEMAaTOM

PecnupaTOpHH, IPBAHH H MEAMACTHHAIHH HAPYLUCHHS

Enucraxkcuc, Eo3sunodunna
XeMOIITH3a TTHEBMOHHS

CToMalllHO-YpeBHH HAPYLICHHA

KbpBeHe OT Cyxora B ycTara
BEHIIHTE, KbPBECHE
OT CTOMAIIHO-
UpEeBHHUSA TPAKT
(BKJI. pEKTAJIHO
KbPBEHE),
CTOMAIIHO-
YPEBHH H
abJIOMUHANHH
BonxH,

JIUCTICTICHUS,

A
rajieHe, 3anek ,

Auapus,
A
MOBPBHIAHE

XenaToOHIHapHH HAPYIICHWUA

[MoBHiIaBaHE HA Yeproapobuo KeareHuua,
TPAHCAMHHA3HTE | YBPEXKIAHE, NTOBHINIABAHE Ha
NIOBHILIEH KOHIOTUpaHHA
OunupyOHH, OMnHpyOHH (C
MOBHILIEHA HIH 6e3
alKanHa CHABTCTBALLO
¢ocdaraza B [TOBHIIIABaHE Ha
KPbBTaA, ALT),
nosuinieHa GGTA | xonecra3a,
XEMmaTHT
(BKJIIOYMTEHO
XenaToLenylapHO
YBPEXKAHE)
HapymeHnns Ha KOKATA M HOJKO0KHATA TbKaH
Copbex {(BKN. Yprukapus CuHapOoM Ha
HEUYECTH ClIy4au Stevens-
Ha Johnson/Tokcuu
reHepalIm3upaH a eMHAEepMaITH
cbpOex), 0Opus, HEKPOJTH3a,
EKXHMO3H, KOXKHH DRESS cunpap
H MOAKOMHH
KPBbBOH3NUBH
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HﬂpyI.[IBHPUl Ha MYCKYJIHO-CKENeTHaTa CHCTEMA U CHhCAUHHTEIIHATE ThKaH

bornka B XeMapTposa KphBousnus B KoMmapTMeHT
KpaﬁHHuHTeA MYCKyJI CHHIPOM B
pe3yaTaT Ha
KbpPBEHE

Hapymenns Ha 650peuyTe H NBKOUYHKTE MHTUINA
Kbpsehe ot brOpeuHa
YPOTreHUTAIHHUS HEJAOCTATBYHOCT
TPAKT (BKJL. /
XeMaTypHua H ocTpa OBOpeuHa
MeﬂopamﬂB), HEeJOCTATBYHOCT
6B0peuHo B pe3yJITaT Ha
YRpEeXIaHe (BKII. KbPBEHE,
[MOBHUIHCHHC HA AOCTaTk4YHA Ja
HUBOTO Ha npear3BUKa
KPEaTHHHHA B xunonepdysu,
KPBHBTa, HeponaTus,
NOBUHIEHUE HA CBBp3aHa C
HHBOTO Ha ypesTa aHTHKOaryJiaHTH
B KpBBTa)
O61m nHapyiuieHus U epeKTH Ha MACTOTO Ha NMPHIOKEHHE
[Toeumena Hepasnonoxenue | JlokanuszupaH
TeMHepaTypaA, (BKII. DTOKA
nepudepen oToK, NPUIIOIIABAHE)
TIOHIOKEHA 00111
CUiia u
€HEPTHYHOCT
(BKJI. yMOpa H
acTenus )
H3cnenranns

[loBumeH LDHA,

[OBHINIEHA

nunaaah,

MOBHIIEHA

ammazaA

HapﬂlﬂlBaHHﬂ, DTPaBﬂHlIH H YCJI0KHCHHAH, BL3IHHKHAJIH B
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* [IpniioskeH e npeaBapUTENHO OIpeelieH CEIEKTHREH MOAX0 3a CEOHpaHe Ha HEXKETaHH CHOHTHS.
TBH KaTO YecToTaTa Ha HEXEJIAHHTE peaKilHH He € YBEIHYCHA H He € YCTAHOBEHA HOBA HEXEaHa
peakling, JaHHKTe oT NpoyysaHeTo COMPASS He ca BKIIOUYEHH npy H3YHMCIIABAHE HA YECTOTATA B
Ta3H TabJIHIA.

OnucanKe Ha n30paHK HEXKEJIAHHW PEAKLIHU

[Hopanu dapmakosiornyHHa My MEXaHH3bM Ha AelicTBHe, ynoTpebara Ha BuaTpuke Moxe Aa Onae
CBBP3aHAa ¢ NOBHIIEH PHCK 3a OKYJITHO HJIH SIBHO KEPBEHE OT BCAKA THKAH HJIA Opra, KoeTo 61 Moro
Ja AOBEAE 10 NOCTXeMOoparviyHa anemus. [IpysHanuTe, CAMIITOMMTE ¥ TEXKECTTA (BKITIOYHTESTHO
(haTaneH U3Xon) me 3aBHCAT OT JIOKANHM3ALKAITA M CTENICHTa WIH 00eMa Ha KbpBeHETO W/IWIH
aHeMHuATa. (BXK. Touka 4.9 , Jloseaenue npn kbpeene™). B ximH1YHHTE 1poy4YBaHHUS JTAFABHYHO
KbPBEHE (T.€. OT HOCa, BEHLIUTE, CTOMAIIHO-YPEBHHS TPAKT, ITMKQYO-TIOJIOBHA TPAKT, BKIIOYHTEIHO
aOHOPMHO BarHHAJTHO WJIH YBETHYCHO MEHCTPYAIHO KbPBEHE) W aHEMHS ce HaONMAaBaT no-4ecTo
[p# ABATOCPOYHO JICUCHHE ¢ puBapokcabad B cpasHenue ¢ jedenne ¢ ABK. Ilo Ta3u npuyuHa, B
AOITbJIHEHHE KBbM 8A€KBAaTHOTO KJIMHHYRO HaOr0/1eH|e, 1abopaTopHO H3CIeABaHE Ha
xeMornobuHa/xeMaToKpuTa 6U MOTTIO a OBe OT 0J13a 32 OTKPHBAHE Ha OKYJITHO KbPBEHE U 34
onpeJeNsHe Ha KIHHHYHATA 3HAYHMOCT HA SBHO KEPBEHE, IO NPELIEHKA CTIopell chy4as. Bb3MOXKHO €
PHCKBT OT KbpBeHE Aa ObJe NOBULIEH NPH ONPEICTICHH IPYIiH NIALMEeHTH, HaNp. NaluKHeHTyH ¢
HEKOHTPONHpPaHa TeXXKa apTepHallHa XMIEPTOHUA W/HIU Ha CBIILTCTRALLA TepanHi, KOATO NOBJIUABA
XeMOCTa3aTa (BXK. Touka 4.4 ,,Pruck ot xemoparua“). Be3aMOKHO € MEHCTPYA/IHOTO KbPBEHE Ja € 110-
CHIHO WHIIH NO-NIPOXB/DKHATENTHO. XeMOparHuHUTE YCIIOKHEHHUS MOTAT Ja ¢e NPOsSBAT KaTo ¢nabocT,
ONeIHOCT, 3aMAasHOCT, rMaBobOIHe HNM HEOOACHHMH OTOLM, ZHCHHES M HeOOACHHM oK. KaTto
PE3YATAT OT AHEMHKATA B HAKOM CTyYay ca HabmoJaaBaHH CHMIITOMH Ha ChPACUHA HCXEMHA, KaTO
OOMKa B Ibp/IMTE WM CTeHOKAPIUA.

HmMa crobienns 3a M3BECTHH YCIIOXKHEHHS B PE3YJITAT HA TE€KKO KbPBEHE, KATO KOMIMApTMEHT
CHHAPOM K OhOpeuHa HeAOCTaTBYHOCT B pe3y/ITaT Ha xunonepdysus npu u3non3saHe Ha Buatpukc.
[To Ta3u npuyuMHA BEpPOSTHOCTTA OT KbpBeHE TPAORA Aa ce UMa NpeABK NPH NPELIEHKATa Ha
CBCTOSHHETO HA BCEKU NALHEHT, KOWTO € NOJICKEH Ha AHTHUKOATYTAHTHO JICYSHHE.

IleAaTpHYHA NOMYNalis

OueHkaTa Ha 6e30NacHOCTTA NPH A€La ¥ IOHOUIH ¢ 0a3upaHa Ha JaHHUTE OTHOCHO D€30TIIaCHOCTTA OT
IBE€ OTKPHTH aKTUBHO KOHTPOJIMpaHH npoy4eanus ¢aza Il u eano - ¢gasa Il npu neauarpryany
MALMEHTH OT paskaaHeTo A0 Bh3pacT nof 1 8 rogusan. OTKPUTUHATA, CBbP3aHH ¢ DE30TIACHOCTTA, B
MOBEYETO CITy4aH ca NoaoOHU Mexay puBapokcabad ¥ KOMIIApaTopa IpH pa3IMuHHTE NeIHaTPUYHH
BB3pacToBH rpynH. O6mme npodunsT Ha 6e30nacHOCT NpH 412-Te fena v FOHOIIH, ICKYBaHH C
pHBapokcadaH, e foaoOeH Ha TO3H, HaOJIIO/IAaBaH NIPU BB3pacTHATA MOMYJIALMA U CEEMECTHM IIPH
Bb3pacTOBHTE NOATPYIIH, BHIIPEKH Y€ OLICHKATA € OTPAaHHYCHA OT MaJIKkg Opo#l MalHeHTH.

[Ipy nequarpyuHHTE NALMEHTH, TNaroboIKHe (MHOIO YecTH, 16,7%), NoBuUIlicHA TEMIIEpaTypa (MHOTO
gectH, 11,7%), enucrakcne (MHOro yectH, 11,2%), noepoliane (Muoro uecty, 10,7%), Taxuxkapaus
(uecTH, 1,5%), nosumasane Ha OWHpyOuHa (ectH, 1,5%) ¥ NoBHIIEH KOHIOrHpaH OHIIHPYOHH
(HeuecTH, 0,7%) ca croOIaBaHU NIO-YECTO B CPABHEHME C Bb3pacTHUTE. CHBMECTHMA ¢ Bb3pacTHaTa
nomynalua MeHoparua € HabmonapaHa npH 6,6% (4eCTH) OT IOHOLIMTE OT XKEHCKH MOJ1 ClIeq MeHapXe.
TpomOoLmTONEeHKATa, KaKTO € HabNioapaHO MO BpeMe Ha MOCTMAPKETHHIOBHS OITHT NIPH
Bb3pacTHATa NOMynauus, € yecta (4,6%) Npu neHaTpUYHHTE KIHHHYHA poy4YsaHud. Hexenanure
NEeKapCTBEHH peaKLUH NIPH NEIUATPUYHHUTE NMALUEHTH €A [IPEIAMHO JIEKH 10 YMEPEHH 10 TEXKECT.

Cr0o01IaRase Ha NOA03HMPAHN HEXENIAHW PEAKLIHH
Cpobi1iaBaHeTO Ha MOAO3HPaHH HEXelaHH pPeaKlHy Clie/ paspeinasaHe 3a ynorpeda Ha JIEKapCTBeHHS
NMPOAYKT € BXXHO. T0Ba NO3BOJIARA /1A MPOAB/DKHA HAOIKOJEHHETO HA CHOTHOILECHHETQ
NIEKApCTBEHHA MPOAYKT. OT MEIHUMHCKUTE CIIEIHAIMCTH C¢ H3HCKBa Ja choOma
MOJI03MPaHa HEXKENIaHa peaKins Ha:
H3anbnHUTEIHA areHLMA MO IEKapcTBara,
yn. ,.Jdamsan I'pyer”Ne 8,

1303 Codus,

Ten.: 02 8903417,

yebcaiT: www.bda.bg
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4.9 IIpeao3npane

[Ipyu Bb3pacTHH, HMa CHOOLIECHHA 3a peKH clyyaHd Ha npeao3upaHe 5o 1960 mg. B cny4ah Ha
Npexo3upaHe, MalHeHTsT TpgOBa Aa Obae HabMoOAaBaH BHUMATENHO 3@ YCIOKHEHHS, CBBP3aHM C
KbPBEHE, WIH APYT# HEXKEIAHH peakuH (BXK. Touka ,.IlopeneHne npy kepreHe™). Mma orpaHHUYeHH
HaJIUYMHH AaHHY 0pH Jena. [lopaau orpanryeHaTa abcopOIns ce owaksa eexT Ha JHMHATHPAHO
HacHllaHe Oe3 JOMBIHMUTEIIHO NOBUIIABAHE HA CPeiHaTa IUIa3MeHa eKCIO3HLUA ITPH
cynpaTtepaneBTHUHH 1034 pUBapokcabad oT 50 mg WiH No-BUCOKH MPH BL3PACTHH, 00aue NMOCBaT
AAHHM MpPM CYNpaTEPANICBTHUHH I03H MPH JIETa.

ComecTryBa crieliMduyueH aHTaroHuCT (aHaekcader anda) 3a oOprmane Ha papmMakoJHHAMHUUHHA
edexT Ha puBapoKcabaH Npy BB3paCcTHH, HO HE € YCTAHOBEHO TIPH Jiena (BXK. KpaTkara
XapaKTepPUCTHKA HA MPOIYKTa, ChAbPIKALL aHJIeKCaHeT anda).

B cnyyan Ha npeno3upaHe Ha puBapokcabaH MOXKe J1a ce HMa NPeABK/ H3MOJI3BAHETO Ha aKTHBEH
B'BIJIEH 3a HAMAJISBaHe Ha abcopbunsTa.

[loresienue npH KbEpBEHE

AKO NpPH NaUMEHT HA JIEUEHHE ¢ PUBapoKcadaH ce pa3BHE CBBP3aHO C KbPBEHE YCIOXKHEHHE,
ClleBallMAT PHEM Ha pHBapokcabad Tpadpa 21a ce OTI0KH MU JIeueHHETO TpADBa J1a Ce TIPEeKpaTH,
aKko ¢ HeoOxoaHMo. PusapokcabaH MMa noay»KMBOT OT OKOJIO S 10 13 yaca npu BE3pacTHU.
[1oyXKMBOTBHT TIPH A€II4, H3UMCIIEH C H3IIO3BAHE HA MOMYJIALMOHHH ¢apMakokuHeTHYHH (DK)
NOOXOIH 3a MOZEIUPAHE, € N0-KpaTeK (BXK. Touka 5.2). [loreaeHnero Tpadea na e
WHAHBHAYATHZHPAHO B 3ABHCHMOCT OT TEXKECTTA H JIOKAJTH3aUMATA HA KpbBousnuea. Moxke zia ce
H3TION3BA MOAXOAILO CHMITTOMATHYHO JIeYeHHe, KaTo Halp. MEXaHWYHA KOMIIpecHs (Hamp. npu
TEXBK SMUCTAKCUC), XUPYPruiHa XeMOocTasa ¢ NMpoLeaypH 3a yCTAHOBABAHE HA KOHTPOJ Hall
KBPBEHETO, 3aMECTBAHE HA 00eMa U MEPKHM 33 NOAAbPKAHE HA XeMOAUHAMHKATA, IIpeJIHBAHE HA
KPbBHH NPOAYKTH (EPHTPOLIMTEH KOHIIEHTPAT WIH NPACHO 3aMpa3€Ha Iu1a3Ma B 3aBHCHMOCT OT
acouMMpanara AHEMMA WIH KOaryJonaTii ) Wil TpOMOOLIHTH.

AKO KbpPBEHETO He MOKe 1a ObJIe OBIAITHO C FOPENOCOUYEHHTE MEPKH, TpAOBa Aa ce 00Ch1u
MpHITaraHeTO WIH HA creliiGHYHO HEYTPAIH3HPALIO CPEACTRO 32 MHXHOHTOP Ha dakTop Xa
(ampexcanet anga), KOeTo aHTaroHH3upa hapMakoJHHaMKI4HIS edeKT Ha puBapokcabaH, Wi Ha
crneLM$UIHO MPOKOAryJIaHTHO HEYTPATIM3UPALIC CPEACTBO, KaTO KOHLIEHTPAT Ha TpOTPOMOHRHOBUS
koMiuieke (PCC), akTHBHpaH KOHUECHTPAT Ha NpoTpoMOHHOBHA KoMmItieke (APCC) unu
pekomOunanTeH ¢akrop Vlla (r-FVIla). KeM MoMeHTa 00aue KIIMHRUYHUAT OTIHT OT NPUIAraHeTO Ha
T€3H JICKapCTBEHH NPOAYKTH [IPH BB3PACTHH M JIeLia, MOTYYaBallH puBapokcadaH, € MHOTO
orpanHuen. [Ipenopbkata ce 0OCHOBaBa M HA OrPaHMYEHH HEKJIHHMYHH JaHHH. Moxe na ce oOMHucIH
[MOBTOPHOTO NMpHJIaraHe Ha pekoMOHHaHTeH (hakTop Vila v go3ara rpabea 1a ce THTpHpa B
3aBUCHMOCT OT HAMATABAHETO HA KbpBEHETO. B 3aBHCHMOCT OT BB3MOXKHOCTTA Ha MACTO, B CJIy4ad Ha
MAaCHBHO KBpBEHE, TPAOBA Ja ce OOMHCIM KOHCYNTAHA ChC CHELMATIMCT 110 KOaryJalHOHHH
HapYILUCHHA {BX. TOUKa J.1).

He ce ovaksa npoTaMHH cyadar ¥ BUTAMUR K a NOBAHABAT aHTHKOAryJIaHTHATa AKTHBHOCT Ha
puBapokcaban. ONUTHT ¢ TPAHEKCAMOBA KHCE/IMHA € OFPaHUYEH M JIMIICBA TAKbB ¢ aMHHOKANpPOHOBA
KHCE/THHA M anpOTHHHH MPH Bb3PaCcTHH, NOJyYaBanid pusapokcaban. Hama onur ot yrnorpebara Ha
Te3W CPe/ICTRA NPH eLa, Noyuapainy puBapokcabad. Hama HHTO HayuHM 10KA3aTENCTBA 3a
6s1aronpUATHO MOBJIHABAHE, HUTO OITUT OT H3NOJI3BAHETO HA CUCTEMHHA XEMOCTATHK AE3MOIPECHH
NpH NaUKEHTH, NOTy4yaBaliy puBapokcaban. [Topaau BHCOKaTa CTENEH Ha CREP3BaHe ¢ MIa3MEeHUTE
NMPOTEHHH HE ce OMaKBa puBapokcabaH aa Moxe Aa Obie OTACNEH Ype3 AWATH3A.

5. ®APMAKOJOI'MYHH CBOMCTBA
5.1 ®dapMakoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHUHA rpyna; AHTHTPOMOO3HH CPEJICTRA, IMPEKTHH HHXHOHTOPH
ATC koa: BO1AF01

MexaHHu3bM Ha AeHCTBHE

19



PuBapoxcabaH € BUCOKOCENEKTHBEH JUPEKTEH HHXHOUTOP Ha (akTop Xa ¢ nepopaiHa OHOHATHYHOCT.
HuxunbupaHero Ha Qakrop Xa npexbcBa BETPEINHHMA M BBHIIIEH [THT HAa KoaryjalHOHHATa Kackaja,
KOETO MHXHOHUpa KakTo ¢opmupadeTo HA TpOMOHH, Taka U ob6pa3yBaHeTo Ha TpoMOH. PuBapokcabaH
He ¥HXxubupa TpoMOUHa (akTHEHpPaH dakrop II) v He ca HabnawnapaHu e(eKTH BBPXY TPOMOOLIUTHTE.

dapMakoAHHAMHYHY edeKTH

IIpu xopa ¢ HabmonaBaHo 3aBUCHMO OT Jo3aTa HHxHOHpaHe Ha daxrop Xa. IIpoTpoMOHHOBOTO BpeMe
(PT) ce nosnusaBa 10303aBUCHMO OT puBapokcabaH B TACHA Bph3Ka ¢ M1a3MEHHTE KOHLUEHTPAUHH
(r=0,98), axo 3a Tecta ce uzmonzea Heornacrun. Jpyru peareHTH OMxa famy apyry pe3yNTaTH.
Orunranero Ha PT tpatea na crapa B cekynmn, noneske INR e xannGpHpaHo 4 BATMAKPAHO 32
KyMapHHOBU IIPOJYKTH H HE MOXKeE Jia CE NpIIara 3a Apyr'd aHTHKOAryJIaHTH.

ITpu nauuenTy, nony4dasain puapokcaGan 3a neuenme Ha JIBT u BE u npogunakTika Ha peLuansmy,
nepcentimte 5/95 3a PT (Heomnactun) 2 - 4 yaca cnen nprHema Ha Tabaerkara (T.€. KbM MOMCHTA Ha
MaKCHMarneH edekrT) 3a 15 mg puapokcabaH Jipa TETH JHEBHO €2 B rpaHHIMTe OT 17 80 32 CeKyHIH,
a 3a 20 mg pupapokcaban BeAHBX AHEBHO OT 15 10 30 cexynau. ITo BpeMe Ha Hali-HHMCKaTa
KOHUCHTpauus (8 - 16 yaca cnen npHeMa Ha tabneTkara) nepceHTWIMTE 5/95 3a 15 mg iBa NBTH
AHEBHO ¢a B rpaHuLNTE OT 14 0o 24 cexynau, a 3a 20 mg Begusx aquerHo (18 - 30 yaca cnen npueMa
Ha Tabnerkara) ot 13 no 20 cekyHaH.

ITpHu nanHeHTHTE ¢ HEKNATTHO NPEICHPAHO MBIKACHE, MONyYaBallii pUBapokcadaH 3a NpoPHIaKTHKA
Ha MHCYAT ¥ CucTeMHA emOoud, nepceHTaute 5/95 3a PT (HeomnactuH) 1 - 4 waca cnex npuema Ha
TabneTkara (T.e. 10 BPEMETO HAa MAKCHMAJIHHA e(eKT) NIPH NAlHEHTHTE, IEKyBaHM ¢ 20 mg eJUH IbT
JIHEBHO, BapHpart OT 14 no 40 cexyHIU U NpH NAIMEHTH C YMEPEHA CTENEH Ha OBOpeuHO yBpexKIaHe,
JICKYBaHH ¢ 15 mg enMH mbT AHEBHO, OT 10 10 50 cexynau. Ilo BpemMe Ha Hal-HHUCKaTa KOHLUEHTpaliHA
(16 — 36 uaca cnen npHema Ha TabneTkara) nepceHTWINTE $/95 Npu MaLKeHTUTe, NeKyBanu ¢ 20 mg
€AHH MBbT JHEBHO, Ca B rpaHHUMTE OT 12 10 26 cekyHaM, a npy NaLHEHTHTE C yMEPEHa CTCNCH Ha
OBOpeuHo yBpexaane, nekysan ¢ 15 mg e NbT AHEBHO, OT 12 10 26 ceKynaw.

B K1HHHKO-apMaKOIOrHYHO NpoyyBaHe Ha o0 paTHMHUTE NPOMEHH BBR PapMaKOIHHAMHMKATA Ha
pHBapokcabaH Ipy 34paBH BE3pacTHH A00poBoiiH (n=22), e oLieHIBaH €(eKThT Ha eAHHHYHH Q03K
(50 IU/kg) Ha nBa pa3siTUYHH TUNA KOHLEHTpAT Ha npoTpoMbuHosus xoMiuieke (PCC), 3-dakropen
KOHLEHTPAT Ha npoTpomOunoBus koMmiekc (dakropu II, IX u X) u 4-pakTopeH KOHNEHTPAT Ha
npoTpoMOuaoBHs KoMmuieke (daxropn I, VII, IX u X). 3-dakropHHsAT KOHUEHTpAT Ha
NPOTPOMOHHOBHSA KOMILIEKC € MOHWXXHWIL CPEIHHTE CTOWHOCTH Ha MPOTPOMOHHOBOTO BpEME Ha
Heomnactun ¢ npubdamsurento 1,0 cexyHna B pamMkuTe Ha 30 MUHYTH, B CPABHEHHE C TIOHH)KaBaHEe OT
NpuOIM3ATENHO 3,5 CeKyHIH HabNIOAaBaHo ¢ 4-(hakTOPHHA KOHLIEHTPAT Ha NpOTpOMOKMHOBUA
KOMILIEKC. 3a CpaBHEHNe, 3-paKTOPHHAT KOHLIEHTPAT Ha NPOTPOMOHHOBHS KOMIUIEKC € HMar Tio-
roIAM U 1o-6Bp3 o0 eekT BEPXY 0OpaTHMHTE NPOMEHH B €HAOT€HHOTO 06pasysaHe Ha TPOMOUH OT
4-(akTOpHHA KOHLUEHTPAT Ha HPOTPOMOHHOBHA KOMIUIEKC (B3K. TouKa 4.9).

AKTHBUpaHOTO napluHanHo rpombormnactuaoso BpeMe (aPTT) u HepTest cblno ca yABDKEHH B
3aBUCHUMOCT OT J03aTd, HO U3MON3BAHETO MM 324 OlIeHKAa Ha (apMaKoAMHaAMHYHAS e(PEKT Ha
pHBapokcabaH He ce npenopbuea. Hama nHeobGxoauMocT oT HabmoaeHHE HA KoarylalHOHHTE
napaMeTpH o BpeME Ha NIEYEeHHUETO ¢ puBapokcabaH B KIMHHYHATA NIPAKTHKa. BENpekH TOBa, KO ¢
KIIHHWYHO MOKa3aHo, HHBATa Ha pHBapokcabaH Morar aa Obaat H3MepBaHy ¢ KATHOpHpaHH
KOJIHYECTBEHH TECTOBE 3a aHTHdhAaKTOp Xa (BXK. Touka 5.2).

leavwatpuuHa nonyiaaims

Ananw3rt Ha PT (pearenr - neonnactun), aPTT n anT-Xa (¢ xanuOpHpaH KOMUYECTBEH TECT)
MOKA3Ba TACHA BPH3KA ¢ IUIA3MEHNTE KOHLEHTPAllMH NIPY Aela. BpbikaTa MEXay aHTH-Xa u
ITA3MEHKUTE KOHLIEHTPALMH € JIMHEHHA ¢ HaKIOH OnK30 10 1. Morar Aa Bb3HUKHAT HHIHBHIYAIE

HEChOTBETCTBHA C MO-BMCOKH HIM M0-HHCKH aHTH-Xa CTOHHOCTH, B CPABHEHHE ChC CHOJPk ?10 ~.
N1a3MEHH KoHLEHTpalUuK. HaMa HeobxogumMocT oT HaO/IIOeHKe Ha KOAryTalHOHHHARS |. . '
BPeM¢ Ha KIHHHYHO JleyeHue ¢ puBapokcabaH. Bee nak, ako ¢ KIMHHYHO MOKA3aHO JAQH "HE Ji 33
Ha pyBapokcabaH Morar na 6baaT H3MEPBAHH ¢ KATHOPHPAHH KOJIIMYECTBEHH TeCT(peida aiay :!!3 ‘_‘_- %
-+

Xa B meg/l (k. Tabnuua 13 B Touka 5.2 33 AManazoHuTe Ha HAOMOAABAHUTE U1a3MeR “s'-.,fi',
e

KOHIIEHTPALIMH HA pUBapokcadaH npu aela). JJonHaTta rpaHyia Ha KOJIHYECTBEHHTS |=-. R 5

TpabBa fa ce HMa NpPeABrI, KOTATO C€ M3NO/I3Ba aHTH-Xa TECTHT 34 KOTHYECTBEHO ONY &mnﬂﬂe Eﬂ ~ ~$‘

[U1a3MeHHTe KOHLEHTPALMH Ha PHBapokcaGan npH sietia. He e ycTanoBen npar 3a eukacHGET, W&s“’
C'I:GHTHH CBBbp3aHu ¢ He30nacHOCTTA. ="
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KiyanuHa edukacnocT U 6e30macHoCT

Ipogunakmuxa na uHCyaIm u cucmemMHda emboaus nPU NAYUEHNY C HEKAANHO NPEOCLPOHO MbICOEHE
KnrHn4naTa nporpama ¢ puBapokcadbaH e TuiaHHpaHa © LeJl Aa AEMOHCTpUpa e(PUKACHOCTTa Ha
puBapokcabaHd 3a npodunakTHka Ha HHCYJIT ¥ CHCTEMHA eMOONHS NPH NALWEHTH ¢ HEKJIAMHO

MPEACHPAHO MBXKJIEHE.

I1pu ocHOBHOTO nBOKHO Cidnio npoyyBaHe ROCKET AF 14 264 nanuentu ca pasnpeeieHd Aa
MoJTy4YaBar Wik pusapokcaban 20 mg BeaHmK AHeBHO (15 mg BeAHBXK AHEBHO IPH NALMEHTH ¢
KpeaTHHHHOB KIHpbHC 30 - 49 ml/min) wix Baphapun ¢ TuTpHpaHe Ha ao3ata jo INR 2,5
{TepaneBTyny rpaHuim 2,0 go 3,0). MeauaHHaTa NpOABIDKHATETHOCT HA TIPOBEACHOTO IeUeHUe € 19
Mecela, a 001aTa NpoaALDKHTENHOCT € 710 41 Mecela.
34,9% OT nauueHTHTE Ca IEKYBaHH C aleTHICAIHIMIIORA kucenwHa U 11,4% ca nekypaunu ¢ knac I11
AHTHAPUTMHYHO CPEACTBO, BRIKOYHTENHO aMHOIAPOH.

PupapokcadaH e ¢ He no-Maika epeKTHBHOCT OT Bap(dapuH 3a IbPBHYHATA CHCTABHA KpaHHa TOYKA 33
HHCYNT # cHCTemeH emOonuzsM H3ebH LIHC. B nonmynaiisra no fipoTOKOi Ha JIeUeHHe HHCYIIT WK
cucreMHa emboua ce Habmoaaear npu 188 naitenTu Ha pupapokcadan (1,71% na roguHa) 1 npu
241 Ha BapdapuH (2,16% Ha roquna) (KP 0,79; T 95%, 0,66 - 0,96; P<0,001 3a He rmo-maika
e(EeKTHBHOCT). OT BCHMKHM PaHAOMHU3UPAHH [IALMEHTH, KOMTO ca aHalH3Mpasy no ITT, nbpBHYHH
cbONTHA ce pa3BuBaT mpu 269 Ha pusapokcabat (2,12% na roguna) u 306 Ha BapdaphH (2,42% Ha
roauHa) (KP 0,88; 95% JIH, 0,74 - 1,03; P<0,001 3a ue no-manka epexrusaoct; P=0,117 3a
NPpeRB3XOACTBO). PeayaTaTHTe 3a BropHYHMTE KpaiiHA TOYKH, KAKTO Ca M3CJICABAHH B HepapXH4cH
nopaaek B ITT ananusa, ca nokasaHu Ha Tabnuia 4.
Cpen nalMeHTHTE B rpynaTa Ha BapdapuH INR croiiHocTUTE ca B rpaHHLIMTE Ha TEPANCBTHYHHNA
auanasoH (2,0 no 3,0) cpeano 55% ot Bpemero (MeanaHa 58%, HHTEpKBapTIIEH Auanasol 43 oo 71).
E¢exTsT Ha puBapokcabaH He ce pa3Myaka Ha HHBO LeHTpaiHo T1R (Bpeme B Taprered INK
ananasol 2,0 - 3,0) npu kBapTinuTe ¢ eaHaksB pazMep (P=0,74 3a B3auMoneiiciBHe). B Hal-ropHus
KBApTHI MO oTHOIIeHKHe Ha uenThpa KoeduumentsT Ha Puck (KP) 3a puBapokcaban cripamo
BapdapuH € 0,74 (95% JiH, 0,49 - 1,12).

YecToTaTa Ha OCHOBHUTE pe3ysTaTH 3a 0e30MacHOCT (FO/IEeMH H HEFOIEMH KIIMHUYHO 3Ha4YHMH

KPBLBOM3JIUBH) ca MORO0OHM 3a ABeTe TepaneBTHYHH rpynH (Bxx. Tabnuua 5).

Tabanua 4: Pesyaratu 3a epukacunoct ot ¢paza Il ROCKET AF

IlpoyuBana ITT anann3 HA edHKACHOCTTA NPHA NAHEHTH ¢ HEKIANMBO
HONYNALMA NpeACHLPAHO MBK/IEHE
TepanesTnuna n0o3a | Pupapoxcaban 20 mg | Bapdapun marpupan | KP (95% /IH) p-

eann msT AHeBHO (15 | 70 INR 2,5 ¢TOHHOCT, TECT 32

g BeAHLXK NHeBHO (TepaneBTHYHH npeBh3X0ACTBO

HpH HARHCHTH C rpanuanu 2,0 o 3,0)

YMeEpPEeHA CTeNeH Ha

0n0peuno YecToTa Ha

YEpexaaHe) chonTHETO (100

YecToTa HA HaANHMEeHTO-TOARHH)

cuOrTHEeTO (100

NANHEHTO-TOAHHH)
HHcynT ¥ cHcTeMHa 269 (2,12) 306 0,88 (0,74 - 1,03)
emOonus m3ppu 1LTHC (2,42) 0,117
Hncynr, cucremMua 572 (4,51) 609 94 L% =)
emOomuna u3pbH LIHC (4,81) S/ .
M CbAOBA CMDBPT 3 o
WHCYIIT, cCHcTeMHa 659 (5.24) 709 BN KL R
embonua u3sbH 1THC, (5,65) 0,158\ . -, &L
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CHIOBA CMBPT H

HH(}ApKT Ha MHOKapia

Uucynr 253 (1,99) 281 0,90 (0,76 - 1,07)

(2,22) 0,221

CucreMHa eM6oaud 20 (0,16) 27 0,74 (0,42 - 1,32)

m3BeH [ THC (0,21) 0,308

Hudapxr Ha muokapaa | 130 142 0,91 (0,72 - 1,16)
(1,02) (1,11) 0,464

Tabauua S: PesyaraTu 3a Oezonacuoct or ¢aza IIf ROCKET AF

ITpoyuBaHa
nonyJJanus

HanHeATH ¢ HEKJIANMHO NPeAChPIHO MBAICHE

TepanerTH4IHA K032

PaBapoxcaban 20 mg
eAHH nbT AHEBHO (15
Ing BeJANLK JHEBHO
NpH NANAEHTH ¢
yMepena cTefieH Ha
0nOpeuno
YBpeXKIaHe)

YecroTa Ha
crouTHETO (100
NANMEHTO-TOJHHH)

BapdapuH THTpHpaH
go INR 2,5
(TepaneBTHYHH
rpanans 2,0 xo 3,0)
YecTOTa Ha
cnouTHeTO (100
NANHEHTO-TOHHM)

KP (95% /IN) p-
CTOHHOCT

I oneMu B HerojieMHu
KIHHAYHO 3HAYHMH

1 475 (14,91)

1 449 (14,52)

1,03 (0,96 - 1,11)
0,442

WY NOBEYE €IHHHIIH
EPUTPOLIATH HJTH LAJla
KpbR*

KPBbBOH3JIHEH

[onemu KpeBoM3NUBH | 395 (3,60) 386 (3,45) 1,04 (0,90 - 1,20)
0,576

CMmbpT B pesyataT Ha | 27 (0,24) 55 (0,48) 0,50 (0,31 - 0,79)

KbpBeHe* 0,003

KbpBene ot kputuden | 91 (0,82) 133 (1,18) 0,69 (0,33 -0,91)

opran* 0,007

UuTpakpanuanen 55 (0,49) 84 (0,74) 0,67 (0,47 - 0,93)

KpPBBOH3NHB* (0,019

Crian Ha 305 (2,77) 254 (2,26) 1,22 (1,03 - 1,44)

XeMornotuHa* 0,019

Kprsonpenusane va 2 | 183 (1,65) 149 (1,32) 1,25 (1,01 - 1,55)

0,044

Heronemu knuanuno
3HAYMMH KPLBOH3JIABH

1185 (11,30)

1151 (11,37)

CMBpTHOCT 110
BCAKAKBH MPHYHHH

208 (1,87)

250 (2,21)
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a) [lonmynaimis, M3MHTBaHA 1O OTHOLIECHHE Ha 6e30MacHOCT, HA JICYEHHE
* HOMHHAIHO 3HAYHMH

B nonbanenne KbM npoyusadero ¢asa Il ROCKET AF, e nposeaeHo NPOCTIEKTHEHO,
[IOCTMAPKETHHIOBO, HEMHTEPBEHLIMAHAIIHO, OTBOPEHO KOXOPTHO Npoy4BaHe ¢ eqHO paMo (XANTUS)
C OCHOBEH H3X0Jl, BKIIOYBaUl TpoMOOeMOOIHYHHE CLOHTHA H MOfIAMO KpbBEHE. 6 785 malHeHTa ¢
HeKJIalHO NpeAChPIHO MbXJeHe ca OWIM BKIIIOYEHH 3a MPOPHIAKTHKA HA HHCYNT H €éMOOJTHS H3BBH
neHTpannara HepeHa cucreMa (LITHC) npu peannn yenosus. Cpenaure pesynarary Ha CHADS2 v
HAS-BLED ca 6uns 2,0 npu XANTUS, B cpaBHeHue cbe cpeanute pesynaratd Ha CHADS2 u HAS-
BLED ot 3,5 u 2,8 cvotBetHo npu ROCKET AF. I'onaMo kpsBere e Habmoaapano npu 2,1 ciayyas 3a
100 nauuenro-rogunn. Crobuiasa ce 3a daranen kpbpon3nue nipu 0,2 ciyyas 3a 100 naunenro-
roJVHH U BhTpedepeneH KpeBou3nus npu 0,4 cuyvas 3a 100 nauueHTo-roausn. Hucynt unu embosma
m3ebH L{HC ca pervcrpupann npu 0,8 ciyyas 3a 100 naiueHTo-roiMHH.

Te3n HaOmoAeHHS B pEaiHH YCIOBHS ¢a B ChOTBETCTBHE C YCTAHOBEHHA Npodun Ha 0€30MacHOCT NpH
TOBA TI0KA3aHHUE.

[laryeHTH, NOANOKEHH HA KAPJAHOBEP3HO
[1poCneKTHBHO, PAHAOMH3HPAHO, OTBOPEHO, MHOTOLEHTPOBO, EKCILIOPATOPHO HPOYUBAHE ChC

34CIeNIeHa OLleHKa Ha KpaiHaTta Touka (X-VERT) € npoeeaeno npu 1 504 nmauneHTH (HeneKyBaHH
jlocera ¢ nepopajiHi aHTHKOAryJIaHTH M JIEKYBaHH MPeJBapUTEIHO) ¢ HEKITANHO NMPeACHPAHO
MB)KIEHE TUIAHHPAHO 34 KapAHOBEP3HO, 34 A Ce HANpaBH CPaBHERHE MEXKTY pUBapoKcabaH H
anarrrupana no3a ABK (pangoMusnpano 2:1), 3a IpeBeHIHS Ha CHPACYHO-CHIOBHA CHOHTHS.
M3non3sanu ca cTpaTeruu ¢ noMolnTa Ha Hacousade upez TEE (1-5 aHu npenpapyTeHO TEYEHHUE)
WJI KOHBEHI[HOHATHO KapJHOBEP3H0 (Haif-MalKo TPpH CEIMHIIM PeIBapUTEIIHO IeYECHHE ).
[ILpBHYHHTE pe3yNTaTH 33 ePHKACHOCT (BCUMKH HHCYJITH, IIPEXOIHA HCXEMHUUHA aTdKa, CHCTCMHA
embonus Hecsbpsad ¢ IIHC, undapkr Ha muokapaa (M) 1 ceproedHo-cbIOBa CMBPT) €a C€ MMOABHIIN
npu 5 (0,5%) nanMenTd B rpynara Ha puBapokcaban (n=978) u 5 (1,0%) naunenTa B rpynara Ha ABK
(n=492; RR 0,50; 95% CI 0,15-1,73; mogudunuupana ITT-nomynauus). OCHOBHMST pe3yNTaT 32
Oe30macHOCT (MACHBHO KbpBeHE) ce ¢ noasun npu 6 (0,6%) u 4 (0,8%) nauveHTH B rpynuTe Ha
puBapokcaban (n=988) u ABK (n=499) cworBerno, (RR 0,76; 95% CI 0,21-2,67; 6e30macHa
nonynauus). ToBa eKCIUIOpaTOPHO MPOYYBAHE € NOKA3aJI0 CPaBHUMA e()UKACHOCT U Oe30IMacHOCT
MEKIY TPYNHTE Ha JicyeHHe ¢ puBapokcadad U ABK B ycnoBusaTa Ha KapIHOBEP3HO.

IlanyeHTH ¢ HEKIAMHO NPEIChPAHO MBbXKAEHE, kouTo nomanexar Ha [IKH ¢ nocTasaHe Ha CTeHT
W3pbplieHo e pasJOMH3HpaHO, OTKPHTO, MHoroLeHTpoBo npoyysane (PIONEER AF-PCI) ¢ 2 124

NALMEHTH ¢ HEKIAITHO NPEACHEPAHO MbKAEHE, KouTo ca 6unu nopnoxkernd Ha JIKH, ¢ nocrasane Ha
CTEHT 3a ITBPBHYHO aTEPOCKICPOTHYHO 3a00IABaHE, 3a CpaBHABAaHe Ha O€30MMacHOCTTA Ha JIBC CXEMHU
Ha pHBapokcabaH K egHa VK A-cxema. [latmenture ca 6unm pasnpeZieneHy Ha CJIy4aeH MpHHLMIT
1:1:1 3a 061a 12-Meceuna Tepanud. [laupenTu ¢ anamsesa 3a macynt wm 1111 ca u3KmoveHw.

I'pyna 1 nomyuasa pusapokcadan BeiHBk AHeBHO 15 mg (1) mg BeAHBXk JHEBHO NPH NALMEHTH ¢
KpeaTHHHHOB KIHPBHCE 30 - 49 ml/min) mwmoc P2Y12 uuxuburop. I'pyna 2 nomyqasa 2,5 mg
pusapokcaban xBa 0bTH aHeBHO 3aenHo ¢ JJTAC (apoiiHa Tepamms ¢ aHTHTPOMOO3ZHM CPeACTBa,
HaTpUMeEp KnonMaorpen 75 mg [wam 3amectsamng P2Y 12 unxubutop] nmoc HHCKa 1034
anerwicanuuuioba kucenuna [ACK]) 3a 1, 6 uau 12 Mecena, nocneasaHa ot puBapokcaban 15 mg
(wm 10 mg 3a MalMeHTH ¢ KPeaTHHMHOB KITMPBHHE 30 - 49 ml/min) BeAHEXK AHEBHO, IUIIOC HHCKA 1032
ACK. I'pyna 3 nony4asa xopurupasa no3a VKA mwmoc JJTAC 3a 1, 6 unu 12 Meceua, MocieABaHa OT
KopurupaHa a03a VKA, mwmoc Hucka nosza ACK.

[TbpBHuHaTa kpaHHa TOYKa 34 H€30MaCHOCT, KIIMHMYHO 3HAYUMHUTE CJIYYaHd Ha KbPBEH
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yuyacTHuiM B rpyna |, rpyna 2 u rpyn
(HR 0,59; 95% CI1 0,47-0,76; p<0,001 n HR 0,63; 95% CI 0,50-0,80; p<0,001, pec
BTopuuHata kpatiHa To4Ka (ChCTaBeHa OT ChbpAEUHO-ChA0BH ChOHTHA CC CMBpT,
Habmwonasana npH 41 (5,9%), 36 (5,1%) u 36 (5,2%) yyacTHuLM B rpyna 1, rpyna 2 %
CROTBETHO. BesAka OT cxeMuTe Ha pHBapoKcabaH NMOKa3Ba 3HAYHTEIHO HAMAABAHE HAKIH!
3HAYHMHTE CIY4al Ha KbPBEHE, B cpaBHeHHe ¢ VK A-cxeMaTa NpH MalMeHTH ¢ HEKIanHo I
MBAIEHe, KOUTO ¢a dunu nomnokenH Ha I1KH ¢ nocragsiHe Ha CTEHT. Bt

Rt
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OcHosHara uen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHocTTa. JJaHHHTE OTHOCHO €(HKAaCHOCTTA
(BKITFOUHTETHO TPOMOOeMOOIMYHH SBJIEHHS) IIPH Ta3H IMOMYJIAlHe ¢ OTPAHHYEHH.

Jeuenue na JIBT, bE u npothunraxmuxa na peyuovsupawgu BT u HF

KnuHnuHaTa nporpama ¢ puBapokcabaH e IUlaHupaHa ¢ [ef1 1a AeMOHCTpHpa €pHKaCHOCTTa Ha
puBapokcadbaH NMpPH HAYATHOTO ¥ MPOABLIKUTENHOTO NedyeHre Ha octpu JIBT u BE v npodunakTukara
Ha PELUIUBH.

Han 12 800 nmauneHTH ca npoydeHH B Y€THPH PaHIOMH3HPaHH, KOHTPOJIKPAHH KITHHHYHH
npoyusanus ¢a3sa Il (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
NOMBITHHTENHO € [IpOBeIeH NpeIBapUTENHO JepHHHpaH cOopeH aHanu3 Ha npoyusaHusTa Einstemn
DVT w Einsten PE. O0wara komOrHMpaHa npoAB/DKMTENHOCT HA JIEMEHHETO 38 BCHYKH NPOYyUYBaHHS €
1o 21 Meceua.

B npoyusanero Einstein DVT 3449 nanuents ¢ octpa JIBT ca npoyyexu 3a neuenuero Ha BT u 3a
npo¢dunakrika Ha peuyaupapauin BT u BE (maupenTuTe cbe cumnromarndeH bE ca vakmoueny ot
TOBA ApoyyBane). [IpoasmKUTENHOCTTA Ha NedeHueTo € 3, 6 unn 12 mecelia B 3aBUCHMOCT OT
KTHHHYHATA TIpeHeHKa Ha H3C/1e10BaTEN .

3a neyeHHeTo npe3 MepBUTE 3 ceamuum Ha octpa [IBT ca mpunaranu 15 mg pusapoxcabaH ABa [1bTH
AHeBHO. Cne)l TOBa NeveHueTo Npoabpkaea ¢ 20 mg puBapokcabaH €AMH NNBT THEBHO.

B npoyusanero Einsten PE 4832 naumentu ¢ octsp BE ca npoy4enn 3a neyeHHeTo Ha BE v 3a
npodunakTika Ha peryausupainy BT u BE. ITpoakmkuTenHoCcTTa Ha TeYeHHEeTOo € 3,6 wiy 12
Mecela B 3aBHCHMOCT OT KJIMHHYHATA [PELICHKA Ha H3CIEN0BaTE]IS.

3a neueHneTo Ha ocTbp BE nmpes nepsure 3 cenmuim ca nprnaraiy 15 mg puBapokcabaH /iBa IIbTH
AHeBHO. Clieq TORA €YEHHETO NpoabkaBa ¢ 20 mg pupapoxcadal eIUH MET JHEBHO.

M npu neere npoyueanua Einstein DVT u Einsten PE cpaBauTenHoTo jieueHHE BKIIKOYBA
SHOKCAIMAPHH B NPOALDKEHHE HA MOHE 5 IHH B KOMOMHALUMS ¢ AHTaroHUCT Ha BUTaMuH K 110
nocturane Ha croiinoct 3a PT/INR B repanesTdunMTe rpanuum (= 2,0). Jleuenunero npoawKaea ¢
aHTArOHWCT HA BUTAMHH K, xaTo fo3aTa My € Takapa, de croiiHocTHTe 3a PT/INR na ca B
TepaneBTHYHUTE rpanuny ot 2,0 go 3,0,

B npoyuBaHeto Einstein Extension 1197 nauuentu ¢ JIBT unu BE ca npoyuenH 3a Npo¢HIaKTHKATE
Ha perayBupaid BT u BE. [Ipoab/mkMTEIHOCTTA Ha JieueHreTo oOXBata AONBIHHTENHH 6 10 12
Mecella NPy MalHeHTH, KOMTO ca NPEMHUHANIH Kypc Ha JeveHue oT 6 o 12 Mecella Ha BeHO3€eH
TpoMOoeMOONM3LM B 3aBHCHMOCT OT KJIHHHYHATA NpeleHKa Ha uicnenosatend. Cpapnasa ce
puBapokcaban 20 mg BeAHEK AHEBHO ¢ ianedo.

[Ipoy4BanusTa Einstein DVT, PE u Extension H3NoM3BaT €1HU M ChLUH DPEIBAPHUTENHO Ae(PHHHPAHH
IILPBHYHHA B BTOPUUHH PE3YATATH 32 €QHUKACHOCT, [TbpBUUHUAT pe3ynTaT 3a ePHKACHOCT €
CHMIITOMATHYEH peLiMAMBHpaill BeHo3eH TpoMboeMbonnzsm (BTE), aeduHupaH KaTto ¢hCTaBeH OT
peunaveupaiia JIBT unu netanel uny HeneraneHd BE. BTopHuHMAT pe3yTraT 3a €MKacHOCT ce

Je(PHHHPa KaTo CheTaBeH oT peunansupaina /BT, neneranen bE 1 cMBPTHOCT HE3aBUCHMO OT
NPHYHHATA.

B npoyueane Einstein Choice 3 396 nauueHTtH ¢ noTebpacHa cuMrroMatiauta JIBT w/unu bE, kouto
ca 3aRBPIIWIH 6 10 12-MeCeuYH0 aHTHKOATYJIAHTHO JICUCHHE, ca MPOYYEHH 3a NPoduIakTHKa Ha

daranen bBE v nedaranuu cumnromatHunu JIBT u BE. IlaumMeHnTyTe € NoKasaHue 3a NPOABLDKHTE/IHO
AHTHKOAryJIaHTHO JIeYeHHe ¢ TepaneBTHYHA 1034 Ca H3KNIOUEHH OT HpOoYUBaHETO.
Hpoapmxurentocrra Ha neueHHeTo € 1o 12 Mecelia B 3aRHCHMOCT OT JaTaTa Ha H
paHaoMH3HpaHe (MenuaHa: 351 aHu). PusapokcabaH 20 mg BEAHBXK AHEBHO H PHBS
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B npoyusanero Einstein DVT (k. Tabnuua 6) ce nokaspa, 4e pHBapokcadarn € ¢ He Mo-Majka
edekTuBHOCT OT eHokcanapuH/ABK 3a mepBuunms pesyntar 3a edukacHocT (p < 0,0001 (recr 3a He
no-manka edekrurHocT)); KP: 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a nNpeBb3X0ACTBO)).
ITpensapurenHo feMHUpaHaTa HETHA KJIMHUYHA MO3a ([THPBUYEH PE3yATaT 3a epHKACHOCT IUTIOC
rojieM# KpbBOHRJIHBH) ce chobinara ¢ KP 0,67 ((95% JIH: 0,47 - 0,95), HoMHHANIHA P CTOHHOCT p =
0,027) & nonza Ha puBapokcaban. INR cTOMHOCTHTE ca B TEpANEBTHYHHMS NHANa3oH cpeaHo 60,3% ot
BPEMETO [IPH CPeTHA TIPOAb/DKHTETHOCT Ha TeueHueTo oT 189 auu, u 55,4%, 60,1% u 62,8% ot
BPEMETO MpH IPYIHTE C IUTAHAPAHO JICUEHHE ¢ MPOILDKUTEITHOCT ChOTBETHO 3, 6 ¥ 12 Mecena. B
rpynara Ha eHokcanapuH/ABK Hama scHa BpB3Ka MeXXIy HMBOTO Ha cpeiHoTo ueHTpanHo TTR
(Bpeme B TapreteH INR auanason 2,0 - 3,0) npu Tepumnmre ¢ €1HaKbB pa3Mep H 4€CTOTaTa Ha
peunaueHpaminTe BTE (p = 0,932 3a Baumopeiicreue). B Hali-ropHus TepLMI 110 OTHOLICHHE HA
neHTepa KP npu puBapokcadan cpamo Bapgaput € 0,69 (95% JIH: 0,35 - 1,35).

UecToTHTE 33 IIBPBAYHHAS PE3YNITAT 3a 0€30MacHOCT (roNeMH WK KIMHHYHO 3Ha4MMH HErOJIeMH
KphBOMJIHBH), KAKTO U 32 BTOPUMHHA Pe3yJITaT 3a 0e30nacHoCT (ToJieMH KPBBOW3NHBH), ¢a CXOIHH 3a
ABETE TEpaneBTHYHH IPYTIH.

Tabaana 6: Pesyararn 3a epukacnocT M 6ezonacHocT ot ¢asa I Einstein DVT

HpoyuBaHa nonyjanus 3449 nanMenTH ¢HC CHMITOMATHYHA OCTPa JbJI00KA
BeHO3HA TpomMObo3a
a b}
Alo3a H NPOALIEKHTETHOCT PuBapokcaban ) Enoxcanapun/ABK
HA JCICHHETO 3, 6 aan 12 Mecena 3, 6 nan 12 mecena
N=1731 N=1718
CuMrromMaTHdeH 36 (2,1%)
peurausupaw BTE* 51 (3,0%)
CuaMoToMaTHUEH 20 (1,2%) 18 (1,0%)
perausrpani bE
CuMNTOMaTHYHA 14 (0,8%) 28 (1,6%)
peurausupama JABT
Cnmoromatvund bE n BT 1 0
(0,1%)
@araneH bE/cMbpT, KbaeTo 4 (0,2%) 6 (0,3%)
BE He Moxe 1a 6bae
H3KJIFOYeH
['onsaMo UH KJIHHHYHO 139 (8,1%) 138 (8,1%)
IHAYMMO HETOJIAMO KbpPBEHE
['oneMH KpbLBOH3IMBH 14 (0,8%) 20 (1,2%)

a) PupapoxcabaH 15 mg nsa meTH AHEBHO 3a 3 CeIMUIIHM, MocaeABaHo oT 20 mg eAHH NbT
JAHEBHO
0) Enoxcanapun 3a Haif-Manko 5 asw, 3acTeieH # nociaeasat or ABK

* p <0,0001 (e no-Maika epHKaCHOCT MO OTHOLLUEHHE Ha MpeapapHTenHo onpeaenes KP
2,0); KP: 0,680 (0,443 - 1,042), p = 0,076 (npeBb3X0ACTBO)

B npoyusanero Einstein PE (Bx. Tabnuua 7) ce nokazpa, 4e pupapokcabaH € ¢ He Jd

ehukacHOCT OT eHokcanapuH/ABK 3a mbpBHYHHA pe3ynTaT 3a epukacHoct (p=0,00128
maika edukacHoct); KP: 1,123 (0,749 — 1,684) ). IIpeasapurendo aepuHUpaHaTa { 1EFHe
noJ13a (ITbpBHYEH PE3YJTaT 3a ePUKACHOCT TUTIOC MOJIEeMH KPhBOU3INEN) ce ChoONIdng 4%
((95% AN: 0,633 — 1,139), somunanHa p croiinoct p = 0,275). INR croiiHocTHTE A ¢ Yy
Auamnazon cpeaHo 63% oT BpeMeTo NpH cpeAHa OPOABDKHATETHOCT HA JIEUEHHETO N, 1 S
62% 1 65% OT BpEMETO NPH I'PYIHTE C TUIAHHPAHO JICYEHHE C MPOAB/DKUTETHOCT CHOTB uu*-
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Mecella. B rpynara Ha eHokcanapun/ABK HsiMa scHa Bpb3Kka MeXXAY HHBOTO Ha CPEAHOTO LIEHTPATTHO
TTR (Bpeme B Tapreren INR ananazon 2,0 - 3,0) npu TepUWIHTE ¢ €0HAKBB pa3MEp M Y4€CTOTATA Ha
peauauBHpaliuTe BTE (p = 0,082 3a B3aumopeiicTeue ). B Hail-ropHAs TepLul O OTHOLIEHHE HA
ucHThpa KP npu pupapokcaban cripamo sapdapu e 0,642 (95% JH: 0,277 - 1,484).

YecTOTHTE 32 MbPBUYHHA PE3YITAT 3a 6€30MmacHOCT (roJieMH WK KIMHUYHO 3HAYHMH HEroJIeMH
KPBBOM3JIHBH) ¢a MAJIKO NO-HHUCKH B IpynaTa Ha JieyeHne ¢ puBapokcaban (10,3% (249/2 412)) B
CpaBHEHHE ¢ rpynara Ha JedyeHue ¢ enokcanapui/ABK (11,4% (274/2 405)). HecroraTa 3a BTOpUIHUA
pe3ynTaT 3a 6e30macHoCT (ToJIeMH KPLBOM3JIMBHU ) € I10-HHUCKA B rpynaTa Ha puBapokcaban (1,1% (26/2
412)) B cpaBHeHse ¢ rpynara Ha enokcanapuh/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% JIH: 0,308 -
0,789).

Tabanna 7: PesyiraTn 3a epukacnocT H 6e3onacnoct oT ¢asa I Einstein PE

IIpoyuBana nonyJjanns 4832 nauneHTH ¢ 0cTpa cuMoroMaTH4Ha BE
Jlo3a 1 OPOILIKHTENHOCT | PypanokcaGan Enoxcanapuin/ABK
Ha JIEUCHHETO 3, 6 num 12 Mmecena 3, 6 muan 12 Mecena

N=2419 N=2413
CuMnOTOMaTHYEH 50 (2,1%) 44 (1,8%)
peumuBupai BTE*
CuMnOToOMaTHYEH 23 (1,0%) 20 (0,8%)
peurnuBupatil bE
CaMITOMATHYHA 18 (0,7%) 17 (0,7%)
petausHpamia JIBT
CumnromatHuHu BE u JIBT 0 2

(<0,1%)

dataneH BE/cMBpT, KbIETO 11 (0,5%) 7 (0,3%)
BE He Moxe na OBae
H3KJIKOYEH
TonAMO Wi KJIHHHYHO 249 (10,3%) 274 (11,4%)
3HAYMMO HErojsiMO KbpPBEHE
F'o1eMM KPBBOH3IMEH 26 (1,1%) 52 (2,2%)

a) PuBapokcaban 15 mg aBa mbTH JHEBHO 3a 3 CEIMHIH, Moc/eABaHO OT 20 mg eAHH BT JHEBHO
b) ExoxcanapuH 3a Hali-Mako 5 IHRK, 3acTbiien u nociaeaead o ABK

* p <0,0026 (He mo-manka eMKacHOCT MO OTHOINEHHE HA MpeasapHTeiHo onpeneneH KP ot 2,0);
KP: 1,123 (0,749 - 1,684)

IlpoBeneH € npeapapuTenHo Aedunupan o0oOIIeH aHAIH3 Ha pe3yJiTaTa OT Mpoy4BaHuATa Einstein
DVT u PE (Bx. Tabnmuia 8).

Ta6auna 8: PeaynraTu 3a epukacnoct u fezonacnoct oT cfopen aHAIH3 Ha ¢a3a 11T Einsteir

DVT u PE

TIpoyurana nomynauus 8281 maumenTH ¢ ocTtpa cumnroMatuuda JIBT wnu | 7

/1032 ¥ NPONBIKHTETHOCT Ha PHB&pOKG&GﬂHa} Enokcanapun/ABK}

JICHCHUETO 3, 6 wiu 12 meceua 3, 6 win 12 mecena\\ 2
N=4150 N=4131

CUMIITOMaTHYEH

peurpguBupany BTE# 86 (2,1%) 05 (2,3%)
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CuMOTOMATHUYEH 38 (0,9%) ]
peuuauBUpail bE 43 (1,0%)
CuMOTOMAaTHYHA 45 (1,1%)
peupavBHpaia BT 32 (0,8%)
Cumoromatyuu BE u JIBT 1 |
(<0,1%) 2
(<0,1%)
®aranen BE/cMbpT, XBOETO 13 (0,3%)
BE e Moxke f1a Obe 15 (0,4%)
HU3KJHOUEH
['ongMo WM KJIHHHYHO 412 (10,0%)
3HAYHUMO HEeronaMo KbpBeHe | 388 (9,4%)
I"'oneMH KPBBOH3IUBH 40 (1,0%) 72 (1,7%)

a) Pusapokcaban 15 mg qBa mbTH AHEBHO 3a 3 CeIMHUIIH, MocAeaBaHo Ot 20 mg eHH BT
JHEBHO

0) Enokcanapnn 3a nHali-Manko 5 AHH, 3acTbileH 4 mocneasan oT ABK

* p <0,0001 (ne no-manka epUKACHOCT 110 OTHOLIEHHWE Ha MpeasapHTeano onpenened KP or

1,75); KP: 0,886 (0,661 - 1,186)

[Ipensaputenso neduHApaHaTa HETHA KIIMHUYHA 110138 (TBPBHYEH Pe3yTaT 3a €QHKACHOCT ILTIOC
roneMH KpPbBOM3NHBH) Ha cGophus aHanus ce crobmasa ¢ KP ot 0,771 ((95% JH: 0,614 - 0,967),
HOMMWHAJIHA p crorHocT p = 0,0244).

B npoyusaHerto Einstein Extension (Bx. TaGauua 9) pusapokcabaH Npepb3xokaa miauedo no
OTHOIUEHHME HA TBPBHYHMTE H BTOPHUHUTE PE3YJITaTH 32 €(pUKACHOCT. 3a MhPBUYHHA PE3YJITAT 38
6€30MaCHOCT (rofeMM KPHBOUINKMBH) C& YCTAHOBARA HE3IHAUWMO UHCJICHO TI0-BHCOKA MECTOTa NPH
MaLKeHTHTE Ha JedeHue ¢ puBapokcaban 20 mg exHH MBT Ha JIEH B CPaBHEHHME C IUIALE0o.
BTOpHYHHAT pe3ynTat 3a 6€30MacHOCT (FOIEMH WM KIMHHYHO 3HAYMMH HETOJIEMH KPBBOH3IHBH)
110Ka3Ba MO-BHCOKH YECTOTH NPH NMAlIBEHTHTE, JEKYBaHH ¢ puBapokcadban 20 mg eauH BT JHCBHO, B
cpaBHeHHe ¢ manefo.

Tabanna 9: PesyaraTn 32 edukacuocr u 6e3onacHoct ot ¢aza II Einstein Extension

IIpoy4yBana nony.ianas 1197 DanHeHTH ¢a NPOAB/HKHAIH J€YCHHETO H
NpoPHIAKTHKATA 32 peIHAHBHPAIX BEHO3EH
TpomM00eM060IH3BM

IInaneto 6 nau 12 Mecena

Jlo3a ¥ NPOALIDKATEIHOCT
Ha JICYCHHETO

Pnnapomcaﬁanﬂﬁ nan 12

N =594

Mecerna

N = 602
CuMnTOMaTHYCH 8 (1,3%) 42 (7,1%)
peuuausupai] BTE*
CHMIITOMaTHYEH 2 (0,3%) 13 (2,2%)
peumauBupaii bE
CuMnroMaTHUHA 5 (0,8%) 31 (5,2%)
peumausupaiia BT
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@araned bE/cMbpT, NpH 1 1
KOATO HE MOXe 1A ce (0,2%) (0,2%)
M3KTI0UH BE

I"'oneMu KpbBOUZNHBH 4 (0,7%) 0 (0,0%)

KnHHRYHO 3HaYHMH 32 (5,4%) 7 (1,2%)
HEroJIEMHA KPBBOH3IHEH

a) Pueapoxcaban 20 mg eaus neT ZHEBHO
* p <0,0001 (nperw3xonctro), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (ex. Tabnuua 10) pusapokcabaun 20 mg 1 10 mg npesb3xoxaa 100
mg aleTWICATHLIUIOBA KHCE/TMHA MO OTHOIHEHHE Ha [IBPBHYHHA Pe3yNTaT 3a edukacHocT. OCHOBHMAT
pe3yaraT 3a 0e3onacHocT (CEOUTHA Ha roNiAM KPbBOH3JIHE) € CXOJICH MPH HALMEHTHUTE, JIEKYBAHH C
puBapokcabaH 20 mg u 10 mg BeaHbK AHCBHO B cpaBHeHHE cbe 100 mg aueTHICATHIMIOBA
KHCEJTHHA.

Ta6anua 10: Pesynaratn 3a epukacHoct u Gesonmacnoct ot ¢pasa Il Einstein Choice

IIpoy4Baga 3396 ca npoAbLKRIR HPOPHIAKTHKATA 32 PeRHAHBHpam

NOMyJIanus BeHO3eH TpoMboeMbOIH3IBM

Tepanesrnuna no3a | Pusapoxcaban 20 PaBapoxcaban 10 ACK 100 mg
mg BeAHbXK JHEBHO | Mg BeJHBAK AHEBHO | BeAHDHK AHCBHO
N=1107 N=1127 N=1131

Menuana Ha 349 [189-362] nun 353 [190-362] num 350 [186-362] nuu

NPOIBIKHTEIIHOCTTA

Ha JICYEHHUETO

[MHTEPKBApTHICH

AHANa3oH]

CuMnToMaTHIEH 17 (1,5%)* 13 (1,2%)** 50 (4,4%)

peuausHpall BTE

CHUMIOTOMaTHYEH 6 (0,5%) 6 (0,5%) 19 (1,7%)

peuuausupait] bE

CaMnToMaTH¥HA 9 (0,8%) 8 (0,7%) 30 (2,7%)

peudausupama JABT

®Gartancen BE/ emepr, | 2 (0,2%) 0 2 (0,2%)

[IPH KOATO HE MOXE

Ja ce u3Kmoun bE

CHBMITTOMaTHYEH 19 (1,7%) 18 (1,6%) 56 (5,0%)

peuwsawsupalll BTE,

WHGApKT Ha

MHOKap/aa, HHCYJIT

WIH CHCTEMHA

emO0Ma H3pbH [THC

ToNeMu KpEBOUTHEH | 6 (0,5%) 5 (0,4%) 3 (0,3%) \ "

KJIUMHHYHO 3HAYUMH 30 (2,7%) 22 (2,0%) 20 (1,8%)

HeroneMu

KpbBOU3JIMBH
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CuMITToMaTH4eH 23 (2,1%)+ 17 (1,5%)++ 33 (4,7%)
pettnausHpaiy BTE
WITH ['OJISM
KPBHBOH3IIMB (HETHA
KIHHHYHA T110/132)

* p<0,001(npepp3xoncTBo) pusapokcadban 20 mg pequnxk gHeBHO crpamo ACK 100 mg
BeIHEXK AHeBHO; HR=0,34 (0,20-0,59)

** p<0,001 (npesp3xoacteo) pupapokcadban 10 mg seaunbx ndepHo cnpamo ACK 100 mg
BeAnbX AHeHo; HR=0,26 (0,14-0,47)

+ Pusapokcaban 20 mg sexnnx aHeBHO cripsMo ACK 100 mg seannx nuesHo; KP=0,44 (0,27-
0,71), p=0,0009 (HomKrHaTHA)

++ PuBapokcaban 10 mg Begunk aneeHo cnpamo ACK 100 mg seaubx aveeHo; KP=0,32
(0,18-0,55), p<0,0001 (HoMuHAanHA)

B nonennense xpM nporpamata FEINSTEIN ¢asza I, e nporegeHo NpOCNEKTHBHO,
HEUHTECPBCHIIHOHATHO, OTBOPEHO KOXOPTHO npoyuBane (XAILIA) ¢ ueHrpanusnpaHa oliCHKa,
BKIKOYBaL penuAausrpawl BTE, ronaMoe kbpeeHe 1 cMbpT. 5 142 nauuedTa ¢ octpa JIBT ca
BKJIFOYEHH 32 MMPOy4BaHe Oe30nacHOCTTa Ha pHBapokca®aH B ABJITOCPOYECH IUIAH B CPAaBHEHHE CHC
CTaHAApTHaTa AHTHKOAryJlaHTHA Tepanngd B KIHHHYHATA NpakTrKa, CTOHHOCTUTE HA FONSIMO KBPBEHE,
peuHausnpawy BTE 1 Bcwuku cayuad Ha cMBPT 3a pBapokcaban ca 6unu cworeetHo 0,7%, 1,4% u
0,5%. ChbluecTBYBaT pa3NHKH B OCHOBHH XapaKTEPHCTHKH HA MNAlUEHTHTE, BIJIIOUHTENIHO BB3PACT, PaK
1 0b0peuHo yBpexxaane. M3rionapaH € crpaTHhHMIMPaH aHATH3 HO NPEIBAPHTENHO ONPeAeTeHH
CTOHHOCTH 3a TPYIIMPAaHE HAa U3MEPBAHUTE OCHOBHH XapaKTEPHCTHKHU, HO BBIIPEKH TOBA OCTABAIIHMTE
OTIJIOHCHHA MO3KE 1a TIOBAMAAT HA pe3yiraTtute. Kopurupasure KP 3a ronsMo KepBeHe,
peunanerpail BTE 1 Bcwakn cnyyan Ha cmbpT ca 6unu ceorBetHo 0,77 (95% CI1 0,40 - 1,50), 0,91
(95% CI1 0,54 - 1,54)u 0,51 (95% CI1 0,24 - 1,07).

Tesu pesynTatu npH nanueHTH, KOWTO ca OWIM HalbJII0AaBaHH NPH PEeaiHK YCJIOBHA, €2 B
CBOTBETCTEHE C YCTAaHOBEHHA npoHi Ha 6€30MaCHOCT NPH TOBa 110Ka3aHHe.

[leauaTpyUuHa NOMyAaLHsg
Jeuvenue na BTE u npodhunaxmuxa na peyuousi g BTE npU neSuampuNHYy nRayuenmu

Ofmo 727 pena ¢ notebpaer octvp BTE, ot konto 528 nomyuunnu puBapokcaban, ca npoytdeHH B 6
OTBOPEHH, MHOT'OLIEHTPOBH MEIHaTPHYHU NpoYyYBaHus. JI03upoBKaTa, KOPHIHpana Cropes TeJIeCHOTO
TETJI0, NPH NALHEHTH OT PAXIAHETO 10 BL3pacT noj, 18 roauHu, e AoBea A0 EKCHO3ULIHA Ha
pHBapokcabaH, nonoOHa Ha HabnaaBaHaTa Npy Bb3pacThH nauuedTH ¢ BT, nexypanu ¢
puBapokcadad 20 mg eauH BT AHEBHO, KaKTO € MOTBLPAEHO B npoy4saHeTo ¢asa III (Bx. Touka 5.2).

[Ipoyusaneto EINSTEIN Junior da3a Il e pangoMuzupaso, akTHBHO KOHTPOJNUPaHO, OTBOPEHO,
MHOTOLEHTPOBO KIIMHMYHO Mpoy4saHe 1py 300 neapaTpauHy NaLdeHTH (Ha Bb3pacT OT PAKIaHETO
10 < 18 ronunn) ¢ norespae ocrsp BTE. Umano e 276 meua Ha p3pact 12 go < 18 romunu, 101
Aena Ha Bp3pacT 6 10 < 12 roauns, 69 nena Ha BB3pacT 2 10 < 6 roA¥HH H 54 feua Ha Bb3pacT < 2
rOJIUHM.

Hunekcunar BTE e knacuduumpan kato eano ot cnegante: BTE BBB Bpb3Ka € LEHTPAICH BEHO3CH
kateTsp (LUIBK-BTE; 90/335 nanmenty B rpynara na pusapokcadan, 37/165 naimedTy B rpynara Ha
CPABHHTEIHO NE€UeHHe), epeOpanHa BeHo3Ha U CHHycoBa TpomOo3a (LIBCT; 74/335 nmaumeppers
rpynara Ha puBapokcaban, 43/165 maleHT# B rpynara Ha CpaBHHTENHO JICYCHHE) U ,. ANV %
BriounATeNIHO BT m BE (#e-1IBK-BTE; 171/335 nanuvenTu B rpynata Ha pHBapOKCa@AR S47 14
MALMEHTH B rpynaTa Ha CpaBHUTEHO JieueHHe). Hali-uecTo npeacTapeHaTa HHACKCH ’-{wl D@ T
nela Ha Be3pacT 12 mo < 18 roauny e He-1IBK-BTE mpu 211 (76,4%); npu Acua Ha Hpspdheasinl,
rOZUHH H Ha BB3pacT 2 10 < 6 roguau — LIBCT, cworreTHo nipn 48 (47,5%) u 35 (50 \¢ N

Ha Bb3pacT < 2 rogunu - UIBK-BTE npu 37 (68,5%). He € uMano aeua < 6 mecena ¢ NF

Ha puBapokcadaH. 22 ot maiuentute ¢ LIBCT ca umanm uadexums Ha [THC (13 nanuewns

T odpynen s
Ha pHBapokcabaH H 9 MaLKeHTH B rPYIIaTa HA CPABHHUTEIHO EYCHHE). \\_. ' /

SR
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BTE e npeanssrKaH OT MOCTOSHHM, NPEXOAHH WM K OT ABETE — MOCTOSHHH H NPEXOJHH PHCKOBH
dakTopn nmpH 438 (87,6%) aeia.

[latMeHTHTE Ca NONMYYHITH TbPBOHAYANHO JIEUEHHE C TEPANEBTHYHH 031 HEPPAKLHOHHUPAH XETApHH
(HDX), xenapuH ¢ Hucko monekyiHo rerio (XHMT), win ¢oHmanapHHyKc 3a HaW-MalIko 5 JIHH W ¢a
paHooMH3MpaHu 2:1 na nomyyasat My 1034 pUBapoKcabaH, KOPUTHpaHH CIpAMO TEIECHOTO TErao,
WJI CPABHUTETHY JIEKAPCTBA B IPyMNaTa Ha CpaBHHTENHO jieueHre (xenapunn, ABK) 3a 3-meceueH
AEPHOJ, Ha JIEYEHHE B OCHOBHOTO npoyuBaHe (1 meceu npu neiia < 2 roauHu ¢ LIBK-BTE). B kpas Ha
epHOa Ha JICYEHHE B OCHOBHOTO MPOYYBAHE AUArHOCTHYHOTO 0Opa3HO H3CAeABaHe, HANPaBEeHO Ha
M3XOAHO HUBO, € HANPABEHO MOBTOPHO, aKo € OWI0 KIIMHAYHO NPHIOKHMO. JIeueHHETO B
MPOYYBAHETO € MOXKENO Jia Oblie CIpAHO B TO3W MOMEHT Wi N0 NperieHka Ha Uscnenosarens nia 6bae
npoawDKeHo 06110 3a 1o 12 meceua (nipH gena < 2 roausd ¢ LIBK-BTE — no 3 Mecena).

[TbpBHUHMAT pesyaTaT 3a eHKACHOCT € cuMIToMaTHueH peurausupall BTE. ITsppyyHuaT pesynrar
3a 6e30MacCHOCT € KOMOHMHALIMATA OT TOJISM KPBBOU3NHMB H KIIHHHYHO 3HAYMM HE-TOJISM KPBBOH3/IUE
(K3HI'K). Bcuuku pezynraty 3a epuxacHoCT M 6€30aCHOCT €a NMPOBEPEHH H NOTBBPACHHU LICHTPAJIHO
OT He3aBHCHMAa KOMHCHS, 3aC/IeNeHa 3a ONpeaeseHoTo JedcHue. PesynraTure 3a €pUKaCHOCT U
Oe3onacHOCT ca nokazand B Tabnvuu 11 v 12 no-nomy.

Cv6utHs Ha peumausupamt BTE ca BL3HMKHATH B TpynaTta Ha Jie4cHHE ¢ puBapokcabaH npH 4 o1 335
NalUeHTH U B IPyNarTa Ha CpaBHUTEIHO ieYeHHe TipH 5 oT 165 nammenTu. KomOMHalMsATa OT ToJsM
kpbeouansB ¥ K3HI'K e noknaznsana mpu 10 or 329 naupenty (3%), nekysaHu ¢ puBapokcabaH H 11py
3 ot 162 naumenTtH (1,9%), nexyranu ¢ komnapatopa. HetHa kivHHYHA 10132 (CHMIITOMATHYEH
peusaueupanl BTE wnoc cb6uTHA Ha roASM KPBBOH3IHB) € ChOOIIEHa B rpynaTa Ha JIEUCHHE ¢
puBapokcabaH npu 4 or 335 MalMEHTH W B TPyNaTa Ha CPABHHUTEIHO e4eHue NIpH 7 0T 165 natHeHTH.
Hopmanuzupane Ha TpoMOOTHYHOTO 00peMeHsIBaHE NPH NOBTOPHOTO 0Opa3HO H3C/IEABAHE €
BB3HHKHaIO npy 128 ot 335 namenTy Ha NedeHHe ¢ pHepapokcaban u mpd 43 or 165 mauKeHTH B
rpymnaTa Ha CpaBHUTENHO JieueHne. Te3H HaXOAKH KaTo LS710 ca NOJ00OHH cpejll BR3pacTOBHTE IPYTIH.
B rpynara #a puBapoxcaban e umano 119 (36,2%) neua ¢ HIKaKBO KLPBEHE, BRIHHKHAIO NIPH
JICYEHHUETO, a B IPy1iaTa Ha CPaBHUTENHO JieueHUe e umaso 45 (27,8%) nena.

Tabanna 11: PesyaraTn 3a epuKacHoCT B Kpas Ha OCHOBHHS NEPHOJ HA JieueHHAE

CnouTHe PuBapokcaban Kommnapatop
N=335* N=165*
Peunpusupam BTE (npperueH | 4 3

pe3yaTarT 3a ePHKACHOCT)

(1,2%: 95% C1 0,4% -~ 3,0%)

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

KoMOHHaLIHA: CHMITTOMATHYEH
peugaueupan; BTE +
aCUMITTOMATHYHO BJIOLLIABAHE
IIPY NOBTOPHOTO 06pa3zHo
H3CIeNBaHe

5
(1,5%; 95% C1 0,6% — 3,4%)

6
(3,6%; 95% CI 1,6% — 7,6%)

KoMOHHaLHA: CHMITTOMaTHYEH
peunausupax BTE +
ACHMITTOMATHYHO BJIOIIABAHE
+ 6€3 npoMsHa 1pu
MIOBTOPHOTO 00pa3HO
H3CJICABAHE

21
(6,3%; 95% CI 4,0% — 9,2%)

19
(11,5%; 95% C1 7,3% —
17,4%)

Hopmanusupane npu
NOBTOPHOTO 0Opa3Ho
H3CIIeBAHE

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

43
(26,1%,; 95%
33,0%)
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KoMGHHaIma: cUMATOMATHYEH | 4 7
peunpusupaii BTE + ronam (1,2%:; 95% C10,4% - 3,0%) (4,2%; 95% CI 2,0% - 8,4%)
KPBBOH3IHB ( HCTHA KIWHUYHA

MoJ3a)
@araneH unm HedaraneH 1 1
Oenoapober emO0NN3BEM (0,3%; 95% CI1 0,0% — 1,6%) (0,6%; 95% CI 0,0% — 3,1%)

*FAS= npnen nabop 3a ananus (full analysis set), BcUYKH fena, KOUTO ca OHIH paHIOMH3HPaHU

Tab;1nna 12: PesyaraTn 3a Ge3omacHOCT B Kpasi HA OCHOBHHY NePHOA HA J¢YCHHE

Pusapoxcaban Komnaparop
N=329* N=162*
KomGuHanua: roxsam 10 3
Kpboeouzaue + K3BHI'K (3,0%; 95% CI 1,6% - 5,5%) (1,9%; 95% CI1 0,5% - 5,3%)
(IMLpBUYEH pe3yiTaT 3a
6e3onacHoCT)
['onsmM KpBBOH3NTHUB 0 2
(0,0%; 95% C1 0,0% - 1,1%) (1,2%; 95% CI 0,2% - 4,3%)
HskakBo KbpBeHe, BE3HMKHANO | 119 (36,2%) 45 (27,8%)
NpH JIeYeHHETO

*SAF= nabop 3a ananus Ha GesonacHocTTa (safety analysis set), BcuukH Aena, KOUTO ¢a bW
PaHAOMM3HPAaHH H €2 NOJYYHIIH Haii-Manako | 1033 OT U3NHMTBAHOTO JICKAPCTBO

I[IpodunbT Ha edrkacHOCT M Ge30NacHOCT Ha puBapokcabaH € B roaaMa cTeneH nofodeH Mexny
neauatpuyHaTa nonynauus ¢ BTE » p3pacraaTa nomnynauus ¢ JIBT/BE, penipeku ToRa, A€THT HA
YYaCTHHLIMTE C HAKAKBO KBPBEHE € MO-BUCOK B NeAnaTpu4Hara nomynauusa ¢ BTE B cpaBHeHHe ¢
BB3pacTHaTa nomynauus ¢ JIBT/BE,

B nocTMapkeTHHroBO HEHHTEPBEHLMOHAIHO MpoyyuBaHe Npu noseue ot 40 000 nauxeHTtu o6¢3
aHaMHe3a 3a pakK, OT YeTHPH JbPKasH, puBapokcabaH e npeanucaH 3a ieueHHe WIH Npo(HIaKTHKA Ha
JIBT u BE. Yecrorara Ha crOMTHATA HA 100 DaUHEHTOroAHMHM 38 CHMITOMATHIHH/KIIHHHUHO 3HAYUMH
BTE/rpomboembonuuny ¢hOMTHA, BOAELIM 10 XOCIUTAIH3AUHAA, € B qHana3oH oT 0,64 (95% Cl

0,40 — 0,97) 3a Obennnenoro Kpancrso 10 2,30 (95% CI 2,11 —2,51) 3a I'epmanus. KspBeHe, xoero
BOJIH 10 XOCIHTANM3ALMA, HACTBIIBA ¢ YecToTa Ha ceOuTHATa Ha 100 nauuenToroauny 0,31 (95% CI
0,23 — 0,42) 3a BeTpeuepenicH kpreonutus, 0,89 (95% CI 0,67 — 1,17) 3a cTOMaIIHO-4PEBHO KbPBEHE,
0,44 (95% CI 0,26 — 0,74) 3a yporenuranto kspeese U 0,41 {(95% CI 0,31 — 0,54) 3a npyro KbpeeHe.

ITanieHTH ¢ BUCOKOPHCKOR TPOHHOIIO3UTHBEH aHTHROCPOIHUIINACH CHHIPOM

B cnoncopupaHo 0T u3cneaoBarend, paHaOMH3HpaHO, OTBOPEHO MHOMOLEHTPOBO IIPOYYBAHE ChC
3a¢jIenena OLCHKA Ha KpalHHHUTe TOUKH, pUBapoKcadaH e CpaBHEH ¢ Bap{apyH NpH NALHEHTH ¢

aHaMHe3a 3a TpoMDO03a, AHArHOCTHIHPaHH ¢ AHTH(HOCHONUITHAEH CHHIIPOM U ¢ BHCOK PUCK OT
TpoMOOeMOONHYHH CHOUTHS (MONOXKATEITHH NPH BCHUKHTE 3 aHTUROCOIIUITHAHH TeCTa: NYITyCeH
AHTHKOAryJaHT, aHTHKApAHOIMIIMHOBH AHTHTENA H aHTHTENA Cpelny 6eTa-2-ITHKONIPOTEHH I).
ITpoyupaHeTo € NpeKkpaTeHO NpEeXACBPEMEHHO clie BKIIOUBaHeTO Ha |20 naumeHTH nopaay Thp/e
MHOTr0 CHOHTHS CPEll MAUMEHTHTE B rpynara Ha puBapokcabaH. CpenHoto npocnegsane ¢ 3954

59 mauMeHTH ca pasAOMH3HpaHy Ha puBapokcabaH 20 mg (15 mg 3a naluHeHTH ¢ Kpeat / 1094 N0 e
itHpeHE (CrCl) <50 ml/min) u 61 na Bapdapus (INR 2,0 - 3,0). TpomboeMOonHIHH CHOKINE-CE A
NposBABar Npu 12% oT nauyMenTure, paHAOMH3HpaHHN HA pHBapokcabaH (4 — ARSI
mMuoxapanu uadapkra). He ca ¢xob1iapady ¢ChOUTHS NpH NALMEHTH, paHIOMU3Npa {42 hat8l

o _ ﬂ'
MacHrHO KkbpBeHe ce Habmo1aBa npH 4-Ma nauneHTH (7%) OT rpynara Ha pUBapOKASURH FIMMRAMd
naimedTd (3%) oT rpynara Ha BaphapuH. TR
s -
N
[lenuaTpuuna nonynaius TN
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EBponeiickara areHIMA No JekapceTeara 0CBOOOKAARA OT 3aBIDKEHUETO 32 NPeJOCTaBSHE Ha
PE3YITATHTE OT MIPpOY4YBaHMATa ¢ BHaTpukce BbB BCHUKH IIOANPYHH HA NNEAHATPHYHATA MOy NAIiid NPy
npodunaKTHKa Ha TpoMO0eMOOIHYHH CHOUTHA (BXK. TodKa 4.2 3a HH(OopMaLns OTHOCHO ynorpeda B
NEeUATPUATA ).

5.2 QPapMaKoOKHHETHYHH CBOHCTBA

AbBcopOums
Cnensalara HHpopMaLys e Da3upaHa Ha JaHHH, NOJYYECHH [IPH BB3PACTHH.
Pusapokcaban ce abcopbupa 6bp30, kaTo MakcumanHuTe KoHUeHTpauuu (C ) ce nocturar 2 - 4 yaca

cllel NpreMa Ha Tadierkara.

Iepopannara aGcopOims Ha pHBapokcabaH € TIOYTH ITHJIHA M MepopanHaTa OMOHAJTHYHOCT € BUCOKA
(80 - 100%) 3a no3a ot 2,5 mg u or 10 mg, npueTa kaTo TabneTka, HE3aBHCHMO Jajld IPHEMBT € Ha
[MaaHO WK ciiell XpaHeHe. IIpuemMbT Ha puBapokcabaH ¢ Xpana He nopnussa AUC unu C - nipu

X

ao3ara ot 2,5 mg u ot 10 mg.

[Mopaau namanenara creneH Ha aGcopOims e onpeeieHa nepopajiHa OUOHAIMYHOCT 0T 66% 3a
Tabnerka 20 mg npuera xHa rnagHo. [1pu npuem Ha TabneTku puBapokcadbal 20 mg ¢ XpaHa ce
Habmopaaeat nopuieHys Ha cpeatara AUC ¢ 39% B cpaBHeHHE ¢ TpHeM Ha TabJIETKHMTE Ha IMIA/IHO,
KOETO 'OBOPH 2a nouTH meiHa abcop6iing 4 BUCOKa mepopanta GuoHanwuHoct. PusapokcabaH 15 mg
H 20 mg Tpadea na ce npuemMa ¢ xpana (Bx. Touka 4.2).

®apMakOKHHETHKATa Ha puBapokcabaH € MouTH NUHeHHa 10 OKoJIO 15 mg elHH ITBT Ha JCH TpH
npueM Ha riagHo. Cnen npreM Ha XpaHa puBapokca6an 10 mg, 15 mg u 20 mg tabiaeTky nokasea
NpONOPLUOHANHOCT Ha Jo3aTa. [IpH no-BUCOKH 103M puBapokcadaH Nokassa OrpaHH4eHa oT
pasTBopuMocTTa abcopOiMa ¢ HaMaieHa GHOHATHYHOCT H HaMaJisBaHe Ha CTENeHTa Ha abcopOiusTa
NpH NMOBMILIABaHE Ha Ao3aTa. PapMakOKMHETHUHATA BApHAOHITHOCT HA puBapokcabaH € yMepeHa ¢
BapHpaHe MexXIy oTAenaHuTe nauueHTH (CV%) B nurepraia ot 30% no 40%.

AbcopbunsTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha HEMOBOTO OCBOOOKIABAHE B CTOMALIIHO-
upepHus TpakT. Cbobiuasa ce 3a 29% u 56% Hamanenue Ha AUC Cmn B cpaBHEHHe ¢ TabneTka,

KOTaTo rpaHysaT pHBapokcabaH ce ocBODONIAaBa B IPOKCUMATHHATE OTAENH Ha ThbHKUTC YCPBa.
Excnozuimara ce HaMansBa JOITBJIHHTEMHO, KOTATO PHEApOKcadaH ce OCBOOOKAaBA B IUCTATHHTE
OTAENH Ha THHKHTE YepBa WM BbB Bb3XOASKOTO Aebeno uepso. 1o Ta3zu npuunna Tpsadea Ja ce
H30ArBa NPHIKEHHETO Ha pUBApPOKcadaH AUCTATIHO OT CTOMaxa, ThH KaTo TOBa MOXE JIa I0BEAC A0
HamaneHa abcopOuMs H CHOTBETHO CBBP3aHa €KCIIOZHLMA Ha pUBapokcabay.

buonamutocrra (AUC # C_ ) ¢ 6una cpaHiMa nips 20 mg pHBapoKcabaH NPHUIOKEH NEPOPATTHO

KaToO pa3TpollieHa TabneTka, pazMeceHa B AOBIKOBO MOpe, WIH CYCIIEHMpaHa BbB BOJ1a ¥ MPHJIOKEHA
Ipe3 CTOMAIIHA COHIA, MOoc/e/IBAHO OT TeYHa XpaHa, B CpaBHEHHE ¢ nssara tabnerka. Karo ce uma
NpeBUA IPeIBUMMHA, MPOTIOPITMOHATIEH Ha [03aTa (hapMakoKHHeTHYEH NpodH Ha puBapokcalan,
pe3ynTaTuTe 3a OMOHANIHYHOCTTA OT TOBA MPOYYBAHE BEPOATHO Ca IIPMIOKHMH 32 IIOHXKaBaHe Ha
JO3UTE HAa pUBapoKcadaH.

Heouampuuna nonyrayus

Jlenata ca nojayuunu pusapokcadaH TabneTka MM nepopajiHa CyCneH3Hs 110 BpeMe Ha WK
HEMOCPEACTBEHO CJIe] XpaHeHe WIH MPHEM Ha XpaHa ¥ ¢ 00HJYaliHa nopLys TEYHOCT, 32 Ja ce
rapaHTHPa HajlexiHo JO3HPpaHe NMpH Aelia. KakTo npu Bu3pacTHUTE, puBapokcaban ce abcopbHpa
BeJHAra cjef NepopaiHO NpunoxeHue noj gopMarta Ha TabeTka WM IPaHy/IH 3a NepopajiHa
CyCneHs3ud NpH Jeuata. He e HaGmopaBana pasiika HUTO B CKOPOCTTa, HUTO B CTENICHTA Ha

pHUBapoKcabaH IpH fiena € HEW3BECTHA. Y CTAHOBEHO € HaMallABaHe Ha OTHOCHTEIHA
[pH MTOBKLIABALIH Ce A03M (B mg/kg TenecHo Terno), npeanonaramo orpaHH4eHus
[IPH NO-BUCOKH JO3H, JOPH MPH NMPHEM 3a€JIHO C XpaHa.

Pusapokcaban 15 mg TabneTkn Tpabea aa ce npHeMa npu XpaHeHe Wi ¢ XpaHa (B
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PasnpenencHue
CBBp3BaHETO C Na3MEHHTE MPOTEMHU MPH BH3PACTHH € BUCOKO, 0K0N0 92% no 95%, karo
CEpYMHHUAT abyMHH € OCHOBHATa CBhp3Balla (pakuus. O6eMbT Ha pasnpeieNcHHe € YMepeH ¢ V

mpHbIu3uTenHoO 50 auTpa.

Heduampuuna nonyaayus

Jlunceat AaHHHM 32 CBBHP3BAHETO Ha pHBapoKcabaH ¢ [UIa3MEHKHTe IPOTEHHH, CIELM(UIHH 32 Jiena.
JIunceat OK panHu ciel HHTPaBEHO3HO MPWIOKEHKHE HA pUBapokcaban npH aena. O6eMbT Ha
pasnpeleneHHe B CTAIIKOHAPHO CEeToAHHE (VSS), H3UNCIEH upes nonyaauMoHHO OK MoaenupaHe
MpH Aeua (Bb3pacTop ananaszod 0 Ao < 18 ronwHH) clien NepopaTHO MPHIOKEHHE Ha puBapoKcadaH,
3aBHCH OT TEJIECHOTO TEINIO H MOXe Ja 6bje ONKcaH ¢ ajloMeTpuyuHa PYHKLHA, ChC CPeHa CTORHOCT
113 1 npu nuua c renecno terno 82,8 kg.

buotpanchopmarig ¥ eIUMHHHPAHE

[Ipu BB3pACTHH, OKONO 2/3 OT NpHAOkeHaTa A03a puBapokcabaH ce nojnara Ha MeTaboIMTHO
pasrpaxjiase, e KOeTo NOJIOBHHATA ¢€ eJIMMHUHRPA TIpe3 OBOpeliTe, a Apyrara MOJOBHHA — ¢
dexanunte. [Mocnennara 1/3 o1 npunoxkeHaTa 103a ce U3TBbYBA Upe3 AHpekTHA OBOpeuHa ekcKpeLus
KaTO HEMPOMEHEHO AaKTHBHO BELIECTBO B YPHHATA, [TIABHO YpE3 akTHBHa Oh0peyHa CeKpeius.
Pupapokcafan ce metadonwsupa upes CYP3A4, CYP2)2 n CYP-HezaBucUMH MEXaHH3MH.
PasrpaxkaaHeTo upe3 okMCJIeHHe Ha MOpPdONTHHOHOBHA palMKAl M XMAPOJIH3aTa Ha aMHAHNTE BPB3KH
ca OCHOBHUTE NpouecH Ha dHoTpanchopmanwms. Ot in vitro H3CIEIBaHHA € H3BECTHO, Y€
puBapokcabat e cyGcTpaT Ha TpaHcnopTaaTe npoterHH P-gp (P-raukonporeuH) u Berp (npoTenH Ha
PE3UCTEHTHOCT Ha paK Ha I'bpAaTa).

HenpomeneHuaT pusapokcabaH € Halt-BaXKHHAT KOMIIOHEHT B YOBELIKATA IJ1a3Ma, 6e3 1a uma apyru
OCHOBHH HJIH aKTHBHH HMPKyIupauy MetabonutH. Cee cHeTeMmen kinupbHe okono 10 1/h
pHBapokcabaH Moxe Ja ce KIacRPHULIMPA KATO BELIECTBO ¢ HUCHK KMUpBHC. Cliel HHTPaBEHO3HO
NMPUIIOKEHHUE Ha 8033 OT 1 mg eJIMMHHALIMOHHHAT NOJYXKHBOT € 0KoJo 4,5 yaca. (el nepopaiHo
NPHIOKEHHE €IMMHHHPAHETO CTABa TMMHTHPAHO OT cTeneHTa Ha abcopbumd. EnMMHHHpaHeTo Ha
puBapokcabaH 0T NNa3MAaTa HACTHIIBA ¢ TEPMHHANEH MOJIYKMBOT OT 5 10 9 yaca npH MAaaH WHIHBHAH
H ot 11 go 13 yaca npH maLMeHTH B cTapyecka BB3pact.

HHeduampuuna nonyiayus

Jlunceat naHHM 3a MeTabonu3sma, creluduuHH 3a geua. Jlunceat @K nanuu /i HHTPABEHO3HO
TNpHIOKeHHe Ha pHBapokcaban npu aeta. KmapsresT (CL), H3uncaeH upes nonynaimonso ©K
MOJeIMpaHe Npy jeua (Bb3pacToB AMana3oH 0 1o < 18 roaMHu) ciea nepopaiHO MPHIOKEHKE Ha
pHBapokcabaH, 3aBHCH OT TENECHOTO TEI0 H MOKe Aa ObJie OIMKMCaH ¢ aIOMEeTPUYHA DYHKUHA, CBC
cpeana crofiHoct 8 Vuac 3a nuiie ¢ TenecHo Terno 82,8 kg, Cpeanure reoMeTpHYHHE CTOHHOCTH 32
[IOJIY>KHBOTA Ha JHCNIO3HUMA {t1/2), H3uHcneHH 4ype3 nonyjannoHHo PK MoaendpaHe, HaManiaBaT ¢
HaMa/IABaHETO HAa BH3PAcTTa H BapupaT oT 4,2 yaca MpH IOHOLIM A0 NPUOIH3MTENHO 3 Yaca MpH aeua
Ha BB3pact 2-12 roaMHu M ce noHmkaear a0 1,9 v 1,6 yaca, cLOTBETHO NpH Jeua Ha Bp3pact 0,5-< 2
FOAUHH U No-Manky ot (0,5 roqgMHH.

CrieHHaJTHY Oy NalMK

ITon

[1py BB3pacTHH, He ¢a YCTAHOBEHH KIMHHYHO 3HAYHMH Pa3jiHKH BbB (apMaKOKHHETHKATA H
dbapMakoAHHAMHKATa MeXKAY NAIHEHTH OT MBKKH H JKEHCKM nmoJ1. EMHH eKcrnnopaTopeH aHajiu3 He
TIOKAa3Ba 3HAUYMMH Pa3/HYHA B €KCTIO3MIAATA HA puBapokcabaH Mexay aeHa OT MBXKKH H XKEHCKY T10J1.

Iayuenmu 6 cmapuecka ev3pacm
[TanuenTHTE B CTapyecka BB3pacT NOKa3BaT NO-BHCOKH IJIA3MEHH KOHLUEHTPALHH B C
MJIAJTUTE ITALMEHTH Che CPEeaHM CToHHOCTH Ha AUC okoio 1,5 mbTH NO-BHCOKH, OCH
HaMalleHus (npuBHACH) ob1 1 6BOpeueH knupbHe. He ce Hanara kopekius HA 1034

Paznuunu KAmecopun 8 3a6uCumocm om mecaamo
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IIpy BB3pacTHH, NPEKOMEPHH OTKJIOHEHHUS B TeJIECHOTO Terno (< 50 kg wim > 120 kg) umar caMo
MAJlKO BIIMSHUE BBPXY IUIa3MEHHTE KOHIIEHTPALMY Ha pHBapokcadaH (mo-manko ot 25%). He ce
Hajlara KOpeKiius Ha J03aTa.

IIpy neua, puBapokcadbaH ce A03Mpa Ha Oa3aTa Ha TEJIECHOTO Ter10. ENMH eKCIIopaTopeH aHain3 He
MOKa3Ba 3HAYMMO BJIHAHKE Ha TIOAHOPMEHOTO TErJI0 WIH 3aTIbCTABAHETO BHPXY €KCIIO3HIMATA Ha
puBapokcadaH IpH Jiela.

Meocoyemnuvecku paznuuus

[1py BB3pacTHH, HE Ca YCTAHOBEHH KIIMHMYHO 3HAYUMH MEKIYCTHHYECKH PasIHYHA 1IPH IALHEHTH OT
€BpONEUAHaTa, appo-aMepHKaHCKaTa, TJaTHHOAMEPHKAHCKaTa, AMOHCKATa ¥ KHTaHCKaTa rpymM no
OTHOIIECHHE Ha (PapMAKOKWHETHKATa ¥ (hapMaKoHHAMUKATA Ha pHBapoKcadaH.

EMH €KCIL10paTOPEH aHAIU3 HE NT0KA3BA 3HAYHMH MEXKIYETHHYECKH pasIHins B €KCTIO3HLIMATA HA
puBapokcabaH Npu Aela OT AMOHCKATA, KHTAHCKaTa H a3UaTckara rpynH M3BbH Anonua v Kxtaii B
CpaBHEHHE CBC CHOTBETHATA OO1IA TTeINaTPHIHA TTOITY ALk,

Heproopobuo yepesoane

B13pacTHH MAllHeHTH ¢ UMPO3a U JIEKa CTENMEH HA YepHOapobHo yepexxaane (xnac A no Child Pugh)
NPOABABAT CAMO MHHUMAJIHH NPOMEHH BEB (papMakokuHeTHKaTa (cpeaHo 1,2 nbTH noBuilleHHe Ha
AUC Ha puBapoxcabaH), KOETO € MOYTH CPABHUMO ChC ChOTBETHATA UM KOHTPOJIHA IPYNa 3/1pABH
pHaABKHIM. [1py mauMenTH ¢ Lupo3a H yMepeHa cTenes #a yepHonpoGHo yBpexaane (krac B no Child
Pugh), cpennara AUC na puBapokcaGaH € 3HAYHTENTHO MOBHIIEHA (2,3 MbTH) B CpaBHEHHE CHC 3APABH
nooposonuy. AUC Ha HecBbp3aHara ¢dhpakuus ce osuinasa 2,6 bTH. I1pn T€31 nanMeHTH uma v
HaMmaJieHo OBOpeyuro enMMHHNpaHe Ha pHBapokcabaH, NogoOHO HAa TOBA IIPH NALIMEHTH C YMEPEHA
cTencH Ha 6s0peuHo yepexxaaHe. HaMa JaHHH OT MAlHEHTH ¢ TEXKA CTENEH Ha YepHOApOoOHO
yBpEXAaHE.

MuxnbupaHeTo Ha aKTUBHOCTTA Ha pakTop Xa NpH MaMEHTH ¢ YMEpeHa CTENEH Ha YEPHOAPOOHO
YBPEXKJIAHE € TIOBHIUECHO 2,6 ITH B CPABHEHHE Che 3ApasH nobposom;, PT cemo e yabmkeHo — 2,1
neTH. [1aLHeHTHTE ¢ YMepeHa crenel Ha 4epHOoApOoOHO yBPEXKIAHE €a NO-YYBCTBHTE/IHH KbM
puBapokcabaH, K0eTo Boau A0 no-crpbMHO PK/PD croTHOIIEHHE MeX Ty KoHleHTpauuaTa 1 PT.
PuBapokcabaH € NpoTHBONOKA3aH NpH DALHEHTH ¢ YepHOAPOOHO 3200/sBaHe, CBBP3aHO ¢
KOATyJIONMAaTHS H KIRHHYHO 3HAYHM PUCK OT KbPBEHE, BRIIFOUMTENTHO NanueHTH ¢ uuposa ¢ Child Pugh
B u C (BX. TOuKa 4.3).

JIuncsat KTMHUYHUA JAHHM NIPH ZIeua ¢ 4epHOAPOOHO yBpeKIaHe.

bvbpeuno yspeosicoane
Ilpn BE3pacTHH ce HabnoAaBa yBeIHUeHHe Ha eKCIO3ULIMATA Ha pUBapoKcabaH yCHOpeHo ¢
HamMaIgBaHe Ha ObOpeyHara PyHKLHA, H3MEPEHA Ype3 KPeaTHHHHOBHA KIHPLHC. [1ps HHOWBUAH C
neka (kpeaTHHAHOB KHpBHHC 50 - 80 mi/min), ymepena (kpeatnauros kmupsHe 30 - 49 ml/min) u
TEXKa (KpEaTHHMHOB KIIHPBHC 15 - 29 ml/min) cTeneH Ha O50peyHO yBpeXKIaHe ILTa3MEHATE
KOHIIEHTpalMH Ha puBapokcadan (AUC) ca croreeTHo 1,4, 1,5 1 1,6 mbe# n0-Bucoku. CHOTBETHOTO
3aCHJIBaHE Ha apMakomHHAMHYHKTE ePEeKTH € Mo-u3pazero. [IpH HHANBHIIN C NIeKa, YMEpEeHa u
TEXKa CTEIeH Ha 6B0peuno yBpexIane LANoCTHOTO HHXHOHpaHe Ha aKTUBHOCTTA Ha GaKTop Xa e
croTBETHO 1,5, 1,9 1 2,0 nbTH n0-CUITHO B cpaBHEHHE CBC 371paBH J00posoily; PT ¢bilo e yabkeHo
— cboTBetHO 1,3, 2,2 1 2 4 neTH. HAMa NaHHHK OT NALMEHTH ¢ KPEATUHHHOBR KIMPHHC <15 ml/min.
[Topaau BUCOKaTa CTEMEH Ha CBBP3BAHE C TUIA3MEHHMTE NPOTEHHH HE CE OYaKBa pHBapokcadaH Jia
MoOKe na Oblie OTZENEeH Ypes qHaIn3a.

He ce npenopbuBa ynorpeta Nnpy NalHUEHTH ¢ KPEATHHHHOB KIMPBHC <15 ml/min. PuBapoxcaban
TpAOBa /1a ce U3MOJI3Ba BHHMATENHO MPH MALHEHTH ¢ KPEaTHHHHOB KIHAPBHC 15 - 29 ml/m3
TOuKa 4.4).

JIMncBatT KIMHUYHM JaHHHU 1IPU AeHa Ha | roguHa uiM No-rojfieMy ¢ YMEPEHA WIH T
6BOpedHO yBpexiaHe (CKOpOCT Ha riioMepyiHa duntpauma < 50 mi/min/1,73 m2).

®apMakOKHHETHYHH JaHHH NIPH NALASHTH
I1pn nanuenTH, Noyvapauly pupapokcabaH 3a neyeHue Ha oCcTpa Ib100Ka BEHO3HA

20 mg eauH BT AHEBHO, CPEIHATA reoMeTpUuHA KOHUEHTpauma (90% nporaoseH U
yaca M 0KoJo 24 Jaca cied nmpHeM Ha 1o03a (MpHOIH3UTETHO NMpeaCTaBIABaIlH Maﬂcnmmaﬁqﬁﬁfw

34



MHHHMAJTHATA KOHIEHTPALWH [IPe3 BPEME Ha 1030BHA MHTEpBa1) € ChOTBETHO 215 (22 - 535) 1 32 (6-
239) meg/l.

IIpu neanarpuusu nauenTy ¢ octbp BTE, nomyyaBaiuy puBapokcadbal npH 1o3a, KOpUrdpaHa
CIPAMO TEJECHOTO TETJI0, BOJAEINA JI0 EKCNIO3UIHMA, 10100HA Ha TAa3H MPH Bb3pacTHU nauueHT# ¢ JIBT,
MoTy4aBailld AHeBHA No3a 20 mg eauH ObLT AHEBHO, CpelHaTa reOMeTpHMHa CTOHHOCT Ha
KOHLEHTpauHuTe (MHTepBan 90%), N10IyYeHH [IpH BpeMEBHTEe HHTEPBAIU Ha B3eMaHe Ha MpOOHMTe,
OpeACcTaBNABalIN NPUOIHINTEIHO MAKCUMANHHUTE U MUHUMAJTHHTE KOHLIEHTPALIMH MO BPEME Ha
O30BUA HHTEPBa, ca 06o0meHn B Tabmuua 13.

Tabanua 13: O606mena cTaTHcTHKA (cpeaHa reoMeTpHuna croiinocT (90% mETEpBaAJ)) HA
NJIA3MEHATE KOHIEHTPAUHH HA PHBAPOKCA0AH B CTAHOHAPHO ¢heToAHAE (meg/l) cnopen
_PeXHMA Ha NO3HPAHE H Bb3PACTTA

Bpemenn
HHTEepPBAJIH
o.d. N 12 < N 6-<12

18 rofHHH

roaAHHHN
25-44gaca | 171 241,5 24 229.7
(W) (i (105- (91,5-777)
MIPHUIIAraHe 484)
20-24 yaca | 151 20,6 24 15,9
caeq (5,69- (3,42-45,5)
npuIaraHe 66,5)
b.i.d. N 6-<12 | N 2-<6 N 0,5-<2

TOAHHH roAHHH roOAHHH
2,5-4ygaca | 36 145.4 38 171.8 2 n.c.
clen (46,0- (70,7-438)
[pHIIaraHe 343)
10-16 yaca | 33 26,0 37 22,2 3 10,7
cnen (7,99- (0,25-127) (n.c.-
HpUIaraHe 94,9} n.c.)
tid. N 2-<6 N Ot N 05-<2 [N Or

roXHHH PAXIAHETO roJAnHH PaXKAAHETO

<2 < 0,5
roAHHH roJHHHA
0,5-3vaca |5 164,7 25 111,2 13 114,3 12 108,0
cien (108- (22,9-320) (22,9- (19,2-320)
NPIJIAraHe 283) 346)
e

7-8 yaca 3 33,2 23 | 18,7 12 |21.4 11 |16, 6@' A No
clien (18,7- (10,1-36,5) (10,5- (1,02/33%¢6 .
NpHIarage 99,7) 65,6)

0.d. = eHH BT AHEBHO, b.i.d. = ABa ITHTH JHEBHO, t.1.d. = TpH MBTH AHEBHO, N.C. = -. f 1‘.*.'_"-}: ¥ /

(not calculated) &, /
CroiiHOCTH TIOJT I0JTHATA TPaHMIA Ha KOJRYecTBERO onpeaenase (lower limit of quants atl ’V
LLOQ) ca samectenn ¢ 1/2 LLOQ 3a u3uncnenuero Ha cratietherdkata (LLOQ = 0.5 1T ‘E____#_ /
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Bpb3ka hapMakoknHeTHKa-hapMaKoAMHAMHKA

Bpt3kara ¢gapMakokuHeTHKa/ PpapMakoanHamuka (PK/PD) Mexay ninasmMeHaTa KOHLEHTpaLKs HA
puBapokcabaH H HIKOJIKO (papmakoIHHAMHYHHK KpaiiHy ToukH (MHXubHupane Ha gakrop Xa, PT, aPTT,
Heptest) e npoyuena cnea npuiiaraHe Ha IKMpoK Anana3zoH ot Ao3u (5 - 30 mg nsa MeTH Ha JIeR).
Bpr3kata MexIy KORUEHTpaUMATa Ha pHBapokcabaH ¥ akTHBHOCTTA HA (hakTop Xa Hai-1o0pe ce
omicBac E  monen. Ilo orHowmenne Ha PT MoaenbT Ha JMHEHHO MPecHYaHe ONMCBA AaHHHATE

obukHOBEeHO no-106pe. HaknowbT Ha KpHRaTa BapUpa 3HAYMTETHO B 3aBHCHMOCT OT Pa3iHYHHTE
uznonseanu PT pearentu. [pu usnonseane va Heortactun PT, PT Ha u3XomHo HHRO € okosio 13 5, a
HaKJIOHBT 0k010 3 10 4 s/(100 mcg/1). Pesynrature or ananuza na PK/PD ot ¢aza Il n 111 ca cxonnm ¢
AAHHHTE, YCTAHOBEHH TPH 3APAaBH HHIUBHTH.

[leqnaTpHyHa nOIyanus
bezonacHocTTa ¥ ePHKACHOCTTA He ¢a YCTAHOBEHH NPH NOKAa3aHMETO NPOPHIAKTHKA HA UHCYIIT U

CHCTEMHA eMOOINA PH NAlHEHTH ¢ HEKJIAITHO NPEACHPAHO MEXKACHE HPH €12 M FOHOILH HA Bb3PacT
10 18 roauuu.

5.3 IIpeaAKJHHHYHK AAHHH 32 0€300ACHOCT

HexauunuynMTe 1aHHM HE MoKa3paT 0coOEH pUCK 3a Xopa Ha 0a3aTa Ha KOHBEHIIMOHATIHWTE
(hapMaKoJIOrMYHU M3NHTBAHKA 3a 6€30MacHOCT, MPOYYBAHMA 33 TOKCHYHOCT NPH €IHOKPaTHO
IPHIOKEHUE, (POTOTOKCHYHOCT, FeHOTOKCUYHOCT, KaHLISPOTeHEH [TOTCHLHAT 1 IOBEHWIHA
TOKCHYHOCT.

Edexrure, HabnmiogaBaHy Mpy HAMHTBAHHUATA 3@ TOKCHYHOCT NMPH MHOTOKPAaTHO NPHIOXKEHHE, ca
CBbP3aHHM OCHOBHO ChC 3acHiIeHaTa apMakoaMHAMHAYHA aKTHBHOCT Ha pruBapokcabas. 11ps msxobe
ca Habnronapany NOBULICHH IU1a3MeHM HUB2 Ha 1gG u IgA npu HMBa HA €KCIIO3HLNA, CHOTBETCTBAINH
Ha KIIHHUYHHTE.

IIpn ibXoBe He ca HabMonaBaHu eQeKTH BbpXy QEpTHIHTETA IIPH MBXKKHTE MJTH KEHCKHTE
>KHBOTHH. M3nMWTBaHHATA NPH )KHBOTHH NIOKA3BAT PENPOAYKTUBHA TOKCHYHOCT, CBBP3aHa ¢
¢dapMaKONOTHYHUA MEX2HH3BM Ha JACHCTBHE Ha puBapoKcabaH (Hamp. XeMOparH4HH YCIOXKHEHHS).
ITpn nna3MeHn HUBa, CHOTBETCTBALIH Ha KIIMHHYHATE, ca HaOMmoaBaHy eMOpHO-(ETAHA TOKCHYHOCT

(NOCTHMILTaHTAl[HOHHA 3ary0a, 3a6aBeHO/CTHMYIMPaHO OCH(pHIMPaHEe, MHOKECTBEHH Onean
XErnaTalHy NeTHa) B NOBHIICHA Y€CTOTA Ha Half-uecTo cpelaHuTe MaldopMaLMH, KakTo #

nJianeHTapHy npoMenn. [lpu npe- v NocTHaTaIHO NPOyYBaHe MPH ILTBXOBe € HalI0JaBaHa HaMalleHa
BUTANHOCT HA MOKOJICHUETO MPHU J03H, TOKCHYHH 33 MANKHUTE.

PusapokcafaH e v3cae BaH npy IOBSHWIHH ILUTHXOBE NPH MPOABKHTENHOCT Ha JISYEHHETO 10 3
Mecelia, ¢ Ha4alo OT MOCTHATANIEH JeH 4, KOeTO [0Ka3Ba NOBHLICHHAC HA NEPHUHHCYIApHa XeMOparus,
KOATO HE € 3aBUCHUMA OT Jo3arta. He e HabnmionaBano J0Ka3aTelCcTBO 3a CEIM(HYIHA TapreTHa OpraHHa
TOKCHYHOCT.

6. PAPMAIIEBTHYHH JAHHH
6.1 Cnecbk Ha IOMOLIHHTE BEIHECTBA

Anpo Ha Tabnerkara

Llenynosa, MUKpOKpHCTaNHa
JlakT03a MOHOXUApAT
TIoBnaon K30

Hurmecte, npexenaTHHU3UMPAHO
Kpocnosnaon

Hartpues naypuncyndat
Maruxesues creapat

OHIMOBO NIOKPHTHE
Xunpomenosa £E464

TutaHoB quokcua E171
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Makporon 4000 E1521
AKeneseH okcuna, uepseH E172

6.2 HecnbBMecTHMOCTH

Henpuiokumo

6.3 Cpox na rogHoct

3 roguHM

6.4 Cpnenna/nu yci0BHS HA CbXpaHeHHE

To3H NexapeTBeH NPOIYKT HE H3HCKBA CIELMANHH TEMIIEPATYPHH YCAOBHSA Ha CBXPaHEHHE.
CexpaHsaBaiiTe 8 OpUrMHaNHaTA ONAKOBKA, 3a Ja ce€ Npeana3H OT BJiara.

6.5 Bua H cLABLPKAHAE HA ONTAKOBKATA
PVC/PVdAC/anymunnesu OaucTepy

OnakoBkH ot 5, 5x1, 10, 10x1, 14, 14x1, 15, 15x1, 28, 28x1, 30, 30x1, 42, 42x1, 50, 50x1, 56, 56x1,
98, 98x1, 100 1 100x1 prnMupann TabieTKy.

He rcruuku BuioBE ONAKOBKY MoOrarT Ja OnaT MycHAT# Ha nasapa.
6.6 CnenuaaHA NpeANA3HA MEPKH NPH H3XBLPJSHE H paboTa

Hama cneuHanny M3HMCKBaHMA

7. HPHTEXATEJ HA PABPEHIEHHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

8. HOMEP(A) HA PASPEIHIEHMETO 3A YIIOTPEBA

Per. Homep: 20220305

9. JATA HA ITBbPBO PASPENIABAHE/TIOAHOBSABAHE HA PAZPEINEHHUETO 3A
YINIOTPEBA

Hara Ha nbpeO pa3spemasane:; 11.11.2022
JlaTta Ha nocaeaHO NMOAHOBABAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
Cenremepu 2023
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