KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA

MITLIHWTEAHA ATEHUNA N0
1. HME HA JEKAPCTBEHUSA IPOAYKT LKA N0 NEKAPCTBATA

Kcauupsa 2,5 mg ounmMupaHu tabaeTkH
Xanirva 2.5 mg film-coated tablets
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2. KAYECTBEH 1 KOJITHYECTBEH CbCTAB
Bceska punMupaHa TabneTka cbabpka 2,5 mg puBapokcaban (rnvaroxaban).
[ToMoLIIHO BEIIECTBO € M3BECTHO ACHCTBHE

Bcaka punmupana Tabnerka ceabpka 27,1 mg naktosa (KaTo MOHOXWAPAT).
3a NLIHMUA CMUCHK HA MNOMOLIHHTE BELECTBA BUKTE TO4KA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.

XKbaTH, Kpbriu, ABOHHOH3MBKHANH, QUIMHpaHH TabneTky (¢ NpHONU3HTENEH AHAMETBP 5 mm) C
BABbOHATO penedro o3HaveHne "2,5" OT eaHaTa CTpaHa Y raagKH OT Jpyrara.

4. KJHHH4YHH JAHHH
4.1 TepaneBTHYHH NOKA3aHHA

KcanupBa, NpHIOKCH eAHOBPEMCHHO camo ¢ auetuacanuumnnora kucenuna (ACK) mnu ¢ ACK nmoc
KJIOMHIOTPEN WK THKIOMUIHH, ¢ MOKAa3aH 3a npoguIakTHKA Ha aTepoTpOMOOTHYHH cBOMTHA Npy
BL3PACTHH NMALMEHTH cnel ocTbp kKopoHapeH cHHapoM (OKC) ¢ nosuieny copaeusn GnoMapKepH
(Bx. Touku 4.3,44u5.1).

KcanupBa, IpHIOKCH €IHOBPEMCHHO C aueTHacanvumnosa kucenuna (ACK), e nokasaH 3a
NpoPHIaKTHUKa Ha aTepOTPOMOOTHYHH CHbOHTHA NPH Bb3PACTHH MALMEHTH C KOPOHAPHA apTepHaAIHA
oonect (KAB) wnu cumnromatuyna nepudepHa aprepunanta donect (IIAb) ¢ Bucox pHck OT
MCXCMHYHH CBOUTHS.

4.2 [lo3upoBKa H HAYMH HA NPHI0KEHHE

Ho3uposka
[IpenopbunTennara Ao3a € 2,5 mg aABa NbTH AHEBHO.

«  QKC

[Taunenture, npuemain Kcanuppa 2,5 mg Asa NbTH AHEBHO, TPA0Ba na NpUEeMaT H JHEBHA 1034 OT
75 — 100 mg ACK nnu aueBHa go3a ot 75 — 100 mg ACK B nonsnHeHHe kbM JHEBHA J103a OT 75 mg
KJIONMUAOTPEN WM KbM CTAHAAPTHA JHEBHA 1032 TUKJIOMHIMH.

JleueHHETO Ha OTAC/IHHA HaLMEeHT TpAOBa a ce OLCHABA PEOOBHO KaTO CE MPELEHABA PHCKA OF

HCXEMHUYHH ChOHTHSA Cpuly PHCKA OT KbPBCHC. PeuicHye 3a NpPpOOBJDKABAHC HA JIE‘-[E ;ﬁm -
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12 Meceua TpabBa aa ce B3eMe Bb3 OCHOBA Ha CbCTOAHHETO Ha OTICNHHUA NALMEHT,
oT ynotpeba 1o 24 Mecena ¢ orpasiyeH (Bx. ToUka 3.1).




JleueHueTo ¢ Kcanupsa TpsbBa aa ce 3anoyHe Bb3MOKHO Hail-ckopo cnel ctabunnsupane Ha OKC
(BKIIOYHTENHO NMPOLEAYPH 3a peBacKynapu3anus); Hai-paHo 24 Jaca c/ed XOCIHTAIIH3AUMATA U B
MOMEHTa, KOorato o0H4aifHo ce NpeyCTaHOBABA NMapCHTEpaIHaTa aHTHKOAryJJaHTHa TCParua.

«  KAb/IAD
[TauuenTHTe, NpHeMamn Kcanupsa 2,5 mg 18a mbTH AHEBHO, TpAGBa J1a MpHEMAT M JHEBHA 1032 OT
75 — 100 mg ACK.

[Tpu nauMeHTH cNel yCNEliHa MpoLeAypa 3a peBacKyJapH3alds Ha A0JIeH KpanHHK (XHpYpruHa HitH
€H0BACKY/IapHa, BKIYHTENHO XHOpHIHM poueaypu) nopaan cumnromatiuna [IAb, He TpsbBa na
C€ 3aMoyYBa JieyeHHEe, ROKATO HE CE MOCTHUIHE XEMOCTA3a (BX. TOo4Ka 35.1).

[TpoabmKHTENHOCTTA Ha JlieueHHeTo TpadBa aa Obac onpeaecHa HHIMBHAYAMHO 338 BCEKH NALHEHT
Bb3 OCHOBA Ha PEIOBHH OLUCHKY U TpAOBa Na € cbobpaseHa cbC CbOTHOIIEHHETO HA PHCKA OT
TPOMOOTHYHH CHOUTHSA CIPAMO PUCKOBETE OT KbPBEHE.

e OKC, KAb/lIAb

Eonospevento npuioxcerue ¢ AGhHmuazpeanmna mepanus

[Ipn nauneHTH ¢ 0CTpo TPOMOOTHYHO CLOMTHE HIIH CBIOBA MpoLEAypa M HEOOXOAUMOCT OT IBOHHA
aHTUTPOMOOLIMTHA Tepanus NpoabkaBaHeTo Ha Kcannpsa 2,5 mg ABa MbTH JHEBHO TpabBa ga Obae
OLICHCHO B 3aBHCHMOCT OT BHIa Ha CbOMTHETO WM NpoLEypaTa H CXEMaTa Ha TIPHIIOKEHHUC Ha
aHTUTPOMOOLIMTHHTC CpPEACTRA.

bezonacHocTTa # edpukacHocTTa Ha Kcanupsa 2,5 mg ABa MbTH AHEBHO B KOMOHHALMA C ABOMHA

aHTUTPOMOOLMTHA TEPanus ¢a NOpOy4YEHH CaMo NMpH MalUKHEHTH

*  c¢be ckopolueH OKC e komOnnauus ¢ ACK nnroc knonuaorpen/THKIONHOHH (BXK. Touka 4.1), U

*  CNleq CKOpOLIHA Mpoleaypa 3a peBacKyJiapH3aLHs Ha AOMHHA KpaHHHK NOpaad CHMIITOMAaTHYHA
[TAB, B kombunauus ¢ ACK H, ako € npuiIoxuMo, KpaTKocpouHa ynorTpeda Ha Knonuaorpen (Bx.
To4KH 4.4 1 5.1).

Iponychama oo3a

AKo 6Bb1ic NpPONyCHAaTa HAKOA 103a, MALUHEHTHT TPAOBA 1a NPOABLAXKH NpHEMa C PEIOBHATA 4034, KOATO
¢ Ouna mpenopbsyaHa, IpM cleBallug miaHos npueMm. He tpabea na ce npuema ABoOHHA 1034 3a
KOMIICHCHpAaHE Ha NpoNfycHaTaTa 403a.

IIpemunasarne om aeuenue ¢ anmazonucmu na sumaviun K (ABK) kvm Kcanupea

[Ipu npemunaeaHe o1 neucHue ¢ ABK kbM neuenue ¢ Kcaunpea CTORHOCTHTE HA MC)XKAYHAPOAHOTO
HopMaH3upaHo choTHoweHue (INR) morar na 6baart ¢panuuBo NOBHILEHH CIEA IPKEMA Ha
Kcanupsa. INR He ¢ BanuaeH mapamersp 3a H3MEpBaHe Ha AaHTHKOAryJaHTHAaTa aKTHBHOCT Ha
Kcanupsa 1 cnegoparenHo He TpabBa Aa ce U3NoA3Ba (BX. Touka 4.3).

IIpemunasare om aevenue ¢ Kcanupea xem anmaconucmu na sumaviun K (ABK)
HMa BepoATHOCT aHTHKOAry/TALMATA 1a ObAe HeaJeKBATHA B X0/a HA NIPEMHHABAHCTO OT JICUCHHC C
Kcanupea koM ABK. Tpabgea ga ce ocurypH npoIb/DKHTE/IHA aAeKBaTHa aHTHKOArynaums npu
pcMHHABAHE KbM AITCPHATUBEH aHTHKoarynaHT. TpsabBa na ce otbenexu, ye Kcannpsa Moxe 1a
o0ycnoBH NOBHLLICHH CTOHHOCTH Ha INR.

[Ipn naumeHTH, npeMuHaBaiM or nevenne ¢ Kcanupsa kM ABK, ABK Tpsbsa ga ce npuemar
napanenno ao nocrurade Ha INR > 2,0. [Ipes nbpeuTe ABa JHH OT MPEXOAHMS repHol TpOBa Oa ce
npuiiara CTaHaaprHara HayanHa no3a ABK, cren koeto nosara Ha ABK 1padsa 1a e criopen
pesynrature 3a INR. Jokato naunenture npuemat eqHoBpeMeHHo Kcannpsa n ABK, INR ne

cneasaulata go3a Kcanupsa. Cnen kato ce npeyctaHoBH npuemMa Ha Kcaunpsa, INR M
M3CJEABA M PE3YITATHTE J1a €A HAACKIHHU MOHE 24 yaca Cnej IpHeEMa Ha NoceqHaTa /
4.5n35.2).

IIpemunaeare om aevenue ¢ napenmepatnu anmuxkoazyrarmu koM Keanupsa




[Ipy nauMeHTHTE, KOUTO B MOMEHTA MOMYy4aBaT MapCHTEPATHH aHTHKOATy/NaHTH, NPCYCTAHOBABAHCTO
Ha MapeHTepaIHUs aHTHKOAry/IaHT M 3ano4yBaseTo Ha Kcanupea Tpabsa aa ce ocwruectsar 0 go 2 yaca
nped MOMEHTA 3a C/IEABAIOTO MIAHOBO NMPHIOXKEHHE HA MAPECHTEPATHHUA NEKApCTBEH NPOAYKT
(Hamp. HUCKOMOJIEKYJ/ICH XENapyH) HJIM B MOMCHTA Ha CIIHPaHE Ha NPOABIDKHTEIHOTO NMPHIICKEHHUE HA
MapCHTEPATHHUA JTEKAPCTBEH NPOAYKT (Hanp. HHTPaBEHO3EH HEPPAKLHOHUPAH XETIAPHH).

HPE,HHHQSHHE om 1evernue C KC'{IHHPEH KbM RAPeHMePpaTHU AGHMUKOACYIARMU
HPHHO}KETG MbpPBATAa 1034 OT NAPCHTCPANTHHA AaHTHKOAI'YJIaHT B MOMCHTA, KOraTto TpﬂﬁBa dd C¢C
NpHEMC CIICABALIIATd J034 Kcaunpaa.

Cneyuainu nonyiayuy

bvbpeyuno yepexcoane

OrpaHH4eHNTEe KAMHHYHU JaHHH OT MaUMEHTH € TEXKO ObOpeunHo yBpexaaHe (KpCaTHHHHOB KIIHPBHC
15 — 29 ml/min) nokasear, 4¢ I1a3MEHUTE KOHLUEHTPALHK HA pHBapOKCabaH ¢a 3HAYUTEIHO
nosuieHd. [1o Ta3n npuunna Kcanupea tpa0ea Ja ce npunara BHUMATEIHO NPH TE3H nanueHTH. He
ce mpenopbyBa yrnoTpebaTa NPy MALMEHTH ¢ KPEaTHHHHOB KAUPBHC < 15 ml/min (Bx. Touku 4.4 n
5.2).

He ce Hanara kopurupaHe Ha Jo3aTa npy NauMeHTH ¢ Neko ObOpeuHo yBpexaaHe (KpeaTHHHHOB
knupbHC 50 — 80 ml/min) unu ymepeHo 0u0peuno yBpexnaHe (KpeaTHHHHOB KIHPBHC

30 — 49 ml/min) (Bx. Touka 5.2).

Yeprodpobro yepesicoane
KcaunpBa € NpOTHBONOKA3aH NpH NaLKMEHTH ¢ YepHOAPOOHO 3a00nBaHe, CBBP3aHO C KOAryJIONaTHA H
KJIMHHYHO 3HAYMM PHCK OT KbPBEHE, BKIKMUTENIHO naureHTH ¢ uvpo3a ¢ Child Pugh B u C (Bx.

TOYKH 4.3 u 5.2).

IHonyaayus 6 cmapuecka ge3pacm
be3 xopekunsa Ha no3ata (BX. Toukn 4.4 1 5.2).
PHCKBT OT KbPBCHE C¢ YBE/IHYABA C YBENHYABaHE Ha BH3PacTTa (BX. TOUKa 4.4).

Teaecno mesao
be3 kopekuus Ha no3ara (BXK. ToOUukH 4.4 1 5.2).

lloa
be3 kopexuus Ha no3arta (BX. To4Yka 5.2).

eouampuvwna nonyaayus

BeszonacHocTTa M ePHKACHOCTTA Ha puBapoxcabaH 2,5 mg TabneTku npH aeua Ha Bw3pacT 0 go 138
roAuHH He ca ycTaHoBeHH. Jlunceat aannu. [To Ta3u npHyYKHa He ¢ npenopbyBa ynorpebara Ha
Kcauupsa 2,5 mg tabnetky npu gcua o | 8-roauiuHa Bb3pacr.

HaumH Ha NPHIOKCHHUE
KcasupBa ¢ 3a NepopaniHO NMPHIIOXKCHHE.
TabneTkuTe MOXE Aa ce pUeMat ¢bC MK 0c3 XpaHa (BK. To4kH 4.5 1 5.2).

Pazmpowasane na mabaemxume
[Ipy nauneHTH, KOMTO HE MOTaT Ja NorIbilIaT TabneTkuTe LS/, TabneTkara KcaHnpBa MOXeE 1a ce

HATPOILH U CMECH C BOJIa MK S0BLIKOBO MIOPE HENOCPEACTBEHO Npeay yrnoTpeba v aa ce NpriIokKH
nepopanHo.
HartpouieHaTta TabneTka MoXe [1a CC ITPHIara Chllo H 4pe3 CTOMALIHA COHAa (BXK. TOUKM 5.2 H 6.6).

4.3 IIpoTHBOMOKA3AHUA

CBpPbX4YBCTBHUTEIHOCT KbM AKTHBHOTO BELUECTBO WIH KBbM HAKOE OT MOMOIHUTE BEW
n30pocHH B TO4YKa 6.].

AKTHBHO, KITHHHYHO 3HAYHMO KbPBCHC.,




JIe3us UM ChCTOSHHE, aKO ObJe CYETEHO, Ue MPEACTAB/IABA 3HAUMM PHCK 32 Io/iIMO KbpBeHe. ToBa
MOJKE Na BKJIKOYBA HACTOALLA WX CKOPOLLIHA FACTPOMHTECTHHANIHA A3Ba, HATMYHE HA 3MI0KAYECTBEHH
HEOMIAa3MH C BUCOK PHCK 3a KbPBEHE, CKOPOLLHO HApaHABaHE Ha IJIaBHHA HJIM IPbOHAYHUA MOTBK,
CKOpOILHA ONepauus Ha IJIaBHUA MO3bK, IPbOHAYHMA MO3BK MIIH OYHTE, CKOPOLIHA BbTPEYEpEITHa
X€MOparus, H3BECTHH WK CYCNEKTHH e30garcaiiy BapHiLH, apTEPOBEHO3HH Man(OPMaLHH, CbIOBH
aHEBPHU3MH WJIH rONeMH HHTPACMHHAIHM WM HHTpauepeOpantiy cbA0BH aHOMaIHH.

ERHOBPEMEHHOTO JICYCHHE C APYTH AHTHKOAryNaHTH, Hanp. HegpakunoHupax xenapii (HOX),
HHCKOMOJICKY/THH XCMapHHU (CHOKCANapHH, JanTenaphH ¥ Ap.), IPOM3BOAHH Ha XeMapHHa
(dormanapuHyKC # Ap.), IEPOPATHH BHTHKOArynaHTH (BapgapHH, naburarpaH €TEKCHIAT, anmnkcadaH
1 J1p.), OCBEH NpH cneundHuHH oOCTOATENCTBA 32 CMAHA HA JICYEHHETO C aHTHKOAryJIaHT (BX. TOYKa
4.2) nnu korato HOX ce npunara B 1o3u, HeobxoauMu 3a NOAAbpP)KAHETO Ha OTBOPCH LICHTpAlCH
BEHO3CH H/IH apTepHANcH KaTeThp (BXK. TO4YKa 4.5).

EnnopeMenHo neucnne Ha OKC ¢ aHTUTpoMOOTHYHA Tepanus [Ipy NALMEHTH C NPEAXOICH HHCYIT
WK npexogeH uexemudeH npuctei (ITUIT) (k. Touka 4.4).

EnnoepemerHro neudennie Ha KAB/ITAb ¢ ACK npu nauveHTH ¢ npeaHLIeH XEMOpParu4yeH UM
NIaKYHapeHr HHCYIIT, WK BCAKAKbB HHCYJIT B PAMKHTE Ha €IHH Mecell (BXK. To4Ka 4.4).

YepHoapoOHo 3abonaBaHe, CBbP3aHO C KOAryJIonaTHA H KIMHHYHO 3HAYUM PHUCK OT KbPBEHE,
BKJIIOYHTENHO natuenTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touxa 5.2).

BpeMEHHOCT U KbpMeHe (BX. TOUKa 4.6).
4.4 CneunajHH npeiynpexacHUN U peiNa3HH MepPKH MPH ynorpeda

[Ipn naumenTu ¢ OKC eduxacHocTTa M 6e30macHocTTa Ha pBapokcabad 2,5 mg Ba NhTH AHECBHO €
v3cneaBaHa B KoMOHRauma ¢ anturpoMOouuTHHTE cpeacTea ACK camoctosarenHo unn ACK nimroc
KJIONMUAOTPE// TUKAOMHINH.

[1py nanmeHTH C BUCOK pHCK OT ucxemuuHd csbutna ¢ KAB/ITAD, edpukacHoctTa 1 6e30nmacHOCTTa Ha
puBapokcabaH 2,5 mg ABa NbTK AHEBHO ca u3cacaBaHH B kombunauusa ¢ ACK.

[Ipy naumMeHTH C¢a CKOpOLIHA NMPOoLEAypa 3a peBacKyaapH3iallua Ha NOMHHA KpaHHHK mopaau
cumnTomaTuuHa [TADB, eduxacHocTTa M be3onacHocTTa Ha puBapokcabal 2,5 mg nBa NbTH AHEBHO Ca
H3CNneBaHN B KoMOuHalusa camo ¢ aHTHTpoMbouuTHO cpenctBo ACK unun ¢ ACK nimoc
KPaTKOCPOYHA TCpaliia ¢ KIONUIorpen. AKo c¢ Hanara ABoHHa aHTHTPOMOOLINTHA Tepanus ¢
Knofmuaorpes, T TpadBa aa ¢ KpaTkocpoyHa; TpAOBa a ce U3barea QbarocpouHa aHTUTpOMOOLMTHA
Tepanus (Bx. To4ka 3.1).

JleyueHHeTO B KOMOMHALMA ¢ APYr'it AHTUTPOMOOTHYHH BCIUCCTBA, HAaNp. Opa3yrpen WIK THKarpeaop,
HE ¢ NMPOYYBAHO M HE CC MPENOPBYBA.

HpCHDquBa Cc€ KJIHHHYHO H3.6J'IIO,[IEHH€, CBhOTBCTCTBAILO HA MTPOBCKAAHATA AHTHKOAr'yiallld B X014
Ha UCIHA MECPHOI HA ICHEHHE.

PHCK OT Xxemoparus

KaxTo ¥ ¢ Apyry aHTHKOAryJIaHTH, NaudeHTHTe, KouTto npuemart Kcanupsa, Tpsabsa na ce Habnionasart
BHHMATC/IHO 3a NpU3HaUM Ha KbpBeHe. [Ipenopbusa ce ynotpebara ¢ NOBHIIEHO BHHMaHHE MPH
ChCTOSHHA C MOBHIICH pPHCK 38 xemoparua. [lpunoxenunero Ha Kcanupsa Tpsabsa aa ce MpeycraHoBH
npH MOABA HAa TeXKa XxeMoparus (Bx. Touka 4.9).

B KNMHUYHHUTC NIPOYUYBAHUSA JIMTABUYHO KBPBEHE (T.€. OT HOCA, BEHLUUTE, CTOMAUIHO-4YPCBUHS
MUKOYO-NONOBHA TPAKT, BKIOYHTENHO aOHOPMHO BArHHAIHO HIH YBETHYEHO MCHCTPY 3
M aHeMHMA ce HaOIIAABaT NO-4eCTO NPH ABIATOCPOYHO JIeYeHHE ¢ pHBapokcabaH KaTo :{a GNE
Tepanus ¢ eUH WU 1Ba aHTHT‘pOMfioaHH cpeactsa. [1o Ta3n npHunHa, B JONBJIHEHHE



MOrJI0 Aa ObAe oT non3a 3a OTKPHBAHC Ha OKYJ/ITHO KBPBCHC H 3d OIIPCACAAHC Ha KIMHHYHATA
JHAYHNMOCT Ha ABHO KbPBCHC, [10 NpCUCHKA CIIOpC] Cil1yYai.

Hsakonko noArpynH NauMeHTH, OMUCaHHU NOApOoOHO Mo-101ay, €a ¢ NOBHIIEH PUCK OT KbpBeHe. [1o Ta3u
npuynHa ynorpebara Ha Kcannpsa B koMOMHaLMs ¢ JBOHHA Tepanus ¢ aHTHTPOMOOUMTHH cpeacTBa
fpy NaUHEHTH C YCTAHOBEH MOBHIIEH PHCK 33 KbPBEHE, TPAOBa Aa ce npeueHH Ha GoHa Ha NOT3HTE Mo
OTHOLLICHHE Ha NpodHNaKkTHKaTa Ha aTepoTpoMOOTHYHH ChOHTHA. B 1oMbAHEHHE TE3H NALHUCHTH
cneapa aa 0baaT BHHMATE/NHO NPOCIICACHH 33 O€Ie3H H CHMIITOMH Ha CBBbP3aHH C KbPBEHE
YCNOKHEHHA ¥ aHEMHA CJIC] HAYAMOTO Ha NMICYEHHETO (BX. TOYKa 4.8).

[TpH BCAKO HEH3ACHCHO MOHMXKAaBaHE HAa XeMOrnobuHa HIIH KPbBHOTO HanaraHe Tpabpa 1a ce ThpCH
M3TOYHKHK Ha KbpBCHE.

Bbnpexk# 4c IEHCHHETO C pHBApOKCabaH HE H3HCKBA PYTHHHO NpPOC/IEAABaHE Ha EKCMO3IMLMATA,
HMBAaTa Ha pHBapokcabaH, H3MEPEHH ¢ KATHOPHPAH TECT 33 KOJIHYECTBEHO ONpPECIAHE Ha
aHTHdakTop Xa, MOrat fa ObaaT NMoJe3HH B U3BLHPEAHHN CUTYAUHH, KOraToO AaHHHUTE 3a EKCMO3HLIUATA
Ha pHBapokcabaH MOXKe Aa IOMOTHAT 3@ B3€MAHE Ha MHQOPMHPAHH KJIMHHYHY PELLUCHHUA, HaMp.
peao3upaHe 1 CneiHa Xupyprus (Bx. Todka 5.1 u 5.2).

bxbpeuno yBpexaaHe
[Tpn naumeHTH ¢ TexKo 6LOpeUHO yBpeaaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min) € Bp3MOXHO

[JIa3MEHHUTE HHBa Ha puBapokcaban ga 6paaT 3HAYMTEAHO MOBHIWIEHHM (cpeaHo 1,6 MbTH), KOETO MOXE
Ja JOBee 10 MOBHMILUEH PHCK OT KbpseHe. Kcanupsa Tpabea aa ce npuiara BHUMaTEIHO IpH
NaLHEeHTH C KPEaTHHHHOB KIHpBHC 15 — 29 ml/min. He ce npenopbusa ynorpebara rpu MNauneHTH C
KPEaTHHHHOB KAHPBHC < |5 ml/min (BX. Toukn 4.2 n 5.2).

[Tpu nauneHTH ¢ yMepeHo 0B0peuHo yBpexaaHe (KpeaTHHHHOB KAMPBHC 30 — 49 ml/min),
NONy4aBally CAHOBPEMEHHO APYTH JEKapCTBa, KOMTO MOBHIIABAT NNA3MEHHUTE KOHLICHTPALMH Ha
puBapokcabaH, KcasupBa cieaBa a ce npunara BHUMaTENHO (BXK. ToYka 4.5).

B3auMoaencTBHE ¢ APYrHd NEKAPCTBCHU NPOAYKTH

He ce npenopbuBa ynorpebara Ha Kcanuppa npu nalMeHTH, KOHTO N0AYYaBaT €IHOBPEMEHHO
CHCTEMHO fICYCHHE C a30/I0BH AaHTUMHKOTHUM (KaTO KETOKOHA30/, HTPAKOHAa30J1, BOPHKOHA30J U
rocakoHazon) win HIV-nporea3nn nHXxuOUTOpH (Hamp. puTOHABHp). Te3n aKkTMBHHN BEIECTBA Ca
moumHu uHXuOuTOpH Ha CYP3A4 ¥ Ha P-gp ¥ no Ta3u npHyHHa MOTaT Ja NOBHINAT MIa3MEHATA
KOHLEHTPAaLMA Ha pUBApOKCcabaH 10 KIMHUYHO 3HAYMMO HHBO (CpelHo 2,6 MbTH), KOETO MOXE 11
OOBCAC 10 MOBMILUEH PHCK OT KbpPBEHE (BxK. TO4YKa 4.5).

Heo0xoaHMO € BHUMaHHE NPH MALKMEHTH, KOUTO EAHOBPEMCHHO €a HA JICYCHUE C JICKAPCTBEHH
NPOAYKTH, KOHTO NOBIMABAT XEMOCTA3aTa, KATO HECTCPOUIHK NPOTHBOBB3MAIHTEIHHN CPEACTBA
(HCTIBC), auetuncanyuniopa kucennna (ACK) n nuxuburopu Ha tpombouuTHaTa arperalus unu
CENEeKTUBHU HHXHOUTOPpH Ha 06paTHOTO 3aXBallaHEe HA CEPOTOHHHA (sclective serotonin reuptake
inhibitors, SSRI) u nuxnbuTopu Ha 0bpaTHOTO 3axBalaHE HA CEPOTOHHHA M HOPETIHHE(DPHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ipu mauueHTHTE C pHCK 33 yILUEPO3HO
CTOMALLHO-YPEBHO 3a00/19BaHE MOXE A CC MOMMCIH 3a NOAXOAALIO NpOdHNaKTHUHO JICUEHHE (BX.
Touku 4.5 u 5.1).

[launenture, nekyBanu ¢ KcanupBa M aHTHarperaHTHH cpeacTea Tpabsa aa monyvaear
eaHoBpeMeHHO neycHue ¢ HCTIBC camo ako nom3uTe HaJBHLLABAT PUCKA OT KbPBCHE,

EE!FH PHCKOBH gbamopu 34 KbPBCHC

KakTo ¥ ¢ npyrv anTHTpoMOOTHYHH CpeaCcTBa, pHBapoKcabaH He ce NpenopbyBa NpH MalMCHTH C
MOBHILIECH PHCK OT KBPBCHE, KaTO:

. BPOACHH WIH NPpUAOOHTH HapylIeHHA B KPbBOCBCHPBAHETO
. HCKOHTPOJIMPAHA TEXKKA apTepHANHa XHIIEPTOHHSA
. JApYro CTOMallHO-4peBHO 3abonsaBaHe 6€3 akTHBHO pa3sA3BABaHE, KOSTO NOTEH

JIOBeE 10 YCAOXKHCHHA ¢ KbPBCHE (HaMp. Bh3NAIMTEIHO 3a00naBaHe HaA YEPBY
racTpHT U ractpoesodareanta pedrnykcHa 6onecr)

. CbJA0Ba PETUHONATHA

. OpOHXHEKTa3MH UIH aHaMHE3a 3a KbpBeHe B Oenus apod



Tpadsa 1a ce u3noa3Ba ¢ NOoBKiLIEHO BHHMaHKE npHu nauneHTH ¢ OKC n naunentr ¢ KAB/ITAD:

. > 75 roauHm, ako ce npuaara eaHospemeHHo caMo ¢ ACK unu ¢ ACK nnroc knonuaorpen i
THKJIONHUIHH.

. CHOTHOLLIEHHETO MOA3a/PHUCK OT AeYeHUETO TPAOBaA J1a ce OLeHABA PEAOBHO HA MHAMBHIYAIHA
6aza.

. C no-Hncko TenecHo terno (< 60 kg), ako ce npunara egnoepemeHHo camo ¢ ACK nnm ¢ ACK
[UTKOC KJIOMUAOTPEN UITH THKIIOMHAHH.

. [TaumenTn ¢ KADB ¢ Texkka CHMNITOMaTHYHA ChpAEYHa HEAOCTATLYHOCT. JlaHHH OT Mpoy4yBaHe

IOKa3BaT, Ue TAKMBa NMAUMEHTH MOXE JIa UMAT I10-MaJKo 10133 OT JICYCHUE C pUBapoKcabaH
(BX. TOuka 5.1).

[TauneHTH ¢ paKoBo 3abonasBaHe
[laueHTUTE CBC 3M0Ka4YECTBCHO 3a00/MABaHE MOXKE CTHOBPEMCHHO [1a €3 H3MIOKEHH M HA I0-BUCOK

PHCK OT KbpBeHe H TpoMbo3a. MHausuayanHaTa nonsa oT aHTHTPOMOOTHYHOTO NIeYeHHe TpadBa 1a ce
MPELEHH CIPAMO PHCKA OT KbpPBEHE MPH NMaLHCHTH C aKTUBHO paKoBoO 3a00/1ABaHe B 3aBHCHMOCT OT
NOKALUMATa Ha TYMOpa, aHTHHEOIUIACTHYHATA Tepariua U cTaaus Ha 3abongasaHero. TyMopure,
Pa3noOXKeHH B CTOMALLIHO-YPEBHUA HIIH [THKOYHO-NOJIOBHA TPAKT, Ca CBLP3aHH C MOBHIICH PHUCK OT
KbPBEHE [10 BpEME Ha TepanuATa ¢ puBapokcadaH.

[Ipy NaLMEHTH CBC 3TOKa4YECTBEHH HOBOOOpalyBaHHA ¢ BUCOK PUCK OT KbpBEeHeE, ynotpebara Ha
puBapokcabaH e NpoTHBONOKa3aHa (BX. Touka 4.3).

[NaiueHTH ¢ KIanHH NpoTe3x

Pupapokcaban He TpabBa aa ce n3noia3ea 3a TpoMOonpopunaKkTHKa NpH ManMeHTH, KOUTO HACKOpO ca
nNpeMHHAMH TPaHCKaTETbpHA CMAHA Ha aopTHaTa knana (TAVR). belonacnocTtTa M e HKacHOCTTa Ha
puBapokcabaH He ca NPOYYCHH IIPH MALMEHTH ChC ChPACYHO KJIAMHO NPOTEe3HpaHe; MO Ta3H NPHYMHA,
HAMa JaHHM B MOJAKpENa Ha TOBA, 4e puBapokcabaH OCHrypsBa aJleKBaTHA aHTHKOAryJ1alHs B Ta3H
nonyJsjiauusa nauueHTH. JleyeHneTo ¢ Kcanuppa He cc Npenopbyusa npu T€3H NauHeHTH.

HHI{H&HTH C aHTH(bOC(bOﬂHI'ngeH CHHAOPOM

JinpexTHo aeicTBalM nepopanuun aHTHkoarynadTH (DOACs), snounTentHo puBapokcabaH, He ce
NpenopbYBAT IPH NALMEHTH ¢ aHaMHEe3a 3a TpoMO03a, KOUTO ca IMarHOCTHIIHPAHH ¢
aHTHdochonunuacH cuHapoM. [lo-creunanHo npy TPOHHONO3MTHBHH MAIMEHTH (3a 1Yy CeH
aHTHKOAlyJlaHT, aHTHKapAMOJHIIHHOBH aHTHTEJIA U aHTHTeNa cpellly Oeta-2-raukonporenH ),
neueHueto ¢ DOACSs Moxe aa Obac CBbp3aHO C MOBHILCHA YECTOTA HA MOBTAPALUN CE TPOMOOTHYHH
CHOUTHA B CpaBHEHHE C TEPAMNMATA C AHTATOHHCT Ha BUTAMHH K.

[IayMeHTH ¢ UHCYIT B MHUHANOTO W/ uau [1HI1

Hayuenmu ¢ OKC

Kcanupsa 2,5 mg e npotuBonoka3aH 3a jeucHue Ha OKC npy naureHTH ¢ npeaxoacH HHCYJIT WIH
[TUTT (Bx. Touxa 4.3). [IpoyueHu ca manko Ha 6poi nauueHTH ¢ OKC ¢ npeaxoaen nHcyat unu [TUIT,
HO OrpaHH4YEeHHTE JAHHH 110 OTHOUICHHE Ha cHKACHOCTTA NOKA3BaT, Y€ TE€3H NaUMEHTH HAMAT MoN3a
OT JICYCHHCTO.

Hayuenmu ¢ KAb/[TAE

He ca npoyueaxn nauveHTH ¢ KAB/IIAD ¢ npeauiues xeMoparuiueH HIH NaKyYHapeH HHCYAT, HAM
HCXEMHUYCH, HETAKYHAPEH HHCYNT Npe3 NPeaxoaHus Mecel (BXK. Touka 4.3).

He ca npoy4BaHH NauMeHTH el CKOPOIUHH NPOLCAYPH 3a peBacKyapH3alHa Ha ROJICH KpanHHK
nopaan cumnroMatiHuHa [IAb ¢ npeaxones macynt unu ITHUIL Ilpu Te3u nanuenTy, nonyyasauy
ABoiHa aHTHTpoMOOUHUTHA Tepanua, TpAOBa aa ce u3barea neyenne ¢ Kcanvpsa 2,5 mg.

CnunanHa/enuaypanHa aHECTE3UA HAH NYHKLIKA
Korato ce nanon3pa HeBpOAKCHAIHA aHECTe3HA (CNHHANIA/ CAMAYPAlIHA aHeCcTe3na) uiK
CIMHAMHA/CNHAYPATHA MyHKUHA, MALHEHTHTE, TPCTUPAHH ¢ AaHTHTPOMOOTHYHH cpeacT
npeBeHLMs Ha TpOoMO0eMOOIMYHY YCIIOKHEHHA, Ca MOANIOXKEHU Ha PHCK OT NOsABa HA
CIMUHAJIEH XEMaTOM, KOMTO MOXKe 1a I0BeJE OO ObJNOCPOMHA HIIM TPaitHa mapajinia.
Ja Ce MOBHILH OT [OCTONEpaTUBHATA ynoTpeba Ha BbBEXKAalll ENHAYPATICH KaTeThP H




eAHOBpeMEHHATa ynoTpeba Ha ACKapCTBEHH NPOAYKTH, MOBIMABALLM XEMOCTa3aTa. PUCKBT MOXE N1a
CE [OBMILM CBILO TaKa M OT TPaBMaTHYHA H/IM MHOTOKPATHA €NKAYypaliHa HIH CIIHHAIHA ITYHKLH.
[TauueHTHTe TpAOBa YecTo Aa 6bAAT NPOCACAABAHH 3a MPU3HALH H CHMIITOMH Ha HEBPOIOTHYHO
yBpexXaaHe (Hanp. H3TPBIBAHE HIH ¢AAabOCT B KpaKaTa, IHCKOMMOPT B yepBaTa WIH MUKOYHHA
MexXyp). Ako Oble KOHCTaTHpaH HEBPOJIOTHHEH AEQHUHT, Ca HEOOXOAHMH CNELIHO JHATHOCTHLHPAHE
1 neyenue. [Ipean HeBpoakcHanHa HHTEPBCHLMA, NEKApAT TPA0Ba Ja NpeLieHH ChOTHOIEHHETO
MEXAY MOTEHLMAJIHATA 1107133 H PHCKA NPH MAUMECHTH Ha aHTHKOarynaHTHA TCPAIMHs MK ITAIHEHTH,
KOHTO e ObJAT NOATOKEHH Ha aHTUKOArylaHTHA Teparnus, 3a Tpombonpogrnakrika. Hiama
KJIMHHHYEH ORMT ¢ ynoTpebara Ha puBapokcaban 2,5 mg v aHTHTPOMOOUHTHH CPEACTBA NPH TaKHBA
cutyaudd. [IpuemsT Ha MHXMOMTOPH Ha TPOMOOLIMTHATA arperalms TpsA0Ba aa ce npeyCcTaHOBH, KaKTo
ce npenopbusa B KpaTkata xapakTepHCTHKa HA MPOAYKTHTE.

3a HaMaNABAHE Ha NOTCHLUHAMHUA PUCK OT KbPBEHE, CBbP3aHO C €AHOBPEMEHHOTO MPHIIAraHe Ha
puBapokcabaH U HEBpOAKCHAHA (enuAypaiHa /CIMHANHA) AHECTEINA WK CIIMHANHA MYHKUMA, TpAOBa
na ce uMa npeasua papMakOKHHETHYHUA npodun Ha puBapokcadaH. [locTaBaHeTO UK NTPpEMaxBaHETO
Ha eNMIypajieH KaTeTbp WIH NyMOaiHa MyHKUMA CE H3IBBPLIBA Hait-A00pe, KOraTo aHTHKOAryNnaHTHUA
edekT Ha puBapokcabaH ce OlLleHABA KaTO HUCHK (BX. TOuka 5.2). BenpekH ToBa, TOYHOTO BpeME 3
MOCTHIraHe Ha AOCTAaThbYHO HHCBHK AHTHKOAryJaHTEH ¢(EKT 3a BCCKH TALIMEHT HE € H3IBECTHO.

[IpenopbKH 33 AO3UPAHETO MPEAM K ClIE HHBa3HBHH NPOLEAYPH HIH XHPDYPTHYHN HHTCPBEHIWH
AKO ce Hajlara npoBeXJAaHe HA MHBA3MBHA TNpoueaypa WiIH XUpypruuHa nutepeeHlns, Kcanupsa

2,5 mg tpabBa na Obae cnpAH MO BL3MOXKHOCT MoHe 12 yaca nNpeAr HHTEPBEHLHATA ¥ Bb3 OCHOBA Ha
KAWHUYHATA MPELICHKA Ha JICKYBalllKA JeKap. AKO Ha AaACH NMALUECHT NPEACTOH [1aHOBA XUPYPruyHa
HaMeca M aHTHAarperaHTHHAT eeKT ¢ HeXenaH, TpsbBa aa ce cnpe ynotpebara Ha HHXHOMTOPYH Ha
TpoMOOLIMTHATA arperauus B CbOTBETCTBUE C NPE1OCTaBEHATA OT MPOM3BOAUTENA HH(POPMaLIHA
OTHOCHO IpeATNTHCBaHETO.

Axo npoueaypara He MoXke Ja On¢ OTIOXKCHA, TPADBA 132 C€ MPEUCHH MOBHULICHUAT PHCK OT KbPBEHE
CMPAMO CNELIHOCTTA HAa MHTECPBEHIIMATA.

[TpuemsT Ha Kcanupea tpabea aa cc Bp300HOBH BBIMOKHO Hal-CKOPO Clie/l HHBA3MBHATA NpoLeaypa
HJIH XHPYPrHyuHaTa HHTEPBEHUHNSA, aKO KIHHHYHATA CHTYaLlHs NO3BONABA U € NMOCTUIHATA aICKBaTHA
XEeMOCTa3a, KAaKTo € ONpeAc/IEHO OT JICKYBalllMs NeKap (BX. ToYKa 5.2).

ITonynanug B CTapuECKa Bb3pacT

C yBeJIMUABAHETO HA BLIPACTTA MOXKE J1a CC YBEIIUYM PUCKBT OT XeMoparus (Bx. To4dku 5.1 1 5.2).

ﬂe PMATOJIOIHYHH DCAKIIHH

I[To BpeMe Ha MOCTMAPKETHHIOBO Hab/Il0IcHHE BB Bpb3Ka ¢ ynorpebata Ha puBapokcadaH ce
cbobiaBa 3a CepHO3HH KOXKHH PCAKUWH, BIJIIOYHMTEIHO CHHAPOM Ha Stevens-Johnson/Tokcu4yHa
enuaepMania Hekposnusa U DRESS cunapom (Bk. Touka 4.8). M3rnexna, ye nauueHTHTE ¢a
H3/I0XKCHY Ha HAK-TOJIAM PUCK OT TE€3H PeaKkUKH B HAYAIOTO Ha TEPANHATA. B NOBEYETO Cly4YaH
HAYalI0TO HA PEAKUMATA CE NMPOABABA MPe3 MbPBUTE CeAMHUH OT neueHneTo. Pupapokcaban Tpabra na
Ce MpeyCcTaHOBH IIPH TbpBA M0ABA HA TEXBK KOKEH 0OpHB (Harp. pa3npocTpaHABail ¢, HHTCH3UBCH
H/WJIH CBBP3aH ¢ 00pa3yBaHETO HAa MEXYPH) HITH APYT NMPU3HAK HA CBPBXYYBCTBHTEIHOCT, CBbP3aH C
JIe3UH Ha NIUraByLATA.

[{lomMouHM BElilECTBA

Kcauupsa ceabpxa nakro3a. [laumeHTuTe ¢ peaxn HacneacTBEHHM NpodAEMH Ha ranakTo3Ha
HEMOHOCHMOCT, [ThJICH JTAKTa3eH AcHUUHT HIH IIIOK030-TanakTozHa Manabcopbums, He TpaOBa Aa
MpHEeMaT TO3H JIEKAPCTBCH MPOAYKT.

ToBa nekapcTBO CHABLPKA NO-MaAKO OT 1 mmol Hatpuit (23 mg) Ha TabneTka, Taka Y€ Ha NNPAKTHKA €
,,0€3 HaTpHi®.

4.5 B3anuMojaeiicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH (OpMH HA B3IaHMOJEHCTBHE

Uuxuburopn Ha CYP3A4 u P-gp

EnHOBpPEMEHHOTO NMpHUAOKEHHUE Ha puBapokcaban u kerokoHason (400 mg eaun
putoHasup (600 mg aBa IrbTH AHEBHO) BOAM 10 2,6 mbTH / 2,5 MBbTH M0-BHCOKa C
puBapokcabad u 1,7 nbTi / 1,6 mbTH no-BHCOKA cpefHa Cmax ChC 3HAUHUTENHO MOB




bapmakoaHHAMHYHHUTE ePEeKTH, KOETO MOXKE 1a JOBEIE 10 MOBHIIEH PHCK OT KbpBeHe. 110 Ta3u
NMpHYHHA HE ce NnpenopbyBa ynorpebdara Ha Kcanupsa npH NauMEHTH, KOWTO MOMyYaBaT
eAHOBPCMEHHO CHCTEMHO JIEYEHHUE C a30/10BH aHTHMHKOTHIIM K4TO KETOKOHA30J1, HTPaKOHA30J1,
BOPHKOHA30/ ¥ NocakoHaso, Hnu ¢ HIV-npoteasHn naxuburopu. Te3n akTHBHH BEIIECTBA Ca MOLUHH
nHxnbutopu Ha CYP3A4 un P-gp (8x%. Touka 4.4).

OuakBa ce aKTHUBHH BELUECTBa, KOUTO CHIHO HHXHUOHPAT caMoO €MH OT MMBTHILATA Ha ETHMHHHPAHE Ha
pusapokcaban nan CYP3A4 unn P-gp aa noBnwiat B 110-Masnka CTENEH MNMIa3MECHHTE KOHLCHTPALIHH
Ha pHBapokcabaH. Hanpumep, knapurpomMuuut (500 mg aBa nbTH AHEBHO), KOHTO CE€ NPHEMa 33
cuneH nuxubutop Ha CYP3A4 1 ymepeH nHxubutop Ha P-gp, oM N0 NOBHLIaBaHE HA CPE/HATA
AUC na pnBapokcaban ¢ 1,5 mbTH H Ha Chax — ¢ 1,4 1bTH. B3aUMOAEHCTBHETO ¢ KIAPHTPOMHLIVH
BEPOATHO HE € KJIMHHYHO 3HAYHUMO MPH NMOBEYETO MALMEHTH, HO MOXE 13 Obae NOTEHUHANHO 3HAYHMO
npu BHCOKOPHCKOBH NaUMEHTH. (3a nauueHTH ¢ 6b0peyHo yBpexxaaHe: BX. Touka 4.4).

EpurpoMuums (500 mg Tpu nbTH AHEBHO), KoitTo MHXxHOKHpa ymepeno CYP3A4 n P-gp, soan no 1,3
mbTH nosulieHne Ha cpeaHaTta AUC u Chax Ha puBapokcabaH. B3auMOOEHCTBHETO C EPHTPOMHLIHH
BCPOATHO HE € KIMHHYHO 3HA4YHMO MPH MOBEYETO MALUMECHTH, HO MOXE Aa OB MOTEHLHANMHO 3HAYRMO
NpH BHCOKOPHUCKOBH MaLHCHTH.

[Tpu nuua ¢ neko 0BOpeuHO yBpexkaane epurpoMuumH (500 mg TpH MbTH AHEBHO) BOAH 1o 1,8-
KpaTHO NoOBHINaBaHe Ha cpeaHata AUC Ha puBapokcabaH # 1,6 mbTH moBHIueHHE HA Crmax B
CpaBHEHHE ¢ HHOUBHUIU ¢ HOpMatHa 6b6peuna pyukuua. [lpn nuua ¢ ymepeno 6n0pedHo yspexaane
epHTPOMHULIMH € gosen a0 2,0 nbTH nosuuicHue Ha cpeaHata AUC Ha puBapokcaban 1 1,6 mbTH
NOoBHIIEHHE HA Cmax B CpaBHEHHE ¢ HHOMBHUIY C HOpManHa OnOpeuna Gpynkuus. EQexTsT Ha
EPUTPOMHLIMH € AANTHBCH KbM TO3M Ha 6B0peuHOTO yBpex1aHe (BXx. Touka 4.4).

daykonason (400 mg eauH MbT AHEBHO), KOHTO ce cMATa 3a yMepeH HHxubuTop Ha CYP3 A4, sonu
no noeuinaBane ¢ 1,4 net Ha cpeanara AUC Ha puBapokcabaH 1 1,3 nbTH Ha cpeaHaTa Cmax.
BianMoaeicTBHETO ¢ (QYKOHA30 BEPOATHO HE € KTHHHYHO 3HAUMMO MIPH MOBEYETO NAUMEHTH, HO
MoXe Aa OBbae MOTCHLHUATHO 3HAUYKMO [IPHU BUCOKOPHCKOBH MAaLMEHTH. (3a nauMeHTH ¢ Os0pedHo
YBpEXKAAHE: BHX TOUKa 4.4).

Kato ce maT npeaBya OrpaHUYCHUTE KIMHUYMHK JAHHU C APOHEAAPOH, EAHOBPEMEHHOTO
IPUIIOKEHHE ¢ puBapokcaban Tpsabsa Aa ce n3barea.

AHTHKOATryNaHTH

Cnen koMOMHHpPaHO NMPHICKEHUE HA €HOKcanapHH (€AHOKpaTHa go3a ot 40 mg) 1 pueapokcaban
(emHokpaTHa m03a ot 10 mg) ¢ HabnoaasaH aaAUTHBEH eeKT BEPXY aKTHBHOCTTA HAa aHTU(aKTOp Xa,
0€3 HUKaKBM JOMBIHUTCNHH ¢QCKTH MO OTHOLUEHUE Ha KoarynauuoHHute tectose (PT, aPTT).
EHokcanapuh He e noBauan GapMakOKHHECTHKATA Ha puBapokcabaH.

[lopaau moBuilIEHHA PUCK OT KbPBEHE € HEODX0AMMO BHHMAHHE MIPH NaLHEHTH, KOUTO Ca Ha
CAHOBPEMECHHO NIEMECHHUC € APYTrH aHTHKOAry/aHTH (BX. TOYKH 4.3 H 4.4).

HCIBC/unxubutopy Ha TpombounTHaTta arperauys
He ¢ HabmopnaBaHo KNMHHYHO 3HAYHMO YABDKABAHC HA BPEMETO Ha KbPBCHE CE/l ERHOBPEMEHRHO

npunoxerne Ha pueapokcadan (15 mg) 1 500 mg Hanpokcen. BurpekH ToBa € Bb3MOXKHO Ia HMa
MalHCHTH C No-u3pa3ecH papMakoIMHAMHUYCH OTTOBOP.

He ca HabmoaasaHy KIHHUYHO 3HAYHMH (apMAKOKHHCTHYHHY HAH (apMaKOOHHAMHYHH
B3aMMOACHCTBHA NMPH AHOBPEMEHHO NPHAOXKEHHE Ha puBapokcadad ¥ 500 mg aueTuacanMIKIOBa
KHCE/THHA.

Knonuporpen (300 mg HayanHa 0o3a, nocaeBada oT 75 mg noaabpikallia 103a) He € MoKazarn
(hapMakOKHHETHYHO BlauMoaecicTBHe ¢ puBapokcadan (15 mg), Ho e HabnonaBaHoO 3HAYHMMO
yAB/DKaBAHE HA BPEMETO Ha KbPBCHE MPH €1Ha MOArpyna NaHeHTH, KOETO HE € KOpeaHpano
arperaumsTa Ha TpombouuTHTe, HMBaTa HA P-cenektun mwin GPIIb/Ila peuenTopute.
HeobxonrMMo ¢ BHMMaHHE NpH NAUMEHTH, KOUTO eIHOBpeMeHHO ca nexyBanH ¢ HCIIB
(BKITIOMHUTENHO aLCTHICATHIIMIIOBA KHCEHHA) H HHXHOUTOPH Ha TpoMOOLIMTHATA arp
TE€3H JICKAPCTBCHM NMPOAYKTH OOMKHOBEHO MNOBHUIABAT PHCKA OT KbpBEHE (BX. TOYKA




SSRI/SNRI

Kakto npy ApyrH aHTHKOalry/l1aHTH MOXE A ChIIECTBYBA BLIMOXKHOCT NALUKEHTUTE J1a Ca ¢ MOBHILEH
PHCK OT KbpBEHE B C/Tyuyah Ha cbibTcTBama ynotpeba cbue SSRI unu SNRI nopanu epexra um Bopxy
TpoMOOLIUTHTE, 3a KOHTO ce cbobuiasa. Ilpu cenbTCcTBalIa ynoTpeba B KAMHHYHATA [POrpaMa ¢
pHBapokcabaH, BbB BCHYKH I'PYNH HA JICYEHHE ce Habmoaasa YHCIIeHO NO-BHCOKa YECTOTA HA FOMIAM
WJIH HETOMNAM KJIMHHUYHO 3HAYMM KPhBOH3/IHB,

Bapdapuu

[TIpemuHaBaHeTO OT NeueHMe ¢ aHTaroHncTa Ha sBUTaMuH K Bapgpapus (INR 2,0 no 3,0) xpM nedenue ¢
puBapokcabaH (20 mg) unm ot pusapokcabau (20 mg) xbm Bappapus (INR 2,0 go 3,0) nosuunasa
chOoTHoueHeTo npoTpomMbuHoBO Bpeme/INR (Neoplastin) noseue oT aIMTHBHO (BE3MOXKHO € 1a CE
HaOmogasart otaendu ctoifHocTy Ha INR no 12), nokaro edpexture no orHomrewme Ha aPTT,
HHXUOHPAHETO HA AKTHBHOCTTA Ha (PakTop Xa M NOTEHUHANA HA CHIOTCHHHUA TPOMOUH Ca aJIMTHBHH,

[Ipy xkenanue na ce u3cneapat papMakogHHAMUYHUTE ¢PEKTH HA pHBapokcabaH B nepuona Ha
CMAHATA Ha TEPaNMUATa MOTaT Aa Ce W3NOJ3BAaT N0KA3aTe/IM KaTO aKTHBHOCT Ha aHTH-¢axTop Xa, PiCT
u Heptest, noHexxe T€3M TECTOBE HE cE NOBAMABAT OT BapdpapuH. Ha yeTeupTHA AEH ciel nocneHaTa
no3a BapgapuH, Bcuuky nokasarend (Biul. PT, aPTT, nHxubupane Ha akTHBHOCTTA Ha dakTop Xa u
ETP) orpa3saBar eaHHcTBeHO edexTa Ha puBapokcabaH.

[Ipu xenanue aa ce mscnearar GapmakoauHaMH4HUTE eeKTH Ha BapdapHH B NEpHoOAa HA CMAHA Ha
TepanuaTa Moxe Aa ce u3nonssa niMeppanero Ha INR npu Ciougn Ha puBapokcaban (24 yaca cnen
NpeaxoaHUs NpHeM Ha puBapokcabaH), TbH KaTO TO3M MOKA3aTe ce NOBNKABA B MHHHMANIHA CTCMEH
OT puBapoKcadaH B Ta3H BpEMEBa TOYKa.

He ¢ HabmongaBano ¢papMakOKMHETHYHO B3aHMOICHCTBHE MexXay BapdapHH H pHBapokcabaH.

Huaykropu Ha CYP3A4

EnHOBpeMEHHOTO MPHIOXKEHHE Ha puBapokcabaH K moilHHg nHAYKTOp Ha CYP3A4 pndamnuumn
BoaH g0 okoso 50% nonuxkasaHe Ha cpeaHara AUC 3a puBapokcabaH ¢ ycnopeqHO HaMallABaHE Ha
thapmMakoanHaMHUHHTE My edekTu. EnHoBpeMeHHaTa ynoTpeba Ha puBapokcabaH ¢ ApyTH MOIIIHH
nuayktopu Ha CYP3A4 (Hanp. denntounH, kapbamasenus, gpeHobapObuTan WK XbAT KaHTApHOH
(Hypericum perforatumy)) cbl10 MOXeE Ja JOBEAC A0 HAMANIEHH MIA3MEHH KOHUCHTPaUKHH Ha
pnBapokcaban. 3atoBa 1pabBa aa ce U30Area e IHOBPEMCHHOTO MNpHJIAraHe Ha MOLHY HHOYKTOPH Ha
CYP3A4, ocBeH aKo MAaLMEHTRT HE CE CEAX BHHMATENHO 32 6ene3u ¥ cHMNTOMHU Ha TpoMboO3a.

Hpyru CbObTCTBALLH TEPANHH

He ca HabmogaBasy KTMHUYHO 3HAYHMH PApMAKOKMHETHYHHY MK (apMakoAHHAMHYHH
B3aHMOIEHCTBHA NPY €AHOBPEMEHHO NMPHIOXKCHHE Ha puBapokcaban  Mruaasonam (cybeTpat Ha
CYP3A4), aurokcul (cyberpar Ha P-gp), atopBactatvn (cyberpar Ha CYP3A4 u P-gp) niu
oMenpason (MHXHOHTOp Ha MPOTOHHATa noMmna). PuBapokcabaH HUTO MHXHOMPA, HUTO HHAYLHPA
HAKOS OT OCHOBHHTE n3odopmu Ha CYP, Hanpumep CYP3A4.

He ca nHabmonaBaHu KITHHHYHO PCAEBAHTHH B3aUMOICHCTBUS C XpaHH (BXK. TouKa 4.2).

JIabopaTopHM IOKA3aTenu
Koarynaumnonnute napaMerpu (Hanp. PT, aPTT, HepTest) ce nosaussar cnopell o4akBaHHATA € Orie

Ha MeXaHH3Ma Ha aeHcTBue Ha puBapokcabaH (BxX. Toyka 5.1).
4.6 @epTHIAHTET, OPEMEHHOCT H KbpPMeHe

bpeMeHHOCT
Be3zonacHocTTa ¥ eUKacHOCTTa HA pUBapoKCcabaH NpH OPEMEHHM KEHM HE Ca YCTAHOBCHH.
[IpoyuraHHATa NpH XHUBOTHHM [10KA3BaT PENPOAYKTHBHA TOKCHYHOCT (8. Touka 5.3). Ilop
MOTEHIIHAIHATA PENPOAYKTUBHA TOKCHYHOCT, [IPHCHILHA PHCK OT KbPBEHE H JAHHHTE,
pusapokcabaH NpeMuHaga npe3 nuaneHTraTa, KcaHupsa € NpoTHBONOKAa3aH Mo BpeMe
(Bx. Touka 4.3).

Xetxute ¢ aeTepoaeH noteHuuan Tpadsa na u3dArear na 3abpeMeHABAT 110 BpEME Ha
puBapokcabaH.




KbpMene
besonacHocTTa M ePHKACHOCTTa HA pUBapoKcabaH Mpy KbpPMELLH )KCHH HE Ca YCTAHOBEHH.

[IpoyuBaHHATa NpH )KMBOTHH NOKa3BaT, 4ye pyuBapokcaban ce cexperupa B mnakoto. [Topaau tazm
npuyHHa KcaHMpBa € NpOTHBONOKA3aH B NEpHOAA Ha KbpMeHe (BX. Touka 4.3). Tpabsa na ce B3eme
pellCHHE AN Ja CE MPEYCTAHOBH KbPMEHETO HIIH Ja C€ NPEYCTAHOBH/ 1A HE CE€ NMPHNOKH TEPANHATA.

GepTUnnreT
He ca npoBexAaHH KOHKPCTHH (IPOYYBAHHA ¢ pHBApOKCcabaH NpH xopa 3a OLEHKa Ha c(eKTHTE 1o

OoTHOLUEeHHe Ha ¢pepTunuTeTa. [IpH €aHO NPOYUBAHE MO OTHOIICHHE HAa GEPTUIHTETA NTPH MBKKH H
WEHCKH IUTBXOBE He ca Habmonasauyu eekTH (BXK. Touka 5.3).

4.7 EdekTn BbpXy cnocofHocTTa 32 mopHupaHe H padboTa ¢ MALIHHK

PuBapokcaOaH MOBIHABA B MaJIKa CTENEH CrOcOOHOCTTA 3a WwodupaHe ¥ paboTa ¢ malunsM. Mma
ChOOLLEHNSA 32 HEXKENAHH PEAKLUHM, KaTO CHHKOMN (Y4eCTOTA: HEUCCTH) H 3aMasgHOCT (HECTOTa: YECTH)
(Bx. Touka 4.8). [JauHeHTHTE, NPH KOHTO CE Pa3BUAT TE3M HEXKENAHH PEaKlMH, He TpadBa na wodupart
UK paboTAT ¢ MalUKHH.

4.8 HexenaHH NeKAPCTBEHH PEAKUHH
Pesiome Ha npoduna 3a 6ezonacHoCT

BesomacHOCTTa Ha prBapokcabaH € MpoyyeHa B TPHHAAECET OCHOBHY KJIMHUMHM npoyuBaHus ¢dasa Il
(Bxk. Tabnnua 1).

O6uo 69 608 Bh3pacTHH MALKCHTH B AeBETHaacceT NpoyuyBaHua ¢a3za 111 1 488 neanatpuyunu
nalMeHTH B ABE NpoyysaHusa ¢a3a Il m nBe npoyupanna ¢aza Il ca ¢ excriozuumMs Ha puBapokcaba.

TaGauua 1: bpoii npoyyeHu nauHenTH, 001IA AHEeBHA 1032 H MAKCHMATHA NPOABLIKHTETHOCT
HA JICYEHHETO APH NpoY4YBAHHSA MPH BL3PACTHH H NeAHATPHYHK nauHeHTH a3a I1I

Ilokazanne bpon O0wma n1HeBHa MaxkcumanHa
NagHeHTH™ |403a NPOABIKHTEIHOCT
Ha JIeYeHHeTo

[TpodunakTka Ha BCHO3CH 6 097 10 mg 39 num
TpoMbocmMboan3bmM (BTE) npw
Bb3PAacTHH MALUHCHTH, MO VI0KCHH
Ha M1AHOBO CTaBHO MPOTC3IHPAHC Ha
razobeaApcHaTa MK Ha KOJIIHHATA

CTaBa
[Mpogunaktuka Ha BTE npwy 3 997 10 mg 39 num
HEXHUPYPrHYHH NALMCHTH
Jleuenue Ha AnOOKa BCHO3HA 6 790 Hen1-21:30mg 21 mcceua
Tpomboia (/IBT), 6enoapober JleH 22 o cnca ToBa:
embonubm (BE) 1 npodunakTika 20 mg
Ha pclirAHBH Cnen Hait-manko 6
meceua: 10 mg wnu
20 mg
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NeyeHune Ha BTE v npodunakTuka
Ha peuMamMen Ha BTE npu
HOBOPOAEHU HAa TEPMUHA U AeLLa
Ha Bb3pacT noAg 18 roanHu cnep,
3anouBaHe Ha CTanRdapTHO
AHTUKOArytaHTHO neyeHue

329 Jlo3a, kopurupana

CIOPCA TCACCHOTO
TCrNO, 3a MOCTHUTAHC
Ha CKCIIO3ULHR KATO
Ta3y, HabnwaaBaHa
NpH Bb3PaCTHH,

12 meceua

nckyBanu 3a [IBT ¢
20 mg puBapoxcabaH
CAHH BT AHCBHO

[IpodunakTiika Ha HHCYAT H 7750 20 mg 41 mcccua
CUCTCMCH cMOOJIN3BM TpH
MAUHCHTH € HCKJIAMHO NPCACHPAHO
MbXKJACHE
[IpodmnaxTuka Ha 10225 5 mg unn 10 mg 31 Mmeccua
aTCpOTPOMOOTHYHH CHOUTHA NpPH CBHOTBETHO,
naucHTH cnca OKC MPHJIOKCHH

CAHOBPCMCHHO HIIH

zacnHo ¢ ACK, unn

¢ ACK niroc

KIOMUA0TPC/ WK

THKJIONHIHH
[IpodunakTrka Ha 18 244 5 mg, NPUIONKEHH 47 Mcceua
aTepoTPOMOOTHYHY CHLOUTHUA NpH CAHOBPEMEHHO C
nauncHTH ¢ KAB/TTAD ACK unu 10 mg

CaMOCTOSTCITHO

3 256** 5 mg, NPHI0KECHH 42 meceua

CAHOBPEMCHHO C
ACK

*[TauneHTH, KOUTO ca OMIM EKCIOHUPAaHH Ha MOHE €1HA J03a pHBapoKcabaH
**Ot npoyusaHeto VOYAGER PAD

Haji-yecTo chobLIaBaHUTE HEXKETARM PCaKLHK MPH NAaUHEHTH, KOUTO MOJy4yaBat puBapokcaban, ca
oMK xeMoparuH (BX. Touka 4.4 n ,,Onucalie Ha HiOpaHH Hexenanu peakuru' no-aony) (Tabnuua
2). Hait-uecto cnobuaBannTe xeMoparuu ca enuctakcuc (4,5%) U KbpBCHE B CTOMAILIHO-4YPCBHUA
TpaKT (3,8%).

Tabauna 2: Hecrora Ha CLOMTUATA HA KLPBeHe™ B AHEeMHA NPH NAUHEHTH ¢ eKCIMO3HLUHA HA
pUBapoOKcabaH B 3aBLPLUIH/IHTE NPOYUBAHHA MPH BLIPACTHH H NEeIHATPHYHH NAUHEHTH (Ppa3a
I11

AHeMHA
5,9% o1 nauHeHTHTE

ITokazanue

[Ipodunakruka na BTE npu Br3pacthu | 6,8% oT nauncHTHTE
NaUMEHTH, NOAJIOKEHH Ha MIaHOBO
CTaBHO MPOTC3MpaHE Ha TazobeapeHaTa
|

H/IH Ha KOJIAHHATA CTaBa

[Tpodunakrrka Ha BTE npwu
HEXUPYPrHYHY MaLMEeHTH

BcakakbB THII KbpBeHe

12,6% ot nauHeHTHTE 2,1% oT nauMeHTHUTe

 Jleuehne Ha JIBT, BE u npodunaktuka |23% oT nauMeHTUTE 1,6% OT nauMeHTHTA

Ha pCUHUIHNBH

1



‘ﬂeqeﬂne Ha BTE n npodpunaktuka Ha |39,5% oT nauMeHTHTE 4,6% OT nmauucHTUTE
peunansy Ha BTE npu HOBOpOEeHH Ha
'TepMHHA M AcLia Ha Bb3pacT noxn 18

| TOJAMHHM CJie[] 3aM04YBaHe Ha CTAHAAPTHO
AHTHKOAry/1aHTHO NIEUYCHUC

| [TpodunakTka Ha HHCYAT U cucTeMed |28 Ha 100 2,5 na 100 nanxeHToronuuy

eMOONMHU3BM NPH NALMEHTH C HEKNANHO | NalMeHTOrOIHHH
NpeJChpAHO MBXKJICHE

! [IpodunakTrka Ha 22 Ha 100 1,4 1a 100

aTepoTPOMOOTHUHH CHOMTHS ITPH NanMEeHTOrOAHHH NallHEHTOTOAHHH

' naunenty caen OKC

!l'[podmnammca Ha 6,7 Ha 100 0,15 1a 100

aTePOTPOMOOTHYHH CHOHTHSA NpH NalMEHTOTOAHHH MauUCHTOroAHHN**

nauueHTH ¢ KAB/ITAB

‘ 8,38 na 100 0,74 Ha 100
MAaLMEHTOTOANHN" NauUEHTOroOAUHN* * *¥

* Beuukn cu0MTHS HA KBPBEHE OT BCHUYKH MpOY4BaHHA ¢ puBapokcabaH ca cebpany, JoK1anBaHH H
OLICHEHH.

** B npoyusaHero COMPASS ce nHabnroaaBa HMCKa 4€CTOTA HA AHEMHS, ThH KAaTO € IPHIIOXKEH
CeJICKTMBEH N0AX0/1 32 chOMpaHe HA HexenaHH crouTHs.

*** [IpunoxeH e ceNeKTHBEH NMoAXo] 3a cbOnpaHne Hexenanu cbOuTHA
* Ot npoyusaneto VOYAGER PAD

CIHCBK Ha HEXEIAHH PEeakLMM B TabauycH BUa

UecTOTUTE Ha HEXENTAHUTE PeakUMH, CBLP3aHH ¢ puBapokcabaH, NMpH BL3pacTHU U NEAHATPHUHH
nauycHTH ca 060bmenu B Tabnuua 3 no-gony no cucteMo-opraiin knacose (o MedDRA) 1 no
4ECTOTA.

B 3aBHCHMOCT OT 4E€CTOTaTa TE€ CE ONPCAENAT KaTo:

MHoro uectu (= 1/10)

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

HedecTH (> 1/1 000 no < 1/100)

peaku (= 1/10 000 oo < 1 /1 000)

MHoro peakH (< 1/10 000)

C HEHM3BECTHA YCCTOTA (OT HAJMYHHUTE JJAHHU HE MOXe J1a ObAC HallpaBecHa OLICHKA).

12




Tadauua 3: BcHukyn HeKeIaHH PeaKUHH €a ChbOOUIEHH NPH Bb3PACTHH NAUHEHTH B KJIHHHYHH
npoyuBanus ¢asa Il wau npu noctMmapkeTHHrosa ynorpeda* u B ase npoyusanus ¢asa Il u

ase npoyuBanus ¢asa 1l npn neHATPHYHH NALHEHTH

AJICPrUYCH OTOK

Yectn Hevectn Peaknu MHuoro peaxku C Hen3BecTHA
qyecToTa
Hapymenusi Ha KpbBTAa H IHM(pHATA CHCTEeMa
AHeMus (BKII. TpomOoumTo3a
CbOTBCTHH (BKJI. MOBHILIABAHC
nadopaTopHu Ha Opost Ha
[apameTpH) TpoMboOLMTHTE)™,
TpombounToneHus
Hapyumienuss Ha HMMYHHATA CHCTEMA
AnepruyHa AnapuiakTHuHH
peaKuus, peaKLmH,
aJICPruycH BKJIFOUHTCITHO
JICPMATHT, aHa(pMIAKTHYCH
AHIHOCIEM H IOK

HﬂpY[ﬂEHHﬂ HaA HEPpBHATA CHCTEMA

3aMasHoOCT,
riaaBoOosIHe

MO3bUCH H
BbTpCUCpercH
KPbBOM3JIHB,
CHHKOII

Hapymienust Ha ounTe

O4eH KPHBOM3IIHB

(BKJ1.
KOHKOHKTHBAJICH

KPbBOH3JINB)

CobpaeyHH HApYLIEHHSA

Taxukapaus

Cb/10BH HApYLIEHHS

XHUITOTOHHA,
XEMATOM

PecnupaTopHH, rPbAHH H MeIHACTHHAJIHH HAPYLIEHHS

Enucrakcuc,
XCMOITH3HC

Eosnnoduina
[MTHCBMOHHSI

CromMaumHoO-4YpeBHH HAPYLUECHHHA

KbpseHe ot
BCHIIMTC,
CTOMAIIHO-
YpPCBHUS TPAKT
(BKJI. PCKTAJIHO
KbPBCHC),
CTOMAIIHO-YPCBHH
H a0IOMHHAJIHH
OOJIKH, JIMCIICIICHS,
rajicHe, 3anck”,
auapms,
nospbiane’

Cyxora B ycrarta
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YectH Heuectn Peakn MHoro peaxku C HeH3BecTHA
qecTrorTa
XenaroOMJIHAPHH HAPYLIEHHSA
[ToBumaBane Ha YepuoapoOHo Kbarenuua,
TPaAaHCAMHHA3UTC YBPEK/IAHE, [NIOBHILICHH
[MTOBUILCH CTOMHOCTH Ha
OMIMPYOMH, KOHIOTUPaHHs
[MOBHIIICHA OMJIMPYOHH (CBC
aJIKaJIHa Hin 0e3
¢ocdarasa B CIHOBPEMEHHO
KpbBTa”™, [MOBHIIIABAHE HA
nosumena GGTA ALT),
xoJjecrasa,
XCHaTHT
( BKJIKOUHTECITHO
XCMaToLeIyJIapHO
YBPECK/1aHE)
HapymieHHsi HA KOKATA H NOAKOKHATA ThKaH
CobpOex (BKI. Yprukapus CHHApOM Ha
HCYECTH CJIyYyau Ha Stevens-
reHepaaIu3upan Johnson/Tokcuuna
CcbpOeK), 00pHB, CruacpmaliHa
CKXHMO3H, KOKHH Hekposinsa, DRESS
H MO IKOKHH CHH/IpOM
KPbBOH3/IHBH
HapyumieHHsi HA MYCKYJIHO-CKeJIETHATA CHCTEMAa H CheINHHTE/IHATA ThKaH
bosika B Xemaprtposa KpbBOH31MB B KomrnaprmeHnt
KpaiHuure”® MYCKYJI CHHJIPOM B
pe3yJITar Ha
KbpPBCHE
l
Hapymwenusi Ha ObOpenHTe H MHKOYHHTE IIHLTHINA
KbpBene ot bnopeuna
YPOreHHUTAIIHHS ' HEI0CTATBYHOCT/
TPAKT (BKJL. octpa ObOpeuHa
XeMaTypHs H HEC0CTATBYHOCT
MeHOparus”), B PE3yJITAT Ha
ObOpeuHo KbpBEHE,
YBpEKIAAHC (BKII. JI0CTaTh4Ha J1a
MOBHUILICHHE HA [pean3BHKA
KpeaTHHHHA xunonepgysus,
MOBHUILICHHUC HA AHTHKOAryJ1aHT-
ypesiTa B KpbBTa) CBbp3aHa
HeponaTus

O0uu HapymieHust ¥ e()eKTH HA MACTOTO HA NMPHJIOKEHHe

[loBuuieHa
Temreparypa’,
nepudepeH OToK,
NMOHMYKEHa o011a
CHJIa U
CHEPrUYHOCT (BKII.
yMOpa U aCTCHHA)

Hepasnonoxenune
(BKJI.
MPHUJIOLIIABAHC)

Jlokanu3supan
OTOK"
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yecroTa

YectH HeuecTn Peaku MHoro peaku C HeH3BecTHA

HUsciienBanus

| [ToBumena LDH?, T
| [MOBHILICHA
| nunasa’,
[MOBHILICHA
ammiasa’

HapaunsiBanusi, OTPABAHHSA H YCJI0XKHEHHN, Bb3HHKHAIH B Pe3y/ITaT HA HHTePBeHIHH

KbpBeHe cien Cb0Ba

HAKAKBA [1CeB/I0AHEBpH3MA’
npoueaypa (BKII.
MOCTONEpaTUBHA
AHCMHS H KbPBCHE
OT paHa),
KOHTY3HS,
cekpeumsi ot paHu”

A: Habmoaasanm npu npopunaktuka Ha BTE npu Bb3pacTHH naumeHTH, MoUI0KEHH HA TUIAHOBO
CTABHO MPOTE3HPAHE HA TAa300eApeHaTa UM KOJITHHATA CTaBa

B: nabmoaasaumn npu neuenne Ha /IBT, BE uan npodunakruka Ha peunansu, KaTo MHOIO 4€CTH TIPH
KCHH < 55 roanHu

C: HaOnoaaBaHM KaTo HEYECTH NPH NPOPHIAKTHKA HA ATEPOTPOMOOTHYHHU CHONTHS MPH TMALIHEHTH
cinen OKC (cnen nepkyTaHHa KOpOHApHAa MHTEPBCHLINS )

*  TIpuinoKeH ¢ npeIBApUTEIIHO ONPE/ICIICH CEICKTUBCH MOAX0/1 3a ChbOMpaHe Ha HEKEJIaHN ChOUTHS
B n30panu npoyuBauus ¢asza IlI. YecTorara Ha HEKEJIIAHUTE PCAKIIMHA HE € YBCIIMYCHA M HC €
YCTAHOBCHA HOBA HEXKEJIAHA pEeaKLMs CJIC/1 AaHAJIM3 HA TC3H MPOYYBAHMA.

Onucanmne Ha M30paHU HEXKEJIAHH PEAKLIHH
[Topaau papmakonorHyHus My MEXaHH3bM Ha JCHCTBHE, yrioTpedaTa Ha puBapokcadaH Moxke Ja ObJIe
CBBbP3aHa C MOBMILICH PHCK 33 OKYJITHO WM SBHO KbPBCHC OT BCAKA ThKaH WJIH Opra, KoeTo Ou Morio
J1a I0BEJIE /10 nocTxeMoparnyHa anemus. [IpusHauure, CHMIITOMHTE H TEKECTTa (BKJIKOYHTEIHO
dbarasicH H3X0/1) LIC 3aBUCAT OT JIOKATM3ALMATA U CTEIICHTA WIIM 00eMa Ha KbPBCHETO H/HIIH
anemusita. (Bk. Touka 4.9 , IloBeacHue npu kbpBeHe™). B KIHHHYHHTE NPOYYBAHHS JIMTABUYHO
KbpBCHE (T.€. OT HOCA, BEHIIMTE, CTOMALIHO-YPCBHHUS TPAKT, MHKOYO-I10JIOBHS TPAKT, BKIKOYHTC/IHO
a0HOPMHO BArMHAJIHO WM YBEJIHYCHO MCHCTPYA/IHO KbPBCHE) M aHEMUs c¢ Ha0/IK01aBaT 1o-4eCTo
[PH ABJATOCPOUHO JICYCHHUE ¢ puBapokcadaH B cpaBHenue ¢ aeucHue ¢ ABK. ITo Tasu npuunna, B
JIONTBJIHCHHUE KbM a/ICKBATHOTO KJIMHHYHO HAOII0ICHHE, J1TaDOPATOPHO H3C/IC/ABAHE HA
XeMOrJ100MHa/XeMaTOKpUTa OM MOTJIO J1a OB/ OT 1M0J13a 3a OTKPHBAHC HA OKYJITHO KbPBCHE H 34
OIPEAC/ISIHE HA KJIMHNYHATA 3HAYMMOCT Ha SIBHO KbPBCHE, 110 MPECLECHKA criope ciayvas. Be3MoxkHO ¢
PHCKBT OT KbPBEHE /1a ObJIC MOBHLICH ITPH ONPE/ACICHH I'PYIH NMAUMCHTH, HAIPUMEP [MALHCHTH C
HCKOHTPOJIMPAHA TCKKA apTepHaIHA XUIICPTOHHUS W/MJIM HAa ChITHTCTBALIA TEPaNus, KOATO MMOBJIHsBA
xeMocTaszata (BxK. Touka 4.4 | ,Puck ot xemoparus'). Bb3M0OKHO € MCHCTPYaJHOTO KbPBCHE /14 € 110-
CHJIHO M/WJIH T1TO-TIPOJABIDKUTENIHO. XEMOPAruuHUTE YCJI0KHCHHUS MOTaT J1a ce MpOosBAT KaTo ciadocT,
0JIC/IHOCT, 3aMastHOCT, TJ1IABOOOJIHE MJIH HCOOSACHHMH OTOLM, JIMCITHES M HEOOSCHUM oK. KaTto
pe3y/TaT OT AHCMHSTA B HAKOM CJy4an ca HaOJIo1aBaHu CUMITTOMH Ha ChpJICYHA HCXEMHS, KATO
00JIKa B I'bPJANTEC WJIM CTCHOKAP/IMSI.

Mma cboO1IecHMS 3a H3BECTHH YCIOKHCHHS B PC3YJITAT HA TCKKO KbPBCHE, KATO KOMITAPTMEHT
CHHJApOM 1 ObOpeYHA HEIOCTATHLYHOCT B PE3Y/ATAT HA XHNONEp(y3us MK AaHTHKOATYJIAHT-CBb

AHTHKOAI'YJIAHTHO JICHCHHC.

Cbo0LIaBaHe HA MOA03UPAHH HEKCIAHN PCAKIIMH
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Cpobl1aBaHeTO Ha NOAO3MPAHH HEXKEIaHH peakuUMH clel pa3pelliaBaHe 3a ynotpeba Ha NcKapCcTBEHHA
NPOAYKT € BaxkHO. TOBa 1103B0/ABA Aa NMPOAB/DKH HADMIOAEHHUETO Ha ChOTHOLICHHMETO N1013a/pHCK 32
JIEKaPCTBEHHUA NMPOAYKT. OT MEAHLHMHCKHTE CIICLHANHCTH CE€ U3UCKBA Ja ChOOLIABaT BCAKa

MOAO3HpaHa HexXellaHa peakuna ypes M3neaHuTenHa areHuns no nekapceTeara yi. ,,Jlaman [ pyes”
Ne 8, 1303 Codus, Ten.: +35 928903417, yebcakiT: www.bda.bg.

4.9 IIpenozupaue

HmMa cpobiiieHus 3a peakH Clydad Ha npeaosupane no 1 960 mg. B cayuait Ha npeaosupate,
[auMeHTHT TPAOBa na Obac HabnogaBaH BHUMATECIHO 33 YCII0XKHEHUSA, CBBP3aHH C KbPBCHE HIIH
APYTM HEXCNAHH peakLiHH H (BX. Touka ,,[loBeneHue npu kbpeene™). [Topagu orpaHnyeHara
abcopbuusa ce oyakBa edeKT Ha HacHWaHe 03 JOMBIHHUTENHO NOBHIIABAHE HA CpeHaTa Nia3MeHa
CKCIO3ULIMA [IPH CYNPATePaAneBTHYHH X03K puBapokcadaH oT 30 mg uam mo-BHCOKH.

CouiecTByBa crelM(UYHO HEYTPAIU3UPALLO CPEACTBO (aHACKCaHET ajda) cpelly
¢dapmakoaHHaMHUHHA edekT Ha puBapokcaban (Bx. KpaTkaTa xapakTepHCTHKa Ha NPOOYKTa,
ChIOBPXAIL aHaeKcaHeT anda).

B cayuan Ha npeno3MpaHe Ha puBapokcabaH Moke a ce MMa MpeaBU U3N0A3BAHETO HA aKTHBEH
BBIJICH 3a HaManaBaHe Ka abcopbuusita.

IToBeneHHUE NpH KbpBEHE

AKO NpH MauUeHT Ha JICYCHUE C pUBapOKCcabaH Cce pa3BUE CBLP3aHO C KbPBEHE YCIIOKHEHHE,
CneaBalHAT MpHEM Ha puBapokcaban TpabBa fa ce OTNOXH HAH JIeYeHHETO TpAbBa a ce npekpaTH,
ako e Heobxonumo. PuBapoxkcaban ¥Ma nonyHBOT OT OKO0 S a0 13 vaca (BXK. Touka 5.2).
[MoBenenunero Tpabpa na € UHAMBUAYATIH3IUPAHO B 3aBUCUMOCT OT TEXECTTa H JIOKANHU3ALHKATA HA
KpBbBOH3NKHBA. MOXKE Aa ce M310138a NOAX0AAII0 CHMIITOMaTHYHO JIEYCHHE, KATO HAlp. MEXaHHYHA
KOMIIPECHA (Hanp. NpH TEXbK €NUCTAKCHC), XMPYPruuHa XeMOCTaza ¢ npoueypH 3a yCTaHOBABAaHE Ha
KOHTPOJ HAA KbPBEHETO, 3aMeCTBaHe Ha 00eMa ¥ MEPKHM 32 NMOATLPKAHE HA XeMOAWHAMHUKaTa,
[MpEeIUBaHE Ha KPBBHU MPOAYKTH (EPUTPOLUTEH KOHLIEHTPAT MITH MPACHO 3aMpa3cHa I171a3Ma B
3aBHCUMOCT OT aCOLHUpaHaTa aHEMHA HIIH KOAryJonaTus) Winu TpOMOOLIMTH.

AKO KbpPBEHETO He MOxe A3 Obac 0BNaAsHO C ropenocoYeHuTe MepKH, TpaOBa 1a ce 0bcnbau
NpHIaraHEeTo HIH Ha cnelMPHYHO HEYTpATHIMpaIo CPEACTBO 3a HHXUOHTOP Ha dakTop Xa
(aHzmexcaHeT anda), KOETO aHTaroHM3upa papMaKOAMHAMHYHHUS eQEKT Ha pMBapokcabaH, niu Ha
cnieunpHYHO MPOKOAryNaHTHO CPEICTBO, KaTO KOHLEHTPAT HA npoTpoMOKHOBHS koMaeke (PCC),
aKTHUBMPAH KOHUEHTPAT Ha npoTpoMOMHOBHA Kommneke (APCC) unu pekombunanten gakrop Vlla (r-
FVIla). KbM MOMcHTa 00a4¢ KAMHHUYHMAAT ONKT OT NPHJIAraHETO HA TE3H JICKAPCTBCHU NPOAYKTH NPH
NaluHEeHTH, NOTyyaBaty puBapokcabaH, ¢ MHOro orpanudueH. [Ipenopukara ce ocHOBaBa H Ha
OrpaHHUCHH HEKJIMHHUYHH JaHHH. Moxe Ja ce 0OMHCIY MOBTOPHOTO MpHUArase Ha pcKOMOHHaHTEH
¢axTop Vlla u go3ara Tpabsa aa ce THTpUpa B 3aBUCHMOCT OT HaMaISBAHETO HA KbPBEHETO. B
3aBHCHMOCT OT Bb3MOXKHOCTTA Ha MACTO, B C/Iy4aH Ha MacHMBHO KbpBeHE, TpsaOBa aa ce obmucan
KOHCYJITALlHS ChC CNIELHANIUCT MO KoaryaalMOHHH HApYLUCHHUA (BX. To4kKa 5.1).

He ce ouakBa npotaMuH cyn¢ar ¥ BuTaMMH K 1a NOBIHABAT aHTHKOAry/laHTHaTa akTHBHOCT Ha
puBapokcabaH. OnuTsT ¢ TPAHCKCAMOBA KHCEMMHA € OrpaHUYeH M JIMICBA TaKbB C aMHHOKaNpoHOBa
KHCEJIHHA ¥ anpOTHHHUH NPH NAaUKEHTH, NONy4YaBaiuy pupapokcaban. HaMa HUTO HayuHH
NOKA3aTe/NCTRA 32 OIAronpUATHO NMOBMUABAHE, HUTO OIIUT OT H3MNON3BAHETO HA CUCTEMHHSA
XE€MOCTATHK JAE3MOIMPECHH NPH NMallMEHTH, NoayJyaBally pusapokcaban. [lopaau BHcokaTa CTENeH Ha
CBBLP3BaHE C [U1a3MCHHTE NPOTEHHH HE CC 04aKBa pHBapokcabaH na Moxe 1a 6bae oTaened upes
OHaIH3a.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 <apmMakoaAHHAMHYHU CBOHCTBA

PapMaKoTepaneBTHYHA rpyna: AHTHTPOMOO3HY CPEACTBA, AUPCKTHH HHXHOHTOpPH Ha
ATC xoa: BOIAFOI.
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MexaHH3bM HA ACHCTBHE

PuBapokcabaH ¢ BUCOKOCENCKTUBCH JUPEKTEH HHXHOUTOP Ha dakTop Xa ¢ nepopaiHa OMOHANUYHOCT.
HNuxubupanero Ha gakTop Xa NpeKbCBa BHTPEUIHHA ¥ BBHIIEH IThT HA KOAryJlIaLMOHHATA Kackana,
KoeTO HHXHOHpa KakTo PopMHpaHETO Ha TpOoMOHH, Taka 1 0bpazysaHeTo Ha Tpombu. PuBapokcaban
He “HXUOHpa TpoMOHHa (akTHBHpaH daxTop 1I) u He ca HabmoaaBaHu eQekTH BbpXY TpomOouMTHTE,

PapmakoMHAMHYHH €PCKTH

[Ipu xopa ¢ HabnroaaBaHO 3aBUCHMO OT H03aTa HHXHOHMpaHe Ha daxrtop Xa. [IpotpoMbuHOBOTO BpEMeE
(PT) ce moBansBa 10303aBUCHMO OT pHBApOKCcadaH B TACHA Bpb3KA C MUIA3MEHHTE KOHUCHTPALIHH
(r=0,98), axo 3a Tecta ce nanonssa Neoplastin. pyru pearentu 6uxa nanm apyru pe3yiTaTH.
OtuurtaneTo Ha PT Tpabea ma crasa B cekynan, noxsexe INR e kanubpupano v BannavipaHo 3a
KyMapUHOBH NPOAYKTH M HE MOXE J1a Ce MpHNara 3a Apyrd aHTHKOAryiaaHTH.

B K1KMHHKO-(papMakoNnOrMYHO NpOYYBaHE Ha 0BpaTHMHUTE MPOMEHHM BbB apMaKkoAHMHAMHUKATA Ha
puBapokcabaH npu 3apaBy Bb3pacTHH 100poBonuM (n=22), e oueHABaH €PEKTHT HA €AMHHYHH JO3H
(50 IU/kg) Ha nBa pa3nH4YHH THIMA KOHLEHTpAT Ha npoTpoMbuHoBHUa kommnnekc (PCC), 3-dakTopen
KOHLICHTPAT Ha rporpombuHoBusa koMiuieke (dakropu 11, IX u X) n 4-pakTopeH KOHUEHTPAT Ha
nporpoM6uHoBHa koMitnexe (pakropu I, VII, IX u X). 3-pakTopHHUST KOHUEHTpPAT Ha
NpOoTPOMOHHOBHA KOMILICKC € MOHWKWI CPEAHHUTE CTOHHOCTH HAa NPOTPOMBHHOBOTO BpeMe Ha
Neoplastin ¢ npubausutento 1,0 cexyHga B pamkute Ha 30 MHHYTH, B CPABHEHHE C [IOHWXABAHE OT
npubaunsutenHo 3,5 cekyrau HabmoaasaHo ¢ 4-GakTOpHHA KOHUCHTPAT HAa NPOTPOMOHHOBHA
KOMIUIEKC. 3a CPaBHEHHE, 3-()aKTOPHUAT KOHUEHTPAT HAa NMPOTPOMOHHOBHSA KOMIUICKC € HMan Mo~
ronsaMm M no-6sp3 0611 edexr Bppxy oOpaTHMHUTE NPOMEHH B €HAOTEHHOTO 0Opa3yBaHe Ha TPOMOHH OT
4-paKTOPHHSA KOHLICHTPAT Ha MPOTPOMOUHOBHA KOMIUIEKC (BXK. Touka 4.9).

AKTHBHpaHOTO napuxanio tpombonnactuioBo Bpeme (aPTT) n HepTest cbio ca yabmkenn B
3aBUCHMOCT OT [03aTa, HO H3NOI3BAHETO UM 3a OLICHKA Ha (apMaKoI¥HAMHYHHA €DeKT Ha
puBapokcabaH He ce npenopbusa. HsiMa HeobxonuMocT OT HaONMAEHHE HAa KOAryJJaLlHOHHTE
[lapaMeTpH MO BpeMe Ha JICYEHHETO ¢ puBapokcabaH B KIMHHYHATa NNpakTHKA. BunpekH ToBa, ako €
KIMHHUYHO TTOKa3aHO, HUBATa Ha puBapokcabaH Morat ga ObaaT u3mMepsaHH ¢ kanubpupanu
KOJIM4ECTBEHH TECTOBE 3a aHTUdakTOp Xa (BXK. Touka 5.2).

KnuHnyHa epukacHOCT ¥ Be30nacHOCT

OKC

KnunuyHaTta nporpama ¢ pupapokcabaH € nnaHHpaHa ¢ uesa Aa JEMOHCTpHpa ePHUKacHOCTTa Ha
puBapoxcabaH 3a npogMIakTUKa Ha CepacyHo-cba0Ba (CC) cMbpT, HHApKT Ha MHoKkapaa (MH) unn
MHCYIT Npy nauueHTH ¢be ckopoweH OKC (MudapkT Ha Muokapaa cse ST-eneBauus (STEMI),
uH}papkT Ha MHokapaa 6e3 ST-enesauns (NSTEMI) nnu vecrabnnua anrusa [HA]. [Ipu ocHoBHOTO
nsornocaano npoyusave ATLAS ACS 2 TIMI 51, 15 526 nauneHTH ¢a paHIOMH3HPAHH Ha CNyYacH
MPHHLMII B CbOTHOLIEHHUE 110 6poit 1:1:1 B egHa OT TpUTE IPYNH C pa3nUHHO IeYeHHE: pUBapokcabaH
2,5 mg nepopajnHo Asa IMbTH ZHEBHO, S Mg NEPOPANTHO ABa MHTH AHEBHO WM Nnauedo aBa MbTH
AHEBHO, npunarady egqHopeMedHo caMmo ¢ ACK unu ¢ ACK nnoc THEHONUPUIHH (KNONHAOrpel UK
takiaonuaut). Ilaunenture ¢ ACK noa 55-roauitina Bb3pacT ca MMaiy 3axapeH auadet uiu
npeaniues M. Meauanata Ha npoab/MKUTENRHOCT Ha MPOBEACHOTO JicyeHHe € 13 Mcceua, a obiara
MPOIBHKHTETHOCT € 10 MNOYTH 3 roAnHH. 93,2% OT NALHUCHTHTE €A MONy4YaBaJIM CIHOBPEMEHHO
neyenne ¢ ACK nmioc THeHonupuauy, a 6,8% - camo ¢ ACK. Ot nauneHTHTe, nonyyapaily ABOMHa
anTuTpoMbouuTHA Tepanus, 98,8% ca nonyuasanu knonuzorpen, 0,9% ca noayyasanu TUKJIOMUIMH,
a 0,3% ca nonyuyasanu npasyrpen. [launeHTHTe ca nonyyasanu nepsaTta 03a puBapokcabaH
MHHUMYM 24 daca ¥ 10 7 aAHH (cpeaHo 4,7 aHM) cnen npdeMa B O0NMHHLA, HO Bb3MOXHO Hal-paHO
caen crabmnnznpate Ha OKC cpOHTHETO, BKIIOYUTEIHO MPOLERYPH 3a pEBacKyJlapH3auya M KOraTo
obuuaiiHo 61 Ouna npeycrtaHoBeHa MapeHTEpaNHaTa aHTHKOAry/naHTHa Tepanus.

U nBete cxemu Ha NiedeHue ¢ pusapokcabat (2,5 mg aBa MbTH AHEBHO H 5 mg ABa [TTH JHRPHO &Uﬁ;i
Omwin edeXTUBHH NO OTHOLLIEHHE HA JOITLIHUTEIHO HaManaBaHe Ha decrortara Ha CC ¢b 7 )’,‘P
¢oHa HA craHaapTHA Tepanua ¢ TpoMboumTHY aHTUAarperaHTH. Jlo3uposkarta 2,5 mg nBf T JUEPAC

ols PEMPA
HaMasfBa CMbPTHOCTTA M HMa JOKA3aTeJICTBA, Y€ NO-HUCKATa /1032 € CBbP3aHa ¢ M0-H § p T‘Jﬁg‘,{j _
KbpPBEHE M {10 Ta3M [pUYHMHA pHBapokcabaH 2,5 mg nsa NbTH AHEBHO, NPUIOKEH eTHORPEMANHR "‘* _g‘t" )
¢ anetuncanuunnosa kucenuHa (ACK) uan ¢ ACK naroc knonuaorpes uiH THKIONHIK te R 5 P
// a
N
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npenopbyBa 3a Npo¢UNaKTHKA Ha aTCpoTpoMOOTHYHM CHOHUTHA npu Bh3pacTHH nauveHTH cael OKC ¢
[IOBHILICHM CbpASYRH OHOMapKEpH.

B cpaBHeHne ¢ nnauebo pupapokcabaH MOHWKaBa 3HAUYUTENHO NMBbPBUYHATA CHCTABHA KpaHHA TOYKA
CC cmwpT, MU 1nm uacynr. [on3ara ce ocHoeasa Ha Hamanende Ha CC cmbpt 1 MU, kato ce
NOABABA PaHO C MOCTOAHEH eCKT OT TepanuATa npe3 Leaua nepHoa Ha neyeHue (Bxx. Tabnuua 4 u
®Durypa 1). Coi1i0 Taka 3Ha4HTE/THO € MOHHKEHA ¥ ITbpBaTa BTOPUYHA KpadHa TOYKa (CMBPT
He3aBMCHMO OT npuunHaTta, MU nnu uHcynT). JomsnHuTeNeH peTPOCIIEKTHBEH aHalH3 NOKa3Ba
HOMHHAJTHO 3HAYMTENIHO NMOHHXKEHHE B YECTOTHTE Ha TPOMOO3HUPAHETO Ha CTEHTOBE B CPABHCHHE C
rnauebo (Bk. Tabnuua 4). HectoTHTe Ha cHOMTHATA 110 OTHOILIEHHE HA OCHOBHHSA pE3Yy/ITAT 34
Oe3onacHocTTa (3HAYMTENIHHN non-coronary artery bypass graft (CABG) TIMI ¢u6uTHa ¢ KbpBEHE) ca
OHJIM NO-BHCOKH NPH MALMCHTH, KOUTO €A JiCKyBaHH ¢ puBapokcabaH B CpaBHEHHME C NALMEHTH, KOHTO
nonyyapat naauedo (Bx. Tabnuua 6). Yectorure Ha cbOuTHATa ca Ounu obaqe DanaHCHpaHH MeXay
puBapokcabaH ¥ mauebo 3a KOMIMOHEHTHTE Ha GAaTaATHUTE ChOUTHA HA KbPBEHE, XHITOTOHHS,
Hasaraua JiedeHHe ¢ HHTPABCHO3HH HHOTPOIIHH CPEACTBa, H XMpYpPrUiyecKka HaMeca 3a

ApOABXKABALO KbPBCHE.

B Ta6auua 5 ca npeAcTaBeHH PE3YNTATHTE 3a ¢PUKACHOCTTA NPH NMALMUEHTH, MOLTOKEHH HA
nepKyTaHHa KopoHapHa uHTepBeHUHs (PCI). PezynraruTe 3a 6e3o11acHoCTTa B Ta3M noarpyna
nauueHTy, noanoxenn Ha PCI, ca cpaBHHME ¢ 001MTE pe3ynTaTti 3a 6€30MaCHOCTTA.

[TauneHTHTE ¢ NMoBUHILEHM OHoMapkepH (Tpononnd unH CK-MB) u 6e3 npenmecTsam mHCynT/TIA
cecrasnaBat 80% oT M3cneaBaHaTa nonynaums. Pe3yaraTUTe NpH Tasu nonynauus NauMeHTH ChLILO
ChOTBETCTBAT Ha ODILIHTE pe3yNTaTH 3a epHKacHOCTTa H HezonacHoCTTA.

Tabanua 4: Pesyaratu 3a epuxacuoct ot ¢asza Il ATLAS ACS 2 TIMI 51

TIpoyuBaHna nonyaauus

[IauHeHTH ChC CKOPOllIeH OCTHP KOPOHRAPEH CHHAPOM

3}

0,66 (0,51, 0,86) p = 0,002**

TepaneBruyHa 1032 Pusapokcaban 2,5 mg, ABa nbLTH IInauebo

aHesHo, N=5 114 N=5113

n (%) n (%)
Koeduunenr Ha Puck (KP) (95% AH)
p-croiinoct ¥

CovpaeyHo-cbA0Ba CMBPT, 313 (6,1%) 376 (7,4%)
MU unu uHCYAT 0,84 (0,72, 0,97) p = 0,020*
CMBPT HE3ABUCUMO OT 320 (6.3%) 386 (7,5%)
npruuHaTa, MW unu nuacynr 0,83 (0,72,097)p=0,016*
CopacyHO-Ch0BA CMBLPT 04 (1,8%) 143 (2,8%)

CMBPT HE3aBUCHMO OT
NpHYHHATA

103 (2.0%)
0,68 (0,53, 0,87) p = 0,002**

153 (3,0%)

0,70 (0,51, 0,97) p = 0,033**

MU 205 (4,0%) 229 (4,5%)
0,90 (0,75, 1,09) p = 0,270

Hucynt 46 (0,9%) 41 (0,8%)
1,13 (0,74, 1,73) p= 0,562

Tpombo3npaHe Ha CTEHT 61 (1.2%) 87 (1,7%)

a) MoaudHUMpaH aHATTU3 Ha IPyMnaTta ¢ NIaHHpaHO neyeHue (001 aHanK3 Ha Irpyrara ¢ nAaHHpaHo

nevyeHue npu TpoMObO3NpaHe Ha CTEHT)
0) cnpsamo nnauebo; Log-Rank p-croitHoct
*  CTaTHCTHYECKH MPEBB3X0XKIALIH
**  HOMMHaIHO 3HAYHMH

18




Tabauua 5: Pesynratu 3a edpuxacraoct ot gpa3za I1I ATLAS ACS 2 TIMI 51 npu nauuenTu,

noanoxenu Ha PCI

TIpoyuBana nonyjanus

[IauHeHTH CbC CKOPOLIEH OCThP KOPOHAPEH CHHAPOM,

noanaoxeuu Ha PCI ¥

0,66 (0,46, 0,95) p = 0,026**

TepaneBTHYHA 1034 Pusapokcaban 2.5 mg, ABa nbTH Ilnauebo
rHesHo, N=3 114 =3 096
n (%) n (%)
KP (95% JH) p-croiinoct ®
CovpaeuyHo-cnaosa cMbpT, MU 153 (4,9%) 165 (5,3%)
HJIM MHCYAT 0,94 (0,75, 1,17 p=10,572
CopaeyHo-chaOBa CMBPT 24 (0,8%) 45 (1,5%)
0,54 (0,33,0,89) p=0,013**
CMBPT HE3aBUCUMO OT 31 (1,0%) 49 (1,6%)
NpHYHUHATA 0,64 (041, 1,01)p=10,053
MH 115 (3,7%) 113 (3,6%)
1,03 (0,79, 1,33) p = 0,829
Hucynt 27 (0,9%) 21 (0,7%)
1,30 (0,74, 2,31) p= 0,360
Tpombo3upaHe Ha CTEHT 47 (1.5%) 71 (2,3%)

a) MoaudHLUKpaH aHaJIM3 Ha I'pynara ¢ IUIaHupaHo acycHue (o1 aHanu3 Ha rpynarta ¢ [UIaHHPaHo

AeyeHHUe npyu TpoMOO3HUpaHe Ha CTCHT)
6) cnopamo nnauebo; Log-Rank p-ctoitHoCT

**  HOMMHAJHO 3HAYHUMHU

Tabaunua 6: Pesyaratu 3a 6esonacHocT ot dasza 11l ATLAS ACS 2 TIMI 51

[ H3caenBana nonyallun

[TagHeHTH CbC CKOPOLIEH OCTLD KOPOHAPEH CHHApOMPY

NOBEYE SAUHHIIM KPEB B
paMkuTe Ha 48 qaca

TepanesTHYHA N032 Pusapokcaban 2.5 mg, 1Ba NbTH [Inauebo
aHeBHO, N=5 115 N=5§ 12§
n (%) n(%)
KP (95% AH) p-cToiiHoct
Non-CABG TIMI cu6uTHA CBC 65 (1,3%) 19 (0,4%)
CHUJIHO KbPBCHE 3,46 (2,08, 5,7 p=<0,001*
PdartanHu cLOMTHA HA KbpBEHE 6 (0,1%) 9 (0,2%)
0,67 (0,24, 1,89) p = 0,450
CumMmnroMaTHycH 14 (0,3%) 5 (0,1%)
BbTpEUEPENEH KPbBOHIIHB 2,83 (1,02, 7,86) p= 0,037
XHMOTOHHUSA, HAaNaraua 3(0,1%) 3 (0,1%)
NICUCHHUC C MHTPABEHO3HHM
MHOTPOMHH CPEACTBA
Xupypruyecxa Hameca 3a 7 (0,1%) 9 (0,2%)
NpOIB/DKABALLO KbPBECHE
Kpbsonpenupase Ha 4 UK 19 (0,4%) 6 (0,1%)

a) nomnynauus 3a Npoy4BaHe Ha 6e30MacHOCTTa, C JICYCHHE
0) cnpamo nnauebo; Log-Rank p-crofiHocT

*  CTATUCTHYECKH 3HAYHMO
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@durypa 1: Bpeme /10 nbpB0 HACTBNIBAHE HA MbPBHYHATA KpaiiHa To4Ka 3a epukacuoct (CC
cembpT, MU Hian uucyar)
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Bpoil PHCKOBH MALMEHTH CHbOTBeTHH /IHH HA PAHJIOMH3ALHSA
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”.li!.lj,t:{i?ll_‘i {11:’ 4417 1074 ;:..;.‘ :t‘M :‘1'-"--\1' 14t‘"‘ 313 le S-,
KAb/IIADL

[Tpoyusaneto daza [II COMPASS (27 395 naumnentn, 78,0% mbxe, 22,0% KeHH) ICMOHCTPHPA
eukacHocTTa M 6E30MaCHOCTTA HA puBapokcadaH 3a npodriakTuka Ha cbhetaBeH pesynrar CC
cmbpt, MU, nacyat npu naunentn ¢ KAb uin cumnromarnyna [TAb ¢ BUCOK pHCK OT HCXEMHYHH
chOuTHsA. [TaumeHTHTE ca MpOC/IC/IABaHH 3a MIEPHOJ ¢ MeaHaHa 23 Mecella M MakCHMYM 3.9 roJinHH.

VyactHuimte 0€3 noCTOsHHA HYA/1a OT JICYUCHNE ¢ MHXHOMTOP HAa NPOTOHHATA MOMIIA ca
PaHIOMH3HPAHM J1a [0JIy4aBaT MaHTONpa3oJ1 UK 1uianedo. Bcuuky manmeHTH ciie/l ToBa ca
pangomusupanm 1:1:1 Ha neycnue ¢ puBapokcadan 2,5 mg jBa bt JHEBHO/ACK 100 mg BeIHbK
JIHEBHO, puBapokcaban 5 mg aBa mbTH AHEBHO M ACK 100 mg BeAHBK JHEBHO CAMOCTOSTEIIHO U
ChOTBETCTBALIMTE UM I1a11c00.

[Taumenture ¢ KADB ca umanu muorocsiaosa KAb w/nmm npeaunmen MU, Tpn naument Ha Bp3pact
< 65 roanun ¢ OM0 HEOOXOAMMO J1a UMAT ATCPOCKIICPO3a, 3acsrallla MoHe JIBC Ch/I0BH JICTJIa HIIHN
[MOHE /IBA JONBJIHUTCIHH ChPACYHOCHA0BH PUCKOBH (pakTOpa.

[Tatmentute ¢ [TAD ca uManu npeIMIIHN HHTEPBEHIMH KAaTO Dalnac XUpyprusi Win NepKyTaHHa
TPAHCJIYMHHAJIHA AHTHOIJIACTHKA, WK aMITyTalMs Ha KPAaHHHK HJIM CTBIAJIO 10 MOBO/1 apTepHalHa
Ch/10Ba 00JICCT HIIM HHTCPMHUTCHTHA KJ1ay/IMKALMs ChbC ChOTHOLICHHE HA APTCPHAIHOTO HaJIAraHe
MEXTy Iie3cHa u pbkara < 0,90 u/mnu 3HaunTenHa nepudepHa aprepuanHa CTeH03a, HIH MPEANIITHA
KapOTH/IHA PEBACKYJIapH3aLlHsl, HJIM AaCHMIITOMAaTHYHA CTEHO3a Ha KapoTuaHaTa aprepus = 50%.

3kiaouBalnTe KpUTCPHH BKIKOUBAT HCOOXOAMMOCTTA OT JABOHHA aHTHTPOMOOLMTHA TEC
apyra, pazanyia o1 ACK aHTuTpoMOOLMTHA MK MIEpOpaiHa aHTHKOI'YJIAaHTHA Teparl
BHCOK PHCK OT KbPBCHE HJIM Chp/ICYHA HEJ0CTATbYHOCT € (PPAKIMA HA H3TJIACKBAHC
11 o IV no knacudmkaumsta Ha Hioopkckara kapanonoruuna acoumanus (NY,
MCXEMHMYCH, HCJIAKYHAPCH MHCYJIT B pAMKHTC Ha | Mecell MM aHaMHe3a 3a XeMop
JITAKYHAPEH HHCYIIT.
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PuBapokcabasu 2,5 mg aBa nbTH AHecBHO B kKombuHaliHr ¢ ACK 100 mg BeAHBXK AHEBHO NPEBL3X0KAA
ACK 100 mg 3a HamansBaHe Ha MbPBHYHKUA cheTaBeH pesynTtat CC eMbpt, MH ¢ nHCcynT (BX.
Tabnuua 7 u Ourypa 2).

[TIpyu nmanueHTH, KOUTO ca NMoayvaBanu puBapoxcabaH 2,5 mg nsa nuTH JHeBHO B KoMOHHauus ¢ ACK
|00 mg BeaHbxk AHEBHO c€ HaONI0AaBa 3HAUYUTEIIHO MMOBHLIABAHE HA TbPBHYHHMA PEIYJITAT 34
6e3zomacHocT (CbONTHA HA rONAMO KBPBEHE N0 MoaHGHLUKHpaHUTE KpuTepuH Ha ISTH) B cpaBHeHHE C
nauueHTHTE, nony4dasany ACK 100 mg (Bx. Tabauua 8).

3a mbPBHYHHA pE3YNTAT 3a edHKacHOCT, HabMmoaaBaHaTa nos3a OT puBapokcabaH 2,5 mg ABa MbTH
adesHo nmoc ACK 100 mg Beanbx AHeBHO B cpaBHeHHe ¢ ACK 100 mg Beannx nuesHo ¢ KP 0,89
(95% AU 0,7-1,1) npu nauuentn > 75 roanru (yecrora: 6,3% cnpamo 7,0%) n KP=0,70 (95% JI1
0,6-0,8) npu naumenTu < 75 roauHu (4ecrota 3,6% cnpamo 5,0%). 3a ronaMo KbpBEHE MO
mMoandHLHpanuTe kputepuu Ha ISTH, HabnioaasanoTo noeueHue Ha pucka ¢ KP 2,12 (95% JIH
1,5-3,0) npu naunenTty > 75 roanuu (5,2% cnpamo 2,5%) u KP=1,53 (95% AU 1,2-1,9) npu
nateHTH < 75 roaunu (2,6% cnpsamo 1,7%).

[TpunoxeHHeTo Ha nantonpason 40 mg BeAHBX JHEBHO B ROMbIHEHUC KbM aHTHTPOMOOTHYHO
W3MHTBAHO JICKAPCTBO NPH NAaUKHEHTH 0¢3 KIHHHYHA HYKAA OT MHXHOHTOP Ha NPOTOHHATA OMIMa
MOKa3Ba, Y€ HAMa MoJi3a Mo OTHOUICHHE HAa NPEBEHLUMUA HA CbOMTHS Ha FOPHHA CTOMAIHO-YPEBEH
TPAaKT (T.€. CbCTABHATA OT KbPBEHE OT F'OPHHA CTOMAIUHO-YPEBEH TPAKT, A3Ba Ha FTOPHUA CTOMAIIHO-
YpPEBEH TPAKT, MU OOCTPYKLHMA Uiy niepdopalius Ha FOPHUSA CTOMAILHO-YPEBEH TPAKT); YECTOTAaTa Ha
osBa Ha CHOHTHA Ha FOPHHA cTOMaIIHO-4peBeH TpakT € 0,39/100 naumeHTOrOAM M NpH IPyNaTa C
MpUIOKEHHE HA nanTonpason 40 mg Benubx AHeBHO H 0,44/100 nauneHTOroAMHH NIPH rpynara ¢
NpUIOXKEHHE Ha nauebo BeIHBX JHEBHO.

Tabauua 7: Pesyaratd 3a epuxkacuHoct ot dasa [II COMPASS

H3caeapana Mauunentn ¢ KAB/TIABY
nonyaamHs
TepanesTnuHna | PuBapoxcaban 2.5 mg ACK 100 mg Beasnx
a03a ABa NbTH IHEBHO B JAHEBHO
xoMbuunanun c ACK
100 mg BeaHBX AHEBHO
N=9 152 N=9 126
Nauwentn cbe | KM% | Maunenrn KM% | HR p-cToiinocT®
chrhuTHS ChC CLOHTHA (95% CI)
Hucynt, MU o o o o, | 0,76 _ .
i CC cMBpT 379 (4,1%) 5,20% | 496 (5,4%) 7,17% (0.66:0.86) p = 0,00004
0,58
- 0 a 0 Q ? —
Uucynr 83 (0,9%) [,L17% | 142 (1,6%) 2,23% (0.44:0.76) p = 0,00006
0.86
_ a o 0 a =
MH 178 (1,9%) 2,46% | 205 (2,2%) 2,94% (0.70:1,05) p=0,14458
0,78
- 0 0 0 o ’ —
CCcmbpt | 160(1,7%) 2,19% | 203 (2,2%) 2,88% (0,64:0,96) p = 0,02053
Ob1ia o o o o, | 0,82
CMBPTHOCT 313 (3,4%) 4,50% | 378 (4,1%) 5,57% (0.71:0,96)
Ocrpa ncxemus 0 o 0 o, | 0,35
Ha KpaHMTHTE 22 (0,2%) 0,27% | 40 (0,4%) 0,60% (0,32:0.92)

. . {/
%) monynalMs ¢ HaMEPEHHE 3a JieyeHHe (1ntention to treat), BKIIIOYEHA B aHANH3A, TEPEAYR

5} cnpamo ACK 100 mg; Log-Rank p-ctoisocT
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* HamansBaHETO Ha [ThbPBHYHHA PE3yNTaT 32 €PHKACHOCT € CTATHCTUYECKH NpeBb3xoxaao. JU:
nosepureaeH uutepeain ; KM %: ouenku no Kaplan-Meier 3a kyMyJaTHBHUS PHCK OT MHLIMJICHTH,
wiuncnen 3a 900 aun;, CC: cvpaeuHo-cva08H ; MU: Myuokapaen nudapkr

Tabauua 8: Pesyarath 3a 6ezomacHoct o1 daza III COMPASS
H3cneasana nonyianus MNaunenvu ¢c KAB/TIABY

TepaneBTHYHA 1034

Pusapokcaban 2.5 mg
ABA NLTH AHEBHO B
koMOnnauua ¢ ACK
100 mg BeanbxK

ACK 100 mg
BeIHDbXK JHEBHO

KoejpHUuMEHT Ha
puck (95 % IH)

AHEBHO, N=9 126 n (Kym.

1:1/39 152 n (Kym. pHCK | pyck %) p-cToiinoct ®
longMo KbpBEHE MO 288 (3,9%) 170 (2,5%) 1,70 (1,40;2,05)
MOAH(PHLUMPAHUTE KPUTEPHH HA p < 0,00001
ISTH
- aranso crbuTHE Ha 15 (0,2%) 10 (0,2%) 1,49 (0,67;3,33)

KbpPBCHC p=032164

-  CumnromatuuHdo kbpBeHe B |63 (0,9%) 49 (0,7%) 1,28 (0,88;1,86)
KPHTHYEH OpraH p=0,19679
(HedaTanHo)

-  KspBeHe OT MACTOTO Ha 10 (0,1%) 8 (0,1%) 1,24 (0,49;3,14)
XHpYypPru4yHaTa MHTCPBEHLIMS, p=0,65119
Hanaraulo noBTOpPHA
onepauns (HedaTajiHo, HE B
KpUTH4YEH OpraH)

- KwmpBeHe, Boaewo a0 208 (2,9%) 109 (1,6%) 1,91 (1,51;2,41)

XOCIHUTANTH3aLUS p < 0,00001
(HedaTanHo, HE B KPUTHYCH
Opral, He Ce¢ M3UCKBa
NoBTOpPHA OHE:P&IIHH)
- HoweH npecToit 172 (2,3%) 90 (1,3%) 1,91 (1,48;2,46)
p < 0,00001
- be3 HowmeH npecton 36 (0,5%) 21 (0,3%) 1,70 (0,99;2,92)
p = 0,04983
['onsiMo cTOMALLIHO-YPERHO 140 (2,0%) 65 (1,1%) 2,15 (1,60;2,89)
KBpPBCHE p <0.00001
["'onsaM BBTpEUEpEneH 28 (0,4%) 24 (0,3%) 1,16 (0,67;2,00)
KpbBOH3/TUB p = 0,59858

) nonynaund ¢ HaMEpeHHE 3a JiedeHHe (intention to treat), BKIIOYEHA B aHAN3a, TBPBHYHH
aHalTH3x
9 cnipamo ACK 100 mg; Log-Rank p-ctoitHocT
JH: nopeputenen untepean; KyM. pHck: kyMynaTHBeH pvck (ouLeHKH no Kaplan-Meier) Ha 30-tug

mecel; ISTH: International Society on Thrombosis and Haemostasis (MexxayrnapoaHo ApyXecTBo 110
TpoMb03a 1 XeMocTas3a)
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durypa 2: Bpeme 10 nbpBaTa 1oiBa HA NbPBHYEH Pe3yJTaT 3a ePHKACHOCT (MHCVJIT,
MHOKap/1eH HHPApPKT, cbpaeuHocba0Ba cMbPT) B COMPASS

\’%“ o Pupapokcaban 2,5 mg asa nu1H iHeBHO, ACK 100 mg BeHbA 1HEeBHO
°=!r | eee=- ACK 100 mg BeIHBLK AHEBHO
g_: 60 _
2 Ouenkn no Kaplan-Meier (%) na 30-tus mecewr: .
= - Puapokcaban 2,5 mg aBa nu1u aHesHo ~ ACK 100 mg B.an.: 5,2 v
- 8.0 g
g | (4,7 -5.8)
& ' ACK 100 mg Beannx aHesHo: 7,2 (6.5 - 7.9) gt
9 70+
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: | | ,
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20 - P
i " ‘J A~ Cpasnenmue Koedmumenr na puck (95% JIH)
| o
10~ et it A T T
_iT g Pusapokcaban 2.5 mg asa mutn anesno + ACK 100 mg 0.76 (0,66 10 0.86)
,,.--'*j BeAbA aneBno cnpavo ACK 100 mg seansx anesno
E n F Li L L] Lj Li
0 140 s 540 3 00 1045
‘ JlHn o1 panaoMuzauMATa
bpoit pHCKOBH NALIHEHTH
Pusapokcaban 2.5 mg 2/aen + ACK 100 mg 1/aen  §142 vaze Te%e 5352 EL AR | 2302 658
ACK 100 mg 1/aen  91i6 3982 7798 6213 860 2253 568

JAH: noBeputecH HHTEpBa

[laumeHTH ¢bC CKOPOLIIHA TPOLICAYpa 3a PEBACKYJIapH3aLlHUs HA JI0JICH KPAaHHUK MOpa/iH
cumnromarnyHa [IAb

[Ipn ocHoBHOTO ABOHHOCHANO npoyuBane ¢asza [l VOYAGER PAD, 6 564 naumenTn cnej
CKOPOIIIHA YCICIIHA MPOLEC/Ypa 3a peBaCKy1apH3aius Ha J0JICH KPAalHHUK (XMPYpPruvyHa Hiu
CH/10BACKYJ1apHa, BKIKOYHTEIHO XHOpHAHK npoueaypH) nopaau cumnromatuyna [TAbD ca
pasnpeac/CHH Ha CIIy4acH MPUHLMIT B ¢/IHA OT JIBC IPYIH Ha aHTHArperaHTHa Teparus: puBapokcadan
2.5 mg asa ety JHeBHO B KoMOMHauus ¢ ACK 100 mg Beanbxk aneBHo win ACK 100 mg Beanbx
JAHEBHO, B choTHOWIECHHE |:]1. Ha naunentuTe ¢ OMI10 1M03BOJICHO /1a 10J1y4aBaT JAOMbJIHUTEIIHO
CTaHJapTHa J103a KJIOMNIOIPEll BCIHBXK JHEBHO B IPOAbIKCHHE Ha 10 6 mecena. LlenTa Ha
MPOYYBAHCTO € J1a ce JoKaxke epukacHocTTa M Oc3onacHocTTa Ha puBapokcadan mmoc ACK 3a
npoHIakTHKAaTa Ha MHOKap/AcH HHPApKT, ucxeMuueH HHCynT, CC CMBPT, OCTpa HCXEMHS Ha
KPAMHHULIMTE WK IOJIIMa aMITyTalHs CbC ChA0BA CTHOJIOIHS MPH MMALMCHTH CJIC/ CKOPOLIHH YCICIIHH
MPOLICAYPH 3a PCBACKYJIapH3aLIMs HA A0JICH KpaHHUK nopaau cumnromatnuna [TAb. Bkmouenu ca
MaMEHTH Ha Bb3pacT = 50 roaAMHH ¢ JOKYMEHTHpPAHA YMEPEHA J10 TEKKAa CUMITTOMAaTHYHA
atepockiiepornuna [IAb Ha 1onen kpallHHK, I0Ka3aHa Ype3 BCHUYKHUTC OLCHKH, KAKTO CJIC/ABA:
KJIHMHUYHA (T.€. (yHKIMOHAJIHN OIPAaHMYCHHS ), AaHATOMUYHA (T.C. J0Ka3aHa ¢ OOpa3HO M3CJIC/ABAHC
[IAb aucTaiHO HA BBHUIHATA WIIMAYHA apPTEPHs) U XEMOJAMHAMHMYHA (MHCKC IJIC3CH-MHUIIHHILIA
[anklebrachial-index, ABI| < 0,80 unmn unaeke npbeT HA Kpaka-mulHULA [toe-brachial-index, TBI| <
0,60 npn naumeHTH O0€3 NpeANUIHA aHAMHEC3a 3a peBacKyJiapu3auus Ha KpanHUK win ABI < 0,85, nnu
TBI < 0,65 npu naumeHTH ¢ NpeaMIlIHA AHAMHE3a Ha peBacKyJ/Jlapu3auus Ha KpaiHUK). M3Kkmouenm ca
MAaUMCHTH, HYK/1ACIIH CC OT ABOHHA aHTHArperaHTHa Tepanus 3a > 6 Mecela Wik J0IMbJIHUTEIHA

Teparnus, KaKTo M MalHMCHTH C AaHAMHE3a 3a BbTPCUYCPECINCH KPbBOM3JIMB, HHCYIT wiu 11
nauueHTH ¢ ¢GFR < 15 ml/min. Cpeanara npoAb/KHTEIHOCT HA mpocieasaBane ¢ 24 PlgEs
MaKCHUMAJIHOTO npocaeasBane ¢ 4,1 roanuu. CpeaHara Bb3pacT Ha BKIKOYEHHUTE M1all §
roauHn 1 17% o1 nauMeHTcKaTa nomysaums ¢ > 75 roaMin. Menanara Ha BpeMeTo e,
[MPOLEAYpa 3a PEBACKYIaPH3ALIHs JI0 3aI10YBAHE HA JICYCHHETO 110 MPOYYBAHETO € 5 NI
rnonyaauus (6 AHM ciel Xupyprudta v 4 JIHU CJIe/] €HI0BACKYJIapHa peBacKy1apu3all
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BKJIKOUHMTENHO XUOpHAHH npoueaypH). O6mo 53,0% oT nauueHTHTE €a NONY4HAH KPATKOCPOYHA
¢oHOBa Tepanus ¢ Knonuacrpes ¢bC cpeaHa npoabvkuTentocT 31 quu. Crnopea npoToKosa Ha
NPOYUBAaHETO JICUCHUETO MOXKeE fa OBbAe 3ano4HaTO BE3MOXKHO HAa-CKOPO, HO HE NO-KBCHO OT 10 AHM
clieh YCNELUHa ofnpeAeniilua Mpoleaypa 3a peBacKyapu3ailHs ¥ ¢Jell Kato ¢ OCHIypeHa XeMOCTasa.
Pusapokcaban 2,5 mg asa nsTH AHeBHO B KoMOuHauua ¢ ACK 100 mg BeaHbX IHEBHO uMa
NpPEeBBL3XOACTBO 10 OTHOLICHHE HA HAMAIABAHETO HAa MbPBHYHHA CHCTAaBEH PE3y/TaT — MHOKapACH
nHPapKT, HcXxemudeH HHCyaT, CC CMBPT, OCTPa HCXEMHA HA AONCH KPAMHHK H TOAAMa aMITyTaLvs
ChC ChAOBA €THOJIOTHA B CpaBHeHME ¢ npuioxkeHne camo Ha ACK (Bx. Tabnuua 9). ITepBuuHnat
pe3ynarar 3a 6e3onacHoct -TIMI cbOUTHA CBC CHAHO KBPBEHE - € C YBETHYEHHE MPH NALIHEHTH,
nekyBaHH ¢ puBapokcabaH n ACK, 0e3 yBenHycHHE N0 OTHOLUEHHUE HA JIETANHO KbPBCHE U
BbTpeuepeneH KpbBou3anue (Bx. Tabnuua 10). Bropuunute pesyntaté 3a epHKACHOCT ca H3C/IeABaHH
B MPEABAPHUTENTHO onpeacneH, iepapxuueH nopsanbk (Bxx. Tabauua 9).

Tabaunua 9: Pesynararn 3a epukacuoct ot paza Ill VOYAGER PAD

' H3cneasana nony.namus IauneHTH c/1ed CKOPOLUHH NMPOUEAYPH 32 PeBACKYJIapH3alHs
HA JOJIHHA KpaiiHAK nopaan ckmnromMaTHyHa ITAB®
TepaneBTHYHA 1032 Pusapoxcaban 2,5 mg ACK 100 mg Koeduusent
ABA FbTH AHEBHO B BeIHDLK JHEBHO | HA PHCK
xomOnuanun ¢ ACK N=3 278 (95% JH)"!
100 mg Beaunxk AHEeBHO | N (KyM. puck %
N=3 286
n (KyM. puck %)"
[IepBHYeH pe3yaTaT 3a 508 (15,5%) 584 (17,8%) 0,85 (0,76;0,96)
edpuxacHocT® p = 0,00432*
- MH 131 (4,0%) 148 (4,5%) 0,88 (0,70;1,12)
- Hcxemuuen uucynt 71 (2,2%) 82 (2,5%) 0,87 (0,63;1,19)
- CCcmupr 199 (6,1%) 174 (5,3%) 1,14 (0,93;1,40)
- OcTpa HcxeMus Ha 155 (4,7%) 227 (6,9%) 0,67 (0,55;0,82)
kpafHHLHTE®
- T'omsama amMnytauus CuC 103 (3,1%) 115 (3,5%) 0,89 (0,68;1,16)

Cb0Ba €THONOTHA
BropuyueH pe3yJiTaT 3a

ePHKACHOCT
HennaHvpaHna HHACKCHA 584 (17.8%) 655 (20,0%) 0,88 (0,79;0,99)
peBacKynapH3aluus Ha p =0,0140M*

KpaMHHK nopany
PELHAHBHPAILA UCXSCMHA
Ha KpanHHK
XocnuTranuiauMs nopaau 262 (8,0%) 356 (10,9%) 0,72 (0,62;0,85)
KOpOHapHa WJIH p < 0,000]°*
nepudepHa npHunHa (eanH
OT ABaTa KpavHMKa) ¢
TPOMOOTHYECH NPOH3X0]

CMBPTHOCT I10 BCAKaKBa 321 (9,8%) 297 (9,1%) 1,08 (0,92;1.27)
pHYHHA
C1butus Ha BTE 25 (0,8%) 41 (1,3%) 0,61 (0,37;1,00)

*) aHanM3MpaHa intent to treat nonynauus, nbpsHudd aHanusu, ICAC: Independent Clinical
Adjudication Committee (He3aBucuma KkOMUCHA 3a OLICHKA Ha Pe3YyJITaTHTE OT KJIMHUYHUTE
[pOYy4YBaHUA)

® c¢werase oT muokapaeH uhgapkt (MH), nexemuuen uHeynt, CC embpt (CC cMBpPT H C
HEHM3BECTHA NPHUYMHA), OCTPa UCXEMHS Ha KpanHuuuTe (ALI) unu ronsima aMnyTauus ¢
€THONOINA

"} B3eMa ce Moa BHUMaHHE CaMo ITLPBATa N0ABa HA aHAIM3HPAHOTO CHOUTHE B paM
JaHHH 33 Jad€H YYaCTHHUK

" HR (95% JAH) e 6a3znpan Ha Mmoaena Ha Cox 3a NpONopHHOHATHOCT HA PHCKA,
THI NIpoUeaypa ¥ ynotpeda Ha KNOMUAOTPeEs, KaTO JEHEHHUETO € ¢AMHCTBEHATA KOB
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A EnHOCTpaHHATa p-CTOAMHOCT ¢ Ga3npaHa Ha log-rank TecTa, cTpatHQHLMpPaH MO THN NpoLEAypa H
yrnoTpeba Ha KNOMHAOIPEN, KaTo JCYCHHETO € GakTop.

®) ocTpaTa HCXEMHA Ha KpalHHULMTE ce AcdhHHHMpa KaTo BHE3aMMHO 3HAYMMO BJIOIIABAHE Ha nepdy3uara
B KpaHHHUUMTE HIIH C HOB MYJICOB JACQHLIHT, HAY HAIArall0 TCpanecBTHYHA HHTEPBEHLMA (T.€.
TpoMO0NK3a HIH TPOMOCKTOMHA, HITH CNECUIHA PEBACKYIAPH3aLMsA) U BOAELLO A0 XOCIIUTATH3aLHA

* HamanseaHeTo Ha pe3ynTaTa 3a epHKacHOCT HMa CTaTHCTHYECKO ApeBb3xoacTBo. ALIL octpa
ncxemus Ha KparHuuure; [IU: nopepurenen unrepran; MU; muoxapnen undapxr; CC:
cbpaeuHocbaoBa; ICAC: Independent Clhinical Adjudication Committee (He3zaBucuma koMucus 3a
OLICHKA H3 PE3YJITATHTE OT KJIMHHYHKTE MIPOYUBAHHUA)

Tabauua 10: Pesyararu 3a 6e3onacHoct or ¢asa IIl VOYAGER PAD
 M3censana nonyjanus [IauuenTH cieJ CKOPOLUHH NPOUEAYPH 32 PEBACKYTAPDH3ALHA

HA 10 HHA KpaiiHHK nopaan cuMmnToMaTHyHa [TAB"

TepaneBTH4Ha 1033 Pusapokcaban 2,5 mg ACK 100 mg Koednuneunr
ABA MbTH 1HEBHO B BeJHLXK AHEBHO | HA
koMbOunanusa ¢ ACK N=3 248 PHCK
100 mg BeaHbK AHeBHO | n (KYM. DHCK (95% JH)¥
N=3 256 %)% p-cToiinocT”

n (kym. puck %)%

TIMI ¢Bc cunHO KBPBEHE 62 (1,9%) 44 (1,4%) 1,43 (0,97;2,10)

(CABG / He-CABQG) p = 0,0695

- JletanHo KbpBEHE 6 (0,2%) 6 (0,2%) 1,02 (0,33;3,15)

- BrTpeuepeneH KpeBOH3IHB 13 (0,4%) 17 (0,5%) 0,78 (0,38;1,61)

- SIBHO KBbpBEHE, CBBp3aHo cbC | 46 (1,4%) 24 (0,7%) 1,94 (1,18;3,17)

cnagane Ha Hb ¢ > 5 g/dl / Het

> 15%

["onsaMo KbpBEHE M0 140 (4,3%) 100 (3,1%) 1,42 (1,10;1,84)

kpurepuute Ha ISTH p = 0,0068

- JletanHo KbpBEHE 6 (0,2%) 8 (0,2%) 0,76 (0,26;2,19)

- HeneranHo k»pBeHE B 29 (0,9%) 26 (0,8%) 1,14 (0,67;1,93)

KPUTHYECH OpraH

Knuanyuo 3HauumMo Heroasmo | 246 (7,6%) 139 (4,3%) 1,81 (1,47;2,23)

KbPBEHE 10 KPUTCPUUTE Ha

ISTH '

® [Tonynauus 3a aHanu3 Ha 6e30MacHOCTTA (BCHYMKHM PaHAOMH3HPaHH YYaCTHHIIM C MOHE €Ha 4032 OT
u3nuTBaHoTO NekapcTeo), ICAC: Independent Clinical Adjudication Committee (Hesapucuma
KOMHCHS 332 OUEHKA HAa PE3YNTATHTE OT KIIMHUYHHUTE U3MUTBAHHA)

% n = 6poit yyacTHHLY b ¢HOUTHA, N = 6poit yyacTHHLH B puck, % = 100 * /N, n/100
NAaLMEHTOTOMHK = ChOTHOLLUEHUE Ha Opos Ha NaLMEHTUTE C HHIMACHT/KYMYNaTHBHO BPEME B PHCK
®) HR (95% JIH) e Ga3upan Ha mMoxena Ha Cox 3a MIPONOPLHOHANHOCT Ha PHCKA, CTPaTH(PHLMPAH Mo
THI NpoucAypa ¥ ynotpeba Ha KIONUAOIpen, KaTo JICUEHHETO € CAHHCTBEHATa KOBapHara.

" JIBycTpaHHaTa p-CTOMHOCT ¢ Oa3zupaHa Ha log-rank TecTa, cTpaTHgHUUMpaH O THN NpoUeaypa U
ynorpeba Ha KJIOMUIOTPe1, KaTo JIEYCHHETO ¢ (aKTop.

KAb cne chplieuHa HEJOCTATBYHOCT
[Ipoyusanero COMMANDER HF Brio4sa 5 022 mauucHTH ¢b<C ChpACYHA HEAOCTATEYHOCT U

3HaYMMa KOpoHapHa aptepuanHa bosect (KAD) cnea xocnuTanH3auys nopaau ACKOMIICHCHpaHa
chpacuHa HeaocTaTb4HOCT (CH), KOMTO ca pa3npeacneHy Ha cliyyacH NpUHLUKA B €HA OT ABETE
I'PYNH Ha JICYECHHUE. CHOTBETHO pHBApoKcabaH 2,5 mg apa nmbTy AHeBHO (N=2 507) nau
chOTBeTCcTBaIOTO maaucdo (N=2 515). MeanaHata Ha of1ata NpoABLIAKHTENHOCT Ha JICUCHHETO €
504 num.
[TaumenTuTe Tpabsa aa ca umanm cumnroMatuyHa CH B npoab/keHHe Ha HaH-Malko 4
nerokaMepHarta ¢ppakums Ha viTaackeade (JIKDH) <40% B pamkute Ha eaqHa roauH
B npoyuBaHeTo. Ha H3X0AHOTO HMBO MeaAMaHaTa Ha PpakLMATA HA M3TNACKBaHE € 3
38%) n 53% ot yuactHuumTe ca ¢ knac Il mnun IV no NYHA.
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[TepBUYHHAT aHANMK3 33 €(PUKACHOCT (T.€. ChCTABEH PE3YTAT OT CMBbPTHOCT 10 BCAKAKBH MPHYHHHA,
MU unu MHCYNT) He MOKa3Ba CTATUCTHYECKH 3HAYMMA pasuKa MeXxay rpynarta Ha puBapokcabaH
2,5 mg aBa mbTH AHEBHO M rpynara Ha naaue6o ¢ HR=0,94 (95% C1 0,84 - 1,05), p=0,270. 3a
CMBPTHOCT 110 BCAKaKBH NPHYHHH HAMA pa3lnivKa MEXIY pHBapokcabaH H nnauedo no oTHOIECHHE
Opos Ha crOMTHATA (decToTa HAa chOMTHATA HAa 100 nauneHdToroaunw; 11,41 cnpamo 11,63, HR: 0,98;
95% CI: 0,87 no 1,10; p=0,743). 1o otHomienne Ha MU yectorata Ha cubuTHATa Ha 100
nauueHroroanHy (pusapokcabas cnpamo nnauebo) e 2,08 copamo 2,52 (HR 0,83; 95% CI. 0,63 o
1,08; p=0,165), a o OTHOLICHNC HA HHCYNT YecToTaTa Ha cbOHTHUATA HA 100 naunenroroavum e 1,08
caupamo 1,62 (HR: 0.66; 95% CI: 0,47 no 0.95; p=0,023). OcroBHUAT pE3YNTAT MO OTHOLICHHE HA
Oe3onacHocTTa (T.€. CBCTABHHAT Pe3yATaT OT (haTanHO KbPBEHE MY KbPBEHE B PHCKOBA 00N1acT ¢
NOTEHUHaN 33 TpaHHO yBpexaaHe) ce Habarogasa cboTBeTHO NpH 18 (0,7%) nauneHTH B rpynarta Ha
JieyeHue ¢ puBapokcabaH 2,5 mg aBa nbTH AHeBHO M npH 23 (0,9%) nauueHTH B rpynara Ha rnianedo
(HR=0,80; 95% CI 0,43 — 1,49, p=0,484). B rpynata Ha puBapokcabas ¢ HabatogaBaHo
CTATHCTHYECKH 3HAYMMO YBEJIMHYEHHKE N0 OTHOLICHUE Ha ronamo kbpBeHe 1o ISTH B cpasHenue ¢
miauebo (vecrora Ha cpbuTHaTa Ha 100 naurentoroauuu: 2,04 cnpamo 1,21, HR 1,68; 95% CI. 1,18
no 2,39; p=0,003).

[Tpu mMalLMEeHTH C JIeKa ¥ YMEPEHA ChPACYHA HEAOCTATBYHOCT €(PEKTUTE OT JIEYEHHETO B MPOYYBAHATA
noarpyna Ha npoyueanero COMPASS ca cxonnu ¢ Te3M Ha w1aTa NpoyyBaHa Nomny1auus (BX.
touka KAB/T1AB).

[layueHTH ¢ BUCOKOPHCKOB TPOHHONO3UTHBEH aHTHHOCHONNIHACH CUHAPOM

B cnoncopypaHo oT #3CAEA0BATENA, PARIOMH3HPAHO, OTBOPEHO MHOIOLIEHTPOBO NTPOYYBAHE ChC
3ac/leneHa OUCHKA Ha KpalHHTe TOMKH, pUBApOKcabaH € CpaBHEH ¢ BapdapHH NIPH MaLUEHTH C
aHaMHe3a 3a TpoM003a, AHArHOCTHLIKRPAHH ¢ aHTHPOCHOIHANACH CHHIOPOM H C BHCOK PHCK OT
TpoMboeMBONHYHH CHOMTHA (MONOKUTENHH NTPH BCHUKHTE 3 aHTHPOCHONHITHIHHN TECTA: TYNYCEH
aHTHKOAryJIaHT, aHTHKApAHOIUNHHOBY aHTHTENA H aHTHTEAA cpellly OeTa-2-rmMKonpoTerH ).
[IpoyuBaHeTO € NpeKpaTeHO NPEKASBPEMEHHO CNER BKNKOYBAHETO HA 120 nauneHTH nopaax TBbpAe
MHOT0 CEOHWTHA cpell NaMEHTHUTE B rpynarta Ha puBapokcaban. CpeaHoTo npocaeaspaHe € 569 nHu.
59 nauHeHTH ca paHZOMH3KMpaHH Ha puBapokcabaH 20 mg (15 mg 3a nauMeHTH ¢ KpeaTHHHHOB
knHpbHC (CrCl) <50 mi/min) 1 61 Ha BapdapuH (INR 2,0 - 3,0). Tpomboembonuunu c0HTHA ce
nmposABsBaT npu 12% oT nauueHTUTE, PAaHAOMH3IHPAHH Ha pPHBapoKcabaH (4 HCXeMHYHH MHCYNITA U 3
MHoKapaHy HHgapkTa). He ca chobiuiapaHu cxOMTHA IPH NALMEHTH, PAHAOMU3UPAHH HA Bap(papHH.
MacuBHO KbpBeHE c¢ HaOmoaaBa npu 4-ma nauMeHTH (7%) oT rpynara Ha pusapokcadaH ¥ npu 2-ma
nmaudedT (3%) o1 rpynara Ha BapgapHH.

[TeanaTpyHyuHa ODONynanus
EBponeickaTa areHUMA NoO JIcKapcTBaTa 0OCBODOXKAABa 0T 3aAb/DKCHHETO 3a NPECAOCTABAHEC HA

PE3yATATHTE OT MIPOYYBAHMATA ¢ pHBAPOKcabaH BbB BCHUKK NMOArPYIH HA NEAMaTPHYHATA NOMYIalHA
MpH NpopuIaKTHKa Ha TpomboeMbonuyHK cBOMTHS (BXK. Touka 4.2 33 HHPOPMALIHA OTHOCHO
ynoTpeba B ncaHaTpusTa).

§.2 @®apMAKOKHHETHYHH CBOHCTBA

Abcopbums
Pusapokcabat ce abcopbupa 6bp30, KATO MAKCHMANHUTE KOHUSHTPAUHH (Cmax) €€ AOCTHTAT 2 - 4 yaca
ciel npueMa Ha tabnerkara.

[Tepopannara abcopOuua Ha puBapokcabaH € MOYTH [ThJIHA ¥ MepopanHaTa OUOHANIHYHOCT € BHCOKA
(80 - 100%) 3a no3a ot 2,5 mg 1 10 mg, npvera kaTo TabneTka, HE3ABUCHMO JajH NPHEMBT € Ha
rNaaHo Wik cnea xpadese. [IpueMsT Ha puBapokcaban ¢ xpaHa He nosaussa AUC unu Cuax NpH
no3ute 2,5 mg u 10 mg. PuBapokcabGan tabnetku ot 2,5 mg u 10 mg morar aa ce npHeMar ¢ uiH 0e3
XpaHa.

(PapMakOKMHETHKATA Ha pHBapokcabaH € noyTH JHHEHHa 0 0Koa0 15 mg eiHH BT Ha
BHCOKH J03H pHBapokcabaH nokaiBa orpaHHyeHa OT pa3TBOpuMocTTa abcopbius ¢ Hayy
OHOHANHYHOCT M HaAMANIsABaHE HA CTENEHTA Ha abcopOumnATa IpU NOBHIIIABAHE HA 0 Bﬂ‘ ¥ g
CHU/IHO M3SBEHO Ha IMaJHO, OT KOJIKOTO Clie] NpyHeM Ha xpaHa. PapMakOKHHETHYHA
Ha pHBapokcabaH € yMepeHa ¢ BapHpaHe MEKIy OTAeNHHTE nauueHTH (CV%) B 1
40%.
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AbGcopbumara Ha puBapokcabaH 3aBMCH OT MACTOTO HA HEIrOBOTO 0CBODOXKAaBaHE B CTOMALLIHO-
ypesHHUs TPakT. Cbhobuuasa ce 3a 29% u 56% namanenue Ha AUC u Cnax B cpaBHEHHE C TabneTKa,
KOraTo rpaHynar pupapokcabaH ce ocBo60)K1aBa B MPOKCHMANIHHKTE OTAENH HAa THHKHTE YCpBa.
EkcrnosuuusaTa ce Hamasngea JONBAHKUTENHO, KOraTo puBapokcadaH ce 0cBo00XaBa B AUCTANIHUTE
OTJENH Ha ThHKHTE HEPBa HH BbB Bb3XoaAuoTo aebeno yepro. [lo tazn npuunHa Tpabea aa ce
H30ArBa MNPUIOKEHHETO Ha pUBapOKCcabaH QUCTATHO OT CTOMaxa, ThH KaTo TOBA MOXeE [1a JOBEME 00
HaMaseHa abcopObLua U CHOTBETHO CBbP3aHa €KCINO3MLIMA Ha pUBapoKcabaH.

buoxnannurocTTa (AUC M Chax) € 6Mna cpaBruma nipu 20 mg prBapokcadaH, NpUN0KEH NEPOPATTHO
KaTo HaTpolIcHa TabsieTKa, pa3MeceHa B A0BJIKOBO MIOPE, HIIH CYCTICHAHPAaHA BLB BOAA H NPHIIOKEHA
npe3 CToMalllHa COHAR, MTOC/EIBaHO OT TeYHa XpaHa, B CPaBHEHHE C wiiaTa Tabnerka. Kato ce uma
npeaBy] NpeABUANMYS, NPONIOPLMOHANEH Ha A03aTa ¢apMakOKHHETHYEH npodwi Ha puBapokcadaH,
PE3YITATHTE 3a OHOHATHYHOCTTA OT TOBA NPOYYBAHE BEPOATHO Ca NPHIIOKHMMHU 32 MOHUXKABAHE Ha
JI03UTE Ha puBapokcadaH.

PasnpeneneHue
CBbp3BaHETO C MIA3MEHMTE NIPOTCHHY [IPU XOpa € BUCOKO, 0K0:10 92% 10 95%, KaTo cepyMHHAT

anbyMHH € OCHOBHaTa CBbp3Bawa ¢pakuus. ObeMbT HaA pa3npeacieHHe € YMEpPEH € Vi
npubauzurenno 50 nurpa.

buotpaHchopMalys B eTHMHHUDAHE

Oxkono 2/3 ot npunoxerata 103a pupapokcadaH ce noanara Ha MeTabonuTHO pa3rpaxaaHe, cnen
KOETO MTOJIOBHHATA CE eNHMHUHHPA npe3 6h0peunTe, a Apyrara nonoBuHa — ¢ pekanuute. [locnenHara
1/3 oT npunoxeHaTa A03a CE U3MbYBA Ype3 AUpeKTHA O6bOpeyHa eKCKpeLH] KaTO HEITPOMEHEHO
aKTMBHO BEUIECTBO B YPHHATa, INaBHO Ype3 akTHBHA OBOpeyHa cekpenus.

Pusapokcaban ce Merabonniupa ypes CYP3 A4, CYP2J2 u CYP-He3asucHMH MEXAHH3MH,
PasrpaxaaHeTo upes okucIcHUE Ha MOPQOTHHOHOBHSA pagHKal H XHAPOANH3aTa Ha aMUIHHTE BPB3KH
ca OCHOBHHMTE npouecH Ha 6uorpaHchopmauus. OT in vitro M3cnelBaHUA € U3BECTHO, Y€
puBapokcabaH e cybcTpar Ha TpaHcnopTHHTE MpoTevHHu P-gp (P-rnukonporenn) u Berp (npoteuH Ha
PE3HCTEHTHOCT Ha paK Ha rbpAaTa).

HenpoMeHenusaT puBapokcabaH ¢ Hai-BOKHMAT KOMIIOHCHT B YOBELLUKaTa 11a3ma, 6€3 Ja uma apyru
OCHOBHH MJIH aKTHBHHK LHUpKynupaitn metabonutu. Cbe cucTeMeH KnupbHe okoso 10 I/h
pyHBapokcabaH MOXe a ce KiacHHUHNpa KaTo BELIECCTBO C HUCBK KIUPBHC. (el HHTPaBEHO3HO
NPUIOKECHHUE HA 1032 0T | mg eNHMMHHALHOHHHUAT MONYXHBOT € 0Kono 4,5 uaca. Cnen nepopanHo
NPHIOXKEHHC CIHMHHHPAHETO CTaBa IMMHTHPAHO OT CTENEHTa Ha abcopbuus. EnumMunnpanero Ha
pHBapokcabaH OT Mna3MaTa HACTHIIBA C TEPMUHAJICH MOMYXHMBOT OT 5 10 9 yaca npu Maagu MHIHBHIH
ot 11 1o 13 4yaca npu MaLMeHTH B cTapuecKa Bb3pacT.

CneyHanyHy nomnyaauuu

Iion

He ca ycTaHOBEHHM KIMHHYHO 3HAYHMH pa3iIMKU BbB apMakOKHHETHKATA H (papMaKoAHHaAMHKaTa
MEXYy MaLMCHTH OT MBXKKH M XKEHCKH 1101

IHayuenmu 6 cmapuecka év3pacm

[laumenTHTE B CTapUYecka Bh3pacT NOKAa3BaT [O-BUCOKH TJIA3MCHH KOHUEHTPAaLMU B CPABHEHHUE C MO-
MITAJIUTE NALHEHTH CbC CpeaHH cTOHHOCTH Ha AUC okoso 1,5 mbTH NO-BHCOKH, OCHOBHO MOpaau
HaManenus (npusuacH) oo n 6u6peyeH knupbHC. He ce Hanara kopekius Ha jJo3arta.

Paziuunu kamezopuu & 3agucumocm om meaiomo
[IpekoMepHH OTKIIOHEHUR B TenecHoTo Terno (< 50 kg unu > 120 kg) UMaT caMO Manko BIHAHKE

BBLPXY IUIa3MEHUTE KOHLEHTpalUun Ha puBapokcadaH (no-manko ot 25%). He ce Hanara kopekuus Ha
ao3ara.

Mescoyemnuvecku pasuvus
He ca ycTaHOBEHH KIIMHHYHO 3HAYMMH MEXIYECTHHUECKH pa3lIMyuMs [PH MALMUEHT
athpo-aMepHKaHCKaTa, NTaTHHOAMEPHKAHCKATA, AMOHCKATA K KHTAalCKaTa rpyIy n
(apMaKOKHHETHKATa H (apMaKOAHHAMHKATA HA pHBapoKcalaH.
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Ueproopobno yepexcoane

[TauueHTH ¢ UMpPO3a ¥ JAcKO YepHoapoOHo yBpexaaHe (knac A no Child Pugh) npoasasat camo
MHHHMAJIHHA IPOMEHM BbB papMakoKkHHeTHKaTta (cpeano 1,2 nbutu nosuienune Ha AUC Ha
pruBapokcalaH), KOETO € MOYTH CPABHUMO ChC CHOTBETHATA UM KOHTPOJIHA IPYNA 34paBy HHAHBHIM.
[lpu nauneHTH ¢ LMpPO3a U ymMepeHo YepHoapoOHo yBpexaaHe (kinac B mo Child Pugh), cpennara
AUC Ha puBapokcabaH ¢ 3Ha4YMTE/IHO NoBHIICHA (2,3 MbTH) B CPABHEHHUE ChC 31paBH J0OPOBOJILIH.
AUC Ha HecBBbp3aHaTa ppakums ce nosuirasa 2,6 nbtH. Ilpy Te3u nauHeHTH HMa H HAMAJICHO
6nOpeuHO enMMMHApaHe Ha pueapokcabaH, Nogo0HO Ha TOBA NPH NALMEHTH ¢ yMepeHO OnOpeyHo
yBpexaaHe. HaMa NaHHHM OT NalMEeHTH € TEXKO YepHOAPOOHO yBpexXaaHe.

MuxnbupaneTo Ha aKkTUBHOCTTA Ha (pakTOp Xa NpH NALHEHTH ¢ YMEPECHO YEPHOAPOOHO yBpeKIaHe €
noBuilIcHO 2,6 MBTH B CPaBHEHHUC CBC 3ApaBH AoOposonun; PT cbuio € yasmkeuo — 2,1 mbTH.
[MauueHTHTE ¢ YMEPEHO HEPHOAPOOHO YBpekaaHe ca No-4yBCTBUTE/NHH KbM pUBapoKcadaH, KoeTo
BoaH 10 1o-cTpbMHO PK/PD croTHOIEHNE Mexay koHUeHTpauuaTa 1 PT.

PusapokcabaH e npoTHBONOKA3aH NPH NMalHEHTH ¢ YepHoApobHOo 3abosABaHe, CBBP3AHO C
KOaryJonarui ¥ KIHHHYHO 3Ha4HM PHCK OT KbpPBEHE, BKIIIOYMTENHO nauueHTH ¢ unposa ¢ Child Pugh
B u C (Bx. Touka 4.3).

bvbOpeuno yapesxcoane

Hab6nionapa ce yBeTHUCHHME HA €KCMIO3MLIMATA HA pHBapoKcabaH ycnopeaHo ¢ HaMansaBaHe Ha
ObOpeuHaTa QyHKIMA, U3IMEPECHA YpPE3 KPEaTHHHHOBHA KJIUPBHC. [Ipn nuansuau ¢ nexo
(kpcaTrHHHOB KaupbHC 50 — 80 ml/min), ymepeHo (kpeaturusoB KIUPBHC 30 — 49 ml/min) u TexkKo
(KpeaTMHHHOB KIHPBHC 15 — 29 ml/min) 60peyno yBpexaaHe mnazMeHHTE KOHLEHTPAlWK Ha
puBapokcaban (AUC) ca cvorBeTHO 1,4; 1,5 1 1,6 mbTH no-BHcoKH. CHOTBETHOTO 3aCHIBAHEC Ha
tdapMakonnHaMuyHUTE ethekTH e ro-u3paseHo. [Ipn nHAMBUAY C NEKO, yMEPEHO M TCKKO OBOpeuHo
yBpEXKJIaHe LANOCTHOTO MEXMOMpaHe Ha akTHBHOCTTA Ha ¢dakTop Xa ¢ cpoTBeTHO 1,5; 1,9 1 2,0 mbTH
NO-CHUJIHO B CpaBHEHHE Che 3aApaBH A00posonuy; PT cbilo € yabmkeHo — cboTBeTHO 1,3; 2,2 1 2,4
nbTH. HAMa JaHHM OT MALMEHTH C KPCAaTUHMHOB KIUPBHC <15 ml/min.

[Topaau BHCOKaTa CTENEH Ha CBbP3BaHE C MIa3MEHHUTE MPOTEHHHU HE C€ OYaKBa pyuBapokcadaH na
MOXe aa ObAc OTHENEH Ype3 ANanu3a.

He ce npenopbuBa ynotpeda npu naluMeHTH ¢ KPEaTHHHHOB KIMHPBHC <15 ml/min. Pusapokcaban
TpAOBa [a ce M3110J13Ba BHUMATEAHO NPU NAUKUCHTH C KPEaTHHHHOB KIHPBHC 15 — 29 ml/min (Bx.
Touka 4.4).

PapMaKOKHHETHYHHY AaHHH PH NAUHEHTH

[pu nanueHTH, Nony4asany puBapokcaban 2,5 mg Asa NbTH AHEBHO 33 MPOQHIIAKTHKE Ha
ateporpoMboTHynm chbuUTH npH nauucHTH ¢ OKC, cpeaHara reomerpyyuHa koHUeHTpauus (90%
[POrHo3eH uHTepBan) 2 - 4 yaca 1 okonio 12 yaca caea npueM Ha ao3a (NpubIM3HTEIHO
NpeACTaBAABALLM MAKCHMATHATA H MUHUMATHATa KOHUCHTpALUMYH [pe3 BpeMe Ha Q030BHS HHTECPBAJ) €
croTBeTHO 47 (13 - 123) 1 9,2 (4,4 - 18) Muxporpama/l.

Bpmica CDHQMHKUKHHGTHKE-QHQMHKOQHHHMHKa

Bpsikara papmakokureTHKa-papMakoaMHamMuka (PK/PD) Mexxay niiazmMeHata KOHUCHTPALIMA HA
puBapokcabaH ¥ HAKONKO GapMaKOAWHAMHYHH KpaHK ToukH (MHxnbupade Ha daxrop Xa, PT, aPTT,
Heptest) ¢ npoyueHa cnef NpUiaraHe Ha IWWHPOK Axana3oH oT 1034 (5 — 30 mg aBa NuTH Ha JcH).
BpwikaTa Mexay KOHLUCHTpallKATa Ha puBapokcabaH M akTMBHOCTTA Ha ¢akTop Xa Hail-nobpe ce
onucsa ¢ ERmaxR moaen. [1o oTHomicHHe Ha PT MoaensT Ha JIMHEHHO NPEeCHYaHe ONTMCBA JaHHHUTE
0o0HkHOBEHO no-no6pe. HakIoHbT Ha KpHBaTa BapHpa 3HAYHTEHO B 3aBUCHMOCT OT PaIHYHHUTE
usnonssadd PT pearentu. [Ipun u3nonisane Ha Neoplastin PT, PT na usxoaHo HHBO € okoso 13 s, a
HakIOHET okoo 3 a0 4 s/(100 mukporpama/l). Pesyarature ot ananu3sa Ha PK/PD ot daza [l v 1ll ca
CXOJHH ¢ IAHHHUTE, YCTAHOBEHH IPH 3APaBH HHAWBHIH.

[leanaTpHyHa nonyaauus
Be3onacHocTTa M epukacHocTTa npu nokasauuata OKC u KAB/ITAB npu nena u

10 18 rooMHy He ca YCTAHOBCHH.

5.3 IlpeAkNHHHYHH AAHHH 32 6e30MACHOCT
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HexknurHMyHHUTE JaHHH HE MOKa3BaT 0cobeH pHUCK 3a Xopa Ha DazaTta Ha KOHBCHLIMOHAHUTE
(rapMaKOOrHYHH M3NHTBAHHA 3a 6€30MACHOCT, TOKCHYHOCT [1pH €AHOKPATHO MPHIIOXKEHHE,
(OTOTOKCHYHOCT, FEHOTOKCHYHOCT, KAHLEPOTr¢HEH MOTEHUHAN H I0BEHH/IHA TOKCHYHOCT.

EdexTHTe, HabnogaBaHy Npy HIMHTBAHUATA 338 TOKCHYHOCT NPH MHOTOKPATHO NPHIOKEHHE, Ca
CBbpP3aHH OCHOBHO ChC 3aCHiICHaTa papMakoIMHaMHYHa aKTHBHOCT Ha pHBapokcabau. I1pu nasxose
ca HabnoaaBaHy NNOBUILICHY I11a3MeHM HMBa Ha IgG 1 [gA npu HMBA Ha €KCMIOIMUMA, CHOTBCTCTBALLM
Ha KIIHHHYHHUTE,

[Tpn nabsxose He ca HabAAaBaHH ePEKTH BbPXY QPEPTHIIMTETA [IPH MBXKHTE HIIH XXEHCKHTE
KHBOTHH. M3nuTBaHUATA IIPH XKUBOTHM M10KA3BAT PEIPOAYKTHBHA TOKCHYHOCT, CBBP3aHa C
¢apmaxonoruiHNs MEXaHU3bBM Ha ACHCTBHE Ha pUBapoKcabaH (Hanp. XeMOparHyHHU YCIIOXKHCHHA).
[Ipy nia3MeHH HKBA, CHOTBETCTBALUHM Ha KIIMHUYHHTE, ca HabmoaaBaHH eMOpHO-deTaHa TOKCHYKOCT
(nocTuMnnanTaunonHa 3aryba, 3abaBeHO/CTUMYNHPAHO OCHPHLIMpAaHE, MHOXKECTBEHU Oneau
XenaTasHH NETHA) ¥ NOBHILICHA YECTOTa Ha HaH-4eCTO CpeliaHHTe MandopmaLui, KaKTo H
IIaleHTapHH npoMeru. [lpu npe- ¥ nocTHatanHo U3NMUTBAHE Ha IUTLXOBE € HabnAaBaHa HaMaleHa
BHTATHOCT Ha NOKOMACHHETO MPH A03H, TOKCHYHH 33 MANKHUTE.

6. OAPMAILIEBTHUYHHA JAHHH

6.1 CnHchLK HA TOMOUIHHTE BellecTBa
Aopo na mabremxama

JlakTo3a MOHOXHApPAT

MukpokpucTanHa uenysosa

Kpockapmeiio3a HaTpiH

XunpoMmenosa

HaTtpucs naypuncyndgar

MarHe3neB cTeapaT

Durvoso noxpumue

XHnpoMenosa

Tutanos anokcua (E171)

Makporon

Kenesen okcun, xuat (E 172)

6.2 HecbLbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roanocr

2 TOAMHH.

6.4 ChnenManHH yCIOBHSA HAa ChbXpPaHeHHe
To3u nexapcTBEH NPOAYKT HE M3UCKBA CIELHAIHM YCJIOBHA HA CbXPaHEHHE.
6.5 BuancbanpxkanHe HA ONAKOBKATA
MDunmuparute Tabnetku ca onakosatu B PVC/Alu 6ancrepn.

Pa3mep Ha onakoBkarta: 20, 28, 56, 100, 168 r 196 dunmupanun rabnerxu

He BcHukK BHOAOBH OMAKOBKK MOrat ga 6naat nycHat B npojaxoa.
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6.6 CneuHaJHH OIpeaNa3HH MEPKH NMPH HIXBBLPJISHe H padoTa
Heu3noa3saHUAT NeKapcTBEH NPOAYKT WIH OTIAABYHUTE MaTEPHATH OT HEero TpsbBa 1a ce H3XBBLPIAT
B CBOTBETCTBHE C MECTHHUTE H3HCKBAHHA.

Pa3yrpoulagane Ha TabneTkuTe

TabnaeTkuTe puBapokcabaH Morar 2a ce pasTpoluat U aa ce cycnenadpar B 50 ml soaa, v na ce
MPHIOXKAT ¥pe3 Ha3oracTpaiHa CoHAa HIIH CTOMalIHA COHIA 3a XpPaHEHE cie/] MOTBbPKACHHE, Ye
COH/IAaTa ¢ pasnojokeHa B ctoMaxa. Cnea ToBa coHnara TpAdBa aa ce npoMue ¢ BoAa. Tui KaTo
abcop6umuaTa HAa puBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOXKIaBaHE HAa AKTHBHOTO BELIECTBO,
TpsabBa na ce u3bArea NpwiIoKeHNUEe Ha prBapokcabaH IUCTANHO OT CTOMaxa, ThbH KaTo TOBa MOXE Ja
JnoBeje 10 HamaneHa abcopbuusa u BbB Bpb3Ka ¢ TOBA X0 HAMAJICHA €KCIO3ULHNA Ha AKTHBHOTO
BelecTBO. He ce M3MCKBa €HTEpPANHO XpaHEHE BeAHAra ciel npuiokeHUe Ha TabneTkure ot 2,5 mg.

7. MPUTEXATEJ HA PAZPELIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

Uewnka penybnuka

8. HOMEP(A) HA PASPEIUEHHUETO 3A YIIOTPEBA

Per. Ne: 20200041

9. JIATA HA ITBPBO PAPELHIABAHE/TMIOJHOBABAHE HA PAZPELIIEHHETO 3A
YIIOTPEBGA

Jara Ha nbpRo pa3pewiasade: 12.03.2020r.
JlaTa Ha MoCAEIHO NMOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

27.08.2024 r.
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