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' Tozu nexapcTeeH NPOIYKT NOANERHN HA NONMBLIHNTENHO HaGnwoneHue. Toea wie NO3BOAH GbP30TO
YCTAHOBABAHE HA HOBA HMH{OpMaLMS OTHOCHO OezomacHOCTTa, OT MEAMUHHCKHTE CHELMATMCTH CE
M3HCKBA 04 ChODINARAT BCAKA [T003MPAHA HEXKEMAHA Peakupi. 32 HAUHHA Ha CLOBMIABAHE HA HEXETAHM
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2, KAYHYECTBEH U KOTHUECTBEH CHhCTAB
Beaxa punmupana 1adnertka ceanpixa 20 mg pusapoxcaban (rivaroxaban),

TToMOWUIHO BEIUECTBO € UIBECTHO ASHCTBHE
Beaka gunMupana Tabierka ceabpaka 21,76 mg slakTo3a (KaTo MOHOXWAPAT), BIKTE TOUKa 4.4,

34 MbLJIHHA CIMUCHK HA MOMOLLHHTE BELSCTRA BHKTE Touka 6. 1.

3. JEKAPCTBEHA ®OPMA
Punmipada Tabnerka (tabnerka)

Kagaro-uepBeHH, KpbIiH, ABOHHOH3MTbKHAIN TAOAETKY, O3HAYEHH OT €HaTa cTpaHa ¢ “20%, raakH or
Apyrara CTpaHa H ¢ AHaMEThp npubnusHreaHo 6,1 mm.

4. KJHHHYHHA JIAHHHA
4.1 TepaneBTHYHR NOKA3ZAHHA

IlpounakTika Ha HHCYJIT M CHCTEMEH €MOONIHMIBM NMPH BL3PACTHH NALHEHTH C HEKIANHO IPeAChPAHO
MBKISHE ¢ €AWH MNM NMOBEUE€ PHCKOBM <hakTopn, kato 3acToiiHa CppleyHa HeAoCTaTbYHOCT,
XHUIIEPTOHNA, Bb3pACT > 75 roauHy, 3axapeH aualet, Npealli¢CTBall KHCYIT WM NPex0JeH HCXEMHUEH
OPUCTEI,

Jieuenue Ha apndoka seHozHna TpoMbo3a (/IBT) u benoapoben embonuzbpM (BE) v npodunakTHka Ha

peunansupaii ABT 1 BE npu py3pactay. (Bx. Touka 4.4 3a XeMOaAMHAMKHYHO HecTAaOHNHKA MALMEHTH
¢ BE.)

4.2 JAo3HpPOBKA H HAYHH HA NPUIONKEHHE

03UpPOBKA
IIpochunaxmuxa na uncynm u cucmeMeHn emeonuzvM
[Tpenopbuntensara ao3a e 20 mg e€aMH MBT JHEBHO, KOETO MPEICTARIABA H NPENOPLUHTETHATA
MaKCHUMaHa 103a.

Tleuenrero ¢ PuBapoxcaban-Uakikapapma TpadBa na ce nmpoabnkaga B ABACOCPOUEH NJIAH, KOraTo
NoI3aTa OT NPOMUIAKTHKATa HAa UHCYJIT H CHCTeMeH eMOOIH3bM HAJABHLIABA PUCKA OT KBPBEHE
Touka 4.4).




Axo Ovae mpomycHaTa HAKOA 103a, NAWMEHTHT TpaGpa Ja npueme Pusapokcaban-UYaiikadapma
HE330aBHO 1 Ha CeiBaliua AeH Aa NPOTBLIDKH ¢ NIPHEMA BEIHEBXK AHEBHO CLINIACHO npenopbkute, He
TpaOBa 4a ce npHema BOHHA NO34a B CHIUMY AEH 3a KOMIICHCHpPAHE HA NMpoIlyCHATaTa 4034,

Sevenue na BT, neuenue na BE u npodrunaxmuxa na peyudueupawyu BT u BF

[IpenoprunTenHaTa 103a 3a HayalHo neveHde Ha octpH JIBT unu BE € 15 mg apa nbTv JHEBHO npes
IEPBHTE TPH CEAMHMLH, MOCNEABAHA OT 0034 OT 20 mg BEAHBX AHEBHO 33 MPOIhIIKABALUOTO HEUEHHE 1
npoguaakTika Ha peuparpupawy BT n BE.

Tpa0Oea fa Ce MMA NPeABHI KpaTkocpouHa Tepanus (Hali-manko 3 Mecena) npn maumentd ¢ JIBT win
BbE, npoBoXnpan# oT roneMH npexonHH PUCKoBW ¢akTopy (T.e. CKOPOILHA roaAMa OMNEpaunsd WIH
TpasMa). [To-npoabmkuTensa TepannsTa Tpa®ea Aa ce UMa MPEABHI NPH NMAUMERTH ¢ NPOBOKHPAHH
ABT wnu BE, wecenpzanu ¢ ronemu nNpexoann pUckosy dakrtopu, Herpopoknpany JBT uny BE wnu
aHamHe3a 3a peuyaneupawu JHT wunu BE,

Koraro € nokxasana no-npoaniikyrenHa npodunaktika Ha peunausvpaimim JIBT u BE (cnen
3aBbpUIBAHE Ha MOHE 6-MeceyHa tepanns 3a JABT wau BE), npenopsuutenuara fo3a e 10 mg senybx
AHEBHO. [Iph HauMeHTH, MpU KOUTO ce CMATA, Y€ PUCKBT OT peunanenupaily IBT nau BE e Bucok, karto
TE3H C YCIOMXHEHH CBITBTCTRAIIM 3ab0nARaAHMS, KK KOMTO ¢a pa3sund peuuavsupawws JIBT win BE
npyv TO-NpOABKHTETHA npodunakTHka, TpaOea Aa c¢e WMa npeasua npueM Ha Pupapokcaban-
Yaitkadapma 10 mg seansx nHesHo  PuBapokcaban-Yaiikagapma 20 mg BeiHBX THEBHO.

[IpoabmkuTenHocTTa Ha TepankaTta TpaOea ha ce ONpeaeii K 1034Ta a3 ce M20epe HHAHBHAYRNHO Ce]
BHUMATETHA OUCHKA HA CROTHOIUCHHETO MEXAY NON3aTa OT NEYEHNETO U PHCKA OT KbpPBCHE (BJK. TOUKA
4.4).

IMepuon or Bpeme (CxeMa Ha npuiarade Q0uia  AneBHA
J03a
JleueHue u | Hen 1-21 15 mg oga obTU AHEBHO 30 mg
npoguIakTHKA Ha
DEEEID,HBHP&HIH HBT "o en 22 Hararsk 20 mg BEAHBH AHEBHO 20 mg
H
INpodunakThka Ha | Cnea 3aswpuisaHe Ha | 10 mg Beanwx oueBHO win | [0 mg umm 20
peupanedpawm JIBT | waii-manko 6-mecedna | 20 mg BeIHEXK AHEBHO mg
i BE tepanng 3a JIBT unn BE
L

3a ynecHABane NPEMHHABAHETO OT A03a 15 mg keM go3a 20 mg chaen Jden 21 e ganuuua 4- ceaMHUHa
onaxkoeka Pusapoxcatarn-Ualikadhapma 3a zanoveade Ha Jeuenne Ha JIBT/BE.

Axo BB dazara Ha neyeHre ¢ 15 mg aBa ObTK AdesHo {AeH | - 21) ce nponycHe eaMH npHeMm,
nauveHThT TPA6Ba He3abaBHO Aa npueMe Preapokcalban-YUatikadapma, 33 Aa ce ocurypn ofiio npuero
kojinuecTBo 0T 30 mg Pupapokcaban-Yalikagapma 3a eaud aed. B nopolen cnyuail moraT na Sbaar
npretH age TabJierkn or 15 mg vaseansxk. INauneHTeT TPAOBA A4 NPONBIKH PENOBHUL TIPHEM Ka 15
mg ABa NbTH IHEBHO HA CJIEABALLMA JEH, KAKTO € NMpenopbuaHo.

Axo BbB $azata Ha NeyeHHE ¢ eAHH OpHeM Ha JeH ¢& NPOIMYCHE ¢AHH [IPHEM, MAUNEHTHT TpAOBa
nezabasHo na npueMe Pusapoicabad-UYalikadapma u Tpabea Aa NpoAB/IKH PEIOBHUA TPUEM BEIHEXK
IHCBHO HA CAEABAINA ACH, KAKTO € NpenopbuyaHo. He Tp:adea ja ce H3mOI3Ba ABOMHA 1032 B pAMKHTE
ENWH U CHUIW OSH, 33 A & KOMIISHCHPa IIPONYCHATATA no34a.

Hpemunaeane om neuenue ¢ anmazonucmu na sumaviun K (ABK) xvm Pusapoxcatan-Yavixapapma




3a MauMEHTHTE, KOMTO ¢4 HA JICYEHHUE 33 NPodUIaKTHKA HA HHCYAT U cucTemen emBonmibm, ABK
TpsbBa Oa ce chopaT M Oa cf 3anoyHe Je4denHero ¢ PusapoxcaGau-Yaiikadapma, xorato
MexkayHapoanoro Hopmanuinpano ceotHomenMe (International Normalised Ratio, INR) e < 3.0.

3a nauxeHTHTe, KOUTO ca Ha nedeHue 3a JBT, BE u npodunaktuka Ha peumaneu, ABK Tpabea na ce
CTIPaT M 21a ¢ 3anouHe neveHueTo ¢ Pusapokcaban-Yatikadapma, korato INR e < 2,5.

Hpu npeMupasane ot neuenne ¢ ABK kbM jaevenne ¢ PusapokcaGan-Yalikadgapma croifHoCTHTE Ha
INR we Hwaar damuueo noeunieny cnes npiuema Ha Pusapokcabau-Yaiikadgapma. INR He e patunen
NapaMETBED 334 H3IMEPBaHE Ha AWTHKOArynawTHaTa akThehocT na Pusapokcaban-Ualikadapma
CJICIOBATENHO He TPadBa Aa ce u3non3sa (Bx. Touka 4,5),

Hpemunasane om revenue ¢ Pusapoxcaban-Yaiikahapma kom aumazonucnu na eumamun K (4BK)
HiMa BEPOATHOCT aHTHKOArynauusaTa 2a fbje HeaAeKBaTHA B XONa Ha MIPEMUHABAHETO OT NEYEHHE C
Pupapokcaban-Yalikagapma xvM ABK. Tps#bea na ce oCHrypH npoanIbkuTenHa aneKBarha
aHTHUKOATY NalHA NPH IPEMHHABaHe KbM anTepHaTHBer adTukoaryinadTt, Tpalea na ce orbenexu, ye
Pusapoxcaban-Ualixadapma moxe na obycnobn noeuwienn croiinocty Ha INR.

IMpn naubenty, npeMunapamu ot seucHue ¢ PuBapoxcaban-Yaikabapma xem ABK, ABK rpabsa na
Ce NpHEeMAT napanenHo Ao aocturade va INR > 2,0, [Tpe3 nupeute aBa JHM OT NpexOIHHAd NepHOA
TpAOBa fa ce mpunara ctanjaprHata Havanda goza ABK, cnep xoero noszara wa ABK TpaGea na e
cnopen pesynrature 3a INR. [okaro nanueHTHTEe nDpHeMar eaHoBpeMeHHo Pusapokcabans
Haiikadapma 1 ABK, INR ne Tpabsa na ce uacnenea no-pado oT 24 yaca ciea npeaxoaHara 103a, a
CaMO HEMOCPeACTBEHO MNpedH ¢feapaw@ara Ao3a PupapokcaGan-YalikacgapMa. Cneg karo ce
MPEYCTAHOBH NpheMa Ha Pueapokcaban-Uaiikadapsma, INR Moxe aa ce wscnelsa ¥ pe3yaTaruTe aa ca
HaAeHAHY nione 24 vaca cnen npMeMa Ha NocteaHara A03a (Bxk. Toukn 4.5 n 5.2).

[Ipemurasane om revenue ¢ napermepaini anmuxoazyaanmu xem Pusapoxcaban-Yaiikagpapma

[1pH naumeHTHTE, KOHTO B MOMEHTA MIOUIY4aBAT IAPEHTEPANTHH aHTUKOATYNANTH, NIPEYCTAHOBABAHETO
Ha MapeHTEpPANHHA AHTHKOAryJNaHT M 3anoyeaHero Ha Pusapokcaban-Ualixadapma Tpabsa pa ce
ocpulecTsAT 0 10 2 yaca Npeau MOMEHTA 33 CIEABAMIOTO IGHOBO NPHAOKEHHE HA [TapeHTepaliHus
NEKAPCTBEH NPOAYKT (Hanp.

HUCKOMOJIEKYJIEH X€MapHH) HNH B MOMEHTA HA CIOUPAaHE HA MPONBMKHTENHOTO NPHIOXKEHHE HA
HNapeHTEPANHASA JICKAPCTBEH NPOAYKT (HANp. HHTPaBEHO3EH HeQPAaKI{HOHHpaH XenapuH).

IIpemunasane om nevente ¢ Pusapoxcaban-YHatwadapma KoM nape sMepaniy QHMuKoazyIanmu
[Tpunoxere mppeaTa 1034 OT NNAPEHTEPANHAS AHTUKOArY IAHT B MOMENTA, KOTaTo TPAOBa 14 ce MpHeMe
cnejBainara 103a Purapokcabau-Yarikadapma.

Crneunaiig nony a1

Bvbpeuno yepescoare

OrpaHHYeHHTE KIHHHYHH JaHHH OT NalMEHTH ¢ Texko 6b0pedHo yeRpeKaaHe (KpearHHHHOB KIMPBHC
13 - 29 mi/min) nokaseart, 4e raa3MeHHTe KOHLEHTPALMH HA pUBapokcalaH ca 3HAYUTENHO MOBHINEHH,
{To Tazu npuunHa PuBapokcadan-Yakikaapma Tpadea na ce npunara BHUMATETHO IPH TE3H MALHEHTH.

He ce npernopsusa ynoTpelaTa npy NauMEHTH ¢ KPEATUHHHOB KIAPEHC < 15 ml/min (k. Toukn 4.4 H
5.2).

Ilpy natueHTH ¢ yMepeHo 6x0peyHo yepexaade (KpeaTHHHHOB KaupbHC 30 - 49 ml/min) unu ¢ Texko
OpOpeyHo yBpexlane (KpeaTUHUHOB KNHPBHC 15 - 29 ml/min) ¢a BalHAHH ClEeOHHTE TIPEIOPLKH 34
A03MpaHeE:;

- 3a NPOMPHNAKTHKA HA MHCYNT H CUCTEMEH eMOONM3BM NPH NALMEHTH ¢ HEKNAMHO NPEACHPIAHO
MBKACHE NpeHopbuyTesinara 302a e 15 mg seansxk anesHo (B, TouKa 5.2).

- 3a neuenue Ha J[IBT, neveue va BE v npodunaktuka #a peurausupawin BT u BE:

nMalueHTHTe TpAOBa Ja ObaaT JeKyBaHH ¢ 15 mg nEa nbTH AHEBHO Opel MLPBUTE 3 CEAMMNLL
TOBA, KOraTo NperopeudTe/IHaTa 1034 € 20 mg eauH NeT JIHEBHO, TPAOBA A4 ¢¢ oOMucnu
Ha no3ara oT 20 mg BeaHDBK AHEBHO Ha IS mg euH MbT AHEBHO, AKO OLUSHEHHAT PHCK O




nMauyeHTa HaJXBbpna pHcka oT peunardsupalun JIBT m BE. IIpenoprkara 3a ynmorpetara Ha 15 mg ce
OCHOBaBa Ha (PapMAKOKHHETHYHO MOAEIHPAaHE M HEe € NPOYYBAHA MPH Te3H KIIHHHYHH YCIOBUS (BXK.
ToukH 4.4, 5.1 u 5.2).

Koraro npenopbuntentara 1o3a e 10 mg eArH MbT AHEBHO, HE ¢ Hanara Ts Aa Obae KOPUrHpaHa.

He ce nanara kopekuus Ha 203aTa NIPH NMAUXEHTH ¢ neko 6n0peuno yepexnane (KpeaTHHuHoB KTHPbHC
50 - 80 ml/min) (Bx. Touka 5.2).

Hepuodpoduo yepesoane

PusapokcabaH-Halikathapma e npoTUBONOKA3aH NPH MauHeHTH ¢ YepHOAPOGHO 3a00onaBaHte, CBEP3aHO
C KOary nonarusa 4 KNHHHYHO 3Ha4UM PHCK OT KbPBEHE, BIIKOUUTENHO NauMeHTH ¢ upposa ¢ Child Pugh
B u C (x. Toukn 4.3 u 5.2).

Hlonyrayus 8 cmapyecka ev3pacm
bez Kopexums Ha ao3ara (B, Touka 5.2)

Tenecno meaio
be3 kopexuMg Ha no3ara (BXK. Touxa 3.2)

Ifon
be3 kopexkuud Ha aozaTa (BXK. Touka 5.2)

fleduampuuna nonyrayus

bezonacHocTTa W ehuracHocTTa Ha Pusapokcabau-Hakxkadapma npu aeua na snapact O 10 18 roanms
He ca YCTaHOBEHH. Jlurtcear naHHM. Ilo Ttazu npuunHa He ce mpenopbsuBa ynotpedara Ha PusapokcabaH-
Yaikadapma npu aena noa

18-rogHinHa BL3PACT.

Hayuenmu, nodnodicentt na Kapouosep3uo

IlpuembT Ha PnBapokcaban-Uakikadapma Moke Aa 2ano4He WM Aa NPONBILKW TIpY NALMEHTH, NPH
KOHUTO MOKE 12 € He0OXoAHMO KapIHOBEP3HO.

TIpH KapIMOBEP3UO HACOUBaHO OT TpaHcelodareanna exokapanorpadua (TEE) npu nauneHTH, KOUTO
He ca OUIH NeKyBaHU ¢ AaHTHKOAKY TAHTH, AcHeHKueTo ¢ Pueapokcaban-Yaiikadapma Tpabsa Na sanodHe
HAH-MaIKO 4 Yyaca npen KapaAHOBEP3HOTO, 3a J1a CE rapaHTUpa aJeKBaTHa aHTUKOoArynalua (BX. TOYKH
5.1 u 5.2). llpy BCHYKKM NAUHECHTH, IPEAY KApPAHOREP3HO TPAOBA 13 Cce NOTHPCH MOTBBPAKAECHHE, Ue
NMAUUEHTLT € npuell Purapokcaban-Hatikadapma, kakro € npeanucano. Tlpn B3eMane Ha peluenne 3a
3aM04BAHE HA Tepanusd U onpedensHe Ha MOpOABIKUTENMHOCTTA M, TpAOBa Ja ce MMAT Npeasui
YCTaHOBEHUTE NPeNOpbKH OT PHKOBOACTBATA 32 AHTHKOAryJAHTHO JEYCHUE TTPH NAUHEHTH, NMOIJI0XKEHH
H& KapAHOBEP3HQ,

Tlayuenmu ¢ wexaanuo npedcwvpdno muacoere, koumo noonexcam wa [IKH (nepkymanna xoponapna
UHRIEPBEHUUA) ¢ NOCMABANRE HA CMeHm

Hma orpaHWuyeH OAMT MO OTHOWEHHE HAa HaMmaneHa Ao3a 15 mg peawwk adeeHo (wau 10 mg
Pupapokcaban-Halikadapma BeIHBXK AHEBHO 3@ MALMEHTH ¢ yMEpEHO Texkko OLOpevuHo yBpexkgaHe
[kpearnHuHoR wipbHe 30 - 49 ml/min]), & sonwanenvie Kvm P2Y 12 unxuburopa za 12 mecena
MAKCUMyM, M[pPH NauHeHTH ¢ HEeKNanHO NpPeachpiHO MBKIEHE, KOUTO Ce HYMKIAAT OT NEepopanHa
aHTHKOAryaHTHA Tepands H ca 6unu noanoxenn Ha IIKH ¢ nocraBane Ha credT (B, Touku 4.4 1 5.1).

Ha4dud Ha npuaoskeHue
Pueapokcabau-Yalikadapma ¢ 3a nepopaltHo NpHIOKEHUE.

Tabnetkure Tpadea Aa ¢ npueMart ¢ XpaHa (BkK. Touka 5.2).

[Ipy nauueHTH, KOMTO He MOrar jJa Norfmbitar TaGneTkure uenu, Tabnetkara Pusapoxcabad-...

ynoTpeda ¥ Aa ce NPUIoKH [ISpOpPaNTHO,

........




Harpomenara Tabnetka Pueapokcaban-HaiikadapMa MOKe ga ce [pWiara ¢bLIo H 4pe3 CTOMALHA
COH/Jla Clte/l NOTRBPKACHHE, Y€ COHATA € NPABMIIHO pasnonoxeHa B cToMaxa. Harpouienara TabieTka
TpAGBa Aa Ce MpHIara npe3 CTOMAIUHA COHIA B MANKG KOJUUCCTRO BOAA, CJIe], KOETO CoHjara Tpahea
Aa Obae npomura ¢ Boaa, Cnesl NpHIaraHeTo Ha HATpOwWeHu dunMupauun tabrerku Pusapoxcabau-
Yaiikapapma or 15 mg nmi 20 mg, aosara Tpabea na 6bae nocaensaHa He3aBaBHO OT EHTEPANHO
XpaHeHe (8, Toyka 5.2).

4.3 [MpoTuBONOKA3ZAHUA

CBpPBXUYBCTBHTENHOCT KbM AKTHBHOTO BEIMECTBO MIIH HAKOE OT NOMOLIHWTE BEIUECTRA, n0pocHu B
TOuKa 6.1.

AKTUBHO, KIMHHYHO 3HAUHMO KBPBEHE.

Jleaus nam cueTosHue, ako OBJE CUTEHO, Ue NPSACTABIABA 3HAYHM PUCK 34 I'ONAMO KbpBeHe. ToBa
MOXKE Ja BKNKOUYBA HACTOAL[A MJIH CKOPOINHA TACTPOHHTECTHHANMHA f3Ba, HANUYME HA INOKAYECTBEHH
HEOIIa3MH ¢ BHCOK PUCK 3a KBpPBEHE, CKOPOLIHO HAPAHABAHE HA FIABHHUA MJIM IPLOHAYHUS MOZLK,
CKOpOIIHA OTepaurs Ha TIaBHHA MO3bK, rpbOHAUHMA MOIBK WIH OMUTE, CKOPOIUHA BhTPEHEpENHA
XEMOPArna, M3BECTHH MJIM CYCNEKTHH e30(garealiHi BapHLIM, APTEPOBEHO3HH MandopMalMH, ChAORH
AHCRPUIMY UAH FONeMHM NHTPACTINHATIHKR WM HHTPALiepeOpATHH CEIOBY AHOMAJIHH.

EAHOBpeMEHHOTO JledeHHe C ApyrH AHTUKOAryJaHTH, Hanp. uedpaxuuonupas xenapun (HOX),
HHCKOMOJIEKY JTHH XeNapruHH (€HOKCANaPUH, JaNTENapiH U fip. ), TTIPOM3BOAHM HA XeTlapHHa
(osnanapuHykc M Ap.), NepopanHy aHTHKOaryranTy (Bapdapud, nabHraTpaH eTekcunar, anukcabaH
W Ap.), OCBEH NpH CNelH(HUYHY oDCTOATENCTBA 32 CMAHA HA JICHEHHETO ¢ aHTHKOArYIAHT (BiK. TOUKA
4.2) und kerato HOX ce npuiara B jo3M, Heo0X0AUMN 3a NOAALPKAHETO HA OTBOPEH LEHTpAIeH
BEHO3EH UIH apTepHaneH Karersp (Bxk. Touka 4.5).

YepHogpobHo 3abonsBade, CBEP3AHO ¢ KOATYJOMATHA W KIUHMYHO 3HZYHM PHCK OT KBPBEHE,
BKNIOUUTENHO NaunenTy ¢ uuposa ¢ Child Pugh B u C (B, Touka 5.2).

bpeMeHHOCT U KbpMere (Bx. Touka 4.6).
4.4 CneusanHu npelynpexaeHHa H NpeImA3HH MEPKH ApH ynorpeda

Flpenopbura ¢e KTHHUYHO HAOMONEHHE, CHLOTBETCTRALLO HA MPOBSKIaHaTa RHTUKOAry1allHA B X04a HA
LEUA MEPHOA Ha ASUEHNE.

PHCK OT XeMoparus

KakTo W ¢ Apyru aHTHUKOAryJIaHTH, MAUHEHTHTe, KOWTO npHeMar Pupapoxcafan-Yaiikadapma, TpaGea
na ce HabmoaaBaT BHAMATEHO 3a MPpU3HaUM Ha kbpBeHe. IlpenopwsuBa ce ynoTpebata ¢ NOBMINEHD
BHAMANHE [IPH CBhCTOAHHA ¢ ITOBULIEH DPHCK 34 Xemoparua. Tlpuaoxennero na PusaporcabaH-
Haitxadapma TpsOsa aa ce NpeyCcTaHORN NMPH 11048a Ha TeXka XeMoparia (Bxk. Touka 4.9).

B iiMHWMHATE NPOYYBaHHs NUTABHYHO KbPBEHE (T.€. OT HOCA, BEHUMTE, CTOMAWHO-UPCRHUS TPAKT,
NMHKOYHO-MONOBHA TPAKT, BITIOYMTENHO a0HOPMHO BarHHAMHO HAH YBENHYEHO MEHCTPYAJIHO KBPBEHE)
H aHeMH4 ¢€ HabAKoAaBaT Io-4eCTo NPH IbjrocpodHO JIEYEHHE ¢ PHBAPOKCA0aH B CpaBHEHHE C IEHEeHHe
¢ ABK. o tasn npyunna, B DOMBIHEHHE KBEM aJCKBaTHOTO KIMHHYHO HabnioacHue, naboparopHo
H3CNEMBAHE HA XEMOrnoOKHHa/xeMaTokpuTa OM MOrN0 na Obae OT NoM3a 3a OTKPHBAHE HA OKYJITHO
KbPBEHE U 33 OMPEAENAHE Ha KNIHHUYHATA JHAYUMOCT Ha ABHO KbpReHe, N0 NpeticHKa Cnopea, c1yyad.

HAkohko noarpynd NAauMeHTH, ONMUCaHH NOAPOGHO NO-A0My, ca ¢ NOBUIUEH PUCK OT KbpeeHe. Tesy
MALWMEHTH crieasa Aa HbaaT BHUMATEIHO NpOCIeaeHH 3a 0e/IC3W H CUMITTOMH HA CBBP3aHH C C KBPBEHE
YCIOXKHEHHS ¥ aHEMUA CIER HAYANOTO HA JEYEeHHETo (B, ToYka 4.8), e
IIpy BCAKO HEH3ACHEHO TIOHMOKARAHE HA XeMOrnoOuHa Wik KpPBBHOTO HajiAraHe TpaOpa
M3TOYHHUK HA KBPBEHE.




Bepeky ye IeueHUeTOo ¢ puBapokcalan He HINCKBA PYTHHHO NPOCNENIBARE HA SKCITO3MLMATA, HUBATA
Ha pHBapokcabaH, M3MEpeHH ¢ KATHODHpPAH TeCT 3a KOJIMMECTBEeHO onpeaensaHe Ha aHTHdakTop Xa,
MOTAT Aa OBAAT NONE3HU B M3BBHPEAHH CHTYALMH, KOTATC JAHHHUTE 33 eKCRO3ULIMATA Hd pHBAapokcabaH
MOXE 4 NOMOTHAT 3a BieMaHe Ha MHPOPMHUPaHHN KIMHUYHH PEILEHHA, HAND. Nped03HpaHe U CrielIHa
XHpyprug (akK. Touka 5.1 1 5.2)

BExOpeuHo yBpexcaane
[lpy naumentu ¢ Texko OuOpeudo yRpeXaane (KpEeaTMHHROB Kaupbhe < 30 mi/min) e Bp3MOXHO

NIa3sMeHHTe HHBaZ Ha puBapokcadaH 1a ObJaT IHAUUTENHO NOBHINEHH {CpeaHo 1,6 MBTH), KOETO MOoXe
Aa AOBENE A0 NOBHIICH PHCK OT KbpeeHe. Pueapokcaban-Yalikadgapma tpabea aa ce npuirara
BHHMATENHO MPH NAaUMeHTH C KPEaTHHHHOB KAUPEHC 15 - 29 ml/min. He ce npenopsysa ynorpebara
NpH NALMEHTH ¢ KPEATHHHHOB KAMpLHC < 15 ml/min (Bx, Toukn 4.2 u 5.2).
Pusapokcatan-Yatikadrapma TpalBa 1a ce npuiara BHHMATEIHO Py NAUMEHTH ¢ §10peuHO yepexaane,
NOMy4aBalny €JHOBPEMEHHO APYTH JIKAPCTBA, KOWUTO IMOBHINABAT MIA3MEHHTE KOHUSCHTPAuMH Ha
puBapokcadad, (¥, Touka 4.3),

BaaumonehcTane ¢ APyTry NEKapCTEEHM NIPOAYKTH
He ce npenopbyBa ynorpedara Ha Pueapoxcaban-Yalixagapma npH malpeHTH, KOWTO TONYy4YaBaT

€HOBPEMEHHO CHCTEMHO JIEYeHHE C A30/0BH aHTHMHKOTHLH {KaTO KETOKOHA30Jl, MTPAKOHA3OMN,
BOPHKOHZ30J H nocakoHazon) WiH HIV-nporeazHn vuxuburopu (nanp. puroHaepup). Teiy axkTHBHU
BewlecTea ca MoulHy HHxHOUTOPH Ha CYP3A4 u na P-gp w no Tasu npHydHa MOraT aa MOBMILAT
/1a3MeHATa KOHUSHTPAUHA HA PHBAPOKCa0aH N0 KAMHWYHD 3HAUMMO HYBO (cpeano 2,6 MbTH), KOETO
MOXe€ 23 JOBEAE [0 NOBHIIEH PHCK OT KEPBEHe (BX, Touka 4.5).

HeobxoaMMo € BHMMAHME TNpY NAUMEHTH, KOWTO €AHOBPEMEHHO ¢a Ha JICYCHHE ¢ JICKAPCTBEHH
NPOAYKTH, KOWTO MOB/IHMABAT XEMOCTa3ard, KAaTo HeCTEPOMIHH NPOTUBOBbL3MANMTEIHH CpPeiCTBa
(HCTIBC), aueTwicanvuujioBa KHCENMHA W HHXHOMTOPH Ha TpoMOOUMTHATA arperauds unu
CelleKTHBHH HHXMOMTOPH Ha o0paTHOTO 3axBalllaHe Ha CepoTOHWHa (selective serotonin reuptake
inhibitors, SSRI) 1 uHXUGUTOPU HA 0SPATHOTO 3AXBAIANHE HA CEPOTOHUHA ¥ HopenMRedpyHa (serotonin
norepinephrine reuptake inhibitors, SNRI). [Ipn nanuenTuTe ¢ pUcK 3a yiUEpO3HO CTOMAIIHO-YPEBHO
3a00JIABAHE MOXKE 1A c€ TIOMMCIH 32 MOAXOIALIO MPOPHIAKTHYHO feucHue (B, Touka 4.5).

EEEFH PHCKOBH !l!aHTOEH 34 KEPBEHC

Kaxkro u ¢ gpyrd aHTHTPOMOOTHUHM CpeAcCTBa, PHBAPOKCAGAH HE CE€ MPEnopbLYBA MpPH flaudedTH ©
NOBUILEH PHCK OT KBPBEHE, KaTo;

¢ BPOASHU KAU TPUROOHTH HAPY ISHKMA B KPHBOCHCHPRARETO,
. HEKOHTPOJIMPaHa TeKKa apTepHA/IHA XUIIEPTOHNUS;
. APYTo CTOMALLHO-UPEBHO 3a0onaBane 03 aKTHBHO pa3s3psipaHe, KOeTo NMOTEHLUHANHO MOXKE A3

AoBefle OO YCAOXKHEHUS ¢ KbpBeHe (Harnp. pb3naturendo 3abondasaHe Ha veppata, €3odarur,
racTpHT K racrpo-ezodarcanHa pediaykcHa Sonecr);

. CHAOBA PETHHOIIATHA;

’ OpOHXHEKTa3WH HIIH aHaMHE3a 3a KbpeeHe B Oenna npod.

TTallMEHTH ¢ KAAMHA MPOTe3H

Pupapokcaban He Tpabsa fa ce n3no/3sa 3a TpombonpoduiakTUKa OPH MaLUUEHTH, KOUTO HACKOPO €A
NPEMHHANH TPAHCKATETBPHA CMsAHA Ha aopTHara Kiana {TAVR). besonacHocTta ¥ ehHKacHOCTTA Ha
Pupapokcabas-HajikagapMa He ca MPOYYEHH IIPH MAlMEHTH CHC ChPASYHO KNATMHO NPOTE3HpaHe; Mo
Ta3W [PpUYHHA, HAMA JaHHH B NOIKPENA Ha ToBa, Ye PuBapokcaban-YaiikadapMa ocurypdea agekearia
aHTHKOAryjJauud B Ta3H nonynauus naudeHtH. Jledennero c Puapokcaban-Yaitkadapma he ce
APenopbYUBa P TEIW MALHSHTH .

ﬂg; IHCHTH C alTH ﬂ!ﬂCﬂ!QHHH HACH CHHAPOM

JUPEKTHO NeHCTBALK NMepopanHd aHTHKoaryjaHTH (DOACS), BRIHOYHTENHO pusapokcad
NpenopbYBaT Npy  MAUMEHTH C© aHaMHe3a 33 Tpom0O03d, KOMTO ¢€a  JAMACHOCT
aHTHdocpommnuaeH chHapoM. [lo-cnenpanHo npU TPOWHOMOIUTHBHU FAUMEHTH




aHTHKOAryNaHT, AHTHKapJIHOJHIMHOBH aHTHTENa H aHTHTEeNa cpewy Oera-2-TyIHKOonpoTenH ),
AeverineTo ¢ DOACs Moxe na Obae cBbp3aHO C MOBMLICHA YeCTOTA HA TIOBTAPALIHN C€ TPOMOOTHHHH
CLOMTHA B CPABHESHHE C TEPANMATA C AHTATOHHCT HA BUTAMUH I,

flanpenT ¢ HekNanno mpeacHPAHO MbkACHE, KoMTo moanexar Ha ITKU ¢ mocrassHe HA CTEHT
Hamuay Ca KIMHHYHH J&@HHH, TIONYY€HH OT HHTEPREHUMOHANHO TIPOYUBAHE, ¢ OCHOBHA Lien
M3C/IeABaHe HA De30nacHOCTTA NPH MALMEHTHE ¢ HEKJIAMHO MPeachpIHO MBbXAEHE, KOUTO ¢a GMIIH
noanoxenn Ha YIKH ¢ nocrasane Ha creHr. JlanHute 33 edMkacHOCTTa pH Ta3yd NONynalkg ca
orpaHnyeHH (Ba. ToukH 4.2 1 5.1). JIunceaT gaHHU 33 TAKWRA TAUSHTH ¢ aHaMHesa 33 WHey At/ TTATLL

AKEMOAHHRAMHYHO HecTabuHu maunedTH ¢ BE wan MALMCHTH, KOUTQ ¢ HYKIAAT OT TpoMOOon13a MK

6enogpoGHa eMOQIEKTOMUS
Pusapoxcaban-Halkikagapma He ce IpernopbpHba KaTo anTepHATHBA Ha HEPPaKUMOHHPAHUS XEMTapHH IPH

Nan¥edTy ¢ oesroapobeH eMDONUIBM, KOUTO Ca XEMOAHHAMHYHO HeCTabHIHHM MK Ha KOUMTO MOXKE Aa
CE HAMpagH TPOMOOTH3a HNH GenonpolHa eMGOeKTOMUR, THI KaTo §e3enacHOCTT2 ¥ ePHKACHOCTTA HA
Pupapokcaban-YaiikadapMa He ca yCTAHOBEHH [TpH Te3M KIWHHYHH CUTYALMH |

CIMHATHA/ENAAYPATHA AHECTE3IHA WK Y HKLUA

Korato ce mM3mon3Ba HEBpOaKCHA/IHA AaHECTE3WA (CMHHATHA/CIMAYPANHA aHECTE3MA) WM
CNUHANHA/ €KY PATTHA NYHKLHS, NALKEHTHTE, TPETHPaHH C aHTHTPOMOOTHYHK CPENCTRA 3a NPEBEeHUMS
Ha TPOMOOEMOOJIHYHH YCIOKHEHHS, CA NOANOMEHN HA PUCK OT MOABA HA SHAYPAITEH WY CIHHANEH
XeMaToM, KOHTO MOXE Ja JOBCAE N0 ABATOCPOYHA WMIIH TpaliHa napaamza. Tosd pHCK Moxke aa ce
MOBHIIH OT MOCTONEPATHBHATA YMOTpeda Ha BhBEKIAUI €MUIYPAIEH KATETLP WIH eAHOBPEMEHHATA
ynotpeda Ha AeKapCTBEHU NPOAYKTH, MOBNUARAUIM XeMOCTa3aTa. PHCKBT MOYKe A3 ¢ NOBUIMM ChINO
TAKa K OT TPaBMaTHYHA MJIW MHOTOKpAaTHa €NHAYPANHa HIM CrUHanHa ny HkuMi, IlauveHTure Tpabra
4eCTO Aa OBAAT NMpocacasBaHd 3da TPH3HAUM H CHMITOMM Ha HEBPOJIOTMYHO YBpE:KIaHe (Hamp.
H3TPBIIBAHE HUJIM €RAbOCT B Kpakara, AuckoMdopr B ueppaTa WiIM NHKOYHMA MeXyp). AKo Onae
KOHCTaTHPaH HEBPONOTHYeH Re@UUNT, ca HROOXOAHMH CNCIHO AHArHOCTHUMpaHe K neuenue, INpeau
HEBPOAKCHANHA UHTEPBEHLIMA, JIeKapaT TpAOBa Ja NpeueHd CHOTHOLWIEHUETO MEXAy MOTEHUMANHATA
NoJI3a M PHCKA NPM MAUMEHTH Ha aHTUKOAryJdanTHa Tepanud Wi¥ NauMCHTH, KOWTO e Obaar
NMOANOKEHH HA AHTUKOAryJlaHTHAa Tepanufd, 3a TpombonpodwnakTHka. HiaMma KAMHHYEH onMT C
yrnorpebata Ha 20 mg puBapokcabaH B TE€3H CUTYalMH.

3a HaMaIABAaHE HA MOTEHUHAMHMA PUCK OT KbpPBEHE, CRBP3AHO ¢ ¢AHOBPEMEHHOTO NPHNAraHe Ha
pHBapoKcadaH U HEBPOAKCHATHA {eNHAYpaIHA /CIMHATHA) aHECTE3UA UM CTIHHAIHA MY HKIWA, TpadBa
Aa ce UMa npeasug, GapMaKoKUHETHYHHA Npodua Ha puBapokcadal. ITocTagaHeTo HIH NIPeMaxXBaHETO
HA eMHAYpaned KATETHP unu MyMOanua NyHKiKs ce W3BLPiiBa Hait-nodpe, KOTaro auTHKOaryTaHTHHA
edekT Ha puBapokcabaH ce OUEHABA KATO HHUCHK. BBMpeKH TORa, TOYHOTO BPEME 33 MOCTHraHe Ha
AOCTaThUHO HHCBHK aHTUKOATY AAHTEH eEKT 3a BCEKH NAUMEHT HE € W3BECTHO,

33 OTCTPAHABAHETO HA SMUAYPANHMA KATCTHP ¥ BE3 OCHOBA nHa ObOWuTe (APMAKOKHHETHUHH
XapaKTEepHUCTHKH, NOHe 2Xx MOy KHBOTA, T.€. Hai-manke 18 yaca npu Mnaay mauuedTH uid 26 yaca npH
MAUMEHTH B CTAPYECKA BB2PACT, TPAOBa Ja ca MUHANH CIeA MTOCISAHOTO NPHITOKEeHHE Ha pHBapokcadaH
(BX. TOuka 3.2).

Cnen OTCTpaHABAHETO HA KaTeTbpa, TpAOBA Ja HIMHHAT Hall-Manko 6 yaca Npead NPHIOKEHHE Ha
creasamiaTa ao3a pHeapokcabdaH.

ITpy nofABa Ha TPARMATHHHA MYHKUUA, NPHIMKEHWETO Ha pubBapokcaban Tpabpa na Oboe oTHOXKEHO ¢
24 yaca.

HEEHUQ’I:I(H 3d AOIUPAHCTO NPEAW W CICA HHBAIHBHY NPOUCAYPH WIH XUPYPTHYHH HHTCPBEHLINH AKO

Ce Hanara MpoBEXIAHE HA MHBA3MBHA TIPoUSIypa WM XMPYPrHuHa HHTeppeHUMA PusapokcabaH-
Yaiixadapma 20 mg TpaOsa na 6vae cnpiad no Bb3MOXKHOCT MOHE 24 4aca npegH MHTEPBEHIIMATE K B3
OCHOBA HA KMMHHYHATA NMPEICHKA Ha 1Ky Ballis NeKap.

AKO npoueaypata He Moxe 1a Obae 0TI0xKeHa, Tpabaa 1a ce NPeUeHd TTOBHINEHUAT PHCK OT KbpBe
CNPAMO CNELTHOCTTA Ha HHTEPBCHLIHATA.




TipuemrT Ha PHbapokcaban-Yalikagapma Tpabsa na ce 8b300MOBH BBE3MOXKHO HAl-CKOpO chen
MHBA3MBHATA NPOUEIYPa MK XHPYPruHaTa UHTEPREHIINA, KO KIIHHUYHATA CHTYALMWA NO3BOAABA K €
NMOCTHIHATA a/IckBaTHAa XEMOCTA3a, KAKTO € ONPe/IE/IeHO OT NEKY BAUA jiexap (RK. Touxa 5.2),

[lonynafiua B crapuecka Bb3pacT

C yBEAMUYZBAHETO HA BB3IPACTTA MOXKE 118 C€ YBEIHUH PHCKBT OT XeMoparus (Bx. Touka 5.2).

JJEEMaTCIIIUFH'-IHH pCaKiHH

Ilo Bpeme Ha nocTMapKETHHIOBO HAONKOAEHWE BB Bpb3Ka C ynoTpefara Ha pHBapokcabaH ce chobiuasa
33 CEPHO3HH KOKHH peaklnH, BKHOYMTEIHO CHHAPOM Ha Stevens-Johnson/TokcHYHa enuaepMAanHa
Hekpom3a U DRESS cunapom (B, Touka 4.8). Uirnewna, ue nanueHTHTe ca H3JIOKEHY Ha Hali-ronsm
PHCK OT TE€3H PCAKLMH B HA4ANOTO HA TEPanuATa: B MOREYETO Clyyvad, HAMANOTO HA peakLMATa Ce
IIPOABABA IPE3 ITBPBUTE CEAMMIIN OT neveHHeTo. Purapokca®an TpadBa na ce npeyCcTaHOBU MPH TbPBa
M0ABa Ha TEXbK KOXKeH 0OPHB (Hanp. pasnpocTpaHsiBall ¢€, HHTEH3IUBEH H/UITH CRBP3AH ¢ 00pa3yBaHETO
HA MEXYPHU) HIH APYT MPH3HAK HA CBPBLXUYYBCTBUTENHOCT, CBbP3aH ¢ JIE3MH HA JIMFABHLATA,

Hudopmauua 3a MOMOUIHHTE BELECTRA

PnBapokcaban-Yalikagpapma cbabpska naxtosa. [laupeHTH C peakW HacHeACTBEHM npoGaeMH Ha
HENOHOCMMOCT KBM IanakTo3a, NbAeH NaKTaseH ASPUINT NaH TIKKO30-ranakTozHa Manabcopbums He
TPAOBa Aa NPHEMAT TORA JIEKAPCTEO.

4.5 BianmoaeicTere ¢ APYTH JeKAPCTBEHH NPOAYKTH H ApYrH GOpMH Ha B3aumMoaeHcTBHE

Huxuburopn va CYP3A4 u P-gp

ENHOBpEMEHHOTO NMPHIOMKEHHE Ha puBapokcadaH W kerokoHaszon (400 mg eav NMbT JHEBHO) WIM
putonasup (600 mg apa mbTH AHEBHO) BOAW Ao 2,6 bTH / 2,5 MbTH no-BHCOka cpeada AUC Ha
pusapokcaban u 1,7 nvtn / 1,6 nbTH no-pucoka cpeaHa Cmax CbC 3HAYHUTENHO MOBMILABAHE Ha
QapMakoIMHAMHYHUTE eeKTH, KOeTo MOXKe Ja J0Bede 10 MOBHINEH pUCK OT KbpeeHe. ITo Tazu
npHYnHa He ¢e npenopbuBa ymnotpebara va PupapoxcaGan-Uapfikadapma rnpu NAlHEHTH, KOWUTO
NOIYYaBaT €OHOBPEMEHHO CHCTEMHO JIeYeHHWE C Aa30/I0BH AHTHMHKOTHLM KaTO KeTOKOHA3O0J,
WTPAKOHA30N, BOPUMKOHA30/ W nocakoHaszon Wmv ¢ HIV-mporeazHu vuHxvOutopH. Tesn akTuBHH
BELIECTRA €A MOHH UHXHOUTOPU HAa CYP3A4 u P-gp (B, TOuKa 4.4).

(Oyakpa ¢€ aKTHEHH BELIECTRA, KOUTO CHITHO HHXHOUPAT CAMO €ANH OT MbTHLIATA HA IMMHHHPAHE Ha
puBapokcaban i CYP3A4 wnu P-gp na nopWmar g no-manka CTeneH NAa3MeHHTe KOHIEHTPAaHH Ha
pHeapokcabad. Hanpumep, kmapurpoMuuuk (500 mg aea meTH AHEBHO), kKOHWTO ce NpHeMa 33 culieH
uHXHONTOP Ha CYP3A4 1 ymepeH unxubmrop Ha P-gp, € Bon 1o nouinasane Ha cpeamara AUC Ha
puBapokcadad ¢ 1,5 bt H Ha Cnax — ¢ 1,4 nbTH. BanMoaeHCTBHETO C KNAPUTPOMULIMH BEPOATHO HE
¢ KIHHUYHO 3HAYHMO TIpH NOBEYETO MNALMEHTH, HO MOXE Oa ObIe MOTCHUHATHO 3HAYKWMO fIPH
BUCOKOPHCKOBY NalleHTH. (3a naunenT ¢ O0u0peuno yepekaane: Bk, Touka 4.4).

EputpomMHums (500 mg Tpu neTH JHEeBHO), KOHTO nHxubKpa ymepeHo CYP3A4 u P-gp, oau no 1,3
mbTH nosdieHHe Ha cpeaHata AUC # Cmax Ha pupapokcabaH. BizaMmoaeiicTBHETO C epUTPOMHIIMH
BEepOATHO HE € KITHHHYHO 3HAMHMO MNPY MOBEYETO NALUMEHTH, HO MOXKE Aa ObAE NOTEHIHAIIHO 3HAYHMO
NPH BHCOKOPHCKOBH MALMEHTH.

I1pn JiHua ¢ ieko OpOpedHo yBpexaaHe epuTpoMHLIHH (500 mg TpH IbTH qHEBHO) BOAK 10 1,8-kpaTHO
MnoBHilaBaHe Ha cpensara AUC Ha puBapokcafan u 1,6 nbTH nosdimieHHe HA Cmax B CPABHEHHE ¢
WHOMBUAANA ¢ HopManHa §b0peura dyHxuma. TIpu MHua ¢ yMepeHo 6u0peuno YBPEHAAHE epHTPOMHIIHH
e nosen o 2,0 meTH nopUuieHue Ha cpeanarta AUC na pueapokcaban U 1,6 mbTH NOBHILEHHE HA Cmax
B CPABHEHHE C UHANBHAN ¢ HopMasHa 6b0peuna pyHkiusa. EQEKTsT Ha epuTPOMULIME € ATUTHBEH KM
TO34 Ha 6BOpeunoTo yBpexaane (Bx, Touka 4.4).




MOXe Ja Obae MOTEHUMANHO 3HAYHUMO IPH BHCOKOPHUCKOBH NauuedTH. (3a nauvedTn ¢ 6n6peduo
YBpEKIaHe: BHXK Touka 4.4).

Karto ¢ UMAT NPERBUA OrPAHUMCHHTE KIIWHIYHM JaHHY C APOHENARPOH, ENHOBPEMEHHOTO IPUIOKEHNE
¢ puBapokcaban Tpabea Ja ce u3bArea.

AHTHUKOQAryJaHTH
Crea kOMOMHHAPAHO MpPHUIONKSHHE HA CHOKCAMapHH (eIHOKpaTHa o3a oT 40 mg) W pHBapokcabaH

(enHokpaTHa fo3a ot 10 mg) ¢ HaGmogaBay aAUTHREH eheKT BbPXY AKTHBHOCTTA Ha aHTHOHAKTOP X4,
0e3 HHKAKBM AOMBIHMTEIHN €QEeKTH N0 OTHOILIEHHE Ha koarynauudoHHuTe Tectope (PT, aPTT).
EHOKcanapHH He € NOBAHAT dapMakOKMHETHKATA HA pHBapokcabaH.

llopagn nNOBHIIEHWA PHMCK OT KbpBEHE € HEOoOXOAHMMO BHHMMAHHUE npd TAIMEHTH, KOHTO <4 Ha
€XHOBPEMEHHO JACYCHUE C IPYTH AHTHKOArYyIaHTH (BXK. TouxkH 4.3 1 4.4).

HCTNBC/MEXHOUTOPH HA TpoMOOILIMTHATA Arperalms

He ¢ HabmoAaBaHO KNMHUYHO 3HAYHMO yILKABAHE HA BPEMETO Ha KBLPBEHE CNell €AHOBPEMEHHO
npunokeHue Ha puBapokcaban (15 mg) u 500 mg nanpoxkcen. Bonpekn ToBa € BBIMOXKHO 1a HMa
NALUWEHTH C NOo-U3pazeH papMakoaMHAMHYEH OTTOBOP.

He c¢a HabmodaBaHu KIMHHYHO 3HAYMMH  (QapMAKOKHMHETHUHM dnu  QapMakoAnHaMAuHY
B3AHMOJEHCTBH NPY eIHOBPEMEHHO NPHNOKEHHEe HAa puBapokcadadH H 500 mg aueTHacanHUHIOBA
KUCENHHA,

Knonnaorpen (300 mg nauanHa 7034, IIOCHEABaHA OT 75 Mg noaabpXKalla 103a) HE € [oKasal
(papmakokHHeTHUHO B3aMMoneHcTere ¢ puBapokcaban (15 mg), HO € HabmoaAaBaHO 3HAYHMO
YALDKABAHE HAa BPEMETO HA KbPBEHE NPH €IHA MOATPYNA MAalUMEHTH, KOETQ HE € KOPEenupano ¢
arperauuATa Ha TPOMOOUHTHTE, HUBaTa Ha P-cenextus unu GPIIb/IHa peuentopure.

HeobxonyMo € BHUMaHKME MPH MAUHEHTH, KOHTO €IHOBPEMEHHO ca nekysaHH ¢ HCITBC
{(BKJIOUNTENHO ANETHNCANALINIOBA KUCEIHHA) H HHXHOMTOPH Ha TpoMOOLKTHATA arperaiya, 0oHexKe
TE€3H JIEKAPCTBEHH NpoAy KTH 00HKHOBEHO MOBHILABAT PHCKA OT KEPBEHE {BiK. Touka 4.4).

SSRI/SNRI

Kakto npH Apyri aHTUKOATYNAHTH MOKE 43 CBIUSCTBYB2 BEIMOKHOCT NALMEHTHTE Aa €A C OBHUIEH
PUCK OT KbPBEHE B Chiyual Ha cbivbTerBama ynoTpeda obe SSRI nnn SNRI nopanu edekxra um sbpxy
TPOMOOLIMTHTE, 38 KoiiTO ¢e chbobwmaga. [lpv cenbTCTBalNA ynorpeda B KIMAHYHATA Tporpama C
puBapokcadaH, BEB BCUYKH rpylM HA JICYEHHE €€ HaOMOAaBa YHCNEHO NO-BHCOKA YECTOTA HA TONIAM
HJTH HETONSM KIHHHYHO 3HAYUM KPBLBOH3IIUB,

Bapdapuy

IlpeMiiHaBaHeTo OT neueHWe ¢ aHTaroHMcTa Ha Butamul K Bapdapud (INR 2,0 no 3,0) kuM meueHHe ¢
puBapokcaban (20 mg) unu ot pusapokcatan (20 mg) keM Bapdapyu (INR 2,0 xo 3,0) nosumaea
CLOTHOWEHHETO NpoTpoMOuHOBO BpeMe/INR (Neoplastin) noseue OT aIWTUBHO (BB3MOKHO € 14 C€
HaOmoaaBaT otmenHH ¢ToiHocTH Ha INR no 12), mokaro edexrare no oruowenuwe Ha aPTT,
HHXUOMPAHETO HA aKTHRHOCTTA Ha dakTop Xa ¥ HoTeHurana Ha eHAOrSHHKA TPoMOHMH C2 AANTHBHH.
IlpH kenaHue ga ce MacneaBarT apMakoIHHaMUUHUTE ©dexTH Ha pHpapokcabaH B N€PHOAA HA CMAHATE
Ha TE€palHATA MOraT [a € M3ITON3BAT NNOKa3aTel KaTo AKTUBHOCT HA aHTH-dakTop Xa, PiCT u Heptest,
MOHEKE Te3H TECTOBE HE C¢ NOBIWABAT OT BapdapHH. Ha 4eTBBPTHA neH cned noclienHara 103a
gapdapuy, BcHukyd nokazateny (BKI. PT, aPTT, uHxvbHpaHe Ha akTHEHOCTTA Ha daktop Xa u ETP)
OTPa3ABAT CAMHCTBEHO eeKTa Ha pHBRApOKCabaH.

MMpi xenanue ga ce Hicneapat papMakoaHHAMHYHUTE eekTH Ha BapdapHH B TepHoIa HA CMAHA Ha
TEpanHATa MOXe Ja ce Winoniea UiMepsaneTo Ha INR npu Cyon Ha pupapokcaban (24 vaca cnien
TIPEAXOIHAA TTPUEM Ha puBapok¢adaH), Th KaTO TO3H MOKA3aTEeN ce NOBIHABA B MHHUMAJIHA CTENEH OT
pupapokcadaH B Ta3W BPEMEBA TOUKA.

He ¢ HabmonasaHo ¢papMaKOKHHETHYHO B3aUMOJAEHCTBHE Mekay BapdapuH M puBapokcadaH.
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Hunykropu Ha CYP3A4

EnnospemenioTo npunoxkenue Ha pHBapokcabaH ¥ MOLIHAA HHAYKTOD Ha CYP3A4 prUaMITHIHY BOJH
A0 okono 50% mnoHmxaBawe Ha cpeauata AUC 3a PHBApOKCAlaH € YCHOPEAHO HAMAIABAHE Ha
(papMakoAMHAMIYHUTE MY edekTH. EnHoepeMennara ynorpefa Ha puBapokcabaH ¢ Opyrd MOLTHH
HHAYKTOpH Ha CYP3A4 (wanp. ¢enmrons, KapbamasennH, (eHoOapGUTan MM KBiT KaHTapHoOH
(Hypericum perforatum)) cnio Moxe Ad AOBEAC N0 HAMAICHH MJIA3MEHH KOHUEHTPaUMM Ha
pHBapokcabaH. 3aroBa TpaGea da ce u3barea CAHOBPEMCHHOTO TpUaraHe Ha MOIIHH UHEYKTODH Ha
CYP3Ad4, ocsen aKko MallueHTET He ce cienu BHEMATENIHO 3a Oelle3n H CHMNTOMH Ha TPoMGo3a,

lIE!FH ChbIIbTCTBALIIH TCpaIHy

He ca HabmopaBanw knuumuno 3HAYUME (DapMaKOKUHETHYHH Wi ¢ apMakoIUMHAMBYHY
B3AUMOZICHCTBUA NPH €AHOBPEMEHHO TPHIOKEHHE Ha pHBapOoKkcabaH u MHAazonaM (cybeTpar Ha
CYP3A4), nurokcun (cyGerpart Ha P-gp), atopsacrarun (cy6erpar Ha CYP3A4 u P- gp) WM OMENIPa3o
(yHXMOHTOp Ha npoToMHaTa nomna). PusapokcabaH HHTO MHXuOHpa, HHTO HHIOYLUpA HAKOSA OT
OCHOBHHTE H30(popmu Ha CYP, nanpumep CYP3A4.

Jlabopatopuu nokazarenm
Koarynaimonnure napamerpu (Hanp. PT, aPTT, HepTest) ce nosnussar CHOpEeN OYaKBaHHATA ¢ OTles
Ha MCXaHH3Ma Ha IEHCTBHE Ha puBapokcabaH (Bx. Touka 5.1).

4.6 PepTHANTET, GpEeMEHHOCT H KbPMeHe

bpemeHnHocT
besonachocrra M eduxachoctra Ha PuBapokcaban-Yajikadapma npu OpeMeHHH XeHM He ca

ycTaHoBeHu. [IpoyuBanuara npu xuBoTHH nmokaspart PCNIPOAYKTHBHA TOKCHUHOCT (BXK. Touka 5.3).
Hopaau norenmuanHata penpoayxTHeHa TOKCHYHOCT, NPHCBINHA PUCK OT KbPBCHE M HAHHHTE,
NMOKas3Ballld, 4¢ pHBapokcabaH npeMHHaBa Tnipe3 mrauenrara, PusapokcaGan-Yaiikadapma e
NPOTHUBOTIOKA3aH 10 BpeME Ha OpemenHocT (Bxk. Touka 4.3). JKenure ¢ AeT¢POAEH NOTEHUHAN TpsAOea
Ita H30ArBaT 4a 3a0pPEMEHSIBAT N0 BpeMe Ha JIEYeHHETO ¢ puBapokcalau.

KxpMmene
besonmacHocTTa W eduxacHocrTa Ha PuBapokcaban-Uaiikadgapma npu KbpMEIIHA 3KECHH He ca

YCTaHOBeHH. IIpoyuBaHMATA NPH HKHBOTHH NMOKA3BAT, ue pHEapokcalau ¢e cekpeTHpa B MISKOTO. 1o
Tasd npHiHa Pusapokcaban-Yaiikagapma e npotusonokazan s NEpHOAA Ha KbPMEHE (BX. ToUKa 4.3).
TpsaGsa na ce B3eme pemenne manu na ce NPCYCTAHOBH KhPMEHETO Wil Ja €€ NPEYCTAHOBW A HE ce
MPUIOKH TepanusTa.

Qeprunmrer
He ca nposexnann KOHKPETHH NPOYYBaHHA C pPUBApoKcaban NPH XOPa 3a OLCHKa HA eleKTHTE MO

OTHOWICHHE Ha deprunnTeTa. IIpy €HO NpoydBaHe MO OTHOLIEHHe Ha (PepPTHIHTETA HPH MBXKKH M
KEHCKH MUIBX0BS HE Ca HaO/oNaBaHu edexTH (B, Touka 5.3).

4.7 Edexts Bpxy ciocoGHocTTa 38 nmophupane 1 paéora ¢ MamInKMn

PrBapokcaban-Yailikapapma noenussa B Mmanka crenen crocobHoeTTa 3a odHpane W pabora c
MarHHM. HMa cboOleHHs 3a Hexenanu PCAKLHH, KaTO CHHKON (4eCTOTa: HeYeCTH) H 3aMasHOCT
(1ectora: yectH) (Bxk. Touka 4.8). [Tanuentute, npu KOWTO Ce PadBUST Te3H HEKENAHH PCaKLIHH, HE
Tps0Ba fa WOPHPaT HNH pabOTAT ¢ MALIMHH.

4.3 Hexenanu nekapcreens peaknuy

PestoMe Ha npogia Ha Ge30nacHOCT

besonacHocTTa Ha puBapokcabad e ApOyuYeHa B TPUHAAECET KIMHMYHK
obxpamauty 53 103 naumenty, CKCMOHHpaHH Ha puBapokcabaH (ex. TaGnuua 1))
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Tadénuna 1: Bpodi npoyyuenn nauHeHTH, 0610 AHEBHA 1032 H MAKCHMANHA NPOILJIKHATENHOCT Ha
JeyeHHeTo Npy npoyuBanus ¢gasa 111

Hoxazanue bpoii O6wa AneBHa ao3a | Maxcumaana
NANHEHTH™ NMPOABAKHTEIHOCT
HA J1eYeHHETO

MpodunakTika Ha BeHO3eH Tpombo-| 6 097 10 mg 39 nuM
embomasm  (BTE) npu eb3pacTHH
MALHEHTH, MOLIMKEHH Ha N1aHOBO
CTABHO IIPOTe3upaHe HA Ta300eApeHaTa
WJIH HAa KOJMHHATA cTaBa

Ilpodpunaxtuka Ha BTE npu aexupyp-| 3 997 10 mg 39 nHH
THUHH MAaUHEHTH

Jleuenne va JIBT, BE u npopmnaxthral 6 790 Hen 1-21:30mg en | 21 meceua
Ha PELIHIHEH 22 u cnen Topa: 20 mg

Cnen Hail-manko 6
meceua: 10 mg unu 20

mg
TpodunakTrka Ha WHCYNT H CHcteMen | 7 750 20 mg 41 meceua
eMOONM3BM MpU NAUHEHTH ¢ HEKNAMHO
IPEACHEPAHO MBKIAEHE
[lpodunaktuka Ha areporpoMborHunu | 10 225 5 mg wwm 10 mg| 31 meceua
ChOMTHA TIPH TNAUHEHTH CNEeR OCThp ChOTBETHO,  MPUIO-
KkopoHapeH cunapom {(OKC) XEHH €RHOBPEMEHHO

¢ ACK wnn ¢ ACK
IOC  KJIONHAOCPET
WK THKAOTTUAMH

INpo¢itnaxtixa Ha areporpombornyunu| 18 244 5 mg, npunoxenn| 47 Mecena
cpOvTHa npu nakentH ¢ KAB/ITAB eaHoBpeMmenHo ¢ ACK

unu 10 mg camocTo-

STENHO

*[TauneHTH, KOUTO ca OMIM EKCMOHHPAHHU HA MOHE €Ha A03a pHBapokcabaH

Haii-uecTo ¢pOOINABAHWTE HEXKETAHM pPEeaKlMH TIPM NALMEHTH, KOUTO MOJYyuYaBaT puBapokcalan, ca
Ounn xemoparnu (Tabnuua 2) (Bxk. Touka 4.4 u “OnpcaHie Ha u3OPaHH HEXENAHH PeaKLHy,, MOaoy).
Haii-yecto chobumapannre xemoparnu ca enucrakcuc (4,5%6) U KEPBCHE B CTOMAIIHO-YPEBHHA TPAKT
(13,8%).

Tabnupa 2: YecTtora HA CHLOMTHATA HA KhpPBEHe® H AHEMUS NPH MAUHEHTH ¢ €KCNO3ZHUIAA Ha
puBapoKcadaH B 3aBLPUIHANTE poyuBaHus gaza 111

IToxkazanne Besakakns THN | AHeMHSA
KhpEEHe

[lpodgunaktuka wa  BTE  mpu ! 6,8% oT naumeHTture
BB3PACTHA [TAUHEHTH, MOANOMKEHH Ha
NIAHOBO CTABHO MNPOTE3IHpaHe Ha
tazolelpeHaTa HIH Ha KOMAHHATA
CTaBa
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Hpogunakruka wa  BTE  npu | 12,6% ot naupenture | 2,1% OT nauMeHTHTE
HEXHPYPrHYHH NaUKeHTH

JleueHne Ha  JIBT, BE H | 23% OT nmaluHeHTHTe 1,6% 0T matueHTHTe
Npo(UNAKTHKA HA peUHIHEU

Ilpotdnnakraka Ha HHCYIT M CHCTEMeH | 28 HA 100 | 2,5 pa 100 DaUMEHTOTOnHHH
eMOOH3BM TpH NALKMEHTH ¢ HEKNANHO | MauMeHTOroIWHEH

NpeAChPAHO MBXKACHE

IIpopunakTuka wHa arepoTpomOo- | 22 Ha 100 | 1,4 ya 100 nauneHTOrOAHHU
THYHU CLOUTHUA NPH MANKEHTH Chea | NALUHEHTOrOaUHH

OKC

IIpodbunakTuka Ha areporpomGo- | 6,7 Ha 100 | 0,15 na 100 naumeHTOrOAUHU**
THYHU CBOUTHA TIpH MAUWEeHTH ¢ | NalHeHTOrOaHHH

KAB/TTAB

®

BCHUKH CHOHTHA HA KbPBEHE OT BCHHKH NPOYYBAHUA © pHBapokcabaH ca CbOpaHu, 10KIaABAHH
H OLICHEHH.

B B npoyueanero COMPASS ce nabatonaBa HHCKa Y€CTOTA Ha aHEMMA, Thid KATO € NPHIOKEH
CENCKTHBEH MOTXOM 3a CHOMpaHe Ha HekenaHU ChOHTHA.

CnMChK HA HeskeslaHW peaklyu B Tabnpued BUa
YecroTHTe Ha HeXXKENAHUTE PEAKLMH, CBBP3aHU ¢ PuBapoxcaban-Yaiikadapma, ca 0606menn B Tabnuua
3 mo-gony No CHCTEMHO-OpraHHu Kiacoee (no MedDRA) H no yecrora.

B 3aBHCHMOCT OF YECTOTATA TE C€ ONPeNCIAT KaTo:

MHOTO yecTH (= 1/10)

gectH (> 1/100 ao < 1/10)

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

peaxu (= 1/10 000 go < 1 /1 000)

MHOTC penku (< 1/10 000)

C HEMZRECTHA YECTOTA: OT HAJTMYHHTE ZaHHH HE MOXeE Aa Oble HANpaBeHa OLCHKA.

Tatnuna 3: BcHUKH HelKeJAHH PEaKIHH €A CHOOINEHH NPH NANHERATH B KJIHHHYHH H3NKTBAHUA
¢aza 11} nnn npu nocTMapkeTHHroBa ynorpeba®
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Hapyiwienuna Ha KpeBTa H JEMPHATA CHCTEMA

AHeMHA (e TpomboiiToza

CBOTBETHH (BKJ. MOBHLIABAHE

naboparopHu Ha Opos Ha

apaMeTpH) TpoMGoLuTHTE ),
TpoMOOLIHTONECHHA

Hapyienua Ha HMYHHATA CHCTEMA
AnepruyHa peafj AnadmnakTHYHU
LIHA, JIEPTrHYE peakilHd, BKHOYH-
NEPMATHT, AaHTHO- TeNHO  aHa(uIaK-
eneM H alepruyeH THUEH TIOK
OTOK

HapyuieHus Ha HEPBHATA CHCTEMA

3aMasHOCT, Mo3bueH ¥ BbLTpe-

rnapobonie yepereH KpBBOH3-
JIKHB, CHHKOIT
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AR
| Hapymenna na 0uHTE
OuyeH KpBEOM3AUB
(BKA. KOHIOHKTH-
BaNl€H KPLBOH3IME)

i i

Chpaeynn napyuienus

Taxuxapaus
Cb10BH HapYIIEHAS
XHUNoToHH,
XEMATOM
PecnupaTopHH, rpbiHK 1 MEAHACTHHAIHH HApY LIEHHH
EnucTakcHc,
XEMOIITH3HC

Cromamino-uypeBHH HapyuleHus

Kbpsene ot enuu-{ Cyxorta B ycrara
TE, CTOMALIHO-
4pEeBHMA TPAKT]
{BKIL PeKTaJHO
KbpBEHE),
CTOMALIHO-YPEBHH
H  abaomMuHaIHH
O0IKH, AHCIENCHA,
ragede,  3amek”,
AHapHA, MNOBPBILA-
ne

XenaToGHIHApHH HAPY NICHHSA

[ToBHlITABaHE Ha'quHD}:lpﬂﬁHD AKvnreunua,
TPAHCAMHUHAZHTE | YBpEXKAaHE, MOBHHIZBAHE HA
NOBUIIEH KOHKOTHPaHHA
OuMpy OuH, ounupyoun (¢ Hm
MOBHIIEHA AJKATHAOE3  ChIOLTCTRALY
docdaraza MOBHINABAHE H
kpbBTa”, noeuwenalALT), xonecrasa,
GGTA XENATHT (BKNHOYHA
TEIHO  XeNaToLe-
JYJAPHO  YBpPEX-
AaHe)
HapyueHns Ha KOXATA H NOAKOKHATA ThKaH
CopOex (Bxn. He-Yprukapmus CuBapom Ha
YECTH Cllyyayd H4 Stevens-John-
reHepaJu3HpaH son/TOKCcHYHa
cupOex), oGpHe eMHIePMATHA
EKXHMO3H, KOXKHH HEKpOu3a,
NIOJAKOXKHH DRESS cunapom
KPbBOMU3IITMBH
Hapymwenus HA MYCKYJHO-CKEJI€THATA CHCTEMA H CheJHHHTENHATA THKAH
bonka e kpalinn{Xemaprpoza KpbEOU3IHB Komnaptment
uure” MYCKY.1 CUHAPOM
TAT Ha
|. x *
¢ ( PR
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14 \::\ l B _,,x.‘ i

Nor
- / X oot
PR RS

T gy el ":,_.J"“




i R TR ; B e S e T R R T b it

Hapyuienns Ha 6u0pennre H AUKOYHHTE MBTHINA

KnpeeHe oT ypore- bpOpeuna
HHTaIHHA TPaKT HEAOCTATEYHOCT/
(BKJI. XemaTypHa H octpa OBpOpeun
MEHOParHs®), HEJOCTATEYHOCT
OBbpeuHo  yBpew- pE3YITAT HA Kbp-
JaHe {BKJ1. MOBHUIIEC- BEHE, AQCTATBYH
HUE HA KpPEaTHHHH Ja npennaamcgl
M TOBHIIEHHE HZI XHnonepdyinn

ypeATa B KPbBTA)

O6mm HApYRICHHA H e)eKTH HA MSICTOTO HA PHIOKEHAE

IToBuieHa Hepasnonoxenne |JlokanmsupaH oTok'
Temneparypa’, (BKN. npunolaBa-

nepudepeH  OTOK,|HE)

NOHMIKEHA 001 3|

CHJIa H €EHEPTUYHOCT
(BKJI. YMOpa U acTe-
HHS )

Hicheapannsa

[Topumen LDH",
[OBHIIICHA ﬂﬂnﬂaﬁ,
[MOBHILEHA
amunaza’

HapansiBanus, 0TPaBSiHHA M YCIOKHEHHS, BE3JHHKHANH B Pe3yJITaT HA HHTEPBCHLHH

Kbpeene cneng ua- Cpaocea
KakBa  TIpoLenypd 1ceBA0aHeBpH3Ma ©
(BXL. NOCTONE-

paTHBHa &aHeMusd H
KbpPBEHE OT paHa),
KOHTY3HS, CEKpeLus]

OT paHu®

A: HabmopasaHH npH npodgmnakTika Ha BTE npy BB3pacTHM NanHeHTH, MNOANOKEHH Ha TUIAHOBO
CTaBHO NpoTe3HpaHe Ha TazobeIpeHaTa HIH KOMAHHATA CTaBa

B: Habnonasany npu nevenne Ha BT, BE nny npodunaktika Ha peLiHAMBH, KATO MHOTO YECTH MpH
KEHH < 35 roauHH

C: nabmogaraHy KaTo HEYecTH MpH NpodHIaKTHKA HA aTePOTPOMOOTHMHM ChOMTHA NPH NALMEHTH
cnen OKC (cnea nepxkyTanHa KOPOHAPHA MHTECPBEHLIMA )

* IlpunoxeH ¢ npeABapUTENHO ONpeaeeH CeNeKTHBEH NOAX0/ 3a CbOHpaHe Ha HeKeaaHH cbOHTHA.
TBH KaTo yecTOTAaTa HA HEKENAHHMTE PEAKUWHU HE € YBEeNWuUeHa H He € YCTAHOBEeHa HOBA HeXelaHa
peakuus, AaHHHTe oT npoyuBadeTo COMPASS He ¢a BKJTHOMEHH NMPH HIUHUC/ABAHE HA 4YECTOTATA B TA3H
Tabnuua.

OnucaHue Ha H30paHU HEXKETAHH PEaKIIHH
[lopagyn ¢apMakoNOTMUHHA MY MEXaHM3IbM Ha AeHcTBue, ynotpebara Ha PurapokcaGan-Yaiikapapma

MOXe na ObJie CBbP3aHa ¢ MIOBHMLIEH PHCK 332 OKYJITHO WM ABHO KbLPBEHE OT BCAKA ThKAH WAHM Opra,
K0eTo OH MOrno Aa AoBede A0 mocTxeMoparudHa aHeMmus. [IpuzHaillTe, CHMIITOMMIE M TEXKECTTA
(BKIMOUYHTETTHO daTaneH H3x0A) e 3aBMCAT OT NOKATH3AUMATA W CTEMESHTA WM 00eMa Ha KBPBEHETO
WHIHM aHemuATa. (Bx. Touka 4.9 ,ITogeacHue npu kbpeeHe™”). B KNMHMYHUATE NPOYyYBAHUS IUFABH
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ABJIFOCPOUHO NCUCHHE ¢ pHBapokcaban B cpasheHHe ¢ JjieueHHe ¢ ABK. Tlo Tasy npuuwmHa, B
ACITbjIHEHHE KbM  AJEKBATHOTO KIHHKW4YHO HalmwogeHwe, madopaTOpHO  wW3cieaBape Ha
XeMOrnobuna/xemarokpura 04 Morno Aa ObAe OT Monza 3a OTKPHBAHE HA OKYJITHO KbPBEHE U 33
ONpenensIHE Ha KNMHHYHATA 3HAYHMOCT Ha ABHO KbpPBEHe, 10 NpeleHKa ciopea cayyasi, Be3moxkHO €
PHUCKDBT OT KBPBeHEe Na Ohae MOBMLIEH NPH ONpPeIeNeHH TPYNH NALMEHTH, HAMPUMEP NALMEHTH C
HEKOHTPOJIMPAHA TEXKA apTEPHATHA XUNEPTOHUS H/MNM HA CBIIBTCTBALIA TepanMs, KOATO OBIHABA
xemocTaszaTa (Bx. Touka 4.4  Puck or xemoparia™). BE3MOXHO € MEHCTPYAIHOTO KbpPBEHE 23 € Mno-
CH/THO W/NITH NO-NPOABLIKHTENHO. XEMOPAarHuHHTE YCIOXKHEHUsI MOFaT J1a Ce NpOsBAT KATO ¢nadocT,
OneAHOCT, 3aMafgHOCT, TNaBoOOIKWe WIM HeOGACHWMM OTOLM, OAMCMHEA H HeoSacHHM ok, Karo
pe3ynTar OT aHEMHATA B HAKOH CITy4au ca HaOioaaBaHK CHMNITOMH Ha CbhpaeuHa MCXeMM, KaTo 60MKa
B IBEPAUTE UIH CTEHOKAPAKA.

MMa cbhofuwenns 3a M3BECTHH YCNOKHEHMs B pPE3yNTAT HAa 3HAYMTENHO TEHKKO KbPBEHE KATO
KOMOApTMEHT CUHAPOM H GbOpeuHa HeIOCTATHUHOCT B PE3YNTAT HA XHIIONEepdY 34 PH H3NONIBAHE HA
Pusapokcaban-Yaiikadapma. 1o Tasn NnpUuKHa BEpOATHOCTTA OT KbpBeHe TPSOBa Ja ce HMa NPeIBUIL
NPH NPELIEHKATA HA CbCTOAHHETO Ha BCEKH NALMEHT, KONUTO € NOANOKEH HA aHTHKOArYTAHTHO NIeYEHHE.

CroblaBaHe Ha NOAO3UPAHN HEXENAHKM PEAKLIMK
Cuo0maBaHeTO Ha NOJO3HPAHH HEXENAHU PEAKLMU CNe pa3peluaBane 3a ynorpeba Ha nekapcTBeHHs

NPOAYKT € BaXHo. ToBa Mo3BO/IMBa 13 MPOALIKH HAOMIOAEHUETO HAa CHOTHOLIEHHETO TIOA3A/PHCK 34
NIEKAPCTBCHUA TIPOAYKT. OT MEAHLMHCKHTE CIIELMATHCTH C& H3KMCKBA 1A CLoOLIaRAT BCAKA NOA03HPAHA
He)KeénaHa peakuds 4Ype3 HalMOHANHA cvceTeMa 3a ¢bo0llaeade Ha MambpiHHTENHA aresumsa no
NEKApCTBATa,

M3nbIHUTENIHA areHUHS NO AeKapCeTBaTa.
ya. ,,Jlamsan [ 'pyer™ Ne §

1303 Codua

ten.: +35 928903417

yeGcaiiT: www . bda.bg

4.9 Ilpeaosupane

Hma chobiieHus 3a peaku ciny4au Ha npeaosupade 40 600 mg, HEyCNOKHEHH OT KbpBEHE HIH APYTH
HexKenand peakudd. Ilopanw orpanudedara aGcopOums ce ouakpa eQeKT Ha TUMUTUPAHO HACHIIAHE
Ge3 MOMbLIHHTENHO MOBHILABAHE Ha CPeAHATA NIA3MEHA eKCMO3MUMS [PH CYNpaTepancBTHYHH 103H
pHBapokcabaH ot 50 mg uny No-BHCOKH.

CrinecTByBa  cneLM(PMYHO  HeyTpanMiMpalle  ¢peacTeo  (avuekcaHer  anda)  cpewy
(apMakoarHaMU4HUA ePeKT Ha pHBapokcabar (Bxk. KpaTkata XapaxkTepucTHka Ha [OpOAYKTa,
CbABPKALL aHaeKcaHeT anda).

B c¢nyuan Ha mpeao3vpaHe Ha pHeapoxcabaH MOXKE na ce WMa MpeaBHk M3MOJI3BAHETO HA akTHBEH
BbIJIEH 3a HaMaiaBaHe Ha abecopbumsra.

IloBeaeHHE 11PY KEPBEHE
AKO npH OAUMECHT Ha NeyeHue ¢ puBapokcadaH ce pa3BHE CBBP3aHO ¢ KBpPBEHE YCNOKHEHUE,

CICABALUMAT MpUeM HA puBapOkcadaH Tpadea Aa c€ OTIOKY HAH AeHeHUETO TPAGBa Aa ce NPeKpaTH,
ako ¢ Heobxoaumo. Pueapokcaban MMa noayXUBOT oT okomo 5 A0 13 waca (Bk. Touka 5.2).
[loreaeHuero TpadBa da € MHAMBMAYANU3ZMPAHO B 3ABHCHUMOCT OT TEKECTTA W JIOKAMH3ALMATA HA
KPEROM3IMBA. MoOXKe [a ¢€ H3MON3BA NOAXOAAUIO CHMITTOMATHUHO JICYEHHE, KaTe HAnp. MEeXaHW4Ha
KOMIpecHs (Hamp. NpH TexbK €NHUCTAKCHC), XUpYPruuHa X€MOCTa3a ¢ TpoueaypH 33 YCTAHOBABAHE HA
KOHTPOJI HajJ KbpBEHETO, 3aMEeCTBaHe HAa o0eMa M MepKH 33 MOAAbPIKaHE Ha XeMOOHHAMMKATA,
NpENMBaHEe HA KPhBHH NPOAYKTH (€PHTPOLMTEH KOHUEHTPAT WM TIPACHO 3aMpa3eHa M1a3Ma B
3aBHCHMOCT OT ACOLMHPAHATA AHEMHA HITH KOAryIoarHa ) WIH TPOMOOLHTH.

AKO KbpBEHETO He MOXe aa Obae OBNAJAHO C OPENOCOYEHHTE Mepku, Tpabea Ja ce olbc
IPUNAraHeTO MM HA CIEUUPHYHO HeyTpaiM3Hpallo CpeAcTBO 3a HHXHOWTOp Ha d¢ak
(ampekcaHeT anda), KOeTo AHTArOHW3MpA (GApMaKOAMHAMHYHMA epeKT Ha puBapokcaban) it
CHeUHPHYHO NPOKOATY/IAHTHO HEeyTpaTH3IUpAllo CPEACTRO, KATO KOHLEHTPAT HAa NpoTpo
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kommneke (PCC), akTmBHMpaH KOHLEHTpPAT Ha MNpoTpoMOGHHOBMA Kommieke (APCC) nnu
pekomOuHaHTen ¢akrop Vlla (r-FVIia). KeM MoMenTa 06ade KNMHHYHKAT ONUT OT FPMNaraHeTo Ha
TE3H NEKApCTBEHM NPOAYKTH NPH TAUWEHTH, NOJyvaBawly pHBapokcabaH, € MHOrQ OrpaHUuEH.
IIpenopbkara ce 0OCHOBABA M Ha OrPaHHUYCHM HEKIUHHYHM JAaHHH. Moxe 1a ce 0OMHCIH NOBTOPHOTO
npuwiaraHe Ha pekoMOMHaHTeH ¢akrop VIla v nozara TpaGea ga ce TUTpHUpa B 3aBHCHMOCT OT
HaMalsiBaHETO HA KbpBEHETO. B 3aBMCHMOCT OT BB3MOKHOCTTA2 HA MACTO, B Cly4yad HA MACHBHO
KbpBeHE, TpA0Ba A8 c& OOMHCIH KOHCYNTALMA CbC CTIEUHATMCT TIO KOATyJ/IalIHOHHY HAPYINEHUs (Bik.
Touka 5.1).

He ce ouaxea mportamun cyidat n BuTaMuE K Aa NOBMMABAT aHTHKOAryJNaHTHAaTa aKTHBHOCT HA
puBapokcadad. ONHTBT C TPAHEKCAMOBA KMCEAMHA € OTPaHYuYeH M JMIICBA TAKbB ¢ AMHHOKANpPOHORa
KMCENMUHA M aNpPOTHHUH TPH [MAUMEHTH, MOJIy4YyaBamlH puBapokcabad. Hama HMTO HayuHH
AoKa3aTencTsa 3a 01aronpUATHO NOBAHABAHE, HUTO OIIHT OT H3MOA3BAHETO HA CHCTEMHHA XEMOCTATHK
IE3IMONPECHH MpU NAUKMSHTH, NoIyyaBallln pusapokcaban. [Iopann BHCOKaTa CTeneH HAa CBBbP3BaHE ¢
NNa3MEHKTE NPOTEHHH HE C& OYaKea pueapokcadaH ga Moxe fa Ovle OTAeneH upes auanuqza.

5. @GAPMAKOJOTHYHH CBOMCTBA
5.1 DapMaKoIHHAMAMHH CBOHCTBA

DapMakoTepaneBTHYHA TPyna: AHTHTPOMOOTHYHH CpeACTBa, AMPEKTHH WHXUOMTOPH Ha daktop Xa,
ATC kox: BO1AF0]

MexaHussM Ha IedcTBHe

PuBapokcadaH ¢ BUCOKOCENIEKTUBEH AMPEKTEH HHXMONTOP Ha dakTop Xa ¢ nepopaiHa OMOHANHYHOCT,
Huxubupanero Ha pakTop Xa NPeKbLeBa BHTPEIIHMA H BbHIUEH NAT Ha KOAryNalMOHHATA Kackana,
KOETO HHXHOHpa KakTe PopMHpaHeTo Ha TpOMOUH, Taka H 00pa3yBaHeTO Ha TpoMOu, PusapokcaGan ne
HHXHOHpa TpoMOKHa (axTHBHpaH gaxrop 1) 1 He ca Habmozapaun edexTy BRPXY TpoMGoLMTHTE.

DapMakoaMHAMUYHK eeKTH

Ilpn xopa € naGnonapaHo 3aBHCHMO OT No3aTa MHXuGupase Ha daktop Xa. [Iporpom6GunosoTto Bpeme
(PT) ce noBiAMaBa 10303aBHCHMMO OT pHBapokcalaH B TACHA BPb3Ka ¢ NUIa3MEHMTE KOHUEHTPAUMH
(r=0,98), ako 3a Tecra ce uMznomzea Neoplastin, Jpyru pearenTd Ouxa ganu OpyrH pesy]ITaTH.
Otumranero Ha PT Tpsabea na crasa B cexyHau, noHexe INR e kanmmOpupaHo M BanuaupaHo 3a
KyMEPHHOBH NPOAYKTH U HE MOJKE 1a €€ MPHIIara 2a ApYrH aHTUKOAryJIaHTH.

[1py naumeHTH, NoMyyaBainy pueapoxcadaH 3a nedenme va BT u BE W npodunakTika Ha peunIHEBH,
nepcentaute 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen nprema Ha tablerkara (T.e. KbM MOMEHTA Ha
MaKCHMAnNeH edekr) 2a 15 mg pusapokcabaH ABa NbTH AHEBHO ca B rpaHuuiTe o1 17 a0 32 cexyHau, a
3a 20 mg pueapokca®aH BeAHB& AHesHO oT 15 Ao 30 cexynam. Ilo Bpeme Ha nafi-nMckara
xkoHueHTpauHs (§ - 16 uaca crien npuema Ha TaGneTkaTa) nepceHTHINTE 5/95 33 15 mg IBa OBTH AHEBHO
¢a B rpaHElMTe o1 14 no 24 cekyHaH, a 3a 20 mg BeAHbxk AHeBHO (18 - 30 4aca ciex npuema Ha
Tabnerkara) ot 13 1o 20 ceKyHAH.

Ilpn naumeHTUTE C HEKANHO NPEACHPAHO MBKAEHE, NONY4aBallK pHBAPOKCAbaH 3a NPoiMNaKkTHKA Ha
HHCY/IT M CHCTEeMEH emMO0IM3bM, nepceHTHnure 5/95 3a PT (Neoplastin) 1 - 4 waca cnen npuema Ha
TabNeTKaTa (T.e. N0 BpeMeTO Ha MakcumaiHva edekr) npu mauneHTure, nekyBadH ¢ 20 mg eauH mpT
JHEBHO, BapHpaT oT 14 1o 40 cexyHIH ¥ TpU NaLHEHTH ¢ yMepeHo ObOpeuHo yBpekiaHe, NeKyBaHM C
15 mg enyn muT AHEBHO, 0T 10 10 50 cexyHan. Io BpeMe Ha Haii-HucKaTa KOHUeHTpauusa (16 36 vaca
cieR npuema Ha Tabnerxara) nepcenrunyre 5/95 npy nanuenTHTE, NeKyBadH ¢ 20 mg eHH IbT AHEBHO,
¢a B rpanuumre o7 12 00 26 cexyHam, a npu NalMeHTHTE ¢ yMepeHo 6b0peuHo yBpexkaaue, IeKYBaHu ¢
15 ing eauH MbT AHEBHO, OT 12 10 26 ceKyHAH.

B knuHHMKO-(apMakoIOTHYHO MpOYuYBaHe Ha OOPAaTHMMTE MPOMeHH BLE (PAPMAKOIHWHAMHKK
puBapoKcabaHn npH 3ApaBr Bb3pacTHH J100poBoauU (n=22), € oucHABaH edeKThT Ha €ANHUYH
[U/kg) Ha ABa pa3iH4HU TUNa KOHIEHTPAT Ha npoTpoMOuuosua kommnekc (PCC), 3% OpeH,. . ™. %A
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npoTpombusiopua komiuieke (dakropu 1, VIL IX u X). 3-QakTopHHIT KOHUEHTpaT Ha
NPOTPOMOHHOBHA KOMINEKC € AOHMXKHI CPEAHHTe CTOMHOCTM Ha NpoTpoMOMHOBOTO BpeMe Ha
Neoplastin ¢ npuGananteano 1,0 cekyHaa B pamkure Ha 30 MUHYTH, B CPABHEHHE C NIOHUKABAHE OT
npubmpsuTenno 3,5 cexyHay HabmoAaBaHo ¢ 4-(aKTOPHMA KOHUEHTPAaT Ha NPOTpoMOHHOBMA
KOMITIEKS. 3a ¢paBHEHHE, 3-PaKTOPHUAT KOHUESHTPAT HA MMPOTPOMOWHOBHA KOMILIEKC € HMAJI [IOTOJIAM
n no-6pp3 001 epext BEPXY 0OpaTHUMHTE NPOMEHH B EHAOTEHHOTO ofipalyrade Ha TpoMOuH OT 4-
¢$aKTOPHUA KOHUEHTPAT Ha NPOTPOMOHHOBUA KOMILIEKC (B, Toyka 4.9).

AKTUBHPAHOTO MapuualHO TpomOonnacTuHOBo Bpeme {aPTT) u HepTest cbmo €a yIBMKEHH B
3aBHCUMOCT OT [03aTa, HO H3NOA3RAHETO MM 33 OUEeHKAa Ha ¢apMakoIdHaMHuHuA ¢¢exT Ha
pupapokcabad He ce mpeviopbuBa. Hama BeobxoaumocT or HabmwaeHHe Ha KOATYJIAUMOHHTE
napaMeTpy Nno BPEME Ha NEUEHHETO ¢ puBapokcadan B KNMHHMYHATA NIpaKTHKa. BEOpekn TOBa, ako €
KIHHUYHO MOKa3aHO, HMBATA HA pPHBAapoKcaban morar na Ovoar W3IMepBaHH ¢ KalWOpHpaHu
KOJIM4ECTBEHHM TECTOBE 3a aHTHaKTOp Xa (Bxk, ToukKa 5.2).

KnnHu4Ha edyMKacHOCT H 6e30macHocT

[Ipohunaxmuxa Ha uHcyam u cucmemen emOONUILM NPU NAYUEHIIU C HEIGIORHQ NPECCBPOHD MBICOEHE
Knunuynata nporpama ¢ PuBapoxcaban-YalikadapMa e nnaHupaHa ¢ uLen A3 AEMOHCTPHPA
eprKacHoCTTa Ha PuBapokcaban-Yajikadapma 3a npodnnakTHka Ha UHCYAT ¥ CHCTeMeH eMBoNHILM
NPH NAUKUEHTH ¢ HEKIAMTHO NPEAChPIHO MBXJeHE. [ IpH ocHorHOTO ABOHO chano npoyueane ROCKET
AF 14 264 naumeHTH Ca pa3snpedelfieHH Aa nofydasar unM Pusapokcaban-Yaiikadapma 20 mg BenHbx
aHerHo (15 mg BeMbX AHEBHO NPH NAUMEHTH ¢ KPEATHHUHOB KNUpBHC 30 - 49 mi/minj, unu sapdapud
¢ TurpupaHe Ha gozara po INR 2,5 (repaneprvund rpanuiy 2,0 1o 3,0). Meawanuara
NMPOALIGKHTEIHOCT HA MPOBEASHOTO JCUeHHE, € 19 mecena, a odiara NpoAbLKHTENHOCT € A0 41
Mecela.

34,9% OT NMauWeHTHTE ¢4 NEKYBaHU ¢ AUECTRACATNUKIOBR KucennHHa H 11,4% ca nekypauu ¢ kaac 111
AHTHAPHTMUYHO CPEACTBO, BKIKUYHTEIHO AMHOJAPOH.

PuBapokcaban-Yaiikabapma e ¢ He nmo-manka edexTusHoCcT OT papdapuH 334 OLPRUYHATA CLCTABHA
KpaliHa TOuKa 32 UHCYAT M cHcTeMen embonabm m3spk LUHC. B nonynainata no npoToxod Ha neyeHye
WHCYNT HAX CUCTEMEH eMbonuabM ¢e HabmoaaeaT npH 188 nauueHTy Ha pupapokcaban (1,71% na
roayya) H npy 241 na sapdapuH (2,16% ua roguna) (KP 0,79; JIH 95%, 0,66 - 0,96; P<0,001 3a He no-
Manka cPpeKTURHOCT),

OT BCHUYKHY paHAOMHIUPAHHW MALUEHTH, KOUTO ca aHanu3upadu no ITT, nupBuuHn ¢oOHTHA Ce pa3BUBAT
npy 269 Ha punapokcalas (2,12% na roguaa) u 306 na papdapud (2,42% Ha rogHHa)

(KP 0,88; 95% lIM, 0,74 - 1,03; P<0,001 3a ne no-manka edexktusHocT; P=0,117 3a npernixoacTBo).
PesyaraTire 33 BTOPHUHUTE KPaWHM TOUKHW, KakTO ca H3C/IeABaHU B Hepapxuuen nopagbk B ITT
aHalTH34, ca [1oKazadd Ha Tadnuna 4.

Cpen nanuenTuTe B rpynara Ha BapgapuH INR cTolHOCTMTE ca B FpaHHMUHTE HA TEPANCBTHUUHUA
auanazoH (2,0 1o 3,0} cpenno 55% or speMeto (meanana 58%, uurepkpapTunen aunanazox 43 go 71).
EjexTsT Ha pHBapoKkcabaH He ce paznvuaea Ha HUBO LlieHTpando TTR (Bpeme B Tapreren INR auanason
2,0 - 3,0) npu kBapTURUMTE ¢ eaHaKBB pazMep (P=0,74 3a Baaumoneiicraue). B Hali-ropHia KBapTHI 110
OTHOUIEHNE Ha UeHTEPa KoeduunenTeT na Puck (KP) 3a pusapokcabau cnpamo Bapdapus e 0,74 (95%
IH, 0,49 - 1,12).

YecToTraTa Ha OCHOBHUTE pe3yNTaTH 2a Oe3onmacHoCcT (rofNeMH W HerofeMd KIWHHYHO 2HAUMMH
KPBROM3JIMBH) Ca MOAOOHH 3a ABETe TepaneBTHUHK Ipynu (By. Tabnnua 5).

Tadauua 4: Pesyararu 3a epukacHoct oT paza 11 ROCKET AF

ITT aHanuz Ha epHKACHOCTTA NPH NALHEHTH C HEKTIAMTHO NPeAChPAHO

TIpoyuBaHa nonynauus MbKIEHE
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KP (95% JH)

Pupapokcaban- P-CTOHHOCT,
Uaiikadapma 20 mg exun TECT 33 NpEBh3-
NLT  JAHEBHO (1 5 mg BapcbapHH TUTPpUPAaH 1o X0ACTBO
BeIHDIK  IHEBEO  [IDH INR 2,5 (TepaneBTHuHH
TepanesTuuHa n03a HALMEHTH ¢ ymepeﬂo rpasuuy 2,0 1o 3,0)
6LEPCUHO  yBpeRAHC) Hecrota Ha CHOMTHETO
Yectrota Ha CBOHTHETO (100 mauuenToronuam)
(100 maLHeHTOroAMHH)
(0,88
Hucynt u cucteMed emGo-| 269 306 (0,74 - 1,03)
nu3eM H3BEH [THC (2,12) (2,42) 0,117
Hucyanr, CUCTEMEH (.94
embonH3asmM M2ebH LHHC n ?:%1) 6;}%1 (0,84 - 1,05)
CbAOBA CMBPT ’ (4,81) 0,265
HHcynr, cucremMen embo-
mv3bM W3eeH LHHC, cbaosa| 659 709 0,93
cMBpT W umHbapkTt Ha| (5,24) (5.,65) (0,83 - 1,03)
MHOKapaa 0,158
Hucynrt
y 235 281 ©76- 07)
(1,99) (2,22) 0.221 ’
0,74
CucreMen embonnzem | 20 27 (0,42 - 1,32)
uigeH HHC (0,16) (0,21) 3,308
130 0,91
HMndapkr Ha MHOKapaa (1,02) 142 (1,11) (0,72-1,16)
’ 0,464

Tabauua 3: PesyaraTu 3a GesonacHocT ot ¢gaza 111 ROCKET AF

I'IpoyuyBaHa nomnynauus

[TauMeHTH ¢ HeKNaNMHO NMPEaChPIHO MbikKicHe”

KP (95% JIW)

PueapokcabaH- P-CTOHHOCT
Yaiikatapma 20 mg eaus Bapdapus THTpUpAH 10
BT AHepHo (15 mg INR 2,5 (TepaneBTHUHM
TepanesTHyHa 1032 BCAHBA - JIHCBHO  Hph rpanin 2,0 g0 3,0)
galéuemu © J Me]JEH(; Yecrota Ha CBOMTHETO
BOpEeUHO  yBpexaaHe
UYecrora Ha cBOMTHETO (100 naunentorontn)
(100 mauneHTOrOAMHMH)
r 1 475 1 445 1,03
OfeMH M HC-TOIEMM| (14 91) (14,52) (0,96 - 1,11)

KJIMHUYHO 3HAYYMMH KDLBO-
H3JIHBH
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1,04
395 386 ;
['oneMH KpBBOH3IMBH (0,90 - 1,20)
(3,60) (3.45) 0,576
CmbpT B pesyarat Ha| 27 33 ?6530 1-0,79)
KEpBEHE* (0,24) (0,48) 0 603- ?
Kbpeene or  xputiued| 91 133 ?{’]6593 - 0,91)
opran* (0,82) (1,18) 0 [’}07 ’
HuTpakpanuaneH 35 84 ?66:7 - 0,93)
KPbBOMU3.HE* (0,49) (0,74) 0.019
1,22
Cnaz Ha xemornoOyHa* ?20 27) (225;6) (1,03 - 1,44)
’ ’ 0,019
KpbBonpenusane Ha 2 unn| 183 149 1,25
NoBeYe eAuHHUM epHTpo-| (1,65) (1,32) (1,01 - 1,55)
LLUTH WK LA KPpBB* 0,044
1,04
Heronemu kauHuuHO 3Ha4u- | 1 185 1151 (0,96 - 1,13)
MU KPBBOH2THBH (11,80) (11,37) 0345
0,85
CMepTHOCT no  Besikaksu | 208 250 (0,70 - 1,02)
MPAYHHH (1,87) (2,21) 0073

a) [lonynaums, M3MUTBaHA 110 OTHOUIEHKWE HA O¢30NACHOCT, HA JICUYEHHE
¥ HoMHHa;THO 3HEGYUMH

B gonvnHeHue kbM npoyueaHero ¢aza [l ROCKET AF, € nmnpopeaeHo MNpOCNEeKTHBHO,
[MOCTMAPKETHHIOBO, HEHHTEPREHLIHAHAIHO, OTBOPEHO KOXOPTHO NpoyUvBaHe © eaHo pamMo (XANTUS) ¢
OCHOBEH W3X0[, BKIIOUBalLl TpomOoemOOnNUuHM CcBHOMTHA U ronsMoO KpbBeHe. 6 785 nauuenrta ¢
HEKJIAMHO MpPeAChPAHC MbAAeHe ca OUNU BKIIHOYEHH 34 NpOGMIAKTHKA HA HHCYNT U eMOOTHUA W3BBH
uentpanHara HepeHa cucTeMa (LIHC) pu peandu yenoeus. Cpeanure pesynatard Ha CHADS2 n HAS-
BLED ca ounu 2,0 npu XANTUS, B cpapHeHHe ¢bC cpeaHiTe pesyiarath Ha CHADS2 1 HASBLED
or 3,5 u 2,8 cvoreerHo nmpu ROCKET AF. I'onamo kpvBene ¢ vabmionasaHo npd 2,1 cayuas 3a 100
nanueHTo-roaund. Crobuara ce 3a aralieH KPpbBOH3IME pu 0,2 cnyvas 3a 100 maupeHTOroauHH U
BBTpPeYEperieH Kpseousaus npu 0.4 cnyuad 3a 100 nauneHTo-ronnHu. MHoyar mnv emMO0nHA HM3BBH
IHC ca perucrpupanu npu 0,8 ¢iyuas 2a 100 manMeHTO-roanHu.

Te3n nabmoaeHua B peanHu yCAOBUA €A B CHLOTBETCTBHE € YCTAHOBEHMA MpodHa HA 6e30MacHOCT MpH
TOBA NMOKazaHUE.

ITauHeHTH, TOATOXKEHH HA KapAMOBEP3HO
IIpOCTIEKTMBHO, PaHOIOMH3HMPAHO, OTBOPEHO, MHOTOUEHTPOBO, €KCIUIOPATOPHO MNpPOYYBEHE CBC

38CeneHa oucHka Ha kpaliHata Touka (X-VERT) e npoeeaeHo npu 1 504 naupenti (HenekypaHu
JOCEra ¢ NepopaTHA aHTHKOATYJIAHTH H JIEKY BAHH NPEABAPHTENHO) C HEKIANHO MPEACHPIHO MBKIACHE
IUTAHMPAHO 32 KApAMOBEP3MO, 3a 114 CE€ HANPaBH CpaBHEHHE MekAy puBapoxcadaH W ajantupana A03a
ABK (panpoMuzpano 2:1), 3a NpeBeHLHMA HA ChPACHHOCEAOBH CLOUTHA. M3non3eann ca crparternu ¢
nomowrra Ha HacousaHe 4pe3 TEE (1-5 AHM npeapapMTEnHoO NEYEHWE) WIH KOHBEHLIMOHAIHO
KapIHOBEpP3HO (HA-Manko TPH CEAMHLUM TPeABAPUTENHO JieucHUe). [TbpBHUHHTE pE3YNTaTH 2a
epUKACHOCT (BCHUKH HHCYJITH, NIPEXOIHA HCXEMHUYHA aTaKa, CHeTeMeH eMOOMH3LM HECBBP3aH ¢

20 §




0.15-1,73; moauduupmpana I'TT-nony nauma). OCHOBHUAT pe3yaTar 3a §e30nacHoCT (MACHBHO KbPBEHE)
ce € nosasui npu 6 (0,6%) u 4 (0,8%) naupeuTy B rpynuTe Ha pusapokcaban (n=988) u ABK (n=499)
cboTBeTHO (RR 0,76; 95% CI 0,21-2,67; 6ezonacHa nonynauua). Toa eKCIIOPaTOPHO MPOYYBaHE €
MoKa3aio CpaBHWMa eHKacHOCT M 0e30TacHOCT MEXAY MPYTIUTE Ha NeueHue ¢ puBapokcadan u ABK
B YCNIOBHATA HA KapaUOBEP3HO.

[lauMEHTH ¢ HEKNANHO OPEACHPAHO MBKACHE, KOUTO noancxar na [IKHM ¢ noctassHe Ha CTEHT
HMaetpilieH0 e paHAOMH3UMPAHO, OTKPHTO, MHOroLEeHTpoBO npoyuraHe (PIONEER AF-PCI) ¢ 2124
NaUHECHTH ¢ HEKIANMHO MpPEeAChbpPAHO MBKICHE, KOMTO ca Oy nognoxkend Ha ITKH, ¢ nocrapaHe Ha
CTEHT 34 ITbPBHYHO aTEPOCKJICPOTUYHO 3a00N9BaHe, 332 CpaBHABaHE HA DE30MACHOCTTA HA ABE CXEMH HA
prsapokcaban v eana VK A-cxema. ITannenture ca Gunu pasnpeaenesu Ha cayyaeH npuHugn 1:1:1 3a
obma 12-mMeceuna Tepanua. MNauueHTy ¢ anamuesa 2a uucyar nwid IMHAIT ca n3kmouenu.

I'pynma 1 monyuaea puBapokcabad sennsxk AHeRHO 15 mg (10 mg BeIHEXK AHEBHO NPU MAUHEHTH C
KpeaTHHHHOBR KAHpBHC 30 - 49 ml/min) nmmoc P2Y 12 unxuGurop. I'pyna 2 nomyuaea 2,5 mg
puBapokcaban nea meTh aHesHo 3aegso ¢ JATAC (aBoliHa Tepanmus ¢ aHTHTPOMOOLMTHH CPEACTBA,
HarpuMep Kitonuporpen 75 mg [uWid 3aMecteamug P2Y12 uuxuOGuTOp] IUIFOC HHMCKA 033
aueruncanuuunora kucesnHa [ACK]) za 1, 6 wnu 12 meceua, nocneapana or pusapokcadan 15 mg (nnu
10 mg 3a DALKMEHTH ¢ KpeaTHHHHOB KNHpBHC 30 - 49 ml/min) seansxk AHeBHO, IOC HUcKa a03a ACK.
I'pyna 3 nonyuara kopurupana no3a VKA nmwoc JITAC za 1, 6 unu 12 meceua, nocrnensaHa ot
KOpHIrupana no3a VKA, o Hucka go3a ACK.

IlupeuyHaTa KpaiiHa Touka 3a 0€30MacHOCT, KIMHMYHO 3HAUHMHATE CNyYaH Ha KbPBEHe, ceé MOABABAT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yuacTHUUM B rpyna |, rpyna 2 K rpyna 3, pecrneKkTHBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 nm HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnexTHBHO).
BropuuHarta kpaitHa TOYKa (CBCTABEHA OT CBPACYHO-CHACBU chbuTHa CC cmbpt, MW nan uucynr), e
Habnomaeana npu 41 (5,9%), 36 (5,1%) 4 36 (5,2%) naumenTtn B rpyna 1, rpyna 2 W rpyna 3,
CBOTBETHO. Beaka OT cXeMHTe Ha puBapokcabaH MOKa3Ba IHAUMTENHO HAMAIABaHE Ha KIMHWUYHO
3HAUUMHTE CITyYaH Ha KbPBEHE, B CpaBHeHMe ¢ VKA-CXEMATA MpU NAUMEHTH ¢ HEKIIANHO NpeAChpPIHO
MBL2KIEHE, KOUTO ¢a OMNH noanoxeHy Ha I1IKH ¢ nocTaBsHe Ha CTeHT.

Ocnoenata uen Ha PIONEER AF-PCI e ouenka Ha 6esonachoctra. JaHHUTE OTHOCHO e(PHKACHOCTTA
(BKJIFOUHTENHO TpoMOoeMBONMYHH ABJIEHHA) TIPH TA3M NOMYJIALMA ¢4 OrpaHHYEHH.

Hevenue na [IBT, BE u npohuraxmuxa na peyuousupayu J{BT u BE

Knuununata nporpama ¢ Pupapokcaban-Yakikadapma € niaHHpaHa ¢ LeN Ja  OEMOHCTpHpa
etpukacHoCTTa Ha PuBapokcatan-YakikadapMa npu HAYATHOTO M MPOALBKUTENHOTO NIGUEHHE HA OCTPY
JIABT u BE u mpodunaktukara Ha peumauBud. Han 12 800 naumentH ca NpoydYeHH B 4YETHPH
PAHAOMH3UPAHH, KOHTRONUPAHH KITHHUYMHM npoy4sanua ¢asa III (Einstein DVT, Einsten PE, Einstein
Extension u Einstein Choice) 1 A0NBAHKUTENHO € MPOBEAEH NPEIBAPHTENHO AehUHHPAH cOOpeH aHANH3
Ha npoy4BaHuarta Einstein DVT u Einsten PE. O6wara koMOHHHpaHa NPoabIRKHTEIHOCT HA JICYEHHETO
38 BCHYKH NPOyUBaHHa € 10 21 Mecela.

B npoyusanero Einstein DVT 3 449 naumenTn ¢ octpa JIBT ca npoyuenu 3a neueHuero na BT n 3a
npodunakTHka Ha peuuardsupawd ABT u BE (naudenTtuTe ¢be cumnToMariued BE ca w3kitoyenn ot
TOBA Npoy4yBaHe). IIpOAB/LKUTENHOCTTA Ha JigUyeHHETo € 3, 6 win 12 Meceua B 33aBHCHMOCT OT
KITHHHYHATA MpCHOCHKa Ha U3CNCA0BATCNA.

3a ieueHUeTo fpe3 MbpBUTE 3 ceaMuH Ha octpa JIBT ca npunaranu 15 mg pusapokcabaH ABa ITbTH
aHeBHo. Cnex Tora neyweHueTo npoabmkaea ¢ 20 mg pupapokcabad €IHH NbT AHEBHO,

B npoyusaHero Einsten PE 4 832 nausenty ¢ octep BE ca npoyueHu 3a neueHuero va BE H 3a
npopuaakTHka Ba peuyanespaiid BT y BE. ITponb kM TeNHOCTTa Ha JedeHHeTo e 3, 6 win 12 meceua
B 3aBMCUMOCT OT KJIMHHYHATA NPELICHKA Ha U3CIeA0BaTeN.

3a neuyendero Ha octbp BE mnpes nepsuTe 3 ceaMMUH ca npunaradd |5 mg pusapokcaban asa IIBTH
AHeBHO. Cnea ToBa jieyeHHeTo Npoabmkasa ¢ 20 mg pupapokcabaH €aHH ITbT JHEBHO,
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3a PT/INR 8 TepanestuunuTe rpaumuy (= 2,0). JleueHHETo OpoabiXKaRa ¢ aHTArOHKMCT HA BUTAMMH K,
KATO 103aTa My € Takaea, ue croinoctutre 3a PT/INR na ¢a B repaneBriunmre rpannuu ot 2,0 no 3,0.
B npoyu4saunero Einstein Extension 1 197 naupentn ¢ IBT nnu BE ca npoyuenu 3a npodunakTukaTa
Ha peuranpupaitd BT v BE. TNpoabakurenHocTTa HA MeYeHUeTo o0xBalia OomsIHHTENHH 6 no 12
MeceLa Npv MauHeHTH, KOHMTO Ca MPEMUHaNH KYPC Ha neuyeHHMe oT 6 no 12 Mecena Ha BEHO3eH
TpoMOOEMOOIH3BEM B 3aBHCHMOCT OT KIMHMYHATA NpeueHka Ha uicnenoeartens. CpaBHABA ce
PuBapokcabag-Yarikagapma

20 mg BeaAHDK OHEBHO ¢ NNaueho,

Ilpoyusannara Emstein DVT, PE v Extension U3Mon3BaT eqHH H CHLIN NPEABAPHTEAHO deGHHUPAHH
MbPBHYHA U BTOPHYHH pPe3ynTaTv 3a edHxacHOCT. TIbpBHUHMAT pe3ynTaT 3a e(UKAcHOCT ¢
CHMITTOMATHYEH pelraHBHpaul BeHO3eH TpomboemOonn3bm (BTE), neduHupal kaTo chcTaBeH oT
perauBepamta BT wiu neraned uni Heneranen BE. BropuunuaT pesynrar 3a edMkacHOCT ce
Ae{UHHPA KaTo CbCTaBeH or peurauBupauia JIBT, neneranen BE W CMBPTHOCT HE3aBHCHUMO OT
NIPUYUBATA,

B npoyusane Einstein Choice 3 396 nauureHTH ¢ noTespaeHa cumnromarnuna JIBT w/unu BE, kouro
€a 3a8bPIIHAK 6 10 12-MeceyHO AHTHKOArynaHTHO JNeueHMe, ca NMPOoydeHH 3a NpodMNakTHKA Ha
daraned bE n nedaranuu cumnromariunu JIBT u BE. TTaunenture ¢ nokasaHue 3a NpOABLHKHTENHO
aHTHKOATYJIJAHTHO JIEHEHHE C TEPANEBTHYHA J03a A M3K/TIOUYEHH OT MPOYUBAHETO.
IIpoaBmKHTENHOCTTa HA NCUEHHETO € A0 |2 Meceua B 3aBUCHMOCT OT AATaTa HAa MHAMBHAYATHOTO
panaoMusvpane (MenumaHa: 351 gnu). Pupapokcaban-Yakikadapma 20 mg BeAHBX JHEBHO M
Pusapoxcaban-Yaiikadapma 10 mg Beanwsx AHEBHO ca cpaBHEHHW Ch¢ 100 mg aueTHACAnKUMNOBa
KHCCJ/IMHA BEAHTELXK AHEBHO.

[T5pBHYHHAT pe3ynTar 3a eQUKacHOCT € CHMINTOMATHYeH PelMANBHPALI BEHO3EH TPoMGoeMOoNHILM
{(BTE), zedruupan kato cMecuiiata ot peupansupama JBT unn daranes wau Hedaranen BE.

B npoyusanero Einstein DVT (Bx. Tabnuna 6) ce nokaspa, ue puBapoxcabaH e ¢ He no-manka
edekTUBHOCT oT eHokcanapui/ABK 3a oupeHYHHA pe3ynrat 3a edukacHocT (p < 0,0001 (tecT 3a He
no-mainka edexktusHoct)); KP: 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a npeBb3XOACTBO)).
[Npeneaputenyo AedpHHUPAHATA HETHA KJIHHHYHA NONza (ABPBHUEH Pe3YNTAT 3a ePUKACHOCT NOC
TONEMH KPbBOMINHBH) Ce ¢wobwmasa ¢ KP 0,67 ((95% M= 0,47 - 0,95), noMuHanna p cTORHOCT p =
0,027) B nonza Ha pusapokcabad. INR cToitHocTHTe ca B TepaneBTHYHHA OHAIA30H ¢peaHo 60,3% ot
BPEMETO TNPH CpelHa NPOABMKHUTEIHOCT Ha neueHuero ot 189 aHu, u 55,4%, 60,1% u 62,8% ot
BPEMETO IIPH IPYNHTE C INIAHWPAHO NEYCHUE C TIPOIBIKHTEIHOCT CROTBETHO 3, 6 n 12 mecena, B
rpynaTa Ha eHokcanapui/ ABK HaMa sAcHa BpBb2Ka MEXAY HUBOTO HA CpeaHOTO HeHTpanHo TTR (Bpeme
8 Taprered INR ananasox 2,0 - 3,0) npu TepuMIKTE ¢ €OIHAKBE pasMep H YECTOTATa HA PELMAHBHPALLHTE
BTE (p = 0,932 za Bzaumopgeiictsue). B Hail-ropuHa Tepuun no oraoweHHe Ha neHtspa KP mpw
pueapoxcadan cnipaMo Bapgapu e 0,69 (95% AU, 0,35 - 1,35).

YecTorara Ha bpPBMYHHTE pe3yJiTaTH, CBBp3aHH ¢ De3onacHocTTa (roNneMHu WK KIMHHYHO 3HAYMMH
HETONEMH KDPBBOOM3JHBH), KaKTO M BTOPHYHMTE PE3YATATH CRLp2aHu ¢ OezomacHocTTa (TONEMM

KpbBOHM3/IMBH) € CXOAHA TTPU ABETE TEPANEBTHYHH TPYTIH.

TaGnuna 6: Pe3yaraty 3a epukacnoct u GezonacHoct ot ¢aia 1l Einstein DVT

3 449 mauueHTH ¢hC CUMITTOMATHYHA OCTPa AbA060Ka BEHO3HA
[IpoyuBaHa nomynauus TpomM6o3a

Pueapoxcaban-Uaiixadapma® 3, | Enokcanapun/ABKY 3, 6
floza  n  NpONBIKUTEIHOCT  Ha 6 wn 12 meceua N=1 731 v 12 Meceta N=1 718
JIEUEHHUETO
CUMITOMAaTHYEH peuyaueHpail | 36 51
BTE® (2,1%) (3,0%)
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CumnroMaTnuen peunamsupaill BE | 20 18
(1,2%) (1,0%)
CuMnroMaryiiia  peumauBHpawa | 14 28
BT (0,8%) (1,6%)
l
Cumntomaruudu BE w JIBT (0,1%) 0
Daranen BE/cmbpr, k¥baeto BE ne | 4 b
MOIKE 1a OLAe H3KN0YEH (0,2%) (0,3%)
lNonsamo HAW xnuuuyHEOe 2Hauumo | 139 138
HEroaaMO KBPBEHE (8,1%) (8,1%)
r 14 20
ONEMH KPBhBOH3INTNBH (0,8%) (1,2%)

a) Pueapokcaban 15 mg apa nbTH AHEBHO 33 3 ceaAMMUM, NOCNenRaHO oT 20 mg eauH ITET AHEBHO

0)  Exoxcanapuh 3a Haii-Manxo 5 qHy, 3acTeOeH H nocieasan or ABK

* p < 0,0001 (He no-manka epUKacHOCT NC OTHOLWIEHHE HA NPeABAPUTEAHO onpeaenes KP 2,0):

KP: 0,680 (0,443 - 1,042), p=0,076 (npepb3X0aCTRO)

B npoyusavero Emstein PE (Bx. Tabmvua 7) ce nmokasea, ye pusapoxcaBaH € ¢ He no-majixa
edrkacHoCT or eHokCanapu/ABK 3a nbpsuyHMA pesynrat 3a edukachoct (p=0,0026 (tecT 3a He
noManka edukackoct); KP: 1,123 (0,749 - 1,684) ). INpeapapurento achuHHpaHaTa HETHA KIUHMYHA
nonza (IbPBHYSH pe3yaTar 3a edurkacHOCT MMOC rofaeMH KpbBOH3IMEH) ce cbobiiara ¢ KP ot (0,849
((95% JAN: 0,633 - 1,139), HomuHanua p ctoitnoct p = 0,275). INR ¢roliHOCTUTE ¢a B TEPANeBTHUHHA
AKanaion cpeaHo 63% ot BpeMeTo npH cpeliHa NPoIb/KUTETHOCT HA fieyeHneTo OT 215 nnu u 57%,
62% 1 65% oT BPEMETO NPH FPYIUTE € MUIAHHPAHO JeYEHHE C NIPOIBIKHTEIHOCT ChOTBETHO 3, 6 1 12
mecelia. B rpynara Ha eHokcanapun/ABK HAma acHa Bpb3ka MeXLy HUBOTO HA CPENHOTO LEHTPAIHO
TTR (Bpeme B Tapreted INR nuanazon 2,0 - 3,0) npu TepUnIkTe C eAHAKLE DAa3MEP U Y€CTOTATA HA
peuraueHpamiuTe BTE (p = 0,082 33 B3aumonehcTsie). B naii-ropHus tepuwi Mo oTHOLIEHHE Ha
ucHTEpa KP npu pusapoxcalan cnpsamo eapdapus e 0,642 (95% JH: 0,277 - 1,484).

YecToTHTE 3a MBPBUYHKA Pe3yNTAaT 3a 0€30MacHOCT (FONeMHM WAM KIHHHYHO 3HAYHMH HETONEMH
KPBBOW3NHBHA) €4 MANKO NO-HHCKM B Ipynarta Ha JedeHue ¢ puBapokcaban (10,3% (249/2412)) =
CPAaBHEHHE C Ipynara Ha neueHne ¢ eHokcanapud/ABK (11,4% (274/2403)). YecroTara 3a BTOPHYHHA
pesyarar 3a OesonacHocT (FOJEMM KPbBOM3IJIHBK) € [MO-HHCKA B rpynaTra Ha puBapokcabau (1,1%
(26/2412)) 8 cparHeHHe ¢ rpynara Ha eHokcanapud/ ABK (2,2% (52/2405)) ¢ KP 0,493 (95% JIH: 0,308
- 0,789).

Tabnuoa 7: PesynTarTu 3a epukacuoct 1 6ezonacuoct ot ¢asza Il Einstein PE

ITpoyuBana nonynauus 4 832 nauleHTH ¢ octpa cuiMnTomatHuHa BE

Pupapoxcatan-Uaitkadgapma® 3, | Enokcanapur/ABK® 3, 6
flosa K NPOOBIKMTENHOCT  HA | g oy 12 Mecela N=2 419 mnu 12 meceua N=2 413
AEUEHHETO
CUMATOMaTHYEH peuuauBHpaiy | 50 44
BTE* (2,1%) (1,8%)
CumnromaruueH peurausupail BE | 23 20

(1,0%) (0.8%)
CumnToMaTiyHa  peumausupama | 18 17
ABT (0,7%) (0,7%)

2 (<0,1%

Cumnromaruudn BE » JIBT 0 (<0,1%)
Qaranen BE/cMmBpT, ¥paeTo BE ne | 11 7 (0,3%)
MO¥e 1a Obac HIKMOUEH (0,5%)
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'onamMo unu KNHMHUYHO 3HAYUMO | 249 274

HETroJAMO KbPBEHE (10,3%) {(11,4%)
26 52

[onemu KPEBOW3IMEBH (11’1%) (2 2%)

a) Pupapokcabax 15 mg n1Ba MbTH JHEBHO 33 3 CeaMHLH, TOCTSARAHO OT 20 mg eAuH MbT AHSRHO

6)  Enoxcanmaput 3a Hail-Malko 5 aHH, 3aCTBENEH # nMocheasad ot ABK

* p < 0,0026 (He no-Manka eQUKacHOCT NO OTHOWIEHHE Ha NpeasapuTenno onpeaencH KP 2,0);

KP: 1,123 (0,749 - 1,684)

[Ipopenen e npeapapurento aeduHupad o0OOIEH aHANH3 Ha pe3yaTaTa oT npoyusBanuaTa Einstein
DVT n PE (Bx. Tabnuua 8).

Tabanua 8: Pesyararn 3a epHKacHocT B 6esonacHocT o1 ¢GopeH ananus va dasa Il Einstein DVT
HPE

INpoyusana nonynauna 8 281 nauueHTH ¢ ocTpu cimnromatHuHy JIBT unu BE
Prpapokcaban-Yaiikagapma® | Enoxcanapuw/ABK® 3, 6
Hoza ®  MPOABIKUTENHOCT Ha 3,6 unn 12 mecenia N =4 150 | wnu 12 mecenia N =4 131
JIgHEHHETO
CumnroMaTHueH  peuunuBupan | §6 95
BTE* (2,1%) (2,3%)
Cumnromartuder peunavsupam bE | 43 38
(1.0%) (0.9%)
CumMnroMaTiyHa  peunanpupaua | 32 45
IABT (0,8%) (1,1%)
Cumntomatnuuu BE u JIBT 1 2
(<0,1%) (<0,1%)
Daranen BE/cMbpT, npyu xoaro He ) 15 13
MOsKe Ja ce U3Kkmouk BE (0,4%) {0,3%)
'omeMy wnm xNHAMYHO 3HauuMM | 388 412
HEroJIeMHi KpbBOHTHBH {9,4%) (10,0%)
I"'oneMH KpbBOM3NHBH 40 72
(1,0%) (1,7%)

a) Pueapoxcaban 15 mg aga Nb-TH AHEBHO 33 3 CEAMUIIH, nocneasaHo oT 20 mg eanH nbT INEBHO
0)  Edokcamnapyu 3a Hal~-Manko 5 gHW, 2acThieH W nocsenead oT ABK

* p <0,000] (ne no-Manka eUKacHOCT O OTHOWEHNE HA NpeaBapuTenHo onpeaeneH KP or 1,75);
KP: 0,886 (0,661 - 1,186)

Hpensapyrenno nedHBupanaTa BETHA KJWHMYHA NTon2a (MEPBUYEH pe3yaTay 32 epUKAcHOCT JIIoC
roneMH KPHBOM3NMHEM) Ha cOOpHHMA ananu3 ce ¢cbodmapa ¢ KP ot 0,771 ((95% JOU: 0,614 - 0,967),
HOMMHANHa p cToiHocT p = 0,0244),

B npoyuBanero Einstein Extension (Bxk. Tabnuiia 9) pusapokcaban npepbixoxia nnaueGo mno
OTHOLWEHHE HA MHPBHYHHTE H BTOPHYHHMTE PE3yTaTH 3a €PUKACHOCT. 33 ITbPBHUYHMA pPE3yATAT 3a
OezonacnocT (roAeMit KPBbBOM3NHBH) CE YCTAHOBABA HE3HAYUMO UYNCIEHO MO-BUCOKA YECTOTA IIPH
[ALHEHTHTE HA NeYcHHE ¢ puBapokcadban 20 mg eIHH ITLT HA JcH B CpaBpHeHHe ¢ nnancbo. Bropuunuar
pesynrar 3a 0e30nacHocT (MOJNIEMH MM KIIMHHUYHO 3HAYKHMM HErojeMH KPbBOWIIMBH) MOK43Ba Mo-
BMCOKH YECTOTH NPH NaLMEHTHUTE, JICKYBAHU ¢ puBapokcabad 20 mg eaMu NbT HERHO, B CPABHEHHE ¢
ruiagedo.
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TaGnuua 9: Pesynratu 3a epuxacnocT u 6ezonacuoct ot ¢aza Il Einstein Extension

IlpoyuBansa nonynanus

1 197 naumeHTM ca  NPOJBIIKWIM  JIBYEHHETO U

NpovNnaKTHKATA 3a peLHANBHpALILl BEHO3EH
TpoMO0eMGOTHIBM

Josa u npopwkuTenHocT Ha | PusapokcaGau-Uakikadapma® 6 | ITnaueSo 6 unu 12 mecetia N

NEUEHUETO MM 12 meceua N = 602 =594

CumnroMaTH4eH  peludaMBHpai | § 42

BTE* {1,3%) (7,1%)

CuMnTomatuieH penpausupan BE | 2 13
(0,3%) (2,2%)

CuMNTOMaTHYHA  peuMAWBHpaila | 5 31

BT (0,8%) (5,.2%)

MDaranen BE/cMbpr, npu xoato He | 1 ]

MOXKeE Aa ce Hiknoun BE {0,2%) (0,2%)

['0neMH KpbBOM3NUBH 4 0 -
(0,7%) (0,0%)

KnuHHYHO  3HAYUMH  Heronemu | 32 7

KPbHBOMUAIMBH (5,4%) (1,2%)

a)  Pueapoxcaban 20 mg eAuH NBT AHEBHO
* p < 0,000t (npesb3xoncreo}, KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (px. Tabmuua 10) Pueapokcabas-Uatikapapma 20 mg 1 10 mg
npepn3xoxga 100 mg aueTHACATMUMNOBA KHCENMHA [0 OTHOINEHME HA IWHPBMUHHMA PE3IVATAT 3a
epuxacHocT. OCHOBHWAT pe3yaTaT 3a 0e30MmacHOCT (ChbOMTHA HA TONAM KPBBOM3IHB) € CXOJEH NpH
NauHEHTHTE, NeKyBaHu ¢ PuBapokcaban-YHalikadapma 20 mg v 10 mg BeIHEX AHEBHO B CPABHEHHME CbC
100 mg aneTHAcAIMUMIOBA KHCEKHA.

Tabanua 10: Pesyarati 3a epuxacHocT M Gesonacuoct ot dasa I1I Einstein Choice

[Ipoyusana nonyanus

3 396 ca npoabMxKUnl MpodgMnaKTUKATA 3a pEUMANBHPALL BEHO3SH

TpoMGoeMBOAHIbM

TepanesTHuda 1024

Pusapokcaban-
Yakikagiapma 20 mg
BeAHBXK AHEBHO N=I
107

PuBapokcafan-
Yaiixagapmal 0 mg
BCOHEX IHeHO N=|
127

ACK 100 mg
BEIHDBIK  JAMEBHO
N=1 131

Meawana Ha  TPOOBIIKH-
TEIHOCTTA H&  JICHEHHETO
[MHTEpKBapTWICH ManazoH]

349 [189-362] auu

353 [190-362] auu

350 [186-362] nHu
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CHMOTOMATHYCH 17 13 50
peunausupaml BTE (1,5%)* (1,2%)y** (4,4%)
CuMnroMaTHyeH 6 6 19
peunausupatr BE (0,5%) (0,5%) (1,7%)
CuMnrToMaTHyHa 9 8 30
peuuareupawa JBT (0,8%) (0,7%) (2,7%)
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Qaranen BE/ cmbpr, npm

KOATO HE MOKE A3 Ce H3KJTIouu | 2 0 0
BE (0,2%) 2(0.2%)
CuMnoTOMaTHYEH

petvauskpait BTE, uxdapkr

Ha MMOKapaa, uHcyar Hou| 19 18 56
cucremen emGonuzeM u3BbH| (1,7%) (1,6%) (5,0%)
HHC

6 3 3

['oneMH KpBROHIIHRH (0,5%) (0,4%) (0,3%)
KnuaugHo 3Ha4UMHU Heronemu | 30 22 20
KPBLBOW3NTHBU (2,7%) (2,0%) (1,8%)
CHMOTOMATHYEH

peuuusHpaid BTE uny roaam X 17 53
KPBBOMINHE (HETHA KIMHHYHA (2,1%)" (1,5%)"" (4,7%)
nosiza) ’ ’ ’
* p<0,001{npepp3xoncrecr) Pusapokcabau-Ualikagapma 20 mg senuex A”epHo crnpamo ACK

100 mg sennpx anesHo; HR=0,34 ((0,20-0,59)

* p<0,001 (npepraxoncTBo) Puapoxcaban-Yatikadapma 10 mg reaunxk aHerHo cnpamo ACK 100 mg
BEAHBK AHEBHO;, HR=0,26 (0,14-0,47)
" Pueapokcaban-Uaiikagapma 20 mg peanbx aneeHo cnpamo ACK 100 mg peanbx qHeHo; HR=0,44
(0,27-0,71), p=0,0009 {HOMUHaNHA)
" Pupapokcaban-Yatikadgapma 10 mg seanx anesno cnpamo ACK 100 mg peantx ngesHo; HR=0,32
(0,18-0,55), p<0,0001 (HOMuHanHa)

B nmonpanenne xem nporpamata EINSTEIN daza Ill, e npoBeaeno npocnexkTHBHO,
HEHHTEPBCHIHOHATHO, OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ uweHTpanmsnpaHa oleHKa,
BKIIOUBaW peunauHpail BTE, ronaMo kepeeHe W embpt. 5 142 nauuenta ¢ octpa JIBT ca BKiroueHH
33 Npoy4saHe 0e30MacHOCTTA HA pHBapokcalaH B IBICOCPOYEH NMIAH B CPABHEHHE ChC CTAHAAPTHATA
AHTHKOATY N2HTHA TEparnua B KTHMHWYHATA NpakTHKA. CTOHHOCTUTE Ha FoIIMO KbpBeHe, PeUHANBHPALL
BTE u BCcHMukM cayudad Ha cMbpT 32 puBapokcaban ca Owmm cnoreerHo 0,7%, 1.4% u 0,5%.
ColliecTBYBAT pa3iNMKH B OCHOBHM XapaKTepUCTHKH Ha MALMEHTHTE, BKIIOYHTEIIHO Bb3PacT, pak H
Ovbpeuno yepeknave. UM3anoniean ¢ crpatduuiMpad aHanM3 no NPEABAPUTENHO OMpeaeieHu
CTOHHOCTH 3a IPYNHPaHe HA UIMEPBAHUTE OCHOBHM XApaKTEPUCTHKH, HO BLAPEKH TOBA OCTaBalUTE
OTKJIOHEHUA MOXe 1a NOBNMAAT Ha pesyararure, Kopurupanure KP 3a ronsamo xbpeeHe, pelliAHBUPAIL
BTE u Bchyku cnyuan Ha cMupT ca Ounu crorsetno 0,77 (95% CI1 0,40 - 1,50), 0,91 (95% CJ 0,54 -
1,54) u 0,51 (95% C1 0,24 - 1,07).

Te3n pesynTaTd npy NAUMEHTH, KOMTO ca OUnv HabmoAaBaHU NPH peaHH YCIOBHA, Ca B ChOTBETCTBHE
C YCTaHOBEeHHA Npodin Ha He3onacHoCT NPH FOBa MOKA3aHue.

nﬂQHEHTH C BHCOKOPHCKORB TPOHHONO3UTHBEH aHTHﬁ]OCEhOIIHHHQEH CHHAPOM

B cnoHcopHpaHo oT W3caeAoBaTeA, PaHAOMMIUPAHO, OTBOPEHO MHOFOLEHTPOBO MNPOYYBAHE b
3aC/IeNeHa OUSHKA Ha KpaliHHTe TOUKH, pHBapokcabaH e cpaBHeH ¢ BapdapHH IPH NALHEHTH ¢ aHaMHe3a
3a TpombO3a, AMATHOCTHLHPAHH © aHTHHOCHOIMNMICH CHHAPOM H C BUCOK PHCK 0T TpoMboeMOoanyHy
CbOMTHA (MOJIOKHTENHU TIpU BCHYKHTE 3 aHTUOCHONUNHAHM TecTa: JIYIYCeH aHTHKOAryJaHT,
AHTHKapAMONUMHHOBU AHTHTENa W aHTHTena cpeuly 6Oera-2-radxonporens [). HanuteaHero €
NMPEKpaTeHo NPEKASBPEMEHHO ciea BKMOUBaHEeTO HA 120 manueHTH nopaldd TBBPAE MHOTO CHOMTHA




ca cboOWaBaHH CLOMTUA MpH NALUMEHTH, PAHIOMU3MpaHU Ha BapdapuH. MacHBHO KbPBEHE ce
HaGrrodaea nopu 4-Ma nauueHTH (7%) OT rpynata Ha pusapokcaban M npu 2-ma nauuenTth (3%) ot
rpynara Ha BapdapuH.

[MeppaTpyyHa DOy ALK
Eeponetickata areHuusa no JeKapcTeara OTIara 3aabIKeHHETO 34 npeJocTaBAHe Ha PEe3VATATHTE OT

Mpoy4YBAHHATA C PHBAPOKcabaH B enHa WIM NOBEue NOATPYNH HA MEIMATPUUYHATA MONYNaluyd Mpu
JeYeHHeTo Ha TpomOoeMOOoaHYHH cbONTHA. EBponefickarta areHUMS MO NEKApCTBaTa 0CBod0XaaBa ot
3a0bIKCHHETO 3@ NPENOCTABIHE HA PE3IYNTATUTE OT MiPOYUBAHHATA ¢ pHBapoxkcalbaH BLB BCHYKH
NOATPYTH HA MEJHATPUYHATA FONYNALHg MpH npodHNakTHKA HA TpOoMOoeMOoaMYHYu ChOHTHA (BIK.
TOuKa 4,2 33 MHPOPMALIHA OTHOCHO YIIOTpeba B NeaWaTpHaTa).

5.2 PapMaKOKHHETHYHY CBOHCTBA

Abcopbums

Prigapokcaban ce abcopbupa 6Lp30, KATO MAKCUMANHHTE KOHUeHTpauMh (Cmax) ce focThraT 2 - 4 Yaca
cneq npueMa Ha TabneTkaTa.

[lepopannara abcopOuns Ha puBapokcalaH € NMOYTH rb/IHA U NepopansaTa SMoHanHyHOCT € BUCoKa (80
- 100%) 3a n03a ot 2,5 mg » ot 10 mg, npyera xkaTo Tabnerka, HE3aBUCHMO AA/IU NPUEMEBT € Ha TNAAHO
W/In cnen xpadeHe. [IpuembT Ha puBapokcabaH ¢ xpada e noenuaBa AUC mnu Cmax IpK nozata ot 2,5
mg & ot 10 mg.

Iopann wamaneHata creneH Ha abcopbuud e onpedeneHa nepopanHa OMOHANWYHOCT OT 66% 3a
tabnetka 20 mg npuera Ha rnaado. Hpu npueM Ha Tabaerkn Pusapoxcaban-Yalikadapma 20 mg ¢
xpaHa ¢e rabnoAaBaT noBuileHWa Ha cpeaHata AUC ¢ 39% B cpasHEHHE C NIPHEM HA TaGneTkure Ha
TJIaAHO, KOSTO MOBOPH 38 HOYTH [Th/iHA abcopOums H Biicoka ricpopaida OuoHann4HocT. Pugapoxcaban-
Yaiikadapma 15 mg u 20 mg tpabra aa ce npveMa c xpasa (Bx. Touka 4.2).

QapMaKOKHHETHKATA Ha pHBapoKkcadaH e mouTy THHeiHa A0 OKOJI0 15 Mg eqdHd MBT Ha ACH NPH MpUeM
Ha rnaguo. Caen npHem Ha xpana Pueapokcaban-YaiikagapMa tadnerxu 10 mg, 15 mg v 20 mg nokaipa
NPONOPLIMOHATTHOCT Ha fJo3ata. [IpU no-BHCOKH 1034 puBapokcadaH NOKa3zBa orpaHUYeHa oOT
pasTBopumMocTTa abcopbuma ¢ HaManeHa OHOHATHUYHOCT H HAMAIABAHE Ha CTeneHTa Ha abcopbumaTa
ODpH MOBMiLABAHE HA nHo3aTa. PApMAKOKHHETHUHATA BapuadDUNHOCT Ha pHBApOKCalaH e yMepena ¢
BapHpaHe Mexay oTaenHWTe nauueHTH (CV%) B unTepBana or 30% no 40%.

ABcopOunaTta Ha puBapoKcalaH 3aBHCH OT MACTOTO Ha HETOBOTO OCBODOKAABAHE B CTOMAILHOUPEBHHS
TpakT. Crobwaea ce 3a 29% u 56% Hamanenue Ha AUC u Cmax B CpaBHEHHME C TabneTKa, KOraTo
rpanyiaT pHeapokcabal ce ocsoboiIara B OPOKCHMANHUTE OTAESAU HAa ThHKUTE uepsa. EkcnozuuuaTa
C€ HamassiBa JAOMBIIHHUTEIIHO, KOraTo pusapokcadaH ce 0CBOOOKIABA B AUCTATTHUTE OTAE/IM HA THHKHTE
JEPBa WY BbB BE3XOAMIOTO febeno ueppo. 1o Tazu npuynua Tpadea na ce uzbArea MpuioKeHHETo
Ha pHBApOKCadaH AUCTANHO OT CTOMAaxa, Thil KATO TOBA MOXCE [Ia AOREAS AC HaManeda abcopbuun u
ChOTBETHQ CBBP32HA EKCITO3HUMS Ha pyuBapokcaban.

broHannuHocTTa (AUC 1 Cmnax) € Ouna cpaBiima npu 20 mg pusapokcaban NpHIIOKeH NEPOPANHO KATO
HarpowucHa tadneTka, pasMecena 8 A0LIKOBO NIOPe, MM CYCNIEHAUPAHA BB BOAZ U NPHIOKEHa Npes
CTOMAIIHA COHAa, NOCAEABAHO OT TeYHa XpaHa, B CpaBHEHHe ¢ nanara tadnerka. Karo ce uma npeaeua
[MPEABHAHMHA, TPONOPUMOHATEH Ha aAc3ara  dapMmakokiderdyed npodunr Ha pusapoxcaban,
pPe3ynTatuTe 3a OMOHANHYHOCTTa OT TOBA NPOYYBAHE BEPOATHO €a IPUNOKUMH 3a MTOHUKABAHE HA
A03UTE Ha pUBapokcadan.

PaznpeaencHue
Cebp3RaHETO ¢ MIa3MEHHTE NPOTEUHH TIPH XOpa € BHCOKO, OKONO 92% 100 95%, KaTO CepyMHMAT

anbyMHH € OCHOBHATa CRBp3Batla Ppaximsa. OGeMBT Ha pa3npeaeneHie € yMepeH ¢ Vs NpuOnH3HTenHo
50 maTpa.

buoTpanchopmanid U ¢IuMHEHUPAHE

OroJ10 2/3 ot npunoxenata 1o3a puapokcaban ce noanara Ha MeTaGoNMMTHO pasrpakaa
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NPHIOKEHATa 4034 C& HIThbuBa upes ndpexTHa Oblpeuna eKCKpelus Kare HENPOMEHEHO AKTHBHO
BEillCCTBO B YPUHATA, [M1IaBHO Ype3 aKTHBHA 0LOpeyHa CeKpelia.

Pusapoxcaban ce wMerabommsupa upez CYP3A4, CYP2)2 u CYP-HezaBucuMH MexaHW3MU,
PazrpaxaadeTo 4pes OKHCIISHHE Ha MOD(POIHHOHOBHSA PAAHKAT U XUIPOIN3IATA HA AMUIHHATE BPb3KH
¢a OCHOBHHTE NMpPOLECH Ha OnoTpanchopmanni. Ot ix vifro u3cneIRanus € HIBECTHE, Y€ pHBapokcabaH
e cyberpar Ha TpaHcnopTHUTE NpoTeHHH P-gp (P-ropkonporeny) n Berp (npoTeHH Ha pe3ncreHTHOCT
Ha PaK Ha rLpaarTa).

Henpomeneniar pusapoxcabaH € Hal-BKHNAT KOMIIOHEHT B YOBEHIKATA nna3ma, 0€3 1a MMa ApyrH
OCHOBHH HTM aKTHBHU LIUPKY NHpalii MeTaboNnTH. Cbe cHeTeMeH KupeHC okono 10 I'h pueapoxcaban
MOXE Ja Ce KJIACHPHUHPA KATO BEIWECTRO ¢ HHCEK KNMPBHC, Cnel MHTPaBEeHOZHO NpHIMKEeHHe Ha 1033
or 1 mg eMUMMHHALHOHHHAT NOIYXKUBOT € oOkono 4,5 4aca. Crea nepopalHe NpHIOKeHHe
CITUMUHHDAHETO CTaBa NMMHTHPAHO OT cTen¢HTa Ha abcopOima. EmuMuHupadeTo Ha puBapokcabaHn ot
MJIa3MaTa HaCTbIIBa ¢ TEPMHHAJIEH ITONYXKUBOT OT 5 10 @ uaca npu MaaaH vHaueuaM H ot 11 1o 13 yaca
[IpH MAUMEHTH B CTApPUYECKa BB3pPacT.

Cneupanyu nonynanuy

Iion

He ca ycTtaHOBeHM KNWHHYHO 3HAYWMU pa3sfukd BEB (dapMakokhHHeTHKara M (apMaxoIHHaMHKaTa
MEX Ty NALKEHTH 0T MBKKHM H AKESHCKH N0,

Hayuenmu e cmapuecxka evspacm

[TaumeHTHTE B CTapueCKd BH3PacT NOKA3BaT NMO-BUCOKH NMAa3MeHd KOHLUEHTPALMH B CpaBHEHHE ¢ TIO-
MJIQJHTE NAUMEHTH CBC cpeadH croiinocTd Ha AUC oxono 1,5 mbTi no-BHCOKH, OCHOBHO MOpagH
HaManeHHa (MpuBKHAeH) 06 H SrOpeyeH KIHpbHE. He ce Hanara KopekuHa Ha A034Ta.

Paznuunu Kamezopui 6 3a6UCHUMOCH 0N IESAOMO
TIpekoMepHU OTKIOHEHHA B TENECHOTO Terno (< 50 kg nnw > 120 kg) umar caMo Manko BAHAHNE BBPXY
NAAZMEHHTE KOHUEHTpaUHK Ha pHeapokcaban (no-manko o1 25%). He ce Hanara kopekuya Ha n03aTa.

Meocoyemnunecku paznuyng

He ca ycraHOBEHW KNHHHMYHO 3HAYHMM MEKIYETHHYECKH pazfiMuus npH MalHEHTH OT eBPONEHIHATA,
appo-aMepRKANCKaTa, JATMHOAMEPHKAHCKATA, ANOHCKATA M KUTANCKATa TPYNM 10 OTHOLICHHE Ha
¢hapMaxOKyHETHKATA U $apMaKOLHHAMHKATA HA PUBAPOKCcabaH.

HYepnoopobuo yepescoane

HameHTy ¢ uMposa u neko vepHoapodbHo yspexpane (knac A no Child Pugh) nposesaeat camo
MHHUMAIIHH TNpOoMEeHHd BLB (apmakOKkdHetukata (¢cpeawo 1,2 mbTH nosdiueHHe Ha AUC Ha
pHBapokcalbaH), KOSTO € MOUTH CPaBHUMO CHC CHOTBETHATA HM KOHTPOJIHA IPYyNa 3ApasH UHAHBHAM.
[lpy naumeHTH ¢ uMpo3a H YMEpEHO uepHoapobHo yepexaane (knac B no Child Pugh), cpeanara AUC
Ha puBapokcabaH € 3HaUMTeTHO moBHILeHA (2,3 mhTH) B ¢cpaBHEHUE CBC 3Aparu Aoopoeonud. AUC Ha
HECEbp3aHaTa dpakuys ce nosHwaea 2.6 mbTH. Ilpy Te3n namHewTH uma U HamancHo OwnOpeuno
CTUMMHYPAHE Ha puBapokcalaH, MoaobHO Ha TOBA MpPH NAUMEHTH ¢ yMepeHo ObGpeuHo YeRpexIane.
Hama JaHHH OT NALMEHTH © TEKKO YEPHOAPOOHO YBpEXKAaHe.

MuxubupaneTo Ha aKTHBHOCTTA Ha ¢akTop Xa NMpH NMALHEHTH ¢ YMEpPEHO 4epHOAPOOHO YBPEKIAHE &
MOBNIECHO 2,0 MBTH B CpaBHEHUE CBC 37paeu HoOposonuy; PT ¢puo e yawmkeHo — 2,1 MuTH.
[launeHTHUTE C Yy MEPEHO HEPHOAPOOHO Y BPEXKIaHe Ca Mo-4y BCTRUTENHU KbM pHBapoxkcalaH, KoeTo BoaH
A0 no-cTpbpMHO PK/PD cboTHOIIEHUE MeXAY KoHUeHTpauuaTa u PT.

Pupapokcaban-HaikagapMa e NpoTUBONOKA3aH IPY NALUMEHTH ¢ YepHoapoOHO 2afonspaHe, CBLP2aHO
C KOaryJionaTHa ¥ KIMHHYHO 3HAYUM PHCK OT KbPBEHE, BITFOUUTENHO faudeHTH ¢ tHpo3a ¢ Child Pugh
B u C (ex. Touka 4.3).

bvbpeunro yepexcoare

Habmopaga ce yBenu4eHHe Ha EKCNO3MUMATA Ha PpuBapokcabaw ycnopeaHo ¢ Ham
OplpedHara GyHKIUMA, U3MEPEHA UpPE3 KPEaTHHHHOBYMA KnupbHe. IIpy HHIMBKUAM C NEKO
(kpearHHuHOB KupBHE 50 - 80 ml/min), yMepeHo {(KpeaTHHUHOB Knnpbhe 30 ~ 49 ml/nf
(KpeaTHHHHOB KIMPBHC 15 - 29 ml/min) 6b0peuno yBpexaaHe 1a3MeHHTE KUHIIF'\
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puBapokcabadH (AUC) ca cworserno 1,4, 1,5 1 1,6 mbTH no-BHCOKH. CHOTBETHOTO 33aCHJIBAHE HA
(papMakoaMBAMUYHHTE eeKTH € NO-uzpaseHo. [Ipy MHAUBKHIAK C NEKO, YMEPEHO W TEKKO ObGpeuHo
YBPEKIAHES LAJOCTHOTO HHXHOMpaHe HAa aKTHBHOCTTa Ha dakTop Xa € croTeeTHo 1,5, 1,9 v 2,0 nbTH
10-CMJTHO B CPABHEHHE CBC 3ApaBH A0DpoRoMuM; PT cbino € yapakeno — ¢s0TBeTHO 1,3, 2,2 1 2,4 0BTH.
Hama paHHH OT MAUMEHTH C KPEaTHHHHOB KITHPBHC <15 ml/min.

[lopanM BHCOKATA CTENEH HA CBbP3BAHE ¢ MJIa3MEHHUTE NPOTEHHH He Ce OMaKBa PHBAPOKCAOaH 1a MOXKe
Aa Obae OTAENeH Upe3 AHaIu3a.

He ce nmpenopbupa ynorpeda npy naumMeHTH ¢ KPEaTHHUHOB KnupbHC <15 ml/min. Pusapokcaban-
Yalikadapma TpsOBa na ce U3INON3BA BHUMATENHO NPU MALKEHTH ¢ KPEATUHHMHOB KJHPBLHC 15 - 29
ml/min (B:K. Touka 4.4),

MapMaKOKUHETHYHK JaHHU TIPH NAlIHEHTH
[Tpy nanuenTH, noy4asamKy pHBapokcabaH 3a NeUeHHe Ha ocTpa ababoka BeHO3Ha Tpombosa (JIBT)

20 mg enWH MbT AHEBHO, CPE/IHATA TEOMETPHYHA KOHUEHTpauua (90% npordozen udatepean) 2 - 4 uaca
H OKOMO 24 vyaca cnen npueM Ha 1032 (NpuUOIM3KHTENHO NpPeaCTABIABALIA MaKCHMAaJHATA W

MMHMMAaJIHATA KOHLEHTpALIMK [Ipe3 BpeMe Ha J030BHA WHTepeal) € ¢bOoTReTHO 215 (22 - 535) u 32 (6
239) meg/l.

Bpbaka dapMakokiHeTHKa-PapMaKONHHAMKUKA

Bpb3kaTa gapmakoknHeTHKa/gapMmakognHamuka (PK/PD) mexny nnazmenata KOHUEHTpaudsa Ha
pHBapoxcabaH W HAKOJIKO KpaHHU GapMakOIHHAMHYHK KpaiiHi ToukH (WHxuOKpaue Ha daktop Xa, PT,
aPTT, Heptest) e npoyueHo clied MpUTaraHe Ha WHPOK Uana3oH ot 4034 (5 - 30 mg ABa MbTH Ha fex).
Bpb3kara Mexay KOHUCHTPAUMATA Ha puBapokcalaH M akTHBHOCTTa Ha draktop Xa Hail-nobpe ce
OMHCRA ¢ Emax MoOpen. o otvowenue Ha PT momensbsT Ha MUHEHHO nNpecHYaHe onucBa AAHHUTE
ODHKHOBEHO MO-mo0Ope. HaKNOHBT Ha KpHBATA BapUPa 3HAUMTENIHO B 3ABUCUMOCT OT Pa3HUHHTE
mnonieanu PT pearedtu. Tlpn u3nonssane va Neoplastin PT, PT na uzxoano HHBO € okonio 13 s, a
HAKITOHBT OK0A0 3 10 4 s/(100 micg/l}. Pezyararnre or ananusa Ha PK/PD ot ¢rasa Il 1 111 ca cxoauu ¢
JAHHHUTE, Yy CTAHOREHHY NPH 34PERM HHIWBMHIIH,

IleanaTpuyHa DOTyNALMS
He ca npoyusann Be30macHOCTTa M €UKaCHOCTTA NPY AcLia K KOHOIIH Ha Bb3pacT 10 18 roannm,

3.3 [IpeaAkIHHUYHH JAHHH 32 Ge30MACHOCT

HexknuHyueuTe JaHHH He nokaspaT ocobeH pHCK 3a xopa Ha 0azata Ha KOHBEHLHOHANHHUTE
GapMaKoNOTHUHH H3INUTBAHMA 33 O€30MacHOCT, TOKCHYHOCT MPH  €AHOKPATHO NPHAOKEHHE,
(POTOTOKCHYMHOCT, TEHOTOKCHYHOCT, KAHUEPOreHEH NMOTEHUMAN N oBEHKHIHA ToxkchuHoceT, EdexTure,
HaONOaBaHH NP HM3NHMTBAMMATA 33 TOKCUYHOCT NPH MHOTOKPAaTHO NPHNOKEHHE, ¢a CEbP3aHN
OCHOBHO CBC 3acHneHara (apMaKOoIMHaMHUHA AKTHBHOCT HAa pHeapokcaban. Ilpu nnbxoBe ca
HabNIOAaRAHH NOBUINEHH MIAZIMEHH HIUBA Ha IgG v IgA npu HUBa HA €KCNO3HLIMA, CHOTBETCTBALNN HA
KIIMHHYHMTE.

Ipu nmyxoBe He ca Habmonarany edekTH BepXy (BepTHANTETA NPU MBKKHTE HITH SKEHCKHTE KWBOTHH,
H3nuTBanuATa NpH XKUMBOTHH MOKAa3BaT PEeNPOAYKTHBHA TOKCHYHOCT, CRLp3aHa ¢ (apMaKonoruuHus
MEeXaHU3IBM HA ACHCTBUE Ha puBapokcadaH (Hanp. XeMOoparkiyHH YCIoKHeHN ).

[Tp1 nnasMeHn HUBA, CbOTBETCTBALNH Ha KIMHHYHHTE, cd HaGnaaBaHu eMOpuo-(peTanHa TOKCHUHOCT
(mocuMnnaHTauKMOHHA 3ary0a, 3a6aBeHO/CTUMY TUPado OCUdHLIMPaHe, MHOXKECTREHH DIeaH XemaTaiHu
NeTHA) H NOBUIIEHA YECTOTA Ha Haji-yecTo cpelllannTe Mandopmalii, KAKTO H NIALUEHTAPHH MPOMEHH.
[1pu npe- 1 NOCTHATANHO UINMHTBAHE HA TUTEXOBE € HAONKIABAHA HAMAIICHA BUTANHOCT Ha MOKOJIEHHUETO
[IpH A03H, TOKCUYHH 33 MAaHKHTE,

6. PAPMAULEBTHYHH JAHHH

6.1 CnHCBK HA NOMOLIHUTE BeILeCcTBA
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[ToMOLIHHK BellECTRA:
Xunpomenosa

MukpoxpucTania ueiynosa
Harpues naypuncyagar
JlakT03a MOHOXHApAT
KpockapMenosa HaTpuii
Marnesves creapar

DUIMOBO NOKPUTHE
Xunpomesoza 2910 (E 464)

Turanos muoxcuan (E 171)

Makporon 3350 (E 1521)

XKeneczen okenna, uepeeH (172)

6.2 HecnBmecTUMOCTH

Henpunoxumo

6.3 Cpok HA FOIHOCT

3 roauHH

6.4 {MelIHATHH YCJ10BHA HA ChXPAHeHHE

To3n nekapcTBEH NPOAYKT HE H3UCKEA CCUUMATHMA YCIOBHA Ha ChbXPaHeHHE.

6.5 BRa v cbALPXKAHHE HA OMAKOBKATA

PVC/amymununesn Oaucrepy. bnucrepute ca omakoBaHH B KapTOHEHW KyTwv no 14, 28 wnu 98
(pMIMEpaHH Ta0NeTKH.

He BCHUKK BMAOBE OMAKOBKH MOraT Aa Obar MmyCHaTH Ha Tazapa.
6.6 CrennajJHy NpeanaA3Hl MEpPKH NPH H3XBLPJIAHE

Heuznonssauuar JICKAPCTEBCH MIPOAYKT HIIH OTNIAABYHHTE MATePpHANH OT HEro Tpﬂﬁﬂa Aa C& HIXBLPIAT
B CBOTBLTCTBHC C MECTHHTE U3MCKBAHHA,

7. ITPUTEXKATEJI HA PAZPEIIEHHUETO 3A ¥YIIOTPEBA

.~Jalkadapma Bucokokauecteennre Jlekapersa” A/l
Ooyn.” I'.M.dumutpos™ Nel,

rp. Codus 1172, bBenrapus

tes.: 02/ 962 54 54

dakc: 02/ 960 37 03

email: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Pervctpaunonen Ne:
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9. AATA HA ITBPBO PASPENIABAHE/TIOXHOBSIBAHE HA PASPENIEHHUETO 3A
¥YIIOTPEBA

Hara Ha mepBo paspeuiaraHe:

10, MATA HA AKTYAJIMBUPAHE HA TEKCTA
06/2021
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