2

1. HUME HA JIEKAPCTBEHHA ITPOAYKT

Kcanupra 10 mg dunmupatu TabneTku
Xanirva 10 mg film-coated tablets

2. KAYECTBEH A KOJIHYECTBEH CbCTAB

Bcsaka dpunmupana tabnerka csaspxa 10 mg pusapokcabas (rivaroxaban).

[ToMOLIHO BeuiecTBO ¢ U3BECTHO ACHCTBHC
Bcaka punmupana tabnetka ceabvpxka 108,3 mg nakTo3a (kaTo MOHOXHMIPAT).

3a NBJIHUA CITHCHK Ha MOMOLLHHTE BEILECTBA BHXKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana tabnerka.

Po3oBy, kpbrau, ABOHHOK3MbKHAMH, PHUIMHpPAaHH TabneTky (C npubnu3uTeneH qnamMeTsp 8,4 mm) ¢
BAIBOHATO peacdHo o3HaueHHe " 10" ot eqHaTa cTpaHa v riaaky OT Apyrara.

4. KIHHUYHU JAHHH
4.1 TepaneBTHYHH NOKAIAHUA

[IpopunakTika Ha BEHO3CH TpoMOoeMbonu3sM (BTE) npy BB3pacTHH NAaLMEHTH, MOIIOKEHH HA
[/IAHOBO CTABHO MPOTE3NpaHe Ha TazobeApeHaTa MM Ha KO/IAHHATA CTaBa.

Jleuennc Ha awnboka BeHO3Ha TpoMmbo3a ([IBT) u 6enoapoben embonuisMm (BE) n npodunaxktuka Ha
peunansupauln JIBT n BE npu Bw3pacTan. (Bk. Touka 4.4 33 XeMOAHHAMHYHO HECTADHUIHH NMALKCHTH
¢ bE.)

4.2 [lo3HpoBKa H HAYHH HA [IPHN0XKEHHE

L O3HpOBKa

IIpoguraxmura na BTE npu evipacmuu nayuernmu, noor0XCeHy HA NIAHOB0 CMABHO Npome3upane Ha
mazobedpenama wiu Ha KOAKHHAMU CMABA

[IpenopbumTennara ao3a € 10 mg pusapokcaban, NpHETH NEPOPAIHO €AHH ITHT JHEBHO.
[TbpBoHavasHaTa fo3a TpabBa na 6buae nprera 6 10 10 yaca cien onepauuATa, NIpH yCIOBHE HE
X€MOCTa3aTa € YCTaHOBCHaA.

[IpoaAb/DKUTEITHOCTTA Ha JICYCHUETO 3aBHCH OT HHAMBUYAJHUA pUCK 332 BeHO3¢H TpoMboembonnieM

Ha BCCKH MaLMEHT, KOWTO CC onpeicns OT BHUAA Ha OPTONeMYHaTa ONepaLHa.

. 3a nauneHTH, MOIIOKEHH Ha roJIAMa Onepauus Ha TazobeapeHaTa CTapa, Ce NPSE
MPOABIKHTEAHOCT Ha JICUCHHUETO 5 CEAMMLA.

. 3a maLMWeHTH, NOUIOKEHH Ha TOJIAMa ONEPAaLMA Ha KONAHOTO, CE€ Npenopsb
NMPOABIIKATEIHOCT Ha JICYEHHUETO 2 CCAMMLIH.

Ako OBae nporrycHaTa HAKOA 1034, NaluHeHTHT TpaOBa na npueme KcaHupsa Hex
CleABallMA ACH A2 NPOABDKH C IPHEMA BEAHDBK JHEBHO KaKTO MPE/H.




Seuenue na [[BT, 1euenue na BE u npopuirakmuxa na peyuousupawyu BT u bE
[IpenopbunTennara J03a 3a HavalHO neyeHue Ha octpH [IBT nnu BE e 15 mg asa muTH aHeBHO mpes
MBPBUTE TPH CEAMHUUH, NMOCAEABAHA OT 032 OT 20 mg BeAHBHK AHEBHO 3a NPOABLIKABALLOTO JICUECHHE
U npodunakTuka Ha peudansrpaws BT » bE.

Tpabpa na ce UMa npeaBUA KPaTKOCPOYHa Tepanus (Hai-Manko 3 meceua) npy nauueHTy ¢ JABT wan
BE, npoBOKHpaHyu OT roficMH NPEeXoaHK pUCKOBH GAaKTOPH (T.€. CKOPOLLHA rojisiMa onepatus 1y
TpaeMa). [lo-npoabmkuTenHa Tepanusa TpadBa aa ce ¥Ma nNpe/iBU/ NPH NALHEHTH ¢ NPOBOKHPaHH
JABT nnn BE, HecBBp3aHu ¢ roneMy NPexXoaHy puCcKoBH paktopy, HenpoBokupanu JABT unu bE unn
aHaMHe?3a 3a peunauBupaiuu BT uny bE.

KoraTto ¢ noka3aHa no-npoab/KATENHA npodpunakTka Ha peunansupay JIBT u bE (cnen
3aBpbpLIBaHE Ha NoHe 6-MeceuHa tepanus 3a JIBT unu BE), npenopvuutennara nosa € 10 mg sBeaHbX
aHeBHo. [TpH nauKMeHTH, NpH KOUTO CC CMATA, Y¢ pUCKBT OT peunarsrpauin BT wau BE e sHcok,
KaTO TE3H C YCNOXHEHH ChITBTCTBAIUM 3a00NABaHUA, HIIH KOUTO ca pa3sund peunausupawu BT nnu
BE npu no-npoawmxuTentda npodunakruka ¢ Kcanupsa 10 mg Beansx nHesHo, TpabBa na ce MMa
npeasua npueM Ha Kcanupsa 20 mg BeaHBX AHCBHO.

[IpoasMKMTENHOCTTA Ha TepanusATa TpadBa na ce onpeaeny W 103aTa Ja ce u3bepe HHIHBHAYATHO
CIIE BHUMATENHA OLIEHKA Ha CHOTHOLUCHMAETO MEXKJLY 11013aTa OT JIEYCHUETO U PHCKA OT KbpPBEHE (BXK.
TouKa 4.4).

[Tepnon ot BpeMe Cxema Ha npunarade | OOwa oHeBHa 103a
JleyeHue u Hen 1-21 15 mg nBa nuTH 30 mg
npo¢unakTHKa Ha JHEBHO
peunavsupant JIBT v | Or en 22 nartatnk 20 mg Beaubx AHEBHO | 20 mg
bE
[TpodpunaxTHka Ha Crnen 3aBbpllBaHe Ha 10 mg Beaunx aHeBHO | 10 mg wnn 20 mg
peunausupau JIBT u | naii-manko 6-meceyna | Ui 20 mg BEOHDBXK
bE Tepanus 3a [ABT uau AHEBHO

bE

Ako BbB (hazata Ha nedyeHuc ¢ 15 mg aBa MbTH AHEBHO (O¢H | - 21) ce nponycHe eaxH MpHeM,
MauMeHTHT TpAOBa He3abaBHO aa npueme Kcanmpsa, 3a 1a ce OCHIypH 0010 MPHETO KOIKUYECTBO OT
30 mg KcaHupsa 3a enus acH. B nogoben cny4ait Moxke Aa 0vaaT npuetH aBe Tabnetkn ot 15 mg
HapeaubXK. [launeHTsT TPAOBA Na NPOABIHKY PEAOBHYSA NPHEM Ha 15 mg ABa NLTH AHCBHO Ha
c/ieABallXsA AEH, KAKTO € NPCIOPBYAHO.

AKo BB (ha3aTa Ha Ie4YeHHe ¢ €JMH NPHUEM Ha JCH C€ ITPONYCHE ¢AHK NpHEM, NALHEHTLT TpabBa
He3abaBHO jga npueme KcannpBsa v Tpa6Ba 1a NpOABIDKH PEAOBHHS {IpHEM BEIHBXK AHEBHO HA
CJIeABaliMA JACH, KaKTo € npenopb4yano. He Tpabsa na ce n3nomsBa gBoiHa 103a B pAMKHTE €IHH H
CbILIH ACH, 33 1a C€ KOMIEHCHpA NMPONycHaTaTa 103a.

IIpemunasane om nevenue ¢ anmazorucmu Ha aumavun K (ABK) kvv Kcanupsa
3a nauMeHTHTE, KOUTO ca Ha nedennc 3a JIBT, bE u npodunakruka va peunansu, ABK tpabsa na ce
ChpaT ¥ Aa ce 3ano4He nedeHueto ¢ Kcanupsa, korato INR e < 2.5.

[Ipu npemunaBane ot nedeHue ¢ ABK kbM neyenue ¢ Kcauupsa ctoHHOCTHTE HA MeXayHapoOaHOTO
Hopmanu3snpano cwotHoueHue (International Normalised Ratio, INR) e 6baat pamuuso noBHueHH

ITpemunasane om aevernue ¢ Kcanupea Koy anmaconucmu na eumaviun K (AB
MmMa BepoATHOCT aHTHKOArynauuaTa aa Obae HeaJickBaTHa B X0Ja Ha PEMHHA
Kcauunpea kM ABK. Tpsabsa na ce ocurypu npoas/mKHTEIHA aI€KBAaTHA aHTH



NPecMHUHABAHC KbM ANITCPHATHBEH aHTHKoarynaHT. Tpsabea na ce otbenexu, ye Kcanupsa Moxe na
00ycnoBy NOBHLICHH CTOMHOCTH Ha INR.

[Tpu naumenTy, npeMuHaBauy ot neuenre ¢ Keanupsa koM ABK, ABK 1pabBa na ce npuemar
napaneaHo a0 aocrurade Ha INR > 2.0. [Ipes mepeuTe 1Ba AHM OT NpexoaHus neproa Tpadsa aa ce
npuiara cTaHaapTHara HayanHa no3a ABK, cnen koero aozara na ABK tpabsa aa € cnopen
pesynratute 3a INR. Jlokato naumeHTHTe npueMat eqHospeMeHHo Kcannpsa ¥ ABK, INR He Tpabsa
Jla c€ M3CJIeABa NO-paHo OT 24 yaca cliel Npeaxo4HarTa 403a, a8 CAMO HENOCPEACTBCHO MPEH
cneasaunarta no3a Keauupsa. Cnen kato ce npeycraHosH nprema Ha Kcanupaa, INR moxe na ce
M3CNEABa M Pe3YJITATATE [1a Ca HAICHKIHM NoHe 24 yaca el IpUeMa Ha NOCIeAHATa 103a (B)K. TOUKH

4.5 n 5.2).

ITpemunaeane om nevenue ¢ napenmepainu anmuroazy.rawmu ko Kcanupea

[Ipy nauMeHTHTE, KOUTO B MOMEHTA NOJTy4aBaT NapECHTCPAJIHW AHTHKOATY/IaHTH, NPEYCTAHOBABAHETO
Ha NapeHTCPANHUA aHTHKOATyJIaHT M 3anouBaHeTo HAa Kcanupsa Tpabsa na ce ocuuectsat (0 qo 2 yaca
npeay MOMEHTA 3a CJICABALIOTO IUIAHOBO MPHAOKECHHUE Ha NapEeHTEPATHUA IEKaPCTBEH NPOAYKT
(Hanp. KUCKOMOJIEKYJICH X€MapHH) WIH B MOMEHTA Ha CMIHPAHE HA NPOOBIDKKTENHOTO [NPHIOKEHHKE Ha
NapeHTECpANHKS ICKAPCTBEH NPOAYKT (Hanp. HHTPABEHO3EH HEPPaKUHOHUPAH XCHapHH).

[Ipevunaaarne om 1evenue ¢ Kcanupea ko.M napenmepainy anmukoasyianmu
[Tpunoxere nbpBaTa 1032 OT NAPEHTEPAJIHMUS AHTUKOATYIAaHT B MOMEHTA, Korato TpabBa na cc
npueme cneapamara no3a Kcauupsaa.

Crieumanam nonynauuu

bvbpeuno ygpesicoane

OrpaHH4eHHTE KITHHUYHHA JaHHU OT NALUEHTH € TEXKO 610peyHO yBpekIaHe (KpEaTHHHHOB KIIHPBHC
15 — 29 ml/min) noxa3Bar, Ye NIa3MCHATE KOHLIEHTPALMK Ha pUBapoKcabaH ca 3HaYUTETHO
nopuwieHy. Ilo Ta3u npuunHa Kcanupsa Tpabea j1a ce npuaara BHUMaTENHO NIPH Te3u naudeHTH. He
ce npenopbuBa ynorpebara MpH NaLMEHTH C KPEaTHHHHOB KIHPBHC < 15 ml/min (Bk. ToukHn 4.4 1
5.2).

- 3a npodiutaktuka Ha BTE npu Bb3pacTHH nauveHTH, MOAN0KECHH Ha M1aHOBO CTaBHO
npoTe3rpade Ha TazobeapeHaTa WM Ha KOJIAHHATA CTaBa, HE CE Hajara MpoMsHa Ha J103ata fnpH
MaLHeHTH ¢ JieKo ObOpeUHO yBpexkaaHe (KpeaTHHHHOB KIUPBHC 50 — 80 ml/min) unu ymepeno
O0B6pcuHo yBpexkaaHe (KpcaTHHUHOB KIMPBHC 30 — 49 mi/min) (Bx. To4ka 5.2).

- 3a neucHue Ha JIBT, neucHue Ha bE u npogunakTuka Ha peunauBupaud BT v BE, He ce
HaJlara MpoMsAHa Ha J103aTa MpH NaUHEeHTH ¢ NIcKa cTellcH Ha 6s0pevno yBpeKaaHe
(kpeaTHHHHOB KIHPBHC 50 — 80 ml/min) (Bx. Touka 5.2). [Ipn nauueHTH ¢ YMEPEHO TEKKO
6b0peuHo yBpexaane (KpeaTHHUHOB KIMPBHC 30 — 49 ml/min) unu ¢ Texxxo 6B06peuno
YBpEXKIAHC (KPCATUHUHOB KAMPBHC 15 — 29 ml/min) ca BanuaHU CICOAHUTE NPEIIOPBKH 34
A03WpaHe: NauneHTHTE TpAOBa Oa ObaaT neKyBaHHU ¢ 15 mg aABa METH JHEBHO NMPE3 TLPBHTE 3
ceamuuy. Cnea ToBa, KOraTo NpenopwurTeNHaTa A03a ¢ 20 mg ¢auH msT AHEBHO, TpAbBa ja ce
oOMMCIM HaMaJIaBaHe Ha Jo3aTa oT 20 mg BCAHBXK AHCBHO Ha |5 mg ¢AuH MbT AHEBHO, AKO
OLICHEHHMAT PHUCK OT KbPBCHE 3a MALlMCHTA HAAXBhpAA pucka ot peuuausupainu JIBT u BE.
[Ipenopwkara 3a ynorpebara Ha 15 mg ce ocHOBaBa Ha $apMaKOKHHCTHYHO MOACIHUPAHE M HE €
NMpoy4BaHa MpPH Te3U KIMHUYHY ycnoBud (Bx. Touku 4.4, 5.1 n 5.2).

Korato npenopbunrennara ao3a ¢ 10 mg eauH mpT AHEBHO, HE c¢ Hanara T4 Aa Obpae
KOpUTHpaHa.

Yeprnoopobro yepescoane
Kcanupsa e npoTHBONoKasaH Np1 NauMeHTH ¢ yepHoapobHO 3abonsaBaHe, CBbp3a oA QAP IR H

F i

KJIMHUYHO 3HaYMM PHCK OT KbPBCHE, BKIIOUHTENHO nauHneHTH ¢ uupo3a ¢ Child PAgY
ToykH 4.3 1 5.2).

Ilonyrayusn 6 cmapyecka sv3pacm
be3 xopekuusa Ha Ao3ara (BX. TOUKa 5.2).



Tenecno meeno
bes xopekiina Ha no3arta (BX. To4ka 5.2).

floa
bes kopekuus Ha go3aTta (BX. Touka 5.2).

ITeouampuuna nonyaayus

bezonacHocTTa M edrkacHocTTa Ha puBapokcaban 10 mg tabnetku npu aeua Ha Bu3pact 0 ao 18
ro/IMHyu He ca ycranoBeHuw. Jlnncear nannu. [lo Ta3m npuumnHa He ce npenopbysa ynorpedara Ha
Kcanupsa 10 mg tabneTku npH aeua noa 1 8-roauiiHa Bb3pact.

HauuH Ha IPHNOXKEHHE
KcanupBa € 3a nepopanHo NpuiokKeHHe.
TabneTkTe MOXE 0a C€ MPHEMAT ChC WK 63 xpaHa (BX. Toukn 4.5 1 5.2).

Pasmpowasare na mabiemxume

[Ipu nauueHTH, KOUTO HE MOraT Aa norabluat TabneTkuTe Uueny, tTabnerkata Kcanmpsa Moxe f1a ce
HATPOLLH M CMECH € BOJA U A0BAKOBO NIOPE HCNOCPEACTBCHO MPEAH ynoTpeba U Ja ¢ NpHII0KH
epopanHo.

Hartpowenara tabnaeTka MOXeE J1a C€ NpUJiara cbLUio ¥ 4pes cToMaulHa COHAa (Bx. TOYKH 5.2 u 6.6).

4.3 IIpoTHBOMOKA3AHHSA

CBpbX4YBCTBUTENIHOCT KBbM aKTHBHOTO BELECTBO MIIH KBM HAKOE OT MOMOLIHHUTE BELCCTBA,
n30poeHH B Touxa 6.1.

AKXTHBHO, KJIMHHYHO 3HAYHMO KBPBCHE.

Jleaus niau cbCTOSHUC, aKo §bae CHETEHO, Y€ NPEACTaB/AABA 3HaUYKUM PHCK 3a IONIRMO KbpBeHe. ToBa
MOJKE J1a BKJIIOYBA HACTOALLA UMM CKOPOLLHA raCTPOMHTECTHHAIHA A3Ba, HAJIHYHE HA 3JI0KAYECTBCHH
HEOIJIa3MM ¢ BUCOK PHCK 33 KBPBCHC, CKOPOILIIHO HAPAHABAHE HA TTIABHHUA MM MPbOHAYHHA MO3BK,
CKOPOLUHA OepaLys Ha raBHUA MO3BK, FPBOHAYHMA MO3BK HIHM O4YHTE, CKOPOLLIHA BbTPEYEpEnHa
XEGMOparus, H3BECTHU WIH CYCTICKTHHU €30(arcasHy BapHIM, apTCPOBCHO3HH Man(popMalHH, CbA0BY
AHEBPH3MH HH FOJICMH KHTPACIMHAIIRM WK MHTpauepeOpanHi CbA0BM aHOMATHH.

EnHOBpEMEHHOTO JICYEHHE C APYTH aHTHKOAryJIaHTH, Hamnp. Hedpakuuonupan xenapud (HDX),
HHCKOMOJICKYJIHK XCNapuHH (€HOKCANapHH, JaNTenapyH U ap.), NPOH3BOAHM Ha XCMapHHa
(dbonmanapuHyKC M Ap.), NEPOpaNHy AaHTHKOArynaHTy (BapgapHH, AadUraTpaH eTeKcuiart, anukcaban
H Ap.), OCBEH NMPH cneunPprHuHH OOCTOATEICTBA 3a CMSHA HA JICUHEHHUECTO C aHTHKOAryJaHT (BX. TOUKa
4.2) nnu korato HOX ce npunara B 103K, He0OX0AKMMH 3a NOLTBPHKAHETO HA OTBOPEH LIEHTPAJICH
BCHO3€H WJIM apTEPHA/ICH KaTeThp (BkK. TO4KA 4.5).

YepHoapoOHo 3abonsBaHe, CBBP3aHO € KOArynonatus ¥ KIKHUYHO 3HaYMM PHCK OT KbPBEHC,
BKNIOUMTENHO nauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT ¥ KbpMEHE (BX. Touka 4.6).
4.4 ChneuHaJHH NpeAYNpexAeHHS H NPeANnainy MepKH NpH ynorpeda

Hpenop‘bqﬂa CC KNIMHUYHO HaOnwlierne, CLOTBETCTBALILO HA [IPpOBCAKOAdHATA aHTHKOATI'YJIALHA B XOJ44a
Ha LECAHA [ICPHO Ha JICHCHHC. '

Puck or xemoparusg

KakTo H ¢ Jpyrv aHTHKOaryJlaHTH, NaUMEHTHTE, KOUTO rnpueMat Kcanupsa, Tp
BHHMATEIHO 3a NPpU3HauM Ha KbpBeHe. [lpenopsuBa ce ynorpebara ¢ nosuiue
CBHCTOSHHUA C [MOBHILLCH pUCK 3a xeMoparus. [Ipunoxenuero Ha Kcauupsa Tpady
PH NOABA HA TE)KKa XeMoparus (Bx. Touka 4.9).




B KNMHHHYHHTE MPOYYBAHHA JIUraBHYHO KbPBEHE (T.€. OT HOCA, BCHUHUTE, CTOMALLHO-YPEBHHSA TPAKT,
NMAKOYO-TIONOBHA TPAKT, BKIOYUTEIIHO a0HOPMHO BarMHAJIHO WK YBEAHUYCHO MEHCTPYANHO KbPBEHE)
1 aHeMMs ce HaONoAaBaT NO-4€CTO NpH ALArOCPOYHO NEYCHHUE ¢ puBapokcadan kaTto fo0b6aBka KbM
TEpanus ¢ €OUH KK NBa aHTUTpOoMOO3HHM cpeactia. [lo Ta3zy npuymnHa, B AOMTBIHEHHE KM
aflcKBaTHOTO KJIHHHYHO HaOnoacHue, n1abopaTopHO H3CICABaHE Ha XeMOrIoOHHa/xeMaTokpuTa Ou
Morno aa 6sae or non3a 3a OTKPHBAHC Ha OKY/NITHO KbPBEHE M 3a OMNpec/aHe HAa KIIMHUYHATA
3Ha4YHMOCT Ha ABHO KbpBEHE, 10 MPELICHKA Cope] cly4as.

Hsikonko noarpyni MauucHTH, OMUCAaHHK NOAPOOHO NO-710Y, €a ¢ MOBHLIEH PHCK OT KbpBEHE. TE3H
MALMCHTH cneasa aa ObaaT BHUMATEARO NPOCIeacHH 3a 6ene3H U CHMIITOMH Ha CBBbP3aHH C KbPBEHE
YCIIOXKHCHHUA U aHEMHUA cJIe] HayaJloTO Ha JiedcHHeTO (BXK. Touka 4.8). [Ipy maumenTy, mony4vasamu
puBapokcaban 3a npodunaktiuka Ha BTE cnea nnaHoBo cTaBHO ApoTe3MpaHe Ha Ta300¢apeHaTa wiM
Ha KOJIAHHATa CTaBa, TOBa MOXE [1a CTaBa Ype3 PeAOBHH HH3INKAIHN MpEriey Ha NALHEHTHTE, YECTO
MpoBEPABAHC HA PAHECBHA JPEHAX H MCPHOIRYHO HKIMEPBaHE Ha XCMOrnobuUHa.

HpH BCAKO HEH3ACHCHO NMOHHMKABAHE HAa XeMOorjoOHHa HITH KPBbBHOTO HANMANaHE mﬂﬁaa Ad €€ ThpPCH
HU3TOYHHK Ha KbpPBCHC.

Buopekwu ye neueHuero ¢ puBapokcabaH He M3UCKBAa PYTHHHO ApochaeasBaHe Ha €KCMO3HIUATA,
HUBATa Ha pHMBapokcabaH, U3MEPCHHU ¢ KaTHOpHpaH TECT 3a KOJIMYECTBEHO OMPEENAHE Ha
aHTH(akTop Xa, Morat 22 6b1aT M0€3HH B H3BBHPEAHH CHTYaUMH, KOraTo JAHHHUTE 33 €KCIO3HLHATA
Ha puBapokcabaH MoxXe a MOMOTHAT 3a B3¢MaHe Ha HHPOPMHUPAHH KJIMHHUYHY PELICHHA, HAMp.
MpeI03UPaHE M CNELIHA XMPYPrus (BK. Touka 5.1 u 5.2).

bubpeuno yBpexaaHe

[Ipy nauHeHTH ¢ TexKO OBOpeuHO yBpexkaaHe (KpeaTHHHHOB KIUpBHC < 30 ml/min) € Bb3MOXHO
n1a3sMCHUTE HYBA Ha puBapokcabaH ga ObaaT 3HAYMTENHO MOBHUIIEHH (cpeaHo 1,6 N1bTH), KOETo MOXE
Ia OBEJIE A0 MOBHILICH PUCK OT KbpBeHE. KcanupBa Tpabsa na ce npunara BHHMaTeNMHO NpH
fAalMeHTH ¢ KPCAaTHHHHOB KIHPBHC 15 — 29 ml/min. He ce npenopbuea ynorpebara npu nauHeHTH ¢
KpEaTHHHHOB KIHMPBLHC < 15 mi/min (BX. Touku 4.2 1 5.2).

[Ipn nauveHTH ¢ yMepeHo 6bOpeyHo yBpexaade (kpeaTHHHHOB KAUpbHC 30 — 49 ml/min),
noayyasailiy €AHOBPCMCHHO APYTH I€KapCcTBa, KOMTO MOBHUILIABAT MJIa3MEHMTE KOHUEHTPAUKH Ha
pubapokcabaH, KcaHupsa cneaBa na ce npunara BHHMATEAHO (BX. TouKa 4.5).

B3auMOAEHCTBHE C APYTH JCKAPCTBEHH TPOAYKTH

He ce mpenopwbusa ynotpebara Ha KcaHUpBa npu MalHeHTH, KOUTO TIOJYy4aBaT CAHOBPEMEHHO
CHCTCMHO JICUCHHUC C 3430JI0BH aHTUMHUKOTHLIH (KaTO KETOKOHA30/1, HTPaKOHAa30/1, BOPHKOHA301 H
nocakoHa3o/1) Ui HIV-nporeasuu uaxubutopu (Hanp. putoHaBup). Te3n akTHBHH BELIECTBa Ca
MoLHK HHxHOuTOopH Ha CYP3A4 u Ha P-gp v 110 Ta3u npyHyMHa MOTAT Ja MOBHINAT Mya3MeHaTa
KOHUECHTpaLKHsA Ha pUBApoKcaban A0 KIMHUYHO 3HAYUMO HHBO (cpeaHo 2,6 MbTH), KOECTO MOXE Aa
AOBEeE A0 MOBHUILICH PHCK OT KbPBEHE (BXK. To4ka 4.3).

HeoOxoauMo ¢ BHUMaHHE MPH NALMEHTH, KOUTO €IHOBPEMEHHO Ca Ha JICHEHHUE C JIEKapCTBCHHU
APOAYKTH, KOUTO NMOBAHABAT XEMOCTA3aTa, KATO HECTCPOUIHH NPOTHBOBB3NAIMTENHH CPEICTBa
(HCIIBCO), auetuncanuuunoBa kucenuua (ACK) u unxubutopy Ha TpoMOOIIMTHATA arperauya Uian
CEIEKTMBHUM HHXHOUTOPH Ha 0OpaTHOTO 3axBalllaHe Ha CepOTOHHHa (selective serotonin reuptake
inhibitors, SSRI) 1 nuxubuTOpH Ha 0OpPaTHOTO 3aXBalllaHE Ha CEPOTOHMHA U HOpenHHepHHa
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ip# nauueHTHTE C PUCK 32 YILCPO3HO
CTOMALLHO-YPEBHO 3a00naBaHe MOXKE 1a C€ NOMUCH 3a NOAXOAALLO MPOGUIAKTHYHO JIEUCHHUE (BX.
To4Ka 4.5). -

Hpyry pyMckOBH QAKTOpPU 3a KbPBEHE

KakTo u ¢ apyru aHTUTpoMOOTHYHH cpeAcTBa, puBapokcabaH He ce npenops
MOBHILICH PHUCK OT KBPBEHE, KaTO!

. BPOACHH MK NPHIOOHTH HAPYLICHHUS B KPbBOCHCHPBAHETO

. HEKOHTPOJIHpaHa TEXKa apTepHallHa XHNepTOHHs




. APYTO CTOMAILHO-YpEBHO 3a00nsaBaHe 0€3 aKTMBHO pa3s3BABaHE, KOCTO NOTCHUHMATHO MOXE Aa
JOBEIE A0 YCIIOKHEHHS ¢ KbpBEHE (HAMp. Bh3MAIHTENHO 3a00naBaHe Ha YepBaTa, e30¢arut,
racTpHT ¥ racrpoesodareanna pegaykcHa bonecr)

. CBhI0BA PCTHHOIATHA
. OpoHXHMEKTa3HMH MK aHaMHe3a 3a KbpBeHe B benud apod

[TannenTtH ¢ pakoso 3abonasane

[TanueHTHTE CBC 3MIOKAYECTBEHO 3aD0IBAHE MOXKE EAHOBPEMEHHO 1A Ca H3MTO0XEHH H Ha M0-BHCOK
PHCK OT KbpBeHe U Tpombo3a. MHAHBKAYaNTHaTa AON3a OT aHTUTPOMOOTHHHOTO NeyeHue Tpabesa a ce
MPELEHH CIPAMO PUCKA OT KbPBEHE [IPH MALHMEHTH C aKTHBHO pakoBO 3abongBaHe B 3aBUCHMOCT OT
noKauMATa Ha TYMOpa, aHTHHCOTIJIaCTHYHATA TEpanka ¥ ctagus Ha 3abonssaHero. Tymopure,
Pa3NoNOKEHH B CTOMALUHO-4YPEBHUA WIH [THKOYHO-MOJOBHA TPAKT, Ca CBBP3aHH C MOBULUCH PHCK OT
KbPBEHE 10 BpEME Ha TEparuaTa ¢ puBapokcabaH.

[IpH NalKUEeHTH CBC 3MTOKAYECTBEHN HOBOOOPalyBaHHs ¢ BUCOK PHCK OT KbpPBEHC, YNoTpedara Ha
puBapokcabaH € NpoTUBOMNOKa3aHa (BXK. To4uka 4.3).

[TaupeHTH ¢ KNanHu IpoTeIun

PuBapokcaban He Tpsab8a xa ce u3nona3ea 3a TpombonpodunakTHKa NpH NauMeHTH, KOUTO HACKOPO ca
npeMHHANH TPAaHCKATCThPHA CMAHA Ha aopTHaTa knana (TAVR). besonacHocTra ¥ epHKacHOCTTa Ha
puBapokcabaH HE ca NPOy4eHH MPH MMAUKHCHTH ChC CbPACYHO KIAMHO MPOTE3UpaHE; N0 Ta3H NPHYNHA,
HAMAa JaHHH B MOAKpPENa Ha TOBA, 4e puBapokcabaH OCHrypsaBa aJeKBaTHa aHTHKOAryJlailMa B Ta3dH
nomyJsiauua nauueHTH. Jleyenuero ¢ Kcanupsa He ce nperopbyBa NpH TE3M MaluHEHTH.

[TauneHTH ¢ antndochonunuacH CHHIAPOM
JInpekTHO AciicTBaiuyu nepopaniy aHtTukoarynaitu (DOACs), BxnounTenHo pHBapokcabaH, He ce

npenopb4YBarT MpU NaUMEHTH ¢ aHaMHe3a 3a Tpombo3a, KOUTO ca IHATHOCTHIIMPAHH ¢
auTrdochonunnaeH cuuapoM. [lo-cneunanHo NpH TPOHHOMO3ZHTHBHH NALMEHTH (34 JIYNYCEH
AHTHKOArYJIAHT, aHTUKApAHONIUTHHOBH AHTUTENA U aHTUTENA cpellly 6eTa-2-rimukonpoTtenH 1),
neyenuetro ¢ DOACs Moxe na ObJ€e CBbP3aHO ¢ MOBHIUICHA M€CTOTA HA NMOBTAPALUIH € TPOMOOTHUHH
cLOUTHA B CPaBHEHHE C TEpanN#ATa C aHTarOHUCT Ha BUTaMHH K.

XHpypruuHo ncyeHHe Ha GpakTyps Ha OeapeHaTa KocT
PusapokcabaH He € H3C/CABaH B PAMKHTE HA HHTEPBECHLMOHANHN KITHHHYHH POyUYBaHHA 32
npoy4yBaHe Ha edHrKacHOCTTa U Oe30nMacHOCTTa NPH NMALMEHTH, NOAN0XKEHH Ha XMPYPTHYHO JIEUEHHUE

Ha (ppakTypH Ha BeapeHaTa KOCT.

XemoauHaMByHO HecTabuauyu naunenTy ¢ BE uin nalMeHTH, KOMTO ce HYXAaAT 0T TpoMbonu3a Unu
6enoapobHa eMOOACKTOMUS.

KcaHuppa He ce npenopn4Ba KaTo aITCPHATHBA Ha HEPPAKLIHOHHPAHHS XENapHH MIPH NAUHCHTH C
6enoapoben eMO0AHU3IBM, KONTO Ca XEMOJAHHAMUYHO HECTAOHIIHH KK HA KOMTO MOXE Ja CC HalpaBH
Tpombonu3a unu GenoapodbHa embonekTomus, Thil kKaTo O0€30MacCHOCTTa H epHKAaCHOCTTa Ha Kcauupsa
HE €2 YCTAHOBEHH NPH TE3H KIHHHYHK CHTYALIHH.

CnyHanHa/enuaypanHa aHeCTC3UsA HIH [IYHKIHS

Korato ce n3nona3sa HCBpPOAaKCHAIHA AHECTE3NA (CNUHaNa/enHaypanta aHeCTe3Ha) WK
CIHHATHA/ENUAYPANIHA MYHKUHA, MALKUCHTHTE, TPETUPAHM C AHTHTPOMOOTHYHH CPEACTBA 3a
npeBeHLUKA Ha TpoMOOEeMbBONMHYHM YCNIOXKHEHH, Ca NOMAIOXKCHH Ha PHCK OT NMOABA Ha eNHAYPAJICH HIIH
CAMHANEH XEMATOM, KOMTO MOXC Ja JOBCAE AC ABITOCPOYHA MM Tpaiida mapannia. To3u pHCK MOXe
7a ce MOBMLIN OT MOCTONEPAaTHRHATA yrnoTpeba Ha BbBEXKAall eMUAYPaNCH KaTeThp HIIH
¢AHOBpPEMEHHaTa ynorpefa Ha TEKapCTBEHH NMPOAYKTH, MOBJIKABALUH XeMocTa3aTa. PHCKBLT Moxe fa
ce MOBMILM ChILO TaKa H OT TPABMAaTHYHA HJIH MHOTOKPATHA €MHAYPAIHA WK CIIUHAMHA MYHKLHS.

[TaumenTuTe TpAdBa yecTo Aa ObAAT NPOCHEAABAHH 33 [IPU3HALHK H CUMITTOMH Ha HEBRSTOT HEHD

yBpexAaHe (Hanp. H3TpbIBaHE MM cnabocT B KpakaTta, AMCKOMGOPT B HEpBaTa 4 IRk

MexXyp). AKO ObJie KOHCTaTHpaH HEBPOJMIOFMUCH AeHLMT, €2 HCOOXOOUMH criew ,/ AHg '

u nedexue. [Ipeny HeBpoaKCcHATHA KHTEPBEHUNA, TeKApAT TpabBa f1a npeleHH CHOLTP RN ‘E:E:_

MEXAY MOTCHLHAIHATA NTOJ13a M PUCKA MPH NAUKUCHTH HA AHTHKOArylaHTHa Tepas ;I } = ||

KOMTO e OBbAAT MOANOKEHH Ha AaHTUKOArylaHTHA TEpanus, 3a Tpomﬁonpodmna dSha g [ ¢ [/
. &/



3a HaMa/sMBaHE Ha MOTCHUMAMHMSE PUCK OT KbPBEHE, CBBP3IAaHO C €AHOBPCMCHHOTO NPHJIarale Ha
puBapokcalaH U HEBPOAKCHANHA (eNUAYpaHa /CIHHANHA) aHECTE3UA MM CIIHHAIHA YHKUM, TpaOBa
Aa ce uMa npeasua GpapMaKOKHHCTHUHHA Npo¢ua Ha puBapokcaban. [locTaBsHeTO MK NpEeMaxBaHETO
Ha eNUAYPAJICH KAaTeThp WK NyMOanHa MyHKUUsA ce H3IBbPLUBA Hal-100pe, KOraTo aHTHKOAryJaadTHHS
edeKT Ha puBapokcabaH ce OLCHABA KaTO HUCHK (BiK. TOUKa 5.2).

Hai-manko 18 yaca Tpa6Ba Ja H3MHHAT Clled NOCICAHOTO NPHUIOKCHHE Ha puBapokcabaH npeam jaa ce
OTCTPaHM enHaypaaHug kareTbp. Cex OTCTPaHABAHETO HA KaTeThbpa, HaH-Manko 6 yaca Tpabsa aa
M3IMMHAT MPEAH [a CC NPUIOKH CIACABALLIATA A03a pHBapoKcabaH.

B cnyvai Ha TpaBMAaTHYHO NYHKTHPaHe NpUEMbT Ha puBapokcabaH TpadBa aa ce o110kH ¢ 24 vaca.

[Mpenopbky 3a JO3UPAHETO NPEAM U CNEA HHBA3HBHHM NPOLUEAYPH U XHPYPrHYHK MHTEPBECHUNH,
pa3znuyuH{ OT IUIAHOBO CTAaBHO MpPOTE3UpaHe Ha TazobeapeHaTa wiK Ha KONAHHATA CTaBa

AKO ce Halara NpoBeXaHe Ha HHBA3HBHA NPOLEAYpa MM XHPYPrHyHa HHTEPBEHLHA, KcaHupBa

10 mg tpabBa ga 6bae crnpsAH 10 BBIMOXKHOCT NOHE 24 Yaca npeay HHTEPBEHUMATA U 83 OCHOBA Ha
KIIMHMYHATA NPELUCHKA Ha JIEKYBALIKUA JIeKap. AKO NpoLeaypaTa HE MOXE 1a Obac OTNOXEHa, TpROBa
12 C€ MPELCHH MOBULICHUAT PUCK OT KBPBEHE CIPSAMO CIIELIHOCTTa HA HHTEPBCHLIMATA.

[IpuembT Ha KcannpBa TpaOBa na ce Bp300HOBH Bb3MOXKHO Hai-CKOpPO C/€/ HHBAa3HBHATA NpoLecaypa
HM XHPYpPrUYHaTa UHTEPBEHUHA, aKO KJIMHUYHATA CHTYaLHs NTO3BOJAABA H € ITIOCTHrHaTa aAcKBaTHA
X€MOCTa3a, KakTo ¢ ONpEAENeHO OT IEKYBALLUA JieKap (BX. ToO4Ka 5.2).

[lonyaauus B cTap4e€CcKa Bb3pacT
C yBenHuyaBaHETO Ha Bb3PaCTTa MOXE Ja CC YBENHYH PHCKDBT OT XEMOparus (BX. TOYKH 5.2).

ﬂ,CQMaTOHOFH‘iHH PCAKIINH

[lo BpeMe Ha NOoCTMapKETUHIOBO HaOMIOACHHE BLB Bpb3Ka ¢ ynotpebara Ha puBapokcabaH ce
cbOO0IIaBa 3a CEPUO3HM KOXKHH PCakLMH, BKIIIOUHTENHO CHHAPOM Ha Stevens-Johnson/Tokcuyna
enuaepmanHa Hekposnu3sa U DRESS cunapom (Bx. Touxa 4.8). Msrnexnaa, ye naumeHTUTE ca
U3N0KEHH Ha HAH-TONAM PHCK OT TE€3W PCAKLHU B HA4YaNOTO HA TEPaNHUATa: B NOBEUYCTO C1y4aH
HaYyaJo0TO Ha peakUUATa ce POABsBA [pe3 NBPBUTE CEAMMILM OT JieueHHETO. PunBapokcaban Tpabsa na
CE NPeyCTaHOBH NPH IbPBa NM0ABa HA TEXDbK KOKeH 0OpHB (Hamp. pa3npocTpaHgBalll ¢¢, HHTCH3HBEH
W/MIK CBBP3aH ¢ 00pa3yBaHETO Ha MEXYPH) HIIH APYT NMPH3IHAK HA CBPbXYYBCTBHTEIHOCT, CBBP3aH C
NEe3MM HA JIMraBMLaTa.

[IoMOLUHY BELIECTRA

KcanupBa cpabpia nakrosa. [laumeHrure ¢ peaky HacneacTBEHH NpodlIcMH Ha rajlakTo3Ha
HEMMOHOCHMOCT, MBJICH JTaKTa3¢H AChULNT HAH ITHIOKO30-ranakto3na manabcopdbuus, He Tpadbea 1a
NPUCMAT TO3M JICKAPCTBEH NPOAYKT.

ToBa nekapCTBO ChaAbpXka MO-Manko or 1 mmol Hatpuit (23 mg) Ha TabneTKa ,Taka 4¢ Ha NPAKTHKA €
»0e3 HaTpHui®.

4.5 B3auMoaelcTBME ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYIrH GOopmMH Ha BIaHMOAeHCTBHE

Huxubutopu Ha CYP3IA4 u P-gp
EAHOBPEMEHHOTO MPHJAOKEHHEC Ha pUBapokcabaH M ketokoHazon (400 mg eauH MbT AHCBHO) HITH
putoHaeup (600 mg nBa mbTH AHEBHO) BoAM 10 2,6 nbTH / 2,5 mbTH no-8HcoKa cpeana AUC Ha
puBapokcabaH H 1,7 neT / 1,6 nbTH No-BHCOKA cpelHa Crax ChC 3HAYMTENHO NOBHIIABAHE HA
(hapMaKoOAMHAMHYHHUTE €PEKTH, KOCTO MOXE J1a TOBEAE 00 NMOBHIIEH PHCK OT KbpBeHe. [lo Tasm
npyUYMHA HE ce NpenopbyBa ynotpebara Ha KcaHupBa ripy NauMeHTH, KOUTO NOMy4aBaT

e IHOBPEMEHHO CUCTEMHO NIEYCHHE C a30/I0BH aHTUMHUKOTHLM KaTO KETOKOHA30J1, HTPaKOHa30JL,
BOPHKOHA30J1 H nocakoHason, ik ¢ HIV-nporea3nn nHxubuTopH. Te3u akTHBHH BELIECTBA €4 MOLLHH
uHxHbuTopu Ha CYP3A4 n P-gp (BX. TOuKa 4.4).

OvakBa ce aKTHBHH BCILIECTBA, KOUTO CHITHO HHXHOMPAT CaMO €1MH OT MTbTHILATA
pusapokcaban und CYP3A4 nnu P-gp na noBuiuaT B 110-Majnka CTENEH Naa3sMeH
Ha puBapokcaban. Hanpumep, knapurpoMuuuH (500 mg asa mbTH JHEBHO), KO
cuneH HHxubuTop Ha CYP3A4 u ymepen unxuburtop Ha P-gp, Boau 10 nosutiia
AUC na puBapokcabaH ¢ 1,5 nbTH M Ha Crax — ¢ 1,4 meTH. B3auMoaencTBUETO C



BEPOATHO HE € KIIMHMYHO 3HAYMMO TPH NOBEYCTO NAUMEHTH, HO MOXE [1a Obje NOTCHUHATHO 3HAYMMO
IpH BUCOKOPHCKOBH NauHeHTH. (3a nauneHTH ¢ 6b0peyHo yBpexXaaHe: BXK. TOYKa 4.4).

Epurpomuuus (500 mg Tpu nbTH AHEBHO), KOHTO MHXHOupa ymepeHo CYP3A4 u P-gp, soau 1o 1,3
nbTH nosHmeHure Ha cpeaHara AUC u Crax Ha puBapokcabaH. B3anMOAEHCTBHETO ¢ epHTPOMHLIHH
BEPOATHO HE € KJIMHUYHO 3HAYMMO IIPH MOBEYETO NALMEHTH, HO MOXC 1a ObAE NOTCHIMATHO 3HAYHMO
MNp¥ BUCOKOPHUCKOBH MaLIHEHTH.

pu nuua ¢ neko 6xOpeyHo yBpexaaHe epuTpoMHiMH (500 mg TpH MbTH AHEBHO) BOAM 10 1,8-
KpaTHO nosuimaBaHe Ha cpeaHata AUC Ha puBapokcabaH u 1,6 0bTH nOBHIIEHNE HA Chax B
CpaBHEHHE ¢ HHAMBHAY ¢ HopManiHa 6b0peuna dynkuua. [Ipy nnua ¢ ymepeno 6n0peuno yspexaaue
epUTPOMULIUH € Aoren oo 2,0 nbTh nosuiteHue Ha cpeaHata AUC Ha puBapokcabaH 1 1,6 mbTH
nosrueHre Ha Cmax B CpaBHEHHE ¢ HHOMBUAM C HOpMaiHa ObbpeunHa QyHKUMA. EdekTnT Ha
CPHTPOMHILIHH € AIUTUBEH KbM TO3M Ha 610peuHOTO yBpekaane (BXK. Touka 4.4).

dnyxkona3zon (400 mg eAMH NbT AHEBHO), KOHTO ce cMATa 3a yMepeH HHxHOuTOp Ha CYP3 A4, Boau
no nosuiuapane ¢ 1,4 bt Ha cpeanata AUC Ha puBapokca®aH v 1,3 mbT Ha cpeaHata Crax.
B3anmMoaeHCTBHETO ¢ JIYKOHA30/1 BEPOATHO HE € KITHHUYHO 3HAYMMO TpH MOBEYETO MALIMCHTH, HO
MOXe 1a Ob/1e NOTEHLHAIHO 3HaYHMO MPH BHCOKOPHCKOBH NauHeHTH. (3a nauueHTH ¢ 0B6peuHo
YBPEXKIAHE: BUK TOUKa 4.4).

Kato ce umar npeaBua OrpaHHYCHUTE KIMHHYHK JaHHK C JPOHEAAPOH, €IHOBPEMEHHOTO
npuioxkeHue ¢ puBapokcaban TpadBa na ce u3barsa.

AHTHKOAryJaaHTH

Cnea xoMOHHHPAHO NIPWIOXKEHHKE HA €HOKCanapuH (€IHOKPaTHA no3a ot 40 mg) u puBapokcabaH
(enHokpatha go3a oT 10 mg) e nabnronasan aqMTHBEH eeKT BbPXy aKTHBHOCTTA Ha aHTH(aKTop Xa,
6e3 HMKaKBH JOMBIAHUTEIHH ¢(EKTH 110 OTHOLICHHE Ha KoarynauuoHuute TectoBe (PT, aPTT).
Exokcanapus He ¢ nOBAHAN (apMaKkOKHHETHKATa Ha puBapokcadaH.

[Topanau MOBHILEHKA PUCK OT KbPBEHE € HEOOX0AHMO BHHMAaHHE TIPH MALHEHTH, KOHTO €3 Ha
¢IHOBPEMCHHO JICUCHHE C APYTH AHTHKOAryJJaHTH (BX. TOUKH 4.3 1 4.4).

HCIIBC/naxubutopn Ha TpoMOOLMTHATA arperanus

He e nabnonapaHo KNMHUYHO 3HAYMMO YABKABAHE Ha BPEMETO Ha KbPBEHE ClI€ €AHOBPCMEHHO
NpUIoKeHne Ha puBapokcabaH (15 mg) u 500 mg Hanpokcen. Bunpeku ToBa € Bb3MOXHO 1a HMa
MalyHEeHTH C N0-13pa3eH PapMakoAMHAMHUYEH OTTOBOP.

He ca HabnmogaBanyu K1MHHYHO 3HAYMMH QapMaKOKHHETHYHH HIH ¢papMaKOIHHAMHYHH
B3aMMOICHCTBHA P €AHOBPEMCHHO NPHIOXKEHUE Ha puBapokcaban 1 500 mg aucTuicannuunoBa
KHCENHHA.

Knonuaorpen (300 mg nauanHa go3a, HOCACABaHa OT 75 mg noaabpxallia 403a) He € 1oKasan
(dapMaKkOKHHETHHHO B3aUMOACHCTBHE ¢ puBapokcadaHn (15 mg), Ho ¢ HabIKwAaBaHO 3HAYUMO
yABb/DKAaBAHE Ha BPEMETO HA KBPBEHE NPH €Ha NOArpyna MauHeHTH, KOETO HE € KOPEIHPao C
arperaiusTa Ha TpombouuTuTe, HUBaTa Ha P-cenextun uiam GPIIb/IIIa penentopure.

Heo6xoauMo € BHHMaHHE NPH NALKEHTH, KOUTO eAHOBpeMCcHHO ca nekyBanu ¢ HCIIBC
(BKIIOUHTENHO aLeTWICATHIIHIOBA KHCENNHA) H MHXHOHUTOpH Ha TpoMOOLIMTHATA arperauns, IoHexe
TE3M JICKAPCTBEHH NMPOAYKTH OOMKHOBEHO ITOBMIIABAT PHCKA OT KbPBEHE (BXK. ToUka 4.4).

SSRI/SNRI
KakTo npu Apyrd aHTHKOArylaHTH MOXC Aa ChILIECTBYBA Bb3IMOXKHOCT NMAIIHEHTHTC A €a C NMOBHIUECH
PHCK OT KbPBEHE B Ci1y4ail Ha cbbTeTBawa ynotpeba csc SSRI nan SNRI nopaas edexra um Bepxy
TpoMOOLMTHTE, 3a KOWTO ce cbobinasa. [Ipu cenbreTBalla ynotpeda B KIMHHYHATA POTpaMa ¢

pHBapokcabaH, BLB BCHYKHU IPYNH Ha JICYEHHE ce HabstoaaBa YHCIICHO MO-BHCOKA HECTO
HJIH HETOJIAM KJIHHUYHO 3HaYUM KPBBOH3IIHUB.

BapgapuH

[TpeMHHABAHETO OT JieYEHHUE ¢ aHTaroHucra Ha BuTaMuH K Bapdapus (INR 2,0 a
prBapokcabax (20 mg) unu ot puBapokcaban (20 mg) xem BapgapuH (INR 2,0
cboTHoweH#eTo nporpombuHoBo BpeMe/INR (Neoplastin) noBeue oT aIHTHBHO (




Habmoaasat otaenuu croiHocTy Ha INR no 12), nokaro edektute no otTHomeHue Ha aPTT,
HHXHOMPAHETO Ha aKTHBHOCTTA Ha (pakTop Xa W NOTEHLIHANa HA €HAOTCHHHUA TPOMOHH Ca aAHTHBHH.

[Ipn sxenanue aa ce WicneasaT GpapMakoIMHAMUYHHUTE €)EKTH Ha pUBapoKcadaH B NEproa Ha
CMSHATA Ha TEpaMKATa MOTaT [a CC U3MOJ3BAT I0KA3aTEeNN KaTO aKTHBHOCT Ha aHTH-(akTop Xa, PiCT
n Heptest, noxexke Te3n TecToBe HE ¢C NOBAMARAT OT BapdapHR. Ha 1etBbpTHA A€H cnel nocneaHara
no3a BapgapuH, scnuku nokasareny (Bkia. PT, aPTT, nuxubupane Ha akTHBHOCTTa Ha (akTop Xa H
ETP) orpa3asat eAMHCTBEHO epeKTa Ha pHBapoxcabaH.

[1pn xenauue ga ce vicneasat GapmMakoaMHaAMHYHHTE ePCKTH Ha BapQapuH B IEpHOAa HA CMAHA Ha
TepanuaTa MoXe [a c¢ u3non3sa uaMepeaHeTo Ha INR npu Ciougn Ha puBapokcaban (24 1aca cnen
NpeaXORHUA NPHEM Ha pHBapoKcabaH), Thi KaTO TO3H 110Ka3laTen Cce NOBJIMABA B MHHHMANHA CTENCH
OT puBapokcabaH B Ta3H BpeMEBa TOUKaA.

He e HabnioaaBaHo apMakOKMHETHYHO B3aUMOACHCTBHAE Mexay BapdapyH K pUBapokcabaH.

Huaykropu Ha CYP3A4

EnHoBpeMEHHOTO NPHUNOKEHHE Ha puBapoKcabaH v MoLHKA KHAYKTOp Ha CYP3A4 pudamnuumn
Boau 1o okono 50% noHnxkasaHe Ha cpeaHaTta AUC 3a puBapokcabaH ¢ ycnopeaHo HaMalIsBaHE Ha
dapmakoguHamuunuTe My epexTH. EnHoBpeMenHaTa ynoTpeba Ha pUBapokcabaH ¢ ApyTH MOLIHH
nuaykropu Ha CYP3A4 (wanp. peHnTouH, xapbamasenuH, peHobapbutan HIH XbAT KAHTapHOH
(Hypericum perforatum)) cbL10 MOXe Ja JOBEAE A0 HAMAICHH IU1a3MEHU KOHUEHTPaUHH Ha
puBapokcabaH. 3arosa TpabBa na ce U304Area €AHOBPEMEHHOTO NPHIAraHe Ha MOLIHH HHAYKTOPH Ha
CYP3A4, ocBeH ako MaLHEHTHT HE CE CJICAH BHUMATENHO 3a Oene3n v cuMnToMH Ha Tpombo3a.

2! PYIr'H ChITbTCTBALLH TCPAIIHH

He ca nabmogaBaiy KIHHAYHO 3HAYHMMH apMaKOKHHETHYHY UM GapMaKkoAMHAMHYHH
B3aUMOJCHCTBHA NpH CAHOBPCMEHHO NTPUIOXEHHE Ha pHBapokcaban M Muaazonam (cyocTpar Ha
CYP3A4), nurokcu (cyberpar Ha P-gp), atopeactatil (cydctpar Ha CYP3A4 u P-gp) unwu
oMenpasos (MHXHOMTOp Ha NpOTOHHATA fomna). PusapokcadaH HHTO HHXHOKpA, HUTO HHAYLIUPA
HaKOA 0T ocHOBHHTE M3odopmu Ha CYP, nanpumep CYP3A4.

He ca HabnionaBaHH KIMHHYHO PENCBAHTHH B3aUMOJCHCTBHA ¢ XpaHH (BX. Touka 4.2).

JlaGopaTopHy noka3aTenH
Koarynauuwonuute napamerpu (Hanp. PT, aPTT, HepTest) ce noenussat cnopen o4akBaHHATA C Oriel
Ha MEXaHW3Ma Ha AciicTBHE Ha puBapokcaban (Bx. Touka 5.1).

4.6 @eprHaHTeT, OpeMEHHOCT H KLPMEHE

bpemMeHHOCT

besonacHocTTa M epUKACHOCTTA HA pHBapoKcadaH npy OPECMEHHM KEHH HE Ca YCTAHOBEHH.
[lpoyyBaHHATa NPK >KHBOTHH MOKa3BaT PENpPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [lopann
[IOTCHUHATHATA PENPOIYKTHBHA TOKCHYHOCT, IPUCHIHUA PHCK OT KBPBCHE M JJaHHHUTC, MOKa3Bailly, e
pHeapokcabaH nNpeMUHaBa npe3 miaucHrara, KcaHupsa ¢ npoTHBONOKa3aH 110 BpEME Ha OpeMEHHOCT
(BK. TOuKa 4.3).

Xeuute ¢ getcpoacH noteruKan Tpadsa ga u3dAreat Aa 3abpemeHsBat 1o BpeMe Ha NTEYEHHETO C
pusapokcabaH.

KbpMete
BelonacHocTTa M epUKacHOCTTA HA pyBapokcabaH NpH KbpMELUY XKEHH He Ca YCTAHOBEHH.

[TpoyuBaHHATA MPH XHUBOTHHU [OKA3BaT, Uc pHBapoKcabaH ce CeKpeTHpa B MAsIKOTO. [1o Ta3y
KcanHpBa € NpoTHBONOKAa3aH B NEPHOa HA KbPMCHE (BX. To4ka 4.3). Tpabea na ce B3¢}
[1a/1 Aa C€ NPEYCTAaHOBH KBPMEHETO WM Aa CE€ NPEYCTAHOBH/1a HE C€ MPHIOXKH Tepa

DepTHAUTET
He ca npoBexJaHy KOHKPETHH IIPOYYBaHHA C puBapokcabaH npH xopa 3a OLIEHKA Hi

oTHOWEHHE Ha depTHnnTeTa. [Ipy eaHo npoyuBaHe M0 OTHOLICHHE Ha (QEepPTHINTETA
KEHCKH IUTBXOBC He ca HabmonaBauu edexty (BxK. Touka 5.3).



4.7 EdexTtn Bupxy cnocobHocTTa 32 wodupaHe U padboTa ¢ MALLHHH

PusapoxcabaH nosnanssa B MaJIKa CTCNEH CHOCOOHOCTTa 3a WogHpaHe u paborta ¢ Matunun. MMa
CbOOWICHHA 33 HEXENIAHU PEaKUHH, KaTO CHHKON (YCCTOTA: HEHECTH) U 3aMagHOCT (YECTOTA: YECTH)
(Bx. To4ka 4.8). [laLlHEHTHTE, TP KOUTO CE PA3IBMAT TC3H HCXKC/IAHU peakUuH, He TpabBa aa wodupar
MK paboOTAT ¢ MALLHHH.

4.8 HexenaHn TeKAPCTBEHH PEAKIHH
PesomMe Ha npoduaa 3a 6ezonacHoOCT

BezonacHoCTTa Ha pyBapokcabaH € npoy4veHa B TPHHAECET OCHOBHM KJIMHHYHH Npoy4BaHua pasza 111
(Bx. Tabnuua 1).

O06uo 69 608 Bb3pacTHH NALMEHTH B AEBETHAAECCET NpoyuBaHua (asa Il v 448 nennaTpuunm
nalueHTH B ABe npoyuBaHus ¢aza Il u aBe npoyusanmd ¢a3sa Il ca ¢ excno3nuus Ha prBapokcadaH.

Tabauua 1: bpoii npoyyens nauHeHTH, 0011a AHEBHA 1034 H MAKCHMA/IHA NMPOABLTKHTETHOCT
Ha JieYeHHETO NPH MPOYYBAHHA NPK Bb3PACTHH H NEeXHATPHYHH NauueuTH ¢asa Il

[lokazanue Bpoii Ofw1a 1HeBHA MaxcumanHa
naiHeHTH® |103a NPOALLKHTETHOCT
HA JIE4YEHHETO

[TpodunakTHKa Ha BCHO3€EH 6 097 10 mg 39 nuwm
TpoMbocmbGonn3tm (BTE) npu
Bh3PaCTHH NALMCHTH, MOATOKCHH
Ha TUTAHOBO CTABHO MPOTC3UPAHC HA
Ta3o0cApecHaTa HAN Ha KOAHHATA
CTaBa

[TpodmnakTrka Ha BTE npu 3997 10 mg 39 aun
HCXHPYPIrHYHH NAUKCHTH

JlcucHue Ha 1pNOOKA BCHO3HA 6 790 Nen 1-21:30mg 21 Mccena
Tpombo3a (JIBT), 6cnoapobec JlcHn 22 M ciiea TOBA:
¢mbonn3bM (BE) n npounakTuka 20 mg

Ha DCLUHIAHBH Cnen Hali-manko 6

meceua: 10 mg unn

20 mg
JlcucHue Ha BTE u 329 Jo3a, kopurupasa |2 mccena
npodunakTHKa Ha PCUMAWBH Ha CIoOpen TCACCHOTO
BTE npH HOBOPOICHHN Ha TCPMHHA TCTAO, 33 MNOCTHIAHC
M cUa Ha Bb3pacT noa |8 roanHu Ha CKCNo3uing
C/CA 3aMoYBaHe HA CTAHAAPTHO KaTo Ta3H,
AHTHKOAryJaHTHO JICYCHHC HaOn1aBaHa npH
Bb3PacTHH,
nekyBaHu 3a JIBT ¢
20 mg

puBapokcaban cauH
MbT JHCBHO
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[[podunakTka Ha HHCYAT W 7750 120 mg 41 meceua
CHCTEMCH ¢MOOIM3BM MPH
MALHCHTH C HCKJIAIMTHO NPCACHP/AHO
MBIK/ICHE

|
|
| |

[IpodmnakTika Ha 10 225 S mg wim 10 mg 31 mecena
- - | |

aTepoTPOMOOTHUHM CHONTHS TIPH CHOTBCTHO, |

natmpeHTH ciea OKC MPHIOKCHH

C,’IIIUBPCMCHHU HJTH
3acaHo ¢ ACK, nan
¢ ACK nuoc
KJIOTMHI0IPEII HITH

[[podunakThka Ha 18 244 S mg, NpHIOKCHH 47 mecena
aTCPOTPOMOOTHYHH CHOHTHS [1PH C/THOBPEMCHHO €
nauncHTH ¢ KAb/ITAb ACK nam 10 mg

| CAMOCTOSITC/IHO

3 256** 5 mg, npHIOKCHH 42 mecena
| C/IHOBPCMCHHO ¢
| ACK

l

*[TaumeHTn, KOUTO ca OMJIM CKCITIOHMPAHHU HA MOHC ¢/IHA J103a pUBapokcadbaH
**Ot1 npoyuBaneto VOYAGER PAD

Hait-uecto cho0maBaHuTe HEKEIAHN PCAKLIMH MTPH MTALUMCHTH, KOUTO MOJy4aBaT puBapokcadaH, ca
OnJIM Xemoparuu (BxK. Touka 4.4 n ,,Onncanue Ha H30paHu HEKEIIaHU peakuun® no-aoay) (Tabnuua
2). Hait-yecto chobuiapaHute xemoparuu ca enuctakcuce (4,5%) 1 KbpBCHE B CTOMALIHO-YPCBHUS
TpakT (3,8%).

Tadauua 2: Yecrora HA CLOMTHATA HA KbpPBeHe™ H AHEMHS MPH NAUMEHTH ¢ eKCMO3ZHIIUA HA
pHBapoOKcadaH B 3aBbPUIHJINTE NPOYYBAHHS MPH Bb3PACTHU H NMeAHATPHYHH NANHEHTH
¢asza 111

Iloxkazanue BesikakbB THII KbpBeHe | AHemus

[IpopmnakTnka na BTE npu Bb3pactin | 6,8% o1 naumeHTHTC 5,9% OT NaAUMUCHTHTC
MaUMCHTH, MOJUI0KCHH HA MJIAHOBO
CTaBHO MPOTE3MpaHe Ha Tazo0eapeHara
HJIM HA KOJISHHATA CTaBa
[[podunaktuka na BTE npu 12,6% OT nauueHTHTC 2,1% o1 naumeHTuTe
HCXHPYPIHYHH MMALHCHTH

Jleuenue na /IBT, bE n npodmnaktuka |23% oT nauMcHTHTE [,6% o1 maumeHTHTC
Ha PCUMIHBH

Jleuenue na BTE m npodunaktuka na | 39,5% o1 naumeHTuTe 4,6% OT NauMCHTHTE
peunansu Ha BTE npu HoBopoicHM Ha
TCPMHHA M JICla Ha Bb3pacT 1o 18
rOJAMHH CJIC/1 3a110YBAHC HA CTAHAAPTHO
AHTHKOAryJJAHTHO JICYEHHC

[IpodunakTrnka Ha mHCYAT M cuctemMen |28 Ha 100 2.5 na 100 nauuncH
cMOOJIH3BM [PH MALHUCHTH C HEKJIAMHO | MALMCHTOIOAHHH
[PCACHPAHO MbAK/ICHE
[IpodpmnakTuka Ha 22 Ha 100 [,4 na 100
aTepoTpOMOOTHYHH CHOMTHS MPH MaMHCHTOrO/IMHH MaLMUCHTOr
naumentu ciaea OKC

"



[[podmnakTuka Ha 6.7 na 100 0,15 na 100
aTepoTPOMOOTHYHHN CHOMTHS TTPH MaMCHTOIOAMHH MalMCHTOr OJIMHN**
nauucHt ¢ KAB/ITAD

8,38 na 100 0,74 na 100
MaUMCHTOTO/IMHH" MalMCHTOr OAMHI***”

*  Beuuku ¢bOMTHS HA KbPBEHE OT BCHYKH MPOYYBAHHUS C puBapokcadaH ca cbOpaHu, 10KIaABaHH U
OLICHCHH.

** B npoyuBanero COMPASS ce na0bnto1aBa HUCKA 4€CTOTA HA AHCMUSL, ThH KATO C MPHIIOKCH
CCJICKTHBCH I10/1X0/1 3a CbOMpaHe HA HCAKECIAHH ChOHUTHA.

*E* TIpnnoxkeH ¢ CCJCKTHBCH MOJIX0/1 32 CbOMpaHe HEKCIaHH ChOMTHS

“ Or1 npoyuBaneto VOYAGER PAD

COuchbK HA HEKCIAHM PCAKIIMH B TA0JIMYCH BH

HecToTHTE HA HEKENAHUTE PCAKIIMH, CBBP3aHH ¢ pUBApOKcadaH, PH Bb3PACTHH M NICAMATPHYHH
naueHTH ca 0000umenu B Tadbnuua 3 no-n10ay no cucremo-opranuu kiacose (no MedDRA) u o
4ECTOTA.

B 3aBUCHMOCT OT yecToTaTa T¢ C¢ ONpeAessT KaTo:

MHOro uectu (= 1/10)

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

HeuectH (= 1/1 000 1o < 1/100)

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

mMHOro pejaku (< 1/10 000)

C HEH3BCCTHA YCCTOTA (OT HAJTMYHHUTE JIAHHH HC MOJKCE J1a ObJIC HAlIpaBeHa OLICHKA).

Tatoauua 3: BCHUKH HeKe/1aHH PeaKUHH €A ChOOILIEeHH NPH Bb3PACTHH NAUHEHTH B KJIHHHYHH
npoyusanus ¢gasza Il wan npu nocrmapkeruHrosa ynorpeda™ u B Ase npoyusanus ¢asza ll u
ase npoyusanus ¢asa 1 npn neAHaTpUYHH MANHEHTH

Yecrn Heuectn Peaku Muoro peakn | C HeM3BecTHA
HecToTa
Hapyuienust Ha KpbBTAa H JHM(pHATA CHCTEMA
- AHeMHuSA (BKIL. TpomboumTosa | |
CbOTBCTHH (BKJI. TOBHMIIABAHC
nadopaTopHH Ha Opos Ha l
[apamMeTpH) TpomMbouMTHTE)?,

TPOMOOUMTOINCHMS

HapyuieHust Ha HMYHHATA CHCTeMaA

— e

Anepruyta  AnaHIaKTHYH
peaKius, [ H PCAKIHH,
aJICPruyCH . BKJIKOMHUTCITHO
JICPMATHT, aHa()MIAKTHYCH |
AHIHOEC/ICM M ’ LIOK

AJICPrUUCH OTOK

HapymieHusi Ha HepBHATA CHCTEMA

3amasHocrt, Mo3bUcH M
' rnaBodosnme BbTPCYCPCIICH
KPbBOH3JIHB,
CHHKOII

Hapywienus na ouure
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YectH HeuectH

Peaku

C Heu3BecTHA
yecrora

Mmuoro peaku

OucH KpbBOW3IIHB
(BKJI.
KOHKOHKTHBAJICH
KPbBOH3JIHB)

CobpaeyHu HapyUIeHUs

Taxukapaus

Cb/10BH HApYLIEHHS

XHITOTOHUS,
XCMATOM

Pecnupampnn, I'PBAHH H MEAHACTHHA/THH HAPDYIICHHHA

Enucrakcuc,
XCMOITH3HC

Eosunodunna
[MHEBMOHUS

CroMauIHo-4YpeBHH HAPYLIEHHSA

KbpBene ot
BCHIIMTE,
CTOMAILIIHO-
YPCBHUA TPAKT
(BKJI. pCKTAJIHO
KbPBCHC),
CTOMAILIHO-YPEBHH
1 a0JIOMHMHAJIHH
OO0JIKH, AMCTICNICHS,
rajicHe, 3arnek”,
aunapus,
MoBpbiane”

Cyxora B ycrara

XenartoOMJIHAPHH HAPYLIEHUS

[loBHIIaBaHEe Ha
TPaHCAMHHA3HTC

Yepuoapobduo
YBPCIK/IaHC,
[OBHIICH
OMnmpyOomH,
MOBHILICHA
ajIKaJIHa
¢ocdaraza B
KpbBTa™,

nouuiena GGTA

KbareHuua,
[MOBHILICHH
CTOHHOCTH Ha
KOHIOTHpaHHS
OMIHMPYOHH (CbC
nin 0¢3
CITHOBPCMEHHO
[MOBHILIABAHC HA
ALT),
XoJiecrasa,
XCrnaTuT

( BKJIFOYHTECIIHO
XErnaToLe/ayJIapHO
YBPCK/AHC)

Hapymenua Ha KOKAaTa H NOJIKOAKHATA TbKAaH

CupOexk (BKJI.
HCUYCCTH CJIy4aH Ha
reHCpaJn3upaH
ChpOeK), OOpHUB,
CKXMMO3H, KOXKHH
1 MTOJAKOKHH
KPbBOM3/IMBH

Yprukapus

CHHApOM Ha
Stevens-
Johnson/Tokcu
qyHa
CIHACPMAJIH
HCKPOJIH3a,
DRESS

CHHIPOM

-
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YecrH Heuectn Peaku Muoro peakn | C Heu3BecTHA
yecrorTa
HapyuieHusi HA MYCKYJIHO-CKe/JIeTHATA CHCTEMA H Che/IMHHHUTE/IHATA ThKAaH
bonka B XeMaprposa KpbBOM3IHB B ! KommnapTMeHT
KpaitHHIHTE" MYCKY/JI | CHHJIPOM B
pe3yJITaT Ha
KbpPBCHE
Hapymenusi Ha ObOpennTe H NHKOYHHTE NbTHINA
KbspseHe OT bvOpcuHa
YPOrCHUTAIHHS HCA0CTATBYHOC
TPAKT (BKIL. T/0CcTpa
XeMaTypus ObOpeuHa
MEHOparus”), HCI0CTATBYHOC
- ObOpeuHo T B pe3yJITar Ha
YBPCAK1AHC (BKII. .~ KbpPBCHC,
[MOBHUICHHUC HA JA0CTAThYHA /14
KpeaTHHHHA M [pC/IM3BUKA
[IOBHLICHHUC HA xunonepdysus,
ypesTa B KpbBTa) AHTHKOArynaHT
-CBbp3aHa
HedponaTus

O01mn HapyuieHHus U ePeKTH HA MSICTOTO HA MPH/IOKEHHE

[loBumCcHA
Temreparypa’,
nepudepeH OTOK,

Hepasnonoxenue
(BKJI.
[MPHUJIOLIIABAHC)

Jlokanu3supan
otok”

[MOHHMKCHA 001La
cujia u
CHEPrUYHOCT (BKIL.
yMOpa M aCTCHHS )

U3ciaeaBanus

[Tosuimena LDH?,
[MOBMIIICHA
nunaza’,
MOBHIIICHA
ammiasa’

HﬂpﬂllﬂBﬂHHﬂ, OTpaBsiHHA H YCJI0/KHEHHA, BL3JHHKHAJIH B Pe3yJTaT HAa HHTEPBEHIIHH

CnioBa
nccnuoaﬂcspn3ma‘I |

KspBene cnen
HAKAKBA
npoueaypa (BKII.
[OCTOICPATHBHA
AHCMHS M KbPBCHC
OT paHa), |
KOHTY3M,
cekpelus ot pann’

A: nabmoaasanu npu npodunaktuka Ha BTE npu Bb3pacTHy nauMeHTH, MOUIOKCHH Ha MJIAHOBO

CTABHO IPOTE3UpaHEe HA Ta300¢cApeHaTa HIIM KOJIIHHATA CTaBa
. HabmoaBany npu nedenue Ha JIBT, BE wnn npodunakruka Ha peunnBu, Kato MH
AKCHM < 55 roauHm
. HaOJ110/1aBaHN KATO HEYECTH MPH MPOPHIAKTHKA HA ATEPOTPOMOOTHYHH CHONTHS
cinen OKC (cncn IICpKyTaHHa KOpOHApHa HHTCPBCHLIHA)

YCTAHOBCHA HOBA HC/KCIIAHA pCﬂhHHﬂ CJIC aHaJIN3 Ha TC3H IMPOYYBAHHA.
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Onucanue Ha U30paHH HEXKENAHH peakLHUH

[Topanu dapMakonOrHyHUA My MCXaHH3IbM Ha AcHCTBHE, ynoTpebaTa Ha puBapokcabar Moxe aa bbae
CBBbp3aHa € MOBHILCH PUCK 34 OKY/ITHO I ABHO KBPBCHC OT BCAKA ThKaH WIH OpraH, Koeto b# Morno
7a foBeae A0 NOCTXeMoparnyHa aHeMus. [Ipy3HanuTe, CHMIITOMHTE H TEXECTTA (BIIKOHUTEAHO
¢aTaneH U3xoA) 1E 3aBHCAT OT JIOKAJIH3ALMATA H CTENCHTa MK 06cMa Ha KbPBEHETO W/ HAM
aHeMuaTa. (Bx. Touka 4.9 , IloBeaexue npu kbpeeHe'). B KIMHNYHKUTE NpOYyYBaHUA TUTraBHYHO
KbpPBEHE (T.¢. OT HOCA, BEHLIMTE, CTOMALIHO-YPEBHUA TPAKT, MUKOY0-N10JIOBHUA TPaKT, BKJIIOYUTEIHO
aOHOPMHO BarMHaMHO HIIH YBEANYCHO MEHCTPYATHO KBPBEHE) H aHeMus ce Habmoaapat no-4ecTo
NpH ABJATOCPOMHO JICUCHUE ¢ puBapokcadaH B cpaBHeHHe ¢ JiedeHue ¢ ABK. Ilo tasu nmpuyHHa, B
AONBIHEHHE KbM a¢KBATHOTO KNTHHMYHO HabnioaeHue, 1abopaTopHo W3CneaBaHe Ha
XxeMornobrnHa/xeMaTOKpHTa OM MOrJIo aa Obe OT 10J3a 3a OTKPUBAHE Ha OKY/ITHO KbPBCHE H 32
onpejeasHe Ha KIMHHYHATA 3HaYMMOCT Ha ABHO KbPBCHE, 110 NPELIEHKA CrIopel cliyyast. Bb3MOXHO €
PHCKBT OT KbPBEHE Na 6bc noBuilICH MPH ONpPEeACNCHHN IPYNH NAUNUEHTH, HANPHUMED NallMEHTH C
HCKOHTPOJIMPAHA TEXKKa apTepHaHa XUIIEPTOHUA /UK Ha CbNIBTCTBALLA Tepanus, KOATO NOBIUABA
xeMocTa3ata (BX. Touka 4.4 |, Puck ot xemoparuga'). Bb3MOXKHO € MEHCTpYalHOTO KLPBEHE /1A € M0-
CHJIHO W/HAH NO-NPOAL/DKUTEIIHO.

XeMOparHuHHUTE YCIIOXKHCHHS MOTAT 1A C¢ NpOoABAT KaTo cnadocT, O1eAHOCT, 3aMasgHOCT, rnapobonue
UK HEOOACHUMH OTOLM, ANCMHER ¥ HEOOACHKUM LIOK. KaTo pe3ynrar OT aHEMHUATa B HAKOU Cllyyau ca
HabmogaBaHM CUMNTOMH Ha ChpACHHA UCXEMHUA, KaTo O0JIKa B IbpAMTE HITH CTCHOKApAHA.

MMa crobuieHHs 33 H3BECTHH YCIIOXKHCHHSA B PE3yJ/ITaT Ha TEKKO KbPBEHE, KATO KOMMAPTMEHT
CHHIpOM H 6BL6peuHa HeaOCTATHYHOCT B pe3ynTaT Ha xunonepdys3us Uid aHTHKOAryJaHT-CBbp3aHa
HedponaTus npu u3non3Bade Ha puBapokcabad. [Io Tazu npuinHa BEPOATHOCTTA OT KbpBeHE TpsiOBa
Ja C€ HMa TpeABHI NMPH NPEUCHKATA Ha CbCTONHUETO HA BCCKH TNALMCHT, KOHUTO € MOAMOXKEH Ha
AHTHKOAryJlaHTHO NICYCHHE.

CnobiuapaHe Ha 00103UPAHN HEXKEMAaHK PEaklHU
Cp0011aBaHEeTO HA MOAOIMPAHN HEXEAAHU PeaKiHH Cliell pa3pellaBaHe 3a YNoTpeda Ha NCKapCTBCHMA

MPOAYKT ¢ BaxKHO. T0Ba 103B0sBa 4a NPOALKH HaOMOAEHHETO HA CHOTHOWECHHETO NOA3a/PHCK 3a
neKapcTBeHUA npoaykT. OT MEAHLHHCKHMTE CIICLIHANUCTH CC H3UCKBA Aa ChoOLLaBaT BCAKA

nojo31paHa HeXKenaHa peakuus ypes ManbaHnTeNnHa arcHU Mg 1o aekapceTearta yiu. , JlamsH [ pyes”
Ne 8, 1303 Codua, Ten.: +35 928903417, yebcaiiT: www.bda.bg.

4.9 Ipeno3npane

Hma csobuickua 3a peaku cnyyan Ha npegosdpane 1ol 960 mg. B cnydait Ha npenosupane,
NAaUNEHTHT TpAOBa na 6bAc HabAKORaABAH BHHMATEHO 33 YCJIOXKHCHHA, CBBP3aHH € KbPBCHE HIIH
APYTH HEXeNaHW peakluuH (BX. Touka ,JloBeacHue npy kvpeeHe'). [lopaau orpanuyeHara abcopOuus
ce ouakBa edekT Ha Hacuilane 6e3 JOMbIHUTCAHO NOBHILABAHE HA CPEHATA 1a3MEHA CKCITO3HLIHSA
pH CyrnpaTcpaneBTHYHH J03H pHBapokcabaH oT 50 mg UM No-BHCOKH.

CoiuecTByBa cneunpHIHO HEYTpaNHU3NPaLlO CPEACTBO (aHACKCAHET anda) cpeLly
dapmakogMHaAMHYHKA cPeKT Ha pHBapokcabaH (BX. KpaTKaTa XapaKTCpUCTHKA Ha NMPOAYKTA,
ChObpPrKALL, aHAeKCaHET anda).

B cnydau Ha npeao3upaHe Ha puBapokcabaH MOXe [1a C€ ¥Ma NPEABUI H3NONIBAHETO HA AKTHBEH
BBIJICH 32 HaMasBaHe Ha abcopbuusara.

HOBGQEHH{Z NpH KbPBCHC
AKO NpH NaUHCHT Ha JICHCHHC C puﬂapoxcaﬁaﬂ CC pa3BHC CBBP3aHO € KHPBCHC YCNOXKHCHHC,

CACABALMAT NPUEM Ha puBapokcaban TpaOBa Oa ce OTNOXKU HITH JICYEHHETO TpsiOBa 1a Ce MpeKpartHy,
ako ¢ HeoOxogumo. PueapokcabaH nMa noayXKHUBOT OT OKoo 3 ao 13 gaca (Bx. Touka 5.2).
[losegenueTo TpsabBa Aa € HHAWBHAYAIM3HPAHO B 3aBUCHMOCT OT TEXECTTa H NOKaNH3guMs
KpbBOH3NHBA. MoOxe a ce H3N0A38a NMOAXOAALI0 CHMITTOMAaTHYHO JICYCHHE, KATO HYMY WX

NpeJIMBAaHE Ha KPbBHH NPOAYKTH (EPHTPOLIHTCH KOHUCHTPAT UIH NIPACHO 3aMpa3ch %1 IV
3aBHCHMOCT OT acouuupaHaTa dHEMHKSA UIIH KO&F}(HDH&THH) HIIH T'pOMﬁO[lHTH. C{%.,
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AKO KBPBCHETO HC MOXE Aa Obae OBNAaASHO ¢ ropeliocoucHUTE MCPKH, TpabBa na ce obcsan
NPHIIAraHETO WITH Ha CNeUH(HUYHO HEYTPATH3UPALLIO CPEACTBO 38 HHXHOHTOP Ha dakTop Xa
(anpekcaHeT anda), KoeTo aHTaroHM3npa dapmakoguHaMuIHKA epeKT Ha puBapokcabaH, UIH Ha
creyuPUYUHO MPOKOAryaHTHO CPEACTBO, KaTO KOHLEHTPAT Ha nportpoMOuHoBus komineke (PCC),
aKTMBHPAH KOHUEHTPAT Ha npoTpoMOuHoBHA koMmiieke (APCC) unu pekombunanteH ¢akrtop Vlla (r-
FVIla). Kem moMmetTa 0baye KAMHHYHMAT ONMUT OT NPHIAraHeTo Ha TE3H JIEKAPCTBEHH NPOAYKTH IIPH
MalyeHTH, NoJyyaBay pusapokcabaH, ¢ MHoro orpaHuueH. [Ipenopekara c€ OCHOBaBa U Ha
OrpaHMYCHH HEKJIMHUYHH JaHHH. Moxe aa ce oOMHCIH MOBTOPHOTO MpHAaraHe Ha peKOMOHHAHTEH
daktop Vlla m no3ara TpsabBa ga ce TUTPHUpA B 3aBHCUMOCT OT HAMasABaHETO HAa KbpBeHETO. B
3aBUCHMOCT OT Bb3MOXKHOCTTA Ha MACTO, B ClTy4ad HAa MaCUBHO KbpBEHE, TpAOBa aa ce odMucau
KOHCYJNTalUMHA CBC CMEHHAMNCT MO KOarynauMOHHH HapyleHHUs (BX. TO4Ka 5.1).

He ce ouaksa MNpOTaMHH Cy.I'ICb&T H BUTaMHH K na noBnuaBar dHTHKOAI'YNAHTHATA AKTHBHOCT Ha
pHBaPOKcaﬁaH. OnuTeT C TPAHCKCAMOBA KHCCNHHA € OI'PAaHHUYCH H JIHMIICBa TAKBB C dMHHOKAIIPOHOBA
KHCCHHA K AlIPpOTHHHH I[IPH ITAHHUCHTH, NNONY4YaBalllHA pHB&pOKCﬂGaH. HsaMa HUTO HaY4YHH
AOKa3aTC/ICTBA 34 6JIB.FOHPHHTHO IOBJIHABAHE, HUTO OIMUT OT H3HON3BAHCTO HA CHCTCMHHUA
XCMOCTATHK OC3IMOMNPCCHH IPH MMAUHUCHTH, IIOJ1Y4YaBalllHA pHB&pOKC&ﬁaH. HOpﬁ,ﬂ,H BHCOKATA CTCIICH Ha
CBBLP3IBAHC C INMA3IMEHHTC [MPOTCHHH HC CC OHYdKBa puaapoxcaﬁaﬂ I1a MoXe aa Obae oTaencH 4pc3
AHAIHN3A.

5. ®APMAKOJOrHYHHU CBOUCTBA
51 dDapmakoaHHAMHYHH CBOMCTBA

(dapMakoTcpaneBTHYHA rpyna: AHTUTPOMOO3HM CpeacTBa, AMPEKTHH KHXHOUTOPH Ha akTop Xa,
ATC koa: BOLAFOI.

MexanHibM Ha IeHCTBHE
PuBapokcabaH € BHCOKOCCNEKTHBCH JUPCKTEH HHXUOHTOP Ha dakTop Xa c nepopanHa OHOHAHYHOCT.

Huxubupanero Ha ¢pakTop Xa 11ipekbCBa BBTPELIHUA M BLHILUECH ITHT HA KOAryJallMOHHAaTa KacKaaa,
K0eTO HHXHOHpa KakTo PpopMupaHeTo Ha TPOMOUH, Taka U oOpa3yraHeTo Ha TpoMOH. PruBapokcaban
He HHXUOHpa TpoMOuHa (akTHBUpaH dakTop II) 1 He ca HabntonaBaHu ePeKTH BBEPXY TPOMOOLINTHTE.

(I)aEMaKDQHHEIMH‘IHH BQCKTH

[1pun xopa ¢ rabmogaBaHo 3aBUCHMO OT Ao3ara HXuOMpaHe Ha PakTop Xa. [IpoTpomMbHHOBOTO BpeMe
(PT) ce noBnusABa 00303aBMCHMC OT pUBAapOKCcabaH B TACHA BPBh3Ka C MIa3MEHHTC KOHUCHTPALIYH
(r=0,98), ako 3a tecta ce u3nonsea Neoplastin, JIpyru pearentn OMxa nanm Apyry pe3yiTarTy.
OrumntaneTo Ha PT tpabea aa crasa 8 cekyHaM, noHexe INR e kanubpupano n Banmuaupaso 3a
KyYMapHHOBH NPOAYKTH H HC MOKE 13 C€ MpHWara 3a Apyr¥ aHTHKOArylaHTH.

B xnuHuKO-(papMaKoJOrMuHoO NpOy4RaHC Ha 00paTHUMHUTC NPOMCHH BbB (hapMaKOQHHAMHUKATA HA
puBapokcadaH mpH 3apaBH BbL3pacTHH Ro6poBoaum (n=22), e ouecHABaH ¢PEKTHT HA EAMHHYHH JO3H
(50 IU/kg) Ha aBa pa3znu4HH TUNA KOHUEHTPAT Ha npoTpoMburoBus kommnekc (PCC), 3-gakTopen
KOHLEHTpaT Ha npotpoMOnHoBHua kommaeke (pakxropu I, IX u X) u 4-pakToper KOHUEHTPAT Ha
nporpombyHOBHA KoMiuiekc ((aktopu 11, VIL IX u X). 3-dakTopHHAT KOHUEHTpAT HA
MpOTPOMOMHOBHS KOMIIACKC € NOHUKHII CPEAHUTE CTOMHOCTH Ha NMPOTPOMOKHHOBOTO BpEME HA
Neoplastin ¢ npubaunintenno 1,0 cekyHaa B pamkute Ha 30 MUHYTH, B CpaBHEHHE C NTOHHKABAHE OT
npubnusurenno 3,5 cexynau HabaoaaBaHo ¢ 4-(pakTOpPHUS KOHUCHTPAT HA NPOTPOMOHHOBHA
KOMILIEKC. 3a CpaBHEHHE, 3-QaKTOPHUAT KOHLUEHTPAT Ha NPOTPOMOHHOBHSA KOMIUIEKC € HMal 1o-
rojifsM 1 no-6sp3 obill ePekT BbpXY 0OpaTHMHTE MPOMEHH B €HAOT€HHOTO 00pa3lyBaHe Ha TPEsFOHme
4-(pakTOpHHA KOHUCHTPAT Ha NPOTPOMOHHOBHA KOMIUIEKC (BX. Todka 4.9).
AKTHBHPAHOTO l1apuuranHo TpomMbonnacTuHoso BpeMe (aPTT) u HepTest criio ca ya /
3aBHCHMOCT OT J03aTa, HO M3IION3BAHETO UM 3a OLICHKA Ha (apMaKOdHHAMHYHHA cPek
puBapokcabaH He ce npenopbusa. Hama HeobxoguMocT oT HabmoAeHKE Ha Koaryaalh By
napaMeTpH 1o BpeMe Ha JEYEHHETO ¢ puBapokcabaH B KIMHUYHATA NPAaKTHKA. BbnpeRnog
CKJIMHHUYHO MOKa3aHO, HUBATa HA pHUBapokcabaH Morat aa O0baaT U3MEpBaHH ¢ KanMOpNE
KOMUYECTBEHHU TECTOBE 3a aHTUdakTop Xa (BXK. TOYKa 5.2).
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KnuHuyHa epuracHOCT ¥ 6e30nacHOCT

ITpogpuraxmuxa na BTE npu ev3pacmru nayuenmu, nOOI0MCEHU HA NIAHOB0 CIMAGHO NPOMEIUPAHE HA
masobeopenama uiu Ha KOAAHHAMA CMAsda

KnvHuyHaTa nporpaMa 3a pusapokcabaH € cb3ga/JicHa C LeN Ja nokKaxe ¢puKacHOCTTa Ha
puBapokcabad 3a npodunaktuka Ha BTE, T.e. npokcumManiu u guctandn tpomOo3u Ha ABAOOKHTE
BeHH ([IBT) u 6enoapobra embonua (BE) npu nauneHTd, moanoXKeHH HA FOIEMH OPTONEAUYHH
onepauuM Ha gonHute kpanHuuy. Hag 9 500 nauuenty (7 050 ¢ ToTanHo CTaBHO MPOTE3UPAHE HA
Tazobeapena crasa M 2 531 ¢ ToTanHO CTaBHO NPOTE3HpaHE HA KONSHHA CTAaBa) €a MPOC/ICACHK NPH
KOHTPONMMUPaHH, PAHAOMH3IHUPAHH, JIBOHHO-CNENH KIMHWYHK npoyuBaHus ¢asa Il — nporpama
RECORD.

PuBapokcaban 10 mg eaMH NbT AHEBHO, MPHIOKEH HE NO-paHO OT 6 Haca ciel ofiepaumnsira, ¢
CpaBHEH ¢ ¢HoKcanapyH 40 mg eauH NeT AHCBHO, NIPWIOXKEH 12 yaca npeau onepauura.

[Ipn BcHukuTe TpU H3nuTBaHuA Qa3sa Il (Bx. Tabnuua 4) pupapokcabar BoaAH 10 3HAYMTCIHO
HamansaBaHe Ha obuus 6por Ha BTE (Bcaxkaksu JIBT, ycranosenu upe3 seHorpadusa HIH
CUMINTOMAaTH4HO, HedaTtanHa BE u cMbpT) ¥ Opos Ha ronemu BTE (mpoxcumanua JIBT, Hedaranua
bE u cmupT nopaav BTE), npeasapurento aepHHUPaAHATE NbPBUUHH U OCHOBHU BTOPUYHH KPalHH
TOYKH 32 ePHKACHOCT. JIOMBAHUTENHO NPH BCAKO €OHO OT TPUTE MPOYYBAHHA YECTOTATA HA
cumntoMaTHyHu BTE (cumnromatuuna JIBT, HedparanHa BE, cMupT, cebp3ana ¢ BTE) ¢ no-HKcka B
rpynHTE NaUHEHTH, JIEKYBaHH ¢ puBapokcabaH, B CpaBHEHHE C IPYNHTE MALNCHTH, JICKYBAHH C
CHOKCaNapHH.

OcHoBHaTa KpaHHa TO4Ka 32 6€30nacHOCT (MAaCHBHO KbPBEHE) € ChC CBNOCTABHMA Y€CTOTa NpH
naudeHTHTE, JJeKyBaHU ¢ puBapokcaban 10 mg, cipamo eHokcanapuH 40 mg.

Tabauua 4: PeayaraT or KAKHUYHH npoy4ysaHus ¢Paza 111 no otHomenne Ha edpUKACHOCT M
He30MaACHOCT

IRECORD 1 RECORD 2 RECORD 3
(O6xBaHaTa 4 541 mauMeHTH, IOUIOKERH Ha 2 509 nauneHTH, NOANOXKEHH HA 2 531 nauneHTH, NOAJIOKEHH HA
monynauuns TOTANHA NNACTUKa Ha TOTAlHA M1acTUKA Ha TOTANHA NAACTUKA HA KONAHHATA
Tazobeapenara cTaBa TazobeApeHaTa CTaBa CTaBa
[Tpunaraxa nosa u |PuBapokcaban (EHokcanapun (P (Pueapokcabau |Exoxcanapu [P Pupapokcaban [EHokcanapu (P
npoabMKHTERHOCT|10 mg eann (40 mg eaus [0 mgeann  |H 10mg eauu(s
Ha JICYCHHETO MbT AHEBHO  [MBT OHEBHO neT ZHeBHO (40 mg eauu meT AHeBHO |40 mg enuH
caen onepauusta (35 £4 aHu 35 + 4 nuM 35+ 4 auH NbT AHEBHO 12 + 2 auu BT AHEBHO
12 + 2 gHuU 12 + 2 aHun
O6ino BTE 18 (1.1%) 58 (3,.7%) <0,0 |17 (2,0%) B1 (9.3%) <0,001 |79 (9,6%) 166 (18,9%) [<0,001]
01
Tonemu BTE 4 (0,2%) 33 (2.0%) <0,0 |6 (0,6%) 49 (5,1%) <0,001 [9 (1,0%) 24 (2.6%) 0,01
01
CumnTomMatuuuu |6 (0.4%) 11 (0.7%) 3 (0.4%) 15 {},7%) 8 (1.0%) 24 {2, 7%)
MacHBHO KBpBEHE 6 (0,3%) 2 (0,1%) 1 {0,1%) 1 {0,1%) 7 {0,6%) 6 (0,5%)

AHanu3bT Ha 0000LLICHUTE pe3yATaTH OT MpoyyBaHus ¢aza Ill noTrLpkaaBaT JAaHHUTE, MOJYUYEHH OT
OTACNAHUTE NPOYYBAHUA, [10 OTHOLLCHHE Ha RaManaBaHeTo Ha o0ims opoi BTE, ronemu BTE u
cumntomaTHuay BTE npu uinonssave Ha pusapoxcadban 10 mg BeXHbK JHEBHO B CPABHCHUE C
eHokcanapvH 40 mg ¢AUH 0BT JHEBHO.

B nonbanenue KbM nporpamata RECORD d¢aza [l ¢ nposeneno noctMapkeTHHroRo,
HEUHTEPBCHLIMOHAIHO, OTBOPEHO KoxopTHO npoy4ysBaHe ( XAMOS) cpea 17 413 nmauuenTy,

[pETHLPICIIA roNgMa OpTONeAMYHA ofepaums Ha Tazo0¢eaApeHarTa cTaBa WM KOJAHOTO, 3a 1a CC CPaBHH
puBapokcabaH ¢ Apyrn $apMaKkOJIOrHYHH aHTHTPOMOOTHLIM {CTAHNAPTHO JICYEHHE) NPH PEg

HR 0,63; 95% CI 0,43-0,91) ; nonynauus 3a fe3onacHocT). MacHBHH KPbBOH3IIHBH

npy 35 (0,4%) n 29 (0,3%) npu nauyeHTH B rpynUTE Ha pUBapoKCcabaH U Ha CTaH[
1,10; 95% C1 0,67-1,80). CnegoraTtenHo, pe3yaTaTHTE Ca B CHOTBETCTBHUE C PE3YT
OCHOBHHTEC PaHAOMH3HPAHH NPOYYBaHHA.
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Jevenue na [IBT, BE u npogpuraxmura na peyuousupawu [JBT u 6E

KnuHuuyxHaTa nporpaMa ¢ puBapokcabaH ¢ nnaHMpaHa ¢ Hen Aa AeMOHCTpUpa epMKacHOCTTa Ha
puBapoKkcabaH NPH HAYATHOTO ¥ NMPOABLIDKUTENHOTO neueHue Ha octpu JABT u BE u npodunaktukara
Ha pCLMIHBHY.

Hapg 12 800 nauneHTH ca Npoy4eHU B YCTUPH PAHAOMUIUPAHH, KOHTPOIHPAHN KIMHUYHU
npoy4saHus (asa I (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) o
AOMB/IHUTEJIHO € MPOBEACH NpeaBapHTENHO AchHUHHPAH cOOpcH aHaIKM3 Ha npoy4yBaHuATa Einstein
DVT u Einsten PE. O6iuata komOMHHUpaHa MpoabIHKHUTEIHOCT Ha ACYCHHETO 3@ BCHUKH NTPOYYBAHUS €
ao 21 mecena.

B npoyusaneto Einstein DVT 3 449 naumentu ¢ octpa JABT ca mpoydyenm 3a neyennero Ha JIBT u 3a
npodunakTvka Ha peunausrpauwm JIBT n BE (mauuenture cbve cumnromatnyeH bE ca u3kaoyeHn ot
ToBa NpoyuBaHe). [lpoabmkuTEeNHOCTTA HAa MeYeHUEeTOo ¢ 3, 6 HnHu 12 mecena B 3aBUCHMOCT OT
KJIMHHYHATA NpELICHKA Ha U3CAEeN0BaTEN.

3a neucHUETO Npe3 rspBUTE 3 ceaMuun Ha octpa JABT ca npunaranu 15 mg puBapoxcaban nsa mbTH
aHeBHO. Cnel ToBa Je4eHHEeTo npoabmkana ¢ 20 mg puBapokcabaH eANH NbT JHEBHO.,

B npoyuBaneto Einsten PE 4 832 nauunentu ¢ octsp BE ca npoyudenu 3a neyeHuero Ha bE v 3a
npo¢unaktTuka Ha peuuausrpami BT u BE. [IpoabmkuTenHoCTTa HA JIeYeHHETO € 3,6 nH

|2 Mecena B 3aBUCHMOCT OT KIIMHHUYHATA NPELICHKA HAa M3CNCA0BAaTENA.

3a neueHueTo Ha ocThp BE npes nupeute 3 ceamuum ca npunaranu 15 mg pueapokcabaH aBa IMbTH
aHeBHO. Cnea TOBa M€YEHUETO NpoabmKkaRra ¢ 20 mg puBapokcabaH €AMH MIbT AHECBHO.

H npu asete npoyueanng Einstein DVT u Einsten PE cpaBHHTENnHOTO IeueHHe BKIOYBa
CHOKCANApHH B [IPOIBLIDKCHUE HA MIOHE 5 THH B KOMOMHALMA C aHTaroHUCT Ha BHTaMuH K 1o
focTurade Ha cTOHHOCT 3a PT/INR B tepaneBruunnte rpaunuu (> 2,0). JleueHueTo npoabikana ¢
aHTAaroHMUCT Ha BUTaMHUH K, kato no3arta My ¢ Takasa, ye croiHocTHTE 3a PT/INR naca B
TEpaneBTHHHUTE rpaduuy ot 2,0 go 3,0.

B npoyusaHeTto Einstein Extension 1 197 naunents ¢ JIBT uau BE ca npoydyenn 3a npodpunaxkTHka Ha
peunansupaiun BT u BE. Ilpoas/ikutenHocTTa Ha eyeHHeTo obXxBala JONbIHUTEIHH 6 00

12 Meceua nmpH MaLMeHTH, KOUTO Ca NPEMHHANM KypPC Ha JiedeHHe oT 6 10 12 Mecella Ha BEHO3EH
TpomM0O0eMOOTN3IBM B 3aBHCHMOCT OT KJIIMHHYHATA NpeLUcHKa Ha uicnegosarens. CpaBHsBa ce
pupapokcadbad 20 mg BeaHBXK AHEBHO ¢ maalcdo.

[MpoyuBanusara Einstein DVT, PE u Extension u3non3eat ¢IHH M CbILM NMPEABAPHTEIHO AehHHHPAHH
IbPBHYHHU H BTOPHYHM PE3IYATATH 3a ePHKACHOCT. [IbpBHUHHAT pe3yaTaT 3a chHUKACHOCT €
CUMITOMATHYEH peLUIAHBHpalL BcHO3eH TpoMboembonniem (BTE), aepunupan kaTo cuCraseH ot
peunausupawia /1BT unu neranen nnu HeneraneH bE. BropuunHAT pesyntar 3a edukacHocT ce
neduHUpa KaTto chueTaHue ot peuansupaia JIBT, Henerancy bE ¥ cMBPTHOCT HE3aBHCHMO OT

NPpHYHHATA.

B npoyusane Einstein Choice 3 396 nauneHTd ¢ norsppaecHa cumnromatuyda JIBT n/unm bE, konto
ca 3aBbpuiniM 6 10 12-MeCeyHO AaHTHUKOATyJIAHTHO ICYCHHUE, Ca NPOYUEHHM 33 NPOPUIAKTHKa Ha
¢ataneH bE u Hegaranun cumnromatuyru ABT u BE. [TannenTture ¢ nokasanue 3a Npoab/HKUTENHO
AHTHKOAryJIaHTHO JICYEHHUE C TCPANCBTHYHA 103a Ca M3KIIIOUCHH OT NPOYHBAHETO.
[IpoabaAXKUTENHOCTTA HAa IEYEHUETO € 40 12 Mecena B 3aBHCUMOCT OT AaTaTa Ha MHAWBHUAYAJIHOTO
paHaoMu3npaHe (MeadaHa: 351 guu). Pupapokcaban 20 mg Beanbx AHeBHO ¥ puBapokcaban 10 mg
BEAHBX ZHEBHO ca cpaBHeHH CbC |00 mg aneTHICATHIHIOBA KHCENHHA BEAHBX AHEBHO.

[TLpBHUHMAT PE3yNTaT 3a €PHKACHOCT € CHMITTOMATHYEH peUHAHBHPALL BEHO3CH TPOMO

B npoyusaneTo Einstein DVT (Bx. Tabnuua 5) ce nokassa, ye puBapokcadaH € ¢

eexkTHBHOCT OT eHokcanapuu/ABK 3a mbpBuuHnA pe3ynTar 3a epukacHoCT (p <
no-manka edpextusHoct)), Koedhuunenr na Puck (KP): 0,680 (0,443 - 1,042),p =
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¢pHKACHOCT IUTIOC KpbBOM3NMBH) ce ¢chobiasa ¢ KP 0,67 ((95% JAHU: 0,47 - 0,95), HoMuHanHa p
croitHocT p = 0,027) B non3za Ha pueapokcadaH. INR cToiHocTHTE Ca B TepaneBTHUHHUS AHANa3oH
cpeauso 60,3% oT BpeMETO MpH cpeaHa MPOABIKHTENAHOCT Ha eucHHETO OT 189 nuu, 1 55,4%, 60,1%
# 62,8% OT BpeMCTO Npu IPYNHUTE C NIaHHPAHO NICYCHHE C MTPOLB/HKHUTEIHOCT CBOTBETHO 3, 6 1 12
mececua. B rpynarta Ha enokcanapuH/ABK HAMa scHa BpB3Ka MEXAY HUBOTO HAa CPEAHOTO LICHTPAIHO
TTR (Bpeme B Tapreted INR auanazon 2,0 - 3,0) npu TepTHANTE € €AHAKDB pa3Mep H YECTOTATA HA
peunauupawnte BTE (p = 0,932 3a BiaumoaeicTBue). B Hall-ropHus TEPTHIT 110 OTHOLICHHE Ha
neHTbpa Koepuuvenrst Ha Puck (KP) npu pusapokcaban cnpamo sapgapus € 0,69 (95% JAH: 0,35 -
1,35).

YecTOTHTE 32 MbPBHYHMSA Pe3YyITaT 3a 6e30nacHoCT (ronemMy win KIMHHYHO 3HAaYHMH HErOEMH
KPbBOKW3/MBH), KAKTO M 3@ BTOPHYHKUSA pe3ynTar 3a 6€301nacHOCT (rojieM KPbBOHMITHBH ), Ca CXOJHH 34

ABCTC TCPAIICBTHYHH I'PYIIH.

Tabauua 5: PesynraTu 3a epukacuoct u 6ezonacHoct ot ¢a3za Il Einstein DVT

[IpoyuBaHa ronynauus 3 449 mayMeHTH ChC CUMIITOMATHYHA OCTpa AbJOOKA BEHO3HA
Tpom0O03a
Ho3a 1 npoaABIHKUTENHOCT Ha Pupapokcaban® Enokcanapria/ABKP®
NEYEHHETO 3, 6 unu 12 Meceua 3,6 unn 12 Meceua
N=1 73] N=1 718
CuMnrroMaTH4cCH 36 51
peunausupaul BTE* (2,1%) (3,0%)
CHuMIITOMaTHYCH 20 18
peunausupail bE (1,2%) (1,0%)
CumnroMaTu4dHa 14 28
peunausupaiua JIBT (0,8%) (1,6%)
Cumnromatnunu bE u JIBT ] 0
(0,1%)
®dartanes bE/cMupT, xbaero BE | 4 6
HEe MOXE Aa ObAC U3KITIOMCH (0,2%) (0,3%)
[‘'onamo uav KIMHHYHO 139 138
3HAYMMO HETONAMO KBPBCHE (8,1%) (8,1%)
[ConeMu KpBBOHINHBH 14 20
(0,8%) (1,2%)
o PusapoxkcabaH 15 mg ABa MbTH AHEBHO 3a 3 ceAMHULIM, mocneasaHo ot 20 mg eauH

NBT AHCBHO
6)

EHoKkcamapuH 3a Hai-Manko 5 MM, 3aCcTbNCH M nocieasan ot ABK

* p < 0,0001 (He no-Manka e¥KaCHOCT NO OTHOLUCHHE HA npeasapHTenHo onpeneneH KP 2,0);
KP: 0,680 (0,443 - 1,042), p = 0,076 (npcBB3X0ACTBO)

B npoyusaneto Einstein PE (Bx. Tabnuua 6) ¢ nemoncTpupano, e puBapokcabaH € ¢ He no-Masnka
e¢rkacHocT oT eHokcanapu/ABK 3a nupsruHHA pesynrart 3a eprkacHocT (p=0,0026 (TecT 3a He no-
manka epukacHocT); KP: 1,123 (0,749 - 1,684)). [Ipensaputento acprHHpaHaTa HETHA KIIMHHYHA
nonza (MbPBUYEH PE3YATAT 33 €PHKACHOCT TUIKC rofeMH KpsBOHINHBH) ce chobtasa ¢ KP ot 0,849
((95% JU: 0,633 - 1,139), HomuHanHa p croiHocT p = 0,275). INR cTroitHOCTHTE Ca B TepaneBTHYHUS
IHAana3oH cpeaHo 63% OT BpeMeTo npH cpeaHa NpOoab/KHUTEIIHOCT Ha JIeYEHKHETO OT 215 auu u 57%,
62% u 65% OT BpEMETO NIPH IPYNHTE C MIAHHPAHO NICYEHHE C NPOABIDKATEIHOCT CHOTBETHO 3,6 1 12
mecena. B rpymnara Ha ¢eHokcanapuH/ABK HAMa sicHa Bpb3Ka Mexly HUBOTO Ha CPEAHOTO LIEHTPANTHO
TTR (Bpeme B TapreteH INR auanason 2,0 - 3,0) npu TepuminTe ¢ €4HaKBLB pa3Mep H YECTOTATa Ha
peunausupaunte BTE (p = 0,082 3a p3aumoneicraue). B Hal-ropuus TepLm rnmo oTHOLICH
ueHTbpa Koepuumnentst Ha Puck (KP) npu pusapokcaban cnpsamo Bapgaput ¢ 0,642

- 1,484).

YecToTHUTE 33 MBPBHYHUA pe3YyiITaT 3a Oe30nmacHOCT (roJIEMH WIH KIHHUYHO 3Ha4
KPBBOM3INHBH) Ca MAJIKO [10-HUCKH B rpylnaTta Ha jJe4eHHue ¢ pusapokcaban (10,3%
CpaBHCHME C rpynara Ha sieueHue ¢ cHokcanapvi/ABK (11,4% (274/2 405)). Hect
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pe3ynTaT 3a 6e30nacHoOCT (roeMy KpLBOM3IMBH) € NMO-HUCKA B IrpynaTa Ha puBapokcabaH (1,1% (26/2
412)) B cpaBHeHHe ¢ rpynara Ha edHokcanapuH/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% AH: 0,308 -
0,789).

Tabauna 6: Pesyaratu 3a epuxacnoct M 6ezonacrHoct o1 pasa I11 Einstein PE

[IpoyyBaHa nonynauus 4 832 nauHeHTH c ocTpa cuMnToMaTnyHa bE
Jlo3a ¥ npoabmxuTenHocT Ha | PuBapokcaban® Enokcanapnu/ABKP®
NeYeHUEeTOo 3, 6 unu 12 Meceua 3, 6 unn 12 meceua
N=2419 N=2,413
CuMnTOMaTHYCH 50 44
peunguBupamn; BTE* (2,1%) (1,8%)
CuMnTOMaTHUCH 23 20
peunausupail bE (1,0%) (0,8%)
CuMnTOMaTHYHA 18 17
peuyauBupauia JIBT (0,7%) (0,7%)
Cumnromatuyuy bE u JIBT 0 2
(<0,1%)
datanen bE/cmbpT, kbaeto BE | 11 7
He MOXe Aa Obae H3KAKHEH (0,5%) (0,3%)
[onsiMO MU KNIKHUYHO 249 274
3HAYUMO HETOJNIAMO KbPBEHE (10,3%) (11,4%)
["'oneMu KpbBOH3IINBH 26 52
(1,1%) (2,2%)
2 PuBapokcabaH 15 mg aABa TbTH JHEBHO 33 3 CEAMMUM, nocneasaqo ot 20 mg eaAnH MbT AHEBHO
6) EnokcarnapHH 3a Hal-Maslko 5 HH, 3acTeiEH KU nocneasad ot ABK
* p < 0,0026 (He no-Manka e¢pHKaCHOCT MO OTHOLICHUE Ha npeaBapuTenHo onpeaeneH KP ot 2,0);

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

[IpoBencH e npeasapuTeNnHo AcpuHNpaH 0000IICH aHANM3 Ha pe3yaTaTa oT npoyusaHuaTa Einstein
DVT u PE (Bx. Tabauua 7).

Tabnuua 7: Pe3yaratu 3a epukacHocT # 6e3onacHocT ot chboper ananu3 Ha a3a Il Einstein
DVT u PE

[Ipoy4BaHa nonynauus 8 281 nauvcHTH ¢ ocTpd cumnromatiyiy ABT niu bE
Jlo3a ¥ npoab/DKHTENHOCT HA | PuBapokcaban® Enokcanapun/ABK®
JIEYEHHETO 3,6 unu 12 Meceua 3, 6 unu 12 Mecela
N=4 150 N=4 131
CuMnToOMaTHYCH R6 95
| peunansupamt BTE* (2,1%) (2,3%)
CuMnToOMaTHYEH 43 38
peunanBupan bE (1,0%) (0,9%)
CumMmnToMaTH4Ha 32 45
peunauBupawia JIBT (0,8%) (1,1%)
Cuamnromatnuiy BE u JIBT 1 2
(<0,1%) (<0,1%)
®daraned BE/cMbpT, npu kosto | 15 13
He MOXKE Z1a ce u3Kkmoud bE (0,4%) (0,3%)
["oneMyu MM KIIUHHYHO 388 412
3HAYHMH HETOJICMH (9,4%) (10,0%)
KPBbBOHM3JIHBH
["onemu KpbBOM3IHBU 40 12
(1,0%) (1,7%)

¥ PuBapokcabaH |15 mg ABa mbTH JHEBHO 3a 3 ceAMMIIM, NocaeaBaHo oT 20 mg
®  EHOKcanapHH 3a Hai-MaJIko 5 JHH, 3aCTbNCH K nocneasan ot ABK

* p<0,000] (He no-mManka €pHKACHOCT MO OTHOLUCHHUE HA NPEABAPHTEITHO OfIpe
KP: 0,886 (0,661 - 1,186)
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[IpensapuTenno AcpuHUpaHATA HCTHA KIMHUYHA NTON3a (MbPBHYEH Pe3yATaT 3a ¢PUKACHOCT ITIOC
roseMu KpsBOM3NMHBH) Ha cOopHuA aHanu3 ¢¢ cwobuaea ¢ KP ot 0,771 ((95% AU: 0,614 - 0,967),
HOMHHANHA p cToiHocT p = 0,0244).
B mpoy4saneto Einstein Extension (8. Tabnnua 8) pysapoxcaban npesb3xosa nnauedo no
OTHOLLIEHHEC HA MBPBUYHHTE H BTOPHUYHUTE Pe3Y/ITAaTH 3a €PHKACHOCT. 3a MbPBHYHUS PE3yNTaT 34
0e30MacHOCT (roJICMH KPbBOH3THBH) CC YCTAHOBABA HE3HAYUMO YHCIICHO MO-BHCOKA YECTOTA MPH
NAalHUECHTUTC Ha JIcYeHHe ¢ puBapokcaban 20 mg eauH BT Ha A€H B CpaBHCHHUE ¢ nuauebo.
BTopruHHAT pe3yaTat 3a 6e30nacHOCT (roJIeMH UK KIMHHYHO 3Ha4YUMH HErOICMH KPbBOH3JIHBH)
MOKa3Ba MO-BHCOKH YECTOTH MPH NMALMCHTHUTE, IEKYBaHH ¢ puBapokcabaH 20 mg eIuH NbT AHEBHO, B

cpaBHEHHE ¢ naauedo.

Tabauua 8: Pesyarat 3a epuxacHocT H OesonacHoct oT ¢a3a 111 Einstein Extension

[IpoyuBaHa nonynauus | 197 nauHeHTH ¢a NPOILIDKAIM JICYCHHETO H NMPOPHIaKTHKATA
3a peliMINBHpalll BEHO3CH TpomMboeMOonH3bM
Ho3a ¥ NpoabIKUTETHOCT HA PuBapokcaban® [Inauebo
JIEYEHUETO 6 nnu 12 Mecela 6 unu 12 mecena
N=602 N=594
CUMNTOMaTH4YEH 8 42
peunauBupawy BTE* (1,3%) (7,1%)
CvMITOMATHYEH 2 13
peunauBupatl bE (0,3%) (2,2%)
CuMnToMaTH4yHa 5 31
peunauBupauia BT (0,8%) (5,2%)
®artaned bE/cMbpT, npu koato | | 1
He MOXe Ja c¢ u3knK4u bE (0,2%) (0,2%)
["oneMu KpBLBOU3INMHEBH 4 0
(0,7%) (0,0%)
Knuaniro 3HauuMH Heronemn | 32 7
KPBBOHU3HBH (5,4%) (1,2%)
2 Pusapoxcaban 20 mg eauR MbT AHEBHO

* p < 0,0001 (npeBw3xoacrtso), KP: 0,185 (0,087 - 0,393)

B npoyuBasero Einstein Choice (8x. Tabnuua 9) pusapokcadban 20 mg u 10 mg npess3xoxaa 100

Mg aleTHWICATMIMIOBA KHCENMKA NO OTHOLLICHXE Ha NbPBHYHHUA pe3ynTaT 33 €¢pHKACHOCT. OCHOBHUAT

pe3ynTar 3a 6c30nacHoCT (CHOMTHA Ha NONsAM KPHBOKHIIMB) € CXOAEH NMPH NALHCHTHTE, JICKYBAHH C
puBapokcabaH 20 mg 4 10 mg BeaHBXK AHEBHO B cpaBHCHHC cbC 100 mg aneTHncanvumnosa

KHCCITHHA.

Ta6auua 9: Pesynratu 3a epuxacHocT H HesonacHoct ot ¢asza III Einstein Choice

[IpoyuBaHa nonymauus

3 396 ca npoabJHKUAH NPOPHIAKTHKATA 38 PEUMIUBHpALL BEHO3CH

TpoMOOCMOOIHIBEM

TepanesTriuHa 103a

Pusapokcaban 20 mg

BEAHDXK AHCBHO
N=1 107

Pusapokcabau 10 mg

BCAHBK AHEBHO
N=1 127

ASA 100 mg
BCIAHBX JHCBHO
N=1 131

Menaouasa Ha
NPOOBL/DKHTENHOCTTA Ha
JIEYEHHETO

349 [189-362] aum

353 [190-362] num

350 [186-362] anu

(HHTEpKBApPTWIEH

JIMana3oH)

CuMnToMaTH4YEH 17 13
peuuausupail BTE (1,5%)* (1,2%)**
CumMnToMaTHuCH 6 6
peunaueupail bE (0,5%) (0,5%)
CuMnroMaTH4yHa 9 8
peunauBupaina BT (0,8%) (0,7%)
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Qaranen bE/ emspr, 2 0 2

MpH KOATO He Moxe fa | (0,2%) (0,2%)

ce B3knw4u bE

CuMnToMaTHUCH 19 18 56

peuuansupam BTE, (1,7%) (1,6%) (5,0%)

MHDAPKT Ha MUOKap/a,

HHCYJIT HJIH CHCTEMCH

embonu3eM H3ebH LIHC

["oneMH KpLBOH3IIIHBH 6 5 3
(0,5%) (0,4%) (0,3%)

KiTHHMYHO 3HaYUMH 30 22 20

HETOJICMH KPbBOM3NHUBH | (2,7) (2,0) (1,8)

CumniTtoMaTHueH 23 17 53

peunauBupaul BTE unum | (2,1%)+ (1,5%)++ (4,7%)

rOJISIM KPbBOW3/IMB

(HETHA KNHHHYHA

[10J13a)

* p<0,001(npepb3xoacTeo) puBapokcadan 20 mg Beaubxk aueBHO capAMo ACK 100 mg BeaHbX
nHesHo; HR=0,34 (0,20-0,59)

** n<(,001 (npesb3xoacTso) puBapokcaban 10 mg Beansxk AHeBHO cnpaMo ACK 100 mg Beaubx
aHeeno; HR=0,26 (0,14-0,47)

+ Pusapoxcaban 20 mg Beanbxk aHesHo cnpamo ACK 100 mg seansx asesno; HR=0,44 (0,27-0,71),

p=0,0009 (HoMHuHanHa)
++ PuBapokcatan 10 mg Beaunk aHesHo cnpamo ACK 100 mg seausxk anesno; HR=0,32 (0,18-
0,55), p<0,0001 (HoMHHaNTHA)

B nonwnnHenue kuM nporpamara EINSTEIN ¢asa 111, e nposeaeso npocnekTBHO,
HEMHTEPBEHLIKOHAIIHO, OTBOPEHO KOXOPTHO npoy4BaHe (XALIA) ¢ ueHTpanM3npaHa oueHka,
sxmouBall peunausupaiy BTE, ronamo kbpeeHe M cMbpT. 5 142 naunenTa ¢ octpa JIBT ca
BKJIIOYEHH 32 MpOoy4BaHe 0€30MacHOCTTa Ha pHBAapOKCa0aH B AbArOCPOYEH IUTIaH B CPABHEHHE ChC
CTaHJapTHaTa aHTHKOAryJIaHTHA TepanHs B KIMHHYHATA NpakTHKAa. CTOHHOCTHTE Ha rofisMo KbPBCHE,
peunausupail BTE 1 Bcuuku cnyvaun Ha cMBpT 3a puBapokcaban ca 6unu cboteetHO 0,7%, 1,4% ¢
0,5%. ChluecTByBaT pa3IMKH B OCHOBHH XapaKTCPHCTHKH Ha MALMEHTHTE, BKIIOYHTCIHO Bb3pacT, pak
1 6B6peuHo yBpexaane. ManonieaH ¢ crpaTuduiMpal aHaIU3 NO NpEABAPHTENHO ONpeae/ICHH
CTORHOCTH 3a rpyNnUpaHe Ha H3IMEPBAHUTC OCHOBHU XapaKTEPHCTHKH, HO BbIIPCKH TOBA OCTABAIUMTC
OTKJOHEHHA MOXE Aa NOBAKAAT Ha pe3yatatute. Kopurupanure KP 3a ronamo kbpBeHe,
peunansupan] BTE u Bcuuky ciydaum Ha cMbpT ca Ounn croTeeTHO 0,77 (95%

CI1 0,40 - 1,50), 0,91 (95% C1 0,54 - 1,54) n 0,51 (95% C1 0,24 - 1,07).

Te3u pe3yaTaTH NpHU NaUMeHTH, KOUTO ca OMIM HaOMoAaBaHH NIPH PEaNIHH YCIIOBHA, €A B
CHOTBETCTBHE C YCTAHOBEHHSA NMPOdH Ha H€30MacHOCT NPH TOBA MOKAa3aHHE.

B nocTMapKeTHHIOBO HEUHTEPBEHUMOHAMHO npoyuBane npu nosede oT 40 000 nauneHTH O€3
aHAMHE3a 3a paK, OT YETHPH IbPKaBH, puBapokcabaH € npeanKcax 3a NeYEHHE WIH NPOPHIAKTHKA Ha
JIBT u BE. UectoTara Ha ¢cbOuTHATA Ha |00 mauneHTOrOANHY 33 CHMITTOMATHYHHU/ KITMHHYHO 3HAYHMHU
BTE/rpomMGoeMb0nnyuHH chOMTHA, BOAEILHM 10 XOCMHUTaNnn3aius, ¢ B Auana3oH ot 0,64 (95% C1 0,40 -
0,97) 3a O6eannenoro Kpancreo a0 2,30 (95% CI 2,11 — 2,51) 3a 'epmanusa. KepBeHe, KOETO BOAH
110 XOCTIMTAIM3aLIMA, HaCThIIBA ¢ YecToTa Ha crOuTHATa Ha 100 naunentoroanuu 0,31 (95% C10,23 -
0,42) 3a BTpeucpencH KpbBou3nns, 0,89 (95% CI 0,67 — 1,17) 3a cToMalHO-YpPEBHO KBPBEHE,

0,44 (95% CI1 0,26 — 0,74) 3a yporenuTtanso kepeeHe u 0,41 (95% C1 0,31 —0,54) 3a apyro KbpBeHeE.

[TauyeHTH ¢ BUCOKOPHCKOB TPORHONO3HUTHBEH aHTHHOCHOIHUNUAEH CHHADOM
B cnioncopupaHo OT H3cAeAoBaTens, paHROMH3HPaHO, OTBOPEHO MHOTOLIEHTPOBO NP0

3ac/IeneHa OliEHKa Ha KpaiiHUTe TOUYKY, puBapokcabaH € CpaBHCH € BapQapuH Npy N
aHaMHE3a 3a TpoMb03a, AMarHOCTULUMPAHH C aHTH(QOCHONHITHAEH CHHAPOM H C BHCO
TpoMboeMBONTHYHH CHOUTHA (MOMOXKHTEIHH NPH BCHYKATE 3 aHTHOOCPONHIHIAHH T
aHTHKOAryJaHT, aHTUKAPIHOJHMHHOBY aHTHUTENA M AaHTHTENA cpeily OeTa-2-IIHKOMp
[IpoyuBaHeTO € NpeKpaTCHO NMPEXACBPEMEHHO Caed BKAOYBaHETO HA |20 nauueHTH M
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MHOro cbOUTHA cpea NAUMEHTUTE B rpynara Ha pusapokcadad. CpeaHoTo npocacasBaHe € 569 quu.
59 mauueHTH ca paHaoMu3vMpaHm Ha puBapokcaban 20 mg (15 mg 3a mauMcHTH ¢ KPCaTHHHHOB
knmupBHC (CrCl) <50 ml/min) u 61 na Bapgapun (INR 2,0 - 3,0). Tpomboembonunuuu cbbuTHs ce
nposaBsaBat npu 12 % OT NaLMEeHTHTE, paHAOMH3HUPAHH Ha puBapokcabaH (4 HCXCMHUYHH HHCYITa U 3
MuoKapaHy uHdapkra). He ca cpbobiapaHu chOUTUS NpH NALMEHTH, paHIOMH3HpPaHH Ha BapgapHH.
MacuBHO KbpBeHe ce Habmogaea npu 4-Ma nauneHTH (7%) ot rpynara Ha pusapokcabaH u npu 2-ma
nauueHTH (3%) ot rpynata Ha BapgapHH.

HCQHH [PHYHA NNOMYJdlIHA
Eﬂponcﬁcn:ara dI'CHLHUA [10 JICKAPCTBATAa 0oCB0OO0X1aBa OT 3aQb/IKCHHETO 3a ApCaO0CTABAHC Ha

pC3yNTATHTE OT MPOYYBAHHATA C pHBapoKcabaH BB BCHUKH MOArPYNiH Ha NNEAHATpUYHATA NONYalUus
npu npodunakTHka Ha TpomboeMmbonnyuHy cubuTHA (BXK. TOYKA 4.2 33 HHDOPMALIMA OTHOCHO
ynorpeba B neguaTpHAaTa).

5.2 @apMaKOKHHETHYHH CBOHCTBA

A6copbuus

Pusapokcaban ce abcopbupa 6bp30, KaTO MAKCHMATHUTE KOHUEHTPAUMH (Cmax) €€ xocTurar 2 - 4 yaca
cnen npueMa Ha tabserkara.

[TepopanHaTta abcopbusns Ha puBapokcabaH € MOYTH MTbJTHA W NepopaniHaTa OHOHANHMYHOCT € BUCOKa
(80 - 100%) 3a no3a ot 2,5 mg u 10 mg, npuera kato Tabnerka, HE3aBUCUMO JANH NPHEMBT € Ha
rAAOHO WK cief xpaHeHe. [IpuembT Ha puBapokcabaH ¢ xpaHa He noeausapa AUC unu Crax npu
no3ute 2,5 mg u 10 mg. Pusapokcaban tabnerku ot 2,5 mg 1 10 mg MoraT 11a ce npUeMar ¢ HiH 6e3
XpaHa.

@apMaKOKHHETHKATA HA pHBApoKcabaH ¢ nouTy nuHeHHa a0 oxono 15 mg eaud et HA AcH. [pu mo-
BHCOKM J103H pHBapokcabaH Mnoka3sa orpaHutcHa OT pa3TBOpPHMOCTTa abcopduua ¢ HamasneHa
OMOHANMYHOCT U HAMAJIABAHE HA CTerneHTa Ha abcopbumsaTa npyu NOBHIIABaHE HA A03aTa. TOBa € No-
CHUITHO M3SABEHO Ha INaHO, OT KOJIKOTO Cc/ npHeM Ha XpaHa. PapMakoKHHETHYHATa BapHabMITHOCT
Ha puBapokcaban ¢ yMepeHa ¢ BapupaHe Mexkay oTaeaHuTe nauneHTd (CV%) B uaTepeana ot 30% a0
40%, OCBCH B JI€HA HA ONEpaTUBHATA HHTEPBCHLNA H HA CJICABAIIMA JACH, KOTaTO BapHabHIHOCTTA Ha
exkcnosuuuaTa ¢ Bucoka (70%).

A6copbumnaTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha HEFOBOTO OCBOO0XK1aBaHE B CTOMALHO-
ypeBHUA TpakT. Cbobiapa ce 3a 29% un 56% Hamanenmne Ha AUC n Crax B cpaBHeHue ¢ TabneTka,
KOTATO rpaHynaT puBapokcabaH cc ocB0o00XK/AaBa B MPOKCHMMAIHUTE OTAC/IH HA TBHKUTE HEPBA.
ExcnosuumaTa ce HaMansaBa JOMBJIHUTEIHO, KOraTo pUBapokcabaH ce ocBobokaaBa B AUCTATHUTE
OTAENW Ha THHKHATE YCPBa UM BbB Bb3XoaauI0To AcOeno uepgo. [To Tazm npuunHa tpadea aa ce
M304rsa NPUACKEHHUCTO HAa pHBapokcabaH JUCTAJIHO OT CTOMaxa, ThH KaTO TOBAa MOXE 11a A0BEAC A0
HamasneHa abcopbuns K CbOTBETHO CBBbP3aHa ¢KCIO3UUIMNS Ha pUBapoKcabaH.

buonanuanoctTa (AUC 1 Crax) € O1na cpasHuMa npt 20 mg pusapokcabaH, MpuIoXKeH NepopaiHo
KaTo HaTpollicHa TabneTka, pasMecCcHa B A0BLAKOBO MOpe, MM CYCNCHAMpaHa BB BOAA M NPHUII0XKEHA
npe3 cToMaluHa COHAa, NOCAeIBaHO OT TCYHa XpaHa, B CpaBHCHHE ¢ LsnaTa Tabnetka. Karo ce uMa
npeaBu MPeABUAMMHS, TIPONOPLIMOHANCH Ha 103aTa papMaKkOKHHETHYCH npodun Ha puBapokcabaH,
pesynTatruTe 3a OHOHAMMYHOCTTa OT TOBA MPOYUYBAHE BEPOATHO Ca MPWIOKHMH 33 MOHHKABAHC Ha
103UTE Ha pHBapoKcabaH.

PasnpeaeneHue

CBBp3BAHETO C MIA3MEHUTC NIPOTCUHH NPH XO0PA € BUCOKO, 0KoJ10 92% no 95%, kato cCpyMHHUAT
anbyMHH € OCHOBHaTa CRbp3Balla Ppakuus. O6eMbT Ha pasnpeeiCHHE € YMEPCH C Vi,
npubnnntenrdo 50 nurpa.

buoTtpaHcdopMaums M eNHMHHHpAHE
Oxono 2/3 oT npuiioxkeHaTa A03a puBapokcabaH ce noasara Ha MeTaboJIUTHO pasrp
KOETO NONOBHHATA CE€ eNHMHHHpa npe3 6uOpeunte, a Apyrarta nosoarHa — ¢ pexany
1/3 oT npunokeHaTa J03a Ce M3bYBa Upe3 aUpekTHa 6bOpeyHa eKCKpelHs KaTo
aKTHBHO BEILUCCTBO B YPHHATA, IJIaBHO upe3 akTHBHA ObOpeyHa cekpeuus.

Pusapokcaban ce metabonunsupa upes CYP3A4, CYP2J2 n CYP-He3aBHCHUMU Me
PasrpaxxnaHeTo ype3 OKMCICHUE Ha MOPPOMTHHOHOBHSA paJHKal M XHIPOJIH3aTa Ha i
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Ca OCHOBHHTE NpouecH Ha Ouotpanchopmauus. OT in vitro U3CneIBaHHA € H3BCCTHO, Y¢
prBapokcaban e cybcTpar Ha TpaHCNOpPTHHTE npoTerHH P-gp (P-rankonpotenH) u Berp (mpotert Ha
PE3UCTEHTHOCT Ha paK Ha ['bpAaTa).

HenpoMmeHenusat pusapokcabaH € Hail-BaXKHMAT KOMIIOHEHT B YOBCLIKATa I1a3Ma, 6¢3 1a uMa apyru
OCHOBHH H/IM aKTHBHH LUHPKYyJIHpalH Metabonutu. Cbe cucTeMeH kaupbHe okoso 10 I/h
pHBapokcabaH MOXe 1a ce KnacH(HLHpa KaTo BELECTBO ¢ HUCBK KAHPBHC. Crie HHTPAaBEHO3HO
MPUIOKEHHE Ha 1032 OT | Mg eNMMHUHALMOHHHMAT MONYXHBOT € okoio 4,5 yaca. Cnen nepopanHo
NPUI0KEHUC STMMUHUPAHETO CTaBa IMMHUTHPAHRO OT CTENEHTa Ha abcopbuua. EnuMunnpaneTo Ha
pHBapokcabaH OT IU1a3MaTa HacThIIBa C TCPMHHAICH NMOMYXXHBOT OT 5 10 9 Haca npu Mnaad MHIHBHIH
"ot 11 g0 13 waca npy naLMeHTH B CTAPYECKa Bb3pacT.

CrneuHanHy nonynaiuu
[To

He ca ycTaHOBEHH KIMHHYHO 3HAYHMU Pa3idKH BbB hapMakoKHHETHKATa H GapMaKoOAHHAMHKATA
MENCTY MALMEHTH OT MBXKH M XEHCKH MOJL

[Tayuenmu 8 cmapyecka evipacm

[TauneHTHTE B CTapyecKa Bb3pacT MOKAa3BaT MO-BUCOKH MJIA3MEHH KOHLIEHTPALHHU B CPABHCHHC C MO-
MITAJMTE NALHECHTH CbC cpeanM cTofiHocTH HAa AUC okon10 1,5 mbTH NO-BHCOKH, OCHOBHO NopaaH
HamManeHus (fpueuacH) obuy M 0BOpeueH knupbHC. He ce Hanara Kopekuusa Ha A03aTa.

Pazauurnu kamecopuu 6 3agucumocni om meeiomo

[IpekoMepHH OTKJIOHCHHA B TesecHoTO Terno (< 50 kg nnu > 120 kg) umar camo manko BausHHE
BbPXY Ma3MEHUTE KOHLICHTpallMi Ha puBapokcadaH (no-Manko ot 25%). He ce Hanara kopexuHsa Ha
ao3ara.

Mesxcoyemuuuecku pazuius

He ca ycTaHOBEHH KJIMHHYHO 3HAMHMM MEXIYCTHHUECKH pa3NuyMsa NpH NalMeHTH OT eBPONcHIHATA,
apo-aMepHKaAHCKaTa, NaTHHOAMCEPHKAHCKATa, AMOHCKATa M KMTaHCKATa rpyny Nno OTHOLICHHE Ha
dapmakokuHeTHKaTa H apMakoayHaMHKaTa Ha pusBapokcaban.

Yeprodpobro yepeacoane

MaunenTn ¢ uMpo3a 1 Jcko yepHoapodbHo yBpexaane (knac A no Child Pugh) nposssasar camo
MHHHUMAJIHHU NPOMEHH BbB (papMaKOKHHeTHKaTa (cpeano 1,2 nbt¢ nosHueHne Ha AUC Ha
pHBapokcabaH), KOCTO ¢ MOYTH CPABHHUMO CbC CHOTBETHATA UM KOHTPOJIHA Ipyna 3ApaBy HHAUBHIH,
[Ipy nauMeHTH ¢ UUPO3a U yMepeHo YepHoaApoOHo yBpexaaHe (knac B no Child Pugh), cpeanara
AUC Ha puBapokcabaH ¢ 3HAYUTECAHO NOBHLICHA (2,3 MbTH) B CPaBHCHHE CbC 34paBH 10OpOBOIILIM.
AUC Ha HecBbp3aHaTa dpakuus cc nopyiuaea 2,6 mbTH. Ilpy T€31 NaLMEHTH HMa H HAMaJICHO
610peyHO CIMMUHHpPAHE Ha puBapokcabaH, Noao6HO HA TOBA MPH NALMCHTH C yMepeHo ObOpeuHo
yBpeXaaHe. HaMa DaHHH OT NaLMEHTH C TEKKO YEPHOAPOOHO yBpPCKIAHE.

MuxubupaueTo Ha akTHBHOCTTA Ha (pakTop Xa NpH NalHCHTH C YMEPEHO YepHOAPOOHO YBpEkKIAHE €
MOBHILEHO 2,6 ITbTH B CPAaBHEHUE CbC 3ApaBH gobposonuy; PT cbluo ¢ yabmkeHo — 2,1 ABTH.
[TalMeHTHTE ¢ YMEPEHO YepHOAPOOHO YBpEXKAAHE Ca NO-4YBCTBHTENHH KbM PHBApoKcabaH, KOETo
Boay 10 no-ctpbMHO PK/PD crnoTHOLIEHHE MeX Ay KOHUCHTpauuaTa 1 PT,

PusapokcabaH € NpOTHBOIMOKA3aH NPH MALKEHTH ¢ YepHOApobHO 3abosnsBaHe, CBbP3aHO C
KOarynofiaTia U KIHHHYHO 3HAaYHM PHCK OT KbPBCHE, BKJIKOYMTENHO naumueHTH ¢ uupo3a ¢ Child Pugh
B n C (BXx. Touka 4.3).

bbOpeuHo yBpexaaHe
HabGnionaBa ce yBeNMHUCHHE Ha €KCMO3IMLMATA Ha pHUBApOKCabaH yCrnopeAHO ¢ HaMaigBaHe Ha

OnOpeuHaTa QYHKUMSA, H3MEPEHA Ype3 KPeaTUHHHOBUA KNHMPBHC. IIpyM HHAHBHAHM C €K
(kpeaTHHHHOB KIHPBHC 50 — 80 ml/min), yMepeHo (kpeaTHHHHOB KIMpBHC 30 -
(KpeaTHHMHOB KJIIHPBHC 15 — 29 ml/min) 666peyno yBpekaaHe NIasMeHHTE KO
pusapokcaban (AUC) ca cvoTBeTHO 1,4; 1,5 1 1,6 mbTH no-Bucoku. CbOTBETH
dapmakoaMHaMHUHKHTE €(eKTH ¢ no-u3pa3cHo. [Ipu HHAMBHIN € NeKo, YMepel
YBpEXAaHC LATOCTHOTO HHXMOMPAHE Ha aKTUBHOCTTA Ha (akTOp Xa € ChOTBE
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NO-CHUITHO B CPaBHCHHE CbC 3ApaBH gobposonus; PT cwimo e yaemkeHo — cborsetHo 1,3; 2,2 m 2,4
rbTH, HAMa JaHHM OT MAUMEHTH C KPEATHHUHOB KJIHUPBHC <15 ml/min.

[Topagu BKCOKATa CTENEH Ha CBBPIBAHE C M1a3MEHHTE NPOTEHHH HE CE 04aKBa pHBapoKcaban na
MOXC Aa OBbAc OTACNACH Ype3 Ananuia.

He ce npenoprusa ynoTpeba npH nauMeHTH ¢ KpEaTHHHHOB KIHPBHC <15 mi/min. PuBapokcaban
TpadBa 1a ce U3MO/M3Ba BHUMATEIHO NP NALUECHTH C KPEATHHHHOB KAHPBHC 15 — 29 ml/min (Baxk.
TO4Ka 4.4).

dapMaKOKHHETHYHH JAHHH NPH NMAaLHEHTH
[Tpn mauueHTH, nonydaBaiu pusapokcaba 10 mg qBa MbTH IHEBHO 3a NpOJHIAKTHKA Ha

atepoTpoMboTHUHH cbONTHA npH naumeHTH ¢ OKC, cpeanara reomeTpHuHa KOHUCHTpaLHa (90%
IPOrHO3eH HHTEPBa) 2 - 4 yaca ¥ 0KoJO 24 yaca cnel npueM Ha no3a (npudan3uTenHo
NpeiCTaBNABallY MAaKCHUMA/IHATA H MUHMMA/IHaTa KOHLUCHTPAIMH Npe3 BpEME Ha 030BUsl HHTEPBAN) €
crotBeTHO 101 (7 - 273) 1 14 (4 - 51) mukporpama/l.

Bp’bSKﬂ lbaﬂhlal(l)l{HHETHK&-@RQM&KOQHH&MHK&

Bpwikara ¢papmakokuHeTHKa-(hpapMakoaunamuka (PK/PD) mexay nnasMeHaTa KOHUCHTpaUHA Ha
puBapoxcabaH U HAKOIKO papMaKOAHMHAMHYHHU KpaiHH TOYKH (MHXHnOupaHe Ha daktop Xa, PT, aPTT,
Heptest) e npoyyeHa cne npuiaaraie Ha WHPOK AXana3oH oT a03M (5 — 30 mg xBa nbTH Ha aen).
Bpu3kaTa Meay KOHUCHTpaLHATa Ha pHBapokcaban M akTMBHOCTTA Ha (akTop Xa Hai-nobpe ce
onucea ¢ ERmaxR moaen. [lo otnowenne Ha PT Moaen®T Ha MMHEAHO NPECHYAHE ONUCBA JAHHUTE
00HKHOBEHO NO-A00pe. HaiionsT Ha KpuBaTa BapHpa 3HAYHTEIHO B 3aBUCHMOCT OT Pa3iIHYHHTE
n3noa3saHu PT pearent. [Ipn n3anonssane Ha Neoplastin PT, PT Ha u3xoaHo vuBo € okono 13 s, a
HAaKJIOHBT 0K0J10 3 10 4 s/(100 mukporpama/l). Peaynrarute ot aHann3a Ha PK/PD ot daza Il u IIl ca
CXOJHH ¢ JAHHHUTE, YCTAHOBCHH NPH 34PaBH HHIHBHIH.

[leanaTpuiHa nonyJsauus
Be3zonacHocTTa M epMKaCHOCTTa NPH NOKA3aHUETO MbpBH4HaA npodunaktika Ha BTE npy neua u

IOHOILM HA Bb3PacT A0 18 roavHu He ca yCTAHOBEHH.
5.3 IlpeakIHHHYHH JAHHH 3a Oe3omacHOCT

HexknMHUYHHUTE AaHHM He MOKa3BaT 0COOCH PUCK 3a Xopa Ha 0a3zaTa Ha KOHBEHLIMOHATHHTE
(apMakoNOrM4HH HINHTBAHHUA 32 6€30M1aCHOCT, TOKCHYHOCT NPH CAHOKPATHO MPHAOKEHHE,
(OTOTOKCHMYHOCT, TCHOTOKCHYHOCT, KaHUCPOrE€HEH [TOTEHLIHAT H KOBEHHITHA TOKCHYHOCT,

EdexTnTe, HabnioaaBaHH NpH H3NMHTBAHHATA 32 TOKCHYHOCT NPH MHOTOKPAaTHO MPHJIOKCHHE, Ca
CBBLP3aHH OCHOBHO ChC 3aCHNICHATa (apMaKoAWHAMHM4YHA aKTHBHOCT Ha puBapokcabai. [Ipn mrnxose
ca HabmoJaBaHH MOBHIICHH 1a3McHH HuBa Ha Igl n IgA npy HHMBA Ha €KCMO3HLKS, ChOTBETCTBALILH
Ha KJIHHHYHHTE,

[Ipu nnbXxo0Be HE ca HabmoaaBaHK ¢PeKTH BLPXY PEPTHAHTETA NPH MBKKUTE HIIH KEHCKHTE
KHUBOTHH. M3nHUTBaHKATA NpyU XKMBOTHYU NMOKA3BaT PCNPOAYKTHBHA TOKCHYHOCT, CBbp3aHa C
tapMakonorHyHNAa MCXaHH3bM Ha AEHCTBUC HA pHBapoKcabaH (Hanp. XxeMOparuuHy YCJI0KHEHHA).
[Ipu nna3McHHU HUBA, CHOTBETCTBALUM HA KIIHHMYHHUTE, ca Habnogasanu eMOpHO-(eTanIHa TOKCHYHOCT
(mocTHMIUIAHTaLUHOHHA 3ary6a, 3abaBeHo/cTuMynupaHo ocHuduuHpaHe, MHOXECTBEHK Dneau
XenaTajHH NETHA) U MOBHILICHA Y€CTOTa HA HAH-YeCTO CpellaHnTe MandopMalliH, KakTo U
alUcHTapHHU npoMeHH. TIpH npe- v NOCTHATATHO M3MMTBAHE HA MILXOBE ¢ HabmoaaBaHa HaMalcHa
BHTATHOCT Ha MOKOJACHHUETO APHK J03H, TOKCHYHH 33 MAHKHTE.

6. CPAPMALUEBTHYHHU JAHHU
6.1 CnucbK HA NOMOLLHHTE BelllecTBA

HAopo na mabaemxama
JlakTo3a MOHOXHMOpAT
MukpokpucTania uenynosa
KpockapMenosa HaTpHH
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Xunpomenosa

Hatpues naypuncyadgar

Marxe3nes cTeapat

Du1M080 NOKpUMuUe

Xunpomenosa

TuranoB anokcug (E171)

Makporon

Xenezen oxcun, ucpseH (E172)

6.2 HecLBMECTHMOCTH

Henmpunoxumo

6.3 Cpok Ha rogHocrt

2 TOOHHH.

6.4 ChHnenHanHN yCXOBHA HAa CbXPAHCHHE

To3u j1eKapCTBEH MPOAYKT HE U3UCKBA CMICLHATHH YCNOBHA HA CbXPAHECHHE.
6.5 Buau cbaAbpKAHUE HA ONMAKOBKATA

dunMmupannTe TabneTkH ca onakosanu 8 PVC/Alu 6ancrepn.

Pasmep Ha onakoskarta: 10, 15, 20, 30, 98 u 100 punmupanu tadbaetkm
He BcHYkH BHAOBHM ONAKOBKH MoraT aa Obaat nycHats B nponaxoa.

6.6 CneumaJHR NpeAlIa3HH MePKH NMPH K3IXBhLpiaHe H paboTa

HenznonipaHUAT NCKApPCTBCH MNPOAYKT HIH OTNAABYHUTE MATCPHAIIH OT HCTO Tpﬂﬁﬂa Aa CE UIXBBPAAT
B CBOTBCTCTBHUE C MCCTHHUTEC H3HUCKBAaHHUAL.

Pa3rpoluapaHe Ha TAONCTKUTE
TabneTkute puBapokcaban Morat aa ce pa3Tpoular M aa ce cycneravpar 8 50 ml soaa v na ce

MPHJIOKAT 4pe3 Ha30oracTPajiHa COHAA HITH CTOMAIIHA COH/A 33 XPAHCHE CACH MOTBBLPKACHHUE, UC
COHJATa € pa3nonoxeHa B croMaxa. Cnea Toea confara Tpabsa aa ce npomue ¢ Boaa. Tuit Kato
abcopbumnsaTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha OCBODOXJaBaHE HA AKTHBHOTO BELIECTBO,
Tpa0Ba aa ce u30Area NpuIOKEHUE Ha puBapokcabaH AMCTANHO OT CTOMaxa, ThH KaTO TOBA MOXKC Ja
Joseje 1o HaMmancHa abcopbuMs M BbB BPB3Ka ¢ TOBa A0 HaMalIeHa CKCTIO3HLIHA Ha aKTHBHOTO
BewecTso. He ce 3McKkBa cHTEpaIHO XpaHECHE BeAHAra cnea nNpruiaoxeHHue Ha tabnerkure ot 10 mg.

7. IPUTEXATEJI HA PASPELIEHRETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mé&cholupy
102 37, Prague 10

Yeuika penybnuka

8. HOMEP(A) HA PAZPEUIEHHETO 3A YIIOTPEBA

Per. No: 20200042
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9. 1JATA HA IIBPBO PA3SPEIIABAHE/TIOJHOBABAHE HA PASPELIEHHUETO 3A
YIIOTPEBA

Jara Ha mepeo paspetuapaHe: 12.03.2020 r.
JlaTa Ha MOAHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

27.08.2024 r.
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