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vToan JICKAPCTBEH NPOAYKT NOASEKY HA NONBJIHUTEIHO Habmoaenne. Tosa me nmo3poiu Gep3oTo
YCTAaHOBABAHE Ha HOBa HH(poOpMamMa OTHOCHO DBeszonacHoctra. OT MEAMIIMHCKHUTE CHELMAINCTH CE
H3UCKBA [1a ChOOUIABAT BCAKA TOA03HPAHA HEXEIIaHa peakuyd. 3a HAYHHAa Ha cLOOIMABAHE HA BeKenaHH
peaklvM BIXKTE TOYKa 4.8.
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Beska dunmMupana tabnetka chabpxka 10 mg pueapokcaban (rivaroxaban).

[ToMOLIHO BEMECTBO ¢ H3BECTHO AcHicTBHE
Beska gummupana Tabnetka chabpika 95,6 mg naxrosa (Kato MOHOXWAPAT), BIDKTE TOUKa 4.4.
3a NBJIHHAA CMMCHK HA MOMOLIHUTE BellleCTRA BHKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
Ounmupana TabneTka (TabneTka)

Poz0BH, KpbLnK, ABOHHOM3NBKHAIH TabieTkH, O3HAYEHH OT efHaTa cTpasa ¢ “10”, riagku ot Apyrara
CTpaHa ¥ ¢ AHaMeTsp Npubnuzurtento 9,1 mm.

4. KJIMHHAYHOHUA NTAHHHA

4.1 TepaneBTHYHN ROKAZARHNA

Mpopunakruxa Ha seHosen TpomGoemGonuzsm (BTE} npu Bb3pacTHH MAauMeHTH, MOMIOKEHH HA
fJ1aHOBO CTABHO NPOTE3HpaHe HA TA300eApeHATa WK HA KOIHHATA CT4BA.

Jleuenne Ha npnboka BenoszHa Tpombo3a (IBT) u Genonpoben emGonussm (BE) v npodunakruka Ha

peunnusdpawd JIBT n BE npu B3pacThu. (BK. TOuka 4.4 33 XeMOIHHAMUAYHO HeCTAOWIHH MalHeHTH
c BE.)

4.2  /lo3npoBxa # HAEH HA [PHIOKEHHE

Ho3nporka

{Ipogrunaxmuxa na BTE npu av3pacmuu nayuenmu, NOORONCEHY HA HAAHOEO CINASHO NPOMEIUPARE HA
mazobe0perama uiu Ha KORAHHAMA CMAsd

Ilpenopbuntennara noza € 10 mg puBapokcabaH, nNPHETH MEPOPAIHO €OHMH IET JHEBHO.
IIsppoHayannara nosa Tpabea na O6nae npuera 6 no 10 uaca ¢nea onmepauusTa, NpH YClIOBHE Ue
XE€MOCTa3aTa € YCTAHOBEH],

Ha BCCKH MAUHUeHT, KOHTO ¢ onpefiesis OT BHAA Ha OPTOITeAHYHATA OTIEpalHs.
. 32 MaUHeHTH, NOMJIOKEHH Ha roisMa onepauds Ha TazobeApeHara CTaB
NMPOABJDKUTENHOCT HA ICUCHHETO 5 CEAMHLIM.



. 3a  palMeHTH, DNOMIOKEHW Ha TIoasMa  OolNepalMs Ha KONAHOTO, C©€ [Ipenopwusa
NPOABIEKHTENHOCT Ha IEMEHHETO 2 CeAMHLM.

Ako 6BAC DponycHata HAKOR RO3a, NauneHTbT TPabea na npueme PupapoxcaGan-YaiikapapMa
He3a0aBHO M HA ciedBalllHg JIEH 4a NPOALIKH ¢ MPHEMa BSIHEXK AHEBHO KAKTO MPeau.

Seuenue na BT, neuenue va BE u npodpunaxmuxa na peyuousupawiu JJBT u bE

[lpenopruurennara Ao03a 3a HauanHo neueHde Ha ocTpd JIBT wiu BE e 15 mg aBa nbTd OHEBHO npes
MBEPBUTE TR CEAMHLIH, NMOCNEIBAHA OT 1033 oT 20 mg BeaHbX THEBHO 33 MPOALIKABAILOTO JIeUeHHE H
npodunakruka Ha peumavpupany /IBT u BE.

Tpabsa na ce MMa MPeABUA KPAaTKOCPOYHA Tepanks (Had-Manko 3 mecena) npH naumedtH ¢ JABT viu
BE, npoBokMpaHH OT roleMH OpexolHH PHCKOBH GakTopH (T.e. CKOpOIlHA roaaMa onepalus MM
TpaeMa). Ilo-npoaskUTENHE Tepanya TpadBa Ja ce UMa TIpEeaBHI NP MAaUMEHTH ¢ nposoxupany JABT
HNd BE, HecBbp3aHU C ronemMu NpexoAHH PUCKOBU (akTopi, HenposokupaHu JABT wnu BE wnu
aHaMHeza 3a peuyansupamd JIBT wiau BE.

Koraro € nokaszaHa no-npoawIxyTenHda NpoPpunakTuka Ha peudaweupamd JIBT v BE (cnen
3aBBPLIBAHE Ha NoHEe 6-meceyna Tepanus 3a JABT unu BE), npenopruntennara aoza e 10 mg Beanbx
aHesHo, [Tpu naumMeHTy, NpH KOWTS ce CMATA, ¥¢ PUCKDBT oT penxanpupamu BT unw BE e eucox, karo
TE3U ¢ YCNOKHEHH CHITBTCTBAWM 3a00ABAHNS, MNM KOUTO ca pasBuiu peunaHeupawy JIBT win BE
IpH NO-NPOALLKUTENRHA npodunakTHka ¢ Purapokcabaun-Yaiikadapma 10 mg Beansxk aHeeHO, Tpadea
Ja ce HMa npelBua npuem Ha Pusapokcadan-Yailkadapma 20 mg peAHBK AHEBHO,

IpoapmKuTENHOCTTa HAa TepanuaTa TpAORa 14 ¢e onpelent U no3ara 1a ce Widepe MHINBHAYAIHO Clich

BHUMATE/IHA OLEHKA HA ChOTHOLIEHHETO MEXAY NTONI3aTa OT JISYEHHETO Y PUCKA OT KbPBEHE (BXK. TOUKA
4‘4)!‘

—

[1epuon ot Bpeme Cxemd Ha Mpuiiarase Obwa  JaHeBHa |
A03a
feuenune v npodunak- | den 1-21 15 mg aBa MBTH AHEBHO 30 mg
THKAa HA peuniuBM-
pamn JIBT ¢ BE Ot el 22 HaraTeK 20 mg BeIHEX AHEBHO 20 mg

IIpounakTnka Ha | Cnep 3sapppwsade Ha | 10 mg seaHbx aneBHo Wi | 10 mg wm 20
peurausupamu  JABT | naii-manko 6-Meceuna | 20 mg BeaHBK AHEBHO mg
5 BE tepanus 3a JIBT wnu BE

3a yliecHABaHE NpeMUHapaHeTo OT no03a 15 mg kbm go3a 20 mg cnen en 21 e nanuyna 4-cenMuuna
onaxkoeka Purapoxcaban-YHaiikatdapma 3a 3anoueane Ha neueHue Ha JIBT/BE.

Ako PEB dazarta Ha jeueHue ¢ 15 mg asa meTH aHeBHO (OeH | - 21) ce nponycHe eOWH NpPUEM,
MAUHEHTBT TPAGEA He3abasHO Aa npueMe Pusapokcabam-Yaiikadapma, 33 Aa ce ocurypH odiio npuero
konuuecTso OT 30 mg Pusapoxcalan-Yaiikadapma 3a eavn aeH. B nogofen cnayvuadt Mmoxke 1a Gbaat
npHeTH ABe TA0NETKE 0T [5 mg HapeaHbK. [TauueuTsT TPAORa 4a MPOABIKH PSAOBHHA NipHem HA 15
mg ABa ITLTH AHEBHO HA CNEABALLMA AEH, KAKTO € NPEnopbyaHo,

Axo BbB (pazara Ha NEUCHHE ¢ €AMH TIPHEM Ha JieH c€ NPOMYCHE €AHH NMPHEM, MAauMEHTHT TpadBa
HezabaBHO aa npueme Pupapokcalan-YUakkadapma B Tpadea Xa MpoabIKU pEAOBHHS NPHEM BEAHbX
AHEBHO HA CenBainMg AeH, KakTo e npenopsyaHo. He tpadia aa ce vanon3ea ABOHHA 1032 B paMKHTE
eVH M ChIX JEH, 3a Aa & KOMNEHCHPa NPONyCHATATA 1034.




3a mauneHTHTe, KOUTO ca Ha neveHue 3a JIBT, BE u npojinaktuka Ha peunausn, ABK tpsabea na ce
CMpaT H Aa ce 3aI04HE NeucHHeTo ¢ PuBapokcaban-Yaitkadapma, korato INR e <2.5.

ITpu npemunasane ot neverHne ¢ ABK xbM neuenne ¢ Pugapokcaban-Yaiikadapma croftHocTure Ha
MexnpyHnapoanoro Hopmanusnpano crotHoeHre (International Normalised Ratio, INR) me Onnar
dhanmKupeo NOBMILEHU chef NpueMa na Pueapoxcabad-Yakikagapma. INR He ¢ BanuaeH napaMerbp 3a
HIMCPBAHE HA aHTHKOAryJlaHTHATa AKTHBHOCT Ha PupapoxcabaH-YalikagapMa M crncAoBaTENHO HE
Tpabra Aa ce u3non3Ba (BK. Touka 4.5).

[Ipemunasane om newenue ¢ Pusapoxcaban-Hanxaghapma xvm gumazonucmu na sumanun K (ABK)
HMMa BEpOATHOCT AHTHKOAryaUMATa Ja ObI¢ HeaAEKBATHA B X043 HA NPEMUHABAHETO OT JIEYEHUE C
Purapokcaban-Uaiikagapma kM ABK. Tpabea na ce ocurypd mnpoOp/KMTENHa aJeKBATHA
AHTHKOAryJaiHg npd NpeMUHaBaHe KM AATEPHATHBEH aHTUKOArynaHT. Tpsabea ma ce otheNiexH, ue
Purapokcaban-Yajikapapma moxe na obycnoeu noerinenH croiHocTd Ha INR,

Ilps nauuMeHTH, MpeMyuHdaBallyd ot aevyeHre ¢ Preapokcaban-Yaiikagpapma keM ABK, ABK Tpadea na
Ce NpHeMar napanendHo no aocturaHe Ha INR > 2,0, [Ipe3 nepBHTe ARA OHH OT NPexOJHHA MEepHO.
TpsOBa na ce npunara craHnapTHata HauanHla noza ABK, cnea xoero pozara ha ABK 1padsa na ¢
ciopen, pe3syntatute 3a INR. Jloxkato maumerTHTE npuemar eauoppeMeHHo Pupapokcaban-
Yaiixadapma n ABK, INR He Tpalpa na ce uscnensa fio-paHo ot 24 daca cnej npeaxociaHara no3a, a
caMO HenocpeACTBREHO TMpenu chaelpamata ho3a Purapokcaban-Yadlikagapma. Cneg xato ce
npeycraHosy npuema Ha Pupapoxcaban-Yakikagapma, INR Moxe Aa ¢e HaCneapa H pe3yaTaTUTe aa ca
HaIeKAHH MOoHe 24 yaca crea pyHeMa Ha Nnocieanara aosa (Bxk. Toukd 4.5 u 5.2).

flpemunasane om nevenue ¢ napenmepanny gumuxoazyiaanmu xem Pusapoxcaban-Yatikagapma

[Ipu mauMeHTHUTE, KOHTO B8 MOMEHTA MMORYHYARAT NAPEHTEPaIHH AHTHKOAryJIAHTH, NIPEYCTAHOBIBAHETO
Ha MapeHTCpaiHMA AHTHKOArynaHT W zarnousaHeto Ha Pueapoxcaban-Uaiikadapma tpadeBa ma ce
ochllecTBAT 0 N0 2 vaca npeld MOMEHTA 3a CASABAIIOTO MAGHORO NMPUICKERHE HA NapeHTEpaIHNA
ACKAPCTBEH MOPOAYKT (HANpP. HACKOMONEKYJNeH XenapuH) WIM B MOMEHTA Ha CIHPaHe Ha
MPOABLIKHATENHOTO MPWICKEHHE HAa TNMAPESHTEPANHHA NeKapCTBeH MpoaykT (Hafp. HHTPaBEHO3CH
HedpaKUHOHHPaH XENapHH).

fIpemunasane om nevenue ¢ Pusapoxcaban-Yatikaghapma KoM napeHmepaniy GHMUKOQ2yIaHmu
ITpunoxere mbpeaTa 103a OT [apeHTEpaNHUA aHTUKOATYTAaHT B MOMEHTA, KOraTo TpadBa fa ce npyeme
cnenpamara o3a Pusapokcaban-Yaiikagapma.

Crelyaany nonyaluuu
Bwbpeuno yepescoane

OrpaHnuenuTe KIMHAYHK AaHHK OT NAlMeHTH ¢ TeXKO O0b0peuHo yBpexkaaHe (KpeaTHHHHOB KNHPLHC
15 - 29 ml/min) nokazear, 4ye a3MeHHTe KOHLEHTPALHY Ha puBapokcabaH ca 3HAUHTETHO NOBULLCHH.
[To Tasy npuuymnHa PuBapokcaban-UYaikadapma TpaOdBa na ce Npunara BHAMATETHO MPH TE3H MTALMEHTH.
He ce npenopbyea ynorpedaTta Ap NaUMEHTH ¢ KPEATHHHUHOB KIUPBHC < 15 ml/min (Bx. To4Yku 4.4
5.2).

- 3a npopunaxktuka pa BTE npu gp3pacTHM nauWeHTH, NOANOXKEHW HAa MIAHOBO CTAaBHO
NpoTEe3IWpaHe Ha TazodeApeHaTa WM HA KOIAHHATA CTABA, HE C€ HaJlara NMpoMsHa Ha Jo3aTa Npu
NauHEHTH ¢ neko OnOpeyno yBpexaane (kpeaThupHop kmMpbHe 50 - 30 mlU/min} und ymepeHo
6BOpeuno yppexaane (kpeatHHHHOB KUpbHC 30 - 49 ml/min) (Bx. Touka 5.2).

~ 3a nevenune Ha JIBT, neuenve va bE u npodunaktika Ha peunausvpaiun BT v BE, He ce
HA/MAra MPOMAHA Ha AQ34TA NPU MAUHEHTH ¢ Jieka crened Ha ObOpeuno yepexnane (KpeaTHHUHOB
knupeHC 30 - 80 ml/min) (B, Touxa 5.2),

[Tpu naumMenTH ¢ yMepeHo Texko O6B0pedHo yBpexaane (KpeaTuHuHoB kupbae 3) 49 mi/min) mapc_.
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HAMAJIABAHE Ha jo3aTa oT 20 mg BeAHDbK AHEBHO HA 15 Mg eNHH bT AHEBHO, aKO OLEHEHHAT PHCK OT
KbpPBEHE 34 NALKHEHTa HaAXEbPIIA pYcka ot peuravMsupamy JBT u BE. Tpenopbkara 3a ynorpedara Ha
15 mg ce ocHOoBaBa Ha yapMaKOKMHETHYHO MOAEIUPAHE H HE € NPOYYBAaHa NPH Te3H KIHHUYHH YCA0BHA
(K. Touku 4.4, 5.1 u 5.2).

Koraro npenopbunTeidarta ao3a ¢ 10 mg eamMd MuT AHEBRHO, HE C¢ Hanara T4 1a Ob/e KOpurupaHa.

Yeproopobro yepexcoane

Pupapokcaban-Yaiikahapma ¢ npoTHRONOKa3aH NPH NauMeHTH ¢ yepHoapoOHo 3abonasane, CBHP3aHO
C KOAryaoriaTHa B KIMHHYHO 3Ha4uM PHUCK OT KbPBEHE, BKIIIOYHTENHO MaluenTu ¢ uMposa ¢ Child Pugh
B u C (BX. Touxku 4.3 1 5.2).

ITonyrayus 6 cmapvecka ev3pacm
be: kopekuns Ha go3ara (B, TOUKA 5.2)

Tenrecuo mezno
bes kopekLMs Ha po3ata (Bx. Touka 3.2)

o
be3 xopekuust Ha nozata (Bx. To4Ka 5.2)

[Teduampuuna nenynayus

bezonacHocTTa U eHkacHOCTTa Ha Pupapokcalan-YaiikagapMa npu aeua Ha Bb3pact O 1o 18 rogudu
He ca yeranosenu. Jluncear aadnu. o Tazu npuvilina He ce npernopruea ynoTpedaTta Ha Pupapokcaban-
Yaiixadapma nipu Acua noa 18roawiuna Bp3pacr.

HauvH Ha npulgkeHue
Pusapokcaban-UaiikatapmMa ¢ 3a nepopanHo npuioxkeHune, TabneTkure Moxe aa ce NPUEMAT CBC MAH

6e3 xpaHa (BK. Toukd 4.5 1 5.2).

[Tpu naumenTH, KOMTO He Morar ga normewar TabmerkuTe uenu, tabnerkata Pusapokcadan-
HaidkadapMa Moxe I3 Ce HATPOLIH H CMECH C BOAA UAM AOLJAKOBO MIOPE HENOCPELCTBEHO NpPEOu
ynotpeda ¥ Aa ce MPUIOKH epoPaTHO.

Harpoiuenata Tabnetka PupapokcabaH-HalixagapMma Moxe Aa ¢ce MpWiara cbilio H 4Upes3 cToMaiinHa
COHAA cnen NOTBBHKACHUE, Y€ COHIATA € NPaBUIHO PasNoNoKeHa 8 croMaxa. HatpoweHara tabiaerka
TpabBa A2 ce NpuAara npe3 CTOMALIHA COHA B MAJIKO KOIMYECTRBO BOOA, CNE/l KOETO COHAaTa TpabBa
da GpIe MPOMHTA € Boaa (B, Touka 5.2).

4.3 IlporuBomoKa3aHHA

CepBXuyBCTBHTEMHOCT KbM aKTHBHOTC BEIIECTBO MIIH HAKOE OT HOMOINHHTE BEMIECTBa, H30pOEcHN B
Touka 6.1.

AKTHBHO, K/THHHUHO 3HaYMMO KBPBCHE,

Jleauss MM CHCTOAHUE, aKO ObAe CHETEHO, uc (IPESACTABAABA 3HAYUM PUCK 3a romaMo KbpseHe. Tosa
MOXKE Jla BKJHOYBA HACTOALIA WM CKOPOLIHA racTPOMHTECTUHANHA A3Ba, HAJNIMUUE Ha 3J0KaUYECTBEHH
HeomnnasMi ¢ BHCOK PHCK 33 KbpBEHE, CKOPOIUIHO HApaHABAHE HA TNABHUA HNH IppOHAYHHA MO3DBK,
CKOpOLIHA ONEpalUya HA TIABHHA MO3BK, MPH0HAYHHA MOZBK MMM OYUHUTE, CKOPOILHA BbTPEUEperHa
XeMOparis, U3BeCTHH MM CYCNEKTHH e3odarealHd BAPMLM, APTEPHOBEHO3HH MandopMalyu, CbLOBH
AHEBPH3IMH HAH FONICMY HHTPACTTHHANHHW WIH WHTpauepelSpalHH CBAORY aHOMAJIHH.

(ponnanapuryKC H Ap.), MEPOPATHY amuxoarynanm (Bapc[)apuH naburaTpan eTeKcMar, /ﬁ-ﬁiﬁ f,aH, ___E ) R“‘“{I;?’e -
H [p.), OCBEH NpH crieundHiHU 0OCTOATE/ICTRA 33 CMAHA HA JISUECHHETO ¢ amnmarynaur p*m Tﬁ!ﬁtﬂ KRN \\
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4.2) unu xorato HOX ce npunara B A03M, He0OXOHMU 338 NOJIBPAKAHETO HA OTBOPEH LEHTPAICH
BEHO3EH WM apTEpHANIEH KaTeThD (B Touka 4.5).

YeprHoapoOHo zabonABake, CBBP3aHO ¢ KOAryJoONaTHS W KAMHHYHO 3HAYWM PHCK OT KbpBEHE,
BKMIOUHTENHO naluenTu ¢ uHpoza ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT W KbpMeHe (8K, TodKa 4.6}
4.4 CrneuuanHy npeaynpexkaeHHsd H NpeaiazHHd MePiH apH yinoTpeda

IIpenopnuBa ce KIWHUUHO HAGMIONEHHE CHOTBETCTRALIO HA NPOBCKIAHATA AHTUKOATYTALHA B X0Aa Ha
Lenus Nepuoi Ha NeueHHe,

PHCK OT xeMoparus

KakTo H ¢ Apyrd aHTUKOarylaHTH, nauneHTuTe, kKouTo npueMar Pusapokcaban-Yaiikadapma, Tpadea
na ¢e HabmogapaT BHMMATENHO 34 MpH3HalUM Ha kbpBede. [lpenoppyra ¢e ynoTpedara ¢ NOBUILIEHO
BHHMAaHHE TIpH CBLCTOAHMA ¢ (IOBUILEH PHcK 33 XeMoparus. [lpunoxkenuero Ha Pueapoxcabau-
Yaiikadapma tpabpa na ¢e npeyCcTaHOBH NPH MOSBA HA TEXKKAa xeMoparva (B, Touxa 4.9).

B x1HHHYHHTE NPOYYBAHWUA JHUIaBHYHO KbpBeHE (T.. OT HOCa, BEHIHTE, CTOMALIHO-YPEBHUA TPAKT,
THKOUYHO-IIONIOBHA TPAKT, BKUKHMUTENHO A0HOPMHO BArMHATHO WIH YBEIHYEHO MEHCTPYATHO KBPBEHE)
H aHEMHA ce HabMI/IaBaT [10-4eCTo JIPH ABITOCPOUHO NEUCHUE ¢ pHBapOKcabaH B CPaBHEHHNE C ieUeHHe
¢ ABK. o Ta3H npyunHa, B AONBIHEHHE KBEM aJCKBATHOTO KAWHWYHO HabmonenHe, nadopaTopHo
HIcAeABaHe Ha XeMOTMoOHHA/XeMaToKpHTa Ou Morno ia Obae OT 1I0N2a 3a OTKPMBAHE HA OKYJITHO
KbpBeHe M 3a onpeaeade Ha KNHHHYHATA 3HAYHMOCT Ha ABHO KbPREHE, 10 NPEUcHKa Crope] ¢yvas.

Hskonko moarpyny 0audeHTH, ONKHCAHHK Mo-NOApOOHO Mo-A0MY, €A ¢ NOBHILIEH PHMCK OT KhpBeHe. Tesn
NalMeHTH cheaBa 13 Obaar BHUMATENHO MPOCACICHHU 3a HCIe3H H CHMNTOMH HA CBBP3anH C KEPBEHE
YCAOKHEHHA W aHEMHA CISA HAYANOTO Ha JleueHueTo (Bxk. Touka 4.8). [IpH naudeHTH, noayyvabamy
PueapokcaGan-Yaiikadapma za npodmunaxrika #a BTE cied nnaHOBO CTaBHO [IPOTE3HpAHE HA
TazobeapeHaTa HNn HA KOMAHHATA CTaBa, TORA MOKE Ad CTABA Hpe3l PeJOBHH (PUIUKANTHH Nperneay Ha
AALMEHTHTE, UECTO TIPOBEPABAHE HA PAHEBUS APEHAXK H NEPUOANYHC H3MEPBAHE HA XeMOrnodHHa.
ITpy BCAKO HEH3ACHEHO NOHMKABAHE HAa XEMOrNOOUWHA WK KPBBHOTO HalAraHe TpAOBa Ja C€ THPCH
M3TOYHHK HA KbPBCHE,

Bbnpeku ue jedeHHETo ¢ puBapokcabaH He H3INCKBA PYTHHHO NPOC/EAABAHE HA SKCO3HUHATA, €
BBIMOKHO HIMEPEHHMTE HHBA HA puBapokcaban ¢ kanHOpHpaH KONMUYECTBEH aHTH-(AKTOp Xa TeCT Ad
ObJAT MONMEIHH B UIBbHPEIHM CHTYalMH, KOTATO JaHHK 33 €KCNO3WUKATA Ha puBapokcabaH MOTAT 4a
noMorHar ¢ uHdOpMauus 33 BIMMAHE HA KIMHUUHMW PELIEHMs, HalpuMep NMPeao3upaHe H CrieliHa
oniepaumns (B:kK. Touku 5.1 u 5.2).

brOpeuno vapexaane
Ipu naumenty ¢ Texxko 6BOpeuHO YBpexkdaHe (KpeaTHHHHOB KIMpbHC < 30 ml/min} € Bb3MOXKHO

nasMeHuTe HHBA Ha pHEapokcadad Aa ObAaT 3HAYHTENHO NIOBHINEHH (CpeaHo 1,0 MbTH), KOETO MOKE
Aa AOBEAE 0 [OBHINEH PHCK OT Kbpsene, Pupapoxcaban-Yalikadpapma Tpabpa Aa ce npunara
BHUMATENHO [IPH MAUHEHTH C KPEaTHHUHOB KIHPBHC 15 - 29 ml/min. He ce npenopwusa ynorpebara
NPH NALKEHTH C KPEATHHUHOB KITHPBHC < 15 ml/min (Bxk. Touxn 4.2 1 5.2).

Tpy nmaumenTH ¢ ymepeHo O6uOpeyHo yBpeknaHe (KpeaTHHHHOB wiHpbHC 30 - 49 ml/min), kouto
NOMY4YaBaT €AHOBPEMEHO JPYTH AeKaperBa, NOBHIIABAIIM  IJIa3MEHHTE KOHUGHTPAaUHH Ha
puBapokcaban, Pueapokcaban-Yatikadapma Tpadsa na ce npwiara BHHMaTeNnHo (BikK. Touka 4.5).

BiauMoaeiicTBHE ¢ IPYIH NCKAPCTBEHH NPOAYKTH
He ce mpenopwvypa ynorpebara Ha PusapokcabaH-YalikadapMa npu nailMeHTH, KOHTO [MOMYUYABRF oo it i,

€/lHOBPEMEHHO CMCTEMHO JIeUeHHEe ¢ a30JIOBH aHTHMHKOTUMLIH (Karo KETOKOHA30M, mpa}mﬂglé@fﬁmﬂ ;jr;\f*-\,-
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MIa3MeHaTa KOHUCHTpauna Ha puBapoKcabal 10 KIMHWYHO 3HAYMMO HHBO (CpeaHo 2,6 mbTH), KOETo
MOXe 3 JOBEJE [0 NOBULICH PUCK OT KbpBEHE (BK. TOYKA 4.5).

HeoGxoauMo € BHAMaHHE NMpPH NAauMEHTH, KOHTO EQHOBPEMEHHO CA HA JICUCHHE C SIEKAPCTBEHH
MPpOAYKTH, KOMTO [TOBNHABAT XEMOCTA3aTa, KaTo HECTOpPOHAHH NPOTHBOBB3MAIHTEIHH CPEACTBA
(HCIIBC), auerwncanvumnopa kncennsa (ACK) 1 wHxuGuTOpH Ha TpoMOOLMTHATA arperanus Win
CEeNleKTHBHH HHXHOUTOPH Ha oOpaTHOTO 3aXBalaHe Ha cepoToHMHa (selective serotonin reuptake
inhibitors, SSRI) u mHxnGuTOPH Ha 0OPATHOTO 3axBalllaHe HA CSPOTOHKMHA 1 HOpeNMHedpHHa (serotonin
norepinephrine reuptake inhibitors, SNRI). 3a natueHTHTE ¢ PHCK 32 YILEPOIHO CTOMALIHO-UPEBHO
3a00NABaHE MOXKE JA CE MIOMHCITH 34 MOAXOAAWIO MPodHIaKTHYHO jiedeHue (BXK. TouKa 4.5).

EQ!FH PHCKOBH S]}R]CI‘OEH 34 KbDBCHC

lopobHo Ha npyru aHTHTPOMGOTHYHK CpelcTBa, puRapokcalay He ce MPEemopHYRa NPH NALWESHTH ¢
MOBHIIEH PHCK OT KBPBEHE, KaTo:

. BPOJICHH WIH NPHAOOHTH HAPYIICHHA B KPBBOCECHPRAHETO;
* HEKOHTPOJIHPAHA TEXKKA APTEPHANTHA XMITEPTOHHA,
. IPYro CTOMallHO-YpeBHO 3aboaBade Ge3 aKTHBHO pasA3BABaHE, KOETO MOTEHUMANHO MOKE Ja

AOBEAE NO YCIIOKHEHHS C KbpBeHe (HAIp. BB3NUIUTENHO 3a00NaBaHe HA YepraTa, e30(arur,
TacTPHT U racTpo-esodareanua pepnaykcua 6onecr);

. CbZ0BA PETHHOMATHA,

’ OpOHXHEKTa3HH WIH aHaMHEe3a 33 KbPBEHeE B GesHs apod.

[HanperTH ¢ KIanHK npoTesn
Preapokcaban ve Tpabea a ce nanonzea 3a TpoMGonpounakTHKa NPU MALMENTH, KOWTO HACKOPO Ca

NpeMHEHATIA TPAHCKATETbPHA CMAHA Ha aopTHaTa Kiana (TAVR). besonmacnocrra u eduracHocTTa Ha
Pupapokcaban-Haiikagapma He ca Ipoy4deHH OpPH GAUHECHTH CBC CEPACYHO KIamHO MpOTe3HpaHe; TIo
Ta3u NPHYKHA, HAMA IJAHHHU B NIOJKpeNa Ha Toea, 4e Pusapoxcabau-Yaiikagapma ocurypsea agexksaTHa
aHTHKoaryJlauua B Ta3u NOMyNauWs nNaudeHTd. JleueHwero ¢ PuBapoxcaban-Yaiikadapma He ce
NpPenopE4ea MpH Te3HW NAUHEHTH.

Hauuentu ¢ antudocdonanuieH CHHIPOM

Aupextuao aeficreamin nepopanau antukoarynanta (DOACSs), BkmovHTENHO pHBapokcabaH, He ce
MpenopbuBaT MpH MalMeHTH ¢ aHaMHe3a 3a TpoMOo2a, KOMTO ca JAHArHOCTHLMPAHH C
anTHGocommuaeH cuHapoM. [lo-creumanHo npH TPORHOMOIUTHEHM NAUWeHTH (32 JIYIIyceH
AHTHKOArynaHT, AHTHKApAWOIHIHHOBH aHTHTEN& M aHThrena cpeury Oera-2-raukomnporedn [),
neyennero ¢ DOACs Moxe ga 6B¢ CBBP3aHO ¢ MOBHILEHA YECTOTA HA OBTAPAILH ¢¢ TPOMOOTHHHH
CEOHTHA B CPABHERHE C TepanuATa ¢ GHTarOHHCT Ha BHTaMHH K.

X FHYHO JeyeHde Ha dpa H Ha Oenpenara Kocr

PusapokcabaH He e H3CnepaH B PAMKHTE HAa HHTEPBEHIIMOHAIHH KIHHMYHH NPOYYBaHUS 33 TPOYYBAHE
Ha eHKACHOCTTA ¥ 6€30MACHOCTTa NMPH MALHEHTH, NOIOKEHH Ha XUPYPrHUHO SieyeHue Ha (paKTypH
Ha OepeHaTa KocT.

XeMOAHHAMUYHO HecTabunuu naupenty ¢ BE WK nauneHTH, KOUTO ce HYXAAIT oT Tpom6oIu3a uiu
SenonpobHa eMGonekTomMumsl.

Pupapoxcaban-Yafikadapma He ce ipenopbiBa KaTo aITepHATHBA HA He(PAKIIMOHHPAHHUS XeTIapHH NPH
NALMEHTH ¢ OenonpodeH eMOONTU3IBM, KOHTO €8 XeMOJHHAMHYHO HECTAOWIHH WK HA KOUTO MOXE Ja
ce HanpasH Tpombo3a nny Genonpobua emOOIeKTOMMA, THI KaTO 6e30MaCHOCTTA M e(PHKACHOCTTA HA
Pupapokcaban-Yalikadapma He ca YCTAHOECHH NPH TE3H KIHHUYHH CUTYALIHH.

CnvHanHa/enuaypanHa aHeCTe3us WIH DYHKIUA P

[Ipy mpunarade Ha HEBpPOAKCHAIHA aHecTesHs (CMUHANHA/eMHIypaTHa amcmmg};ﬁgmﬁﬂm
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eMUAYPaAJHN KaTeTPH B MNOCTONEPATHRHHA MNEPHON WIM NPU €IHOBPEMEHHOTO H3TIOJI3BaHe Ha
JIEKApCTBEHH MPOAYKTH, HOBIWABALIN XeMocTa3aTa. ChlIO TAKA PUCKBT MOXKE Ja Obie NOBHILEH MPH
TPaBMATHYHA WM HEKONKOKPATHA €MAYpaiHa HIK ClIHHanHa nyHkimd, [TaunenTure tpadea ga Obaar
CACACHH PENOBHO 3@ MPH3HALMH Y CHMITOMH HAa HEBPOIOFUYHO yBpexaaHe (Hanp, H3TpLNBAaHE WM
cnaboCT B KpakaTa, YPEBHA JHCPYHKUIMS UNH AMCPYHKLMA HA THKOUHHMA MeXyp). Ako Ovie 3abensasan
HEBpOJIOTHYEH AepHUHT, Ce Halara cChnellHa AWArHOCTHKA H jeucHue. llpeaH HeppoakcHaaHW
WHTEPBEHLHH NeKapaT TpAOea Ja NPELEeHH ChOTHOLICHHETO MEXKAY MOTEHLHMANHHTE TION3H M PHCKOBE
NpH NaUHEHTUTE HAa AHTUKOAryJdaHTHO JIeueHHWE HIH NPH NALHSHTHTE, HA KOWTO MNpPeacTOM
AHTHMKOArYIAHTHO JIEUEHHE KaTO aHTUTPOMOOTHYHA NPOodHIaKkTHKA.

3a HaMa/MBaHE Ha MOTEHUWANHHA DHCK OT KBPBEHE, CBbP3aHO C €IHOBPEMEHHOTO MpHIaraHe Ha
prBapokcabaH H HeBpoakcuanHa (eNMAypaliHa /ClIMHAIHA) AHECTE3MA WM CTIMHATHA Ty HKUMA, Tpa0Oea
1a ce MMa npeasua (papMakOKHHETHYHHA MpodHn Ha pupapokcabaH. [locTaBaHETO HIH NpeMaxBaHeTo
HA ENHIYPANEH KaTeThpP MM dymOamHa MyHKLUMA Ce W3BbpUIRA HAN-I100pe, KOraTo aHTHKOAryNaHTHHA
eheKT Ha puBapokcabaH ce OLCHABA KATO HUCHK (BK. TOYKA 5.2).

Hari-Manko 18 vaca Tpabea ga u3MMHAT Cliel NOCNEAHOTO NPUNIOKEHHE Ha pyuBapokcalaH NPEeIH na ce
OTCTpaHH €nuAypanHua karerhp. Cliea OTCTpaHABAaHETO HA KaTeTepa, Hak-Maako 6 yaca tpabea ga
M3MUHAT MpeaH Aa c€ NPUWICKH CISABALIATA A03a pPHBapokcadaH.

B cnydaii Ha TpaBMaTHYHO NYHKTHPAHE NPUEMBT Ha pHBapokcadad Tpabea aa ce oTNoku © 24 yaca.

[IpeniopbKH 3a JOIUpAHETO HpeAHd M chea MHBA3MBHM MPOUEAYPH M XHPYPrUYHM WHTEPBEHLIHH,
pasnuyHH OT NNAHOBO CTARHO OPOTE3UPAHE HA Ta3plenpeHara WK Ha KONAHHATa CTapa

AKO ce Hanara NnpoBEXKIaHe Ha HHBa3HBHA NPOLEAYPa WIIH XUPYPrHuHA HHTEpBeHUHA, PHBapokcadaH-
Haiikadapma 10 mg Tpabera na 6bAe CIIPAH RO BE3IMOAKHOCT NOHE 24 yaca Mpeayu HHTEPBEHLHATA H Bb3
OCHOBA HA KJITMHHYHATA NIPELICHKA HA NEKY BALIUA JIEKap. AKO npoueaypara He Moxe aa OL/Ie OTNOKEHS,
TpAOBA J4 Ce NpeLeRH NOBUIIEHUAT PUCK OT KbPBEHE CIPAMO CMELIHOCTTA Ha MHTEPBEHLMATA.
[Ipuemsr Ha Pupapokca®an-Uakikacapma Tpsabea na ce Bb300HOBU BB3IMOIKHO Hali-CKOpPO cief
HHBa3MBHATA MPOLEIYPa HIH XUPYPrHYHATA HHTSPBEHLIMA, aK0 KIHHHYHATA CUTYALMA NO3BO/IABA U €
AOCTUIHATA AIEKBATHA XEMOCTA2a, KAKTO € ONpede/ieHO OT JIeKY BRI nekap (B, Touka 5.2).

[lonynausa B crapyecKa Bb3PacT
{ YBe/IMUABAaHETO HA BBH3PACTTa MOXKE Ja Ce yBEJHWYH PUCKBT OT XeMoparus (BX, Touka 5.2).

erm dTONOTHYHH PeakliiH

(Mo BpeMe Ha NOCTMAPKETUHIOBO HAOTIOICHUE B1HR BPE3KA ¢ ynoTpedaTa ra puBapokcaban ¢e cbodinasa
38 CCPHO3HM KOXKHH PEAKLHH, BKIKOUHTETHO CHHIPOM Ha Stevens-Johnson/Tokcuuna enuaepmMaliHa
Hekpontu3a 1 DRESS cunapom (px. Touka 4.8). M3rnexaa, ye nauydeHTUTE Ca U3N0KEeHH HA Hali-ronsm
PHMCK OT T€3H peaklMM B HAYA/IOTC HA TepanuATa: B MOBEYETO CAy4YaH, HAYANOTO HA peakuHATa ce
NpoSBABa NIPE3 NbPBUTE CEAMULN OT JieueHueTo, PuBapokcabaH Tpabea na ¢c€ npeycTaloBH TPy THPBa
NOSBA Ha TEXHK KOyKeH 00puB (Hanp. paznpocTpataBalil 0, HHTCH3IWBEH W/WIIM CEbP3aH ¢ 00pa3yBaHeTo
Ha MeXyYPU) HIH IPYT NPX3HAK HA CBPBLXUYBCTBHTEIHOCT, CEBP3aH C JIE3HH HA AWraBHLATA.

HudopManys 3a nOMOUIHUTE BElECTBA

Pupapokcaban-Yaiikadapma cbavpxka nakroza. IIaUMEHTH ¢ peaKH HAcleACTBEHH npolneMH Ha
HEMOHOCHMOCT KbM FaNakTo32, IBASH JIAKTa3eH ASPHIIAT HIH MIOKO30-ranakTo3Ha ManabcopOLms He
TpsAOBA 1@ NpUEMAT TOBA JIEKAPCTRO.

4.5 BiaumogelicTBHe ¢ Apyry JeKapCcTBCHH NPOAYKTH U APYTH GOPMH HA B3aHMOJCHCTBHE

HMuxuburopyu Ha CYP3A4 u P-gp
EnHOBRPEMEHHOTO TPUNOKEeHHEe HA PHBApOKcadaH n Kerokownazon (400 mg eomH NeT AHEBHO) MU

putonaeup (600 mg nea nbTH AHEBHO) BoaH g0 2,6 MeTH / 2,5 nbTH no-sucoka AUC 3a puBapokcaban
t 1,7 mbt/ 1,6 mbTH NO-BucoKa cpeaHa Cmax, ¢bC 3HAYMTETHO TOBHIIABAHE HA PapMAKOAUHAMHYHUTE

eeKTH, KOSTO MOXe Ja IOBeIe A0 NOBHIIEH pUCK OT kbpeeHe. Ilo Tazu mpHyKHa He ce npenopeyea...

ynorpebata nHa PuBapokcaban-Yalikagapma npH nauWeHTH, KOUTO nNOJIY4YaBaT €aHO 1o J;‘;\
CUCTEMHO JI€Y€HHE ¢ a30/I0BW AHTHMHKOTHLHM, KAaTO KETOKOHA30M, HTPAKOHA30N, BOPE Ql"ia‘;%m- “"“Nx:_"fif.f
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nocaxorazon nan ¢ HIV-nporeaznn vHxuOUTOpH, T'e3d aKkTHBHM BEIIECTRA €A MOLUIHA HHXUOHTOPU Ha
CYP3A4 u P-gp (Bx. Touka 4.4).

OuakBa ¢¢ aKTURHHW BELUECTBE, KOMTO HHXHOMPAT MOIITHO CaMO €AMH OT NBTHILATA HA eTHMHHUPAHE Ha
puBapokcadad Wmu CYP3A4 wnu P-gp Aa nORUIIAT B MO-MAJIKA CTENEH IVTA3MEHUTE KOHIISHTPALUHH Ha
pHeapoxcabad. Hanpumep kinapurpomuuMH (500 mg ABa peTH Ha J€H), KolTO Cé NpHeMa 13 CHIEH
HHXUOMTOp Ha CYP3A4 u ymepeHd HHxuOHMTOp Ha P-gp, € BoaW N0 noBHuiaBaHe Ha cpeaHaTa AUC ua
prisapokcadan ¢ 1,5 mbT 1 Ha Cmax — ¢ 1,4 nbTH. B3auMoaelcTBHETO ¢ KIAPHTPOMKIIMH BEPOATHO HE
€ KJIMHMYHO 3ZHAYMMO TNpPH MOBEYETO TAUMEHTH, HO MOXE Ja Oblle NOTEHIHANTHO 3HAYKUMO NpH
BHCOKOPHCKOBH NaitlHeHTH. (3a mauyenTu ¢ Ob0peunHo yepexaate: Bx. Touka 4.4).

EputpoMunys (500 mg Tpu nbTH AHERHO), KOHTO MHXxnbpa yMepeHo CYP3A4 u P-gp, € noren no 1,3
OETA NOBHMIeHHe Ha cpeaHaTa AUC 1 Cmax Ha pupapokcabaH, B3auMopehcTBHETO ¢ epruTpOMULIMH
BEPOATHO HE € KITHHHYHO 3HAYHMO MpH NOBEYETO NALKMEHTH, HO MOXKe Aa (bAe NOTEHUHANHO 3HAYHMO
MpPY BUCOKOPHUCKOBHU NALIHEHTH.

[Tpu nuua ¢ nexo 6BOpeuno yapexaane epuTpoMuirH (500 mg Tpu meTH JHEBHO) Boau A0 1,8-xparao
noeuwiaBade Ha cpeaHata ALJC Ha pupapokcabaH 1 1,6 nbTH nopuiuenue Ha Cmax B CpaBHEHME C
HHAHMBWIY ¢ HOpMaJHa OB0peuHa pyHkuua. IIpH muua ¢ ymepeHo O s0peUHO YBpeKaaHe epUTPOMHULIKH
e noren ao 2,0 neTv nopueHue Ha cpeaHata AUC Ha pieapoxcabaH H 1,6 nbTh noBHmeHde Ha Cmax
B CPABHEHHE ¢ HHIMBUIH ¢ HOpMajHa ObbpeuHa ¢yHkuua. EQeXTsT Ha epUTPOMILIMH € AIHTHBEH KbM
TO3H Ha 6bOpeunoTo yspexkaane (Bax. Touka 4.4),

@ ykoHazon (400 mg exnH IsT AHERHO), KOHTO ce cMATa 3a yMepeHn MAaxnubuTop Ha CYP3 A4, e noeen
no nopHuiagaHe ¢ 1,4 netm Ha cpeanara AUC Ha pusapokcabaH ¥ 1,3 nbTu Ha cpeaHara Cmax.
BzaumoneiicTBueTo ¢ iy KOHA30M BEPOATHO HE € KAMHHYHO 3HAYKMMO NPH MOBEYETO MALMEHTH, HO
MOKE Aa OBb€ NOTEHLMATHO 3IHAMAMO TMPH BHCOKOPMCKOBH ManueHtTH. (3@ nmaumeHTH ¢ 0nbpeuyHo
VBpeKaaHe: BUK Touka 4.4).

Kato ¢ce umar npeaska orpaHHdeHHTE KTHHHYHY JaHHH C pOHEIapOH, eIHOBPEMEHHOTO NPHIIOKEHHE
¢ puBapokcaban Tpabea pa ce u3dArsa.

AHTUKOArYIAHTH

Cnea kOMOMHUpAHO NPUNOKEHHE HAa €HOKcAnapuH (€AHOKpaTHa no3a oT 40 mg) u puBapokcabad
(egnoKparHa J03a ot 10 mg) e HabnoaaBal agMTHBEH edeKT BLPXY aKTHBHOCTTA Ha aHTH(AKTOp Xa,
0¢3 HUKAKBH OONMBJIHUTEIHH ¢heKTH Mo OTHOIIeHKHE HA KoaryaaunoHHure Tectore (PT, aPTT).
ExnokcanapuH He e noeadan dhapMakoKMHETUKATa Ha pHBapoxcadaH.

[Mopagy nMoBHIUEHWA PUCK OT KBPBeHE € Heo0xoovMO BHHMAHME MpPW NAUMEHTH, KOHMTO €a Ha
eIHOBPEMEHHO JICUEHUE ¢ APYTH aHTHKOATYNaHTH (BX. ToOukH 4.3 u 4.4).

HCTIBC/unxuburopyt Ha TpoMOOLNTHATA Arperauys
He e nHaGmoaasano KNMHHYHO 3HAYMMO YIbKABAHE HA BPEMETO HA KbPBEHE Cnel €IHOBPEMEHHO

npuickeHUe Ha puBapokcadan (15 mg) 1 500 mg HanpokceH. Buhipeky ToBa € BBIMOKHO Ja HMa
NalMeHTy ¢ No-uapaseHd GapMakoIHHAMHYEH OTIOBOD.

He c¢a mnaOmozaBaud KIMHHYHO 3HaYWMM  (PAPMAKOKUHETHMUHH wid  dapmakoguHaMUYHK
BIAUMOACHCTBHA 1IPH €/HOBPEMCHHO NPHICKSHHE Ha puBapokcaban n S00 mg aueTuncanuuMiioBa
KUCEIMHA.

Knonumorpen (300 mg sHasanHa Ao3a, MochenBaHa OT 75 mg nopabpxaina [03a) He ¢ NOKa3an
(dapMaKOKMHETUYHO B3aMMOAcHCTBHE ¢ puBapoxcadan (15 mg), Ho ¢ HabmogaBaHO 3HAYMMO
yabKaBaHe Ha BPEMeTO Ha KbpBeHe FpPH €IHAa NOArpyna NauHMeHTH, KOETO HE € KOpenHpano ¢
arperaumMaTa Ha TpoMGounTUTe, HUBaTa Ha P-cemextitd wid GPLIb/lIa peuentopure. Heobxoanmo €
BHMMAaHHE NPH NAUKEHTU, KOMTO €AHORPEMEHHO ¢a nekypadi ¢ HCIIBC

(BKIOYHTETHO aUESTHIICATHLHMIOBA KUCEIMHA) U HHXUOUTOPH Ha TPOMGOUMTHATA arperauns, NOHexe

TE3H IEKapCTBEHH NMPOAyKTH 00MKHOBEHO NOBHULIABAT PHCKA OT KBPBEHE (BiK. Touka 4.4). ot
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Kaxro Mnpu apyry aHTHKOATYJ/IAHTH MOXKE A4 ChIICCTBYBA BE3MOMKHOCT NALHEHTUTE A3 ¢4 C NMOBHILEH
PHCK OT KbPBEHE B Clyyai Ha cbeTeTRalla yrorpeda cve SSRI unn SNRI nopaau edexta M pbpxy
TpoMOOUMTHTE, 33 KOWTO ¢€ choOwaea. Ilpv chmbTCTBAIIA ynotpeGa B KIMHHYHATA APOrpaMa c
pMBapOKcalaH, BbE BCHYKH PYINW Ha JieueHUE ce Habnoaasa 4MCNeHo 0-BHCOKA YECTOTa Ha TONaM
HITH HEMOMAM KNHMHWYHO 3HAYMHM KPbBOWI/IHB.

Bapdapuu

TTpeMHHABaHETO OT NEYECHME C aHTArOHUCTa Ha BHTamHH K eapgrapus (INR 2,0 g0 3,0) kbM neueHHe ¢
pueapoxcabad (20 mg) wi ot pusapokcadaH (20 mg) keM Bapgapun (INR 2,0 po 3,0) nosumasa
CBOTHOWIEHHETO npoTpoMOMHOBO Bpeme/INR (Neoplastin) moseue 0T aguTHBHO (BB3MOXKHO € Ja ce
HaOMIOAaBAT OTAEAHM croMHocTH Ha INR no 12), aokaro edekTHTe mo oTHoweHWe Ha aPTT,
MHXHOMPAHETO Ha aKTHBHOCTTa Ha (akTop Xa M NoTeHUHANa HA €HIOr¢HHuS TPoMOHH ca aJUTHBHH.
[1pn xKenanue aa ce macneaBar (papMakoAHHAMUMHHMTE €)CKTH HAa pHBAapOKcadaH B ICpHOAa HA CMAHATA
Ha TEPanUATa MOTaT Ja & U3IIOA3BAT NOKA3aTeN|, KaTo akTUBHOCT Ha anTH-daxktop Xa, PiCT v Heptest,
MOHEKE TE3W TECTORE HE Ce MOBMuUABAT oT BapdapudH. Ha weTRPLPTHA I€H chel nocneaHata m1o3a
eapdpapuy, BCHYKH nokasareny (Bkn. PT, aPTT, uuxubupaHe Ha akTHBHOCTTA Ha dakTop Xa H ETP)
OTpasfABaT eAMHCTBEHO eeKTa Ha pusapokcadan.

[lpu xenanue na ce u3cenBar ¢apmMakogMHaMHYHHTE edekTH Ha BapdapyuH B nepHoda Ha CMAHA Ha
TEparnuATa MoXe aa ce W3nomnisa wimepeaHeTo Ha INR npu Ciaugn Ha puBapokcabad (24 vaca cnen
Npeax0AHUsS NIPHEM Ha pHBApOKCadaH), ThH KaTo TO3H MOKA3aTeN ¢€ NOBAYABa B MUHHMATHA CTENEH OT
puBapokcadaH B Ta3H BpEMEBA TOYKA,

He e nabmonasano gapMakoKHHETHYHO B3aHMOAENHCTBUE MexIy BapdapuH W puBapoxcalbaH,

uaykropu Ha CYP3 A4

EnHoBpeMeHOTO NMpUIOKEHUE Ha puBapokcadaH U MolHua HHAYKTOp HAa CYP3A4 pudaMnuuuy Boau
a0 okono 50% noumkasaHe Ha cpeanara AUC 2a puBapokcabaH, ¢ ycnopeiHO HaMallABaHE Ha
dapmakoaHHaMuuHuTe MY eekTH. EpHoepeMenHaTa ynorpeba Ha pueapokcabaH ¢ ApyrM MOLIHH
HHAYKTOpH Ha CYP3A4 (nanp. denurown, kapbamaszenwH, genobapbutan unu XuAT KaHTApHOH
(Hypericum perforatum)) CbIIC MOXKe 13 AOBEAC [0 HAMAlCHM THA3IMEHW KOHUCHTpAuud Ha
puBapokcalaH. 3atoBa TpAOBa na ce M30Arsa €AHOBPEMEHHOTO IIPHIAraHe HA MOLIHU MHAYKTOPH HA
CYP3A4, ocBeH ako NanMeHTET HE ce CASAH BHHMATENIHO 3a Henezn 1 CHMNTOMHE Ha TpoMOo3a.

ﬂ pyru CLIMbETCTBAUIN TOPATIHH,

He ca mHabmopagaHW KIMHHYHO 3HAYWMH  (QapMAKOKMHETMUHM HIH  dapMakOAMHAMHYHH
B3aHMOACIHCTBHA MPH ¢AHOBPEMCHHO NPHJIOXKEHHe Ha puBapokcaban W mupazonam (CyOcTpar Ha
CYP3A4), anrokcus (cydcTpat Ha P-gp), aropeactaTtud (cyberpar ua CY P3A4 1 P-gp) vy omenpazon
(uHXHOWTOp Ha npoTOHHATA Nommna). Pueapokcaban HHUTO MHXHOHMpa, HUTC HHAYUUPA HAKOS OT
ocHoeHUTe H3odopmu Ha CYP, Hanpumep CYP3A4,

He ca Ha0nioaaBaHW KJIMHUMHO 3HAMMMH B3aMMOAEUCTBUS ¢ XpaHH (B, Touka 4.2).

JlabopaTopHu nmoxazaTenu
Koarynaunonnure napametpu (Hanp. PT, aPTT, HepTest) ce mosnugBaT cnopea o4akBaHWATA C OFJIe,

HA MEXAHH3IMA HA JeHCTRUES Ha puBapokcadad (B, Touka 5.1).
4.6 DepTUNHTET, OPEMEHHOCT H KhpMEHE

bpemeHHOCT

bezonacHocrTa M edHKaACHOCTTAa Ha Pupapokcaban-Ualikadapma npd OpeMeHHH XEHH HE ca
ycraHoBeHH. [TpoyyBaHHATA MpH KHBOTHW TOKAa3BAaT PENPOAYKTHBHA TOKCHUYHOCT (BkK. Touka 5.3).
{lopaau noTeHuwanHara PENPONYKTHEHA TOKCHMHOCT, MPUCHIME PHCK OF KbpBeHe U AAHHWTE,
noka:Ballld, ue puBapokcalad npemuHaBa mnpez mnnaueHTata, PuBapokcaban-Yakikagapma e

NIPOTHBOIIOKA3aH NO BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3), e
HKenwute ¢ AeTeponcH noTeHuMan TpAdBa Aa H30ArBar ga 3abpeMeHABAT NO BpeMe H W B -
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KtpMene

beszonacHoctra M e(PHKACHOCTTA Ha PHBapolccaﬁaH-‘IaﬁKaq)apma IIPH KBbPMEIUM >KEHH He ca
yCraHoBenn. Ilpoyuranuara npu xupoTHy HIOKA3BAT, 4C pHBApOKcaGaH ce cekpetrpa B MIKOTO. o
Ta3u MpHUMHA PHBapokcaGan-Yatikagapma e POTHBONOKA3aH B MEpHOZAA Ha KbpMeHe (BXK. TOUKa 4.3).

TpabGBa na ce B3eme pemtenye, nann A2 CC MPEYCTAHOBH KEPMEHETO WM na ce NpEYCTAHOBKH/Na He ce
MPUIICHKH TEparUaTa,

He ca nporesxpnanu KORKPETHH TIPOYYBAaHHA ¢ puBapokcabaH npuy X0pa 3a ouetka Ha edieKTHTE Mo
OTHOIWICHHE Ha Qeprunutera. [Ipu exno MPOYHBAHE N0 OTHOLUEHHE Ha depruaMTeTa TIPH MBKKH M
AKCHCKM IUIBXOBE HE Ca HAbNIOAaBaHHM edekTu (Bk. Touka 5.3).

PHBapomcaﬁaH-qaﬁRacbapma HOBJIHABA B MajIKa CTenmeH cnocobHOCTTA 3a modHupaHe u pabora ¢
MAlUMHK. MMa cuobuwieHns 3a Hexxenanm PCaKHH KaTO CHHKON (YeCTOTA: HEYECTH) U 3aMagHOCT
(yectota: wectu) (BK. Touka 4.8}.

[laumenrnre, nmpy kouro ce PaSBHAT TE3H HEXE/MaHH peakuHH, He TpsGsa na logHpar wiIH pabotar c
MallHHH.

4.8 Hexenann nexapereenn peakuHn

Pestome Ha npoduna va Gesonacroct

BesonacnocrTa Ha puBapokcabaH € mpoyyena B TPUHALCCET WIMHHYHH npoy4savus daza 111,
obxBatuammm 53 103 nauwenTy, CKCTIOHHpaHHu Ha puBapokcalaH (Bx. Tabmuma 1).

Tabanua 1: Bpoii TPOYHEeHN MauHeHTH, 002 THEBHA 032 H MAKCHMATHA NPOALJKATEXHOCT HA
JEYCHHETO IPH NpoyuBanns dasza 11N

Hokazanue bpoit O6ma mnesna no3a | Makcumanna
nanHeHTu* IPOAL GKRTEAHOCT
H2 NeYECHHETO

Hpogunakruxa Ha BEHO3¢H | 6 097 10 mg 39 auu
TpoMOoeMBonH3EM (BTE) npw
BB3PACTHH MNAUHEHTH, MOLJIOMKEHU Ha
[UIAHOBO ~ CTABHO MpOTE3MpaHe Ha
T2300eApeHAaTa MK Ha KONNHATA CTaBa

[Ipopunakruka wHa  BTE npu| 3 997 10 mg 39 auu
HEXHPYPrHYHM NAUHEHTH

Jleyenue na BT, BE u npodguinakTukal 6 790 Her 1 - 21: 30 mg| 21 mecena
Ha peLiAHNBH Hen 22 u caen Tosa:

20 mg Cnen waii-
Majiko 6 mecena: 10
mg wik 20 mg

Ilpodunakruxa Ha uncynr 1 cuctemen| 7 750 20 mg
eMOOJIH3BM 1IPH NALMEHTH ¢ HEKIANHO

NPEACHPOHO MBXKIEHE
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[Tpodunaktika HA areporpomGoTHyHK | 10 225 5 mg uan 10 mg| 31 mecena
CbOMTHS NPU TALUHEHTH CHEd OCTHP CLOTBETHO,

kKopoHaped cunapom (OKC) NPUIIOKEHH  €JHO-
BpeMeHHO ¢ ACK,
HiH ¢ ACK nmoc
KJIOTHAOIPENn  WIIH

TUKIONMHAHH
[popunaktuka Ha areporpomborvunn | 18 244 5 mg, npunoxenu| 47 meceua
cvOuTHa npu nauventy ¢ KAB/A1AB IHOBPEMEHHO ¢
ACK wm 10 mg
CaMOCTOSTENHO

*TlaupeHTH, XOHUTO ca OHIH €KCNOHMPAHHU Ha MOHE €AHa A03a pHBapokcabau

Han-uyecto CboOWAaBaHUTE HEKENAHH peakllidi NpH NALHEeHTH, KOWTO NoayuvapBat pusapokcadaH, ca
6rnu xemoparud (Tadmuua 2) (Bx. cbLo Touka 4.4 ¥ "OnucaHHe Ha M36GpaHH HeXeNaHH peakurn” No-
nomiy). Hai-uecTo crobIaBaHnTe XeMoparus ca enucrakcue (4,5%) v KupBeHe B CTOMAIIHOUPEBHUS
TpaKT (3,8%).

Tabauua 2: YecroTra HA CLONTHATA HA KBPBeHe* H AHEMHA NPH NAUHEHTH ¢ €KCHO3ZHIIHA HA
pHBAapoKCcaABAH B 3aBLPLUKAJIMTE npoyuBakusa ¢aza 1k

IToKkasaHHe BcAKAKBB THI | AHeMHUS
KbpBEHE
[Ipopunaxtuka Ha BTE  npu | 6,8% ot manmentuTe 5,9% OT NAUMEHTHTE

BB3PACTHH MalHCHTH, [I0AJIOKCHH Ha
INMAaHOBO CTABHO [IPpOTCIHPAHC Ha
TMGﬁeﬂpEHﬂTa HIH Ha KOJIFHHAaTa
cTaBa

Mpopunaktuka wHa BTE  npu | 12,6% oT nauMeHTHTE 2,1% o1 nauueHTUTE
HEXHPYPryuyHU NALKWEHTH

Neuenne Ha  JABT, BE H | 23% OT nauHeHTHTe 1,6% OT nalueHTHTE
NpoHIaKTHKA HA PELUIUBH

[Tpodunakriika Ha  HHCynTr wu | 28 Ha 100 { 2,5 na 100 naureHTOrOAHHU
CHCTEMEH eMOOIM3bM NMPH NALKMeHTH | NMalHeHTOroJHHH
C HEKJIAMHO MPEACHPAHO MBXASHE

[TpojunakTvika Ha areporpombo- | 22 Ha 100 { 1,4 Ha 100 naureHTOrogIHHH
THYHYA CbOUTHS NpPH NALMEHTH CNIea | MAIHEHTOTOIUHU
OKC
[Mpodunaktuka Ha areporpombo- | 6,7 Ha 100 | 0,15 na 100 maupeHToroauHu™**
THYHA CBOUTHSA [OPU MNANMUSHTH ¢ | NALHEHTOTOJAHHH
KAB/TIABR
" Bcuuky cbOMTHS HA KbPBEHE OT BCUYKY NPCYYBaHHMA ¢ puBapokcadaH ca ¢x0pani, 1oKnaIpaHu
H OLEHEHH.
*ok B npoyusaHero COMPASS ce nHaGnogasa Hucka yecToTa Ha aHeMMd, ThH KaToO € NMpHJIOXeH

CEJIEKTUBEH MOAXOA 34 ChOHpaHe Ha HeXelaHH chOuTus,

CnuceK Ha HEXKeNAHHTe peakUMU B TaBIMUECH BUJI
UYecToTUTE HA HEIKENAHHWTE PEAKUMH, CBbP3aHu ¢ Pueapokcaban-Yalikadapma, ca o6obuienu B Tabmyug— 2o~ ..
3 NO-ZOJIy 110 CHCTEMO-OpradHH knacoee (no MedDRA) u no uectoTa.

B 3aBHCHMOCT OT YECTOTATA TE CE ONnpeacnAT KaTo:
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MHoOro vyectH (> 1/10)

yectd { = 1/100 no < 1/10)

HeuecTH (> 1/1 000 mo < 1/100)

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

MHOTO peakH { < 1/10 000)

C HEH3BECTHA YECTOTA: OT HATMUHUTE AAaHHH He MOsKe Ja OBle HalpaBeHa OleHKA.

Tadauna 3: BcHukl HekeaHWM PeaKlHA €A CHOOINEHH NPH MANHEHTH B KJIHHHYHHA H3INHTBAHHA
¢aza II1 nau npu nocrMapkeTHHroBa ynorpeda®
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HapyiieHHs HA KPLBTA H JHM$HATA CHCTEMA

AHemusi (BKI. ChO-

HH ITApaMeETpPH)

TpomGouutoza (BKN.

TBETHH JIadoparop-nopulliaBale Ha Gpod

Ha TpoMGouuTHTE)®,

TpOMOOLIHTOTIEHHA

Hapymenns Ha HMYHHATAa CHCTEMA

ANleprvuHa peaxiuma, AHa(pHITAKTUYHH

RICPri4eH NJEPMaTHT, PEaKLHHU,

AHTHOENEM ©  anep- BKJAKOYHTETHO

FHYEH OTOK AHAGHUNAKTHYEH
[HIOK

HapyuieHHs® HA HEPBHATA CHCTEMa

3aMasHOCT, Mozbues M BbLTIpe-
rnaeobonme

ICHHKOT

UEpEneH KPhBOMW3JIHB,|

Hapymenns HA OMHTe

IOuYeH KpbBOHW3JIHB
(BKJI. KOHKOHKTHBA-
T€H KPLBOHW3JIHE)

CrpaedH HAPYMIEHHA

Taxukapaus
LAOBH HAPY1HEHHS
X HMOTOHMA,
XEMaTOM
PecnApaTopHH, TPBAHHA H MEAHACTHHANKH HAPYLUIEHHS
Enucrakcuc,
XEeMOINTH3a

CToMallHO-YPEBHH HAPYILIeHNA

KLnpBeHe ot EeHLLHJC}’Xt}Ta B yCTata

TC, KBPBEHE OT

CTOMALIHO-UPEBHHS

TPaKT (BKII.

E&:manﬂn KLpPBEHE),

OMALUHO-YPEBHH

7] a01OMHMHANHH|
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X enaToOnanapHy HapyeHHs

[1osMIDaBanE
TPAHCAMHHAZUTE

H

HeproapobHo
YRpekKAaHE, NOBH-
weH SunupyOuH,
MOBULIEHA aKanHa
¢ocarasza B

KPEETA", NOBHLIECHA

GGTA

KbaTenvna, noeu-
[IABAHE HA KOHK)A
rvpaydug OUITH-
pyOuH (¢ wiM Oe3
CBIIBTCTBALLO
NOBHIUABAHE  H
ALT), xonemaaaj
XenaruT (BKJIOUYH-
TEMHO XEMATOoUENY-
TIAPHO YBPEXKAAHE)

Hapyuienns Ha KOXKaTa H NOAKOKHATA

ThKaH

Ceplex (Bru.
HEYECTH CNYYaH Ha
reHepanuzupay
chpbex), oOpHB,
EKXUMO3H, KOKHH
H NOAKOXKHH

KPBeBOHIJIHBH

YpTuxapns

CHHApPOM Ha
Stevens-Johnson/
TokcuuHa
enuaepManta
HEKpPOIK3a,
DRESS cuaapom

Hapyuienns Ha MYCKY/IHO-CKEJICTHATA

CHCTEMA H CHENHHHTE/NHATA THKAH

Bonka e
kpalivnure”

XemapTpo3a

B

Kpbeousnus
MY CKY T

KomnaprmeHT
CHHIPOM B PE3YJi-
TAT HA KLPBEHE

Hapymenns na 0b0pennte H NHKOYHNTE NETHINA

KbpBene oT ypo-
FEHHTATHUS  TPAKT
(BKJI. XeMa-TypHA 14
MeHOoparus®),

OLOpeuHo YBpekK-
nade (BKN. FMOBH-
[IEHNE HA HUBOTO
Ha KpcatTH-HHHA 131
KPBETA, TIOBH-
MIEHHE Ha HHMBOTO
Ha ypeATa B
KPBBTA)

brOpeuna
HEAOCTATBYHOCT/
OCTpa G'IJGPE:'-IHj
HEeNOCTATEYHOCT
PE3YNTAT HA Kbp-
BE€HE, [OCTAThHYH
aa npenﬂaﬂm::,
XHOOMEMPy 314

O6mH HAPYIWeHNH B e)eKTH HA MACTOTO HA NPUNOKEHHES

[ToBuweHa Hepaznonoxeaue | JlokanusmpaH
Temmeparypa’, (BK1. NpunoLIaBare) | oTox™
nepudepeH  OTOK,
[IOHMKEHa  ofIw
CHIa WU EHEPruY
HOCT {BKI. yMOpa =
ACTEHHA ) y @?HR
JE/
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[ToBuineH LDHA,
MoBMIIEHA JHMaza’,
MOBHHIEHA amMuasa’™

H&pﬂHﬂBﬂHHH, OTPABAHHA H YUIOKHCHHH, BLIHHKHAJIH B PE3VIATAT HA HHTEpBEeHUHH

Kbpeene cner Cbaosa

HAKAKBA  [IPOLE- TICEBACAHEBPH3IMA
Aypa (BkN. MNOCT-
OnepaTHBHA  AHEA
MHS H KBPBEHE OT
paHa), KOHTY-3HUA
CEKpeLrs OT paHH

A: ma0mogasanu npu npodunaktuka Ha BTE npu BBL3pacTHH nanueHTH, MOANIOKEHH Ha MJIAHOBO
CTABHO ApoTe3MpaHe Ha TazodeapenaTa it KOJISHHATA CraBa

B: Habaoaasanu npH neyenve Ha JIBT, BE unu mpodunakTHka Ha peuMAHBH, KATO MHOI'O YECTH TIPH
HeHH < 55 roauHy

C: HabniopagaHM KaTo HEUECTHM NPHU NpOPUIAKTHKA HA ATEPOTPOMOOTHYHH CBOMTHA MNPH TALHEHTH
cnen OKC (cnen nepkyTaHHA KOPOHApHA MHTEPBEHLIMA)

* [TpunoskeH € nNpeaBapUTEIHO ONpeReeH CENeKTHBEH MOAXOAN 3a ChOHpaHEe HAa HexeNaHud CcuOHuTHA.
Trit kaTo decTOTaTa HA HEXENAHUTE peakUMK HE € YBEJIHYEHA M He € YCTAHOBEeHa HOBA HEXKelaHa
peakuua, aaHHute oT npoyupaHeTo COMPASS e ca BITHOUESHH 0P UIYHCAABAHE Ha Y4SCTOTATA B Ta3u
Tabnuua.

Onucanve Ha H30paHy Hexe1aHN peakiny

IMopany papMaKkoNOrHUHHA MY MEXaHH3bM Ha AcicTeHe, yHorpedata na PusapokcabGan-Yakikagapma
MOXKE Aa OBAe CRbp3aHa ¢ MOBHIIEH PHCK 3@ OKY/THO HIIH ABHO KBPBEHE OT BCAKA THKAH WU OPraH,
KOoeTo OW MOrfmo aa AOBeAe A0 NoCTXeMmoparWyHa aHemus. IlpuzHaliuTe, CHMITOMHTE H TEXKECTTa
{BKIIOUNTENHO (PaTANEH H3XOO) M€ 3aBHCAT OT NOKATH3AUHATA H CTENEHTA UK 00eMa HA KBPBEHETO
Wunu aHeMHATa (BxK. Touka 4.9 TlopegeHre npu kppeeHe™). B KNIMHNYHHTE NPOYUBAHHS JTHTABHUHO
KbpPBEHE (T.€. OT HOCA, BEHUHUTE, CTOMALIHO-YPEBHHA TPaKT, THKOYHO-IIOJIOBUS TPAaKT, BKJIHOUHTEIHO
abHOpMHO BarMHAMHO WM NOBHLUCHO MEHCTPYANIHO KBpPBEHE) H aHeMUd ¢€ HabnropasaT no-uecto npu
ALATOCPOYHO NeueHHe ¢ pUBapokcabaH B cpaBHeHHe ¢ JeveHue ¢ ABK. [lo Taiu npuumba, B
OOMbJAHEHUE KBM  aJ€KBATHOTO KNHHUYHO  Ha0mOAeHHe, nabopaTopHO  H3ICICIBAHE HA
xeMmornoOuua/xemarokpura 64 morno aa ObAe OT Nonsa 3a OTKPHBAHE HAR OKYJITHO KBPBEHE W 134
ONpeAcAsAHEe Ha KJIHHHYHATA 3HAYHMOCT HA ABHO KBPBEHe, MO [pCLEHKa Cnope cayvad. Be3aMoxkuo e
PMCKBT OT KbpPBEHE Aa ObAe NMOBHUINCH MPH ONpPEAENcHd I'PyNH MalfUMEHTH, HANPUMED TNAUHEHTH ©
HEKOHTPOJIMPAHA TEXKKa apTepPHANHA XUMEPTOHUS W/HMIM Ha CBIBTCTEAILA TEpanus, KOATO MOBIHABRA
xeMocrtasara (BK. Touka 4.4 ,,Puck or xemoparua®™). Be3MOKHO € MEHCTPYAIHOTO KbPBEHE Aa € Mo-
CHJTHO W/HWITH MO-NPOABIKUTENHO. XeMOParHYHUTE YCIOKHEHHA MOraT Aa €€ NMPOoABAT KaTo ¢nabocT,
OneqHoOCT, 2aMagHOCT, rmapofosiMe WM HEoOSCHHUMH OTOUM, JHUCMHEA H HeoOscHUM inok, Karto
Pe3yNTAT OT AaHEMUATA B HSIKOU CyUau ca HAGJII0AaBaHy CUMITTOMH HA ChPASUHA MCXeMUA, KaTo GoKa
B I'bPANHTE HITH CTEHOKAPRHA.

KHma co01ueHHA 3a U3BSCTHH YCIOKHEHHA B PEIYIITAT HAa TEXKKO KbPBEHE, KATO KOMITAPTMEHT CHHAPOM
1 ObOpeYHa HEJOCTATHYHOCT B PE3yATAT Ha xMnonepdys3us npH wu3non3BaHe Ha PHeapokcaban-
Yaiikadapma. 1o Tazu npyyMMHa BEpOATHOCTTA OT KbPBEHE TPAGBA Ja ce HMa ApeABHI [TPH peLeHKaTa
Ha CBCTOAHHETO HA BCEKH MAHEHT, KOWTO € MOANOKEH HA AHTHKOArYJaHTHO JICYCHHE.

CroodllapaHe HA NOAOIUpAHH HEXKENAHU peaKLHU

CrobmaraneT0 Ha NOAO3MpaHH HEXKENAHH PEAKLMM Cliel paspeliasate 3a ynorpeda Ha NeKapCTBEHHS
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HeXeNaHa peakiud 4ype3 HaludOHaJHa cHcTeMa 3a cpolbiwasaHe Ha HlsnoaHuTenHa areHuys no
IeKapcTeaTa.

HM3nbLJIHATE IHA AreHIHS 10 JIEKAPCTBATA.
ya. ,JlamsaH I'pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcait: www.bda.bg

4.9 TIlpexosupane

HMma crofileHHs 34 peAKH Ciyuau Ha npenozupade o 600 mg, HeycnomHeHn 0T KBpBeHe WA ApyrY
HexenaHW peaklUH. [lopagu orpaHnvenara abcopfuua ce ouakbBa efekT Ha HacHluaHe 0Oe3
AONBIHHTE/NHO TMOBHIIABAHE HA CpeIHATA TNUIa3MeHa €KCIMO3MUMA TNpH CYyNnpaTepanceBTHYHH I03H
puBapokcalau ot 30 mg uiH No-BHCOKM.

CriiecTeyba  cnemMpuuyHO  HEYTpaIuM3Hpawo  cpelcteo  (aHaekcaHeT — amndpa)  cpewuy
bapmakoauHaMuuHHA edekT Ha pubBapokcabaH (BX. KpaTkaTa XapakTepucTHKa Ha TIPOAYKTA,
ChOBPIKALL aHneKkcaneT anda).

B cmyuay Ha npefo3vpaHe Ha puBapokcadan MOXe Aa ¢¢ MMa RpefBUIl M3TION3BAHETO HA aKTHECH
BbrICH 32 HaMalABaHe Ha abcopdOLuATA.

IlopeaeHne NpH KLPBEHE
AKO mpH MNaUHEHT Ha JledeHHe ¢ puBapokcal0aH ce pa3BHe CBBP3aHO C KBbPBEHE YCIIOXHEHHE,

clleaBalUMAT NpUeM Ha pHBapokcaldaH TpADBa Aa ce OTVIOKH WM NeYeHUeTO TpsOBa na e MpEeKparH,
ako e HeoDxomumo. PuBapokcabaH uma MoRy»XHBOT OT okoJio 5 no 13 gaca (mik. Toyka 5.2).
[ToBenensicTo Tpadea na € HHAHBMAYAJIM3MPAHO B 3aBMCHMOCT OT TEXECTTa H JNoKanu3auuaTa Ha
KPbROH3NHBA. MOXKE Oa ce M3MON3Ba NOAXOASLIO CHMATOMATHYHO JICUCHHE, KaTO Hanp. MEXaHH4Ha
KOMIIpecHA (Hanp. MpH TEXbK eNUCTAKCHC), XUPYPrHYHa XeMOCTA3a ¢ MpOUENYPH 33 YCTAHOBABAHE Ha
KOHTPON HAaA KbPBEHETO, 3aMeCTBAHE HA ofeMa U MEpPKM 2a NOANLPIKAHE HA XeMOAWHAMUKATA,
MPe/IMBAHE HAa KPBBHH IIPOAYKTH {ePUTPOLIMTEH KOHLUEHTPAT WM MPACHO 3aMpa3zcHa rjasMa B
3aBMCUMOCT OT ACOLIMHPAaHATA aHEMUA MM KoaryJionatug) Hnu TpOMOOLIMTH.

AKO KbpeeHero He MoOXKe aa ObAe OBMAIAHO C ropefiocouenuTe Mepku, Tpadsa na ce obcbam
NPpUIAraHeTe WAV Ha CHEUHHUHO HEYTPaIH3Hpale CpeacTBO 3a HHXMOMTOp Ha (paxtop Xa
(anaexcaHeT aida), koeTo aHTaroHW3Hpa apmakoaMHaMuuuus edekr Ha pusapoxcadaH, WNH Ha
cieUNHYHO MPOKOAryjIaHTHO HEYTPANH3Mpalle CPEACTBO, KaTe KOHUEHTPAT Ha MpOTPOMOWHOBMA
kommnexke (PCC), axTMBHpaH KOHLUEHTpar Ha nporpomOuHoBHa kommneke (APCC) wmim
pekomOubanten gaxtop Vila (r-FVIIa). Kem MomenTa o0aue kKIHHHMUHUAT OTTHT OT MPUIATAHETO HA
TE3W JIEKAPCTBEHH NPOAYKTH [IPH MaUHEHTH, TOIyYaBatly pHBapokcalaH, € MHOTO OrpaHHuEH.
IpenoppkaTa ce OCHOBaBA M HA OTPAHHYEHW HEKIHHWYHH JaHHH. Moxke na ce 0OMHCNIH MOBTOPHOTO
npunarade Ha pekombunanteH daktop VIla W nozara Tpabea Ja ce THTpHpa B 3aBHCUMOCT OT
HAaMaJgBAHETO HA KBPBEHETO. B 3aBMCHMOCT OT BB3MOMKHOCTTa Ha MACTO, B CIY4YaH HA MAacHBHO
KbpBeHe, TpaGBa A3 ¢e 0OMMCIN KOHCY/ITAUHA CbC CMELHMANUCT MO KOaryNaUuMOHHU HapylueHHs (Bx.
TO4Ka 5.1).

He ce ouakBa nmpoTtaMHH cyndar M BHTAMUH K 13 MOBNHABAT AHTHKOATYJIAHTHATZ aKTHBHOCT Ha
puBapokcadad. OnuTeT ¢ TPAHSKCAMORA KHUCENWHA ¢ OrpasuucH U AKICEA TakbR ¢ aMWHOKaANpoOHOBa
KHCE/IMHA W afNpOTHHHH Npv TNalKeHTH, noayvasaliid puBapokcafadn. HiMa HWTO HaydHH
JIOKA3aTENCTBA 3a ONaronpHATHO NOBINABAHE, HATO OIIHUT OT H3MON3BAHETO HA CHCTEMHHS XeMOCTATHK
ASIMOMNPECHH TIPH MAUHeHTH, NONy4aBaiiy pupapokcadan. [lopaim sucokaTa CTENIEH Ha CBBP3BAHE ¢
1a3MEeHHTE [IPOTEMHH HE C& OuaKBa puBapokcalaH fa Moxe 1a OBAe OTAC/ICH YPE3 AUANK3A.

5. PAPMAKOJOIHYHH CBONCTBA -~
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PapMakoTepareBTHYHA rpyna: AHTHTPOMOOTHYHH CPEACTBA, AHPEKTHH MHXHOUTOPHU Ha ¢akTop Xa,
ATC xon: BO1AFOI

Mexanu3bM Ha AeHCTBHE
PupapokcabaH € BHCOKOCE/IEKTHBEH JHPEKTEH HHXHOMTOP Ha dakTop Xa ¢ nepopanHa GHOHATHYHOCT.

HuxubupaHero Ha drakTop Xa npekncBa BbTPelllHUS M BHLHIICH IThT HA KOarylalMOHHATA KacKana,
KOETO HHXHUOHPa KakTo hopMHpaHeTo Ha TpOMOKH, Taka H oGpazysaHeTo Ha TpoMOH. PrHBapokcadbaH He
HHXHOMpa TpoMOuHa (axTHBHpan (pakTop 11) 1 He ca HabmonaBaHu eeKTH BLPXY TPOMOOLIMTHTE.

dapMakoaAnHaAMUYHY eieKTH

I1pn xopa e HaDNAARAHO 3aBUCUMO OT A03aTa HHXHOUpPaHe Ha daktop Xa. [IporpoMOnHOBOTO BpeMe
(PT) ce nosmuABa 00303aBUCHMO OT pHBapokcadaH B TACHA BpB3Ka ¢ NIA3MEHHTE KOHLEHTpaLuH
(r=0,98), ako 3a TecTta c¢ m3non3ea Neoplastin. Jlpyru pearentH 6uxa aanu Apyrd pesysiTars.
Oruyuranero Ha PT tpsGpa na craBa B ceKyHad, rnoHexke INR e kanubpupaHo M sBamUAHpaHO 34
KYMAPUHOBH NMPOAYKTH H HE MOXE JAa €€ IpHNara 3a Jpyrd aHTuxoaryjaanHTtd. IlpH nauueHTw,
MOAJIOKEHU HA [OIEMH OPTOIEIHYHN ONepaudH, nepeceHTHIHTE 53/95 3a PT (Neoplastin) 2 - 4 yaca cnen
NpueMa Ha TabneTkara (T.€. KBEM MOMeHTa Ha MAKCUMaJIeH edekT) ca B rpaduuuTe ot 13 10 25 ceKyHaH
(M3XoaHUTE CTOHHOCTH Mpead XUpyprudecka MHrepseHums ca 12 no 15 c¢exkynau). B kanHHKO-
thapMaKkoJIOruiHe NpoyvBaHe Ha ODpaTHMHUTE NpOMEHH BbR QapMakoIMHAMHKATAa Ha puBapokcadaH
NpH 30pABH Bb3pacTHH A00porosIliM (n=22), e oueHABaH edekThT Ha eanHHdHY Ao3u (50 IU/kg) Ha asa
paziMyHM THNA KOHUEHTPAaT Ha npoTpomOuHoeus kommiaeke (PCC), 3-¢akTopeH KOHUEHTpaT Ha
nporpoMOuHoBus koMmieke {(dakropu 11, IX u X) u 4-paxropeH KOHUEHTPAT Ha APOTPOMOHHOBUA
kommeke (thaktopu 11, VI, IX u X)), 3-hakTopHHAT KOHUEHTpAT HA MPOTPOMOMHOBHA KOMILISKC €
NOHMKUN CPEIHHTE CTOMHOCTH Ha nporpoMOuHOBOTO Bpeme Ha Neoplastin ¢ npuGnusurenno 1,0
CeKYHJa B paMKuTe Ha 30 MHUHYTH, B CPaBHEHHE ¢ [MOHWXKABAHEe OT DPHUONMIUTEIHO 3.5 CEeKyHOM
HaOnMoaagaHo © 4-PakTopHUS KOHUEHTPAT Ha MpOTPOMOHMHOBHA KOMIUIEKC. 3a cpaeHedue, 3-
$GaKTOPHMUAT KOHLIEHTPAT HA NPOTPOMONHOBHA KOMNNEKE € UMAJT IoroNaM M no-0bp3 001l edekT Bbpxy
0OpaTHMHUTE NpPOMEHU B €HAOréHHOoTO ofpasyBaHe HAa TpoMOuH oT 4-(hakTOpHHMA KOHULEHTpaT Ha
TPOTPOMOMHOBHA KOMINIAEKS {BXK. TOuka 4.9).

AKTUBHPAHOTO NaplyaiHo TpoMOONNacTHHOBO BpeMe (activated partial thomboplastin time — aPTT) u
HepTest cbhjo ca yaALDKENW B 3aBUCUMOCT OT J03aTa; M3MOA3BAHETO HM 33 OlleHKA Ha
bapMakoaMHaMHyHug ¢deKxT Ha puBapokcabaH obaye He ce mpernopbusa. Hama HeoOxoaumocT oOT
Ha0MOAEHUEe HA KOAry NalMOHNTE NApaMETPN TIo BPEME Ra NEUEHHUETO ¢ PUBapoKcalaH B KIMHHUYHATA
npakTika., Bbhopexu TOBa, ako € KNMHHYHO TI0KA3aHO, HMBATA HA puBapokcadan Morar na Onaar
WaMEpRaHH ¢ KanUdpupani KONHYECTBEHN TCCTOBS 32 aHTH(akTop Xa (BX. Touka 5.2),

KnuHuuia ePUKACHOCT 1 §e30nachocT

ITpochunaxmura na BTE npu svzpacmuu nayuerm, ROONONCEHU HA WIAHO80 CIMABHO NPOMEIUDAHE HQ
mazofedpesama Uy Ka KOISIHHAMa cmasy

KnuHuyHata nporpama 33 puBapokcabaH € cb3gageHa ¢ Len JAa nokaxe edukacHOCTTa Ha
pusapokcafad 3a npodunakrtuka Ha BTE, T.e. npokcuManin 1 AMCcTalkK TpomGo31 Ha ALNOOKHTE BEHH
(ABT) v 6enoapobua emBosia (BE) npH nauyedTH, NOAN0XKEHH Ha rofieMH OpToneaHdHy onepauiu Ha
ponydute kpadanuy. Han 9 5300 natmenty (7 050 ¢ ToTanHo CTaBHO NPOTE3Mpane Ha Tasodenpena cTasa
M 2 531 ¢ TOTAanmHO CTAaBHO TIPOTE3HpaHe HA KOJNAHHA CTaBa) ca MPOCASASHHU NIPH KOHTPOJKHPAHH,
PAHAOMMHIMPAHY, ABOWHO-CAENY KTUHUUHHU npoyupaHus gaza [l — nporpama RECORD.
Pueapokcaban 10 mg €aun nbT AHEBHO, NPHIMKEH HE NO-paHo OT § Yaca ciieq OnepaLHaTa, ¢ CpaBHeH
¢ enokcanaput 40 mg eAuK bt THERBHO, NpUAoKEH 12 yaca npeay onepaumsata. [ipy BoWuKMTE Tpu
w3nuTBauua daza Il (Bx. Tabnuua 4) pusapoxkcabal BoaM 10 3HAYMTETHO HaMansBaHe Ha obwua GpoH
Ha BTE (ecakakeu [IBT, ycTaHoBEHU upes BeHOTpadiug WK cuMnToMaTuno, Hedatanua bE u cmbpr)
H Opoa Ha ronemH BTE (npokcumanna JABT, Hedartanua BE 1 embpT nopaan BTE), npeasapuTenno
aehHHUpaHHTE MEPBUMHH M OCHOBHU BTOPHYUHM xpaliun Touxu 3a eduxacuoct. JLombiHWTENHo nNpu
BCAKO €AHO OT TPUTE MPOYUYBaHWMA decrorara Ha cumMrnroMatHddd BTE (cumnromaruuna /IBT,

Hedaranua BE, cMbpT, cBbp3ana ¢ BTE) e no-HUCKa B rpyNUTE NAMSHTH, JIEKYRAHN © puaap;:igga@gﬂlum_

B CpaBHEHME C IPYNIHTE NALHCHTH, JIEKYBAHH C CHOKCATIapHH. / oA ey
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OcHoBHara KpakiHa Touka 3a Ge3omacHOCT (MacHMBHO KBPEEHE) € CBC ChIOCTABMMA YECTOTA [IPH
NauKMeHTHTE, IEKY BaHM C prpapokcaban 10 mg, cnpamo eHokcanapus 40 mg.

Tabanna 4: Peyaratd o1 K1IHHHYHH Rpoy4ysanus ¢asza Il no orHomenne Ha eduKacHoCT H
0€30MACHOCT

CORD 1 RECORD 2 RECORD 3

Oxsanata K 541 mauvenTH, nognoxkeHu? 509 naureHTH, NoAmkeHUE 331 nayedTH, NONI0XKEHH
MOy Jia Ha TOTa/lHA [NNaCTUKA HaHa TOTajHA TMIACTHKA Hal::a TOTANHA IUIACTHKA Ha)
LA Tazo0eIpeHaTa cTaBa Tazo0eaApeHaTa CTapa ONAHHATA CTABRA
INpunarana [Pusapokca [Exokcanap| P |Pusapokca [Exoxcamap| P [Pupapokca [Enoxcanap| P
n03a HEaH 160 mgh oan H aH ETH
MPOLBJT auH - meTd) mg 10 mg enund0 mg 10 mg ennad mg
DKHTEN NHEBHO IUH NTBT LT JHEBHORIHH NBT BT AHEBHO/IHH MbT
[HOCT Hal35 = 4 aun lpnesHoO 35 35+ 4 tun THEBHO |24+ 72 av¥ DHEBHO
MEUYCHHMETO - 4 HH 12+ 2 num 12 =2 aau
1A,
orrepaunsTa
I06mo BTE | 18 (1,1%) | 58 (3,7%) [ <0,0] 17 (2,0%) | 81(9,3%) {<0,0| 79 (9,6%) 166 <0,0

01 01 {13,9%) | 01
[lonemu BTE | 4 (0,2%) |33 (2,0%)<0,0| 6 (0,6%) | 49(5,1%) |<0,0| 9(1,0%) |24 (2,6%) 0,01
01 01

uMmnTomaru | 6 (0,4%) [ 11 (0,7%) 3(0,4%) |15 (1,7%) 8 (1,0%) |24 (2,7%)

HH BTE
Macupro 6 (0,3%) | 2(0,1%) 1 {0,1%) | 1 (0.1%) 7 (0,6%) | 6(0,5%)
KbpBEHES

Anamm3bT Ha o000UIGHHTE pe3ynTaTi OT npoyybanus Pasa 1H noreppxkaagar AanHUTE, NOAYUEHH OT
OTJAEIHHTE NPOYUYBaHUA, [0 OTHOLIEHHE HAa HaMmaliABaHeTo Ha obuwua Opoit BTE, ronemu BTE u
cuMmnToMatiyii BTE npu v3nonszsaHe Ha puBapokcadad 10 mg BeaHbK OHERHO B CPaBHEHHE C
¢HOKcanapuH 40 mg ¢auH BT AHEBHO,

B aonbanerne kbMm  nporpamMata RECORD cdasa III e nmposeseHO0 NOCTMapKETHHIOBO,
HEMHTEPRSHLIMOHAMHO, OTBOPEHO KOXOPTHO mpoyueaHe (XAMOS) cpen 17 413 nanuen i, NPeThpnenn
roiAaMa OpToneAMUHA Onepauds Ha TazofeapenaTa CTaBa M KOJSHOTO, 33 11a ¢€ CpaBHH pHBapokcabaH
¢ Opyrw (apMakoNOrHdHH aHTUTPOMOOTHUM (CTaHIAPTHO JEYEHHE) NPH  peallHH  YCJIOBHAL
Cumnromaruuuo BTE ¢e nabmopasa npu 57 (0,6%) B rpynarta malueHTH, NeKYBaHU ¢ pueapokcadan
(n=8,778) u ipu 88 (1,0%) B rpynara nauuMeHTh Ha cTaHaapTHO JeueHue (n= 8 635; HR 0,63; 95% CI
0,43-0,91) ; nonynauus 3a SesonacHoct). MacuBHU KppBOH3/IHBY ca Habnrodaeanu npu 35 (0,4%) u 29
(0,3%) npy naiHEHTH B rpynure Ha pupapokcaban H Ha craHzapTHo neuende (HR 1,10; 95% C1 0,67-
1,80). CneaoraTeHo, pE3yITATUTE CA B CHOTBETCTBHE € PE3YJITATHTE OT OCHOBHHMTE PAHAOMHZHPaHH
NPOYYBAHUA,

Heuvenue na ABT, BE u npounaxmuxa na peyuousupawyu BT u bE

Knuupuseara nporpama ¢ Pueapokcaban-Ualikadapma € nnasupana © Uen Aa JIEMOHCTpMpa
edmracHocTra Ha PuBapokcafan-HaitkadapMa npy Ha4aTHOTO H NPOABIKUTENHOTO ICYEHHE Ha OCTPH
ABT u BE u npodunaxrtukara Ha peudaved. Han 12 800 namuedTH ¢a npoydyeHU B YETHPH
pPaHAOMH3MpPaHH, KOHTPONHPaHH KAMHMYHK npoyuraHus daza Ul (Einstein DVT, Einsten PE, Einstein
Extension u Einstein Choice) H TONbIHHTEIHO ¢ MPEBEASH NPEABAPUTENHO AePUHHPpaH COOpEH anau3
ta npoyusanuara Einstein DVT u Einsten PE. Obmara xoMOHHHpaHa TPOAB/RKHTEIHOCT Ha IEYCHHAETO
32 BCHYKH Npoyysanua e 1o 21 mecena.

B apoyusanetro Einstein DVT 3 449 nauwmenty ¢ octpa JBT ca npoyuenH 3a neueHnero Ha BT H 3a
npodunaxTiika Ha peunaneupaiy BT u BE (naumentdre cbe cHMnromaTHueH bE ca H3KMOHEHHOT . .
ToBa MpoyuRaHe). Ilpoab/pKMTENHOCTTa Ha JjieMeHHero € 3, 6 und 12 meceua B '? O - )\
KIHHUYHATA IPEUEHKA HA HICHENOBATEN]. ‘
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324 neveHueTo npes MepBUTE 3 ceaMuuy Ha ocrpa ABT ca npunaranu 15 mg pueapokcabaH Apa NLTH
AHeBHO. Cnel Tora NeHeHUeTo nponbhiiasa ¢ 20 mg prbapokcabal eanH NbT AHEBHO.

B npoyusanero Emsten PE 4 832 naumentu ¢ octbp BE ca npoyuenu 3a neuecHuero ua BE u 3a
npounaxTHka na peudausHpainy BT ¥ BE. IpoabixkureHoCTTa Ha NTedeHneTo e 3,6 unu 12 mecena
B 3ABHCHMOCT OT KJIMHWYHATA NpeleHKka Ha U3CE0BaTENS.

3a nevyenneto Ha ocTbp BE npes nmopeure 3 cepmuny ca npunarady 15 mg puBapokcaGaH aBa MbTH
AHeBHO. {Niea TOBA IeYEHHUETO NIPOIL/KaBa ¢ 20 mg purapokcalan eAny NBET AHSBHO.

H npu neete npoyusanms Einstein DVT y Einsten PE ¢paBHHTENHOTO NeYEHHME BKIHOYBE €HOKCAMAPHH
B MIPOALIPKCHUE HA MIOHE 5 IHH B KOMOMHALIMA ¢ aHTAaroHKCT HA BUTaMiH K 710 nocturane Ha croiiHoct
3a PT/INR 8 TepaneBTruHKTe rpanuiiy (> 2,0). fleyennero npoarkasa ¢ aHTaroHUCT Ha BUTaMHH K,
KaTo 1034Ta MY ¢ Takapa, ue cToHocTHTE 332 PT/INR na ca B TepanerthynuTe rpanmiu ot 2,0 oo 3,0

B npoyuraneto Einstein Extension 1 197 naguenty ¢ JIBT unu BE ca npoyyenu 2a npo¢guaakTika Ha
peuupuerpawy JABT v BE. TlpoapmxHUTEAHOCTTA Ha NEUSHHETO 00XBallla OOMBIHUTEAHH 6 o 12
MECEUR TpPX TAlMEeHTH, KOWTO €a NMPESMHHAJIM KyPC Ha JieueHHE oT 6 g0 12 mecela Ha BeHO2EH
TpoMOOeMOOIHAEM B 2aBHCHMOCT OT KRIMHWYHATA NpeligHKa Ha wIcheaosarens. (CpaBnaBa ce
PuBapokcaban-YHatikagapma 20 mg BeaHbXK JHEBHO ¢ nnanedo.

Iipoyusanusta Einstein DVT, PE 1 Extension H300N3BaT €AHH H ChUIH NPEABAPHTENHO AE(PHHUPAHH
NEPBHUYHK ¥ BTOPHMYHM pe3yiTaty 38 e(HKacHOCT., TIbpBUUHUAT pesynraT 3a eduKacHoCT &
CHMITOMATHYEH peunuaueupaiy geHoieH TpomOoembonuivm (BTE), nedwnupas xato cberaBed oT
peunpuBdpaiia BT wnn neraned Wiy Henerared BE. BTOpHuHWAT pesynrar 3a eduKacHocT ce
HedpHHMpa KaTo CBUETaHHE OT pennadeHpawa /IBT, HeneraneH BE m cMBbpTHOCT HE3aBHCHMO OT
NpHYHHATA.

B npoyusaHe Einstein Choice 3 396 rnaunedty ¢ noTebpachHa cumnromaruyra ABT wwnn BE, kouto
¢a 3apspuidiM 6 1o 12-MecedHO AHTHKQATYJIAHTHO JICHEHHE, A MPOVUEHU 3a (podHIAKTUKE Ha
daranen BE u wedaranau cumnromariudu BT u BE, [lanueHTHTe ¢ NOKasaHHe 32 NPOXBIKUTENHO
AHTHKOAryJlaHTHO IEUEHHE ¢ TEPATICBTUYHA 1033 Ca M3KTIIOUCHH OT NMPOYYBAHETO.
[poabnaMTENHOCTTZ HA NeveHneTo ¢ no 12 Meceua B 3aBUCMMOCT OT JlaTata Ha UHAUBHAYAJIHOTO
paHaoMu3dpade (Mmeauama: 331 puu). Pusapoxcalan-Yalikapapma 20 mg BelHBkK AHEBHO H
PusapokcabaH-Yaitkadapma 10 mg BeAHBXK AHEBHO ca ¢paBHEHH che 100 mg aneTHACAMMLMIOBA
KHCENMHA BEAHBK JHEBHO.,

[MTupBnunnaT pezyarar 3a epHKACHOCT € CHMIOTOMATHYEH pelMIHBHpaW BeHO3eH TpombBoeMbonHIbM
(BTE), nedvuupan kato cmecuuara or peuuanbupaiia BT nan dartanen unu nedaranen bE.

B npoyusanero Einstein DVT (sx. Tabnuua 5) ce nokaipa, ye puBapokcabaH € ¢ He no-mMajka
eheKTHBHOCT OT eHokcanapuH/ABK 3a nbpeuuHus pesyarar 3a edwmkacHoct (p < 0,0001 (Tect 3a He
mo-mastka eextusroct)); Koepuitedt Ha Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (rect 3a
npeenaxojacTee)). [Ipeapapuarento aAeduHHpAHATA HETHA KIMHWYHA NMoi3a (MEPRHYEH pe3yaTar 33
edHKacHOCT MIIIOC KPbBOHMITUBY) ¢e croDinara ¢ KP 0,67 ((95% [H: 0,47 - 0,95), Hom#nanma p
croitnoct p = 0,027) B nonza Ha pueapoxkcabad. INR croiiHocTiTe ca B TeépaneBTHYHHA JHANA30H
cpeaHo 60,3% oT BpeMeTO NpH cpeHa NPOALLKUTENHOCT Ha neyeHueTo ot 189 anu, u 55,4%, 60,1%
H 62,8% 0T BpeMETO NpM MPynuTe ¢ MNAHUPAHO NEUEHHE C NPOABKHTENHOCT ChOTBETHO 3, 6 M 12
Meceua. B rpynara Ha enokcanapr/ABK Hama scha BpBb3Ka MEXIY HHROTO Ha CPEAHOTO LIEHTPAIHO
TTR {Bpeme B TaprereH INR amnanazon 2,0 - 3,0} opu TepTUNHTE C €RHAKEE pa3Mep W 4eCTOTATa Ha
peunauenpaigite BTE (p = 0,932 3a p3aumoaeiicTene). B Hail-ropaus TepTul no OTHOWEHWE Ha
uentspa Koepuunentst Ha Puck (KP) npu pneapoxcaban cnpsMo Bapgapun e 0,69 (95% JIH: 0,35 -
1,35).

YecToTuTe 33 OBLPBUUAHMA pe3ysiTar 3a Oe3omachocT (ToneMW MAW KNUHHYHO 3HAYHMMH HE
KPLBOW3NKEH), KAKTO H 32 BTOPHUHHA PE3VITAT 32 §€30MACHOCT (FoAeMU KPLEOW3AUBH), Ca
JABETE TEPANERTUYHH TPYIIY. /
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Tadnuua §: Peayararn 33 epuxacnoet n Gesonacnoct ot ¢pasa 11 Einstein DVT

I 3 449 nauMeHTH ChC CUMNTOMATHYHA OCTpA JbA0OKA BEHO3HA
pOY4BaHA NOMY/IALHA TpomMBo3a
PueapokcaGau-Uadrkadapma® 3, | Enokcanapun/ABK” 3, 6
Ao3d M [POABKHTENHOCT HA | 6 yny |2 meceua N=1 731 niy 12 meceua N=1 718
ACULHHETO
CuMmnroMatiyeH  peuuauBupall | 36 51
BTE* (2.1%) (3.0%)
CuMnroMmarvues  peumansnpan | 20 18
bE (1,2%) (1,0%)
CuMnToMaTHyHa peudaMBupauia | 14 28
ABT (0,8%) (1,6%)
1
CumnroMmaruany BE v ABT (0,1%) 0
araneH BE/cMbpT, kbaeto BE He | 4 6
MOXKE Aa ObAE HAKAIOURH (0,2%) {0,3%)
ConAMO HAM KAMHHUHO 3Ha4vumo | 139 138
HEroJIAMoO KbpBEHE (8,1%) (8,1%}
C 14 20
OJIEMH KPBhBOW3NTHBH (‘058%) (1’2%)
a) Pivirapokcafan 13 mg aBa bTH THERHO 32 3 ceaMULM, nocaensano oT 20 mg ¢OuH IsT AHSBHO.
b) EnoxcanapuH 3a Had-Manko 5 AHK, 3acTbNed W nociaearad ot ABK.
* p < 0,0001 (He no-Manka ePUKACHOCT NO OTHOWIEHUE HA Mpeasapurento onpefenen KP 2.0);

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

B npoyupanero Einstein PE (Bxk. Tadnuna 6) e geMoucTpupano, Ye pupapokcabas & ¢ ne no-manka
edpukacHocT oT eHokcanapui/ABK 3a nbpeuuHEs pesyaTar 3a epukacHocet (p=0,0026 (Tect 3a He no-
Manka edukacuocr); KP: 1,123 (0,749 - 1,684)). llpeapapurendHo pepHvHHpaHaTta HeTHa KIUHHYHA
MoN3a {(MBpPBHYEH pe3ynTaT 3a eQUKACHOCT IUHOC IoNleMH KPBBOU3NHBH) ce cbobuiaBa ¢ KP ot (0,849
{(95% JK: 0,633 ~ 1,139), nomMunanua p cToinoct p = 0,275). INR crofiHocTUTE ca B TepaneBTHUHHS
JIHATIa30H CpeaHo 63% OT BpeMeTo Npy ¢peaHa NPoAbMKUTEAHOCT Ha AeuenneTo o1 215 aum n 57%,
62% 1 65% OT BpeMeTO NPH I'PYTHTE C NIJIAHAPAHO JICYEHNE C NMPOIBIKUTENTHOCT CHOTBETHO 3, G Hl 12
Meceua. B rpynara Ha eHokcanapuH/ABK HaMa sicHa BpB3Ka MeXkAy HUBOTQ HA CPEAHOTO BEHTPANHO
TTR (Bpeme B Tapreter INR nmanazou 2,0 - 3,0) npu TepuudnuTe © €IHAKLB pa3Mep M HeCToTaTa Ha
peuuaveupamure BTE {p = 0,082 3a p3zauMoaeiicTeue). B Hal-ropHHs Tepuwl no OTHOLIEHHE Ha
peatspa Koedrnuuentvt Ha Puck (KP) npu purapoxcatan cnpamo saphapwn ¢ 0,642 (95% JIU: 0,277
- 1,484).

YecToTHTe 32 MBPBHYHHA pe3ynTar 3a O0e30omacHOCT (FONEMHM HAH KNHHUYHO 2HAYMMH HErojieéMu
KPBLBOM3NKBH) A MANTKO MO-HUCKM B Ipynarta Ha JeueHHe ¢ pusapokcaban (10,3% (249/2 412)) B
CpAaBHEHHME ¢ IrpyTara Ha Nevcnne ¢ evokcanapuu/ABK (11,4% (274/2 405)). YecroTara 3a BTOPUUHUA
pesyarar 3a §esomacHOCT (roJieMM KPhBOKW3IMBH ) € IIO-HUCKA B rpynara Ha pusapokcabau (1,1% (26/2
412}) B cpaBHeHMe ¢ Tpynara Ha eHokcanapuh/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% J1H: 0,308 -
0,789).

Tabanua 6: Pezvararu 3a euxacroct 1 Gezonacuoct o7 Pha3a 111 Einstein PE

[Ipoyusana ronynaumuna 4 832 nauuenTy ¢ ocTpa cMMNToMatiyHa bE
Pusapoxcaban-Yaiixabapma® | Enoxcanapuw/ABK™ 3, 6
Hosa ¥ NpOXBKMTENHOCT H3 [ 3 6 yuy 12 meceua N=2 419 und 12 mecena N=2 413 N
NEYMCHUETO e L
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CuMnNTOMATHUSH  peumanBupaws | SO 44
BTE* (2,1%) (1,8%)
CHMNTOMaTHueH peuHauBdpai | 23 20
bE (1,0%) (0,8%)
CumriTOMaTHYHA peLMIHBHpalLa | 18 17
ABT (0,7%) (0,7%)
2
Cumnromarnyiit BE u JIBT 0 (<0,1%)
Daranen BE/cvupT, kbaeto BE ne | 11 7
MoOe na Gbae HIKTIoHEeH (0,5% (0,3%)
FongMo Hayd KIMHHYHO 3HAYWMMO | 249 274
HEroAaMO KbpPBEHE (10,3%) (11,4%)
r 26 52
ONEMHU KPBBOH3JIHBH (1 , 1%) (2121%])
a) Pupapoxcafan 15 mg aBa mbTH AHEBHO 32 3 CeBMULIM, nocnensaHo oT 20 mg €AnH NBT JHEBHO
b) EHOKcanapHH 3a Hal-Maiiko 5 AWM, 3aCcThNeN W nocaeasal oT ABK
* p <0,0026 (He no-Manka epHKacCHOCT 10 OTHOLMEHHE HA npeasapuTenHo onpeaened KP ot 2,0);

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

IMposenes ¢ npeapaputento aedunmpard oGodineH avanKM3 Ha pe3ynTara oT npoyuBanuata Einstein
DVT u PE (Bx. Tabnuua 7).

Tabauua 7: Peayarartu 3a epukacHocT | GesonacHocT ot chopen ananus Ha ¢a3a I11 Einstein
DVT u PE

11poyuBaHa nomynaiys 8 281 maumMenTH ¢ ocTpu cumnroMatuuHu BT unu bE
Pusapokcaban-Yajikacbapma® | Enoxcanapuw/ABK” 3, 6 wmm
Jlo3a M MPOABLIKMTENHOCT Ha| 3 € oy 12 meceua N =4 150 | 12 meceua N = 4 131
NeYeHHEeTo
CumnTomMaTiHueH peuauBupan | 86 95
BTE* (2,1%) (2,3%)
CuMmnroMaTuueH peupaMeupan | 43 38
bE (1,0%) {(0,9%)
CumnToMaTHuHa peudIMBEKpaa | 32 45
ABT (0,8%) (1,1%)
Cumnromaryuuai BE u JIBT ] 2
(<0,1%) (<0,1%)
(daranen BE/cMbpT, npu KosiTo He | 15 13
MOKe Aa ce Hikmour BE (0,4%) (0,3%)
I"'oneMH WM KIHHMYHO 3HadYuMu | 388 412
HEroNeMH KpbBOH3JIHBH (9,4%) (10,0%)
T'onemun KpeBOH3IIHBY 40 72
(1,0%) (1,7%)
a) Pupapokcabad 15 mg Asa MbTH AHEBHO 3a 3 ceAMULM, nocneaABaHo oT 20 mg ¢iHH MLT ZHEBHO
b) Enokcanapuu 3a Haii-Manko 3 AHM, 3acTENEH H nocnensad ot ABK
* p < 0,0001 (e mo-manka edUKACHOCT TI0 OTHOLIEHHE HA MpEIBApHTENHO onpeselied KP ot

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

[IpenpapuTenno deHHpAHATd HETHA KJIMHHMUYHA o33 (ITHPBUYEH Pe3yJITar 3a eUKacHOCT MOC
roseMyd KpbBOM3NHBH) Ha cOopHua ananui ce cbobuapa ¢ KP ot 0,771 ((95% JU: 0,614 - 0,967 .
HOMMWHAJIHA P cToiHoeT p = 0,0244). ,,»";_agi‘shfq i J;:\
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B npoyusBanero Einstein Extension (Bxk. Tabnmua 8) pueapoxcaban npeswixoxkna miauebo mo
OTHOIUEHHE HA OBPEMUHHMTE W BTOPHYHHUTE PE3yaTaTH 3a e€(pUKAcHOCT. 3a mbpBHYHHA PE3yATaT 3a
Oe30nacHOCT (FrONEMH KPBLBOH3INHBH) C€ YCTRHOBIBA HE3HAUHMO 4YHCAEHO NMO-BHCOKA YECTOTA MPH
NMALMEHTHTE HA NeYEHHE ¢ puBapokcalal 20 mg e/iMH BT HA AeH B CpaBHeHHe ¢ nnanedo. BTopHIHUAT
pesyarar 3a fezenacHocT (roneMHM MNM KIMHH4HO 3HAMHMH HEroneMu KpLBOUZIHEBH) NOKA2Ba NO-
BMCOKW YECTOTH NIPH HalHEHTHTE, NeKYBaHn ¢ puBapokcabad 20 mg eaHH IIbT AHEBHO, B CPABHEHHE C
nnauedo.

Tabanna 8: Peayararn 3a epukacHocT 4 desonacHocT or ¢asza I11 Einstein Extension

H 1 197 nauyenT! ca NPOIBIKIAN NEYEHNETO H TIPOPHIAKTHKATA
poyHBaHa oy naliuns 33 PELMAHBUPALL BEHO3EH TPOMBOEMBOTHIEM
Nosa ¥ NpOARDKHTENHOCT Ha | PuBapokcaban-Yaiikadapma® | IMnauebo 6 uan 12 mecena N =
JICYEHHETO 6 nin 12 meceua N = 602 594
CHMIOTOMATHYEH Pperuausupar ; 8 42
BTE* (1,3%) (7.1%)
CuMITOMaTUYEH  peuHAWBHpam | 2 13
EBE (0,3%) (2,2%)
CuMnroMaTHYiHa peluIMBHpalia | 5 31
ABT (0,8%) (5,2%)
Maranen BE/cMmppt, mpil koaTo He | 1 1
MOXKE 42 ce M3Knoun bE (0,2%) (0,2%)
I'oeMH KpLBOH3NMEBH 4 0
(0,7%) (0,0%)
KnvHUYHO 3HAYUMHW  Heroaemu | 32 7
KpbBOR3IHBH (5.4%) (1,2%)
a) Pueapokcabas 20 mg eAMH MbT AHEBHO
* p < 0,0001 (npesn3xoacteo), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bx. Tabauua 9) Purapokcaban-Yaidikadapma 20 mg u 10 mg
npers3xokaa 100 mg aueTHRcATHUMIOBA KUCENMHA MO OTHOUICHME HA NBPBUUHHA pe3ynTar 33
edrkacHocT. OCHOBHUAT pe3ynrar 3a 6e30nacHocT (CbOMTHA Ha ronfdM KPBROM3JHMB) € CXOAEH NpH
NauMEeHTHTE, NeKyBanu ¢ PuBapoxcaban-Yaiikadapma 20 mg ¢ 10 mg BeAHBX AHERHO B CPARHEHUE CbC

100 mg aleTuncanuiiMneBa KUCEIMHA.

Taéauna 9: PesynraTh 3a epukacHocT H 6e3onacHocT oT ¢aza I11 Einstein Choice

IlpoyyeaHa nony naLus

3 396 ca npoabnxvnu NpoUNIakTHKATa 3a pelAHBHpall BEHO3eH

TpoMGoeMG0AHIBM

TepanesTH4yHAa 1032

PupapokcabaH-
Yaiikagapma 20 mg
BeAHBXK AHeBHO N=]
167

PupapoxcabaH-
Yaiikadapmall0 mg
BEIHEXK JHEeBHO N=1
127

ACK 100 mg peaHbx
aHeeHo N=1 131

Meanana Ha DNPOIBLIAKM-
TEAHOCTTA HAa  JNEUEHHETO
[MHTEpKBAPTUIEH AHMANA30H]

349 [189-362] ouu

353 [190-362) anu

350 [186-362] nsm

CuMnoToMaTHUSH
peuynuerpaw BTE

17
(1,5%)*

13
(1,2%)%*

50
(4,4%)

21




CuMnmoMaTHYEH 6 6 19
peuriausmupain BE {0,5%) (0,5%) (1,7%)}
CvMIToMaTuyHa % 8 30
peunaueupama 1BT 0,8%) (0,7%) (2,7%)
®ataner BE/ cmbpr, npu
KOSTO He MOXe faa ce| 2 0 2
H3KkNOUH BE (0,2%) (0,2%)
CHMOTOMATHUSH  POUNAY-
Bupaiy BTE, undapkr ua
Myokapna, uHcyar  wm| 19 18 36
cucreMen eM8onnasM u2esH| (1,7%) (1,6%) (5,0%)
HHC

6 5 3
["oneMH KPpBLBOUZNHBYU (0,5%) (0,4%) (0,3%)
KitHnuwo 3HauumMH | 30 22 20
HEroNeMH KpbBOH3IHEH (2,7%) (2,0%) (1,8%0)
CHMITOMAaTHYSH  PEUMAK-
BHpalw, BTE wm roasM) 53 17 53
KPBbBOM3IHB {HETHA KITWHHU- (2,1%) (1,5%)" (4,7%)
YHA NOJI33)
* p<0,001(npepw3xoacreo) Pueapoxcadban-Yaiikadapma 20 mg BegHuk aHesHo cnpamo ACK

100 mg Beanb* AnesHo; HR=0,34 (0,20-0,59)

** p<0,001 (npepr3xoacTeo) Pusapokcabaun-Yalikagapma 10 mg Begnnx aHepHo cnipamo ACK 100 mg
BeAHbXk auesHo; HR=0,26 (0,14-0,47)

" Pusapokcaban-Malikagapma 20 mg Beinwsk AHegHO capsMo ACK 100 mg peansx anesdo; HR=0,44
(0,27-0.71), p=0,0009 {HoMMHAaIHA)

" Pusapoxcafan-Uaiikadapma 10 mg seansx nueBno cnpamo ACK 100 mg reanwsx anesHo; HR=0,32
(0,18-0,55), p<0,0001 (vomumanHa)

B rnomsnHenne keMm  nporpamara EINSTEIN  daza 1, e npoeeneHo fOpoCHEKTHBHO,
HEeHHTEPBEHUHOHANHO, OTBOPEHO KOXOpTHO TipoyuBane (XALIA) ¢ ueHTpanH3idpada QueHka,
BrUIFOuBail peuyarsupaltl BTE, ronaMo kspBeche ¥ cMBPT. 5 [42 nauMendTa ¢ octpa BT ca BkAUucHU
3a npoy4Bade 06e30NacHOCTTa Ha PHBEApOkCabaH B ARJAMOCPOUEH U1aH B CpaBHEHHE ChC CTAHAApTHATA
AHTHKOAryJaHTHa TEPANUA B KIUHHUYHATA [PaKkTHKA. CTOWHOCTUTE HA roiAMO KBpPBEHE, pellH/IMBHpaLL
BTE u BcHuk# cayyad Ha cMmbpr 3a pHBapokcabad ca OHIM cbhoTrBeTHe (,7%, 1,4% u {,5%.
CoHlecTBYBaT pPazivkKHd B OCHOBHM XapakKTEpUCTHKH HA NMAIHEHTHTE, BKJIOYUTENHO BB3PaCT, pak U
OuOpeuno yepewaaue. Hinonsean € crpatudpuimpaH aHaiK3 10 NPEABAPUTEIRO OIIPENSICHH
CTOHHOCTH 3a TPYNUPAHES HA HIMEPBAHHTE OCHOBHM XapPaKTEPUCTHKH, HO BBIPEKH TOBA OCTABAILHTE
OTKJOHEHHA MOKE 13 MOBIUAAT HA pelvarature. Kopurupadure KP 3a roasmo KppBeHe, peuniiBrpall
BTE u Bcuuku cnyuad Ha cMbpT ca Gunu cpotsetHo 0,77 (95% CI 0,40 - 1,50), 0,91 (953% CI 0.54 -
1,54) u 0,51 (95% C1 0,24 - 1,07).

Te3u pe3yaATaTH NPy NAUNEHTH, KOMTO ¢& OHIM HabmonaBaHH TPy peajiHy yCIOBUA, ¢4 B CBOTBETCTBUE
C YCTAHOBEHHA NpOdHN Ha HE30NACHOCT NpU TOBA MOKA3AHHE.

HaunenTy ¢ BHCOKOPHCKOR TPOHHONO3UTUREH AHTHPOCPHQIHNUASH CHHAPOM

B cnoncopHpadHo OT WACNenoBaTena, PaHAOMU3IMPAHO, OTBOPEHO MHOTOLEHTPOBO NPOYYBRAHE CBC
3aCneneHa olieHKa Ha KpaitHuTe TOUKH, pRBapoKcabdal € cpaBHeH ¢ BapQapuH NPH NauMeHTH ¢ aHaMHes3a




AHTHKADAHOJHUIIMHOBH AHTHTEld W aHTHTena cpewyy Oera-2-ramxkonporedH 1), MsnereaHero e
NPEKpaTeHO NPEXKACBPEMEHHO CNEA BKMOUBAHETO HA 120 NauMenTy nopagH TBbpAe MHOrO ChOMTHSA
CpeA mauMeHTHTE B Tpynata Ha pusapokcaban. Cpemioro npocnenasane e 569 aau. 59 nauuenrH ca
panaoMu3HpanH Ha pusapoxcadanr 20 mg (15 mg 3a naukenTH ¢ kpeatuHiHOB Kaupbhe (CrCl) <50
ml/min) u 61 na sapdapus (INR 2,0 - 3,0). TpomboemboanuHu cubutHa ce nposesasat npu 12 % or
NAUUCHTUTE, PAHAOMHINPAHY Ha puBapokcaban (4 MecxeMHYHH WHCYATA W 3 MuokapaHn hHgapkTa). He
ca ¢boOu@BAHY CLOUTHA DpPHM DAUWEHTH, PAHOOMH3UPaHH HA BapdapHH. MacHBHO KbpBEHE ce
nafmonaea opy 4-ma naumenTv (7%) OT rpynata Ha puBapokcadan i npu 2-ma nanpedTt (3%) ot
rpynaTa Ha papgapus.

[leanarpuuya NONyaaums
Esponefickara areduua o JeKapcTeara oTjiara 3alb/DKeHHeTO 33 MpeaOCTaBiHE HA PE3yATaTMTE OT

AIPOY4BAHUATA C pHBapokcabad B €OHa WM NOBEYE NMOArPYNH HA MEAUATPUYHATA NONyJandd NpH
JCYeHHETO Ha TpoMOoemMOoIHUHY ChOUuTHA. EBponeiickaTra areHLHs NO JCKAPCTBATA 0CBOOOKIABA OT
33ALDKEHHETO 3a NPENOCTABAHE Ha PE3y/ITATHTE OT NPOYUYBAHHATA C PHBApoKcadaH BbB BCHYKH
NOATPYTIH HA NEAMATPUUHATA NONYAALHA NpH NPOPHIAKTHKA Ha TpOMO0eMOONIHYHH CHOMTHA (BaK.
TOuKa 4.2 3a HH(pOpMALIKE OTHOCHO yoTpeda B negHaTpuaTa),

5.2 PDapMaKoOKHHETHYHH CBOHCTBA

ADC st

PupapoxcalaH ce abcopfupa 6bp30, KaTO MaKCUMANHUTE KOHUEHTpauHH {Cmax) ce focTurar 2 - 4 yaca
cneg npyveMa Ha tabreTkara.

IMepopannara abcopbuma Ha pusapokcalan € MOUTH II'bJAHA U NepopaiHaTa OUOHANUYEOCT € BHCOKa (80
- 100%) 3a no3a ot 2,5 mg u ot 10 mg, nprcra kato TabneTka, HEIABRMCUMO JARKH NPHEMBT € Ha TVIAAHO
HIIK citen XpaHeHe. TpuemMsT Ha puBapokcabaH ¢ xpana ve nosnugsa AUC wmm Cmax nipy 7i03aTa oT
2,5 mg ut ot 10 mg. TaGrnerkure puBapokcadan or 2,5 mg u ot 10 mg MoXke §a ¢€ NPUEMAT Cbe Wn Oe3
XpaHa.

dapMaKOKMHETHKATA Ha pyBapokcabad € nmoyuTv auHelHa Ao oxono 15 mg eamn mbpT Ha aed. Tip
NMOBUCOKH A03U PpHBApokcabaH NOKalBa orpaHuueHa oT pasteopumoctTa abcopbuua ¢ Hamanena
OHOHAJTHYHOCT H HaMalseaHe HA creneHTa Ha alcoplumsTa Np¥ noBniaBane Ha Aosara. Toea ¢
MOU3PA3EHO B ChCTOAHKE HA [NAJHO B CPABHEHKE CbC CHCTOSHHE CNEN XpaHeHe. PapMakOKHHETHYHATA
BapHadWIHOCT Ha puBapokcalad ¢ yMEpeHa ¢ BapHpaHe Mexay orasaHuTe manHeHtd (CV%) B
uHTepeana ot 30% no 40%, ockeH B AeHs Ha ONEPATHRHATA HHTEPBEHLHA M HA Ce/iBalllHA JeH, KOTaTo
BapUaOHIIHOCTTA HA €KCNIOZMALIMATA & Brcoka (70%).

Abcopbundara Hg purapoxkcadaH 3aBMCH OT MACTOTO HA HEroBOTO OCROD0XKIARAHE B CTOMALLHOYPEBHHS
Tpakt. Ceobuiara ce 32 26% u 36% namanenne Ha AUC »w Cmax B cpaBHenue ¢ tabierka, Korato
rpaHynaT puRapoKcadan ce ocsofoiaaBa B NPOKCHMANHKTE OTASNH Ha ThbHKHTE uepBa. Excriozuuuara
Ce HaMannsa JOMbIHHTENHD, KOraTo pHBapokcaban ce ocBobOXKAaBa B AUCTANHHTE OTACITH HA THBHKHUTE
4epBa MM BBR BBIXOASINOTO feheno uepro. 110 a3 npyudHa Tpabea ga ce W3GATEBA NPHIOKEHHETO
Ha pHBapokcadan AUCTaNHO OT CTOMAaxa, Thil KATO TOBA MOKE [a AoBele A0 HamancHa abcopduus M
CHOTBETHO CEBBP3ANA SKCNOIHIIMA Ha pUBapokcadaHn.

buonannwunoctta {AUC v Cmax) ¢ Ouna cpasauma npd 20 mg puBapoKcabaH NpHIIQMKEH MepopaiHo
XaTo WaTpoliena TaldneTKa, pasMeceHa B S0BAKOBO [MOPE, HIH CYCIICHANPAHA BLB BOAA M MPUIIOKEHA
npe3 CTomalllha COHNA, MOCNeBaHo OT Te4Ha XpaHa, B cpaBHeHHe ¢ nsanata tabnerka. Karo ce uma
NpeABha NPeABHANMHA, NMPOIOPUHOHAJEH HA A03aTa (apMaKOKHHETHYEH TPOgHI HA pUBapoKcadaH,
pe3ynTaTuTe 3a OMOHANHYHOCTTAa OT TOBA IMPOY4YBAHE BEPOATHO ¢a MPUIGKHMH 3a NOHUKaBaHE Ha
J03UTE HA pUBRapokcadaH.

Paznpenenexue
CBBp3BaHETO C [UIA3MEHHMTe MPOTEeHHH TPH XOopa € BUCOKo, oKoio 92% no 95%, Karo cepyMHUNAT
aTOYMHH € OCHOBHaTa cCBbp3Bamia Ppakupmf. OO0embT Ha paznpelciieHHe € YMEpeH ¢ Vss
npubausutesino 50 nuTpa.

bugTpanc@opMauys H eTHMHHUpade




Oxono 2/3 oT NpunciKeHaTa 2032 pBapokcabaH ce noanara Ha MeTabonMTHO pazrpaxiaHe, Clesl KOETO
NONOBHHATA Ce eIHMUHHpA Npe3 6b0peuuTe, & ApyraTa noJoBuHa — ¢ pekanuute, Ocrarpudara 1/3 ot
NPUJIOAKEHATA J103a C€ W3IbYBA 4ype2 AUpEeKTHA OBOPEYHA eKCKpeLMA KaTo HEMPOMEHEHO aKTHRHO
BEILIECTRO B YPHHATA, TNMARHO Ypes akThieHA ObOpeuHa cekpetius.

Purapoxcabau ce wmerabonmztipa upez CYP3A4, CYP2J2 n CYP-uesaacHMM MeXaHHM3IMH,
PasrpaxiaHeTo ypes OKUCAeHHE HA MOp(ONMHOHOBHA pafMKal H XWAPOJH3ATA HA aMHAHHUTE BPb3KH
¢a OCHOBHMTE NpoUecH Ha SHoTpaHcdhopMauua, OT ir vitro MACTEIBAHNA € M3IBECTHO, 4E pUBapoKcadau
¢ cyOcTpar Ha TpaHcnopTHHUTE npotenHd P-gp (P-raMxonporens) v Berp (poTenH Ha pe3UCTEHTHOCT
Ha PAK HA MbPAATA),

HenpoMesennsaT pupapokcadad ¢ HAK-BAXKHUAT KOMIOOHEHT B YOBeUIKATa IJiasMma, O0e3 ma uMa opyru
OCHOBHM HJ11 AKTUBHM UMpKY Aupalid MeTaboanTi. Cbe cucTeMeH KnupbHC 0kofio 10 1/h pusapokcabax
MOKE Ja ce kIacuHUMpa KATO BEWECTRBO ¢ HHCBK KRUPBHC, Cnel MHTPABEHOZHO TIPHUNOXKEHNE Ha 1038
or | mg ecIMMHHAUHOHHHAT MNOIYKUBOT € okomo 4,5 vaca. Crea nepopanHo MPUIOKEeHHE
EITHMHHPPAHETO CTABA JIMMHTHPAHO OT CTENCHTA HA abcopbuua. EnwmunypaneTo Ha pubapokcadan ot
N123MaTa HACTRIBA C TEPMUHAIEH NOIYKHBOT OT 5 A¢ 9 yaca npu MAaaay UHAuBKHAW 1 oT L1 no 13 yaca
Npu NALKEHTH B CTAPYECKA BH3PACT.

CneuuanHy nony/ailtHu
flon

He ca ycTaHOBEHHM KINMHHYHO 3HAUMMM Pa3zuku BeR dapMakokuHeTHkaTa ¥ dhapMakoauHaMUKaTa
MEXAY NALUEHTH OT MBAKKH U JKEHCKH MOl

flayuenmu ¢ cmapuecka éw3pacm

IHaunenTure B cTapiecka BLIPACT MOKAZBAT MO-BHCOKU IIA3MEHH KOHLICHTPALHW B CPAaBHEHHE C TI0-
MAAIUTE MAUMSHTH CBC cpeaun croinocty va AUC oxono 1,5 nbTh no-BUCOKH, OCHOBHO MOpasu
HaMalIcHHa (npyuBHaeH) o6 1 ObbpedeH KnupbHe. He ce Hanara Kopexkuusa Ha 103aTta.

Paziuvnu kame2opuu € 3a6UCUMOCH O ME2T0MQ
[IpekoMepHH OTKNOHEHHA B TenecHoTo Terno (< 50 kg vnu > 120 kg) umar camo Manko BiIUSHUE BbpXY
TUIA3MEHHUTS KOHLEHTPALNN Ha puBapokcabaH (no-Manko or 25%). He ce Hanara kOpekuHa Ha ao3ara.

Meoswdyemuuuecky pasiuyus

He ca ycTaHOBEHH KNHHUUHO ZHAUUMM MEXKAYETHHUECKN PA3NUYKa NIPH TIALWEHTH OT €BPONEHAHATA,
adpo-aMepUKAHCKATR, TATHHOAMEPHKAHCKATA, AMOHCKATA M KHTAHCKaTa rpyNH N0 OTHOLUEHHWE HA
(papMakoKHHETHKATa 1 (hapMakoIMHAMUWKATA HA pUBapokcadaH.

Yepnoopobuo yepescoane

[TaupenTd ¢ BMpo3a ¥ Nexo yepHoapoORO yepexnade (knac A no Child Pugh) npossaBar camo
MHHHManH4d npoMehn BbB (dapMaxokyHernkara (cpeaHo 1,2 metH noeumieHse Ha AUC Ra
puBapokcadaH), KOETe € NMOUYTH CPaBHMMO CEC CBOTBETHATA WM KOHTPOJIHA IpyTia 3APABH HHIAMBHIH.
TIlpu naugenT ¢ LHPO3A K YMEPEHo Yeproapotuo yepexaane (knac B no Child Pugh), cpeanata AUC
Ha prBapoKkcabaH ¢ 3HaYHTEIHO NOoBULleHA (2,3 NBTH) B CpaBHEHHE ¢be 3apaBH Aodposonty. AUC Ha
Hecebp3aHaTa dpakuua ce nosuwasa 2,6 mpTH, IIpn Tesw nmaudeHTH HMa M HaManeHo OnOpedyHo
¢NTHMHHKpaHe Ha puBapokcabaH, nogobHO HA TOBA NMPH NAIHEHTH C YMepeHO Obulpeuo yepexaane.
HamMa ganHm OT MaUUeHTH ¢ TEXKO YePHOAPOOHO YBPEKIAHE.

HuxuOupanero Ha aKTHBHOCTTA Ha PaxTOp Xa NpH NAUMEHTH ¢ YMEPEHO YepHOAPOOHO YEpEXAaHe €
MOBHIIEHO 2,6 NMbTH B CpaBHEHME ChC 3apaBH aooOposonuu; PT cbmio e yawmkeHo — 2,1 nerw.
TTauMeHTHTE C YMEPEHO YEpHOAPOOHO YBpEKAAHE Ca Mo-1y BCTBHTENHH KM pUBapoKcabaH, KOETO BOAH
A0 no-ctpbMHO PK/PD croTHOWEHUE Mexy KonueHTpauusTa ¥ PT.

Pupapoxkcabaun-YaiikadapMa € NpoTHBONOKA3aH HpH MaUUEHTH ¢ HEpHOAPOOHO 3a60MaBaHe, CBbP3aHO
¢ KOArynonaTHA ¥ KNTHHHYHO 3HAYHM PHCK OT KbPBEHE, BKIIIOUHTENHO NauneHTH ¢ uHposa ¢ Child Pugh
B u C (Bx. Touka 4.3).
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HabmonaBa ce ypeqMuYeHHe Ha €KCHO3MUMATA Ha pHBapokcabaH yCnopeaHo ¢ HaMalsBaHe Ha
&nOpeunara QyHKLMS, HIMEPEHR YPe3 KpeaTHHUHOBUSA KINpPBHC. IIpH HHAMBWAN ¢ NTEKO

(kpeariuuHoB knupsHC 50 - 80 ml/min), ymepeHo (kpeatuHUROB knupbHC 30 - 49 ml/min) ¥ Texko
(KpeaTMHHHOB KJIHPBLHC 15 - 29 ml/min} 6v0peyHo yBpekKIdHe TUIAIMEHUTE KOHUEHTDALIMM Ha
prBapokcaban (AUC) ca cvoreetHe 1,4, 1,5 u 1,6 nbTH no-BHCOKH. CHOTBETHOTO 3aCHIIBAHE Ha
dapmMakoanHaAMUUHUTE €dekTH e no-u3pazeHa. [py uHIuBUAKN © KO, YyMEPEHO K TexKko Obdpeyno
YBpexaaHe ANOCTHOTO HHXHOMPaHe HA akTHUBHOCTTA Ha dhakTop Xa € cvorserno 1,5, 1,9 w1 2,0 nbvrH
NO-CHAHC B CPABHCHKE Che 3Apasy Aobposontu; PT cvino e yabaxeno — ¢poTeeTHO 1,3, 2,2 1 2,4 0bTH.
Hama paHuK OT NAUMEHTH ¢ KPeaTMHHUHOB KAMpBbHC <15 ml/min.

Ilopany sncoxaTta CTENEH Ha CBLP3BAHE ¢ MUIA3MEHHTE NPOTEUHU HE Ce OYaKBa pHBapokcadaH na Moxe
aa OpAe OTOSNEH upe3 AHanu3a.

He ce mpenopbupa ynorpeda npv nalUEHTH C KPEaTHHUHOB KIMpBHC <15 ml/min. PuBapokcaban-
Uatikadapma TpadBa ga ce W3NON3Ba BHHMATENHO NPpH AaUHEHTH ¢ KPEaTHHHHOB KJTHPBHC 15 - 29
mi/min (Bx. Touka 4.4).

PDapMakOKMHETHYHH JAHHH OPH HATHEHTH
[Ipy nauvenTH, nonyuaeaiH puBapokcabaH 3a npoumaxTvka Ha BTE 10 mg enuH nuT IHEBHO,

cpelHaTa reoMeTpvuHa KoHUeHTpalus (90% npornoseH untepean) 2 - 4 yaca U okono 24 yaca cien
nApHeM Ha Ao3a (NpUONUUTENHO NPEACTABNABALUY MAKCUMATHATA ¥ MUHIMAINATA KOHLEHTPaLMK Ipe3
BpEME Ha MO30BHA MHTEpBan) € cboTBeTHO 101 (7 - 273) 1 14 (4 - 51) meg/l.

Bpbika dhapMakoknHeTHKA-PapMAKOANHAMUKA

Bpbaxara (apmakoxuneTnra-papmakoiMHaMuka (PK/PD) mexay nnazMeHata KOHLUEHTpauud Ha
puBapokcabaH U HAKONKO papMakoIHHAMHYHY KpaiiHy ToukH (MHxHOMupaHe Ha gaxkrop Xa, PT, aPTT,
Heptest) e npoyueHa ¢len npuiaraHe Ha WHMPOK AWanazoH oT J03M (5 — 30 mg aBa NBTH Ha JEH).
Bpb3kata MeXay KOHUEHTpauuaTa Ha pUBApoKcabaH W akTUBHOCTTA Ha dakTop Xa Hai-nobpe ce
ormHcBa ¢ Emax Moaen. Ilo orHowenne va PT Moaenbr Ha JIMHEHHO NpecHuaHe ONUCBA JaHHUTE
00HKHOBEHO TNO0-A00pe. HakmoHbT Ha KPHRATa BapHpa 3HAUATENHO B 3ABHCHMMOCT OT PA3MHUHUTE
uznonzaHu PT pearentu. [Ipu u3nonzeane Ha Neoplastin PT usxonHata PT e okono 13 cexkyHzm, a
HakJIOHbT 0koJIo 3 Ao 4 cexyran/(100 mcg/l). Pezynrature ot anamuza Ha PK/PD ot daza U u {ll ca
CXOHHU ¢ AaHHUTE, YCTAHOBEHH NpPH 3ApaBu UHAKHBHIN, Ilpu naumenTu u3xoauute ¢axrop Xa u PT ca
NOBMAMAHK QT OMepaluaTa, KOSTO BOAY 0 Pa3AuKa B HAKAOHA HA KpuBaTa KoHueHTpauus-PT mexny
JIeHA CNel OTepalMATa H paBHOBECHATA.

IlegHaTpuyuHa nonyiaanuus
He ca npoyusanu Gezonackoctra H epuKacHOCTTa MpU Aella M FOHOUIM HA BE3pacT 40 |8 roanyHu.

5.3 IpeaknHAH4YHHA AaAHH 33 §e30nacHOCT

HexknuuHyHMTE DaHHH HE MOKa3Bar OcoOEH pHCK 3a xopa Ha 0a3aTa Ha KOHBEHUMOHAJHHTE
(papMaKOOTHYHH M3NWTBAHMA 3a 0€30NACHOCT, TOKCHYHOCT TNpH COHOKpATHC NPHAOKCHHUE,
GOTOTOKCHUYHOCT, FEHOTOKCHYHOCT, KAHUEPOTEHEH MOTEHUHAN H IOBCHW/IHA TOKCUHHOCT., EdekTTe,
HaarogasaHd Npd NMPOYYBAHMATA 34 TOKCHUHOCT MPH MHOTOKPATHO NPUIOKEHHE, Ca CBLPIAHU
OCHOBHO Cb¢ 3acunedara dapmakogiHaMddHAa aKTHBHOCT Ha puBapokcabad. [lpH miexomse c¢a
HaO/II0AABAHA NOBUUWIEHH TIIa3MeH HRA Ha 12G 1 IgA npd HUBA Ha eKCOO3NIHS, CHOTBETCTBAILM Ha
KITMHAYHHTE,

[Tpu nabxoee He ¢a nabnoaaeany edexTH BbPXY MBKKUA Wik kenckua eprunater. ManurBanuara
NpH XHBOTHH TOKA3BAT PEMPOAYKTHBHA TOKCHUHOCT, CBbp3aHa ¢ apMaKoJIOTHYHUSA MEXaHUIBM Ha
AeficTene Ha pueapokcaban (Hanmp. XxeMoparHyHyu ycnoxHenus). TIpu niasmMesH HUBA, ChOTBETCTRALIH
HA KJIHHHYHHMTE, ¢a HabmoaasaHH eMOpHO-deTaliHa TOKCHUYHOCT (MTOCTHMIUIZHTALWMOHHA 3aryda,
3abaBpeHO/CTHMYIHPAHO OCH(ULIHPAHE, MHOXKECTREHH ONenM XenaTajlHU NETHA) H NOBULISHA YeCTOoTa
Ha Hai-uecTo cpeulaHHTe MandopMauyH, KAKTO H miaueHTapHu npomend. [pn npe- u nocrHatanHe

NMPOYYBAHE HA [UIbXOBE € HalnionaBaHa HaMalleHa BUTATHOCT Ha NOKOAEHHETO MPH A03H, TOKCH »..a:;:_-:,,;
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6. QAPMAUEBTHYHH JAHHH

6.1 CnMehK HA NOMOUIHUTE BeliecTBa

HoMouiny reliecTBa;
XHMpPOMeno3a

MHKpPOKPHCTAIHA LICJTYI03a
Hatpues naypuncyndgar
JlakTo3a MOHOXHOpPAT
Kpockapmenosa Hatpuii
Marnezsee creapar

PDUIMOBO [TOKPHTHE
Xunpomenosa 2910 (E 464)
Turanoe auokcua (E 171)
Maxporon 3350 {E 1521)
KeneseH oxcua, uepped (E 172)

6.2 HecLBMeCTHMOCTH
Henpunoxumo
6.3 Cpox Ha roanocT

3 rogMun

6.4 CreuHanyH YCNOBUA HA CbXPaHEHHE
To3u nekapcTBeH NPOAYKT HE HU3HCKBA CIISUMAIIHH YCIOBHA HA ChXPaHEeHHE,

6.5 Bua ¥ chaLpKAHHE HA ONAKOBKATA

[Ipospaunu PV C/anyMunuern OnuctepH. bnucrepute ¢a onakoBaHHW B KapTOHEHH KYTHU no 14, 28 unn

98 PunmMupanH TabneTky.

He ecHuKH BHIOBE ONAKOBKM MOrat na OpaaT NycHATH Ha nasapa.

6.6 CneuHaiHH NPEeANA3HH MePKH NPH HIXBbpPJIAHE

Hen3non3paHHAT JCKAPCTBEH NPOAYKT HIH OTNATBUHHMTS MaTCPHATTH OT HETro TpﬂﬁBa Ad CC U3IXBBPIAT

B CROTRBCTCTRUL C MCCTHHTC U3UCKBAHMWA.

7. HPUTEKATEJI HA PASPEIUEHHUETO 3A YIIOTPEBA

,,daikadapma BucoxokadecTBeHure Jlekapersa™ AJl

6yn.” I .M. Aumurpos”Nel,

rp. Codua 1172, bparapud

Ten.: 02/962 54 54

dake: 02/960 37 03

ematl: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIUEHHUETO 3A ¥IIOTPEBA



Perucrpauuonen Ne:

0. JATA HA IIBPBO PASPEIHABAHE/HO,I[HOBHBAHE HA PA3PENIIEHUETO 3A
¥MMOTPEEA

/ata Ha mepBO paspemasane:

10. AATA HA AKTYAJIU3HPAHE HA TEKCTA
06/2021
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