AOLZRZ 0220
1. MME HA JIEKAPCTBEHUS ITPOAYKT 22923 L5 -09- 2026

Kapnarykcan 20 mg duamMupanu 1adbneTku

Kardatuxan 20 mg film-coated tablets

2, KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika duamupana tabsierka cwhabpxka 20 mg puBapokcaba (rivaroxaban).

[TomouiHO(K) BeuecTBo(a) ¢ U3BECTHO JIEHCTBHE
Besika duimupana rabserka chabpka 49,88 mg nakTo3a (kaTo MOHOXHM/pPAT), BUXKTE TO4Ka 4.4,

To3u nekapcTBeH NPOAYKT ChAbpxka no-manko ot | mmol Hatpuii (23 mg) Ha TabseTka, T.e. MOXe J1a ce
KaXke, Y€ NPaKTHYECKH HE Ch/IbpXKa HATPUH.

3a MbJHUA CIIUCHK HA IMOMOILLHUTE BellecTBa BUKTE TOUYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

®uamupana tadbaertka (TadJieTka)

KagsiBo-uepBeHH, KpbIjv, JBOHHOU3IIbKHAIM TAONETKH (JIMAMETLP OKO0JIO 7 mm), ¢ 03Ha4yeHue “D3” or
eJiHaTa cTpaHa.

4. KJIUHUYHHUA JAHHH
4.1 TepaneBTHYHH NOKA3AHHUA

Bwv3pacmuu
[IpoduiakTHka Ha MHCYJIT U CUCTEMHA eMO00.JIUs MPHU Bb3PACTHU MALMEHTH C HEKJIAMHO MPE/JICHPAHHO
MBX/IEHE C €JIMH WJIM NTOBEeYe PUCKOBH (DAKTOPH, KATO 3aCTONHA ChpAE€YHA HEJAOCTATHbYHOCT, XHUIIEPTOHH S,

Bb3pacCT >75 roJAMHM, 3aXapeH JA1adeT, npeaiecTnalll HHCYJIT WK MPEXOCH HCXEMHUYEH MPUCTDII.

Jleuenue Ha ababoka BeHo3Ha Tpombo3sa (/IBT) n 6enoapoden embonusbm (bE) U npoduiakTuka Ha
peuuausupaiiy JIBT u BE npu Bb3pacTuu. (Bk. ToUuka 4.4 32 XeMOJAMHAMHUYHO HECTAOUIHHU MALMEHTH C

bE.)

[leouampuuna nonyarayus

Jleuenue Ha BenoseH TpomboeMboau3bm (BTE) u npodunaktuka Ha peunausu Ha BTE npu zneua u
IOHOLIM Ha Bb3pacT noja 18 roauuu u ¢ terso noseye ot 50 kg Hal-MaJIKo 5 IHH CJIe/] HAYaJIHO
MapeHTepajHO aHTUKOAryJIJAaHTHO JIeYEHHUeE.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jl03upoBKa

[Ipochunakmuxa na uncyim u cucmemna emooIus npu 8v3pacmuu




[TpenopbunTenyara Ao3a € 20 mg euH MbT AHEBHO, KOETO NPEACTABIIABA U NPENOPbYUTEIHATA
MaKCHMaJIHA A034.

Jleyeunero ¢ Kapnatykcal TpabBea Aa ce NpoAb/nKaBa B AbJACOCPOUEH FI1aH, KOraTo nosi3ara ot
MpodHMNaKTUKATA HA HHCYJT M CHCTeMHa eMO0/1A HaaBHILABA PHCKA OT KbpBEHE (BXK. TOUKa 4.4).

Axo 6bae nponycHara HAKOS 1034, NaiMeHThT TpsAdBa Ja npueme Kapaarykcads He3abaBHO U Ha
cneaBalivs JIeH Aa MPOABLIKH ¢ MIPHEMA eIMH BT AHEBHO, Chr1acHo npenopbkute. He Tpadsa aa ce
npHemMa JBOHHA 1034 B ChLIMA AEH 32 KOMIIEHCHPpAHE HA NPONYyCHaTa J03a.

Jevenue na /IBT, neuenue na BE u npodhunaxmuxa na peyuousupawu [{BT u bE npu gv3pacmuu
[TpenopbuMTenHaTa 1032 3a Ha4aIHo JeveHue Ha octpd ABT wnu bBE e 15 mg g8a nbTH AHEBHO Npe3
NbPBUTE TPH CEAMHLHM, NOCAEABaHA OT 4034 0T 20 mg BeAHBX JAHEBHO 3a MPOALDKABALLIOCTO JI€YEHHE H
npodunakTuka Ha peudarBupaiiy JIBT u bE.

TpsbBa na ce KMa NpPEABHI KpaTKOCpO4Ha Tepanus (Hak-manko 3 mecena) npu nauneHTy ¢ [ABT unm bE,
NPOBOKHPAHH OT roJIEMH MPEXOAHH PUCKOBH GAKTOPH (T.€. CKOPOILIHA rojigsMa Onepauns Wix TpaBMa).
[To-npoasmxuTenHa Tepanus TpadBa Aa ce UMa npeABUA NPH NAUHEHTH ¢ npoBokHpalu BT unu bE,
HECBLP3aHH ¢ IONIEMH MPEXOAHH PUCKOBH (pakTopH, HenposokupanH JIBT nan bE nnu anaMue3sa 3a
peunauBupaius JIBT uiau bBE.

Korato e noka3zaHa no-npoabikurenHa npopunaxtuka Ha peunausupaiuy JABT u bE (cnex 3aBbnpiuBane
Ha noHe 6-meceuHa Tepanud 32 JIBT unu BE), npenopruurtenHara nosa e 10 mg seansxk aHesHo. [IpH
[ALKMEHTH, IPH KOUTO CE CMATA, Y€ PUCKLT OT peunausupaluy JIBT unu bE e BUCOK, KaTo Te3u ¢
YCIOKHEHH CHITBTCTBALLY 3a0019BaHUs, WK KOKWTO ca pa3sund peuuausupaiuy ABT uau bE npu no-
npoAbkuTeNHa npopunaktika ¢ Kapaarykcan 10 mg BeAHBIK AHEBHO, TpSOBa /1a C€ MMa MpeaBH A
npuem Ha Kapaatykcan 20 mg BeHbX AHEBHO.

[TpoabmKUTENHOCTTA HA TepanusaTa TpabBa a ce onpeaend U 103aTa fa ce H3bepe HHAHBHAYAJIHO CIIEN
BHUMATE/IHA OLIEHKA HA ChOTHOLLUEHHUETO MEX Y MoA3aTa OT JICHEHUETO U PHCKA OT KbPBEHE (BX. TOYKA

4.4).

[lepnon ot Bpeme Cxema Ha npuaarane | O6ma AHeBHA 1034
JleueHue u Hen 1-21 15 mg nBa NbTH 30 mg
MpoHAAKTHKA HA JIHEBHO
peudausupaw ABT | Jed 22 natarbk 20 mg BeaAHBX AHeBHO | 20 mg
u bE
[podunakTuka Ha Cnen 3apbpiuBaHe Ha 10 mg Beaubxk aHeBHo | 10 mg
peumausupamy JIBT | Hal-Manko 6-MeceyHa | UIH i 20 mg
H bE Tepanus 3a JIBT unu 20 mg BEaHBXK AHEBHO

BE

3a ynecHsBaHe NpeMHHaBaHeTO OT A03a 15 mg kbM go3a 20 mg cnen Jlew 21 e HanuuHa 4-cegMUYHa
onakoska KappaTtykcaH 3a 3anouBaHe Ha JeveHue Ha JIBT/BE.

Ako BB (ha3aTa Ha neucHue ¢ 15 mg aBa nvTH AHEBHO (AeH 1-21) ce nponycHe eAHH MpHEM, MALIMEHTDT
TpsbBa He3abaBHO Aa npHeme Kapaarykcad, 3a aa ce ocuryp odbIno npueto kosnuecTso ot 30 mg
Kapnarykcad 3a eanH aeH. B nonoben cny4aii Moxe ga Obaat npuer aAse TabneTkd oT 15 mg HaBeHDBXK.

e Mpenopb4aHo.



AKo BB (azaTa Ha JIeYeHUE C €AHH NPHEM Ha JIeH ce NIPONYCHE €AMH NIPHEM, NauueHTsT TpsAOBa
He3abaBHO na nmpHeme KapnatykcaHn u TpsaOea Aa npoab/KH pelOBHUA IPHEM BEAHBK JHEBHO Ha
cleBallus ACH, KaKTO € npenopbyaHo. He tpabra aa ce uanon3sa ABOHHA 10328 B PAMKHTE €AHH H ChIUH
JIEH, 3a Aa ce KOMIIEHCHpa NpOoMNyCcHaTaTa J103a.

JTeuenue na BTE u npopunaxmuxa na peyudusu na BTE npu oeya u onowu
Jleyenuero ¢ KapaatykcaH npu AeLa ¥ FOHOWIM Ha Bb3pacT nod 18 roauuu TpaOBa aa 3anovyHe Hak-Majko
5 IHH CJe] HAYalMHO NAapPEHTEPAIIHO AHTHKOATYJIAHTHO jieyeHue (BkK. Touka 3.1).

JTo3aTa 3a Aeta ¥ IOHOUIY Ce H3uucnasa Ha 0azata HA TeJECHOTO TErO.
- Tenecxo terno 50 kg unu noseue:
Mpenopb4Ba ce eAHOKpaTHA JHEBHa A03a 20 mg puBapokcaban. ToBa e MakcHManNHaTa JHEBHA
1034.
- Teaecuo Terno ot 30 a0 50 kg:
penopbyBa eJHOKpaTHA AHEBHA 1032 15 mg puBapokcadaH. Tosa e MakcumanHara AHEBHA J03a.
- 3a nauMeHTH ¢ TenecHo Terno no-mManko ot 30 kg suxkre KpaTkata xapakTepUCTHKa Ha TPOAYKTa
Ha puBapokcabaH rpaHyiM 3a nepopanHa CyclneH3us.

Teraoro Ha geTeTo TpsOBa 1a ce npocneasBa U 103aTa [a ce npepasriexaa peaosHo. Tosa e
HeoBOXOUMO, 3a Jla Ce rapaHTHpa, 4e ce Noaabpxa TepanesTi4Ha Ao3a. Kopexkuus Ha fo3aTta Tpsbea Ja ce
paBH CaMO Bb3 OCHOBA HAa MPOMEHH B TEACCHOTO TEIO.

Jleuenuero Tps6Ba Aa ObAe NPOABIKEHO 32 Hal-MaNKo 3 MECeLa NPH AeLa H IOHOLWH. JleueHHETOo MOoXe
na Obae yabmkeHo A0 12 Mecela, KOrato € KIMHHYHO HeEoOX0oAWMO. JIMNCcBaT AaHHU NpH Acla B
MojKpena Ha HaMangaBaHe Ha J03aTa ciel 6-MeceyHO neyeHHe. ChOTHOLUEHHUETO MOJ3a-pHCK Ha
Mpoab/KaBaHe Ha TepanusTra ciael 3 Meceua Tpsabsa Aa Obae OUCHEHO Ha HHAMBHAyanHa ba3a, kaTo ce
KMa NpeABHJ pycKa OT pelirauBypaiia TpoMbosa CrpsMo MOTEHLHATHHUA PUCK OT KbpPBEHE.

AKO ce MpOoMyCHe elHH NPUEM, TpoflycHaTara 103a TpAdBa fa ce B3eMe BLIMOXHO HAH-CKOPO Cliell KaTo
ce 3a0enexy Nponycka, HO CaMo B ChILMA J€H. AKO TOBA HE € Bb3MOXHO, MALMEHTLT TPAOBA Na NPOIYCHE
N03aTa U Aa NPOABL/IKH ChC CNIEABAIIATA 1034, KAKTO € npeanucano. [launeHTsT HE TpaOBa 1a B3eMa 1B
1034, 32 Ja KOMIECHCHpPA MponycHaTaTa J03a.

Ipemunaeane om revenue ¢ anmazonucmu Ha sumamun K (ABK) xvm pusapoxcaban

- [TpodHnakTHKa Ha HHCYJIT U CUCTEMHA eMOOIHS:
ABK TtpsbBa aa ce cnpar 4 Aa ce 3ano4He JedeHneTo ¢ KapaarykcaH, korato MexayHapoaHoTo
Hopmanusupano ceoTHoweHue (International Normalised Ratio (INR)) e < 3,0.

- Jleuenue Ha JIBT, BE v npoduiakTHKa HAa pELUAKBH NPH Bb3PAacTHH H NedycHue Ha BTE u
npodUNaKTHKA Ha peLiMBUAMN MIPH TIEAHATPHYHH NAUUEHTH:
ABK T1psbBa 1a ce cnipar 4 Aa ce 3ano4He sedeHuero ¢ Kapaarykcau, koraro INR € < 2,5,

ITpu npeMyHaBaHe ot gedcHue ¢ ABK kbM nedenue ¢ pupapoxcaban croiiHocTuTe Ha INR 1me 6paar
¢anMBo NOBUILEHH Cnea npyeMa Ha puBapokcaban. INR He e BainaeH napameTbp 3a H3MEpPBaHE Ha
AHTUKOATYJAHTHATA AKTHBHOCT Ha puBapokcabaH U creJoBaTENHO HE TpabBa Aa ce H3non3sa (BX. ToO4Ka

4.5).

IIpemunasane om neuenue ¢ pusapoxcaban xom anmazorucmu na eumamun K (ABK)
MMa BEpOATHOCT aHTUKOAryJauusTa Aa Obae HeaJekBaTHa B X0/Ja Ha MPEMHHABAHETO OT JICHEHHE C

00yCJ0BH NMOBHILIEHH CTORHOCTH Ha INR.




[Ipn naunrexTH, NpeMHUHaBallM OT neueHue ¢ puBapokcadan kM ABK, ABK Tpsbsa na ce npuemar
napanenso ao aocturane va INR>2,0. [Ipe3 nepsute ABa AHH OT NpexoAHKA nepuon Tpabea aa ce
npunara craHaapTHara HayanHa nosa ABK, cnes koeto no3ara Ha ABK tpabsa na e cnopen pesynrarure
3a INR. JlokaTo nauveHTHTE NpHEMAT eIHOBpeMeHHO puBapokcadbaH u ABK, INR He TpsOBa aa ce
H3ClIe/IBa NO-paHo oT 24 yaca cnefl NpeaxoJHara 033, 4 CaMO HEMOCPEACTBEHO NPEAH CIeBalllaTa 1033
pusapokcabaH. Ciiel kaTo ce peycTaHOBM NipUeMa Ha puBapokcabaH, INR moxe aa ce nscnessa u
pe3y/ATATHTE [a Ca HAIEXAHH MOoHe 24 yaca CiCk NpHeMa Ha [oCcaeAHaTa 103a (BX. TOUKH 4.5 1 5.2).

[lequaTpyvHy NAUUECHTH

Heuara, konto npeMuHaBar ot Kapaarykcad koM ABK, Tpafsa aa npoabixkar aa npuemat Kapratykcau
3a 48 yaca cnea mepBata A03a ABK. Cnen 2 a1 Ha eJHOBPEMEHHO MPUOKEHNE TpsaOBa Ja ce HanpasH
H3cIeABaHe U Ja ce nosayyart pesyntarute 3a INR, npeau cneapamiarta n03a KapaatykcaH no cxemara.
[Ipenopbuba ce eAHOBpeMEHHOTO npunoxeHue Ha Kapratykcan u ABK na npoabmku, gokato INR e

> 2.0. 1Llom kato npuemsbT Ha KapaarykcaH e npeycraHoseH, INR Moxke fa ce HaciienBsa ¥ Aa ce nonydar
HAAEXKAHU pe3ynaTaTv 24 vaca cnej NpUeMa Ha NocaeAHaTa 103a (BXK. NO-rope H Touka 4.3).

[Tpemunasarne om aevenue C NAPERMEPAAHYU GHMUKOAZYIAHMYU KbM pUeapokcaban

[Ipu BBL3PACTHH H NMEAHATPHYHH MALIUEHTH, KOUTO B MOMEHTA MOJyYaBaT NapeHTEPATHH aHTHKOATYJIAHTH,
NPEeyCTaHOBSBAHETO Ha MAPEHTEPATHHSA AHTHKOArYMIAHT M 3a[I04BAHETO Ha puBapokcabaH Tpg0Ba na ce
ocbliecTsAT 0 40 2 4aca nmpead MOMEHTA 3a CASABALIOTO MJIAHOBO MPWJIOKEHHE HA NAPEHTEPATHNS
JIeKapCTREH NPOAYKT (Hanp. HHCKOMOIECKYIEH XeNapHuH) HIIK B MOMEHTA HA CIIHPaHE Ha
NPOIBJUKHTETHOTO NMPUIOKEHAE HA NapeHTEPaNH1s IEKapCTBEH NPOAYKT (Hanp. HHTPaBeHO3€eH
HedpakUAOHKPAH XEMAPHH).

ITpemunasane om aevenue ¢ pusapokcabarn KoM NAPeHMEPAIHY AHMUKOAZYNIAHMU
[Tpeycranosere npuema Ha KapaatyxcaH ¥ ipunoxere MbpBaTa 03a OT MapeHTEPANHHS aHTUKOAryIaHT
B MOMEHTa, Korato TpAOBa a ce npueMe clieaBailiata fo3a KapaaTtykcaH.

Crneyuannu nonyaayuu

bvbpeuno yepescoate

Bb3pacTHu:

OrpaHH4YeHHUTE KIHHHUYHY JaHHH OT MALUHEHTH C TEKKO ObOpeUHO yBpexAaHe (KpEaTHHHHOB KIHPBHC
15-29 m}/min) noka3Bar, 4e NrasMEHUTE KOHUEHTPaLMK HA puBapokcabaH ca 3HauMTeHO NoBHILEHH. []o
Ta3u npuurHa KapnatykcaH Tpabsa fa ce npunara BHUMAareHO MpH Te3n nauneHTH. He ce npenopbusa
ynorpe6ara npd NaUUEHTH C KPEATUHHUHOB KIUPBHC < 15 ml/min (Bx. Touku 4.4 u 5.2).

[Tpu nauueHTH ¢ yMepeHa creneH Ha ObOpeuHo yBpexaaHe (kpeaTHHHHOB KAHpbHC 30-49 ml/min) unw ¢
TeXKKa cTeneH Ha 6LOpeuHo yBpexaaHe (KpeaTHHHHOB KIMPBLHC 15-29 ml/min) ca Bannauy cneaaure
NpenopbKy 3a A03HPAHE:

- 3a npodHnaKTHKA HA UHCYJIT U CUCTEMHA eMDONUA NIPH NaUHEHTH C HEKIIAMTHO MPEAChPAHO
MbXKACHE [TPenopbUMTENHATa A03a € 15 mg BeAHBXK AHEBHO (BX. TOYKa 5.2).

- 3a neueune Ha JIBT, neuenne Ha bE u npodunaxktiuka Ha peunausnpaiiu JIBT u BE: naunenture
TpsOBa na 6bAAT NeKyBaHy C 15 mg aBa MbTH AHEBHO NPE3 MLPBHUTE 3 ceaMuLM. Cnea ToBa, KOraro
MnpenopbyYUTENHATA A03a € 20 mg eHH MbT AHEBHO, TPA0OBa Ja ce 0OMHCIM HaMalsiBaHE Ha 103aTa
ot 20 mg BeHBX AHEBHO HA 15 mg eauH NbT SHEBHO, KO OLIEHEHHAT PHCK OT KbpPBEHE 3a
nanyeHTa HaaXBbpaa pucka ot peunauupaiid JIBT u BE. [Npenopskara 3a ynorpebara Ha 15 mg

(Bxk. TOukH 4.4, 5.1 1 5.2).
Koraro npenopbuntenHara fo3a ¢ 10 mg euH NuT AHEBHO, HE Ce Hanara T4



He ce Hanara kopekuus Ha 103aTa NpH MAaUHEHTH C jeka cTeneH Ha Os0pe4Ho yBpexaaHe (KpeaTHH1HOB
KARpbHC 50-80 ml/min) (Bx. Touka 5.2).

[leavaTpuuHa Moy naLus

- Jlena ¥ 1OHOLLH C JieKa cTeneH Ha 6b0peuHo yBpexkaaHe (CKOpoCT Ha rnoMepynHa ¢unarpauus S0-
80 mi/min/1,73 m?): He ce Hasiara KOpeKiHs Ha J103aTa, Ha 0a3aTa Ha JaHHW NPU BbL3PACTHU U
orpaHuyveHHU JaHHH TIPH MEIUATPHYHU NALKEHTH (BXK. TOYKa J.2).

- Jleya M IOHOLIH C YMEPEHA MJIH TeXKa cTeneH Ha ObOpeuHo yBpexaaHe (CKOpOCT Ha rOMEpYJiHa
duntpauus < 50 ml/min/1,73 m?): pubapokcaban e ce npenopbuBa, ThA KaTO JHICBAT KIMHHUYHH
NaHHu (BXk. Touka 4.4).

Yeproopobro yepescoare

KappatykcaH e npOTHBONOKa3aH NMpH MALMEHTH ¢ YePHOAPOOHO 3abosisiBaHe, CBbP3aHO ¢ KOAryJonaTHs H
KMMHUYHO 3HAYKMM PHCK OT KbpPBEHE, BKIIIOUHUTENHO nauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. ToukH
4.3 u 5.2). JInnceart KIMHUYHYU ZaHHH [IPU Aela ¢ YEPHOAPOOHO YBpEXAaHE.,

Ilonyrayus 6 cmapyecxa gb3pacm
bes kopekuus Ha 403aTa (BXK. TO4ka 5.2).

Teaecrno mezno
be3 Kopekuus Ha 103aTa [PH Bb3pacTHH (BXK. TOUKA 5.2).
[Ipy neanaTPUYHHU MALIMEHTH A03aTa CE onpeacs Ha 6a3aTa Ha TCIECHOTO TErno.

Hon
be3 kopekuHs HA J03aTa (BX. TOUKa 5.2).

Hayuenmu, nooaoxcenu Ha Kapouo8ep3uUo

[TpuemsbT Ha KapaaTykcas MoXe Aa 3anoYHe UM 13 NPOABL/IDKH NMPH NaLHeHTH, MPH KOUTO MOXE I €
HEOOXOIMMO KApAHOBEP3HO.

[1pu KapanOBEP3HO HACOUYBAHE OT TpaHce3odgareanHa exokapauorpadus (TEE) npu mauueHTH, KOUTO He
ca OWIIK JIEKYBaHH C AHTHMKOArylaHTH, JeueHneTo ¢ Kapaatykcan Tpsbsa na 3anouxe Hah-manko 4 waca
[pead KapAHOBEP3NOTO, 3a Aa C€ rapaHTHpa alekBaTHa AHTHKOAryaauus (BX. ToUkH 5.1 W 5.2). [1pu
BCHUYKH MALMEHTH, NPEAN KApAHOBEP3HO TPADBA Aa CE NOTBPCH NOTBBPXKACHHE, UE MAUUWEHTDLT € NPHE
KapjatyxcaH, KakTo € npeandcano. [Ipu BzeMaHe Ha peuIeHHE 3a 3a[104YBaHE Ha TEPANHA H ONPEACNAHE
Ha MPONBJDKUTENHOCTTA ¥, TpA0Ba [1a CE€ UMAT NpPe/BH] YCTAHOBEHHTE NPENOPLKH OT PbKOBOACTBATA 34
AHTHKOArYJIAHTHO JICYEHHE [TPH MAUMEHTH, OAJIOKEHH HA KAPAHOBEP3HO.

Hayuenmu c nexnanHo npedcspoHo MbicoeHe, koumo noorescam na IHKH (nepxymanna xoporapa
UHMEePEeHYUL) C NOCMABAHE HA CMERM

HMa orpaHiyeH ONMUT NO OTHOLUEHHE HA HAMaJieHa 1032 15 mg puBapokcabaH BEAHLK AHEBHO (MM

10 mg puBapokcabaH BeAHBbX AHEBHO 3a NALUEHTH C YMEPEHO TEXKa CTeneH Ha OLOpeYHO yBpexaaHe
[kpeaTuHKHHOB KNUPLHC 30-49 ml/min]), B ronmbiaHeHHe kbM P2Y 12 nuxuburtopa 3a 12 Mecena MakCHMY M,
IIPH MALUKEHTH C HEKJIAMHO MPEACHPAHO MBXACHE, KOUTO C€ HYKJAAT OT NEpopanHa aHTHKOAryJ1aHTHa
Tepanyus u ca Onnu noanoxeHu Ha [TIKH ¢ nocrassHe Ha cTeHT (BX. Touku 4.4 1 5.1).

Heduampuuna nonyrayus

BesonacHocTTa H edprkacHOCTTA Ha puBapokcabad npH Aeua Ha Be3pacT (0 10 18 roanHu He ca
YCTAHOBEHH [PH NMOKA3aHUETO NPOoGUIaKTHKA HA UHCYIIT H CHCTEMHA eMOOAHA MPH MALHEHTH C HEKNANHO
npeAChPAHO MbxJaeHe. JIuncBar gannu. [To Ta3u npHyHHa TOH HE ce npenopbLYBa 3a YNoTpeRs W- .
noa 18-roguinHa Bb3pacT Npu ApYru nokasanus ocBeH JeyeHue Ha BTE u npodunakty -.'I\z1I i ﬁ.f;‘F
Ha BTE. a




Hauuu HA NPUIOKEHHE

Bwvipacmuu
KapaaTtykcan € 3a NepopajHO NPUNOKEHUE.
Tabnerkute TpsaGBa Ja ce MpUeMaT ¢ xpaHa (Bx. Touka 3.2).

Pasmpowasare na mabiemxume
[TpH NauHeHTH, KOWTO HEe MOTaT [a NOTTbLUAT TAbneTkUTE Lend, TabaeTkara Kapaarykcad Moxe ja ce

Pa3TPOLLH M CMECH C BOAA HIIH A0BAKOBO MIOPE HENOCPEACTBEHO NPeAH YNoTpeda W a Ce MPUIIoKH
nepopasino. Cliefl MpUiIaraHeTo Ha pastpolueHu gunmupann rabnerku Kapaarykcan ot 15 mg unu 20 mg
no3ara Tpabea na Obae nocneasana He3abaBHO OT XpaHEHE.

PastpoilieHara TabseTka MOXe Ja ce Npuara Cbllo ¥ 4pes CTOMallHa coHAaa (BxX. ToYkH 5.2 H 6.0).

Jleya u onowu ¢ meano noseue om 50 kg

KapnatykcaH € 3a [epopaiHo npHIoKeHHE.

[TauneHTsT TpsOBa a ObAE NOCHLBETBAH Aa NOTIbLUA TADAETKATA C TEUHOCT. T Tpga6Ba ChILIO Aa ce NpHema
¢ XpaHa (Bx. Touka 5.2). TabneTkuTe TpsOBa Aa ce MpUeMaT Npe3 HHTepBan NpubAM3NTENHO 24 yaca.

B crnyuaii ye nauueHThT U3MJIOE BeAHara 403aTa Uiy NOBbpHE B paMxUTE HAa 30 MUHYTH Clle
NPUIOKEHHE Ha J03aTa, TPsAOBA jJa ce Aaje HoBa 103a. AKo 00aye nauMeHThT MOBbPHE NOBEUE OT

30 MuHyTH cie] TpHEMa, 103aTa He TpOBa [a ce NMpujara OTHOBO H CJieABalLlaTa J03a TpabBa 1a ce B3eMe
10 CXeMara.

Tabnetkara ve TpaOBa aa ce pa3zaens 1py ONUT Ja ce Habasy YacT OT Ao3aTa B TabneTKara.

Pasmpowasane na mabremxama

[Tp1 manueHTH, KOUTO HE MOTAT /1a NOTTbILAT TAONETKHTE LEH, TPAOBA A2 C& H3NMON3BAT I'paHy iy 3a
nepopajina cycneHsua. He e HanuvHa noaxoasila KoHUEHTpauus Ha Kapaarykcad. TpsOBa ga ce
H3MO0JI3BA AJITEPHATHBEH NPOAYKT ChC ChLLATA CHCTABKA,

AKO MepopasHaTa CyCrneH31s He € Ha pa3NojIoXKeHHE BeAHAra, Korato ca M3MUcaHy 1034 15 mg vau

20 mg puBapokcaban, Te MoraT Aa 6baaT HabaBeHH, KaTo ce pa3TpoiuH tabnerka 15 mg uau 20 mg u ce
CMECH C BOJa HJIH SOBJIKOBO MIOPe HEMOCPEACTBEHO Npeay ynoTpeda U C& NPUNI0KH NMepOpaTHoO.
PasTpoluenara TabrieTka MOXe Ja ce MpHiara 4ype3 HasoracTpanHa Mk CToOMalllHa COH/IA 3a XpaHeHe (Bx.

TOYKH 3.2 ¥ 6.6).

4.3 IIporuBonoxkazaHHd

CBpPbX4YBCTBHTEJHOCT KbM dKTHBHOTO BEILECTBO HJIH HAKOE OT NOMOLIHHUTE BEIECTBA, H30poeHU B
Touka 6.1.

AKTHBHO, KITMUHHYHO 3HAYHMO KbpPBEHE.

Jlezus Uik cbeTosHKE, aKo Obie CUETEHO, Y€ MPEACTABNABA 3HAYHM PHCK 34 FOJIAMO KbpBEHE. ToBa MOXE
Aa BK/IIOYBA HACTOAILA MM CKOPOLIHA raCTPOMHTECTHHAIHA A3B&, HATHYHE HA 310KAYECTBEHH HEOMNa3MH
C BHCOK PHCK 32 KbpBEHE, CKOPOIIIHO HAPAHABAHE HA IIABHUA WM rpbOHAUHXA MO3LK, CKOPOILIHA
Ofepauus Ha rnaBHUs MO3bK, MPhOHAYHKA MO3BK HJIH OYHTE, CKOPOLIHA BhTPEUEPEHA XeMOparus,
K3BECTHH MK CYCIIEKTHH e30(dareanHy Bapuus, apTepoBEeHO3HH MaI(POPMaLIUY, CHAOBH aHEBPH3MH HITH
rojieMu HHTpacMUHANHM WM HHTpaLepeOpaiHU ChAOBU aHOMANTHH.




EXHOBpEMEHHOTO NIEMEHHE C JIPYFH aHTHKOAryRauTH, Hanp. HedpakunonupaH xenaput (HOX),
HUCKOMOJIEKYIKH XeNapuHy (€HOKcanapuH, AalTENapuH 4 /1p.), MPOU3BOAHH Ha XENapHHa
(ponmanapyHyKc U ap.), NIEPOPaHU aHTHKOATYIaHTH (BapgapiH, AaburaTpaH eTekcuar, anukcabaH u
Ip.), ocBeH npu cneuuduiHyd o6CTOATENCTBA 33 CMSIHA Ha JIEUEHHETO C aHTHKOAry/1aHT (BXK. Touka 4.2)
unu korato HOX ce npunara 8 1031, HEOOXOAHMH 34 NOAABPIKAHETO HA OTBOPEH UEHTPANIEH BEHO3€EH
WJIH apTepUaneH KateTbp (BX. TOUka 4.5).

YepHoapoOHo 3abongpate, CBLP3aHO C KOAry/10MnaTHs U KIMHHYHO 3HAYHUM PHCK OT KbpPBEHE,
BKJIIOYMTENHO nauneHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMEeHHOCT B KbpMEHE (BXK. Touka 4.6).
4.4 ChneuHaHH NpeaynpexaeHHs K NPEeANA3ZHH MEPKH NPH ynnoTpelda

Hpennp'b'-ma ce KIMHUUHO HabmoaeHHe, ChOTBETCTRALLIO HA NpOBEXIaHATA daHTHKOAryJlaMa B X0/ia Ha
LHEAHUA NNEPHOA Ha JICHCHHC,

PUCK OT XeMOoparus

KakTto # ¢ Apyrd aHTHKOAryJlaHTH, MAKKEHTUTE, KOMTO NpUEMaT pMBapokcabaH, Tpa0OBa Ja ce
HabMoAaBaT BHUMATENHO 3a NpH3HaLHK Ha KbpBeHe. [Ipenopbusa ce ynotpebara ¢ noBUILIEHO BHHMAaHHE
[pH CbCTOSHHUA ¢ NOBHILEH pHCK 32 Xemoparus. [Ipunoxennero Ha Kapaarykcan tpsabBa fa ce
MPEeyCTAHOBH IIPH MOABA HA TEXKKA XeMOparus (Bx. Touka 4.9).

B KJIHHHYHHTE MPOY4YBAHUA JTHTABUYHO KbPBEHE (T.€. OT HOCA, BEHLHTE, CTOMALLHO-YPECBHUA TPAKT,
[MUKOUYO-MONIOBUSA TPAKT, BKIIIOYHTENHO aOHOPMHO BarHHATHO WJIH YBEIHYEHO MEHCTPYatHO KbPBEHE) H
aHeMus ce HaOoAaBaT No-4ecTo MNP AbJrOCPOUYHO JeYeHHE C pUBApOKCabaH B CpaBHEHHE C JICUEHHE C
ABK. I1o Ta31 npuuuHa, B JOMbAHEHHE KbM aIEKBATHOTO KIIMHHYHO HabmoneH e, 1abopatopHo
uiciaeaBade Ha xeMornobuHa/xemarokputa 6M Morno aa Obae OT 1105132 33 OTKPUBAHE HA OKYJITHO
KbpPBEHE H 3a OMPEACIAHE HA KJIMHUYHATA 3HAYHMOCT HA ABHO KbpBEHE, N0 NPCLUEHKa CNOPEA Cayyas,

Hsikosko moaArpynu nauHEHTH, ONKMCaHHU noIpoOHO MO-1011Y, Ca C NOBHIUEH PHCK OT KbpBeHE. Tesu
MalMEHTH cneaBa na 6b1aT BHHMATEIHO NMPOCAeACHHU 3a Oene3u H CHMNTOMH Ha CBbP3aHH ¢ KbPBEHE
YCIIOKHEHHUS H aHEMHS CJIE[l Ha4aloTO Ha JieueHHeTo (Bxk. Touka 4.8).

[Ipn BCAKO HEU3ACHEHO MOHHIKABAHE HA XEMOrNOOMHA HITH KPbBHOTO HalAraHe TpAOBa /a C€ ThpCH
H3TOYHHUK HA KbPBEHE.

BhnpekH ye neueHHETo ¢ puBapokcabaH He H3UCKBA pyTHHHO NpocieasaBaHe Ha eKCNo3HUHUATa, HHBaTa Ha
puBapoxcabaH, H3MEpPEeHH ¢ KaTMOpUpaH TeCT 3a KOJIMYECTBEHO Onpeac/isiHe Ha aHTudaxTop Xa, Morar Aa
Ob2aT NONE3HU B H3BBHPEAHK CHTYALHH, KOTATO AaHHUTE 33 EKCNO3ULMATA HAa pHBapoKcadaH MoXe Ja
[IOMOTHAT 3a B3eMaHe Ha MHDOPMHPAHN KIKHHUYHH PELUEeHUA, HAMlp. Npelo3HPaHe U CNELLHA XUPYPrUs
(Bxk. Touka 5.1 K 5.2)

Heouampuuna nonyrayun

MMa orpannueHy JaHHH TIpH Aella C MO3bYHA BEHO3HA U CUHYCOBa TpoMb03a, KOUTO UMAT HHGEKLUS Ha
[{THC (Bx. Touka 5.1). PUCKBLT OT kbpBeHe TpsAOBa na ObAe BHUMATENHO OLIEHEH NPEAH H MO BPEME Ha
TepanusaTa ¢ puBapokcadaH.

buOpeyHo yBpeAcaane
[lpy BB3pacTHH MaLMEHTH C TexKo 6BOpeUHO yBpexaaHe (KpeaTHHUHOB KNIUpBHE < 30 mi/

BBE3MOKHO J1a3MEHUTE HMBA Ha puBapokcadbaH Aa ObaaT 3HAYUTENHO NOBULLEHH (CpeaH
KOETO MOJKe [1a JOoBele A0 MOBUILEH PHCK OT KhpBeHe. KapaatykcaHn Tpsabea a ce npui




[IpH NalMEHTH ¢ KpeaTHHUHOB KJupwHC 15-29 ml/min. He ce npenopbusa ynotpebara npu nauuenTH ¢
KpeaTHHHHOB KIMpBHC < 15 ml/min (Bxk. Toukn 4.2 u 5.2).

Kapaatykcan TpsOBa Aa ce mpuiara BHUMATE/IHO NPU NALMEHTH C ObOpeuHO yBpEKIaHe, MOIYyYaBALIH
eJHOBPEMEHHO APYTH JIEKAPCTBA, KOWTO MOBHILABAT NJ1a3MEHUTE KOHUECHTPALHU Ha puBapokcabaH (Bix.
TO4Ka 4.5).

KapaarykcaH He ce npenopbusa npH Aeua ¥ KOHOWM C YMEPEHA HIIH TEXKKa CTeneH Ha ObOpeyHo
yBpexJaHe (CKOpoCT Ha riomepyxa ¢punrpauns < S0 ml/min/1,73 m?), Thit kaTo TMNCBAT KJIHHHYHH
JAHHM.

BaauMonelcTBHE ¢ APYIH JEKADCTBEHH MPOAYKTH

He ce npenopbusa ynotpebara Ha puBapokcadax Mpu NALUEHTH, KOUTO MONy4YaBaT eAHOBPEMEHHO
CHCTEMHO JIcUeHHE C a30/10B¥ AaHTUMHAKOTHLHM (KaTO KETOKOHA30J1, MTPaKOHAa30J, BOpHKORA30J1 U
nocakoHa3o.1) uiau HIV-nporeaszin nuxubutopu (Hanp. putoHaBup). Tean akTHBHH BELLECTBA Ca MOLIHH
uHxubutopu Ha CYP3A4 1 Ha P-gp ¥ no Ta3u NpUyUKHa MOraT Jia MOBULIAT NJa3MCHATa KOHLEHTpAUHA Ha
pruBapokcabaH A0 KIMHHYHO 3HAYMMO HUBO (CpeaHo 2,6 MbTH), KOETO MOXeE J1a IOBEE A0 MOBHILIEH PHUCK
OT KbpBeHe. JIMNCBAT KAHHWYHK JaHHH NPH AEUA, MOJyYaBallid ChIIbTCTBALIO CUCTEMHO JIEHEHHE ChC
cHIIHKM uHXHOUTOPH, KakTO HAa CYP 3A4, Taka 1 Ha P-gp (BX. Touka 4.5).

Heobxoaumo e BHUMaHHE NPH NaLdeHTH, KOUTO €4HOBPEMEHHO Ca Ha JIEYEHHE C JIEKAPCTBEHH NPOAYKTH,
KOUTO MOBJINABAT XEMOCTA3aTa, KATO HECTEPOUAHM npoTrhsoBb3nanuTenHu cpeactsa (HCIIBC),
ALETHACATHLIMIOBE KUCE/IMHA U HHXUOUTOPH Ha TpoMOOLUMTHATA arperalus UiaH CeJICKTUBHH
HHXHOHMTOPH Ha 0OPaTHOTO 3axBalljade Ha cepOTOHMHa (selective serotonin reuptake inhibitors, SSRI) 1
HWHXHMOUTOPH Ha 0OPaTHOTO 3aXBalllaHe Ha CEPOTOHMHA U HOpenuHedpHHa (serotonin norepinephrine
reuptake inhibitors, SNRI). IIpu nauseHTHTE C pHUCK 32 YALEPO3HO CTOMAILIHO-4YPEBHO 3a00ngBaHe MOXE
118 Ce MOMMCJIH 32 MOAXO0AALO NpoHIAKTHHYHO JleueHHe (BXK. TOUKa 4.5).

Jpyry puckoBH JAaKTOPH 32 KbDPBEHE
KaxTo ¥ ¢ aApyru aHTHarperaHTHU CPeACTBA, puBapoxcabaH He ce npenopbysa NpU NaKWeHTH C MOBHLUICH
PHCK OT KbpBEHE, KaTo:

. BPOJICHH UM MPpUAOOUTH HApYLUEHHAS B KPBBOCHCHPBAHETO
. HeKOHTPOJIHpaHa TEXKKA apTepHaliHa XUNIEPTOHHUS
. ApYro CTOMalUIHO-upeBHO 3abongapaHe 6€3 aKTHBHO pa3A3BABaHE, KOETO NMOTEHIHAIHO MOXE Ja

OOBEIe IO YCNOXKHEHHA ¢ KbpBeHE (Hanmp. Bb3NATUTENHO 3a00N4BaHE Ha YepBaTa, €30(arur,
racTpHUT M ractpoesogarcania peduykcHa 60secT)

. ChJ0BA PETHHOMNATHA

. OpOHXHEKTA31UHM WM aHaMHe3a 3a KbpeeHe B Oeng apod

[TalMeHTH ¢ pak0oBo 3adonsBaHe
[TaumeHTHTE CHC 3J10KAYECTBEHO 3aD0518aHE MOXKE SAHOBPEMEHHO J1a €A U3JIOXKEHH K Ha NO-BUCOK PUCK

OT KbpBeHe ¥ TpomO03a. MuauBrayansaTa noasa oT aHTUTPOMOOTHHHOTO JieueHHe TPAOBa Ja ce MpeucHH
CIIpSIMO PHCKA OT KbPBEHE NPH MALMEHTH ¢ AKTUBHO PaKoBo 3abongBaHe B 3aBUCHMOCT OT JIOKALIHATA Ha
TYMOPa, AHTHHEONIACTUYHATA TEpanUs ¥ CTafus Ha 3abonsaBaHeTo. TyMOpHTE, PasnoNOKEHH B
CTOMAIHHO-YPEBHUA WK NMUKOYHO-I10JIOBHA TPAKT, Ca CBbP3aHH C MOBHLIEH PUCK OT KbPBEHE M0 BpEME HA
TepanuATa ¢ puBapokcabdaH.

[Tpu naumenTH ChC 3NIOKAYECTBEHH HOBOOOpa3yBaHUA C BACOK PHCK OT KbpBEHE, ynoTtpedara Ha
puBapokcabaH e mporTyuBonokasana (Bxk. Touka 4.3).

[TayHeHTH ¢ KNAnHU NpoTE3u
PuBapokcaban He TpsAOBa 1a c€ ©3mon3Ba 3a TPOMOONPOPUNAKTHKE TPH NALMEHTH, KOHT
NpeMHHANH TPpaHCKATETbPHA CMAHA Ha aopTHaTa knana (TKCAK). be3onacHocTra u €
puBapokcabaH He Ca MPOYyYEHH NpPH NALHEeHTH CbC ChPACYHO KJIANHO IPOTE3NPAaHE; M




HAMAa JaHHH B [MOJKpeNna Ha TOBa, 4e puBapokcabaH oCHrypsBa acKBaTHA AHTUKOArY Tauus B Tasy
nonynauus nayueHTH. Jleuenuero ¢ Kapaatykcan He ce npenopbysa MpH TE3N NALHCHTH,

[TaunenTH ¢ anTudochonunuacH CHHAPOM

HupekTHo AedicTBaiuu nepopantu antukoarynautu (JIJI1AK), skmounrenso pusapoxcadan, He ce
MpenopbLYBaT MPH NALKUEHTH C aHaMHe3a 3a Tpomb03a, KOHTO €a HarHOCTHUMPAHH ¢ aHTHGoCchoIUNUAEH
cunapom. Ilo-crienuanHo npu TPOHHO MO3UTHUBHM MALMEHTH (32 JIyNyCeH aHTHKOAryJ/IaHT,
AHTHKAPAHOTHITHHOBH aHTUTENA M aHTHTEa cpeuly 6eTa-2-rivkonporenH 1), neuenuero ¢ JUITIAK moxe
1a 6be CBbP3aHO ¢ MOBUILEHA YECTOTA Ha MOBTAPALLYU ce TPOMOOTHYHU CHOUTHSA B CPaBHEHHE C
TEpanM1sATa ¢ aHTarOHUCT Ha BUTaAMHH K.

[TalueHTH ¢ HEeKJIAMMHO NPEACHPAHO MbxkIeHe, kouTo noanexar #a [1KH ¢ nocrasgHe Ha CTEHT
Hannuuu ca KIIMHHYHHA AAHHH, NONYYEHH OT UHTEPBCHUHOHAIHO NTPOYYBAHE, C OCHOBHA LNl H3CNeABaHe

Ha 06e30MacHOCTTA P NALMEHTH ¢ HEKJIATTHO NPEIChPAHO MBXKAEHE, KOMTO ca Ounu noanoxeHy Ha ITKHM
¢ MOCTaBgHEe HA CTEHT. JlaHHHTE 32 e(PUKACHOCTTA NPH Ta3H MOMYJIALMSA Ca OrpaHHYeHH (BXK. TOUKH 4.2 1
5.1). JInnceaT JaHHM 32 TAKMBA MALMEHTH C aHAMHE3a 33 UHCyaT/npexoaeH ucxemuyen npucten (1IAI).

XeMoauyamMuudo HectabUnHU nauneHTH ¢ BE WM naunWeHTH, KOUTO ce HYXRaAT OT TpoMOoM3a niu
oenoapobra eMOOIEKTOMHUA

Kapnarykcas He ce npenopb4sa KaTo afnTepHaTHBa Ha HepakLHOHHpaHUS XENapHH NPH NaUMEHTH C
benonpoOeH eMOONH3IbM, KOMTO Ca XEMOJUHAMHYHO HECTAOMUITHH HIIH HA KOMTO MOXE 1a C& HanpaBy
TpoMbonu3a wink 6enoapobHa emOonexToMus, Thit kaTo He3onacHOCTTa H EPHKACHOCTTA HA
pHBapokcabaH HE ca YCTAHOBEHH MPH TE3M KJIHHHYKY CUTYALIMH.

CnuvHanHa/enuaypaiHa aHecTE3Us UH TYHKIINA
Korato ce #3noJ3Ba HEBPOAKCHANIHA aHECTE3UA (CTHHATHA/ENUAYPANHA AHECTe3Us) HITH

CMHHAIHA/eNUAYpaiHa NYBKLIUA, MALUUMEHTHTE, TPETHPaHHK C aHTHATPETaHTHH CPEACTBA 33 NPEBEHLIUA Ha
TpOMOOEMOOIHYHH YCIOXKHEHHS, Ca NOUIOWKEHH HA PHCK OT MOSABA Ha CNHIYPAJIEH UITH CITHHANICH
XemMaToM, KofiTo MOXe Aa JAOBEeAE 10 ALJITOCPOUHA UNH TpaiHa napanu3a. To3y puck Moxe Aa ce NOBKU LY
OT MocTonepaTuBHara ynorpeda Ha BbBexJalll CTUAYPANCH KATETHP HJIH €AHOBPEMEHHATA ynoTpeda Ha
NeKapCTBEHW MPOAYKTH, NIOBNHABAILY XeMOcTa3aTa. PUCKBT MOXE [a e MOBHILIM CBLIO TaKa K OT
TPaBMAaTHYHA MJIH MHOrOKPATHA enuypajiHa WK ciiHanHa nmyHkuus. [lauuenrure Tpsabsa uecto na
ObaaT npocaeAdBaHi 3a NPU3HALM W CUMIITOMH Ha HEBPONOTHYHO YBpEXAaHe (Halp. U3TPLIIBAHE UIIH
cnabocT B Kpakata, AMCKOMGpOPT B UepBaTa UM MUKOYHUS MEXYP). AKO ObJe KOHCTaTHpaH
HEBPOJIOrHUYEH AeULIUT, Ca HEOOXOAUMH CNIELHO RAUATHOCTHIIKpaHKe U jieueHue. Ilpeau HeBpoakcHaiHa
HHTEPBEHLIHUA, JIeKapAT TpAOBa Ja NpeucHH CbOTHOLUEHHETO MEXIY MOTEHUMAIHATA NM0N3a H PHCKA NPH
MallMEeHTH HA AaHTUKOAry/1aHTHa TEpanus Wik IalUeHTH, KOUTO e Obaat MOAMOKEHH Ha
aHTHKOAryJiaHTHA Tepanusi, 3a TpomOonpodunakTika. HaMa kiMHNYeH onuT ¢ ynorpebara na 20 mg
pHBapoKcabaH B TE3H CHTYaLHH.

3a HaMa/IABaHE Ha MOTEHLUHAJIHHA PUCK OT KbPBEHE, CBbP3aHO C €IHOBPEMEHHOTO NpUAaraHe Ha
puBapokcabaH W HEBpOaKCHalHa (enHAaypaiHa /CIHHAIHA) AHECTE3Us UIIK CITMHAHA NyHKuUuA, TpsiOBa 1a
ce UMa npeaAsu] GpapMakOKMHETHUHHA NpodH HA puBapokcadan. [locTaBaHETO HNH ITPEMAXBaHETO HA
EMHAYPAJIEH KaTeThp KU TyMOaNHa NYHKLKA Ce U3BbPLLUBA Hal-100pe, KoraTo aHTUKOaryIaHTHUA edexT
Ha puBapokcabaH ce OLEHABA KaTO HUCBK, BbIpekH ToBA, TOUHOTO BpeMe 3a MOCTHraHe Ha 10CTaThYHO
HUChK aHTHKOAryJaHTeH edekT 3a BCeKH MalHeHTH HE € M3BECTHO U TpsabBa fa ObJe npeLeHeEHo ClpAMO
CMEUIHOCTTA Ha AMArHOCTHYHATA MpoLeaAypa.

3a OTCTpaHABAHETO HA ENMUAYPANHHUSA KaTETHP U Bb3 OCHOBA HAa ofwuTe HapMaKOKHHETHUHH
XapaKTEPHCTUKH, TOHE 2X MOJYXKHUBOTA, T.€. Hail-ManKko 18 yaca nmpu mMyiaZiM Bb3pacTHH Na
26 4aca npy NAlKMEHTH B CTAPUYECKa Bb3pacT, TpsAO8sa Ja ca MHHAH Clie MOCIEAHOTO Il
puBapokcabaH (Bk. Touka 5.2). Cnen OTCTpaHsABAHETO HA KAaTEThpa, HaH-MAJIKO 6 vac
npeiu fa ce MPHUIIOKH CNEABALLATA 1033 pHBapokcabaH.
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B cnyuail Ha TpaBMaTHYHO NYHKTHpaHe NpUEeMbT Ha puBapokcabad TpsabBa aa ce OToXH ¢ 24 yaca.
JIMncBaT JaHHU OTHOCHO NOAXOAMAILOTO BpeMeE 3a MOCTaBAHE HJTH OTCTpPaHABAHE HA HEBPOAKCHaJIeH
KaTeTbp NpH Acua, A0KATO Ca Ha NeueHHue ¢ puBapokcadbaH. B Takusa ciyyau, npeyCcTaHOBETE
NPHJIOKEHHETO Ha puBapokcaban u obMucseTe NpuIoKEeHHE Ha KpaTKO AEHCTBALL NMApeHTepaeH
AHTUKOATY JIQHT.

[IpenopbkH 33 JOIMPAHETO NPEAH W CJIE]] HHBA3HBHHY NPOLECAYPY HIH XHDYPrHYHY HHTEPBEHUHM
AKO ce Hanara npoBex/aaHe Ha HHBa3HBHA NPOUCAYpPa UIH XHpYpruuHa HHTepBeHums, Kapaarykcau

20 mg Tps6ea ga Obje CIpsH MO Bb3MOXHOCT NOHE 24 4aca NMpejid HHTEPBEHIIMATA U Bb3 OCHOBA Ha
KJIMHUYHATA MpeleHKa Ha JeKyBailus jekap. AKo npoueaypara He Moxe A2 Oba¢ 0TiokeHa, TpsaOBa Aa
ce MpeUeHH MOBUIIEHHAT PUCK OT KbPBEHE CIIPAMO CNEIIHOCTTA HA HHTEPBEHLIMATA.

[IpnemnT Ha Kapaatykcan TpabBa Aa ce Bb300HOBH Bh3MOXKHO HaH-CKOPO CJIe] HHBA3WBHATA NPOLEAypa
WM XUPYPrH4HaTa MHTEPBEHLIMS, aKO KITHHHYHATA CHTYALHs I03BOABA H € MOCTHIHATA AACKBATHA
XEeMOCTA3a, KAKTO € ONpedeNeHo OT NEeKyBallus Jiekap (B, Touka 5.2).

[Tonyhauus B cCTapyecKa Bb3pacT
C yBenuyaBaHETO HA Bb3PacTTa MOXKE Jia CE YBEJIHYH PUCKBT OT XEMOparus (BX. Touka J.2).

EEQME!TDIIOFH‘-{HH pCaKIIUU

[To BpeMe Ha MOCTMApKETHHIOBO Ha0mOAeHHEe BLB Bpb3Ka ¢ ynotpebara Ha puBapokcabaH ce cbobilaga
33 CEPUO3HH KOXCHH PEeaKLiMH, BKIIOYHUTEIHO CHHAPOM Ha Stevens-Johnson/TokcHuHa enHaepMaHa
Hekpoauza 1 DRESS cunapom (Bx. Touka 4.8). M3rnexaa, ue nauMeHTHTE Ca H3NOKEHH HA HAK-TONIAM
PHUCK OT TE3M peakliid B HAYaNOTO Ha TEPaNMATA: B MOBEYETO CJIyYaH HAYANIOTO Ha peakKLiMATa ce
NpOSBABA Npe3 TbPBUTE CEAMULM OT JeyeHueTo. PuBapokcabay TpabBa aa ce npeyCcTaHOBU NpH NbpBa
IOSBA HA TEXbK KOXKEH 0OpUB (Hamp. pa3npoCTPaHABALL CE, MHTEH3UBEH W/HIH CBbp3aH ¢ 00pa3yBaHeTo
Ha MEXYDPH) KK APYI NPH3HAK HA CBPbXYYBCTBHTENIHOCT, CBbP3aH C JIC3HHU HA JIWTABHUIIATA.

HHudopmal(ds 3a MOMOLLHHUTE BEILECTBA

KapaarykcaHn cbabpika n1akto3a. [laldeHTH ¢ peaxy HacheJCTBEHH NpobaeMu Ha HEMOHOCHMOCT KbM
ranakTosa, NbjeH JaKkTaseH JedHLHT WITH MI0K030-ranakTo3Ha Manabcopbuus He TpaOBa Aa npuemar
TOBa NEKapCTBO.

To3n nexapcTBeH NPOAYKT ChAbpXA no-Manko oT | mmo! Hatpuit (23 mg) Ha Tabnetka, T.c. MOXe a C¢
KaXke, 4e MPaKTHYECKH HE CbABbPXKa HATPHUH,

4.5 BiaumopelicTBHE ¢ APYIH NeKAPCTBEHH NPOAYKTH H APYTrH GOPMH HA B3aHMOJEHCTBHE

OOxBareT Ha B3aUMOACHCTBHATA [IPH NeAUaTPUUHATA ONyauds He e H3secTeH. JIonynoCOYeHHTE JaHHH
33 B3aUMOAEHCTBHUATA, NMOJIYYEHH TTPH Bb3PACTHH, H MpeaynpexaeHusATa B ToHka 4.4 Tpa0Ba Ja ce uMar
MPEeABUA NPH NEeJUaTPHUYHATA MOy NaLu.

Huxubutopu Ha CYP3A4 u P-gp

EaHospeMeHHOTO NpUIOKeHHe Ha puBapokcabaH U keTokoHa30.1 (400 mg eAHH NbT AHEBHO) UK
puToHaBup (600 mg ABa MbTH AHEBHO) BOAH A0 2,6 NBTH/2,5 MbTH No-BucoKa cpefHa AUC Ha
puBapokcaban 1 1,7 nbtit/1,6 mbTH no-Bucoka cpenHa Cpax CbC 3HAYNUTENHO NIOBHIIIABAHE HA
dapMakogHHAMHYHHTE eEKTH, KOETO MOXE Aa JOBERE 110 MOBHULUEH PHCK OT KbpBeHe. [1o Ta3u npuunHa
He ce npenopbusa yrnorpedara Ha KapaaTtykcad IpH NalMeHTH, KOHTO NMOJyYaBaT eAHOBPEMEHHO
CUCTEMHO JIeUeHHE ¢ a30JI0BH aHTHMHUKOTHL Y KATO KETOKOHA30/1, HTPAKOHa30J1, BOPHKOHA30J K
nocaxosason, unu ¢ HIV-nporeasiu uuxubutopu. Tean akTUBHU BELIECTBA Ca MOIUHH HHXHOHWTOPH Ha

CYP3A4 u P-gp (Bx. TOuKa 4.4).
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QuakBa ce aKTHBHH BeleCTBa, KOMTO CHJIHO MHHXHOMpAT CaMO €/IMH OT MbTHLIATA Ha eIHMHHHpaHE Ha
puBapokcaban unu CYP3A4 uwiu P-gp na nosHILAT B 10-Ma/Ka CTEMEH MIa3MEHHTE KOHLIEHTPALIKK Ha
puBapoxcaban. Hanpumep, knaputpomuunt (500 mg aBa NbTH AHEBHO), KOHTO CE€ NPUEMA 3a CHIIEH
uuxuburop Ha CYP3A4 u ymeper nHxuburop Ha P-gp, soan no nosuiuasaie Ha cpegnata AUC na
puBapokcabaH ¢ 1,5 1bTH K Ha Cimax — € 1,4 mbTH. B3auMoaeHCTBHETO ¢ KIAPHTPOMHULIKH BEPOATHO HE €
KIHHHYHO 3HAYHMO MpH NMOBEHETO NAUHEHTH, HO MOXe Aa Oble NOTECHUHAIHO 3HAYHMO NPH
BHCOKOPHCKOBH NauueHTH. (3a nauuenTd ¢ 6b0peuHo yBpexaaHe: BiK. Touka 4.4).

Eputpomuuus (500 mg Tpu neTH AHEBHO), ko#iTo HHxubupa ymepeno CYP3A4 u P-gp, sonu 10 1,3 nbTH
nosumiesre Ha cpegHaTa AUC u Chrac Ha puBapoxcaban. BzauMoaeACTBHETO C EPUTPOMHLMH BEPOATHO
HE € KJIHHHYHO 3HAYHMO TIPH MOBEYETO NALHEeHTH, HO MOXKeE a Obje NOTEeHUHATHO 3HAUYUMO MpH
BHCOKOPHCKOBH NALIHEHTH.

[Tpu nuua c nexa crenex Ha 6LOpeuHo yBpexaane epuTpoMulUH (500 mg Tpu nmbTH AHEBHO) BOAH J0 1,8-
KpaTHO nosuinapaHe Ha cpeaHata AUC Ha puBapokcaban # 1,6 mbTH nosrweHre Ha Crpax B CPABHEHHE C
MHAMBHAM ¢ HOpMasTHA Ob6peuna dyukuna. [Ipy auua ¢ ymepeHa crened Ha ObOpeuHo yBpex/aaHe
epUTPOMHLIMH € aosen 10 2,0 mbTi noBHweHue Ha cpeanarta AUC na pusapokcaban u 1,6 b1t
nosuilieHUe Ha Crax B CPaBHEHHE C HHIWBHAM ¢ HOpManHa 6bOpeyuHa PpyHkuus. EQexTsT Ha
EPHTPOMHLUHH € aIUTHBEH KbM TO3K Ha OuOpeuHoTO yBpeKAaHe (BXK. ToUKa 4.4).

®nyxoHason (400 mg eqdH NbT AHEBHO), KOHTO ce cmsTa 3a yMepeH HHXUOuTop Ha CYP3 A4, Boau 1o
nosuinasaue ¢ 1,4 mbTH Ha cpeanara AUC Ha pupapokcabad u 1,3 nbTH Ha cpeaHaTa Cuax.
B3auMoeiicTBHETO ¢ DNIYKOHA30/1 BEPOATHO HE € KIHHHYHO 3HAYUMO NPH HOBEYETO MAUEHTH, HO MOXeE
na ObJe NOTEHLHANHO 3HAYHMO NPH BUCOKOPHCKOBU MAaLMEHTH. (3a nauueHTy ¢ Ob0peuHo yBpexaaHe:
BXK. TOUMKA 4.4).

KaTto ce uMat npeBuJ OrPAHHUECHNTE KNHHUYHU JAHHU C APOHEAAPOH, eJHOBPEMEHHOTO MPUJIOKEHHE C
puBapokcabaH TpabBa aa ce n3biAraa.

AHTHKOAryJaHTH
Cnen koMOHHUPaKO NIPHJIOIKEHHE HA eHOKcanapuH (eaHOoKpaTHa go3a ot 40 mg) ¢ pusapokcadau

(exHokpaTHa no03a oT 10 mg) e HabnoAaBaH aAUTHBEH eekT BLPXY aKTHBHOCTTA Ha auTadakrop Xa, He3
HYKAKBH AOMBJIHHUTENHN edeKTH Mo OTHOLIEHHE Ha KoarynaunoHHuTe Tectose (PT, aPTT). EHokcanapuH
HE e MOBIUAN (PapMaKOKMHETHKATA HAa puBapokcabaH.

[Topaay NOBUILEHHS PUCK OT KbpBEHE € HEOOXOAUMO BHUMAHHWE NPH NMAalLlHEHTH, KOUTO Ca Ha
eIHOBPEMEHHO JIeHeHHE C APYTH aHTHKOArynauTH (BxK. TOUkH 4.3 n 4.4).

HCTIBC/uuxuGuropy Ha TpoMOOLMTHATA arperauus
He e HabmozaBaHO KJIMHHYHO 3HAYHMO YIbJ/KABAHE HA BPEMETO Ha KbPBEHE Clle] €AHOBPEMEHHO
npuiaoxeHHe Ha puapokcadaH (15 mg) u S00 mg HanpokceH. Bbnpekys ToBa € Bb3MOXHO A2 UMa
MaLHEHTH ¢ MO-H3pa3eH papmMakoAHHAMHUEH OTTOBOP.

He ca HabmoaasaHy KIMHWYHO 3HaYHUMH (PAaPMAKOKHHETHYHU MM papMaKOAMHAMHYHH B3aUMOAEHCTBUA
IpH €JHOBPEMEHHO NPHIOKEHNE HA pHBapokcabad ¥ 500 mg aUEeTHACANHLIMIIOBA KHCEIMHA.
Knonuporpen (300 mg wavanua no3a, nocacasaHa ot 75 mg noaabpikailia f03a) HE € Nokasan
dbapMakoOKHHETHYHO B3auMoaehcTeue ¢ puBapokcadan (15 mg), HO € Haba0AaBaHO 3HAYMMO YIb/DKABAHE
Ha BPEMETO Ha KbPBEHE MPH €Ha NOATPyYfia NMalUeHTH, KOETO HE € KOPEJIMPAJIO C arperalnsTta Ha
tpomMOoLUTHTE, HHBaTa Ha P-cenextuH wnu GPlIb/1la peuentopure.

HeoOx0a1uMO € BHUMaHHe MPH NaLKeHTH, KOUTO eAHoBpeMeHHO ca eKkyBaHu ¢ HCIIBC (BkmouuTento
alEeTHICANHLIHIOBA KHCENHHA) H UHXUOMTOPHU HA TpOMOOUMTHATA arperauus, NOHEKE TE3H Jie
NPOAYKTH OOMKHOBEHO MOBHLLIABAT PUCKA OT KbpBEHE (BXK. Touka 4.4).

SSRI/SNRI
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Kakto npu Apyrd aHTHKOAry/JaHTH MOe Ja ChILECTBYB2 Bb3MOXHOCT MALHCHTHTE A2 €a C MOBUALLUEH
PHCK OT KbpBeHE B c/iyyai Ha cbibTeTBaLa ynotpeba cue SSRI uau SNRI nopaau edexra um pupxy
TpoMBouuTHTE, 32 KOHTO ce cbobiiapa. [1pu chnsTeTBallla yoTpeba B KIHHMYHATA NPOrpama ¢
puBapokcabaH, BbB BCHUKH MPYIH Ha NeYeHUe ce Habnoaasa YHCIEHO MO-BHCOKA YECTOTA Ha MOJIAM KM
HErOJISM KIHHU4YHO 3HAYHUM KPHBOU3JIUB.

Bapdapuu

[IpemuHaBanero oT NeveHne ¢ aHtaroHucta Ha BuTaMuH K BapgapuH (INR 2,0 1o 3,0) kbMm Nteuenue ¢
puBapokcaban (20 mg) wiu ot puBapokcabad (20 mg) koM Bapdaprt (INR 2,0 no 3,0) nosuiuasa
cboTHOLIeHHeTo npoTpoMOKHHOBO BpeMe/INR (HeonnactuH) nosede OT aANTHBHO (Bb3MOXHO € 1a C€
Habnonasar oraenuy crofiHoctd Ha INR a0 12), n1okaro edekTrTe no oTHoweHue Ha aPTT,
HHXHOMpAHETO HA AKTHBHOCTTA Ha (akTop Xa ¥ NoTeHUHala Ha EHAOMCHHHA TPOMOHH Ca aIHTHBHH.
ITpu xenaHve aa ce u3caensaT ¢papMakoaMHaMHYHUTE edexTH Ha puBapokcabaH B nepHoaa Ha CMAHaTa
Ha TEpanusaTa MOrar Aa Ce M3MOoN3B8aT NoKa3aTeny KaTo AKTUBHOCT Ha aHTd-(pakTop Xa, PICT u Heptest,
[MOHEXKE TEIM TECTOBE HE Ce MOBAUABAT OT BapdapuH. Ha ueTBbpTHA AEH cAel nociaeqHaTa 103a
papthapuH, Bcruxu nokasareau (k. PT, aPTT, suxubupane Ha akTuBHOCTTa Ha (akrop Xa u ETP)
OTpa3fBaT €AHHCTBEHO edekTa Ha puBapokcadaH.

[Ipu xenauue 1a ce u3cneaBar GpapmakoAHHAMUYHHTE ePeKTH Ha Bap(hapHH B IEPHOIA HA CMAHA Ha
Tepanusita Moxe Aa ce uanonssa uamepeaHeto Ha INR npu Cuougn Ha puBapokcaban (24 vaca cren
MPeAXOAHKUA NPUEM Ha puBapokcabaH), Thil KaTo TO3W NOKasarel Ce MOoBANABA B MHHHManHa CTENeH OT
puBapokcabaH B Tain BpeMeBa TOYKaA.

He e HabmoaasaHo $hapMakOKMHETHYHO B3auMoaelicTane Mexay Bapdapht U puBapokcabaH.

Huaykropu Ha CYP3A4

EnsoBpeMeEHOTO NpHACKEHUE Ha puBapokcaban U MowwHKA HHAYKTOp Ha CYP3A4 pudamnuuud Bogu 10
ox0i10 50% noHuwxkasaHe Ha cpejgHaTa AUC 3a puBapokcaban ¢ yCIOpeaAHO HaManABaHE Ha
(apmMakoHHAMHYHHTE MY edexTd. EnHoBpemenHaTa ynoTpeda Ha pHBapokcadaH ¢ Jpyrn MOLIHH
uHaykropu Ha CYP3 A4 (Hanp. ¢peHHTOMH, kapOamasenuH, ¢penodapOuTan HiH XKbAT KAHTApPHOH
(Hypericum perforatum)) CblI0 MOXE Aa A0BEJE A0 HAMaJICHH MIA3MEeHH KOHLEHTPALHH Ha
puBapokcabau. 3aToBa TpaOBa Aa cc W30Area eXHOBPEMEHHOTO MPUJIaraHe Ha MOLIHH HHAYKTOPH Ha
CYP3A4, ocBeH ako NalHeHTHLT HE Ce cleaH BHUMATERHO 3a Hese3n ¥ cuMnToOMH Ha TpoMbo3a.

ﬂpy 'H CbIIBTCTBAIIK TCPANHUHA

He ca HabniogaBaHy KIHHHYHO 3HAUYRMHK (apMaKOKHHETHUHHU WM PapMaKOAMHAMHUYHH B3aUMOIEHCTBHS
OpH eIHOBPEMEHHO NPUIOKEHHE HAa pHBapokcaban U MUaa3oaM (cyocrpar Ha CYP3A4), aurokcun
(cybcTpat Ha P-gp), atopBactatuH (cybctpar Ha CYP3A4 u P-gp) unu omenpason (MHXHOUTOD Ha
MpPOTOHHATa noma). PuBapokcaban HUTO HHXHOKPA, HUTO HHAYLIMPa HAKOS OT OCHOBHUTE H30(OPMH Ha
CYP, nanpumep CYP3 A4,

JlabopaTopHK nokazarenu
Koarynaunonuute napametpu (Hanp. PT, aPTT, HepTest) ce nopiuseat cnopen ouaKkBaHUATA € Orjie/] Ha
MeEXaHH3Ma Ha aeficTBUE Ha puBapokcabad (Bx. Touka J.1).

4.6 @epTHAHTET, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT
besonacHoCTTa M epHKACHOCTTA HA pUBApOKCabaH MpH OpeMeHHH KEHHU He Ca YCTaHOBEHH.
[TpoyuBaHHATA TPH XXHBOTHH NMOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT (BX. Touka J.3). [lopanu

(BXK. TOuKa 4.3).
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Xeuute ¢ neTepoaeH noTeHuHan TpsaOBa Aa u30ArsaT Aa 3aDpeMEHABAT 10 BpEME Ha JICYSHHETO C
puBapokcabaH.

KspmeHe

Be3zonacHocTTa H €(HUKACHOCTTA Ha puBapoKcabaH NPpH KbPMEILLM KEeHU He ca ycTaHoBeHH. [IpoyuBanuraTa
pH XHBOTHY MOKA3BAT, 4e pHBapokcabaH ce cekperupa B MiskoTo. [1o Tasu npuunna KapaaTtykcad €
NPOTHBONOKA3aH B MepHoja Ha kKbpMeHe (Bx. Touka 4.3). Tpabsa na ce B3eme peLleHne Aand aa ce
[NpeycTaHOBH KbPMEHETO WIIM Aa CE€ MPEYCTaHOBU/1a HE C€ MPHIIOKH TEPANHATA.

DepTUIUTET
He ca nposexxaanu KOHKPETHH MPOYYBaHHUA ¢ puBapokcabaH MpH xopa 3a oLieHka Ha eekTUTE Mo

OTHOWIEHKE Ha depTunuTeTa. [Ipy e1HO NpOyYBaHE MO OTHOLLUEHWE HA QEPTHIIMTETA NIPH MBXKKH H
YKEHCKH MIbX0BE He ca HabnroxaBanu eekT (BX. TOUka 5.3).

4.7 EdekTn Bhpxy cnocoOHOCTT: 3a wodHpane n paboTa ¢ MAWIHHA

PuBapokcabaH NOBNHABA B Manka cTeneH cnocodHocTTa 3a nodupane H paboTta ¢ malutu. MiMa
CbODLIEHHUSA 32 HEXeNaHH peaKIIuH, KaTO CHHKOM (MeCTOTa: HEUECTH) M 3aMasHOCT (MeCToTa: YECTH) (BX.

TOuka 4.8).
[TallMeHTHTE, IPH KOUTO CE Pa3BUAT TE3W HEXENAHW PeaKLUH, He TpabBa aa wopupaT Uik paboTar ¢
MalllMHH.

4.8 Hexeaanu 1eKapeTBEHH PEAKUHH

Peatome na npoduna Ha He3onacHocT

BesonacHocTTa Ha puBapokcabaH € npoydycHa B TPHHaAeceT OCHOBHH nmpoyyBaHus ¢asa Il (sx. Tabnuua
1).

0610 69 608 Bb3pacTHH NALMEHTH B eBeTHaRecCeT npoyusaHus dazsa Il u 488 neanatpuiHy nauveHTH B
ase npoyysanus (asa Il u aBe npoyusanus ¢a3sa Il ca ¢ ekcnoszuuus Ha pusapoxcadan.

Tabauua 1: bpoii npoy4enu nauuenTn, o6i1a AHEeBHA 1032 H MAKCHMAJIHA NMPOABL/IKHTE/THOCT HA
NevYeHHEeTO NPH NPOYYBAHAA NPH BH3PACTHH H NeMATPHYNHK nauuenTn ¢aia 111

Iloxazanue Bbpoif O6ma aneBHa no3a MaxcHManHa
NAHCHTA™ NPOAbL/GKHTEIHOCT
HA JIeYeHHeTO
[IpodunakTHKa HA BEHO3EH 6 097 10 mg 39 nuu
TpoMboemOonusem (BTE) npu

BbL3PACTHH MALHEHTH,
NOAJOXKEHH Ha MJJAHOBO CTABHO
NnpoTe3upaHe Ha TazobeapeHara
MJTM Ha KONAHHATA CTaBa

[fpodunaxruxa Ha BTE npu 3 997 10 mg 39 nHU
HEXHPYPru4YHu NaLHEHTH

Jleyenue Ha AbaOOKA BEHO3HA 6 790 Hen 1-21: 30 mg 21 meceua
Tpomboza (JIBT), 6benoapoben Hen 22 u cnep ropa: 20 mg

embonu3nm (BE) 1 Cnen Hali-mManko 6 Meceua:
npotHIaKTHKA Ha PeLiHIHBH 10 mg uan 20 mg

JleueHue Ha BTE u 329 Ho3a, kopurupana cnopea | 12 Meceua
npoduIaKTHKA Ha PeLWAUBU Ha TeJIECHOTO TErN0, 3a

BTE npu HOBOPOAEHH HA MOCTUIaHE HA EKCIIO3ULIUA

TEPMHMHA H JIella Ha Bb3PacT Mo KaTo Ta3u, HaObmonasaHa
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18 ronMHK cnel 3anouBaHe Ha NpH Bb3PACTHH, JICKYBaHU
CTAHJapTHO AHTHUKOArylaHTHO 3a JIBT ¢ 20 mg
JIeYeHHE. puBapoxcabaH eJUH MTbT
JAHEBHO
[TpodunakTHKa HA HHCYIIT H 7750 20 mg 4] meceua
cucTeMHa embonus npu
NAaLMEHTH C HEKNAMHO
NPEACHPAHO MBXAECHE
[TpodunakTuka Ha 10 225 5 mg v 10 mg 31 Meceua
aTepoTpoOMOOTHYHH CHOHTHA NPH CHOTBETHO, NPUIOKCHH
NALUEHTH ClteJl OCTHP KOPOHApEH ¢ ITHOBPEMEHHO HIIH 3a€HO
curapom OKC ¢ ACK, unn ¢ ACK nmoc
KJIOMUROrPe. UK
TUKJIONHIUH
[Ipodmnakrika Ha 18 244 5 mg, NpUAOKEHH 4’7 meceua
aTepoTpOoMOOTHUYHH CHOUTHA NPH egHoBpeMeHHO ¢ ACK wnn
nauueHTd ¢ KAB/TIAD 10 mg caMOCTOATENHO
3 256** 5 mg, NPUNOKEHN 42 meceua
eqHoBpeMeHHO ¢ ACK

* [TauMeHTH, KOUTO ca OUNK eKCIIOHWPAHH Ha MOHE eAHa 103a puBapokcaban

** Ot npoyusanHero VOYAGER PAD

Halt-yecto chobiuaBaHHTe HEXKENaHH peakLKH NPU NauHeHTH, KOUTO nonyvasaT pusapoxcadbaH, ca Onunm
XeMopardu (Bx. Touka 4.4 u ,,Onncanue Ha U30paHH HEXXENAHW peakuHH™ no-goiy) (Tabauua 2). Haii-
YECTO CHLODIIABAHHUTE XeMOparuu ca enuctakcuc (4,5%) v KbpBeHe B CTOMALUHO-YpEeBHUSA TpakT (3,8%).

Tabauua 2: YecToTa HA CHOHTHATA HZ KbPBEHE™ N AHEMHS NPH NRLUHEHTH ¢ eKCMO3HIHS HA
puBapokcaliaH B 3aBbLPIIH/IRTE NPOYYBAHHS BPH BLIPACTHH H NeAHATPHYHH NauneHTH ¢a3a Il

Bb3PacTHM MMALUEHTH, NOANOKEHH
Ha [JIAHOBO CTABHO MPOTE3UPaHE
Ha TazobepeHaTa UM Ha
KONAHHATA CTaBa

Iloxa3zanue BCcRKAKLEB THII KbpBeHE AHemus
[Ipodunakruka Ha BEHO3EH 6,8% OT NauneHTHUTE 3,9% ot nauueHTUTe
Tpomboembonuzbm (BTE) npu

[Tpodunaxruxa Ha BTE npu

12,6% oOT nauHeHTUuTE

2.1% ot nanMeHTHTE

HEXHPYPryu4HH NALHEHTH

Jleuenue Ha JIBT, BE u
npo¢UNaKTHKA Ha PELUAHBH

23% OT NaUuHeHTHUTEe

1,6% o1 nauiHeHTHTE

Jleuenne va BTE u npo¢punaktrka
Ha peuMausy Ha BTE npH
HOBOPOJCHU HA TEPMHHA U Jela
Ha Bb3pacT noj 18 roauHy cnex
3arQ4YBaHEe Ha CTaHJApPTHO
AHTHKOAryTAHTHO JICYUEHUE.

39,5% OT naHEeHTHTE

4,6% OT nauHeHTuTe

[TpodunakTHKa Ha HHCYIT U
CHCTEMHA eMOOHS TIPH NMaLUEHTH
¢ HEKJIANHO IPEACHPAHO MBXKICHE

28 Ha 100 nauMeHTOrOAHHH

2,5 Ha 100 nauMeHTOroaHHHU

[Ipodunakruka Ha
aTepoTpoMOOTHUHH CHOUTHSA NIPH
nanuedTH caen OKC

22 Ha 100 nauHeHTOroAHHMH

1,4 a 100 nauyeATSTHRK ‘0 /

Q?/;m‘"' 7o

>
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[IpodunakTuKa Ha 6,7 Ha 100 naunentoronnuy | 0,15 Ha 100 naUMEHTOrOAHHA

arepoTpoMboTHUHM CLOMTHA npH | 8,38 Ha 100 0.74 va 100 NALHEHTOrO oe?
nauvedTH ¢ KAB/TIAB # » 14 Ha UV NalIMEHTOT'OIHHH

MauHCHTOIrOAHHH

* Bcuuky cbOUTHA Ha KbPBEHE OT BCHUKH MPOy4YBaHKA ¢ pUBapoxcabaH ca cubpaHH, JOKNAABAHHW H OUCHEHH.

** B npoyuysaHeto COMPASS ce Habnionasa HHCKa YECTOTa Ha GHEMHA, Thi KaTO € NMPHIOKEH CEIEKTHBEH
NoAXoad 3a cxdupaHe Ha HexeNlaHW chOMTHA.

*#** [TpunoxeH € CENIEKTUBEH NOAXOA 3a chOMpaHe HeXenaHu ChOUTHA

# Ot npoyusasero VOYAGER PAD

CIHCBHK HA HEXeJIaHHU peakuuy B TabanyeH BUL
YecToTHTE Ha HEXENAHUTE peaKLiHK, CBbp3aHH ¢ puBapokcadbaH, NpH BL3PACTHU H MEAHATPHYHH
nauueHTH ca 0606uieHH B Tabanua 3 no-nony no cHCTEMHO-OpradHK kinacose (no MedDRA) u no

YECTOTA.

B 33aBHCHMOCT OT YECTOTATA TE C€ ONPEALAT KaTo:

MHOTO uectd (Z 1/10)

yectd (> 1/100 no < 1/10)

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

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

MHOTO peaku (< 1/10 000)

C HEM3BECTHA Y4ecTOTa (OT HAIMYHKTE AAHHH He MOXe Ja Obae HanpaBeHa OLEHKA)

Tabauua 3: BcHuks HEXKeJTAHH peaKUnH, Cho01EeHN NPH BL3PACTHH NALHEHTH B KJIHHHYHH
npoyyBanud ¢a3a Il uan npu nocTmapkeTtHHrona ynorpeba* n B ase npoyusanua gasa I u ase
npoyuBanus ¢a3a Il npn neANATPHYHH NALHEHTH

YecTn HeuectTn Peaknu MHuoro peakn C HeH3BecTHA
4ecToTa
HapyumieHHs Ha KpbBTa H THM$HATA CHCTEMA
AHemus (BKA. TpoMmbouuTO3a
ChOTBETHH (BKJI. MOBHUILIABAHE
1a00paTOPHH Ha Opos Ha
napameTpH) TpoMOOUHTHTE)?,
TpOMOOLMTONEHHU S
Hapymen#si HA HMYHHATA CHCTEMA
AnepruyHa AHapuNaKTHYHH
peaKLus, peaKuUHH,
anepruveH BKJIKOHHUTENHO
NEPMATHT, aHapHIIAKTHUYEH
aHCHOECEM U LLIOK
aJIEpruye€H OTOK

Hapywienus Ha HEPBHATA CHCTEMA

3aMasiHOCT, MoabueH U

rnasobonue BLTPECYEPENEH
KPbBOM3JIHE,
CHHKO

HapymeHnHsi Ha OMHTE

Ouen

KPBBOH3/IMB

(BKI.
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YecTH HevecTn Peakn Muoro peaku C HeH3BecTHA
YecTOTA
KOHIOHKTHBANEH
KPbBOH3JIHB)
Cobpaeunu RapylLIeHHS
Taxuxapaws
ChLA08H HAPYIUICHHA
XUIMOTOHMUS,
XEMaTOM
PecnHpaTOPHH, TPH/AHH H MEIHACTHHA/IHH HADYLIEHH A
Enucrakcuc, EosuHodunHa
XEMOIITH3IHC NMHEBMOHHUA
CromaiHo-4peBHH HAPYIICHHHA
KbpBeHe oT Cyxora B ycrara
BEHI[UTE,
CTOMAalLIHO-

YPEBHUA TPAKT
(BKJI. PEKTATHO
KbpPBECHE),
CTOMALLIHO-
YPEBHH H
abroMUHATHH
DOJIKH,
AHCIIEICHS,
rajeHe, 3anex”,
AUapus,
noBphiNaHe”

XenaToORIHAPHK HAPYLIEHHS

[ToBuiuaBaHe Ha | YepHOApOOHO K baTEeHHULA,
TPAHCAMHHA3UTE | YBPEXIaHE, MOBUILIEHY
[OBULLIEH CTOMHOCTH HA
OuaupyOuH, KOHIOrHpaHHUA
MOBHILIECHA 6unupyOHH (Che
AIKaIHA nau 0e3
¢ocdarasa B €AHOBPEMEHHO
KpbBTa®, MOBHILABAHE HA
nosdiweda GGT? | ALT),
X0JIeCTasa,
XEMATUT
(BKJIKOYHTEHO
XenaToueayaapHo
yBpexJaaHe)
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YectH HeuecTH Penku MHoro peaku C HeH3BeCcTHA
4eCTOTA
HapyiieHHs HA KOXKATA H NOAKOXKHATA THKaH
Crpbex (BKJI. Yprukapud CdHapoM Ha
HEYECTH CyyaH Stevens-
Ha Johnson/TokcnuHa
reHepaau3upaH enuAepMasiHa
cepbex), 0dpus, HEKPOIN3a,
EKXHMO3H, DRESS cunapom
KOXHH U
MOAKOXKHH
KPbBOM3JIMBH
HapyiuieHus HA MYCKYJIHO-CKEJIETHATA CHCTEMA H CheITHHHTEIHATA ThKaH
bosixa B XemapTposa KpbBOU3/IHUB B KomMnapTMeHT
kpalHuuure” MYCKY N CHH/JPOM B
pe3yaTaT Ha
KbpBEHE
Hapymenus Ha 0n0peiiHTe H NHKOYTHHTE MhTHIA
KbpBeHe ot brbpeuna
YPOreHUTANTHHS HEAOCTATHYHOCT/
TPaKT (BKJI. ocrpa 6bbpeuna
XeMarypus u HEAOCTATBYHOCT
MEHOparus"), B PE3y/ITAT HA
O0u6peuHo KbpBEHE,
yBpexcaaHe (BK. A0CTaTh4yHA Aa
MOBHILEHHUE Ha NpeAKM3BUKaA
KpeaTUHKUHA U xunonepdy3us,
MOBHIIEHHE HA Hedponarus,
ypeaTa B KPbBTA) CBbp3aHa C
AHTHKOAryJ1aHTH
O6mn HapymeHHa K e(peKTH HE MACTOTO HA NPHIOKEHHE
[loBHiEHA Hepasnonoxenue | Jlokanuanpau
Temneparypa®, (BKA. oTok*
nepudepeH OTOK, | NPUNOLLABAHE)
MOHWXEHA 001
CHJia H
CHEPrUYHOCT
(BKN1. yMOpa H
ACTEHHUA )
Hacneasanns
[Tosuiuena LDHA,
MOBHULLICHA
naunasa’,
MOBUILIEHA
amunaza®

HEP&HHBHHHH, OTPABRHHS H YCJIOKHCHHSA, BRL3IHHKHRJIH B DE3IYJITAT HA HHTEPBCHIIHH

KbpBeHe cnen CbaoBa

HSIKAKBA [lcepaoaHeBpu3maP®
npoueaypa (BK.

MOCTONMEPAaTHBHA
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Yectn HeuecTn Peaxn MHoro peaks C Hen3BecTHA
4eCTOTA

AHEMHUS U
KbPBEHE OT
paHa), KOHTY3H4,
CEKpPEUHSA OT

pauu”

A: HabmonasaHu npH npogunaxTHka Ha BTE nipu Bp3pacTHN NALHEHTH, NOLIOKEHH HA TIAHOBO CTABHO
npoTe3upaHe Ha Taz00eApeHaTa WM KO/BIHHATA cTrasa

b: vabmoaasauu npu neueune Ha JIBT, bE wnu npodunaxTyuka Ha peLMAHWBH, KATO MHOMO YECTH NPH KEHH
<55 roaMHy

B: HabnroaaBaHH KaTO HEHECTH MPH NpodmIakTUKa Ha aTepoTpoMOOTHYHH ¢crOuTHA Npw nauneHTu cnea OKC
(cnepn nepkyTanHa KOpOHapHa UHTEPBEHLIMA)

* [MpunoXkeH e IPEABAPHTENHO ONpEeAe/IeH CEeNeKTHBEH NOAXO0A 3a chOHpaHe Ha HeXeslaHH ChOHTHA B H30paHH
npoyuBanus ¢asa Il1. UecToTaTa Ha HeKeNaHHUTE PeakLMH HE € YBENWHEHa H HE € YCTAHOBEHA HOBA HEXKEIaHa
peakuus CAEN aHANN3 Ha TE3x NpOoyUBaHHA.

Onurcanue Ha M3bpaHyd HEXETAHW PeakLUUy
[Topanu ¢papMakoJIOryuHug My MEXaHHM3bM Ha AeHcTBHe, yrioTpedara Ha puBapokcabaH Moxe aa Objie

CBbP3aHa C MOBUILEH PHUCK 33 OKYJITHO MJIM SIBHO KbPBEHE OT BCAKA ThKaH HJIM OpraH, KoeTo O MOrio ja
A0BejE 10 MocTXeMoparuuia aneMud. [Ipu3Haumre, CAMITOMHUTE H TEXECTTa (BKITIOUHTEIHO JIETANICH
H3XO0J) LIE 3aBUCAT OT JIOKUIH3ALMATA K CTENISHTA WK 00eMa Ha KbpBEHETO /UK aHEMHATA. (BX. TOUKa
4.9 ,.IloBenenue npy kbpBeHe™). B KIMHHUHHTE IPOYYUBAHUSA TUFABUYHO KbPBEHE (T.€. OT HOCA, BEHLIHTE,
CTOMAILIHO-4YPEBHUA TPAKT, THKOUO-NIOJ0BHS TPAKT, BKIHOUHTENHO AOHOPMHO BarMHAIHO WJIH YBEITHYEHO
MEHCTPYAIHO KbPBEHE) M aHeMHUs ce HabnloaaBaT No-YeCTO NPH AbArOCPOUHO IEYEHHE ¢ puBapokcabaH B
cpaBHeHHe ¢ nevyeHre ¢ ABK. [1o tasu npuyunHa, B 10MbJIHEHHE KbM a/IEKBATHOTO KJIHHHYHO

HabJogeH e, 1abopaTopHO H3ceIBaHe HA XxeMornobuHa/xeMaToxpuTa 64 Morno aa onae oT noJ3a 3a
OTKpHMBAHE HA OKYJITHO KbPBEHE W 34 ONpeensHe Ha KTMHHYHATA 3HaA4YHMOCT Ha SIBHO KbpPBEHE, O
npeLeHKa crnopes ciiy4as. Bb3MOXKHO € pUCKDT OT KbpBEHE 3 Obie MOBHILEH MPH ONMPEAENEHH Py NH
NalHEHTH, HAMPHMED NALHEHTH ¢ HEKOHTPOJIXPAHA TEXKA apTEpHaiHA XMIIEPTOHHUS H/HIIH Ha
ChIBTCTBALLA TEPANHUSA, KONTO MOBNKABA XeMOCTa3ara (BkK. Touka 4.4 ,,Puck ot xemoparua™). BbamoxHo €
MEHCTPYATHOTO KbPBEHE Ja € MO-CUNTHO W/HNK NO-NPOABLIKUTEIHO. XEMOparHyHUTE YCI0XHEHHUSA MOrat
a ce NpoABAT kaTo cnaboct, 61eAHOCT, 3aMasHOCT, r1aBoboaNe UK HEOOACHHUMH OTOLH, AHCTIHES U
HeoOACHHUM oK. KaTo pe3ynTar oT aHeMHATA B HAKOM CJIyuaH ca Habao1aBaHH CHMIITOMHM HA Chp/JCYHA
HCcXeMHs, KaTo 60Jika B bpAATE UM CTEHOKAPAHA.

Mma chobLieHus 3a H3BECTHH YCIOXKHEHHS B PE3YyJITAT HA TEKKO KbPBEHE, KATO KOMIMIAPTMEHT CUHAPOM H
6b6peyHa HeoCTaTLYHOCT B PE3YNTAT Ha Xunonepgyads, Uau HedponaTus, CBbp3aHa C
aHTHKOAryJIaHTH, OPH H3nonisaHe Ha pubapokcaban. [1o Tasu npuynHa BEpOATHOCTTA OT KbpBEHE TpAOBa
1a ce UMa MpeJBUA ApH NPeUeHKATa HA ChCTOAHUETO HAa BCEKH NMaLlMEHT, KOHTO € MOAJIONEH Ha
AHTUKOArynaHTHO JIEUEHHE.

[leaMaTpuuHa Monynauus
Jevenue na BTE u npogpuraxmuxa na peyuousu na BTE

OueHkara Ha 6e30MacHOCTTa MPU ASLA U FOHOLH € Da3WpaHa HA AAHHUTE OTHOCHO De30MmacHocTTa OT JBe
OTKPHTH aKTHBHO KOHTpONUpaHy npoyusauus ¢aza Il u eano - ¢asa Il npn neavarpayHH NauMeHTH OT
paxAaaHeTo A0 Bb3pacT noA 18 roauHn. OTKPUTHATA, CBLP3aHH ¢ 0€30MacHOCTTa, B MOBEYETO CAyUaH ca
nogo0HH MexXy pMBapokcabaH ¥ KOMIapaTopa [MpH pasIUYHUTE NEJUATPUYHK Bb3PAcTOBH rpynu. O0LLo
npodrIbT Ha Oe3onacHOCT NpH 412-Te Aeua U IOHOLLH, JeKYBaHH C puBapokcabaH, € noo0eH Ha TO3H,
HabJitonaBaH NMpH Bb3pacTHATA NONyJauys U CbBMECTHM NIPH Bb3pacTOBHTE NOArPYINH, BhIIPEK
OLICHKATA € OrpaHKHyeHa OT Mankus Opoil NaLMeHTH.

[Tpu neaMaTpUUHKHTE NALKUEHTH, riaBobonue (MHOrO YecTH, 16,7%), nopuilieHa TeMnep
yectH, 11,7%), enucTakcuc (MHOro uecTy, 11,2%), noBpbllaHe (MHOTIO YECTH, ]0,7%),
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(vectH, 1,5%), nosuiaBaHe Ha 6unupyOuHa (decty, 1,5%) 1 nOBUILIEH KOHIOTHPaH OKWIIHPYOHH (HeuecTH,
0,7%) ca choblllaBaHK NO-YECTO B CpABHEHHKE ¢ Bh3pacTHUTE. ChbBMECTHMA C Bh3pacTHaTa MOy nauus
MeHoparus € Habmoaasasa npH 6,6% (4ecT) OT IOHOLUUTE OT KCHCKH M0J1 Clie] MCHapXe.
TpomboLiuTONEHAATA, KAKTO € HabN0AaBaHO 10 BPpEME Ha MOCTMAPKETHHIOBUSA OIMT IIPH Bb3pacTHATA
nonynauus, € yecrta (4,6%) npy neaHaTpUYHHTE KIXMHHYHH NPOYUBaHHA. HEXENaHUTE IEKAPCTBEHH
peaKL M NPH NeJHATPHYHUTE [TALUEHTH Ca IPEAUMHO JIEKH [0 YMEPEHH N0 TEXKECT.

CrobliaBaHe HA MOJO3MPAHU HEXEJITAHH PEaKIHK

ChobiiapaHeTo Ha NMOAO3HMPaHH HEXKENaHH PeakLMu ciiell paspeluapane 3a ynorpeba Ha nexapcrseHus
NPOAYKT € BaxkHO. ToBa NO3BONABA Aa NPOABLKH HAOMOAEHHETO HA CLOTHOLLIEHHETO NON33/PHCK 34
NeKapCTBeHHs NpoaykT. OT MEAULIMHCKKTE CIIELHAIMCTH C€ H3UCKBA Aa ChoOLaBaT BCAKa MOAO3NpaHa
HexelaHa peaklus Ype3 HaUMOHAJIHA CHCTEMA 32 ChoO1aBate KbM M3MbIHHTEIHATA ATEHIUS 110
nexapcrsara, ya. ,,Jlamau ['pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebcalit: www.bda.bg.

4.9 Ilpeaosunpane

[Tpn 8b3pacTHH, HMa CHOOLLICHHS 32 pedAKy ciy4ay Ha npeaosupane Ao 1 960 mg. B cnyuyait Ha
NpeAo3upaHe, nauueHTshT Tpadea aa 6bae HabMIaBaH BHHMATEIHO 33 YCIOXKHEHHS, CBbP3aHH C
KbpBEHE, HJIH APYFH HEXEMaHHu peakuuy (BXx. Touka ,[loBeaenue npu kbpeeHe™). iMa orpaHHuyeHH
HAJTMYHH JaHHy npd Aeua. [lopagu orpaHuuyenara abcopbuua ce ouaxsa epexT Ha HacHiuaHe Oe3
JOITbJIHUTENIHO NTOBHILIABAHE HA CPeHATA [JIa3MEHA CKCHO3MLIKA TPH CynpaTepaneBTHYHH A03H
puBapokcaban ot 50 mg niy nNo-BUCOKH NPHU BHIPACTHH, 0Daue NUNCBAT JaHHH NPH CYNpaTepaneBTHYHH
J034 NpPH AeLa.

ChbluecTByBa crnieliudpHueH aHTaroHKCT (aHaekcaHeT anda) 3a obpbiuaHe Ha papMakoIMHAMHUHHA eQEKT
Ha puBapokcabaH NpH Bb3PaCTHHU, HO HE € YCTAHOBEHO NPH AeLa (BXK. KpaTkaTa XapakTepHCTHKA Ha
NpOAYKTA, ChabPKALL aHACKCAHET anda).

B ciyyau Ha npeao3upaHe Ha pupapokcabaH MOXe a ce UMa NpeaABU U3NON3BaHETO HA AKTUBEH BLIVIEH
3a HaMmassBaHe Ha abcopOuuaTa.

[ToBeACHHE NpHU KbpPBEHE

AKO NpH nalMeHT Ha JIeUeHHE ¢ puBapokcadaH ce pa3Bue CBbP3aHO C KbPBEHE YCI0KHCHUE, C/IEABALIMAT
npuem Ha puBapokcabaH Tpsa6Ba 1a ce OTIOKHU HIIK JIEUCHUETO TpAOBA A4 C€ NPEKpaTH, aKo €
Heobxoaumo. PuBapokcaban UMa NOMYKUBOT OT OKOJ0 5 10 13 yaca npH Bb3pacTHH. HonyKUBOTHT NpH
Aeua, H3UKCIEH ¢ H3NOM3BaHe Ha nonyjalHoHHU dapMakokuHeTHYHY (DK) noaxoau 3a Moaenvpase, €
rno-Kparbk (BxkK. Touka 5.2). [lopeaennero tpabea Aa € HHAUBUAYATH3IUPAHO B 3ABUCHMOCT OT TEXKECTTA H
NOKaNN3alMATa Ha KPbBON3NKUBA. MOXe Aa ce H3Mmon3sa NOAXOAALIO0 CHMATOMATHYHO IEYEHHUE, KaTo
Hanp. MeXaHWuHA KOMNPECHA (Hanp. MpH TEXbK ENUCTAKCHC), XKPYPruuHa X€MOoCTa3a ¢ NpouenypH 3a
yCTaHOBABAHE Ha KOHTPON Haj KLPBEHETO, 3aMECTBAHE Ha 0DeMa U MEPKH 33 NOJIbPHAHE Ha
XeMOANHAMHUKATa, peMBaHe HA KPLBHYU MPOAYKTH (EpUMTPOLIMTEH KOHLEHTPAT HJIH MPACHO 3aMpa3eHa
fnnaiMa B 3aBUCHMOCT OT aCOLIMHpAHATa AHEMHS UK KOaryJ/Jonarus) uiu TpoMOoLuTH.

AKO KhpBEHETO He MOXE 1a ObJie OBMAAKHO C FOPEOCOYCHUTE MEPKH, TPAOBA 1a ce 0OCHAM ITPHIAraHETo
MAW HA cnenuduyYHO HeYTPATU3KHPaLIO CPEACTBO 3a MHXHMOWTOpP Ha daxTop Xa (aHAeKcaHeT anga), KOeTo
aHTaroHu3upa ¢papMaxoauHaMuyHus edekT Ha puBapokcadaH, HIH Ha CneuUPUUHO IPOKOAryIaHTHO
CPEACTBO, KaTO KOHIEHTpaT Ha npoTpoMOuHOBHA koMILiexe (KIITK), akrusupan KOHLECHTpAT Ha
nporpombuHoBra koMiieke (AKITTK) unu pexomObunanred daxrop Vlla (r-FVIla). Kem MomenTa obaue
KAHHUYHHAT OMHUT OT NPUNIAraHETO HA Te3H JIEKapCTBEHH NPOAYKTH NPH Bb3PACTHH U ACLa, Noayyasauly
puBapokcabaH, € MHOTO orpanunueH. [Ipenopbkara ce OCHOBABA H HA OFPAHHYEHH HEKJIMHUYHK NaHHH.

THTPHpPA B 3aBUCMMOCT OT HaMa/IABAHETO HA KbPBEHETO. B 3aBUCHMOCT OT BE3MOXKHOW}
cJly4ad Ha MacMBHO KbpBeHe, TpsAOBa Ja ce OOMHCIM KOHCYATALMS CHC CNELHATUCT AfORE
HapyLlueHus (Bx. Tovka 3.1). =
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He ce ouakBa npoTamMuH cyagar 4 BATaMUH K 1a NOBNMABAT aHTHKOAryJ/JJaHTHATA aKTHBHOCT Ha
puBapokcabaH. OnNUTHT ¢ TPaHEKCaMOBA KHCENIMHA € OTPaHHyEH U JHIICBA TAKbB ¢ AMHHOKANpOHOBA
KMCEJIMHA U alIPOTHHHH NPH Bb3PACTHH, Nojly4yaBaiu pusapokcadban. HaMa onut ot ynorpebara Ha Te3H
CpPEeNCTBA NpH Jelta, nonyyasaiuy pusapokcaban. Hama HHTO Hay4HH A0KA3aTENCTRA 3a O/1arOnNpUATHO
MOBJIUSBAHE, HUTO OMMT OT M3MOJ3BAHETO HAa CHCTEMHHUSA XEMOCTATHK AC3MOIMPECHH MIPH NALMEHTH,
nojy4asauy pusapokcabaH. [Topaau Bucokara CTENneH Ha CBLP3BAHE C MIAIMEHHTE NPOTEUHH HE CE
ouyakBa puBapokcabaH aa Moxe fa ObAe OTACICH UPE3 AHANTH3a.

5. ®APMAKOJIOTMYHH CBOUCTBA
5.1 @apmMakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTUTpoMOO3HM cpeAcTBa, AMPEKTHH HHXUOUTOPH HA dakTop Xa, ATC
kon: BO1IAFOI

MexaHu3bM Ha JeNCTBHE

PuBapokcabaH e BUCOKOCE/IEKTHBEH AUPEKTEH HHXHOHUTOP Ha dakTop Xa ¢ nepopanHa OMOHATHYHOCT.
HMHxubupaHeTo Ha (akTop Xa NpeKbCBa BbTPEiIHUS U BHHLICH ITBT Ha KOAryJaluMOHHATA KacKazxa, KOeTo
HHXuOKpa xakTo fopmupanero Ha TpoMOUH, Taka 4 0bpasyBaneTo Ha TpoMOH. PuBapokcaban He
uHxubKpa TpoM6una (akTuBupaH ¢akrop II) v He ca Habnoaasany ePekTH BLPXY TPOMOOLIMTHTE.

bapmakoaHHAMUYHK edexTu

[Ipn xopa e HabnORaBaHO 3aBUCHMO OT f03aTa HHXUOUpaHe Ha dakTop Xa. [IpoTpomMOHHOBOTO BpeMe
(Prothrombin time, PT) ce noBn1sBa 10303aBUCUMO OT pUBApOKCadaH B TACHA BPL3Ka C LJIA3MEHHTE
koHLeHTpalun (r=0,98), ako 3a Tecta ce u3noasea Heomnactun. Jpyru peareHTH Ouxa Jaau Apyru
pesyarard. OrunTtaHeTo Ha PT TpaGsa na crasa B cexynau, noHexe INR e kanubpupato v BannaupaHo 3a
KYMApHHOBH NMPOAYKTH 4 HE MOXe Jla CE punara 3a APYrd aHTUKOAryJlaHTH.

[Mpu nauvenTH, nony4asaud pueapokcabaH 3a neuenue Ha JIBT u BE # npodunaktHka Ha peuHanBH,
nepceHTunute 5/95 3a PT (Heonnactun) 24 vaca cnes npuema Ha Tabnerkara (T.€. KbM MOMEHTA Ha
MakcumaneH edekT) 3a 15 mg puBapokcabaH ABa NbTH JHEBHO ca B rpaHuuMTe OT 17 no 32 cekyHay, a 3a
20 mg puBapokcabaH BeaHBXK AHEBHO OT 15 10 30 cekyHau. [1o speMe Ha Ha-HHUCKATa KOHLUEHTPALUA
(8-16 yaca cinen nprueMa Ha Tabrerkara) nepceHTUNMTE 5/95 3a 15 mg aBa MbTH AHEBHO Ca B rPAHULIHTE
ot 14 no 24 cexyHau, a 3a 20 mg seaHbx aHeBHO (18-30 yaca caen npyeMa Ha Tabnetkara) ot 13 no

20 CeKyHIH.

[TpH NaLHEHTHTE C HEKIIANHO NPEACHPAHO MBXICHE, NOIy4aBally puBapokcadbal 3a npopHiaKkTHKa Ha
HHCYNT W cHcTeMHa embonus, nepcedtundre 5/95 3a PT (Heonnactun) 1-4 yaca cinen npyemMa Ha
tabaeTkara (T.€. KbM MOMEHTZ HA MAKCHMAJIEH €)EKT) NPHU NALUEHTHTE, IEKyBaKHH ¢ 20 mg eAWH NbT
IHEeBHO, Bapupar oT 14 10 40 ceKyHau W NpH NALKEHTH C yMeEpeHa cTeneH Ha OnbpeuHo yBpexaane,
nekyBaHH ¢ 15 mg eauH mbT AHEBHO, 0T 10 no 50 cekynan. [lo Bpeme Ha Hali-HHCKaTa KOHLIEHTPALIUA
(16-36 yaca cien npueMa Ha TabneTkara) nepceHTUNUTE 5/95 NpH NauKEHTHTE, NeKyBaHu ¢ 20 mg eauH
0BT AHEBHO, €4 B rpaHuLuTe OT 12 10 26 cexyHaH, a Npy NaUMEeHTHTE ¢ yMEpeHa cTened Ha 0b0pedHo
yBpexcAaHe, JeKyBaku ¢ 15 mg eauH bt AHEBHO, OT 12 Ko 26 ceKyHau.

B knnHHKO-(papMaKoIOrH4HO NIPOYUYBaHe HA OOpaTUMUTE MPOMEHH BbB (PapMaKOAHHAMHKATA Ha
puBapokcabaH npH 34paBd Bb3pacTHH A00poBOLK (n=22), € OLleHsABaH ePEKTHT HA EAMHHYHU AO03H

(50 1U/kg) Ha ABa pa3iMyHM THUMA KOHLEeHTpaT Ha npoTpoMOuHoBHA kommiaekc (KITTK), 3-dakropen
KOHUEHTpaT Ha nporpoMOuHOBUA kommiekc (axropu 11, [X # X) n 4-dakropeH KOHLIEHTPAT Ha

KOMIIJIEKC € MOHMXKHA CPeRHUTE CTOHHOCTH Ka NpoTpoMOMHOBOTO BpeMe Ha Heormnacr
npubnusuTenHo 1,0 cexynaa B paMkuTe Ha 30 MMHYTH, B CPaBHCHHE C MOHHKABAHE O
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3,5 cexynau Habn0AaBaHo ¢ 4-haKTOpHUS KOHLEHTPAT Ha IPOTPOMOKWHOBHS KOMIJIEKC. 34 CpaBHEHHE, 3-
(PaKTOPHHUAT KOHLIEHTPAT Ha MPOTPOMOHHOBHS KOMIJIEKC € MMAJT NTO-TO/IAM U 10-6bp3 00111 eexT BbpXY
ofpaTuMuTe NPOMEHH B EHJOTEHHOTO 00pa3yBane Ha TPOMOUH OT 4-(hakKTOPHHA KOHLIEHTPAT Ha
NpOTPOMOHHOBHR KOMIUIEKC (BX. TO4Ka 4.9).

AKTHBHpaHOTO napuHaiHo TpombonnactiHoBo BpeMe (aPTT) n HepTest ¢bimo ca yabmkeHu B
3aBHCUMOCT OT J03aTa, HO H3MO0J3BaHETO UM 32 OLIEHKA Ha (papMakoIHHaMUyYHUS ¢(PeKT Ha puBapokcabaH
He ce npenopbysa. HaMa HeoOxogumocT OT HabmoaeHHe Ha KOaryJIJAUHOHHTE NapaMeTpH MO0 BPEME Ha
NeYeHHETO ¢ puBapokcabaH B KIIMHMYHATA APAKTHKA. BbIpekH TOBa, ako € KIWHHYHO NOKa3aHo, HHBaTa
Ha puBapokcabaH morat Ja ObAaT H3IMEPBaHH ¢ KanHOpUpaHH KOJHYECTBEHH TECTOBE 34 aHTH(akTop Xa
(BK. TOUKA 3.2).

[leavaTpyyHa nomyJialus

AHanu3wt Ha PT (pearenT - HeonnacTuH), aPTT u anTH-Xa (¢ kantubpHupaH KONHUYECTBEH TECT) MOKA3BA
TACHA BPB3Ka C IJIa3MEHUTE KOHUEHTPALMY NPH Aeua. Bpbikata Mexay aHTH-Xa M [1JIa3MEHHTE
KOHLIEHTPAIHH € TWHEeHHA ¢ HaKjIoH Onu30 ao 1. Morat Aa Bh3HHKHAT HHAMBHAYATHH HECHOTBETCTBHS C
NO-BUCOKH HJIHU NO-HUCKH AaHTH-Xa CTONHOCTH, B CPaBHEHHE ChC CHOTBETHHTE NJIA3MEHHA KOHUEHTpalUA,
Hsima HeobxogumocT ot HabmoaeHue Ha KoarylauMOHHUMTE napaMeTpy HO BpeMe Ha KITHHHUYHO JIEHEHHUE C
pupapokcabaHn. Bce nak, ako € KIHHUYHO NOKAa3aHO, KOHLIEHTPAUMUTE HAa pHBapokcadaH Morar Ja ObaaT
W3IMEPBaHHU C KATHOPHPaHU KONHYECTBEHH TecToBe 3a aHTH-pakTop Xa B mcg/l (sx. Tabnuna 13 B Touka
5.2 3a qMAana3oHUTE Ha HAONKAABAHUTE MJJA3MEHH KOHUEHTpalu Ha puBapokcabaH npn neua). JJonHara
rpaHuiia Ha KOJHYECTBCHHTE ONpeacsHMA TpAabBa Aa Ce MMa NpeaBujl, KOraTo ce H3no/3pa aHTH-Xa
TECTHT 34 KOJMUECTBEHO OMpEe/IAHE HA MIa3MEHUTE KOHLIEHTpALMK Ha puBapokcabdan npu aeua. He e
YCTAHOBEH Npar 3a epUKacHOCT WK chOUTHA, CBbP3aHH C DE30MacHOCTTA.

KnuHuuHa epUKacHOCT M H€30nacHOCT

lIpodwraxmuxa na uncyam u cucmemna eMO0AUR NPU NQYUEHMU C HEKAANHO RPEOCHPORO MBICOEHE
KnuHuudaTa nporpamMa 3a puBapokcabaH € ch3gazieHa ¢ Len Ja MoKake epUKacHOCTTa Ha puBapokcaban
3a NPo¢hHIAKTHKA HA HHCYJIT U CHCTEMHA eMOOIMA NpH NAUMEHTH € HEKNIanHO NPeAChPAHO MbXACHE.
[1pu ocuoBHoTO ABOHHO-casno mpoyuBaHe ROCKET AF 14 264 naunenTH ca pasnpesesieHy 1a
nony4yasar unu puBapokcaban 20 mg BeaHbxk AHEBHO (15 mg BEAHBX AHEBHO MPH MALHEHTH C
KpeaTuHuHOB KIHpBHC 30-49 ml/min) unu Bapdapux ¢ TutpupaHe Ha jo3ata Jo INR 2,5 (TepaneBTHYHH
rpauuny 2,0 o 3,0). MeauanHaTa npoAb/IXKUTETHOCT Ha TPOBEACHOTO neyeHHe e 19 Meceua, a obuiara
NMPOABJBKETENHOCT € 40 41 Meceua.

34,9% oT nauneHTHTE ca JIEKYBAHH C alleTHICANUUUI0BA KHCearHa U 11,4% ca nekyBany ¢ wiac 11
aHTHADHTMHYHO CPEACTBO, BKJIIOUHTENHO aMHOJAPOH.

PusapokcabaH e ¢ He mo-Manka edpexTHBHOCT OT BapgapHH 3a NbpPBHYHATA ChCTaBHA KpaliHa TOUKa 3a
HHCYNT U cUcTeMeH eMOon13bM KH3BbH LIHC. B nonynanusaTa no npoToKoj Ha NevYeHHe HHCYIT WK
cucTemHa embonus ce Habmopasart npu 188 naunenTy Ha puBapokcabad (1,71% Ha rogvHa) v npu 241
Ha sapdapuH (2,16% Ha roauna) (HR 0,79; 95% JAH, 0,66-0,96; P<0,001 3a He no-manka eheKTHBHOCT).
OT BCHYKH paHIOMHU3HPAHH NALIMEHTH, KOUTO ca aHanu3dpanu no [TT, nppBUYHH CHOUTHS Ce pa3BuBaT
npu 269 na puBapokcaban (2,12% nHa roguna) u 306 na BappapuH (2,42% Ha roguna) (HR 0,88;

95% I, 0,74-1,03; P<0,001 3a He no-manka epextuBHoCcT; P=0,117 3a npeBn3xoAcTBO). Pesynrature 3a
RTOPHUYHHTE KpafiHi TOUKH, KaKTO Ca U3C/NCABaHH B fiepapxuucH nopaabk B ITT ananusa, ca nokazanu
Tabnuua 4.

Cpen nauueHTute B rpynara Ha Bapgapud INR cToHHOCTHTE Ca B rpaHHIIATE HA TEPANEBTUHHUS
nuanasos (2,0 a0 3,0) cpenno 55% ot BpemeTo (MeaHaHa, 58%; UHTEpKBapTHUIICH AuanasoH 43 no 71).
EdexktsT Ha puBapokcabaH He ce pa3nyuasa Ha HUBO LeHTpanHo TTR (Bpeme B TaprereH
MpH KBAPTH/IUTE C eaHakbs pasmep (P=0,74 3a s3aumoaeicTaue). B Hail-ropHKs kpa
Ha ueHTbhpa Koepuuuent Ha Puck (HR) 3a pupapokcabau cnipsmo BapgapuH e 0,74
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YecToraTta Ha OCHOBHUTE pe3yiTaTy 3a 6€30nacHocT (roeMy ¥ HeroJieMH KITHHHYHO 3HAYHMH
KPbBOHIIHBH) ¢a NoACOHH 32 ABETE TepaneBTHYHH rpynd (8x. Tadnuua J).

TaGanua 4: Pesynratu 3a epukacunoct oT ¢a3a Il ROCKET AF

[IpoyusaHa ITT anaau3 Ha ¢PHKACHOCTTA NPH NMANHEHTH ¢ HEKJIAMHO NPeAChPIHO
NonyJaauus MbKJAEHe
TepanesTuuna no3a | PuBapoxcaban 20 mg | Bapdapun tutpupan | HR (95% J{H) p-
eAHMH MLT AHEBHO 10 INR 2,5 CTOHHOCT, TeCT 3a
(15 mg BeAHDBXK AHEBHO | (TepaneBTHYHH NpeBb3X0ACTBO
NpU NALKEHTH ¢ rpauunuu 2,0 o 3,0)
yMepeHa CTeneH HA HecToTa HA
O61L0peuHo yppexxaane) | ChOHTHETO
YecroTa Ha chOuTHeTO | (100 manuenTO-
(100 nanuenToO- roaHHK)
rOAHHH)
HUHcynT v cuctemHa | 269 306 0,88
emBonusa u3esH LIHC | (2,12) (2,42) (0,74-1,03)
0,117
HHucynr, cucTemHa 572 609 0,94
embonus u3sbH LIHC | (4,51) (4,81) (0,84-1,05)
H CbA0BA CMBPT 0,265
Hucynar, cucTeMHa 659 709 0,93
eMb0/INA H3BDLH (5,24) (5,65) (0,83-1,03)
LIHC, ¢baoBa cMBPT 0,158
1 HHdAPKT Ha
MUOKapaa
Hucynt 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CHcreMHa 20 27 0,74
embonus (0,16) (0,21) (0,42-1,32)
n3ebH [{THC 0,308
HUudapkr Ha 130 142 0,91
MHOKapaa (1,02) (1,11) (0,72-1,16)
0,464
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Tabauua 5;: PesyaraTn 3a GesonacHoct ot ¢aza IIl ROCKET AF

IIpoyunasa [MauueHTH ¢ HEKJIANMHO APEACHPAHO MbaKAeHe"
nonyJianus
TepanesTHYHA 1034 PuBapokcaban 20 mg | Bapjpapnu TuTpupar | HR (95% JH) p-
€IHH ITBLT JJHEBHO ao INR 2.5 CTOKHOCT
(15 mg BeaHnLXK (TepaneBTHYHMH
JAHEBHO NPH rpaunus 2,0 a0 3,0)
NAIHEHTH ¢ YMEepeHa
crenen Ha ObOpeuno | HYecrora Ha
YBpexaaHe) ¢LOHTHETO
YecToTa HA (100 naunenTo-
chONTHETO rOAHHH)
(100 nanuenTo-
rOAHHH)
["'oneMu U HErOJIEeMH 1475 1 449 1,03 (0,96-1,11)
KAHHHYHO 3HAYUMH (14,91) (14,52) 0,442
KPBBOU3/JIHBH
["'onemu 395 386 1,04 (0,90-1,20)
KPbBOHUIHBH (3,60) (3,45) 0,576
CMBpT B 27 55 0,50 (0,31-0,79)
pe3yJTaT Ha (0,24) (0,48) 0,003
KbpBeHe*
KbpBeHe OoT 01 133 0,69 (0,53-0,91)
KpUTHuEH (0,82) (1,18) 0,007
oprau™®
HuTtpakpannanet | 535 84 0,67 (0,47-0,93)
KpbBOH3/IHB* (0,49) (0,74) 0,019
Cnag Ha 305 254 1,22 (1,03-1,44)
xemoraobuHa* (2,77) (2,26) 0,019
KpbBonpenusane | 183 149 1,25 (1,01-1,55)
Ha 2 uam noseue | (1,65) (1,32) 0,044
eAHHHULIHN
EPUTPOLMTH UITH
usia Kkpbe*
Heronemn 1 185 1 151 1,04 (0,96-1,13)
KIMHUYHO 3HauuMHu | (11,80) (11,37) 0,345
KPbBOMW3/IMBH
CMBpPTHOCT 11O 208 250 0,85 (0,70-1,02)
BCAKAKBH [TPHYHHH (1,87) (2,21) 0,073

a) [Momynauys U3NUTBaHA NO OTHOWEHWE HA §E30HACHOCT, HA JIEUEHHE

* HoMMHAJIHO 3HAYUUMH

B nonbiaHenue kbM npoyusadeTo (aza [l ROCKET AF, e npoBeaeHO NpOCMEKTHBHO,
NOCTMapKeTHHIrOBO, HEHHTEPBEHLIMOHAJIHO, OTBOPEHO KOXOPTHO NpoyuBaHe ¢ eaHo pamo (XANTUS) ¢
OCHOBEH M3X0[, BKIouBall TpoMOoeMOOIHYHH CHOUTHA U FOAAMO KbpBeHE. 6 704 nauHEeHTH C HEKAANHO
NPEACHPAHO MBbXAEHE ca OUIM BKIIOYEHH 38 NPOodUNAKTHKA HA HHCYJIT U eMOOJIMS H38LH LIEHTpa/IHaTa
HepBHa cuctema (LIHC) npu peanun ycnosus. Cpeannte pesyaratu Ha CHADS?2 ca 6uin 1,9 v na HAS-
BLED ca 6uau 2,0 npr XANTUS, B cpaBHeHHe che cpeaHUTE pesyntaty Ha CHADS2 u HAS-BLED ot
3,5 n 2,8 ceorBeTHO npa ROCKET AF. I'onaMo kbpBeHe € HabnoaasaHo rpy 2,1 ciyd
100 naunenTo-roauHu. Croblilasa ce 3a neraieH kpbBoudnus npu 0,2 cayyas 3a 100
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BbTpeueperncH KpbBou3nue npH 0,4 cnyyas 3a 100 nauuento-roanHn. Mucynt win embonus nased LHHC
ca peructpupanu npu 0,8 cnyuyas 3a 100 nayueHTO-rOAMHH.

Te3u nabnoneHUs B pealH{ YCJIOBHS Ca B CbOTBETCTBHE C YCTAHOBEHHUS MPOduN HA Oe30macHOCT MpH
TOBA ITOKA3aHUE.

B nocTMapKeTHHIOBO HEMHTEPBEHLMOHAIHO IpoyUBane npy noseue ot 162 000 naudeHTH OT YETHPH
IbpKaBH puBapokcabaH € NpeAnKcaH 3a NpoQUIaKTHKA HA HHCYJIT U CUCTEMHA €MOOJIHSA NPH NALHEHTH C
HEKJIAMHO NpeAChpAHO MBXAeHe, YecToTara Ha chOuTHATA 33 HexemudeH RHCYAT € 0,70 (95% CI

0,44 - 1,13) 3al 00 nauueHToroauuy. KopseHe, KOETO BOAH A0 XOCNHTAIM3aLMA, HACTBIIBA C YECTOTa HA
cubutuaTa na 100 nauueHToroaunu 0,43 (95% CI 0,31 - 0,59) 3a sbTpevepencH KpbBoU3aus, 1,04 (95%
C1 0,65 - 1,66) 3a cTromaliHo-4peBHO KbpaeHe, 0,41 (93% C1 0,31 - 0,53) 3a yporeHUTaJlHO KbPBEHE H
0,40 (95% CI 0,25 - 0,65) 3a apyro KbpBEHE.

Hayuenmu, nodroxcenu na xapouosep3uc

[IpocnekTHBHO, PaHAOMH3HPAHO, OTBOPEHO, MHOTOLIEHTPOBO, EKCILTIOPATOPHO NMPOYYBAHE ChC 3aCNENEHa
olieHKa Ha KkpaiiHaTta Touka (X-VERT) e nposeaeno npu 1 504 naunenTu (HeneKyBaHm jtocera c
nepopajHy aHTHKOATyJaHTH W IEKyBaHHU NPEABAPHTENHO) C HEKTAMHO NPEACHPAHO MBXKICHE MIAHHPAHO
3a KapJIMOBEP3HO, 3a J1a CE HANpaBH CpaBHEHUE MEXY pHBapokcabaH u anantupasa no3a ABK
(panaoMM3HpaHo 2:1), 32 fipeBeHLMA HA CLPACHHO-CbIAOBH ChOMTHS. M3non3BaHH ca cTpaTeruy ¢
MOMOLLTA Ha HacouBaHe upe3 TEE (1-5 AHM npeaABapUTENHO NEUEHHE) HAK KOHBEHILHOHATHO
KapAHOBEP3HO (HAH-MANKO TPU CeAMU UM NpeIBapATENHO ieueHHe). [TbpBHUYHHTE pe3y/ITaTH 3a
eduKacHOCT (BCUYKHM MHCYJTH, MPexXojHa HCXeMHYHa aTaka, cucTemMHa embonus, Hecsbpsana ¢ LIHC,
uugapkt Ha Mmuokapaa (MH) u cepaeuyHo-cbA0Ba CMBPT) ca ce oAU npH S (0,5%) nauHeHTH B
rpynara Ha puBapokcabad (n=978) u 5 (1,0%) nauuenTH B rpynara Ha ABK (n=492; RR 0,50; 95%
CI10,15 - 1,73; moaudnuunpana ITT-nonynauus). OCHOBHHAT pe3ynTtar 3a He3onacHOCT (MaCHBHO
KbpBeHe) ce e 1noasun npu 6 (0,6%) u 4 (0,8%) nauneHTH B rpynute Ha puBapokcaban (n=988) u ABK
(n=499) chotBeTHO, (RR 0,76; 95% CI 0,21 - 2,67; 6e30nacua nonynaums). Tosa ekcrnnopaTopHo
IpOy4YBaHE € MOKA3allo CPpaBHUMa €PUKACHOCT U O€30MacCHOCT MEXAY FPYNHTE HA NIEUEHHE C
puBapokcaban U ABK B ycnoBuaTa Ha KapauOBEp3IHO.

Hayuenmu ¢ nexaanko npedcvpono mbicoexe, koumo nooredxcam na [HKH ¢ nocmaesne na cmeunm
H3BbplLEHO € paHAOMHU3UPAHO, OTKPHTO, MHOroueHTpoBo npoyusade (PIONEER AF-PCI) c

2 124 nauWeHTH C HEKJAMHO NpeAChPAHO MBXKIEHE, KOUTO ca 6unu moanoxenu Ha I1KH, ¢ nocrassaHe Ha
CTEHT 32 MbPBHYHO aTEPOCKAEPOTHUHO 3a00NsBaHe, 32 CpaBHABaHe Ha He30NacHOCTTa Ha JIBE CXEMHU Ha
puBapoxcabaHn u eqHa ABK-cxema. MauueHtrte ca Ouim pasnpeleneHy Ha ciayyaeHr npuHuudn 1:1:1 3a
obwa 12-meceuHa tepanus, [lalneHTn ¢ aHamHe3a 3a HHCYAT UM [THI] ca u3knoueHH.

I'pyna | nonyuaBa puBapokcaban Beansxk AHeBHO 15 mg (10 mg BeAHBX AHEBHO NPH NAKUEHTH C
KpeaTHHUHOB KIUpbHC 30-49 ml/min) nmoc P2Y 12 uuxuburop. I'pyna 2 noayyasa 2,5 mg pusapokcadas
JBa mbTH JHeBHO 3aeaHO ¢ JITAC (aBoiHa Tepanus ¢ aHTUArperaHTHH CpeACTBa, HaMp. KIONMHAorpen

75 mg [unnu 3aMectBawus P2Y 12 nuxubuTOop] miatoc HUCKa ao03a aueTuicandunnosa kucenrwHa [ACK]) 3a
1, 6 unu 12 meceua, nocaeasaHa ot puBapokcadan 15 mg (unu 10 mg 3a mauMeHT! ¢ KPEaTHHUHOB
knupbHC 30-49 ml/min) Beannx qHEBHO, nutoc HYcka go3a ACK. I'pyna 3 nonyyasa kopuriupana a03a
VKA mmoc ITAC 3a 1, 6 uau 12 Mecela, nociaeasada ot kopurupasa ao3a VKA natoc sucka go3a ACK.
[TbpBHUHATA KpaiiHa To4Ka 32 6e30MaCHOCT, KIHHWYHO 3HAUUMHUTE ClIy4Yan Ha KbpBeHE, ce NOoABABAT Npu
109 (15,7%), 117 (16,6%) n 167 (24,0%) yyacreuuu B rpyna 1, rpyna 2 u rpyna 3, ceoteeTHo (HR 0,59;
95% OH 0,47 - 0,76; p<0,001 u HR 0,63; 95% JIH 0,50 - 0,80; p<0,001, cvorBeTHO). BTOpHYHaTa KpaiiHa
TO4YKA (CbCTABEHA OT ChPACUHO-ChA0BU ChOUTUE CC cMbpT, MM unu nucynT), e HabnogaBaHa npy

41 (5,9%), 36 (5,1%) u 36 (5,2%) yuyactTHuuu B rpyna |, rpyna 2 v rpyna 3, ceoTBeTHO. Besika
CXEMHTE Ha puBapokcabaH NMoka3ea 3HaYUTENHO HaAMaIABAaHE HA KJIHHHYHO 3HAYHMHTE
KbpBEHE, B cpaBHeHHe ¢ VKA-cxemaTa npH NauueHTH ¢ HEKJIAMHO NPeAChbPAHHO Mb
ounu noanoxeHu Ha [IKH ¢ mocrassine Ha CTEHT.
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OcuosHata uen Ha PIONEER AF-PCI e ouenka Ha 6ezonacHocTTa. JJaHHHTE OTHOCHO €DMKACHOCTTA
(BKJIHOYHTEJHO TPOMOOEMOONMUHH ABNEHASA) NPH Ta3d MOMYJIALMA Ca OrpasHH4YeHH.

Heuenue na BT, BE u npoduraxmuxa na peyudugupawu JIBT u bE

KiuHuunaTa nporpama ¢ puBapokcabaH e niaHupaHa ¢ 1el Aa AeMOHCTpHpa ePHKAaCHOCTTA HA
pHBapokcabaH NMpH HAYATHOTO M NPOABIKUTENHOTO edeHHe Ha ocTpH JIBT v BE v npodunakTukara Ha
pPELIAIUBH.

Han 12 800 nauueHTH ca NpOy4YeHH B YETHPH PAHAOMUIUPAHH, KOHTPOJIUPAHH KIMHHUYHHU NTPOYYBAHHUS
¢aza Il (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) ¥ A0MbJIHHTENHO € NPOBEAEH
npeaBapuTenHo aehuHupas cOopeH aHanu3 Ha npoyusaHusaTa Einstein DVT u Einstein PE. O6wara
KOMOHHHPaHA NMPOJb/KHTENHOCT HA IEHEHUETO 34 BCHUKH MPOYy4BaHHA € Ao 2] Mecela.

B npoyusaneto Einstein DVT 3 449 nauuenTu ¢ octpa JIBT ca npoyuetu 3a nedeHuero Ha JIBT v 3a
npoduiakTuka Ha peudauBupaiid JIBT u BE (mauuenTuTe che cumnromaTHueH bE ca niakimouenu ot
ToBa npoyusane). [IpoabmKuTEIHOCTTA Ha leueHHeTOo € 3, 6 UK 12 Meceua B 3aBHCHMOCT OT KJIHHUYHATA
NpeLeHKa Ha U3CJIEA0BaTEN.

3a neyenueTo fnpes nbupeuTe 3 cenMuud Ha octpa JIBT ca npunaranu 15 mg pupapokcaban asa nbTH
nHeBHO. Cnej ToBa iedeHHETo npoabkasa ¢ 20 mg pusapokcabaH €IMH LT JHEBHO.

B npoyuBaneto Einstein PE 4 832 nauuenTu ¢ octbp PE ca npoyuenu 3a neyennero Ha bE v za
npodunaxkrika Ha peunausupaiiu JIBT u BE. ITpoasmxuTenHocTra Ha neweHuero € 3, 6 unu 12 meceua B
3aBUCMMOCT OT KJIMHHUHATA fIPeLEHKa Ha H3CNE10BaTENS.

3a neueHueTo HA ocThP BE npe3 nupBuTe 3 ceaMULM ca npunarady 15 mg puBapokcabaH ABa MbTH
nuepHo. Cnej Tosa JieyeHHeTo npoabkasa ¢ 20 mg puBapokcabad €JUH TbT AHEBHO.

H npu neete npoyusanus Einstein DVT u Einstein PE cpaBHHTEIHOTO eUCHHE BKIOYBA €HOKCAMAPHH B
NPOAb/KEHHE HA NMOHE 5 NHU B KOMOHHALMSA C aHTArOHUCT Ha BUTAMUH K 10 MOCTHIraHEe Ha CTORHOCT 3a
PT/INR B TepanesTuyHuTe rpanuuu (= 2,0). JledeHneTo npoaALINKaBa ¢ AHTArOHUCT Ha BUTAMHH K, KaTo
j03aTa My € Takasa, ye croiinocTuTe 3a PT/INR na ca B TepanesTHuHuTE rpaduuM ot 2,0 no 3,0.

B npoyusasero Einstein Extension 1 197 nauuenTtu c JIBT nnu BE ca npoyueHn 3a npogunaktika Ha
peuuausupaitd JIBT u BE. [TponbmkutenHocTTa HA IeYEeHHETO 00XBalla JONMBIHHTENHH 6 HIIH

12 Meceua NpH NauMeHTH, KOUTO Ca MPEMHUHANH KyPC Ha jeueHde oT 6 1o 12 meceua Ha BEHO3EH
TpoMO0eMOONN3IBM B 3aBUCUMOCT OT KJIMHHYHATA Npeuekka Ha uicneaosarens. CpaBHsBa ce
puBapokcabaHn 20 mg BeHBX AHEBHO ¢ nuaaucdo.

[IpoyusanuaTta Einstein DVT, PE u Extension u3no13BaT €1HH U CbLUM IPEIBAPUTEIHO ACPHHHUPAHH
NBbPBHYHH M BTOPHUHH PE3YJITATH 32 epukacHOCT. [IbpBHYHHAT pe3ynTar 32 ePHKACHOCT €
CUMNTOMATHYEH peLirAnBUpall BeHo3eH TpoMboembonusbM (BTE), JedrHupan kato chCTaBeH OT
peuuausupaiia JIBT unu neraneH unu Heneraned bE. BropuunusaT pesynrar 3a edukacHoct ce
neduHKpa Kato cbueTaHue oT peunansupawia JIBT, neneraned bE U cMBPTHOCT HE3aBHCHMO OT
MPHUYHUHATA.

B npoyusane Einstein Choice 3 396 nauueHTH ¢ norebpaeHa cumnroMatdvna JIBT u/vnn BE, kouto ca
3aBBLPIIKMAN 6 10 12-MecedHO aHTHKOAry1aHTHO IEUEHHE, Ca PoyUEHH 3a NpodHIaKTHKA Ha neTancH bE
1 HenetanHd cuMntoMatiyHy JIBT wau BE. [lauveHTUTE ¢ mOKa3zaHUe 3a MPOABLDKUTENHO
AHTHKOAryaHTHO JIeUeHHE ¢ TepaneBTHYHA J03a €a H3KIIOYEHH OT Npoy4yBaHeTo. [ Ipoab/KUTEAHOCTTA
Ha NeYeHHeTo € 10 12 Meceua B 3aBUCHMOCT OT J]aTaTa Ha HHAMBHAYATHOTO PaHIOMHUINpaHe (Mea1aHa:
351 auwn). PuBapokcaban 20 mg seaHBxk AHEBHO ¥ pHBapokcabaH 10 mg BenHbX AHEBHO Ca CPABHEHH ChC
100 mg ayeTHnCANKUKNIOBa KHCENHHA BEIHRXK AHEBHO.
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B npoyusaneto Einstein DVT (Bx. Tabiuua 6) ce noka3sa, ue¢ puapokcadbaH € ¢ He no-Majika
epexTuBHOCT OT eHokcanapuH/ABK 3a mopBuuHug pe3yartaT 3a ebpukacHocT (p < 0,0001 (TecT 3a He mo-
manka edextusrocTt); HR: 0,680 (0,443-1,042), p=0,076 (TecT 3a npesb3x0ACTBO)). I1peaBapuTeHo
nedUHUpaHa HeTHA KIIMHHYHA non3a (TEPBHYEH Pe3yaTaT 3a €(PHKAaCHOCT IIIOC KPbBOU3NHBHK) Ce
cwobmasa ¢ HR 0,67 ((95% AU: 0,47 - 0,95), HomuHanHa p-ctoiiHocT p=0,027) B non3a Ha
pusapoxcaban. INR cToifHOCTHTE ca B TepaneBTHUHHA AHANa3oH cpeaHo 60,3% oT BpeMeTo NpH CpeiHa
NPOABDKHTENHOCT Ha neveHueto ot 189 auu, u 55,4%, 60,1%, 1 62,8% oT BpemeTo Npu rpynuTe ¢
1aHUPAHO JIEYEHHE C NPOABIIKHTENHOCT CHOTBETHO 3, 6 U 12 Meceua. B rpynara Ha enokcanapud/ABK
HSMA SCHA BPb3Ka MEXY HUBOTO Ha cpeaHoTO LUeHTpatHo TTR (Bpeme B Taprered INR auanasoH
2,0-3,0) npu TepuidTe C eqHAKBB pa3Mep ¥ yectorara Ha peungusupauure BTE (P=0,932 3a
B3auMoeiicTBue). B Hali-ropHus TepTUJ NO OTHOLIEHHE Ha LeHTbpa KoepuunenTsT Ha Puck (HR) npu
puBapokcabaH cnpaMo Bappapud e 0,69 (95% AH: 0,35 - 1,35).

YecTOTHTE 3a MbPBHYHHUA pe3yaTaT 3a 0e30MacHocT (roneMy HNH KITHHHYHO 3HAYUMH HEMOJIEMH
KPbBOM3JIMBH ), KAKTO W 32 BTOPHHHHSA pe3ynTaT 3a 6e30nacHOCT (rojieMH KPhBOH3IHBH ), €A CXO/HH 32
JABETE TEPANEBTHYHH I'PYNH.

Tabanua 6: PesyaTatu 3a epukacHoct # GezonacHocT ot ¢a3sa III Einstein DVT

IIpoyuBaHa nony/ianHs 3 449 nanueHTH ChC CHMIITOMATHYHA OCTPa ALJ00OKE
BeHO3HAa TpoMbo3a
J{03a H NPOALIKHTENHOCT HA Pusapokcabaun® Enoxcanapuu/ABK®
JIe"eHHeTOo 3,6 uan 12 meceuna 3, 6 unu 12 Mecena
N=1 731 N=1 718
CumnromaTHuen peunausupail BTE* 36 51
(2,1%) (3,0%)
CumnrtomaTiyeH peunausupail bE | 20 18
(1,2%) (1,0%})
CUMIITOMaTH4YHA peuraMBHpaLLa 14 28
JIBT (0,8%) (1,6%)
CumntoMatvund bE u JIBT i 0
(0,1%)
JleraneH bE/CMBpT, Npy K0o4TO HE 4 6
MOJKE Ja ce M3KI0YMH BE (0,2%) (0,3%)
["oneMu HIN KIIMHHYHO 3HAYUMHU 139 138
HEroJIEMH KPbBOU3NHBH (8,1%) (8,1%)
["oneMu KpLBOH3NHUBH 14 20
(0,8%) (1,2%)

a) PuBapokcabaH 15 mg aBa ITbTH AHEBHO 3a 3 CEAMMLM, nocieaBaHo oT 20 mg €aHH MbT AHEBHO

6) EdokcanapuH 3a Hail-Matko 5 aHH, 3acThileH W nocneasad ot ABK

* p < 0,0001 (ne no-manxa eprkacHOCT MO oTHOoWeEHHE Ha npeasapureaHo onpeaened HR 2,0); HR:
0,680 (0,443-1,042), p=0,076 (npeBb3X0ACTBO)

B npoyusaneTo Einstein PE (Bx. Tabnuua 7) e neMoHcTpHpaHo, ye puBapokcabaH € ¢ HE no-Manka
eukacHocT oT eHokcanaput/ABK 3a mnpBuuHus pesysnrar 3a euxacHoct (p = 0,0026 (recr 3a He no-
masika eduxacHocT); HR: 1,123 (0,749 - 1,684)). IIpeapaputento aepuHHpaHaTa HETHA KIHWHUYHA 1ON3a
(MbpBHYEH pe3yaTar 3a ePUKaCHOCT MIKOC rojNeMu KpbBOHIIHBH) ce choduiasa ¢ HR

0,849 ((95% JIH: 0,633 - 1,139), Homunanua p-croriHocT p = 0,275). INR crofiHocTiTe ca B
TepaneBTHYHHA JUANAa30H CpeaHo 63% OT BpEMETO NMpPH CpelHa POABKUTENHOCT Ha J1eY
215 nuu u 57%, 62% u 65% OT BpeMeTO [IPU MPYNHUTE C NIAHUPAHO JIEYEHHE C NPOAD
CBHOTBETHO 3, 6 U 12 Meceua. B rpynara Ha erokcanapudH/ABK HsiMa sICHA Bpb3Ka Mex
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cpeanoto ueHtpaino TTR (Bpeme B Tapreted INR ananason 2,0-3,0) npu TepuunuTe ¢ €HaKbB pasmep
u yectoTata Ha peuuausapaumte BTE (p=0,082 3a s3aumoneiicrBre). B HalH-ropHus Tepumn no
oTHoLLeHHe Ha ueHTspa Koeduiment Ha Puck (HR) npu pusapokcaban cnpsaMo BapgapuH €

0,642 (95% 1H: 0,277 - 1,484),

YecToTHTE 32 MbPBHYHUA pe3yntat 3a 6e30MacHOCT (rojJeMHy WK KIIMHUYHO 3HaYMMH HErOJIEMH
KPBBOH3IHMBH) Ca MANKO NO-HACKH B rpynara Ha ne4exue ¢ pupapokcaban (10,3% (249/2 412)) s
CpaBHEHHE ¢ rpynara Ha jedeHue ¢ enokcanapui/ABK (11,4% (274/2 405)). HYecToraTa 3a BTOpUYHHA
pe3ynTar 3a 6e30nacHOCT (rojleMH KpbBOH3/IMBH) € NO-HUCKA B rpynara Ha puBapokcaban (1,1% (26/2
412)) 8 cpaBHeHHe ¢ rpynara Ha eHokcanapuH/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95% JIM:

0,308 - 0,789).

Ta6auua 7: PesynmaTH 3a epukacuoct i 6ezonacHocT oT ¢pa3a 111 Einstein PE

IIpoyuBana nonyaanug 4 832 nauneHTH ¢ ocTpa cumMnToMaTH4IHE BE
o3a 4 npoAL/LKHTENHOCT Ha | PuBapokcaGan® Enoxcanapun/ABK®
JIEYEHHETO 3, 6 nan 12 mecena 3, 6 nan 12 mecena
N=2 419 N=2 413
CumntomariyeH peunausupaiy | 50 44
BTE* (2,1%) (1,8%)
CuMnroMaTH4eH 23 20
peunausupaui bE (1,0%) (0,8%)
CuMnToMaTH4YHA 18 17
peurausupatia BT (0,7%) (0,7%)
CumntoMaTH4Hu BE H 0 2
BT (<0,1%)
Jletanexw BE/cMBpT, NpH i1 7
KOSITO HE MOYKe 02 ce (0,5%) (0,3%)
n3kI4Yu bE
["onmemMu UaU KIKHHUYHO 3HAYUMH | 249 274
HeroleMy KpbBOU3NHBHU (10,3%) (11,4%)
["oleMH KpbBOH3IHBH 26 52
(1,1%) (2,2%)

a) PuBapokcabaH 15 mg aBa MbTH AHEBHO 3a 3 ceAMHLM, nocneapaHo ot 20 mg eJuH LT AHCBHO

6) EHoxkcanapHuH 3a Hai-Manko S AHH, 3acTbiieH ¥ nocneasad or ABK

* p < 0,0026 (He no-Manka epUKacCHOCT MO OTHOUIEHHE HA npeasapuTenHo onpeaesnes HR ot 2,0);
HR: 1,123 (0,749-1,684)

[MposeneH e npeaBapuTenHo AeduHUpad 0600LLeH aHanu3 Ha pesyitara ot npoy4saHusaTa Einstein DVT
u PE (Bx. Tabauua 8).

Tabauna 8: Pe3yaraTu 3a epukacHocT H GezonacHocT ot cbopen ananns Ha ¢a3sa Il Einstein DVT
1 Einstein PE

IIpoyusana nony.Jialus 8 281 nmaureHnTy ¢ ocTpu cuMnroMaTH4HA ABT wian bE
Jlo3a u npoawL/UKHTeNHOCT HAa | PuBapoxcaGaun® Enoxcanapuu/AABK®
JeYEHHEeTOo 3, 6 unn 12 mecena 3, 6 nau 12 mecena
N=4 150 N=4 131

CuMmnromaryveH peudauBupainl | 86 95
BTE* (2,1%) (2,3%)

CuMnroMaTyuyeH 43 38,

peudaueupaul bE (1,0%) (0,9%)
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CuMnToMaTHiHa 32 45
peunausupaiua /IBT (0,8%) (1,1%)
Cumnromaruyiu bE u i 2
BT (<0,1%) (<0,1%)
Jleranen BE/cMupT, npH 15 13
KOSTO HE MOXe 11a ce (0,4%) (0,3%)
H3KIouu bE
["oneMu UITH KJIHHHYHO 3HA4YKMMH | 388 412
HErONEMHKH KPbBOH3JIHBH (9,4%) (10,0%)
["lonemu KpbLBOU3IHUBH 40 72
(1,0%) (1,7%)

a) PusapokcabaH 15 mg fea mMbTH AHEBHO 3a 3 ceAMHLMY, nocneasaHo oT 20 mg €OnH LT IHEBHO

6) EnoxcanapHH 3a Hali-manko 5 aHu, 3acThbneH ¥ nocneasad ot ABK

* p <0,0001 (4e mo-Manka ePUKACHOCT MO OTHOLIEHHE Ha nipeasapuTenHo onpeaeneH HR ot 1,75);
HR: 0,886 (0,661-1,186)

[IpenBapuTenHo AeUHHpaHaTa HETHA KTMHHYHA N0J3a (TbPBHYEH PE3ynTar 3a eMKacHOCT MIoC
roneMH KphBOM3NKBH) Ha cOopHUs aHanu3 ce cvobuiasa ¢ HR ot 0,771 ((95% /14: 0,614 - 0,967),
HOMMHANHA p-cToiHOCT p = 0,0244).

B npoyusaneTo Einstein Extension (Bx. Tabnuua 9) puBapokcaban npeBb3xoxaa rauebo no oTHOLIEHUE
Ha MbPBUYHHUTE U BTOPHYHHUTE Pe3yITaTH 32 ePUKACHOCT. 3a MbPBUYHHUSA pe3yJiTaT 3a 6e30MacHoCT
(roleMH KpbBOH3NHMBH) CE€ YCTAHOBABA HE3HAYMMO YHCIIEHO MO-BUCOKA 4€CTOTA NPH MALMEHTHTE HA
jeyeHHe ¢ pupapokcabaH 20 mg eQuH MbT HA JEH B CPaBHEHHE C Mtanedo. BropuuHHusAT pesyiraT 3a
Oe3onacHOCT (rOIEMH WK KJIMHUYHO 3HAYUMH HEMOJIEMU KPBLBOH3IKMBH) NOKA3Ba [MO-BUCOKH YECTOTH NPH
NaLUeHTHTE, IEKyBaHU ¢ puBapokcabad 20 mg eJuH NbT AHEBHO, B CPABHEHHE C Mauebo.

Tabnanua 9: PesyaTaTn 3a ebuxacnoct # 6e3onacHocT o1 ¢a3a 111 Einstein Extension

Mpoyusana nonyjaanus 1 197 nanHeHTH ¢a NPOABKHIIH JIEYCHHETO H
NPOPUIAKTHKATA 38 PCIHIHBHPALL BEHO3€EH
TpomMboembB0JIHIBM
Jo3a ¥ NPOALJKHTEIHOCT HA | PuBapokcaGan® [Lyanebo
JIEYEHHETO 6 nan 12 mecena 6 nan 12 Meceua
N=602 N=594
CuMnTOMaTHyucH 8 42
penuauBupau; BTE* (1,3%) (7,1%)
CuMnTOMaTH4YeH 2 13
peunausHpail bE (0,3%) (2,2%)
CuMnTOMaTHYHA 5 3]
peudauBrpaina [IBT (0,8%) (5,2%)
Jleraned BE/cMbpT, npn | 1 1
KOSATO HEe MOXE Aa ce (0,2%) (0,2%)
H3KIKO4YHU bE
[‘onemMu Ui KIHHKYHO 4 0
3HAYHMHU HEroNeMHU (0,7%) (0,0%)
KpPBbBOU3IHUBH
[‘oneMH KPbBOH3INBH 32 7
(5,4%) (1,2%)

a) Pupapokcaban 20 mg eInH MbT AHEBHO
* n<0,0001 (npessv3xoacreo), HR: 0,185 (0,087-0,393)
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B npoyusauero Einstein Choice (Bx. Tabnuua 10) pusapoxcaban 20 mg # 10 mg npesbixoxaa 100 mg
AUECTHICAIKUMUIOBA KHCEIUHH O OTHOLUEHHE Ha MbPBUYHUSA pe3yaTaT 3a epukacHOCT. OCHOBHUAT
pe3y/TaT 3a 6e30nacHoCT (CbOMTHA HAa FOJISM KPbBOHIIHUB) € CXOAEH MPH MALUEHTHTE, JIEKYBaHH C
nuBapokcaban 20 mg u 10 mg BegHBX AHEBHO B cpasHeHUE CbC 100 mg aueTHICANMIIMIOBA KUCEIHHA.

TaGnuna 10: PesyaraTu 3a epnxacnoct n besonacHoct ot ¢asa 111 Einstein Choice

IIpoyusaHa nony /alKs 3 396 nauHeHTH Ca NPOABL/IKHIH NPOPHIAKTHKATA 32
peuHAHBHpanl BeHo3eH Tpomb0oeMb0/IH3IBM
TepanesTH4uHa 1038 PuBapokcaban PuBapoxkcaban ACK
20 mg BeAH®XK 10 mg BeaAHDbXK 100 mg Benubx
XHEBHO IHEBHO AHEBHO
N=1 107 N=1 127 N=1 131
Menuana Ha 349 [189-362] ann | 353 [190-362] aHu 350 [186-362] auu
MPOABIKHTENIHOCTTA Ha
JNEYEHUETO
[MHTEpKBaPTHJIEH AMANA30H]
CumnroMaTHyeH 17 13 50
peuuausupait BTE (1,5%)* (1,2%)** (4,4%)
CuMnTOMAaTHYEH 6 6 19
peunausupaul bE (0,5%) (0,5%) (1,7%)
CumnromaTnyHa 9 8 30
peuuausupawa JIBT | (0,8%) (0,7%) (2,7%)
Jleranen BE/cMbprT, 2 0 2
MpH KOATO HE MOXKeE (0,2%) (0,0%) (0,2%)
Aa ce u3kIuy bE
CuMnToMaTH4EH 19 18 56
peunausupain BTE, (1,7%) (1,6%) (5,0%)
HHpAPKT HA MHOKXAPJa,
HHCYAT UM CUCTEMHA
embonus u3BbH L|HC
["o1eMH KpBbBOM3/IHBH 6 5 3
(0,5%) (0,4%) (0,3%)
KnuHnuHO 3HaYHMH 30 22 20
HEroNEMB KpbBOHU3/IHBH 2,7) (2,0) (1,8)
CumnToMaTHueH 23 17 53
peunausupail BTE uiu (2,1%)" (1,5%)™ (4,7%)
rofisM KpPbBOMU3JIUB (HETHA
KJIWHH4YHA [10J13a)

* n < 0,001 (nperb3xoacrao) pusapokcadan 20 mg BenHsk aHeBHO cpamo ACK 100 mg BeaHbK AHEBHO;
HR=0,34 (0,20-0,59)

** n < 0,001 (mpesn3xoncTBo) puBapokcaban 10 mg Beawbxk aHeBHO cripamo ACK 100 mg Beansk AHEBHO;
HR=0,26 (0,14-0,47)

+ PuBapokcaban 20 mg Beadbx aHeBHo cnpaMo ACK 100 mg seawbx auesno; HR=0,44 (0,27-0,71), p=0,0009
(HOMMHaANHA)

++ PuBapokcaban 10 mg seansx auesHo cnpaMo ACK 100 mg seansx auesuo; HR=0,32 (0,18-0,55), p<0,000]
(HOMUHATHA)

B nombauenue kbM nporpaMara EINSTEIN daza lll, e npoBeaeHo npocnekTuBHO, HEUHTEPBEH IMOHAIHO
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KJIMHWYHATa npakTHka. CTORHOCTUTE Ha rofiiMO KbpBeHe, peurausupall BTE u BCHUYKH cliy4al Ha
CMBPT 32 puBapokcabaH ca 6unu cboTBeTHO 0,7%, 1,4% 1 0,5%. CobilecTByBaAT PasjidKi B OCHOBHH
XapaKTEpPHCTHKH Ha MalMEHTHUTE, BKIIHOYHTEIHO Bb3pacT, paK H Op0peuno yspexaaHe. Manonssax e
cTpaTH(HIIMPAH aHANTK3 MO NPEABAPUTENHO ONpeAENeHH CTOHHOCTH 3a IPYMHPAHE HA H3MEPBAHHUTE
OCHOBHU XapaKTePUCTHKH, HO BRIPEKH TOBA OCTABALLNUTE OTKIOHEHHA MOXKE ]2 [TOBAHMAT Ha
pesynatatute. Kopurupauure HR, cpaBusaBauiu puBapokcabaH H CTaHAAPTHO JISUEHHE, 32 MONSAMO
kbpBeHe, peurauBrpail BTE u Bcuuku ciyyau Ha cmbpT ca 6unu cvotsetHo 0,77 (95% AU 0,40-1,50),
0,91 (95% M 0,54 - 1,54) u 0,51 (95% AU 0,24 - 1,07).

Tean pe3ynaraTh NpU NauMeHTH, KOUTO ca OMK HabmoaaBalH MPH peaHy YCIOBHA, €a B CbOTBETCTBHE C
yCTaHOBEHHSA npodun Ha 6€30MacHOCT npy TOBA NOKa3aHKE.

B nocTMapkeTHHroBO HEHHTEPBEHLIHOHANHO npoy4BaHe pH noseue ot 40 000 nauvenTn Oe3 anamHesa
34 pakK, OT YeTHPH AbPKABY, puBapokcabaH e npeAnucaH 3a jJeyeHue uiH npopunaktika Ha JIBT u BE.
Yecrorata Ha chOUTHATA HA 100 naleHTOroMHH 3a CUMITOMATUYHW/ KIMHUYHO 3HAUHMHK
BTE/rpomGoeMb0nHuHM CHOMTHS, BOAELLH O XOCTIMTATM3ALMKS, € B Avana3oH oT 0,64 (95% Cl

0,40 - 0,97) 3a O6eanneroto Kpanctso a0 2,30 (95% CI 2,11 - 2,51) 3a ['epmanus. KvpBeHe, KOETO BOAK
10 XOCTIUTANM3aLMA, HACTBNBA ¢ YecToTa Ha chbuTnsaTa Ha 100 nayueHToroguHy 0,31 (95% Cl

0,23 - 0,42) 3a BbTpeuepeneH kpreouanus, 0,89 (95% C1 0,67 — 1,17) 3a cromatiHO-upeBHO KbpBeEHE, 0,44
(95% CI 0,26 - 0,74) 3a yporeuutanto kepBexe H 0,41 (95% C1 0,31 - 0,54) 3a apyro KepBeHe.

[leguarpyuyHa nonyjauus

Jeuwenue na BTE u npogpunraxmuxa na peyudusu na BTE npu neduampuunu nayuenmu

O6mo 727 neua ¢ norsbpaeH ocThp BTE, o kouro 528 nonyuunn pusapokcabaH, ca npoy4eHu B 6
OTBOpPEHM, MHOTOLUEHTPOBH NEANATPUYHH nNpoyueaHus. Jo3uposkara, KOpUrHpana crnopes TENeCHOTO
TEriO, NPH NALWEHTH OT PAXKIAHETO A0 Bb3pacT noA 18 roauuuy, € qosena 10 eKCno3numus Ha
pusapokcabaH, nofoOHa Ha HabnoaaBaHaTa NpH Be3pacTHu naudeHTH ¢ JBT, nekysann c pusapokcabau
20 mg eAMH MbT AHEBHO, KAKTO € MOTBLPAECHO B NpoyuBaHeTo ¢a3a Il (Bxk. Touka 5.2).

[TpoyuBaneto EINSTEIN Junior ¢asa Ill e panaoMu3upaHo, aKTHBHO KOHTPOJIHPAHO, OTBOPEHO,
MHOFOLIEHTPOBO KNTHHUYHO npoyuBaHe npy 500 neanaTpuyHH NauneHTy (Ha Bb3pacT OT paXAaHETO R0
< 18 roanun) ¢ notebpacH ocTbp BTE. Umano e 276 peua Ha 8b3pacT 12 1o < 18 roaunu, 101 neua na
Bb3pacT 6 10 < 12 roauHn, 69 Aeua Ha Bb3pacT 2 10 < 6 roJuHHU K 54 Jeua Ha Bb3pacT < 2 FOAHHA.

HUunexcuust BTE e knacuduiiupan kato eaHo ot caeaHure: BTE BwB Bpb3ka ¢ LeHTpajleH BEHO3EH
kareThp (LIBK-BTE; 90/335 nauuenTty B rpynara Ha puBapokcaban, 37/165 nauHeHTH B rpynara Ha
CpasHUTETHO JieueHue), LiepedpanHa BeHo3Ha U cuHycoBa Tpomboza (LIBCT; 74/335 nauueHTy B rpynara
Ha puBapokcabaH, 43/165 nauneHTy B rpyrnarta Ha CPaBHUTEIHO JIEYEHUE) H BCHYKH APYTH, BKIIFOYHTETHO
JIBT u BE (ne-LIBK-BTE; 171/335 nauuentH B rpynara Ha puBapokcaban, 85/165 nauueHTd B rpynara
Ha CPaBHHUTENHO jeucHue). Hali-uecTo npeacraseHara HHAEKCHa TpomMOO3a npy Aella Ha Bb3pacTt 12 po

< 18 roauuu e ne-LIBK-BTE npu 211 (76,4%); npu aeua #a sw3pact 6 10 < 12 roAMHU 4 HA BB3pacT 2 10
< 6 rogunu — LIBCT, chorBeTHO npu 48 (47,5%) u 35 (50,7%); v nipu aeua Ha Bb3pacT < 2 FOAHHHM -
1IBK-BTE npu 37 (68,5%). He e umano aena < 6 meceua ¢ LIBCT B rpynara Ha puBapokcabaH. 22 ot
naunedtute ¢ LIBCT ca umanu undexuus va LJHC (13 nauneHTH B rpynara Ha pusapokcaban n 9
MallMEHTH B rpynata Ha CPaBHHTEJIHO JICYCHHE).

BTE € npenu3BHKaH OT NOCTOAHHH, MPEXOAHH HJIM M OT JABETC — MOCTOAHHH ¥ NMPEXOAHW PUCKOBH
¢akTopu npu 438 (87,6%) aeua.

[TauueHTUTE Ca NOMYYH/IH MbPBOHAYANIHO NEYEHHUE C TEPANEBTUYHHU A03M HePpakLIHOHMPAX
(HOX), xemapui ¢ HuCKkO MonekyaHo Terno (XHMT), uau pornaanapuHyke 3a Hafi-Man
paHaoMH3upaHy 2:1 1a noNy4aeat MK 4034 pHBapokcabaH, KOPUIHPaHH CIIPAMO TeEJe
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CPaBHHTE/IHH JIEKAPCTBA B rPyNaTa Ha CpaBHHTENHO neyeHue (xenapuHi, ABK) 3a 3-meceuen neproa Ha
nedyeHHe B OCHOBHOTO npoyuBaHe (1 Mecel npu peua < 2 roguuu ¢ [IBK-BTE). B kpas #a nepuoaa Ha
JIeYeHHE B OCHOBHOTO MPOYUBaHe AHArHOCTUUHOTO 0Opa3HO M3CcNie/iBaHe, HafpaBeHO Ha U3XOJHO HHUBO, €
HANPABEHO NMOBTOPHO, aK0 € OHJIO KIIMHUYHO NPHAOKHMO. JICYEHHETO B TPOYUBAHETO € MOXENOo Ja 6bie
CIIPSHO B TO3H MOMEHT WJIH MO NpeueHka Ha Macnenosarens aa 6bae npoanmkeHo odwo 3a 1o 12 Meceua
(npu neua < 2 roguau ¢ LIBK-BTE — 10 3 meceua).

[TepBHUHKAT pe3yATaT 32 eHKACHOCT € cuMIToMaTHyeH peunansupail BTE. [Ibpsaunust pesynrar 3a
Ge3onacHoCcT e KOMORHALUATA OT N'ONSM KPHBOU3JIUB U KJIMHHYHO 3HAYMM HE-rojidM KpbBOH3JIHB
(K3HI'K). Bcuuku peaynrary 3a euxacHocT ¥ 6e30nacHOCT ca NpOBEPEHH U NOTBbPAEHH UEHTPATHO OT
He3aBMCHMa KOMHCHS, 3aC/IENEHa 3a ONPEACICHOTO ieueHHe, PesynraTuTe 3a epuKacHoOCT U De30nacHOCT

ca nokaszanu B Tabnnuu 11 u 12 no-gony.

Cu6utua Ha peurauupail BTE ca pp3HMKHANM B rpynara Ha JICYeHHe ¢ puBapokcabaH npH 4 ot 335
NalHEHTH U B IPYNaTa Ha CPaBHHTENHO neveHHe NpH 5 ot 165 naunenTn. KombnHaumsTa ot roism
kpbBou3anB U K3HI'K e goxnaasana npu 10 ot 329 nauuentu (3%), nexysanu ¢ puBapokcadan v npH 3
ot 162 nauuentn (1,9%), nexypaHu ¢ komnapatopa. HetHa KNHHKHYHA MON3a (CHMITOMATHYEH
peuuauBnpaul BTE nmoc ¢cs0uTHs HA roisM KpbBOH3JIHMB) € ChOOILIEHE B FPyaTa Ha JieYeHHE C
puBapokcabaH npu 4 ot 335 naiueHTyH ¢ B rpynara Ha CPaBHUTENHO JedeHKe npy 7 ot 165 naluueHTH.
Hopmanusupane Ha TpoMOOTHUHOTO OOpEMEHABAHE NIPU TOBTOPHOTO 00pa3HO U3CIEABAHE € Bh3HHKHANO
npu 128 ot 335 nauueHTH Ha NedYcHUE ¢ puBapokcabaH u npH 43 ot 165 nauvenTH B rpynara Ha
CpaBHUTENHO neveHne. Te3n Haxoaky oOMKHOBEHO ca MoA0OHH cpea Bu3pacTOBUTE rpynu. B rpynara Ha
puBapokcabau € uMano 119 (36,2%) neua ¢ HAKaKBO KbpBeHE, Bb3HUKHANO NPH JICYCHUETO, & B rpynara
Ha CPaBHHUTENHO NeueHue e umano 45 (27,8%) neua.

Tab6anua 11: Pe3yaTaT 32 epHKACHOCT B Kpasi HR OCHOBHHS NEPHOA HA JICYEHHE

Cr6uTHE PuBapokcaban KomnapaTtop
N=335* =165*
Peunpusupain BTE (nbpBHUEH pe3yJiTarT 34 4 5

ePUKACHOCT)

(1,2%, 95% CI
0,4% - 3,0%)

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

KomOuHaLMsi: CHMOITOMATHYEH peLMAHBHpALLl
BTE + acHMIITOMaTHYHO BJIOLUABAHE NPH
MOBTOPHOTO 00pa3HO U3CNIeBaHe

5
(1,5%, 95% CI
0,6% - 3,4%)

6
(3,6%, 95% CI
1,6% - 7,6%)

KomMOrHaUHA: CHMOTOMATHYEH pPeLiMAHBHPALLL
BTE + acMMniTOMaTH4yHO BAOLIABaHE + He3
[pOMSIHA TIPH [IOBTOPHOTO 0Opa3Ho
H3cJeaBaHe

21
(6,3%, 95% CI
4,0% - 9,2%)

19
(11,5%, 95% CI
7,.3% - 17,4%)

HopmanuiavpaHe npu noBTOpHOTO 00pasHO
H3CICABaHE

128
(38,2%, 95% CI
33.0% - 43,5%)

43
(26,1%, 95% CI
19,8% - 33,0%)

KomOuKaiua: CHMOTOMATHYEH peUMAMBHpALL
BTE + ronsiM KpbBOW3/MB (HETHE KIMHHYHA
MoJa3a)

4
(1,2%, 95% CI
0,4% - 3,0%)

7
(4,2%, 95% CI
2,0% - 8,4%)

Jletanen unu Heaeraned denoapobex
eMOONH3IbM

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

1
(0,6%, 95% CI
0,0% — 3,1%

*FAS= mbaed Habop 3a aHanu3 (full analysis set), BcHuky aeua, KOUTO ca SUNU paHAOMH3UPaH

Tabauua 12: PesyaraTth 3a 6e30nacHOCT B Kpasd Ha OCHOBHHSA MEPHOA HA JIede @
—
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Pusapoxcaban Komnapatop
N=329* N=162*
Kom6unanus: ronam kpeBou3nus + K3HI'K 10 3
(NbpBHYEH pe3yaTaT 3a H€30MaCHOCT) (3,0%, 95% Ci (1,9%, 95% ClI
1,6% - 5,5%) 0,5% - 5,3%)
["'onsiM KpbBOM3IUB 0 2
(0,0%, 95% CI (1,2%, 95% CI
0,0% - 1,1%) (0,2% - 4,3%)
HsaxkakBo KbpBEHE, Bb3HUKHAIO TPH 119 (36,2%) 45 (27,8%)
NEYEHUETO

*SAF= uabop 3a aHanu3 ua Oe3onacHocTTa (safety analysis set), BCHUKH Aeua, kOUTO ca OUNM paHAOMH3IHPAHH H Ca
MOJYYNIN Hal~-MaIKO | 1032 OT U3NMUTBAHOTO JIEKAPCTBO

[IpodunsT Ha edrkacHOCT M 6€30MacCHOCT HA pUBapoKcabaK € B roJigsMa CTeneH NoAo0eH Mexay
neguaTpuuHara nonynauus ¢ BTE u Bw3pacThara nonynauus ¢ JIBT/BE, sunpexn ToBa, Ae1bT Ha
YUYACTHHLMTE C HAKAKBO KbPBEHE € N0-BUCOK B eavaTpHuHara nonynaudsd ¢ BTE B cpaBHeHue €
pb3pactHara nonynauus ¢ JABT/BE.

[TaLHeHTH ¢ BUCOKOPUCKOB TPOHHONOIUTHBEH aHTHHOCHONNNHAECH CHHIPOM

B cnoHcopHpaHo OT Wicneaosarens, paHAOMH3HPaAHO, OTBOPEHO MHOTOLIEHTPOBO NPOYUBAHE ChbC
3aclieneHa OLleHKa Ha KpaiiHUTe TOUKH, piBapoKcabaH e cpaBHeH ¢ Bap(apHH NpH NaluUEHTH C aHaMHe3a
3a TpomM003a, AUATHOCTHLHPAHH ¢ aHTH(OCHONUNNAECH CHHAPOM H C BUCOK PUCK OT TpoMOoeMOOTHUHH
cEOMTHA (MOTOKHTENHH NPH BCHYKHTE 3 aHTUGOCHOMUIMAHH TECTA: TYNYCEH aHTHKOATYJIaHT,
aHTHKaPAMONMIIMHOBH aHTHTENA H aHTHTENa cpewly beta-2-rnukonporterH ). [Ipoyusanero € npekpareHo
MPpeXAEBPEMEHHO Cel BKIOYBAHETO HA 120 maunenTH nopaan TBLpAE MHOTO CHOUTHSA CPEN MAUHEHTHTE
B rpynara Ha pusapokcaban. CpegHoTo npocneassate € 569 aHH. 59 nalMeHTH ca paHAOMHU3HPaHK Ha
puBapokcaban 20 mg (15 mg 3a nauueHTH ¢ KpeaTHHUHOB KIUPBHC (Crll) < 50 ml/min) u 61 na
BapdapuH (INR 2,0-3,0). Tpomboembonuuu crbuTs ce nposeABar npv 12% oT NALUEHTUTE,
pPaHJAOMHU3HpaHK Ha puBapokcabaH (4 ucxeMHUYHH KHCYNTA U 3 MHOKapAHH HH(papKTa). He ca
chobuasanu cEOUTHS MTPH NALHEHTH, paHAOMHU3UpaHHu Ha BapdapuH. MacuBHO KepBeHE ce Habmonasa
npH 4-Ma nauueHTH (7%) ot rpynara Ha puBapokcaban v npu 2-ma nauuenTH (3%) oT rpynara Ha

BapgapuH.

IleauarpuyHa MONYJALNSA

Esponefickara areHL M 110 JekapcTBaTa 0cBOD0XAaBa OT 331b/IKEHHETO 33 NPEJOCTABAHE Ha
pe3yATaTUTE OT MPOYYBAHUATA C pePEePEHTHUSA JEKAPCTBEH NPOAYKT, ChbpXalll pHBApOKCadaH BbB
BCUYKH MOATPYIH HA NEAUAaTpHYHATA MONyJauus npy npodunakTvka Ha TpoMO0eMOOIHYHH CHOUTHS
(Bxk. Touka 4.2 3a nHPOpMaLIUsl OTHOCHO ynoTpeda 8 neaMaTpUATa).

52 @DapMAKOKHHETHYHH CBOMCTBA

Abcopbiusg

Cnenpaulata uvdopmauus € OasupaHa Ha JaHHHU, NONYYEHH MPH Bh3PaCTHH.
PuBapokcabau ce abcopbupa 6bp30, kaTo MakCHMaNHUTE KOHUEHTPALUUH (Crax) Ce pocTHrar 2-4 yaca
cnejl npuema Ha tabnerkara.

[TlepopanHaTta abcopbuns Ha puapokcabaH € NOYTH IMbITHA U fiepopaiHata OKOHATHYHOCT € BUCOKA
(80-100%) 3a no3a ot 2,5 mg u 10 mg, npnera kato 1adneTka, HE3aBUCHMO RaNK [IPUEMDBT € Ha IajHO
unH ciaen xpaHeHe. [IpuemMbT Ha puBapokcabaH ¢ xpaxa He MoBaHuABa AUC Uik Crax ipu '
10 mg.
Iopaau HamaneHa cteneH Ha abcopOuud e onpeeneHa nepopaiHa OHOHATHYHOCT OT
20 mg npuera Ha rnagHo. [Ipu npuem Ha Tabietku puBapokcaban 20 mg ¢ xpaHa ce
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nosytienus Ha cpenHata AUC ¢ 39% B cpaBHEHHE ¢ MPUEM Ha TabNEeTKUTE Ha MaIHO, KOETO FOBOPH 3a
NOYTH ThiHa abcopbung 1 BHCOKa nepopaiiHa 6HoHannyHocT. PuBapokcaban 15 mg u 20 mg TpsdBa na
ce npuema ¢ XpaHa (Bx. Touka 4.2).

(dapMaKOKHHETUKaTa Ha pABApPOKCcabaH e MouTH JWHeHHa 10 okono 15 mg eanH NBT Ha J€H NPH MPHEM
Ha rnagHo. Cren npueM Ha XpaHa puBapokcaban 10 mg, 15 mg v 20 mg TabneTky nokassa
NpONOPLUHOHATHOCT Ha Ao3aTa. [Tpu mo-BUCOKK A03M pHBapokcabaH Moka3sa OrpaHHYeHa OT
pa3TBOpPUMOCTTa abcopOUNna ¢ HamManeHa OMOHATUMHOCT H HAMANABAHE Ha CTENEeHTa Ha abcopbuvsTa npw
MOBHILIABAHE HA 403aTa.

(dapMaKkOKWHETHYHATa BapHabuIHOCT Ha puBapokcabaH € yMepeHa ¢ BapHpaHe Mex 1y OTAETHHTE
naureHTH (CV%) B uuTepsana ot 30% no 40%.

AOcopOLHATa Ha puBapoKkcabaH 3aBHCH OT MACTOTO Ha HETOBOTO OCBODOXKIaBaHE B CTOMALIHO-4YPEBHHA
TpakT. Cro6imana ce 3a 29% u 56% namanende Ha AUC u Crax B CpaBHEHHE ¢ TabJIETKA, KOraTo rpaHynar
puBapokcabaH ce 0CBOOOK1aBa B MPOKCUMATHHTE OTACIH HA ThHKHUTE YepBa. ExcriosnuusaTa ce Hamansasa
AOMBIHATENHO, KOraTo puBapokcabas ce ocBo00XJaBa B AUCTATHHTE OTACIH HA ThHKUTE YEPBa WIH BbB
BB3XOAALIOTO Jebeno yepno. [To Tazu npuuuHa Tpabea 1a ce H3BArBa NpUNOKEHUETO Ha pHBapokcadau
AMCTAJIHO OT CTOMAaxa, Thit KaTO TOBa MOXE Z1a 10Bee 10 HaMaseHa abcopbunsa U CbOTBETHO CEbP3aHA
eKCMO3ULIM HAa pUBapOKcabaH.

buonanuunoctta (AUC U Crax) € Guna cpaBHuMa nipu 20 mg pusapoxcadaH, MPUIOKEH NEpOPaTHO KaTo
pa3TpouieHa TabneTka, pasMeceHa B A0bJIKOBO MIOPE, HIIK CYCIIEHANPaHA BbB BOJa H MPHIIOXKEHA MPe3
CTOMALLIHA COMJa, MOCJEBAHO OT TEYHA XpaHa, B CpaBHEHUE ¢ UsnaTa tabnerka. Kato ce HMa npeasun
npeaBHAHMHSA, TPONOPLIHOHANEH Ha A03aTa (papMaKOKHHETHYEH NNPO(PHUI Ha pHBapOKcadaH, pesynTaTute
32 OMOHANMUHOCTTA OT TOBA NMPOYYBaHEe BEPOATHO Ca NPUIOKHMH 33 MOHWKaBaHEe HA AO3UTE HA
pHBapokcabaH.

Ileouampuuna nonyrayus

Jleuara ca noay4nian puBapokcadan TabnerTka UiH nepopaiHa CyCrneH3us 1o BpeMe Ha Hild
HENOCPEACTBEHO CIIC XPAHEHE UM TPXEM Ha XpaHa ¥ ¢ oDHuaiiHa nOpLHUA TEHHOCT, 32 Ja Ce rapaHTHpa
HaJeXIHO fo3upaHe npy Acua. Kakto npu Bs3pacTHUTe, puBapokcabay ce abcopbupa sejiHara cien
NEPOPATHO NMpUaokKeHHe noa popmara Ha TabieTka UM TpaHyJid 33 MEpopaiHa CyCreH3us npu Jeuara.
He e nabmonasaHa pa3nika HHTO B CKOPOCTTA, HUTO B CTENEHTa HAa abcopbuus Mexay NeKapcTBEHUTE
¢opMu TabneTka U rpaHy iy 3a nepopanHa cycnensus. Jiuncsat OK gaHHu ciel HHTPaBEHO3HO
MPHIIOKEHHE NPH AEUa, Taka ue abcoNoTHaTa OHOHATHYHOCT HAa pUBapokcabaH MpH feLa € HEU3BECTHa.
YCTaHOBEHO € HaMaJIABaHEe Ha OTHOCHTENHATa OHOHAIMMHOCT NPH MOBHILABAUIM ce 103H (B mg/kg
TEJIECHO TErno), NpeaAnoaralo orpaHudyeHus Ha abcopObumsaTa npy no-BUCOKH A03H, AOPH NPH NIPHEM
3a€AHO C XpaHa.

PuBapokcaban 20 mg TabneTky TpaOBa 4a ce npueMa Mpy XpaHEHE UM € XpaHa (BX. Touka 4.2).

Pa3npeaeneHue
CBbp3BaHETO ¢ NAAIMEHUTE NPOTEUHH MPH Bb3PAaCTHH € BHCOKO, 0K0N0 92% no 95%, kato cepyMHHST

anOyMUH e OCHOBHATa CBbp3Balla ¢pakiuua. O0eMbT Ha pasnpeaesieHye € yMepeH ¢ Vss npubIn3uTenHo
50 nuTpa.

Ieouampuuna nonyrayus

In vitro njaHHUTE HE MMOKA3BAT 3HAYHMH PA3IUKHU B CEHP3BAHETO HA pUBapokcadaH ¢ njia3sMeHHUTe
MPOTEUHH MPH AeLA Cpel Pa3IMYHUTE Bb3PAaCTOBH IPYNH U B CpaBHEHHE ¢ Bb3pacTHH. Jlunceat OK
JaHHHM clell HHTPABEHO3HO NMPHIOKEHNE HA puBapokcabaH npu aeua. OOeMbT Ha pa3npeleseHUe B
cTalHOHapHO CbCToAHKE (VSS), H3UUCIIEH ypea nonynaurodHo OK MoaenupaHe npy Aeua (Bb3pacToB
avamnazod 0 1o < 18 roMHu) ¢/ie nepopanHo NpUIOKEHHE HA puBapoxcadaH, 3aBUCH OT TENECHOTO TErno

82,8 kg.
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buorpancdhopMalns ¥ eNUHMHHUPaHE
[Mpy BBL3pacTHH, 0KOJO 2/3 OT NpunokeHara J03a puBapokcabaH ce nojsara Ha MeTaboKHTHO

pasrpakaaHe, CeA KOETo NOJOBHHATA C€ EIHMHHHUPA Npe3 ObOpeunTe, a Apyrara rnoJoBHHA — C
dexanuuTe. [TocneaHara 1/3 oT npunoxkeHara Jo03a ce H3Tb4BA Upe3 AWpeKTHa Ob0peUHa eKCKpeLns KaTo
HEMPOMEHEHO aKTUBHO BELLECTBO B YPHHATA, INIABHO Upe3 akTHBHa O0BLOpeuHa cekpelins.

PusapokcabaH ce metabonuaupa upes CYP3A4, CYP2J2 u CYP-He3aBHCUMH MEXAHHU3MH.
Pa3rpaxaaHeTo Ype3 OKHCICHHE Ha MOP(OIHHOHOBUS PANHKA M XHAPOIH3ATA HA aMHAHWUTE BPb3KH Ca
OCHOBHHUTE npouecH Ha 6uoTpaHcopmauus. Ot in vifro ¥3Cie1BaHNs € HIBECTHO, Y€ pHBapokcabaH e
cybcTpar Ha TpaHcnopTHUTe ripoTenHd P-gp (P-raukonporeun) v Berp (NpoTeHH Ha pE3UCTEHTHOCT Ha
paK Ha rbpaara).

HenpoMmeHeHuaT puBapokcabaH € Half-BaXXHUAT KOMIIOHEHT B YOBCILIKATA Maa3Ma, 0e3 1a HMa Apyry
OCHOBHH HJIM aKTUBHH UHpKyJupaind Metabonuth. Che cucreMen kinpbHC okosio 10 I/h pusapokcaban
MOJKE JIa e KJACH(HUHPa KaTO BELISCTBO C HUCHK KIUPBHC, Clien HHTPABEHO3HO NMPHUJIOXNKEHHE HA 1034 OT
] mg enMMHHALMOHHUAT NONYKUBOT € OKoJIo 4,5 yaca. Cnex nepopanHo NPHICKEHUE ETMMHHHAPAHETO
CTaBa JAMUTUPAHO OT cTeneHTa Ha abcopbuus. EnumunupaneTo Ha puBapokcabaH OT njia3mara HacTbiiBa
C TEPMHHANEH MONYXHBOT OT 5 10 9 yaca npu Mnaay UHAUBAAM ¥ OT 11 10 13 yaca npu nauxeHTH B
CTAp4YECKa Bb3PacT.

[leouampuura nonyarayus

JIuncear naHHu 3a metabonuama, cneunduunm 3a aeua. Jlunceat OK naHHU ciel HHTPaBEHO3HO
npHaokKeHHe Ha pyuBapokcaban npu aeua. KnupbhewT (CL), n3uncnen upes nonynauuortHo OK
MOJeupaHe npH aeua (Bb3pactos ananasoHd 0 Ao < 18 roauHu) cnea nepopanHo npuioXxeHyue Ha
puBapokcabaH, 3aBUCH OT TENECHOTO TErJI0 B MOXe J1a ObJie ONMUCaH ¢ aTOMETpHYHa QYHKLHA, CbC CPeaHa
croinocT 8 1/4ac 3a nuue ¢ TenecHo terno 82,8 kg. Cpeanure reOMEeTpHUHM CTOAHOCTH 3a NOJY)XKHBOTA
Ha AMCTIO3MLIKA (t12), H3UUCIEHH upe3 nonynaudoHHo @K moaenmupane, HaManaBaT ¢ HaMaisBaHETO Ha
Bb3pAcTTa H Bapupar oT 4,2 4yaca MpH KOHOLLIK 10 NPUOIM3KTENHO 3 yaca NpH Jelia Ha Bb3pacT 2-

12 roauHu U ce nodmwxkasat A0 1,9 u 1,6 yaca, CbOTBETHO Nnpy Aela Ha Bb3pacT 0,5 - <2 roanHu y no-

maiku ot 0,5 roauHu.

CneudanHy nonyjauuH

Iion

[Tpy BB3pacTHH, HE €A YCTAHOBEHH KJIMHWYHO 3HAYHMH PaliIMKH BbB (PApDMAKOKHHETHKATA H
dapMakoIHHAMHKATA MEXAY MALIMEHTH OT MBIKKH W )KEHCKH noi. EnUH excnnopaTtopeH aHanus He
NOKa3Ba 3HAYMMH Pa3HUKSA B €KCMO3ULMATA HA pHBAPOKCabaH MEX/Y AELA OT MBXKH W XKEHCKH IO

Iayuenmu 8 cmapuecka 8v3pacm
[TaLMEeHTHTE B CTAPUECKA Bb3PACT NOKA3BAT N0-BUCOKH MIA3MEHM KOHLEHTPALWK B CPABHEHUE C M0-

MJIAJIHTE NALMKEHTH CbC CpeaHH cTOHHOCTH HA AUC okono 1,5 mbTH NO-BHCOKH, OCHOBHO MOpajiH
HamanieHua (rpusuaeH) odbul 1 6OpedeH KnupbHC. He ce Hanara kopekuHus Ha 103ara.

Pasznuunu xamezopuu 8 3a6uUCuUMocm om meaaomo

[Ipn Bb3pacTHH, NPEKOMEPHH OTKNOHEHUA B TenecHoTo terio (< 50 kg nau > 120 kg) umar camo manko
BIIMSIHUE BHPXY NJIa3MEHHUTE KOHLUEHTPaLUH Ha puBapokcabaH (no-manko oT 25%). He ce Hanara
KOpEeKUHs Ha 103aTa.

[Tpu peua, pusapokcadaH ce 103upa Ha 0a3aTa Ha TeNecHOTO Terno. EAHH excnaopaTopeH aHanus He
MOKa3Ba 3HAYUMO BIUAHUE HA NOJHOPMEHOTO TETJIO HIIH 3aTIbCTABAHETO BbPXY €KCNO3HLHATA Ha
puBapokcabaH npu aeua.

Mexcoyemnuvecku pazrunus
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[Ipu Bb3pacTHH, HE CA YCTAHOBEHH KIIMHHYHO 3HAYHMH MEXKIYCTHHUSCKH pa3inyus NMpy NaUKMeHTH OT
eBponenaAHara, appo-aMEPUKAHCKATa, NTaTHHOAMEPUKAHCKATA, AMTOHCKATa M KHTalcKaTa rpynH no
OTHOLLEHHE Ha apMaKOKHHETHKATA ¥ (apMakOAMHAMUKATA HA pHBapoKcabaH.

EAvH eKCIIopaTOpeH aHaNU3 He 10Ka3Ba 3HaUWMH MEXAYETHHUCCKH pa3/iHuMs B €KCMO3MIIHATA HA
puBapokcabaH npH Acla OT ANOHCKATA, KATAaickara H a3MaTckara rpynu u3sbH HAnonus u Kuraii 8
CpaBHEHHE ChC ChOTBETHATA 001la eAHaTpUYHA oMy Naluus.

Yeproopobro yepexcoane

Bb3pacTHH mMaLHEHTH C UMPO3a M JieKa CTeneH Ha yepHoapoOHO yBpexaane (xtac A no Child Pugh)
NPOABSABAT CAMO MHHHUMAJHH OPOMEHH BbB (papMakokuHeTHKaTa (cpeaso 1,2 nbTH nopuilieHue Ha AUC
Ha pHBapoKcabaH), KOeTO € MOUYTH CPaBHUMO ChC ChOTBETHATa HM KOHTPOJ/IHA IPyfna 3[paBH HHIAWBH/IH.
[Mpu naumenTy ¢ UMPO3a U YMEPEHA CTeNeH Ha YepHoApoOHO yBpexaaHe (ki1ac B no Child Pugh),
cpeanata AUC Ha puBapokcadaH e 3HauMTeTHO NoBHIUEHA (2,3 TETH) B CPABHEHHE CHC 3/1paBy
no6pososiun. AUC Ha Hecebp3aHaTa ¢pakums ce nosHiuaea 2,6 nuTH. [1pu Te3u nauHeHTH HMa 1
HamaneHo OLOpeyuHo enMuHupate Ha puBapokcabaH, MoAOOHO Ha TOBA NPH NALUEHTH C YMEPEHA CTENEH
Ha ObOpeyHOo yBpexAaHe. HAMa JaHHU OT NMAUMEHTH C TEXKKA CTENEH Ha YEPHOAPOOHO yBpeXxaaHe.
UHXHOHpaHeTO Ha aKTHBHOCTTA Ha (akTop Xa NpH NalUeHTH C YMEPEHa CTENEH Ha YEPHOAPOOHO
yBpex/iaHe e MOBUIICHO 2,6 NbTH B CpaBHEHHUE ChC 3ApaBH R00poBOJILH; PT CbLIO € yABMKEHO —

2,1 nbTH. [TalueHTHTE C yMEPEHA CTENCH Ha 4epHOAPODOHO yBpeXAaHe ca M0-4yYBCTBUTE/IHH KbM
puBapokcabaH, KOeTo BOAH J0 No-cTpbMHO PK/PD choTHOLICHHE Mexay KoHUEHTpauusaTa 4 PT.
PuBapokcabaH e NPOTHUBOINOKA3AH MPH NAaLUEHTH ¢ YEPHOAPOOHO 3a00nsBaHe, CBbP3aHO C KOaryonarus
U KJIMHUYHO 3HAYUM PHCK OT KbpPBEHE, BKIKOUUTENHO nauueHTy ¢ uupo3a ¢ Child Pugh B n C (Bx.
TO4YKa 4.3).

JIMncBaT KNHHHYHH JaHHH NpY eLa ¢ YepHOAPOOHO YBpPEKAAHE.

bvbpeuno yapesxcoane

[Tpu Bb3pacTHU ce HAbNOAABa yBelIM4eHUHEe HA eKCIO3NLMATA HA puBapokcadaH yCnopeaHo ¢ HaMalsgBaHe
Ha 6nOpeunaTa GyHKUHKS, U3MEPEHA YPE3 KPEAaTHHUHOBHS KJIHPBHC. [1pr HHAMBUAN C NeKa (KPEATHHHHOB
KaupbHe 50-80 ml/min), ymepena (kpeatuuunos KIUpbHC 30-49 ml/min) v Texka (KpeaTHHHHOB KIIMPBHC
15-29 mi/min) crened ra 6xOpevHO yBpexkaaHe NIa3MEHUTE KOHLEHTpalUHK Ha pusapokcadbad (AUC) ca
cvoTBeTHO 1,4; 1,5 4 1,6 nbTH no-BucokU. CHOTBETHOTO 3aCH/IBAHE HA (PapMaKORMHAMHYHUTE e(PeKTH €
no-u3paseHo. [Ipu HHAHBUAM C JIEKa, YMEPEHA Y TEKKA CTENEH Ha OBOpeyHo yBpeKaaHe UANTOCTHOTO
HHXHOHpaHe Ha aKTUBHOCTTA Ha (akTop Xa € cboTBETHO 1,5; 1,9 4 2,0 1BTH NO-CHIHO B CpaBHEHHE ChC
3apaBu 1o0posonuy; PT Cbilo € yAb/DKEeHO — CbOTBETHO 1,3; 2,2 4 2,4 nbTH. HAMa AaHHH OT MaUKEHTH C
KPEaTHHUHOB KJIHPBHC < 15 ml/min.

[Mopasau BucOKaTa CTENEH HA CBBLP3BAHE C NNA3MEHUTE NPOTEMHM HE Ce OUaKBa pHBapokcabaH na Moxe Ja
Obae OTACNIEH Ype3 AManu3a.

He ce npenopbusa ynotpeba npy nauMeHTy ¢ KpeaTHRRHOB KAUpPBHE < 15 ml/min. Pusapokcaban tpsibsa
14 ce U3NOA3Ba BHUMATENHO NPY NMALMEHTH ¢ KPEATUHHHOB KIUPBHC 15-29 ml/min (Bx. TOouka 4.4).
JIunceaT KAMHUYHH JAKHHU NPU Jela Ha | roAWHa UK MO-rOJIEMH C YMEPEHA KK TeXKa CTENEH Ha
6b6peuuo yBpexkaane (CKOPOCT Ha riaomepynHa puntpauns < 50 ml/min/1,73 m?).

MapMaKOKHHETHYHHU JAAHHHK NPH NALKUEHTH

[Ipn mauuenTH, Monyy4aealld pusapokcalaH 3a NeuyeHHe Ha ocTpa Xbjadoka seHo3Ha TpomOo3a (JIBT)
20 mg exuH ObT AHEBHO, CPEAHATA FreOMETpUYHA KoHUeHTpauus (90% nporHo3eH HHTEpBa) 2-4 vaca
0KOJ10 24 yaca cJien npueM Ha Jo3a (MpUOAU3HTENHO NpeACTaB/IABaLlM MaKCHMA/THATa ¥ MUHHMAJTHATA
KOHLIEHTPALMH Npe3 BpeMe Ha J030BHA HHTEpBaN) € CbOTBETHO 215 (22-535) u 32 (6-239) mcg/l.
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xoHiuieHTpauuuTe (HHTepean 90%), nony4yeHn nNpu BPpEeMEBHTE HHTEPBAJIH HA B3EMAHE HA NMPOOHKTE,
npeACTaBasBalM NPUOIU3UTETHO MAKCHMATHUTE U MHHHMAIHUTE KOHLUEHTPALWH MO BPEME Ha 1030BU 4
nHTepsan, ca 0bobiexnu B Tabnuua 13.

Tabauna 13: O60b6mena craTHcTAKA (cpeana reoMerpuuHa croiinoct (90% uHTEpBaN)) Ha
1a3MEeHNTe KOHLEHTPAIHE HA puBapokcaban B cTanHoHapHO cheTosinue (mcg/l) cnopen pexnma
Ha JO3HpaHe H BL3pacTTa

Bpemenn
HHTEPBAJIH
o.d. N 12-<18 N 6-<12
roJAHHHA roJHHH
2,5-4v4aca | 171 241,5 24 229,7
clen (105-484) (91,5-777)
[pujaraHe
20-24 gaca | 151 20,6 24 15,9
cnen (5,69-66.5) (3,42-45,3)
NpHJaraH
b.i.d. N 6-<12 N 2-<6 05-<2
roJHHHA roXHHH rogHHM
2.5-4vaca | 36 1454 38 171.8 2 n.c.
caen (46,0-343) (70,7-438)
npuiaraHe
10-16 yaca | 33 26,0 37 22,2 3 10,7
clen (7,99-94,9) (0,25-127) (n.c. - n.c.)
pujaraHe
t.i.d. N 2-<6 N Or N 05-<2 N OT
rogHHH PAXAAHETO rOAHHM PaxXaaHETO
-<2 -<0,5
rogHHH roAHHH
0,5-34gaca | 5 164,7 25 111,2 13 114,3 12 108,0
chen (108-283) (22,9-320) (22,9-346) (19,2-320)
| [pUfaraHe
7-8 yaca 5 332 23 18,7 12 21,4 11 16,1
cnen (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
[IpHJIaraHe

0.d. = enuH muT AHEBHO, b.i.d. =aBa mpTH aHeBHO, t.1.d. . = TPW ITLTH AHEBHO, N.C. = He € u3uHcnaeHo (not calculated)
CToHHOCTH oA A0NAHATA rpaHKuUa Ha KosuvecTBeHo onpeaenaHe (lower limit of quantification, LLOQ) ca
samecTeHH ¢ 1/2 LLOQ 3a u3uncnenueTo Ha cratuctuctukara (LLO = 0,5 mcg/l).

Bpn3ka ¢hapMaKOKHHETHKA~-DapMaKOAHHAMMKA

Bpbikara apmakokdHeTHKa-(hapMmakoaunamuka (PK/PD) mexay nia3Mexara KOHUEHTpALMS Ha
pUBapokcabaH W HAKOKO papMaKoJMHAMUUHK KpaliHi TO4kH (MHXHOMpaHe Ha ¢akTop Xa, PT, aPTT,
Heptest) e npoy4eHa cnel npujaraHe Ha LWKMPOK Axanason ot A03u (5-30 mg asa nbTv Ha aeH). Bpbikara
MEXIY KOHLIEHTpauusTa Ha puBapokcabaH ¥ akTHBHOCTTA Ha (pakTop Xa HaH-qobpe ce onncea ¢ Emax
moaesn. [To otHowenre Ha PT MozemsT HA TuHEAHO MpecHyaHe OnUMCBa JaHHUTE OOWKHOBEHO No-A00pe.
HaxnoHbT Ha KpUBaTa Bapupa 3HAYMTETHO B 3aBUCUMOCT OT pasnuyHuTe U3nosssanu PT peareutu. [lpu
uanonssaHe Ha Heomnactun PT, PT Ha #3X0QHO HUBO € 0KOJIO 13 cekyHaH, a HAKIOHBT OKONO 3 110

4 cekyuau/(100 mcg/l). Pesynrarure or ananuza va PK/PD ot ¢a3a Il u 1] ca cxoauwn ¢ nan

YCTAHOBEHHW NpH 34ApaBH HHANBHUIH.

[leavaTpuuHa nomny.aat

UA
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be3onacHOCTTa H ePHKACHOCTTA HE Ca YCTAHOBEHH [PH MOKA3aHHETO NPOQUIAKTHKA HA HHCYNIT H
cucTeMHa eMbonus NpH NalHEHTH ¢ HEKJIAMHO NPEAChPAHO MBXAEHE NPH ACLA W IOHOLIM Ha Bb3PacT A0

18 roauuH.
5.3 IlpeaxnuRHYHH JaHHH 3a 6e3omacHoCT

HexnuuuuHHTE JaHHU He nMOKa3sat ocobeH pUCK 3a Xopa Ha Hasara Ha KOHBEHLIHOHAJTHUTE
(apMaKoMOrMyHU U3NUTBAHHUS 3a O€30MaCHOCT, IPOY4BaHUA 38 TOKCHYHOCT NPH €AHOKPATHO
npuaokeHune, GOTOTOKCHYHOCT, FreHOTOKCHYHOCT, KAHLIEPOTeHEH NOTEHUHAN U IOBEHHIHA TOKCHYHOCT.
Edexrture, HabnmoaaBaHH NMpH U3NUTBAHHUATA 32 TOKCHYHOCT MPH MHOTOKPATHO NMPUTOKEHHE, €A CBHP3aHH
OCHOBHO ChC 3acHicHaTa (apMakOJIHHAMHUYHA aKTHBHOCT HA pHBapokcabaH. I1py mirbxose ca
HaOJ/Il0/jaBaHy NMOBHilIeHH NasMeHn HMBA Ha Ig(G n IgA npu HHMBa Ha €KCNO3U1lUsA, CHOTBETCTBALLK HA
KIIMHHYHUTE.

I[Ipy nibXoBe He ca HabMoaBaHU €(hEeKTH BhpXY DEepTHIMTETa IPY MBIKKUTE WIH XKEHCKHUTE KHBOTHH.
HanuTBaHrATa NPH XHUBOTHH AOKa3BaT PENPOAYKTHBHA TOKCHUHOCT, CBhp3aHa ¢ GapMakoJOrHUHHUA
MEXaHHW3bM Ha JeicTBHE Ha puBapokcabaH (Hanp. xemMoparuyHu ycnoxHeHud). [1lpu nnasMeHH HUBa,
CHOTBETCTBAILM Ha KIHHKYHHTE, ca HabmogapaHu eMOpHO-(PeTaIHA TOKCHYHOCT (FIOCTUMIUIAHTALHOHHA
3ary0a, 3a0aBeHO/CTUMYNHPaHO ocuduULIMpaHe, MHOXKECTBEHH OieAn XenaTajiHi NeTHa) H MoBHLIEHA
yecToTa Ha Hal-uecTo cpeuiaHuTe MatpopMaLiiKi, KAKTO H [1aleHTapHU PpoMeHH. [1pn nipe-
MOCTHATAIHO MPOYYBAHE MpH LILX0BE € HabtioaaBana HaMalleHa BUTANHOCT Ha MOKOJIEHHETO NPH 103M,
TOKCHYHH 32 MAHKHTE.

PupapokcabaH e u3ciieBaH NpH OBEHHIHH ILTbXOBE MPH MPOAbIKHTETHOCT HA JEUSHHETO 10 3 Mecella,
C HARAIO OT MOCTHATAIEH JeH 4, KOETO NOKa3Ba NMOBHUICHHE HA MEPUUHCYIapHA XeMOparus, KOATO He €
3aBHCHMA OT Jo3ata. He e Habmo1aBano A0Kka3aTeACTRO 3a cnieuudpHr-Ha TapreTHa OpraiHa TOXKCUYHOCT.

6. OAPMAILEBTHYHHA JAHHH
6.1 CnHcbk HAa NOMOIIHHTE BellecTBA

Appo Ha TabaeTkara
MuKpokpucTanHa Lenynosa
Kpockapmenosa HaTpu¥
JlakTo3a MOHOXHApAT
XHIpoMenosa

Hartpues naypuacyngar
Marxesuen cTeapart

OUIMOBO NOKPHTHE

Makporon PEG 4000 (E 1521)
Xdnpomenosa

TuTtanos gnokcun (E 171)
JlakT03a MOHOXHApPAT

XKenesey okcua, xuatT (E 172)
Kenesen oxeua, uepseH (E 172)
XKenesen okcuj, uyepeH (E 172)
TpuaueTun

6.2 HechLBMECTHMOCTH
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HenpuioxuMmo.
6.3 Cpok Ha rOAHOCT
3 roauHM

PasrpoiteHy TabaeTku
PastpouleHuTe TabneTku puBapokcadbaH ca cTabuiIHK BLB BOJa M SOBJIKOBO MIOpe 3a NEpHOA 10 4 yaca.

6.4 CneuuajHH yC/I0BHAl HA ChbXPAHEHHE
To3u nexkapcTBEH NPOAYKT HE U3UCKBA CMELHANTHH YCJIOBHA HA ChXpaHEHHE,
6.5 Buau cbabPKAHHE HA ONIAKOBKATA

KaproHenu onakoBku, csabpxatuu 10, 14, 28, 30, 56, 90, 98 unu 100 dunmupanun tabnerkun uam 10 x 1,
30x1,90 1 unu 100 1 punmupanu tabaerku. bancrepu ¢ 10 unu 14 tabaetku, 1 dnucTepu ¢ €IHANYHA
no3a ¢ 10 tabnerxu B cpedpucTo Mexo anymuureso gonuo OPA/ALU/PVC u tBbpa anymunnii (Al/Al).

He BcHukH BHIOBE ONAKOBKK MOrar Aa ObAaT nyCHaTH Ha masapa.
6.6 CnenxaiHi npeina3sHy MEPKH BPH HIXBbLPAHE H paboTa

PazrpolnapaHe Ha TabieTkuTe

TabneTkuTe prBapokcabaH Morat jJa ce pasTpoluar v Aa ce cycrnenaupar B 50 ml Boaa, 1 na ce npuaoxar
ype3 Ha3oracTpaiaHa CoOHAA MM CTOMALLIHA COHJA 34 XpaHeHe Clell NOTBbPKAEHHUE, YE COHAATa €
pa3nonoxexa B croMaxa. Cnen ToBa coHgara TpadBa Ja ce npomue ¢ Boja. Tni kato abcopOuusra Ha
prBapokcabaH 3aBUCH OT MACTOTO Ha OCBODOXKAaBaHE Ha AXTHBHOTO BEWECTBO, TPAOBA Ja ce n3bsraa
NPHIOXKEHHE HA p¥BapokcabaH AUCTANHO OT CTOMAXa, Thif KaTO TOBa MOXE /1a AOBEAC A0 HaMAICHa
abcopOuHs ¥ BbB Bpb3Ka C TOBA JO HAMAIEHA €KCMO3HUMSA HA AaKTHBHOTO BewecTBo. Ciell NpriokeHue
Ha pa3TpolueHa Tabnerka puBapokcabad 15 mg unu 20 mg, npuemMbT Ha /103aTa B TaKbB Cly4ai Tpabsa aa
ObJe MocneABaH OT EHTEPATHO XpaHEHE.

Heunsnon3saHHAT NEKAPCTBEH NPOAYKT HIH OTHAABbYHUTE MaTEpUani OT Hero TpsadBa aa ce H3XBBHPIIAT B
CBOTBETCTBUE C MECTHUTE H3UCKBAHHMSI.

7. TNPHUTEXATEJI HA PASPELHIEHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest

Gydmrd 0t 19-21.

YHrapus

8. HOMEP(A) HA PAZPEIHEHHETO 3A YIIOTPEBA

Per. Ne 20220270
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JlaTta Ha nbpBo pazpeluasande: 29.09.2022
IlaTa Ha nocaeAHO MOAHOBABAHE:

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

30.07.2026
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