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ks UME HA JIEKAPCTBEHMUS ITPOAYKT

Kapaarykcan 15 mg ¢puaMupanu tabneTku

Kardatuxan 15 mg film-coated tablets

2 KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika dpusimupana tabsietka chabpka 15 mg puBapokcabau (rivaroxaban).

[TomowHo(M) BelecTBO(a) C U3BECTHO JAEHCTBUE

Besika duiamupana tabsietka chabpxka 37,41 mg nakro3a (Kato MOHOXHUAPAT), BUXKTE TO4KA 4.4,

To3u nekapcTBeH NPOAYKT ChAbpka no-mMaiako ot 1 mmol Harpu#t (23 mg) Ha TadsieTka, T.e. MOXKe 1a ce
KaXke, 4e NMPpaKTHYECKH HE Ch/IbpiKa HATPHH.

3a [MIbJIHUS CITUCHK HA MMOMOIIIHUTE BelllecTBa BUKTE Touka 6.1.

3 JIEKAPCTBEHA ®OPMA

duimupana tadbaerka (rabsierka)

P030BM, KPBIJIK, JIBOWHOU3ITbKHAIM TA0NETKH (MaMeTbp 0K0JI0 6 mm), ¢ o3HaveHue “D2” or eanara
CcTpaHa.

4. KJOUHUYHU JAHHU
4.1 TepaneBTHYHH NOKA3AHUS

Bw3pacmnu
[lpodmnakTuka Ha HHCYJIT U CUCTEMHA eMOOJIMS MPHU Bb3PACTHH MALMEHTH C HEKJIAMTHO NMPEAChPAHHO

MBXK/IEHE C €JIMH HJIM MOBeYe PUCKOBU (haKTOPH, KAaTO 3aCTOHHA ChbpAe€YHA HEJI0OCTATbYHOCT, XHIIEPTOHHS,
Bb3pacT >75 roJIMHM, 3axapeH AuadeT, npeaecTsalll HHCYJIT WK MTPEeXOAeH UCXEMHUYEH MPUCTBII.

Jleuenue Ha qbjaO0ka BeHo3Ha Tpombo3a (JIBT) u 6enoapoben embonu3zbm (BE) u npodunaktrka Ha
peurauBupain JIBT u BE npu Bb3pactau. (BX. ToUka 4.4 3a XeMOJAMHAMHWYHO HECTAOMIIHYU NALIMEHTH C
bE.)

[leduampuuna nonyrayus

Jleyuenue Ha BeHo3eH Tpomboembosm3bM (BTE) u npoduiaktuka na peunausu Ha BTE npu neua u
HOHOLUM Ha Bb3pacT noa |18 roaunn u ¢ terno or 30 kg 10 50 kg Hal-manko S AHMU cie HaYalHO
NapeHTEepajHO aHTUKOArYJIAHTHO JIEYEHHE.

4.2 Jlo3MpoBKAa H HAYHH HA NPHJIOMKEHHE

J1lo3upoBKa




Ipoguraxmuka na uncynm u cucmemna emMO0oIUR npu 8L3PACMHU
[IpenopbuMTenyara no3a ¢ 20 mg eMH NbT JHEBHO, KOETO NPEACTABIIABA H NMPENOpbYHTENHATA
MaKCHMaJHa J03a.

Jleuenneto ¢ KapnarykcaH tpsa0Ba Ja ce rnpoIb/DKaBa B AbArOCPOUEH M1aH, KOraTo 11oji3ara ot
npoduIaKTHKATa HA HHCYNT U cHcTeMHA eMOOHA HaABHILIABA PHCKA OT KbpBeHE (BXK. To4Ka 4.4).

AKko Objle nponycHaTa HAKOS A03a, nalueHTLT Tpabea Aa npueme Kapaatyxcan He3a0aBHO K Ha
cheBaulng AeH Aa NpPoAbIXH € MpHEMa €IWH IbT JAHEBHO, CbriacHo npenopbkute. He Tpsibea na ce
fpUeEMa JBOHHA 1032 B ChILKA J€H 3a KOMIICHCHPAaHe Ha NpoMycHAaTa 103a.

Meuenue na BT, newenue na BE u npoghunaxmura na peyuousupawu JIBT u bE npu ev3pacmnu
[TpenopbunTeNHaTa A03a 3a Ha4anHo nedeHue Ha octpu JABT unu bE e 15 mg nBa nbTH aHEBHO npes
MbPBHTE TPH CEAMHLH, OCHeaBaHa OT Jo3a oT 20 mg BEAHBLK AHEBHO 3a MPOABIXKABALLOTO JIEYEHHE H
npoduiakTHka Ha peunaueupawy BT u bE.

TpsbBa na ce ¥Ma npeABK KpPAaTKOCPOUHA Tepanus (Hal-mManko 3 meceua) npy nauuedty ¢ ABT unu bE,
IPOBOKHPAHH OT rOJIEMH NIPEXOAHK PUCKOBH QAKTOPH (T.€. CKOPOUIHA roNgMa ONepalxs UK TpaBMa).
[Ho-npoabmxkHTENHA Tepanyd TpaOBa Aa ce M¥Ma NpeiBU NPH NaukdeHTH ¢ nposokupanu JIBT uiu bE,
HECBBP3aHHM C roJieMH NPEXOJHU PHCKOBH (paxTopH, HenpoBokydpanH JBT uau bE nau anamae3sa 3a
peunausupamu JIBT unu bE.

Koraro e noka3zaHa no-npoAbKHTENHa npodunakTuka Ha peudausupaliy JIBT u bE (cnen 3apupuiBaHe
Ha noHe 6-Meceuna tepanus 3a ABT wiu BE), npenopbuntennara ao3a € 10 mg seaunx AHeBHO. [Ipu
Mal{MEHTH, P KOUTO CE CMATA, Y€ pUCKbT OT peurausupailit [ABT unu bE e BUCOK, Kato Te3u ¢
YCIIOXHEHH ChMBTCTBALLY 3a0014BaHNUR, HIIM KOHTO ¢a pa3Buau peunausupaiii JIBT uau bE npu no-
npoabkUTENHA npodunaktuka ¢ Kapaatykcad 10 mg BexHbX AHEBHO, TPsiOBa fa ce UMa NpeABH )
npreM Ha Kapaartykcad 20 mg BeAHbXK JHEBHO.

[TpoabIKMTENHOCTTA HA TepanusTa TpsOBa Ja ce onpeaean U 103aTa jia ce H30epe HHAMBHUAYAIHO CleA
BHUMATE/HA OLIEHKA HA ChOTHOLIEHHWETO MENKAY 10J13aTa OT JIEYEHHETO U PUCKA OT KbpBEHE (BXK. TOYKA
4.4).

[lepnon otr Bpeme Cxema Ha npujarane | OGma qHeBHA 1032
JleyeHue H Hen 1-21 15 mg nBa mbTH 30 mg
npogUNaKTHKa Ha AHEBHO

eunausupalin JIBT

E I;IEH P a HeH 22 HaTaTbK 20 mg BeaHwX AHeBHO | 20 mg
[TpodunakTHKa HA Cunepn 3aBbpLIBAHE Ha 10 mg Beauwx aneBHo | 10 mg
peunaupnpawid JIBT | nai-manko 6-MeceyHa | WK unu 20 mg
U bE Tepanus 3a BT unu 20 mg BenHBXK AHEBHO

bE

3a yaecHsBaHe peMHHaBaHeTo oT f03a 15 mg xeM n03a 20 mg caep Jed 21 e HannyHa 4-ceamMuyHa
onakoBka KapaatykcaH 3a 3anouysaHne Ha neueHue Ha JIBT/BE.




AKo BLB (pa3zata Ha neveHHe ¢ 15 mg aBa nbTH AHEBHO (1eH 1-21) ce nponycHe eIUH NPHEM, NAUHUEHTHT
TpsaOBa He3abaBHO Ja npueMe KapaaTtykcaH, 3a Ja ce ocurypu obuio npueto koanuecrso ot 30 mg
Kapnaryxcas 3a eaus aed. B nonoben cnyyail Moxe Aa Obaat npuetH gse Tadinetky ot 15 mg HaBeIHBX.
[TauueHTHT TPAOBA Aa NPOABIKH PSAOBHUA TPHEM HA 15 mg aBa MbTH JHEBHO HA CACABALLHUA JE€H, KAKTO
€ NpenopbyaHo.

Axo BbB (pa3aTa Ha NEUEHHE C eJHH MPHEM Ha [IEH Ce MPOINYCHE eAHH NMPUEM, NAUUEHTHT TpsOBa
He3zabasHo Aa npueMe Kapnatykcad n TpsabBa na npoab/KK pelOBHUS NPHEM BEIHDBK AHEBHO Ha
cleBalllig JIEH, KaKTo € npenopbyado. He Tpabsa aa ce u3non3sa ABoiHA 1032 B pAMKUTE €AUH U CbLLH
IeH, 32 Aa Ce KOMIIEHCHpa NponycHaTaTa Jo3a.

Jleuenue na BTE u npopunaxmuxa na peyuousu na BTE npu deya u 1onowiu
Jleuenuero ¢ KapaatykcaH npH eLa ¥ FOHOLUH HA BB3pacT noj 18 roauHu TpadBa na 3ano4yHe Hai-Mako
S IHHM ciiefl HaualHO NMapeHTEPATHO AHTHKOArYIAHTHO fiedeHHe (BXK. To4Ka 5.1).

Jlo3ara 3a Aella ¥ IOHOHIN Ce H3YHC/ABa Ha Da3ara Ha TeNECHOTO TErno.

- Tenecuo Terno ot 30 ao 50 kg:
NpenopbYBa Ce ¢AHOKpaTHA AHEeBHA A03a |3 mg puBapokcabaH. ToBa € MakCUMaHATa AHEBHA
103a.

- Tenecno terno 50 kg wnu noseue:
npenopb4Ba ce eJHoKpaTHa AHeBHa A03a 20 mg puBapokcabaH. ToBa € MakcumManHaTa JHEBHA
J03a.

- 3a nauMeHTH ¢ TeaecHo terno no-mManko oT 30 kg srxkre KpaTtkara xapakTepucTHKa Ha NPOAYKTA
Ha prBapokcadbaH rpaHy/M 3a nepopajiHa CYCNEH3NA.

Ternoro Ha AeTeTo TpAOBA Aa ce NMPOCAEAABA U 103aTa [a Ce Mpepasriexaa peaoBHo. Tosa €
HeoOX0AUMO, 32 A4 ce TapaHTHPA, Ye ce NOANbPXKA TepaneBTHYHA A03a. Kopekuus Ha ao3ata Tpsbba aa ce
[ipaBH CaMO Bb3 OCHOBA Ha MIPOMEHH B TEJIECHOTO TETTIO.

JleueHueTo TpaGBa Aa 6bae NPOABIKEHO 38 HAH-MAIKO 3 Mecela Npy AeUa ¥ IOHOLUH. JIeueHHETO MOXKE
na obae yabKeHo 10 12 Meceua, KOrato € KIIHHHYHO HeoOXoauMo. JIKMCBAT IaHHHW NPH ACLA B
noaKpena Ha HaMajisiBaHe Ha J03ata ciej 6-mecedHo edyeHue. ChOTHOLUEHUETO NOI3a-pUCK Ha
NpoAL/DKABAHE HA TepanusaTta ciel 3 Mecena TpadBa 1a Oble OLICHEHO HA HHAMBHAYanHa fa3a, Karo ce
MMa MPEIBHA pYcKa OT peunaHBHpalla TpoMO0o3a CIIPAMO NOTEHUHANHUSA PUCK OT KbPBEHE.

AKO ce NponycHe eA1H NpyHeM, NponycHarara 1o3a TpsadBa Ja ce B3EME Bb3MOXHO Hal-CKOPO Cle]l KaTo
ce 3abenexu Nponycka, HO caMo B ChIUIHA AeH. AKO TOBA He € Bb3MOXHO, MaUUEHTHT TPAOBa ka NPONyCHE
[103aTa U J1a IPOIbIKH ChC CICABALLATA 1033, KAKTO € npexnucaro. [launeHTsT He TpabBa 1a B3eMa J1BE
N03H, 3a Ja KOMIEHCHpA NponycHaTaTa 403a.

ITpemunasane om nevenue ¢ anmazonucmu na eumamur K (ABK) xom pusapoxcaban

- [IpodunakTuka HA HHCYJIT U CHCTEMHA eMOONHUA:
ABK Tpabsa aa ce cnipaT i Aa cc 3anouHe neueHunero ¢ KapaarykcaH, korato MexayHapoaHOTO
HopmanuaupaHno cwotHoleHHe (International Normalised Ratio (INR)) e <3,0.

- Jleuernue Ha JIBT, BE v npodunakTika Ha peuuaAuBYU NpU BL3IPACTHH U JaeueHue Ha BTE u
npoguiaKkTHKa Ha peUUBUAY NPU NEAHATPHYHH MALIUEHTH:
ABK tpabea sa ce cnipat ¥ Aa ce 3anoue seueHueTo ¢ Kapaaryxcan, korato INR e




[Tpu npemuHasane ot neueHue ¢ ABK kpM nedenue ¢ puBapokcaban croiiHocTTe Ha INR mie 6baar
(daniuMBo NOBHIUEHH ciell npueMa Ha puBapokcabaH. INR ne e sainaeH napaMeTbp 3a U3MEPBAHE HA
aHTHKOAryJaHTHaTa akTHBHOCT Ha puBapokcabaH M Cle0BaTeIHO He TpaOBa [a ce H3NO/13Ba (BX. TOUKa

4.5).

Ipemunasane om nevenue c pugapoxcaban kom anmazonucmu va sumamun K (ABK)

Mma BepOATHOCT aHTHKOArynaluuaTa aa 6bae HeaeKBaTHa B X04a Ha NIPEMHHABAHETO OT JIEYEHHE C
puBapokcaban kbm ABK. Tpabsa 1a ce ocuryps npoab/DKHTENHA aA€KBaTHA aHTHKOATY TaLMA [IPH
npeMHHaBaHe KbM afiTepHaTUBEH aHTHKoaryn1aHT. TpabBa ga ce orbenexn, ue pusapokcaban Moxe na
o6ycnoeu noBaEeHH CTORHOCTH Ha INR.

[Ipn nauneHTH, MPpEMHUHAaBAUIM OT Je4eHHe ¢ puBapokcadban kM ABK, ABK tpadBa na ce npuemar
napanejano o pocrurade Ha INR>2,0. [Ipes mbpBuTe ABa AHH OT NpeXxoaHUs nepuoa Tpabea aa ce
ipujara cTaiaapTHara HayanHa no3a ABK, ciaea koeto no3arta va ABK tpabsa aa e ciopes pesyararure
3a INR. Jlokato nagreHTHTE NMpUeMaT eaHospeMeHHo puBapokcabaH i ABK, INR He Tpabsa na ce
y3cneaBa No-paHo ot 24 yaca clieR NpeaxoHaTa 1034, 4 CaMO HEMOCPEACTBEHO PEAY CIEABALIATA 1032
puBapokcabaH. Cnex kato ce npeycraHoBM npueMa Ha puBapokcadbad, INR Moxke 1a ce nacneasa u
pe3yJITaTUTE [a ca HaJexXAHH NOoHe 24 Yaca cie/l npyueMa Ha nociieaHaTa 103a (BX. Touku 4.5 # 5.2).

[lennarpUyHy MALUEHTH

Neuara, kouto npemunanart ot Kapaarykcan keM ABK, 1pabsa aa npoawmxar aa npuemar Kapaatykcas
3a 48 yaca cieq nspeata 103a ABK. Cnea 2 aHu Ha e1HOBpEMEHHO NMpUNOXKeHHe TpsOBa fa ce HanpaBy
M3C/ieiBaHe U Ja ce mosyuar pesyntarure 3a INR, npean cnensawarta no3a Kapaarykcad no cxemara.
[TpenopbuBa c€ €AHOBPEMEHHOTO npunoxeHne Ha Kapaarykcan u ABK a1a npoasnxku, nokato INR e

> 2.,0. lllom xaro npreMbT Ha Kapaatykcal e npeycranoBeH, INR Moxe aa ce usciensa y ja ce ronyyar
HaaeXAHH pe3yaTaTy 24 yaca cnel npyueMa Ha MocneaHaTa 1o3a (BxK. No-rope H Touka 4.3).

IIpemunasane om reuenue ¢ napeHMeEPaNiu aRmukoazyaarmu KeM pusapokcaban

[Tpy Bb3pACTHH ¥ NEeJHATPUUHN MALKUEHTH, KOMTO B MOMEHTA NOJYy4aBaT NApEHTEPAIHH aHTHKOAryJIaHTH,
[peyCTaHOBABAHETO HA NAPEHTEPAIHUS AHTHKOATYJIAHT U 3aM04BaHETO HA puBapokcaban TpsadBa fa ce
ocbluecTssT 0 0 2 yaca MpeJd MOMEHTa 3a CAEABAWOTO MJAHOBO NIPUIIOKEHUE HA NMapeHTEPANHHS
NeKapCTBEH NPOAYKT (HaMp. HHCKOMOMEKYJIEH XENapHH) HIH B MOMEHTA Ha CNIMPAHE Ha
[POAbIKHUTENHOTO NIPRNOKEHHE HA TAPSHTEPATHUA JIEKAPCTBEH NPOAYKT (HAMp. HHTPABEHO3CH
HedpaKLHOHHUPAH XeNapHH).

ITpemunasane om reuenue ¢ pusapoxcaban Kem NAPEHMEPARHY GHMUKOAZYAARMU
[IpeycTanoseTe nprema Ha KapaaTykcad M NPUIOKETE MbPBATa 1032 OT NapEeHTEPATHUSA AHTHKOATY IAHT
B MOMEHTA, KOoraro Tpsbsa Ja ce npueMe cneasaugara 1o3a KapaaTykcaH.

Cneyuarnu nonyaayuu
bvbpeuno yapexcdane

Bb3pacTHH:
OrpaHn4eHHTE KIHHUYHU JAHHH OT NMALKHEHTH C TEXKO OBOpeuHo yBpexaaHe (KpeaTHHHHOB KIIHPbHC

15-29 ml/min) nmokassaT, ye MiIa3MeHUTE KOHUEHTPALMH HA pUBapoKkcalaH ca 3Ha4HTENHO noBrLieHH. [1o
Ta3u npuuuna KapnarykcaH TpsaOBa na ce npunara BHUMaTe/HO NpH Te3d nauuveHTH. He ce npenopbusa
ynoTpeOaTa npy NauMeHTH C KPEATHHUHOB KNXpPBHC <15 ml/min (BX. Touku 4.4 1 5.2).




[1py nauWeHTH ¢ yMepeHa creneH Ha ObOpeuHo yBpexaaHne (KpeaTHHHHOB KHpbHC 30-49 ml/mmn) niu ¢
TexKa cTeneH Ha 6ubpeyuno yBpexaaHe (KpearMHHHOB KAKPBHC 15-29 ml/min) ca sanuauu cneaHure
MPenopbKy 3a J03UpaHE:

- 3a NpopHIaKTHKA HA HHCYT K CUCTEMHa eMOOIHS NPH NALHEeHTH C HEKJIAMHO NMPEeAChPAHO
MBbXKJCHE PENOPbUYMTEIHATA 1032 € 15 mg BEAHBK AHEBHO (BX. TOUKA 3.2).

- 3a neueHue Ha JIBT, neuenue va BE u npodunaktika Ha peunausupamu BT u bE: nayquenTure
TpabBa aa 6baar NekyBaHu ¢ 15 mg aBa obTH AHEBHO Npe3 nbpBUTE 3 ceamuuy. Crea T0Ba, KOraTo
npenopbuuTenHaTa 103a € 20 mg eauH MbT AKEBHO, TPsiOBa 1a ce OOMHCIIM HAMAISIBAHE HA J03aTa
oT 20 mg BeAHwK AHEeBHO Ha 15 mg eAUH MbT AHEBHO, aKO OUEHEHHAT PUCK OT KbPBEHE 3a
naiHeHTa HaaAXBLpA pucka oT peunausupauy JIBT u BE. [Ipenopukara 3a ynorpedara Ha 15 mg
ce OCHOBaBa Ha (papMAKOKHHETHYHO MOJAEIMPAHE H HE € NPOY4YBaHa NPH TE3H KIMHHYHM YCIIOBUA
(Bx. Touku 4.4, 5.1 u 5.2).

Korato npenopbunTenHara no3a € 10 mg eans 0bT AHEBHO, HE cE HaJjlara T4 Aa ObAae KOpUrupaxa.

He ce Hanara kopekuus Ha 103aTa NpH MALKEHTH ¢ JeKa crened Ha ObOpeyHo yBpekaaHe (KpeaTHHHHOB
kaupbHC 50-80 mi/min) (BXk. Touka 5.2).

[lenuaTpuyHa nonynawus

- Jlena ¥ 1OHOLUH ¢ Neka cTeneH Ha ObpeuHo yBpexaane (CKOpoCcT Ha riaomMepyaHa guarpauus S0-
80 ml/min/1,73 m?): He ce Hanara KOpeKiLHus Ha J03aTa, Ha 6a3zaTa Ha JaHHM NIPH Bb3PACTHHU U
OrpaHH4YeHH JaHHH MPH NeAHATPUYHHM MALMEHTH (BXK. TOUKA 35.2).

- Jleua ¥ IOHOLLIH ¢ YMEPEHA HIIH Te)KKa cTeneH Ha Ou0peuro yBpexaane (CKOpOCT Ha rIOMeEpYy.iHa
duntpauns < 50 ml/min/1,73 m?): pusapokcabaH He ce nMpenopbuBa, Tbit KaTO JUNCBAT KIKHHYHY
RaHHH (BX. TouKka 4.4).

Yeproopobro yepesxcoane

KapaatykcaH € NpOoTHBONOKa3aH NPU MaUHEHTH C YHePHOAPOOHO 3abonsBaHe, CBbP3aHO ¢ KOAryJIonaTHs U
KIMHHYHO 3HAYHM PHCK OT KbpBEHE, BKIIOUYUTENHO NauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touxu
4.3 1 5.2). Jlunceat KIMHUYHYA AAHHY NIPH JAeua ¢ HepHoApoOHO yBpeKaaHe.

llonyrayus 6 cmapuecka eb3pacm
bes kopekuua Ha go3ara (BX. Touka 3.2).

Terecno meano
Be3 kopekuus Ha no3aTa npy Bb3pacTHH (BXK. TOUYKa 5.2).
MNpu neaaTpuuHHU NallMEHTH A03aTa ce onpe/ens Ha 6a3ara Ha TEJIECHOTO TErIO.

lon
be3 xopekuus Ha ao3aTta (B. TOuka 5.2).

Hayuenmu, nodrodcernu Ha KAPOUOBEPIUD
[TpuembT Ha KapaaTykcaH MOXe Aa 3ano4He WK Ra MPOABLJIKH MPH MAUMEHTH, NPH KOHTO MOXE /i €

HeoOX0IMMO KapAHOBep3HO. [Tpu kKapaAHMOBEP3IHO HACOUYBAHE OT TpaHce3odareanHa exoxapauorpagus
(TEE) npx naiueHTH, KOWTO He ca OunuM 1eKyBaHH C aHTUKOAry/IaHTH, JeUeHUETO ¢ KapaarykcaH Tps

(Bx. Touku 5.1 u 5.2). [Ipy BCHUKY MAUMEHTH, IPEAH KapAHOBEP3IHO TPsIOBA 1a C€ NOTbPCH
MNOTBBPXKACHHKE, Ye NNALUHEHTHT € Npuen KapaatykcaH, Kakro € npeanucado. I1py B3emane Jy
3aMlOYBaHE HA TEPANUA U OofpeaesHe Ha NPOIbIKHUTEIHOCTTA U, TPAOBA Na ce UMAaT Npeas
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YCTAHOBEHHTE NPENOPLKH OT PHKOBOJCTRATA 32 AHTUKOArYJAHTHO JIUeHHE NPU MALUEHTH, MOATOKEHH
Ha KapJHOBEP3HO.

[Tayuernmu ¢ nexianuo npedcspoHo myacoere, koumo nooredcam na IHHKH (nepxymanna KkopoHapxa

uUHmMepeenyus) ¢ NOCMAgAHe HA cmenm
MMa orpaHMueH ONUT MO OTHOLUIECHHE Ha HaMalieHa no3a 15 mg pupapokcabaH BEXHBXK AHEBHO (MK

10 mg pusapokcabaH BeIHb* AHEBHO 34 MAUKWEHTH C YMEPEHO TeXKa CTerneH Ha 6b0peuHo yBpexaaHe
[kpeaTuHKHHOB KIUpbHC 30-49 ml/min}), B nonbaneHue kbM P2Y 12 nnxubuTopa 3a 12 Mecena MakCuMyM,
NPH MaUMEHTH C HEKIAMHO NPEACHPAHO MBXAEHE, KOWTO C€ HYXJAAT OT MEPOPANHA AHTHKOArYJIAHTHa
Tepanua ¥ ca 6unu noanoxeHu Ha [TKH ¢ noctassHe Ha cTeHT (BX. Toukn 4.4 n 5.1).

[leouampuuna nonyaayus

Be3zonacHocTTa M ehMKaCHOCTTA Ha puBapokcalad npu aeua Ha sb3pact 0 10 < 18 roguuu He ca
YCTAHOBEHH MpPH NOKa3aHUETO NPOQHUNIAKTUKA HR HHCYNT K CUCTEMHA eMOOINA MPH MALMEHTH C HEKNATHO
NpeACLPARO MBbXIAeHe. JiunceaT AaHHU. [1o Ta3u npHYKMHa TOH He ce Mpenopuysa 3a ynoTpebda npu Aeua
nozx 18-roauiita Bb3pacT MpU APYTH MOKa3aHUA OcBeH nedenne Ha BTE i npogunakTHka Ha peuyadBu
Ha BTE.

HauuH HA NpUIOXKEHHE

Bw3pacmnu
Kapaarykcad € 3a nepopanHo NpHIOKEHHUE.
TabneTkute TpsAdBA Aa ce npyUeMaT ¢ XpaHa (BX. TOuka 5.2).

Pasmpowiagare na mabaemxume

[Ipx nauueHTH, KOMTO HE MOTAT JAa norasluat TabneTkute ueau, tabsetkara KapaatykcaH moxe fia ce
Pa3TPOLIM H CMECH C BOJA UJIH A0BIKOBO MIOPe HEMOCPEACTBEHO NPEAH ynoTpeda ¥ [a ce MpuioxKy
nepopanyo. Cnea npuiarasero Ha pasrpoweHy punmupann tabnetku Kapaarykcas ot 15 mg wiu 20 mg
no3ara Tpabsa ga Obac nmocneasaHa He3abaBHO OT XpaHEHE,

Pastpoiuenara Tabnerka Moxe Ja ce npuaara CbLUO U Ype3 CTOMaUIHa cCoHAA (BXK. TOUKH 3.2 1 6.6).

Heya u ronouwtu ¢ mezno 30 kg 0o 50kg

KapaarykcaH € 3a NepopasHO NPHJIOKEHHE.

IMauuentsT TpuOBA A2 6bAC NOCHBETBAH Aa NOTIblA TabneTkaTa ¢ TEYHOCT. Ta Tpabsa CbLUO na ce
npuema c xpaHa (Bx. Touka 5.2). Tabnerkure TpAOBa Na ce NpHEMAT NPe3 HHTEPBAT NPHUONHIUTEIHO
24 yaca.

B cayuail ue nauenThT U3IMKOE BeHAara 103aTa Wi NOBbpHE B paMkuTe Ha 30 MUHYTH ciieq
NpUIOKEeHHE Ha 03aTa, TpAOBa Aa ce aaje HOBa J03a. AKO 00aye NaUHEHTLT MOBbPHE NOBEYE OT

30 MHHYTH ciie/l TpHeMa, N03aTa He TpAOBa fa ce npuiara OTHOBO W Clie[BallaTa 103a TpsaOBa a ce B3eMe
M0 CXeMara.

TaGnetkata He TpROB2 ja ce pa3nens npu onurT fa ce HabaBu yact o1 ao3ara B Tabnerkara.

Pazmpowasane na mabaemkama
[Ipw nauyeHTH, KOUTO HE MOraT Ja NorobLLaT TA0NETKHTE UENH, Tp20Ba Aa ce H3NON3BAT I'D
nepopaliHa cycnedsus. He e HannyHa noaxoadiia KoHueHTpauus Ha Kapaarykcan. Tpsos
H3NO0N3Ba aiTCPHATUBEH MPOAYKT ChC CHLATA CHCTABKA.
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AKO nepopaiHaTta CyCleH3us HE € Ha pa3nonoXKeHUe BeiHara, Korato ¢a U3lucaHu 034 15 mg win

20 mg pusapokcabaH, e morar na 6baaT HabaBeHH, Karo ce pastpoiuy Tabnerka 15 mg unn 20 mg u ce
cMecH ¢ BOAA WY A0BAKOBO NIOPE HEMOCPEACTBEHO NPERK ynoTpeda v ce NPUIIOKH I1epopasHo.
PastpouwieHara TabiieTka MOXe Aa CE MPHJara ¥ype3 HazoracrpanHa Wi CTOMallHa COHAA 33 XpaHEeHE (BiK.

TOUYKH 5.2 1 6.6).

4.3 IIpoTnBonoxkazaHus

CBpBLXUyBCTBUTEIHOCT KbM aKTHBHOTO BELLIECTBO HJIM HAKOE OT NIOMOILHHTE BELECTBA, H3OPOEHH B
TOoykKa 6. 1.

AKTUBHO, KIUHHYHO 3HAYHUMO KbpPBCHC.

Jle3aus K ChCTOSIHKE, aKo ObAE CYETEHO, YE NPEACTABNABA 3HAUHM PUCK 3a roJIIMO KbpBeHe. Tosa MOXe
Na BKJIIOYBA HACTOALLIA WK CKOPOLIHA raCTPOMHTECTHHAHA A3B4, HAIUYHUE HA 3NI0KAYECTBEHH HEONJa3MH
C BUCOK PHCK 34 KbPBEHE, CKOpPOLLIHO HapaHABaHE Ha [NIaBHUA WJIH rpbOHAUYHHA MO3bK, CKOpOLIHA
onepauyd Ha IIaBHUSA MO3IBK, I'PLOHAYHUA MO3bK HJIH OUHTE, CKOPOLIIHA BhTpPEeUepenta xeMoparus,
M3BECTHH WJIH CYCNEKTHH e30dareajiin BapuUH, ApTEPOBEHO3HN Mall(POPMAaLIUK, CbI0OBH AHEBPH3IMH HIIH
rojieMH UHTPacIMHANHU WM HHTpalepeOpanHi CbA0BY aHOMAaJIHUH,

EAHOBpEeMEHHOTO JIeUEHHUE ¢ IPYTH AHTHKOATYJIAHTH, Hanp. HeppakuMoHupaH xenapuH (HOX),
HUCKOMOJICKYJIHH XenapruHH (€HOKCANapuUH, AANTENAPHH U Ap.), MPOU3BO/JHH HA XelapHHa
(oHaanapHHyKC 4 Ap.), IEPOpPaNHA AHTHKOArY1aHTH (Bap(apuH, JaburaTpaH €TEKCHIAT, alfukcadaH H
Ap.), OCBEH NpH CrieluPHUHN OOCTOATENCTRA 32 CMSIHA HA JIEYCHHETO C aHTHKOAryJJaHT (BX. Touka 4.2)
i korato HOX ce npunara B 1034, HEOOXOAMMH 3a NOJABPXKAHETO HA OTBOPEH LICHTPAJICH BEHO3CH
HIIK apTepHaicH KateTbp (BXK. To4Ka 4.5).

YepuoapobHo 3abonsasaHe, CBLP3aHO € KOAryJI0NaTHA H KIMHHYHO 3HAYHM PHCK OT KbpPBEHE,
BKIIIOUHTENHO nauneHTH ¢ uypo3sa ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT H KbpMeEHE (BXK. TouKa 4.6).
4.4 CoenHa/IH¥ npelynpexIcHHS H NPeINna3sHU MEPKH NpH ynotpeda

npeﬂﬁp’b'-lﬂﬂ ce KJIMHHYHO HabnoaeHue, CbOTBETCTBALLIO HA [MpOBCKaHATa aHTHKOAlI'YJIALUHA B X044 Ha
HENKRA NCPpHOA HA NCHCHUC,

PHCK OT XeMoparus
KakTo U ¢ Apyru aHTUKOAry/laHTH, NaLHEHTHTE, KOUTO NIPUEMAT pnaapot{caﬁaﬂ, Tpﬂﬁaa Ja ce

Hab/I0AaBaT BHMMATEINHO 34 [pH3Hauy Ha kbpBeHe. [IpenopruBa ce ynorpebarta ¢ noBuilieHo BHUMAHUE
MPH CLCTOSHUA C NOBHILEH pHCK 3a Xemoparus. [Ipunoxennero Ha Kapaarykcan tpabsa aa ce
MPEeyCTAHOBH NPH [TORBA HA TEXKa Xemoparus (Bx. Touka 4.9).

B knHHHYHHUTE NPOYYBAHUA TUTABUIHO KLPBEHE (T.€. OT HOCA, BEHLMTE, CTOMALLIHO-YPEBHUSA TPAaKT,
[HKOYO-TIOJIOBHS TPAKT, BKIIOUHTEAHO aOHOPMHO BarMHANHO WNH YBEJHYEHO MEHCTPYAITHO KbPBEHE) U




H3CNe/ABaHE Ha XeMorioOHHa/xeMaroKpuTa O1 Moo Aa Oblie OT NO/13a 32 OTKPUBAHE HA OKYJITHO
KbpBEHE U 32 ONpeensHe Ha KIMHUYHATA 3HAYUMOCT Ha IBHO KbPBEHE, 10 [IPELICHKA CIIOpe] Cllyyas.

HskoJIKO noArpyn# nalMeHTH, ONKHcaHu noJpobHO No-40y, ca ¢ MOBUIICH PUCK OT KbpBEHE. Tesu
MaLHENTH CleaBa Ra ObaaT BHUMATEIHO NPOCieeHn 32 Oe/le3d 1 CHMIITOMH Ha CBbP3aHH C KbpPBEHE
YCIIOXKHEHHS M AaHEMHS CJIEAl HAYAJIOTO HA JICYEHHETO (BXK. TOYKA 4.8).

[Ipu BCAKO HEU3ACHEHO MOHMAKABAHE HA XEMOTNOOHHA HIIM KPLBHOTO HanAraHe TpabdBa fa ce ThpCcH
3TOYHHUK Ha KbPBCHE.

BBOpeKH e NEUSHHETO C pUBApOKCadaH He M3UCKBA PYTHHHO MTPOC/ACANBAHE HA €KCIIO3UIHATA, HUBATA Ha
pHBapokcabaH, H3MepeHHU ¢ KaIMOpHpaH TECT 3a KOJTHYECTBEHO ONpeAesaHe Ha aHTHdakTop Xa, Morar Ja
6b0aT MONE3HH B M3BbHPEAHH CHTYALMH, KOraTo JaHHUTE 3a eKCIO3HUMATA Ha puBapokcabaH MOXe Ja
MOMOIHAT 32 B3eMaHe Ha HHGOPMHUPAHHU KNIMHUYHH PEIUCHUSA, HAMD. IPEAO3HPAHE K ClIELIHA XHPYPFrHUs
(Bx. Touka 5.1 n 5.2)

Heduampuuna nonyrayus

Mma orpaHHuyeHH JaHHY MTPH 1elia C MO3bYHA BEHO3HA U CHHYCOBA TPOMOO3a, KOMTO MMAT HHGEKLIUA Ha
[{THC (Bxk. Touka 5.1). PuckbT OT KbpBeHe TpaOBa 2a Objic BHUMATENHO OLEHEH NIPEAU U 110 BpEME Ha
Tepanuara ¢ pusapokcabaH.

BLOpeyvHO YBpEeXAaHE

[Tpy BB3pacTHH NMaLKHeHTH C TeXKKO 6bOpeuHO yBpexkaaHe (KpeaTHHHHOB KNHPBHC <30 ml/min) e
BL3MOKHO NJIa3MEHHUTE HMBA HA pHBapokcabaH aAa Obaar 3HauMTeIHO NOBUILEHU (cpeaHo 1,6 NbTH),
KOETO MOXeE Ja A0Bee A0 NOBHUILEH PUCK OT KbpBeHEe. KapaartykcaH TpsOBa aa ce fipuiara BHUMATENHO
[1pH MalUEHTH ¢ KPEATHHHHOB KAMPBHC 15-29 ml/min. He ce npenopwbuBa ynorpebara 1npy naumeHTH ¢
KpEaTHHUHOB KNUPBHC <15 ml/min (Bx. Touku 4.2 1 5.2).

Kapnatykcan Tpabea Ja ce npujara BHUMaTeNHO NPH NalMeHTH ¢ 6b0peyno yBpexaaHe, noaydyanallH
eIHOBPEMEHHO APYIH JIeKapcTBa, KOWTO NOBUILIABAT NJIA3MEHUTE KOHLIEHTpaUKUHU Ha puBapokcabaH (BxK.
TOouKa 4.3).

KapaaTykcaH He ce npenopbuBa NPH Aelid ¥ KHOLLK ¢ YMEpPeHa WM TexKa cTeneH Ha Ondpeuno
yBpexaaHe (CKOpocT Ha rioMepynHa puntpauds < 50 ml/min/1,73 m?), Thii kaTo NAMNCRAT KJIMHHYHK
JaHHH.

BaanmopeiicTBre ¢ APYrid JEKAPCTBEHH TPOAYKTH
He ce npenopbusa ynorpebara Ha puBapokcabaH npy NauueHTH, KOUTO MONYYaBaT €AHOBPEMEHHO

CHCTEMHO JIeYEHHUE C a30JI0BH AHTUMHUKOTHLUH (KAaTO K€TOKOHA30J, HTPAKOHA30J1, BOPUKOHA30J H
nocakoHazon) uay HIV-nporeasuu nuxuburopn (Hanp. peroHasup). Te3d akTHBHH BELIECTBA Ca MOLUHHM
uHxXHOuTOpH HAa CYP3A4 1 Ha P-gp ¥ no Ta3u NpUyYHHa MOraT [a NOBUILAT MJIA3MEHATA KOHLICHTpauHs Ha
puBapokcabaH A0 KNHHHMYHO 3HAYMMO HUBO (CpeaHo 2,6 MbTH), KOETO MOXE A2 AOBEAE A0 MOBUILUEH PUCK
OT KbpBeHe. JIMNCBaT KIMHUYHY AaHHY NIPH ACLA, [MoNYy4YaBallld ChbII'BTCTBALLO CHCTEMHO JIEUEHHE CBC
cHaHU HxubuTOpH, KakTo HA CYP 3A4, Taka ¥ Ha P-gp (BxK. TOuKa 4.5).

HeoOxoaumMo € BHUMAHHE MIPH NAaLKEHTH, KOUTO €AHOBPEMEHHO Ca Ha JIEUECHHE C NEKAPCTBEHH NIPOAYKTH,
KOHTO NOBIIMSIBAT X€MOCTa3aTa, KATO HECTEPOUIHH NTPOTUBOBBL3NaNuTeNHH cpeactsa (HCIIBC),

aleTHCATHLMIIOBA KHCEIHHA H HHXHOUTOPH HA TpOMOOLIMTHATA arperanus Wik CEEKTHBH
Huxubutopu Ha 06paTHOTO 3axBallaHe Ha cepoToHKHA (selective serotonin reuptake inhilby
#HXHOUTOPH Ha 0OpaTHOTO 3axXBalllaHe HA CEPOTOHMHA M HOopenuHedpuHa (serotonin n




reuptake inhibitors, SNRI). [Ipx nauMeHTHTE ¢ PUCK 33 YILEPO3IHO CTOMALIHO-YPEBHO 3a00/19BaHE MOXKE
Ja ce MOMMCIIH 3a MTOAX0AA1LO0 NpOPUNAKTUYHO JeueHHe (BX. Touka 4.5).

Hpyryn puckoBH GakTopy 3a KbPBEHE
KakTo # ¢ Apyrd aHTHarperanTH1 CpeACcTBa, pHeapokcabaH He ce npenopbysa MpH MaLUKUEHTH C MOBULLEH

PHUCK OT KBPBCHE, KaTO.

. BPOACHH MJIH NPHAOOHUTH HapYLICHHUS B KPbBOChCUPBAHETO
. HEKOHTPOJIMPAHa TEXKKA apTepUaliHa XHIEPTOHHKA
. ApYro cCToMamHo-ypeBHo 3abonapaHe O0e3 aKTHBHO Pa3g3BABaHE, KOETO MOTEHUUATHO MOXe [a

NI0BejE A0 YCIOXKHEHHS ¢ KbpBeHe (Hanp. Bb3naauTenHo 3a0o/1sBaHe Ha uepBara, e3ogarur,
racTpuT U racTpoesodareanta peguykcHa donecr)

. ChJ10Ba PETHHONATHA

. OpOHXHEKTa3HH WK aHaMHe3a 3a KbpeeHe B Oenus apob

[TaunenTH ¢ pakoso 3abongBaHe

[TalieHTHTE ChC 310KaUecTBEHO 3ab0oNaBaHe MOKE EIHOBPEMEHHO J1a Ca U3JIOKEHH H Ha NO-BUCOK PHCK
OT KbpBeHe U TpoMb03a. MHauBUayaiHaTa non3a OT aHTHTPOMOOTUYHOTO JedeHUe TpsadBa fa ce NpeucHu
CpsAMO PHCKa OT KbPBEHE MPH NALUEHTH C aKTHBHO pakoBo 3abosisBaHe B 3aBUCHMOCT OT JIOKaLMATA Ha
TYMOpa, aHTHHEOMNACTHYHATA TEPANUA U CTAXHA Ha 3a0onsBaHeTo. TyMOPHTE, Pa3NooKEHH B
CTOMALLHO-YPEBHHSA HJIH MMKOYHO-NONOBUS TPAKT, Ca CBBP3aHH C MOBHLIEH PUCK OT KbPBEHE MO BPEME HA
TEparuATa ¢ puBapoxcabdaH.

[Tpy mauyeHTH ChC 3M0KaHECTBEHH HOBOOOpa3yBaHUS C BUCOK PHCK OT KbPBEHE, ynoTpebara Ha
pruBapokcabaH € NpoTHBONOKa3aHa (BxX. Touka 4.3).

[lauMEeHTH ¢ KIanHy npoTe3u

PuBapokcabaH He TpsOBa Aa ce U3non3sa 3a TpoMOonpoduIaKkTHKA MPH NAUMEHTH, KOUTO HACKOPO Ca
NpeMHHANKN TPaHCKaTeTbpHa cMaHa Ha aopTHaTa kiana (TKCAK). besonacHocTTa n edpukacHoCTTa Ha
pHBapokcabaH HE ca NPOYUYCHH MPH MAUKEHTH CbC ChPAEUHO KJIAMHO MPOTE3UPaHE; MO Ta3u NPUYHHa,
HAMAa AaHHH B MTOAKPENa Ha TOBA, Y€ pUBapOKcabaH OCUIypABa aJJCKBATHA aHTHKOAry/1al{s B Ta3H
nonyjaius naueHTy. Jleuenueto ¢ KapaaTykcaH He ce npenopbyBa NnpH T€3U NaHEHTH.

[HauuveHTH ¢ aHTHHOCHOIUNUACH CUHAPOM

JiupekTHO AelicTBaliM nepopaniu anTukoaryaauty (JJTTAK), BknounTento pusapokcaban, e ce
NpenopbyBaT PU MALHEHTH C aHaAMHE3a 33 TpomM003a, KOMTO Ca AHArHOCTHLMPAHH C aHTH(oCchOTHNHAEH
cuHapoM. [To-cnenuanto npy TPOAHO NO3UTUBHH NTAUHEHTH (3a JIYITYCEH AHTHKOArYJIaHT,
aHTHKAPAMOJIMITUHOBY AHTHTENA K aHTHTeENa cpetly b6erta-2-rnukonporevH 1}, newenunero ¢ JUIIIAK moxe
Ja 6bae CBbp3aHo C NOBUILIEHA YECTOTA HA NOBTAPALUKM C€ TPOMOOTHYHH CHOHTHS B CPABHEHHE C
TepanuaTa ¢ aHTarOHUCT Ha BUTAMHH K.

[lalueHTH ¢ HEKJIAHO NMPEAChPAHO MbKAEHE, KOMTO nognexar Ha [1KH ¢ nocraBaHe Ha CTEHT
HanuuHH ca KJIWHWUYHH JaHHH, NONYYeHH OT HHTCPBEHLUMOHANHO POYYBAHE, C OCHOBHA LS H3CNenBaHe

Ha 6e30MacHOCTTa NPYU NALKEHTH ¢ HEKIIANHO NPEAChPAHO MBXACHE, KOUTO ca OMnu noanoxenu Ha [1KHU
C MOCTaBsAHe HA CTEHT. J[aHHUTE 3a ePHKACHOCTTA MPH Ta3k MOMyNauus ca orpaHHJYeHH (BXK. TOUKH 4.2 4
5.1). Jlunceat naHHM 3a TAKMBA NALMEHTH C aHAMHE3a 3a UHCYIT/IpEXoAcH ucxemuueH npucten (ITAIT).

XeMOIHHAMKHYHO HecTabuaHU nau
benogpobua eMOONEKTOMUSA




KapnarykcaH He ce npenopbysa KaTo ajTEpHATHBA HA HE(QPAKLHOHHPaHHS XENapUH NIPU NAaLHEHTH C
benogpobeH eMOONU3BLM, KOUTO Ca XEMOMHAMHYHO HECTAOMITHHU UJIH HA KOUTO MOXeE Jla C& HanpaBu
TpoMbonuia ik 6enoapobHa emOonexkToMus, Thil KaTo He30MacHOCTTA H e(PUKACHOCTTA HA
pHBapokcabaH He ca yCTAHOBEHH NPH TE3N KIIMHHYHH CHTYaUHH.

CrnuHanHa/enyAypanHa aHeCTe3us WK NYHKUMS

KoraTo ce u3non3sa HeBPOAKCHAIHA aHecTe3us (CIIMHAaNMHA/enuaypajHa aHEeCTE3Hs) HIIH
CNHHAJIHA/eNUAYypantHa NyHKLHA, NALUEHTHTE, TPETHPAHH C aHTHArpEraHTHHU CPEACTBA 3a TPEBECHLMUA HA
TpoMOOeMOOIMYHH YCIOXKHEHHS, Ca NMOAJT0KEHH HAa PUCK OT NOSABA HA CNHUAYPAICH UM CNHHANEH
XeMaTOM, KOUTO MOXKE Ja J0Beje A0 AbJArOCPOYHA KUY TpaifHa napainia. To3M pHCK MOXE J1a C€ NOBULLIH
OT nocronepaTiBHaTa ynoTpeba Ha BbBeXaalll enuaypaieH KaTeThp HIIM €AHOBpEMEHHATa ynoTpeda Ha
NIEKAPCTBEHH MPOAYKTH, MOBIHABALIN XeMOcTa3aTa. PUCKBT MOXe f1a Ce MOBHILMY CbLO TAKA U OT
TpaBMaTHYHA dJIH MHOTOKPATHA enuypaiHa HiIH civHanHa nyHkuus. [layueHture rpsdsa yecro aa
Obaar npocneASBaHy 3a NPU3HALUM ¥ CUMIITOMH HA HEBPOJIOrHUYHO YBpeXAaHe (Harp. U3TPbIIBAHE HUIIH
cnabocT B Kpakara, AMCKOMGOpPT B UEPBATA WK NTUKOYHUS MeXyp). AKO Obje KOHCTaTUpaH
HEBPOJIOrHUYEH AEPHLUT, Ca HEOOXOAMMH CMELIHO JMArHOCTHLIMpaHE ¥ ieueHue. Ilpeau Hespoakcuanta
MHTEPBEHLINS, NEKapAT TpsbBa Ja NpeUeHH CbOTHOLISHHETO MEXAY NOTEHUHAIHATA 10132 U PUCKA MPH
MaLMEHTH HA AHTUKOAryAaHTHA TEPaIuA WM NaUUEHTH, KOUTO LWE ObAAT NOMAIOKEHH Ha
aHTHKOaryJ/laHTHa Teparnus, 3a TpomMbonpodunaktuka. HaMa KIHHUUYEH ONUT ¢ ynotpedara Ha 15 mg
pHBapokcabaH B T€3U CHTYaLIHH.

3a HaMalABAaHE Ha NOTEHLHANHHA PUCK OT KbpPBEHE, CBbP3aHO ¢ €AHOBPEMEHHOTO MpUIaraHe Ha
puBapokcabaH ¥ HeBpoaKCcHalHA (ENKAypaHa /CIHHANHA) AHECTE3US UNH CIIMHANIHA NYHKUKA, TpsAOBa na
ce uMa npeaBu fapMakoKMHETHYHHA podu Ha puBapokcabaH. [1ocTaBsHETO MM NPEMAXBAHETO HA
eMUAYypancH KaTeTbp WJIH JyMOaiHa MyHKLHA ce U3BbpLUBA Hai-100pe, KOrato aHTUKOAryJaHTHHA eeKT
Ha puBapokcabad ce oueHsBa KaTO HUCbK. BLNpekH TOBA, TOUHOTO BPEME 3a MTOCTHIaHE HA JOCTAThYHO
HUCHK aHTHKOAryJiaHTeH epekT 3a BCeKH MALWEHTH HE € H3BECTHO H TpAdBa Ja ObAe npeucHeHo cnpaMo
CIIeIHOCTTa HA AUArHOCTHMHATA NpoLeaypa.

3a OTCTpaHABAHETO Ha €MHAYPAJIHHA KAaTeThD H Bb3 OCHOBA Ha obuiuTe hapMaKOKHHETHUYHH
XapaKTePUCTHKH, [TOHE 2X NOMYXKUBOTA, T.€. Hal-Manxko 18 yaca npy mnaau Bb3PACTHH NALMEHTH UITH

26 yaca npM MauHEHTA B CTAPUECKA Bb3PACT, TPAOBA Aa Ca MHHAIM ClIEA ROCIEAHOTO NPUTOXKEHHE HA
puBapokcabaH (Bx. Touka 5.2). Crex oTCTpaHABaHETO HA KaTeTbpa, Hak-ManKo 6 yaca TpadBa f1a H3MHHAT
npeay Aa e NPUIoKK cacABallara 1032 pyBapoKkcadaH.

B ciyvait Ha TpaBMaTUYHO MYHKTHPAHE NIPHEMBT Ha pHBapokcabaH TpsahBa fa ce OT/I0kKHM ¢ 24 vaca.
JInnceaT NaHHH OTHOCHO MOAXOAALLOTO BPEME 3a MOCTABAHE UM OTCTPaHABAHE HA HEBPOAKCHAICH
KaTeThp MPU Aeua, JOKaTo ca Ha JieyeHHe ¢ puBapokcabaH. B TakuBa ciyyaH, NpeyCTaHOBETE
MPUACKEHUETO HA puBapokcabaH v oOmuUceTe NPUIOKEHUE HA KPaTKO AeHCTRAll NapeHTeEpancH
AHTHKOAryJIaHT.

[Ipenopbky 33 AO3UPAHETO NPEAM U Clie] MHBAZUBHY NPOLIEAYPH UK XUPYPrHYHH HHTEPBEHLHH

AKO ce Hajlara npoBeXAaHe Ha HHBA3UBHA NPOLEAYPa HIIH XUPpYpriuyHa uHTepBeHums, KapaaTykcaH

15 mg TpsbBa na 6bae CnpsH N0 Bb3MOXHOCT NOHE 24 yaca npead HHTEPBEHUUSTA ¥ Bb3 OCHOBA Ha
KIMHUMHATA NPELUEHKa Ha IeKyBallua Jekap. AKO Npoueaypara He Moxe 1a Obae oTnoxeHa, Tpsbaa 1a
CE€ MPEUCHH NOBHILEHUAT PUCK OT KbPBEHE CIIPAMO CMNELIHOCTTa H& HHTEPBEHLIMATA.

[TpembT Ha Kapaatykcad TpadBa Aa ce Bb30OHOBH Bb3MOXHO HalW-CKOPO CNeA WHBAa3KWBHATA Npoucaypa
HIH XMDYPru4HaTa UHTEPBEHIUSA, AKO KIHHUYHATA CHTYAUHS O3BONABA H € NOCTHIHATa aJcKBaT
XEMOCTa3a, KaKTO € ONpeAeIeHO OT JACKYBAlLNA Iekap (BX. TOUka J5.2).
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[Tonynauus B cTapyecka Bh3pacT
C yBenn4yaBaHETO HAa Bb3pacTTa MOXKE [a CE€ YBETHYH PHCKBT OT Xemoparus (Bx. Touka 5.2).

EGQM daTOJJOTHYHH pCaKLUHH

[To Bpeme Ha MOCTMAPKETHHIOBO HabMOeH e BLB BPb3Ka ¢ ynorpedara Ha pHBapokcabaH ce chodilaBa
33 CEPHO3HM KOXHH PEaKlMH, BKIOYHTEIHO CHHAPOM Ha Stevens-Johnson/TokCHYHa enuepMalttHa
Hexponu3a U DRESS cunapom (8. Touka 4.8). M3rnexna, 4e mauMeHTUTE Ca HANIOKEHH HA HAH-TOJIM
PUCK OT T€3d peakLUHM B HAYAI0TO Ha TepanuaTa: B [IOBEUETO CIy4aH HAYAIOTO Ha peakuusTa ce
POABABA MPE3 MbPBUTE CEAMHULIK OT JeueHueTo. PuBapokcaban TpsabBa Na ce mpeyCTaHOBH MPH MbpBa
MOsIBa HAa TEXBK KOXeH 0OpuB (Hanp. pa3npocTPaHsABall Ce, MHTEH3UBEH W/ UK CBbP3aH ¢ 00pa3yBaHeTo
Ha MEXYPH) HJIH APYT NPHU3HAK HA CBPBXUYBCTBUTENHOCT, CBLP3aH C JIE3HH HA IHraBULIaTA.

HudopMalug 3a NOMOLEHWTE BELIECTBA

KaprarykcaH cbabpxka jgaktoza. [lanuedTy ¢ peaky HacaIeaCcTBEHH NpodieMH Ha HENOHOCHMOCT KbM
ranaKTo3a, MbJEH JaKTa3eH ACDULIMT KIIH [NIIOKO030-rajakTo3Ha Majiabcopouus He Tpsabsa aa rpyeMar
TOBA JIEKapCTBO.

To3u NeKapCTBEH NPOAYKT ChAbpika No-Manko ot | mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXe Ja ce
KaKe, 4e MPAKTHYECKH HE ChABbPIKA HATPHA.

4.5 B3anMoaecHcTBHE ¢ APYIrH 1eKAPCTBEHH NPORYKTH H Apyr# ¢dopmMu Ha BIaUMOAeHCcTBHE

O6xBaTbT Ha B3auMoAeicTBHATA NPH NTEANATPHYHATA NONYJALMA HE € U3BECTeH. JlOMynoCOUEeHUTE JaHHH
32 B3aMMOAEHCTBUSTA, MTONYUYEHH [IPH Bb3PACTHH, H TIpeaynpexaceHuaTa B touxka 4.4 Tpabsa 1a ce umar
[IpeABH NPH NEAHATPHYHATA MTOMYIALIHA.

Muxubutopu Ha CYP3A4 u P-gp

EnHoBpeMeHHOTO npunoxeHne Ha pusapoxcaban U kerokoHason (400 mg eAnH NbT JHEBHO) UITH
putoHaBup (600 mg aBa mbTH AHEBHO) BoAM 10 2,6 nbTH/2,5 nbTH no-BHcoka cpeaHa AUC Ha
puBapokcabaH u 1,7 nbTH/1,6 NbTH NO-BMCOKA CPEAHA Cnax CHC 3HAUUTENHO IOBHILIABAHE HA
dapmakogHHaAMHYHHATE edekTH, KOSTO MOXKE J1a IOBEAE A0 NOBHILEH PUCK OT KbpBeHe. [1o Ta3u npuuuHa
He ce npenopbuba ynorpebara Ha KapaaTtykcad npy NaUHEHTH, KOUTO MOYyUYaBaT EAHOBPEMEHHO
CUCTEMHO JICHEHHE C a30JI0BH aHTHMHUKOTHLIM KATO KETOKOHA30J1, HTPAKOHA30J1, BOPUKOHA30M Y
nocakoHaso, iH ¢ HIV-nporeaznu nuxuburopy. Tes3n akTUBHH BelliecTBa ¢a MOLIHH HHXUOUTOPH Ha
CYP3A4 n P-gp (BXk. Touka 4.4).

OuaxBa ce AKTHUBHH BELLECTBA, KOMTO CUJIHO UHXUOMpAT CaMO €IMH OT MbTHILATA HAa SIMMUHUpPAHE Ha
puBapokcaban unn CYP3A4 wnu P-gp na noBuuliar B Mo-Majka CTENEH M1a3MEHUTE KOHUEHTPALHH Ha
puBapokcabaH. Hanpumep, knapurpoMuuut (500 mg apa nbTH JHEBHO), KOHTO CE NIPHEMA 34 CHITEH
uuxuburop Ha CYP3 A4 u ymeped unxubutop Ha P-gp, Boan Ao noHinaeane Ha cpeasara AUC Ha
puBapokcabaH ¢ 1,5 mbTH ¥ Ha Chax — € 1,4 nbTH. B3aUMOAEHCTBHETO C KIAPHTPOMHLIMH BEPOSTHO HE €
KIWHAYHO 3HAMHUMO NPH MOBEYETO NALIMEHTH, HO MOXKE J1a ObJie NOTEHUHAIHO 3HAYHMO NPy
BUCOKOPHCKOBH MauueHTH. (3a nauneHTH ¢ 660peuno yspexaane: Bx. Touka 4.4).

Eputpomunid (500 mg Tpu nbTH AHEBHO), kKoiTo uHXUOKpa ymepeHo CYP3A4 u P-gp, soau no 1,3 nbTH
nosuilerue Ha cpeaHaTa AUC H Coax Ha puBapokcadaH. B3auMOACACTBHETO C EPUTPOMHLIMH BEPOSTHO

BUCOKOPHCKOBH ITAUHCHTH.
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[1pu nuua c neka crened Ha 6uOpevHo yBpexaaHe epuTpoMuLKH (300 mg TpH MbTH AHEBHO) BOAK 10 |,8-
KpaTHO nosHiaBaHe Ha cpeanarta AUC Ha puBapokcabaH y 1,6 mbTH noBuieHHe HA Cra B CPABHEHHE C
HHAWBUIM ¢ HOpMaHa 6b0peyuHa dyHxuus. [lpa muua ¢ ymepeHa crened Ha 6u0peuHo yBpexaane
epUTPOMHLKH € AoBen a0 2,0 nbTH nosuiueHue Ha cpepnata AUC Ha puBapokcabaH ¥ 1,6 nbTH
nouieHue Ha Crax B CPABHEHHE C HHAWBHAMK C HOpManHa ObOpeqHa QyHkuHsA. EQexTsT Ha
epUTPOMULIMH € ANUTHBEH KbM TO3M Ha 6bOpeyHOTO yBpexaaue (BK. Touka 4.4).

D nykoxason (400 mg enuH MbT AHEBHO), KOATO ce cmsATa 3a yMepeH HHxuOuTOp Ha CYP3A4, Boau 10
noBHiuasaHe ¢ 1,4 mbTH Ha cpeanata AUC Ha pupapoxcaban n 1,3 nbTH Ha cpeaHaTa Crax.
B3auMozelicTBHeTO ¢ (hIyKOHa301 BEPOSATHO He € KIMHUUHO 3HAUYUMO MPH MOBECYUETO NAUKMEHTH, HO MOXE
1a 6bae NoTeHHANHO 3HAYMMO TIPH BHCOKOPHCKOBM NAaLUeHTH. (32 nauueHTy ¢ 60peuHo yepexaaHe:
BXK. TO4Ka 4.4),

Kato ce uMaT npeBU OrpaHHYEHUTE KIHHHYHU JaHHH C JPOHEAAPOH, EAHOBPEMEHHOTO MPUJIONKEHHE C
puBapokcaban TpsadBa aa ce u3bdArea.

AHTHKOAryJaHTH

Caen kKoMOMHHPAHO NPHIOKEHHE HA eHOKcanapuH (eaHokpaTHa A03a oT 40 mg) u puBapokcadad
(ennokpaTHa J03a oT 10 mg) e nabmogaBaH aAuTUBEH eEeKT BLPXY aKTHBHOCTTA HA aHTH(AKTOp Xa, Oe3
HUKAKBH JOMBJIHUTENHH e(pEKTH N0 OTHOWEHHE HA KoarynaudoHHHTe TecToBe (PT, aPTT). EHokcanapud
He e MOBAKAN (hapMaKOKHHETHKATA Ha pUBapokcabaH.

[lopaau MOBHIIEHUS PUCK OT KbPBEHE € HEOOXOAHMO BHUMaHHE NPH NALLHEHTH, KOUTO Ca HA
eAHOBPEMEHHO JIEYEHHE C IPYTH aHTHKOAryJIaHTH (BX. TOUKH 4.3 1 4.4).

HCIIBC/uuxubutopyu Ha TpoMOOLIMTHATA arperauuns

He e Haba101aBaHO KNIHHHYHO 3HAYMMO yIbJDKABAHE HA BPEMETO HA KbPBEHE €€ €AHOBPEMEHHO
npuaoKeHue Ha pusBapokcabaH (15 mg) u 500 mg HanpokceH. BunpekH T0Ba € Bb3MOXHO 13 HMa
NaLUeHTH ¢ No-u3pa3eH papMakoJHHAMHUYEH OTIOBOD.

He ca abmoaaBaHi KIMHHYHO 3HAYHMH PAPMAKOKMHETHYHH HIM GapMaKOJAUHAMHYHU B3aUMOACHCTBUA
pH eIHOBPEMEHHO NpUNmkeHe Ha pusapokcaban v SO0 mg auernicanuiniIoBa KUCEIUHA.
Knaonuporpen (300 mg navyanHa x03a, nocneasada ot 75 mg noaibpixalia 103a) HE € noKa3al
dapMakOKMHETHYHO B3auMoaeicTere ¢ puBapokcabaH (15 mg), Ho e HaboAaBaHO 3HAYHMO YABIXKABAHE
Ha BPEMETO Ha KbpPBEHE NpH €4HA NoArpyna NauHeHTH, KOETO HE € KOPEIUPAIO C arperanusnta Ha
TpombounTHTE, HHBATa Ha P-cenexTuH uau GPIIb/1lla peuenTopure.

Heob6x0a41uMO0 € BHUMaHKE Npy NaLHEeHTH, KOUTO eHOBpeMeHHO ca JiekyBanu ¢ HCTIBC (ekniouutenHo
alleTHICAIMIMANIOBA KHCETUHA) H UHXUOUTOPH Ha TPOMDOUMTHATA arperalus, MOHEXe TE3H JEKapCTBEHH
MPOAYKTH OOMKHOBEHO MNOBHILABAT PUCKA OT KbpPBEHE (BX. TOUKa 4.4).

SSRI/SNRI
KakTo npu Apyrd aHTHKOAryjaHTH MOXE Aa ChIUECTBYBA Bb3MOXKHOCT MALMEHTHTE 4 Ca C MOBHILEH

PHCK OT KbpPBEHE B Cliy4ail Ha cbrbTcTBalla ynotpeda cbe SSRI unu SNRI nopaau edexra UM Bbpxy
TpOMOOUHTHTE, 32 KOHTO ce cbobulasa. [Ipn cbbTCTBALLA YNIOTPeDda B KIMHUUHATA NporpaMa ¢
pHBapokcabaH, BbB BCHUKHU I'PYNH Ha NCYEHHUE C& HabMoAaBa YHCIEHO MO-BUCOKE YECTOTA Ha roJiAM HITH
HEroNAM KNIHHUYHO 3HAYUM KPBHBOHI/IHB,

BapdapuH
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[IpeMHHaBaHETO OT NeueHue ¢ antaroHucTa Ha suramu K sapgapus (INR 2,0 1o 3,0) xem neuenne ¢
puBapokcabad (20 mg) wnu ot pusapokcaban (20 mg) xbm BapdaprH (INR 2,0 no 3,0) mosuiuasa
chOTHOLLEHHeTO npoTpoMOrHOBO BpeMe/INR (Heonnactuy) noseue 0T agMTHBHO (Bh3MOXHO € 1a C€
Habnionasar otaenuu croitHoctH Ha INR a0 12), nokato edextute no otHouieHue Ha aPTT,
HMHXHOMPAHETO HA aKTUBHOCTTA HA (DaKTOp Xa U MOTEHLHANA HA €HAOreHHUA TPOMOUH Ca aIUTHBHH.
[Ipu xenaHue 1a ce nacneasar papmakoJuHaMuyHuTe ekt Ha puBapokcabaH B nepHoaa Ha CMAHaTa
Ha TepanuaTa MOTAT J1a Ce H3MOM3BAT MOKA3aTeN KaTo akTUBHOCT Ha aHTH-(akTop Xa, PiICT u Heptest,
noHexe Te3M TECTOBE HE Ce MOBAUABAT OT BapdapuH. Ha yeTBbpTHA A€H caeh nocacaHaTa A03a
sapdapuH, Bcuuku nokasarein (Bxa. PT, aPTT, unxubupare Ha aktuBHOCTTa Ha (pakTop Xa u ETP)
OTpa3sBaT EJUHCTBEHO eexTa Ha puBapokcadaH.

[Tpu xenaHue na ce u3caeaBaT papMakoguHaMHYHUTE €PEKTH Ha BApdapuH B MepHOa HA CMSAHA Ha
TepandsaTa MoXe 1a ce u3non3sa namepsadeTo Ha INR npH Ciougn Ha pBapokcabat (24 yaca cnen
NpeAXOAHUS NPUEM Ha puBapoKkcabaH), Thil KaTo TO3W NoKa3aTel Ce NMOBIUABA B MUHHMAJIHA CTEMEH OT
puBapokcabaH B Ta3u BPEMEBA TOUKA.

He ¢ HaOmoaaBaHo (papMakOKHHETHYHO B3aUMOACHCTBHE MEXAY BapapuH U puBapokcadaH.

Unaykropu Ha CYP3A4

EAHOBpEMEHOTO NpUROXKEHHE Ha pHBapokcabad H MolHUA HHAYKTOP HA CYP3A4 pudamnuunn Boan ao
okoJio 50% nonuxasaHe Ha cpegHata AUC 3a pusapokcabaH ¢ yCnopeaHo HaMaIsBaHe Ha
dapmakoanHaMuuHuTe My edpekt. EqHoBpeMenHaTa ynotpeba Ha puBapokcabaH ¢ Jpyru MOLUHH
uHaykropu Ha CYP3A4 (nanp. denntoun, kapbamaszenux, penodapbuTan UM XbIT KAHTAPUOH
(Hypericum perforatum)) cbl0 MOXE Aa JOBEAE JO HaMAEHH MJIa3MEHH KOHLIEHTPALIHH HA
puBapokcabaH. 3aToBa TpsAORa aa ce U30ArBa €AHOBPEMEHHOTO MpHJIaraHe Ha MOLIHH MHIYKTOPH Ha
CYP3A4, ocBeH ako MaLueHTbT He Ce ClIeIH BHUMATENHO 3a fene3u ¥ CUMIITOMHK Ha TpoMbo3a.

Hpyry CbNBbTCTBALLM TEPANKH

He ca HabmoaaBaHy KIMHHYHO 3HAYUMH (PapMaKOKHHETHUHH UK (papMaKOAUHAMHYHM B3aUMOACHCTBUA
NpH eAHOBPEMEHHO NPUIMKEHHe HA puBapokcaban U muaazonam (cyobcrpar Ha CYP3A4), nurokcuH
(cyGcrpar Ha P-gp), atopBactatuH (cy6crpar Ha CYP3A4 v P-gp) uan omenpason (MHXHOHUTOp Ha
MpOTOHHATa nomna). PuBapokcaban HUTO HHXUOUPA, HUTO HHAYLMPA HAKOA OT OCHOBHHTE H30(OPMH Ha
CYP, nanpumep CYP3A4.

JlabopaTopHHU NMokazaTeu
Koarynaunonnure napametpu (Hanp. PT, aPTT, HepTest) ce noBausBaT cnopen ovakBaHHATA C Orjie/] Ha
MeXaHH3Ma Ha JielicTBHe Ha puBapoxcaban (Bx. Touka 3.1).

4.6 @epTHAHTET, OPEMEHHOCT H KhbpMEHEe

bpeMeHHOCT
BesonacHocTTa M eprKacHOCTTA Ha puBapokcabaH Mpu GPEMEHHH XEHH HE €A YCTAHOBEHH.
[Tpoy4BaHHATA PH XXHBOTHH MOKA3BAT PpENPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [Topanu
[MOTEHUHAIHATA PENpPOAYKTHBHA TOKCHUHOCT, TPUCHIUMSA PHCK OT KbPBEHE H JaHHUTE, NOKA3BaLLH, He
puBapokcaOaH MpeMuHaBa Npe3 nuaueHTara, KapaaTykcaH e NpoTHBOMOKA&3aH 110 BpeMe Ha OpeMeHHoCT
(Bx. TOuKa 4.3).

Kenute ¢ geTepoacH noTeHMaI TpAOBA na n36Arear 1a 3abpeMEHABAT MO BPEME HA JIEYEHHETO ¢
puBapokcabaH.
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KbpMeHe

BesonacHocTTa H edHKaCHOCTTA Ha puBapokcabaH npu KbPMELIH XKEHH HE Ca ycTaHOBeHH. [IpoyuBaHudTa
[pH >XHBOTHM 0Ka3BaT, Ye puBapokcalau ce cekpeTupa B MiskoTo. [1o Ta3zu npHykHa KapaarykcaH ¢
MPOTHBONOKA3aH B NepHoja Ha KbpMeHre (Bxk. Touka 4.3). Tpabsa Ja ce B3eMe pEIEHUE naNu Ja ce
NpeyCTAHOBY KbPMEHETO WM Aa CE NPEYCTAaHOBH/Ja HE Ce MIPUJIOKH TepanuaTa.

QepTUIHTET

He ca npoBexJaHH KOHKPETHH NPOyUYBaHKs ¢ puBapokcabaH Npyu Xopa 3a OLeHKa Ha eeKTHTe Mo
OTHOLLUEHHE Ha depTUaHTeTa. [IpH eAHO NpoyyuBaHe NO OTHOUICHHE HA QEPTHIIMTETA IIPH MBKKH H
JKEHCKH MIbXOBE He ca Habnoaasany edexry (BxK. Touka 5.3).

4.7 EdekTn Bbpxy cnocobHocTTa 32 I1opupaste H paboTa ¢ MAIIHHHU

Pusapokcaban NoBIsBa B MaJIKa CTENEH CIIOCOOHOCTTA 32 wodnpaHe 1 pabota ¢ mawvun. Mma
chOOLLEHHS 32 HEXeNaHH peaKlMH, KaTO CHHKON (4eCTOTa: HEYECTH) H 3aMasgHOCT (YECTOTa: YECTH) (BXK.

Touka 4.8).
[TauMeHTHTE, OpH KOUTO Ce PA3BHAT TE3W HEKEJIAHM peakiiuu, He Tpsadsa aa wodupar vy paboTaT ¢

MAILIIHHHA.

4.8 HexenaHu JJeKAPCTBEHH PeaxKHH

Pesiome Ha npoduna Ha He3onacHocT

BeszonacHocTTa Ha puBapokcabaH e npoyyeHa B TPUHAAECET OCHOBHH npoyuBaHus ¢asa Il (Bx. Tabnnua

1).

06110 69 608 BB3pacTHH HalUKUEHTH B AeBETHaOECET mpoyyuBaHus (asa Il u 488 negnaTpuyunu nauueHTH B
ase npoyuBanus Ppasa [l u ase npoyusanus Paza Il ca ¢ excro3uuus Ha pusapokcadaH.

Tabauna 1: bBpoii npoyuenn nanHeHTH, 00LIA JHEBHA 1038 H MAKCHMAJIHA MPOALKHTEJIHOCT HA
JIeIeHHETO NPH NPOYUBAHHA NPH BL3PACTHH H NIEAHATPHUHH NARHEHTH ¢a3a 111

Mokazanue bpoi O0uwa 1HeBHA 1034 MakcHMAIHA
NAKHEHTH™ NPOABL/DKHTEIHOCT
Ha JIeYEHHETO

[Ipodnnaxrtiika Ha BEHO3EH 6 097 10 mg 39 aHu
tpomboeMbonuseM (BTE) npu
Bb3PACTHH MALMEHTH,
MOANOXKEHH Ha NNAHOBO CTABHO
NpoTe3upane Ha TazobeqpeHara
HJIM HA KOJISHHATA CTaBa

[Ipodunaktuka Ha BTE npu 3 997 10 mg 39 n1HH
HEXUPYPrHYHH NALHEHTH

Jleyenue Ha pAOOKA BEHO3HA 6 790 Hen 1-21: 30 mg 21 mecerna
Tpombo3a (JIBT), 6enoapoben Hew 22 v cnen ToBa: 20 mg

em00n3bM (bE) H Cnen Haki-Manko 6 mecena:
npoduIaKTHKa Ha PELIMIHBH 10 mg uan 20 mg

Jleuenue Ha BTE u 329 Ho03a, kopurupana cnopea
npo¢uUIaKTHKA HA PELIMIHBH HA TEJICCHOTO TEerno, 3a

BTLE npu HOBOpOAEHH Ha NOCTUTEAHE HA €KCMO3HLIHA

TEpPMHHA Y Aella Ha Bb3pacT No/j KaTo Ta3u, HabnrojaeaHa
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18 ropMHH cnea 3anoyBaHe Ha NpH Bb3PAaCTHH, JIEKYBaHH
CTaHAAPTHO AHTUKOAry1aHTHO 3a JIBT ¢ 20 mg
neYyeHue. pUBapOKCcabaH €UH MbT
OHEBHO
[TpodunakTHKa HA UHCYNIT Y 7750 20 mg 41 meceua
cHcTeMHa emMBoaus npy
MALMUEHTH C HEKNANHO
NpeACLPAHO MbXK/ACHE
[[podunakTrka Ha 10 223 S mg unn 10 mg 31 meceua
aTepoTPOMOOTHYHU CHOMTUSA NPH CbOTBETHO, [TPUJTOIKEHH
MaLUEHTH CNEN OCTLP KOPOHAPEH COHOBPEMEHHO HUJIH 3a€HO
cuugpom OKC ¢ ACK, uau ¢ ACK nmoc
KITOMUAOTPEN UK
THKNOMUAMUH
[IpogunaxkTika Ha 18 244 5 mg, NPHIOKEHH 47 meceua
aTepoTpoMOOTHUYHH CEONTHA NpH eaHoBpeMeHHO ¢ ACK uan
nauueHTH ¢ KAB/TIAD 10 mg caMoCTOATENHO
3256** 5 mg, npunokeHu 42 mecena
eaHoepeMmeHHo ¢ ACK

* [MTaueHTH, KOMTO ca OMIH €KCMOHKPAHM Ha MOHE eAHa 103a puBapokcadbaH

** Or npoyuBanero VOYAGER PAD

Haf-yecTo chOOLIABAHUTE HEXKENAHH peaKLMU IPU AALKEHTH, KOMTO NOJy4yaBaT pMBapokcadaH, ca Oniu
xeMoparuu (Bx. Touka 4.4 u ,,Onucanve Ha u3dpaHy HexenaHu peakuuu* no-gomny) (Tabnuua 2). Haii-
yecTOo ChOOLIABAHUTE XEeMODaruM ¢a enuctakcuc (4,5%) v KupBeHe B CTOMAIUHO-YPEBHUS TPakT (3,8%).

Tabnuna 2;: YecTora Ha cLONTHATA HA KbPBEHE™ M AHEMHS NPH NALMEHTH C eKCNO3KUUA HA
pHBapoxkcalbaH B 3aBLPUIH/IHTE NPOYYBAHHA MPH BL3PACTHH H NeAHATPHYHY namHeHTH ¢a3a 111

IlokazaHue BeskaxbB THI KbpPBEHe AHEMHSA

[IpodunakTiKa HA BEHO3EH 6,8% OT nauueHTUTE 5,9% ot nauuedTUTE
TpoMboemO0an3bLM (BTE) npu
Bb3PACTHU MALUEHTH, MOATOKEHH
Ha MJIAHOBO CTABHO NPOTE3UpaHe
Ha TazobeapeHaTa UM Ha

KONsSHHATa CTaBa

[lpodunaktuka na BTE npu 12,6% OT nawuUeHTUTE 2,1% OT nauMeHTUTE

HEXHDYPIHUYHH NALUHEHTH

Jleuenue Ha JIBT, BE u 23% OT NauKeHTHTE 1,6% oT nauueHTHTE
npodUNaKTHKA Ha pEUHAHBH

Jleuenne Ha BTE n npodunaxkruka | 39,5% ot nauueHTure 4,6% OT nauuMeHTUuTe

Ha peuuausu Ha BTE npu
HOBOPOJCHHM HA TEPMHHA N Aella
Ha Bb3pacT noj 18 roauHu cnen
3a[10YBAHE HA CTAHAAPTHO
AHTHKOATYJIRHTHO JICYEHHE.
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[IpodunakTHka HA HHCYNT U 28 na 100 naunentTorogunu | 2,5 va 100 nauueHTOrOAHHHM
cHcTeMHya eMO0IHs NPHU NALIMEHTH
C HEKNAMHO NPeAChPAHO MBXKIECHE

[IpodunaxTuka Ha 22 na 100 naunenroroguin | 1,4 Ha 100 nauHEHTOroANHM
aTepoTpoMOOTHUHH CBOUTHUA TTPH
nauueHTH caeg OKC

[TpounakTHka Ha 6,7 na 100 naunentoroannu | 0,135 na 100 naumentoroaguHu™**
aTepoTpOMOOTUUHY CHLOUTHA NTPH
NaUMEHTH C KAB/TIAB 8,33 Ha 100 0,74 Ha 100

HauHBHTOFO.IIHHH# nauHeHToronHHH***#

* BcHukm ¢HOMTHA Ha KbPBEHE OT BCHYKHM NPOYYBaHUA ¢ puBapokcabaH ca cuOpaHH, NOKAABAHN H OLUEHCHH.

** B npoyuBaneTro COMPASS ce Habmogapa HUCKA 4eCTOTa Ha aHEMMA, Thil KAaTO € MPHII0KEH CENEKTHBEH
noaxod 3a chOupaHe Ha HexenaHu CLOHUTHA.

*** [TpnnoxeH € ceNneKTUBEH Noaxoj 3a ¢cbOupaHe HexcenaHu ceOUTHA

# Ot npoyuBanero VOYAGER PAD

CnHchbK Ha HEXENAHU PeakUuMH B Ta01YyeH BUA
YecTOTHTE HA HEXENAHHUTE PEaKLHH, CBbP3aHH ¢ puBapokcabaH, npH Bb3pacTHHU U NEAHATPHUHH

nauMeHTH ca 0000uenu B Tabanua 3 no-a0ny no CUCTEMHO-0oprasHy knacose (1o MedDRA) v no
4ecToTA.

B 3aBHCHMOCT OT YE€CTOTATA TE¢ C€ ONPEACHAT KaTo:

MHoro yecti (= 1/10)

yectv (= 1/100 g0 < 1/10)

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

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

MHoro peaku (< 1/10 000)

C HEH3BECTHA YECTOTA (OT HANIMYHUTE AaHHH HE MOXe 1a Obje HanpaseHa OleHKa)

Tabnuua 3: BcHUKH HeXeTaHH PeaKUHH, CbO0LIEHH NPH Bb3PACTHH NAUHEHTH B KIHHHYHH
npoyuBanus ¢a3za III uin npu nocrmapkeTuurosa ynorpeda* 1 B 1se npoyusanus ¢asa Il u ase
npoyusanus ¢ga3a I1I npu neaMaTpHYHH NALHEHTH

YecTn HeuecTH Peaxu MHoro peakH C HeH3BecTHa
qecToTa

HapyillieHHSl HA KPBBTA H JUMPHATA CHCTEMA

AHeMHs (BKIL. TpombouunTo3a
CbOTBETHH (BKJ1. MOBHILIABAHE
nabopaToOpHH Ha Opos Ha
napaMeTpH) TpoMbouHTHTE),
TPOMOOUMTONECHUSA

HapyuieHHs Ha HMYHHATA CHCTEMA

Anepruyna AHapUIaKTHUHH
peakuu, peaKLuy,
anepru4eH BKJIKOMHTEIHO
JEPMATHT, aHa(PUIaKTHYEH
AHTHOEAEM H [LIOK

aiepruydeH OTOK
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YecetH HeuecTH Peaxn Muoro peaks C nen3BecTHA
4YecToTA
HapyiueHusi HA HEPBHATA CHCTEMA
3aMasiHOCT, Mo3BueH U
riasoboine BLTpeYepercH
KPBHBOH3/IUB,
CUHKON
Hapyluenusn Ha O4HTE
QueH
KPbBOH3/IHB
(BKN.
KOHIOHKTHBA/EH
KPbBOH3/IMB)
CupaeyHH HApYLIEHHA
Taxuxkapaus
CbaoBH HAPYLUEHHUA
XHUNOTOHHA,
XEMATOM
PecnHpaTOpHM, IPLAHH ¥ MEAHACTHHAJIHH HAPYWEHHSA
Enncrakcuc, EosuHoduHa
XEMOIMTH3UC MHEBMOHUS

CToMaUIHO-YPEeBHH HAPYLIEHHS

Kupseue ot CyxoTa B ycTara
BEHLIUTE,
CTOMALLHO-
YpeBHUA TPAKT
(BKJ1. pEKTaNHO
KbpBEHE),
CTOMALIHO-
YpEBHHU U
abJOMHHAIHH
bonku,
AHCOENCU,
raacHe, sanek?,
adapus,
nospbulaHe”

XenaToOHIHAPDHH HAPYIIECHHS

[loBuiuaBaHe Ha | UepHoApoOHO HKnareHuua,

TPaHCAMMHAIUTE | YBPEXKAAHE, MOBUIICHH
[MOBKLLEH CTOMHOCTH Ha
OuanpyOuH, KOHIOTrMpaHus
MOBHILEHA OMAUpYOHH (ChC
anKajiHa uny 6es
¢pocdarasa B €IHOBPEMEHHO
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YecTH HeuecTH Peaxu Muoro peaxn C HeH3BecTHA
YeCcTOoTA
KpbBTa®, NOBHXILABAHE Ha
nopdwena GGT* | ALT),
X0J1eCTasa,
XernaTuT
(BKNKOUYHUTETHO
XernaTrouenynapHo
YBPEXKAAHE)
HapyineHnsi HA KOXKaTa H NOAKOXHATA ThKAaH
Copbex (BK. Yprukapus CuHapoMm HA
HEYeCTH CJyyau Stevens-
HA Johnson/TokcuuHa
reHepaiu3vpan enuaepManHa
cxpbex), odpus, HEKPONH3a,
EKXUMO3H, DRESS cunapom
KOXHH U
MOJAKOMKHH
KPbBOH3/IMBH
Hapymennst HaA MYCKYJIHO-CKE/JIETHATA CHCTEMA H Che/IHHHTEIHATA ThKAH
bonka B XemapTpo3a KpbBOU3JiKB B KoMnapTMeHT
kpaluuuute” MYCKY Nl CUHAPOM B
pe3y.iTaT Ha
KbpBEHE
Hapymenns na 6n0peuauTe H NHKOYHHTE MhTHILA
KnpBexe ot bubpeuna
YPOTCHUTANHHUSA HEAOCTATbYHOCT/
TPakT (BKJI. octpa 0LOpeuHa
XeMaTypHs H HeAOCTATbYHOCT
MeHoparusa®), B PE3YJITAT Ha
O61L0peyHo KbPBEHE,
yBpEKAaHe (BKIL. JOCTaTb4Ha Ja
MOBHLIEHUE Ha npeau3BHKA
KpeaTHHHHA H xunonepdysns,
MOBHUICHHE HA Hedponarus,
ypesTa B KPbBTA) CBBbp3aHa ¢
aHTHKOAryJIaHTH

O6me HApymieRHA ¥ ePeKTH Ha MACTOTO HA NPHJIOKEHHE

[IoBuIIEHA
TeMneparypa’,
nepudepeH OToK,
MOHUXeHa obLa
cuia U
CHEPrU4YHOCT
(BKJ1. yMOpa 4
ACTEHHA)

Hepa3nonoxeHue
(BKJ1.
NPUNOILIABAHE)

Jlokanu3upaH
otok®

HiclieaBaHHA

I[Tosuiuena LDHA,
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HecTH HeuectH Peaks Muoro peaxu C Hen3BecTHA
4eCcTOTA
MOBHLLIEHA
numnasa’®,
MOBHLLIEHA
amunasa’
HapausBanus, OTpaBSHHA H YCJIOKHEHHS], BbJHHKHAJIM B PE3YITAT HA HHTEPBEHIHH
KbpBene cnea CobaoBa
HSIKAKBa [lceBnoanespuima®
npoueaypa (BKII.
MOCTONCPaTHBHA
aHEMHSA H
KbPBEHE OT
paHa), KOHTY3H4,
CeKpeL s OT
paHu®

A: Habmogasanu npu npodunaktika Ha BTE npy BB3pacTHH MaUMEHTH, NOANOKEHH HA TJIAHOBO CTABHO
npoTe3upaHe Ha TazodeapeHaTa KK KONAHHATA CTaBa

b: Habmonasauu npu neuenue Ha JIBT, BE unu npodunakTyka Ha peLlMAWBH, KATO MHOIO YECTH MPH XEHH
<535 rOAUHH

B: HabnmonaBaHK KaTo HEYECTH NPH NPOPATAKTHKA Ha aTepOTpOMOOTHUHM chOUTHA NpHU naureHTH cnea OKC
(cnen nepxkyTaHHa KOpoHapHa HHTEPBEHUMA)

*: [IpunoxkeH e NpeaBapHTENHO ONPEAENEH CeleKTUBEH NOAX0A 3a chbOHpaHe Ha Hexenanu cbbuTua B u3dpanu
npoy4eanua ¢aza 1. Yectorata Ha HEXENAHHUTE peakLIMM HE € YBEIHYEHA U HE € YCTAHOBEHA HOBa HEXKETaHa
peaklUys CAE aHalIH3 HA Te3H MPOYUBAHHSA.

Onucanue Ha U3OpaHu HEXKEJIAHU PEaKLIHK
[Mopaau dapMakoNOrHYHUA My MEXAHU3BLM Ha aedCTBHE, yioTpebaTa Ha puBapokcaban Moxe 1a Obae
CBbpP3aHa C [MOBULICH PUCK 3@ OKYJTHO MK ABHO KbPBEHE OT BCAKA ThKaH HJIM OPraH, KoeTo Ou Morio na
JI0BeJe A0 nocTxeMoparvyHa aHeMus. [Ipu3HauuTe, CHMOTOMUTE H TEXECTTA (BKJIFOUYHTETHO JIETAIEH
M3X0A) LLE 3aBHCAT OT JIOKAJIH3ALIUATA H CTENEHTA UK 0OEMa Ha KbPBEHETO YU/MITH aHEMHUSATA. (BXK. TOUKA
4.9 . INoBexeHue npu KbpaeHe"). B KIMHUYHHTE NPOYUYBAHUS JTUraBUUHO KbPBEHE (T.€. OT HOCA, BEHUMTE,
CTOMALLHO-YPEBHHA TPAKT, MHKOYQ-NOI0BUA TPAKT, BKIIOYKHTEIHO a0HOPMHO BaruHaj HO U/ YBEJIHYEHO
MEHCTPYaJIHO KbPBEHE) K aHeMH$ ce HabMIOAABAT MO-YECTO NPH JBLITOCPOUHO JieUeHHE ¢ pHBapokcadbaH B
cpaBHeHue ¢ evyeHne ¢ ABK. 1o Tasn npuynHa, B JONBIHEHHE KbM aIEKBATHOTO KIIMHHYHO
HabnoaeHMe, 1abopaTopHO H3CIeABaHe HA XeMOrnioOuHa/xemaTokpHTa O Morno aa 6be oT nosI3a 3a
OTKPMBAHE Ha OKYJITHO KbPBEHE H 32 ONpPEAENSHE Ha KJIIHHUYHATA 3HAYHMMOCT Ha ABHO KbPBEHE, MO
npeueHKa cnopes ciry4yas. BbaMoxXHO € pUcKbT OT KbpBEHE a ObJe NOBUUIEH NMPH ONPEAEICHH IPYIIH
MalUEHTH, HAMPHUMED NALMEHTH ¢ HEKOHTPOIHPAHA TEXKKA apTEpHallHA XUNEPTOHUSA U/UIH Ha
CBI'BTCTBAILIA TEPAMHS, KOATO MOBIXABA XeMocTa3aTta (Bx. Touka 4.4 ,,Puck o1 xemoparus™). BbamMoxuo €
MEHCTPYaJHOTO KbPBEHE & € MTO-CHJIHO W/HUJIY MO-NIPOAB/DKUTENHO. XeMOpardyHUTE YCIOXKHEHUS MoraT
1a ¢e MpOofABAT KATO ¢abocT, 61eAHOCT, 3aMagHOCT, I1ABOOOIHE HITH HEODACHHUMH OTOUM, AUCIIHES H
HeobsicHuM Wok. KaTo pesynTat OT aHEMHATA B HAKOH Cydau ca HabumiojaBaHy CHMIITOMM Ha ChpAEYHA
HCXEMHKSA, KaTo 00JIKa B TbPAXTE HIIM CTEHOKAPAHUAL.

Mma choblueHns 3a M3BECTHH YCIOXKHEHNA B PE3YNTAT Ha TEXKKO KbPBEHE, KaTO KOMMAPTMEHT
OLOpeuHa HeAOCTATHYHOCT B pe3yATaT Ha xunonepdysus, HiK HedponaTus, CBbp3aHa ¢
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AHTHKOATyJIaHTH, PH H3No3BaHe Ha puBapokcabaH. [To Tasyu mpuyMHa BEPOATHOCTTA OT KbPBEHE TPAOBA
Ia ce UMa NPpEeABU NPH NPEUSHKATA HA ChbCTOSHHETO Ha BCEKH NALUEHT, KOHTO € NOAJIOKEH Ha
AHTHKOArYJIGHTHO NICUCHHUE.

[lenuaTpH4Ha NONyJIAUHUA

Jeyenue na BTE u npogunaxmuxa na peyuousu na BTE

Ouenkara Ha 6e30MacHOCTTa PH AcLa U IOHOLKM € Da3upaHa Ha JaHHHTE OTHOCHO H€30nacHOCTTa OT JBE
OTKPHTH aKTMBHO KOHTPONMPAHH MpoyuBaHus ¢asa II v eaHo - ¢aza Il npyu neguaTpyyHy naumeHTH OT
paxkaaHeTo A0 Bb3pacT noj | 8 roaunu. OTKpUTHATA, CBBbP3aHH ¢ H€30MacHOCTTA, B IOBEYETO CAYUAH Ca
nofgobHM Mexay puBapoxcabaH ¥ KoMnapaTopa Mnpu paziHyHUTE NeAHaTPHYHU Bb3PacToBU rpynu. Obwwo
npoduIbT Ha GesonacHocT npu 412-Te feua K IOHOMIH, JEKYBaHH C puBapokcabaH, € moaobex Ha TO3H,
Habn104aBaH MPH Bb3pacTHATa NOMYNALUA U CbBMECTHM IIPH Bb3PACTOBUTE NOAIPYNH, BLIIPEKH Y€
OUEHKATa € OTPaHUUEHA OT MaNKus Opoil NauneHTH.

[Ipn neguaTpUYHKTE MALHEHTH, rNaBobonue (MHOro uecTH, 16,7%), noByilieHa TeMnepaTypa (MHOTO
yectu, 11,7%), enucrakcuc (MHoro vecty, 11,2%), nospsmane (Muoro dectu, 10,7%), Taxukapaus
(uectH, 1,5%), noBuiaBaHe Ha Sunupybuna (vecty, 1,5%) 1 MOBULIEH KOHIOTUPAH OUAHPYOHH (HeUecTH,
0,7%) ca cbOOLIaBAHHU MO-YECTO B CpaBHEHHE C Bb3pacTHUTE. CbBMECTHMA C Bb3PAacTHATA 0Ny 1aLus
MeHoparua € HabmonaBaHa npH 6,6% (4ecTH) OT FOHOWUTE OT KEHCKH MOJ Clle]l MEHapXe.
TpombouuTONEeHKATA, KAKTO € HabM0AaBaHO NO BpeMe Ha NOCTMAPKETHHIOBHS OTIMT NPH Bh3pacTHaTa
nmomynauus, € yecta (4,6%) npu nefHaTpHUHUTE KIMHUYHH NTPOYUBaHHA. HexenaHnTe nekapcTBeHH
peakiH{ NPH NEAHATPHUHHUTE NALUEHTH ca MPEAMMHO NEKH 10 YMEPEHH MO TEXKECT.

CnobliaBaHe Ha NORO3HPAHU HEXENAHH PeaKLUH
Cuo6iasaHeTo Ha NOAO3IMPAHH HEXETaHH peakLMK ciell paspetuaBaHe 3a ynotpeba Ha JIEKapCTBEHH S

MPOAYKT € BaxXHO. ToBa Mo3B0/1sABa A3 NPOAb/IXKH HaONIOAEHHETO HA CLOTHOLUEHHETO MOJ3A/PUCK 3a
nexapcTBeHHUs npoaykr. OT MeAHUMHCKUTE CMELMATHCTH Ce U3MCKBA Aa ChoOLaBaT BCsKa NOA03HpaHa
HeXeslaHa peakilMa upe3 HallMOHAHA CHCTEMa 34 ¢chobLiaBane kbM ManbanuTendara areHuus no
naexkapcTara, ya. ., Jdamsu ['pyes” Neo 8, 1303 Codus, ten.: +35928903417, yebeaiT: www.bda.bg.

4.9 Ilpenozupane

[1pu Bb3pacTHH, MMa CLODBILIEHNUS 38 PeaKHU Caydan Ha npeao3upaxe ao 1 960 mg. B cnyuaii Ha
npeao3npaHe, nauueHTsT TpsibBa aa Objae Habno1aBaH BHUMATEIHO 34 YCIIOXKHEHHS, CBbP3aHK C
KbPBEHE, WM JPYTU HeXeNnaHu peakuuu (BxK. Touka ,[loBenetne npu kepeeHe™). Mma orpaHuyens
HAJTMUHM AadHHd npy aeua. [Topaau orpasuueHara abcopbuus ce ouaksa edekT Ha HacHilaHe 6e3
JIOMTBJIHUTENIHO NOBHLIABAHE HA CPEHATA M1a3MEHA EKCIIO3ULIUS TPU CyTpaTepaneBTUHYHH 103U
pusapokcadbaH ot 50 mg uny no-BUCOKH NpH BLE3PACTHH, 00aue JUNCBAT XaHHH IPH CyIpaTepanesTHYHH
1034 Mpy Aeua.

CoiuecTByBa cneundHUeH aHTaroHUCT (aHaekcaHeT anda) 3a oOpbinane Ha papMakoAMHAMUYMHUSA edeKT
HA puBapoKkcabaH pu BE3PACTHH, HO HE € YCTAHOBEHO NPH AeuUa (BXK. KpaTKaTa XapaKTEPHCTHKA Ha
POAYKTa, ChbAbPKALL aHJAEKCaHeT ajida).

B cnyyau Ha npejo3dpane Ha puapokcabaH MOxe a ce uma NnpeaBya U3MON3BAHETO Ha AKTHBEH BbIJIeH
3a HaMaJIABaHe Ha abcopbuusTa.

[loBeieHHE MPH KbDPBEHE
AKO MpH MaUHEHT Ha JleueHne ¢ puBapokcadbaH ce pa3BHEe CBbP3aHO C KbPBEHE YCNOKHE

npHeM Ha puBapokcabaH TpaOBa fa ce OTNOXH MY NIeYeHHeTo TpadBa na ce npekparTy
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HeobxoanMo. PusapoxcabaH 1Ma MmonyXuBOT OT 0Kono 5 Ao 13 yaca npy BB3pacTHHU. [10ayXHBOTHT Npy
Ieua, M3YUCIEeH ¢ U3Noa3BaHe Ha nonylalHoHHH papMakokiHeTHuHHd (PK) noaxoau 3a MojenupaHe, €
Mno-KpaThK (BXK. Touka 5.2). [TopeaeHueTo TpsOBa Aa € HHAHBUAYAIH3HPAHO B 3aBHCHMOCT OT TEXKECTTA M
JIOKAJIH3AIMATA Ha KPbBOH3NKBA. MoOXKe Ja ce H3Mon3Ba NOAXOAALLC CHMIITOMATHYHO IEYEHHE, KaTO
HAMp. MEXaHUYHA KOMMpPeCcHs (Hamnp. NpH TeXbK eNUCTAKCUC), XHPYPrHuHa XEMOCTa3a ¢ MPOUEAYPH 34
yCTAHOBSBAHE Ha KOHTPOJI HaJl KbPBEHETO, 3aMEeCTBAHE Ha 00EMa U MEPKH 33 NOAABLPKAHE Ha
XeMOJWHAMHUKATA, TIpeJIiBaHe Ha KPbBHU MPOAYKTH (EpUTPOLIMTEH KOHLEHTPAT HJTH NPACHO 3aMpa3eHa
[1a3Ma B 3aBUCHMOCT OT aCOLMHPAHATa aHEMHS UIIKH KOAry/1ONaTHs) Hid TpOMOOLUTH.

AKO KbpBEHETO He MOXe Ja 6bjie 0BIaASHO C rOpeloCOUCHUTE MEPKH, TPAOBA a ce 0OCHAH MPHIAraHeTo
WK Ha cnenudHuHO HeyTpanu3upalllo CPEACTBO 32 HHXUOUTOP Ha daxTop Xa (aHaekcaHeT anga), KOETO
AHTAroHu3upa GapMaKoJHHAMHUYHUA €(DEKT HA pUBApPOKCca0aH, KU Ha cieUH(HYHO IPOKOATYJIAHTHO
CpelCTBO, KaTo KOHLiEeHTpaT Ha npoTpoMOrWHOBHA koMruieke (KITTK), akTuBrpan koHUEHTpAT Ha
nporpomOrHoBHA KoMIieke (AKIITK) unn pexomOunanten gaxrop Vila (r-FVIla). Kem MomenTa obaye
KIHHUYHUAT ONUT OT MPUJIAraHETO HA Te3H JIEKAPCTBEHU MMPOAYKTH NPH BB3PACTHH H AeLa, NOJy4aBaly
puBapoxcabaH, € MHOTro orpaHuucH. [IpenopbKata ce 0OCHOBaBa ¥ Ha OTPaHHYCHH HEKIMHHUYHH JIAHHH.
Mosxe aa ce 0OMHMCIIN MOBTOPHOTO Mpunarake Ha pekoMOWHaHTEH ¢akTop Vila u nosara tpabsa na ce
THTPHpA B 3aBUCHMOCT OT HAMAIABAHETO HA KbpBEHETO. B 3aBHCHMOCT OT BL3MOXHOCTTE HA MACTO, B
CIyyaH Ha MaCMBHO KbpBeHe, TpsbBa fa ce OOMUCITH KOHCYITALUA CbC CNELHANUCT MO KOarynauMOHHH
HapylieHus (Bx. Touka 5.1).

He ce ouakBa npotaMuH cyadar H BUTaMKUH K 12 NOBIHMSBAT aHTHKOAryJIAHTHAaTa aKTUBHOCT Ha
puBapokcabad. ONHTLT C TPAHEKCAMOBA KHCEJIHHA € OTPaHHYEH H IMNCBA TAKbB ¢ AMHHOKAaNpPOHOBA
KUCENMHa U AlTPOTHHHH MPH Bb3pacTHH, Noayyasaniu pusapokcabau. Hama onut ot ynorpebara Ha Te3n
CpeACTBa NpH Aella, nonyyaBanid pusapokcaban. Hama HUTO HayyHH Aoka3zaTencTsa 3a ONaronpHATHO
MOBNHUABAHE, HUTO OMUT OT U3NOJA3BAHETO Ha CUCTEMHUS XEMOCTATUK AE3MONPECHH NPU MALUEHTH,
nonyuyasaiy puapokcaban. [lopaau Bucokara cTeneH Ha CBbp3saHe C NIa3MEHUTE NPOTEHHH HE ce
oyakBa puBapokcaban na moxe aa ObJe OTACNEH ype3 Juanusa.

5. @GOAPMAKOJOIMYHHU CBOHUCTBA

5.1 <PapMaKOANHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTHTPOMOO3HY CpeaCTBa, AUPEKTHH HHXUOUTODH Ha pakTop Xa, ATC
koA: BO1AFO!

Mexasu3bM Ha AEHCTBHE

PuBapokcafbaH e BACOKOCENEKTHBEH JUPEKTEH HHXHOUTOP Ha (akTop Xa ¢ nepopaina OMOHAIHUYHOCT.
MuxnbupaneTo Ha dakTop Xa npekbCBa BbTPEILHMSA U BbHLLUEH ITbT HA KOArylallHOHHATA Kackana, KOeTo
HHXHOHpa kaxTo PopmHupaHeTo Ha TPOMOUH, Taka ¥ 0OpasyBaHeTo Ha TpoMOH. PuBapokcaban He
HMHXUOHpa TpoMOuHa (aktusupaH Ppakrop I1) u He ca HabmoaaBaHy edeKTH BbPXY TPOMOOLIMTHTE.

PapMakoAHHAMUYHHU ePEeKTH
[Ipu xopa e HabnaoAaBaHO 3aBHCHMMO OT Jo3aTta uuxubupane Ha ¢pakrtop Xa. [IporpomOuUHOBOTO Bpeme
(Prothrombin time, PT) ¢e nosnusisa 10303aBUCHMO OT puBapokcadaH B TACHA BPh3Ka ¢ nnasye
koHUeHTpauuu (r=0,98), ako 3a Tecrta ce v3nonssa Heonnactuu. pyry pearedry Ouxa
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pesyntati. Oruntanero Ha PT tpsaOsa aa ctasa B cekyH/iu, noHexe INR e kanubpupaHo H BATMAXUPAHO 32
KYMAPHUHOBH MPOLYKTH U HE MOXKE Ja ce NpHIara 3a Apyr# aHTHKOAryiaHTH.

[Ipn naumeHTH, Mony4asaily pueapokcabaH 3a nevenre Ha [IBT v BE v npodunakTika va peunausy,
nepceHtuaute 5/95 3a PT (Heonnactun) 2—4 yaca cinea npyeMa Ha tabrerkara (T.€. KbM MOMEHTA Ha
MakcumaneH edekr) 3a 15 mg puBapokcabaH ABa MbTH IHEBHO Ca B rpaHUUMTE OT 17 10 32 CEKYHIH, 4 32
20 mg puBapokcabaH BeHbX JHEeBHO OT 13 a0 30 cexyHau. I1o Bpeme Ha Hal-HHUCKAaTa KOHLIEHTpaUHs
(8-16 uaca cnen npHeMa Ha Tabnerkara) nepceHTUauTe 5/935 3a 15 mg aBa MbTH AHEBHO Ca B MPAHULIUTE
oT 14 no 24 cexyuam, a 3a 20 mg seanbx AHEBHO (18-30 yaca cnen npuema Ha Tabrnerkara) ot 13 no

20 CeKyHaH.

[Mpu MAUMEHTHTE C HEKNATHO NPeaCbPAHO MBbKAECHE, NoTy4aBaliu puBapokcabaH 3a npoduIaKTHKa Ha
HHCY T U cucTeMHa emOomus, nepceHtanute 5/95 3a PT (Heonnactuu) 1-4 yaca cien npueMa Ha
rabneTkara (T.€. KbM MOMEHTa Ha MaKCHMaJIEH e(heKT) NPH NALUEeHTUTE, JIEKYBaHH ¢ 20 mg €auH MbT
AHEeBHO, BapHpar oT 14 10 40 cekyHAM ¥ NPU NALUKEHTH C yMepeHa cTeneH Ha ObOpeuHo yBpexaane,
JeKkyBaHu ¢ 15 mg eauH nbT AHEeBHO, OT 10 no 50 cexyHau. [lo Bpeme Ha Ha-HHCKAaTa KOHLIEHTpaLHUS
(16-36 uaca cien npuema Ha TabneTkara) NEPCEHTUNMTE 5/95 npu nauUeHTHTE, JeKyBaHu ¢ 20 mg eauH
MbT OHEBHO, Ca B rpaHHUKTe OT 12 A0 26 CEKyH/H, a NpH NAaLUEHTUTE C YMEPEHA cTeneH Ha ObOpeUHo
yBpexXJaaHe, IeKyBaHH ¢ 15 mg €HH obT BHEBHO, OT 12 10 26 cexyHau.

B kx1HHHKO-HapMaKOJOrUYHO MPOYY4BaHe Ha OOpaTUMHUTE MPOMEHH BbB (PapMAKOAMHAMHKATA Ha
puBapokcabaH npu 3ApaBH Bb3pacTHH A00poBOIILUM (n=22), € OUEHABaH €PEKTHT Ha EAMHHYHH TO3H

(50 IU/kg) Ha dBa pa3idyHK THNA KOHUEHTPAT Ha npoTpoMObuHosusa koMnieke (KIITK), 3-gakropen
KOHLIEHTpaT Ha npoTpomMOuHOBHA KoMILieke (daxTopH 11, [X u X) H 4-paxTOopeH KOHUEHTpAT Ha
npoTpoMOuHOBHA KoMILieke (dakTopu I, VII, IX u X). 3-pakTOpHUAT KOHLIEHTPAT HA NPOTPOMOHHOBHS
KOMIIJIEKC € NOHKXKI CPeAHUTE CTORHOCTH Ha npoTpoMOHHOBOTO BpeMe Ha HeornnacTuH ¢
npubausnTenHo 1,0 cexynaa B pamkure Ha 30 MUHYTH, B CDRBHEHUE € TOHHXXABaHE OT NpUOIM3UTENHO
3,5 cekynnu HabnoaaBaHo ¢ 4-PakTOpHUA KOHUCHTPAT Ha NPOTPOMOMHOBHA KOMIUIEKC. 3a CpaBHEHHE, 3-
($aKTOPHUAT KOHUEHTPAT Ha NPOTPOMOMHOBHSA KOMIIJIEKC € HMaJT NO-TOJISM U N0-0bp3 0011 ePEKT BbPXY
06paTUMKTE MPOMEHH B EHOOMCHHOTO 00pa3yBaHe Ha TPOMOHH OT 4-(paKTOPHHSA KOHLEHTPAT Ha
npoTpOMOUHOBUA KOMILJIEKC (BX. TOuka 4.9).

AKTHBHPaHOTO flapuuanino tpoMbonaacTuHoBO Bpeme (aPTT) n HepTest cbio ca yabnkeHu B
3aBUCHMOCT OT J03aTa, HO H3MOA3BAHETO HM 32 OLeHKA Ha papMakogHHaMU4HKA edeKkT Ha puBapokcabaH
He ce npenopbusa. Hama neobxoaumocT o1 HabNIOACHHNE HA KOATYNalMOHHUTE apaMeTpy 110 BpeMe Ha
JIeYeHHETO C pUBapokcadaH B KIMHUYHATA NpaKTHKa. BbIpeky TOBA, ako € KJIMHWYHO [M0Ka3aHo, HUBaTa
Ha puBapokcabaH Morar Aa 6baaT H3MEPBaHH ¢ KANMOPHUPaHH KOJIMYECTBEHH TECTOBE 3a aHTH(akTOp Xa
(BX. TOUKa 35.2).

[leaMaTpuyHa nonynayus
Adanu3nT Ha PT (peareHt - HeonjacTuH), aPTT u anT-Xa (¢ kanubpupaH KOJIHYECTBEH TECT) [10Ka3Ba
TACHA BPB3Ka C [1a3MEHHTE KOHLUEHTPaUHH NPy AcLa. Bpb3ikata MeXAy aHTH-Xa U NJIa3MEHHUTE
KOHLUEHTpaUMH € NdHEeHHA ¢ HaKIoH 01u30 Jo 1. Morat Ja Bb3HUKHAT HHAHBHUAYAIHH HECHOTBETCTBHUS C
MO-BUCOKH HJIM NO-HUCKH aHTH-Xa CTOHHOCTH, B CPABHEHHE CHC CHLOTBETHUTE NJIa3MEHU KOHLUCHTPALHH.
Hama HeoOXxoauMocCT OT HabIIAEHHE HA KOATYJAllMOHHUTE MapaMeTpPH MO BpEME Ha KJIMHUYHO JEYCHHUE C
puBapokcabaH. Bece nak, ako € KIHHHYHO NOKa3aHOo, KOHLEHTPAaLKWHTE Ha puBapokcabaH Morar aa ObAatT
H3MepBaHu ¢ KanuOpupaHu KOJYMUYECTBEHN TECTOBE 3a aHTU-PaKkTop Xa B mcg/l (Bx. Tabnuua 13 B TOUka
5.2 3a quanazoHuTe Ha HabMoAaBaHUTE MIa3MEeHH KOHLIEHTpalMKd Ha puBapokcabaH npu aeua). lonnara
rpaHMLA HA KOJMIMYECTBEHUTE ONpeacnsiHug TpadBa Aa ce HMa NpeABHA, KOraTo ce H3Nnoa3Ba aHTH-Xa
TECTHT 3a KOJHUYECTBEHO OINpEAC/AHE Ha IUIA3MEHUTE KOHLCHTPAUKH Ha puBapokcadbaHd npu
YCTAHOBEH Mpar 3a e(pMKACHOCT HIH ChOMTHSA, CBBP3aHK C OE30MacHOCTTA.
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KnuHuyHa ePHKacHOCT H 6e30nacHOCT

IIpodunaxmuxa Ha UHCYAM U cCuCMeMHa eMO0AUS DU RAYUEHMYU C HEKAANKO RPEOChPOHO MbIICOEHe
KnuauuyHaTa nporpaMa 3a puBapokcabaH € Cb3Aa/ieHa ¢ 1en Ja Nokaxe eQuKacHOCTTa Ha puBapokcabaH
3a npodHUNaKTHKa HA MHCYJT U CUCTeMHA eMOONUS NPU NALKEHTH C HEKAMHO NPEACHPAHO MbXKIEHE.
[Tpu ocHoBHOTO ABOITHO-cisAino npoyyBane ROCKET AF 14 264 naunenTH ca pasnpeaeneHy aa
nonydyasat unu puBapokcabax 20 mg BeaHbxk AHEBHO (15 mg BeHDX AHEBHO MPH MALKEHTH C
KpeaTHRRHOB KIHpbHC 30-49 ml/min) wnu sapdapuu ¢ TuTpupane Ha Ao3ata 40 INR 2,5 (tepaneBTHuHH
rpanui 2,0 1o 3,0). MeananHaTa npoabIKKHTENHOCT Ha TPOBEAEHOTO eyeHue e 19 meceua, a obiwara
MPOABDKHTENHOCT € A0 41 Meceua.

34,9% oT MalMEHTHTE ca JEKYBaHHU C alleTHACanUIUIoBa kucenuHa U 11,4% ca nekysanu ¢ knac I11

AHTHAPDHTMHYHO CpEACTBO, BKIKYHTCIIHO AMHOA4POH.

PuBapokcabaH € ¢ He no-MaJika eeKTHBHOCT OT Bap(papHH 3a MbpBHYHATA ChCTABHA KpaiiHa TOUKa 34
HHCYAT B cucTeMEH embonu3bM H3BbLH LIHC. B nonynauusaTa no npoToKon Ha NeYeHUe HHCYNT WIIH
cucTeMHa embonus ce Habmoaasar npu 188 nauneHdTy Ha pusapokcaban (1,71% Ha roauHa) u npu 241
Ha Bapdapud (2,16% ua roguua) (HR 0,79; 95% JIH, 0,66-0,96; P<0,001 3a He no-Manka epekTHBHOCT).
OT BCHUYKH paHAOMH3HPaHU NALUEHTH, KOUTO ca aHanu3upaHu no ITT, muperHuHK coOHTHA Ce pa3BHBaT
npu 269 Ha pusapokcaban (2,12% Ha roguna) u 306 Ha Bapdaput (2,42% Ha roguna) (HR 0,88; 95%
JH, 0,74-1,03; P<0,001 3a ue no-manka eextBHOCT; P=0,117 3a nperb3xoactso). PesyataTute 3a
BTOPHYHHKTE KpaiiH¥ TOUKH, KAKTO Ca U3cjeABaHu B HepapxuyeH nopsask B ITT ananu3a, ca nokazaHu
Tabnuua 4.

Cpen nauueHTuTe B rpynara Ha Bapgapur INR croliHocTHTE ca B rpaHMUMTE HA TEPANEBTHUHUS
auanason (2,0 go 3,0) cpeano 55% ot Bpemero (MeauaHa, 58%; UHTepkBapTHAEH AxanasoH 43 no 71).
EdexTbT Ha puBapokcabaH He ce pasznuyaBa Ha HUBO uenTpand#o TTR (speme B Tapreten INR 2,0-3,0)
npy KBapTUIIMTE C eaHaxbB pasmep (P=0,74 3a s3aumonceiicreue). B HalH-ropHus KBapTHI NO OTHOLLIEHHE
Ha ueHTbpa Koepuuuent Ha Puck (HR) 3a piBapokcabau cnpsamo sapdapuH e 0,74 (95% I, 0,49-1,12).

YecTOoTaTa HA OCHOBHHUTE Pe3yNTAaTH 3a 6€30MaCHOCT (FONEMH W HEroJeMy KITHHHYHO 3HAaYHMHU
KPbBOW3IUBH) ca noaoOHH 3a ABere TepaneBTHYHH rpynH (Bxk. Tabnuua 3).

Tab6auua 4: Pesyaratu 3a epukacHoct o1 ¢aza III ROCKET AF

IIpoyuBaHa ITT anann3 Ha epHKACHOCTTA NNPH NANHEHTH ¢ HEKJIANHO NPeaCHLPAHO
NonyJIauHuA MbXK/IeHe
TepanesTuuHa 1033 | PuBapokcaban 20 mg | Bapgapun tutpupan | HR (95% AH) p-
€1HH LT JAHEBHO no INR 2,5 CTORHOCT, TeCT 3a
(15 mg Beannk AHEBHO | (TepaneBTHYHH NpeBRb3X0ICTRO
NPH NAUHEHTH ¢ rpanuuy 2,0 xo 3,0)
YMepEHa CTENECH HA YecToTa HA
O0nL0peuHo yBpexkaaHe) | ¢cnOuTHETO
Yecrora Ha chOuTHeTO | (100 manuuneHTO-
(100 nauuenTo- roanHH)
roAHHH)
Uncynt v cuctemMua | 269 306 0,88
embonus u3ebH [JHC | (2,12) (2,42) (0,74-1,03)
0,117
UHcynT, cucreMua 572 609 0,94
embonus H3ebH LIHC | (4,51) (4,81) (0,84-1,05)
U CbA0BA CMBPT 0,265
HUucynt, cucreMHa 659 709 0,93
eMO0,1uq H3BbH (5,24) (5,63) (0,83-1,03
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[[HC, cnaosa cMbpT 0,158
M WH(GAPKT Ha
MHOKapaa
HUucynt 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMHa 20 27 0,74
eMmbonns (0,16) (0,21) (0,42-1,32)
n38bH LIHC 0,308
Hupapkr Ha 130 142 0,91
MHOKapaa (1,02) (1,11) (0,72-1,16)
0,464
Tabauna 5: Pesyaratu 3a 0e3onacHocTt oT ¢asa III ROCKET AF
IIpoyuBana ITauuenTH ¢ HEKIAMHO NPeAChPAHO MBbKIeHe"
nOnyJalHg
TepaneBTHYHA 1034 PuBapokcaban 20 mg | Bapdapun Turpupan | HR (95% AH) p-
eHH 0BT AHEBHO ao INR 2,5 CTOHHOCT
(15 mg BeaHbK (TepaneBTHYHH
AHEBHO NPH rpannmu 2,0 a0 3,0)
NANHEHTH ¢ YMepeHa
crened Ha 6L0peuno | YecToTa Ha
yBpexaaHe) cuOnTHETO
YecToTa HA (100 nanuenToO-
ceOHTHETO roABHH)
(100 nanuenTo-
FOAHHH)
['oneMn U HEronemMu 1 475 1 449 1,03 (0,96-1,11)
KJMHHYHO 3HAUHMM (14,91) (14,52) 0,442
KpPBbBOH3JIHBH
["oneMu 395 386 1,04 (0,90-1,20)
KPbBOH3JIHBH (3,60) (3,43) 0,576
CMBpT B 27 55 0,50 (0,31-0,79)
pe3yiaraT Ha (0,24) (0,48) 0,003
KbpBeHe®*
Knpeexe ot 91 133 0,69 (0,53-0,91)
KPHTHYEH (0,82) (1,18) 0,007
oprai*
UnutpakpaHuaned | 55 84 0,67 (0,47-0,93)
KpbBOU3IHUB* (0,49 (0,74) 0,019
Cnap Ha 305 254 1,22 (1,03-1,44)
xemoraobunna* (2,77 (2,26) 0,019
KpbBonpenusave | 183 149 1,25 (1,01-1,55)
Ha 2 uau noBeye | (1,69) (1,32) 0,044
CAUHHLH
EPUTPOUUTH UNH
usia Kpba*
HeroneMu 1185 1151 1,04 (0,96-1,13)
KIUHHYHO 3HauumMu | (11,80) (11,37) 0,345
KPbBOH3/IUBH
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IIpoyuBaHa [launenT! ¢ HEKIANHO NPEACHPAHO MbXKAeHe
BONYJAUHA
TepaneBTHYHA 1032 PuBapokcaban 20 mg | Bapdapun turpupan | HR (95% AH) p-
€AHH NbT AHEBHO a0 INR 2,5 CTOHHOCT
(15 mg BeaHbLXK (TepaneBTHYHM
AHEBHO NPH rpasnnu 2,0 go 3,0)
NalHEeHTH ¢ YMepeHa
crenen HAa O0bOpeurno | HecTroma Ha
yBpexKaaHe) ChOHTHETO
YecTOoTa HA (100 nanueHTo-
cbOHTHETO rojiHHH)
(100 nannenTo-
rOAHHH)
CMBPTHOCT NO 208 250 0,85 (0,70-1,02)
BCAKAKBH IIPHYHHH (1,87) (2,21) 0,073

a) [TomynauMs HanuTsaHa Mo OTHOUICHHME Ha 6e3onacHOCT, Ha NevYeHHe
* HoMuHaHO 3HAYUMH

B nonsbiaHeHue kbM npoyuBaHeTo daza lIl ROCKET AF, € npoBeacHO NpOCNEKTUBHO,
NOCTMAPKETHHIOBO, HEMHTEPBEHIIHAHANIHO, OTBOPEHO KOXOPTHO MpoyyuBaHe ¢ eaHo paMo (XANTUS) ¢
OCHOBEH HM3X0jl, BKIOUBalL TpoMOoeMOOIHYHK CBOUTHS K roiaMo KepBeHe. 6 704 nalneHTa ¢ HEKIAMHO
NPeAChPAHO MBXAeHE ca OUIIH BKIIOYEHH 38 NPOQUIIAKTUKA HA HHCYNT U eMOO0IHs H3BLH LEHTpalHAaTa
HepBHa cuctema (LIHC) npu peanuun ycnoeus. Cpeanure pesyaratn Ha CHADS2 ca buau 1,9 1 Ha HAS-
BLED ca 6unn#t 2,0 npu XANTUS, B cpaBHenue cbC cpeaHuTe pesyntath Ha CHADS2 w HAS-BLED or
3,5 u 2,8 cworeTHo mpu ROCKET AF. N'onsiMo kbpBeHe € HabmoaaBaHo Npy 2,1 cnyyas 3a

100 nanuenTo-rogukn. Crobiana ce 3a netajeH KpbBou3nuB npd 0,2 cnyyas 3a 100 nauneHTo-roAKHA U
BhTpeuepeneH KpbBoUIUB npu 0,4 ciyuad 3a 100 nauuenTo-roguuu. Mucynt unu em6onus n3epy LHHC
ca peructpupady npH 0,8 cnyvas 3a 100 nauueHTO-roAMHH.

Tesu HaONOIeHHS B peallHH YCJIOBHA CA B CBOTBETCTBHE C YCTAHOBEHHS Npodus Ha 0e30nacHOCT NpH
TOBA 1OKA32HHE.

B nocTMapKeTHHIOBO HEHHTEPBEHLIHOHAIHO NpoYyYBaHe apu noseuye o1 162 000 nauveHTH OT YEeTHPH
IbLPXaBH pHBapokcabaH e NpeAnUCcaH 3a MpopUIaKTUKa Ha HHCYAT U CHCTEMHA €MOO0JIHA NPY NAUUEHTH C
HEKJIANMHO NMPEeAChPAHO MBkAeHe. YecToTaTa Ha ChOMTUHATA 34 ucxemudeH HHeynT € 0,70 (95% Cl

0,44 - 1,13) 3a 100 nauuentoroanii. KbpBeHe, KOETO BOAHM A0 XOCMHMTAIM3AUMA, HACTLNBA € YECTOTA Ha
cbOuTHATA Ha 100 nanuenToronnyu 0,43 (95% CI1 0,31 - 0,59) 3a eTpeuepeneH kpbBousaus, 1,04 (95%
CI 0,65 - 1,66) 3a cToMallHO-YpeBHO KbpBeHe, 0,41 (95% CI 0,31-0,33) 3a yporenuranto kopsene 4 0,40
(95% CI 0,25 - 0,65) 3a Apyro KLpBeEHeE.

ayuenmu, nodaosxicenu Ha kapouoeep3uo
[TpocnekTUBHO, paHZOMHU3UPAHO, OTBOPEHO, MHOTOLEHTPOBO, EKCILJIOPATOPHO MPOYYBaHE ChC 3aCieNeHa
oueHKa Ha kpaiHara Touka (X-VERT) e nposeaeno npu 1 504 nauneHTH (HeleKyBaHu jgocera ¢
MepopajHi aHTUKOArynaHTH W TEKYBAaHH TIPE/IBAPUTENIHO) C HEKJIANMHO NMPEACHPAHO MBXKIEHE JIaHUPAHO
3a KapAHOBEP3HO, 32 Ja C€ HanpasH CpaBHEHHUE MEX Y puBapokcabaH H ajanTtipaHa ao3a ABK
(panooMu3upaHo 2:1), 3a npeBCHUMUA Ha ChPACYHOCHAOBU ChONTUA. M3M0/13BaHHU Ca CTpaTeruu ¢
nmomolLTa Ha HacouBaHe 4ype3 TEE (1-5 M npeaBapUTENHO JIEYEHHUE ) UK KOHBEHUHOHANHO
KapAHOBeP3HO (HaH-Manko TPH CEAMHLM NPEABAPHTENHO NeueHHe). [IbpBHUYHUTe pe3ynTar
e(PHKACHOCT (BCHYKHU HUHCY/ITH, [TIPEXOAHA HCXEMHYHA aTaKa, CHCTEMHA eMDO0IMs HECBBP Qs_
nudapkT Ha Mmuokapaa (MH) K cepacuHOCHAOBA CMBPT) ca ce NoABUAH 1pH 3 (0,5%) n
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Ha puBapokcaban (n=978) u 5 (1,0%) naunenTta B rpynarta Ha ABK (n=492; RR 0,50; 95% C1 0,15 - 1,73;
moauduuupana ITT-nonynauus). OCHOBHUAT pe3ynTar 3a 0e301macHOCT (MACHBHO KBPBEHE) C€ € NMOABUN
npu 6 (0,6%) u 4 (0,8%) nauuentyu B rpynurte Ha pusapokcaban (n=988) u ABK (n=499) croTeeTHO,
(RR 0,76; 95% C1 0,21 - 2,67; 6e3onacta nonynauus). ToBa ekClAOPaTOPHO NPOyUYBaHe € NoKasalo
cpaBHKMMa epUKacHOCT U 6e30MmacHOCT Mex a1y IpyNHTE Ha JeueHue ¢ pusapokcabad 1 ABK B yciosusita
Ha KapJAHOBEP3HO.

Hayuenmu c nexaanio npedcvpoHo Mbicoere, koumo noonexcam va HHKH ¢ nocmaesne na cmenm
H3BbplIEHO € paHAOMHU3HPAHO, OTKPUTO, MHOroueHTpoBo npoyusaue (PIONEER AF-PCI) ¢

2 124 nauyeHTH ¢ HEKNIAIMHO NPeAChPAHO MbXKACHE, KOMTO ca Ounu noanoxeHy Ha [1KH, ¢ nocraBsgHe Ha
CTEHT 33 MbPBHYHO ATEPOCKAEPOTHYHO 3aD0onaBane, 3a CpaBHABAHE HA 0€30MaCHOCTTa Ha JABE CXEMH Ha
puBapokcaban u enna ABK-cxema. [Taunenture ca Ouny pasnpeseneHy Ha cayyaed npHHuumn 1:1:1 3a
obwa 12-meceyna tepanus. [lauMeHTH ¢ aHamMHe3a 3a HHCYIT Wi TIHI ca u3kimoueHn.

I'pyna | nony4asa puBapokcabaH Beanmk AHeBHO 15 mg (10 mg BeAHb¥ AHEBHO IPH NALUEHTH C
KpeaTHHUHOB KMPBHC 30-49 mi/min) mnoc P2Y 12 uuxuburop. I'pyna 2 nonyyasa 2,5 mg puBapokcaban
ABa nbTY AHEBHO 3aeaHO ¢ JITAC (aBoiiHa Tepanus ¢ aHTHArperalTHH CPeACTBa, HaMp. KIONHAOTpell

75 mg [unun 3amecTBainusa P2Y 12 nuxubuTtop] miroc HUcKa Ao3a auetdiacaniupionsa kucennHa |ACK]) 3a
1, 6 unu 12 Mecela, nocneasana ot pusapokcaban 15 mg (unu 10 mg 3a nauueHTH ¢ KpeaTHHUHOB
knupbHe 30-49 mi/min) Benumx QHeBHO, nioc HHCka go3a ACK. ['pyna 3 nosyyasa Kopurapasa 103a
VKA nmoc IATAC 3a 1, 6 unu 12 Mecenta, nociezpaHa oT Kopurupata ao3a VKA nmoc Hucka go3za ACK.
[IbpBHuHaTa KpaiiHa Touka 3a 6€30NacHOCT, KIMHHYHO 3HAYUMUTE CNIyuad Ha KbPBEHE, CE MOABABAT NIPU
109 (15,7%), 117 (16,6%) u 167 (24,0%) yyacTHuUM B rpyna 1, rpyna 2 ¥ rpyna 4, ¢csotBeTHO (HR 0,59;
95% M 0,47-0,76; p < 0,001 u HR 0,63; 95% /IH 0,50-0,80; p < 0,001, chorBeTHo). BTOputiHaTa xpaiHa
TOYKA (CbCTaBeHa OT ChpAeUHO-CbA0BU cbOUTHA CC cmbpT, MU Mi1n HHCYNT), € HabntoaaBaHa npu

41 (5,9%), 36 (5,1%) n 36 (5,2%) yyacTHuuM B rpyna |, rpyna 2 u rpyna 3, cboTBeTHO. Besika o1
CXEMHTE Ha pHBapoKcabaH NoKa3Ba 3HAYHTE/IHO HAMANABAHE HA KIWHHYHO 3HAYHUMHTE C/Tyyau Ha
KbpBEHE, B cpaBHeHHE ¢ VKA-cxemara npy NalMeHTH ¢ HEKJIAMHO NPEAChPAHHO MbXKAECHE, KOHTO Ca
Ounn noanoxenu Ha I1KHM ¢ nocraBsiHe Ha CTEHT.

OcHosuara Len Ha PIONEER AF-PCI e ouenka Ha 6e3onacHocTra. JIaHHHTE OTHOCHO €(pUKaCHOCTTA
(BKIIOUHTENIHO TPOMOOEMOOIMYHY SBICHHUSA) NPH Ta3y MOMYIALHA Ca OrPaAHHUYECHH.

Jevenue na JIBT, BE u npogpurakmuxa na peyudusupawu /[BT u bE

KaxuHuuHaTa nporpama ¢ piBapokcabaH € njiaHHpaHa C LUen Aa AEMOHCTPUpa epUKACHOCTTa Ha
puBapokcabaH MpH Ha4aTHOTO H MPOABIKUTENHOTO NedeHUe Ha ocTpu JIBT u BE u npojunaxTikarta Ha
peuuIUBH.

Hapn 12 800 nauueHTy ¢a npoy4YeHy B YETHPH PAHAOMHU3UPAHU, KOHTPONIHPAHH KIHHHYHU IPOYYBAHHSA
¢aza 1l (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) ¥ gonsaHuTENHO € npoBeacH
[peABapHTEIHO AeuHupaH cOopeH aHanH3 Ha npoyuBaHusTa Einstein DVT u Einstein PE. Obuiarta
KOMOWHHpaHAa NPOAbIKUTENHOCT Ha JIEUEHUETO 3a BCHUKH [POYUBAHHA € 10 2] Meceua.

B npoyusaneTo Einstein DVT 3 449 nauunenty ¢ octpa /[IBT ca npoyuenu 3a neueHueto Ha JIBT # 3a
npodunakTika Ha peunausupaiu BT u BE (maunenTuTe cbe cumnromatuueH bE ca nakmouenu or
TOBa Npoy4BaHe). [IpoAbHKUTENTHOCTTa HA AeYeHHETO € 3, 6 unu 12 Meceua B 3aBHCUMOCT OT KIIMHMYHATA
MpeLeHKa Ha U3CICA0BATENS,

3a neueHHeTo npes nbpBUTe 3 ceamMuu Ha ocTpa JBT ca npunarasu 15 mg pusapoxcaban aABa nbTy
adesHo. Crea ToBa neueHUeTo npoabnkasa ¢ 20 mg pueapokcaban €IMH NbT AHEBHO.

npoduiakTuka Ha peunausupaiud ABT v BE. [IpoasKHTENHOCTTA HA TEUSHHETO € 3,
3aBUCHMOCT OT KJIIHHHYHATA NPEUSHKA Ha U3C/Ie/10BaTeNA.
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3a sieueHHeTo Ha ocThp BE npes nupsuTe 3 ceaMuULH ca npunaraiy 15 mg pusapokcadaH iBa MbTH
nHeBHO. Cnel TOBa JIEYEHHETO Npoabkaea ¢ 20 mg puBapokcabaH €iMH NbT JHEBHO.

M npu asere npoyusaHus Einstein DVT u Einstein PE cpaBHHTEHOTO Jle4eHHE BKJIIOYBA €HOKCANapHH B
MPOAbJIKEHHE Ha NOHE 5 AHU B KOMOUHALIMSA C AHTArOHUCT Ha BUTaMHH K [0 MocTHraHe Ha CTOHHOCT 3a
PT/INR B TepaneBTUUHUTE rpaHuL (= 2,0). JleueHHETO Npoab/IKaBa ¢ aHTArOHMCT HAa BUTaMHH K, KaTo
1103aTa My € TakaBsa, e ctoiHocTure 3a PT/INR na ca B TepaneBruynute rpaduuu ot 2,0 1o 3,0.

B npoyusaseTo Einstein Extension 1 197 nauuentn ¢ JIBT nau BE ca npoy4enu 3a npodunakTika Ha
peuuansupauid ABT u BE. [poabmxurenHoctra Ha neueHHeTo 00XBalla AONBIHHTEIHH 6 HITH

12 mecela IpH NALMEHTH, KOMUTO Ca NPEMUHAIH KYPC Ha JledeHHe oT 6 no 12 mMeceLa Ha BEHO3€H
TpoMb0eMO0IH3EM B 3aBHCHMOCT OT KJIWHWYHATA NPELCHKa Ha uscaeaosarens. CpaBHdasa ce
puBapokcaban 20 mg BeaAHbX AHEBHO ¢ nnauedo.

[MpoyusauuaTta Einstein DVT, PE u Extension H3noa3BaT €4HH ¥ ChLUM NPEABAPUTENHO AeDHHUPAHH
bPBUYHK ¥ BTOPHMYHH pe3y/1TaTd 3a eukacHOCT. [InpBuUHUSAT pe3yITaT 32 ePHKACHOCT €
CUMITTOMATHYEH peunanBypall BeHozeH TpomboemMbonussm (BTE), nedpuHupan kato cbcTaBeH oT
peunausupaiia JIBT wiu neraned unu HenetaneH BE. BTopuuHuAT pe3ynTar 3a ePUKaCHOCT ce
nepHHUPA KaTO ChueTaHue ot peuuausupaita JBT, neneranen bE n cMbpTHOCT HE3aBHCHMO OT
[IpHYKHATA.

B npoyusase Einstein Choice 3 396 nagueHTH ¢ notebpAaeHa cumnroMaruyna JIBT u/unun bE, xouto ca
3aBbLPLININ 6 10 12-MeceyHO aHTHKOAryJ/JIaHTHO JIeYeHH e, Ca NPOoYHEHH 32 NPodUIaKTUKA Ha jieTaieH bE
¥ HenetaiaHd cumnToMatrydu BT unu bE. ITauneHTuTe ¢ nokaszanue 3a npoAB/DKHUTENHO
aHTUKOAryNaHTHO JICYEHHE C TEpaneBTHYHA /1034 Ca U3KJIIOYEHH OT NpoyusaHeTo. [lpoabmxuTentocTTa
Ha IeYEHHETO € 710 12 Mecena B 3aBHCUMOCT OT JaTaTa Ha HHAMBHAYAJHOTO paHAOMU3IMpaHe (MeauaHa:
351 nuu). PusapokcabaHn 20 mg BeaHbXK AHEBHO H puBapokcabaH 10 mg BeqHBK JHEBHO Ca CPABHEHM ChC
100 mg aueTH/ICanHUHIOBA KHCEHHA BEAHDBX AHEBHO.

[TbpBHYHHMAT Pe3yaTaT 3a €PUKACHOCT € CUMIITOMATHUYEH PELUANBHpaU] BEHO3eH TpOoMO0eMOOIH3bM
(BTE), neduuupan kaTo cMecHuara ot peudausupaia BT wnu neraned wiu HeneraneH bE.

B npoyusanero Einstein DVT (Bx. Tabimua 5) ce noxassa, ye puapokcadaH € ¢ He Mo-Maka
eekTuBHOCT OT eHokcanapuH/ABK 3a mepBuuHuUs pesynrart 3a epukacHocT (p <0,0001 (recr 3a He no-
manka edektuBHocT); Koeduuuent Ha Puck (HR): 0,680 (0,443 - 1,042), p=0,076 (TecT 3a
MnpeBb3XoAcTBO)). [IpeagapuTe/HO JePUHHpaHa HETHA KJIMHHUYHA 0133 (MbpPBHYEH pe3YyJITaT 3a
e(HKAaCHOCT IIOC KpbBOoU3auBH) ce cbobwana ¢ HR 0,67 ((95% JIH: 0,47-0,95), nomuHanHa p-cTodHOCT
p=0,027) B nos3a Ha pusapokcaban. INR ctofiHocTHTE ca B TepaneBTHYHHA Axana3oH cpeaHo 60,3% ot
BpPEMETO MPH CPeliHa MPOABIKUTENHOCT Ha jJeueHueTo oT 189 nHu, u 55,4%, 60,1%, u 62,8% ot BpemeTo
MPH TPYTIHTE ¢ MIIAHUPAHO NEeHEHHUE C MPOABKUTENHOCT CHOTBETHO 3, 6 U 12 Mecella. B rpynara Ha
enokcanapii/ABK HaMa sACHa BpB3Ka Mexay HHBOTO Ha cpeaHoTo LueHnTpantHo TTR (Bpeme B TapreTex
INR auanazon 2,0-3,0) npu TepuinTe C eiHaKbB pa3Mep H YecToTaTa Ha peunausupaiwiute BTE (P=0,932
3a B3auMoOAeicTBHe). B Hali-ropHHs TepTHA No oTHOLWEHHe Ha ueHTbpa KoepuuueHTsT Ha Puck (HR)
ripu puBapokcabau cnpsmo papdapui e 0,69 (95% [AH: 0,35 - 1,35).

YecToTHTE 32 MHbPBUYHHA Pe3ynTaT 33 6e30macHoCT (FOJEeMH HAH KIIHHHYHO 3HAYHMH HErQIeMH
KPBBOM3/IHBH), KAKTO K 33 BTOPUUHMSA pe3yaTaT 3a 6e30nacHoCT (roneMn KpbBOM3IHBH), Ca CXOAHH 34
JBETe TEPANEBTUYMHH FPYIIH.

Tabauna 6: PesyaTaT 3a eduxkacHocT H 6ezonacHocT oT ¢a3za III Einstein DVT

[Ipoyusaua nonyjaung 3 449 nanMeHTN CHC CHMNTOMATHYHA
BeHO3HA Tpombo3a
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032 H NPOALJKHATEIHOCT HA PuBapokcaban® Enoxcanapau/ABK®
JIe4EHHEeTO 3, 6 nau 12 mecena 3, 6 wian 12 meceua
N=1 731 N=1 718
CumnromaTrHueH peunausnpaul BTE* 36 S1
(2,1%) (3,0%)
CumnToMarnueH peunansupaw bE { 20 18
(1,2%) (1,0%)
CvMIITOMaTHUHA pELUMIHBHpALLA 14 28
JIBT (0,8%) (1,6%)
Cumntomatyukiu BE u JIBT | 0
(0,1%)
Jletanen BE/cMbpT, pu KogT0 He 4 6
MOX€ aa ce H3Kkmouy bE (0,2%) (0,3%)
[oneMu WA KIMHHYHO 3HAYUMH 139 138
HEroJiEeMH KpbBOHM3/1HBH (8,1%) (8,1%)
["oneMH KpbLBOH3IHBH 14 20
(0,8%) (1,2%)

a) PuBapokcabaH 15 mg aBa mbTH OHEBHO 3a 3 CeAMMLM, nocneapaydo oT 20 mg eauH bT AHEBHO
6) Enokcanapu 3a Hal-Manko 5 [IHH, 3acThNeH U nocneasad ot ABK
* n <0,0001 (He mo-Manka edMKacHOCT MO OTHOUWIEHUE HA NpeaBapuTeaHo onpeaeneH HR 2,0);

HR: 0,680 (0,443-1,042), p=0,076 (npeBb3X0ACTRO)

B npoyusanero Einstein PE (ex. Tabauua 7) e ieMOHCTpHpaHo, Y€ pHBapokcabaH € ¢ He No-Malka
edukacHocT oT eHoxcanapuH/ABK 3a nbpBuuHHUs pe3ynTar 32 edpukacHocT (p=0,0026 (Tect 3a He mo-
manka epuxacHoct); HR: 1,123 (0,749 - 1,684)). [Ipenpapurento aehpHHMPaHaTa HETHA KIIMHHYHA 10132
(MbpBHYEH pe3ynTar 3a eUKACHOCT IJIKOC FOJEMH KPbBOU3IUBH) ce ¢bobwasa ¢ HR

0,849 ((95% JH: 0,633 - 1,139), vomunanua p-croiinoct p=0,275). INR crofiHocTHTE Cca B
TepaneBTHUHHA AXana3zoH cpeaHo 63% OT BpeMeTo fpH CpeAHa NPOABLIKUTENHOCT HA NEUCHHETO OT
215 auu ¥ 57%, 62% n 65% oT BpeMeTO NpH rpynuTe ¢ NIAAHUPAHO JIEHEHHUE C NMPOABHKHTERHOCT
¢cbhOTBETHO 3, 6 n 12 Meceua. B rpynara Ha eHokcanapui/ABK HsaMa fCHA Bpb3ka MEXAY HUBOTO HA
cpearoTo ueHtpanHo TTR (Bpeme B Taprered INR auanason 2,0-3,0) npu tepuunnte ¢ eAHaKbLB pasmep
1 yectorata Ha peunausdpawdre BTE (p=0,082 3a s3anmoaeicTene). B Hali-ropHUst TepUMUI 110
OoTHOUIEHHEe Ha LeHThpa KoepuunenT Ha Puck (HR) npu pusapokcaban cnpsamo sapdapus e

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

YectoTuTe 33 NbpBUYRAA pe3ynTaT 3a 0e30nacHOCT (roJieMH UK KIHHUYHO 3HAYMMH HETOEMY
KPBLBOH3/IMBH) Ca MaJIKO MO-HUCKH B rpynara Ha jeueHue ¢ puBapokcaban (10,3% (249/2 412)) s
CpaBHeHMe C rpynara Ha neueHue ¢ eHokcanapuH/ABK (11,4% (274/2 405)). YecroTara 3a BropuuHHs
pe3yaTaT 3a 6e30nacHOCT (rojIEMH KPLBOM3NHUBH) € MO-HHCKA B rpynara Ha pusapokcaban

(1,1% (26/2412)) B cpaBHeHue ¢ rpynara Ha eHokcanapun/ABK (2,2% (52/2405)) ¢ HR 0,493 (95% JU:
0,308 - 0,789).

Ta6auua 7: PesynTatn 3a edpnkacuoct u 6ezonacuocT ot ¢pa3a 111 Einstein PE

[IpoyuBaHa nonyaanuA 4 832 nanHeHTH ¢ ocTpa cumMnTomMaTHyna BE

lo3za H npoabJxRATENHOCT HA | PuBapoxcaGan® Enoxcanapun/ABK®

JIEUEHHNETO 3, 6 nan 12 Mecena 3, 6 unu 12 mecena
N=2 419 N=2 413

CumMnromaruden peuuausupan; | 50 44

BTE* (2,1%) (1,8%)
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CuMnroMaTHueH 23 20
peuxauBrpaiil BE (1,0%) (0,8%)
CuMnroMaTy4dHa 18 17
peunauBrpama JIBT (0,7%) (0,7%)
CumnromatuyHu bE u 0 2
BT (<0,1%)
Jleranexn BE/cMbpT, npu 11 7
KOATO HE MOXKe Ja ce (0,5%) (0,3%)
n3koud bE
[oneMH vlH KJIHHHMYHO 3HAYHUMH | 249 274
HEroJieMHY KpbBOU3JIHBH (10,3%) (11,4%)
["'oneMH KpbBOH3NIHBH 26 52
(1,1%) (2,2%)

a) Pusapokcaban 15 mg aBa mbTH JHEBHO 33 3 ceAMMLIK, nocneasaHo oT 20 mg eaHH ITET AHEBHO

6) EHokcanapuH 3a Haii-Maiko 5 nHM, 3acTbileH U nocneasaHd ot ABK

* p <0,0026 (1e no-manka epUKacHOCT MO OTHOMIEHHE HA npeasapuTenHo onpenened HR ot 2,0);
HR: 1 123 (0,749-1,684)

[lpoBenex e npeaBaputesHo aeduuupaH 06061LeH aHanu3 Ha pe3ysitata ot npoy4sanusra Einstein DVT
U PE (Bx. Tabauua 8).

Tabanua 8: Pesynrat 32 epuxacHocT H 6esonacHocT oT cfopen ananui Ha ¢asza 11l Einstein DVT
u Einstein PE

[IpoyuBaHa nonyjauus 8 281 nannenTH ¢ ocTpH camnTomMaTu«HH [ABT nan BE
Jo3a B npoALIKHTEAHOCT Ha | PnBapokcaGau® Enoxcanapun/IBK®
IeYeHHETO 3, 6 nam 12 mecena 3, 6 uau 12 meceua
N=4 150 N=4 131
CuMnToMatuueH peunausupait] | 86 95
BTE* (2,1%) (2,3%)
CuMnToMaTHueH 43 38,
peunausupail bE (1,0%) (0,9%)
CuMNITOMaTH4YHA 32 45
peunausupaiua IBT (0,8%) (1,1%)
CumntoMaTH4yHH bE u 1 2
JIBT (<0,1%) (<0,1%)
Jletanedn BE/cMBpT, Nph 15 13
KOATO He MOXe J1a ¢e (0,4%) (0,3%)
u3KIouHn bE
[ConeMu WM KIHHWUYHO 3HAYHMMH | 388 412
HErOJIEeMH KPbBOM3/THBH (9,4%) (10,0%)
["oneMu KPbBOH3JIUBH 40) 72
(1,0%) (1,7%)

a) Pupapokcaban 15 mg gBa mbTH JHEBHO 3a 3 ceaMHUN, nocneasaHo oT 20 mg eAxH MbT AHEBHO

6) EHOKcanapHH 3a HaW-Manko 5 JHK, 3acTbied H nocaeasad ot ABK

* p <0,0001 (He no-mManka egMKaCHOCT MO OTHOLWEHUE HA NpeasapureaHo onpeaened HR ot 1,75);
HR: 0,886 (0,661 - 1,186)

[Ipensaputento AepUHApaHATA HETHA KNHHUWYHA 107133 (ITbPBHYEH pE3yNTarT 3a ecbmcacuo LAdMA My
roAeMH KpbBOH3NUBH) Ha COOpHUA aHann3 ce ¢robuasa ¢ HR ot 0,771 ((95% JAH: 0,614 44 %
HOMHHANHA p-CTORHOCT p = (0,0244). S
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B npoyusanero Einstein Extension (sx. Tabnuua 9) puapokcaban npesbixox/a niauedo no orHoLIEHHE

Ha IMBPBHUYHHTE X BTOPHYHHTE PE3yNTaTH 32 ePHKACHOCT. 3 MbPBUYHUS PE3yTaT 3a 6€30MacHOCT
(roneMH KpbBOU3JIHUBH) C€ YCTAHOBABA HE3HAYMMO UNC/IEHO MO-BUCOKA YECTOTA MMPH NMALKWEHTHTE HA
neyeHue ¢ pupapokcabad 20 mg eAMH ITbT Ha JCH B CpaBHEHME ¢ nuaunebo. BTopUUHHAT pe3yTar 3a

be3onacHoCT (FOJTEMH HJIH KIHHHYHO 3Ha4YUMH HETOJICMH Kp’bBQHBJIHEH) NOKa3Ba [1O-BHCOKH YCCTOTH IIPH

MalUEHTHTE, JeKyBaHH ¢ puBapokcaban 20 mg eanH mbT AHEBHO, B CpaBHEHUE ¢ nuauebo.

Tab6anua 9: PesyaTaTH 3a ebuxkacHoct 1 6ezonacHocT oT ¢pasa III Einstein Extension

IIpoyusana NONy. 1AL U 1 197 nauHeHTH ¢a NPOALIKHIN JICUEHHETO H
NpopHIAKTHKATA 32 pelMAHBHpALl BeHO3€eH
TpomMbGoeMOOIHIBLM
Ho3a u npoabkuTeanoct Ha | Pusapokcaban® [Maane6o
JIEYECHHETO 6 uau 12 mecena 6 nau 12 Mecena
N=6/()2 N=594
CuMnToMaTH4EH 8 42
peunauBupau BTE* (1,3%) (7,1%)
CUMNTOMATHYEH 2 13
peunauBupaiy bE (0,3%) (2,2%)
CuMnTOMaTH4Ha S 31
peunavBupawa JIBT (0,8%) (5,2%)
Jleranen bE/cMbpT, pu | 1 1
KOSATO He MOXe Aa ce (0,2%) (0,2%)
n3knoun bE
["OneMH UU KNTHHUYHO 4 0
3HAYUMU HETrOJEeMH (0,7%) (0,0%)
KpbhBOH3JIHUBH
['oneMH KpbBOU3IIMBH 32 7
(5,4%) (1,2%)

a) PusapokcabaH 20 mg eauH TbT AHEBHO
*p <0,0001 (npeswv3axoacteo), HR: 0,185 (0,087-0,393)

B npoyuBaneto Einstein Choice (k. Tabnnua 10) pusapokcaban 20 mg v 10 mg npepbaxoxaa 100 mg
AUETHICATHIMN0BA KHCENHHH 110 OTHOLLCHHE HA MbPBUYHHKA pe3yaTaT 3a ePpuKacHOCT. OCHOBHHUAT
pe3yaTaT 3a 6e3onacHoCT (CbOUTUA HA rONAM KPLBOM3IHUB) € CXOIEH NPH NALHEHTHTE, JIEKYBAHH C
puBapokcaban 20 mg n 10 mg BeiHbX AHEBHO B CpaBHEeHHE ¢be 100 mg aueruncaluum1iIoBa KHCENTHHA.

Ta6auua 10: PeayaraTn 3a edpukacHoceT n 6ezonacunoct or ¢dpasa 111 Einstein Choice

IIpoyuBana nonyjaanus 3 396 nanHeHTH ca NPOABLIKUIH NPOPHIAKTHKATA 34
peuHAHBHPAaLl BeHO3eH TPOMB0oemBOIHIBLM

TepanesTH4Ha 034 Pusapoxcaban Pusapokcaban ACK
20 mg BeAHBK 10 mg BeaubkK 100 mg BeaHbLXK
AHEBHO AHEBHO AHEBHO
N=1 107 N=1 127 N=1 131
Meavana Ha 349 [189-362] auu | 353 [190-362] auu 350 [186-362] auu
NMPOABJIKHTENHOCTTA HA
JIEYEHHETO

 [MHTEpKBapTUIEH AHAMA30H]
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CuMnToMaTH4EH 17 {3 50
| peurauerpait BTE (1,5%)* (1,2%)** (4,4%)
CHMIITOMAaTHYEH 6 6 19
peunauBHpail BE (0,5%) (0,5%) (1,7%)
CuMnToMaTHiHa 9 8 30
peudausupamia IBT | (0,8%) (0,7%) (2,7%)
Jleraned BE/cmbpr, 2 0 2
MpH KOATO HE MOXKE (0,2%) (0,2%)
Ia ¢e uiakaouu bE
CuMnromMaTH4eH 19 18 56
peurausupawy BTE, (1,7%) (1,6%) (5,0%)
HH(APKT HA MHOKapAa,
HMHCYJIT /I CUCTEMHA
embonua u3BsH LIHC
["oneMH KPbLBOH3IHBH 6 3 3
(0,5%) (0,4%) (0,3%)
KAHHUYHO 3HAYUMHU 30 22 20
HeroJleMHu KpbBOU3IHBH (2,7) (2,0) (1,8)
CuMnroMaTHueH 23 17 53
peunanBipail BTE nau (2,1%)" (1,5%)"" (4,7%)
roJIIM KPbBOUANIHB (HETHA
KAMHHYHA 10J132)

* p < 0,001 (npesb3xoncreo) puBapokcabad 20 mg seanbxk AHEBHO cnpAamMo ACK 100 mg seaHbx AHEBHO;
HR=0,34 (0,20-0,59)

** p < 0,001 (mpeBb3xoacTeo) puBapokcadan 10 mg BenHbxk aHeBHO cnpaMo ACK 100 mg sBeaHbx IHEBHO,
HR=0,26 (0,14-0,47)

+ PuBapokcabaHx 2() mg Beaunxc AHeBHO cnpamo ACK 100 mg sexunx auesno, HR=0,44 (0,27-0,71), p=0,0009
(HOMHHANHA)

++ Pusapokcaban 10 mg seanwbx auesHo cnpaMo ACK 100 mg seanbx anesHo; HR=0,32 (0,18-0,55), p<0,0001
(HOMHHAITHA)

B nonbanenne kM nporpamata EINSTEIN ¢azsa I, e nposeaeHo npocnexTHBHO, HEHHTEPBEHUHOHAIHO,
OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ ueHTpanuM3vpasna oleHka, Bkiaoypailo peudadsupail BTE
rojasMoO KbpBeHE H cMBPT. 5 142 nauuenTtu ¢ octpa BT ca BkmoueHHd 3a npoy4YBaHe 0€30NMacHOCTTa Ha
pHBapokcabaH B ALJMOCPOUEH MJIaH B CPaBHEHHE CbC CTaHAApPTHATa aHTHKOAryJaHTHa TEpanus B
KIMHHYHATA MpakTHKa. CTOHHOCTHTE Ha rofiAMO KbpBene, peunansupail BTE u Bcuuky ciyyau Ha
CMBPT 3a puapokcabaH ca 6unu ceoTBeTHO 0,7%, 1,4% 1 0,5%. ChluecTBYBaT Pa3/HKH B OCHOBHH
XapaKTEPHUCTHKHK Ha NMaUHEHTHTE, BKJIOUUTENHO Bb3pacT, pak v On0peuHo yspexaaue. Manonssau e
cTpaTHHULKPAH @HANK3 N0 PEeABAPUTEIHO ONpeaeNieHd CTOMHOCTH 3a rpynMpaHe Ha U3MEPBaHHUTE
OCHOBHH XapaKTCPUCTHKH, HO BHIIPEKH TOBA OCTABAILIUTE OTKJIOHEHHUS MOXE A NOBJIMAAT Ha
pesyntatute. Kopurupauute HR, cpaBHaBaiiyn puBapokcabaH W CTaHJApTHO JIEYEHHE, 38 TOIAMO
KbpBeHe, peuuaubupail BTE u Bcuuku ciay4yan Ha cMbpT ca 6unu cboteeTHo 0,77 (95% [IH 0,40 - 1,50),
0,91 (95% AN 0,54 - 1,54) u 0,51 (95% U 0,24 - 1,07).

Te3u pesynTaTv npy NaUMEHTH, KOUTO ca OMIIM HAOMIONaBaHH NIPH PEANHH YCIIOBHS, Ca B CbOTBETCTBHE C
yCTaHOBEHHSA NTpodun Ha HE30NacHOCT NMpH TOBA NOKa3aHHE.

B nocTMapkeTHHTrOBO HEMHTEepBEHIMOHATHO npoyuBaHe npu noeeue o1 40 000 naunent 63 anamHesa
3a pak, OT YeTHPH AbpIKaBH, puBapokcabaH e npeAnHcan 3a neueHue 1k npopunaktuka Ha /1B
YectoTata Ha chOuTHATA Ha 100 naiHeHTOroANHHK 33 CHMITOMATHYHHW/KNHHUYHO 3HAYH

BTE/TpoMboeMGoinunu culutus, BOACILH A0 XOCNUTATH3ALKS, € B Ananas3oH ot 0,64
0,40 - 0,97) 3a O6enanenoro Kpancteo 10 2,30 (95% C1 2,11 - 2,51) 3a ['epMmanus. Ko
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10 XOCNHUTAIM3ALMA, HACTBIIBA ¢ YecToTa Ha cwbuTHara Ha 100 nauuenToroanuu 0,31 (95% CI
0,23 - 0,42) 3a BpTpeuepeneH kpbBounus, 0,89 (95% Cl1 0,67 - 1,17) 3a ctromauiHO-upeBHO KhpBeHe, 0,44
(95% CI 0,26 - 0,74) 3a yporenutanHo kbpeeHe H 0,41 (95% C1 0,31 - 0,54) 3a apyro kbpsene.

[leaaTpUyHa OOy nanus

Jevenue na BTE u npogpunaxmuxa na peyuougu Ha BTE npu neduampuuru nayuenmu

O6wo 727 neua ¢ notebpaeH ocTsp BTE, oT kouTo 528 nonyunnu pusapokcabat, ca npoyyeHH B 6
OTBOPEHH, MHOTOLEHTPOBH NEeAWaTPHUHH NpOy4BaHud. J03WpOBKaTa, KOPHTHpaHa Cropes TENECHOTO
TEerno, NpH NalMeHTH OT PAXAAHETO A0 Bb3pacT noj 18 roguuH, € JOBENA K0 €KCIO3HLUHS HA
puBapokcabaH, nogobHa Ha Hab1loJaBaHaTa NpH Bb3pacTHy nauueHTd ¢ JIBT, nekyBaHu ¢ puBapokcabaH
20 mg eAHH MBT AHEBHO, KAKTO € MOTBbPAEHO B npoyusaHeTo ¢asa il (Bx. Touka 5.2).

[Tpoyusanero EINSTEIN Junior ¢aza Il ¢ paHgoMH3npaHo, akTHBHO KOHTPOJHPAHO, OTBOPEHO,
MHOTOLIEHTPOBO KIMHHU4HO npoyuBaxe npd 500 neanaTpHyHy nauvenTy (Ha Bb3pacT OT PAKAAHETO A0
< 18 roaunn) ¢ notebpaeH octbp BTE. Umaino e 276 aeua Ha Bb3pacT 12 10 < 18 roauuu, 101 nena Ha
Bb3pacT 6 40 < 12 roauny, 69 aeua Ha pb3pacT 2 10 <6 roxuHHU 4 54 gela Ha Bb3pacT < 2 rOAHHH.

Hupexcuuatr BTE e xnacupuuupan kato eaHo ot cneanure. BTE BuB Bpb3ka ¢ LieHTpaneH BeHO3€eH
karetsp (LUBK-BTE; 90/335 naunenT B rpynara Ha pusapokcabau, 37/165 naliueHTy B rpynara Ha
CpaBHUTEIHO NieueHue), uepebpanHa BeHo3Hna U cuHycosa Tpombo3a (LIBCT; 74/335 naunenTu B rpynara
Ha puBapokcaban, 43/165 nauyeHTU B rpynara Ha CpaBHUTENHO JledeHHe) H BCHYKH APYTH, BKITIOUHTEHO
IIBT u BE (ue-LIBK-BTE; 171/335 nauueHTy B rpynara Ha puBapokcabaHn, 85/165 nauueHTy B rpynara
HA CPaBHHUTENHO neyenue). Hali-uecto npeacraseHata vHACKCHA TpomMbO3a 1pH ielia Ha Bb3pacT 12 ao

< 18 roguuu e He-LIBK-BTE npu 211 (76,4%); npu neuia Ha Bu3pacT 6 10 < 12 roaMHM H Ha BB3pacT 2 10
< 6 roauHu — LIBCT, cbvorsetHo npu 48 (47,5%) u 35 (50,7%); v npu neua Ha Bb3pacT < 2 FOJUHH -
LIBK-BTE npu 37 (68,5%). He e umano aeua < 6 meceua ¢ LIBCT B rpynara Ha puBapokcadax. 22 ot
nauuentute ¢ LIBCT ca umanu nHdpekums Ha LTHC (13 nayuenty B rpynara Ha puBapokcabad n 9
NalLiMEHTH B Ipynara Ha CPaBHUTE/IHO CUECHUE).

BTE e npeau3BukaH OT MOCTOAHHU, [TPEXOHH UIIH H OT ABETE — NOCTOAHHU U NPEXOAHH PHCKOBH
taxTopu npu 438 (87,6%) neua.

[MauxeHTUTE €A MOJNYUHIH TbPBOHAYATHO JIeYeHHE C TEpaneBTUYHM 1034 HE(paKLIHOHUPaH XenapHH
(H®X), xenaprH ¢ HUCKO MoneKyJHO Terno (XHMT), nan donaanapuHyKe 3a Hall-MaJlKo 5 IHU d ca
paHaOMU3KWpaHu 2:1 1a nony4aBaT UM AO3H pHBApOKCcabaH, KODUIrHPaHH CAPSIMO TENECHOTO TEr/0, HH
CpaBHHUTE/IHHU JIEKAPCTRA B I'PyIaTa Ha CpaBHUTENHO neveHue (xenapuHu, ABK) 3a 3-meceueH nepuos na
JieyeHHe B OCHOBHOTO npoyuBaHe (1 Meceu npu aeua < 2 roaunu ¢ LIBK-BTE). B xpas Ha nepuoza Ha
JICYEHHUE B OCHOBHOTO MPOYYBAHE JUATHOCTUYHOTO 0DPA3HO H3CAEABAHE, HANPABEHO Ha H3XOJHO HHUBO, €
HanpaBeHO NMOBTOPHO, aKO € U0 KIMHHYHO NPUNIOKHMO. JIeUEHHETO B NpOyYBAHETO € MOXeENo Aa Obae
CNpAHO B TO3H MOMEHT WM NO npelieHka Ha U3cnenosaTens ga 6bae npoabmxeno o6wwo 3a 1o 12 Mecena
(npu geua < 2 roaudu ¢ IBK-BTE — go 3 meceua).

[ThpBUUYHHUAT pe3yaTaT 3a epukacHOCT € cumntomMaTHueH peunavsupaut BTE. [IeperuunusT pesynrar 3a
De30nacHoCT € KOMOHHALMATA OT I'OJISIM KPbBOH3IHB M KIIMHUYHO 3HAYHM HE-IONAM KPhBOH3/IHB
(K3HI'K). Bcuuky pesyntard 3a epuKacHOCT ¥ 6e30MacHOCT ca MPOBEPEHH U MOTBbPACHH LIEHTPAIHO OT
HEe3aBHCHMAa KOMHKCHS, 3aCeNeHa 3a onpeae/ieHOTOo JAcdeHHe. PesynraTute 3a epUKacHOCT W O€30nacHoCT
ca moxa3aHu B Tabauuu 11 1 12 no-gony.
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ot 162 nauuentH (1,9%), nexyBaHu ¢ Kkomnaparopa. HeTHa knuHHYHA non3a (CHMITOMATHYEH
peunaueupail BTE nmoc ce6uTHS HA ronsM KPbBOM3JIKB) € ChOOLLEHA B [PYNATa Ha JICUCHHE ¢
puBapokcabaH npu 4 ot 335 NaUMEHTH ¥ B rPyrarTa Ha CPaBHUTENHO J€ueHHe NpH 7 oT 165 nauneHTH,
HopwmanuaupaHe Ha TPOMOOTHYHOTO 0OpeMEHABAHE NPH NTIOBTOPHOTO 0OPa3HO H3C/EABAHE € Bh3HUKHAIO
npu 128 ot 335 nauueHTH Ha feyeHne ¢ puBapokcabaH v npu 43 o1 165 nauKCHTH B rpynara Ha
CPaBHUTENHO JieueHHe. Te3n HaXOAKH KaTo LsiNo ca noJoOHH Cpea BL3pacToBUTE rpynid. B rpynara Ha
puBapokcabaH € umaio 119 (36,2%) seua ¢ HAKakBO KbPBEHE, BL3HHKHAJIO NPH JICHEHHETO, a B rpynara
HA CPABHHUTE/HO jJevyeHue € umano 45 (27,8%) neua.

Tabauua 11: Pe3yaTaTH 32 ¢HKACHOCT B Kpas HA OCHOBHHA NEPHO RA JieUeHHe

C16utne Punapokcaban KomnapaTtop
N=335§* N=165*
Peunausnpaiy BTE (nbpeHueH pesynrtar 3a 4 S

ePUKACHOCT)

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

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

KoMOuHaia: CAMNTOMaTH4EH peLMAHBHpaLll
BTE + acuMnToOMaTHYHO BAOLLUABAHE NPH
MOBTOPHOTO 00pa3HO HU3CIEABAHE

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

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

Kombudauus: cMMNToMaTHYEH peUMARBHpALLL
BTE + acumMnToMaTH4HO BnoiliaBaHe + 6¢3
[IpOMAHA IIPH [IOBTOPHOTO 00pa3«o
M3CJICIBAHE

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

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

HopmanuinpaHe npy NOBTOPHOTO 06pasHo
H3C/IeIBaHe

128
(38,2%, 95% Cl
33,0% - 43,5%)

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

KoMOuHauusa: CHMITOMATHUEH PELMIXBHpaLL]
BTE + ronsiM KpbBOK3/IMB (HETHA KNIHHWYHA

noa3a)

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

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

Jleranex wiM Heneranen 6enoapodbeH
eMOOIHIBM

1
(0,3%, 95% CI
0,0% — 1,6%)

1
(0,6%, 95% Cl
0,0% — 3,1%)

*F AS= mened Habop 3a ananu3 (full analysis set), BCH4YKH xeua, KOMTO Ca OUITH paHAOMH3IUPaHH

Tabanua 12: Pesynrarn 3a 6€30MaCHOCT B Kpasi HA OCHOBHHS NEPHO/ HA JICYEHHE

Pupapokcaban Komnapartop
N=329* N=162*
KomOuunauus: ronsMm kpsaouinus + K3HI'K 10 3

(MbpBUYEH pe3yJiTaT 3a 6€30NaCHOCT)

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

(1,9%, 95% CI
0,5% - 5,3%)

['onAM KpBBOU3IHB

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

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

HaxKakBO KbpBEHE, Bb3HHKHAIO MpU
JICHEHHETO

119 (36,2%)

45 (27,8%)

*SAF= nabop 3a ananu3 Ha be3onacHocTTa (5afety analysis set), BcHUKH AcLia, KOUTO ¢a OMAM pAaHAOMH3IHpAHH H Ca
MONY4YHJIK Hai-Manko 1 103a OT UINHTBAHOTO NEKAPCTBO.

[TpoduasT HA edHKACHOCT M 6e30MacHOCT Ha pHBapokcabaH € B roasMa CTeneH nofrodbeH mMe
neauarpuuxaTa nonynaiusa ¢ BTE 4 Bv3pactHara nonynauus ¢ JIBT/BE, senpeku ToBa, ae
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YYaCTHHIIHTE C HAKAKBO KbpBEHE € NO-BHCOK B neauatpuyHara nonynauus ¢ BTE B cpaBuenue ¢
ph3pacTHaTa nonynauus ¢ JIBT/bE.

[ayHeHTH ¢ BUCOKOPUCKOB TPOXHOMO3UTHBEH aHTH(ROCHONUNHUAEH CHHADOM

B cioHcopHpaHo OT u3caenoBares, paHIOMHU3HpaHO, OTBOPEHO MHOTOLIEHTPOBO APOYUYBAHE ChC
3ac/eneHa oleHKa Ha KpaitHUTe TOuKH, puBapokcadaH e cpaBHeH ¢ BapgapuH pH NALHEHTH C aHaMHe3a
3a TpoM003a, IHArHOCTULIHPAHY C aHTUPOCHONUNTUAEH CHHAPOM U C BUCOK PHCK OT TpoMOoeMOoMUYHY
cHOMTHSA (MTOJIOKUTEAHN MTPH BCHUKUTE 3 aHTHHOCPONHIUAHH TecTa: NyNyCEH aHTHKOAryJ/1aHT,
aHTHKApAHOINUITHHOBH aHTHTENA U aHTUTENA cpelly Oerta-2-rinukonpoTeHH [). [IpoyuBaneTo e npexpareHo
NpesxkAeBpEMEHHO clie/] BKJIHOUBaHeTo Ha 120 nauueHT nopaan TBLPAE MHOIO ChOMTHS Cpel NALHEHTHTE
B rpynara Ha puBapokcabaun. CpeaHoTo npocieassaHe € 569 AHH. 59 nauMeHT! ca paHIOMH3UPAHH HA
pusapokcaban 20 mg (15 mg 3a naiuenty ¢ kpeaTHHHHOB KiMpbHC (CrCl)y<50 mli/min) u 61 Ha BapgapuH
(INR 2,0-3,0). TpomboemboauiHu cbOuTHR Ce NposaBABaT NpH 12% OT NAUMEHTHTE, PAHAOMHU3HPAHH Ha
puBapokcabaH (4 MICXeMHUYHH MHCYITa U 3 MuokapaHH HHdapkTa). He ca chobuasanu chOnTHA Npe
NaluHeHTH, paHOMH3HpaHH Ha BapdapuH. MacuBHO KbpBeHe ce HabitoaaBa npu 4-ma nauueHT (7%) ot
rpynara Ha puBapokcabas u npu 2-ma nauueHTtH (3%) ot rpynara Ha sapgapuH.

[leapnaTpuuda NonyJjaalus
EBponefickara areHius o nekapcrsara ocBo0ox1asa or 3ab/DKEHHETO 32 NPEAOCTABAHE HA

pe3yJTATHTE OT NPOYYBAHHUATA ¢ PePEPECHTHHUSA JIEKAPCTBEH NIPOAYKT BbB BCHYKH NOATPYNH Ha
neaHaTpHYHaTa NONynalus npy npoPuiakTuka Ha TpomboeMbonuHy cbOUTHA (BX. TO4Yka 4.2 3a
HH(pOpMaUuUa OTHOCHO ynorpeda B e uaTpHsiTa).

5.2 dapMaKOKHHETHYHH CBOlcTBA

Abcopbuus

Cnensallata MHpopmanua ¢ 6aznpaHa Ha JAHHH, NOJYYEHU IPH Bb3PacTHH,
Pusapokcaban ce abcopbupa 6bp30, KaTo MakCHMANHUTE KOHUEHTPAUUHU (Cmax) €€ DOCTHTAT 2-4 Yaca
ciel npueMa Ha tabneTkara.

[TepopanuaTa abcopbuus Ha puBapoKcabaH e MOYTH IThIHA U MEpopaiHaTa OMOHANHYHOCT € BHCOKA
(80-100%) 3a n03a ot 2,5 mg u 10 mg, npueTa kaTo TabaeTKa, HE3ABUCMMO AAIIH IPUEMBT € HA rajHo
unu cned xpaHeHe. [lpuemnT Ha puBapokcabaH ¢ xpaHa He nosausaBa AUC ninu Cha Npy 103uTE 2,5 Mg U
10 mg.

[Topaan HaManeHa cTeneH Ha abcopOuus € onpeaeneHa nepopainHa OHoHaaHyHocT OT 66% 3a TabneTka

20 mg npuerta Ha raaado. [lpu npueM Ha TabneTkn puBapokcaban 20 mg ¢ xpaHa ce HaboJaBaT
nosuileHHs Ha cpeaHata AUC ¢ 39% B cpaBHEeHHE € TpyHeM Ha TaONEeTKHUTE Ha IllajHo, KOETO FOBOPH 32
MOYTH IThJiHA abcopOuus U BUCOKA nepopanHa GuoHanuyHocT. PuBapokcaban 15 mg u 20 mg tpadea na
ce npMeMa ¢ XpaHa (BX. Touka 4.2).

dapmakoKHHETHKATa HA pHBapokcabaH € MouTH IHHeHHa A0 OKono 15 mg eauH MbT Ha ACH NPH NPHEM
Ha rnagdo. Crnen npueM Ha XxpaHa pusapokcaban 10 mg, 15 mg u 20 mg tabnetku nokassa
NPONOPUMOHANTHOCT HA A03aTa. [1pu mo-BHCOKK 03U pUBapokcabaH Moka3sa OrpaHH4YEHa OT
pa3TBOPHMOCTTA abcopOuUKs C HamMasleHa OMOHATMYHOCT ¥ HAMANSABaHE Ha CTeneHTa Ha abcopbuuaTa npu
NOBYILABaHE Ha 4034aTa.

dapmakokHHeTHYHATA BapHabunHOCT Ha puBapokcabaH € yMepeHa ¢ BApUpaHEe MEXAY OTHENHUTE
nauueHTH (CV%) B uuteppana ot 30% no 40%.

AGcopOuniaTa Ha puBapokcadaH 3aBUCH OT MACTOTO HA HErOBOTO OCBODOXAABAHE B CTOMAIIHO-YPEBHHA
Tpakt. Chob1maBa ce 3a 29% u 56% Hamanenue Ha AUC H Crax B cpaBHEHHE ¢ TabJIeTKa, KOraTo rpaHyaar
puBapokcabaH ce 0cBo00XAaBA B NPOKCHMANHHTE OTAENIH Ha THHKHUTE uepBa. Excnosnuusra

AOIBLJIHUTENHO, KOraTo puBapokcabaH ¢e ocsob0kAaBa B JUCTAJIHHTE OTAEIH HA THHKUTE
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BB3XOAALLOTO Aebeno yepso. 1o Tazn npuunHa TpadBA Aa ce H30ArBa NpHIOKEHUETO HA puBapokcadban
AKUCTAIHO OT CTOMAaxa, Thil KaTo TOBA MOXe Ja JOoBeJe A0 HamalicHa abCcopOLIUs U CHOTBETHO CBbp3aHa
eKCITO3UIINA HA pHBapokcabaH.

BuonanuunocTTa (AUC M Chax) € 6M1a cpaBarMa nipu 20 mg pusapokcabaH, MPUIoHKEH NEPOPANHO KATO
pasTpolleHa TabieTka, pazMeceHa B S0bIKOBO MIOpE, X CYCNEHIUpada BbB BOJa M NPHIIOKEHa npes
CTOMAlLIHA COHJAA, MOCNEABAHO OT TEYHA XpaHa, B cpaBHEHHUeE ¢ udnaTa tabnerka. Karo ce uma npeasua
npeaBHAMMUSA, IPONOPLIMOHATIeH Ha no3aTa hapMakOKHHETHYEH podU. Ha puBapokcadbaH, pesyITaTHTe
32 OMOHAIMYHOCTTA OT TOBA MPOYYBaHE BEPOATHO Ca NPHIOKHMH 32 IOHWKABAHE HA BO3HTE Ha
puBapokcabaH.

ITeduampuuna nonyaayus

Jlenata ca noay4dau piBapokcaban TabneTka MM nepopaiHa CyCrneH3us rno BpeMe Ha uid
HEMOCPEACTBEHO ClIe] XpaHEHE HM MPUEM Ha XpaHa ¥ ¢ obHyaiina mopiMs TEYHOCT, 3a 1A Ce rapaHTHpa
HaJeXKAHO no3HpaHe npH acua. Kakto npu 8b3pacTHHTE, puBapokcabaun ce abcopbupa BesHara cien
NepopaHO NPHJIOKEHHUE NOA (popMaTa Ha TabneTKa UK IpaHyJiH 3a NepopaiHa CyCleH3us nMpH aeLara.
He e HabmosaBada pa3inkKa HUTO B CKOPOCTTA, HUTO B CTENEHTA HA abcopbLusg MEXAY NEKapPCTBEHUTE
¢opmu TabneTKa ¥ rpaHyJid 3a nepopayiHa cycnensud. Jiuncear @K gaHHH cnes HHTPABEHO3HO
MPUJIOKEHHE NpH Jielia, Taka ye abcomoTHaTa OHOHAIMYHOCT Ha pYBapokcabaH NpH Jieua € HEH3BECTHa.
YC¢TaHOBEHO € HAMAABAHE HA OTHOCHTENHATAa OMOHANMYMHOCT MPU MOBUMIIABAULK c€ A03M (B mg/kg
TENECHO TEr0), NPEANONaraio orpaHiyeHus Ha abcopOuuaTa npy NO-BUCOKH AO3H, AOPH NpPHU NPUEM
3ae€{HO C XpaHa.

Pusapokcafan 15 mg tabnetky TpsbBa pa ce npMema [Py XpaHEeHe WM C XpaHa (BXK. Touka 4.2).

Pasnpenencuue

CBBbp3BaHETO C MIA3MEHUTE MPOTEHHU NTPH XOpa € BUCOKO, 0K0J10 92% no 95%, xato cepyMHHAT
anbyMHH e OCHOBHATA CBbP3Balia ppakuus. O0embT HA pasfipesesieHHE e YMEPEH C V5S NPHONHIUTENHO
50 nurpa.

ITeduampuuna nonyaayus

In vitro JaHHHWTE HE NMOKA3BaT 3HAYUMH PA3JIMKH B CBbP3BAHETO HA pHBApOKCabaH ¢ NIa3MEHHUTE
MPOTEHHH NPH AeLla CPel Pa3IMUHUTE BL3PAaCTOBH IPYNH H B CPaBHEHUE C Bb3pacTHU. Jlunceat OK
AAHHHK ClE]l HHTPABEHO3HO NMPHIOoKEHHE Ha puBapokcabad npu geua. OdeMbT Ha pa3npejeneHue 8
CTAUMOHApHO cbeTosHKE (Vss), u3uucaeH Yypes nonynaunosHo OK monennpane npu geua (Bu3pacTos
auanaszod 0 1o < 18 roguHn) cien nepopaiHo NPUAOKEHHUE Ha puBapokcadaH, 3aBUCH OT TEJIECHOTO TErjo
H MOXe Aa Obje onucay ¢ anoMeTpuuHa GyHKUHS, Cbe cpeana ctoiHocT 113 | npu nuua ¢ tenecHo Terno
82,8 kg.

BuoTtpaHcdhopmaia ¥ eauMUHKpaHe
Okoso 2/3 oT NpuAokKeHaTa J03a puBapokcabaH ce moasara Ha MeTaboNMTHO pasrpakiaHe, ciell KOeTo
NnoJIOBUHATA Ce eNMMUHHUpA npe3 6LOpeLnTe, a Apyrara nonosuHa — ¢ pekanuure. [locneanara 1/3 or
pUIIOKEHATA 1032 C€ H3NTbUBA Ype3 AHpeKTHA OnOpeuHa ekckpeLus Karo HeNMpoOMeHEHO akTUBHO
BEILIECTBO B YPHHATA, MIABHO 4pe3 akTHBHA ObOpeuHa cexperus.

PusapokcabaHn ce Metabonuanpa upes CYP3A4, CYP2J2 u CYP-ue3aBHCHMH MEXaHH3MH.
PasrpaxaaneTo upes OKMCIeHue Ha MOPHOIHHOHOBHS PAIHKANT X XMAPOIU3aTa HA aMHAHHTE BPb3KH Ca
OCHOBHUTE npolecH Ha OuotpanchopMauus. OT in vifro N3CIEABaHHA € U3BECTHO, He pHBapokcadaH e
cybcTpaT Ha TpaHCNOPTHUTE NpoTeuru P-gp (P-rnukonpotenn) U Berp (pOTEHH Ha pe3rcTe
paK Ha rbpAaara).
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HenpoMeHeHusT puBapokcabaH € Hal-BaXHHUAT KOMIIOHEHT B YOBEILKATA M1a3Ma, 0e3 aa uma qpyru
OCHOBHH WJIH aKTHBHH UHPKYJupaliu MeTabonnt. Cbe cucTeMeH KIMpBHC okono 10 I/h pusapokcaban
MOXKe [a ce KiacHPHIUUpa KAaTO BELECTRBO ¢ HHCBK KIHPbHC. Cllen MHTPABEHO3HO NIPUIIOKEHHE HA 1032 OT
1 mg enHMHHALIMOHHHUAT NOJIYXHUBOT € 0k0J10 4,5 yaca. Cnel nepopanHO NPHACKEHHE €THMHHHPAHETO
CTaBa JUMHUTHPAHO OT cTeneHTa Ha abcopOuus. ENTMMHHKMpaHeTO Ha puBapokcaban OT nna3sMara HacThbMNBA
¢ TEPMHHANICH MOMYXHUBOT OT 5 10 9 Yaca npn Mnaju HHARBUAN U OT 11 10 13 yaca npyu NnauUeHTH B
CTAp4eCcKa BH3pacT.

Heouampuuna nonyaayus

JIunceat gaHuH 3a metabonuama, cnequduyHM 3a neua. Jiuncear OK AaHHH ciel HHTPaBEHO3HO
npusioxkeHKne Ha puBapokcaban npu geua. KnupbaewT (CL), H3uucneH upes nonyiaannoHo OK
MOZeMpaHe NpH geua (Bb3pactos ananazoH 0 10 < 18 roauku) ciea nepopaiHo NMpUIIoKEHHUE Ha
puBapokcabaH, 3aBMCH OT TENIECHOTO TErJo U Moxe Aa Obe onucaH ¢ aloMEeTpHUYHA PyHKUHL, ChC CpeaHa
crofiHocT 8 1/uac 3a nuie ¢ renecHo Terno 82,8 kg. CpeaHuTe reOMETPHUHH CTOMHOCTH 32 MOJYKHBOTA
Ha Aucnosnums (ty2), H3YNCIEHH ypes nonynaunoHHo OK moaenupane, HaMandBaT ¢ HAMangBaHETO Ha
BL3pAcTTa i BapHparT oT 4,2 yaca npy IOHOLLK A0 MPHOIU3NTENHO 3 Yaca fpH Jela Ha Bb3pacT 2-

12 roauHu ¥ ce noHuxasat A0 1,9 1 1,6 yaca, ChOTBETHO NpH Aetia Ha BB3pacT 0,5 -< 2 roguHK U Mo-
MaJixu oT 0,5 roausH.

CneuyanHu nomyjaauuu
Ion
[Ipu BB3pacTHH, HE Ca YCTAHOBEHW KJIWHHYHO 3HAYMMH Pa3IMKH BbB (PApMAKOKMHETHKATA U

dapMakoIHHaMHKATa MEXY NALKEHTH OT MBbXKKH M XEHCKH 1oJ. EAuH excriiopaTopeH aHanus He
OKa3Ba 3HAUMMH pPa3/IHyK B €KCIIO3MUMATA Ha pHBapokcabaH Mexay Acua OT MBbKKH H XKEHCKH [101.

[layuenmu ¢ cmapuecka ev3pacm

[TauHeHTHTE B CTAPYECKA BL3PACT NNOKA3BaT NO-BUCOKM NJIA3MEHH KOHUEHTPAUHH B CPaBHEHHE C M10-
MJIaaHTe MAaLKEHTH Che CpeaHu cTofiHocTH Ha AUC oxono 1,5 mbTé no-BHCOKH, OCHOBHO Mopaau
HamaneHus (npuBuaeH) oo U 6bOpeyeH knupbHCE. He ce nanara kopekuHs Ha gosara.

Paznuunu xame20puu & 3asucumMocm om meaaomo

[Ipu BBL3pacTHH, MPEKOMEPHHU OTKINOHEHHA B TeJecHOTO Terno (< 50 kg nan > 120 kg) umat camo manko
BJIMSIHHE BbPXY [IJIA3MEHHUTE KOHLEHTpaLkK Ha pHBapokcaban (no-manko ot 25%). He ce Hanara
KOpeKLHA Ha Jo3ara.

[Tpu aeua, puBapokcaban ce no3upa Ha Da3zata HaA TENECHOTO TErno. EAWH eKcniopaTopeH aHanu3 He
MOKa3Ba 3HAYUMO BIIHSHHE HA MOJHOPMEHOTO TErNO HUIM 3aTIbCTABAHETO BbPXY EKCMO3HLUHMATA HA
puBapokcabaH npu acua.

Meoicoyemnuuecku pazauvus

[Ipu Bb3pacTHH, HE CA YCTAHOBEHH KJIMHHYHO 3HAUMMH MEXAYETHHYECKH pa3i4YMd NMPH NauHeHTH OT
eBpONeHAHaTa, appo-amepuKaHcKaTa, JaTHHOAMEpHKaHCKarta, AMOHCKAaTa # KHTaHCcKaTa rpynH 1o
oTHoLIEHHE HA apMakokuHETHKaTa ¥ dapMaKOJHHaAMHKaTa Ha puBapokcadaH.

Enx1H €KCNIOpaTOpEH aHalu3 HE [MOKa3Ba 3HAYUMH MEXIYETHHUYECKH Pa3/IHuMs B €KCNO3ULHATA Ha
pHBapoKkcabaH npy Aeua OT SANOHCKATa, KUTaicKaTa M a3uarckara rpynu u3sbH AnoHus u Kuran B
CpPaBHEHHE CbC ChOTBETHATA 00L1A neararpuyHa nomynaLus.

Yeprnodpobro yspeoicoare
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[MauueHTH C LKPO3a K JeKa cTerneH Ha YepHoaApoOHO yBpexaaHe (1ac A no Child Pugh) nposisasat camo
MUHMMATHH [IPOMEHH BhB (hapMakokuHeTHKaTa (cpeano 1,2 mbtu nosuiueHune Ha AUC Ha
pUBapokcabaH), KOETO € MOYTH CPABHMMO ChC ChOTBETHATA UM KOHTPOJIHA pyna 3ApaBH HHAUBKIH. [IpH
MalUeHTH C LUPO3a H YMEpPEHa cTeneH Ha yepHoapobHo yBpexaase (kiac B no Child Pugh), cpennara
AUC na puBapokcabaH € 3HaUHTeHO MoBUlICHA (2,3 MbTH) B cpaBHEHHE CbC 3apasu Aobpoeonuu. AUC
Ha HecBbp3aHaTa (pakuus ce nosuimasa 2,6 nbTy. [Ipn T€34 nauvenT™ UMa H HaManeHo OLOpeyHo
enHMHHpade Ha puBapokcabaH, moao6HO HA TOBA [IPH MALMEHTH C YMEpPEHa cTeneH Ha OnOpeyHo
yBpexaaHe. HamMa JaHHH OT nauMeHTH ¢ TexkKa CTeNeH Ha 4epHOAPOOHO yBpEXIaHe.

MHXxuOHpaHeTo Ha aKTUBHOCTTA Ha (hakTop Xa NpH NalHNeHTH ¢ YMEpEHa CTENEH Ha YEpHOAPObHO
YBPEX/AHE € MOBUIIEHO 2,6 MbTH B CPaBHEHUE CbC 3/pasy 100poBoUH; P ChILIO € YABIKEHO —

2,1 nbTH. [TaleHTHTE ¢ YMEpPEHA CTENEH Ha YEPHOAPOOHO yBpexJaHEe ca NO-YYBCTBUTENHH KbM
pHBapoxcabaH, koeto Boay 10 no-crpbMHO PK/PD croTHOWIEeHHE Mexay KoHUeHTpaLuaTa # PT.
PuBapokcabaH € NpOTHBOMOKA3aH NPH NaUUAEHTH ¢ 4epHoApobHO 3abonaBaHe, CBLP3aHO ¢ KoaryaonaTus
U KIMHHUYHO 3HAYMM PUCK OT KbpPBEHE, BKIOYHTENHO nauueHTd ¢ uupo3a ¢ Child Pugh B u C (Bx.

TOuKa 4.3).

JIUncBaT KAHHUYHY TaHHK NIPU AcLA ¢ 4epHOAPOOHO yBpEXKaaHe.

Bvbpeuno yapexcoane

[Tpu BB3pacTHU ce HaOMI0AaBa YBENMYEHHE HA €KCIIO3HLIUATA Ha pUBApOKCabaH yCcrnopeaHo ¢ HaMalsgBaHe
Ha OrOpeuHara QyHKLHA, H3MEPEHA YPE3 KPEaTHHUHOBHSA KIUPBHC. [1pH HHAUBHIY C NIEKA (KPEATHHUHOB
knupbHC 50-80 ml/min), ymepeHa (kpeaTHHHHOB KaupbHC 30-49 ml/min) ¥ Texka (KpeaTHHUHOB KITHPBHC
15-29 mi/min) cTenex Ha 6BOpeUHO yBpEKAaHE NNa3MeHHTe KOHUEHTpaluKn Ha puBapokcabad (AUC) ca
cboTBeTHO 1,4; 1,5 v 1,6 mbTH NO-BUCOKK. CHLOTBETHOTO 3aCH/BAHE Ha PapMaKOAHHAMHYHHTE €PEKTH €
no-ru3paseHo. [Ipi HHAUBUIHK C NeKa, YMEPEHA U TEXKKA CTeneH Ha 6b0peuHo yBpexaaHe LATOCTHOTO
HHXHOHMpaHE Ha AKTUBHOCTTA HA (akTop Xa e cboTBeTHO 1,5; 1,9 1 2,0 ibTH NO-CHIIHO B CPaBHEHHUE ChC
3apasu go0posoniH; PT cbliio € yabikeHo — cboTeeTHO 1,3; 2,2 1 2,4 mbTH. HAMa aHHH OT NaLHEHTH C
KpeaTHHUHOB KUpBHC < 15 ml/min.

[lopaad BHCOKaTa CTENEH HAa CBbLP3IBAHE C NJIa3MEHUTE MPOTEHHH HE CE OYaKBa prHBapoKcadaH fa MoXe 1a
6bae OTACICH Upe3 Jnanu3a.

He ce npenopbusa ynorpeba npy nauMeHTH ¢ KpeaTHHUHOB KIKMPBHC < 15 ml/min. PuBapokcaban Tpsabaa
[a ce H3MO0M3Ba BHHMATETHO NMPYA NALMEHTH C KPEaTHHUHOB KIHPBHC 15-29 ml/min (Bx. Touka 4.4).
JIuncear KAMHUUHU JAHHU TIPH Jela Ha | rogHHa UM NO-TOJMEMH C YMEPEHA UITH TeXKKA CTENESH Ha

6B0peuHO YBpEXAaHe (CKOPOCT Ha rioMepyaHa puntpauns < S0 ml/min/1,73 m?).

DapMAKOKHHETHYHK JAHHH TIPH NAIIHEHTH

I[Tpu nauueHTH, NONyvasalu puapoxcabal 3a neyeHue Ha ocTpa Abiadoka BeHo3Ha Tpombo3a (JIBT)
20 mg eaAMH BT AHEBHO, CpeaHaTa reoMeTpruyHa KoHueHTpauus (90% npornosen uuTepsan) 2-4 yaca u
OK0.J10 24 yaca cjiefl MpHeM Ha f03a (NpuONU3NTENHO NPCACTABNABALLHY MAKCUMaIHATA ¥ MUHUMaNnHaTa
KOHLIEHTpALMH Npe3 BpeMe Ha A030BHA HHTepBa) € CboTBeTHO 215 (22 - 535) 1 32 (6 - 239) meg/l.

[Ipu neanatpuuHu nauueHtu ¢ ocThp BTE, nonyyasau pusapokcabaH npy A03a, KopurupaHa clpsamo
TEJECHOTO TErJo, BOACHIA 10 EKCNO3HIMa, moaobHa Ha Taszu NpH Bb3pacTHU nauueHTH ¢ JIBT,
nojyuaBsal(d AHeBHA A03a 20 mg eauH TbT AHEBHO, CpeAHAaTa reOMETPHYHa CTOHHOCT Ha
KOHLUeHTpaLuuTe (MHTEpBan 90%), noNyyeHH NpH BPEMEBHTE HHTEPBAIH HA B3EMAHE HA pobuTe,
MpeAcTaBAABALLHN NPHOIHM3UTENHO MAKCUHMATHHUTE U MUHHUMANHUTE KOHLUEHTPALHMH MO BpEME Ha JO30BHUS
uHTepsan, ca 060bueHn B Tabnuua 13.
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Tabauua 13: O606iuena cTaTHCTHKA (cpeaHa reomerputiHa croiHocT (90% nuHTEpBaN)) Ha
NJIa3MEHHTE KOHIEHTPAIHH HA pHBApoKca0aHn B CTAlHOHAPHO cheTosiHNe (meg/l) cnopen pexkuma
HA A03HpaAHE H BL3PACTTA

BpemeBn
HHTEPBAJIH
o.d. N 12-<18 N 6-<12
rogHHH roOZHHH
2,5-4 yaca 171 241.5 24 2297
caen (105-484) (91,5-777)
[pUJjlaraLe
20-24 yaca | 151 20,6 24 15,9
clen (5,69-66.3) (3,42-435,5)
pyJjaras
b.i.d. N 6-<12 N 2-<6 0,5-<2
rOAMHH roOAHHH roAHHH
2,5-4yaca | 36 145,4 38 171,8 2 n.c.
clen (46,0-343) (70,7-438)
npunarase
10-16 yaca | 33 26,0 37 22,2 3 10,7
cnen (7,99-94,9) (0,25-127) (n.c. - n.c.)
Mpynarase
t.i.d. N 2-<6 N Or N 05-<2 N Or
roAHHH PaxXAAHETO roJARHH paxKaaHeTo
-<2 -<0,5
roAMHH TOAHHH
0,5-3yaca |5 164,7 25 111,2 13 1143 12 108.0
cnen (108-283) (22,9-320) (22,9-346) (19,2-320)
npujarase
7-8 uaca 5 33,2 23 18,7 12 21,4 11 16,1
cliell (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
pUjaraHe

0.d. = eauH BT KHEBHO, b.1.d. = ABa MbTH AHEBHO, t.1.d. = TpH NBTHU AHEBHO, N.C. = HE € H34YHcIeHo (not calculated)
CTOHHOCTH MOA JONHATA FPAHNUA HA konuwuectBeHo onpeaensHe (lower limit of quantification, LLOQ) ca
3amectend ¢ 1/2 LLOQ 3a u3uucneHueTo Ha cratucTnctukara (LLOQ = 0,5 meg/1).

Bpn3ka dapmakokuHeTHKa-papMakoauHaMuKa

Bpnakara apmakokiHeTHKa-papmakonuHamuka (PK/PD) mexay ninasMeHaTa KOHUEHTPALHSA Ha
pHBapokcabaH ¥ HAKOMKO apMakOAHHAMHYHH KpaiHu TouYkH (MHxubupaHe Ha dpakTop Xa, PT, aPTT,
Heptest) e npoyueHa ciea npuiarase Ha WHPOK AXanasocH ot Ao3H (3-30 mg asa nbTH Ha aeH). Bpbakara
MEX Y KOHLIEHTpalKATa Ha pUBapokcalaH n akTUBHOCTTA Ha (pakTop Xa Hal-gobpe ce onucsa ¢ Emax
moaen. 1o orHouienue Ha PT MoAenbT Ha nuHeliHO NpecH4aHe oNnucBa JaHHUTE OOMKHOBEHO 10-100pe.
Hak1OHBT HA KpHBaTa BAPHPA 3HAYHTENHO B 3aBUCUMOCT OT pasiHuHuTe U3nons3saHu PT pearentu. [Ipu
uanonisade Ha Heonnactun PT, PT Ha u3xoaHO HUBO € OKONO 13 CeKyHAH, a HAKJIOHBT OKOM0 3 10

4 cexyuaun/(100 mcg/l). Pesynrature ot aHann3a Ha PK/PD or ¢aza Il u III ca cxoanu ¢ nannure,
YCTAHOBCHH IPH 34paBH HHAKBHIM.

[leauaTpryHa nonynanus

besonacHOCTTa ¥ €HUKACHOCTTA HE Ca YCTAHOBEHH MPH NOKA3aHUETO NPOPHIAKTHKA HA HHCYIIT
CHCTEMHA eMOOaUA MPH MAUHEHTH C HEKJIAITHO NMPEAChPAHO MBXACHE NMPU ACLA YU KOHOLLY

18 roguHu.
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5.3 IlpeaknsHH4YHHA JAHHH 3a 6e30MACHOCT

HexnMHUYHHUTE JAHHH HE NOKA3BaT 0CO0EH pUCK 3a xopa Ha 6a3ara Ha KOHBEHLHOHATHUTE
dapMaKoNOruyH1 H3NUTBaKKA 33 Oe30MacHOCT, MPOY YBAHHUS 33 TOKCHYHOCT NPH €AHOKPATHO
NPUIIOKEHHE, POTOTOKCHYHOCT, TEHOTOKCHYHOCT, KAHLEPOT€HEH MOTEHUNA H FOBEHHJIHA TOKCHYHOCT.
EdexTure, HabmoaaBaHH Npy U3NKMTBAHWUATA 32 TOKCHYHOCT NTPH MHOTOKPATHO NPHJIOKEHHE, €A CBbP3aHH
OCHOBHO ChC 3acHcHaTa apMakoJHHAMHYHA aKTHBHOCT Ha preapokcabaH. I1pu nmexose ca
HabIr01aBaHH MOBHULIEHH NJja3MeHH HUBa Ha IgG M IgA npH HHBa HA EKCMO3HLHA, ChOTBETCTBALLH HA
KJIKHRYHHTE.

IIpn nanxoBe He ca HabmonaBaHu edekTd BLPXY PEPTHANTETA NIPH MBXKKHTE HIIH )KEHCKUTE XKHBOTHH.
U3nuTBanuATa NPH )XUBOTHH NMOKA3BAT PENPOAYKTUBHA TOKCUYHOCT, CBBP3aHa C (PapMaKONOTUYHHUS
MEXaHH3bM Ha AeHCTBHE HA puBapokcabaH (Hanp. XeMOparuyHy ycrnoxHeHus ). IIpy nnasMeHu HUBA,
CLOTBETCTBALLH HA KIHMHHUYHHUTE, ¢a HabnoaasaHd eMOpUO-¢peTalHa TOKCHYHOCT (TOCTUMILIAHTALLIMOHHA
3ary6a, 3afaseHo/cTUMynupano ocuuurpaHe, MHOXECTBEHHU Osiein XenaTajHy NE€THA) H MOBHILIEHA
YyeCTOTa Ha Hail-yecTo cpellaHuTe MaadopMaLy, KAKTO ¥ [I1aleHTApHHU npoMeHu. [1pu npe- 1
MOCTHATAJIHO MPOYYBaHe MpH NTbX0BE € Hab/oaaBaHa HaMaJieHa BUTATHOCT Ha [MOKONEHHUETO MPH J03H,
TOKCHYHH 32 MalKHTE,

PuBapokcabaH € H3C/IeaBaH NMPU KOBEHUIIHY IIJIbXOBE NIPH NPOABIDKHUTEIHOCT HA JIEYEHHETO 10 3 Meceua,
C HayaJlo OT MOCTHATAJIEH ACH 4, KOSTO M0Ka3Ba [MOBHUIIICHHE HA MEPHHHCYIAPHA XEMOPArHsl, KOSATO HE €
3aBUCHMAa OT A03aTa. He e HabnronaBaHo q0Kka3aTesICTBO 3a cneur¢pruHa TapreTHa OpraHHa TOKCHUHOCT.

6. GOAPMAINEBTHUYHH TAHHHU
6.1 ChnHebk HA NOMOIIHHTE BEIECTBA

npo Ha TabaeTkara
MUKpOKpHUCTaIHA Lenyio3a
Kpockapmenosa HaTpHi
JlakTo3a MOHOXHapAT
Xunpomenosa

Hatpres naypuncyngar
Marxezues cTeapar

O UIMOBO IIOKPHTHE
Makporon PEG 4000 (E 1521)

XHIpomenosa

Tutanos auokcua (E 171)
JlakTo3a MOHOXUApAT

XeneseH okcua, xuart (E 172)
XKeneszeu oxcua, uepseH (E 172)
TpuaueTuH

6.2 HechLbBMECTHMOCTH
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Henpunoxumo.
6.3 Cpok Ha rogsocT
3 roauHu

Paszrpoiuenu Tabaerku
PasTpoluexuTe TabneTKH puBapokcalaH ca crabHiIHM BbB BOJa H A0BAKOBO MOpe 3a TepHoR A0 4 yaca.

6.4 ChneunajHH yCJIOBHA HA ChbXPAHEHHE
To3u nekapcTBEH NMPOAYKT HE U3HCKBA CMELIHANIHM YC/IOBHS HA ChbXpaHEHHE.
6.5 Bua 4 cLALPKAHHE HA ONAKOBKATA

Kapronenu onakoBku, chabpxaiiu 10, 14, 28, 30, 42, 56, 90, 98 uiu 100 dunMupanu tabiaeTkud Hiu

10x 1,30 x 1,90 x 1 uan 100 x 1 duamupanu tabnetku. baucrepu ¢ 10 unu 14 tabaetku, u dnucrepu ¢
eauHuuHa fo3a ¢ 10 tabnetku B cpebpucTo Meko anyMunueso poauo OPA/ALU/PVC n T8bpa anyMHHUH
(Al/Al.

He BcUUkH BUJOBE OMAKOBKY Morat Aa Obaar nyCcHaTH Ha rnasapa.
6.6 Chnennaany npeAna3’HH MEPKH NPH HIXBLPJ/IAHE K paboTa

PasTpoiuasaHe Ha TAONETKHTE

TabnerkudTe puBapokcaban MoraT Aa ce pastpouiar M aa ce cycnedaupat B 50 ml Boaa, v ga ce npuioxar
Yype3 Ha30TacTpasHa COHa WK CTOMALLHA COHAA 3a XPaHEHe CJIE NOTBbPKAEHHE, Y€ COHATA €
pa3noJyiokeHa B ctomaxa. Cnel ToBa COHIaTa TpsAOBa Aa ce npoMue ¢ BoJa. v kato abcopbumsra Ha
puBapokcabaH 3aBUCH OT MACTOTO Ha 0CBODOXKaBaKe HAa AKTHBHOTO BEWIECTBO, TPAOBA na ce H304rea
NpuaokKeHHe Ha pUBapokcabaH JHCTAIHO OT CTOMaxa, Thil KaTo TOBA MOXE Aa JOBE/AC A0 HaMalcHa
abcopOLKA M BBB Bpb3Ka C TOBA A0 HaMaleHa EKCIIO3HLMA Ha aKTHBHOTO BEWECTBO. Criea MpHaoKeHHe
Ha pa3TpolieHa TabneTka pusapokcaban 15 mg wny 20 mg, npHemMsT HA A03aTa B TaKbLB Cayual TpaOBa na
Obae MocnelBaH OT CHTEPANHO XPAHEHE.

Hen3non3sauusT TexkapcTBeH NPOAYKT HAM OTNAALYHUTE MaTepHalid OT HEro Tps0Ba fa ce U3XBLPIAT B
CBOTBETCTBUE C MECTHHTE H3HCKBAHUSI.

7. MNMPHUTEXATEJI HA PASPEHIEHHETO 3A YTIIOTPEBA
Gedeon Richter Plc.
1103 Budapest

Gydmrdi ut 19-21.
YHrapus

8. HOMEP(A) HA PA3PEILIEHHUETO 3A YIIOTPEBA
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Per. Ne 20220269

9. JATA HA IIbPBO PAIPEHIABAHE/TMOJHOBABAHE HA PA3PEILIEHHETO 3A
YIIOTPEBA

Jlata Ha mbpBO paspeuiasaHe: 29.09.2022
JlaTa Ha NOCAEAHO NMOJAHOBABAHE:

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

30.07.2026
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