1. UME HA JIEKAPCTBEHUS ITPOAYKT fokd
‘,Z Jod AN SOOI
PuBaxu6 20 mg TBBp/AM KarncyJiu

Rivahib 20 mg hard capsules 6" g G0 16 -07- 2025

Z. KAYECTBEH A KOJIMYECTBEH CbCTAB

Besika TBBpaa Kancyna ceabpaka 20 mg puBapokcaban (rivaroxaban).

[ loMOLIIHO BELIECTBO ¢ U3BECTHO JIEUCTBHUE:

Bcska TBbpaa kancysa ceabpaka 39,27 mg nakros3a (KaTo MOHOXMIPAT).

3a MbJIHUA CITHCBK HA MOMOIIHUTE BEILECTBA BHXKTE TO4YKa 6.1.

3. JJEKAPCTBEHA ®OPMA

TBbpaa Karncya

TBBpaM )KETATUHOBH KArCyJIM ¢ YEPBEHHU TSJIO U Karnayka, ¢ ornedarady 20 mg, ¢ pa3mep Ha KaricyJiara
No 3 (npmxuna 15,9 mm), chabpakaium 051 WK NMoYTH O5J1 Nnpax, WK JIEKO YIUTbTHEHH arjioMeparH.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

Bw3pacmuu

[IpopunakTHka Ha HHCYIT U CUCTEMHA eMOOJIHS IPH Bb3PACTHH MALMEHTH C HEKJIAIHO MPeAChPAHO
MBXKJIEHE C €IMH HUJIM TTI0BEYE PUCKOBH (DAKTOPH, KATO 3aCTOMHA ChbpA€YHAa HEAOCTATBYHOCT,
XUIEPTOHMS, Bb3PacT > 75 roJAMHH, 3aXapeH A1adeT, npeaiecTBall HHCYIT WK MPEXOAEeH HCXEMHYEH
[IPUCTBII.

Jleuenue Ha abaOOKa BeHO3HA Tpombo3a ([IBT) u 6enoapoden em601u3bM (BE)  npodunakTuka Ha
peunaueupainy BT u BE npu Bb3pacTHU. (BK. TO4Ka 4.4 3a XeMOAMHAMUYHO HECTAOM/IHM NALIMEHTH

¢ bE.)

[leouampuuna nonyrayus

Jleuenue Ha BeHO3eH TpomOoeMOonu3bsM (BTE) u npodunakTuka Ha peuuausu Ha BTE npu neua u
IOHOLUM Ha Bb3pacT noA |8 roaunu u ¢ terno noseye ot S0 Kg Hail-Manko 5 JHH clie HaYaaHO
[MapeHTepaTHO aHTUKOAryJaHTHO JICUeHHE.

4.2 Jl03HpOBKAa H HAYHH HA NPHJIOKEHHE

J103upOoBKa

[Ipogpunaxmuxa Ha unHcyim u cucmemna emooauUs NPU 8b3PACMHU

[IpenopbunTenHaTa 103a e 20 mg eIMH 0BT JHEBHO, KOETO MPE/ACTaB/ISABA M MPENOPbYHTEIHATA

MaKCHMaJIHa 103a. 7 e\
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Jleuenunero ¢ PuBaxub Tpsabsa na ce npoab/bkaBa B AbJINOCPOUECH IUIAH, KOraTo nonsara 0T+ /

NMpoQUIAKTHKATA HA MHCY/IT W CHCTEMHA eMOOJIMs HAJIBUILIABA PUCKA OT KbpBEHE (BX. Touka 4.4).
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Axo 6Be mpoITycHaTa HAKOA 1034, NauMeHThT TpAtsa ga mpueMe PuBaxub He3zabaBHO U Ha
clejBaliMa AeH A8 MPOTBb/DKK ¢ MPHEMa €IHH IThT JHEBHO, ChITIacHO npenopbkute. He Tpsabea na ce
NpHEMA JBOKHE 1032 B CHIYMA JCH 38 KOMIICHCHpAHE Ha IIPOITyCHATaTa [03a.

Jeuenue na BT, neuenue na BE u npogunaxmuxa na peyuousupawyu [{BT u BE npu ev3pacmnu
[IpenoppunTenHAaTa 1038 38 HadaIHO jJeyeHue Ha ocTpu JIBT wm BE ¢ 15 mg asa nsTH AHEBHO Npe3
MLPBHTE TPH CEAMMIIM, TIOCTICABAHA OT 4034 OT 20 mg BeAHEX AHEBHO 34 NPOARDKABAINOTO JICYEHHE H

npodiakTHKa Ha perpauBrpamy JIBT u bE.

Tpabna Aa ce HMa NpeaABHJL KPATKOCPOUHA Tepamua (Haki-Manko 3 Mecena) npy nauueHTH ¢ BT wm
BE, npOBOKMpaHH OT MOJIEMH IMPEXOAHY PHCKOBH (paKTOpH (T.€. CKOPOIITHA NO/IAMA ONepalMs WIH
Tpaema). Ilo-nmpoas/DKHTENHA TeparmaTa TpAOBa Ja ce MMa NPEABHA IPH NAIMEHTH ¢ IPOBOKHPAHK
JBT wmu BE, HecBBp3aHH C rOjJIeMH IpEXoAHH piuckoBd ¢akropu, HenposokHpauu JIBT unu bE uiau
aHaMHe3a 3a perpouBupanm JTHT unu BE.

Koraro e nokaszaHa o-NMpoXDKATSIHA [IpodunaxTuka Ha peupausHpainy JIBT u BE (cien
3aBLpIIBaHe Ha NMOHe 6-MeceuHa Tepamud 3a [[BT wm BE), nmpenopsynTenHara no3a € 10 mg peHbxX

nHepHO. [Ipyn nmalMeHTH, NIpH KOKUTO C€ CMATA, Y€ pUCKBT oT perMausapamy IBT win BE e Bucok,
KATO TE3H C YCIOMHEHH CHITBTCTBAINH 3a00/I9BaHMs, WIH KOHTO ca pa3Buiid permaueupainy BT unn

BE npu mo-nmpoab/DKUTENHA MpodHIakTUKa, TpaOBa da ce MMa npeaABHI rpHem Ha Pubaxub 10 mg
BeIHDBXK OHEBHO WM Ha PruBaxub 20 mg BegHbx AHCBHO.

[IpomBDKHTETHOCTTA HA TEPAMMATA TPAOBa [a ce onpeaein | A03aTa J1a ce m3bepe MEIMBUIYATHO
clell BHUMATeNIHA OlieHKA Ha CHOTHOIIEHHETO MEXIY MOT3ara OT JICYEHHETO H PUCKA OT KbpBeHe (BX.
Touka 4.4).

_l:l-epm,u OT BpeMe CxeMa Ha Ipuiarase O61na aHeBHA

. - $ - nosa
JleueHue H Hen 1-21 15 mg ARa ITTH AHEBHO 30 mg
IpodHNAKTHKA Ha
E;l[ﬂmmupamﬂ ABT ¥ | Or len 22 nararex 20 mg BeqHBXK JHEBHO 20 mg
ITpodunaxruxa Ha T Cnepn 3aBppuieane Ha 10 mg BeaHEX JHEBHO HIN 10 mg HiIn
peuauBupam ABT u | Hali-Manko 6-Mecedna | 20 mg BeAHBK AHEBHO 20 mg
BbE teparmud 33 JIBT wimn

BE

Axo BBB (a3zara Ha nederne ¢ 15 mg aa meTH AHEBHO (A¢H 1 - 21) ce MPOMyCcHe eAHH IIPHEM,
NalUeHTHT TpAOBa He3a0aBHO Na nmpHeMe PuBaxu0, 3a a ce OoCHTYpH O0IO MPHETO KOJIMYECTBO OT
30 mg Pupaxwu6 3a enun neH. B nonoOeH cryyqali Morar 1a Opaar npuetH age TatieTky ot 15 mg
HaBeaHbXK. IlalHeHTET Tpabpa 1a MpOBIKE PpSAOBHHS ITpUEM Ha 15 mg ABa ITbTH JHEBHO HA
clieABaINMA JeH, KAKTO € mpenoph4yaHo.

AKO BBB ¢a3ara Ha leveHre ¢ QHH IPUEM Ha JeH Ce IIPOIYCHE €MH IPHEM, NALKEHTHT TpAOBa
He3abaBHO Ja npueMe Pupaxu6 u TpadBa ga NpoaBIDKH peXOBHHA NPHEM BEIHBK AHEBHO Ha
caeaBaIMsA AeH, KAKTO € ImpenoppeaHo. He Tpabsa na ce usnmon3sa aBoifHA 1038 B paMKHUTE €IHH U
CBIM JCH, 38 a3 C€ KOMITEHCHpAa NMPOITyCHATATA X034,

Jeuenue na BTE u npogpunaxmuxa na peyuoueu va BTE npu oeya u oxouiu
Jlevenuero ¢ PHBaxu® npH aena ¥ IOHONIIM Ha BB3pacT nox 18 romuau Tpsabea na 3ano

S THHU cliell HAYAJIHO MAapeHTepaIHO AHTHKOArYJIAHTHO JICYEHHE (K. To4ka 5.1).




J{o3aTa 3a Aena H IOHOIHM ¢ H3YHCIABa Ha Oazara Ha TeIeCHOTO TervIo.

- Tenecno Terno or 30 no 50 kg:
Mpenopb4Ba ce ¢AHOKpaTHA AHEBHA n03a 15 mg puBapoxcaban. ToBa ¢ MakCHMATHATA THEBHA
103a.

- Tenecro Terno 50 kg wnu noeeve:
NpenophiBa ce eqHOKPaTHA AHEeBHA 1032 20 mg puBapokcabaH. ToBa € MAKCHMATHATA (HEBHA
J034.

- 3a nalMeHTH ¢ TejleCHO Termo mo-mManko ot 30 kg siwkre Kparkara xapakTepBcTHKa Ha

[MPOAYKTA Ha pHBapoxcadaH rpaHy/iH 3a epopajHa CyCcrieH3Hd.

Ternoro Ha fnereTo TpaOBa Ia ce Npociie/ifBa B A034Ta A4 ce Npepa3miexkaa pejosHo. Tosa e
HeoOXOAMMO, 32 1a Ce rapaHTHpa, Ye ce NOAXbPKA TepanesTUYHA Jo3a. Kopekima Ha ao3ara TpabBa
14 ce MpaBy caMo BE3 OCHOBA Ha MPOMEHH B TEJIECHOTO TEITIO.

Jleuenuero TpadBa na Opae NPOALIDKEHO 3a Hali-MaJIko 3 Mecera NpH AeLa ¥ YOHOWIH. JIeueHHeTo Moske
na Osne yapipkeHO A0 12 Mecena, KOraro € KIMHMYHO HeobxomuMo. JIuficeaT JaHHM TIPH JeLia B
MoAKpena Ha HAMAJNMBAHE HA A03ara cnel 6-MeceyHo neudeHHe. CHOTHOLICHHUETO IOM3A-PHCK HA
NMpOIB/DKABAHE Ha TepamuaTa ciel 3 Mecena Tpabpa aa OuJe OLICHeHO Ha HHAMBHAYaTHA Oa3a, Karo ce
HMa [IpeABH PHCKA OT peLAHBHpama TpoM003a CIPAMO NOTCHLMAIIHHA PHCK OT KbpPBEHeE.

AX0 ce MMpONyCHE €HH IPHEM, ITPOHNyCcHATAaTa 034 Tpa0Ba Aa ce B3eMe BE3IMOKHO Hal-CKopo cJiel]
KaTO ce 3a0eJe)u IIPOIycKa, HO CaMo B CHINHA AeH. AKO TOBA HE € Bb3MOXXHO, NALMEHTHT TpAbBa aa
NpPOIYycHe 103aTa ¥ 1a MPOAB/DKH ChC CIIeBAIIATA 1034, KaKTo € npeamucano. [laimenTsT He Tpabpa
[a B3eMa IBE AO3H, 34 Ja KOMIICHCHpA ITPOITyCHATATA O34,

IIpemunasane om nevenue ¢ anmazonucmu na sumamur K (ABK) xom Pusaxub
- [TIpodunaxrika Ha HHCYIT H CACTEMHA eMOOIHA:

ABK 1pa6Ba aa ce cnipart H Aa ce 3ano4qHe JiedeHHeTo ¢ PuBaxub, xoraro MexayHapogHoTO
Hopmammsupano csoTHOmeHHe (International Normalised Ratio, INR) e < 3,0.
- Jleuenme Ha [IBT, BE n npodiiakrika Ha peLlMAKEH NPH BL3pacTHH H nedeHue Ha BTE u
NPOoPUIAKTHKA HA PEUMBHIH IIPH NEAHATPHIHH NMALHEHTH:
ABK T1pa0Ba na ce CIIpaT H Ia ce 3anouHe JedeHneTo ¢ Puraxub6, xoraro INR ¢ < 2,5,
[1pu npemumapane ot neveHue ¢ ABK keM neuenne ¢ Puaxub crofiHocTure Ha INR 1mte 6naar
damunpo nopueHn cien npueMa Ha Pusaxu® INR He e BalliieH nmapaMeTsp 3a M3MEpBaHe Ha
aHTHKOAryYJIAHTHATA aKTMBHOCT Ha PuBaxub H creopareTHO He TpAOBa Za ce H3noI3Ba (BK. ToUKa

4.5).

IIpemunasane om neyenue ¢ Pusaxub xom anmazonucmu na eumamun K (ABK)

HMMa BepOSTHOCT aHTHKOArYJIaLMATa na ObJic HealeKBaTHA B XOAA Ha MPEMHHABAHETO OT JieHeHHe C
Pusaxu® kpM ABK. Tpsabpa fa ce OCHIYpH NPOXRDKHATE/HA ANE€KBATHA AHTHKOATYJIALMSA IIPH
NMpeMHHABaHE KbBM AJTTCPHATHBCH AHTHKOATYNIAHT. TpabBa aa ce orbGenexw, 3¢ PuBaxub Moxe na
obycnoBH moBumeHH croifHocTH Ha INR.

[Ipu naimenTH, npeMuHaBalmy ot JeueHue ¢ Pusaxnb ksm ABK, ABK 1pabsa na ce npueMar
napanenaHo Ao aocturade Ha INR > 2,0. IIpes mepeure aBa IHH OT NpeXOqHUA Nepuon TpAOBa a ce

pesynrarure 3a INR. Jokaro naunesTHTe mpueMar eqHoBpeMeHHO PruBaxub n ABK,

Aa ce H3CciIenBa ro-paHo ot 24 4aca Clell IPeaXOIHATA 1033, & CAMO HEMOCPEACTBEHO
cneapamara no3a Pusaxu6. Cnen karo ce mpeycraHoBH npueMa Ha PuBaxn6, INR M




H3CIIe/IBa M Pe3yITaTHTE Ja ¢a HaJSKAHM MOoHe 24 yaca ciej mpHeMa Ha NOC/IeAHaTa 103a (BK, TOYKH
4.5u5.2).

IlequaTpHUyHA NALMEHTH:

Henara, kouro npemuHasar oT PuBaxu6 xeM ABK, Tps6ra na npoxsipkar na npuemar PuBaxub 3a
48 yaca cnen mepeara Ao3a ABK. Cnen 2 nHM Ha eTHOBpeMEHHO IMpHIIOXKeHMe TpsOBa Ha ce
HalpaBH M3CIeIBaHe M [a ce noxy4ar pesynrarure 3a INR, mpeas cieaamara no3a Xarelto mo
cxemara. Ilpenoprusa ce eTHOBpeMEHHOTO npinoxkeHne Ha Pupaxub u ABK na npoxsioxi, 10Kkaro
INR e = 2,0. I1loM karo mpueMbT Ha PuBaxu0 e mpeycraHoseH, INR Moxe J1a ce H3ciiepa M 1a ce
MONMyYaT HAKEKIHHA Pe3yliTaTi 24 uaca ¢i¢/ MpHeMa Ha MOCHeAHATa 103a (BXK. 1o-Tope K Touka 4.5).

IIpemunasane om nevuenue c napenmepaniu anmuxoazynanmu xom Pusaxub

[Tpu BE3pACTHH H NEJHATPHIHH NALHEHTH, KOUTO B MOMEHTAa MOy9I4BAT NAPEHTEPATHH
aHTHKOAryJIAHTH, NIPEYCTAHOBABAHETO HA NAPEHTEPATHUS GHTHKOArYJIAHT H 3amnouyBaHeTo Ha Pusaxub
Tpa6Ba na ce ocriecTaar 0 0 2 yaca Mpean MOMEHTA 38 CJISABAIIOTO IUIAHOBO NPWIOKCHHE Ha

NapeHTePAITHHA JIEKAPCTBEH NMPOAYKT (HATIP. HHCKOMOJICKYJICH XeTapuH) WIM B MOMCHTA Ha CITMpaHE
HA NPOXB/DKHTENHOTO MPWIOKEHHE HA NAPSHTEPAIIHMA JICKAPCTBEH MTPOAYKT (HANP. HHTPABEHO3CH
HeQPAKLIMOHHPAH XeIIAPHH).

lIpemunasane om neuenue c Pusaxub xvm napenmepannu anmuxoazyianwmu
IIpeycranosere npuema Ha PUBaxu® M nMpHIIOXKeTe ITHPBaTa 2033 OT NAPEHTEPATHHA AaHTHKOAryJIaHT B
MOMEHTA, Koraro Tpa0Ba Zia ce mpHeMe clieasaiara A03a Pupaxu®

Cne Il

bvbpeuno yepescoane

Bw3pacTHH:

OrpanyaeHuTe KIMHAYHA JAaHHH OT MAIMEHTH ¢ TEXKKA cTeneH Ha Op0peuno yBpexaaHe
(kpearuHuHOB KIHpBHC 15 - 29 ml/min) nokassar, 4e nasMeHHTe KOHLICHTPALMH Ha pUMBAPOKCabaH
ca 3HaYMTeNHO nopumeHw. (1o Tasu npuunHa PuBaxnb Tpabpa na ce nmpunara BHHMATETHO IIPH
Te3d nanmHeHTH. He ce npenoppusa ynorpedara npy naigedTH ¢ KPEATHHHHOB KITAPBHC < 15
ml/min (Bx. TOukH 4.4 ¥ 5.2).

[Ipn naipeHTH ¢ YMepeHa creneH Ha 6p0peuHo yBpexaane (KpearTHHMHOB KIHMpPEHC 30 - 49 ml/min)
HITH C T€XKKA CTeneH Ha OnlpedHo yBpexane (KpearTHHHHOB KIMPERHC 15 - 29 ml/min) ca samianm
CJIEAHMTE MPENopPHKM 3a N03HUpaHe:

- 3a npoQHNaKTHKA HA HHCYAT U CHCTeMHa eMOOITHA MpH MalHEeHTH ¢ HEKNAITHO IPEACHEPAHO
MBXKACHE MPENOPHYMTE/THATA 1034 € 15 mg BeasK AHEBHO (BK. TOUKA 5.2).

- 3a neqcuue Ha JIBT, neaenne Ha BE u npodmnaxrika na peumausupamu JIBT u BE:
[TanuenTHTe TPA6Ba A8 GBAAT IeKyBaHH ¢ 15 mg [Ba TETH JHEBHO MPeE3 ITLPBUTE 3 CeAMMIM.
Crnen TOBa, KOraTo MpenophyYUTEIHATA 1034 € 20 mg exHH ITbT AHEBHO, TPAOBA Aa ce OOMMCIH
HaMAaIMBAHE Ha f03ara oT 20 mg BeaHbX JHEBHO Ha |5 mg eMH ITbT AHEBHO, AKO OLICHEHMSAT
PHCK OT KbPBEHE 38 MAIMHEHTa HAAXBBP/IA pucKa oT peuaupHpamu BT u BE. Ilpenopskara
3a yniorpebara Ha 15 mg ce ocHOBaBa Ha GapMAKOKHHETHIHO MOAE/IHpAHE H HE €
IPH T€3d KIMHMYHH YCI0BHA (BXK. Touku 4.4, 5.1 u 5.2).
Koraro npenoprurrrensara no3a € 10 mg eaus mbT JHEBHO, HE CE HalAra i 1
KOpHUTHPaHA.




He ce Hanara xopeklMq Ha A038Ta IPH NALMEHTH C JieKa cTeneH Ha 6p0peuHo yBpexnaHe
(kpearnHHHOB KJHpBHC 50 - 80 ml/min) (Bk. To4xa 5.2).

IlemuarpusHa OyNALMAA:

- Helia ¥ IOHOIIH ¢ JIeKa cTernel Ha Ou0pedHo yBpexaaHe (CKOPOCT HA INIOMEpYITHA (PHITTPALHUS
50 - 80 mI/min/1,73 m?): He ce Haara KOpeKLMA Ha 103ara, Ha 6a3aTa Ha NaHHH NIpU
BBb3PACTHHA H OTPAHMYEHH JAHHH NMPH MIeIHATPUYHH NalHEHTH (RXK. TOYKa 5.2).

- Jenla H IOHOIIM C YMEPEHAa HIIH TeXKKa cTeneH Ha On0pedno yBpexaane (CKopoCcT Ha
rmoMepynHa urrpauud < 50 mi/min/1,73 m®): Pupaxu6 He ce NpenopruBa, Thif KATO JIMIICBAT
KIMHAYHY NaHHH (BX. To9ka 4.4).

Heproopobro yepescoane

PuBaxub e mpoTHBONOKA3aH NMPH MalMEHTH ¢ 9epHOAPOOHO 3aboiaBade, CBBP3aHO ¢ KOATyJIONATHS U
KJIMHHYHO 3HAYHM PHCK OT KBPBCHE, BKIIOMHTEIHO narmeHTH ¢ 1upo3a ¢ Child Pugh B u C (k.
TOuKH 4.3 1 5.2).

JIumcraT KIMHAYHHA JaHHM ITPH Jela ¢ 4HepHOOpOOHO YBpeXKIaHe.,

ITonynayus 6 cmapyecka év3pacm
be3 xopexipia Ha go3ara (BK. TOYKA 5.2)

Tenecrno mezno
be3 xopexiMsa Ha 71034818 IIPH BE3PACTHH (BK. TOUKa 5.2).
[Ipu neqnaTpHIHM MALMSHTH 03aTa CE onpeleid Ha Ha3aTa Ha TENIECHOTO TEIIO.

Ilon
be3 kopexiuma Ha ao3ara (RK. TO4Ka 5.2)

Ilayuenmu, noOnoXNceHu Ha KAPOUOBEP3UO

[IpuemMbT Ha PuBaxu® Moxe a4 3aMnovHe WIM Aa MPOAWDKH MPH NALMEHTH, IPH KOUTO MOXKe Jia €
HeoOX0MHMO KapAHOBEP3HO.

[IpH KapaHMoBep3HO HACOYBAHO OT TpaHce3odareanHa exoxkapauorpadus (TEE) nmpu naigieHTH, KOMTO
He ca OWIHM NIeKYBaHH ¢ AHTHKOAKYJIAHTH, JleueHueTo ¢ PuBaxub TpaGea Aa 3amouxe Hati-Masko 4
yaca [pead KapAHMOBEP3HOTO, 38 Ja CE rapaHTHpa aJcKBaTHA AaHTHKOArynamms (BK. Toukd 5.1 U 5.2).
[Ipu BCUMKHM MAaLAEHTH, MpeAH KapAUOBEP3HO TPAOBA A Ce NOTHPCH NOTBBPXKACHHE, 9€ NALMEHTHT €
npuest PuBaxud, xakro € npeanucaHo. IIpH B3eMaHe Ha pelleHHe 34 3ar04YBaHe Ha TEPalMs H
OIpene/IsHe Ha IMPOXBDKHTEIHOCTTA H, TpAOBAa 1a ¢ UMaT NMPEABHY YCTAHOBEHHTE NPENOPHKH OT
PBKOBOJICTBATA 38 AHTHKOAryJIAHTHO JISYeHHE IPH [ALMEHTH, IIOUTOAKEHM Ha KApAHOBEP3HO.

Ilayuenmu c nexnannio npedcypoHo Muixcoene, koumo noonexcam na IIKH (nepxymanna xoponapia
UHmMeEpEeHYUR) C NOCMABAHE KA CMERm
HiMa orpaHMveH OIMT N0 OTHOMIEHME HA HAMAJIeHa 1034 15 mg BeaasK aHeBHO (W 10 mg Pusaxub

BEJH'HXK JHEBHO 33 NALMEHTH ¢ YMEPEHO TEKKa cTeneH Habp0pevHo yBpexxaaHe [KpearTHHHHOB
KHpbHC 30 - 49 ml/min]), B nonbiiHeHHe kbM P2Y 12 uixuburopa 3a 12 Mecena MakcuMyM, IpH

MALMEHTH ¢ HEKIAIHO MPEACHPAHO MBAKICHE, KOHTO C€ HYKAAAT OT NEPOpalHa aHTHKOaryJiaHTHA
Tepanua H ca 61w nomnoxeHn Ha IIKH ¢ nocrapsse Ha creHT (BXK. ToukH 4.4 1 5.1).

Ileduampuyna nonyrayus
beaonacHocTTa M epuKacHOCTTa HA puBapoxcabaH npH aera Ha Be3pacT 0 7o < 18 ro
YCTAHOBEHH TPH [TOKA33aHHUETO NPOQHITAKTHKA Ha HHCY/IT U CHCTEMHA eMOOoNMA NpH nauu



HEKJIAIHO NpeaCHPAHO MEXAeHe. Jluncear AanaK. [1o TasH MpUYMHA TOH HE Ce NMpenopbhYBa 3a

yrnorpeba npu aena mox 18-roguinHa BE3pacT MpH APYTH NMOKA3AHHA OCBEH JieueHHe Ha BTE u
npodunakTHka Ha peipausd Ha BTE.

HauuH Ha NPHIOKEHUE
Bw3pacmnu

PuBaxub e 3a nepopanHo npunoxkenue. Kancynure Tpabpa
Ia ce MpHEeMAar ¢ XpaHa (BK. To4YKa J.2).

Pazmpowagane na xancyiume
ITpy naumMeHTH, KOHTO He MOTaT a NONTHINAT KAIICYJINTE LieH, Kancynata Pusaxub moxe aa ce

pasTPOIOM M CMECH C BOAA IWIH AOBIKOBO MOpe HEMOCPEACTBEHO Ipeau yriorpeda U Aa ce
NIpIWIOKH NepopainHo. Clien NpuiaraHeTo Ha pasTpoLleHd TRHPAM KancyaH PuBaxub ot 15 mg wim
20 mg noszara TpsaOBa xa Obae nocnensaHa He3abaBHO OT XpaHeHe,

PasTpolneHaTa Kancy/ia Moxe J1a ¢ce IpHuiiara ChIoo M upe3 croMallHa COHMa (BXK. TOUKH 5.2 H 6.6).

Heya u ronowu c meano nogexe om 50 kg

PuBaxub e 3a nepopanHO  IPHIOKCHHE.

[TaiieHTHT TPAOBA Na ObA€ NOCHBETBAH Ad NOITHINA KAIICYATa ¢ TEYHOCT. T4 TpabBa chimo Aa ce
npuemMa ¢ xpaHa (Bx. Touxa 5.2). Kancyymare Tpa6Ba fa ce mpueMar npe3 MHTEpBaj MpHOIM3NTEIHO
24 yaca.

B cnyqaif ye manueRTHET W3ILTIOE BE[HAra J03aTa WK NOBbPHE B paMkuTe HAa 30 MHHYTH cniex
NPHJIOKESHHE Ha A03aTa, TPA0Ba Na ce Jale HoBa 103a. AKO obadye NalMEeHTHET NOBBPHE MOBEYE OT
30 MHHYTH caiel TpHeMa, 103aTa He TpAORa Ja ce mpWwiara OTHOBO H clieBalnara 2o3a Tpabsa fa ce
B3€ME 10 CXEMaTa.

Kancynara He TpaOBa Aa ce pa3zuens IpH ONMT Ja ¢¢ HAbaBH 4ACT OT I034Ta B KaICyJara.

Pasmpowasane na xancyiume
ITpu naipMeHTH, KOMTO HE MOTAT Jia MIONTHINAT KAICYJIMTE Lie/IH, TpAOBa Aa ce H3MOJI3Ba puBapokcabaH

rpaHyiy 3a IepopaBa CyCNeH3H.
AKO nepopaliHara CyCleH3Hs He € Ha pa3noNoKeHHE BEHATE, KOTATO € H3ImMcaHa Ao3a 15 mg nm 20
mg, T4 Moxke 1a Obae HabaBeHa, KaTo ce pasTpolH kancynara 15 mg wiu 20 mg u ce cMecH ¢ BOAa
HJIH S0BJIKOBO MOpEe HENOCPESACTBEHO Nped YIoTpeba, H ¢e MPHJIOKH NEPOPAIHO.

PasTpoinenara Kancyjna Moxke Aa ce Ipuiara upe3s Ha30racTpaiHa WiH CTOMAIIHA COHNA 38 XpaHEHEe
(B3K. TOUKH 5.2 H 6.6).

4.3 IIpoTuBONOKa3aHASA

CBPBXYYBCTBHTENIHOCT KEM AKTHBHOTO BEIIECTBO WM HAKOE OT MTOMOILIHHTE BEIIeCTBA, H30pOSHH B
TO9KA 6.1.

AKTHBHO, KIMHHHYHO 3HAYHMO KBbpPBCHC.

Jlesns unu crerosHue, ako O61€ CUeTeHO, e MPe/ICTABIABA 3HAUMM PHCK 33 FOJIAMO KhpBehé, Tou!
MOXKe A BKJTIOMBA HACTOAINA WIH CKOPOIIHA racTPOMHTSCTHHAIHA 93Ba, HAJTHYME Ha 311 m/ Hec BemE
HEOIUIa3Mi C BHCOK PHCK 38 KbPBEeHe, CKOPOIIIHO HapaHABaHe Ha IVIABHHA HIH rphOHauNji i




CKOPOUIHA OTIEPAIHA Ha IMIAaBHHUA MO3LK, IPEOHAYHMA MO3EK HWIH OYHMTE, CKOPOIIHA BETpeUepenHA
XeMOparus, H3BeCTHH WIH CYCIIEKTHH e30¢areayiHy BApHIH, apTePOBCHO3HH Mal(GopMAaIMH, CHIOBH
aHEBPU3MH HITH TOJIEMH MHTPACITMHAIHM WIH MHTparepeOpaHi ChAOBH AHOMAIHH.

ExHOBpeMEHHOTO JIEdeHHE C JPYTH AaHTHKOATY/IAHTH, Hanp. He¢pakipdonupas xenapuH (HOX),
HMUCKOMOJIEKY/THH XeTIRpHHH (€HOKCANIAPHH, NAJITENapPHH U Ap.), MPOK3BOAHM Ha XeNapHHA
(boHmanmapHHYKC H JIp.), IePOPATHHA aHTHKOArynaHTH (BapdapHH, AaburarpaH eTeKCHIAT,
anukcadbad U Ap.), OCBEH IPH CreU(PHYHH 00CTOATE/ICTBA 38 CMAHA Ha JIEYCHHETO C AHTHKOArYJIAHT
(Bx. TouKa 4.2) win xoraro HOX ce nprnara B 7031, HCOOXOAHMH 3a NOATHPXKAHETO HA OTBOPEH
LIEHTPAaJcH BEHO3€H WIH apTePHAICH KATeTHp (BK. TogKa 4.5).

YepHoapobHO 3aboiisBane, CBHP3aHO ¢ KOArylIonarua U KIMHHYHO 3HAYHM PHCK OT KbpPBEHE,
BIUTFOUMTENHO naifieHTH ¢ mMpo3a ¢ Child Pugh B u C (BX. TO4Ka 5.2).

bpemMeHHOCT M KbpMeHe (BXK. TOYKa 4.0).

4.4 CnellHaJHA NpeaynpexicHud H NpeANa3HH MEPKH NPH ynorpeba

[IpenophuBa ce KIHHHYHO HAOMONEHHE, CHOTBETCTRAIIO Ha IPOBEXTAHATA AHTHKOArYJIalMs B XOAa
HA [IEJIHA NEPHOA Ha JICICHHE.,

PHCK OT XemMoparus
KakTo ¥ ¢ ZApyrd aHTHKOATY/IAHTH, [ALMEHTHTe, KOMTO npueMar PuBaxu®, Tpsbea na ce Habmonasar

BHHMATEJIHO 38 NPHU3HAIM Ha KpBeHe. [Ipenoprusa ce ynorpebara ¢ NORHINIEHO BHUMAHHE NPH
CBCTOSHMA C MIOBHINECH pHCK 3a xemoparui. [Ipmnoxernnero Ha Puaxu® Tpabpa 1a ce mpeycraHOBH
IPH NOABA HA TEXKKA XeMoparus (BxK. Touka 4.9).

B xMHIMHETE NpOyYBaHMsS KbpBEHE OT NTUraBHiMTe (HAa HOCA, BEHI[MTE, CTOMAITHO-YPEBHHA TPAaKT,
MHKOYHO-TIOJIOBHA TPAKT, BKIIOYHTENHO a0HOPMHO BarMHAIHO WIH YBS/IHYEHO MEHCTPYAITHO
KBPBEHE) M aHEeMHA ce Ha0omasar 1no0-4eCTo NpH THANOCPOIHO JICYCHHE ¢ pHBapoKkcabaH B
cpaBHeHue c nevenue ¢ ABK. Ilo Ta3u npucniHa, B JOITBIHEHHE KbM AASKBATHOTO KIIMHHIHO
HaGmoneHne, nabopaTopHo H3caenBaHe Ha xeMoroOHa/xeMaTokpuTa 64 Mornio aa Obae oT noIsa
33 OTKPHBaHe HA OKYJITHO KbPBCHE M 3a OIpe/ie/IfHe Ha KIMHHYHATA 3HAYHMMOCT Ha SBHO KBbPBEHE,

110 MPELCHKA CHOpEN CiIyyas.

Hsakonko noarpymi nauueHTH, ONMUCARH MO-noapoOHO MO-A0MY, ¢4 C [IOBUIIEH PHUCK OT KbpBEHE.
Tesn nampeHTH crenea na ObAAT BHUMATENHO IIPOCIICACHH 32 06163 H CHMITTOMM HA CBBhP3aHH C
KhPBEHE YCJIIOKHEHHA H gHEMHA cliell HAYaJIoTO Ha JiedeHHeTo (BK. Touka 4.8). IIpn naimenTn,
nosyqasainy Pusaxu6 3a npodunaktka Ha BTE cnex miaroBo cTagHO MMpOTe3HpaHe Ha
Ta3o0eApeHaTa WM Ha KOJISHHATA CTABA, TOBA MOXKE Jia CTABA YPe3 PelOBHU (PH3HKATHM Nperieau
Ha MALHEHTHTE, YeCTO NPOBEPABaHE HA PAHEBHA APEHAK H NEPHOAHYHO HIMEPBAHE Ha
xeMornoOuHa. IIpy BCcako HEH3ACHEHO NMOHMKCHHE Ha XeMOoTrnoOHHa UTH KPBBHOTO HanaraHe Tpadsa
N4 Cé THPCH M3TOMHHK HA KbPBEHE.
Bhnpeku ye JIeueHHeTo ¢ pHBapoKCcabaH He H3UCKBA PYTHHHO NPOC/ICAABAHE HA EKCIIO3HIIMATA, €
BB3MOXHO H3MEPEHUTE HMBA Ha pHBapokcabaH ¢ KanmuOpUpaH KOJIHIECTBEH aHTH-(paKTop Xa TecT Ja
OBbaaT Mone3HM B M3BBLHPEHM CHTYAIMM, KOraTO JAHHH 33 SKCIIO3MIIMATA Ha pUBapokcabaH Morar na
NOMOTHAT ¢ HHPOpMALHA 38 B3MMAHE HA KIWHHYHH PelICHH], HAIPUMED MPeXO3HPaHe H cIe
onepaims (Bx. Touxku 5.1 1 5.2).

IleauaTpy4Ha DOIYJIALMS




Wma orpaHHYeHH JAHHH IPH Jelia ¢ MO3bIHA BEHO3HA M CUHYCOBA TpoMO03a, KOMTO HMAT HH(EKILMs
Ha I[HC (Bx. Touxa 5.1). PHCKBT OT KbpBeHe TpaOBa Aa Obae BHHMATEIHO OLCHEH NMPEeIH H 10 BpeMe
Ha TepalTHATa ¢ pHBapoKcadau.

br0peyHo yBpexaaHe
I[IpH MalMEHTH ¢ TEXKA cTeneH Ha OBOpedHO yBpexnaHe (kpeaTHHHHOB KTHpBHC < 30 ml/min) e

BE3MOXKHO IUIa3MEHHTe HMBA HA pHBapokcabaH Aa ObAAT 3HAYMTEIHO NTOBHINEHH (CcpegHo 1,6 mpTH),
KOETO MOXe a JoBefie A0 NMOBHINEH PHCK OT KbpBeHe. PuBaxnb Tpabsa ga ce mpuiara BHUMATEHO
MpH NAIMEHTH ¢ KPEaTHHHHOB KMHPHHC 15 — 29 ml/min. He ce npenoprusa ynotpebara npu
NAUMEHTH C KPEaTHHUHOB KITHPBHC < 15 ml/min (Bx. Touxu 4.2 u 5.2).

ITpu naupeHTH ¢ yMEpeHa cTeneH Ha 6p6pedno yBpexnaHe (KpeaTHHHHOB KIHPHHC 30 - 49 ml/min),
KOHMTO MOJyY4BAT AHOBPEMEHO APYTH JIEKapCTBA, IIOBHINABAINM TUTA3MECHHTE KOHLCHTPALIMH HA
puBapokcaban, Pueaxu® TpaOBa Jia ce npiiara BHUMATENHO (BX. TO4Ka 4.5).

Pupaxu® He ce nmpenopbuBa IpH Jelia ¥ IOHOIIN ¢ YMEepPeHa WIH TexXKa cTeneH Ha 6s6pedno
yBpexaaHe (CKOpocT Ha rioMepyiiHa dmwrrpama < 50 ml/min/1,73 m2), Te# KaTO IHNCBAT KIMHWYIHH

JaHHH.

BaaumosieicTBHE ¢ APYIH JIGKAPCTBEHH MPOAYKTH

He ce npenoprusa ynorpebara Ha PuBaxu® npu naigieHTH, KOMTO NOTY94aBaT CHOBPEMEHHO
CHCTEMHO JIcYeHHEe ¢ 430JI0BH AHTUMHKOTHLH (K&TO KeTOKOHA30J, HTPAKOHA30J, BOPHKOHA30 H
nocakoHa3on) Wwin HIV-nporeasHd HHXuOHTOpH (HaIlp. pUTOHaBHp). TesH akTHBHH BEIECTBA Ca
MolHH HHXuOHTOpH Ha CYP3A4 1 P-gp U no Ta3H NpUYHHA MOrar Aa ITOBHINAT [UIa3MEHaTa
KOHLICHTPALHA Ha PHBapoKcabaH 0 KIMHMYHO 3HAYMMO HHBO (CpeaHO 2,6 IThTH), KOETO MOXE Jia
OOBEAE OO MOBHINEGH PUCK OT KbpBEeHE (BXK. TOUKa 4.3).

HeobxomuMo € BHHIMaHKE HPH NALHEHTH, KOMTO ¢THOBPEMEHHO CA Ha JICHCHHE C JICKAPCTBEHH
MPOAYKTH, KOWTO [TOBIMABAT XEMOCTA3aTa, KATO HECTEPOMHH MPOTHBOBR3NAIUTEIHH CPEACTBA
(HCIIBC), anernncanuumnosa kucennna (ACK) v mnauGuropu Ha TpoMOOLMTHATA arperauus Win
CeJICKTHBHM HHXHOMTOpPH Ha 0OpaTHOTO 3axBamane Ha ceporoHHHa (selective serotonin reuptake
inhibitors, SSRI) 1 HHXHOKWTOPH Ha OOPATHOTO 34XBAINAHE HA CEPOTOHMHA U HOpenMHedpHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). 3a naumMeHTHTE ¢ PHCK 38 YIILIEPO3HO
CTOMAITHO-YMPEBHO 3a00/IMBaHe MOXE A8 Ce IOMHCITH 33 MOAXOASINO NPodIIaAKTHIHO JedeHHe (BK.
TOYKa 4.5).

Jpyry puckoBH (QaKTOpPH 38 KbPBEHE
[Tomo6GHO Ha Apyrd aHTHArpEeraHTHH CpeaCTRa, puBapokcadaH He ce Mpenopbh4Ba MpH NAaLHECHTH ¢

IOBHIIEH PHCK OT KbpBEHe, KATO:

. BPOACHH HWIH IIPUAOOUTH HApYIICHHUA B KPBBOCHCHPBAHETO

. HEKOHTPOJIMPAHA TEXKKA ApTEPHATHA XHITEPTOHHA

. JpPYTO CTOMAITHO-YpeBHO 3a00NsaBaHe Oe3 aKTHBHO pa3a3BiBaHe, KOSTO MOTEHLMANHO MOXE Ad
IOBele N0 YCIOXKHEHHA ¢ KbpBeHe (HAIp. Bh3NAJIMTEHO 3a00/I9BaHe HA YepBaTa, e30¢arur,

racTpPHT M racTpo-eszodareanHa pequiykcHa 6onecr)
. CHIOBA PETHHONATHA
. OpOHXHEKTa3HH WIH aHAMHe3a 33 KbpBeHe B Oesmma 1pob.

[1 HTH € K& OM
ITaumeHTHTE CHC JMOKAMECTBEHO 3a00/1ABaHe MOKe €HOBPEMEHHO 18 Ca H3JIKEHH H Ha NTO-BHCOK
PHCK OT KbpBeHe H TpoM603a. MHaAMBHAyaTHaTa NoN3a OT aHTHTPOMOOTHIHOTO JicdceHHe TpsAOBa Aa
ce MpeLeHH CIPAMO PHCKA OT KBPBEHE ITPH NALIMEHTH ¢ AKTHBHO PaKkOBO 3a60NgBaHe B 3aBUCHMOCT
OT JIOKALIMSTZ HA TYMOpA, AHTHHEOIUTACTHYHATA TepalMd H cTaaus Ha 3abomaBanero. TyMop '
PA3NOIOKEHHE B CTOMAITHO-YPEBHHA WIH IMKOYHO-TIONIOBHSA TPAKT, Ca CBBEP3aHH ¢ MOBHIN mw{ﬂﬂ fip
KbpPBEHE 110 BPEMe Ha TEpAIHATA C pHBApOKcalaH.

IIpH naipeHTH CBLC AMOKAYSCTBCHH HOBOODOpa3syBaHHUA C BHCOK PHCK OT KBpBEHE, Y
PHBapoKkcabaH € IIpOTHBOMOKA3aHa (BK. Touka 4.3).




[TauMeHTH ¢ KJIamHH OpOTe3H
Pupapoxcabax He TpgOBRa Aa ce M3M0/13Ba 38 TPoMOONpPOdUIAKTHKE NPH NALMEHTH, KOHTO HACKOPO

ca MpEMMHANIM TPAHCKATEThpHA CMiAHA Ha aoprHara ki1ana (IKCAK). besonacHocTTa H
e(HKacCHOCTTa Ha PHBaxu6 He ca MpOydYeHH NpH NALMEHTH CBC CHPAICYHO KIAITHO MPOTE3HPAaHE; O

T34 NPHYMHA, HAMA AAHHH B IIOAKPEna Ha TOBa, ue PHBaxu6 ocurypsapa aacKBaTHa aHTUKOAryJal(|s
B Ta3HW nonynaums naueHTH. Jleuwenuero ¢ Pusaxub He ce mpenopr4sa MpH TE3H NALMEHTH.

[TaigseHTH ¢ aHTHHOCHONMMITHACH CHHAPOM

TupexTtHo jelicTBanm nepopanHy aHTHkoarynanTd (JJJINOAK), sxmoaurenno pupapoxcabaH, He
ce MPeNOPBYBAT NPH NALMCHTH C AHAMHE34a 38 TpoM003a, KOMTO ¢& JHATHOCTHIMPAHH ¢
anTR(ochonumaeH cuHapoM. [lo-cnieranHo nmpH TPOHHONO3UTHBHH HAIMEHTH (34 JyIyCeH
AHTHKOATYJIAHT, AHTHKAPIHOJMIIMHOBH aHTHTE)IA H aHTHTe1a cpelly beTa-2-nmxonporeuH I),
nederneto ¢ JJIITOAK Moxe na Obae CEBp3aHO C NOBUIIEHA YECTOTa HA MOBTAPSIIM Ce
TPOMOOTHYHM CHOMTHS B CpaBHEHME C TEpAIlTMATa ¢ AHTANOHWCT Ha BUTaMMH K.

ITallHeHTH ¢ HEKIAIIHO NPEACHPAHC MEXaeHe. kouTto noanexkar Ha [1KW ¢ mocTaBgHe Ha CTEHT
HaymrdHH ca KIHHHYHH JaHHH, ITOJYMEHH OT HHTEPBEHIIMOHATHO MPOYYBRAHE, ¢ OCHOBHA LIS

u3cjaenBaHe Ha 0e30MACHOCTTA IIPH NALMEHTH ¢ HEKJIANHO NMpeAChPAHO MBXKACHE, KOHTO ca OHIH
nomioxxeHH Ha ITKH ¢ nmocrarane Ha crenT. JlaHHuTE 32 €PHUKACHOCTTA ITPH TA3H MOMyTaIMA ca
orpasH4eHM (BK. Touk# 4.2 1 5.1). Jldncear JaHHH 34 TAKHBA [MALEHTH ¢ AHAMHE3A 38

HHCYNIT/TIPEXOAHO HapyIleHHe Ha MO3BIHOTO KphBooOpamenue (ITHMK).

XemoanraMH4IHO HecTaOWIHH nanMeHTH ¢ BE WM naimMeHTH, KOUTO ¢€ HYXAaaT OT TPpoMOoIu3a WK
Geno Ha eMOoJeKTOMMS .

Pupaxub He ce npenopreyBa KaTo aTTCpHATHRA HA HepaKLMOHMPAHUS XETIaPHH ITPHU NALMEeHTH C
OenoapobeH eMOOMHIEM, KOHTO C8 XEMOAMHAMHUYHO HECTaOMIHH HIIH HA KOMTO MOXE Jia C€ HANpaBH
TpoMbomi3a Wi GenoapobHa emOonekromMud, Thit karo Ge3omacHOCTTA M edHKacHOCTTAa HA PuBaxub
HE ¢a YCTAHOBEHM IPH TE3U KIHHHYHH CHTYALHH.

IIHH e aHecTe3Hus WIH
[Ipa npunarane Ha HEBPOAKCHAJIHA AHECTe3HA (CITMHANIHA/CIMHAYPaTHA AHECTE3Us) WIH IPH
CIIHHANIHA/eIMHAYPATHA MMyHKLHA NalMEHTUTS, JICKYBAHU ¢ AHTHAIPETaHTHH CPEACTBA KATO
NMpoWIAKTHKA Cpelry TPOMOOeMOMINYHH YCIIOKHEHHS, ¢a C MOBHINICH PHCK 33 pa3BHTHE HA
SeMHAXYPATHI WIH CITMHAIHA XEMAaTOMH, KOMTO OHXa MOITIH J1a IOBEAAT IO MPONB/DKHTETHA WIH
MOCTOSAHHA Mapaan3a. PUCKBT oT nofgoOHM CEOMTHA MOXKe a € NOBHINCH [TPH H3IIOISBAHETO HA
TpaiiHi eNMUOYPAIHH KAaTeTPH B NMOCTONCPATUBHIAA NIEPHO WIH IIPH € THOBPEMEHHOTO H3NOI3BAHE HA
NIEeKAPCTBEHH NPOAYKTH, NOBIHABALIH xemMocTasara. CHIIO TaKa PUCKBT MOKe 21a ObJie IOBHINIEH NpH
TPaBMATHYHA WIH HEKOJIKOKPATHA eMMMIYPaIHA HIH CIIMHANHA myHKums. [TlaimenTure Tpabea na
OBaar cieneHH peoBHO 3a ITPHU3HALM H CHMITTOMH Ha HEBPOJIOTHYHO YBpEXaHe (HaIlp. H3TPBIIBAHE
WM caboCT B KpakaTa, YpeBHa AUCHYHKIMA HIH NUCPYHKIMA Ha MMKOYHMA MeXyp). Ako Obae
3abend3al HeBPOJOrHYeH NeDUIIMT, Ce Hajlara crieniHa OCTHMKA U JieyeHue. 11
HEBPOAKCHAITHH HHTEPBCHIIMH JICKAPAT TPAOBAa /1a ITPeLieHH CHOTHOMCHHETO MEXKIY NOTCHLMATHATE
TI0JT3H H PUCKOBE IPH NMALMEHTHTE Ha AHTHKOArYNAHTHO JIYeHHE WIH [IPH NMalMEHTHTE, HAa KOHTO
PEACTOM AHTHKOATYIAHTHO JICUSHHE KATO AHTHAIPEraHTHA NPOQIIAKTHKA.
3a HamMaITBaHe HA MOTCHLMAIHMS PHCK OT KbPBEHE, CBBhP3aHO ¢ €AHOBPEMEHHOTO NpAJIaraHe Ha
puBapokcabaH H HeBpoaxcHATHA (eNMUOypaTHa /CIIMHAITHA) AHSCTE3HA HJIM CITHHAIHA ITYHKIT 13 “EHW HQA

T,

TpaOBa ga ce HMa mpeaBH PpapMakOKHHETHYHKA mpodui Ha pusapokcaban. [TocTaBgaHeTO PAKLY
NPEMAXBAHETO Ha ETMAYPAJICH KATEThP WIH JTyMOajiHa IyHKHHM Cce U3BbPHIBA Hal-m00pe, Aofap {&%ﬁm’ 3\
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Haii-mManxo 18 yaca TpaOGra na M3BMHHAT Clieli OCJEIHOTO NPWIOKEeHUe Ha puBapokcabaH, rmpeau aa
ce OTCTPaHH eMHAYPaNHHAT KaTeThp. Cliel OTCTpaHABAHETO HA KATETHpA, Hali-Manko 6 waca TpabBa
N4 M3MHUHAT [IpeIH A4 ce MPHIMKH ClleIBalnaTa 103a puBapokcadaH.

B ciyuail Ha TPABMATHYHO MyHKTHpaHe, IPHEMET Ha puBapokcabaH Tpabea fa ce oTnoxx ¢ 24 Jaca,
JInricBaT JaHHH OTHOCHO IIOAXOAALIOTO BpeMe 3a [I0CTaBAHE WX OTCTPAHSABAHE HA HEBPOAKCHAIICH

KaTeThp MpH Aena, AOKATO ca Ha edeHre ¢ PuBaxub B Takusa cirydan, peycTaHOBETe
NMPWICXKEHUETO Ha pHBapokcaban M obMHCIIeTe NPUNOKEHHE Ha KPATKOACHCTRALL NapeHTepalIeH
AHTHKOATYJIaHT.

[IpenopbKH 33 JOIMPAHETO IIPEAN W Cliel HHBA3HBHU NIPOLCAYPH ¥ XHPYPIrHYHH HHTePBEHIMH,
Na3IHIHY OT IUIAHOBO CTABHO MMPOTE3UpaHe Ha TA300eApeHaTa WIM HA KOJISHHATA CTABA

AKO Ce Hanara MpoBeXaaHe HA WHBA3HBHA NPOLICAYPa HWIH XHPYprudHa HHT¢pBeHIMA, Pupaxub 10
mg TpAOBa 1a OpAe COpAH MO Bb3MOKHOCT IOHE 24 yaca NMpeAH MHTePBCHLMATA M BB3 OCHOBA Ha
KIHMHHYHATA NPelieHKa Ha IeKYBaInus iekap, AKo ImpoLeaypara He Moxke Ja 6bae ornoxeHa, Tpsabsa
1a ce MpeLeHH NOBHIICHHAT PUCK OT KbPBEHE CPAMO CIICITHOCTTA Ha HHTCPBCHIHATA.

[IpueMsT Ha PrBaxu® TpaGpa na ce BE30OHOBH BB3MOXKHO HAH-CKOPO CJIel HHBA3UBHATA IMpoLieaypa
WIH XHMPYPraYHaTa HHTCPBEHLIMA, AK0 KIMHHYHATA CHTYALMA [TO3BOJIABA M € MOCTUIHATE 8CKBATHA
XeMOCTa3a, KAKTO € OMpeieJIeHO OT JIEKYBalllHUA Jiekap (BX. To4ka J5.2).

Ilo B CTAPY BE3DacT
C yBeIMUaBAHETO HA BH3PacTTa MOXE a C€ YBETHIH PHCKBT OT XeMOoparus (Bx. To4ka 5.2).

EQQMEIUJIDI‘H‘[HH PCAKIIHH

ITo BpeMe Ha NOCTMAPKETHHIOBO HAQOMIOACHHE BB Bph3Ka ¢ yroTpebara Ha puBapokcabaH ce
¢ch0OIIIaBa 33 CEPHO3HH KOXKHH PEAaKIMH, BTIOUHTEHO CHHAPOM Ha Stevens-Johnson/TOKCHYHA
ermiaepMaiHa Hekpomnsa H DRESS cunapom (mx. Touka 4.8). Hamiexaa, ye nanHeHTHTe Ca
H3JI0KCHHM Ha HAM-TOMIAM PHCK OT TE€3H PEAKLMH B HAYAJIOTO HA TEPAIMATA: B [IOBEYETO CIIy4aH,
HaYaJIOTO Ha peakLHaTa Ce MpOABABA Npe3 MbPBUTE CEOMHLIM OT JeycHUeTo. PuBapokcabaH TpaOea
Ja ce IpeyCTAHOBH MPH ITEPBA NOABA Ha TEXbK KOKeH oOpHB (Hanp. pa3mpocTpaHABall ce,
HHTEH3HBEH W/WIM CBbP3aH ¢ 00pa3yBaHeTO Ha MEXypH) WiM ApYT NMPH3HAK Ha
CBPBXYYBCTBHTEIHOCT, CBEP3aH C JIE3HH Ha JIMTABMLIATA.

M 3an BEILIC

Puaxu6 20 mg cpappKa JTaKTO38 MOHOXMAPAT.
[TaumeHTH ¢ peAKH HACIEACTBEHH NMPOOIIEMH HA HEITOHOCHMOCT KbM rajlakTo3a, ITHICH JIAKTa3¢H

neHLHT WK MOK030-TajlakTo3Ha Matabcopbumsa He TpabBa 14 MpuUeMar TOBa JIEKAPCTBO.

Toau nexapcTBeH MPOAYKT ChOBPKA MO-MaIko or 1 mmol Harpuit (23 mg) Ha A030Ba eqHHMLIA, T.C.
MOXKE Ja C€ KaKe, Y€ MPAKTHYECKH HE ChAbPXKA HATPHH.

4.5 BaaumozelicTBHe ¢ APYIrH JeKAPCTBCHH NPOAYKTH H APYrd pOpMH HA B3aHMoaelicTBHe

OOXBarTbT Ha B3aUMOACHCTBUATA MPH NIEHATPUYHATA ITOMyalMA He € U3BeCTeH. J[OynoCcCoMeHHTe
OAHHM 34 B3aHMOACHCTBHATA, MOMYYEHH IIPH BB3PACTHH, H NPEAYIIPEKACHUATE B Touka 4.4 TpaOpa na
ce MMAT NPEIBUA NPH NCAUATPAYHATA MTOITYJIAIHMA.

Huxuburopu Ha CYP3A4 u P-gp

EnHOBpEeMEHHOTO IIPHIOKEHHE Ha pHBapokcabaH 1 keTtokoHa3oa (400 mg eaHWH MBT JHEBHQ) 3
puToHasup (600 mg xBa ITETH JHEBHO) BOMM 110 2,6 MbTH / 2,5 mbTH no-sucoka AUC 3a/7,
puBapokcabat H 1,7 metH / 1,6 mbTH no-Bucoka cpeasa CRmaxR, cbe sHaTHTENHO NoMEIaBaHpNR:
dapMaKOAHHAMUIHHUTE e(eKTH, KOETO MOXKe J1a JOBE/E A0 MOBHINECH PUCK OT K‘BPBEH O Tk S8
NpUYMHA He ce Mpenopp4ea yrorpedara Ha PuBaxub nmpH NnaLMeHTH, KOUTO IOTYYAE :' B % | 2




eIHOBPEMEHHO CHCTEMHO JICUEHHE C a30JI0BH AHTUMHKOTHIIH, KATO KETOKOHA30J1, HTPAKOHA3011,
BOPHKOHA30J1 ¥ nocakoHason wix ¢ HIV-nporeasziu urxuburopH. Te3H akTHBHH BeMeCTRa Ca MOIIHH

nHxuouTOpH HAa CYP3A4 u P-gp (BK. To4uka 4.4).

O4akBa ce AKTHBHM BEIECTBA, KOMTO HHXUOHpAT MOIMHO ¢AaMO €MH OT ITHTHINATA Ha eJINMHHUPAHE
Ha puBapokcaban wimu CYP3A4 wnu P-gp na noBHIOAT B 0-M&JIKA CTENECH IUIA3MEHHTE
KOHLIEHTpALlMK Ha puBapokcaban. Hanpumep wiapurpoMuimH (500 mg /8a reTH HA JEH), KOKTO Ce
npueMa 3a cwieH HuxuOuTop Ha CYP3A4 u ymepeH unxuburop Ha P-gp, ¢ BoZiH 10 NOBHINABAHE HA
cpeaHara AUC Ha puBapokcabaH ¢ 1,5 meTH M Ha CRmaxR ~ ¢ 1,4 meTH. B3aumozaelicTeseTo ¢
KJIAPHTPOMHMLIHH BEPOATHO HE € KIIMHMYHO 3HAMMMO ITPH NMOBEYETO NALMEHTH, HO MOXKe Ja Obae
MOTEHIHAHO 3HAYMMO NPH BUCOKOPHCKOBH MauMeHTH. (3a nauueHTH ¢ 660pevHo yBpexnaHe: BxK.
TouKa 4.4).

EputrpomuivH (500 mg Tpu reTH JHEBHO), KoifTo HHXubupa ymepeHo CYP3A4 u P-gp, e nosen no
1,3 meTH nopumenye Ha cpeaHara AUC 1 CRmaxR Ha puBapokcabaH. BiaummonelcTeaeTo ¢
EpPUTPOMMIIMH BEPOATHO HE € KIMHHIHO 3HaYMMO FPH NIOBEYCTO NMALMEHTH, HO MOXe Ja Obe
NOTEHI[HATTHO 3HAYHMO ITPH BHCOKOPHUCKORH MAL[MEHTH.

ITpu maa ¢ neka creneH Ha 6E6peYHO yBpexkaaHe epuTpoMMiMH (300 mg TpH ITHTH AHEBHO) BOAH 1O
1,8-kparHO noeHImapaHe Ha cpeaHara AUC Ha puBapokcaban u 1,6 meti nosumenue Ha CRmaxR B
CPABHEHHE ¢ HHIUBHAM ¢ HOpMaTHA Op0peuHa ¢yukima. [Tpu jmma ¢ ymepera creneH Ha 0u6peuHo
yBpEXIaHe epHTPOMHULIMH € xosen 10 2,0 meTH noBumeHue Ha cpenHara AUC Ha puBapokcabaH H
1,6 meTh noBumenre Ha CRmaxR B cpaBHeHMe ¢ HHAMBHAHM ¢ HOpMaTHA ObOpeuna dyHKku.

E¢hexThsT Ha epHTPOMMIIMH € AHTHBEH KbM TO3H Ha OnOpedHOTO yBpexaane (Bxk. Touka 4.4).

Omyxonaszon (400 mg exvH BT AHEBHO), KOHTO ce cMaTa 3a yMepeH HExubuTop Ha CYP3A4, ¢
I0BeN 00 NopKInapaHe ¢ 1,4 meTH Ha cpexHara AUC Ha puBapoxcabaH M 1,3 ITsTH Ha cpenHara
CRmaxR. B3auMoneiicTBHETO ¢ UIYKOHA30J BEPOSTHO HE € KIIMAXNIHO 3HAYHMO ITPH MTOBEYETO
MALKEHTH, HO MOXKE Aa 0BJ¢ MOTCHIMATHO 3HAYHMO NMPH BUCOKOPHCKOBH NALMEHTH. (3a HAlHEHTH C
6BOpedHo yBpexKaaHe: BXK. To49Ka 4.4).

Karo ce uMar npeaBHa OrpaHHYCHHTE KJIMHMYHM JaHHHA ¢ JPOHENapOoH, ¢AHOBPEMEHHOTO
IIpHICKEHHE ¢ pHBapokcabaH TpaOBa aa ce m3bsarea.

AHTHKOAI'YIAHTH
Cren xoMOHHHPaHO IIPHIIMKCHHE HA HOKCATIApHH (€AHOKPaTHA /1032 oT 40 mg) H puBapokcabaH

(enHokparHa nos3a ot 10 mg) e HabmonapaH aaAUTHBEH e(PEKT BEPXY aKTUBHOCTTA Ha aHTH(axTop Xa,
$e3 HukakBH JOITHIHUTENIHH €(DEeKTH IO OTHOIICHHE Ha koarynaluHoHauTe Tectose (P, aPTT).
EHokcanapuH He € noRIHAA (apMaKOKHHETHKATa Ha pHBapokcabaH.

[Topamu MOBMIIEHMA PUCK OT KbpPBeHE € HCOOXONHMO BHHMAHHE IIPH MALIHEHTH, KOHTO ca Ha
eAHOBPEMEHHO JIEUeHHE ¢ APYTH aHTHKOAryJIaHTH (BX. TOUKH 4.3 U 4.4).

HCIBC/uuxubuTopy Ha TPOMOOLIMTHATA arperalms
He ¢ HabmonapaHo KIHHHYHO 3HAYHMO YIB/DKABAHE HA BPEMETO HA KbpPBEHE ClIe] € THOBPEMEHHO

npuiokeHue Ha puBapokcaban (15 mg) u 500 mg nanpoxceH. Briipexku ToBa € BE3MOKHO A8 HMa
MaLMEHTH ¢ NO-U3pa3eH (papMakOIHHAMHYICH OTIOBOP.

He ca HaOmonaBany KIMHMYHO 3HAYMMY HapMAKOKHHETHYHH WIH (apMakoIHHAMHYHH
B3AMMOZIEHCTBHA ITPH €AHOBPEMEHHO NPHIOKEHHE Ha puBapokcabad H S00 mg anetiic

KHACCJIHHA.




Knomiaorpen (300 mg HavanHa 034, OCIeABaHa oT 75 mg NoATbpKama 103a) He € MOKA3AN
bapmMaxoKkHHETHIHO B3auMOIelicTBHE ¢ puBapokcabaH (15 mg), Ho e HabmoaaBaHO 3HATHMO
yABJDKABaHE HA BPEMETO Ha KbPBEHE NPH €lHa NOATPYIIA NALMEHTH, KOETO HE € KOPEIIHpaIo ¢
arperaLsaTa Ha TpoMOoLIMTHTe, HuBara Ha P-cenextiuH wm GPIIb/IIIa penerrropure.

Heobxonumo e BHUMaHUe TIPH NALMEHTH, KOHTO eTHOBpeMeHHO ca JieKyBaHH ¢ HCIIBC
(BKIIOMHMTETHO alleTHICATHLIWIOBA KHCEIMHA) ¥ HHXUOMTOPH Ha TpoMOOLIHTHATa arperalys, NoHexe
Te3H JIEKRPCTBEHM NPOXYKTH OOMKHOBEHO NIOBHINIABAT PUCKA OT KBbpBEHE (BXK. TouKa 4.4).

SSRI/SNRI

Kaxro npu apyri aHTHKOAryJlaHTH, MOXKE 13 ChHIECTBYBa Bh3MMKHOCT NMALMEHTHTE Ja Ca C NOBHIICH
PHCK OT KEPBEHE B ciTy4aif Ha chrbTcTBamAa ynotpeba cxe SSRI win SNRI nopaaum edexra uM BBpXyY
TpoMOOILHTHTE, 3a KOHTO ce chobmana. [Ipu cempTeTBAIIA YNOTpeba B KITMHUYHATA ITpOrpaMa ¢
pHBapokcabaH, BEB BCHUKH I'PYITH Ha JIe4eHHe ¢ HadimoaaBa YMCIICHO I0-BHCOKA 9€CTOTa HA NOJIAM
WM HErOsM KIMHMYHO 3HAYMM KPBBOHIHB.

Bapdapun
[TpeminzaBanero OT JieueHHe ¢ aHTraroHHcTa Ha BUTaMHH K Bapdapus (INR 2,0 go 3,0) xeM neueHue

¢ puBapokcabas (20 mg) wiu ot puBapoxcaban (20 mg) xeM pappapu (INR 2,0 no 3,0) nopuinasa
CBhOTHOLIEeHHeTO npoTpombuEOBO BpeMe/INR (HeomnacTiH) nosede OT AAMTHBHO (BE3MOXHO € Ja ¢
HaOmogasar oTaeaHH ¢cTOMHOCTH Ha INR no 12), nokaro edexrure no orHomeHue Ha aPTT,
HHXHOMpaHEeTO Ha AKTHBHOCTTA Ha (paxTop Xa 1 MoTeHIMaa Ha CHAOreHHMS TPOMOHH ca aiHTHUBHH.
Ipu xenanue xa ce uacnexear fapmaxoguHaMuaHuTe eekru Ha puapokcabaH B nepyHosa Ha
CMAHATA Ha TEPAIMATA MOTAT J1a C¢ M3IIOJI3BAT [TOKA3ATENH, KATO AKTUBHOCT Ha aHTH-¢daKkTop Xa,
PiCT u Heptest, moHexe Te3H TECTOBE He ce MOBIHABAT OT BapdapuHr. Ha wersspria AcH cien
nocneaHara fo3a sapdapun, Beunuiky nmokasarel (BKI. PT, aPTT, vaxubupane Ha akTHBHOCTTA Ha
dakrop Xa u ETP) orpasaBar eauHCTBEHO edeKTa Ha pHBapokcadaH.

[Ipu xenanue na ce u3caensar ¢papMakogUHaAMHIHKTE ¢PeKTH Ha BapdapHH B Nepuoza Ha CMAHA Ha
TepanuaTa MoXe Ja ce u3rno3ea uaMepsaHero Ha INR mpu CRtroughR Ha pusapoxcaban (24 yaca
CJIe]l MPEeaXONHHA IIpUEM Ha pHBapokcalaH), Thit KaT0 TO3M MOKA3ATe) Ce MMOBIMABA B MUHMMAITHA
CTeNEeH OT pHBapokcabaH B TA3H BPEMERa TOUKA.

He e HaGmoaaBaHo GapMAKOKHHETHYHO B3auMoaeHCTBHE MexXay BapdapuH ¥ puBapokcabaH.

Hunyxropu va CYP3A4
EnHOBpeMeHOTO MpHIOKeHHE HA puBapokcaban 1 MompHua HHAYKTOp Ha CYP3A4 pudaMmuiH

BOIH 210 okol0 50% noxrnkaBaHe Ha cpeanara AUC 3a puBapokcabaH, ¢ ycnopeaHo HaMalIdBaHe Ha
dapmaxoamHaMuIHHTE MY e(ekTH. EqHoBpeMenHara ynorpeba Ha pusapokcabaH ¢ Apyrn MOINHH

uHaykropu Ha CYP3A4 (nanp. desuronH, kapbamMazenus, peHobapOuran win xwiar kaHTapHoH (2T

Hypericum perforatum))2T cpimo MoXke Ja AoBeAe 10 HaMaJieHH IUIa3MEHH KOHLIGHTpALliH Ha

puBapokcabaH. 3aroBa TpiadBa na ce H30ArBa eTHOBPEMEHHOTO MPHIAraHe Ha MOIIHH HHIYKTOPH Ha

CYP3 A4, ocBeH axo NAaIMEHTHT HE C€ CJieH BHHMATEIHO 32 Oene3d H CUMITTOMH Ha TpoMOo3a.
LpyIry CHITFTCTBANTH TEPAIUH

He ca HaOmiogaBany KITHHAYMHO 3HAYHMH (papMaKOKHHETHIHH WIH PapMakOqHHAMAIHH
B3aMMOACHCTBHA MpH €THOBPEMEHHO IIPHAMKESHHME Ha puBapokcabaH U MHAa3zonam (cyOcTpar Ha
CYP3A4), murokcuH (cybcrpar Ha P-gp), aroppacrarus (cybOcrpar Ha CYP3A4 u P-gp) v
oMenpa3soi (HHXHOHTOp Ha MPOTOHHATA NoMIa). PurapokcabaH HUTO HHXHONpA, HETO HHAYLIMDA
HAKOA OT OcHOBHHTE H3odopmu Ha CYP, nanpumep CYP3 A4,

_J1aGoparopHy IOKa3aTeIn
Koarynaumonnute napamerpH (wanp. PT, aPTT, Hep test) ce moBnMABAT CIiopen O
OITIe]] HA MEXAHM3Ma Ha JeficTBHe Ha puBapokcabaH (Bx. Touka 5.1).




4.6 MepTHaUTeT, 6peMEHHOCT H KbPMEHE

BpeMenHOCT
BesonacHocTTa H edHKAcHOCTTA HAa PuBaxu® nmpu OpeMeHHH XKeHH He ¢a YCTaHOBeHH. [IpoyuBaHuaTa

NpH XKUBOTHH IMOKA3BAT PENPOXYKTHBHA TOKCHYIHOCT (BX. TOdxa 5.3). Ilopann noreHunasHara
penpOAYKTHBHA TOKCHMHOCT, MPUMCBIHA PUCK OT KbPBEHE H AAHHHUTE, [IOKA3BAlIH, Y€ pUBapokcaban
NpeMHHABA Nipe3 IuialeHTara, PABaxud e npoTuBONOKa3aH Nno peMe Ha OpeMeHHOCT (BK. TouKa 4.3).
XKenute c AeTepoacH noTeHnHAan Tpatna a H364rear Aa 3abpeMeHsBaT 110 BpeMe Ha JEIeHHETO C

puBapoxcabaH.

KspMeHe
besonacrocTTa M edpuKacHOCTTa HE PHBaxu® MpH KepMelH XKCHH He ca YCTAHOBEHH.

[IpoyuBaHAATA IPH JXXHBOTHM MOKA3BaT, ¢ pHUBapokcadaH ce cexperHpa B Misikoro. [Io Tasu npuauHa
PuBaxw6 ¢ mpoTHBOMOKA3aH B MepHoAa Ha KbpMene (K. Touka 4.3). Tpabsa na ce pieMe peneHue, fanu
Ja Ce MpeyCTAHOBH KBPMEHETO WIH J1a CE MPEYCTAHOBK/Aa HE CE MPHIIOKH TEPAIUATA.

QEpTAIATET

He ca npoBeXJaHM KOHKPETHH MMPOYYBaHHUS ¢ puBapokcabaH Nnpu xopa 3a OLCHKA Ha e(EeKTHTE 110
OTHOImeHKe Ha ¢eprmTeTa. IIpH €1HO NpOy4YBaHe MO OTHOMEHHE HA (PEPTIWINTETA IIPH MBXKH H
*KEeHCKH IUTHXOBE He ca HabmonasaHH edeKkTH (K. To4Ka 5.3).

4.7 Edextn BHpIy cnocolHOCTTA 38 IodpHpaHe H paloTa ¢ MAIIHHH

PusapoxcabaH MOBIHMABRA B MATIKA CTENEH CriocobHOCTTA 3a IodupaHe H padbora ¢ MALIHHH.

HMa chro0OmeHnn 3a HeXXeNaHH peakiiii KaT0 CHHKOI (YeCTOTa: HEUYECTH) H 3aMasHOCT (MEeCTOTa: YECTH)
(K. TouKa 4.8). [laneHRTHTE, IPH KOWUTO CE€ pa3sBHAT Te3H HEXeNNaHM peakiiy, He TpaOBa Aa modupar
WM paboTaT ¢ MAIIMHA.

4.8 He:xe1aHH JIeKAPCTBEHH PCAKIHH

PestoMe Ha Ha HOCT
Be3sonmacHocTTa HA pHBAapOKCaOaH € Npoy4era B TPHHAIECeT OCHOBHM nmpoy4saHua ¢asa I (xox.
Tabmuua 1).

O6wo 69 608 Bb3pacTHH MALMEHTH B NeBeTHaAECET Mpoy4upanus Qasa I1I 1 488 meanarpuaHy nalMeHTH
B ABe npoyqBaHua dasa II n ape npoyusanns ¢asza III ca 6unn ¢ exkcnozuumg Ha puBapoxcabas.

Tab6anna 1: Bpolt npoyYyeHH NALHEHTH, 06IIa AHEBHA 1038 H MAKCHMAJHA NPOABIKHTEIHOCT HA
JeYeHHEeTO NPH NPOYYBAHHUSA MPH BL3PACTHH H NEAHATPHYHH NanHeHTH Pa3a 111

HokazaHue bpoit OO0ma nHeBH] 1033 | MakcHMATHA
NALHEHTH™ NPOABJKHTENHOCT
HA Je4eHHETO
[Ipo¢rnakTHka Ha BEHO3CH 6 097 10 mg 39 nHu
TpoMboembonuzeM (BTE) mmpu

BB3PACTHH NAlLMCHTH, NOMIOKERH Ha
IUIAHOBO CTABHO NMPOTe3HpaHe Ha
Ta3o0eapeHara K Ha KOJISHHATA
CTaBa

[Tpodpunaxruka sa BTE npu 3 997 10 mg
HEXHPYPIrudHH MAIMEHTH




Jleuenue Ha JIBT, BE u 6790 Hen 1-21:30mg | 21 Mecena

NMpOQHIAKTHKA Ha PCLUIHBH Ten 22 u crex

toBa: 20 mg Cnexn

Hal-MaNKko 6

Mecena: 10 mg

. win 20 mg

Jleyenue Ha BTE u npodunaktTuka | 329 Hos3a, xkopurupana| 12 Mecena
Ha peuuansd Ha BTE npH COOpeX TeNECHOTO
HOBOPOZICHH Ha TEPMHHA H Jella Ha TEINO, 38 IOCTHIaHe
BB3pacT oA 18 ropuuu cnex Ha EKCITO3HIHA KaTo
3aN0YBAHE HA CTAHAAPTHO Ta3u, HabmonasaHa
AHTHKOAryJIAHTHO JIEYCHHE. PH BB3PacTHH,

nexKysaHH 3a [[BT ¢

20 mg

puBapoxcadbaH euH

BT AHEBHO
[IpoduiakTiKa Ha HHCYIIT H 7750 20 mg 41 mMecena

cucreMHa eMOOIMA IIpH TTAIMEHTH C
HEKJIAIMHO MPeACHPAHO MBXICHE

[IpodhunakTaxa Ha 10 225 5 mg umm 10 mg 31 Mecena
arepoTpoMOOTHIHA CHORTHA MPH CHOTBETHO,
NalMeHTH CIIeA OCThP KOPOHAPEH IPHIIOKEHH
cHHapoM (OKC) EXHOBPEMEHHO C
aeTHJICAMITHIOBa
KHCEJIHHA, KM C
AL eTHICAIMIIIOBA
KHCe/IMHA IUTIOC
KIOMUAOTPeN HIH
. THKJIOMTHIHH

[Ipodpunakruka Ha 18 244 S mg, mpunoxkeHd | 47 Mecelia
areporpoMboTHYHM CHOUTHA NIpH €THOBPEMEHHO €
nanuer™ ¢ KAB/IIAD aleTHICATMI[MIOBA
KucenaaHa um 10
myg CaMOCTOSTEHO

3 256** 5 mg, mpunoxend | 42 mecela

€THOBPEMEHHO ¢
ACK

* [TauyeHTH ¢ eKCMO3MIMA Ha NOHE eHa A03a puBapokcabaH
**Or npoyusanero VOYAGER PAD

Hatt-gecTo chobmasannuTe HeXeMaHK peaklMH IIpH MallMEeHTH, KOMTO [TOTYYaBaT puBapokcabaH, ca 6unu
xeMoparud (Tabnuna 2) (mx. cbmo T04Ka 4.4 ¥ ,,OnAcanne Ha H30paHN HeXXeJIaHA PeaKIHH" Mo-A0JTY ).
Hati-gecTo crobmasanuTe XeMOparui ca emucrakcuc (4,5%) 4 KbpBeHe B CTOMAIIHO-YPEBHHAA TPAKT
(3,8%).

Tabmuna 2: YecTora Ha ¢H0UTHITA HR KbpBeHe* H AHeMHES HPH NALMEHTH ¢ ¢KCII03
PHBAPOKCA6aH B 3aBLPINAINTE MPOYUBAHMAS IIPH Bb3PACTHH H NEAHATPHYHH NAI{HE
II1




IHoxazanue BegkakKhB THI AHeMHuSs

KbpBéeHe
[TpodunakTHka Ha BEHO3EH 6,8% otT nanueHTHTe | 5,9% OT MALMEHTHTE
TpoMboembomazeMm (BTE) nipn
BB3PACTHH MALMEHTH, MOUIOKEHH Ha
IUTAHOBO CTABHO MPOTe3UpaHe Ha
Ta300eapeHaTa WM Ha KOJITHHATA
CTaBa ! .
[TpodunakTHka Ha BEHO3EH 12,6% ot naupentuTe | 2,1% OT naiMeHTHTE
TpoMOOeMOOIHIEM [IpH
HXHDYDIHYHH AIGACHTH ‘
Jledenne Ha [IBT, BE n 23% OT MamAEHTHTS 1,6% oT narMesTHTE

mpoMIaKTHKA Ha peLHIHBH

Jleuenue Ha BTE u mpodmnaktuka | 39,5% ot nauuenture | 4,6% OT nammeHTHTE
Ha peuaueHn Ha BTE mpu
HOBOPOICHHM Ha TEpMMHA H AcNa Ha
Bb3pacT nmox 18 roquHy cien
3an04YBaHE HA CTAHAAPTHO
aHTHUKOArYIAHTHO JICICHHE., :
[TpodunakTiKa Ha HHCYNIT H 28 Ha 2,5 Ha
cucTeMHa eMOomun npu naiueHTy ¢ | 100 naumesToroauyy | 100 nmamMeHRTOrONMHH
HEKJIaITHO MPEACHPAHO MBXKACHE
[TpodunakTuka Ha 22 Ha 1,4 Ha
arepoTpoMOOTHIHH CHOMTHS TIPH 100 naiggeRTOoroauHy | 100 mammMeHTOroOquHM
nauueHTH cneg OKC
[IpodmnakTuka Ha 6,7 Ha 0,15 na
aTepoTpoOMOOTHYIHH CHORTHA IPH 100 naguenToroguHy | 100 rmaupeRTOroauHN**
nauneHT ¢ KAB/IIAB 8,38 na 0,74 Ha

100 naumerToromuan” | 100 nanperToroquHR* ** #

* Bcuaky chOMTHA Ha KBPBEHE OT BCHYKHM NPOYYBaHUA C puBapokcabaH ca cr0paHu, TOKNagBaHu ¥

OUCHEHH,
e B npoyusanero COMPASS ce HabmonaBa HHCKA 9€CTOTA Ha aHEMUsA, THH KaTo € ITPHIoKEH

CEJIEKTABEH NOAX0 3a ChOHpaHe Ha HEXEIaHH ChOHTHAL
*## [IpunoskeH e CeJIeKTHBEH [TOAX0] 32 CHOMpaHe Ha HexXeNaHH ChOUTHA
# Ot npoyuBaneto VOYAGER PAD

CIMCEK HA HEXEIJIAHHTE PCAKIIHH B TabIH9YeH BHN

YecToTHTE Ha HEXENaHHWTe peaKlMH, CBbp3aHn ¢ PuBaxu®, Mmpy Bh3pacTHH H NCTHATPHYHH ITALHCHTH
ca 0000menn B Tabmuma 3 no-gony no cucremo-opraiiy Kinacope (no MedDRA) u no gecrora.

B 3aBHCHMMOCT OT 4€CTOTATA TE CE OITPpEACIIAT KATO:

MHOro dectd (= 1/10)

gectd (> 1/100 xo < 1/10)

HewecTH ( 1/1 000 o < 1/100)

peaku (= 1/10 000 no < 1 /1 000)

MHOTro penk# (< 1/10 000)

C HeM3BECTHA YeCTOoTa (OT HAIMYMHKTE JaHHH He MOXKe fa Obae HanmpaBeHA OLIEHKA)




Tabauia 3: BcHUKH HeXeNaAHH PEAKIHH, cHO0MEeHH NP BL3PACTHH NAIHEHTH
B KJIHHWIHH npoy4YBaHHd ¢a3a III vin npa nocTMapKkeTHHIOBA ynotpeba* u B
ABe npoyuBaHusa ¢asza II u ape npoyusaHus ¢ala Il npH neAHATPHYUHA

NAIHEeHTH
- C HeH3BeCTHA
Yectn Hewectn Peaxn M=oro peaxsn Tec
Hapyuienusi Ha KpbBTA ¥ NTUMpHATA cpcTeMa
TpombGonMTO32
Auemus (BK1. (BKJ1. MOBHINABAHE
CBOTBETHA Ha 6pos Ha
';aﬁol l:;“ TPOMOOLMTHTE)A ,
___l e'rp TpOoMOOITONIEHUS
Hapymenns H2 HMYHHATA CHCTEMA o
;;10131 HIHa AHadunakTaIHM
AR, PCaKiMH,
aneprayeH o THO
AP ’ aHapHIaKTHYCH
AHTHOECAEM H IoK
aJlepravYeH OTOK

Hapymelmﬂ HA HepBHaTa CHCTEMA

| Mossaen u
3aMasHoCT, HHTpaKpaHHameH
rnaBobonHe KPbBOK3/IHBE,

| CHHKOII
Hapymemm HAa OYHTE
O4eH KpBBOU3IIUB
(BKI.
KOHIOHKTHBAJICH
KPBBOH3/IHB) .

CohpaeuHH HApPYLICeHHS

| Taxuxapms
C1a0BH HapYIEeHHSA

XHIIOTOHHA,

XEMaToM

EmHacTakcuc,
XeMOIITH3a

——

PecnHpATOpHH, IPHAHE B MEIHACTHHAJIHH HAPYLICHHS

| J

CToManIHO-4peBHH HAPYIICHHS

K®psere ot
BEHI[UTE, KbPBEHE
oT
CTOMAIIHO-IpEeBHU
A TPaKT (BKJIL.
PEKTAIHO
KbpBEHE),
CTOMALIHO-9PEBHH
U abaOMMHAITHM
OONMKM, AUCIICIICHS,
rajieHe, 3amnex®,
JHapHs,

HQBPEHIHHCA.

EosuHodHHA
MHEBMOHUA .

XenaToOHIHAPHM HADYIICHHSA




KnrreHuna,
[TOBHIOABAHE HA

‘Iepaongﬂogﬂn KOHIOI'MpaHH
igg:ﬁﬂ ’ OuupyOuH (¢ wnn
06e3 CRIThTCTBAIIO

[ToBumaBane Ha  |OWwMpyOHH,

ITOBHIIABAHC Ha
TPAHCaAMHHAa3HuTC I[IOBHILICHA AJIKaJIHa

dbocdharasa B ﬁnT), XoJecrasa,
KpbBTa, noeumenal o o 0
| GGTA (BKIIOIHTEITHO
XenarolenyapHo
. | yBpexpane)
HapylmueHss Ha KOMATA H NOAKOXKHATA THhKAH
Cupbex (BKIL. YpTAKapus CHHADOM Ha
HEYECTH CTyYaHd Ha g tevlenl .
reRepamsTbat Johnson/TokcH1Ha
oh ), 00pHS, enuACpMaTHa
EKXHMO3H, KDKHH H e 2,
IMOAKOKHH P
KPBOWUTHER | _ DRESS cunapom
HapymeHns HA MYCKYAHO-CKEJIETHATA CHCTEMA H CHE¢AHHATCIAHATA THKRH
KoMmmnaprMenT
bonka B KpBBOH3NHE B CHHJIPOM B
KpafHHIITe Xemaprposa MY CKY/T pe3yIiTar Ha
| | _ KbpBEHE
Hapymenua Ha fb0penure B NHKOYHATE NLTHINA \
KbpBeHe oT | |
YpOreHHTAIHUA brbpeuna
TpaxT (BKII. HeAOCTATHIHOCT/
XCMATYpPHA H ocTpa 6s0pedHa
MEeHOparns®-), HEZOCTATbYHOCT B
6p0peqHo pesynTar Ha
yBpeKaaHe (BKIL. KbpPBEHE,
MOBHIUCHHE HA AOCTAaThb49HAa A8
HUBOTO HA IpeaA3IBRKA
KpeaTHHHHA B xunonepgysus,
KPDbBTa, - Hedponarui,
NOBHINCHUE Ha CBBp3aHa C
HHBOTO Ha ypesTa B AHTHKOATYIaHTH
KPBETA) _
O06nM HapyilleHHS H epeKTH HA MACTOTO HA NIPHIOKEHHE
[ToBuimena
TeMIIepaTypa’,
nepudeper OTOK, Hepasnonoxenre Jloxkami3upaH
NOHIKeHa ofdma (BEL OTOK"
CHITA | MPWIOIIABAHE)
CHEPrugHOCT (BKIL.
HicnenpaHus
[MoBuinen LDHA, .
NMOBHILCHA
nunaza’,
NOBHIICHE
aMHanasa® . B

HapansaBaHnus, OTPABSHHA H YCJOKHEHNS, Bb3HAKHAAR B PE3YATAT HA HHTCPBCHIHE




KepBeHe cnen

HAKAKBA MpoLeaypa
(BiCL Coaosa
rocTotiepaTbra ncepaoaHeBpusma’

aHEMHA H KbpBEHE
OT paHa), KOHTY3H4,
CEeKpeLn oT paHu®

A: Habmonasanu mpu nmpodrnaxkTuka Ha BTE 11pu gp3pacTHH NalHEHTH, NOATIOKEHH HA ILTAHOBO CTABHO
npoTe3npane Ha Ta3o0eApeHaTa WM KOJIAHHATA CTaBa

B: nabmonasaiiu npH neqenne Ha JIBT, bE wim npodunakruka sa pelHIHBH, KATO MHONO YECTH MPH
XKeHH < 55 roaunu

C: HabmonagaHu KaTo HEYSCTH IPH MPpOPIIAKTHKA HA aTepOTPOMOOTHIHM CHONTH PH NALMEHTH Chel

OKC (ciien nepkyTaHHa KOpOHAPHA HHTEPBEHIMA)
* [IpinoxkeH e npeBapHATETHO ONMpEASIeH CENeKTHBEH IOAX0 3a ChOHpaHe Ha HeXeJIaHH ChOHTHA B

H30panu mpoyaBaHua ¢aza 1. YecToTara Ha HexkeNaHHTe PeakiMi He € YBeIHUCHA U HE €
YCTAHOBEHA HOBA HEXXeJIaHA JISKAPCTBEHA peaKiig Clie]] AHAJIM3 Ha Te3H NPOYYIBAHUS.

Omucanne Ha M30paHA HeXeIaHH peaklMH
Iopamy apMaKoIOrHIHHA My MEXAHH3BM Ha AelicTBHe, ynorpebara Ha paBapokcabaH Moxe 1a

Obae CBBp3aHA C MOBHINEH PHCK 3a OKYJITHO WIK ABHO KbPBEHE OT BCAKA THKAH WM OpraH, KoeTo Ou
MOIJIO Ja JOBeJe A0 NocTXeMOoparndHa aHeMus, IIpH3HaimTe, CHMITTOMHUTE U TEXKECTTR
(BKJDOYHMTEITHO JIETATIEH H3XO0H) 1€ 3aBUCAT OT JJOKAMHU3AIUATA U CTENeHTa WIH 00eMa Ha KBPREHETO
H/win aHemHAaTa. (K. Touka 4.9 ,,JlopencHue npu xpppeHe™). B KIIMHHYHUTE NMPpOy9YBaHHS JIMMABHYHO
KBpBEHE (T.€. OT HOca, BEeHIIMTEe, CTOMAIITHO-YPEBHHA TPAKT, MHKOYO-TIOIOBHA TPAKT, BKTIOYMTEIHO
a0OHOPMHO BarHHAJTHO HJIH YBEJIMYCHO MEHCTPYAIHO KbPBEHE) H aHeMHuA ¢e Hab/Ioaapar Mmo-4ecTto
MpH THJIMOCPOYHO JiedeHHe ¢ pusapokcabaH B cpasHeHHE ¢ neucHue ¢ ABK. Ilo Tasu npuunna, B
NOITIHEHHE KBM afIcKBaTHOTO KIMHHYHO HA0moaeHMe, 1a00paropHO H3CIECABAHE HA
xemormobuHa/xeMaroxpura 01 MOITIO a Oble OT NO3a 38 OTKpUBAHE HA OKYIITHO KBPBEHE H 38
onpeRe/sHE Ha KIMHAYHATA 3HAYHMOCT HA SBHO KBbPBEHE, 110 MPELICHKA criopen ciIy4ai. BpaMoxHO ¢
PHCKET OT KbpBEHE Aa Obie MOBHINEH ITPH ONMpeeIcHH rPYIH MMAIHMEeHTH, HAPHMEp MallUeHTH C
HEKOHTPOJIMPAHA TEXKKA apTEPHAIIHA XHITEPTOHHA W/HWIN HAa CHITETCTBALIA Tepalua, KOXTO IIOBIHIBA
xemocrasara (BK. Touka 4.4 ,,Puck or xemoparusa®). BeaM0oXHO € MEHCTPYATHOTO KEPBEHE 44 € IMOo-
CHJIHO M/WIH IO-NPOSBIDKUTENTHO. XEeMOParudHHUTE YCIOXKHEHUSA MOTaT Ja ¢e MPOABAT Karo ¢1abocrT,
OneIHOCT, 3aMaAHOCT, IMapoboIHe WM HeOOACHMMH OTOLM, JHMCIHEed H HeobgcHMM mok. Kato
PE3YIITAT OT AHEMHMATA B HAKOM CIYYaH ca HaOMooaBaHH CHMITOMH HA ChPACYHA HCXEMHA, KATO
Oonka B rbpRHTE HIH CTEHOKAPIHUA.

HMa cro6IneHHA 3a H3BECTHH YCJIOKHEHHA B PE3YNITAT HA TEXKO KBPBEHE, KATO KOMIIAPTMEHT
CHHIpPOM H O60pevHa HegOCTATBYHOCT B Pe3YIITAT HA XHUnionepgys3ui, WiH HedponarHi, CRbp3aHa ¢
AHTHKOATYJIAHTH, NpH u3norssaHe Ha PuBaxu6. [To Tasu mpuaMHa BEpOATHOCTTA OT KbpBeHe TpAOBa
JIa C€ MMa NpEeABH NpH NpeLICHKaTa HA ChCTOIHHUETO HA BCEKH IMAIMEHT, KOMTO € NMOJIOKEH Ha
AHTHKOATYJIAHTHO JICYCHHE.

[leauarpydasa NomyJialms
Aevenue na BTE u npopunaxmuxa na peyuousu na BTE

Ouenkara Ha 6e30nacHOCTTA MpH Aclia H I0HOIOM ¢ 6a3upaHa Ha JAHHMTE OTHOCHO 0e30IIaCHOCTFa-65

JABE OTKPHTH S8KTHBHO KOHTPOJIHpaHH npoyusaHus ¢asa II u exHo - ¢aza Il npu meauary {r e £,
NALMEHTH OT pakaaHeTo A0 BB3pacT noxa 18 romunu. Otkpurusara, cesp3anu ¢ 6e3onack @ By, %
MIOBEUETO CAYUAH Ca MOROGHH MY PHBApOKcaGaH H KOMIIZpaTopa MpH pasmiaHuTel fIduMan{iiing
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puBapokcabaH, € nogo6eH Ha TO3U, HabmonaBaH IPH BB3PACTHATA MOMYJAIMA ¥ ChBMECTUM NPH
BB3PACTOBHTE NOATPYTH, FHIPEKH Y€ OLICHKATA € OrPaHHYeHa OT Mankus Opoii naieHTH. IIpH
NeJHATPHYHHTE NIAlHeHTH, rmasofomse (MHOIO YecTH, 16,7%), noBHIlIeHa TeMeparypa (MHOIo
gyecTH, 11,7%), emicrakcuc (MHOro ecty, 11,2%), nosprmane (MHOro uectH, 10,7%), TaxMxaprus
(uectn, 1,5%), nosumasaxe Ha OuwmHpyOuHa (dectH, 1,5%) n nopumeH xOHIOrHpaH SWwiHpyOuH
(vegectH, (,7%) ca cHOOIIABAHH MO-49ECTO B CPABHEHHE ¢ BB3pacTHHTE. CHBMECTHMA C BE3PACTHATA
MOMy/aLsa MeHoparya ¢ HabonasaHa npu 6,6% (4ecTd) OT IOHONINTE OT JKEHCKH TOJI CJIe]T MEHapXe.
TpoMOGoLMTONEHHATA, KAKTO € HabmonaBaHo Mo BpeMe Ha NOCTMAPKETHAIOBHA OTIMT NPH BH3PAcTHATA
noIryJatus, € uecta (4,6%) npu eAuaTpHIHNTE KIMHHYHH [Tpoy4yBaHus. Hexenanure sexapcTBeHH
peakuHH NPH NeAHATPHYHETE ALMEHTH Ca MIPEIMMHO JIEKH 10 YMEPEHH IO TEXKECT.

Crobmapane HA NONOIWPAHH HEHKENIAHH PEAKIIHH
CrofImasaHeTo Ha NONO3IMPAHH HEXEJIAHH PEaKIHH ClICH paspeliaBaHe 3a ynorpeba Ha

JIEKAPCTBEHHS TMPORYKT € BaXHO. ToBa MO3BOIABA 2 MPOXL/DKH HabMOXEHHETO Ha
CHOTHOINEHHETO NOM38/PUCK 33 JIEKAPCTBEHHA NPOAYKT. OT MEIMIMHCKHTE CIICILMATHCTH Ce
H3XUCKBA A3 CHOOMABRAT BCAKA ITOA03HPAHA HEKEIAHA peakiMa A0:

HamrsnHeTenHa areHI A 1o JeKapcTBaTa
yiL. ,,JlamaH I'pyeB"” Ne 8

1303 Codun

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 IIpenosupane

IIpn BB3pacTHM MMa CHOOmMIEHMA 3a peiKM cirydad Ha npeaosupaHe a0 1960 mg. B caydait Ha
npeAo3HpaHe, naiMeHThT Tpabpa na Obpae HabmonaBaH BHUMATEIHO 34 YCIOXKHEHHS, CBBP3&HH C
KEPDBEHE, WIM JApDYTH HeXelaHM peakumM (Bk. Touka ,JloBenenme npu kepeeHe™). Ilopanu
orpaHuyeHaTa aGcopOuma ce ouakBa edexrt Ha Hacumane 6e3 AONBIHHTENHO [TOBHINABAHE HA
CpeHAT2 IUIa3MEHA eKCIIO3HIMA MpH CYIMpaTepaneBTHYHHA X03d pHBapokcabaH or 50 mg wm no-
BHCOKH.

CrinecTsyBa cneum¢utieH aHTaroHMcT (aHaekcaHer anga) 3a obpbillaHe Ha ¢apMakoAMHAMWYHUS
edeKkT Ha pHBapoKcabaH (BiK. KPATKAaTa XApaKTEPHUCTHKA HA MPOAYKTA, ChbAbPXKALI aHAeKkcaHeT anda).
B cimywau Ha mpeno3upade Ha pMBapokcabaH MOXe Ja ¢€ HMAa NpeABMA H3NOJ3BAHETO HA AKTHBEH
BEIJIEH 38 Hama/1aBaHe Ha afcopOunsra.

[loBeeHHEe TP KbPBEHE

AKO NpH NAIMEHT Ha JIeYEHHE C PHBAPOKCAdaH ce pa3BHE CBLP3AaHO C KBPBEHE YCJOKHEHHE,
cJieHBalIMAT MMPHEM Ha puBapokcabaH TpaOBa a ce OTIIOXKH WIH JiedeHHeTo TpAOBa I1a ce MMPeKparTH,
ak0 ¢ HeoOxomaumo. PumapokcabaH uMa moMyxMBOT OT OKOJIO S5 1o 13 waca (BXK. Touka 5.2).
[ToBenenuneTo TpsabBa fla € HHAMBHAYAIH3HPAHO B 3aBHCHMOCT OT TEXECTTA H JOKAIHM3allMATa HA
KpBbBOH3NHBA. MoXe Aa ce M3n0/3Ba NOAXOAAIO0 CHMITTOMATHYHO NEYeHHE, KATO Halp. MeXaHW4Ha
KOMITpECH:A (HANP. IPH TEXBK CIIHCTAKCHC), XHPYpPIrUYHA XeMOCTa3a ¢ [IPOLEAYPH 38 YCTAaHOBIBaHe
Ha KOHTPOJI HAI KbLpBEHEeTO, 3aMeCcTBaHe HA 00eMA H MEPKH 334 MOAXBPKAHE Ha XeMOTHHAMHKATA,
NpeJIMBaHE HA KPBHBHU IMPOXYKTH (EPHTPOLMTEH KOHLCHTPAT WIH NMPICHO 3aMpa3’eHa IUiasMa B
3aBUCHMOCT OT ACOLMUMPAHATA aHEeMHUA HWIHM KOATYJIONATHA) WIH TPOMOOIIHTH.
AKO KBPBEHETO He MOXke Ja Oplc OBIANAHO C rOpPENOCOYMEHHTe MEpKH, TpAOBa Za ce obchaM
NMPWIATAHETO WIM Ha cneuMHYIHO HEYTPAIH3HPAmC CPeNCTBO 3a HHXHOUTOpP Ha dakTep—X:
(anpexcaser angda), KOETO aHTArOHM3Hpa (PapMaKOAHMHAMHYHKA €(deKT HA pHBapOK { PR
CrielMPHUIHO NMPOKOArYJIAHTHO CPEACTBO, KATO KOHUEHTPAT HA MPOTPOMOHHOBHA K 'I'/ : 6}-%
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IPH MALMEHTH, NOMy4aBaiy pHBapokcabaH, € MHOro orpaHM4eH. IIpenopekara ce ocHOBaBa H Ha
OrpaHHYeHY HEKIHHHYHH JaHHH, Moxe aa ce 0OMMCIIH MOBTOPHOTO MpHarase Ha peKoMOHBaHTeH

daxTop VIIa u nosata TpabBa Ja ¢e THTpHMpa B 3aBHCHMOCT OT HaMA/IABAHETO HA KBpBeHETO. B
3aBHCHMOCT OT BB3IMOXKHOCTTa Ha MACTO, B CTyYaH Ha MAaCHBHO KbpBeHe, TpabBa na ce oOMHCIH
KOHCYJITAITHS ChC CIISLHAIMCT 10 KoaryJalyOHHM HapyIIeHHs (BX. TO4Ka J.1).

He ce ouakpa mporamMuH cyadar 4 BuTaMMH K 1a MOBIMSABAT AHTHKOATYJIAHTHATS AKTHBHOCT HA
puBapokcaban. OmMTET ¢ TpaHeKkCaMOBA KHCE/IMHA € OTPAHMYCH H JIHTICBA TAKBB ¢ AMMHOKAIPOHOBA

KHACEJIMHA ¥ AaNpPOTHHHH IPH TMAalMEeHTH, MoJy4daBalny pHeapokcabaH. HiMa HHTO HaydHM
AOKa3aTelicTBa 3a OJIArONpHMATHO IOBJMSBAHE, HATO OIUT OT H3NON3BAHETO HA CHCTEMHMA

XEMOCTATHK JAE3MOIPECHH ITPH MAlMEHTH, NOTyjaBamy pupapokcabaH. [Topanu BHCOKATA CTENEH HA
CBBp3BaHe ¢ IUIA3MEHHTE IMPOTEMHM He ce OYaKBa puBapokcabaH na Moxe na 6nae orneneH dpes
ITHANIA3A.

5. OAPMAKOJIOTHYHH CBOUCTBA

5.1 PapMaxkoaARHAMHEYHH CBONCTBA

dapmakoTepaneBTHIHA rpyna: AHTHTpOMOO3HH CpeACTBa, AMPEKTHH HHXHONTOPH Ha (akTop Xa,
ATC xon: BO1AFO1

MexaHu3bM Ha JEeHRCTBHE

PuBapokcaO0aH e BHCOKOCENIeKTHBEH AMpeKTeH HHXHOuTOp Ha (Qakrop Xa ¢ [epopaiHa
OnoHamaHOCT. HMHxubOupaHeTo Ha ¢axrop Xa MNpeKbCcBa BLTPESMIHMA H BBHHIIGH ITHT Ha
KOAryJIALIHOHHATA KACKA/1a, KOETO HHXHOMpa kakTo GopMHpaHeTo Ha TpOMOHH, Taka ¥ 06pasyBaHeTo
Ha TpoMOH. PuBapokcaban He mAXuOHpa TpoMOuHa (axTHBHpaH ¢axrop II) ¥ He ca HabmonapaHu
e(eKTH BBpXy TpoMboLmTHTE.

QapMaKONHHAMHIHM edekTH

[Ipu xopa ¢ HaOmopaBaHO 3aBHCHMO OT Jo3aTa HHxuOupane Ha ¢axTop Xa. IIporpoMbuHOBOTO
Bpeme (PT) ce mormmaBa A03038BHCHMO OT puBapokcabdaH B TACHa BpB3Ka C IUIA3MECHMTE
koHLeHTpamuH (r=0,98), ako 3a Tecta ce m3non3pa HeornacTun. Jlpyru peareHTu 6uxa qam xpyru
pesynratd. Orunranero Ha PT Tpabma na craBa B cexyHmm, noHexe INR e xamibpupano u
BRTHAMPAHO 3a KYMapHHOBH NMPOAYKTH H HE MOXCE 4 Ce Mpuiara 3a Jpyrd aHtukoarynaHtd. I[lpu
MALHEeHTH, TIOUI0/KEHH Ha I'oJIeMH OpTONeAMYHH onepauuy, nepcesTiwmMre 5/95 3a PT (Heomnactun)
2 — 4 yaca cieq mpUeMa Ha Kancynara (T.e. KbM MOMEHTA HA MAKCUMANTEeH e(eKT) ¢4 B IPAHHIATE OT
13 mo 25 cekynaM (M3XOAHHTE CTOMHOCTH NpeaAH XHPYPradecKa HHTepBeHLHA ca 12 no 15 cexynam).
B KIMHHKO-(apMaKoONOrudHO MpoydBaHe HAa OoOpaTHMMTE NMPOMEHHM BHB (PapMAKONMHAMMKATA HA
puBapokcabaH ITpH 3apaBd BE3pacTHH NoOpoBomH (n=22), e ouecHABAH ePEeKThT Ha CAHHAYHH JA03H
(50 IU/kg) Ba npa pa3muusy TUIIA KOHLIEHTpAT Ha nporpoMOunoBua KoMIUteke (ITTK), 3-dbaxTopen
KOHLIEHTpAT Ha mporpoMOuHOBHA koMIUteKe (daxTopu I, IX n X) n 4-dakropeH KOHIIEHTpAT Ha
nporpomOuHOBHA KoMmiuiekc (¢Qaxkropu I, VI, IX u X). 3-QpaxkropHMAT KOHIIEHTpaT Ha
MPOTPOMOHHOBHUA KOMIUIEKC € IOHIDKWI CpPEJHHTe CTONHOCTH Ha NpPOTPOMOHHOBOTO BpeMe Ha
Heomnactan ¢ npubmsuremHo 1,0 cexyHna B paMmkuTe Ha 30 MHHYTH, B CPABHEHHE ¢ MOHIDKABAHE
OT mMpMOmM3HTeNHO 3,5 ceKyHaH HabmonaBaHO ¢ 4-GakTOpHHMA KOHLIEHTPAT HA MPOTPOMOHHOBHA
KOMIUIEKC. 3a cpaBHeHHe, 3-(QaKTOpHMAT KOHUEHTPAT Ha NPOTPOMOHHOBHS KOMIUIEKC € HMMAJ
NOronsaM M 110-0sp3 061 edexT BLpXy 0OpaTHMHTE IPOMEHH B EHIOreHHOTO 00pasyBaHe Ha TPOMOHH
OT 4-(akTOpHMA KOHLICHTPAT HA MPOTPOMOMHOBH KOMIUIEKC (BXK. TOUKa 4.9).
AKTHBHPAHOTO NapLUUaITHO TPpoMOOIIIACTHHOBO BpeMe (activated partial thomboplastin ti
H Hep test ¢hil0 ca YORDKEHH B 3aBHCHMOCT OT ZO38Ta;, H3MOM3BAHETO HM 13
¢apmaxogHaMHaHus edexr Ha puBapokcabaH ofave He ce npenopsuBa. HaMma He
HabmoeHue Ha KoaryJIal[MOHHTE NapaMeTpH 1O BpeMeE Ha JISYIeHHETO C pHBapoKkcataH




IMPaKTHKa. Beapexu ToBa, aKO € KIMHMYHO IMOKA3aHO, HHBATa HA pHBapokcabaH Morar na Oppar
H3MEPBAaHH ¢ KANMHOPHPAHH KOJIMMECTBEHH TecToBe 3a aHTH(axTop Xa (BXK. ToUKa 5.2).

[lennarpuyHa NOMy/ALHA
AHamuzsT Ha PT (pearent - HeoruacTHH), aPTT v anTH-Xa (¢ kanuOpHpaH KOTMISCTBEH TECT)

MOKA3B4 TACHA BPH3KA C IVIA3MEHHTE KOHLIEHTPAIIMH ITpH Aelia. Bpb3kara MeXny aHTH-Xa #
IUIA3MEHHTE KOHLCHTPAIMH € JIHHelHHa ¢ HakaoH O30 o 1. Morar Aa Bh3HMKHAT HHIHBHY AJTHH
HECHOTBETCTBHUA C MM0-BUCOKH WIIH ITO-HHCKH aHTH-Xa CTOMHOCTH, B CPABHEHHE ChC CHOTBETHHTE
IU1a3MeHH KoHIeHTpamy. HaMa HeobxomuMocCT oT HabumogeHHe Ha KOarylnaljioHHITe NapaMeTpH Mo
BpeMe Ha KIIMHHIHO JICYeHHe ¢ puBapokcabaH. Bee nak, axo € KIIHHHYHO NTOKA3aHO,
KOHLICHTpalMMTe Ha puBapokcabaH Morar aa 6baar H3MepBaHH ¢ KATHOPHPAHH KOJIMYECTBEHH
tecToBe 33 aHTH(akTop Xa B meg/l (ex. Tabmuna 13 B Touka 5.2 3a AMana3oHMTe Ha HabmogaBaHuTe
TUIa3MEeHH KOHLCHTPaLMK Ha puBapokcabaH npu aeua). JlonHaTa rpaHHIA HA KOMHYECTBEHHUTE
orpeAc/iIHHA TPAOBa a ce HMa MPEABH, KOTATO ¢€ M3MO/3Ba aHTH-Xa TECTHT 32 KOJIMYCCTBEHO
OnpeAc/IIHE Ha IVIa3MEeHHTe KOHIICHTpallMH Ha pHBapokcabaH rpy Aeua. He e ycraHoBeH mpar 3a
e(hpHKACHOCT WIH CBOUTHA, CBBP3aHH ¢ Oe30MacHOCTTA.

KiHHMYHa ebUKACHOCT H 6€30acHOCT

Ipodunaxmuxa na uncynm u cucmemna emBonuR npu NayUEeHmMu ¢ HeKIANHO NPeOCLPORO MbICOeHe
Knurmdasara nporpama ¢ puBapoxcabaH e IUIaHHpaHA ¢ nell Ja ASMOHCTPHpa e(PHKACHOCTTA Ha

puBapokcalaH 3a NpodHIAKTHKA Ha MHCYJIT H cHcTeMHa eMOONHA NpH MALMEHTH ¢ HEK/IAITHO
NPEACHPIHO MBXACHE.

ITpu ocuoBHOTO ABOHHO cyano mpoyusade ROCKET AF 14 264 narieHTH ca pasnpenencHH aa
NoMy4aBaT Wi puBapokcadban 20 mg BeHRK JHEBHO (15 mg BeAHBK JHEBHO IPH MALHEHTH C
KPEATHHHHOB KIHPBHC 30 - 49 ml/min) wm Bapdapun ¢ THTpUpane Ha aosara a0 INR 2,5
(TepaneBTHUHHM rpauuim 2,0 o 3,0). MeauaHHara MpoIB/DKMTEIHOCT HA POBELCHOTO JIEYCHHE €
19 Mecena, a obImaTa MPOORDKHTENHOCT € 10 41 Mecela.

34,9% OT NalHeHTUTE Ca JISKYBaHH C aLEeTHICAITHIRUOBA KucenuHa H 11,4% ca nexysaru ¢ wiac 1
aHTHAPHTMHYHO CPEACTBO, BKIIIOYHTEIHO AMHOJAPOH.

PuBapokcabaH e ¢ He mo-MaJika e(eKTHBHOCT OT BapdapHH 3a ITbpBHYHATa ChCTABHA KpaliHa TOUKA 34
HHCYNT ¥ cHcTeMeH eMOomapM H3BbH LTHC. B nomynainisTa 1o npoTokos Ha JiedeHHe HHCYAT WIH
cucremMHa eMGomaa ce Habmonasar npy 188 nanmeHTH Ha puBapokcaban (1,71% Ha rogusa) B OpH
241 na BapdapuH (2,16% Ha romaxa) (HR 0,79; IH 95%, 0,66 - 0,96; P<0,001 3a He no-Manka
edexTHBRHOCT). OT BCHYKH PAHAOMH3MPAaHM NAIMEHTH, KOUTO ca ananusupanu no ITT, mepsaaHH
cE0MTHA ce pasBHBAT Ipu 269 Ha puBapokcaban (2,12% Ha roguna) i 306 na sapdapus (2,42% Ha
roguHa) (HR 0,88; 95% U, 0,74 - 1,03; P<0,001 3a He no-Manka edexrnBHocT; P=0,117 3a
MPEBBL3IXOACTBO). Pesyirraryre 3a BTOPHIHHTE KpatHH TOYKH, KAKTO CA H3CJICABAHHM B HEpapXu4eH
nopsabk B ITT aramima, ca nokasaHu Ha Tabnuua 4.

Cpen naumeHTHTE B rpynara Ha BapgapuH INR crolfHocTHTE Ca B rpaHHMIMTE HA TEPareBTHYHMA
ouamna3zoH (2,0 go 3,0) cpearo 55% ot BpeMeTo (MeauaHa 58%, HHTepKBapTH/ICH THANA30H 43 1o

71). EdexreT Ha puBapoxcalaH He ce pamIM4aBa Ha HUBO LICHTpPAIHO BpeMe B TaprereH INR
muanasoH 2,0 - 3,0 (BTI) npu xeapTiviure ¢ exHakss pasmep (P=0,74 3a zaumoznetlicteue). B Haii-
rOpHHA KBapTHI 110 OTHOIMEHUE Ha LeHThpa KoedmmenTsT Ha Prck (HR) 3a puBapokcadbaH cnpsaMo
sapdapns e 0,74 (95% JIH, 0,49 - 1,12).

YecToTara Ha OCHOBHHTE pe3ynTarH 3a 6e30MacHOCT (roJIEMH M HETOJIEMH KIIHHHYHO
KPBBOHIIIHBH) ca MOJOOHH 3a ABETE TepalleBTHYHM IrpynH (BK. Tatumauia 5).




Ta6imana 4: PesyaraTn 3a epuxacuoct o $asa Il ROCKET AF

ITT asan3 2 ePEKACHOCTTA NPH NANHCATH ¢ HEKJIANHO NPeACHPAHO

IIpoyuBana nonyaanas | ene |
Pusapoxcaban 20 Bapgapun HR (95% XHA) p-
mg eAHH ObT TATpHpaH 20 INR 2,5 | cToiimocT, TecT 22
AHEBHO (TepameBTHYHH nPeBBL3X0ACTBO
(15 mg Beanbxk Anenno | TPanuna 2,0 xo 3,0)
TepaneBTHYHA 2038 DpH NAHEHTH ¢
yMepeHa cTeleH Ba YecToTa Ha chbETHETO
YecTOTa HA CHLOETHETO
(100 nanEeBTONOAHHEN)
HHcynT ¥ cHCTEMHA 0,88 (0,74 - 1,03)
emOomusa w3pH LITHC 269 (2,12) 306 (2,42) 0,117
Hucynt, cucremMHa B
emGomus w3psH LTHC 1 | 572 (4,51) 609 (4,81) 3'325(0’34 -1,05)
CHJOBA CMBPT ’ ]
Hucynt, cucreMHa
eM6onus u3BeH ITHC, 0,93 (0,83 - 1,03)
cB0Ba CMBPT H sHpapKT | OO0 o) 709 (5,65) 0,158
Ha MHOKapZa B .
Hncyrr 0,90
253 281 (0,76 - 1,07)
(1,99) (2,22) 0,221
CucreMHa eMOOIHA B
w3psH [THC 20 27 0,74 (0,42 - 1,32)
(0,16) (0,21) 0,308
Hudapxr na muoxapma | 130 (1,02) 142 (1,11) g*zé 4(0’72 -1,16)
Tabauna 5: Pesyararn 3a 6eonacHocT oT pasa Il ROCKET AF
IIpoyusans nonyaanes | IlamHEeATH ¢ HeKIANHO BPeACHPAHO MBbKAeHe™
Papapoxcaban 20 mg | Bapdpapnn HR (95% AH) p-
¢AHH BT AReBHO (15 TarpHpan 10 INR 2,5 | croiimocT
Mg BeXIHbNK JHEBHO (TepaneBTHYIHH
OPH NANHEHTH ¢ rpaaunu 2,0 go 3,0)

TepaneBrH4HA 1033

yMepeHa cTellen HA
6n6peuno yspexaane) | Yectora Ha cBOHTHETO
YecToTa Ha cubnTHeTO | (100 DanwesTOrOZMAN)
(100 manueRTOrOANHH)




[TonemMu ¥ HeroneMu L 47951 1114592 (1)’23 2(0’96 - L11)
KJIHHHYHO 3HaYHMH (14,91) (14,52) ’
KPBbBOHAIMBH
J'oneMH KPBBOMRITHBH _
395 (3,60) 386 (3,45) 1,04 (0,90 - 1,20)
0,576
Ipoyusana nonyianns | [lanEenTn ¢ HEXIANHO OPEACHPANO MLAeBe™
T Puasapoxcaban 20 mg | Bapjapnn HR (95% AA) p-
eIHH nNbT AEEBHO (15 TRTpHEpaH 20 INR 2,5 | croiimocT
mg BeARLK NHEBHO (TepaneBTHYER
IIPH DANHEHTH € rpanuns 2,0 o 3,0)
yMepeHa CTelleH HA
Tepanesrana n03a 6u6peuno yspexnane) | YecTora Ha chbHTHETO
Yectors HA ¢cbORTHETO | (100 NAanEenTOrOAEHA)
(100 nanreRTONOAHER)
CMBPT B pe3ynTaT Ha 27 55 0,50 (0,31 - 0,79)
KbpBeHe* (0,24) (0,48) 0,003
Knpeene or kpuruben | 91 0,69 (0,53 - 0,91)
opras® 0,82) 133 (1,18) 0,007
HuaTpakpannaneH 55 84 0,67 (0,47 - 0,93)
KPBBOHITUB * (0,49) (0,74) 0,019
CIIHJI HAa 1,22 (1,03 - 1,44)
xeMOrobHHA® 305 (2,77) 254 (2,26) 0.019
KphBonpeNHBae Ha 2 183 (1,65) 149 (1,32) 1,25 (1,01 - 1,55)
HJIH TOBENE €aHHHULIH 0,044
EPMTPOLIMTH HWIM LidNa
KpbB*
HeroneMH KJIHHMYHO 1 185 1151 1,04 (0,96 - 1,13)
3Ha9YMMH KpeeonaMeH | (11,80) (11,37) 0,345
CMBPTHOCT 110 BCAKAKBH 0,85 (0,70 - 1,02)
——— 208 (1,87) 250 (2,21) 0.073

a)

*

IMTormynamus, M3MMTBAaHA N0 OTHOMEHHUE Ha 0€30IIaCHOCT, HA JICUCHME

HoMuHaHO 3HAMHMHU

B nomrsimHenne kbM npoyuBaHeTo ¢asza Il ROCKET AF, e nposeneHo NPOCTIEKTHBHO,

MOCTMAPKETHHTOBO, HEHHTEPBESHLIMAHAITHO, OTBOPEHO KOXOPTHO NMPOYYBAHE C €IHO PaMo
C OCHOBEH M3XO0A, BKJIOUBAII TpoMO0oeMOoMMyIHH chOuTHA U ronaMo KpeBeHe. 6 704
HEeKJIAIHO NMPeACHPAHO MBXAeHe Ca OHIHM BIUIIOUEHH 32 NPOPUIAKTHKA HA UHCYIT U

neHTpanHara HepeHa cucreMa (LTHC) npu peamm yenosus. CpeHHTE pe3ysiaTaTy




6umu 1,9 u va HAS-BLED ca 6umu 2,0 npu XANTUS, B cpaBHEHHE ChC CPSAHHTE pe3yiaTaTd Ha
CHADS2 u HAS-BLED or 3,5 u 2,8 crorBetHo npd ROCKET AF. [ onsMo KpsBeHe € HabmoaaBaHo
npH 2,1 ciryqas 3a 100 maipenTo-romuun. Crobimasa ce 3a JieTajieH KpbBOM3AHB NpH 0,2 cydad 3a
100 maigieHTO-rOMMHM ¥ BETpedepencH KprBou3mMB npu 0,4 ciyuad 3a 100 naupeHTO-roqMHm.
Hsucynr unn emGomian mzesH LIHC ca perucrpupasu npu 0,8 crydas 3a 100 naupenTro-romusu. Tean
HaG/mONeHHA B PeaIHM YCJIOBHA Ca B CHOTBETCTBHE ¢ YCTAHOBEHHA NMpodun Ha 6e30nacHOCT mpH
TOBA MIOKA3AHHE. |

B MocTMapKeTMHIOBO HEMHTEPBEHLIHOHAIHO Mpoy4yBaHe mpH nosede or 162 000 naumeHTH OT 9eTHpH
OBbPKaBH pHBapoKcabaH € MpeRnmMcaH 3a NPpoQHUIAKTHKA Ha HHCYIIT ¥ CHCTeMHa eMOoiTis mpu
NALMEHTH ¢ HEKJIAMHO NMpeachpaHO MEXAcHe. YectoTara Ha cubuTHaTa 38 HexeMudeH HHCYNT € 0,70
(95% CI 0,44 — 1,13) 3a 100 nammenroroauun. KnpBeHe, KoeTO BOAU A0 XOCIIHTANK3ALHMA, HACTHIBA
¢ uecToTa Ha cOuTHATa Ha 100 mawmenroromusH 0,43 (95% CI 0,31 — 0,59) 3a peTpeucpencH
kppeousnuB, 1,04 (95% C1 0,65 — 1,66) 3a croMamuo-4pepHo xppBene, 0,41 (95% CI 0,31 —0,53) 3a
yporeHuTanHo KbpBeHe H 0,40 (95% CI 0,25 — 0,65) 3a apyro kspBeHe.

ITaumeHTH, NOANOKEHH HA KADIHOBEP3HO

[IpocnexkrHBHO, pAHAOMH3HPAHO, OTBOPEHO, MHOTOLICHTPOBO, EKCIUVIOPATOPHO ITPOYUYBAHE ChC
3acJieNieHa oLieHKa Ha KpaifHara To4ka (X-VERT) ¢ nporeneno npu 1 504 naimenTH (He/eKyBaHH
Nocera ¢ MepopaiHi AHTHKOArYJIAHTH U JIEKYBaHHW MPEABAPHTENIHO) C HEKJIAMHO NMPeAChPIHO
MEXIEHE TUTAHHPAHO 38 KApIHOBEP3HO, 3a a ¢ HAIPABH CpaBHEHME MEXIY pHBapokcaban H
agarrrupaa no3a ABK (pasgomusupaHo 2:1), 3a npeBeHIMS HA ChPACIHOCHAOBH CHOHTHSL.
H3nonspaHu ca cTpaTeruM ¢ NOMOINTa Ha HacouBane qpe3 TEE (1-5 AHH nNpeaBapHTEIHO JICUCHHE)
WJTH KOHBEHIHOHATHO KapAHOBEP3HO (Hal-MaJIKO TPH CSAMHIH NMPSABAPHTEIIHO JIEYCHHE).
[TepBHYHHETE pe3yaTaTH 38 €(PUKACHOCT (BCHYKH HHCYJITH, ITPEXOAHA HCXCMUYHA 4TaKa, CHCTeMHA
embomus Hecbp3aH ¢ LHHC, ungapkT Ha Muokapaa (M) u cepaedHOCHA0BA CMBPT) Ca C€ MOSBIIH
mpH S (0,5%) naumenTn B rpynara Ha pusapoxcaban (n=978) u 5 (1,0%) naigtenTa B rpynara Ha
ABK (n=492; RR 0,50; 95% CI 0,15-1,73; momgudummpana I'TT-nonynaumsa). OCHOBHHAT pe3yiTar 34
besonmacHOCT (MACHBHO KbpBeHe) ce ¢ nmoapui npu 6 (0,6%) u 4 (0,8%) narmenTu B rpyrmure Ha
pusapoxcaban (n=988) u ABK (n=499) cxorBeTHO, (RR 0,76; 95% CI 0,21-2,67; 6e3omnacHa
nomynauusn). ToBa ekCIIOpaTOpHO MPOYYIBAHE € NTOKA3aJ10 CpaBHHMA e(PHKacHOCT H 6e30MacHoCT
MEXIOY MPYIIHTE Ha JedeHHe ¢ pHBapokcabad 4 ABK B yCIOBHATA HA KAPAHOBEP3HO.

ITaumeHTH ¢ HEKIAMHO NPeICchPIHO MBXICHE, KOHUTO noaexar Ha IIKH ¢ nocTapsne HA CTEHT
H3phpieHo e paHIOMH3HPAHO, OTKPHTO, MHOTOLIeHTpoBO npoyuBaHe (PIONEER AF-PCI) ¢ 2 124
NALKEHTH C HeKJIAIHO MPeAChPAHO MBKIECHE, KOHTO ¢a Olmm nomwioxkeHH Ha IIKH, ¢ nocrasane Ha
CTEHT 34 ITBPBHYHO aTEPOCKISPOTHYHO 3a00/I9Bane, 3a CpaBHABaHE Ha 6e30MacHOCTTa Ha ABE CXCMHU
Ha puBapokcabaH U eaHa VKA-~cxema. [lanenTaTe ca O/wim pa3npenesicHH HA CITyqaeH IPHHLAIL
1:1:1 3a 0bma 12-Meceuna Tepamud. [TaumenTy ¢ aHamMHe3a 3a mHcynT Wik ITHMK ca mxmoueHn.
I'pyna 1 nony4yara puBapokcabaH peaHsxK AHEBHO 15 mg (10 mg peqHLK JHEBHO ITPH MALHMEHTH C
KpearHHHMHOB KIMPBHHC 30 - 49 ml/min) wnoc P2Y12 uaxuburop. I'pyna 2 nomyqasa 2,5 mg
pHBapokcabaH 1Ba reTH JHEBHO 3aeaHO ¢ JATAC (aBoiiHa Teparia ¢ AHTHArPEraHTHH CPECTRA,
HanpuMep Kromuaorpe 75 mg [mnu samMecTeamus P2Y 12 unxuburop) mmoc HUCKa no3a
anerwicammipuiora kucesmmHa [ACK]) 3a 1, 6 win 12 Mecena, mocneasaHa ot puerapokcaban 15 mg
(wm 10 mg 3a nanpeHTH ¢ KPEaTHHMHOB KITHPEHE 30 - 49 ml/min) BeAHEX AHEBHO, IUTFOC HMCKA
no3za ACK. I'pynia 3 nonyuasa xopurupasa no3a ABK mmoc [ITAC 3a 1, 6 wm 12 mecelr:
MoC/enBaHa oT Kopurupana ao3a ABK, mmoc aucka nosza ACK.
[TspBuaHaTa KpaliHa TOYKA 32 0€30MACHOCT, KIIMHHYHO 3HATAMMTE CITy4ad Ha KbpBEHE
nmpu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yyacTHvi B rpyna 1, rpyna 2 u rpyna }




(HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecriekTuBHO).
Bropudnara kpaliHa Touka (ChCTABEHa OT ChpACHHO-CHAORH ¢E0HTHA CC cMBpT, MM 1M HHCYNIT), €
nabmonasaHa rmpu 41 (5,9%), 36 (5,1%) u 36 (5,2%) ydacTHuIM B rpyna 1, rpyna 2 # rpyna 3,
CBHOTBETHO. BeAka OT cxeMuTe Ha pHBapOKcadaH noka3Ba 3HAYMTEIHO HAMAJIABAHE HA KIHHHIHO
3HAYHMHTE CIIy9aHd Ha KbpBeHe, B cpaBHeHHME ¢ ABK-cxemara mpH MalMeHTH ¢ HEKIAIMHO
NpeacspaHO MBxaeHe, KoHTo ca 6w nognoxeHn Ha [1IKH ¢ mocraesne Ha CTeHT.

Ocuosxara 1en Ha PIONEER AF-PCI e onienka Ha Oe3onacHocTTa. JIaHHHTE OTHOCHO €(PMKACHOCTTA
(BKIDOUHTEHO TPOoMOOeMOONMIHM SRIICHIS ) ITPH TA3H HOMyJalMs ¢4 OrpaHHYCHH.

Jleuenue na [IBT, BE u npogunaxmuxa na peyuousupawu JJBT u BE

KmiriasaTa nporpaMa ¢ puBapokcabaH e IUTaHHpaHa C Liel 1a ASMOHCTPHpA €(HKACHOCTTA Ha
puBapoxcalaH NMpH HAYAIHOTO U NMPONBIDKATENHOTO JeueHue Ha ocTpd JIBT u BE u mpodunakruxara
Ha pPeLMIHBH.

Hap 12 800 naipeHTH ca Npoy4eHK B 4eTHPH pPaHAOMH3HPAHH, KOHTPOIHPAHH KIIHHAYHH
npoyusanus ¢aza III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) 1
IDOITRIHMTETHO € ITPOBEEH NpeABapuTesiHO JeduHupaH cOopeH analu3 Ha Mpoy4asaHuaTa Einstein
DVT u Einsten PE. O6mara xoMOHHHpaHa MPOIB/DKHATETHOCT HA JIEYEHHETO 34 BCHUKH NPOYyYBAHUA
e 1o 21 Mecera.

B npoyusaseto Einstein DVT 3 449 naunenTu ¢ octpa JIBT ca npoyderu 3a neuenuero Ha [IBT u 3a
npodmwiakrrka Ha peumauBHpamiu IBT u BE (narmenrute che cumrroMarudeH bE ca izxmodesd ot
ToBa npoyqeane). [IpoxrpxuTeHoCTTa Ha edeHueTo € 3, 6 Wiy 12 Mecella B 3aBUCHMOCT OT

KIHHUYHATA TIPeLICHKA Ha W3CIE0BaTeI .
3a JieueHHeTO Mpe3 bpBHTe 3 ceaqmuiM Ha octpa JIBT ca mpunaranM 15 mg puBapokcabaH apa IThTH
pHeBHO. Crien ToBa eYeHHETO nMponb/okapa ¢ 20 mg puBapokcabaH €UH ITET JHEBHO.

B nipoyqsaneTo Einsten PE 4 832 naumenTu ¢ ocrep BE ca npoy4yeHu 3a neyeHueTo Ha bE u 3a
npodmnaxkTrxa Ha peupanerpainy JIBT u BE. IlpoxsmkuremHocTTa Ha jiedeHueTo e 3,6 win

12 Mecela B 38BHCHMOCT OT KIMHHYHATA NMPELICHKA Ha H3CIEIOBATEA.

3a neqennero Ha ocTep BE npes mepBuTe 3 cCeAMHULIM ca nNpunaradM 15 mg pusapokcabaH 1Ba ITLTH
aHeBHo. Criel TOBa edeHHeTO MpOoALDKaBa ¢ 20 mg pueapokcabaH eHH ITHT JHEBHO.

H npH aeere npoyuysandui Einstein DVT u Einsten PE cpaBHMTEIHOTO JICYCHHE BKITIOMBA
€HOKCAMAPHH B NPONB/DKEHHE Ha NOHEe 5 AHW B KOMOMHALTHA ¢ aHTANOHMCT Ha BHTaMHH K 110

rocturade Ha croiHocT 3a PT/INR B TepanesruanuTe rpaHuim (O 2,0). Jleuenuero npoasbkapa ¢
aHTArOHKCT Ha BUTaMMH K, karo nos3ara My e Takasa, 9e cTolfHocTHTe 32 PT/INR 212 ca B
TeparesTHIHUTe rpaHuLm or 2,0 ao 3,0.

B npoygBaseto Einstein Extension 1 197 namment ¢ JIBT wimm BE ca npoyyuenn 3a npodiwiakTakara
Ha penuausapamH BT u BE. IIpoanmikuTenHocTra Ha jedeHHeTO 00XBalla AombHHTeHHA 6 1o 12
MecCella [IPH NALMEeHTH, KOHTO ¢& NPeMHHAJIA KypC Ha JiedeHne oT 6 10 12 Mecena Ha BEHO3€eH
TpoMO0eMOOIH3IEM B 3aBUCHMOCT OT KTHHUMHATA NPELCHKA Ha macaenonarent. CpaBHABA ce
puBapokcabad 20 mg BeaHBXK JHEBHO C IUIaLedo.

IIpoyuranusta Einstein DV, PE u Extension u3nosmsar e1HM B ChIIM IPESABAPATENHO e(hHHHPaHH
IILPBHYHH H BTOPHYHH pe3ynTard 3a epuxkacHoct. [IepBuuHMAT pesynrar 3a e(pHKACHOCT €
CHMITTOMATH4YEH peuMIuBHpall BeHo3eH TpoMboembomussM (BTE), nedummipan karo
peurausupama BT wm neraneH wid HenerasieH BE. Bropuanusar peaynrar 3a edukac
nedHuHMpa KaTo cheTaBeH ot peumausHpama JIBT, Heneranen BE # CMBPTHOCT He3aBHC
NPHYHHATA.




B npoyusase Einstein Choice 3 396 naumenTH ¢ riotespaeHa cummrroMariysa JIBT w/wmm BE, xouTo
ca 3aBLPIMMIH 6 0 12-MeCeMHO AaHTHKOAryJIAHTHO JIedeHHE, Ca MPOYIEHH 3a NMPOPHIAKTHKA HA
neraneH BE H HeseramuH cuMirroMaTddHy JIBT u BE. [JammenTrTe ¢ nokasasue 3a MPpOAR/DKHTEHO
AHTHUKOAIYJIGHTHO JiCUeHHe ¢ TEPAIleBTHYHA 034 Ca H3KTIOYEHH OT IPOyUBAHETO.
IIpORB/IDKMTETHOCTTA Ha JIEIeHHETO € A0 12 Mecella B 3aBHCMMOCT OT JIaTaTa Ha HHANBHAYATHOTO
pannomMusapane (MeauaHa: 351 mau). Pusapoxcaban 20 mg BeaHsxk qHeBHO M puBapokcaban 10 mg
BEIHBK JHEBHO ca cpaBHeHH che 100 mg anermicaniumnoBa KHCEJTHHA BEAHBX THCBHO.

[TLPBHYHHAT pe3yNTar 3a ¢PHKACHOCT € CHMITTOMATH4CH peliMIMBHpAI BEHO3eH TpoMboeMOOIM3EM
(BTE), acpurupaH karo cMecHlaTa ot peupusupama JIBT wim neraned wiM HeneraneH bE.

B npoyusanero Einstein DVT (mk. Tabmuua 6) ce noka3sa, e puBapokcabaH € ¢ He Io-MaJika
edeKTHBHOCT OT eHokcanapuH/ABK 3a mepBHuHmMS pesyirar 3a ebuxacHocT (p < 0,0001 (Tect 3a He
no-manka egexkruBHOCT)); HR: 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a OpepB3XOACTBO)).
IIpenBapuTesio Ae$HHMPAHATA HETHA KIIMHMYHA 10734 ([TBPBHYCH PE3YNITAT 38 (PUKACHOCT IUNOC
rojieMH KpbeousmueH) ce ceodmara ¢ HR 0,67 ((95% JIU: 0,47 - 0,95), HOMUHHANHA p CTOMHOCT p =
0,027) B non3a Ha pupapokcaban. INR croliHocTHTE C8 B TepaneBTHUIHHMA Arana3oH cpeaHo 60,3% or
BpEeMETO NPH CpeHa MpOAB/DKMTEIHOCT Ha JicdeHHeTo oT 189 auu, i 55,4%, 60,1% u 62,8% ot
BPEMETO IIPH IPYIIHTE ¢ IUIAHHPAHO Jie4eHHE ¢ MPOXB/DKMTEIHOCT CHOTBETHO 3, 6 M 12 Mecena. B
rpynara Ha eHokcanapui/ABK HaMa fcHa BpB3Kka MEXIY HUBOTO Ha CpeAHOTO lieHTpanHo BT/]
(epeme B TaprereH INR auanason 2,0 - 3,0) mpu TepipumTe ¢ eAHAKHB pa3Mep H 9eCTOTaTa Ha
pernmupHpamutre BTE (p = 0,932 3a p3anmoze#icTeue). B Half-ropHHS TepLI N0 OTHOIICHHE Ha
nentspa HR npu prsapokcaban crpamo BapdapuH e 0,69 (95% IU: 0,35 - 1,35).

YecToTHTE 33 MEPBHYHHA pe3ynTar 3a 6e3onacHocT (rosieMy WM KTHHHYIHO 3HAYMMH HETOJIEMH
KPBBOH3IMBH ), KAKTO U 34 BTOPHYHHA pPe3yaTar 3a 6€30nacHOCT (NoJieMH KPHBOHIIMBH), CA CXOIHH 38
NIBETE TEPANEeBTHIHH I'PYTIH.

Tabnrma 6: PesysraTn 3a eduxacaoct H 6esonacroct or $asa III Einstein DVT

I N 3 449 nanBeHTR CHC CHMOTOMATHYHA OCTPA ABJA0OKA
poyH ) 1“y _I:I ] BeHO3Ha Tpombo3a _
PuBapoxcaGans) 3, Enoxcanapun/ABK®
/1032 B NPOAL/DKHTE/HOCT HA 6 mum 12 mMecena 3, 6 mian 12 mecena
JEUCHHETO N=1 718
N=1 731
CuMrrroMariveH peudaueupam | 36 51
| BTE* (2,1%) (3,0%)
i
CuMrrroMarnueH peupusupan | 20 18
BE L (1,2%) 1 (1,0%)
CHMITTOMAaTHYHA 14 28
permausupama BT J (0,8%) | (1,6%) |
0
CamrrroMaTdyHH BE u [IBT L(0,1%) 0
JIBTHJIGI;_ETE/;;BPT, kpaeto BE | 4 (0,2%) 6 (0,3%) Bl
He MOXe aa ObJe M3KITIoUeH N -
lomamo wiM KIMHMYHO 3HaYMMO | 139 T138
HETOJIAMO KBPBEHE ] (8,1%) (8,1%)




: 14 20
OJIeMH KpBBOU3IUBH [ (0,8%) (1,2%)

a) Pusapoxcaban 15 mg ABa ITbTH JHEBHO 38 3 ceE;mm, nocneasaHo ot 20 mg eauH MET

JTHEBHO
6)  EnokcanapuH 3a Hall-MaJIkO 5 qHM, 3acThiieH U nocneasad or ABK

* p <0,0001 (ue ro-Manka epHUKACHOCT MO OTHOLIEHHWE HA MpeABapHTETHO onpeaencH HR
2,0); HR: 0,680 (0,443 - 1,042), p = 0,076 (npeBB3XOACTBO)

B mpoyusaseto Einstein PE (pik. Tabmaria 7) ce noxa3ssa, ye pusapokcabaH e ¢ He mo-Majxa
eduxacHocT oT eHokcanapui/ABK 3a rrepBHUHHA pe3ynTarT 3a edukacHocT (p=0,0026 (TecT 3a He
noManka eduxacnoct); HR: 1,123 (0,749 — 1,684) ). IIpensapurenso nepuHUpaHaTa HETHA
KITHHHYHA NoJ3a (ThpBHYeH pesyaTar 38 eGHKaCHOCT IUHOC rofieMH KPBEBOMATHBH) ce chobmasa ¢
HR ot 0,849 ((95% JOU: 0,633 — 1,139), nomunan#a p crodmocT p = 0,275). INR croifHocTHTE Ca B
TepaneBTHYHASL JUANA30H cpeHo 63% oT BpemMeTo NpH cpeAHa MPOTBDKHTEHOCT HA JICYEHMETO OT
215 mrm u 57%, 62% n 65% oT BpeMeTO MpH rpyTnMTe ¢ IVIAHAPAHO JICUCHHE ¢ MPOAB/DKUTSTHOCT
CHOTBETHO 3, 6 1 12 mecena. B rpynara Ha eHokcanapuH/ABK HaMa scHa Bpb3ka MeXXIy HUBOTO HA
cpensoro neHrpanHo BT]] (speme B Taprered INR auanason 2,0 - 3,0) mpH TepianTe ¢ €THAKHE
pa3Mep M dectorara Ha peipausupamure BTE (p = 0,082 3a p3auMozneiictsue). B Hal-ropHHs
TEPLIWI 110 oTHOINeHue Ha HeHTHpa HR npu puBapokcaban cnpsamMo BapdapuH e 0,642 (95% AU
0,277 - 1,484).

YecToTHTE 338 ITHPBHYHMSA pe3ynTar 3a 6e30nacHOCT (ToIeMH WM KIMHWIHO 3HaYHMH HeroJieMH
KPBBOH3/IHBH) Ca MAJIKO NO-HHCKM B Tpyniara Ha JiedeHne ¢ pupapokcaban (10,3% (249/2 412)) B
CpaBHEeHHe ¢ rpynara Ha jJesieHue ¢ eHokcanapus/ABK (11,4% (274/2 405)). Yecrorara 3a
BTOPHMHHHA pe3yIITar 3a Oe3onmacHoCT (rojieMd KpEBOMIIHEH) € II0-HUCKA B Ipynara Ha pusapokcaban
(1,1% (26/2 412)) B cpaBHeHHe ¢ rpymnara Ha eHokcanapuH/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95%
JU: 0,308 - 0,789).

Tabunana 7: PesyaraTn 3a eduacHoct 8 Gesonacuoct or ¢gasa Il Einstein PE

Hpoyusana nonynanas | 4 832 mauHenTH ¢ OCTPR CHMOTOMATHYHA BE
Nosa o crenmocr g | FABAPOKCabaH, 3, Enoxcanapan/ABKY 3,
.ueqenneml . 6 nom 12 mecena 6 man 12 mecena N=2
R - N=2419 | 413 o
CuMnToMaTHYeH peuUIHBUpALI | 50 44
BTE* (2,1%) (1,8%)
CaMITTOMaTHYeH 23 20
peimauBHpaln bE | (1,0%) . (0,8%)
CuMITTOMATHYHA 18 17
petBupama BT 10,7%) (0,7%)
Cumrrromarsans BE u IBT | 0 2 (<0,1%)
Jleranen BE/cMBpT, KBOETO ]:"»E”F 11 7 (0,3%)
He Moxe 1a Opae maxmouen | (0,5%) -
lNonaMoO MMM KTHHMYHO 3HA4YHMO | 249 274
HETO/IMO KbPBEHE - | (10,3%) (11,4%)
JoneMH KpbBOMIIIMBH 26 52
| (1,1%) (2,2%)




a) PuBapokcabaHn 15 mg nBa meTH AHEBHO 3a 3 CEAMHLM, HOCASABAHO OT 2() mg eMH ITBT

JIHEBHO
6) Enokcanapus 3a Hal-Maiko 5 JHH, 3aCTBIICH H nocieasaH or ABK

*  p<0,0026 (He no-Manka epHKACHOCT N0 OTHONICHHE Ha mpeapapuTemHo onpeaened HR or
2,0); HR: 1,123 (0,749 - 1,684)

[TpoBenen e mpeasapuTenHO AchUHHpaH 0600meH aHaM3 Ha pe3yaTara oT npoy4usaHuaTa Einstein
DVT u PE (px. Tabmma 8).

Tabnana 8: PesyaraTn 3a edpaxkacuoct B 6esonacuaoct or c6open anann3 Ha $a3a II Einstein
DVT un PE

_IIpoyiBaHa HONyJARKES 8 281 nanumenTs ¢ ocTpu cumMnToMaTEYEE ABT nau BE
e eNHOCT B PuBapoxcabans) 3, Enoxcanapea/ABK?®
PO 6 nam 12 mecena N 3, 6 man 12 mecena
geRemmeT =4 150 N =4131
CaMrrroMaTHdeH perpauBupam | 86 95 |
BTE* B (2,1%) | (2,3%) q
CyMITTOMaTHYEH 43 38
peLmAnBHpaim bE ~ (1,0%) (0,9%)
CHMITTOMATHYHA 32 45
peumuBrpama JIBT (0,8%) | (1,1%)
| Cumrrromarsusy BE u BT 1 (<0,1%) 2 (<0,1%)
Jleranen bE/cMbpr, mpH ko0 | 15 13
HEe MOXe Ja ¢e H3Kmoun bE (0,4%) { (0,3%)
ToneMH WIH KIMHHYIHO 3Ha4uMy | 388 412
HErolIeMH KPhbBOH3IHBY | (9,4%) 1 (10,0%)
['oneMyu KpBBOMBIHUBH 40 72
| (1,0%) (1,7%)
a)  Pupapoxca®aH 15 mg npa meTH JHEBHO 3a 3 CEIMHIM, NOCNESABAHO OT 20 mg eMH IThT
IOHEBHO
6) EHokcanapHH 34 Hali-Manxo 5 JHH, 3aCThIICH H nocnensaH or ABK
* p < 0,0001 (He no-Manka eHKaCHOCT TIO OTHOIIEHME Ha NpeABapHTenHO onpeneneH HR ot

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

IIpeaBapuTenHO AePpHHKpAHATa HETHA KIMHHYHA NOJI3a (IThPBHYCH PE3YNTAaT 3a ¢PUKACHOCT IUIIOC
roJIEMH KPHBOMJIMBH) Ha cOopHMa aHanu3 ce cpodmana ¢ HR ot 0,771 ((95% [U: 0,614 - 0,967),
HOMMHAJHA p cTofHOCT p = 0,0244).

B mpoyysanero Einstein Extension (k. Tabnuua 9) pusapoxcaban npepb3xoxknaa maneto mo
OTHOINCHHE HA ITbpPBHYHHTE H BIOPHIHHUTE Pe3yJITaTH 3a eHKACHOCT. 3a MEPBHYHHA PE3YJITAT 34
6ezonacHOCT (roneMH KpBBOMTHEH) C€ YCTAHOBABA HE3HAYMMO YUC/IEHO MO-BHCOKA 9€CTOTA NPH
NauMeHTHTe Ha JIedeHue ¢ puBapokcabad 20 mg eMH ITET Ha I6H B cpaBHeHMe ¢ v1auebo.
BropudaHUAT pesynrar 3a 6e30MacHOCT (roNeMH M KIMHAYHO 3HAMMMH HeroJieMH KPhBOHATHBH)
ITOKA3BA [10-BHCOKH YE€CTOTH ITPH MAIMEHTHTE, ICKYBaHM ¢ puBapokcaban 20 mg eHH ITBT
CpaBHEHMeE ¢ I1anedo.

Tabanna 9: PesyaraTu 32 edpukacuaocT u 6ezonacnoct ot ¢a3za III Einstein Extensio




1 197 nannenTH ca NPOTLJUKHIH JICICHHETO H
IIpoyaBaHa nonyaanug NpOPRIAKTHKATA 32 PENHAHBHPAIN BeHO3EH
N Tpomboembonnsnm 3
Jio3a B mpoaBL/IDKATENHOCT B | PEBRpokcaGan® 6 ILnane6o 6 wian
JICUEHHETO Ran 12 mecena N 12 mecena N =
= 602 - | 594
CHMITTOMaTHUEH pelHAHBHPALL -1 8 (1,3%) 42
| BTE* 1 (7,1%)
CuMIrroMaTHueH 2 (0,3%) 13
pelauBapaus BE | | | (2,2%)
CHMITTOMAaTHMHA 5 (0,8%) 31
peumansupama BT | (5,2%)
Jleranen BE/cMupT, npu koo | 1 (0,2%) 1 (0,2%)
He MOXe fia ce u3kmnoad bE .
I'oneMH KpBBOM3IIHBH 4 (0,7%) 0 (0,0%)
KiIMHAYHO 3HaYUMH HEroiNeMH 32 7 (1,2%)
 KPBBOMATHBH | (5,4%) |

a) Pusapokcaban 20 mg eaWH ITET THEBHO
* p <0,0001 (mpesr3xoncreo), HR: 0,185 (0,087 - 0,393)

B npoyusasero Einstein Choice (pk. Tabmua 10) pusapokcaban 20 mg u 10 mg npessaxoxaa
100 mg aneTHacANMIIAIOBA KHMCEJTHHA 10 OTHOIISHHE Ha IThPBHYHHA PE3YJITaT 3a €(PHKACHOCT.
OCHOBHUST pe3yJTar 38 6€30NacCHOCT (CHEOMTHA Ha INoJIIM KPHBOMIIHB) € CXONCH NPH MAIMEHTHTE,
JIeKyBaHH ¢ puBapokcaban 20 mg 1 10 mg BeqHBX JHEBHO B cpaBHEeHHE Ch¢ 100 mg
ALIETHICAJTMLWIOBA KHCEIHHA.

TaGnans 10: Pesyarara 3a epakacaocT 1 Gezonacnoct ot $asa III Einstein Choice

3 396 ca npoab/DKEAR NPOPRIAKTHKATA 32 PellHAHBHPAIIL
Ilpoyisana nonyanus _| BeHO3eH TPpoMGOeMOOTHIBM i |
Pusapoxcaban Papapoxcaban
20 Mg BeAEbAK 10 mg BeANBbX ACK 100 mg
TepaneBTHIHA X034 aReBHO N=1 aaesao N=1 BeAHbXK JHEBHO
107 127 N=1 131
Menuana Ha
MPOXB/DKHTEIHOCTTA Ha
JIEHEHHACTO 349 [189-362] auu 353 [190-362]) mpu | 350 [186-362) num
[MHTEepKBapTHICH
IHanasoH| | 3
CuMmrroMaTideH 17 13 50
peurauBupaix BTE (1,5%)* (1,2%)** (4,4%)
CuMrrroMaTHyeH 6 (0,5%) 6 (0,5%) 19
peLAHBHpaIR bE (1,7%})
CHMITTOMATHYHA 9 (0,8%) 8 (0,7%)
peumaueupama BT




Jleranen BE/ cMBpT, 0
MPH KOATO HE MOXe Aa | 2 (0,2%) 2 (0,2%)
ce 3oyl bE
_— 1 _— —
CuMITTOMaTHYEH
L4 THB BTE,
z‘i’“”“ﬂ‘fﬁm"ﬂ“’ 119 7Y% l18 6% f: 0%)
HHCY/IT WIH CHCTEMHA (1,7%) (1,6%) 70
eMOomua u3spH ITHC
— 1 ,
6 (0,5%) 5 (0,4%) 3 (0,3%)
['oneMu KpBHBOHINHBH
- 1 |
KitHIYHO sHauuMH | 30 (2,7%) 22 (2,0%) 20
HETONIeMH KPBBOMIIHBH | (1,8%)
CuMnmroMaTUdceH
pemausupam BTE wm 23 17 0
rofiAM KpHbBOH3MHMB (HeTHA | (2,1%)" (1,5%)" 33 (4,7%)
KJIHHHYHA [10/13a)

* p<0,001(n5emxo,umo) pusapokcaban 20 mg.nemm xHepHo crpaMo ACK 100 mg
BeqHBXK qHesHO; HR=0,34 (0,20-0,59)

** n<0,001 (npeBp3xoacTeo) pusapokcabaH 10 mg Beausx aHeBHO cnpsamo ACK 100 mg pennnx

xaesrHo; HR=0,26 (0,14-0,47)

* PuBapokcabas 20 mg Beaunxk aHeBHO cnpsiMo ACK 100 mg seaitok quesHo; HR =0,44

(0,270,71), p=0,0009 (roMuHATHA)

** PuBapokcaban 10 mg Bemuex gueBHO cripaMo ACK 100 mg seausx aeeBHO; HR =0,32

(0,180,55), p<0,0001 (HOMMHATHA)

B nomrenmrerue kM nporpamara EINSTEIN ¢aza 111, € nposeacHo NpoCIeKTHBHO,
HCHHTEPBEHIIMOHANHO, OTBOPEHO KOXOPTHO npoy4uBaHe (XALIA) ¢ LileHTpaaH3HpaHa OLIeHKA,
pxmousamn perauBapam BTE, ronamo kbpBeHe H cMBPT. 5 142 naimenTa ¢ octpa JIBT ca BmoueHH
3a NIpoy4YBaHe 6€30MacHOCTTa Ha pHBapoKcabaH B JTBINOCPOMEH IUTAH B CPABHEHHE ChC CTaHAapTHATA
AHTHKOATYJIRHTHA TEPAIMA B KIMHHYHATa MpakTHKa. CTONHOCTHTE Ha NOMSMO KbPBEHE, PELIMTABHPALI
BTE u BcHYKH clTydaH Ha CMBpT 33 puBapokcaban ca Onwmm crorBeTHO 0,7%, 1,4% u 0,5%.
ChInecTBYBAT pa3NHKH B OCHOBHH XAPAKTEePACTHKH Ha MALMEHTHTE, BKIIOYMTEIHO Bh3PacT, pak H
6s0pedno yBpexaane. M3nonspaH € cTparHHLHpan aHaMTA3 110 [IPEIBAPUTENHO ONMPEAC/ICHH
CTOMHOCTH 3a IrPyIHpaHe HA H3MEPBAHHUTE OCHOBHH XAPAKTEPHCTHKHM, HO BBIIPEKH TOBA OCTABAIIHTE
OTKJIOHEHHA MOXKe J1a NORMMAAT Ha pesynarature. Kopurapanute HR 3a ronsMo kepBeHe,
pemaueupay BTE 1 Bcuuku cmy4dad Ha cMepT ca 0w cworeetHo 0,77 (95% CI 0,40 - 1,50), 0,91
(95% C1 0,54 - 1,54) u 0,51 (95% CI 0,24 - 1,07).

Te3u pesynrard NpH NAUHMEHTH, KOUTO ¢a 01K HabmonaBaHH NMPH PEATHH YCJIOBHA, Ca B
CBOTBETCTBHE C YCTAHOBEHHA NPOodin Ha H€30MacHOCT MPH TOBA TIOKa3aHHE.

B nocTMapkeTHHIOBO HEMHTEPBSHLMOHAIHO Npoy4BaHe rnpy nosede ot 40 000 naipesTH He3
aHaMHe3a 34 PaK, OT YSTHPH AbPKAaBH, pHBapokcabaH e npeanmcan 3a JIe4eHHe WM NpodHNAKTHKA
Ha IBT u BE. Yectorara Ha crOuTHITa Ha 100 nauMeHTOroqviM 38 CUMITTOMATHYHK/ KIIHHHYHO
3HayumMu BTE/TpoMOoeMOominy cu0uTHA, BogeLns A0 XOCIHTAIM3AIHA, € B quana3oH ot 0,64 (95%

C10,40 - 0,97) 3a Obennenoro Kpancteo no 2,30 (95% CI 2,11 — 2,51) 3a I'epmanus. Kngsenajung N
KOCTO BOAM O XOCHHTAH3AUMA, HACTBIEA ¢ YecToTa Ha chOuTHATa Ha 100 nauueﬂm g-n’u Ky %,

(95% C1 0,23 — 0,42) 3a BBTpeuepeneH kpyaonums, 0,89 (95% CI 0,67 — 1,17) 38 crir@iiawteiii.




xbpBeHe, 0,44 (95% CI 0,26 — 0,74) 3a yporenuranso kepseHe H 0,41 (95% CI 0,31 — 0,54) 3a gpyro
KBbPBEHE.

HenuwarpyyHa NomyJiaIMs
Jeuenue na BTE u npogpunaxmuxa na peyuousu va BTE npu neouampuunu nayuersmu

O6mo 727 nena ¢ norsbpaeH octsp BTE, or kouro 528 nosmywsm pusapokcaban, ¢a npoy4eHH B 6
OTBOPE€HH, MHOTOLIEHTPOBH NEXHATPHYHH Npoy4yBaHus. [03upoBKaTa, KOpHTHpaHa CIIOpe] TeNIECHOTO
TEITIO0, [TPH NMALMeHTH OT paXXIaHeTo A0 Bh3pacT noa 18 romnxm, e AoBeIa A0 eKCIO3HIMA Ha
puBapokcabaH, noxoOHa Ha HabmonaeaHara MMpH BeE3pacTHA nauMeHTH ¢ JIBT, nekysauu ¢
puBapokcabas 20 mg eaHH MET JHEBHO, KAKTO € NOTBBPACHO B Ipoy4eaHeTo ¢asa I (mx. Touxa 5.2).

[poyusanero EINSTEIN Junior ¢az3a III e pannoMu3supaHo, aKTHBHO KOHTPOIHPAHO, OTBOPEHO,
MHOTOLIEHTPOBO KIMHHYIHO ITpoy4BaHe nmpH 500 nepuarpudHu nayueHTy (Ha BE3pacT oT
paxaaHero Ao < 18 romuun) ¢ notespacH ocTsp BTE. imano ¢ 276 nena Ha spapact 12 no < 18
roquHH, 101 mena Ha BB3pact 6 10 < 12 romunm, 69 nena Ha BB3pacT 2 A0 < 6 TOMMHH H 54 neua
Ha BBE3PACT

< 2 rOgMHH.

HHnekcHuaT BTE e knacuguimpaH karo eHo ot ciieqHuTe: BTE 858 Bph3Ka ¢ LIEHTpaJIeH BEHO3EH
kareTrp (IIBK-BTE; 90/335 nanveHnTy B rpynara Ha pupapokcabas, 37/165 nampieHTH B rpynara Ha
CPABHHTEJHO JIe4eHHe), nepeOpairHa BeHO3Ha U cuHycoBa TpoMbo3a (LIBCT; 74/335 naumeHnTu B
rpynara Ha puBapokcabaH, 43/165 nalmeHTH B rpyrnara Ha CpaBHMTEHO JICYCHHE) H BCHIKH APYTH,
piunoarTeHo JIBT 4 BE (we-1IBK-BTE; 171/335 naimsenTH B rpynara Ha puBapoxcaban, 85/165
NAUKECHTH B IpyTiaTa Ha CPaBHHUTEHO JjieueHMe). Haii-yecTo npejcrapeHaTa HHAEKCHA TpoMO03a IpH
nena Ha Be3pacT 12 no < 18 romunn ¢ BHe-LIBK-BTE npu 211 (76,4%); npn neua Ha Be3pact 6 oo <
12 roauxu ¥ Ha BE3pacT 2 A0 < 6 romunn — HHBCT, crorBetHo npu 48 (47,5%) u 35 (50,7%); u npu
neua Ha Bb3pact < 2 ronunu - [IBK-BTE npu 37 (68,5%). He e umano geua < 6 mecena ¢ LIBCT B
rpynara Ha puBapoxcaban. 22 or nanueHTHTe ¢ IIBCT ca mmanu ua$eximsa Ha ITHC (13 nammenTn
B rpynara Ha pHBapoxcabaH B 9 NalMEeHTH B rpynara Ha CPABHUTEIHO JICUCHHUE).

BTE e npead3sBHKaH OT [IOCTOSHHH, MPEXOIHH HIH H OT JIBETE — MOCTOSHHH H IPEXOHH PHCKOBH
¢daxropn npu 438 (87,6%) aena.

[IatMeHTHTE Ca NONYYMWIM ITBPBOHAYAHO JICYEHHE C TepaneBTHYHH J03H He(PaKIIHOHUPAH XerapuH
(HDX), xenapHH ¢ HUCKO Moneky/HO Terio (XHMT), wiv $oHpanapHHyKc 3a Hal-MaJIKO 5 JHH H ¢a
paHooMH3MpaHH 2:1 1a ImoryqaBar WM JO3H pHBapokKcabaH, KOPHTHPAHH CIEPAMO TEJIECHOTO TErNo,
WM CPaBHMTEITHH JICKAPCTBA B IPYIIATa Ha CpaBHUTEITHO neyeHue (xenapuuu, ABK) 3a 3-MeceueH
MEepHOA HA JIeYCHHE B OCHOBHOTO NMpoy4sase (1 Mecen npu nena < 2 roqunu ¢ I[BK-BTE). B xpaa Ha
NeprHoAa Ha JIeYeHHE B OCHOBHOTO NMpOYYBaHE AHANHOCTHIHOTO 00pa3HO H3c/IeABaHe, HAIIPABEHO HA
H3XOMHO HUBO, € HAITPABEHO IOBTOPHO, aKO € OO0 KIIMHHIHO IPWIOXKHMO. JleueHHero B
ITPOYYBAHETO € MOXeJIO A4 OpZle CIPAHO B TO3H MOMEHT MIIM IO ITpelieHKa Ha H3cnenosarens aa 6pae

ApoABIDKeHo 06mo 3a no 12 Mecena (mpu Aena < 2 romuuu ¢ I[BK-BTE — no 3 mecewa).

[TEpBHYHMAT pe3ynTar 3a eHKACHOCT € CHMITTOMaTHYeH peiaueupain BTE. ITspeuanuaT pesynrar
32 0e30macHOCT € KOMOHHAUHATA OT I'OJIAM KPBBOHINIHB M KITHHHYIHO 3HAYMM HE-TOJIAM KPb

LIEHTPAJIHO OT HE3ABACHMA KOMUCHS, 38CIIETICHA 38 ONPEAESICHOTO IeHEHHE.
epHUKACHOCT B 6e30macHOCT ca nokazaHu B TaGmum 11 K 12 no-gouy.




Cr6urns Ha peiausHpam BTE ca BE3HMKHAIH B IpyliaTa Ha JiedeHue ¢ puBapokcadaH nmpH 4 ot
335 nalMEeHTH H B IPyIaTa Ha CPABHHUTEIHO JieueHMe npH 5 ot 165 naumeHTH. KomOnuaumaTa ot
ronaM kpeBoramms ¥ K3HI'K e noknageaHa nipu 10 ot 329 naumenTs (3%), NeKyBaHH ¢
puBapoxcaban ¥ mpH 3 or 162 nammentH (1,9%), nekysaHu ¢ komnaparopa. HeTHa kKiHHM9IHA oJ3a
(cumirroMarvyen perpmusupamn BTE nmoc cs6uTHa Ha roissM KphBOMIIHB) € Cho0IleHa B rpymnara
Ha JiedeHue ¢ pusapokcabas npy 4 ot 335 marpeHTH U B TPyTIaTa Ha CPABHUTEIHO JICYECHHE mpH 7
ot 165 naupentn. HopmMamusupane Ha TpOMOOTHUHOTO 0OpeMeHABAHE ITPH NOBTOPHOTO 0Opa3Ho
H3CIEABAHE € BE3HMKHANO MpH 128 or 335 maimeHTH Ha NleveHue ¢ puBapokcabaH u ripu 43 ot 165
NALMEHTH B I'PYIaTa Ha CPABHHTEIHO JiedeHHe. Te3r HAXOAKH KaTo U0 ¢a NONoOHH cpea
BB3PACTOBHTE rpyrM. B rpynara Ha pusapokcatan e umaio 119 (36,2%) nenia ¢ HAKAKBO KBPBEHE,
Bb3HHUKHAJNO MMPH JIEYEHHETO, & B IpyTiaTa Ha CPaBHHTEHO JeyeHHe € umasio 45 (27,8%) aeua.

TaGasna 11: PesysaraTh 32 ¢pHKACHOCT B Kpad HA OCHOBHHSA NEPHQH HA JieueHHe

epHKaCHOCT)

(1,2%; 95% CI
0,4% — 3,0%)

CrbuTHe PaBapoxcaban KoMmnaparop
N=335* N=165*
Permamsupain BTE (rmreperveH pesynarar 3a 4 5

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

KoMmOuHauma: cumirroMarddeH perausupam BTE +
ACHMITTOMATHYHO RIOIIABAHE [IPH NOBTOPHOTO 00pa3Ho
H3ClIeABaHe

3
(1,5%; 95% CI
0,6% — 3,4%)

6
(3,6%; 95% CI
1,6% — 7,6%)

KomOunaimsa: cuMrrromarideH perausypaig BTE +
aCHMIITOMATHYHO RIIomaBaHe + 6e3 mpoMaHa npH
NOBTOPHOTO 00Pa3HO H3CIEABAHE

21
(6,3%; 95% Cl1
4,0% — 9,2%)

19
(11,5%; 95% Cl
1,3% - 17,4%)

HopMmanmm3upaHe mpH NOBTOPHOTO 00pa3HO H3CIEABAHE

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

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

0,0% —1,6%)

KomOunauma: caMrmroMaraves peruausupam BTE + 4 7
I'OMsIM KPHbBOH3IHB (HEeTHA KJIMHMYHA 110J34) (1,2%; 95% CI (4,2%:; 95% CI
0,4% - 3,0%) 2,0% - 8,4%)
Jleranexd wm HenetaneH 6enonpobeH eMO0IMMUIEM 1 1
(0,3%; 95% CI (0,6%; 95% CI

0,0% - 3,1%)

*FAS= meieH Habop 3a anamus (full analysis set), BcHuku aera, koMTO ca 61K paHIOMH3HpaHU

Tabauana 12: PesyaTaTr 3a 6e300aCHOCT B Kpas HA OCHOBHHS HEPHOA HA JICICHHAE

PE3VIITAT 32 6E30MACHOCT)

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

Puasapoxcaban Komnapatop
N=320* N=162*
KomOuuatma: ronaM kpeeorsaus + K3HI'K (mepeuuen | 10 3

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

T'onsiM KpBBOM3ITMB

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

2

(1,2%; 95% CI

HsakakBo KBPBGHE, BB3HMKHAJIO I1IPH JICYEHHETO

119 (36,2%)

*SAF= Habop 3a ananu3 Ha GesonacHocTTa (safety analysis set), BCHUKH Aella, KOHPY &
PaHXOMH3HPaHH H ¢a NOJTYyYHIIH Hakl-MaIko | 103a OT M3MATBAHOTO JIEKAPCTBO




[TpopwrsT Ha edpukacHOCT H Ge30MacCHOCT HA pHBapokcabaH € B roJiaMa CTeneH MmopooeH MeXxmy
neqHarpuaHara nonynamma ¢ BTE 1 pe3pacTHara nonynaims ¢ JIBT/BE, penpeku ToBa, ASTET Ha
YUYACTHHLIMTE C HAKAKBO KBPBEHE € NNO-BHCOK B NeAHarpHyHara nomynammsa ¢ BTE B cpasuenme ¢
BB3pacTHara nomymnaims ¢ JIBT/BE.

[IaipieHTH ¢ BHCOKOPHCKOB TPOHHONO3HTUBEH aHTHbOChOTMIMIEH CHHIPOM

B cnoHcopHUpaHO OT H3CNEeNOBATENS, PAHAOMH3UPAHO, OTBOPEHO MHOTOLICHTPOBO MPOYYBAHE CHC
3ac/IeneHa OLeHKA Ha KpaliHuTe TOMKM, pHBapokcabaH € cpaBHeH ¢ BapdapHH MPH NMALMEHTH C
aHaMHe3a 3a TpoM003a, THArHOCTHIMPAHH ¢ aHTHdOCPONMITHACH CHHAPOM M C BHCOK PHCK OT
TpoMGoeMbomuHl CHOUTHA (IONOKUTETHH MPH BCHUKHTE 3 aHTH(DOCHOIHIIAHA TeCTa: JIYITyCeH
AHTHKOAYJIAHT, AaHTHKAPAKOIAIIMHOBYH aHTHTENIA U aHTUTeNa cpelry SeTa-2-mmkonpoteqH I).
[IpoygasaneTo € NpeKpaTeHo NPeKACBPEMEHHO ClIe/] BKTIOYBaHeTO Ha 120 malMeHTH nopaaM Teepae
MHOTO CHOMTHS cpell MALMEHTHTE B IpyIiara Ha pusapokcabad. CperHOTO Npocnenasane e 569 auu.
59 namMeHTH ca paHAOMM3ApaHH Ha puBapokcaban 20 mg (15 mg 3a nanMeHTH ¢ KpeaTUHNHOBR
kapeHC (CrCl) <50 ml/min) u 61 na papdaphs (INR 2,0 - 3,0). Tpomboembonuunu crOnTHA Ce
NposBABaT OpH 12% OT NALUMEHTHTe, PaHAOMH3MPAHH Ha pHBapokcabaH (4 HCXeMHYIHM HHCYITA U 3
MHOKapaHH HH$apkTa). He ca crofmaraHu ChOMTHA NPH NAHEHTH, PAHOMH3HPAHH Ha Bap(apHH.
MacHBHO KbpBeHe ce Habmonasa npu 4-Ma nameHTH (7%) OT rpynara Ha puBapokcabaH H npH 2-
Ma nauueHTH (3%) oT rpynara Ha BapgapuH.

[leauarpugHa nomynaLMa
EBporneiickara areHIjs o JEKapCTBaTa 0CBOOMKIAaBa OT 3aTDKCHHETO 33 MPENOCTaBAHe Ha

PE3YATATHTE OT MPOYYBAHMATA C pUBapoKcabaH BB BCHYKH MOATPYITH HA NMECAUATPHYHATA NOMyNAIHA
mpH npodHnakTHKa Ha TpoMOoeMOOHHM cHOMTHS (BK. TOUKa 4.2 3a HHPOPMAITHI OTHOCHO

ynorpeda B eAMaTpUATa).

5.2 DapMaKkOKHHCTHIHH CBOHCTBA

AOcopbis

Cnensamarta vHpopMaiua ¢ 6asupana Ha JAHHH, IIOTYyYEHH PH BB3PacTHH.
PuBapokcabaH ce abcopbupa 65p30, kKa1o MakcHManHUTe KOHUEHTPAUMH (CRmaxR) ce gocTHraT

2 - 4 qaca CJIeR [MpHeMAa HA KATICYJIaTa.

[Tepopammara abcopOipia Ha pHBapoKcalbaH € MoYTH IMHJIHA K NepopaHaTa GHOHAIMYHOCT € BUCOKA
(80 - 100%) 3a no3a 2,5 mg u 10 mg tabnerka, He3aBUCHMO JaTHM NMPHEMET € HA IMIAAHO WIHK CIICH
xpanere. [Ippembt Ha puBapoxcaban ¢ xpaHa He noBmuaBa AUC wim CRoxR mpu g03a 2,5 mg u 10
mg. Kancymure pusapokcaban or 10 mg Moxe pma ce mnpHeMar c¢bc Wi Oe3 XxpaHa.
(dapMakOKMHETHKATA Ha pPHBApoKcalaH € MouTH IMHeHHa Mpy NPWIOXKEHHE Ha N0 0KoJIo 15 mg equH
BT Ka fieH. [Ipy no-BHCOKH A03H puBapokcabaH nmokassa orpaHH4eHa OT pasTsopuMoctTa adcopbus
¢ HaMaJIeHa GHOHATHYMHOCT H HAMAJIABAHE Ha cTereHTa Ha abcopOimaTa npu NOBHINABAHE HA JO34TA.
ToBa e mo-M3pa3eHO B CHCTOSHHME HA TINIAJHO B CpPABHEHHE CBC CBCTOAHHE Clie[l XpaHEHe.
MapMaxOKMHETHYHATA BapHaOMIIHOCT Ha pHBapokcabaH € yMepeHa ¢ HHTePUMHAMBHIYATHA
BapuabwiHOCT (CV%) B muana3ona ot 30% no 40%, ocBeH B ACHA Ha ONEPATUBHATA HHTECPBEHIMA H
Ha CJIeABAIIMA XE€H, KOraTo BapHaOWIHOCTTA Ha eKcno3HLUaTa € Bucoka (70%).

Abcopbiuara Ha puBapokcabaH 3aBHCHM OT MACTOTO Ha HErosoro ocpoboxKaasaHe B
cTOMaInHOUpeBHHA TpakT. Crobmaea ce 3a 29% u 56% Hamanenne Ha AUC u CRuuR B cpaBHeHME
¢ Tabnerka, KOraTo rpaHysaT pueapokcadban ce ocBoboxaasa B MPOKCHMATHHTE OTACTH HA THHIITTE

OUCTATHHTE OTHENIH HA THHKUTE YepBa WM BBB Bb3xoasmoro aebeno uepso. Ilo z
TpaOBa Aa ce H30ArBa NMPHIOKEHUETO Ha pUBapoKCcadaH JHUCTAHO OT CToOMaxa, ThH KE
na AoBene A0 HaManeHa abcopOLms B CHOTBETHO CBBP3aHa eKCIO3HIMAL Ha PHBAPOKCH
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buonarmuHocTTa (AUC B CRiaxR) Ha 20 mg puBapokcabaH, MpHIoKeH NepOopaHO KATO Pa3TpolIeHa
tablieTKa, pa3MeceHa B SOBJIKOBO MMOpe, WiIH CYCIICHAMpaHa BbB BOAA H NMPHIOKEHA ITPe3 CTOMANIHA
COHI4, MOCKEABAHO OT TeUHa XpaHa, € CpaBHMMA ¢ Ta3d Ha 1wia Tabmerka. Karo ce uma npensun

npeABHAMMHA, NPONMOPLMOHANIEH Ha a03aTa ¢apMakOKMHETHYCH MNpodmi Ha puBapokcaban,
pe3yJITaTHTE 38 OHOHATHYHOCTTA OT TOBA [IPOYBaHe BEPOATHO Ca IPWIOKHUMH H 32 NIO-HHCKHTE JI03H
Ha puBapokcaban.

Heouampuuna nonyrayus

Jleuara ca noxysim puBapokcabaH TaluieTka WM NepopaiHa CyCIIeH3Us 10 BpeMe Ha HITH
HEMOCPEACTBEHO Clel] XpaHeHe HITM MPHEM Ha XpaHa H ¢ oOMjalfHa Nnopuus TEHHOCT, 34 Jia ce
rapaHTHpa HaaeXIHO 03HpaHe NpH Aeua. KaxTo npu Bp3pacTHMTE, pHBapokcabaH ce abcopbupa
BEJ(HAr'a Clie/l IepOpaTHO MPHIcKeHHe Mox ¢opMara Ha TabneTka WIH rpaHyIIH 3a nepopaiHa
cycnensud mpu aAenara. He e HaGmojasana pa3ivka HHTO B CKOPOCTTa, HHTO B CTENCHTa Ha
abcopOua MexXIy nexapcTBeHMTe GopMH Taberka U rpaHyiy 3a NepopaiHa cycrneHsus. Jluncpar

MK nauHu ciiesl HHTPABSHO3HO IMPHICKESHHE NPH AeLla, Taka 4de abcomorHara OHOHAIIMMHOCT Ha
pHBapoKcabaH MpH Jiela € HEH3BECTHA. YCTAHOBEHO € HAMaIdBaHe Ha OTHOCHTENHATA OMOHAIIMMHOCT

MpH [IOBHINABALTHA ce K034 (B mg/kg TenecHo Tero), Mpeanonaramo orpaHAYeH|s Ha abcopOrmsTa
MPH NO-BHCOKH JO3H, JOPH IPH [PHEM 3a¢HHO C XpaHa.
PuBapoxcaban 15 mg Tabnerku TpaOBa Ja ce npHeMa IMPH XpaHEHEe WIH ¢ XpaHa (Rx. Touka 4.2).

PasnpeneneHue
CRBp3BaHETO C IVTA3MEHHTE MPOTEHHH IIPH XOpa € BUCOKO, 0Koio 92% no 95%, xaTo cepyMHMAT

afOyMHH € OCHOBHATa cBhp3Bama dpaxkya. O0eMEBT Ha pasnpeneaeHue € yMepeH ¢ VRssR
npubmvaurenno 50 urpa.

Heouampuuna nonyaayus
In vitro naavrTe HEe NMOKA3BAT 3HAYMMH Pa3/IMKM B CBBP3BAHETO HA pHRapoKcadaH ¢ Ia3MeHUTe

NPOTEHHH MIPH Aela Cpell palIMMHHTE Bh3PACTOBH IPYIH H B CpaBHCHHE ¢ Bh3pacTHH. JIuncear OK
NaHHHM CJIEA HHTPaBEHO3HO NPWIKEeHHE Ha puBapokcaban mpu aeua. OGeMBT Ha pasnpenencHue B
CTALIMOHAPHO ChCTOAHME ( V), U3YHCIICH Ype3 nomynaumonHHo PK Monenupase npH Aela (Bb3pacToB
mrana3on 0 no < 18 romuswm) crneq mepopaiHo MPUICKEHUE HA pHBapoKcabaH, 3aBHCH OT TEJIECHOTO
TeII0 H MOXke aa Obae oImcaH ¢ anoMeTpHeHa PYHKIHA, CBC cpeaHa croliHocT 113 1 npu siuma ¢
TeJiecHO Tero 82,8 kg.

buoTpaHchOpM H CTUM aHe

Oxono 2/3 or npunoxkeHaTa x03a pApapokcabaH ce nopiara Ha MeTabONHTHO pasrpaxkiaHe, ciel
KOETO MOJIOBHHATA Ce e/IMMHHMpA npe3 OB0peiTe, a Apyrara nonopHHa — ¢ pexanuure, OcraTruHATA
1/3 oT npanokeHaTa n03a ¢ HITEYBA Upe3 AUPeKTHa Ob0peduHa eKCKpella KaTO HEMPOMEHEHO
AKTHBHO BEeIIECTBO B YPHHATA, INIaBHO Ype3 axTHBHa On0pevHa cexpelma.

PurapoxcabaH ce metabormaupa ape3 CYP3 A4, CYP2)2 u CYP-He3aRHCHMH MEXaHH3MH.
PasrpaxxnaHeTo 4pe3 OKHCIeHHe Ha MOPQOIMHOHOBHSA PANUKAN H XHAPOIH3aTA HA AMHIAHHTE BPB3KH
ca OCHOBHMTE NpouecH Ha buorpancdopMamma. Ot in vitro H3CNeABaHHUS € U3BECTHO, 4e

puBapokcabaH ¢ cybcrpar Ha TpaHCIOPTHHTE NpoTerHH P-gp (P-rimmkonporenH) v Berp (mpoTenH Ha
PE3HCTEHTHOCT Ha paK HA rbpHAaTa).

HenpoMeHeHHAT pruBapoxcabaH ¢ Hali-BaXKHHUAT KOMIIOHCHT B YOBEIIKATa IUIa3Ma, 6e3 na MMa JpyTH
OCHOBHH WM aKTHMBHM IupKyJIHpamy Metabomura. Cbec cucreMeH KMHMpBHC okoiao 10 Lh
puBapokcabaH MOxe na ¢e KiacHQHMUMpa KATO BEINeCTBO ¢ HUCBHK KIMpBHC. Ciiefil HHTPaBeHO3HO
NMPHICKEHHe Ha 038 OT 1| mg eNMMHHAIMOHHMAT IOYXKHMBOT € OKojIo 4,5 waca. Cnexn BPoRaR
NpPWIOHKEHHEe STMMHHHPAHET) CTaBa JIMMHTHPAHO OT cTeneHTa Ha abcopbinia. Enumpydipane
pHBapoKcabaH OT IU1a3MAaTa HACTHIIBA C TEPMHHAIICH NIOJIYXKMBOT OT 5 10 9 4aca mpu MJj sy
¥ oT 11 no 13 vaca npH narMeHTH B cTApUECKa BLIPACT.




Ileduampuuna nonyrayus

JIuncsar naHHK 3a MeTabomisMa, cneuduyHy 3a gena. Jiumcear OK nanHK clieq HHTPaBeHO3HO
MpUIOXKeHHe Ha puBapokcabaH npu aeua. Kimpeacst (CL), u3uncned ypes nomynaaigioHHo DK
MoJieNIHpaHe NMpH Jdeua (Bp3pacToB AHana3oH 0 no < 18 roquuw) ciaex nepopayHo MpHIOKEHHe Ha
puBapokcabaH, 3aBHCH OT TENECHOTO TEMNO U MOKe Ja OnJe onmucaH ¢ afIoMeTpH4Ha QyHKIHA, ChC
cpenHa cToiHocT 8 1/9ac 3a sMue ¢ TenecHo Terio 82,8 kg, Cpeanure reoMeTpHYIHH CTOHHOCTH 38
[OJY>KHBOTA Ha AHCHO3HIMA (1172), H3UMCIeHE 9pe3 nomynatHonHo OK Moaenupane, HaMangsar ¢
HAMAABAHETO HA BH3PACTTa H BApHpaT OT 4,2 vaca NpH IOHOIM A0 NMpHOMM3KTENHO 3 Yaca npu Jena
Ha BB3pacT 2-12 romunm ¥ ce noHrkasar Ao 1,9 u 1,6 vaca, cboTBETHO IIpH Ielia Ha Bb3pacT 0,5-

< 2 TOIMHH H To-Maku ot (0,5 roquHH.

Coeumainy nonyiayuu

Hon
He ca ycTaHOBEHH KJIMHMYHO 3HAYMMH pa3iIMKH BbB (papMaKOKMHETHKaTa H (papMakoJAMHAMMKATA

MEXIY INMAMHCHTH OT MBXKKHA H AKCHCKH T10J.

ITayuenmu 6 cmapuecka év3pacm
[TaigmenTHTE B CTApYeCKa BH3pacT MOKa3BaT MTO-BUCOKH IUTASMEHH KOHUCHTPALMH B CPABHEHHE C I10-
MJIAIMTE TIALMEHTH ChC cpeaHH CTOMHOCTH Ha AUC okx0n0 1,5 MBTH NO-BHCOKH, OCHOBHO IOPaaH

HamaneHua (MpuBHIeH) oOm 1 616pedeH kKIHpbHC. He ce Hanara XOpeKLMs Ha JO34TA.

Paznuunu xamezopuu 8 3a8UCUMOCH OM Me210mo

ITpexoMepHH OTKIOHEHHA B TeJIECHOTO Teruio (< 50 kg wmi > 120 kg) UMaT caMo Manko BIHUAHHE BBPXY
IUIa3MEHNTE KOHLIEHTPAHM Ha pHBapoxcadaH (mo-mMamko ot 25%). He ce Hanara kopekims Ha N034T4.
ITpu mera, puBapokcaban ce A03Hpa Ha 6a3aTa Ha TEJIECHOTO Terno. EniH eKCIoparopeH aHAIM3 He
NOKAa3Ba 3HAYMMO BIMAHHE Ha IMOAHOPMEHOTO TEITIO WIH 38TThCTABAHETO PhPXY CKCIIO3HI[MATA HA

pHBapokcabas Mpu gelia.

Mexcoyemnuvecku paznuwus

He ca ycraHOBeHH KIMHHYHO 3HAYHMH MEXIYECTHHYECKH PAUTHIMA NPH NAHEHTH OT eBPONEeHIHATA,
appo-aMepHKAHCKATa, JIATHHOAMEPHUKAHCKATA, ATMIOHCKATA M KUTAlCKaTa Ipylu MO OTHOMIEHWE HA
¢apMakoKHHEeTHKATa ¥ pAapMaKOJMHAMHKATE Ha pHBAPOKCabaH.

Yeproopobro yeépexcoane

[TaimeHTH ¢ MPO34a B JIeKa cTeneH Ha 4epHoapoOHo yBpexaane (knac A mo Child Pugh) npossssar
caM0 MMHHMAJIHE TIPOMEHH BBB (apMakokuHeTMKaTa (cpeaHo 1,2 meTH nopumeHHe Ha AUC Ha
puBapokcabaH), KOETO € MOYTH CPABHHMO ChC CHOTBETHATA MM KOHTPOJIHA I'PyNa 3paBH HHIABHIH.
[Ipu maiMeHTH C LHEPO3a H YMEpEHA CTeneH Ha depHOoApoOHO yBpexaaHe (knac B mo Child Pugh),
cpeaHata AUC Ha puBapokcabaH € 3HAYMTENIHO NMOBHINCHA (2,3 ITBTH) B CPABHEHHE CBLC 3APaBH
nobpoposiu. AUC Ha HecBep3aHaTa ¢pakiums ce moBHmaea 2,6 mbTu. IIpH Te3d naupeHTH HMa H
HaMasieHo OBOpevHO enMMHHMpaHe Ha puBapokcadaH, mogoOHO Ha TOBa NPH MALMEHTH C YMEPEHa
cTeneH Ha O0pOpedHO yBpexxnase. JIMICBAT JAHHH OT MALMEHTH C TEXKA CTENeH Ha YepHOAPOOHO
yBpEKAaHE.

NuxubupaHeTo Ha aKTHBHOCTTA Ha (akTop Xa NpH MalMEeHTH ¢ YMEPEHO YePHOAPOOHO yBpeKIaHe €
nosumeHo 2,6 MBTH B CpaBHEHHE ChC 3ApaBH noOposonuM; PT cemo € yawmxeHo — 2,1 meTH.
[TauuMeHTHTE ¢ YMEpPEHA CTEIIEH Ha YepHOAPOOHO yBpekaaHe ca [0-9yBCTBATEIHH KbM pUBApoKcabaH,
koeTo Boau Ao no-ctppMHo PK/PD croTtHOmeHue Mexxy koHUCHTpammara H PT. Pusapoxcad

JIuncear KIMHMYHHA JAHHH NIPH Jella ¢ YepHOAPOOHO YBpEXKAaHe.




bvbpeuno yepexcoane
Habmonasa ce ypelMYCHHE HA €KCMO3MIMATA Ha pHBapokcafaH CBLP3aHO ¢ HaMalIABAHE Ha

6n6peuHara GYHKIMA, H3MEpEeHa 4Ype3 KpeaTHHMHOBHA KIMPBHC. [IpH MHAMBMIH C jeKa CTeneH
(kpeaTHHHHOB KIHPBHC S0 — 80 ml/min), ymepeHa creneH (kpeaTHHHHOB KITHPHHC 30 — 49 ml/min) U
TEXKKA CTeneH (KpeaTHHHHOB KmMpHHC 15 — 29 ml/min) na 6pbpedno yspexnane mnasMeHHTe
kKoHUeHTpamu Ha puBapokcadbal (AUC) ca crorBetHOo 1,4, 1,5 ¥ 1,6 mbTH no-BUCOKA. CHOTBETHOTO
3aCIIBAHE Ha GapMaKOIHHAMHIHHTE €(eKTH ¢ mo-u3paieHo. [Ipy HHAMBHIM C JIeKa, YMEPEHa M TEXKKa
cTeneH Ha Op0peuHo yBpeXxiaHe ATOCTHOTO HHXMOHpaHe Ha aKTHBHOCTTA Ha akTop Xa e ChOTBETHO
1,5, 1,9 1 2,0 0bTH NO-CHITHO B CPABHEHME ChC 3ApaBy Ac0poBoiM; PT cbino e yaAu/DKeHO — ChOTBETHO
1,3, 2,2 u 2,4 oeTH. Jluncsar JaHHHA OT NAIHEHTH ¢ KPEATHHHHOB KIHpPBHC <15 ml/min. Ilopamu
BHCOKATA CTEIEH Ha CBBp3BaHe ¢ IUIa3MEeHUTe NPOTEHHH He ¢e 09aKBa puBapokcaban aa Moxe Aa Obae
OTHAENIEH Upe3 ZMalIn3a.

He ce npenopsuea ynorpeba npH NalAeHTH ¢ KPeaTHHMHOB KIMPBHC <15 ml/min. Pusapokcaban

TpaOBa Jia ce M3MON3BA BHUMATETHO ITPH MAIMEHTH ¢ KPEaTHHHMHOB KIHpPBHC 15 - 29 ml/min (Bx.

Touka 4.4).
JIuricBaT KIMHHYHH NaHHH [TPH Aela Ha 1 roouHa WM No-rojieMH ¢ YMepeHa HIH TEXKA CTelleH Ha

6B6pedHO yBpeskaane (CKOPOCT Ha MIOMepy/Ha Gurtpamms < 50 mi/min/1,73 m?).

DapMaKOKHHETHYIHH JAHHH [IPU IIAIIHEHTH

[Ipu nareHTH, NOMYYaBamM puBapokcabaH 3a neueHne Ha ocTpa Je100Ka BeHo3Ha TpoMbosa (BT)
20 mg enMH MBT JHEBHO, CpeIHATA reOMeTpHYHA KOHHeHTparus (90% nporxosed uHTepsan) 2 - 4
yaca M OKoNno 24 gaca ciea npHeM Ha Ao3a (IpHOIM3HTEIHO NPeACTAR/IABAITH MAKCHMATTHATA ¥
MUHHMATHATA KOHLECHTPALMH IIPe3 BpeMe Ha JO30BHA HHTEpBaJ) € ChoTBeTHO 215 (22 - 535) n 32
(6239) mcg/l.

[Ipu nemmarpuynn naumeRTH ¢ ocTsp BTE, nonmyvasaty puapokcabaH npH 1034, KOPUTHpaHa
CIIPAMO TEJIECHOTO TEITI0, BOASINA IO EKCIIO3HIMA, MON0o0Ha Ha Ta3H IIPH Bh3PACTHH MAIMEHTH ©
BT, nomygaBaimu AHeBHa 7034 20 mg €IHH ITET JHEBHO, CPEAHATA N'eOMETPHYHA CTORHOCT HA
KOHUEHTpauuATe (MuTeppan 90%), noyHeHn NpH BpeMEBHTe HHTEPBAJTH Ha B3eMaHe Ha mpobHre,
NpeACTABNABAIIH MPHOIM3HTEIHO MAKCHMATHIATE H MUHHMAJTHHTE KOHIICHTPAIMH 110 BpEMe Ha
JMO30BHA MHTepBan, ca o6o0menn B Tabmuna 13.

Tabaana 13: O6o6mena craTHCTHKA (Cpeana reoMeTpEIHA cTolinocT (90% mETEepBAN)) HA
NJAA3MEHNTEe KOHNEHTPANHE HA pHBApPOKcR6aH B cTAITHOHAPHO CHCToRHAE (Mcg/l) cnopexn
PeXXHMa H RO3HPAHE H BH3PACTTA

Bpemenn
HETEPBRJIH |
o.d. N 12 - N |6-
| _ < 18 roaunn < 12 ronEHEHA |
2,5-4 gyaca 171 | 241.,5 24 | 229,7 |
cnen (105-484) (91,5-777)
MPHIATAHEe 1 N - ]
20-24 gaca | 151 | 20,6 24 | 15,9
cnexn (5,69-66,5) (3,42-45,5)
| npunaraxe _ - | ﬁ
b.i.d. N 6- N |2- N |05-
| <12 rogunn | <6ropmEE | < 2 roAHHH
2,5-4 qaca 36 |1454 38 [ 171.8 2 n.c.
cnen (46,0-343) (70,7-438)
IpHjIaraHe | |




g

AP —

10-169aca | 33 | 26,0 37 | 22,2 3 10,7 (n.c.-

cnel (7,99-94,9) (0,25-127) n.c.)
| mprUarase N ‘ I | _ Ll

t.i.d. N |2- N |Or N |05- N |Or

< 6 rofHEH PaXaA_HETO - .| <2 roneEH PRAAKHETO <
L o <2roguEE | | _ 0,5 ronnan

053uaca |5 | 1647 25 |111,2 13 | 114,3 12 [ 108,0

o) (1 (108-283) (22,9-320) (22,9-346) (19,2-320)

npuiarane —_ . . - |

7-8 waca 5 33,2 23 | 18,7 12 | 214 11 | 16,1

cIen (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
MpHAras _ |
0.d. = equH LT AHEBHO, b.1.d. = ABa ITBTH AHEBHO, t.1.d. = TPH WBETH AHEBHO, N.C. = HE € H3YHC/IEHO
(not calculated)

CToHHOCTH NoA AOIHATA MPAHMLIA Ha KOMHYECTBeHO onpeaeisiHe (lower limit of quantification,
LLOQ) ca 3amecrenn ¢ 1/2 LLOQ 3a w3wcneHreTo Ha cratueTHeTkara (LLOQ = 0,5 mceg/l).
MaKo

Bps3ka MABKOKHH

Bpr3kara dpapMakoknHeTHKa/ papmaxogrHamuka (PK/PD) Mex Iy ImiasMeHaTa KOHLEHTpaLus Ha
pHBapoKcabaH ¥ HAKOIKo dapMakoOIUHAMUYIHM Kpaliau Touky (HHxHOHpaHe Ha daxtop Xa, PT, aPTT,
Heptest) e npoyueHa cnen mpaiarale Ha IIMPOK J@AANasoH OT 403H (5 - 30 mg nsa mbTH HA JieH).
Bph3kata MexIy KOHLSHTPAIIHATA Ha pMBAPOKCabaH H aKTHBHOCTTA Ha ¢aktop Xa Hal-mobpe ce
OIMHUCBA ¢ Eqax. MoORen. Ilo orHowmenue Ha PT MozesT Ha THHEHHO IIpeCHYaHe ONMUCBA JaHHUTE
0OHKHOBEHO NO-A00pe. HAIOHBT Ha KPHBATA BApUpA 3HAMMTENRHO B 3aBUCHMOCT OT PalIHUHHTE
msnon3Basy PT pearerntu. IIpu n3nonssaxe Ha Heomnactud PT, PT Ha 3xomH0 HMBO € OxouIo 13 5, a
HAKJIOHBT OKoiI0 3 110 4 s/(100 mcg/1). Pesynrarure or anammza Ha PK/PD or ¢az3a I u 111 ca cxonuu

C IaHHHWTE, YCTAHOBEHH IIPH 34paBH HHIUBKIH.

IlenpaTpyyHa nonyJjaars

Be3onacHOCTTa H €(PHKACHOCTTA HE Ca YCTAHOBEHH IMPH NMNOKA3aHWETO NPOPHIAKTUKA HE HHCYIT U
CHCTeMHa eMOOITHA ITPH NALMEHTH ¢ HEKIaNHO NPeAChPAHO MBXKACHE IIPH JeNa H OHOIIH HA BB3PACT
o 18 ronuHH.

53 IlpeaxnEaEYHH JaRHH 32 (6e30DACHOCT

HexnMHMYHMTE JaHHM He MOKA3BaT OCOOEH pHCK 3a Xxopa Ha 0a3aTa HA KOHBCHLIMOHAITHHMTE
¢apMaKOJIOTHYHH M3IIHTBAHUA 32 0e30IaCHOCT, MPOYYBAHMA 38 TOKCHYHOCT NPH €JHOKPATHO
NPWIOKEHHE, (POTOTOKCHYHOCT, IEHOTOKCHYHOCT, KAHLCPOreHeH TMNOTeHIMAT H IOBCHWIHA
TOKCHYHOCT. |

Edexture, HabmonaBaHi MpH H3NHTBAHMATA 38 TOKCHUYHOCT NPH MHOTOKPATHO NMPHIOXKCHHE, Ca
CBBP3aHM OCHOBHO CHC 3aCHIeHaTa (JapMaKoAMHAMMYHA aKTUBHOCT Ha puBapokcabaH. I1pu rursxone
ca Ha0/moJaBaHH NOBHIIEGHH IUIA3MEHM HUBA HA [gG U IgA npH HUBA HA EKCTIO3HLMA, CHOTBETCTBALLH
Ha KIMHHUYHHTE.

[Ipy mwTexoBe He ca HaOmopapaHM €(EeKTH BBPXY (epTWwiMTeTa NPH MBKKHTE HIH KCHCKHTE
KHUBOTHH. M3rmmTBaHMATA IpH KHBOTHH [IOKA3BaT pPENPORYKTHBHA TOKCHUHOCT,
(hapMaKOIOrHIHHA MEXAHH3EM Ha JCHCTBHE Ha puBapokcabaH (HANp. XeMOParH4HH YCEZHg:
[Ipn mIasMeHH HMBA, CHOTBETCTBAIlM HA KIMHUYHMTE, ca HabmonzaBaHH eM 4
TOKCHMYHOCT (TIOCTHMIUTAHTAIHOHHA 3ary0a, 3a0aseHO/cTHMYIHpaHO OoCH$HLHpaHe




JUIaLiEHTapHH [IpoMeHn. [IpH mpe- H NOCTHATAIIHO MPOYYBaHe MIPH IUTHXOBE € HabMmoNaBaHa HaMAaIeHa
BUTAHOCT Ha MOKOJICHHETO ITPH KO3, TOKCHYIHH 338 MalKHTe.

Pusapokcaad € M3C/ieJBaH MpH IOBCHWIHH IUTBXOBE NPH MPOXBDKHTEIHOCT Ha JICYCHHETO 0 3
Mecelia, ¢ HAYaJI0 OT MOCTHATANEH JeH 4, KOeTo MMOKA3Ba NOBMIICHHE Ha IEPHHHCYNIAPHA XeMOparus,
KOATO He € 3aBKcHMa oT Ko3aTa. He e HabmoaaBaHo HOKA3aTENICTBO 38 CrielM(udHa TapreTHa OpraHHa

TOKCHYHOCT.

6. ®apManeBTHYHH JAHHH

6.1 Cnucbk HA DOMONIHHTE BeIecTBA

KancyiHo ChbALPKHMO:

Harpuer naypuncyndar (E 487)
JlakTO32 MOHOXUIpAT
MuxpoxpucTanHa ueiaynosa (E 460)
Kpockapmeno3sa Hatpuit (E 468)

Xumnpomenosa (E 464)
MarnesueB creapar (E 470b)

QO6BHBKA HA KAIICYIATA:
XKenarus (E 441)

Yepeen xenesed okcun (E 172)

MacTHIO Ha KaNCyJIaTa.
Iilennak rnasypa 45% (20% ecrepuduimpana) B erasos (E 904)

Yepen xeneseH oxcup (E 172)
[Ipormunenrmaxon (E 1520)
AMoHHueB xHapokeun 28% (E 527)

6.2 HechbBMeCTEMOCTH
Henpunoxumo.
6.3 Cpox Ba rogaoct

2 TOOMHHA

KarcynHoTo ChabpKHMO € ¢cTabIIHO BbE BOJA U S0BJIKOBO IOpe 3a Niepyol 10 4 Jaca.

6.2 ChnenmEaJHE DpeANaA3HH MEPKH NPH ChXpaHECHHE

To3u NexapcTREH MPOAYKT HEe H3UCKBA CTICLHAIHH YC/IOBHSA Ha CHXPaHEHHE.

6.3 BuaanchaAbpARAHHE HA ONAKOBKATA

Tespamre xancynu ca onaxkopanu B amymunmnit PVC/PVDC 6macrepu.

Pupaxu6 20 mg e HamaveH B omakoBkH ot 5, 7, 10, 14, 15, 28, 30, 42, 45, 50, 56, 60, 950
TBBPIAH KAIICYJIH.

He BCcHUKHM BUAOBE ONAKOBKH MOTAT Ja 6BAaT IyCHATH B IMpoaaxoa.



6.4 Cpeuuannn NpelNA3HH MEPKH HPHE H3XBLPJISHE

Heusnon3paHRAT JIEKAapCTBEH MPOAYKT WIM OTIIAXBYHHTE MATEPHAIIH OT HETo TpAOBa Ja ce H3XBHPJIAT
B CHOTBETCTBHE C HAIMOHAJHHTE M3HCKBAHUS.

Pasmpowasane na xancyasume

KancymHoTo chaepaciMo Ha pusapokcaban Moxe xa ce cycnedaupa B 50 ml Boga u ga ce mpumoxm
ype3 HA30racTpajiHa COHA WIM CTOMAINHA COHAA 38 XPAHECHE Clie NOTBHLPXACHHE, Y€ COHAATA €
pas3nonoxkeHa B cromaxa. Cnen ToBa COHnaTa TpAORa 1a ce npoMue ¢ Boaa. Thif kato abcoplOiuara Ha
puBapokcabaH 3aBHCH OT MACTOTO Ha OCBOOOXKAaBaHe HA AKTHBHOTO BELIECTBO, TpadBa Aa ce u3barsa
NIPHIOXKEHHE HA PHBApOoKCcalaH AMCTANIHO OT CTOMAXAa, THH KATO TOBA MOXKe A4 JOBeAe N0 HAMAIICHA
abcopbuns ¥ BB BPE3Ka ¢ TOB4, 10 HAMAICHA eKCIO3MLMA Ha AKTHBHOTO BeINecTBO. (e NpriIoKeHue
Ha pa3TpolneHa TBhpAa Kancyna puBapokcaban 20 mg, npueMsT Ha Ao3aTa TpaOBa BexHara ga Obpae
oclieABaH OT EHTEPATHO XpaHEeHe,

7. THNPHATEXATEJ HA PASPEINIEHHETO 3A YIHOTPEBA

G. L. Pharma GmbH
Schiossplatz 1
8502 Lannach

ABCTpHs

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Perucrparmonen Ne 20250105

9. JATA HA ITHPBO PAZPENIEHHEMONHOBIABAHE HA PAJPEINIEHHAETO

Hara Ha rspBO paspemasane: 20, 03.2025
JlaTta Ha nociaeaHo MOAHOBABAHE:!

10. JATA HA AKTYA/IMZUPAHE HA TEKCTA
04/2025




