. HMME HA JEKAPCTBEHUSI TPOYKT L2\ /0%

PuBaxu0 15 mg TBBpAH Karncyiu * 16 -07-
Rivahib 15 mg hard capsules 6 543/ 07- 2025

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TBBpaa KancyJia ceabpika 15 mg puBapokcabaH (rivaroxaban).

| loMOLIIHO BEIIECTBO C U3BECTHO JICHCTBHE.

Beska TBbpaa KancyJia ceabpka 29,45 mg j1akTo3a (KaTo MOHOXH/pAT).

3a IBJIHUSA CITMCHK HA MOMOILIHUTE BElEeCTBa BUKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

I'Bbpaa karncyJia

TBBbpAM KETATUHOBH KATICYJIM C XKBJITO TSJIO M OpaHXKeBa Karlayka, ¢ orrnevyaraHd 15 mg, ¢ pa3mep Ha
kancynara Ne 4 (ap/pkuHa 14,3 mm), cbabpKally OsJ1 WM MOYTH OAJ1 mpax, WM JIEKO YILUTbTHEHHU

arJoMeparm.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH MOKAZAHMS

Bwspacmuu

[IpodunakTika Ha HHCYJIT U CUCTEMHA eMOOJIHS MPU Bb3PaCTHU MALMEHTH C HEKJIaITHO MPEeACHPAHO
MBbXKIEHE C €IMH WJIH MOBEYE PUCKOBHU (PAKTOPH, KATO 3aCTOMHA ChpAEYHA HEI0CTAThYHOCT,
XUIIEPTOHMSA, Bb3pacT = /5 rOAWHH, 3axXapeH AuadeT, npeaAlecTBall HHCYJT UK MPEeXOaeH UCXeMHUYEH
[PUCTDII.

Jleuenune Ha nbadoka BeHo3HA TpoMOo3a ([IBT) u 6enoapodben embonu3zbM (bE) 1 npodunakTuka Ha
peunauBupaiiy /IBT 1 bE npu Bb3pacTHu. (BXkK. TOuka 4.4 3a XeMOAUHAMHYHO HECTAOMIHH NMALHEHTH
¢ bE.)

lleouampuuna nonyrayus

Jleuenne Ha BeHO3eH TpomOoembou3bM (BTE) n npodunakruka va peunansu Ha BTE npu neua u
FOHOIIK Ha Bb3pacT 1o 18 roaunu u ¢ teryio ot 30 kg 10 50 kg Hali-Manko 5 1HM ciie HaYaIHO
MapeHTepaHO aHTUKOAT'YJIAHTHO JICUEHHE.

4.2 Jlo3MpoBKAa H HAYHMH HA NPHJIOKEHHE

Lo3upoBKa

IIpogpunaxmuxa na uncynam u cucmemua emoonus npu 6b3pacnnu
[IpenopbumrenHara 103a € 20 mg eIMH BT JHEBHO, KOETO NMPEACTABABA U MPENOPbYHTETHATA
MaKCUMaJTHa 103a.

Jleuenuero ¢ PuBaxu6 Tpsa6Ba 1a ce mpoab/nKaBa B ABJIrOCPOYEH [UIaH, KOraTo moj$ara ot 4. - ly
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Axo OBJie NpoIMycHaTa HAKOA 1032, NalMeHTsT TpadBa Aa npueMe Pupaxnb HesabasHo U Ha
clieJBallHs AeH Aa MPOAL/DKH C NMpHeMa €IHH ITBT JHEBHO, ChINacHo npenopbkutTe. He TpAOBa na ce
[IpHeMa ABOMHA A03a B CHIIMA JIEH 33 KOMIIEHCHPaHe HA MPOIyCcHATara 1034.

Jeuenue na /IBT, aevenue na bE u npogpunaxmuxa na peyuovsupawju [IBT u bE npu ev3pacmnu
[IpenoprunTesiHaTa 1032 3a Ha4anHo JiedeHHe Ha octpu BT wnu bE e 15 mg nBa meTH AHEBHO npe3
MbPBHUTE TPH CEOMULIH, MOCIEABaHA OT A03a 0T 20 mg BeAHBK AHEBHO 324 MTPOTBIDKABALLIOTO JIEYEHHE H
npodunakTrHka Ha peuuausrpaind JIBT u BE.

TpaOBa na ce UMa NPeIBUA KPaTKOCPOUHA Tepanus (Hai-Mainko 3 Meceta) npu naumeHTty ¢ JIBT wnn
BE, npoBOKHpaHH OT r'ojieMH IIPEXOAHHM PUCKOBH (PAKTOPH (T.€. CKOPOLIHA IojiiMa onepalus WiH
TpasMa). [lo-npoab/KKHTENHA TepanHATa TpA0Ba Ja ¢ WMa Npe/BUA MPH MALHEHTH ¢ MPOBOKUPAHK
JBT win BE, HecBBp3aHu ¢ roneMu MpexoAHy pHCKOBH QakTopH, HenmpoBokupany BT win BE unn
aHaMHe3a 3a peunausypaity JJHT unm BE.

Koraro e nokaszaHa no-npoabs/DkuTeliHa npodunaktuka Ha peunueHpaium JIBT u BE (cnexn
3aBBPILBAHE Ha NOHE 6-MeceyHa Tepanud 3a JIBT win BE), npenopwunrenHara nosa € 10 mg peaHnx
oHeBHO. [Ipy maumeHTH, MPH KOKUTO C€ CMATA, Y€ pHUCKBT OT peuuausupaiuy JIBT wiu BE e Bucok,
KaTO T€3H C YCIIOKHEHH CHITBTCTRALUM 3a00/IABaHUA, WIH KOHTO ca pa3BWIH peumanBrpaiuy JIBT unu
bE nipu mo-npoabnmxurenHa npodpusiiakrika, TpsOpa fa ce MMa rpeasun npueM Ha Pusaxud 10 mg
BeAHBXK AHEBHO WIH Ha PuBaxu® 20 mg BeaAHBK AHECBHO.

[Tpoab/KHTEAHOCTTA HA TepanusaTa TpaOBa Aa ce onpeaeny U A03ara aa ce u3depe HHANBUIYAIHO
CJI€[l BHUMATEJIHA OLIEHKA Ha CHOTHOUICHHETO MEXKAY MOJM3ETA OT JISYCHHETO H PHCKA OT KBpPBEHE (BXK.
TOYKa 4.4).

[lepuon ot BpeMe CxeMa Ha npunaraHe Obwa aHeBHa
no3a

JleyeHue n Hen 1-21 15 mg ABa TETH AHEBHO 30 mg
npoduiakTHKa Ha
E’E“MHB“PMH ABT B | Or NTen 22 nararex 20 mg BEAHBK AHEBHO 20 mg
[TpodunakTuxa Ha Cnen 3aBnpluBaHe Ha 10 mg BeaHbx nHeBHO MK | 10 mg wiu
peudausrpaiuy BT u | Haii-manko 6-MeceddHa | 20 mg BeAHBXK AHEBHO 20 mg
bE Tepanud 3a BT unu

BE

Axo BBB (¢a3aTa Ha JeyeHHE ¢ 15 mg aBa mbTH AHEBHO (aeH 1 - 21) ce nporycHe eANH NpHEM,
MALHEHTHT TpsAOBa He3abaBHO aa mpueMe PuBaxub, 3a na ce ocurypH 00110 MPHETO KOJIHYECTBO OT
30 mg PuBaxu6 3a equH neH. B nonobex cyyait morar na 6baar npuety ase TabneTku ot 15 mg
HaBeAHbxK. [lanMenTsT TPAOBa Aa poAB/DKK peIOBHUS IPHEM HA 15 mg qBa TETH JHEBHO Ha
cneABallliA AeH, KAKTO € MpenoppuaHo.

AKO BBB (pazaTa Ha JICYEHHE C €IHH PHEM Ha ICH CE NPOINYCHE €AHH NMpPHEM, TIaLHEeHTHT TpabBa
He3abaBHO na npueme PuBaxu® u Tpabea na npoab/DKH peJOBHHA NPUEM BEIHBXK JHEBHO Ha
CJIeABalIMA KEH, KAKTO ¢ npenophyaHo. He Ttpabpra ga ce u3nomn3ea nBoiHA 1033 B pAMKMTE €HH U
CBILH JIeH, 3a Ja C€ KOMIICHCHpa MPOITyCHATATA 103a.

Jewenue na BTE u npopunaxmuxa na peyuousu na BTE npu oeya u onowu
JledenueTo ¢ PuBaxub MNpH Aella M IOHOLIM Ha BB3pacT nox 18 rogunu TpsaGea ga 3
5 IHH Ciel HaYaTHO NapeHTePaiHO aHTHKOATYIAHTHO JieueHHe (BXK. TouKa 5.1).




Jlo3ara 3a JeLia ¥ IOHOLLM Ce U3YMC/IABA Ha Da3ara Ha TEJIECHOTO TEMO.,

- TenecHo Terio ot 30 ao 50 kg:
npernoph4pa c¢ SOHOKpaTHA JHEeBHA n03a 15 mg puBapokcabaH. ToBa € MakcHMMasiHaTa JHEBHA
1034.

- TenecHo Terno 50 kg nnm noseue:
NpenopbLUBa Ce eJHOKpaTHa JHeBHa 1o03a 20 mg puBapokcadaH. ToBa ¢ MakCUMallHaTa THEBHA
103a.

- 3a MalLMEeNTH ¢ TEJECHO Terno no-Mmaiko ot 30 kg BrokTe Kparkara XapakTepHCTUKA Ha
NPOAYKTA Ha pUBapokcabaH rpaHy/u 3a nepopaiHa CYCINEH3HA.

Ternoto Ha gereTo TpadBa Ja ce npocieasea M 403ara Ja Ce npepasniexaa peaosHo. Tosa e
HeoOXOMMO, 3a A C€ rapaHTHpa, Y€ C€ NOANbpKa TepaneBTHYHA A03a. Kopekiud Ha no3ara TpaOBa
Ja Ce MpaBH caMoO Bb3 OCHOBA Ha IMPOMEHH B TEJIECHOTO TEITIO.

Jleyuenuero TpadBa Aa Obje NPOABKEHO 3a Hai-MalKo 3 Mecela NPH Jeua M IOHOLIH. JISYeHHUEeTO MOKe
na Obae yab/DKeHo A0 12 Mecena, KOraro € KJIMHMYHO Heobxomumo. JIMncsar gaHHM HpH jgeua B
NOAKpena Ha HaMalliBaHe Ha go3ara ciael 6-MecedHO Je4eHHe. CHOTHOLUGHHETO TOI3a-pPHCK Ha
NpoAb/DKaBaHe Ha TepanuaTa ciefn 3 Mecela Tpabpa 1a 6bae oLeHeHO Ha HHAUBHAYaIHa Oa3a, KaTo ce
HMa TIPEIBHI PHCKa OT peliIMAHBHpala TpoMO03a CIIpAMO NMOTEHLIHATHHA PUCK OT KbpPBEHE.

AKO ce NporycHe eIUH MpHEM, NMpoITycHaTaTa A03a TPAOBa Ja ce B3eMe Bh3MOXKHO HAH-CKOpO clel
KaTo ce 3a0esiexu NpoIrycka, HO CaMo B CBIIMS JE€H. AKO TORA HE € BB3MOXKHO, NMALHEHTHT TpAOBa ga
NpPOIyCHE A03aTa U Ja NPOAB/DKA ChC CIEABALLATa 4033, KAKTO ¢ npeanucano. [lauueHTsT He TpaOBa
Ia B3eMa JBe J03H, 3a Ja KOMIIEHCHpa NPOITyCHATATa J034.

Ipemunasane om nevenue ¢ anmazonucmu Ha eumamun K (ABK) xvm Pusaxubt
- [Ipodunakriuka Ha HHCYAT K CUCTeMHA eMOOTuA:

ABK tpabsa na ce cnipar u aa ce 3ano4se neueHneTo ¢ Pusaxud, koraro MexxoyHapoaHoTo
Hopmanuszupano crotHowenne (International Normalised Ratio, INR) e < 3,0.
- Jleuenue Ha /IBT, bE u npodunakTika Ha peLuMaMBY ITPU Bb3pacTHU M JieyeHHe Ha BTE u
npodUIaKriKa Ha pSLHBUIM MPH NEIHATPHYHHA MTALUHCHTH:
ABK tpabea na ce ciipart H Ja ce 3anouHe JeueHueto ¢ Pusaxud, koraro INR ¢ <2,5.
IIpu npemuHapane ot nedenue ¢ ABK kbM neueHne ¢ PuBaxu6 crofinocture Ha INR me 6naar
¢danuHBo NOBHIICHH cinen npueMa Ha Pupaxu® INR He e BanuacH napaMeTnp 3a H3MEPBaHE Ha

aHTHKOAryJIaHTHATa AKTUBHOCT Ha Puraxu® M cienosarenHo He TpAaOBa aa ce u3nosasBa (BK. TOMKa
4.5).

IIpemunaeane om neuenue ¢ Pusaxub xom anmazonucmu na aumamur K (ABK)
HNma BeposTHOCT aHTHKOarynalLusTa aa 6bac HeaileKBaTHa B X04a HA NPEMHHABAHETO OT JICYECHHE C
Pupaxub xsm ABK. Tpabsa na ce ocurypu nponwikuTenHa ajlekBaTHA aHTHKOATY/Ialus MpH
npeMUHaBaHe KM alITepHATHBEH aHTHKOAryiaHT. Tpsabea na ce orbenexwu, ye PuBaxub Moxe na
o0ycoBH nosUineHu crotHocTH Ha INR.

I1pn naumeHnTH, MpemMuHaBalM ot jedeHue ¢ PuBaxud koM ABK, ABK Tpabsa na ce npuemar
napanesaHo 10 goctHrane Ha INR > 2.0. [1pe3 nepBHTE ABa AHH OT MpexonHKsa nNepHod TpAOBA Aa ce
npwiara cTaHaapTHara Ha4ainHa n03a ABK, ciaen koeto nosara Ha ABK Tpsbpa ga e
pesyatarute 3a INR. Jlokato nauMeHTHTE IpUeMar eqHoBpeMeHHo PuBaxub u AB
Ia ce U3clieBa MO-paHo OT 24 vaca ciel MpeaXoaHara 1034, a CaMO HENMOCPEACTBEAE
cneasaiara a03a Pusaxud. Cnen xaro ce npeycraHoBd npvemMa Ha Pupaxu6, INFK




U3CNIe/IBA H pe3y/ITaTUTE /g ca HAIeANHM NoHe 24 yaca ciell NpHeMa Ha NOoCAeAHaTa 1034 (BK. TOYKH
4.5n35.2).

IlequarpyuyHy NaLMEHTH:

Jleuara, kouto npemuHasar oT Pusaxub kM ABK, TpabBa na npoawikar aa npuemar PuBaxub 3a
48 yaca cnen mepBara go3a ABK. Cnen 2 nHM Ha eqHOBpeMEHHO NPHWIOKEHUE TpAOBa Aa ce
HATMpPaBH H3CJIeBaHe H Aa ce rony4ar pesyararure 3a INR, npeau cneapamara aosa Xarelto no
cxemara. [IpenopwpuBa ce eIHOBpeMEHHOTO NpHiIo)keHHe HAa PuBaxubd U ABK na mpoassipku, [okaro
INR e > 2,0. ILlom xaro npueMeT Ha PuBaxub e npeycranosen, INR Moxe na ce M3cieasa M aa ce
MOTYYar HAIEKIHU pe3yTary 24 yaca ¢iie] nprueMa Ha NoclieIHaTa 103a (BXK. [T0-Iope U ToUKa 4.5).

ITpemunasane om aedenue ¢ napenmepaniu asmuxoazyranmu xom Pusaxub

[1pu BB3pacTHH ¥ NEAHATPHYHH IMAI[HEHTH, KOUTO B MOMEHTA MOJIy4YaBaTr NapeHTEPaAIHH
AHTHUKOAT'YJIAHTH, [IPEYCTAHOBABAHETO HA NAPEHTEPATHUA aHTHKOATYJIAHT M 3ano4yBaHeTo Ha PuBaxHb6
TpAbBa Aa ce ochblecTBAT O 10 2 yaca npeay MOMEHTA 32 CJAECABALIOTO IUIaHOBO ITPUIOKEHHE Ha
MapeHTEpATHHA ICKAPCTBEH NPOAYKT (HAIp. HUCKOMOJIEKYJICH XEIlapyUH) WIK B MOMEHTA Ha CIIMpaHe
Ha NPOAB/DKATEIHOTO NPWICKEHHE HA NAPCHTEPATTHHA JIEKAPCTBEH MPOAYKT (HAMp. HHTPaABEHO3EH
He(ppakLIHOHHPAH XENAPHH).

Ilpemunasane om nevenue ¢ Pusaxub KoM napenmepainu anmuxoazynarsmu
[IpeycranoBere npuema Ha PrHeaxub ¥ npuioXKeTe ITEPBATa £03a OT MAPSHTCPATHHS AHTUKOATYJIAHT B
MOMEHTa, Koraro TpaOBa J1a ce npHeMe clieapaliara no3a Pusaxud

CroenpanHy NOny/1aluH

bvbpeuno yepexcoane

Bu3pacTHH:

OrpaHdyeHHTe KJIMHHHYHH AaHHH OT MAUMEHTH C Te)XKa cTeneH Ha Op6peduHo yBpexaaHe
(kpeaTHHHHOB KIMpPBHC 13 - 29 ml/min) noka3spart, 4ye rasMeHMTe KOHLEHTpalMH Ha pHBapokcadaH
ca 3HaYMTeNHO noBHeHH. [1o Ta3su nprunHa PuBaxub Tpabea na ce npuiiara BHUMATeIHO MpPH
Te3u nauuedTu. He ce npenopbusa ynorpebara nmpM rMauMeHTH ¢ KPEaTUHHHOB KJIIHPBHC < 15
ml/min (Bk. Touku 4.4 u 5.2).

[Ipu mauueHTH ¢ yMepeHa cTeiieH Ha OBOpedHo yBpeKaaHe (KpeaTUHHHHOB KAHpbBHC 30 - 49 ml/min)
HIIM C TeXKa cTeneH Ha O10peuHo yBpexnane (KpeaTHHHUHOB KIIMPBHC 15 - 29 ml/min) ca BanunHu
CIIEIHUTE NMPENOPHKH 3a 03HpaHe:

- 3a nNpo(WwIaKTHKAa Ha HHCYIT U CHCTEMHA eMOONKsA NMPH NMALMEHTH C HEKJIAITHO MPeChP/HO
MBXKICHE MPENophYUTe/IHATA 4034 € 15 mg BeaHBX QHEBHO (B#. TO4Ka 5.2).

- 3a neucHue Ha [IBT, neuenune Ha BE u npodunakruka Ha peumansupainy JIBT u BE:
[TauuenTure TpsabBa na &paar nekysaHu ¢ 15 mg ABa ITBTH JHEBHO Npe3 ITbPBHTE 3 CEOMHMLIH.
Crnen ToBa, KOraro npenopryMTeHara no3a e 20 mg eauH T AHEBHO, TPAOBA /1a ce OOMUCIH
HaMaJIsiBaHe Ha n03ara oT 20 mg BeaHBK AHEBHO HAa 15 mg eqQHH BT JHEBHO, 4KO OLICHEHHAT
PHCK OT KbpBEHeE 3a NaliNeHTa HaaXBepia pyucka oT peupausupaiiti JIBT u BE. [Ipenoptkara
3a yrnioTpebara Ha 15 mg ce ocHOBaBa Ha dpapMaKOKHHETHYHO MOLEJIHPaHe M HE € NPOyYBaHA
[IPH Te3U KIMHWUYHH YCI0BUA (BX. TOukH 4.4, 5.1 1 5.2).
Koraro npenoppsunrenHara 103a ¢ 10 mg eqdH mbT THEBHO, HE CE Hajara T4 [a
KOpMrupaHa.




He ce Hanara xopeKLHs Ha J03aTa NPH NalMeHTH ¢ Jieka cTeneH Ha 6u0peyHo yBpeKaane
(xpeatnanHOB KIHpBHC 30 - 80 ml/min) (Bk. TO4ka 5.2).

[leguaTpuuHa OOmynalus:

- Jletia H I0HOLIH € JieKa cTeneH Ha Ob0peuno yBpexKaaHe (CKOpOCT Ha ITIoMepy/IHa GUITpaLms
50 - 80 ml/min/1,73 m?): He ce Hanara kopekiHs Ha 103aTa, Ha 6a3ara Ha AAHHH TIPYU
BB3PACTHH H OrPAHHYCHH JaHHM MPH NEAWATPHYHM MAlUMEeHTH (BXK. To4Ka 5.2).

- Jlenia ¥ IOHOIIM C YMEPEHA HIIM TeXKa CTeneH Ha OpOpeuno yspexaaHne (CKOpPOCT Ha
miomepysHa ¢uiTpaima < SO0 ml/min/1,73 m?): Pusaxu6 He ce npenopbusa, Thit KATO JIMIICBAT
KIIHHUYHH JaHHM (BXK. Touka 4.4).

Heproopobuo yapexcoane
PuBaxu6 € mpoTHROIIOKA3aH IIPH NMALMEHTH ¢ YepHOAPOOHO 3ad0naBaHe, CBBP3aHO ¢ KOAryJIonaTusa H
KJIHHMYMHO 3HAYMM PUCK OT KBPBEHE, BKHOYHTEIHO natueHTH ¢ nHpo3a ¢ Child Pugh B u C (sxk.

TOYKH 4.3 1 5.2).
JIuncear KIMHUYHY JaHHH TIPH Aela ¢ 4epHOIpoOHO yBpeKaaHe.

[lonynayus ¢ cmapuecka ev3pacm
be3 kopekums Ha Ao3ara (BK. ToUKa 5.2)

Tenecno mezio
be3s xopekuma Ha 103aTa NP BB3PACTHH (BXK. TOUKa 5.2).
[Ipn negMaTpyuyHH NaLMEHTH AO3aTa ce onpenesis Ha 6a3aTa Ha TEJICCHOTO TEIO.

I1on
be3 kopekuua Ha no3ara (BK. TOUKa 5.2)

Ilayuenmu, noorooicenu Ha xapouoeep3uo

[IpuemsbT Ha PUBaxu® Moke Oa 3arnoyHe WIK Aa MPOAB/DKH ITPH NMAUMEHTH, MPH KOUTO MOXKE Aa €
HeoOX0IUMO KapaAHOBEP3HO.

IIpu kapauoBep3HO HACOYBAHO OT TpaHce3odareanHa exokapauorpadus (TEE) nmpu nauueHTH, KOUTO
He ca OMJIH JIEKYBaHHM C AHTHKOAKYJIaHTH, JieueHHeTo ¢ PuBaxub TpabBa aa 3anouHe Hal-Manko 4
yaca nmpead KapAHOBEP3HOTO, 3a Ja ce rapaHTHUpa afeKBaTHa aHTHKoAryjauma (Bx. ToukH 5.1 u 5.2).
[Ipu BcHUKH NanueHTH, Npeay KapauoBep3uo TpAOBa Ja ce NOTbPCH NMOTBLPXKIEHHE, Y€ NALMEHTET €
npuen PuBaxu6, kakTo e npeanucano. [Ipu B3emMaHe Ha pelueHHMe 3a 3aNOYBaHE Ha Tepanus H
olnpenesisHE Ha MPOAB/DKHTEHOCTTA |, TPA0Ba Aa ce UMaT NPEIBHI YCTAHOBEHHTE MPENOPHKH OT
PBKOBOICTBATA 38 aHTHKOArYJIAHTHO JICHCHHUE TIPH NALMEHTH, OAIOKEHH Ha KapIHOBEP3HO.

ITayuenmu c nexnanwo npedcvepoHo muoicoene, koumo noonexcam ua IKH (nepxymanna xoponapra
UHMEPBERYUA) C NOCMABAHE HA CMEeHMm

HMma orpaHnHyeH ONMT MO OTHOLIECHHE HA HaMalieHa n03a 15 mg BeaHsx aAHeBHO (MK 10 mg PuBaxu6
BEIHBK JHEBHO 3a NMALMEHTH C YMEPEHO TeXKKa creneH HabnOpeuno yepexgaHe [KpeaTHHHHOB
KIHpBHC 30 - 49 ml/min]), B nomenHeHue kM P2Y 12 unxuburopa 3a 12 Meceria MakCHMYM, IpH
MalHEHTH C HEKJIAITHO NMPEACHPAHO MBXKIEHE, KOMTO C€ HYXXKIAAT OT NepopaHa aHTHKOAaryJIaHTHa
Tepanus ¥ ca 6unu nomnoxkeHd Ha [IKH ¢ nocrasane Ha creHT (Bxk. Touxu 4.4 U 5.1).

Heocuampuwuna nonyrayus

besonacHOCTTa H e(PMKACHOCTTA HA pHBapoKcabaH npu fella Ha Bb3pacT 0 1o < 18 ro
YCTaHOBEHH MPH MOKa3aHUETO NPOPHIAKTHKA HA HHCYAT U CHCTEMHA eMOOJIHA ripH 1l




HEKJIAMHO MpeIChpAHO MbxKIeHe. Jluncear JaHHM. [1o Ta3H MpHYKHA TOH HE Ce MpenophLYBa 3a
ynoTpeba npu aena noj 18-roauMinHa Be3pacT NpH OpyTH NOKa3aHUs ocBeH JieyeHue Ha BTE u
npodHIakTHKA Ha peliuaneu Ha BTE.

HayHMH Ha MPHIOXKEHHE

Bvapacmuu

PuBaxu6 e 3a nepopanHo npunoxkeHue. Kancynure Tpabea
Ia ce IIpHeMar ¢ XpaHa (Bx. Touxa J.2).

Pasmpowasane na kancyiume

[Ip1 nanueHTH, KOWTO HE MOTaT J4 MONTHLIAT KANCyIUTe LM, Kancyaara Pusaxub Moxe aa ce
pa3TPOLIM H CMECH C BOJIA WiIH A0BJIKOBO MOpe HENOCPEACTBEHO NMpeaM ynoTpeda U a ce
MPWIOXKH nepopaiHo, Clea MpuWiaraHeTo Ha pa3TpoLLeHd TRHPAH Karcynu Pusaxub or 15 mg uiu
20 mg nozara Tpabea ga Obae nocieaBaHa He3abaBHO OT XpaHeHe. PasrpolneHara Kancysia Moxe
Ia ¢€ MpuWiara cblLUO U Ype3 CTOMALIHA COHAA (BXK. TOUYKH 5.2 U 6.6).

Heya u wnowu ¢ mezno 30 kg oo 50 kg
Pusaxu6 e 3a nepopasHo NPHIOKEHHUE.

[TauueHTHT TpsA6GBa A2 OBJE NOCHBETBAH Aa NONTBLLA KANCYNAaTa ¢ TeYHOCT. T4 Tpabea chilo Ja ce

npdeMa ¢ xpaHa (Bx. Touka 5.2). Kancynure Tpabsa aa ce npyeMar npes HHTrepBan npHOIu3HTeIHO
24 yaca.

B ciayuqait ve nauMeHTHT U3IUIIOE BeJHAra 103ata WIiH MOBbPHE B paMKuTe Ha 30 MUHYTH cliex
[PUIOKEHHUE Ha f03ara, TpAORA Ja ce Jale HoBa [03a. AKo ofaue NaLUHeHTHT MOBbPHE MOBEYE OT

30 muHyTH cllen npHeMa, 103aTa He TpaOBa a ce npiiara OTHOBO M CJeABanaTa 103a TpiaOBa fa ce
B3E€ME 1O CXEMarTa.

Kancynara se Tpabsa aa ce pa3zesid 1Ipy ONHT a ¢ce HabaBW 4acT OT J03ara B KancyJjara.

Paszmpowasane va xancyiume
[Tpu maumeHTH, KOUTO HE MOTaT Aa NONTHINAT KANCY/UTe ey, TpAOBa Ja ce H3noa3ea puBapokcabaH
rpaHyIH 3a NEpopaIHa CYCHECHIMA.

AKO nmepopaJiHaTa CyCIICH3UA HE € Ha pa3no/iokeHHe Be/lHara, Koraro € u3nucasa ao3a 15 mg, T
moxe na 6pae HabaBeHa, KaTo ce pa3TpoIlH kancynara 15 mg U ce cMecH ¢ Boma WiH A0BJIKOBO MOpe
HENOCPEACTBEHO Npeau ynorpeba, U ce MPUIoKH NepopaliHo. PasTpolueHara Kancyiia MOxKe Ja Ce
NpH/lara Yype3 Ha30racTpaiHa Wid CTOMAIIHA COHJA 3a XpaHeHe (BK. TOUKH 5.2 H 6.6).

4.3 IIpoTHBONOKA3aAHUSA

CBpBXYYBCTBUTEIHOCT KbM aKTHBHOTO BEIECTBO HINM HAKOE OT MOMOIIHUTE BEIECTRA, H3bpoeHH B
TOouKa 6.1.

AKTHBHO, KJIHHHYHO 3HAYHMO KbpPBEHE.

Jlesus MM CHCTOAHHE, ako ObJe CUEeTeHO, Y€ NPEICTABIABA 3HAYHM PHUCK 33 I'OJISMO KEpBeHe. Tosa
MO2KE [ja BKIIIOYBA HACTOALLA WM CKOPOIIHA raCTPOMHTECTHHAJIHA A3BA, HAJIMYHE Ha 3J10KA

AL
HEOIUIa3MH ¢ BUCOK PHCK 33 KbPBeHe, CKOPOLIHO HApaHABaHe Ha IMIaBHHA WIH rppOHay e
CKOpOILIHA OTNiepalys Ha MIaBHUA MO3BK, MPhOHAYHUA MO3BK WM OYHTE, CKOPOIIHA B | gff”a
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XeMOparus, H3BeCTHH WIH CYCNIeKTHH e30(¢arcailHi BapHLH, apTepOBEHO3HH MasihopMalliH, ChIOBH
aHEBPHU3MH WIHM NOJIeMH HHTPACITMHAIHM WM HHTpauepeOpansy ChbAOBH aHOMaJIHH.

EnHOBpeMEHHOTO NEYEHUE C JPYTH aHTUKOAryJIaHTH, HAMp. He(pakiiHOHHpaH xenapHH (HDX),
HUCKOMOJIEKYJTHH XeMNapHHH (€HOKCanapHH, AalTenapyH U Ip.), NPOU3BOHH Ha XeMapHHa
(boHaanapHHyKC K Ap.), NEPOpaJIHH aHTHKoarynaHTH (BapdapHH, 1abHratpaH €Tekcuar,
arMkcabaH | JIp.), OCBEH NpH cnelUPHUUHH 00CTOATENICTBA 32 CMAHA Ha JICUEHHETO ¢ aHTHKOATYNaHT
(Bx. Touka 4.2) i xoraro H®X ce npunara 8 034, HeOOXONHMH 3a MOAABLPIKAHETO HA OTBOPEH
[IeHTPaJIeH BEHO3€eH WIH apTepraJieH KareTsp (BK. TouKa 4.5).

YepHompoOHO 3abonsBaHe, CBbP3aHO € KOAryJjonarust i KIHHHYHO 3HAYHM PHCK OT KbpPBEHE,
BIJTFOUHTENHO nanieHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT H KbpMEHE (BXK. Touka 4.6).
4.4 ChnenmHaJaHH NpeaAyNpeXAcHHNA H NPEeANAZHH MEPKH NPH ynoTpeda

HPEHGPBHBH C€ KIHHHUYHO H&ﬁﬂ}OﬂBHHe, CBhOTBCTCTRAIIIO HA IPOBCKA&HATA aHTHKOAI'Y/IdllHMA B XO4a
Ha HEJIHUA IMTEPHOO HA JICHCHHE.

PHCK OT XeMoparus

Kakro 4 ¢ Jpyru aHTHKOAry/laHTH, NallHEHTHTE, KOMTO npuemar Pusaxub, Tpabea 1a ce Habmonarar
BHHMATETHO 3a MPU3HALM Ha KbpBeHe. [IpenopruBa ce ynorpebara ¢ NOBHIICHO BHUMAHHE MU
CHCTOAHHS ¢ NMOBUIIIEH PUCK 3a XeMoparua. [Ipunoxenuero Ha PuBaxub rpadea na ce mpeycTaHOBH
[IpH MOABA Ha TEXKa XeMmoparus (Bx. Touka 4.9).

B KIMHHMYHMTE NMPOYUYBAHHA KEPBEHE OT JIMTABHIIUTE (Ha HOCA, BEHLIMTE, CTOMAILLIHO-YPEBHHA TPAKT,
[THKOMHO-TIONOBHS TPAKT, BKIIOYHTEIHO aOHOPMHO BArMHAITHO WIH YBEJIHUEHO MEHCTPYAITHO
KbPBEHE) H aHEMHUA ce HaOMIogaBaT No-4eCcTo MPH ABJTOCPOUYHO JIeUeHHe C pUBapoKcabaH B
cpaBHeHHe ¢ neyeHue ¢ ABK. ITo Tazu nmpyuHHa, B AOITBJIHEHHE KBM AN€KBATHOTO KIIHHHYHO
HabnogeHune, 1aboparopHo M3cenBaHe Ha XxeMorobuna/xemarokpura 6u Moo aa 6nae ot nonza
33 OTKPHBAHE Ha OKYJITHO KbPBEHE M 33 ONpPEAC/IAHE Ha KIMHHYHATA 3HAYUMOCT Ha SBHO KBEPBEHE,
[10 MpelEHKa CHOopel cTyvasl.

HAKOIKO MOATPYIIH NALUMEHTH, ONTHCAHHM MO-MOApOoOHO MO-A0JY, Ca ¢ MOBHIIEH PHCK OT KbPBEHE.
Te3u nauueHnTH cnensa na 6baaT BHUMATENHO MPOCieacHH 3a Oelle3# U CUMITTOMH Ha CBbP3aHy C
KBPBEHE YCIOKHEHHA M aHEMHUA CJIe]] Ha4yaJIoTO Ha JieYeHUETO (Bx. Touka 4.8). [Ipn nauneHTH,
nory4asaiy PuBaxub 3a npopunaxruka Ha BTE cneq nnaHoBo CTaBHO mMpoTe3sHpaHe Ha
Ta3o0eqpeHara Wid Ha KOJMHHATa CTaBa, TOBA MOXKE Oa CTARA Ype3 PeAOBHH (PH3MKAIHH IpErieau
Ha MALIMEHTUTE, YECTO MIPOBEPSBAHE HA PAHCBHUA APCHAX U NCPHOAMYHO H3MEpPBaHe Ha
xemornobuHa. IIpu BCAKO HEH3ICHEHO NOHMKEHME Ha XeMOINOOUHA WIH KPBBHOTO HajlArase Tpadsa
J1a ¢e€ ThbPCH H3TOYHHK Ha KbPRBEHE.

BEnpeku de 1e4eHHeTo ¢ pUBapoKcadaH He H3HCKBa PYTHHHO NMpOCieaBaHe Ha eKCNO3HLMATA, €
Bb3MOMKHO H3MEpPEHHTE HHBA Ha pUBapoKcabaH ¢ KaTHOpUpaH KONMHYECTBEH aHTH-(akTOp Xa TecT
Oa 6paaT Nnojie3HH B H3BBHPEAHH CHTYal{HH, KOTATO JJaHHH 3a €KCIO3HLIMATA Ha pHBapokcabaH mMorar
J1a MIOMOTHAT ¢ MHQOpMalMA 3a B3IMMAHE HAa KIIMHHYHHU PEIICHUA, HANPpUMED NPeo3HpaHe M CrielHa
oriepalus (BX. TOUKH 3.1 u 5.2).

IleauaTpyyHa MOIMyJAaLHA




Mma orpaHHYeHH AaHHH NPH JeNa ¢ MO3bYHA BEHO3HA H CHHYCOBa Tpom0o03a, KOMTO HMAT HHEKLIHA
Ha [THC (Bx. Touka 5.1). PHckbT OT KbpBEHE TpA0Ba A2 ObA€ BHUMATEIHO OLIEHEH NMPEIH H 110 BpEMe

Ha TepamMaTa ¢ pHBapoxcabaH.

buOpeuHo yBpekaaHe
[Tpu MalHeHTH ¢ TEXKKA cTeleH Ha 6L0peyHo yBpexaaHe (KpearTHHHHOB KIMPBHC < 30 ml/min) e

BL3MOKHO TUTa3MEHHTE HUBA Ha puBapokcabaH aa ObaaT 3Ha4YUTEIHO NOBUILIEHH (cpeaHo 1,6 mbTH),
KOETO MOYKe Ja JOBEAE 0 NMOBMINEH PHCK OT KbpBeHE. PUBaxHO TpaOBa na ce npuiara BHUMATeNHO
MPH NALMEHTH ¢ KPEaTHHUHOB KJIHpBHC 15 — 29 ml/min. He ce npenopwusa ynorpebara npu
MallMeHTH ¢ KPeaTHHUHOB KIMpBHC < 15 ml/min (Bx. Touku 4.2 u 5.2).

[IpH nalKMeHTH ¢ yMepeHa cTener Ha 6p0peuHo yBpexaaHe (KpeaTHHMHOB KIHPBHC 30 - 49 ml/min),
KOHTO MOTy4aBaT ¢qHOBPEMEHO APYTH JIEKAPCTBA, IOBUIIABALIM IUIA3MEHUTE KOHLICHTPALMH Ha
puBapokcabaH, Pusaxub TpaOBa na ce npunara BHUMATETHO (BXK. TO4Ka 4.5).

Pupaxu® He ce npenopb4Ba MpH Aelia ¥ IOHOLUHM C yMepeHa WK TeXKa cTereH Ha Ob0peqHO yBpekaaHe
(CKOpPOCT Ha rroMepyHa punrpauus < 50 ml/min/1,73 m?), Thil KaTO TUIICBAT KITHHHYHH JaHHH.

BaauMonelcTBUE C OpYTH JEKAPCTBEHH MPOAYKTH
He ce npenopnuBa ynorpebara Ha Pueaxud npu naliMeHTH, KOUTO MOMY4YaBaT €AHOBPEMEHHO

CHCTEMHO JIeYeHHE ¢ a30JIOBH AHTUMHUKOTHIIM (KAaTO KETOKOHA30J, HTPAKOHA30/1, BOPHKOHA30A U
nocakonason) und HIV-nporeasan uexuOuTopu (Hanp. puroHaBup). Te3u akTHBHYA BeLLECTRA Ca
MOIHH MEXHOHTOpH HA CYP3A4 1 P-gp ¥ 0 Ta3u NMpHYKXHA MOTaT J1a MOBUIIAT IUTa3MeHarta
KOHLEHTpalLHA Ha puBapokcabaH 10 KIMHHYHO 3HAYMMO HUBO (CpeaHo 2,6 TbTH), KOETO MOXKE &
NOBeNe IO TIOBHILUECH PUCK OT KBpPBEHE (BK. Touka 4.5).

HeobxoauMmo € BHUMaHue NMPH NALMEHTH, KOUTO €IHOBPEMEHHO Ca Ha JISUeHHE C JIEKapCTBEHH
NPOAYKTH, KOUTO MOBNUABAT XEMOCTa3aTa, KATO HECTEPOUIAHH NPOTUBOBB3INAIWTEIHH CPEACTBA
(HCIIBC), auetuncanuuunora kucenuda (ACK) u uHxubHTOpH Ha TpOMOOLIMTHATA arperaums Wid
CeNeKTHBHH HHXUMOMTOpHU Ha 00parHOTO 3axBallaHe Ha cepoToHHHA (selective serotonin reuptake
inhibitors, SSRI) n nHXHOKTOpH Ha OGPAaTHOTO 3aXBalllaHE HA CEPOTOHHHA U HOpeNHHEdpHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). 3a naueHTHTE € PUCK 32 YALIEPO3HO
CTOMAIITHO-UPeBHO 3a00/IABaHe MOXE [a ¢e TIOMHCIIU 33 MOAXOAALIO MPOPUIAKTUMHO JIeYeHHE (BXK.
TouKa 4.5).

Hpyru puckoBH GhakTOpH 3a KbpBEHE
[TlonoGHO Ha IpYyrH aHTHArpEeraHTHH CPEACTBa, pHBApOKcabaH He ce npenophyBa NP NAHEeHTH ¢
MOBMILIEH PUCK OT KbPBEHE, KaTO:

. BPOACHW WM IPUAOONTH HApyLICHHA B KPEBOCHCHPBAHETO

. HEKOHTPONUPAHA TEXKKA apTePHaIHA XMITCPTOHHA

. APYTrO CTOMALIIHO-YPEBHO 3a00aBaHe 6€3 aKTHBHO pa3A3BABaHEe, KOETO NOTEHIHAJIHO MOXe /14
NOBeAe A0 YCIIOKHEHHMA C KbpBeHe (Hamp. Bb3NANIUTENHO 3a00igBaHe HA YepraTa, e30(arur,
FACTPHT U racTpo-e3opareanta pedurykcHa 6onecr)

. CHhAOBA PETUHOMNATUR
. OpOHXHEeKTa3WH WIH aHaMHe3a 3a KbpBeHe B 6enus gpob.

[laimieHTH ¢ KAPLIHHOM
[TareHTHTE CBC 3/I0KAYECTBEHO 3a00JIABAHE MOXKE CTHOBPEMEHHO [1a Ca M3JIOKEHH M Ha TI0-BHUCOK
PHCK OT KbpBeHE U TpoMOo3a. UHauByuyanHaTa non3a OT aHTHTPOMOOTHYHOTO JieueHHe TpadBa aa
ce MpeLEeHH CNPsSIMO PUCKA OT KbPBEHE NPU NALUEHTH ¢ aKTHBHO PakoBO 3a00/siBaHE B 3aBUCHMOCT
OT JIOKALIMATA Ha TYMOpa, AaHTHHEOIUTACTHYHATA Tepanua U CTaaud Ha 3abonasaHero. Tymo
pa3noJIOKEHH B CTOMALIHO-YPECBHHSA WIH [HKOYHO-II0JIOBHA TPAKT, ¢a CBHP3aHH C NOBH
KbpBEHE 10 BpeMe Ha TepallusTa ¢ puBapoKcabaH.

IIpy naumeHTH CBC 3IOKAYECTBEHH HOBOOOpa3yBaHMA ¢ BUCOK PHCK OT KBbPBEHE, YII
puBapoxcabaH € MpoTHBONOKAa3aHa (Bx, ToUKa 4.3).




[1aliieHTH ¢ KIANHH NPOTE3H

PuBapokcabaH He TpsAOBa Oa ce H3MO3Ba 3a TPoMOONPOPHIAKTHKA NMPH NAUHEHTH, KOUTO HACKOPO
ca NpeMHHAJIM TpaHCKareThpHa cMAHa Ha aopTHara kiana ( [KCAK). bezonacHocTra M
e(HKacHOCTTa Ha PuBaxub He ca NMpoOy4YeHH NMPH NALUMEHTH ChC CHPACTHO KJIANHO NMPOTE3UPAHE; O
Ta3u [MpHYKHA, HAMA JaHHH B MOIKpena Ha TOBa, Yye PUBaXHO ocHIypsBa aJleKBaTHa aHTHKOATyJauus
B Ta3U [OMyJ1alKd nauyeHTH. Jleuennero ¢ PuBaxub He ce npenopbyBa NpH TE3H MALMEHTH.

[TainieHTH ¢ aHTHGOCOONUNUACH CHHAPOM

JupekTHo AelicTBaumy nepopaniu antuxoarynautd (JJIIIOAK), smiounTenHo puBapokcabaH, He
ce NPENOopbHUBAT MNPH NALMEHTH C aHAMHe3a 3a TpoM003a, KOHTO Ca AHAarHOCTHUMPAHH C
auTHdOoCchonunuaeH cuaapoM. [To-ciennaHO npu TPORHOMOIMTHBHH NAaLIHEHTH (32 MYIYCEH
AHTHKOAryNaHT, aHTUKAPAHOJIMIIHHOBH aHTUTENA W aHTUTENA cpelry OeTa-2-rukonporeuH I),
nedyeHueto ¢ JIJJHIOAK moxe ga 6ba¢ CBbp3aHO ¢ MOBUIINEHA Y€CTOTA HA MOBTAPALIH Ce
TPOMOOTHYHM CEOMTHA B CPABHCHHE ¢ TEPAIMATA ¢ AaHTATOHMCT Ha BUTaMMH K.

[largMeHTH ¢ HEKIAMHO NPeACHPAHO MBXAEHE, KOHUTO nomexar Ha ITIKH ¢ nocTtagHe HA CTEHT

Hanuyau ca KJIMHUYHH JaHHH, TIOJTYYEHH OT UHTEPBEHLIMOHAIHO MPOYYBAHE, ¢ OCHOBHA LI
u3caeaBaHe Ha 6€30nacHOCTTAa MPH NALMEHTH ¢ HEKJIAMHO NPEACHPAHO MbXXIeHe, KOUTO ca OMnu
nognoxkeHH Ha ITKH ¢ nocraBiane Ha cTeHT. JlaHHHTE 3a ¢(PMKACHOCTTA NPH TA3H NOMyJIaLHA ca
orpaHrueHH (BK. TOUKM 4.2 1 5.1). Jluncear JaHHHM 3a TakMBa IMALEHTH C aHAMHEe3a 34
HWHCYJIT/TIPEXOOHO HApYLIEHUE HA MO3IBYHOTO KpBBOOOpaiueHue (IITHMK).

XeMOIHHAMHYHO HecTabunHu naiuMeHTH ¢ BE MK DauMeHTH, KOUTO Ce HYXAAST OT TpoMOOIH3a HiH

6esnonpobHa eMOOIEKTOMMA.
PuBaxub He ce nmpenopbyBa Kato anTepHATHBRA Ha HedpaKLIMOHMPAHHUA XeMapUH NPH NAlLHeHTH ¢

GenoapobeH eMOONIU3BM, KOHTO ¢4 XEMOOWHAMHYHO HECTAOWTHH HITH Ha KOWTO MOJXKE 14 c€ HANpaBu
Tpombonuza uiu 6enoapodHa eMboeKTOMuSA, THi Karo He30MacHOCTTa U €(PHKACHOCTTA Ha
PuBaxub He ca YCTAHOBEHH IIPH T€3H KJIHHHYHHA CHTYAl[HH.

CnrHalHa/enuaypaiHa aHECTE3H WIH NYHKUHUA

[Ipn npunaraHe Ha HEBpOAaKCHalIHa aHeCcTe3HA (CNHHANIHA/CNHAYpaJIHA aHECTe3WA) WIH NpU
CIMMHAJIHA/CMUAYPaAIHA TyHKLMS NALHEHTUTE, JICKYBAHM C aHTHArperaHTHH CpeACTBa KaTo
npoQUiakTHKa cpelly TPoMOoeMOOIHYHH YCIIOKHEeHHA, Ca ¢ NOBHMILEH PHUCK 38 pa3sBUTHE Ha
EMUOYPATHH WIH CIIMHANTHM XEMAaTOMH, KOMTO OMXa MOINH fia AOBEAAT OO MPOAB/DKUTENHA WIH
[IOCTOAHHA Napanu3a. PUCKET OT ogobHH ¢CHOUTHA MOXKeE J1a € NMOBUILCH MPH H3IOI3BAHETO HA
TpakHH CIIHAYPAITHH KATCTPH B MOCTONEPATHBHHUA NEPHO WIH [IPH €IHOBPEMEHHOTO H3NON3BaHE
Ha JIeKapCTBEHH IMPOIYKTH, MOBIMABALIM XeMOCTa3aTa. ChLUO Taka PUCKBLT MOXKE Aa Obe MoBHIlICH
NpY TpaBMaTHYHa WA HEKOJIKOKpaTHa eNUIypalHa Wi CIIMHaNHa nmyHkuua. [laupenrure Tpabea na
OpJaT cieieHH peaOBHO 3a MPH3HALKM H CUMITTOMM Ha HEBPOIOTHYHO YBpeKIaaHe (Harp.
H3TPBIIBAHE WM C1a0OCT B Kpakara, YpeBHA OHCPYHKUHA HIH IMCHYHKIMA HA MUKOYHUA MEXYD).
Axo Obae 3abend3aH HeBpoIOTrHYeH AedULUT, ce Hajlara creliHa JUarHocTUKA M eueHue. [lpenu
HEBPOAKCHAIHM HHTEPBEHLIMH NeKapaAT TpAOBa Aa nMpeLeHH ChOTHOILEHHETO MEXKAY NOTCHLIMATHHTE
MOJI3N U PUCKOBE MNP NALUKHECHTUTE HA aHTHKOATryJIaHTHO JIeYeHHe WK NPH NallHeHTHTE, Ha KOHTO
NPEICTOU aHTUKOAryJIaHTHO JIEUeHHEe KATO aHTHarperaHTHa npoduiakTHKa.
3a HaMaJIIBaHe HA MOTEHLMAJIHMA PUCK OT KbpBEHE, CBBP3aHO ¢ €IHOBPEMEHHOTO MNpHIaraHe Ha
puBapokcabaH U HEBPOAKCHAIHA (€MUOypasiHa /CIIHHAIHA) aHeCTe3HA WK CITHHAJIHA ITYHKIHA,
TpaOBa na ce uMa npeaeuj papMakokuHeTHUHHA mpodun Ha pusapoxcabaH. [TocTaBaHeTO HIH
NMPEMaXBaHETO HA ENHAYPANIEH KAaTEThp WIH JTyMOallHa MyHKLMA Ce H3BbPLIBA Hali-go0pe, koraro
AHTHKOAryJIaHTHHA €(eKT Ha puBapokcabaH ce OLEHABA KATO HUCHK (BXK. TOuKa 5.2). "SEH\_LHH N
Haii-Manko 18 gaca TpabBa 1a u3MHHAT clie] NOCIEAHOTO MPHWIOKEHHUE Ha pHBapokcal @ @ T
Ce OTCTPaHM CIHUIYPAJTHHAT KaTeThp. Cllel OTCTPAHABAHETO HA KATEThpa, HaH-Mako 6/
[a UI3MHHAT MpeaH Aa ce MPUIOKHM CJIeIBalNaTa 103a pUBapokcadaH. ,




B cnyuyaii Ha TpaBMATHUYHO ITyHKTHpPaHe, IPHeMET Ha pHuBapokcabaH TpabBa da ce OmioxKH ¢ 24 yaca.
JIuncear AaHHH OTHOCHO TIOAXOAAIIOTO BPEME 3a NOCTABIHE WK OTCTPAHABAHE HA HEBPOAKCHAJICH
KaTeTsp NpH JAela, JOKATO ca Ha JieueHue ¢ PuBaxub B TaxuBa ciyyau, peycTaHOBETE

NPHUACKEHHETO HA pUBapoKcabaH U OOMUCNIETE NPHICKEHHE Ha KpaTKOAeHCTBAL NapeHTepaicH
AHTHKOAryJaHT.

[IpenopbKy 3a JO3MPAHETO NIPEAH K CAC WHBA3HBHH NPOLEAYPH U XHPYPrHYHH HHTEPBEHLIHH,
Pa3NHYHH OT [JIAHOBO CTABHO MPOTE3UpaHe Ha Ta300eqpeHaTa HiY Ha KOIsHHATA CTaBa

AKO ce Hajiara npoBexJAaHe Ha HHBA3HBHA MpoLUeNypa WIH XHPYPruyHa uHrepseHiMs, Pusaxutb 10
mg TpabBa na 6pAe ClIpaH MO BE3MOXKHOCT ITOHE 24 Yaca npeay HHTEPBEHLMATA U BB3 OCHOBA HA

KIMHHYHATA NPELCHKa Ha NIeKyBalus Jiekap. AKo Npouexypara He Moxke 1a OBJe OTIoXKeHa, TpsOBa

Ja ce IIpeLieHH MMOBHIIEHUAT PUCK OT KBPBEHE CIPAMO CIEILIHOCTTa HA HHTEpPBEeHLIUATA.

[IpuemsT HA PHBaxud TpadBa Oa ce BE30OHOBH BB3MOXKHO HAK-CKOPO CJIE[ MHBA3WBHATA MpoLCAypa

WIH XHPYpPTrH4YHAaTa MHTEPBEHUMS, aKO KIMHUYHATA CHTYallHs [103BOJIABA H € MOCTUITHATa aieKBaTHA

XEMOCTa3a, KAKTO € OMNpeAesIeHO OT JIeKyBalliks iekap (Bx. To4ka 5.2).

[lormynauus B cTap4yecka BB3pacT
C yBeaHYaBAHETO Ha BB3PacTTa MOXKE JIa C€ YBEJIMYH PUCKBT OT XeMoparus (BxK. TO4Ka 3.2).

EBEMEITOHGI" H4YHH DCAKIIHH

[To BpeMe Ha MOCTMAPKETUHIOBO HAOMIO/IGHHE BBB BPB3Ka € ynorpebara Ha puBapokcabaH ce
chOOIIaBa 32 CEPHO3HH KO)KHH peakLfH, BKJIIOYHTEIHO CHHAPOM Ha Stevens-Johnson/TokcuuHa
enHaepmanHa Hekponausa ¥ DRESS cunapoM (Bx. Touka 4.8). Usrnexaa, ye nauueHTUTe Ca
M3JI0AKEHHM Ha HAW-TO/IAM PHCK OT TE3H peakLMH B HAYaJIOTO Ha TepanuAaTa: B NOBEYETO CITyUaH,
Ha4aJIOTO Ha peaKUHMATa C€ NPOABABa Npe3 ITEPBUTE CEAMMLIM OT NeueHHeTo. PuBapokcaban Tpadsa
Ja ce NpeyCcTaHOBH IPH ITEpBa NNOABA Ha TEXBK KOKeH OOpHUB (Hamp. pa3npocTpaHsBall ce,
MHTEH3UBEH W/WIH CBBp3aH ¢ 00pa3yBaHeTO HA MEXYPH) HJIM JPYT NMPH3HAK Ha
CBPBXUYBCTBHTEITHOCT, CBBP3aH C JIE3HH Ha JIMTaBHLIATA.

HHdopManug 3a NOMOLIHUTE BEIIECTRA

Pupaxu6 15 mg ceappaka J1akro3a MOHOXHAPAT.

[laupicHTH ¢ peakH HacACACTBEHH MpolieMi Ha HEMOHOCHMOCT KBM lajlaKTo3a, IThJICH JIaKTa3eH
neUUUT WIH [TIFOKO30-rajlakTo3Ha ManabcopOiua He TpadBa Aa npueMar TOBA JISKapCTBO.

To3u ekapcTBEH NPOOYKT ChABPXKA MO-MaJIKO 0T 1 mmol HaTpuii (23 mg) Ha 1030Ba eUHHUILIA, T.C.
MOJKE J1a C€ KaKe, Y€ NPAaKTHYECKH He ChAbPKa HATPHIA.

4.5 BaaumMoaeidicTBHe ¢ APYIH JieKapCTBEHH NPOAYKTH H APYrH ¢GopMH Ha B3AHMORCHCTBHE

OOXBaThT HA B3aUMOJEHCTBUATA IIPH NEAUATPHYHATA MOITYNAaLMA He € u3BecTeH. JlomynocodeHHTe
JAHHHU 3a B3aHMOIEHCTBHATA, MOIy4eHH NPH Bb3PACTHH, H MIPENYNPEKACHUATA B TOUKA 4.4 TpaOBa aa

Ce UMAaT NPeABH NPH MeAHaTPHYHATA TTOMY/IallHA.

HMuxudburopu Ha CYP3A4 u P-gp
ERHOBpEeMEHHOTO MPWIOXKEHHE Ha puBapokcabaH U ketokoHason (400 mg eauH MbT JHEBHO) WIH

puroHaBup (600 mg aBa ITbTH AHEBHO) BOAM A0 2,6 mbTH / 2,5 mbTH no-BHcoka AUC 3a
puBapokcabaH u 1,7 meTH / 1,6 mbTH no-BHcoka cpeHa CRmaxR, CBC 3HAYHUTENHO NOBHILIABAHE HA
¢dbapmakoguHaMuuHUTE eeKTH, KOETO MOXKE J1a IoBee OO MOBHUILIEH PHCK OT KbpBeHe. [1o Ta3u
[IPUYHHA He Ce NMpernopbuBa ynorpedara Ha PuBaxub npu nalMeHTH, KOUTO MOTyYaBar
€AHOBPEMEHHO CHCTEMHO JIEYEHHE ¢ a30JI0BH aHTUMHUKOTULIH, KATO KETOKOHA3O0J, HTP
BOPHKOHa30J1 U nocaxoHason ik ¢ HIV-nporeasuu uaxuburopu. Te3n akTHBHH Belll
Mol HH HHxHOGUTOpH Ha CYP3A4 u P-gp (Bx. TOUKa 4.4).




Ouaksa ce aKTHBHH BElECTBa, KOUTO HHXHOUpAT MOILHO CaMO €IHH OT ITbTHILATA HA €JTHMHHHpaHe
Ha puBapokcabad wiu CYP3A4 wiu P-gp na noBHIIAT B [TO-MaJIKa CTEIEH IUTa3MEHHTE
KOHLIEHTpalxX Ha puBapokcaban. Hanmpumep knapuTpoMuumH (500 mg aBa ITbTH Ha LEH), KOHTO ce
npuema 3a ciieH Haxubutop Ha CYP3A4 u ymepen unxuburop Ha P-gp, e Boay 00 noBHILIABAHE Ha
cpeaHara AUC Ha puBapoxkcabaH ¢ 1,5 mbTH ¥ Ha CRpaxR — ¢ 1,4 reTH. B3aumozericTeuero ¢
KJIAPUTPOMHLUHH BEPOATHO HE € KITMHHYHO 3HAYHMO TpH MOBEYCTO NALMEHTH, HO MOXe Aa Obae
[FOTEHLIMATHO 3HAYHMMO MPH BHCOKOPHUCKOBH NManueHTH. (3a MaLMeHTH ¢ Ob0peyHO YBpeXKaaHe: BK.
TOUKA 4.4).

EpurpomuimH (500 mg Tpu mbTH JHEBHO), KoiTo HHXUOUpa ymMepeHo CYP3A4 u P-gp, e aosen o
1,3 nbTH noBuiieHHe Ha cpeaHara AUC u CRuxR Ha puBapokcaban. Baanmoneictenero ¢
ePHTPOMULIMH BEPOSTHO HE ¢ KAMHHYHO 3HAYHMO MPH NOBEYETO MALMEHTH, HO MOXe Ja Obae
MOTEHUMANHO 3HAYHMO MPY BHCOKOPHCKOBU MALMEHTH.

[Ipu nnua ¢ neka creneH Ha OBOpeuHo yBpexkaaHe epuTpoMHULIMH (500 mg TPpH IMETH AHEBHO) BOAH
1o 1,8-kparHo nosuapaHe Ha cpefHara AUC Ha puBapokca®aH H 1,6 mbTH noBHiIeHHE Ha CRpaxR
B CPABHEHHME C HHOWBHAM ¢ HOpMaJiHa Ob0peuna ¢pynxuus. [Ipu nMua ¢ ymepeHa creneH Ha
6uOpeuHo yBpeKIaHE EPHTPOMHLIMH € noBen g0 2,0 mbTH noBuilieHHe Ha cpefiHara AUC Ha
puBapokcadbaH U 1,6 et noBuieHHe Ha CRyaxR B CpaBHEeHHE ¢ MHAMBUIM C HOpMasiHa 6s0peuHa
byHkiHA. EdekrsT Ha epUTPOMUIIMHE € aAUTHBEH KbM TO3H Ha GbOpedHOTO YBpexKaaHe (BXK. TOUKA
4.4).

dnykonazon (400 mg equH T AHEBHO), KOHTO ce cMATa 32 ymepeH HHXUOuTOp Ha CYP3A4, ¢
JoBeJ1 1o nopuiuaBaHe ¢ 1,4 meTH Ha cpeaHata AUC Ha puBapokcadaH u 1,3 mbTH Ha cpeaHara
CRmaxR. B3aumoneicTBHETO ¢ QUIYKOHA30J1 BEPOSATHO HE € KIIMHUYHO 3HAYUMO TP [TOBEYETO

naluMeHTH, HO MOXKe 1a O0ba¢ NOTEHLIHAITHO 3HAYHMO MTPH BUCOKOPHUCKOBH NALUMEHTH. (3a IaLMEHTH C
6uOpeyUHO yBpeXKaaHe: BX. Touka 4.4).

Kato ce uMat npeasua OFPaHHYCHUTE KJIMHHYHM JaHHKU ¢ APOHENAPOH, € AHOBPEMEHHOTO
NpUIoKeHHe ¢ puBapokcabaH Tpsabea na ce u3barea.

AHTHKOAryJJaHTH

Cnen koMOMHHpaHO NPHIOKEHHE HA CHOKCanapHH (eaqHokpaTHa a03a ot 40 mg) u puBapokcabaH
(enHokparHa ao3a ot 10 mg) e HabmoaagaH aaAUTHBEH €(PEKT BBPXY aKTHBHOCTTAa Ha aHTH(]aKTOp
Xa, O0e3 HMKaKBH JONMBAHHTEIHH e(peKTH N0 OTHOLIIeHHe Ha KoarynauudoHHuTe tecroBe (PT, aPTT).
EHokcanapuu He € nosnuan ¢gapMakOKHHETHKATa Ha pUBapoKcabaH.

[Topaau noBHIEHHA PUCK OT KbPBEHE € HeoOX0AHMO BHHMaHHE IIPH NAllMeHTH, KOHTO ¢4 Ha
€IHOBPEMEHHO JICUCHME ¢ APYTH aHTHKOAIy/IaHTH (BXK. TOUKH 4.3 H 4.4).

HCIIBC/MHXxubUTOpH Ha TPOMOOLIMTHATA arperauHs
He e HaOnronaBaHO KIMHMMHO 3HAYMMO YAB/DKABaHE HA BPEMETO HA KbpPBEHE Cliel €JHOBPEMEHHO
npuioxkeHue Ha puBapokcadan (15 mg) u 500 mg HanmpokceH. BrnpekH ToRa € BB3MOXKHO J1a HMa
MALMEHTH ¢ NMO-H3pa3eH ¢apMaKkoIMHAMHUYEH OTTOBOP.

He ca HabmiogaBaHH KIIMHHHYHO 3Ha4YUMH QapMaKOKMHEeTHYHM WIH PapMakOnHHAMHYHH
B3aUMOACHCTBHA IIPH €AHOBPEMEHHO NTPIWIOKEHHE Ha pyuBapokcadbaH U 500 mg aueTHICaNHLIIWIOBA
KHCEeJIMHA.

Knonunorpen (300 mg HayanHa fo3a, ocneasaHa OT 75 mg noaaspKalla 4o3a) He € MoKa3al
(papMaKOKMHETHYHO B3aMMOICHCTBHE ¢ puBapokcabaH (15 mg), Ho e HabmogaBaHO 3HAYUMO
yOb/DK&BaHE HAa BPEMETO HA KbPBEHE NPU €AHA NOArpyIla NaluMeHTH, KOETO HE € KOpeIUpano ¢
arperaumara Ha TpoMOGouuTuTe, HUBara Ha P-cenexrun unu GPIIb/I1la peuenropure.
Heobxonumo € BHUMaHKE NPU NALMEHTH, KOUTO eHOBpeMeHHO ca nekyranu ¢ HCIIB
(BIJTIOYHUTETHO aUEeTHICATHUMIIOBA KHCENUHA) H HHXHOWTOpHM Ha TpoMOOLIMTHATA
[TOHEXE Te3U JTeKAPCTBEHH NPONYKTH OOHKHOBEHO ITOBHIIABAT PUCKA OT KEPBEHE (




SSRI/SNRI

Kaxto npu npyrid aHTHKOATyaHTH, MOXeE Aa ChIlIeCTBYBa Bb3MOXHOCT MAllMEHTHTE J1a Ca ¢
MOBUIIIEH PUCK OT KbpBeHe B Ctyuyail Ha ceirbTeTBaIua ynorpeda cse SSRI unu SNRI nopanu
eeKTa HM BEpPXY TPOMOOLIMTHTE, 3a KOiTO ce crobmana. [Ipu cbmpTeTBalla yrioTpeba B
KJIMHUYHATA IporpaMa ¢ pusapokcadaH, BB BCHUKH IPYIIH Ha JIe4eHHe ce Habmonasa YuCNeHo mo-

BHCOKA 4C¢CTOTA HA NojIiM HIIH HETOJIAM KITHHHYHO 3HaHYHM KPBBOH3JINB.

Bapdapu
[IpeMHHaBaHETO OT JieueHHe ¢ aHTaronucTa Ha BuTaMuH K Bapgapun (INR 2,0 go 3,0) xeM nevueHne

¢ puBapokcataH (20 mg) wim or pusapokcabaH (20 mg) xsM Bapdapus (INR 2,0 no 3,0) nosuiasa
CBOTHOLLUEHHETO poTpoMOuHOBO BpeMe/INR (Heornactyr) noseye oT aAUTHBHO ( BB3MOXHO € I1a
ce Habmonasar otaeaHH ctoiiHocTH Ha INR zo 12), mokaro edekrire no otHoueHune Ha aPTT,
HHXWOHpaHeTO Ha aKTMBHOCTTA Ha akTop Xa 4 NOTeHUHAalla Ha eHIOrNeHHHA TpOMOHH ca
agUTHBHH. [IpH kenaHue aa ce uscnaeapar GpapMaKOIMHAMHYHHTE €(DEKTH HA pHBApPOKCalaH B
NepHOAa Ha CMAHATA Ha TepalMaTa MOTAT [a C¢€ H3MOA3BaT [1I0KA3aTeNH, KaTO aKTHBHOCT Ha aHTH-

¢akrop Xa, PiCT n Heptest, noHexe Te31 TeCTOBE HE Ce NMOBIHABAT OT BapgapHH. Ha yeTBnprHa
A€H ciel nociendara no3a sapdapuH, BcHUkM nokasareau (Bxi. PT, aPTT, unxubupane Ha

akTHBHOCTTa Ha pakTop Xa u ETP) orpazsarar enuHcTBeHO edpeKTa Ha pHBapokcadan.

[Tpu >xenanne Oa ce u3cineapar papMakogUHaAMHUMHUTE €QeKTH Ha BapgapHH B IEPHONA HA CMAHA Ha
TepariMaTa MoxXe Ja ce u3nmo3ea uamepsaHeTo Ha INR npu CRyougnR Ha puBapokcaban (24 yaca
cJIe] MpeIXOMHHA p1MeM Ha puBapokcadaH), Thil KATO TO3HM MOKA3aTe ce MNOBIHABa B MUHUMATHA
CTEIIEH OT pHBapokcabaH B Ta3¥ BpEMEBA TOYKA.

He e HabnionaBaHo papMakOKHHETHUHO B3aHMOACHCTBHE MEXIY BapdapHH H puBapokcadbaH.

Hunykropu Ha CYP3A4

EnHoBpeMeHOTO MpUWIOKEHHE Ha pHBapokcabaH U MOIIHHA HHOYKTOp Ha CYP3 A4 pudaMuuuH
BOAM 0 okoio 50% nonwkaBane Ha cpeaHara AUC 3a puBapokcaban, ¢ yCrnopeaHo HaMaJldBaHe Ha
dbapMakonHHaMHYHHTE MY edekTH. EnHoBpeMenHara ynotpeda Ha puBapokcadaH ¢ Apyru MOIIHH
uHaykropud Ha CYP3 A4 (Hanp. deHuTonH, kapbamazenuH, denobapbuTan WiH XKbAT KAHTAPHOH (27
Hypericum perforatum))2r cb110 MOXE Aa AOBEAE AC HAMANIEHH TU1a3MEHH KOHLCHTPaLMK Ha
puBapokcabaH. 3aToBa TpaOBa Aa ce H30Area eAHOBPEMEHHOTO NPHIAraHe Ha MOIUHM HHAYKTOPH Ha
CYP3A4, ocBeH ako NALMEHTHT He C€ CeAH BHUMATENHO 3a Oesle3d ¥ CHMIITOMH Ha Tpom0o03a.

I'Y CHITBTCTBAIIM TEPANUy
He ca nabmonaBaHy KJIMHUYHO 3HAYUMH (apMakOKHHETHYHH HWIH (apMakORHHAMHYHH
B3aUMOAEHCTBUSA IIPH €AHOBPEMEHHO NPWIOKECHUE Ha pUBapokcabad  Muza3zonaM (cyocTpar Ha
CYP3A4), nurokcuH (cyberpar Ha P-gp), aropBacrarud (cybcrpar sa CYP3A4 u P-gp) win
OMETIpa30i1 (MHXHOHUTOp Ha NPOTOHHATA NoMIa). Pueapokcabad HHTO HHXHOHpaA, HUTO HHAYLMpa
HAKoA OT ocHoBHHTE H3ogopMu Ha CYP, Hanpumep CYP3A4.

JlabopaTopHH NMOKA3ZATEIH
KoarynauunonHute napamerpu (Hanp. PT, aPTT, Hep test) ce noBnauaBar cnopen o4akBaHUATA C
OrIed Ha MEXaHH3Ma Ha AcHCTBHE Ha puBapokcabaH (K. ToUuka 5.1).

4.6 @epraanter, OpeMeHHOCT H KhpMeHe

bpeMeHHOCT
be3zonacHocTra H epukacHOCTTa Ha PUBaxub npu OpeMeHHH XKeHH He ¢a YCTaHOBEHH.

[IpoyuBaHusiTa NMpH XKMUBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (B, Touka 5.3). [Topaau
NOTEHUHATHATA PENPOAYKTHBHA TOKCHUUYHOCT, MPHCHINUA PUCK OT KBPBEHE H JaHHHUTE, MOKA3BALIH,
ye puBapokcabaH peMHHAaBa Npe3 IuiaueHTara, PuBaxub € nporuBonokasaH no speMe H
OpeMeHHOCT (RK. TOUKa 4.3).

JKeHnuTe ¢ nereponieH NoTeHUMAN TpsOBa na u3bArear Aa 3abpeMeHABaT Mo BpEME Ha
puBapokcabaH.




KxpMmeHe

Be3zonmacHOCTTa H e(pUKACHOCTTA Ha PuBaxub mMpu KbpMeLlH )KEHH HE ca YCTAHOBEHH.

[IpoyuBanKATA NPH HKUBOTHH [TOKA3BAT, Y€ pUBapOKcadaH ce cekpeTHpa B MIAKOTO. [lo Tasu nmpuunHa
PuBaxu6 € mpoTHBONOKA3aH B NepHOAa Ha KbpPMEHE (BxK. Touka 4.3). TpaOsa fa ce B3eMe peLIeHHE,
J4JTH [a Ce NPEeyCTaHOBH KEPMEHETO WIH [1a C€ NPeyCTaHOBK/Ia He Ce NPWIOKH TepaIusiTa.

QEPTHINTET

He ca npoeexxnaHH KOHKPETHH NPOyUBaHHs ¢ puBapoxcabaH NpH XOpa 3a OLieHKa Ha eekTHTe 1o
OTHOLLEeHHE Ha epTiuTeTa. [IpH eAHO Npoy4YBaHe MO OTHOLUEHUE HA (PEPTUIIMTETA IIPH MBXKKH H
’)KEHCKH IUTEXOBe He ca HabnionaBaHu eeKTH (BXK. TO4YKa 3.3).

4.7 EdexTh BbpXy c1oco0HOCTTA 32 modHpaHe H paboTa ¢ MAINHEH

PurapoxcabaH nosnmsiBa B Malka crerneH crocodHoCTTa 3a wogHpaHe H pabora ¢ MalUMHA.

HMMa ¢poOLIeHH 3a HeXENaHH peaKLiMi KaTO CHHKOI (UeCTOTa: HeMeCTH) H 3aMasHOCT (YecToTa:
yecTH) (Bk. Touka 4.8). [TauneHTHTE, NPH KOKUTO C€ PA3BHAT TE3H HEXKENaHH peakUuM, He TpadBa na
wogupat Wiy paborsaT ¢ MalllMHM.

4.8 HexelaHH JIEKAPCTBEHH PeAKIHH

Pesrome Ha npoduna Ha 6e30nmacHOCT

beszonacHocTTa Ha prBapoKcabaH € npoyueHa B TPHHaAECET OCHOBHH NMpoyuBaHuda ¢raza IlI
(ex. Tabmmua 1).

061 69 608 pp3pacTHH NalUMEHTH B AeBeTHAJECET NpoyuBaHus ¢daza 11l u 488 nequarpuunu
NalMEeHTH B ABe nMpoyuBaHus ¢aza Il U nBe npoyusanus ¢a3sa Il ca 6unu c ekcriosuums Ha

pHBapokcabaH.

Tabania 1: bpoit npoy4yeHH NanueHTH, 061a AHEBHA 1032 H MAKCHMAJIHA APOABL/KHTETHOCT HA
JeYeHHETO NPH NPOYUYBAHHS NIPH BL3PACTHH U IeAHATPHYHH NalHeHTH a3a HI

IToxkazaHue Bpoii O6iua nHeBHA 1033 | MaKcCHMAJIHA
NALHEHTH* NPOABLKHTENHOCT
HA JeYEHHETO

[TpodunakTHKa Ha BEHO3EH 6 097 10 mg 39 nHM
TpoMmboembonn3eM (BTE) npu
BL3PACTHH HAUMEHTH, MOJJI0KEHH HA
IUIAHOBO CTABHO NPOTE3UPaHE Ha
TazofbeipeHaTa WM Ha KONIHHaTa
CTaBa

[1Ipodpunaxtuka Ha BTE npu 3 997 10 mg 39 nuu
HEXUPYDPIUMHH NAUHEHTH

Jleuenne Ha [IBT, BE u 6 790 Heun 1 —21:30mg | 21 mecena
NpoUNaKTHKA Ha peliMIHBH

JleH 22 u cnen
ToBa: 20 mg Cnen
Hal-Manko 6
Mecena: 10 mg
unu 20 mg




Jleuenune Ha BTE n npodunakTuka 329 Jlo3a, xopurupasa| 12 Mecelna
Ha peuavuBy Ha BTE npH CoOpen TEJIECHOTO
HOBOPOJEHH Ha TEpMHHA H AcSHa HAa TCIIIO, 3a NOCTUIAHE
Bb3pacT noA 18 roauHy cnen Ha CKCITO3HINA KATO
3aM0YBAHE HA CTAHJAPTHO TasH, HabonaBaHa
aHTHKOAryJIAHTHO JIEYCHHUE. IPH BB3PacTHU,
nexysaHy 3a JIBT ¢
20 mg
puBapokcabaH €IuH
0BT AHEBHO
[IpodmnakTrka Ha HHCYIT U 7750 20 mg 41 Meceua
cUCTEMHA eMOOIMA TPH MALMEHTH C
HEKJIAHO TPEACHPAHO MBKIECHE
[Ipo¢punaxTHka HA 10 225 5 mg nnu 10 mg 31 mecena
arepoTpoMOOTHYHH CHLOUTHS NIPH ChOTBETHO,
HAMEHTH CJIEA OCThP KOPOHAPEH NPUITIOKEHH
curapoM (OKC) SIHOBPEMEHHO ¢
ALl THJICATTHIIAIIORA
KUCEJIMHA, WIH C
alleTHIICANMIIANIOBA
KUCEJIHHA TUHOC
KJIOMUAOTPEN UITH
TUKJIONUJAUH
[TpodunakTuka Ha 18 244 5 mg, npunokeHn | 47 Mecela
aTepoTpoOMOOTHUHM CBOUTHA MPH €IHOBPEMEHHO C
nauueHTH ¢ KAB/TIADB aLleTHJICATHLIAIIOBA
KHCenuHa Uy 10
mg CaMOCTOATENTHO
3256%* > mg, IpHIOKEHH | 42 Mecena
EIHOBPEMEHHO C
ACK
* [TlauHeHTH ¢ €KCNO3HIIUA HA MMOHE €QHA 1034 puBapokcabaH

**OT1 npoyuBaHeTo VOYAGER PAD

Haii-uecto ¢cpo0inaBaHuTe HeXXenaHu peakLMH IPH NALMEHTH, KOUTO NONyYaBaT puBapokcaban, ca Sunu
xemoparuH (Tabmmua 2) (BK. cbio Touka 4.4 u ,,Onucanne Ha U30paHH HeXKeNNaHU peaKiMH™ Mo-4oIy).

Haii-uecto choblaBanuTe XeMoparuy ¢a enucTakcue (4,5%) ¥ KbpBeHe B CTOMAINHO-YPEBHHA TPAKT
(3,8%).

Tabanna 2: HecToTa Ha CHOHTHNTA HA KbpPBEHE™ H AHEMHA NIPH NANHEHTH ¢ eKCNO3HIIHA HA

puBapoxcaltaH B 3aBbPIIHIHTE NPOYYBAHHA NPH BLIPACTHH H NEAHATPHYHH NAUHEHTH da3sa
Il

Iloxazanue BeSKaKkbB THI AHeMHSA
KbpBeHe
[Ipodunaxtxa Ha BEHO3EH 6,8% oT mauueHTHTE | 5,9% OT NnauneHTHTE

TpoMboeMbosu3eM (BTE) npn
Bb3PACTHY MAIIMEHTH, NONJIOKEHH HA
MJIAHOBO CTABHO MPOTE3HPAHE HA




TazobeapeHara Uik Ha KONAHHATA
CTaBa

[IpogpunakTHKa Ha BEHO3EH
TpoMOOeMOBOTTU3IBM IIPH
HEXHPYPrUdHU NALUECHTH

12,6% OT nanMeHTUTe

2,1% ot nayueHTUTE

Jleuenne Ha JIBT, bE u
MpOQUIAKTHKA HA peUUIHBHY

23% OT NaLAeHTHTE

1,6% oT nanueHTUTE

Jleueune va BTE u npodunakruka
Ha peuuauBH Ha BTE npu
HOBOPOREHH Ha TepMHHA U Jelia Ha
Bb3pacT oA 18 roauHu cnea
3al04YBaHe Ha CTAHJAPTHO
AHTHKOAIYJIAHTHO JICYEHHUE.

39,5% OT MmauMeHTHTE

4,6% OT NallHeHTHTE

[TpodunakTvKa Ha HHCYIT H
CUCTEMHA eMOOTHA IpH NALMEHTH C
HEKJIAMHO MPEACBPAHO MbXJEHE

28 Ha
100 naieHTOrOAMHHU

2.5 Ha
100 naueHTOrOAMHY

[Ipo¢gunakTika Ha

22 Ha
100 naueHTOrOAUHH

1,4 Ha
100 nauHeHTOrOOUHHU

" aTepoTpoMOOTHIHH chbOMTHA TIpH

' mauueHT ciaeg OKC
[IpodunakTHka Ha 6,7 Ha 0,15 Ha
aTepoTpoMOOTHUHU CHEOUTHS TTPH 100 naupenToronuHu | 100 mauyeHTOrOgUHU**
nanMesTH ¢ KAB/TIADB 8.38 Ha 0,74 Ha
100 naumenToronuuu” | 100 naumeHTOronMHK*** *
* Bceuaky ¢OHTHA Ha KbpPBEHE OT BCHUKY NPOyUYBaHUA ¢ puBapokcabas ca ¢pbpaHy, JOKIaBaHH U
OLICHEHH.

*¥ B npoyuBanetro COMPASS ce HabmogaBa HUCKa Y€CTOTA HA AHEMUA, Thi KaTO € NMPWIOKEH

CeJIEKTHBEH MOAXO0/ 32 ChOMpaHe Ha HeXeNaHH ChONTHAL.

¥** [IpunoxeH € CENEKTUBEH NOIXoA 3a ChOMpaHe HAa HEXENaHH ChOUTUS
# Ot npoyuBaneto VOYAGER PAD

CIHCHK HA HEXENAHWTE PEAKIIMK B TaOJHYEH BHJ

YecToTuTe HA HEXKEIIAHUTE PEAKLHM, CBBP3aHu ¢ PuBaxu®, py Bp3PaCTHH H NeIUATPHYHHU NIALIMEHTH
ca 06obmenn B Tabnuiia 3 no-aomy no cucteMo-opradHH kiacose (no MedDRA) u no uecTora.,
B 3aBHCUMOCT OT YECTOTATA TE C€ ONPEAETAT KATO:

MHoro uect (= 1/10)

yect (= 1/100 mo < 1/10)

HeuecTH (= 1/1 000 no < 1/100)

peaxku (> 1/10 000 mo <1 /1 000)

mMHoro peakH (< 1/10 000)

¢ HEM3BECTHA YeCTOTa (OT HAUTHYHHTE JaHHH He Moxke na 6be HanpaseHa OLeHKa)

Tabanua 3: BcHukH HeXXeJaHH peaKklHH, ¢bolileHd IPH BL3PACTHH NALHEHTH
B KJOHHHYHH npoyusaHud ¢pasza 11l uau npn noctMapkeTHHroBa ynorpeba* n s
ABe Npoy4uBaHHud ¢a3a 11 » aBe npoyuBanusn ¢pasza Il npun neanaTpHIHK
NRUHEHTH




C HeHM3BeCcTH2

HegecTH Peakn Muoro peaxn
Hectn A pea JeCTOTA
Hapymessa Ha KPHLBTA H JHMPHATaA CHCTEMA
TpombounTO3a
AHeMUs (BKIL. P u
(BKJ1. MOBHILIABAHE
CbOTBETHH
Ha Opos Ha
nabopaTopHH
TpOMOOLIMTHTE)A ,
IapaMeTpy)
TPOMOOLIMTONEHHUA
Hapymenuss HA UMYHHATA CHCTEMA
AJepruuda
P AHaQHIAKTHYHH
peatini, peakiuy
anepruyeH §
BKJTKOIMTEJIHO
HepMaTHT,
aHa(pHIaKTHYEH
AHI'HOCHEM U
LIOK
aJiepruveH OToK
HapyeHnst HA HEPBHATA CHCTEMaA
Mo3buen u
3aMafHocCT, UHTpaKpaHHaleH
rnapobonue KPBBOM3IIHB,
CUHKOTII
HapywieHHS HA OMHTe
OueH KpBLBOM3IIHB
(BKJI.
KOHKOHKTHBAJICH
 KPBBOMWZJIMB)
Cropaeynn HapylieHHs
l Taxukapaus
CobaoBy HapymieHud
XHIIOTOHMS,
XeMaToM
PecnIHPATOPHH, TPbLAHHA H MEAHACTHHAJIHH HAPYIUCHHS
Enucrakcuc, Eosunodunna
XEMOINTH3a MHEBMOHUA

CToManIHO-4YpeBHH HAPYIeHHA

KbpBene ot
BCHLIHTE, KbPBEHE
OT
CTOMALIHO-YPEBHH
Al TPAXT (BKJI,
PEKTATHO
KbpBEHE),
CTOMAIIHO-YPEBHU
1 abJOMHHANHH
GONKH, BUCTIENCHY,
rafgeHe, 3anek”®,
Iuapus,
NnoBpbIIaHe®

CyxoTa B ycTara

XenaTtoOuauapHH HAPYLIEHHSA




Kenreuuua,
MTOBUIIIABAHE HA

YepHOXpoOHO
ADEK AAHE KOHIOTHpaHHA
Y BPEHIAHE, 6HnHpyOUH (C WK
MOBHLIEH
0e3 ChITLTCTBAIO

[loBuinaBane Ha  |DHIHPYOHH,
TpaHCaMMHA3{Te |[IOBHUICHA alKajiHa

IOBHINABAHE HA
ALT), xonecrasa,

docdaraza B
KpbETa®, NOBULIEHa| = o ¥
GGTA ( BKJIIFOMMUTETHO
XETATOLE/y1apHO
YBPEXKIAHE)
HapyieHua Ha KOKATa H NOAKOKHATA ThKaH
e | Cunnpou wa
l’EHepaJIH;:[ypaH Stevens-
Johnson/ToxcHuna
cppOex), oOpuB,
EKXMMO3H, KOXKHHU H CTHACPMATHA
MOAKOKHH TCKpOTTHI,
DRESS cunagpom
KPbBOH3IIHBH
HapyiieHHs HR MYCKYJHO-CKEJIETHATE CHCTEMA H CHeAHHHTEIHATA THKAH
KoMriaprMeHT
bonka B XeMapTposa KpbBOH3NHE B CHHJIPOM B
KpalHHLHTE MYCKY pe3ysTaT Ha
KbpBCHE
Hapymenus na 6n0penute # NnHKOUYHHTE NBHTHINA
KspBeHe ot
ypOreHHUTATHUA brOpeuna
TPaKT (BKII. HEeJOCTaTbYHOCT/
XeMaTypHa U ocTpa OLOpetna
MeHoparus®t), HEJOCTATHLYHOCT B
6ub6peuHo pe3yarTar Ha
YBpEXIaHe (BKIL KbBpBEHE,
NOBULISHHE HA JOCTaTbyHa J1a
HUBOTO Ha Npearu3BHKA
KpeaTUHUHaA B xunornepdysus,
KPbBTa, Hedponarus,
NOBHLIEHHE HA CBbp3aHa C
HHBOTO HA YpEATA B AHTUKOATYJIAHTH
 KpBBTA)
O0mu HapyweHns 4 epeKTH HA MACTOTO HA NPHJIQKEHHE
[lopHIuEeHA
TeMneparypa’, Hepasnonoxenme
nepudepeH OTOK, Jlokanu3upax
NOHMXEeHa 0011a (BKIL. oTOKA
CHIA U MpHJIOLIaBaHE)
€HEPruvHOCT (BKII.
H3caenpaHus
[Toeuiuen LDHA, .
MOBUILICHA
naunasa’, .
MOBHLIEHA
aMunasa’ .




KbpBeHe cnen
HAKAKBa nNpoueaypa
(BKJI.
NoCTONEepaTHBHA
aHeMHS U KbpBEHE
OT paHa), KOHTY3H4,
CeKpeLus OT paHH"

CraoBa
[CeBA0aHeBpU3Ma’.

A: Habmonapauu npu npodunaktika Ha BTE npy Bb3pacTHH NanUeHTH, [IOAN0XKEHH Ha TUTIAHOBO CTABHO
npoTe3npaHe Ha TasobelpeHaTa WM KOJNAHHATa CTasa

B: Habmonapanu npu neyeHne Ha JIBT, BE niu npodunakruka Ha peLdIUBH, KATO MHOTO YECTH MNpPH
XEHHU < 55 roIAHHH

C: HabmogaBasy KaTO HEUECTH TP MPOQUIAKTHKA HA ATEPOTPOMOOTHUHH CHOMTHUA TIPH NMALMEHTH Clen
OKC (cnexn nepKyTaHHa KOpOHApHA HHTEPBCHLINA)

* [TpuiioXeH € MpeaBapUTEIHO ONIPEAEeH CENeKTHBEH NoAXo 3a chOHpaHe Ha HexeNlaHu ChOUTHA B
n36panu npoyuBaHus asa IIl. YecTorara Ha HEXENAHHUTE peaKklHM He € YBETHYCHA H HE €
yCTAHOBEHA HOBA HEXENaHa ICKapCTBEHA peakUus cJied aHaIM3 Ha TE3H NPOyYBaHHA.

OnxcanHe Ha M30paHy HEXENAHW pPeaKIuH
[Topanu ¢hapMakoOrHyHKis My MEXaHW3BM Ha JleficTBHE, ynorpebara Ha puBapokcabaH MOXe aa

Obae CBbp3aHa ¢ MOBUIIEH PUCK 32 OKYITHO WIH ABHO KbPBEHE OT BCAKA ThKAH WIIM OpraH, KoeTo Ou
MOIJIO Jia AOBEAE 10 OCTXEMOparudHa aneMus. [Ipu3HaIiure, CHMITTOMHTE Y TEKECTTA
(BKJIFOYHTEJIHO JIETANIEH M3XO0/) L€ 3aBUCAT OT JIOKATH3ALMATA U CTENEHTa HIH 00eMa Ha KbpBEHETO
H/WNH aHEMMATA. (BXK. TouKa 4.9 , IloBeneHue npu KppBeHE™). B KIIMHHYHHATE TPOYYBAHHS JIHFABUYHO
KbpBEHe (T.€. OT HOCa, BEHLHTE, CTOMALLIHO-YPEBHHUSA TPAKT, MUKOUO-NIOIOBHA TPAKT, BIIKYHTETHO
aOHOPMHO BarHHAJTHO WIH YBEJIHYEHO MEHCTPYAJIHO KbPBEHE) H aHEMHA ce Habmoaapar no-4ecro
MPH THITOCPOUHO NIeueHHe ¢ puBapokcabaH B cpaBHeHue ¢ JieueHue ¢ ABK. Ilo tazu npuuuna, B
AONBJIHEHHE KBM aIeKBATHOTO KIIMHHYHO HabmoaeHKe, 1abopaTopHo H3caeaBaHe Ha
xeMornobuya/xemarokpura 64 Morio aAa 6bae oT noj3a 3a OTKPUBaHE HAa OKYJITHO KBPBEHE M 34
OMpeneNaHe Ha KIIMHHYHATA 3HAYMMOCT Ha SBHO KbpPBEHE, 110 IIpEHeHKa Cropel Ciay4as. Be3MOXKHO €
PHCKBT OT KbpBEHE Aa ObZie MOBULIEH NPH ONpEAENeHH MPYIH NAlKeHTH, HANPUMED MaluHEeHTH C
HEKOHTPOJTMPaHa TEXKa apTepPHaIHA XHIICPTOHUA W/HITH HA CHITBTCTBALIA TepaIus, KOATO [OBIIHABA

xeMocTa3zara (Bx. Touka 4.4 ,,Puck ot XxeMoparus“). Bb3aM0OXKHO € MEHCTPYAJTHOTO KbpPBEHE Ja € Io-
CHUIHO W/UIIH NMO-TIPOAB/DKUTEIHO. XeMOparHYHUTE YCIOXKHECHHS MOraT Jia ¢€ NMpoABAT Karo ciiabocr,

OJ1eIHOCT, 3aMadHOCT, M1aBoboHe WIM HeOOACHUMH OTOLIM, JUCITHeS H HeoOdacHuM wok. Karo
pe3yJITaT OT aHEMHUATA B HAKOH CJTy4yad ca HabmofaBaHH CHMITTOMH HA ChPAEYHA MCXEMHA, KaTo
OONKA B I'bpAKTE WIH CTEHOKAPIHA.

HmMa crobLueHns 3a H3BECTHH YCIIOKHCHHA B PE3YIITAT HA TEXKKO KbPBEHE, KATO KOMIIAPTMEHT
CHHAPOM H OBOpeyYHa HEAOCTATHPYHOCT B PE3YATAT HA XUIIONEp(y3Us, WIH HepponaTrui, CBbp3aHa C
aHTHKOAryJIaHTH, [IPH U3nox3BaHe Ha PuBaxu0 o Ta3H nmpHYKHA BEPOATHOCTTA OT KbpBeHE TpAORa
[a ce KMa FIpeIBU NPH NMPELICHKATa Ha ChCTOSHHETO Ha BCEKH MAallHEHT, KOMTO € mOAIOXKEH Ha
AHTHKOAI'YJIAHTHO JIEUECHHE.

[ leauarpyuyHa MOMyAALIUS
Jlevenue na BTE u npogpunaxmuxa na peyuousu na BTE

OueHkara Ha 6e30nacHOCTTa NPH ACLIA U IOHOIIH € 6a3upaHa Ha AAHHWTE OTHOCHO 6e30nacHOCTTa OT
JIB€ OTKPUTH AKTHBHO KOHTPOJTMPaHH MPOYUBaHHA cba:sa II neano - cba.aa 111 npu nean




puBapokcabaH, € nogodeH Ha To3M, HabooaBaH MPH Bb3pacTHATA MOMYJIALHA H ChBMECTHUM TPH
Bb3PACTOBHTE MOATPYIH, BLIIPEKH Y€ OLICHKATa € OrpaHHuYeHa oT Makus Opoit naumeHTH. [1pH
NeNHATPHUMHKUTE TIALMEHTH, Mapobonne (MHOTO uecTH, 16,7%), nosulicHa TeMIiepaTypa (MHOIO
yecTH, 11,7%), enucrakcuc (MHOro uectH, 11,2%), nospoiiane (MHoro yect, 10,7%), Taxukapaus
(uectH, 1,5%), nopuiIaBane Ha OWIHMPYOHHa (JecTH, 1,5%) 1 noBHIIeH KOHIOrHpaH OHIHPYOHH
(HedectH, 0,7%) ca chOOLIABAHH IO-4YECTO B CPABHCHHE C Bb3pacTHUTE. CHhBMECTHMA C Bb3PacTHATA
nomynaiis MeHoparua ¢ HabmonapaHa npH 6,6% (decTH) OT IOHOIIKTE OT XKEHCKH 0N Clel MEHapXe.
TpomboLMTOnEeHHATa, KAKTO € HaDMIOAABaHO MO BpeMe Ha MOCTMapKEeTHHIOBUS ONUT NPH Bb3pacTHATa
nomynatus, ¢ yecra (4,6%) Npu nequaTpuYHUTe KIHHUYHH MPoyyuBaHHi, Hexenauure iekapCTBEHH
PEAKLMH IIPH NEAHATPHYHUTE NALMCHTH ¢4 MPSAUMHO NCKH 10 YMEPESHH I10 TEXKECT.

Crollasade Ha NONO3MPAHH HEXEIAHH peaklvu

CrobLaBaHeTO Ha NNOAO3MPAHH HEXENIAHU PeaKLMH ClieA pa3peluaBaHe 3a ynorpeda Ha
JICKAPCTBEHMA MPOAYKT € BAXXHO. ToBa no3BonABa Ja NPOABL/DKY HabmonoeHHeTO Ha
CHOTHOLICHHETO NMOI3a/PUCK 3a NEKAPCTBECHNA NMPOAYKT. OT MEAMLIMHCKHTE CIELIMATTUCTH Ce
M3UCKBA Aa CHOOLIABAT BCAKA NMOAO3HMPAHa HEXKETaHa Peaklng 10:

H3mrbiiHMTETHA areHIiUA 110 IEKaApCTBAaTa
ya. ,.,JaMsau I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpeao3apane

llpy BB3pacTHM MMa CHOOLIEHMS 3a PEeAKH CNy49aHW Ha npenosupaHe no 1960 mg. B cayyait Ha
[Ipefo3KpaHe, MaluMeHTsT TpaOBa Na Obac HaGmoaaBaH BHMMATENHO 32 YCIOXKHEHHS, CBBP3aHH C
KBpPBEHE, HJIH APYrH HEXKENaHH peakuud (BX. Touka ,Jlopeaenue npu xwpBeHe®). [lopann
orpaHducHara abcopbuma ce ouakBa edekT Ha Hacumlawe 6e€3 AOMMBIHHUTENHO MMOBUIUABAHE HA
CpeaHaTa Ma3MeHa €KCNO3HLMA TIPU CyMpaTepaneBTHYHM 1034 pHRapokcabaH ot 50 mg wiK mo-
BUCOKMU.

ChinecTByBa cnieM(pHYCH aHTAaroHUCT (aHaexcader anda) 3a oOpbiaHe Ha dapMakoIHMHAMHYHHA
eexT Ha puBapoKcabaH (BXK. KpaTKara XapakTepPHCTHKA Ha IPOIYKTA, ChAbP KAl aHaeKcaHeT anda).
B cioy4yau Ha npeao3upaHe Ha puBapokcabaH MOXKE 1a c€ HMa NpeaBU]l U3NOJ3BAHETO HA AKTHBEH
BBIVICH 3a HaMaJLiBaHe Ha abcopbumara.

lloBe/icHHE MPH KbPBEHE

AKO MpH NalMEHT HA JICYCHHE C pHBapokcalaH ce pa3sBHE CBBP3aHO ¢ KBbpBEHE YCJIOXKHEHHE,
CJICABAIIMAT [IPHEM Ha PUMBApoKcabaH TpadBa na ce OTIOKU WIM JleyeHUeTo TpAOBa Aa ce MpeKparH,
ako ¢ Heobxoaumo. PuBapokcabaH uMMa NOMY>XUBOT OT Okono 5 mo 13 uaca (Bx. Touka 5.2).
[lopegenuero TpabBa Aa € MHAMBHAYATH3HPAHO B 38BUCHMOCT OT TEXECTTAa H JIOKANU3ALMATA Ha
KpbBOH3NTHBA. MOXe Ja ¢ M3M0/13Ba NOAXOOAIO CUMITTOMATHYHO JIEYEHHE, KATO Hanp., MEXaHHYHa
KOMIIpeCcHs (Hamnp. NpH TEXKBK €MUCTAKCHC), XMPYPrUYHA XEMOCTa3a C NMPOLEAYPH 33 YCTAHOBABAHE
Ha KOHTPOJI HaJ KbPBEHETO, 3aMeCTBaHe Ha 00e€Ma M MepKH 3a TMOAALPKAHE HA XeMOIWHAMMKATA,
NpenuBaHe Ha KPBHBHH NPOMYKTH (€PUTPOLIUTEH KOHLEHTpAaT WIHM NPACHO 3aMpa3eHa ria3Ma B
3aBHCHMOCT OT aCOUMUpaHaTa aHEMM HIH KOaryJonaTHA) WIH TPOMOOLHTH.

AKO KbpBEHETO He MOXE Ja ObJe OBIAJAHO € rOPENOCOYCHHTE MEPKH, TpiOBa jga ce obcbau
MPHAAraHeTO WIH HAa CHCLH(GHUYHO HEYTPalIH3UpalO CPEACTBO 33 HHXMOHTOP Ha
(aHaekcaHeT anda), KOETO aHTaroHusvpa (gapMakogMHaMHYHHA edeKT Ha pHBY
CEUH(PHYHO MPOKOAryJaHTHO CPEICTBO, KATO KOHLUEHTpAT Ha MPOTPOMOUHOBYS




Npyd NAalKEHTH, MOJy4YaBally puBapokcabaH, ¢ MHOro orpaHudeH. [Ipenopekara ce OCHOBaBa U Ha
OrpaHMY€HH HCKJIMHUYHU faHHH. Moxe 1a ¢ce 0OMUCIIH NOBTOPHOTO NpHAaraHe Ha peKOMOMHAHTEH
daxktop VIla u mo3ara TpsabBa fa ce TUTpHpa B 3aBUCHMOCT OT HAMalABAHETO HA KBPBEHETO. B
3aBHCHMOCT OT BB3MOXKHOCTTa Ha MACTO, B CJIy4aud Ha MaCHBHO KbpBEHe, TpaOBa na ce oOMucIH
KOHCY/ITallMA CBC CTIIELMAIIMCT M0 KOarynauMoHHHU HapylIeHHs (BXK. Touka 5.1).

He ce ouakBa nporamuu cyndar M ButaMuH K 1a nmoBAMABAT aHTUKOAryjaHTHAaTa aKTHBHOCT Ha
puBapokcabaH. ONUTHT ¢ TpaHEKCAMOBA KHUCE/IMHA € OrPAHHUCH M JIUTCBA TAKbB ¢ AMHHOKAIIPOHORA

KHCECJIHHA U4 alpOTHHHH IIpM IIallHEHTH, [IoJy4YaBalllnu pHBﬂpOKC&ﬁaH. Hama HuTO HaY41HH
oOKazarejcTsa 3a Ouar OINPpUATHO NOBIHABAHC, HHUTO OIIHT OT H3NON3IBAHCTO Ha CHCTCMHHA

X€MOCTATHK JIe3MOINPECHH MPH NAaLMEHTH, NOTyqaBsaly pusapokcaban. [Topanou BHcoKarTa cTeneH Ha
CBBP3BAHE C IJITa3MEHUTE NMPOTEUHH HE Ce Oojvakpa puBapokcabaH Ja Mo)ke Ja ObzZie OTHAeNieH ypes

AHaJIH3A.

5. ®APMAKOJOINMYHHU CBOUCTBA

51 dapMaKoRHHAMHAYMHH CBOHCTBA

QapmaxoTepaneBTHuHa rpyna; AHTUTPOMOO3HHU CpeACTBa, AMPEKTHH HHXHOKMTOPH Ha dpakTop Xa,
ATC xon: BO1 AFO1

MexaHM3bM Ha geﬁc*rﬂﬂe

PupapokcabaH € BHCOKOCENEKTHBEH JHpeKTeH HHXHUOMTOp Ha ¢Qaktop Xa ¢ mepopanHa
OuoHanmuHocT. HMHxubupanero Ha ¢aktop Xa nNpeKbCBa BBLTPEHIHMA M BBHIICH ITBT Ha
KOaryJalMOHHATA Kackaga, KoeTo HHXHOHpa KakTo GOpMHpPaHeTO Ha TpOMOUH, Taka u 00pa3yBaHeTo
Ha TpoMbu. PuBapokcabaH He uHxubupa Tpombuna (axtuBupan ¢akrop II) v He ca HaOmonaBaHH

eexT BBPXy TpOMOOLIUTHUTE.

PapMakoIUHAMUYHU €DEKTH

[Ipu xopa ¢ HaGmonaBaHO 3aBHCHMMO OT Jo03aTa MHXUOupaHe Ha (akrop Xa. IIpoTpoMOMHOBOTO
Bpeme (PT) ce nosnmsaea nosozaBuCUMO OT pHBapokcabaH B THCHA BPB3Ka ¢ IUIa3MEHHTE
koHLeHTpauu (r=0,98), ako 3a Tecta ce n3non3sa Heornactun. JIpyru peareHTn 6Mxa qainu Apyru
pesyiaratd. Otuuraneto Ha PT Tpabea nma crapa B ceKyHau, noHexxe INR e kanuGpupaHo u
BATHANPAHO 3a KyMapHHOBH NPOAYKTH M HE MOXE Jla Ce Mpuiara 3a Opyrd aHrtukoarynantd. [Ipu
MaLMEeHTH, NMOWIOXKEHH Ha rOJIEMH OPTOTIEAUYHH OTiepaliuy, nepceHTunure 5/95 3a PT (Heorutactus)
2 - 4 yaca cnex nNpuUeMa Ha KancyJara (T.6. KbM MOMEHTa Ha MaKCHManeH e()eKT) ca B IpaHHLIMTE OT
13 no 25 cexyHau (M3XOOHMTE CTOMHOCTH NMpPEeaU XUPYPrU4ecKa MHTEpBeHLIMS ca 12 1o 15 cekyHau).
B KIMHMKO-(papMaKOJIOrHYHO NpOy4BaHe Ha OOpaTMMHTE NMPOMEHH BbB (papMaKOJAHHAMHKATA Ha
puBapokcaban npu 3apaBy BB3pacTHU A00poBonmH (n=22), € oleHIBaH e(PeKThT Ha SIHHHYHH JIO3H
(50 IU/kg) Ha nBa pa3siM4HY THIA KOHLEHTpaT Ha nporpoMOuHoBus koMruieke (ITTK), 3-¢pakropen
KOHLICHTpaT Ha npoTpoMbuHOBMA komuiekc (dakropH I, IX u X) u 4-dakTopeH KoOHLEHTpaT Ha
npoTpoMOKHHOBHA KoMIUleke (daxtopm I, VII, IX u X). 3-dakTopHHAT KOHUEHTpPaT Ha
MPOTPOMOHHOBHA KOMIUIEKC € MOHWKWI CpPeAHHTE CTOMHOCTH Ha MPOTPOMOMHOBOTO BpEME Ha
Heormactun ¢ npubnusurenHo 1,0 cexynna B paMkute Ha 30 MHHYTH, B CpABHEHHE C MOHKKABAHE
OT npuOnu3uTenHo 3,5 cekyHOH HabmonaeaHo ¢ 4-¢paKTOpPHHA KOHLIEHTPAT Ha MPOTPOMOGHHOBMSA
KOMILIEKC. 3a CpaBHEHHE, 3-(aKTOPHMUST KOHLIEHTPAT Ha TNMPOTPOMOMHOBHS KOMIUIEKC € MMa
[oroJiaM u ro-6sp3 061l edexT BBpXy o6paTHMUTE NPOMEHH B €HIOT€HHOTO 06pasyBaHe Ha TPOMOUH
OT 4-(paKTOPHHA KOHUEHTPAT Ha NPOTPOMOHHOBHA KOMILIEKC (BXK. TouKa 4.9).

AKTHBHPAHOTO NapUHaIHO TpoMOOoILIacTHHOBO BpeMe (activated partial thomboplastin ti
H Hep test cbIO ca YOBRDKEHM B 3aBMCHMOCT OT [03aTa; H3MOJ3BAHETO HM
¢apMaKoJUHAMHYHHA €QEKT Ha puBapokcaban obade He ce mpenoprysa. Hiama He
Hab/oAeHHE Ha KOAryJIalHOHHTE MapaMeTpPH O BPEME Ha JIEYEHHETO ¢ puBapokcab




nNpaKkTHka. BBIpexkd TOBa, aKo € KIMHWYHO TMOKa3aHO, HMBaTa Ha puBapokcabaH morat ga Obaar
H3MEPBaHM ¢ KATMOpUpaHU KONUYMECTBEHH TecToBe 3a aHTH(axTop Xa (Bxk. TouKa 5.2).

[TeanarpuuHa nomynaLns
AHamu3bT Ha PT (peareHT - HeoracTun), aPTT u ante-Xa (¢ kanubpupaH KOJIUYECTBEH TECT)

NOKa3Ba TACHA BPB3Ka ¢ IUIA3MEHHTE KOHLEHTPALMH MpH Jelia. Bpbakara MeXXay aHTH-Xa H
[LNa3MEeHHTE KOHLEHTPALMK € IMHeHHA ¢ HaxiIoH Omu30 A0 1. Morar a Be3HHKHAT HHAWBHUOYAJTHH
HECBHOTBETCTBHA C MO-BUCOKH MJIH MO-HUCKH AHTH-Xa CTOHHOCTH, B CPABHEHHE ChC CHOTBETHHTE
NJasMEHH KOHueHTpald. Hama HeoOxoammocT ot HabmioneHHe Ha KOaryJIaLlHOHHUTE apaMeTpH MO
BpeMe Ha KIHHHYHO JIeUueHuUe ¢ puBapokcabaH. Bee nak, ako € KITMHHYHO ITOKA3AaHO,
KOHLICHTpaLMHTE Ha pHBapoKcabaH Morar Ja Obaar U3MEPRaHH ¢ KAJTHOPHPAHH KOJIHYCCTBEHH
TecToBe 3a auTH(pakTop Xa B mcg/l (rx. Tabnuua 13 B Touka 5.2 3a nManasoHuTe HA HAOMIONABAHHTE
[UTa3MEHH KOHLEHTpALMK Ha pHBapokcabaH npu aena). JJonHara rpaHKLA Ha KOJIHYECTBEHHTE
onpeaendiHua TpAOBa Ja c€ UMa NPEABHA, KOraTo CE€ M3MON3Ba aHTH-Xa TECTHT 3a& KOMHYECTBEHO
onpenessHe Ha IUIa3MEHHUTe KOHLIEHTpalMH Ha puBapokcabaH npu aeua. He e yctaHOBeH mpar 3a
e(HKACHOCT WM CHOWTHA, CBBP3aHK ¢ H6€30MacHOCTTA.

KiaHHHUYMHA e(pHKACHOCT H 6e30nmacHoCT

IIpodhunaxmuxa na uncyam u cucmemua em00sUs NPY NAYUEHMU C HEKAGNHO NPEeOCHPOHO MbIUCOEHE

KnuHnyuara nporpaMa ¢ puapokcabaHn € nnaHupana ¢ 1ieJ1 1a JEMOHCTpUpa e(pUKaCHOCTTA Ha
puBapokcabaH 3a nMpodHIAKTHKA Ha HHCYAT W CUCTEMHA MO0 NMPH NALMEHTH ¢ HEKJIAITHO
NPEACHPOHO MBXKICHE,

[1pu ocHoBHOTO ABOMHO caano npoyuBaHe ROCKET AF 14 264 nauuenTtu ca pasnpeneficHH aa
noy4yaBar WK puBapokcabaH 20 mg BeaHbxk AHEBHO (15 mg BeAHBK JHEBHO NPU MALMEHTH ¢
KpeaTUHUHOB KIHPBHC 30 - 49 ml/min) unu BapdapuH ¢ TUTpHpaHe Ha aozara 10 INR 2,5
(TepaneBTHYHH rpaHuuH 2,0 no 3,0). MeauaHHara NpOaABJDKMTEIHOCT HA MPOBEASHOTO JICUEHHE €
19 Mecena, a oOLara nIpoAB/LKHTEHOCT € 40 41 Meceua.

34,9% or maumeHTHTE ca JIEKYBaHM ¢ aleTWICATHIIIORA KicenHHa U 11,4% ca nexyBanu ¢ knac Il
AHTHAPUTMHUYHO CPEICTBO, BKIIOYUTEIIHO aMHOJAPOH.

PuBapokcabaH € ¢ He no-Majika e(peKTHBHOCT OT Bap(apHH 3a I[TbPBHYHATAa CHhCTABHA KpaWHA TOMKA 3a
HHCYIT U cHeTeMeH embomn3eM n3BbH [IHC. B nomynanusTa 1o nporokoin Ha Je4eHHe HHCYIIT WK
cucTeMHa embonusa ce Habmoaasar npu |88 nauxeHTH Ha puBapokcaban (1,71% Ha romMHa) ¥ NpH
241 na BapdapuH (2,16% na roouna) (HR 0,79; U 95%, 0,66 - 0,96; P<0,001 3a He no-Manka
ePeKTHBHOCT). OT BCHYKH PaHIOMH3HPAHH MaLUMEHTH, KOMTO ca aHain3upasd no ITT, mupsuwuHu
cuOHTHS ce pasBuBar npu 269 Ha puBapokcabaH (2,12% Ha roguHa) u 306 Ha papdapuH (2,42% Ha
roguHa) (HR 0,88; 95% 1IH, 0,74 - 1,03; P<(,001 3a He no-Manka edpexrusHoct; P=0,117 3a
NpeBb3XOACTBO). Pe3ynrarure 3a BTOPHYHHTE KpaiHH TOYKH, KAKTO Ca H3CJICABAHH B liepapXHueH
nopsaask B ITT aHanuza, ca mokazaxdu Ha Tabnuiia 4.

Cpen nauveRTHTE B rpynara Ha eapdapHi INR crofiHocTHTE Cca B rpaHULIMTE HA TepaNeBTHYHHA
auana3oH (2,0 no 3,0) cpeano 55% ot BpeMeto (MeauaHa 58%, uHTepKBapTHIIEH OHana3oH 43 no

71). EdexrsT Ha pBapokcabaH He ce pa3ii4aBa Ha HUBO LIEHTpAHO BpeMe B TapreTeH INR
AuanasoH 2,0 - 3,0 (BT) npu keapTunuTe ¢ eqHakbe pasmep (P=0,74 3a BzauMoneiicTene). B Haii-
I'OpHHA KBapPTHI N0 OTHOIIEHHKE Ha LteHThpa KoepuumentsT Ha Puck (HR) 3a puBapokcaban cripsaMo
BapdapuH e 0,74 (95% OH, 0,49 - 1,12).
YecroTara Ha OCHOBHHMTE PE3y/ITaTH 3a 6€30MmacHOCT (roJieMH U HerojieMH KIHHHYHO 3HA
KPBBOH3IUBH) ca NOAOOHH 3a ABETE TepaneBTHYHH rpynH (Bxx. Tabnuua 5).

Tabnanua 4: Pesyaratu 3a epuxkacnoct ot ¢pasa Il ROCKET AF




IIpoyasaHa nonyJaanns

ITT anayin3 HA ePHKACHOCTTA NPH NANHEATRH ¢ HEKJIANHO NPEXCHPAHO

TepaneBrHvHA 1032

MBbKIEHE
Pupapokcaban 20 Bapdapusn HR (95% AH) p-
mg eXHH 0BT TATpHpaH A0 INR 2,5 | croiinocT, TecT 3a
IHEBHO (TepaneBTHYHH NpPeBb3X0ACTBO
(15 mg BeaunK Auesno | T'PAHHIH 2,0 no 3,0)

NPH BAHEATH C
YMEPEHA CTE¢NnEen HA
01LOpeuno yepexiane)
YecToTa Ha chOHTHETO
(100 nanueHTOrOANHH)

YecToTa HA CHORTHETO
(100 nanHeHETOrOAHHNK)

HMucynT 1 cHcTeMHa

0,88 (0,74 - 1,03)

TepanesTn4Ha X032

NpH NANREHTH ¢
YMEPEHA CTENEH HA
O0LOpeuHO YBpeXKAaHE)
YecToTa HA cHLOHTHETO
(100 nanBeHTOrOAHHNA)

rpaaunu 2,0 xo 3,0)

YecToTa HA CHOATHETO
(100 nanHeHTOrONHHEH)

embonusa u3psH ITHC 269 (2,12) 306(2,42) 0,117
HucynT, cUCTEMHA
embonmus y3BepH ITHC # 572 (4,51) 609 (4,81) ggz 5(0’84 - 1,05)
ChAOBA CMBPT ’
Hucynt, cucTeMHa
eMOonua u3ppH 1{HC, 0,93 (0,83 - 1,03)
CBHIOBa CMBPT H HHOAPKT 659 (5,24) 709(5,65) 0,158
Ha MMOKapna
HHcynr 0,90
253 281 (0,76 - 1,07)
(1,99) (2,22) 0,221
CucremHa eMbonus
wspbH LIHC 20 27 0,74 (0,42 - 1,32)
(0,16) (0,21) 0,308
HHpapkT Ha MHOKapa 130 (1,02) 142 (1,11) g’ié iﬂ’n - 1,16)
Tabmuua 3: Pesynaratu 3a 0esonacHoct oT dpaza II1 ROCKET AF
IIpoyusana nonyaanus | IlauneRTH ¢ HEKJANHO NPEACHPAHO MbXKAeHeY
PasapoxcaGan 20 mg | Bapdapns HR (95% ) p-
e/lHH ObT AHeBHO (15 THTpHpan a0 INR 2,5 CTOHHOCT
mg BeAHDK JHEBHO (TGPHIIEBTH'IHII

['oneMu U HeroneMu
KJIMHUYHO 3HAYHUMH
KPBLBOH3/IHBH

1475
(14,91)

1 449
(14,52)




['oneMH KpBBOU3IUBH

395 (3,60)

386 (3,45)

1,04 (0,90 - 1,20)
0,576

IIpoyuBana nonynanus

IIanHeHTH ¢ HEKJANMHO NPEACHPAHO MbxKAeHE™

PuBapokcaban 20 mg | Bapdapun HR (95% AHN) p-
eHH NbT AHEeBHO (15 TaTpapan g0 INR 2,5 CTOHHOCT
mg se{HbK JHEBHO (TBPHIIGBTE‘IHH
OpH NALHEHTH ¢ rpanuna 2,0 no 3,0)
yMepeHa cTelleH Ha
TepanesTH1ina n03a On0peano yepexnane) | Yecrora Ha crOBTRETO
HecToTa HA cBOHTHEeTO | (100 mAlHEHTONONENR)
(100 nansenTOrOAHHHA)
CmbpT B pesynrarHa | 27 55 0,50 (0,31 - 0,79)
KbpBeHEe™ (0,24) (0,48) 0,003
KbpeeHe oT KpyuTHUYeH | 91 0,69 (0,53 -0,91)
opray® (0,82) 133 (1,18) 0,007
HuTpakpanuaneH 55 84 0,67 (0,47 - 0,93)
KPBBOH3JIUB* (0,49) (0,74) 0,019
Cnag Ha 1,22 (1,03 - 1,44)
xeMornoouna* 305(2,77) 254 (2,26) 0,019
KpbBOTIPE/THBAHE Ha 2 183 (1,65) 149 (1,32) 1,25 (1,01 - 1,55)
WM TTIOBEYEe ENHMHHLIU 0,044
EPUTPOLIMTH WIH LATa
KppB*
HeronemMy KJIJMHHYHO 1 185 1 151 1,04 (0,96 - 1,13)
3HaYMMH KpsBom3iiuen | (11,80) (11,37) 0,345
CMBPTHOCT NO BCAKAKBH 0,85 (0,70 - 1,02)
—— 208 (1,87) 250 (2,21) 0.073

a)

*

HOH}/HE.L[HH, H3ITMTBaHa IC OTHOLLUEHHUEC Ha GESGHEICHOCT, Ha JICHECHHC

HomMuHaIHO 3HaYHUMHU

B nombaneHue kpM npoyusaHeTo (aza III ROCKET AF, € npoBeaeHo NpocneKTUBHO,
NOCTMapKETHHIOBO, HEUHTEPBEHLIMAHAIIHO, OTBOPEHO KOXOPTHO NMpoyuBaHe ¢ enHo paMo (XANTUS)
C OCHOBEH M3X0[, BKMIOUBALL TPOMOOeMOONTHYIHH CHOHTHA W roIsIMO KpbBeHe. 6 704 naumeHTa ¢
HEKJIANTHO MPEAChPAHO MBXKIEHE ¢a UMM BKIIOYEHH 38 NMPOPUIAKTHKA HA HHCYIT H eMOO0JIHs H3BBH
LeHTpanHara HepBHa cucreMa (L{HC) nipu peanuu ycnosus. Cpeanure pezynarati Ha CHAD
omnn 1,9 u Ha HAS-BLED ca 6unu 2,0 npu XANTUS, B cpaBHEeHHE ChC CPEAHHTE pPe3y g&\'\l_ﬁ” ey h
CHADS2 u HAS-BLED or 3,5 u 2,8 csoteetHo npu ROCKET AF. lonamo kpbBeHe R Q x’zg.:
npH 2,1 cnyuas 3a 100 natmenro-ronnna. Crolinasa ce 3a neraneH KPHBOH3IHB MIp 5 i :_L
100 nanueHTO-ronMHY ¥ BETpedepenieH Kpbeouanus npu 0,4 ciyuas 3a 100 namme &
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HucynT mnu em6onus w3sbH L{THC ca peructpupanu mpu 0,8 ciydas 3a 100 nanuenTo-roquty. Tesu
HaOJIONEHHA B PEATHH YCJIOBHA €a B CHOTBETCTBHE C YCTAHOBEHHA Npodui Ha H€30MacHOCT MpH

TOBA NMOKA3aHHC.

B mocTMapkeTHHroBO HEHHTEPBEHLIMOHANHO NpOoyYBaHe npH noseye ot 162 000 naiMeHTH OT YeTHpH
IbpKaBH puBapokcabaH € npearucan 3a MpogWiakTUKa Ha HHCYIT M CHCTEMHa emb011s Npy
NalHeHTH ¢ HEKNATHO NMPeAChPAHO MBbXKAeHe. Yecrorara Ha chOUTHATA 32 HCXeMHUeH HHCyaT e (0,70
(95% CI1 0,44 - 1,13) 3a 100 naumerTOronMHy. KbpBEHE, KOETO BOAM A0 XOCIMHTANU3ALMA, HACTHIIBA
¢ yecToTa Ha crOHTUATA Ha 100 nmanueHTtoroauHM 0,43 (95% CI 0,31 - 0,59) 3a BpTpevepeneH
KpbBOU3NMB, 1,04 (95% CI 0,65 - 1,66) 3a cromMaliHO-4peBHO KbpBeHe, 0,41 (95% CI1 0,31 - 0,53) 3a
yporeHuTasiHo KbpeeHe U 0,40 (95% CI 0,25 - 0,65) 3a npyro xupbeHe.

TaiedTd, NOUIOKEHH HA KADAHOBEP3HO

[IpocnekTUBHO, paHIOMH3HPAHO, OTBOPEHO, MHOFOLIEHTPOBO, €KCILTIOPATOPHO MPOYyYBaHE CHC
3acjiCrieHa OLleHKa Ha KkpaiiHara Touka (X-VERT) e nposeneso npu 1 504 nauueHTy (HelreKyBaHU
NOCEra ¢ MepopaiHH AaHTHKOAryJIAHTH H JIEKYBAHH IPEABAPUTENHO) ¢ HEKIANHO NPEACHPAHO
MBXKIeHe IUTaHHPaHO 34 KApAKOBEP3HO, 3a 1a C€ HAIpaBH CPAaBHEHHE MEXXIY pUBapokcabaH U
aganTHpana xo3a ABK (pannomusuparo 2:1), 3a npeBeHLHA Ha ChPAEYHOCHAOBH CHOUTHA.
Hanon3BaHM ca cTpareryi ¢ noMoilra Ha HacoupaHe upe3 TEE (1-5 auu npeapapHTeIHO 1eYeHHe)
WIH KOHBEHIL[HOHAJTHO KapAMOBEP3HO (HaH-MAIKO TPpHU CCAMHLIM NPEABAPUTETHO JICUSCHUE).
[IbpBUYMHKTE pe3YyNTaTH 3a €PUKACHOCT {BCHYKH HHCYJITH, IPEXO/IHA HCXEMHYHA aTaka, CHCTEMHA
eMbonus HecrbpiaH ¢ LIHC, urdapkr Ha Muokapaa (M) 4 cepieyHOCHAOBA CMBPT) Ca C€ MOABUIIH
npH 5 (0,5%) naunenTty B rpynara Ha puBapokcaban (n=978) u 5 (1,0%) naumenTa B rpynara Ha
ABK (n=492; RR 0,50; 95% CI 0,15-1,73; monuduumpana [TT-nonmynaums). OCHOBHHUAT pE3yaTar 34
6esornacHocT (MACHBHO KbpBeHE) ce € noaBui NpH 6 (0,6%) u 4 (0,8%) naLimeHTH B rpyNnMTe Ha
puBapokcadan (n=988) u ABK (n=499) crorBetHO, (RR 0,76; 95% CI 0,21-2,67; 6e30macHa
riomysaiud). Topa eKCIuIopaTopHO MPOyYBaHE € NMOKA3aJI0 CpaBHUMA €(PHKACHOCT M 6€3011acCHOCT
MEKIY IpyNHATe Ha JieueHHe ¢ puBapokcaban u ABK B ycnoBusaTa Ha KapaAHOBEP3HO.

[TaleHTH ¢ HEKIATHO NPEACHPAHO MBXAEHE, KOUTO noanexkar Ha 11KH ¢ nocTaBsHe Ha CTEHT
H3peplueHo € paHAOMH3HPaHO, OTKpHTO, MHOroueHTpoBO mpoy4yBaHe (PIONEER AF-PCI) c 2 124
MaUMEeHTH ¢ HEKJIATTHO MPeACHPAHO MBXACHE, KOUTO ca 6w nojoxeHd Ha [1KH, ¢ nocraBsaHe Ha
CTEHT 3a ITHPBUYHO aTEPOCKICPOTUUHO 3ab0/IABaHe, 3a CpaBHABaAHE Ha Oe30MMaCHOCTTA Ha JIBE CXEMH
Ha puBapokcabaH H eaHa VKA-cxema. [Tanuenture ca Ounu pasnpelencHy Ha ¢Ty4aeH NMPHHLIMII
1:1:1 3a 0bma 12-Meceuna Tepanua. IlanmeHT ¢ aHamHe3a 3a HHCYIT WM [THMK ca uskmodenH.
['pyna 1 nomyvasa pusapokcabaH BeaurxK JHEBHO 15 mg (10 mg BeaAHBK AHEBHO NPH MAIHEHTH C
KpeaTHHUHOB KJIIMPBHC 30 - 49 ml/min) mmoc P2Y 12 uaxuburop. ['pyna 2 nonyyaea 2,5 mg
puBapokcabaH nea meTH AHeBHO 3aeHO ¢ JITAC (aBoiiHa Tepanus ¢ aHTUArperaHTHH CPEACTBa,
HanpuMep Kiaonugorpen 75 mg [wiM zamecreauua P2Y 12 naxubutop] rwioc HEHCKa g03a
aueTwicanuuunosa kucenuHa [ACK]) 3a 1, 6 unu 12 Meceua, nocnearaHa or pusapokcabaH 15 mg
(w1 10 mg 3a MauMeHTH ¢ KpeaTHHUHOB KNUPBHC 30 - 49 ml/min) BegHBK JHEBHO, IUTIOC HHCKA
no3za ACK. I'pyna 3 nomyyasa xopurupasa aosa ABK numoc ITAC 3a 1, 6 unu 12 Meceua,
nocaeasaHa OT kKopurdpasa 103a ABK, mmroc Hucka noza ACK.

[TspBHYHaTa KpaifHa TOUKa 34 6€30NaCHOCT, KIIHHUYHO 3HAMUMUTE CITy4Yad Ha KbPBEHE, Ce MOABIBAT
mpu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yvactHuim B rpyna 1, rpyna 2 u rpyna 3, pe
(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, pecnie
BropuyHara kpaiiHa Touxa (ChCTaBeHa OT CbpAeUHO-ChAOBH cBOuTHA CC cMBpT, M

Habmonarana ripu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yuacTHMIiM B rpyna 1, rpymna 2 I_.'Lp AN
CbHOTBETHO. Besaka OT cXeMHTe Ha pHBapoKCcabaH MOKAa3Ba 3HAYMTEHO HAMAJIABAHE HY KAMHWY _Q-. -.-f',,- o :‘
2 jl”‘?*' ,:4 - ‘ ::::: *




3HAYMMUTE CIydal Ha KbPBEHE, B cpaBHeHUe ¢ ABK-cxemara MpH MauMeHTH ¢ HEKJIAITHO
NpeackpAHO MBbaKAEHE, KOUTO ca OlnM nogyoxeHy Ha [1IKH ¢ nocrassase Ha creHT.

OcuxoHara uen Ha PIONEER AF-PCI e oueHka Ha 6¢3onacHocrra. JJaHHHTE OTHOCHO e(pMKACHOCTTA
(BKITIOUHMTETHO TPOMOOEMOOIHUHH ABICHHS ) ITPH Ta3H IMOMYJalKd ca OrpaHUYeHMU.

Jeuenue na J{BT, BE u npogpunaxmuxa na peyuousupawu J{BT u bE

KiMHu4HaTa AporpaMa ¢ puBapokcabaH € IuiaHHpaHa ¢ LI A2 JEMOHCTPHPAa €PHKACHOCTTa Ha
pHBapokcabaH NpH HaYaJIHOTO U NPOALIDKUTENIHOTO JiedeHue Ha ocTpH JABT u bE u npodunakrukara
Ha PELMIHBH.

Hax 12 800 naumeHTH ca MpOy4YEHH B YETUPH PaHIOMH3HPAHH, KOHTPOJIHPAHH KIHHHYHH
npoyusaHua ¢aza III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
NOMBJHMTENTHO € MPOBEACH NpeaBapuTenHo aeduHupad cbopeH aHanu3 Ha npoyusaHusaTa Einstein
DVT u Einsten PE. O6inara koMOHHHpaHa NPOAB/DKHATEIHOCT HA JICYEHHETO 3a BCHUKH MPOYYBaHUA
e 10 21 Meceuna.

B npoyusanero Einstein DVT 3 449 nauuents ¢ octpa ABT ca npoyuenH 3a neueHuero Ha /IBT u 3a
npodunakruxa Ha peuuauerpaiun JABT u bE (nmauuenture ¢be cumirroMarnyed bE ca HakmoueHn ot
TOBa npoy4saHe). [IpOABIDKHTENHOCTTA Ha JIeueHHEeTO € 3, 6 Wi 12 Mecewia B 3aBUCUMOCT OT
KITHHHYHATA IPEUCHKA Ha W3CICA0BaTeN.

3a nevyeHHeTO npes mepBUTe 3 ceamuum Ha octpa JIBT ca npunaranu 15 mg puBapokcabaH aBa ITbTH
JHeBHO. Cen TOBa Ne4eHUETO nNpoabkasa ¢ 20 mg puBapokcabaH €aHH ITBT JHEBHO.

B npoyusasero Einsten PE 4 832 nanuentu ¢ octep BE ca npoyueHu 3a nedyenrero Ha bE n 3a
npodpunakTuxa Ha peuuadeupamy JABT 1 bE. IlpogsokuTenHocTTa Ha JeueHueTo € 3,6 unu

12 Meceua B 3aBUCHMOCT OT KJIMHHYHATA MPELi€HKAa Ha H3CTIEAOBaTeN .

3a neyeHueTo Ha ocThp bE nipes mbpBHTE 3 ceaMMIM ca npwiaradHi 15 mg pusapokcaban asa mbTH
aueBHo. Crea ToBa JIEYEHHETO NpoAb/KaBa ¢ 20 mg pusapokcadaH eAuH ITbT JHEBHO.

M npu neete npoyusauua Einstein DVT u Einsten PE cpaBHHTENHOTO leueHHEe BKIIOYBA
€HOKCANapHuH B MPOXB/DKEHHUE Ha ITOHE 5 IHU B KOMOHHALIMSA ¢ AHTArOHKCT Ha BHTaMHH K 10

nocrurane Ha croHHocT 3a PT/INR B TepanerTnunuTe rpanui (0 2,0). JleuenneTo npoasikasa ¢
aHTaroHUCT Ha BUTaMHH K, kaTo no3ara My € Takaga, uye cToiHOCTHTe 3a PT/INR naca B
TEparneBTHYHUTE rpaHyuH ot 2,0 xo 3,0.

B npoyusanero Einstein Extension 1 197 nauuenru ¢ IBT unu BE ca npoyueHu 3a nipouiakTHkara
Ha peuausupaind JABT u bE. ITIpoawmkurentocrra Ha neyeHrHero obxeama JOMWIHKTENHH 6 1o 12
Mecela NPH MaluHeHTH, KOUTO Ca MPEMHUHAIM Kypc Ha nedeHHe ot 6 no 12 Mecelia Ha BEHO3¢H
TPOMOOEMOOTHU3BLM B 3aBHCHMOCT OT KJIMHMYHATA NPELICHKA Ha u3ciegoBarens. CpaBHABRA Ce
puBapokcabaH 2() mg BeaAHBK AHEBHO ¢ Iauebo.

IIpoyusanuara Einstein DVT, PE u Extension U3non3Bar €1HH U ChILH [PeBAPUTETHO AePHHHPAHH
NMbPBHYHA H BTOPHYHH PE3yaTaTH 3a ePUKacHOCT. [InpBHYHHAT peaynTar 3a e(pHKaCHOCT €
CHMITTOMATHYEeH peLIHAHBHpAalll BeHO3eH TpoMboeMbonuaeM (BTE), neduHHpaH Karo CECTaBEH OT
peuauBupamia JABT wiau neraned unu Heneranen bE. BropuuHusar pesynrar 3a epukacHocT ce
ne¢uHMpa Kato ceeTaBeH oT peunausupama JIBT, Heneranes BE U cMBPTHOCT HE3aBHCHMO OT
[IPUYHHATA.

B mpoyusane Einstein Choice 3 396 nauuenTs ¢ notespaeHa cuMnTomMarvusda JBT
ca 3aRbPIIHWIH 6 10 12-MeCeHHO aHTHKOAryJlaHTHO JIEUEHHUE, Ca NPOYYEHH 3a Npod



neraneHd BE u Heneranuu cuMrmomarilH JIBT u BE. [lanueHTHTE € NOoKa3zaHHUe 3a NPOABDKHTENHO
aAHTHKOAryJIaHTHO JICYCHUE C TEpareBTUYHA 034 Ca H3KIIOYEHH OT NPOYUBAHETO.
[IpoABKUTETHOCTTA HA JIEHeHHeTO € A0 12 Mecela B 3aBHCHMOCT OT jiarara Ha HHAMBHIYATHOTO
paHaoMH3upane (MennaHa: 351 nuu). Pusapokcaban 20 mg BeqHs)K AHEBHO K pHBapokcaban 10 mg
BeAULX JHEBHO ca CpaBHEHH Che 100 mg auerdncanuiunaoBa KHCEJIHHA BEIHBX AHECBHO.

[TLpBUYHHUAT pe3ynTar 32 ePUKACHOCT € CUMITTOMaTHUYeH PELIMAMBHPALl BEHO3eH TpOMOoeMOONH3IEM
(BTE), nedunupan xaro cMecHuara ot peudausupaiia JIBT vnu neranen win HeneraneH bE.

B npoyuBaneTto Einstein DVT (k. Tabnuia 6) ce nmokasea, 4ye pupapokcabaH € ¢ He o-Manka
edekTHBHOCT 0T eHokcanapiH/ABK 3a meperiHua pesynrar 3a epukacHocT (p < 0,0001 (Tect 3a He
no-maika edpexrusroct)); HR: 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a NpeBB3XOACTBO)).
[IpenBapuTeHO NeUHApAaHaTa HETHA KIMHUYHA 110132 (IIbPBUYEH PE3YTAT 34 (UKACHOCT ILUTIOC
rolieMH KpsBOM3NHBH) ¢e chobuasa ¢ HR 0,67 ((95% AU: 0,47 - 0,95), HOMUHAIHA p CTOHHOCT p =
0,027) B non3a Ha puBapokcabat. INR cToifHOCTHTE Ca B TepalleBTHUHMA auana3oH cpeaHo 60,3% or
BPEMETO IPH CpeHa POABDKHATEIHOCT Ha eveHneTo oT 189 nHu, u 55,4%, 60,1% u 62,8% ot
BpPEMETO MPH I'PyNUTE ¢ IUTRHUPAHO JICYEHHE ¢ IPOABDKHTEIIHOCT CHOTBETHO 3, 6 M 12 Mecena. B
rpynara Ha eHokcanapus/ABK HAMa sicHa BpB3ka Mex Iy HHBOTO Ha CpeJHOTO LeHTpaiHo BT]]
(epeme B TaprereH INR auanason 2,0 - 3,0) npH TepUWIHTE C €JHAKBB pa3Mep U YECTOTaTa Ha
peudausupainure BTE (p = 0,932 3a p3auMopeiicTeie). B HAl-rOpHHS TEPUMI 10 OTHOLLUEHHE Ha
ueHtspa HR npu pueapokcaban cnpamo Bapdapus € 0,69 (95% AH: 0,35 - 1,35).

YecTOoTHTE 33 MBEPBHYHHA pe3yJITar 3a 6e30nacHOCT (MoleMH WIH KIHHUYHO 3HAYHMH HErOJIeMH
KPBLBOM3JIMBM ), KAKTO H 3a BTOPMUHHA pe3ynTar 3a 6€30MacHOCT (roJIieMH KPLBOU3/IMBH), Ca CXOAHH 3
ABETE TEPANeBTUYHH IPYIH.

Tabunna 6: PesyaraTtu 3a epuxacrocT B 6ezonacnoct ot ¢paza II1 Einstein DVT

3 449 nanBeHTA CHC CHMITOMATHTHA OCTPA ABLJAGOKA
IIpoyuBana nonyaanusa
BeHO3HA Tpombo3a
Pusapokcabana) 3, Enoxcanapun/ABKY
J03a ¥ NpoAL/IKATEIHOCT HA 6 win 12 mecena 3, 6 mum 12 Meceua
JICYEHHETO N=1 718
N=1 731
CuMrromaruucH peuravBupam | 36 51
BTE* (2,1%) (3,0%)
CumrrromarndeH peunanBrpain | 20 18
BbE (1,2%) (1,0%)
CuMrIrroMaruyHa 14 28
__ peungueHupaia JIBT (0,8%) (1,6%)
C 1 (0,1%)
uMnroMatHdHd bE u JIBT 0
Jletanen BE/cMbpT, kpaero BE | 4 (0,2%) 6 (0,3%)
He MOXe Ja Oble H3KITIoueH _
[onsaMO WM KIMHMYHO 3Hayumo| 139 138
HEroJIIMO KBPBEHE (8,1%) (8,1%)
ToneMHU KpsBOUIIUBH 14 20
(0,8%) (1,2%)

a) Puapokcaban |5 mg aBa meTH AHEBHO 3a 3 CeAMMIIM, NIOCceaBaHo ot 20 mg

AHCBHO




6)  EnokcanapuH 3a Hal-MaJko 5 AHM, 3acThIIEH M nocieasad ot ABK

* p < 0,0001 (He no-Mayika eHKACHOCT MO OTHOLICHHUE HA MpeaBapHTeSHO omnpeneneH HR
2,0); HR: 0,680 (0,443 - 1,042), p = 0,076 (npeBB3X0ACTRO)

B npoyupanero Einstein PE (mk. Tabnuua 7) ce nokassa, 4e puapokcabaH € ¢ He o-MaJika
edukacHocT oT eHokcanapuH/ABK 3a mbpButinus pesynrar 3a eduxacHoct (p=0,0026 (Tect 3a He
noManka edpukacioct); HR: 1,123 (0,749 — 1,684) ). [Ipensapurento neMHUpaHara HETHa
KIHHHUYHA 0133 {ITEPBHMEH PE3yNTAT 3a €UKACHOCT TUIKOC FOJIEMH KPbBOH3NIMBH) € Ch0OLIaBa C
HR ot 0,849 ((95% JAH: 0,633 — 1,139), HoMuHaNHA p cToifHOCT p = 0,275). INR croitHOCTHTE Ca B
TepaneBTHYHUA THANIA30H cpeAHO 63% OT BpeMeTo NpH cpeHa MPOLBDKHTETHOCT HA JICYEHHUETO OT
215 ouu 1 57%, 62% u 63% OT BpEMETO NPH IPYTIHTE C TUIAHHPAHO JIEYCHHE ¢ APOABLKHTENHOCT
chOTBeTHO 3, 6 1 12 Mecena. B rpynara Ha eHokcanapnH/ABK HaMa scHa Bpb3ka MeKIY HHBOTO Ha
cpenHoTo nenTpanHo BT (BpeMe B Tapreren INR nuanazon 2,0 - 3,0) npH TepupinyaTe ¢ €1HAKbLB
pasMep | gyecrorara Ha peunanBupawunte BTE (p = 0,082 3a szauMozeiicteue). B Hafi-ropHus
TePi{WI Mo oTHoUIeHHe Ha ueHTspa HR npu pusapokcabaH cripsMo sapdapus e 0,642 (95% JIH:
0,277 - 1,484).

YecToTHTE 3a ITBPBHYHUS pe3y/Tar 3a 0€30MacCHOCT (NIEMH WIH KIMHUYHO 3HAYUMH HETOIEMH
KPBBOHIIHBH) ¢a MaJIKO IO-HUCKH B Mpynara Ha JjieueHue ¢ pupapokcabaH (10,3% (249/2 412)) B
CpaBHeHHe C rpynara Ha JeueHHe ¢ eHokcanapui/ABK (11,4% (274/2 405)). Yecrorara 3a
BTOPUYHHA pe3ysTar 3a 6e30MacHoCT (rojieMH KpBBOK3JIMBH ) € MO-HHUCKA B I'pyriaTa Ha puBapokcaban
(1,1% (26/2 412)) B cpaBHeHHe ¢ rpynara Ha eHokcanapui/ABK (2,2% (52/2 405)) ¢ HR 0,493 (95%

JAH: 0,308 - 0,789).

Tab6auna 7: Pe3yataru 3a epuxacHocT u Gesonacuoct ot ¢asa Il Einstein PE

IIpoyusaua nonyJaung 4 832 nanHeHTH C 0CTPA CHMOTOMATHYHA BE
71038 H NPOTHIKHTEIHOCT HA Pusapoxkxcabans) 3, Enoxcanapun/ABK® 3,
NeCICHHETO 6 nian 12 Mecena 6 nau 12 mecenna N=2
N=2 419 413
CumMmrrromaryyeH peunausupamy | S0 44
BTE™® (2,1%) (1,8%)
CHMIITOMaTH4YEH 23 20
peurausHpain bE (1,0%) (0,8%)
CuMnroMaruyHa 18 17
_peunmeupaua JIBT (0.7%) (0,7%)
CumnromMatuyad bE u JIBT 0 2 (<0,1%)
Jetanen BE/cMupT, kbaero BE | 11 7 (0,3%)
He Moxke Aa Opae M3KIIoUeH (0,5%)
[onsMo WM KIMHHYHO 3HauHMO | 249 274
HETOJIIMO KbPBEHE (10,3%) (11,4%)
['oneMu KpeBOH3NMBH 26 02
(1,1%) (2,2%)

a) PusapokcabaHn 15 mg aBa ITbTU JHEBHO 32 3 ceAMMIM, NOcaeaBaHo oT 20 mg eqHH ITbT
OHECBHO
6)  EHoKcamapuH 3a Hail-MaJIKO 5 IHH, 3acThIeH U nociensad ot ABK

¥ p<0,0026 (He no-Manka epMKaCHOCT O OTHOLIEHHE HA PEABAPHTEITHO OIIPE

2,0); HR: 1,123 (0,749 - 1,684)




[IpoBenen e npeapapurenHo JeduHUpaH obolieH aHaIM3 Ha pe3yaTara oT npoyuBaHuaTa Einstein
DVT u PE (ex. Tabnuua 8).

Ta6auna 8: Peayarars 3a eduxkacHocT H 6e3onacHOCT OT cOopeH anasn3 Ha ¢ga3za III Einstein
DVT n PE

 TIpoysBaHAa momyJIaliHe 8 281 naumentH ¢ ocTpH cuMuToMATHYHH /IBT nau bE
| PuBapoxcabans) 3, Enoxcanapun/ABK®

A032 B NPOXBLIDKHTENHOCT Ha 6 nan 12 mecena N 3, 6 nan 12 mecena
e =4 150 N =4 131
CUMMIITOMATHYEH peuManBupam | 86 95
BTE* (2,1%) | (2,3%)

CHMIITOMaTH4eH 43 38

peunauBHpain BE (1,0%) (0,9%)

CuUMITTOMaTHYHA 32 45

peurauBypaina BT (0,8%) (1,1%)

Cumrrromatuusaut BE n JIBT 1 (<0,1%) 2 (<0,1%)

Jleranen BE/cMbpT, Npy KOoATO | 15 13

He Moxe Ja ce M3KiTiouv BE (0,4%) (0,3%)
[oneMH MAH KIMHHYHO 3Ha4UMH | 388 412
HEerojieMH KpbBOH3/IHBH (9,4%) (10,0%)
['oneMu KPBLROUINTHBH 40 72

(1,0%) (1,7%)
a) Purapokcaban 15 mg aBa ITbTH AHEBHO 34 3 CEAMHLM, NMOCACABAHO OT 20 mg €AKH MBT
IHEBHO

6) EHokcanapHH 3a Hali-Manko S QHH, 3aCTBIICH U nocneapaH or ABK
* p <0,0001 (Be no-Manka ePUKACHOCT IO OTHOLICHHKE Ha npeapapuTenHo onpeneneH HR or

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

[IpenpapurenHo AedMHUpPaAHATA HETHA KIUMHHYHA MOM3a (ITbPBUYEH PEe3yNTaT 3a €PUKACHOCT IUTIOC
rojlieMH KpbBOH3JIMBH) Ha cOOpHU4 aHanu3 ce ¢bobinaBa ¢ HR ot 0,771 ((95% AU: 0,614 - 0,967),
HOMHHAIHA p crofinocT p = 0,0244).

B npoyuBaneTto Einstein Extension (Bxk. Tabnuua 9) puBapokcaban rpepbs3xoxaa ruiauedo no
OTHOLIEHHWE HA ITBPBHYHHTE H BTOPUYHMTE PE3YJITATH 34 €PUKACHOCT. 3a MLPBHYHHA PE3YIITAT 32
Be3onacHoCT (rojieMy KpbBOM3IIUBH) C€ YCTAHOBABA HE3HAYUMO YHCIICHO MO-BHCOKA HeCTOTa NMpH
NALUMEHTHTE Ha jiedcHUe ¢ puBapokcabaH 20 mg elUH ITT Ha X€H B CpaBHEHHE ¢ miaLedo.
BTopuyHUAT pe3yaTar 3a 0e30nacHOCT (roNeMH WIH KIIMHUYHO 3HAYUMH HEeroJleMH KPbBOH3JIHBH)
OKAa3Ba MO-BUCOKH YECTOTH MPH NALMEHTHUTE, JICKYBAHH ¢ puBapokcabaH 20 mg e1MH MbT AHEBHO, B
cpaBHeHHe ¢ 1uianebo.

TaGnaua 9: Pesyaratu 3a edpuxacHocT H OezonacHocT ot ¢praza III Einstein Extension

1197 nanuenTA Ca NPOABLIIKHIIHE JIeICHAETO H
IIpoyaBana nonynranns NpoPHIAKTHKATA 32 PENHAHBUPATL BEHO3ECH
TpoMboeMbOIHIBLM
Ho32 1 npoas/DKATENHOCT HA | PaBapokcaGan® 6 ILnane6o 6 mn
JIeYeHHEeTo Had 12 mecena N 12 mecena N
= 602 594




CuMnroMaruyeH peuyadsupan | 8 (1,3%) 42

BTE* (7,1%)
CHMIITOMaTHY€eH 2 (0,3%) 13
peuraHBHpaul bE (2,2%)
CuMrrroMaTHyHa 5 (0,8%) 31

 peunanBupamta JIBT (5,2%)

Jleranen BE/cMbpT, nipH kogro | 1 (0,2%) 1 (0,2%)
He MOXKe Ja ¢€ M3KMOUU bE

['onemu KPBHBOUIIIHBY 4 (0,7%) 0 (0,0%)

KAHHHYHO 3HAYHMH HETOJIEMH 32 7(1,2%)

KPBbBOM3IMBU (5,4%)

a)  Pupapoxcaban 20 mg equH T AHEBHO

" p < 0,0001 (mpepw3xoxcTro), HR: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bxk. Tabnuua 10) puBapokcaban 20 mg u 10 mg npess3xoxaa
100 mg aneTHwicaNUIUIOBA KMCENTHHA 10 OTHOIIIEHHE Ha ITbPBHYHHA PE3YITaT 32 €(DMKACHOCT.
OCHOBHHAT pe3yiaTar 3a 6e3onacHocT (CEOHMTHS Ha rojIsIM KPBbBOH3JIMB) € CXOACH IIpH NalldeHTHTE,

neKyBaHH ¢ puBapokcabaHn 20 mg u 10 mg peaHexk AHEeBHO B cpaBHeHuUe ¢be 100 mg

ALCTUWICATHUIIHIIOBA KHCCIHMHA.

Taoanua 10: Pesyararn 3a epuxacroct H 6ezonacnoct or pasa I Einstein Choice

[Mpovapana HonvIIHs 3 396 ca npoaAbLLKHIH OPOPHIAKTHKATA 32 pelHIHBHPA L
poys ayat BeHO3eH TpomMboemMbonn3LM
PuBapokcadan PuBapoxcaban
20 mg BeanbXx 10 mg BeanbL XK ACK 100 mg
TepaneBTHYHA 1034 aseBro N=1 aHesHo N=1 BeAHDbXK JHEBHO
107 127 N=1 131
MenuaHa Ha
[POIB/LKUTEIHOCTTA Ha
NIEYEHHETO 349 [189-362] aHu 353 [190-362] auu | 350 [186-362] auu
[MHTEpKBApTWICH
AHAITA30H |
CuMnmoMaTuyeH 17 13 50
peudauBupain BTE (1,5%)* (1,2%)** (4,4%)
CuMnToOMaTHiEH 6 (0,5%) 6 (0,5%) 19
peunaMBupail bE (1,7%)
CHMOTOMAaTH4YHA 9 (0,8%) 8 (0,7%) 30
peuuausupaiia JIBT (2,7%)
Jleranen BE/ cMbpT, 0
IPY KOATO HE MOXKe JIa 2 (0,2%) 2 (0,2%)
ce U3KJIo4ud bE




CuMnroMaruieHx
BTE
PELAIMBHPAtL =~ =, 19 18 56

HH}apKT HAa MHUOKapIa, . . u
MHCY/IT WIH CHCTEMHA (1,7%) (1,6%) (5,0%)

embonud m3BepH 1THC

6 (0,5%) 5 (0,4%) 3 (0,3%)
['oneMu KpbBOU3IHBH
KnuHutHO sHaUMMH | 30 (2,7%) 22 (2,0%) 20
HETOJIEMH KPBBOU3IHBU (1,8%)
CuUMIITOMaTHYEH
peudausupaiy BTE unu 23 17 .
roasM KpbBOM3NMB (HeTHA | (2,1%)" (1,5%)" 53 (4,7%)

KIMHHYHA 110)133)

* p<0,001(npeBs3x0acTBO) pHBapokcaband 20 mg BeaHbx fHEeBHO cnpaMo ACK 100 mg
Beausx AHeBHo; HR=0,34 (0,20-0,59)

** p<0,001 (nperb3xoncTeo) puBapokcadbad 10 mg seaunx auesHO cnpamo ACK 100 mg penubx

nHesHo, HR=0,26 (0,14-0,47)

* PuBapokcaban 20 mg Beanbx gHeBHO cnpamo ACK 100 mg senunxk aHesno; HR =0,44

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

** Pupapoxcaban 10 mg Beansx aueBHo cnpamo ACK 100 mg seaubsx aHesHo; HR =0,32

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

B nombnrenne kem nporpaMara EINSTEIN daza 111, e nporeaeHo MpOCIIeKTUBHO,
HEHMHTEPBEHLIMOHAIHO, OTBOPEHO KOXOpTHO Mpoy4BaHe (XALIA) ¢ ueHTpanu3HpaHa OLEHKa,
BrmouBal peupausupat BTE, ronamo kepBeHe u cMbpT. 5 142 nanmenTa ¢ octpa BT ca BkmodeHH
3a Mpoy4BaHe 0e30MacHOCTTa Ha pUBApOKCadaH B ABJINOCPOYEH IUIAH B CPaBHEHHE CBHC CTAHAapTHaTa
aHTHKOAryJIaHTHa Tepanuia B KIMHUYHATA NMPakTHKa. CTOHHOCTHTE Ha roIsIMO KbpPBEHE, peLIMAWBHpALll
BTE u BcHuKkH cTy4yan Ha cMBPT 3a puBapokcadan ca 6w ceoteetHO 0,7%, 1,4% 1 0,5%.
CplieCcTBYBAT PA3IMKH B OCHOBHH XapaKTEPUCTHKH HA MALMEHTHTE, BKITIIOYHTETHO BB3PAcCT, pak U
616peuHo yBpexnane. M3non3ean ¢ crpatHdULMpaH aHANTH3 MO MPEABAPUTEIIHO OIpEIe/ICHH
CTOMHOCTH 3a IPYIIHPAHE HA H3MEPBAHHTE OCHOBHH XaPaKTCPHCTHKH, HO BHITPEKH TOBA OCTABAIIUTE
OTKJIOHEHHS MOXK€ a MOBIHAAT Ha pes3ynararute. Kopurupanure HR 3a ronaMo KepBeHe,
peunauBupai BTE # Beuuxu ciiyuan Ha cMBpT ca Ouu ¢vorBeTHO 0,77 (95% CI 0,40 - 1,50), 0,91
(95% C10,54 - 1,54) n 0,51 (95% CI1 0,24 - 1,07).

Te3u peaynrrardl MpU NAUMEHTH, KOUTO ca O1wIM HAO/IIONABAHM NPU PEAJTHH YCIIOBHSA, Ca B
CBOTBETCTBHE ¢ YCTAHOBEHUs Mpoduia Ha 6€30MacHOCT NpH TOBA MOKa3aHHeE.

B nocTtMapkeTUHINOBO HEHHTEPBEHLUHOHANHO NpoyyBaHe npH rnopeye or 40 000 naumeHTH O3
aHaMHe3a 3a pakK, OT YETHPH IbpaKaBH, puBapokcadaH € NpeaAnucaH 3a JIeYCHHe WIH MPOoPHIAKTHKA
Ha /IBT u BE. Yectorara Ha csburusaTa Ha 100 nauydeHTOroqMHN 38 CHMITTOMATHUYHH/ KITMHHYHO
3HAYHMH

BTE/rpomGoeMO0nHyuHH CbOUTHA, BOACIIH A0 XOCITHTAIH3ALMA, € B AHana3oH oT (0,64 (95% CI 0,40
— 0,97) 3a Obenunenoro Kpancteo 210 2,30 (95% CI 2,11 — 2,51) 3a 'epmannsa. KepBene, koeTo Boam
JO XOCIMUTaNM3aLMg, HACTBIIBA ¢ 4eCTOTa HA chOUTHATA Ha 100 marmenTorogunu 0,31 (95% CI 0,23

[leguaTpy4Ha MMOIynaLHs [ R
Jlevenue na BTE u npogunaxmuxa na peyuoueu na BTE npu neduampuunu nayuenmu “ﬁ = \!\. % SRV

e




Q6o 727 aeua ¢ notebpaeH ocTsp BTE, ot xouro 528 nomy4unu pusapokcabaH, ca npoy4yeHH B 6
OTBOPEHH, MHOTOLIEHTPOBY IeJHaTPUYHH [Ipoy4YBaHus. JI03UPOBKATA, KOPUTHPaHa CIIOPeN TENECHOTO
TEIO, MPH MAIMEHTH OT PAXXAAHETO OO0 Bb3pacT noi 18 ronuHH, € AoBela 0 eKCIO3HLHA Ha
puBapokcabaH, nogoOHa Ha HabmogaBaHaTa Npy Bb3pacTHH nauueHT ¢ BT, nexysaum ¢
puBapokcaban 20 mg eaMH BT AHEBHO, KAKTO € NOTBRPACHO B npoyusateTo da3a I (k. Touxa 5.2).

IMTpoyusaneTo EINSTEIN Junior ¢aza Il ¢ pasaoMHU3HpaHO, AKTHBHO KOHTPOJIHPAHO, OTBOPEHO,
MHOTOIIEHTPOBO KJIMHHYHO npoyusaHe npu 500 nexuaTpHUuHHM NalHEHTH (Ha BB3pacT OT
paxaanero 10 < 18 ronunn) ¢ norespaeH octsp BTE. Umano e 276 gena Ha pu3pact 12 10 < 18
ronuud, 101 geua Ha Bp3pacT 6 no < 12 roguHuy, 69 aeua Ha BB3pacT 2 10 < 6 NrOAHHH H 54 jeua
Ha BB3PacT

< 2 FOAHHH.

HNunexcuusat BTE e kiacuduimpas karo eaHo ot cneaHure: BTE BeB Bpb3Ka ¢ USHTpaeH BEHO3€EH
kareThp (LUIBK-BTE; 90/335 nausenTH B rpynara Ha puBapokcadaH, 37/165 nauMeHTH B rpynara Ha
CpaBHHTEIHO JiedeHHe), uepebpanHa BeHo3Ha ¥ cHHycoBa TpoMbo3a (LIBCT; 74/335 nauueHnTu B
rpynara Ha pupapokcaban, 43/165 nauMeHTH B rpynara Ha CpaBHUTE/IHO JIEYCHHE) M BCHUKH JPYTH,
srmountenuo JIBT v BE (ue-lIBK-BTE; 171/335 naureHTH B rpynara Ha puBapokcafan, 85/165
TALHEHTH B I'pyIiaTa Ha CpaBHMTENIHO JeueHue). Hait-uecTo npencraseHara HAEKcHa TpoMOO3a mpu
nenia Ha Bbp3pacT 12 go < 18 ronunu e He-1IBK-BTE npu 211 (76,4%); npu Aeua Ha BB3pacT 6 no <
12 rogusK ¥ Ha BB3pacT 2 10 < 6 roguHu — L{BCT, crorBetHO nipH 48 (47,5%) u 35 (50,7%); v mpu
aeua Ha Be3pacT < 2 roauny - LIBK-BTE npu 37 (68,5%). He e umaro neua < 6 Meceua ¢ LIBCT B
rpynara Ha puBapokcabaH. 22 or naumenture ¢ LIBCT ca umanu uadexuns Ha [IHC (13 naimentn
B FpyIara Ha puBapokcabaH 1 9 mauMeHTH B rpynara Ha CPaBHHTETHO JICYEHHE).

BTE e npenu3BHKaH OT NOCTOAHHH, [IPEXOAHH WIK U OT JBETE — MMOCTOAHHH H NIPEXOAHU PHCKOBH
¢akTopu npu 438 (87,6%) neua.

[TammeHTHTE ca NOMYUWIH ITBPBOHAYAJIHO JICUCHUE ¢ TepaleBTHYHHN A03H HeppaKLIMOHHpPAH XernapuH
(HOX), xenapuH ¢ HUICKO MOsieKyJIHO Ter1o (XHMT), wii poHaanapiHyKke 3a Hali-Manko 5 ZHM H ca
paHAOMH3HpaHu 2:1 Aa nomy4aBaTr WIH JO3H pHBapoKcabaH, KOpUrHpaHH CIpAMO TEJIECHOTO TEMNO,
WIH CpaBHHUTEHH JISKApPCTBa B I'pylnara Ha CpaBHUTENHO JieueHHe (XenapuHu, ABK) 3a 3-MeceueH
NEPHO Ha JIEYCHHE B OCHOBHOTO npoyuBaHe (1 mecen npu aeua < 2 roauHu ¢ 1IBK-BTE). B kpas Ha
NepuoAa Ha eYeHWe B OCHOBHOTO MIpOyYBaHe AUArHOCTUYHOTO 00pa3HO U3cneIBaHe, HAITPpaBEHO Ha
M3XOZHO HHBO, € HAIIPaBEHO MOBTOPHO, aKO € OMI0 KIMHWYHO NPHIOKHMO. JIeYeHHeTO B
MPOYYBAHETO € MOXKEIO Aa Obae CIpAHO B TO3H MOMEHT WIH No npeueHka Ha Uscnenosarensa na Ovae
Ipoab/LkeHo 0010 3a 10 12 Mecena (rmpH geua < 2 ronuHH ¢ LIBK-BTE - no 3 meceua).

IIbpBUYHUAT pe3ysITar 3a epUKacCHOCT € cuMITToMaridyeH peuyausupan] BTE. [IspBudHMAT pe3yaTar
3a 6e30MacHOCT € KOMOHHAIHATA OT roJISM KPBbBOMIIME H KIIHHWYHO 3HAYUM HE-TOJIIM KPhBOMU3JIUB
(K3HI'K). BcHuku pe3yntatu 3a eHMKacHOCT 4 6e30MnacHOCT ca NPOBSPEHH W MOTBLPACHH
LHEHTPANHO OT He3aBUCUMa KOMHUCHA, 3aC/IENIEHa 3a ONPEAC/ICHOTO jledeHHe. Pesynrarure 3a
eUKacHOCT ¥ Oe30nacHOCT ca nokaszaHu B Tabmuum 11 v 12 mo-gouy.

335 nauMeHTH ¥ B rpynara Ha CPaBHUTEJIHO JieueHue NpH 5 ot 165 naument. KoMOuH
ronaM kpsBouMB U K3HI'K e noxnagana npu 10 or 329 nanvenTu (3%), nekyBaHu
puBapokcabaH H npH 3 ot 162 nauuenTtu (1,9%), nexyeanu ¢ komnaparopa. HetHa ki
(cumnroMatudeH peudauBHpall BTE runoc ¢xOHTHA Ha rofisM KPpBBOH3IHB) € chobiie




Ha JieueHue ¢ puBapokcabaH npu 4 ot 335 nmauMeHTU U B rpynara Ha CpaBHHTEJIHO JICYECHHE NpH 7
or 165 nauuvenTH. Hopmanusupane Ha TpoMOOTHHHOTO OOpeMeHABaHE NPH NOBTOPHOTO 00pa3Ho
H3caeABaHe € Bb3HMKHAIO npu 128 or 335 nauueHTH Ha Ie4yeHHe ¢ puBapokcabaH u npu 43 ot 165
MaLieHTH B Ipyniara Ha CpaBHMTENHO Je4yeHue. Te31 HaxOAKH KaTo 110 ¢ca noaoOHH cpen
BB3PacTOBUTE rpynH. B rpynara Ha pusapokcaban e umano 119 (36,2%) neua ¢ HIKaKBO KbpBEHE,
BL3HMKHANO NPH NEUEHUETO, a B IpyNaTa Ha CPAaBHUTEHO J1eveHue € uMano 45 (27,8%) neua.

Tabanna 11: Pe3yaTaTH 3a epHKACHOCT B KPasl HA OCHOBHHSY NIEPHO] HA JeYeHHE

0,4% — 3,0%)

CnOnTHE PaBapoxcadan KomnapaTtop
N=335* N=165*
PeupipuBupaiwt BTE (rrepBHteH pesyarar 3a 4 S
e(PUKACHOCT) (1,2%; 95% CI (3,0%; 95% CI

1,2% - 6,6%)

| KomMGuHaLms: cHMOToMaTH4eH peurauerpain BTE +
ACHMITTOMaTHYHO BJIOLIABAHE [TPU MOBTOPHOTO 0Opa3HO

H3CNCABaHE

3
(1,5%; 95% CI
0,6% — 3,4%)

6
(3,6%; 95% CI
1,6% — 7,6%)

KomOunanusa: cumirroMaryueH peunausupaml BTE +
| aCHMITTOMAaTH4YHO BJIOLIABaHe + 6e3 npoMsaHa rpH
, [IOBTOPHOTO 00pa3HO U3CICABAHE

21
(6,3%; 95% CI
4,0% — 9,2%)

19
(11,5%; 95% CI
7,3% — 17,4%)

HopManu3supaHe NpH NOBTOPHOTO 00pa3HO U3CHeIBaAHE

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

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

KomOuHaima: cuMaromarvdeH peudarvpail BTE +
roJifiM KPBBOMINB (HETHA KJIHHWYHA [10J134)

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

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

Jleranen vunu HemneraneH Genoapodben eMOOIHILEM

!

1
(0,3%; 95% CI
0,0% ~ 1,6%)

1
(0,6%; 95% CI
0,0% —3,1%)

*FAS= nesien HaOop 3a aHanu3 (full analysis set), BcU4KH Jelia, KOMTO ca OWIH paHIOMH3HPAaHH

Tabanna 12: Peayararn 3a 6e30nacHOCT B Kpasg Ha OCHOBHHS NEePHOJA HA JieYeHHE

pe3ynrar 3a 6€30nacHOCT)

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

| PuBapoxcalan KomnapaTtop
N=329* N=162*
Kombunaums: ronsam kpbBousnue + K3HI'K (mepBuuen | 10 3

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

- [ o19M KpBBOH3IIHB

0

2

(0,0%; 95% CI (1,2%; 95% CI
0,0% - 1,1%) 0.2% - 4,3%)
HskKakBO KbpBeHE, Bb3HHKHANO NPH JIEYEHHETO 119 (36,2%) 45 (27,8%)

*SAF= Habop 3a ananu3 Ha 6ezonacHocrTa (safety analysis set), BCHUKHM fieila, KOHTO ca 6Wiu

paHIOMH3HPAHH M Ca MOTYYHIIA Hail-Manko 1 103a OT H3NMTBAHOTO JIEKAPCTBO

[Ipo@rrsT Ha edukacHOCT ¥ 6€30MacHOCT Ha pHBapokcabaH e B roJiiMa CTeleH noaooex
neanarpruHara nonynaipd ¢ BTE u Bs3pacthara nonynauus ¢ JIBT/BE, senpeku ToBa,
Y4aCTHHLMTE ¢ HAKAKBO KbPBEHE € M0-BHCOK B neauarpuqHara nonynaums ¢ BTE B ¢p

Bb3pacTHaTa nomynauma ¢ JIBT/BE.




[TallMeHTH ¢ BUCOKOPUCKOB TPOMHOMOZHUTHBEH aHTH(OCHONMUNUAEH CHHIPOM
B cnoHcopHpaHO OT U3CNEAOBATEeNA, PAHAOMHM3HPAHO, OTBOPEHO MHOTOLIEHTPOBO NMPOyYBaHe CHC

3acJielieHa OLIEHKA Ha KpalHHHTe TOUKM, puBapokcabaH ¢ cpaBHeH ¢ BapdapHH [IPH MALHEHTHU C
aHaMHe3a 3a TpomM003a, IMArHOCTHLHPAHH ¢ aHTH(POCPONMMIIHACH CUHIPOM M C BUCOK PHCK OT
TpoMOoeMbONHYHH CHOHTHA (MMONIOXKUTENIHH NIPH BCHYKMTE 3 aHTH(POCHONHITHAHHN TeCTa: JYIyCeH
aHTHKOAryJIaHT, aHTUKAPAUOIHIIMHOBM aHTHTENA H aHTUTENA cpelly Oera-2-ImUKonpoTeHH I).
[IpoyuBaHeTO € MpeKpaTeHo NpeXaeBPeMEHHO CJIe/l BKIOYBaHeTo Ha 120 maiideHTH nopaau TBbpae
MHOIO CHOMTHS cpel MalHeHTUTE B Ipynara Ha puBapokcadan. CpeaHoTo npocaeaasaHe ¢ 569 qHu.
59 nmauueHTH Ca paHAOMU3UpAaHU Ha puBapokcabaH 20 mg (15 mg 3a rawMeHTH ¢ KPeaTHHUHOB
kiupbHE (CrCl) <50 ml/min) u 61 Ha Bapdapusn (INR 2,0 - 3,0). Tpomboembonnynn crOHTHA ce
npoABsaBar npu 12% oT nauMeHTHTE, pAHAOMM3MPaHK Ha puBapokcabaH (4 MCXeMHUYHH UHCYNITa M 3
MHOKapaHHu HHpapkTa). He ca cho0imapai cbOMTHSA NMPH NALMEHTH, PAHAOMH3UPAHH Ha Bap(dapHH.
MacuBHO KbpBeHe ce Habmonasa npu 4-Ma nauueHTH (7%) ot rpynara Ha puBapokcabaH M MpH 2-
Ma nauueHTH (3%) ot rpynara Ha rapdapHH.

[leauarpuyna nomyianus
EBponeiickara areHii|s 110 JIeKapcTBaTa OCBODOKAARA OT 3aJb/DKEHHETO 3a IPEeI0CTABAHE Ha

pe3y/JITaTHTE OT MPOYYBAHUATA ¢ pUBAPOKCa0aH BbB BCHYKH MOArPYINH HA NEAMATPHYHATA MTOMYIALMA
npy npopunakTUka Ha TpoMOoeMOONMYHHN CEOMTHA (BXK. TOYKA 4.2 32 HHPOPMALMA OTHOCHO
ynoTpeba B nmeauarpmusaTa).

5.2 DapMaKOKHHETHYHH CBOHCTBA

Abcopbrius
Cnenpauiata HH¢popMaLua ¢ 6azupaHa Ha AaHHH, [TOTYYCHU NPH Bb3PACTHH.

PuBapokcabaH ce abcopOupa 6bp30, kaTo MakcHManuuTe KOHUeHTpaunu (CRmaxR) ce gocturar

2 - 4 qaca cie MpHEMa Ha Kancysara.

[IepopanHaTa abcopbumsa Ha pHBapokcabaH € MOYTH MRHJIHA W IEpopaTHaTa OHOHAIMYHOCT € BHCOKA
(80 - 100%) 3a moza 2,5 mg u 10 mg Tabnerka, He3aBHCHMO JaIM MPUEMDBT € HA INAAHO WIH Cliel
xpaHeHe. [IpyeMbT Ha puBapoxcaban ¢ xpaHa He noBnuaBa AUC wni CRuaxR mpu n03a 2,5 mg u 10
mg. Kancynutre puBapokcaban or 10 mg Moxke na ce npueMar ¢bCc HIH 0e3 XpaHa.
DapMaKOKHHETHKATA Ha pHBapoKcabaH € MoYTH JIMHEIHA [TPH NPHIOKEHHE Ha A0 OKOJIO 15 mg enuH
mbT Ha AcH. [IpH no-BHCOKH 1034 pUBapoOKCa0aH NOKa3ea OrpaHUYEHa OT pa3TBOpHMOCTTa abcopOLms
¢ HamMajieHa OMOHANUYHOCT U HaMaIABaHe Ha CTeNeHTa Ha abcopOLMATa IMpH NMOBUINIABAHE HA [034Ta.
ToBa ¢ mo-H3pazeHO B CBCTOSHHUE Ha IJadHO B CPaBHCHHME CBC CBCTOSHHME CJI€Zl XpaHeHe.
(dapMakOKMHETUYHATa BapHaOWIHOCT Ha puBapokcabaH € yMepeHa ¢ HHTEPHHOHBHIYAITHA
apHabunHocT (CV%) B amamnasona ot 30% no 40%, ocBeH B XeHS HA ONEpaTUBHATA HHTEPBEHLHA H
Ha cieABalliiA IeH, KOraTo BapUabWwiIHOCTTa Ha eKCIO3uLMATa ¢ BHCoKa (70%).

AbcopbimisTa Ha puBapoxkcabaH 3aBHCH OT MICTOTO HAa HETOBOTO OCBOOOXKIABaHE B
CcTOMalHo4YpeBHUA TpakT. Crobinaea ce 3a 29% n 56% Hamanenne Ha AUC u CRpa:R B cpaBHeHHe
¢ Tal/eTKa, KOraTo rpaHyJjlat puapokcaban ce ocBo00)xaaBa B MPOKCHMATHUTE OTACIIH Ha ThHKUTE
yepBa. EXCHO3HUMATA C€ HaMalsBa AONMBIHMTENIHO, KOraTo pHBapokcabaH ce ocBoOOXIaBa B
JHCTAIHMTE OTACIH HAa THHKHMTE depBa HJIM BbB BB3XOAAWOTO Acbeno ueppo. Ilo Tasu nmpuunHa
TpsaOBa aa ce H30Arsa NpHIOKEHHETO HA pHBapoKcabaH JHCTAITHO OT CTOMAaxa, Thil KATO TOBa MOXKe
Aa foBese 1o HaManeHa abcopbLma U CbOTBETHO CBBp3aHa €KCIIO3MLMA HAa PHBapoKcadaH,
buonanuyHocTTa (AUC H CRmaxR) Ha 20 mg puBapokcabaH, NprioxeH NepopaHo KaTo pasTRetlie HAS 11,
TabneTka, pasMeceHa B A0BIKOBO MOpe, WK CYCNIEHINpPAHA BB BOJA W IIPUIOKEHA MPeE3 -.. AR~ 2
COHJIa, MOCNCABAHO OT T€YHA XpaHa, € CpaBHMMa ¢ Ta3u Ha uana tabnerka. Karo ce 7 MpENBH N
peIBHAMMHS, TNPOMOPLMOHANIEH HAa JA03aTa (dapMakOKMHETHYEH MMpodua Ha p ,: vl ,"'E;
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lleduampuuna nonyrayui

Jenara ca noMy4YWId puBapokcabaH TabneTka WK NEpopaliHa CyCrEH3Hs 110 BpeMe Ha K
HEMOCPEACTBEHO Clle] XPAaHCHE WITH TIPHEM Ha XpaHa M ¢ oOrJYalHa MopLHa TEYHOCT, 3a Ja ¢
rapaHTHpa HaJIeXKIHO Jo3upaHe nmpH aela. Kakto npu Be3pacTHHTE, puBapokcaban ce abcopbupa
BeIHAra Cjie/l NepopaiHO MPHIIOKEHKE NoA ¢opmara Ha TabJIeTKa WiH rpaHyJ/Id 3a MepopaIHa
CycNneH3Hus npH Jeliata. He € HaGnionarasa pa3nuka HUTO B CKOPOCTTA, HHTO B CTENEHTA Ha
abcopbuus MexTy NeKapCcTBeHHUTe GopMH TablieTKa H IrpaHy/IH 3a nepopailHa cycrneH3us. Jluncaar
®K naHHH cllel MHTPaBEeHO3HO MPUIIOKEHHE MPH A€la, Taka uye abcomorHara OHOHATMYHOCT Ha
puBapokcadbaH IpH Jela € HeH3BECTHA, YCTAHOBEHO € HaMaJIABAHE HA OTHOCHTEIHATA OHOHATHIHOCT
TpH NMOBHIIABAIIM ce A03H (B mg/kg TelnecHO TEmo), NpeANoNarallo orpaHHueHHs Ha abcopOLusra
Npy Mo-BUCOKH A03H, JOPH IPKH NMPHEM 3ae/THO C XpaHa.

Pusapokcaban 15 mg tabnerku TpsaOBa 1a ce npueMa NPH XpaHEHE WIH ¢ XpaHa (BXK. Touka 4.2).

Pa3npeneaeHue
CBBp3BaHETO ¢ IUIA3MEHUTE MIPOTEHMHH IIPH XOpa € BUCOKO, OK0M0 92% 110 95%, kaTo CEpYMHMAT
anOyMHH € OCHOBHATa CBBp3Balla ¢ppakuus. O0eMbT Ha pasnipeneneHue € ymepen ¢ VRssR

npubnusnrenHo S0 nurpa.

Heduampuuna nonynayus

In vitro nanHWTE HE NMOKA3BaT 3HAYHMH PATHKH B CBBP3BAHECTO HA PUBAPOKCA0aH C rNa3MEHHUTE
NPOTEMHH MPH Aelia cpel pa3/IMYHUTE BL3pacTOBU I'PYIIH H B CpaBHEHUE C Bb3pacTHH. Jluncear OK
NAaHHH Clie]l MHTPaBEHO3HO NPHIOKEHHE Ha puBapokcabaH npu aeua. O6eMbT Ha pasfpeseieHHe B
CTallMOHApHO CHCTOAHHE (Vgs), H3UHCIIEH 4Ype3 nomyaaumonHo PK Moaenupane npu geua (Bb3pacToB
nuanazod 0 7o < 18 roguHH) ciel nepopaiHo NPWICKEHHE HA pHBapoKkcabaH, 3aBHCH OT TEIIECHOTO
TEINIO M MOXE fla OB/e ONHCaH ¢ anoMeTpHuHa GyHKLMA, CbC cpeaHa cToiHocT 113 | mpu nuua ¢
TenecHo Tero 82,8 kg.

byioTtpanchopM H eTHMHHUpaHE

Oxono 2/3 or npunoxkeHara 1o3a pueapokcadaH ce nojiara Ha MeTabOJIMTHO pasrpakaaHe, clien
KOETO [MOJIOBHHATA Ce eMMUHMpa npe3 6uOpeunTe, a apyrara nonoBHHa — ¢ pekanunre. OcTaTbyuHATa
1/3 ot npuioxkeHaTa A03a C€ H3NTbYUBA Ype3 JUpekTHA OHBOpeyHa ekCKpeLms XaTo HEMMPOMEHEHO
AKTMBHO BELECTBO B YPHHATA, IMIABHO Ype3 aKTUBHA OLOpeyHa cekpeLus.

PuBapokcaban ce merabonuzupa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXAHH3MH.
PasrpaknaHero Hpe3 OKHCIIEHHEe Ha MOP(OJIHHOHOBHS paJuKall H XUAPONKH3ATA HA AMHIHKTE BPb3KH
ca OCHOBHUTE Mpoliecu Ha buotpanchopmarua. Ot in vitro H3CICIBAHNA € H3BECTHO, Y€
puBapokcabaH e cybcTpaT Ha TpaHcnopTHHTe nporerHH P-gp (P-rnukonporenn) u Berp (mpoTenH Ha
PE3MCTEHTHOCT HA paK Ha repAaaTa).

HenpoMmeHeHHAT puBapokcadaH € Hai-BaXKHUAT KOMIIOHEHT B YOBELIKATA IJia3Ma, 6e3 1a HMa Apyru
OCHOBHH HAM aKTHBHH LWpKynupamk MeTabonuTH. CbC cHcTeMeH KHpbHC OKoio 10 Lh
puBapokcabaH MOXE Aa Ce¢ KIaCH(PHLMpa KAaTo BELISCTBO ¢ HHCBHK KIMpBHC. Cliel HHTpaBEeHO3HO
NPHJIOXKEHHE HA 10334 OT | mg eTMMUHALIMOHHHAT NOYKUBOT € okojo 4,5 vaca. Cnen mepopaiHo
NPHIOKEHUE CITHMHHHPAHETO CTaBa JIHMHTUPAHO OT CTeneHTa Ha abcopOuma. EnUMHHHpaHETO Ha
pHBapoKcabaH OT IUIa3MaTa HaCTBIIBA C TEPMHHANCH MOMYXKUBOT OT 3 10 9 yaca npu Maayu HHOAKBHIY
HoT 11 no 13 yaca npy nalMeHTH B CTap4Yecka Bh3pacT.

lleouampwuna nonyaayus

JIuncear naHHY 3a MeTabomuzMa, cnenuguunu 3a aena. Jiuncear GOK naHHM cliex HHTpaBeH
NPHIOKEHUE Ha puBapokcadbaH npu acua. KmupeHesT (CL), H3uKcneH Ype3 nonynauMoH S - 5@
MOJeNHpaHe npH Jena (Be3pacTos gHanasol 0 1o < 18 ronuHm) cnea nepopalHo Opuio H}l Hafu..,"b \” O,
puBapokcabaH, 3aBHCH OT TEJIECHOTO TEIVIO M MOXKe Ja Ob/e OMHUCaH ¢ aoMeTpHuHa Gy ,é-t.c ?f’f‘ g )‘E
cpeaHa cToiiHocT 8 1/uac 3a nuue ¢ TenecHo Terio 82,8 kg. CpeaHHTE reOMETPHUYHH odru 3a b ot




NOTY>KHBOTA Ha AUCTIOZMLUA (11,2), U3UHCIIEHH Ype3 nomyiauuoHHo MK Moxenupane, HAMaNsBAaT C
HAMAaJIABAHETO HA BB3PACTTA H Bapupar oT 4,2 yaca IPH FOHOIIK A0 NPHOIM3MTENHO 3 Yaca npH aeua
Ha BB3pacT 2-12 roovHH 4 ¢ce noHWxkaear a0 1,9 i 1,6 yaca, CbOTBETHO MpH ZieLia Ha Bh3pacT (,5-

< 2 rOOAMHH H No-MaJkH oT (0,5 roguHHu.

CrienalHy 0Oyl

IHon
He ca ycTaHOBEHM KIMHHYHO 3HAYMMM PAIVIUKH BBB dbapMaKOKHHETHKATa H d}&pMﬂRﬂﬂHH&MHKaTa

MEXY NANHEHTH OT MBXKKH H XCHCKH I10JI.

Ilayuenmu 6 cmapuecka gv3pacm
[TaupesTUTE B CTAapYECKa BH3PACT MOKA3BaT [MO-BUCOKH IUIA3MEHH KOHUEHTPALHH B CPABHEHHE C N0-
MJIAJIUTE TAIHEHTH CbC CpedHM cToMHOCTH Ha AUC okono 1,5 meTH NO-BMCOKH, OCHOBHO TIOpangy

HaMaJieHKs (npuBHACH) o011 1 6BOpedeH KnupbHC. He ce Hanara Kopekuus Ha A03aTa.

Paznuunu xamezopuu 8 3agucumocm om meaiomo

[IpexkomepHH OTKIOHEHHA B TenecHOTO Terno (< 50 kg wiu > 120 kg) uMaT caMO MajIKO BIIHAHHE BBPXY
TUTa3MEHUTE KOHLICHTPALMM Ha puBapokcabaH (no-Manko ot 25%). He ce Hanara kopekuiMs Ha 1o3ara.
[Ipu neua, puapoxcaban ce Jo3upa Ha Oa3ara Ha TEIECHOTO TENO. EAMH €KCILIOpaTOpeH aHalMu3 He

MOKA3BA 3HAYHUMO BIHUAHHE Ha NMOAHOPMEHOTO TEITIO WK 3aTIBCTABAHETO BBPXY €KCIIO3UIUATA HA
pHBapokcabaH IIpH aeua.

Mexcoyemuuuecku paznuius

He ca ycTaHOBEHH KIMHHYHO 3HAYHMHU MEOKIYCTHHYECKH Pa3/IMuMA NPH MalMEHTH OT €BPONEHAHATA,
apo-aMepHKaHCKaTa, JaTMHOAMEPHKAHCKAaTa, AIIOHCKATa M KUTadcKaTa IpyNH IO OTHOUICHUE Ha
dapMaKOKHMHETHKATA H papMaKoaMHAMHKATa Ha pHBapokcabaH.

Yeproopobro yapeosicoane

[TaumeHTH ¢ UMpO3a U JieKa cTeneH Ha 4yepHoapoOHo yepexaaHe (xaac A no Child Pugh) nposeasar
caMO MHHHMAaJIH4 TIPOMEHH BbB (papMakOKMHeTHKATa (cpeaHo 1,2 mbTH nopuuieHune Ha AUC Ha
puBapokcadbaH), KOETO € IOYTH CPABHUMO CBC CHOTBETHATA UM KOHTPOJIHA IrpyTnia 3ApaBH MHIUBHIH.
[Tpn nauveHnTH C UHMpO3a U YMEPEHa cTerneH Ha uyepHOApoOHO yBpexknaHe (k1ac B mo Child Pugh),
cpeaHata AUC Ha puBapokcabaH e 3HauMTeNHO NOBHINEHA (2,3 IMBTH) B CpaBHEHHE CBC 3ADABH
nobposoamm. AUC Ha Hecebp3aHaTa (pakuus ce nopdmiasa 2,6 meTH. Ilpy Te3H nmalMeHTH UMa M
HamaJieHO ObOpedHO eNMMHHMpaHe Ha puBapokcadbaH, MoAOOGHO Ha TOBA MNpPH MALIMEHTH C YMEpEHa
cTerneH Ha ObOpeuHo yBpexaane. JIuncBar AaHHH OT MALMEHTH C TEXKa CTETNEH Ha 4YepHOAPOOHO
yBpexOaHe.

MHxuOHpaHeTo Ha aKTMBHOCTTA Ha dakTop Xa NpU MalMeHTH ¢ YMEPEHO YEPHOAPOOHO YBpeKIaHe €
NoBHIIeHO 2,6 MLTH B CpaBHEHHE CBC 3ApaBH AoOposoauu; PT cwilo e yowokeHo — 2,1 mbTH.
[larmeHTHTE ¢ yMepeHa CTeNeH Ha YepHOAPOOHO YBpeKAaHe ca O-4yBCTBUTENHH KbM pHBapoKkcabaH,
KoeTo BoaAu A0 no-cTppMHO PK/PD croTHOWEHHe MexTy koHueHTpauuata u PT, Pusapokcaban e
NpOTHBONOKAa3aH NPpH NAUHEHTH ¢ YepHOApOoOHO 3a00NMABaHe, CBBP3aHO C KOATYJIONATHS H KITHHHYHO
3HAYHM PHCK OT KbPBEHE, BKIIIOYHTETHO NauueHTH ¢ tupo3a ¢ Child Pugh B u C (k. Touka 4.3).
Jluricear KIMHWYHU JaHHH [PH Aela ¢ YepHOAPOOHO yEpeXIaHe.

bvbpeuno yapexcoane
Habmonasa ce yBenuueHMe Ha eKCIO3HLMATA HA pHMBapokcabaH CBBP3aHO ¢ HaMais

6hOpedHaTa (yHKUMS, U3MEPEHA uYpe3 KPeaTHHWHOBHS KIHPBHC. [[pH MHAMBHAH C JieXd
(KpeaTHHUHOB KIHPBHC 50 — 80 ml/min), ymepeHa creneH (KpeaTHHHHOB KIMpBHC 30 —
TCXKKa CTeNeH (KPeaTHHHHOB KIMpBbHC 15 — 29 ml/min) Ha 6u6peuHo yBpekaaHe




cTeneH Ha OLOpevHO YBpeXXaaHe LSUTIOCTHOTO HHXHOHPAHE Ha aKTHBHOCTTA HA PaKkTop Xa € ChOTBETHO
1,5, 1,9 1 2,0 mbTH 10-CUIHO B CpaBHEHHE ChC 37ipaBi A00pOBOJILH; PT CBIIO € YIBJI2KEHO — CHOTBETHO
1,3, 2,2 ¥ 2,4 meTd. JlUnceat JaHHHA OT NAllMEHTH ¢ KPEaTHHHWHOB KIMpBHC <15 ml/min. ITopann
BHCOKATA CTEIIEH Ha CBBP3BAHE ¢ IJIA3MEHHUTE NMPOTEHHH HE CE OYakBa puBapokcabaH na Moxe 1a One

OTJIe/IEH Ype3 JHAIH3A.
He ce mpenopbuBa ynorpeda NpH MauMEHTH ¢ KPEarMHUHOB KIMpPBHC <15 ml/min. PuBapokcabaH

TpaOBa /1a Ce H3MON3Ba BHUMATEIIHO IIPH NMAIIHEHTH C KPEATHHUHOB KAHPBHC 15 - 29 ml/min (Bx. Touka

4.4),
JIMncBar KTMEUYHU JAHHU NIPH iela Ha | roguHa MM No-rojiEMH ¢ YMEPSHA MK TEXKKA CTENEH Ha

OBOpeuHo yBpexaane (CKOpPOCT Ha moMepyinHa durrpaund < 50 ml/min/1,73 m?).

PapMaKOKHHETHYHH JaHHU [IpY NalTHEHTHU

[Ipu naumenTH, MoTy4apaluy puBapokcadbaH 3a JieueHUe Ha ocTpa ObJI00Ka BeHo3Ha Tpombo3a (JIBT)
20 mg eaMH BT JHEBHO, CpEeAHATA reoMeTpUYHA KoHLIeHTpalua (90% nporHoseH uHrepeai) 2 - 4
yaca M OKOJIO 24 yaca ciiell IpHeM Ha J103a (NpUOU3UTENTHO IPEACTARAABAILK MAKCHMAITHATA H
MUHUMA/IHATA KOHUEHTPALMH TIPe3 BpeMe Ha J030BHA HHTEpBal) € CbOTBETHO 215 (22 - 535) n 32

(6239) mcg/l.

I[Ipu neguarpuyHu nauneHTH ¢ octep BTE, nonyuasainu pusapokcadban npy a03a, KOpuripaHa
CNIPSMO TEIECHOTO TEMIO, BOAEIA 10 eKCno3ulma, 11o1odHa Ha Ta3u NpH Bb3PACTHH NALIMEHTH C
HABT, nonyyagaiu aAHeBHa A03a 20 mg eauH T JHEBHO, CpeAHaTa NreOMEeTPUMHA CTOMHOCT Ha
KOHLUeHTpauure (uHTepBan 90%), Mony4eHy npd BPEMEBUTE HHTEPBAJIM Ha B3€MaHe Ha npoOuTe,
NpEACTABIABALLM MIPHONU3HTENIHO MAKCUMAIHUTE U MUHMMATHUTE KOHLICHTPALIMH 110 BpeMe Ha
J030BHA HHTEpBAaJ, ca 060beHn B Tabmuua 13.

Tabnuna 13: O606mena cTaTucTAEKA {(Cpeana reoOMeTpPAYHA cTOHHOCT (90% HBTEpBAJ)) Ha
NAA3MEHHTE KOHNCHTPAIIHH HA PHBapoxcadaH B cTAIHOHAPHO cheTogHAE (mcg/l) cnopen
peKHMA HA JO3HPAHE H BL3PACTTa

BpemeBn
HHTEPBaJIH
o.d. N 12 - N |6-
< 18 roannun < 12 ronBHH
2,5-4 yaca 171 | 241.,5 24 | 2297
cnen (105-484) (91,5-777)
MpHIaraHe
20-24 yaca 151 | 20,6 24 | 15,9
caen (5,69-66,5) (3,42-45,5)
| IIpHJIAraHe
b.i.d. N 6 - N [2- N [05-
< 12 roguuH < 6 TOOHHHA < 2 rOTHHH
2,5-4 yaca 36 | 1454 38 | 171.8 2 .c.
cnen (46,0-343) (70,7-438)
[IpHJlaraHe
10-16yaca | 33 | 26,0 37 | 22,2 3 10,7 {n.c.-
cnen (7,99-94,9) (0,25-127) n.c.)
pUIarage
t.i.d. N 2- N |[Or N [05- N
< 6 ronuHH PA’KAAHETO ~ < 2 rONHHH
< 2 roqHHH




0,5-3 yaca 5 164,7 25 | 111,2 13 | 114,3 12 | 108,0
cnel (108-283) (22,9-320) (22,9-346) (19,2-320)
NpHJIaraHe
7-8 uaca 5 33,2 23 | 18,7 12 | 21,4 11 | 16,1
cren (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
[pUIara’e
0.d. = exuH LT AHEBHO, b.i.d. = ABA MHTH AHEBHO, t.i.d. = TPH ITHTH AHEBHO, N.C. = HE € U3UHCIIEHO
(not calculated)

CroifHOCTH MOJ AONHATA MPaHMIA HA KonudecTBeHO onpeaensne (lower limit of quantification,
LLOQ) ca 3amectenu ¢ 1/2 LLOQ 3a n3uucneHuero Ha craructuctikara (LLOQ = 0,5 meg/l).

Bpn3ka dapMakokMHeTHKa-QapMaKkOoIHHAMKKE

Bpr3kara ¢papmakokuHeTHka/papmakoaunamuka (PK/PD) Mexay nuiasMeHara KOHLIEHTpaLMs Ha
pHBapoKcabaH U HAKOJIKO apMakoAHHAMWYHHK KpaiiHH ToukH (MHxuOupaHe Ha paxTop Xa, PT, aPTT,
Heptest) e npoydyeHa clied MpHIaraHe Ha LIMPOK AXAnasoH oT 1034 (5 - 30 mg aBa mbTH Ha J€H).
Bpr3kara Mexkay KOHLIEHTpaLUATa Ha puBapokcabaH M akTMBHOCTTa Ha ¢akrop Xa Hai-aobpe ce
onmicBa ¢ Eqax Mozen. Ilo orHomenue Ha PT MoaensT Ha IHHEHHO MPEeCHYaHE ONMCBA JAHHHUTE
o0uxkHOBeHO no-x06pe. HakIOHBT Ha KpHBaTa BapHpa 3HAYUTENHO B 3aBHCHMOCT OT PasTHYHUTE
u3nonaspadd PT pearentu. IIpu nsnonzeade Ha Heornactud PT, PT Ha H3xoaHo HHUBO € Okonio 13 s, a
HakJIOHEBT OkoIo 3 10 4 s/(100 mcg/l). Pesynrarure ot ananuza Ha PK/PD ot ¢a3a Il u 11l ca cxonuu

C JaHHHTE, YCTAHOBECHH IPH 3paBH HHAMBHIH.

[leanaTpyyHa nNONynauMs

BezonacHocTTa M €()HKACHOCTTA HE Ca YCTAHOBEHH ITPH MOKA3aHHETO NMPOQHIAKTHKA Ha HHCYIIT H
CHCTEMHA eMOOJINA TIPH NallMeHTH ¢ HEKIANHO NMPpeAChPAHO MEXISHE MNPH Aelia M IOHOIIH Ha Bh3PacT

0 18 roguHu.

53 IlpeaxnAHHYHH JAHHH 32 6e30MACHOCT

Hexnavaaure OaHHU HE MOKa3Bat OCOOEH pHCK 3a xopa Ha fa3zara Ha KOHBEHLUMOHATHHTE
(dbapMaKOJIOTHYHH M3NMTBAHMA 33 0€30HacCHOCT, NpPOyYBAHHUA 32 TOKCHUHOCT INPH €AHOKPATHO
MPUIOKEHHE, (QOTOTOKCHYHOCT, TeHOTOKCUYHOCT, KaHLEpPOreHeH IMOTEHIHA]I H KBEHWIHA
TOKCHYHOCT.

Edexture, HabmogaBaHH NpHU H3NMTBAHUATA 33 TOKCHYHOCT NMPH MHOTOKPATHO MPWIOKEHME, Ca
CBBP3aHH OCHOBHO CBHC 3aCHIeHaTa (papMaKkOAHWHAMHYHA AKTHBHOCT Ha pHBapokcaban. IIpu rurexose
ca HaOmroIaBaHU MOBHLUCHH IUTasMeHHd HUBA Ha IgG u IgA npu HHBA Ha €eKCITO3HITHS, CHOTBETCTBALLM
HA KIHHWUYHHTE.

[Ipn wibxoee He ca Habmonapanu edekTH BBPXY (GEPTHWIHMTET2 NPH MBXKHTE WIH XXCHCKHUTE
KHBOTHH. HM3nMTBaHMATA TIPH J>KMBOTHM MOKAa3BaT pPENPONYKTHBHA TOKCHYHOCT, CBBP3aHa C
¢apMaKoIOrHYHHA MEXaHH3BM Ha JeHCTBHE Ha puBapokcadaH (Hanp. XeMOparHuHM YCIIOXKHEHH ).
[Ipy nnasMesHy HMBA, CBHOTBETCTBALLM HAa KJIMHMYHUTE, ca HabmopmaBanu eMmOpHo-deranHa
TOKCHYHOCT (MOCTHMIUIAHTAaLMOHHA 3aryba, 3a0aBeHO/CTUMYNIMPAHO OCHMHIHPAHE, MHOXKECTBEHH
bnenu XenaTajHM II€THA) U MOBHILICHA Y€CTOTa Ha Hali-4ecTo CpellaHWTe MaldOPMALMH, KAKTO M
JaleHTapHU MpoMeHH. [Ipu npe- 1 mocTHATANHO NpOoy4YBaHe ITPH ILTEXOBE € Hab/HoJaBaHa HaMalleHa
BHTAJIHOCT HA MOKOJIEHHETO NPH 03K, TOKCHYHH 33 MaiKHTE.

PupapokcabaH € u3cnelBaH NpH IOBEHWIHH IUTbXOBE TMPH MPOABL/DKHUTETHOCT HA J1e
Mecella, C Ha4alo OT IIOCTHATANCH AcH 4, KOETO MOKAa3Ba NOBHLIEHHE HA MEPUHMHCYJIAP
KOATO He € 3aBHCHMa OT fo3ara. He e HabnronaBaHo ToKa3aTesncTBo 3a crielHPUYHA Ta
TOKCHYHOCT.




6. PapMaueBTHYIHHN JAHHH

6.1 ChnHchbk HA NOMOIIHHTE BelllecTBA

KancyJiHO ChbOBPKHMO:

Hatpuer naypuncyndar (E 487)
JlaxTo3a MOHOXHUOPAT
MuxkpokpucrajiHa uemaynosa (E 460)
Kpockapmenosa Hatpuil (E 468)

Xunpomeinosa (E 464)
Marunesnes creapat (E 470b)

OOBHBKA Ha KalcyiaTa:
Kenatun (E 441)

Kent xkenezen oxkcua (E 172)
YepeeH xenesed okeua (E 172)

MacTuio Ha Kafncynarta:
Hlennax rnazypa 45% (20% ecrepuduuupana) B erados (E 904)

Yepen xenesed okcua (E 172)
[Tpormnenrauxon (E 1520)
Amonue xuapokcun 28% (E 527)

6.2 HechBMECTAMOCTH

Hemnpunoxumo.

6.3 Cpox na rogHocTt

2 rOUHM

KancynHoTo cbappKUMO € CTaOWIHO BbB BoAa H A0RJIKOBO MOPE 33 NepHoI 10 4 yaca.

6.4 Cnenna/IHH NIpeANA3IHHE MEPKH NIPA ChXPAHEHHE
To3u nexapcTBEH NPOAYKT HE H3UCKBA CTICLIMATHH YCIOBHA Ha ChXPaHEHHE.

6.5 Buaar chAbpXKAHAES HA OIAKOBKATA

TebpauTe kancynn ca onakoeaHH B amyMuHuit PVC/PVDC 6nucrepn.

Pusaxu® 15 mg e Hanud4eH B onakoBku ot 5, 7, 10, 14, 15, 28, 30, 42, 45, 50, 56, 60, 90, 98 wiu 100
TBBPAH KaICYJIH.

He BcHuku BHAOBE ONakoBKH MOraT Aa 6bAaT MyCHATH B Npogaxoa.

6.6 CroenHajJHR DpeJINa3HH MEPKH NPR HIXBLPJIAHE

Heusnon3ssaHHUAT JIeKapCTBEH NPOOYKT WIH OTNAXBYHUTE MATEPHUANIH OT HEro Tpaﬁaa
B CBOTBETCTBHE ¢ HALIMOHANTHMTE H3MCKBAHMA.

Pasmpowaeane na kancynume \\ Sa




KancyaHoTo chOBpXHMO Ha pHBapokcabaH MOxe Ja ce cycneHaupa B 50 ml Boga v ga ce mpHnoxwH
ype3 HasoracTpalHa COHAA WIM CTOMAaulHa COHAA 3a XpaHEHe clej MOTBbPXKIAEHHE, Y€ COHOATa €
pasnojioxeHa B croMaxa. Ciiel ToBa congaTa Tpabpa na ce MpoMue ¢ Boga. T kaTo aGcopOumsiTa Ha
pHBapokCca0aH 3aBHCH OT MACTOTO Ha OCBOOOXKNAaBaHE Ha AKTHBHOTO BEUIECTBO, TPAOBA Ja ce U30srsa
NPUWIOKEHUE Ha PUBApOKcabaH AMCTAIIHO OT CTOMAaxa, Thil KATO TOBa MOXKE /1a JOBEAE A0 HaMancHa

abcopbuusas ¥ BBB BpB3KAa C TOBa, OO HaMalleHa €KCMO3MLUMA Ha akTHBHOTO Bewecteo. Clen
MPUJIOKEHHE HA pasTpolleHa TBBpAA Kamncyna pusapokcabaH 15 mg, ripuemMsT Ha Jo3ara
TpsaOBa BenHara aa 0b/e NocieABaH OT EHTEPAIHO XpaHEHeE,

7. IHPATEXKATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1
8502 Lannach

ABCTpHA

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Perucrpammonen Ne 20250104

9. JATA HA ITbPBO PA3PELIEHME/TIOHOBABAHE HA PA3PENIEHHETO

Jara Ha mepBO pa3pewaane: 20, 03. 2025
JlaTa Ha nmocaeqHO NMOOHOBABAHE:,

10. JTATA HA AKTYAJIMBUPAHE HA TEKCTA
04/2025
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