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1. HMME HA JEKAPCTBEHMS ITPOIYKT AIAL voR)

Bokcaban 20 mg ¢punmupanu tabnerku }\9 F‘ b, 4% 1 1-12- 2005
Voxaban 20 mg film-coated tablets

2. KAYECTBEH U KOIMYECTBEH CBbCTAB

Bcesika punmupana tabnerka cbabpika 20 mg puBapokcaban (rivaroxaban).

3a MbJIHUS CITUCHK Ha MOMOILIHUTE BelleCTBa BUXXTE TOUKa 6.1.

3 JIJEKAPCTBEHA ®OPMA

dunmupaHa tabierTka

KadsaBo-uepBeHH, KPBIJIH, H3NbKHAIH QUIMHPaHHU TabJIETKH

4. KJAHAYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

Bwv3pacmnu
[TpodunakTHKa Ha HHCYJT U CUCTeMHa eMOO0JIMA NMPH Bb3PACTHH MALMEHTH ¢ HEKJIAMHO MPeAChPAHO MbXKIEHE

C €IMH WIM NoBe4Ye PUCKOBH (PAKTOPH, KaTO 3aCTOHHA ChpAEYHA HEIOCTATbYHOCT, XMIMIEPTOHHUS, Bb3pacT > 75
roAWHH, 3aXapeH auabeT, npeaiecTall HHCYJIT WK NMPeX0/1eH HCXEMHUUYEH NMPUCTBII.

Jleuenne Ha abpnOoka BeHo3Ha Tpomboza (/IBT) m Oenoapoben embonuzbm (BE) m npodgunakTuka Ha
peunauBupaium JABT u BE npu Bb3pacTHH. (BXK. Touka 4.4 3a XeMOJAMHAMHUYHO HECTAOMIHU nauueHTH ¢ bE.)

lleduampuyna nonyrayus
Jleyuenue Ha BeHO3eH TpoMboembou3bM (BTE) u npodunaktuka Ha peunwausu Ha BTE npu aeua u roHOIM
Ha BB3pacT noa 18 roguHu M ¢ Terno noseve or S50 Kg HaM-manko 5 AHM Cjl€l HAYAJIHO MAapeHTepaHO

dHTHKOAryJIaHTHO JICHCHHC.

4.2 Jlo3MpoBKA M HAYHH HA NPHJIOXKEHHE

Jlo3upoBka
[Ipopunaxmuka Ha uHCyam u cucmemHa emooaus npu 6vb3pPaAcmHu
[IpenopbunTenHara go03a € 20 mg eAWH BT JAHEBHO, KOETO MPEACTaBIIsiBA M MPENoOpbYMTE/IHATA MAaKCUMAJIHA

no3a.

Jleuennero ¢ Bokcaban TpsaOBa ja ce npoab/kaBa B AbJATOCPOUYEH IJIaH, KOraTo 1oJizara oT npod)ujiaKkTHKaTa
Ha MHCYJIT U CUCTeMHa eMOOJIMs HaJIBM1IaBa PUCKA OT KbpPBEHE (BXK. TOuka 4.4).

Axo ObJie mponycHaTa HAKOS J03a, NauuMeHThT TpAdBa Aa npueme BokcabaH He3abaBHO M Ha cieaBallMs JE€H
na NpoABL/DKH C MpHEMa €JIMH MbT JHEeBHO, CbhIylacHO npenopbkuTe. He TpsOBa na ce npuema aBoiiHa /103a B

CbLIHA JICH 3a KOMIICHCHPAHEC Ha IIpOoINyCHAaTAaTa 4034.

Jleuvenue na JIBT, neuenue na BE u npogunaxmuxa na peyuousupawu JIBT u BE npu “BB3pACIHU
[IpenopbuMTeHarTa J103a 3a Ha4aTHO JiedeHHe Ha ocTpu JIBT unm bE e 15 mg aBa nvTH HBt.Hﬂ ﬂpés ribpdb\mge
TPH CEZIMULM, MOCIe/IBaHa OT 1032 oT 20 mg BEJHbXK AHEBHO 32 MPOJBILKABALLOTO JIeYoHUE H nmmaﬂﬂ;a
Ha peunauBupawiu /IBT u bE. =/ { o)
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Tpabea na ce uMa npeABU KpaTKOCpOYHA Tepanus (Hau-Majako 3 Meceua) Inpu naunem‘u C ,L[BT Pmﬁ ‘?.E
MPOBOKHWPAHHU OT IOJIEMH TMPEXOJHH PUCKOBH (aKTOpH (T.€. CKOpOLIHA rojisiMa onepawﬂ HAH TpaBMa), .Fro-

NpoABL/DKHUTENHA Tepanuara TpsabBa ga ce MMa MpeaBUA MNpPH TMALMEHTH C npnaoxnp@u }Ighww BE
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HECBBP3aHH € rofAeMHd npexoaHu puUckoBH (akTopH, HenpoBokupaHH [ABT wnu BE win aHamHe3a 3a
peuiaueupamy JIHT win BE.

Koraro € noka3zana no-npoan/DKATENHA npodunakTuka Ha peuuausupamu BT u BE (cnen 3apppimBaHe Ha
nnoHe 6-MeceyHa Tepanus 3a JIBT wiu BE), npenopruntenuara no3a € 10 mg BeausK AHeBHO. [IpH nauueHTH,
IPH KOHTO €€ CMATa, 4Ye puckbT OT peuMausupami JIBT unu BE e BucOX, KaTO T€3n ¢ YCIOKHEHH
CHITbTCTBAIUH 3a00/19BaHMA, WIH KOUTO ca pa3Biwin peudauBupawin BT wau BE npu no-npoabmxuresiHa
npodunakTrKa, TpAdOBa Aa ce UMa npeABua npueM Ha Bokcaban 10 mg Beanbxk nHeBHO UM Ha Bokcaban 20

mg BEIHBX AHEBHO.

[IpoabiokuTenHocTTa Ha TepanuaTa TpsOBa Aa ce onpeaens M Ao3aTta Aa ce H3bepe HHAHBMAYATHO ClEH
BHHMATEHA OLIEHK& Ha ChOTHOLIEHUETO MEX XY IMOMI3aTa OT JICYEHUETO U PUCKA OT KbpBeHe (BX. Toyka 4.4).

[lepuon ot Bpeme Cxema Ha npunarate O6wma aHerHa
_ no3a
JleueHue % Hen 1-21 15 mg ABa MbTH JHEBHO 30 mg
npoUNaKTHKa  Ha
peélgﬂnﬂﬂpamu ABT | Or len 22 naratsk 20 mg BeIHBXK JHEBHO 20 mg
H
[TpodpmnakTuxka Ha Crnen 3aBbpllUBaHE Ha 10 mg BeaHEXK AHEBHO 10 mg
peuaueupawy BT Hai-Mako 6- HITH wid 20 mg
1 bE MECeUHa Tepanus 3a 20 mg BeAHLXK AHEBHO
ABT nnu BE

Axo BbB (a3ata Ha neyeHde ¢ 15 mg aBa nbTU AHEeBHO (AeH 1 - 21) ce nponycHe eauH NMpHEM, MaLMEHTHT
TpadBa HezabasHO na npueme BokcabaHn, 3a fa ce ocurypu obiuo npuero konudecTso oT 30 mg Bokcaban 3a
eavH AcH. B nogoben cnyuaii Morat aa 6baar npuetd ase tabnetku ot 15 mg HaBeaHbXK. [lauuenTsT TpAGRa
Ja NpOoAb/DKHA pEOOBHUA NpHeM Ha 15 mg ABa MbTH JHEBHO HA CIACABALLNA J€H, KAKTO € IIPerophUaHo.

Ako BBEB pazaTa Ha JIeUCHHE C €JUH NPHEM Ha JEH Ce NPONYCHe €AUH NpHeM, NAUHeHTHT TpAGBa He3abaBHO J1a
npueme Bokcaban n Tpsbpa aa npoab/DKH peIOBHHA NMpPHEM BEAHBXK AHEBHO Ha CleABalllUA [E€H, KaKTO €
npenopbuaHo. He Tpabea za ce u3non3ea ABoHHA 1032 B PAMKHTE €MH H ChILM AEH, 33 Aa C€ KOMIEHCHPA
NpoMycHaTaTa 403a.

Jleuenue na BTE u npodunaxmuxa na peyudusu na BTE npu oeya u onowu
JleuenmneTo ¢ BokxcabaH npu aela ¥ ©OHOLIM HA BB3pacT noa 18 rogunn Tpadea Aa 3anouHe Haii-Manko 5 OHH
cliel HA4aaHO MapEeHTEPATHO AaHTUKOArYJIAHTHO JieueHue (BXK. To4dka S5.1).

Ho3ata 3a Aela M IOHOIIH ¢e M34UUCNaBa Ha 6azaTa Ha TEJECHOTO TEITO.

- Tenecno Terno 50 kg uny nopeve:

MPENopLHEA c€ €AHOKPAaTHA JHEBHA 103a 20 mg puBapokcabaH. ToBa e MakcUManHaTa HEBHA 1034,
- Tenecno Terno ot 30 go 50 kg:

NpenopbpUBa €AHOKPATHAa AHEBHA A03a 15 mg puBapokcabaH. ToBa e MaKCHManHaTa JHEBHA J1034.

Ternoro Ha aerero TpaOBa a ce npocneassa M 403aTa [a ¢ Npepasriexaa peaoBHO. ToBa e HeobXoauMo, 3a
Ja c€ rapaHTHpa, 4€¢ Ce NOoAAbpXKa TepancBTU4YHa no3a. Kopekuus Ha nosara TpabBa Aa ce mpaBd CaMO BbL3
OCHOBA Ha MPOMEHH B TEJIECHOTO TETJIO.

Jleuennero Tpabea aa 6bAE NPOABIDKEHO 3a Hali-ManKo 3 Mecela NpH Aela W IOHOMIK. JleueHHeTo MOXKe na
Obae yabmkeHo 00 12 Meceua, Korato € KIMHHYHO HeoOXoauMo. JIuncear AaBHM NpM Aela B NOAKpena Ha
HaMaJdBaHe Ha paos3ara cnel 6-MeceuHo neveHHe. CHLOTHOLUIEHMETO MOJ3a-PUCK HA
TepanuaTa cnel 3 Mecena TpaOBa na O6bAe OLleHEeHO HA UHAMBUAYaAnHaA 6a3a, KaTo ce
peurauBUpalla TpoMO03a CIpAMO MOTEHLUATHUA PHCK OT KbpPBEHE.

AKO C€ mpoIyCHe ¢JUMH INpUeM, NpoImycHaTaTa no3a TpadBa Aa ce B3eMe Bb3IMOXKH(G|Ha :
zabenexn nponycka, HO caMO B ChIUHA IOECH. AKO TOBa HE € Bb3MOXHO, MallHe 'r\pnﬁna na- m
[03aTa M Aa NPOXBJDKH CbC CEABalNaTa 403a, KaKTo e npeantcaHo. I1alueHTsT He &a*ga g3eMa a RO

o
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34 Ja KOMIIEHCHpPa NnponyCcHaTtaTa qo3a.

g
3 \"G-ﬂ AP




IIpemunasarne om aeuenue ¢ awmazonucmu Ha eumamur K (ABK) xvm Boxcabarn

- [IpodunaxTHka Ha HHCYIT U cUCTEMHA eMOOIH3A:
ABK TpabBa nma ce crpar M aa ce 3anoyHe JedeHuero ¢ BokcabaH, korato MexmyHapomHOTO
Hopmannaupaso cboTHowenue (International Normalised Ratio, INR) e < 3,0.

- Jleuenue 3a JIBT, BE ¥ npo¢unakTuka Ha pelIHAHBH NMPH YBB3PACTHH NALMUEHTH M NpodHUIaKTHKA Ha
peLMAKBH NPU NICAHATPUYHH NALWEHTH:
ABK Ttpsabea na ce cnpart u 1a ce 3anouHe JieueHHETO ¢ Bokcaban, korato INR ¢ <2.5.

[Tpn npemunasaHe ot nedeHue ¢ ABK kbM nedenne ¢ Bokcaban croiiHocTuTe Ha INR e Obnaar ganmnso
NOBHILEHH ciea npHeMa Ha Bokcaban. INR He e BannaeH napaMersp 3a U3MEpPBAaHE HAa AHTHKOAIYJIaHTHATA
akTHBHOCT Ha Bokcaban u cnenoBaTenHo He Tpabea na ce H3nonzea (BXx. Touka 4.5).

IIpemunaeane om neuenue ¢ Boxcaban xom anmazonucmu na eumamun K (ABK)

HMMa BepOSTHOCT aHTHKOAryaalnMaTa na Ob1e HeaJeKBaTHa B XOAa Ha NMPEMHHABaHETO OT ieyeHHe ¢ BokcabaH
keM ABK. TpabBa ma ce ocurypM NpoaB/DKHMTE/NHA aACKBAaTHA AHTHKOATyJalWs MpPpU NPEMHHABAHE KBbM
AITEpHATHBEH aHTHKoarynaHt. Tpabea aa ce orOenexu, 4e Bokcaban Moxke ma 00ycnoBH NOBHILEHH
croriHOoCTH Ha INR.

[Ipu naumeHTH, NpeMUHaBalK OT Je4dcHue ¢ Bokcaban kbM ABK, ABK 1psabBa aa ce npuemat napanenso ao
nocturarde Ha INR > 2,0. IIpe3 mepeuTE OBa AHKM OT NPEXOAHHUA IIEpHOA TpAOBaA Aa ce Npuiara CTaHJapTHaTa
HaganHa no3a ABK, cnea koero nosara Ha ABK Tpabea na e cnopen pesynrarure 3a INR. Jlokaro
naln{eHTUTe npyuemMar eauospeMmeHHO Bokcaban u ABK, INR nHe tpabBa na ce uscnenra no-paHo ot 24 uaca
cliell TIpeAXoOHATa N03a, a caMo HEMOCPEACTBEHO Mpedu cienpaliara no3a Bokcaban. Cnen karo ce
npeycTaHoBU nmpHeMa Ha Bokcaban, INR mMoxke aa ce u3cnenBa u pe3yaraTUTe Aa ca HaJAEXKIHH NOHe 24 yaca
cien NpHeMa Ha nocieaHarta 103a (BXK. TOUKH 4.5 u 5.2).

[TequaTpyuHK NALUEHTH:

Hetiata, kouto npemuHaBat oT Bokcaban kbm ABK, tps0Ba aa npoawmkar aa npuemar Bokcaban 3a

48 vaca cnen mopsara no3a ABK. Cnea 2 oMM Ha eRHOBpEMEHHO NpHIOXKEHHEe TpAOBRa Aa ce Hanpasu
M3CJIEABAHE U Aa c¢ noayyar pesynarature 3a INR, npenu cnenpatnara noza BokcabaH no cxeMmara.
[IpenopbuBa ce eAHOBPEMEHHOTO MpHiokeHHe Ha Bokcaban u ABK pa npoasioku, nokaro INR e > 2,0. oM
kato npueMbT Ha BokcabaH e npeycraHoeeH, INR mMoxe naa ce wicnegpa M jaa ce noiaydar HaJeXOHH
pe3ynTaTty 24 yaca cnel npHeMa Ha rnocneaHaTa 103a (BX. [o-rope ¥ Touka 4.5).

Ipemunasane om neyenue ¢ napenmepaniu avmurkoazyraumu Kem Boxcaban

[Ipy BBLIpaCTHM M NEOHATPHYHH MNALMEHTH NALMEeHTH, KOMTO B MOMEHTa MNOJydYaBar MapeHTepaHH
aAHTHKOAryJaHTH, NPEYCTAHOBABAHETO HA TIAPEHTEpaIHUA aHTHKOArYJIaHT M 3anouBaneTo Ha Bokcaban Tpabpa
na ce ocwiecTBAT 0 OO0 2 yaca npeayd MOMEHTA 3a CJICABALLOTO [U18HOBO MPHIOKEHHE HAa TIAPEHTEPATHHUA
JeKAPCTBEH MPOAYKT (HANp. HHCKOMOJIEKYJIEH XeNnaphH) WiH B MOMEHTAa Ha CMMpaHe Ha MPOAB/DKHTENHOTO
NPHWIOKEHHE Ha NapeHTEPATHHS JICKApCTBEH NMPOAYKT (HAMpP. HHTPABEHO3¢H He(PPAKIIMOHUPAH XETIAPHH).

Ipemunasane om nevenue c Boxcaban xom napenmepannu anmuxoazyaaumu
[IpeycradHoBere npueMa Ha BokcabaH ¥ npunokere nbpBaTa 1032 OT TapeHTepalHHA AHTHKOAryJaHT B
MOMEHTa, KoraTo TpabBa Ja ce npueMe cnezsainara ao3a Bokcaban.

CriellMaJHH NOoMynauMu
bvbpeuno yspesxcoane

BBapacTHM:
OrpaHyyeHHTE KIHHAYHH JAHHH OT MAailMEHTH ¢ TexKo OLOpedHo yBpexaaHe (KpeaTHHHHOB KIHpPBHC 15 - 29
ml/min) noka3Bart, ue IUIa3MEHHUTEe KOHLEHTpalMM Ha pHBapokcabaH ca 3HauMHTENHO NoBHiueHH. Ilo Tasu

npuurHa Boxcaban TpaGpa fa ce mpuiara BHUMATEJHO NMpH Te3d nauueHTd. He ce m a-yrnotpebara
Eﬁq JHF %
)
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[Ipy nauHeHTH ¢ yMepeHO O6BLOpedHO ynpem,uaﬂe (KpeaTMHUHOB KIHPBHC 30 49 dfﬂlf )‘“ﬁm 5 0




NpenopbYHTENIHATA 1032 € |5 mg BeaHbK AHEBHO (BXK. TOUKa 5.2).

- 3a neycHue Ha JIBT, nevenue Ha bE M npodunaktuka Ha peunauBupamn BT u bE: Ilaunuenture
Tpabra na 6baaT nexkyBaHM ¢ 15 mg ABa mbTU AHEBHO mpe3 mbpBHTE 3 ceamuun. Crnea ToBa, KOraTto
npenopbYHTENHaTa 4033 € 20 mg enuH MeT AHEBHO, Tpa6Ba Aa ce oOMHCIH HaManaBaHe Ha Ao3ara ot 20
mg BEAHBXK OHEBHO HAa 15 mg eauH 0BT AHEBHO, aKO OLICHEHHAT PMCK OT KBPBEHE 32 NMalKeHTa
HaAXBbpAA prcka ot peumausrpamd JIBT u BE. IIpenopbkara 3a ynorpebara Ha 15 mg ce ocHOBaBa Ha
¢apMaKOKHHETUMHO MOJEJIUPaHE M HE € NpOYYBaHA MPH TE3H KIMHUUYHH YClIOBHA (BXK. ToukH 4.4, 5.1 u
5.2).

Korato npenopsuntennara ao3a e 10 mg eanH nbT AHEBHO, He ce Hajiara T4 Aa 0be Kopurupasa.

He ce Hanara xopexius Ha 03aTa NpH MalUHEHTH ¢ Jieko ObOpedHo yBpexknaHe (KpeaTHHMHOB KIHpBHC 50 -
80 ml/min) (BX. TOuka 5.2).

[leanaTpyuuHa NOMyala:

- Jlelia ¥ 10HOMIH C Nleka cTeneH Ha ObOpedHo yBpekaaHe (CKOpOCT Ha rinomepynHa ¢unrpauus 50 - 80
ml/min/1,73 m?): He ce Hanara KOpEeKLKA Ha Jlo3ara, Ha 6a3aTa Ha JaHHH NPH Bb3PACTHH U OTPAHHYEHH
JAHHHU TIPH NeHATPHYHH NAaLHEHTH (BX. TOYKa 5.2).

- Jlella ¥ IOHOLIKM C YMEPEHA WM TexXKa cTeleH Ha ObOpedHOo yBpexnaHe (CKOPOCT Ha IJIOMEpY/iHA
dwrrpauus < 50 ml/min/1,73 m?): BokcabaH He ce mpenopbuBa, Th KATO JUNCBAT KIMHHUYHU JAHHHU

(BXK. TOUKa 4.4).

Heproodpobro yspesicoane

BokcabaH € MpOTHBOMNOKA3aH MpPH MALMEHTH ¢ 4YepHOApPOoOHO 3abonsBaHe, CBBLP3AHO C KOArylnonaTus H
KIIHHHYHO 3HA4MM PHCK OT KbpBEHe, BKIKOYUTENHO nauueHTH ¢ uMpo3sa ¢ Child Pugh B u C (Bx. Touku 4.3 n
5.2).

JIMMCBAT KIMHUYHH JAHHHW NPH JCLa ¢ YepHOAPOOHO yBpeXKaaHe.

Ilonynayus ¢ cmapuecka gb3pacm
be3 xopekuMs Ha go3ara (BaK. TOUKa 5.2)

Tenecro meano
be3 kopeknua Ha g03aTa MPH BB3PACTHH (BXK. TOUKA 5.2)
[Ipu neanaTpyyHH MALMEHTH J103aTa Ce onpeaens Ha 6a3aTta Ha TEJNECHOTO TEIIO.

Ilon
be3 kopekuus Ha ao3ata (Ba. TOYKa 5.2)

IHayuenmu, noOroXNCeRU HA KAPOUOEEPIUO

[IpuembT Ba BokcabaH MoOxe aa 3anmoyHe WIM Ja NMPOABIUKH MMPH NAUMEHTH, NPH KOHWTO MOXE Ja ¢
He0OX0AUMO KapAHOBEP3IHO.

[Ipu xapaHoBep3HO HacOUBAHO OT TpaHcesogarcanHa exokapavorpagus (TEE) npu naudeHTH, KOHTO He ca
OMIM JIEKYBAHM ¢ aHTHKOAKYJIAHTH, NieueHueTo ¢ Bokcaban Tpabea na zanoune Ha#i-manxo 4 yaca npenu
KapAHOBEP3UOTO, 3a A4 CE€ rapaHTUpa aJeKBaTHA aHTUKoaryiaaums (Bx. Todkd 5.1 u 5.2). Ilpn BecHukH
BANHEHTH, NPpeJd KapAHOBEp3Ho TpabBa Ja ce NOThHPCH NOTBLPKAEHHE, Y€ NALMEHTHT e npuea Bokcaban,
KakTo € npeanucado. [IpH BiemaHe Ha pellleHHe 3a 3aMOYBaHE HA TEpanud H ONpeAcisHE Ha
NPOOB/DKHTENHOCTTA H, TpaAGBa na ce HMMAT MpelBU] YCTAHOBEHUTE IPENMOPBKH OT PBKOBOJACTBATA 34
AHTHKOArY/aHTHO JIEYEHHE [TPU NaLUMEHTH, NMOLI0XKECHH Ha KapAHOBEP3HO.

Ilayuenmu ¢ wnexnanno npedcvPOHO MBICOeHe, koumo noonexwcam wna IIKH (nepxymanna xopoxapna
UHMEPGEHYUA) C ROCMABAKE HA CMEHM

MMa orpaHHyeH ONMT MO OTHOLUEHHUE HA HaMmaNeHa a03a 15 mg BeAHBK AHEBHO (
BEAHBX AHEBHO 3a MALHEHTH C YMEPEHO TexKo OBLOpeuHo yspexaaHe [KpearTHh &\Kﬂﬁpﬂh
ml/min]), B gonbaHeHHe kbM P2Y 12 nHxuburopa 3a 12 Meceua MakcUMyM, INp ﬂmréimh
MpeACHPAHO MBXACHE, KOUTO Ce€ HY>KIAAT OT NepopaHa aHTUKOAaryJaHTHa Tepall ;
[TKH ¢ nocraBsAHe Ha CTEHT {BXK. TOUKKH 4.4 1 5.1).




NOKAa3aHHETO NpodUNAKTHKA Ha HHCYNT M CHUCTEMHa eMOOIHA NpH NAUHMEeHTH C HEKIAHO IPEACHPAHO
MbxJeHe. JlunceaT gaHHud. [1o Tazu npuuKHA ToH He ce mpenopbuBa 3a ynorpeba npu aeua noa 18-roauinHa
BE3PACT NpPH APYTH NoKa3anug ocBeH jieuenyie Ha BTE u npogunakrika Ha pepiansu Ha BTE.

HayuH Ha npuUnoxeHHe
BokcabaH e 3a nepopanHo MpHIoKEHHE.
Tabnerkure TpaOBa Aa ce nprUeMar ¢ XpaHa (BXK. TOuKa 5.2).

PasTpomasaHe Ha TabneTkuTe

[Tpn nauHeHTH, KOKTO He MOrar Aa norrsiuar tabaerkure Lenm, Tabnerkara BokcabaH Moxe Aa ce HaTPOLIK
H CMECH C BOJia WIH AORIKOBO MOpPE HENMOCPEACTBEHO Npeay ynorpeda U Ja ce NMPUIOoKH MEPOPaITHO.

Cnea npunaraHeTo Ha HatpowieHd ¢unmupaHu Tabnerku Bokcabax ot 15 mg win 20 mg no3ara Tpabsa na
Opae nmocnensaHa He3abaBHO OT XpaHeHe (BX. TOUKa 5.2).

PasTpomeHaTa Tabnerka MOXe Aa ce npriara CbLIo M Upe3 CTOMalllHa COHTa (BX. TOUKH 5.2 H 6.6).

Heya u wonouwu ¢ mezno noseye om 50 kg

BokcabaH e 3a nepopaTHO NPHITOXKEHHE.

IMaumenTsT TpsOBa a ObAC MOCHBETBAH Ja normeina TabneTkara ¢ TeyHOCT. T TpAOBa CHLIO Aa ce nNpUeMa ¢
xpaHa (BX. Touka 5.2). Tabnerkure TpsOBa na ce mpueMart npes MHTepBan npubausuTenHo 24 yaca.

B ciryyaii vye naupMeHThT U3IUKOE BelHAra A03aTa WM IOBbPHE B paMkHuTe Ha 30 MMHYTH Cliell NPWIOKEHHE Ha
nosara, TpsOBa Aa ce mame HoBa Jo3a. Ako ofade nalMeHTbT MOBLPHE nMosede oT 30 MUHYTH cnen npuema,
no3ata He TpAOBa Jla ce mpwiara OTHOBO U CSABAILATA 1032 TpAOBa Ja ce B3eMe 10 CXeMara.

TabnerkaTta He TpsOBa 1a ce pa3aensa NpH ONHUT Aa ce HabaBu uact OT Ao3aTa B TabneTkara.

Pasmpowaeare na mabremxume

Korarto ca u3anucanH ao3d 15 mg unn 20 mg pusapokcabaH, Te Morat aa 6baatT HabaBeHH, KaTo ce pasTpoUIu
Tabnerka 15 mg nwin 20 mg 1 ce cMecH ¢ BoJa WIN S0BJKOBO MIOpe HEMOCPEACTBEHO MNMpeau ynorpeba u ce
NPUIOKHK NEPOPATTHO.

Pastpomenara Tabnerka Moxe Ja ¢ce¢ npuiara ype3 Ha3oracTpajHa HWIH CTOMAlllHa COHZIa 3a XpaHeHe (BX.
TOUYKH 5.2 H 6.0).

4.3 IIporuBonmoka3zaHRSA

CBpPLXYYBCTBHTETHOCT KbM aKTHBHOTO BELLECTBO WM HAKOC OT NMOMOWIHHTE BELIECTBA, H30pPOCHM B TOYKa
6.1.

AKTHBHO, KIHHHYHO 3HAaUYHMO KbpPBECHE.

Jleans wny CBCTOAHME, ako ObAe cueTeHo, ue NpeACTaRIsRa 3HAYHM PHUCK 3a FOJsAMO KbpBEHE. ToBa MOXeE a
BKJIIOYBA HACTOSIA MM CKOPOLIHA FAcCTPOMHTECTHHAIHA fA3Ba, HAJIHYKME HA 3NTOKAYECTBCHH HEOIUIA3MH C
BHCOK PHMCK 34 KbpBEHE, CKOPOILHO HapaHABaHEe Ha IMaBHUA MIIH NpbOHAYHUA MO3BK, CKOPOLIHA ONEpaLM|s Ha
rIaBHUA MO3BK, IpbOHAuHMA MO3bK WIH OUMTE, CKOpOIIHA BbTpeuepenHa XEMOparufi, HU3BECTHH WIH
CYCIIEKTHH e3odarcanHd BapHiM, AapTepOBeHO3HH MaldgopMalMK, CHIOBH AaHEBPU3MH WIH TOJIEMH
HHTPACITHHAJIHM WIH HHTpauepeOpaiHy CbA0OBU AaHOMANUH.

EnHORpeMEHHOTO JieYeHHWe ¢ JApYrH AaHTHKOaryJaHTH, Hamnp. HedpakuuoHupaH xenapuH (HOPX),
HHCKOMOJIEKYJIHH X€NapHuHH (€HOKCanapuH, 1anTenapuH U Jp.), MpOoM3BOAHU Ha XenapuHa ((poHIanapuHyKC U
Ap.), mepopajiHM aHTHkoaryiantu (BapdapuH, nabuMraTpaH erekcWwiaT, anMkcabaH H Jp.), OCBEH IIpH
creuuPryuHMU OOCTOATENCTRA 32 CMAHA HA JICYECHHETO C AHTHKOATYNIaHT (BXK.

Touka 4.2) wim xorato HOX ce mpunara B 1034, HEOOXOAHMH 3a MOAAbPKAHETO HA Q JEHTpa/leH
BEHO3EH WM apTEPHaNeH KaTeThp (BX. TouKa 4.5). g '

YepuoapobHo 3abonsBaHe, CBBP3aHO € KOArynonaTHa H KIHHHYHO 3HEYHM PHCK
nauueHTH ¢ Hppo3za ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT H KbpMEHE (BXK. TOYKA 4.6).




44 CpoenpajHa DpeaynpeKIcHAS H NPeINasHH MepKH NpH ynoTpeda

[IpenoppuBa ce KTHHHYHO HabmoaeH e, ChOTBETCTBAIIO HA NPOBEXaHaTa aHTHKOAlryJJaL{Ws B X0Ja Ha LieHA
NepHOJ Ha JIeUeHue.

PUCK OT XeMoparus

Kakto ¥ ¢ apyrd aHTHKOaryJaHTH, NMAUMEHTHTE, KOMTO MpHeMaTr Bokcaban, TpaOBa na ce nHabmiopasar
BHHMATEJIHO 32 MpU3HALM Ha KbpBeRe. IIpenopbuBa ce ynotpedara ¢ NnoOBUILIEHO BHUMAHHE MPH ChCTOSAHUA ¢
MoBHLIEH PUCK 3a XxeMoparus. [Ipunoxenuero Ha Bokcaban Tpabea na ce npeycTaHOBM NpH NMOsIBA HA TEXKA
xeMoparus (Bx. Touka 4.9).

B KiIMHUYHKTE NPOYYBAHHMA JUTABUYHO KbpPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMALIHO-YPEBHUA TPAKT, MUKOYHO-
I0JIOBHA TPAaKT, BKJIIOYMTEIHO aOHOPMHO BAarHHAJIHO WIH YBEJIHYCHO MEHCTPYAJIHO KbPBEHE) M aHEMHA C€
HaOJIOAaBaT No-4eCTO NMPH ABLJATOCPOUHO JieueHHe ¢ puBapokcabaH B cpaBHeHHe ¢ aedeHHe ¢ ABK. [1o Ta3u
NpHYHHA, B JOMbJHEHHE KBbM aJE€KBaTHOTO KIHMHU4YHO HalimoaeHue, nabopaTOpHO HM3C/IEABAHE Ha
XeMoroOHHa/xeMaTokpuTa 6K Morno Aa 6bae OT Mmos3a 3a OTKPMBAHE HA OKYJITHO KbPBEHE H 34 ONPEICIIHE
Ha KJIMHHYHATa 3HAYHMOCT Ha IBHO KbPBEHE, M0 NpeLieHKa CIope Ciyas.

Hsakonko moAarpyny naudeHTH, ONMCaHu nogpodHO Mo-A0y, ¢a ¢ NOBUIUCH PHUCK OT KbpPBEHE. 1€3H NMalueHTH
cnensa 1a OBAAT BHUMATENHO MpocheieHd 3a Oene3u U CUMITOMH Ha CBBpP3aHH C KbPBEHE YCIOKHEHMA M
aHeMHMs cJIeJl HA4YaJl0TO Ha JiedeHHETO (BXK. Touka 4.8).

[Ip# BCAKO HEUBACHEHO MOHMKABAHE HA XEMOrIOOHMHA HIH KPBBHOTO HajiArase TpabBa Aa c€ ThpPCH H3TOYHUK
Ha KbpPBEHE.

Bbnpekn ye neyeHUETO ¢ puBapokcabaH HE H3IUCKBA PYTHHHO NPOCieAsBaHE Ha €KCMO3HULMATA, HUBATA HA
prHBapokcabaH, H3MepeHH C KanuOpHpaH TECT 32 KOJIHWYECTBEHO OmnpeaensHe Ha aHTHdaxrop Xa, Morar za
ObAaT NMOJIE3HH B M3BLHPEAHH CUTYALMH, KOraTo JAHHHWTE 3a EKCIO3MLMATA Ha pHBapoKcabaH Moxe na
IOMOrHAT 3a B3éMaHe Ha HHpOpPMUpAHH KIHHHYHH PELUCHHUA, Hanp. NIPEOO3HpaHe H CIIEUIHA XHpPYprug (BxK.
Touka 5.1 1 5.2)

Ieouampuuna nonynayus
HNmMa orpanyydeHd AaHHM TIPH Aella ¢ MO3bYHA BEHO3HA H CHHYCORA TpoMOo03a, KouTo uMar HHdekuus Ha LIHC
(Bx. TOoukKa 5.1). PuckbT OT kbpBeHe TpaOBa Aa ObAe BHUMATENHO OLEHEH pe]iM U MO BPEME HA TEparuATa C

puBapokcabaH.

brOpeuHo yBpexaane
[Ipn BB3pacTHH MALMEHTH ¢ Texko OBOpeuHO yBpeknaHe (KpeaTHHUHOB KIHpBHC < 30 ml/min) e BB3MOXHO

[U1a3MeHUTe HHBA Ha pHBapokcabaH Aa ObAaT 3HAYMTENHO NOBHMINEHHM (cpeaHo 1,6 MBTH), KOETO MOXKE Ja
JoBeAe IO MOBHIIEH PUCK OT KbpBeHe. Bokcaban TpabBa na ce npunara BHUMATETHO NpPH NALUHEHTH ¢
KpeaTHHHHOB KIHpBHHC 15 - 29 ml/min. He ce npenopbuBa ymorpebata NmpH NMauMEeHTH C KPEATUHHHOB
KIHpBHC < 15 ml/min (k. Touku 4.2 1 5.2).

BokcaGan TpabBa nga ce npuiara BHHMAaTelHO MPH NauMeHTH ¢ OnOpeyHo yBpexaaHe, NoOIy4aBallH

eAHOBPEMEHHO APYTH JIEKapCTBa, KOMTO MOBULLIABAT IUTa3MEHUTE KOHLCHTPALUH Ha pHBapokcaban (Bx. TO4YKa
4.5).

BokcabaH He ce mpernopbuBa MpH AHA H KOHOLIM C YMEPEHa MJIH TEXKa CTeneH Ha 0nOpeqHO yBpexnaHe
(ckopocT Ha roMepysHa dunTpauns < S0 ml/min/1,73 m?), Thil KaTO NUNCBAT KIHHUYHH JAHHH.

B3auMOeNCTBHE C APYIH JEKAPCTBEHH NPOOYKTH
He ce npenopbupa ynorpedbara Ha BokcabaH npu nauMeHTH, KOUTO AOMYYaBaT ¢AHOBPEMEHHO CHCTEMHO

JleYeHHe ¢ a30JI0BM AHTHMHKOTHLHM (KaTO KETOKOHA30J, MTPAaKOHAa30Ji, BOPUKOHA30/ H : 33071) WIH
HIV-nporeazHy MHXWOHTOpH (Hanp. puTOHaBHp). Te3d aKTHBHHM BeLIECTBA Ca MQ I
CYP3A4 u na P-gp 1 no Tasn npHuMHa MOraT J1a MOBHINAT MJ1a3MEHaTa KOHLICHTpaLY(3 BAPORCE

KITMHKYHO 3HaYHMO HHUBO (CpenHO 2,6 MbTH), KOeTO MOXKE 1a NOBee A0 MMOBULUEH P cgq'{ KupB e,
KJIMHAYHM JAHHH NPH ACLA, MOTYYABaLlH ChIbTCTBALIC CHCTEMHO NEYEHHE CBC C HJHHﬁyﬁﬂTopnrﬁﬁ
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KOMTO TMOBJHABAT XEMOCTa3aTd, KaTo HecTepoMAHM npoTHBOoBB3naMTenHn cpencrsa (HCIIBC),

allETUACATHLIIIIOBA KHCEIHHA B MHXUOHTOPU Ha TpOMOOLMTHATA arperaums Wid CeICKTUBHH HHXHOMTOPH Ha
ofpaTHOTO 3axBainaHe Ha ceporoHHHa (selective serotonin reuptake inhibitors, SSRI) u uHxuburopu Ha

obpaTHOTO 3axBaulaHe Ha CEpPOTOHHHA W HopenuHedpHHa (serotonin norepinephrine reuptake inhibitors,
SNRI). IIpp nauueHTHTE C PUCK 3a YJILEPO3HO CTOMALUHO-YpeBHO 3abonaBaHe MOXKE Aa Ce MOMMUCIH 32
MOAXOAAINO MPOPWIAKTUYHO JeueHHe (BK. Touka 4.5).

2![!!1"]& PHCKOBH _(,haKTOEH 38 KBPBCHE

KakTo M ¢ Apyry aHTHarperaiTHM CpeACcTBa puBapokcabaH He ce MPEnophyYBa MPH NALMEHTH ¢ MOBULIECH PHCK

OT KbpPBEHE, KaTo:

° BPO/JE€HH HIH NPHAOOUTH HApYLICHUA B KPbBOCHCHPBAHETO,

. HEKOHTPOJMpaHa TEXKKA apTepHallHa XHIIEPTOHUS;
APYro CTOMALUIHO-YPEBHO 3abonasaHe 0e3 aKTUBHO pasa3BABaHe, KOETO MOTEHLHMATHO MOKe J1a JIOBEJE
[0 YCIOXHERUA ¢ KbpBEHe (Hanp. BB3NAIMTENHO 3a00/1MBaHe Ha uepBaTa, €30(aruT, raCTpuT U racTpo-
ezodareanHa pedykcHa 6onecr);

. CBHIOBa PETHHONATHSA;

. OpoHXHEKTa3uH HJIM aHaAMHe3a 3a KbpBEHE B Oenus apod.

[TauneHTH ¢ pakoBo 3abonapaHe
[TalMeHTHTE CBC 3TOKAYECTREHO 3abonsBaHe MoOXe €IHOBPEMEHHO a ca MINIOKEHH M HA MO-BHCOK PUCK OT

KbpBeHe W Tpombo3za. MHauBuayanHara noj3a OT aHTHTPOMOOTHMHOTO jieuyeHHWe TpAOBa Ja ce mpelieHH
CIIpAMO DHCKAa OT KbpBEeHE NpHM NAIMEHTH C aKTWBHO PAKoBO 3a0ONgBAHE B 3aBHCHMOCT OT JIOKALMATA HA

MOp4, AHTHHEOILIACTUYHATA Tepanus M Ha_Ha 3abongaBaHeTo. TYMOPHTE, PA3MONOAKECHH B_CTOMAIIHO-
UpeBHHA MIH NMHKOYHO-MOJIOBHS TPAKT, ¢a CBLP3aHM C MOBUINEH PUCK OT KbpBEHE 10 BpeMe Ha TEPANHATA C
pHRapokcabaH.

[ipy_nauMeHTH CBC 3NOKAYECTBEHHW HOBOOOpa3zyBaHMA ¢ BHMCOK DHCK OT KbpBeHe, ynorpebara Ha
pHRapokcabaH € NpOTUBONIOKA3AHA (BXK. TOMKA 4.3).

[1aliHeHTH ¢ KNanHHA OpOTeE3x

PuBapokcabaH He TpsbGBa na ce uw3non3pa 3a TpomMOonpodmnakTHka Npd NAUMEHTH, KOWTO HACKOpPO ¢a
NpeMHHANY TpaHCKaTeTbpHa cMaHa Ha aopTHata knana (TAVR). besonacHoctra M edukacHocTTa Ha
BokcabaH He ca Mpoy4YeHH NPY NaLMEHTH CBC ChPACYHO KIAITHO NpOoTe3upaHe; 110 Ta3yu MpHHMHHA, HAMa JaHHH
B Nnoaxpena Ha TOBa, ¢ BokcabaH oCHrypaBa aJcKBaTHa aHTMKOAryJauus B Tasy MOINMyJauMs NauMEHTH,
Jleuennero ¢ BokcabaH He ce Ipenopb4Ba IPH TE3H NALMCHTH,

[MaumenTy ¢ anTHhOochoNHNIUAEH CUHHAPOM

HupekTHO peficTBamuy nepopainn  aHtukoaryinaHtd (DOACs), BrmouuTenHo pusapokcabaH, He ce
NpenopbLYBaT NMPH MALUMEHTH ¢ aHaMHe3a 3a TpoM003a, KOUTO Ca QUArHOCTHLMpPAHU ¢ aHTU(ochONMNUAEH
cuvapoM. Tlo-cneuyanHo npH  TPOMHOMO3MTMBHM  NAaUMEHTH  (3a  NYMyCeH  AHTUKOAryNaHT,
AHTUKAPAUONIMIIMHOBH GHTHUTENA W aHTHTENA cpeuly Oeta-2-rnukonporteus 1), neyeHuero ¢ DOACs Moxe na
ObAe CBBP3aHO C MOBHILIECHA Y9ECTOTa HA MOBTApALIM ¢€ TPOMOOTHYHH CHOMTHA B CPABHCHHME C TEpanMATa C
AHTArOHMCT Ha BUTaMHH K.

[TallieHTH ¢ HEKJIAIHO MPEACHPAHO MBXAeHe, KOUTo noauekaT Ha IIKH ¢ nocrapgHe Ha creHT HanuuHu ca
KIHHHYHH NAaHHH, MONYYE€HH OT MWHTEPBEHLMOHATHO I[pOyuBaHe, ¢ OCHOBHA LEJ H3cJeABaHE Ha
Oe3onacHOCTTA MPU MALMEHTH € HEKAANHO MPEACHPAHO MBXKIEHe, KoMTo ca Oounu noanokeHd Ha IIKH ¢
NocTaBgHe Ha cTeHT. JaHHuTe 3a €PHKACHOCTTA NPH Tasu MOMyJlalus ¢a orpaHuueHH (BXK. ToukH 4.2 u 5.1).
JIunceaT JaHHM 33 TAKMBA NALICHTH ¢ AHAMHE3a 3a HHCYIT/IIpexoneH ucxemuueH npucten (11AII).

XeMoauHaMH4YHO HecTabuaHK nauuenTd ¢ BE WAM NAaUHEHTH, KOMTO ¢€ HYKNAAT OT TPo
GenonpobHa emMGoIeKTOMHSL. S hiald g \
BokcabaH He ce Mnpenoprysa KaTo anTepHATHBA Ha HEPPAKUMOHHDAHMS XCMapAMo np'ﬁ 4%l
Genoapober emM601M3BM, KOMTO €a XEMOJWHAMHYHO HECTAOMIIHM WIH Ha KOMT n.iE ‘,né tfé

YCTAaHOBEHH IPH TC3H KJIHHWHYHH CUTYallHH.



CnnHainHa/enuaypaiHa aHEeCTe3RA MM ITYHKLINA

Korato c¢e H3MoA3Ba  HEBpOAKCHalHA  aHecTe3Ws  (CNMHaNHa/enuMIypaiHa  aHeCTe3Hd)  WIH
CNIMHANMHA/enuaypaNlHa NMyHKUMS, NALHEHTHTE, TPETHPAHM C AHTHArPETAHTHW CPEACTBA 3a MPEBEHLMA Ha
TpoMGoeMOOIMYHY YCIIOXKHEHHUS, ca MOAJIOKEHNHM Ha PUCK OT MOABA Ha eNUIYPaTeH WIH CIIKHANIEH XeMaToM,
KOHWTO MOXe Ja AOBede A0 ABArOCpOYHa WIM TpaHHa napann3a. TO03M pHCK MOXE Ja C€¢ MOBHMIIK OT
nocToneparMBHaTa ynoTpefa Ha BbBEXKIAll] €MMIYpPalieH KAaTeTbp WIH eNHOBpEeMEHHaTa ynorpeba Ha
JIEKApPCTBEHH TPOIAYKTH, TMOBIHABAIIM XeMocTa3aTa. PHUCKBT MOXKE Aa C€ MOBHIIM CBIIO Taka H OT
TpaBMaTHYHA WIM MHOTOKpaTHa €NMUAypajiHa WIH CrMHATHA myHKuus, [Tauventure Tpabsa uecto aa Obaat
MpocieAdBaHH 38 NMPHU3HALM U CUMITTOMH Ha HEBPOJIOrMYHO YBpeXJaHe (Harlp. H3TpbnBaHe wiH cnadocT B
KpakaTa, AMCKOM(OPT B YepBaTa WIH NMHKOYHKA MeXYpP). AKO ObjJle KOHCTaTHpPaH HEBPONOrHYeH AehULIMT, ca
HeoOXOAMMH CIIELIHO AWArHOCTHLIMpaHe H jiedeHne. [Ipean HeBpoakcHanHa MHTEpBEHLMS, NeKapaT TpabBa aa
NpeLeHH CLOTHOLIEHNETO MEXAY MOTEHLMANIHATA NOM38 U PUCKA NIPH NalHeHTH Ha aHTUKOATYJIaHTHA Teparis
WM MAaLWEeHTH, KOUTO Le ObaaT NoyIoKeH Ha aHTHKOAryJlaHTHa Tepainusi, 3a TpoMbonpoduiakruka. Hama
KIHHHYEH OnHUT ¢ ynotpebara Ha 20 mg puBapokcabaH B Te3H CHTYALMH.

3a HaMansBaHe Ha TIOTCHUHUAIHMS PHCK OT KbpPBEHE, CBBP3aHO C €JHOBPEMEHHOTO MNpHiaraHe Ha
pUBapokcabaH M HeBpOaKCHaNHA (enuaypaiHa /CIHHANIHA) AHECTE3Us MIIM CIIHHANHA MyHKLU4, TpaOBa aa ce
MMa npelsH] (PapMakOKMHETHUHHA npodgwn Ha puBapokcabad. [locrapaHeTo WM npeMaxpaHETO Ha

eMUAYPANIEH KAaTeThp WM JiyMOanHa MyHKLMs ce U3BbpiIBa Hal-100pe, KOraTo aHTHKOAarylaHTHHsA eexT Ha
pruBapokcabaH ce OLICHABAa KaTO HUCBK. BBIpekH ToBa, TOYHOTO BpEMe 34 MOCTHUraHe Ha KOCTATbYHO HHCBK

AHTHKOATyJIaHTEH €(EKT 32 BCCKH NALIMEHT HE € U3BECTHO U TpAOBa Aa ObAe MpeLeHeHo CIPSAMO CNEUHOCTTa
Ha JUArHOCTHYHATA NpoLexypa.

3a OTCTpaHABAHETO HA CHWAYPATHHSA KATEThP H BB3 OCHOBA Ha 0011HTEe (PapMaKOKHHETHYHH XapaKTEPHCTHKH,
NnoHe 2X MOJY>KHUBOTA, T.€. Hall-manko 18 yaca npu MN1aay BB3pACTHH MALIMEHTH WK 26 Yaca NpH NaUMEeHTH B
cTap4ecKa Bb3pacT, TpaOBa aa ca MMHAJH Clief NIOCICAHOTO NPUICKEHUE Ha puBapokcadaH (Bx. Touka 5.2).
Cnen oOTCTpaHABAHETO Ha KareTbpa, TpAOBa na M3MHHAT Hal-Manko 6 uvaca nNpeaH NPHIOKEHHE Ha
ceBalaTa a03a puBapokcaba.

IIpu nossa Ha TpaBMATHYHA ITYHKIHA, MPATOXKEHHETO Ha puBapokcadaH TpadBa na Obae OTIOKEHO ¢

24 uaca.

JIunceaT AaHHH OTHOCHO NMOAXOAAINOTO BpeMe 3a MOCTABAHE WM OTCTPAHABAHEC HA HEBPOAKCHAICH KATETHP
npM Jeua, JoKaro ca Ha JjeueHue ¢ Bokcaban. B TakuBa ciyyad, npeyCTaHOBETE MNPUIIOKEHHETO Ha
puBapokcabaH u oOMucCIIeTe NPUAOKEHHE HA KPaTKOAENCTRALL NMAPEHTEPATICH aHTHKOATI'y1aHT.

[IpenopbKy 32 JO3HMPAHETO Npedd W clI€[d HHBA3HMBHH NPOMEAYPH MM XHPYPrHYHH WHTEPBEHUHH AKO CE
Hanara npoBeXXJaHe HAa MHBA3MBHA Mpoueaypa MM XUpYprudHa HHTepBeHLMs, Bokcaban 20 mg tpabBa na
Obae CNpsiH MO Bb3MOXHOCT NOHE 24 yaca npeaM UHTEPBEHLMATA H Bb3 OCHOBA Ha KIIMHHYHATA NpelieHKa Ha
JIeKyBalllUs JeKap.

AKo npouexyparTa He MOxe 1a ObAe OTIOXKeHa, TpAOBa Aa Ce NMPELEHH NOBHLICHUAT PHCK OT KbPBEHE CIIPAMO
CNELIHOCTTa H8 UHTEPBEHLIMATA.

IlpuembT Ha Bokcabax TpsOBa na ce BH30OHOBM BBH3IMOXKHO HAH-CKOPO CneJl MHBa3sMBHATa Mpoueaypa Wid
XHUPYpPruiHaTa HHTEpBCHLMA, ako KJIMHHYHATA CHTyauMs I103BOMABA M € MOCTUIHATA ajJeKBaTHA XEeMOCTa3a,
KaKTO € OMpeAesIeHO OT JIEKYBalus Jiekap (Bx. TOUka 5.2).

[lonynauus B cTapuecka Bb3pacT
C yBenHuYaBaHeTO Ha BB3PacTTa MOKE J1a C€ YBEJIHYH PUCKBT OT XeMoparus (BK. Touka 5.2).

J1epMATONIOrHYHH PEaKIInK
[To BpeMe Ha MOCTMApPKETHHIOBO HaOMmoOOEeHHE BHB Bpb3Ka ¢ ynoTpebata Ha puBapokcabaHn ce choOuiasa 3a

CEepHO3HH KOXKHH peakliMH, BKITIOYHMTEIIHO CHHAPOM Ha Stevens-Johnson/TokcHuHa enuaepMaliHa HEKPONTH3a H
DRESS cuHgpom (Bx. Touka 4.8). Usrnexna, ye nalMeHTUTE Ca H3NOKEHW Ha HAW-rONIAM PHCK OT TE3d
peakLMH B HAYANOTO Ha TEpalMATa: B MIOBEYETO CIy4aH, HAYAIO0TO HA peaKkuyATa ce NpPosBABA NPE3 NbPBUTE
CeAMMLIM OT NneueHHeTo. PuBapokcabaH TpabBa na ce npeycraHOBH NpH (THPBa N0ABA
(Hanp. pa3npocTpaHaBall C&, HHTEH3WBEH H/HIN CBBbP3aH ¢ 00pa3zyBaHETO Ha MEXY
CBPBXYYBCTBHTE/IHOCT, CBBP3aH C JIE3UH Ha JIMraByuaTa.

HudopMaliug 3a NOMOLIHHTE BELIECTBA

To3u nekapcTBeH MPOAYKT ChABPKA Mo-MaIko oT | mmol Harpuii (23 mg) Ha &
C€ KaKE, Y€ NMPAKTHUECKU HE ChALPKA HATPHH.




4.5 BsanvogeHAcTBHE ¢ APYIrH JIEKAPCTBEHH HPORYKTR H ApYru pOpMH HA B3AaHMOAEHCTBHE

OGXBaTshT HA B3aHMOACHCTBHATA NPH NeAHATPUUHATA NMOITyJialliA He € H3BecTeH. JomynocoyeHHTe JaHHM 3a
B3aHMOAEHCTBHATA, MONYUYEHH MPH Bb3PAaCTHH, U MpeaynpexacHuaTa B Touka 4.4 TpabBa na ce UMaT npeaBua
pH MeAnaTpH4YHaTa NomyaLus.

Huxuburopn na CYP3A4 u P-gp

EasoBpeMeHHOTO NMPHUIOKEHHE HA puBapokcabaH U ketokoHasos (400 mg eauH ITbT JHEBHO) WIH PUTOHABHP
(600 mg nBa MTH AHEBHO) BOAM 10 2,6 meTH / 2,5 mbTH no-Bucoka cpeaHa AUC Ha pusapokcaban u 1,7 mbTu
/ 1,6 MbTH No-BHCOKa CpeaHa Cmax CHC 3HAYMTENHO TMOBHIUABAHE Ha dapMakOAMHAMHYHHUTE €(PEeKTH, KOETO
MOXKE Aa AOBene [0 MOBUIIEH pHCK oT KbpBeHe. [lo Tasu npHunHa He ce npenopwyBa ynorpedara Ha
BoxcabaH npH NauMEHTH, KOMTO NOTy4YaBaTr ¢IHOBPEMEHHO CHCTEMHO JIeYEHHE C a30JI0BH aHTUMHKOTHLIH
KATO KETOKOHa30Jl, MTPAKOHA30JI, BOPHKOHA301 U nocakoHazon wiu ¢ HIV-nporeasnn uuxuburopu. Tesu
aKTHMBHH BellleCTBa ¢a MOLIHHY MHXHOUTOPpH Ha CYP3A4 u P-gp (BX. TOUKa 4.4).

OuakBa ce aKTMBHH BELUECTB3, KOMTO CWIHO HHXMOMpaT caMO e€IMH OT ITbTULLATA HA E€NIMMHUHHPAHE HA
puBapokcabaH nwnu CYP3A4 unu P-gp, na noBHIIAT B MO-MAJIKa CTENEH IUIA3MEHHTE KOHLIEHTpallMH Ha
puBapokcabad. Hanpumep, knapurpoMuuuH (500 mg aABa NMETH JHEBHO), KOHTO C€ npHeMa 3a CWICH
uHxuoutop Ha CYP3A4 u ymepen unHxuburop Ha P-gp, Boau no nopmiuaBare Ha cpeaHara AUC Ha
pusapokcabaH ¢ 1,5 meTH H Ha Cuax — © 1,4 MpTH. B3aUMOACHCTBHETO C KIAPUTPOMHLIMH BEPOSTHO HE €
KJIHHHYHO 3HAYHMO NPH NOBEYETO NAUMEHTH, HO MOXe Aa ObAc MOTEHUKHATHO 3HAYHMO NPH BUCOKOPHCKORH
nauMeHTH. (3a naipeHTH ¢ OB0peuHo yepexaaHe: BX. To4ka 4.4).

Epurpomuiiyn (500 mg tpu metH aHeBHO), KolTO MHXUOUpa ymepeHo CYP3A4 u P-gp, sBoamn ao 1,3 nvrH
nosuineHre Ha cpeaHata AUC u Cpa Ha puBapokcabaH. B3aMMOAECHCTBHETO ¢ EPUTPOMULIMH BEPOATHO HE €
KIHHHYHO 3HAUMMO TPH MOBEYETO MALMEHTH, HO MOXE Aa Oblie MOTEHUHAIHO 3HAYUMO NPH BHCOKOPHCKOBH
NALUMEHTH.

[Tpu nmuua ¢ nexo 6LOpeuro yBpexaaHe epuTpoMHLIMH (500 mg TpH METH AHEBHO) BOAU O

1,8-kpaTHo nouinaBaHe Ha cpeaHata AUC Ha puBapokcabaH U 1,6 nbTH nosHilleHHE HA Cpax B CPABHEHMUE C
MHAMBHIAH ¢ HOopMaiHa ObOpeuHa @yHkuusa. Ilpn nuua ¢ yMepeHo 6BOpedHO yBpeKlaHe CPUTPOMHUMH €
nosen a0 2,0 nbTH nopvuieHHe Ha cpeanHata AUC nHa pusapokcaban u 1,6 mbTH nosriueHue Ha Cpax B
CpaBHEHHME ¢ MHAMBHAH C HopManHa 6b0peuHa pyHKUMA. E¢exTsT Ha €pHTPOMHULIMH € AAHTHBEH KbM TO3H Ha
650peuHoTO yBpexkaaHe (BK. Touka 4.4).

dnykonason (400 mg eguH NBET AHEBHO), KOWTO ce ¢MATa 3a ymMepeH uuxuburop Ha CYP3A4, Boau no
nosHmasane ¢ 1,4 mbTu Ha cpeaHara AUC na pupapokcaban u 1,3 meT Ha cpeaHaTa Chax.
BzanmoaeicTBHETO ¢ QIYKOHA301 BEPOATHO HE € KIMHHYHO 3HAYHMO fIPH MOBEYETO MALHEHTH, HO MOXe Ja
ObZie MOTEHIMAIHO 3HAYUMO TPH BHUCOKOPHCKOBHU MAalMEHTH . (3a NalueHTH ¢ OBLOpeyHo YBpekaaHe: BHK
TOYKa 4.4).

Karo ce ¥Mar npeiaBun OrpaHMYEHWTE KJIMHUYHU JAHHW C JAPOHEAAPOH, €AHOBPEMEHHOTO NPWJIOKEHHE C
puBapokcabaH TpabBa Ja ce u3bArea.

AHTHUKOATYTAHTH
Cnen xoMOMHHMDAHO NPWIOKEHHE Ha e€HOKcanapuH (eaHokpatHa pno3a or 40 mg) v pusapokcabad

(eaHokpatHa no3a ot 10 mg) e HabmogapaH agNTHBEH €(EKT BBPXY AKTHBHOCTTA Ha aHTH(akTop Xa, 0e3
HUKAKBH JIOITBJIHUTEIHN €)eKTH MO OTHOLIEHHE Ha KoarynauuoHHute TectoBe (PT, aPTT).

Enokcanapun He € noBauAl papMakOKMHETHKATa Ha pHBapokcabaH.

[Topanu nmoBuiliEeHHS PHUCK OT KbpPBEHE € HeOoOX0AMMO BHUMAHKE NMPH NAlHEHTH, KOUTO ¢a HA €JHOBPEMEHHO
NleYeHH’e ¢ IpYrH aHTHKOAryJaaHTH (BxK. ToukH 4.3 u 4.4).

HCTIBC/uBxuuTopH Ha TPOMOOIIMTHATA arperaims :}5‘ -
He e HabnionaBaHO KIMHMYHO 3HAYMMO YIBDKABAHE HA BPEMETO HA KbP j&% / c.wa QB#OBPW HO

npuwioxeHue Ha puBapokcaban (15 mg) n 500 mg Hanpokcex. Brnpeku ToBa € B h%)tﬂo ,ua WM mu}a

no-u3pased papMakOJHHAMHYEH OTTOROP. i 5,
He ca nabnmiogaBaHy KIMHHYHO 3HAYMMH papMaKOKHHETHYHH WIH dhapMaKoaHH _tiF;H BB&WGﬂeﬁCTBHH/
eAHOBPEMEHHO NMpHIIOKEHHE Ha puBapokcabad u 500 mg aLeTWICANULMIOBA KHCENN ai S | = /
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Knomugorpen (300 mg wnavanua fnos3a, nociegpaHa oT 75 mg noAanpikalla J03a) HE € TMoKasan
(hapMaKOKHHETHUYHO B3aUMOJeHcTBHE ¢ puBapokcabaH (15 mg), Ho e HabmoJaBaHO 3HAYMMO YABJDKABAHE Ha
BpPEMETO HA KbPBEHE NPHU €IHa MTOATPYNa NaLUeHTH, KOETO HE € KOPEIHPANO ¢ arperanuaTra Ha TpoMOOLIMTHTE,
HuBata Ha P-cenektn wiu GPIIb/Illa peuenropure.

HeoOxoaMMo € BHHMaHME TIpM NALMEHTH, KOUTO eAHOBpeMEHHO ca nekysBaHu ¢ HCIIBC (BxmouuTenso
AUETWICAMUWIOBE KHCEMHMHA) U MHXHOWTOpH Ha TPOMOOLIMTHATa arperauys, IMOHEXe Te3H JIEKAPCTBEHH
NPOAYKTH OOMKHOBEHO MOBUIUABAT PUCKA OT KbpBEHE (BXK. TOYKa 4.4).

SSRI/SNRI

KaxTo npu apyrH aHTHKOAryJlaHTH MOXE Aa ChLIECTBYBA BH3MOXKHOCT MAallHEHTHTE Ja €a C MOBUILEH PHUCK OT
KbpBeHe B City4ait Ha chirbTeTBalia ynorpeba cee SSRI unu SNRI nopanu edekra UM BbpXY TPOMOOLIUTHTE,
3a KOMTO ce cbobwaBa. [Ipu choeTCcTBaINE YNnoTpeba B KIMHMYHATA MporpamMa ¢ pMBapokcabaH, BbB BCHYKH
rpyrnd Ha JeyeHue ¢e HabmoaaBa YMCNEeHO MO-BUCOKA YECTOTA Ha FOSM HIH HErojsiM KIHHHYHO 3HAYMUM

KPBEBOH3JIHUB.

Bapdapux

[IpeMuHaBaHeTO OT NeyeHUe ¢ aHTaroHMcta Ha BHTamMuH K Bapdapus (INR 2,0 go 3,0) xvM nedeHme ¢
puBapokcaban (20 mg) winm or pusapokcaban (20 mg) xwem Bapdapun (INR 2,0 no 3,0) nmosuwasa
cbOTHOMIEHHeTO npoTpoMOMHOBO BpeMe/INR (Neoplastin) noBeue oT aguTHBHO (BB3MOXKHO € Ja ce
HaOmogasaT oTAETHH CTOHHOCTH Ha INR o 12), pokaro edekture no orHomenue Ha aPTT, uaxubupanero
Ha aKTHBHOCTTA Ha ¢akTop Xa M NMOTEHLMal1a Ha €HAON¢HHUA TPOMOMH ca aauTHBHM, [lpm xenanue na ce
uacneasat papmMakogHHaMHYHHUTE eDEKTH Ha pHBapokcadaH B mepuoa Ha CMSHATA Ha TEparusiTa MOraT Aa ce
M3MONI3BAT MMOKa3aTeNy Kato akTHBHOCT Ha aHTH-pakTop Xa, PiCT u Heptest, norexe Te3u TecToBe He ce
noenuspat oT Bapdapud. Ha yeTeBpTHA ACH Cllea nocaeaHaTa 103a BapdapHH, BCHUKH nokaszarenu (Bri. PT,
aPTT, unxuOupane Ha akTHBHOCTTA Ha daxkTop Xa u ETP) otpaszsaBar equHCTBEHO edexra Ha puBapokcabaH.
[Ipn xkenanuwe pa ce u3cineasat apMakoaMHaMMuHWTE €(EeKTH Ha BapdapHH B NEpHOAa Ha CMSHA Ha
TepanuaTra MoXe Aa ¢¢ u3noj3Ba H3iMepBaHeTo Ha INR npu Ceougn Ha puBapokcabaH (24 4vaca cnen
NpeaXOOHHA NMpUeM Ha puBapokcabaH), Thbii KaTO TO3H TNOKAa3aTen CE€ NOBIHABA B MHHHMAlHA CTENEH OT
pUBapokcabaH B Ta3U BpeMeBa TOYKA.

He e HabmonaBaHo papMaKOKHHETHYHO B3aUMOEACTBHE MEeXXTY BapdapHH H puBapokcabaH.

Huayvkropu na CYP3A4

EQHOBpEMEHOTO NpHIOKEHHE HAa pHBapokcabaH W MowHus MHaykTop Ha CYP3A4 pudammmuus Boau A0
okono 50% noHwxapane Ha cpeaHata AUC 3a puBapokcabaH, ¢ yCNopeaHO HaMansBaHe Ha
¢apMakoaHHaMH4YHKTE My eexTd. EnHOBpeMeHHaTa ynorpeba Ha puBapokcabaH ¢ Apyrd MOUIHH HHAYKTOPH
Ha CYP3A4 (vanp. ¢eHuToun, kapbaMasenuH, peHobapObuTan Wik XeaT KaHTapHoH (Hypericum perforatumy))
CBIIO MOXeE [a JOBEAE A0 HaMalieHHM IUIa3MeHH KOHLEHTpauud Ha puBapokcabaH. 3aToBa TpadBa Aa ce
U30Area eAHOBPEMEHHOTO NMpWiarase Ha MollHK HHAYKTOpH Ha CYP3 A4, ocBeH ako NAalUEHTBLT HE CE Cleau
BHUMATENHO 3a Gene3n ¥ CHMITTOMH Ha Tpom0o3a.

EE YI'H CHIIBTCTBALUM TEPAIIHH

He ca HabmonaBaHy KIMHUYHO 3HAaYWMM (PapMaKOKMHETHYHHA WM PapMakOAMHAMHYHEM B3aUMOAEHCTBUS NpPH
eHOBpEMEHHO MPWIOXKCHHE Ha puBapokcabaH B muaasonaM (cydbctpar Ha CYP3A4), aurokcuH (cyocrpar Ha
P-gp), atopeactatuH (cybcrpar Ha CYP3A4 u P-gp) win oMenpason (MHXMOHTOP Ha MPOTOHHATA NMOMIIA).
PuBapokcabaH HHTO WHXHOMpa, HMTO HHIOYLMpa HAKOA OT OCHOBHuUTe uiopopmu Ha CYP, Hanpumep
CYP3A4.

JlabopaTopHH Nokasarenu
Koarynauuonnure napamerpi (nanp. PT, aPTT, HepTest) ce nosnusesar cropea oyakBaHMATA C OrNeA Ha

MeXaHH3Ma Ha AelicTBUe Ha puBapokcadaH (Bxk. Touka 5.1).

4.6 PeprraHTET, OpeMeHHOCT H KbpMeHe

bpeMeHHOCT s
L=
be3zonacHocTTa ¥ epnkacHocTTa Ha BokcabaH npu OpeMEeHHH XKEHH HE ca yCTaH chu.

KUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOYKa 3.3). Hopa,uu AOTe
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nnauexrata, Bokcaban e nporuBonokasaH no BpeMe Ha OpemMeHHOCT (BXK. Touka 4.3). JXeHute ¢ aerepoacH
noTeHUHaa TpAOBa 1a m30arear a 3a0peMeHsaBaT 1o BpeMe Ha JIeYEHUETO ¢ puBapokcabaH.

KbpmeHe

BeszonacHoctTa M edukacHocTTa Ha BokcabaH nmpu KepMELIM XKEHH HE ca ycTaHOBEHW. [IpoyysaHusTa npu
KUBOTHM TIOKa3BaT, 4€ puBapokcabdaH ce cekpetmpa B Miagkoro. [lo Ta3um npuunHa Bokcaban ¢
NPOTHBONOKA3aH B MepHoga Ha KbpMmeHe (Bxk. Touxka 4.3). Tpsabea na ce B3eMe peuleHHe JailH Oa ce
NpeyCTAHOBH KbPMEHETO WIH Ja ce NMPEYCTAHOBW/ Aa HE CE MPUIOKH TepanuaTa.

DepTUIHTET

He ca nposexaHH KOHKPETHH NMPOy4BaHHs ¢ puBapokcabaH NpH Xopa 3a OLIEHKA Ha €(PEKTUTE MO OTHOLIEHHE
Ha depTunuTeTa. [IpH eaHO Mpoy4BaHe no OTHOLIEHKWE Ha (EPTHIMTETA PH MbXKKH H )KEHCKH IUTbXOBE He ca
HabmoaaBanu epexTH (BX. TOUKa 5.3).

4.7 Edexra pppxy cnocobnocTTa 3a moprpane # padora ¢c Mamann

Boxcaban noBnHsRa B MajKa CTeneH ¢cnocobHOCTTA 3a wWodupaHe W padbora ¢ MamiHHH. MMma cpobimenus 3a
HEXeJIaHH peaKLIHH, KATO CHHKON (4eCTOTa: HEYECTH) H 3aMasHOCT (YECTOTa: YECTH)

(B. Touka 4.8). [laupeHTHTE, NPH KOHUTO CE Pa3BHAT TE3H HEXKENIAHH peaklMM, He Tpadea na wogupaT Unu
paboTAT C MaLLIKHH.

48 HexenaHH JeKaApcTBeHH PeAKIHAH

PesioMe Ha npoduia Ha Oe3onacHOCT

BesonacHocTra Ha puBapokcabaH e npoyyeHa B TPHHAAECET KIIHHUYHU Npoy4uBaHua da3a IlI

(Bxk. Tabnuua 1).

O6mo 69 608 pB3pacTHN NalLIMEHTH B AeBETHANECET NpoyuBaHus ¢az3a [l u 488 neauaTpuuHu naiueHT! B ABE
npoyuBaHud ¢a3a Il u ase mpoyusaHus daza Il ca ¢ ekcno3HLMa Ha puBapokcadaH.

Tabnana 1: bpodl oDpoydeHn nanHeHTH, o0mia AHEBHA 038 H MAKCHMAJIHA NPOAL/DKHTENHOCT HA
Je4e¢HHETO PR NPOYYBAHHAA NPH BH3PACTHH H NEAHATPHYHH nanueHTH ¢a3sa 111

Ilokazanue bpoi O0ma JHeBHA Makcuma/Ha
DANHEHTH 8034 NPOAL/DKHTETHO
* CT HA JICYEHHETO

[TpodunakTuka Ha BEHO3€H 6 097 10 mg 39 nHM

TpomboembonuzeM  (BTE)  npwu
Bb3pacTHH MALMEHTH, NOAJIOMKEHH Ha
[JIAHOBO CTABHO [MPOTE3UpaHE Ha
TazobegpeHaTa WIKM Ha KONSAHHATa

CTapa

[Ipopunaktnka Ha BTE npu 3 997 10 mg 39 oM
HEXHPYPrH4HH MALMEHTH

Jleuenne wuHa JIBT, BE wu 6 790 Hen 1 - 21: 30 21 Mecena
npo¢HIakTHKa Ha peLIUAMBH mg

Hexn 22 u cnen
ToBa: 20 mg
Cnen Hait-Manko
6 meceua: 10 mg
win 20 mg
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IToxazanne bpoii O6ma JaHeBHA MaxcHMAIHA
NANHEHTH 1034 NPoAL/DKHTENHO
* CT HA JICYCHHETO
Jleuenne Ha BTE un npodwnaktuka Ha 329 Ho3a, 12 Meceua
peunausy Ha BTE npu HoBOpoaeHU KOpUIrHpaHa
Ha TEPMHHA H AclA Ha BBL3pacT Noa cropen
18 romMHM cnen 3aroyBaHE Ha TENECHOTO
CTaHAPTHO AHTUKOAryNlaHTHO TErno, 34
NeyeHHe. NOCTUraHe  Ha
€KCMno3xlHA KaTo
Ta3M,
HabnonasaHa
IIpH BBL3PAcCTHH,
JIeKyBaHH 3a
BT ¢ 20 mg
puBapokcabaH
i13)3 ObT
| IHEBHO
[lpodunakTHka Ha  HHCYJAT H 7 750 20 mg 4] mecena
CUCTeMHa eMOONH3a NPH MALMEHTH ¢
HEKNAIMHO NPEACHPAHO MbXIACHE
[IpodunakTrka Ha 10 225 5 mg win 10 mg 31 Mecela
aTepoTpOMOOTHYHH CHOMTHA TIIpH CBOTBETHO,
NallMEHTH CHEeA OCTbP KOPOHApEH [IPUIOKEHH
cuaapom (OKC) eIHOBPEMEHHO C
ACK vwmu ¢ ACK
ILTIOC
KJIONHOOrpet
WIH THKIOTTHAKH
[IpodunakTHka Ha 18 244 5 mg, 47 mecelia
aTepoTpoMOOTHYHH CHOMTHS TIpH IPHITOXKEHH
naumeHtu ¢ KAB/ITIAD €AHOBPEMEHHO ¢
ACK win 10 mg
CAMOCTOSATEJTHO
3 256** 5 mg, 42 Mmecella
MPUIOKEHH

eAHOBPEMEHHO C
ACK

*[TaLeHTH, KOUTO ¢a OUNH eKCTIOHMPAHHU Ha TOHE €Ha 1034 puBapokcabaH

**Or npoyuBanero VOYAGER PAD

Haii-yecto cpoOlulaBaHUTE HEXeNaHU peaklWd NPH NAaUHWEHTH, KOMTO MOJy4aBaT pHBapokcabaH, ca Ounu
xemoparuu (Tabnuua 2) (Bx. Touka 4.4 u “OnucaHue Ha H3OpaHH HEXKeNaHH peaklyH,, no- Aomy). Hak-uecto
cboOLaBaHUTE XeMOparuM ca enuerakcuc (4,5%) u KepBeHe B CTOMALIIHO-UpEeBHUA TPaKT (3,8%).

Tabauna 2: Yecrora Ha C¢LOATHATA HA KbpPBeHe™ H AHEMHA OPH HANHEHTH ¢ €KCNO3HIHA HA
pEBapokcaban B 3aBLPIIAIATE HAPOYIBAHHSA NPH BH3PACTHH B NEAHATPHYNHE NaNHEHTH

da3za 111

Ilokazanue BcgkakbeB  THD
KbpBeHe

IIpopunaktuxka Ha BTE npwu 6,8% OT

BBL3PACTHH NAlHEHTH, MaLMCHTUTE

NOAJIOKEHW  HA  [UIaHOBO

CTaBHO  MpOTE3HpaHE  Ha

TazobeqpeHaTa  WIM _ Ha
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[Moka3zanue BesikakbB  THNH Anemus
KbpBeHe
KOJISHHATa CTaBa
[Ipodpunaktuka Ha BTE npwu 12,6% oT 2,1% OT nalMeHTUTe
HEXUPYPIrHYHH NaLHEHTH MaLUEeHTUTE
Jleuenne Ha JIBT, BE wu 23% OT 1,6% OT naLiMeHTHUTE
npoduIaKkTHKa Ha peLUAHBH NaLMeHTHTE
Jleuenne  Ha BTE U 39,5% oT 4,6% OT NauMeHTHUTe
npouJIakTUKa Ha pPEeLMIUBH MaLMUEHTHUTE
Ha BTE npuv HOBOpoZeHH Ha
TEpMHHA W J€lla Ha Bb3pacT
nonp 18  roauHu  cnen
3aro4YBaHE Ha CTAHJAPTHO
aHTUKOArYJIAHTHO JIEYEHHE
[TpodunakTuka Ha MHCYJIT M 28 na 100 2,5 Ha 100
cicTeMHa  eMOonu3s  T1pH NaLUeHTOroAUHHU MalMeHTOrOAUHH
NaLyeHTH C HEKJIaIHO
NpeAChPAHO MBXK/IEHE
[TpodunakTuka Ha 22 Ha 100 1,4 na 100
aTepoTpOMOOTHYHH  CBHOUTHSA NalMeHTOroAMHH MalMeHTOrOAUHH
npu nauueHTH ciaea OKC
[TpodunakTuka Ha 6.7 Ha 100 0,15 ua 100
aTepoTpoMOOTHYHH  CBHOUTHSA NaMUEHTOrOAMHH NaLMUEeHTOroAHHU**
npu nauMeHTH ¢ KAB/TIAD
8,38 Ha 0,74 Ha
100 100
MaLHeHTOroJUHH" MaLMEHTOroAMHMN ** **
* Bcuukn chOMTHS Ha KbpBE€HE OT BCHUYKM MPOYy4YBaHUsA C puBapokcabaH ca cbOpaHHW, NOKIaABaHH H

OLIEHEHH.
** B npoyuBaHeto COMPASS ce nHaOmonaBa HHMCKa 4ecTOoTa Ha aHeMHs, TbH KaTo € MNPHII0XKEH

CEJIEKTHBEH IM0/IX0/1 3a CbOMpaHe Ha HeXeJlaHU ChbOUTHS
*¥* TIpuJIO>KeH € CeJIeKTHBEH MOoAXO0/ 3a chOMpaHe HeXKeJlaHU ChOUTHS

# Ot npoyuBaHero VOYAGER PAD

CrnMcbK Ha HEXKEJIAHW PeaKLIMM B TA0JHYEH BUA
YecTOTUTE HA HEXKEJIAHMTE PeaKlMMU, CBbP3aHH C PUBAPOKCA0aH, MPH Bb3PACTHU U NEAHATPUYHH MALMEHTH Ca
000611enu B Tabnuua 3 no-goy o cucremo-opraHiu kinacose (no MedDRA) 1 no yecrora.

B 3aBUCHMMOCT OT yecToTaTa Te ce OnpeaesT KaTo:
mMHOro yecty (= 1/10) yectu (= 1/100 no < 1/10)

Heuectd (> 1/1 000 no < 1/100) peaku (= 1/10 000 zo < 1 /1 000) muHoro peaxku ( < 1/10 000)
C HEM3BECTHA YECTOTA: OT HAJIMYHUTE JIaHHHU HEe MOXe 1a ObJe HanpaBeHa oLeHka.0

Tabauma 3: BcHYKH HeXeJlaHH peaKlHH ¢a CbOOIeHH NpH BB3PACTHH NAUHEHTH B KJIHHHYHH
m3nuTBanusa ¢aza Il mam npu nocrmapkeTHHropa ynorpedta* m B JABe NpOoy4YBaAHHA clmaa Il u aBe
npoyuBanus ¢asa IIl npn negHaTpHYHH NALHEHTH -

Yecrn 1Heqecu | Penxn

Hapymenuﬂ HA KPbBTA H JJHM(pHATA cucTema
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AH (m.

' TpombouuTo3a

CbOTBETHH (BKJIL.
naboparopHH MOBHLIABaHE Ha
napaMeTpH) Opos Ha
TpoMOOLUTHTE )™,
TpombouuToneH
U
HapymieHnsi HA HMYHHATA CHCTEMA
AnepruyHa AHapuIaKTH4YH
peakius, H peaKL1H,
ajepruyeH BKJIKOYHTEJIHO
NepMaTHUT ; aHaunakTuye
AHruoeneM H H
aJIEPrH4YeH OTOK LLIOK
HapymeHusi HA HEPpBHATA CHCTeMa
3aMasHOCT, Mo3buyeH H
rnasodosue BbTpeUepeneH
KPBbBOM3JIUB,
CUHKOI
Hapymenus Ha o4HTE
OuyeH
KPBBOHW3JIUB
(BKJI.
KOHIOHKTHBaJIe
H
KPbBOHU3JIMB)
Chpaeynn HapymeHHs
Taxukapaus
Cba0BH HApYIIEHHS
XHUMOTOHMUA,
XeMaToM
PecnnHpaTOpHH, rPbAHA H MeIHACTHHAJIHH HAPYIICHHS
Enucrakcuc, Eo3uHodunna
XE€MOINTHU3UC MHEBMOHMA

CroMamHoO-4YpeBHH HAPYUIEHHUS

KbpBeHe oT
BEHLIHTE,
CTOMALIIHO-
YpPEBHHU 5l TPAKT
(BKJI. PEKTaJHO
KbpPBEHE),
CTOMAaLUIHO-
YpeBHH U
a0 JOMHHAJIHH
00JIKH,
JUCTIETICHS,
rajieHe, 3anek”,
auapus,
noBpbLIaHe”

Cyxora B ycraTa
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. enaoﬁnpn pymeﬂﬂ

[loBuinaBaHe YepHoapobHo Xbarenuua
Ha YBpEeKIaHe : [loBuinaBaHe
TpaHcamMuHa3uT | [loBuiueH Ha
e OMJIMpPYyOHH, KOHIOTHpaHU$
MOBHUIIIEHA OunupyouH (c
ajiKaJjiHa WK oe3
docparaza B | CbI'lBTCTBALILO
KpbBTa®, MOBUILIABAHE HA
nosuimeHa GGT* | ALT),
XoJjiecrasa,
XenaTrur
(BKJIKOYMTEJTHO
xenarouesyJap
HO
YBpEeXJaHe

HapymeHnHs HA KOXKATA H NOAKOKHATA ThKAH

Copbex (BKIL. Yprukapus CuHapom Ha

HEYECTH Stevens-

CIy4yau Ha Johnson/Tokc

reHepajiu3upaH W4YH a

cbpOex), enuaepMajiHa

00pHuB, HEKPOJIK3a,

EKXHUMO3H, DRESS

KOXKHH 7 CUHPOM

MOAKOXKHH

KPbBOU3JIMBH

Hapymienusi Ha MYCKYJIHO-CKeJIETHATA CHCTEMA H Che/lHHHTE/IHATA ThKAH

bonka B | XemapTpo3sa KpbBOW3IUB B KoMnaprmeHt

KpaHULMTE" MYCKY.JI CHUHIPOM B
pe3yJaTar Ha
KbpBeHe

Hapymenusi Ha Ob0penyuTe H NHKOYHHTE MbTHINA

KbpBeHe OT buOpeuna

YpPOreHUTATHHUS HEI0CTaThYHOC

TPaKkT (BKJI. T/0 cTpa

XeMatypus M ObOpeyHa

MeHoparus®), HEJI0CTATbYHO

O0BOpeyHOo CT B pe3yarar

yBpex1aHe Ha  KbpBeEHe,

(BKJIL. A0CTaTb4HA Ja

NOBUIIIEHUE Ha npeau3BUKa

KpeaTMHWHA M xunonepdysus

MOBULLIEHUE HA :

ypesaTa B Hedponatus,

KPbBTa) CBbp3aHa ¢
aHTUKOAaryjaH
TH

OO0mu HapymeHHs H epeKTH HA MACTOTO HA NPHJIOKEHHE e

[ToBuiieHa HepaznonoxeHu Jlokanu3upan //,,/ - M EhLA ,

Temneparypa’, e (Bki. | oTok® S

nepudepeH MpUJIOLIABaHe) R [y

OTOK, H "‘ 1 | } ¢

NOHW)KEHA | 2 R,

obmwa cuna w \EA |

€HEePrHYHOCT \ __f
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Ymopa H
acTeHHA )

U3caenBanug

[ToBumen LDHA,
NOBHIIIEHA

ndnasa’,
MOBHILIEHA
amMuiaza’

HapansaBaHHsi, OTPABSAHHA H YCJI0KHEHHS, Bb3HHKHAJIH B Pe3y/ITAT HA HHTEePBEHIHH

KbpBeHe cnen ICb10Ba
HSIKaKBa MCeB0AHEBPH3
npoueaypa ma ©
(BKJI.
MOCTOINEPATHB
Ha
aHeMHUs U
KbpBEHE
OT paHa),
KOHTY3H4,
CeKpeuuMs  OT
paHu’
A: nabGmonaBanu npu npodunaktika Ha BTE npu BB3pacTHH maumeHTH, NMOAJIOKEHH HA MJIAHOBO CTABHO
MpoTe3upaHe Ha Ta300epeHaTa UiH KOJISHHAaTa CTaBa
B: nabmonasanu npu neueHue Ha JIBT, BE wiu npodunakTika Ha peuHIMBH, KATO MHOI'O YECTH MPH KEHH <
55 roauHu
C: HaOuo1aBaHU KaTO HEYECTH TPH NMpoduIaKkTUKa Ha aTepOoOTPOMOOTHYHH CHOUTHA npU nauMeHTH cien OKC
(cnen nepKyTaHHa KOPOHAapHA UHTEPBEHLIUA )
* TlpunoxkeH € npeaBapMTENIHO OMNpejAesieH CEIeKTUBEH MOJAXO0J 3a CbOMpaHe Ha HeXellaHW CbOUTHA B
n30panu npoyuBaHusa ¢asza III. YecTorara Ha HeKeNAaHUTE peaKLMH HE € YBEJIMYEHA U HE € YCTAHOBEHA
HOBa He)KeJlaHa JIEKapCTBeHa peakLMs, Ce/l aHaJIu3 Ha T€3H NPOYy4BaHMAL.

OnucaHue Ha U30paHHU HEXKEJIAaHU peaKLuu
[Topany dapmMakoJOrMuHUs My MEXaHW3bM Ha AeicTBHe, ynorpedbara Ha Bokcaban Moxke na Obje cBbp3aHa ¢

MOBMIIIEH PUCK 3a OKYJITHO WIH SIBHO KbPBEHE OT BCAKA TbKaH WM OpraH, Koeto OM MOrjio jaa aosene A0
nocTxeMoparuyHa aHeMus. [Ipu3Hauure, CHMNITOMUTE U TEXECTTa (BKJIFOYMTEJIHO JIETAJICH U3XO0/1) LIE 3aBUCAT
OT JIOKaJIM3alMATa W CTENeHTa Wi obemMa Ha KbpPBEHETO W/MM aHemusATa. (BXK. Touka 4.9 ,IloBeaeHue npu
KbpBeHe ). B KJIMHUYHHUTE NMpPOy4YBaHMA JIMTABUYHO KBbPBEHE (T.. OT HOCA, BEHUMUTE, CTOMAlUHO-YPEBHHUSA
TPaKT, MUKOYO-MOJIOBUS TPAKT, BKJIIFOUHTETHO aOHOPMHO BarMHAJIHO WK YBEJIHYEHO MEHCTPYAJIHO KbPBEHE) H
aHeMHs ce HaOmoaaBaT Mo-4eCTo MpH ABIATOCPOYHO JIeYEHHE ¢ puBapokcabaH B cpaBHeHHe ¢ eyeHue ¢ ABK.
[To Ta3u npuuMHa, B JOMbJIHEHHE KBbM AJEKBATHOTO KJIMHUYHO HaOmojaeHHWe, 1abopaTOpHO W3c/ieBaHE Ha
xeMoryioOMHa/xematokpura 6u Moryio aa Obae OT nmoj3a 3a OTKPUMBAaHE Ha OKYJITHO KbPBEHE M 3a OIpeaesisiHe
Ha KJIMHWYHaTa 3HaYUMOCT Ha SABHO KBbPBEHE, M0 MpeLeHKa crope] ciyyas. Bb3MOXHO € pUCKBT OT KbpPBEHE
aa Obae MOBMIIEH MNPU OMNpPEAESeHH TIpPyNH TMALMEHTH, HalpuMep MalMeHTH C Herj;?anupaﬂa TEeXKa

apTepHaJiHa XUNEPTOHUA W/ MK HA CBITBTCTBALLIA Tepanus, KOATO MOBJIMABA XeMocTas3ara TouKa 4.4 ,,Puck
OT Xemoparus). Bb3aM0OXXHO € MEHCTPYaJIHOTO KbPBEHE /1A € 0 TN \
MO-CUJIHO W/MJIH MNO-NMPOABL/DKUTEIHO. XE€MOpParuyHUTE YCJIOKHEHHMs Morar ga ce ppiﬁsnr Ra*ro‘-mﬁ&g;}
6J1€IHOCT, 3aMasiHOCT, I1aBO6GOJIME MIH HEOOSCHUMHM OTOLIM, JUCIHEs M HeoOsacHuM | lifok. Karo pe:ayma’f ot
aHEMMATA B HAKOM ClIyyad ca HablloJaBaHHW CHMIITOMH Ha ChpA€YHA HUCXEMHA, Ka 601}1{3 B rbpﬂm ‘PH};HJ.
CTCHOKapaMA. \\ /o

Mma choOLIEHHS 32 U3BECTHH YCJIOKHEHHMS B PE3YJITAT HA 3HAYHTETHO TEXKKO K'bpﬂeﬂh, Ka'm xomnapmefn
" { ; .hl-.,-*ll".. ,.-"""
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CHHApPOM M OBOpeuHa HENOCTATHYHOCT B pe3yiTar Ha Xunonepdysvs, win HedponaTusa, CBbp3aHa ¢
aAHTUKOAryJIaHTH NpPH H3non3paHe Ha Bokcaban. Ilo Ta3u npuyMHa BepOATHOCTTA OT KbpBeHE TpsOBa na ce
KMa NMpeaBUA NPU NMpeleHKaTa Ha ChCTOSHHETO Ha BCEKM MALMEHT, KOWTO € MOMNOXKEH Ha AaHTHKOAIYJIBHTHO
neyeHue.

IleaMaTpHyHa DOMyJIAIHS
Hevenue na BTE u npogpunaxmuxa na peyuoueu na BTE

OueHkata Ha 0e30macHOCTTa TMpH Jela H IOHOWH € 0a3HpaHa Ha JAHHWTE OTHOCHO 0e30macHOCTTa OT JBe
OTKPHTH aKTHBHO KOHTpOAMpaHW npoyuBaHHs ¢aza Il w eaHo - ¢aza 1ll npu neamarpuyHu nanueHTH OT
paxaaHeTo A0 Bb3pacT noA 18 roawHu. OTkpuTHATa, CBBbp3aHH C OE€30MACHOCTTA, B MOBEYETO CJy4YaH ca
noJoOHH MeXAy pHBapokcabaH H KOMMapaTopa Npd pa3liMYHUTE NEJAUAaTPUUHM BH3pacToBH rpynu. OO6uio
npodwrsT Ha Oe3onacHocT npu 412-Te feua M IOHOLIM, JIEKYBaHM C puBapoxcabaH, e nogobeH Ha TO3H,
HabnloaBaH NMpH Bb3PACTHATA TMOMYJIaLMA B CbBMECTHUM NMpPU BB3PACTOBUTE MOArPYIH, BbNPEKU Y€ OLECHKATa
€ OrpaHHuYeHa OT MaNkus OPOH NMauKeHTH.,

[Ipv neauaTpU4YHUTE NALMEHTH, rmapodonue (MHoro uectd, 16,7%), noBuilieHa TeMnepaTrypa (MHOroO 4eCTH,
11,7%), enucrakcuc (MHoro vectH, 11,2%), noBpbluane (MHoro yectu, 10,7%), Taxukapausa (vectH, 1,5%),
NnopHlIaBaHe Ha Ounupybmna (yect, 1,5%) u noBuueH KoHorupaH OMnupyOuH (HeuectH, 0,7%) ca
choOlIIaBaHK MO-4E€CTO B CPABHCHHE ¢ BB3paCTHMTE. CHBMECTHMA C BB3pPACTHATA MOMyNalus MEHoparus ¢
HabaogapaHa npu 6,6% (4ecTH) OT IOHOHWIKUTE OT XKEHCKH NOJN ¢lea MeHapxe. TpoMOOUHTONEHHATE, KAKTO €
HabnoaaBaHO MO BpPEME Ha MOCTMAPKETHHIOBHMS ONMWT MPH BB3pacTHaTa nonynaums, € decra (4,6%) npu
neaHaTpUYHUTE KIHHWYHU npoy4yBaHus. HexxenaHHTe NeXapCcTBEHH pPeakUuMH NpH NEeAUaTPUYHUTE NalUeHTH
ca IMpeJUMHO JIEKH A0 YMEPEHH MO TEKECT.

CrobiaBaHe Ha NOAO3UPAHHN HEKEIAHU peakLIuy
Cpo0iaBaHeTO HA MOMO3MPaHM HEXENIaHH peaklUMHM Clej paspellaBaHe 3a ynorpeba Ha NEKapCTBEHUS

NPOOYKT € BaxHO. TOBa MoO3BONsABA Ja MPOABLIDKA HabMIOAEHHETO HAa CHOTHOLUECHHETO MON3a/PHCK 3a
JeKapcTBEHUA NPOAYKT. OT MEAMLMHCKHTE CMNELMANMCTH €€ M3HMCKBa Aa CbOOLNABaT BCAKA MOJO3HpaHa
HEXXENIaHa peakiua Ha M3meHHTeHA areHiud 1o Jiekapcereara (MAJI):

yi. ,,JJaman ['pyes* Ne 8

Codus 1303
ren. +359 2 8903417

en. noma: bda@bda.bg
yebcaitT: www.bda.bg

4.9 IIpeno3npane

[Ipe BL3pacTHM NaLUMEHTH MMa CHOOLIEHHA 3a PEIKH CiiydaM Ha npeaosdpaHe Ao 1960 mg. B cayuyaii Ha
npeao3nupaHe, NauMeHTsT TpAdRa fa 6bae HabnonaBaH BHUMATENHO 33 YCNOXKHEHUS, CBbP33aHH C KbPBEHE HIIH
IpYTH HeXelaHu peaxuuu (BX. Toudka ,JloBeaeHue npu kevpreHe™). UMa orpaHHMEeHH HATUYHW JAHHM TPpH
neua. Ilopaan orpaHvuyeHara abcopOuma ce ouyakea edexkT Ha JHMHTHPAHO HacuiaHe 0e3 MOITBJIHMTEIHO
MOBHLUABAHE HA CPEAHATA IUJIa3MeHa €KCOO3MUIMS NIPH CYNpAaTepaneBTUHYHM A03M puBapokcaban ot 50 mg wiu
MO-BHCOKH ITPH BB3PACTHH, obaue JUNCBAT JAHHH IIPH CylpaTepaneBTHUHH JO3M MPH Jeua .

CriuecTBysa cneudpHyeH aHTaroHucT (aHaeKcaHeT anda) 3a obpblllaHe Ha dapMakoAHHAMHYHMA e(EeKT Ha
pHBapokcabaH npu Bb3pPacTHH, HO HE € YCTAHOBEHO NpPH Aena (BXK. KPAaTKaTa XapaKTepUCTHKA HA NPOIYKTa,
ChABPIKALL aHekcaHeT anda).

B c¢ayuyau Ha npeao3dpaHe Ha puBapokcabaH MoOXKe Jla ce MMa MpeBU H3IIOA3BAHETO HA aKTHBEH BBITICH 32
HaMalIgBaKe Ha abcopOuuara.

IlopeneHue Npu KbpBEHE n:;T.}“f‘”‘%\

AKO TIpH TIAUHEHT Ha JIeYeHHe ¢ PHBAPOKcabaH ce pasBHE CBBP3AHO ¢ KLPBEHE YC {pie, cakapal

npveM Ha puBapokcabaH TpaOBa Zia ce OTNOXKH WIH JISHEHHUETO TpAOBa Ja ce NpeK YaKko ﬂ"ﬂeogﬁw}iﬂ
S

Pusapoxca®aH HMa NMOIY>XUBOT OT OKONO 5 110 13 yaca npH Bb3pacTHH. A
[TonyxMBOTHT MPH J€la, HIYKHCIIEH C H3MNOM3BAHE Ha NMOMYJIalMOHHH q)apmaﬂoxHHepﬂﬂu (-‘«IJK) nonxohlﬁ
MOJENUpaHe, € No-KpaTek (BXK. Touka 5.2). IlopegeHuero Tpsabaa Ja e Hﬂnﬂﬂmymﬁhupaﬂo B 3aBUCHMOCTE'
TEKECTTa H JOKaIM3alMsaTa Ha KPbBOM3NHRA. MOXe Aa ce M3non3ea noaxoAsLo cuurrmm'mqﬂn JIE':!E B,
KaTO Halp. MEXaHHYHA KOMIIPECHS {(Hanp. MPH TEXKBK €MNHCTAKCHC), XHPYPrH4Ha xembqisﬂ *&ﬂpoueﬂy,pn 3a
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YCTAHOBABAHE HA KOHTPON Haj KbPBEHETO, 3aMecTBaHe Ha obeMa M MepkU 3a NOAALPXKAHE Ha
XeMOAMHAMHKATR, NPEIHBAHE HA KPbBHU NPOAYKTH (EPHTPOLMTEH KOHLIEHTPAT MM TNPACHO 3aMpa3eHa
J1a3Ma B 3aBHCHMOCT OT aCOLMHPAHATa AHEMHUA WIH KOArynonaTusa) Hid TpoMOOIMTH.

AKO KBPBEHETO HE MOXKe J1a ObZie OBNAJAHO C TOPENOCOYCHHTE MEPKH, TpAOBa Ja ce 06chau NpUiIaraHeTo Win
Ha cneHHuHYHO HEYTpaJuM3Hpall0 CpeAcTBO 3a HHXHOHTOp Ha dakrop Xa (anaekcaHer anda), KOeTo
aHTaroHW3dpa (QapMakoaMHaMHYHHA edekT Ha pHBapokcabaH, Wi Ha cneuM$HYHO NPOKOATyJIaHTHO
CPEeACTBO, Karo KOHIEHTpaT Ha nporpoMbuHoBua kommaeke (PCC), akTHBuMpaH KOHUEHTpaT Ha
nporpoMOHHOBHA KoMIekc (APCC) wnu pexomOunarreH ¢aktop VIla (r-FVIla). Kem momenTa obaue
KITHHHYHHAT ONMT OT INPWJIAraHeTO Ha Te3H JIEKAPCTBEHHW NMPOLYKTH IIPpH BB3pACTHH M Aela, MoJIy4aBally
puBapokcabaH, € MHOIO OIrpaHH4EH.

[IpenopbkaTa c¢ OCHOBaBA M HA OrpaHMYEHH HEKIHHHYHH NaHHH. Moxe jga ce oOMUCIM MOBTOPHOTO
npuiaraHe Ha pekoMOnHaHTeH ¢akTop VIia m nosara TpsaOBa aa ce TUTpUpa B 3aBUCHMOCT OT HAMAJIABAHETO
Ha KbpBEHETO. B 3aBHCHMOCT OT BB3MOXHOCTTa Ha MACTO, B C/Iydad HA MacUBHO KbpBeHe, TpaOBa 1a ce
OOMHKC/IH KOHCY/ITALIUA ChC CNSLHANKCT NO KOAryJlalMOHHH HApYLUEHHA (BX. TO4YKa J.1).

He ce ouakBa nporamuH cyindar M BHTaMHH K JAa MOBAMABAT AHTHMKOATYJIAHTHATa AKTHBHOCT HA
puBapokcabaH. ONUTHT ¢ TpaHEeKCaMOBa KHMCECJIHHA € OrpaHH4YEH H JIMNICBA TAKBB ¢ aAMHMHOKaNpPOHOBA
KHCEeIHHA U anpOTHHHUH NpH BB3PACTHH, NMoaydvaBalld pusapokcabaH. Hama onurt ot ynorpebara Ha Te3u
CpeacTBa NpH Jela, nomyvaBaid puBapokcabaH. HaMa HMTO HayyHM OoKazaTencTea 3a OnarofpuATHO
NMOBIHABAHE, HWUTO OIMT OT M3MON3BAHETO HA CHCTEMHHS XEMOCTATHK /A€3MOINPECHH IpH MNALMKEHTH,
moJTyqasamiy pusapokcaban. ITopaan BHCOKaTa CTENEH Ha CBBLP3BAHE C IUIA3MEHHTE NMPOTEMHH HE C€ OYaKBa
puBapokcabaH aa Moxe 1a Obae OTAENEH Ype3 AHaIH3a.

5. ©OAPMAKOJIOrHYHHM CBOUCTBA

5.1 @apMaKOAAHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: AHTUTPOMOO3HH CpeacTRa, AMPeKTHH MHXHOUTOpH Ha daxTop Xa, ATC kon:
B01AFO1

MexaHH3EM HA NeACTBUE

PupapokcabaH € BHCOKOCENEKTHMBCH AWPEKTEH HMHXHOMTOpD Ha (daxrop Xa ¢ nepopanHa OHOHAIMYHOCT.
HMuxubupaHero Ha ¢gaktop Xa npeKkbCBa BHTPEIIHHA M BBHHUICH MbT Ha KOaryjlalMOHHAaTa KAackajga, KoeTo
MHXUOHpa KakTo popMupaHeTo Ha TpoMOMH, Taka M oOpasyBaHeTo Ha TpoMbM. PuBapokcaban He mHxubupa
TpoMOuHa (axTuBupaH dakxrop 1) n He ca HabmoaapaHH ePeKTH BEPXY TPOMOOLIKTHTE.

dapMakoguHAMUYHY eEeKTH
[Ipn xopa e HaOmioaaBaHO 3aBHCHMO OT 03aTa KHHXKHOMpaHe Ha dakrop Xa. [IporpomGutoBoro Bpeme (PT) ce

MOBRIMABA A0303aBHCHUMO OT pHB&pOKG&ﬁ&H B TACHA BpPPb3Ka C IUIa3MCHHUTC KOHLICHTpallNH

(r=0,98), ako 3a Tecta ce usnonspa Neoplastin. JIpyru peareHT Ouxa aanu apyru pesyiarati. OTUUTAHETO Ha
PT TtpabBa na ctaBa B ceKyHAH, noHexe INR e kanubpupaHo W BaiuaupaHo 3a KYMapHHOBH MPOOYKTH H HE
MOJXKE Ja C€ Mpuara 3a APYrd aHTHKOAryJjiaHTH.

IIpn mauueHTH, nomydasalnv puBapokcadan 3a jneuyeHwe Ha JIBT v BE v npodunakrika Ha peuuauBw,
nepceHTHNHTE 5/95 3a PT (Neoplastin) 2 - 4 gaca cneg npuema Ha Tabnmerkara (T.. KbM MOMEHTa Ha
MaKcuManeH edekt) 3a 15 mg puBapokcabaH 1Ba ITTH AHEBHO ca B rpaHHuUMTE OT 17 10 32 cexyHau, a 3a 20

mg puBapokcadaH BEOHBXK AHeBHO OT 15 no 30 cexyHau. [lo speMe Ha Hali-HUCKaTa KOHLEeHTpauus (8 - 16
yaca ciell npHeMa Ha Tabnerkara) nepceHTHIHMTE 5/95 3a 15 mg ABa IMETH AHEBHO ca B rpaHHLMTE OT 14 10 24

CeKyHaH, a 3a 20 mg BeAHBbX aHeBHO (18 - 30 yaca cnea npueMa Ha tabnerkara) ot 13 ao 20 cekyHam.

[Ipy naupeHTHTE C HEKNAMHO MNPEACHPAHO MBLXKIACHE, MOJyuyaBalld puBapokcabaH 3a mpoHIaKTHKa Ha
HWHCYJIT H CHCTeMHa eMOon3a, nepcenrunure 5/95 3a PT (Neoplastin) 1 - 4 yaca cnen npuema Ha tabnerkara
(T.. O BpeMeTO Ha MaKCUMAaJTHUA €(EeKT) MpH NaUuHEHTHTE, JIEKYBaHH ¢ 20 mg eaunH _“Eﬁﬁ@j’:‘napupa’r oT
14 no 40 ceKyHAH H NPH MALMEHTH ¢ yMepeHo 6L6peuHo yBpeKaaHe, TeKyBaHH ¢ | MH 11T SHEB

10 no 50 cexynau. Ilo BpeMe Ha HaW-HMCKaTa KOoHUeHTpauus (16 — 36 yaca ca
nepceHTManTe 5/95 npu nauuMeHTuTe, NekyBaHH ¢ 20 mg eaMH IThT AHEBHO,

CeKYH]IH, a NPH NaLMEHTHTE ¢ YMepeHo 6x0peyHo yBpekaaHe, neKyeaHu ¢ 15 mg ?m ﬂ;[;'r ,HH&BHO, ofr ¢

26 CexyHaM. R p =7
B kiHHMKO-apMakOIOrHYHO MNpoyuyBaHe Ha oOOpaTHMHUTE MNPOMEHM BbB aﬁu‘axogyﬂauﬂm/ Ha
1 i:i ; -y H— . I‘-.-' ’
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puBapokcabaH mpH 3ApaBH BB3pacTHU JoOpoBommM (n=22), e olLeHABAH €(EeKTbT Ha eIAMHHYHHU A03u (S50
[U/kg) Ha aBa pa3iydHM THIIA KOHLEHTpaT Ha NpoTpoMOrHOBHA KoMIUIeke (PCC), 3-¢axropeH kOHUEHTpaT Ha
nporpoMbuHoBUA KoMIuieke (daxtopH 11, IX u X) u 4-pakTropen KOHLEHTPAT Ha IIPOTPOMOHHOBHSA KOMILIEKC
(daxTopu II, VII, IX u X). 3-dakropHHAT KOHIUEHTPAT Ha NPOTPOMOHHOBHA KOMIUIEKC € TIOHIKWI CpeHHTe
CTOMHOCTH Ha mpoTpoMOuHOBOTO Bpeme Ha Neoplastin ¢ npubnusurenHo 1,0 cexyHaa B pamkute Ha 30
MHMHYTH, B CpaBHEHHe C MNOHWkaBaHe OT npubamsurenHo 3,5 cexyHaw HabmonmaeaHo ¢ 4-¢dakTopHMA
KOHLEHTpAT Ha NMPOTPOMOMHOBRHSA KOMIUIEKC. 3a CpaBHEHHe, 3-(aKTOPHHAT KOHLIEHTPAT Ha NMPOTPOMOHHOBHSA
KOMIUIEKC € HMaJl Io- oM H no-0ep3 o0 edekr BbpXy obpaTMMUTE NMPOMEHHU B €HAONCHHOTO 0OpasyBaHe
Ha TpoMOWH oT 4-¢daKTOpHHA KOHLIEHTPAT Ha NPOTPOMOHHOBHS KOMIUIEKC (BXK. TOYKa 4.9).

AxTHBHpaHOTO napunanHo tpombomnactuHoeo Bpeme (aPTT) m HepTest chino ca yabokeHH B 3aBHCUMOCT
OT J03aTa, HO H3MON3BAHETO HM 3a OLEHKa Ha ¢apmakoaHHaMH4YHHA edeKT Ha pHBapokcabaH He ce
npenopbuBa. Hama neobxoaumocT ot HabMmoAeHKHE HA KOAryJTALMOHHTE NapaMeTpH NO BpeMe Ha JICUSHHUETO ©
pHBapokcabaH B KIIMHWYHATA NMpaKkTHKa. Brnpexku ToBa, ako € KIMHHYHO MMOKA3aHO, HUBATA Ha pHBapokcabaH
MOrar Ja 6b4aT U3MEPBRAHHK ¢ KATMOpHpaHH KOJIMMECTBEHH TECTOBE 3a aHTH(akTop Xa (BXK. TOuKa 5.2).

[TequaTpuuHa nomyaanus
AHanu3sT Ha PT (peareHT - HeorutacTHH), aPTT u aHTH-Xa (¢ kanUOpHpaH KOJIHYECTBEH TECT) NOKA3Ba TACHA

BPB3Ka C TUIA3MEHHTE KOHLEHTPAUWH MpH Aceua. Bpeikara Mexay aHTH-Xa H IUIa3MEHHTE KOHLIEHTpAaLliH €
nuKedHa ¢ HaKIOH 61130 a0 1. MoraTt Aa Bb3HHKHAT MHAMBHAYA/IHY HECHOTBETCTBUA ¢ MO-BUCOKH HAM MO-
HUCKH aHTH-Xa CTOHHOCTH, B CPABHEHHE CbC CHOTBETHUTE IUIa3MEHH KOHIeHTpauuH. Hama Heobxoaumoct or
HabmoAeHHE Ha KOaryJIALMOHHMTE TMapaMeTpH Mo BpeME Ha KIMHHYHO JIcUeHUe ¢ puBapokcabaH. Bee nak,
aKO € KJIMHHYHO MOKa3aHO, KOHUEHTpPaLHWTE Ha puBapokcabaH mMorat na Obaar U3MepBaHM C KanubpupaHu
KOJIMYECTBEHH TeCTOBe 3a aHTH- ¢axtop Xa B mcg/l (Bxk. Tabnnua 13 B Touka 5.2 3a puana3oHUTE Ha
HabmonapaHUTe TMUa3sMEHH KOHLUEHTpallMM Ha puBapokcabaH npu neua). JlonHata rpaHuua Ha
KOJMUYECTBEHHTE Onpeacadanus Tpabsa Aa ce MMa NpPEABMA, KOraro €€ HU3NON3Ba aHTU-Xa TECTHT 3a
KOJHYECTBEHO OTIPENE/ISHE Ha IUIA3MEHHUTE KOHLIEHTpAaLMH Ha puBapokcabaH npu aeua. He € yctaHOBEH mpar
33 ePUKACHOCT WM CHOMTHA, CBBpP3aHH ¢ Oe30macHoCTTA.

KnnypyHa edUKacHOCT U 6e30MacHOCT
Ipodhunaxmuxa na uncyam u cucmemra emb0aU3A NPYU NAYUEHMYU C HEKNANHO NPEOCBPOHO MBICOEHE

KnuHHuHaTa nporpaMa ¢ puBapokcadaH e IUIaHHpaHa ¢ Lej Aa JCMOHCTpHpa epUKacHOCTTa Ha puBapokcadaH
332 NpO(HWIAKTHKA HA HHCYNT H CHCTEMHA eMOONH3A NPH NALKHEHTH ¢ HEKJIANHO NPeACHPAHO MbxaeHe. IpH
OCHOBHOTO ABOHHO chano nmpoydBaHe ROCKET AF 14 264 nauyeHTH ca pasnpeiesieHd ga nojiydyaBaT WiM
puBapokcaban 20 mg Beanbxk gHEBHO (15 mg BeaHBXK AHEBHO NMPH NallHEHTH ¢ KPEaTHHUHOB KIUPBHC 30 - 49
ml/min) win BapdapuH ¢ TUTpHpaHe Ha Ao3ata 00 INR 2,5 (tepanesrunm rpannum 2,0 ao 3,0). Meanannara
NpOALDKHTETHOCT HA NMPOBEAEHOTO JieueHue € 19 mecewa, a obluarta npoALKHTENHOCT € A0 41 Mecela.
34,9% oT nallHEHTHUTE Ca IEKYBaHM C aleTWICATHUKUIoBa KucenuHa M 11,4% ca nexkyeanu ¢ knac 11
AHTHAPUTMHUYHO CPEACTBO, BKIIOYHTEIHO 8MHOLAPOH.

PusapokcabaH e ¢ He no-MaJjika ¢(peKTUBHOCT OT Bap(dapHH 3a MbpBUYHATA CHCTABHA KpalHa TOYKA 34 HHCYJIT
U cucTeMHa embonmia usprH L[HC. B nomynanusTa no MpPOTOKOJ Ha JieYEHUE HHCYIT WIH CUCTEMEH
eMOonu3bM ce Habmoaaear npu 188 nanwexTy Ha pusapokcaban (1,71% na roauna) u npu 241 Ha BapdapuH
(2,16% na ropuna) (KP 0,79; JTH 95%, 0,66 - 0,96; P<0,001 3a ve no-mManka edextupHoct). OT BCHYKH
pPaHAOMM3IHPAHH MaLHeHTH, KouTo ca aHaiuzupaHd no ITT, mepeuyHH cBOMTHA ce passuBaT npu 269 Ha
puBapokcabaH (2,12% Ha roguna) u 306 Ha rapdapuH (2,42% Ha roauHa)

(KP 0,88:; 95% JIH, 0,74 - 1,03; P<0,001 3a He no-Manka edekruBHocT; P=0,117 3a npers3X0ACTRO).

Pesynrature 33 BTOPpUYHKTE KpalHH TOYKH, KAKTO Ca H3C/ieABaHH B HepapxHueH nopanek B I'TT aHanusa, ca
noka3zaHd Ha Tabnuua 4.

Cpen nauueHTHTe B rpynara Ha Bapdapud INR cToMHOCTHTE ca B rpaHHLIMTE Ha TEPANEBTHYHHA IHANa30H
(2,0 no 3,0) cpeano 55% ot Bpemero (Meauana 58%, unrepkBapTuien auanasoH 43 po 71). EdexrsT Ha

preapoxcabal He ce pa3niudyaBa Ha HMBO LieHTpanHO TTR (Bpeme B Ttapreren INR 1 2,0 - 3,0) npu
KBapTWIMTE ¢ eaHaxbB pasMep (P=0,74 3a B3aumogeiicteue). B Haii-ropHus Tup H16, ﬂ’hwﬂﬁme Ha
neHTbpa KoepummenrsT Ha Puck (KP) 3a pusapokcaban cnpamo Bapgapus ¢ 0,74 gf | 0;49 -*~l\,=}1 )

o

—
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ca NnoJoOHM 34 JABeTe TeparieBTHYHM rpynu (Bx. Tadauua 5). e r;; {
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Tabarna 4: Pesyararu 3a epuxacaoct oT $asza III ROCKET AF

ITT anann3 HAa ePHKACHOCTTA IPH NAOHEHTH ¢ HEKJIANHO

Ipoysana NPpeACHPAHO MBXKICHE
nonyJianus
Pusapoxcaban 20 ?i'lg Bapdapun KP (95% JTH)
CAHH TIBT LHCBHO TuTpHpaH a0 INR 2,5 P-CTORHOCT,
?pgu “ﬁﬁ‘l‘e £BBHZ (TepaneBTHYHM Tect 3
yMepeHo  Gu6peuHo rpanuu 2,0 no 3,0) MpeBb3XOACTBO
TepanesTHuHa n03a
yBpeXJaHe)
Hecrora Ha YecroTta Ha
CBOHTHETO (100 CBOUTHETO (100
MALKEHTO-I'OJIHHHK) NALMEHTO-TONIHHH)
0,88
HHCynT M CHCTEMHA 269 306 (0,74 _
eMOonu3a u3BsH LIHC (2,12) (2,42) 1 (’)3)
0,117
HAucynr, CHCTEMHA 579 600 0.94
eMbonuszsa u3spH LIHC (4.51) (4.81) (0,84 -
H CbJ0Ba CMBPT ’ ’ 1,05)
0,265
Hucynr, CUCTEeMHA
eMOonu3a useeH LIHC, 659 709 0,93
ChbAOBA  CMBPT H (5,24) (5,65) (0,83 -
uHdapkr Ha MUOKapaa 1,03)
0,158
Hncyar 253 281 (()69'?6 _
(1,99) (2.22) Lo
0,221
H3BHLH LH'IC (0: 1 6) (0’2 1) (10542-2) -
0,308
0,91
Hudapkr Ha MHOKapaa 130 142 (0,72 -
(1,02) (1,11) 116

0,464
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TaGauua 5: PesyaraTu 3a 6ezonacHoct o1 ¢pasa III ROCKET AF

IIpoyaBana ITanHenATH ¢ REKJANHO NPEACLPAHO MbKAeHeY
NORY/JIANHSA
PuBapokcadban 20 mg Bapdapun KP (95% JTH)
eHH NBT AHeBHO (15 N
Turpupad ao INR 2,5 pP-CTOHHOCT
mg BEAHBXK JHEBHO (TepanesTHIHH
Npd  INalHeHTH ¢ rpasmi 2,0 10 3,0)
TepaneBruuHa n03a yMepeHo  OBOpevHO
YBPEKAAHE)
YecroTa Ha YecToTa Ha
cLOHTHETO (100 CROUTHETO (100
NAlBEHTO-TOHHH) NAMEHTO-TOAHHH)
I'oneMH © HerojgeMu 1 475 1 449 1,03 (0,96
KJIHHUYHO 3HAYHUMH (14,91) (14,52) 1,11)
KPBbBOH3IIHBH 0,442
I'oneMH KPLBOH3JTHBH 395 386 1,04 (0,90
(3,60) (3,45) 1,20)
0,576
CMbpT B pesyiarTar 27 55 0,50 (0,31
Ha KbpBeHe* (0,24) (0,48) 0,79)
0,003
KbpBene OT 91 133 0,69 (0,53
KPHTH4YEH opran® (0,82) (1,18) 0,91)
0,007
HHTpakpaHuancH 35 84 0,67 (0,47
KPBbBOH3NKB* (0,49 (0,74) 0,93)
0,019
Cnan Ha 305 254 1,22 (1,03
XeMorynoOnHa* (2,77) (2,26) 1,44)
0,019
KpbBOnpenusaHe Ha 183 149 1,25 (1,01
2 HWIH  TOBEYe (1,65) (1,32) 1,55)
eAUHHLH 0,044
ePUTPOLIMTH  WIH
LA KpbB®
HeroneMd KIMHWYHO 1185 1151 1,04 (0,96
3HAYHMHU (11,80) (11,37) 1,13)
KPBbBOH3JIMBH _ 0,345
CMBpPTHOCT no 208 250 0,85 (0,70
BCAKAKBH MPHYKHU (1,87) (2,21) 1,02)
0,073

a) [Tonynaiumsa, M3NUTBAHA NO OTHOLIEHHE HA 6€30MacCHOCT, HA JIEUEHHE
* HoMHHEATIHO 3HAUNMU

B nontnHenue kbM npoyuparero ¢aza Il ROCKET AF, ¢ nposeacHo npocreKkTus
HEHHTEPBEHLKAHATHO, OTBOPEHO KOXOPTHO NpoyuBaHe ¢ eaHo paMo ( XANTUS) c
TpoMOoeMOONHUHH CHOUTHA H roaMo KpbieHe. 6 704 nauMeHTa ¢ HEKIAMHO Npea
BKITIOYEHH 33 NpOodHUNAKTUKA HA UHCYAT M eMOONUA M3BLH LIEHTPATHATA HEPBHA C

ekl ! - (]
.. oLy Y ¥ !
g

ycnoBusa. Cpeanure pesynataty Ha CHADS2 ca 6unu 1,9 u Ha HAS-BLED ca : Z;G' npu (A
cpaBHeHHe CBbC cpeaHHTE pedynaraT HAa CHADS2 u HAS- BLED ot 3,5 u 2,8 cbvor '#cg'f“up_u ROC
[onamo kpbBeHe ¢ HaGmopaeaHo npu 2,1 cnyuas 3a 100 maumenro-roaunu. Cb d:;,a.lce:sa
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KpbBoH3auB npu 0,2 ciyyas 3a 100 naumeHTo- roqMHM U BBTpedepenceH KppBouMB npH 0,4 ciryuas sa 100
nateHTo-ronuHd, URcynt unu em6onua u3ebH [JHC ca perncrpupanu npu 0,8 cayuyas 3a 100 nauueHTo-
FOOHUHM.

B nocTMapKeTHHroBO HEMHTEPBEHIMOHANHO Npoy4yBaHe npu moseye or 162 000 pnaumpentn oT ueTHpH
IHPKABH puBapokcabaH e npejnucaH 3a NpOoPHIAKTHKA Ha MHCYAT H CHCTEMHA eMOONHs NpH MALMEHTH C
HEKNIANHO APeAChPAHO MbXKaeHe. YecToTara Ha cubuTrAaTa 33 nexemuued uHCyr e 0,70 (95% CI 0,44 — 1,13)
3a] 00 nauueHToroguuu. Kspeene, koeTo BOAH OO XOCIHTAIM3aLHA, HACTBIIBA ¢ YeCTOTAa Ha chOMTHATA Ha 100
naupeHroroguHu 0,43 (95% CI 0,31 — 0,59) 3a peTpeuepened xprBoudnus, 1,04 (95% CI 0,65 — 1,66) 3a
CTOMAILIHO-4YpeBHO KbpBene, 0,41 (95% CI 0,31 — 0,53) 3a yporeHuranHo kppeexe U 0,40 (95% CI 0,25 -
0,65) 3a Apyro XopBeHE.

Te3u HabnoaeHHA B pealHH YCJIOBHA Ca B ChOTBETCTBUE ¢ YCTAHOBEHHA NMpodHiI Ha 0e30MacHOCT MpH TOBA
NoKasaHHeE,

[TayueHTH, NOATOKEHH HA KADAHOBEP3HO

[IpocniexTUBHO, PaHAOMH3HPAHO, OTBOPEHO, MHOTOLEHTPOBO, EKCILUIOPATOPHO MNMpoOYy4YBaHe ChLC 3acieneHa
olieHKa Ha KpaiHarta Touka (X-VERT) e nposeaeno npu 1 504 naumenTH (HenexyBaHM Jocera ¢ IepopaHM
AHTUKOATYNIAHTH M JICKYBaHH MPEABapUTENIHO) C HEKIANMHO MpPEACHPAHO MBXKIEHE IUTAHHPAHO 3a
KapAHOBEP3HO, 3a Aa Ce HANpPaBH CPaBHEHHE MEXAY puBapokcadbaH U agantupana nosza ABK (paraomusupano
2:1), 3a mpeBeHIMA HA CHPAESYHOCHAOBH chOMTHA. M3non3BaHu ca cTpaTeryu ¢ NOMOILTA HA HACOUBAHE 4pe3
TEE (1-5 nHM npeaBapUTeNHO NeYeHMe) WIH KOHBEHUMOHANHO KApAHOBEP3UO (HaH-MaNKO TPpH CEOMULY
npeABAPHUTENHO JieueHue). [1npBUUHUTE pe3yNnTaTH 3a €PHKAcHOCT (BCHYKH HHCYJITH, NPEXOIHA HCXEMHYHA
aTaka, cucTeMHa eMOonna HecBbp3aH ¢ [JHC, undapkr Ha muokapaa (MH) u cepaeunocbaoBa cMBpPT) ca ce
nosswin npu 5 (0,5%) nauyedTH B rpynara Ha pupapokcaban (n=978) u 5 (1,0%) nauuenra B rpynara Ha
ABK (n=492; RR 0,50; 95% CI 0,15-1,73; moanduuupana ITT-nonmynaums). OCHOBHHAT pe3yaTaT 3a
Oe3onacHocT (MACMBHO KbpBeHe) ce € noasun npH 6 (0,6%) u 4 (0,8%) naupeHTr B rpynure Ha pusapokcadbaH
(n=988) u ABK (n=499) cworBerHo, (RR 0,76; 95% CI 0,21-2,67; ©Oe3zonacHa nomynauun). Tosa
€KCIUIOPATOPHO MPOYYBAaHE € MOKa3alo CPaBHUMA €(PUKACHOCT H 0€30MacHOCT MEXAY IPYIHTE Ha JICUCHHE C
puBapokcaban u ABK B ycnosusita Ha kapaHoBep3HO.

[TauMeHTH ¢ HEKNAMHO NPEACHPAHRO MbxIcHe, kouTo nmomiexat Ha I1IKH ¢ noctassane Ha creHT M3pbpiieHo €
paHJIOMHW3HpaHO, OTKPUTO, MHOrOLEHTPOBO Npoy4Bane (PIONEER AF-PCI) ¢

2 124 nauWeHTH C HEKIAMHO NpeACHPAHO MbXkAeHe, KouTo ca 6w nomioxenu Ha IIKH, ¢ mocrapsHe Ha
CTEHT 3& ITBPBHYHO ATCPOCKICPOTHYHO 3a00/sBaHE, 3a CpaBHABaHe Ha Oe3omacHOCTTa Ha ABE CXEMH Ha
puBapokcabaH H eqHa VKA-cxema. Tlannenture ca 6unu pasnpeaencHy Ha ciydaeH npuuaun 1:1:1 3a obiua
12-mMeceyna Tepanus. IlanuenT ¢ anamHeza 3a HHCY T Wik [1HUI] ca uskmoueHw.

I'pyna 1 nomyuaBa puBapokca®aH BeaHbx AHeBHO 15 mg (10 mg BeaAHBLK AHEBHO MNMpH NALMUEHTH C
KpeaTHHHHOB KIHpBHC 30 - 49 ml/min) ntoc P2Y 12 unxuburop. I'pyna 2 nomyuasa 2,5 mg pusapokcaban
npa rbTH AHeBHO 3aeaHo ¢ JATAC (apoiiHa Tepanusa ¢ aHTHArperaHTHH CPEACTBA, HANPUMEP KIIONUAOrpes 75
mg [unu 3amectBawiug P2Y 12 uaxuburop] mmoc HUCKa ao3a aueTwicanduunopa kucendHa [ACK]) sa I, 6
1M 12 Mecella, mocneaBaHa ot puBapokcaba 15 mg (v 10 mg 3a nauMeHTy ¢ KpeaTHHUHOB KIUPBHC 30 -
49 ml/min) BeaHBX AHEBHO, IOC HUcka no3a ACK. I'pyna 3 nmonmyyaea xopurupana no3za VKA nmoc [JTAC
3a 1, 6 win 12 Meceua, nocneasana oT KOpurupaHa go3a VKA, rumnoc Hucka posa ACK.

[TspBHvHaTa KpaiiHa TOuKa 3a H€30NnacHOCT, KNKMHUYHO 3HAYUMMTE CITy4YaH Ha KbpBeHe, ce nosssasatr npu 109
(15,7%), 117 (16,6%) u 167 (24,0%) yyacTtuuuy B rpyna 1, rpyna 2 ¥ rpyna 3, peClieKTUBHO

(HR 0,59; 95% C1 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnexTusHo).

BropruHata KpakHa To4dka (CbcTaBeHa OT CbpAe4YHO-CbAOBH chOMTHA CC cmbpt, MU Wiy uHCynT), €
HaOmoasala npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) naumnentd B rpyna 1, rpyna 2 ¥ rpyna 3, CbOTBETHO.
Beska oT cxeMHTe Ha pHBapokcabaH MoKasBa 3HAYHTENIHO HAMA/IABaHE HA KITMHMUYHO 3HAYMMUTE Ciyyad Ha
KbpBEHE, B cpaBHeHHEe ¢ VKA-cxeMata MpH NMalMeHTH C HEKIAMHO NMPEACHPAHO MBKICHE, KO
noanoxkeHH Ha [1KH ¢ nocraBsHe Ha CTEHT.

OcHoBHata uen Ha PIONEER AF-PCI e oneHka Ha ©Oe3onacHoctTa. [laHHHTe
(BKIIIOYHTENHO TPOMOOEMOONIHYHH SBIICHHA) IPH Ta3H MOMYJALyA Ca OTPAHHYEHH.

Meuenue na JIBT, BE u npogunaxmuxa na peyuousupawu /[BT u bE
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MpH HAY&JTHOTO ¥ NPOABLKUTENHOTO NeueHHe Ha ocTpu JIBT v BE u npodunakTukara Ha peLiHINBH.

Hap 12 800 naumeHTH ca MpOy4YEHHW B YETHPH PaHOOMH3HPAHH, KOHTPOJIHPAHH KIIHHWYHN NMpoy4YBaHua (aza
I[II (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u aomwiHuTenHo e mnpoeneH
npeasapurenHo neduHupaH cbopeH aHanu3 Ha mnpoydBaHuaTa Einstein DVT u Einsten PE. O6mara
KOMOHMHHpaHa NMPOAB/DKMTENHOCT Ha JIEYEHHETO 3a BCHYKH Npoy4YsaHus € 10 21 Meceua.

B npoyuBasero Einstein DVT 3 449 nauuentn c ocrpa [ABT ca mpoyueHu 3a neyeHdero Ha JIBT u 3a
npodunakTuxka Ha peuuauBupau BT n BE (naumeHtuTe che cuMrrromatiueH bE ca u3kimoueHs ot topa
npoyusaHe). [Ipoab/DKUTENIHOCTTa Ha JleyeHHeTo € 3, 6 Wnu 12 Mecela B 3aBHCHMOCT OT KIWHHYHATA
rpeueHKa Ha H3CICROBATEN.

3a neuyeHreTo npe3 mppBUTEe 3 ceaMuuM Ha octpa JIBT ca npunaranu 15 mg puBapokcabaH aBa MbTH JHEBHO.
Cnen ToBa JIEMEHHETO NPoaL/DKaBa ¢ 20 mg puBapokcabaH €4uH ITBT JHEBHO.

B npoyusaneTo Einsten PE 4 832 nauments ¢ octep BE ca npoyuenu 3a nedyenueto Ha bE u 3a npodunaxruka
Ha peunavBupaiid BT u BE. ITpoabmxurennocTra Ha neveHuero e 3,6 wau 12 Mecena B 3aBHCUMOCT OT
KIMHHYHATA MPEUEHKAa Ha U3C1e0BaTeN .

3a neuyeHuero Ha ocThp BE npes nbpeuTe 3 ceaMuuM ca npwiaraiu 15 mg pusapokcabaH aBa MbTH JHEBHO.
Cnen ToBa JiedyeHHETO MpOaB/DKaBa ¢ 20 mg pusapokcadaH €1MH ITbT JHEBHO.

U npu neere npoyusaHua Einstein DVT u Einsten PE cpaBHWTENHOTO neyeHMe BKAOYBA €HOKCANApUH B
NpoAb/DKEHHE Ha MOHE 5 AHM B KOMOMWHAlMA ¢ aHTAroHMCT Ha BHTaMMH K A0 nocturaHe Ha CTOMHOCT 3a
PT/INR B TepaneBruuHuTe rpaHuud (2 2,0). JleueHueTo npoab/DkaBa ¢ @HTaroHMcT Ha ButamuH K, kato
703aTa My € Takapa, 4e croifiHocTHTe 32 PT/INR za ca B TepanesTHyHMTE rpaHuim or 2,0 ao 3,0.

B npoyuranero Einstein Extension 1 197 nauwentu ¢ JIBT wnu BE ca npoyyens 3a npodumakrukata Ha
peryausupani¢ JIBT u BE. IlpoasmkuTenHocTTa Ha IedeHHEeTO 00XBania JOMBAHUTENHH 6 A0

12 Mecella nNpH nNAUMEHTH, KOMTO Ca NPEMMHANM KYpC Ha JiedeHHe oT 6 Jo 12 Meceua Ha BeHO3CH
TpoMboemMbONH3LM B 3aBUCHMOCT OT KIMHMYHATA MpelieHKa Ha wicnenosarend. CpaBHaBa ce pupapokcabaH
20 mg BeaHBX JHEBHO ¢ Iutauedo.

[Tpoyuysannara Einstein DVT, PE u Extension w3non3sar eaHH M CBIIM NpPEeRBapUTENHO AePHHUpAHH
MbPBHYHK M BTOPHMHH pe3yiTaTH 32 edHKacHOCT. [IbpBHYHHUAT pe3ynTar 3a ¢pUKACHOCT € CHMITOMATHYEH
pellMAMBHpalll BeHo3eH Tpomboembonusbm (BTE), nedunupas xato cucrases ot peunauBupamia BT win
nerasicH unH Henetaned BE. BropuuHuaT pesynrar 3a edukacHOCT ce gedHHHMpa KaTo CbCTaBE€H OT
perauBupaina JBT, neneraned bE U cMBPTHOCT HE3aBUCHMO OT NMPHYHHATA.

B npoyurane Einstein Choice 3 396 maumenTn c norebpiaeHa cumnromatHyHa JIBT wwin BE, kouTo ca
3aBBPIMWIH 6 10 12-MeceyHO aHTUKOAryJjaHTHO JICYEHHE, Ca TIPOYYEHH 3a npodunakruka Ha ynetaieH bE u
HenetadHH cumnromariyid JIBT u bE. IlauweHTuTe ¢ nokasaHue 3a NPOAB/DKHTEIHO AHTHKOAryJIaHTHO
JIEYECHHE C TEPareBRTHUHA J03a Ca U3KTIOYEHH OT NPOYUBAHETO.

[IpogbkuTenHOCTTa HAa NevYeHHeTo € Ao 12 Mecena B 3aBHCHMOCT OT JaTaTa Ha HHIAMBHIYAIHOTO
paHaoMu3HpaHe (MeauaHa: 351 anu). PuBapoxcaban 20 mg BeoHbX AHEBHO W puBapokcadaH 10 mg BeaHbx
OHEBHO ¢a ¢cpaBHeHH c¢b¢ 100 mg alleTWICaNHUWIOBAa KHCETHHA BEAHEX JHEBHO.,

[TopBHYHHAT pe3ysTaT 3a e(pMKACHOCT € CUMITTOMAaTH4YEH peuMIuBUpall BeHoseH TpomboeMbonussm (BTE),
JeHuHUpaH KaTo cMecHLaTa ot peumausrpaina JBT win aeranen win HesneraneH bE.

B npoyuyBanero Einstein DVT (Bxx. Tabnuua 6) ce nokaspa, ue pupapokcaban € ¢ He NO-MANKa ePEeKTHUBHOCT
or eHokcanapuH/ABK 3a mbpBuuHMA pesyarar 3a eduxacHoeTr (p < 0,0001 (rect 32 He mno-Mmanka
edexTuBHOCT)); KP: 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a NnpeBBL3XOACTBO)).

[IpenBapurenHo AcpUHApaAHATA HETHA KIMHMYHA NOA3a (TBPBUYEH pe3yNTar 3a ePHKACHOCT IIIOC TONEMH
KpbBOM3NHBH) ce cbobmana ¢ KP 0,67 ((95% OHA: 0,47 - 0,95), HoMuHanHa p CTOHHOCT

p = 0,027) 8 non3a Ha puBapokcabaH. INR croliHOoCTHTE Ca B TepaneBTHYHHA AMana3s earo 60,3% or

BPEMETO MpPH CPeAHa NPOABLIDKHTEIHOCT Ha JiedeHHeTo oT 189 AHM, U 55,4%, 60,1% ¢°oT. nﬁemo IpH
PYINHTE ¢ IUIAHHPAHO JICHEHUE € MNPOAWDKHUTENIHOCT CHOTBETHO 3, 6 u 12 g&euﬁ B rp}ma:ra
eHoxcanapyH/ABK HsaMa sACHa BpB3Ka MEXIy HMBOTO HA CPEAHOTO LIEHTPATHO {Bpen ‘B Taprerén
nuanasoH 2,0 - 3,0) npu TepuwiNTe ¢ eAHAKBB pa3sMep H YECTOTATa HA pEeLMAMBH * B‘TE (p=20 933

oy bl Al (Y o
p3aumoneiicTeue). B Haii-ropHus Tepumn no oTHoweHue Ha ueHrspa KP n “pHBEpQKCaﬁaH o

papbapus e 0,69 (95% JIH: 0,35 - 1,35). ‘\\,.f . /
YecTtoTHTE 3a MTHPBUYHUA pe3ynTaT 3a Oe3onacHOCT (rojleMH WIH  KIHHHYH -3ﬁa}tﬂMﬂ " ﬁeroﬁemu

24 "'""*-- ,......__....--'""'




KPBHBOMAIHBH ), KAKTO M 34 BTOPHUHUA pe3yiTar 3a 6e30nacHOCT (rofeMH KpbBOH3NIMBH), Ca CXOLHH 33 IBETE
TeparcBTHYHH I'PYIIH.

Tabanna 6: PeaynaTaTh 33 edpuxacnocT n HezonacnocT oT ¢a3a III Einstein DVT

3 449 nauuMeHTH CbC CHMNOTOMATHYHA ocTpa ABIOOoKa
{IpoyrBana nomyatus BEHO3Ha Tpombo3a
Mosa u mpon IHOCT HA Pusapokcaban ® Exokcanapus/ABK® 3, 6
3, 6 win 12 Mecella win 12 Mecela
FICHCHHETO | N=1731 N=1718
CUMITTOMATHYEH peLIMAUBHApALIL 36 51
BTE* (2,1%) (3,0%)
CuMIroMaTH4YeH 20 18
peumnansupail BE (1,2%) (1,0%)
CuMImroMaTH4yHa 14 28
peuauBupaiia JIBT (0,8%) (1,6%)
Cumnromaruuiu bE u JIBT (10,1% ) 0
Jletanen BE/cMBpT, KbAETO 4 6
BE He Moxe na Obae (0,2%) (0,3%)
H3KJTIOYEH
['onamo HIH KJIMHUYHO 139 138
3HAYHMO HErOJIAMO KbpBEHE (8,1%) (8,1%)
['onemMu KpbBOU3NIHBH 14 20
(0,8%) (1,2%)

a)  Pusapokcaban 15 mg apa mbTH JHEBHO 3a 3 CEOMHLM, nocheasaHo ot 20 mg eauH nb»T AHEeBHO O)
ExokcanapMH 3a HaH-MaJIKo 5 IHH, 3acTbneH U nocneaeaH or ABK

w p <0,0001 (He no-Manka edpHKACHOCT MO OTHOLUEHHE Ha nipeasapuTenHo onpeacnen KP2,0);
KP: 0,680 (0,443 - 1,042), p = 0,076 (npeBB3X0ACTRO)

B npoyusanero Einstein PE (Bx. Tabnuua 7) ce nokassa, uye puBapokcadbaH € ¢ He no-Majika epUKacHOCT OT
eHokcanapud/ABK 3a mepBHunMa pesynrar 3a epukacHoCT (p=0,0026 (TecT 3a He No- Manka e(pHUKACHOCT);
KP: 1,123 (0,749 — 1,684) ). [Ipenpapurento JepUHHpAHATA HETHA KJIMHMYHA NoON3a (MEPBUMEH pEe3y/ITaT 3a
e(pUKaCHOCT IUTIOC roJieMH KpBEBOM3NHBH) ce chobinasa ¢ KP or 0,849 ((95% AU: 0,633 - 1,139), HomMuHanHa
p croiinoct p = 0,275). INR croliHocTHTE Ca B TepaneBTHYHUA AUAra3oH cpeaAHo 63% or BpeMeTo npu cpelHa
MPOABIDKHTEHOCT Ha JieueHHeTo oT 215 auu u 57%, 62% un 65% oT BpeMeTO NPH IrpynMTe ¢ ILTAHKHPAHO
NeueHye ¢ NPOABLJLKHTENIHOCT CHOTBETHO 3, 6 H

12 mecenta. B rpynara na eHokcanapui/ABK HaMa scHa Bph3Kka MEXIYy HUBOTO Ha CpeaHOTO ueHTpanHo TTR
(speme B TaprereH INR puanaszor 2,0 - 3,0) npH tepuwnuTe € eaHakbB pa3Mep M 4YECTOTATA HAa
peunausupauare BTE (p = 0,082 3a B3anmoneiicTeue). B Hall-ropHusa Tepuun rno oTHoUeHue Ha LeHTbpa KP
npy puBapokcabaH cripamo BapgapHH € 0,642 (95% OA: 0,277 - 1,484).

YectroTuTe 3a MIBEPBHYHHA pe3ynTarT 3a Oe3zonacHocT (rofeMd MAM KIMHHYHO 3HAYMMH  HEroJIeMK
KPbBOM3JIMBH) Ca MAJIKO NO-HHUCKH B rpynara Ha JiedeHHe ¢ puBapokcaban (10,3% (249/2 412)) B cpaBHEHHE ¢
rpynata Ha nedeHHe ¢ eHokcanapuH/ABK (11,4% (274/2 405)). Yecrorara 3a BTOPHYHHMA pe3yJITaT 3a
6e3onmacHOCT (roIeMH KPBEBOH3NIHBH ) € NO-HUCKA B rpynaTa Ha puBapokcabaH

(1,1% (26/2 412)) B cpaBHeHHKe ¢ rpynaTa Ha eHokcanapuH/ABK (2,2% (52/2 405)) ¢ KP 0,493

(95% OH: 0,308 - 0,789).

Tabaana 7: Pezyarara 3a epuxacnoct n 6esonacroct ot ¢asa IIl Einstein PE

IIpoyuBaHa nomyJaLys | 4 832 nauueHTH € OCTpa cMMNTOMarHuHa bE xF | ;,':I:_\

Jlo3a M NpPOIBLDKHTENHOCT Ha Puapokcaban® EHokcanap (o % 67 |\

3, 6 wiu 12 mecena unm 12 Me RN R

it | N=2 419 N=2 413 e fE |

CuMmroMaTHyeH pelMaUBHpally 50 44 . i
BTE* (2,1%) (1,8%)
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[IpoyvBaHa norynaums 4 832 nauueHTH ¢ OCTpPa cUMNTOMaTHYHA BE
CuMnToMaTHYEH 23 20
peunausHpail BE (1,0%) (0,8%)
CumMrroMaTHYHA 18 17
permausupaiia BT (0,7%) (0,7%)

Cumnromatnusi BE u JIBT 0 % <0,1%)
Jleranen BE/cMBpT, KBaAETO 11 7

BE He MoOXe Ja Obpae (0,5%) (0,3%)
H3KJIKOUEH

[Monmsamo HITH KJIMHUYHO 249 274

3HaYMMO HETOJIAMO KbPBEHE (10,3%) (11,4%)

I'oneMH KPLBOUATHBH 26 52

(1,1%) (2,2%)

a)  PuBapokcabaH 15 mg apa mbTH AHEBHO 32 3 ceaMULM, nocneaABaHo oT 20 mg eqMH BT AHEBHO 0)
EnokcanapHH 3a Hali-Mallko 5 HM, 3aCTBIICH U nocneneas oT ABK

* p < 0,0026 (xe no-Manka eHKaCHOCT NO OTHOWICHNUE HA NpeasapuTenHo onpeaeneH KP or
2,0); KP: 1,123 (0,749 - 1,684)

[IposeneH e mpearapuTeNHO aeduHupaH o6obiiieH aHanu3 Ha pedynaTarta ot npoy4BanvsTa Einstein DVT u PE
(k. Tabnuua 8).

Ta6auna 8: PesyaraTn 3a epnxacnoct u 6e3onacnoct or cbopen anaians Ha ¢asa III Einstein DVT n PE

ITpoyupaHa nomyJaLnus 8 281 naumeHTH ¢ OCTpH cUMITTOMATUYHH [IBT wnu BE
Pupapoxcabau® EHokcanapu#/ABK® 3, 6
flosa ¥ MPOAWIKUTENHOCT Ha 3, 6 unu 12 meceula WwiH 12 Mecena
JICHCHAETO - N =4150 N=4131
CHMIITOMaTH4Y¢H 86 93
peLHAUBHpAILL
BTE* (2,1%) (2,3%)
CUMIITOMATHYEH 43 38
peUHIHBUpALL
BE (1,0%) (0,9%)
CuMnrToMaTH4Ha 32 45
peunansupaiua JBT (0,8%) (1,1%)
CumnroMatnunau bE u JIBT 1 2
(<0,1%) (<0,1%)
Jleranen BE/cmBpt, npu 15 13
KOATO
He MOXe na ce H3Kmno4uH bE (0,4%) (0,3%)
["'onemu WK KITMHUYHO 388 412
3HAYHMH
HETOJIEMH KPbhBOH3IIHBM (9,4%) (10,0%)
['oneMu KpbBOU3INHUBU 40 72
(1,0%) (1,7%)

a) Pupapokcaban 15 mg npa meTH AHEBHO 3a 3 ceaMuium, nocneaBaHo oT 20 mg eOuH BT AHEBHO 6)
Enokcanapus 3a Hal-Maiko 5 AHM, 3acTbnieH H nocaeasaH ot ABK

* p < 0,0001 (He no-Manka edrKacCHOCT MO OTHOILIEHKUE Ha nipeaapuTentHo onpeaeneH KP or 1,75); KP:
0,886 (0,661 - 1,186)
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puBapokcabaH 20 mg enUH OBT HAa ACH B CPABHEHHE ¢ IU1aneho.
BropHunnat pesynarar 3a 6e3onacHocT (roeMH WIH KIMHUYHO 3HAYHMH HErolieMH KpbBOH3IUBH) NOKA3Ba
O-BHCOKH 4YECTOTH MpH MAlIHEHTHTE, JIEKYBaHW ¢ pHBapoxcabaH 20 mg eAWH mbT QHEBHO, B CPABHEHHE C

rauedo.

Ta6aana 9: PesyaraTn 3a eprkacnocT n 6esonacnoct ot $aza I1I Einstein Extension

[Ipoy4BAHA NOMYIALHS 1 197 nauMeHTM ¢a nNPOABDKWIH  JICUECHHETO H
pOYH > npodrIaKTHKaTa 3a peLMAHBHpALLL BEHO3CH
TpomboeMbonH3BM
HNoza ¥ npoabDKMTENHOCcT Ha | PusapokcaGan [LnaneGo
JICYEHHETO 6 wu 12 Mecela 6 unu 12 mMeceua
N =602 N =594
CHMITOMATUUEH 8 42
pelMaHBHpPALLL
BTE* (1,3%) (7,1%)
CuMnroMaTH4EH 2 13
peLHIHBHPALL
bE (0,3%) (2,2%)
CuMnrToMaTH4YHa 5 31
peunauBupawa ABT (0,8%) | (5,2%)
Jleranen BE/cMBpT, npH 1 1
KOATO
He MOXe Ja ce H3KmouH BE (0,2%) (0,2%)
I"'oneMH KpbBROU3IUEBH 4 0
(0,7%) | (0,0%)
KauHMYyHO 3HAUMMH HEroJIeMH 32 7
KpbBOM3IKBH (5,4%) (1,2%)
a)  Pusapokcaban 20 mg eauH 0bT AHEBHO

* p <0,0001 (npepw3xoacreo), KP: 0,185 (0,087 - 0,393)

B npoyuraHeto Einstein Choice (k. Tabnuua 10) Purapokcaban 20 mg u 10 mg npesnixoxkaa 100 mg
alICTUICATHLIIOBA KHCEJIMHA MO OTHOHIEHHE HAa ITbpBHYHHKA pe3ynarar 3a edukacHocT. OCHOBHHAT pe3yJITaT
3a OesonacHOCT (CBOUTHA Ha TONAM KPBBOM3IMB) € CXOACH NpH MaUMEHTHTE, JIeKyBaHK ¢ Pusapokcabax 20
mg ¥ 10 mg BeaH®Xk AHEBHO B cpaBHEHHE ¢b¢ 100 mg aueTHncanMumnoBsa KMCeJIMHa.

Ta6auna 10: PeayaraTn 3a epnxacaocT 1 6e3onacHocT oT ¢paza III Einstein Choice

[Ipoyupana nomynaums

3 396 ca npoab/DKWIM NTPOPUIAKTHKATA 38 PELIMAUBUPALL] BEHO3EH

TpOMOOEMOOTHIBM
PuBapokcaban 20 PuBapokcaban 10 ACK 100 mg
TepaneBTHYHA 1034 mg mg BCAHBXK AHCBHO
BEAHDBXK AHEBHO BEAHDBK THEBHO N=1 131
N=1 107 N=1 127
MeauaHa Ha
NPOAB/LKUTENIHOCTTA Ha
JIeYeHHEeTo 349 [189-362] nHn 353 [190-362] 350 [186-362] oum
[ MHTEepKBapTWIEH JHH
JHanasoH|]
CuMmnroMaTHueH 17 (1,5%)* 13 (1,2%)**
peurausupal BTE
CHMIITOMaTH4Y€EH 6 6
peuxdaueupaul bE (0,5%) (0,5%)
CuMnroMaTH4Ha 0 8
peuragnBupaita ABT (0,8%) (0,7%)
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3 396 ca npogbDKKIHN NpOPUNAKTHKATA 332 PSLUANBUPALL BEHO3EH
[lpoyusana norynauns TpoMOoeMOONH3IBM
Heranen BE/ cmbpr, 2 0 5
NpH KOATO HE MOXKE 0 0
Ja ce m3KmouH bE (0,2%) (0,2%)
CUMITTOMATHUCH
Ei;l;ﬂﬁﬂp:;ﬂ MHDKETE, 13 18 )6
P PAZ, | (1,7%) (1,6%) (5,0%)
WHCYJIT HIH CHCTEMHA
emOonua m3swH LIHC
["'onemu BOH3NHUBH 6 ; 3
KPR (0,5%) (0,4%) (0,3%)
Knuauuno 3HAYHMH 30 22 20
HEros;IeMH KPbBOHIJIHBH (2,7%) (2,0%) (1,8%)
CuMnToMaTHYCH
peunaupupaml BTE unm 23 17 53
rofsaM KPBBOH3IIHB (2,1%)* (1,5%)" (4,7%)
(HeTHa KNTUHHYHA N0/134)

* p<0,001(npesn3xoacteo) PuBapoxcaban 20 mg seaubpx aHeBHO cnipsMo ACK 100 mg BeaHwK NHEBHO;
HR=0,34 (0,20-0,59)

** p<0,001 (mpeBb3xoacTro) PuBapokcaban 10 mg seanrx aHeBHo cnpaMo ACK 100 mg BeaHBxK AHEBHO;
HR=0,26 (0,14-0,47)

* Pupapoxcaban 20 mg peauvx auesHo cnpaMo ACK 100 mg seawsx anesno; KP=0,44 (0,27-0,71),
p=0,0009 (HoMHHaNHa)

** Pusapokcaban 10 mg seanbk muesHo cripaMo ACK 100 mg seawsk auesno; KP=0,32 (0,18-0,55),
p<0,0001 (HomMHHaNHa)

B nombnueHue xpM nporpaMata EINSTEIN d¢a3za Ill, e npoeaeHo NMpocneKTHBHO, HEHHTEPBEHUHOHAIHO,
OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ ueHTpank3HpaHa oleHKa, BKmousall peuuausupail BTE, ronsmo
KbpBeHe B CMBPT. 5 142 nammenTa ¢ octpa BT ca BkarodeHH 3a npoyuBaHe 6€30NacHOCTTa Ha pHBapokcabaH
B ObIMOCPOYEH IUIAH B CPABHECHHE CbC CTAHZAPTHATA AHTHKOAIY/IAHTHA TepalMd B KJIMHUYHATA NMPaKTHKA.
CrofiHocTHTE Ha rojaMO KbpBeHe, peupaueupail BTE 1 Bcuuks ciyuan Ha cMBPT 3a puBapokcaban ca 6win

csoTBeTHO 0,7%, 1,4% u 0,5%. CruiecTBYBar pa3iMKM B OCHOBHH XapaKTePHCTHKH Ha TALHEHTUTE,
BKJIIOYHTEIHO BB3PACT, pak U 6B0peuHo yBpexkaane. M3non3sad e crpaTHGUMUMpaH aHAIHM3 110 NpeJABAPUTETHO

ONpefieleHH CTOMHOCTH 3a rpyNHpaHe Ha M3MEPBAHHTE OCHOBHHM XapaKTepUCTUKH, HO BBIPEKH TOBa
OCTABALLMTE OTKJIOHEHHs MOXe Aa nopausaar Ha pesyinrature. Kopurupanwre KP 3a ronaMo KbpBeHe,
peudauBHpaun] BTE u Bcuuxku ciyuan Ha ¢MBpT ¢a 6unu cvoteetHo 0,77 (95% CI 0,40 - 1,50), 0,91 (95% CI
0,54 - 1,54) 1 0,51 (95% CI 0,24 - 1,07).

Te3u pe3yiaTarH NpH NALMEHTH, KOMTO ca OWiM HaGnogaBaHW NpH peallHH YCIOBHA, €A B ChOTBETCTBHE C
yCTaHOBEHHS Npod U Ha 6€30MacHOCT NPH TOBA fIOKA3aHUE.

B nocTMapKEeTHHIrOBO HEHHTEPBEHLHOHANHO npoyuBaHe npH nosedye ot 40 000 naumeHTn 6e3 aHamMHe3a 3a
paK, OT 4HEeTHPH IAbLpXKaBH, puBapokcabaH e npeanucaH 3a JeueHHe wiH npodunakruka Ha IBT m BE.
YectotaTa Ha cpOurHarTa Ha 100 nauueHTOroAWHH 3a CHMITTOMATHYHWKJIMHUYHO  3HAYMMH
BTE/rpoM6oeMbonuuHMs ChOMTHS, BOACLIM A0 XOCITHTAIM3AllHA, € B AHana3oH ot 0,64 (95% CI

0,40 — 0,97) 3a Obenunenoro Kpancreo a0 2,30 (95% CI 2,11 - 2,51) 3a I'epmanna. Kspeene, koeto Boau 10
XOCIIHTAIIH3ALMA, HACThIIBA ¢ YyecToTa Ha chrOuTHATA Ha 100 mauvenroroauwuu 0,31 (95% “23 m#E)
BBTpEYEPENEH KpbBoH3ua, 0,89 (95% C1 0,67 — 1,17) 3a cTOMaluHO-4YpEBHO KBbPBEHE, e
0,44 (95% C1 0,26 — 0,74) 3a yporenuranto kepseHe H 0,41 (95% C1 0,31 — 0,54) 3a apy

IleauaTpudHa Momynanys
Jeuenue na BTE u npodunaxmuxa na peyudusu na BTE npu neduampuunu nayuermu \

O6uto 727 pena ¢ norewpaeH octbp BTE, or xouro 528 nomyuwnu puaapoucaﬁau Eeyagﬂu_'gxiﬁ
OTBOPEHH, MHOTOLEHTPOBU NeARaTPHuHH NpPOyusaHHA. J[03UpOBKaTa, KOPUIMpPAHa CIIOPEX ecﬁum rébao
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NpH NallMeHTH OT PaXKAaHeTO A0 BB3pacT noA |8 roameuM, € AoBena OO €KCNO3ULMA Ha pHBapokcabaw,
nogobHa Ha HabmoAaBaHaTa npH Bb3pacTHM nauMeHTH ¢ JIBT, nexkyBaru ¢ puBapokcaban 20 mg equH ImbT
NHEBHO, KAaKTO € NMOTBbPACHO B npoyuBaHeTo (a3a Il (Bx. Touka 5.2).

[Ipoyusanero EINSTEIN Junior ¢aza III e paHaoMH3HpanO, aKTHBHO KOHTPOJIMpPaHO, OTBOPEHO,
MHOTOLICHTPOBO KJIMHHYHO npoyuyBaHe npu 500 neaHaTpHUHHM MalMEHTH (HA BBL3PAcT OT paXAaHeTo Ja0 < 18
roguHH) ¢ notespacH ocThp BTE. UMaino e 276 aeua Ha Bp3pacr 12 no < 18 roaunu, 101 aeua Ha sb3pacrt 6
10 < 12 roauny, 69 aeua Ha BB3pacT 2 K0 < 6 rOAHHH H 54 nena Ha BL3PacT < 2 roJHHH.

Munexkcrusat BTE e xnacuduumpan kato eaHo ot cneanure: BTE BbB Bpb3ka ¢ LEHTpaNeH BEHO3EH KATEThP
(UIBK-BTE; 90/335 nauueHTd B rpynarta Ha puBapokcabaH, 37/165 nauueHTH B rpyriata Ha CpPaBHHUTEHO
neueHue), uepedpania BeHo3Ha U cuHycosa Tpombo3a (LIBCT; 74/335 naumeHTn B rpynaTa Ha puBapokcabas,
43/165 naumMeHTH B rpynara Ha CpaBHUTENHO JIEYECHHE) W BCHUKHK ApyrH, BounTenHo JABT u bE (we-1LIBK-
BTE; 171/335 naumerTH B rpynara Ha puBapokcadaH, 85/165 nauueHTH B rpynara Ha CpaBHUTETHO JICUCHHE).
Haii-uecTo npeacTapeHaTa HHAEKCHa TpoM003a npu Aenia Ha BB3pacT 12 no < 18 roaunm e He-lIIBK-BTE npu
211 (76,4%); npu aeua Ha sp3pacT 6 710 < 12 rogdHH U Ha BB3pacT 2 A0 < 6 roguny — LIBCT, croTBeTHO NpH
48 (47,5%) u 35 (50,7%); 1 npm geua Ha BB3pacT < 2 roguHM - LIBK-BTE npu 37 (68,5%). He ¢ umano aeua
< 6 mecena ¢ LIBCT B rpynara Ha puBapokcaban. 22 ot naumeHture ¢ LIBCT ca umanu uHgexuus Ha [THC
(13 naupeHTH B rpynara Ha pusapokcabaH H 9 nalUeHTH B rpynara Ha CPaBHHMTEIIHO JICYEHHE).

BTE e npean3BuKaH OT NOCTOSHHH, NPEXOAHW WIH H OT ABETE — MOCTOAHHH H NMPEXOAHH PUCKOBH (PakTOpH
npu 438 (87,6%) neua.

[MauuenTHTe ca MOJIYYWIH MBPBOHAYANIHO JICHEHHE ¢ TEpaneBTHYHU A03W HedpakLMoHupan xenapuH (HDX),
XeMapHH ¢ HHCKO MoJieKyaHo Tersio (XHMT), niu ¢ponaanapuHykce 3a Hali-MaNKo 5 1HM H ca PAaHAOMH3HPAHH
2:1 ma nosydaBaT WaM 103u puBapokcabaH, KOpPUIMpaHHM CNpAMO TEACCHOTO TErNo, WIH CpPaBHHUTENHH
JIEKapCTBa B Ipynara Ha cpaBHMTENHO neyeHue (xenmapuHd, ABK) 3a 3-meceuen nepuon Ha neueHue B
OCHOBHOTO npoy4BaHe (1 Mecew npu geua < 2 roaudu ¢ LIBK-BTE). B kpas Ha neprona Ha nedeHue B
OCHOBHOTO MNpOY4YBaHE AHarHOCTHYHOTO 00pa3sHO M3CNEABAaHE, HANpPaBEeHO HA M3XOAHO HHUBO, € HAIIPABEHO
NMOBTOPHO, aKO € OWUN0 KNMHMYHO MPUIOKUMO. JleueHHeTo B NpOoyuBaHETO € MOXENOo Ja Ople CIpAHO B TO3H
MOMEHT HJIM MO TipelieHka Ha Hscnepomatens na Owvae npoawmxeHo obwo 3a 7o 12 mecena (npH gena <2
roauHu ¢ LIBK-BTE ~ 10 3 Mecena).

[T ppHuHHAT pe3ynTaT 3a edUKACHOCT e cuMrToMarudcH peumaveupawy BTE. [InpBuunMAT pesynrar 3a
6e3onacHOCT € KOMOMHAUMATA OT IOJISM KPbBOM3INHB W KIHHHYHO 3HA4YWM He-rosaMm KpbBoudnus (K3HI'K).
Bcuuku pe3ynTaTd 3a epHKACHOCT M 0€30MacHOCT ¢a NPOBEPEHH H MOTBBPACHH HEHTPANBO OT HE3aBHCHMA
KOMHMCHS, 3aclieneHa 3a onpeaeneHoTo nevyeHde. PesynraTure 3a epukacHOCT U 6€30NacHOCT ca MOKAa3aHH B
Tabmwum 11 » 12 no-gony.

CoouTHs Ha peumauBupaiy BTE c¢a pb3HMKHANM B rpynara Ha JiedeHHe ¢ pHBapoxcaban npu 4 ot 335
MalMEHTH H B IpyrnaTa Ha CPaBHUTENHO JieueHHe npd 5 ot 165 nauueHtd. KomMOuHauusTa OT romsMm
kppBoH3aHB U K3HI'K ¢ poxnagsana npu 10 or 329 nauuentu (3%), neKyBaHu ¢ pupapokcabaH u npu 3 oT
162 nmaumentH (1,9%), nexyBanu ¢ komnapatopa. HetHa knMHH4YHA non3a (CHMIOTOMATH4YEH PpELMAHBHpALL]
BTE nmoc ¢cpOuTHSA Ha roisM KpLBOWIJIMB) € ChoOLIeHa B rpynara Ha NeueHue ¢ puBapokcadbaH ripu 4 ot 335
NAaUMEHTH M B IPYyIIaTa Ha CPABHUTEIIHO JieueHue npH 7 o1 165 naueHTd. HopManuiupane Ha TpoMOOTHYHOTO
oOpeMeHsABaHe NPH MOBTOPHOTO 00pa3HO H3cNeAraHe € Bb3HUKHaANO0 npH 128 ot 335 nauueHTH Ha JleueHuKe ¢
puBapokcabaH 1 npu 43 ot 165 nauueHTH B rpynara Ha CpaBHMTENHO JieueHHe. Te3n Haxoaku 0OUKHOBEHO ca
nopobHKM cpea BB3pacroBuTe rpynd. B rpynara Ha pupapokcaban e umano 119 (36,2%) neua ¢ HAKakBo
KBPBEHE, Bb3HUKHAMO MPU JICUCHHUETO, 2 B IpyNnaTa Ha CpaBHHUTENTHO JieueHHe e uMao 45 (27,8%) neua.

Tabauua I 1: PeaynTaru 3a epUKacHOCT B Kpas Ha OCHOBHUS MEePUOA Ha JieUeHHe

CrOuTHe

PuBapokcaban
N=335*

KomnapaTtop
N=165*

Peuvpusupaly BTE  (mbpBuueH
e(pHKACHOCT)

pe3yiaTar 3a

Kombunauua: cumrromMatiyeH peupaneupau BTE +
ACHMIITOMATHYHO BJOLIABAHE MpPH MOBTOPHOTO

obpazHo
H3CcleIBaHe

4
i(1,2%; 95% CI
0,4% — 3,0%)

5

i

5
(1,5%; 95% CI
0,6% — 3,4%)

Kombuuarmsg; CHMITTOMaTHYeH péﬁmuanpam BTE +

aCHMNTOMATHYHO BjolIaBaHe + 0e3 npoMsHa MpH
MOBTOPHOTO 00pa3HO H3C/IEABAHE

21
(6,3%; 95% CI
4,0% — 9,2%)
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CrbnTHE Pusapoxcaban KomMnaparop
] | - N=335* N=165*
HopManusupane npu  noBropHoto  obpasno  |128 - 43
H3C/IEABAHE (38,2%; 95% ClI (26,1%; 95% CI

33,0% - 43,5%)

19,8% - 33,0%)

KomOuHauua: cumnroMaTueH peuuausupail BTE +
rojifiM KpbBOM3NHMB (HETHA KIHHUYHA [10]132)

4
(1,2%,; 95% CI
10,4% - 3,0%)

=
(4,2%; 95% C1
2,0% - 8,4%)

JleraneHd w1k HeneTaneH 6enonpoben eMbonu3bM

1
(0,3%: 95% CI
0,0% — 1,6%)

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

*FAS= nwnexH Habop 3a aHANN3 (full analysis set), BcHukH aelia, KOMTO ca OMWJIM paHAOMH3HPAHH

Tabnuua 12: PesynTaTH 3a 6€30NmacHOCT B Kpasd Ha OCHOBHHSA TIEPHOA HA JICHECHHE

Papapokcaban Komnaparop
N=329* N=162*
KomOuHauma: ronsm kpsBowaniue + K3HIK |10 3
(IMepBHUCH
pe3yraT 3a 6€30nacHoOCT) (3,0%; 95% CI (1,9%; 95% CI
1,6% - 5,5%) 0,5% - 5.3%)
['onsM KpBHBOHATUB 0 2
(0,0%; 95% CI (1,2%; 95% CI
10,0% - 1.1%) 0,2% - 4,3%)
HsaxakBo KbpBEHE, BE3HUKHAJIO TIPH JIEYCHHETO 119 (36,2%) 45 (27,8%)

*SAF= natop 3a ananu3 Ha O6e3zonacHocTTa (safety analysis set), BcUYKH JeLia, KOMTO ca OMIIM paHAOMH3UPaHH
M Ca NOMYUMIIM Hal-MaNko 1 J03a OT U3MUTBAHOTO JIEKAPCTBO

[IpodpunbsT Ha edurxacHocT M OezomacHOCT Ha puBapokcabaH € B ronsma crernieH mnoaobeH Mexmoy
neauarpuyHarta nomynauus ¢ BTE wm pv3pactHara nonmynauma ¢ [JABT/BE, sbopeku ToBa, AembT Ha
YUACTHHLIMTE C HAKAKBO KbpPBEHE € MO-BUCOK B neanaTpuuHaTta nomynanusa ¢ BTE B cpaBHeHHe ¢ BE3pacTHaTa

nomynauus ¢ JIBT/bE.

[ManpeHTH ¢ BUCOKOPHUCKOB TPOHHOMO3UTHREH aHTHGHOCHOIMNUICH CHHAPOM

B ¢cnoHcopHpaHO OT HM3CiaeaoBaTens, paHAOMHM3IHPAHO, OTBOPEHO MHOIOLIEHTPOBO MNPOYYBaHE ChC 3aciIeneHa
OLIEHKA Ha KpalHHUTE TOYKH, pHBapoKcabaH € cpaBHeH ¢ BapdapuH NpH NauUeHTH C aHaMHe3a 3a TpomMOo3a,
OUarHocTHUUpaHu ¢ aHTtHgochoONMNHIEH CHHAPOM M C BHCOK DPHCK OT TpoMboembOonuuHM CLOHMTHA
(NONOXHTENAHN NPH BCHUKHTE 3 aHTH(hOCHONMITHARK TeCTa: JTYNYCeH aHTHKOAryJaHT, aHTHKapAHOIMNHHOBH
aHTUTENA H aHTHTeNAa cpelry Oera-2-rmUKonpoTeuH ).

HM3nuTBaHETO € NPEKPaTEHO NMPEKACBPEMEHHO cle BKMOuYBaHEeTO Ha 120 nmauMeHTH nopaiu TBBPAEe MHOFO
cLOUTHE cpel MaUHEeHTHTE B rpynara Ha pueapokcaban. Cpennoro npocneadasaHe e 569 aHu. 59 naumeHTH ca
paHaIoMH3HpaHHU Ha puBapokcadaH 20 mg (15 mg 32 nauueHTH ¢ KpeaTUHHHOB KiupbHC (CrCl) <50 ml/min) u
61 Ha Bapdapux (INR 2,0 - 3,0). Tpomboembonuunu cuburua ce nposessar npu 12% ot nauueHTure,
paHIOMK3UpAHK Ha pUBapokcadaH (4 HCXEeMUYHH HHCYIITA U

3 MuokapaHd HHpapkta). He ca chobiiasanu cpOUTHA NpH NAUUEHTH, paHAOMH3MpaHH Ha BapdapuH.
MacueHO KbpBeHe ce Habmonasa npu 4-Ma nauueHTH (7%) oT rpynara Ha puBapokcaban v npun 2-ma
nauuenTH (3%) oT rpynara Ha sapdapuH.

IleanaTpyyHa NOMyJalyUs
EBpornelickaTra areHUMs No JeKapcTearta 0CBOO0KIaBA OT 3aAB/DKEHHUETO 32 [IPEAOCTABAHE H

npoyuBaHHuATa C pHB&pOKC&ﬁRH BBEB BCHUYKH IIOAIPYIIKM HA NNCOUATPHYHATA [IOITYJIALHKA TTPpH

5.2 PapMaxkOKHHETHIHH CBOHCTBA | f-;'_—'.;.{

Abcopbums

Cneapaiara uHdopMaiiua e 6azupaHa Ha AaHHM, TIOTYYEHH [IPH BB3PACTHH.
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PusapokcabaHn ce abcopbupa 6bp30, KaTO MaKCHMANHUTE KOHUEHTPALMH (Cmax) C€ JOCTHTAT

2 - 4 yaca cneq npueMa Ha TabyeTkara.

[lepopannara abcopOumusa Ha puBapokcabaH € MOYTH ITbJHA U MEpopaiHaTa OHOHANUYHOCT € BHcOoKa (80 -
100%) 3a mo3a ot 2,5 mg u ot 10 mg, npuera Karo TablieTka, HE3ABUCHMO JaH NMPUEMBT € Ha I1agHO WIH
cnen xpaneHe. [IpuemMbT Ha prBapokcabau ¢ xpaHa He noenuasa AUC unu Cpax Npu ao3ara ot 2,5 mg u ot 10
mg.

[lopagn HamaneHara creneH Ha abcopbuua e onpenencHa nepopainHa OHoHaNMYHOCT OT 66% 3a Tabnerka 20
mg npuera Ha riagHo. Ilpu npueM Ha Tabnerku puBapokcabaH 20 mg ¢ xpaHa ce HaOoaaBaT MOBUILCHHUSA Ha
cpeanata AUC ¢ 39% B cpaBHenue ¢ npueM Ha TaDJAeTKUTE Ha rNAaAHO, KOETO NOBOPH 3& INOYTH ITHIHA
abcopOLma 4 BHCOKa nepopaiHa 6uoHannyHocT. PuBapokcaban 15 mg u 20 mg Tpabea ga ce npueMa ¢ xpaHa
(BK. TOouka 4.2).

dapMakOKMHETHKATA Ha puBapokcabaH € MouTd NuHelHa 10 OkoNo 15 mg eauH BT Ha J€H MPHU NPHEM Ha
rnaaHo. Cnen npueM Ha XpaHa puBapokcaban Tabnerku 10 mg, 15 mg u 20 mg nokasea nponopUHOHATIHOCT
Ha aosata. [Ipy nmo-BUCOKM A03M puBapokcabaH nokaizsa OrpaHdudeHa oT pasTeopumoctra abcopbuma ¢
HaMajleHa OMOHANMMYHOCT M HaMallsBaHe Ha cTeneHra Ha abcopbumsara npu NOBHILABAHE HA A03aTa.
dapMaKOKMHETHYHATa BapHaOMIIHOCT Ha puBapokcabaH € yMepeHa ¢ BapHpaHe MEXAY OTACJIHUTE MaLUHEHTH
(CV%) B nareprana ot 30% no 40%.

A6copbumara Ha puBapokcabaH 3aBHCH OT MACTOTO HAa HEroBoTo OCBOOOXKIAaBaHE B CTOMAIIHO- YpPEeBHMA
TpakT. Crobiaea ce 3a 29% u 56% namanenne Ha AUC 1 Cpax B CpaBHEHHE ¢ TablIeTKa, KOraTO rpaHyfaT
puBapokcaban ce ocBoO0KnaBa B MPOKCUMATHHTE OTAENN Ha THHKUTE YepBa.

Excnossnugara ce HamaiaaBea JOITBJIHUTENIHO, KOraTo purapokcaban ce ocBoboXKaasa B JUCTATHUTE OT/ENH Ha
TBHHKHTE YepBa WIK BbB Bb3X0oAf1oTo Aebeno yepBo. I1o Tazu npuyrHa Tpabea ga ce

M304TBa NPWIOKEHHETO HA pUBAapoKcabaH JHCTATHO OT CTOMAxa, Thif KATO TOBa MOXKE JIa IOBEJE 10 HAMAJICHA
abcopOLMA M CROTBETHO CBEP3aHa EKCMIO3HLIMA Ha pHBapoKcabaH.

BuonanuuHoctra (AUC M Cumax) ¢ Ouna cpaBuuma npu 20 mg pusapoxcabaH npwioKeH NepopaliHO KaTo
HaTpollneHa Tal0nerka, pasMeceHa B A0BJIKOBO MOpe, WIH CyCICHAWpPaHa BbB BOAA M TPWIOKEHa Mnpes3
CTOMAIIIHA COHJIa, MOCNeBaHO OT TeYHa XpaHa, B CpaBHeHHe C uanara tabnetka. Karo ce uMa npensun
npeaBHAHMMUA, MPOTIOPLIMOHANEH HA [103aTa (PapMaKOKMHETHYEH NMpodU HA pHBapokcabaH, pe3ynTaTHTE 3a
OHOHAIMYHOCTTA OT TORA MPOYYBaHE BEPOATHO Ca MPUWIOKHMH 32 NOHWKAaBaHe HA I03UTE Ha pUBapoKcabaH.

Ieouampuuna nonysayun

Heuata ca noay4winu pueapokcabaH TabneTKa WM NepopaiHa CyClICH3HA [0 BPEME HA HJIM HEMOCPECTBEHO
cliell XpaHeHe WIH NPUEM Ha XpaHa M ¢ oOxuaiina nopLus TeYHOCT, 33 Aa C€ rapaHTHpa HaZeKIHO JO3UpaHe
npy aeua. Kakro npu Bb3pacTHHTE, pHBapokcabaH ce abcopOnpa BeaHara ciel nepopalHo NPHIOKEHHE NoJ
¢opMara Ha TabJIETKA WIH rpaHyJid 3a NepopaliHa CyCneH3us NnpH aeuata. He € Habnionapana pasnuka HUTO B
CKOPOCTTa, HHUTO B CTeneHTa Ha abcopbuusa Mexay nekapcrBeHUTe GOpMH TabieTka ¥ rpaHylid 3a NnepopasiiHa
cycrienHsua. Jiuncear DK naHHH ciaen HHTPABEHO3HO I[IPWIOXKEHHME NpPH JAela, Taka ue abcomorHara
OHOHAJIMYHOCT Ha pHBapoKcadaH MpH Jella € HEM3BECTHA. YCTAHOBEHO € HAMANABAHE HA OTHOCHTEJIHATA
OMOHAJIMYHOCT TNpH NOBHIUABAIIM ce¢ A03M (B mg/kg TeNecHO Terno), mpeanoiaraio OrpaHMYEHHs Ha
abcopbUMATa NpH MO-BUCOKHK AO3H, AOPH NPH NpHEM 3aeaAHO ¢ XpaHa. PuBapokcabaH 20 mg Tabnerku Tpadbsa
Ia ¢ce npueMa NpH XpaHEeHe WK ¢ XpaHa (BxK. To4uka 4.2).

PasnpeneneHue
CRBp3BaHETO ¢ IUIA3MEHMTE NPOTEHHM NPU BB3PACTHU € BUCOKO, okoo 92% no 95%, xaro cepyMHHAT

aOyMHH € OCHOBHATa CBbp3Balla ¢pakums. O0eMBbT Ha pasnpeacieHHe € yMepeH ¢ Vg npHbausurenno 50
NHTpa.

Ileouampuuna nonyanayus
In vitro naHHHMTE HE MOKA3BaT 3HAYMMMH Pa3JIMKH B CBBP3BAHETO Ha pHUBapokcabaH ¢ IU1asMEHUTE IIPOTEHHH
Mpy Aeua cpea pa3inYHHTE BB3PACTOBH IPYNMH W B cpaBHeHHMe ¢ Bb3pacTHH. Jlnnceatr @K paHHM crea
HHTPABEHO3HO MPWIOKEHHE Ha pHBapokcabGan mpu geua. OGeMbT Ha pasnpeleneHWe B. GTaLM
cheTOHUE (VSS), H3YHMCIIEH Ype3 nomyaainoHHo OK MoaenupaHe npH aeua (Bb3pac mﬁ;’manr@-,qo
FOAUHM) CNEH MEepPOpPaTHO NPHWIOXKEHUE Ha pHBapokcabaH, 3aBHCH OT TENECHOTO .|:be /14 fumx%m fﬁue
OMUCAH ¢ AIOMETPHYHA QYHKIUA, Che cpenHa croiinoct 113 1 npu nuue ¢ TenecHo Te 038? 8 kg. |

buorpancdopmalia 4 eNMMHAHHPAHE
[Tpu BB3pacTHH, OKkoso 2/3 OT NMpuAOKeHaTa A03a pHBapoKkcabaH ce nojgiara Ha MeTa TRT
cjieql KOeTo MOoJIOBHRATA Ce eNMMHUHUpAa npe3 OpOpeumTe, a apyrara nojlOBHHa — € cbexanum fﬂ!ul&h 1/3
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OT TIpWJIOKEHaTa [03a Ce MW3NbuBa Ype3 AHpPEeKTHa ObOpedHa ekcKpelMs KaTo HEMPOMEHEHO aKTHUBHO
BEILIECTBO B YPHHATA, IMABHO Ype3 akTHBHA OLOpeuHa cexpelus.

Pusapokcaban ce merabonusmupa upes CYP3A4, CYP2j2 u CYP-HezaBHcHMH MexaHH3MH. Pasrpaxaanero
ype3 OKHCJIEHHE Ha MOP(OJHHOHOBHA paguKan H XHAPOJH3aTa Ha AMUJHHTE BPB3KH Ca OCHOBHHTE IMPOLIECH
Ha OuoTpancopmawma. Ot in vitro N3cieABaAHKUS € U3BECTHO, Ye pHBapoKkcabaH e cyOcTpaT Ha TPAHCIIOPTHHTE
nporenHn P-gp (P-rnuxonporenH) u Berp (mporenH Ha pe3SHCTEHTHOCT HA pak Ha I'bpiaTa).

HenpoMeHeHUAT puBapokcabaH e Hail-BaXXHUAT KOMIIOHEHT B YOBeELlIKaTa 1a3Ma, 0e3 na MMa Apyrd OCHOBHH
WIM aKTHBHH UMPKyaHpaimm Metabonuti. Cbre cucteMeH KHpbHC okoto 10 Vh puBapokcaban moxe na ce
KNacH(MIMpa KATO BELUSCTBO ¢ HUCBHK KIHpBbHC. Cnel HHTPaBEHO3HO TPWIOKEHHE Ha Jo3a oT 1 mg
eTMMHHALIMOHHUAT NOMYXXHBOT € oxoio 4,5 uaca. Cnea nepopaJHO NMPUNOKEHHE €THMHHMPAHETO CTaBa
NMMUTHPaHO OT CreneHTa Ha abcopbuma. EnuMuHMpaHeTo Ha puBapokcabaH OT mnasMara HACTBHIBA C
TEPMHHAJICH MNOAYKHBOT OT 5 0 9 yaca npu Miiaax HHIMBHAM H oT 11 Ao 13 yaca npu nauMeHTH B CTapuecKa
Bb3pacT.

[leduampuvuna nonynayus

Jlunceat ganHu 3a MetabonuaMa, cneudrynH 3a acua. Jiunceatr OK aaHHM cien HHTPABEHOZHO MPHIOKEHHE
Ha puBapokcabad npu geua. KnmpeaewrT (CL), n3uucinen upes nomynaimoHHo @K moaenupane npu aeua
(sp3pacToB AwanazoH 0 go < 18 roauHM) cnen nepopanHO NPWIOKEHHE Ha pHBapokcal0aH, 3aBUCH OT
TEJIECHOTO TErJI0 H MOXe Aa OBJe ONMHCaH ¢ anoMeTpuuHa (YHKIHA, CbC cpeaHa crtoinocT 8 1/4ac 3a anue ¢
tesnecHo Terno 82,8 kg. Cpennure reOMeTpHYHH CTOMHOCTH 34 NMOMYKHBOTA Ha AUCTIO3HLMA (t1/2), H3uncaeHH
ype3 nonyaauMorHo OK MoaenupaHe, HaMaasBaT ¢ HaMalgBAHETO Ha BB3pacTra U Bapupar ot 4,2 yaca npu
FOHOWIM J0 TIpHONHM3HTENHO 3 4Yaca mpH Aeua Ha Bb3pacT 2-12 roaMHM U ce noHmwkasat a0 1,9 U 1,6 uaca,
CBOTBETHO MpH Aclia Ha Bb3pacT 0,5- < 2 roguHu U no-mManku ot 0,5 roaunm.

Cneuxaniu nomyJaliu

Ilon

[Ipyu BB3paCTHM HE Ca YCTAHOBEHH KJIHMHMUYHO 3HAYMMM pa3lIMKH BbB (apMaKOKUHETHKATA M
¢hapMaKOAMHAMUKATA MEXKOY NMAaUMECHTH OT MbXKKU H XKEHCKU nofi. EAMH ekcIuiopaTopeH aHanu3 He MOKa3Ba
3HAYHMH Pa3IMYHA B CKCTIO3HLMATA HA puBapokcabaH MeXTy aela OT MbXKKH U 3KEHCKH NOJI,

Hayuenmu ¢ cmapuecka év3pacm

[TaumueHTHTE B CTapUecka Bb3pacT NOKA3BaT M0-BUCOKH IU1a3MEeHH KOHLIEHTPALHUH B CPAaBHEHHE C

no-mMjagure NauMeHTH CbC cpefHH cToiiHOocTM Ha AUC okono 1,5 mbTH nO-BHCOKHM, OCHOBHO NOpagy
HaMaJicHus (IpHBHACH) o010 M 6BOpeueH KIHpBHC. He ce Hanara KOpekuHs Ha 003aTa.

Pazauunu xamezopuu 6 zagucumocm om mezaomo
[Ipu BBL3pacTHH, NPEKOMEPHM OTKJIOHeHUs B TenecHoTo Terno (< 50 kg wim > 120 kg) uMmar caMo Manko

BIIHAHHE BBPXY IUIa3MEHUTE KOHLCHTPALMK Ha puBapokcabaH (no-manko ot 25%). He ce Hanara kopekums Ha
n03ara.

IIpu peua, puBapokcabaH ce no3upa Ha 6a3ara Ha TeIEeCHOTO Tero. EMH eKcIuiopaTopeH aHajlu3 He MOKa3Ba
3HAYHMO BIHSHHE HA NMOJHOPMEHOTO TErJIO WIHM 3aTTECTABAHETO BBPXY €KCMO3HLIMATA HA pUBapokcabaH npu

ACLia.

Meoxcoyemnuuecku paznuvus

[Ipr BB3pacTHH, HE Ca YCTAHOBEHH KIMHHYHO 3HAYMMH MEXIYSTHHUECKH pPa3vIHYMHUA MPU NAUMUEHTH OT
¢BpONengHaTa, adpo-aMEepHKAHCKATa, TATHHOAMEPUKAHCKATA, ATIOHCKATA U KHTAHCKAaTa IPYIH 10 OTHOMIEHHE
Ha (papMaKOKHHeTHKaTa ¥ papMakOqIHHAMMKATa Ha pHBapoKcadaH.

EnuH excruiopaTopeH aHaiu3 HE MOKA3Ba 3HAYMMM MEXKIYCTHHYECKHM pa3jid4Hs B EKCIO3ULMATA Ha
puBapoxcabaH npH AeLa OT ANOHCKAaTa, KMTARCKATA M a3MaTcKaTa rpynu M3BbH SAnoHus u Kuraii B cpaBHeHUe
ChC ChOTBETHATa O0UIA NeANATPHYHA MOIMyJ1auH.

Yeprnoopobro yepescoane
Bh3pacTHH nalMeHTH ¢ LHpO3a H Jieko 4epHoapoOHOo yBpexnane (knac A no Chil
MHHMMANTHU MPOMEHH BLEB (papMakOKHHETHKaTa (CpeaHo 1,2 mbTH NMOBHIICHHE Ha

KOETO € MOYTH CPaBHUMO ChC CHOTBETHATA UM KOHTPOJIHA Irpyna 3ApaBH HHAMBHIH,. Fﬁ)p ‘nauneﬂm ¢ ‘Uppo3a
M YMepeHo YepHoapobHo yBpexaaHe (kiac B no Child Pugh), cpennara T L e H

AUC Ha pupapoxcabaH € 3HauUHTeTHO NMOBHULIeHA (2,3 MbTH) B CPABHECHUE CHC 3npasu o Ha
HeCBLp3aHaTa ¢pakuus ce nopHinapa 2,6 mbTH. [IpH TE3H NALIMEHTH KMa H HAMAJICHO ﬂﬂﬂﬂuiﬂ’i
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Ha puBapokcaban, nonobHO Ha TOBA NpU NAUKEHTH C yMepeHo OnOpeuyHO yBpexiaane. Hama naHHH ot
NALHEHTH ¢ TEXKKO YepHOAPOOHO YBpeXKAaHe.

UnuxubupaHeTo Ha akTMBHOCTTA Ha ¢akTop Xa NpH NAUMEHTH ¢ YMEPEHO 4epROApPOOHO YBpeKIaHe ¢
NOBHIIIEHO 2,6 ITBTH B CPaBHEHHE CHC 3pasH n100poBonuy; PT crilio € yawmkeHo — 2,1 meTu.

[TaumenTHTe C YMEPEHO 4epHOAPOOHO YBpEXKAaHe Ca NO-YYBCTBUTEAHH KbM pHuBapokcadaH, koeTo BOAM 10
no-ctpeMHO PK/PD croTHOLIIEHHE MeXXDy KOHUEHTpalusaTa 1 PT.

PupapokcabaH € MPOTHBOMOKA3aH MpH MALMEHTH ¢ YepHOApPOoDHO 3aboiisiBaHe, CBBLP3aHO C KOAryJlonaTHs M
KJIMHHYHO 3HAYHM PHCK OT KEPBEHE, BKIIIOMUTETHO nauyeHTH ¢ ipo3a ¢ Child Pugh B u C (Bxk. Touka 4.3).
JIMNCBAT KIMHWYHU JaHHH NPH Jelia ¢ YePpHOAPOOHO YBpEKNAaHE.

Bvbpeuno yspeoicoane

HabmonaBa ce yBeldueHHE Ha €KCNO3ULMATA Ha pHBapoKcabaH ycrnopedHO ¢ HaMansgBaHe Ha ObnOpeuHara
byHKLMs, M3MEPEHA Ype3 KPEeaTHHHHOBHA KIMPBHC. [IpH MHAMBHAM ¢ Jieko (KpeaTHHHHOB KiIHpbHC 50 - 80
ml/min), yMepeHo (kpeaTHHHHOB KIUpBHC 30 - 49 ml/min) u Texko (KpeaTHHMHOB KIHpPBHC 15 - 29 mi/min)
6B0peuHO YBpeXKAaHE IUIa3MEHUATE KOHLICHTpaLlMM Ha puBapokcabaH (AUC) ca cvorBetHO 1,4, 1,5 1 1,6 mbTH
no-BRCOKH. CHOTBETHOTO 3aCHWIBaHE Ha (QapMakOoAUHAMHUMHHUTE e€deKTd € IMo-u3paseHo. [Ipy UBAMBUAM ¢
JIEKO, YMEpPEHO H TEXKKO ObOpedHO yBpexaaHe LUTIOCTHOTO HHXHOHpaHe Ha aKTHBHOCTTa Ha ¢akTop Xa e
croTBeTHO 1,5, 1,9 M 2,0 mbTH NMO-CHJIHO B CpaBHEHHE ChC 3ApaBH aobpoBoiud, PT Chllo € yARDKEHO —
CBHOTBETHO 1,3,2,2 1

2,4 meTH. HAMa AaHHM OT NAUMEHTH ¢ KPEaTHHUHOB KITUPBHC <15 ml/min.

[Topagu BHCOKATa CTENEH Ha CBbpP3BaHE C IUIA3MEHUTE MPOTEHMHH HE C€ OUYaKBa puBapokcabaH ma Moxe na
Obae oTAeNeH upe3 AUain3a.

He ce npenopbuBa ynorpeba Npu NaLMEHTH ¢ KPeaTUHHWHOB KIHMpbHC <15 ml/min. Pupapokcaban Tpabea na
Ce M3M0J13Ba BHUMATEIHO NMPH NMAaLHEHTH ¢ KPEaTHHWHOB KIMpHHC 15 - 29 ml/min (Bxk. Touka 4.4).

JInnceaT KIMHMYMHHA JaHHYU NPH Aela Ha | roguHa WIK NMO-TOJIEMH ¢ YMEPECHA HMJIH TEXKKA cTerneH Ha 6b6pedHo

yBpexKaaHe (CKOpoCT Ha riioMepyiHa durrpauus < 50 ml/min/1,73 m?).

(DapMakOKHHETHYHM JaHHH NPY NANHEHTH

[Tpy nawyeHTH, NOJy4aBall pHBapokcabaH 3a ieyeHHe Ha OcTpa ALaboka BeHo3Ha TpoMbo3a (ABT) 20 mg
eAWH NbLT AHEBHO, CpeaHaTa reoMeTpHyHa KoHueHTpauusa (90% nporHoseH uHTeppan) 2 - 4 yaca U okono 24
yaca cnea NMpueM Ha Ao3a (MpUONH3KWTENTHO MpEeACTARIABAlM MAKCUMATHATA U MHHUMAIHATa KOHLEHTPALMU
npe3 BpeMe Ha A030BHA HHTEpBai) € choTBeTHO 2135 (22 - 535) u 32 (6-

239) meg/l.

[Ipy neauaTpuyHH naumeHTd ¢ ocThp BTE, nomyuaBauy puBapokcabaH npH 103a, KOpHUrdpaHa crpamo
TEJIECHOTO TErJIO, BOACIIA IO €KCNO3uIKA, noAoOdHa Ha Ta3u nNpu Bb3pacTHU nauueHTH ¢ JABT, nomyuasatin
IHeBHAa 033 20 mg eauH BT JHEBHO, CPEAHATA TEOMETPUYHA CTOMHOCT HA KOHLICHTPALMHTE (UHTEPBA
90%), nosy4yeHH TIpH BPEMEBHTE HHTECPBAIM Ha B3eMaHE Ha MpoOMTE, NpEeACTAaBIABALM NPHOTHIUTENHO
MaKCUMAJTHUTE H MHHUMAITHHTE KOHLIEHTPALIMH 10 BpeMe Ha A030BHA HHTEpBal, ca 00obienu B Tabnuua 13.

Tabanua 13: O6obuieHa cratuctHka (cpeaHa reoMerpuuna croifHocT (90% uHTEpBa)) HAa IUIa3MEHHTE
KOHLIGHTPallHK Ha puBapokcabaH B CTauMOHApHO CbCTOAHHE (mcg/l) cropea pexuMa Ha AO3UpaHe H
BB3pACTTa

BpemesH
HHTEpPBA
JIR
o.d. N |12- N 6 -
< 18 < 12
roAHHHA roAHHA
2,5-4 yaca 1 241,5 2 229,7
cnen 7 (105-484) 4 (91,5-777)
MpUAAraH !
e
20-24 1 20,6 2 15,9
yaca 5 (5,69-66,5) 4 (3,42-
cnen 1 435,5)
npWiaraH
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e
b.i.d. N 6- IN 2 - N [05-
< 12 < 6 < 2
roAHHA rojAHHH roJHnn
2,5-4 yaca 3 145.4 3 171.8 2 n.c.
W) (Ji| 6 (46,0-343) 8 (70,7-438)
pWiaraH
e
10-16 3 26,0 3 22,2 3 10,7
yaca 3 (7,99-94,9) 7 (0,25-127) (n.c.-
W (| n.c.)
npuiaraHd
e L
tid. N |2- N |oOr N [05- N |oOr
< 6 ronanA pPaxAABET < 2 paxxaaHeT
0 rogAHR 0 -
- 2 < 0,5
rognHE roAHHH
0,5-3 5 164,7 2 111,2 1 114,3 1 108,0
yaca chen (108-283) S (22,9-320) 3 (22,9- 2 (19,2-320)
npwiaraH 346)
e
7-8 waca S 33,2 2 18,7 | 214 1 16,1
cien (18,7-99,7) 3 (10,1- 2 (10,5- 1 (1,03-33,6)
npUiarat 36,5) 63,6)
e
0.d. = eUH TIBT JAHEBHO, b.1i.d. =ABa MBTH AHEBHO, t.1.d. . = TpH MBTH AHEBHO, N.C. = HE € H3YHCJIEHO (not
calculated)

CroiiHocTH noa AOJHAaTa rpaHHUa Ha KoJWdecTBeHO onpeanensHe (lower limit of quantification, LLOQ) ca
3aMecTeHH ¢ 1/2 LLOQ 3a n3uncaenmero Ha craticrucTikara (LLOQ = 0,5 mcg/l).

Bpb3ka papmMakoKHHETHKA-PapMaKkoIHHAMHKA

Bpnikara ¢apmakokHHeTHka/papmMakoausamMuka (PK/PD) wmMexny mnnasmMeHaTa KOHLEHTpalMA Ha
puBapokcabaH M HAKOAKO (apMaKOZHWHAMHYHH KpakHH ToukH (MHxuOupane Ha ¢axrop Xa, PT, aPTT,
Heptest) e npoyueHa ciel npuiarale Ha WHPOK AWana3oH ot 1o3u (5 - 30 mg aBa MbTH Ha OEH).

Bpb3kata MeKIY KOHLUEHTpalLUATA Ha puBapoxcabaH M akTUBHOCTTA Ha daxTop Xa Hail-mobpe ¢¢ OonmHcBa ¢
Emax Moaen. I1o orHowenne Ha PT MoAeTsT HA NTHHEHHO NPEeCHYaHe ONUCBA AGHHUTE OOMKHOBEHO MO-a00pe.
HaxiioHsT Ha KpUBaTa BapHpa 3HAUUTCIIHO B 3aBUCHMOCT OT pa3nnWyHuTe w3non3paHd PT peareHtu. [lpn
n3nonssale Ha Neoplastin PT, PT na n3xoano uueo e okoao 13 s, a HaknoHsT okoiio 3 1o 4 s/(100 meg/l).
Pesynrarure ot anannsa Ha PK/PD ot daza Il u 11l ca cxoaHu ¢ AaHHHTE, YCTAHOBEHH NPH 34paBH HHIHBHAH.

[MeanaTpyUyHa nomyJauus
bezonacHocTTa M €UKACHOCTTA HE €a YCTAHOBEHH NPH NOKa3aHHETO NPOPUIAKTHKA HA UHCYJIT M CHCTEMHA
eMOO0nus NMpU NaLMeHTH ¢ HEKAAMHO NPEeACHPAHO MBKAECHE MPH [elia K 1OHOLUH Ha Bb3pacT 40 18 roauuu.

5.3 IpeaxkiBRAYHH JAHAH 33 6€30MACHOCT

HexnuHUYHHTE JaHHHW HE MOKa3BaT oco0eH pHCK 3a Xxopa Ha 6a3aTa Ha KOHBEHLIHOHANIHHTE q:apmamnomqﬂu
M3NUTBaHHA 3a 0€30MacHOCT, TOKCHUHOCT MPH €AHOKPATHO MPHIOKEHME, qm'rmoxcnqnoc;/féﬁ"
KaHLIEPOTre€HEeH MOTeHLUHaN U IOBEHHJIHa TOKCHYHOCT.

Edexrure, HabmogaBaHd NpH H3NHTBAHHATA 3a TOKCHYHOCT NMPH MHOTOKPATHO Mp
OCHOBHO ChC 3aCHICHaTa (papMaKkoAHHAMH4YHA AKTHBHOCT HA pHBapoxcaﬁaH [Ipw

[Ipu mabxoBe He ca HabmonaBaHM €(EKTH BbpPXY c])ep’mnme'ra NpH MBXKHTE
HanuTBaHuATa NpH XHBOTHH IOKA3BaT pENpPOAYKTHBHA TOKCHYHOCT, CBBpP3aHA \Tg @apua.umwr:l(ﬁlm
;Tr‘"{.f AL /_,
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MEXaHH3BM Ha AelcTBHe Ha puBapokcabaH (Hanp. xeMoparHuHd YycioxxHeHHus). Ilpy nna3sMedHH HHBa,
CHOTBETCTBAIIM HA KIWHHYHHTE, ca HabmonaBanu eMOpHo-deTanHa TOKCHMYHOCT {MOCTUMILIAHTALIMOHHA
3ary0a, 3ab6aBeHO/CTUMYIMpaHO OCH(PHUMpaHe, MHOXXECTBEHH OJIEIH XeNAaTAIHA NI€THA) M NOBHLICHA YECTOTa
Ha Half-yecTo cpelmanuTe MandopMmalMH, KakTo M mnaueHtapHd npomeHd. [lpu mpe- U noctHaranHo
M3MWTBaHe MpH MNIBX0BE € HabmoAaBaHa HaMaliecHa BUTAJIHOCT HA TOKOJEHHETO INpU J03H, TOKCHYHU 32
MaWKHTe.

PupapokcabaH e u3cieiBaH NPH IOBEHWIHH IUTbXOBE TNPH NPOILDKUTEIHOCT HA JIEUEHHETO 1O 3 Mecela, ¢
HAual0 OT TIOCTHAaTaneH JeH 4, KoeTo MoKa3Ba NOBUIICHME Ha TMEPHUHHCYJlapHa XeMOparus, KofTo He €
3aBHCHMa OT Jos3ata. He e HabntogaBaHo nokasaTencTBO 3a cieundHyHa TapreTHa OpraHHa TOKCHYHOCT.

6. ®APMAIEBTUYHM JAHHM

6.1 Crnucnk Ha TOMOUIRHMTE BEIIECTBAR

Snpo Ha Tabnerkara

ManuTon

KpockapMenosa HATpHH

Xuapoxcurpormun Metunuerynosa (ES LV Prem.)
Harpuer naypuncyngar

MukpoxkpucTanHa uemynosa PH 102

Marsxe3ues creapar

dunmoso nokpurre (Opadry 04F250010)

Xunpomenosa

Maxkporon

XKenezeH okeua, yepseH (E 172)
Turanos nuokeua (E 171)

6.2 HecbBMECTHMOCTH
Henpunoxxumo

6.3 Cpok na rogmocr
3 roauHH

6.4 ChnenHanpa YC/IOBHA HA ChbXPaAHEHHE

Ila ce cpXpaHsBa Ha MACTO, HEJAOCTHIHO 3a JAeuLa.
Ila ce chXpaHsABa B OPMrHHAJIHATa ONaKOBKa.,
Hla ce cexpansga nog 30°C.

6.5 BuancpaAbLpKaHHE HA ODAKOBKATA
[Ipospaunu PVC/PE/PVDC 6nucrepH, NOKPHTH C ATyMHHHEBO (JOITHO.

Pasmep Ha onakoskara: 28 6pos ¢uwimupaum tabnerku (1 onakopka/ 2 6nucrepa x 14 6pos B eaun Snucrep)

"'.f' N -
6.6 Chnenaa/iHH OpeANa3HH MepPKH NpPH BEIXBLp/asHe H pabora /:‘,:_"-f' B “;‘L%!"“ 1};
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P LIaBaHe¢ Ha TabJeTKHTe it \

TabneTkyre purapokcabaH Morar ja ce pas3Tpoular U aa ce cycneHaupat B 50 ml Boaa gg {2& npmmka'rﬁlpea
HA30racTpajiHa COHAA WM CTOMAlHA COHAA 34 XpaHeHe CJiell MOTBbPHKACHHE, Ye ca%& pﬁaﬂanﬂ)gﬁa B
cromaxa. Cnen ToBa coHuara TpaGea ga ce npoMue ¢ Boaa. Teil kaTo abcopbumara Ha KCHO4AH 3

OT MACTOTO Ha ocBoDOXKZaBaHE Ha AaKTUBHOTO BelIEeCTBO, TpsAbOBa aa ce H36HI‘B§\ 4ip
puBapokcabaH JHCTATHO OT CTOMaxa, Thil KATO TOBa MOXe /ia I0Befie 10 HaMasleHa aGcopOLMs: m’Bﬂ EH C

b o LT
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TOBa [0 HaMalieHa eKCIIO3HMLHS Ha AaKTHBHOTO BellecTBO. (el NpWIOKEeHHEe Ha pa3TpolleHa Tabnerka
puBapokcaban 15 mg wnu 20 mg, npueMEBT Ha J103aTa B TAKbB ciy4al TpaOBa BenHara na 6bae mocneaBaH ot
EHTEPAHO XpaHeHe.

Heu3non3saHUAT JIEKapCTBEH NMPOAYKT HAH OTNaAbYHWTE MaTepuald OT Hero TpadBa Ja ce M3XBLPJAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. TPHATEXATEJ HA PAZPELLIEHHETO 3A YIIOTPEBA
HOBEJI PAPMA EOQO/]

Oyn. “bbarapusa” Ne 109
Codua 1404, brarapus

8. HOMEP(A) HA PABPENNIEHUETO 3A YIIOTPEBA

Per. No: 20220027

9. JATA HA ITBPBO PA3ZPEINIABAHENIOAHOBSABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEDBA

JlaTa Ha BpBO paspeluaBaHe: 25.01.2022

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

11/2025
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