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Besxa dunvupana Tabnerka cpabpka 15 mg pusapokcaba (ivaroxaban).

3a TRIHKSA CTIMCHK Ha NTOMOIIHKTE BEUICCTRA BYOKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

OunMupaHa Tabnerxa.

Kperna, npolinonsirbknana, yeppeHHkaBo-kadasa ¢unMupasa tabnetxka ¢ Haamuc ,,E843% ot exHara
CTpaHa H 0e3 HAHC OT APYTATa CTpaHa, ¢ AHAMETHP NpuOmH3HTeNHO 8,1 mm.

4, K/IHHHIHH JAHHH
4.1 TepaneBTHYHE NOKAIAHHS

Bwapacmnu
[IpodmnakTiika Ha HHCYIIT H CHCTEMHA €MOOIIHA NPH BL3PACTHH MALMECHTH ¢ HEKTATTHO MPeACHPIHHO
MEKACHE C €IHH HIH NIOBCYE PHCKOBH (DAKTOPH, KATO 3aCTOHHA CHp/ieYHa HEAOCTATHIHOCT,

XHIIEPTOHHA, BL3PAcT >735 rofWHH, 3axXapeH guabeT, npeAmecTBanl MHCYIT HIH NPEXOACH HCXEMHYCH
NPHCTHII.

Jleuenne Ha mpaboxa BeHO3HA TpoMGo3a (JIBT) 1 Genonpoben embomsM (BE) u npodmnakruka Ha

peuausrpawy JIBT u BE npu Bb3pacTHu. (BX. TOUKa 4.4 32 XeMOTHHAMHMYHO HCCTAOMIHM MALMEHTH
¢ BE.)

Heduampuuna nonyaayun
Jleyenne Ha BeHO3eH TpomboembommsnM (BTE) u npodmnakrika Ha peunnues Ha BTE npn aena u

IOHOINM Ha BB3pacT nox 18 roaunu M ¢ terno or 30 kg o 50 kg nali-manko S gHM cne)l HA4aJIHO
NapeHTEPaTHO AHTHKOATY/IAHTHO JIEIECHHE.

4.2 JO3HPOBKA H HAUME HA NPHJIOKEHHEE

O3HPOBKa
lIpogrunaxmuxa na uncyam u cucmemna emMboaUR NPy 6bIPACIMAU
IIpenopsumrennara nosa e 20 mg eHH OBT AHEBHO, KOETO NMPEACTABIABA H NMPENOPBIMTE/IHATA
MaKCHMAaNHa A03a.

Axo Obae DpoycHATa HAKOS 034, IAIHEHTHT TPAOBa 1a npueMe Kcunrec Hesa

CJICABAINMA IEH 2 MPOAB/DKM ¢ MIPHEMA €IHH ITHT JHEBHO, CHIVIACHO MPEnops
ce IpHEMa JBOMHA 033 B CHIIMA JIeH 38 XOMIIEHCHPAHE Ha NIPOIyCHATA J103a.



Heuernue na BT, neuenve na BE u npogpunaxmuxa na peyuousupawyu J{BT u BE npu év3pacmnu
[ipenoprumntennara n03a 3a Haganuo neyenne Ha octpu BT wui BE e 15 mg aga meTH AHEBHO npes
ITbpPBHUTE TPH CEAMHILIH, NMOCACABAHA OT A03a OT 20 mg BeAHBXK RHEBHO 33 MPOAB/DKABALIOTO JICYECHHE
1 npodrnakTHKa Ha peumaueHpamu JIBT u BE,

TpabBa na ce ¥Ma NpenBHA KPaTKOCPOUHa Tepants (Hak-Manko 3 Mecena) npu nauenTs ¢ BT win
BE, NpoBOKHpaHH OT roNeMH NPEXOJAHH PUCKOBH (HAKTOPH (T.¢. CKOPOIIHA rojiiMa orepais Wi
Tpasma). Ilo-npoasiskuTenna Tepanus TpaGBa Ka ce MMa NPeABHA IIpH MALMEHTH ¢ NPOBOKHPaHH
ABT unu BE, Hecebp3aku ¢ rojieMH NpexoqHH PHCKOBH (akTopH, HeripookHpane BT wnwn bE unn
aHaMHe3a 33 peunaupnapainy JIBT win BE.

Koraro e nokasaxa no-npoJs/pkuTenHa npogunaxraka Ha peruausupauiy J[BT u BE (cnen
3aBbPIIBAHC Ha NMOHE 6-MeceyHa Tepammd 3a JIBT wm BE), npenoprunrenHara gosa ¢ 10 mg BeausxK
AneBHO. [Ipn nanweHTH, NpH KOHTO ce cMATA, Ye PHCKBT oT peiausHpamu JIBT win BE e Bucok,
KaTO TE3H C YCIIOKHEHH CHITETCTBALIM 3a00NABaHUA, WM KOUTO ca pa3swm peurausupawd BT unu
bE npu nmo-npoakpkurenna npograakrika ¢ Kennrec 10 mg o Benupk nHeBHO, TpAOBa Aa ce HMa
npenBHA NpueM Ha Kenmree 20 mg BeAHBXK AHEBHO.

[TpopspkHTeNIHOCTTA Ha TepanuATa TpsOBa Aa c€ ONpPEAEIH 1 403aTa Aa ce u3depe HHAMBHAYAIHO
Clief BHHMATENHA OLICHKA Ha ChOTHOIIEHHETO MEXY MOMI3aTa T IEUSHHETO H PHCKA OT KbpBeHe (BiK.
TOouKa 4.4).

Ilepuon or Bpeme Cxema 53 npaaarane| O0ma aneBHa
2032
Jleucume u Hen 1--21 15 mg npa nuTH 30 mg
npodiaKTHKa Ha JIHEBHO
peurnusapami BT u | en 22 Hatarbk 20 mg seaHBxK AHeBHO| 20 mg
BE
ITpopunaxryka Ha Cnen 3aBbpimBaHe Ha Haii- 10 mg BeAHBK 10 mg
peuupuBrpaiiny IBT u | Manko 6-MecevuHa Tepanus 3a AHEBHO WM 20 mg wm 20 mg
BE ABT nmu BE BENHBXK AHEBHO

3a ynecHaBaHEe NpEeMHHABAHETO OT A03a 15 mg kM 1033 20 mg cnen Jlen 21 e HamHYHA 4-ceAMUYHA

OIaKOBKa pyUBapokcabaH 3a 3anourane Ha neyenue Ha JIBT/BE (npeniaranu ¢ pa3iuyHy TEProBCKH
HaUMEHOBAHW ).

Axo BEB (pazaTa Ha neqenue ¢ 15 mg asa mbTH AHEBHO (AeH 1-21) ce npolycHE €IHH IIPHEM,
NauMeHTET TpsOBa He3abasHO na npueme Kcuirrec, 3a Aa ce ocuryps 00O NPHETO KOJIHYECTBO OT
30 mg Kcunrec 3a enus net. B nonoGen ciayyait Moxe ga 6b4aT npueTH ase TabneTkH ot 15 mg
Hage HEXK. [aumenThT TpsadBa fa NpoxRDKY peaoBHNs TipHeM Ha 15 mg 1Ba METH JHEBHO HA
cneapalfyi JIEH, KAKTO € MPENopLIaHo.

Ako BbB (ha3aTa Ha JICUEHHE ¢ e[IMH MPUEM HA JEH ce MPOIYCHE ¢IHMH MpHeM, MALMEHTHT TpabBa
He3abaBHO Aa mpHeme Kcwrrec W TpsOka fa DPOAWDKM PEIOBHHS IIPHEM BEJHEXK JHEBHO Ha
CIeNBaluA JIeH, KaKTo ¢ mpenoprkuado. He Tpabsa ga ce uznmon3ea ;BoiiHa f03a B paMKHTE €AHH H
CBHIIH JIEH, 33 Ja C€ KOMIIEHCHPa TIPOITycHaTaTa 034,

Jlevenue na BTE u npogunaxmuxa na peyuoueu na BTE npu oeya u ronowu
Jleuenuero ¢ Kewnrec npu Aena v ronomA Ha pe3pact noa 18 roavau Tpabea Aa 3anodHe HAH-Manko
S BHM CJie HAYANHO NAPEHTEPAHO AHTHKOArYJIaHTHO neveHHe {BXK. TOYKa 5.1).

Jo3ara 3a gela H 10HOIUH ¢e H3UHC/iBa Ha 6a3aTa Ha TeJIECHO TErO.

- Tenecho Terno or 30 no 50 kg:
NPENopbIBa Ce eAHOKpaTHA AHEBHA A03a 15 mg puBapokcaban. Toea e M
JAHEBHA 1033.

- Tenecno rerno 50 kg rim nopeue: \
MpenopbYBea C€ eJHOKpaTHA AHEBHA A03a 20 mg pueapokcadan. Tosa e Makd
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JHEBHA A034.
- 3a nanweHTH ¢ TenecHo terno moa 30 kg smxcre Kparxara XapakrepucTHKa Ha NPOSyKTa,
ChABPKALI pUBapokcabaH rpaHyny 3a mepopanya CycleHsus.,

Ternoro Ha fereTo TpabBa a ce Mpocne ABa M 103aTa JIa Ce fpepasriekaa peqoBHo., Tosa e
HEODXOMUMO, 3a Ja ce rapaHTHpa, Y€ Ce NOAABPKA TepanepTHYHa J03a. Kopexius Ha fnosara Tpabea
Jia C¢ IpaBH CaMO BE3 OCHOBA HAa IIPOMEHH B TEJICCHOTO TEIJIO.

JIewenueTo TpadBa na ObJe MpOTHKEHO 32 Hali-Manko 3 Mecella IPH Aena H oHOIIK. JiedenHero
MOXE fa Obae yAnDKeHO Ao 12 Mecena, koraTo € KIMHHYHO HeoOxoaumo, JIMNCBaT AadHH NpH Acua B
NOJIKPeNa Ha HaManABaHe Ha 203arta cien 6-MeceyHo neveHue. ChOTHOLEHHETO TI0JI3a-PHCK Ha
NMpoAL/DKABAHE HA TepaltusTa cien 3 Mecelia TpaORa ga Obie OLiCHSHO Ha MHAUBUARYyaNHa 0a3a, KaTo ¢
HM2 NPEABH] PHCKa OT pelMaHBHpalila TpoM0O03a CIIpAMO MOTCHIMATHHA PHCK OT KbPBCHE.

AKO C¢ nponycHe eMH NpHeM, MPOIyCHATaTa 403a TpsA0Ba 1a ce B3eMe BE3IMOXHO Hai-CKOPO Clie]]
KaTo ce 3abenexu npormycka, HO caMo B CBHINMA JeH. AKO TOB2 HE € BE3MOXHO, NALMEHTHT TpAOBa Aa
NpOMYCHE A034Ta ¥ 1a MPOIBIDKH ChC CIIe/IBAIATA 034, KAKTO € MpeanncaHo. [larmmenTsT He Tpadra
Oa B3€Ma JABE A03H, 3a JIa KOMIICHCHpa MPOIyCHaTaTa 103a.

IIpemunasane om nevenue ¢ anmazonvcmu na eumamun K (ABK) xem Kcurmec
- ITpodmrakTrka HA HHCYNT H CHCTEMHA eMOoNua:
ABK tpadsa na ce cnipar # Aa ce 3anouse JiedyeHHETO ¢ Kcrirrec, korato MexxayHapoIHOTO
Hopmanusupano ctotHomense (International Normalised Ratio (INR)) e <3.0.
- Jleuenne na JIBT, BE u npodunaktika Ha penAHBY [IPK Bp3pacTHH M nedcHHe Ha BTE H
NpoHNAKTHKA Ha pELHIHBY HPH NeAHATPHYIHHA NAIMEHTH:
ABK Tpabsa na ce cnpar H Aa ce 3anouHe neuenmero ¢ Kewrrec, koraro INR e <2.5.
Ilpu npemunapane ot neyenne ¢ ABK kbM neuenue ¢ Keunrec croifHoctrre Ha INR me 6paart
(paninKBo NOBHMEHN ciel npHema Ha Kcwirec, INR He e BayMaeH napaMeThp 3a H3MEpBaHe Ha

aHTHKOAry/laHTHaTa akTUBHOCT Ha Kcwrrec u cnefoBarenHo He TpAOBa Jia ce H3mo3Ba (BK. TOUKa
4.5).

Ipemunaeaine om nevenue ¢ Kcunmec xom anmazonucmu va sumamun K (ABK)

HMma BepoATHOCT aHTHKOArynauuara Aa 6sae HeaJeKkBaTHa B X0/a HA MPEMHHABAHETO OT JICUEHHE C
Kenwrrec kbM ABK. Tpabra xa ce ocurypu npoasmxkUTeNiHa aASKBaTHA aHTHKOAryJlalia pH
NpeMyuHaBaHe KbM ANTEPHAaTHBEH aHTHKoaryjaanT. Tpabpa aa ce orbenexu, ye Kcuarec Moxe na
00yCIIOBH NOBKIICHH CTOHHOCTH Ha INR.

Iipu nammenTh, npemuHasaiy ot JeucHHe ¢ Kewnrec kbM ABK, ABK TpaGsa aa ce npremar
napanemHo a0 nocrurade Ha INR >2,0. Ilpe3s mopBuTe ABa MHA OT NpEXOAHHA nepHoA Tpa6Ba a ce
npunara CTaHaapTHara HavanHa nosa ABK, cnex xoero gosara na ABK Tpsatea na e cnopen
pesynraTuTe 3a INR. JJokaro natmentrTe npuemar eanospeMenno Kcwrrec 1 ABK, INR ne Tpabea
Aa c€ H3CAEBa N10-paHo OT 24 Yaca Cned npeaxoaHaTa /033, 4 CaM0 HEHOCPEACTBCHO Npenu
cneapamara no3a Kewrrec. Cnen kato ce npeycraHoey npueMa ka Kcrarece, INR Moxe na ce

H3C/IeBa B Pe3yATATHTE Aa ¢a HaJleAIHH IToHe 24 yaca ciel nMpueMa Ha NnocleHara 103a (BK. TOUKH
4.5u5.2).

HeanatTpunu nawpienTH:
Jeuara, xouto npemMunasar oT Kcunrec ke ABK, Tpabea na npoaekar aa npueMmar Kcunrec 3a

48 yaca cneg mepsara fo3a ABK. Cren 2 a9 Ba eanoBpeMeRHO NpUnoKeHne TpAOBa 1a ce HanpaBy
H3C/ICABAHEe H a ¢e roaydar pesyarature Ha INR, npesu cneppaimara nosa Keunrec rio cxeMara.
[Ipenopbusa ce eAHOBpEMEHHOTO npuaoketue Ha Kcunrec u ABK na npoawioku, fokaro INR ¢ >2.0.
Hlom xaTo npuemsT Ha Kcrnrec e npeycranoeen, INR moxe fa ce H3ciensa M Ja Ce noJIyys
HaJeXKAHH pe3ynTat 24 yaca cien NpAeMa Ha nocaeaHaTa ao3a (Bk. No-rope H TOUKa 4%
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IIpemunasane om nevenue ¢ napenmepaniu anmuxoazyranmu xem Kcunmec
11py BB3PaCcTHH U MEAHATPHIHM TIALMEHTH, KOHTO B MOMEHTa [10/Iy4aBaT NapEHTeARMN JF3%aas -
AHTHKOAryJIaHTH, MPEeYCTAHOBABAHETO HA MAPEHTEPATHAA AHTHKOAryIaHT H 3aNOYHageTOM N

0 no 2 yaca npens MOMEHTA 32 CIIEABAOTO NNAHOBO NPWIOXKEHHE Ha NapeHTep: \.=



MPOAYKT (HAIP. HHCKOMOIEKYJIEH XeNlapiH) MK B MOMEHTA HA CHMpPAHE Ha MPOAB/LKHTEHOTO

MPHJIOKCHHE Ha NapeHTEPAIHHA JIEKapCTBEH NPOAYKT (Halp. HHTPAaBEHO3eH He(paKIHOHApaH
XEnapHH).

Ilpemunasane om aevenue c Kcunmec xom napenmepanriu anmuxoazyaaHmy
IIpeycranosere mpuema Ha Keunrec W npriaokeTe HpRaTa 2033 OT HAPEHTEPANHIS aHTUKOATYIIAHT B
MOMEHTa, Korato Tps0Ba aa ce npueMe cieasainara go3a Kcurrec.,

Cneyuainu nonyaayuu

bvbpeuno yepeacoane

Bospactau:

OrpaHH4eHHTE KIHHWYHY JaHHH OT NALHEHTH ¢ TeXK0 OB0peyHo yBpekaaHe (KpeaTUHUHOB
KIMpBHC 15-29 ml/min) noka3part, 4e Iia3sMeHHMTE KOHLCHTPALMH Ha PHBAPOKCa0aH ca IHAYMTEIIHO
nosuineHy. ITo Tasu npranna Kewrrec Tpadea na ce npinara BHUMaTeTHO OPH Te3Hd ManueHTH. He

Ce Mperopryea ynorpedara NPH MALUUEHTH C KPeaTHHHHOB KITHPBHC <15 mi/min (BX. ToukH 4.4 H
5.2).

[Ipu naunenT# ¢ ymepera creneH Ha On0peuno yepexaane (kpeaTnHuHoB KiHpbHe 30—49 mi/min)
HJIH C TE€XKKa cTereH Ha 610peuHo yBpexiaHe (KPEaTHHHHOB KIHPBHC 15-29 ml/min) ca pantuang
CNEAHHTE IPEHOPHLKH 32 NO3HpaHE:!

- 3a npo¢HnaKkTHKa Ha HHCYJIT H CHCTEMHA eMOOMS MPH NALMEHTH ¢ HEKIANHO NPEIChPAHO
MEAIEHE NPETIOPLYHTENRATA 1034 € 15 mg BeHbX AHEBHO (BXK. TOYKa 5.2).

- 3a neyenme na JIBT, neuensie va BE u npodunaxruka #Ha perppusupamu JIBT u bE:
naieHTHTe TpAGBa Aa ObAAaT NeKyBaHH ¢ 15 mg ABa TBTH AHEBHO NPE3 MBPBHTE 3 CEAMHLIH,
Crien TOBa, KOraTo NMpenopbYHTEHATA No3a e 20 mg eiuH T AHEBHO, TpOBa na ce
obMMCIIM HaMaLABaKe Ha fosara ot 20 mg BeHHXK JHEBHO Ha 15 mg eAuH IMbT JHEBHO, 3KO
OLICHEHHAT PHCK OT KbPBEHE 3a MalUHeHTa HANXBBPIIa pucka ot peunausupamu JIBT u BE.
IIpeniopbkara 3a ynorpefara Ha 15 mg c¢ ocHOBaBA Ha HaPMAKOKMHETHYHO MOAEIMpPaHe |
HE € Npoy4BaHa NpH Te3H KIMHHYHM YCJIOBHA (BK. ToukH 4.4, 5.1 1 5.2).
Koraro npenoppunTesHara no3a ¢ 10 mg eqsn ImbT JHEBHO, HE ce Hajlara T4 Ja 6bae

KOpMTHpaHa.

He ce yanara KOpeKiMs Ha A03aTa NPH NalHEHTH ¢ JieKa cTeneH Ha 6p0peuno yBpeKaaHe
(xpeaTurHBOE KnupeHe 50-80 ml/min) (BX. Touxa 5.2).

Ilennarpyuna nomyamus:

- Heiia ¥ 10HOIIH C NieKa cTencH Ha OBOpedYHO yBpeXKaaHe (CKOPOCT Ha IJIOMepy/IHa QWITpalldA
50 — 80 mV/min/1,73 m?): ve ce Raylara KOpeKIMA Ha f03aTa, Ha 6a3aTa Ha JAHHHE NPH
BB3PacTHH H OTPaHHYCHH JAHHM NPH NeJHAaTPHIHM NalMeHTH (BXK, TO9Xa 5.2).

- Jlena ¥ roHOLIM ¢ YMEpPeHa MM TexkkKa cTeneH Ha Gupeuno yepexaaHe (CKOpocT Ba
rinomepyiaHa Gunrpamms <50 ml/min/1,73 m?): Keunrec He ce npenopbyea, Thil KaTO JKNCBAT
KIMHWYHHE JaHHH (BK. TOuKa 4.4).

Heprnoopobro yepexcoatie

Kcnnree € npoTuROnoKa3an NpH NALHEHTH C MepHOAPOOHO 3300/IBaHe, CEBP3aHO C KOaryonaTHs H
KIHHMYHO 3HAYHM PHCK OT KbpBeHE, BKIIOUMTENHO naipenTH ¢ mmposa ¢ Child Pugh B u C (Bx.
TOYKH 4.3 ¥ 5.2). JIunceaT KIHHHYHK DaHHH OPH JIETA ¢ 9EPHOAPOGHO YBpeKIaHe.

Cmapuecka sv3pacm
be3 xopexima Ha go3ata (BXK. Touka 5.2).

Terecno mezno
be3 xopekums Ha 103aTa NpH BBE3PAcTHH (K. TOYKA 5.2).
Ilpu neaMaTpUiHM MalMEHTH 7103aTa ce onpeRens Ha 6a3aTa Ha TEJIECHOTO TEIJIO.




Ifon
be3 xopexuma Ha go3aTa (BXK. TOuka 5.2).

Tlayuenmu, nodaooxcenu na kapouosepauo

[TpuemsbT Ha Kcwtree Moke na 3anouHe WM Ja HPOAB/DKH NPH BALKCHTH, NPH KOUTO MOXKE J1a €
HeOOXO0AUMO KapIHOBEP3HO.

I1pu xapauoBep3Ho HacouBaHe OT TpaHcesodareanHa exokapguorpadua (TEE) npy naumeHTH, KOUTO
He ca OWIH JIeKYBaHH ¢ aHTHKOoarynaHTy, euennero ¢ Keunrec Tp2OBa aa 3anoune Hal-manko 4 yaca
npeay KapIHOBEP3HO, 3a 14 Ce TAPAHTHPA aJleKBATHa aHTHKoarynauud (Bx. ToukH 5.1 u 5.2). Ilpn
BCHYKH NAIHEHTH, NPEeAH KADAHOBEP3IHO TPAOBA a Ce OTHPCH NMOTBEPAKAECHHE, Y€ NALMEHTHT €
npuea Kewrree, kakto € npemmicano. IIpH BiemaHe Ha pemeHHe 3a 3aM04BaHe Ha TEparnHsi H
OMpeNieNIHe Ha NPOAB/DKHTEIHOCTTA B, TPAOBa J1a ce UMAT NpPEeABH]] YCTAHOBEHHTE NPENOPEKH OT
PBKOBOACTBATA 334 aHTWUKOArYNAHTHO NCICHHC NPH HALMCHTH, NOAJIKEHA HA KapAHOBEP3HO.

Llayuenmu c nexnanro npedcvypoHo muvacoene, xoumo noorexcam ra IIKH (nepxymanuna koponapra
UHMePBERYUR) C NOCMAGAHE Ha CTMEHm

HmMa orpaHMYeH OITHT [I0 OTHOILIEHHE Ha HamalleHa 1o3a 15 mg pusapoxcabad BeAHBK AHCBHO (WIH
10 mg puBapokcabaH BeHbkK JHEBHO 3a NALKHEHTH C YMEPEHO TEXKa CTENCH Ha 6p0peyHo yBpexkaaHe
[xpeaTunuHOB KHpBHC 30-49 ml/min]), B xomenHeHue kuM P2Y 12 urxuOuropa 3a 12 mecena
MaKCHMYM, NPH NalMEHTH ¢ HEKIANHO NMPEACHPAHO MEK/ICHS, KOHTO CE HYW/IaaT OT nepopaiHa
AHTHKOATYJIAHTHA Tepanus M ¢a 6unmu nognoxkenH Ha [TIKH ¢ nocrapgHe Ha CTeHT (BXK. TOUKH 4.4 ¢
5.1).

Heouampuuna nonyrayus

be3zonacHoCTTa M edMKACHOCTTA HA puBapokcalbaH npu feua xa su3pact § go 18 roaunu He ca
YCTaHOBEHH IIPH MOKA3aHHETO NPOPHIAKTHKA Ha HHCYAT H CHCTEMHA eMOOIMA NPH MALHEHTH C
HEKNaIHO NPeACHPAHO MbXeHe . Jlnncear nanns. Ilo Tasu npHuMHa TOH He C€ Mpenopnysa 3a
ynotpeba npu fena nox 18-roguimHa BE3PACT MPH APYTH NMOKa3aHus ocBeH pedenne #a BTE u
npodguIakTHka Ha peiuausy Ha BTE.

Hauyun Ha npunoxenue
Bv3pacmuu

3a NEpoOPanHO MPWICKESHHUE.
Kcunrec 15 mg punmupansy Tabnerku TpaOBa na ce npHeMar ¢ XpaHa (BXK. To4Ka 5.2).

Crushing of tablets

Pasmpowasane na mabremxume

Ilpr nauMeHTH, KOWTO He MOTAT A4 MOraBLAaT Tabnerkure uenH, Tabuerkara Kcunrec Moxe na ce
Pa3TpOILH M CMECH C BOJA WM AOBAKORO MIOpe HEMOCPEACTBEHO NpeaH ynorpeda H Aa ce MPHIOKH
nepopaido, Caej MpriaraseTo Ha pasrpomeHu ¢prmupasn Tabaerku Kerwrree 15 mg vy 20 mg
nosara Tpa6Ba Aa ObAe nmociaeABaHa He3abaBHO OT XpaHeHe.

Pastpomenara TabneTxka MOoXe Ja ce mpuara CulIo B upe3 CTOMaIlHA COHza (BK. To4kH 5.2 u 6.6).

leya u ronowu c mezno om 30 kg do 50 kg

Kcuirrec e 3a nepopaitHo npunoxenue. [amienTsT TpaGea na 6bie NocrBeTBad Aa NOMThIIA
Tabnerkara ¢ TedHocT. Ta Tpa6Ba ¢hlixo A2 ce mpHeMa ¢ XpaHa (BX. Touka 5.2). Tabnerkure TpAGBa fa
Ce MpPHEMAaT Npe3 HHTepBan NprOAM3IUTENRO 24 yaca.

B ciyyaii ye nalmenTHT U3MLTIOE BEIHATA, JO3ATA WK IOBLPHE B paMKHTE Ha 30 MUHYTH cnen
NpHIOKEHHEe Ha No3ata, TpabBa fla ce Zane HOBa 7103a. AKO 00ay¢ MallHEHTEHT NOBLPHE [TOBEYE OT
30 MuHYTH clien npuema, Jo3aTa He TpaOBa ia ce MPHIAra OTHOBO U CJIeABalaTa 1o3a TpAd
B3EMeE M0 CXEMATA.

Tabnerxara ne Tpabsa Aa ce pasnens npu ONUT Aa ce HaGaBH YacT OT 03aTa B Tabn

Pazmpowasane na mabremiume
IIpn nalineHTH, KOWTO HE MOTAT JIa NOrTHNaT TabNeTKHTe Lieqad, Tpabpa aa ce u3Mm
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NepOpaIHa CYCNEeH3HA.

AKO nepopanHara CyClieH3|A He © Ha pas3NoyiokeHHe BefHara, KOraTo ca H3IiCaHu KO3H 15 mg uiu
20 mg pusapokcabaH, Te Morar na 6saT HaGapeHH, KaTo ce pasTpomH TabneTka 15 mg wnu 20 mg
Ce CMECH ¢ BOJa WIH A0BIKOBO NIOpe HEMOCPEACTBEHO MPeH YRIOTpeOa U ce NPIIOKH NePOpaHo.

Pastpoienarta Tabiierka MoXke Aa ce NpHiara Mpe3 HA30racTpajiHd WJIH CTOMAliHa COH/IA 338 XPAHEHE
(BK. TO9KH 3.2 H 6.6).

4.3 IlpoTHBOmOKA3ZaARHAH

CBpPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEHIECTBO WIH HAKOE OT ITOMOIIHHTE BEIECTBA, H30poeHM B
TOoyKa 6.1.

AKTHBHO, KJIHHHYHO 3HAYHMO KEPBCHE.

Jleans M ChCTOAHHE, ako Obe CUeTeHo, Ye MpeACTAR/IABA 3HAMHMM PHCK 3a rojIIMO KEpBEHE. ToBa
MOJKE J1a BKIIIOUBE HACTOALIA HIIH CKOPOIIHA raCTPOUHTECTHHAHA 43B4, HATMYME Ha FIOKAYSCTBEHH
HEOIU1a3MH C BHCOK PHCK 33 KEPBEHE, CKOPOLIHO HApaHABAHE HA [JIABHUS HITH IPEOHAYHMA MO3EK,
CKOPOIIHa Onepal4i Ha IrjaBH#A MO3BK, FPEOHATHHA MO3BK WIIM OMHTE, CKOPOLIHA BRTPEUSpENHa
XeMOparus, H3B€CTHH WIH CYyCIIeKTHH e3odareansl BapHLH, apTEPHOBCHO3HH MaiGOPMAlHH, CHIOBY
aHeBPH3MH WIH TONIEMH HHTPACTIHHAIHM WIH HHTpaLepeOpanty ChA0BH AHOMAJIHH.

EnHOBpEeMEHHOTO JICYEHHE ¢ APYTH AHTHKOAryJIaHTH, HAIIP. HedpakuoHupaH Xenapul (HOX),
HHCKOMOJICKYJTHH XellapuHy (€HOKCaNapHH, JaiTenapiH 4 Ap.), IPOM3BOIHH HA XENapHHa
{(donpanapuHykc ¥ Ap.), IEPOpaTHH aHTHKOArynaHTH (Bapdaprn, nabHraTpal eTeKCHIaT, arKkcabad
H .}, OCBEH NpH Crieludiam oOCTOATENCTRA 32 CMIHA HA JICUCHAETO ¢ AHTHKOAIYNAHT (BiK. TOYKa
4.2) wnu xoraro HOX ce npunara B 103, HeOOX0AMMH 33 NOAXBPIKAHETO Ha OTBOPEH LICHTPAICH
BEHO3EH WK apTepHalieH KaTeTs) (BXK. TOuKa 4.5).

YepHoapoOHo 3ab0mABaHe, CRBP3aHO ¢ KOArYIONaTHA H KITHHHYHO 3HAYHM PHCK OT KbpBEHe,
BKJTIOYHTENHO nanyerTw ¢ apo3a ¢ Child Pugh B u C (Bx. Touxa 5.2).

bpeMeHHOCT H KbpMeHe (BX. Touka 4.6).
44 CpnemHaaap npeaynpexaeHns H Npeana3HHE MepKH npa ynorpeba

Ilpenopbuba ce KIMHHYHO HabmONeHNHe, ChOTBETCTRAINO HA MPOBEXKAAHATA AHTHKOAryJIalui B X04a
Ha LICTHA NEPHOA HA JICYEHHE.

PuCK OT XeMoparus

KaxTo H ¢ Apyru anTHKOAryIaHTH, AUHEHTHTEe, KouTo nmpAaeMar Kcurrec, Tpabpa xa ce Habmonasar
BHHMATETHO 32 NPH3HAUK Ha XnpecHe. [Ipenophuba ce ynorpebaTa ¢ HOBHINCHO BHHMaHHE NPH
CBCTOAHHA C [IOBHIICH PHCK 3a XeMoparui. [Ipuncskennero Ha Kcwrree TpaOBa Aa ce MpeyCcTaHOBH
IPH NOABa HA TeXKKA Xemoparug (Bxk. Toyka 4.9).

B xIHHHYHHTE Hpoy4YBaHHA JHTaBHYHO KbpBeHe (T.€. OT HOCA, BEHLIMTE, CTOMAIIHO-YPEBHHA TPaKT,
[HKOYO-TIONIOBHA TPAKT, BRIIOYMTEIHO aOHOPMHO BATHHATHO WIH YBEIHYEHO MEHCTPYAJTHO KbPBEHE)
M aHEMHA Ce HADMIOAABAT MO~-YeCTO OpH ABIrOCPOYHO JIeYeHHe C puBapokcadaH KaTto 100aBka KbM
Tepanua ¢ eqHO WM JIBe aHTHArperaHTHy cpeacTsa. Ilo Tasu npHynHa, B AOMBIHEHHE KBM
aIeKBaTHOTO KIHHMYHO HabmonenHe, 1abopaTopHo H3caeARAHE HA XeMOrJIO0HHA/XeMaToKpyUTa Oun
MOIJIO Ja Ob/1e OT 1101132 34 OTKPHBAHE Ha OKYATHO KbPBEHE H 34 ONpeJeifte Ha KIHHWYHATA
3HAYMMOCT HA SBHO KbpPBEHE, [0 MPEeHKa CIOpES CITyyas.

Hakonko noArpynd namieHTH, OMHCaHH MOAPOOHO NMO-I0JTY, ¢4 C MOBHIIEH PHCK OT
NaiHEHTH cleABa fa OpaaT BHUMATENHO TIPOCICACHH 3a Oene3n H CHMOTOMH Ha CBBLDS
YCHOXKHCHHS H aHEMHA CJIE] HAa4aJl0TO Ha JIeyeHHETO (BXK. Touka 4.8).
ITpu Bcako HEH3ACHEHO NOHIDKaBaHEe Ha XeMornoOuKa B KPLBHOTO Hansrane Tpaie
H3TOYHHK Ha KbPBEHE.



Bsnpexu 4e nedcHHETO ¢ pHBapoKkcabaH He M3HCKBA PYTHHHO NpOCeIABaHe Ha eKCIIO3HLHATA,
HHBaTa Ha PHBApOKCabaH, H3IMEPEHH ¢ KaRMOPHPaH TECT 3a KOJHYECTBEHO ONpeeNiAHe Ha
aHTH(axTop Xa, Morart na OBXAT NONEC3HH B U3BBHPEAHN CHTYALMH, KOTaTO JaHHHTE 33
CXCTIO3HIMATA Ha pHBapokcabaH MoXKe 1a HOMOIHAT 3a B3eMaHe Ha HHOPMHPAHHU KITMHHIHH
peLIeHHS, HAND. NIPERO3HPaHe H CrielHa Xupyprus (BxK. Touka 5.1 u 5.2).

[leAuaTpHUHa HOMyAaliMs
MMa orpaHHYCHN JaHHM NPH A€lla ¢ MO3bYHA BEHO3HA H CHHYCOBa TPoMB03a, KOMTO MMaT HHEKIUS

Ha HHHC (Bx. Touka 5.1). PucksT ot xppsene TpsOBa a Obe BHHMATENHO OLIEHEH NPEOHU H IO BpeMe
Ha TepanuATa ¢ pUBapoKcadaH.

br0OpeuHo yBpexaaHe

IIpn BE3pacTHM NaLHMEHTH ¢ TEXKO G16peuno yapexnane (kpearnHuHOR KIHPHHEC <30 ml/min) e
BB3MOXKHO IUIa3MEHHUTE HHBA Ha pUBapokcalaH Ja Ob4aT 3HaUMTENIHO MOBHINEHH (cpeaHo 1,6 mbTH),
KOE€TO MOXKE J1a NOBEAE A0 NMOBHINCH PHCK OT KbpBeHe. Kewnree TpsadBa na ce npunara BHHMAaTEIHO
NPH NAUMEHTH ¢ KPEATHHHHOB KIHPBHC 15-29 ml/min. He ce npenopsysa ynoTpedaTa MpH NALHEHTH
¢ KpeaTHHHHOB KINHPBHC <15 ml/min (Bx. TouxkH 4.2 u 5.2).

Kcunrec Tpa0Ba fa ce npwiara BHUMaTENHO PH NALMEHTH ¢ GE0peyHo YBpeXaaHe, NONy4Yapaliy
€THOBPEMEHHO APYTH JIEKapCTBa, KOWTO NMOBHINABAT INTa3MEHATE KOHIICHTPAI[HH Ha puBapokcaban
{BXk. TOUKa 4.5).

KcHarec He Ce mpenopbusa MpH Jena M HHOLIH ¢ YMEpeHa WIH TexkKa crencH Ha Os0pedno
yBpeXxIaHe (CKOpOCT Ha rioMepyiHa $puirpaims <50 ml/min/1,73 m?), Tif kaTo JMICBAT JaHHH.

B3aumone¥cTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH
He ce npemnopruBa yniotpedara Ha Kennrec npH NalMeNTH, KOHTO TIOJYYaBaT AHOBPEMEHHO

CHCTEMHO JICUCHHE C a30MI0BU AaHTHMHKOTHIM (KaTO KSTOKOHA30/, HTPAKOHA30]1, BOPHKOHA301 1
no3akoxaszon) wid HIV-nporeasnu uuxuburops (Hanp. puroHaBup). Te3n aKTHBHM BEILECTBa ca
mMomHH HHXHOUTOPH Ha CYP3A4 1 Ha P-gp 1 1o Ta3u npH4KMHa MOTaT 2 NOBHINAT IUTA3MEHATA
KOHUEHTPALMSA Ha pUBapoxcabaH no KIHMHWYHO 3HAYNMO HUBO (CpeHO 2,6 IThTH), KOETO MOKE Aa

JOBeN€ N0 NMOBHIICH PHCK OT KbpBeHe. JIMNCRaT KIHHHYHH JAHHH IPH €14, NOTyJYaBaliiy
CBIIBTCTBAINQ JICYCHHE CBC CHITHA HHXMOUTOpH, KakTo Ha CYP 3A4, Taka ¥ Ha P-gp (BX. Touka 4.5).

Heo6xoauM0 € BHMMaHue NpH NaiMeHTH, KOUTO €HOBPEMEHHO Ca Ha JIEYCHHE ¢ JIEKAPCTBEHH
NPOMYKTH, KOHTO NOBJIHABAT XEMOCTA3aTa, KATO HECTEPOHIHH NMPOTHEOBB3NAIMTEIIHM CPECTBA
(HCIIBC), aneTuncalMiuioBa KHCEisHA H HHXHOHTOPH Ha TpOMOOLMTHATA arperats WiH
CENIEKTHBHH HHXHOHTOPH Ha 00paTHOTO 3aXBamiaHe Ha cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) u #HXu6HTOPH Ha 00paTHOTO 3aXBaIaHe Ha CEPOTOHHEA H HOPENHHEPPHHA
{serotonin norepinephrine reuptake inhibitors, SNRI). I[Ips naipeHTHTE ¢ pHCK 3a YILEPO3HO
CTOMAIIHO-YPEBHO 3a00MaBane MOXe A Ce OMHCIHN 3a NOAXOIAII0 NPohHIAKTHUHO NIeueHHE (BX.
TO4KA 4.3).

EE!EH PHCKOBH Q&I{T OpPH 32 KBPBECHC

Kaxto H ¢ pyTH aHTHArperaHTHH Cpe/ICTBA, PHBApOKcabaH He ce PenopbIBa NMpPH MALHEHTH ¢

NOBHIAEH PHCK OT KEPBEHE, KAaTO:

*  BpOJCHH WIH NPUIOOMTH HAPYHICHHA B KPBBOCHCHPBAHETO

*  HEKOHTPOJIHpPaH& TEKKA apTepHasiHa XHIIEPTOHHSA

¢  JpPYro CTOMaHO-4YpeBHO 3abonapaHe 6e3 akTHBHO pa3s3BiBaHe, KOETO NMOTEHIHATHO MOKe Aa
AOBexE O YCIOKHEHNA ¢ KbpBeHe (Hanp. PB3NAIMTEIHO 3a00/14Bale Ha YepBaTa, e30(arur,
TacTPHT H racTpoesodareanda pedurykcHa 6Gonecr)

®  CBHIOBA PETHHOMATHA
OpoHXMeKTasHy WIH aHaMHE3a 3a KbpBeHe B Genua apob

IlaMeHTH ¢ pakoBo 3abonspaHe
[TampeHTHTE CHC MOKaYeCTBEHO 3a00/MBaHE MOYKE SIHOBPEMEHHO Ja ¢4 H3JIOKEHH

PHCK OT KEPBeHe M TpoMOoza. Uummenayantara noisa of aHTHTPoMOOTHHHOTO Nede
NpeLeHH CIPAMO PHCKA OT KbPBEHE NMPH NALMEHTH ¢ aKTHBHO pakoBO 3abosidBaHe B 3aB



MOKALMATA HA TYMOP&, aHTHHEOILTACTHYIHATA TEPAankA H CTaauA Ha 3abomasadero. TyMOpure,
Pa3noIOKEHH B CTOMAWIHO-YPEBHHA WIH NHKOYHO-IIONOBHA TPaKT, €4 CBBP3aHH ¢ MOBHILEH PHCK OT
KBPBEHE [10 BpeMe Ha TepanuATa ¢ pHBapoKcabaH.

IIpu mallHeHTH CHC 3NOKAa4YECTBEHN HOBOOOpa3yBakH A ¢ BHCOK PHCK OT KbpBEHe, yriorpebara Ha
pHBapokcabaH ¢ MPOTHBOMOKAa3aHa (BX. Touka 4.3).

11aneHTH ¢ KJIANHH NpOTe3H

Pusapokcaban He Tpa6Ba Ja ce H3n0/13Ba 32 TpOMOONPOMUIAKTHKA PH NaLHEHTH, KOKTO HACKOPO ¢a
NpeThpHEH TPaHCKaTETHPHA CMAHa Ha aopTHata kKnana (TKCAK). besonacHocTTa M edHKacHoCTTa
HA PHBAPOKCaOaH He ca MPOYUCHU MPH MAUMEHTH CbC CHPACYHO KIIANHO NPOTE3NpaHe; Mo Tasw
MpHYMHA, HAMA IRHHH B NIOAKPENA HA TOBA, 4e pHBapokcadaH OCHIypaBa ajeKBaTHA AaHTHKOATY 1Al
B Ta3H nonynanus naiments. Jlewenrero ¢ Keanrec He ce mpenoph4Ba NpH TE3H NALMCHTH.

TlaimeHTH ¢ aHTHOOCHORHNMIACH CHHAPOM

HJupexTrO AeficTpaim nepopanuu aHTHkoarynauti (JUIMTOAK), BKoUHTENHO pHBapoKcabaH, He ce
NperopbUBAT IIPH NALMEHTH ¢ aHaMHE3a 3a TpoMD03a, KOUTO ¢a AUATHOCTHIMPAHH ¢
aaTudochonumises cuiapoM. To-cnenmanko MpH TPOHMHO NOIUTUBHH NALMEHTH (3a IYTTyCeH
AHTHKOATYNAHT, aHTHKAPAHOHIIMHOBH AHTHTE/A K aHTHTENa cpemly Oera-2-rHKOnpoTeHH [),
neyenueto ¢ [JJIIIOAK moxe na Obie CBBp3aHO ¢ IOBMIICHA YeCTOTa HA MOBTapAIIH CC
TPpoMOOTHYIHH CHOHTHA B CPABHEHHE C TEPANKATA C AHTArOHUCT Ha BaTaMuH K.

[lanueHTH ¢ HEKIANHO NPEACEPIHO MBXASHe, KOHTO nomwiexat Ha ITKH ¢ nocrapgHe HA CTEHT
Hanmwdns ¢a KIHHIMHK JaHHY, I0JTy9Y€HH 0T HHTEPBEHIIMOHATHO MPOYYBaHe, C OCHOBHA i€

u3cnenpate Ha 6e30MacHOCTTa NPH MALHEHTH ¢ HEKJIAMHO MPeACHhPAHO MBXK/ICHE, KOMTO ca 61nH
nomoxeHH Ha JIKH ¢ nocrapsare Ha cTeHT. JlaHHATE 3a eQHKACHOCTTA MPH Ta3H TOMyJIAlMs ca
orpasHMd4esy (BK. TOukH 4.2 1 5.1). JInncear gaHHK 3a TAKHBA NALAEHTH ¢ aHAMHE3a 32
HHCYJIT/TIpEXOfieH ucxemmder npucten (TTATT).

XeMOAMHAMHYHO HecTaOuiHK nauweHTH ¢ BE Wi narpenTH, KOHTO ce HYXKAAAT OT TPOMOOIHM3a HiH

Geno Ha eMOoeKTOMHuS

Kcunrec He ce npenopbuBa KaTo afTepHATHBA Ha HepaKHOHHPAHHA XeNapHH NIPH NALMECHTH C
Oenoapoben eMOONIU3BEM, KOUTO €4 X€MOAHHAMHYHO HecTaOHIHH WIM Ha KOWTO MOXe Jia ce HAanpaBH
TpoMbo/H3a i 6eonpobaa eMOOAEKTOMEA, Thit KaTO 6€30MACHOCTTA M €HKACHOCTTA Ha
puBapokcaban He ¢a YCTaHOBCHM NPH Te3M KIMHHYHA CHTYALHH.

CnuHanHa/emUaypaiHa AHECTe3Ms HITH MYHKI[US
Korato ce M3non3sa HeBpoakcHalHa aHeCTe3Hs (CTIMHANA/SMHAYPATHA AHECTEe3HA) HITH

CIIMHATHA/CNH Y pajlHa ITyHKUHA, NalHEHTHTE, TPSTHPAHH ¢ AHTHATPEraHTHH CPEACTBA 3a NPESBEHLIMS
Ha TpoMO0eMOONHYHNE YCAOKHEHNA, ¢a TIOIOKEHHM Ha PHCK OT NOABa Ha efMHyPAICH WK CIIHHANCH
XeMAaToM, KOHTO MOXKeE J1a JOBeRe A0 ARJITOCPOYHA M TpaiHa napanuia. To3H pHCK MOXKE Aa ¢
NOBHILH OT NIOCTONIEPAaTHBHATA YioTpeba Ha BEBeX AN enHAypales KaTeThp HIH € JHOBPEMCHHATA
ynotpe6a Ha JleKkapCTBCHH IIPOAYKTH, MOBIMABALIM XEMOCTa3aTa, PHCKBT MOXe Aa ce MIOBHINH ChIIO
TaKa ¥ OT TPaBMaTH4YHa KM MHOIOKpATHA eNuLypaiHa WK CIIHHAIHA MyHKiHs. IlaimenTire TpadBa
yecTo fa ObAaT npocnensBaHH 3a MPHIHALH K CHMIITOMM Ha HEBPOIIOMMYHO YRPEKAAHE (HaNp.
M3TPBIBAHE MK C1a00CT B KpakaTa, IMCKOMGOPT B YepBaTa HIH NHKOIHUA MeXYyp). Ako Onae
KOHCTaTHpPaH HEBPOJIOrHYeH ASPHLHT, ca HeOOXOAUMH CITEINHO AHATHOCTHIMpaHe H nedeHue. [1penu
HEBpOAKCHANHA HHTEPBECHIIUA, JIEKapAT TpaOBa Ja npeleHs CHOTHOLIEHAETO MEXIY NOTEHIMATHATA
N0Ji3a ¥ PUCKA NPH [IALHCHTH Ha aHTHKOAryJIAHTHA Tepariia HJTH NalHeHTH, KOHTO Ihe Obaar
MOIOXKCHH Ha aHTHKOAry/IaHTHa Tepanus, 3a TpoMOonpodunakTuka. Hama KnMHU4YEH OINT ¢
yriorpebata Ha 15 mg pupapokcaGaH B Te3H CHTYaUHH.

3a HaMaNdBaHe Ha IOTCHIMATHNAS PHCK OT KbPBEHE, CBLP3aHO ¢ eAHOBPEMEHHOTO TIPHJIL 0
pHBapokcabaH H HEeBpOaKcHAHA (eTMAYpaNHa /CIIHHANIHA) aHECTE3HA HJTH CIIHHATHA / i | %
TPAOBA Ja ce MMa IMpeABH] (papMakoKHHeTHYHHA Mpodun Ha pueapoxcaban. [loctrass / -
NpeMaxBaHeTO Ha ETIHYPAICH KATeThP HWIIH TyMOanHa MyHKIHA ce H3BbPINBA HAl-IGPIR,
AHTHKOATYJIAHTHHA €(eKT Ha PHBApOKCabaK Ce OLICHABA KATO HHCEK. Brnpexu ToBa, [10%
3a [IOCTHTaHe Ha JOCTATHUHO HHCEK aHTHKOAryJaHTeH ¢(PpEKT 32 BCEKH NMALUHECHTH HE ¢ 1%&:
Tpa0Ba Aa ObJe MpeLieHEHO CIIPAMO CNEITHOCTTA Ha IMarHOCTHYHATA poreaypa. .

\




3a oTCTpaHABaHETO Ha CUAYPANHHA KaTETHP M B3 OCHOBA Ha oOIIHTe (hapMaKOKHHETHIHH
XapaKTepHCTHKH, NMOHE 2 X NOIYKHUBOTA, T.€. HaH-Manke 18 yaca npH MaaaH BB3pPacTHH NALMEHTH
HJIM 26 yaca [IPH NaLHEHTH B CTAPYECKA BB3PACT, Tpa0Ba 1a ca MHHANHK (Il TIOCIEAHOTO
NpATOKEHHE Ha puBapokcabaH (Bxk. Touka n 5.2). Cien OTCTpaHABAHETO HA KATETHPA, Hal-MAaJIKO

6 yaca Tpa6Ba Aa H3IMHHAT PEAM Aa Ce MPIIOKHE CIeABALIATA 1032 pHBapokcabaH.

B ciy4aii Ha TpaBMaTHYHO MMyHKTHpaHe ApHeMBT Ha puBapokcabaH TpabBa Ja ce OTI0KH ¢ 24 yaca.
JIMNCBAT NaHHH CTHOCHO NOAXOAAIIOTO BpeMe 3a NNOCTARAHE WIH OTCTPaHABaHe HAa HEBPOAKCHAICH
KaTeTbp MpH Jella, Z0KATO ¢a Ha NedeHHe ¢ pupapokcabaH. B TakuBa cydau, mpeyCcTaHOBETE
NPIIOKEHNETO Ha pUBapoKcabaH W OOMHCIIETe NPHIIOKEHHE HA KPATKOASHCTBAN TapeHTepalICH
aHTUKOAryJ1aHT.

[1penopHky 3a JOANPAHETO NIPEAM ¥ CJIEN HHBA3WBHA NPOUCAVPH HIH r'BMHH HHTCPBECHUMH
AKO Ce Hanara npoBeKAaHE Ha HHBA3HBHA NpoLeAypa Wik XHpypruuHa HHTepBeHIMA, Kcutrec

15 mg TpabBa fa 6p€ cnpaH MO BE3IMOXKHOCT TOHE 24 yaca npeaH HHTEPBEHIHATA H BE3 OCHORA Ha
KNTHHHUYHATE ODPELCHKE Ha JeXyBaiins JieKap. AXO nNponeaypara He Moxe Ja Obae OTnoxeHa, Tpidaa
Aa C¢ NpeNeHH NOBHICHHAT PHCK OT KbPBEHE CIPAMO CMNEMTHOCTTA HA HHTCPBEHIHATA.

[TpuemsbT Ha Kcwmrrec Tpabea Aa ce Bp300HORH BB3MOKHO HAK-CKOPO C/ie]l HHBA3HBHATA MpOoLleXypa
HWIHA XHPYPTHIHATA HHTCPBOHIMS, K0 KITHHNYHATA CUTYala TO3BOJIABA M © IOCTUTHATA ANCKBATHA
XeMOCTa3a, KAKTO € ONpefesieHO OT feKyBallivd Jekap (BXK. To9ka 5.2).

Crapyecka BB3pACT
C yBenuYaBaHeTO Ha Bb3pAacTTa MOXKE 1A C€ YBEIHYM PHCKBT OT XeMOparus (BikK. Touka 5.2).

gepua'mnomtnm PCAKIIHH

Ilo BpeMe Ha NOCTMapKETHHIOBO HAOIMOACHHE BBB BpR3Ka ¢ ynorpebaTa Ha puBapokcabaH ce
ChOOIIaBa 32 CEPHO3HM KOXHH PEaKildH, BKIIOYMTEHO CHHAPOM Ha Stevens-Johnson/rokcuyna
emuaepManta Hekponusa ¥ DRESS curapom (mx. Touka 4.8). Harnexaa, 5e nauueHTHTe ca
H3I0)KCHH HA HAl-Tro/IAM PHCK OT T€3H PEaKlMH B HaYaJI0TO Ha TEpalMATa: B [I0OBEYETO CIIy4aH
Ha4alloTO Ha PEakimATa Ce NPOABABA NPE3 TbPBUTE CEIMMIM OT JICYCHHETO.

Pupapokcaban TpsaOpa fa ce mpeyCcTaHOBH MPH ITHPBa M0%BA HA TEXBK KOKEH o0OpuB (Harp.
Pa3npoCTpaHABaLl Ce, HHTEH3HBEH H/WIH CBBP3aH ¢ 06pa3syBaHeTO HA MEXYPH) WiIM ApPYT NpH3HAK Ha
CBPBXYYBCTBHTEIIHOCT, CBBP34H C JIE3HH HA JINTABHIATA.

HupopMalma 32 nOMOUIHHTE BEHIECTRA
To3mn nekapcTBEH NpOAYKT ChABPXKA MO-Manko oT 1| mmol Hatpwii (23 mg) Ha dunMupasa Tabnerka,
T.¢. M0 CHUIECTBO HE CHABPIKA HATPHIA.

4.5 BsaEMoaeiicTBHE c APYrA NeKapPCTBEeHH NPOAYKTH H ApYrH OpMH HA BIaEMOJcHCTBHE

O0xBaTeT HA B3aMMO/ICHCTBHATA TIPH TIEAMATPHIHATA MOITYJIAIA HE € H3BeCTeH. JIOMyTIOCOYEeHHTE
JaHHA 34 B3aHMOAECHCTBHATA, NMOJIYUEHH NIPH BB3PAaCTHH, H NMPeRyIIpexaAcHUITa B ToUKa 4.4 TpsOsa aa
ce MMaT NpeABHJ MPH NEANATPHYHATA MOMyalHA.

Huxuburopu Ha CYP3A4 u P-gp
EnxHOBpeMEHHOTO IpHIIOKEHUE HA pUBapokcabaH H keTokoHa307 (400 mg enHH mbT JHEBHO) WIH

puronaBkp (600 mg aBa myTH AHEBHO) BOAM 10 2,6 METW2,5 e mo-Bucoxa cpeana AUC Ha
puBapokcabaH 4 1,7 meTH / 1,6 n5TH N0-BACOKA CpeliHa Cmax CHC 3HARHTEITHO NIOBHINABAHE Ha
¢apMakoaHHAMHUHATE e(PeKTH, KOSTO MOXKe Ja IOBE/IE 0 NOBHINEH PHCK OT KbpeeHe, [1o Ta3u
DpHYMHA He C€ MPenopbiBa ynoTpedbarta Ba Kcunrec npi natjMeHTd, KOKWTO [I0/TYYABAT €HOBPEMEHHO
CHCTEMHO JICYeHHE C a30/10BH AHTHMHKOTHIM KATO KETOKOHA30/1, HTPAKOHA30J1, BOPHKOHA30/1 H
nosakoHasos, wiu ¢ HEV-nporeasan uaxuburopn. Tesn AKTHBHYA BEIECTBA Ca MOLIIHH HHXYRHTOPF
Ha CYP3A4 u P-gp (BXK. TOuKka 4.4).

OyakBa ce aKTHBHH BEIIECTBA, KOWTO CHAHO WHXHOMPAT CAMO €/JHH OT ITHTHINATA HA ; '
Ha puBapokcaban unu CYP3A4 v P-gp na nopiinaT B No-Manka CTENEH TUIa3MEHH i
KOHLIEHTpalMH Ha pusapokcabaH. Hanpumep, kiaparpomurm (500 mg asa mbTH AHE

npueMa 3a caneH HuxuOHTOp Ha CYP3A4 u ymepen nexuburop Ha P-gp, Bo2u 1o noBRUitas:



cpennara AUC Ha puBapokcabas ¢ 1,5 meTh 1 Ha Cpax — ¢ 1,4 pbTH, B3aMMOREACTRHETO €
KIapHTPOMHEIIMHE BEPOATHO He & KIHHAYHO 3HAYAMO MPH MOBEYETO NAlHeHTH, HO MoJke Aa Obae
NOTECHIBAJIHO 3HAYHMO ITPH BHCOKOPHUCKOBH nalMeHTH. (32 nammeHTH ¢ 650peyno yppeXaane: BiX.
TouKa 4.4).

EpurpomuimH (500 mg Tpu mreTH AHEBHO), KoiiTo HHxubupa ymepeno CYP3A4 u P-gp, soau no 1,3
meTH nouieHHe Ha cpertaTta AUC i Cuax Ha puBapokcabaH. B3anMoieiCTBHETO ¢ EPHTPOMHIHH
BePOATHO HE € KITHHHYHO 3HAYHMO IPY NOBEYETO NAUMEHTH, HO MOXKEe 1a ObAe NOTCHHMATHO
3HAYHMO TIPH BUCOKOPHCKOBH MMALMEHTH.

Ipu s1ua ¢ neka crened Ha 6%0peuno yepexnaxe epHTpoMuIpH (500 mg TpH ITETH AHEBHO) BOIH A0
1,8-kpaTho noeuinasane Ha cpeanata AUC Ha pusapokcaGan u 1,6 mpTi nopuneHHe Ha Comay B
CpaBHEHHE ¢ HHIHBHIHU ¢ HoOpManHa 0x0pedna ¢pyuxuma. [Ipu nuua ¢ ymepena crenes Ha 650peyuHo
YBPEXKAAHE ePUTPOMHLKH € foBen no 2,0 mbTH noBHmmenHe Ha cpeaHara AUC Ha pusapokcabaH u
1,6 mp1e noBHIeHKE HE Crax B CPABHEHHE C HHAHBHAM ¢ HOpMaTHa Ox0peuna ¢ynkumd. EdexTeT Ha
CPHTPOMHIHH € AJHTHBEH KbM TO3M Ha 0B0peuHoTO yRpexkaaHe (BK. Touka 4.4).

{Dnykorazon (400 mg enwH meT AHEBHO), KOHTO ce cMaTa 3a ymepeH HHXHOuTOp Ha CYP3 A4, Boau
mo nosHinaeaxe ¢ 1,4 metv Ha cpeanata AUC Ha puBapokcabas 1 1,3 meTh Ha cpeqHaTa Chax. ITBTH
Ha cpeaHaTa Cuex. B3aumoneticTeuero ¢ dnykonazon BepOATHO HE € KTAHWYHO 3H2AYMMO [PH
AIOBEYETO MALMEHTH, HO MOXe J1a Ob/ie NOTEeHHATHO 3HAYMMO ITPH BUCOKOPHCKOBH MAIMEeHTH. (3a
naipeHTH ¢ 6p0pedno yBpexxnane: BxX. TouKka 4.4).

Kato ce nMaT npeasua orpaHM9eHHTe KIHHWYHKA JAHHH ¢ JPOHEAAPOH, €IHOBPEMEHHOTO
NpHAOKEHHE ¢ pHBapokcaban Tpabra fa ce U3GATBa.

AHTHKOATYJIZHTH

Crren koMOHHHpaHO NpHIOKeHHEe Ha eHOKCanaphH (eqHOKpaTHa Ao3a ot 40 mg) u pusapokxcaban
(emHOKpaTHa 11032 oT 10 mg) e HabmonaBaH axuTHBREH edpeKT BLPXY aKTHBHOCTTA Ha aHTHdakTop Xa,
0e3 HAKAKBH NOITKIHHTEIHH e()eKTH N0 OTHOINEHHWE Ha KoarynaunHonHute Tectore (PT, aPTT).
ExoOKcanapuH He € nosnusn GapMakOKHHETHKATA Ha puBapokcabau.

Ilopany nosuimeHys pHCK OT KbpPBEHE € HeOOXOAMMO BHHUMAHHKE IIPH MTALAEHTH, KOUTO €4 Ha
€IHOBPEMEHHO JICYEHHME C APYTH AHTHUKOATYIaHTH {BXK. Touku 4.3 1 4.4).

HCIIBC/mnxuburopn Ha TpoMOOLIMTHATA arperanms
He e Habmr0aBaHO JUIMHHYHO 3HAYHMO YAB/DKABAHE HA BPEMETO Ha KPBEHE cell € THOBPEMEHHO

NpHIocKEHKHE Ha puBapokcaban (15 mg) u 500 mg Hanpokced. BaIpeKkn TOBa € BE3MOKHO /13 HMa
NAIMEHTH ¢ No-U3paseH papMakoAHHAMHYEH OTTOROD.

. He ca HabmonasaHl KIMHIYHO 3HA9HME QapMAKOKHHETHYHH HAH (GapMaKoNHHAMHIHH
B3AMMOJICHCTBHA NIPH €IHOBPEMEHHO NPHIOKEHHe Ha puBapokcaban u 500 mg aueTnicarMunIoBa
KHMCEJTHHA.

Knomuporpen (300 mg Hayanuaa J03a, nocieasaHa oT 75 mg nOZIbPKAIIA 1034) HE € [oKazan
dapmakokHHETHYHO B3auMOzelcTBHE ¢ pupapoxcaban (15 mg), Ho e HA6GMOAABAHO 3HAYHMO
YIBIDKaBaHe HA BPEMETO Ha KBpPBEHE NpH €Ha NOATPYNa NalHeHTH, KOETO He € KOPEupaio ¢
arperanmaTa Ha TpomMOouMTHTE, HUBATa Ha P-cenexTin wiu GPIlb/Illa penenTopure.

Heo6xonuMo e BHMMaHWe OPH NAlMeHTH, KOUTO eRHOBpeMenHo ¢a nexyeanu ¢ HCIIBC
(BKTIOYHTENHO alleTWICATHLMIOBA KHCETHHA) B HHXUOHTOPH Ha TPOMOOLMTHATA arperalHs, OHeXe
TE3H JICKAPCTBEHH NPOAYKTH 0OAKHOBEHO MOBUIHABAT PHCKA OT KbpBeHe (BXK. Touka 4.4).

SSRI/SNRI
Kaxkto npu npyr# aHTHKOAryJIaHTH MOXE JIa CHINECTBYBA BB3MOKHOCT NALHEHTHTE Aa ¢4 C IOBUIICH
PHCK OT KbPBEHE B CITy4ai Ha cBITbTeTBama ynotpeba ¢bhe SSRI win SNRI nopaam edexra HM BRpPXs
TPOMOOLMTHTE, 3a KoiTO ce chodiasa. [Ipu cureTeTBamma YnoTpe6a B KIHHHYHATA MPOTPIMS A Mo
puBapokcalaH, BbB BCHYKH IPYIH Ha JiedeHHe ce HalmoJaBa YHCIIEHO MO-BHCOKA YECTORE T
HIIH HETO/IM KITHHHYHO 3HAYHM KPBBOM3IIHE,

Bapdapus
[IpemMHHABAHETO OT JIeYEHHE ¢ aHTaroHMCTa Ha BuTamMuH K Bapgapum (INR 2,0 no 3,0




¢ pusapokcaban (20 mg) win ot puBapoxcaban (20 mg) kbM Bapdapus (INR 2,0 zo 3,0) nosumasa
CHOTHOHIEHHETO NpoTpoMOHHOBO BpeMe/INR (HeomnacTun) noseue oT AIHTHBHO {BB3MOMKHO € 1a ce
nabmonasaT oTaenHM croirocT Ha INR no 12), nokaro edexrire o otHomenye Ha aPTT,
HHXHOMPAHETO HA AaKTUBHOCTTA Ha dakTop Xa ¥ NOTeHIHAala Ha €eHOTCHHIA TPOMOMH ¢a alHTHBHH.
IIpH xesaHHe na ce M3cAeABaT papMakoIHHAMHIHHTE eeKTH Ha pHBapokcabaH B nepHoAa Ha
CMAHaTa Ha TepanysaTa MOTAT Aa ¢ H3MOJ3BAT N0KAa3aTe/IH KAaTO aKTHBHOCT Ha aHTH-hakTop Xa, PiCT
1 Heptest, noneke Te3H TECTOBE He ce NOBAMABAT o1 BapdapuH. Ha ueTBbpTis cH cien nocineaHara
N03a BapdapHH, BCHYKH nokazareny (k. PT, aPTT, upxuGupaHe Ha akTHBHOCTTa Ha ¢axTop Xa H
ETP) orpassasar eaAHHCTBEHO edeKTa Ha pHBapoxcaban.

[Ipu xenianme Aa ce uscaeasat GapmakoarHaMuIHHTE epeKTH Ha BapdapiH B IEPHOAA HAa CMAHA Ha
TEPAIMATE MOKE 1A ce uanomsa waMepraneto va INR nput Ciougn Ha puBapokcalan (24 yaca ciien
NpeaxoaHHA MpHEM Ha pHBapokcabaH), Thil KaTO TO3M TTOKA3aTel Ce MOKIHABA B MUHHMAIHA CTEHCH
OT PHBapOKCadaH B Ta3H BpeMeBa TOUKA.

He ¢ nabmonasano papmakokHHeTHYHO B3aEMOIcHCTBHE Mex Ty BapdapHH i pHBapokcabaH.

Hugykropu na CYP3A4

EnHOBpeMEHHOTO NpHIOKEHHE HA pHBapoKcabaH W MoulHMs uaaykTop Ha CYP3 A4 pudbamnunus
BOIH Jto okono 50% nonwkasane Ha cpemnata AUC 3a puBapokcabaH ¢ YCHOPEZHO HAMAIABAHE HA
(apmakoqHHAMHYHKTE My edekTH. EmTHOBpeMeHHaTa ynotpeba Ha puBapokcaGaH ¢ APYTH MOLIHU
uHaYKTOopH Ha CYP3 A4 (Hanp. ¢eruTorH, kapOamasenHs, peHoOapOuTan WiH XKBAT KAHTAPHOH
(Hypericum perforatum)) Cellio MOXKe 11a IOBERE N0 HaMAJICHH IUIa3MEHH KOHIICHTPALMHA Ha
pusapokcabad. 3atopa Tpabea na ce M30ATBa eAHOBPEMEHHOTO NPIIATAHE HA MOUIIH MHAYKIOPH Ha
CYP3A4, ocBeH aKO NalHEHTHT HE c€ C/IeH BHAMATEJIHO 3a Geie3n H cuMITToMH Ha TpoMbo3a,

Jpyra chIIETCTBANIN TEpAITHY

He ca Habmozaasalu KIMHHYHO 3HAYMMH PapMaKOKHHETHIHH WIH (apMaKOJHHAMHYHH
B3aHMOAEHCTBHA NPH €AHOBpEMEHHO MPHIIOKEHHE HA prBapokcaGan 1 MugazonaM (cyberpar na
CYP3A4), nuroxcus (cyberpar Ha P-gp), aropsacrara (cyGerpar na CYP3A4 u P-gp) win
OMeT1pa3oN (MHXHOUTOp Ha NPOTOHHATa oMna). PuBapokcaban HHTO HHXHOHpa, HUTO HHIAYLHPa
HAKOA OT OCHOBHHTE H3odopmu Ha CYP, nampumep CYP3A4.

JlaGopaTopHK nokazaresnH
Koarynauponuure napamerpu (sanp. PT, aPTT, HepTest) ce nosnuasat cnopey o9axsaHmaTa ¢

Or/ie/l HA MEXAHHM3Ma Ha HeHCTBHE Ha puBapokcaban (BxK. Touka 5.1).
46 @epraanTeT, GpEeMEHHOCT H KhpMeERe

bpeMennocT

besonacHocTTa M eHKkacHOCTTa Ha puBapokcalaH npH OpeMeHHH KESHH HE ca YCTaHOBEHH.
[TpoyuBaHHATA NPH JKHBOTHH HOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (K. Touka 5.3). ITopanu
NOTCHLHAJIHATA PEMTPOAYKTHBHA TOKCHIHOCT, IPUCHIIHA PUCK OT KEPREHE K JaHHWUTE, FOKAIBANM, He
pHBapokcabaH npeMHHaBa npe3 IUlaneHTaTa, KcHimee e IPOTHBONOKA3aH N0 BpeMe Ha OpeMEHHOCT
(2X. TouKa 4.3).

Kenure ¢ AeTEPOLCH NOTEHLMAN TPAOBa Aa u30sTBaT Aa 3a0peMeHaBAT 1O BpeMe Ha JICUEHHETO C
puBapoxcabaH.

Kupmene

besonacHOCTTa # ¢pHKAaCHOCTTa Ha pHBapokcaOaH Np KbpMEIH )KEHH HE Ca YCTAHOBEHH.
IlpoyuBanusTa IPH JKUBOTHH NOKA3BaT, Ye puBapokcabaH ce cekpernpa B MILikoTo. Ilo Tasu
npuurHa KCHTec € npoTHBONOKasaH B NepHo/a Ha KbpMeHe (BXK. Touka 4.3). Tpabra za ce B3eme
peIieHHe Jalik Aa Ce MNpEeYCTAHOBH KEPMEHETO WM Ja C¢ NMPEYCTAHOBH/Ja HE C€ TIPHIOKH TSPaTH?

DepTWIHTET

He ca npoBe:KgaHH KOHKPETHH NMPOYYBAHHA ¢ PHBAPOKCaOaH IpH Xopa 3a OLICHKA Ha
oTHOmeHNe Ha deprwmTeTa. [IpH eaHO NpoyusaHe No OTHORIEHHE Ha JEPTHAHTETA
XKEHCKHM [LTEXOBE He ca HabmoaaBanu edekTH (BXK. Touka 5.3).




4.7 EdexTn Bbpxy cnocofHoCcTTa 33 modupane H pabora ¢ MAMHERH

Pusapoxcaban nosnMsaBa B Majika creneH cnocoOHocTTa 3a motdupade u pabora ¢ Mamues. HMa
CHOOHISHNS 33 HEKENIAHN PEaKIMH, KaTO CHRKOII (4€CTOTa: HEYECTH) H 3aMasHOCT (4eCToTa: H6CTH)
(BX. TOUKa 4.8).

[lanpeHTHTE, IPH KOHTO Ce PA3BHAT TE3H HEXENaHu peaki, He Tpadea aa modupat win padorar c
MalIHHEH.

4.8 Hexenann JeKAPCTBEHR PeAKIEH

Pesiome Ha Hna Ha 0e30nacHOCT
besoniacHocTTa Ha pABapokcabaH ¢ ipoydeHa B TPHHANECET OCHOBHH NpoyusaHua ¢asa 1l (Bx.
Tabnuua 1).

O6mo 69 608 pe3pacTHH HalEHTH B JeBeTHageceT npoyusania ¢asa Il u 488 neauaTpudHu
AalMEeHTH B ABe Npoy4ysaHus (pasa 1l u npe npoyusanus $asa Il ca ¢ ekcriozuia Ha pHBapokcabaH.

Ta6Ganna 1: bpoil npoyuens nanuenTa, 061a JHEBHA 5033 ¥ MAKCHMAJEA NPOALLKATEIHOCT
Ha JieYeHHETO NPH NPOYIBAHAS NPH BL3PACTHH B NEAHATPRYIHE nandenATH ¢paza Il

. IToxaianne bpoi O6ma sreBHA 1034 MakcamanHa
nDanBEeRTR* NPOAL/EKATE/THOCT
HA JedeHneTo
Hpodpmnaxrika Ha BeHO3eH 6 097 10 mg 39 nun
Tpomboembonuznm (BTE) npu
BB3paCTHH NALHECHTH,
NOANIOXKEHH HA IUIAHOBO CTABHO
npore3dpane Ha TazobeapeHara
WIH HA XOJIAHHATA CTaBa
TIpodunaxruxa va BTE npu 3997 10 mg 39 nuu
HEXMPYPriYiH NalNeHTH
Jleucnue Ha qENb6OKA BeHO3Ha | 6 790 Hen 1-21: 30 mg 21 mecena
Tpombo3a (JIBT), Heu 22 v cnex Toea: 20 mg
6enonpoben emoosiH3EM (BE) Cnen Haii-Mmanko 6 Mecelia:
H NpoHIaKTHKA Ha 10 mg wiu 20 mg
peLMIHBH
Jledenue va BTE u 329 Ho3a, koparupana copen | 12 mecena
npodrIaKTAKa Ha PEHANBHA Ha TENECHOTO TEIJIO, 34
BTE npn HoBOpOAEHM Ha NOCTHTaHE HAa €KCTIO3HIMA
TEPMHMHA U AcLia HA BBIPACT NOA KaTo Tasy, Halmonasana
18 rofuuM ciiex 3anouBake Ha Npy BB3paCTHH, JICKYBaHH
CTAHAZPTHO aHTHKOATYIAHTHO 3a JIBT ¢ 20 mg
neueHse puBapokca®aH elHH ITbT
XHEBHO
[IpodunakTika Ha HHCYT H 7750 20 mg 41 mecenia

CHCTeMHa eMOOIHA NIPH
NALMEHTH ¢ HEKNAIHO

NPeAChPAHO MBbXKICHE
IIpodunakriika Ha 10 225 5 mg wnn 10 mg crorBeTHO,| 31 Mecelia
areporpoMOOTHYHH cHOHTIS MPHIOKEHH SIHOBPEMEHHO
NPH TAUHSHTH CASA OCTHD unu 3aenno ¢ ACK, wm ¢
koporapeH curapoM (OKC ACK moc knonunorpest
WIH THKJIOTHAMH
[IpodpunaxTika Ha 18 244 5 mg, nprIOCKEeHH
aTepoTpPOMOOTHMHM CHOHTH eaHoBpeMenHo ¢ ACK wiu

npu naueHTH ¢ KAB/ITAD 10 mg caMOCTOATEITHO




3 256**

5 mg, MpHUIOKEHH
egnoBpemenHo ¢ ACK

42 Mecena

¥ i

Ot npoyurarero VOYAGER PAD

TIaupeHTH, KOUTO ca GHITH eKCIIOHMpaHH Ha NOHE eJHA J03a puBapoxcabaH

Hait-vyecTo ¢pobiliaBaHHTE HEXKENIaHH PEaKIMHE NPH NALKMCHTH, KOUTO MOJyHaBat pHBapokcabaH, ca
6Hnn xeMoparH# (Bx. Touka 4.4 u ,,Onucanse Ha H30paHH HeXellaHH peakupn® no-aony) (Tabauua
2). Hait-yecto cho0InaBaHHTe XeMOparuu ca emuctakcuc (4,5%) ¥ KbpBeHe B CTOMAIIHO-YPEBHUSA

TpaKT (3,8%).

Tabarna 2: Hecrora Ha cHLOBTHATA Ha KbpBeHEe* B aHeMHS IPH HANHEHTH ¢ EKCHO3KIMA HA
PEBapPOKCAOAN B 32BLPIIHIETE NPOYIBAHAY NPH BL3PACTHH H NEIHATPRYEH NAKHEHTH daia

III:

INoxazanne

BeaxkaxknsB THR
KbpBeHE

ABeMHn

[Mpodunaxtrka BHa BeHO3eH TpoMO0eMOOIHIBM
(BTE) npu BB3pacTHH NMAIMEHTH, MOIOMKEHH HA
TUIAHOBO CTaBHO NMpoTe3HpaHe Ha Tazobenpenara
WIH Ha KOJITHHATA CTABa

6,8% ot naigeuTHTE

5,9% OT nalMeHTHTE

[TpodunaxTrKa Ba BeHOZEH TPOMGoeMGOIHILM 12,6% o1 2,1% OT nauMerTHTe

(BTE) tipy HexHpypru4HH naliHeHTH NaHHEHTHTE

Jleuenve Ha JIBT, BE u npo¢unakruxa ua 23% ot nauuentuTe | 1,6% OT MauMeHTHTE

PeLHANBH

Jleuenue Ba BTE u npodpwiakTika Ha peuyanes Ha | 39,5% or 4,6% OT NALHEHTHTE

BTE npu HOBOpOAEHH HA TEpMMHA W AETIA Ha NALMCHTITE

BB3PACT 1O 18 roauHy cnex 3anoYBaHe Ha

CTaHAAPTHO AHTHKOAryJIAHTHO JICUEHHE.

[podmnakTuka HA MHCYIIT ¥ CHCTEMHA eMOous 28 ua 2,5 Ha

NPH NAllHCHTH ¢ HEKJIAMHO NPeACHPAHO 100 naumenroroguay 100 naupeHTOroARHH

MBAICHE

[Ipodunaxtuka na areporpoMOoTiuny crbuTia npu| 22 Ha 1,4 Ha

nauueHTy cnex OKC 100 naumenroroaay 100 namyeHTOrOAMHM

IlpodmnakTika Ha aTepoTpoMOOTHYHH CHOKTHS NpH| 6,7 Ha 0,15 Ha

naipenTi ¢ KAB/MTIAB 100 maumenroroguau 100 naupesToroauna™*
8,38 Ha 100 0,74 na 100
naupeHToroauun’ | maumeHTorommMHu *** *

H OLICHCHA.
% ¥

CEIIEKTHBEH NOAXO0H 3a ChOHpaHe Ha HeXeNaHH CHOHTHA.

%k

# Or npoyusanero VOYAGER PAD

CHUCEK HA HEXEJIaHN pPeakliuy B TabnuueH By

Ilprnoxen e celfeKTHBEH NOAXO 32 CROHPAHE HeXeNaHH CHOUTHS

Bewuxy ¢r0uTHA Ha KbpBEHE OT BCHYKH IIPOYYBaHHA ¢ pHBapoKcabaH ca cpOpaHH, AOKIaBaHH

B npoyusanero COMPASS ce vabmonapa HHCKa 4eCTOTa HA aHEMHS, Thil KATO € TIPHIOXKEH

HecTOTHTE Ha HEXKENIAHHTE PEAKLMW, CEBP3aHK ¢ pHBAPOKCataH, 1PY BE3PACTHH ¥ NEANATPHUHK
nauxeHTH ca 0bobmenn B Tabauna 3 no-aony nmo cucreMHo-opraHay knacoee (o MedDRA) 1 no

JeCTOTA.

B 3aBHCHMOCT OT YeCTOTATA TE CE ONpEeAEIIAT KaTo;
MHOTO vecTH (=>1/10)

yecty (=1/100 oo <1/10)

HeuecTH (>1/1 000 g0 <1/100)

peaxu (>1/10 000 no <1/1 000)

MHOro peaku (<1/10 000)




C HEM3BECTHA Y€CTOTa (YecToTaTta He Moxe 1a Ob/ie OLIeHeHa OT HAIMYHHUTE JJaHHH )

Tabnuna 3: BcHYKE HexkeIaHH peaknHH, Chbo0MeH: NPH BH3PACTHH NANHEHTH B KIHHHYHH
npoyusanus ¢asa IIl nanm npn noctMmapkeTHHroBa ynorpe6a* u B iBe npoyusanns ¢pasa Il u
- b DHYHH NANHEHTH

Hapymenns na KpLBTA B THMOHATA CHCTEMA

AHeMus (BKJL. TpomboumTosa
CHOTBETHH (BKJI. MOBHINIABAHE
nabopaTopHH Ha Opos Ha
napaMeTpH) TpoMOGoumTHTE)?,
TPOMOOLIMTONEHKS
HapymeHus HAa HMYHHATa CHCTEMA
AnepruyHa AHapWIaKTHYHH
peaxuus, peakuuH,
aJlepruyeH BKJIFOYHTEJIHO
ACPMATHT, aHauIaKTHYEH
aHTHOEZIEM H IOK
aJIEPru4eH OTOK
HapymeHHs HA HEpBHATA CHCTeMA
3aMasHoCT, Mo3bueH U
rinaBodosnue BBTPEUYCPEncH
KPBBOM3JIHB,
CHHKOI
HapymenHs Ha ouHTe
Ouen
KPBbBOM3ITHB
(BKL.
KOHIOHKTHBAJICH
KPBBOM3JIHB)
ChbpaeuHH HapYIIeHHS
Taxukapaus
Cba0BH Hapymenns
XHUIMOTOHHA,
XE€MaToM
PecnapaTopHH, rPLAHH H MeIHACTHHAIHH HapyIIeHHS
Enmcrakcuc, EozunopuinHa
XEMOIITH3a MMHEBMOHHS
CromMamHO-4YpeBHH HapyImeHHN
KspBene ot Cyxora B ycTaTa
BEHLIUTE,
CTOMAIIHO-
YpEBHHA TPaKT
(BKJI. pEKTAJIHO
KbpPBEHE),
CTOMAILHO-
YpPEBHH H
abOMUHATHH
Gonku, no
JUCTIETICHS, ‘g@@ﬂ %,
rajeHe, 3amnek”, X/ 5B %
JHapHA, Ko S oSN
S = (9% ,113,‘2 e | »
XenaToOHIHADHH HAPYIEHHS \ 2\ s8G”
[Tosmnasane Ha | YepHoapoGHO Xbirenuua, NS >




TPAHCAMHHA3UTE | YBpPEKAAHE, NOBHILICHH
TIOBHIUCH CTOHHOCTH Ha
Oumpy6um, KOHIOTHPAHHA
TNIOBHILICHA OunupyOHH (CBeC
ATKATHA W 0e3
¢ocdarasza B € IHOBPECMEHHO
KpBBTa®, NOBHIIABAHE HA
noeumena I'TT? | ALT), xonecrasa,
(BKIHOUMTEITHO
XenaroueIyJaapHo
YBpeXJIaHe)
Hapymenns H3 KOKATA H NOAKOKHATA ThKAH
Copbex (BKa. Ypruxapus CHuapom Ha
HEUYECTH CHy4au Stevens-
Ha, Johnson/roxcuuma
reHEPAITM3HPaH efHaepManHa
copbex), 0Opus, HEKPOIH34,
EeKXHMO3H, DRESS cuugpom
KOXHH H
. IIOAKOXKHH
KPBBOH3JIHEH
Hapymienna Ha MYCKYJHO-CKeNETHATE CHCTEMA H CheAHAHTE/IHATA THKAH
bosnka B XeMaprposa KppBOH3NHB B KoMmniapTuMeHT
KpalHHIpTEe® MYCKY CHHAPOM B PesynTaT
Ha KbPBEHE
Hapymenns na 6n0penuare B THKOYHATE UHTHINA
KupBere ot brbpeuna
ypOTeHHTATHHSA HEA0CTaThYHOCT/OCTPa
TPaKT (BKJL 616peuna
XeMarypus u HEZIOCTATEIHOCT B
MeHoparus®), pe3yiTaT Ha KbpBEHe,
6n6peuHo NOCTATHYHA Ja
yBpEKAHE NpeAU3BUKa
(BKL xunonepPysu,
NOBUiIEHHE HA Hedponatus,
KPEATHHHHA W CBBbp3aHa C
NOBHUICHHE HA AHTHKOATYJIAHTH
ypeATa B
KPBLBTA)
O6mn napymenns H €PeKTH Ha MACTOTO HS NPAJIOKEHEE
TloBunera Hepaznonoxerue | Jlokanusupax
TeMnepatypa®, | (sxn OTOK®
nepudepeH NPHWIONIaBaHe)
OTOK, NOHMXKEHa
obima cuna
CHEPrUYHOCT
(BKJI. YMOpa H
aCTERNN )
Hicreapanns
[Tosmuena LDHA,
NIOBHINEHA
nemasa’,
NOBHIIEHA
amiiasza®

HapannBanasg, OTpaBAHEN W YCI0XKHEHES, Bb3HAKHAJIH B Pe3yNTAT HA HHTE[YBS ':
KbpBeHe cnen CbaoBa




HAKAKBA nCeBAOAHEBPU3MA®
npouenypa (Bxi.
NoCTONepaTHBHA
aHEMHA H
KBPBEHE OT
paHa),
KOHTY3H4,
CEKpeLms o1
paHs®

A:  uHabmonasanu npu npodpunaxktaka Ha BTE npu BE3pacTHH natiMeHTH, MOAIOKEHH Ha TUIAHOBO
CTaBHO MPOTe3HpaHe Ha Ta3o0enpeHaTa WK KOJBHHATA CTaBa

b:  uabmopasanu npH neyenne Ha JIBT, BE wiu npodiiakriika Ha peLHIHBH, KATO MHOTO Y€CTH
NpH XKeHU <55 roauHu

B:  xabmoznaBaHH xaTo HeYeCTH NpH NpodHIAKTHKA HA arepoTpoMOOTHYHH CHOHTHA MpH
nauresTH cien OKC (ciien nepkyranna KOpOHAPHA WHTEPBEHIINN )

* IIpHnoskeH e npegBapUTEHO OTIPEAENieH CENEKTHREH MOAXOA 3a ChOHpaHe Ha HEXKENAHH

cEOMTHA B M30panu npoysBaaug (aza I11. Yectorata Ha HeXKeaHUTE PeaKLIMH HE € YBE/IHYCHA
H He € yCTAHOBEHa HOBA HEXKENaHa peaklMA CJIe aHATH3 Ha TE3W MPOYIBAHHA.

Onuxcanue Ha H30paHN HEXENIaHH peaKiy

[Topamu ¢papmMakosoryaHHs My MeXaHH3BM Ha JAelicTBue, ynorpebara Ha pusapokcabaH MOXe Ja
OBAE CBBpP3aHA C MOBHIIEH PHCK 38 OKYJITHO HJIH SBHO KbPBEHE OT BCAKA THKAH HAM OpraH, Koero 6u
MOIJIO JIa JOBEZE IO NOCTXEMOpArudHa aHeMuA. [Ipu3HauHTe, CHMITTOMMTE U TEXKECTTA
(BIUIFOUHTENHO JIeTATeH H3X0M) 1i€ 3ABHCAT OT JIOKATH3AIMATA H CTENEHTa WM 00eMa Ha KbpPBEHETO
H/HJTH aHeMusTa. (BX. Touka 4.9 , [ToreaeHue npu xepsene”). B xiuEHIHETE NPOYYBaHHA THTABHYHO
KBpBEHE (T.€. OT HOCA, BEHUHTE, CTOMAIHO-YPEBHHA TPAKT, [IHKQYQ-TIQJIOBHA TPAKT, BKIHQUHTEITHO
abHOPMHO BarHHAaJHO HIH YBETHYEHO MEHCTPYAITHO KHPBEHE) H aHEMHA e HabMOoAaBaT N0-4eCcTo
NpH ABATOCPOYHO JICYCHHE ¢ puBapokcabaHn B cpasHeHHe ¢ JicyeHrne ¢ ABK. [lo Ta3n npuyHHa, B
JOITBIHEHHUE KBM aICKBATHOTO KIIHHWYHO HabmoaeHHe, n1abopaTopHO H3cAeaBaHe Ha
XeMOr1o0HHa/XeMaTOKpHTa 01 Moo Aa ObAe OT Noj3a 33 OTKPHBAHE Ha OKYJITHO KbpPBEHE U 3a
onpeneiHe Ha KIMHHYHATA 3HAYMMOCT Ha SBHO KBbPREHE, MO NpelleHKa criope Cliydas. Be3MoxHO e
PHCKET OT KbpBeHe fa O5/1¢ NOBHILIEH IPY ONPEACIICHH rPYIH IAIHEHTH, HAPHMEP MALAEHTH C
HEKOHTPOJIMpaHa TeKKa apTepHanHa XHIepTOHHS H/WIIH Ha CBHITHTCTBAILRA Tepanui, KOATO MOBJIHABA
XeMocTasaTa (BK. Touka 4.4 , Prck or xeMoparus™). Be3M0OXKHO € MEHCTPYAHOTO KEPBEHE J1a € No-
CIUIHO W/HIH NO-TIPOABIDKHTENHO.

XeMOparHuHHTe YCIOKHEHUA MOraT Na ce MPOABAT KaTo ¢naboct, 6IeHOCT, 3aMasHOCT, riasobomue
HIH HCOOACHUMH OTOUM, AHCIIHeA W HeoOACHHM mokK. KaTo pesyrar oT aHeMHATa B HAKOM CITy4aH ca
HabMoaaBaH CHMITTOMH Ha ChpAEYHA MCXEMHS, KaTO 60JKA B Fhp/IHTE HIIM CTEHOKapAUs.

HMa croOmeHUs 3a M3BECTHH YCJIOXHEHMS B PE3YITAT HA TEXKO KBPBEHE, KaTO KOMIIADTHMEHT
CHHAPOM U O1b0peuHa HeNOCTATHYHOCT B pe3YJITaT Ha Xunornepdysns, WIH Hedponarus, CBbp3aHa ¢
AHTHKOATYJaHTH TpPH HW3N0/13BaHe Ha pHBapokcaban. [fo Ta3W mpHYHHaA BepOATHOCTTA OT KBPBEHE
TpsOBa Na ce HMa TIpe(BH] NPH NpElieHKATa Ha CHCTOSHAETO HA BCEKH MALMEHT, KOMTO e MOANOXKeH
HAa aHTHKOAry1aHTHO JIeYeHHE.

IleanaTpuyna DONMyalHA

Jlevyenue na BTE u npeeenyua na peyuoue va BTE
OneHkara Ha 0€30NMacHOCTTA TIPH A¢lia H IOHOUIH € GazupaHa Ha JAHHUTE OTHOCHO 6e3zo0nmacHOCTTa OT

AB¢ OTKPUTH aKTHBHO KOHTPOJIKpaHH Npoy4BaHud ¢asza U u eauo - ¢asa Il npu neauaTpHyHH
NAUMERTH OT PAXAAHEeTo A0 Bb3pacT noa 18 roaunm. OTkpuTHATA, CREpRatii ¢ He30NacHOCTTA, B
NIOBEYETO CAYHaH ca NogoOHHM Mex Iy pHBapokca0aH U CPABHHTEIHHS IPOAYKT ITPH pa3iviHHTE
neAHATPHYIHH BE3pacToBH rpymu. O0mo mpodrrsT Ha GezonacHocT npu 412-te neua u
TIEKYBaHH ¢ puBapokcabaH, ¢ nogobeH Ha To3H, HabToNaBaH NPH BH3PACTHATA MOy, | ﬂ no »
CHBMECTHM IPH BE3PACTOBHTE NMOATPYIH, BHIIPEKH Y€ OLICHKATa € OrpaHH4YeHa OT ;/ POl &{o
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(uecth, 1,5%), nopminasane Ha Gumpy6una (decTH, 1,5%) 1 NOBHIDEH KOHIOrHPpaH OCHTHPYGHH
(HedecTH, 0,7%) ca crobmaBaHu NO-4eCTO B CPABHEHHE C BB3pacTHHTE. CHBMECTHMA ¢ BB3pacTHATA
NomyJauMsa MeHOparua € Habmopasada npk 6,6% (YecTH) OT IOHOIIMTE OT HKEHCKH [1071 Clie] MEHapXe.
TpombouHToneHusTa, KakTo € Hab/moJaBaHO MO BpeMe Ha NOCTMAPKETHHIOBUA OIHT NIpH
BB3pacTHaTa NOMyJIanus, € Yecta (4,6%) npy neaHaTpHIHHTE KIHHHYHE NpoydBaHHs. HexenaHHute
NCKapCTBCHH PEaKIMK NPH NEAHATPHIHUTE NALMEHTH ca NPEAUMHO JIEKH 0 YMEPEHH IO TEXECT.

Crobinasane Ha HONO3HPAHH HEXENAHY PEAKIMH
Crobmasasero Ha IOAO3HPAHH HEXKEIAHU PCAKLIMH CIIC] paspeniaBaHe 3a ynoTpefa Ha JTeKapCcTBeHUA

TIPOAYKT € BAXKHO. TOBA MO3BOJIABA [a NPOALTKK HalmOACHHETO Ha CHOTHOIISHHETO NOM3a/pHCK 3a
NEeKapCTBEHHA MPOAYKT. OT MEAHUMHCKHTE CNEHHATHCTH C¢ W3HCKBA Ja ChoOIaBaT BCAka
OJIO3HPaHA HEXEaHa peakimg upes U3mbaHuTeHa areHInA 0 JISKAPCTBAaTa V. ,,JlaMsar I'pyes™ Ne
8, 1303 Codm, Tei.: +35 928903417, yebeait: www.bda.bg.

4.9 Ilpenosupane

I1pn BE3pacTHH, HMa CHOOINEHHKA 32 PEKH CTYYad Ha npefosnpane 1o 1 960 mg. B caydaii ua
npelo3upaHe, MaUeHTHT TpaOBa Ja Obae HabmonasaH BHHMATETHO 33 YCJIOXKHEHH, CBBP3aHH C
KBPBEHE, HIK APYrH HEXCNaHH peakiay (Bk. Touka ,JlopeaeHue npH KkppBeHe™). MMa orpanudeHn
HalM4YHH JaHHHU NpH Jena. [lopanu orpanmueHara abcopOipis ce ouakBa edeKT Ha HacHinaHe Oe3
ROITBJIHMTENHO MOBMIIABAHE Ha CPeIHATA IUIa3MEHA SKCIIO3MUMS IIPH CYIIPaTepaneBTHIHH J03H
puBapoxcaban ot 50 mg HiH no-BHCOKH NPH BH3pacTHH, 00aye JUICBAT JaHHH TpH
CYNpaTepaneBTHYHU A03H IIPH JeLia.

CrimectsyBa crieliu$HYEH aHTaroHKCT (aHAeKcaneT anda) 3a obprinaHe Ha GapMaKOIHHAMHYHHA
edexT Ha puBapokcabaH MPH BBIPACTHH, HO HE € YCTAHOREHO TPH siena (BK. KpaTKara
XapaKTepHUCTHKA Ha NPOAYKTA, CEABPKALT aHAeKcaHeT anda).

B cnyyad Ha npenosupase Ha pHBapokcabaH MOXE 1a ce HMa NpeaBH/ H3MO3BaHETO Ha aKTHBEH
BBIJICH 32 HAMaJIABaHe Ha abcopOruara.

1loBeicHHE IpH KbpBEHE
AXO NpH NAlMEHT Ha IeYCHHe ¢ pHBapokcabaH ce pa3BHe CBEP3aHO ¢ KEPBEHE YCIIOXKHEHHE,

CICIBALIMAT NIPHEM Ha pHBapokcabas TpaOBa Ja ce OTIOXKH HIH JIeHeHHETO TpAOBA 212 ce PEeKpaTH,
ako e HeoOxonumo. PuBapokcaGaH UMa NoMyXHBOT OT OKOMO 5 10 13 Yaca MpH BL3PACTHH.
[lony:XHBOTHT NpH Aelid, HIUMCICH © M3N0/3BaRE Ha nonyianuonnu gapMakoxkunernunn (GK)
NOOXOIH 3a MOJENHpaHe, € Mo-KpaTsK (BX. To4ka 5.2). IloBenennero TpsOpa aa ¢

. MHIHBUYAIM3UPAHO B 3aBUCHMOCT OT TEXKECTTa H IOKaJIM3alMaTa Ha KphBOH3IMBa. Moxe na ce
H3MI0J13Ba MOAXOAAINO CHMITTOMaTHYHO Ie4eHHE, KATO HAIp. MEXaHHYHA KOMIIpecHs (Halp. NpH
TEXBK CIMHCTAKCHC), XMPYPrHYHA XEMOCTa3a C NPOLEAYPH 32 YCTAHOBABAHE HA KOHTPON HAN
KBPBEHETO, 32aMECTBAHE Ha 0beMa M MepKH 33 TIOAABLPXKAHE Ha XeMO/IMHAMHKATa, [IPEe/IMBAHE Ha
KPBEBHH NPOAYKTH (€PHTPOLIMTEH KOHLIEHTPAT HITH MPACHO 3aMpa3eHa ia3Ma B 3aBHCHMOCT OT
aCOHHHPaHATa aHEMHA WIH KoaryonaTHg) uiH TpOMOOIMTH.
AKO KBPBCHETO HE MOXKE Jia 651 OBJIAMHO ¢ NOPENOCOYEHHTE MEPKH, TPAORaA Aa ce obcran
NPHIAraHeTO WK Ha CNCUHPHYHO HEYTPATHIHPAIIO CPEACTBO 3a HHXHOHTOp Ha dakTop Xa
(ampexcaner anga), KOeTO aHTaroHK3Mpa thapmakoaHHaMUIHEA ediekT Ha pHBapokcabaH, HAH Ha
crieuH(pHIHO NIPOKOaryTaHTHO CPeACTBO, KaTO KOHHEHTpaT Ha npotpoMbutoBra koMmieke (KITTK),
AaKTHBHpaH KOHIIEHTpaT Ha npoTpoMOuHOBHA XoMIuleke ( AKTTTK) unm pekomGuranTer gakxrop Vlla
(r-FVIla). Kbm MomenTa 06aye KIHHHTHUAT ONIHT OT NPHJIAraHETO Ha TE3H JIEKapCTBEHH MPOAYKTH
Np# BB3pACTHH H JIcLa, NOJIy4aBaliy pusapokcabaH, € MHOTO orpaHuycH. [Ipenopekara ce ocHoBaBa
H Ha OrpaHHYCHH HEKIMHMYHH faHHH, Moske A3 ce 0OMMCIIH NOBTOPHOTO NpHJIaraHe Ha
pexoMbuHauTeH Qakrop Vlla u mozata Tpabea Aa ce THTpHpa B 3aBHCAMOCT OT HAMAJISBAHEIA-HE
KBbpBEHETO. B 3aBHCHMOCT OT BE3MOXKHOCTTA Ha MACTO, B CITYYaH HA MACHBHO KbpBEHeL a0

OOMHMCIIH KOHCYTTaiKe CbC CHENMATHCT [0 KOAry/IalMOHHH HapyIleHHd (BXK. TOUKa o1

He ce ogaxsa nporamun cyndar u BuTamus K Ja [OBIMABAT aHTHKOAryTAHTHATA AKEHPHSSCER (>,
puBapokcadas. OmuTET C TPAHEKCAMOBA KHCRAWHA ¢ OTPaHMUCH W JIMICBA Takb Clang ¥
KHCEJIWHA ¥ alIPOTHHHAH HPH BB3PACTHH, MONYYIaBalilH pmaponcaﬁan. Hsama onHT Of WOrpetase 1




TE3H CPCACTBA NPH Aelia, nomyvyasamy pueapokcadan, HamMa HATO HayuyHH A0KA3aTEICTBa 34
01aroNpHATHO NOBNHABAHE, HATO OITHT OT H3NOI3BAHETO HA CHCTEMHHA XEMOCTATHK JAE€3MONPECHH
NpH NAUHEHTH, MOyYaBaluy pHeapokcadban. [lopaau BHCOKaTa CTENECH HA CBPBP3BAHE C IUIA3MEHHTE
NPOTEHHH HE CC OYakaa pHBapokcadan Ja Moxe Aa On1e OTAeNeR Upes3 JHAIH3a.

5. ®APMAKOJOIAYHH CBOHCTBA
5.1 ®dapmakoaEHEAMHEYHH ¢BolicTBa

dapMakoTepanesTH4Ha rpyna: AHTETpOMOO3HH cpeacTBa, NUPEKTHH HHXHOHTOPH Ha (paxTOp Xa,
ATC xox: BO1AF01

Mexanu3pM Ha felicTBHE

PusapokcabaH € BUCOKOCENEKTHREH AUPEKTEH HHXHOUTOP Ha dakTop Xa ¢ nepopajHa GHOHATHYHOCT.
Hnxubupanero Ha dakrop Xa npexseBa BHTpEIHHSA B BHHIEEH MHT Ha KOarylaHOHHATA KAacKaza,
KOeTO HHXHOHpa KakTo QopMUpaHeTO Ha TPOMOHH, Taka M oOpasyBaHeTo Ha TpoMOH. PuBapokcaban
He HHXHOHMpa TpoMOHHAa (akTHBHpaH dakrop 1) u He ca HabmoxaBaru edeKTH BHEPXY TPOMOOLITHTE.

GOapMakoaHHAMIYHY eeKTH

TIpn xopa e Hab/moaaBaHo 3aBHCHMO OT Z03aTa MHXHOHpaHe Ha daxTop Xa. [IporpoMOuHOBOTO
Bpeme (PT) ce nornmmgra 10303aBHCHMO OT pHBAPOKCaOaH B TACHA BPBH3KA C IUIa3MCHHTE
KonueHTpat#y (r=0,98), ako 3a Tecra ce uznon3sa Heonnactun. Jipyrn pearentn 61xa naitu apyrd
pe3ysrath. OTunTa”ero Ha PT TpaGea na crasa B cekynaH, noHexe INR e kanubpHpaHo u
BAJIMHPAHO 3a KYMapHHOBH IPOAYKTH H HE MOJKE A4 ce [PHIara 3a ApyrH aHTHKOAryJIaHTH.

Ilpu manuenTH, noayyaeainy pusapokcaban 3a neuenne Ha JIBT u BE u npodunaxTHka Ha
peLHANBH, nepceHTHnnTe 5/95 3a PT (Heomnactun) 2 — 4 vaca ¢nen mpueMa Ha Tabnerkara (T.e. KbM
MOMCHTa Ha MakCHMMaiieH edeKT) 3a 15 mg pusapokcabaH nBa WHTH HEBHO ca B rpaHMimTe OT 17 A0
32 cexynam, a 3a 20 mg puBapokcaban BeRHEkK JHEBHO OT 15 10 30 cexyrau. I1o Bpeme Ha Haii-
HHCKATa KoHUeHTpanua (8—16 uaca cresl npuema Ha TabneTkaTa) nepeeHTHMTE 5/95 33 15 mg Ara
ITETH AHEBHO Ca B rpaHBuMTe OT 14 fo 24 cekyHan, a 3a 20 mg searbxk aHeBHo (18-30 vaca cnen
npueMa Ha Tabnetkara) ot 13 10 20 cexyHam.

IlpH nainHeHTHTEe C HEKTAHO TIPEACHPAHO MEXACHE, HOMY4ABAIH pUBapokcaban 3a npodunaxkTuka
Ha HHCYJT H CHCTEMHA eMbomis, nepcenTinure 5/95 3a PT (Heorvactun) 14 yaca cnea npueMa Ha
TabneTKaTa (1.€. KbM MOMEHTa Ha MakcHMaieH €deKT) NPH NanHeHTHTe, eKysasH ¢ 20 mg eauH ObT
AHEBHO, BapHpaT ot 14 10 40 cexynau ¥ npu MaLMENTH C yMepeHa crened Ha 0n0pedHo yppexaane,
JeKyBaHH ¢ 13 mg eauH reT qHeBHO, oT 10 1o 50 cexynan. [1o BpeMe Ha Hak-HHCKATa KOHIEHTpaLHA
(16-36 waca ciea npueMa Ha Tabnerkara) nepceHTHIHTE 5/95 npH mauMeHTHTE, NeKyBaHHd ¢ 20 mg
COHH IThT AHCBHO, ¢a B IpaHuIMTe oT 12 10 26 s and in patients with moderate renal impairment
treated with 15 mg once daily from 12 to 26 s cekynas, a IpH MallMEHTHTE C YMEPEHA CTENEH Ha
OBOpeuHo yBpexkaaHe, ISKyBaHH ¢ 15 mg eauy mbT AHEeBHO, o1 12 10 26 CEeKyH/H.

B xIHHHKO-(APMaKOTOrHYHO NPOYYBaNe Ha OOPATHMMTE IPOMEHY BB (hapMakopWHAMMKATA Ha
puBapoKcabaH MpPH 3/ipaBk BE3PACTHH J0OpoBoIH (1 = 22), e oueHABaH eQeKTET Ha eXHHHIHH N03H
(50 IU/kg) Ha nBa paziuvHY THNA KOHLEHTpaT Ha nporpoMOunoens komiuteke (KIITK), 3-pakropen
KOHUEHTPAT Ha nporpoMOunosus koMmiexe (daxropu 11, IX u X) u 4-paxTopen KOHIISHTpAT Ha
nporpoMGunoBHa koMIUiekc (paxtopw I, VII, IX u X). 3-dbakTopHUsT KOHIIEHTPAT Ha
NMpOTPOMOHHOBHS KOMILICKC € [TOHIKHI CPEJHHTE CTOMHOCTH Ha MPOTPOMOHHOBOTO BpeMe Ha
HeonnacTus ¢ nprOamsurenno 1,0 cexynaa » pamMkwre Ha 30 MHHYTH, B CPABHEHHE C TIOHIDKABAHE OT
NpUOIH3MTENHO 3,5 cexyHmH HabmogaraHo ¢ 4-pakTopHUA KOHIIEHTPAT Ha NPOTPOMOHHOBUS
KOMILIEKC. 3a CpaBHeHHE, 3~haKTOPHMAT KOHLICHTPAT Ha MPOTPOMOHHOBHA KOMIUIEKC € HMall NOo-
rongM ¥ no-0up3 odiy edexr Bupxy ofpaTuMuTe NpoMesH B SHAOTeHHOTC 00pasysane Ha TpoMEE
OT 4-(GDaKTOpHHA KOHLICHTPAT Ha NPOTPOMOMHOBHSA KOMIVIEKC (BX. TOUKa 4.9). ﬂ no
AXTHBHPaHOTO mapunanto tpomborutacturoBo epeme (aPTT) u HepTest cwmo ca ypsfiaépm s
IABUCHMOCT OT O34TA, HO M3NOJ3BAHETO MM 33 OLIeHKa Ha papMakoZAHaMWIHEA ed/fiuh Sbh
puBapokcabaH He ce npenoprysa. Hama HeoOxoanMocT 0T HaGmoaeHHe Ha Koaryll OIS
NapaMeTPH NO BPEME Ha JIEYeHHEeTOo ¢ paRapokcalan B KIMHHYHATA MPaKTHKA. Bo .‘i A
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KNMHYHO OKA2aHO, HMBATa HA pHBapokcaban MoraT na ObAaT U3MEPBAHH C KATHORUPANAR T




KONMYECTBEHH TCCTOBE 3a aHTH(aKTop Xa (BXK. Touka 5.2).

Ilenuarpuuna nonynaums
AHamnseT Ha PT (pearerT - veomnactu), aPTT 1 auty-Xa (¢ xanuGpupan KONHYECTBEH TECT)

MOKa3Ba TACHA BPB3Ka ¢ MMa3MEeHHTe KOHUEHTPALMH IIpH feua. Bpbikara MEKIY aHTH-Xa H
IUIA3MEHHTE KOHUCHTPALMM € JIMHEeHHa ¢ HaknoH 61130 A0 1. Morat Ja BE3HHKHAT HHAUBHIY AJTHH
HECCHOTBETCTBHA C [10-BHCOKH HIU MO-HHCKR AaHTH-Xa CTOMHOCTH, B CpaBHEHHE CHC CHOTBETHHTE
IUia3MEHH KOHLICHTpauH. HaMa HeobXxoauMocT oT HaOoAcHHEe Ha KOAryTallHOHHHTE MapaMeTpH 110
BpeMe Ha KITHHHYHO JICYCHHE ¢ pHBapokcaban, Bee nak, ako € KIIMHHYHO NOKA3aH0, KOHLICHTPAILHHTE
Ha puBapokcabaH mMorar aa ObJar n3MepBanH ¢ kKaMOpHPaHH KOMHYECTBEHH TECTOBE 34 aHTH-(PaxTOp
Xa B meg/l (Bx. Tabmuna 13 B Touka 5.2 3a nuanaszonuTe Ha HaOMoZABaHHTE ILTa3MEHH
KOHIICHTPALMH Ha pHBapokcadaH npu Aena). /loHaTa rpaHHIa HA KOJIHYECTBEHUTE ONPEACTIAHHA
TpAOBa Ja e HMa NpPeABHA, KOTATO C€ H3MNOT3BA 8HTH-X2a TECTHT 3a KOJTHYECTBSHO OTIPEAENAHe Ha
TUTA3MEHUTE KOHNEHTpalK Ha pusapokcadan npH Acua. He e yoranosen npar 3a epHKacHOCT HITH
CcrOMTHA, CBBEpP3aHH ¢ 0e30MacHOCTTAE.

Kimnirina eduxacHOCT H 6e30macHOCT

Ipogunaxmuxa na uncyam u cucmeMna emMBonuR RPU NAYUEHMU C HEKIANKHO NPEOCHPORO MBICOEHE
KnuuuanaTa nporpaMa 3a puBapokcabaH € ch3ZaneHa ¢ Hes Ja okaxe eHKacHOCTTa Ha
puBapokcaGaH 3a NpoQHIAKTHKA Ha HHCYJIT M CHCTEMHA eMOOJTHS IIPH NAIMEHTH ¢ HEKIATHO
NMPenCHPAHO MBKICHE.

I[Ipu ocHoBHOTO ABOHHO-cgno npoyyraHe ROCKET AF 14 264 nauueHTH ca pasnpenescHy ja
NoMy4aBaT WK pHBapokcabad 20 mg Beansxk fHeBHO (15 mg BeIHLK JHEBHO MTPH NAITHEHTH ¢
KPEaTHHMHOB KIMpPBHC 30-4%9 ml/min) wnu sapdapr ¢ THTpHpane Ha no3arta A0 INR 2,5
(TepanesTHYHM rpadniM 2,0 o 3,0). MeauannaTa NpogRDKHETENHOCT Ha MPOBEACHOTO JIEUSHHE €
19 meceua, a o0mara npoge/DKkATENHOCT € o 41 Mecena.

34,9% OT NALMEHTUTE Ca NEKYRAHW ¢ AlCTHACANTHIMAORA Kucenuna ¥ 11,4% ca nexyranm ¢ kiac [l
AHTHAPHTMHYHO CPEACTBO, BKIIOYHTEAHO aMHOAAPOH.

PuBapokcabaH € ¢ He no-Masika eeKTHBHOCT OT BapdapHH 3a ITbPBHYHATA CHCTABHA KpaiiHa TOYKA 3a
HHCY/T H cHcTeMeH eMOonu3bM u3rsH [THC. B nonynaipsTa mo npoTokos Ha Jie4eHHe HHCYNT HIIH
cHCTeMHa eMOoumis ce Habmonapat npu 188 naumenTs Ha puBapokcaban (1,71% Ha roauHa) u nNpH
241 Ha Bappapun (2,16% na roguna) (HR 0,79; 95% JIH, 0,66-0,96; p<0,001 3a He mo-manka
eexTHBHOCT). OT BCHMKH paHIOMH3HPaHH TIAIMEHTH, KOUTO ca aHanmusupany no ITT, mbpeedHu
cpbuTHE ce pa3BUBAT NpH 269 Ha pusapokcabaH (2,12% Ha roauna) u 306 wa BapdapuH (2,42% Ha
ronuna) (HR 0,88; 95% /14, 0,74-1,03; p<0,001 3a He no-manka epexruHocT; p=0,117 3a
NMPERL3XOACTRO). Pe3yraTure 3a BTOPHMHWTE KpaitHi TOMKH, KaKTO ca H3CACABaHH B HepapXiricH
nopansk B ITT anann3a, ca nokazauu Tabnuua 4.

Cpen naipenTHTE B rpynata Ha Bapdapuu INR croiiHocTHTE ca B rpaHHLMTE Ha TepaneBTHIHAS
muanasod (2,0 1o 3,0) cpeano 55% ot BpeMero (Meauana, S8%; HHTEPKBAPTUNEH AUana3oH 43 1o
71). EdexTpT Ha pHBapokcabaH He ce paiiuasa Ha HMBO ueHTpanHo TTR (Bpeme B Tapreted INR
2,0-3,0) npH keapTriIHTE C exHaxbB pasMep (p = 0,74 3a p3aumopneiicTeie). B Hal-ropHHA KBapTHA MO
oTHOUeHHe Ha lieHTspa Koedunuent Ha Puck (HR) 3a puBapokcabaH crnipamo Bapdapun e 0,74 (95%
AN, 0,49-1,12).

HecToTaTa Ha OCHOBHMTE pe3yaTaTh 32 6€230MacHOCT (TONEMH B HENOJICMH KTHHHYHO 3HAYHMH
KPBLBOM3NIHBH) ca noao0Hu 3a ABeTe TepaneBTH4HH rpynd (Bx. Tabmmma 5).

Tabauna 4: Pesyarata 3a epukacnoct ot ¢asa I ROCKET AF

IIpoyasana ITT anann: Ha eHUAKACHOCTTA NPE NANUCHETH ¢ HEKIANHO BPESOEPRNT
nonyJjagas MBAKACHE




TepanesTavna A03a | PaBapoxcaban Bapgapen TeTprpan | HR (95% AH)
20 mg peaAnbXK AREBHO no INR 2,5 P-CTOMHOCT, TECT 34
(15 mg peannK ANEBHO (TepaneBTHYHE NpeBb3IX0ACTBO
DK N3NHEHTH € YMepeHa | rpaBuna 2,0 g0 3,0)
cTenen g#a On6peuno YecToTa HA CHLORTRHETO
YBpeKAAHE) (100 nanwenTo-
YecToTa HA CLOATHETO roHnH)
(100 nanueETO-rOAHAH)
HHCynT ¥ CHCTeMHA 269 306 0,88
eMOomus u3BbH [THC (2,12) (2,42) (0,74-1,03)
0,117
Hucyr, cucreMHa 572 609 0,94
eMOOnHs H3BLH (4,51) (4,81) (0,84-1,05)
ITHC u cpaosa 0,265
CMBPT
Hucyar, cucremua 659 700 0,93
eMbog H3BBH (5.24) (3,65) (0,83-1,03)
L[IHC, cpaopa cMepT 0,158
. H HHGAapKT Ha
MHOKapHa
Wacynr 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMmHa 20 27 0,74
eMOOnHs H3BEH (0,16) (0,21) (0,42-1,32)
IHHC 0,308
Hudapkr Ha 130 142 0,91
MHOKap/a {1,02) (1,11) (0,72-1,16)
0,464

Tabauna S: PesyaraTa 3a 6ezonacuoct ot ¢asa Il ROCKET AF

IIpoyusana IlanuenTH ¢ HEKIADHO NPEACHPAEC MBKAeHEY
NONyJaanus
PaBapokcatan Bapjapan HR (95% IH) p-
. 20 mg BeRELXK TRTpHpan A0 INR CTOHROCT
aaeBno (15 mg 2,5 (TepaneBTAYHH
BeIHbAX JHEBHO DPH rpanena 2,0 xo 3,0)

NANHEHTH ¢ YMEpPeHa
creneH Ha 6pOpeuno
YBpeXAaHe) YecToTa Ha
¢LOnTHETO
YecroTa na cLORTHETO (100 ranmenTo-
{100 nanuenTO-ronHEN TOJHEH)

TepanesTHYRA 1032

Tonemu v HeroneMH | 1 475 1449 1,03 (0,96-1,11)
KTHHHYHO 3HAYNMH (14,91) (14,52) 0,442
KPbBOM3/IHBH

INonemu 395 386

KPBLBOW3NUBY (3,60) (3,45)

CMBpT B peaynrar | 27 55

Ha KbpBeHe* (0,24) (0,48)




KbpBene or 91 133 0,69 (0,53-0,91)
KPATHYECH (0,82) (1,18) 0,007
opran®
Hurpakpanuanen | 55 84 0,67 (0,47-0,93)
KPBBOHITHE * (0,49) (0,74) 0,019
Cnan Ha 305 254 1,22 (1,03-1,44)
xeMorjobuHa* 2,7h (2,26) 0,019
Kpreonpenveane | 183 149 1,25 (1,01-1,55)
HA 2 WIH [IOBeYe (1,65) (1,32) 0,044
S IHHHIH
SPHTPOLMTH HJTH
114714 KphB™*
HeroaeMu KIEHHYHO 1185 i 151 1,04 (0,96-1,13)
3HAYHMH (11,80) (11,37) 0,345
KPBBOMIIHBH
CMBpTHOCT 1o BCAKakBH| 208 250 0,85 (0,70-1,02)
TIPHYAHH (1,87) (2,21) 0,073
a) ITomynaums U3NHTBaHa 1O OTHOINEHHE Ha 0e30MAaCHOCT, Ha JIeYeHHE
* HoMmunanHo 3HaUMMH

B normrsinnenne koM npoyusarero ¢asa IIl ROCKET AF, € mpoBeneHo NpOCHEKTHBHO,
MOCTMAPKETHHIOBO, HEMHTEPBEHIMORATHO, OTBOPEHO KOXOPTHO npoy4paHe ¢ eaHo paMo (XANTUS)
C OCHOBEH H3IXOJl, BRIIIOYBall TpoMOoeMOoInyHE CHOHTHA H rolIaMO KbpBeHe. 6 704 natMeHTH ¢
HEKIIAIHO MPEACHPAHO MBKICHE ca OWin BKIIOUSHH 3a MPOPHIAKTAKA HA HHCYJIT H eMOO/IMA H3BBH
HeHTpalHaTa HepBHa cHcreMa (1THC) npu peannu yenosus. Cpeannre pesynrata Ha CHADS; ca
6unu 1,9, a ua HAS-BLED ca 6mnn 2,0 mpn XANTUS, B cpaBHEHHE CBC CpeHHTE pPe3yJITaTi Ha
CHADS: 1 HAS-BLED ot 3,5 u 2,8 cvotetHo np ROCKET AF. NNomamo kbpBeHe e HabmonasaHo
npu 2,1 cayyas 3a 100 mammenTo-rogunn. Crobinasa ce 3a netaned KpbBouznus npy 0,2 coy+as 3a
100 maumeHTO-rOAHHYM K BbTpedepencH KpeBo3wiue npH 0,4 caydas 3a 100 nalmeHTO-TOAMHH.
Hucynr unm emGomua m3spH LIHC ca peructpupanu npu 0,8 cimygas 3a 100 nanpeHTO-ronHHH.

Teau nabmonaenns B peainy YCIOBHSA Ca B ChOTBETCTBHE € YCTAHOBEHHSA podi Ha He30NmacHOCT NpH
TOBA MIOKa3aHKe,

B HeMHTepBEHIMOHAIHO NPOYYBaHe, CNS NOMYYaBaHe HA pa3pelieHHe 3a ynoTpeda, mpy nosede oT
162 000 maumedTH OT YeTHPH XBPIKABH, PHBapoKcabaH e Npearicad 3a npoWIakTHKa Ha HHCYJIT H
CHcTeMHa eMOO0THA NpH NAIMEHTH ¢ HEKIAIHO MpeChpAHO MEXAeHe. YecToraTa Ha cHOHTHATA 32
HexemH4eH HHCyAaT € 0,70 (95% CI 0,44—1,13) Ha 100 naguenTo-roanHi. KepBesne, BogeIo 1o
XOCTIMTANM3ALMA, € HACTBIWIO ¢ YecTOTa Ha ¢HOMTHA Ha 100 naimenTo-rogux ot 0,43 (95% Cl
0,31-0,59) 3a BpTpeuepenso kppBene, 1,04 (95% CI 0,65—1,66) 3a cToMaImHo-9peBHO KbpBene, 0,41
(95% CI 0,31-0,53) 3a yporeruranuo kbpeene 4 0,40 (95% CI 0,25-0,65) 3a apyro KppBeHe.

TaimeHTH. MOANOXEHH HAa KADAHOBEPIHO

IlpocnekTHBHO, pAHAOMH3HPEHO, OTBOPEHO, MHOTOIEHTPOBO, EKCIUIOPATOPHO MPOYIBaHE ChC
3acJieieHa OHeHKa Ha Kpaiinara Touka (X-VERT) e nporeaeno npu 1 504 naimenTH (HenexyBanH
BOCera © Nepopaiiy AaHTHKOAIYIaHTM B JICKyBaHK NIPEABAPUTENHO) C HEKIAMHO ITPEACHPIHO
MEJKJIEHE [UTAHHPAHO 3a KapAHOBEP3HO, 33 Jia C€ HaNpaBH CPaBHEHHE MEXAy puBapokcadbaH u
agantHpaHa no3a ABK (pasaomuzupano 2:1), 3a npepeHIMA Ha CHpACHHO-CHAOBH CHOATHA.
H3non3eaHu ca cTpaTerHy ¢ MOMOLITA Ha HacoyBaHe Ype3 TEE (1-5 AHM npeaBapHTeIHO JICYSHRE:,
WIH KOHBEHIMOHAIHO KapJHOBep31o (Hal-Manko TPH CeAMULIH [IpeABAPHTEIHO JCUSHHE
ITepBuvHMTE pe3yiaTaTH 32 eUKacHOCT (BCHYKH HHCYIITH, TIPEXOIHA HCXEMUYHA ATAKS
embonus Hecpbp3ana ¢ ITHC, undapkr sa muokapna (MH) n crpaedHo-cba0Ba CMBPT
nosswy npu 5 (0,5%) naupenTn B rpynara na puBapokcaban (n =978) u 5 (1,0%) iir AR
rpynara Ha ABK (n = 492; RR 0,50; 95% IH 0,15-1,73; moaudummpana ITT-riomynajyu)) £ o A/
OCHOBHUAT pe3y/Tar 3a Ge30macHoCT (MACHBHO KBpBeHe) ce e moashi npd 6 (0,6%) u 9\ (8 ; o) S




NalpIeHTH B IpynuTe Ha puBapokcabad (n = 988) u ABK (n = 499) crotBerHO, (RR 0,76; 95% JIU
0,21-2,67; 6e3onacra nonmynanus). TOBa eKCIVIOPATOPHO NPOYYBAHE € IOKA3a10 CPABHHMA
edHKacHOCT H Ge30MacHOCT MEXIDY TPYNUTE Ha JieueHHe ¢ puBapokcaban v ABK B ycnoBusra Ha
KapaHOBEP3HO.

[IarpedTH ¢ HeKNIaNHO NpenchPAHO MBXACHE, KouTo nomwiexar Ha [TKH ¢ nocrapsHe Ha cTeHT
M3BLpLIeHO € paHIOMH3HPaHO, OTKPHTO, MHoroueHTposo mpoyusaHe (PIONEER AF-PCI) ¢ 2 124
NALMEHT] ¢ HEKNANHO NPeACHPAHO MbKOEHE, KOUTO ca Drimn nomnoxkernu Ha 1TIKH, ¢ nocrarsHe Ha
CTEHT 3a ITBPBHYHO ATCPOCKIEPOTHYHO 3a00N9BaHe, 3a CpaBHABaHS HA 0e30MaCHOCTTA HA JBe CXEMHU
Ha puBapokcaban ¥ enHa ABK-cxema. [aimentyre ca 61t pasnpeeneHH Ha CJTydacH ITPHHIHIT
1:1:1 3a obma 12-meceuna Tepanus, [TanpenTy ¢ anamiesa 3a macynt win [THI] ca sisxmodenH.
I'pyna 1 nony4asa pusapokcaban Beannxk auesHo 15 mg (10 mg Beabx AHEBHO MPH NAIHEHTH ©
KPeaTHHHHCOB KIHPBHC 30-49 mL/min) romoc P2Y 12 wixuburop. I'pyna 2 mory4vaea 2,5 mg
pHBapokcaban apa mbTH AHeBHO 3aefiHO ¢ JITAC (aBoiiHa Tepamud ¢ aHTHATPETAHTHH CPENCTRA,
Hanp. Kwionyaorpen 75 mg [win 3amecreamma P2Y 12 naxuburop] romoc HUcKa 1o3a
auerwicannuwiora kucemuna [ACK]) 3a 1, 6 win 12 mecena, nocnensada Ot pusapokcaban 15 mg
(w1 10 mg 3a NAIMEHTH ¢ KPEaTHHHHOB KIHpBHC 30-49 mL/min) BeIHBK AHCBHO, IUTIOC HUCKA 1033
ACK. I'pyna 3 nony4asa kopurupasa no3a ABK wmoc JITAC 3a 1, 6 unu 12 Mecena, nociaeasasa or
KopurepaHa poza ABK nmoc Hucka ngoza ACK.

ITepBHuHATa KpaiiHa Touka 3a 6€30MacCHOCT, KIHHHYHO 3HAYMMHTE CIIy4aH Ha KbpBEHE, Ce MOABABAT
npu 109 (15,7%), 117 (16,6%) 1 167 (24,0%) yuacTaruy B rpyna 1, rpyna 2 ¥ rpymna 3, CbOTBETHO
(HR 0,59; 95% A 0,47-0,76; p<0,001 u HR 0,63; 95% JIH 0,50-0,80; p<0,001, croTBeTHO).
BToprusata kpaiina Touka (ChcTaBeHa OT chpaedHO-chA0BH ¢hOHTHA CC cMbpT, MU Mty uHCYNT), €
valmonasana nipu 41 (5,9%), 36 (5,1%) u 36 (5,2%) ygacTHum B rpyna 1, rpyna 2 ¥ rpyna 3,
CHOTBETHO. Beaka oT cxemure Ha pHBapokcabaH NOKa3Ba 3HAYHTENHO HAMALIBAHE HA KIHHHYHO
3HAYHMHTE CIydaH Ha KbpBeHe, B cpasHeHHe ¢ ABK -cxemaTa npu nauseHTH ¢ HEKIIAITHO
MPEACHPAHHO MBXACHE, KOUTO ca O noanoxkend Ha [TKH ¢ nocrassse Ha CTeHT,

Ocnosnara uen Ha PIONEER AF-PCI e ouenka Ha GezonacHoctTa. JJanHuTe OTHOCHO €PHKAaCHOCTTA
(BKITIOYHTENHO TPOMOOEMOOIHIHY ARNEHHUA) NIPH Ta3H NONMYJIALHME C& OIPAHHYCHH.

Jeuenue na [{BT, BE u npojuraxmuxa na peyuousupawu BT u FE

KnuHuYHATa Nporpama ¢ puBapokcabaH e TiaHApaHa ¢ el Ja AeMOHCTpHpa edmxacHOCTTa Ha
pHBapoKkcabaH NpH BaYaIHOTO H MPOXBDKHTEHOTO JeueHue Ha ocTpH JIBT n BE v npodunakTekara
HA PCHHAHBH.

Hazn 12 800 naumeHTH ca npoy4eHH B YSTHPH PAHIOMH3APAHH, KOHTPOJIHPAHHN KITHHUYHH
npoyusanus ¢asza III (Einstein DVT, Einstein PE, Einstein Extension 1 Einstein Choice) u
SONBAHMTEHO € NPOBEASH npeaBapuTenHO AedHHMpan cOopeH anayTH3 Ra Npoy4BadMsTa Einstein

DVT u Einstein PE. O6mara kOMOUHEP2HA TPOABIDKHTEHOCT HA JIEUCHHETO 332 BCHYKHM 1POYyIBaHMA
e 7o 21 mecera.

B npoyusanero Einstein DVT 3 449 naumenTn ¢ octpa JIBT ca npoyuens 3a neyenuero Ha J{BT u 3a
npodrnakThka Ha penuausupamy BT u BE (nanmentute cue caMnTomariieH BE ca H3KITIOMEHH OT
TOBA Npoy4BaHe). [IpoabipKHTeIHOCTTa Ha IeueHHeTo e 3, 6 WK 12 Mecella B 3aBHCHMOCT OT
KJIHHAYHATA NPSLICHKA Ha H3CIe0BaTeIs.

3a JICUCHHETO Mpe3 MbpBuTe 3 ceamMuim Ha octpa JIBT ca npunarann 15 mg pupapokcabaH jpa bTH
nHesHO. Cliel TOBa JISYEHHETO NMpoabDKana ¢ 20 mg pupapokcabaH €UH BT JHEBHO.

B npoyusaneto Einstein PE 4 832 naimentn ¢ octep PE ca npoyvuesn 3a severuero Ha BE 1 3a
npodunakTHka Ha penpmuerpanm JIBT i BE, TIpoasmxuTesHOCTTA Ha JieueHHETO € 3, 6 Win

12 Mecena B 3aBUCHMOCT OT KIIHHHYHATA MIPeLicHKa Ha H3CNe0BaTeIA.
3a reyeHHeTo Ha ocThp BE nmpes muperTe 3 cegmutiy ca npunarand 15 mg puBapokcaban as
AHeHO. Cnex ToBa JIeUeHHeTo mpoaskasa ¢ 20 mg pupapokcabaH eaMH BT AHEBHO.

H npu asere npoyusanua Einstein DVT u Einstein PE cpaBHHTEIHOTO JleueHHe BKIFOYBA
€HOKCaNapHH B NPOAB/DKEHME HA NOHE 5 NHH B KOMOHHAMs ¢ aHTArOHKCT Ha BUTAaMHH K
MOCTHIaHe Ha cTOHHOCT 2a PT/INR B TepanesraanuTe rpanuii (& 2,0). JleueHueTo nponk
aHTarOHHCT Ha BUTaMHH K, KaTo fo3aTa My € Takasa, 4e croiiHocTure 3a PT/INR ga ca B



TEepaneBTHUHMTE rpaHnuH ot 2,0 no 3,0.

B npoyusatero Einstein Extension 1 197 nauuentu ¢ JIBT wiu BE ca npoyueru 3a npodunakTHKa
Ha penuauBupaiy BT u bE. [Tpoas/KkuTeTHOCTTa Ha JiedeHHeTO 0OXBaHIa JOIBTHUTENHHA 6 Win
12 Mecena NpH NAUMEHTH, KOMTO Ca NPEMUHAIA KYpPC Ha JieueHne oT 6 10 12 MeceLia Ha BeHO3¢H
TpoMO0eMOOIH3BM B 3aBUCHMOCT OT KITHHHYHATA MpelieHKa Ha uacnenoparens. CpaBHABA ce
pHBapokcaban 20 mg BeIHEX JHERHO ¢ IWanedo.

I[Ipoyusaunsara Emnstein DVT, PE u Extension ¥3noi3ear eHH 4 CHHIHA NpeIBAPHTEIHO AePUHHPaHH
NBPBUYHM H BTOPHYHH PE3yJITaTH 3a ePHKacHoCcT. ITspeauBMAT pesynTar 3a epuKacHoOCT €
CHMIITOMATHYEH PEITHAHBHPALN BeHo3eH TpoMGoemMbonu3sM (BTE), nedurmpan kaTo ChCTaBeH OT
petumusupaina JIBT wm neranen win Heneranied BE. BTopH4HHAT pe3ynmaT 3a epHKacHOCT €

aedunrpa Kato chyeTanue or peuymubupaima JIBT, ueneranen BE ¥ CMEPTHOCT HE3aBHCHMO OT
NPHYUHATA.

B npoyusane Einstein Choice, 3 396 naumentu ¢ norsspaena cumnromatedsa JIBT w/wm BE, xouto
& 3aPbPIIIH 6 10 12-MeceyHO aHTHKOAryJIAHTHO JIEYCHHE, Ca MPOYUEHH 334 MPOdIIAKTHKA Ha
neraneH bE u Heeranam cumnromarvanu J[BT unu BE, [Maumenture ¢ nokaszaHue 3a
NPOAB/DKHTENHO aHTHKOAIYJIAHTHO JICYCHHE ¢ TEpPaTleBTHYHA /1032 Ca H3KIIOYCHH OT TPOYYBaHETO.
. I1pOABIKMTENTHOCTTA HA ICYEHHETO € A0 12 Mecena B 3aBHCHMOCT OT JaTara Ha HHAHBHIYAJTHOTO

paszommsnpane (Meawana: 351 num). Pusapokcaban 20 mg Beausx IreBHO K puBapokcaban 10 mg
BEIHBK JHCBHO Ca cpaBHEHH Che 100 mg aueTWwiCarHIiiIoBa KHCEIHHa BEAHEX NHEBHO.

[TepBHUHUAT Pe3yIITaT 32 ehHKACHOCT ¢ CUMITOMATHYCH PELIMIMBUPAIL Beno3eH TpoMOoeMOOnn3 LM
(BTE), nedpunupan kaTo cMecHiaTa oT peumauBupama JIBT wm neranen win HenetaneH bE.

B npoyusarero Einstein DVT (Bx. Tabnuma 6) ce nokasea, 4e puBapokcabaH e ¢ He No-Malka
edexTBHOCT OT eHoKcanapui/ABK 3a mppBuanHs pesysrar 3a edukacuoct (p <0,0001 (Tecr 3a He
no-Manka edexruBroct); HR: 0,680 (0,443-1,042), p = 0,076 (TecT 3a npeBB3XOACTBO)).
IIpeasapurenHo AepHHEMpaHa HETHA KIIMHHYHA 0133 (TbPBHYCH PE3YITAT 32 e(DHKACHOCT ILTIOC
KPBBOH3NHEBH) ce cpobmara ¢ HR 0,67 ((95% JIH: 0,47-0,95), nomunpanmua croiiHoct p = 0,027) B
nom3a Ha puBapokcabaH. INR croiiHocTHTE ca B TepanesTHUHHS nuana3oH cpenHo 60,3% or Bpemeto
IIPH CpeAHA MIPOTBDKATERHOCT Ha JieueHHeTO OT 189 nnu, H 55,4%, 60,1%, u 62,8% OT BpeMETO NpH
rPYNHTE ¢ NIIAHUPAHO JACYCHHE ¢ IPOJBDKHTENHOCT ChoTBETHO 3, 6 H 12 meceuia. B rpynara Ha
eHokcanapui/ABK Hama sicna Bpp3ka Mexury HHBOTO Ha cpeHoTo ueHTpasHo TTR (Bpeme B
taprered INR auanazon 2,0-3,0) mpu TepwidTe ¢ €ZHAKEB pazMep H YSCTOTATa Ha peLlIHAMBHPALIIHTE
BTE {p = 0,932 3a B3aumoneiicteue). B Hall-ropHUs TepTUII IO OTHOUIEHHE HA LIEHTHPA
Koeduimentsr Ha Prck (HR) npn pusapoxcaban cnpsmo Bapdapun e 0,69 (95% JIH: 0,35-1,35).

HecToTHTe 33 TEPBAYHNA pe3ynTat 3a Oe30nacHoCT {ToNneMi HITH KIMHAYHO 3HAYMMH HETOIEMH
KPBBOH3/IHBH), KAKTO H 32 BTOPHYHHMSA PE3YJITAT 3a 6e30MacCHOCT (TO/IEMH KPBBOM3IMBH), Ca CXOHH

3a ABETE TEPANeBTHIHH IPYTIA.
Tabnana 6: Pesyararn 3a epukxacroct B Gesonacuoct oT ¢pa3a 111 Einstein DVT
IIpoyusana nomyzanus 3 449 nanAeHTH ¢(HC CHMOTOMATHTHA O0CTPA
ABbADOKa BeRO3EA TPOMOO3a
Papapokcabag® Enoxcanapua/ABK®
/1033 B NpOILJUKATETHOCT HA NevedneTo| 3, 6 aan 12 Mecena 3, 6 ann 12 Mecena
N=1731 N=1718
CuMrrromMaTiueH peurausupain BTE* 36 51
(2,1%) (30%)
CumnrromMaTHueH peraHenpai BE 20 18
(1,2%) (1,0%) _
CHmrmoMaTHyHa pemiaueyapamma BT | 14 28 // &
(0,8%) (1,6%) [[
Cumrromaruuni BE u JIBT 1 \\ =
(0,1%) %




Jleranen BE/cMupT, npn KosTO He 4 6
MOXe 1a ce H3kmouH BE (0,2%) (0,3%)
FoneMy uny KIHHAYHO 3HAYMMM Heronemu | 139 138
KPbBOMAIIHMBH (8,1%) (8,1%)
I'oeMu xpBBOM3IHBH 14 20
(0,8%) (1,2%)
a) PupapokcadaH 15 mg ARa ITbTH AHEBHO 33 3 ceAMMIH, NOCAeRBaHo or 20 mg eAuH LT
IHEBHO
6) Enokcanapus 3a Haif-ManKo 5 AHH, 3acThIieH B nocaensald oT ABK

* p<0,0001 (ne no-manka edpuxacHOCT IO OTHOWIEHHE Ha npeaBapuTenHo onpenencH HR 2,0);

HR: 0,680 (0,443-1,042), p = 0,076 (ripeBB3X0OACTRO)

B npoy4sanero Einstein PE (see Table 7) (sx. Tabnuna 7) ¢ meMoHcTpupaHo, e paBapokcabaH e ¢
He No-MaJika epHKacHOCT oT eHokcanmapul/ABK 3a mypeuuHus pesyirrar 3a edukacHocT (p = 0,0026
(Tect 3a He mo-Manka epukacroct); HR: 1,123 (0,749-1,684)). [Ipenpapurento nedpuHUpaHaTa HeTHA
KIHHHYIHA 110132 (IIBPBHYCH Pe3yITaT 3a e(pHKacCHOCT IUTIOC roJieMH KPBBOHIMBH) ¢€ ChoOINaBa ¢
HR 0,849 ((95% AH: 0,633-1,139), nomMunanuHa p-ctoisocT p = 0,275). INR croitHocTHTE Ca B
TEPaNCBTHYHHA JHANIAa30H CpeaHO 63% OT BpeMETO NPH CpeAHa NPOXBKHTENHOCT Ha JICYEHHETO OT
215 nru u 57%, 62% 1 65% o1 BpeMeTO NpH rpynMTe ¢ WIAHHPAHO JAedeHHe C MPOABDKUTEAHOCT
CHOTBETHO 3, 6 H 12 mecena. B rpynara Ha eHokcanapui/ABK HiMa AcHA Bpb3Ka MEKIY HHBOTO Ha
cpeanoTo ueHTpaiHo TTR (Bpeme B Tapreren INR amanazon 2,0-3,0) npu TepupIUTe ¢ eIHAKHB
pa3mep H yecToTaTa Ha peupausupamgure BTE (p = 0,082 3a p3asMoneiicTBue). B Hal-ropHus
TEPLAJ IO OTHOMEHHE Ha LieHThpa Koeduiment Ha Puck (HR) npu pusapokcabal cipamo Bapgapus
¢ 0,642 (95% JIH: 0,277-1,484).

YecToTHTe 3a MBPBUYHEIA Pe3yNTaT 32 fe30nacHOCT (ToeMH WIH KIMHHYHO 3HAYAMMH HETONEMH
KPBBOMIMBH) €2 MAJKO [10-HHCKH B rpynarta Ha neuenue ¢ pusapoxcabad (10,3% (249/2412)) »
CpaBHEHHE C rpynara Ha nedeHume ¢ eHokcanapui/ABK (11,4% (274/2405)). YecroTaTa 3a BTOpHYHHA
pe3yJITar 3a 6e30macHocT (rofeMH KpBBOM3IHBH) € NI0-HHCKA B rpynara Ha pusapokcabau (1,1%

(26/2412)) B cpasHenue ¢ rpynara Ha eHokcanapu/ ABK (2,2% (52/2405)) ¢ HR 0,493 (95% [H:
0,308-0,789).

TaGannma 7: Pesyarara 3a edpukacnoct B Gezonacnoct o7 daza I Einstein PE

IIpoyaBana nionyanns 4 832 nauHEeHTH ¢ 0CTpa CHMITOMATHIHA BE
Pusapokcaban® Enoxcanapan/ABK®
J033 ¥ NPOALTKBTEAROCT Ha 3, 6 no1E 12 Mecena 3,6 Ban 12 Mecena
JedeHHETO N=2419 N=2413
CumMnromarydes penamnpupai] BTE* | 50 44
(2,1%) (1,8%)
CuMmnroMaTiieH penpaueapam BE | 23 20
(1,0%) (0,8%)
CuMIrroMaTH4Ha pelMaAHBHpama 18 17
JABT (0,7%) (0,7%)
Cumrrromatiiunu BE 1 JIBT 0 2
(<0,1%)
Jleranien bBE/cmupT, ipu koaTo e | 11 7
MOJKe 11a ce m3xmoun BE (0,5%) (0,3%)
I'onemMu Wi KIMHEYHO 3HAYHMH 249 274
HEroJIeMH KPbBOH3IHBH (10,3%) (11,4%)
['0NeMU KphBOMBITHBH 26 32
(1,1%) (2,2%)
a) PuBapoxcaban 15 mg npa reTH AHEBHO 3a 3 ceqMHIM, nociensano or 20 mg
THEBHO
6) EHOKcanapuH 3a Hall-Manko 5 nHH, 3acTeNeH H nocaensaH ot ABK

* p <0,0026 (#e no-manka eguracHOCT O OTHOIIEHHE HA MPEABAPHTEIHO O

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




[Iposenen e npeapapuTenHo aeduHupan 000OWIEH aHAH3 Ha pe3y/ITaTa oT npoy4BaHudTa Einstein
DVT u PE (Bx. Tabnuua 8).

Tabnana 8: Pesyarars 3a edukacHoct r Gezonacuoct ot cGopen amanns ua daza [ Einstein

DVT u Einstein PE
IIpoydyBaHa nonyianas 8§ 281 nansenTH ¢ ocTpn cimoroMaTRYaH JIBT nan bE
Pasapokcaban® Enoxcanapea/ABK®
Jo03a ¥ DPOALKHTENHOCT HA 3,6 nan 12 mecena 3, 6 uan 12 mecena
JeYCHHETO N=4150 N=4131
CuMnroMaTiueH perauBapay | 86 95
BTE* (2,1%) (2,3%)
CHMAOTOMaTHUYCH 43 38
peuHaHBHpain bE (1,0%) (0,9%)
CuMIOTOMaTHYHA 32 45
peumaueupaina /BT (0,8%) (1,1%)
Cumrrromariiusm BE u JIBT 1 2
(<0,1%) (<0,1%)
Jleranen bE/cmepr, npu kosTo | 15 13
He MOXe Aa ce M3noun BE (0,4%) (0,3%)
TlonemM# WM KIMHAYHO 3HaYMMH | 388 412
HETOJIEMH KPHLBOM3ITHBH (9,4%) (10,0%)
["'onemu KpLBOHINTHBH 40 72
(1,0%) (1,7%)

a) Pusapokcaban 15 mg 1Ba meTH JHEBHO 3a 3 CeAMHLM, NOcaeaBaHo oT 20 mg €AMH T AHEBHO
6) Esokcanapun 3a Haii-MaJIko 5 qHM, 3acTBNEH ¥ nocaensan or ABK

*  p<0,0001 (ne no-mManka eduKacHOCT MO OTHOMEHKHE Ha NpeaABapUTenHo onpenened HR or
1,75); HR: 0,886 (0,661-1,186)

Iipeasapurento repuHApaHaTa HETHA KNMHHYHA Nos3a (ITbPBHYEH pe3yTaT 3a ePHKACHOCT ILTIOC
roNeMH KPBBOW3IHBH) Ha cOoprus aHanus ce ¢crobmaea ¢ HR or 0,771 ((95% AH: 0,614-0,967),
HOMHMHaTHA p-cTo#HOoCT p = (,0244),

B npoyusanero Einstein Extension (sx. Tabnuna 9) pusapokcabaH npeps3xoxaa mranebo mno
OTHOLICHHE HA MLPBHYHHTE H BTOPHYHHUTE PE3YJITATH 32 ¢HPHKACHOCT. 32 ITLPBHYHHUSA PE3YIITAT 32
Oe3onacHOCT (TONIEMH KPBBOH3NMBH) C€ YCTAHOBABA HE3HAMHMO YHCICHO M0-BHCOKa 4eCTOTa NpH

. MAIMEHTATE Ha JICUEeHHe ¢ puBapokcadaHd 20 mg exuH bT Ha ZeH B CpaBHEHHeE ¢ IvTanedo.
BroprususT pesyarar 3a 6e30nacHOCT (ronemMu HAK KIHHHYHO 3HAYHMI HETONEMHE KPhHBOU3IHBH )
MOKa3Ba MO-BHCOKH YECTOTH MpY MALMCHTHTE, NTEKYBaHH ¢ puBapokcabas 20 mg eIHH BT JHEBHO, B
CpaBHEHHE ¢ ruianebo.

Tabauna 9: PesyaraTn 3a eduxacHoct H G6e3omacnocT or ¢asa I Einstein Extension

IIpoyusaHa nonyaanHs 1 197 nagneETR €32 HPOABL/DKAIH JIeYEHHETO H
OpOoPHIAKTHKATA 32 PpeRHIHBHPAN BEHO3EH
TpomboeMOoIH3ILM
PaBapokcaban® Hane6o
o038 B IpOALIAKHATETHOCT HA 6 min 12 Mecena 6 aam 12 Mecena
JeYenAeTo N =602 N =594
CHMITOMAaTHYEH PELUIHBUDALT 8
BTE* (1,3%)
CamnroMaTuyeH perpausupan BE
CHMIITOMaTHYHA peunauBApaing | 2
ABT (0,3%)
CuMnToMardyeH peHauBHpal; | 5
BTE* (0,8%)

CHMOTOMaTHYEH pellAMBHPAIIL




bE
CaMIrToMaTH9Ha peuHausupaing | 1 1
HABT
Jleranen BE/cMupT, ipu kosTo e | (0,2%) (0,2%)
MOKE Z1a ce H3Kmoul bE
["onemMu KPBBOMIIIMBY 4 0
(0,7%) (0,0%)
loneMu WK KIMHMYHO 3HAYHMM 32 7
HEroJ1eMH KPLBOHIJIHBH
(5,4%) (1,2%)

a) PupapokcabaH 20 mg eauu NET AHEBHO
*  p<0,0001 (npepwsaxoncteo), HR: 0,185 (0,087-0,393)

B npoyusanero Einstein Choice (Bx. Tabmuna 10) purapokcaban 20 mg n 10 mg npeps3xoxaar
100 mg aneTHnCanHIMNOBa KUCEAHHH N0 OTHOINEHHE HA ITEPBUYHMSA PE3YITaT 3a euKacHOCT.
OCHOBHMAT pe3yJITar 3a Oe3onacHoCcT (CHOMTHA Ha TOIAM KPBBOH3IIHB) € CXOAEH IPH NMAaLHEHTUTE,
nexypaHH ¢ puBapokcaban 20 mg u 10 mg BeHEX NHeBHO B cpaBHeHHe cbe 100 mg

AlCTRACATHITANIOBA KHUCCIIHHA.

Tabanna 10: Peaynrars 3a epuxacuoct B GesonacuocT or ¢asa III Einstein Choice

IIpoyuBana nonmy/aanus 3 396 nanEenTH CA NPOALOKAIE NPpOPHENAKTHKATS 34
pPenBEAHBHpAN BEHO3¢H TPoMO0eMbONAIBM
PasapoxcaGas 20 mg | Papapoxcaban 10 mg | ACK 100 mg
TepaneBTHE9Ha 2033 BeIHDLAK JHEBHO BeARDK JHEBHO BeAHBIK JHEBHO
N=1107 N=1127 N=1131
Meauana Ha 349 [189-362] auu 353 [190-362] nnu 350 [186-362]
NPOBDKHTETHOCTTA Ha ARH
NIEYEHHUETO [MHTEPKBApTHRCH
JAHANa3oH]
CrMIrroMaTHueH 17 (1,5%)* 13 (1,2%)** 50
peunausrpam BTE (4,4%)
CuMnroMaTiHIeH 6 6 19
permauBHpam BE (0,5%) (0,5%) (1,7%)
CuMITTOMaTHIHA 9 8 30
peunauBHpaia JIBT (0,8%) (0,7%) (2,7%)
Jleranen BE/cMepT, npH | 2 0 2
KOATO HE MOXKE Jia Ce (0,2%) (0,0%) (0,2%)
m3KmouH bE
CuMmrroMarayeH 19 18 56
peupaupHpaur BTE, (1,7%) (1,6%) (5,0%)
AH(papKT Ha MHOKapHa,
MHCYIIT WM CHCTEMHA
eMOonmns w3pbH 1THC
I'onemMu KpBBOMITHBH 6 5 3
(0,5%) (0,4%) (0,3%)
KnuHugHoO 3HAaUAMH 30 22 20
HEFOIEMH KPbBOW3ITHBY (2,7%) (2,0%) (1,8%)
CaMIIToMaTHyeH 23 17
peunaneupaiy BTE wiu (2,1%)" (1,5%)"
T'OJISM KPBBOU3NINB (HeTHa
KJIMHHYHA 1TO/34)
* p <0,001(mpeBn3xoncTBO) puBapokcaban 20 mg BeawbK AHCBHO cnpaMo AC

seaHEX AHeBHO; HR = 0,34 (0,20-0,59)

x* W

BeAHbAK AHeBHO; HR = 0,26 (0,14-0,47)

p <0,001 (npeBw3xoacTro) puBapokcaban 10 mg Beaqunx AHeBHO crpaMo AC




Pusapoxcabax 20 mg Beabx guesHo cnpamo ACK 100 mg Bequux aHeeHo; HR = 0,44
(0,27-0,71), p = 0,0009 (somMuHaIHa)
Purapokcaban 10 mg sexanxk nueeno cupsmo ACK 100 mg penunx anesno; HR = 0,32
(0,1840,55), p <0,0001 (noMHHANHA)

B noreinenne koM nporpamata EINSTEIN ¢asa I, e nposeneHo MpocnekTHBHO,
HEeHHTEPBEHIHOHAIHO, OTBOPEHO KOXOpTHO Mpoy4BaHe (XALIA) ¢ neHrpani3sHpaHa OlieHKa,
BruouBaio peupausupaiy BTE ronsmo kepeene u cmbpt. 5 142 naument ¢ octpa ABT ca
BKIIOUCHH 33 IpoyyYBaHe 6€30nacHOCTTAa Ha puBapokcabaH B JHATOCPOYEH TUIAH B CPaBHEHHE ChbC
CTAHAAPTHATA AHTHKOATyJIAHTHA Tepalns B KJIMHHYHATA NPAKTHKA.

CTOMHOCTHTE Ha rofiIMo KbpBeHe, perrueupalt BTE H BCHUKH CTyuaH Ha CMBPT 3a puBapokcabaH
ca 6mnn crorBeTHO 0,7%, 1,4% 1 0,5%. ChinecTBYBaT Pa3/IMKH B OCHOBHH XapaKTEPUCTHKH Ha
NAMESHTHTE, BXIIKOYMTENHO BB3pacT, pak ¥ Oubpeuno yepexaane. Manonsean e crpatupuimpan
aHa/I¥3 N0 NPCABAPHTENHO ONIPERE/IEHH CTOHHOCTH 32 IPYNHpaHe Ha H3MEPBAHUTE OCHOBHH
XapaXTCPHCTHKH, HO BRIIPEKH TOBA OCTAaBALIUTE OTKIOHEHHR MOXE A IOBJIAAAT HA PE3YNTATHUTE.
Kopurnpanure HR, cpasHgBamu pupapokcabaH H CTaHIAPTHO JICYCHHE, 32 FOTIAMO KbPBEHE,
peuauBupai BTE u BcHuku cniydau Ha cMbpT ca 6l cweotBeTHo 0,77 (95% JAH 0,40-1,50), 0,91
{95% AH 0,54-1,54) n 0,51 (95% Y 0,24-1,07). Te3u peaynrats npH NaupeHTH, KOUTO ca Ouwin
HaONMFOAABAHH ITPH PealTHH YCIOBHY, Ca B ChOTBETCTBHE ¢ YCTaHOBeHHME NpodHi Ha 6e30MacHOCT IpH
TOBA NMOKa3aHHE,

B neunTepBeHIMOHANHO NpOyYBane, Clic NOMyYaBaKe Ha paspelueHHe 3a yrotpeba, npy Moseye or
40 000 naumeHTH OT YeTHPH AbpxaBH Oe3 aHAMHE?] 33 paK, pHBapoKcalaH e IPeANnMCcaH 3a JeUeHHe
1iH npogunaxtuka Ha JIBT u BE. YecroraTa Ha cuOuTHa Ha 100 nauydeHTO-roHHH 34
CHMITTOMaTHYHH/KNHMHW4IHO w3gseHd BTE/rpomOoeMOonuuny cuOMTHS, BOJEITH A0 XOCTINTANM3AIMS,
Bapupar ot 0,64 (95% CI 0,40 — 0,97) 8 O6egunenoro kpancteo 1o 2,30 (95% CI 2,11 —2,51) 3a
I'epmanma. KbpBeHe, 10BeNO A0 XOCMHTANH3AIMA, € HACTHITHAO IIPH YecToTa Ha chOHTHA Ha 100
nammeHTo-roguam ot 0,31 (95% CI 0,23 - 0,42) 3a BrTpeuepento xnppene, 0,89 (95% C10,67 - 1,17)
33 CTOMAIIHO-YPEBHO KEpBeHE, (0,44 (95% C1 0,26 — (,74) 3a yporeHuranHo kepeene U 0,41 (95% CI
0,31 - 0,54) 3a opyro Keprete.

IlenuaTpiina nonynauus
Jleuenue na BTE u npogpunaxmuxa na peyuousu na BTE npu neduampuunu nayuenmu

O6mo 727 nena ¢ notespaeH octep BTE, ot xoHTo 528 nomyuwisn pusapokcaban, ca OpOy4eHH B 6
OTBOPCHH, MHOTOUCHTPOBH NEANATPWIHM NpoyuBankii. Jlo3HpOBKaTa, KOPHIRPAHA CIIOpEH TEAECHOTO
TETNO, [IPH NALUHEHTH OT paKAAHETO A0 Bh3pacT 104 18 roausH, € Xopesa Jo CKCIO3HIHA Ha
pHBapokcabaH, noxoOHa Ha HaOnroAaBaHAaTa NPH BE3pacTHH nampeHTH ¢ JIBT, nexyBaHu ¢
prBapokcaban 20 mg eaMH OBT AHEBHO, KAKTO € NOTBBPACHO B npoyusaHeTo ¢asa III (x. Touka 5.2).

lpoyusanero EINSTEIN Junior dasa 11l e panzoMusapano, akTHBHO KORTPOIHPAHO, OTBOPEHO,
MHOTOLICHTPOBO KIMHHYHO NMpoyupane npd 500 reiuatpuyHy NauMeHTH (Ha BB3PACT OT PAKIAHETO
a0 <18 roguuu) ¢ noTBspAcH ocTep BTE.

Hmano 276 neua Ha Bu3pact 12 go <18 rogunu, 101 gena Ha pp3pact 6 o <12 roauty, 69 Aeua Ha
BE3pacT 2 1o <6 rogdHu U 54 neua Ha BE3pact <2 rofgMHH,

Hupexcuusar BTE e knacuguimpan xato eano or cneauure: BTE BEB Bph3Ka ¢ lieHTpasieH BeHO3eH
kateTsp (IIBK-BTE; 90/335 nanpenTu B rpynara Ha pusapoxcaban, 37/165 naumeHTd B rpynara Ha
CPaBHHUTENHO NICYeHHE), liepelpaHa BeHO3Ha H clHycopa TpoMbo3a (IIBCT; 74/335 natueHTH B
rpynara Ha pHBapokcaban, 43/165 nauyeHTH B rpyInaTa Ha CpaBHHTEIHO JISUEHHEe) H BCUYKH JPYTH,
BxmouHTeNHO JIBT # BE (ne-1IBK-BTE; 171/335 nammenTs B rpynara Ha puapokcada, -
NalMeHTH B TPYIIaTa Ha CpaBHHTEIHO jieueHue). Hali-uecto npenc'raneﬂa'ra HHAEGKCHa Tp ) O

<12 roguHu # Ha BB3pacT 2 A0 <6 roaunu — [IBCT, croreeTHO npn 48 (47,5%) m 35
Aeua Ha BE3pacT <2 roauny - IIBK-BTE npa 37 (68,5%). He e uMano aena <6 mecerg
rpynara Ha pupapokcaban, 22 or naipenrure ¢ LIBCT ca umanmu nndexims xa LIHC
rpynara Ha puBapokcaban H 9 maipieHTH B rpyrnara Ha CPaBHHTENHO JISUCHHE).



BTE e npenusBuKaH 0T MOCTOAHHH, IPEXOHA WK M OT [BETE — MOCTOAHHI H APEXOAHH PHCKOBH
(paxTopu npu 438 (87,6%) mena.

[aiMeHTHTE ca NONYYWIH ITHPBOHAYUANHO NCYeHNEe ¢ TEPAaNeBTHYHM JO31 HeppaKMOHHPAH XenapHH
(HX®), xenapun ¢ HucKo MoneKyaHo terino (XHMT), wim ¢poHaanapuHykce 3a HAH-Manko 5 JHH H ca
pPaHAOMH3HpaHU 2:1 Na MoMyvaBaT WK A03H pHBAPOKCa0aH, KOPHIMPAHH CIIPSMO TEJIECHOTO TETIIO
WK CPABHUTCIIHK NCKAPCTBA B IPYIATa HA CpapHUTENHO Neuedne (xenapunan, ABK) 3a 3-Meceuen
NEPHOA Ha JedeHHe B OCHOBHOTO npoy4Bane (1 Mecen npu aeua <2 roaund ¢ [({IBK-BTE). B kpas Ha
MepHOAa Ha JICYCHHUE B OCHOBHOTO POYUBAHE AHATHOCTHMHOTO 00pasHO H3C/IeBaHe, HANPABEHO Ha
W3XOAHO HMBO, € HAIIPABEHO IIOBTOPHO, aKO € HM0 KITHHUYHO MPUIOKUMO. JieueHHeTO B
NPOYYBAHETO € MOKENO Aa OBie CNPAHO B TO3M MOMEHT WIH IO Npenenka Ha Macnenosarens na 6bae
npoasxeHo oburo 3a a0 12 mecena (npu gena <2 roausH ¢ LIBK-BTE — ao 3 mecena).

IILpBHYHMAT pe3yaTaT 3a epUKAacHOCT € cuMImoMaTiyeH perpnusupam BTE. [THpBHUHUAT pe3ynTat
3a De30MacHOCT € KOMOHHALMATA OT FOIAM KPBBOWIIHE H KIIMHHYHO 3HA9HM HE-TOIAM KPbBOH3/IUB
(K3HI'K). Benuks pesynratu 3a eukacHOCT H 6€30MacHOCT ¢a MPOBEPEHH W NOTEBPACHH LIEHTPAIHO
OT HE3aBHCHMA KOMHCH3, 3aciielleHa 3a ONpeeNeHoTo nedenne. Pesymrature 3a edHKacHOCT M
OesonacHocT ca mokazanu B Tabumuim 11 1 12 no-gony.

. Cp6urHi Ha perpausupam BTE ca Bp3HHKHANM B rpyniaTa Ha JedeHHe ¢ pupapokcabas npu 4 or 335
NalMeHTH H B IPYyNAaTa Ha CPAaBHHTENHO JieueHue npH 5 or 165 maumenTi. KombuHamara oT ronsaM
kpbBou3NHE H K3HI'K e noxknaneana npu 10 ot 329 naurenTn (3%), 1exyBaHn ¢ puBapokcabaH H NpH
3 ot 162 naumentH (1,9%), nexyBanm cbc cpaBHUTEIHHA MpoayKT. HeTHa knusmvEa nonsa
(cumMrrromaTHueH peupauBHpail BTE mmnoc ¢hOHTHA Ha FONisM KPHBOH3/IHB) € ch00INeHa B rpynara
Ha NieveHue ¢ puBapokcaban npy 4 ot 335 naumeHTH ¥ B Ipynara Ha CPABHHTEIHO ICUCHHE TPH 7 OT
165 nanmenTd. Hopmanuzupase Ha TpoMOOTHYHOTO 00peMensBaHe IPH JIOBTOPHOTO 00pasHo
H3CJIeABaHe € Bb3HUKHANO rpH 128 ot 335 nanpenTn Ha nevyenue ¢ puBapokcabad M mpu 43 ot 165
NAIHEHTH B PYNaTa HA CPABHUTENHO JIeueHHe. Te3H HaXOOKH KaTo L4Ao ¢a noxoOHH cpef
BE3pacTOBHTE IpynH. B rpynara Ha pusapokcabaH € umaino 119 (36,2%) nena ¢ HIKAKBO KbPBEHE,
BBE3HMKHAJO TIPH JICHEHHETO, a B IpyNiara HA CPABHUTENHO NeUeHHe € uMano 45 (27,8%) peua.

Tabnana 11: Peayarara 3a epHKACHOCT B KpaS Ha OCHOBHHS HEPHO] HA JeueAHe

CromTHE Parapokcadan CpaBaETe]IeH BPOAYKT
N = 335* N =165*
Peipimeyupam BTE (neperuen 4 3
PE3YNITAT 33 eDUKACHOCT) (1,2%, 95% A 0,4% — (3,0%, 95% I 1,2%—
3,0%) 6,6%)
Kom0#HauHg; CHMNTOMATHYEH 5 6
permausnpas BTE + acummmromarinmo | (1,5%, 95% JIM 0,6% — (3,6%, 95% N 1,6%—
BJIOIIABAHE IPH OBTOPHOTO obpasno | 3,4%) 7,6%)
H3CHE/IBaHE
KombGanausa: cumoroMaTudeH 21 19
pemmnuBupai; BTE + acimoroMariuHe | (6,3%, 95% JIH 4,0% — (11,5%, 95% U 7,3%—
BloLiaBaxe + 0e3 NpoMsaHa NpH 9,2%) 17,4%)
HOBTOPHOTO 00pa3HO H3CIEABAHE
Hopmaitusupane npu DOBTOPHOTO 128 43
00pa3HO H3CHEABAHE (38,2%, 95% JiH1 33,0%— (26,1%, 95% M 19,8%
43,5%) 33,0%)
KoMbOuHamg: CHMITOMAaTHYIECH 4 7
peraveupaiy BTE + ronsam (1,2%, 95% JIH 0,4%— (4,2%, 95% JTH 2.0%
KPBLBOH3/IMB (HETHA KJIMHHYHA 110J13a) 3,0%) 8,4%) /_: ALY
JleraneH wm HeneraneH Oenoapoben 1 1 Aty
eMGOH3BM (0,3%, 95% JIH 0,0% — (0,6%, 95%¢ RY0 SR> X4
1,6%) 31%) || S [efe
* FAS= menien HaGop 3a ananus (full analysis set), Bewikd aena, KouTo ca 6Han @
BN
S




Tabarna 12: PesynaraThn 32 6€300aCHOCT B Kpas B3 OCHORHHAMH MEPHOS HA JICYCHHE

PuBapoxcatan CpaBHHETEIEH NPOIYKT
N =329* N=162*
KomOunaimsa: roysm 10 3
kpsBoranHB + K3HI'K (3,0%, 95% AN 1,6%5,5%) {(1,9%, 95% O 0,5%—5,3%)
(mbpBHYEH pe3ynTar 3a
6e30nacHOCT)
['onsM KPBEBOH3IMB 0 2
(0,0%, 95% TN 0,0%—1,1%) (1,2%, 95% U 0,2%4,3%)
HskakBo KbpBeHe, Bb3nukuano | 119 (36,2%) 45 (27,8%)
DM JIEYCHHETO

* SAF= Ha6op 3a ananms Ha GesonacHocTtra (safety analysis set), BcHaxm neia, KouTo ca Gwin
PaHEOMHM3HPAHH ¥ Ca NONYHHIH Half-Manko 1 033 OT H3NHTBaHHA JIEKAPCTBEH MPOAYKT

[IpodmnbT Ha edukacHOCT M GesonacHocT Ha puBapokcabaH € B rosaMa creneH nopobeH Mexay
neauarpuuHata nonynamya ¢ BTE u Bb3pacthara nonynauus ¢ JIBT/BE, penpexkn ToBa, ACTBT Ha
Y4aCTHHLIMTE C HAKAKBO KbPBEHE ¢ NMO-BHCOK B NeauarpHyHara nomyaaius ¢ BTE B cpaBhense ¢

BB3pacTHaTa nomynauua ¢ JABT/BE.
[laneHTH ¢ BHCOKOPHCKOR HHOTIO3HTHBEH aHTHOOCHON eH C M

B cnoncopupano OT H3CREAOBATEN, PAHAOMHIHPAHO, OTBOPEHO MHOIOLIEHTPOBO NPOYYBAHE CHC
3aCJIeNeHa OLICHKa Ha KpaliHHTe TOYKH, puBapokcaban e CpaBHEH ¢ BapdapHH NpU NalIMEHTH C
aHaMHesa 3a Tpom003a, THATHOCTUIMPAHH ¢ aHTUGOCHOTHIMACH CHHAPOM ¥ ¢ BHCOK PHCK OT
TpoMOoeMboIHUHH CEOHTHA (TOTOKHATENHY NpH BewaxuTe 3 anTH(hochOMHITHIHM TeCTa: TyyCceH
AHTHKOAryJIaHT, aHTHKAPAMOJTHIIHHOBH aHTHTea H aHTHTeNa cpenly Oera-2-rnmvkonpoTreHH 1).
IlpoyuBaHeTOo € IpeKpaTeHo NpeKASBPEMEHHO Clie]] BIIOUBaHeTo Ha 120 naimeHTH HOpaaH TBBPAE
MHOTrO CHOMTHS Cpe/| NalMeHTHTE B TPyIIaTa Ha pHBapokcaban. CpeiHoTo mpocieassane e 569 AHH.
59 naieHTH ca paHIOMH3MPaHH Ha pHBapokcaban 20 mg (15 mg 3a nawkMenTH C KPEATHHHHOB
KHpBHC (CrCl) <50 ml/min) u 61 na Bapdapun (INR 2,0-3,0). TpomGoeMOOoRHUHH CHOUTHA Ce
nposeaBaT npu 12% OT DaIMEeHTUTE, PAHAOMH3HPAHH Ha puBapokcabaH (4 HCXeMUIHN MHCYIITA H 3
MHOKapIHH uH$apKkTa). He ca cro0imasanu ¢cp0HTHS NTpH NANKEHTH, PAHAOMH3HPAaHH Ha BapapyH.
MacuBgEO KppBeHe ce HaGmozaapa npu 4-Ma manuenTH (7%) OT rpynara Ha pUBapokcabaH H npy 2-Ma
naumeHTH (3%) 0T rpynara Ha Bapdapu.

IleqnaTpydHa nonyJaaums
I Epponeiickara areHupma 1o JieKapcrsaTa ocBo60XKAaBa OT 3aBIDKEHHETO 32 NpeaOCTaBIHE Ha

PE3YNTATHTE OT NPOYIBAHMATA ¢ peEePEeHTHHA JICKAPCTBEH NPOAYKT, CHABPKAIL pUBapOKCcabaH BLB
BCHYKM HOAIPYIM Ha NCOHATpHYHATa NONyaalHa MpH npodunakTiKa Ha TpoMboeMOoTHYHH CHOUTHS
(BX. Touka 4.2 3a uHdopmMars orHOCHO ynoTpeba B NeaHaTpUsITa).

3.2 PapMAKOKHHEeTHYHH CBOliCcTBa

A6copbima

Crneapamara nHpopMaLus € 6a3Hpana Ha JaHHH, NOTyYeHH IIPH BB3PACTHH.

Pusapokcaban ce abcopbupa 65p30, xaTto MakciManuuTe KOHIEHTPAME (Cmax) C€ OCTHTAT 2-4 Yaca

cien npyeMa Ha TabreTkara.

Ilepopannara abGcopOimis Ha puBapokcabaH € MOYTH MLTHA H NEPOpaIHaTa SHOHATHYHOCT € BUCOKA
(80-100%) 3a no3a o1 2,5 mg u 10 mg, npuera KaTo TabneTka, He33BHCHMO JAIH IPHEMET € Ha

r1ajHoO WiH cien XxpaHene. [lpHemsT Ha puBapokcaban ¢ xpaHa re noBnHABA AUC HiH Crax NpH

nosure 2,5 mg 1 10 mg.

Hopanu HamasieHa cTeneH Ha abcopOima e onpeneieHa nepopanHa SHoHAMMIHOCT 0T 66%PAE WA M0
Tabnerka 20 mg npuera Ha rnazxso. [Tpu npuem Ha TaGreTku puBapokcaGan 20 mg ¢ P /kf{o
HaOmopasaT nosminenus Ha cpeatata AUC ¢ 39% B cpaBHeHMe ¢ PHEM Ha TabneTk! ‘f: _ :
KOETO FOBOPH 3a NIOYTH ITeIHA abcopOuus 1 BUCOKA NepopaiiHa GHOHATHIHOCT. PuBappi@ @it dpee;
u 20 mg Tpa6pa na ce npweMa ¢ Xpaua (B, Touka 4.2). \ % RN Tk
DapMakOKHHETHKATA Ha pHBApOKCabaH e NOYTH JNHHEHHA 10 OKONO 15 mg efuH mbT HSgNPHEF"




npueM Ha rnaaxo. Cren npueM Ha XpaHa pupapokcaGas 10 mg, 15 mg u 20 mg TabneTky noxkasea
NPOTIOPLIHOHAJTHOCT Ha J03aTa. IIpH no-pHCOKH 103H pHBapokcabaH moxa3pa OrpaHHIeHa OT
pa3TBOpHMOCTTA a0copOKa ¢ HaManeHa GUOHATHUHOCT ¥ HAMANABANCS HA CTeneHTa Ha adcopSuusTa
NpH MOBHINABAaHE Ha 03aTa.

PapMaKOKMHETHYHATa BapHaOWIHOCT Ha puBapokcadad € yMepeHa ¢ BapupaHe MeXJTy OTJEITHHTE
naumeHTH (CV%) B HHTepBana ot 30% no 40%.

A6copbuusTa Ha puBapoKcabaH 3aBHCH OT MACTOTO Ha HEFrOBOTO OCBOOOKIaBAHE B CTOMAIIIHO-
ypepnus Tpakr. Crob1asa ce 3a 29% u 56% Hamanernie Ha AUC H Cpax B cpaBHEHHE ¢ Tabnerka,
KOraTo rpaHynat pHBapokcadaH ce 0cB000KIaBa B MPOKCHMATHHTE OTACIH Ha TBHKUTE YEPBa.
ExcriosHisTa ce HaManiBa JOMBIHHTEHO, KOraTo pUBapokcabaH ce 0CBODOXKIABA B AMCTAIHHTE
OTHENH Ha ThHKHTE YEPBA HIIH BEB BB3X0AAIIOTO Acbeno depro. [To Tasu npudiHa TpsaOBa na ce
M30AIBa MPIIOKECHHUETO Ha pUBAPOKCabaH AHCTANMHO OT CTOMAXa, Thil KATO TOB& MOXKE Ja JOBERE 1O
HamaieHa abcopOums ¥ CHLOTBETHO CBBpP3aHa €KCIO3HIMSA Ha pHBApoOKcabaH.

buonanuunocTTa (AUC H Chgx) € O1na cpasaama npy 20 mg puBapokcabah, MpIoKeH NEpopaino
KaTo pasTpoueHa tabneTka, pazMeceHa B SOWIKOBO IMOpe, HIH CYCIICHAHPaHa BHB BOAA U IPHIOKEHA
pe3 CTOMAIHA COMJa, MOCHeNBAHO OT TeUHa XpaHa, B CpaBHEHHE ¢ usnara rabnerka. Karo ce uma
MpeABHA NPSBANNMMUA, TPONOPUMOHANEH Ha A03aTa PpapMaKOKMHEeTHIEH Npodun Ha puBapoxcaba,
pe3yATaTHTE 3a OHOHATHYHOCTTA OT TOBA MPOYYBAHE BEPOSTHO Ca MPHJIOKHMH 33 NOHIKABAHE Ha
JA03HUTE Ha pHBapokcabaH.

[lenuaTpUdHa MOMYJIAIHA

Jenata ca noxyunis pusapokcabaH TabneTka WM nepopaiHa CyCIICH3H 10 BpeMe Ha I
HENOCPEACTBEHO CNIEll XpaHEeHe M IIPHEM Ha XpaHa M ¢ oOuuaiina mopuusa Te4HOCT, 34 Ja ce
rapaHTHpa HaaeXAHO JO3HpaHe NpH Aeua. Kakro npy Bp3pacTHATE, puBapokcabaH ce abcopbupa
BSJHAra CJIefl NCpOPATHO NPHIOXKEHHKE oA dopmara Ha TabneTka WIM rpaHyIH 3a NepopaiHa
cycneHsud npu aetiata. He e Habmonasaka pasinka HUTO B CKOPOCTTA, HHTO B CTENECHTA Ha
abcopbumus Mexy nexapcTeernTe Gpopmu TableTka H rpaHy/H 38 NEPOpAIHa cycneH3us. Jluncear
@K f2HHH e HHTPABEHO3HO NPHIOXKEHUE MPH elia, Taka ye abcomoTHara GHOHAMYHOCT Ha
puBapokcaban npH nelia € HeH3BECTHA. Y CTaHOBEHO € HaMalfABaHe Ha OTHOCHTETHATa OHOHANMYHOCT
TIpH [IOBHMIIABAINM ¢e N03H (B mg/Kg TenecHO TETII0), Mpeanonaramo orpaHYeHHs Ha abcopbuuara
IPU MO-BHCOKM J03H, AOPH GPH NPHEM 32€0HO C XPana.

Tabnerxure Kcumrree 15 mg Tpsbpa na ce mpreMart npu XpaHeHe WM ¢ XpaHa (Bx. To4Ka 4.2).

Pasnpenenexue
CBBp3BaHeTO C MAa3MEHHTE IPOTCHHN NPH BB3PACTHH € BUCOKO, 0K0JI0 92% no 95%, karo

CEPYMHHAT anOyMHMH € OCHOBHATA CBbp3Baiua ¢pakuug. OOeMbT Ha pasnpenesieHHe € YMepeH ¢ Vi;
npubnauzuTento 50 nurpa.

Ileduampuvuna nonyaayus

JIMIICBAT NaHHM 33 CBBEP3BAHETO HA PHBApOKcabaH ¢ miiasMEeHHTE MPOTSHHH, cnelHdHINH 32 AcLA.
Jluncpat ©K naHnu ciies HHTpaBeHO3HO NPWIOKEHHE Ha puBapokcabad npy jAena. ObeMbT Ha
paznpeacaeHde B CTAHOHAPHO CHCTOAHME ( Vss), M39HMCISH Upe3 monynalHoHHo DK Moaenupane npH
aenia (Bu3pactros guanaszol 0 no <18 roguHK) caen nepopanso MpHIoKeHHe HAa puBapokcabaH, 3aBHCH
OT TEJIECHOTO TEIIIO H MOXe Jia ObjAe ONHKCAH ¢ aloMeTpHYHa JYHKIHA, B¢ cpeaHa croiHocT 113 L
npd AMLA ¢ Tenecyo terno 82,8 kg

buorpancdopmais ¥ eTHMHEHUpaHE
[Ipu BB3pacTHH, 0X0N0 2/3 0T MpHIOKeHaTA 1033 puBapokcabaH ce moA/Iara Ha MeTabOJIHTHO
pasrpaxzaHe, cjie/l KOeTo NOJIOBHHATA ¢ SNHMHHMpa npe3 OB0peuuTe, a ApyraTa NoNnoBHHA — ¢
¢pexamiure. IlocnenHara 1/3 or mpunoxenara A03a ce HATHYBA 4Ype3 AHPEKTHA 61Opeuna ¢ue ST 5
KATO HETIPOMEHEHO aKTHBHO BEIECTBO B yPHHATA, FIABHO Ipe3 akTuBHA Gh0peuHa cekpealis ”efgo
Pusapokcaban ce MeTaGonisupa upes CYP3A4, CYP2I2 n CYP-He3aBHCHMH MeX: i/ T
PasrpaxzaHeTo ypes OKHCIeHHE Ha MOpBONHHOHOBHS PafHKaJl H XHAPONH3aTa Ha & #" g
ca OCHOBHHMTE npoieck Ha OuoTpanchopmarma. OT in vitro H3caeaBaHNS € H3BECTHO, & {
puBapokcabaH ¢ cyOCTpaTt Ha TpaHCIOpTHHTE NpoTerHn P-gp (P-rimkonporenn) 1 Baspfimpdgesesie. & /;
PE3NCTEHTHOCT Ha PaK Ha I'bpJiaTa). NE & /
- A
HenpoMenennsT pusapokcabaH ¢ Haii-BaXXHHAT KOMIIOHEHT B YOBEIIKATA fUIa3Ma, Ge3 n&w
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OCHOBHH HMJTH aKTHBHH LMpKyIHpauts Metabonuti. Che cHcTeMeH KimphHE okono 10 /h
puBapokcaban Moxe Ja ce KiacH(GHULHpa KaTo BEHIECTBO ¢ HUCHK KIHPBHC, Cliell HHTPaBEeHO3HO
NPHIOKCHHME Ha A03a OT 1 mg eTHMUHAIIHOHHHMAT NOYXKHBOT € OKOTI0 4,5 yaca. Cien nepopanHo
NPRIICKEHUE ETHMHHHPAHETO CTABa JIAMHTHPAHO OT cTenieHTa Ha abcopbumsa. EmuMunmpanero Ha
pHBapoKcabaH OT IWIa3MaTa HACTHIIBA ¢ TEPMHHAJIEH TIONYXHMBOT OT 5 0 9 yaca NpH MiIaad
MHAHBHIH H 0T 11 no 13 yaca npyu naleHTH B cTapyecKa Bh3pacT.

leouampuuna nonynayun

Jlunceat gaHHM 32 MeTabonH3Ma, cemduynm 3a gena. Jluncear ©K gaHBH c/iel HHTPaBEHO3HO
npuioXkKeHHe Ha puBapokcaban npu mena. Kmupeucet (CL), M3uncieH upes noayaaqHorHo OK
MOJienupane npH Aeua (53pacroB auanazoH O Ao <18 roauss) cien nepopaiHo MPHIIOKEHHE Ha
pHBapOKcalaH, 3aBHCH OT TEJIECHOTO TErI0 H MOXKe Ja Gb/ie ONMUCaH ¢ anoMeTpu4Ha QyHKIMS, CBC
cpenHa cTOMHOCT § /4ac 3a muue ¢ TenecHo Terno 82,8 kg. Cpeannre reOMeTpHYHYM CTOKBOCTH 33
NOMYXWBOTA HA JHCIIOZHMIMA (112), M3UHCICHHA Ype3 nomyaanMoHHO DK Monenspane, HaMangasar ¢
HaMaJIiBaHeTO Ha BB3pacTTa B BapupaT OT 4,2 Yaca npH IOHOUIM J0 NMPHOIW3HATEHO 3 Yaca npH Jeua
Ha BB3pacT 2-12 roguny ¥ ce noHwkaear 40 1,9 1 1,6 waca, COTBETHO NPH Aelia Ha BB3pacT 0.5—
<2 roflHHH ¥ no-Manku ot 0,5 rogunwu,

CnetnanHy nOnyJaiuH
Hon

I1pu BBE3pacTHH, He €a YCTAHOBCHH KJIMHMYHO 3HAYHMH Pa3/IMKH BBB dapMaKOKHHETHKATa K
papmaxoaHEamMuKaTa MEXKAY TTALHEHTH OT MBXKH H XKeHCKH Mo, EIH eKkcIutopaTopeH aHa/IN3 HE
NOKA3Ba 3HAYHMH pa3jIiYHA B €KCIIO3HIMATE HAa PHBapoKcadaH MEXKIY Aela OT MBXKH H XKEHCKH ITOJL.

Cmapuecka ev3pacm

IlauHeHTHTE B CTapuecka BE3PACT MOKA3BAT NO-BHCOKH IUIA3MEHH KOHIICHTPAlHH B CPaBHEHHE C I10-
MITaAHTE NALMEHTH Ch¢ cpeaHu croknocT Ha AUC okono 1,5 IBTH NO-BHCOKH, OCHOBHO Mopany
HaMaJieHHA (nMpuUBHAeH) o0 1 6pOpeven wiMpbHC. He ce Hanara xopekims Ha 703aTa.

Pazmuinu kamezopuu 8 3GBUCUMOCITT O MEZROMNO

I1p# BBE3pacTHH, NPEKOMEPHH OTKIIOHEHHS B TenecHoTo Tero (<50 kg unu >120 kg) uMar camo
MAaJIKO BINAHKE BBPXY IU1a3MEHHMTE KOHILICHTpalHK Ha puBapokcadan (rmo-manxo or 25%). He ce
Hanara KOPeKijMA Ha A03aTta.

Ilpu nena, puBapokcaban ce fo3upa Ha §a3aTa Ha TeRECHOTO Tem1o. EMUH excriopaTtopes aHajin3 He
NOKa3Ba 3HAUMMO BIIHAHHE Ha OOHOPMEHOTO TETTIO WM 3aTIBCTABAHETO BHPXY CKCNO3HULMATA HA
pHBapoKcadaH npH gena.

Meacdyemnuuecku pazauuus

IIpu BB3pacTHH, HE ca YCTAHOBEHH KIMHHYHO 3HAYHMH MeX/yeTHHYECKH palIdvHA NPH NalHeHTH OT
€BpONCHAHATE, a(Ppo-aMepHKAHCKATA, JATHHOAMEPHKAHCKATA, ATIOHCKATA U KuTaficKaTa rpyIH no
OTHOWIECHHE Ha PapMaKOKHHETHKATa i (apMaKOAHHAMHKATA Ha pHBapoKcabaH.

EnuH eKCILIOpaTOpeH aHAM3 HE TOKA3Ba 3HAUMHMH MEeXIyCSTHHUYECKH pazinuusg B SKCTIOIHLIMATA Ha
pHBapoKCcabaH NpH Aeua oT ANOHCKATa, KUTAlickaTa M a3uaTcKaTta rpynH u3snH SInorus u Kuraii B
CpaBHEHHE CHC CHOTBETHATA 00IIa neHATPHYHA NOMyNatHs

Ueproopobro yepexcoane

BrapacTHH DalMeHTH ¢ LIHPO3a H JieKa CTeNeH Ha uepHoApoOHO yBpexaane (xnac A no Child Pugh)
MPOsABABAT CAMO MHUHHMAIHH IPOMEHH BHB ¢apMakoKHHeTHKaTa (cpeaHo 1,2 mbTH MOBMLICHHE HA
AUC Ha puBapokcabaH), KOETo € NI0YTH CpaBHHMO ChC CHLOTBETHATA HM KOHTpOMHA IpyIa 3
HHIUBUIH. IIpH naiMenTH ¢ LMpo3a M yMepeHa creneH Ha 4epHoApOoOHO yBpexaaHe (K1a
Child Pugh), cpeanara AUC na puapokcabaH e 3HaunTeIHO NoBHIIEHA (2,3 METH) B Cp
sapaee aobposomu. AUC Ha Hecsup3aHara ¢pakuya ce nopHinasa 2,6 neTH. IIpH Tesu
HMa M HaMalleHo Ou0peuno enMMHANMpaKe Ha puBapokcabaH, nol06HO Ha TOBa NPH I
yMepeEHa CTeneH Ha Ou6peyHo yepexgaHe. HaMa 1aHHH OT NALHEHTH C T€XKa CTETIeH H
YepHOJPOOHO YBpEXKAaHE. K
UrxubupaneTo na akTHBHOCTTA Ha akTop Xa IpH NALHMEHTH C YMEPEHa CTENSH Ha qepuoxrpo@zsm h;& /

--s-.",; st




YBpeXKIaHe € [OBHINEeHO 2,6 ThTH B CPABHEHHE ChC 3ApaBu noOposomy; PT ¢hlI0 € YARDKEHO —
2,1 eTH. [TaueHTHTE ¢ YMEpEHa cTeneH Ha 4epHOaPOOHO YBpEXAaHe Ca Mo-9yBCTBHTENHH KbM
pHBapokcaban, koeTo Boau Ao o-cTpsMHO PK/PD choTHOmICHHE MEXY KOHIICHTpaLuaTa i PT.
Kcunree e npoTHBonoxasaH NpH naumMeHTH ¢ yepHonpobHo 3200ngasaHe, CBBpP3aHO € KOaryJonaTis u
KITHHHIHO 3HA4YMM PHCK OT KBPBEHE, BKIIFOUHTENHO naiumeHTH ¢ tpposa ¢ Child Pugh B u C (ax.
TouKa 4.3).

JIMFICBAT KTHHHYHK JaHHH NPH Jela ¢ 4YepHoApoOHO yBpexkaane.

Bwbpeuno yepexcoane

I1pu pB3pacTHH ce HaOmoAaRa yBeIHUYEHHE HA €KCIIOZHIIHATA Ha pHBapoKcadaH YCHOPEAHO ¢
HaMajsBaHe Ha ObOpeunaTa GpyHKIHA, HIMEPEHA Ype3 KPeaTHHHHOBUSA KIMPBHC. [lpH HHAHBHAN C
neka (KpeaTHHHHOB KHpBsHCE 50-80 ml/min), ymepeHa (kpearnuuuaoB KIHpEHC 30—49 ml/min) u
TeXKa {(KpeaTHHHHOB KIHPBHC 1529 ml/min) crened Ha 6EOpEYHO YBPEIKAAHE IUIA3MEHHTE
KOHIEHTpalHK Ha pusapokcaban (AUC) ca cvorBetHo 1,4; 1,5 H 1,6 bTH N0-BUCOKH. CHOTBETHOTO
3acHIBaHe Ha apMakoHHaAMIMHMTE ed)eKTH € Mo-H3paseHo. IIpu HHAKBHAH C JTeKa, yMepeHa U
TEIKKA CTENEH Ha 6B6pedHo yBpekaaHe IIOCTHOTO HHXHOMpPaHe Ha aKTHBHOCTTA Ha (akTop Xa €
CBOTBETHO 1,5; 1,9 1 2,0 mbTi no-cunHo B cpaBHeHMe ¢be 3aApaBH AoOporonuH; PT ¢bilo € yABDKEHO
—~ ChOTBETHO 1,3; 2,2 u 2,4 mvti. Hama nasHH OT NanHeHTH ¢ KPeaTHHHHOB KIHPBHC <15 ml/min.
Ilopagn BHCOKATa CTENCH HAa CBBP3BAHE ¢ A3MEHWTE NPOTEHHH HE C¢ OUaxea puBapoxcaban ga
Moxke f1a 6be oTnesieH Ype3 AManu3a.

He ce npenoprusa ynorpeta npH NaiMedTH ¢ KPeaTHHHHOB KIHPBHC <15 ml/min. Kewrrec Tpabsa
Jia Ce M3MOJI3Ba BHHMATE/THO NPH NMALMEHTH ¢ KPEAaTHHMHOB KIHPBHC 1529 ml/min (Bx. Touka 4.4).
JIuncBaT KIHHMYHH laHHH NPH Je1ia Ha | FOAMHA WIH 1I0-TOJIEMH ¢ YMEPeHa Wi TEXKKa CTETeH Ha
666peuHo yBpexknaHe (CKOPOCT Ha riioMepy/iHa ¢urpanis <50 ml/min/1,73 m?).

DapMaKOKHHETHYHH JaHHU NTPH MAUHEHTH

IlpH nauHeHTH, MoMy4apaliy pruEapokcaban 3a ieueHne Ha oCTpa AIOOKa BeHO3Ha Tpombo3a ([IBT)
20 mg eAuH BT AHEBHO, CPeTHATa reOMETPHYHA KoHeHTpaunsa (90% nporxnoseH HHTEpBan) 2

4 yaca H OKoJO 24 qaca cien npueM Ha Ao3a (IPHONU3KTENHO TIPEACTARISIBALIM MAKCHMA/IHATA U

MHHHMAHATa KOHUCHTPAUMH Npe3 BpeMe Ha A030BHA MHTEPBaJl) € ChoTBeTHO 215 (22-535) u 32 (6—
239) meg/l.

IIps neauarpiyusE naumeHTH ¢ octhp BTE, nony4apainu pusapokcabaH npu a03a, KOPpHrHpaHa
CNpAMO TEAECHOTO TETJIO, BOJAEHIA O €KCIIO3HIIHA, ITOA0OHA HA Ta3H NPH BH3paCTHH NALIHEHTH C
JABT, noxy4yapamuu aHesHa Ao3a 20 mg egAH ITBT AHEBHO, CpeIHATA FEOMETPHYHA CTOHHOCT Ha
KOHIICHTpalwm#Te (MHTepBai 90%), noMyyveHH NpH BpeMeBHTE HHTEPBATH Ha B3eMaHe Ha pobure,
TIpeNCTABNABAIIH NPUONHIUTENHO MAKCHMATHATE H MEHHMAJIHHTE KORIIEHTpAlMH 10 BPeMe Ha
AO30BHA HHTEpBa, ca 0600mmeny B Tabnuna 13,

Ta6aana 13: O606mena cTaTECTHKA (CpeAHA reoMeTpHINA cTOHEOCT (90% HETEepBaJ)) Ha
IIA3MEHHTE KOHNERTPANHE HA PHBAPOKCA0aH B CTAHOHAPHO cheTogaBe (mcg/l) caopen
_PeKHMA Ha A03EPaEe H BL3PACTTA

BpemeBn

RHTEPBAIH

od N 12— N |6~
<18 roannn <12 rogBEHH

2,544qaca | 171 | 2415 24 | 2297

cnen (105-484) (91,5-777)

[IPUAATaHE

20-24 4aca | 151 | 20,6 24 {159

ches (5,69-66,5) (3,42-45.5)

IpMJIaraHe

bid N 6— N [2—<6roamam | N | 0,5
<12 ropnEHn <2 roAHHH

25-44q9aca | 36 145,4 38 {171,8 2 n.c.

cnen (46,0-343) (70,7438)

npuviarase




10-164qaca | 33 | 26,0 37 | 22,2 3 10,7
chen {7,99-94,9) (0,25-127) {(n.c.-n.c.)
DHIIaraHe

tid N 2-<6romaan | N | ot N |05<2 N jor
paxaameTo <- roJAHH PAKIRHETO ~
2 rOABHHA <0,5 rogann

0,5-3vaca |5 164,7 25 1111,2(229- |13 1143 12 | 108,0

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

MPHIATAHE

7-8 yaca 5 33,2 (18,7- 23 | 18,7 12 | 21,4 11 | 16,1

caen 99.7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

APWIATAHE

od = equH T, bid = ABa TETH AHERHO, tid TPH WBETH JHEBHO, N.C. = HE € H3BECTHO
CroiHOCTH nopa AonHaTa rpaHHIia Ha KoMHYecTBeHO onpexeiHe (lower limit of quantification,
LLOQ) ca 3amecrenu ¢ 1/2 LLOQ 3a waunciieHHeTo Ha ctatHeTHKaTa (LLOQ = 0,5 mcg/l).

Bpika papMaxoKHHETHKA-PAPMAKOMHAMHKA

Bpr3kara apmakokuHeTuka-gapmaxonunamuka (PK/PD) mexay miasMeHaTa KOHIEHTPALHMA Ha
pHBapokcadaH H HAKOJNKO (apMakoqHHAMMYHH KpalHH Touky (MHXuOupaHe Ha gakrtop Xa, PT,
aPTT, Heptest) e npoyuera ciieq npiiarase Ha MIHPOK AMana3oH oT A03H (5-30 mg fBa MbTH Ha AcH).
Bpo3kata MeXTy KOHLIEHTpaUMATA Ha puBapokcabaH H akTHBHOCTTa Ha daktop Xa Haii-106pe ce
onucea ¢ Emax mMonen. [To ornomenue Ha PT MozensT Ha nuneiino npecidaHe oIMicBa AaHHUTE
o6HKHOBeHO n0-A00pe. HakIoHBT Ha KpHBATA BapHpa 3HAYHTEHO B 3aBHCHMOCT OT pPa3IHYHHTE
m3non3sann PT pearenrn. [Ipa u3nomspane Ha Heomnactun PT, PT Ha H3XoZiHO HHBO € OKOIIO

13 cexynau, a HaKIoHBT OKoNIO 3 110 4 cexyran/(100 mcg/l). Pesynrature ot ananmsa va PK/PD ot
dasa II u III ca cxonns ¢ ZaHHMTE, YCTAHOBEHH MPH 3APABH HHAHBHIH.

[leapaTpyuyHa IOHYJIAIHA

be3onacHocTTa M eHKACHOCTTA HE Ca YCTAHOBEHH NPH NTOKA3aHHETO NMPOPHIAKTHKA Ha HHCYIIT H
CHCTEMHA eMOONHA NPH NAUHEHTH ¢ HEKJIANHO NMPeACHPAHO MBXACHE NPH Aclia H FOHOLIH Ha Bh3pacT
1o 18 rogunu.

53 IlpeaxTHRMYHE JaHHH 332 GezomacHocT

HexnHHHYHUTE NaHHK He NOKa3BaT 0co0eH PHCK 3a Xopa Ha 0a3aTa HA KOHBEHI[HOHAJTHHTE
(apMakoIOrHYHH H3NUTBaHHA 34 G€30NacHOCT, MPOYYBAHHA 33 TOKCHYHOCT IIPH €HOKPAaTHO
NPIWIOKEHHE, POTOTOKCHYHOCT, TEHOTOKCHIHOCT, KAHIIEPOreHEH NOTEHIIMAN | IOBSHUIHA
TOKCHIHOCT.

Edexrure, HabmogapaHu pH U3NHTBAHAATA 33 TOKCMYHOCT IIPH MHOTOKPATHO NPHIOKEHHE, ca
CBBP3aHH OCHOBHO ChC 3aCH/ACHATa (papMakoMHAMHYHA aKTHBHOCT Ha puBapokcabaH. [1pH miasxose
ca HabmogaBaHH MORHIIEHH Na3MEeHH HMBA Ha IgG v [gA npH HMBa Ha eKCTIO3MIHA, CHOTBETCTRAIIM
HA KITHHHMHUTE.

IIpn mwipxoBe He ca Habmoznapany edexTr BHPXY GepTIIHTETA PH MBIKKHTE WM KEHCKHTE
KHBOTHH. HM3nUTBaHHATA [IpH JKHBOTHH HOKa3BaT PENpOAYKTHBHA TOKCHYHOCT, CEBP3aH4 ¢
¢apMakoIOrHHKA MEXAHH3BM Ha NeiicTare Ha pHBapoxcalal (Hanp. XeMOPArHYHH yCIIOKHEHHA).
[Ipn rtasMeny HHBA, CHOTBETCTBAIIM Ha KITHHHYHKTE, ca HaOmonasasu eMOpuo-peTaiHa
TOKCHYHOCT (TOCTMMIVIAHTAIIMOHHA 3ary0a, 3abaBeHo/cTHMYIHpaHo OCHHIIMPaHe, MHOKECTBCHH
Geiy XenmaTaHH NEeTHA) K NOBHUIICHA YECTOTA Ha Hali-uecTo cpemanuTe MandopMalMH, KaKTo U
IUTALCHTapHM IPpOMEHH. [Ipu ripe- H MOCTHATANHO NMPOYYBaHE TIPH IUTHX0BE € HaOmoaapala HawaToRy.
BHTAJIHOCT Ha NOKOJACHHETO NPH NO3H, TOKCHYIHH 3a MalKuTe.

Mecella, ¢ Ha4aio OT NMOCTHATANIEH AeH 4, KOETO NOKA3Ba NOBHIIEHHE Ha NICPUMHHCYIRPEAE
KOATO He € 3aBUCHMA OT fjo3aTa. He ¢ HabmoaaBaHo foKa3aTeNcTRo 3a cneliduuHa
TOKCHYHOCT.



6. ©APMAIEBTUMHM IAHHHM

6.1 Conacbk HA HOMOMIHATE BeIMIECTBA

MuKpOKpHCTaIHA NeTyN03a
KpockapMenosa HaTpuii
XHAPOKCHIPONHIILETYIO3a

Harpues naypuncyndar

Maruesues cTeapar

CwmMimeB THOKCHA, KOoHIeH Ge3BoieH

[TokpuTue:

Xumpomenosa 3 cPs (E464),
Makporon 3350 (E1521),

Tank (E553 b),
Turanos auokcun (E171),
YepeeH xeneseH okeun (E172)]

Kcmree 15 mg punmupanu tabnerku

Xunpomenosa 3 cPs (E464),
Makporon 3350 (E1521),

Tank (ES53 b),

Turaros auokcun (E171)]
6.2 HecbBMECTHMOCTR
Henpuioxumo.

6.3 Cpox Ba rogaoCT
30 Mecena

Paszrpomiens TabneTku

Paztpomenure Tabnerku pasapokcabau ca cTabMnHH BHB BoJa WK A0BIKOBO MOpe 3a MEPHO A0
4 gaca.

6.4 Coenmannm ycJoBES HA CHXPAHEHHE

Ja ce chbXxpaHspa B ODHTHHAITHATE ONAKOBKA, 34 1A ce TPEeHIasy OT BJIara.

To301 NeKapCTBeH POAYKT HE M3ACKBA CIICLIHAIIHN TEMIICPAaTYPHH YCIIOBHA HA CHXPAHEHHE.
6.5 B B chALPKAHNRE HA ONAKOBKATA

28, 42, 98 unu 100 punmupann Tabnerku B Gmacrepu or OPA/AI/PVC//AL onakosaHH B KAPTOHEHA
KyTHA.

Enuu 6mmcrep cuappaxa 10 wiu 14 punmupanu TabneTk, B 3aBHCHMOCT OT BHAA OTIAKOBKA.

He BcHakH BHAOBE ONIAKOBKM MOraT Ja OBIAT MMyCHATH HA Na3apa.
6.6 Chaenmansn npeanasHEE MepKHE NPH H3XBLPJISHE

HeH3noasBaHUST JIEKAPCTBEH MPOOYKT WIH OTHANBYHHTE MATEPHAH OT HEro TpAOEy
B CLOTBETCTBHE ¢ MECTHHTE H3HCKBAHMI.

PasTpomaBaHe Ha Tabnerkure



Tabnerxure Keuwrrec Morar aa ce pastpouar ¢ 1a ce cycneHampat B 50 ml Boaa, ¥ a ce IpHIokKar
4pe3 Ha30racTpajiHa COHJA WIH CTOMAIITHA COHZIA 3a XpaHeHe ClieH MOTBLPKACHKE, Y& COHATa €
pasnonoxeHa B croMaxa. Crien ToBa coHaaTa TpaOBa aa ce mpoMHe ¢ Boaa. Tuii kato abcopbumsara Ha
puBapokcadaH 3aBHCH OT MACTOTO Ha 0CBOOOM/IaBaHe Ha aKTHBHOTO BEIECTRO, TpAOBa fa ce u30sArea
NMPHIOKECHHE Ha pHBapokcabaHn AUCTANHO OT CTOMAaxa, THH KaTo TOBa MOXKE Ja JOBee 10 HAaMaICHa
abcopb1iis ¥ BBB BPB3Ka C TOBA JIO HAMAEHA eKCNO3KIMS HA AKTHBHOTO Bemectso. Cnen
NpUIOKEeHHe Ha pasTpoircHa Tabnerka Keunrec 15 mg wnu 20 mg, npueMsT Ha A034Ta B TAKLB
ciryuaii TpsabBa na 6wae nocneaBaH OT EHTEPATTHO XPaHEHE.

7. HPHTEXKATEJ HA PAJPEHIEHMETO 3A YITIOTPEBA

Egis Pharmaceuticals PLC

1106 Budapest, Kereszturi ut 30-38

YHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEEBA

Kcewrrec 15 mg punmupann tabnerkn: Per. Ne: 20230045

9. AATA HA ITHPBO PASPEHIABAHE/TIO/THOBSIBAHE HA PAJPEINEHHETO 3A
YIIOTPEBA

Hara Ba mepeo paspemanane: 28.02.2023 r.

Jlata Ha nmocneHO MOJAHOBABAHE:

10. JATA HA AKTYAJIMINPAHE HA TEKCTA
CerrremBpu, 2023 r.




