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1. HUME HA JIEKAPCTBEHHS NPOAYKT

i 1o HUTENHA ATERLNS N0 JIEKAPCTBATA

II-(pamxa XAPaKMEPUCMUKA Ha Npogyxma - (puaoxeHue 1

Pukcenro 15 mg dunimupanu tabnerkn

Rixelto 15 mg film-coated tablets KbvM Pez. Ne /fdj&ﬂ/ﬁ-ﬁ ........................
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2. KAYECTBEH H KOJIMYECTBEH ChCTABscmame - +200& 13 -06- 2076
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Beska gunmupana taGnerka chabpxa 15 mg puBapokcabaH (rivaroxaban).

HOMO!I_J,HO BELIECTBO C H3BECTHO QCECTBHC

Beska punmnpana tabnerka chabpka 16,32 mg nakrosa (kaTo MoHoxuapart) u 0,481 mg Harpwii ,
BIDKTE TOYKa 4.4.

3a MbJIHUA CTTHCHK HA NMOMOILHKTE BELIECTBA BHKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
O®unmupana tabnerka

Yepenu, kpbriu, ABoHHOM3MbKHANM TabNeTky, ¢ BUTLGHATO penedHo obo3Hauenue “15” or
CAHaTa CTpaHa W IMIaJIKH OT ApyraTa CTpaHa, ¢ AMaMeTbp OKoJIo 6,1 mm.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH noKa3anus

ITpodunakTrka Ha MHCYAT K cHCTEMEH eMGOTHIBM NPH BH3PACTHH NALHEHTH C HEKJIATTHO
MPEACHPHO MEXICHE C €IMH WITH NOBEYe PUCKOBH (haKTOPH, KATO 3aCTOHHA ChpeuHa
HEAOCTATEYHOCT, XHIEPTOHMS, BB3PACT > 75 rofMHy, 3axapeH auaber, npeamecTsau HHCYNIT WIH
MPeX0JeH HCXEMHYEH MPHCTBIL.

Jleyenue na 1pnGoka BeHo3Ha TpoMGO3a (ABT) u 6enonpoben em6onussm (BE) u npodunakTHka Ha
peunauBupainy JIBT u BE npu Bb3pacTHu. (B, Touka 4.4 33 XeMOIHHAMMYHO HECTaOM/IHH NaLMeHTH
¢ BE)

4.2 Jl03HPOBKA H HAYHH HA NPHIOKEHHE

O3HPOBKa
Tpogunaxmuxa na uncyam u cucmemen embonruzom

Ipenopbunrennara 103a e 20 mg eMH BT AHEBHO, KOETO NPE/ICTaB/IABA H NPENOPbYHTEIHATA
MaKCHMaslHa 103a.

Jleuenneto ¢ Pukcento TpsbBa 1a ce npoabinkasa B ABITOCPOYEH I/1aH, KOraTo Moi3aTa ot
npodunakTHKaTa Ha MHCY/IT M CHCTEMEH eMOONIHIbM HABHLLIABA PHCKa OT KbpBeHeE (BXK. Touka 4.4).

Axko 6b/1e NpoIycHaTa HAKOS 1033, NALHEHTHT TpabBa 1a npueme Pukcento He3zabaBHO M Ha
C/ICABALLHMA ICH 1a MPOBJDKM C IPHEMa e/IHH MbT AHEBHO, ChIVIACHO NperiopbkuTe. He TpaGBa n1a ce
MpHeMa 1BOHHA /1032 B ChIUMA IEH 32 KOMIIEHCHPaHe Ha MPOMyCHATATA J103a.



Jevenue na BT, revenue na BE u npogunaxmuxa na peyudueupayu JJBT u BE
TIpenoprauTesNHaTa A03a 33 HAYAIHO JleYeHNe Ha octpu IIBT mnu BE ¢ 15 mg x8a muTH aHeBHO npe3
TTEPBUTE TPH CCIMHLIH, ROCNEABaHE OT 034 OT 20 mg BeAHEK JHERHO 3a MPOKDKABALIOTO JIEYCHHE
H npo¢unaxTHKa Ha peuuausupamy JIBT u BE.

TpaGea na ce uma npeasun kpaTkocpouHa Tepanus (Hali-manko 3 Mecewa) npy nauenty ¢ JABT win
BE, npoBokHpaHH OT rofieMu MpexoyiHi pUCKOBH daxropu (T.e. ckoponia ronsma onepaims Wix
Tpasma). [To-npommmkurenta repanuara Tpabea na ce uma TIPE/IBH/L MPH NAUMEHTH C MPOBOKHPAHH
BT unn BE, necpupsanm ¢ ronemu NPEXOAHH PHCKOBH $akTopy, HenpoBokupanu BT wiu BE win
anaMHe3a 3a peuransapaine JTHT wan BE.

Korato e nokasana no-npoxsmkurenna npodunakTuka Ha peumausHpainu JIBT u BE (cnex
3aBLPIIBAHE Ha NOHE 6-meceuHa Tepanka 3a J[BT win BE), npenopruurennara noza e 10 Mg BEAHBX
AHeBHO. [Tpy mauseHTH, NPH KOHTO Ce CMATA, Ye PHCKET OT pemmaneupaim JIBT wnu BE e sucok,
KaTO TE3H ¢ YCIIOKHEHH CHITETCTBAIM 3a60/19BaHMA, HTH KOHTO ca pasBIIH peuunusupamyu BT
unk BE npa no-npoxw/mkHTensa npodunaxka, Tpabea aa ce uma npensua nmpuem Ha Puxcenro 10
Mg BeIHEXK JHEBHO WIH Ha PukcenTo 20 mg BeHbK IHEBHO,

NpoxsspkuTentocTTa Ha TepanuaTa TpaGBa fa ce onpenenu U aosara aa ce uibepe HHAMBHAYATHO
CJIE] BHHMATEIIHA OLIEHKA Ha CHOTHOLIEHHETO MEXLY NO/3aTa OT IEYEHHETO H PHCKA OT KBpBCHE
(Bk. TOUKa 4.4).

‘llepnon OT BpeMe CXeMa Ha MpuiaraHe O61ma nxeBHa
Jleuenue u flen 1-21 15 mg nBa myTU AHEBHO §6’£ﬁg
npodunakTyka Ha
pewmasupatd IBT u (Ot Jlen 22 natatex 20 mg BeIHBK AHEBHO 20 mg
EE
Ipodunaktrika Ha Cnien 3aBbpuBane Ha 10 mg BeaHBK AHEBHO HIH 10 mg wnu 20 mg
pemanenpau JIBT »  Hali-manko 6-Meceuna 20 mg BeIHLAK JHEBHO
BE Tepanus 3a JIBT wnu BE

3a ynecHABaHe NpeMHHABAHETO OT 1034 15 mg kbM A03a 20 mg cnen den 21 e HanuuHa 4- ceaMHYuHa
onaxoexa PrxcenTo 3a 3anousane Ha nevenne na JJBT/BE.

Ako BBB (hasaTa Ha nieyeHme ¢ 15 mg 1BA MbTU JHEBHO (men 1 - 21) ce mponycHe eaus npHem,
NauHEHTHT TpA6Ba HesabaBHo Aa npueme PukcenTo, 3a na ce OCHFYPH ODLItO NPHETO KONHYECTRO
oT 30 mg PukcenTo 3a equn aeH. B noxoben cirydaii Morar aa GbaaT npuetH nBe TabnetkH ot 15
mg HaseaHbxK. MNaumenTsT TpAGBa N8 NPOALIKY PeNOBHNA pHEM Ha 15 mg ABa MLTH JHEBHO Ha
CIeABAIUHA [IEH, KAKTO € NPernophyaHo.

Axo BB dazaTa Ha JleYeHHeE ¢ eHH NIPHEM Ha eH ce MpOITyCHE eMH NIPHEM, NALMEHTET Tpa6Ba
He3aGaBHO aa npHeme Pukcento 1 TpaGea aa npoxsmku PEAOBHUA NpHEM BEAHBK NHEBHO Ha
CACABAIMA A€H, KAaKTO e npenopryao. He Tpa6ea na ce wanonssa aeoiHa 1032 B paMKHTeE €HH M
CBlilH IeH, 233 Ja ¢ KOMITEHCHpa HpOIyCHaTaTa n03a.

Ilpemunaeane om nevenue c anmazonucmu na eumamun K (ABK) xvm Puxcenmo

3a MaLMeHTHTE, KOMTO ca Ha JIEYCHHE 3a NPOGHIAKTHKA HA HHCYNT M CHCTEMEH eMGoH3bM, ABK
TpaGBa 1a ce CrpaT u a ce 3anouHe JIeYEHHETO Pukcenro, korato MexaynaponHoro
Hopmanmanpano chotromenne (International Normalised Ratio, INR) e < 3,0.

3a naumeHTHTE, KOMTO Ca Ha Nevenne 3a J[BT, BE u npo¢unakTika Ha peunausy, ABK tpa6ea aa ce
Cnpat H Aa ce 3anouHe neveHHeTo ¢ Pukcenro, koraro INR e < 2,5,

Ipu npemunaBane ot neuenne ¢ ABK kuM neuenue ¢ Pukcento cToiiHocTHTE Ha INR e

6boaT (amuuso nosuweny cney npHema Ha Pukcenro. INR ne e Batunen napaMersp 3a




BHTHKOATYJIAHTHATA AKTHBHOCT Ha PukcenTo M cnegopaTeno e TpaGea na ce u3nmonaea (Bx. TouKa
4.5).

Ilpemunasane om nevenue ¢ Puxcenmo xom anmazonucmu na eumamun K (ABK)

Hima BepoATHOCT aHTHKOATY NAIMATA 212 61ae HeaneKBaTHA B X0Za Ha NPEMHHABAHETO OT JIEUEHHE ¢
Pukcenro kM ABK. Tpa6pa aa ce OCHTYPH NPOAL/DKHTE/THA ANCKBATHA AHTHKOATYAIHR npy
TIPEMHHABAHE KbM ATTepHATHBEH aHTHKoarynaxT. Tpatea za ce otbenexn, ue Pukcenro Mmoxe aa
00ycnoBH noBHIeHH cToHHOCTH Ha INR.

Tpx naumenth, npeMunasany ot nevenye ¢ Pukcenro keM ABK, ABK 1pa6sa aa ce npuemar
Napanento ao nocturaxe Ha INR > 2,0. ITpe3s mupauTe aBa axy ot NpexXonHHa nepuox TpadBa Ja ce
Tipunara cTaHNapTHaTa HavanHa fo3a ABK, cnex xoero mozara va ABK Tpa6Ba 1a e criopen
pesyuratute 3a INR. Jloxato naumeHTHTe NpHEMAT eiHoBpeMeHHo Pukcenro n ABK, INR se Tpabea
Aa €€ u3cIensa NO-paHoO OT 24 Yaca Che/l NPEAXOAHATA 4033, 8 CAMO HETIOCPEACTBEHO NpenH
Criensalata 203a Pukcesro. Cniex karo ce mpeycranosu npxema Ha Pukcento, INR mMoxe na ce
M3CICABA H PE3yNTaTHTE Ja Ca HaJAeKAHH noHe 24 vaca cnen TIpHEMa HA NocAeAHaTa 0034 (B, TOUKH
45un5.2).

Ilpemunasane om nevenue ¢ napenmepannu aumuxoazynarwmu xem Puxceamo

IIpu naumeHTHTE, KOHTO B MOMEHTA TNOMY4aBaT NaPEHTEPATHH AHTHKOATY IAHTH, TPEYCTAHOBABAHETO
Ha NapeHTepATHHA AHTHKOAry/IaHT H 3aM04YBaHeTO Ha PukcenTo Tpabaa 1a ce ocbinecTeaT ot 0 10 2
Haca Mpeji¥ MOMEHT 34 CJIe/IBALOTO IUIAHOBO NPHIOKEHHE Ha NapeHTePATHHA JIEKapCTBEH HPOXYKT
(Hanp. HUCKOMOIEKYIEH XernapHH) WTH B MOMEHTa Ha CIHPAHE HA NMPOAKDKHTE/THOTO NPUNOKEHHE Ha
NapeHTEPANTHIA IEKAPCTBEH MPOAYKT (HANP. MHTPaBEHO3eH He(PAKUHOHNPAH XenapHH).

Hpemunasane om nevenue c Puxceamo xom RAPEHMEPAnKI GHMUKOGZYRAHMY
Tpunoxere mspeara 103a oT naperTepanuus AHTHKOAryJIaHT B MOMEHTa, KOraTo Tpa6Ba a ce
NpHeMe Crieasamara Ao3a Pukcenro.

Crieunanty nomynaumu
bvbpeuno yspexncoane

OrpannueHuTe KIMHHYHH JaHHH OT NALHEHTH ¢ TeXKO 616peyHo yBpexaane (kpeaTHHHHOB KITHPBHC
15 - 29 mi/min) nokaspar, ye nnasmennTe KOHLIEHTpAIIMK Ha puBapokcabaH ca sHauMTeTHO
noueHH. Ilo Tasu npuamna Pukcenro TpaGea na ce NpHIIara BHUMATESIHO NPH Te3H nanuenTH. He
Ce Npenopbuba ynoTpebaTa Npk NALHEHTH ¢ KPEATHHHHOB KiupeHe < 15 mVmin (Bx. Touku 4.4 u
5.2).

Tpu naunenT ¢ yMepeno 6u6peuno YBpexaaHe (KpeaTHHHHOB KnHpBHC 30 - 49 ml/min) unu ¢
Texko 6b6peuHo yrpexnane (kpeaTHHHHOB KHPBHC 15 - 29 ml/min) ca BanMaHHK cieaHuTE
MPENOPLKH 3a AO3HpaHe:

- 3a NpodHNAKTHKA HA HHCY/IT H CHCTEMeH eMBOTHILM TNPH NALKEHTH ¢ HEKJIATHO NPEACHPAHO
MBACIEHE NMPENOPLYHTETHATA 1033 € 15 mg BeHLX AHEBHO (k. TouKa 5.2).

- 3a neyenne na [IBT, neuenve na BE n NPOGHIAKTHKA HA peLMIHBApALIH JABT u BE:
IMaimenTure Tpabra na 6uaar JleKyBaHH € 15 mg Aa ITbTH AHEBHO Npes ITBPBHTE 3 CEAMMLIM.
Cnen ToBa, korato npenopLukHTenHaTa no3a e 20 mg €AHH ITbT AHEBHO, TpAGBa Ja ce 06MHCIH
HamangBaHe Ha no3arta or 20 mg BeIHBK JHEBHO Ha 15 Ing €NH ITbT AHEBHO, 8KO OLICHEHHAT
PHCK OT KbPBEHE 3a NALMEHTa HAAXBBP/IA PHCKA OT penpupant JIBT u BE. Ipenopukara
3a ynotpebara Ha 15 mg ce ocHOBaBa Ha tapMaxOKHHeTHYHO MOJE/HPAHE K HE € NPOoy4YBaHa
TIPH TE3H IJIHHHYHH YCIOBEA (BX. ToukH 4.4, 5.1 1 5.2),
Koraro npenopwyurennara nosa e 10 mg €AnH MeT HEBHO, He Ce HaNara T4 aa 6nae

KOPHTHpaHa.

He ce Hanara kopexuus Ha gozata fIPH NauueHTH C Jiexo 616peuno yspexnane (kpeaTHHMHOR
KHpbHC 50 - 80 ml/min) (k. Touka 5.2).



Yepruodpobuo yepexcoane

Pukcenro e mporuronokazan TP NMalHenTH ¢ YepHoapoSHO 3a6onsBane, cBLP3aHO ¢ KOaryJonarus
H KTHHH'HO 3HAYMM PHCK OT KbPBEHE, BIUHOYHTENTHO NALHEHTH ¢ urpo3a ¢ Child Pugh B u C (x.
TOUkH 4.3 1 5.2).

Tlonynayusn 8 cmapuecxa ev3pacm

Be3 kopexuun Ha nosara (Bx. Touka 5.2),

Tenecno mezno
Bes xopexuus na nosara (ex. Toyka 5.2),

Ilon
Bes kopekiia Ha no3aTa (Bx. T0uKa 5.2).

Heduampuuna nonynayus

BesonacnoctTa M eduxachocTTa Ha Pukcesrro NpH Ziena Ha pB3pacT ot 0 (Hoeopoaenw) no 18 roauuun
He ca ycTaHOBEHH. Jluncear nanuy. I1o TasH npuusMHa He ce npenopwysa ynorpebara Ha Puxcenro
npr acua noa 18-rommna Be3pacr.

Tlayuenmu, nodnoxcenu na Kapouoeep3uo

IlpuemsT Ha PHKcenTo Moske ia 3amousne unm aa NPOXBL/DKH TPH NALMEHTH, NPH KOHTO MOXE Ja ¢
HeobX0nHMO KapaAHOBEP3HO.

TIpu kapaMoBep3no HacoUBaHO oT TpaHcesodareaiHa exokapaHorpatpis (TEE) TIPH NALHEHTH,
KOHTO He Ca GHIH NeKyBaHH ¢ AHTHKOAKYIAHTH, JIeYeHHeTo PHKCeTTo TpA6Ba fa 3ano4se Hali-manko
4 yaca NpenK KApAHOBEP3HOTO, 34 JIa Ce FpaHTHPa ANEKBATHA AHTHKOAryNalMA (BXK. TOUKH 5.1
5.2). Ilpm BcHYKA nanHenTY, Npeny KapIHOBEP3HO TpAGBA Aa ce NOTEPCH MOTBBLPXKAEHHE, e
NalMeHTHT € npHen PukcenTo, KakTo e npeanmcano. Ilpu B3emane Ha pewnerne 3a 3anousane Ha
Tepanus H Opene/aHe Ha NPOABDKHTE/IHOCTTA #, TPAGBA Ja ce HMaT NPEeIBH/L YCTAHOBEHHTE
TPETIOPEKH OT PEKOBOACTBATA 32 AHTHKOATYNAHTHO JIEYEHHE TPH NaUMEeHTH, NOIOKEHH Ha
KapAHOBEP3HO.

Hayuenmu ¢ nexnanno npedceporo mudicdene, koumo nodnexcam na ITKH (nepxymanna
KOPOKApHa URmMepeenyus) ¢ nocmasane Ha cmenm

HMa orpanHueH onuT o oTHOWeHHKe Ha HamaTeHa Aoza 15 mg renH®®k AHERHO (1w 10 mg
PukcenTo Beznk IHEBHO 3a NALMENTH ¢ YMEpPeHo Texko 6B6peuHo yBpexaare [KpeaTHHUHOB
K1HpBHC 30 - 49 ml/min)), B RomsaHeHMe KM P2Y 12 HHXHOHTOpA 32 12 Meceua MAaKCHMYM, pH
MALMEHTH ¢ HEKAITHO NPEACEPAHO MEXICHE, KOUTO C& HYHKAAAT OT NepopanHa aHTHKOAry/1aHTHa
Tepanua H ca 6unu notoxkeHu Ha IKH ¢ nocrassse Ha crenT (ax. Toukn 4.4 H 5.1).

Ha4nx Ha npuioxkenue

Puxcesrro ¢ 3a nepopanto npunoxenue.
Tabnerxure Tpa6aa aa ce npuemar ¢ Xpasa (BX. TouKa 5.2),

Ipn naunenT!, KOMTO He MOraT ga normeLiat TabneTkute nenu, Tabnerkara Puxcento Moxe na ce
HATPOLH K CMECH C BOJA HIH A6BJIKOBO TIOPe HENOCPE/CTBEHO npeax ynotpeba 1 aa ce npUIOKH
HepOpaNHO.

Harpourenara Tabierxa Pukcenro Moxe na ce MpHJara CbLIO M Ype3 CTOMALHA COHAa clen
NOTBLPXKACHHE, Y€ COHAATa € NPABIIHO Pa3NONOKEHA B CTOMAXA, Harpowenara ta6nerka Tpa6ea na
C€ TIpUNara npes CTOMalIHA COHA B MANKO KOMMYECTBO BOAA, ClIE] KOETO CoHAaTa Tpabaa aa 6bae
TPOMHTa € Bona. CieZ MpHIaraHeTo Ha HATPOLICHH (unmupann Tabnetkn Puxcenro or 15 mg WK
20 mg nosara Tpabea na 6wae nocnenBana He3a6aBHO OT SHTEPAIIHO XpaHeHe (B. Touka 5.2).

43 IIpormmonoxazanns

CBpBEXYYBCTBHTENHOCT KbM AKTHBHOTO BEINECTBO HIH HAKOE OT MOMOLIHHTE BeleCTRa, H36poenn p
TOYKa 6.1.



AKTHBHO, KIIMHHYHO 3HAYHMO KbpBeEHe.,

Jlesns wim cxcTosHuE, ako 61ae cueTeHo, e TNpEACTABIABA 3HAYHM PHCK 3a FONAMO KhpBeHe. Topa
MOXKE A3 BIIOYBA HACTOALIA HWIH CKOPOLIHA FACTPOHHTECTHHAHA 4382, HATHYHE Ha 3NOKAYECTBEHH
HEOIUIA3MH ¢ BHCOK PHCK 38 KBPBEHE, CKOPOIIHO HAPAHSBAHE HA IMIABHHS WIH rps0HaYHHA MO3LK,
CKOpOIIIHA ONEpaLtiA Ha IIIABHUA MOSBK, IPEGHAYHHA MOIBK HIIH OMHTE, CKOpOLIHa BbTpevepenHda
XEMOparud, H3BECTHH WIH CYCIIEKTHH €30()arcallHi BAPHLIM, apTepOBEHOINH MangopMmalluH, ChAOBH
AHEBPHIMH WK roNeMH HHTPACTIMHAIHH HITH HHTPALEPEGPATHH CHIOBH AHOMATHE,

EnHoBpemenHoTo nevenme ¢ apyru AHTHKOAry/TaHTH, HaMp. He(paKUHOHHpaH xenapun (HOX),
HHCKOMOIEKY.THH XeTiapHHH (CHOKCANIAPKH, NaTTENAPHH 4 1p.), MPOH3BOHH Ha XeNnapHHa
(donnanapunyxc u ap.), nepopanuu AHTHKOATYJIAHTH (BapdapuH, 1abHraTpan eTexcunar, ankcabay
H 1p.), OCBEH NIPH creUMHMHN OBCTOATENCTBA 3 CMAHA Ha JICUCHHETO C AHTHKOATYIAHT (BXK. TOUKA
4.2) nnu koratro HOX ce mpwnara s nosm, HEOOXONHMH 3a NOAABPXKAHETO Ha OTBOPEH LICHTPANEH
BEHO3CH WIH ApTEPHANCH KATETHD (BXK. Touka 4.5).

YepronpobHo 3a6onspane, CBBP3AHO C KOAry/IONATHA ¥ JIIHHHYHO 3HAYHM PHCK OT KbpBEHe,
BIJTIOUHTETHO MaUMeHTH ¢ uMpo3a ¢ Child Pugh B 1 C (ex. Touxa 5.2).

BpemenHocT u kbpMene (Bx. TOuKka 4.6).
44 Cpenmaaun fpeaynpeikaecndn B NpeANA3HA MEPKE NPA ynorpeba

Mpenopsupa ce knuHuuHo Habmonenne, CBLOTBETCTBALLO HA MPOBEXKAHATA AHTHKOATYNALA B XOHa
Ha LN NIEPHOR Ha JieueHHe.

Puck ot xemoparns
Kaxro u ¢ npyru anrukoarynanms, MALMEHTHTE, KOHTC npHeMaTt Pukceno, Tpabea na ce nabmonapar

BHMMATEIIHO 38 BPH3HALM Ha KbpBere. [Ipenopsuea ce ynotpebata ¢ NOBKIIEHO BHHMARME npu
CBCTOAHHA C MOBHLICH PUCK 38 XeMoparka. [IpuiokenneTo Ha Pukcento TpAbBa Ja ce npeycranosu
TP MOABA HA TEXKA XeMOparus.

B xivHuuHNHTE NpoyyBanna nurasHuro KBpBEHE (T.€. OT HOC4, BEHLIHTE, CTOMAallHO-YPEBHHA TPAKT,
THKOYHO-NOAOBHSA TPAKT, BKITHOMHTENHO a0HOPMHO BArHHAIHO HITH YBEJIHYEHO MEHCTPYaITHO
KBPBEHE) H aHEMHS e HAOITIONABAT NO-YeCTO TIpH IBArOCPOYHO fleYeHHe ¢ puBapokcabaH B
cpasHerue ¢ neuenne ¢ ABK. Io tasu npuumHa, B omBAHEHME KbM ANEKBATHOTO KJIHHHYHO
HabmoneHwe, 1a6opaTopHO H3c/easaHe Ha XEMOTJI00HHa/XeMaTOKpHTa 6 Moo Aa GBIe OT mon3a 3a
OTKPHBANE Ha OKYJITHO KbpBEHE H 3a OTpeAeIsHe Ha KIHHHYHATA 3HAYHMOCT HA SBHO KbpBeHe, RO
NpeLeHKa cropes ciyyas.

Hsxonxo noarpynu nauments, onucany MOAPOGHO NO-A0My ca ¢ MOBHLICH PMCK oT KbpBeHe, Tean
TALUMEHTH cieaBa Aa GBAAT BHUMATENHO NPOCeNekH 3a Genesu H CHMITTOMM Ha CBBP3aHH C KbpBeHe
YCNOXKHCHHA H AaHEMHA Cllel| HAYANIOTO Ha JIEYEHHETO (B, ToUKa 4.8).

Tpu Bcako HensscHeHO NoHWwKaBaHe Ha XeMOrOGHHA HIIH KPBBHOTO HalsraHe TpabBa na ce Tepeu
H3TOYHHK Ha KhpBEHe.

Bunpeku ye neuennero ¢ puBapoxcaban He wancksa PYTHHHO MpoCeaSIBaHE Ha EKCIIO3HLIUATE,
HHUBATA HA PHBAPOKCAGaH, H3MEPERH ¢ KaTHEPHPAH TECT 38 KOMMYECTREHO onpenensHe Ha
aHTHaKTOp Xa, MoraT fa 6LAAT NoJe3HN B H3BBHPCIHH CHTYALIHH, KOTaTo JAHHHTE 33 €KCMO3MLMATA
Ha pHBapokcabaH MOXKe 1a MOMOTHAT 3a B3EMaHe Ha HHGOPMHPaHH KIMHHYHH pelleHus, Hamp.
NpeRo3HpaHe  CnewHa XHPyprua (XK. Touka 5.1 u 5.2)

bn6peuHo yepexaane

I1pn naumenTy ¢ rexko 61:6peuHo yepexnane (kpeatuHuHOR KIHpBHC < 30 m/min) e pL3MOKHO
ILTaSMCHHTE HHBa Ha pHBapokcabaH na 6BAAT 3HAYHTENHO NOBMUIEHN (cpenno 1,6 muTH), KoeTO MOXE



Aa oBeAie 10 MOBHILEH PHCK OT KbpBeHe. PukcenTo TpaGea aa ce npunara BHUMATETHO IPH NIALMEHTH
C KpEATHHHHOB KIHPBHC 15 - 29 mI/min. He ce npenoprusa ynorpe6ara npu naupenTs ¢ KPeaTHHHHOB
KTHpBHC < 15 mi/min (Bx. Toukw 4.2 1 5.2).

Pukcenro Tpa6sa ia ce npHnara BHUMATENHO NPH NawMeHT! ¢ 6BOpeuno yspexaane, nomyyapawm
€IHOBPEMEHHO PYTH JIEKAPCTBA, KOHTO NOBHIIABAT IUIASMEHHTE KOHLIEHTpALMH Ha puBapokcaban
(BX. TOuKa 4.5).

BaaumogelicTaue c APYTH NEKAPCTBEHH OPOAYKTH

He ce npenoprusa ynorpe6ara na PukcenTo npH naumenTy, KOHTO NOMYYaBaT €AHOBPEMEHHO
CHCTEMHO JIeHeHHE C A30/10B1 AHTHMHKOTHLIH (KATO KETOKOHA3ON, HTPAKOHA30/1, BOPHKOHA301 H
nocaxonasosn) wiu HIV-nporeasuu urowburopu (nanp. puronasup). Te3u akTHBHM BewrecTBa ca
MOWHA HHXHGHTOpH Ha CYP3A4 1 Ha P-gp M No Task npMuMHA MOTAT 13 MIOBHINAT IUIa3MEHATS
KOHUCHTpauHd Ha puBapoxcabaH 10 KNHHHYHO 3HAYMMO HHBO (cpenno 2,6 meTH), KoeTo Moxe aa
AOBEIE 10 NOBHLIEH PHCK OT KbpBEHE (BXK. TO4ka 4.5),

Heo6xomuMo e BHHMaHUe NpH NanKenTH, KOHTO €/IHOBPEMEHHO Ca Ha JICYEHHE C J1IEKAPCTBECHH
TNIPOIYKTH, KOHTO MOBJTHABAT XEMOCTA38TA, KATO HECTEPOHIHH MTPOTHBOBL3NATHTETHH cpexcTaa
(HCIIBC), aneTnncanummnosa KHcenuua u MHXHOHTOPH Ha TPOMOGOUHTHATA arperauys wix
CENeKTHBHH MHXHMOHTOPH Ha ofpaTHoTo 3aXBallane Ha cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) 1 uHX#GHTOPH Ha 06PaTHOTO 3axBaIaHe Ha CEepOTOHHHA M HopennHedpHHa
(serotonin norepinephrine reuptake inhibitors, SNRI). Ipn naumeHTHTE C pHick 3a YALEpPO3HO
CTOMAINHO-HPeBHO 3a00/14BAHE MOXE N1a C€ MOMHCIIH 3a NOAXOAALIO MPOQHIAKTHYHO JIeUeHHe
(Bk. Touka 4.5).

ﬂp!! H DHCKOBH Qmopn 38 KbpBEeHe

Kaxto H ¢ apyrn anmutpoMGotianm cpeacraa pHBapokcalaH He e NPEenopLYBa NpH NaLUHEHTH ¢
NOBHLIEH PHCK OT KbPBEHE, KaTo;

*  BPOACHH WM NPHIOGHTH HAPYIEHNS B KPBBOCECHPBAHETO,

*  HEKOHTPOJIHPaHA TeXKa APTEPHATHA XHIIEPTOHMA;

*  APYyro croMamHo-4peBHo 3a6onaBane Ge3 AKTHBHO pasasBaBaHe, KOSTO NOTEHLMATHO MOXE 1a
AOBELE N0 YCNOKHEHHA C KbPBEHE (HAIIP. BL3NATHTENHO 3a60NsBaKe Ha yepBarTa, e3otarur,
TFacTpHT H racTpo-e3odareanta pediykcHa Gonect);

*  CbAOBA PETHHOTATHS;

*  OpOHXMEKTAIHM WIHM aHAMHE3a 33 KbPBeHe B Genus

apob.
[auperTn ¢ Kianuu npotesu

Besonacxoctra M edukacHocTTa Ha PukcenTo He ca MPOY4eHH NIPH NALHEHTH ChC CHPAEYHO KIIAMHO
NpOTE3HpaHe; 0 Ta3H NMPHYHHA, HAMA JaHHH B MOAKpENa Ha TOBa, e Pukcesrro OCHTYypABa
A/ICKBATHa AHTHKOATY/IALIMA B TA3H NOMyNauHa nauMenTH. JleyeHnero ¢ Pukcesmo He ce npenopbyBa
TNIPH T€3H NMALMEHTH.

TauneHTH ¢ HeKNIANHO NpeACHPAHO MBbXAEeHE, KOHTO noanexar na [IKHU € NOCTABAHE HA CTEHT
Hanuunu ca k1HHHIHH NaHHH, NOTyueHH OT HHTEPBEHLHOHATHO MPOYYBAHE, C OCHOBHA Nel
HicneaBaHe Ha 6€30NacHOCTTA NIPH MALMEHTH ¢ HEK/IANHO APeACHPIHO MBXKAEHE, KOKTO ¢a Ouiu
noanoxeny Ha ITKH ¢ nocraeaue ua crenT. Januure 3a eukacHocTTa NpH Ta3H NOMyNaUHA ca
orpaHHenH (Bx. To4KkH 4.2 1 5.1). JIUNcBAT JaHHM 32 TAKHBA MALIEHTH ¢ aHAMHE3A 33
HHCYIT/TIpeXo/ieH McxeMHyeH npuctsn (ITHIT).

XeMOAHHAMUYHO HecTAOHNHN nausenty ¢ BE unn NANHEHTH. KOHUTO C€ HYMAAAT OT TpOMOONH3a WK
6enoapo6Ha eMGonekToMHS,

Pukcenro ne ce npenopsuea kato anrepraTvsa Ha HePaKLIHOHMPAHHA XeNIAPHH NPH NALHMEHTH ¢
GenonpoGen eMGOMH3bM, KOHTO Ca XEMOIMHAMHYHO HeCTaGIIHK WiH Ha KOHTO MO3Ke a C¢ Hanpaeh
Tpombonuza win GenoapobHa eME0NEKTOMUA, Thil KATO Ge30NACHOCTTa 1 edukacHoCTTa Ha
PukcenTo He ca ycTaHOBEHH NPH Te3u KIMHHYHK CHTYaLHH.




COHHaNHa/enuAYypagHa aHECTe3Hn HITH IYHKLHS

Koraro ce uznonzsa Hespoakcuanua anectesns (cnuHANHA/emiaypanHa AHECTE3HA) HITH
CNHHATHA/eNMAYPa/IHa TyHKLHA, TIaLHeHTHTE, TPETHPaHH ¢ AHTHTPOMGOTHYHH CpeacTRa 3a
TIPEBEHUMA HA TPOMOOEMOOTHUHE YCIOKHEHHA, Ca NOIOKEHHHN Ha PHCK OT MOABA HA eNHAYpPANEH
HIH CIMHAMICH XeMATOM, KOHTO MOJe 1a ROBe/IE 0 NRIrOCPOUHA HIH TpaiiHa napamisa. Tosu puck
MOXE fia Ce TOBHUIH OT HOCTONEPaTHBHATA yNnoTpe6a HA BEBeKAAI] eNUAYpaIeH KATETHP WA
CAHOBpCMEHHATA YIIOTpe6a Ha NeKaAPCTBEHH MPOAYKTH, TIOBIHABALIH XemMocTasaTa. Puckyt MOXe 18
C€ NOBHUIH CBIIO TAKA K OT TPABMATHYHA HIH MHOTOKPATHA €NHAYPANHE MM CITHHATHA ITYHKUHA,
[launenTyTe TPa6Ba YecTo Aa 61aar TPOC/ICAABAHH 38 MPUIHALK H CHMITTOMH HA HEBPOJIOTHYHO
YBpe#iaHe (Hanp. H3TpBNBaHe WK cnafocT B kpakaTa, BMCKOMGOPT B YEPBATA HIIH THKOYHHA
MeXyp). Ako GB/ie KOHCTATHPAH HEBPOIOTHYEH AedHiMT, ca HeoGXOMUMH criemHO JHATHOCTHLIHpaHE
W nevenne. [ipenn HeBpoakcHa/IHa HHTEPBEHIA, EKRPAT Tpa6Ba na npeueny crOTHOLWEHHETO
MEXIy NOTCHIHANHATA 110/138 H PHCKA TIPH NTALMEHTH HA AHTHKOATYJIAHTHA Tepanua WIH NMaUMeHTH,
KOMTO Ille GBIAT NOIOMEHH HA AHTHKOATY/IAHTHA Tepamii, 3a TpomGonpodunakruka. Hama
KIIHHWYeH ONHT ¢ ynoTpebara na 15 mg pusapoxcaGaH B Te3n CHTY&LIHH,

3a HaMansBaKe Ha TIOTEHLMANHHS PHCK OT KBPBCHE, CBBEP3AHO C €HOBPEMEHHOTO MPHIIATAHE Ha
pHBapokcabaH H HEBpoakcHaNHa (emaaypanna /cnuKanya) anecTe3us WM CIMHANHA TYHKLHA,
TpAOBa fa ce HMa NpeABHA PapMaKOKHHETHYHUS npo¢un Ha puBapokcaGan. [TocTasaneTo Wi
TIPEMAXBAHETO Ha ENMAYPANIEH KATETHD HIM JTymbanHa MyHKINA ce H3BBpIUBa Hali-no6pe, koraTo
AHTHKOArY.JaHTHUA e(EKT Ha PHBAPOKCAGAH C& OLEHABA KATO HHCDK. Benpexu Tosa, TouHoTO BpeMe
38 fI0CTUrAHE HA TOCTATLYHO HHCHK AHTHKOAry/IaHTeH eheT 38 BCEKH [ALMEHT He € H3BECTHO.

3a OTCTpaHABaHETO Ha eMUAYpaNHKA KaTeThp U BB3 OCHOBA Ha 00InHTe (hapMakOKHHETHYHH
XaPAKTEPHCTHKH, NOHE 2X NOMTYXKUBOTA, T.€. Hal-Maiko 18 yaca Npu Maami nawyeHT™ Wik 26 4aca
TIpH ITALIHEHTH B CTapyecKa BB3pacT, TpAOBa a ca MHHAIH cliel OCIEIHOTO NIPHIOKEHHE Ha
puBapokcabaH (Bx. Touka 5.2).

Cren oTcTpanaBaneTo Ha kaTeThpa, TPAGBA 1a HMHHAT Hal-MaIKo 6 4aca MpeaH NPUIOKEHHE Ha
CneaBalllaTa 103a puBapokcaban.

Ipy nossa Ha TpaBMaTHYHa MyHKLwA, TIPHIIOXKEHHETO Ha pHBapokcabaH Tpabea na 614e 0T0XKeHo ¢
24 uaca.

IIpenopriu 3a jo3mpaneTo i H Clie]l MHBAZHBHH NPOLIEAYDH HIIH THYHH HHTEPBEHLHH
AKO Ce Hanara poBEXaHE HA MHBA3HBHA npouenypa Wid XHpYprHYHA HHTepBeHHSA, Prkcento 15
mg TpaGBa na GbAe COPIH N0 BB3IMOKHOCT NMoHe 24 uaca NpEAH HHTEPBEHLIMATA H B13 OCHOBA Ha
KIIHHAYHATA NpELeHKa Ha JIEKyBallKA Jekap.

Ako mpolie/rypaTa He Moxe na 6u1e OTIIOKeHA, TpAGBA A1a C€ PELEHH MOBUIICHUST PUCK OT KbpBEHE
CIIPAMO CMISLIHOCTTA Ha HHTEPBEHLHATA.

IpuemuT Ha Prkcenrto TpabBa na ce BH306HOBH BEIMOXKHO Hali-CKOpO Clle/| HHBa3HBHATA NpoLIEypa
HIH XHpYprir{HaTa MHTCPBEHLIAA, KO KIMHHYHATA CHTYAlIMA NIO3BOJIABA M € NOCTHIHATA a71cKBaTHA
XEMOCTa3a, KAKTO € ONPENENeHO OT IEKyBAIIHA JeKap (BX. TOUKa 5.2).

Ionmynaiusg B CTAPYECKA BB3PACT

C yBenHuaBaHeTO Ha BL3pacTTa MOXeE Ja ce YBENHYA PHCKBT OT XeMoparHs (Bx. Touka 5.2).

gegMﬂTOJIOTH'-lHH peaKuHy

Io BpeMe Ha nocTMapKeTHHrOBO HAGMOACHHE BLE Bph3Ka ¢ ynoTpebara Ha puapokcabaH ce
cpoDIABA 38 CEPHOIHH KOXKHH PEAKIIMH, BKIIOUHTEHO CHHJIPOM Ha Stevens-Johnson/roxchuna
CNicpManya nekponuia  DRESS cunapom (Bxk. Touka 4.8). Harnexaa, ye nauyeHTHTe ca
HIIOKEHI HA HAN-FONAM PHCK OT Te3H PEaKLHH B HAYATOTO Ha TEPAITHATA: B MOBEYETO CITyHaH,
Ha4aNn0TO Ha peaKkUMATa CE NPOABABA NPE3 MEPBHTE CEAMHLM OT JICYEHHETO. PugapokcaGau Tpabsa
A1a C€ NpeYCTAHOBH NPH ITHPBa 104Ba Ha TEXBK KOXKeH OGPHB (Hanp. pa3snpocTpauaBaly ce,
MHTCHINBEH W/WIH CBBP3aH ¢ o6pasyBaHeTo Ha MEXYPH) HWIH APYT NPH3HAK Ha
CBPBXYYBCTBHTEJIHOCT, CBBP3aH C JIE3HH HA JIHTaBHLATA.

Undopmauns 3a noMmowmuuTe BelllecTRa

Pukcento cranpxa naxtosa. MammenTy ¢ PEIKH HACICACTBCHH NPOONEMH Ha HEMOHOCHMOCT KbM
raakTo3a, IMLJIEH NAKTa3€H NePULHMT HIM MNIIOKO30-TraaKTo3Ha Manabcopbuusa He Tpabea na
NPHEMAT TOBA JIEKApPCTRO.

ToBa exapcTBo chbaBpIKa NMO-ManKo oT 1 Mmol HaTpu#i (23 mg) Ha TabneTka, KOETO HO CBUIECTBO
O3HauaBa, 4e ,,He ChALPKA HATPHH®,
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4.5 Bsanmopei#icTBMe ¢ ApYrH JIEKAPCTBEHA OPOXYKTH H APYrE GOPMA HA BIREMOACHCTBHE

Huxuburopu Ha CYP3A4 u P-gp

EanoBpeMEHHOTO NMPHOXKeHHE Ha PHBAPOKCAGAH H KETOKOHA30 (400 mg eqHH T AHEBHO) WM
pHTOHABHD (600 mg 2Ba METH AHERHO) BOIM A0 2,6 IbTH / 2,5 MHTH No-BHCOKa cpeana AUC ka
pHBapokcabaH H 1,7 meTH / 1,6 mbTH no-Brcoka cpeana Cmax ¢hC 3HAYHTENHO OBHILABANE Ha
(papmakoHaMHYHMTE edexTH, KOETO MOXE A8 AOBesE [0 NOBHIIEH puck ot kbpsene. [To tasu
TpHYHHA HE CE NPENopbyBa yNoTpebaTa Ha PHKCENTO MpH NalmMeHTH, KOUTO MOFy4aBaT
CAHOBPEMEHHO CHCTEMHO JIEYEHHE ¢ A30JI0BH AHTHMHKOTHLIH KATO KETOKOHA30J1, HTPAKOHA30J1,
BOPHXOHa30]1 M nocakoHason wiH ¢ HIV-nporeasuu nHxuGuropy. Tean akTHBHM BEINECTBA ¢& MOIIHH
uHxubuTopu Ha CYP3A4 n P-gp (. Touka 4.4),

OuakxBa ce aKTHRHH BEILIECTBA, KOMTO CHTHO HHXHOHDAT CAMO €MH OT ITHTHLIATA Ha €JIHMHHHpAHE Ha
puBapokcaban win CYP3A4 unn P-gp, na noBHIIAT B n0-Manka cTeleH 1a3MeHHTe KOHLIEHTpaLHH
Ha pueapokcaban. Hanpumep, xnapurpomuis (500 mg aga myu JHEBHO), KOHTO ce NpueMa 3a
cwieH nHxuGHTOp Ha CYP3A4 1 ymepen muxuGurop Ha P-gp, Boau 1o noemabane Ha cpeaHara
AUC na pusapoxca6aH ¢ 1,5 myti 1 Ha Cmax - ¢ 1,4 moTH. B3aumoneficTBHeTO ¢ KIapUTPOMHLIHH
BEPOATHO HE € KIHHHYHO 3HAYHMO NpPH NOBEYETO MALUMEHTH, HO MOXKe Aa (be NOTEHUMATHO
3HaYHMO IPH BUCOKOPHCKOBH NalMeHTH. (3a naupenTu ¢ 6u6peuno yepexaane: Bx. Touka 4.4).

Epurpomuumr (500 mg Tpu nuTH AHEBHO), KoifTo HHXHGMpa ymepeno CYP3A4 u P-gp, Boau mo 1,3 mbtH
noeuinenne Ha cpepnata AUC u Cmax Ha puBapokcaGan. Baaumoneticsneto ¢ epurpomumys BEPOATRO
HE € KIHHIMHO 3HAMHMO MpH NOBEYETO TALMEHTH, HO MOXE A3 Gble MOTEHUMATHO 3HAYHMO MpH
BHCOKOPHCKOBH MaLHEHTH.

Ilpw nHua ¢ nexo 6B6peuHo yBpexaaHe ePHTPOMHLMH (500 mg Tpu nvTH AHEBHO) BOAM A0 1,8-KpaTHo
nosuimapaHe Ha cpeaHara AUC Ha puBapokcabad ¥ 1,6 netH noeuinenue na Cmax B CpaBHEHHE C
MHAHBHAH ¢ HopMaHa 6B6peuna dynkuma. Ipu nuua ¢ ymepeno Gu6peuno YBPEKAaHE EPHTPOMHIIHH €
mosen a0 2,0 muTH nosuuieHKe Ha cpeanata AUC na pHBapokcabaH M 1,6 mbuTH noBuiIeHHe Ha Cmax B
CPaBHEHHE C MHAMBHAH ¢ HopManka GhGpeuna dynkuma. EdexTsT Ha epHTPOMHLIMH € aHTUBEH KEM TO3H
Ha 616pedHoTO yBpexkaaue (Bx. Touka 4.4).

DiykoHason (400 mg equu MeT AHEBHO), KOUTO Ce CMATR 3a yMepeH uaxuouTop Ha CYP3A4,

BOAH 210 NoBHIIaBaHe ¢ 1,4 mytu Ha cpeaHata AUC Ha puBapokcabaH u 1,3 et Ha cpenHara

Cmax. BsaumozeicTBHETO ¢ QUTyKOHA30]1 BEPOATHO HE € KITHHHYHO 3HAYHMO fIPH NIOBEXETO

MAUMEHTH, HO MOXE Aa Oblle MOTCHLMATHO 3HAYHMO IPH BUCOKOPHCKOBM MTALMEHTH . (3a

naureHTH ¢ 6r6peuno yepesiane: Bk Touka 4.4).

Kato ce uMaT npeasus orpaHHueHHTE KIHHHYHH JaHHH C RPOHEAAPOH, eJHOBPEMEHHOTO
HpujioxketHe ¢ puBapokcabaH Tpafea aa ce H3barea.

AHTHKOAryIaHTH
Cnen xoMGHHMpaHO NPUIOKEHHE HA EHOKCATIAPHH (earoxpaTha no3a ot 40 mg) H puBapokcaban

(enHokpaTHa n03a ot 10 mg) e HabmonaBaH anuTHBEH edeKT BBPXY AKTHBHOCTTa Ha aHTHdakTop Xa,
6e3 HUKAKBY DOITBJIHHTENHH €()EKTH 1O OTHOUICHHE Ha koarynauuoHuHre Tecrose (PT, aPTT).
Enokcanapus He e moBnusn papMakoKHHETHKATA Ha puBapokcaban.

Ilopaan nosuuIeHNs PHCK OT KBPBEHE € HeOGXOAHMO BHUMaKHe TPH NaUMEeHTH, KOHTO Ca Ha
CAHOBPEMEHHO NIEYEHHE C NPYTH AHTHKOArYNaHTH (BXK. ToukH 4.3 u 4.4).

HCIIBC/nuxuburopy Ha TpoMGounTHATa arperauus

He e HabmonasaHo KIMHHYHO 3HAYHMO YARDKABAHE Ha BPEMETO Ha KbPBEHE ClIeA CAHOBPEMEHHO
NpHOKeHUe Ha pHBapoxcaban (15 mg) u 500 mg HanpoxceH. Brnpexu ToBa e B13MOKHO 112 HMa
NAUMEHTH ¢ N0-H3pa3eH GapMakONMHAMHYEH OTIOBOP.




He ca nabnonasany KIMHKYHO 3HaYMMH (apMAKOKHHETHUHH WIH bapMakogHHAMHYHK
B3aMMOREHCTBHA NPH EAHOBPEMEHHO NPIOKEHHE Ha pHBapoKcabaH u 500 Mg aueTHICANHLHIOBA
KHCEJTHHA.

Knonuzgorpen (300 mg sauanua nosa, nocneapasna ot 75 mg NoAABLpKalLA 1038) He € NoKa3ai
dapmakokuHeTIHUMO B3aHMOZEHCTRHE ¢ pHBapokcaban (15 mg), Ho ¢ HabmogaBaHO 3HAUMMO
YARJDKABAHE HA BPEMETO HA KLPBEHE MIPH €1HA MOATPYNa NALHEHTH, KOETO He € KOPEHpaio ¢
arperaunaTa Ha TpombouuTiTe, HHBaTa Ha P-cenextvn win GPIIb/IIIa peLenTopHTe.

Heo6xonumo e BuHMaHue NpH naLMeHTH, KOHTO €AHOBpEMEHHO ca nexysann ¢ HCITBC
(BKITIOUHTENHO ALETIICANMIIUIOBA KHCETHHA) U MHXUGHTOpH Ha TPOMOOLMTHATA arperaums, HoHexe
T€3H JIEKAPCTBEHH MPOAYKTH OGMKHOBEHO NIOBHLIABAT PHCKA OT KbpseHe (BXK. Touka 4.4).

SSRI/SNRI

Kakro npu apyru anTHkoarynanti Moxe fa CBLICCTBYBA BB3MOXKHOCT NALMEHTHTE [1a CA ¢ OBHIIEH
PHCK OT KbPBEHE B ciTy4al Ha chimbTeTBamA yrniorpeda cbe SSRI win SNRI nopany eieKTa MM BHPXY
TpomOoLMTHTE, 38 KO#HTO ce chobwasa. [pu chiTsTcTRAIIA ynotpeba B )IHHHYHATa porpama ¢
puBapokcabaH, BB BCHUKH rPYTH Ha Jic4eHne ce HaGMIONaBa MHCEHO NO-BHCOKA YECTOTA Ha rouam
WIH HEroMAM KJIHHHYHO 3HAYHM KPBBOHR/THB.

Ba HH

[IpemuHaBaHeTO OT NeYeHMe ¢ aHTArOHMCTA Ha BHTAMIH K Bapdapun (INR 2,0 10 3,0) ksm nevenne ¢
puBapokcaGaH (20 mg) wnn or puBapokcaban (20 mg) KeM sapgapuH (INR 2,0 10 3,0) nopmwasa
CBLOTHOLIEHHETO MpoTpoMEHHOBO Bpeme/INR (Neoplastin) noseye ot agumusno (BB3MONHO € Aa ce
Habmonaear oTaennu croftHocty Ha INR g0 12), aoxaro edexTure no oTHOWEHHE Ha aPTT,
HHXHOMPaHETO Ha AKTHBHOCTTA Ha (GakTop Xa ¥ NOTEHLMANA Ha GHIOreHHHS TpOMOHH ca auTHBHH.
Ilpu xenanue na ce Hacnexsar papMakoaHHAMUYHHTE edexrTn Ha puBapokcabaH B nepHoza Ha
CMAHATA Ha TEPAITMATA MOTAT ia C€ H3NON3BAT MOKA3ATENH KATO aKTMBHOCT Ha aHTH-dakTop Xa, PiCT
 Heptest, noHexe Te3u Tectose He ce nosanssar ot Baptapun. Ha yerssprus nen ciies nocneanata
R03a BapdapuH, BCHUKH nokasateu (B, PT, aPTT, MHXHOHPaHE Ha AKTHBHOCTTA Ha (akTop Xa H
ETP) otpasssat eanncTBeHo edpexta Ha puBapokcaban,

Tpu xenanne na ce nacnexpar papMakoaHHAMMIHITE edexTn Ha BapdapHH B epHOAa Ha CMAHA Ha
TEPANHUATA MOXKE N ce H3NOM388 H3MepBaHeTo Ha INR npn Ctrough Ha puBapokcaban (24 uaca cnen
NPEIXOQHHA NPHEM Ha pHUBapoKcabaH), Thil KaTo TO3M NoKa3aTen ce NORIMABA B MHHMMATHA CTENEH
OT pHBapokcafaH B Ta3n BpeMepa TOUKa.

He ¢ nabmonasato dapmakokuneTHuHo s3anmoneitcTrHe MeKAY BapdapHH H pHBapokcaban.

Hunyxropn ua CYP3A4

EnHoBpeMeHOTO NpHiioxkeHue Ha pHBAPOKCaGAH H MOLIHAA nHayKTop Ha CYP3A4 pudammuumn
BOZH 710 0K0/10 50% noHuxasaHe Ha cpensaTa AUC 3a puBapoxcabaH, ¢ ycropeHO HAMANABaHE Ha
dapmakouHAMUYHHTE My edhexTH, Eanoepemennara ynotpe6a Ha pusapokcabaH ¢ APYTH MOLLHH
uugykropu Ha CYP3Ad4 (Hanp. denuronn, kapGamasenun, (enobapGuran win XwAT KaHTapHOH
(Hypericum perforatum)) cw»mo Moxe 1ia IOBEE 10 HAMANEHH IL1a3MEHH KOHIIEHTPaLHMK Ha
puBapokcaban, 3aToBa Tpa6sa na ce n3Garea C/IHOBPEMEHHOTO NPUAraHe Ha MOIIHH MHAYKTOPH Ha
CYP3Ad, ocreH aKo NALMEHTLT HE Ce CIIE/IH BHHMATETHO 38 Genesy M CHMIITOMH Ha TpoMGo3a.

He ca nabmonapanu KIMHIYHO 3HAYMMY GaPMAKOKHHETHYHH WIH dapMakoaHHAMHYHK
B3AMMOAEHCTBIA NPH €QHOBPEMEHHO NPIWIOKEHHE HA PHBAPOKCAGAH H MHIa30/1aM (cyberpar Ha
CYP3A4), aurokcuH (cyBerpar Ha P-gp), aropeacraTHH (CyGctpar Ha CYP3A4 u P-gp) man
OMenpa3on (HHXHGHTOP Ha NpoTOHKaTa nomna). Pusapokcaban HuTO HHXHOHpa, HHTO HHOYIMpa
HAKOA OT OCHOBHHTe H30dopmu Ha CYP, Hanpumep CYP3A4.

JlabopaTopHu nokazarenu

Koarynaunonnute napamerpu (sanp. PT, aPTT, HepTest) ce nonuseat cnopen ouakpanuaTa ¢
OIIeA Ha MEXaHWU3Ma Ha NeficTBre Ha pHBapokcabaH (Bx. Touka 5.1).



46 @epTuanTeT, GpeMennocT B KbpMeRe

BpemenHocT
BesonacHocTTa M edukacHocTTa Ha Pukcenro NpH GpeMEHHH JKEHH He ¢4 YCTRHOBEHM.

TIpoy«BaHHsTa NPU KHBOTHH NOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (. TouKa 5.3). Iopaau
MOTCHLHATHATA PENPOXYKTHBHA TOKCHYHOCT, IPHCHLUTHA PHCK OT KbPBEHE H JAHHHTE, NIOK3BALIM,
e puBapokcabaH npemuHaBa npe3 IalleHTaTa, PUKcenTo € npoTHBonoKasaH no BpeMe Ha
GpemennocT (Bx. Touka 4.3). Kennure ¢ AeTepoaeH NOTeHIHAN TpaGea Aa H3Garear xa
386peMEHABAT MO BPEME Ha NIEYEHNETO C PHBapoKCcabaH.

Kvpmene
Be3onacrocTTa U epMKacHoCTTa Ha Pukcenro MPH KbPMELIH XXEeHH HE CA YCTAHOBEHH.

[IpoyupannaTa npH KUBOTHH NOKA3BAT, ye puBapokcaban ce cexperupa B Mnsakoto. Io Tasu
npuuHa Prkcesro € npotuBonokasaH B nepHona Ha KspMeHe (Bik. TOYKa 4.3). TpaGea aa ce Bleme
PEIICHHE Nl fia Ce MIPEYCTAHOBH KBPMEHETO HIH 1a Ce TIPEYCTAHOBH/AA HE CE TIPHIOKH
TepanmsTa.

QepraauTeT

He ca npoBexzan KoHKpeTHH NPoy4YBAHHA C pHBAPOKCabau NPH XOpa 3a OLEHKa Ha eeKTHTE No
oTHoIEHHe Ha deprinHTeTa. IpH eaHO NpoyuBaHe MO OTHOWIEHME Ha dbeprunuTeTa MpH MEXKH H
KEHCKH TLTHXOBE He ca Habmoaasany edexTH (BX. ToYKa 5.3).

4.7 Edexra supxy cnocobuoctTa 32 modrpane a paboTa c Mamann

Prkcenro noBsnssa B Masnka cTenes ciocoSHOCTTa 3a wodmuparne # pabora ¢ Mamuny. UMa cobiteHus
38 HEXC/IAHH PEaKiMy, KATO CHHKON (4eCTOTa: HEYECTH) U 3aMasHOCT (YecToTa: YECTH)

(8. Touka 4.8). aunenTHTe, MPH KOUTO Ce Pa3BHAT Te3H HEXENAHH peakiiiy, He TpaGRa fa
wodHpaT WK paGoTAT ¢ MAIIHHM.

48 Hexenans iexapcTBenH peaknan

Pestome Ha npodmnia Ha Ge3onacHocT
BesonacHoctTa Ha prBapokcabaH e npoyueHa B TPHHAAECET KIMHIYHY npoyuBaHHA ¢a3a
111, o6xpawmamm 53 103 nanmeHTH, eKCrionpanH Ha puBapoxcaban (k. TaGnuna 1).
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Ta6auna 1: Bpoil npoysenn nanaenTh, ofma AHEBAR K038 H MAKCHMAIHS
TPORB/LKHTENHOCT HR JIeICHHETO IPH NPOYIBAHES Paza 111

Maxkcamaana
IToxazanne m:.l:::..* Oﬁm;o,z;:enna OPOALIKETENHOCT
Ha JIe9eHAETO
Npodunaxruxa Ha peHo3eH 6 097 10 mg 39 num
TpoMGoemBonuzem (BTE) npu
BB3PACTHH NALHEHTH, NOAJIOKEHH Ha
TLIAHOBO CTABHO NPOTE3HPaHE Ha
TazobenpeHATa HNK HA KOIAHHATA CTaBa
Mpodunaxruka a BTE npu 3997 10 mg 39 mm
HEXHPYPrHYHH MALMEHTH
Jlewenne Ha JIBT, BE u npodunaxtuka | 0 790 Aen 1 -21:30mg T 2T meceua
Ha peLHAHBH Hen 22 u cen ToBa;
20 mg Cnep naii-
manko 6 mecena: 10
mg win 20 mg
MpoguiakTHKAa Ha WHCYNT H CHCTemeH 7 /90 20 mg 41 mecena
€MOOIH3bM NPH NALMEHTH ¢ HEKJAMHO
MPEACHPAHO MBKIEHE
Ipodunakruxa Ha areporpomGoTuunn | 10 225 5 mg win 10 mg 31 meceua
CBHOUTHA NpH NAUMEHTH Cllea 0CThp CHOTBETHO,
KopoHapeH cunapoM (OKC) NIPHIOKEHH
CIHOBPEMEHHO ¢
ACK mnn ¢ ACK
IUTIOC KJIOMHAOTPEN
WITH THKJTOTIHAKH
Tpodunaxryka Ka areporpomboraun | 18 244 5 mg, npunoxenu | 47 Meceua
¢b6uTHA npH nauenTn ¢ KAB/TIAB €IHOBPEMEHHO ¢
ACK wny 10 mg
CaMOCTOATENTHO

*TTauueHTH, KOMTO C& SWIK CKCTNIOHHPAHK Ha TIOHE €AHA 1033 pupapokcaban

Haii-uecto chobmaBannTe Hexenanm peakum
Gwin xemoparuu (Tabnuua 2) (Bx. Touka 4.4

M [IPH NALHKEHTH, KOHTO MOTy4aBaT pHBapokcabaH, ca
u “OnucaHune Ha H3GpaHH HEXENaHu PEaKLMH,, no-

nony). Hafi-4ecto choluaBaHuTe XeMOparum ca emUCTAKCHC (4,5%) 1 xBpBEHE B CTOMAIINHO-YPEBHMS

TpaxT (3,8%).




Tabnnna 2: Yecrora na ¢LOHTHATA HA KbPBeHe* H AHEMHR NPH DAUNEHTH ¢ eKCNOIANAS

HA PHBAPOKCa0al B 3apLPMBAETe NpoyIBanEs ¢asa IT1

BB3PACTHH NALMEHTH, TIOMVIOKEHH Ha
IJIaHOBO CTABHO NPOTE3HpaHe Ha
Tasc0EApeHaTa WM Ha KONTHHATa

Ilokazanme BcSKaKnLB THO ABeMESR
KbpBeEne
IMpodunaxTika va BTE npu G,SE/o OT MALHEHTHTE 5,9% oT naumeHTHTE

Ipo¢unaktika va BTE npu
HEXMPYPTHYHH NALMEHTH

12,6% ot nauMeHTHTE

2,1% oT maumenTiTE

Jleuenwe Ha JIBT, BE n
MpodHIAKTHKA HA PEIMAHBH

23% OT nalueHTHTE

1,6% ot naumenTHTe

TIpodmnakTika HA HHCYIT H 28 ua 100 2,5 Ha 100
CHCTeMeH eMGOTH3LM NPH NALMEHTH | MAIHEHTOTORHHH MAHEHTOrOHHH

€ HEKIAITHO MPeACHPAHO MbKACHE

IIpodunakTka na 22 na 100 1,4 na 100
aTepoTpoMGOTHYHH CHONTHA IpH MIALMEHTOTOTHHH NalHEeHTOTOAHHY
TTpodunaxTrka Ha 6,7 Ha 100 0,15 1a 100
arepoTpoMGoTHYHM CLOHTHS NpH MALHEHTOTOJHHH MaUHEeHTOrOAuHK* *

* Beuks CHOHTHA Ha KBPBEHE OT BCHUKH NPOY4YBAHMS C pHBapokcabaH ca cubpann, AOKNANBAHH H

OLICHEHH,

** B npoyusanero COMPASS ce Ha6moaaBa HHCKA 4ECTOTA Ha AHEMHA, Thil KATO € NPUIOKEH

CeNeKTHBCH NoJxoA 3a cebupane Ha HexXenaHH crOMTHA

CnHCBK HA HEXeTaHH PEakIHH B Tabnnyen pun,

YecToTHTE HA HexXenaHHTE PEaKIMMU, CBLP3aHH ¢ pUBApOKCabaH, ca 06o6wenH p Tabmuua 3 no-aony

NO CHCTeMHO-0opralnH Knacose (o MedDRA) # no yectora.

B 3aBucHMOCT oT yecToTaTa Te ce OIIpeACTIAT KATO:

MHOTO 4eCTH (> 1/10)

uecTH (> 1/100 no < 1/10)
HevecTH (> 1/1 000 po < 1/100)
peaxn (> 1/10 000 o < 1/1 0600)
MHoro peaxs (< 1/10 000)

€ HCH3IBCCTHA YECTOTA: OT HAIHYHHTE JAHHH He MoXe na Onae HanpaBeHa OLCHKA.
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Tabamna 3: Bea9kB HexeNamH peaknds ca cHLOGmenn OpHE RANHeHATH B KIHAMYHE

HINHTBAREML $aia III nan npu IOCTMEPKETHEIOBA YynoTpefa*

eCTH €9eCTH NKH HOIO peaKn C Hem3BecTRA
TECTOTA
Hapymenns wa kpLBTa B AEM$HATA CHCTEMA
AHeMmus (pxJ1. Tpombowmrosa (et
CHOTBETHH MOBHILIABAHE Ha
naGopaTopuu 6pos Ha
napamMerpH) TpoMGoumTHTE ),
TpomGoumronenus
Hapymwennu Ba AEMyHHATA cHeTeMA
Anepruyna AHadHNaKTHYHH
peakLna, anepruyeH PeakiHH,
OEPMATHT , BKJTIOYHTETHO
AHrHOEeM H aHapHIaKTHYEH
AICPr{yYeH OTOK i (0]
Hapynmienns Ha HepBHATA cHCTeMa
3aMasHOCT, Mo3byeH |
F.TIB.BOGOJ'IHB BETpEUYepeneH
KPBBOM3AHB, CHHKOII
Hapymenns na ounre
OueH KpHBOMZIHE
K BKJI.
OHIOHKTHBAIEH
BOM3ITHB)
Chpaeunn Hapymenns
| Taxukapus |
CLa0BE HapymeHHs
XMNOTOHHS,
XEMaToM
PecnupaTopeR, rpuLIns B MENHRCTHHATHA HADYIICHAS
Enncrakcuc, ﬁ&
XEMOITTHIMC
CToMamIHO-4peBHA HADYMIeHAT
Kzpbene or Cyxora B ycrata
BEHLIHTE,
CTOMAIUHO-UPEBHH
1 TpaKT (BKJ1.
PEKTATHO
KbpBeHe),
CTOMAIIHO-YPERHH
H abROMUHANHK
Goskn, Qucnencus,
ranexe, 3anex”,
auapus,
noBpbaHe®

Xenavobnanapus napymeans
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Yectn Heqecrn Peaxn Mpuoro peaxn C Rem3BecTHa
HECTOTR
MoBuinapane ua | YepronpoGuo Xwmrennua ,
TPAHCAMHHA3HTE | yBpexKIaHe , INopHasane Ha
Noeumen KOHIOTHpaHus
OunHpy6un, OwInpy6HH (c wn
NOBHINCHA ankanHa | Ge3 chIMLTCTRALO
¢ocdaraza p TIOBHIIABAHE Ha
KPbETa, nosuimena | ALT),
GGTA Xonecrasa,
Xenarur
(BKMOYHTETHO
XenarouemynapHo
YBpexaaHe
Hapymenng Ba KOXATS B HOAKOKHATA THKER
Cap6ex (pko. Ypruxapus CHHApOM Ha
HEHECTH CoTyuau Haj Stevens-
reHEePANTH3HpaH Johnson/ToxkcHun
cbpbex), obpus, a enuaepMaHa
€KXHMO3H, KOXKHH HEKpONH3a,
H NOAKOKHH DRESS cunapom
KPBBOHIIHBH
Hapymenns na Myckyano-ckeneraara CHCTEMR H CheANHATEIHATA TLKAH
bonxa s XemapTposa KpsBomanus s KomnaprmenT
Kpaitnuupre® MyCKyst CHHIPOM B
pe3ynrar Ha
KbpBeHe
Hapymwenng na 6u6peunte B OAKOYHHTE IbTRIMA
Kzpeere ot bubpeuna
YPOT€HHTANHHA HEIOCTAaTBLYHOCT/O
TPaKT (BKJI. cTpa 6u6peuna
XEMaTypHs u HEIOCTATHYHOCT B
MeHoparua®), pesyJITaT Ha
6x6peuno KbpBeHe,
yBpexaane (BKi. JAOCTaTLYHA Aa
MOBHLIEHHE Ha NpeAH3BHKA
KPeaTHHHHA H xunonepdysus
MOBHIIEHHE Ha
ATa B KpLETa)®
O6mn papymenns u epexTn BR MACTOTO By npRJIoKenne
[ToBHwIeHa Hepaznonoxenne | Jlokanuzupan
TeMneparypa®, (K. npuOIIaBake) oTok*
nepudepen otok,
MOHWKeHa obua
CHIIA H
€HEPrHYHOCT (BKA.
MOpa H acTeHHA)
Hicaeasanng

TloBnen LDHA,
NOBHINEHA JTHNa3a®,
NOBHILICHa aMMia3a®
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Hectn HegecTn Penxa Mnoro peaxn C Hem3BecTHA
qeCTOTR

Hapanspanns, ABNHAY W YC/I0KHEHAS, BLIHHKHAJH B PE3V.ITAT HY HHTEePBeHNHE

Kspeene cnen Cnaora
HAKAKBA ncesaoaneBpH3Ma’

npoueaypa (BK.
NOCTONepaTHBHA
AHEMHA W KbpBEHe
OT paHa),
KOHTY3HA, .

A: HabmozasanH Npy npodunakTHka ua BTE TIPH BHL3PACTHH MALHEHTH, MOAIOKEHH HA NIaHOBO
CTaBHO NpoTe3HpaHe Ha TasobepeHaTa WK KONAHHATA CTARA

B: Habmoznabanu npu neuenve va IBT, BE win TPOGHAAKTHKA HA PEUHIMBH, KATO MHOTO YeCTH nph
KEHH < 55 roauHu

C: nabmonasany Kato HewecTn npu MpodIUIaKTHKA Ha aTePOTPOMBOTHYHN CHEMTHS TIPH NaUHEeHTH
cnen OKC (cnen nepkyranna koponapha HHTEPBEHLMA )

* IlpunoskeH e MpenBAPHTENHO ONpeneneH celeKTHREN noaxon 3a cxOMpaMe Ha HEXKeTaHH CHOMTHS,
Tii kaTo yecToTaTa Ha HeXenanuTe peaxupy ye e YBEJIHYCHA M He € YCTAHOBEHA HOBA HeXkelaNa
peakimi, naHrUTE OT npoyyaHeTo COMPASS e ca BKIIOYeHH [PpH HIYHCIIABAHE Ha YECTOTATA B
Ta3H Tabnuua.

Omycanne Ha H30paHH HexenaHu PeaKIHH

Tlopaau ¢papmaxonoruuuns My MEXaHH3bM Ha LeficTBHE, ynoTpeGaTa Ha pusapokcaGan Moxe 1a
6B ceBp3ana ¢ noBUIEH puck 3a OKYJITHO WiI¥ SBHO KEPBEHE OT BCAKA THKAH HITH OPraH, KoeTo 61
MOrJI0 Aa floBeNie A0 NOCTXeMopariyHa aHeMis, [Ipu3HaLHTe, CHMITTOMUTE H TEKECTTa
(BwnouMTENHO aTanen H3XO/) Lie 3aBHCAT OT JOKATH3ALMATA H CTENEHTA WiN obema Ha KbpBeHeTO
WH1 aHeMMsTa. (BX. Touka 4.9 , TTopenenne MPH KbpBeHe™). B iMHHYKATE npoyusanns murasuyno
KbpBeHe (T.€. OT HOCA, BEHLIUTe, CTOMALIHO-YPEBHHA TPAKT, NHKOYO-NONIOBHA TPAKT, BINTIOMHTEHO
aGHOPMHO BATHHAIIHO WIH YBeHYeHO MCHCTpYa/HO KbpPBeHE) 1 aHeMus ce HabTIoAaBaT No-YecTo
HpH ILITOCPOHO NeveH e ¢ puBapokcabaH B cpaBHenHe ¢ Nevenne ¢ ABK. Ilo Ta3y NPHYHHA, B
AOMBJIHEHHE KbM 8N€KBATHOTO KIIHHUIHO Habmonenwe, nabopaTtopHo H3cieaBaHe Ha
XeMOr/I00HHA/XeMaTOKpHTa 61 MOIIO Aa 6L4e OT IoJI3a 3a OTKPHBaHE Ha OKYyJITHO KbpBEHE H 3a
OMpPEACIAHE HA KIIHHHYHATA 3HAYHMOCT Ha ABHO KbPBEHE, 1O npeLieHKa cnopen cayyas. BeaMoxkHo e
PHCKET OT KBPBEHE A3 Gble NOBHLICH DK ONpPENENeHH IPynH NMALHEHTH, HAalIpHMEp NaLMEeHTH ¢
HEKOHTPOHPaHA TEXKKA APFEPHANIHA XHNEPTOHHS W/IHIH Ha CBITLTCTBALUA TEPANHA, KOATO JIOB/IUABA
xeMocTasaTa (BXK. Touka 4.4 , Puck or XxemMoparna“). BramoxkHo e MencTpyanHoro KbpBCHE Aa e no-
CHJTHO H/WIH NO-NPOABLIDKHTENHO. XeMOparuyHHTe yCOXHEHHA MOTAT Ja ce TIPOABAT KaTo cnabocr,
6nenHOCT, 3aMasHOCT, rnaBoGoHe WK HEOBICHUMH OTOUM, AHCTIHES M HEOGACHHM LLOK. Kato
PE3YITAT OT aHEMUSTA B HAKOH CJTY4aH ca HaGMIOAABAHH CHMITTOMM Ha CbPAEYHA HCXEMHS, KaTOo
Gonka B repavTe Wiy CTEHOKapaHA.

HMa c»0611eHNA 32 H3BECTHH yCAOKHEHHS B PE3YNITaT Ha TEXKO KbPBEHE, KATO KOMIAPTMEHT
CHHAPOM H 6B0pedHa HeAOCTATLYHOCT B Pe3yaTaT Ha xunonepdy3xa Mpu H3NON3BaKe Ha
puBapokcaba. INo Ta3u npuamna BeposTHOCTTa OT KbpBeHe TpsOra f1a ce uMa npeneun npH
NpPELeHKATa Ha CHCTOAHMETO HA BCEKH MALMEHT, KOWTO € NOLIOKEH Ha 8HTHKOAIYNIRHTHO JISYEHHE.

Crob € HA MONO3UPAHH HeXeTaHH H

CrobmasaneTo Ha TMORO3WpaHH HEXKENAHN PEAKLIMM Clie/l paspelIaBaHe 3a ynotpeba Ha
NIEkapCTBEHNA NPOIYKT € BakHO. ToBA NO3BOJIABE fa NPOABL/LKH Hab/IOAEHHETO HA CHOTHOIIEHHETO
TI0J13a/PHCK 38 1EKAPCTBEHHA NpomyKT. OT MENULIMHCKUTE CHELHANHCTH ce H3HCKRA a ce00maBar
BCAK2 MORO3MPAHA HEXENAHA PEAKIMA Upe3 HALMOHANHATA CHCTEMa 3a chLobllaBaHe:

HanennuTensa arens no NekapcTeara
ya. Jlaman Fpyes* No 8

1303 Codua

Ten.: +359 2 890 34 17

yebcaiir: www.bda bg

4.9 Ipeaoznpane
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HMa cvobimenns 3a penxu ciryvan va npeaoanpaxe no 600 mg, HeycnoxXHeHH OT KBbPBEHE WK IpYyry
Hexena peakun. Nopaan orpannuenara abcop6uus ce ouaxsa e(eKT Ha THMMTHPAHO HaCHIIaHe
6¢3 nombNHMTENHO NOBHINABAHE Ha Cpe/iHaTa [LIA3MEHA EKCTIO3HIMA NPH CYNPATEPaNeBTHUHH 03K
pusapokcaban or 50 mg uaH nMo-BHCOKM.

He chinectByBa cneumdrven awtunor cpeity papmakoHHaMUHHA edeKT Ha pHBapokcabaH.

B ciryuau Ha npenosipane na pusapoxcaban Moxe Aa ce HMa NPSABHA H3NON3BAHETO HA AKTHBEH
BBITICH 33 HAMaJABaHe Ha abcopOLHaTa.

Iosenenue npu KhpBeHe

AKO NpH NalHEHT Ha JTeYeHste ¢ PHBapoxcabaH ce pasBHe CBHP3aHO ¢ KbpBeHe YCIIOXKHEHHeE,
CIEABALIHAT NpHeM Ha puBapoKcaGaH TPAGBA fa ce OT/IONM WIH JiedeHNHeTo Tpa6Ba 11a ce npekpary,
aKo e Heobxommmo. PusapokcaGan uma ONYXHBOT OT OKONIO 5 710 13 4aca (Bx. TouKa 5.2).
INosenennero Tpabea na e HHAHBUIYATTH3HPAHO B 3aBHCHMOCT OT TEXKECTTa M JIOKATH3ALMATA Ha
KPLBOH3NHBA. MoJXe Aa ce H3N0N3Ba MOAXOASIO CHMATOMATHYHO JIeYeHHe, KATO HAMP. MEXAHHYHA
KOMIIpECH (HArp. NPH TeXbK EMUCTAKCHC), XMpYPraHa XeMOCTa3a ¢ NPOLeNYPH 3a YCTAHOBABAHE Ha
KOHTPO/1 Hall KbPBEHETO, 3AMECTBAHE Ha 06eMa 1 MepKH 3a NOMIBPXKAHE HA XEMOIHHAMMKATA,
MpeHBAHE HA KPBBHH NPONYKTH (EPUTPOLHTEH KOHLEHTPAT WK NPACHO 3aMpa3eHa TUTa3Ma B
3ABHCHMOCT OT ACOLMMPAHATa aHEMHA WIH KOAry/IONaTHA) Wi TpoMOGOLHTH.

AKO KbPBEHETO He MOXe Ja GbJie OBAATHO ¢ FOPETIOCOYEHHTE MEPKH, MOXeE A1a ce 06Chau
TIpWIaraHeTo Ha cieMpHIHO NPOKOArYIaHTHO CPEACTBO, KATO KOHICHTPAT HA MPOTPOMOHHOBUA
komiutexc (PCC), akTHBHpaH KOHUEHTpAT Ha npoTpoMbuHOBRA KoMruieke {APCC) unu
pexoMGunanTeH dakrop VIla (r-FVIIa). KbM MoMenTa 06a4e KTHHIMHMAT onuT OT NPUIATRHETO HA
TE3U JICKAPCTBEHH NPOIYKTH IPH TIALKEHTH, NOTY4aBAaLIH pHBapokcaban € MHOrO orpaHmyeH.
TIpenopbkara ce ocHoBaBa 1 Ha OrpaHH4€HH HEXJIHHMUHH AaHHH. Moxe fa ce obMucan MOBTOPHOTO
Tipuiiarate Ha pekomGuHanTeH daxtop VIla u ao3ata Tpsdea na ce THTPHPA B 38BHCHMOCT OT
HaMaABAHETO HA KbPBEHETO. B 3aBHCHMOCT OT BBH3IMOXHOCTTA Ha MSCTO, B CJTYYaH Ha MACHBHO
KbpBEHe, TpAGBa 1a ce OOGMUCIM KOHCYITTALMA Che CHELHATHCT NO KOAryNAUHOHHH HapYLUeHUS (BX.
TOYka 5.1).

He ce ouaksa nporamun cyndar u suramus K Aa MOBJIMABAT AHTHKOATYIAHTHATA AKTUBHOCT Ha
pHBapokcaban. ONUTET ¢ TpaHEKCAMOBA KHCEITHHA € OrpaHH4eH 1 JTHICBA TAKBE C AMHHOKATIPOHOBA
KHCETHHA H BNPOTHHHH MPH NALHEHTH, 10TyYaBalty pupapokcaban. Hama HHTO Hay4HH
AOKA3aTeNCTBA 38 61RrONPHATHO MOBAMABAHE, HHTO ONHT OT H3MONIBARETO HA CHCTEMHHs
XEMOCTAaTHK AC3MONPECHH TPH NMALMEHTH, IOy 44BAIIN puBapokcaban. ITopaau Bucokara crenen Ha
CBbP3EaHE C IUIASMEHHTe POTEHHM HE CE 0YaKBA PHBAPOKCAOaH aa MoXe a 6bae oTnenen upes
AHaTH3a.

5. ©APMAKOJIOTAYHH CBOIICTBA

5.1 ®apMaKkoAEHAMAYEE cBOMCTBA

dapmakoTepaneBTHUHA rpyna; AxmutpomGoTHYHE cpeacTea, AHPEKTHH HHXHGHTOPH Ha daxrop Xa,
ATC kona: B01AF01

Mexanussm Ha feticTaue

PuBapokcaban e BucoxocenekTusen AHpexTeH HHXUGHTOP Ha dakTop Xa ¢ nepopanya
Guonanuunoct. UnxnGupanero Ha daxrop Xa npexncaa BBLTPELUHHA i BHHILECH MBT HA
KOarynauHoHHATa Kackazia, KoeTo HHXHGHpa KakTo (opmupanero Ha TpomMOHH, Taka 1 obpasyBaHeTo
Ha TpoMOH. PuBapokcaGan He HHXHOHpa TpOMGHHA (aKTHBHpaH dasxcrop II) ¥ He ca HabmionaBany
edekTH BBPXY TPOMGOLHTHTE.

DapMakoaAHHAMMYHH edekTH

Ipn xopa e HaGmoznasano 3aBHCHMO OT KO3aTa HHXHOMpaHe Ha pakTop Xa.

TIporpom6uroBOTO BpeMe (PT) ce noenuaBa f03032BHCHMO OT prBapokcabaH B TACHa BpB3Ka

C NhasMeHHTe KOHUeHTpatmK (r=0,98), ako 3a TecTa ce wanonsea Neoplastin. ipyru pearentu

Ouxa nanu 1pyrn pesyrrati. OTunTanero Ha PT Tpa6Ba xa cTasa B cexyHuu, noHexe INR e
KRnHOPHPAHO U BATTMAMPAHO 38 KyMapHHOBH NPOXYKTH H HE MOXE Aia Ce MpHAAra 3a Apyru
AHTHKOAryNAHTH.

TTpu nauvenTy, nomyvapam puBapokcabaH 3a neuenne na BT u BE u NPOQHIAKTHKA HA PELIUAHBH,
nepcenTrAnTe 5/95 33 PT (Neoplastin) 2 - 4 vaca ¢nen npuema Ha TabnerTkarta (T.e. KbM MOMEHTa Ha
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makcumainieH edexr) 3a 15 mg puBapokcabas [Ba MsTH AHEBHO ca B rpaauumTe ot 17 no 32 cexymam,
a 3a 20 mg puBapokcaban Bensbx AHeBHO oT 15 20 30 cexkynan. Ilo BpeMe Ha Hali-nHckaTa
koHueHTpalus (8 - 16 yaca ciien mpuema Ha Tabnerkara) nepceHTHIMTE 5/95 3a 15 mg Apa mbTH
AHEBHO Ca B rpaHHLMTE OT 14 10 24 cexynny, a 3a 20 mg BenHBk AHeBHO (18 - 30 uaca cren npHeMa
Ha Tabnerkata) or 13 no 20 cexyHnm.

TlpH naumeHTHTE ¢ HEXAATHO NPEACHPIAHO MBKICHE, ROMy4aBally puBapokcabaH 3a npoduiakTika
Ha HHCYJIT H CHCTeMEH eMBOMHIBM, nepceHTHIHTE 5/95 33 PT (Neoplastin) 1 - 4 yaca cren nprema na
TabneTKaTa (T.€. N0 BPEMETO Ha MaKCHMATHHA eheKT) TNpH MalHeHTHTE, JieKyBaHH ¢ 20 mg eanH BT
AHEBHO, BAPHPAT OT 14 210 40 ceKyHIM H NIPH NALEHTH ¢ YMEPeHO 616peuno yBpexnane, nexyBanu ¢
15 mg eaun meT AnerHo, ot 10 a0 50 cexyHay. I1o Bpeme Ha Hali-HuckaTa konuenTpatms (16 - 36
Haca ciie/l mpHeMa Ha TabneTkara) nepceHTHIHTE 5/95 MpH naumeHTHTe, NekyBany ¢ 20 mg €AHH BT
AHEBHO, C4 B rPAHHLITE OT 12 110 26 CekyHaH, & NPH NALKBEHTHTE C YMEPEHO 616peuHo yBpexnake,
JIeKyBaHH ¢ 15 mg eauH LT IHEBHO, 0T 12 10 26 cexynn.

B kmHuKo-(apmakonornuHo npoyysane Ha oGpaTiuMHTe NpoMeHH BbB (PapMakoTHHAMMKATA Ha
pHBapokcabaH NpH 3apaBu BE3pacTHH AOGPOBOILM (0=22), € oueHABaH ePeKTHT HA ENUHHYHH JO3H
(50 TU/kg) Ha ABa pasTH4HY THa KOHUEHTPAT Ha NpoTpoMbuHOBHA KoMIueke (PCC), 3-pakTopen
KOHUEHTPAT Ha NPOTPOMO6HHOBMA KoMiLiekc (daktopu II, IX u X) u 4-thaxTopeH KOHLIEHTPAT Ha
npoTpoMOHHOBIA KoMIUleke (dakTopu II, VIL, IX u X). 3-aKkTOpHHAT KOHUEHTpAT Ha
NPOTPOMOHHOBHA KOMILIEKC € MOHIDKHI CPEHHTE CTORHOCTH Ha NPOTPOMOHHOBOTO BpeMeE Ha
Neoplastin ¢ npu6musurento 1,0 cexynna B pamkure Ha 30 MHHYTH, B CPABHEHHE C MOHIKABAHE OT
npubnusuTenHo 3,5 cexynmu HaGmoONaBaHO ¢ 4-hakTOpHHA KOHLIEHTpAT Ha MPOTPOMOHHOBHS
KOMILNeKC. 3a cpaBHeH#e, 3-GakTOpHUIT KOHLIEHTPAT HA MPOTPOMOHHOBHA KOMILTEKC € HMan No-
ronaM u no-6up3 o6m edexT BLpxy oGpaTHMHTE NPOMEHH B €HIOMGHHOTO obpasyeane Ha TpoM6HH
OT 4-aKTOPHHA KOHLICHTPAT Ha NPOTPOMOHHOBHA KOMILTEKS (Bx. Touka 4.9),

AKTHBHPaHOTO NAPUHMATHO TPOMGOILIACTHHOBO BpeMe (aPTT) u HepTest cuiuo ca yanmkeny s
3aBHCHMOCT OT J1034T8, HO H3TION3BAHETO HM 3a OLIEHKA Ha PAPMAKOTHHAMHYHHA eeKT Ha
puBapokcaban He ce npenopruea. Hama HeoGxomuMocT oT HabmoneHue Ha KOAryJaliHOHWTE
TIapaMETPH M0 BpeMe Ha JIEYEHHETO ¢ PHBAPOKCabal B KIMHHYHATA NIPaKTHKA. Bobnpekn ToBa, ako e
JUIHHH'HO MOKA3aHO, HHBAaTa Ha puBapokcaGaH Morar a GBAAT H3IMEPBAHK C KanHGpupaHK
KOJIKHECTBCHH TECTOBE 3a aHTHGAKTOP Xa (RK. Touka 5.2).

KnyHuuHa egukacHocT M Ge3onacHocT

lIpodhuraxmuxa na uncyrm u cucmemen embonuzom NP NAYUERMU C HEKAANNO NPedCLPOHO
MbXNcOere

Knunninara nporpama ¢ pusapokcaGan e niannpana c uen aa OEMOHCTPHPA e(UKACHOCTTa Ha
pHBapokcabaH 3a NpOQHIAKTHKA HA HHCYAT # CHCTEMEH eMBOTH3EM TNPH MALHEHTH ¢ HEKIAMHO
NpenckpiHo MbicaeHe. Iipu ocHoBHOTO ABOIHO cnfno npoyusane ROCKET AF 14 264 nauyenTs ca
PasNpeAE/IeHH Na NOMy4aBarT WK pHeapokcalan 20 mg peaHbxk AHEBHO (15 mg BeaHX AHEBHO ApH
NALHMEHTH ¢ KPEATHHHHOB KIHPBHC 30 - 49 ml/min) wim sapdapuH c THTpHpaHe Ha Ao3ata 1o INR
2,5 (tepanesTHuHH rpanmm fo 3,0). Meauannata NPOAL/DKHTENHOCT HA MPOBEISHOTO JIeHeHHE ¢ 19
Mecela, a obuiaTa NpoaBIDKHTENHOCT € 10 41 Mecewa.

34,9% oT nauHeHTHTE ca TeKyBaHH C AUETHICATHLIMIOBA KHCEHHA | | 1,4% ca nexysaum ¢ knac Il
aHTHAPHTMMYHO CPEACTBO, BITIOYHTENIHO AMHOAAPOH.

PuBapokca6an € ¢ He mo-Manka edekTHRHOCT OT BapdapuH 3a MHPPHYHATA CHCTABHA KpaliHa Touka 3a
HHCYIIT 1 CHCTeMeH emGomasM u3sbsH LIHC. B nonynauwsra no NPOTOKON HA JIEYEHHE HHCYIIT WK
cHcTeMeH emGonn3sM ce HaGmoaasat npu 188 naupenTH Ha pupapokca6aH (1,71% Ha roauxa) u npu
241 Ha sapdapun (2,16% ua roauna) (KP 0,79; JTH 95%, 0,66 - 0,96; P<0,001 3a ne no-manka
eexTHBHOCT). OT BCHUKH PAHAOMM3HPAHH MALHEHTH, KOHTO ca aHanmu3upanH no ITT, mbpeuynK
CBOMTHA ce pasBHBAaT npH 269 Ha puBapokcabay (2,12% wa roauna) v 306 Ha sapdpapun (2,42% ua
roauxa) (KP 0,88; 95% JIH, 0,74 - 1,03; P<0,001 3a He no-manka edextrBHOCT, P=0,117 3a
NpeBB3XOACTBO). PesynTaTTe 3a BTOpHUHHTE KpalH TOKH, KAKTO Ca H3CIENBAHN B AepapxuueH
nopaxbk B ITT ananusa, ca nokasann va TaGruna 4.
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Taﬁ.nnga 4: Peaxma'm 38 edpuxacHoOCT OT ¢aza Il ROCKET AF
POyuBaHa Nomynauus

Cpen naumenTure B rpynara na BaptapnH INR croiinocTire ca B TPaHHALIITE HA TepaneBTHYHHA
Axanasox (2,0 xo 3,0) cpeano 55% or BpeMeTo (MenHaHa 58%, HHTEpKBapTHIEH Iuanason 43 ao 71).
EdexrnT Ha pupapokcaban He ce pasiiiasa Ha HHBO ueHTpanHo TTR (Bpeme B Tapreren INR
AvanasoH 2,0 - 3,0) np KBAPTHIHTE ¢ eTHAKEE pasmep (P=0,74 3a n3saumopeiicteue). B Haf-ropHua
KBapTHA 10 OTHOLIEHHE Ha UeHTEpa KoeduumeHTsT Ha Prck (KP) 3a pupapokcaban cnipsamo
Bapdapu ¢ 0,74 (95% 1TH, 0,49 - 1,12).

Yecrorara Ha ocHOBHMTE PesynTaTH 3a 6€30NacHOCT (NOIEMM W HErONEMH KITHHIMHO 3HAYMMH
KPBBOMIIIHBH) Ca OAOGHH 3a JBETe TepaneBTHIHM rpynu (Bx. Tabmua 5).

ITT ananus na epuxacHocTTa NpH NALMEHTH C HEKJTATTHO NPEACHPAHO
PueapoxcaGan Bapdapun ttpupan no | KP (95% JIH) p-
20 mg enn met anesno | INR 2,5 (tepanerTimy CTOMHOCT, TecT 3a
(15 mg Beawsx AHEBHO rpanuiy 2,0 no 3,0) NMPEBL3XOACTBO
TepanesTuuna nosa TP NAUHEHTH C yMEpEHO
616peuHo yepexcane)
Yectora Ha cubutero | “lecTora Ha ch6HTHETO
(100 naupenTo-rogsmn) | (100 TIALMEHTO-TOAHHH)
Hucyar u cucremen 269 306
eM6omH3EM H3psH L[HC (2,12) 2,42) 0,88 (0,74 - 1,03)0.117
Hucynr, cucremen 572 609
embomnIsM H3ebs [THC u 0.94 (0,84 - 1,05) 0.265
(4,51) (4,81)
CBHJOBA CMBPT
Hucyanr, cucremen
emMbonHIEM m3mLH LIHC, 659 709
CBHAOBA CMBPT H UH(APKT (5,249) (5,65) 0,93 (0,83 - 1,03) 0,158
Ha MHOKap/ia
253 281
Hucynr (1,99) 2.22) 0,90 (0,76 - 1,07) 0,221
CHeremeH em6onuanm 20 27
130 142
Hudapxr na muokappa (1,02) (1,11) 0,91 (0,72 - 1,16) 0,464
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Tabanna §: Pesvaratn 3a 6ezonacHocT oY $a3s ITI1 ROCKET AF
!_'”__————-—T___—'—-——__

Ipoyusana nonynauns | Haumens ¢ Hextanko NPeACHPAHO MBXAeHe -!
Pupapokcaban Bapgapun KP (95% JIN) p-
20 mg eAuH BT AHEBHO THTpHpaH jo INR 2,5 CTOHHOCT
(15 mg BenHnk qHEBHO (TepaneBTHYHH rpaHHLM
TIPH MALMEHTH ¢ 2,0 10 3,0)
TepanesThuna fo3a yMepeHo 616peuso
YBpEXKAaHe)
Yecrora Ha chburero | Yectora Ha chéuTHETO
(100 naunento-roantu) | (100 nanpenTo-rogunn)
Tonemu # Heronemn 1475 1449 1,03 (0,96-1,11)
KNHHHYHO 3HAYHMH (14,91) (14,52) 0,442
KPBBOH3ITHBH
395 386 1,04 (0,90 - 1,20)
I'onemu kpnBoH3NMBH (3,60) (3,45) 0.576
CMBPT B pesynTar Ha 27 55 0,50 (0,31 - 0,79)
KhpBeHe* 0,24) (0,48) 0,003
KupeeHe ot kpuriuen | 91 133 0,69 (0,53 - 0,91)
oprag* (0,82) (1,18) 0,007
HHTpaxpanvanen 55 84 0,67 (0,47 - 0,93)
KpBBOM3NHB* (0,49) (0,74) 0,019
Cnan Ha 305 254 1,22 (1,03 - 1,44)
XeMornobuua* (2,77) (2,26) 0,019
Kpweonpenueane a2 | 183 149 1,25 (1,01 - 1,55)
HIH NOBeYe eqHHNLIU (1,65) (1,32) 0,044
EPHTPOLINTH MMM usig
KpbB*
Heronemu ximnanuno 1185 1151 1,04 (0,96 - 1,13)
3HAYHMH KPLBOMNIHBH {11,80) (11,37 0.345
CmepTHOCT NO 208 250 0,85 (0,70 - 1,02)
BCHKAKBH NPHYHHH (1,87) (2,21) 0,073

a) I'Ionynaum[, H3NHTBAHA 1O OTHOIIIEHHE Ha 66301]&0}!00'[‘, Ha JICYeHHe

* HomMuuanHo 3HauMMH

B noneaxenHe KuM npoyysaneTo ¢aza IIl ROCKET AF, e n

POBeICHC TIPOCNIEKTHBHO,

TIOCTMAPKETHHIOBO, HEHHTEPBEHLIMAHAIHO, OTBOPEHO KOXOPTHO NPOYYBAHE C E[HO paMo
(XANTUS) ¢ ocHoBeH uaxon, BrMOYBall TpoMOGoeMBonHYRY CBLOHTHA H ronamo KpbBeHe. 6 785
TALHMEHTA C HEKNATTHO NPEACHPAHO MBXACHE Ca G BITIOYEHH 32 NpOQUIAKTHKA HA MHCYNT U
eM6onua HIBBH LeHTpaNHaTa HepeHa cueteMa (LIHC) npu peannu yenosus. Cpeamure peaynararn
Ha CHADS?2 s HAS-BLED ca 6w 2,0 npu XANTUS, B cpaBHenue cbe CPCOHHTE pe3y/1aTaTH Ha
CHADS2 n HAS- BLED o1 3,5 1 2,8 cvorsetHo npe ROCKET AF. I'ojamo KPbLBEHE €
Habmozapano mpu 2,1 cyvas sa 100 nauneHTo-roauHH. Crobiasa ce 3a ataned kprBoHTHB
npi 0,2 crryyan 3a 100 naupeHTOrONHHY H BETPEUCPENneH KpbBOH3NHE mp 0,4 cnyvan 3a 100
HauHeHTo-ronuHu. Hucynt unn em6oans wssn LIHC ca perucTpupany npy 0,8 cnyyas 3a 100
HALHEHTO-FOAKHHH.
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Te3u HaGmosieHHA B PEATTHH YCTOBHA C2 B CHOTBETCTRHE ¢ YCTaHOBeHHA npodun Ha Ge3onacHocT
TIPH TOBa NOKa3aHue.

HaumenTn, nopnoxeny Ha kApAHOBED3HO

IpocnexTuBHO, panromMusmpato, OTBOPEHO, MHOrOLICHTPOBO, EKCIUIOPATOPHO NPOYYBAHE Che
3aciencHa oueHka Ha kpainara rouka (X-VERT) e nposenieno npu 1 504 nauperty (HenexyBaun
A0ceTa C NepopaTHi AHTHKOATY/IAHTH M ieKYBAHH IPEABAPHTENHO) C HEKNANHO npeaChPAHO
MBXKICHE MLIAHHPAHO 38 KAPIHOBEP3HO, 3a /1a Ce HANPABH CPABHEHHE MEXRY puBapokcabaH H
anarrrupana nosa ABK (panpomusupano 2:1), 3a npeserums ua ChPACYHOCLAOBH CHOHTHS.
M3nosseann ca cparerun ¢ nomourra Ha Hacousase upes TEE (1-5 aun npeapapurento neuenne)
WIH KOHBCHLIHOHATHO KapAHOBEP3HO (HAk-MANKO TPH CEAMHLM [PCABRPHTENHO JICYEHHE).
TTbpBi4HMTE pe3ynTaTH 32 eHKACHOCT (BCHUKM HHCY/ITH, IPEXOHa HCXEMHYHA aTRKA, CHCTEMEH
em6onn3bM Hecerpaan ¢ L[HC, uHbapkT Ha Muokapa (MH) 1 chpaeuHoCHI0RA CMBPT) ca ce
nospunn npx 5 (0,5%) naupenTy B rpynara Ha pueapokcaGan (n=978) u 5 (1,0%) naupenra B
rpynara Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73; MozubHLmpana ITT-nomynans). OcHopHUST
pe3yurar 3a 6e30nacHOCT (MACHBHO KbpBeHe) ce € NOSBII npH 6 (0,6%) u 4 (0,8%) nauyenTy B
pymHTe Ha puapokcabat (n=988) n ABK (n=499) crotserHo, (RR 0,76; 95% C10,21-2,67;
6e3onacHa nomynaimsa). Toea ©KCILIOPATOPHO MPOYHBAHE € NOKA3ANO CPABHUMA ePHKACHOCT U
Ge3onacHOCT MeXIy rPYIIHTE HA JeUeHHe ¢ pusapokcaban n ABK B ycnoeusTa Ha KapIHOBEP3HO.

Iauwenrn ¢ Heknanuo CbPAHO MBXKAEHE, KouTo noanexat Ha [IKH ¢ nocTapsHe Ha cTeHT
HsBEpuweno e pannomuanpaHo, oTkpHTO, MHoroueHTpoBo npoyysare (PIONEER AF-PCI)c 2 124
NAUHMEHTH ¢ HEKITAMTHO MPEACHPAHO MBAKACHE, KOUTO ¢a GHIM NMOMIOKEHH Ha ITKH, ¢ nocraesue Ha
CTEHT 3a ITLPBHYHO aTePOCKIEPOTHYHO 3a60/IABAHE, 3a CPABHABAHE HA 5E30IACHOCTTA Ha IBE CXEMH
Ha pusapoxcaban u enna VKA-cxema. Maupenture ca Swm pasnpeneeHH Ha CIly4YaeH MPHHLMIT
1:1:1 3a o6ma 12-meceuna Tepanus. IausenTn ¢ aHaMHesa 3a HHCynT Wik TTMT] ca wsxouenn.
I'pyna 1 nomyuasa pusapokca6an Beannx nHeBHO 15 mg (10 mg BeHBX AHEBHO MPH NAUMEHTH C
KpeaTMHHHOB KknHpbHC 30 - 49 ml/min) wnoc P2Y12 nHxuGurop. I'pyna 2 nonyvasa 2,5 mg
puBapokcaban 1Ba MLTH AHEeBHO 3aexHO ¢ JITAC (aBoitHa Tepanua ¢ aHTHTPOMGOLMTHHM cpeacTsa,
HanpuMep knonuacrpen 75 mg [unw 3amectBama P2Y12 HHEXHOHTOP] IUOC HHCKa Jo3a
aueTHICaTumnosa kucenntia [ACK]) sa 1, 6 unn 12 mecena, nocneasana ot pHBapokcaban 15mg
(wm 10 mg 3a nauneHTH ¢ XpeaTHHHHOB KnHpBHC 30 - 49 ml/min) Beannk AHEBHO, NIIOC HUCKa
rosa ACK. I'pyna 3 nomyyasa kopurupana nosa VKA nmoc HATAC 3a 1, 6 win 12 mecena,
MOCJIE/IBAHA OT KOPHrHpaHa no3a VKA, nmoc Hucka zo3a ACK.

ITepBruHaTa Kpaiina Touka 38 6e30NIACHOCT, KITHHUYHO JHAYHMHTE CJTy4aH HA KbpPBEHE, Ce NOABIBAT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yuacTiuum B rpyna I, rpyna 2 ¥ rpyna 3, pecnekTHBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnexTHpHO).
Bropnunara kpaiita Touka (chcTaseHa ot ChpAeHHO-ChA0RN ChbHTIA CC eMBpT, MU Wil HHCYIT), €
Habmonasana npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yuacTHuLH B rpyna 1, rpyna 2 u rpyna 3,
CLOTBETHO. BeAka OT cxeMuTe Ha pHBapokcabaH NOKAIBA 3HAUMTENHO HAMANABAHE HA KITHHHYHO
SHauAMHUTE CITy4au Ha KbpbeHe, B cpaHenne ¢ VKA-cXeMaTa npy NaumeHTH ¢ HeXNanHo
MPENCHPAHO MBXKAEHE, KOHTO ¢a G1in noanoxkenn va [KU ¢ nocrapsHe Ha cTenT.

OcnosHara uen Ha PIONEER AF-PCI e oueHka Ha 6e30NacHocTTa. Hannurre oTHOCHO edmKacHoCTTA
(BmowHTENHO TPOMGOEMBOTHYNH TBEHNs) NpH Ta3H [OMyJIALMSA Ca OrpaHHYeHH.

Jevenue ua [IBT, BE u npogunaxmuxa na peyuousupawu BT u BE

Kinnnynara nporpama ¢ prBapokcaban e nnaHKpana ¢ Len aa AEeMOHCTPHpa eQUKACHOCTTa HA
PHBapokcaban NpH HAYATHOTO H MPOXBIDKHTENHOTO JIEYeHH e Ha ocrpu JIBT u BE u
NpoduIaKTHKaTA HA PELIHNBH.

Han 12 800 naumenTy ca NpOY'eHH B HETHPH PAHAOMHU3HPAHH, KOHTPOJIHPAHH KIHHHYHK
npoyueasus daza I (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) n
AOILIHUTENHO € NPOBE/CH NIPEABAPHTENHO JedHHHpaH c6opeH aHanH3 Ha npoyusanuaTa Einstein
DVT u Einsten PE. O6uiata KOMOHHHpaHa NPOIB/DKHTENTHOCT Ha JICYEHHETO 38 BCHYKH OpOYy4BaHHA
€ 1o 21 mecena.
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B npoyusaneto Einstein DVT 3 449 naumenTH ¢ octpa JIBT ca npoyueHu 3a neyennero Ha JIBT u 3a
npoduakTHKa Ha peuramusupainy JIBT u BE (natenTHTe CBe cHMITTOMaTideH BE ca m3imouenn or
ToBa npoyuane). [IpoabikeTenHocTTa Ha leyenneTo ¢ 3, 6 win 12 Mecela B 38BHCHMOCT OT
KIHHHYHATA MPELECHKA Ha H3CIEA0BATEIA.

3a JleueHHETO Npe3 MBLPBHTE 3 ceMHULM Ha octpa /IBT ca npunaraun 15 mg puBapokcabaH JBa ITbTH
AHesHo. Cniel TOBA NIeYEHHETO NPoXB/DKABE ¢ 20 mg pHBApOKCabaH eHH MbT AHEBHO.

B npoyuysaneto Einsten PE 4 832 naunenTs ¢ ocTep BE ca npoyuenn 3a neuernero Ha BE u 3a
npopwiakTHKa Ha pewaypupamy JBT u BE. ITpomsmiurentocTTa Ha neuenneTo e 3,6 win

12 Mecena B 3aBHCHMOCT OT KIMHHYHATA MTPELICHKA Ha H3caeN0RAaTeN,

3a neuennero Ha ocTvp BE npes ITbPBHTE 3 CEAMHLH ca Npwnaraqy 15 mg pueapokcaba 1sa moTH
AHesHo. Cnea ToBa NEHEHHETO MPOIBIKABA ¢ 20 mg puBapokcabar eaMH MbT ZHEBHO.

H npu nsere npoyusauns Einstein DVT u Einsten PE CPaBHHTETHOTO JIe4eHHe BKIIOYBA
CHOKCANapHH B NPOXB/LKECHHE Ha MOHE 5 IHH B KOMOMHALIMA ¢ aHTANOHHCT Ha BUTaMHH K o
NocTHraHe Ha cTofiHocT 3a PT/INR B TepanesTvduuTe rpannus (> 2,0). Jleuenuero nponnikara ¢
AHTATOHWCT Ka BHTAaMHH K, xato fjo3ara My e Takasa, 4e cTOMHOCTHTE 3a PT/INR pacae
TEPANEBTHYHHTE rpaHHLM ot 2,0 no 3,0.

B npoywsanero Einstein Extension 1 197 naumerry ¢ ABT nan BE ca npoyuens 3a npedrnakTHKaTa
Ha peunnusHpawu JIBT u BE. TIpogsmkuTensocTTa Ha neyenuero obxBama rorrsnruTeNHH 6 K0 12
MECELA IIPH NAIHEHTH, KOHTO ca MPeMHHANH KyPC Ha Jiedense oT 6 1o 12 Mecela Ha BeHO3eH
TPOMG0eMGONHIEM B 32BHCHMOCT OT K/IHHHYHATA npenecHka Ha m3cieaosarens. CpasHaBa ce
puBapokcaban 20 mg BeaHsk JHEBHO ¢ IUTaneGo.

Ilpoyusannsara Einstein DVT, PE u Extension nanonssar €IHH U CBUIK MPEABAPHUTENHO AePUHUpaHH
ITBPBHYHH H BTOPHHM Pe3yNITaTH 3a ePUKacHOCT, [TbPBHYHKAT pesynTar 3a eHKacHocT e
CHMITTOMATH'CH PELHIHBHpALL BeHO3eH TpoMGoemGonussm (BTE), Ze(uHHpaH KaTO CHCTABEH OT
pewnaneupaina JIBT wnu neranen wid veneranen BE. BropHunuaT pesynrar 3a edukacnocr ce
Aedunupa kaTo cecTaBeH OT peunaueupaina JIBT, nenetanen BE H cMBPTHOCT He3aBHCHMO OT
NPHYHHATA.

B npoyusane Einstein Choice 3 396 naumenTs ¢ noTebpacHa cHMNToMaTHyYHa JIBT wunn BE, kouro
Ca 3aBLPUINTK 6 10 12-Mece4HO aHTHKOAryIaHTHO JIEYCHHE, Ca NpoYYeHH 3a npodHIaKTHKa Ha
daranen BE u nedatantu cummromarunu ABT u BE. NaunenTure ¢ nokasanme 3a nporeKUTENHO
AHTHKOATY/IAHTHO JIEYEHHE C TEPANEBTHYHA 1038 Ca H3KIIOUERH OT [IPOYUBAHETO.
HpoxsmkuTentocTTa Ha neveHHeTo € 10 12 Mecewa B 3aBHCHMOCT OT AaTaTa Ha HHRHBHAYATHOTO
paHAOMu3HpaHe (MeauaHa: 351 auu). PusapoxcaGan 20 mg BeAAH®X 1HEBHO H PuBapokcaban 10 mg
BEAHBIK JHECBHO C4 CPABHEHH Ch¢ 100 mg aueTHACATHLIATOBA KHCEIHHA BEAHBIK QHEBHO.

[IspsuuHMAT pesynTar 3a edukacHocT e cuMmTOMaTHYEH PELMAHBHPALL BEHO3EH TPOMBOeMGOIHITM
(BTE), nedunupan kato cmecHuara or peunaueupama ABT wnu aranen wnn vedaranen BE.

B npoyusakero Einstein DVT (ex. TaGnuia 6) ce nokasea, ue puBapokcabaH e ¢ He Mo-Manka
edexTHBHOCT OT eHOKcanapu/ABK 3a TTbPBHYIHHA pe3ynTaT 3a epukacHocT (p < 0,0001 (recT 3a He
no-manka eexrunoct)); KP: 0,680 (0,443 - 1,042), p = 0,076 (tect 3a NPEBL3XOACTBO)).
IMpeasapurento aednnupanara HetHa KTHHMYHA oA (TBpBUYEH pesyurTaT 3a eHKACHOCT ILTIOC
TONICMH KPBBOH3IIHBH) ce chobasa ¢ KP 0,67 ((95% AH: 0,47 - 0,95), HomunanHa p cTofHOCT p=
0,027) B mon3a sa pupapoxca6an. INR crodHocTHTe ca B TepaneBTHYHHA AHANIA30H cpeaHo 60,3% ot
BPEMETO NPH CpeaHa NPOABLKHTENHOCT HA JIEYEHHETO oT 189 AMH, ¥ 55,4%, 60,1% u 62,8% ot
BPEMETO NPH rPYTIHTE ¢ NIAHUPAHO JIEYCHHE C NPOTB/DKHTENHOCT CHOTBETHO 3, 6 1 12 mecena. B
rpynata Ha eHokcanapun/ABK Hama scHa Bpb3ka MexIy HUBOTO Ha CpeiHoTO LeHTpanHo TTR
(Bpeme B Tapreten INR auanason 2,0 - 3,0) TIPH TEPLHIIHTE C €AHAKBLB Pa3MeEP H YECTOTATA HA
petrausipamure BTE (p = 0,932 3a s3aumoneiictsue). B HaH-TOPHUA TEPLIHNI 10 OTHOLIEHHE Ha
uenTbpa KP npu pusapokcaGan cripamo sapdapus e 0,69 (95% IIM: 0,35 - 1,35).
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YectoTvre 3a MEPBHUHMSA pesysTaT 38 G€30MACHOCT (ronemMu Wi KNHHHYHO 3HAYHMH HeTONEMH
KPBBOHIMBH), KAKTO H 38 BTODHUHHSA PE3YIITAT 32 6€30MaCHOCT (ronemu kpLBOMIMHBH), ca cxoqHH 32
ABETE TEPANCBTHYHH IPyNH.

Tabanus 6: Pezyararn 32 edBKACHOCT B Ge30DACHOCT OT $a3a ITI Einstein DVT

Mpo a nonys1 3 449 nalMEHTH ChC CHMITTOMATHMHA ocTpa qeiboka BeHo3Ha
) TpoMOO3a

Jo3a ¥ nmpoaLDKHTENHOCT Ha Pusapoxca6au® Enoxcanapun/ABK® 3, 6 wm
Je4eHHeTo 3, 6 unn 12 Mecena N=1 731 | 12 Mecela N=1 718
CuMnTOMaTHYEH peLHanBHpa 36 (2,1%) 51 (3,0%)
BTE*

CHMITOMATHYEH peuraueupau BE; 20 (1,2%) 18 (1,0%)

CumrroMaTHuHa 14 (0,8%) 28 (1,6%)

perauerpama JIBT

1(0,1%)

Cumrrromatiynuy BE u JIBT 0

®araned BE/cMupr, xsaero BE 4 (0,2%) 6(0,3%)

He Moxe Aa ObJie HikimoueH
T'onsmMo unK KIHHWYHO 3HAYHMO 139 (8,1%) 138 (8,1%)
HETrolIAMO KhPBEHE
l'onemu kpBrBOHANHBH 14 (0,8%) 20 (1,2%)

a) Pusapokcaban 15 mg nsa meTH MueBHO 3a 3 CEAMHUH, nocnensaHo ot 20 mg eauH muT
JHEBHO

6) EHOKcanapyH 3a Hai-Mako 5 OHH, 3a8CTBIEH H Mocneaeal ot ABK
* p <0,0001 (He no-manxa e(HKACHOCT No OTHOWIeHHe Ha NpeaBapHTEnHo onpeaenen KP

B npoyusanero Einstein PE (sx. Ta6nnua 7) ce nokasBa, ue puBapokcaGaH e ¢ He no-Manka
edukacHocT ot enokcanapun/ABK 3a mepeuuHus peayarar 3a ednxacHocT (p=0,0026 (TecT 3a He mo-
Maska epukactoct); KP: 1,123 (0,749 - 1,684) )- TlpeasapuTento neduHMpanaTa HeTHa KIMHHuNA
noJI3a (ITPBHYEH PE3YNTaT 38 €PHKACHOCT IUTOC FOJIEMH KPbBOH3/IHBH) ce crobiasa ¢ KP or 0,849
((95% IIH: 0,633 - 1,139), HoMuHaNHA p crofiHocT p = 0,275). INR croiiHocTHTe ca B TepaneBTHYHHA
AHanasoH cpenHo 63% ot BpeMeTo npH cpegHa NPOMWDKHTETHOCT Ha NeYeHHETO oT 215 aHu u 57%,
62% 1 65% oT BpeMeTo NpH rpynuTe ¢ ILIAHHPAHO JIEYEHHE C NPOILIDKHTETHOCT CHOTBETHO 3, 6 1 12
Mecena. B rpynaTta na enokcanapun/ABK nsma scha BPB3Ka MEXKIy HHBOTO HA CPEAHOTO LEHTPATHO
TTR (ppeme B Tapreren INR amanazon 2,0 - 3,0) npu TepunnHTE C eHAKEB pa3sMep M HecToTara Ha
peuransHpainkTe BTE (p = 0,082 32 B3auMonekcTeue). B nafi-ropuns Tepumn no otromweHue Ha
uentspa KP npu pueapokcaban cnipamo Bapgapun e 0,642 (95% JIU: 0,277 - 1,484),

Yecrorure 3a mbpBuuHmA pesyaTaT 3a Gesonackoer (rofieMy WM KIMHHYHO 3HAYHMH HeroieMu
KPBLEOHINTHBH) ¢a MAKO NO-HHCKH B TpynaTta Ha nieuenme ¢ puapokcaGa (10,3% (249/2 412) B
CpaBHEHHE C rpynara Ha fieueHHe ¢ eHokcanapu/ABK (11,4% (274/2 405)). Yectorara 3a BTOPHYHUA
pesyirraT 3a Ge30nacHOCT (ToNeMH KPbBOMATHEH) € NO-HUCKa B rpynara Ha pusapokcaban (1,1% (26/2
412)) B cpaBHeHHe ¢ rpynara Ha errokcanaput/ABK (2,2% (52/2 405)) c KP 0,493 (95% IIH: 0,308 -
0,789).
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Tabaana 7: PesvaraTn 32 ebuKacuocT B Ge3onacHocT ot da3a I Einstein PE
,_____________A§_L____L_L¢‘_¢%

[Ipoyusana nonynaims 4 832 naupenTH ¢ ocTpa cHMIToMaTHyHa BE
Jo3a u npomumkuTenHOCT Ha PuBapokcaban® Enoxcanapun/ABK® 3, 6 win
NEYEHHETO 3, 6 win 12 mecena N=2 419 12 Mecena N=2 413
CuMrrromMaTvuen PELIHIHBHpALIY 50 44
BTE* (2,1%) (1,8%)
CummrroMaTHyen 23 20
peryanenpan; BE (1,0%) (0,8%)
CaMrmoMaTHuna 18 17
peinausupania JIBT (0,7%) (0,7%)
2
Camnromatuum BE u ABT 0 (<0,1%)
®aranen BE/cmupr, kbgero BE | 11 7
He MOXe A3 61e H3KnoYeH (0,5%) (0,3%)
TonaMo WM KIHHHYHO 3Ha MO 249 274
HETONAMO KBpPBEHE (10,3%) {11,4%)
26 52
l'onemu xpuBOH3NHUEH (1.1%) (2.2%)
a) Pusapoxcaban 15 mg apa meTH AHEBHO 32 3 CeaMHUH, nocnensaHo ot 20 mg efuH muT

AHEBHO
6) Enokcanapus 3a naii-manko 5 AHM, 38CThNEH H nocneasaH ot ABK
* p <0,0026 (ne no-manxa e(HKACHOCT N0 oTHOWIEHMe Ha NPEABAPHTEITHO

TIposenen e npeasapurento Aedunupan o6obumen aHanus Ha pe3ynTara OT NPOYYBAHHUATA
Einstein DVT u PE (px. Tabnuua 8).

Ta6nana 8: Peayaratn 3a edpuKacHocT 1 GesomacHocT oT cGopen ananus aa ¢pasa I Einstein

DVT a PE
IIpoyurana nonynaius 8 28] NAUMEHTH C OCTPH CHMITOMATHYHY JBT win BE
Pusapoxcaban® Enokcanapun/ABK®
Hlo3a u npoxvokHTeHOCT Ha 3, 6 wn 12 mecena 3, 6 win 12 meceua
NICUCHHETO N=4150 N=41]31
CumniromaTHyen peLMANBYpAaIl 86 95
BTE* 2,1%) (2,3%)
CuMnromaTiyen peupuempam | 43 38
BE {1,0%) (0,9%)
CuMnromMaTHyHa 32 45
petaueHpaina JIBT (0,8%) (1,1%)
Cumniromatausyu BE u IBT 1 2
(<0,1%) (<0,1%)
Qatanen BE/cMupt, npu xosto | 15 13
He MOjKe N8 ce H3KMoYu BE (0,4%) {0,3%)
Tonemn wnn kiuHMYHO 3HaYMME | 388 412
HET0JIEM# KPBBOM3THEH (9,4%) (10,0%)
I'onemu kppBOH3AMBYH 40 72
(1,0%) {1,7%)

a) Pusapokcaban 15 mg asa memh IH
6) Exokcanapun 3a Hati-manko 5 quu
*p <0,0001 (ue no-manxa edHKach
; KP: 0,886 (0,661 - 1,186)

1,75)

23

€BHO 33 3 ceaMULIM, NocaegBaHo oT 20 mg eJHH IThT HHEBHO
, 3aCTBIIEH M nocnensaHd or ABK

OCT 0 OTHOLUCHHE Ha NpeaBapHTenHO onpeaenel KP or




Ipeasapurento nedunmpanara HetHa KIHHIYHA noj3a (TBpEHYCH pesynTaT 3a edukacHoCT IUmOC
FOJIEMH KPBBOHINHBY) Ha c6opHHs aHaNH3 ce crobmana ¢ KP or 0,771 ((95% JIM: 0,614 - 0,967),
HOMHHANHa p cToliHoCcT p = (,0244).

B nipoyusanero Einstein Extension (g TaGnuua 9) puBapokcaban npess3xoxna m1aue6o no
OTHOIICHHE HA IThPBHYHHTE H BTOPHYHHUTE Pe3y/ITaTH 33 eUKacHOCT. 3a ITbPBUYHHA Pe3Y/ITAT 38
GesonacHocT (ronemn kpsBoM3IHEN) ce YCTZHOBSABA HE3HAUMMO YHCIIEHO N0-BHCOKA YeCTOTA NpPH
NAIHEHTHTE Ha NeYeHHe ¢ pUBapoKcaGaH 20 mg eXHH LT Ha heH B CpaBHeHHe ¢ rnanebo.
BTopuyHHST pesynTat 3a GesonacHocT (roneMH WIH KTHHHYHO 3HAYHMH HEroNeMH KPBBOH3/IHBH)
MOKa3ka N0-BHCOKH YECTOTH NPH NALIHEHTHTE, NEKYBAHY C PuBapokcaban 20 mg eaun LT AHEBHO,

T A mecnrrrrn & eme———an (4™

Tabarna 9;: PeavaTaTn 3a e HKACHOCT B GezopacuocT ot daza I Einstein Extension
l______—l——v*¢\§\

1 197 naumenTy ca npommpkiny nevenreTo H npoduakTHKaTa
IMpoyusan ArHA
po & nomy LUHAHBHPAN] BEHO3EH TPOMOOeMBONHIEM
Jo3a u npoasmxsTentocT Ha Pupapokcabau® Inane6o
NeYeHHETO 6 win 12 mecena 6 1wy 12 meceua
N =602 N=7594
Cummrromaruuen peLlANBHUpALI] 8 42
BTE* (1,3%) (7,1%)
CuamnmomaTiven peumauenpany | 2 13
BE 0,3%) (2,2%)
CuMIrroMaTiHyHa 5 31
pelnuBHpaina IBT (0,8%) (5.2%)
®aranes BE/cmpr, npu xosTo | | 1
He Moxe 1a ce m3kmoun BE (0,2%) (0,2%)
Tonemu kpBBOMITHBY 4 0
(0,7%) (0,0%)
KnuHHYHO 3Ha4mMK HeroeMn 32 7
KPBBOHAIHBH (5,4%) (1,2%)

a) PuBapokcaban 20 mg exun muT meBHO
* p<0,0001 (mpesw3xozcteo), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Bx. Tabnmuna 10) puapoxcaGan 20 mg H 10 mg
npepb3xoxkAa 100 mg anetHncanmuunoBa KuceHua no OTHOLWIEHHE HA THPBHYHHA
pe3ynTar 3a eduxacHocT. OCHOBHHAT pe3ysrrar 3a 6esonacHocT (CHGMTHA Ha ronaMm
KPbBOHITHB) € CXOJIEH MPH NAllHEHTHTe, NIEKyBaHH ¢ puBapokcaban 20 mg u 10 mg
BEAHBK THEBHO B CpasHeHHe che 100 mg aneTHICATHLIOBa KNCEIHHa,
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TaGanna 10: Pe3virars 33 edHKACHOCT Gesonacuoct or daza ITI Einstein Choice
,________——J—_Y___—-—____________J\_‘“

3 396 ca npoxemKHnH npodunakTUkaTa 3a PEeUMAHBHpAIL] BEHO3EH
Hpoyusaia nonyainus TpomMboeM6oTHIEM
Pupapoxca6an 20 mg Pusapoxcabanl0mg | ACK 100 mg
Tepanestuyna nosa BEIHBX OHEBHO BEIHDBX AHEBHO BEAHBXK JHEBHO
N=1 107 N=1127 N=1 13]
Meanaza Ha
MPOABDKHTETHOCTTA Ha
JievyeHHeTo 349 [189-362] nuu 353 [190-362] ann 350 [186-362) anm
[HHTEpKBapTHACH
JNHANa30H]
CumrrmromaTiueH 17 13 50
peunausnpam BTE (1,5%)* (1,2%)** (4.4%)
CumnToMaTHyeH 6 6 19
peunanshpam BE (0,5%) (0,5%) (1,7%)
CumMIrroMaTHYHa 9 8 30
®aranen BE/ cmupr, 2 0 2
NPH KOATO HE MOXE Aa ce o o
mxmoun BE (0.2%) 0.2%)
CuMnroMaTHYeH
peunausrpaw BTE, 19 18 56
MHbapKT Ha MHOKapza, (1,7%) (1,6%) (5.0%)
HHCYJIT HITH CHCTEMEH
embon3bM m3BpH ITHC
Tonemu kpLBOH3IHBH 6 5 3
(0,5%) (0,4%) (0,3%)
Knnnnuno sHauumu 30 22 20
HEroJIeMH KPhBOHIIHBH (2,7%) (2,0%) (1,8%)
CHMITOMaTHYEH
peuausMpau; BTE wnn 23 17 53
rOJIAM KPbBOM3JNHKE (HeTHa 2,1%)4 (1,5%)" (4,7%)
KITHHHYHA 110J138)

* p<0,001(npesr3xoacTro) PusapokcaGan 20 mg BEAHBK nHeBHO cnpamMo ACK 100 mg seamtx aHesHo;
HR=0,34 (0,20-0,59)

** p<0,001 (nper3xoacTBO) PusapokcaGan 10 mg peantxk AnerHO cnpamo ACK 100 mg seambx
aneeno; HR=0,26 (0,14-0,47)

+ PuBapokcaGan 20 mg peprex nHeBHO crpamo ACK 100 mg seamtxk anesno; KP=0,44 (0,27-

0,71), p=0,0009 (HoMHHAaTHA)

** Pusapokcaban 10 mg BeAHEXK AHEBHO cipsamo ACK 100 mg Benmsx Anesxo; KP=0,32 (0,18-

0,55), p<0,0001 (soMunanHa)

B normunnensne xuM nporpamara EINSTEIN ta3a II1, e npoBeneHo npocnekTHEHO,
HEUHTEPBEHLIMOHATHO, OTBOPEHO KOXOPTHO MpOY9BaHe (XALIA) ¢ uenrpanusnpana onenka,
Brmousaill peuuaveupait BTE, ronsamo kepsene n eMbpr. 5 142 naumenta ¢ octpa IIBT ca
BKJIIOYCHH 32 NMpOYyyBaHe Ge30nacHOCTTa Ha puBapokcaban B OLITOCPOMEH IUTAH B CPABHEHHE CHC
CTAHAAPTHATA AHTHKOAryAHTHA TEPANMA B KIMHHYHATA npakTuka. CTOMHOCTHTE Ha roJiaMo
kbpeene, peuniusHpall BTE n cuuki ciryuan ua cmMupr 3a puBapokcaban ca 6unn croTeeTHO 0,7%,
1,4% u 0,5%. Criectypar PAa3THKH B OCHOBHH X8PAKTEPHCTHKH HA NALMEHTHTE, BITIOYHTENHO
BB3pacT, pax u 6b6pedHo yrpexnane. Usnomsean e CTPATH(HUMPAH AHAIH3 IO MPEBAPHTENHO
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ONpeNeNeHH CTOHHOCTH 33 FPYNIHpaHe HA H3MEPRAHHTE OCHOBHH XapaKTEPHCTHKH, HO BHIIPEKH TOBA
OCTaBalliTe OTKIOHEHHA MOXE /12 NIOBNIMAAT Ha pesysrature. Kopuruparume KP 2a rossamo KbpBeHe,
pewauBupaim BTE 1 Bcivin ciryyan Ha cMbpT ca 6uiH choTBeTHO 0,77 (95% €1 0,40 - 1,50), 0,91
(95% C10,54 - 1,54) u 0,51 (95% CI1 0,24 - 1,07).

Tean pesynrarn npu nauvenT, KouTo ca 61U HabmonaBany TIPH peanHK YCIOBMA, Ca B
CBOTBETCTBHE C YCTAHOBEHHA NPOYUT Ha Ge30NACHOCT NPH TOBA MOKA3aHHe.

Henuatpyuna NOITYNauMa

Esponeickara areHups no siexapcTsarta oT/Iara 3aIn/DKEHHETO 38 MPEAOCTABSHE Ha pe3yaTaTHTE OT
NpOyHBAHHATA C PHBAPOKCAGAH B €IHA WIH NTOBEYe TIOATPYIH Ha NEAHATPHYHATA NOMYNALMA OPH
fieseHreTo Ha TpomGoemGoiuny c16uTHa. EBponefickaTa arenmus o JIeKapCTBaTa 0cBoGOXKIaBa OT
38AB/DKCHHETO 32 NPEAOCTABAHE HA PE3Y/TTATHTE OT NPOYYBAHHATA C pHBapokcabaH BPLB BCHYKH
TIOArpYHH Ha e HATPIYHATA NOMYTALHA NIPH NPOPHNAKTHKE HA TPOMOBOEMGOIHINH CHOMTHS (Bx.
Touka 4.2 32 HHOPMALIMA OTHOCHO yTioTpea B NeAHaTpHATA).

5.2 (@apMaAKOKNHETHYHH CBOMNCTBA

Abcopbuus

PuBapokcabau ce aGcopSupa 6130, KaTO MaKCHMATHHTE KoHUeHTpauun (Cmax) ce gocTHrar 2 - 4
qaca cnej npuemMa Ha tabnerkara.

Ilepopannara abcop6uma Ha pusapokcaban e MOYTH THIHA 1 nepopanHara GHOHANHYHOCT € BHCOKa
(80 - 100%) 3a nosa ot 2,5 mg u ot 10 mg, npHeTa xaTo TaGnerka, He3aBUCHMO AAJH NIPHEMET € Ha
T840 Uik chejt Xpanere. [puemsT Ha puBapokcaban ¢ xpana e normuaea AUC mu Cmax TpH
Ao3ara oT 2,5 mg u ot 10 mg.

Topany Hamanenata crenen Ha abcopbuus e onpeaeneHa nepopanHa GUOHANHIHOCT 0T 66% 13
Tabnerka 20 mg npxera Ha ramwo. Ipa npHeM Ha TaGnetku pusapokcaban 20 mg ¢ xpaHa ce
Habnionaeat noeuwenns Ha cpeanata AUC ¢ 39% B CpaBHEHUE C MPHEM Ha TabNeTKuTe Ha ramHo,
KOCTO roBOpH 3a NOYTH Mb/HA a6COpGLMA U BUCOKA NepopanHa 6HOHANTHYHOCT. Purapokca6au 15 mg
¥ 20 mg 1pa6Ba na ce npueMa ¢ Xpaa (Bxk. TouKa 42).

PapmaKOKHHETHKaTa Ha pHBapokcaban e mouTn nHHelHa 10 okono 15 mg CAHH BT Ha AeH NpH
npHeM ha riaaHo. Cren npuem Ha Xpada pusapokcabat Tabaerks 10 mg, 15 mg 1 20 mg nokassa
TPONOPLIHOHATHOCT Ha fo3aTa. IIpu no-BHCOKH 4031 pUBapokcaban Mokassa OTpaHHYEeHa OT
Pa3TBOpHMOCTTa aGCOPOLMA ¢ HaMaNeHa GHOHATHMHOCT M HAMANARAHE HA CTeeHTa Ha abcopGumaTa
TIp} NOBHIUABAHE Ha 103aTa. PAPMAKOKHHETHYHATA BAPHAGWIHOCT Ha puBapokcaba e ymepeHa ¢
BapHpaHe Mexay oTaenHuTe nauuentn (CVY%) B HuTepsana ot 30% no 40%.

AbcopGumaTa Ha puBapokcabaH 38BHCH OT MACTOTO Ha HEFOBOTO 0CBOGOXKAABAHE B CTOMALIHO-
ipeBHus TpakT. Crobasa ce 32 29% u 56% Hamanemme va AUC u Cmax b CpaBHeHHe ¢ Tabnerxa,
KOFaTo rpaHy.nat pHeapokcabaH ce ocBoGOKIARA B MPOKCHMAITHHTE OTENH HA THHKHTE yepaa.
Ekcnosnuusra ce Hamanasa AOMBIHHTE/IHO, KOTATO pHBapokcabaH ce 0cBOGONIABA B MUCTATHHTE
OTAENH HA TEHKHTE YepBa WIH BbB BL3XOMAWIOTO Aebeno gepso. TTo Tasu NpHYHHA TpsbBa fa ce
H36ArBa NPUNCIKEHHETO Ha PHBAPOKCAGAH AUCTANHO OT CTOMaxa, Thi KATO TOBa MOXeE Aa A0BENE 10
HamasieHa a6copOuus H CHOTBETHO CELP3aHA EKCTIO3MIA Ha pHuBapokcaban.

Buonanmunocrra (AUC 1 Cmax) e 6una CpaBHEMa npH 20 mg pusapokcaba npuaoxken NepPoOpATHO
KaTo HaTpoweHa Tab/eTka, pa3MeceHa B S0BIKOBO MOpe, HiH CYCNECHIHpaHa BB BOA H NPHIOKEHA
fpe3 CTOMallIHA COH/a, MOC/IEABAHO OT TeYHa XPaHA, B CPABHEHHE ¢ LIaTa TabeTka. Kato ce HMa
MPEABHA MPCABUANMMUA, MPONOPUMOHANIEH Ha 03aTa GaPMAKOKMHETHYEH npodun Ha pusapokcaban,
Pesy/ITaTiTe 3a GHOHATHYHOCTTA OT TOBA NPOYYBAHE BEPOATHO Ca NPHIIOKHUMH 33 NOHWKABAHE Ha
AO3MUTE HA pHBapokcabaH.

Pasnpenenenue

CBBp3BaNETO ¢ ILNa3MeHHTe NPOTEHHMU TIPH XOpa € BHCOKO, okono 92% 10 95%, kato cepyMHHST
anbymMuH € OCHOBHaTa cBBp3Bama dpakums. OGeMbT Ha pa3snpeneneHue e ymepeH ¢ Vi,
npubausuTenHo 50 nurpa.
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Buorpan M. H eNTHM aHe

Oxono 2/3 ot npunoxenara 103a pupapokcaGan ce noanara Ha MeTaGOHTHO pasrPOKAAHE, Chel
KOE€TO NOJIOBHHATA Ce eTHMHHHPA Npe3 GuOpeunTe, a npyraTa nonosuua - ¢ Gexamuure. [ocrenHara
1/3 oT npunoxenara 1032 ce H3TBYBA YPe3 AHPeKTHA OBOpeaHa eXCKPELMA KATO HEMPOMEHEHO
AKTHBHO BELECTBO B YPHHATA, [MIABHO 4pe3 AKTHBHA GBOpeyHa ceKpeLus.

PuapokcaGan ce MetaGomusupa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXaHW3MH.
PasrpaxpaneTo upes okucrenne Ha MOPGOIHHOHOBHA PATHKAT H XHAPONH3ATA HA AMMIHHTE BPB3KH
€a OCHOBHHTE npouecH sa 6uotpancgopmarmd. OT in vitro WacneiBaAHHA € W3BECTHO, Ye
puBapokcabaH e cyGeTpaT Ha TpaHCNOPTHHTE NpoTentn P-gp (P-rnukonporens) # Berp (mpotens Ha
PE3HCTEHTHOCT Ha paK Ha rbpAaTa).

HenpoMeneHuAT puBapokcabaH € Hali-BRHHMAT KOMIIOHEHT B YOBEIIKATA IL1a3Ma, 6e3 Aa uMa ApYTH
OCHOBHH WTH aKTHBHH LHPKyHpaiy MeTabonnTa. Che cHeTeMeH KIHpBHC okono 10 Uh
puBapokcaban MoXe Na ce KIaCH(HIMPa KATO BENIECTBO ¢ HUCHK KIHpBHC. Clief| HHTPABEHO3HO
NPHIOKEHHE Ha JI038 OT | Mg EMMHHALIMOHHHAT NOJTYXKHBOT € 0kono 4,5 yaca. Cnea nepopanto
NpHNOKEHHE eTHMHHHPAHETO CTARA IMMHTHPAHO OT CTeneHTa Ha abcopbums, EnuMuHMpaneTo Ha
pHBapokcabaH OT IIa3MaTa HACTLIIBA C TEPMHHANEH [ONYKHBOT OT 5 10 9 Haca MpH MAaH
HHIHBHIH H OT 11 10 13 4aca NpH NaUWEHTH B CTapHecKa BL3PAacT.

CoeLMansu nonyauuu
HHon

He ca ycTanOBeHH KIHHHYHO 3HAYMMM PA3NHKH BHE GapMAKOKHHETHKATA H tdapmakoAHHAMHKATa
MEXIY MAUMEHTH OT MBXKKH H XEHCKH Mo,

Hayuenmu ¢ cmapuecka evapacm

TNaunenTrTe B CTapUecka BBIPACT NOKA3BAT NMO-BHCOKM ILIA3MEHH KOHLEHTPALIHH B cpaBHeHHe ¢ ro-
MIAJMTE TIALMEHTH CHC CPEAHH cToliHocTh Ha AUC 0kono 1,5 METH N0-BHCOKH, OCHOBHO NOpaji
HamaneHua (npueuaen) obut i 6u6peuen kimpsHc. He ce Hanara kopexima Ha 103ara.

Pasnuunu xamezopuu e 3agucumocm om meznomo

IIpexomepHy OTKNIOHEHHS B TENECHOTO Terno (< 50 kg win > 120 kg) HMAT caMo MAJIKO BIHAHHE
BBpXY [U1a3MEHHTE KOHLICHTPAlMH Ha puBapokcaban (mo-Manko ot 25%). He ce nanara kopexius na
Jlo3aTa.

Mexcoyemnuvecrku pazauvun

He ca ycTanoBeH KITHHHIHO 3HAYMMH MEXKIYCTHHYECKH PATHIHA NIPH NALMEHTH OT eBPONEHIHATA,
a(po-aMepHKAHCKATA, TATHHOAMEPHKAHCKATA, ATIOHCKATA M KHTAHCKATA 'PyNH NO OTHOIIEHHE Ha
¢apMakoknHeTHKATA H PapMAKONMHAMHKATA Ha PHBAPOKCAGAH.

Hepnodpobuo yepesxcoare

TNaumeHT! ¢ UMpo3a H ko YepHOAPOGHO yBpexAane (knac A no Child Pugh) NpOABABAT CaMO
MHHHMAITHH DPOMEHH BHB (hapMakokuHeTHKaTa (cpeaHo 1,2 meTH noevenye Ha AUC Ha
pHBapokcabaH), KOETO € NOYTH CPABHHMO ChC CHOTBETHATA HM KOHTPOJIHA Tpyrna 3/IpaBH HHAUBHIH.
Ilpn naumenTH ¢ LHpO3a M yMepeHo YepHoapobHO yBpexkaaue (knac B mo Child Pugh), cpenxara
AUC na pusapokcaGan e 3HauHTe/THO NOBHLUEHa (2,3 TTH) B CPABHEHHE CBC 3apaBH A0OpOBOMLK.
AUC Ha Hecebp3aHaTa (paxums ce M0BUILABaA 2,6 muTH. [Tpu Te3M NALMEHTH HMa H HaMaNeHO
616peuHo enuMHHUpaHe Ha pHBAPOKCaGaH, NOAOGHO HA TOBA IPH MALMEHTH C ymepeHo 656peyHo
yBpexkaane. Hama NaHHH OT NALMEHTH ¢ TEXKO HEPHOAPOGHO yBpeKaHe.

HuxubupaHero Ha akTHBHOCTTa Ha daxTop Xa ipu naumMenTs ¢ ymepeso YepHOAPoGHO yBpexaaHe e
NOBHIICHO 2,6 MTH B CpaBHEHHE ChC 3ApaBH KoGposonuy; PT chuo € yanmkero — 2,1 mbTy.
TNauneHTHTE C yMepeHO 4epHOAPOGHO yBpEXKaHe Ca N0-UyBCTBUTETHH KbM PHBapOKCabaH, koeTo
BoH 10 No-cTpeMHO PK/PD choTHOIEHHE MEXTY KOHUEHTpaLuaTa u PT.

PHKceIT0 € NPOTHEONOKA3aH NPH NALMEHTH C YEPHOAPOGHO 3aGoNABAHE, CBBP3AHO C KOarynonaTHs
H KTHHHYHO 3HAYHM PHCK OT KbpBEHE, BK/IIOYHTE/IHO NALHEHTH ¢ Lipo3a ¢ Child Pugh B u C (px.
ToukKa 4.3).
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Bvbpeuno yepexcoane

Habnionasa ce yseanuenne Ha excriosHumsTa Ha puBapokcabaH ycnopeaHo ¢ HamanapaHe Ha
GuOpeunara GyHKIUHA, H3IMEPEHA Ype3 KPEATHHHHOBHA KiMpbHC. IIpu HHAMBHAM ¢ eko
(xpeatunmuHOB KknupBHC 50 - 80 mYmin), ymepeno (kpeaTHHUHOB KAHpBHC 30 - 49 ml/min) U Texkko
(kpeaTHHUHOB KIHPBHC 15 - 29 ml/min) 6u6peuno YBpeXaaHe IUIA3MEHHTE KOHLIEHTPALMH Ha
pusapokcaban (AUC) ca chorBetHO 1,4, 1,5 # 1,6 MbTH NO-BHCOKH. CrOTBETHOTO 3acHNBaHE Ha
GapmakoAMHAMHYHHTE ebeKTH e No-uapaseHo. [Ipn HHAHBWIM C JIEKO, YMEPEHO H Texko Gu6pedro
YBpEXIaHe WAIOCTHOTO HHXHGHpaHe Ha aKTHBHOCTTA Ha axTop Xa e choTeetHo 1,5, 1,9 1 2,0 mm
TMO-CHITHO B CpaBHEHHE CBC 3ApaBH RoGposonuy; PT chiio e yabmkeno — crotserso 1,3, 2,2 # ey,
HAMa naHuH OT NaLHEHTH ¢ KPeaTHHHHOB KITHpBHC <15 ml/min.

Tlopany BucOKATa CTENEH HA CBBP3BAHE C TLTA3MEHHTE MPOTCHHH He Ce 0YaKBa puBapokcaban aa
Moxke g Ope oTACNeH Ypes qHaNH3a.

He ce npenopsusa ynotpe6a npu nauuenTt ¢ KpeaTHHHHOB KIHPBHC <15 ml/min. Prkcento Tpa6ea
Ad ¢e M3M10/138a BHHMATENIHO IPH NALHMEHTH C KPEATHHUHOB KIMPBHE 15 - 29 mU/min (Bx. Touka 4.4).

DapMaKOKRHETHYHH_JAHHU IIpY TAIHEHTH

Ipu nauyeny, nomy4asamy pusapokcaban 3a neueHne Ha ocTpa unboka BeHosna TpomGosa (JIBT)
20 mg enuH LT AHEBHO, CpeaHaTA FeOMETpHYHA KOHLIeHTpauus (90% nporHoseH unrepsan) 2 - 4
Haca M OKoJI0 24 vaca CJie/i IpHeM Ha 1103a (NpHGIH3HTETHO NpPeJCTABMABAILIN MAKCHMA/IHATA H
MHHHMAHATa KOHUEHTPALMH NPE3 BPEMe Ha JO30BHA HHTEpPBAN) € ChOTBETHO 215 (22 - 335)u 32 (6--
239) pg/l.

Bp3ka papmakokunernka-hapmaxo MKka

Bpn3kara dapmakoknseTHka/bapMakoauHamuxa (PK/PD) mexcay nnasmenaTa KOHICHTpPAUyA Ha
PHBApOKCA6aH M HAKONKO PapMAKOAMHAMHYHH KpaliHu TOUKH (urxubnpane Ha daxrop Xa, PT, aPTT,
Heptest) e npoyyena cnen npunarane Ha IIHPOK AHAMNA30H OT A03H (5 - 30 mg ABa METH Ha eH).
Bp13karta MexIy KoHLEHTpaLMATa Ha pHBapokcaban H aKTHBHOCTTA Ha dakTop Xa Haii-no6pe ce
omucsa ¢ Emax mozen. Mo orHomenve Ha PT MogensT Ha nuuHeliHo NPEeCHYaHEe ONHCBA JAHHUTE
obukHOBeHO no-n06pe. HaknonsT Ha kpuBaTa BapHpa 3Ha4HTEITHO B 3aBUCHMOCT 0T Pas/IHYHHTe
n3non3paiH PT pearentn. Mpu usnonasaue Ha Neoplastin PT, PT Ha H3X0aHO HHEO € OKoo 13 5,8
HakAoHLT okono 3 1o 4 s/(100 pg/l). Pesymratire ot anammusa na PK/PD ot daza II u ITT ca cxomuu ¢
A&HHHTE, YCTAHOBEHH NPH 3APaBH HHIHBH/IH.

HeanaTpruyna nomynaitks

He ca npoyusann GesonacHoctra ¥ edurachocTTa TNIPH feLia H IOHOIIH Ha Bb3pacT a0 18 roonHy.
5.3 Ilpeaxanuu4nn fannH 332 GezonacmocT

Hexnunuunure nanny He nokassar ocoben puck sa Xopa Ha Ga3aTa Ha KOHBEHLIHOHATHHTE
GapMAaKOIOrHYHH HIMHTBAHKA 33 GE30NACHOCT, TOKCHYHOCT NPH €HOKPATHO NPHIOKEHHE,
(pOTOTOKCHYHOCT, FeHOTOKCHIHOCT, KAHLIEPOreHeH IOTEHIHAT H 1OBEHH/THA TOKCHYHOCT.

EdextHTe, HaGmoaaBaH MpH H3MHTBAHAATA 38 TOKCHYHOCT NpH MHOTOKPaTHO NPWIOKEHHE, ca
CBBP3AHH OCHOBHO CHC 3CHNEHATA (PAPMAKOAHHAMHYHA AKTHBHOCT Ha PHBAPOKCAOAH. ITpu wrexose
ca HabmoNaBaHKM NOBHIICHH IUIA3MEHH HHBA Ha IgG 1 IgA npn HHBA Ha eKCNO3HLMS, CHOTBETCTBALIM
HA KIHHHYHHTE,

IIpu nanxoee He ca HabmonaBaHk edeicTH BbPXy QEPTHIHTETA NIPH MEBXKKHTE HITH HEHCKHTe
XHBOTHH. H3NHTBaHUATA NPH XKHBOTHH NOXa3BaT PENMPORYKTHBHA TOKCHYHOCT, CBLp3aHa ¢
dbapmakonoruunns MexaHH3BM Ha felicTBHE Ha pHBapoKkcabaH (Hanp. xeMOparHaHH YCJIOXKHECHHA}.
[Ipu nna3meHH HUBa, CHLOTBETCTRALIM Ha KIMHHYHHTE, ca HabnonaBaHh eMOpHo-GeTanHa TOKCHYHOCT
(nocTMMITaHTaUMOHHA 3ary6a, 386aBEHO/CTHMYTHPAHO OCHBHIMpAHE, MHOXECTBERH BN
X€naTalHH NETHA) W NOBUILIEHA YECTOTA HA Hali-yecTo cpellannTe MangopManHy, KakTo 1
TUIALCHTApHK NPpOMeHH. [TpH Npe- 1 NOCTHATANIHO HINHTBAHE Ha TLTBXOBE € HaGMONABAHA HAMATCHA
BHTATHOCT Ha NOKOJCHHETO NPH 034, TOKCUYHH 33 MaliKHTe.
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6. PAPMAINIEBTHYHHA JAHHH
6.1 Concnk va DOMOINHATE BelMecTBA

Snpo xa Tabnerkara;
Muxpokpucranua uenynosa
Kpockapmenosa matpuii
JlaxTosa MoHoXmMapar
Xunpomenosa

Harpues naypuncyndar
Marnesues creapar

duimoeo MOKPHUTHE:
Makporon 3350 (E 1521)

Xwunpomenosa 2910 (E 464)

Turanos auokenn (E 171)

JKeneseH okcuy, yepse (E 172)

6.2 HecrnBmecTHMOCTR

Henpunoxumo

6.3 Cpox Ba rogaoct

3 roausn

6.4 Croenmanns ycioBas A chxpanenHe

To3n JICKAPCTBEH NMPOAYKT HE H3HCKBA CIELHATHH YCNOBHA Ha ChXpaHEHHe.

6.5 Buj B chABLPKAEHE HA ODAKOBKATA
baucrepu or PVC/Aluminium donno

Onakosay ca B 6IHCTEPH H KAPTOHEHH ONAKOBKH 10 10, 14, 28, 42 wnn 98 dunmupanu Tabner.

He Bcivkn BuzoBe onakoBku morar aa 6BnaT mycHaTH Ka nasapa.

6.6 Cnennanns npeanasnm Mepkn OPA RIXBLPAAHE

Heusnonspanusar nexapcreen NPOAYKT HIH OTANBYHHTE MATEPHANH OT Hero TpsbBa Aa ce H3XBBLPIAT
B CBOTBETCTBHE C MECTHHTE H3IHCKBAHHMA.

7. HPATEXATEJ HA PASPENIEHUETO 3A YIIOTPEEA

HubHorex QO[]

ya. . Tpuaaunma“ Ne SA
1000 Codus
Brarapus
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8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perucrpaimonen Ne 20200237

9.  AATA HA ITBPBO PA3PENIABAHE / nogn
3A YIIOTPERA

Hara Ha mepeO paspemasane; 08 AekeMBpH 2020 .,
Jlara Ha nocienHo NoAHOBABaKE:

OBABAHE HA PA3PERIEHHETOQ

10. AATA HA AKTYAJIN3APAHE HA TEKCTA

M. anpun 2026 roga,.
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