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PusapokoH 15 mg ¢punMupanu tableTku
Rivarocon 15 mg film-coated tablets

Pusapokon 20 mg ¢punmMupanu rabrierku
Rivarocon 20 mg film-coated tablets

2. KAMECTBEH 1 KOJIMYECTBEH ChLCTAB

Pusapokou 15 mg ¢puitmupann tabsierku
Bcaka dpunmupana rabnerka cuavpxka 15 mg pueapokcaban (vivaroxaban).

| [OMOIIHO BELECTRO ¢ H3BECTHO JICUCTBUE!
Beaka puimupana tabrieTka coabpxka 16,32 mg nakrosa (kato MOHOXW/IpaT).

PusapokoH 20 mg dbunmupaty Tabnetku
Besika hunmupana Tabnetka cwabpka 20 mg pusapokcaban (rivaroxaban).

| lomo11{HO BCINCCTBO C H3BEGCTHO JIEUCTBHUC:
Beska duiamupana tadiictka coiabpxa 21,76 mg s1ak1o3a (KaTo MOHOXHW/IPAT).

3a IThJIHKA CITUCHK Ha MMOMOUIHKTE BCUIECTBA BUXKTE TOYKa 6.1,
3. IEKAPCTBEHA ®OPMA
(Munmupana rabacrka (rabnctka).

PusapokoH 15 mg dunmupann tabnetku
Uepsend, Kpbriiv, ABOAHOUINBLKHAJINA TADACTKH, ¢ O3HAYCHHE ,,15° OT e/HaTra cTpana v IMajiku OT

Jipyrara ¢Tpatia, ¢ JlnameThp npubnuzurento 6,1 mm.

Pusapokon 20 mg punmupanu tabnerku
Kadsaso-yepBeHH, KpLIM, ABOHIIOM3NBbKHANKM T1abncrkuy, ¢ osnauclnude ,,20% or cmilara crpana u
I'/1aJIKM OT Jlpyrara cTpana, ¢ aMamMersp npubnnzurentio 6,1 mm,

4. KTMHAYHH JAHHHU

4.1 TepaneBTRUNH HOKAZANHS

Hlpopuitakruka Ha HHCYJIIT W cUCTCMCIE ¢MOO0JIM3BM  1IPH BBL3PAcCTHU TNALMCHTH €  HEKJAIo
HPEJICEP/IHO  MBXJICHIE ¢ €/IMH WM NOBRCHYC PHUCKOBH (aKTOPH, KaTo 3acTOiH4  ChpJICHHa
HCLOCTATBLYHOCT, XUIICPTOHUA, Bb3pacr =75 roantu, 3axapeH jmaber, npeaniecrnant dalcyr Hiu
IIPCXOJICH UCXCMUUCH HIPUCTDIL,

Jlcucnue 1a abadoka seiosia rpomdoza (JIBT) u 6enonpoben emboimstm (bE) v npodunakivka na
peimiusdpaim JI3T v bE npy su3pacThi. (BX. Touka 4.4 3a xeMojitdiaMrU4iio HecTabuiny nanucHry
c LE).

4.2 Jlo3npoBKa H HAYHI HA NIPHJIOKCHHE

Jlo3nposka

HUpodhunaxmuxa na uncyim u cucmemen embonU3 oM
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Ipenopwunresmara j1o3a ¢ 20 mg e/t 1b1 JIHCBHO, KOCTO MpE/ICTABNABA U NPCHOPLUUTC/IHATA
MaKCcUMaJHia J103a.

Jleuenuero ¢ PuBapoxon TpsbBa j1a ce npoab/pkaBa B JILJIFOCPOMCI [U1at, KOraTo nossara or
PO UNAKTUKATA HA HHCYNT U CUCTEMCH €MOOJTH3bM HAJBHIIIABA PUCKA OT KbPBEHE (BXK. TOUYKa 4.4).

AKo Objie 1tporycHara HAKOA J103a, HallMeHTHT TpAGBa na npuecMe PumapokoH He3zabaBio W 11a
CJIC/IBALIIMA JIEH [a MPOJILIDKKU € [IpUeMa ¢IMH ObT JAHEBHO, CbrjlacHO npernopbkute. He tpsabna jia ce
HpHeMa JBOHHA 71032 B CBIMS JICH 32 KOMIICHCHpAlle Ha npolycHarara J103a.

Hevenue na J{BT, nevenue na BE u npodunaxmuxa na peyuovusupawyu /{IBT u bE

[ Ipcnopbunresinara nosa 3a HavatHo neuenue Ha octpu JIBT vnu BE ¢ 15 mg siBa nuTu auesno 1pes
I'LPBHTE TPH CEJIMHLIM, 1TOCAE/IBAHA OT j103a OT 20 Mg BEJIHBX JIHEBHO 3a HPOJIBHJIKABAIIOTO JICUYCHHNC
W 1IpopuiiakTika nHa peuuauerpaiiu JIBT v BE.

TpsbBa nta ce uMa 1peiiBn/l KpaTKocpouHa tepanus (Hai-manko 3 mecena) npu nanventu ¢ JIBT wiu
bli, nposokupanun or rojemu 1pexonHyd puckosy (akropu (T.c. CKOPOINNA I'OJISMA OIICPAIUS MW
rpasma). Ho-npojnipkuresna repanmsra 1psadBa jla cc UMa 1MpejIBAJL 1IPY Ta1IACHTH C 1IPOBOKKpAaLN
JABT win BL, necswp3anu ¢ roneMu 1pexoaHy puckoBu gakropu, Heriposokupaun JIBT uinm BE wim
atamiiesa 3a peumjimBupamiu JIBT uim bE.

Koraro e nokasana no-npojn/pkureliia npodwunakTuka na peudjausupaiiy JIBT w BE (cnen
3aBbpLIBAHE HA oHe 6-mecevna Tepanus 3a JIBT win BE), npenopbunrennara o03a ¢ 10 mg nejinsx
Jncsno. [lpy naunenTy, npu KOUTO ce cmATa, Ye pUcKbT o7 peuimsnpainu JIBT wim BE ¢ Bucok,
KaTo TC3M C YCIIONKHEHN ChITBTCTRAIIIW 3a0015BAHUSA, WIIH KOKTO ca pa3Buiun peuyiusupain BT win
bl: nipu no-npo/toipkuTesina npodunaxTrka, TpAOBa a ¢¢ MMa 1IPC/BKJL 1IpUCM Ha puBapokcaban 10
Mg BC/UILK HHCBHO WM HA puBapokcabau 20 mg Be1HbK JHEBHO.

| ipojmipkuTe/IHOCTT Ha Tepanysta TpsORa Jia ce ONPC/CIM U Jlo3ata Jia cc M30epe HHJIMBH)IYANIo
CJIC/1 BUMMATEIIHA OlICHKA Ha ChOTHOIICHHETO MEXJLY 1T0J13aTa OT JICUCHHCTO W PUCKA OT KLPBCHC (BXK.
TouKa 4.4).

Hepuon or Bpeme Cxema na npuaaraiice O6ma JINEBHA
1032
Jlcuciue n{lcn 1-21 15 mg siBa 1,TH JHICBHO 30 mg
11POPUIIAKTUKA Ha
peiijsupain JIBT w
bl
Or Jlen 22 nararsk 20 mg BCAHDBXK JIHCBIIO 20 mg
| [podunakTHka iHa Cnep  3asbpwiBane  Ha|l0 mg sejubxk jiiesHo winj 10 mg vam 20 mg
peivitBupaiitd JIBT  u|nak-masiko 6-mcceuHa|20 mg BCIHBXK JUICBHO
Ll repald 3a JIBT unu bE

AKO BHB (pasara Ha JedcHue ¢ |5 mg jaBa nbTH aHeBHO (AcH 1-21) ce LponycHE CHMH lipUeM,
HANMCHTHT TpAOBa HesabarHo j1a npueme PrBapokoll, 3a j1a cc OCHIrypu o010 HPHETO KOJIMYECTBO O
30 mg pureapokcaban 3a ciimn jicn. B nojxoeben cayuai Morar jia oniar npuery ase rabsierkd or 15
mg nape/inbK. Harmenrnt 1pabsa )1a 11pojisipku peioBHUAS TIpHUEM 1A 15 mg Ba 11'bTH JsSwTTy I
ClIC/1BAILMY JICH, KAKTO € 1IPCIIOpHLMalio.




BC/JIHDBXK JIJHCBHO Ha CJIC/IBALLHXA JICH, KAKTO C [IPCIIOPHYAHO. e '[‘pﬂﬁﬂﬂ jla CC U3IT0JI3BA JIBOUIIA J1034 B
PAMKUTEC €HH H CBblliHK JICH, 33 /1a CC KOMIICHCHP& IIPOIlyCHAT4Ta /1034,

lpemunasane om nevenue ¢ anmaconucmu na sumamun K (ABK)} kem Pusapoxon

3a NaiMeHTHTE, KOMTO Ca Ha JIGUCHMUE 3a nNpoduilakTdka Ha MHCYNT U cucTemeH embonnabm, ABK
Tpabra Jfa ¢C ClipaT M Jla CC 34I0ylic JIeHCHUeTo ¢ puBapokcaban, kxoraro MexyHapojiHoTo
Hopmannzupano Crorioticnue (International Normalized Ratio, INR) ¢ <3,0.

3a nalnMeHTUTE, KOUTO ca Ha nicuetine 3a JIBT, BE v nipodunakruka na peunimeu, ABK 1pabea jia ce
ciIpaT M Jia ce 3anoulie NeueHUEeTo ¢ pusapokcabdan, koraro INR ¢ <2.5.

| [py 1upemunasane or siedetune ¢ ABK kuM Jieuenne ¢ purapokcaban croinocrure na INR me 611ar
haILKBO TIOBHUICHH Cliea 1ipueMa Ha pusapokcabaHd. INR He ¢ BalMaAcH llapaMeThp 2d H3MCPBAHC 11a
aHTHKOAryJIaHTHATa aKTUBHOCT Ha puBapokcabaH W ciedoBare/ino HE TpsadBa ja ¢ H3loi3Ba (BX.

Touka 4.5).

lipemunasane om neuwenue ¢ pusapoxcadan kvm anmazonucmu na gumamun K (ABK)

MMma BepOsSITHOCT aHTHUKOAryJalusTa Jia Onb/1c HeajIeKBaTHa B X0JIa Ha MIPCMHHABANIETO OT JICUCHHUC C
puBapokcaban kbM ABK. Tpsabsa na ce ocuUrypu rpoabLipKUTCAHA aicKBaTHA alI'MKOoaryllaius Hpu
[IpCMHHABAHE KbM alrrepHardBed aHTukoaryygant. Tpsdsa ha ce orbencxku, ye puBapokcaban Moxce
j1a 00yCI10BH noBHULIECHU cToHHOCTH HA INR.

| Ipy nattmenty, rnpeMviasany ot jcucuue ¢ pusapokcadban koM ABK, ABK 1psbea Jia ce upuemar
1iapajenno jio jocrturaie nHa INR >2,0. lpe3 nnpByte jiBa JIBK OT 11peXo/1HU TIcpruo)l TpabBa Jia ce
lpunara cramylapridara navanna jo3a ABK, crnen koero jiozara na ABK rpsabsa na ¢ cnopeit
peaysitaryte 3a INR. Jlokaro nanuenrure npvemar cnnopemennio pusapoxcaban v ABK, INR ne
TpsOBa 1@ ce MU3CIe/ABa 110-paHo OT 24 yaca cJiejl IIPC/IX0/HatTa J103d, & CaMO HCITOCPC/ICTRCHO 11PC)IH
cjicBauara jo3a pusapokcaban. Cneji kKaro cec npeycTaHOBH [IpUcMa Ha pvBapokcabain, INR Moxce
JIa CC N3CJIE/IBA U PE3YJITATHTE Jjla ¢a HAASXKAHHU foHe 24 vaca ciie)l fipieMa na rocijieuiara 1o3a (Bx.
TOYKH 4.5 1 5.2).

Hpemunaeane om nevenue ¢ napenmepannu anmuxoazyianmu kem Pusapoxoi

| Ipy nanMenTvTe, KOUTO B MOMEHTA NOJIYuanar NapeHIepaliHd aHTUKOAryJIaHTH, HPCYCTallOBSBAICTO
11a NnapcHrepajiiig aHTHKOAI'yIAHT W 3all04BAHETO Ha puBapokcaban TpsdOBa Jjia ce OChbIICCTBAT IO 2
Yaca 1P MOMEHTA 3a CJIC)BANLOTO UTAHOBO MPUJIOKEHHE HA [1apEHTECPAJIHUA JICKAPCTBCH 1IPOJIYKT
(Hanp. HUCKOMOJIEKYJICH XCIIapUH) WiH B MOMCHTA HA CIIMPAHC HA OPOALIDKUTCIHOTO HMPUIOKCHNC
lia llaperTepanting JICKApPCTBCH 1TPOUAYKT (Halp. MHTPaBCHO3EH HEPpaKI[HOHUpaH XClIapHH).

Hpemunagane om aevenue ¢ Pusapoxon kem napenmepaniu Qumukoazyaanmu
I Ipuniookere bpeara j103a OT NAPCHTICPAINIMA aHTHKOAryJlanT B MoMceHTa, Korarto rpsdsa j1a cc

lpveme ciiejiBatiatra j1o3za Pusapokot.

QII{.’!][HHJIHH 1HOIYJIdlIHH

bvbpeuno yspescoane

OrpansucHrTE KIAIIMYHY BAHHU OT HAaUMEHTH ¢ TeKKO OLOpeUHO yapex/late (KpecaTHHHUHOB KIIHPLIIC
1 5-29 ml/min) nokasear, 4e 1a3mMeHUTe KOHIICHTPAIIMM 112 pUBapoKcabal ca 3HaYHTC/II0 HOBUIICHH,
1o rasu npuunna pusapokcaban TpsbBa ja ce npuiiara BHHUMATCIHO 1IpH Te3u narmentu. He ce
lipeniopbYBa ynorpedara npu natyUeHTH ¢ KPEaTHHHHOB KIMpBHC <15 ml/min (8x. Touku 4.4 n 5.2).

NO3UpaHe: .
- 33 UPODHIAKTHKA HA HUCYIT H CUCTCMCH eMOOJIM3BM LPH [1AlMEHTH C HCKJIAILf
MBLKJICHE [TPCIIOPRLYUTEIIHATA j103a ¢ 1S mg Bk JIHEBHO {Bx. TOUYKA 5.2);




-

- 3a JieucHue Ha JIBT, sieucnue na bLE v npodunakruka na peuuamsupamu JIBT u b, nanuenruic
TpadBa ja ObaaT AekyBaHHU ¢ 15 mg aBa nuTH AHCBHO npe3 NbpeUTe 3 ceamuu. Ciicht ToBa, Koraro
npenopbYnTeNHaTa 103a € 20 mg ¢iMH LT JIHCBHO, TpabBa Jji1a ce OOMUCIIM HaMallaBaHe 1A j103aT1a O
20 mg Be/HbXK JHCBHO HAa 15 mg ¢l 16T AHEBHO, &KO OLIEHCHUAT PUCK OT KbPBCHC 3a [alMcHTa
HAAXBBLPIA pyucka oT peunausrpainu JIBT u BE. Ilpenopbkara 3a yuorpebara Ha 15 mg ce ocnonasa
Ha (PapMaKOKUHETUUHO MOJIE/IMpaHe YW HE € 1TPOYyYBaHa NPU TC3d KJIMHUYHHA YCNOBHA (BX. TOYKR 4.4,
5.1 us.2).

Koraro npenopbsuutesidara jjoza ¢ 10 mg eaun 1imy1 TIHEBHO, HE C& HAJIAra T4 j1a Ob/IC KOpUI'Mpana.

lle ce Hanara xopexima Ha j03ara [Ipd NaUMEHTH ¢ Jieko O0B0Opcutio yBpexjalie (KpeaTMHHHOR
knaupbhc 50-80 ml/min) (B, Touka 5.2).

Yeproodpobro yepecoane
PuBapokoH ¢ NIpOTHBONIOKA3aH [IPH HaIMEHTH ¢ YepHo(podHo 3abosigBale, CRLP3aHO C KOAl'yiloNaTHS
K KJIMHKYHO 3HAYUM PHMCK OT KbPBEHC, BKINIOUUTCIIHO nanuelTd ¢ nuposa ¢ Child Pugh B w C (8x.

TOUYKH 4.3 ¥ 5.2).

Honyrayus ¢ cmapuecka 8v3pacm
bes Kopekurs Ha jo3ara (Bx. Touka 3.2).

lenecno meeno
bes kopeknus Ha no3arta (BxK. Touka 35.2).

Houn
bes KopekilMg Ha j1o3ara (BX. Touka 3.2).

Heouampuuna nonynayus
Iezonaciocrra v ehukacHocTra Ha puBapoxcaban npu Jicnia Ha Bu3pacTt o 18 rojunu rie ca
ycranosenu. Jlnncsar jgamin. 1o tasy npuurdna He ce npenopbuBa yiorpcebara na PuBapokon 1pm

Jiela 1o/ 18-roauinna sbhapacr.

Hayuenmu, nodaoxcenu na kapouosepsuo

| IpueMBbT Ha PuBapoxon MoXe J1a 3alioUHC WIIN Jia TIPO/ILJKM TIPH TAIMCHTH, TIPH KOUTO MOXC jia ©
13COOX0/IMMO Kap,IMOBCP3IHO.

llpi kapavoBep3no, nacousalio OT TpaHcesodarcania exokapsmorpadus (TLEE) npu nauuciim,
KOWTO He ca DWJIM JIEKYBAHH C aHTUKOAKYJIaHTH, JieueHuero ¢ PUBapokoH Tpsabsa jla 3alQuHc 1ai-
MAaJIXo 4 yaca npeay KapaMoBep3roTo, 3a J/1a C€ rapaHTHpa a)IeKkBaTHa aHTHKoaryianus {(Bx. Touku 5.1
v 5.2). HHpn BcUUYKH HANHENTH, TIPC/IM KapAUOREpP3HO TpadBa 1a cCc NOTHLPCU NOTBLPHKIACHHUC, HC
HANMCHTHT € tipyes PuBapokoH, Kakro € npejanvcano. |Ipn B3emane Ha pelueHME 3a 3anouBane ta
Tepaling U OlPEICISHE HAa [IPOABLIIKUTEIHOCTTA i, TpAOBa jla CC UMAT TMPCIBWJL YCTAHOBCIIMTC
HPCHOPBLKY 01T PBLKOBO/ICTBATA 334 AHTUKOATYJIAHTHO JICHCHMC LIPU [1AIMCHTH, MOJUICKCHHU 112
Kap/IMOBCP3HO.

Hayuenmu ¢ nexaanno npedcvpono mwiicoene, koumo nodnedcam na HKH (nepxymauna xoponapna
unmepGenyus) ¢ nocmagsiie Ha cmenm

Mma orpanvMvcH ONHT 110 OTHOHICHMC Ha HamasieHa 1033 |5 mg sBeiurbx jiHeeHo (miv 10 mg
puBapokcaban BejUbXK JIHCBIIO 3a NAIMCHTH ¢ YMEPENHO TCXKKO OL0pCUHO YBPCHJIAHC |KpeaTHIINIIOB
kiMpbiic 30-49 ml/min|), B pomsnncune xum P2Y 12 unxuburopa 3a 12 mecena Makcumym, 1ipu
HAMEHTH € HCKJIATIHO TIPCACHLPIHO MBXKACHC, KOUTO CC HYMHANT OT 1ICPOpaliHA aHTUKoaryjaima
repanui M ca Ouau nojnoxenu Ha [1KHU ¢ nocraesie na crenr (gx. roukn 4.4 u 5.1).

lHaunn na npujioxeHue

| [epopasnio ipunoxenue.
Pusapokon 15 mg v 20 mg dunmupanu tabiicrku Tpabea jia ce npuema ¢ xpal
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[Ipy natmenTy, Kouro HE Morar jia norrsiar tadlierkure ey, rabicrkara Pusapokon Moxce 1a ¢e
HATPOLIK ¥ CMCCH € BOJI2 WiAKN SOBLIKOBO TIOPE HENOCPC/ICTBCHO LpE/IM ynoTpeda W Jia c¢ 1IPWIOKHK
Licpopaliio.

| larpourcnara rabnerka PuBapokon MOXKC jia c¢ Ipyilara Cbll0 M 4YpC3 CromatiiHa ¢oljia clicl
ITOTBLPMACHNC, 4C COH/IATA C IIPABHIIHO pa3osiokeHa B cromaxa. Harpomenara rabscrka rpsbna j1a
CC HpHJIara {ipe3 CToMatlliHa COHJla B MaJIKO KOJIMYECTBO BO/1a, CJIC/l KOETO conjiata Tpiadra jla On)1c
npomuTa ¢ Boja. Ciicn npunaradHeTo Ha HaTpouteHH duiamHpand tabnerku Pusapokon ot 15 mg win
20 mg no3ara Tpsabsa na Obae nocsesipana HezabaBHO OT EHTEPAIHO XpaHCHE (BXK. ToYKa 5.2),

4.3 IlpornBonokazanus

CBPBbXUYYBCTBUTEIIIOCT KbM aKTUBHOTO BEIICCTBO WKW HAKOC OT NOMOIIHHTE BCUIECTRA, U30pOCiiv B
To4yka 6.1.

AKTHBIO, KIIMHHYHO 3HAYUMO KLPBEIiC.

Jleans man Cheronlne, ako OBJIC CUETCHO, Ye HIPEJICTARNIABA 3HAYHM PHUCK 3a TroJissMo KbpieHce, Tona
MOXKC )18 BKJIIOUBA 1ACTOSIIE HIIH CKOPOIIIHA 1'acTPO-UIITCCTHHAIIHA H3BA, HAJIMUMC 1A 3JI0KAUCCTBCHM
HCOLIE3MH ¢ BUCOK PHCK 34 KbPBCHC, CKOPOWIHO HapaHsBaHC HAa [JaBilAs WKk 1'ph01adiing Mosbk,
CKOpOIIHA Olcpallisg Ha 1JIaBHUS MO3LK, rpbOHAYHUA MO3LK HIIM OYMTEC, CKOPOMUIHA BHTPCYCPCIIHa
XCMOparus, U3BCCTIH WK CYCHEKTHH €30(arcajiiii sBapuil1, apTCpoOBCHO3HK MaIOPMalMK, ChIOBH
AHCBPH3IMH HJIM FOJICMH MHTPACIIMHANHHK WK UHTpatlepecOpaniy ¢bJ0BH aHHOMAJIUM.

L iHOBPEMCUHHOTO JICHEHHE C JIpYI'M aHTUKOAryjaHTt, nanp. Hedpaxumonnpan xenapun {(HdX),
HACKOMOJICKYJTHIM  XCMAapyWHW (CHOKcanapui, JanTerapud Y jap.), IPOM3BOJIIM 1A  Xcliapulia
(bonyanapuitykc u Ap.), 1lepopaiHi aHTHKOAryJianTH (Bapdapun, naburartpan erckcunar, aumkcadai
W IP.), OCBEH MpH CICUAPUUHN OOCTOATEICTBA 32 CMAHA HA JICHCHUCTO C aHTHKOAryJIalT (BxK. TOYKA
4.2} nim xoraro HOX ce npunara B n1o3n, HCoOXOAMMHK 3a 110JUILPIKAHETO Ha OTBOPCH ilCHTPAJICH
BCHO3CH HJIM apTepHaliCH KareTsbp (BXK. Touka 4.5).

Heprospobno 3abosstsanc, cBnLp3alio ¢ KOaryjaonatus M KIMHUYHO 3HAYUM PHUCK OT KLPBCHC,
BKJIOYHKTC)IHO naliMeHTH ¢ 11Mpo3a ¢ Child Pugh B u C (8. Touka 5.2).

lhpeMeHHOCT K KhpMEHIC (B3K. Touka 4.6).
4.4 Cucumajnu NP/ lYHNDER/IACHNA U HPE/INAZHH MCPKH PR ynorpeda

| [periopbuBa ¢¢ KIIMHMYHO HabsI0/iCHKE, CHOTBETCTRANIO 1A HPOBCKIAHATA AIITHKOAT'YJIAIMS B X0/14
114 1C/IHA [ICPHOJL Ha JICYCHUE,

Puck o1 xemoparusi

Kakro u ¢ Jpyr# aHtuxoaryjanTH, NAUMEHTHTE, KOUTO npuemar puBapokcafan, rTpabsa ja cc
nabjonaBaT BHMMATENHO 3a Mpu3HalM Ha kbpieHe. [lperiopnusa ¢c ynorpebara ¢ 11OBMIICHO
BHUMAHUC 1P CLCTOAHHA C NMOBUINCH PHCK 332 Xemoparus. |Ipuiioxennero tia pusapokcabail rpsdna
JIa CC TIPCYCTAHOBHM TIPH 110453a HA TEXKKA XCMOparus.

I3 KIMHWUYHWTC 1IPOYYBAHMSA JIMTABUYHO KbpBEHE (T.€. OT HOCA, BCHIUMTE, CTOMAIINO-YPCBHUS TPaKT,
[IMKOYHO-IIOJIOBUS  TPAKT, BKJ/HOYUTCNAHO aOHOPMHO BarMHalHO WIM  YBEIHYCHO MCHCTPYAJHO
KbPBCHC) M @HCMHR c¢ HaDJUOJIABAT [10-HECTO 1IPH JILJIFOCPOYHO JICHEHHUC C PHBANQ

nabinonenne, nadoparopno M3cie/iBale Ha XemoriiobnHa/xemarokpura 641 MOITIO Ji
3@ OTKPHUBAIIC HA OKYIITHO KbPBCHEC W 34 ONPC/ICIINHC HA KIMHHYHIATA 3HAYUMOCT Ha
[IPCIICHKA CHLIOPEC)L CIIyyas.




Hskonko NMOATpYNH NallMEeHTH, OIIUCaHu NoAPOOHO 110-/1011Y, ¢a C II0BUIEH PUCK OT KbpBelic. Tesu
HALMCHTH CJlejiBa J1a ObIaT BHUMATCHHO Npocielety 3a 0eJIC3H U CHMIITOMY Ha CBbP3aHMU C KbpBCHC
YCJIOKHCHUA M aHEMHA CJIEl HAYaToTO Ha JICUEHHETO (BXK. ToUuKa 4.8).

llpr BCAKO HEM3ACHCHO [IOHMXKABAHC HAa XEMOrJIoOMHA MM KPLBHOTO HalAraHe TpAaOBa Jla ¢¢ ThPCH

HM3TOYHHK Hd KbpBCHC.

Bbopekn ue JieuCHUETO ¢ puBapokcabaH HE W3UCKBA PYTHHHO IIPOC/IC/ABAHC HA CKCHO3WLMSITA,
HUBaTa Ha puBapokcadban, MU3IMEpPeHU ¢ KAMOpUpan TECT 3a KOJNMUCCTBCHO OlIpejlchsiie 1A
airrupaxrop Xa, Morar jla Onjaar none3du B U3BLHPC/IHM CUTYallMM, KOraro alHWTC 34
CKCHO3MIMATA Ha puBapokcabad MoOXe Jla TIOMOIrHAT 3a B3CMaHC ila HHQOPMHPAHU KIMHHUIIK
PCUICIHMS, HAND. 1IPE/IO3MPaHE M CIICUIHA XUPYPrud (BxK. To4Ka 5.1 1 5.2)

bubpeuHo yBpesk laHe

[Ipy nanMenTu ¢ rexko 6wuOpeuHo yspexpane (KpeaTHHUHOB KiMpbiic <30 ml/min) ¢ Bb3IMOXKHO
1J1a3MCHUTE HKUBa HAa puBapoxcaban na Owjart 3HAUATEIIHO NoBUNIcHH (cpe/ttio 1,6 1hTH), KOCTo MOXKCE
jla J10BEJIC IO TOBHMIUICH PUCK OT KbpBeHe. PuBapokon Tpsabsa jla cc npuiara zHUMaTCIIO 11PH
[1AIMCHTH ¢ KPEaTHHUHOB KIMPBHC 15-29 ml/min. He ce npenopnyusa ynorpebara 1pu naiucHy ¢
KPCaTUHUBOB KIUPBLHC <I5 mi/min (Bx. Touku 4.2 n 5.2).

PusapokoH 1Tps0Ba fa ce tipunara BHUMATENO 1P natiMeHTH ¢ 60peuHo yBpexkaalie, 11oJ1yyanaiim
C/IHOBPEMEHHO JIPYTH JICKAPCTBA, KOHUTO TOBUILABAT [UIA3MEHWTE KOHIICHTPAllKHA 114 pUBapokcadall
(Bx. Touka 4.5).

33aMMOJICHCTBUE € JIDYTH JICKAPCTBEHHU IPOAYKTH

lic ce npenopwbuBa ynorpebara Ha pusapokcabaH TIipy NaUMCHTH, KOUTO NOJIYYaBaT €J(HOBPCMCHHO
CHUCTEMHO JICUCHHEC C a30JI0BM AHTUMMKOTHIIM (KAaTO KETOKOHA30JI, UTPAKOHA30Jl, BOPUKOHA3O/ H
nocakotrazon) unn HIV-nporeastiv maxnburopu (nanp. puronasup). Te3nw akrusnu BclicctTBa ca
Mol dnxubuwropy na CYP3A4 u na P-gp v no ra3u npuurna morar Jla HOBHUIAT 1Ha3Metiana
KOIIICIITpalMs 11a puBapokcabalt JI0 KIAIKHYHO 31a4UMO HHHBO {Cpciiio 2,6 11U}, KOCTO MOKE JIA
JIOBCJIC JIO IOBHINCH PUCK OT KbpBCHE {BK, TOYKa 4.3).

I-{eoOxoauMo € BHMUMAHWC 1P MAlIMCHTH, KOMTO EJAHOBPEMCHHO €A HA JICUCHHE C JICKAPCTBCIIK
IIPOJYKTH, KOKTO [1OBJIHABAT XEMOCTA3aTa, Karo HECTECPOHIIHKM MPOTUBOBbIHAIMTE/IK CPC/ICTRA
(HCIIBC), auneruncanyuuiiora Kucelmta W HHXHOWTOpU Ha TpoMmOoOldTHATA arperamius  Hiu
CCJIEKTUBHM UHXUOWUTOpPU Ha oOparHOoTO 3axmatijaHe Ha cepoToHuua (selective serotonin reuptake
inhibitors, SSRI) W Muxuburopn na obpatHoro 3axpamanc na CCpoToiHila U HOPCHUIICDpULA
(serotonin norepinephrine rcuptake inhibitors, SNRI). ITpn nawmenrure ¢ puck 3a yicposno
CTOMAalHO-9pCcBHO 3a00NsBaHE MOXE jla CC ITOMUCIIH 33 NOAXOUSNI0 NPOGHUIAKTHYHO JICYEHHUC (BXK.
Touka 4.5).

J1pyru pucxoBy GaKTopy 3a KbpPBEHE
Kakro u ¢ npyry# anrurpomOorMunM cpejicTRa pusapokcadan HC c¢ HpCHOpbhYBA [IPH TALMCHTH ¢
ITOBHIHCH PUCK OT KLPBCHC, KATO:

* BPOJICHU WK HPWIOOKTH HAPYIHCIINS B KPbBOCHCHUPRALICTO;

* HCKOHTPOJIKPAHA TCHKKA apirCpHaliHa XUTICPTOHHNH;

* JIPYro croMannio-dpesHo 3adonsBane 0e3 aKTUBHO pa3s3BABaIE, KOCTO HOTCHIIHANIIO MOXKC /12
JIOBCIC 10 YCIIOKHCHUS ¢ KLPBEHC (1ianp. BbL3tiaidreiio 3adosisiBane 1ia yeprara, c30Qarut, 1-acTpur
A racTpo-czogdarcania pediyxkcHa dosecr);

* Ch/I0BA PCTHHONATHY,

* OpOHXHCKTA3UM WK aHaMliesa 3a KnpBeHe B Genng npob.

1 lanenTy ¢ xKiarHy npoTesy
besonacHocTra M cpMKacHOCTTa Ha puBapokcabail HE ca JIpOyuYCHHM ItpH 1Al
kiranno nporesavpanc. llo rasm npuunna, ngma J1aHHM B HOJKpena 1ia ToOB
OCHUI'YpsiBa a/IcKBaTHa altTUKOoAryanms B Ta3u 11olyrauus nanueliti. Jlcuetnver
CC HIPCIIOPbYBA NPH TE3MN NAIUCHTH.




[ laimenTH ¢ aHTUDOCHOJIMITHIICH CHIPOM

JlupekTHO JeicTRallK nepopantun anTHkoarynanTi (DOACS), Bxiounre/mo pusapokcabat, He ce
LIpCNOPBYBAT TPH TALIMCHTH ¢ aHaMHe3a 3a TpoMb03a, KOKUTO ca JHariocTHIINpaliy ¢
atnrugochonunuaeH cunpoM. [lo-cnenmanto Npy TPORHONO3UTUBHH NaAIMENTH (3a Jylycen
aHTUKOAI'YNalT, RHTUKAPJIMONIUITHHOBH aHTHTCNA K alThTesa cpelty 6era-2-rimkonporenn 1),
sicyennero ¢ DOACs moxe na 6bje cBbp3aHo ¢ NOBULLICHA 4ECTOTA HA [IOBTAPHILU ¢e TPOMOOTHYUHI
CHL,OUTHA B CpaBHCHUE C TEPAIIMATA C AaHTArOHUCT HA BUTaMUH K.

| [anMeHTH ¢ IIEKJIAITHO 1PSACHPIHO Mbxiene, kouTo nojuexkar nHa [IKHM ¢ nocraBsne Ha CTeHT
Hanuunm ca KJIMHMYIK JaHHW, TIONIYYEHW OT MHTEPBEHIMOHAIHO 11poyyvBaHe, € OCHOBHA I1€J!
u3cic/iBale Ha 6e30mnacHocTra Upy NAlKUENTH ¢ HEKNAMHO MPSACHP/HO MBLXK/ICIIC, KOUTO ca Onnn
nojutokeiin Ha ITKH ¢ nocraesre na crewr. Jlannute 3a edukacHOCTTa 1PU Ta3yd nolynalms ca
orpanv4eHy (K. Touku 4.2 1 5.1). JIuncear jaHHU 3a TAKHBA MallCHTH ¢ anamue3a 3a uiucynt/ITAIL.

XcMOjIMHAMUYHO_HecTabwiniv taumetTu ¢ hE witd naiueIrru, KOUTO ¢¢ HYX)agar ot tpoMb0os113a Mt
Ocsionpodia eMOOJICKTOMHUS

Pusapokoil He cc npelopbusa KaTo ajirepliatiBa Ha HedpaKi(MOHUpalins Xcliapui HpH HAllMCHTH
oenonpobent eMOOINILM, KOWTO Ca XCMOJHIIAMHUYHO HCCTAOMIIIIN HIIKM HA KOWTO MOXKC J1a CC 11alIpaRH
Tpombonunza uian Oenojipobna embonckromua, T Karo Oc3zonacHocTTa W cHUKacHoCTra Ha
puBapokcaban He ca yCTaHOBCHH MPU TE3W KIMHNUYHK CUTYAIIUH.

CumitajiHa/enyjlypaliiia anecre3ns Wik OyHKIHs
Korato ce w30013Ba  HCBpPO4AKCHAlIHA  alecTe3us  (Cuvialina/cnm)lypajiia  anuccie3ns) Wi
ClMlialiHa/clivjlypania  HyHKiUs, [aldCHTHTe, TPEeTUpaHH ¢  allTHTpoMOOTHYHU  CPC/ICTRA 34
npeseHiMg Ha TpoMOboeMOOIIHYHK YCIIOMKHEIIMS, Ca NOUIOKEHUH HA PUCK OT 10IBAa Ha ClIWj(ypaic
AN CITHHANCH XEMATOM, KOWTO MOXKE /1a JIOBCHE JI0 ABLJIIOCpOUYHA WK TpaiHa tlapajiv3a. 1 o3u prck
MOXKC Jla C€ TIOBHINIM OT nocToleparuBHara yiorpeda Ha BRbBEXAAll CHMAYpalIEH KAaTEeThp WIIM
¢/lHOBpeMENaTa yrnoTpeda 11a nekapcTBCHU NMPOJLYKTH, HOBJIMABANIM XemMocTazara. PUCKLT MOxe Jia
CC 11I0BMILUM ChIILO TAKA U OT TPaBMATH4YHA WIW MHOTOKpaTHAa elyd/lypania WK cnuHanuia 1yHKIHA,
[ [attenrure TpsbBa 4decro jla 6bAAT 1pocheISBaAHM 32 [IPU3HAIM W CHMIITOMH Ha HCBPOJIOIWUIIO
yRpex#1aHe (Hallp. U3TpnLIBAHC MM ¢nabocT B Kpakara, JIMCKOMMOPT B 4cpBara WM 1IMKOYHHUS
MCXYP). AKO ObjIc KoHcTarupaH HEBPOJOIruycH NCHUIIUT, ca HCOOXOIMMHK CIHCUIIIO JIMATIHOCTHIUPALIC
M acucuue, llpesu neBpoakcuaniia MIrrepBeHIMA, JICKapAT TPAOBaA Jla 1PCUCHNA CHLOTHOMICHUCTO
MCK/1y 1OTCHIlKAIHATA 110133 M PUCKA DK NMANUCHTH Ha allTUKOATYJIalTIia TCPalikus WK [1ailMCHTH,
KOWTO 1lc OBL)aT MOJUIOKCHU 1ia aHTHKoaryilaHTlia Tepanus, 3a Tpombonpodgwunakruka. lsama
KJIMHYWYECH ONIUT ¢ yrioTpebara Ha 15 mg v 20 mg pusapokcaban B T¢3u CHTYai[MM.

3a namanssane Ha NOTCHIMANHHA PUCK OT KBLPBCHE, CBBLP3AHO ¢ CHIOBPCMCHHOTO 1IPHAAIraIc 112
puBapokcadan ¥ HeppoakcHalita (enuaypanHa/crMuanila) aiccre3ns Wil CIIMHalha HYHKINA, Tpadnra
jla c¢c uUMa NpeiBUl  PaApMaKOKHMHCTHHHHN Tipoduin  Ha puBapokcaban. 1locrassHero  wim
IPCMAXBAHCTO HAa ClK/YPAJIEH KATETHP WM nyMbanna nyHKlIWs ce W3BbLpIlBa Hal-j100pc, koraro
alruKoaryiamiiisg eQpeKkT Ha puBapokcabal ce OlICHABA KAaTO HUCHK. BhIlpekn TORa, TOUHOTO BpeMe
34 1HOCTUIANE HA JIOCTATBLYHO HHCLK ANTUKOANYJAHTCH C(PCKT 33 BCCKM HALMCIHT HC € M3BCCTHO, 3a
OTCTPAlABAHETO Ha CHWILYpaINUA KareThp W Bb3 OCHOBA Ha oOmuTe (GapMakOKHHCTHYHH
XaPaKTCPUCTHKH, 1IOHC 2X LI0Y)KMBOTA, T.C. Hal-MaJiko |18 waca upy Mnajim nandetTd wim 26 vaca
Ip{ 1IAIMEHTH B CTApYCCKa BbL3pacT, TpiadBa fa ca MUNAIU Clig)l HOCHCIHOTO [IPHIIOKCHHUC 1A
pusapokcabai (BxK. Touka 5.2). |

Chejt OTCTpanABaHETO HA KATCTLPA, TpsbBa /1a U3IMMHAT HaW-MAIKO 6 Yaca 1PE/IK [IPHIOXKCIHIKE HA
CJIC]1BAINATA J103a pUBApoKcaban,

| Ipy nosisa na rpasMaTHaHa YHKIWS, [IPUIOKCHUCTO 11a pusapokcaban tpsdsa jia Oni }s{ww ;
24 vaca.




AKO ce Hanara NnpoBexX/iaHe 1ia HHBA3UBHA 1IPOLCAYPA HilK XHUPYPIryUYHA MIITSPBEHItUMS, pyBapokcadal
TpsOBa Jla OBAC Cnpsd 10 BLIMOXIOCT 1one 24 uaca npejd UHTCPBCHIMATA U BbL3 OCHOBA Na
KJIMHWYHATA NPCIEKa Ha ICKYBAILMY JICKap.

AKO npotieilypara ne Moxe Jla 65bic oriokeHa, TpAaOBA jla CC IIPCICHM TIOBUUICHUAT PHCK OT KbpPBCHC
CLIPAMO CHIEIINOCTTa HA MHTCPBCIHIMTA.

| [puembT Ha pusBapokcaban Tpabsa j1a ce B1L30OIIOBH BBL3MOXHO HAH-CKOPO CJIC)I MHBa3UBHATA
IIPOHECAYPA I XUPYPrUYMHATA UHTCPBCII{NA, AKO KIIMHWYHATA CATYAIMS [IO3BOJIABA U ¢ 110CTHINIATA
a/ICKRaTHA XEMOCTAa3a, KaKTO € OTIPCAEJICHO OT JIEKYBAIIMA JIeKap (BX. TOYKA 5.2).

| lonyJtaivs B crapyecka BL3pacT
C yBeJiM4aBaHeTo Ha Bb3pacTTa MOXCE jid CE YBEJIMYM PUCKDLT OT XeMopalrns (BxK. To4kKa 5.2).

JlcpMaTo0oryuliv peakiiuu

llo spemMc Ha 1IOCTMapKeTHHTOBO 11abNiojiIcHMEC BLE Bpb3Ka ¢ yiorpcbara na puBapoxcaban cc
choOlulaBa 3a CEPMO3NMH KOXHM pPCakUMY, BKJIIOYHTENHO CHUHpoM Ha Stevens-Johnson/Toxcuyna
cuyjepManta Hekponusa (Bx. Touka 4.8). Marniexna, 4e naydedTuTe €a U3JIOKEHM Ha Hah-roJism
PHCK OT T€3¥ pCakUHMHU B HAYHAJIOTO HA TCpanuATa: B [MOBEUETO CAyYad, HAYAIOTO Ha pCeakuMsATa cc
[IpOABABA [IPE3 IIBPBUTE CeJAMMUIIM OT JiedcHuetro. Pupapokcaban Tpabsa na ce npeycranonu 1pu
II'bPBA MOMBa HA TEKBK KOXKCH 00OpUB (Hanp. paznpocrpanspalll ¢, UHTCH3UBEIT W/HIHK CBLp3all C
o0pa3yBaHETO HA MCXYPHW) WM JAPYD' IIPUM3HAK 11a CBPbXYYBCTBHTCIIIOCT, CBbLP3aH < JIC3UM 1A
JHI'ABHUI1ATA,

PHBapOKOIL Cb/IbpKa J1AKTO3a.
[ laliMeHTH © peiky Hac)IC/ICTBCHK TpodJicMK HA ranaxTo3Ha HellOHOCHMOoCT, l.app JlakrazcH jchuiMT

WK 'IOKO30-ranaKkto3na Majabecopdiins He TpadBa jia 1IpUemMar ToBa JICKapCTRO.

4.5 BzaumojaeHcTBRE € JIPYI'H JICKAPCTBCHH NPOJAYKIH H JIPYI'H GOPMHE 12 B3aAHMO/ICHCTBHC

Anxuburopn na CYP3A4 u P-gp

JUHOBPEMCHHOTO NPHAOKEHHE Ba pueapokcaban v kerokoxazon (400 mg ejims 1T JIHCBHO) WIIH
pwrotasnp (600 mg aBa bt JINCBHO) BOJIM 10 2,0 bTW/2.5 mbru no-Bucoka cpejiia AUC na
oupapokcaban v 1,7 /1,6 bTH 1no-Bucoka cpejiHa Chae CLC 3HAYWTEIHO TOBUINABAlIC Ha
(papMakoAMHAMUYHWTE CQCKTH, KOCTO MOXC Ja JOBC/C JIO NMOBHIICH PUCK OT xLpBcHC. [lo Tasu
lpMMMHA HEe ce  [IpeliopbuBa  yiorpebara na PuBapokoH IpW  DalMCHTH, KOWTO TiOJy4aBar
C/UIOBPEMCHHO CHUCTEMHO JICYCHHUE € a30JI0BM aHTUMHUKOTHLM KATO KETOKOHA30J, HWTIpaKoHas3oll,
BOPUKONA3031 ¥ nocakonaszon niu ¢ HIV-nporcazuu mixubnropu. Te3n akruBIiK BelleCTRA ca MOIIIH
nixuonwropu 11a CYP3A4 u P-gp (Bk. Touka 4.4).

(JyakBa ce aKTUuBHH BCULICCTBA, KOUTO CHJIHO MHXAOMPAT CaMO CJIMII OT IThTHLIATA HA CIIMMUIIKPANC 1Ha
pusapokcabau vitn CYP3A4 i P-gp, 1a nosuiiar B 1o-Malika crelicH Masmetivie KOHICHTpalium
lia puBapokcaban. Hanpumep, kiapurpoMuiind (500 mg jiBa v JUICBHO), KORTO CC TipUcMa 34
cwien unxuburop na CYP3A4 n ymepen uuxunburop na P-gp, 8o JI0 HIOBHINABAHC Ha cpej(alTa
AUC ua pusapoxcadat ¢ 1,5 nvru n Ha Chax - ¢ 1,4 1, Tlpuema ce, 4¢ TOBA 1IOBHILCHHC HE ¢
KIMHAYHO 3HAYUMO (3a nanvedTH ¢ 0u0peuHo yBpeXaanc: Bk, Touxa 4.4).

Epurpomunuii (500 mg 1pu 1nTH JineBHo), kolTo nuxubupa ymepcio CYP3A4 n P-gp, Bojsm 5o 1,3
1TH 1osUIenue 1a cpejanara AUC u Cmax ua pusapokcadan. llpuema ce, ue ToBa 11oBUINGHUE 1IC ¢
KIIMHHYHO 3HAYUMO TpPH TIOBEUCTO [HAlMEHTH, HO MOXE Jjia Ob/ic NOTCHIHAIHO
BUCOKOPHCKOBY IalMCHTH. (3a nandeHT ¢ 0L,0pcuHO yBpexk1aHe Bx. Todka 4.4).
| Ipy nanuenv ¢ sicko 6LOpeunio yspexiane epurpomuiivi (500 mg 1pu 1uTH i
Kpariio nosvumasane na cpexnara AUC na pueapokcaban v 1,6 mwry 1os
CpPaBHCHHAC € WMIVIMBWIK ¢ HopMmastiia OnOpcuna dynxiwmda. llpy nanuciHri ¢
YBPEAJIAHC CPUIPOMUIIKE € Joken )10 2,0 nbtu noeuniiciime Ha cpejiata AUC |
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1,6 nbrv nopuiteHue Ha Cpax B CpaBHENHE ¢ HHAMBHM ¢ HOpMania 6x0peuna oynkums. Edekrnt na
CPUTPOMMIIHH € AJIMTHBEH KM TO3K Ha OLOPEUHOTO yBRpeXk/iatie (BxK. Touka 4.4).

®nykonaszon (400 mg eanH MbT JUICBHO), KOMTO ce cMsTa 3a ymepei uiixuburop na CYP3A4, sojm
Jilo nosuiuasane ¢ 1,4 wetd na cpennara AUC Ha pusapokcaban v 1,3 nivru na cpennara Chas.
B3aumojiefcTBUETO C PUIYKOHA30 BCPOATHO 1IC € KIIMHAYHO 3HAYUMO NIPH HIOBCHETO 11a1IMCHTH, HO
MOXe J1a OhJle roTeHIIMaIHO 3HAYUMO IIPH BUCOKOPHUCKOBH NatinenTH. (3a naumueHTH ¢ 666peurio

YBPCHK/IaHE: BUXK TOYKa 4.4).

Karo ce uMMar npe/Bu/l OrpaHMUYCHUTC KIMHMUYIM J@@HHW ¢ APOHC/IAPOH, CJUIOBPEMEIOTO
I{punoKeue ¢ pupapokcaban TpsdBa j1a ce u3dArBa.

AHTHKOAIYJIaHTH

Ciac)l koMOuHHMpalo npyuiIoXKeHUe Ha cHokcarnapun (eanokpartda nosa or 40 mg) w pusapokcadban
(enHokparna jo3a or 10 mg) ¢ HabnoasaH a)iMTUBEH COCKT BLPXY AKTHUBHOCTTA Ha aHTH(akTop Xa,
Oc3 HMKAKBM JAOITHLIHWTENIHM e(eKTH no OTHoileHue na koarynanmonnure recrose (PT, aP1m).
-nnokcanapyu ne ¢ noBnusy papMakokKMHETAKaTa Ha puBapokcaban,

llopaaym 10OBUILNEHWA PHCK OT KBPBEHC ¢ HCODXOIAMUMO BHHUMAIHMC [1PU MALMCITH, KOMTO ca 14
CJ\HOBPEMEHHO JICUEHHE C JIPYTY anTukoarynanTy (Bx. toukud 4.3 u 4.4).

HCTBC/nuxuburopu Ha tpoMOoIIMTHATA arperalms

He ¢ nabmonasano KIWHHYHO 3HAYMMO Y)IBJIXKABAHE HA BPEMCTO HA KBPBCHE CJIC)L CAHOBPCMCIINQ
LpUJIokenue Ha pusapokcabau (15 mg) v 500 mg nanpokcen, Bblpekd 10Ba € BL3IMOXKIO Jla WMa
HAIMEIITH C 110-13pa3cH dhrapMakogMHaAMUUCH OTIOBOP.

fHle ca nabmonaBany KIMHHYNO 3HAYUMU  DAPMAKOKMHCTHUNK WM (apMaKo)IMHAMHYHK
B3aHMOJICACTBHA 11PH €HOBPEMEHHO NPUICKCHME Ha puBapokcaban u 500 mg auvernncaintiniona
KUCCaunnia.

Kuonmjtorpen (300 mg navaniia n103a, nochie/iBaila oT 75 mg {1o/urspxKaiia /1o3a) e ¢ rnokasall
(bapMakOKHHETHUNO B3auUMoONeHCcTBME ¢ puBapokcaban (15 mg), no ¢ nabmojasaio 31ma4nmMo
yilbJDKaBane Ha BPCMCTO 11a KBPBCHC LIPU CjIHR 110JIIPYHA HAIMCHTH, KOCTO 1IC ¢ KOPCJIMNPAIO ¢
arperanusita na rpombonuTyTe, Hurata na P-ceniexrnn unun GPIIb/I1a peiciiropure.

[{eobXx0/IMMO ¢ BHMMAIIMC MPH NALKUCHTH, KOWTO ¢jiHOBpemenno ca Jiekysanu ¢ [ICIHIBC
(BKJIIOUMTCIIHO AlICTHIICANIMLIMIIOBA KHCE/IMHA) W UHXUONTOPK Ha TpomOollMTHATA arperalius, 1101¢KC
TC3H JICKAPCTBCHHU NPOJIYKTH OOMKHOBCHO NOBUILIABAT PUCKA OT KbLPBCHC (BXK. TOvYKa 4.4).

SSRI/SNRI

Kakro 11pH JIpyryd anTUKOAryJIaHTH MOXKE JIa ChILIECTBYRA BLIMOMKHOCT 1HAIMEHTHTE [a Ca C [IOBUIIICH
PUCK OT KLPBEHE B CiIy4ait Ha ¢hiibTCTBama ynorpebda cne SSRI unu SNRI nopaju edekra um soLpxy
TPOMOOIIMTHTE, 3a KOHTO cc chodmasa. llpu cunbrcTBaiiia ynorpeba B KIMHAYHATAa 1poIpama ¢
puBapokcaban, BLB BCUUYKH I'PYIIM Ha JICUCHUC ce HabJIo/1aRa YKCIICHO 110-BHCOKA 4€CTOTa Ha I'OJISAM
WJIK HETOJHAM KIAHHAYRO 3HAYHM KPbHBOH3JIUB.

Bapdapwi

[ Ipemuitapaticro o1 Jiedenue ¢ antaronucra Ha suramui K sapdgapun (INR 2.0 510 3,0) kbm nedcnue ¢
pusapokcabat (20 mg) win or prsapokcaban (20 mg) kuMm Bapdapru (INR 2,0 510 3,0), nosuinasa
choTHOmCHUCTO HpoTpomMOunoBo BpeMc/INR (Neoplastin} noseuc or ajinrusno (BL3MOXKIO € jla CC
nabinosasar orjenimn crodnoct na INR jo 12), nokaro chexrure 1o oriotiienue na aPlT,
HHXHOUpancTo na akruBiocrra Ha ¢akTop Xa U HOTelIHAIA HA CHJIOTCHHUS TPOMONI Ca ajlMTUBHY.
[lpyu kcnanme na ce u3cnacisar dapmako/iMHaMuuBnTe chekT Ha puBapokcadail B 1ICPHOjIA HA

no3a sapgapun, scuuky tokaszarend (B PT, aPTT, nuxubupane va axrvsiocrra
I<TP) orpazssar eavucrecho edekra Ha puBapokcabat.
Fpu xcnanue jla ce nscnensar Gapmako/MHaMUUHKBTE epeKTH Ha Bapgapul B HEPHO
repanydsta Mo)e Jla ¢¢ hinosizsa usmepsaiieto Ha INR npu Cyougn Ha pusapokcabar
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IPC/IXO/IHHUA 1IPHEM Ha puBapokcabaH), T'hi Karo TO3H 110KA3a1¢)l ¢€ HOBJIUARA B MHHUMAJIHA CTCIICH
OT puBapokcaban B Ta3zyu BpEeMCRA 1ToUKa.
I fe ¢ nabinonaeano (papMakoKHIICTHYHO B3AHMOJIEHCTBUC MCXK)LY Bapgapyl ¥ puBapoxkcabah.

HUuaykropu va CYP3A4

2UHOBPEMENOTO TIPWIOKCHHE Ha puBapokcaban u mouHusa uHjykrop Ha CYP3A4 pudamimimn
BOJtH )10 okono 50% noHnxkasane ia cpenata AUC 3a puBapokcabail, ¢ ycnopejlHo HaMaJISBaHC Ha
papMakoimnamuuidTe My epektd. EaqHoBpeMeHHaTa yiiorpeba Ha pupapokcabaH ¢ Apyr'W MOLLIH
niyiyxkropu Ha CYP3A4 (nanp. ¢enntomnH, kapbamaseuun, denodapOurail WM KbIT KaHTapuol
(flypericum perforatum)) cbLIIO MOXE Oa JIOBEJIE IO HAMaJICHW TUIa3MEHM KOHHNCHTpAalMH Ha
pusapokcaban. 3atora Tpsubra j1a ce u3bArpa eHOBPEMEHHOTO TMpUIaraHe Ha MOII[HU HHAYKTOPH Ha
CYP3A4, ocBeH ako nauMedTTsT He ¢e CIIe/IH BHUMATENIHO 3a Dene3n u cuMnToMy 1a Tpombo3a.

JIpYI'H CHITLTCTRAULM TCPAIIMY

lle ca wabniofaBaHM KIMHUYHO 31I@YUMH  PAPMAKOKHHETHYHM WK (PAPMAKO/MHAMHMIIHN
B3aUMOJICHCTBHA TIPU CIHOBPEMEHHO NpUoXKeue ila punapokcaban ¥ munaazonam (cyberpar na
CYP3A4), nurokenu (cyberpar na P-gp), aropracratun (cyberpar na CYP3A4 u P-gp) wim
oMmclipazoll (MHXUOMTOp Ha nporoHuara nomrna). Pupapokcabani nuro unxubupa, HUTO MHJYIMpa
HstkOst OT ociosuure u3odopmu ta CYP, nanpumep CYP3 A4,

J1abopaTopHH 1MOKa3aTeiiu
Koarynaunonuure napamerpu (uanp. PT, aPTT, HepTest) cc nopiugsar cilopc/l oUakBaunbTa ¢
OI'71C/1 Ha MEXAHW3MA Ha ACHCTBUE Ha puBapokcabait (Bx. Toyka 5.1).

4.6 @eprHianTCT, OPEMEHHOCT H KbPMENC

lxpeMeiitocT

bezonacnocTra M cdukacHocTTa n1a puBapokcaban npH OpeMCHHM KCHHM HC €A YCTAHOBCIIM.
| [poyusatingra 11py XXMBOTHH 110Ka3BaT pelpOAYKTHBHA TokcHuHocT (Bx. Touka 5.3). [lopanu
HOTCHIRMAJIHATA PENPOAYKTHBHA TOKCHUHOCT, NPUCHUIUA PUCK OT KbPBCHC M JaHHUTE, 1T0KA3BAIIU, YHC
pusapoxcabait npeMuHaBa 1pes naneHrara, PUBapokoH ¢ MpoTHBOIIOKAa3aH 110 BpeMe Ha GpeMeIHocT
(Bk. Touka 4.3). XKenure ¢ jereponeu norcHuMan Tpadea 1a uzbsrear jia 3abpeMcHsiBatT 110 BpcMe Ha
JICYCHUCTO ¢ prUBapokcabail.

Kupmeiie

besonacnocrra v cPukacnocrra Ha puBapokcadali 11py KBPMCIHIM KCHH HC Ca  yCTalloBCHHU.
| [poy4BanusTa 11py KUBOTHH 110KA3BAT, Y€ pUBapokcadan ce cekperupa B MaskoTo. 1o tazu npuumia
PBapoKOH € 1IPOTHBONOKA3aH B Neproa Ha KbpMeHe (BXK. Touka 4.3). Tpabna jia ce B3cMe peleiine
JIAITH J1a €€ TIPCYCTAHOBHY KbPMEHETO WIK J1a CE [IPEeYCTAHOBKW//Ia He CC IPWIOXKH TCpallusTa.

Mepruanrer

llc ca npoBex/iaHKM KOHKPCTHH 1IPOYYBAHMUN C puBapokcaban npy xopa 3a ollcHka 1ia chekrure 1o
orTHowenve Ha Qeprundrera. [lpn eaHo 1poyydBane 10 OTHOUICHUC Ha GEPTHIWTCTA 1IPH MBAKKY ¢
KEHCKM IUI'bXOBE He ca Habinoaasany edekth (Bx. Toyka 5.3).

4.7 EdcxrH BLpXY citocobroctTa 32 nodupane u pabora ¢ Mamunu

PuBapokon noBjiMsisa B Majka crencH cnocobHocTra 3a modupanc v pabora ¢ mamunn. Mma
CHLOOMICHMA 3@ HEXKCIIAK PeaKlvK, KaTo CHHKON (4€CTOTA: 1ICHCCTH) M 3aMasHOCT (HECTOTa: 1Y)
(BK. Touka 4.8). [lanmeirrure, nNnpu KOMTO ce pa3BUAT TC3M 1IEKEIANN PCAKIIMU, HE, IF Lo 'ﬁ
Hogupar niK paboTsT ¢ MAllIKHM, 0
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4.8 Hexxesianu JICKAPCTBCHH PEAKITHH

Pcatome Ha npodmna na fc3onacHoct

I>ezornactocTTa Ha pUBapokcaban ¢ upoydcHa B JiBaHageccT KIMHM4 M npoyuyBatims d¢aza I,

obxeaiamu 53 103 naimentu, ekcnonupany Ha pusapokcaban (Bx. labnuua 1.).

Tabawmua 1.: bpo# npoyuyenu nanuenTn, 00112 JIHEBHA ;1032 H MAKCHMAJIIA HIPOIbJIKATCIHOCT
Ha JICYCHHCTO IpH npoyusanuy ¢asa I1L

ChOMTHA JIpH DAIMCHTH ¢ KOpoHapia
boncer ia chpuero/neprugepHa
aprepuanta doJiect

ACK wiv 10
CAMOQCTOSTCIIHO

mg

IToka3zaumne bpoii O6ma juiceua j1o3a |Makcumaiina
nanuenru® HPOIBJIKHTCAHOCT
1A JICUCHMETO
| [podpunakTrka Ha BeHO3¢H|6 097 10 mg 39 nHu
TpoMO0eMO0NIN3BLM (BTL) 1pH
Rb3PaCTHU MNAlMEHTH, TII0JUIOKEHH Ha
IWIAHOBO  CTABHO  IPOTE3UpPaHe  Ha
Tazodc/ipeHaTa WM Ha KOJISIIHATA CTaBa
I IpounakTuka Ha BCHO3CH|3 997 10 mg 39 nHn
TpOoMOOCMO0IINZBM  1IPU  HEXHPYPIHYHY
LIAIACHTH
Jlcucnve na JABT, bE n upodunakrukal6 790 Hen 1-21: 30 mg 21 mecena
lia peIM/IUBU Heu 22 u cnej rosa:
20 mg
Ciuejr naii-manko 6
mecerta: 10 mg wium
20 mg
IIpodunakruka na uuHcyiar u cHucremcH|7 750 20 mg 41 meceena
cMOOIN3BM 1IPH NMAUMEHTH ¢ HCKNANHO
HPCACBEPHHO MBXKACHE
[IpopunaxTka Ha areporpomboruunu |10 225 5 mg win 10 mg | 31 meceila
cuOMTHs npu niaumentTh cnen OKC CHOTBETHO,
[IPHIIOKCHU
C/IHOBPCMCHHO
ACK win ¢ ACK
UIKOC KJIOLMOYPE
WA THKJIOIIKJIMH
llpogunakrTuka na arcporpombornunn | 18 244 3 mg, nprioxeu ¢ | 47 mccenia

*| [atwenTn, KOMTO ca OMIIM EKCMOHUPAHM HA NOHE ejilia N03a puBapoxcabaH,

peakuuu™ nmo-nony) (Tabumua 2.). Haii-uecto cbobiaBaHnyc XCMOpArdu ca CITMCTaK

KLPBCHE B ¢TOMalIHO-YpeBHHA TpakT (13,8%).
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Tabunua 2.: Yecerora HA ¢HLOHTHHTA NA KBPBENC® U ANCMHHA LPH HAIMCHTH C CKCHO3HIUA 1A
_puBapokcadan B 3aBLPINHIINTE lipoyaBanus ga3sa 111,

| Tlokazanme BcakakbB THIE KLPBCIIC Ancmus
lIpouitakTuka Ha BcHO3eH | 6,8% oT nanuenTUTe 5,9% oT naimenTUTe
TpoMb0oeMO0IIN3ILM (BTLE) 1npH

Bb3paCcTHH NAlIHCHTH, MOUIOXCHH Ha

IUIAHOBO CTABHO [IPOTE3WpaHC Ha
tazobecjpecHara MM Ha  KOJisH)aTa

crasa

| Ipodriiakrrka Ha BeHo3eH | 12,6% or naiuenrure 2,1% oT nauuenrure

TpoMOOCMOOIN3BLM NPK
IICXHPYPrUUHHU MAlUEHTH

Heuenne na JIBT, bE u
HPOPHIIAKTHKE Ha PCIHJIMBH

23% OT NanUeHTUTE

1,6% OT naiHeuTa e

—_

| Ipoduitakruka Ha MHCYIIT ¥ cuctemct | 28 na 100 natenro rojunu | 2,5 wa 100 nauuchro
cMOOIIMIBM  LIPH HALUCHTH € FOJ(HHK
HCKJIANHO 1IPEJCHP/IHO MBXKJIEHE B
| IpoduiiaxTrka Ha | 22 Ha 100 naumenro ronmnn | 1,4 na 100 naumedTto
aTepoTpoMOOTHUYHH  CBOMTHS  1pH 'OJIHHH |
naimeny cliey] OKC
| [pobunakTrka Ha | 6,7 na 100 naiggenro rojiny | 0,15 wa 100 nanmenTo
arcporpoMOOTHYHU  CLOUTHS  npu PO *®

HAIIMCHTH ¢ KOopoHapHa OonecTr Ha
chplcro/nepudepHa apTepuaiita
bosicer

* Benuxu ¢LOUTHH Ha l{prene C4 OT BCUYKHM [IPOYHBAlIHA C pHBﬁpﬂHCﬂﬁﬂH ca cnhpaniu, JIOKJIaABAIH

H OLICHCHH,

** Habiojlasa ce Hucka 4dectora Ha aHemus 8 npodysancto COMPASS, kwiiero ¢ ripusioxei
n3dupatesicH NOAXOoN 1ipu ChOMpaNleTo Ha HeXeJIaHH chOUTHA,

ClychK 11a HEXKCNAHM JICKAPCTBCHH peakIlvy B Tab/IMUCH BUJI

Hecrordre na nexeliangre peakiyu, cBbp3aimn ¢ puBapokcabati, ca GGDE'HIGHH 3 Tabsnia 3 no-jo00ty
HO CHCTeMOo-opratiyn khacore (no MedDRA) v 1o yecrora.
[3 3aBUCUMOCT OT UCCTOTATA TC CC OLIPCHCIIAT KATO:!

MHOI'0 yecTH (> 1/10),

uecrd (> 1/100 no <1/10),
ieacetd (>1/1 000 no <1/100),
pejikn (>1/10 000 1o <1/1 000),
muoro peiku (<1/10 000),

C HECHU3BCCTHA HECTOTA, OT HAJTHUYHUTC JJAHHHU HC MOXKC 1la 6’1:}13 lialipaBCHA OI[CHKA.
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Tabuuna 3.: BcHYKH neXeJalM peaklHH, ChODIICHH HIPH BH3PACTHH HANNEHTH B KJINIIMUYNN
upoyuysanus ¢asa III nim npu wocrmapkeranrosa ynorpeéa* u B e upoyusanus dasa Il n

cino npoyysane ¢asa Il upu neqmarpudanyu nanuenra.

Yecern

Heucern

Il‘emm

Mmuoro peaku

|C NCHIBCCTIIA HCCTOTA

Hapymcenusi Ha KpbLBT1a 6 JiumMpHATA CHCTrEeMAa

Anemus (BrUL.
ChOTBCTHH
JrabopaTopHH
llapamMcTpH)

‘Tpombormrosa
(BKJ1. nOBMIIIABAlIC
na 6pos Ha
TpomBornTHTe)?,
TpoMOOIIMTONCHMA.

HapyiicHnst H1a *MyHHATa CHCTCMA

Anepruyna

pCaKLiHiA, AJICPIHYCH

JIEPMaTHT,
aHI'MOCJICM,
AJICPTHYCH CJIEM

AnapnnakTuiHu
peakilii,
BKJTIOUUTCIIHO
aHaHIlaKTHUCH
HIOK

Hapynienust na HepBnara cucrema

3amasgHocr, Mo3nucH U
n1aBobosive BBLTPEUCPETICII
KPBLROH3JIUB,
CUHKOII

Hapyuienuns na ounre

(JycH KPLBOUZJIUB
{BKJIIOYUTCIIHO
KOHIOHKTHBAJICH
KPhBOH3JIUB)

Copiicunn napyuenus

Taxukapina

Cb/I0BH HAPYDICHHH

XHHOTOHUY,
XCMATOM

Pecunparopun, rpb/ilH U MEIHACTHHA/INH HAPYMICHHS

ls11iMcTakcuc,
XCMQIITH3a

CroMamno-4peBnH HapyUICHHA

Kupsetic or
BCHIIHTC,

KbpBCHC OT
CTOMAIINO-YPCBHUS
rpaKy

(BKJL. pCKTANIHO
KbPBCHE),
CTOMAallIHO-YPCRBHH
H

aboMuaIHA
DoJIKM,

Cyxota B ycrara




JIACIIENICHA, PajleHe,
3aliek”, nuapus,

LOBpBilAHS”

Xcnarobnjinapiu Hapyinenus

| [oBULIABaNHE HaYepuospodno Hbirrenuna,
1MBaTa Ha | yBpex/lane, [IOBHLICHO HUBO HA
TpaHcaMuHas3K NMOBHUILCHO HUBO Ha |KOHIOI'UpaH

Snnnpybun, OMNHpYOUH (CHC HITH
[IOBHUIEHO HUBO Ha |0€3 ChIIbTCTBALILD
alKajina gocgaraza |ysenuuernde Ha AJIT),

B KpbLBIA®, xonecrasa, Xcnarur

HOBUHICIIO HKUBO Ha [(BKJIIOUMTCIINO

rama- XCTIATOIIC YJIApHO

riyTamuiiTpalicep |yspexaate)

aza (['T"H”
Hapymenns Ha K0XKaTa H II0JAK0KHATA ThKAaH
Coupbex (BKII. Yprukapus Cuiyipom Ha
HEHESCTH CTIyUdHM Ha Stevens-Johnson,
I'cHCpasIu3upan TOKCHYHA
cupbexk), 0bpus, cClIMCpMaliHA
CKXHMO3H, KOXHH U HCKPOJIN3a,
11O/ IKOXHH DRESS-cunapom
KPLBOWU3J/IUBH

l-Iapymmmn HAa MYCKY.THO-CKCJICTHATA CACTCMA H CHC/INHHTC/IIHATA T'hKAN

bosika B XemapTpo3a KpLBousnus B Komiaprmenr

kpauunure”® MYCKYJl CHIIPOM B peivirrar
Ha KLpBCHC

Hapyuicins na 0u0penure # nHKoMIUTE UbTHINA

Knpselic oT brOpeuta

YPOICHHUTANTHHUA HCJIOCTATBYHOCT/ OCTPA

TpaKT (BKUIL. O6LOpcuIa

XCMATypHUs U HCJIOCTATBYHOCT B

McHoparuvsa®), PC3YJITAT 1A KHPBCIIC,

O1,0peuHo JIOCTATHYHA Jld

YBPCXK,/laHe ( BKJL. [1PC/IN3BUKA

[IOBHLICITHE Ha XUTIOIEephy3us

KpeaTHHHAHA H

IIOBUUICHHUE Ha

ypesTa B KphB1a)®

O61n napymennsi ¥ epeKTH HA MACTOTO HA PWIOKENNE

[Hosvuicna Hepasnonoxenue  |Jlokasmaupan orok”

reMieparypa’, (8L

lHepudepenr  OTOK, | IIPWIIOHIABALC)
HOHWXCHA obiia
Crila H
crcpruuocT  (BKI.

YMOpa W acTCHUS)
Hiciieipanusg
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lNosminen  L.DHA,
MOBHUILCIHA JiMnaza’,
[OBUILICHA
amujiaza’,

HHPHHHBHIIHH, OTPABHHHA H YCIOKNCHHA, BhbIHHKHAJIH B PCIVJITAT HA HHTCPBCHIIHH

Ktpeene ciel CbiaoBa

l1KaKBa TIpolielypa ncepjl0aneBpruaMa’t
{BIUI.

[OCTOIICpATHBIHA

aHCMMS M KhpBEHE
OT paHa), KOHTY3us,
cekpeuums ot panu’

A: nabmonasauun npu npoduiakTka Ha BeHodeH TpomboembGonuzsm (BTE) npu sn3pacTHu
IFA1IIKCHTH, 110JU10KEHN HA 111aHOBO CTABHO NPOTE3MpaHc Ha Tazobe/ipenara Witk KongHaTa crana.

13: nabnrojiasaiim 11pu ncyeine Ha JIBT, bE wnu ripoguiiakrika na peiiniuBu, Karo MIIoro 4ccTu 1ipu
MCHU <55 I'0JIMHM,

C: nabinojiaBalM KarTo HEYeCTH NpK npodUiiakTHKa Ha aTepoTpoMOOTHUYIMN CHLOWMTHUA 1P LIAIHCHTH
ciejt OKC (cnen nepkyraHia KOpoHapHa HITTCPBEHLINS ),

* HU3ationaBan ¢ cesleKruBeH nouxo/t 11pU chOUpaHeTo Ha laHHUM 3a Hexelland cuduTus. Heerorara na
HexenanuutTe peaklit B vanuTBaHero COMPASS ne ce e yeBennumna, kakro v li¢ ca Ouiu
WICHTHPHIIMPAHU HOBM HEXCNAHM pPCaKLWK, CIC/OBATENIO JlaHK OT HEro HE ¢a BKIIOMCHH IIPH
U3UNCNICHUETO Ha YECTOTHTE B Ta3zu Tabimiia.

Ouucanve Ha U30paHK HEeXCIaHHU PeaKLnm

| lopayin dapmakoyiornuus My MEXaHu3bLM Ha AeicTBHE, yiiorpcbara na PuBapokon Moxce jia Ob)1C
CBbp3aia C IMOBHUICH PUCK 34 OKYJITHO HMIIK SBIHO KbhpBEHE OT BCAKa TbhKAaH WM Opral, Koero Ou Morio
Jla OBCjE J10 TIOCTXCMOpAaindia aHcMug. [IpusnaiuTe, CUMIMMOMUTE H TCKECTTa (BKIIIOYHUTEIHO
daralicH M3X0/1) HIC 3aBUCAT OT JIOKAJIM3aIIMATA K CTelleHTa WK ofeMa Ha KbPBCHCTO W/HIIK AHCMUSITA
(Bx. Touka 4.9 ,,Ilosenenve npu xupeeHe™). B KIMHUYHUTE [IPOYYBAHMAS JIMI'ABHYIO KbpBeEne (T.¢. OT
110Ca, BCHIIMTC, CTOMAlIHO-YPEBHUSA TPAKT, NUKOYO-1IOJIOBAR TPaKT, BKIIOUUTCIIHO abNOPMHO
BANMHANIO WKW YBCJIHYCHO MEHCTPYaJIHO KBPBGHC) M aneMuu cc HabmojlaBar 110-4CCTO IpH
JUBJINOCPOUIIO JICUCHUC ¢ puBapokcaban, B cpasuchuc c Jiedcnue ¢ ABK, llo Tasm npuuumna, B
MO TBJIHCHHC KM AJICKBATHOTO KIIUIITAYEIO IIHGJIIGJICIIHE, Jlﬂﬁﬂpﬂ'l'ﬂpllﬂ H3CJICNBanc Ha
XeMoriobrna/xemarokpura 61 Moro s1a Ob)e OT 11013a 32 OTKPHUBAIIC Ha OKYJITIIO KhpBCIC U 34
ONPC/IENAHE Ha KIIMHUYHATA 3HAYHMMOCT 1ia 4BHO KbhPBEHE, 110 [IpelICHKa crnopel cnyqas. Buimoxiio ¢
PUCKLT OT KbpPBEHE J1a OhJIC ITOBUINCH [1PH ONPC/ICIICHH 'PYIM NAIMCIITH, HANPHMED HAIIUCHTH C
HCKONTPOJIMPANA TE€XKKA apTepyaiia XHIICPTOHNA W/ MK Ha CLITHTCTRALLA TCPATIMs., KOSTO [HOBJIMABA
XcmocTasaTa (BX. ,,PHCK oT xemoparus® B Touka 4.4). B1u3MoxII0 ¢ MCHCTPYATIOTO KLPBEHE J1a € 110-
CWJIHO W/ MK 1TO-NPOABIKHUTEIIHO. XEMOPAIHYHUTE YCIIOXKHCHHS MOI'AT J1a CC 1POSBST KaTo citaboct,
Oiie/inocT, 3aMasHoOCT, rnaBobOJIMC MM HCOOACHHUMH OTOMHM, JiMcHies u veobscnum ok, Karo
pe3ysrraT OT aHCMHATE B HIKOW Ciiyqau ca Habnio/iaBald CHMITTOMH Ha Chp/ICUlid MCXCMUA, KaTo
00JIKa B I"bPIIATC HIIA CTCHOKAP/IHS,

Mma cbobmenmns 3a M3BCCTHU YCIIOXKHCHWR B PEIYJITAT HA TEKKO KbPBCHE, KAFO KOMIIAPTMCHT
cuipoM ¥ OnOpewyHa HeJOCTaTLYHOCT B pe3ynrar Ha xunonepdysds py M3N0J3BaHe HAa
puBapoxcaban. llo Tasy npuurMna BeposrTHOCTTa OT KbpBeHc TpgbBa Jla cC HMa UPC/BHL 1IPH
HPCIHECHKATA HA CHCTOSHHUETO HA BCCKM 11AIIUCHT, KOUTO € 10]UI0XKEH Ha allTUKOAI'YIAIrTHO JICUCHING,

CpobuasaHe Ha 11OJIO3UPAHN HCXKCIIAHN PCAKLIAN
Cuobianancro 1a 110J1031paiiy HexelIaHu peaki(Md ciic) paspelnasanc 3a yiorpeda g
HPOJAYKT ¢ BaXHO. 108a 1103B0JIRBA 12 HPOJIBIRKK HAOIIIOICHHETO 1A ChOTHONICHIHCT
JICKaperseHus  HpOoRYKT. (1 MCIUMIMHCKHIC CHCHHAIMCTH CC M3UCKBA Jla ¢
110/1031palia HedKealla peakiims 4pes:
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HM3unanuTenna areHuMs 110 JieKkapcrsara
yil. ,.Jlaman I'pyes” Ne 8

1303 Codus

ten.: +359 2 8903417

yebcant: www,bda.bg

4.9 Ilpcjrozupanc

Mma chobuicHud 3a pejikn chiydau Ha lipeaosupanc j1o 600 mg, HCYCHOMKHCHHN OT KLPBCIIC WK JIPYTH
1Hexkesanm peakuuu. [opaxnu orpanvuenara abecopOims ¢¢ oyakra ¢HeKT HA JIMMHTHPAIIO HACULIAHC
0¢3 JIOMBAHMTEIIHO MOBUIIIABAHE HA CPEJIHATA 1J1a3MEHa CKCMIO3WIMSA 11PH CYINpAaTepancBTHYHHA JI03H
puBapokcabad or S0 mg unu ro-BUCOKH.

ChulecTBYBa CneMPHUUHO HEYTPpalM3Upallo cpeacTro (aiiekcaner alida) cpeuty
(hapmakoMiiaMMUHUs ¢PeKT Ha puBapokcadaH (B)K. KpaTkaTa XapakTCPUCTHKA Ha HPOJLyKia,
ChILPXKAIL aHjICKCaHET ada).

3 cnyuau na npenosupaHe Ha puBapokcaban MOXE Jla C¢ MMa MPC/IR|L U3NON3BAHCTO Ha AKTHBCH
BLIJICI 32 HAMaIABaHe Ha abcopbuusita.

| lonejicHME 1IpU KbPBEHC

AKO npu nanyeHT Ha Jcucliue ¢ pupapoxcadall ce pa3BUC CRLP3AIIO ¢ KbPBCHE YCIOKHCHHC,
CJIC/IBALIMAT NPUCM Ha puBapokcaban Tpa0Ba ja ce OTIIOXKMU WM JICUCHHCTO Tpsbsa Jid CC 1IpCKpaTH,
ako ¢ Hcobxoyiumo. Pupapokcaban uma nosiyxkupor or okojio 5 jio 13 uaca (Bxk. Touyka 5.2).
| foeicnuero TpsbBa n1a ¢ MHJIUMBHAYANIW3HPAHO B 3aBUCHMOCT OT TCXCCTTA M JIOKAIN3AlULTa 1a
KpLBOM3NNBA. MOXKE J1a cC H3TIOJI3BA 1NOIXOASUIO CHMIITOMATHYIIO JICYCHHE, KAaTO HAlp. MEXauu4Ha
KOMITIpECHs (Halup. NpH TeKBLK CMUCTAKCUC), XUPYPIMUHA XEMOCTa3a ¢ IPOoLIEILYPH 3a YCTAHOBARANC
HA KOHTPOJI Ha)l KbPBCIICTO, 3aMCCTBAHC 11a 0DcMa M MCPKM 34 NOJILPAKAIC HA XCMOJIMIIAMUKaTA,
LHPCHMBANC 11a KPBBHU TIPOJYKTH (CPUTPOIUTCH KOHIICHTPAT HJIM 1PACHO 3ampaschia 1uasma B
3ABUCUMOCT OT aCOUMUPAHATA AHCMUS WA KOAryJionarus) uau TpoMbolinTH.

AKO KbpBEHETO 1€ MOXKC Jia Objle OBJIQJIIHO ¢ TOPCIOCOYCIUTEC MCPKH, MOXC Jia cC O0Ch/IU
ItpyiaraleTo Ha clcUWpHYHO NPOKOArylJiaHTHO CPEJICTBO, KATO KOHICHTPAT Ha 0poTPOMOMHOBHS
koMiuieke (PCC), akrusupan kouucutpar Ha nporpoMOuuoBus komiuvicke {APCCY  wim
pekombunanren daxkrop Vila (r-FVIla). KeM MoMeHTa 06auce KIMHUYHUAT OIUT OT LIPUIATAHETO 1A
TC3H IIPOJIYKTHU TIPH NAIMCHTH, [10J1yYaBallli puUBapokcabail, ¢ miioro orpaunuci. llpcrioptkara cc
OCHOBABA M Ha OI'PAHHMCHU HEKJIMHKYHNK JladHn. Moxe n1a ce oOMUCIIH IIOBTOPHIOTO LIpHIIalale 11a
pekombunanTen gaxktTop Vila u jlio3zara tpsabBa na ce turpMpa B 3aBHCHMOCT OT 11AMASISIBAHETO HA
KbpBEHETO, 13 3aBUCMMOCT OT BL3MOXHOCTTA Ha MSICTO, B CJIy4aH Ha MACUBHO KhpBCHC, TpiabBa ja cc
OOMHCIIM KONHCYJITAUMSA ChC CIICLMAIIMCT [0 KoarynallMOHHHW Hapyhienus (8. Touka 5.1).

Ilc ce owaksa uporammit cyndar ¥ BUTaAMHH K j(a NOBIIMABAT AHTHUKOAI'YJIGHTHATA AKTHBHOCT 114
puBapokcaban. OnuTLT € TPaleKcaMoBa KHCCIIHHA € OTPaltMucH M JIFIICBA TAKLB ¢ aMUHOKAIIPOHORA
KACCJIIMHA W alIpOTUHKH  1IPA LAIMCIITH, [ony4yasallld puBapokcaban. llgMa uuvro 1nayunu
JIOKazarcicrsa  3a  DjarolpusTIO  NOBIMUSABAHC, HUTO OlIAT  OT HM3NOHIBANCTO HA  CUCTCMIINA
XCMOCTATUK JIC3MOIIPCCHH 1IPKH TIALLMCIITH, LoJydaBallly pyanapokcaban. 1lopajim sucokara ciciict na
CBLP3BaHE C TUJIa3MEHHTC HPOTEHMHH HC C€ OvYaKBa puBapoxcadan jla MoKe Jla Objc OracieI 4pes
Maji3a.

5. PAPMAKOJOI'MYHU CBOHUCTBA
3.1 PapMaxkoj JHHAMHYIIH CBOHCTRA

(DapmakoTepatieBTH4a rpyla: AHTHTPOMOOTHYIIN CPCIACTRA, JIMPCKTHH HHXHOUTOPH Ii
ATC xon: BOLAFO]
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Mexanusnm Ha AeHCTBUE

Pusapokcaban ¢ BuCOKOcCesiekTURCl) JiMpekTel  uixudurop na daktop Xa ¢ nepopaliia
OnonannunocT. HMuxubupanero na gakrop Xa upekncBa BBLTPEUIHMA W BBINNCH 1ILT 14
KoaryJaljdoHHaTa Kackajaa, Koero ulixubupa kakro GopMupalcTo Ha TpoMOUH, Taka U 0bpazyBraHcTo
Ha TpoMOu. PuBapokcaban He nuxuOupa tpombuHa (axtusupan gakrop II) u e ca nabmonasanu
CcPEKTH BLPXY TPOMOOILIMTHTE.

dapMakoIMHAMUYHY eheKTU

[lpu xopa ¢ nabmojlaBano 3apucuMo OT jo3zata nixudbupane na ¢axrop Xa. llporpombuniosoro
gpeme (PI) ce nosausasa 10303aBUCHMMO  OT pHBapokcaban B THCHA Bpb3Ka C  [U1a3MCHUTC
koHueHrpaiimu (r=0,98), ako 3a recra ce wznonssa Neoplastin. JIpyru pcarenru 6uxa nanuw jpyru
peavirratd. Orydtanero na P rpabsa na crasa B cekyuum, nouexe INR (Mexjtynaposiio
HOPMAIIU3HPAHO CHOTHOLICHUC) € KAJIMOpHpalio U BAJIM/IMPAHO 32 KYMapWUHOBH 1IPOJIYKTH U HC MOXC
Jld Ce NIpuUiIara 3a JIpyr aHTHKOAaryJiaHTH,

Hpu narmmenrd, uvolryqasauy pusapokcaban 3a jacucuue va JIBT w bl v npodunaxruka 1
peuwjiMBu, nepcearwinte 5/95 3a PI' (Neoplastin) 2-4 vaca cnejl npuema Ha radierkara (1.¢. Kb
MOMCHTA Ha MakCUMalicH edekr) 3a 15 mg pupapokcabani jiBa IIbTH JIHCBHO ca B I'panuumre o1 17 jio
32 cexyunn, a 3a 20 mg puBapokcabay BeaHDX JiHesHO OT 15 no 30 cexkywnywm. o Bpeme na naii-
HUCKAaTa KOoHucHTpaluna (8-16 yaca ciejl npveMa Ha tabnerkara) nepcenruaure 5/95 3a 15 mg nia
IMTH JIHEBHO ca B rpasvuute ot 14 510 24 cexyniau, a 3a 20 mg reannxk tceuo (18-30 vaca cien

1lpMcMa Ha rabnerkara) or 13 go 20 cekynam.

[Ipu nanuenTure ¢ HCKIAIHO IHpCIIChP/IHO MBAJ/ICHE, [ToJlyyaBalld pusapokcaball 3a npoduiakrka
Ha MHCYJIT M CUCTCMCH eMOOoNMU3BLM, tiepcenTunvre 5/95 3a PT (Neoplastin) -4 vaca cneil npuema na
rabaerkara (T.¢. 110 BpEMCTO Ha MaKCUMATHUA edekT) [IpyU nanyeuryne, jickysand ¢ 20 mg exauin 1isr
JIHCBHO, BapupaT OT 14 50 40 cekynnm v ipH natmMenTH ¢ ymepeno 616peuio yspexnanc, JICKyBativ ¢
5 mg ey unT Aneso, or 10 o 50 cekynn. o Bpeme Ha Hai-nuckara kowHileHTpaius (16-36 uaca
clicil npucMa Ha Tabdierkara) tepceurniiure 5/95 npu nauMenture, stekysann ¢ 20 mg ¢imi nnT
JUICBIO, Ca B rpainimre o1 12 10 26 ccKyH/M, a NPH MalMCHTUTE ¢ YyMepceHio 0L0peyuHo yspexkialic,
JICKYBAHK ¢ 15 mg CJIHIL 1IBT IHCBHO, 0T 12 110 26 CCKYHJIN.

3 KIMHUKO-(DAPMAKOJIOIHYIO 1IpOyYBAHC HAa OOpaTUMHUTC 1IPOMCHH BLB (PapMaKoMHAMUKATE 11d
puBapoxcaban 1py 3/ipaBy Bb3pacTHd JIoOpoBoK (n=22), ¢ olcIsBAH ¢PCKTHT A CHUHUYNK JIO3H
(50 1U/kg) 1a s1ga pazjivunmy THNa Koullenrpar Ha nporpoMbuiosus kommieke (PCC), 3-dakropet
koulicirpar Ha nporpombunosua komiuicke (daxkropu I, IX u X) u 4-daxropeir konucirrpar na
porpomOuHosus  komiuteke {(gaxropu I, VII, IX n X). 3-tdakropuusar kouuelrpar na
IIPOTPOMOHHOBHA KOMILICKC € MOHMXKHWII CPCJ/IHATEC CTOWHOCTH Ha 11pOTPOMOMIIOBOTO BpCMC 113
Ncoplastin ¢ npubimznrennio 1,0 cekyniua B pamkute Ha 30 MUIYTH, B CPABHEHNAC ¢ OHHXKABANC OT
Hpubsiauremio 3,5 cexkywi, Habmonapalo ¢ 4-dakrTopilus KoHUCHTpAT 1ia nporpoMOUiloRHs
KOMILIEKC. 3a cpaBHCHHEC, 3-(hakTOPHMSAT KOHIICHTPAT Ha 1IPOTPOMOMHOBHA KOMINICKC € MMail 110-
COJIAM W N0-OBp3 00 chekr BLpXY 06paTHMUTE NPOMCHH B €HIOICIIHOTO oDpazysalic ita TPoMOHH
OT 4-haxTOpHUs KOHIICHTPAT Ha 1poTpomMOUlIoBUs KoMIuicke (Bxk. Touka 4.9). AKTHBHpaHOTO
napiuanio rpomboruiactunoBo Bpeme (aP’I'T) u Heplest cbio ca yyminkelin B 3aBUCHMOCT OF
J103aTa, HO M3NON3BANCTO UM 3a OlleHKa Ha gapmaxkojHiamMuviivs chekr 1ta puBapokcabai ne ce
npenopnsusa. lsma necobxonumocr or nabimoncHue Ha KoarylalMOHUTC HAPAMCTPH 110 BPCMC Ha
JicHCHMETO ¢ puBapokcaban B KIMHWYNATA JIpaKTAKA. BBOpCKY TOB4, aKO ¢ KJMHHYHO 110KA3aHO,
lHMBaTa Ha puBapokcabal morar jia ObJlaT U3MepBalK ¢ KaJIMOpUPAln KOJIMYCCTBCIIM TCCTOBC 1a
atrruaxkrop Xa (k. Touka 5.2).

Kamnnnyuna chukaciioct n 6e3onacHocT
Hpohurakmuxa na uwncyam u cucmemen emMOONUILM NPU NAyuenmu ¢ H{:’HHUHIH Q

MBHCOCHE

Kimiinutiara tporpama ¢ pusapokca®an ¢ nianuMpana ¢ uenl jia jiemoticrpupa chp
pusapokcaban 3a rpouiakTIKka Ha WHCYIT W CHCTeMcH CMOOJIM3BM 1IpH NAIIHCT
Hpejcnhpano muxacle. 1pu ociosioro asoito cisino iipoyunane ROCKET AlF 14 2§
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pazlipe/icacHy 1a nojyuasar i 20 mg puBapokcatai Be,UIbx AHCBHO (15 mg BCAHDBXK JIHCBHO 11pH
HAMCHTH ¢ KpeaTHHHIoB Kinpshe 30-49 ml/min) wau sapdapun ¢ rurpupane 1a jioszara jio INR 2,5
(repauestnysin rpauniy 2,0 10 3,0). Mcananuara 11pojiLpkMTENTHOCT HA TIPOBC/IEHOTO Jieyetne ¢ 19
Meceild, a obuara npojrLinkureniocT ¢ 1o 41 mMecena,
34,9% o1 alMCHTATE Ca JICKYBAHW ¢ alicTuicaiuiiiosa kucciinia u 11,4% ca sickyeranu ¢ knac 111
AHTUAPATMHUUHO CPCJICTBO, BKIIIOYHUTCINIO @aMUOJIaPOH.,

Pusapokcaban e ¢ He 11o-manka cpeKruBHoCcT OT BapdapuH 3a IMLPBUYHATA ChCTAaBHA KpaikHa TOUYKA 3a
HICysrt M cucremend emMbommabm u3rbl LIHC. B nmonyianmsara no nporokoi Ha JCYCHUC UHCYNT WK
cucreMeH eMb0u3BLM ce Habmonarat npu 188 naumentr na pusapokcaban (1,71% na ronuna) m npu
241 na apdapud (2,16% na romxuna) (KP 0,79; JIM 95%, 0,66-0,96; P<0,001 3a 1c no-maika
ehekTMBHOCT). OT BCHUKK paHIOMH3HMPaHK NAlMCHTH, KOUTO ¢a anajuzupany 1o I'I'l, nmupsuynu
cLOuTUS ce paszsuBar 11pu 269 Ha pusapokcabail (2,12% na ropuna) v 306 ua sapdapun (2,42% na
roanua) (KP 0,88, 95% JIM, 0,74-1,03; P<0,001 3a nc no-manka edexrusnocr; P=0,117 za
HPERDL3XOACTBO). Pe3ynrarire 3a BTOPHYHHUTE KpaHHH TOUYKH, KAKTO Ca W3CJIejIBAHH B HepapxHuct
nopsiyibk B I'T'T ananuza, ca noxkazany na Tabnuia 4.

Cpen tiaumenTdre 8 rpynara Ha sapdapun INR croiHocTuTe €a B rpanMumTe 11a TeparicBTHUYHUS
nyanaszon (2,0 no 3,0) cpenuo 55% or spemero (Meiuana 58%, unrepksapruicn manason 43 o 71).
lipexkruT Ha puBapokcaban 11e ce paziMuara na Huso rerrpamio T'TR (speme B Taprercn INR
ywanazon 2,0-3,0) upu ksapruiimre ¢ cjisaksbp pasmep (P=0,74 3a s3anmojiciicrauc). B nad-ropiims
KBApTHJ 11O OTHOUICHMC Ha (ICHTLPA KOCHHUIIMCHTHLT Ha pUCK 3a punapokcaban cupsmo sapdapun ¢
0,74 (95 % J[N, 0,49-1,12).

Yeerorata Ba ocHOBHUTC pe3yirrarh 3a 0c¢30nmacHOCT (I'0JIEMUM M HICIOJICMU  KIIMITMYIIO 3HAYUMMU
KPBBOU3JIUBH) ca 110,1004H 3a ABCTC TepallicBTHYHK rpyndy (8. Tabauiia S.).

Tabunna 4.: Pesyararu 3a chpurxacnecr or dasza [II ROCKET AF.

HpovuBpana Honv.iianus
poy y-iau MBAICHC

ITT anann3 na ¢PUKACHOCTTA HPH VAHMHCHTH € HCKJIANIO HPCJACLPANO

Pusapoxcaban, Bapdapun,
20 mg c)JHH LT JIHCBHO|TUTpHpal Jio
(15 mg Bcanbxk JiHCBHO|(TCpaneBTUUHM I'PAHUIU
11pU nantucHTH ¢ ymepeno|2,0 10 3,0)

01L,OpCHHO YBpEKAZHC)

T'epariesTyna JI03KPORKA
INR 2,5}(95% JIN)
p-CTroMHOCT,
[IPEBBIXOJICTBO

cLOuTHeTO|YHecTOoTa HA  CHOUTHCTO
(100 narmeHTO-1011114)

YecroTa 1Ha
(100 nanuero-ro/IMHH)

Kocduienr 11a puck

TCCT

3l

Ch)YOBA CMBDT U HHDAPKT
Ha MHOKap/la

Hucyir U cucremen 269 306 0,88
eMmBosin3sm u3rbH [[HC (2,12) (2,42) (0,74-1,03)
0.117
HUueyiT, cucreme 372 609 0.94
embostu3bsM n3enLi LIHC u (4,51) (4,81) (0,84-1,05)
CbJIOBA CMBPT {).265
Uncyir, cuereMcH 659 709 0,93
emOonnabm w3enii [[HC, (5,24) (5,65) (0,83-1,03)
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Uncynr 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
Cucremen eMOOTHIBM 20 27 0,74
n3reH LIHC (0,16) (0,21) (0,42-1,32)
0,308
0,9]
Undapkr na Muoxkapia 139 142 (0,72-1,16)

Tabanua 3.: Pesyararn 3a 6esonacnoct ot dasza III ROCKET AF.

Ilpoyusana nomyjanus

ITanuenTn ¢ HEKJAANRO HPCACHPANO MBbiK/eHe”

20

TepaneBTnuna jno3upoBka |PueapokcadaH, Bapdapu, Koeguimenr na
20 mg enun vt aHeBHo|[Twrpupan 10 INR  2,5|puck (95% J[H)
(15 mg sennbx aneBHO|(TCpancBTHUIIM I'PaHKUM | p-CTOHNHOCT
IIpY NatucHTH ¢ ymeperno|2,0 no 3,0)
O1LOpeuHo yBpexnatie)
Yectora na cnbutruero(Mecrora na cnburuero
(100 naumecnro-roimuyn)  |(100 nauvenro-ronmnn)
| osiemu H HCIOJICMH 1 475 1 449 1,03
KJIMHHAYIIO 3HAYUMU (14,91) (14,52) (0,96-1,11)
KP'hBOH3JIUBH 0.4472
[‘oneMu KpLBOU3IIUBH 395 386 1,04
(3,60) (3,45) (0,90-1,20)
0,576
CMBpPT B  pe3yirar Ha 27 35 0,50
KLpBCHE* (0,24) (0,48) (0,31-0,79)
0,003
KepBeHe  or  KpuTHuCH 91 133 0,69
opram* (0,82) (1,18) (0,53-0,91)
0,007
Nurpakpatinaich 23 84 0,67
KPLBOUIINB® (0,49) (0,74) (0,47-0,93)
0,019
Cna)t va xemornobouna* 305 254 1,22
(2,77) (2,26) (1,03-1,44)
0,019
Kpbioupenusane na 2 v 183 149 1,25
NOBCYC CAMHHLH (1,65) (1,32) (1,01-1,55)
CPUTPOLIMTH WM UdANa 0,044
KpbB*
Heronemu KJIHHHYHO 1 185 I 151
3HAYMMU KPBbBOU3IIUBHU (11,80) (11,37)
CMBPTHOCT 110  BCRKAKBM 208 250
HPHYHHHA (1,87) (2,21)




a) [lonyiauui, M3nUTBaHA 110 OTHOLICHHC 1ia BE3011aCHOCT, 1A JICUCHHC
* HoMUHAJIHO 3HAYUMHU

3 jonbinende xnbm  tpoyusahcro ¢asa 1l ROCKET AF, ¢ nposeaeno npocnextusiio,
[IOCTMAPKCTHHIOBO, HCHHTCPBCHUMOHAJIHO, OTBOPEHO KOXOPTHO Nnpoyusaite ¢ €140 pamo (XANTUS)
C OCHOBEH HW3XO0J, BKIIOYBaul TpoMOOecMOONHUYHY CLOHTHA MW rojisMo KbpBeHe. 6 785 naiucHra ¢
HCKJIAHHO NPE/CHPAHO MbXJICHE €3 OWJIM BKJIIOUEHM 3a NPODUIAKTUKA HA UHCYJIT B CMOOJIUSL U3RBI
neurpajiinara HepsHa cucrteMma (LIHC) npn peantu ycnosus. Cpeminre peaynrard f1a CHADSZ wu
HAS-BLI:D ca 6usn 2,0 npu XANTUS, B cpasHeHHe ¢be cpeanuTe pesyiaraty Ha CHADS2 v HAS-
BLED or 3,5 u 2,8 cvorserno npu ROCKET AF. IN'onsMo kwpBente ¢ nabniosasano npy 2,1 cayyvas
3a 100 naimenro-rojpnnu, Crobuiara ce 3a gartancH kpuBousnue npu 0,2 cayuas 3a 100 nanmenro-
'OJIMHA W BbTpedepericH Kpbeouznus 1pu 0,4 ciyvasa 3a 100 nanuenro-roamun. HMncyirr unu
embosiust uasbh [{HC ca perucrpupanw 1ipun 0,8 cnyuas 3a 100 nannetro-rojinim.

Te3n nabinojiIcHns B pealiHu yCJIOBUS €a B ChOTBCTCTBHE € yCcTaHOBeHUA 1poduil Ha 6e3onacHoCT 1IpU

TOBa IHOKA3aHHUC.

| [aumcHTH, 1HOJUIOXKEHH HA KAPJIMOBCP3HO

[IpocriexTrBIlO, pPamIOMUABHPAHO, OTBOPCHO, MHOIOHCIITPOBO, CKCILIOPATOPHO 1IPOYUBAHC ChC
34¢NCIICHA O1e1ika Ha Kpaduara Todka (X-VERT) e nposeicrio npn 1 504 nanueirry (iiciickynaiii
Jlocera ¢ NCpopasiiM  anTHKoary/JlaiiTh M JICKYBaHW [IPCIBAPUTCIIIO) ¢ HCKIAIHO HPC/ICHPIUIO
MBAJICHC TUIAHHPAHO 328 KapJAMOBEP3HO, 3a Jla C¢ HAllpaBM CpaBHCHHME MCXJlY pHBapokcabdail
aranrupana aosa ABK (pannomusvpano 2:1), 3a npescHIMS Ha CbPACYHOCDLIOBH  ChOMTHA.
Usiton3sanu ca crpareryu ¢ rnomMourra Ha Hacousane upe3 TEE (1-5 nnn nipeapapurciinio jicucnuc)
WIM  KOHBCHIIMOHANHO Kap/IMOBEP3HO (HAH-MAJIKO TPH CEIMWAIM  TNIPC/ABAPHUTCIIHO  JICYCHHE).
| [uperunMTe pe3yiTary 3a cPUKaACHOCT (BCHUKM WHCYJITH, NMPCXOjiHAa HCXCMHUUYHA arakd, CUCTeMCH
eMOoiM3BM, leesbp3an ¢ LIHC, ungapkt Ha MHOKap/1a U ChP/ICHHOCH/1I0BA CMTLPT) Ca CC LIOSBHIIHK IIPH
5 (0,5%) nanmelity B rpynara na pusapokcadait (n=978) u 5 (1,0%) naupmenra B rpynara na ABK
(n=492; RR 0,50; 95% CI 0.15-1,73; mojmpuumpana U'I'T-nonyyanus). OcHoBHuaT pesysrar 3a
Dc3onacHocT (MacHBHO KbpBcHe) ce e rosBrui iipu 6 (0,6%) u 4 (0,8%) tanucrry B rpynure Ha
puiapokcadban (n=988) u ABK (n=499) cwnorserio, (RR 0,76; 95% ClI 0,21-2,67; 6Gcsonacia
Holysianug). Tosa cKCIiopaTtopHO NMPOYUBAHE € 110Ka3ajlo cpaBRHuMa chukacHocT ¥ Oe3onacHocT
MCACLY [pylLidTe 11a Jieuetiue ¢ pupapokcadban n ABK B ycnnosnsaTa Ha kKapnMoBep3Ho.

Ianmenry ¢ nekiamio Hpe/cupIo MbAJicHe, KouTo Hoyuiexkar ta [T1KH ¢ nocrassie na crenr
M3RLpIICHO ¢ paliJIOMH3NPAHO, OTKPHTO, MHOIonciirpoBo ripoyusaie (PIONEER AIF-PCH ¢ 2 124
HAIIMCHTHY C HCKIAINO MPE/IChP/IHO MBXKJICHE, KonTo ca Owim nojuiokentn na | IKH, ¢ nocrassiiic na
CFCIIT 3a 1'hPBHYHO aTCPOCKIICPOTHYHO 3abonsBale, 3a cpaBHsBalic Ha DE301aCHOCTTA HA JABC CXCMH
Ha puBapokca®an m ejiHa VKA-cxema. [laimenTure ca Ouin pasupesiesnicuy Ha cliydacil 11IpuHIu
1:1:1 3a o6ina 12-mecceuna repanus. laimmenty ¢ anamiiesa 3a wiicynt min [T ca n3kinouciin,
I'pyna 1 nosyuasa pusapokcadan seunbx JiHesHO 15 mg (10 mg sesurbx JUICRHO 1IPH HAIIMCHTH ¢
Kpearnnyuios  KanpbHCe 30-49 ml/min) mnoc P2YI12 unxuburop. I'pyna 2 nostyuasa 2,5 mg
pusapokcadan /Ba 1bTH JiHcBHO 3acuho ¢ JITAC (uBoina repauus ¢ anrurpoMbonmIiig cpe/Ictia.
naripuMmep  khioitporpesr 75 mg lunm 3amcecrBanmmg  P2Y 12 unuxuburop] 1110C HHCKA 1034
aneruncannimiiopa kucenmna [ACK]) za 1, 6 man 12 mecena, nocncjaiia ot puBapokcabair 15 mg
(win 10 mg 3a narmentu ¢ kpearinHoB KIMpBHC 30-49 ml/min) Besurmx JuieBHO, N1HIOC HUCKA 1034
ACK. | pyna 3 noJsiyuasa kopmnrupana jioza VKA nmoc JITAC 3a 1, 6 wum 12 Mcecenia, nociiesaiia or
KOpHIrupaua Jio3a VKA, 1uioc 1iucka jioza ACK.

| 'opsuunaTa kpafina Touka 3a 6czonacHocT, KIMIUUHO 3HAUMMHTC Clly4au Ha KbpBCIIC, CC OSRIBAT
pu 109 (15,7%), 117 (16,6%) n 167 (24.0%) yuacrnmum B rpyna 1, rpyta 2 v rpyna 3, pccumc“ RHO
(HR 0,597 95% CI 0,47-0,76; p<0,001 nu HR 0,63; 95% CI 0,50-0,80. p<0,001, p ¥
Bropuunara kpakna rouka (Chcrasena or Cspiaceylio-¢b)loBu ¢uduTns CC embpr, MU ({
nabsuonasana nupu 41 (5,9%), 36 (5,1%) n 36 (5,2%) yyacrinnm 8 rpyia |, lpyn _j-_;*: R
chorserio, Besaka or cxemure ria panapokcabaH 1okasisa 3HAYWTCIIIO HaMAIHBAl / ”‘- 3
JHAYUMHTC Clly4dd Ha KLpBCHE, B cpaslicHHe ¢ VKA-cxemara npu nanmch
HPCRCHLPAIIO MBLKJICHC, KOUTO ¢a Ounnu niojuioxenu 1a IKH ¢ nocrassie 1a crer,

\Kfi“wm T
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Ocnoeliara tes Ha PIONEER AI'-PC! ¢ ouenka na 6¢3onacnocrra. J[aniuTe OTHOCHO CPUKACHOCTTA
(BrunoumrTeliHo TpomboeMOOINIHN ABJIICHHUA) NMPH TAZH LIONYJIANMS Ca OIPAHUYCIIH,

Jevwenue na /BT, BE u npodhunraxmuxa na peyuousupawyu J{BT u bE

Kinvnuunara nporpama ¢ pupapokcadall € 1iandpaiia ¢© 1€l aa JiIcMoHcTpHpa edukacHocITa ta
puBapokcadaH [1pu HAYAHOTO U LIPOIBIDKHUTENHOTO JieueHuce na octpy JIBT n BE u nipoduiakruxara
na peradsd. Han 12 800 nanucntu ca npoyyucHd B UCTHPHA panJIOMH3Mpativ, KOHTPOJIUpaliH
KIMHUYHK LpoyuBauus ¢aza [ (Einstecin DVT, Einsten PE, Linstcin Extension u Einstein Choice) ¢
JIONBLJIHATENNO € 1IPpOBEACH [PC/IBAPUTCIIHO JIcOUHMpan cOopcii anaiu3 na npoyuranusta liinstein
DVT wu Einsten PE. O6uata xoMOuiiupana 11poLJBKUTCIHOCT Ha JICHCHHUCTO 3@ BCHYKH IPOY4BaHUs
¢ jio 21 mecena.

B npoyusaucto Einstein DV'T 3 449 naiwenru ¢ ocrpa JIBT ca ripoyuenu 3a scuenuvero na JIBT u 3a
npouiiaktka Ha peunaupupatnu JBT v BE (maunenture che cumnromarnuch bl ca uakinouchu ot
TOBa iIpoyuBaHe). Hlpoawmkurennoctra nHa nedcuuero ¢ 3, 6 wian 12 Mccella B 3aBUCMMOCT O
KJIMIIKHHATA [IPCIICHKA HAa M3CJIC/I0BaATCNY,

3a neuenrero npes bprure 3 ceaMuim Ha ocrpa JIB'T ca npwiaranu 15 mg pusapokcaban jiga 1rp
Jiiesno. Criejt rosa JieucHueTo npoaniikapa ¢ 20 mg puBapokcabanl e/ivi 1'LT JIHEBIIO.

B upoyurancto Linsten PE 4 832 nanumenru ¢ ocrsp BE ca npoyucim 3a seuenuvero na bE » 34
npopuiiaktnka Ha peuwiusupaiuim JIBT u BE. llpojawiokurentocrra na acucuuero ¢ 3,6 win 12
MCCCI[a B 32aBUCUMOCT OT KJIMHWYHATA NPCLCHKA HA U3CJIC/[OBATCIIA.

3a JicucHueTo Ha ocrbp bl nipea nspeuTe 3 cejiMUIM ca npunarany 15 mg pusapokcaban aBa NbTH
juientto, Cney rosa Jiecuentero npoaninkasa ¢ 20 mg pusapokcabati ¢ty 11T JUICBHO.

M upn jmere upoyusanums Linstcin DVT w Linsten Pli cpasHurentioro JjacucHue BKINOYBa
CHOKCallapuil B HPOIbIKCHAE Ha 1ode 5 jiuvu B koMOWHanMs ¢ airraroHuct hna suramun K o
nocrurade na croinoct 3a PT/INR B repanceruunure rpanudiin (>2,0). Jlcucuuero poinikana ¢
anraronder na surtamui K, karo Jjozata my ¢ rakapa, u¢ crodiocTure 3a PT/INR na ca »
repalieBTHUHUTEe rpainiim ot 2,0 jo 3,0,

I3 npoyusancro Einstein Extension 1 197 nauventy ¢ JIBT nim BE ca nupoyuenu 3a npodunakrukara
la penwjisupany JIB'T v bE. Ilpoasipkurennoctra na siewcnrcero obxsaiia joirsisurenny 6 ji0 12
MECCIla 1IPY [AIIMCHTH, KOWTO Ca NPCMHUHANH KYpC Ha jacucHHe ot 6 jio 12 meccua na Renosct
TpoMOOEMOQIIM3BM B 3aBUCHMOCT OT KJIMHMYHATA HpPCUCHKA Ha wu3clenorarens. Cpapusipa ce
puBapokcaban 20 mg se/1HbXK JiHeBHO ¢ 11j1anebo.

| Ipoyusanuara Einstein DVT, PE u Extension #3nonssaT e/iK K CBIM NPC/BAPHTCATIO HehHITHpaIK
IFbPBHYHH W BTOPHUYIM pe3yirard 3a cukacaocr. [lupBuuHHST pe3yirrar 3a ¢hukacuocT ¢
CHMIITOMATHYCH peliMtHBHpau BenodcH tpoMboemboinzsm (BTE), jedunupan karo cwherasen or
penymsupaia JIB'T wan seranen wim neneranen bE. Bropuunusit pesysrrar 3a cdukacHocr ¢
JcuiiMpa karo cecraseH or peuuiusupatiia JIBT, nencraicn BlE n emuprioct nesaBUcUMO o
LpUYHHaTa,

13 nipoyuranc Einstein Choice 3 396 nanucury ¢ norebpjena camnromaruunia BT w/unu BE, kouto
ca 3apbpiiiii 6 mo 12-mccedHo aHTMKOAryJIanTHO JICHCHME, Ca IPOYHCHH 33 HPOQHIAKTHKA Ha
datanen bE v negarammmn cumnromarnunu JIBT u BE. [Tanueirrure ¢ iokazanue 3a 1posinKUIeHo
alITYKoaryNanTHO  JICYCHUE ¢ TCPalCBTHHIIA  J(03a €2  M3KJAKYCHU  OT  1IPOYUBANCTO.




B upoyupakcro Einstein DVT (Bx. Tabnvua 6.) cc itoxazsa, ye pupapokcadbalt ¢ ¢ He 1o-malika
chekruBtocT oT eHoxcanapui/ ABK 3a nepsuunng pesyarar 3a epukacHoct (p<0,0001 (recr 3a ne
no-masika cdexkrusHocT)); koedunmenr na puck: 0,680 (0,443-1,042), p=0,076 (rccr 34
IpeBb3xoAcTBO)). [IpenBapurcino jeduinpanara HeTHa KIMHUWYNA nonsa ([ThpBUYEH pelyirratr 34
CHUKACHOCT TIIOC TOJIEMHU KpbBOU3IUBH) c¢ ChoDIlaBa ¢ kochunuenT na puck 0,67 ((95% JIH: 0,47-
0,95), womunanna p croinocr p=0,027) B nonsza ua pusapokcadan. INR crofiocrure ca B
TepalicBTUIHUA 1Hana3oH cpenHo 60,3 % or BpeMeTo 1pu CpeaHa NpOJIbAXKUTENHOCT Ha JICYCHUCTO
or 189 nun, » 55,4%, 60,1% u 62,8% oT BpPEMCTO MpH TIpYNUTC ¢ [UJIAHAPAHO JICHCHUC C
HPONBIKUATEIIHOCT CHOTBCTHO 3, 6 ¥ 12 Meceua. B rpynara na enokcanapuit/ABK nama acna Bpbika
MCHJLY HMBOTO Ha cpendoro nenrpaine TTR (Bpeme B Taprceren INR jwmanazon 2,0-3,0) npwu
TCpLUMIIKNTE C C/IHAKBB pa3Mep W decrorara Ha pendjimsupaimure BT (p=0,932 3a s3anmoneicranc).
I3 Ha#fi-ropHmus TCpIKMA 110 OTHOIIIEHHC Ha IICHThPa KOCPHIIMCHTELT Ha PHCK 1IPH puBapoxcadall clipsiMo
napdpapun ¢ 0,69 (95% JIH: 0,35-1,35).

Yecrorure 3a [THPBHYHHWA PC3VJITAT 3d belonacHocT (FGJ!CMH HIKX KIIKIIAYEHIO 3HAYMUMHA HCTOJICMHA
KP%HDHSHHBH) KAKTO K 3a BTOpHHIiUA pC3yJITaT 3a be3oraciocT (FOHCMH Kp’l:BGHBJIHHH) ca CXO/HW

34 JIBCTC TCPAIICBTHHHH I p}’HH

Tabdumna 6.: Pesyararn 3a epukacuoct 1 0czonacuocr ot ¢asa 111 Kinstein DV'T.

3 449 unanMeNTH C©bLC CHMUITOMATHHMHA oOCTpa AnLJI0OKA
IlpoyyBana nonyjanus
BCHO3HA TpoMOo3a
JlozupoBka M HpoAbLKUTEXHOCT|PUBOpOKCAGan® Enoxcanmapun/ABKY 3, 6
113 ICUCIIHETO 3,6 nuin 12 mecena N=1 731 njin 12 mecernia N=1 718
CUMIITOMATHYUCH pcliv/iuBupal |36 51
BTLE* (2,1%) (3,0%)
CuMriromaruuen 20 18
peumjusupair bl (1,2%) (1,0%)
Cumirromariuna 14 28
peuMiusupania Bt (0,8%) (1,6%)
Cumirromarnuny bl n BT (IO,I%) 0
Qaranen bE/embpr, kpiero BE|4 6
11C MOXKC 1A O'bjle M3KINIOYCH (0,2%) (0,3%)
"osiamMo i knunuuio  3Haunmo| 139 (8,1%) 138
HCTOAMO KhPBCHC (8,1%)
| osicMK KPBBOUZIIHUEH 14 =0
(0,8%) (1,2%)

a) Pusapokcabait 15 mg nsa unTH JjiHesHo 3a 3 ceIMHUUM, nocieaBaio or 20 mg ¢Jivli BT J(HCBHO

0) Iinokcatiapun 3a nal-maiko 5 JiHm, 3acrotied u nociieasay ot ABK

* p<0,0001 (e no-manka e¢nkacHOCT 110 OTHOINICHUE HA NPEABAPHTCIIHO onpeaesiell kochUllMeHT Ha
puck 2,0); kocpuuuerr Ha puck: 0,680 (0,443-1,042), p=0,076 (nperb3X0ACTBO)

13 upoyusanero LEinstein PE (Bx. Tabnuna 7.) ce nokasBa, uc pusapokcaban ¢ ¢ HC 110-Mallka
cpukactoct o1 enokcanapun/ABK 3a nbpauynug pesylirat 3a chukacoct (p=0,0026 (recr 3a 11c 110-
MaJika epuracioct); koepuumernr Ha puck: 1,123 (0,749-1,684) ). llpcnsapureinio JlCd’)HI{deHdld
HETHA  KIIWHWYHA 110133 (uhplchn pczymal 3a c(bnxaul{}u [LIKOC  1OJICMH Hpmmn :

IIpDJ[hﬂH{HFCJIH(}CI Ha JICHCIIKUCTO OT 215 JHU ¥ 57%, 62% u 65% or BpcMeTO
IJIaHNpalo  JICHCHHAE C  JIIPOABLKUTCANOCT cboTBeTHO 3, 6 ¥ 12 mccena.
cHokcanapu/ABK nama sicita Bph3ka MCEXy HMBOTO HA CPCAHOTO HCHTPAJIHO
raprerent INR namanason 2,0-3,0) npu teprunure © ¢/(HakbB pasMep U uecToTara iia pe
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BTE (p=0,082 3a BlaumoncHcrruc). B  HaA-ropHds Teplivil 110 OTHOUICHUE HA [ICHTBPA
KOCOUIMEITTHT 11a PUCK NIPpU puBapokcabail clpsamo Bappapun ¢ 0,642 (95% JIHU: 0,277-1,484).

Hecrorure 3a 1ispsudnms pesyirratr 3a 6czonacnocr (I'0JICMH WM KIWHAYHO 3HAUYUMH HCIOJICMM
KPLBOM3NAMBH) Ca MaJIKO 110-HMCKM B rpyriata Ha jcucHuc ¢ pusapokcabau (10,3% (249/2 412)) »
cpasHeHMe C Ipynara Ha JieveHne c¢ enokcanmapuii/ABK (11,4% (274/2 405)). Yecrorara 3a
BTOpUYLNS pe3ynTar 3a 6e301acHOCT (roneMn KPLBOU3JIHBH) € 1MO-HUCKA B rpynara Ha pusapokcadatii
(1,1% (26/2 412)) B cpaBHenue c rpynara Ha enokcanapui/ABK (2,2% (52/2 405)) ¢ koehuumen 1ia
puck 0,493 (95% JH: 0,308-0,789).

Tabnuna 7.: Pesynraru 3a epuxkacnoct u 6ezouacwoer or ¢gasa I1I Einstein PE.

[IpoyuBana nonyjanus 4 832 nanuentn ¢ ocrpa cumuromMaruuna bE
' | PuBapoxkcatan® Enoxkcanapuu/ABK» 3, 6
03HpoOBKaA W BPOABJDKHTEIHOCT 1A
ONCHHETO 3, 6 nuu 12 mecena niu 12 mecena
N=2 419 N=2 413
Cumirromaryden  penujtusupan| S50 44
BTLE* (2,1%) (1,8%)
Cumirromaruucit  penmjnsupant|23 20
bl | (1,0%) (0,8%)
CumMiitomariyna  peumausupauiall8 17
BT (0,7%) (0,7%)
Cumnromatrnynd bE u JIBT 0 (2{0,1%)
@arasicn bE/cmbpr, kbpieto bIE nel 1 1 7
MOXKE Ja OBjic H3KITIOUEH (0,5%) (0,3%)
['onsimo WM KIMHUYHO  3Hauumo|249 274
HCIOJINMO KbpBEHE (10,3%) (11,4%)
 0)1eMH KPLBOUZIIMBHA 26 >2
| (1,1%) (2,2%)

a) Pusapokcaban 15 mg s8a nbTH AHCBIO 32 3 ceIMULM, nocacaBaHo o1 20 mg ctmil 1I1'LT JIHCBHO

0) LLnokcanapuil 3a Hali-Malniko 5 JiHu, 3acThiien ¥ nocsieaBal or ABK

* p<0,0026 (ne 1no-Malika ¢(hUKaCHOCT 110 OTHOIICHHE Ha 1IPE/IBAPHUTCIIHO onpejciicit KoedHituelrr na
puck or 2,0); koepunmenr na puck: 1,123 (0,749-1,684)

| Iposciicn ¢ npeasapureinio jepunupail oboblen avHanus Ha pesysrara o7 upoyusanusra Linstein
DV'T u PE (Bx. Tabnuua 8.).

Tadumna 8.: Pesysrraru 3a epuxacnocr n 6¢zonacnoct ot chopen ananus na dasa I Einstein
DVT u PE.

| Ipoyusana nonynauus

8 281 nanment ¢ ocrpu cumurromatrnyan JABT nin BE

JIO3UPOBKA Y NPOIBIKHUTCINOCT
3 JICUCLICTO Pupapoxcaban® Enoxcauapuni/ABKP 3, 6 nun
3,6 nan 12 MmecenaN=4 150 |12 mecerza N =4 131
CHUMITTOMATHUCH PCLHIMBUpALIL 86 95
BTl* | (2,1%) (2,3%)
Cumirromarunucti 43 38
peuUMBUpall
b (1,0%) (0.9%)
CuMirromaryyia 132 45
petnimBupania JIBT (0,8%) (1,1%)
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Cumnromatuunu bE v JIBT || 2
(<0,1%) (<0,1%)
QaranicH  bE/embpr,  npu|ls 13
KOATO
He Moxe Ja ce u3kmoud bl [(0,4%) (0,3%)
["oneMu WK KIIMHEMYHO 3Ha4uMK | 388 412
HCIroJICMH KPLBOU3JINBH 1(9,4%) (10,0%)
["0JieMH KPBBOH3NUBY 40 72
(1,0%) (1,7%)

a) Pusaporcaban 15 mg aBa irbTH ANCBHO 32 3 CeAMMUIIM, Hochciipano o1 20 mg el 1T JINCBHO

0) lLHokcanapun 3a nal-Maiko 5 JIHM, 34CThIIcH Y nocie/ial oT ABK

* p<0,0001 (He no-majika ¢UKACHOCT 11O OTHOIIEHWE HA 1IPC/IBAPUTCIINO ONIPC/ICJICH KOCPHIIMCHT 112
puck or 1,75); koepunmenr na puck: 0,886 (0,661-1,186)

| IpeaBapurento jHepunvpanara HeTHa KIMHWYHA 10133 (IIpBAYCH pe3yiirar 3a ¢hHKACHOCT 11HOC
I"OJICMH KPLBOW3NIKBH) Ha cbopHuUd ananus ce cbobluasa ¢ koedguient ua puck or 0,771 ((95% JU:
0,614-0,967), HomuHanua p cronet p=0,0244).

B npoyusancro Einstein lixtension (sx. Tabiuna 9.) pusapokcaban npesb3xoxgia 1mailedo 1o
OTIONICHUE HA [IBPBHUYHHUTC W BTOPUUYHWIC PE3ynraTH 3a eduxacHocT. 32 IIPBUYHHA pe3ylirar 3a
0c30n4CHOCT (roJIEMHA KPBLBOHU3JMBH) C€ YCTAHOBABA HE3HAYMMO YUCIICHO TI0O-BHCOKA Y€CTOTa NpU
HallMelTUTEe Ha JieyeHne ¢ pusapokcaban 20 mg caun 1bT Ha jicH B cpaBHenne ¢ ugianeo.
Bropuunuiar pesyartar 3a 6e3onacHocT (FoJICMH WM KITHHHYHO 3HAYMMH HCTOMCMH KPLBOWU3JIMBH)
[10Ka3Ba 110-BUCOKMN HECTOTH NMPH MAIIMEHTUTE, NEKyBaHK ¢ puBapokcaban 20 mg ¢/idit 'sT JIHEBHO, B

CPABHCIIHMC C ]’[JIHIICﬁU.

Tabuuna 9.: Pesyirrarn 3a epukacuoct u 6czonacnoct or ¢asa III Einstein Extension.
1 197 nanuenTH ca HPOILJKHIY JICHCIHCTO H
HPOPHIAKTHKATA 32 PCIH/IHBHPAIIL Beno3cH
[TpombocmboIIH3IBEM

JlosupoBka u upoas/ukareanoct| Pusapoxcadan®
HA JICYCHHECTO |6 unu 12 mecena

[Ipoyusana uonyjanns

ILnancbo
6 nin 12 mecena

N=602 N=594
CuMnromaruyeH 8 42
penidsinBupany BT1* (1,3%) (7,1%)
CumMIrromarTvucH 2 13
peiinsupainy bl (0,3%) (2,2%)
CUMIITOMATHYHA 3 31
peiywvsupaina JIBT (0,8%) (5,2%)

Daraiicu LLE/cMbpT, NpH KosTO

!

11C MOME j1a ¢C U3KIouu b (0,2%) (0,2%)

| osieMHU KPpBBOUZNKBH 4 (
(0,7%) (0,0%)

Kiunimyuo  3Haunmu Heronemu |32 7
KPLBON3JIUBH (5,4%) (1,2%)

a) Purapokcaban 20 mg ciuu 1T JHCBIO

* p<0,0001 (npeew3xo/cTro), koehuivent Ha puck: 0,185 (0,087-0,393)

13 1ipoyysanero Einstein Choice (Bx. Ta6:mua 10.) puapoxcaban 20 mg w 10 mg 11
Mg  ancTWICAIHIINICEA KHCEIIHIA
QOcuosiugr peayarar 3a 6e3onacHocT (CLOWTHA ha roJiiM KPLBOHUIIUWB) € CXOJICH{fr
jpckynpann ¢ pusapoxkcaban 20 mg v 10 mg Beanbx

AllCTHIICATHIIWIIOBRA KHCCIIMHA,

110 OTHOLMUICHHAC Ha
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Tab.uuua 10.: Pesyararn 3a epnkacnocr n 6esonacnoct or dasa Il Einstein Choice.

3 396 ca npoan/oxkniIn UpodHJIAKTHKATA 32 PCIIH/IMBHpAIIl BEHO3CH
[IpoyuBana nonyJamHs
TpomM00eMO0/IHIBM
Pusapoxcaban 20 mg|PuBapokcaban 10 ACK 100 mg Bejunrnx
TepancBTH4uHA /1033 BCAHDAK /INCBHO mg BCANLAK AHCBHO |AHCBIO
N=1 107 N=1 127 N=1 131
Mcjimana na
P 349 [189-362] jum 353 [190-362] jum {350 [186-362] jum
JICYEHUETO [MHTEPKRAPTHIICH
JiHanaso|
CumrrroMarducH 17 13 50
permjiusrpair BTLE (1,5%)* (1,2%)** (4,4%)
CUMITrOoMaTHUCH 6 6 19
peunusrpai bl (0,5%) (0,5%) (1,7%)
CuMNITOMAaTHYHA 9 8 130
peliManeupania JIBT (0,8%) (0,7%) (2,7%)
PDarancn bE/ cmbpr, 11ipH|2 0 2
kosTo BC MOXe ua cel(0,2%) (0,2%)
H3KJIKOYY bl
CumirromMaruucH
peunsimupanl BTE, wmidapkr 19 8 56
la lmuorcapua, HHCYIIT WK (1,7%) (1,6%) (5.0%)
cucTeMel eMOQIIM3LM  H3BLI
[IHC
| 0sIcMK KPLBOUWBJIUBHU 6 > :

PRECH (0,5%) (0,4%) (0,3%)
KJIMHWUYHO 3HaYUMH 30 (2,7%) 22 (2,0%) 20 (1,8%)
1ICIOJIEMH KPBBOW3JIHBH
Cumirromarvucy
peimansupaiy BTE  wan|23 17 53
roJIAM  KpbBOM3/MB  (HETHA|(2,1%)" (1,5%)"" (4,7%)
KJIMITHYHA 1013a)

* p<0,001(npesb3Xx0/1cTBO) puBapokcaban 20 mg sBeanwx aucBHo crpaiMo ACK 100 mg ey

juiesno; HR=0,34 (0,20-0,59)

** p<0,00] (npemswp3xoacrro) pubapokcaban 10 mg Beunx jneBHo cipsimMo ACK 100 mg Beibx

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

' pusapokcaban 20 mg ek aiiesuo cnpamo ACK 100 mg seansx anesro; HR=0,44 (0,27-0,71),

P=0.0009 (iomuuaHa)

" pusapoxcaban 10 mg sembx inesHo cnpamo ACK 100 mg sennbxk siesno; HR=0,32 (0, |

p<0,0001 (nomunanna)

13 J0IrbJIICHHAC KBM

BKJIIOY Bl pumnuﬂnpalu BTL,
BKJIEOUCHM 32 1IPOYUBAHC HA Gczouacuecwa Ha pHBapokcadan B JIbAI'OCPOUCH [1JIAH B
cramjlapriara  aHTUKoaryjlaHTHa Tepands B KIMHWYHATA 1npakThka. CTroMHOCTUT

Hporpamara
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Kbpeehe, peurumusupanl BTE u BcHuky ciiyuamn na cMhpr 3a pupapokcaban ca 6unu cnorserio 0,7%,
1.4% u 0,5%. CoilecrByBaT pa3)ivkH B OCHOBHMW XapaxICpHCTUKWA 1A NAIMCHTUTE, BIIITOYHTEHIO
BL3pact, pak W 6vOpeuno yspexjanc. Msnonzean c crpatvguiidpan aHaiu3 110 1pe/IBAPUTENIIO
OHPCACIICHH CTOMHOCTH 34 I'PYNINAPAIIC HA M3MCPBAHKTC OCHOBHHW XapaKTCPUCTHKH, HO BBIIPCKU TORA
OCTABALIMTC OTKJIOHCHHA MOXKE J(@ HOBHMAAT na peaylrrarure. Kopurdpanure KochHIiMCHITH Ha PUCK
3a I'0JISAMO KbpBEHE, peitnjinsupaln BTE n Bcuukn cityuau 1a cmupt ca Ounm crorserio 0,77 (95% CI
0,40-1,50), 0,91 (95% C1 0,54-1,54) u 0,51 (95% C1 0,24-1,07).

Tesu pesynrard (Upd  IMAHKUCHTH, KOWTO ca Owiii nabinojiasand 1ipyd peaiHM  yCIIOBHUS, ca B
CBOTBETCTBUC C yCTAHOBEHUS NPOQ U Ha DE30MACHOCT 11PH TOBA I110KAa3ailue.

ITannenty ¢ BUCOKOPUCKOB TPOHHOIIOIUTUBEH aHTUPOCHOJIUIINICH CHHJIPOM

B crioHcopupano OT M3cienoraTesId, paHAOMU3HPAHO, OTBOPCHO MHOIOLCHTPOBO POYYBAHC ChC
3aciiclicHa OlCHKa Ha KpahHuTe TOYKM, puBapokcaban ¢ cpaBHCH ¢ Bapdapui NPH HAIKMCHTH ¢
anaMHesa 3a Tpom003a, nuarHocTHiMpand ¢ aHTUdochosMnUIeH CHHIPOM M ¢ BHCOK PUCK OT
TPOMOOCMOONTHMYHN CBOHUTHUS (TMOJNOKHTCIEN IPU BCHMKUTE 3 anTU@OChOIMIIAINK TeCTa: JIyIIyCell
alryKoary/lanT, anTHUKAp/IMOJIKIIMHOBY aHTHTE/la ¥ anrurcla cpeuyy Ocra-2-raukonporent ).
U3IIMTBAHETO C LIPEKPATEHO MPEHKICBPEMEHHO CJIC/T BKIOYBAHETO Ha 120 HaUUeHTH 1opaju TRLPIIC
MIIOI'O ChOWTHA Cpejl [IAIIMCHTUTE B rpyrnara Ha pusapokcadan. Cpeuioro npocae/isaBane ¢ 569 janu,
59 nauveHTd ca panjioMydsMpanu Ha pusapokcabail 20 mg (15 mg 3a nalmenTd ¢ KpCaruHuIoR
kipsie (CrCl) <50 ml/min) u 61 na sapdapun (INR 2,0-3,0). Tpomboembonnunu cuburds cc
upossasar npu 12 % or nancuruTe, paiJlIoMH3Upali lia pusapokcadban (4 HCXCMHUYUH Hiicyrra 1 3
Muokap; it uniapkra). He ca crobiasanm ¢u0MTHS 1IpYU NANKCHTH, PAHJIOMU3MpaliK 1ia Bapdapuii.
Macnsho KnpreHe ce Hadbmonara 1npu 4-ma nanmciren (7%) or rpynara na pasapokcadant ¥ 1ipu 2-ma
nanueHTd (3%) or rpynara va sapgapuii.

| le/marpuulia ifoiyianus

lispoiieiickara arcutiMs 110 JicKapcTBaTa OThara 3ajibJDKCHUCTO 3a LIPEJLIOCTARAHC HA PCIYITATHIC OF
[IpOYUYBAHMATA C PUBAPOKCADAH B €/(HA WM 1IOBCUC 1OAIPYIIK HA 1IC/IKATPUYHATA HOHYJIAIMUA [IPH
Jjieuenero Ha TpoMboemdoNHUHY cLOUTHUS, EBponeickara arcHims 110 Jigkapersara ocBoOOK [@ana or
33)[LJDKCHUCTO 32 TIPEOCTABSHE Ha PE3yATaTHIC OT NpoydBanvsta ¢ puBapokcadaill BLB BCHYKM
1HOIFPYLIM HA NHEMATpUvHaTa MOoNyNauus [Ipy npoguiakrdka la rtpomboecMOonyim cuburus (Bx.
Touxa 4.2 3a undopmatiusi oTHOCHO yHoTpeda B riejuarpusra).

5.2 PApMAKOKHHCTHYHAU CBOHCTBA

Abcopbius
Pusapokcabail ce abcopbupa O6bp30, karo MakcumMaiinuTe kouielrrpaiimm (Chrax) e Jjlocrurar 2-4 yaca
CJIC/T HipcMa Ha Tabhcrkara.

I lepopathara abcopbums Ha puBapokcadall ¢ 1104TH IThJIHA M Ncpopaliiara BUoHAINMHOCT C BUCOKE
(80-100%) 3a s1o3a or 2,5 mg v or 10 mg, npuera karo tabicrka, HC3ABUCHMO JAIIM LIPHCMDLT ¢ 1ia
Fa;/tHO Wit cneil xpancue. Tpuembr na pusapokcaban ¢ xpana ne nosiusisa AUC mim Cha 1ipu
Jwosata o1 2,5 mg n or 10 mg.

llopajnu namanicnara crencu na abcopbiva ¢ onpesencia licpopaina duonaitudoctT or 66% 3a
rabserka 20 mg npuera na raaano. llpuw npuem na rtabierku pusapokcaban 20 mg ¢ xpana ce
nadmo/lasar nosuienus Ha cpeavara AUC ¢ 39% B cpaslieHHe ¢ 1ipyeM Ha TabacTKUTe 1a 1'1a/(Ho,
KOCTO "OBOPH 3a IOYTH [IbjiHa abcopbums U BUCOKa 1icpopanta duonanvunioct, PuBapokcaban 15 mg
n 20 mg rpabea ja ce npuema ¢ xpaua (BxK. Trouka 4.2).

(DapmaxokuileTHkara Ha pupapokcabaH ¢ nowrTH jgdiciia J1o okono 15 mg ¢jivd 1nT ta JICH [IpK
npucM 11a rmaano. Ciell npyuem Ha xpana puBapokcaban rabierkn 10 mg, 15 mg v 20 mg
HponopiyonanocT Ha jio3ara. llpy 110-BMCOKKM J103M puBapokcabal 11oKasna Oppar
pazrBopuMoOCTTa abcopbius ¢ HaMasicHa OMOHAIIMYMHOCT U HaMaNsBalIC Ha CTCrcHTa Vo D
1IPY HOBUItABANE Ha Jjlo3aTa. (PapMaKOKUHETHYHATA BapUabWIHOCT Ha pUBaApOKCafam
BApPUpAHC MCXJLY or1iiesiiuTe natmenty (CV%) 8 unrepsana o1 30% 110 40%.
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AGcopbiuaTa Ha pusapokcabaH 3aBUCM OT MACTOTO Ha HEroBOTO OCBODOOM(IABANIC B CTOMANIHO-
upceiua Tpakr. Chobnara ce 3a 29% un 56% namancune na AUC un Chax B cpasuenme ¢ radierxa,
Koraro rpanynar pusapokcaban ce ocsob0kaaBa B IPOKCHMAJIHKUTE OT/ICAW HA ThHKUTC ucpBa.
EKcnosuuMaTa ¢ HamaligBa JIONLIHKTEIIHO, KoraTto prBapoxcaban ce ocBoOOX/iasa B JIMCTAIHINIC
OTJICJIN HA TBHKHTC YE€pBa MU BbB BL3XOAAIOTO Jicdesio depno. [lo 1azn tpuumiia tpsdsa jia ce
n30srea NPUIIOKECHHUCTO 11a pUBapokcadan AMCTANHO OT CTOMAaxXd, Th#A KATO TOBAa MOXE j1a JIOBC/IC JIO
ilamasiena abcopOuns U CLOTBCTHO CBbp3aHa EKCNO3MIIKMA Ha puBapokcaban,

buonanuutiocrra (AUC u Chnax) € 6una cpasuuma rnipu 20 mg pupapoxcaban HpuIoKeH HEPOpAING
kaTo naTtpoiiicta rablicTka, pazMecenia B s0LJIKOBO MIOPE, WM CYCHICH/IMPaHa BhB BOJIA H IIPHIIOXKCHA
1IPC3 CTOMAlNA COHA, 1IOCASBAHO OT TCYHA Xpaua, B cpasHeHuc ¢ naiara rabdscrka. Karo ce mMa
IPCHBH/L FIPC/IBUAMMMUS, 1EPOIOPIIMOHANICH Ha J103aTa (PAapMAKOKMHCTHYEH HpOodUII 1ta pUBapoKcadan,
pe3yiIraTiTe 3a OMOHAJIMYHOCTTA OT TOBA [IPOYYBAHC BCPOSTHO Ca LIPUIOKUMH 3d 1OHWKABAHC 114
jfo3ure 11a pupapokcadan.

I?aznupcejieiicHKC

CBBLP3BAHCTO C IUIA3IMEHHUTC TPOTEMHU NPH XOpa € BHCOKO, OKOJIO 92% j10 95%, karo cepymuumsir
anbymun ¢ ocHoBHara cBbp3Baia dpakups. ObeMbT Ha pasnpejiCliCHUC € yMepenl ¢ Vg
npudbnuznrenso 50 nurpa.

buorpancdopmaliug ¥ etMMUIUpatie

Okono 2/3 or npuiokehara J1o3a pusapokcaban ce mojuiara Ha McetaloJIMTIIO pasrpaxiance, cic/l
KOCTO [IOJIOBHHATA CC CIMMUHMPA npe3 Onbperidre, a ipyrara 1nojxosua - ¢ gekanuure. [locie)inara
1/3 or nprioxcHara jio3a ce u3Jib4Ba 4pe3 JIMpeKkrTHa OnOpeuyna CKCKpCIMAa Katro HEHPOMCHECIO
AKTMBHO BCHICCTBO B ypHIiaTa, I'NaBHO 4pc3 akTHBHA B6L0peuHa cekpenms.

Pusapokcabant cc mcrabonnsupa upes CYP3A4, CYP2J2 u CYP-1ezaBUCHMH  MCXAHH3IMH.
Pasirpax/iaHero Ype3 OKUCICHHUC 112 MOP(ONIMHOHOBHSA PAJIMKAIT K XHJPOJIA3AaTa HA AMUJIIIUTC BPL3KH
Ca OCHOBHHWTC 1IpolecH Ha Ouorpancpopmanus. Or in vifro HW3CIC/IBANMS © M3BCCTHO, 4C
pusapokcabait ¢ cybcrpar na tpancnopraure nporevid P-gp (P-rnukonporeuit) u Berp (uporeunt 1ia
PCIUCTCITHOCT Ha paK Ha I'bpjana).

i [cupoMeneHusT puBapokcaban ¢ Hali-BaXXHUAT KOMIOHCHT B YHOBCIHIKATA 1J1a3Ma, OC3 jla UMa )IPYIK
OCHOBHH W/IM  aKTWUBHW HMpKYJIMpaitdk Mcraboanru. Cne cucremct kinpnlic okono 10 I/h
puBapokcaban MoMcC jia c¢ KilacudpHUHHApa KaTo BCUICCTBO C HUCHK KIHMpLHC. Clie/l MHTPABCHO3NO
LIPHJIOXKCHUAC Ha 7034 OT | mg CIIMMUHAIIHOHHHUAT NMOJYXKHBOT ¢ OKOJIO 4,5 uaca. Ciic)l nepopaliio
| IPHIIOXKCHUC CIIMMHHMPAHCTO CTaBa JIMMUTUPAHO OT CrencHra lia abcopbius. LimMmunupaiicro ta
puBapokcadail OT I1Jla3Mara HacTbliBa C TEPMHHANICH 1IONYXHUBOT OT 5 1o 9 uwaca npu mianm
naiMBYAM M oT 1] no 13 gaca 1ipy naiMCHTH B CTapHecka Bh3pact.

Crcimasiiiyg 11011yNalny .

1o
|fc ca ycraHOBCHM KIMHHAMHO 3HAYMMH pPa3/iIMKH BbB (hapMakoKHIICTUKATA U (hapMaKoHIlaMHUKATA

MOXLY HAIIMCHTH OT MbAKH U XKCHCKHU 10IL,

Hayuenmu 6 cmapuecka ew3pacm

| laiueiridTe B crapuecka BL3pacT 1IOKA3BAT (10-BUCOKM 11/1a3MCIIA KOHIICHTPAalIMK B CPaBHCHHC C [10-
MIIZJIMTE HAIIMCHTY ChC cpe)iHU croinoct Ha AUC okono 1,5 n1bTH 110-BUCOKH, OCHOBIID 110PA/IH
namancHus (spuBmr)icn) obir n 6BOpcuch Kimpnic. He ce nanara kopekins na jio3ara,

Pasiuunu kame2opuu 8 3asucumocm om me2aomo
[ [pekomepHn oTkIIOHEHHA B TenecHoto Terno (<50 kg wnm >120 kg) umar camo MO B T
BLpXY 1JIa3MEHUTC KOHIICHTpallMKW Ha purapokcaban (11o-maiko or 25%). 1le ce nayaf
/1034714, RLg

)
S
ot
%
%
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Meoicdyemnuuecku pasziuius
He ca ycralloBEHY KIAMHHYHO 3HAMHMMK MCXHIYCTHHYCCKH PasiiuHisd HIPY 11aIlMCHTH OT CBPOIICH,[11aTa,
adpo-aMepyUKAHCKATA, JIATHHOAMCPHKAIICKATA, AIOHCKATA ¥ KHTadcKara rpylim 1o OTHOUICHUE HA

(IJHPMHKGKHHE’I‘HK&TH H d)ﬂpMHH(]ﬂHHHM HUK4ATa Hd pHBﬂpDKCHﬁHH.

Heproopobro yepesicoare

| lanmerrry ¢ 1Mpo3a U neko depuHoapodbno yepexiaHe (knac A no Child Pugh) npossasar camo
MUIIMMAJIHKA TIpOMEHM BbB (apmakokuHeTukara {(cpeano 1,2 nbrH noBdmicuue na AUC 1a
pusapokcadbaH), KOCTO ¢ NOYTH CPABHHMO CbhC CHOTBETHATA MM KOHTPOIIHA I'pyna 3/1paBU HIJIHBH]H.
| Ipy varent ¢ 1upo3a u ymepeno ucpHoapoduo yepexglane (kiac B no Child Pugh), cpennara
AUC na pusapokcadan e sHauuTesiHo nosuuicHa (2,3 11bTH) B CpaBHEHHUC CbC 3j(paBH JH0OPOBOJIIM,
AUC na "ecesbp3anara gpakuvs c¢ nosduiasa 2.6 nntd. [lpy Te3u nauueHTH UMa ¥ HAMAJICHO
OBOpeUno cnumuuupane Ha puBapokcabaH, mojjodbHO Ha TORA MPU HALMCIHITH ¢ YMEpeHo Onbpeuto
yepexiate. HaMa ganiy ot natneHTy ¢ TexKo 9epliojipobilo yBpexanc.

Hixubupatiero Ha akrusHocrta ita axrop Xa [pY HAIKUCHTH ¢ YMCPCHO 4CpHO/PpoOHO YBPCHK/IAaHC C
oBuineno 2,6 mhTH B cpaBHeHHC CbC 3/ipary jiobpososiim; PT chio ¢ yjbiokelio — 2,1 1.
| [angucTuTe ¢ YMCPCHO 4epiio/ipobHO YRpeXK/lale ca [10-4yBCTBUTCIIHA KhM pHBapokcadall, Koeto
30K J10 110-cTpBMIIo PK/PD choTHomceiive mexty kKouncirrpaiiara v Pl

Pusapoxcaban ¢ uporuBonOoKasai lpy HallMelTH ¢ 4cpHOoApobHo  3abonsnane, CALP3aHo ¢
KOAryJioNnaTus 1 KIHIKWYHO 3HaYUM PUCK OT KBPBEHIC, BRIIOYUTENHO naieiity ¢ urposa ¢ Child Pugh
13 u C (Bx. Touka 4.3).

hvOpeuno ygpeicoane

HaGitojara cc yBestHucHMEe 1Ha CKCMO3MIMATA HA puBapokcaball ycnopeaio ¢ namanssate Ha
OuOpeunara dyHkuus, u3MepeHa upe3  KPeaTHHUHOBMA  kiupwuic. [IpyH HEJMBWIM ¢ JICKO
(kpearnnuntos kidppnc 50-80 ml/min), ymepeno (kpearununos xnupblic 30-49 ml/min) v rexko
(KpcarnHnHOB KIHpBHC 15-29 ml/min) OnOpedHO yBpoxnaHe IA3MCHUTC KOHUCHTPAIMK 114
pusapokcaban (AUC) ca cworsero 1,4, 1,5 v 1,6 nuTv 110-Bucoxku. CLOTBETHOTO 3ACHIIBAIIC 114
(papmakoimnamuunuTe ehekTH ¢ no-u3pazeHo. [IpyM MHAMBUAHK ¢ JICKO, YMEpPEHO U TexKo 61L.6pcuIo
YBPCK/Ialic UaJIoCTHOTO HHXUOUpaHe Ha akTHRHOCTTA Ha dhakTop Xa ¢ choraetio 1,5, 1,9 1 2,0 nnru
1IO-CHIIHO B CPABHCHHUE CLC 3/1paBu jlo0poromw; PT cwimo ¢ yawokeno —- cworaeriio 1.3, 2,2 v 2,4
LT, Hima Jlanay o1 HatiMeHTH ¢ KpeaTHIHHOB KJIMpbhHC <15 ml/min.

llopayv BUcOkaTa crenct Ha CBBLP3BaHC C JWIA3MCHUTIC fIPOTCHHM HC CC OvaKpBa pusapokcadan jia
MOXKE 14 O'bIC O1JICIICH 4PC3 JINaNIn3A.

e ce npenoppura yiorpeda upd 1HalMCHTH € KpcaTHIIMHOB Kiaupbhe <15 ml/min. Pusapokcabar
1TpAOBA i CC U3110J13BA BHUMATCITHO 1IPH 1IALIKCITTH C KPCATHHUHOB KiMphiic 15-29 ml/min (Bx. Touka
4.4).

PAPMAKOKHIICTHYHY NABHHA IPH HTALNEHTH

[ Ipy nanucerrry, nojiydasamu pusapokcadan 3a jeucHdc Ha ocrpa Jikiboka Benosna Tpomboza (JIB'])
20 mg ejinH ILT JIHEBHO, cpeinaTa rcomerpruHa KoHienrpais (90% nporuoscn nirrepran) 2-4 vaca
H OKOJIO 24 4aca ciie)l NpUEM HAa Jo3a (NPAOIU3WTCIHO 1IPEICTARISBAIIY MAKCUMAllaTa M
MHIIMMaJIHATa KOHICHTpalMK 11pe3 BpEMeE 11a JI030BHA UHTCPRA) ¢ choTreTHO 215 (22-535) u 32 (6-
239) meg/l.

Bphika hapMakOKUHICTHKE-(apMaKO/IMHAMKWKA
Bpnikara gapmakokuiicThka/papmako/imuamuka (PK/PD) Mowgly 1mazMchara komncHrpanms na
pusapokcadall v HAKOJIKO (PapMaKo/IMBAMMUHKM Kpaittin Touku (Muxubupanc 1a Qg T
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HaKJIOHLT 0KoJ10 3 j10 4 s/(100 mcg/l). Pesynararvre or ananuia na PK/PD o1 dasa 1 4 [ ca cxostim
C JIAIHWUTC, YCTAHOBEHH TIPH 3/1paBH HHJIWBHAM.

Hennatrpuyna nonynaims
e ca npoyupatin 0c3onacHocTTa ¥ ethHKaCHOCTTA 1IPM Jietla M 10110114 11a Bh3pacT /10 18 1ojimuu.

3.3 HpeAKJIHAWYHH AZHIH 3a 0e30nacnoct

[ lcwimnuanTe JlaHid 1ne nokassar ocofcii pvck 3a Xxopa na 0azara wa KOIBCHI[MOHAIIUTC
(papMakoJOIdUHKE  U3NUTBANKA 33  6e30NaciocT, TOKCHYHOCT 1PH  CHIIOKPATHO  TIPHIIOXKCIIUC,
(hOTOTOKCHHHOCT, FCHOTOKCUYHOCT, KalllIePOrcHEH [IOTCHIMAN W IOBCHUIIIIA TOKCHYHOCT,

Edexrnre, nabnionasaly 1py M3NUTBAHMATA 3@ TOKCHUIIOCT HPW MHOPNOKpATHO 1IPHIOXKCHHC, €4
CRBbP3aHH OCHOBHO CLC 3acuicHara (hapMakoiMHaMMuHa akTUBHOCT Ha puBapokcabait. pu nanxose
ca lnabJitojlaBaiy NoBUUICHH [1a3MeliM HuBa Ha I1gG n IgA npu HUBa HaA CKCIIO3HIIMA, CLOTBCTCTBAULMU
Ha KJIMHAYHUTE.

[lpn 1mpxore He ca HabmosaraHu eekTH BLPXY (GEPTWIKATCTA [HPH MBLKKHTC HIM KCHCKHIC
JKUBOTHH, H3nurBaHMsATa TNPU XKUBOTHH [IOKA3RAT PEIHPOJIYKTHRHA TOKCHYIOCT, CRLp3aHa C
(ApMaKOJIOTHUHKS MEXallu3bMm Ha JISHCTBUC Ha puBapokcaban (Halp. XEMOPAruuHU yCIMKHCHNS).
lHlpy rnrazmenu HuBa, CLOTBCTCTRAIM HA  Kiunuuimre, ca Habmojapann  emOpuo-peraiiva
TOKCHUIEOCT (11IoCTUMILIANITaMOna 3aryba, 3abaBcHo/CTHMyNMpalno ocHduurpale, MHOXCCTBCHH
OJIC/IA XCraTaiiy erTHa) U NOBHUINEHA YeCToTa Ha Hai-4ecTo cpeulaHuTe MandgopMmaliMy, KakTo M
ratenraptiy 1poMeny. [lpu npe- M nocTHarajilo U3MKUTBAHC HA FUrbXOBC ¢ Hab1i0/1aBana HamMaliclia
BUTAJIHOCT HA [IOKOJICHHCTO 1P JIO3H, TOKCHUYHH 32 MalKHTe.

6. PAPMAHEBTHYHN JAHHH
6.1 CinchLK HA HOMOIINHTC BEICCTRA

Spo Ha 1adlicrkara;
Mukpokpucrasnia 1eliyno3a
Kpockapmenosa narpud
Jlakro3za moHoxupar
Xunpomerosa

| [arpues siaypuicyngar
Marnesuces creapar

(DUAMOBO HOKPHTHE:
Makporoan 3350

Xuiipomenosa (1:464)

Turanos qmokeua (1171)
AenescH okenit, vepsen (E172)
6.2 HecsBMecTmMocTH

| ienpriioxuMo

6.3 Cpoxk na rojinocr

3 rojinnu

6.4 Cnenuasinn ycJ10BHS HA CLXpaHCH e

103K JickapeTBCH IIPOJIYKT HC U3UCKBA CIICIIMANIHM YCIIOBUS Ha CLXPAHCHHC,
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0.5 Bujt H CHIBPKAHHEC HA ONIAKOBKATA

Binctepn or PVC/AL B kapronenu onakoeku no 7, 10, 14, 20, 21, 28, 30, 42 u 60 dwimnparn
TabNeTKH.

6.6 CucnHa/INK NPE/INa3HH MEPKH 1IPH H3XBbPJIsHC

Heunsnonssanust JICKAPCTBCH TIPOJAYKT HIIM OTIIAJALYHHATC MATCpPHAJIIK OT HCIO TpﬂﬁBﬂ Aa CC
HIXBBLPJIAT B CHLOTBCTCTBHC C MCCTHHTC M3NCKBAH KA.

7. IPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

OGAPMAKOHC A/

Oya. .. Ileno K. Heopos™ No 44 ¢r. |
Codus 1164

bbjrapus

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

Per. Ne 20190300 3a Pusapokon 15 mg dunmupanu tabaerku
Per. Ne 20190301 3a Pusapokoun 20 mg ¢dunmupany tabiicriy

9. JATA HA ITBPBO PASPEHIABAHE/ATIOAHOBABAHE HA PAZPEHIEHHETO 3A
YITOTPEBA

Jlara na impBo paspettapaHe:
Jlara na nocine/1Ho 1o HeBABaHE:

10. JIATA HA AKTYAJINZUPAHE HA TEKCTA

08/2024
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