KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vaH JIEKApCTBEH IPOAYKT MOMJIEKH HA 1OMBIIHUTENHO HabmoaeHue. Tosa e no3sonu 0bp30To
yCTaHOBSBaHE Ha HOBA MH(OpMALIUA OTHOCHO 0e3onacHOCTTa. OT MEAMUMHCKUTE CIIELMATUCTH Ce
M3UCKBA J1a ChoOIIaBaT BCsAKA MOA03UpaHa HeXenaHa peaklums. 3a Ha4MHa Ha cboOlaBaHe Ha
HEXEJlaHU peaKkUMK BUXKTE TOUYKa 4.8.

1. UME HA JIEKAPCTBEHHUA ITPOAYKT E—— —
VN ANTENHA ATEHUMS N0 NEKAPCTBATA
Kcabanen 15 mg ¢puamupanu TabieTku | Koamka xapaxmepucmuxa na npogyxme - Npunoxence 1

Xabanel 15 mg film-coated tablets
om oo ROZLO0IF[GP ..

Kcabanen 20 mg puimupanu tabieTKu - PaspetweHue e

Xabanel 20 mg film-coated tablets EBG;’MA/MF* el =~ 5 /[3[_,1.. JUZ8

(Ogﬂﬁﬁeh'i":? U s R maennsmanmmses el e i r s S
2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Kcabanen 15 mg ¢punMupanu tablieTku
Beska punmMupana tabnerka coabpxa 15 mg puBapokcaban (rivaroxaban).

[loMO111HO BEUIECTBO ¢ U3BECTHO JACHCTBUE
Beska ¢punMmupaHa Tabnerka cpabpxka 16,32 mg nakro3a MOHOXMAPAT, BUXKTE TOUKa 4.4,

Kcabanen 20 mg puaMupanu TabaeTku
Bcsika ¢punMupana tabnetka ceabpka 20 mg puBapokcabaH (rivaroxaban).

[loMoOLIHO BEIIECTBO € U3BECTHO JAEHCTBUE
Besaka gpuimupana Tabnerka ceabpxa 21,76 mg nakto3a MOHOXUAPAT, BUXKTE TOYKA 4.4.

3a IMbJIHUA CITUCHK HA NMOMOIIHUTE BellleCcTBa BUXTe ToYka 6. 1.

3. JIEKAPCTBEHA ®OPMA

Kcabanen 15 mg ¢unmupaHu TabJieTKu

Ounmupana tabnerka (tadbnerka)

YepBeHHU, KpbIjd, IBOHHOU3NbKHANK PUIMUpaHH TabIeTKH, ¢ BIbOHATO pesiedHo 0003HaYeHe
"15" oT egHaTa cTpaHa W r1aJIku OT JApyrara, ¢ AMaMeThbp npubauszurtenHo 6,1 mm.

Kcabaunen 20 mg duiaMupaHu TabIeTKH

®unmupana tadnetka (Tabnerka)

KadsaBo-uepBeHH, KpbIJIK, ABOHHOM3MBKHAIM (UIMHUpPaHU TaONMETKH, C BITOHATO peledHO
obo3navenue "20" oT egHarTa cTpaHa M IJIaAKM OT JApyrara, ¢ AMaMeTsp npudiusurenHo 6,1 mm .

4. KJAHUYHU JAHHU

4.1 TepaneBTHYHH NOKa3aHUA

[TpodunakTka Ha MHCYIT U CUCTEMEH €eMOOIM3BM NPU Bb3PACTHH MALIMEHTH C HEKJIAMHO

MPEeAChPAHO MBbX/IEHE C €IMH WJIK MOBEYE PUCKOBH (haKTOPH, KaTo 3acTOHA Chp/ieyHa
HEZ10CTaTbYHOCT, XMIIEPTOHUSA, Bb3PacCT > 75 roMHK, 3aXapeH AMalbeT, NpeaIlecTBall MHCYIT Wil
[pexo/1eH UCXEMHUYEH MPUCTBII. e

Jlewenue Ha abn00ka BeHo3Ha TpoMbo3a (/IBT) u 6enoapoben em6ou3zsm (BE) u nipo
peunausupaid JIBT u BE npu Bb3pacTHH. (BX. Touka 4.4 32 XeMOJAWHAMHUYHO HecTal
¢ bE.) \



4.2 Jlo3MpoBKa H HAYHH HA NPUJICNKEHHE

Ho3upoBka

ITpogunaxmuxa na uncyam u cucmemern embonUIBM

[TpenoprunTenHata go3a € 20 mg eIHH IBT JHEBHO, KOSTO TIPEACTABIIABA U MPenopbUUTENHATA
MaxCHMaJTHa J03a.

JleweHuero ¢ puBapokcaban Tpabsa Oa ce MpoabJIKABa B ALITOCPOYEH TU1aH, KOraro nonsara or
npodHNaKkTHKATa Ha WHCYJIT U CUCTEMEH eMOOIU3IBM HAABHINABA PUCKA OT KbpBEHE (BX. TOUKa 4.4),

Axo 0nj¢c npolTycHara HAKOA 103a, nauueHTsT TpAOBa Aa npHeMe puBapokcabaH He3abaBHO U Ha
CJIC[Ball|A J€H Aa NPOALIDKY C ApHEMa BEAHLX AHEBHO CbIacHO npenopbkuTe. He Tpabsa na ce
npyHeMa IBOWHA 1034 B Chil[UA JEH 3a KOMIICHCHPAHE HA MPOIYyCHATATA J1034.

Jleuenue na [IBT, nevenue na BE u npogpunaxmuxa na peyuousupawyu BT u BE
[IpenopbunTenHara A03a 3a Ha4aIHO nedeHue Ha octpH JIBT vnu bE € 15 mg ara nbTH AHERHO npes
MLPBUTE TPH CEAMUUM, NOCNeABaHa OT 103a oT 20 mg BeAHDBX THEBHO 32 MPOALIXKABALIOTO JIEYCHUE
1 npodunakTuka Ha peurausupau BT u BE.

Tpabra na ce nMma NpeBUA KpaTKOCPOUYHA Tepanus (Hal-Manko 3 Mecena) npu naumneHt ¢ JIBT wm
bE, NpoBOXKUpaHM OT MONEMH NMPEXOXHW PHCKOBH akTOpH (T.€. CKOpOIIHA rojiaMa OIepaLMA WITH
TpaBMa). [lo-npoabmkuTeNIHa TepanuaTa TpabBa fa ce UMa MPEABUI ITPH MalHEHTH C ITPOBOKHPAaHU
HBT umn BE, HecBbp3aHH € rofieMy IPEXOXHH PUCKOBH dakTopy, He nposokupany BT wm BE unu
aHaMHe3a 3a peuugusupau JJHT winu BE.

Koraro e nokazaHa no-npoxbixHTeNHa npogpunakruka Ha peunawsupaliu JIBT u bE (cnen
3aBbpIIBaHE Ha NOoHe 6-MeceyHa Tepanus 3a JIBT wi bE), npenopburrennara xo3a e 10 mg BeaAHbX
IHEeBHO. [1pu mauueHTH, Npu KOUTO CE CMATA, Y€ PUCKBLT OT peunauBupaiuy JIBT unu BE e Bucok,
KaTO TE€3M € YCNOXKHEHH CBITLTCTBALLM 3a0018BaHMA, UJTH KOHUTO ¢a pa3BuNy peunaueupan JIBT unu
BE npu no-npoasixkuTenHa npodgunakTka ¢ pusapokcaban 10 mg BeaHbx JHeBHO, TpAdBa 1a ce
MMa npeABHA NpHeM Ha puBapokcabaH 20 mg BeAHBX AHEBHO.

[TpoxbokUTETHOCTTA HA TepanuaTa TpsOBa 1a ce onpeaeny ¥ J03aTa Ja ce n3bepe HHAMBHAYANHO
ClIeI BHUMATEHA OLIEHKA HA ChOTHOWEHUETO MEXIY I0J13aTa OT JICUCHUETO W PUCKA OT KbpBeHe (BX.
To4ka 4.4).

Ilepuox ot Bpeme CxeMa Ha NpHIATraHe O6ua aHeBHA 1032
JleueHue u Hen 1-21 15 mg 8a MbTH JHEBHO | 30 mg
nNpoduIaKTHKA Ha
peuuaveupaiin JIBT [ Or Jlen 22 natatsk 20 mg BEIHDXK AHEBHO 20 mg
u BE
[IpodunaxTuka Ha Cnen 3aBbpmBane Ha | 10 mg Beawsx aHeBHO WiH | 10 mg wunu 20
u bE Tepanud 3a BT wn

bE

Axo BbB (pazara Ha jieyeHHe ¢ 15 mg aBa muTH AHEBRO (AeH | - 21) ce nponmycHe eMH TIpHeM,
nalMeHTsT TPAOBa He3abaBHO Ia NpueMe puBapokcadaH, 33 Aa ¢e OCHrypH obLio npuero
konmvecTBo oT 30 mg puBapokcadaH 3a eauH aeH. B nonobeH cnyyali Morar 1a OpAaT NpUETH JBE
TabneTkH or 15 mg HasegHBXK. [TauueHTDbT TpAGBA 13 NPOABAKU PEIOBHUA NIPHEM HA 15 mg nBa
MbTH JHEBHO Ha CNeABaLlMa A€H, KAKTO € NPEenopbYaHo.

AKO BbR (hazaTa Ha JICUEHHE C eIWH MPUEM Ha JIeH ce MTPOITYCHE eANH MPHEM, MTALHEHTD
He3abaBHO na npueMe puBapokcaban u TpaOBa 1a MPOABLINKH PEAOBHUA NPHEM BEAHD




cJeBaIMA JIeH, KaKTo ¢ nmpenopbuano. He TpabBa na ce u3non3ssa AsofHA 71032 B paMKUTE €IUH U
CHIIM JEH, 32 Ka ce KOMMEeHCHpa NpoITycHaTara A03a.

Hpemunasane om nevenue ¢ anmazonucmu na eumamuni K (ABK) xvm pusapoxcaban

3a naleHTUTE, KOUTO €a Ha JICYCHHE 32 MNpodUIaKTHKA HA HHCYJT U CHCTeMeH eMbonu3sem, ABK
TpAOBa Ja ce CIpaT H J]a ce 3allo4YHE IeYEHHETOo ¢ pHBapokcabaH, koratro MexIyHapoIHOTO
Hopmanusipano csoTHoWeHHe (International Normalised Ratio, INR) € <3,0.

3a nauMeHTHTE, KOUTO ca Ha neuyenue 3a JIBT, BE u npodwnaktika Ha peunausn, ABK Tpgbea na ce
CIIpaT M ia ce 3alloYyHe JiedeHUeTo ¢ puBapokcaban, korato INR e <25,

[Tpu npemuKarane ot neveHre ¢ ABK koM seuerue ¢ puBapokcaban croiiroctute Ha INR we Obaar
¢amuuso MOBUIIEHH cnell npuema Ha puBapokcadban. INR He e BanuaeH napaMersp 3a H3MepBaHe Ha
aHTHKOAryaHTHaTa aKTUBHOCT Ha pUBapokcabaH M ¢l1enoBaTenHo He TpAdpa Aa ce U3INos3sa (Bx.
TOuka 4.5).

Ilpemunasane om nevenue ¢ pusapoxcaban kom anmazornucmu na sumamun K (ABK)

HMMa BepoATHOCT aHTHKOArynauugaTa aa ObJie HealleKkBaTHa B X0/1a Ha NMPEMUHABAHETO OT JieUeHHe ¢
puBapokcaba kbM ABK. Tpabsa aa ce ocurypH npoab/nKUMTENHA a1cKBaTHA aHTHKOAryJialuus pu
npeMUHaBaHe KbM QNTEépHATUREH aHTHKoarynauT. TpabBa xa ce orhenexu, ue pusapokcaban Moxe
na o0ycnoBu noBHLIEHH cToiHOCTH Ha INR.

[Tpy naumenTH, npeMUHaBaluy oT ne4yeHue ¢ pusapokcadban kbM ABK, ABK Tpsabsa aa ce npuemar
napanenHo Ao gocrurade Ha INR > 2,0. I'lpes mppBuTE ABa IHU OT NpeXOAHUA NEPUOI TpAOBa Ja ce
NpHiara craHjaprHarta Hadansa Jo3a ABK, cnen koero xo3ata Ha ABK tpg6Ba aa e cnopen
pesynratuTe 3a INR. /lokaTo naumenTuTe npuemar eaHoBpeMeHHO puBapokcabaH u ABK, INR =He
TpAOGBa Ja € U3CNEABA Mo-paHO OT 24 4aca cnej npeaxofHara A03a, 4 CaM0 HENOCPENCTBEHO Mpeau
CleaBamara A03a pupapokcaban. Criea kato ce npeycTaHOBH MpUeMa Ha puapokcaban, INR Moxe na
ce M3CJICABA U PE3YNITATUTE Ja ca HAOECXKAHH MOHe 24 qaca ci1el npueMa Ha nocneaHaTa 1o3a (Bx.
TOYKH 4.5 ¥ 5.2).

Ipemunasarie om neveHue ¢ RAPEHMEPATHU GHMUKOGZYNAHMU KbM pusapoxcaban

[Tpu nauneHTHTE, KOUTO B MOMEHTA NOJMYYABAT NapeHTEPAITHH aHTUKOATYTAHTH, TPEYCTAHOBSBAHETO
Ha MapeHTEPAIHMA aHTHKOAryJIaHT ¥ 3aM04YBaHETO Ha pHBapokcabaH Tpadra fa ce ocbiuecTsAT 0 10 2
gaca npeay MOMEHTa 3a CleABalIOTO IUIaHOBO NPHIIOXKEHNE HA NapeRTEPATHNUA JIEKAPCTBEH MPOAYKT
(Hartp. HICKOMOJIEKYJIEH XEMapyH) HUITH B MOMEHTa Ha CITUpaHEe HA NPOIBIKUTECITHOTO NMPUIIOKEHUE HA
[mapeHTeparTHUs TeKapCTBEH MIPOAYKT (HAIMp. HHTPABEHO3EH HEQPAKIMOHUPAH XEMAPUH).

llpemunasane om nexenue ¢ puaapoxcaban KoM NAPERMEPANHY AHMUKOAZYAAHMU
[Tpunoxkere nupBata 403a OT NApEHTEPATIHUA aHTHKOAry1aHT B MOMEHTA, Korato TpabBa aa ce

[IpUEMeE CllelBallaTa J103a puBapokcabdaH.

Crnenyannu nonynaiuu

Kwbpeyno yspeocoarie

OrpaHvdeHHTE KIWHUYHK JaHHHW OT NALMKEHTH C TeXKO OB0pedHo yBpexaaHe (KpeaTHHHHOB KIIMPBHC
15 - 29 ml/min) moka3gar, 4e rU1a3MEHHTE KOHLIEHTpaUWHW Ha pUBapokcabad ca 3HAaUUTETHO
nosunieHN, 1o Ta3u NpuYMHa pusBapokcabaH TpadBa J1a ce Mpunara BHUMAaTETHO NPH TE3H MalUEHTH.

He ce npenopwusa ynotpebata npu NALWEHTH ¢ KPEATHHHHOB KITHPRHC < 15 ml/min (BX. ToukHu 4.4 1
5.2).

[Mpu maumeHTH ¢ yMepeHo OmOpeuno yepexaane (kpeaTHHHHOB KITHPBHC 30 - 49 ml/min) wnu ¢ Texko
6bOpeuHO yBpexaaHe (KpeaTHHHHOB KIHPBHC 15 - 29 ml/min) ca BanuaHu clneaHnTE MPENopbKH 3a
I0O3UpaHe:

MBLIKAEHE TTPENOPLYUTENHATE 03a € 15 mg BEAHBX JHEBHO (BXK, TOUka 5.2).

- 3a neuenue Ha [BT, neuenue Ha BE ¥ npodgmnakTika Ha peunausupawuud BT u BE:
nanueHTUTE TPAORA da ObAAT NeKyBaHu ¢ |5 mg OBa BTN JHEBHO NPE3 MLpBUTE 3 €




CneJ1 TOBa, KOrato npenopbunTeHaTta n103a € 20 mg euH IbT AHEeBHO, TpAOBa Aa ce 0OMUCIH
HaManspaHe Ha Ao3ata oT 20 mg BeaHBXK AHEBHO Ha 15 mg eAHH BT AHEBHO, aKO OLUEHEHHAT
PHCK OT KBPRCHE 32 MALMEHTa HaaXBbpis pucKka oT peurausupamu JIBT u bE. IIpenoprkara
1a ynotpebara Ha 15 mg ce ocHoBaRa Ha papMaKOKWHETHYHO MOJIENHPaHe H He € MpoyYBaHa
[Py Te3H KNTUHWYHH YCoBus (BX. TOYKH 4.4, 5.1 w1 5.2).

Koraro mpenopbuuTentara fo3a ¢ 10 mg eAdH MbT HEBHO, HE ce Hanara T4 Aa 6bae
KOPUTHpaHa.

He ce Hanara KopeKlH1s Ha J03aTa NpH NallHeHTH ¢ Jeko HbOpedHo yBpexaaHe (KpeaTHHHHOB
kmupBHC 50 - 80 ml/min) (BX. Touka 5.2).

Yeprodpobuo yspesicoane

PupapokcabaH e NpoTHBONOKA3aH MPH MaUMeHTH ¢ YepHoapobHo 3abonsaBaHe, CBBP3aHO C
KOaryJionaTHa ¥ KIMHHYHO 3HA4MM PHCK OT KbpBEHE, BIJTIOUHMTENHO naureHT! ¢ umpo3a ¢ Child Pugh
B u C (Bx. Touxku 4.3 u 5.2).

[lonyaayus 6 cmapyecka b3pacm
bes kopekuus Ha gozarta (BXK. TO4Ka 5.2)

Tenecno meano
be3 kopexiysa Ha Jo3aTa (BX. TOUYka 5.2)

Ilon
be3 xopexuus Ha J03ara (BX. TOYKA J.2)

Ileduampuuna nonyrayus

be3onacHocTTa M epHKaCHOCTTa Ha pHuBapokcabaH npH aela Ha Bb3pacT () 10 18 roanum He ca
ycraHoBeHH. JIunceat AaHuu. [To Ta3u npuuHHa He CE NpenopbyBa ynorpedbara Ha puBapoxkcabaH npu
geua noy | 8-roguiuHa Bb3pacT.

[layuenmu, noOnoxcenu Ha kapouosep3uo

[Tpuem®bT Ha prBapokcabaH MOXe Ja 3aMoYyHe WK Aa NPOABIIKH NPH [TALIKEHTH, [TPU KOUTO MOXKE Ja
e HeoOXoAUMO KapAUOBEP3HO.

[Mpu kapaKHoBEP3UO HACOYBAHO OT TpaHcezodareanHa exokapanorpadpus (TEE) mpu naumeHTH, KOHTO
He ca OWH JIeKYBaHN C aHTUKOAKYIIaHTH, JICYEHUETO ¢ puBapokcadbaH Tpabsa 1a 3arnouHe Hal-Mako
4 gaca npeAy KapXNOBEP3HOTO, 3a Aa Ce FapaHTHpa alekBaTHA aHTHKoAryIauus (Bx. TOUkH 3.1 1 5.2),
[Tpu BCHYKM MalMeHTH, NpelIH KapaIHoBep3uo TpabBa 1a ce NOTHPCH MOTBRBPKICHUE, 4E NMALMEHTET €
npuen pusapokcabaH, KakTo € npeanucado. [Ipy BieMaHe Ha pellieHHWe 3a 3all0YRaHE Ha Tepalus K
onpeensHe HA MPONBIIKUTEITHOCTTA |, TpAOBa 1a ce UMaT NpelBU YCTAHOBEHHTE IIPENOpPBKY OT
PBKOBOJICTBATA 33 AHTHKOATYJIAHTHO JCHYEHUE MMPH NALWSHTH, NOJI0KEHN Ha KapaHoBEP3HO.

Ilayuenmu ¢ HeKRANHO NPedCBPOHO MbIcdeHe, koumo nodaexcam na IIKH (nepixymanna xoponapua
UBMeEpPBEeHYUR) C NOCMABAHE Ha cCmenm

HAmMa orpaHndeH onKUT MO OTHOWIEGHWE HA HAMalleHa 032 15 mg BeHBK AHEeBHO (Mu 10 mg
puBapokcabaH BeAHDLXK AHEBHO 3a MALMEHTH ¢ YMepeHo TexKo 660peuHo yBpexaaHe [KpeaTUHHHOB
kupwHC 30 - 49 ml/min]), 8 nomrsaHeRHe kbM P2Y 12 nuaxuburopa 3a 12 Mecenia MakcHMyM, Npu

NalHEHTH ¢ HEKNAMHO NMPERCHPAHO MBKACHE, KOHTO C€ HYXXAAAT OT MepopaiHa aHTHKOATYJIaHTHA
Tepanus U ca 6unmu noanoxeHu Ha [NKU ¢ mocraeaHe Ha cTeHT (BXK. ToukH 4.4 1 5.1).

Ha4nH Ha TpHIOKEHHE

KcabaHen e 3a nepopainHo NMpPHITIOKEHHE.
Tabnerkure TpabBa fa ce npUemMart c xpaHa (BX. Touka 35.2).

[1py mauueHTH, KOUTO HE MOraT Zia NOTTLIAT TabNeTKUTE ey, TabneTkara MoXxe aa ce
CMeCH C BOjJa WK A0BIKOBO MIOPE HEMOCPEACTBEHO NPEAU YNOTpeOa U Aa ce NPUNOKH ¢




HatpomeHara TabneTka Moxe 1a ce [TpHiiara ChIHO ¥ Ype3 CTOMAIlHA COHIa Clie/l MOTBBPXKAEHUE, Ye
COHJIaTa € NPaBMIIHO pa3Mno/ioKeHa B cToMaxa. HaTpomeHaTta Tabnetka TpsadBa Aa ce rmpuiara npes
CTOMANIHA COHJIa B MAJIKO KOTHYECTBO BOJA, CNEA KOETO coHAaTa TpAbdea ga OBhae mpoMHTa C BOJA.
Cnen npwiarageTo Ha HaTpoleHH PUIMHpaHd TabneTku ot 15 mg unw 20 mg, ro3ata Tpabsa 1a
ObAe nocneapana He3abaBHO OT SHTEpATHO XpaHeHe (BX. TOYKa 5.2).

4.3 [IpoTHBOMOKA3AHUS

CBpBXU4YBCTBUTETHOCT KbM aKTUBHOTO BEIECTBO UK HAKOE OT TTOMOIIIHUTE BEUIECTBA, U30pOEHU B
Touka 6.1.

AKTHBHO, KIIMHUYHO 3HAYNMO KBLPBEHE.

Jle3us und cberosdHKe, ako Obae cueTeHo, e NpeacTaBIaBa 3HaYHM PHCK 32 ToIaMo KbpBeHe. ToBa
MOJXKE J1a BKAIOYBA HACTOANIA WJIH CKOPOIIHE rACTPOUHTECTHHANIHA A3B4, HATHYHE HA 3JIOKAUYECTBEHU
HEOILTa3MH C BHCOK PUCK 3a KbPBEHE, CKOPOWHO HapaHABAHE HA ITaBHHUA WIH TPLOHAYHUA MO3EBK,
CKOpPOLLIHA Olepanis Ha IrfaBHUs MO3bK, PbOHAYHMA MO3BK HJIK OUHMTE, CKOpPOIHA BLTPEUEpEnHa
XeMoparus, U3BECTHN WIH CYCIIEKTHH e3ogareallHi BapHiii, apTepoOBEHO3IHN MATPOpMALIHH, CHIOBH
aHeBPU3IMH WITH TOJIEMH UHTPACITHHAITHK WITH WHTpaLepedparHi ChIOBH aHOMATWH.

EanoBpeMEHHOTO JICUEHHE ¢ APYTH aHTHUKOATYJAaHTH, Harp. HedpakunoHupad xenapuH (HOX),
HUCKOMOJIEKYTHH XeTapUHH (€HOKcanapyH, JaTeNapiH U Ap.), MPOU3BOAHM Ha XCTapHHa
(doHpanmapuHyKe M ap.), NIEPOPATTHHA aHTHKOAryIaHTH (BapdapuH, AaburaTpaH eTekcHnar, anmukcabax
W Jp.), OCBEH MpU CIeUHPHIHH 0OCTOATENICTBA 32 CMAHA HA JICYEHHETO C AHTHKOAryNaHT (BX. TOYKa
4.2) unu korato HPX ce npunara B 1034, HeOOXOAUMH 3a NMOAABPKAHETO Ha OTBOPEH LEHTPAIICH
BEHO3EH UJIM apTepHalicH KaTeTsp (BXK. TOuka 4.5).

YepuoapobHo 3adongBane, CBbP3aHO C KOAryJIonaTus U KITHHUYHO 3Ha4YUM PUCK OT KbpBEHe,
BKITIOYMTENHO NauneHTH © uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

BpeMeHHOCT 4 KbpMeHE (BX. Touka 4.6).

4.4 CnenualHH nNpeIynpexIeHHAs H Npeanainyg MepKH NpH ynoTpeba

HPEHOP’B‘IB& CC KJIHHHUYHO Haﬁmﬂe}lﬂﬂ, ChOTBETCTBAIIO Ha ITPOBOKIdHAaTA aHTHKOAryJalHia B Xoa
Ha LUCITA MCPHUOA Hd JICYCHHC.

PHCK OT XeMoparus

KakTo ¥ ¢ Apyry aHTUKOAry1aHTH, TALIMEHTHATE, KOKUTO IpueMar puBapokcaban, TpsbBa na ce
Ha01101aBaT BHHMATEITHO 3a NIPU3HALIH Ha KbpBeHe. [IpenopsuBa ce ynorpedara My ¢ OBULLIEHO
BHUMaHHeE NPH CLCTOSHMUA C MOBHILEH PUCK 3a XeMoparug. [lpunoxkenuero Ha puBapokcabaH Tpabsa
la ce MpeYCTAHOBH NPHU MOSBA Ha TeXKa XeMoparus (Bx. Touka 4.9).

B K1MHUYHKUTE NPOYYBAHHA KhPBEHE OT JIMTABULMTE (T.€. OT HOCA, BEHLIUTE, CTOMAIIHO-YPCBHYA
TPaKT, THKOYHO-NONOBUAA TPAKT, BKIHOYUTENTHO aDHOPMHO BAarHHAIHO MJIH YBENTHYEHO MEHCTPYAHO
KbpBEHE) H aHEMUA ce HadmogaBaT no-4ecto NpH AbJIroCpOYHO NEHEHUE ¢ puBapokcabaH B
cpaBHeHHe ¢ nedyeHne ¢ ABK. [1o Ta3u nprunHa, B 10MbJIIHEHWE KBM aieKBATHOTO KNHHUYHO
Habmonerne, nabopaTopHo H3cIeABaHE Ha XeMoriioOWHa/XeMaToxpura 6u Morito 1a 6b11e 0T 1032 3a
OTKpHBaHe Ha OKYIITHO KbpPBEHE M 33 ONpeAeNsHe HA KIWHHYHATA 3HAUMMOCT Ha 4BHO KbPBEHE, 110
NpeleHKa Cropel CIy4as.

Hsixonko noarpymH nauAeHTH, OTHCaHN MOAPOOHO Mo-A0Ny, ca ¢ MOBHUIEH PUCK OT KbPBEHE. Teau P
NauMeHTH cieaea Aa ObAaT BHUMATETHO MPOCNeAcH! 3a Bene3u u CUMITTOMH Ha CBBP3aHH € ¢ f\nﬁ ; )
KbpBEHE YCIIOXKHEHUS U aHEMHUA CIIEX HAYANIOTO Ha NIeYeHHETO (BX. Touka 4.8). // X ”"ff'“’y-
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Bernpexn 4e 1ed4eHHeTo ¢ pUBapokcabaH He H3UCKBA PYTHHHO NPOCIEAABaHE HA EKCITO3HIIWATA,
HUBAaTa Ha pHBapokcabaH, U3IMepEHH ¢ KaTHMOpHpaH TECT 3a KOJTMYECTBEHO OIpeAe/ITHE Ha
aHTHdaxTop Xa, Morar Ia OBJaT MOJIE3HW B UIBLHPEIHHY CHTYALHH, KOTATO JAHHUTE 33 €KCMO3NLMATA
Ha puBapokcabaH MOXe 1a MOMOrHAT 33 B3cMaHe Ha MHGOPMUPAHH KIMHUYHH pellicHHA, Hamp.
npeao3upaHe U CriCIIHa XUpyprus (Bx. Touka 5.1 U 5.2)

brOpeuHo yBpexaaHe

[Ipu naunenTH ¢ TeXKO O6BOpEeUHO yBpeXaaHe (KpeaTHHHHOB KIMPBHC < 30 ml/min) € Bb3MOXKHO
I1a3MEHUTE HUBA Ha puBapokcabaH aa ObaaT 3HaYUTETHO NOBULIEHH (cpesiHo 1,6 MbTH), KOETO MOXE
Aa KoBeAe O0 MOBUIUEH PUCK OT KbpBeHE. PuBapokcaban TpsOBa Aa ce npuara BHUMATETHO NIpH
DALMEHTH ¢ KpeaTUHUHOB KNUPBHC 15 - 29 ml/min. He ce npenopb4Ba ynotpebara npy nauueHTH ¢
KpeaTHHHHOB KIHPBHC < |5 mi/min (Bx. Touku 4.2 u 5.2).

Pusapokcabau TpsbBa na ce npunara BHUMATEIHO NP NaUUeHTH ¢ OnOpedHo yBpexaaue,
MoJtyqaBaniy eIHOBPEMEHHO APYrH JIEKapCTBa, KOWTO TTOBUIIABRAT MTa3MEHWTE KOHLEHTPALIUK Ha
puBapokcabaH, (Bxk. Touka 4.5).

BaauMmonelicTBUE ¢ APYT'H NEXAPCTREHH TPOAYKTH

He ce mpenopwysa yrotpebara Ha puBapokcabaH MpH MAUMEHTH, KOUTO MOTYYABAT €AHOBPEMEHHO
CHCTEMHO JIEUEHHE C A30JI0BH aHTHMHKOTHUM (KaTO KETOKOHa301, HTPAaKOHA301, BOPHKOHA3OMN U
nocakoHa3o) Wik HIV-npoTeasHn uHxuburopu (Hamp. puroHaBup). Te3u akTHBHH BEIleCTBA Ca
mowHu WHXubGuTop Ha CYP3A4 u na P-gp v no Ta3u NpUYWHA MOTaT Ja NMOBUIIAT IUTa3MEHATa
KOHLICHTpALNA Ha puBapokcadaH J0 KIHHUYHO 3HAYMMO HHBO (CpeaHo 2,6 ITbTH), KOETO MOXKE Ja
JOBENE 10 MOBUIIEH PUCK OT KbpBeHEe (BXK. TOUKa 4.5).

HeobxoaumMo ¢ BHUMaHHE NPH NaldeHTH, KOUTO EAHOBPEMEHHO €A Ha JleyeHHe C 1eKapCTBEHH
MPORYKTH, KOUTO NOB/IMABAT XEMOCTA3aTa, KaTO HECTEPOUIHY [IPOTHBOBB3NAIIMTEIHH CPEACTRA
(HCIIBC), aueTuncanduMnoBa KUCENIHHA U UHXUOUTOPU Ha TpoMbouuTHaTa arperaums Uin
CEeNEeKTHBHH MHXUOUTOPH Ha 00paTHOTO 3axBalllaHe Ha cepOoTOHKHA (selective serotonin reuptake
inhibitors, SSRI)} n uaxubutopyn Ha 00paTHOTO 3axBaliaHe Ha CEPOTOHHHA U HOpeNMUHe(PUHA
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ipit naumeHTHTE C PHCK 33 YILEPO3HO
CTOMALIHO-4peBHO 3a00IABaHE MOXeE Ja Ce MOMUCIH 3a MOAXOAAIIO0 NTPOOHIAKTHHHO Nederne (BK.
TOYKa 4.5).

Hpyru puckoBH (GakTopH 3a KbpBEHE

Kakto u ¢ npyrv aHTUTpOMOOTHYHH CPEACTBa, pUBAPOKCAOaH He Ce NMpenopbuBa NPH MALUMEHTH C
TOBUILIEH PUCK OT KbpBEHE, KaTo:!

. BPOJICHN WIK NIPUACOHTH HapyLIeHUS B KPbBOCBCHPBAHETO;
’ HEKOHTPOJIHpAHA TeXKa apTepHANIHA XUIIEPTOHMA;
. ApPYro croMamHo-4peBHoO 3abonaBaHe 0€3 aKTUBHO pasa3BABaHE, KOETO NOTEHHHATHO MOXe Ja

[0Bese 10 YCNOKHEHMS ¢ KbpBeHE (HANp. Bb3NANUTEIHO 3a00sBaHe Ha yepBarta, e3odarur,
FaCTpHT 4 racTpo-¢3odareanta pediykcHa 6onecr);

. CBLAOBA PETUHONATUY;

. OpoHXHEKTa3HH WIH aHaMHe3a 3a KbpBEHE B Hemus apob.

[TalKeHTH c KNIAHU NPOTE3U

PusapokcabaH He TpsiOBa a ce W3non3ea 3a TpoMOONpOoPUIaKTHKA TIPH MALMEHTH, KOKTO HaCKOPO ca
MPEMHHATH TpaHCKaTeThpHa CMAHA Ha aopTHaTa kiana (TAVR). bezonacroctTa u epkacHOCTTa Ha

puBapoKcabaH He ¢a MpoYYeHH MpPH MALUEHTH ChC ChPAEYHO KIANHO IPOTe3npaHe; Mo Ta3u MpUYHKa,
HAMAa JaHHH B MTOAKpPETIa Ha TOBa, Ue pUBAPOKCabaH OCHTYPARA a/1€KBaTHA AHTHKOATy AU B

[MTaunentu c anTudochoIMnUaEH CUHAPOM

JHpEeKTHO ACHCTBALIY nepopalHy aHTUkoarynaHty (DOACS), BKIIOUMTENHO pUBapO
NPEnopbYBaT MPU NalHeHTH ¢ aHAMHe3a 3a TpoM003a, KOUTO ca AMArHOCTULIMPAHH C



antTndochonumuaeH cuHApoM. TTo-crieunanHo MpH TPONHOMOAMTHBHH NALMEHTH (32 TYMyCeH
aHTHKOArylaHT, aHTHKapAMOIHTIMHOBY aHTHTENA U aHTHTEa cpellly OeTa-2-ruKonpoTeHH I),
neyenneto ¢ DOACs Moxe 1a 6b1¢ CBBp3aHO C TOBHIIIEHA YECTOTa Ha MOBTAPAILM ce TPOMOOTHIHY
cHOWTHS B CpaBHEHUE ¢ TEPaNUATa C aHTArOHUCT Ha BUTaMHH K.

[TalMeHTH ¢ HEKIANHO TPEACHPAHO MBbXIeHE, kouTo moanexaT Ha [TKH ¢ nocTaBaHe Ha CTEHT
HanuuHy ca KTHHWYHW AaHHH, ITOTY4YeHH OT UHTCPBEHUHOHAHO POYYBAHE, C OCHOBHA LIET

H3clieaBaHe Ha 6€30MacHOCTTA MPH MALWEHTUTE ¢ HEKNATIHO MPEIChPAHO MBbXKAEHE, KOWTO ca Ouiu
nonoxeHy Ha [TKH ¢ nocraesaue Ha cTreHT. JlaHHUTE 32 ePUKACHOCTTA NPH TA3H NOITY/IALHUA Ca
orpaHuueHH (BX. Touku 4.2 1 5.1). JIunceaT JaHHHU 32 TaKWBa NMAaLUHEHTH ¢ aHaMHesa 3a UHCyT/TTATL

XeMoauHaMuuHO HecTabWIHK nauyeHTy ¢ BE Wiu NauueHTH, KOUTO c& HYXKAAAT oT TpoMOonu3a Wik

6enoapobHa eMOoNnekTOMUSA

PuBapokcabaH He ce NpernopbYBa KaTo anTepRATHBA HA HEQPPAKUNOHUPAHHR XeNapyH NpH MALHEHTH
OenosipobeH eMOOTU3IBM, KOUTO €2 XEMOJAMHAMUYHO HECTaOUITHH UK HA KOUTO MOXKE 1A Ce HaNpaBy
TpomMbonusa uny 6enoapobna emOonekToMHA, Thil KaTo 0€30M1aCHOCTTA U ePUKACHOCTTA HA
puBapokcabaH He ¢a YCTaHOBEHH [TPH TE3W KNTHHUYHYA CUTYaLIHH.

CnuHanHa/enuaypanHa aHecTe3ud WY MYHKLNA

Korato ce u3ron3sa HeBPOAKCHAITHA aHecTe3us (CIHHAIHA/eNHAYPaHa aHECTE3UA) MITH
CITHHAITHA/eNMUypaTHa ITYHKLMSA, TALMEHTHTE, TPETHPaHHU ¢ aHTUTPOMOOTHYHY CPEICTRA 3a
TIpeBeHIA Ha TPOMOOEMOONTNYHH YCIOKHEHHA, ca MMONIOKESHU Ha PUCK OT MOSBa Ha eNUAYpasieH WiH
CTIHHANIEH XeMaToM, KOITO MOXKe JIa IOBEE 10 ALJIrOoCpoYHa MM TpaiiHa napaymm3sa. To3u pHCcK Moxe
Jla Ce NOBHUIIIK OT MOCTONEPATUBHATA YIIQTpeDa Ha BhBEXKAALL CNMAYPANEH KaTEThP WK
eqHOBpeMeHHaTa ynoTpeba Ha NeKapCTBEHU MPONYKTH, MOBNHABAIIM XEMOcTa3aTa. PHCKBT MOXe Ra
ce TIOBHIIY CHOIO Taka U OT TpaBMaTHYHA UJTH MHOTOKPATHA €MMAYPaTHA WK CITUHAITHA ITYHKLIUS.
[MaunenTute TpsbBa Yecto Aa OHBAAT NPOCIEAIBAHU 3a [IPUIHALIM U CHMIITOMM Ha HEBPOJIOTUYHO
yBpexJaHe (Hanp. H3TpbnsaHe Wik cnabocT B kpakara, AMCKOMGOPT B 4epBaTa UM THKOYHUA
MeXyp). AKo Oblle KOHCTaTHPAaH HEBPOJIOrMYeH neguuuT, ca HeOOXORMMH CIIEIHO ANArHOCTHLIMpaHe
u neucHue, [Ipenu HeBpoakcHanHa HHTEPBEHLIUS, eKapaT Tpa0Ba da npeleH CbOTHOLEHUETO
MeXIy NOTeHUMAaNHAaTa I10/13a ¥ pUcKa NMPH NAaUMEHTH HA AaHTHKOarylaHTHa Tepanus KIH NauueHTH,
KOWTO Lie OBbAaT NOMTOKEHH Ha aHTHKOArylaHTHa Tepanu, 3a TpoMmbonpogunakruka. HaMa
KJIMBU4eR onuT ¢ ynotpedbara Ha 15 mg u 20 mg pusapokcabaH B T€3H CUTYaLHH.

3a HaManABaHe Ha MTOTEHUNANHUR PUCK OT KbpBEHE, CBBP3aHO C €HOBPEMEHHOTO NPUIaraHe Ha
pHUBapokcabaH ¥ HeRpoakcHasHa (enuaypanHa /CIHHaIHA) aHECTE3US WM CITHHAITHA My HKIHA, TpAOBa
Na ce UMa npeaBu papMakoKUHeTHUHUS npodun Ha puBapokcaban. IToctaBaHeTo HIH
MpeMaxBaKeTo Ha eMWIYpaICH KaTeTbp WK TyMOasiHa MyHKLK% C€ N3BbpIIBa Halt-nobpe, Korato
AHTUKOAryIaHTHUA eQeKT Ha puBapokcadaH ce OLieHABA KaTO HUCHK. BBNpPEKU TOBa, TOYHOTO BpeMe
3a [TOCTUI'aHe Ha JOCTATHEYHO HUCHK AaHTUKOAryJaHTeH e(eKT 3a BCEKU MAUHMEHT HE € H3IBECTHO.

3a OTCTpaHABAHETO HA ENMUAYPAITHHS KAaTeThp U Bb3 OCHOBA Ha O0IIMTE (PapMaKOKHHETUYHHK
XapakTEpHUCTHKH, TTOHE 2X MOy KNUBOTA, T.¢. Half-Matko 18 yaca mpu Miagn MauMeHTH WK 26 Jaca
NpH MaLKMEHTH B CTapuecka Bb3pacT, TpabBa 1a ca MUHAIH CleR NOCIeHOTO IPHNOKEHHE Ha
puBapokcabaH (BX. To4Ka 5.2).

Crnen oTcTpaHABaHETO Ha KaTeThpa, TpAOBa Ja H3MUHAT Hai-Maiko 6 yaca npeay MpUIIOKEHHE Ha
Clie/iBaiaTa A03a puBapokcadaH.

[Tpu nogBa Ha TpaBMaTHYHA NMYHKLMA, TPUIOKEHUETO HA puBapoxcabaH Tpgbea 1a 6bae OTIoXeHO ¢
24 yaca.

[IpenopbKy 3a A03UPAHETO NMPEAN U cliel MHBA3WBHU NMPOLEAYDPH UK XMPYPruYHNA HHTEPBEHLHNA
AKO ce Hanara NnpoBeXxJaHe Ha MHBa3MBHA NPOLIEAYpa HIH XHPYpPrU4YHa HHTEpBEHUMNS prUBapokcabaH

15 mg wnu 20 mg TpsabBa Aa ObAe CIIpAH MO BL3IMOXKHOCT MMOHE 24 Yaca Npeay HHTEPBEHUMATA U
OCHOBA Ha KJIMHUYHATA NMPELICHKA HA ICKYBALIUA JEKap.
AKO npoueaypara He MOXe Aa ObJe oTnoxeHa, TpabBa na ce NpeucH! MOBRILEHUAT PUCK

CITPAMO CIICUITHOCTTA Hd HHTCPBCHLIMATA.




[TpueMsT Ha puBapokcabaH TpabBa Aa ce Bb30OHOBH BL3MOXHO Hall-CKopO cliell WHBAa3HWBHATA
npoueaypa WIH XHPYpPruyHaTa HHTEPBEHLINA, aKO KIMHUYMHATA CUTYALIUA MMO3BOMABA U € [TOCTHIHATA
aJieKBaTHa XeMO0CTa3a, KakTo ¢ OMPEACNSHO OT IEKYBaIMg tekap (BX. To4ka 5.2).

[fomynaiud B crap4ecka Bb3pact
C yBenmH4aBaHeTO Ha BB3PAcTTa MOXKE Ja €€ YBENHYU PUCKET OT XEMOparus (Bx. Touka 35.2).

EE PMATOJIOMMYHH PCAKIIHHA

[To BpeMe HA MOCTMapKeTHHIOBO HabmoaeHUe BLB Bpb3Ka ¢ yriorpedbaTa Ha pubapokcadaH ce
¢ho0mIaBa 3a CCPHO3HH KOXKHH peakLiMM, BKIIOUHTEIHO CHRAPOM Ha Stevens-Johnson/TOKCHYHA
enuaepMania Hekpousa U DRESS cungpoM (Bx. Touka 4.8). M3rnexaa, 4ye nauMeHTHTE ca
U3NOXKEHH Ha HAM-TOJIAM PHCK OT TE3M PeakllHU B HAYAJIOTO HA TEPANHUATA: B IIOBEYETO CIIYYaHu,
HAYaJI0TO HA peakuusaTa ce NpoaBABa Ipe3 NbpsUTe CEAMHLM OT nedyeHrero. PusapokcabaH Tpabpa na
ce MpeyCTaHOBH IIPH ITBPBA M0RBA HA TEXKbK KOXeH OOPHB (Hanp. pasnpocTpaHgBall ce, HHTEH3UBEH
/MK cBBp3aH ¢ 00pa3yBRAHETO HA MEXYPH) WITH IpYT NMPH3HAK HA CBPBXYYBCTRHTEMHOCT, CRBP3aH C
NE3UH HA JINraBULIaTa.

Hudopmanus 3a MOMOUHUTE BEUICCTBA

Kcabanen csabpika nakro3a. [lauMeHTH ¢ peIky HacleACTBEHH IpobieMy Ha HEMOHOCHMOCT KbM
rallakTo3a, IThJIEH JIAaKTa3eH JAeQUIAT NIH TII0K030-ranakTo3Ha Manabeopbia He TpsbBa na npueMar
TOBA JICKapCTBO.

4.5 BiaumopelicTBHe ¢ APYIrH jJIeKAPCTBEHH NPOAYKTH M ApYrd GOpMH Ha B3auUMOaelicTBHE

Huxnburopu na CYP3A4 v P-gp

EnHOBpEeMEeHHOTO NPUITOXKEHUE HA puBapoKcadaH U kerokoHason (400 mg eaAuH TbT AHEBHO) WK
putoHaBup (600 mg nBa NbTH AHEBHO) BOAKW 10 2,6 nuvTu / 2,5 mbT no-Bucoka cpeaHa AUC Ha
prBapokcabad ¥ 1,7 muTi / 1,6 NbTH Mo-BHCOKA cpeaHa Cmax CbC 3HAYMTENHO MOBUIULIABAHE HA
papMakogHHAMWYHHTE ¢(PEKTH, KOETO MOXe J1a JOBEAE A0 NOBHILIEH PUCK OT KhpeeHe. [1o Ta3u
MpUUYKMHA HE C€ NpenopbuBa yrorpedara Ha puBapokcabaH NpH NanUeHTH, KOUTO NONyYaBaT
€AHOBPEMEHHO CHCTEMHO JIEYEHHUE € a30JI0BH aHTUMRKOTHLIK KaTO KETOKOHA30M, HTPaKOHa3011,
BOPHMKOHA30] U nocakoHason unu ¢ HIV-niporeasan naxuOuTOpu. Te3n akTHBHY BeLLeCTBA Ca MOILHH
uuxubuTopn Ha CYP3A4 u P-gp (BX. To4Ka 4.4).

OuyakBa ce aKTHBHH BEIIECTBA, KOUTO CHITHO HHXUOUPAT CaMO €MH OT ITbTHIIATa Ha C/IMMUHHMPAHE HA
puBapokcabaHd unu CYP3A4 unu P-gp Ra moBUIIAaT B Mo-MajaKa CTENEH MIa3MEHNTE KOHLUEHTPaLMK
Ha puBapokcabaH. HaapuMep, kiapurpoMuint (500 mg a8a MsTH JHEBHO), KOHTO Ce npueMa 3a
cunieH uuxubutop Ha CYP3IA4 u ymepen uaxuburop Ha P-gp, € BOAU 00 NOBUIIIABAHE HA CpelIHaTa
AUC na pusapokcafad ¢ 1,5 nbTu ¥ Ha Cmax — ¢ 1,4 nbTU. B3aUMOANEHCTRHETO ¢ KNAPUTPOMULIMH
BEPOATHO HE € KIIMHHUYHO 3HAYUMO IIPH NMOBEYETO NALMEHTH, HO MOXKE Aa 6bae MOTEHUHATHO 3HAYHMO
NPY BUCOKOPHCKOBY MNalUMEHTH (3a nauneHTH ¢ 0b0pedHo yBpexkIaHe: BX. To4Ka 4.4).

Epurpomuunu (500 mg Tpu mbTH AHeBHO), KolTo HEXHOUpa ymepeno CYP3A4 u P-gp, soam no 1,3
mbTH mosumeHue Ha cpeaHara AUC v Cmax Ha puBapokcabad. BzauMoaelCTRHETO ¢ ePUTPOMHLUMH
BEPOATHO HE € KNTHHUYHO 3HAYKMO NPH MOBEYETO NALMEHTH, HO MOXe 1a ObAe MOTEeHLUHATHO
3HAYUMO NPH BUCOKOPUCKOBHU MALIMEHTH.

TTpu muua ¢ neko 66u0pevHO yBpexaane epurpoMulnH (SO0 mg Tpu MeTH AHEBHO) BOAM 10 |,8-
KpaTHO noBHlIaBaHe Ha cpeaHara AUC Ha puBapokcaban # 1,6 msTH noBHIICHNE HA Cmax B
CpaBHEHHWE ¢ WHIMBHAHM ¢ HOpMaTHa OmOpeuna dpyHkuma. [Tpn mua ¢ ymepeHo 660pedHo yBpexnaHe
ePHTPOMHULIMH e JoBen g0 2,0 meTH nosuwienye Ha cpeaHata AUC Ha purapokcaban ¥ 1,6 meTH
noBHIIEHKE HA Cmax B CPABHEHHE C HHAMBUAU ¢ HopManHa 6b0pedHa QyHKIUMA. EDQekThT Ha
EPUTPOMULIMH € aAUTUBEH KbM TO3H Ha HLbpedHoTO yBpexaaHe (BK. Touka 4.4).

OyxoHa3of (400 mg enuH ITsT AHEBHO), KONTO ce cMATA 3a yMepeH HHXUOHTOp Ha C o) Vi
0o nosumasaHe ot 1,4 mbTH Ha cpeaHaTa AUC Ha pusapokcabaH ¥ 1,3 NsTH Ha CpEaH 3,5 e 7 M
BiaumonelicTBuero ¢ UIyKOHA30] BEPOATHO HE € KIIMHUYHO 3HAYMMO NPU MOBEUETO N WOHTE N0



MOXe Aa ObJle NOTEHUMATHO 3HAYKMO TPH BUCOKOPHUCKOBH MAallMeHTH. (3a MauueHTH ¢ OB0pedyHo
yYBpEXJaHe: Bk Touka 4.4).

Karo ce MaTt npeaBUI OrpaHHYEHHTE KITHHHYHU JaHHH ¢ APOHENapPOH, €HOBPEMEHHOTO
pUIoXEHUe ¢ puBapokcaban Tpsabea qa ce U3bATBa.

AHTHKOAryIaHTH

Crenx koMOMHUPaHO MPHIIOXKEHWE HA EHOKCANapHH (eAHOKpaTHa xo3a ot 40 mg) ¥ puBapokcabaH
(enHokparHa n03a oT 10 mg) e HabmoaasaH aIMTHREH €EKT BbPXY aKTHBHOCTTa Ha aHTUdaxTop Xa,
0e3 HUKAKBH RONBLIHUTENHU edekTH Mo OTHOLIEHKE Ha koaryiauuoHHUuTe TecToBe (PT, aPTT).
ExokcanapuH He € noBaMan papMakOKHHETHKATa Ha pyuBapokcadaH.

[Topanu nosBUIEHUA PUCK OT KbpPBEHE € HEOOXOAUMO BHUMaHHE NMPH NALIHEHTH, KOMTO C€a Ha
€NHOBPEMEHHO JIeYEHUE C JIPYTH aHTUKOAryJIaHTH (BX. TOUKH 4.3 1 4.4).

HCTIBC/unpxuburopn Ha TpoMOOUMTHATA arperamys

He e HabmonaBaHO KJIMHUYHO 3HAYHMO YIBJIKABAHE HA BPEMETO HA KLPBEHE CJIE] €XHOBPEMEHHO
MpuioxkeH’e Ha puBapokcaban (15 mg) u 500 mg HanmpokceH. Bupeky TobBa € Bb3MOXKHO Ja UMa
MAUNEHTH ¢ Mo-H3pazeH GapMakoJHHAMHYEH OTTOBOP.

He ca HabmogaraHH KIIMHHYHO 3HAYUMH (PapMaKOKHHETHYHU WK dapMaKoHHAMHYHH
B3aUMOIeHCTBHA NTPH €THOBPEMEHHO NPUITOXKEHUE Ha pHBapokcabaH 1 500 mg aueTUICATHLIMIOBRA
KHCENIUHA.

Krmomugorpen (300 mg HavanHa no3a, nocieasaHa OT 75 mg moaabpAxalla 103a) He € rmokasal
dapMakOKWHETHYHO B3auMoaeicTBue ¢ puBapoxcaba (15 mg), Ho e nabmonasaHo 3HAYUMO
yIbIkKaBaHe Ha BPEMETO HAa KbpBEHE TIPH €[IHA MOArpyna MalHeHTH, KOETO He € Kopelupano ¢
arperaimiTa Ha TpoMOouuTuTe, HUBaTa Ha P-cenekTun unu GPIIb/llla peuentopure.

Heobxoanmo € BHUMaHHE NPH NALMEHTH, KOUTO €IHOBPEMEHHO ca nexypaHu ¢ HCIIBC
(BKNMIOUHUTETHO ALETUICATHUMNOBA KACEIINHA) K HHXUOUTOPH Ha TpoMOOLIMTHATA arperalius, IOHexe
TE3H JIEKAPCTBEHH MpOAYKTH 0OMKHOBEHO NOBHIIABAT PHCKa OT KbpBEHE (BXK. TouKa 4.4).

SSRI/SNRI

KakTo npn Ipyru aHTHKoaryJ1aHTH MOKe Ja ChIIECTBYBa Bb3MOXHOCT MALIMEHTUTE Ja ca ¢ NOBUIIEH
PUCK OT KhpBEHE B ciTyqalt Ha chrsTeTBama yrnorpeba cbe SSRI unu SNRI nopaau edekra um BupXy
TpoMOOILIMTHTE, 3a KOKTO ce crobimana. [Ipu chIrETCTBama yrnorpeda B KIMHUYHATA NpOrpaMa ¢
puBapokcabaH, BbB BCHUKHY IPYINH Ha JleueHHe ce HabmoaBa YUCIEHO MO-BUCOKA YECTOTA Ha rFoJiasM
WV HETONAM KITHHUYHO 3HaYUM KPbBOWIJIUB.

Bapdapuu
[IpeMuHaBaHeTo OT JicueHUe ¢ aHTaroHucTa Ha BuTaMuH K Bapdapu (INR 2,0 1o 3,0) kbM neueHue ¢
puBapokcaban (20 mg) unu or pusapokcaban (20 mg) kem Bapdapun (INR 2,0 go 3,0) nosuiiara
ChOTHOLIeHHeTO MpoTpoMOuHoBo BpeMe/INR (Neoplastin) noseue oT aTMTHBHO (BB3MOXHO € J1a Ce
Habnogasar oTRenHy cToliHoCcTH Ha INR 10 12), nokato edexture rmo oTHowleHHe Ha aPTT,
MHXHOHpAHETO HA AKTHBHOCTTA Ha (akTop Xa U NoTeHUHANa Ha eHAOTeHHUA TPOMOUH Ca afHTHBHH.
[Tpu xemanue na ce UICNEABAT hapMakoIHHAMUUHUTE €PEKTH HA puBapokcabaH B nepHoia Ha
CMAHATa Ha TeparuaTa MOTarT Ja e W3MON3BAT M0KA3aTeNH KaTo akTHBHOCT Ha aHTH-daktop Xa, PiCT
n Heptest, moHexe Te3H TECTOBE HE ce NOBIUABAT OT BapdapuH. Ha YeTBbpTHs AeH cnex nocneaHara
A03a BapdapuH, BCHIKH Mokasatend (B, PT, aPTT, uuxubupaHe Ha akTHBHOCTTa Ha aktop Xa u
ETP) orpa3srar eIHHCTBEHO edekTa Ha pUBapoKcaban.

[Ipu xkenaHue aa ce U3ciensar papMakoAUHaAMHWIHHTE e(peKTH Ha BapdapuH B MEpHOJa Ha CMAHA Ha
TEparuATa MOXe J1a ce nanonisa niMepsaneTo Ha INR nipu Coougn Ha prBapokcabdan (24 zaca cnen
npeaxoaHus MMpUeM Ha pURapokcadan), THi KaTO TO3M NMOKA3ATEN C€ NOBTUABA B MUHHWMAJTHA CTEleH
OT puBapokcabaH B Ta3W BpeMeBa TOYKA.

He e Habmoaasano papMakOKHHETHYHO B3aHMOAeNCTBAE MeX1y BapdapHH H pnﬂapuxcaﬁafj

Huaykropu Ha CYP3A4
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ExHospeMeHHOTO MPUIOKEHHE Ha puBapokcaban n Mmommug nuaykrop Ha CYP3A4 pudaMmiuuH
BOAM 0 oxono 50% mnoHuxapaHe Ha cpearata AUC 3a puBapokcaban ¢ ycnopeaHo HaMansBaHe Ha
¢bapmakoguHaMdHUTE MY edekTH. EaHoBpeMeHHaTa yrorpeba Ha puBapokcaban ¢ Apyru MOIHA
wHOykTopH Ha CYP3 A4 (Hanp. denutoun, kapbamasenuH, eHobapOUTAR WK XKBJIT KAHTAPHOH
(Hypericum perforatum)) csIo Moxe Aa AOBEIE A0 HAMAICHH TTa3MEHH KOHLICHTpallUK Ha
puBapokcaban. 3aTora TpabBa aa ce H3bArBa eJHOBPEMEHHOTO MpHaraHe Ha MOIIHU HHIYKTOPH Ha
CYP3A4, ocBeH ako NMALMEHTHT He CE CIIEAH BHUMATENHO 3a 6ene3n U CHMIITOMH Ha TpomOo3a.

JIpyru ChbITbTCTBAMM TEPANTHH

He ca HabnioaaBaHy KIHHHYHO 3HAYUMK GapMaKOKHHETHUHHY WIH papMakOIUHAMHYHH
B3auMoeicTBUA MPH €XHOBPEMEHHO MPUIOKEHUE HA puBapokcadaH u muaasonam (cybctpar Ha
CYP3A4), nuroxcuH (cybcrpat Ha P-gp), aropsactaTtuH (cybcTpar Ha CYP3A4 u P-gp) unu
oMenpa3son (MHxubuTop Ha npoTtoHHarta noMra). PuBapokcadaH HUTO HHXHOMpA, HHTO HHAYLUpA
HAKOA OT ocHOoBHUTE U30dopmn Ha CYP, Hanpumep CYP3A4.

JlabopaTOpHU MoKa3aTem

Koarynaumonrute napametpu (Ranp. PT, aPTT, HepTest) ce mosnusaBaT crnope 04akBaHHATA C O]
Ha MEXaHU3Ma Ha JeficTeUe Ha puBapokcaban (Bx. Touka 5.1).

4.6 ®epTuaurtert, GpEMEHHOCT H KLpMeHe

bpeMeHHOCT

bezonacHocTTa ¥ eQHKACHOCTTa HA pUBapokxcadaH NpH OpeMEHHH KEHH HE €A YCTAHOBEHH.
[TpoyuBaHusATa NpH KUBOTHH NOKA3BaAT PerpoOayYKTHBHA TOKCUYHOCT (BXK. Touka 5.3). [Topanu
NOTeHLIHAJIHATA PENPOAYKTHBHA TOKCHYHOCT, NPUCBUINA PUCK OT KbPBEHE U JAHHUTE, ITOKA3BALIH, YE
puBapokcabaH npeMyHaBa Mpe3 niaLeHTara, pusapoxcadbaH € MPOTHBOMOKA3aH 110 BpeMe Ha
OpeMmeHHOCT (BX. Touka 4.3). XXeHuTte ¢ gerepolieH noTeHUHan Tpabsa aa u3barear aa 3abpeMeHsBat
10 BpeMe Ha JIeHEHUETO € pUBapoKkcabaH.

KspMmene

be3sonacHocTTa M eKacHOCTTa HA pUBapokcabaH npH KbPMELIH KEHU HE ca YCTAHOBEHHU.
[IpoyuBaHuaTa NNPU KHBOTHH [TOKA3BAT, Y€ pHBapoKcabaH ce cekpeTHpa B MigkoTo. [1o Tasu npuiHHa
puBapokcabaH e MPOTHRONOKA3aH B TIEPHOJIa Ha KbpMeHe (BX. To4uKka 4.3). Tpabsa na ce B3eme
peleHHE JATH J1a ce TIPEYCTaHOBU KbPMEHETO WITH Aa ¢ MPEeYCTaHOBH/ A HE Ce MPHI0XKH TEPATTUATA.

QepTHIHTET

He ca npoBex1aHu KOHKPETHH Npoy4yBaHMA ¢ puBapokcadaH nMpu xopa 3a olleHka Ha eeKTUTE M0
OTHOLLICHHE Ha ¢epTnuTeTa. [IpH eqHo NpoyuBaHe No OTHOUIEHHE HA QEPTUNTHTETA TPH MBKKH U
KEHCKH [UTbXOBE HE ca HabmoaasaHu edekTH (BX. To4ka 35.3).

4.7 Edexti BupXxy cnocobHocTTa 32 modupane ¥ paboTa ¢ MAIIHHK

Kcabanen nopnusBa B MaJika creneH cnocobHOCTTA 3a wodupane v pabora ¢ MaiuHd. HMuMa
ChOOILEHUA 32 HEXENAHH PEeakilUy, KaTo CHHKON (YECTOTa: HEYECTH) U 3aMagHOCT (YECTOTa: YECTH)
(Bx. Touka 4.8). TTanMeHTHTE, IPH KOWTO CE PA3BUAT TE3N HEXKENAHU peakiinu, He TpAbra Ia uropupat
WU paboTAT ¢ MaIUHY.

4.8 Hexenanu JeKapcTBeHN peakUHH

Pe3ioMe Ha npoduna Ha 6e30MmacHOCT

besonacHocrTa HA pUBapokcabaH e npoyueHa B TpMHaZeceT KIMHMYHY Tpoy4yBanud ¢asa 11,
obxsaiamy 53 103 nauMeHTH, eKCNOHUPaHU Ha puBapokcabaH (Bx. Tabnuua 1). 4 <,'S

% -..‘.‘~§‘f.,
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Tabauua 1: bpo#t npoyueHyM nauueHTH, ofma JTHeBHA 1032 H MAKCUMATHA nponmamﬁmn'

Ha JieYeHUeTo NPH npoyysanus ¢asa 111 AR ot
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Iloxa3zauue bpoit Obuia nHeBHa 032 | MakcHMadHa
NnanHeHTH* NPOXL/OKHTETHOCT
Ha JIe1eHHETO
[Mpodunaxkrika Ha BEHO3EH 6 097 10 mg 39 aHU
Tpomboembonmuasm (BTE) mpu
BBL3PACTHH NALIMEHTH, NMOAJIOKEHHU Ha
IJIAHOBO CTABHO MPOTE3HpAHE HA
TazobeapeHarTa UK HAa KOJISIHHATA CTaBa
IMpodpunakruka Ha BTE npu 3 997 10 mg 39 AHu
HEXUPYPrUYHU MAUAEHTH
Jleuenne na J/IBT, BE u npodpunakruka | 6 790 Hen 1-21:30mg 21 Meceua
Ha peLnanBH
P Jlen 22 u cien ToBa:
20 mg
Cnea Hait-manko
6 Meceua: 10 mg unu
20 mg
MMpoburnaxTiHka HA UHCYIT U cucTeMeH | 7 750 20 mg 41 meceua
eMOOIR3BLM NPH MALUEHTH € HEKIIAMHO
NPeAChPAHO MBbKICHE
[TpodpunaxTnka Ha ateporpoMOOTHIHM | 10 225 Smgum 10 mg 31 mecela
CBOUTHSA TPH MALKWEHTH CIHET OCTHP ChOTBETHO,
kopoHapeH cunapoM (OKC) [MPUIIOKEHU
eQHOBPEMEHHO C
ACK unu ¢ ACK
TUTIOC KJIOMNAOrpen
WU TUKITONMUAUH
[lpodunaxTika Ha arepoTpoMboTHuHH | 18 244 S mg, NPUN0KEHU 47 Mecelta

cvbutua npu maunesdty ¢ KAB/TTIADB

€AHOBPEMEHHO C
ACK unu 10 mg
CAMOCTOATEJTHO

*TTaumeHTH, KOUTO ca OUIIM €KCITOHMPAHKU Ha MOHE €IHA /1032 pUBapokcaban

Haii-yecTo chrobuiaBaHKHTE HeXeNNaHK peakluy NpY NalueHTH, KOUTO Ntony4asar puBapokcadaH, ca
Ounn xemoparud (Tabauua 2) (ex. Touka 4.4 ¢ “Onucanue Ha U30paHu HeXeNaHU peakuuu,,
nogony). Hali-yecto cho0liaBaHUTEe XeMoparuu ca enuctakcuc (4,5%) ¥ khpeeHe B CTOMALUHO-

ypeBHHUA TpaxT (13,8%).

Tabanua 2: YecTtoTa Ha CLOUTHATA HA KLPBEHE” U AHEMHS NPH NARHEHTH ¢ eKCNO3HLIUNE Ha
puBapokcalan B 3aBbLPWIRINTE Npoy4Banna ¢aza I11

12

IToxazanue BegRKaxnhB THII AHeMHSR
KbpBeHe A

[TpodunakTrka Ha BTE npu Bp3pacTHu naumenty, | 6,8% ot 5,9% ot

MOUTOKEHH HA TITAHOBO CTABHO NMPOTE3UPaHE Ha MAHCHTUTE MaUMEeHTUTE

TazobeipeHaTa WK Ha KOIICHHATA CTaBa

[MpodunakTuka Ha BTE npu HeXHPYPruuHU 12,6% ot 2,1% ot

NalMeHTH NalMUEHTHTE NAUUEHTHTE

Jleuenne Ha JIBT, bE v npodunakrruxa Ha 23% ot 1,6% ot .
| pELMIHBH MalUEHTHUTE NaunueHTHTe C:




[TpodunakTUka HA UHCYIT U cUCTeMeH eMOou3bM | 28 Ha 100 2,5Ha 100
MpU MAUMEHTH C HEKJIAMHO MPEACHPAHO MBXKIECHE MAUMEHTOrOJAMHU | MALUMEHTOrOAUHH
[IpodunakTuka Ha 22 Ha 100 1,4 Ha 100
aTepOTPOMOOTHUYHHU CHOUTHUSA TIPU MALMEHTH CIIE/ MAUMEHTOTOJAMHU | MALUUEHTOrOAUHHU
OKC
[IpodunakTuka Ha 6,7 na 100 0,15 Ha 100
aTepoTPOMOOTHYHU CHOUTHS MPH MALUEHTH C MAalUEeHTOrOAWHNA | TTAUMEHTOrOAUHU**
KAB/TIAb
" Bcuyku chbOMTHUS Ha KbpBEHE OT BCUYKH MPOYyYBAHUA C pUBapoKcabaH ca chOpaHH,
AOKNaJABaHW U OLICHEHH.
e B npoyuBanero COMPASS ce Ha0Jt0/1aBa HUCKA Y€CTOTAa HA aHEMUA, Thil KaTo € NPUJI0KEH

CCJICKTHUBCH 110AX0/1 34 CBﬁHpﬂHE Ha HeXeJlaHU ChOUuTHUA.

CnUCBHK Ha HeXeJlaHU pPCaKil

YecToTUTE Ha HEXEJTAHWUTE peakiliuy, CBbpP3aHU C pUuBapokcabaH, ca 0600umenu B Tabnuua 3 no-gomy

MU B TA0JIMYEH BUJL

10 CUCTEMHO-OpraHHu kJjiacose (no MedDRA) u no yecrora.

B 3aBHCUMOCT OT 4yecToTaTra Te Cce ONpEACIIAT KATO:

MHOTO 4ecTH (> 1/10) yectu (= 1/100 go < 1/10) nevectu (= 1/1 000 no < 1/100) peaxu (> 1/10 000 oo
< 1/1 000) mroro peaku (< 1/10 000) c Hen3BECTHA YECTOTA: OT HAIMYHUTE JJaHHU HE MOXe J1a Obe

HanpaBeHa OlLIeHKa.

Tabamua 3: BcuyukH HeXxXelaHH peakluMy ¢€a ChoOIEeHH NPH NAUHEHTH B KJIHHHYHH H3NTHTBAHUS

Hapymienus Ha KPLBTA H JIHM(pHATA CHCTEMA

AHeMHus (BKII.
CBOTBETHH
nadopaTopHHU
apamMeTpH)

TpombouuTo3a
(BKJI1. MOBHIIIABAHE
Ha Opos Ha
TpoMGouuTHTE )",
TpombouuToneHus

HapymeHdss HA HMYHHATA CHCTEMA

AJlepruuna
peakius,
ajiepruyeH
JNIEPMAaTHT,
AHruoeneM u
ajepruyeH OToK

peakiwH,

AHapuIaKTUUHH

BKJTFOYUTEITHO
aHaQUJIAKTUYEH [IOK

HapyumieHHs HA HEpBHATA CHCTEMA

3aMasHOCT,
riaBoooue

Mo3bueH u
BbTpEYepereH
KPbBOW3JIUB,
CHUHKOII

HapymeHnusi Ha ounTe

OueH Hp’haun?.nuﬂ
(BKJI.
KOHKOHKTHUBAJICH
KPbBOU3JIUB)
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ChLpaeqaHH HAPYIHEHHNA

Taxuxapaus
CbaoBH HApYIIEHHA

S —

XUNIOTOHHUSA, *
XEeMaToM
PecnHpaTOpHH, FPLAHA H MEAHACTHHANHH
HAPYINEHHA
EnucTakcuc,
XEMOTMTH3UC
CroMamHO-4peBHH HAPYIIEHHA

Kbpeene ot Cyxora B ycrara
BEHIINTE,
CTOMAIITHO-
YPEBHUSA TPAKT
(BKN. peKTAJIHO
KbPBEHE),
CTOMALIHO-
YPERHH U
abdoMUHATHY
oIku,
JAUCTICTICHA,
ragzexe, 3anex”,
Juapus,
[MoBpbLIaHe”
XenaroOHIHAPHH HAPYIICHHNA

[Tosumasane Ha |YepHoapobHo Xwarennua ,

TPaHCAMHUHA3UTE |YBpekKAaHe , IToBuizaBaHe Ha
[Tosumen KOHHOpPaHHA
Sunupybun, Gunupy6ut (¢ uin

MOBKIIEHa ankanga |0€3 ChABTCTRALIO

docparasa B TIOBUIIIABAHE HA
kpuBTa*, nosuwena ALT),
GGTA XoiecTasa,
XenaTtur
(BKITIOYHUTEIHO
XEeNaToLeTyNapHo
yYBpeXAaHe)
HapymeHus Ha KOKaTa H NOJK0XKHATA ThKAH
Cupbex (B, YpTukapmus CuHIpoM Ha
HEYeCTH CITydau Stevens-
Ha reHepanu3upan Johnson/TokcuyHa
chpbex), oOpuB, enmuaepManHa
EKXMMO3U, KQKHU HCKPOJIH3a,
U TIOAKOXKHHU DRESS cuHapom
KPBBOMIIMBH
Hapymenng Ha MYCKYJIHO-CKEIETHATR CHCTEMA H CHEIHHHTETHATA ThLKaH =
bonka B XeMapTpo3sa KpbBOH3IIHB B KommaprmenT, .
kpalfHuLTe” MY CKYJT CHHIAPOM B -~

o,

pesynTATAaZD by o
KprEHe TN ‘:;1::.:*:
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Hapymenns Ha GuOpenuTe H NHKOYHHTE MLTHINA

Kspaene ot brbpeuna
YpOreHHTaTHUA HEIOCTATBYHOCT/
TPaKT (BKI. octpa 6nlpeuna
XeMaTypus U HENOCTATBYHOCT B
MeHoparus®), pe3yJiTar Ha
OBOpeuHo KbpBEHE,
yBpexaaHe {BKII. JOCTaTh4HA Aa
MOBHILIEHHE Ha npeau3Buxa
KpeaTHHWHA Xurnonepdys3us
ITOBUILICHHE Ha

ypesiTa B KpbBTa)

T)ﬁmn HAPYILIEHHA H e(PeKTH HA MACTOTO HA MPUJIOKEHHE

[TorueHa Hepasnonoxenne |Jlokanuzupan

TeMnepatypa®, |(BKI.NpHioinaBaHe) oToK"

nepHdepeH OTOK,

MOHMM¥eHa 0dI1a

CHJTa U

eHepru4yHoCT

(BKJI. yMOpa H

aCTCHMA )

HiciieaBanus
[Mosumen LDHA,
[MOBMILIEHA 11141121:’.::1“",r
MOBUIIIEHA
amuniaza®

HapansBanHs, OTPABSHHUS W YCJI0KHEHHA, BLIHHKHAIH B PEIYATAT HA HHTEPBEHIHH
KbpBeHe cnen CraoBa

HSIKAKBA rcesioaHeBpu3Ma’
npouexypa (BKJI.
NOCTONepaTHBHA
aHEMUS U
KbpPBEHE

OT paHa),

KOHTY3U4,
CeKpeLus ot
paHu’

A: HabmonasaHu npu npodiraktnka Ha BTE npyd Bb3pacTHH NaUNEHTH, MOANOKEHHU HA NNAHOBO

CTAaBHO NMpOTe3upaHe Ha TazobeApeHara UITH KONIeHHAaTa CTaBa

B: nabmoaasanm npu nevdenue Ha JIBT, bE wnu ripoduaakTUka Ha peliiIUBH, KATO MHOT'O HECTH ITpH

XeHH < 55 TOIUHHU

C: HabmomaBaHH KaTO HEYECTH TTPH NMPOPUIAKTHKA Ha aTEPOTPOMOOTHYHU CHOUTHA MPH NAUMEHTH
cnea OKC (cnen nepxyraHHa KOpOHAapHa WHTEPBEHLIUA)

* TlpunoxeH e NpeaABAPHTEIHO OTIpEACTICH CENEKTHREH NOAX0/ 3a chbOHUpaHe Ha HeXellaH! CLOUTHA.
T KaTo 4ecToTaTa Ha HEXENAHHUTE PEAKUNM HE € YBCIIHYCHA U HE € YCTAHOBEHA HOBA HEXKelaHa
peakums, JaHHUTE OT npoyuBaHero COMPASS He ca BKIIOYEHH TTPU HIYUCTIRBAHE HA HECTOTAaTa B
Tasu Tabnuiia.

Onucanue Ha U3GpaHy HEXENaHH peaKIUU

.‘._,_.l-_"
[Topanu dhapMaxonorHuHys My MEXaHH3bBM Ha deiicraue, ynorpedara Ha puBapokcadbaH MOM'@W
CBbP3aHa C MOBHUIEH PHCK 32 OKYJITHO WK ABHO KbPBEHE OT BCAKA ThKAH WM OpraH, Koeto ' 7.
[a AoBejie A0 nocrxeMoparuiHa aneMus. [Ipu3HaunTe, CHUMIITOMATE ¥ TeXecTTa (Bﬁm::;lﬂ'rﬁﬁ 0
farm /-

d)ﬂTEU'IEH H3X0ﬂ) Ili€ 3aBHCAT OT JIOKAIW3auMATa U cTeneHTa Wil obema Ha KbPBCHCTO

- -
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aHeMuATa. (BX. Touka 4.9 , Ilopenenue npu kepeeHe”). B KIMHUYHKTE NpOyYBaHUA KbPBEHE OT
TUraBHLNTE (T.€. OT HOCA, BEHLINTE, CTOMALIHO-YPEBHUA TPAKT, MTUKOYQ-TIQNOBUS TPAKT,
BKITIOYUTETHO aOHOPMHO BarMHATHO WM YBETHYEHO MEHCTPYATHO KbPBEHE) U aHEMHS Ce
Habmo1aBaT NO-49€CTO MPH ABJATOCPOYHO NIeUYeHHe ¢ puBapokcabaH B cpaBHeHUe ¢ nedeHHe ¢ ABK,
[To Ta3u MpHUUHHA, B JOIMBIHCHHE KbM AIEKBATHOTO KIIMHHYHO HabioneHue, saboparopHo
H3CneABaHe Ha XxeMornobuHa/xeMaTokputa 6u Moo Ja 6B OT 110132 33 OTKpUBAHE HA OKYNTHO
KBPBEHE M 33 OMpeAcNAHe HA KIMHWYHATA 3HAYWMOCT Ha BHO KbPBEHE, 110 MTPELICHKa CIIOpEN CIyvad.
BB3MOXHO € PHCKBT OT KbpBeHe fa Obae NMOBUILIEH NIPU OTIpENieNIeHH MPYNH MalHEHTH, HalTpHMEp
MalieHTH ¢ HEKOHTPOJIMPAaHa TEXKKA apTepHaTHa XUIIEPTOHUA W/HIHK HA ChITBTCTBALIA TEPANUA, KOATO
ITOBJIMABA XeMocTa3aTa (BXK. Touka 4.4 ,,PHck oT xemoparug*). Bb3aMoXHO € MEHCTpYaTHOTO KbpBeHe
713 € TI0-CUJTHO H/UAK MO-TIPOABIKUTETHO. XEMOPArMYHUTE YCIIOXKHEHUA MOTaT J1a CE NPOABAT KaTo
cnaboct, OneJHOCT, 3aMasiHOCT, rasodosue Wil HeoOACHUMU OTOLH, JUCITHEA B HEODACHUM LIOK.
Karo pe3yaTaT OT aHeMHMATA B HAKOHW Cliy4au ca HabmonaBaHH CHMIITOMH Ha ChpledyHa HCXEMUA, KaTo
f0JiKa B ILpAWTE KK CTEHOKApAUA.

HMmMa crobuleHns 3a H3BECTHU YCIOXKHEHHS B PE3YNTAT HA 3HAYUTETHO TEKKO KBPBEHE KATO

KOMITapTMEHT CHHAPOM U Ob0peyHa HeJOCTaTBYHOCT B pe3ynTaT Ha XUnonepdy3us MpH U3Non3BaHe
Ha puBapokcaban. [To Ta3u npuIHHa BEPOATHOCTTA OT KbpBeHE TpA0Ba la ce UMa NPEeABU TIPH
NMpeueHKaTa Ha ChCTOAHHUETO HAa BCEKH TTALIMEHT, KOUTO € MMOAN0XKEeH Ha aHTUKOAFYJIAHTHO JIeHeHHe.

CrofuiaBaHe Ha NONO3UPAHK HEXETAHU PEaKIUU

Cpo0maBaHeTo Ha NOJO3IUPAHU HeXeTaHH peakliMy clIeld pas3pelrapaHe 3a ynotpeda Ha NeKapCTBEHUSA
MPOAYKT € BaXHO. TOBa NO3BOMNABA Aa NPOOb/IXH HA0MOIEHHETO HA CHbOTHOIIEHUETO TONI3a/PUCK 3a
NIeKapcTBEHUA NpoAYKT. OT MEIWLMHCKHUTE CIeLMATHCTH ¢e H3UCKBa Ja ChoblinaBaT BCAka
NMogO3MpPaHa HEXENaHa peakiia HallMoOHANHA CUCTeMa 3a choOlaBaHe B ManbduTeNHa areHums 1o
nekapcrsarta, yi. ,,JlamMmaH I'pyes” Ne 8, 1303 Codus, Ten.: +359 28903417, yebeaiit: www.bda.bg.

4.9 IIpeao3npane

HMma crobieHns 3a peKkH cllydau Ha nipeaosupane fo 600 mg, HEyCIOXHEHU OT KbPBEHE UITA XPYTH
HexenaHu peakunu. [lopaay orpanndenara abcopbuma ce oO4aksa eekT Ha TUMUTHpaHO HacULLlaHe
0e3 AOIMLIHUTENTHO MOBHIIABAKE HA CPEAHATa Ia3MEHa eKCIIO3NUUSA NPH CYNpaTepaneBTUHYHU J03M
puBapokcabaH ot 50 mg unM no-BHCOKH.

ChulecTayBa crielMpUUHO HEYTPATHIHPALIO CPSACTBO (aHAEKCaHeT anga) cpelry
dapMakoAHHaMU4YHHA €deKT Ha puBapokcabaH (BX. KpaTKaTa XapakTepUCTHKA Ha NPOAYKTa,
CbObPKALL aHACKCaHeT anda).

B cnyuau Ha npelo3dpaHe Ha puBapokcabaH MOXe J1a ce UMa TIpedBH U3NOI3BAHETO HA aKTHBEH
BEIJIEH 3a HaMalsBaHe Ha abcopOuusdra.

[ToBeneHue mpu KbpBEHE

AKO IIpH NalMeHT HA ICYEHHE C PUBAPOKcadaH ce pa3BUE CBBP3aHO C KbPBEHE YCI0KHEHUE,
CIIe/IBAIIIMAT IIPHEM Ha pUBRapokcabaH TpAORa Ja c€ OTJIOKH HITH NIeUeHHETO TpAOBa 1A ¢€ MpEKpaTH,
aKko ¢ HeobxoanMo. PuBapokcaGaH WMa MOTYKUBOT OT OKONO 3 o 13 qaca (Bxk. Touka 5.2),
[Toseaennero T™pA0OBa Aa € HHANBUIYAITU3UPAHO B 3ABUCHMOCT OT TEXECTTA U JIOKATH3AL[UATA Ha
KpbBOHU3NKBa. MoXe 1a c€ H3MON3BA NOAXOARIUO CHMNITOMATHYHO JICYEHHE, KATO HANp. MEXaHHYHA
KOMITpeCHs (HAIp. NPH TEKbK EIMMUCTAKCHUC), XHPYypPIrUHYHa XeMOCTa3a ¢ MpoLeAypH 3a YCTaHOBABAHE Ha
KOHTPON Hall KbPBEHETO, 3AMECTBAHE Ha 06eMa U MEpPKY 3a NOABPKAHE HA XeMOAWHAMHKATA,
NMpenvBaHe Ha KPBBHU NMPOAYKTH (EPHTPOLMTEH KOHLIEHTPAT HITHA IPACHO 3aMpa3eHa rniaimMa B
3aBMCUMOCT OT aCOLUHPAHATA AaHEMUS WK KOATyJIONATHA) UIIH TPOMOOLNTH.

AKO KhpBEHETO He MOXe Ja 6bAe OBNaASHO C TOPENOCOYeHUTE MEPKH, TpAbBa da ce obchan
MPUNAraHeTo WK Ha ClleUMPUYHO HeyTpanuiupaulo CpeIcTrO 3a HHXUOUTOP Ha dakTop Xa
(anzaekcadeT anga), KoeTo aHTaroHH3Hpa papMakoAHHAMUAYHKA edeKT Ra puBapokcabaH, WK Ha
CeUHPUIHO NMPOKOoAryNaHTHO HEYTPATH3HpallO CPEACTBO, KATO KOHUEHTpAT Ha MPOTPOMOUHO
koMijiekc (PCC), akTHBUpaH KOHLIEHTpAT Ha npoTpoMOuHoBHA komruieke (APCC) unn
pekoMbuHanteH daxrop Vila (r-FVIla). KsM MOMeHTa 00aue KTUHHUUHHAT OMUT OT MPUN
Te3HW JIEKAPCTBEHH NPOIYKTH IPU NAUMEHTH, NMOTy4aBalld puBapokcadaH, € MHOro orpaH
[lpenopbkaTa ce OCHOBABA U HAa OFpaHH4YEeHU HEKIMHUYHU RaHHU. Moxke Ja ce oOMUCTH
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nMpuiarade Ha pekombuHanreH daxtop Vila u goszara Tpabea na ce THTpUpa B 3aBUCUMOCT OT
HAMAaNIABAHETO HA KBPBEHETO. B 3aBUCHMOCT OT BB3IMOKHOCTTA HA MACTO, B CIIy4Yal Ha MaCHBHO
KbpBeHe, TpA0Ba Oa c€ OOMHUCITH KOHCYNTALMA ChC CTIEUMAINCT 110 KOaryNaiMOHHH HapyIeHus (BX.
Touka 3.1).

He ce ouaksa nporamun cyndar 4 BiTaMHH K 12 MOBITHABAT AHTHKOAryJIaHTHATa aKTHBHOCT Ha
puBapokcabaH. OTTUTBT C TPAHEKCAMORA KUCENIHHA € OrpaHU4YeH U JIMTICBA TakbB ¢ aMUHOKAIIPOHOBA
KHUCETMHA ¥ alpOTHHHWH TIPH MTALMEHTH, foTyJaBamyM puBapokcabaH. HamMa HUTO HayUHH
NO0KA3aTe/ICTBa 3a OIaronpUsTHO MOBINABAHE, HUTO OMUT OT H3ION3BAHETO HA CHCTEMHMA
XeMOCTaTHK R€3MOIPECHH NPH MTAlHEHTH, ITOTydarally puBapokcaban. [lopanu BUcoKaTa CTENMEH Ha
CBBP3BaHeE C IUIA3MEHUTE NPOTEHHH HE Ce 04aKBa puBapokcadbaH a Moxe Ja ObAc OTACNeH upes
JUranus3a.

5, OAPMAKOJOI'MYHU CBOUCTBA

5.1 dapMakoIRHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: AHTHTPOMOBOTHYHU CpeICcTBa, THPEKTHH HHXUOUTOPH Ha dakTop
Xa, ATC xon: BO1AKO]

MexaHussM Ha JefcTBHE

PuBapokcabaH € BHCOKOCENEKTUBECH OUPEKTEH HHXUOHTOP Ha (akTop Xa ¢ repopasiHa GHOHATHUHOCT.
HMuxubupaHeTo Ha GakTop Xa NpeKbeBa BRTPELIHUA W BLHIIEH BT HA KOaryJlalMOHHATA KacKaza,
KoeTo HHXHOUpa KakTo opMHpaneTo Ha TpoMOHUH, Taka U o0pazyBaHeTo Ha TpomOH. PuBapokcaban
He nHXubupa TpoMOuHa (akTuBKpaH ¢akrop II) U He ca HabmoaaBaHu epeKTH BLPXY TPOMOOLIMTHUTE.

PapMakoHHAMHYHH CQEKTH

[Mpu xopa e HabmonaBaHO 3aBHCHMO OT J03aTa HHXUOMpare Ha dakTop Xa. [TpoTrpoMOUHOBOTO BpeMe

(PT) ce mormisBa 10303aBUCHMO OT pUBRAPOKCA0aH B TACHA BPBH3KA C INTAZMEHUTE KOHLEHTPALIMH

(r=0,98), ako 3a Tecta ce n3non3ea Neoplastin. pyrd pearenty Ouxa nanm Apyry pe3yJrraTu.

Otranranero Ha PT Tpabea aa craea B cexyHan, nonexke INR e kannbpupaHo U BAUIHAUPAHO 3a

KYMapHHOBH NMPOAYKTH U HE MOXKe Jla ce TIpUiara 3a Apyry aHTUKOaryJI1aHTH.

[Tpwu mauenTH, momy4asamy pusapokcaban 3a nevenne Ha BT u BE u npodunakThka Ha peumanau,

nepcenTrnte 5/95 3a PT (Neoplastin) 2 - 4 yaca ¢nen npuema Ha tabneTkara (T.e. KbM MOMEHTA Ha

MakcHManeH egekr) 3a 15 mg puBapokcabaH ABa ITbTH AHEBHO ca B rpaHUuMTe OT 17 10 32 cekyHAaH,

a 3a 20 mg pusapokcabaH BeIHbX areBHO 0T 15 10 30 cexynau. [1o BpeMe Ha Hal-HKHCKarta

koHUeHTpauud (8 - 16 yaca cnel npuema Ha tabieTkara) nepceHTUAMTe 5/95 33 15 mg nApa MeTH

INHEBHO ca B rpaHuuuTe OT 14 10 24 cexyHay, a 3a 20 mg seanbx aHeBHoO (18 - 30 yaca cnen npuema

Ha tabnerkara) ot 13 10 20 cexkyHaH.

[Mpu nanMeHTUTE C HEKJIAMHO NPeAChPAHO MbXKJESHe, MoTy4YaBaluy pusapokcabaH 3a npogunakTuka

Ha HHCYNIT B CHCTeMeH eM00n3BM, nepceHTuaute 5/95 3a PT (Neoplastin) 1 - 4 yaca cnen npueMa Ha

TabneTkara (T.€. MO BPEMETO Ha MAKCUMAITHUA €(DEKT) MpH MALUEHTUTE, TeKyBaHH ¢ 20 mg eAUH ITbT

JHEBHO, BapupaT ot 14 10 40 ceKkyHay ¥ Npy NauudeHTH ¢ yMepeHo 0bOpeuHo yBpexaaHe, ISKyBaHH C

15 mg enuH eT AHEBHO, 0T 10 g0 50 cexyhau. I'lo Bpeme Ha Halt-HUCKaTa kKOHLUEHTpauus (16 36 yaca

Cnell mpueMa Ha Tabnerkara) nepceHTwInTe 5/95 npu nalMeHTUTe, TeKyBsaHu ¢ 20 mg equH IMeT

IHEBHO, ca B rpaHuuuTe oT 12 10 26 ceKyHaN, a ApH MaLHEHTUTE ¢ yMepeHo 060pedHO yBpexIaHe,

NeKyBaHu ¢ |5 mg eauH MbT AHEBHO, OT 12 70 26 CEKYHAM.

B kTHMHHKO-(bapMaKoJOTHYHO MpoyuBaHe Ha o6paTUMHUTE IPOMEHH BB (hpapMaKORMHAMHKATA Ha

prBapokcabaH MpH 3ApaBy Bb3pacTHU nobposonuu (n=22), ¢ oueHsBaH e(PeKThT Ha CAMHUYHH J03H

(50 IU/kg) na nBa pasav4iHM THNA KOHLIEHTpaT HA NpoTpoMONHOBHA koMiuteke (PCC), 3-daxropeH

KOHIIEHTPAT Ha NpoTpomMOuHoBUR Komrinekc (dakropu I, IX 1 X) u 4-pakTopeH KOHUEHTPAT Hg= .-

nporpoMbuHoBUs komiieke (axtopu 11, VII, [X u X). 3-¢pakropHHAT KOHUEHTpAT Ha S b

NpOTPOMOHHOBHSA KOMILIEKC € MOHKKII CpeHUTE CTORHOCTH Ha NPOTPOMOHHOBOTO BpEME/ARa

Neoplastin ¢ npubinaurento 1,0 cexyHna B paMkute Ha 30 MUHYTH, B CDABHEHHUE C HDHH}?M A Y,

npubnuzurenno 3,5 cekyHau HaGmoaasaHo ¢ 4-pakTOpHHA KOHUEHTPAT Ha MPOTPOMONHO ui g E
| o W ;_:-'-;;ﬁxﬁ‘%a
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KOMILIEKC. 3a cpaBHeHHe, 3-hakTOPHUAT KOHLIEHTPAT Ha MPOTPOMOMHOBHA KOMIUIEKC € UMall
no-ronsM u no-6up3 obm edext BupXy obpaTUMUTE MPOMEHH B eHAOTeHHOTO obpaiyBaHe Ha
TpOMOUH OT 4-(paKTOPHUA KOHLEHTPAT Ha NPOTPOMOHHOBHA KOMITIIEKC {BXK. To4Ka 4.9).
AKTHBHPAHOTO MaplnaaHo TpomboruiactuHoBo Bpeme (aPTT) u HepTest crino ¢a yaeixeHu B
32aBUCHMOCT OT J103aT4, HO U3IOJI3BAHETO MM 33 OLIEHKA Ha QapMaKoAWHAMUYHUS €DEKT Ha
puBapokcaban He ce npernopbsusa. Hama HeobxoauMocT ot HabmoaeHne Ha KOaryTalHOHNUTE
mapaMeTpH 10 BPEME Ha JICUCHUETO ¢ puBapokcadaH B KIIMHUIHATA [PaKTHKA. BRIIpeKku TOBa, aKO €
KIMHUYHO 10Ka3aHO, HUBATA Ha paBapokcaban Morat aa 6baat H3MepBaHH ¢ KaTHOpHpaHu
KOJIMYECTBEHHU TECTOBE 3a aHTU(akTOop Xa (BXK. TOUKA J.2).

KJiMHH4YHA eHKacHOCT M §e3onacHocCT

Ipoghunaxmuxa na uncynm u cucmemen emOORUIBM NPU NAYUEHMU C HEKAANHO NPEOCHPOHO
MBAHCOEHE

KnnHu4Hara nporpaMa ¢ pubapokcadaH e niaHupaHa ¢ e Aa REMOHCTpUpa epUKacHOCTTa Ha
puBapokcabaH 3a NpoPpUIAKTUKA HA WHCYIIT H CHCTeMeH eMOONHIBM NPH NALIHEHTH C HEKIAITHO
npeacbpAHO MbXaeHe. [ Ipun ocHoBHOTO ABoltHO ciamno npoy4Bane ROCKET AF 14 264 nauueHTH ca
pa3npexeiieHH Aa [1oay4Yasar Wik puBapokcabaH 20 mg BeAHbX JHEBHO (15 mg BEIHBX JHEBHO MpH
NauHeHTH ¢ KpeaTHHUHOB KIHPBHC 30 - 49 ml/min), wma sapdapuH ¢ TuTpupaHe Ha no3ara a0 INR
2,5 (tepanerTiyHHU rpasuiM 2,0 go 3,0). CpeanaTta NpoABHKUTEIIHOCT Ha MTPOBEAEHOTO NeUcHue, € 19
Mecella, a odimara npoasiDkUTeNHoCT € a0 41 Mecena.

34,9% oT nalMeHTHTE ca JIEKyBaHH ¢ aLlETWICATMIIIOBA KHCcENHa U 1 1,4% ca nekysanu ¢ knac 111
AHTHAPUTMUYHO CPEJCTBO, BKIIOYHTENHO aMHOIAPOH.

PuBapokcabaH e ¢ He no-Manka €(eKTUBHOCT OT BapdapHH 3a MbPRUYHATA ChCTaBHA KpaitHa Touka 3a
UHCYJT U cHcTeMeH eMOo3eM u3BsH L{THC. B nomynaipsTa no npoTokon Ha TedeH’e HHCYIT HIH
cructeMmeH eMbonua3bM ce Habmoaasar npu |88 nanuent Ha puBapokcadan (1,71% Ha roauHa) ¥ npu
241 na sapdapuH (2,16% Ha roauna) (KP 0,79; I 95%, 0,66 - 0,96; P<(,001 3a He no-Manka
ePeKTUBHOCT).

OT BCHUYKY paHAOMHU3HpaHH TIALMEHTH, KOUTO ca aHanu3upaHu no I'TT, mupBHYHK cBOUTHA cE
pa3BHMBAT nMpH 269 Ha puBapokcabaH (2,12% Ha roaunna) u 306 Ha BapdapuH (2,42% Ha roauHa)

(KP 0,88; 95% JIH, 0,74 - 1,03; P<0,001 3a ne no-manka edpexrusHoct; P=0,117 3a npeBb3X0ACTRO).
PesynTature 3a BTOPHYHHUTE KpalHK TOYKK, KAKTO Ca W3CIEIBaHM B epapxuueH nopaask B ITT
aHan3a, ca rokazaHu Ha Tadnuua 4.

Cpen mauveHTHTE B rpynara Ha BapgapuH INR cTORHOCTHTE ca B rpaHHLIMTE Ha TEPATEBTHYHHA
auanasoH (2,0 ao 3,0) cpenHo 55% ot Bpemero (Meanana 58%, HHTEpKBAPTIUIEH AWanasoH 43 no 71).
EdexTsT Ha pUBapokcabaH He ce pa3iM4aasa Ha HUBO ueHTpatHO T1R (BpeMe B TaprereH INR
auanasod 2,0 - 3,0) npu kpaptunure ¢ eaHaxkss pasmep (P=0,74 3a Bzaumoneticteue). B Halt-ropHus
KBapTH Mo OTHOLLIEHHE Ha UeHTbpa KoeduuuentsT Ha Puck (KP) 3a pusapokcaban cnpamo
BapdapuH e 0,74 (95% JIH, 0,49 - 1,12).

YecroraTa Ha OCHOBHHTE PE3yNTaTH 3a 0e30NacHOCT (FroJieMH U HEroNeMH KIIHHHYHO 3HAYUMH
KpbBOM3NKBH) ¢a nOA0OHM 3a ABETE TepaneBTHUHM rpynu (Bxk. Tabnuua 5).

Tabanua 4: Peayaratu 3a edpuxacHoct 0T ¢aza III ROCKET AF

[poy4Bana noMyTaLms ITT anamiz Ha epUKACHOCTTA NIPU MALMEHTH C HEKIIATHO NPEACHPAHO
MBXKAECHE
Pusapokcabau Bapdapus KP (95% JIV) p-
20 mg exHH ITBT IHEBHO | THTpHUpaH fo INR 2,5 CTOHHOCT, TeCT 3a
(15 mg BenHbx AHEBRO | (TepameBTHYHU rpaHUun | TPEBB3IXOACTBO
NPH MAUNEHTH C 2,0 10 3,0)

TepanesTHdHa no3a yMepeHo 6u6peqHo
YBpeKJIAHE)
YecToTa Ha chOMTHeTo | J€CTOTA HA CLOMTHETO
(100 maumenTo-roguxy) | (100 nalueHTo-ronnHNM)
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HUHCYIT ¥ CUCTEMEH

0,88 (0,74 -

eMO0TU3BM H3BEH [THC 269 (2,12) 306 (2,42) 1,03)
0,117
HUnucynr, cucremer 0,94 (0,84 -
emMbonu3eM M3BLH LJHC # 572 (4,51) 609 (4,81) 1,05)
CbAOBA CMLPT 0,265
Hucynr, cicreMeH
embonnasm u3BbH L{HC, 0,93 (0,83 -
CBIOBAa CMBPT U HHPAPKT 659 (5,24) 709 (5,65) 1,03)
Ha MHOKap/a 0.158
HUuncynr 0,90 (0,76 -
d 253 281 (
(1,99) (2,22) LO7)
’ ’ 0,221
0,74
CucreMeH eMGoOHILM 20 27
(0,42 -1,32)
u3sbH [[HC (0,16) (0,21)
0,308
UndapxT Ha MHOKapaa 130 (1,02) 142 (1,11) ?ﬁ:j) (gzzz
Tabnuna 5: Pesyararu 3a 6ezonacHoct ot ¢pasza Il ROCKET AF
[TpoydBaHa Momynanus [TaiHeHTH ¢ HEKTAMHO NPeAChPAHO MEXAEHEY
PuBapokcabax BapdapuH KP (95% W) p-
20 mg eAVH BT IHEBHO | THTpHupaH A0 INR 2,5 CTORHOCT

TepanerTHyHa g03a

(15 mg BeAHRX JHEBHO
[IPH MALUEHTH C
yMepeHo 0b0peyno
YBpexaaHe)

YectoTa Ha CHOUTHETO
(100 mauueHTO-rOAHKHY)

(TepaneBTHYHYU rPaHHLIH
2,0 no 3,0}

Yecrora Ha chOUTHETO
(100 naumeHTO-rOgUHN)

[‘oneMHu U He-roneMu

I 475

1449

1,03 (0,96 - 1,11)

KITHHHYHO 3HAYHMH (14,91) (14,52) 0,442
KPbBOU3ITHBH
1,04 (0,90 - 1,20
[‘oneMH KpLBOW3IHBH 395 (3,60) 386 (3,45) ( )
0,576
CMmbpT B pesynraTr Ha | 27 55 0,50 (0,31 - 0,79)
KbpBeHe* (0,24) (0,48) 0,003
91
](Lpae*ae OT KpHTHUYEH 133 (1,18)
oprax (0,82)
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HuTtpakpaHuasneH 55 84 0,67 (0,47 - 0,93)
KpbBOM3IHB* (0,49) J (0,74) 0,019
Cnaa Ha 1,22 (1,03 - 1,44)
eMornoBua® 305 (2,77 254 (2,26) 0.019
KpsBonpemuaHe Ha 2 | 183 (1,65) 149 (1,32) 1,25 (1,01 - 1,55)
WK NoBeYe eAHHUIU 0,044
EPUTPOLIMTH WITH 1413
KpbLB*
HeroneM# KIHHHYHO 1185 1151 1,04 (0,96 - 1,13)
3HAYUMU KPBBOM3NUBA | (11,80) (11,37) 0,345
0,85 (0,70 - 1,02
CMBpTHOCT 110 208 (1,87) 250 (2.21) ( )
BCAKAKBH MPUIWHH 0,073
a) [Tormynauus, U3NKTBAaHA MO OTHOWEHHE Ha 0€30MacCHOCT, Ha JIEUEHHE
* HoMunanHo 3HayuMu

B nombnHerue xuM nmpoy4BaneTo ¢aza Il ROCKET AF, e npoeeaeHo MPOCNEKTUBHO,
IIOCTMAPKETHHIOBO, HEWHTEPBEHLIMaHATHO, OTBOPEHO KOXOPTHO npoyusaHe ¢ eaHo pamo (XANTUS)
C OCHOBEH H3XO0/l, BKITIOYBaLl TpOoMOOEMOONNYHN CHOUTUS K TONAMO KbpBEHE. 6 785 maiueHTa ¢
HEKJTAITHO NMPEACHPAHO MBXKIEHE ca OMNH BKMOYEHH 3a NPOPUNAKTHKAE Ha UHCYIT U eMOONTUS W3BBH
ueHTpanHata HepeHa cucteMa ([THC) npu peannu ycnosud. Cpeanure peaynaratd Ha CHADS2 u
HAS-BLED ca 6unu 2,0 npu XANTUS, B cpaBHEeHHE ChC cpeaHuTe pe3ynratd Ha CHADS2 u
HASBLED ot 3,5 u 2,8 croTeTHO npu ROCKET AF. I'omsiMo xkepBeHE ¢ HabmoaasaHo mpu 2,1
cmyuas 3a 100 naipenro-roguin. Coobuiasa ce 3a ¢araneH kpbrowauB npu 0,2 crrydas 3a 100
nauMeHTOroAHHM M BhTpeuepeneH Kpbeonuanus npH 0,4 cnyuas 3a 100 nauneHTo-roaMuu. Uucynr
unu emOonus u3sbH [{HC ca perucrpupanu npu 0,8 ciyuad 3a 100 naureHTo-rouHu.

Tean HaOmoneHUA B peanHu YCIIOBHA Ca B CLOTBETCTBHE C YCTaHOBEHUS Npogun Ha HE30nacHOCT npu
TOBa [MOKa3aHUE.

[MTauueHTH, NOANOKEHN HA KaPAHOBEP3HO

[IpocnexTHBHO, paHAOMU3HPAHO, OTBOPEHO, MHOIOLIEHTPORBO, EKCILUTOPATOPHO NPOYYBAHE CBHE
3aclierieHa oueHka Ha kpaliHaTta Touka (X-VERT) e nposeaeno nmpu | 504 nauuedT (HeleKyBaHU
Jlocera ¢ mepopalHM AHTUKOAryJIaHTH W JIEKYBaHH MpeABapUTEelIHO) ¢ HEKJIATHO NpedCchPAHO
MBXKIeHe TIIARUPAHO 33 KapAMOBEP3HO, 32 J]a CE HANPABH CpaBHEHNE MEXIy pyBapokcabaH U
ananrpana go3a ABK (panaomusmupano 2:1), 3a ripeBeHLM Ha ChbpISYHOCHIAOBH CHOUTHA.
H3anon3saHu ca crpaTrerdu ¢ noMourra Ha HacowysaHe upe3 TEE (1-5 aHu npeasapUTeNHoO ieUeHUE)
HJTH KOHBEHIIHOHAITHO KapANOBEP3HO (Hal-MaJiko TPH CEIMHUU TIPEIBAPHUTEIIHO JIEUCHUE).
[TepBHYHMTE pe3yNITAaTH 32 EPUKACHOCT (BCHYKY WHCYNITH, TPEXONHA UCXeMUYHA aTaka, CUCTEMEH
emOonn3zeM HecBbp3aH ¢ LIHC, ungapxr Ha Muokapaa (MH) u cupaedHocha0Ba CMBPT) Ca ce
noseuau npu 5 (0,5%) naunenty B rpynara Ha puBapokcadban (n=978) u 5 (1,0%) naumenra B
rpynara Ha ABK (n=492; RR 0,50; 95% CI 0.15-1,73;, moagudurmpana ITT-nomynanusn). OCHOBHHUAT
pe3ynrar 3a 6e30MacHOCT (MaCHBHO KbpBEHE) ce € nogsui npH 6 (0,6%) u 4 (0,8%) naiumentv B
rpyrnure Ha puBapokcabaHn (n=988) n ABK (n=499) ceorBeTHo (RR 0,76; 95% CI 0,21-2,67,;
Oe3onacHa nomynauus). Toea eKxcrnaopaTopHO NMPOyYBaHe € MoKa3ano CpaBHUMA epHUKACHOCT U
6e30nNacHOCT MEXAY MPYNUTE Ha Jeyenue ¢ pusapokcadban U ABK B ycnopusTa Ha KapaHOBEP3HO.

[lalHeHTH ¢ HEKJIAMHO NPEACHPAHO MBXAeHE, KoUTo nojnexaT Ha [1KH ¢ nocrasiHe Ha CTEHT
H3pwpiueHo e paHIOMH3UpaHO, OTKPUTO, MHOroueHTpoBo npoyusane (PIONEER AF-PCI) ¢ 21
MalMeHTH ¢ HEKJTAMTHO NIPEAChPAHO MBXAEHE, KOUTO ca Ounu noanoxenu ua [TKH, ¢ nmocras *-/ ) .’d'EH%
CTEHT 3a [TbPBHYHO aTEpPOCKIEPOTHYHO 3a0019BaHe, 32 cpaBHABAHE Ha De30MacHOCTTa Ha ekt
Ha puBapokcadbaH ¥ efHa VKA-cxema. [TauueHTute ca OMIM pasnpeaciicHH Ha CITydaeH Uiy ¥
1:1:]1 3a obma 12-MeceuHa Tepanus. [TauueHT ¢ anamie3a 3a uHCyaT Wid TTHIT ca w3k ‘EH'H S

. gt - 2 €
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I'pyna 1 nomyqasa pusapokcabaH BeaHbx THEBHO 15 mg (10 mg BeagHbX THEBHO MPU MALUHEHTH C
kKpeaTHHUHOB KITHPBHC 30 - 49 ml/min) rumoc P2Y 12 prxuburop. I'pyna 2 nomyyasa 2,5 mg
puBapokcabaH 1Ba mbTH QHeBHO 3aeAHO ¢ JITAC (aBoifHA Tepamus ¢ aHTHTPOMOOILHTHH CPEACTBA,
HanpuMep Kionuaorpen 75 mg [wm 3amectsamus P2Y 12 uuxuburop] rurroc Hucka a03a
aueTwicanumunora kucenwna [ACK]) za 1, 6 unn 12 meceua, nocieasaHa ot pueapokcaban 15 mg
(unu 10 mg 3a MalMEHTH ¢ KpeaTHHWHOB KIMpBHE 30 - 49 ml/min) BeHbX JHEBHO, TUTIOC HUCKA J034
ACK. I'pyna 3 nonyuasa kopurupana 1o3a VKA nmoc ITAC 3a 1, 6 wu 12 meceua, nocnenpaHa ot
KopurHpaHa Ao3a VKA, mmoc Hucka qo3a ACK.

[TepeHvHaTa KpadHa TO9Ka 32 H€30MacCHOCT, KIMHWYHO 3HAUYMMUTE CTy4yaHn Ha KbpPBEHE, CE NTOABIBAT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) ywactauuy B rpyna 1, rpyna 2 ¢ rpyna 3, pecCrieKTHBHO
(HR 0,59; 95% CI 0,47-0,76; p<0,001 »1 HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnexTUBHO).
Bropuunara kpaitHa Touka (ChCTaBeHa OT ChpAeYHO-CbA0BH ChOUTHA CC ecMbpT, MU Mnu uHCynT), €
HabmonaBaHa 11p# 41 (5,9%), 36 (5,1%) u 36 (5,2%) nmaumeHTu B rpyna 1, rpyna 2 4 rpyna 3,
CbOTBETHO. BCska OT cXxeMuTe Ha puBapokcabaH noxaspa 3HAUUTETHO HAMaJIABAHE HA KJIHHUYHO
JHAUKMMTE CJIYYaHU Ha KbpBEHE, B cpaBHeHHe ¢ VKA-cxeMarTa pu nauueHT ¢ HeKJIanHo mpeachpaHo
MBXIEHe, KOUTO ca 6uny notoxeHu Ha [TKH ¢ nocraraHe Ha CTEHT.

OcHosnara uen Ha PIONEER AF-PCI e onienka Ha 6e3onacHocTTa. JJaHHUTE OTHOCHO €HKACHOCTTA
(BKmMOYHTENHO TPOMOOEMOOIMYHY ABNEHUA) MPKU Ta3y NOMYJALIMA ca OrpaHUUECHH.

Jlevenue na [[BT, BE u npogunaxmuxa na peyudusupawu /{BT u BE

KminudHaTta nporpaMa ¢ puBapoxcabaH e rlaHupaHa ¢ LieJl 1a JEMOHCTPHUpa e(huKacHOCTTa Ha
puBapokcabaH npH HAYaITHOTO M NMPOIBLIDKUTENHOTO NeueHue Ha ocTpH JIBT u BE w npodwnaxkTukara
Ha peurarMBi. Han 12 800 mauneHTH ca mpoyueHK B YETHPH PaHAOMH3UPAHH, KOHTPOIHPAHH
KIMHWYHHA npoyuBaHud daza Il (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
DOMBIHKTEITHO € ITPOBEIeH TIpeaBapuTenHo AedrHMpaH cbopeH aHaau3 Ha npoyusaHuATa Einstein
DVT u Einsten PE. O0miaTa xoMOMHHpaHa MPOABIKHATEIHOCT HA JIEYEHHETO 32 BCHUKH NPOYUBAHHUA €
o 21 mecela.

B npoyusanero Einstein DVT 3 449 nayuenty ¢ octpa BT ca nmpoyyenu 3a neyenuero Ha JIBT u 3a
npodunakTuka Ha peunauBupaiii JIBT u BE (nauuenture ¢be cuMnToMaTHyeH bE ca u3kmodenw ot
TOBa npoy4BaHe). [[pOABIKUTENHOCTTA Ha IEYEHUETO € 3, 6 UMK 12 Mecella B 3aBUCHMOCT OT
KJIMHAYHATA MTPELICHKA Ha U3CTICIOBATENA.

3a nmeyeHHETO Npe3 NbpBUTE 3 ceaMHULM Ha ocTpa JIBT ca npunarann 15 mg puBapokcabaH 1Ba mbTH
AHeBHO. Cnex TOBa NeYEeHUeTO Npoabikasa ¢ 20 mg pusBapokcabaH €AHH ITHT AHEBHO.

B npoyuBanero Einsten PE 4 8§32 nmauuenTy ¢ octep BE ca npoyueHu 3a neyeHneto Ha bE u 3a
npodunakTnka va peuransrpaind JIBT u BE. IpoasmkutentocTTa Ha JiedeHUETO € 3, 6 Ui

12 Meceua B 3aBKCUMOCT OT KITMHHYHATA NPELUCHKA Ha H3CAeA0BaTes.

3a negenmero Ha ocThp BE nipes mepeuTe 3 ceaMuiM ca npunaraiu 15 mg pusapokcabaH Ba ITbTH
nHeBHO. Cnej TOBA JIGUCHUETO Mpoasikasa ¢ 20 mg puBapokcabaH €IMH T JHEBHO.

U npu asete npoyusaHua Einstein DVT u Einsten PE cpaBHUTENHOTO NeYEHHE BKITIOUBA
€HOKCarnapH1H B POXb/DKEHAE Ha MMOHE 5 THH B KOMOUHALIMA ¢ aHTaroHUCT Ha BUTaMuH K 10

nocrurade Ha ¢TodHoCcT 32 PT/INR B TepaneBTHuHuTe rpanuu (2 2,0). JleveHneTo nNpoawKaBa C
aHTAaroHWCT Ha BUTAMHUH K, KaTo J03aTa My € TakaBa, 4e cToltHocTuTe 3a PT/INR naca s
TepaneBTHYHUTE rpanvuy ot 2,0 go 3,0.

B npoyusaneto Einstein Extension | 197 nauuentt ¢ JIBT unu BE ca npoyuenu 3a npodmnakrukara
Ha peunanpupaii ABT u bE. [IpoabmxutenHocTTa HA NeyeHHeTo odxBalua AonbaHUTERHU 6 10 12
Mécella NPU NMaLHEHTH, KOUTO ca IpeMUHANTM Kypce Ha JedeHue oT 6 10 12 Mecena Ha BeHO3¢eH
TpoMO0emb0IM3EM B 3aBUCUMOCT OT KIIMHHYHATA NpeLieHKa Ha uscnenosatens. CpaBHsaBa ce
prBapokcabax 20 mg BEAHbX AHEBHO ¢ Mauedo.
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[TpoyuBanusTa Einstein DVT, PE u Extension W3non3saTr eAHK U CBILH NMPEABAPUTEITHO neqmﬂnpaﬂu,
ITLPBHYHK U BTOPUUHH pe3yNnTaTH 3a epukacHocT. [TupeudHuaT pe3ynrar 3a epukacHoCcT € i
CHMITTOMAaTHYEH PetHAMBHpall BeHo3eH TpomboeMOomu3ssM (BTE), neduHupaH kaTo cbCcTaBeH 3‘?

peraueupama JIBT unu neraned wnu Heneraned BE. BTOPUMHUAT pe3ynTar 3a epUKacCHOCT Ce - ‘
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neduHUpa KaTo cheraseH oT penuansupama JIBT, neneraned BE 1 cMBPTHOCT He3aBUCHMO OT

NpUYKHHATA.

B npoyqsane Einstetn Choice 3 396 naunenTu ¢ norsbpaeHa cumnroMatiuna JIBT w/wimm BE, kouto
ca 3aBBPLIANY 6 10 12-MecedHO aHTHKOAryJIaHTHO JISYECHHE, Ca MPOYYEHH 3a NpodHIaKTHKa Ha
daranen BE u Hedatanau cumnromariuaau JIBT u BE. [TauneHTHTe ¢ MOKa3aHue 3a NPOALIKHTEIHO
aHTUKOAryJlaHTHO JICYCHHE C TepaneBTHYHA 1034 ¢a U3KIIFOYEHU OT NPOYYBAHETO.
[TpoXbMKHTENHOCTTA Ha TEYCHHUETO € 10 12 Mecena B 3aBHCUMOCT OT JaTaTa Ha HHIWBHAYATHOTO
paHZoMH3UpaHe (MeanaHa: 351 aun). Pupapokcadan 20 mg BeaHbLX AHEBHO M pHBapokcabax 10 mg
BEIHBX AHEBHO ca cpaBHeHH cbe 100 mg aueTHncamMuMIoBa KHCEIHHA BEAHBX JHEBHO.

[ThpBHYHMAT pe3ynTar 3a ePUKaCHOCT € CUMNTOMATHYEH pELMAMBHpALl BeHO3eH TpoMO0oeMOOTH3bM
(BTE), nedunupaH KaTo cMeculiaTa oT peudansupaiua JIBT unu ¢aranen unu negaraneH bE.

B npoyusanero Einstein DVT (Bx. Tabnuua 6) ce nokassa, 4e pupapokcadaH € ¢ He nno-Manka
edexkTUBHOCT OT eHokcanapud/ABK 3a mupBuaHuA pe3ynraT 3a edpukacHocT (p < 0,0001 (TecT 3a He
no-mMaika edpexrusHocT)); KP: 0,680 (0,443 - 1,042), p = 0,076 (rect 3a MpeBb3X0ACTBO)).
[Ipeasapurento aedhuHMpaHaTa HETHA KIIMHUYHA 0133 (THPBHYEH pPE3YJITAT 3a €(UKACHOCT (IH0C
roneMH KpbBoHITHBH) ce chodinasa ¢ KP 0,67 ((95% AU= 0,47 - 0,95), HoMuHamHa p CTOWHOCT p =
0,027) B non3a Ha puBapokcabaH. INR cToiiHOCTHTE ca B TepaleBTHYHUR AUana3on cpeaHo 60,3% ot
BPEMETO TIPH CpeaHa NMPOXBILKUTENHOCT Ha JedeHueTo ot 189 auu, u 55,4%, 60,1% u 62,8% ot
BPEMETO NP FPYIIHTE € TUIAHHPAHO JIEYCHUE ¢ TIPOTLIDKUTENHOCT CHOTBETHO 3, 6 1 12 Mecena. B
rpymnara Ha eHokcanmapui/ABK HsMa scHa BpB3ka MexIy HHBOTO Ha cpedHoto ueHTpanHo TTR
(Bpeme B TaprereH INR auanason 2,0 - 3,0) ripu TepuUHIHTE ¢ €IHAKBB pa3Mep H 4eCToTaTa Ha
peuraneupaiure BTE (p = 0,932 3a Bzaumozaelicteue). B Hadi-ropHud TeplUt o OTHOIMECHHE Ha
uentepa KP npu pusapokcaban cipsmo sapdapus e 0,69 (95% [H; 0,35 - 1,35).

YecroraTta Ha TbpPBUHHUTE PE3YNTATH, CBBP3aHH ¢ Oe3onacHocTTa (roleMy WiK KTHHHYHO 3HaYUMH
HEroJIeMH KPbBON3IMBH), KAKTO K BTOPHYHUTE pe3yINITaTH CBhp3aHU ¢ Oe30MacHoCTTa (roNeMu
KPBBOH3NUBHK) € CXOHA NpPH ABETE TePaneBTHYHH IPyNu.

Tabauna 6: Pesyntatn 3a epuxacroct v Gezonacuoct ot ¢gpasa III Einstein DVT

3 449 nauueHTH ChC CUMITTOMAaTH4YHA OCTpa Ab/I00Ka BEeHO3HA
[MpoyusaHa nomyauus
TpoMO03a
PupapokcaGan® Enoxcanapun/ABK®
J03a u MpOaBIPKUTEITHOCT Ha
TeUeHIETO 3, 6 win 12 Meceua 3, 6 unu 12 meceua
N=1 731 N=1 718
CuMnToMaTHYEH peUMIHBHpALL 36 51
BTE* (2,1%) (3,0%)
CumnroMaTuueH 20 18
petiaaupant bt (1,2%) (1,0%)
CuMniToMaTuyHa 14 28
peunausupaina JIBT (0,8%) (1,6%)
0
Cumrrromatuudy BE u JIBT 1(0,1%) 0
dartanen BE/cMuprT, kbaeto BE | 4 (0,2%) 6 (0,3%)
He MOXe 1a OBJIE H3KINOYEH
[ConaMo UK KTHHUYHO 3HAYHMO 139 138
HETONNAMO KBbPBCHE (8,1%) (8,1%)
14 20 P
['oneMu KpbBOH3INHBH /‘23‘“
(0,8%) (1,2%) 7
a) Pusapokcaban 15 mg nBa meTH AHEBHO 32 3 ceAMHULN, nocnensado ot 20 mg e,uuugﬁ_@' A
0) EHokcanapuH 3a Hali-Manko 5 IHH, 3acTblieH H nocnexsaH oT ABK -11
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* p < 0,0001 (1He no-manka epMKaCHOCT 1O OTHOLIEHUE Ha npeaBapurenHo onpeaeneH KP 2,0);
KP: 0,680 (0,443 - 1,042), p=0,076 (npeBb3X0ACTBO)

B npoyuBanero Einstein PE (8x. Tabnnua 7) ce nokassa, ye puBapokcabaH € ¢ HE MMO-MalKa
eduxacHoOCT OT eHokcanapuH/ABK 3a mupBuuHna pesynrar 3a epukacHocT (p=0,0026 (Tect 3a He 110
manka epuxacuoct); KP: 1,123 (0,749 - 1,684) ). [penrapurento aepuHUpaHaTa HeTHA KITHHKUYHA
nojza (ITbpBUUEH pe3ynTar 3a eQUKaCHOCT IUTKC rojieMH KphBORANUBK) ce cnobinasa ¢ KP or (0,849
((95% OH: 0,633 - 1,139), HomunanHa p ctoliHocT p = 0,275). INR croliHoCTUTE ¢a B TEPAICBTUUHHSA
RuanazoH cpeaAHo 63% OT BpeMeTo IpH cpeiHa NPOXBIKUTEIHOCT Ha NeYeHHETO OoT 215 aHu u 57%,
62% v 65% OT BpeMeTO IIpU IPYITHTE C ILTAHHPAHO JICYEHHE ¢ MPOIBDKHTETHOCT CHOTBETHO 3, 6 1 12
Mecera. B rpymnara Ha eHokcanapuH/ABK HaMa ACHa BpBb3Ka MEXKIY HHBOTO Ha CPEIHOTO LIEHTPAITHO
TTR (speme B Taprered INR auanazon 2,0 - 3,0) npy TepLUHIHTE ¢ €IHAKEB pa3Mep M 4ECTOTaTa Ha
peunausupainute BTE (p = 0,082 3a p3aumoneiictene). B Hall-ropHusa Tepin no OTHOWIEHWE HA
neHrspa KP nipu purapokcaban cripamo Bapdapun e 0,642 (95% JU: 0,277 - 1,484).

YecroTHTe 32 MHPBUYHHUA pe3ynTaT 3a §e30NacHOCT (TOJIEMH WM KITHHWYHO 3HAYMMHU HeroJIeMHU
KPBbBOMANUBH ) Ca MAIIKO NO-HUCKH B rpynata Ha feucHue ¢ puBapokcaban (10,3% (249/2412))
CpaBHEHHE ¢ rpymnara Ha neueHue ¢ eHokcanapuu/ABK (11,4% (274/2405)). Yecrorara 3a
BTOPUYHHA pe3yJITaT 3a 0€30NnacHoCT (rojieMu KphrBOMIIUBH) € NTO-HUCKA B rpynaTa Ha pHBapoKcaban
(1,1% (26/2412)) B cpaBHeHue ¢ rpynara Ha eHokcanapui/ABK (2,2% (52/2405)) ¢ KP 0,493 (95%

ITH: 0,308 - 0,789).

Tabauna 7: PeayaraTu 3a epuxacuoct H 6e3onacHocT ot ¢pasa Il Einstein PE

I1poyyBana nomyJiaums 4 832 nauueHTH ¢ OCTpa cuMnromaTtuyHa bE
Pusapokcaban® Enxokcanapun/ABK®
J03a ¥ MPOABIKUTEITHOCT Ha
EYCHHETO 3, 6 unu 12 Mecela 3, 6 unu 12 Mecena
N=2419 N=2413
CuMOTOMaTHYCH peUHIUBHpPALLL 50 44
BTE* (2,1%) (1,8%)
CuMnToMaTH4eH 23 20
PCUNIHBHPAIL] BE (1 ,ﬂ%) (0,3%)
CuMniroMaTuyHa 18 17
peunmusrpama JIBT (0,7%) (0,7%)
0
Cumnmromatuydid BE u JIBT 0 2 (<0,1%)
®artanen BE/cMbpT, KkBAeTo BE | 11 7 (0,3%)
He MOXe za 6bJe U3KMoueH (0,5%)
["onamMo MK KJIMHUWYHO 3HAUUMO | 249 274
HCTOJIAMO KBpPBCHC (1 0’3%) (1 1, 4%)
26 52
["ojleMM KpLBOHINKBH
(1,1%) (2,2%)
a) PusapoxkcabaH |5 mg a8a meTH AHEBHO 3a 3 CEAMMLH, NTocneaBaro ot 20 mg eauH IThT THEBHO
6) ExokcanapvH 3a Halt-Manko 5 JHH, 3acTBIIeH U nocienBaH or ABK

*
KP: 1,123 (0,749 - 1,684)

[TporeneH e npeasapuTenHo AehUHKHpaH 060061IeH aHATH3 Ha pe3yIITaTa OT NpoyyraHuaTa Einstein—
- iy
1

DVT u PE (Bx. Tabnuua 8).

.’ .h"« . ',;. n
TaGauua 8: Pesynratn 3a epuxacHocT H GesonacHocr ot cGopen anann3 ua dasa I Bin “" VN

DVT u PE
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| [lpoyuBaHa moiryiaius 8 281 maumenTH ¢ ocTpH cummroMaTHirH JIBT unwn bE
Pusapokcaban® 3, Exokcanapua/ABK®
J03a ¥ NpoABJIKHUTENIHOCT Ha 6w 12 Mecerra 3.6 wn 12 mecewa
NIEYEHUETO
N=4 150 N=4131
CuMmroMaTHuEH peLManBUpaiy 86 95
BIE® (2,1%) (2,3%)
CumrroMaTHyeH peuyausupany | 43 38
bE (1,0%) (0,9%)
CuMnToMaTu4Ha 32 45
peunamsupama JIBT (0,8%) (1,1%)
CumrrromatvdHM BE u JIBT 1 (<0,1%) 2 (<0,1%)
MDartaned bE/cMBpT, npu koaTo | 15 13
HE MOe Ja ce N3KITIOYH bE (0,4%) (0,3%)
["oneMu Unu KIMHAHHO 3HAUNMHK | 388 T412
HECT'OJIEMH KPBBOH3JIWBH (9,4%) (10’0%')
['onemMu KpbBOU3ITUBH 40 72
(1,0%) (1,7%)
a) PuBapoxcabad 15 mg aBa mbTH AHEBHO 3a 3 CEAMMUM, nocneasaHo oT 20 mg eauH NbT
THEBHO
0) EHokcamapwH 3a Rail-Manko 5 IHH, 3acThlleH U mocneaBal oT ABK
* p < 0,0001 (ne mo-mManka e¢pukaCHOCT IO OTHOLIEHWE Ha npeaABapuTenHo onpeaeneH KP ot

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

[IpenBapurento gedpuHNpaHaTa HETHA KITHHUYHA Mo3a (ITbPBUYEH pe3yIITar 3a epUKaACHOCT ILUTIOC
roJieMH KpLBOM3MHBH) Ha cOopHHA aHanus ce crobmana ¢ KP ot 0,771 ((95% JAH: 0,614 - 0,967),
HOMHHANHA p cTodiHocT p = 0,0244).

B npoyusaneto Einstein Extension (gx. Tabnuua 9) puBapokcadaH npepp3xoxaa rniauedo no
OTHOIIIEHHE HA TILPBHYHUTE W BTOPHYHUTE PE3YNTATH 32 ePUKACHOCT. 3a MbpBHYHHUA Pe3yNTaT 3a
Oe3onacHocT (rojieMy KPLBOHAIMBH) C€ YCTAHOBABA HEZHAYUMO YUCIEHO NO-BUCOKa YECTOTA MNPH
MalMEHTHTE HA JieueHHe ¢ puBapokcabax 20 mg equH NbT Ha AeH B cpaBHEeHUe ¢ nnaiedo.
BTopuyHHAT pe3ynTar 3a 6e30nacHOCT (rojeMM HITH KITHHUYHO 3HAYUMU HErONIeMH KPbBOM3THUBH)

[MOKa3Ba MO-BHCOKM YECTOTH TPH MMaLHEHTUTE, JICKYBaHU ¢ puBapokcaban 20 mg eauH MbT JHEBHO, B
cpaBHeHue ¢ mauebo.

Ta6anua 9: Pesyaratv 3a epuxacroct 1 6e3onacHocT oT Pa3za III Einstein Extension

[TpoyuBaHa nomynauus ! 197 naumeHTH ¢a NPOALIIKUIIK ICUCHHETO U NMPOPUIAKTHKATA
33 peUUAHBHPAL] BeHO3eH TpomMOoeMO0IHIEM
Ho3a ¥ NpOaBLIHKHTEIHOCT Ha PusapokcaGan® [Tnanebo 6 unu
JICHCHACTO 6 uan 12 Meceua 12 Meceua
N = 602 N =394
CuMriToMaTWYeH peLMANBHApAN] 8 (1,3%) 42
BTE* (7,1%)
CumnromaruyeH peurausupawn | 2 (0,3%) FE
bE (2,2%)
CuMnroMaTH4Ha 5 (0,8%) 31
peunanBupama JIBT (5,2%)
Matanend BE/cMupT, put kosTo | 1 (0,2%) |1
He MOXe Ja ce W3KMo4YH bE (0,2%)
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["0eMu KpBBOUATHBH 4 (0,7%) 0
(0,0%)
KnuHNIHO 3HAYHMMU HEeroneMu 32 7
KPbBOUIIIMBH (5,4%) (1,2%)
a) Pusapokcaban 20 mg eAWH LT AHEBHO

*

p <0,0001 (mpern3xoactso), KP: 0,185 (0,087 - 0,393)

B npoyusaxero Einstein Choice (Bx. Tabnuua 10) pusapokcaban 20 mg u 10 mg npess3xoxaa 100

mg aneTHICATULIUIOBA KUCENIMHA N0 OTHOUIEHHE HA ITbPBUYHHUSA PE3YNTAT 3a edukacHOCT. OCHOBHUAT

pe3yaTar 3a 6e30nacHoCT (CbOUTHS Ha roNisM KPbBOHINIUR) € CXOAEH NPH NALMEHTUTE, IEKYBAHH C
puBapokcadban 20 mg u 10 mg Beansx AHeBHO B cpaBHeHKE ¢b¢ 100 mg aneTuncamMumiIosa

K

HCCJIHHA.

Tabnuua 10: PeaynraTu 3a epuxacroct n 6ezonacnoct ot ¢asa III Einstein Choice

3 396 ca npoasKHIM NpodUNAKTUKATA 3a peLIMIMBUPAIll BEeHO3eH

[IpoyuBaHa fiomynanus TPOMGOEMBOTHIEM
Pusapokcaban 20 PusapokcabaHl0 mg | ACK 100 mg peannx
TepanepTuuna 1032 mg BEINLX JHEBHO BEXHBXK JTHEBHO THEBHO
N=1 107 N=1 127 N=1 131
MeauaHa Ha
NPOABJIIXHTENHOCTTA HA
NEYECHUETO 349 [189-362] nuu 353 [190-362] oum 350 [186-362] nun
| HHTEepKBApTIWIEH
JAHarnasoH]
CuMnToMaTH4EeH 17 13 50
peunausupaul BTE (1,5%)* (1,2%)** (4,4%)
CuMnToMaTuyeH 6 (0,5%) 6 (0,5%) 19
peuuauBKpani bE (1,7%)
CUMNITOMaTUYHA 9 (0,8%) 8 (0,7%) 30
peunausupatua JIBT (2,7%)
Qaraned bE/ cMBpT, NpH
KOSTO HEe MOXe Ja ce 2 (0,2%) 0 2 (0,2%)
H3IKMo4M bE
CuMnroMaTH4yeH
peunausupaui BTE, 16 18 56
HH}papKT Ha MHOKAPAA, o 0 0
WHCYIIT UK CUCTEMEH (1,7%) (1,6%) (5,0%)
embonu3bMm H3ebH [ {HC
6 (0,5%) 5 (0,4%) 3 (0,3%)
["'olteMH KpLBOMRNHBH
KJIHHMYHO 3HaYHMU 30 (2,7%) 22 (2,0%) | 20
HEroNeMH KpbBOW3ITHBH (1,8%)
CuMnitoMaTuyieH
peurauBupall BTE unu 23 17
FoJIaM + T 53 (4,?%)
KPbBOH3JIUB (HETHA (2,1%) (1,5%)

KJIMHWYHA [107134)

* p<0,001(npeBb3X0aCTBO) pHBapokcabaH 20 mg Be,[[H.'l':_:H{ aHeBHO crpsMo ACK 100 m
nnesno; HR=0,34 (0,20-0,59)
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** n<0,001 (mpepB3xX0ACcTBO) prBapokcaban 10 mg seaunxk AHEBHO cripAaMo ACK 100 mg Beaubx
anesno; HR=0,26 (0,14-0,47)

" puBapokcaban 20 mg BeaAnbx JHEBHO crpsMo ACK 100 mg Beaunx nuesHo; HR=0,44 (0,27
0,71), p=0,0009 (noMunanHa)

™ puBapokcabaH 10 mg Benupxk qHEeBHO cnipsaMo ACK 100 mg sennsx auesHo; HR=0,32 (0,18
0,55), p<0,0001 (HoMuHaHA)

B nombnxenye koM nporpamara EINSTEIN ¢a3za 11, e nposeaeHo MpocneKTHBHO,
HEHHTEPBEHLUHOHAITHO, OTBOPEHO KOXOPTHO npoyuBaHe (XALIA) ¢ neHTpanuiupaHa oleHKa,
sovBam peuraneupanl BTE, ronsMo kspBeHe ¥ cMbpT. 5 142 mauuenrTa ¢ octpa JIBT ca
BKITIQUEHH 33 TIpoyUBaHe 6€30MacHOCTTa Ha piBapokcadaH B ILJTOCPOUEH TUIAH B CPABHEHHUE ChC
CTaHIapTHaTa aHTHKOAryJlIaHTHA TEpanus B KIIMHUYHATA pakTuKa. CTOMHOCTHTE Ha MOIAMO KbpBEHE,
peunauBHpanl BTE 1 BcUuYKH cliydan Ha CMbpT 3a puBapokcabaH ca 6unu csotsetHo 0,7%, 1,4% u
0,5%. ChiuecTByBaT pa3IMKHd B OCHOBHU XapaKTePUCTHKH HAa MALMEHTUTE, BKIIOYHTENHO Bh3pacT,
pak 1 6b0OpeuHo yBpexaaHe. M3nomn3BaH e cTpaTHQUUMpaH aHANU3 10 NTPEeABAPUTENRHO OfIpeaesIeHH
cTOMHOCTH 3a rpylMpaHe Ha H3MEpPBAHUTE OCHOBHH XapaKTePUCTHKH, HO BBIIPEKH TOBa OCTABAIIUTE
OTKJIOHEHHA MOXeE J1a NOBAMAAT HA pesyntature. Kopurupasure KP 3a ronsmMo kspsete,
peuuausipaul BTE u BcuukH ciryyan Ha cMbpT ca 6unu cworBetHo 0,77 (95% C1 0,40 - 1,50), 0,91
(95% C10,54 - 1,54) u 0,51 (95% CI1 0,24 - 1,07).

Te3u pesynraty NMpu NaUEHTH, KOUTO ca HXUnH HabmoJaBaHN TIPH pEATHY YCIIOBHA, €a B
CBOTBETCTBHE ¢ YCTAHORCHHUA Mpodu Ha Ge30MacHOCT NPH TOBA NMOKA3aHKE.

[TauneHTH ¢ BHCOKOPHCKOB TPOHHONO3UTHBEH aHTH(HOCHOMHITHIACH CHHIPOM

B cnoHCOpHpaHO OT U3ClenoBaTeNd, paHAOMHU3INPAHO, OTBOPEHO MHOTOUEHTPORO NPOYYBAHE ChC
3aCcNeneHa OleHKa Ha KpaliHUTe TOYKH, puBapokcabaH e cpaBHEH ¢ Bap(apHH NpH NALUEHTH C
aHaMHe3a 3a TpomM003a, AMArHOCTULIMPAHM ¢ aHTHHOCHOMUITHAESH CHHAPOM H C BUCOK PHUCK OT
TpoMOGoeMOonuuHN CHOUTHS (ITONOKKUTENHM NpK BCHUKHUTE 3 aHTH(POCHONNNUIHN TECTA: TYITyCEeH
AHTHKOAryJaHT, aHTUKAPAUOIMIHHOBY aHTUTENA U @HTUTENA cpelly Oera-2-rmuKkonpoTeuH ).
HAsnuTBaHETO € MpeKpaTeHO NpeKACBPEMEHHO Cliell BKIIOYBAHETO Ha |20 nauueHTH Nopaju TBbLpAe
MHOro chOUTHA cpea NnaudeHTuTe B rpynara Ha pusapokcaban. CpeaHoro npociensBaHe e 569 auu.
59 mauMeHTH ca paHIOMM3UpaHu Ha puBapokcaban 20 mg (15 mg 3a nanueHTH c KPEATHHUHOB
KIMpbHC (CrCl) <50 ml/min) n 61 Ha Bapdapus (INR 2,0 - 3,0). TpomboembonuuHM cbOHUTHA CE
nposBsABat np 12% oT nauueHTHTe, paHNOMH3IUPpAaHH Ha pHBapokcabaH (4 UCXeMHYHH WHCYITA 4 3
MHOKapaHu nHeapkTa). He ca cholmasanu coOUTHA NpH NMALMEHTH, paHIOMHU3MpaHH Ha BappapuH.
MacuBHO KbpBeHe ce Habmonaea npu 4-Ma nagueRTH (7%) OT rpynara Ha piBapokcabaH ¥ npu 2-Ma
nauueHTH (3%) oT rpynara Ha BapgapuH.

[lennarpyyHa MOMynaius

EBponeiickara areHiuis 110 JiekapcTBaTa OTNara 3aIb/DKEHUETO 3a NPEAOCTABAHE HA pe3yNTaTUTE OT
Npoy4BaHUATA C pUBapokcabaH B eiHa WK MoBede NOArpyIH Ha NeaMaTpUYHATE Oy TaUus npu
Ie4eHHeTo Ha TpoMOoeMbonuuHu cubuTua. EBponefickara areHums no nekapcrrara ocso00k1asa oT
3aThJIKEHHETO 33 MPE/IOCTABAHE HA PE3YJITATHTE OT NPOYYBAHUATA C pHBapokcabaH BbB BCUYKH
NOArpyNK Ha MeAraTpUyHaTa Nonyaauua npy npogunakriuka Ha TpomboembonnuHu cpduTns (BXK.
TouKka 4.2 3a uH¢opMaliis OTHOCHO ynorpeba B neanaTpusTa).

5.2 DapMaKOKHHETHYHH CBOIiCTBa

AOcopbumus

PuBapokcabaH ce abcopdupa 66p30, kKaTo MakcHManHUTe KOHUEHTpauuu {(Cmax) ce mocTHrar 2
- 4 yaca cnex mpuema Ha TabieTkara.

[Tepopanuara aGcopburs Ha puBapokcabaH e MOYTH MLITHA U NiepopanHaTa OHOHANTHYHOCT € BUCOKaA

(80 - 100%) 3a no3a ot 2,5 mg # ot 10 mg, npueTa kaTo TabNETKA, HE3ABUCUMO AW IPHEMBT. € Ha- . _
rmaaHo wiau cnen xpaHeHe. [IpueMbT Ha puBapokcadaH ¢ xpaHa He nogaussa AUC umu Cmu"npn
j03ara ot 2,5 mg # ot 10 mg, Ao e T
[Topaan namaneHara cTeneH Ha abcopbuus e onpeaenesa nepopanHa OMOHATWYHOCT of 66% 3a "’

Tabnetxa 20 mg npueta Ha rnagHo. [Ipu npueM Ha tabrerku pusapokcaban 20 mg c )#ﬁaﬂa ce . EI
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HaGmoaasar nosuineHua Ha cpeaHata AUC ¢ 39% B cpaBHeHHE C [pUeM Ha TableTKUTE Ha rMagHo,
KOETO I'OBOPH 33 MOYTH IThilHa abcopbuMs 1 BHCOKA NepopanHa SuoHanuyHOCT. PuBapokcabaH 15 mg
1 20 mg TpabBa 1a ce mpHeMa ¢ xpaHa (BX. Todka 4.2).

MdapMakoKHUHETHKATA Ha pHBapokcabaH € nouTH MHHelHa 10 okono 15 mg enKH BT Ha JeH NpU
npueM Ha rinagHo. Cnea npueM Ha XpaHa pusapokcaban Tabnetku 10 mg, 15 mg u 20 mg nokasra
MpONOPLIMOHATIHOCT Ha Jo3ara. [IpH Mo-BHCOKH 034 pUBapokcabaH nokassa OrpaHH4eHa oT
pa3TBOpUMOCTTa abcopbuuns ¢ HamaneHa GUOHANTMIHOCT ¥ HaMalABAHE HA cTenenTa Ha abcopbLusTa
[IpH NOBHILIABaHE Ha A03aTa. PapMakKOKHHETHYHATA BapHaOWIHOCT Ha puBapoxcabaH e yMepeHa ¢
BapupaHe Mexy oTAcnHuTe nauneHTH (CV%) B nunTepsana ot 30% qo 40%.

Ab6copbuunTa Ha puBapokcabaH 3aBUCH OT MACTOTO Ha HErOBOTO OCBOOOXKIaBaHe B CTOMAIIHO-
ypeBHUA TpakT. CrobulaBa ce 3a 29% u 56% namanenue Ha AUC u Cmax B CpaBHEHHKE € TableTka,
KOraTo rpaHynar pusapokcabaH ce 0cBobOkIaRa B MPOKCUMATHUTE OTAEIH Ha TEHKUTE YepBa.
Excro3nuusTa ce HaMansiBa JOMBJIHUTENHO, KOIaTo pUBapokcadaH ce ocBOoOOXKAaRa B AUMCTAITHHUTE
OTACNH Ha ThHKUTE YEPBA MJIH BBB Bb3XoARoTo aebenno yepro. [To Ta3zn npuyunHa Tpabea 1a ce
H364rBa NPUNIOKEHHETO Ha pUBapoKcadaH INCTATHO OT cTOMaxa, Thil KaTo TOBa MOXe Ja JOBeIE /10
HaMarneHa abcopbuua U CbOTBETHO CBBLP3aHa EKCNO3HLMA HA puBapokcabaH.

Buonannunoctra (AUC ¢ Cmax) € O1na cpapHuMa npu 20 mg puBapokcabal npHitoxkeH MepopaTHo
KaTo HaTpolueHa Tabnerka, pasMeceHa B AOBLIKOBO MOpe, WM CYCNIEHAUpaHa BBB BOAA W NTPUITOKEHA
ripe3 cToMalllHa COHAa, NOCEABaHO OT TEYHA XpaHa, B CpaBHEHME ¢ usnara rabnerka. Karo ce uma
npeXBHI TIPeABHAMMNA, TPOTIOPLIMOHANIEH HAa X03aTa hapMaKOKUHETHUYEH Mpodun Ha pueapokcabaH,
pesynratuTe 32 OHOHATMYHOCTTA OT TOBA MTPOYYBAHE BEPOSTHO Ca MPUNOXHUMH 3a IMTOHMKABaHE Ha
NO3UTE Ha pHBapOKCadaH.

PasnpeneneHue

Cebp3BaHETO C NNA3MEHMUTE MIPOTEUHHU IIPH XOpa € BUCOKO, OKOIo 92% no 95%, xato cepyMHUAT
anbyMHH e OCHOBHATA CBbp3Baila dpakuus. O6eMbT Ha pasnpencNeHHe € YMEPEH € Vs
npuénnzurenHo 50 aurpa.

buorpanchopmalivg ¥ eTMMUHHPAHE

Oxono 2/3 ot npunoxeHara no3a pusapokcabaH ce noanara Ha MeTaboIUTHO pasrpaxaaHe, cnel
KOETO TOJIOBUHATA ce eIMMKHIpa T1pe3 Ob0peunTe, a Apyrata MojoeruHa — ¢ gpexanuure. [locneanara
1/3 ot npunoxeHaTa 1032 Ce U3IThbYBA upe3 JupekTHa OBOpeuHa eKCKpellua KaTo HelMPOMEHeHO
aKTHBHO BEillECTBO B YPHHATA, MIaBHO Upe3 akTHBHA OhDpeyHa cekpelua.

Pusapokcaban ce Merabomusupa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXAHHIMH.
PasrpaxaHeTo upe3 OKuclieHHe Ha MOPHOTMHOHOBHA paauKall u XUIpon3aTa Ha aMUAHHUTE BPB3KH
ca OCHOBHUTE MpolecH Ha buorpancopmauma. Ot in vitro U3CICABaHUA ¢ H3BECTHO, Ue
puBapokcafaH e CybcTpaT Ha TpaHcniopTHHTE NpoTeuHu P-gp (P-rouxonpoteny) ¥ Berp (NpoTeuH Ha
pPEe3HCTEHTHOCT Ha paK Ha rbpHaTa).

HenpoMeHnernst puBapokcabaH ¢ Hait-BaxkHUAT KOMIIOHEHT B YOBelIKaTa Ina3sma, 6e3 aa uMa Apyru
OCHOBHH WM aKTHBHH LHHpKynupaiuy Metabonutu. Cbe cucteMel kaupbHC okono 10 Lh
prBapokcabas MOXe J1a ¢€ klnacupHuupa KaTo BELIECTBO ¢ HUCHK KIUpBLHC. Cnel HHTPaBEHO3HO
NPUIOXKEHHNE Ha 1032 OT | mg eTUMUHALUYOHHUAT MONTYKHMBOT € oKoJo 4,5 waca. Cnea nepopaliHo
PUIOKEHNE EIMMHHUPAHETO CTaBa JIMMUTUPAHO OT cTeneHTa Ha abcopbuus. EnumMuHupaneTo Ha
puBapokcadaH OT [U1a3MaTa HacThi1Ba ¢ TEPMUHANIEH NOMYKUBOT OT 5 10 9 Yaca npy MIaau UHINBHIM
v oT |1 710 13 9aca npy NalMEHTH B CTApPYECKA BB3PACT.

Crneunannu NOMmyIalHn

Ion
He ca ycTaHOBEHH KITHHUYHO 3HAYHMHU PA3IMKH BbB (hapMakOKMHETUKATA ¥ (papMakOIHHAMHAKATa
MEXIY MAHEHTH OT MBXKKHY W )KEHCKH [10J1.

Iayuenmu 6 cmapyecka év3pacm
[aunenTHTe B cTapYecKa Bb3pacT MOKA3BaT MO-BHCOKH MIa3MEeHH KOHUECHTPALIMH B CPaB
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Paznuunu xamezopuu g 3agucumocm om mez2n1omo
[TpekoMepHH OTKIIOHEHUS B TeNnecHOTO Terno (< 50 kg unmu > 120 kg) uMar caMmo MaIKO BIUSAHUE
BBPXY MIa3MEHUTE KOHLUEHTpauMy Ha puBapokcaban (nmo-manko ot 25%). He ce Hanara kopekuus Ha

Jo3ara.

Medicdyemnutecku paznuiun

He ca ycTaHOBEHH KNTMHWYHO 3HAYUMH MEXIYECTHHUECKU pazIuuMg NpU NMALMEHTH OT €BPOTICHIIHATA,
appo-aMepHUKaHCKaTa, JIATHHOAMEPUKAHCKaTa, AMOHCKaTa U KuTatickara rpynH 1o OTHOLIEHHE Ha
dapMakokHHeTHKaTa ¥ HapMakOXHHaMMUKaTa Ha puBapokcadaH.

Yeprnoopobro yspeoicoane

[TaumenTy ¢ LHEPO3a W fieKo YepHoApoOHO yBpexaaHe (knac A rmo Child Pugh) nposiBasar camo
MUHHMaJIHU NPOMEHH BbB (papMaxkokuHeTHkara (cpeano 1,2 mbTH nosueHne Ha AUC Ha
pHBapokcabaH), KOETO € OYTH CPAaBHUMO ChC ChOTBETHATA UM KOHTPOITHA Ipyna 34pasi HHIWBHIK.
TTpH nanuenT! ¢ UUpo3a U yMepeHo YeproapobHo yepexaane (knac B mo Child Pugh), cpennara
AUC Ha pupapokcabaH ¢ 3HaUMTENHO NOBUILEHA (2,3 MHbTH) B CPaBHEHUE CHC 3ApaBK JOOPOBONLIM.
AUC ua HecBbp3aHaTa ¢pakuns ce nosuilasa 2,6 reTH. [1pH Te3M NauueHTH UMa U HaMaJieHo
O6u0peuHo enuMHuHKpaHe Ha puBapokcabaH, moo0HO Ha TOBA ITPH MALMEHTH ¢ yMepeHo OBOpedHo
yBpexkaake. HaMa qaHHH OT NalMEHTH C TEXKO YepHOAPOOHO yBpeKaaHe.

HuxubupaHero Ha aKTHRHOCTTA Ha (hakTop Xa NMpH NAaLMEHTH C YMEPEHO YEPHOAPOOHO YBpEXKIAHE €
NMoBUIIEHO 2,6 BTH B CPAaBHEHUE CBC 3Aparu go0posonuy; PT cbulo € yanmxkeHo — 2,1 msTH.
[TaumeRTHTE ¢ YMEPEHO YepHOAPOOHO YBpEXKAaHe ca MO-YYBCTBHTEIHHU KM pHBapoKcadaH, KOeTo
BOOH 10 no-cTpsMHO PK/PD choTHOmMEHHE MeXay KOHLIEHTpauuaTa 1 PT.

PuprapokcabaH ¢ MpOTUBOIIOKA3aH [pH MAUUEHTH ¢ YepHOAPOoOHO 3abongBaue, CBLP3aHO C
KOaryJjonarus U KJIMHUYHO 3HAYUM PHCK OT KbpBEHE, BKIIOYHTEITHO nauueHTH ¢ uupo3a ¢ Child Pugh
B u C (Bx. Touka 4.3).

bvbpeuno yepescoane

HabGmonagra ce yBeUUeHHE Ha €KCTIO3ULIMATA HA PUBAPOKCA0aH yCnopeaHO ¢ HaManiBaHe Ha
ObOpeunara QyHKUHUA, H3MEPEHA Upe3 KPEATUHHHOBUA KNUPBHC. [IpH HHAHBHAM C NIEKO
(kpeatyHHHOB KIHPBHC 50 - 80 ml/min), yMepeno (kpeaTUHNHOB KIUPBHC 30 - 49 ml/min) # Texko
(KpeaTHHHHOB KIHUPBHC 15 - 29 ml/min) 666peuHo yBpexIaHe MIa3MEHUTE KOHLIEHTpAllUK Ha
puBapokcaban (AUC) ca cvoTteetHO 1,4, 1,5 1 1,6 mbTH n1o-BUCOKHU. CHOTBETHOTO 3aCUIIBaHE Ha
¢apMakogHHAMHYHHTE edekTH € mo-u3pazeHo. [Ipu HHAMBUAM ¢ NeKo, yMEPEHO B TEXKO OBOpeTHo
yBpeXIaHe LATOCTHOTO HHXHOUpaHe Ha akTUBHOCTTA Ha dakTop Xa € cwoteeTHO 1,5, 1,9 W 2,0 mbTH
MIO-CHITHO B CPaBHEHHE CBC 3Aparu 1o0poronuy; PT ceilo € yabmkeHo — cbOTBETHO 1,3, 2,2 1 2,4
nbTH. HaMa JaHHU OT MalMeHTH ¢ KpEaTHHWUHOB KITMPEHE <15 ml/min.

[Topaau BUCOKATa CTEMEH HAa CBRP3BAHE C MJIA3MECHHUTE MPOTEHHU HE CE OYakBa pHBapokcaban aa
MOXe Ja One oTAeNeH Ype3 JUanu3a.

He ce npenopruea yrnotpeda Npu natMeHT! ¢ KpeaTHHUHOB KITHPBHAC <15 mi/min. Pusapokcaban
TpA6Ba a ce W3MON3Ba BHUMATEITHO MPH MALHEHTH ¢ KPCaTUHHHOB KIHPBHC 15 - 29 ml/min (Bx.
TOuKa 4.4).

QapMakOKHHETUYHHY JAaHHHU NIPH OaIUEHTH

[Tpu naumeHTH, NoNMyYaBally puBapokcalaH 3a leueHMe Ha ocTpa AbA00ka BeHo3Ha TpoMbo3a (/IBT)
20 mg equH BT AHEBHO, CpeAHaTa reoMeTprudHa KoHueHTpauusa (90% npordosexd wHrepsan) 2 - 4
yaca ¥ oKono 24 yaca cjiell npueM Ha f103a (Ipubnu3uTe/IHO NpeacTaBnspallii MakCHMaHara u
MHHHMAIHATA KOHLIEHTPALIMY Npe3 BpeMe Ha J030BUA HHTEpBaA) € ChoTBeTHO 215 (22 - 535) u 32 (6
239) mcg/l.

Bpsika dapMakokuHeTHka-DapMakoIHHRAMHKA .

Bpw3kara dpapMakokHHeTHKA/ papmakoanHamiuka (PK/PD) Mexay nitazMeHaTa KOHUEHTpatu
pHBapoKcabaH H HAKONKO KpaltHK (hapMakoAWHaMUYIHH KpaliHi TOMKH (WHHXHOUpaHe Ha da
PT, aPTT, Heptest) € npoyuyeHo ciex npuiiarase Ha WHpOkK AKMana3zoHn or 103m (5 - 30 mg
lcH). Bpb3kaTa Mexay KOHLIEHTpaUMATa Ha puBapoxcabaH W akTUBHOCTTA Ha (pakTop Xa
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ce onmucBa ¢ Emax Mogesn. o oTHomeHne Ha PT MoaensT Ha TuHelHo npecudaHe ONHMCBa JaHHUTE
00UKHOBEHO nNo-A00pe. HakTOHBT Ha KpHBATa BapUpa 3HAYUTEITHO B 3aBHCHMOCT OT Pa3/IMUHUTE
uanon3saHu PT pearenTu. [1pu usnonssane Ha Neoplastin PT, PT Ha uaxoaHo HMBO € oxonto 13 s, a
HakoHbT oKono 3 40 4 s/(100 mcg/l). Peayrrature o ananu3a Ha PK/PD ot dasa II u 111 ca cxomnm ¢
JaHHUTE, YCTAHOBEHH TIPH 3ApaBH UHINBKIIY,

ITeanaTpuyHa momynaiHs
He ca npoy4sanu 6e3onacHoctTa H €pUKACHOCTTA NPH Jelia U IOHOMIH Ha Bb3pacT Ao |8 roaunm.

3.3 MpeakAnHNYRK 1aHAN 33 GezonacHocT

HexnMHUYHHKTE JaHHH HE MOKa3BaT 0CO0EH PUCK 3a Xopa Ha Oa3aTta Ha KOHBEHIIMOHATHUTE
GapMaKOQIOTHIHHN WINUTBAHKUA 3a HE30MACHOCT, TOKCHYHOCT MPH eIHOKPATHO NPHIOXKEHHE,
(OTOTOKCHIHOCT, F’EHOTOKCHYIHOCT, KAHLEPOT¢HEH MTOTEHLHAN W FOBEHH IHA TOKCHIHOCT. EdexTHTe,
HabmogaBaHy MPH UIMUTBAHUATA 32 TOKCHHHOCT ITPM MHOTOKPaTHO MPUJIOKEHHUE, €A CRBP3aHU
OCHOBHO ChC 3aCHNICHATa papMakOAMHAMWYHA aKTHBHOCT Ha puBapokcabaH. [Tpu mursxose ca
HabnoaBaHM MOBHILEHHU MIa3MeHN HUBa Ha IgG U IgA nMpu KMBA HA eKCNO3ULINMS, CHLOTBETCTBAIIH
Ha KIIMHUYHWTE.

[pu rutbxose He ca HabnroJaBaHK ePEeKTH BEPXY QEPTUIIHTETA NPU MBIKKUTE WITH KEHCKHTE
XHBOTHH. M3IMUTBAHKATA [TPH KUBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT, CBBhP3aHa C
hapMakoJIOTMYHUS MEXAaHH3BM Ha JelicTBie Ha puBapokcabaH (Hamp. XeMOParuYHH YCIOKHEHHS ).
[Tpn nna3mMeHn HKUBA, CHOTBETCTRAIM Ha KIHHUYHUTE, ¢a HAOmoZaBaHK eMOpno-peTaniHa TOKCHIHOCT
(MToCUMMIIAHTALIHOHHA 3ary0d, 3a0aBeHO/CTHMYITHPARO OCH(PUITHpAHE, MHOXKECTBEHH Oneaun
XeNaTanHW MeTHA) U MOBHILIEHA YeCTOTa Ha Hal-4eCTO CpellaHuTe MaTpOpMaLINH, KakTo H
nialeHTapHu npoMeHH. [Ipu npe- ¥ NOCTHATANHO U3NMUTBAHE HA MTLX0Be € HabmoaBaHa HaMalleHa
BUTATHOCT Ha MOKOJEHUETO NPH J03M, TOKCUUHK 3a MallkuTe,

6. OAPMAUEBTHYHH JAHHH

6.1 CnHChbK HA TOMOIMHHTE BEIRECTBA

Kcabauen 15 mg gunMupanu tabiaerku
Axpo na Tabnerkara:
MuxkpokpucTanHa uennyio3a
Kpockapmenosa Hatpu#i

Jlakro3a MOHOXHAPAT

Xunpomernosa

Harpues naypuncyndar

Maruesuen creapar

DOUIMOBO MOKPUTHE:

Makporon 3350 (E 1521)
XunpoMenosa 2910 (E 464)
Turanos guokcun (E 171)
AeneszeH okcng, YepseH (E 172)

Kcabanen 20 mg buaMupanmu TabaeTku

Anpo Ha TabneTkara:

MuKkpoxpHCTaIHA LETYI032

KpockapMmernoza HaTpult

Jlakto3a MOHOXHIpAT

XunpoMenosa

Harpues naypuncyngar |
Marne3ues creapar
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(DUIMOBO [TOKPUTHUE:

Maxporon 3350 (E 1521)
Xunpomenosza 2910 (E 464)
Twurauos auokeuxn (E 171)
XeneseH okcua, depseH (E 172)

6.2 HecLBMECTHMOCTH

HenpunoxuMo

6.3 Cpok Ha roasocr

3 roauHu

6.4 ChnenuanHH yCOBUA HA CLXPAHEHHE

To3u nexapcTBeH MPOAYKT HE U3NACKBA CMIELHATHN YCNIOBHS HA ChbXPAaHEHHUE.

6.5 Bua ¥ CLABPKAHHE HA OMTAKOBKATA

KcaGanen 15 mg puaMupauy TaGneTku

[To 14, 28 unu 42 punmupanun Tabnetkn onakosauu B dummcrepu ot PVC/anymunueno gonuo. [To 1, 2
unn 3 6aucTepa B KAPTOHEHA KYTHUA 3aeIHO ¢ TUCTOBKA.

Kcabanen 20 mg ¢punMupaun Tabretky

[To 28 unu 100 pummupanu Tabnerku onaxoranu B Onuctepu ot PVC/amymMunuero ¢onuo.llo 2 um
10 6nucTepa B KapTOHEHA KYTHA 3a€HO € IUCTOBKA.

He BCHUKHW BHIOBE ONMAKOBKH MOrar aa ObaaT mycHaTH Ha nasapa.

6.6 CneunaaHH Npeanas’Hd MepkH NpH H3XBHLPJIKHE

Heuznmon3saHUuAT JIEKAPCTBCH NPOAYKT HJIH OTIAABYHHUTC MATCPHUAIIHA OT HErO Tpﬂﬁﬂa Ad CC U3IXBDBPIIAT
B CHOTBETCTBHE C MECTHHTE H3INCKBaHHAL.

7. IMMPUTEXATEJI HA PABPEIHIEHHETO 3A YIIOTPEBA

COMDAPMA Al
yi. Unnercko moce 16, 1220 Codus, buarapus

8. HOMEP(A) HA PAPEIHEHHETO 3A YIIOTPEDBA

Per Ne: 20210097 KcabaHen 15 mg
Per Ne: 20210098 Kcabanen 20 mg

9. JATA HA ITBPBO PAZPEIHABAHE/IIOJHOBSABAHE HA PAZPEIHEHHETO 3A
YIIOTPEBA

Hata Ha meprO paspemanane:26.04.2021 r.
JlaTa Ha MBPRO MOAHOBABAHE:

10. HATA HA AKTYAJIUZUPAHE HA TEKCTA: HOuu 2025,
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