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' Kpmmxka xapakmepucmuka Ha npogyxkma - [IpusoxeHue 1
)
Pukcento 20 mg purmupas raGreri 5. TOALLTTD, e
Rixelto 20 mg film-coated tablets ;PaEPEUJeHUG Ne _ 3 -06- M
| somame-.. k2008 L9 W Ll
2. KAYECTBEH M KOJIMYECTBEH ChbCTAB GOBPEHUE NE .. S s

Beska punmupana tabnetka cpabpka 20 mg puBapokcaban (rivaroxaban).

HOMOQJHO BELLECTBO C H3BECTHO gel‘»icrme

Besaka punmu ‘l)ana Tabnerka cbabprka 21,76 mg nakrosa (kato MoHoXHApar) u 0,641 mg Hatpwii ,
BIJKTE TOYKa

3a NbIHHS CIMCHK HA MOMOUIHHTE BELLECTBA BHXKTE TOuka 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmHpaHa Tabnerka
Kadapo-ueppenn, Kpbriu, 1BoiHON3IbKHAIN TabneTku, ¢ BTbOHaTO penedHo o6o3Hauenue “20” ot
€/lHaTa CTpaHa H IJIaJiK{ OT Apyrara cTpaHa, ¢ IHaMeTbp okoJo 6,1 mm.

4. KJIHHUYHH JAHHHA
4.1 TepaneBTHYHH NOKa3aHHAS

INpodunakTHKa Ha HHCYJIT ¥ CHCTeMeH eMOOIM3BM NPH Bb3PACTHH NALMEHTH C HEKJIAMHO
NPeICHPAHO MbK/IEHE C €IMH MJIH NOBEYe PUCKOBH (PaKTOPH, KAaTO 3aCTOHHA Chpae4Ha
HEJI0CTAaThYHOCT, XMIIEPTOHHA, BB3PAcT > 75 roAHHH, 3axapeH AuabeT, npeauecTsall HHCYIT WIH
NPEXOIEH HCXeMHYEH MPHCTBII.

Jleuenue Ha 1bnGoka BeHo3Ha Tpombo3a (JIBT) u 6enonpoben em6onuzem (BE) u npodunakruka Ha
peunausupaiy JIBT u BE npu Bb3pacTHH. (BX. Touka 4.4 3a XeMOJIMHAMHYHO HeCTaOWIHH NaLHeHTH
c BE)

4.2 JI03HpOBKAa H HAYHH HA NPHJIOKEHHE

O3UPOBKa
Ipogpunaxmuxa na uncynrm u cucmemen emboIUI LM

[Ipenoprumnrennara no3a e 20 mg eIMH NBT IHEBHO, KOETO MPEACTAB/IABA H NPENOPbYHTETHATA
MaKCHMasHa 7103a.

Jleuenuero ¢ Pukcento TpaGBa 1a ce npoAb/pKaBa B ABJITOCPOYEH IUIAH, KOTAaTo N013aTa OT
NPOQHUIAKTHKATA HA MHCYJIT H CHCTEMEH eMOOITH3bM Ha/IBHIIABa PHCKA OT KbpBeHe (Bxk. Touka 4.4).

Ako Ob/ie MponycHaTa HAKOA 103a, NaUMeHThT TpAOBa na npueme PukcenTto nezabaBHO M Ha
CJIe/IBaLMA JIEH J1a MPOB/DKM C MPHEMa BEJIHBXK JIHEBHO CBHIVIACHO rpenopskute. He TpﬂGBa na ce
npHema JBoiHa /103a B CbLUMs JIEH 32 KOMNEHCHPaHe Ha MpoIycHaTaTa 103a. o




Jeuenue na BT, neuenue na BE u npogunaxmuxa ua peyuousupaugu JJBT u BE
IlpencpbynTenHaTa 4034 33 Ha4aJHO NeyeHHe Ha ocTpu JIBT win BE e 15 mg Asa meTH OHEBHO nMpe3
ITBPBHTE TPH CEIMHLM, IOC/ICABAHA OT 403a OT 20 mg BeAHEK JHEBHO 33 NPOXB/DKABANIOTO IEYEHHE
H npo¢unakTHKa Ha pepauBrpainy JIBT u BE.

Tpabsa aa ce MMa NMpeBH] KPATKOCPOYHA Tepanus (Hali-Manko 3 mecena) npy naumeHTH ¢ BT wiu
BE, npoBOKHpaHH OT roieMH NPEXOIHH PUCKOBH (GakTopH (T.6. CKOPOILHA ro1AMa onepalya Wi
TpaeMa). [To-mpoak/pKkHTENHA TepanuATa TpA6Ba Aa ce MMa NpeABH] NPY NALMEHTH ¢ MPOBOKMPAHH
JBT wnu BE, HecBBbp3aHH C rojieMH TPEXOIHH PHCKOBH dakTopi, nenposokupan JIBT niu BE unu
aHaMHe3a 3a peupanenpauu JHT win BE.

Korato e nokalaHa no-npoabDKHTeNHa NpoduiakTHka Ha peusansrpamy JIBT u BE (cnen
3aBbpLIBAHE HA NMOHe 6-MeceyuHa Tepanus 3a JIBT wnn BE), mpenoprunTentara nosa ¢ 10 mg seansx
AHeBHO. IIpH naiMeHTH, MPH KOHUTO ce CMATA, Ye pUCKLT oT peumauBupau JIBT wiu BE e Bucok,
KAaTO TE3H € YCJIOKHEHH CHITBTCTBALUM 3a60M4BaHHA, WIH KOHTO ca pasBuny peuuausupatiy JIBT
win BE npu no-nponp/ukHTeNHa NpodHIaKTHKA, TPAOBA fa ce HMa NpeaBHA mpHeM Ha Pukcenro 10
mg BeAHBXK JHEBHO M Pukcerrro 20 mg BeAHBX AHEBHO.

HpoxbokuTenHocTra Ha TepanuaTa TpAbBa fa ce onpeAeny H 403arTa ja ce n3depe HHAHBHIAYATHO
CJiell BHHMATETHA O1IeHKA Ha CHOTHOLIEHHETO MEXKIY NMOM3aTa OT NeYEHHETO H PHCKA OT KbpBEHe
{Bxk. TOUKa 4.4).

[MTepuon ot Bpeme CxeMa Ha mpuiaraHe O6ma IHeBHa
no3a

Tleuenue u Tlen 1-21 15 mg apa METH AHEBHO 30 mg
Npo(HNaKTHKA Ha
perwaueupamtd BT u (Ot Jlen 22 naraTok 20 mg BeAHBK AHEBHO 20 mg
Ilpodunaxrika Ha Cnen saBbpiiBaHe Ha 10 mg peanek AxHesHO win 20| 10 mg wim 20 mg
peunanerpainu JIBT n  Haii-manko 6-Meceuda  [mg BeHBK AHEBHO
BE repanua 3a JJBT nnu BE

3a ynecHsBaHe NNpeMHHAaBaHeTO OT A03a 15 mg kbM n03a 20 mg cnea deH 21 e HATHYHA 4- ceOMHYHA
onakoBka Puxcento 3a sanousane Ha nevexre Ha J{BT/BE.

AKo BEB (hazata Ha neueHHe ¢ 15 mg nsa nbTH AHeBHO (TeH | - 21) ce nponycHe eNHH NPHEM,
nauHeHTLT Tpa6GBa HezabaBHO Na mpHeMe PHkcenTo, 32 fa ce OCHTYPH O0LHO NPHETO KOIHYECTBO
or 30 mg Pukcenro 3a eaun neH. B nonobex cinyuaii Morar na 6vaaT npuetn Be TabneTkn ot 15
mg HapeaHbX. [TauneHTeT TPAGBA Aa MPOXLIKH PEAOBHHA NPHEM Ha 15 mg ABa ITHTH AHEBHO Ha
CIIEABALIMA [IeH, KAKTO € NMPenopb4ano.

Axo BbB (ha3aTa Ha JIEYEHHE C €IMH NPHEM Ha IEH Ce NPOMyCcHE efHH NPHEM, NAUHEHTHT TPaOBa
He3abaBHO na npHeMe PukcenTo 1 Tpa6Ba Ja NpOAL/DKH PEAOBHHA PHEM BEAHLXK AHEBHO Ha
Clle/IBAlIMA AICH, KaKTO ¢ npenopryaHo. He Tpabea na ce u3non3pa ABOHA f03a B pAMKHTE €1IHH H
CBILA IeH, 3a 1a Ce KOMIIEHCHpa NpOMycHATaTa 403a.

Ipemunasarie om neyenue c aumazonucmu na sumamun K (ABK) xom Puxceamo 3a naupeHTnre,
KOHTO Ca Ha JieyeHHe 3a NMPodHNaKTHKA Ha HHCYNIT M cuctemeH eMBonabm, ABK Tpsabea na ce cnipar
¥ Ja ce 3ano4He neyeHneTo ¢ Pukcento, koraro MexuyHapoanoro HopmanuaupaHo ¢hOTHOLIEHHE
(International Normalised Ratio, INR) e < 3,0. e
3a nauHeHTHTE, KOHTO ca Ha JieyeHue 3a JIBT, BE u npodunaxtka Ha peumamnen, ABK
COpaT U J1a ce 3anovHe jJieyeHHeto ¢ Pukcento, korato INR e <2,5.

Ipu npemunaBane ot nedenne ¢ ABK keM nedenne ¢ Puxcenro croiiHocture va INR
6baaT (anurHeo NOBHINEHH cNeA npHema Ha Puxcento. INR He € BaiuaeH napamMersp
H3MepBAHE Ha AHTHKOAryJIaHTHATA AKTHBHOCT Ha PukcenTo K cnenosarenHo ne Tpsb
H3noea (BK. Touxa 4.5).




Hpemunasane om nevenue ¢ Puxcenmo xwm anmazonucnu na eumamun K (ABK)

HMa BepOATHOCT AHTHKOATYNALMATA A2 OhAe HEANEKBATHA B X044 HA MPEMHHABAHETO OT JICYEHHE C
Pukcenro kem ABK. Tpabsa na ce oCHIypH MpOOWDKHTENHA AACKBATHA AHTHKOATYALMHA TTPH
MpeMHHaBAHE KbM aNTepHAaTHBEH aHTHKoarynaHT. TpaGea na ce otGenexy, ye PHKcenTo MOXe na
o6ycnoBH NoBHILIEHH CTOHHOCTH Ha INR.

Ipu naupenTH, NpeMHHARALM OT JiedeHHe ¢ Pukcesrro kb ABK, ABK TpaGea na ce npremar
napanenHo ao aocturane Ha INR > 2,0. IIpes mepeHTe ABa AHH OT NpexoaHHA nepHon Tpabea na ce
IpAiara CraHaapTHata HauanHa nosa ABK, cnen xoero nosara Ha ABK 1pabsa na e cniopen
pesynratnre 3a INR. Jlokaro naupenTuTe npHeMat eaHoBpemeHHo Prkcesrro m ABK, INR He TpaGea
Jia Ce M3CJIe/IBa NO-PaHo OT 24 uaca ciief NPeaXoAHATA 1032, & CAMO HENOCPEACTBEHO TpeH
crenpaara nola Pukcenro. Cnen kato ce npeyctaHoBH mpHeMa Ha Puxcenro, INR Moxe na ce

M3CNEeABA H Pe3yNITATHTE Aa C& HAAEKIHH NoHe 24 uaca cJie/l MpHeMa Ha NOCTEAHATa 4034 (BX. TOUKH
4.5un5.2).

Ilpemunasane om nevenue ¢ napenmepannu anmuxoazynaumu Kom Puxcenmo

ITpe nauMeHTHTE, KOMTO B MOMEHTA NOMYYABAT MAPEHTEPANTHH AHTHKOATYJAHTH, NPEYCTAHOBABAHETO
HAa NMapeHTepaNTHKA AHTHKOAryJIaHT U 3ano4BaHeTo Ha Pukcesnro Tpabpa na ce ochhlecTsaT ot 0 o 2
Yyaca nped MOMEHTA 38 CJIE[IBALIOTO MUIAHOBO MPHIOKEHHE HA NaPEHTEPAIHHA JIEKAPCTBEH MPOTYKT
(Hanp. HHCKOMOJEKY/IEH XeNapHH) HIH B MOMEHTA Ha CITHpaHe Ha MPOABL/DKHTENIHOTO NPHIOKEHHE
Ha NapeHTepaNHHUA JIEKAPCTBEH MPOAYKT (HANp. MHTpaBeHO3¢H HedpaKLMOHHpaH XeNnapHH).

IIpemunasane om nevenue ¢ Puxcenmo xom napenmepannu anmuxoazyranmu
IMpunoxere mepparta J03a OT NAPEeHTEPANTHUA AHTHKOATYTIAHT B MOMEHTa, KoraTo Tpatba Aa ce
NpHeMe crieianara ao3a Puxcenro.

CrielHanHH NOMyIAIHNA
Bvbpeuno yspexcoane

OrpaHHYeHHTE KIHHAYHY JAHHH OT MAlMEHTH ¢ TexKo OBOpeuHo yBpexaaHe (KpeaTHHHHOB
KHpBHC 15 - 29 ml/min) noka3sear, ve ruia3MeHHTe KOHUCHTPALMH Ha pHBapokcalaH ca 3HAYMTENHO
nosHueHH. [To Tazn npuunHa Pukcento Tpsabpa na ce npuiara BHHMATERHO NMPH Te3H naumeHTH. He

ce Npenopu4ea ynotpebara Npyu nanMeHTH ¢ KPESTHHHHOB KIHPBHC < 15 ml/min (8. ToukH 4.4
5.2).

ITpn naimenTH ¢ yMepeHo 650peuHo yBpekaaHe (kpeaTHuuHOB KIHpBHC 30 - 49 ml/min) umm ¢
Texko Ob6peyHo yBpexaaHe (KpeaTHHUHOB KITUPBHC 15 - 29 ml/min) ca Banuamu cneanuTe
NPENoOpbKH 3a JOZHPAHe:

- 3a npodurakTHka HA HHCYNIT H CHCTEMEH eMOONM3BLM MPH NAHHEHTH ¢ HEKIANHO NPEACHPAHO
MBLRKACHE NpenopbYMTENIHATa A034 € 15 mg BeAHBK AHEBHO {BX. Touka 5.2).

- 3a neyenne Ha JIBT, neuenwne na BE u nipodunaxtika Ha peuaueupaius IBT u BE:
nauueHTHTE TpAbBa na OBAAT NekyBaHH ¢ 15 mg ABa MPTH JHEBHO Npe3 MBPBHUTE 3 CEXMHELIH.
Cnen ToBa, KOraTo npenopbpYHTeNHaTa 103a ¢ 20 mg eauH MBLT AHEBHO, TPA6BA Aa ce OOMHBCIH
HamanspaHe Ha n03aTa OoT 20 mg BeaHDLXK AHEBHO Ha 15 mg eAUH ITbT AHEBHO, aKO OLEHEHHAT
PHCK OT KbPBEHE 32 NALHEHTa HAAXBBLPIA pHcka oT peunaneHpatu JIBT u BE. Ipenopukara
3a ynorpebara Ha 15 mg ce ocHOBaBa Ha (papMaKOKHHETHYHO MOJIE/IHPaHE H HE € NpoyYBaHa
TIPH TE3M KIHHHYHE yonoBus (Bx, Toukn 4.4, 5.1 1 5.2).
Koraro npenopbusTentara no3a e 10 mg equn rsT AHEBHO, HE ¢& Hanara T4 Ja 6nae
KOpHIHpaHa.

He ce Hanara xopekuus Ha 103aTa NpH NaLMEHTH ¢ Jieko Gp0peyHo yspekaaHe (KPEaTUHHHOB
KIHpBHC 50 - 80 mI/min) (Bxk. Touka 5.2).
KkaHpbHC 50 - 80 ml/min) (Bk. Touka 5.2).




Yeproopobuo yepescoane

PuKkcenrmo € npoTHBONOKA3aH NPH NALMEHTH C YePHOAPOGHO 3a6onsBaHe, CBBP3aHO ¢ KOArYIONaTHA
H KIHHHYHO 3HaYHM PUCK OT KbPBEHE, BITIOUHTENHO NAUHEHTH ¢ Mpo3a ¢ Child Pugh B u C (Bx.
TOUkH 4.3 1 5.2).

Ilonynayus 6 cmapvecka évapacm
be3 kopekums Ha fo3ara (Bx. Touka 5.2).

Tenecno mezno
be3 xopekims Ha fo3arta (BX. Touka 5.2).

Ilon
Be3 kopekums Ha no3ara (BX. TouKa 5.2).

Ileduampuuna nonyrayus

bezonacuoctTa M edprxacHocTTa Ha PHKCENTO NPH Aena Ha BB3pacT ot 0 (HopopoaeHH) Ao 18 roayHH
HE ca ycTaHOBeHH. JIuncear naHHu. Ilo Ta3n npuyuKHA He ce npenophuba ynorpebata va Pukcenro
npx 1eua noa 18-roamuHa p3pacT.

Ilayuenmu, nodnoxcenu na xapouoeepsuo

IlpneMbT Ha PukcenTo Moxe fa 3aNo4HE WK A4 IPOABIDKH TIPH NALMEHTH, MPH KOHTO MOXE /A3 €
HeoOX0AHMMO KapAHOBEP3HO.

Ilpu kapaHOBEP3HO HACOUBAHO OT TpaHcesodareanua exokapasorpapus (TEE) npu naupenm,
KOMTO He Ca OHJIH JIEKyBAHH ¢ aHTHKOAKYNIaHTH, JiedeHneTo PukcenTto TpaGea aa 3anovHe Hail-manko
4 yaca npeay KapaAMOBEP3HOTO, 3a /a CE FAPAHTHPA ANIEKBATHA AHTHKOATYNAlMA (BX. TOYKH 5.1 H
5.2). Ipu BcHYKK NALMEHTH, NPeaH KapAHOBEP3HO TPAGBA Aa Ce NOTHPCH NOTBLPKACHHE, Ye
NauHeHTsT € npHen PukcenTo, kakTo € npeanucaHo. IIpy B3eMaHe Ha peleHKe 3a 3aNoYBaHe Ha
TEpanHtA M onpefiefigHe Ha NPOABLILKHTEHOCTTA i, TpA6BA [1a ce MMAT NMpeABH] YCTAHOBEHHTE
NPEnopbKH OT PLKOBOACTBATA 38 AHTHKOArYJAHTHO JieYeHye MPH MALMEeHTH, NOI0KEHH Ha
KapAHOBEP3HO.

Ilayuenmu c nexnanno npedcvyporo mvocoene, koumo noorexcam na ITKH (nepxymanna
KOPOHAPHQ UNMEPBEHYUR) C NOCMAGAKE HG CIERM

HWmMa orpasuyeH OnHT NO OTHOLICHHE HA HaMaJleHa 1034 15 mg BeaHEK aHeBHO (Win 10 mg
PHkcenro Besymk THEBHO 33 NMALIMEHTH ¢ YMepeHO Texko 6u6peuHo yBpexaaHe [KpeaTHHHHOB
Kanpbuc 30 - 49 mVmin]), B gomenHenne kM P2Y 12 naxubuTOpa 3a 12 Meceua MakcuMyM, npu
NalHeHTH ¢ HEKTAITHO MPeAChPAHO MbXKJEHe, KOHTO C€ HyKIAdT OT [IepOpaHA AHTHKOATY/IAHTHA
Tepamus K ca 6unu noanoxkenn Ha ITKH ¢ nocraane Ha creHT (BX. Toukn 4.4 H 5.1).

Hauux va npunoxeHHe
PrikcestTo € 3a nepopanno npuIoKeHHe,

Tabnerkute TpsGBa qa ce npuemar ¢ XxpaHa (B)K TOuYKa 5.2).

I[Ipu naumeHTH, KOHTO HE MOTAT Jia MOTTTBILAT TabneTKHTE HEenH, TabneTkaTa PHKcenTO MOXe fa ce
HaTPOLIH H CMECH € BOAA WIH A0WIKOBO MOPE HEMOCPEACTBEHO NMpeaH yroTpeba 1 1a ce MpuioXH
NIepopAaHO.

Harpoiuexara Tabnerka Prkcero MoXe fa ce mpunara chlo H 4pe3 CTOMALIHE COHAA cliel
NOTBEPXKACHHE, Ye COH/IATA € MPABHJTHO Pa3noNioKeHa B croMaxa. HatpomeHata Tabnerxa Tpabea na
Ce MprIara npes CTOMAiIHa COHJIA B MAITKO KOJHYECTBO BOJIA, Cllel| KOeTo coHuaTa Tpabea na 6bie
npoMHuTa ¢ Boaa. Cnen npunaraHeTo Ha HaTpoLIeHH GWIMHpaHH Tabnerku PuxcenTo ot 15 mg unu
20 mg, no3ara TpaGea na Gbae nocneaBaHa He3a6aBHO OT eHTEPATHO XpaHeHe (B, TOYKa 5.2).

43 IporEBonoKkazanug e

CBpPBXYYBCTBHTEIHOCT KBM AKTHBHOTO BEILIECTBO WIIH HAKOE OT NOMOLHMTE BELLECT
Touka 6.1.



AK'IT[BHO, KJIHHHYHO 3HAYUMO KbpPBCHE.

Jleans win cueTOAHME, ako 6hae cueTeHo, Ye NPEACTARIABA 3HAYHM PHCK 33 FONAMO KbpBeHe. Topa
MOXe€ 112 BK/IIOYBA HACTOALIA WM CKOPOINHA FaCTPOHHTECTHHANHA #3BA, HATHYME HA WIOKAYECTBEHH
HEOMJIA3MH ¢ BHCOK PHCK 34 KbPBEHE, CKOPOLIHO HapaHABaHe Ha [NABHHA WIH rPbOHAYHHA MO3DK,
CKOPOILIHA ONEpPALNA Ha IMABHHUA MO3BK, FPBOHAUHHA MO3BLK WIH OYHTE, CKOPOLIHA BETpEUepenHa
XEMOparus, H3BeCTHH WIIH CYCNIEKTHH e30garealHu BAPMLIH, apTEPOBEHO3HH MalGOPMaLIHK, CHIOBH
AHEBPU3MH HIIM TONIEMH HHTPACTMHAIHH HIH MHTpauepeSpantHu ChLAOBH AaHOMAIHH.

EnnoepeMeHHOTO NnedeHHe ¢ ApYrH aHTHKOATYJIAHTH, HANP. Hedpakunonupan xenapun (HOX),
HHCKOMOJIEKY/IHH XEMAPHHH (€HOKCATIAPHH, AASTTENIAPHH H JIP.), MPOHIBOAHH Ha XenapHHa
(donnanapuHyKc M ap.), NEPopaHK AHTHKOATY/IAHTH (BaphapHH, JaGHraTpaH eTekcHIaT, anHkcaban
H Ap.), OCBEH fIpH CrieLH(HIHH 06CTOATENCTRA 38 CMAHA HA TEYEHHETO ¢ AHTHKOATY)IAHT (BXK. TOUKa
4.2} win xorato HOX ce npanara B 1038, HEOGXOAMMH 38 NOANLPKAHETO HA OTBOPEH LEHTpAJICH
BEHO3eH WIH apTEepPHANeH KaTeThp (BXK. TOuka 4.5).

YepHozapobHO 3a00/1ABaHe, CBBP3AHO ¢ KOATY/OTIATHA M KIMHUYHO 3HAYHM PHCK OT KbPBEHE,
BKJIIOYHTENTHO NalHeHTH ¢ uKpo3a ¢ Child Pugh B u C (Bx. Touxa 5.2).

BpeMeHHOCT U KbpMeHe (BXK. Touka 4.6).
44 Coenuajuu npegynpexaeHHs H NpeANa3HH MEPKH NpH ynotpeba

I'lpenop'm-ma CC KTHHHYHO Haﬁmoneﬂue, CHOTBETCTEAILO HA NMPOBEXAaHATa AHTHKOATY/IalHA B X044
Ha NCIHA MEePHOO Ha JICUEHHS.

Puck ot xemoparnsa
Kakro u ¢ ipyrH aHTHKOArYIAHTH, NALMEHTHTE, KOUTO NpHeMaT PukcenTo, Tpabea na ce Habmomaeat

BHHMATE/THO 32 NMPH3HAUM Ha KbpBeHe. [Ipenopnusa ce ynorpebara ¢ noBHIIEHO BHHMAHHE NPH
CBCTOAHHA C MOBHILIEH PHCK 3a XeMoparus. [Tpunoxennero Ha Pukcento tpa6sa na ce npeycranosu
APH NOABA HA TEKKA XEMOPAaru.

B xnMHHYHHTE NPOYYBaHHA THFABMYHO KBPBEHE (T.€. OT HOCA, BEHUHTE, CTOMALTHO-YPEBHHS TPakKT,
MHAKOYHO-MONOBHA TPAKT, BIIIOYHTENHC a0HOPMHO BATHHAIHO MM YBEIHYEHO MEHCTPYATHO
KBPEEHE) H aHEeMHA Ce HabaoaBaT No-4ecTO NPH ALATOCPOUYHO JICUEHHE C pUBApoKcabaH B
cpaBHeHHe ¢ nedende ¢ ABK. Mo a3y npyunHa, B JoMbAHEHHE KbM a8CKBaTHOTO KIHHHYHO
nabmonenue, naGopaTopHo H3caeABaHE Ha XeMOrnobuHa/XeMaTokpHTa G MOTJIO Aa 61.ae oT moJ3a 3a
OTKpPHB&HE Ha OKYJITHO KbPBEHE M 34 OMpe/ie/IaHe Ha KIHHHYHATA 3HaYMMOCT Ha ABHO KbpPBEHE, 1o
NpeLieHKa Crope I Cirydas.

Hsxonko noarpynu nauuenTn, onicaH# noapoGHO f0-201Ty ¢a ¢ MOBHIIEH PHCK OT kbpbete. Tezn
NAUKEHTH cne/iBa Ja GBAAT BHUMATEHO NPOC/IeieHH 3a GeNesn # CHMITTOMH Ha CBBP3aHH ¢ ¢ KbPBEHE
YCIIOXXHEHHS M aHEMHS CJle]l HAYanoTO Ha JieYeHHETO (BXK. TouKa 4.8).

Ipy Besko HewssACHEHO NOHIDKABAHE HA XEMOTNIOOHHA WM KPBBHOTO HansraHe TpabBa a ce Thpc
H3TOYHHK Ha KbpBeHe.

Bnnpekw e neueHreTo ¢ pHBapokcabaH He HIMCKBA PYTHHHO NPOC/ESBAHE HA eKCTIO3NLMATA,
HHBaTa Ha puBapokcabaM, H3MEpeHH ¢ KanHOPHpaH TeCT 3a KONHYECTBEHO ONMpEAE/IAHE Ha
aHTH(akTop Xa, MoraT Aa 6BIaT NONE3HH B M3BLHPEAHH CHTYalHH, KOTATO AAHHHTE 32 €KCIIO3HIHATA
Ha pHBapokcabaH MOXKe /ia IOMOTHAT 3a B3eMaHe Ha HHYOPMHUPAHH KIHHUYHH pElIEHHS, HAp.
Npefio3HpaHe H CTIEUIEA XHPYPrua (BX. Touka 5.1 1 5.2)

bx6peuno yepexnane
IIpu naumnenT ¢ Texxo 6B6peyHO YBpekaaHe (KpeaTHHHHOB KIBPLHC < 30 ml/min) € BE3MOXHO

MIa3MeHHTe HUBA HA pHBapoxcabaH a 6B1aT 3HaUHTENHO NOBHIIEHH (cpeaHo 1,6 nbTH), KOETO MOXKE
Aa foBeae A0 NOBHUIEH PHCK OT xbpBeHe, PHkcenro Tpabea Aa ce npwiara BHYMATETHO
€ KPEaTHHHHOB KJIHPBHC 15 - 29 mi/min.
He ce npenoprusa ynotpeGara npH NalMeHTH ¢ KPEaTHHUHOB KNMPBHC < 15 ml/min (
5.2).




Pukcenro 1ps6sa na ce npiiara BHHMaTeNHO NpH NauMeHTH ¢ Gp0peyHo yBpexaaHe, NOMyyaBalnH
€IHOBPEMEHHO APYTH JICKAPCTBA, KOKTO MOBHILIABAT NJ1a3MEHHTE KOHLICHTPALMH Ha puBapokcabaH,
(BXK. TOUKa 4.5).

BzaumojieficTBHE ¢ NDYTY NEKAPCTBEHH NPOAYKTH
He ce npenopruea ynorpeGara Ha PuKcenTo npH natieHTH, KOKTO NONYYaBaT €HOBPEMEHHO

CHCTEMHO JIEYEHHE C A30/10BH AHTHMMKOTHLIA (KaTO KETOKOHA30M, HTPaKOHA30, BOPHKOHA30M H
nocakoxason) unu HIV-npoteasiy uHxuGuropw (Hanp. putoHasup). Te3H akTHBHM BellecTsa ca
MOMHH HHXUOHTOPH Ha CYP3A4 u na P-gp # Nno Ta3x NpHuKHa MOTAT ia IOBHIIAT ILIA3MEHATa
KOHLIEHTpAlHA Ha pHBapokcabaH 10 KTHHHYHO 3HAYHMO HHBO (CpeaHo 2,6 ITETH), KOETO MOXe J1a
A0Be[e N0 MOBHIICH PUCK OF KEPBEHE (BXK. TOUKA 4.5).

Heo6xomumo e BHUMaHHE IpH NALHEHTH, KOMTO EHOBPEMEHHO CA HA JIEYEHHE C JIEKAPCTBEHH
NPOAYKTH, KOHTO MOBAHABAT X€MOCTA3aTa, KATO HECTEPOHIHH MPOTHBOBBINATHTEIHH CPEACTRA
(HCIIBC), aueTwicanHumaoBa KHCENHHA H HHXHOHTOPH Ha TPOMGOLIMTHATA ArperaLMs HiH
CEJIeKTHBHH HHXHOHTOPH Ha 06paTHOTO 3aXBalllaHe HA CepOTOHMHA (selective serotonin reuptake
inhibitors, SSRI) u HHxuGHTOPH Ha OGPATHOTO 3aXBAINAHE HA CEPOTOHMHA H HOPEIHHE(PHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). Ipy natueHTHTe ¢ PHCK 38 YIEPO3HO
CTOMALIIHO-YPEBHO 3a60/aBaKe MOXKe Jia C& TIOMHCITH 38 NOAXOAAIC NMPOGHAAKTHEHO JeueHHE (BXK.
TOuka 4.5).

JlpyrH puckoBr GaKTOPH 3a KbpBeHe

Kakro u ¢ apyr# aHTHTPOMGOTHYHM CPEACTBa, PUBAPOKCcaGAH HE e TIPENOpLYRa NPH NALHEHTH C

FIOBHILIEH PUCK OT KEPBEHE, KATO:

. BPOJICHH HJIH IIPAAOOHTH HAPYLIEHHA B KPBBOCHCHPBAHETO;

. HEKOHTPOJIHpaHa TeXKA APTEPHATTHA XHIIEPTOHHUA;

. ApYro CToMalHo-4YpeBHo 3abonssaHe Ge3 akTHBHO pasa3BABaHe, KOSTO NMOTEHLHAIHO MOXKe Aa
AOBEfie 10 YCIIOKHEHNA ¢ KbPBEHE (Hamp. BL3NanHTenHo 3a00NABaHe HA YepBaTa,
e30()aruT, racTpHT H racTpo-esodareanna pedykcua Gonecr);

. CBAOBA PETHHOMATHSA;

. GpOHXHEKTa3HH WK aHaMHe3a 3a KbpBeHe B Gesua apob.

IMaryeHTH ¢ KIANHH NPOTE3H

BesonacHoctTa n edukacHocTTa Ha PHKCENTTO He ca POYYEHH MPH NALMEHTH Che CBHPAEYHO KNAIMHO
NpoTe3HpaKe; 110 Ta3H NPHUHHA, HAMA JIAHHH B MOJKpeNna Ha TOBa, Ye¢ PHKCeNTo ocHrypsBa aneksaTHa
AHTHKOATyNalMA B Ta3H NOMyNaLms NauHeHTH. JleyeHnero ¢ PUKCENTO He ce MpenopbHBa NpH TesH
MalKEHTH.

[NannenTH ¢ HEKNATTHO NPEACHPAHO MbXIeHe, kouTo noarexar Ha [TKU ¢ noctassHe Ha cTeHT

Hannunu ca KIMHHYHM JaHHH, NONYYEHH OT HHTEPBEHLIHOHAIHO NPOYYBaHe, ¢ OCHOBHA LIEN
u3cneaBade Ha Ge30MACHOCTTa NPH NALHMEHTH C HEKIATTHO MPEACHPIHO MEXKAEHE, KOHTO ca Gk
noanoxenn xHa [1IKH ¢ nocrapane Ha crenT. [lannute 3a epHKACHOCTTA MPY Ta3H HOMYNALHSA CA
OrpaHuueHH (BXK. TOUkH 4.2 u 5.1). JIunceaT 1aHHH 3a TAKMBa MALEHTH ¢ aHaMHe3a 3a uHcyT/TIMIL

XemoauHaMH4HO HecTabwink nauneHTH ¢ BE WK nalHeHTH, KOUTO ce HYKAAAT OT TpoMOoaH3a WK
6enoapobua emGonekromus

Pukcenro He ce Npenophuba KATO ANITEPHATHBA Ha He(PAKUHOHHPAHMA XENAPUH NPH NALMEHTH C
GenonpobGer eMGONHIBM, KOUTO Ca XEMOIHHAMHYHO HECTAGHIHU WIH Ha KOMTO MOXE JIa CE HAITPaBH
Tpombonuza wim 6enonpobHa eMGonekToMHA, Thil KaTO Ge3onacHocTTa H eUKACHOCTTA Ha
PukcenTo He ca yCTAHOBEHH NPH Te3H KIHHHYHA CHTYALMH,

GenonpobeH eMGOMM3BM, KOMTO Ca XEMOAMHAMHYHO HECTAGIVIRH IWIH HA KOMTO MOXE Jia ce M _
TpoMbonusa win 6enoapobua embonekToMus, Tt kaTo Ge30NMacHOCTTa M ePHKACHOCTTA 4 :cbﬂgu
HE Ca YCTAHOBEHH NPH Te3H KIHHHYHH CHTYALIHH.
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ChHHANHA/eNHAYPANHA AHECTe3Hs WIH MYHKLHS
Korato ce #3non13Ba HeBpOAKCHANHA aHecTe3us (CIMHATHA/CMTIXYPATHA AHECTE3HA) HIH

CTHHATHA/EMMAYPATHA IYHKIHA, NELHEHTHTE, TPETHPaHH ¢ AHTHTPOMOOTHYHH CpeCTRa 34
NPEBEHLHA HA TPOMO0EeMOOAHYHH YCTIOKHEHHS, Ca MOLTOXKEHH Ha PHCK OT NOABA HA ENHIYPIeH
HIH CIIHHAJIEH XEMAaTOM, KOHTO MOXKe Jia A0Beie 10 AWINOCPOYHA HIH TpafiHa mapanusa. Tosy puck
MOJE /Ia CE MOBHIIIH OT NOCTONEPATHBHATA YTIOTPe0a Ha BhBEXCAL eNUAYPANCH KATETHD HIIH
€IHOBpeMEHHaTa ynoTpeba Ha IeKapcTBEHH NPOAYKTH, MOBIHABALIK XeMocTa3aTa. PHCKBT Moxe Ja
€€ NOBHIIM CHLIO TAKA H OT TPABMATHYHA WIH MHOTOKPATHA eMHIYPAIHA WIH CIIHHAHA YHKIUS,
Tlaunentnre Tpa6Ba yecto Aa 6baaT NpocNeNABaHH 3a PU3HALM M CHMITTOMH Ha HEBPOJIOTHYHO
yBpeXIaHe (Hanp. u3TpbliBaHe HIH c1abocT B kpakaTa, AMcKOoMGOpPT B YEPBATA WIH NHKOYHHMA
MeXyp). Ako 6b/ic KOHCTATHPAH HEBPONOTHYEH JSPHLMT, ca HEOOXOAMMH CELIHO AXATHOCTHLHPAHE
H neyeHue. [Ipeay HeBpoakcHanHa HHTEPBEHIMA, NEKapaT TpAGEa Aa NpeLeHH ChOTHOIIEHHETO
MEKIY MOTEHUHATHATA NOM3a H PHCKA NIPH NALMEHTH HA AHTHKOATYJIAHTHA TEPANHA WIH NAlMeHTH,
KOHTO Ie GbaaT MOAN0KEHH Ha AHTHKOArYIaHTHA Tepanus, 3a TpoMGonpodunaktuka. Hama
KIHHHYEH ONHT ¢ ynotpebarta Ha 20 mg pueapokcaban B Te3n CHTYaLHH.

3a HaMaJIgBAHE HA NOTCHLUHAIHHA PHCK OT KbpBEHE, CBLP3aHO C €JHOBPEMEHHOTO NPHIATAHE Ha
pHBapokcabaH B HeppoakcHanHa (eNUAYPATHA /CIHMHATHA) AHECTE3HMA WiH CIIHHAJIHA ITy HKLIHA,
Tpabra na ce MMa npeasua GapMakoKHHeTHUHHA NpodHN Ha puBapokcabaH. ITocTasaHeTo WIH
[PeMaXBaHETO Ha eTIHIYPATEH KATETHD MM TyMOanHa MyHKLMA ce H3BBpIUBa Hali-nobpe, koraro
AHTHKOAryNaHTHHA edexT Ha puBapokcabaH ce OLIEHABA KATO HHCHK. BBOpekH ToBa, TOUHOTO BpeMe
3a NOCTHIAHE HA JOCTATEYHO HHCBK aHTHKOATY/IAHTEH e(eKT 32 BCeKM MALMEHT HE € HIBECTHO.

3a OTCTpaHABAHETO HA EMHIYPATHHSA KATETHP H Bb3 OCHOBA HA 06wMTe $apMaKOKHHETHUHH
XAPAKTEPHCTHKH, NOHE 2X MOMYXHBOTA, T.¢. Hai-Manko 18 yaca mpH Maaae NauHEeHTH WK 26 Yaca
NPH NALMEHTH B CTApPYECKa BBIPACT, TpAOBA a Ca MHHAJH Clie]l NOCIEAHOTO NPUIOKEHHE HA
puBapokcaGaH (Bx. Touka 5.2).

Cnen oTcTpaHsaBaHeTO Ha KaTeThpa, TpROBa 1a H3MHHAT Hali-MasiKo 6 4aca npeju NPWICKEHHE Ha
clienBaliaTa 103a pHBapokcabaH.

Ilpx nosiea Ha TpaBMaTHYHA MyHKLMA, NPHIOKEHHETO Ha puBapoxcaban Tpabea fa 6bae OTIOKEHO ©
24 yaca.

HEHOQ BKH 334 JOTHPAHCTO NPEAH H CNE HHBAIHBHH MPOLUCTYPH HAH XHPYPFHYHH HHTEPBEHUHH

AKO ce Hajlara npopex/JaHe Ha HHBA3HUBHA NPOLIEMYPa WIH XHPYPrHUHA HHTepBeH1Ma Pukcenro 20
mg TpAGBa na 6bAc CIPAH NO BB3MOKHOCT NOHE 24 uaca NPeiH HHTEPBEHLMATA H B3 OCHOBA Ha
KJIHHHYHATA MPELEHKa Ha NEKYBalllia NeKap.

Ako npoueaypata He Moxe aa 6bae oTnoxeHa, Tpa6Ba fa ce NpeLeHH NOBHLIEHHAT PUCK OT KbpBeHe
CIPAMO CNELHOCTTAa Ha HHTEPBEHIMATA.

IIpuembT Ha Pukcenro TpaGea 1a ce BE306HOBH BE3MOXKHO HaH-CKOPO ClleAl HHBA3HBHATA [POLEIYpa
KN XHpYpPrdyHaTA HHTEPBEHLIHA, 4KO KIIHHHYHATA CHTYaLMA NO3BONABA ¥ € OCTHIHATA 4/1eKBaTHA
XeMOCTa3a, KAKTO € ONpeAeIeHO OT JIeKyBalllHA JleKap (Bxk. Touka 5.2).

Honynaums B cTapyecka Bb3pacT
C yBenMuaBaHETO Ha BB3PACTTA MOXKE Aa C€ YBEIHYH PHCKBT OT XeMOparna (Bx. Touka 5.2).

ﬂepua‘ronomqnu peaxKunH

Ilo speMe Ha MOCTMAapKETHHTOBO HAOJIOAEHHe BLE BPb3ka ¢ yrnorpefara Ha puBapokcabaH ce
crobiliaBa 3a CEpHO3HH KOKHH PEaKIHH, BKITIOUHTENHO CHEAPOM Ha Stevens-Johnson/TokcHuHa
enuaepmaitta Hekponu3ia H DRESS curopoM (Bx. Touka 4.8). Harnexaa, ye nalueHTHTE Ca
M3N0XKEHH Ha Hali-roNAM PUCK OT Te3H PCaKLHH B HAYAJIOTC HA TEPANMATA: B MOBEYETO CITYHAaH,
HayajloTO Ha PEAKLIHATA Ce MPOABABA NPe3 MbPBHTE CEAMHLM OT leueRHero. PuBapokcaban Tpabea
Jla ce MpeyCTAHOBH NPH ITHPBA NMOABA HA TEXHK KOXEH OOPHB (Hanp. pasnpocTpaHsBall ¢e,-—
HHTEH3HBEH W/HWIN CBBbp3aH ¢ obpasysaHeTo Ha MEXYPH) WIM APYT NPH3HaK Ha
CBPBEXYYBCTBHTE/IHOCT, CBBP3aH C NIe3HH Ha THraBHIIATA.




Hudopm 3a DOMO BelI¢CTRA

Pukcenro cbhabprka nakrosa. [aimeHTH ¢ pekH HacNeACTBEHH NPOGIEMH Ha HENOHOCHMOCT KbM
rafaKkTo3a, IMhJICH NAKTA3eH AeHLMT HIH IIOK030-TaNakTo3Ha Manabcopbuua He TpAGBa Aa npHeMar
TOBA JIEKAPCTBO.

Tosa lexapcTBO chOBPKa 10 MaNKo oT 1 mmol Hatpuii {23 mg) Ha Tabierka, KOETO HO CHINECTBO
03HAYABA, € ,HE CBABLPX#A HATPHH®.

4.5 BsanmopeiicTBHe ¢ APYTH JJeKAPCTBeHH NPOAYKTHE B IPYrR (JOPMB Ha BianMoaelicTeae

Haxuburopu Ha CYP3A4 u P-gp
EnHoBpeMEeHHOTO NpHIOKEHHE Ha pHBApOKcabaH M KeTokoHa3on (400 mg eavH IMLT AHEBHO) WIK

puToHasHp {600 mg nBa LT AHEBHO) Boay a0 2,6 MeTH / 2,5 myTH mo-BHcoka cpeana AUC na
puBapokcaban u 1,7 memi / 1,6 rbTH no-pHcoka cpeaHa Cmax ch¢ 3HAYMTENHO MOBHIIABAHE HA
dapMakonHHAMHYHHTE edeKTH, KOETO MOXE Ia AOBEAE A0 MOBMIIEH PHUCK OT KbpieHe. I1o Tasu
NIpKYHHE HE C¢ Npenoppusa ynoTpebara Ha PHKCENTO NpH NAMEHTH, KOUTO MOTY4ABAT
€IHOBPEMEHHO CHCTEMHO JICUCHHE ¢ 830JI0BH AHTHMHKOTHIM KATO KETOKOHA3OJ, HTPAKOHA3011,
BOPHKOHA30] H ocakoHa3on WiH ¢ HIV-nporeasid HHxuburopu. Tean aKTHBHH BE1I€CTB2 Ca MOLUHH
Hxuburopu Ha CYP3A4 u P-gp (BX. Touka 4.4).

Ouaxpa ¢e AKTHBHH BELIECTBA, KOHTO CHIHO HHXHOMPAT CAMO eliHH OT TbTHILATA HA ETHMHHUDAHE
Ha pruBapokcaban unu CYP3A4 unu P-gp Aa noBHILAT B MO-MaJKa CTENEH IUIa3MEHHTe
KOHLIGHTpaLHH Ha pusapokcabaH. Hanpumep, knapurpomuims (500 mg asa msTH JHEBHO), KOHTO ce
npKeMa 3a cueH HHx#OHTOp Ha CYP3A4 H ymMepeH HHXHOHTOp Ha P-gp, BOZIM 10 NOBHINAaBaHe Ha
cpeanara AUC na pusapokcabaH ¢ 1,5 metH H Ha Cmax - ¢ 1,4 meT. B3auMoneiicTeHeto ¢
KNaPUTPOMHIIHH BEPOSTHO HE € IWTHHHYHO 3HA4UKHMO TIPH MMOBEYETO NALIMEHTH, HO MOXe aa 6bae
TIOTEHLHATHO 3HAYHMO NPH BUCOKOPHCKOBH NAlHEHTH. (3a naupenTtH ¢ 61.6peyHo yepexaaHe: Bx.
TouKka 4.4).

Epurpomuuyn (500 mg Tph neTH IHEBHO), KoifTo HHXHOMpa ymepeHo CYP3A4 u P-gp, soan ao

1,3 m»Ti nosHineHue Ha cpeanata AUC u Cmax Ha puBapokcabaH. Baaumopeiictareto ¢
€PHTPOMHIIMH BEPOATHO HE € KIIHHHYHO 3HAYHMO NPH NOBEYETO NAlHeHTH, HO MOxe aa Obae
HOTEHIIHANHO 3HAYHMO NPH BHCOKOPHCKOBH TIALIAEHTH.

IIpu nuua ¢ nexo 6u6peuno yspexnate epuTpoMHLIMH (500 mg TpH METH AHEBHO) BoAH A0 1,8-kpaTHO
nopHilaBaHe Ha cpengHata AUC na pusapokcabad H 1,6 meTH noeumenne Ha Cmax B cpaBHEHHE ¢
HHIHBHAH ¢ HOpManHa 6u6pedna pynxkuma. [Ipn Hua ¢ yMepeHo 6B6peyHo yBpexaaHe epuTPOMHLIMH
€ aosen 1o 2,0 meTH noeHieHHe Ha cpeanata AUC Ha pusapoxcaban v 1,6 nbTv nosmienne Ha Cmax
B CpaBHEHHE C MHAWBHAHN ¢ HopManHa 6L6peyuHa yHKums. EgexrbT Ha epUTPOMMIIHH € AOHTHBEH KM
T03H Ha 6BOpeyHOTO yBpeKaaHe (Bx. Touka 4.4).

®nyxonason (400 mg eAUH TBT AHEBHO), KOMTO ce cMATa 3a ymepeH uHxuburop Ha CYP3A4, soan
Ao noexinasaxe ot 1,4 meTH Ha cpefHaTa AUC Ha puBapoxcaban 1 1,3 mbTe Ha cpeaHaTta Cmax.
BsanmoneficTeieTo ¢ GIyKOHA30J BEPOATHO HE € KIIHHHYHO 3HAYHMO NPH AOBEYETO NAlMEeHTH, HO
MoXe Ja Oble NoTeHUHANHO 3HAYHMO IIPH BACOKOPHCKOBH NalHeHTH. (3a nauueHTH ¢ 616peuno
yBpeXIaHe: BIK Touka 4.4),

Kato ce HMaT npeasua orpaHHYMECHHTE KNHHHYHH AaHHM C JPOHEAPOH, ENHOBPEMEHHOTO
NpHIOKEHHE ¢ pHBapokcabaH TpaOBa Aa ce U3bArBa.

AHTHKOAIYIAHTH
Cnen koMOMHHPaHO NPUNOXKEHHE HA EHOKCANapHH (€AHOKpaTHa Jo3a oT 40 mg) u pusapokcalfan.
(emHoxpaTHa posa ot 10 mg) e HabmonapaH aaXTHBEH €EKT BHPXY AKTHBHOCTTA HA ¥ .
03 HUKAKBH AOITLIIHHTENHH eeKTH N0 OTHOMIEHHE HA KoarylauHoHHuTe Tectose (PT,
EHokcanapHH He e norjHAl GapMaKoKHHETHKATa Ha pUBapokcabaH.

ITopaan MOBHLIEHHA PHCK OT KbpPBEHE € HeOOXOAHMO BHHMAHKE NPH NALIKEHTH, KO
€IHOBPEMEHHO JIEYEHHE ¢ APYrH aHTHKOAryJIAHTH (BK. ToukH 4.3 1 4.4).




HCTIBC/nnxuburopy Ha TpomBGoumTaaTa arperauus
He e HabnionaBano KWIMHHMHO 3HAYHMO YAR/DKABAHC HA BPEMETO Ha KbPBEHE CJIC €AHOBPEMEHHO

npuiokeHHe Ha pusapokcaban (15 mg) v 500 mg Hanpokcen. Brnpeku ToBa € BL3MOXKHO Xa UMa
NAUMEHTH ¢ No-H3paseH GapMaKkoJHHAMHYEH OTTOBOP.

He ca HaGmopaBaHu KTHHHYHO 3HAYAMH (JapMaKOKHHETHYHH HIH HapMAKOAHHAMHYHH
B3aHMOJICHCTBAS NPH €AHOBPEMEHHO NPHIOKEHHE HA pHBapokcaban u 500 mg aneTwicaAnHLUMIOBA
KHCEJIHHa.

Knomuporpen (300 mg navanHa go3a, nocaeaBaHa oT 75 mg noagspxkaila 403a) He € noxasan
dapMakoxHHeTHYHO B3aHMoeHicTBHE ¢ pHBapokcabaH (15 mg), Ho e HabmonaBaHO 3HAYMMO
YAB/DKABAHE HA BPEMETO Ha KbPBEHE NMPH €/1Ha NOATPYNa NAUWEHTH, KOETO HE € KOPEJIHPANo ¢
arperauusTa Ha TpoMGoLMTHTE, HUBaTa Ha P-cenexThH win GPIIb/IIla peuerrropure.

Heobxonumo ¢ BHHMaHHe NpH NallHEHTH, KOUTO €AHOBPEMEHHO ca JiekyBann ¢ HCTIBC
(BR/IOMMTENHO ALETHICATHLIHIOBA KHCE/IMHA) B HHXHOHTOPH Ha TPOMGOLIMTHATA arperalLs, OHexe
Te3H JEKAPCTBEHH NMPOAYKTH OOHKHOBEHO NOBHILABAT PHCKA OT KbpBeHe (BX. Touka 4.4).

SSRI/SNRI

KaxTo npH Apyru aHTHKOAryJaHTH MOXeE 3 CUIECTBYBA Bh3MOXHOCT MALMEHTHTE [a Ca C MOBHLUEH
PHCK OT KbpBeHe B Cayyail Ha chirbTeTBala yrnoTpeba cbe SSRI wnn SNRI nopaau edexra um Bupxy
TpoMGOLHTHTE, 38 KOHTO ce choGIIaBa. IIpH CHITbTCTRAINA YTIOTPeba B KIHHHYHATA IPOTPaMa ¢
pHBapokcabaH, BbE BCHYKH IPYITH Ha JieueHHe ce HabMmoara YHCICHO TO-BHCOKA YECTOTA Ha MoMAM
HJTH HETONSM KITHHHYHO 3HAYHM KPbBOH3IHE.

Bapapun

[NpeMuHaBaHETO OT NieueHHe C aHTAaroHKUcTa Ha BHTaMHH K Bapdapun (INR 2,0 10 3,0) keM nedenme ¢
pupapokcaban (20 mg) wik ot puBapokcaban (20 mg) keM Bapdapun (INR 2,0 10 3,0) nopumaga
CHOTHOLIEHHETO npoTpoMbGHHOBO BpeMe/INR (Neoplastin) noeeve OT aIHTHBHO (BL3MOXKHO € Ja ce
nabmonasar otaenHy croiinoctd Ha INR 1o 12), nokaro edexrure no orHomennue Ha aPTT,
MHXHGMpPAHETO Ha AKTHBHOCTTA Ha $akTop Xa M NMOTeHUuana Ha €HAOTCHHHA TPOMOHH Ca AHTHBHH.
Ipn sxenanue na ce uscnensat papMaxomMHAMHUHHTE edekTH Ha pHBapokcabaH B nepHoJa Ha
CMAHATA HA TEPAIHATA MOTAT Aa Ce H3MOM3BAT MOKAIATENH KaTO aKTHBHOCT Ha aHTu-gakrop Xa, PiCT
H Heptest, monexe Te3n TecToBe He ce MORIMABAT OT BapdapuH. Ha ueTBbpTHA NeH cnea nocieaHaTa
nosa papgapus, Bcuuxn nokazarend (i1, PT, aPTT, unxubupase Ha akTHEHOCTTS Ha (akTop Xa u
ETP) otpazapar equHCTBEHO epekTa Ha pUBapoKcabaH.

Ipu xenaHre na ce uscneaat gapMakoaUHaMHIHUTE edexTH Ha BappapHH B MEpHOAA HA CMAHA Ha
TEpamHATa MOXe J1a Ce H3nonssa usmepsaneto Ha INR npu Ctrough Ha pusapokcaban (24 uaca cnen
NpeaAXOAHHA NpHeM Ha pHBapokcabaH), Thii KATO TO3H MOKA3aTeEN C€ MOBJIHMABA B MHHMMAJIHA CTETEH
OT puBapokcabaH B Ta3H BpEMeBa TOYKA.

He e nabmozarano ¢papmakoKHHETHYHO B3auMoaeHCTBHE MeXTy BapdapHH n pusapokcabak,

Hugyxrops Ha CYP3A4

ExHOBpeMeHOTO NpHIOKeHHe Ha puBapokcabaH H MollHuA uHAYKTOp HA CYP3A4 pudamnuumy
BOIH A0 okono 50% noHmwkasane Ha cpennata AUC 3a puBapokcabaH ¢ yCIopeHo HaManABaHe Ha
dapmaxoaunamuriuTe My edexTH. EnnospemenHara ynotpe6a Ha puBapokcabaH ¢ ApyrH MOLLKK
uuaykropu Ha CYP3A4 (nanp. dpenuronH, kapbamasenus, hbeHobapouTan UnH KBIT KAHTAPHOH
(Hypericum perforatum)) cpimo Moxe Aa 0BeAie 10 HAMANIGHH [1A3MEHH KOHLICHTPALMH Ha
puBapokcaGaH. 3atoBa TpaGea na ce WIGATRA €AHOBPEMEHHOTO NPHIAraHE HA MOLIHH HHIYKTOPH Ha
CYP3A4, oceen axo MALMEHTLT HE Ce ClIeH BHHMATENHO 32 5ene3n H CHMITOMH Ha TpoMb03a.

I'¥ ChIb TEpaNHH
He ca nabaronasany KTMEHYHO 3HAYAMH HapMaKOKMHETHYHH WM GapMaKOIHHAMHYHH
B3aHMO/IEHCTRHA PH €IHOBPEMEHHO NPHIIOXeEHHE Ha pusapokcabaH K Mulasonam (cy6eTpar
CYP3Ad), nuroxcun (cybcrpar na P-gp), atopeactatui (cy6etpar Ha CYP3A4 u P-gp)
omenpasos (HHXHOHTOp Ha IPOTOHHaTA NoMIa). PuBapokcaban HHTO HHXHOMpA, HHTO
HAKOA OT OCHOBHHTE H30¢opMH Ha CYP, Hanpumep CYP3A4.




JlabopaTopHu nokaszaTenu
Koarynauyonnure napamerps (Hanp. PT, aPTT, HepTest) ce noBnuaBaT ciopea 04akBaHHATA C
OTfie/l HA MEXaHW3Ma Ha JelicTBHe Ha pHBapokcabaH (Bxk. Touka 5.1).

4.6 @epranurter, GpeMEeRHOCT B KbpMeHe

bpeMenHOCT
besonacHocTTa H edHkacHOCTTa Ha PHKcenTO TPH OPEMEHHH XKEHH He ca yeraHoBeHH. [TpoyusanuaTa

MpH KHBOTHH NOKA3BaT PeMPONYKTHBHA TOKCHYHOCT (BXK. To4ka 5.3). ITopagu moTeHLMaHaTa
PENpONYKTHBHA TOKCHYHOCT, IPHCBHIIHA PHCK OT KbPBEHE M HAHHHTE, OKA3BAILH, Y€ PHBApOKCabaH
NpeMHHABA TIP3 INALEHTaTa, PHKCENTO € MpOTHBONOKA3aH MO BpeMe Ha GpeMeHHOCT (BXK. TouKa 4.3).
Jenure c nereposeH noTeHHan Tpabba Aa 136areaT Aa 3a6peMeHABAT N0 BpEME Ha JIEYEHHETO ©
puBapokcabaH.

Knpmene
besonacHocTTa H epHKacHOCTTa Ha PHKCENTO NMPH KLpMELIM XKeHH He ca ycTaHOBeHH. [IpoyuBasuaTa

NPH >XKHBOTHH NOKa3BaT, Ye puBapokcabaH ce cekpeTpa B MnakoTo. ITo Tazu npHuxHa Pukcenro e
NpPOTHBONOKA3AH B NEPHO/Ia Ha KbpMEHE (Bx. Touka 4.3). TpaOra fa ce B3eMe pelleHHe JANH Ja ce
NPEYCTAHOBH KbPMEHETO HIH /1A e NPEYCTaHOBW/IAa He Ce MPUIIOXKH TePanuaTa.

Qepraanrer

He ca npopexxnaHH KOHKPETHH NPOYYBAHHA ¢ pHBapokcabaH MpH X0pa 3a OLeHKA Ha e(PeKTHTE No
oTHoleHne Ha deprunuteta. IIpH eaHo NnpoyuBane no oTHOMEHKHE HA GEPTHIHTETA TPH MBKKH H
XEHCKH [LUTBXOBE He ca Habmonasanu edexTH (BX. Touka 5.3).

4.7 EdexTn Bbp1y cnocobuocTTa 33 modupane ¥ pabora ¢ MAmEBR

PuKcenTo NoBHsea B MAJIKA CTENEH CocobHOCTTa 3a wodupade u pabora ¢ Mammay. Uma
CLOOIUIEHHUA 38 HEXeNaHH PeaKLMK, KATO CHHKON (YeCTOTa: HEYECTH) H 3aMasHOCT (4eCTOTA: HECTH)
(Bx. Touka 4.8). [TauneHTHTE, NPH KOHTO CE PA3BMAT TE3M HEXKENAHH PeakLMH, He Tpabra ja
IO(hHPAT HITH paboTAT ¢ MALIHHK.

4.8 Hexkenann NeKapcTBeHH PeaKNHH

Peatome Ha wia Ha Ge3omacHocT
besonacHocTTa Ha pHBapokcabaH € NpoyueHa B TPHHAAECET KIHHHYHH Npoy4saHus daza II1,
obxpawainy 53 103 nalpeHTH, ekcnoHHpaHU Ha puBapoxcabaH (x. Tabawua 1).
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Tabnana 1:
DPOALKETEHOCT HA IEUCHHETO IPH

Bpoii npoydeHE mDanHeBTH,

obma JAHeBHA 1038

H MaKCHMAJHA

oKa3aHne Bpoli | OBma xBeBHA 1032 | MakcEManEa
DaNHEeHTH APOAB/DKETEIHOCT
* HA JleUeHHETO
TIpoHnakTHKa Ha BeHO3eH 6097 10mg 39 amn
TpoMboembomasm (BTE) npu
BB3PACTHH NALMEHTH, OAIOKEHH Ha
UTAHOBO CTABHO MPOTE3HpaHe Ha
Ta300eApeHaTa WK Ha KOIAHHATA CTaBa
Mpo¢mnaxtika Ha BTE npu 3997 10 mg 39 ann
HEXMPYPTrHYHH MALHCHTH
Jleuenne ua BT, BE u npodunaxtuka | 6 /90 Hen 1-21:30mg 21 meceua
HA peLAIHEH Jlen 22 u ¢nep ToBa:
20 mg
Cnep, Hali-manxo 6
meceua: 10 mg win 20
P
[podunakTHka Ha HHCYNT M CcHCTeMed ! />0 20 mg 41 mecena
eMOOJH3IBM [pPH MALMEHTH ¢ HEKJIAMHO
NPEACbPAHO MBEXKIEHE
Tpodunaxruxa Ha areporpoMGoTHunu | 10 225 5 mg wm 10 mg 31 meceua
CHOMTHA NPH NALMEHTH CNEA OCTHP CBOTBETHO,
kopoHapen cunapom (OKC) HPHI0MKEHH
eaHoepeMeHHO ¢ ACK
un ¢ ACK mmoc
KJIONMAOTPEN WIH
ITpodpunakrrka ra arepoTpoMGOTHUHH 18244 5 mg, npunoxeHH 47 meceua
cb6uTH nipH nauuentH ¢ KAB/TIAB enHospemerno ¢ ACK
uwii 10 mg
CaAMOCTONATENHO

*TlaweHT!, KOHUTO ca GMIM EKCTIOHMPAHH Ha MIOHE €/1HAa Jo3a pUBapokcaban

Hafi-yecto crofiaBaHuTE HexenaHu peakLUHM NPH NALHEHTH, KOMTO NOMy4aBaT puBapokcaban, ca
6nnn xemoparuu (Tabawua 2) (Bxk. Touka 4.4 0 “Onucanue Ha H30paHK HeXeNAHU PeaKilMy,, HO-
aony). Hali-uecro cpobiuasanure xemoparuu ca enucTakcHe (4,5%) U KbpBeHe B CTOMAIHO-YPEBHHA

Tpaxr {13,8%).
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Tabnnna 2: YecTora Ha ¢b6ATHETA BA KbPBede™ B aHeMHY OPH NADHEHTH ¢ ¢KCHO3ANHA
Ha puBapoxcaban B 3asbpmuanTe npoyaanus ¢asa 111

Iloxazannme BeskaxhbB THI Anemus
Tpodunaxtika #a BTE npu 6,8% ot naumenTHTe | 3,9% OT NALAEHTHTE
BBE3PAcTHH NALHEHTH, NOAAOKEHH Ha

TUIAHOBO CTABHO NMPOTE3HPAHE HA

Taso0epeHaTa WIX Ha KONAHHATA

Npogunakxtrka Ha BTE npu 12,6% ot naupermire | 2,1% ot nanmenTrre
HEXHPYPTrHYHH NALHEHTH

Jleuense na [IBT, BE u 23% or nauMeHTHTE 1,6% ot naupenTHTE
NPOGMIUIAKTHKA HA PELHANBH

IpodrnakTika HA HHCYIT H 28 Ha 100 2,5na 100
CHCTEMEH eMOONIH3BM NPM NAlMEHTH | MalMEHTOTOAHHH NaUMEeHTOrOAMHH

€ HEKJIANTHO NMPEACHPAHO MbAKACHE

ITpodmnaxTuka Ha 22 Ha 100 1,4 Ha 100
aTepoTpoMOOTHIHM CHOHTHA NpH MaLUMEHTOrOIHHH NMAUMEHTOrO/JHHH
IIpodunakTika Ha 6,7 Ha 100 0,154a 100
arepoTpoMOOTHYHM CHOMTHA NpH AaLMEHTOrOMHA NauMeHTOroAHHH* *

* BcHukH CHOHTHA Ha KBPBEHE OT BCHUKH NPOYYBaHHA ¢ puBapokcaban ca cxOpanm, JOXNaJBaHH H
OLICHEHH.

** B npoyusanero COMPASS ce Hab/mozaBa HHcKa 4eCTOTa Ha aHEMMS, Thil KATO € IPHIICKEH
CENEKTHREH NOAXO0] 32 cEOMpaHe Ha HexeslaHH CHOMTHA.

CHHCHK HA HeXENaHH PeaKUnM B TabnuueH Bug
YecroTUTe Ha HEXENAHHTE peakLMH, CBLP3aHA ¢ puBapoKcabaH, ca oGobwenn B Tabnuua 3 no-nony

1O CHCTEMHO-0praHHH Kiacose (o MedDRA) u no yectora.

B 3aBHCHMOCT OT YecTOTaTa Te ce ONpEAE/AT KATO:

MHoro vectn (> 1/10)

yectu (> 1/100 go < 1/10)

Heuectu (> 1/1 000 go < 1/100)

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

MHOro peaxH (< 1/10 000)

€ HEH3BECTHA YeCTOTA: OT HATHYHHTE AaHHKE He MOJKe Na ObJie HaNpaBeHa OLIEHKA.
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Ta6aama 3: BchukM HeXeNaHH peskuHR c¢a CLO0MICHM NpPA NANHEATH B KJIHAHYHE
HINHTBABRAN

HecTH HeuecTn Peaxn Mpuoro peaxn C HeH3IBeCTHR
YecToTa
Hapymenns B3 KPbLBTA H JAM$HATA CHCTEMA
AHemus (BKII. Tpom6GouuToza
CHOTBETHH (BKJI. MOBHINABaHE
naGopaTopHH Ha Gpos Ha
napameTpH) TpomGoLmTHTe)*
TnouAnnuraneuua
Hapymenng HA HMYHHATA CHCTEMA
Anepruuta AHadHnaKTHIHH
peakum, PEaKiIHH,
aJlepruyeH BKIIOUHTENTHO
AepMaTHT , aHadUIAKTHUEH
AHrHOEAEM H HIOK
_%{pymemu HA HEPBHATA CHCTEMA
agHOCT, Mo3suen H
raasobonue BRTpCUEpelieH
KPBBOH3IHB,
Hapymenns B3 09BTE
OueH xpmsomnnn‘
K BKL.
OHIOHKTHBAJNEH
E:p'bnonsnm)
Chpaeunn HApYHICHHS
Taxukapaus
C1LJ0BH HADYIIEHHS
XHIIOTOHHA, ¥
XEMATOM
PecOHPATOPERA, FPLAHA H MEIHACTHHAJIHH HEPYIEHRT
Enucraxcuc,
XEMOIITHIHC
CToMamHBo-1peBAH HAPYIIE¢HAS
Kbpeene ot Cyxora B ycTara
BEHLMTE,
CTOMALTHO-YPEBHH
f TpaKT {BKI.
PeKTaNHO
KbpEEHE),
CTOMAIHO-UPEBHHA
H a6 foOMHHAIHH
Bonku, nucnencus,
ranese, sanex”®,
auapus,
NoBpbLIaKe™

XenaToOHIHapHE HApYIIeHUS
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Yeern HeuecTn Peaxn Mauoro peaxn C HeH3BeCTHA
9ecTOTa
IloBuinapane Ha | YepHoapoGHo XKurrenuua ,
TPaHCAaMHHA3HTE | yBpexkaaHe , IoBuwmapaHne Ha
[TopueH KOHIOTHPaHHA
6unupybun, 6unupy6HH (c
NOBHILIEHA HiH Oe3
ankanHa CBITLTCTBALIO
tpocdaraza B NOBHINABAHE HE
KpeBTa®, nopmitena | ALT),
GGTA Xonecrasa,
Xenarur
{BKMHOUMTENHO
XeNaTouenyapH
HapymenBs Ha KOXATA H NOJKOKEATA THKAH
Cupbex (BK. Yprukaphs CHHAPOM Ha
HEYECTH CITy4aH Haj Stevens-
reHepanH3IHpaH Johnson/TokcHuH
cbpbex), obpus, a
€KXHMO3H, KOXKHH enHaepMaTHa
H NOAKOXHH HeKpoJI3a,
KPBBOMIIHEH DRESS cunapom
HapymeHHs Ha MYCKY/JIHO-CKEJETHATA CHCTEMA H CLEARHHTENAHATA ThKAH
E;)):ﬁxg:un're N XeMapTposa KpbBOM3IIHB B KomnapTmeHT
MYCKyJ CHHAPOM B
Pe3YIITAT Ha
KbpBEHE
Hapyvmenns 52 6n6pennTe B N1AKOYHETE NHLTHMA
KnupBene ot bx6peuna
YpOTeHHTANHMA HENOCTATBYHOCT/
TPaKT (BKII. ocTpa 616peyna
XeMaTypua u HEAOCTATLYHOCT B
MeHoparus®), pesyJTaT Ha
6u6peunc KbpPBEHE,
YBpexaHe (BKII. AOCTaTh4HA Ja
NOBHILEHHE Ha npeau3BHKa
KPEaTHHHHA H xunonepdysna
MIOBHILIEHHE Ha
ATa B KPbBTa)*
O0mu Hapymenns B epeKTH HA MECTOTO HA NPHJIOKEHHE
IMosxena Hepasznonoxenne Jo'l_lgoklg.[msnpan
Temneparypa®, | (B
nepicepeH oTok, | NPWIOLIaBaHE)
MOHMKEeHa ofiia
cHuna u
€HEPTHYHOCT (BKA.
0pa H acTeHHA)
H3cneasanns
IMopuwen LDH,

MOBHILIEHA fMEa3a A,
NoBHIIEHa aMuna3za®
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YecTh Heuectn Peaxn Mnuoro peaxn C Hem3pecTHA
9eCTOTA
ApAHSBAHEY, [PaBIHES M YCI0OKHERHS, BLIRHKHAIH B PE3YATAT HR  |ypepnun
K Conora
‘BpBeHE cllen c
NceBAOAHEBPH3MA
HAKAKBa
npouenypa (BKN.
MNOCTONCPATHBHA
AHEMHA U KbPBEHE
OT paHa),
KOHTY3HA,
cexpeLHs OT paHu”
A: nabmonasanu npu npodunakrika Ha BTE npy su3pacTHH nauMeHTH, NOUIOKEHH Ha IUIAHOBO

CTaBHO MIPOTE3HpaHe Ha TasobeApeHaTa WK KOJISHHATA CTaBa

B: nabmopasanu npu neyenne Ha JIBT, BE win npodunakTHka Ha peLMauBy, K&T0 MHOTO YeCTH NPH

*eHH < 55 ropuan

C: HabmonapaHH KaTo HEUECTH NPH NPOQHAAKTHKA HA ATEPOTPOMOOTHYHH CHOHTHA NPH NaLHEHTH
caen OKC (cnen nepkyTaHHa KOpOHApHA HHTEPBEHLIHA)

* [IpunoxeH e NMpeABAPHTENTHO ONPEIE/ICH CENEKTHBEH NOAXO0A 38 chOHpaHe Ha HexXenaHH crouTHA.
Tbii KATO YeCTOTATa Ha HEXKENAHHTE PEAKLHH He € YBE/IHY€Ha H HE € YCTAHOBEHa HOBA HEXellaHa
peakis, gaHHuTe oT npoyusaHero COMPASS He ca BKIIOYEHH NPH HIYKCIABAHE HA YECTOTATA B
Ta3H Tabnuua.

Onucalne Ha W30paHH HEeXENMAHH PeaKLiHK
Mopann ¢papmakonorHyHua My MEXaHH3bM Ha AeficTue, ynoTpeOara Ha puBapokcaban Moxke na 6bae

CBBp3aHa ¢ MOBHIIEH PHCK 3a OKYJITHO HIH SBHO KBPBEHE OT BCAKA THKAH HNH OpraH, koeto 64 Morno
Ja AoBeAe A0 MocTxeMoparyyHa aHeMusd. [IpusHalKTe, CHMITTOMHTE H TeXecTTa (BKIIOUYHTENHO
¢daTaneH u3Xon) Lie 3aBUCAT OT JIOKANTHIALMATA H CTENECHTA WIH cfeMa Ha KBPBEHETO WILWTH aHEMMATA.
(Bxk. Touka 4.9 , IloBenense npy kppBeHe”). B IWIHHHYHHTE NPOYYBAHHA JTMIABUYHO KBPBEHE (T.€. OT
HOCA, BEHLIMTE, CTOMALOHO-YPEBHHA TPAKT, THKOYO-NONOBHA TPAKT, BIIIOUHTENHO a0HOPMHO
BArHHAITHO WM YBENHYEHO MEHCTPYaIHO KbPBEHE) M aHeMus ce HaOnoaaBaT no-4ecto npH
IQBIrOCPOYHO NeveHHe ¢ puBapokcabaH B cpaBHeHHe ¢ nedeHHe ¢ ABK. Ilo Tasu npuunHa, B
JOMB/IHEHHE KbM aIeKBaTHOTO KJIHHHYHO HabmoaeHue, n1abopaTopHo H3cneaBaHe Ha
xeMornobuHa/xemMaTokpura 61 MOrno na 6Bae OT non3a 3a OTKPHBAHE HA OKYNTHO KhPBEHE H 3a
onpenendHe Ha KIHHUYHATA 3HAYMMOCT Ha ABHO KEPBEHE, [0 NpeLieHKa cnope] ciyuad. BzamoxHo e
PHCKBT OT KbpBeHe Aa 6bc NOBHUIEH MPH OTIPEAENEHH IPYNH NAUHCHTH, HANPHMEP NALMEHTH ¢
HEKOHTPO/IHPAHA TEXKKA apTEPHAIHA XMNIEPTOHHA H/WIH Ha CHITHTCTBALLA TEpaNHs, KOATO MOBMHABA
xemocTasarta (Bx. Touka 4.4, Puck ot xemoparus*). BeaMoXHO € MEHCTPYaITHOTO KbpBeHe Aa € Mo-
CIJIHO H/HJIH NO-NPOAB/DKHTENHO. XeMOparHyHHTe YCJIMKHEHHA MOTaT J1a ce TIPOABST KaTo cnabocrT,
6neanoct, 3aMasHOCT, raasobonne e HeoGACHHMH OTOLM, AMCTIHEd H HeoOsAcHHMM oK. Kato
pe3ynTaT OT aHeMHATa B HAKOM CTyyaH ca HabmoaaBaHH CHMNTOMH HA CHPAECYHA HCXEMMHA, KATO
6onka B rEPANTE HIH CTEHOKApAHA.

Hma chobuieHHs 3a HI3BECTHH YC/IOKHEHHSA B pe3YJITAT Ha 3HAUHTENHO TEXKO KbPBEHE KaTO
KOMNAapTMeHT CHHAPOM # 6hOpeyHa HeNOCTATEYHOCT B pe3yNTaT Ha xunonepdyIns rpH H3NoJI3BaHe
Ha Rixelto. [To Task npyuMHa BEpOATHOCTTa OT KbpBEHE Tp6Ba Aa ce HMa NPeJBHA NpH NpelieHKaTa
Ha CLCTOAHHETO Ha BCEKH MALMEHT, KOHTO € MOUIOKEH HA aHTHKOATyIaHTHO EUeHHE.

Cuob € Ha NOJ03HPAHH HEKENAHN 7
CrobiaraHeTo Ha NOAZOIHPAHH HEKEeNaHH peakliMH clie]] paspelliaBaHe 3a ynotpeba Ha nexapcTBeHHMs
npoAykT e BakHo. ToBa N03B0/ABA Aa MPOAB/DKH HAOMONEHHETO Ha CHOTHOLLCHHETO TOJ3a/PHCK 38

NeKapeTBeHHs NpoayxT. OT MEHIUBHCKHTE CICLMATICTH CE H3MCKBa Aa chobIlaBaT Bcaka
Noao3HpaHa HEeXeNaHa peakliua Ype3 HalMOHANTHATA CHCTEMa 38 CLOOILABaHE: .

HanknHuTeNHA areHUHA MO TeKapeTBaTa
yn. ,Jlaman I'pyes‘ Ne 8

1303 Codus

Ten.: +3592 89034 17

yebcaliT: www.bda.bg
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4.9 Hpenosnapane

HMa cbobiieHus 3a peakH ¢lydaH Ha mpefo3upaHe Ao 600 mg, HeYCAOKHEHH OT KbpBEHE W APYTH
HeXeNnaHu peakuuH. [lopaan orpaHHueHaTa abcopbumsa ce 04aKBa ePeKT HA IMMHTHPAHO HACHILAHE
6e3 NOML/HHTENHO NOBHINABAHE HA CPEAHATA IUIA3MEHA EKCTIOIHLMA NIPH CYTIPATEPANCBTHYHH A03H
puBapoxcaban ot 50 mg WM NO-BHCOKH.

He chuecrsysa cneumbHyeH aHTHAOT cpely (GapMakoaAHHAMHYHHA eeKT Ha puBapokcaban.

B cnyuau Ha npeo3npane Ha pHBapokcabaH MOXE A8 C& HMa ITPEIBH/ H3NON3BAHETO Ha aKTHREH
BBIVICH 38 HaMa/laBaHe Ha abcopOumaTa.

IloBeeHHE IIPH KbPBEHE
AKO MpH MALKEHT Ha JIEYCHHE ¢ pHBapoKcabaH ce pa3BHe CBLP3aHO C KbPBEHE YCI0XHEHHE,

CJie/iBalHAT pHeM Ha puBapokcaban Tpabea na ce OTIOKH WIH AcdeHHeTO TPAGBa aa ce npexpaTh,
axo e neobxomimo, PuBapokcabaH HMa noMy»HBOT oT 0k0JI0 5 10 13 4aca (Bx. Touka 5.2).
Tosenennero TpAOBa a e HHAMBHAYAIM3HPAHO B 3ABMCHMOCT OT TEKECTTA H JIOKATHIALMATA Ha
KpBBOH3/IMBa. Mojke na ce M3MON38a ROXXOAALLO CHMITTOMATHYHO JIeYeHHE, KATO HANpP. MEXaHHYHA
KOMIIpecHs (HaNp. MPH TEXBK EMHCTAKCHC), XMPYPrHYHA XEMOCTa3a C IPOLEAYPH 33 YCTAHOBABAHE Ha
KOHTPOJ1 HaZl KbpBEHETO, 3aMECTBAHE Ha oOeMa H MEDKH 3a NOATLpKaHEe HA XeMOJHHAMMKATA,
NIPE/IHBAHE HA KPBBHH TPOJYKTH (EPHTPOLMTEH KOHLICHTPAT WIH NPACHO 3aMpa3eHa IU1a3Ma B
38BHCHMOCT OT aCOLMMpPAHATA AHEMMA WIH KOAryNONaTHA) MK TpoMGoLMTH.

AKO KBPBEHETO He MOXe 1a 6bie OBJIAITHO C TOPENOCOYEHHTE MEPKH, MOXE 8 ¢& 00ChAH
NPHAraHeTO Ha CreLM$UIHO NPOKOAryNanTHO CPEACTBO, KATO KOHUEHTPAT Ha TPOTPOMOHHOBHS
komruieke (PCC), akTHBHpaH KOHLEHTpaT Ha NpoTpoMEHHOBUA koMIuteke (APCC) win
pexombuHanTed daxrop Vila (r-FVIIa). Ksm MoMeHTa 06a4e KTHHHYHHAT OMHT OT NPHIATAHETO Ha
TE3H JIEKAPCTBEHH NMPOAYKTH NPH DALUMEHTH, NOJTy4aBaliy puBapoxcabaH, € MHOMO OrpaHHYeH.
IlpenopbkaTa ce 0OCHOBaBA M Ha OrPaHHYEHH HEITMHIYHA JaHHK. Moxe fa ce 0GMHCIIH MOBTOPHOTO
npunarase Ha pexombuHanTen ¢akrop VIla u nozara TpaGsa na ce THTPHPa B 3aBHCHMOCT OT
HAMANIBAHETO Ha KbpBeHETO. B 3aBHCHMOCT OT BB3MOXHOCTTA HA MACTO, B CITY4aH Ha MACHBHO
KbpBeHe, TpOBa Na ce 0OMHCIH KOHCYTTALMS CBC CMELHANMCT M0 KOAryJalHOHHH HAPYHIEHHA (BX.
TO4Ka 3.1).

He ce ouaksa nporamMun cyndar n Buramud K 1a noBIsABaT aHTHKOATYIAHTHATE AKTHBHOCT Ha
puBapokcaban. ONMTET ¢ TPAHEKCAMOBA KHCE/IHHA € OTPAHUYEH M JIMIICBA TAKBE ¢ AMHHOKAINPOHOBA
KMCe/HHA H aNpOTHHHH NPH NALHEHTH, NoNnyyasaimy pusapokcaban. HAMa HHTO HayyHH
NOKA3aTEeNICTBA 33 G1aronpHATHO TIOBTHABAHE, HUTO OITHT OT H3MOJI3BANETO HA CUCTEMHHSA
XEMOCTATHK Ae3MONMpPECHH NPk NALIMEHTH, NOMyJaBalliy pusapokcaban. [Topagu BHcoKaTa creneH Ha
CBBP3BAHE C MUIa3MEHHTE NPOTEHHH He CC 04aKBa pHBapokcaban 1a Moxke fa Gbae oraeneH upes
JAHAIH3Aa.

5. ®APMAKOJIOr'HYHM CBOMCTBA

5.1 <PapMakoIHHAMHYHH CBOHCTBA

DapMakoTepanesTHYHAa rpyna: AHTHTPOMGOTHYHH CPENCTBA, AMPEKTHA MHXHOUTOPH Ha daxTop Xa,
ATC kox: BO1AF0O1

Mexanusbm Ha aeficTaue

Pupapokcaban e BUCOKOCENEKTHREH AMpeKTeH MHXUOHTOP Ha dakTop Xa ¢ nepopanHa GHOHANKYHOCT.
Huxnbupanero Ha dakrop Xa npexbcBa BETpELUHES H BRHLICH ITHT HA KOATy/NalHOHHATA KACKaja,
KOeTO HHXHOHpa kakTo GopMHpaHeTO Ha TpoMOHH, Taka u oGpa3sysaHeTo Ha TpoM6H. PusapokcaGan
He MHXuOHpa TpombrHa (axTHBHpaH dakrop II) H He ca HaGmoxaBanK epeKTH BLPXY TpomboLTHTE.
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DapmakoIMHAMHYHH ebeKTH

IIpu xopa € EaGmMoONABAHO 3ABMCHMO OT A03aTa HHXuOHpaHe Ha ¢axtop Xa. [IpoTpoMOGHHOBOTO
speMe (PT) ce noenHABa A0303aBHCHMO OT pHBapoKcabaH B TACHA BPB3Ka C IUIASMEHUTE
KOHUeHTpalHH (r=0,98), ako 3a Tecta ce m3non3sa Neoplastin. ipyru pearentn Ouxa aanu ApyTH
pesyntatd. Orunranero Ha PT Tpabea na crasa B cekytan, noHexe INR e xkanuGpuparo n
BaJIHAHPAHO 33 KyMapHHOBH IIPOAYKTH H HE MOJKE 4 Ce NPHJIara 3a ApYrd AHTHKOAry/aHTH.

IMpu nawuenTy, nomy+asamy puBapokcaban 3a neyenne Ha JIBT n BE u npodunaxruka Ha
peuuauey, nepecerTunute 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen npHema Ha Tabnerxara (T.e. KM
MOMEHTa Ha MakcumaieH edexr) 3a 15 mg puBapokcabaH aBa ITHTH AHEBHO ¢a B rpaHHLMTe OT 17 10
32 cexyHau, a 3a 20 mg puBapoxcabaH etk AHeBHO oT 15 no 30 cexynam. Io BpeMe Ha Haii-
HHCKaTa KoHueHTpaius (8 - 16 yaca cnen npuema ha tabnetkara) nepceHmivinte 5/95 3a 15 mg aBa
IBTH AHEBHO ca B rpaHHuHTe 0T 14 1o 24 cexynay, a 3a 20 mg Beansx aAxesHo (18 - 30 yaca cnen
npHeMa Ha Tabnetxara) ot 13 no 20 cekyHam.

ITpy naupeHTHTE C HEKNAMHO NPEACHPAHO MBKACHE, NOMYYaBalll¥ pHBapokcabaH 3a nMpodHIakTHKa
Ha MHCYJIT ¥ CHCTeMeH eMOonu3bM, nepcenTHanTe 5/95 3a PT (Neoplastin) 1 - 4 yaca cnex npuemMa Ha
Tabnerkara (T.€. 0 BPEMETO HA MAKCHMANHHA eeKT) NPH MALHEHTHTE, JIeKyBaHH ¢ 20 mg eqHH MbT
AHEBHO, BAPHPAT OT 14 10 40 ceKyHIM B NPH MALHEHTH ¢ yMepeHo OB0peuHo yBpexaaHe, NeKyBaHH C
15 mg enuH meT AHEBHO, OT 10 10 50 cexyHan. o Bpeme Ha Hali-HuckaTa koHUeHTpaima (16 - 36
4aca cyieq npHema Ha Tabnerkata) nepceHTHIMTE 5/95 MpH NaLMeHTHTE, IeKyBaHH ¢ 20 mg eIl BT
JHEBHO, ¢a B rpaHUIINTE 0T 12 10 26 ceKyHAH, & NPH NAUMEHTHTE ¢ YMepeHo ObOpeuHo yBpexaaHe,
JeKyBaHH ¢ 15 mg eanH MET AHEBHO, OT 12 A0 26 ceKyHAu.

B xn1mH#KO-(papMaKkonorHyHO Npoy4YBaHe Ha 0OpaTHMHTE IPOMEHH BLB (hapmakoaAMHAMMKATA Ha
pHBapokcabaH npu 3/1paBH BE3pacTHH J00poBO/LH (n=22), e OLEHABAH ePeKTHT Ha eAHHHYHH JO3H
(50 IU/kg) Ha opa paxTHYHH THINA KOHLEHTPAT Ha npoTpoMGuioBHa KoMuiekce (PCC), 3-daxropen
KOHIIEHTpaT Ha npoTpoMbuHoBHA KoMIeke (paxtopu II, IX u X) u 4-paxTopeH KOHIIEHTpAT Ha
npotpomMbuHoBHA koMmmieke (daxtopu II, VII, IX 1 X). 3-pakTOpHHAT KOHLIEHTpAT Ha
NPOTPOMOHHOBHA KOMIUIEKC € IOHIDKHA CPEAHHTE CTOMHOCTH Ha NPOTPOMEGHHOBOTO BpeMe Ha
Neoplastin ¢ npubnmuznrento 1,0 cexynia B paMxuTe Ha 30 MUHYTH, B CpaBHEHHE C IOHHKABAHE OT
npubnisuTento 3,5 cexyHau HabmonaeaHo ¢ 4-GpakTOpHHS KOHLIEHTPAT HA MPOTPOMOHHOBHS
KOMILIEKC, 3a cpaBHeHHe, 3-(haKTOpHUAT KOHUEHTPAT Ha NpoTpOMOHHOBHA KOMIUIEKC € HMan Mno-
rojiaM H no-6up3 o6 edekT BbpXy 0OpPaTHMHTE NPOMEHH B €HAONEHHOTO 06palyBaHe Ha TpOMOHH
OT 4-(paKTOpHHA KOHLUEHTPAT Ha MPOTPOMOMHOBHSA KOMIIeKke (BX. TouKa 4.9).

AKTHBHpPAHOTO napuHainHo TpomboracTHHOBO Bpeme (aPTT) u HepTest ¢pino ca yasmkeHH B
3aBHCHMOCT OT [034T4, HO H3MOJI3BAHETO HM 33 OLCHKA Ha apMaKogHHaAMHYHKA eDEKT Ha
puBapokcabaH He ce npenopsusa. Hama HeoGxoauMocT OT HaGmoneHye Ha KoarynauHoHHTe
MapaMeTpH Mo BpeMe Ha JIEYEHHETO C PUBapoKcabaH B KIHHHYHATA NPAKTHKA. BBIpexn ToBa, ako e
KIHHHYHO TTOKA32HO, HHBATa Ha puBapoKcabaH Morar ga 6s1aT H3MEPBaHH ¢ KaTHOpHpaKH
KOJIHECTBEHH TeCTOBE 3a aHTHdakTop Xa (BXK. Touka 5.2).

Kannuyna edmkacHocT M HezonacHocT

HIpogunaxmuxa na uncyam u cucmemern eMGORUILM NPYU NAYUEHMY C HEKIANHO NPEOCLPOHO
MvAHCOEHE

KnunnuHaTa nporpama ¢ pHBapokcabaH € InaHHpaHa ¢ L)l Ja AeMOHCTpHpa ebHKaCHOCTTa Ha
puBapoxcaban 3a npodHnakTHka Ha HHCYJIT H CHCTEMeH eMOOIH3bM TIPH NALHEHTH ¢ HEKJTAITHO
npencspaHo MuxaeHe. [Ipu ochoBHOTO ABO¥HO ciano npoyusase ROCKET AF 14 264 nauyeHTH ca
pa3snpeaeneny Aa NoMyyasaT HiH pHBapokcaba 20 mg BeaHbxk AHEBHO (15 mg BEAHEXK AHEBHO NpPH
MAUHEHTH ¢ KpeaTHHHHOB KHpbHC 30 - 49 ml/min), win BapdapuH c TuTpHpaHe Ha ao3aTa no INR
2,5 (repanesTHYHH rpaHHiH 2,0 a0 3,0). MeaHaHHaTa NMPOAB/DKHUTENHOCT Ha NPOBEAEHOTO JiCYEHHE, €
19 Meceua, a obwiaTa npoab/KHTENHOCT € 00 41 Meceua.

34,9% 0T nauMeHTHTE ¢a JEKYBAHH C ALIETHICATHLWIOBA KMCENHHa H 11,4% ca NeKyBaHH ¢
AHTHAPHTMHYHC CPEACTBO, BKIIOYHTENIHO aMHOIAPOH.

Pupapokcaban e ¢ He no-manka edexTHBHOCT OT BapdapHH 3a IMLPEXYHATA CHCTABHA
KpaifHa TOUKa 38 HHCYNT B cucTemeH eMbonu3bsm w3eeH [[THC. B nomynauusaTa no
[POTOKOJ Ha JIeYeHHe HHCYAT MM cucTeMeH eMbonabM ce Habmonasar npn 188
nanHMeHTH Ha pueapokcabaH (1,71% na roauHa) v npu 241 Ha BapdapuH (2,16% Ha
roauna) (KP 0,79; U 95%, 0,66 - 0,96; P<0,001 3a He no-manka edextusroct). OT
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Cpea natenTHTe B rpynarta Ha BapdapaH INR crofiHocTHTe ca B rpaHHIIMTE HA TepaneBTHYHHS
ananasod (2,0 xo 3,0) cpenno 55% or BpemeTo (Mennana 58%, uHTepkBapTWieH auanasoH 43 ao 71).
EdexTsT Ha puBapoxcaban He ce paxiAyaBa Ha HHBO ueHTpanHo TTR (speme B Tapreren INR
avanason 2,0 - 3,0) npu kBapTHIHTE ¢ eqHaKbE pasMep (P=0,74 1a piaumoneiicteue). B Hali-ropHus
KBApTHJI 110 OTHOUIEHHE Ha LieHTbpa KoeduimeHTrT Ha Puck (KP) 3a puBapokcaGax copamo
sapdapuH € 0,74 (95% JIH, 0,49 - 1,12).

YecTOTaTa Ha OCHOBHHTE Pe3yJITATH 38 6€30NacHOCT (roJieMH H HErONIEMH KITHHHYHO 3HAYHMH
KPBBOHIMBH) ca NoJ00HH 3a BeTe TepaneBTHYHH rpymH (8. TaGnuua 5).

Tabnrna 4: PesyaraTn 3a epukacuoct ot daia ITI ROCKET AF

Tlpoyusana nomynarps ITT aHann3 Ha epHKACHOCTTA NPH NALMEHTH ¢ HEKMAIMHO NPEACHPAHO

MBXKIEHE
PHBapokcaaH Bapdapun mitpupan 1o | KP (95% JIH) p-
20 mg equn muT AHeBHO | INR 2,5 (TepanesTHunu | croifHocT, Tect 3a
(15 mg searsx AHeBHO | rpanHum 2,0 go 3,0) NPEBB3XOACTRO
TepanesTuna 032 TIPH NALHEHTH C YMEPEHO
616peuno yepekaane)
Yectora Ha ce6uTHeTo | YecToTa Ha chbuTHETO
(100 naumenTo-rogunu) | (100 naumeHTo-ronunm)
HucynT U cHeTeMeH 269 306
emBonussm H3ssH HHC (2,12) (2,42) 0,88 (0,74-1,03) 0,117
HHcynT, cHeTeMeH 572 600
eMGonu3sM H3ebLH LHHHC 1 0,94 (0,84 - 1,05) 0,265
(4,51) (4,81)
ChA0BA CMBpPT
HucynT, cHcTeMeH
embonu3sm H3ebH LHHC, 659 709
CBAOBA CMBPT H HHGAPKT (5,29) (5,65)
Ha Mioxapia 0,93 (0,83 - 1,03) 0,158
253 281
Hucynr (1,99) 2.22) 0,90 (0,76 - 1,07) 0,221
Cucremen emGonmsnm 20 27
bisbi LHC (0,16) 0,21) 0,74 (0,42 - 1,32) 0,308
130 142
HHdapkt Ha MHOKapaa (1,02) (1,11) 0,91 (0,72 - 1,16) 0,464
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Tabauna 5: Pesvararn 3a Gejonacaocy ot $a3a [N ROCKET AF
IlpoyuBasa nomynauus TlauHeHTH ¢ HEKJIAMHO NMPEACHPAHO MBbiaeHe!

PupapokcabaH Bapdapun KP (95% IH) p-
20 mg eanH BT AHEBHO | THTpHpaH a0 INR 2,5 CTOHHOCT

(15 mg BeayLK AHEBHO | (TEpANEeBTHYHH IPAHMLM
NpH NaLMEeHTH ¢ 2,0 no 3,0)
TepanepTuuHa 038 yMepeHo Gp6pedHo
YBpexaaHe)

YecTOTa HA CHOMTHETO Yecrora KA CEOMTHETO
(100 mauuenTo-roguan) | (100 maumeHTO-roAHHH)

I'onemu 1 He-ronemMu 1475 1449 1,03(096-1,11)
KJIHHHYHO 3HAYHMH (14,91) {14,52) 0,442
KPBLBOHM3IIHEH
395 386 1,04 (0,90 - 1,20)
lonemu KpEBOHMINUBH (3,60) (3.45) 0.576
CMEBpT B pe3vnTarT Ha 27 55 0,50 (0,31 - 0,79)
KbpBeHe* (0,24) (0,48) 0,003
KnpBene ot xpurven | 91 133 0,69 (0,53 - 0,91)
opran* (0,82) (1,18) 0,007
HuTpaxkpanuaien 55 84 0,67 (0,47 - 0,93)
KpbBowanup* (0.49) (0,74) 0,019
Cnax Ha 305 254 1,22 (1,03 - 1,44)
xemornobuHa* 2,77 {2,26) 0,019
Kpbeonpenupane na 2 | 183 149 1,25(1,01 - 1,55)
WIH MOBEYE ¢AHHHIH (1,65) (1,32) 0,044
epHUTPOLIMTH WIH L4
KpnB*
Heronemu kiuMHH4HO 1185 1151 1,04 (0,96 - 1,13)
3HAYHMMH KPBBOH3NTHEH (11,80) (11,37) 0,345
CMDBPTHOCT TIO 208 250 0,85 (0,70 - 1,02)
BCAKAKBH NPHYHHH (1,87) (2,21) 0,073

a) llonmynaiuus, H3NUTBAHA MO OTHOWIEHHE Ha 5E30naCHOCT, HA ICUEKHE
* HoMHHATHO 3HAYHMH

B nombanenHe kM npoyyraneto ¢asa [ ROCKET AF, e npoBeaeHo NpOCneKTHBHO,
MOCTMapKETHHIOBO, HEHHTEPBEHL[HAHATHO, OTBOPEHO KOXOPTHO NPOYUYBaHe ¢ €JHO paMo
(XANTUS) ¢ ocuoseH u3xof, Bmousail TpoMboeMGonHuHN CHOMTHA B roONAMO KphBeHe. 6 785
MALKEHTa C HEKIANHO NPEACPAHO MBXKAeHe ca GWIH BKAIOYEHH 38 NPOQHIAKTHKA H8 HHCYNT |1
eMOonua M3BBH LieHTpasHaTa HepeHa cucreMa (LTHC) npu peannn ycnosua. CpeasuTe peaynataTu
Ha CHADS2 n HAS-BLED ca 6win 2,0 nps XANTUS, B cpaBHeBHe CbC CPEIHMTE Pe3yaaTaty Ha
CHADS2 1 HAS- BLED or 3,5 n 2,8 cvorserso npu ROCKET AF. 'onsmo KprBeHe €
HabmonaraHo npu 2,1 caydas 3a 100 nauuento-rogixy. Crobuiasa ce 3a daraneH Kpsao
npH 0,2 cmyyas 3a 100 naupeHTOroaMHN M BhTpedepernieH KpbBouanue npH 0,4 cryyad 3a
nauueHTo-rogHHd. Kacynr win em6onna w3pba LIHC ca perucrpupanu npu 0,8 cnyyas
TIALMEHTO-TOAMHH.

Te3un HabmoneHHa B peansy yCIOBHA ca B ChOTBETCTBHE ¢ YCTAHOBEHHA npodun Ha Ge
TIPH TOBA MOKA3aHKE.
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TauMeHTH, NOANOMKEHH Ha KAPAHOBEP3HO

IpocnekTHBHO, pPAHAOMH3IHPAHO, OTBOPEHO, MHOIOLIEHTPOBO, €KCIUIOPATOPHO MPOYUBAHE ChC
3ac/ieneHa olleHKa Ha kpafiHata Touka (X-VERT) e npoeeneno npu 1 504 naumeHTH (HenekysaHu
aocera ¢ NEPOPANHA AHTHKOATY/IAHTH H JIEKYBaHH NPEABAPHTENHO) C HEKAMHO NPeACHPAHO
MBKJEHe MIaHHPAHO 38 KAPAHOBEP3HO, 38 J1a C€ HAMPABH CPABHEHHE MeXKTy pHBApoKcaban u
ananTHpasa n103a ABK (panaomuaspano 2:1), 3a npepeHUMs HA CHPACYHOCHAOBH CHOHTHA.
Hanonspanu ca ctpaTert ¢ nomolnra Ha HacoueaHe 4pes TEE (1-5 auu npeapapHTenHo neueHue)
HIH KOHBEHLIHOHAITHO KApAHOBEP3HO (Hali-MaJIKO TPH CeIMHLH ITpeBAPUTEINTHO JIEYEHHE ).
ITepBHYHHTE pe3ynTaTH 33 epHKACHOCT (BCHYKH HHCYITTH, MPEXO/IHA HCXEMMUHA ATAKA, CHCTEMEH
embonuspM Hecsbp3an ¢ ITHC, nHdapkT Ha Muokapaa (MH) # chpaeuHocsa0Ba CMBPT) ca ce
noasunH npH 5 (0,5%) naunenTH B rynata Ha pusapokcabaH (n=978) u 5 (1,0%) naumeHTa B rpynara
Ha ABK (n=492; RR 0,50; 95% C10.15-1,73; moaudupana ITT-nonynauua). OCHOBHUAT
pe3yJTar 3a Ge3onacHOCT (MacHBHO KbpaeHe) ce € moaswi mpH 6 (0,6%) u 4 (0,8%) nauneHTH B
rpynute Ha puBapokcaban (n=988) n ABK (n=499) cxotsetHO (RR 0,76; 95% C1 0,21-2,67;
Gezonacna nomynaums). Toba eKCILIOPaTOPHO NPOYHBAHE € NMOKA3AI0 CPasBHUMA ePHUKACHOCT H
GesonacHocT MeX Ty rpynHTe Ha fedeHHe ¢ puBapokcaban u ABK B ycnosusTa Ha kapanosepsuo.

IMaunenTy ¢ HeKxIaANHO CBHPAHO eHe, KOUTo noziexat Ha ITKH ¢ nocrassane Ha cTeHT
HapppiieHo e paRIOMH3HPaHO, OTKPHTO, MHOTOUeHTpoBO npoy4saxe (PIONEER AF-PCI) ¢ 2124
NALHEHTH ¢ HEKJIaIHO NPEACEPAHO MbAKICHE, KOHTO ca 6uH nogioxenn Ha ITKH, ¢ nocrapsHe Ha
CTEHT 3a ITBPBHYHO ATEPOCKICPOTHYHO 3a00/1BaHE, 34 CPABHABAHE HA GE30NACHOCTTA HA JIBE CXEMH
Ha prBapokcabad n enHa VKA-cxeMa. [lausenmire ca Gunm pasnpeneneHy Ha clTydaeH NPHHLMI
1:1:1 3a ofima 12-meceyra Tepamua. IaumneHTH ¢ aHaMHe3a 3a uecynT wik [THT] ca m3kmoYeHy.
I'pyma 1 nomyyasa pusapokcaban Beannxk nHesHo 15 mg (10 mg BeAHBXK AHEBHO NPH MAUMEHTH C
KpeaTHHUHOB KIHPBHC 30 - 49 ml/min) nmoc P2Y 12 muxuburop. I'pyna 2 noayyaea 2,5 mg
puBapokcaban aBa TH AHeBHO 3acaHO ¢ JITAC (aBoliHa Tepanis ¢ aHTHTPOMOOLIMTHH CpencTsa,
HarpuMep knonuporpen 75 mg [wnn 3amectsamna P2Y 12 uaxuGuTOp] runoc Hucka nosa
aueTuncaniumiosa kucenuta [ACK]) 3a 1, 6 wm 12 mecena, nocneapana ot pusapoxcaban 15_mg
(vnu 10 mg 3a nalHeHTH ¢ KpeaTHHHHOB KAHPBHE 30 - 49 ml/min) BeAHTX AHEBHO, TUTIOC HHCKA
Ao3a ACK. I'pyna 3 nosny4asa kopurupana no3a VKA nmoc JITAC 3a 1, 6 unu 12 Meceua,
nocneaBaHa o7 KOpHrupaHa xo3a VKA, mioc Hucka nosa ACK. '

[InpBuuHaTa kpafiHa ToYKa 3a 6€30MACHOCT, KIIHHHYHO 3HAYHMHKTE CHYYaH HA KbPBEHE, CE NOABABAT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) y4acTHuuy B rpyna 1, rpyna 2 ¥ rpyna 3,
pecnexrueHo (HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001,
pecnekTHBHO). BropHunaTta kpaiiHa Touka (ChcTaBeHa OT chpaAeyHO-chA0BH chOHTHA CC embpT, MU
HIIH HHCYAT), ¢ Habmonapana npu 41 (5,9%), 36 (5,1%) 1 36 (5,2%) naumenTH B rpyna 1, rpyna2 u
rpyna 3, cxoreTHO. Beska oT cxeMuTe HA pHBApOKCaGaH NOKA3BA 3HAUYMTENHO HAMAIABAHE HA
KJIHHHYHO 3HAYHMHTE CNTy4aH Ha KBpBeHe, B cpaBHerHe ¢ VKA-cxeMaTa npH MaLMeHTH ¢ HEKIAMHO
NMpeACHPAHO MBXAEHE, KOHTO ca 61nH noanoxkeHn Ha [TKH ¢ nocraeaHe Ha CTeHT.

OcuosnraTta uen Ha PIONEER AF-PCI e oneHka Ha 6e3onacHoctTa. JJaHHHTE OTHOCHO edHKAcHOCTTa
(BxmounTenHO TPoMO0eMOONHYHH ABNEHHA) TIPH Ta3H NOMYNALS CA OFPAHHYUCHH.

Jlevenue na BT, BE u npogunaxmuxa na peyuousupawu /BT u FE
Knunnynata nporpama ¢ pupapokcadaH € ruiaHHpaHa ¢ lien Aa AeMOHCTpHpa ePHKACHOCTTa Ha
prBapokcabaH NpH HAYANTHOTO H MPOAL/LDKHTENHOTO NeueHHe Ha ocTpu JIBT u BE #
npo¢HIaKTHKATA HA PELMIHBH.

Han 12 800 naupeHTH ca npoy4eHH B YETHPH PaRIOMH3HPAHH, KOHTPOIHPAHH KIMHHIHH
npoyusanud ¢asa III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
AOTMBJIHMTENHO € NIPOBEEH NpeABapHTENHO AedHHHpaH cOopeH aHanu3 Ha npoy4BaHusTa Einstein
DVT n Einsten PE. O6tara koM6HHIpaHa MPOIB/DKHTETHOCT Ha IEHEHHETO 33 BCHUKH NIPOYYBAHHA
e 1o 21 Meceua.

B npoyusasiero Einstein DVT 3 449 nauvents c octpa IBT ca npoyyenH 3a jieueHHeTo Ha
npodunakruka Ha peunansupaiy BT u BE (naunesTnre cbe cummromaruyen BE ca w3
ot ToBa npoyusane). [IpogpmkHTenHOCTTa Ha NEYEHHETO € 3, 6 M 12 Mecena B 3aBHCHMOG
KIHHHYHATA MpeLieHKa HA H3CJICAOBATENA.
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3a neyenueTo Npes IEpBUTE 3 ceaMHIM Ha ocTpa JIBT ca npunarany 15 mg pueapokcabaH 1Ba mMeTH
anesHo. Cnen ToBa leUeHHETO NPpoab/pkaBa ¢ 20 mg puBapokcabaH eAMH ITBT JHEBHO,

B npoyusanero Einsten PE 4 832 naunen ¢ octep BE ca mpoyyenu 3a nedennero Ha bE 1 3a
npodunakTka Ha peruauexpai JIBT u BE. IpoawmkHTenHocTTa Ha NeyeHueTo € 3, 6 Wik

12 meceria B 3aBHCHMOCT OT KIIHHHYHATA NMPELCHKA Ha H3CJIeIOBATENA.

3a snieyenneTo Ha ocThp BE npe3 mppBHTE 3 cCeaAMHUM ca mpwiaraln 15 mg pusapokcabaH nBa MeTH
AaHeBHO. Ciiell TOBA JISYEHHETO NpoanDKaea ¢ 20 mg pueapokcabaH eMH ITBT IHEBHO.

H npu neere npoyusanus Einstein DVT u Einsten PE cpaBHHTENnHOTO NeyeHHe BKMIOYBA
€HOKCANapHH B NMPOABDKEHHE Ha TOHe 5 AHM B KOMOHHALMA ¢ AHTAMOHHCT Ha BHTaMHH K 10
noctHrade Ha crolinocT 3a PT/INR B TepanerTHaHHTE rpaHHun (> 2,0). JledyeHnero npoawDKaBa ¢
aHTaronuct Ha eutamuH K, xato no3ara My e Takasa, ue crofiHocTHTe 3a PT/INR 1a ca B
TepaneBTHYHHTE rpaHuuy ot 2,0 Ao 3,0.

B npoyusasero Einstein Extension 1 197 naumesrru ¢ JIBT win BE ca npoyuens 3a npodunaktukara
Ha peunauexpam JIBT u BE. IlpoabmmkurenHoctra Ha iedeHHeTo o0XBama JOmbIHHTENHH 6 1o 12
Mecelia TPH NalMeHTH, KOHTO ca MPEMHHANH KYPC Ha ie4eHHe oT 6 o 12 Mecella Ha BEHO3eH
TpoMOoeMOONTHIBM B 3aBHCHMOCT OT K/IIHHHYHATA NPELICHKA Ha H3creaoBaTea. CpaBHABa ce
puBapokcaban 20 mg BeiHBXK AHEBHO ¢ TWaNEe6o.

Ipoyusanuara Einstein DVT, PE # Extension H3non3eaT eHK H ChUW NPEABAPHTENHO AeHHHUDAHHA
TBPBHYHY H BTOPHYHH pe3YJITaTH 3a edHkacHoCT. [ILpBHUHMAT pesyirrar 3a edMKacHocT €
CHMITOMATHYEH pPELHAMBHpAIL BeHO3eH TpoMboembonuzeM (BTE), neQHHHpaH KATO CHCTABEH OT
peustauBupaina JIBT wmm neranex win HeneraneH BE. BropuuHusT pesynrar 3a edukacHoct ce
nchHHUpa KaTo cbeTaBeH oT pepausupauta JIBT, Henetaned BE u cMBPTHOCT HE3ABHCHMO OT
TIPHYHHATA.

B npoyusane Einstein Choice 3 396 naimmenTu ¢ notebspacHa cumnroMatuvia JIBT #/wnn BE, kouto
ca 3aBBLPIUIKIM 6 10 12-MeceuHO AHTHKOATY/IAHTHO JICYEHHE, Ca NPOYYEHH 3a NPOQHIAKTHKA HA
daranen BE u nedaranum cummromarisnu JIBT n BE. INauwpeHTHTe ¢ MOKa3aHHe 3a NPONBIKHTENHO
8HTHKOArYJIAHTHO JIEYEHHE C TEpaneBTHYHA /032 Ca H3KITIOYEHH OT NPOYUYBAHETO.
IMpoabmKHTENHOCTTA Ha eveHHeTO € 10 12 Mecena B 3aBHCHMOCT OT JATATA HA HHIHBHAYANHOTO
paHaoMusHpaHe (MeanaHa: 351 auu). PusapokcaGan 20 mg BeaHsx AHeBHC H PHBapokcaban 10 mg
BEe/IHEXK JHEBHO ca cpaBHeHH cbe 100 mg aneTHICaNHLIMIOBA KHCETHHA BEAHBXK AHEBHO.

[THPBHYHHAT PE3yTAT 3a €PHKACHOCT € CHMIITOMAaTHYEH PELMAMBHpAL BEHO3eH TpoMGoeMOonHIBEM
(BTE), nedmnupan kato cMecHuaTa oT peunaueupaiia IBT unu dataneH win sedaranen BE.

B npoyuranero Einstein DVT (gx. Tabsmua 6) ce noxassa, ue puBapokcabaH € ¢ He No-Manka
edexrusaOCT 0T eHokcanapuH/ABK 3a mepBHuHHs pesyrrar 3a edukacHoct (p < 0,0001 (Tect 3a He
no-manka edekHBHoCT)); KP: 0,680 (0,443 - 1,042), p = 0,076 (Tect 3a mpeBn3X0ACTBO)).
[TpensapuTento nedHHHPAHATA HETHA KITHEHYHA NON3a (IThPBHYEH PE3YNTAT 3a eHKACHOCT IUIOC
rojieMH KpEBOH3NTHBH) ce cbobiuasa ¢ KP 0,67 ((95% U= 0,47 - 0,95), HOMHHANHA P CTOHHOCT p =
0,027) B nomza Ha puBapokcaban. INR cTOfHOCTHTE ca B TepaneBTHYHHA AKanasoH cpeano 60,3% ot
BPEMETO NPH CpeiHa NPOAL/DKHTENHOCT Ha JieweHreTo oT 189 aum, # 55,4%, 60,1% u 62,8% ot
BPEMETO MPH MPYIHTE C IUTAHHPAHO JICHEHHE ¢ NPOABLKHTENHOCT ChOTBETHO 3, 6 M 12 Mecena. B
rpynara Ha eHokcanapni/ABK HsaMa scHa BpB3ka MeXIy HUBOTO Ha CPERHOTO ueHTpanHo TTR
(speme B Tapreren INR ananason 2,0 - 3,0) npu TepumnuTe ¢ efHAKHEB pa3Mep H YECTOTATA Ha
pemmausupaitiure BTE (p = 0,932 3a B3aumogneiicTeie). B Haff-ropHEs TepLm Mo OTHOIIEHKE Ha
ueHTbpa KP npu pheapokcaban cnpamo Bapdapus e 0,69 (95% JH; 0,35 - 1,35).
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YecToTaTa Ha IMbPBHYHKTE PE3YTATH, CEBP3aHHA ¢ 6e30MacHOCTTa (TOMEMH HIH KTHHUYHO SHAYHMH
HETO/eMH KPbBOOHAIHEH), KAKTO H BTODHYHHTE PE3yJITATH CBBP3aHH ¢ Oe3onacHocTTa (ronema
KPBLBOHI/IHBH) € CXO/IHA TIPH ABETE TEPaNeBTHYHM MPYNH.

Tabanna 6: Peayaratn 32 edukacBocT 6 GezonacHocT oT daia ITT Einstein DVT

Tpoyusana nomyaums 3 449 nauKeHTH ChC CHMITOMATHYHA OCTpA ABIOOKA BEHO3HA
TpoMGO3a
Jl03a H NPOABDKHTENHOCT HA Pupapoxcabau® Enokcanapun/ABK® 3, 6 win
JIeYeHHETO 3, 6 nan 12 Mecena N=1 731 12 mecenia N=1 718
el 1 g
CumMnrromaTHdeH 20 18
peupauBHpain BE (1,2%) (1,0%)
CHMITTOMATHYHA 14 28
peuuaxsupamia JIBT (0,8%) (1,6%)
1
Cummrromatiunm BE n IBT (0.1%) 0
®aranen BE/cmupr, kpgero BE | 4 6
He MOXKe J1a Obie H3KIoYeH (0,2%) (0,3%)
T'oAMO WITH KITHHHYHO 3HAYHMO 139 138
HEroNAMO KLpBeHe (8,1%) (8,1%)
14 20
ToneMH KpBBOH3INMBH (0.8%) (1.29%)

a) Pusapokcaban 15 mg 1Ba ITsTH AHEBHO 3a 3 ceAMHUM, NocneasaHo ot 20 mg eMH ITET AHEBHO
6) EnoxcanapyH 3a Hali-MajIko 5 JIHH, 3acTeNeH H nocnensad ot ABK

* p <0,0001 (ne mo-Manka ePHKACHOCT MO OTHOILIEHKE Ha NpeaBapHTeNHO onpeaeneH KP 2,0);
KP: 0,680 (0,443 - 1,042), p=0,076 (npep13xoncreo)

B npoyusanero Einstein PE (gx. Tabnuua 7) ce nokassa, ye pruBapoxcaGaH e ¢ He no-Maika
etuxacHocT ot eHokcanapui/ABK 3a mepBHYHHA pe3ynTar 3a edukacHocT (p=0,0026 (TecT 3a He
no- Manka eduxacoct); KP: 1,123 (0,749 - 1,684) ). [Ipensapurenno nedpuHupanata HeTHa
KIHHHYHA M0N13a (TEPBHYEH Pe3Y.ITaT 3a epHKACHOCT MIIOC NoNIeMH KPhBOH3ANEH) ce chob1IaBa ¢
KP or 0,849 ((95% HU: 0,633 - 1,139), Homusanna p croiiocr p = 0,275). INR croitnocTsre ca B
TePaNeBTHYHHA AHANA30H cpeaHo 63% OT BpeMeTC NpH CpeiHa MPOILKHTENHOCT HA ICYEHHETO OT
215 nuu 1 57%, 62% u 65% OT BpeMeTO NPH IPYNHTE ¢ IUIAHUPAHO JEYEHHUE C IPOABDKHTEIHOCT
€BbOTBETHO 3, 6 ¥ 12 mecena. B rpynarta Ha eHokcanapuH/ABK HAMa SCHa BPB3Ka MeXTy HHBOTO Ha
cpeanoto uentpanto TTR (Bpeme B Taprered INR auanason 2,0 - 3,0) mpu TepumnuTe ¢ eqHakss
pasmep H yectoTara Ha peunausupauiTe BTE (p = 0,082 3a paaumoneiictene). B Haii-ropHus
TEpPLUHJ MO OTHOWEHHE Ha ueHTLpa KP npu pusapokcaban cnipamo sapdapnH € 0,642 (95% JIH:
0,277 - 1,484).

YecToTHTE 33 MBPBHYHAA Pe3yJITaT 3a 6€30NacHOCT (TOIEMH WIH KIHHHYHO 3HAYMMH HETOIEMH
KPBBOH3JIMBH) €& MAJIKO MO-HHCKH B FPYTIATa HA JIeYeHHE ¢ puBapokcaban (10,3% (249/2412)) B
CpaBHEHHE ¢ rpynarta Ha neueHie ¢ eHokcanapun/ABK (11,4% (274/2405)). YectoTara 3a
BTOPHYHHA pe3yTar 3a 6€30MacHOCT (roJIEMH KPBBOH3THBH) € M0-HHCKA B rPyNaTa Ha puBapokcaban
(1,1% (26/2412)) B cpaeHenue ¢ rpynata Ha enoxcanapui/ABK (2,2% (52/2405)) ¢ KP 0,493 (95%
JAH: 0,308 - 0,789).
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Tabnana 7: PeavaraTn 3a ednxacuocT B Ge3onacHocT oT da3za

IIpoyusaHa nomynanma

I Einstein PE

4 832 nauMeHTH ¢ ocTpa cHMmroMaTHuHa BE

Jlo3a H NMPOIBIDKUTENHOCT Ha Pusapokcaban® Enokcanapun/ABK® 3, 6 win
JIEYEHHETO 3, 6 wH 12 Mecea N=2 419 12 Meceua N=2 413
CHMITTOMATHYEH PElMIHBHPALL 50 44
BTE* (2,1%) (1,8%)
ChMrrroMaTiieH 23 20
peunausupai; BE (1,0%) {0,8%)
CuMrToMaTH4YHa 18 17
_peunausypama JIBT (0,7%) (0,7%)
2
Cumrrromatyin BE n JIBT 0 (<0.1%)
®@aranen BE/cmupr, kpaero BE | 11 7
He MOXKe Ja Oble H3KTIoUeH (0,5%) (0,3%)
TonaMo WK KATHHHYHO 3HAYHMO 24% 274
HEroJAMO KhpBEHE (10,3%) (11,4%)
26 52
ToneMH KPBEBOHITHEH (1.1%) (2.29%)

a) Pusapokcaban 15 mg nBa muTH AHEBHO 33 3 ceIMHLM, NocneaBaHo oT 20 mg eAMH ITbT AHEBHO

6) EHokcamapHH 3a Hali-M&IKO 5 JHH, 3aCTBIIEH H nocneasad ot ABK

* p <0,0026 (He no-mMaka ePUKACHOCT 1O OTHOIWICHHE Ha NpeaBapHTEnHO onpexaenex KP 2,0);

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

Fporenen e npeasapuTenHo nedunupan obobieH avanyua Ha pesynaraTa oT npoy4sanusaTa Einstein

DVT u PE (px. Tabnuua 8).

IIpoydaBaHa nomynaums 8 281 naimeHTH ¢ ocTpH cummroMaTunn JIBT unu BE
PuBapokcaban® EHokcanapun/ABK®
Ho3a 1 NPOABIDKUTETHOCT Ha 3, 6 mn 12 mecena 3, 6 nn 12 Mecena
JICHERBETO N=4150 N=4131
CHMITTOMATHYEH pPELIHAHBHpALL 86 95
BTE* (2,1%) (2,3%)
CumnroMaTHyeH penMaueHpain | 43 38
BE (1,0%) (0,9%)
CuMporoMaTHYHa 32 45
pewanBHpauta JIBT (0,8%) (1,1%)
CwmrrromaTtulu BE n /IBT 1 2
(<0,1%) (<0,1%)
®aranen BE/cmupr, npu kogaro | 15 13
He MOXe na ce H3kmoul BE (0,4%) {0,3%)
ToneMH WIH KIHHHYHO 3HaYuMH | 388 412
HETOJIEMH KPDBBOHIIHBH (9,4%) {10,0%)
TonemMu KpLBOHIIHBH 40 72
{1,0%) {1,7%)

a) PuBapokcaGan 15 mg qBa MbTH JHEBHO 38 3 CEAMHLM, OCIEABAHO OT 20 Mg eAHH TbT

6) EHomemmamiH 32 Hali-Manko 5 AHM, 3acThNeH U nocaeasaH ot ABK
* p<0,0001 (ne no-manka epHKACHOCT N0 OTHOLIEHHE HA MPEABAPUTENHO ONIPE/IeIiE

1,75) ; KP: 0,886 (0,661 - 1,186)
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IIpenpapuTenno aepHHNPAHATA HETHA KNTMHHYHA O3 (ITHPBHUYEH PE3YJITAT 38 ePHKACHOCT IUNOC
roNEMH KPHBOH3IIHBH) Ha cOOpHHA aHanu3 ce cxobmasa ¢ KP or 0,771 ((95% JIU: 0,614 - 0,967),
HOMHHAJHA p crofiHocT p = (,0244),

B npoy4saneto Einstein Extension (. Tabnuua 9) pupapokcaba npersaxoxaa mraueto no
OTHOIIEHHE HA MbPBHYHHTE H BTOPHYHHTE Pe3YJITaTH 38 ¢(pHKACHOCT. 38 ITbPBHYHHA PE3YJITAT 33
GesonacHOCT (roneMH KpbBOHIIHEH) Ce YCTAHOBABA HESHAYMMO HHCHEHO NO-BHCOKA YECTOTA NpH
NayHeHTHTE Ha teYeHKe ¢ pHBapokcabax 20 mg eHH MbT Ha [ieH B cpaBHeHHe ¢ rwiaueo.
BTOpHYHHAT pe3yaraT 3a 6€30MacHOCT (FONEMH WIH KIHHHYHO 3HAYMMH HETOJIEMH KPBBOHI/IHBH)
TIOKa3Ba NO-BHCOKH YECTOTH IIPH NAUMEHTHTE, NEKYBAHH ¢ pHBapokcalaH 20 mg eIMH MET AHEBHO,
B cpaBHEHHE ¢ mauedo.

Tabanna 9: Peayarats 33 ebnkacHocT B Gezonacnoct or $aza I Einstein Extension

TTpoyuBana nomynams 1 197 naumeHTH Ca MPOTLIDKIUIH JIEYEHHETO H MPOPHIAKTHKATA 3a]
LHAMBHpAIN BEHO3eH TpoMbGoeMbOmHIBLM
Jlo3a H MPOABIDKHTENHOCT Ha Pusapoxcaban® IMnaueSo
JIeUeHHETO 6 win 12 mecena 6 wim 12 mecena
N=602 N=594
CHMITTOMATHYEH PELIHTHBHPALIL 8 42
BTE* (1,3%) (7,.1%)
CUMIOTOMAaTHYCH peLMIMBHpaly | 2 13
BE (0,3%) (2,2%)
CuMnroMaTHyHa 5 31
| __peunausupama JIBT (0,8%) (5,2%)
®aranen BE/cMepT, nput kosTO | 1
He MOXe 1a ce H3knoyH BE (0,2%) (0,2%)
ToneMH KpEBOH3NHBH 4 0
(0,7%) (0,0%)
KnnHH4HO 3HAYHMH HETOJIeMH 32 7
KPLBOHAIIMBH {5,4%) (1,2%)

a) Pupapokcalan 20 mg eMH BT AHEBHO
* p <0,0001 (npees3xoncrso), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (Ba. Tabnuua 10) Puapokca6an 20 mg u 10 mg npess3xoxna
100 mg aneTHNCANHUKMNOBA KHCEIHHA O OTHOIIEHHE HA ITHPBHYHUA PE3YIITAT 38 6PHKACHOCT.
OcHOBHHAT pe3yTaT 3a GezonacHocT (CHOMTHA Ha rONIAM KPHBOMINHB) € CXOMEH NpH
NalMeHTHTE, JIEKYBaHH ¢ PuBapokcaban 20 mg 1 10 mg BeaHLK AHERHO B cpaBHeHHE che 100
Mg aleTHICAAHLIORA KHCEJTHHA.
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Tabnang 10: Pesviarars 3a edpuxacaoct B Gesonacuoct or dbaza HI Einstein Choice
______—_&—J*y—¢—_*_¢%_.—__.________

3 396 ca npoaLIDKIIH NPOGHIAKTHKATA 38 PELMAHBHPALL, BEHO3EH

Tpoysana nomy 1auys TpoMb0eMbONH3ILM
PusapokcaGan 20 mg | PusapokcaGan 10 mg| ACK 100 mg
TepanerTHuHa noza BEAHRXK JHEBHO BEHBIK AHEBRO BEAHBX AHEBHO
N=1 107 N=1 127 N=1 131
Menuana Ha
NPOABKHTENHOCTTA Ha
JIEYEHHETO 349 [189-362] num 353 [190-362) num | 350 [186-362] num
[uHTEpKBApTHNIEH
AHana3oH)
CumIroMaTH4Yen 17 13 50
peumausrpain BTE (1,5%)* (1,2%)** (4,4%)
CumnroMaTiyeH 6 6 19
pewmansupam BE (0,5%) (0,5%) (1,7%)
CuMImromaTHyHa 9 8 30
peusausupama JIBT (0,8%) 0,7%) (2,7%)
®Oaranex BE/ cmypr, 2 0 2
MPH KOATO HE MOMKE J1a ¢& o 0.2%
H3Kkmo4yn BE (0.2%) (0.2%)
CumMrrroMaTHuYeH
peunisupai BTE, 19 18 56
HH(apKT Ha MHOKapIa, (1,7%) (1,6%) (5,0%)
HHCYNT HIH CHCTEMEH
emMbonmabM M3ebE LTHC
Fonemy kpLBOHITHEH 6 5 3
(0,5%) (0,4%) (0,3%)
Knunnuno 3Haunmu 30 22 20
HETONIEMK KPBBOHTHBH (2,7%) (2,0%) (1,8%)
CuammromMatiueH
peuvauBupail BTE unu 23 17 53
ro/IiM KpLBOKITHE (HeTHa (2,1%)+ (1,5%)++ (4,7%)
KITHHHYHA M0J132)

* p<0,001(npess3xoacTBo) puBapokcaban 20 Mg BeAHDbK AHEBHO cnpAMo ACK 100 mg BeHbX JHEBHO,

=0,34 (0,20-0,59)

** p<0,001 (npesn3xoncTBo) puBapokcaban 10 mg BeAHEX AHEBHO cnpamo ACK 100 mg seannx

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

+ PusapokcaGan 20 mg sefsx anepHo cipgmo ACK 100 mg BeiHLxk AHesHO; HR=0,44 (0,27-

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

** PueapokcaGan 10 mg Bennsk nHeBHO cripamo ACK 100 mg Beanbx aHesdo; HR=0,32 (0,18-

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

B nontauenne xum nporpamata EINSTEIN dasa I1, e nposeaeto NPOCNEKTHBHO,
HEMHTEPBEHLIHOHANHO, OTBOPEHO KOXOPTHO npoyusake (XALIA) ¢ ueHTpanuIupaHa olieHKa,

BiomiouBaul peunausxpaul BTE, ronsamo kppeeHe u cMupt. 5 142 naupenTa ¢ octpa JIBT ca
BKJIIOYEHH 38 NPOYBaHe De30macHoCTTa Ha PHBapOkcabaH B ALITOCPOYeH [U1aH B CpaBHEHHE
CTAHApPTHATA AHTHKOAryJIAHTHA TePanHa B KTHHHYHATA NpakTHka. CTOHHOCTHTE Ha roxaMo
kbpBeHe, peunauBupait BTE # Bcuuku cirydan Ha cMupr 3a punapokcabaH ca 6uin ¢
1,4% 1 0,5%. CriuiecTByBaT PA3HKM B OCHOBHH XAPAKTEPHCTHKH HA NalUHeHTHTE, BKIIOY
BB3pAacT, pak H 6rLOpeuto yBpesxkaane. UsnonssaH e cTpaTHOHLMpaH 2HANW3 N0 NpeABap
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OfIpeiesieHH CTOHHOCTH 34 rpyTIHpaHe HA H3IMEPBAHHUTE OCHOBHH XAPAKTEPHCTHKH, HO BHIIPEKH TOBA
OCTABALIMTE OTKIOHCHHS MOXE J1a OBIHAAT Ha pesysrratite. Kopurupanure KP 3a ronamo
KbpBeHe, peupnusrpail BTE # BcHuxn cmyyau Ha cmept ca 6Hnu ceoteetHo 0,77 (95% CI 0,40 -
1,50), 0,91 (95% C1 0,54 - 1,54) n 0,51 (95% CI1 0,24 - 1,07).

Te3n pe3yirraTh Npy NAUMEHTH, KOKUTO ca 61K HAGMIONABAHM NPH PEATHH YCIOBHA, ¢4 B
CBOTBETCTBHE ¢ YCTAHOBEHHA Mpodun Ha 6e300aCHOCT NPH TOBA MOKA3ZAHKE.

[lenuarpuuna nomynaims
Esponefickara areHIHA 1O JIeKapcTBaTa OTNAr 38 TL/DKEHHETO 38 NIPEIOCTABAHE Ha PEIYITATHTE OT

npoyusanuaTa ¢ PupapokaGan B elHa WIH IOBEYE NOATPYITH HA NEAUATPHYHATA NOTYAALUHA IPH
nedeHHeTo Ha TpomboeMGoniriin crOuTHA. EBponeiickara areHuusa no nexapcrsara ocsoGoxkaasa ot
38TL/DKEHHETO 38 NIPENIOCTABAHE HA PE3YNTATHTE OT Npoy4sanuaTa ¢ PusapokcaGan BuB BoHUkM
NOATPYTIA HA NEAHATPHYHATA NOMyNaLMA MPH NpodrIakTrika Ha TpoMGoeMBONHYHH CHOHTHA (K.
TO'Ka 4.2 33 HHPOPMALMA OTHOCHO yNOTpeDba B neaMaTpusTa).

52 <PapMakoKHHETHYHH CBOHCTBA

Abcopbums

Pupapoxcaban ce abcopbupa 65p30, kaTO MAKCHMANHUTE KOHUeHTpamy (Cmax) ce JocTHrar 2 - 4
yaca cJief; MpHeMa Ha Ta0seTkara.

Ilepopannara abcopOipa Ha pHBapokcabaH € NOYTH ITH/IHA ¥ NEPOPATHATA SHOHATHYHOCT € BHCOKA
(80 - 100%) 3a no3a ot 2,5 mg 1 ot 10 mg, npHeTa kato TabNeTKa, HE3ABHCHMO AanH NPHEMST € Ha
TRAAHO KK criell XpateHe. [IpuemMbT Ha puBapokcalaH ¢ xpaHa He nosaussa AUC unm Cmax npu
no3ara or 2,5 mg u ot 10 mg.

Iopaan namaneHaTa cTeneH Ha aGcopOLUnA e onpeneneHa nepopanHa GHOHAHIHOCT OT 66% 3a
Tabnerxa 20 mg npuera Ha raanuo. IMpu nprem Ha Tabnetkn Pupapoxcaban 20 mg ¢ xpaHa ce
Habmonasat nosumexus Ha cpesHata AUC ¢ 39% B cpaBHeHHeE ¢ npHeM Ha TaGRETKHTE Ha rIagHo,
KOETO FOBOPH 38 MOYTH MbiiHa abcopOuma 1 BHCOKa nepopanta GuoHanuunocT. PuBapokcaban 15
mg 1 20 mg TpabBa na ce npHeMa ¢ xpaHa (Bx. Touxa 4.2). '
PapMakoKHHETHKaTa Ha pUBapoKcabaH € IOYTH IHHeHHa 10 0KONO 15 mg eIMH LT Ha JeH npH
npyeM Ha rnaauo. Cnea npuemM Ha xpaHa PuBapokcaGan Tabnerxu 10 mg, 15 mg 1 20 mg nokazea
NPOTIOPLHOHATHOCT Ha Ao3ata. IIpy no-BHCOKH K03 pBapokcabaH Noxassa OrpaHHYeHa OT
pasTBOpHMOCTTa aGcopbuma ¢ HamareHa GHOHANMYHOCT M HAMAJISBAHE HA CTETIEHTa Ha aGcopbuuaTa
NpH NOBYUIIaBaHe Ha Ao3aTa. GapMaxOKMHETHYHATA BApHAOHIHOCT Ha pHBApPOKcabaH e yMepeHa ¢
BapHpaHe MeXAy OTAeNHHTe nauneHTn (CV%) B uHTepBana ot 30% no 40%.

AbcopbumaTa Ha pHBapOKCaGaH 3aBHCH OT MACTOTO HAa HEroBOTO 0CBOGOXK/IABAHE B CTOMAILHO-
upesHua TpakT. Crob1zaBa ce 3a 29% H 56% Hamanenwe Ha AUC u Cmax B cpaBHeHMe ¢ TabneTka,
KOTaTO rpaHyJ/iaT pHBapokcabaH ce ocBoGOXKAaBa B POKCHMATHHTE OTAEIN HA THHKHTE HEpPBa.
ExcnosHumaTa ce HaMaIABa AOMBAHHUTE/THO, KOTATO PHBApOKCabaH ce 0CBOGOKAABA B ARCTATHHTE
OTAE/H HA THHKHTE Y€pPBa WIH BbB Bb3X0aanioTo aAebeno uepso. Io Ta3u npuunua Tpabea 1a ce
H364rea NpHWIOKEHHETO Ha pHBapOKcaGaH JUCTANNO OT CTOMAXA, Thil KATO TOBA MOXKE Ja NOBEe A0
HamaneHa abcopBuia H CHOTBETHO CBbP3aHA EKCIIO3MLIMA Ha PUBapoKcabaH.

Buonanmunocrra (AUC u Cmax) e 61una cpaBHima nipi 20 mg pusapoxcabaH NprAoKEH NEPOPATHO
KATO HaTpoweHa TabneTka, pasMecesa B A06LAKOBO MOPE, WIH CYCNEHAWPAHA BbB BOAA H TIPHIOKEHA
Npes CTOMAlNHa COHJIA, MOCTENBAHO OT TeUHA XpaHa, B CpaBHEHHE ¢ LAnara Tabnerka. Kato ce uma
NpeNBHI NPEABHAHMHA, MPOTIOPLMOHANIEH Ha [103aTa (papMakOKHHETHYEH npodw Ha puBapokcabaH,
pe3ynTaTHTe 3a GHOHANHYHOCTTA OT TOBA MPOYYBAHE BEPOSTHO Ca IIPHNOKHMH 38 OHHKABAHE HA
Jl03HTE Ha puBapoKcabaH.

Pasnpenencrue e
CBBp3BAHETO C TLIAIMEHHTE POTEHHHU MPH XOPA € BUCOKO, OKONO 92% 110 95%, kaTo cepy, lg'm BRI
anGyMHH € OCHOBHaTa chhp3Baia ¢pakuns. OGeMbT Ha pasnipeieNnicHHe € yMepeH ¢ Vi, > i NS

npubausurento 50 nurpa.
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Bunorpancopmaims u enmmunnpane

Oxono 2/3 ot npunoxenara ao3a puBapokcabaH ce moaara Ha MeTaGoTHTHO pasrpaknaHe, cnen
KOCTO NMONOBHHATA C¢ eNHMHHMPA nipe3 66peumTe, a ApyraTa nonosxHa - ¢ dpexamuTe. MocnennaTa
1/3 ot npanoxenata n03a ce W3TLYBA upes AupekTHa 656peuna €KCKPelHA KATO HENPOMEHEHO
AKTHBHO BEUICCTBO B YPHHATA, [MABHO Ype3 aKkTHBHA GBOpeuHa cekpenma.

Puapokcaban ce MeTaGomusnpa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXAHHIMHU.
Pasrpaxnaneto upes oxucneHHe Ha MOPOONTHHOHOBHA PAAMKAN U XHAPO/NH3ATA HA AMHAHMTE BPB3KH
Ca OCHOBHHTe mpolieck Ha Guotpancdopmarms. Or in vitro H3CNeNBAHNS € HIBECTHO, He
puBapokcaGaH e cyGeTpar Ha TpaHCnOpTHHTE NpoteHy P-gp (P-rnHKonpoTerH) U Berp (nporeun Ha
PE3UCTEHTHOCT HA pak Ha rbpAaTa).

HenpomenesusT puBapokcaGan e HAH-BRXKHHAT KOMIIOHEHT B YOBEWIKATA [UTA3Ma, 6e3 1a uMa IpyTH
OCHOBHH H/IH AKTHBHH LHpKyHpatty MeTabonuth. Che chucTeMeH KIHphHC okomo 10 Vh
pHBapokcaGaH MOXe 2a ce KIacH(HIHPA KATO BEMECTBO C HHCHK KIHpBHE. Crell HHTPaBEHO3HO
NIPRIOKEHHE Ha 1038 OT 1 Mg eTMMHHALMOHHHUSAT MOJYXKHBOT € okono 4,5 uaca. Creg nepopanso
IPUIIOKEHHE ETUMHHHPAHETO CTABA IHMHTHPAHO OT CTENEHTa Ha abcopbims. EnumunnpaneTo Ha
pHBapokcabaH OT I1a3MaTa HaCTBIBA C TEPMHHA/EH AOMYKHBOT OT 5 10 9 uaca MPH MJIaaH
HHAMBHIH K OT 11 20 13 yaca MpH NALMEHTH B CTApYECKa BL3PACT.

Crieunansy nonynaimuu
Hon

He ca ycTanoBeHH KIHHHYHO 3HAYHMH PA3HKH BHB (PMAKOKHHETHKATA H bapmakouHaMyKaTa
MEXY MAIHEHTH OT MBXKH H XKEHCKH NOJ.

Hayuenmu 6 cmapuecxa ev3pacm
INaumenTyTe B cTapuecka BL3pacT NOKA3BAT MO-BHCOKH M1AIMEHH KOHIUIEHTPALIHH B CPABHEHHE C I10-
MIAQHTE MALMEHTH CBC CPEHR CTOHHOCTH Ha AUC okono 1,5 mbTH no-BHCOKH, OCHOBHO nopaju

* HamasteHus (pHBKaeH) o6 1 6s6peueH kanpshc. He ce nanara KOpeKkLiHA Ha 03aTa.

Paznuunu kamezopuu 8 3a8ucumocm om mezromo

TlpexomephH OTKNIOHEHHS B TENECHOTO Terno (< 50 kg nnum > 120 kg) umar camo Manko BnHaHHe
BBPXY IIa3IMEHHTE KOHLICHTPALHK Ha pHBapokcabaH (no-Masko oT 25%). He ce Hanara kopekipa Ha
no3ara.

Mexcoyemuuuecku pasnuuun

He ca ycTanoBeHn KNHHHYHO 3HAYHMH MEXTYETHHUECKH PATHYHA NIPH NALHEHTH OT €BpONEeHHATA,
atpo-aMepHKaHCKATA, IATHHOAMEPHKAHCKATA, ATIOHCKATA M KiTafckaTa TPYTH N0 OTHOMIEHHE HA
{apMaxokuHeTHKaTa H (hapMaKOIMHAMHKATA Ha pHBapoOKcabaH.

Uepnoopobro yepexcdane
MNaupestn ¢ uuposa u neko YepHoapobHO yBpexaate (knac A no Child Pugh) npoasasar camo
MHHHMATHH MPOMEHH Bb8 (hapMakOKHHeTHKaTa (cpeaHo 1,2 myTv noeuinenue Ha AUC Ha
pHBapoKcabaH), KOETO € NOYTH CPABHHUMO ChC CHOTBETHATA HM KOHTPONHA rpyna 3apaBH HHAMBHIH.
Ilpn naLmenTH ¢ HPO32 M YMEpPEHO YepHONPOGHO yBpexnane (knac B no Child Pugh), cpennara
AUC Ha puBapokcabaH e 3HaYMTeNHO NOBHIEHa (2,3 ITBTH) B CPABHEHHE CHC 30PABH JOGPOBOJLIH.
AUC Ha Hecebp3aHaTa (pakiuis ce nosriasa 2,6 meTH, TIpH Te31 NAUMENTH HMa M HAMATEHO
O16peuno enuMHHKpane Ha puBapokcaGan, noao6Eo Ha ToBA NIPH NALKEHTH ¢ YMepeHo 6p6peuno
yBpexaane. HaMa AauHH OT naumeHTH ¢ TEXKO YepHOAPOGHO yBpexaare.

Huxnbuparero sa akrueHocTTa Ha daxtop Xa npy naupnesTn ¢ YMEDPEHO YepPHOAPOOHO YBpeXaaHe e
TMOBHLIEHO 2,6 THTH B CpaBHEHHE ChC 3apaBH aobposomy; PT cimo e yAbDKeHo — 2,1 mhTH.
TaumerTHTe C yMEpeHo 4epHOAPOGHO yBpexcIaHe ca 0-UyBCTBHTENHH KbM pHBapoxcabaH, koeTo
BOAH A0 no-cTpeMHO PK/PD crotHomenue mexy koHueHTpaumsTa 1 PT. .
PueapokcaGaH € IpoTHBONOKA3aH NPH MALMEHTH ¢ uepHOApoOHO 3a60nABaHE, CBBLP3AHO ¢~ __
KOAry/lonaTHA M KIMHUYHO 3HaYHM PHCK OT KbpBEHE, BIIIOMHTEITHO NIALMEHTH ¢ Hpo3d ¢
Pugh B u C (Bx. Touka 4.3).
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BvOpeuno yepeacoane

Habmonapa ce yBenHuente Ha eKkcno3uumaTa Ha pHBapokcaban YCNOPEAHO ¢ HAMANIABAHE Ha
O1OpeunaTa yHKIMR, H3MEPEHa Ype3 KPEATHHHHOBHA KITHPBHC. ITpu uHOHBHAH C neko
(xpeatnnuHOB K1MpEHC 50 - 80 ml/min), yMepeHo (kpeaTHHHHOB KaupbHC 30 - 49 ml/min} 1 Texko
(xkpeaTnHMHOB KITHPEHC 15 - 29 mU/min) 6u6peuno yBpexaaHe miasmeHiTe KOHLEHTPALMH HA
puBapokcaban (AUC) ca croreeTHO 1,4, 1,5 1 1,6 mbTH no-BUcokH. CLOTBETHOTO 38CH/IBAHE Ha
dapmaxoanHaMUUHKTE edeKTH e No-u3pasero. [lpH HEAMBHAY ¢ Neko, YMEpEHO H TeXK0 Or6peuno
YBpeR[IaHe UANOCTHOTO HHXHOHpaHe Ha akTHBHOCTTA Ha daxTop Xa e crorerHo 1,5, 1,9 1 2,0 nvTh
MO-CHNHO B CpaBHEHHE Che 3ApaBH Ao6poBonuy; PT chio € yab/DkeHo — ChOTBETHO 1.3,22n24
meTH. HsMa faliH OT NalmeHTH ¢ KpeaTHHUHOB KiMpEHC <15 mU/min,

TNopaaw BucokaTa cTeneH Ha CBLP3BaHE ¢ ILTA3MEHHTE NPOTEMHH HE Ce OUaKBa pHBapokcaban na
Moxe Ja Oble oTAENeH Ypes AHanusa.

He ce npenopsuBa ynotpe6a npy natmenTH ¢ KpeaTHHUHOB KAHPBHC <15 ml/min. Puxcento tpabea
Aa €€ N3MOo/I3Ba BHUMATEJIHO MPH NMALHEHTH C KPEATHHHHOB KIHPBHC 15 - 29 ml/min (Bx. Touka 4.4).

{dapMakOKHHETHYHH JAHHH NIPY NALMEHTH

TIpn nawpenTh, nonyyasauy pusapoxcabaH 3a eueHHe Ha ocTpa aeiboka BeHo3Ha TpomGosa (JIBT)
20 mg eauH ITHT IHEBHO, CPE/IHATA NEOMETPHYHA KOHLeHTpaws (90% NpOTHO3EH UHTEepBaN) 2 - 4
9aca H 0kosIo 24 yaca ciief MpHEM Ha 2038 (IPUOIH3HTETHO NPEACTABNABALIA MAKCHMAJTHATA 1
MHHUMAIHATA KOHLUICHTPALMK [IPE3 BpeMe Ha 1030BHA HHTEPBAN) € ChboTBeTHO 215 (22 - 535) 1 32 (6 -
239) meg/l.

Bpr3ka dapmakokuHeTyka-hapmMakoIHHaMuKka

Bps3kara ¢papmakoxunetHka/dapmakomraamuka (PK/PD) MeXIy IUIa3MEHATa KOHLIEHTpaLMA Ha
pHBapoKcabaH U HAKONKO KpaiHH GpapMaKOJHHAMHYHH KPaifHM TOUKH (unxubupaHe Ha daxTop Xa,
PT, aPTT, Heptest) e npoyueHo cnea npuiaraxe Ha ITHPOK Hana3oH ot fo3M (5 - 30 mg asa meTH Ha
AeH). Bpu3kara MexIy KOHUSHTPAUKATA Ha PHBAPOKCAGAH ¥ AKTUBHOCTTA HA daxrop Xa naii-noGpe
ce onMcea ¢ Emax mogen. ITo orHomenue Ha PT MoaesrsT Ha aHHelHO MpecH4YaHe ONMNUCBa JaHHHTe
00HXHOBEHO N0-A06pe. HAak/IOHBT Ha KPHBATA BAPHPA SHAYMTEIHO B 3aBHCHMOCT OT pasnuyHUTe
usnomssadH PT pearentu. Ipu n3nonseane Ha Neoplastin PT, PT Ha u3X0aH0 HHBO e 0koio 13 s,a
HaKJIOHBT OKONo 3 110 4 8/(100 meg/l). Pesyntarure ot aranusa aa PK/PD ot taza I u Il ca cxoonu
€ NaHHHTE, YCTAHOBEHH NpPH 3APABH HHIWBHAM.

IleauaTpuyna nomynawus

He ca npoyusanu 6e30nacHocTTa H eUKACHOCTTA NPH fiella H IOHOLIH Ha BB3pacT A0 18 ronuHH.
5.3 IlpeaxnHAA9HH A38HNA 33 GezonacHocT

HexHiaMTe naHHH He NOKA3BAT 0cOBEH PHCK 32 XOpa Ha 6a3aTa Ha KOHBEHLMOHATHUTE
(apMakoNOrHYHH M3NHTBAHHA 3 6€30MACHOCT, TOKCHYHOCT NPH AHOKPATHO MPHIOKEHHE,
(OTOTOKCHIHOCT, TEHOTOKCHUHOCT, KAHIIEPOTeHEH TIOTEHLHAR W I0BEHITHE TOKCHUHOCT.

Edexryre, Habmonapany npH H3NUTBAHHATE 32 TOKCHYHOCT NPH MHOTOKPATHO NPHIOKEHHE, ¢a
CBBP3AHH OCHOBHO CHC 3ACHNICHATA (PAPMAKOAMHAMMYHA AKTHBHOCT Ha pHBapokcaGan, TTpn nmxoze
ca HabniogaBaHH NOBHINEHN IUtasMenH HuBa Ha IgG u IgA npu HMBa Ha eKCTIO3HLINA, CHOTBETCTBALLM
Ha KIHHHYHHTE,

Ipu rrexose He ca HaGmonasauy eekTH BLPXY depTaHTETA TIPH MLKKHTE WIH XEHCKHTE
XKUBOTHH. H3NUTBaHHATA NPH XKMBOTHH NOKA3IBAT PENPOAYKTHBHA TOKCHYHOCT, CBBp3a&Ha C
dapmakonoruyems MexaHH3bM Ha feHicTBMe Ha pHBapokcaban (Hanp. xeMOparH4HM yCnoXHEHHA).
[ipx nnasmenH HUBA, CHOTBETCTBALUM HA KIHHHYHKTE, ¢a HAaOMONABAHK embpuo-dertanta
TOKCHYHOCT {[IOCHMIUTAHTALMOHHA 3ary6a, 3a6aBeHO/CTHMYTHPAHO OCH(HIMPaHE, MHOXECTBEHH
Gneny XenaTanHH MeTHa) H NOBMUIEHA YECTOTA Ha Hali-4ECTO CpellanuTe Mangopmaliig, KakTo H_
naueHTapHu npoMelu. Ilpu rpe- 1 NOCTHATAIHO M3NTHTBAHE HA [LTHXOBE € HAGIMONABAHA HAMATEHA. .
BHTAJHOCT Ha NOKOJIEHHETO NPH A03H, TOKCHYHH 2a MaiikiuTe.

~ ’?14(4 E‘hr‘l‘ :\‘.1 ﬁ
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6. PAPMAIIEBTHYHA JAHHHA

6.1 CoHchK HA NOMOIMBATE BeMECTRA

Anpo Ha Tabnerkara:
MukpokpHcTanHa Uemynosa

Kpockapmenosa sHatpuii
JlakTo3a MOHOXMApAT

Xunpomenosa
Harpnes naypuncyndar
Marnesues creapar

DUIMOBO NOKPUTHE:
Maxporon 3350 (E 1521)

Xumpomenosa 2910 (E 464)
Taranos quokcua (E 171)
Kenesen oxcup, uepsen (E 172)

6.2 HecrBMecTEMOCTH
Henpunoxumo

6.3 Cpox Ha rogrocT

3 roguHA

6.4 Coennannmm yc/ioBBs Ha CLXpAHEHHE

To3u nexapcTBeH NMPOAYKT He H3HCKBA CNELIAANHH YCIIOBHS Ha CbXpaHeHHe.

6.5 Baa 6 ¢hABLpxasHe HA OHAKOBKATA
Bauctepn or PVC/Aluminium donuo

Onaxosanu ca b 61HcTepy U KapToHEHH onakokH no 10, 14, 28, 98 wim 100 dunMupanu Tabnerku.

He BcHuxH BHAOBE onakoBku Morat na GuaaT IMyCHATH Ha nasapa.
6.6 Cnenuajine npeana3sHy MepKHE OpH H3IXBLPJIRHE

Hemsnon3panuaT nekapcTseH npoMykT wiv oTnarsHuTe MAaTepHanM OT Hero TpabBa fa ce HIXBBPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. NIPRTEKATEJ HA PASPEIIEHHETO 3A YIIOTPEEA

Hubuorex 00/
yi. ,,Tpuanuna® Ne
5A

1000 Codmn,
Brarapus

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEEA
Perncrpaunonen Ne 20200250

9. XATA HA ITBPBO PA3SPENIABAHE / TIOTHOBSIBAHE HA PA3PENIE
3A YIIOTPEBA

Hara na mepBO pasperasane: 15 nexemepn 2020 r.
Hata na nocnenHo nogHossBaHe:
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AATA HA AKTYA/IM3HPAHE BA TEKCTA

10,

M. anpun 2026 ropa,
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