KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



o Ca [ o HUTENHA ATEHLUMS NO SIEKAPCTBATA
1.
|

Kpamxa xapamapucmuxa Ha npogyxmn lNpuaoxerue 1

Pukcenro 10 mg ¢punmupanu tabneTku | Kom Pez. Ne ... J&L? J 3) d)

.

i PaspetweHue Ne

! 3G/MA/MP - 12006 /'””“Z‘hE

Rixelto 10 mg film-coated tablets

i
l OgoBpeHUE Ne ......coveeveniriirenian T —

2. KAYECTBEH H KOJIMMECTBEH CbCTAB
Besika ¢punmupana Tabnetka cbabpxka 10 mg puBapokcaba (rivaroxaban).

[ToMOI1LIHO BELIECTBO C H3BECTHO JIEHCTBHE

Besika dunmupana tabnerka cpabpika 95,60 mg nakrosa (kato MoHoxuapart) U 2,074 mg HaTpuid,
BHIKTe TOuKa 4.4.

3a MBbJIHUA CIIMCHK HA MOMOLIHHTE BELLECTBA BHIKTE TouKa 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupana Tabnerka

P030BH, KPBIJIH, IBOHHOW3MBKHAIH TabNeTKH, ¢ BUTbOHaTO penedHo obo3Hauenne “10” ot enHaTa
CTpaHa H FNaJkH OT JApyraTa cTpaHa, ¢ IMaMeThp 0koo 9,1 mm.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

[lpodunakrtuka Ha BeHO3eH TpomOoemMbonu3bm (BTE) npu Bb3pacTHH nalMeHTH, NOANIOKEHH Ha
NJaHOBO CTABHO NMpOTe3HpaHe Ha Ta300eapeHaTa Wik Ha KOJIAHHATA CTaBa.

Jleuenne Ha 1bn6oka BeHO3Ha Tpombo3a (JIBT) u 6enonpoben em6onuzbm (BE) u npodunakTrka Ha
peunauBupaum JIBT u BE npu Bb3pacTHH. (BK. Touka 4.4 3a XeMOAMHAMUYHO HeCTaOWITHH NalHEHTH
¢ BE)

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

,EOEIHQOBKH

IIpoghunakmuxa na BTE npu év3pacmuu nayuenmu, ROON0NCEHU HA NIAHOB0 CMAGHO NPOMeE3UpaHe
Ha masobedpenama wiu Ha KOMAHHAMA CMAsa

IMpenopbunrennara no3a e 10 mg pupapokcabaH, MpHETH NEPOPANTHO €IMH BT AHEBHO.
[TepBoHayannarta no3a Tpsbea ga 6bae npuera 6 1o 10 yaca cien onepauMATa, NPH YCIOBHE He
X€MOoCTa3aTa € yCTaHOBEHa.

ﬂponwmmenuocwa Ha JICYEHHETO 3aBHCH OT HHIAHBHYaJIHHA PHCK 32 BEHO3€H 1‘p0M60€M60ﬂH3'bM
Ha BCEKH NMalHeHT, KOUTO ce onpeaeas OT BH/Ja Ha opToneaH4yHaTta onepauus.

. 3a naluMeHTH, NOJIOKEeHH Ha rojisaMa ornepalmsa Ha TasoﬁeﬂpeHaTa cTaea, ce npenopbypa
NPOAB/IKHTEITHOCT Ha JICYEHHUETO 5 ceIMMIIH.
. 3a nauMeHTH, NOJJIOKEHH Ha rojisMa onepauusa Ha KOJISHOTO, Ce Nnpenopb4yBa

NPOAB/IKHTEITHOCT HA JICHEHHUETO 2 CeMHLH.




Axo 6bae npomycHaTa HAKOA 0034, MAUMeHTHT TpAOGBa 1a npueme Pukcenro He3abaBHO M Ha
clieiBallHA JeH Ja MPOABIDKH ¢ MPHEMA BEJHBX JHEBHO KAKTO NPEaH.

Jlevenue na [IBT, neuenue na BE u npogunaxmuxa napeyuousupawu /IBT u BE
ITpenopbunrenHara n03a 3a HAYATHO JiedeHHe Ha ocTpH JIBT wnu BE e 15 mg nBa msTh AHEBHO npe3
ITEPBUTE TPH CEAMMLM, NOCNEIBaHa OT J03a oT 20 mg BeAHLK NHEBHO 33 NPOXB/DKABALIOTO JIEYEHHE
H npodunakTeka Ha peuuaneupani [IBT u BE.

Tpatea aa ce HMa npeABHA KPATKOCPOUYHA TepanHa (Haii-Manko 3 mecena) npH nateHTH ¢ JIBT win
BE, npoBOKMpaHH OT roleMH NIPeXOAHH PHCKOBR (pakTOpH (T.€. CKOPOLLHA roJiiMa ONepaLHs HiH
Tpasma). [lo-npoasmkuTenHa Tepanus TpaOpa Aa ce MMa NPEABKA ITPH NALMEHTH C NPOBOKHPAHH
JBT unu BE, necenp3ad ¢ roneMu npexoAHH pHcKoBH dakTopH, HenpoBokupadu JIBT wiu BE unu
aHaMHe?2a 3a peuausupawy JBT wnun BE.

Korato e nokasaHna no-npoasikurenta npodunaktika Ha peuaueupawn BT u BE (cnen
3aBBPLIBAHE HAa MOHE 6-Meceuna Tepanua 3a JIBT wnu BE), npenopsunTennara qosa e 10 mg BeaHsx
nHeBHO. IIpH NalHeHTH, NPH KOHTO ¢ CMATA, Ye pHCKBT oT peuuausrpamy JIBT wnn BE e BHcOK,
KATO Te3H C YCIIOKHEHH ChITBTCTBAILH 3a00/18BaHNHA, WIH KOUTO €a pa3BiiH peuuausupauy JIBT uiu
BE npy no-npoabikuTenta npodmwiakTika ¢ Pukcento 10 mg BeaHbk IHEBHO, TpabBa Ja ce nMa
npeaBdA npueM Ha Pukcerrro 20 mg BeaHbk JHEBHO.

[Mpomb/KHTENTHOCTTA HA TepamiaTa TpAOBa Aa ce onpeAend H N03aTa Aa ce Hibepe HHAHBHAYAITHO
Clefl BHUMATETHA OLICHKA HA ChOTHOLIEHHETO MEXIY NOJI3aTa OT JIEUEHHETO H PHCKa OT KbpBeHe (BiK.
TouKa 4.4).

€pHOoJ OT BpeMe ICxeMa Ha TpHiaraHe O6wma AHEeBHA
ao3a

TleyeHue w Jen 1-21 I5 mg npa nbTH AHEBHO 30 mg
ApodwIaKkTiKa Ha
peunauesupaiun IIBT n [Ot Jlen 22 natatok 20 mg BeaHbK QHEBHO 20 mg
BE
[pogunakruka Ha Cnen 3aEnpluBaHe Ha 10 mg BegHnxk nHesHo win 20| 10 mg wnu 20 mg
peunnueHpaind IBT v [Haf-Manxo 6-MeceuHa  mg BeJHBIK AHEBHO
BE repanus 3a JIBT unu BE

3a ynecHABRaHe NpeMHHABaHETO OT A03a 15 mg keM A03a 20 mg cnen Jlen 21 e HanHvHa 4-ceaMu4Ha
onaxkoBka PHKcenTo 3a 3anousane Ha neueHue Ha JIBT/BE.

Axo BbB (a3aTa Ha neueHue ¢ 15 mg ABa NbTH AHEBHO (1eH 1 - 21) ce nponycHe elH NpHEM,
NaluHeHTHT Tpabea nesabaBHO Na npueMe PHkcelTo, 3a Na ce OCHTYpPH 0BLIO NPHUETO KOMHYECTBO OT
30 mg Pukcenro 3a eaun aeH. B nonoben cryuaii Moxke Ja OpaaT npueTy ae Tabnetkn or 15 mg
HapeAHDBXK. [lauMenTET Tpa6Ba Aa NPOAWIKH PEACBHHA MPHEM HA 15 mg 1Ba ITETH JHEBHO Ha
CNICABALIHA JIeH, KAKTO € NPeTopbYaHo.

Axo BBB (pa3aTa Ha JICUEHHE C €IHH MPHEM Ha JIEH C€ NMPOITYCHE SMH NMPHEM, NALHEHTLT TpAGBa
HezabaBHO na npueme PukcenTo H Tpabpa Aa NPOABLIDKH PEAOBHHA NPHEM BEOHLK AHEBHO Ha
cleABallHg JIeH, KakTo € npenopsyaHo. He Tpabpea Ja ce H3non3ea ABoHHA 1032 B PAMKHTE €[HH H
CHLIHM JIEH, 3 /1a C¢ KOMMEHCHPA MPOITyCHAaTaTa A03a.

ITlpemunasane om nevenue ¢ anmazorucmu Ha eumamin K (ABK) xem Purcenmo
3a naumenTHTE, KOWTO ca Ha neyenue 3a [IBT, BE v npo¢nnakruka Ha permausy, AB
CIPAT H A ¢e 3anovHe JedeHHeTo ¢ PukcenTo, korato INR e < 2.5.



Ilpn npemuHaBane ot neuycHue ¢ ABK xbMm nedenue ¢ Pukcento croliHocTHTe Ha MeXIyHapoaAHOTO
Hopmanusupano cwoTHoeHHe (International Normalised Ratio, INR) e 6s4aT aniuHeo noBUleHH
cnen npuema Ha Pukcenro. INR He e pandeH napaMeTsp 3a H3MepBaHe Ha AHTHKOAryJaHTHaTa
AKTHBHOCT Ha PukcenTo U cnefosatenHo He TpaOpa Aa ce H3NON3B2 {Bx. TOUKa 4.5).

Ilpemunasane om nevenue ¢ Puxceamo xom anmazonucmu na sumamun K (ABK)

HWma BepoATHOCT aHTHKOAry1aLMATa 2 6bAae HealeKBaTHA B X0/1a Ha IPEMHHABAHETO OT JIEYECHHE C
Puxcento kM ABK. Tpabsa aa ce oCHTYpH NPOADKHTEHA aISKBATHA AaHTHKOATYJIALMA TIPH
npeMyHARaHE KbM aNTepHAaTHREH aHTHKoarynaHT. Tpabea ma ce orGenexu, ye PUkcenTo MoXe aa
06ycnoBH NOBHLIEHH CTOHHOCTH Ha INR.

[pu nauxeHTH, NpeMuUHaBamy ot JedyeHne ¢ Pukcenro ksm ABK, ABK 1pabsa aa ce npuemar
napainenHo ao gocturade Ha INR > 2,0. [1pe3s nepBHTE ABa qHHU OT NpexOaHHA nepuos Tpadea aa ce
npHnara cTaHjapTHata HadanHa nosa ABK, cnea koeto nosara Ha ABK tpabea na e cnopen
peayntature 3a INR. [lokaro naumenTute npieMar eqHoepemeHHo Pukcento u ABK, INR He Tpabsa
Ja ce M3caensa no-paHo ot 24 Jaca cien NpeaxoaHaTa 1034, & CAMO HeMOCPeICTBEHO NMpeau
cnefBallata goza Pukcenro. Cnen karo ce npeycTaHoBH npuema Ha Pukcenro, INR Moxe na ce
H3CNeABA W PEe3yNITATHTE A ¢4 HaJeKIHU NMOHe 24 yaca cnej npUeMa Ha NOCIeAHaTa 103a {BXK. TOYKH
4.5n5.2).

IIpemunagane om nevenue ¢ NAPEHMEPATHY GHMUKOGZYAAHMU KoM Puxceamo

Ilpu mauMeHTHTE, KOHTO B MOMEHTA MOTY4aBaT MAPEHTEPATHHA aHTHKOATY/IAHTH, PEYCTAHOBABAHETO
Ha NapeHTepaaHHA AHTHKOAryJIaHT H 3ano4yBaHero Ha PukcenTo Tpabea na ce ocvuiectsaT ot 0 go 2
4aca NpeaH MOMEHTE 3a CEeBAIlOTO [U1AHOBO NPHIOKEHHUE HA NaPEHTEPANTHUA ICKAPCTBEH MMPOXYKT
(Hamnp. HICKOMOJIEKYJIeH XeNapHH) HIH B MOMEHTa Ha CIIHpaHe Ha NPOSB/DKHTENHOTO NPHIOKEHHE HA
NIapeHTepanHHA NeKapCcTBEH NPOaYKT (HANp. HHTPaBeHO3eH HedPaKUMOHHpaH XenapHH).

TIpemunasane om nevenue ¢ Puxcenmo KbM napermepaniy aumuxoazyranmu
[Tpunoxere mepeaTa 103a OT NapSHTEPaNHUA AHTHKOATYIaHT B MOMEHTa, korato TpabBa na ce
NpHeMe cneagamaTa xo3a Pukcenro.

CnelHansy nomynaHHA
bvbpeuno yspeacoane

OrpanuueHUTe KIHHUYHN JaHHH OT NaLHEeHTH ¢ Texko 6pOpeuHo yBpekaaHe (KpeaTHHHHOB KNMPBHC
15 - 29 ml/min) noka3spar, 4e MIA3MEHHTE KOHUCHTPALMH Ha pHBapoKcabaH ca 3HAUHTENHO
nosuweHH. 1o Tasu npu4rHa Pukcenrto Tpabpa Aa ce npunara BRUMATENHO NpH Te3d nanueHTH. He

ce npenopsuBa ynorpedara Npu NaUHEHTH ¢ KPEATHHHHOB KIHPBHE < 15 ml/min (BX. Touku 4.4 1
5.2).

- 3a npodunakthka Ha BTE npu pE3pacTHH NaUHeHTH, NOANOKEHH HA [UTAHOBO CTABHO
nporesHpaHe Ha Ta3o0eApeHaTa HIH Ha KOMAHHATA CTaBa, He C& HAara MPOMAHA Ha [03aTa MpH
NaUHEHTH ¢ neko 6s0pedno yspexaane (kpeaTHHHHOB KIHpBHC 50 - 80 ml/min) win ymepero
6B0peuHo yBpexxnaHe (KpeaTHHHHOB KITHPBHEC 30 - 49 ml/min) (sx. Touka 5.2).

- 3a neuenne Ha JIBT, neuenne Ha BE u npogmnakmuka Ha peunaueupaum JIBT u BE, He ce
Hafara NpOMsAHa Ha l03aTa MpH NaLKeHTH ¢ NeKa creneH Ha 6u6peuno yBpexnaHe
(xpeaTHHHHOB KIHpBHE 50 - 80 ml/min) (Bx. Touka 5.2).

[Ipu naumeHTH ¢ yMepeHo Texko 6u6pedHo yBpexaaHe (KpeaTHHHHOB KITHPBHC 30 - 49
ml/min} WIH ¢ TexKo GLOpeyuHo yBpeKaaHe (KPEATHHHHOB KIHPBHC 15 - 29 ml/min) ca
BANTMHHM CJICIHHTE NPENOPBLKH 3a NO3MpaHe: NauneHTHTe TpaOBa aa GbaaT iekyBaHH ¢ 15 mg
ABa MLTH JHEBHO Npe3 mbpBHUTE 3 ceaMuuu. Caen ToBa, KOTATO Npenopb4YMTenHara 103a ¢ 20
mg €IWH NLT AHEBHO, TpAOBa fa ce 0OMUCTN HamanaBaKRe Ha N03aTa ot 20 mg BeAHBK
AHEBHO Ha 15 Mg eqWH LT NHEBHO, AKO OLECHEHHAT PHCK OT KbpBEHe 3a NalMeHTa HA/IXBLPIIA
pucka ot peurausupain JIBT u BE. [Ipenopekara 3a ynorpebara Ha 15 mg ce oc
(bapMakOKHHETHYHO MOJIENIHpaHe U He € MPOY4BaHa MPH TE3H KIMHHYHH YCIIOBH
4.4,5.1u5.2).

KoraTo npenopsunTensara 1o3a ¢ 10 mg ¢aMH mbT AHEBHO, He Ce Hamara T4 12
Obae KopHrHpaHa.




Yepnodpobro yepexcoare

PukcenTo e npoTHBONOKA3aH NpPH NaUMEHTH ¢ YepHOAPoOHO 3abonsABaHe, CBBP3aHO ¢ KOaryJonaTus
H KIMHHYHO 3HA4YHM PUCK OT KbpBEHE, BKTIOUHTETHO nalueHTH ¢ iuposa ¢ Child Pugh B u C (Bx.
Touku 4.3 u 5.2).

Honyaayua 6 cmapuecka ev3pacm
Be3 KOpeKUHsA Ha A03aTa (BX. Touka 5.2).

Tenecrno mezno
Be3 kopekuus Ha Ao3ata {BX. Touka 5.2).

Hon
Be3 KopeKLHA Ha 03aTa {BXK. TOYKa 5.2).

Heduampuvna nonyrayun

BesonacuocTra M edukacHocTTa Ha PrkcenTo npn aeua Ha Bbw3pacT ot 0 (HoBopoaerH) no 18 roaunu
He ca ycraHoBeHH. Jluncear nannu. [To Ta3u npuunHa He ce npenopbuba ynorpebara Ha Prkcenrto
npu acua noa 18- roakim="a BB3pacT.

HauyuH Ha npunoxeHHe
PukcenTo e 3a nepopaiHo NpHIOKEHHE.
Tabnerkure MoxkKe Aa ce MpHeMaT cbe HAH 6e3 xpaHa (BK. TOYKH 4.5 K 5.2).

I[1p1 naLKeHTH, KOMTO He MOTaT Aa NorTsIIAT TabneTkute neny, Tabnerkara PukcenTo Moxe na ce
HATPOLUK H CMECH € BOAA WIH A0BIKOBO IMIOpe HETIOCPEACTBEHO Mpeau ynoTpeba U Aa ce NPUNoXU
NepopanHo.

Hatpomenara Tabnetka PuxcenTo MoXKe Aa ce MpRIara Cblluo H Ype3 CTOMALLHA COH/A CEA
NOTBBPKACHHUE, Y€ COHIATA € MPABHIHO pasnoiokeHa B ctoMaxa. Harpowenara tabnerka Tpabpa aa
ce MpHJIara npe3 CTOMALIHA COHA B MAJIKO KOJIMYECTBO BOAA, ClIE] KOCTO coHnata Tpabsa aa 6uae
NpOMHTa ¢ BoAa (BXK. TOYKa 5.2).

43 IlIpormBonoka3aHus

CBpBXYYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO WIH HAKOE OT NMOMOLLHHTE BELIECTRa, H30pOeHH B
Touka 6.1.

A]CTHBHO, KJIIHHHYHO 3Ha4YHMO KbpBEHE.

Jle3us UMM CBCTOAHME, aKOo Oblie CYETEHO, Ue NPEACTaRNABA 3HAYHM PHCK 32 roNsMo KbpBeHe. ToBa
MOJKE JIa BIUTIOYBA HACTOALLA HIH CKOPOIIHA FACTPOHHTECTHHANHA A3B3, HATMYHE Ha JJIOKAUCCTBEHH
HEOTNAa3MH ¢ BUCOK PHCK 33 KLPBEHE, CKOPOLIIHO HApAHABAHE Ha INIaBHHA WIH rPEOHAYHHA MO3bK,
CKOPOLUHA OfiepaLHs HA IMaBHUSA MO3bK, IPEOHAYHHUA MOIBK KIH OYHTE, CKOPOLIHA BLTPEUepenHa
X€MOparus, H3BeCTHH WIH CYCMeKTHH e3ogareanty BapHLH, apTEPHOBEHO3HH MandopMaltiuH,
ChAOBH AHEBPH3MM WIH FONIEMH HHTPACTIHHAHH WIH HHTpaLepeOpanHH ChIOBH AHOMATHH.

EaHOBpeMeHHO NIe4eHHE ¢ APYTH aHTHKOArYJIaHTH, Hamp. HedpakuuoHupas xenapus (HOX),
HHCKOMOJIEKYJTHH XeMapHHH (€HOKCaNapHH, JaTeNapHH H Ap.), NPOM3BOAHH Ha XeNapuHa
(donmanapHHyKe W Ap.), IEpOpaIHA aHTHKOAryJaHTH (BapgapHH, fabUraTpaH e€TEeKCHIAT, annkcabaH
H Ap.), OCBEH NpH cneurpHIHA 00CTOATENCTRA 32 CMAHA HA IEHEHHUETO C AHTHKOATY/IAHT (BXK. TOYKa
4.2) unu xorato H®X ce npwiara B 1034, HE0OX0AHMH 33 NOATBPKAHETO HA OTBOPEH LIEHTPANICH
BEHO3EH HITH apTEPHANICH KAaTeThp (BAK. TO4Ka 4.5).

Yeproapobuo 3afonsBaHe, CBbP3aHO ¢ KOAryJIONaTHS H KIIHHHYHO 3HAYHM PHCK OT KbDBEHE,
BKJIIOYMTENHO nauneHTH ¢ uuposa ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMeHHOCT H KbpMEHE (BX. Touka 4.6).




4.4 CoellHANAE NpeJyNpeXAcHBA H NpeANa3nd MepKH NpH ynoTpeba

[penopbuBa ce KITMANYHO HabmoAeHHE CHOTRETCTBAILIO HA TPOBEXKAAHATA AHTHKOAryIaLHa B X0Aa
Ha LIEJIHA NEepPHOA Ha JICYEHHE,

Puck ot xemoparus
Kaxro u ¢ Apyru aHTHKOaryaHTH, ALHEHTHTE, KOHTO NpHemar PukcenTo, Tpabea na ce

Hab/oaaBaT BHUMATETHO 33 NpU3HaLK Ha KbpeeHe. [IpenopbuBa ce ynotpebara ¢ noBHLIeHO
BHHMAaHHe TIPU CHCTOAHKUA ¢ MOBHLUEH PHCK 3a XeMoparus. IIpuioxenuero Ha Pukcento Tpabea na
C€ MpeyCTaHOBH IIPH N0ABA HA TEXKKA XEMOParus.

B KJIHHHYHKTE NPOYYBAHHA JIMTABHYHO KbPBEHE (T.€. OT HOCA, BEHLHTE, CTOMAIITHO-YPEBHAA TPAKT,
MHKOYHO-TIOJIOBHA TPAKT, BIUTIOYHTETHO aOHOPMHO BAFHHAIHO WIH YBEIHYEHO MEHCTPYAIHO
KbpBEHE) M aHEMHA Ce HaOJIIOaBAT NO-YECTO NPH THITOCPOYHO JIEYEHHE C pHBAPOKCcabaH B
cpaBHeHHe ¢ JeucHue ¢ ABK. INo Ta3n nputKHa, B AOMTBAHEHHE KbM AJEKBATHOTO KIIHHHYHO
Habnionenne, naboparopHo HacneaABaHe Ha xeMornoGHHa/xemMaTokpuTa OH Morno aa 6bJe ot nonsa
3a OTKpHBaHE Ha OKYJITHO KbpBEHE M 3a OTNIpeAeNIAHe Ha KIMHUYHATa 3HAYMMOCT Ha ABHO KbPBEHE, [0
NpeLeHKa Cnope cTy4as.

Hskonko nmoArpyny nauMeHTH, ONMHCaHH No-noApobHO Mo-A01y, €a ¢ NOBHIIEH PHCK OT KbPBEHE.
Te3n nauneHTH cneaBa Aa OBAAT BHUMATENHO NPOCIIENeHH 3a 6ele3n U CHMITTOMM HA CBBP3aHH €
KBbPBEHE YCJIOXHEHHUA M aHEMHSA Clie/l Ha4aloTo Ha JieueHHeTo (Bxk. Touka 4.8). IIpu naumeHTH,
nosy4asainy Pukcenro 3a npodunakrika Ha BTE cnea nnaHoBo crasHo npoTesHpaHe Ha
Ta3zo0eApeHaTa WK Ha KOJIAHHATA CTaBa, TOBA MOXE /12 CTaBa Ype3 PSAOBHH QH3HKAMHH NPErneax Ha
naludeHTHTe, YSCTO MPOBEPABaHE HA PAHEBHA APEHAK H NEPHOAMYHO H3MEPBAHE Ha XeMornobuHa.
TIpu BcAKO HEM3ACHEHO NOHKKABaHE HA XeMOr00MHA HIIH KPBBHOTO HanAraHe Tpa0Ba a ce ThpcH
H3TOYHHK Ha KbpBEHe.

Bhnpexu Yye JeYSHHETO C© pHBﬂpOKC&G&H HE€ HIUCKBA PYTHHHO NMpocneaaBaHe Ha €KCIIO3HLMATA, €
BB3MOXHO H3MepeHTe HHBa Ha pHBapokcabaH ¢ kamHOpHpaH KomHyecTBeH aHTH-(bakTop Xa Tect aa
GL,I[&T TNIOIC3IHH B HABBHPEIHH CHTyalliH, KOraTO JaHHH 38 €KCITO3HLHATA Ha pHB&pOKCﬂGaH MOrdaT Ja
NOMOTHAT ¢ KHGQOPMALIKA 3a B3UMaHe HA KJTHHHYHH PELIEHHA, HaNPHMEp Npeo3HpaHe H cellHa
onepauna (Bx. Touku 5.1 1 5.2).

bn6peuno yepexxnase

Tpy nauneHTH ¢ TEXKKO OBOpeuHO yBpexnaHe (KpeaTHHHHOB KIMpbHC < 30 ml/min) ¢ Bb3MOXHO
nia3MeHuTe HUBA Ha puBapokcabaH Ja ObaaT 3Ha4YHTeNHO NOBULIEHH (cpeaHo 1,6 mbTH), KoeTo
MOXKe [a JIOBee A0 MOBHILEH PHCK OT KkpBeHe. PukcenTo TpaGBa Ja ce mpuiara BEUMATETHO NPH
NaLMEHTH ¢ KPEATHHMHOB KIHPBHC 15 - 29 ml/min. He ce npenopsuBa ynotpefara npu naiMeHTH €
KPEaTHHUHOB KIHPBHC < 15 ml/min (Bxk. Toukn 4.2 1 5.2).

ITpn naumeHTH ¢ yMepeHo 61r6pedHo yBpexxaaHe (KpeaTHHHHOB KNHpBHC 30 - 49 ml/min), xouto
NOJMy4asaT €JHOBPEMEHO JPYTH NIEKApCTBa, NOBHIUIABALIM MIA3MEHHTE KOHLIGHTPALMM Ha
puBapokcaban, PukcenTto Tpabsa na ce npunara BHEMaTenHo (Bxk. Touka 4.5).

Baaumoae#icTBHe ¢ APYMH NEKAPCTBEHU NPOAYKTH

He ce npenoprusa ynompebara Ha PHKCENTO NMpH NaLMEHTH, KOHTO MONY4AaBaT €AHOBPEMEHHO
CHCTEMHO JIe4YeHHE ¢ a30/I0BH AHTHMHKOTHLIH (KaTO KETOKOHA30J1, HTPaKOHA30/1, BOPHKOHA301 H
nocakonason) Wk HIV-nporeasiy HHXHOHTOPH (Hanp. puToHaBHp). Te3n akTHBHH BelllecTBa ca
molnHu uHXHOHTOPH Ra CYP3A4 1 P-gp 1 no Ta3u NpHYHHA MOTAT Aa NOBUILAT T1a3MeHaTa
KOHLEHTpauHXa Ha pHBapokcabaH 1o KIMHHYHO 3HAYMMO HHBO (CpeaHo 2,6 MbTH), KOSTO MOME Aa
JOBene 10 MOBUILEH PUCK OT KbpBEHE (BAK. TOUKA 4.5).

Heobxoanmo e BHHMaHKE NMPH NALUEHTH, KOHTO €AHOBPEMEHHO Ca Ha JIEYEHHE C JIEKapCT)
MPOAYKTH, KOMTO MOBJMABAT XEMOCTA3aTa, KATO HECTEPOHIHH NPOTHBOBB3INANHTETHH
(HCIIBC), aueruncanuumnopa kucenuHa {ACK) v vHxubuTopu Ha TpoMOOLIMTHATA




CceJIeKTHBHH HHXHOMTOpH Ha 06paTHOTO 3axBaluaHe Ha cepoTOHHHA (selective serotonin reuptake
inhibitors, SSRI) n uHxuGHTOPH Ha 0OPaTHOTO 3aXBalllaHE Ha CEPOTOHWHA K HOpeNHHedpHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). 3a nauseHTHTe ¢ PHCK 33 YILEPO3HO
CTOMALIHO-YPEBHO 3a00NABaHe MOXKeE g C€ TIOMHCIIH 33 MOAXOANAIIO NPOPHIAKTHUHO JIedeHHE (BK.
TouKa 4.5).

Jpyru puckoBH GaKTOPH 38 KEPBEHE

[Mopo6HO Ha ApYrH aHTHTPOMGOTHYHM CpeICTRA, pHBapoKcabaH He ce MPenopbYBa pH NALMEHTH ¢

NIOBHIIEH PUCK OT KbPBEHE, KATO:

+ BPOJEHH MMM NPUIOGHTH HAPYIUEHHS B KPBROCHCHPBAHETO;

* HEKOHTPONHPAHA TEXKa apTePHAlIHA XUIEPTOHHS;

+ Jpyro cToMallHO-YpeBHO 3afonspaHe 6e3 aKTHBHO Pa3A3BABaHE, KOETO MOTEHLMATHO MOJXKeE 1A
JOBEJE A0 YCAOKHEHHA C KBPBEHE (HANp. Bh3MANUTENHO 3a604BAHE HA YEpBaTa, e30(daruT,
racTpHT M racTpo-e3odareanta pedaykcHa Gonecr);

* ChAOBA PETHHONATHS;
+ GpOHXHEKTa3HH WIH aHaMHe3a 3a KbpBeHe B Senus apod.

IlauueHTH ¢ KIaNHKY OpPOTE3H

BesonacHOCTTa H eHKACHOCTTa Ha PHKCENTTO He ca MPOYUEeHH NP MAUKHEHTH ChC CHPACHHO KIANHO
npoTe3BpaHe; O Ta3H NPUYHHA, HIMa aHHH B MOAKPENa Ha ToBa, 4e PHKcenTo ocHrypasa afekpaTHa
AHTHKOAryJJAHHA B TA3H NOMyJanus nauyeHTH. JleueHHeTo ¢ PukcenTo He ¢ce npenopbuBa NpH Te3H
[ALIMEHTH.

Xupypru4Ho nevyeHHe Ha $paxTypu Ha GegpeHara KOCT

PusapokcabaH He € H3C/IeABaH B PAMKHTE Ha MHTEPBEHLIHOHAIHH KJIHHHYHH NMPOY4BaHUA 32
MpoyuBaHe Ha edrKacHOCTTa H 6€30NaCHOCTTA NPH NAUHEHTH, NMOJI0KEHH Ha XMPYPrHUHO JIedeHHe
Ha ¢pakTypH Ha BeapeHaTa KOCT.

XemoauHamMuyno Hectabuany nanwenTn ¢ BE wny nanyeHTH, KOHTO ¢ HYXKIAAT OT TpoM6ONH3a WIH
Genonpobua embonekTomMud.

PukcenTo He ce MpenoprUBa KaTo alTEpHATHBA HA He(PAKLIMOHHPaHHA XEMapHH NMpPH NAaL{eHTH ¢
Genoapoben eMBONN3IBLM, KOMTO Ca XEMOAHHAMWYHO HECTAOWITHH WM Ha KOHTO MOXe J1a Ce HanpaBH
Tpombonusa unu 6enogpobHa eM60NEKTOMHA, Thii KaTo GesonacHocTTa M edpukacHocTTa HA PHkcenTo
He ca YCTAaHOBCHH NPH TC3H KIHHHYHHA CHTYalHH.

CnuHanHa/eNURYpaTHa aHECTE3WA WIH MYHKLHA
Ipu npunaraHe Ha HEBPOAKCHATHA AHECTE3HA {CITMHAIHA/€NUYpAIHA AHECTE3HA) WIH MpH
CNHHATHA/EMUAYPATHA ITYHKLHA NaLHEHTHTE, JIEKYBAHH ¢ AHTHTPOMOOTHYHH CPEeICTBa KaTO
npodunakTuka cpewy TpoMGoemMGonHUHH YCIOKHEHHS, Ca C MOBHILIEH PHCK 33 PA3BMTHE Ha
eNHIYPaTHA Wik CIHHAIHH XeMaTOMH, KOHTO 6HXa MOTIIH Ja A0BEAAT N0 NPOAL/KMTE/IHA WIH
NOCTOAHHA Napann3a. PHCKBT oT Mogo6HH CHOHTHA MOJKeE Ja € NMOBHUIEH NPH H3NOM3BAHETO Ha

TpalH1 eNHUIYPATHH KATETPH B MOCTOMEPATUBHHA NIEPHOL HIH MPH €HOBPEMEHHOTO M3MON3BaHE Ha
NeKapcTBeHH NPOXYKTH, MOBIHABAILY XeMocTa3aTa. Chllo Taka pucKbT MoKe Ja Ob/le MOBHIIEH NPH
TPaBMaTHYHA MNH HEKONKOKpPAaTHA eNnHIypajiHa WM CHHaTHa myHKkuus. [Tairenture tpabea na

OBAaT ClleACHN PEAOBHO 3a NPH3HALM H CHMIITOMH Ha HEBPOJIOTHYHO YBpEXKaHe (Hanp. H3TpblIBaHe
WM cnabocT B KpaxaTa, YpeBHa TUCHYHKLMA UNH AHCHYHKUNA HA NHKOYHHA MeXyp). Ako Obae
sabenasaH HeBponoruyeH JedHLMT, Ce Hajlara CTieLIHA ANArHOCTHKa Y JieyeHHe. [1penu
HEBPOAKCHAITHH UHTEPBEHLMM NeKapAT TpAOBa Aa NPELECHH COTHOLIEHHETO MEXAY MOTEHUHANHHTE
MOJI3H H PUCKOBE MPH MALMEHTHTE HA aHTHKOArYJaHTHO JICHEHHE WM NPH NaUMEHTHTE, Ha KOHTO
NpeJCTOM aHTHKOATYJIAHTHO JIE4E€HHME KAaTo AHTHTPOMOOTHYHA NpodHIaKTHKA.

3a HamansaBaHe Ha MOTEHLHANHHUA PUCK OT KbpPBEHE, CBBP3aHO ¢ €AHOBPEMEHHOTO NpHIAaraHe Ha
pHBapokcabaH H HeBpoaKcHaIHa (eMHaypaiHa /CHHANHA) AHECTE3HA HITH CNIHHAIHA MyHK 2682
Ja ce uMa npeaBuj hapMakoKHHETHYHHA npodwn Ha puBapokcaban. [locrapaHeTo HIH )
MpPEeMaxBaHeTO HA eMMAYPANEeH KaTeThp WK NyMOaTHa MyHKLUHA ce 3BLpILBA Hali-106
AHTHKOATYJAHTHHA edekT Ha puBapokcabaH ce OLleHABA KATO HUCHK (BXK. TOuKa 5.2).




Haii-Manxo 18 uaca TpaGBa na H3IMHHAT clie]l HOCAEAHOTO NPHNOKEHHE Ha pHBapokcaban npeau na
ce OTCTpaHK eNuaypanHKa kateThp. Ciies OTCTpaHABAHETO Ha KATETLPA, Hali-Manko 6 yaca Tpabea na
U3MHHAT NPEIH Ja ce NIPWIIOKH ClieBailiaTa 103a pHeapokcabaH.

B ciy4aif Ha TPaBMATHYHO MYHKTHPaHE NPHEMLT HAa pUBapokcabaH TpAGBa Aa ce oTyIoKM ¢ 24 vaca.

IMpenoppxH 3a 1O3WpAHETO MPEIN H CREA HHBASHBHK NPOLEAYPH H XHPYPIUYHH HHTEPBEHLIHH,
PavIHYHH OT NNAHOBO CTABHO NPOTE3UPAHE Ha TA300€IPEHATA HIIH HA KONAHHATA CTaBa

AKo ce Hanara NpoBeX¥JIaHe Ha WHBA3MBHA MPOLIEAYPa HITH XHPYPrHyiHa HHTepBeHUus, Paxcenro 10
mg TpadBa na 6bje CNpAH MO BB3MOXKHOCT NOHE 24 Yaca NpeAX HHTEPBEHLIHATA H Bb3 OCHOBA Ha
KJIHHHYHATA NPELEHKa Ha IeKyBaLlHA Jiekap. AKO NpoliefypaTa He Moxke fia 6baie oTnoxkeHa, TpadBa
Na ce MpeleHH NMOBHUIEHHAAT PHCK OT KbPBEHE CNIPAMO CHEWHOCTTE HA HHTEPBCHLMATA,

IpuemsT Ha PHkcenTo TpAGBa Ja ce BL30GHOBH BB3MOXKHO Hai-CKOPO Clle/l MHHBa3HBHATA NPOLEAYpPa
WIH XHpYPrH4HaTa HHTEPBEHIMA, aKO KIHHHYHATA CHTYALMA N103BOJISBA M € NOCTHIHATA a1CKBaTHA
XEeMOCTas3a, KaKTo € onpeaeNneHo OT JeKyBalluUs Jiekap (BxK. Touka 5.2).

Tlomynanus B cTap4yecka BL3pacT

C yBenH4aBaHETO Ha Bh3pacTTa MOXKe J1a Ce€ YBEJIHYH PHCKBT OT XeMoparua (Bx. Touka 5.2).

ECQMBTOJIOFH"IHP[ pEaKIIHH

ITo BpeMe Ha nocTMapkeTHHroBoO HabntoJeHUe BBB Bpb3Ka ¢ ynoTpebara Ha pHeapokcabaH ce
chboOLLaBa 3a CEPHO3HH KOKHH peaKlIMH, BKAIOYHTE]HO CHHAPOM Ha Stevens-Johnson/TokcHuna
enuaepManHa Hekponusa H DRESS cunapoM (Bxk. Touka 4.8). Hsrnexaa, ye naumeHTHTe ca
H3TOXKEeHH Ha Hali-rosiiM pUCK OT Te3M peakuuH B HAYaloTo Ha TepanuaTa: B NOBEYETO CIyyaH,
HA44N0TO Ha peaKUMATa CE NPOABABA NMPE3 MbPBHTE CEIMHULIM OT jedyeHHeTo. Pusapokcabas TpabGea na
¢& MPEeYCTAHOBH NMPH ITHPBA NOABA HA TEXBK KOXEH OOPUB (Hanp. pa3snpoCcTpaHABALI Ce, HHTCH3HBEH
H/MITH CBBP32aH ¢ 00pa3yBaHeTO Ha MEXYPH) WIN APYI NPU3HAK Ha CBPBXUYYBCTBHTEIHOCT, CBBP3aH ¢
JIE3HH Ha NUraBALATA.

HudopMauus 33 noOMOLIHHATE BELIECTBA

PHKkcenTo chabpika naktosa. [TaHHeHTH ¢ pefiKH HACTCACTBEHH MPOGIeMH Ha HENIOHOCHMOCT KbM
raNakTo3a, IThJICH JIaKTa3eH Je(HUHT WIH [II0K030-ralakTo3Ha Manabcopbums He TpaGpa na
NpHeMaT TOBA JIEKAPCTBO.

4.5 BaaumoneiicTBEE ¢ APYrH JIeKAPCTBEeHH NPOAYKTH B APYrH GOpMH HA B3ARMOACiHcTBHE

Huxuburopn Ha CYP3A4 u P-gp

EnHoBpeMeHHOTO NpHiokeHHe Ha pHBapokcabaH H ketokoHaszon (400 mg enuH BT THEBHO) WK
putoHaBup (600 mg aBa mbTH AHEBHO) BOAM AO 2,6 mbTH / 2,5 mbTH no-Bucoka AUC 3a
puBapokcaban W 1,7 muTi / 1,6 nbTH no-BHcOKa cpeaiHa Cmax, ChC 3HaUMTENTHO MOBHIUABAHE Ha
(apMaxoAMHAMHYHHTE e€(pEKTH, KOETO MOXE Aa I0BEAE IO MOBHIIEH PHCK OT KupBeHe, I1o Tasu
NPHYHHA He Ce MpenopbyBa yrnorpebara Ha PHKCENTO NpH NaLHEHTH, KOHTO NOTy4YaBaT
€IHOBpPEMEHHO CHCTEMHO NIEHEHHE ¢ a30J0BH AaHTMMHKOTHLIA, KATO KETOKOHA30JI, HTPaKOHA30J1,
BOPHKOHA30J1 M nocakoxa3son unk ¢ HIV-niporea3sHi HHxu6HTOpH. Te3d aKTHBHH BELECTBA Ca MOLHH
HHxHOHTOpH Ha CYP3 A4 M P-gp (BK. Touka 4.4).

OuakBa c€ aKTHBHH BeLLeCTBA, KOMTO HHXHOMpAT MOLUHO CaMO €MH OT MbTHILATA Ha eNHMHHHpaHe
Ha puBapokcaban i CYP3A4 unn P-gp 1a noBHIIAT B MO-MaJika CTENEH IUIa3MEeHHTE
KOHLUEHTpaluH Ha puBapokcabad. Hanpumep knapurpoMuuud (500 mg aea meTH Ha igH), KOMTO ce
npaema 3a cHieH HHXHOHTOp Ha CYP3 A4 n yMepeH vuxuburtop Ha P-gp, € Boau o nopuwiaBaHe Ha
cpeanata AUC na puBapokcabaH c 1,5 meTH M Ha Cmax - ¢ 1,4 meTi. B3aumoneiicTBHeTo ©
KIapHTPOMHIIHH BEPOATHO HE € KIMHHYHO 3HAYHMO MPH MOBEYETO NALMEHTH, HO MOXKe 1a 6bae
NOTEHUMATHO 3HAYHUMO NMPH BHCOKOPHCKOBH MaLMeHTH. (3a nauueHTH ¢ 6b0peuHo yBpe
Touka 4.4).

Epurpomuunt (500 mg Tpu mbTH AHEBHO), Ko#iTo HHXHOHpa ymepeHo CYP3A4 u P
1,3 opTH nosuitieAHe Ha cpeaHaTa AUC u Cmax Ha puBapokcabaH. BaauMoneiicts



EPHTPOMHLIMH BEPOATHO HE € KIHHMYHO 3HAYHMO NPH NMOBEYeTO NalMeHTH, HO Moxe Aa 6bae
MOTEHLHANHO 3HAYHMO NPH BHCOKOPHCKOEH MaLHEHTH.

ITpu nuua ¢ nexo 6u6peuHo yBpexknaHe epuTpomMuLuH (500 mg Tpu reTH AHEBHO) BoAM A0 1,8-kpaTHO
noeMiwaBaHe Ha cpenHara AUC Ha paBapokcaGaH v 1,6 mbTi nosrureHre Ha Cmax B CpaBHEHHE C
AHAWBHOM ¢ HOpManHa 0p0peyHa pyHKumMA. [1pH nHUa ¢ yMepeHO OEOpedHO yBpeKaaHE EPUTPOMHLIHH
e gosen no 2,0 mbTH noBHLeHKe Ha cpeaHaTa AUC Ha pupapokcabaH # 1,6 mbTH noBHlneHHe Ha Cmax
B CPAaBHEHHE ¢ HHOMBHMAK ¢ HOpManHa 6u0peuHa gyHkuns, EQexThT Ha €PUTPOMHLIMH € AAWTHBEH KbM
TO3H Ha 6E6pevHOTO yBpeXcnaHe (Bxk. Touka 4.4).

Oaykonason (400 mg equH T JHEBHO), KOWTO ce cMATa 3a YMepeH HHXuGHTOp Ha CYP3 A4, € nosen
Jo noeHuasade ¢ 1,4 mpTH Ha cpenHata AUC na pupapokcaban 4 1,3 nbTH Ha cpensarta Cmax.
B3aumoneiicTeuero ¢ ¢uiykOHa30/1 BEPOATHO HE € KIMHHYHO 3Ha4UMO NPKU NOBEYETO MALMEHTH, HO
Moxe Aa ObAe NOTEHUHANHO 3HAYHMO NPH BHCOKOPHUCKOBH ManMeHTH. (3a nanyeHTy ¢ 6u0peuHo
yBpeXXaaHe: BIDK Tou4Ka 4.4).

Kato ce umat npeisua orpaHHYeHHTe KIHHHYHH JaHHH ¢ APOHEAAPOH, €AHOBPEMEHHOTO
NpHIoKeHHe ¢ pHBapokcabal TpaOBa na ce u3bArea.

AHTHKOAryNnaHTH
Cnen xombHHHpaHO NprNOKEHHE Ha eHOKcanapHH (eAHOKpaTHa Ko3a oT 40 mg) 1 puBapokcabaH

(eanokpatHa ao3a ot 10 mg) e HabnronaBaH aAHTHREH €GEKT BbPXY AKTHBHOCTTA Ha aHTH(akTop Xa,
6e3 HUKaKBH JOITBJIHHTENHH €eKTH IO OTHOLIEHHE Ha KoarynatpoHHuTe Tectoee (PT, aPTT).
EHOKcanapyH He e NoBIHAN (papMaKOKHHeTHKaTa Ha pHbapokcabaH.

[lopanyu NOBHILIEHHA PHUCK OT KbpBeHe € He0OX0IHMO BHHMAaHHEE MPH NMALMEHTH, KOHTO ¢a Ha
€JHOBPEMEHHO JIeueHHe ¢ APYTH aHTHKOArynaHTH (BXK. Touku 4.3 u 4.4).

HCNBC/uuxuburopy Ha TPOMGOLMTHATA arperauus

He e rabmonaBaHo KIHHHYHO 3HA4YMMO YALKABAHE HA BPEMETO Ha KbPBEHE Clieq eAHOBPEMEHHO
npuIoxeHHe Ha pupapokcadaH (15 mg) u 500 mg HanpokceH. Buiipeku TOBa € BL3MOMXKHO Aa HMa
MaLMEHTH ¢ No-Ku3paseH papMaKoaUHAMHYEH OTTOBOP.

He ca HabmoaaBann KITHHHYHO 3HAYUMH (apMaKOKHHETHUHKM MAH $apMakOqHHAMAYHH
B3aHMOACHCTBHA NPH eIHOBPEeMEHHO NpHNOKeHHe Ha pubapokcabad 1 500 mg aueTwicaTHUHIOBa
KHCEJIMHA.

Knonugorpen {300 mg nauanHa n03a, nocnenBsaHa ot 75 mg noaaspxaig 1o3a) He e noKasan
(hapmakOKMHETHYHO B3anmogeficTeune ¢ puBapokcaban (15 mg), Ho e HabmOIABAHO 3HAUHMO
yOBLDKaBAHE HA BPEMETO Ha KbpPBEHE NPH €4HA NOArpyNa NalHeHTH, KOETO HE € KOPEIHpano ¢
arperaLHATa Ha TpoMOoLHTHTe, HHBaTa HA P-cenextiH wnn GPIIb/IIa peuentopure.

Heo6xoauMo ¢ BHUMaHHE NMPH NaLMEHTH, KOHTO €AHOBPEMEHHO ca nexysaHd ¢ HCTIBC
(BKJTIOYHTENTHO ALETHICATHLIWIOBA KHCENHHA) H HHXHOUTOPH Ha TPOMOOLIMTHATA arperaums, noHexe
TE3H JIEKapCTBEHH NPOAYKTH 0OHMKHOBEHO NMOBHIIABAT PHCKA OT KbpBeHe (BXK. TOUKa 4.4).

SSRI/SNRI

KaxTo npw ApyrH aHTHKOAryJlaHTH MOXe Aa ChIIECTBYBAa Bb3MOXHOCT MALMEHTHTE Ja Ca ¢ NOBHLIEH
PHCK OT KbPBEHE B ClTyuaii Ha chITbTCTRala ynoTpeba cbe SSRI unu SNRI nopaau edekta UM BLpXY
TpoMOOLHTHTE, 3a KoHTO ce cbrobluasa. [Tpn cpnbTCTRalla ynoTpeba B KIMHHYHATA NporpaMa ¢
puBapokcabaH, BbB BCHYKH TPYITH Ha JIEUEHHE ce HabnioAaaBa YHCNEHO MO-BUCOKA YECTOTA Ha FONAM
WIH HETONAM KIHHHYHO 3HAYHM KPbBOHIMB.

Bap¢apun

ITpeMuHaBaHeTo oT NeueHHe ¢ aHTaronucTa Ha BUTaMuH K Bapdapun (INR 2,0 no 3,0) kM neueHne ¢
puBapoxcaban (20 mg) unu ot pueapokcaban (20 mg) kM Bapdapus (INR 2,0 no 3,0) nosuuasa
ChOTHOLIEeHHeTO MpoTpomOuHOBO BpeMe/INR (Neoplastin) moBede OT aIMTHBHO (Bb3MOXHO € Za.ce . .
Habmoaasat otaenHH croiiHocTd Ha INR g0 12), nokato edekTuTe NO OTHOLIEHHE Ha
HHXHOHpaHeTO Ha AaKTHBHOCTTA Ha ¢akTop Xa M NOTEHUMANA HA EHAOTCHHHA TPOMOHH
Ilpwu sxenanue na ce n3cneapat dapMaKoaHHaAMHYHUTE eheKTH Ha pUBapokcalaH B nep,




PiCT u Heptest, noHexe Te3n TecToBe He ce noBauasat ot sapdapuH. Ha uersbpTia aeH cnen
nocaeaHaTa 103a papdapuH, BcHukH nokasaren# (Bkn, PT, aPTT, uaxubupane Ha akTHBHOCTTA Ha
daxrop Xa u ETP) oTpa3aBaT enHCTBEHO edekTa Ha puBapokcabaH.

TTpu xenavue aa ce w3cneapar GapMakoAHHAMHYHHTE eekTH Ha BapdapHH B epHOAA Ha CMAHA Ha
TepanuATa MoXe Jia ce W3nomsea uimepeaHeTo Ha INR npu Ciougn Ha puBapokcaban (24 yaca cnen
npeaxoNHHus NpHeM Ha puBapokcabaH), Thil KATO TO3H NoKa3aTell c€ NOBIUABE B MHHAMAJTHA CTeNeH
OT puBapokcabaH B Ta3H BPEMEBa TOYKa.

He e Habaronasado dapMakoKHHETHUHO B3aUMOAeHCTBHE Mexxay BapdapHH W puBapokcabaH.

Hugykropu Ha CYP3A4

EnHoBpeMeHOTO npHnoxeHHe Ha puBapokcabaH U MowHUA HEOykTOop Ha CYP3A4 pudamnuumH
BOAHK Ao okono 50% noHwxkaraHe Ha cpeadaTa AUC 3a puBapoxcabaH, ¢ yCnopeaAHO HaMansBaHe Ha
(hapMakoaHHaMH4YHATE MY edexTi. EqHoBpemennara ynorpe6a Ha puBapokcaban ¢ APYTH MOLIHH
uHayxropu Ha CYP3A4 (Hanp. peHuTonH, kapbamazenuH, penoGapbuTan wiH XKBIT KAHTAPHOH
(Hypericum perforatum)) cbl10 MOXe Ja AOBeA€ A0 HAMAICHH IU1a3MEHH KOHLIEHTpPALIHK Ha
puBapokcalbaH. 3aTopa TpabBa Ja ce H30ATBa €IHOBPEMEHHOTO NPHAraHe Ha MOLIHH WHIYKTOPH Ha
CYP3 A4, ocBeH ako NaUHEHTHT He ce cliel BHUMATENHO 3a Oene3u U cuMnTomy Ha TpomMBosa.

Jpyry chbNBETCTRALIM TEPAITHH

He ca HaOnropapaHH KJIHHUYHO 3HAYMMH (DapMakOKHHETHYHH HITH (apMakoAHHAMHYHH
B3aMMOACHCTBHUA NPH SOHOBPEMEHHO NMPWIOKEHHE Ha pHBapokcabaH ¥ MUaasonaM (cybeTpar Ha
CYP3A4), aurokcuH (cyberpaT Ha P-gp), atopBactatud (cy6erpar Ha CYP3A4 u P-gp) unu
oMenpason (HHXHOHTOp Ha MPOTOHHaTa noMna). PuBapoxcaban HUTO MHXK6GHpa, HUTO HHAYLHpa
HAKOA oT ocHOBHHTE H3odopMu Ha CYP, nanpumep CYP3A4.

He ca HabronaBaHH KIMHHYHO 3HA4YHMMH B3aHMOAEHCTBHA ¢ XpaHH (BXK. Touka 4.2).

JlabopaTopHu nokazareny
Koarynaunonuure napamerpH (Hanp. PT, aPTT, HepTest) ce nopidaeaT cnopea oMakBaHHATA ¢

OrJIe] HA MeXaHH3Ma Ha AciicTBHe Ha puBapokcaGaH (BX. Touka 5.1).
4.6 ®epraanTer, GpeMeHHOCT H KBpPMeHe

bpemenHoct
BesonacHocTTa M edpurxacHocTTa Ha PrkcenTo nmpn 6peMeHHH JKeHH He ca ycTaHoBeHH. [IpoyuBanusTa

MPH KUBOTHH NOKA3BAT PENPOAYKTHEHA TOKCHYHOCT (BXk. Touka 5.3). [Topaan noreHunanHara
PenpoyKTHBHA TOKCHYHOCT, NPHCBIIHA PHCK OT KbPBEHE H NAHHHUTE, NMOKA3BAUIM, Ye¢ pUBapoKcabaH
NnpeMHHaBa Npe3 ImnaueHTara, PrukcenTo e mpoTHBONOKa3aH no BpeMe Ha OpeMeHHOCT (BXK. ToukKa 4.3).
Kenute ¢ gerepoaeH noteHuHan Tpabsa na U36Arear Aa 3a6peMeHABAT MO BpeME HA JICUEHHETO C
pueapokcaban.

KbpMeHe
be3onacHocTTa H edikacHOCTTa Ha PHKCETTO HpPH KbpPMELLIM JKEHH HE ca ycTaHOBeHH. [lpoyuBaHusTa

NpH )KHBOTHH NOKA3BaT, 4e puBapokcaban ce cexperupa B maakoTo. I1o Tasu npuunna Pukcenro e
NIPOTHBONOKA3aH B NEPHO/A HA KbpMeHe (BK. Touka 4.3). TpabBa na ce p3eMe pelueHHe, JanH aa ce
NPEeyCTAHOBH KbPMEHETO HITH J1a C€ MPEYCTAHOBH/1a He Ce MPUIO0KH TepanusTa.

Deprunurer
He ca nposexxaanH KOHKpETHH Npoy4uBaHHA ¢ pHBapokcalaH NpH Xopa 3a olieHKa Ha edeKTHTe no

OTHOLUECHHE Ha (epTHNHTeTa. IIpH €AHO NpOYyYBaHE NO OTHOLIEHHE HA GEPTIWIHTETA NPH MBKKH H
’KEHCKH IUTBXOBE He ca HaDnioJaBaHH eeKTH (BX. TouKa 5.3).

4.7 EdexTn Bbpxy cnocobHocTTa 32 mojdHpane 7 paboTa ¢ MAIIEHH

PHKcenTo nosnHsABa B Ma/lka cTeneH cnocobHocTTa 3a wodupaHe K pabora ¢ Mai
cbOOLLEHHA 38 HEXKEIAHU PEaKLIHH KATO CHHKON (YECTOTA: HEUECTH) H 3aMAAHOCT
(B#. TOuKa 4.8).



TTauMeHTHTE, IPH KOUTO Ce Pa3sBHAT Te3H HeXKEJIAHH peakUMH, He TpaGBa ga wodupar unn pabotar ¢

MALIHHH.

4.8

PestoMe Ha npoduna Ha 6esonacHocT

Hexe1aHH NeKAPCTBEHH PeAKIHA

BesonacHocTTa Ha pHBapokcalaH € MpoyYeHa B TPHHANECET KIHHWYHM Npoy4uBaHus dasa
I11, o6xpamamy 53 103 nanmesTH, eKCNOHHPakKn Ha prBapokcabat (Bxk. Tabnuua 1).

Tabnena 1: Bpoii DpoyYeHH DnanHedTH, o0ma AHEBHA /034 H MAKCHMAJIHA
NPOALDKHTE/IHOCT HA JieYeHHeTO NpH npoyisanns ¢asa III
Hoxazanue Bpoii O6ma nepHa Maxcamanna
DanaenTH* | go3a ApPOAbIKHETENHOCT
HA JeYeHHEeTO
INpoduiakTHKa Ha BEHO3EH 6 097 10 mg 39 xum
Tpomboembonnatm (BTE) npu
BB3PacTHH NALHEHTH, MOLI0KEHH HA
IUTAHOBO CTaBHO MpOTEe3HpaHe Ha
Ta300¢eApeHaTa HITH Ha KOJMHHATA CTaBa
TpodmnaxThka Ha BTE npu 3997 10 mg 39 nxu
HEXHPYPrHYHH NarHeHTH
Jleuenue va JIBT, BE u npodmnakrika 6790 Hen 1-21: 30 mg 21 meceua
Ha peLMauBH Jleu 22 u cnen Toea:
20 mg Cnep naii-
Manko 6 meceua: 10
mg unu 20 mg
TMpodunakruka ua mHCYIT M cuctemes| / 190 20 mg 41 meceua
eMOO/TH3IEM TIPH MALMEHTH C HEKJAMHO
NpeachbpPAHO MBIKAEHE
IIpodunaxrika Ha aTepoTpoMOOTHYHHM 10 225 S mg wm 10 mg 31 meceua
cbOUTHA NPH MALIHEHTH CleJ OCTHP CbLOTBETHO,
kopoHapeH curapom (OKC) MPHICKEHH
€THOBPEMEHHO ¢
ACK, win ¢ ACK
IWIOC KIONHAOTpeN
WM THKJIOMUAMH
IMpodunakTHKa Ha aTepOTPOMGOTHYHH 18 244 5 mg, npwiokenn | 47/ Meceua

cnr6uTHA npu nauueHTH ¢ KAB/TIAB

€IHOBPEMEHHO C
ACK unu 10 mg
CaMOCTOSTENHO

*TlauneHTH, KouTo ca OMIH eKCTIOHHPAHH Ha MOHE eHa A03a puBapokcaban

Haii-yecTo choGLUABAHHTE HEXETAHH PEaKLIHH NPH NALMEHTH, KOWTO MOy4aBaT puBapokcabaH, ca
6unu xemoparuu (Tabnuua 2) (k. cbio Touka 4.4 u "Onucaxiie Ha H36paHH HekeNaHW peakiun”
no-aony). Haii-uecro chobuaBannte xeMoparuu ca enucrakcuc (4,5%) 1 xnpBeHe B CTOMaWHO-

4yperHUS TpakT (3,8%).
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Tabnuua 2: YecToTa HA CHLOHNTHITA HA KbpBeHe* B AHEMHS HPH NAIHEHTH € €EKCOOIHNAN

Ha pEBapoKkcalan B 38BLPIAJIATE NpoyuBapns daza 111

Tokazanue BeskakhB THI ABeMEn
KbpBeHe

Tpodunaxtuka Ha BTE npu 6,8% or nauenTaTe | 5,9% OT nauMeHTHTE
BH3PACTHH NALKEHTH, MOI0XKEHH HA
TUTAHOBO CTABHO MPOTE3HpaHe Ha
Ta300epeHaTa WIH Ha KONSHHATA
TpodmnakTyka va BTE npu 12,6% ot naumentute | 2,1% ot naumMeHTHTe
HEXHPYPrHYHH NalHEeHTH
Jleuenne ua BT, BE u 23% ot naLMeHTHMTE 1,6% ot nauueHTHTE
npodHIakTHKA HA PEUHIHBH
[TpodunakTHka Ha HHCYNIT H 28 1a 100 2,5 Ha 100
cucTeMe eMOOHIBM MPH NALMEHTH | NMalMeHTOrOJUHH MALHMEHTOTOAHHH
C HEKJIAIHO MPEACHPAHO MbXKIeHe
IMpodunakThka Ha 22 Ha 100 1,4 na 100
aTepoTpoMOOTHYHH ¢BOHTHA NPH NaUHEHTOTOJHHH NaLMEeHTOTONHHH
TpodpunaxTuka Ha 6,7 Ha 100 0,15 Ha 100
aTepoTpoMOOTHYHH CEOBTHA NPH HAaUHEHTOrOAHHH NaLAEHTOTOAHHH* ¥

* Beuuku cbOHMTHA Ha KBPBEHE OT BCHUKH MPOYYBaHKA ¢ pHBapoKcabaH ca cuOpany, JOKIANBAHH H
OLICHEHH.

** B npoyuBanero COMPASS ce HabmionaBa Hucka yecTOTa Ha aHEMHA, Thil KaTO € MPHIOXEH
CeNeKTHBEH NMoAX0x 38 Ch0MpaHe Ha HeXeNlaHH ChOUTHA.

CrHchK Ha HexxeNaHMTe peakiluy B TabnyyeH BuUA
YecToTHTE HA HEXENAHWTE peakiiMH, CBBPIAHH ¢ puBapokcabaH, ca 0606menu B Tabnuua 3 no-gony

no cHcTeMo-opraHHH kiacose (no MedDRA) u no yecrora.

B 3aBHCHMOCT OT 4eCTOTATA TE CE ONPEAENAT KaTo:

MHOrO 4ecTH (> 1/10)

yectH (> 1/100 mo < 1/10)

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

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

MHoro peakd (< 1/10 000)

C HEH3BECTHA YE€CTOTA: OT HATHYHHTE JaHHH He MOXe Ja Oblie HAPaBeHa OUCHKA.
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Tagnama 3: BcHYKE HexeJlaHH PpeaKIHH €2 CbOOMEHH DPH NAUMEHTH B KIRHHYHH
H3INATBAHAY

YeeTH Heuectn Peakn Muoro peaks C HeH3BEeCTHA
qecTOTA
Hapymenns HA KphBETA H JAMPHATA CHCTEMA
Anemus (B, TpomboumTosa (BK.
CBHOTBETHH MOBHLIABAHE HA
naGopaTopHH 6pos Ha
rapaMeTpH) TpoMGouuTHTE)"
Tpom6ounToneHus
Hapynienns Ha EMYAHATA CHCTEMA
Anepruysa AHadunakTHUHH
peakius, anepruyeH PEaKIIHH,
DEPMATHT, BIJIIOUHMTEITHO
AHrHOCIEM H aHahHIaKTH4EH
AJICPTHYCH OTOK oK
HapvynieHHS HA HePBHATA CHCTEMA
3aMasHocT, MosbueH #
rnasobonne BBETpRYEpENEeH

KPBbBOW3JIHB, CHHKOI
HapynieHEg HA OUHTE
(OueH KPBBOH3ITHE
(BRI,
KOHIOHKTHBRAJIEH
KPBEQHIIHE)
Chpaeusn HApYIIEHHAY
| Taxukapona

CbA0BH HADYIMICHEE
XHNOTOHMA,

XCMaTOM

PecnupaTopus, rphAiHY B MEAHACTHHANAHN HAPYMEHHE
Enmucrakcuc,

XEMOITH3a
CroMamHo-YpeBHH HAPYIIEHHS
Knpeene ot Cyxora B ycrara
BEHUHTE, KbpBeHe
oT
CTOMALUHO-YPESBHH
A TPaKT {BKI.
PEKTAIIHO
KbpBEHE),
CTOMALIHO-YpPEBHH
H abIOMHHaNHH
0OO0NIKH, AUCTIENCHS,
A

rajieHe, 3anek ,
QHapus,

XenaTobHIHADAE HApYIIEHHYA
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Yectn HegecTn Peaxn Maoro peaxa C HemIBECTHA
9ecTOTR
[TosunapaHe Ha | YepHonpobHo XKrorenuua,
TpaHCAMMHA3UTE | YBpEXJaHe, [NoBHLIaBaHe Ha
[NoeuieH KOHIOTHpaHUA
GHIHpYOHH, 6rnnpy6uH (¢ unu
NOBHILEHa anKallHa | 06e3 ChNBTCTBALLO
¢docdarasza B NOBHILABAHE HA
kpbBTa*, noeuiueHa | ALT),
GGTA Xonectasa,
Xenatut
(BKJIIOYMTENTHO
XENaToLeTyapHO
YBpEXKIAHE)
Hapymenns B KOXKATA H NOAKOKHATA TLKAH
Cupbesc (gis. | 7 PTHKApHA Curpom ra
HEYECTH CITyqaH Hal Stevens-
reHepaiH3HpaH Johnson/Tokcuuna
cwpbex), obpus, enuacpManHa
EKXHMO3H, KOJKHH Hekponnsa, DRESS
H NOAKOKHH CHHIPOM
KPBBOHIIMSH
Hapymesss Ha MYCKY/HO-CKeJJeTHATA CHCTEMA H CheAHHHTEIHATA ThKaH
ﬁOHEﬂ B XemapTpo3a KpbBoManus B KomnaprmeHt
paliHHLHTE My Y CUHIPOM B
pe3yJTaT Ha
KbpBEHE
Hapynienns ga 6u6pennTe # THKOMHNUTE NHTHILA
KspBeHe or Bbrbpeuna
YPOreHHTATHHA HEJOCTATBYHOCT
TpaxT (BKN. /octpa 616peuna
XeMaTypHs ¥ HEOCTaTBHYHOCT
MeHoparua®), B PE3YJITAT Ha
6u6peuno KbpBEHe,
yBpexaaHe (BKI, JOCTaTbYHAa Ja
NOBHLIEHHE HA NpeAH3BHKA
HHBOTO Ha xunonepdysus
KpeaTHHHHa B
KPBETa,
NOBHLIEHHE Ha
HHMBOTO Ha ypesTa
OO0my HapymeHHs U epeKTH HA MACTOTO HA NPAJOKEHHE
Mosuwena Hepasnonoxenue | JIOKATH3HPaH
Temnepa A (BKJ1. npwTOlLIaBaHeE) orox*
paTypa’,
nepudepeH OTok,
TIOHIKEHA of1a
cuna
E€HEePrHYHOCT (BKI.
YMOpa M aCTEHHS)
H3caeasanun oD e
oBuimen LDHA,
NOBHLIEHA Numnasa’,
NoBHilleHa aMHaaza” /
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YecTr HeuecTn Peakn Mnoro peakn C HeH3BECTHA
YyecToTa
HapansBadHs, OTPABSHHS R YCJI0XKHCARA, BL3AAKHAJIHE B Pe3YATAT HA HETEPBEeHUHHA
Kbpeene cnen Coaosa
o — nceBoaHeBpHu3mMa’
npouemypa (Bx.
MOCTONEepaTHBHA
aHeMHs W KbpBeHe
OT paHa),
KOHTY3HA,
ceKpellns ot panu®
THADATOAABaHH NPH POQI Ka H TIpA BL3PACTHH (1ALWCHTH, TOJIOKEHH Ha IUIAHOBO

CTaBHO NMpPOTe3UpaHe Ha Ta300eapeHaTa WK KONSHHATA CTaBa

B: HaGmonasanu npu nevyenne Ha BT, BE unu npodunaxrika Ha peLnaMBH, KATO MHOTO YECTH NPH
HeHH < 55 ronHH

C: HabmonaBaHH KaToO HEYECTH MpH Mpo(IaKTHKE Ha aTepoTPpoMOOTHYHH CHOHTHA NPH NalHEHTH
cnea OKC (cnen nepkyraHHa KOpOHapHa HHTEPBEHLIHA)

* [IpwioxeH € MpeABAPHTENHO ONpeJieNieH CEIEKTHBEH MOAX0o/ 3a chOHpaHe Ha HeXeNaHH ChOHTHA.
T KaTO YeCTOTATa Ha HEXKENAHUTE PEAKLIHH HE € YBEIHUEHA H HE € YCTAHOBEHA HOBa HeXKeNMaHa
peakums, gaHHKTe oT npoyuBaHeTo COMPASS He ca BTIOYEHH NPH M3YHCIIABAHE HA YECTOTaTA B
Ta3M Tabauua.

Onucanune Ha W3OPaHH HEXENAHH DEAKIIHH
Mopany papmakonorH4HHg My MEXAHHIBM Ha ACHCTBHE, ynorpebaTa Ha puBapokcabaH MoxXe na

6'be cBBbp3aHa ¢ NOBHILEH PHCK 33 OKYITHO WIH ABHO KbPBEHE OT BCAKA ThKAH WIH OpraH, koero 61
MOCJIO Ja AOBEAE A0 NocTXeMoparnyHa aHeMus. [IpusHaluuTe, CHMITTOMHTE H TeXeCTTa
(BKIHOUHTENHO paTaneH H3XOA) LUe 3aBUCAT OT JIOKATH3ALMATA U CTENEHTa Wik 06eMa Ha KbPBEHETO
HW/uwtH aHemunaTa (BXK. Touka 4.9 . [ToBenenne npu kppeeHe™). B xIHHHYHUTE NpOy4BaHHA IHTaBHYHO
KbpBeHe (T.e. OT HOca, BEHIIHTE, CTOMAIHO-YPEBHHA TPaKT, THKOYHO-TIONOBUA TPAKT, BIJTIOMHTENHO
aGHOPMHO BarMHAHO WIH MOBHUIEHO MEHCTPYAIHO KbPBEHE) M aHeMHUA ce HaOMOAABAT NO-4eCTO
NpH ABJIFOCPOYHO JIEUEHHE ¢ pHBapokcabaH B cpaBHeHue ¢ nedeHue ¢ ABK. Mo ta3u npuuuHa, B
JOTMbTHEHHE KbM aISKBATHOTO KIIHHWYHO HabmoAeHue, 1abopaTopHO H3CTeABaHe Ha
xeMmornobrna/xeMaTokpHTa 61 Moo aa 6se OT No3a 3a OTKPUBAHE HA OKY/ITHO KBPBEHE H 3a
OTIpeieNifiHe Ha KTHHUYHATA 3HAYHMOCT Ha ABHO KbpPBEHe, N0 NpeLieHKa crnopel cnyyai. Be3MoXHO e
PHCKBT OT KbpBeHe Na 6bie NOBHIlEH NPH ONPEAETEHH IPYMH NALMEHTH, HAMPUMEp MALKEHTH C
HEKOHTPOJIHPAHA TEXKKA apTePHAIHA XMNEPTOHHA W/IIH Ha CBITHTCTBALLA TEPaNnus, KOATO MOBIIHABA
XeMmocraszaTa (Bx. Touka 4.4 , Puck oT xemoparua“). Bb3aMOXHO € MEHCTPYalIHOTO KBPBSHE Aa € N0-
CHITHO H/HJIH NO-NPOABLKUTENHO. XeMOPAaTHYHHTE YCJIOKHEHHA MOTAT J1a ce NPOABSAT Kato cnabocr,
baexgHocT, 3aMaAHOCT, riaBobonne win HeoGACHMMH OTOLM, AUCTHEA W HeoOAcHUM wwok. Karo
pe3ynTaT OT dHEMHATA B HAKOH CNyuaH ca HabMIoAaBaHH CMMIITOMM HA CHPACYHA HCXEMHS, KaTo
fonka B rbPAHTE WM CTEHOKAPMA.

Hma crobiueHns 3a H3BECTHH YCIIOKHEHHS B Pe3yNTAT HAa TEXKO KLPBEHE, KATO KOMMAPTMEHT
CHHApPOM H O1L.OpeuHa HeZOCTATEYHOCT B PE3YNTAT Ha xunonepdysusa npd uisnon3sane Ha Rixelto. [lo
Ta3H NPHUKMHa BEPOSTHOCTTA OT KbpBeHe TpA0Ba na ce HMa NpeaBHA NPH NPeLieHKaTa Ha
CBLCTOAHMETO Ha BCEKH NALMEHT, KONTO € NMOANIOKEH Ha AHTHKOATY/IAHTHO JIEYEHHE.

CnolulaBaHe HA NOJQO3HPAHH HEXENAHH PeakiMH
Crob1maBaHeTo Ha NOAO3HPAHHA HEXENTAHH PeakLiWH Cel pa3pellaBaHe 3a ynotpeba Ha

NeKapcTBEHHA NPOAYKT € BaxkHO. ToBa no3BonsABa Na NpoIb/DKH HabMOAEHHETO Ha CHLOTHOLIEHHETO
nonsa/pHck 3a ekapcTeeHud nNpoaykT. OT MeIHLKHHCKHTE CHEHATMCTH C& H3HCKBA Ja crobuapar
BCAKA NOJO3HPaHa HeXKelaHa PeakiiyA Mpe3 HallHOHANHATA CUCTEMA 32 Cho0LIaBaHe:

\(‘5\& ' tﬁ%‘v
S

H3nenuuTenHa areHuMs 110 fekapcTeara S/ (g:ﬁ?;;a
yn. ,Jlamau [pyes* Ne 8 S Sogu r %

1303 Codus
Ten.. +3592 89034 17

yebcaiiT: www.bda.bg
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49 IIpeaosmpane

Hma crobuenun 3a peaku cirydam Ha npenosmupane ao 600 mg, HeyCA0KHEHH OT KbpBeHe WIH APYTH
HexenaHu peakiyH. [lopaau orpanudenara abeopOumn ce oyakpa edekr Ha HacHLiaHe Ge3
JOMBIHHTEHO MOBHIIIABAHE HA CPEHATA IU1A3MEHA EKCIIO3HLIMA NMPH CYNpPaTEPaNeBTHYHH J03H
puBapokcabaH ot 50 mg WIH NO-BHCOKH.

He chiecTByBa cieuMdHYeH aHTHAOT Ccpelly $papMakoAHHAMHYHEHA eeKT Ha puBapokcabaH,

B ciry4an Ha npeno3upatie Ha pHBapokcabaH Moxe /1a ce UMa MpeABUJ B3MON3BAHETO Ha

AKTHBEH BBIVIEH 3a HaMa/lABaHe Ha aGcopOumsTa,

IoBeneHne Npu KbpBeHe
AKO NpH NaLMeHT Ha JevyeHHe ¢ pHBapokcaGaH ce pa3BHe CBBP3aHO ¢ KbpPBEHE YCIIOXKHEHHE,

ClIeABAIIHMAT TPHEM Ha puBapokcabaH TpAGBa Ja ce OTIIONKH WK JICUEHHETO TpAOBa Aa ce Mpekpary,
ako e Heobxonumo. PuBapokcaban HMa nomykHBOT OT OKO0 5 10 13 uaca (Bx. Touka 5.2).
IMoBenenuero TpAdBa A2 € MHAMBHAYAJIM3HPAHO B 3aBHCHMOCT OT TEXKECTTA H JIOKATH3aLMITa Ha
KPbBOH3THBA. MOJKe 1a ce H3MONI3Ra NOAXOAAII0 CHMITOMATHYHO JIeYeHHe, KaTo Hanp. MeXaHWYHa
KOMNpecHs (Hanp. MpH TEXbK SMHCTAKCHC), XHPYPriuHa XeMOCTa3a C NpOUEAYpPH 33 YCTAHOBABAHE Ha
KOHTPOJ HaJ KbPBEHETO, 3aMecTBaHe Ha obeMa i MEPKH 3a MOoATbPXKaHe Ha XeMOJAHHaMHKaTa,
NpenyBaHe Ha KPLBHH NPOXYKTH (€pHTPOLMTEH KOHLEHTPAT WK NMPACHO 3aMpa3eHa Iula3Ma B
3aBHCHMOCT OT aCOLMHpaHaTa aHEMHUA HITH KOAryJIONaTHA) HIH TPOMOOLIMTH.

AKO KbpBEHETO He Moxe Jia 6b/le OBJIAAHO C N'OPETIOCOUEHHTE MEPKH, MOXe J1a ce 00chau
NPWIAraHeTo Ha cNeH(GHYHO NPOKOAryIaHTHO CPEACTBO, KATO KOHLUEHTPAT Ha NpoTPpOMOHHOBHA
xoMiutekc (PCC), akTHBHpaH KOHLIEHTpAT Ha npoTpoMOuHOBHA KoMIuleke (APCC) unu
pekoMbuHaHTeH dakrop Vila (r-FVIIa). KbM MoMeHTa 06aye KIHHHYHHAT OMHT OT NPUNAraHeTo Ha
TE3H JIEKapCTBEHH NPOIYKTH NPH NallHeHTH, NOoMy4YaBalld puBapokcabaH, € MHOrO OrpaHHueH.
Ipenopbkata ce 0cHOBaBa M Ha OTPaHHYEHH HEKIIHHHYHH JaHHH. Moxe aa ce 0OMHCIIH NOBTOPHOTO
NpHiIarase Ha pekoMOuHaHTeR (axtop VIla M nozata Tpabsa Aa ce THTpUpa B 3aBUCHMOCT OT
HaMaJIsBaHeTo Ha KbpBeHeTo. B 3aBUCHMMOCT OT BL3MOXKHOCTTA Ha MACTO, B C/Ty4al HA MACHBHO
KbpBeHe, TpAOBa fa ce OOMMC/IH KOHCYNITALMA ChC CNENMATHCT NO KOAry/NallHOHHH HApYLIEHHS (BXK.
Touka 5.1).

He ce ovakpa nmpotamMuH cyndar ¥ BuTaMuH K 1a NOBITHABAT AHTHKOATYJIaHTHATA AKTHBHOCT Ha
pHBapokcabaH. ONHTET ¢ TPAaHEKCAMOBA KHCETHHA € OTPaHHNEH H JTHTICBA TaKbB ¢ aMHHOKANPOHOBA
KHCE/THHA K aNpOTHHHH TIPH NALHEHTH, NMoMy4aBamy pueapokcaba. HaMa HUTO HayuHH
JOKA3aTENCTRA 38 ONaronpUATHO NMOBNMABAHE, HUTO OMNHT OT H3TION3BAHETO Ha CHCTEMHHUA
XEMOCTATHK JI€3MONPECHH NPH MaLKEeHTH, IIoTy4yapay puBapokcabaH. [Topaau Bucokara cTeneH Ha
CBBP3BaHE ¢ IUTA3MEHHTE NIPOTEMHH HE ce OYaKBa puBapokcabaH na Moxe aa Gbae oTAENEH ypes
JMIH3a.

5. ®APMAKOJIOTHYHE CBOUCTBA

51 @apMakoJHHAMHYHN CBOiicTBA

(QapMakoTepanesTH4Ha rpyna: AHTHTPOMOOTHYHH CpeaCTBa, AHPeKTHH HHXHOHTOPK Ha dakTop Xa,
ATC xon: BO1AF01

Mexanuanm Ha felicTBue
PupapokcabaH e BHCOKOCENEKTHBEH AHPEKTEH HHXHOUTOp Ha ¢akTop Xa ¢ nepopanHa

6nonanu4HocT. MHxubupaHeto Ha ¢akTop Xa nNpekbeBa BLTPEILHHA U BBHIIEH ITHT HA
KOarynaluMOHHAaTa KacKajaa, KOeTo HHXHOHpa KakTo OpMHpaHeTo Ha TPOMOHH, Taka W ofpa3yBaHeTO
Ha TpombH. PuBapokcabas He HHxHOHpa TpoMOHHa (axTHBHpaH dakTop II) 1 He ca HabmonaBaHu
edexTH BbpXy TpoMGoLHTHTE.
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dapmakoaHHaMA4HY edexTH

Tpu xopa e HabmoAaBaHO 3aBHCHMO OT 103aTa WHXHOHMpaHe Ha dakTop Xa. [IpoTrpomMbrHOBOTO
speme (PT) ce noBnuABa J0303aBUCHMO OT pHBapoKcabaH B TACHA BPB3Ka C IU1A3MEHHTE
koHuexrpaunH (r=0,98), axo 3a Tecta ce u3nonssa Neoplastin. JIpyry pearenv 6uxa nanm apyru
pesyntari. Orumtanero Ha PT TpsaGea na cTapa B cekyHaH, noHexe INR ¢ xanubpupano u
BANTUAHPAHO 33 KYMapHHOBH MPOAYKTH H He MOXe J1a ce MIPHJIara 3a Jpyry aHTHkoarynaHTH. [1pu
NauMeHTH, NOIOKEHH Ha FrONeMH OPTONEHYHH ONepaliu, nepcerTnTe 5/95 3a PT (Neoplastin) 2
- 4 yaca cea npHema Ha TabneTkara (T.e. KbM MOMEHTA Ha MaKCHManeH eeKT) ca B rpaHuLuTe ot 13
10 25 cexyHaM (M3XOMHMTE CTOMHOCTH NMPEAN XHPYPrEYecka HHTepBeHLHa ca 12 no 15 cexynau).

B KIHHHKO-(DapMaKOJIOTHYHO MPOy4BaHe Ha obpaTHMHTE MPOMEHH BLB dapMakoIHHAMHKATA Ha
pHBapokcabaH IpH 34paBH Bb3pacTHH nobposonuy (n=22), e olleHsABaH epeKThT Ha €AHHKHYHH 103U
(50 TU/kg) Ha ABa pas/IMdHH THNIA KOHLIEHTpAT Ha npoTpomGuHosus xomiueke (PCC), 3-paxropen
KOHLIEHTpaT Ha npoTpoMGHHOBHA koMiuieke (¢akTopH II, IX 1 X) n 4-dakTopeH KOHLEHTpaT Ha
nporpoMbuHoBua kommeke (daktopn I1, VI, IX 1 X). 3-hakropHHAT KOHUEHTpAT Ha
NpPOTPOMOHHOBAA KOMILTIEKC € OHWXHI CPEAHHTE CTOHHOCTH Ha NPOTPOMOMHOBOTO BpeME Ha
Neoplastin ¢ npuGansuTenHo 1,0 cexyHaa B paMkHTe Ha 30 MHHYTH, B CPaBHEHHE ¢ MOHHXKABaHe OT
npubausuTento 3,5 cekynau HabmonaBato ¢ 4-pakTOPEUA KOHLEHTPAT Ha NPOTPOMOMHOBHA
KOMIUIEKC, 3a cpaBHeHHE, 3-baKTOPHHAT KOHLIEHTPAT Ha MPOTPOMOHHOBHS KOMIUIEKC € HMan no-
ronam u no-6up3 o6 edekT BHPXY 0OpaTHMHTE NPOMERH B EHAONEHHOTO 00pasyBaHe Ha TpOMGUH
OT 4-(paKTOPHHA KOHLIEHTpAT Ha NPOTPOMOUHOBHS KOMILIEKC (BXK. TouKa 4.9),

AKTHBHPaHOTO MapuUHanHo TpoMGOTLTACTHHOBO BpeMe (activated partial thomboplastin time - aPTT)
H HepTest cHILO ca YABDKEHH B 3aBHCHMOCT OT [103aTa; U3NON3BAHETO UM 33 OLICHKA Ha
dapMakonuHaMp4HEA edekT Ha puBapokcabaH obade He ce npenopbusa. Hama HeobxoaumocT ot
HaGnoleHHe HA KOAaryIalHOHHUTE IaPAMETPH 1O BPEME Ha JieUeHHeTo ¢ pusapokcabaH B KIMAHYHATA
npakTHKa, BeIpekH TOB, KO € KIMHUYHO NOKa3aHo, HUBATa Ha puBapokcabaH morat na 6baar
M3MEPBaHH ¢ KATHOPHPaHH KOJTHYECTBEHH TecToBe 3a aHTH(aKTOp Xa (BX. TouTa 5.2).

Knnnnuna eduracHocT u Ge3onacHocT

IIpogunaxmuxa na BTE npu ev3pacmuu nayuenmu, noORoNCEHU HA NAAHOB0 CINABHO NPOME3Upane
Ha mazobedpenama uni Ha KOAAHHAMA cmasa

KnHHHYHaTa nporpaMa 3a pHBapokcabaH € cp3aaaeHa ¢ 1en Aa NoKake ePHKaCHOCTTa Ha
puBapokcaban 3a npodutaktuka Ha BTE, T.e. npokcHManHH W AncTa H4 TpoMOO3K Ha KbAGOKHTE
senu (JIBT) u 6enoapobua emGonus (BE) npu nauueHTH, noAnckeHd Ha roneMH OpTONeauyHH
onepauM Ha gonHute KpaitHuui. Han 9 500 nauments (7 050 ¢ ToTanHo cTaBHO NpOoTE3HpaHe Ha
tasobeapeHa ctaBa H 2 531 ¢ TOTaJHO CTABHO NpOTEe3HpaHe Ha KOJNSHHA CTABA) Ca NPOCACACHH NIPH
KOHTPOJIHPaHH, paHIOMH3MPaHH, JBOHHO-CIIENH KIMHHYHA Npoy4saHus ¢asa III - nporpama
RECORD.

Pupapokcaban 10 mg eArH MbT AHEBHO, MPHIOXKEH HE NO-PaHO OT 6 yaca Cje/l ONEpalMATa, ©
cpaBHeH ¢ eHokcanapuH 40 mg equH MLT AHEBHO, NPpHIOKeH |12 Yaca npeay onepauuMsTa.

IMpu BcuukpTe Tpy u3nuTeadua dasa II (Bx. Tabnuua 4) pusapokcabaH BOAM A0 3HAYHTETHO
HaMajsBaHe Ha oGua O6poii Ha BTE (Bcakakeu JIBT, ycraHoseny upes BeHorpadus HiH
CUMNTOMATHYHO, HedaTansa BE H cMbpT) M Gpos Ha ronemu BTE (npokcumansa JIBT, nedaranna
BE u cMBpT nopanu BTE), npensapurento AepMHUpaHHTE MbPBHYHH H OCHOBHH BTOPHYHH KpaiHu
TOYKH 3a eKacHOCT. JIOMBIHATENHO MPH BCAKO €HO OT TPHTE NPOYYBAHHA YECTOTATa Ha
cumnromaTtHyHu BTE (cumnromaTuHa JIBT, Hedaranna BE, cMbpT, cBbp3aHa ¢ BTE) e no-Hucka B
rpyNUTe NalHeHTH, JTEKYyBaHH ¢ pUBapokcabaH, B CpaBHEHHE ¢ rPYTHTE NALMEHTH, IEKYBAHH ¢
€HOKCAnapHH.

OcHoBHaTa KpaifHa TouKa 3a 6€30NacHOCT (MACHBHO KEPBEHE) € ChC ChIIOCTABHMA YECTOTA MPH
NalxeHTHTE, IeKyBaHH ¢ puBapoxcaban 10 mg, cnpamo enokcanapun 40 mg.
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Tabanna 4:

Pe3yJTATH OT KJIAHAYTHHA npoyiBanng ¢aia I1I no oTAomMenHe HA eGHKACHOCT H

fezonmacHoCT
RECORD ] RECORD 2 RECORD 3
I06xBanaTa 4 541 nauxeHTH, NOANOKEHH HA ToTanHa | 2 509 nauker™, NOANOXEHH HA TOTANHA | 2 53] nauMeHT™™, NOUTOWEHH HA TOTASHA
MOy IaLHs NJAcTHKA Ha Ta3obeApeHaTa CTasa MIACTHKE Ha TA300EAPEHATA CTABA NNA¢THKA HA KOJWHHATA CTABA

PusapokcaGan | Enokcanapun P Pupapokcaban |Enokcanapun 40| P PupapokcaGan | Enokcanapui P
10 mgeann | 40 mg eann 10 mg enMH TLT| MZ AMH BT 10 mg eann meT| 40 mg eavH

Mpunarana aosa u |TT AHEBHO 35 BT AHEBHO 35 nHcBHO 35+ 4 | AHcBHO 12+ 2 muesHo 12 £ 2 |meT AneeHo 12

npomemiMtennoct | =9 OHH +4 aum aHH AHH AMH +2 IHH

HA JICHEHHETO CleA

onepaunATa
18 Bl,l%) 58 (3,7%) 17 {2,0%) 81 (9,3%) 79 (9,6%) 166 (18,9%)
O6mo BTE <0,001 <0,001 <0,001
4 (0,2%) 33 (2,0%) 6 (0,6%) 49(5.1%) 9(1,0%) 24 (2,6%)

" onemu BTE <0,001 <0,001 0,01
CHMITTOMETHYHH 6 (0.4%) IT(0,7%) 3(04%) T5(1,7%) 8(1,0%) T
BTE
IMacHBHO KEpBEHE 6 (0,3%) 2(0,1%) 1(0,1%) 1(0,1%) 7{0,6%) 6 (0,5%)

AnanussT Ha 06001ueHHTE pe3ynTaTH oT npoyusauus dasa Il norsspxnaBaT naHHHTE, MONTYYEHH OT
OTAE/IHUTE MPOY4BaHHA, 110 OTHOLICHHE HA HAMansaBaHeTo Ha obwmsa 6poii BTE, ronemu BTE n
cumrrromatHyHH BTE nipu u3non3eane Ha pusapokcaban 10 mg BeaHLk JHEBHO B cpaBHEHHe ¢
eHoKcarnapHH 40 mg eaHH NBT AHEBHO.

B nonwnHeHue kM nporpamata RECORD ¢aza Il € npoBeaeHO NOCTMapPKETHHIOBO,
HEHHTEPBEHLIMOHANHO, OTBOPEHO KOXOPTHO npoy4Bane {XAMOS) cpea 17 413 naumwenrtn,
NPETHPIENH rOAMA OPTONEAHYHA ONEPala Ha TazobeapeHarTa cTaea MM KONAHOTO, 34 Ja ce
cpaBHH puBapokcabaH ¢ Apyrd ¢apMaKoJOrHYHH RHTHTPOMOOTHLIM (CTRHAAPTHO JEMEHHE) NPH
peannn ycinosnd. CumnromatHuHo BTE ce Habmonasa npu 57 (0,6%) B rpynara nanueHTH,
nexyBaHH ¢ pueapokcaban (n = 8,778) u npu 88 (1,0%) B rpynaTa naieHTH Ha CTAHAAPTHO JIEUCHHE
{n= 8 635; HR 0,63; 95% C1 0,43-0,91) ; nonynanus 2a GezonacHocT). MacHBHM KPBEBOH3NMBH ca
Habmoaasanu npH 35 (0,4%) 1 29 (0,3%) npu nauueHTH B TpynHTe Ha puBapokcabaH H Ha
crannaptio nedeHue (HR 1,10; 95% CI 0,67-1,80). CnepoparenHo, pe3yJTATHTE ca B ChOTBETCTBHE
C pe3yATaTHUTE OT OCHOBHHTE paHAOMH3HPAHH NPOYUBaHHA.

Jeuenue na BT, BE u npoguraxmuxa na peyuousupawiu BT u BE
Knuanunara nporpama ¢ piuapoxcabaH ¢ naHHpaHa ¢ Le Aa AEMOHCTPHpa eHKacHOCTTA Ha
puBapokcabaH Npu HAYATHOTO W TIPOABIDKHTENHOTO ieueHHe Ha ocTpu JIBT u BE 1
NpoHIAKTHKATA HA PELIMONEH.
Haz 12 800 nauMeHTH ca NpOyYeHH B YETHPH PaAHACMH3UPARH, KOHTPOJIMPAHH KIHHUYHH
npoyusaHnns ¢asa III (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
JOIBJIHHTENHO € MPOBEACH NPeABAPUTENHO AeyHKUpaH cOOpeH aHanH3 Ha Npoy4BanuATa Einstein
DVT u Einsten PE. O6mara koM6HEHpaHa NpOab/IKHTEIHOCT Ha JICUSHHETO 32 BCHUKH [IPOY4YBaHHA
e Ao 21 meceva.

B npoyusasxero Einstein DVT 3 449 naunenTu c octpa IBT ca npoyyenn 3a nevenuero Ha JIBT u 3a
npo¢mnaxruka Ha peunpusapawy JIBT u BE (nausenrite cbe cumnromarnser BE ca wakniouexu
OT ToBa npoyusaHe). [IpogbKUTENnHOCTTa Ha NedeHHeTo € 3, 6 win 12 Meceua B 3aBUCHMOCT OT
KJIMHHYHATa NpeLieHKa Ha H3CIe0BaTeNs.

3a neueHueTo npe3 mbpBuTe 3 cenMuiy Ha octpa JIBT ca npunaranu 15 mg pueapo
AxesHo. Cnex Topa NeueHHeTo Npoawpkaea ¢ 20 mg puBapokcabaH eilHH MBT AHEB
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B npoyusanero Einstein PE 4 832 nauuents ¢ octbp BE ca npoydenn 3a neueruero Ha BE u 3a
npogunaxTuka Ha peunausupaiy JBT u BE. [IpoawwkuTenHocTTa Ha neveHHero e 3, 6 wim 12
MeCeLa B 3aBUCHMOCT OT KTHHHYHATA NpeLeHKa Ha H3CTeAoBaTens.

3a neuennero Ha octhp BE npes nbpuTe 3 ceAMHLM ca npwiaraid 15 mg puBapokcabaH nBa mbTH
IHeBHO. CneJl ToBa JieueHHeTo NpoAb/bkasa ¢ 20 mg pHBapokcabaH eAnH ITbT JHEBHO.

H npu aeere npoy4sanus Einstein DVT u Einstein PE cpaBHHTENHOTO IEYEHHE BKITIOYBA
eHOKcanapHH B IPOJb/DKEHHE Ha NOHe 5 AHH B KOMOWHAIMA ¢ aHTANOHHCT Ha BHTaM4H K 1o
nocturane Ha croiiHocT 3a PT/INR B TepaneptHunuTe rpaniuM (> 2,0). Jleuenuero npoawikasa ¢
AHTArOHKCT Ha BHTaMHH K, kato JozaTa My e Takasa, de croiiHocTHTe 38 PT/INR naca B
TepaneBTHYHKTE rpaHHiM ot 2,0 no 3,0.

B npoyusaHero Einstein Extension 1 197 nauuents ¢ JIBT win BE ca npoyuenH 3a npoduiaktuka Ha
peunausupaiuy BT u BE. ITpoab/kuTeHOCTTa Ha Jie¥eHHEeTo 00XBalla AOIMLIHUTENRHA 6 no 12
Mecella NPH NaLHEeHTH, KOUTO Ca MPEMHHANH Kypc Ha JledeHHe oT 6 1o 12 Mecelia Ha BEHO3€eH
TpoMGoeMGONH3BM B 3aBHCHMOCT OT KIIHHHYHATA NPELEHKa Ha nicneaosarens. CpapHABa ce
Rivaroxaban 20 mg segHsx AHEBHO ¢ nnauebo.

[Tpoyusanuara Einstein DVT, PE n Extension u3non3ssar eHH H CbLIA NpeaBapHTENHO AePHHHPaHH
ITbPBHYHH H BTOPHYHH PE3YITATH 32 eduKacHOCT. I[IBpBHUHMAT pe3ynTaT 3a epHKacHOCT €
CUMIITOM&THYEH peLMaHBHpall BeHo3eH TpoMboembonuibm (BTE), rednnnpa kaTo cheTaBeH oOT
peumauupaina JIBT wnu neranex win HeneraneH BE. BropuunusT pesynTar 3a edukacHocT ce
nedunnpa kato chuetanue ot peunaHexpaita JIBT, neneranen BE v cMbpTHOCT HE3aBHCHMO OT
NpHYWHATA.

B npoyurane Einstein Choice 3 396 naumenTu ¢ norebpaeHa cumnroMatuyida JIBT w/unu BE, xonro
ca 3aBbPUIHIH 6 10 |2-MeceyHo aHTHKOATyJIAHTHO JIeYeHHE, Ca MPOy4EHH 3a NpodHIaKTHKA Ha
¢araneH BE ¥ Hedatanuu cumnromariydd JIBT u BE. [TaunentuTe ¢ noxasanxe 3a npoABIKMTENHO
AHTUKOAryJIAHTHO JIEYEHHE C TEPANEBTHYHA 1034 €4 H3KAIOYEHH OT NMPOYYBAHETO.
IMpoaBIKMTENHOCTTA Ha JIeYeHHETO € A0 |2 Meceua B 3aBHCHMOCT OT JAaTaTa Ha HHAMBHAYAIHOTO
panaoMu3upane (Meauana: 351 num). PuapokcabaH 20 mg Beassi AHEBHO H puBapokcaban 10 mg
BeAHBXK JHEBHO ca cpaBHeHH cb¢ 100 mg aueTHnCaTHUMNOBa KHCEIHHA BEAHBXK AHEBHO.

[TpBHYHHAT Pe3yNITaT 3a ePBKACHOCT € CHMNTOMATHYEH peLMAHBHpaL] BeHO3eH TPoMO0oeMBONTHIBEM
(BTE), nedunupaH kato cMecHLaTa oT peuausupaina BT wnu daranen win Hedaraned BE.

B npoyusanero Einstein DVT (Bx. Tabnuua 5) ce nokazaa, ye pusapokcabaH € ¢ He O-Maaka
edexTHBROCT OT eHokcanapu/ABK 3a mepBHuHHA pe3yaTar 3a edukacHocT (p < 0,0001 (TecT 3a He
no-manka edpextuHocT)); Koeduuuent na Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (TecT 32
1Iperb3X0AcTBO)). [Ipensaputento nedHHUpaHaTa HETHa KJIHHHYHA NON3a (MbPBHYEH Pe3yJITar 3a
eMKaCHOCT IUTIOC KPBBOH3NKBH) ce chobmasa ¢ KP 0,67 ((95% OH: 0,47 - 0,95), HoMHHaNHa p
croiinoct p = 0,027) B non3a Ha puBapokcaGaH. INR c¢ToiiHocTHTE ca B TEPANEeBTHYHHA AMANA30H
cpeano 60,3% ot BpeMeTO NpH cpelHa NPOALLKUTENHOCT Ha JieueHHeTo oT 189 auu, u 55,4%, 60,1%
H 62,8% 0T BpeMETO NpH IPYNHTE ¢ IVIAHUPAHO NIEYEHHE C NPOIBDKHTENHOCT CBOTBETHO 3, 6 1 12
Mecena. B rpynara Ha enokcanapun/ABK Hsima acHa Bpb3ka Mex 1y HHBOTO Ha CPeHOTO LEHTPaJHO
TTR (Bpeme B Taprerex INR nuanaszon 2,0 - 3,0) npi TepTHIHTE ¢ €IHAKER PA3MEP H YECTOTATA Ha
peunaneupaiiure BTE (p = 0,932 3a p3aumoneiicTere). B Hali-ropHua TepTHI No OTHOLLIEHHE Ha
tenTspa KoedmuuentsT Ha Puck (KP) npu pueapokcaban cnpamo rapdapun e 0,69 (95% IH: 0,35 -
1,35).

JIBETE TepaneBTHYHH [PYIIH.
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Tabanns 5: PeavaraTa 3a edpukacHocT u GesonacHoct ot aza 111 Einstein DVT

TpoyuBana nomynauws 3 449 nalMeHTH CbC CHMITTOMATHYHA OCTPa AWIO0Ka BeHO3HA
Tpombo3a
J03a U NPOXBIDKHTENHOCT Ha Pupapoxcaan® Enokcanapa/ABK 3, 6 wn
JICYEHHETO 3, 6 win 12 mecena N=1 731 12 mMeceua N=1 718
CHMAITOMaTHYEH peliHAMBHPALLL 36 51
BTE* (2,1%) {3,0%)
CuMnOTOMaTHUEH peLiAMBHpaLl | 20 18
BE {1,2%) {1,0%)
CUMIITOMATHYHA 14 28
peurausupama BT (0,8%) (1,6%)
i
Cumnromaruuuu BE u JIBT (0.1%) 0
daranen BE/cmbpr, kpaero BE | 4 6
He MOXKe Ja Obae HIKOUYEH {0,2%) (0,3%)
TonaMo WIH KITHHMYHO 3HAYMMO 139 138
HeroinsaMo KbpBeHe {8,1%) (8,1%)
I'oneMH KpLBOHRITHBH 14 20
{0,8%) (1,2%)
a) Pupapokcabat 15 mg nBa meTH AHEBHO 33 3 ceAMMLUM, NocneaABaHo oT 20 mg eHH BT AHSBHO
2) ExokcanapHH 3a HaH-Manko 5 AHKM, 3aCThREH K nocnensaH ot ABK

p <0,0001 (He mo-Manka epMKACHOCT MO OTHOLLEHHE Ha MpeABapUTENHO onpeaeneH KP

KP: 0,680 (0,443 - 1,042), p = 0,076 (nperb3x0ACTBO)

2,0);

B nipoyusaHeto Einstein PE (8. Tabnuua 6) e aemoHcTpHpaHo, Ye puBapokcabaH e ¢ He no-Maka
edukacHocT ot eHokcanapud/ABK 3a mepeudHus pezynTart 3a eduxacrocT (p=0,0026 (TecT 32 He
no- Masika edukachoct); KP: 1,123 (0,749 - 1,684)). [Ipensapurento neduHHpaHaTa HeTHa
KNMHMYHA 10133 (MbPBHtieH PE3Y/ITAT 3a eHKACHOCT IUTIOC roJieMH KpLBOMAMBH) ce chobmasa ¢
KP ot 0,849 ((95% JH: 0,633 - 1,139), HomunanHa p ctoiiHoeT p = 0,275). INR crofinocTuTe ca B
TepaneBTHYHHA JHAMA30H cpeAHo 63% OT BPEMETO NMpPH cpeaHa NPOALKHTENHOCT Ha IEYEHHETO OT
215 nnm u 57%, 62% u 65% OT BpeMeTO NPH rPYNUTE ¢ IVIAHUPAHO JIEYEHHE C PO BILKHTENHOCT
CHOTBETHO 3, 6 M 12 Meceua. B rpynata Ha eHokcanapui/ABK HAMa AcHa Bpb3ka MeXITy HHBOTO Ha
cpenHoto ueHTpanHo TTR (speme B TaprereH INR nnanason 2,0 - 3,0) npu Tepumnure ¢ €QHaKbBR
pa3Mep H 4ecToTaTta Ha peunausupawnte BTE (p = 0,082 3a p3anmoaefictsue). B Haii-roprHua
TepLMN [0 OTHOLIEHUE Ha LeHTspa KoeduumentsT Ha Puck (KP) npu pusapokcaban cnpamMo
BapdapuH € 0,642 (95% JIH: 0,277 - 1,484).

YecToTHTE 32 MHPBHYHHA pe3yITaT 3a 6e30nacHoCT (FoleMH WIH KIHHHYHO 3HAUMMH HETONEeMH
KPBBOH3JIMBH) Ca M&IKO MO-HHCKH B rpynara Ha jJedeHHe ¢ puBapokcaban (10,3% (249/2 412)) B
CpaBHEHHE ¢ rpynaTa Ha gedeHue ¢ eHokcanapu/ABK (11,4% (274/2 405)). Uecrorara 3a
BTOPHYHHA pe3ynraT 3a 6e3onacHocT (rojleMH KPLBOH3IIMBH) € MO-HHCKa B IPYNaTa Ha pHBapokcabaH
(1,1% (26/2 412)) B cpaBHerue ¢ rpynata Ha eHokcanapun/ABK (2,2% (5272 405)) ¢ KP 0,493 (95%
JH: 0,308 - 0,789).
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Tabanna 6: Peavaratn 3a epnakacnoct B Gezonacnoct o $a3za III Einstein PE

IIpoyuBaHa NMOMynau4d 4 832 naumedTH ¢ ocrpa cuMromMaTHuna BE
JIo3a ¥ NPOABIKHTENHOCT Ha PupapokcaGau® Enoxcanapun/ABK® 3, 6 wiu
JIEUECHHETO 3, 6 unu 12 meceua N=2 419 12 meceua N=2 413
CUMIITOMATHYEH peLiHIUBUpAaLL 50 44
BTE* (2,1%) (1,8%)

CHMIITOMATHYEH 23 20

peupauBHpan; bE {1,0%) {0,8%)

CuMIITOMaTHYHA 18 17

peunauedpainz BT (0,7%) {0,7%)

2

Cummrromatiunu BE u JIBT 0 (<0.1%)

®aranen BE/cMbpT, xpaeto BE | 11 7

He MOxke J1a ObJe H3KITIOYEH (0,5%) (0,3%)
onaMo WIH KITHHHYHO 3HAYHMO 249 274
HEroNgaMo KbpBeHe (10,3%) (11,4%)

26 52

T'oneMM KPHBOWAIHBH (1.1%) (2.2%)
a) PuBapoxcaban 15 mg 1Ba nbTH ZHEBHO 3a 3 cEAMMLM, NOCNEABAHO OT 20 mg €AHH THT JHEBHO
b) EHoKkcanapuH 3a Haii-Manko 5 AHH, 3acThIIeH H Mocaeqsad oT ABK
* p < 0,0026 (He no-Manka eHKaCHOCT NO OTHOLUEHHE Ha NPEABAPHTENHO CNPEACICH

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

IMposeacH e npeapapuTento aehHHNpan 060611EH aHANTH3 HA PE3YNITATa OT MPOYUBAHMATA
Einstein DVT u PE (Bx. Tabnuua 7).

Ta6anna 7: PeayaraTn 3a epuxacnoct B GezonacHocT ot cHopen anaani Ha ¢a3a III Einstein

DVT n PE
IIpoyuBaHa nomynauxs 8 281 naumenTH ¢ ocTpu cuMnroMatiyHl JIBT unu BE
PusapokcaGan® Enoxcanapui/ABKY
J03a H NPOABIDKHTENHOCT Ha 3, 6 win 12 meceua 3, 6 uan 12 Mecena
NICUCHHETO N=4150 N=4131
CHMOTOMaTHYEH pelMIUBHpAaLL 86 95
BTE* (2,1%) (2,3%)
CuMnroMarusdes peuradsepaiy | 43 38
BE (1,0%) (0,9%)
CuMnToMaTHuHa 32 45
peunansupama JIBT (0,8%) (1,1%)
Cumnromatnuny BE u JIBT 1 2
(<0,1%) (<0,1%)
(aranen BE/cmbpT, npd kosTo | 15 13
HE MOXe Ja ce H3KIoUH BE (0,4%) (0,3%)
TI'oneMH WM KIMHHUYHO 3HaUMMH | 388 412
HEeroJieMH KPLBOHIIHBH (9,4%) (10,0%)
ToneMH KpLBOH3IHBH 40 72
(1,0%) {(1,7%)

a)  Pueapokcabau 15 mg 1Ba nbTH AHEBHO 3a 3 CeOMMLH, NOCNEABaHO OT 20 mg enHH ImbT
b)  AHEBHO

¢) EHokcanapuH 3a Hali-Manko 5 IHH, 3aCTBNEH H nocneasaH oT ABK

* p <0,0001 (He no-Manka eHKACHOCT MO OTHOLIEHHE HA NPEABAPUTENHO OMp
1,75); KP: 0,886 (0,661 - 1,186)

Hpennapmem-lo neq)unnpaHaTa HETHa KJIHHHYHA NoJ3a ([I'prH‘lCH pPEe3YATAT 2a €
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roneMH KphbBOH3/IHBH) Ha cOOpHKA aHamu3 ce cxobmasa ¢ KP ot 0,771 ((95% JIH: 0,614 - 0,967),
HOMMHaNHa p croiiHocT p = 0,0244).

B npoyusaneTo Einstein Extension (ex. Tabnuua 8) pusapokcaban npepbaxoxaa nnauebo no
OTHOLIEHHE HA MBPBHYHHTE B BTOPHYHHTE PE3y.ITATH 3a €(HKACHOCT. 3a IMbPBHMHHA PE3YITAT 3a
Ge3onacHOCT (roeMH KPBBOH3IHEH) C€ YCTAHOBABA HE3HAYHMO YHMCJIEHO NMO-BUCOKA HECTOTA NIPH
NaUHEHTUTE Ha NedeHue ¢ pHBapokcabaH 20 mg eAnH ITBT Ha AIeH B cpaBHEeHHe ¢ ruianebo.
BropuusHnaT pesynrar 3a 6e30nacHOCT (FONIEMU HITH KIHHHYHO 3JHAYHMH HEroJlieMH KPbBOUIKBH)
NOKA3BA NO-BUCOKH YECTOTH NMpPH NaLMEHTHTE, IeKyBaHH ¢ puBapokcabad 20 mg eIMH BT AHEBHO,
B cpaBHeHHe c mnauebo.

Tabnana 8: PesyaraTn 3a ebukacHocT B GeonacaocT o7 ¢a3a 111 Einstein Extension

Tpoyusana nomyiaums 1 197 nauneHTH ca NPOAWDKWIH JICYCHHETO M MPOGHIIAKTHKATA 34)
pelUHANBHpAILL] BeHO3eH TpoMOoeMDONHIBM
Jlo3a M NpoaBLIDKHTENHOCT Ha Pupapoxcaban® Ilnane6o
JIEYCHHETO 6 win 12 mMeceua 6 unu 12 meceua
N=602 N=13594
CuMIITOMaTHYEH peLHANBUPALL] 8 42
BTE* (1,3%) (7,1%)
CuMnroMaTHueH peUHMIuBHpan | 2 13
BE (0,3%) (2,2%)
CHMITTOMATHYHA 5 31
peunnupupawa JIBT (0,8%) (5.2%)
®aranen BE/cmyuprt, nipu kodaTo | | 1
He MOXe Jia ce Hakmoun BE (0,2%) (0,2%)
T'oneMH KPBBOM3THEH 4 0
(0,7%) (0,0%)
KJIMHHYHO 3HaYUMH HerojleMH 32 7
KPBBOH3JIHUBH (5,4%) (1,2%)

a) PuBapoxcaban 20 mg eAMH MBT BHEBHO
*  p<0,0001 (npern3xoacreo), KP: 0,185 (0,087 - 0,393)

B npoyusanero Einstein Choice (8. Tabnutia 9) pusapokcaban 20 mg 1 10 mg
npeeb3xokaa 100 mg aueTHncanMuIOBa KHCEIHHA NO OTHOLICHHE HA ITbPBUYHHA
pesynTar 3a epukacHocT. OCHOBHHAT pe3ynTar 3a GesonacHocT (ChOHTHA Ha roNAM
KPLBOHMINHB) € CXO/ieH NMpH NAalHEHTUTE, JIEKYBAHH ¢ puBapokcaban 20 mg k1 10 mg
BEIHLK JHEBHO B cpaBHeHHe ¢bC 100 mg aneTHICANHIIMIOBA KHCETHHA.
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Tadanna 9: PesyaraTn 3a epnxacaoct B Gezonacnoct ot ¢aia I Einstein Choice
3 396 ca npogbkuIH NpodHIAKTHKATA 33 PELIMANBUPALL BEHO3EH

Mpoyusana nomy auus TpOMOOEMOOTHIBEM
Pusapoxcaban 20 mg | Pusapokcaban 10 mg] ACK 100 mg
TepanesTuuna Ao3a BEAHBXK JHEBHO BeIHBLX JHEBHO BEAHBXK JHEBHO
N=1107 N=1127 N=1 131
MennaHa Ha
NPOAB/DKHTENTHOCTTA HA
JEYEHHETO 349 [189-362] aun 353 [190-362] nuu 350 [186-362] guu
[MHTEpKBapTHIEH
JHANA30H]
CuMnToMaTHueH 17 13 50
peumausnapat BTE (1,5%)* {1,2%)** (4,4%)
CumrromaTtiueH 6 6 19
peumausHpail BE {0,5%) {0,5%) (1,7%)
CuMrrroMaTH4Ha 9 8 30
peuraneupama BT {0,8%) (0,7%) (2,7%)
daraneH BE/ ecMBpT, 2 0 2
NPH KOATO HE MOKE fla C&| (1 5o, 0.2%
w3kioun BE (0.2%) (0.2%)
CuMnTOMATHYEH
peunamerpaw BTE, 19 18 56
HHObAPKT HA MHOKApAA, (1,7%) (1,6%) (5,0%)
HHC JIT WIH CHCTEMEH
onH3bM H3BBsH LIHC
T"ONeMH KPLBOMANIHBH 6 5 3
(0,5%) (0,4%) (0,3%)
Knupuuno 3Haunmu 30 27 20
HEroJIEMH KPHBOH3NHBH (2,7%) (2,0%) (1,8%)
CymnroMaTHueH
peuvaueupaim BTE unu 23 17 53
royiiM KpbBOU3NHB (HETHA (2,1%)+ (1,5%)++ (4,7%)
KNHHHYHA NON3a)

* p<0,001(npeBs3x0AcTBO) puBapokcaban 20 mg peausk aHeBHO cnipamMo ACK 100 mg BeHBX NHEBHO;

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

** p<0,001 (npepB3xoacTro) pupapokcaban 10 mg ek AHeRHO cnpamo ACK 100 mg peaHbxk
anesHo; HR=0,26 (0,14-0,47)

+ PuBapokcaban 20 mg Beanbxk aHesHo cnpamo ACK 100 mg Beanwx auerHo; HR=0,44 (0,27-
0,71), p=0,0009 {HoMHHanHa)

** PupapokcaGan 10 mg BenHbxk AHeBHO cripamo ACK 100 mg Benusxk anesHo; HR=0,32 (0,18-
0,55), p<0,0001 (HomHHanHa)

B nonbnnenne kbm nporpamata EINSTEIN dasa II1, e npoeeaeHo NpocneKTHBHO,
HEHHTEPBEHLIIUHAITHO, OTBOPEHO KOXOPTHO npoyusane (XALIA) ¢ ueHTpanusupana ouem(;., SRS
BrnoyBan peuaneapaul BTE, ronaMo kbpBeHe M eMbpT. 5 142 nauuenTa ¢ ocrpa /IB Q@ _/ L
BKUTIOYEHH 3a NIPOY4BaHe 6e30NacHOCTTa Ha PUBAPOKCaBaH B ALITOCPOYEH IL1aH B Cpas Q'ﬁé Ak
CTaHJapTHaTa aHTHKOATy.TaHTHA TEpallHA B KIHHWYHATA npakTHka, CTORHOCTHTE Ha I &
KbpBeHe, peunaneupaw BTE u Bcuuku cyvyan Ha cMbpT 3a piBapokcabaH ca 6uin cb
1,4% un 0,5%. CpluecTByBaT pasiIHKH B OCHOBHH XapaKTEPHCTHKH Ha NAlMEHTHTE, BKI
BB3PacT, pak M 6u0peuHo yBpexnane. HanonzpaH e ctpaTHgHLUMpaH aHATH3 NO npenaapmen\i!o
OMnpeneeHH

ol m\'ﬁ\
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CTOMHOCTH 32 MPYNUpPaHe HAa H3MEPBaHWTE OCHOBHH XapaKTEePHCTHKH, HO BBIPEKH TOB2 OCTABALLMTE
OTKIIOHEHMS MOXKe J1a MOBNMAST Ha pesynatarure. Kopurupanure KP 3a ronamo kupsene,
peunansupaiy BTE u Bcuukn cityuas Ha cMbpT ca 61nu crorsetHo 0,77 (95% C10,40 - 1,50), 0,91
(95% CI10,54 - 1,54) u 0,51 (95% C1 0,24 - 1,07).

Te3su peayaTaTi NpH NalHeHTH, KOUTO ca 6WIn HabmoaaBaHH NPH PeaHH YCI0BHA, ¢a B
CHOTBETCTBHE ¢ YCTAHOBEHHA Mpodt Ha Ge30nacHOCT NPH TOBa NOKa3aHHe.

[NeanaTpHuHa nomyaauMs

EBponeHckara areHIMs 110 JIEKAPCTBATa OT/1ara 3ab/DKSHHETO 3a NPEAOCTABAHE HA PE3YIITATUTE OT
Npoy4BaHHuATa ¢ puBapokcabaH B eHAa KK MOBeve MOArPyNH Ha NEAHATPUUHATE MOIMYNaUMA NPH
neveHHeTo Ha TpoMGoeMGonHUHK cHOMTHA. EBponeiickaTa areHuMs 1o ekapcTaata ocBoboXkaBsa OT
3a/(L/DKEHHETO 3a NPEAOCTABAHE HA Pe3y/ITATHTE OT NPOY4BAHHATA C PHBApOKCcabaH BB BCHUKH
NOArPYNH Ha NEJUATPHYHATA NOMy/alHA NPH NPodHIAKTHKA Ha TpoMBoemGonuuHH cL6uTHA (BXK.
TOUKa 4.2 32 HHGOPMALMA OTHOCHO YNOTpeba B NeAUaTpHATa).

52 (@apMaKOKHHETHYHH CBOHCTBA

AbGcopbimg

Pupapokcaban ce aGcopbupa 6bp30, KATO MAKCHMAITHHTE KOHLEHTPAUMH (Cmax) ¢€ AOCTHIAT 2 - 4 uaca
clell npHeMa Ha TabneTkara.

MepopanHata aGcopSums Ha puBapokcaGaH € MOYTH IML/IHA H NepopaiHaTa GHOHANTHYHOCT € BHCOKA
(80 - 100%) 3a mo3a oT 2,5 mg ¥ oT 10 mg, nprera karo TabneTka, HE3aBUCHMO JANTH NIPHEMBT € Ha
rnaaHo KnH cnen xpanene, [ipuemsT Ha puBapokcabax ¢ xpaHa He nopiaHasa AUC win Cmax npu
no3arta ot 2,5 mg i ot 10 mg. TaGnerkure puapokcaban ot 2,5 mg H ot 10 mg Moxe aa ce npHeMar
che MIH Be3 xpaHa.

dapMakoKXMHETHKATA Ha pHBapoKcabaH € NOYTH NKMHeiHa 10 okono 15 mg eaud meT Ha aeH. Hpu no-
BHCOKH J03H pHBapoKcalaH Noka3sa OrpaHKHYeHa OT pasTBOPHMOCTTa abcopOuua ¢ HaMaleHa
GUOHANTMYHOCT H HAMAIABAHE Ha cTeneHTa Ha aGcopOumaTa npH NoBHIaBaHe Ha Jo3ara. Tosa e no-
M3PA3eHO B ChCTOAHHE HA ITIANIHO B CPABHEHHE ChC CHCTOAHHE cnea xpaHeHe. OapMakOKHHETHYHATA
BapuaGKIHOCT Ha pHBapokcalaH € yMepeHa ¢ BapHpaHe Mexay oTaenHuTe nauneHTH (CV%) B
unrepsana ot 30% 10 40%, ockeH B ZICHA Ha ONMEPATHBHATA HHTEPBCHIHA K Ha CNEBAIIKA J€H,
KOrato BapHaGMIIHOCTTA Ha eKCNO3ULMATA € BHcoKa (70%).

A6copbumnara Ha puBapokcabaH 3aBHCH OT MACTOTO Ha HETOBOTO OCBODOXKIABAHE B CTOMAILIHO-
upeBkHs TpakT. CroSwiaea ce 3a 29% H 56% Hamanenne Ha AUC u Cmax B cpaBHeHHe ¢ TabneTka,
KOraTo rpaHyjaT puBapokcabaH ce ocBoG0XknaBa B MPOKCHMATHHTE OTAEH HA TEHKHTE HEPBa.
EXCrosHuMATa C& HAMaJTsBa JOMBIHHTENHO, KOTaTo pHBapokcabaH ce ocBob0KaaBsa B AUCTANIHUTE
OTZAENHK Ha THHKHMTE YEPBA WM BLB BB3X0AALIOTO Aebeno uepeo. [To Tazu npuunHa TpsaOBa na ce
1309TBa NPUIOKEHKETO HA puBapoKkcabaH AKCTANHO OT CTOMaXa, ThH KaTo TOBa MOXE Aa AOBEAE A0
HamajeHa aGcopOLMa M CBOTBETHO CBBP3aHA €KCIIO3MLIMA Ha PHBAPOKcabaH.

BuonanuunoctTa (AUC 1 Cmax) € 6nna cpasHuma npH 20 mg pusapokcaban NpHAOKEH NEpOPanHo
KaTo HaTpoLLeHa TabneTka, pasMeceHa B A6BJIKOBO MIOpe, WIH CYCNEHANPaHa BbE BOAA H MPHIOKEHA
npe3 CTOMALIHA COHJA, MOCIeBaHO OT Te4YHa XpaHa, B CpaBHEHHE ¢ 1anara Tabnerka. Karo ce uma
npeasya NpeABUAUMES, MPONOPLHOHATEH HA f03aTa (JapMaKOKHHETHYEH npodun Ha pueapokcabaH,
peaynTaTiTe 3a GHOHATHYHOCTTA OT TOBa MPOYUBAHE BEPOATHO Ca NPHIOKHMH 33 NOHHKABaHE Ha
JIO3UTE HAa pHBapokcabaH.

Pasynpeaenenne

CBBbp3BaHETO ¢ IUIA3MEHHTE MPOTEHHH MPH XOpa € BHCOKO, 0Ko0 92% 0 95%, KaTo cepyMHHAT
anfyMHH € OCHOBHATA cBbp3Balla ¢pakuns. O6eMbT Ha pasnpeleeHHE € YMEPEH ¢ Vg
npubnusurenno 50 nurpa.

buorpaHchopManns 1 eTMMHHHADAHE
Oxono 2/3 ot npuioxeHaTa 1o3a puBapokcabaH ce noanara Ha MeTaboNHTHO pa3s
KOETO NOJIOBHHATA Ce eJTMMHHEIpa npe3 Ou0pelnTe, a ApyraTta NonoB#HHa - ¢ dexal
1/3 oT npunokeHaTa A03a ce HATHYBA Ype3 MpeKTHa 6p6peyuHa eKCKpeLHs KaTo
AKTHBHO BELLECTBO B YPHHATA, [NIaBHO 4pe3 akTHBHA 660peuHa cexpeLus.
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Pusapokcaban ce MetaGonnsupa upes CYP3A4, CYP2)2 u CYP-He3aBHCHMH MEXaHHIMH.
PasrpaxxnaHeTo ype3 OKHCICHHE Ha MOP(ONHHOHOBKA PaAHKA U XH/PONH3ATa HA AMH/IHHTE BPB3KH
¢a OCHOBHHTE npolecH Ha OHoTpaHcopMauma. OT in vitro U3cNeABaHHA € W3BECTHO, He
puBapoxcabau e cybeTpar Ha TpaHCNIOpTHHTe NpoTeMHH P-gp (P-rmmkonporenn) u Berp (mporeuH Ha
PE3UCTEHTHOCT Ha paK Ha I'bpAaTa).

Henpomenenunat pueapokcabaH € Hali-BaXXHHAT KOMIIOHEHT B YOBellKaTa ria3ma, 6e3 na uMa apyru
OCHOBHH W1 aKTUBHH UHPKYJIHpallid MeTaGonutd. Che cHeTeMeH KaHpbHE okono 10 Lh
puBapokcabaH MOKe Aa ce K1acHduLMpa KaTo BEUECTBO € HUCHK KiMpbHC. Cen HHTpaBeHO3HO
NIPHNOKEHHE Ha A03a oT | mg eNHMHHALIKOHHHAT NOMYKMBOT € okono 4,5 yaca. Cnen nepopanto
NPHIIOMKEHHE ETMMHHHPAHETO CTABa IMMHTHPAHO OT cTeneHTa Ha abcopbuma. EniMuHHpaHeTo Ha
puBapokcabaH OT IIa3MaTa HACTLIBA ¢ TEPMHHANIEH MOMYKHBOT OT 5 10 9 vaca NMpH Miaau
HHIHBHAHK H o1 11 g0 13 yaca npH MaLMEHTH B cTaptiecka BB3pacT.

CriellHanHH nonyaaluH

Hon

He ca ycTaHOBeHH KAHHHYHO 3HAYHMH PA3HKH BbB (papMakoKHHeTHKaTa H gapMakogHHaMHKaTa
MEXIy NALHEHTH OT MBKKH H JKEHCKH 101,

ITayuenmu 6 cmapuecka 8v3pacm

INauueHTHTE B CTapYecKa BB3PACcT MOKA3BaT M0-BHCOKH [U1a3MEHH KOHUCHTPALHH B CpaBHEHHE C fo-
MJIaAKTe NallMeHTH CbC cpeNHH cToiHOoCcTH Ha AUC okono 1,5 mbTH Mo-BUCOKH, OCHOBHO Nopaax
HamaneHus (npHBuaeH) oy u OuOpeueH kanpwHe. He ce Hanara kopekius Ha 103ara.

Paznuunu kamezopuu 6 3a6ucumocm om me2nomo

INpexomepHH OTKIIOHEHHS B TenecHOTO Terno (< S0 kg nmw > 120 kg) MMat caMo Manko BAHSAHHE
BLPXY IU1a3MEHHTE KOHLEHTPaLUHH Ha pHBapokcabaH (11o-Manko ot 25%). He ce Hamara kopekuus Ha
Jo3ara.

Mexcoyemuwecxu pazruiun

He ca ycTaHOBEHH KITHHHYHO 3HAYMMH MEXIYCTHHHUECKH Pa3iHYHA MPH MALUEHTH OT
eBponenaHara, apo-aMeprHKkaHcKkaTa, TaTHHOAMEPHKAHCKATA, ATIOHCKATa H KHTalcKaTa rpynH rno
OTHOLIeHHe Ha (papMakOKWHETHKaTa U apMaKoAHHAMHKaTa Ha pHBapokcabaH.

Yepnodpobro yepexcoane

IManyeHTH ¢ UUpo3a 1 Neko YepHoapobHO yBpexaaHe (iviac A no Child Pugh) nposeasar camo
MHHHMAJIHH NPOMEHH BHB (papMaKkokHHeTHKaTa (cpeaHo 1,2 mbTH noeuenne Ha AUC Ha
puBapokcabaH), KOETO € OYTH CPaBHHMO ChC ChOTBETHATA MM KOHTpOJIHA IpyIa 3paBH HHAMBHIH.
IMpu naupeHTH ¢ LHPO3a ¥ YMepeHo yepHoapobHo yepexkaare (kiac B no Child Pugh), cpennara
AUC na puBapokcabaH e 3HaYHTETHO NIOBHLIEHA (2,3 NETH) B CpaBHEHHE ChC 3ApaBH A0OPOBOILIK.
AUC ua Hecpbp3aHaTa (ppakis ce noBHiIaea 2,6 mbTH. [IpH Te3n nalleHTH HMa K HAMANEHO
6B0pedHO enMUHApaHe Ha pHBapoKkcabaH, Moao0HO Ha TOBA MpH MALMEHTH ¢ YMepeHo 6n6pedHo
yBpexaaHe. Hama naHHM OT MaluMEeHTH ¢ TEXKO YepHOAPOOHO YBpexXaaHe.

HuxubupaHeTo Ha aKTHBHOCTTA Ha QakTop Xa NpH NalHeHTH ¢ YMepeHo YepHOApOOHO yBpexIaHe €
NOBHLIEHO 2,6 TBETH B CpaBHEHHE CEC 3ApaBH Aobporonuy; PT cvilo € yasmkeHo - 2,1 mbTH.
[MauneHTHTE ¢ YMEpEHO 4epHOAPOOHO YBpEkKaaHe ca NO-YyBCTBHTETHH KbM pHBapokcabaH, KOeTo
BOAM A0 No-cTpbMHO PK/PD choTHOLIEHHE MeX Y KOHLEHTpauuaTa H PT.

PukcenTto e npoTHBOMOKAa3aH APH NMalUMEHTH ¢ YepHOAPOOHO 3abonABaHe, CBBP3AHO C KOATYJIONaTHA
H KIHHHYHO 3HAYHM PHCK OT KbpBEHe, BIUTIOUHTENHO NalHeHTH ¢ uupo3a ¢ Child Pugh B w C (Bx.
Touka 4.3).

bvbpevno yspeacoare
Habnronasa ce yBennueHne Ha eKCIO3HUMATA Ha pUBApPOKcabaH yCnopeaHo ¢ HaMaNsBaHe Ha
O6B6peuHaTa GyHKLHS, H3MepeHa Upe3 KpeaTHHHHOBHA KInpbHC. IIpy nHauBHAK ¢ "
(xpeaTHHMHOB KIHpPBHC 50 - 80 ml/min), ymepeno (kpeatnHuHoB kupbHC 30 - 4
(xpeaTHHHHOB KIIHpBHE 15 - 29 ml/min) 6u6peuHo yBpexaHe nnasMeHUTe KO
puBapokcaban (AUC) ca cvoTBeTHO 1,4, 1,5 1 1,6 TBTH NO-BHCOKH.
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CBOTBETHOTO 3aCHNBAHE HA PapMaKOIHHAMHYHHUTE eeKTH e No-u3paszeHo. TIpH HHAMBUAM C NeKo,
YMEPEHO M TeXKO 6B0pevHo yBpexaaHe LIOCTHOTO HHXMOUpaHe Ha akTHBHOCTTa Ha (hakTop Xa e
cboTBeTHO 1,5, 1,9 1 2,0 mbTH No-CHIHO B cpaBHEHNE Che 3aApasy aobposonum; PT cbuo ¢ yabmkeHo -
choTBeTHO 1,3, 2,2 1 2,4 nbTH. HAMa AaHHH OT NALHEHTH ¢ KPeaTHHHHOB KIHPBHC <15 ml/min.

IMopanu BHcoKaTa CTeNeH Ha CBBLP3BaHe ¢ IUIa3MEHHTE NIPOTEHHH HE C¢ 04aKkBa puBapokcalbaH na Moxke 18
6bae OTAENEH Mpe3 AUANH3A.

He ce npenoprura ynotpeba npH NauMeHTH ¢ KPEaTHHHHOB KIHPBHE <15 ml/min. puBapokcabaH Tpabea
Ja € H3MNON3Ba BHHMATENHO NPH MAUHEHTH ¢ KPEATHHHHOB KITHPBHC 15 - 29 ml/min (Bxk. Touka 4.4).

DapMaKOKHHETHYHH NaHHH OpH NaLKHEeHTH
Tlpu nauueHTH, NOMyYasaly pueapokcabat 3a npodnaktika Ha BTE 10 mg eaun nmur queBHo,

cpeAHaTa reoMeTpH4YHa kOoHLeHTpalua (90% nporsosex HHTepsai) 2 - 4 yaca U okono 24 yaca cnep
npHeM Ha A03a (NpHONM3HTENHO MPEeACTABNABAIY MAKCHMANHATa H MHHHMa/lHaTa KOHLUEHTpalUH npes
BpeMe Ha N030BUA HHTepEan) e cboTBeTHO 101 (7 -273) 1 14 (4 - 51) meg/l.

Bpn3ka dapmakoknHernka-papmakoaHHaMHKA

Bpn3kara ¢papmakokuHeTHKa-hapMakoarnnamuka (PK/PD) Mexay mna3sMeHaTa KOHLEHTPalMa Ha
pHBapokcabaH 4 HAKONKO (papMakoOHHAMHYHH Kpaiiuu Touky (wHxuOHpaHe Ha dakTop Xa, PT, aPTT,
Heptest) € npoyyeHa cliel MpUIaraHe Ha IWHPOK AHANa3oH oT Jo3H (5 — 30 mg aBa MHTH Ha O€H).
Bpb3karTa MexIy KOHUEHTpaUMATa Ha puBapokcaGaH M aKTHBHOCTTA Ha ¢akTop Xa Haif-nobpe ce onHcea
¢ Emax mogen. [To otHowenue Ha PT MogensT Ha THHEHHO NMpecHYaHe ONHCBa JaHHHTe OOMKHOBEHO IMO-
ao0pe. HaknoHBT Ha KpHBaTa BApHPA 3HAYKTERHO B 3aBHCHMOCT OT PasTH4HHTE H3non3easu PT
pearerTH. [Ipu m3non3eake Ha Neoplastin PT usxoanara PT e okono 13 cekyHan, a HAKNOHBT 0KONo 3 10
4 cexyHau/(100 mcg/l). Pesysrrarure ot aHanuza Ha PK/PD ot ¢asa I w I ca cxonHm ¢ naHHHTe,
YCTAHOBEHH TIPH 3ApaBH HHAKBHAW. [Ipu mauneHTH w3xoaHuTe ¢axtop Xa u PT ca noenusHM OT
OMepauMaTa, KOETO BOAK OO Pa3fiNKa B HAKIOHA Ha KPHBATa KOHLECHTpauMa-PT Mexay aeHs cnen
OrfepauMaTa W paBHOBECHATA.

IeanaTpuyHa NOMyNalKa
He ca npoyuBaHu 6€30MmacHOCTTa ¥ €(pMKAaCHOCTTA MPH AELIA U IOHOLUH Ha BB3pacT 10 18 roauHn,

53 [IpeaxIuEHEYAN JaHAH 32 Ge3omacHOCT

HexnuHHYHUTE NaHHU HE NOKa3BaT ocobeH pHck 3a Xopa Ha §a3aTa Ha KOHBEHLMOHANHUTE
(hapMaKoNIOrH4HH H3NHTBaHHA 3a 6€30NacHOCT, TOKCHYHOCT NPH €AHOKPATHO NPHUIICKEHHE,
($OTOTOKCHYHOCT, eHOTOKCHYHOCT, KAHLIePOTeHEeH TIOTEHLHAN K I0BEHH/IHA TOKCHYHOCT.

Edexrure, HabmoaaBaHi NpH NPOy4BaHHATA 32 TOKCHYHOCT NPH MHOTOKPaTHO NMPHIIOKEHHE, ¢a
CBBP3aHH OCHOBHO ChC 3aCHICHATa (hapMakoAHHAMHYHA aKTHBHOCT Ha pHBapokcabaH. [Ipu mexose ca
HabMonaBaHW NOBHLLUEHH TUTa3MeHH HHBA Ha [gG v IgA npu HHBaA Ha €KCMO3MIIMA, ChOTBETCTBAILH Ha
KNHHUYHHTE.

Ipn nabxoBe He ca HabmogaBaHH ePEKTH BHPXY MEXKKHA W XXEHCKIA GepTHAMTeT. U3NHTBaHHATA NMpH
UBOTHH NTOKA2BAT PENPOLYKTHEHA TOKCHYHOCT, CEBP3aHa ¢ (apMaKONOrHYHHA MEXaHH3bM Ha JelicTBHE
Ha puBapokcaban (Hanp. XeMOparuyHH ycioxHeHHs). IIpH nna3MeHH HHBA, ChOTBETCTBAILHN Ha
KIMHHYHHATE, ca HabnoaapaHn eMOpHo-(eTanHa TOKCHYHOCT (MOCTHMILIAHTALHOHHA 3ary6a,
3abaBeHO/CTHMYNHpaHO ocHgHLHpaHe, MHOXeECTBEHH GNeid XenaTanHH NeTHa) U MOBHLUIEHA YeCcTOTa Ha
Haii-uecTo cpellaHyTe MandopMalLHH, KaKTO H TUIALIEHTAPHH npoMeHH. [1pH npe- 1 nocTHaTanHoO
npoyuBaHe Ha IUTbXOBE € HabnoAaBaHa HaMaJleHa BHTATHOCT Ha MOKOJIEHHETO NMPH A03H, TOKCHYHH 32
JKABOTHHTE-MAMKH.

6. ®APMALEBTHYHH JAHHH

6.1 CnachLK HA NOMOHNIHATE BemecTBA

Anpo Ha TabneTkara

MukpoxpHcTanHa
Lenynosa
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KpockapMenosa HaTpuii
Jlakro3a MoHOXHMApaT
XunpoMenosa

Harpres naypuncyngar
Marseaner creapat

@WIMOBO NOKPHTHE
Makporon 3350 (E1521)

Xunpomenoza 2910 (E 464)
Turanos ouokeun (E 171)
Xenezen okcun, uepsen (E 172)

6.2 HechBMECTEMOCTH

Henpunoxumo

6.3 Cpok na rogaocT

3 roguHH

6.4 CnennanHH yC/I0BHA HA CbXPAHEHHE

To3u nekapcTBEH NPOAYKT He H3UCKBA CTNIELIHANIHH YCIIOBHA HAa ChXPaHEHHMe.

6.5 Bua B chAbpKAHHE HA ONAKOBKATA

OnakoeaHu ca B 6nucTepy H KapTOHEHHW ONakoBKH no 5, 10, 14, 28, 30 unu 98 dpunmupanu Tabmerku.
Bnucrepn or PVC/Aluminium donmo.

He BcHuKM BHAOBE OMAKOBKH MOraT Aa 6baaT MycHAaTH Ha nasapa.

6.6 CnenHaJiHH npena3sHH MEPKH IPH H3XBbpJ/sHe

Heuanonspauusar NEKAPCTBEH MPOAYKT WIH OTNagBYHHTE MATEPHAIIH OT HET'O 'I'pSISBﬂ Aa ceé HIXBDbPJIAT
B CBbOTBETCTBHE C MECTHHTE H3IHCKBAHHA.

7. IPHTEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA

Hubunorex OO

yn. ,,Tpuanuua™ Ne SA
1000 Codus
Brwnrapus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA
Perucrpaumonen Ne 20200238

9. JATA HA ITBPBO PA3ZPEINABAHE / TIOJHOBABAHE HA PAZPEINEHHUETO
3A YIIOTPEBA

Hara Ha nepBo paspeinaBaHe: 08 nexemepu 2020 r.

Jla'ra Ha NOCJHCaHO MOAHOBABAHE:
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M. anpun 2026 roza.
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